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PRECLINICAL AND CLINICAL TESTING BY THE PHARMACEUTICAL INDUSTRY, 1977
THURSDAY, MARCH 10, 1977

U.S. S en a te ,
S ub co mmitte e on  H ea lt h  and S c ie n tif ic  R es ea rc h

of  t h e  C om mitte e on  H um a n  R eso urces,
TFosfowgtfon, D.C.

The subcommittee met, pursuant to notice, a t 10:20 a.m., in room 
2228, Dirksen Senate Office Building, Senator  Edward M. Kennedy 
(chairman of the subcommittee) presiding.

Prese nt: Senator Kennedy.
Committee staff pre sen t: J  ay Cutler, minority counsel.

O pen in g  S ta te m en t of  S en at or  K en ned y

Senator K en ned y . We will come to order.
The Food and D rug Administration  is the gua rdian  of the health of 

the American people. Each day every American ingests products with 
the potential to cause great harm. It  is the solemn responsibility of the 
FDA to protect us from tha t harm.

In  the last 2 years, the ability of th at agency to fulfill i ts responsi­
bilities has been called into serious question. Products which were a l­
ready on the market and thought to be proven safe were placed under 
clouds of suspicion. The data which FDA had relied on and believed 
to be sound was shown to be seriously deficient.

Whether the problem was caused by sloppiness o r negligence is less 
important than its consequences. I n fact, millions of Americans were 
shown to be tak ing products  whose safety had not been demonstrated. 
Perhaps most alarm ing was the admission that  both the magnitude of 
the problem and the number of products involved was unknown. That 
is still the case today.

Millions of Americans are tak ing products—drugs, food, additives, 
food colorings—which they believe to be proven safe but which, in 
fact, have not been.

Our regulatory system is always supposed to give the benefit of the 
doubt to the American people. Drugs must be proven safe before they 
are marketed. Carcinogens must not be allowed on the American d in­
ner tables.

But it is now clear that our regulatory system has broken down. I t 
is h ard to promptly remove an approved drug  from the market even 
when the new information, had it been known originally, would have 
kept the product off the market in the first place. That is really the 
nub of the issue that  we are facing here today.

(1)



Th e absence  o f the  proof of  s afety does not  mea n th at  a prod uc t is 
ha rm fu l. Bu t ou r system is des igned to  resolve un ce rta intie s befo re 
mark eti ng  and not to learn of ha za rd s a t the  expense of  the  hea lth  
and lives of  the  Am eric an people.

We will explo re several examples of  th is regu la tory  cr isis  tod ay . We 
will look at  wid ely  used products which  were approv ed  as safe before 
ma rke ting. We  w ill see tha t the  da ta  on which they  were  judg ed  safe  
are  now conside red  inadeq uate. Th us , proo f of  safety is gone. Bu t the 
pro ducts  rem ain . The extent  of  ris k to the  he alt h of  the  Am eric an 
people is unk now n. Bu t un de r ou r system the y sho uld  not be asked 
to  run t his  kind  of  risk  at a ll.

The othe r example w’e will  look at invo lves  the  use of the  art ific ial 
sweetener, saccha rin. New in fo rm at ion has  show n it to be an anim al 
carc inogen. Fe de ral law pr oh ib its  the appeara nce of  carcinoge ns in 
the  Nat ion’s food  supply .

Th is pol icy was vigorously su pp or ted by the  pa st Di rector  of  the  
Na tional Cance r In st itu te . D r. F ra nk  R aus che r, who urged th at  m an’f 
carc inogen ic burde n be reduced  to the max imu m exten t feas ible .

I t  is no t ye t known wh eth er animal carcinoge ns au tom atical ly 
pre sen t haz ards  to humans. Th ey  may.  They  may not. Bu t cu rre nt  F ed ­
era l law is  de sign ed to min imize the risk to the  A me rican people while  
def init ive ans wer s are  sought .

The publi c poli cy dile mm as ar e pro fou nd . Saccharin  is not being 
immedia tely ban ned  from the marke t. It  may  be a long tim e befo re it 
is removed. I f  i t t urns  out to be a defin ite ha za rd  to  m an, we will have 
exposed mi llio ns of  people to it fo r an unjus tifi abl e pe rio d of time  
whi le th e r eg ulato ry  process unfold s.

On the othe r hand , if  it  is bann ed  immedia tely , and  then  is shown 
to be safe,  it  wi ll have  caused  massive economic  h ards hip,  perso nal  d is­
com for t. and  perha ps  even medical risk s to those citi zen s who need 
die t foods .

The question is. when you d o not know, wh at do you do?
I believe the  bene fit of  the doubt mu st alw ays  go to th e Am eric an 

people. Ea ch  of  us, ou r pa rent s,  ou r ch ild ren . are  exposed each day 
to ma ny  po ten tia l carcinogens . I f  we are  no t ca refu l, if  only one 
tu rn s o ut  to  be harmfu l to us, the n we will hav e u nleashed a man-made 
cancer  epidemic whose price  we wil l pa y fo r years  to come.

Mr. Gardn er , do you wa nt to  int roduce yo ur  assoc iates? They are 
all well known to th is com mittee , but int rod uce them fo r the  record.

We hav e two  s tatem ents fo r the committ ee th is morning , and  m ay­
be we wil l st ar t off w ith  t he  bio- tes t and the n move to the  o ther .

STATEMENT OF MR. SHERWIN GARDNER, ACTING COMMISSIONER
OF FOOD AND DRUGS, FOOD AND DRUG ADMINISTRATION. AC­
COMPANIED BY DR. J. RICHARD CROUT, DIRECTOR, BUREAU OF
DRUGS; JOSEPH P. HILE,  ASSOCIATE COMMISSIONER FOR COM­
PLIANCE; JEROME A. HALPERIN, DEPUTY ASSOCIATE DIRECTOR
FOR NEW DRUG EVALUATION (SCIE NTFIC); DR. M. ADRIAN
GROSS, D.V.M., BUREAU OF DRUGS: AND RICHARD A. MERRILL,
CHIEF COUNSEL, FOOD AND DRUG ADMINISTRATION

Mr . G ardner. Than k you.  Senato r.
On  m y fa r lef t is Mr. Pa ul  Hi le , Associa te Comm issio ner  for Com ­

plia nce , Food  and D ru g A dm inist ra tio n.
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On my immediate left is Mr. Richard  Merrill, Chief  Counsel for  
the Food and Drug Administ ration.

Proceeding down the  table to my immediate rig ht is Dr. Richard 
Crout, Direc tor of the Bureau of Drugs.

Seated next to him is Mr. Jerome Halperin, Deputy  Associate D i­
rector fo r New Drug Evaluation, Bureau of Drugs.

On his right is Dr. A drian  Gross of the Bureau of Drugs.
Seated somewhat behind me and to my right  is Mr. Forre st Pa tte r­

son, who is Deputy Chief Counsel and is my advisor where separa­
tion of function requirements limit my participation.

I have also invited members of the Bureau of Foods to be present 
this  morning in the event tha t their  testimony will be needed to dis­
cuss issues th at are raised during  the course of the testimony. I will 
introduce them at the time their  testimony is required.

As noted, we have supplied for the record two full and somewhat 
lengthy statements. I have a summarized statement  of  the  Industr ial 
Bio-Test Laboratories matter, and would also appreciate being able to 
quickly summarize in a general way the overall bioresearch monitor ing 
program a t the conclusion of the summary of industria l biotest, if th at 
is acceptable.

Senator Kennedy. Fine.
I have the 9-page statement . Is this the one you are going to read 

from ?
Mr. Gardner. I have a 4-page summary.
Senator Kennedy. I  have the 9-page statement and I am familiar  

with that. I had a chance to  go over it. Maybe we should do tha t one.
Mr. Gardner. Mr. Chairman, your staff has asked that we provide 

a status report on Indu strial Bio-Test Laboratories (IB T) , a large 
contrac t animal testing laboratory, which was mentioned in testimony 
given by Commissioner Schmidt at a hearing on J uly  19, 1976. Our 
inspections of this laboratory, since that  time, has resulted in an im­
por tant administrat ive action against the ant iart hri tic  drug, naprosyn, 
and have called into question a study conducted on triclocarbon 
(TCC ), an antimicrobial agent used in bar soap.

Additional investigations of other studies conducted by IBT are 
continuing at this  time.

Senator  Kennedy. At the last hearing we looked into the Searle 
case and also the Biometrics case.

Could you give us a status of where they are now ?
Mr. Gardner. Could I ask Mr. Merrill to respond to that?
Senator  Kennedy. Surely.
Mr. Merrill. Mr. Chairman, those two matters are both before the 

respective-----
Senator K enndey. I  cannot hear you.
Mr. Merrill. Those two matters are before the respective U.S. at­

torneys, accompanied by recommendations from the Agency which we 
have previously provided to the committee.

I have been asked by the Department of Justice to limit our com­
ments to tha t extent because those matters are still awaiting  their  
consideration, and they are concerned about potential  adverse 
publicity.

Senator Kennedy. The status of the case is they are before the Ju s­
tice Department for action ?

Mr. Merrill. Th at is correct.
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Senator Kennedy. Can you tel l us what type of action?
Mr. Merrill. The recommendations in each instance were for grand 

jury  inquiry.
Senator Kennedy. All right.
Let us proceed.
Mr. Gardner. An inspection of Industria l Bio-Test Laboratories 

was conducted during the last week of June  1976 by Dr. Adr ian Gross, 
Mr. Manfred Hein, a pharmacologist in the Bureau of Drugs’ Divi­
sion of Oncology and Radiopharmaceutical Drug Produc ts, and an 
investigator from our Chicago Distric t Office.

The inspection focused on a 2‘2-month rat study on the drug nap­
roxen marketed by Syntex under the name naprosyn. Naprosyn, NDS 
17-581, had been approved for marketing in March 1976 for the 
treatm ent of arthr itis.

Senator Kennedy. This is a widely used drug  for arthri tic  patients, 
is tha t correct ?

Mr. Gardner. That is my unders tanding.
Senator Kennedy. Can you tell us how many elderly people used the 

produc t approximately ?
Mr. Gardner. I  think Dr. Crout  will be more familiar with those 

data  than  I.
Dr. Crout. I t will be in the  many thousands at least. But I cannot 

be more firm than that.  I j ust  do not know.
Senator  Kennedy. Well, we are talkin g tens of  thousands or hun­

dreds of thousands, or a million ?
Dr. Crout. I  am sorry, I  do not know their d istribu tion at this time. 

We can supply that.  I jus t cannot give it to you off the  top of my 
head.

[The information re ferre d to and subsequently supplied follows:]
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NDA 17-581
NAPROSYN 0  (naproxen) 250 mg. Tablets

QUANTITY DIST RIBUTE D

June 1976 - August 1976

Samples Trade Total
Bottles of 6 759,216 759,216
Bottles of 24 1,608 1,608
Bottles of 100 1,200 306,660 307,860

NDA 17-581
NAPROSYN® (naproxen) 250 mg. Tablets

QUANTITY DISTRIBUTED

September 1976 - November 1976

Bottles of 6

Samples

692,208
Trade Total

692,208
Bottles of 24 44,736 44,736
Bottles of 100 1,894 292,260 294,154

Bottles of 500 36,474 36,474
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NDA 1 7 -5 8 1

NAPROSYN® (n a p ro x e n )  25 0 mg . T a b l e t s

QUANTITY DISTRIB UTED

D ec em ber  1976  -  F e b r u a ry  1977

S a m p le s T ra d e T o ta l
B o t t l e s  o f  6 8 7 2 ,0 1 6 — 87 2 ,0 16

B o t t l e s  o f  24 33 6 — 33 6

B o t t l e s  o f  10 0 1 ,9 8 2 1 3 9 ,5 8 5 1 4 1 ,5 6 7

B o t t l e s  o f  50 0 — 1 6 ,4 2 0 1 6 ,4 2 0
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Senator Kennedy. I t is from common knowledge a commonly used 
drug?

Dr. Crout. Quite widely used preparation.
Senator Kennedy. Do we know how many Americans have arth rit is ? 
Dr. Crout. Again it  is in the millions.
Senator Kennedy. And the TCC, the  other item that  we are going 

to talk about here, this  is an agent which is used in noncommercial
#  bars of soap, is that  correct ?

Mr. Gardner. That is correct.
It  was widely put  into use af ter hexachlorophene was banned for 

tha t purpose.
a Senator Kennedy. What sort of representa tive soaps have it ?

Can you tell us what soaps have the TCC ?
As I  understand i t, it is generally in all the deodorant soaps.
Dr. Crout. Essentially all the deodorant soaps.
Senator Kennedy. Do all the deodorant soaps have it or most of

them?
I am trying to get the dimensions.
Dr. Crout. I t is the  antimicrobial ingredien t in soaps such as Safe­

guard, Dial, Zest.
Dr. Gross. Safeguard.
Senator Kennedy. The general deodorant soaps ?
Dr. Crout. The b ig brands. It  is the  most common ingredient in all

the big brands.
Senator K ennedy. All right.
Mr. Gardner. I will return to Naprosyn.
The 22-month ra t study appeared to be the only long-term carcin­

ogenicity study carried out by or for Syntex on Naprosyn. Our inves­
tigato rs reported a number of  serious problems regard ing this study, 
including questions of animal identification, inadequate inform ation 
on survival rates, missing original records, careless pathology opera ­
tions, failure  to repo rt to Syntex and, therefore , to FDA, full inf or­
mation on the number of tumors observed in the study; failu re to 
adhere to the study protocol, and other unacceptable practices.

► Senator Kennedy. Do I  understand tha t the only long-term carcin­
ogen study is unacceptable and tha t the drug  is still on the market?

Mr. Gardner. That is the Bureau’s advice to me.
Senator Kennedy. The answer is yes, is tha t correct? The answer 

to my question is yes ?
Mr. Gardner. To my knowledge, yes.
After an extensive evaluation of the  findings of Dr. Gross and Mr. 

Hein, the Bureau of Drugs concluded that  the deficiencies in the 22- 
month rat  study were so serious tha t they compromised the scientific 
integrity  o f tha t study and rendered it unacceptable in reaching de­
cisions regarding the long-term toxic potentia l of  Naprosyn.

The decision reached by the Bureau of Drugs was that the serious 
errors and discrepancies in this study, which was material to th e Bu­
reau’s decision to approve Naprosyn for marketing, constituted untrue 
statements in the application.

Section 505(e)(4) of the Federal Food. Drug, and Cosmetic Act 
requires tha t FDA  withdraw approval of a new drug  application 
(ND A), if it contains any untrue s tatement of material fact, whether 
or no t th at misstatement was knowing or even negligent.
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Senator Kennedy. In other words, if you had known what you know 
now, you would not have approved it, is tha t correct ?

Mr. Gardner. That is correct.
Senator Kennedy. Then why is it still on the market ?
Mr. Gardner. We are  required to go through  certain proceedings 

once a drug  is approved before it can be removed from the market.
We must issue an opportunity for a hearing, process the hearing re­
quest, and hold the hearing. While tha t takes place, the drug  can con- «
tinue to be sold. We cannot remove it a t that point.

Senator Kennedy. I f I understand it. you had the only study which 
is basically discredited, and you would not approve it on a new drug 
with the information you have. c

We had notice of this in A pril 1976. This  is March 1977. The drug 
is still on the market, being used.

If  th at is the case—and I  think  I  am stating  it correctly—then how 
are we protect ing the American people ?

Should you not be up here asking us to change that  or alter  that?
Mr. Merrill. Let me respond to that.
We urged Congress last year to enact legislation that  would change 

the standard by which the agency could withdraw approval of both 
human and animal d rugs based on a finding of concern about safety, 
in other words, to change the imminent hazard standard of the  present 
law, which has been the only exception to the hearing first and with­
drawal later procedures of the statute.

Senator K ennedy. What is the agency doing now in terms of a lert­
ing the public, the elderly people, the doctors, those who use the 
drug?

Mr. Gardner. A t the time, the Bureau made its determination and 
took the  first step, which was  to  issue a notice of an opportun ity for 
a hearing. We made those findings public. They are available to phy­
sicians and patients who would then be able to understand the issue 
tha t had been raised and take appropria te actions in the ir own behalf.

Senator Kennedy. What has been the effect of  it ? Has there been 
a reduction in the use of it or what? Are you monitor ing that?  Are 
you finding out ? •

Dr. Crout. No; we are not monitoring it. It  is a new drug intro ­
duced in the market. Its  sales have grown because they begin at zero.
There is no way to know whether an action of tha t type influences 
sales. *

From the firm’s point of view, it may not have grown as much as they 
would have liked. But our basic approach has to be the one of dealing 
with the safety and effectiveness issues and with the submission of 
applications. We do not use the press for the purpose of influencing 
sales a t a time when we have administrative proceedings going on; 
to do so might undermine our own credibility in handling the admin­
istrative  proceeding.

Senator K ennedy. Do you not think  there was something wrong if 
you would not have allowed i t in the first place, and people are still 
using it?

Dr. Gross, is this a carcinogenic substance ?
Dr. Gross. No, sir.
Senator Kennedy. You do not think it is?
Dr. Gross. We have no evidence for that , sir.
Senator Kennedy. Do you know tha t it is not ?
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Dr. Gross. No; we do not know tha t it is not. There are some sug­
gestions th at it m ight be, but it  certainly  is not a definite carcinogen.

The matte r is unresolved because of this poor study, I would say. 
Senator Kennedy. Nonetheless, you have a situation, as I unde r­

stand it, where you would not have approved the drug  in the first 
place with the information you have. You have got it out on the market 
now, and now you feel you cannot do very much in terms of infor m­
ing the American people about the potentia l danger on this because 
it is going to interfere with the procedure which, at the minimum, 
has lasted 8 or 10 months.

When will this finally be resolved? What is your best estimate? 
Dr. Crout. May I point out that  our case against the drug  is not a 

safety case. Our allegation, and I put it in those terms because the 
Bureau is in a prosecutorial role, if you will, and the Commissioner’s 
office is in a judgmental role at this point.

Our case is tha t untrue statements were submitted in the applica­
tion, and tha t is all. and that  they were submitted on a fact  which 
was material. So in order  to take the drug off the market, we must  go 
through a lengthy administ rative procedure tha t you are familiar  
with as a lawyer, and which we outlined here in subsequent testimony. 
This is what is taking  time.

There is no doubt tha t once a drug  is marketed, the burden shift s 
from the manufacturer to the Government in  developing a case, and 
tha t is fundamenta lly why it is so much more difficult to ca ny  on, to 
implement a decision after  a drug is marketed.

Senator Kennedy. Even when the information is faulty  or inac­
curate or misleading?

And what sense does that  make ?
Dr. Crout. It does not make a lot of sense. That is the way the law 

is constructed.
Senator Kennedy. It  does not make any sense really. I mean you 

would not have approved it previously, and why would you not have 
approved it orig inally  then ?

Dr. Crout. The study is essential in the Bureau’s judgment. A 
study on the long-term toxicity is essential for the approval  of any 
drug  which is to be used long term in humans.

Senator Kennedy. Is that not a safety issue ?
Dr. Crout. That is a safety issue.
Senator Kennedy. So you do not need the safety issue s tand ard  

here ?
Dr. Crout. Prio r to approval-----
Senator Kennedy. I know the procedures th at you save to demon­

strate safety before and then the burden shifts—you just explained 
it—afterwards.

But you and I agree—I think any rational  person would agree t ha t 
does not make any sense. If  you require a safety standard  before 
approval, to say that  afterwards there is not a safe ty s tand ard which 
is necessary.

Dr. Crout. I also want to point out one other feature of the law. 
That is, prior  to approval, uncerta inty on the safety issue results in no 
approval. Aft er marketing, the burden shif ts to the agency.

More uncer tainty  about safety is not one of the reasons for wi th­
drawal.
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Senator Kennedy. Well, it seems to me tha t yon are t alking about 
new information, and where you have made a judgment in terms of 
the safety of the previous inform ation, and the procedures which have 
been outlined here may make some sense—may make some sense—but 
I do not see how you could possibly draw the conclusion tha t it  makes 
any sense at  all when you are ta lkin g about faulty information, which 
was the basis for a decision to move ahead and approve the drug.

Dr. Croft. I am not arguing sensibility. I am trying  to explain the <r
time frame.

Senator Kennedy. We a re obviously interested, because I think this 
reflects why it ought to be changed, and tha t we are going to attempt to 
do in our legislation. .*

Let us proceed.
Mr. Gardner. As has been mentioned, the Bureau of Drugs pub­

lished a notice of opportun ity for  hearing in the Federa l Register of 
Friday, October 15, 1976, a proposal to withdraw approval of the 
new drug  application for Naprosyn pursuant to section 505(e) (4) of 
the act.

Prior to publishing the Notice of Opportun ity for Hearing , the 
Bureau had provided Syntex and IBT with an opportuni ty to show 
tha t the study was not so deficient as to make it unacceptable.

Syntex representatives met with the Bureau of Drugs on August 20,
1976, and presented three volumes of new data,  including a 
reconstruction of the 22-month rat study. A Bureau of Drugs review 
of tha t reconstruction revealed tha t there was no basis for the  Bureau 
to al ter its conclusion, that  the 22-month rat study was unacceptable.

On November 12, 1976, indus trial bio-test was invited to attend an 
informal conference with the Bureau of Drugs to review the findings 
of our inspection of the firm. At tha t informal conference, chaired by 
Dr. Carl M. Leventhal, Deputy Director of the Bureau of Drugs, IBT 
responded with a written submission to the Agency, which was sub­
sequently reviewed by the Bureau  of Drugs. In  the judgment of the 
Bureau staff, neither the conference nor the written response pro­
vided persuasive evidence th at  the 22-month rat  s tudy was acceptable.

Senator  Kennedy. When are the American people going to know •
whether this has got a clean bill of health or if there are some safety 
questions ?

Mr. Gardner. At the outcome of the proceeding.
Senator  Kennedy. I s it 6 months? Will they know by July  4?

Labor Day? Christmas? O r next Easter?
Mr. Gardner. I t is likely to  be a ma tter of months. I  cannot predict 

with any certainty  how many months.
Dr. Croft. We believe, in the Bureau of Drugs, that  the study 

needs to be repeated. I t is a lready started. It  will be late 1978 before 
those data are available. The issue is whether the drug will come off 
the market prior  to  that.  We are attempting  to do this. Meeting the 
current requirements of the law is a long, arduous  wav in order to do 
that . The absolute scientific answer to the study is another couple 
years away, in our opinion.

Senator  Kennedy. The study is completed in late 1978 ?
Dr. Croft. There is a repeat study now going on.
Senator  Kennedy. I s it your policy to wait unti l the repeat study 

has been done?
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Dr . Crout. Absolu tely  no t. Tha t is why we a re  ta ki ng  actio n to  take  
it  off th e mark et.

Se na tor K ennedy. I t seems to me th at  we have got the ca rt before  
the hor se on this. I t  is sti ll on the  m ark et. Th ere are st ill  pro fits  being 
made fro m th is pa rti cu la r item . It  would not  have been on the  m arke t 
if,  ba sed on the s tud y t hat  w as done, it was fou nd to  be f au lty . It  seems 
to me th at what you are  almost say ing  t o some people is, well, if  you 

w can  g et  t hat drug  on the  m ark et,  even  w ith  false or  fallacious k ind s o f
inform at ion,  you can tie  up  the  FD A fo r a long pe rio d of  tim e and 
the y are powerless to do very much about i t. A t leas t you  a re going to 
be ab le to  tie  them  up  on this, it  -would app ea r, fo r 18 mo nth s or 2 years.  

« We  have got the incent ive s completely the  wrong way  when you
are ba lan cin g financia l ince ntiv es the  wrong way an d the  pro tec tion 
of  t he  consu mer  w rap ped up  the  w rong way. I  do not know  i f I see i t 
correctly, b ut t hat  is ce rta in ly  the  way I look a t it.

Mr . Merrill. I  th in k th at is absolut ely rig ht . I  th in k th at un de r 
cu rren t law,  when  the pr od uc t is on the marke t th e incent ives are to 
uti liz e every legal avenue t ha t the  s ta tu te  p rov ide s to  keep it  th ere , t o 
prolon g th e process. Tha t h as  been ou r expe rience.

Se na tor Kennedy. Wou ld you r leg islation  have chang ed th at ?
Mr . Merrill. Th e proposal would hav e chang ed the  “im minent 

ha za rd ” sta nd ard .
Se na tor K ennedy. T hat  is no t t he  quest ion.  W ou ld yo ur  legis lat ion  

have  chang ed th is ?
Mr. Merrill. No, sir, i t w ould  not.
Se na tor K ennedy. Ou rs  wi ll, and do you not th in k we should  ?
Mr. Merrill. No quest ion  abo ut it.
Se na tor K ennedy’. W ill  you help  us tr y  to get leg islation  t ha t wil l?
Mr . Merrill. We  ce rta in ly  will. We  test ified before  Con gressm an 

Ro gers las t y ear in su pp or t of  ex act ly th at  pro posit ion , and we w ould 
su pp or t le gis lati on here .

Se na tor  Kennedy. W ell,  at the pre sen t tim e it is a risk in ter ms  of 
th is  p rod uct, and  I  w ould th ink , o f o ther  pr oducts.  T ha t is , I  th in k the  
trou blesom e si tuat ion t hat you are faced wi th and the  Am erican  people  

* are face d wi th—you as the  prote cto r of  the Am erican  peop le in th is
ex treme ly im po rta nt  area.

L et ’s proceed.
Do you w an t to s ta rt  on TCC, page 5 ?
Mr. Gardner. Yes. Tr icl ocarb an  is an antim icr ob ial  agent used  in 

vi rtua lly all an tim icr ob ial -co nta ini ng  deo doran t soap s now on the  
mark et.  I t  is among  th e ing red ien ts cu rre nt ly  be ing  evalua ted  in  our 
extens ive  r eview  o f t he  s afe ty and  effectiveness of  a ll ove r-the- cou nte r 
(O TC ) dru gs.

TC C has  been  ju dg ed  by th e OT C antim icr ob ial  panel ha nd lin g t hi s 
class of i ng red ien ts t o re quire  ad dit ion al evidence  of  saf ety  or ef fect ive­
ness befo re the ingred ient  can be conside red “genera lly  recognized  as 
saf e and effective (G RAS and  G R A E).  as st at ed  i n th ei r repo rt pu b­
lish ed in the  Fed eral  R egister o f Septem ber 13.1974.

The pa ne l’s judg men t was th at , before  such gen era l rec ognit ion  
cou ld be gran ted,  addit ion al studie s of  TCC needed to be done  to  de ­
termi ne  th e b lood levels  of  TC C whi ch pro duce tox ic effects in an imals  
and to det erm ine  the blood levels  pro duced  in huma ns us ing  TCC- 
conta ini ng  soap so th at  the  marg in  of  s afety  w as cle arly doc umented.

Se na tor  K enn edy . Wh y was he xachlor aphene  tak en  off?

88-9 38 0  -  77  - 2
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Mr. Gardner. It  was removed from the market because i t was ab­
sorbed through the skin and resulted in high blood levels which could 
produce toxic effects, brain lesions, and other effects that  cause damage 
to the human system.

Senator  Kennedy. Absorbed through  the blood stream ?
Mr. Gardner. Yes, sir. It  was absorbed through the skin and entered 

the blood stream.
Senator  Kennedy. I s TCC absorbed into the blood stream too? •
Mr. Gardner. Yes; it produces a similar effect. I t is the degree of 

absorption th at is different.
Senator Kennedy. I t is what  ?
Mr. Gardner. It  is the degree of absorption that is different. *
Senator K ennedy. I t is absorbed through the blood stream, is tha t 

correct ?
Dr. Crout. TCC is the least  soluble, the least absorbed, of all the 

available agents that is antimicrobial effect in soap, which is why it has 
become so popular in th at use since hexachloraphene was banned.

Senator K ennedy. I f I can ge t back to my question, is it  absorbed?
Dr. Crout. Yes; to some degree.
Senator  Kennedy. All right .
Mr. Gardner. At the t ime the OTC Panel was reviewing TCC. the 

Panel used a long-term study  in rats then being conducted by IBT  
for Monsanto Chemical, Inc., the manufacturer of TCC, to estimate 
tha t the  margin of safety of TCC is 500- to 1,000-fold. In  reaching its 
judgment, the Panel reviewed only 6-month and 1-year interim reports  
of the study, since the study was ongoing and other data  were avail­
able a t tha t time. A final report of the study was then  submitted in 
1976 and careful  review of the raw data revealed a number of irregu­
laritie s similar in type to those encountered in the Naprosyn study.

Monsanto and IBT attempted to resolve some of these problems in 
a meeting with representa tives of the Bureau of Drugs, and in De­
cember 1976 a new version of the TCC s tudy was submitted to FDA.
This version is being reviewed and the position of the Bureau of 
Drugs in regard  to TCC is being developed.

At this time, the staff recommendation is tha t the study should not •
be accepted, which means that TCC cannot yet be considered as “gen­
erally recognized as safe and effective.”

Senator Kennedy. What kind of problems were found ?
Mr. Gardner. Dr. Crout.
Dr. Crout. With  the study per se, Dr. Gross, can you comment on 

that?
Dr. Gross. What  were the problems with the TCC study ?
Senator  Kennedy. Yes.
Dr. Gross. The problems are very, very serious. In  our scientific 

investigation staff, we have attempted to deal with these problems and 
we still do not have a complete picture. The main difficulty is tha t 
despite two meetings at least with  Indust rial Bio-Test, it is impossible 
to sor t out what animals were on this study—how many animals were 
on the study, how many animals were kept in single cages or in group 
cages. There is utte r confusion as to how the animals were numbered.
They were placed from one part  of the study to another one. and they 
died. I t is impossible to conduct a thorough validation  of indication of 
the animals. The records are  completely inadequate. It is just a hope­
less situation.
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Se na tor K ennedy. T hi s is the  b asis  on  which ap prov al  is m ade , am 
I  corre ct,  Dr . C rout ?

Dr . Crout. No. Th is is no t an example on which a bas is of  ap prov al 
was made. TCC was approv ed  in 1963 ,1 be lieve, on the bas is of  t ox i­
colo gy stud ies  at  th at time. Th is stu dy  was un de rta ken la te r by 
Mo nsanto , and  its  pu rpose now is to  ful fill  a new toxicological need  
ide nti fied b y o ur OT C pan el. So the  absence o f th is  stud y does n ot  give  
us any new inform ati on  su pp or tin g the safet y of  TC C,  bu t ne ith er  
does  it  reflec t on the un sa fe ty  of  TCC. In  short , we know about as 
mu ch about it  now as we d id  in 1963.

Se na tor K ennedy. W hy  do you bo the r? W ha t is the  s ignif icance of  
do ing th e study ?

Dr. Crout. Th e sign ificance  of  do ing  the stu dy  is th at  ou r OT C 
pa ne l—th ere are  tw o mot iv at io ns : M ons anto did  th e stu dy  on its  own, 
an d it  app aren tly  issued a press release to da y g iv ing tha t accoun t f rom  
its  po in t of view.

Fr om  our po int of  v iew,  a desire fo r the stu dy  is th at  in the  course  
of  the OT C review, we are now requ iri ng  a numb er of  long-term  
stu die s which were  no t req uir ed when produc ts were  or iginall y ap ­
pro ved , and th is looked like a s tud y which wou ld ful fill  t hat  p urp ose .

Se na tor K ennedy. "Why are you req ui rin g it?
Dr. Crout. Because mo st dru gs  appro ved pr io r to the lat e 1960’s 

nev er h ad  an y long-t erm  toxico logy  studies. In  the course  of  re- rev iew ­
in g those  dru gs,  we are  now seek ing that  informa tio n.

Se na tor K ennedy. W hy  do you do it ? Do you  do it  fo r fun or  to 
ha rras s th e com pan y, o r ha s it  got a purpo se?

Dr . Crout. T he  pu rpose of  th is stu dy  is to  i de nt ify th e blood level 
in a nim als  at  which toxic  effects occur .

Se na tor K ennedy. Wh y is th at  impo rtan t ?
Dr . Crout. You tak e th at  blood level and com pare it  to  the blood 

level th at  is achieved  in hum ans  using  t he  prod uc t and see wh at the 
differen ce is.

Se na tor K ennedy. Does it  have any th ing to do  wi th  dete rm ining  the 
sa fe ty  of  the  pro duct ? I s the  study  done  fo r th at  pu rpose ?

Dr. Crout. I t  has  to  do wi th de ter mi nin g wha t we c all a marg in  of 
saf ety .

Se na tor K ennedy. All  rig ht .
Dr. Crout. That  is, if  the  blood level th at  it  tak es  to  produce the  

tox ic effect  in animals  is man y tim es high er  th an  th at  which the  
prod uc t produces in huma ns, reas onable tox ico log ists can look at  that  
an d jud.<re tha t t hat  is saf e for  human s.

Our  OTC pan el, on the basis  of  the ea rli er  inform at ion,  fe lt the  
safe ty  factor  was 500- to 1,000-fold, whi ch is an am ple  safety factor  
in ou r j udgm ent.

Se na tor K ennedy. The  fac t of the  m at te r is, u nless I  do n ot  u nd er ­
stan d En gl ish , is t hat  i t is bas ical ly done  fo r a sa fe ty  factor  for  some 
pro tec tion, am I  not ri ght in  th at  ?

Dr . Crout. Along with  the stu dy  in anima ls and the stu dy  in man  
are done  tog eth er to  det erm ine  safety -----

Se na tor K ennedy . You have go t a safe ty  stu dy  th at  is com pletely  
un jus tif ied  or  unwar ranted , deficient,  is th at  co rrect ?

Dr . C rout. T ha t i s corr ect .
Se na tor K ennedy . T hat is done  by th e same test ing lab orato ry . 

IB T ?
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Dr . Crout. Th at  is correct .
Senator  K ennedy. You have go t pro bably  millions of Am eric ans  

using th is p ar ticu la r product.
Dr . Crout. All those  who wash , as fa r as  we know.
Se na tor  K ennedy. Well, I th in k we got a good ques tion  and a good 

answer on t ha t.
Le t’s move ahead.
Mr.  Gardner. A refusa l to  acc ept  the IB T  stu dy  would  affec t the 

marke tin g of  pro ducts  conta ini ng  TC C, at  lea st in  the ne ar  term. 
Und er  the  reg ula tions  g overn ing  the  O TC  review, ma rkete d pro ducts  
can  con tinue to con tain  ingred ien ts which  have no t ye t been de ter ­
min ed to be gen era lly  recognized as  safe  a nd  e ffective, pr ov id ing t hey  
are n ot  shown to  be un safe , f or  a  spec ified  period  o f t ime  up to  2 years 
af te r the rele vant  mono graph is fina l.

Th is perio d of  time  is provide d so th at  research can be d one  to  p ro ­
vide  the  esse ntia l scient ific in fo rm at ion needed fo r a final de ter mi na ­
tion . I f  a t th e e nd of th at  tim e t he esse ntia l da ta  are n ot ava ilab le,  the 
ing red ien t then  m ust  be removed  fro m O TC  prod uc ts being ma rke ted  
unde r the  monograph .

I f  new evidence  of lack  of  sa fe ty  ap pe ars at any tim e fo r a mar ­
keted drug , it  i s of  cou rse esse ntia l th at  we act prom ptly to  m inim ize 
ris k to the  publi c health as we have  done wi th hex ach loroph ene  and 
zirconin ium . T his is no t the case, how eve r, for  TCC .

The  issue  in reg ard to the IB T  stu dy  of  TCC in ra ts  is no t th at  i t 
pro vides new evidence sho win g lac k of  sa fe ty ; ra th er  i t fa ils  to pro­
vide  ade qua te inf orma tio n of  a qu al ity  ap pr op riat e fo r the toxicolo ­
gical sta nd ards  o f 1977 to  p rov e “ gen era l recognit ion  o f s afety.”

I f  the  stu dy  is reje cted, it  will  have  to be rep eated  and th e results  
will  have to  su pp or t saf ety  befor e such gen era l rec ognit ion  can be 
gra nte d.

Se na tor  K ennedy. Wo uld  you ap pro ve  the pr od uc t with ou t the  
stud ies?

Dr . Crout. We did  approv e it  wi tho ut the  stu die s in 1963.
Senator  K ennedy. That  is 1963 ?
Dr.  Crout. T hat  is rig ht .
Se na tor  K ennedy. In  th e new reques t wou ld y ou have ap pro ved the  

prod uc t ?
Dr . Crout. The pro duct is no t up  fo r appro va l. I t  i s a lre ad y on the 

marke t.
The answ er is. i f i t were fir st c oming  on the  marke t today, the  answ er 

is “No; we wou ld not app rov e it wi tho ut the stud y.”
Mr. Gardner. Because of  the  deficiencies  in the  pa rt ic ul ar  stud ies 

described above, conside rable ef fort has rec ent ly been made to  de ter ­
mine  wh eth er  o the r studie s c onducted by IB T  may be flawed.

An i nforma l working grou p chair ed  by Mr.  J erom e Halpe rin , Dep­
uty Associate Di rec tor  f or  New D ru g Ev alua tio n,  Scientif ic, has  been 
meetin g regu larly  since e arl y th is  y ea r t o assess t he  scope o f t he  prob ­
lems iden tified and  the ir  im pact on othe r s tud ies  or  oth er  prod uc ts a nd 
to p lan  fut ur e s tud y reviews.

We  have only  pa rt ia l success  in  ob tai nin g fro m IB T  a lis t of all 
studies perfo rm ed by t hat  la bo ra to ry  f or  produ cts  re gu lat ed  b y F DA . 
IB T  ha s not been wi llin g t o p rovide  the agency wi th a co mprehen sive  
lis t of  all  such stud ies,  an d we lack lega l au thor ity  to  compel thi s 
infor ma tio n.
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Senator Kennedy. Does this really make much sense? We have got 
two items here, and we are going to go in to a number of others tha t 
you and I are fami liar with, with similar  kinds of problems and con­
cerns by the staff with work done at IB T. This is a m atter  which came 
up before the committee almost a year ago.

Do I understand th at you have not got the list of the d rugs tha t IBT  
has done various studies on ?

Mr. Gardner. That  is correct. We do not.
Senator K ennedy. Have you requested it?
Mr. Gardner. We have some studies.
Senator  Kenedy. You do not have them all ?
Mr. Gardner. No.
Senator Kennedy. Have you requested it?
Mr. Gardner. Yes; we have.
Senator Kennedy. Wh at has been the ir attitude ?
Mr. Halperin. I BT’s answer has been that they feel that they can 

only divulge to the Government knowledge of those studies which have 
been submitted to the Government.

This is under advice of their counsel.
As a result, they have gone back to all—this is what they are telling 

us—the firms for which they have done studies, identified to those 
firms the study conducted, and have asked the firms to indicate which 
of these studies have been submitted to IND ’s or NDA’s, and then 
IBT, through its  counsel, sends us a list. That is on a sponsor by spon­
sor basis, and it is very slow.

Senator  Kennedy. Why would you not have come back at least to us 
on the committee here and asked us to subpena these mat ters ?

Mr. Halperin. I do not think I am competent to answer tha t 
question.

Senator  Kennedy. W hat we are talking about, as I  understand it, 
is a testing laboratory that does work for the E PA , do they not? For 
the Cancer Insti tute,  do they not ?

Mr. Gardner. Yes.
Senator Kennedy. The Bureau of Foods has got problems with 

them ?
Mr. Gardner. That is correct.
Senator Kennedy. You have all o f these tha t have been either dem­

onstra ted for drugs in the Bureau of  Drugs, problems in the Bureau 
of Foods, there are two drug companies th at have written in, as I 
unders tand it, saying they have problems in terms of reviewing the 
evidence, in terms of the conclusions with the findings of IB T.

What  have we done ? We have got all kinds of serious flaws in the 
scientific data  and information provided. Where are we? We are 1 
year down the road, and I do not see any really meaningful progress 
on it.

When we talked about this last year in terms of the scientific in­
formation of data, we had the Commissioner, Alexander Schmidt, and 
Fra nk Rauscher saying this was the most serious kind of potentia l 
health hazard that we are facing.

The EPA agreed with these various factors. Now we are 1 year 
down the road, and I do not see, in terms of this  partic ular  research 
laboratory tha t we have made any real progress on it.

We saw at  the time we had some of the same similar problems w ith 
Searle, and we had Alexander Schmidt put a strike force in there, and 
we got some action.
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You mentioned earlier about where some of  tha t action has led to. 
It  seems to me tha t this thing has been laid out even more compell- 
ingly, and I do not see what we are doing, or what you are asking us 
to do, or how you are going to deal with this in an effective way to 
protect the health and safety of the American people.

Mr. Gardner. Well, we have tried to send people in there and obtain 
as much information  as we could, using the authority tha t we have. 
We have obtained some information, although as you point out, it  is 
not complete. We are going to take  some steps within the next few 
weeks.

Senator Kennedy. Next few weeks? Do you want us to subpena 
tha t material ? We will issue that subpena. We will issue tha t subpena 
today, if you are asking that, and let us know what you want.

Mr. Merrill. Can we provide an answer? We will do so by the end 
of the day. I th ink that  a subpena could be very helpful. It  is clear we 
are going to be asking for legislation to enable us to get th is material 
routinely.

[The information refer red to follows:]
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DEPARTMENT O F HEALTH. EDUCATION. AND WELFARE 
PU B LIC  HEALTH S E R V IC E  

F O O D  A N D  D R U G  A D M IN IS T R A T IO N  
R O C K V IL L E . M A R Y LA N D  2Ofl3Z

MAR 1 1 1977

F o n o ra b le  Edward Ke nne dy 
U n it ed  S ta te s  S enate  
I 'o c h in g to n , D.C.  205 10 

D ea r S e n a to r  Ke nn edy:

Ac y e s te rd a y 's  h e a r ie g  on o u r b io rc s c a rc h  m o n it o ri n g  p r o e ra n  b e fo re  
y c u r  su bcom m it te e,  yo u i n v i t e d  us  to  r e q u e s t th e  a s s i s t a n c e  o f  th e  
su bco m m it te e in  o b ta in in g  a c c e s s  to  a c o r n lc te  l i s t  o f  t h e  s t u d i e s  
perf o rm ed  by I n d u s t r i a l  3 io - “ e s t  l a b o r a to r i e s  on  p ro d u c ts  appro ved  
o r  r e g u la te d  by FDA an d o th e r  F e d e ra l a g e n c ie s . S p e c i f i c a l l y ,  yo u 
in d ic a te d  a w il l in g n e s s  to  c o n s id e r  th e  is s u a n c e  o f a C o n g re s s io n a l 
su bp oe na  f o r  th a t  m a te r i a l .  Ve pr em is ed  to  p ro v id e  th e  su b co m m it te e  
a re sp o n se  by  th e  en d of  th e  day .

O ;r  a t ta - ip ts  to  c a l l  you, D r.  D o ro v it r , n r  “ r .  fo x  y s s te r r ’ey. cv en im ? 
v e re _ v .n su ccess ft tl ,. _ b u t_ I w a s .a b le  to  re ach  ?’r .  Fox  t h i s  m o rn in g .

-As~-X- hav e ,a » lv is e< L b in , we- b e l i e v e  t h a t ,  a e a  r e s u l t  o f  y o u r - s ta te m e n ts  
y e s te rd a y , a f i n a l  a tt e m p t to  o b ta in  th e  in fo rm a ti o n  fr om  I? .7  v c i u r t a r i l v  
r a y  be s u c c e s s fu l . L a a t n ig h t  th e  a tt a c h e d  l e t t e r  wa3 s e n t  a s  a 
te le g ra m  to  H r.  C a la n d ra , P re s id e n t  of  1ST , r e i t e r a t i n g  c u r  - in s is te n c e  
t h a t  th e  in fo rm a ti o n  be p ro v id ed  im m ed ia te ly  o r  ve w ou ld  r e s o r t  
to  th e  use  o f co m pu ls or y p r o c e s s .

*•> hav e in  a d d i t io n  bee n in  co m m un ic at io n w it h  th e  o f f i c e  o f  th e  
U n it ed  S ta te s  A tt o rn e y  In  C h ic ago , wh ich h a s  e x p re sse d  a  w i l l i n g n e s s  
to  c o n s id e r  th e  use  o f a g ra n d  j u r y 's  co m pu ls or y p ro c e s s  to  o b ta in  
th e  In fo rm a ti o n  i f  i t  i s  n o t  p ro v id ed  v o l u n t a r i l y .  I f  we do  no t 
r e c e iv e  a s a t i s f a c t o r y  re sp o n s e  fro m TET, we in te n d  p ro m p tl y  to  
re co m re ad  a gra nd ju r y  in q u i ry  In to  th e  conduct an d r e p o r t i n g  c f  
t e s t i n g  by th a t  f i rm . One o f  th e  im m ed ia te  p u rp o ses  o f  su c h  ac  
in q u iry  would  be  to  e l i c i t ,  by  su bpoena,  th e  in fo rm a ti o n  t h a t  I s  
nee de d to  f a c i l i t a t e  our a s se ssm en t of  th e  co n ti n u e d  ap p ro v a l,  il it - /-  
o f  p ro d u c ts  m ar ke te d on th e  b a s i s  o f I ? ” -c o n d u c tc d  t e s t s .  71 ,i s  
ap pro ac h  would  hav e th e  a d d i t io n a l  ad van ta ge  o f  a c q u a in t in g  th e  
U n it ed  S ta te s  A tto rn e y 's  o f f i c e  w it h  th e  f in d in g s  an d p ro q re s u  o f  
our IVT In v e s t ig a t io n  os  i t  p ro c e e d s , which  wo uld s h o r te n  t h e  tim e 
r e q u i r e !  to  p re p a re  and  p r e s e n t  an y c r im in a l en fo rc em en t a c t i o n  
t h a t  m ig ht  cro w o u t o f th e  in v e s t i g a t i o n .
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P age  2 -  H o n o ra b le  E d u ard  I ! . Ken ne dy

We w i l l  know w i t h i n  a  n a t t e r  o f  d a y s  w h e th e r  one  o r  t h e  o t h e r  o f  
th e s e  a p p ro a c h e s  io  l i k e l y  to  p ro d u c e  t h e  I n f o m a t i o n  we  n e e d .  We. 
a r e  h o p e fu l  t h a t  th e  d i s c l o s u r e s  a t  y e s t e r d a y 's  h e a r i n g  n a y  p r o v id e  
t h e  s t i n u l u s  f o r  1ST to  p r o v id e  th e  i n f o r m a t io n  v o l u n t a r i l y .  H ow ever,  
i f  b o th  a p p ro a c h e s  f a i l ,  o r  s e e n  l i k e l y  t o  l e a v e  t h e  n a t t e r  u n re s o lv e d  
f o r  any l e n g th  o f  t i n e ,  we w i l l  p ro m p tl y  r e t u r n  to  t h e  s u h e o n n i t t e e  
and  f o r m a l ly  r e q u e s t  w h a te v e r  a s s i s t a n c e ,  i n c lu d in g  t h e  i s s u a n c e
o f  a  s u b p o e n a , t h a t  you  c a n  p

/
Sh e r u in  Caraj^o T
A c ti n g  C o n n i s s io c e r  o f  Foo d and  D ru gs

E n c lo s u ra



D E P A R TM tN  I u r  n L H L i i i . t - u u ^ n  . .................
PU B LIC  H E A L T H  SE R V IC E  

F O O D  A N D  D R U G  A D M IN IS T R A T IO N  
R O C K V IL L E . M A R V L A N O  20051

Ma rch  1 1 , 197 7

D r.  Jo sep h  C. C a la ndra  
I n d u s t r i a l  B io -T est  L a b o ra to r ie s  
1810  F ro n ta g e  Road
N o rt h b ro o k , I l l i n o i s  60062

D ea r D r.  C a la n d ra :

On No vem ber  12 , 19 76 , yo u an d y our a s s o c ia te s  an d c o u n se l a t te n d e d  
an  in fo rm a l co n fe re n ce  w it h  s t a f f  o f  t h i s  Ag ency c h a ir e d  by  D r. C a r l \ .  
L e v e n th a l,  De pu ty  D ir e c to r  o f th e  Bur ea u of D ru gs.  The  s u b je c t  o f  th e  
c o n fe re n c e  was  th e  d e f ic ie n c ie s  fo un d by  th e  E ure au  o f D ru gs in  c e r t a in  
an im a l s tu d ie s  co nduct ed  by y o u r l a b o r a t o r i e s .  At  t h a t  t i n e ,  to  a s s i s t  
FDA i n  e x p e d i t in g  th e  i d e n t i f i c a t i o n  an d e v a lu a t io n  o f a l l  p ro d u c ts  
wh os e r e g u la to ry  s t a tu s  may be  depen d en t upon  s t u d i e s  co n d u c te d  by 
IB T,  D r.  L ev en th a l re q u e s te d  t h a t  yo u p ro v id e  th e  Ag ency  w i th  a l i s t  o f 
a l l  s t u d i e s  co nduct ed  in  your l a b o r a t o r i e s .  C ounse l f o r  1S T,  Mr.  M e r r i l l  
Th om pson , ac kn ow ledg ed  t h i s  r e q u e s t  in  h i s  l e t t e r  o f  No vemb er 19 , 19 76 , 
to  Ms . Anne Dav id so n o f th e  G en e ra l C o u n s e l' s  o f f i c e ,  an d a d v is e d  FDA 
of IB T 's  p la n  to  p ro v id e  th e s e  d a ta .

The  p ro c e s s  i d e n t i f i e d  by  Mr. Thompson has p ro ven  to  be  u n s a t i s f a c t o r y .  
Be tw ee n Ja n u a ry  11 , 197 7 an d F eb ru ary  22 , 19 77 , we ha ve r e c e iv e d  7 
co m m unic at io ns  fro m Mr.  Tho mpson p ro v id in g  us  w it h  th e  names of  s tu d ie s  
on  d ru g s  on ly  which  IBT ha s cond u c te d  f o r  some 15 r e g u la te d  f i rm s . We 
s t i l l  hav e no  id e a  a s  to  wha t f r a c t i o n  o f th e  s tu d i e s  IBT a c t u a l l y  has 
co nducte d  th o se  re p o r te d  r e p r e s e n t .  We m o re over,  ha ve  no  id e a  a s  to  how 
many p ro d u c ts  in c lu d in g  th o se  under th e  r e g u la to ry  j u r i s d i c t i o n  o f o th e r  
FDA b u re a u s  o r o th e r  r e g u la to ry  an d s c i e n t i f i c  a g e n c ie s  may be  a f f e c t e d .

As yo u may know , we t e s t i f i e d  on t h i s  d a te  b e fo re  th e  S e n a te  Sub co m m it te e 
on H e a lt h  an d S c i e n t i f i c  R e se arc h  o f th e  Com mitt ee  on Human R eso u rc es 
an d th e  Sub co m m itt ee  on  A d m in is t r a t iv e  P r a c t i c e s  an d P ro c e d u re s  o f th e
Com m itt ee  on J u d ic ia ry .  -S enat or Edw ard M. K en ne dy , Sub co m m it te e Cha irm an  
e x p re sse d  h i s  di sm ay  a t  th e  sl o w n ess  an d in adequacy  o f y o u r  re sp o n se  and  
th e  co n seq u en t d e la y  in  ou r i d e n t i f i c a t i o n  an d e v a lu a t io n  o f  a l l  s t u d i e s  
cond u c te d  by  your l a b o r a to r i e s  an d t h e i r  p o s s ib le  im pact on  th e  s a f e ty  o f  
p ro d u c ts  b e in g  con sume d by th e  Am er ican  p u b l ic . We s h a re  h i s  co n ce rn  
an d im p a ti e n c e  w it h  y o u r la c k  o f f u l l  an d re s p o n s iv e  c o o p e ra t io n  w it h  o u r

r e q u e s t  o f  fo u r  mon ths ag o

I  wou ld  l i k e  to  o f f e r  you  f i n a l  o p p o r tu n it y  to  co mply v o l u n t a r i l y  v i t a  
ou r r e q u e s t  th a t  you  p ro v id e  a co m ple te  and a c c u r a te  l i s t  o f  a l l  s tu d io s  
co nducte d  by your f ir m . We ask  th a t  you p ro v id e  us  w i th in  one week a
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l i / i t  whi ch  d e a r l y  i d e n t i f i e s  th e  s p o n s o rs , p ro d u c ts , d a t e s ,  an d ty p e s
J e ^ g .  c h ro n ic , su b a c u te , c a r c in o g e n ic i t y ,  e t c . )  o f  a l l  s t u d i e s  co nducte d  by 
IBT s in c e  Ja nuary  1,  19 67 . I wou ld  e x p e c t th a t  yo u wou ld  a l s o  be  
p re p a re d  to  p ro v id e , i f  re q u e s te d  l a t e r ,  a s i m i l a r  l i s t  o f  o ld e r  s tu d ie s  
co nduct ed  s in c e  th e in c e p t io n  o f  your f i r m 's  a c t i v i t i e s .

I aw a it  a more re sp o n s iv e  an d fo rt h c o m in g  re p ly  th a n  we have  re c e iv e d  
to  d a te . I am p re pare d  to  u t i l i z e  e v e ry  l e g a l l y  a v a i l a b l e  r e c o u rs e  
to  o b ta in  t h i s  in fo rm a ti o n  as so on  a s p o s s ib le  in  th e  a b se n c e  o f y o u r 
v o lu n ta ry  c o o p e ra ti o n . P le a s e  ac kno w le dg e r e c e ip t  o f  t h i s  te le g ra m  
w ith in  24 hou rs  in d ic a t in g  your i n t e n t i o n  to  th e  ab ove  r e q u e s t .

I f  th e  in fo rm a ti o n  th a t  I  am r e q u e s t in g  i s  v o l u n t a r i l y  made a v a i l a b l e  
to  FDA, th e  Agency w i l l  n o t d i s c lo s e  i t  to  th e  p u b l ic  an d w i l l  de ny  
an y r e q u e s t  made un der  Freedom o f In fo rm a ti o n  Act  on  th e  g ro und  th a t  
th e  in fo rm a ti o n  i s  c o n f id e n t i a l  co m m er ci al  in fo rm a ti o n  an d p a r t  o f an  
op en  in v e s t ig a to r y  f i l e .

S in c e re ly  y o u rs ,

/s /S h e rw in  G arn er
A c ti n g  C om m is sion er  o f  Food  an d Dr ug s

a
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Senator Kennedy. This is something today—is it impor tant, or is 
it not important? If  it is im portan t, we ought to move ahead on it. 
If  it is not, then we have got a fundamental difference, obviously.

Mr. Merrill. Very important. Very clearly the informat ion is im­
portan t. It is the one piece of information we are having difficulty 
getting  from some other laboratories as well, even from those tha t are 
very cooperative.

It  is c lear it may well be useful to issue a subpena to get this  in for ­
mation from IBT.

Senator Kennedy. Have you examined what administrative  rem­
edies there exists within the Department, Secretary  Califano’s?

Mr. Merrill. We have.
Senator K ennedy. What is your conclusion ?
Mr. Merrill. Our judgment is tha t we do not have legal au thori ty, 

nor does the present United States Code give us legal authority  to 
demand the submission of that information.

Senator K ennedy. Well, you let us know later today. I  will do every­
thing—it is obviously up to the members of the committee—but we 
will make every effort to submit tha t subpena.

Can you do a comprehensive job if you do not know the produc ts 
involved ?

Mr. Gardner. We cannot. We obviously need to know what products 
are involved.

Having gotten that information, we will be required to go through 
the files in our  Agency to see what the significance of that informat ion 
is.

Therefore, there is a  substantial effort th at would be required.
Senator Kennedy. Did you ever try and ask the drug companies 

themselves, those tha t were dealing with th is laboratory, to submit to 
you the various drugs that they had used ?

Mr. Gardner. We do not know all the firms.
Senator Kennedy. You do not know all the drug  company firms? 

You know all the drug company firms t ha t submit various produc ts 
to you.

Mr. G ardner. You mean just send a general letter to all of them ?
Senator Kennedy. Yes; a night letter. Ask them. I would be in ter ­

ested in the ones t ha t responded, and also the ones tha t did not re­
spond. And how many would we be talking  about ?

Mr. Gardner. There are probably several hundred of the top drug 
companies tha t would be in that category.

Senator Kennedy. Why do you not do that, just ask them ?
Mr. Gardner. We can do that.
Senator Kennedy. The problem, as you have stated very well in 

your testimony, has to be considered a matte r of enormous importance 
and significant consequence in terms of health.

You are not gett ing the information. I think you ought to exercise 
every bit of authority  within your own—well, what you are doing, 
from a legal point of view, from the extra legal way of  invit ing the 
drug  companies to respond on this part icular question. And then we 
want to know later in the day whether you are making such a request 
of us in terms of subpenaing.

I think this  is important, obviously, in terms of our whole legis la­
tive issue in question. If  we can determine tha t from tha t par ticu lar 
information, that there is a range of d ifferent products, and tha t this
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kind of  au thor ity ought to be avai lable wi thin the FD A when there is 
a serious kind of a situation as presented by IBT, and that you need 
tha t kind of legislative power in order to protect the American public, 
I think it is completely warranted and  justified.

We want to hear from you late r in the day if you th ink tha t that  
kind of informat ion is essential to carry  forward your general man­
date in terms of the protection of the  American people.

Do you want to finish the statement  ?
Mr. Gardner. In summary’, ou r investigations have shown clearly 

tha t in the view of the Bureau of Drugs, animal toxicology studies 
relating to Naprosyn and TCC are not scientifically acceptable. The 
Bureau has reviewed some studies on other drugs tested by I BT .

Our basic approach to handling problems at  IBT will be to  review 
important studies conducted there in the past on products under our 
jurisdiction.

We have designed a plan for completing our invest igations of IBT- 
conducted studies, and are tak ing s teps to carry  out tha t plan.

Tha t will summarize the discussion on Indust rial Bio-Test Labora­
tories. May I  ask if a t this  time I could briefly summarize the general 
program we have been conducting, and then perhaps go on to the 
other things?

Senator Kennedy. I just have a few questions, and maybe we could 
wrap up the whole question, and then go on to the other matter.

I would like to direct your attention to just a couple of questions, 
Dr. Gross.

Can you tell us what Virazole is?
Dr. Gross. Virazole is a molecular en tity which is proposed for the 

prophylaxis and treatment of certain viral infections.
Senator Kennedy. Is it not now on the market?
Dr. Gross. No, sir. I t still is in an investigational phase. My latest 

information, received this morning, is tha t there are currently no 
investigational studies being conducted in human subjects in this 
country.

Senator Kennedy. Do you know what deficiencies were found with 
regard to th at product ?

Dr. Gross. The first problem is th at  virtual ly all of the  preclinical 
safety studies on Virazole were carr ied out by Industr ial Bio-Test or 
IBT.

Senator Kennedy. This is the same company we have been talking 
about?

Dr. Gross. Yes, sir. There is only one other long-term study on 
Virazole that  I  know of, and th at was conducted by Lederle. There are 
some questions about that also. Apparently , the animals were moved 
from one location to another ; we do not know all pertinent  aspects 
about tha t study yet.

Now the Virazole studies have no t been inspected by us so far. The 
problems tha t we perceive today with the IB T studies, particularly  
the long-term study, the 2-year study, our perception of these problems 
is simply from reading this repo rt, the  report that  was submitted to us. 
We have not inspected their records and compared them with  ours.

Senator Kennedy. Were there serious problems in the  report ?
Dr. Gross. There are sufficiently serious problems tha t a detailed 

audit of such records is w arrant ed; I can give you some examples of 
this. For example, there are references in the report  which suggest that



23

the animals on this study come from a study with an entirely different 
agent. We have also had a prelim inary report  on this par ticu lar  rat  
study, a long-term study, where they give 6 months, the mor tality up 
to 6 months. In  the final report th e mortality up to 6 months is entirely 
different. It  should have been the same.

Senator K ennedy. So the  tab les show that-----
Dr. Gross. Inconsistencies.
Senator Kennedy [continuing]. Different numbers of deaths, is tha t 

right , in the animals ?
Dr. Gross. That  is correct, sir.
Senator Kennedy. This repo rt was made at the end of last year? 
Dr. Gross. When the report was submitted?
Senator Kennedy. Yes.
Dr. Gross. The Virazole long-term study was submitted, I believe, 

in August of last ye ar; yes, sir.
Senator  Kennedy. When were the deficiencies found, do you know ? 
Dr. Gross. The deficiencies were found toward the end of December. 

I have a memo addressed to me dated December 13.
Senator K ennedy. Was their recommendation to do furt her studies, 

or to do an audit of the raw material ?
Dr. Gross. Yes. A recommendation was made by the Division of 

Anti -Infective  Drug Products to inspect, in grea t detail, the records 
of this study.

Senator Kennedy. Do you know whether it was done ?
Dr. Gross. It  was begun last week.
Senator Kennedy. When?
Dr. Gross. It  was last  week that  an inspector was sent to IBT to 

secure copies of the internal IB T records on the study. To date, there 
has been no detailed audit of these records made by the FDA.

Senator Kennedy. What about Isoprinosine ?
Dr. Gross. Isoprinosine is anoth er drug that has a sort of checkered 

career. It  was submitted to two different divisions in FD A for review. 
The claims for this ding by the manufacturer are varied and they 
keep changing. Someone has said tha t this is a drug  in search of a 
disease.

Senator Kennedy. What kind of deficiency is found there ?
Dr. Gross. I can summarize th is very quickly. A long-term animal 

study on Isoprinosine was carried out by Industria l Bio-Test and 
this  is one study where we have inspected in detail the internal records 
of the firm agains t what they reported on this study. Although the 
Bureau of Drugs has not come to a final conclusion on this, my con­
clusion is th at  the report is replete with false information.

Senator  Kennedy. Did you say complete or replete ?
Dr. Gross. Replete. They understate  the number of tumors that were 

found in this. There are numerous instances of false information 
throu ghou t the  report.

Senator  Kennedy. And this is IBT , is t ha t correct?
Dr. Gross. Yes, sir.
Senator Kennedy. We have a note on a lette r dated Feb ruary 22 

from Sandoz to the FDA which describes serious deficiencies. They 
are talking about an IB T study tha t was actually done for  them.

I will make this a par t of the record.
It  says: “A high rate (22 percent, i.e., 10 percent of the enti re study) 

of post-mortem autolysis among animals that died during the study
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whi ch precluded  post-mo rtem examina tion of  those anim als.  Mix ups  
in da ta  re cor din g ca usi ng  records to show th at  some anim als  died  more 
th an  once’’—th at  is an o ld sto ry—“others d isa pp ea red and  reap pea red . 
Am big uit ies  in the final  stu dy  repo rt as to  the numb er of  animals  
ac tua lly  examined post-mo rtem.” An d, fo ur th , “incom ple te retention 
of  or igi na l da ta .”

I  could have been read in g th at  a ye ar  ago— we have go t the  same 
type s of  p roblems. Th is  is  a bout a compan y Sandoz ra isi ng  those  p ar­
ticu la r ques tions to  th e Fo od  and Dru g Adm inist ra tio n.  Tha t is on 
an othe r item , but  the  sam e company.

Th ere  are a numb er of items  th at  hav e been ra ise d cove ring a v ari ety  
of  dif ferent  issues, all  w ith  sim ila r kind s of  pro blems  in terms of de­
ficiencies,  lack  of  scientif ic da ta,  infor ma tio n. We hav e to  ask, since 
these are so sim ila r to  th e problem s las t year,  members of th is  com­
mittee, both  Demo cra t an d Republican  alik e, meeting with Dr . 
Schm idt , we th ou gh t we ou gh t to do very sig nif ica nt mo nit ori ng  of 
these kinds of issues an d ques tions .

I  would like to see if  we could get  into exact ly wh at the  FD A has  
been doing  since we g ot  th e $16 m illion.

Dr . Gross. I would  l ike  t o corre ct my ans wer to  a n ea rli er  question 
on the  prob lem of the  car cin ogenici ty of  Na pro syn . You asked me 
wh eth er I thou gh t N ap rosyn was a ca rcinoge nic  agen t. My answer was 
th at the re were no cle ar  ind ica tio ns  of  carcinogen ici ty to r Napro syn  
fro m the  I B T  stu dy.  I believe I did  say th ere were  some s uggestions  of 
th at .

Se na tor  K ennedy. T hat is very  im po rta nt . Ca n you  define t ha t any  
more prec isely  ?

Dr . Gross. Yes, sir.  W e hav e received, as i t w as mentio ned  be fore by 
th e Com miss ioner, a so-called rec onstruc tion of  the study  by Syn tex. 
Synte x, a firm  f rom  C al ifo rn ia , ga ve us th ei r ve rsio n o f w ha t the study 
rea lly  should have said. I f  one looks at th is  rec onstruc tion and one 
makes a few ad di tio na l, no t unreasonable assum ptions, it tu rns out  
th at a borde rlin e s ta tis tic al  significance emerges  on the issue o f tumor- 
igenec ity fo r Na pro syn . I t  is no t a t the 0.05 level , which is usually  
tak en  as sign ificant , bu t it  conies pr et ty  close to  0.078 by my calcul a­
tion s.

There  are  some di stur bi ng  ind ica tions.  One  cannot say  t ha t it  is an 
uneq uivocal carc inogen.

Se na tor  K ennedy. We j us t do not  know on this . St ill  on the  m arket. 
Dr . C rou t?

Dr . Crout. In  view of  Dr. Gro ss’ l as t com ment, I have to say th at  
the pos ition of the Bu reau  of  Drugs is no t to make an alle gat ion  of 
car cinoge nic ity fo r Na prosyn . I th in k Dr.  Gross h as  made  it  cle ar th at  
his  op inio n is no t n ece ssa rily  shar ed by everyone else. Ou r official pos i­
tio n as a Burea u is no t one of  all eg ing  lack  of  sa fe ty  or  posit ive evi ­
dence of car cinoge nic ity.  The Burea u s official posit ion  is one of un ­
ce rta in ty  on the  issue o f l ack o f ad equ ate  data.

Sena tor  K ennedy. Ha ve  the y p rov ed saf ety  ?
Dr . Crout. They hav e no t. T lia t is clear.
Sena tor  K ennedy. Does th e law  requ ire  pro ving  safety ?
Dr . Crout. Yes.
Sena tor  K ennedy. The y have not proven it?
Dr . Crout. Yes.
Sena tor  Kennedy. In  ter ms  of th at , the y are not com ply ing  wi th 

the law ?
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Dr. Grout. They are complying with the law.
Senator Kennedy. They are complying with the law tha t says if 

you are able to get it on, and even with false information, even though 
some people-----

Dr. Grout. No, they are complying with the law very fully. They 
are using  it to the  extreme, to prolong the proceedings. There is a long, 
drawn out procedure, as we have indicated.

Senator K ennedy. I  suppose that it is also the law, it means that the 
Bureau  has some responsibilities and public obligation-----

Dr. Crout. As we pointed out repeatedly, wTe are try ing  to take it 
off the market. That  is the purpose. I want to make clear tha t we are 
not a lleging that  this d rug is carcinogenic. We are not prepared to de­
fend tha t point of view, in spite of Dr. Gross’ personal uncertainties  
on this.

Senator Kennedy. Why are you try ing to take it off the market? 
fact  back in the application a year ago, in our judgment.

Senator Kennedy. Does tha t raise  a safety question ?
Dr. Grout. It  does not say it  is unsafe. It  says the study was ma­

terial  to  the safety judgment a year  ago, and now there is uncertainty, 
in our judgment. There is absence of evidence, in our judgment, on 
long-term safety.

Sena tor Kennedy. That is the reason you are taking it off ?
Dr. Grout. Tha t is the reason the study is mater ial. The legal rea­

son we are taking  it  off is unt rue statements of a  material fact.
Sena tor Kennedy. Why is that  important ?
Dr. Grout. That is-----
Sena tor Kennedy. We don’t want to spend all morning on it, Dr. 

Crout, but there is a safe ty issue which is involved, and no matter how 
you want to define it on tha t, the law requires tha t they be proven safe. 
They submitted information tha t is basically inaccurate, and you are 
having to comply with the statute,  and following the procedures of  the 
law in terms of removal.

There  is a safety issue involved. T hat is all i t seems to me. I  cannot  
say it is unsafe. I am not a scientist. But it is an issue which is 
involved.

If  I do not understand th at, then  correct me.
Dr. Crout. I t is a safety issue involved in the indirect sense.
I am t ryin g to state our legal reasons for taking i t off.
Senator Kennedy. The legal reasons, we have heard  the legal 

reasons.
Dr. Crout. Later, afte r this  hearing is over, we have to deal with 

public statements we have made about the reasons fo r takin g a d rug 
off the market.

I am try ing  to state tha t very carefully. We have had enough on 
this  issue o f lawyers complaining about public statements  and what 
wTe a re alleging, and what we are not, bu t I want to be very certain 
tha t wTe try  to avoid another round of that with Syntex lawyers.

Senator Kennedy. I do not think  anyone who reviews your state­
ments on it would be troubled at all about your position.

You feel that that  is a very heavy weight, and a very heavy responsi­
bility, as you said, for fulfilling your responsibilities, as you should. 
And we are looking at it, I suppose, from the point of view of the 
consumers who are wondering whether they ought to be taking this 
par ticu lar item or drug  tomorrow’, or ton ight, and do not feel all the
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compunctions you might feel in terms of the niceties of the legal situ a­tion on it.
If  we could summarize your other statement, please.
Mr. Gardner. When it  became evident tha t we were going to be in­

volved in a comprehensive bioresearch monitoring program, we 
started to plan to carry out tha t program and determined tha t the 
program ought to cover four major areas.

One program is the monitoring of preclinical laboratory test ing fa­
cilities, which were maintained either by sponsors or by independent 
contractors to test drugs, biologies, food additives, and other chemicals.

A secondary concern is the monitoring of investigators and sponsors 
of clinical investigations.

The third area of concern is the monitor ing o f institut ional review 
committees or boards.

The fourth area of concern is the monitor ing of food additive re­
search. This includes the  inspections of laboratories which conduct 
studies in suppor t of food additive petitions, as well as a food additive 
review program which would reevaluate the safety  of food additives  
in accordance with curr ent scientific criteria.

After the 1977 budget amendment was approved, which provided 
for over 600 positions, and more than $16 million, we created a steering 
committee to oversee the development of this program.  The committee 
consists of the agency’s top management stall', and is chaired by the 
Associate Commissioner for Compliance. All  of the agency’s bureaus 
rely to some degree on research d ata submitted by  manufacturers, and 
are therefore involved in the monitoring activities.  The steering com­
mittee provides the means to coordinate the interests  and needs of 
different compliance programs.

Last November we published a proposal concerning good laboratory 
practice regulations. This  proposal establishes requirements for a 
broad range of laboratory  features, including the kinds and quality 
of personnel, facilities, recordkeeping, opera ting procedures, and the 
quality of studies bearing on approval  or disapproval of drugs and 
other products. These regulations  are an important par t of our labor­
atory monitoring program.

With  the publication  o f th is proposed good labortory  practice reg­
ulat ion’ we began a pi lot inspection program  of about 40 laboratories. 
By the end of this month we will have completed the first stage of 
pilot tests, and will begin to  evaluate the results. Forty-one firms were 
scheduled to be inspected under  the pilot program.

As of the first of March, 29 of those inspections have been com­
pleted, and reports have been received on 12 of the 29. Seven firms are 
currently  in the process o f being inspected, and five more scheduled 
for inspection this month.

We have identified an additional 40 laborator ies for inspection du r­
ing the next quar ter beginning in April . It  is too ear ly to reach firm 
conclusions, but the inspection reports  we have received to date under 
the pilot program tend to demonstrate that the manner in which com­
mercial safety testing  has been conducted may not be as bleak as we 
feared earlier, notwithstanding the fact tha t there may be one or  two 
laboratories that  do have serious deficiencies.

As I  mentioned, 12 inspection reports have been filed, and the con­
clusion regarding 9 of  these inspections is that no regulatory action 
is indicated.
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In  the remaining three organizations some problems have been 
found which will require action by the laboratories to correct. These 
correction activities will be monitored by the Food and Drug Admin­
istra tion Inspectors.

As part of the bioresearch monitoring program, we will also be 
publishing a proposal to amend our present regula tions for conducting 
clinical investigations. These amendments are in par t editorial, and 
designed to make language consistent with the Department’s regula ­
tions, and will also extend the institut ional review committee concept 
to studies involving noninstitutionalized  patients.

In addition, we have designed a program  for  inspection of 175 of the 
insti tutional review committees during  this  fiscal year. That program 
will be issued in April , aft er we have completed a training program 
for our inspectors.

Similarly, we have developed proposed regulations which will be 
used in monitoring clinical investigators and sponsors of new drugs. 
Compliance programs for the  enforcement of these regulations are also 
being developed, and will be put into effect in the next few months. 
Dur ing this year, under this  program our distr ict officers will inspect 
85 research sponsors, 165 clinical investigators, and 12 biolaboratories 
which conduct bioavailabi lity work.

The four th major  component of the bioresearch program is food 
addi tive safety review. A plan  for th is review was completed and ac­
cepted, and the Bureau of Foods has begun the review process.

Kegarding the im portant question of utilizing the resources for  bio- 
research program, we plan  to allocate and hire all employees au thor ­
ized for this program by the end of this fiscal year.

Approximately  350 experienced Food and D rug Administrat ion in­
spectors have received advanced trainin g to conduct drug investigator / 
sponsor and animal toxicology laboratory investigations. Approxi­
mately 320 scientists, investigators, and support personnel have been 
employed in this program.

Senator Kennedy. Are you in your summary statement ?
Mr. Gardner. This is my summary statement  for the program in 

general. That  completes it.
Senator Kennedy. Can we get a copy of it ?
Mr. Gardner. Yes.
[The prepared statement of Mr. Gardner follows:]

8 8 -9 3 8  0  -  77  - 3
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Mr. Chairman and Members of the Subcommittees:

We have been invi te d to appear here today to prov ide the Subcommittees 

wi th  a sta tus  repo rt on the Food and Drug Adm in is trat ion' s (FDA) 

Bio-Research Mon itoring Program.

As you know, th is  program began in  Ju ly of  1976, fo llo w ing approval 

by Congress and the Ad minist ra tion of the necessary resources.

Although funding fo r the program was not f in a ll y  approved u n ti l la st 

Ju ly , we began planning fo r i t  some months befo re in  order to  begin 

implementation as soon as po ss ible.  We are es pe cial ly  gra te fu l to 

these Subcommittees and to you , Mr. Chairman, fo r your e ff o rt s  in

th is  area.

ORIGIN OF PROGRAM

During testimony before these Subcommittees on Ju ly 19, 1976, we 

discussed events which led to the establishment of  the program and 

provided our f i r s t  progress re po rt  on it s  implementation . We noted 

then th at the program was estab lished as the re su lt  of  ser ious concern 

on the pa rt of  the Ad minist ra tion and Congress over fin ding s o f ce rtain 

FDA Inspec tion s of  research labo ra torie s.

Under the laws which FDA ad ministe rs, manufacturers are responsible  fo r 

perform ing tes ts and subm itting  data to ensure the safety o f drugs 

and othe r products which FDA must approve. The FDA req uires  th at 

extensive animal and oth er types of  human c li n ic a l te st ing be ca rri ed  

out  in  accordance wi th  cer ta in  pro vis ions of these laws.
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For some time, the Agency has been concerned about the absence of  

Industrywide standards fo r  the conduct of  bio-research stud ies .

Unti l our Inspection In 1975 and 1976, however, we had no reason

to be lieve  that  the qua li ty  o f research in  some firms was d is tu rb in g ly

poor and that  th is  circumstance might conceivably be conmon. We had ♦

proceeded on the assumption th a t the evidence subm itted to support

an ap pl icat ion re fle cted  high qua li ty  pro fes siona l science. Based

on th is  assumption, our pra ct ice had been to examine the re su lts of

s c ie n ti fi c  stu dies , as we ll as the  adequacy of  the procedures and

methods described 1n w ri tten repo rts  o f those stud ies.  With rare

exceptio ns,  where cause was demonstrated, we did  not  examine work in

progress.

I should add that  the defic ie nc ie s we uncovered in qua lit y  assurance 

were not confined to substances under FDA ju r is d ic ti o n . As you know, 

we found there was a general problem shared by oth er agencies 

responsible  fo r evalu ating or  re gu la tin g chemicals.  This fa c t was 

confirmed by rep resentat ives from the Environmental Protec tion Agency 

(EPA) and the National  Cancer In s ti tu te  (NCI) a t the hearing la s t 

Ju ly  before these Subcommittees.

In the spr ing of la s t ye ar , when i t  became evident that  the needed 

ad di tio na l resources migh t be approved, we began in i t ia l  plan ning fo r 

a comprehensive b1o-research monitoring program, which would embrace 

the fu ll  range of  research areas re la ting to  FDA. We also wanted a

program which would be compat ible with  - -  but would not unnece ssa rily  “

- 2 -
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du pl icate - -  programs of  othe r Federal agencies rece iving  s im ila r 

types of  research data.  We determined that  the program should cover 

the fo llo w in g major research areas:

1. P re cl in ical  labo ratory te stin g - These are approx imately  

450 to 500 tox ico log y labo ra torie s maintained e ither by 

sponsors or by independent cont ractors,  which te st drugs,  

biolog ies,  food ad di tiv es  and other chemicals on anim als.

2. Inve stiga tors  and sponsors of  c li n ic a l inve st igat ions  -

There are several thousand inve st igators who conduct 

human drug and oth er t r ia ls  fo r  firm s and oth er sponsors 

of  te stin g. We w il l monitor both the inve st ig at or  and 

the sponsor who usua lly  work clo se ly tog ether in  

preparing reports on the re su lts  of  te st  fo r submission 

to FDA or other agencies.

3. In s ti tu ti o na l review committees or boards - These are 

the committees which review protoc ols,  te st procedures and 

re su lts  of  human drug, dev ice and bi ol ogi c t r ia ls  performed 

1n in s ti tu ti o n a l sett in gs. The committees must be composed 

of persons wi th varying backgrounds, such as lawyers,  

clergymen and laymen, as we ll as sc ie n ti s ts . They are 

appointed by the in s ti tu ti o n  in  which the study is  done.

4. Food ad di tiv e research - This a c ti v it y  w il l Inc lude  both 

Inspec tion s or labo ra to rie s which have conducted stu dies 

in  support of  food addit iv e pe ti tions, as we ll as an

- 3 -
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a d d it iv e  rev iew  program to  re eva luate  the sa fe ty  of  

foo d add it iv es 1n accordance w ith  modern s c ie n t if ic

c r it e r ia .

STATUS REPORT ON THE BIO-RESEARCH MONITORING PROGRAM

With  the appro val o f the  1977 budget amendment, which prov ide d 606 pos it io ns 

and $16.4  m il li o n  fo r  the  f i r s t  ye ar  o f  th is  program, forme r Commissioner 

Schmidt crea ted a Stee rin g Committee to  ove rsee the  development o f a 

comprehensive Agency program. The Committee co nsi sts  o f the Agency's top  

management s ta f f  and .Is ch ai red by the As so ciate Commissioner fo r  

Compliance. In a d d it io n , task  groups were es ta bl ished  to  develop a 

basic  mon ito rin g st ra te gy fo r  the  fo ur ma jor  areas  o f bio- re se ar ch  

which I ju s t  mentioned . The a u th o ri ty  and ob je ctives o f the St ee rin g 

Committee and task  groups were ou tl in e d  in  a June 11,  1976 memo from  

the  Coirmissioner  to  the  Polic y Board members. I w i l l  subm it a copy 

o f th a t memo fo r  the  reco rd .

A ll  o f FDA's bureaus re ly  to  some degree on research  data subm itted  by 

ma nufac turers  and are thus  in vo lved  in  the mon ito rin g a c t iv it ie s .

The Stee rin g Committee pro vid es  the means to  co or dina te  the  in te re s ts  

and needs o f d if fe re n t pro du ct  comp lian ce programs. P o lic y de cision s 

and d ir e c ti o n  fo r  mon ito rin g the program are pro vid ed  by the  Steer ing 

Committee.

The task groups ( i . e . ,  Toxi co lo g ic a l Labora to ries;  In s t it u ti o n a l 

Review Committees; C lin ic a l In ves ti ga to rs  and Sponsors; and Food A dd it iv e  

Sa fety Review) were charged to :

-  4 -
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1. Es tab lish  working inve ntor ies of firms and oth er 

en ti ties  to be covered by the program;

2. Draf t reg ula tions  to serve as standards of  

performance;

3. Write and develop inspec tiona l programs to enforce 

those standards; and

4. Develop manpower estimates fo r conducting program 

a c ti v it ie s .

The products o f these var ious e ff o rt s  are reviewed and approved by the 

Ste ering Committee before being accepted. I reviewed and made fi n a l 

determ ina tion s of  manpower a llo ca tio ns.

I would li k e  now to br ing  the  Subcommittees up to date on the progress, 

of  each task area 1n implementing th is  program.

To xic olog ica l Laboratory  Monitoring

On November 19, 1976, we pub lished in the Federal Regis ter  proposed 

Good Labo ratory Prac tice regu latio ns  (GLP's). This proposal addresses 

requirements fo r a broad range of  lab ora tory featur es , includ ing personne l, 

fa c il it ie s ,  recordkeeping, opera ting  procedures, and qu a li ty  co nt ro l of  

stu die s bearing on the approval or disapproval of  drugs and othe r produc ts. 

Recognizing the importance of  these proposed regu lations  and the impact 

they  may have on the sa fe ty te st in g community, we provided fo r 120 days

- 5 -
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of  comment and conducted a pu bl ic hear ing on these regu lat ion s dur ing 

the pu bl ic comment period on February 15 and 16 of  th is  year.  An 

estimated 400 to  500 people attended the hearings each day, and many 

tho ughtful comments were presented which w i ll  be taken in to  account 

by the FDA in  deve loping fi n a l regu lations  probably by th is  summer.

As we an tic ip ate d rany of  the comments centered on such issues as:

- -  Should the GLP's be vo lun tary gu idel ines  instead 

of  mandatory regu la tio ns ;

- -  Would the be ne fits  of  the qu a li ty  co nt ro l un its , required 

by the regu la tio ns , outweigh the costs;

- -  Should the reg ula tions  apply across -the-board to 

un iv ers ity labo ra torie s and nonpro fit  In s ti tu te s  as 

we ll as to commercial fi rm s; and

- -  Should the reg ula tions  apply to sa fe ty  te st ing other 

than long -term to x ic it y  stud ies.

The development o f the GLP's 1s a complex and time-consuming essent ial  

f i r s t  step. These reg ula tions  are the cornerstone fo r our labo ratory 

monito ring  program. With the pu bl icat io n of  the proposed GLP's, we 

began a p il o t  ins pection program of  about 40 labo ra to rie s.  The p il o t  

program is  designed to :

--  measure the p ra c ti c a b il it y  and a p p li c a b il it y  of  the 

proposed GLP's;

- 6 -
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- -  te st our Ins pectional st ra tegy ; and

--  prov ide us wi th some data on the s ta te -o f- th e -a rt  

of  to xi co lo gi ca l test ing when measured again st the 

proposed GLP's and the types of  problems discovered 

in  our in it ia l lab oratory ins pections.

By the end of  th is  month, we w il l have completed the f i r s t  phase of  

the "p il o t"  te st and we w il l begin to eva luate the re su lts . Forty -one 

firms were scheduled to  be inspected under the p il o t  program. As of  

March 1, 29 inspectio ns have been completed. Reports have been received 

on 12 of  these 29. Seven firms are currently  in  the process of  being 

inspec ted;  fi ve  more are scheduled fo r ins pection th is  month.

We intend to con tinue the p il o t  inspection program fo r a leas t another 

qu ar ter to help determine the fi n a l form of  our regu lations  and 

compliance programs. We have id en ti fied  an ad di tio na l 40 labo ra torie s 

fo r inspection in  the nex t qu ar te r, beginning in  A p ri l.  Our evalu ation 

of  the ef fecti veness  of the ins pectio n program w il l not end wi th 

the "p il o t"  e f fo r t ,  but ra th er  w il l be a continuous process. When 

th is  program is  fu ll y  op erat iona l, we plan to inspect a ll  to xico logica l 

labo ra torie s sending us important data on regula ted products at  leas t 

once every two years.

While i t  is  s t i l l  too e ar ly  to reach any fi rm  con clusions, the inspection 

rep orts we have rece ived to date under the p il o t  program tend to 

demonstrate that  the manner in  which commercial sa fe ty te st ing has been

- 7 -
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conducted may not be as bleak as we feared e a rl ie r.  As I ju s t mentioned, 

12 Ins pection reports have been f il e d .  The conclus ion regard ing 9 of 

these inspections is  that  no re gu la to ry  ac tion is  indica ted.  In the 

three remaining orga niza tions , some problems were found which w il l requ ire  

vo lun tary ac tio n,  monitored by FDA inspec tors , to co rrect . In the event 

that  these p il o t  inspections or  fu tu re  inspectio ns uncover ser ious 

vi o la tions in  an orga niza tio n,  we w i l l ,  of  course, take appro priate  

action to  expand the scope of th a t in ve st ig at ion.

As you know, Mr. Chairman, we have encountered some serious  problems 

in othe r inve st igat ions  of  animal te st in g labo ra torie s which are 

not pa rt  of  the p il o t program. We are proceeding with  these 

Inve st igat ions . One such In ve st ig atio n about which the Subcommittee 

spe c if ic a lly  requested In form at ion  concerns In dustr ia l Bio -Test 

Labo ratories, Inc . I would li k e  to  submit a cu rre nt  sta tus re po rt  

on th is  in ve st igat ion fo r the record .

One of  the issues reso lved in  form ulat ing the to xi co lo gi ca l labo ra tory  

program was It s  a p p li c a b il it y  to fo re ig n establ ishments . We have no 

cle ar  au th ori ty  to conduct ins pections of  fore ign establish ments ; 

however, i t  is  eviden t to us th at we cannot impose st rin gen t requirements 

upon domestic lab orator ies and a t the same tim e, make no e ff o r t to 

apply the same standards to fo re ig n labo ra torie s conducting sa fe ty 

studies fo r American sponsors. We dec ided, th er ef or e,  to extend our 

labo ratory inspectio n program to Inc lud e fo re ign labo ra torie s which 

conduct stu dies submitted to FDA in  support o f marketing  ap pl icat io ns .

To th is  end, we have in it ia te d  discussion s wi th  fo re ign embassy o f f ic ia ls

-  8 -
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to  apprise  them of  our in tent ions  and to provide  fo r  an orde rly  

process.  We expect to rec eiv e the cooperation of  most fore ign 

governments and firms in  th is  new endeavor. We are in  the process 

of  id enti fy in g several of  the larger  fo re ign labo ra torie s fo r 

*  ins pection during the nex t severa l months.

In s ti tu ti o n a l Review Conmittee Mon itoring 

» In 1971, the FDA pub lished a fi n a l order amending the in ve st ig at ional

new drug regu la tio ns . The amendments provide  that  c li n ic a l inve st igat ions  

of  new drugs on in s ti tu ti o n a li ze d  human sub jec ts be ap prop ria te ly  reviewed 

and supervised to assure adequate safeguards fo r the he al th , sa fety 

and we lfare of  sub jects used in  a ll  phases of  in ve st ig at ional  te st in g. 

These regu lat ion s requ ire  the establishment o f an In s ti tu ti o n a l Review 

Committee (IRC ), or  board, p ri o r to the In it ia ti o n  o f any c li n ic a l 

Inve st igat ion on In s ti tu ti o na lize d  subje cts . In 1974, the Department 

of  Health , Education, and Welfare (HEW) also publ ished regu lations  

re qui rin g s im ila r approval fo r studies  funded under HEW grants  or 

contracts  which involved in s ti tu ti on a lized  pa tie nts.

As pa rt o f the Bio-Research Mon itoring Program, we s h a ll , w ith in  a few 

weeks, be publish ing  a new proposal which w il l amend our present 

regu lations  to inc lud e a ll  o f the improvements made in  those o f the 

B Department and to extend the In s ti tu tio na l Review Committee concept to

stu die s Invo lving  nonln sti tu tionallz ed subje cts .

- 9 -
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In ad diti on, we have designed a program fo r the Inspectio n of some 

175 of  these IRC's th is  fi s c a l year . This program w il l be Issued 

in ea rly  A p ri l,  immediately a ft e r  we have completed a tra in in g  program 

fo r FDA D is tr ic t inve st ig at or s.

*
I migh t also mention th at we have requested the op po rtu ni ty  to present

test imony before the National Commission fo r the Protec tion of  Human

Subjects of  Biomedical and Behavio ral Research at  it s  forthcoming *

hear ing on in s ti tu ti o n a l review committees. That hear ing is  scheduled

to take place on May 3, 1977, in  Washington, D.C.

C lin ic a l Investiga tor /Sp onsor Mon itor ing

For several years we have conducted a program fo r ins pecting the work 

of  c li n ic a l inve st igators and th e ir  sponsors. I t  has been very lim ite d 

however, due to in s u ff ic ie n t resources and p r io r it ie s  of  oth er a c ti v it ie s .

We are sub st an tia lly  expanding our previous e ff o rt s  in th is  area as a 

re su lt  of  the budget amendments. One pa rt of  th is  program w il l focus on 

the procedures used by sponsors to mon itor c li n ic a l research;  the other 

pa rt  w il l au di t the data rep orted to the Agency in  ap pl icat ions . Both 

approaches have been used in  the  past 1n the inspection  of drug inve st igator s.

We have developed two sets o f proposed regu lations  which w il l be used

in carry ing  out  th is  expanded program. One proposal con tains performance

standards fo r monito ring  c li n ic a l inve st igat ions  by research sponsors •

and cont ract monitors ; the othe r w il l revis e cu rre nt  regu la tio ns  dea ling

with  the individu al  re sp on s ib il it ie s  of  c li n ic a l in ve st igat or s and w-
the conduct of  the study.

-  10 -
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A compliance program fo r the enforcement of  these regu lations  1s 

being developed, and w il l be put In to e ffect w ith in  the next few 

months. In 1977, under th is  program, FDA D is tr ic t o ff ic es  w il l 

inspect 85 research sponsors, 165 c li n ic a l Inve st igator s and 12 

b io a v a il a b il it y  labo ra torie s fo r compliance wi th  the procedural  

requirements of  the regu la tio ns . When the program is  fu ll y  

underway, we plan ro utine ly  to  inspect  major commercial sponsors 

at  leas t once every two yea rs.

Food Ad di tive Safety Review

The four th  major component o f the Bio-Research Program is  the Food 

Add itive  Safety Review. A plan fo r th is  review was completed and 

accepted by the Commissioner, and the Bureau of Foods has begun 

the review process.

A major goal of  th is  review is  to update the sa fe ty p ro fi le  of  

those ing red ien ts which prev ious ly have been considered safe  fo r 

use 1n foods, as we ll as substances which inad ve rten tly  en ter the 

human food supply. We now know that  i t  is  not possible  to  re ly  

in d e fi n it e ly  on the s c ie n ti fi c  judgment o f a pa rt ic u la r tim e,  even 

1f  that  judgment was based on the best data then av ai lable.  Continued 

review of  s c ie n ti fi c  regu la to ry  decisions 1s essential because, 

over time, several factors come in to  play that  can make the in it ia l 

decis ions obs ole te.  Changes in  s c ie n ti fi c  knowledge and stan dards,  

along wi th changes in product use and consumption, can have a bearing 

on sa fe ty decisions regard ing these products.

- 11 -
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We plan to develop a cu rre nt  to xi co lo g ic a l p ro fi le  fo r each food and 

co lo r addit iv e, based on estimates of  the amount o f each of  these 

ad di tiv es  consumers are exposed to in  th e ir  da ily  d ie ts . Toxic ity 

p ro fi le s  and exposure inform at ion w il l be updated pe riod ic a lly  in

order to assure that  permitted food ad di tiv es  are not res ponsible  <

fo r the Induct ion  of acute or chron ic disease e ffects .

As pa rt  of  the pe rio dic  ev alua tio n,  we w il l ask fo r ad di tio na l sa fe ty *

inform at ion to be developed in  cer ta in  cases so th at as new lin es

of  inve st ig at ion are explo red , the  lim ited risk s th at approved uses

present can be fu rt her reduced. This informa tion w il l permit the

best  possible  eva lua tion  of  the  po te nt ia l o f each food ingred ient

to produce cancer,  adverse e ffects  on reproduction,  ef fe ct s on the

fe tu s, herit ab le  genet ic damage, or oth er types of  chronic disease.

The second major goal is  to ensure the In te g ri ty  and qua li ty  of  

the bi o lo gical informa tion submitted to the Agency in support of  

regula ted  food and co lor addit iv es. We be lieve the re are about 130 

no nc lin lcal  lab orator ies , out  o f the to ta l of  450 to 500 labo ra to rie s,  

which do to x ic it y  te st ing on food and co lor ad di tiv es . We have 

begun systematic ins pection o f these firm s under the "p il o t"  e ff o r t 

mentioned e a rl ie r.

We have developed a comprehensive mul ti- ye ar  plan fo r conducting the *

food ad di tiv e sa fety review. I would li k e  to submit a copy o f the 

five -y ear  plan fo r the rec ord .

- 12 -
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We also  estab lished several  task groups to Id en ti fy  the kinds of  

tests needed to be done, how these tests should be ca rr ied out 

and the p r io r it ie s  fo r the review. These Include the fo llo w in g:

--  To xic olo gic al Protocol Task Force - This group w il l 

es tabl ish pro toco ls and qua lit y  factor s fo r long and 

short-term  feeding  stud ies , rep rod uct ion  and te ra to logy  

stud ies , shor t-term screening and mu tag en icity te sts . I t  

consists  o f rep resentat ives from the Bureau of Foods, the 

National Center fo r To xicolo gical Research, the National 

Cancer In s ti tu te , and the National In s ti tu te  o f Environmental 

Health Sciences; i t  met fo r the f i r s t  time on February 25, 1977

--  C ri te ria  Se tting  Task Force - This group w il l es tabl ish 

c r it e r ia  sp ec ify ing the type of  tests that  must be 

conducted on in div id ual food ing redie nts con siderin g 

such factor s as the level of  human exposure to the 

ad di tiv e and effects  assoc iated wi th substances o f a 

s im ila r chemical st ru ctur e.  I t  w il l be composed of  

rep res entat ives from the O ffi ce  of  the Associate  

Commissioner fo r  Science, the Bureau of  Foods, the 

National Center fo r Toxicolo gical Research, the National  

Cancer In s ti tu te , and the National  In s ti tu te  of

Environmental Hea lth Sciences.

- 13 -
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- -  P ri o ri ty  Se ttin g Task Force - To es ta bl ish p r io r it ie s  

fo r review, we w il l gather Inform ation from a va riet y 

of  sources fo r comparison aga inst a set of  predetermined 

minimum safety standards. In se tti ng  p r io r it ie s  fo r  rev iew, 

flavors , sp ice s, d ir e c t ad di tiv es , and co lo r ad di tiv es  *

w il l be considered as a group. This represen ts about 

2,100 individu al  ingred ients.  Es tabli sh ing  p r io r it y  l i s t  

w il l begin the reev alua tio n process.

- -  Toxicolo gical Evaluation Committees - These committees 

w il l make an 1n-depth evalu ation of  each substance 

which meets the es tabli shed  standard in  regard to av ai lable 

inform atio n on to x ic it y  studies and exposure. As a 

re su lt  of  th is  evalua tio n,  a fi na l sa fe ty decis ion  w il l 

be made on each compound. They w il l cons ist of  a senio r 

to x ic o lo g is t serving as chairman, a ju n io r to x ic o lo g is t,  

a pa tholog is t, a che mis t, and a s c ie n ti fi c  pr ojec t 

ad minist ra tor servin g as execut ive secre tary.

As pa rt of  these e ff o r ts , we have entered in to  several contracts  wi th 

ou tside  groups. In one insta nce,  we have con tracted wi th the National 

Academy of  Sciences/National Research Council to conduct an industr y 

use survey of  d irec t food and col or  ad di tiv es . These survey re su lts, 

coupled wi th frequency of  consumption data, w il l enable the ca lculat ion 

of  the expected exposure consumers w il l have to individu al  ad di tiv es .

14 -
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F in a lly , wi th respec t to  In d irect food addi tiv es , we plan to cont ract  

to es tabl ish " li m it  speci fic atio ns"  fo r bas ic res ins  and adjuvants 

used In contain ers . Once the sp eci fic atio ns  are es tabli shed , con tainers 

w il l be fabr icated  and then analyzed to determine migration in to  

specif ic  foods.

Before concluding my discus sion of the four  major areas of  our 

bio- research program, I should note th a t,  as we conduct inspec tions 

in  any of  these areas, 1f  we fin d instances  of serious  nonconformance 

wi th  requ irements, we w i l l ,  of  course, take appro pr iate regu latory 

ac tio n.  There are severa l regu latory opt ions that  may be taken, 

depending on circumstances . They inc lud e:

--  re je ct io n or term inat ion of  a study,

--  withdrawal of  marketing approval;

— d is qua li fi ca tion  of a sponsor, monitor or in vestigato r;  

and

--  fo r fa ls if ic a ti o n  of submit ted rep orts to the Agency, 

prosecution under T it le  18 of the United States Code.

INTERAGENCY RELATIONS

Throughout the development o f our Bio-Research Program, we have sought to 

ob tain Inp ut from oth er Federal agencies. For example, p ri o r to 

publish ing  the proposed Good Laboratory Prac tice re gu la tio ns , we

- 15 -
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provided d ra ft  copies to a number o f oth er agencies and Departments 

which we f e l t  might have an in te re s t.  Their  comments were used in  

preparing the proposal which was pub lished la s t November. More rece nt ly , 

we have rece ived  from the Nationa l In s ti tu te s  of  Health comments on

the d ra ft  of  proposed reg ula tions  on In s ti tu ti o n a l review committees *

which we hope to pub lish  soon.

We havn als o establ ished lia is on conta cts  wi th  a number of  agencies, <

inclu ding  the National In s ti tu te s  of Health , Nationa l Cancer In s ti tu te ,

Environmental Pro tec tion  Agency (EPA), Consumer Product  Safety 

Commission, and the United States Department o f Agr icul tu re . These 

arrangements should fa c il it a te  coordina tio n of  e ff o rt s  once our program 

has been Implemented, and as we ga in experience with  the kinds of  

Inform ation which w il l be generated. We expect,  fo r example, that  

compliance p ro fi le  Inform ation on labo ra to rie s would be of  in te re s t 

and use to other regu latory agencies and to agencies which co nt ract  

heav ily  fo r animal stu die s. In th is  connec tion , we have already 

begun to work wi th EPA in  the conduct o f jo in t  inspectio ns of four  

to xi co lo gi ca l lab orator ies to determine how best  our fi e ld

inve st igator s can perform the kind  of data au di t which EPA feels 

1s necessary under it s  program and how long i t  takes to perform such 

au di ts .

Once these Inspections have been completed, we w il l be in  a 

po si tio n to meet wi th EPA o f f ic ia ls  and negotiate  an eq uitab le

service  agreement wi th that  Agency. *
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We have also  held severa l b rie fing sessions with  personnel from 

the National In s ti tu te s  of  Health to expla in the Bio-Research 

Mon itoring Program to  them and exp lore  possible be ne fits of  

inform atio n exchange. The in it ia l reac tions  we have received 

have been favo rable . We plan to proceed with  d ra ft in g  memoranda 

of understanding to provide fo r mutual exchange o f informa tion 

and cooperat ion between our agencies.

POSITION ALLOCATION AND PROGRAM EVALUATION

Regarding the imp ortant ques tion of  u ti li z a ti o n  of  the approved 

resources fo r the Bio-Research Monitorin g Program, 1t  is  our 

in te nt ion th at a ll  po sit ions  w il l be al loc ated  and employees hired 

by the end of  1977.

Approx imately 350 exper.ienced FOA inspec tors have receive d advance 

tra in in g to conduct drug invest igator /spo nsor  and animal toxic olog y 

lab oratory in ve st ig atio ns.  Upon completion of  the in te ns ive,  two-week 

course, inclu ding  proper lab ora tory and data record ing  procedures,* 

these insp ectors  became pa rt of  the in ve st ig at ional  cadre av ai lable 

to conduct labo ra tory  inspections. As newly hi red personnel are 

tra ine d to f i l l  behind the B1o-Research Monito ring  in ve st ig at or s,  

the program w il l con tin ual ly  expand, reaching the fu l l  implementation 

lev el 1n 1978. Thus fa r , approximately  320 s c ie n ti s ts , inve st igators 

and support personnel have been employed fo r th is  program.
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Educationa l A c ti v it ie s

To help assure that  the B1o-Research Mo nitoring Program and It s  

requirements are understood by Indu st ry  and others engaged in  th is  

type of  research , a cooperative educa tion al e ff o r t by Government

and pr ivat e secto r w il l be necessary. I t  1s FDA po lic y to Inform *

manufacturers and the pu bl ic of  the requirements of  the Federal 

Food, Drug, and Cosmetic Act and re gu la tio ns . Me do th is  usua lly
*

through b ri e fings , speeches, media a r ti c le s , pu bl icat io ns , and 

workshops. The ul tim ate re sp on s ib il it y  fo r tr a in in g , however, rests 

w ith  the regula ted  indu st ry , although FDA may part ic ip a te  1n such 

tr a in in g a c ti v it ie s  1n an advisory  ro le .

We are now 1n the process of develop ing educationa l a c ti v it ie s  along 

these lin es  fo r the B1o-Research Mo nitoring  Program. We have alre ady  

begun to formu late plans to ca rry  ou t our educational  re spons ib il it ie s  

concerning the lab orato ry Ins pection  program and the GLP's once 

thqy have been fina lized . We also are consider ing the pu bl icat ion 

of Informa tiona l pamphlets and brochures dea ling  with  c li n ic a l 

Inve st igat ions  and In s ti tu ti o na l Review Conmlttees. We contemplate 

making such mate ria l av ai lable to  a ll  c li n ic a l Inve st igator s and 

In s ti tu tio ns  Invo lved 1n human research a ft e r regu lat ion s and 

compliance programs have been fi n a lize d .

- 18 - •i
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Mr. Chairman, this concludes my prepared remarks. Bio-research 

monitoring clearly 1s an important program and will continue to 

receive our attention to assure that it is conducted effectively

My colleagues and I will be pleased to respond to questions you
*

or members of your Subcommittees may have.

- 19 -
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Senator Kennedy. You mentioned the pilot inspection program, 
about 40 laboratories.

When did tha t get started ?
Mr. Gardner. That  was started last November.
Mr. H ile can respond more fully to the details about t ha t program.
Senator Kennedy. When did it get started ?
Mr. H ile. Mr. Chairman, the  program was issued to our field opera­

tions on the 1st of November.
Senator K ennedy. I  am sorry ?
Mr. H ile. I t issued to our field organization on the 1st of November.
Senator Kennedy. When did it actual ly get-----
Mr. H ile. The first inspection s tarted around the end of December.
Senator Kennedy. End of December ?
Mr. Hile. Each of the inspections-----
Senator Kennedy. When did you get the money ?
Was it  July?
Mr. Gardner. In July  we received some author ization  for funds 

and positions. A t the beginning o f this new fiscal year, beginning in 
October, we received the balance o f the  authorizations. We began h ir­
ing sometime during the summer.

Mr. H ile. You will remember, Mr. Chairman, that this  was an in­
terim quarte r, as we moved from the fiscal year beginning  in July to 
the fiscal year beginning in October, we were given advance authoriza­
tions for hiring, during th e interim quarter , which we satura ted and 
then implemented our full -hir ing program afte r October 1.

Senator Kennedy. There was not really any question you were go­
ing to  ge t the money. You knew that afte r we had appropriated that  
in the course of the summertime, did you not ?

Mr. H ile. Yes; it was just  a matter of author izations to hire.
Senator Kennedy. Can you tell us what kind of inspections you have 

had, how many “for  cause” and how many random inspections ?
Mr. H ile. Yes.
The random or pilot program constituted 42 inspections planned. 

The “for cause” inspections, about eight, Mr. Chairman.
Mr. Merrill. I  think we may have to find tha t and submit it  later in 

the day.
Senator  Kennedy. Can you tell us how many you have actually 

completed ?
Mr. H ile. We had completed some 29 of those 42, at the end of 

February.
Senator  Kennedy. How many “ for cause” have been completed ?
Mr. H ile. With  your permission, Mr. Chairman, I will find the 

exact number.
Those are handled separately, Mr. Chairman.
[The materia l referred to follows:]
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Senator Kennedy. Dr. Gross, you have been involved very much, as 
we have heard over the period of the last few years, in terms of these 
various programs on monitoring and inspecting.

Are you involved in this program at  all ?
Dr. G ross. Bio-research ?
Senator K ennedy. On the inspection programs, on the shaping up of 

the inspection program.
Dr. Gross. No, sir, I have not been involved in that. I have par tici­

pated in one certa in section, but we were not involved in the task force 
tha t set up this system. The bio-research program is under the  super­
vision of Mr. Hile, who chairs the overall Steering  Committee. The 
Steering Committee oversees a number of task forces under  th is pro­
gram. One of the task forces of intere st to this preclinical investiga­
tion is the so-called toxicology task force.

We had representatives from the Bureau, as did every other  Bureau 
in the Agency, but  1 was not a representative. I was not involved in 
it at all.

Senator Kennedy. You were the prim ary figure, who was involved 
in the Searle and also in the IB T investigations , which have been 
among the most revealing investigations that  have been shaped by 
the FDA. 1 am just tryin g to figure out why you have not been in­
volved, or can you give us any evaluation of the inspection system that 
has been set up ?

Dr. Gross. I have seen the tabula tion on the results of the inspections 
on which repor ts have been received so far. The final evaluation was 
tha t no action was indicated or only voluntary action was indicated. 
The question here is, it is very difficult to compare surveillance inspec­
tion to “for cause” inspections. I can think  of an analogy that would 
make this clear.

Suppose we are concerned th at there  is an occupational hazard of 
some sort. Suppose that the miners th at  mine for a certain commodity 
are believed to be at risk for some sort  of disease, and we had concern 
over that. It  would be proper to then focus one’s attention  to the popu­
lation at risk, the miners in this case, tha t are involved in this occu­
pation rather than take a random sample of the entire population, and 
see what is prevalence of whatever this is.

It  is the old story, a random sample may not be sufficiently focused 
on the issue.

There is another feature  here—these inspections were done with 
essentially new people, headquarter scientists, many of them who have 
had no experience in this kind of work, and the inspectors had re­
ceived i ts 2-week course for the most p art,  but the fact tha t these in­
spections turned up essentially-----

Senator Kennedy. H ow much investiga tion can you learn in 2 
weeks ?

Dr. Gross. Not very much, sir.
What I  am trying to say is that even one company, for instance we 

were talking about Industria l Bio-Test, it is not a question of how 
many companies are all righ t and how many are questionable and 
how many are substandard, it is the sheer weight of the work tha t 
counts.

One large contract, a laboratory like that , is responsible for one 
heck of a lot of study submitted to the Food and Drug A dministra­
tion, whereas individua l manufacturers may not submit very much.
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That is the problem.
Senator Kennedy. Mr. Hile.
Mr. H ile. 1 wanted to expand on the comment about 2 weeks of 

train ing.  Tha t comment leads into  the kind of program tha t we de­
veloped and are implementing. The 2 weeks of training was given to 
our most advanced drug inspectors who had already received a num­
ber of weeks of specialized drug training  thro ugh thei r careers. I  hey 
are all at advanced giade levels in our field investigation staff. There­
fore, it was not a m atter  of our bringing new hires into the organiza­
tion, giving1 them a 2-week training course in how to  inspect labora ­
tories and then turn ing  them loose to make inspections of laboratories. 
Instead , we are h iring  people a t the  entry level and bringing them in 
and train ing them to do the kind of inspection work, not nearly as 
sophisticated work, tha t they can quickly learn, and thereby relieve 
others to do the more complicated work.

It  has a domino effect. Our inspectors tha t are participatin g in  this  
program are our senior drug inspectors.

Senator K ennedy. Dr. CrouL
Dr. Crout. I  would like to comment on the strategy of how this area 

is handled and draw a distinction between the GLP program and the 
“fo r cause” program, because it  is not an issue of anybody being left  
out. Everybody is w orking terribly hard in overtime in order to get 
both accomplished.

One of our programs is to  set up regulations for the performance 
of laboratories and see that they are enforced. That is the GLP pro ­
gram. It  is run by an agency task force. We, purposely, in the Bureau 
of Drugs did not put any of our experienced case-handling people on 
that  task force. I  did not want them diverted from th eir case handling 
into simply admin istrative planning and administrative procedure.

None of the people who were on the Searle ta sk force were part of 
that task force. We had to educate new people for that  job. We have 
observed our case-handling people, like Dr. Gross, for the “for cause 
program which was going on simultaneously, and also used the  case- 
hand ling people in a faculty role in the training course for other 
invest igators. .

So I think  i t is not a matte r of  anybody left out. It  is a m atter of 
everybody working overtime at best advantage to get both par ts of 
this program going. .

Senator Kennedy. H ow did you decide th at you are going to do x 
number of random and x  number “for cause ” ? .

Mr. H ile. Mr. Chairman, the pilot program did not include the 
“for cause” inspections. Seven firms were inspected over the last year 
“fo r cause.” Those are identified as a result of our scientists’ review of 
data current ly before the Agency.

We have some reason to  believe th at there is a problem, when these 
inspections are undertaken.

Senator Kennedy. Is tha t all the ones th at they recommend, just 
those seven ?

Mr. Hile. Yes, sir, tha t is correct.
Senator  Kennedy. None of them recommended any others ?
Mr. H ile. I guess I do not understand your term “recommended,” 

Mr. Chairman.
Senator K ennedy. The question is as to how many ‘‘for cause rec­

ommendations were issued by the Department, jus t these seven, is that 
correct ?
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Mr. H ile. Yes.
These seven firms were identified during the course of review re­

quiring “for cause” inspection.
Mr. Merrill. I think, Mr. Chairman, your question is, were there 

other firms identified or recommended lor  “for cause” inspections, 
which did not take place.

Maybe Dr. Crout has the answer to that.
Dr. Crout. Yes.
We have tips and we have some places we would like to go, but I  do 

not want to name names. The case handling business is hard,  as you 
have seen.

When you have two or three big cases going, it takes up the full 
staff. I suspect there will be some “for  cause” inspections in the future.

Senator Kennedy. I hope so.
Dr. Crout. In addition to some of the firms mentioned, and there are 

some waiting their turn l iteral ly, so case-handling people have time to 
handle it.

Mr. Gardner. Senator Kennedy, if I might, we tried  to distribute 
the people we were getting assigned to these programs to do two 
things a t the same time.

The first thing was to find out rather quickly the extent to which 
the problems th at were identified during the past year existed gener­
ally throughout  the  labora tories tha t were testing the products.

The second th ing was to allocate some resources to follow up those 
“for  cause” instances which came to our attention by one way or 
another.

By this  summer, we should have a bette r feel for the  extent to which 
this exists, and we will be able to reallocate resources to more effec­
tively take into account those “for cause” needs and those general mon­
itoring needs which our pilot program indicates is appropriate.

Senator K ennedy. I think, quite frankly, that it makes a good deal 
more sense to try to follow up on t ips and recommendations of ideas 
of people that are fu rthe r on down the line that are dealing with raw- 
data and raw information, quite frankly, than sort of covering the 
waterf ront.

Obviously, there has to be some balance. But it appears  to me that 
the wiser ta rgeting of the resources which are available and the pro­
fessional power that  you have would be more w-isely spent in looking 
in these particu lar areas.

Obviously you are going to have to do some random, but it would 
appea r to me that  this is the area. The fact of  the matter is we get tips. 
We look into it, and we find the problem.

We end up blowing the w-histle on the type of thing  on it.
I t seems to me that, hopefully, you would be beating us to the punch 

every time on a lot of these questions and issues, and moving into 
those part icular areas with review and using the full resources that 
you have, I think, makes a good deal more sense. That  is  the  poin t I  
would like to make.

I have one char t here about various inspections. These are just on 
clinical inspections. This was an aspect of both justification for au­
thoriza tion and an area which we found in the earlie r periods war­
ranted additional kinds of review;

Do you have this  chart ? It  is a Bureau of Drug Inspections CIE / 
Bureau of Research. CI E programs. Are you familiar w ith this chart 
here?
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Mr. Gardner. Yes; I have a copy of that chart.
Senator Kennedy. We see in the CIE program, fiscal year 1976, then 

the transi tional quar ter, and then October-February,  which is the 
other  quarter. It  would appear just adding the transitional quar ter 
and the October-February quarter, that is h alf  the year, tha t not as 
much is being done t his  time as was done prior to the time of our 
whole investigation.

» Then if you get the remainder—well, there is sort of a flurry of
activi ty—I do not know whether th at is as a result of the holding of 
these hearings or whatever, but it just seems to me that in that  half- 
year period you are not  even issuing up in terms of 1976—not tha t 

r  statistics tell the full story, but I would like to  get a t least some kind
of explanation for  this.

Dr. Crout. The observation is correct.
Senator K ennedy. Which observation ?
Dr. Crout. The numbers are correct. There have been fewer inspec­

tions of clinical investigators of the random type  and some others at 
the present time. Th at is because Dr. Kelsy and Dr. Gross, Mr. 
Halperin and so on, the ir staffs, who are responsible for this, have 
had to take time out for  revising of compliance programs, develop­
ment of new regulations, doing all administrative work tha t is re­
quired to build the new program and so on.

The case-handling business has slowed temporarily while we build 
that administ rative foundation for the new program that is not ideal, 
but  I think it is an inevitable consequence.

Senator Kennedy. That  is going to be a tough tiling-----
Dr. Crout. Inevitab le consequence of new program getting off the 

ground.
Senator Kennedy. I t is amazing tha t we find a problem tha t de­

mands your subsequent action on it, then  we go out and get additional 
kinds of resources for it, and we all make the case for it, and then,  as 
a result of the new emphasis on this, we see basically a  slowing down 
and reduction of emphasis.

Dr. Crout. For  a period of time while the whole th ing is built.
Senator  Kennedy. A  6-month period in any event on that , and a 

reduction.
I would think we would have a tough time in terms of the Appropri- 

9 taions Committee in try ing  to ge t resources to you to do this,  to come
on back and say tha t th is is what is justified and warranted .

As a matter of fact, the recommendations tha t you made were cut 
by the Appropriations Committee, and still it is really a dramat ic 
reduction.

If  you want to submit an explanation for the record, you could give 
us a projection as to where you are going in the  next 6 months and 
what you see as a flow cha rt on that.

Dr. Crout. Yes.
[Information subsequently supplied for the record follows:]
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MEMORANDUM OF MEETING

July 6, 1976

Presen t: Frances 0. Kelsey, M.D., IIM)-108 
Adrian Gross, D\?l, IiFD-108 
William D'Aguanno, I’h.D. , HFD-102 
David Richman, Pii .l). , 1IFD-150 
Mr. Manfred Hein, 1IFD-150 
Mr. Jcronc A. Ha lpc rin , HFD-101 

and

Marion J . Fi nk el , M.D., IIFD-100

Sub ject: 1. Inspec tion of  In du st ri al  Bio -Test, Inc. 
2. Naprosyn (naproxen) NDA 17-581.

The meeting was ca lled  to  discus s Dr. Ke lsey's  memo of  Ju ly 2, 1976 
(»1 tached I.

Dr. Gross and Mr. Hein de ta ile d some of  the  inadequacies  of  the 22 
month ra t stud y perfu me d with naproxen by IBT. It  appears as though 
the  study is  so de fi ci en t th at  one cannot place any confidence in i t .
To our knowledge, there is no ot he r long-term  annual study with naprox-’i. 
However, Dr. Riciram wi ll phone Syntex th is  wool and inquire whether  
there are  any ad di tio na l rec en tly  completed st udie s,  perhaps done in 
the  U.K. or Japan.

There was a dis cussion  on whether naproxen should  be removed from the  
market pending completion ef  new long- term stud ie s,  i f  r.o oth ers are 
cu rre ar iy  av ai la bl e.  In view of  the  fac t th at  there are  th ree othe r 
rece nt ly  approved non-ste ro ida l ant i-in flam matory  agen ts on the  market, 
al l with about the  same spectrum of  therap eu tic  ef fe ct  as naproxen, 
there was genera! ng’oemont that  we w u 'd  rc.wxr-: i ? th e Bureau Di rec tor
th at la p rc .t n  be  ••Made. :::. Wnereas i t  tr u e  t:K.l ; -any o ld  di ng s o:i to o  

'.V <»: i . .. .- ri;..»<• ade qua te lon g-t eim  a a ii .i l st ud ie s,  e it h e r , th e)
at  lea st have been ust'd for prolonged per iods in htmnns so that  long -te nt  
sa fe ty  data are  av ai labl e.  Since naproxen does nut meet our curre nt 
stan dards and sin ce  it s  withdrawal would by no means crea te  a the rape ut ic  
hardsh ip, the  choice of  actio n seems cl ea r.  There was some ta lk  about 
lab eli ng  the  drug to  indic ate  that  adequate long- term stu dies  have net 
been done but th is  ac tio n would seem to be appropria te only if  naproxen 
weie a unique ding.

It  was agreed  tha t we needed to do an expedi ted an li t of  the  chronic an iraj  
stu dies  of  ibupro fen , to lr .- tin and feiioproteii.  altho ugh our  ac tio a on 
naproxen shou'd not await those  aw.’it s .
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NDA 17-581 - 2 -

Dr. Cross  and Mr. lfe in w il l com ple te th e ir  re po rt  on the 1BT naproxen 
au dit  th is  week. Dr. Richman w il l then  prep are th e memo to  go to 
HFD-1 and III'D-2 on ou r recom mendations  (assuming  th a t th ere  ar e no 
o th er lon g- term st ud ie s) .

With re sp ec t to  IBT, i t s e l f ,  th e firm w il l be asked to  come in fo r a 
me eting .

7U .<

Attachment Marion J . Pi nk el , M.D.

cc :
Orig . NPA 17-581
HFD-l/Dr. Crout
HFD-2/Dr. Leveuthal 
HFD-lOS/Drs. Kelsey and Gross 
HFD-150/Dr. Cyarfns 
HFD-150/Dr. Kichran/Mi. Hein 
HFD-101/Mr. lla lper in  
HFD-102/Dr. D'Aguanno 
MJFinkeLxeks 7/7 /76/7/25 /76
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U N IT E D  STATES G O V E R N M E N T  DEPARTMENT OF HEALTH, EDUCATION & WELFARE

Memorandum PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMIN ISTRATION

DENNIS B. MIRACKY 
S u p e rv is o ry  I n v e s t ig a t o r

d a t e : J u ly  15 , 197 6

CATHERINE KING 
In v e s t ig a to r

sub ject : Napr ox en (IN D 5 281, NDA 1 7 -5 8 1 )
C h ro n ic  T o x ic it y /C a rc in o g e n e s is  S tu dy  Done  
by I n d u s t r ia l  B io -T e s t  L a b o r a to r ie s ,  In c .  
N o rth b ro o k ,  I l l i n o i s  19 69  -  1971

S y n te x  C o rp o ra t io n  
(S y n te x  R e sea rc h ) 
P a lo  A l t o ,  CA

HFD-108 (J .W . H o lt e n .  D r . A . M. G ro ss) /S AN-D O  (F .W . S c h o l l ,  A c t in g  D IB ) 7 /1 4 /7 6  
te le c o n  an d TWX re q u e s te d  an  in v e s t ig a t io n  a t  S yn te x  to  d is c u s s  w i th  D r . R o b e rt  
H i l l  a l e t t e r  and a ny  o th e r  re c o rd s  re la te d  to  S y n te x ' c o n ta c ts  w i t h  IB T a b o u t 
th e  above  s tu d y .

C H I- D O 's  6 /2 1 -2 4 /7 6  in s p e c t io n  o f  IBT fo u n d  s e r io u s  d e f ic ie n c ie s  in  th e  s tu d y .  
Th e r e s u l t s  o f  th e  s tu d y  w e re  s u b m it te d  to  FDA by S yn te x  in  s u p p o r t  o f  th e  IND 
f o r  N apro xen , an  a n t i - in f la m m a t o r y  d ru g  us ed  in  th e  t re a tm e n t  o f  a r t h r i t i s .
T h e NDA was app ro ved  in  M arc h 197 6.

D r . A d r ia n  M. G ro s s , P a t h o lo g is t ,  S c ie n t i f i c  I n v e s t ig a t io n s  S t a f f  (H F D -1 08 ),  
accom panie d me on t h i s  I n v e s t ig a t io n .  On 7 /1 5 /7 6  we showed o u r  c r e d e n t ia ls  
t o  Ton y A . B o u rd a k is ,  A s s o c ia te  D ir e c to r  o f  R e g u la to ry  A f f a i r s  f o r  S yn te x  C o r­
p o r a t io n ,  and R o b e rt  H i l l ,  P h .D .,  A s s is ta n t  D i r e c t o r ,  I n s t i t u t e  o f  C l i n ic a l  
M e d ic in e  (o ne o f  th e  d iv is io n s  o f  S yn te x  R e s e a rc h ).  We Is s u e d  th e  N o t ic e  o f  
In s p e c t io n  (F D -4 82 ) t o  M r.  B o u rd a k is .  B oth  D r . H i l l  and M r.  B o u rd a k is  to o k  
p a r t  1n th e  d is c u s s io n .  D r .  H111 ga ve  us  th e  c o p ie s  o f  th e  p ro to c o l and l e t t e r s  
a tt a c h e d  as E x h ib it s  1 - 3 .

D r . H i l l  s ta te d  th a t  S y n te x  e n te re d  in t o  a c o n t r a c t  w it h  IB T in  1969  In  w h ic h  
IB T ag re e d  to  do  lo n g - te rm  r a t  t o x i c i t y  s tu d ie s  f o l lo w in g  th e  a tt a c h e d  p r o to c o l ,  
C h ro n ic  O ra l T o x ic i t y  S tu d y  In  R a ts  W ith  RS 3540 , ( E x h ib i t  1 ) .

J u ly  16, 1976
► TO : HFD-108 
AT TN : John  H o lt e n

In v e s t ig a t io n  an d c o l l e c t i o n  o f  p e r t in e n t  docum ents  in v o lv in g  N apro xen 
(IN D  5281, NDA 1 7 -5 8 1 ) c o m p le te d  J u ly  15, 1976. In fo rm a t io n  a tt a c h e d  
a s  re q u e s te d . t

DENNIS B.  MIRACKY 
S u p e rv is o ry  I n v e s t ig a t o r
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DENNIS B. MIRACKY, S .I . 
Page -2 -

We asked Dr. HU I what steps Syntex took to  assure themselves th a t IBT was 
able to do the  work. Dr. H111 said  he v is it e d  the labo ra to ry  in 1969, be­
fo re  the study began. He spoke with  Dr.  Joseph Calandra, President o f IBT 
and also interv iew ed Dr. M.L. Keplinger , Manager of  the Toxico logy Depart­
ment a t IBT. Dr. H il l said his  v is i t  was mainly  to s a ti s fy  himse lf th at the 
labo ra tory  had adequate fa c il it ie s  and equipment to do the work requ ired of  
them.

A fte r the study began, Dr. H il l sa id , Syn tex ' D ire ctor  o f Toxicolo gy , Dr.
Bela Szakacs, v is ite d  IBT. This v is i t  was sometime in  1970. Dr. Szakacs 
to ld  Dr. H il l he thought the animals could  be handled in  a be tte r manner, 
cleaner cages fo r  ins tance, but  he had no ser ious c ri ti c is m  o f the animal 
f a c il it ie s .  Dr. H il l said th e ir  op inion  was th at Syntex migh t have done i t  
d if fe re n tl y , but  IBT's procedures were considered acceptab le by 1969 - 1970 
standards. Ne ither Dr. H il l nor Dr. Szakacs examined any raw data or the 
methods used to ob tain i t  by IBT.

We asked Dr. W il l i f  ei th er he or  Dr. Szakacs made any re por t or  record of  
th e ir  v is it s  to  IBT. Dr. H il l said there was no w ri tten  record of th e ir  
v is it s .

The pro toc ol (E xhib it  1) required re po rts qu arterly and at the end o f the 
study.  Dr. H il l said  they receive d re po rts from IBT at the sta ted  in te rv a ls , 
but sometimes "under dures s,"  meaning th a t Dr. H il l had to  contac t IBT and 
ask them to send the repo rts .

Dr. H il l said the fi n a l repo rt was submitted to Syntex by IBT on or  about 
November 1971. A fte r he reviewed the re port , he found a large number o f 
er ro rs , discrepancies  and omiss ions o f da ta.  Dr. H il l said  he con sul ted  his  
supe rv iso r, Dr. Kenneth Dumas, Senior Vice President  o f Syntex Research and 
D ire ctor  o f the In s ti tu te  of  C lin ic a l Medicine.  Dr. Dumas to ld  Dr. H il l the 
to x ic it y  study was his  re sp o n s ib il it y , and i f  IBT could  co rrect  the omissions 
and er ro rs  in  the repo rt  to Dr. H i l l 's  sa ti s fa c tion , then Dr. Dumas had no 
ob ject ion.

Dr. H il l wro te Dr. Calandra on 11/18/71,  expressing  his d is sa tis fa c tion  wi th 
the re por t.  He said  he had indic ated  the  er ro rs  and omiss ions in  red through­
out the re por t and stated , "From pas t experience I am convinced th a t the re­
po rt  would be re jected  by re gu la to ry  agencies in the U.S. , U.K. , Canada and 
Germany." (E xhib it  2) .

We asked Dr. H il l i f  he had a copy o f the f i r s t  repo rt  submitted by IBT to 
Syntex. Dr. H il l said he did  no t, th a t the orig in a l re port , annota ted by 
him, was return ed to IBT 1n November 1971. Dr. H il l exp lained th a t he did 
not  keep a copy o f the ori g in a l re port  because he f e l t  the re was a chance 
i t  migh t be confused wi th the second, acceptable  re por t.
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We asked Dr. H il l what spec if ic  Inform ation was unsa tis fa ct ory  or  in error 
in  the o ri g in a l re por t.  Dr. H il l repl ied th at the most s ig n if ic a n t omission 
was the complete lack of  data on the histol og y o f animals th a t died  during 
the  course of  the study.  This was required by the pr oto co l,  page 3, para­
graph E. 1. (E xh ib it 1).

Dr. H il l said the re was no fu rt he r contact between him and IBT u n ti l 3/3 /72, 
when Dr. H il l rece ived the rev ise d repo rt of  the study, w ith  the 2IQJ12. cover 
Tet te r from Dr. Kep linger (E xh ib it  3).

A fte r he reviewed the second re port , Dr. H111 said he f e l t  th a t i t  contained 
the needed inform at ion.  He said he thought the  study might be open to c r i t i ­
cism , but  the re was enough data  to make a va lid  conc lus ion . Also , the kind 
o f to x ic  response shown in the IBT repo rt  was co ns istent  w ith  long term 
stu dies  done fo r othe r drugs.  We asked Dr. H il l i f  any addi tio na l labo ra to ry  
work was done by IBT in  pre paring the second re port . Dr. H il l said he thought 
not,  th a t the repo rt  was sim ply  re w rit te n to co rrect  the er ro rs  and inc lude 
the  in form at ion s p e c if ic a lly  requested by Syntex.

We asked Dr. H il l 1f he made any con tac t with  FDA to  express his  doubts about 
the  stud y's v a li d it y . Dr. H il l re pl ied th at he had, but  he was very re lu cta nt 
to  ta lk  about i t ,  since 1t  cou ld not be discussed wi thou t impugning people in  
FDA. We said we though t i t  was important th a t we have a ll  in form at ion about 
any con tac ts between Syntex and FDA in th is  mat ter. Mr. Bourdakis said  he 
would contac t th e ir  lega l counsel and ask i f  th is  could  be discussed wi th us. 
Mr. Bourdakis le f t  the room to  make the phone c a ll ,  and when he returned a 
few minutes la te r said  they would te ll  us about i t .  A fte r again expressing 
his reluc tance to inv olv e an FDA employee in  any d i f f ic u lt y ,  Dr. H il l said  he 
had ta lke d with  V ic to r Berl in er in  the Bureau o f Drugs some time a ft e r November 
1971 arid before March 1972. Dr. H il l said he to ld  Dr. Berl in er about the o ri g ­
in a l un sa tis fa ctor y re port , th a t IBT was prepar ing a second re port , and asked 
Dr. B erl in e r' s  op inion of  what they should do. Dr. H il l said he remembered Dr. 
B e rl in e r' s  response c le a rl y . Dr. Ber lin er  to ld  Dr. H il l to  send the repo rt  
to  FDA, and le t  FDA be the judge o f i t .  The f in a l,  co rre cte d re po rt  was sub­
mitt ed  to FDA by Syntex in  March 1972.

We asked Dr. H il l i f  the re was any record o f th is  conversation between him 
and Dr. Berl iner.  Dr. H il l re plie d there was no memorandum or  oth er w ri tten  
record  o f the conversation.

We asked Dr. H il l about othe r studies done 1n support o f the Naproxen IND.
Dr. H il l said  one month and one year stu die s were done with  miniature pigs 
a t IBT labo ra to rie s in  Wiscons in. Syntex did none of the to x ic it y  stud ies,  
since they did not  have complete labo ra tory  fa c il it ie s  at  th at time. Dr.
H111 said the ra t to x ic it y  study done by IBT was the on ly long-term  to x ic it y  
study done in  support of  the  Naproxen IND.

8 8 -9 3 8  0  -  77 - 5
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The on ly  oth er study ever done by IBT fo r Syntex was a one month study fo r 
vag ina l ir r it a t io n  in beagle dogs using Vag itr ol  cream.

The Naproxen pro tocol also requ ire d IBT to submit tis su e blocks  and sl ides  
to Syntex. Syntex ' pa tholog ist was to spot check the sl id es  and re po rt  any 
gross de viat ions  from IBT's find in gs to Dr. H i ll .  Dr. H il l sa id the re were 
no apparent discrepancies.  Syntex is  now re-examining  a ll  o f the tissue 
sl ides  submitted to them by IBT. Dr. H il l checked with  his  se cretary on 
the progress of  the examination, and she reported th a t the s lid es  covering 
the low-dose and mid-dose animals have been completed. Dr. H il l said that  
he would send a copy of the re port  to Dr. Gross when the examination  was
fin is hed.

We asked Dr. H il l about any contac ts between Syntex and Dr. Ho row itz , iden­
t if ie d  by Dr. Gross as ch ie f medical advis er  to Senator Kennedy. Mr. Bourdakis 
said Dr. Horowitz had ca lle d Mr. Hans Wolf, a vic e pres ide nt o f Syntex Corp., 
on 7/1 3/76. As a re su lt  o f th e ir  telephone conversa tion,  Mr. Bourdakis said 
copies o f the chro nic  oral to x ic it y  study pr oto co l,  the  11/18/71 le tt e r  by 
Dr. H il l and the  3/2/72 le tt e r  from  Dr. Kep linger (E xh ib its  1, 2, 3) were de­
liv ere d to Dr. Horowitz by messenger on 7/13/76.

Both Dr. H il l and Mr. Bourdakis expressed th e ir  de si re  to coopera te wi th FDA 
and supply a ll  inform ation  requested o f them. They asked about the  re su lts  
of  the inspec tion at  IBT. Dr. Gross exp lained th at the fi n a l re por t had not 
been submit ted , and he was not  ab le to discuss the inspec tion a t th is  time.
Our in te rv iew wi th Dr. H il l and Mr. Bourdakis ended a t appro xim ate ly 12:15PM.

Attachments: 7/14/76 Assignment memo and TWX
FD-482
Ex hibi ts  1 -  3 (6 pages)
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Notice of Inspection is hereby given pursuant to Section 704(a ) of the Federal Food , Drug, and Cosmetic A ct (21 
U.S,C . 374 (a)) t and/or Part F or G, Title  I II  of the Public Health Service Act (42 USC 262-2 64 ).3

9.  S IG N A TU R E {Foodand Drug Adm imi

App lic ab le portions of Se ction  704 o(X ha Fe de ra l Food/D ru g, and  
Cosmetic Ac t (21 U.S.C.  37 4] are qu oted  bel ow :

Sec. 70 4.  (a)  For purposes of  en fo rcem en t of this  Act . officers or 
em ployees du ly designated by  the  Se cretary,  up on  presenting appro* 
P'ia te  cred ent ials  and  a wri tten  no tice to  th e ow ne r, op era tor, or 
agent in  charge, are  autho ris ed  (1 ) to  e nte r,  at reasonable  times, any 
fa cto ry , warehouse, or estab lishment  in whic h fo od , drugs, devices, 

cosmetics are ma nu fac tured,  processed, pa ck ed , or held, fo r in ­
troduc tio n in to  intersta te comm erc e or af te r such in trod uc tio n,  or 
to  en ter  an y vehicle being used to  tran sp or t or ho ld such food , 
drugs, devices,  or cosmetics in  inters tate  co mmerce , and {2! to in ­
spect. at reasonable times an d w ith in  reasonab le lim its  and in a 
reasonable ma nne r, such factor y,  wa reh ouse, estab lishm ent, or vehi­
cle and all  pertine nt  equipm en t, fin ish ed  an d un fin ished materials, 
containers , and labeling therein.  In  the  case of  an y factory,  wa re­
house . establishment, or consult ing la bora to ry  in wh ich  prescription 
drugs arc  ma nu fac tured,  processed, pa ck ed , or he ld , inspection shall 

te nd to  all things therein {in clud ing records. tiles, papers, pro c­
esses. controls,  an d  fac ili tie s!  bearing  on  whe ther  prescription drugs 
which  are ad ulterate d or  mis branded witH in  the meaning  o f this Act , 
or which  ma y not be man ufac tured,  in troduc ed  in to  inte rsta te com­
me rce . or  sold,  or of fered for sale by reason of any  provision of  this 
A ct . have been or  arc being man uf ac ture d,  processed, packed, trans­
ported . or held in  an y such place,  or ot he rw ise bea ring on vio lat ion 
of  this Act . No  inspe ctio n au th or ized  fo r pres cr iptio n drugs by  the 
preceding  sentence shall ex tend  to  (A ) fin an cial  data.  (8 ) sales data 
oth er than  shipment  data.  1C) pr icing  data . (D ) personnel data 
{o th er  than data as to qu ali ficat ions  o f tech nica l an d professional 
person ne l pe rfo rm ing fun ct ion s subject to  this A ct! , and IE ) re­
search data {other than data, re latin g to  n ew  drugs an d antib io tic  
drugs, sub ject to rep or tin g an d ins pection  under  regu lat ions la wfu lly 
ssued pu rsua nt  to  section 505 h l or (j)  or se ct ion 50 7  Id ! or (gl o f 

this A ct . an d data, relating  to  oth er drugs, wh ich in  the  case o f a 
new  drug  wo uld be  subject to repo rt ing or  insp ec tio n under la wfu l 
regulat ion s issued pursu ant to sec tion 5 0 5  {/ ! o f  this Act ).  A sepa­
ra te no tice shall be given for  each such insp ec tio n,  bu t. a notice shall 
no t be requi red  for each en try made dur ing th e pe rio d covered by 
the ins pec tion. Each  such ins pection  shall be comm enced and com­
ple te d w ith reasonable prom ptness .

App lic ab le sections o f Parts F and G o f T it le  I I I  Pu blic He al th  
Se rvice Act  (4 2  US C 262 -  2 6 4 ) are  q uote d bel ow :

Pa rt F • Licensing -  Biological Products and Clinical Laboratories 
and*’ * * * *

Se c.-351  (c) "A ny of fic er , agent, or  em pl oye e o f the Depar tm ent of 
H ea lth. Ed ucation , and Welfare , au th orize d b y th e Secre tary for the  
pu rpose, may during all  reas onable hou rs en ter  and inspect an y 
estab lishm ent for the prop agat ion or man ufact ur e an d preparation

10. T IT L E  {F o o d an d  D ru g Ad m in is tration Em ploy ee (s)!

A ' \ r »  I r z  / - F / F \

of an y viru s, serum, to xin , an ti to xin , vaccine , blood, bloo d co m po­
nent or  derivative , al ler genic  pro du ct  or ot he r prod uct afo resaid for 
sale, barte r, or  exchange in  the Dist ric t of Co lumbia,  or to  be sent, 
carrie d, or brou gh t fr o m  an y State  or possession in to  an y other 
State  or possession or  in to  a ny foreign  co untry,  or  fro m a ny foreign  
co untr y in to  any St ate or  possession.'*

Part F -  • ’ Control of Radiation.

Sec. 36 0  A la ) " I f  th e Se cretary find s fo r good cause th at  the  
tests . ©» program s re lated to  ele ctr on ic prod uct radiat ion 

safety in  a pa rt icular  fa cto ry , warehouse, or  establ ishment in  w hich  
electro nic products ar e man uf ac ture d or he ld, may not be adequate 
or re liable, offic ers or  em ploy ee s du ly des ignated by the Se cretary,  
up on  present ing  ap pro priat e credentia ls and a wri tten  no tic e to  the  
ow ner, op erator , or agent in cha rge, are therea fte r au th or ized  (1 ) to  
en ter , at reasonable  tim es  an y area in such factor y,  wa reh ouse, or 
estab lishm ent in which th e man ufact ur er ’s tests {or tes tin g p ro ­
grams) requ ire d by section  35 8(h ) are carried  out, and (2 ) to  in ­
spect, at  reasonable  tim es  and w it h in  reasonable lim its  an d in a 
reasonable  ma nner,  th e fac ili tie s and pro cedures within  such area 
wh ich are  related  to  elec tronic  prod uct radiat ion safet y. Each such 
inspection shall be co mmen ce d and  completed  w it h  reas onable
promptness.  In  ad dit io n to  other  grounds upon wh ich good cause i 
ma y be foun d fo r purposes of  this subsection, good cause wil l be . 
considered  to  exist in  an y case wh ere the ma nufac tur er has in tro-  
du ced in to  comm erc e an y elec tro nic prod uc t wh ich docs not  co m­
ply w ith an  appl icab le sta nd ard prescribed under  this subpart and 
w ith respect to  which no  ex em ption from th e no tific at io n requ ire ­
me nts has been gran ted by th e Secre tary under  section 35 9 (a )( 2 ) or 
3 5 9(e ). "

(b )" Every  man ufact ur er  o f electro nic pro ducts  shall establish 
and maintain such records {in clud ing tes ting recorj fs) . mak e such 
epo rts , and provide  such in fo rm at io n, as t he  Secretary ma y reason 

ab ly  requ ire  to  enable h im  to  de te rm ine wh ethe r such manufacturer 
has ac ted  or is ac tin g in co mpl ianc e with this subpart and standards 
prescribed pursuant to  th is subpart and shall, upon request of an 
off ic er  or em ployee  du ly  desig nated  by th e Se cre tary, permit such 
off ic er  or  em ployee  to  inspec t ap prop ria te books, papers,  records, 
an d docum ents relev ant to  de term in ing wh ethe r such ma nufac tur e* 
has acted  or is ac tin g in compl ianc e with standards prescribed pursu 
an t to  section 3 5 9 (a ). "

•  • • •
(f ) "T h e S ecre tary  m ay by regu latio n (1 ) require  dea lers and  

distrib utors of elec tronic  prod uc ts, to  wh ich the re are app licable 
standards prescribed un der  th is subpart an d the retai l pric es o> 
wh ich is not less than  $5 0*  to  furnish  ma nufac tur ers  of  such pro d 
ucts such in fo rm at io n as may  be  neccessary to  id en tify  and loc ate , 
for purposes of  section  3 5 9 , th e firs t purchasers of s~uch prod uct'.

NOTICE OF INS PECTIC
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E x h ib it  1
7/ 15/7 6 SYNTf.: RESEARCH, T o x ic o lo g y  D c p t.
CK 2349  C h a r l e s t o n  R d . ,  M t.  v ie w , C a l i f .

CHRONIC ORAL TOX ICITY STUDY RATS WITH RS 3540

PURPO SE: To  e v a l u a t e  t o x i c i t y  o f  RS 3540 g iv e n  t o  r a t s
o r a l l y  f o r  6 m o n th s  o r  13  m o n th s . .■

PROCEDURE:

A . A n im a ls

1. F o r  t h i s  s t u d y  u s e  14 0 & a n d  14 0 9 S p ra g u e -D a w le y  
a l b i n o  r a t s  w e ig h in g  10 0 + 10  gm. e a c h .

2 . A c c l i m a t iz e  a n im a ls  t o  l a b o r a t o r y  c o n d i t i o n s  f o r  
1 w e ek . T h i s  s h o u ld  i n c l u d e  a d a p t a t i o n  o f  th e  
a n im a ls  t o  i n g e s t i o n  o f  n o n - p e l l e t e d  fo o d .

3 . H ouse  a n im a ls  b y  s e x  2 -3  t o  a c a g e  w i t h  fo o d  an d 
w a te r  ad  l i b  e x c e p t  a s  n o t e d  b e lo w .

4 .  R an dom ly  a s s i g n  20  °* and  20  9 r a t s  t o  e a c h  o f  
f o u r  g ro u p s  an d  15 and  15 9 t o  an  a d d i t i o n a l  
4 .g r o u p s .

5 . A n im al c a g i n g ,  q u a r t e r s  and  c a r e  s h a l l  m ee t 
c u r r e n t  G o v e rn m en t R e g u l a t i o n s .

B . T r e a tm e n t

1 . A n im a ls  a r e  d o s e d  d a i l y  b y  m ix t u r e  o f  t h e  t e s t  
co m pound w i t h  f o o d .

2 . A d j u s t  d o s a g e  w e e k ly  a c c o r d in g  t o  b o d y  w e ig h t  
an d  fo o d  i n t a k e .

D ose

Gr ou t:

G ro u p s :
m g /k g /d a y

RX

X
E x p e c te d  

Hum an D ose

T r e a tm e n t
D u r a t io n
(m o n th s)> a 0

10 0 20 20 13
10GA 15 15 6
20 0 20 20 2 .0 1 13
20CA 15 15 2 .0 1 6
30 0 20 20 1 0 .0 5 13
30CA 15 15 1 0 .0 5 6
4 00 20 20 2 0 .0 15 13
400A 15 15 3 0 .0 15 6

«
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PROTOCOL NO.
Pago 2.

C.

D.

Clinical Observ at io ns
1. General cond it io n and behavior - daily.
2. Food intake (corrected for spillage) - weekly
3. Body weigh t - weekly.
4. Op ht ha lmoscopy - day - 7 ,  3 months, 6 months,

9 months, 12 mon th s and 18 months. (Exclude 
from the study ar.y animals with ocular ab­
normalities noted at the day -7 examination.)

5. At termination carr y out slit lamp examination 
of 5 and 5 9 of each group.

Laboratory An alyses (All of high dose gr ou p and control, 
half of med iu m and low dose groups.)

1. .Urine - once before dosing is started and 
quarterly thereafter.
a) Place animals in metab ol is m cages and collect 

24 hour urine samples.
b) Meas ur em en ts

a

*

1) Volume
2) Spec if ic  gravity
3) Protein (semi-cuantitative)
4) Glucos e (semi-quantitative) 

2. Blood
a) Dr aw  blood samples terminally after overnight 

fast (all animals).
. b') Determinatio:

hemoglobin
hematocrit
WBC
differential 
platelet coui 
clotting tim. 

**protein eled

is (75% of high do 
controls, half 
dose groups)* **

CA ++  
Na+
K+

cell count SCOT 
it BUN

glucose
rophorcsis LDH

e group, and 
of mediu m and low

Bilirubin
Al ka line-
phosphatase

* Bleed all animals but freeze and store plasma from animals 
not analyzed at this time.

** 5 and 5 9 of each group.
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Page 3.

E . Necropsy Schedule . *

1. Submit any animals chat die.to complete necropsy 
and determine the cause of death if possible.

2. Sacrifice all survivors at the end of the 6 month • 
or 13 month treatment period as specified.

2. a) Examine all animals for gross pathological 
changes. At necropsy weigh and take for 
histologic examination: Pituitary, heart, 
liver, adrenals, kidneys, thyroid, ovaries 
or testes, uterus or. prostate, and seminal 
vesicle. Also take for histology aorta, 
spleen, lungs, cervical and mesenteric lymph 
nodes, and representative portions of stomach, 
large and small intestine (duodenum, jejunum, 
ileum, cecum, colon) bone marrow, brain, 
mammary gland, bladder, pancreas, spleen 
and any other tissues with grossly evident 
lesions. Pay particular attention to the 
entire gastro-intestinal tract.

b) Histopathological evaluation to be performed 
by contractor.

F. Reoortincr (Quarterly and at termination)

1. Text
Report an assessment of the toxic effects, the 
general behavior and condition of the animals, 
body weights, food consumption, fatalities, t
laboratory findings, gross and histological 
pathology, organ weights and organZoody weight
ratios. g

2. Tables (by sex and dose group with averages and 
statistical evaluation)
a) Individual body weights
b) Average weekly food consumption •
c) Individual organ weights
d) Individual organZoody weight ratios
e) Individual laboratory findings (hematology, 

blood chemistries)
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F. Reporting (Cont’d) . ' .
3. Graphs

Average body weights and food consumption by sex 
and dose group.

4. Excess wet tissues, tissue blocks and slides are 
to be forwarded to the sponsor.

G. Alterations
If, during the course of this study, any changes in 
this protocol appear warranted to the contractor, he 
should so notify the sponsor. No changes in this 
protocol may be made without written authorization 
by the sponsor. f

Robert Hill, Ph.D. 
Director of Toxicology
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N ov em be r 18 , 1*571

D r. J o e  C a la n d ra  RH-79 2
I n d u s t r i a l  B io -T o s t 
18 10  F ro n ta g e  Ro ad 
N o rth b ro o k , I l l i n o i s

D ear J o e :

I  am r e tu r n in g  h e r e w i th  f o r  c o r r e c t i o n s  an d a d d i t i o n a l  
d a ta  a  r e p o r t  p r e p a r e d  by y o u r o r g a n i z a t i o n  on  a c h ro ­
n i c  t o x i c i t y  s tu d y  in  r a t s  w it h  S y n te x  comp ou nd  RS 35 40 .

I  am v e ry  d i s tu r b e d  a t  th e  u n s a t i s f a c t o r y  n a tu r e  o f  t h i s  
r e p o r t .  I t  c o n ta in s  a l a r g e  nu mbe r o f  e r r o r s ,  d i s c r e p ­
a n c ie s  an d o m is s io n s  o f  d a ta  w h ic h  I  have i n d i c a t e d  in  
re d  th ro u g h o u t th e  r e p o r t .  D ata  o m itt e d  wa s c l e a r l y  r e ­
q u e s te d  in  th e  o r i g i n a l  p ro to c o l  (c opy  a t t a c h e d ) .

From  p a s t  e x p e r ie n c e  I  am c o n v in c e d  t h a t  t h e  r e p o r t  wou ld  
b e  r e j e c t e d  by  r e g u l a t o r y  a g e n c ie s  in  th e  U .S . ,  U .K .,  Can 
ada  an d German y.

Wou ld yo u p le a s e  s e e  t h a t  th e  r e p o r t  i s  c o r r e c t e d  an d r e ­
tu r n e d  a t  th e  e a r l i e s t .

V er y t r u l y  y o u r s ,

• R o b e rt  H i l l ,  P h .D .
. t D i r e c t o r  o f  T o x ic o lo g y

R H :l c
E n c lo s u re s
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OXIC OIO OV
;NVI RONM C NTAL SCIEN CES 
XHCMISTRY 
»L *N T SC IENC ES  
4COICAU SC IENC ES

I n h i b i t  3
7 /1 5 /7 6
CK

!)n&cc6t/u.GJ B IO  -T E S T  JkJxMto’weA. Sac.
18 10  F R O N T A G E  R O A D  

N O R T H B R O O K . IL L IN O IS  6 0 0 6 2
AREA CODE 312 

TCLCP HONC 2 7 2 -3 0 -3 0

M a rc h  2 , 1972

REC EIV ED 

MAR 3 1972 
DR. M ll .l .

D r . R o b e r t ITi ll
D i r e c to r  of  T o x ic o lo g y
S yn te x  R e s e a rc h
D iv is io n  of  S y n te x  C o r p o r a t io n
S ta n fo rd  I n d u s t r ia l  P a r k
P a lo  A lt o , C a l i f o r n ia  94 305

D e a r  Bob :

E n c lo s e d  a r e  th r e e  c o p ie s  o f r e v i s e d  p a g e s  2 , 3 , 4 4 , 46 , 
53 , 54 , 55 and  56  o f  th e  r e p o r t  of s tu d y  IB T  N o.  B 79 22 an d  c o p ie s  
of n in e  r e v i s e d  p a g e s  o f th e ap p e n d ix . T h e s e  p a g e s  h a v e  b e e n  r e ­
v is e d  to  in c lu d e  th e  in fo rm a ti o n  c o n ta in e d  in  th e h is to lo g y  ad d e n d u m  
s e n t to  yo u r e c e n t ly .

If  th e r e  a r c  a d d it io n a l q u e s t i o n s ,  p le a s e  c a ll  m e .

S in c e r e ly  y o u r s ,

M . L . K e p li n g e r , P h . D .
M a n a g e r , T o x ic o lo g y

M LK  :p sh  
E n c lo s u r e s
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Associate Di recto r fo r New Drug Eva]uat1on July 20, 1976
t

D ir ec to r
S cie nti fic  Inv es tig at ion s S ta ff

Naproxen, NDA 17-5 81

This transmi ts a summary of  the fin ding s o f our recent Inspection 
of Indu stria l Slotes t Laborator ies In connection wi th th e ir  
22-rconth ra t study o f Syntex* naproxen. (A de tailed rep ort  vrl ll 
fo llo w when av ai lable .)  !'e have concluded that th is  study 1s 
un rel iab le and should not be used 1n support o f claims of  safe ty 
fo r that  drug. I t  has been determined th at  a fte r the unrel iab le 
study 1s removed from considerat ion , HDA 17-531 does not contain 
adequate toxico logic data to  support claims of  sa fet y fo r Maproxen.

IJe, the refore , reconnend that  procedures be In it ia te d  to remove 
Naproxen iro n marketing In th is  country .

Frances 0. Kelsey, Ph.D., H.D.

cc:
HFD-2
HFD-100
HFD-150
HFD-10S(2)
HFD-300
ABL1sook/SIS/e1f: 7/20/76 
Endorsed by: flAGross 7/20/76 

f-WHeln 7/20/76
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Summary of  Inspectional Findings made in Connection wi th 22-months 
Oral Admin istration Study Conducted in Rats by In du st ria l Bio -tes t, 
Northbrook, I ll in o is  on NAPROXEN

Reference is made here to  Indu st ria l Bio- test  ( IBT) Study No. B7922 
carrie d out fo r Syntex - number RS 3540-249-R-70-P0-TX, submitted by 
Syntex to IND 5281 fo r Naproxen on March 22, 1972.

According to the NDA 17-581 on th is  product, th is  represents the 
on ly long-term safety  study, i. e . the only one ca rried  out fo r a 
major por tion  of an anima l's life span .

’1&
Following a recent  inspec tion  of IBT's lab ora tory reco rds,  we fin d 
th is  study unacceptable fo r the fo llowing  reasons:

1) Lack of an alyt ical  documentation that  the agent on te st  
was ac tual ly  incorporated  in the experimental animals' 
die ts at the prescribed concentrat ion.

2) Ind ica tions that  the experimental animals were ei ther  
m is iden tif ied or misplaced among the various treatment 
groups:

a) many animals recorded as having been weighed al ive 
(some repeate dly)  subsequent to the dates of th e ir  
deaths;

b) extreme body weight changes on successive weighings 
fo r given animals;

c) extreme va ria tio n in body weight with in  any experimental 
group and co ntro ls at any given weighing;

d) several animals being lis te d  as having died repeatedly,  
usua lly wi th d if fe re nt versions of gross post-mortem

. fin ding s;

e) unaccountable discrepancies and corrections in dates of  
death of the experimental animals in d if fe re n t versions 
of  same record or in d if fe re n t records;

3) A complete lack o f any labora tory  records in the areas of 
hematology, blood chemistry, ophthalmoscopic and sl it- lamp 
examinations.
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4) A part ia l lack of  records on:

a) body weight dete rminations (said to have been ca rried  out 
weekly);

b) ur inalys is  dete rminat ions;

c) gross post-mortem observa tions;

d) detaile d his top ath olo gic  findin gs  on a ll  animals that died 
during the study;

•e) ante-mortem fin din gs  such as: presence of tumors, th e ir  
s ite , size, -gfeneral appearance and progress of  growth,

• and the presence of other les ions and abnorma lities.

5) Information submitted in the NDA report which is  inconsis ten t
with the raw data: *

a) average body weights at speci fied  periods of  time;

b) gross observations found post-mortem;

c) his topathologic observa tions;

d) ur inal ys is  re su lts .

6) Other ind ica tions  of  poor practices in the pathology area:

a) between 551! and 601! o f the dead animals being in an 
advanced of  aut ol ys is ;

b) informat ion on gross findin gs  submitted to the examining 
patho log ist  which is  at  variance with that found in other  
record s;

c) fa ilu re  to include in the rep ort  to Syntex a ll  tumors 
and other lesions  noted;

d) inconsis tenc ies between the detai led  tab le on tumors and 
the summary table;

e) lack of  adequate profess ional supervision of  technicians 
during  pathology procedures;

f )  ques tionable, i f  not en ti re ly  inadequate, eva luation  
on safe ty of th is  product by pa tholo gis t.
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7) Improper design of  t4ie study at le ast  in the  area of sampling 
animals fo r u ri n a ly s is ; i f  the  agent on te s t were to  a ff ec t 
some o f the  anim als in a pro gre ssive fash ion,  th is  could  not 
have been c le a rl y  e li c it e d  or co rre lated w ith  anatomical 
pathology find in gs.

8) Questionable averaging o f re su lts  obta ined from in di vi du al  
animals.

9) A genera l lack  of documentation (dates and sig na tures or
in it ia ls )  by persons making en tr ie s or co rrect io ns in labo ra tory  
records o f observation s co lle cted  dur ing th is  study.

I t  seems clea r to  us th a t the  vast  m ajo ri ty  o f the important fin din gs  
li s te d  above cou ld not  have been detected by review of the  repo rt 
prepared by IBT. However, i t  is  f e l t  th a t,  p a rt ic u la rl y  in  view of the 
misg ivings o f Syntex on the in it ia l version of th is  re por t (see enc losure) 
Syntex should have been more c r it ic a l o f the  performance by th e ir  
contract or;  perhaps i f  Syntex had ca rr ied even an approx imation  of  the 
sort  o f au di t and examination of IBT's own labo ra tory  notes  as the FDA d id , 
the  repo rt  on th is  study would li k e ly  not have been submitted as a 
re li a b le  one.

HFD-108/7-20-76
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DEPARTMENT OF  HE AL TH . EDUCA TION. AND WELFA RE 
P U B L IC  H E A LTH  S ER VIC E  

F O O D  A N O  D R U G  A D M IN IS T R A T IO N  
R O C K V IL L E . M A R V LA N O  20*32 AUG 5 1976NDA 17-581

CERTIFIED MAIL
RETURN RECEIPT REQUESTED
Harold C. Anderson, M.D. 
Syntex Corporation 
3401 Hillview Avenue 
Palo Alto, California 94304 
Dear Dr. Anderson:
Reference is made to your New Drug Application (NDA) for 
Naprosyn (naproxen) Tablets, NDA 17-581. Notice is hereby 
given that the Food and Drug Administration intends to pub­
lish in the Federal Register a Notice of Opportunity for a 
Hearing on our proposal to withdraw approval of your NDA 
for this drug. Such action is being taken pursuant to 
21 CFR Section 314.115 because (1) we have reason to believe 
that the application contains an untrue statement of a ma­
terial fact and (2), thus, the drug may be unsafe for use 
under the conditions of use upon the basis of which the ap­
plication was approved. Dr. Carter’s letter of July 23; 1976 
to Dr. Finkel requested an opportunity to meet with us to 
discuss the 22 month rat study before any final recommenda­
tions ensue from the Bureau. Accordingly, before we publish 
such a Notice your request will be honored. You may also wish 
to present any additional information you may have bearing on 
the safety data for naproxen.
Specifically, our proposed action is based upon a recent in­
spection by FDA scientists of the conditions of performance 
and the laboratory records of the 22 month rat study carried 
out for your firm by Industrial Bio-Test of Northbrook, 
Illinois. The results of this study were submitted by you in 
your NDA in partial fulfillment of the requirements to estab­
lish, by substantial evidence, the safety of naproxen.
C2ICFR §31 4.I(c)(2)J, Our scientists concluded that this 
study is unacceptable for the following reasons:

1. Lack of documentation that analyses were performed 
to assure that the agent on test was actually incorporated 
in the experimental animals' diet at the prescribed con­
centration.
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2. Indications that the experimental animals were 
either misidentified or misplaced among the various 
treatment groups:

a. Many animals recorded as having been weighed 
alive (some repeatedly) subsequent to the dates of 
their deaths;

b. Extreme body weight changes on successive 
weighings for given animals;
c. Extreme variation in body weight within any 
experimental group and controls at any given 
weighing;
d. Several animals being listed as having died 
repeatedly, usually with different versions of 
gross post-mortem findings;
e. Unaccountable discrepancies and corrections 
in dates of death of the experimental animals in 
different versions of the same record or in dif­
ferent records.

3. A complete lack of any laboratory records in the 
areas of hematology, blood chemistry, ophthalmoscopic 
and slit-lamp examinations.

4.  A partial lack of records on:
a. Body weight determinations (said to have been 
carried out weekly);
b. Urinalysis determinations;
c. Gross post-mortem observations;
d. Detailed histopathologic findings on all animals 
that died during the study;
e. Ante-mortem findings such as: presence of tumors, 
their site, size, general appearance and progress of 
growth, and the presence of other lesions and abnor­
malities.
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5. Information submitted in the NDA report which is 
inconsistent with the raw data:

a. Average body weights at specified periods of 
tim e;

b. Gross observations found post-mortem;
c . Histopathologic observations;

d. Urinalysis results.
6. Other indications of poor practices in the pathology
ar ea :

a . Between 55% and 60% of the dead animals being in 
an advanced state of autolysis;
b. Information on gross findings submitted to the 
examining pathologist which is at variance with 
that found in other records;
c. Failure to include in the report to Syntex all 
tumors and other lesions noted;
d. Inconsistencies between the detailed table on 
tumors and the summary table;
e . Lack of adequate professional supervision of 
technicians during pathology procedures;
f. Questionable, if not entirely inadequate, 
evaluation on safety of this product by the 
pathologist.

7.  Improper design of the study at least in the area
of sampling animals for urinalysis; if the agent on test 
were to affect some of the animals in a progressive fash 
ion, this could not have been clearly elicited or cor­
related with anatomical pathology findings.
8. Questionable averaging of results obtained from indi 
vidual animals.
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9. A general lack of documentation (dates and signa­
tures or initials) by persons making entries or cor­
rections in laboratory records of observations collected 
during this study.

The Bureau of Drugs' recommendations for animal toxicity 
studies in support of approval for marketing of a compound 
to be given six months or longer in clinical practice include 
an 18 month study in a rodent and a 12 month study in a non- 
rodent. Such a policy has been enunciated in various speeche 
between 1968 and 1972 by Dr. William D'Aguanno, Chief Pharma­
cologist of the Bureau of Drugs, and in his publication en­
titled "Drug Toxicity Evaluation--Pre-Clinical Aspects" (See 
"FDA Introduction to Total Drug Quality," U.S. G.P.O.
No. 1712-00220; also, Industrial Pharmacology, Vol. 1, 
pp. 317 ff., Futura Publishing Co. 1974.)

In the absence of "a long-term rodent study we are not able to 
evaluate the chronic toxic effect of the compound or make a 
proper assessment of carcinogenic potential of the agent.

Neither of the other long-term animal toxicity studies con­
ducted for 12 months in the mini-pig (also by Industrial Bio- 
Test, albeit in a facility other than the one in which the 
rat study was conducted) and 39 weeks in the rhesus, is en­
tirely satisfactory for the determination of chronic toxicity 
since neither was carried out over the major portion of the 
life span of the animals and, because of this, neither is 
satisfactory for determination of carcinogenic potential. In 
addition the limited number of animals studied would also pre 
elude a meaningful assessment of carcinogenic potential. For 
the same reasons clinical trials to date would not be suffi­
cient to determine long-term toxicity or oncogenic potential.

We should like to point out that our scientists observed 
serious deficiencies in the Industrial Bio-Test study as a 
result of only a half-day of inspection, although their in- 
depth analysis of the records did, of course, require sev­
eral weeks. The deficiencies could also have been readily 
detected by your firm and we are disappointed that no attempt 
was made to monitor and audit such an obviously crucial study 
in support of the safety of your drug.

88-938 0  -  77 - 6
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Please respond within 7 days either by phone (301-443-2895) or letter" it you WISH "W meetwith us to discuss the above 
Issues.

Sincerely yours,

J. Richard Crout, M.D.
Director
Bureau of Drugs

Z'-- ' /. ••
cc: .’ ■
NDA-17-581 
HFD-1 
HFD-2 
HFD-1S0 

/HFD-108
TTFIPTSo
GCF-1
MJF inke l: ih /7 /3 0/7 6
R/D in it ia le d  by: C. M. Leven tha l 

W, D'Aguanno 
A. Gross 
W. Gyarfas 
M. Hein 
A, No rris

7/28/76
7/28/76
7/29/76
7/28/76
7/29/76
7/28/76

«
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MEMORANDUM DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLIC HEA LTH  SER VICE  

FOOD AND  DRUG  ADMINISTRATION

to  : Mr. Dale S te lte r,  In ve st igato r 
Waukegan Resident Post 
Chicago D is tr ic t O ff ice

D A T E : AUG 1 0 1976

from : Manfred Hein, HFD-150
M. Adrian Gross, HFD-108

subject: Technical Review of Data to  be appended to  Establishment Inspec tion  
Report (6/2 1-24, 1976)

In du st ria l Biotes t Laborato ries (IBT) Study No. B 7922 ca rried  
out fo r Syntex La bo ra tories,  Palo A lto , CA on Naproxen 
(RS 3540 - 249-R-70-P0-TX) submitted to  IND f i le  5281 and 
NDA 17-581, approved March, 1976.

This study represents the  on ly long-term rodent t r ia l  ca rr ied out 

fo r th is  product according to  inform ation  av ai lable to  HFD-150.

I t  was intended as a ch ron ic to x ic it y  and /or carc inogenesis study 

and i t  was apparen tly ca rr ied out at  IBT between 11/25 /69 and 

9/17 /71, the la s t being the date noted fo r the k il li n g  o f a ll  

su rv iving  animals. The IBT rep ort to Syntex on th is  m u lt i- le ve l 

oral  ad minist ra tio n study in ra ts  is  dated January 4, 1972 and 

the copy submitted to the IND f i le  is  stamped "Received" at Syntex 

on March 3, 1972. Syntex submitted th is  to  th e ir  IND f i l e  under 

cover le tt e r  dated March 22, 1972. I t  is  appended here as

Ex hibi t A.

At the time of the ins pe ct ion we requested a ll  records o f orig in a l 

data and observa tions co lle cted  in connection with  th is  study; we 

were provided wi th  the fo llo w in g:
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Body-weight records co lle cted  on 
individu al  animals pe riod ic a lly

Appended here as Exh ib it B

Food consumption records used in  the 
ca lculat ion o f the dosage administered

Copies o f these  were not 
co lle cted *

Records of  urina ly s is  determinations Appended here as Exh ib it C

Records o f gross observat ions made at 
the post-mortem examination o f the 
animals

Appended here as Exh ib it D

■A

Records of  organ weights co lle cted at 
the post-mortem examinat ion of  the 
animals

Appended here as Exh ib it E

Al ternate records of organ weigh ts 
co llected  at the post-mortem 
examinat ion of the animals

Appended here as Ex hibi t F

Computer-generated records o f organ 
weights co llected  at  the post-mortem 
examinat ion o f the anima ls

Appended here as Exh ib it G

.An orig in a l runn ing log o f gross post­
mortem les ions seen in each animal, 
in chronological order o f deaths

Appended here as Exh ib it H

A corrected version of the above Appended here as Exh ib it I

A record of  the re su lts o f his topa tholog ic 
observa tions made by Dr. Wade Ric hte r 
o f the Unive rs ity  o f Chicago Medical
School , who acted as the co ns ul tin g 
examining pa tholog ist

Appended here as Exh ib it J

A com pilation of times o f death, gross 
and microscopic les ions  fo r  each 
animal in the study prepared by
Mr. James Plank o f IBT; th is  was 
appended to the IBT repo rt  to  Syntex 
and submitted by Syntex to  the FDA; 
although pro pe rly  a pa rt o f Exh ib it A, 
we chose to have i t  appended here.

Appended here as Exh ib it K

The protocol fo r th is  study was submitted 
to  the NDA; since i t  is  mate ria l 
fo r  our discuss ion , i t  is  appended 
here

Appended here a s fx h ib it  L

•



In ad di tion to these,  we were shown and given a copy of a le t te r  of  

tran sm itt a l from IBT to  Syntex o f a ll  ti ssu e  sections and para ff in  

blocks co llected  in connection  with  th is  study.

We were to ld  th at  the fo llo w in g could not be found despite  a determined 

e f fo r t  at  searching and de sp ite  the fa ct th at they probably  ex isted  

during the course o f the study:

Body weight records fo r  each of the f i r s t  eigh t weeks o f 
the study and fo r seve ral weighings th ere after 

Any labo ratory  records o f hematologic determinations 

Any labo ratory  records o f blood chemistry determinations

Any labo ratory  records o f pe rio dic ophthalmology examinations 
or  of the term ina l s li t- la m p examinat ion

For the 160 animals a lle gedly  in th is  study,  we were given records o f 

gross pathology examination  fo r on ly 30 animals (E xh ib it D); Hr. Plank 

explained to  us th at  fo r the  44 animals k il le d  at  the end o f the study 

no such records were prepared; however, th is  s t i l l  leaves 86 

(approximate ly 54%) animals which died dur ing the study fo r which no such 

reco rds were made av ai lable to  us; we were to ld  these could not  be

loc ate d.

We were also to ld  th at no reco rds were kept on the actual leve l o f the 

te s t drug in the d ie t o f the animals as ascer tained by chemical an alys is;  

the  reason fo r th is  is  th at no such determ ina tions were ever  made and 

th is  was due, we were to ld , to  the IBT co nt ract  with  Syntex not  

sp e c if ic a lly  pro vid ing  fo r such analyses.
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1An important general po int to  be made ax the  ou tset is  th a t in on ly 

a very  few instances did  techn icians or  profes sio na ls making records 

o f observat ions sign or in it ia l and date entr ie s o f th e ir  findin gs.

Ante-mortem Observat ions o f the Animals in the Study 

Although the study protoco l (E xh ib it L) provides fo r da ily  observation 

o f the "general  co nd ition  and behavior" o f the anim als,  no sp eci fic  

records o f such observa tions were prov ided  fo r us despite  our repeated 

enqu iries  in to  th is  problem.

However, some o f the body weight records (E xhib it  B) - but la rg e ly  on ly 

those co lle ct ed dur ing the 4th  month and those co lle cted  from the 14th 

through the 17th month o f the study - do have ce rtain  indi ca tio ns  

re fe rr in g  to  inn er  ear in fe c tion, the presence o f diar rhea , unspeci fied  

sickness o f the animals or the development o f tumors. The tumors in 

these observa tions were not fu rther chara cter ize d as to  th e ir  lo ca tion, 

size , ra te  o f growth or  general appearance. In te re s ting ly , such entr ie s 

on the presence o f tumors are v ir tu a ll y  absent a ft e r the 17th month of  

th is  22 month study.

In only one case was an exte rn a lly  v is ib le  lesio n other than a tumor 

noted: th is  was a high -le ve l female (no. 160) fo r  which on 3/6 /70  a 

"sore on the  sid e"  was ind ica ted  on the  body weight record made on that  

date;  at  the  fo llo wing weighing on 3/1 3/7 0 a si m ila r en try  was made 

fo r another  animal in th is  group, no. 159, and no en try  is  made fo r 

animal no. 160 at  th at  date.
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The body weight records in  E xh ib it  B indica te  th at on 1/21/71 two high 

dose females (nos. 144 and 152) developed unspec ifie d tumors; at  the 

next weighing on 2/4/71  the "tum ors"  in  these animals were apparently 

•  no longer observed; however, two other animals in th is  group (nos. 146

and 157) are said to  have tumors at  that  time and fo r these the  tumors 

are said  to have cont inued to  be observed at  othe r subsequent observatio n 

times.

In the low dose group one male (no. 47) and one female (no. 63) each 

are said to  have tumors on 3/10/71 but not at  any other time o f 

ante or  post-mortem observat ion  and no oth er records on such lesio ns  

ex is t fo r the gross or  mic roscop ic examinations fo r these animals.

There are many en tri es  on ante-mortem body weigh ts o f the te s t animals 

recorded fo r dates at  which othe r records indica te  the animals have been 

dead fo r some time. Below are mere ly a few examples lim ited to  the 

co nt ro l group o f animals even though th is  problem is  extens ive 

thro ughout  the enti re  study:

Sex
Animal
Number

Date animal is  
f i r s t  ind ica ted 
as being dead

Subsequent date of 
f i r s t  ante-mortem 
body weight en try

Number o f ad di tio na l 
ante mortem body 
weiqht en tr ies

M 4 01/21/71 02/04/71 0
12 05/15/71 05/24/71 8
13 04/06/71 05/15/71 0
15 10/26/70 02/04/71 12
16 02/04 /70 06/23/71 1
20 03/18/71 06/01/71 4

F 21 06/01/71 07/27/71 0
29 09/28 /70 06/01/71 1

31 10/05 /70 04/21/71 0
32 04/21/71 04/27/71 10
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I t  Is  qu ite  li k e ly  th at  th is  problem ar ises  due to  fa il u re  to  c le a rl y  

id e n ti fy  each animal (ear-punch, toe c li p ,  e tc .)  and th a t,  as a consequence 

o f th is , animals were switched from cage to  cage in an unknown manner, 

i. e . they were misplaced. Indi ca tio ns  th at th is  was a widespread 

problem at least  in  th is  pa rt ic u la r study can be provided by the

v a r ia b il it y  o f recorded weights o f in d iv id ua l animals fo r  some o f the 

successive weighings (see Exh ib it B). Aga in, merely  a few examples 

lim ited to  the contro l group on ly:

Animal
Number Date & weight (gms.) Date & weight (gms.) Date & weight (gms.)

27 07/16/71 - 555 07/27/71 - 370 08/09/71 - 590

34 10/05/70 - 390 10/12/70 - 598 10/20/70 - 403
13 10/05/70 - 528 10/12/70 - 450 10/20/70 - 538

35 03/06/70 - 345 03/13/70 - 263 05/06/70 - 320

Again,  th is  kind of  discrepancy was • noted throughout the length  o f 

the study and in a ll  experimental groups.

In additi on to  th is  kind of extreme va ria tion  in the body weigh t o f any 

given animal wi th  time, there appears to  be marked v a r ia b il it y  amongst 

the body weights of  animals in  any given experimen tal group at  any 

given weighing. This  also could be in d ic a tive  o f the possible  

misplacement o f the animals in th is  study and, as an il lu s tra ti o n ,  

the fo llo w ing are high lighted  here from merely  the co nt ro l group at  

on ly two weigh ings:
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Weights in  grams o f con tro l an imals  a t two we igh ing s
(see E xh ib it  B) -  (We have un de rli ned  the  lowes t and
the  high es t weigh ts  in  each group to  emphasize the range)

Weigh ing on 06/23/71 Weighing on 10 /05/70

Males Females Males Females

765 339 658 392
745 350 612 328
859 547 703 318
785 439 660 589
780 460 803 435
609 475 743 332
808 370 770 407
560 455 625 355
605 670 680 292
814 390 670 390
750 634 790 558
646 705 528

516
800
855
685 

. 660 
• 603

647

357
462
323
483

Ac cording  to  the  pr otoc ol fo r  th is  stu dy  (E xh ib it  L) th ere  should have 

been weekly we igh ings o f the an im als;  fo r  the 22 months o f  the stu dy  

th is  would repres en t ap prox im atel y 100 such weigh ings ; we were given 

reco rds on on ly  32 o f the we igh ing s w ith  the bala nce  o f the se  being 

sa id  to  be not ava ila b le . The miss ing  reco rds have re fe re nc e to  the  

f i r s t  e ig h t weeks o f the  stud y w ith  the  rem ainder  re pre se nting gaps 

o f up to  fo ur months (fr om  the  6th to  the 10th month) o f the stu dy . 

However, the re port  IBT su bm itted  to  i t s  c l ie n t ,  Sy ntex , (w hich , in  

tu rn  sub mitted th is  re port  to  the  FDA) co nta ins group means o f such 

we igh ings fo r each o f the f i r s t  13 weeks o f the  stu dy  and fo r  each 

subsequent month th e re a ft e r.
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I t  1s c le a r to  us th a t none o f the se  problem s could  have been ap prec ia ted 

by any re view er  o f the  re p o rt , e it h e r  a t Syntex o r a t the FDA, sinc e 

the  re p o rt  gi ve s no d e ta il s  on the body we igh ts o f in d iv id u a l an imals  

and no t even a measure o f v a r ia b i l i t y  such as the  rang e,  va ria nce , 

standard de v ia tion  o r sta ndard e r ro r .

Such means o f the  body we igh ts as were re po rted  by IBT to  Syntex (which 

subm itted  the re port  to  the FDA) were la rg e ly  in cons is te n t w ith  the 

equiv a le n t means dis cove red by us in  th e o r ig in a l re co rds we ins pe cted  

a t IBT. Ag ain,  on ly  a b r ie f  example li m it e d  to  me rely th re e we igh ing s 

ou t o f the nearly 100 supposed to  have been ca rr ie d  ou t in  th is  stud y:

O rig in a l body we igh t reco rds (E x h ib it  B) d is c lo se the fo llow in g  

means: (w eigh ts  in  grams)

MALES________ '  FEMALES
mg/kgm group /8  wks. 

17 W T0
9 wks.
T/ 30 /70

17 wVsT/
2/ 20/7 0

/8  wk"s. " 
1/20 /70

9 wks. 12 wks. /
T 7 W 7 O ~ 27W 7o

0 401 429 474 257 270 287

2 399 433 486 246 267 283

10 405 440 490 254 267 281

30 389 419 476 247 261 270

Report subm itte d to  FDA (E x h ib it  A) d is c lo ses the  fo ll o w in g  means (gms 
fo r  each sex and fo r  the  tim e pe riods as li s te d  in  the columns above:

0 321 364 454 225 238 281

2 341 375 460 220 231 275

10 341 374 462 219 230 270

30 340 367 455 210 221 260
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I t  is  clea r th at the re seems to  be l i t t l e  t f  any re la tionsh ip  between 

these two sets  o f means which are supposed to  be id en ti ca l.  We asked 

Mr. Plank o f IBT who was the person who prepared these tables  in the 

fi n a l re po rt , but he seemed vague on th is  subject and could  not re ca ll 

ex ac tly  who th is  might have been beyond the fa c t that  i t  was probably 

some tec hn ician . As can be seen on page 4 o f Exh ib it A, Mr. Plank, the 

Senior Group Leader o f something ca lle d Rat Tox ic ity  a t IBT, approved th is  

re po rt.

C lin ic a l Pathology Procedures

As mentioned e a rl ie r , although  the study pro toc ol (E xh ib it  L) and the 

fi n a l repo rt submitted by IBT have reference  to  hemato logic determ inations 

and to  blood chemis try assays o f var ious sorts , the fi rm  could produce fo r 

us no evidence whatsoever in  the form o f o rig in a l labo ra to ry  records th at  

these were actu ally  ca rr ie d ou t.

As fo r u rina ly s is  procedures, the study pro tocol ca lle d fo r determ inations 

on a ll  high leve l and co ntrol animals and on ha lf  o f the remaining animals 

(10/sex /group) in the study. The fi n a l repo rt (E xh ib it A) indica tes that  

on ly five  animals o f each sex in each group were u ti li z e d  fo r th is  purpose. 

The orig in a l labo ra tory  notes  (E xh ib it C) however, disc lose  th at 10 animals 

o f each sex in each group were actu ally  used. Lest one conclude th at  

c ri ti c is m  on th is  po int is  not  warranted (s ince i t  is  more re lia b le  to 

conduct tests on a large  ra th er than on a small sample) i t  may be worth 

mentioning  that  the repo rt ind ica tes on ly the mean values o f these pe rio dic 

urina ly s is  determinations. I f  one is  led to  be lieve  th at these means are 

based on samples o f fi ve  anima ls (as the IBT fi n a l repo rt does), but in 

re a li ty  they are ca rri ed  ou t on samples o f size ten,  the v a r ia b il it y  or
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standard de via tio n o f such means w il l be au tomat ical ly  reduced, by a fa cto r 

o f square root  of two; thus the poin t can be made th at the means w il l 

show less  v a r ia b il it y  w ith  time  at  le ast p a rt ly  due to  the fa ct th at a

reviewer is  being misinformed on the  true  size o f the sample on which such *

means are based.

Mean values derived from readings on in div id ual animals are questionably  «

computed p a rt ic u la rl y  with  reference to  albumin and globulin  on which

occasional animals show tra ce  or  posit iv e  values. Even when the read ings

are s t r ic t ly  numerical (as in  the case o f the ur ine  volume) some o f the

values presented in the fi n a l re po rt  (E xh ib it A) are fa lse when viewed

against what the labo ratory  notes in d icate . For example, a t 3 months the

mean volume o f urine  fo r 24 ho’urs fo r  the medium-level males is  indica ted

In Exh ib it C to  be 14.5 ml but  rep orted in Exh ib it A to  be 15.9 ml.

S im ila r inconsis ten cie s between means computed in the labo ra to ry  and those 

rep orted by IBT occur fo r  the  spec if ic  g ra v ity  of the ur ine of  high leve l 

males at  3 months, and fo r both albumin and g'lucose o f high -le ve l females 

and o f co nt ro l animals at  9 months.

Although the fina l repo rt o f IBT (E xh ib it  A) re fe rs  to  urina ly s is  

determinations at  22 months of the  stu dy, the re is  no evidence in  the  form 

o f labo ra to ry  notes th at  these were actu ally  ca rr ied ou t.

The study pro tocol (E xh ib it L) ca lle d  fo r baseline u rina ly s is  o f the  e

anima ls before exposure to  the te s t agent was in it ia te d . This was not 

ca rr ie d ou t.
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Perhaps the most imp ortant im prop rie ty o f the urina ly s is  determination s is  

th at although these were ca rr ie d out approximately fo ur times a ye ar , not 

necessari ly the same animals were used each tim e; even i f  the same animals 

were used, one cannot put  sequent ial readings in to  any correspondence wi th  

any given anima l. Thus, i f  the te s t agent were to  a ffec t the ur inar y tr ac t 

o f some o f the animals in  a given tretament group and i f  th is  e ff e c t were 

non-reve rsible or  progressiv e with  time , there would be no way such ma nifes tat ion  

o f to x ic it y  could be c le a rl y  e li c it e d  or  re la ted to  any anatomic les ions 

discovered on patho log ic examination.

Since the inspection  at  IBT was completed we have requested by telephone from Syntex 

a l i s t  o f a ll  sec tions o f tis su e from th is  study which had been received there 

from IBT. This was prov ided  fo r  us by Syntex under cover le t te r  dated Ju ly 20th, 

1976 and i t  is  appended here as Exh ib it M.

Disp os itio n o f the animals in  th is  study

Comparison o f Exhibi ts H and I reveals th at a copy o f the o ri g in a l log o f gross 

observations had been correcte d a t a subsequent date. Although we asked fo r the 

circumstances or  ju s ti fi c a ti o n s  fo r  these co rre ct ions  at'I BT  during an in te rv iew 

w ith  Mr. Plank,  he could not c la r if y  these fo r us. What are some o f these

co rre ct ions  ?
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O ri g in a l Version  (E xh ib it  H)

Animal  136 the date o f whose necro psy 
is  give n as 12 /08 /69  is  sa id  to  be 
TBD/TDA meaning "too ba dly decomposed/ 
te chnic ia n destroyed an im al. "

Anima l no. 360 in  th is  stud y is  li s te d  
to geth er w ith  a date fo r  i t s  ne cropsy- 
th ere  were on ly  160 an imals  in  th is  
stud y and they  were numbered sequen­
t i a l l y  from 1 through  160.

Correcte d Version  (E xh ib it  I)

The e n ti re  en tr y  fo r  th is  animal 
has been struck  th ro ug h w ith  a wavy 
li n e  as i f  no in fo rm ation  on th is  
anim al is  a va ila b le .

The number o f th is  animal is  st ru ck  
throug h and is  re plac ed  by a new 
number -  160 -  fo llo w ed by a 
qu es tio n mark.

Three anima ls - Nos. 109, 24 , & 25 -  have 
a symbol o f "p " in  fr o n t o f th e ir  • 
numbers.

Al thou gh , as ex pla ined , th e re  were 160 
an imals  in  th is  stu dy  numbered unique ly  
from 1 through 160, the o r ig in a l ve rs ion 
has re ferenc e to  animal no. 87 hav ing  
been examined post-mortem on 3 /3 /7 1 ; 
two li n e s  below th is  en tr y  th e re  is  
an othe r en try  fo r animal 87 having 
been examined post-mortem e ig h t days 
la te r  -  3/11 /71;  to  d is ti n g u is h  these 
two a no ta tion  o f "a " and "b " had been . 
placed  op po si te  the se e n tr ie s .

The ;3 symbols are missing  here.

The "a " and "b " are gone here;  the 
number 87 has been l e f t  unchanged 
in  both e n tr ie s  bu t the second 
e n tr y  is  now fo llo w ed by a 
qu es tio n mark.

Anima l 102 is  said to  have been 
examined post-mortem on 6/24 /71  a t 
which tim e a maximum score  o f 4 has 
been given to  the  sta te  o f decom­
po s it io n  o f i t s  ca rcass. No gro ss ly  
observa ble  le si ons or oth er marks are 
noted  fo r  th is  an im al ; seven li n e s  
below th is  en try the same animal is  
sa id to  have been examined post-mo rtem 
36 days la te r  when the  score fo r  decom­
po s it io n  o f the  carcass in  o n ly  3 and 
th is  tim e the  animal is  re ported to  be 
a"mis-sexed fem ale , marked male'.* The 
anim al is  also  sa id to  have pneumonia 
scored w ith  a seve ri ty  o f 3 and the  
stomach is  noted as be ing hemo rrh ag ic.  
The two en tr ie s  have been d is tingu is hed  
by the symbols "a " and "b ".

The "a " and "b " d is ti n c t io n s  are 
.no t pres en t here  bu t the second 
e n tr y  has been supp lemented by 
a qu es tio n mark; a l l  ot her  
in consis te nci es are l e f t  un reso lve d.
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Certa in inform ation  is  given on 
animal no. 54.

Twelve females from the low- leve l 
group are lis te d  as having been 
k il le d  at  the te rm inat ion o f the 
study; the l i s t  does not  inc lude 
animal no. 73.

Animal no. 20 is  li s te d  as having been 
examined post-mortem on 3/11/71 when 
no les ion s or oth er remarks are noted 
except fo r the carcass being too 
badly decomposed and th at the  tec h­
nician  destroyed the animal; almost 
fi ve  months la te r (8/3/71)  th is  
animal died again when the  state o f 
decomposition o f it s  carcass rates  only 
a score of  2, but th is  time it s  lungs 
are described as being hemorrhagic 
(grade 3) , the mesenteric nodes 
congested wi th  blood, the p it u it a ry  
has an adenoma the size o f a large pea 
and there are two tumors: one in the 
ri g h t a x il la ry  reg ion and one in the 
lower le f t  abdomen.

The number o f th is  animal has 
been corrected to  58.

13 such animals, inclu ding  no. 73 
are lis te d  here as having been 
k il le d  te rm in a lly  from th is  
group.

None o f these discrepancies were 
cor rec ted  in the  rev ised version  
o f th is  reco rd.

Animal no. 40 is  said  to  have suf fered • 
a "ble eding death" meaning th at i t  died 
ac cidenta lly  dur ing  bleed ing . The 
date of death or  post-mortem examinat ion 
is  not  given and nei th er  is  i t  given in 
the  pa tho log ica l observat ion  sheet fo r 
th is  animal (one of  the few th at were 
made av ai lable to  us ). However, the 
weight records on th is  animal (E xh ib it B) 
indi ca te  th at  th is  animal probably  died 
between 1/30/70 and 2/2 0/7 0, i. e . at  a 
very ea rly  stage of the study.  But no 
"bleed ings" were ca rri ed  ou t at  times 
othe r than the conclus ion o f the 22 
months observa tion period.

The mysteries  associa ted wi th  th is  
animal are not c la r if ie d  in the 
cor rec ted  version o f th is  reco rd.
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Animal No. 119 is  said to  have been 
presented fo r necropsy on 6/2/71 at  
which time i t  was said to  be "too 
badly decomposed and no tis sues  were 
taken." Two and a half  months la te r  
presumably th is  animal died again since 
the necropsy dated 8/18/71 dis clo sed th at 
the state o f decomposition o f it s  carcass 
is  now on ly a grade 4 (there is  no 
no ta tio n of the technician having 
destroyed the  animal) and the lungs 
th is  time are described as being 
hemorrhagic (grade 3).

Animal No. 122 is  li s te d  as having been 
examined post-mortem on 7/30/71 and the re 
are no remarks eith er on the state of 
decomposition of  it s  carcass or on any 
gross les ions  being present . Another 
en try  on another page of the same 
record again li s ts  th is  animal fo r  the 
same date - 7/30/71 - but here the  state 
of  it s  decomposition is  rated as 3 and als o 
there  are notes on fa tt y  degeneration o f 
the li v e r ,  a ra ther  marked pneumonia and 
a ra th er  marked pneumonia and a hemorrhagic 
stomach.

The corrected version  o f th is  
record again is  not he lp fu l 
here.

The same incons istencie s are 
s t i l l  present in the  correc ted 
version o f th is  record .

The f i r s t  item considered here was animal 
no. 136 which was noted as having been 
examined post-mortem on 12/8/6 9; another  
en try in the  orig in a l version o f th is  
record li s ts  th is  animal as having been 
examined post-mortem on 2/15/71 or  more 
than 14 months la te r.

In ad di tio n to the inc onsis tenc ies  between

As mentioned above, in the  corrected 
version o f th is  reco rd the  en try  
was e n ti re ly  struck  through wi th 
no ad di tio na l expla na tions ; the 
second en try is  le f t  unchanged in 
the cor rec ted  vers ion.  In 
response to  a question from us.
Mr. Plank o f IBT volunteered the 
opinion th at fo llo wing the death 
of  the o ri g in a l animal numbered 
136, another animal was subs titute d 
fo r i t  and given the  same number.
He could not  po int out  any writ ten 
record to  th is  e ff ec t.

two versions o f the same record

we are present ing below some examples o f other inc onsis tenc ies  re la ti n g  to 

dates of death o f the animals in  th is  study. This tim e, however, we shall  

add it io na lly  address the ma tte r o f po ss ib ly fa lse inform at ion  submitted to 

the sponsor (Syntex) which caused the la tt e r  to submit such po ss ib ly fa lse 

inform at ion  to the FDA in support o f an IND and an NDA. Again, th is
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does not const itu te  an exhaustive  l i s t  o f a ll  such ir re g u la r it ie s , but 

merely a set of  a few examples which we judge to  be su ff ic ie n t to  al low 

one to  draw some conclus ions  on the qua li ty  o f th is  work.

In the fo llo wing l i s t ,  where we compare en tr ies made in a varie ty  o f 

records, we shal l have refe rence to  ante-mortem body weights co lle cted  at  

ce rtain dates (E xh ib it  B), the gross observatio ns made at  the time of 

necropsy o f these animals as ind ica ted in Exh ib it D, the log o f such 

observa tions (E xhib it  H) which, we were to ld , is  based on the sheets 

given under Exh ib it D, the inform ation given by IBT to  th e ir  co nsul ting 

patho logist , Dr. Rich te r (E xh ib it J) and, f in a ll y ,  Exh ib it K which, 

as stated  at the ou tset  here, represents the comp ila tion which IBT submitted 

to Syntex in th e ir  fi n a l rep or t and which Syntex, in  tu rn , submitted to 

th e ir  IND f i le  and to  th e ir  NDA.

Control Males

Dr. Ric hte r was given the time to  death o f on ly two o f the twenty animals 

in th is  group: No. 18 which is  said  to  have died a ft e r  4 months and No. 20 

which is  said to  have died a ft e r 2 months. Inform ation  sent to  the FDA 

indica tes animal No. 18 to  have died a ft e r 21 months, and fo r animal No. 20 

no time to  death whatsoever is  given. There are no pathology sheets fo r 

17 out of the 20 anima ls in this  group and the log record  does not acocunt 

fo r the time to  death or  date o f death fo r  5 o f the 20 anim als: Nos. 2, 6, 

7, 8, and 15. Patho logy sheets fo r a ll  fi v e  o f these animals are also 

missing. No time to  death is  given in the fi n a l repo rt  (E xh ib it K) fo r 

animal No. 15. For animal No. 2 the re is  no o ri g in a l en try of date o f death 

but the fi n a l repo rt  indica tes 9 months to  the death o f th is  anim al; 

the body weight rec ord s, however, indica te  th at th is  animal was a liv e  on

88-938 0  - 77 - 7
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l
10/26/70, 11 months in to  the study. Ess entia lly  the same is  true  o f

animal no. 7 reported to  the FDA to  havi died a ft e r 16 months or  near the
P

end o f March> 1971; body weight rec ord s, however, in dica te  th is  animal 

to  be a liv e  as la te  as 7/27/71. An even more g la ring discrepancy exi st s 

fo r animal No. 9 which is  said  to  have died  a ft e r 19 months in  the fi n a l 

re port ; but both the pathology sheet on th is  animal and the log  book 

indi ca te  a death a ft e r less than 7 months.

Contro l Females

Dr. Rich ter was given the time to  death o f none of the 20 animals in 

th is  group. There are pathology sheets on on ly 3 o f these animals 

and the  log notes omit any refere nce to  animals no. 21, 29, and 38.

The inform at ion  submitted to  the  FDA con tains among othe r th ings : th at 

animal no. 21 surv ived only to  6 months when body weight records 

indica te  i t  was a liv e  on 7/27/71 (some 20 months of the stud y); 

th at animal no. 23 surv ived  to 16 months when the log  notes Ind ica tes 

necropsy on 3/24/70 (some 4 months o f the stud y) ; th a t animal no. 26 

survived to  14 months when three  othe r records (E xh ib its  B, D, and H) 

a ll  indi ca te  death in January 1970 (le ss  than 2 months o f the stud y) ; 

th at  animal no. 38 surv ived  to  on ly  12 months when Exh ib it  B indica tes 

a body weight being recorded on 4/27/71 (some 17 months in to  the stud y).

Low Level Males

Dr. Rich ter was given the times to  death of on ly 3 o f the  20 animals 

in th is  group and i t  is  in te re sting  to  compare these with  what is  

reporte d to  the FDA:
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Inform ation  to  Dr. Ric hte r 
Animal No. by IBT (E xh ib it  J)______ ;

Final Report by IBT 
(E xh ib it  K)

51 4 months 12 months

55 4 months 11 months

59 3 months 20 months

There are pathology sheets  fo r on ly 3 of the 20 animals in th is  group 

and the log omits any reference  to  animal nos. 42, 43, 47 and 49, 

a ll  o f which have missing  patho logy sheets. Yet fo r each o f these 

a d e fi n it iv e  time to death is  reported by IBT; one wonders what 

is  the source of such informat ion and how re lia b le  i t  is . For 

animal no. 49 the time to  death in the fi n a l repo rt is  given as 

20 months ye t the body weight records fo r th is  animal indicate  no 

measurements a ft e r 10/26/70  - 11 months in to  the study.

The discussion above covers on ly 3/8 or  s li g h tl y  rhore than on e- th ird  

o f the animals in  th is  study; ess entia lly  the same problems exi st  

with  the oth er 5/8 of the anim als, but i t  would serve l i t t l e  to  give 

any ad di tio na l exhaustive  de ta ils  on these.

Pathology Operations

A. The matter  o f decomposition of  carcasses

There are 96 entr ie s fo r dead animals in the  runn ing log of 

pathology observat ions (E xh ib it H) and 43 or 44 entr ie s fo r 

su rvi vors k il le d  at  the end of the 22 months observat ion 

per iod . Their  sum fa ll s  somewhat short  o f the to ta l o f 160 

animals in th is  study - many animals are not accounted fo r 

whatsoever and severa l instances of m ulti p le  entr ie s ex is t fo r the same 

animal as has already been demonstrated here.
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From among the 96 en tries  fo r dead an imals , on ly 22 have no notes 

on some kind  o f decomposition sta te o f the carcass; 18 are graded 

wi th a score from 1 to  4 on the severi ty  o f such decomposit ion 

(14 with  a score o f 3 or 4) and 55 o f these 95 en tr ie s, or 

app roximately 58%, ca rry  a note "TBD" meaning "to o badly decomposed."

I f  th is  kind  o f inform ation were dis clo sed in the repo rt  prepared 

by IBT which was submitted to  the FDA (and we would prop er ly expect 

th is  sort  o f th ing to  have been so dis clo sed) , i t  would have been 

su ff ic ie n t to  inva lid at e th is  study as patho logy prac tic es  such as 

these are completely unacceptable.

For a ll  but 7 of  these 55 entr ie s marked TBD, the re is  the companion 

note TDA meaning "technicia n destroyed an imal" ; fo r the balance of 

the 7 cases there is  the no tatio n NTT meaning "no tis sues  taken" 

which indica tes that  no tis su e sections fo r histop atho logic examination 

were co lle cted . Yet fo r two o f the  animals with  th is  pa rt ic u la r 

no tat ion  (NTT) - nos. 119 and 22 - re su lts  o f histop atho logic 

observations are given in  the re po rt  submitted to  the FDA (see 

Exh ib it K). As to  what animals are ac tu a lly  the source o f the 

tissues  represented as belonging to  numbers 119 and 22 is  

anyone's guess.

For those 48 en tri es  marked "TBD/TDA" i t  can be reasonably  expected 

th at  a less than complete necropsy examination was ca rr ied out  and 

th at  any abnormali ties observed would have to  be modified by the 

advanced sta te of decomposition o f the  carcass. These expecta tions ,
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however, did  not deter  IBT from presen ting  in the fi n a l re po rt  submitted 

to  the  FDA a l i s t  o f gros sly observable lesio ns  in these animals.  No mention 

whatsoever is  made there o f the advance a u to ly ti c  changes. We do not know of 

any pa tholog ist  who would be as bold as to  state th at an animal has "pneumonia" 

or  pulmonary "conge stion" given th at  a carcass is  "to o bad ly decomposed" since 

of ten au to ly tic  or  hy po sta tic  changes mimic these very same co nd ition s.  We 

are also wondering as to  what pa tholog ist  made such diagnoses in these animals 

given th at  the "te ch nician  destroyed an imal, " a no ta tio n present fo r 48 of 

these 55 entr ies.  The fo llo w ing is  a l i s t  o f on ly some o f these animals: 

numbers 82, 90, 85, 50, 5, 117, 133, 45, 16, 157, 103, 13, 76, 89, 136,

148, 23, 31, 144, 41; they  represent  examples from a ll  e ig ht experimental 

groups - four  trea tment leve ls  (in clu ding  co ntro ls ) fo r  each o f the two

sexes.

B. The unreported tumors and suspected tumors

Even more ser ious are instances where e ither or  both the post-mortem pathology 

sheet (E xh ib it D) and the  running long (E xh ib it H) o f anima ls dying during  

the study with  important les ions  dis clo se  the presence or  suspected presence 

of tumors. Yet no such inform ation  was given to  the pa tholog is t who examined 

the tissues  (E xh ib it J) and his repo rt on histop atho logic observat ions makes 

no mention o f any such lesion s or  IBT did  not provide such inform ation  in the 

fi n a l repo rt to Syntex which the la tt e r  submitted to  the FDA. Examples: 

a) A p it u it a ry  gland adenoma fo r animal No. 59 (a low- leve l male)

which is  also said to  have had th yr oid  glands "enlarge d 2x“ (E xh ib it H): 

the la t te r  may indi ca te  the presence of  yet ano ther tumor.
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b) animal No. 20 (a co nt ro l male) Is said to have had a p it u it a ry  

adenoma the size o f a la rge pea, (E xh ib its  H, I and D); ye t no 

inform ation  on th is  is  given to the pa tholog is t (E xh ib it  J ).

From whatever sections (a lle ge dly  from th is  male anim al) were 

sent to the pat ho logist  fo r  exam inat ion,  he concluded th is  was a 

female animal (E xhib it  J ) . The l i s t  o f these sectio ns sent to 

us by Syntex (E xh ib it M) includes ov ar ies.  Yet IBT's re port  to 

Syntex (E xh ib it K) prepared a ft e r rece ivi ng  the path olo gis t's  

re po rt , c le arl y  indica tes th is  animal to be a male and makes no 

mention of  e ithe r the p it u it a ry  adenoma or of the mammary 

adenocarcinoma noted fo r  i t .  The tumor table fo r in div id ual 

animals (page 58, Exh ib it  A) does l i s t  the adenocarcinoma o f the 

mammary gland, bu t not  the  p it u it a ry  adenoma and i t  attempts  to 

mainta in the fi c ti o n  the tissu es  from th is  animal were those

o f a male. A second exte rn a lly  v is ib le  tumor (E xh ib it  H) is  not 

reported upon by IBT.

c) Another example o f a p it u it a ry  adenoma which was observed grossly  

but  not reported e ithe r to  the pa tholog is t or  in  the fi n a l repo rt 

submitted by I8T(Ex hibi ts  A and K) was in  animal No. 18. No 

sections whatsoever fo r  th is  animal were sent to the path ologis t.

d) Animal number 111 (a m id-le ve l female) is  reporte d by the 

pa tholog ist  (E xhib it  J)  to  present  a manmary adenocarcinoma. This 

inform ation  was with he ld by IBT from it s  fi n a l repo rt (E xh ib it  K 

and Exh ib it A - de ta ile d tumor ta b le ).

e) Animal number 66 is  indica ted (E xhib it  H) to have had a large  

fib rous  tumor in  the lung "a ffecting a ll  le f t  lobes,  23.95 gms." 

The same is  given in  the post-mortem pro tocol (E xh ib it  D). No



mention is  made in e ither o f these two reco rds o f any manmary 

tumors. Hoever, no inform at ion  on any lung tumors is  given to  

the pa tholog is t (E xh ib it J)  who, amazingly, repo rts  fo r th is  

animal a ...manmary fibroadenoma. The fi n a l repo rt prepared by 

IBT (E xh ib its  A and K) re fe rs  on ly to  the  manmary tumor.

A sp lenic tumor and extramedul lary  hematopoiesis are indica ted 

by the  pa tholog ist (E xh ib it J) fo r animal 149 (a high -le ve l 

female) and th is  also  appears in  the fi n a l repo rt (E xh ib it K) 

but the  tumor table on page 59 (E xh ib it A) ind ica ted  th at  

ex trame dullary hematopoiesis it s e lf  is  a tumor, an unacceptable 

find in g.

A po ss ible tumor to the le f t  adrenal was present in animal 25 

(a co nt ro l female) which in Exh ib it H is  said  to  be enlarged 

three times the size  o f normal. The fi n a l repo rt prepared 

by IBT (E xh ib it K) does not  mention even the grossly  observed 

change.

A p it u it a ry  adenoma was ind ica ted fo r animal No. 109 (a mid­

leve l fem ale ), This  was not ve ri fi ed  m icro sc op ical ly , and no 

informat ion on th is  tumor appears in the  tumor table (page 59 

o f IBT 's fi n a l rep or t (E xh ib it A).

A lympha tic tumor weighing 4.5  gm is  indica ted fo r animal 

140 (a high lev el  male) on Exh ib it H. The pa tholog ist repo rts
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on mic roscopic examination a thymoma (w ith  a question  mark) fo r  

th is  animal (E xh ib it  J) but no in form at ion on the  lymphatic tumor 

observed gros sly  is  given to him. The fi n a l repo rt  produced by 

IBT ca rri es  no mention of e ither the lymphatic or  the thymic tumor 

in  Exh ib it K and only o f the unconfirmed lym phatic tumor in  Exh ib it 

A.

j )  P itu it a ry  tumors may have ex isted  in  a number o f the su rv iving  

animals - none o f these were reported by IBT in  Exh ib it A - 

where the ta ble of indiv id ual tumors is  presented on pages 58-

59:

Animal No. Notes in  Exh ib it H

1 p it .  enlarged 5x

12 p it .  adenoma lOx

17 p it .  adenoma

30 p it .  adenoma +1

33 p it .  ad. 2x

35 p it .  ad. +2

98 p it .  e n l. 3x

The path olo gis t was not informed o f the grossly  v is ib le  changes 

in  any o f the seven instances above and no re su lts  of histop atho logic 

observa tions are given in  any o f these cases. Another un se ttl ing 

observat ion  to be made here is  th at fo r th is  se t of  su rvi vors as 

many as 5 o f on ly 16 (31.25%) co nt ro l animals are said  in  Exh ib it H 

to have p it u it a ry  adenomas but only 1 o f 27 or 28 (3.7% or  3.35%) 

tre ated  animals are in  th is  categ ory , a red uc tion approximately

8 .5 -fo ld .

k) For animal 77 (a low- leve l female) three exte rn a lly  v is ib le  tumors
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are indica ted in  the lo g(E xh ib it  H). Only one o f these tumors, 

however, is  reported in  IBT's  fi n a l repo rt (E xh ib its  A and K).

l )  A mammary tumor measuring lxlx»5" is  reporte d in  the le f t  abdominal 

region o f animal No. 110 (a mid-le ve l female) - see Exh ib it H.

No in fo rm at ion or  tissue on th is  tumor was conveyed to the pa th ologis t 

(E xhib it  J) but Exh ib it K does mention the presence o f th is  tumor. 

However table XXXII on pages 58-59 of the fi n a l repo rt (E xh ib it  A) 

has no refe rence to  th is  pa rt ic u la r le sion .

m) The mesente ric lymph nodes are mentioned in  the log o f patho logy 

(E xh ib it H) to be "swollen 100 x normal or  more" (a featu re almost 

beyond b e lie f)  and the spleen enlarged +2 fo r animal No. 152 (a high - 

lev el  fem ale ). This sounds su sp iciou sly  li k e  a m ult ic en tr ic  lymphoid 

tumor, li k e ly  malignant . Yet the path olo gis t's  repo rt (E xh ib it  J)

is  s il e n t on both the gross and the mic roscop ic fea ture s o f th is  

lesio n and so is  the fina l repo rt (E xh ib its  A and K).

n) A lymphosarcoma of the lung is  reporte d fo r  animal 83 (a mid- lev el 

male) in  Exh ib it  K but not in  Exh ib it A of the fi n a l re po rt.

o) A tumor -li ke  growth in  the lung is  reported (E xh ib it  K) only grossly  

fo r animal 127 (a high -le ve l male). No mention o f th is  appears in 

the fi n a l repo rt (Tumor table,  pp. 58-59,  Exh ib it A) and no 

inform ation  on th is  or  any tis sue sec tions were sent to the pa tholog is t 

(E xh ib it J ).  Syntex has no sl ides  on th is  animal (E xh ib it M).

C. Here examples o f othe r ir re g u la r it ie s  in  repo rti ng  pathology observa tions .

a) None of a mul titud e of  gross abnormali ties described in  Exh ib it H 

fo r animal 59 (a low -leve l male) were reported to  the pa tholog ist 

(E xh ib it J) and on ly a po rtion  o f these is  rep orted in  the fi n a l
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repo rt (E xh ib it K),  some in corr ectly .

b) Ess en tia lly  the  same is  true o f animal 122 (a high -le ve l male).

c)  No gross les ion s are reported in the fi n a l repo rt  (E xh ib it  K)

fo r animal 118 (a mid-leve l female)  even though some are ind ica ted  

in Exh ib it H. Exh ib it J also makes no mention o f these;  in the 

la t te r  i t  is  also implied  th at the  esophagus, the p it u it a ry  gland 

and the sa liv ary  gland were not  examined microsc op ical ly  since 

a stra ig ht lin e  is  drawn through the space fo r each of these; 

Exh ib it M however dis clo se s th at sec tion s of these three  tissues  

were in fa ct prepared.

d) Exh ib it H disc los es  th a t no gross changes were noted fo r animal 

94 (a mid-level ma le) ; ye t the fi n a l repo rt by IBT (E xh ib it K) 

ind ica tes th is  animal to  have had pneumonia.

e) The gross les ions indica ted in  the IBT fi n a l repo rt (E xh ib it  K) 

fo r animal No. 20 (a co nt ro l male) are much fewer and d if fe re n t 

than those given in  the in te rn al records found at IBT (E xh ib its  H 

and D); Exh ib it K has refe rence only to pneumonia whereas Exhib its  

H and D do not indi ca te  pnuemonia but  ra ther  severe hemorrhage in 

the lungs, mesenteric lymph nodes congested,  p it u it a ry  adenoma 

the size o f a large  pea and two tumors, one in  the a x il la ry  region  

and one in  the abdominal reg ion .

f)  For animal 86 (a m id-le ve l male) the path olo gis t’ s repo rt 

(E xh ib it J) indic ates  severe auto ly si s, chron ic focal my ocardi tis , 

p e ri a r te ri ti s  in  the tongue, pyelon ep hr itis  and inflammation of the 

pro sta te with  the trachea , esophagus, the p it u it a ry , adrenal and 

sa liv ary  glands being indica ted as not having  been examined; the
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IBT fi n a l repo rt however (E xh ib it K) re fe rs  to  the  myo ca rd itis , 

the pro sta tic in fla mna tio n,  and the p e r ia r te r it is ,  but not  to 

the py elon ep hr iti s or  to the sections not  examined; in  exchange, 

apparen tly, i t  also ind ica tes  a grade 3 chron ic re sp irato ry  

disease in  the lung as we ll as eros ion  and c a lc if ic a ti o n  in  the

stomach, none o f which were recorded by the path olo gis t.

g) For animal, number 18 (a contro l male) we have the fo llo wing 

comparison:

In te rnal  IBT records Report submitted to FDA
(E xh ib it H) (Exh ibit k)---------------

lungs -  pneum. +3 lungs - pnuemonia
consol. +3

p it .  - s it .  ad. -  bloody 
le f t  ear - inne r ear in fe ct io n

h) For animal number 22 (a control female) we have another  comparison:

In te rnal  I BT records 
(E xh ib it H)

Gross
Too badly  decomposed 
No tissue s taken

His top ath ologic
Despite  the note th a t no tissues  
were co lle cted  fo r  his topa tholog ic 
examination, th at there is no repo rt 
on histop atho logic obse rvations by 
Rich ter (E xh ib it J ) , and that  the 
l i s t  o f sec tion s sen t by IBT to 
Syntex indic ates  no such sections 
fo r th is  animal (E xh ib it  M)

1) For animal No. 87 (a mid-level male)

Report submitted to FPA
(E xh ib it  K)

Gross
Lung - hyperemia 
Lymph nodes - congestion 
Adrenal glands - enlarged

Histopatho log ic 
Chronic tr ach e it is  
Chronic re sp irato ry  disease 
Chronic nephri tis

no gro ss ly observable les ions

are recorded in  IBT's own records (E xh ib it  H) ye t the fi n a l rep ort 

(E xh ib it K) has refe rence to abscesses in  the lung.
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j )  For animal No. I l l  (a mid-le ve l female) no grossly  observable 

les ions are recorded in  IBT's own records (E xh ib its  H and J) ye t

the fi n a l repo rt (E xh ib it  K) has refe rence to congestion  and abscesses 

in  the lung as we ll as stomach ulce rs . In ad di tio n to the mammary 

adenocarcinoma reported by the pa tholog is t fo r th is  animal (E xh ib it J) 

which we have signalle d already is  miss ing from the fi n a l repo rt by 

IBT (E xh ib its  K and A) the  fi n a l IBT repo rt (E xh ib it  K) also fa il s  

to l i s t  other mic roscop ic fin ding s by the pa tholog is t such as chronic 

resp ira to ry  disease,  a grade 2 m etr it is  and te langi ec ta sis o f the 

adrenal gland.

k) For animal 143 (a hig h-leve l male) in te rn al IBT records (E xh ib it H) 

l i s t  fo r gross changes grade 3 hemorrhage and grade 3 consol idat ion 

in  the lungs and the mesente ric lymph nodes being swo llen and 

hemorrhagic; The fi n a l IBT repo rt (E xhib it  K) li s ts  on ly "hyperemia" 

fo r the lung .

m) The same problem o f no t repo rti ng  a ll  gross les ions observed is 

present also fo r animal 25 (a co nt ro l female): both adrenal glands 

hemorrhagic (grade 3 ),  le f t  one enlarged 3x, lungs hemorrhagic +2, 

ce rv ical  nodes hemorrhagic +3 - compare Ex hibi ts  H and K.

n) An apparently  f ic t it io u s  pneumonia is  reporte d by IBT fo r animal 99 

(a mid-level male) - Exh ib it  K - since Exh ib it H makes no mention o f 

such a lesion . The same is  true with  resp ect  to stomach ulcers  fo r 

animal 129 (a h igh-le ve l male),  fo r lung congestion and abscesses and 

stomach ulcers  fo r animal 111 (a mid- leve l fem ale ), and pneumonia fo r 

animal 55 (a low-le ve l male). For th is  la s t anima l, the pa tholog ist  

reports focal chron ic nephri tis  (E xhib it  J) but th is  is  not  repor ted 

by IBT (E xh ib it K) ..

o) Gross changes observed (E xhib it  H) but  not  reporte d by IBT
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(E xh ib it K) are also present foV animal 113 (a mid- lev el female) : 

hemorrhages grade 3 in  the lungs,  spleen reduced abnormally in  

siz e and hemorrhages in the stomach cardia - hi stop atho logic changes 

in  th is  animal are reported by IBT (E xh ib it K) but there is  no 

record o f these (E xh ib it J ).  We can thus sum up th is  section  

with  the conclusion that  a su bs tant ia l number o f tumors, suspected 

tumors and othe r gross and microscopic  les ion s were noted in 

these animals but not reported by IBT and th a t many les ions  reported 

cannot be documented by any in te rn al records IBT sup plie d fo r us.

Problems wi th  the IBT co nt ract  path olo gis t.

Amongst these we can b r ie fl y  mention the fo llo w ing:

a) IBT apparen tly had chosen not to repo rt a ll  fin ding s made by 

Dr. Ri ch te r, th e ir  contract (Consulting) pat ho logist  on th is  

study. Examples o f th is  are given in  the previous sections

of th is  communication. A dd it io na lly , we may mention here that  

Dr. R icht er 's  repo rt to IBT indica tes NO (no optic nerve) fo r 

his  examination of the eye and op tic  nerve in  24 ins tances ,

(E xh ib it J) ye t not a sin gle one o f these is  reporte d by IBT 

(E xh ib it K). Also evident in  Exh ib it J is  the no tatio n SI 

(se ct ion inadequate fo r examination) fo r the eye in  17 othe r 

instances and, aga in, not one o f these was reported by IBT 

(E xh ib it K).

b) I t  is  amply ev iden t that  Dr. Rich ter did  not perform in  a manner 

expected o f any pro fessional pa tholog is t who is  ca lle d upon to 

render a judgment on what changes can be a tt ribu te d  to  a drug 

product on te s t (see his  conclusions in  the in trod uc to ry  page
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o f Exh ib it J ).  He apparen tly fa iled  to  sa ti s fy  himse lf th at 

the inform ation  on id e n ti ty  o f the animals on te st and on gross 

changes seen in  these animals as provided to  him was re liab le  

before he tackled the  job  o f hi stop atho logic "e va lu atio n."

Futhermore, the fa c t the "le sio ns  described are those o f 

spontaneous disease and they  are not  unusual fo r the ra t"

which is  implie d by him to be a ju s ti fi c a ti o n  fo r  hi s previous •

statement, "There are no changes which can be a tt ribu te d  to the 

compound" - is  to ta ll y  unacceptable.

What th is  statement impl ies in an extreme ly mis leading  fashion  

is  that  unless one fin ds  les ions which are e ithe r no t seen 

"spontaneously"  or us ua lly  fo r an experimen tal animal, the te st  

agent cannot be blamed fo r any thing.  We would doubt that  any 

chemical agent exist s th at  e li c it s  on ly "new" kinds of  les ions 

not seen in  any othe r circumstances. Unless one conducts a 

s ta ti s ti c a l analy sis  o f the di ffe renc e in  incidence  fo r any 

les ions between co ntrol and exposed groups o f animals, no such 

judgment as rendered by Dr. Ric hte r is ap prop ria te. We have 

no evidence th at Dr. Rich ter had in  any way assured him se lf th at 

he ha sA elia ble  bas is o f data to make such an analysis,  that  he 

is  s c ie n ti fi c a ll y  tra ined  or compentent in  making i t ,  th a t he 

in  fa ct made such an analy sis  or reviewed the re sults o f anyone

else who made i t .
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c) Dr. Rich ter apparently acted in a mis leading manner in ye t ano ther 

way: by having reference on ly to  those sections where he discovered 

microscopic  changes (and not to  those which he deemed negative 

fo r lesion s)  he is  implying  th at a ll  those sections without remarks 

are in fa ct neg ative. But i t  is  extremely li k e ly  he did  not 

examine a la rge number o f these sectio ns because Syntex indica tes 

that  i t  has no such sec tion s. We have checked the  l i s t  o f such 

sec tions sent to  us by Syntex (E xh ib it M) fo r  a number o f animals 

in th is  study (a ll  control animals and the high -le ve l males fo r  

which many sections are lis te d  by Syntex) and found the fo llo w ing 

sec tions missing:

Contro l-ma les Animal No. 1

3

9

11

12

14

17

19

(a ctu a lly  a female) 20

Contro l-females Animal No. 24

- pa rathyroid gland

- sp le en ,p itu ita ry  gland and skele tal 
-muscle

- p it u it a ry , th yr o id  and parathyroid 
gland, sk eletal  muscle and periphe ral 
nerve

- ao rta , tongue, pros ta te , p it u it a ry  
gland, sk eletal  muscle, peripheral  
nerve and sp ina l cord

- parathyroid gland, skeletal  muscle 
and periphe ral nerve

- ao rta , p it u it a ry  gland, and skeletal  
muscle

- pe riphe ral nerve

- ao rta , tongue and parathyroid gland

- uterus , pa rathyroid  gland,  eye and 
the tis su e masses reported as tumorous 
in Exh ib it A

- spleen, urina ry  bladder, p it u it a ry  
gland
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25 - trachea, esophagus, p it u it a ry , adrenal,  
th yr oid  and pa rathyroid glands

27 - e ithe r cecum or  colon

28 - trachea and ute rus

30 - esophagus, urina ry  bladder and skeletal  "
muscle

32 - p it u it a ry  and parathyroid glands

33 - esophagus and pa rathyroid glands •

34 - ao rta , ur inar y bladder,  ute rus ,
pa rathyroid  gland and skele tal  
muscle

35 - ao rta,  and pa rathyroid gland

36 - pa rathyroid  gland

37 - ao rta,  trachea, and parathyroid  
■ glands

39 - ao rta,  esophagus, ur inar y bladder
and p it u it a ry  gland

40 - tongue, p it u it a ry  and parathyroid
glands

High-level males Animal No. 143 - e ither caecum or  co lon , p it u it a ry  
and pa rathyroid glands

149 - trac hea, e ithe r caecum or
co lon , eye, p it u it a ry , thyroid and 
pa rathyroid glands

152 -' esophagus, pe riphe ra l nerve and 
pa rathyroid gland

154 - trachea, sp ina l co rd,  p it u it a ry , 
th yr oid  and pa rathyroid gland

These represent a ll  anima ls wi th  many tis su es  co lle cted  in these three m

groups on which Syntex repo rts  having sl id es; there is  among them not 

one which did  not  have one or more sec tions missing. Yet fo r none o f

these was the re any in d ic ation by IBT (E xhib it  K) th at any sec tion  was *

not examined.
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In a very few instances , Dr. Rich ter indica tes fn  his  repo rt (E xh ib it  J) 

th at  some sections may not have Ibeen examined; we checked out the 

tissues  fo r  which he has such indicatio ns fo r  on ly one such animal - 

No. 55 (a low- leve l male). Dr. Rich ter had checked as not having 

examined the trachea , lung, esophagus, eye and optic nerve, p it u it a ry  

and adrenal glands (E xh ib it J ).  None of these were reported as having 

been not examined in  the IBT repo rt (E xh ib it  K). A dd it io na lly , Exh ib it  M 

indica tes th a t there were no sec tion s fo r  the stomach, small in te s tine , 

e ithe r cecum or colon, ur inary bladder,  pr ostate , seminal ve si cl e , 

sk eletal  muscle, per iphera l nerve, sp ina l cord and sk in ; none of  these 

are si gna lle d as having been not examined by e ithe r Dr. Ric hte r 

(E xh ib it  J) or IBT (E xh ib it K).

Organ we igh ts.

During the inspec tion we were to ld  by Mr. Plank th at  the l i s t  o f organ 

weights co lle cted  from the animals su rv iv ing the 22-months observat ion  

per iod (E xh ib it  E) was tra nscribed fo r  inpu t in to  the computer; th is  

tra nscr ibe d l i s t  is  appended here as Exh ib it F and the computer 

outpu t is given here as Exh ib it G.

Note th at although weights fo r the p it u it a ry  gland  are given in  

Exh ib it E, these have been omitted from Ex hibi ts  F and G. I t  w il l 

be reca lle d from a previous section  th at many p it u it a ry  glands which 

were gros sly  enlarged or  had tumors were not  reporte d by IBT and th is  

may be re la ted to the omission of the weigh ts fo r th is  organ from 

the fi n a l re po rt  (E xh ib it A).

In te re s ting ly , the fina l repo rt (E xh ib it A) con tains inform ation  on 

the pro state (page 40) and uterus (page 41) bu t these do not appear 

in  Exh ib it G; they do appear, however in  Exh ib its  E and F. The

8 8 -9 3 8  0  -  77  - 8
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re ll a b il it y  o f the recorded weights o f organs fo r the in div idua l 

su rvi vors is , a t be st , question able.  For example:

a) Animal No. 69 has recorded fo r i t  in  Exh ib it E a 

p it u it a ry  we igh t o f 0.152 gms when most othe r weights are 

between 0.013 and 0.030 gms; thus th is  represents an increase 

some 5- 10 -fold which should have been picked up at  necropsy. 

Exh ib it H, however does not indi ca te  an enlarged p it u it a ry  

fo r th is  an imal.

b) Animal No. 77 has an adrenal gland weighing 0.203 and 

the adrenal weigh t o f the animal ju s t preceding i t  in  

Exh ib it E (No. 75) is  only 0.018 gms - a diff er en ce  more 

than 10-fo ld . Now e ither one o f these is  abnormally 

small or  one is  abnormally large but Exh ib it H has no 

reference to e ithe r adrenal gland being o f abnormal 

size . The same problem is  present also  with  animal

No. 152.

c) Extreme weights  fo r the li v e r  aVe noted fo r animals 

No. 19 (27.56 gms) and 107 (9.30 gms), again with

no accompanying notes o f any kind fo r the li v e r  size 

in  the post-mortem observa tions 1 is ty (E xh ib it  H).
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NQA 17-581 MEMORANDUM OF MEETING

August 20, 1976

Pre sen t from Syntex:
Harold C. Anderson, M. D., Medical Di rector , 
Corpora te Regu latory Affai rs

St ua rt  Be ssl er , Ph.D., Dire ctor  
Department of  B io st a ti st ic s

Anthony A. Bourdakis,  Dire ctor  of  Compliance 
and Development, Corpora te Regu latory Affai rs

Alber t Bowers, Ph.D., Pr es iden t 
Syntex Corp orat ion

Kenneth Car te r, M. D. , Vice Pres iden t 
Corpo rate Regulatory  A ffai rs

Kenneth Dumas, M.D., Sen ior  Vice Pres ide nt 
Dire ctor , In st it u te  ot  C lini ca l Medicine

John Fri ed,  Ph.D.,  Pres iden t 
Syntex Research

Robert H il l,  Ph.D ., A ss is tant  Di recto r 
In st it u te  of  C lini ca l Medicine

James D. JJutch, Ass oci ate  Dire ctor  
Regu latory Affai rs

Eugene J.  Seg re, M.D., Vice Pres ide nt 
C lini ca l In ve sti ga tio n

Virg il Thompson, Es q. , Assoc iat e Di rec tor  
Law Department

Alan Kaplan, Es q. , Couisel 
Kleinfeld,  Kaplan and Becker

Robert Becker, Es q. , Counsel 
Kl ein feld, Kaplan and Becker 

Presen t from FDA:
Carl  M. Levcnthal, M.D., Deputy Director/BD

Marion J.  Fink cl , M.D., As soc iate Di rec tor  
fo r New Drug EvaJuation/BD
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William D'Aguanno, Ph.D ., As sis tan t Associa te 
Di rec tor  fo r NDE (Pharmacology £ Toxicology)

William Gyarfas, M.D., Di rec tor , Div ision of  
(tocology 5 Radiopharmaceutica l Drug Products  

David Richman, Fh.D ., Supervisory  Ria rma cologist, HFD-150 

Adrian Gross, DVM, HFD-108

Frances 0. Kelsey,  M.D., Di rec tor , Sci en ti fi c
Investiga tio ns  S ta ff

Mr. Arthur Levine, General Counsel

Albert No rri s, M.D., Medical Of fic er , HFD-150

Mr. Daniel Hill str om  (HFD-340) Observer

Mr. Jerome A. Ha lpe rin , Deputy A ssoc iate  Di rec tor  
fo r NDE (S ci en ti fi c)

—2>Mr. Ronald H. B ri tt en , HFD-108

Stb ject : Naproxen, NDA 17-581.

The v is it o rs  came at  th e ir  reques t to presen t th e ir  rean aly sis  o f the  
22-month ra t study  performed by In du st ri al  Bio-Tes t. .Three volumes of  
dat a were le f t with the  FD\. The in tro du cti on  was made by Dr. Bowers 
in  xhich he ind ica ted  that  the  det ai le d  rep ort  had been prepared  by 
Syntex. Syntex had obta ined  consi der abl y more information  than had FDA 
on it s  ins pecti on  and such inform atio n included  han d-w ritten notes which 
were not av ai labl e at the time of  FDA's ins pecti on . The next  speaker was 
Dr. Dumas, who st at ed  th at  cons ide rab le work had been performed by Syntex 
to  rec on struc t the  repo rt.  Syntex fe el s str ongly  th at  the  dat a are  to ta ll y  
usefu l to  support sa fe ty  and the fin din gs  are consonant with those seen 
from sh or te r animal stu dies  done elsewhe re. Dr. Dumas st at ed  th at  with 
respec t to  body weights  o f the animals, the  er ro rs  in the  In du st rial  Bio- 
Test repo rt were mostly reco rdin g err o rs .

Dr. Bessler cont inued  with a sta tem ent  th at  the  lack  of  raw data on body 
weights fo r ce rtain per iods of the  stud y was not important because the  
study was a chro nic stud y. Dr. Bo ssier explained in grea t det ai l how the 
er ro rs  came about in the weight s which were reco rded , and how the se weights 
could, in the  majori ty of  cases , be ^log ical ly  transp ose d to the app ropriat e 
animals. He st at ed  th at  ther e werc^few weight s which could no t be accounted
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fo r bu t th a t the y did no t in va li da te  th e stud y.  Dr. B es sl er  a ls o  s ta te d  
th a t organ/bod y weight ra ti o s  and urina ly se s da ta  as calc u la te d  by 
Syn tex  were no t s ig n if ic a n tl y  d if fe re n t from th e da ta  found  by In dust ri a l 
Bio -T es t.

Dr. H il l the n di sc us sed the gros s and h is to lo g ic  fi nd in gs . He st a te d  
th a t th e raw da ta  on th es e find in gs  were ob ta in ed  from IBT and examined 
by Synte x. A few his to pat holo gic  ob se rv at ions  no ted  by IBT 's path olo gis t 
were no t inc luded in  th e re port  bu t the y were o f such a nat ure  th a t the y 
would no t m at er ia lly  a ff e c t th e co nc lusio ns .

Dr. Dumas went on to  di sc us s th e tumor findin gs.  He s ta te d  th a t 107 
an im als  had completed  16 months o r more and th a t 87 anima ls had completed 
18 months o r more. This nunbe r o f animals , he f e l t ,  was ade quate  to  
ob serve fo r tumor incide nc e.  He st a te d  th a t even in  th e presen ce  o f au to ly si s 
gros s ob se rv at io ns  ar e va lu ab le  in  search ing fo r tum ors.

Dr. Dumas concluded h is  p re se n ta ti on  by s ta ti n g  th a t Syn tex f e l t  th a t the 
22 month stu dy  was ade quate  to  dem ons trat e sa fe ty  o f th e compound and , 
tak en  in  conjun ct ion wi th th e o th er animal st udie s and th e  fa c t th a t la rg e 
numbers o f  pa ti en ts  had re ce iv ed  naproxyn fo r up  to  th re e ye ar s and some 
as long  as s ix  ye ar s,  th er e was enough evidence o f sa fe ty  to  conti nue 
ma rketi ng  o f  th e compound.

No twithsta nd ing th is  co nc lu sion , Dr. Bowers had  st a te d  e a r l ie r  in  th e 
me eting  th a t th e firm in tend s to  perf orm a new rod ent stu dy  us ing 800 
an im als  (presumably , 100 an imals  pe r sex  pe r dose  le ve l tim es four  dose 
le v e ls , includ ing con tr o ls ).

There was some di sc us sion  on th e part  o f FDA wi th re sp ec t to  th e da ta  
pr es en te d by Syntex and ex pr es sion s o f concern  th a t Syn tex had no t 
mo nitore d th e 22 month ra t stud y a t any time du rin g i t s  co ur se .

The v is it o rs  were informed th a t we would rev iew  th e dat a care fu ll y  and 
th e meetin g was bro ught to  an end.

Marion J r  Fi nk el , M.D

cc :
Orig . NDA 17-581 
FDA At ten dees  , HFD-150/Mr. Hein 
HID-150, HFD-1 , IIFD-30/Ms. Mansur 
MJ Finkel :eks 8/2 4/76 /8 /51/76



112

MEMORANDUM DEP ART MENT OF HEALTH, EDUCATION , AND WELFARE
PUBLIC HEA LTH  SER VICE

e  FOOD AND  DRU G AD MINIST RA TION

TO  : Frances 0. Kelsey, Ph.D ., M.D. date: August 30,  1976
D irecto r,  S c ie n ti fi c  In ve st igatio ns S ta ff  
HFD-108

from : M. Adr ian  Gross
S c ie n ti fi c  Inve st igat ions  S ta ff , HFD-108

subject: NDA 17-581, Syntex - Naprosyn: Adequacy of the  22-months ra t study 
ca rr ie d out by In dust ria l B io te st  (IBT)

Dr. Finkel asked that  I corrment on the  la te s t Syntex supplement to  
th is  NDA dated August 18, 1976, and on th e ir  oral  pre sentat ion made two days la te r.

The main ob jec t and th ru st o f the  statements by Syntex is  th at the 
IBT stu dy , fo r a ll  it s  shortcomings,  can be regarded as being o f an 
acceptable qua lit y  and as in d ic a ting  no hazards associable w ith  the  agent on te s t.

Af te r-  rev iew ing th e ir  ra ther  massive w ri tt en  supplement to  the  NDA 
and lis te n in g  to th e ir  or al  sta tem ents,  I have concluded th a t no 
cogent  or  persuasive argument has been presented to  de ter  us from our 
view th at th is  IBT study is  t o ta ll y  unacceptab le.

The rec ent Syntex e ff o r t co ns is ts  ma inly o f two par ts :

a)  an attempt to  assure us th a t the  extensive problem w ith  the  
id e n ti ty  o f animals on te s t is  in re a li ty  nothing more than 
animals being mistakenly  assigned the  id e n ti ty  o f th e ir  ad jacent 
cage neighbors during weekly weighings; Syntex be lieves th a t 
such observat ions can be mea ning fu lly  "re al igne d"  and the y als o 
be lieve  that  no in te r-g roup  mixups o f animals had taken pla ce; 
they  sta te they can do th is  fo r  a ll  but a handfu l o f anima ls on te s t.

b) takin g th is  new ve rsion  o f the IBT-generated data which Syntex 
now views as being "r eco nci le d",  the y embarked on a massive s ta t is ­
t ic a l an alys is o f i t  whose obje ct  is  to  demonstrate th at  the 
o ri g in a l conclus ions on the sa fe ty  o f th is  drug prod uct  are ju s t if ie d .
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The f i r s t  o f these  (the  attempted re co nc il ia ti on  o f the  in te rn a l 
incons ist en cies  o f the data) s tr ik es me as a ra th er odd exerc ise  to 
be undertaken by Syntex who has no fi rs t- hand  knowledge o f the  de ta il s  
or  the manner in which th is  study was ca rr ie d ou t. They c e rt a in ly  
presented to  us no in d ic a tion  th a t any responsib le or  knowledgeable 
in div id ual at  IBT sub scr ibes to  or  agrees with  th is  tangled set o f 
conje ctu res and speculat ion s which are  being presented by Syntex as 
indisp utab le  fa c ts . I cannot see how, unless Syntex is  endowed with  
remarkable clai rvoy an ce , they can make such statements as "the  eleven 
weights fo r animal 57 co lle cted between 2/4/71 and 5/24/71 are  in 
fa ct the weights o f animal 58. Animal 57 was necropsied on 9/29 /70, "
(page 17 o f the Syntex supplement). While I would agree th at th is  
cou ld be a p la usib le  expla nation -  we do not  re a ll y  be lie ve  in  animals 
coming back to  l i f e  a ft e r  death - i t  is  no more than th at and c e rt a in ly  
not "a fa c t"  p o s it iv e ly  known to  Syntex or  even to  1BT at  th is  po in t in 
time.

Some o f these  "re align men ts"  are not ne ce ss ar ily  confined to  adjacent  
animal numbers but they  demand ra th er so fa n c if u l an ima ginatio n as 
to  make th e ir  li ke liho od  que stio nable  in the  extreme. For example, 
le t  us consider some o f these mere ly from one o f the ei gh t trea tment  
groups, the  h ig h-leve l females:

a) ’ The weight o f animal No. 149 shown by 187 in th e ir  records to  
be 640 gms and to  have been col lect ed on 1/21/71 is  now deemed
by Syntex to  belong not to a ra t w ith  an adjacent number but ra th er 
to  animal No. 152 fo r which the  weight o f 385 gms is  recorded by 
IBT on th a t day. But th is  la tt e r  weight is  said by Syntex to  re a ll y  
belong to  animal No. 157 (5 numbers removed from 152) whose nex t 
recorded weight was 405 gms.

b) A weight o f 540 gms said by IBT to  have been co lle ct ed on 
9/28/70 fo r  animal No. 151 is  said  by Syntex to  re a ll y  belong to 
animal No. 152. Since the la tt e r  is  recorded by IBT on th a t day 
to  have been 255 gms., Syntex said  th is  weight  (255 gms) re a ll y  
belongs to  animal No. 153 whose immediate "before"  and "a ft e r"  
weights are being recorded by IBT as 305 gms.

c)  For animal No. 145 the entr ie s o f 14 body weights are missing from 
the  IBT record s. Syntex now says th a t these can be found in the  9 
weights o f animal No. 144, 1 weight  o f animal No. 143 and 3 weights of  
animal No. 142 (one miss ing weight  from the record  fo r  animal No. 145 
cannot be "reco nc ile d"  by Syntex). I f  th is  en ti re  scenar io is  tr ue , 
the  fo llo w in g sequence of weights in grams fo r animal No. 145 would 
fo llo w : .. .3 2 2 , 297 (e ight  days la te r ) ,  331 (s ix  days la te r ) , 395,
365, 375, 370, 340, 368, 372, 365, 370, 390, 350 (n ine  days la te r ) ,
415 (e ight  days la te r ) ,  410, 420, 435 and 365 (eleven days la te r) . 
Inters perse d amongst these weights are gaps up to  ne ar ly  three months

" in du ra tio n when the  animals were supposed to have been weighed weekly. 
That the la t te r  was almost ce rt a in ly  not  done is  indic ated  als o by 
the pe cu lia r spa cing: e ig h t,  s ix , nine , eleven days between successive 
weighings.
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These Syntex "realig nm ents " o r  " re c o n c il ia ti o n s "  o f the body we ight  
da ta , even i f  taken a t face  va lu e , do no t even beg in to  "e xp la in " 
a l l  th e  odd and extreme v a r ia ti o n s  in  the body we ights asc ribed 
to  thes e an imals.  A few examples o f  the se  (on which Syntex is  s il e n t )  
is  tak en  from me re ly the c o n tr o l gro up:

Date Weight in  Grams

Animal 12 04/21 /71 863
04/27 /71 773
05/15 /71 825
05/24 /71 740

Animal 16 06/08 /71 670
06/23 /71 605
06/30 /71 535

Animal 21 05/15 /71 365
05/24 /71 280
06/01 /71 320

Animal 20 02/16 /71 690
03/10 /71 544

Animal 19 04/21 /71 635
04/27 /71 583
05/15 /71 640

08/09 /71 670
09/15 /71 425

Animal 18 04 /21 /71 763
04/27 /71 680
05 /15 /71 730

Animal 14 04/21 /71 647
04/27 /71 590
05/15 /71 620

06/08 /71 635
06/23 /71 560
06/30 /71 575
07/16 /71 625

Animal 13 10 /05/70 528
10 /12/70 450
10 /20/70 538



Weight in  GramsDate

Animal 12 02/16/71 852
3/10/71 756
3/18/71 771
4/5/71 812

W J/T \ 773
5/15/71 825
5/24/71 740

06/01/71 730
06/08/71 800

Animal 10 10/20/70 702
10/26/70 678
01/21/71 714
02/04/71 600
02/11/71 522
02/16/71 490

Animal 7 06/30/71 800
07/27/71 520

Animal 6 05/15/71 805
05/24/71 750
06/01/71 790

07/16/71 715
08/09/71 615

Because o f th is  kind o f v a ri a ti o n , not addressed to  by Syntex in  th e ir  
"re al ignm en t" op erat ions , I pre fe r to  be lieve th a t the  explan at ion fo r 
th is  must l ie  elsewhere: the most plau sibl e reason would be th a t,  
co ntrary  to  statements made by Syntex, animals from e n ti re ly  d if fe re n t 
groups were li k e ly  mixed-up in th is  study.

Even i f  th is  were not  true  and a l l mix-ups were indeed conf ine d to  "w ith in  
treatmen t groups (as Syntex al lege d though i t  cannot be pos it iv e  on th is )  
th is  would s t i l l  be an unacceptable experiment. Why? The bas ic purpose 
o f an experim ental animal t r ia l  is  not  to  determine at  the end th a t the 
prop or tio n o f adverse reac tio ns  in  exposed groups is  not  s ig n if ic a n tl y  
increased over th at in the con tro l group. Rather, i t  is  to  p re d ic t,  where 
po ss ib le , the  kind of adverse reac tio ns  li k e ly  to  ma nifest themselves in 
the  most su scep tib le humans exposed to  the drug. I f  i t  were no t fo r  th is  
fundamental purpose, we vould not re qu ire  at  le ast  one exposure leve l to  
be severa l times th a t proposed fo r  humans.
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I f  now the agent on te s t were to  a ff e c t on ly pa rt o f the in d iv id ual animals
or  humans exposed (the more su sc ep tib le  segment in the en ti re  po pu latio n)
in a pers is te n t (non -re ve rs ib le  or  ac tu a lly  prog ress ive ) manner, should
th is  not be known by repeated obse rvat ions  over some time-f ram e o f the
af fe cted  in di vi du al s?  But how can repeated observa tions have any meaning
i f  the  id e n ti ty  o f the animals on te s t is  in doubt? Suppose a ce rta in  •
te s t group o f animals tu rn s up w ith  the  same number of tumors a t the end
of two yea rs as an eq uiva lent  co ntro l group; suppose als o th a t most of  the
tumors in  the exposed group occurred six  months or  so befo re those in  the
co nt ro l group and th at th is  d if fe re nce is  s u ff ic ie n tl y  s ig n if ic a n t to  class
the agent on te s t as a carcinogen. But how is  one to  determine th is  in a •
study o f th is  so rt  where the  sponsor cannot re li a b ly  assure us which animal
is  which?

How can one corre la te  anatomic pa th olog ic  changes observed post-mortem wi th  
the ante-mortem observa tions i f  the id e n ti ty  o f the  animals is  in doubt?
Is  th is  not imp ortant when one is  tr y in g  to  co rr e la te , say, urina ry  
system changes noted e ith e r by gross o f histop at ho logi c examination o f 
tis su es  w ith  pe rio dic u ri na ly s is  de termina tions?

More impo rta nt  with  a drug agent such as Naprosyn which is  known to  cause 
ga s tr o -i n te s tina l u lcers , is  i t  no t ap prop ria te  to  know at what time signs 
re fe rr ab le  to  th is  (such as inappe tence,  e n te r it is ,  em ac iat ion , anemia, 
e tc .)  f i r s t  become manifest  or  how pers is te nt the y are? But how is  any of 
th is  to  be determ ined i f  one cannot p o s it iv e ly  id e n ti fy  any animal on test?

I t  is  la rg e ly  fo r th is  so rt  o f reason th a t we ought to  dismiss Syntex'  
argument th a t as long as we have no posit iv e  evidence o f in tra-g ro up  mix-ups 
o f anim als th is  to x ic o lo g ic  study is  adequate.

There are ot he r problems w ith  the  id e n ti ty  o f these  animals brought out in our 
EIR (and in  the  le tt e r  sent to  Syntex by Dr. Cro ut)  which are  e n ti re ly  
ignored by Syntex in  th is  la te s t submission. Items:

1) the  many animals which are  sa id to  have died severa l tim es , of ten 
w ith  e n ti re ly  d if fe re n t find in gs,

2) the  c o n fl ic ti n g  and inco nsi st ent dates o f death or  times to  death 
rep orted by 1BT,

3) the  fa c t th at certa in  lesion s such as tumors are recorded as having 
been observed fo r some anim als a t some time but fo r  d if fe re n t anim als at  
the nex t observat ion  pe rio d,

4) the  extreme v a r ia b il it y  amongst weights o f a ll  anima ls in  a ce rta in  
groups at  any given  tim e.
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Because o f a ll  th is , I would conclude th a t the  ma tte r o f the  id e n ti ty  o f 
these animals is  fa r  from having been s a ti s fa c to r il y  reso lve d by Syntex 
a t th is  tim e.

Th is would tend to  in va lida te  most i f  no t a ll  the elab orate s ta t is t ic a l 
an al ys is  carr ie d out by Syntex since i f  we have no good assurance th at 
a ll  anim als were indeed what the y were represented to  us as be ing , any 
s ta t is t ic a l an alys is based on data o f th is  so rt  assumes a questionable  or  
useless stat us .

But th is  is  not  the  worst we can say about the  conduct o f th is  pa rt ic u la r 
stud y,  no atte mpt whatsoever was made by Syntex to  deal e ff e c ti v e ly  w ith  
the  fo llo w in g issu es:

a) the fa c t th a t appro xim ate ly 602 o f the animals dying  in th is  
study (and there were on ly  43 or  44 su rv ivor s out  o f the  to ta l o f 
160 anima ls) were noted by IBT to  have been TBD/TDA or TBD/NTT (meaning 
too  badly  decomposed; tech nician  destroyed animal or no tis su es  taken). 
Th is in di ca te s not on ly  a ca llo us  disreg ard fo r the adequacy o f gross 
and hi stopa th olog ic  examination  o f the  tissues, perhaps the  sing le  most 
important feat ur e o f any long-term  experim ental to x ic it y  t r i a l ,  but 
also  th a t the profes sion al  pa th olog is t was li k e ly  not  presen t at  the 
tim e o f necropsy. I f  so how can one vouch fo r  the adequacy o f the 
tissue samples colle ct ed fo r histop at ho logi c examination ? More 
im po rta nt , how can one ex plain re su lts  o f such examinations fo r those 
anim als fo r  which tis su es are  noted in IBT reco rds no t to  have been 
co lle cted?

Fur thermore, how can one defend the  adequacy o f such gross observa tions 
repo rte d to  FDA as "pneumonia" or  "lung con gestio n" and many oth ers  
fo r  the  animals noted to  be "to o bad ly decomposed"?

b) The many instances o f tumors or  suspected tumors on which we found 
en tr ie s  in  in te rn a l IBT records ye t which were not repo rte d to  the 
FDA and many o f which are  s t i l l  not rep orted even now by Syntex.

c)  The la rg e number o f cases where pa tholog ic changes othe r than 
tumors were e ith e r incompletely or  in co rr e c tl y  rep orted to  the FDA 
o r not  rep orted at  a l l .

d)  The fa c t th at extreme values fo r  ce rta in  organ we igh ts are not 
co nsisten t with  the  gross observa tion s colle ct ed at  necropsy - another 
in d ic a tion  of poor supe rvision  o f the tech nician s doin g th is  work 
an d/or  th e ir  questionable  competence.
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e) The fact  that many tissues  implied to  us as having been examined 
microscopically  were in fa ct  not even prepared fo r such examination.

f )  The questionable in te rp re ta tio ns  made by the pa tho log ist  ch ie fly 
responsible fo r th is  study.

g) The fact  that IBT records on dates of death or times to death fo r 
experimental animals are in te rn a lly  inc onsis ten t or inconsis ten t 
wi th  other records found at  IBT.

h) The many "miss ing" records on th is  study which make i t  questionable 
that  some of  these procedures were in fa ct  carrie d out:

1. Systematic records o f ante-mortem observations.

2. Most of  the gross post-mortem examination records.

3. Any records of  hematology operations.

4. Any records o f c li n ic a l chemistry dete rminations.

5. Any records of the term inal  (22 months) urinalysi s determination.

1) The improper way in which animals were sampled fo r ur inalys is  
determ inations.

In conclusion, i t  seems amply evident that  not only has Syntex fa ile d to 
convince us th is  was an acceptable study , but at th is  stage I cannot 
see how anything of value can be re triev ed  from i t  even at the price of  
doing extensive ad di tiona l work such as s ta ti s ti ca l ana lys is or repeat 
histopathologic  observations on ex istin g or addi tiona l tissue.

The basic problems on the id en ti ty  of  the experimental  animals and on 
the in te gri ty  of  gross observations or of  the tissue samples col lected  
fo r microscopic examination cannot, in my view, be solved at th is  time. 
I f  th is  is  an acceptable fa ct,  no extra work no mat ter how extensive 
can meaningfully re tr ie ve  anything of  value from th is  work.
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F in a ll y , the re is  the  mat te r o f the  tumors e li c it e d  in the  animals on 
th is  study.  Syntex, in  th e ir  la te s t submiss ion,  present on page 196 a 
new version o f the  tumors observed in  th is  study which is  d if fe re n t 
from what was presen ted o r ig in a ll y  in the  NDA (pp. 58-59 o f the  IBT 

a  re p o rt ).

We can note th a t even th is  new ve rs ion does not  re po rt  a ll  tumors ac tu a lly  
noted in th is  study - as an example, female animal No. I l l  (a mid-dose 
female) is  rep orted by IBT to  have had a mammary adenocarcinoma in 

*  the de ta ile d ta ble  of in div id ual animal find in gs, but th is  is  not
repo rte d by Syntex in  th e ir  la te s t submission.

I f  we li m it  our a tt en tion  to  merely the  manmary tumors th a t Syntex 
acknowledges in th is  supplement and add to  th is  l i s t  the adenocarcinoma 
fo r  animal 111, we now have 1/20 co ntro l females, 4/20  low-le ve l 
females  and 4/20 m id -le ve l females w ith  mammary tumors. The 
co ntrast  between 1/20 pos it iv e  co nt ro l animals and 8/40 (a fo u r- fo ld  
inc rea se) posit iv e  te s t animals is  s ig n if ic a n t at  p=0.12 which is  
o f appre ciable  degree. I f  now we say th a t because o f the que stio nable  
id e n ti ty  o f the  anim als and the m an ife st ly  un sa tis fa ct or y manner the  
patho logy op erat ion s were ca rr ied out  we would have con fidence that  
on ly  22 o f the  32 females in  the low and middle leve l were t ru ly  
nega tive fo r mammary tumors, a new co ntrast  of  1/20  posit iv e co ntro ls  
versus 8/30 posit iv e  te s t animals ( i. e .  a 5.33 fo ld  increa se)  would 
be s ig n if ic a n t at  the  0.05 p ro ba b il it y  le ve l.

A ll  th is  suggests to  me th at a not in s ig n if ic a n t hazard o f mammary 
neoplas ia po ss ib ly  due to  th is  agent has been e li c it e d  in  th is  study.

RECOMMENDATIONS

1. We continue to  regard  th is  study as o f an unacceptable qu a li ty .

(
2. We take  note o f the hazard of mammary neoplas ia uncovered by th is  
study  and re la te  th a t to  in form at ion o f such ac tio n by othe r s im ila r 
agen ts -  see Mr. Hein o f HFD-150.

3. Th is en ti re  matter be submitted to  the  Associa te D irec to r o f 
Compliance o f the Bureau of Drugs w ith  a view to  determine whether IBT 

< should be charged with  wi thho ld ing the  pe rt in ent  inform at ion on the 
conduct o f th is  study (w ith or wi thou t the  knowledge o f Syntex) which 
would have had an e ff e c t on a re gu la to ry  de cis ion and o f subm itting  or  
causing  the submiss ion o f fa lse in fo rm at ion to the government.

4. That a pa ra lle l procedure be undertaken in  the Bureau o f Drugs to  
compel IBT to show cause why any of it s  work submitted to  IND f il e s  or  NDA's 
be con tinued to  be regarded as sa ti s fa c to ry . /,

M./Ad rian /Gross
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AUG 3 0 1976
PHARMACOLOGY REVIEW OF IND 5281 AND NPA 17-581

Pharmacology review of an evaluation of the raw data by Syntex involving 
the 22 months rat study carried out at Industrial Biotest Laboratories 
(IBT) and identified by IBT as B 7922 and by Syntex as R 53540.
NAME OF DRUG: Naproxen (Naprosyn)
NAME OF THE SPONSOR: Syntex Laboratories

*
RELATED IND: 5281 RELATED NPA: 17-581
INTRODUCTORY NOTES;

1) Syntex commissioned IBT to carry out an 18 month rat toxicity study 
(which was later extended to 22 months). Study duration was November 25, 
1969 to September 17, 1971. a report to Syntex as made by IBT about 
November 1971 but returned for modification. A resubmission on January 
4, 1972 was accepted by Syntex and subsequently submitted in support of 
IND 5281 under cover letter of March 22, 1972. It was also submitted to 
the NDA.

2) An on-site investigation by Inspector D. Stelter of the Waukegan 
Residence Post, Dr. Adrian Gross of HFD-108 and Manfred M. Hein of HFD- 
150 was made June 21-24, 1976 to compare the raw data with that in the 
IND submission. Inconsistencies with respect Lo turners between two parts 
of the report led to this effort. The bulk of the available data was 
copied and later evaluated at Rockville by Gross and Hein. Their obser­
vations are given in the Memorandum of August 10, 1976 appended to the 
EIR report.

3) An in-house FDA meeting July 6, 1976 initially suggested the need to 
possibly withdraw the NDA for Naproxen because there was thought to be
e lack of an adequate long-term toxicity study. (See memorandum of July 
6. 1976 meeting and memorandum of July 20, 1976 from Dr. Kelsey of HFD- 
108 to Assistant Director for New Drug Evaluation).

4, Syntex was alerted by letter of August 5, 1976 (and possibly also by 
phone) of our intention to ask that Naproxen be withdrawn from the market 
through formal procedures.

5, A meeting was held between FDA, (principally Dr. Gross, Mr. R. Britten 
and Mr. Hein) and Dr. Hill and an associate of his from Syntex August 11, 
1976 to discuss the August 5, 1976 letter and to compare the Syntex in­
ventory of raw data from IBT and Syntex with that of FDA. Syntex also 
received an overview of our findings leading to issuance of the letter.
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6) Syntex met with various components of FDA on August 20, 1976 and 
verbally presented a 'reconstruction? of the IBT data into a more carefully 
analysed and evaluated report. This was also submitted to the NDA as two 
volumes and forms the basis of this review.

7) The basic raw data available to Syntex from IBT is the same as that in 
the hands of FDA.

Some of the data relating to food utilization, diet formulation and urin­
alysis was examined June 24, 1976, but not copied at that time by FDA as 
it did not help in relating to the identification problem of specific ani­
mals. Some of this data also available to Syntex was subsequently recovered 
also by D. Stelter at IBT and copied.

Certain important raw data is apparently irretrievably lost (it may not have 
ever existed) and is not available to either FDA or Syntex. The later in­
cludes the hematology data, certain weight recording sheets and the forms 
used at time of autopsy.

8) It is Syntex*s contention that the "reconstructed data" can be used as 
a valid long term toxicity study. The primary aims of such study should 
be an administration of a test substance at elevated dose (in relation to 
clinical use) for a major portion of the animal's life in an adequate 
sample of animals to measure any insults that the agent may exert over 
long term administration and suggest that a low carcinogenicity potential 
exists which would obviate the need for additional specialized long term 
carcinogenicity studies. Syntex will readily admit to many of the short­
comings of the data, i.e., lack of identifications of technicians and 
responsible supervisors, some inconsistencies that cannot be explained 
5-6 years after the end of the study, that original study report had 
shortcomings in analysis of data and that an unusually high number of 
autolysed animals was present.

This initial review of the 'reconstructed' data is based on the August 20,
1976 submission without any attempt to reconcile the computer-generated 
data tables and other report findings with the raw data at this time.
(We assume that Syntex verified the computer outputs with the raw data 
for accurate keypunch operation, programming, etc., but have no assurance 
of this at this time.). The report is in sections with appendices, and 
the comments below relate to the same identification system.

A) Introduction - This poses the question of whether the reconstructed 
study is valid. Syntex concludes that the findings are similar to findings
in other studies with this drug carried out by them and others, albeit
for shorter periods of time. The high mortality rate in the later stages 
of the study is said to be expected. We would tend to disagree with the
last point. An examination of other long-term toxicity studies with com­
parable (pharmacologic activity) drugs will show a high mortality rate 
in the later stages of the study, but not to the degree seen in this data.

Syntex attempts to divide the rat population into three classes:
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1)

2)

3)

Animals with a full spectrum of data

Animals with less than full data, but still data with adequate 
information for analysis,

A small number of rats (8/160) which cannot be evaluated.

In the finding of inadequate and incomplete weight records, a lack of 
periodic physical examination records ante mortem over much of the study 
(and when present of dubious quality), the lack of opthalmological records 
the lack of hematology data, a lack of individual urinalysis records, an 
autolysis rate of about 56% of the rats (and thus at best a biased patholog­
ical examination) deletions from the necropsy log (and dual entries) and 
lack of agreement between the necropsy log, the histopath form prepared 
at autopsy (when available), the study report and the pathological report 
in a sizeable number of cases, it must be concluded that there is no complete 
spectrum of data for any rat in accordance with the protocol agreed upon 
between the IBT and Syntex. It is also noted that the survival rate, especially 
after about 15 to 18 months is so low especially at high dose that the ob­
servations have only dubious statistical analysis value. We find a careful 
following of the protocol (included in the original NDA submission) with 
Good Laboratory Practices would have resulted in a satisfactory study by 
IBT.

B) Animal Identity Resolution - Syntex analyzed the body weight records 
after passing them into and out of the computer and suggests that animals 
not recorded as weighed just were not available for weighing. One must 
presume that they were dead, but perhaps they were not. Entries of weight 
data subsequent to many of the missing entries were analysed and were at­
tributed to another rat. It was claimed that this "invariably" was in re­
lation to adjacent cages (or animal numbers).
Table BI and B9 (Control males) : A Shift on May 15, 197^animal *12 weight 
to *13 (then dead) and in entries of February 4, 1971 through June 8, 1971 for 
animal 116 in the #15 space may have occurred. The entries for June 1, 1971 
through July 16, 1971 in the #20 rat space are likely those of #21. This
however does not explain the 840 g recorded on February 4, 1971 for rat #4.

Table B2 and BIO (Control females). The values for animal #21 June 1,
1971 through July 16, 1971 are under rat #20 probably, but we are assured
that each treatment group was kept separate and this presumably included 
separation of sex within each group. Here two shifts are likely (entry of 
413 g under #31 and 450 g twice under #29). However the 413 g entry does 
not favorably compare with a 440g 8 days previously and 430g 8 days later.
There also is no explanation for the absence of a value for #30 on May 
24y 1971.
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Table B3 and Bll (Low dose males; T-l) The slippage of #45 to #44 and 
back again to #45 on or about May 15, 1971 may be a simple recording 
error. The shift of values of #58 to #57 February 4, 1971 through 
May 24, 1971 and then back to #58 may have occurred but does not ex­
plain the absence of a May 24, 1971 value for rat #59. We suspect a 
further mixup as #59 on May 15, 1971 weighed 825g and on June 1, 1971

• only 745g. The #44-#45 shift may also be questioned as May 15, 1971 
weight was 545g and May 24, 1971 weight 445g.

Table B4 and B12 (Low dose females; T-l) On May 15, 1971 the 355g entry 
under #72 is suggested as belonging to #73 and May 15, 1971 and May 24,

<  1971 values under #76 to #77. This does not explain the May 15 and
June 8, 1971 entries under #71. The 383g under #71 may be the missing 
value for #73 and the 550g value on May 15, 1971 that of #69 but this is 
unlikely as 685 and 690g are recorded 18 days pre and 9 days post this 
value. Note also here suspected mixups with cages other than "invariably" 
adjacent cages.

Tables E5 and B13 (Mid dose males; T-2). The May 24, 1971 entry of 745g 
for #84 is suggested as that of #86; the May 24, 1971 value of 605g under 
#82 as that of #81 and entries of June 23, 1971 of 660g and July 16, 1971 
of 64 3g under #82 as that of #83. A February 4, 1971 weight of 840g under 
#88 is attributed to #89 as it seems to Syntex to be a more appropriate 
value then the 710g value originally listed. The absence of any weight 
value for May 24, 1971 under #85 is unexplained.

Tables B6 and B14 (Mid dose females; T-2). The 490g weight of rat #117 is 
attributed to #116 on August 9, 1971. The 290g value under rat #113 on 
May 24, 1971 is suggested as that of #116. This seems unlikely to this 
reviewer as the May 15, 1971 weight for #116 was 450g and the June 1, 1971 
weight 485g. Weight values on April 27, 1971, July 16, 1971, July 27, 1971 
and August 9, 1971 under #111 and May 15, 1971, May 24, 1971, June 8, 1971 
and June 30, 1971 under #109 are suggested as part of record for rat #110 
in the 'reconstruction'. A 325g weight May 24, 1971 however is unlikely 
as on May 15, 1971 rat #110 weighed 475g and on June 1, 1971 540g in this 
scheme. The April 27, 1971 weight for animal #120 is still missing and 
unexplained.

Table B7 and B14 (High dose males; T-3). April 27, 1971 and May 24, 1971 
values of 655g and 340g respectively are attributed to rat #122 instead of 
#121. We concede this may be the case for the 655g weight but cannot be 
accepted for the 340g on May 24, 1971. The latter could fit possibly 
#145 (a female) but not #122 where prior and post weights are 645 and 650g.

•
Tables B8 and B15 (High dose females; T-3). The October 20, 1970 absent 
value of #141 is unexplained. Missing value for September 28, 1970 for 
#153 is said to be the entry under #151. A 540g on this date with prior 
and post values of 305g and 305g respectively suggests that this is most un- 
likely. Values for #145 after January 21, 1971 are variously attributed to 
entries under rats #142, #143 and #144 as well as four values under #145.
An analysis of the weights suggests that this may not be the correct re­
construction. A 640g value under #149 for January 21, 1971 is attributed

8 8 -9 3 8  0  -  77  - 9
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to #152 and weight recorded there (385g) is suggested as that of #157.
These are hardly adjacent cage changes. A 580g value April 27, 1971 is 
attributed to #152. However, prior and post values of 653 and 605g are 
not supportive of this.
We have also "eyeballed" the revised tabulations of weights generated 
by Syntex and note the numerous instances where a weight is not fully 
in agreement with that of prior and post observed weights and also con­
sidered the time interval between the specific weight recordings. Some 
of these aberrant or nonconforming weights are less than extreme, others 
deserve questioning as they represent further evidence of mixups or faulty 
recording on raw data sheets (i.e., adding or subtracting 100 or 200 to 
the recorded weight). Also the weight recording system may not be in 
calibration. In this regards we call attention to the following rats 
from the control group where drug effects can thus be excluded.

Rat # Dates
5 July 16, 1971
6 May 24, 1971
7 ' July 16, 1971 and July 27, 1971
8 May 24, 1971, June 1, 1971, June 8, 1971
10 October 26, 1971
12 May 15. 1971
14 April 27, 1971
18 April 27, 1971
19 April 27, 1971 and September 15, 1971
13 October 12, 1971
(In this group of control males attention is also directed to the rapid 
decline in body weights of #5, #6, #7, #12, #17 and #20 preterminally.
We surmise this to be a reflection of either disease or possibly poor 
animal husbandry (i.e., lack of feed or water). In the group of control 
females attention is directed to weights not in agreement with prior and/ 
or post observed values in the following:

Rat ( Dates
21 May 24, 1971
22 April 5, 1971, April 13, 1971, May 15, 1971
27 May 15, 1971, July 27, 1971
28 April 5, 1971, June 1, 1971
34 June 8, 1971
The extreme variation between rats in the same treatment group (i.e., all 
control males or females) is noted. Some of the female rats tend to weigh 
the same as those of the usually heavier male group (note #39, #35 and #25, 
and others less than half of this at comparable points in the study.

Syntex has recalculated the group means. Tables B17-24 give the realigned 
values, but they fail to concede many of the nonconforming values and in­
cluded them in their analysis of the means for different groups at various 
tiaws.
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Syntex in their analysis of data has excluded #87, 102, 119 and 131 from 
weight and other analysis as there were conflicting dates of death in 
different records. For rats #4, 53, 55 and 76 weights were recorded 
after supposed death according to reconstructed weight data and the 
necropsy log and other evidence. These were also excluded from further 
consideration.

«
Table B25 lists animals as to the presence of gross/histo/autolysis on 
necropsy for comparison with the entries in the summary and whether an­
imals survived after 18 months. Intent seems to be that a sizeable num­
ber of treated animals survived 18 months and so this can be used as a 

*  cancer screen study. In the rat a proper carcinogenic study should be
carried out over 24 months. Syntex tries to convince us that gross autopsy 
was possible and indeed done in almost all autolysed animals. Our own 
FDA investigation suggested that 58% of the animals dying before term 
were in some state of autolysis and largely thrown out by the caretakers 
before an autopsy could be effected. (The TBD/TDA group - "too badly 
decomposed/technician destroyed animal" group and the TBD/NTT group "too 
badly decomposed/no tissues taken"). Some of these animals appear how­
ever in the summary (prepared by J. Plank) and contain entries for gross 
and histological data. To the credit of Syntex no histology was con­
sidered on any autolysed animals even though some entries are in the 
Plank summary. Overall 68/160 rats were autolysed to some degree. This 
is 68 out of 117 that died sometime prior to end of the study.

C) Drug Administration - Examplatory calculations of dosing are given and 
raw data sheets from IBT support that this was done but we have no evi­
dence that the food-drug mixture could meet by assay the intended formu­
lation. IBT assays of other drug-food mixtures using the same mixing 
methodology are said to be by IBT homogeneous. Syntex suggests that the 
toxicity differences between the groups may be considered as evidence 
that different doses were actually administered to the rats. The large 
variation in the weight of specific animals within a treatment group 
however suggests that not all animals in each group got the same intended 
drug dosage. It is possible that the drug-food mixture induced a taste 
aversion by some rats (they did not eat) a fact that needs to be estab­
lished in each drug feeding study before engaging in as large a trial
as this one. Lack of feeding due to absence of drinking water or absence 
of available food cannot retrospectively be proven one way or another at 
this time.

D) Body Weights - Syntex admits to the absence of any weight data for 
the initial 8 weeks but does not consider this as critical. The mortality

y  was small during this time. Without this data we cannot determine if all
the animals placed on test in-any treatment or control group had some 
sense of homogenity when placed on test. If not, this could explain the 
large intra-group weight differences mentioned before. Despite provision 
in the protocol, weighings of animals were done less frequait than once a 
week unless there were selective "losses" of certain raw data sheets.
This is also discounted by Syntex as an important shortcoming of the 
study. (With full weekly records of weights the "Reconstruction" could be 
more believable and single nonconforming weights more readily discounted as



clerical errors). Syntex like FDA also noticed use by IBT of 8 and 9 
week weight summary data for the 10th and eleventh weeks and errors in 
computation and record transfer.

The ’reconstructed data' was subjected to analysis and Syntex compared 
recomputed IBT data (Syn/IBT, with the mean 'reconstructed' data (Syn) 
and IBT data as reported. (Tables DI and D2). Note now that Syntex is 
using all the data available rather than being satisfied with the data 
points selected by IBT. ("Monthly values after week 12"). The actual 
means recorded are largely not significantly different in most cases. 
However, as means are composites of many individual values any signifi­
cant changes up or down are not likely. The larger shifts at the end 
of the experiment especially in the T2 and T3 groups are a reflection of 
the few animals left in the study and their possibly unhealthy state. In 
no case has there been any attempt to compute a standard error for each 
mean. Syntex in tables D 3-5 further selected out data to just 7 weight 
collection data points. Notably here the May 15, 1971 weights are used 
that represent the data on which extensive "reconstruction" was done.
The choice of the dates selected represents data points at 1.9, 11.1,
15.8, 17.7', 18.3, 20.1 and 21.7 months of study. It would appear that 
these dates chosen are in a logarithmic progression and not equally repre­
sentative for all phases of the study as a selection of data points at 3,
6, 9, 12, 15, 18, and 21 months would do. Significance is claimed for male 
subgroups on May 15, 1971 and July 21, 1971 using a linear contract test. 
Former date has been discussed and latter is near the end of the study 
when some rats were in a state of rapid weight loss and fewer rats/treat- 
ment group were available for stu<Jy.

E) Organ Weights - Syntex had handwritten records from IBT (p. 153, 154 
and 155 of appendix III) which included pituitary gland. The second set 
prepared for the keypunch operator at IBT (p. 156-161) and the IBT computer 
printout (available to FDA) does not contain the pituitary. Syntex re­
entered the data in their computer system so as to be able to also generate 
tissue to brain ratios. This data is of course limited to animals sacri­
ficed at the end of the experiment. Any intergroup analysis is biased by
4 male tissue sets in TL and three in T2 versus 13 sets for females of 
group Tl and 7 female sets in T2. Control group had 6 males and 10 female 
entries. The T3 group was omitted as having too few tissues.

Syntex in their analysis, like IBT, drop the pituitary even though they 
had the data. Group differences in the pituitary are likely whereas not 
seen in other tissues. We otherwise concur in the Syntex evaluation of 
this parameter.
F) Pathology Summary - It is my understanding that the Pathology and 
Histology will also be discussed in detail by Dr. Gross of HFD-108.

As far as I can recollect we were given to understand during our IBT in­
spection that at the time of this study (1970/1, one of the technicians
doing necropsies was Marylou____________ . On questioning we determined
that she is also the one that prepared the necropsy log and transcribed
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the data from the necropsy sheets (also identified as a printed Histo/
Path report form of which about 30 were found. These were prepared only 
on animals dying prior to study termination). Thus the designation TBA/
TDA (includes the NTT cases) must be accepted as correct and supercede 
all other data information. If the animal was destroyed by the technician 
no autopsy record was made and no histology slides were prepared. Thus 
the 68 so designated rats were not examined and any findings in the sum­
mary and elsewhere are unexplained.

Syntex maintains that the CVs of technicians are in Appendix Section VIII.
We fail to see one for Marylou___________ .

Except for certain drug induced GI pathology Syntex claims that findings 
are incidential and that the tumors are satisfactorily explained in a 
special section *M'. Histological exams were done largely by Dr. Richter 
and in a few animals by Dr. D. Gordon (see Appendix Section V ). This 
reviewer does not recall seeing some parts of the Gordon reports (there 
are really two, with one just covering GI tissues and generated after 
submission of the study to IBT in January 1972) and also the Richter re­
port bears verification with our data set as it may contain some additional 
entries. We should determine if there were any changes in this raw data 
since June 1976 by IBT or Syntex, and if so by whom. The pathology reports 
generated by Gordon and not seen previously by this reviewer do not materially 
change the evaluation made and dated August 10, 1976. 14 of the examinations
by Gordon are of the GI tract only and made February 1, 1972 (after IBT re­
port submission and acceptance by Syntex). Two entry records (for rat #113 
and 102 (102a or 102b? or?) are part of both of Gordon's reports.

G. Gross Pathology - Gross Pathology (Necropsy) is claimed here for 144/
152 rats with satisfactory results. In view of discussion above of 68 rats 
with TBD/TDA status this is to be questioned. Chronic respiratory disease 
was reported as most common finding consisting of either pneumonia and/or 
consolidation, congestion, hyperremia or hemorrhage of lungs. 115/152 ani- 
males in this group have this designation in table G2. This finding is 
especially hard to make in autolysed animals even if a necropsy was done 
as claimed. It should be noted that in cases where there was an autopsy 
sheet prepared and the animal was in TBD/TDA status no notation is found 
in lung to indicate pathology or in the necropsy log. The 30 necropsy 
report forms (out of the 116 rats that expired prior to termination of 
study) were not part of the Syntex submission. The FDA review team checked 
these and notations thereon were faithfully transcribed to the necropsy log.

Pituitary enlargements, so called adenomas are said to be more frequent 
in controls, but the organ weight table in appendix V does not support this 
contention. (It is admitted that the data bases are not identical in all 
respects as one group is limited to 22 month sacrifices and the other covers 
data from deaths occurring before this date also).
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Syntex suggests that there are no significant tissue pathology differences 
between control and treated rats but in our view the reliability of the 
data base is so questionable that even this statement must be questioned.
If the histological findings are also considered and if some ante mortem 
observations (by animal caretakers) and biochemical determination data were 
available— assuming that correct animal identification existed— some limited 
analysis on non-autolysed animals may have value.

A larger instance of GI ulcerations and hemorrhage was to be expected 
from this drug. (This type of agent is also often an agent that affects 
blood coagulation besides having anti-inflammatory properties). The re-
ported findings however suggest that the doses used (2, 10, 30 mg/kg) “
were not high enough for this to be the cause of death in most cases and 
even higher doses may be tolerated by some rats. The G2 table certainly 
supports the view that the agent has effects on bleeding (see entries for 
stomach, GI and heart). It causes increased liver pathology and at high 
dose causes increased lymph node enlargement (a response to increased in­
fection rates? reduced resistance to infection?).

The listing of pituitary adenomas solely on gross observation and without 
histological verification is unwarranted.

H? Cross Pathology Exception Report - Syntex tries to reconcile gross 
findings reported in the NDA with those of ra w  data and histological 
findings. The seven mentioned exceptions examined grossly but omitted 
from histology also ignore a histological verification of the ante-mortem 
observations (when available) of the animal caretakers.

J) Histopathology - Examinations are claimed for 71/160 rats with satis­
factory data. 75 animals had slides prepared by IBT which are now in the 
hands of Syntex (see slide inventory,supplement III). There are 68 TBA/
TDA (or NTT) rats where Syntex refused to consider any histological data.
With 8 rats excluded (see section B) about 9 rats are still unaccounted 
for.

Syntex has the original 75 slides and we understand also the blocks from 
which they were made. Instead of having their pathologist reexamine this 
material reliance is placed on the original data sheets of Richter and 
Gordon. If we had any assurance that Richter examined all the tissues 
on each slide and commented only on the adverse ones, would have indi- 
cated in the recording form any missing tissues, had the gross pathology 
accompanying each case available (including any indication of the auto­
lytic state if anyi.had been given access to all tissues from all animals
(rather than just 64/160) we could have some faith in the data. The ♦
reading of some tissues by Gordon of some tissues and special GI exam­
inations only complicates the situation as Gordon's slides are not available 
to Syntex, there may be variances in pathological judgement between the 
two pathologists and in part these were done after the report was submitted
to IBT (and so not included in the FDA submission). Distribution of the *
Richter material for histopathological examination was from 18 controls,
20 T-l 19 T-2 and 7 t - 3 . Gordon's specimen came from 4 control no T-l,
4 T-2, and no T-3 rats. The distribution of examinations among the treat­
ment groups can hardly be considered as representative.
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K. Histopathology Exception Report - It is claimed that except for the 
lipoma in #100 all the findings discussed are in the IBT report. This 
section tries to note the observations in one part of the IBT report but 
not in another and those found in the IBT report and not in the summary 
(or vice versa). It was in part these inconsistencies that led to the 
FDA inspection and secured the raw data at IBT. No explanations are of­
fered. These must come from IBT and not Synte* if any exist.

L) Pathology Findings in 8 Rats with Irreconciable Discrepancies - #4,
53, 55, 76, 87, 102, 119 and 131 are noted as having no atypical findings. 
(8/8 have gross lung pathology; stomach hemorrhage and dark foci are noted 
in two of T-2 group). Important histopathological findings relate to
the adrenal congestion and telangiectasis (1/3), liver changes (2/3) 
pituitary hyperplasia (1/3) stomach necrosis and hemorrhage in the T-2 
group in our evaluation of this group.

M) Tumors - To test for tumogenicity FDA now suggests studies over 24 
months in rats at elevated dosage. Syntex makes a claim that 107 rats 
completed 16 months or more and 87 18 months or more.

Using their reconstructed tables BI7-24 we note the following survival 
rates which do not agree with the above statement (see table below). At 
18 months only about 50% of all rats are still alive. If the controls are 
discounted there are 69 rats on drug at 16 months 58 at 18 months and 
28 at 22 months. (None at 24 months of course). We consider Liiese numbers 
to be inadequate to measure the carcinogenic potential of the drug.

Group Identification 16 Months 18 Months 22 Months 24 Months

Control M 12 12 6 0
Control F 13 11 10 0
T-l (2 mg/kg) M 13 11 4 0
T-l (2 mg/kg) F 18 16 13 0
T-2 (10 mg/kg) M 13 10 3 0
T-2 (10 mg/kg) F 16 15 7 0
T-3 (30 mg/kg) M 4 3 0 0
T-3 (30 mg/kg) F 5 3 1 0

94 81 44 0

It is clear from this and other data that the male rats are more susceptible 
to an early demise.

Syntex comments that in-life observations can detect only superficial 
tumors and fails to distinguish them from hematomas and abcesses. Their 
usefulness is in direct relation to the quality work performed by the 
technician in examining the animal and recording accurately the findings. 
Only poor observations and only over a limited time are available in the 
ante-mortem observation records. These are completely discounted by Syn­
tex in that they require gross and histological examination for verifi­
cation and tumors are always seen on gross necropsy anyway. With the true 
number of accurate necropsies in question these observations are not con­
firmable. Table Ml attempts to reconcile in its comments those which are 
at variance in the IBT report. Rat #59 was detected on necropsy as having



a  growth but^was not histologically verified and dropped from IBT tumor 
buhlo. #100 had actually two tumors according to Syntex a keratoaxanthoma
and a lipoma that was missed in IBT tumor summary. M2 lists further tis­
sue hyperplasias which are not counted as tumors. This list includes the 
pituitary 'adenomas' which tended to be more frequent in the control 
group.

In view of the "alert" given to us by the Ciba-Geigy Corporation on July 
21, 1976 (see memo of M. Hein of July 30, 1976), a determination of tumor- 
genicity potential/carcinogenicity from naproxen is now even more vital. The 
data in Ml is inadequate to arrive at a conclusion as to this potential for 
naproxen. The tumors reported were of various types and included 2 in.the 
control, 7 in the Tl, 6 in the T2 and 3 in the T3 groups and raises the 
question as to how well they were looked for. These could only come from 
the 92 rats at best as 68 were listed as TBA/TDA (or TBA/NTT).

N) Urinalysis Evaluation - The data is limited to raw data from 3, 6, 9,
12, and 15 months. It lacks a pretest control and any data for 18 and 21 
months. At these later times increased renal toxicity may well be expected. 
Data is presented for 4 parameters: Vol., Specific Gravity, albumin and 
glucose only. No microscopic, pH, ketones, etc., were looked for.

The data lacks specific identification of specific rats and are indicated 
only by sex and treatment group. Thus no correlation with pathology is 
possible. Also Syntex in their data analysis carefully avoids identifi­
cation of the "n" involved. (10 were done; when available; while protocol 
asked for five) . Urine volume seems to be elevated at 6-12 months at the 
high dose level of drug. IBT in their report also included 22 month values 
which are not presently available as raw data and are said to have been 
typed into report directly from odd notes. (?)

The differences in calculations of mean from Syntex and IBT are minor for 
Spec. Grav. and Volume. Syntex listed the glucose and albumin in full form 
as, the averages quoted by IBT are misleading.

O) Hematology and Blood Chemistry - Syntex admits to no raw data being 
available now and suggests that the data was entered into the report di­
rectly (??) . The data in the IBT report is thus all that is available at 
this time.

P) Opthalmology - Syntex states that no slit lamp or opthalmology exams 
were done in-vivo and none are reported by IBT. Protocol had called for 
repeated examinations. The individual who normally performed such tests 
for IBT was given to us at time of inspection. At that time we were led 
to believe that such records for this study had existed at one time, but 
could now not be found by the IBT people.

is
Q) Summary - This^a listing of the data used in the 'reconstruction'. It 
is suggested by Syntex that reworking of the data uncovered no material 
differences from IBT report and both are said to "demonstrate meaningful 
long term experience with naproxen administration in the rat".



There are a series of supplement sections which have been considered 
already.

I. Body Weights (Syntex data analysis)

II. Organ Weights (Syntex data analysis)

III. Inventory of the slides at Syntex on this study.

Volume II contains Appendices and Exhibits.

I. Drug Administration

Identification of the material sent for test to IBT*

Diet preparation (includes data for parallel 6 months rat study 
(15/sex/level)*

•Some of these records were not available at time of in­
spection.

Food left/and food offered - If we understand the methods there 
are many errors in arithmetic calculation on the raw data sheets 
starting March 17, 1971.

Food consumption records - Only a few can be identified due to 
lack of dating.

II. Body Weights (raw data)

III. Organ Weights - Original data and the set prepared for the IBT key­
punch operator.

IV. Necropsy Log (Only one version)

V. Histopathological Records - Reports from Richter and Gordon (Gordon has
two which we in part have not seen in the 
past ).

VI. Urinalysis (raw data forms,

VII. IBT report to Syntex January 4, 1972. This includes the J. Plank 
summary and the supportive tables.

VIII. Curriculum Vitae

Listed are:

Name

J. Calandra, M.D., Ph.D.

Apparent Function in the Study

President and Director of IBT Med. Dir. of Nalcc 
(parent company of IB';
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M. L. Keplinger Ph.D.

W. Richter, DVM

O. Fancher, Ph.D.

Lester Happ

James B. Plank

Philip S. Smith

Paul L. Wright, Ph.D.
(Biochem)

Alexander Sutherland

Donald H. Jenkins, DVM

Donald Greco

Donavan Gordon, DVM

Michael Black

Other technicians

Asst. Lab. Director 1968-70; Manager of 
Toxicology since 197Q

Assoc. Prof, of Comp. Pathology, University of. 
Chicago

up
V. Pres, and Directorate 1970; Scientific Director 
1970/1, Consultant to IBT since 1971

Group Leader of Necropsy Unit and Histology Dept., 
Tissue processing, organ weighing

Group Leader Rat Toxicology Dept. - one of report 
writers also.
Asst. Toxicologist and Coordinator of Toxicol. 
Studies 1/71 - 8/71 only.

Section Head Toxicology, Rat and Dog 
Dept. only after 3/71 ,

Chief Histology Technician 2/71 - 4/72 only

Manager of Wedge's Creek Research Farm Div. of 
IBT (is this breeding farm for toxicology study 
animals?)
Group Leader, Clinical Chemistry

Vet. Pathologist (Started with IBT September 1971)

Technician Rat Toxicology Dept. (necropsy, 
weighing of animals, caretaking, data assembly), 

i.e., Marylou__________  are not identified.

Additional Comments and Evaluation;

1) Syntex has completely 'reworked' all available IBT raw data in an attempt 
to present as favorable a picture as possible of this study. In the process 
some data was reordered (i.e., weight data) or rejected (i.e., some histo 
data on autolysed animals).

2) In the "reconstitution" process using weight data some parts look reason­
able, but without definitive proof. Other suggested reordering is implausable 
based on consideration of pre and post weight data.

♦
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3) As antemortem observations, i.e., "tumors" were not verified at autopsy 
or observed over much of the study, perhaps the identification process is 
only a help in fixing the most likely date of death to correlate with the 
other data (i.e., necropsy log, summary, survival rate data, etc.).

«  4) It is claimed that caging mixups were limited to adjacent cages. This
did not always follow in the Syntex ’reconstitution'. Some are not explain 
able and may involve intergroup switches. Proof for later is only clear 
in #20-21 case where sexual identity was the clue.

5) Even after Syntex reordering there are many weight values at various 
dates in which prior and/or post weights for that rat are suggestive of 
improbability. We suspect here recording errors or further animal cage 
mixups. Some, but by no means all, have been identified by Syntex as 
’nonconforming' values. They nevertheless were included in group mean 
calculations. (Means even after reordering do not carry a standard error).

6) Analysis of weights of specific animals suggests rapid weight loss 
when none may be expected (i.e., in controls). This may reflect poor 
husbandry practice, i.e., lack of food and/or water or disease. Some of 
these terminated before end of study (see for example #5 and #20) and 
were listed as TBD/TDA_. Pathology listed in tables of Section G suggested 
respiratory death, a finding not possible in autolysed rats.

7) It is argued that if rats are identified with each treatment group cor­
rectly it matters little which is the true identity of each rat. The cor­
relation of anti-mortem observations by caretakers with urinalysis data, 
possible rapid weight loss with histological, gross pathological and bio­
chemical findings cannot be made.

8) Syntex seems to now admit that no opthalmology exams were made ante­
mortem and no records to this exist. The post mortem eye exams are woe­
fully inadequate to test opthalmological toxicity especially with the high 
autolysis incidence and absence of proof that eyes were looked at by 
pathologist in each instance.

Recommendation - The 'reworked' 22 month rat study remains unacceptable to 
demonstrate—

A lack of
f  1) toxicity to various tissues after administration of drug over a

major portion of the animal's lifetime.

2) That naproxen had/or has not a carcinogenic potential which would 
require specialized trials for carcinogenicity in larger populations.

3) The identity of each animal with correct findings. Dates of death have 
not been satisfactorily demonstrated to this reviewer.

4)  Certain provisions of protocol were not adhered to. Some are and 
some are not very important. We consider opthalmology exams with 
slit lamp exams in at least one species over an extended time as 
essential. Long term hematology in a drug affecting clotting is also
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5) Excessively high autolysis rat® and weight variations within groups 
attest to low quality of animal husbandry without which no scientific 
merit can be ascribed to study.

In the absence of other animal studies extending over the major portion 
of an animal's lifetime and for a drug that may be used chronically for 
severaly years and in which a question of carcinogenicity has been directed 
to us, we have to recommend that Naproxen ^ e  removed from marketing im­
mediately until such time as a 2 year toxicity study in rats is repeated, 
reviewed and found to clear any suspicions we now may have.

cc:
Orig IND 
Orig NDA 
HFD-150 IND

NDA
HFD-108
HFD-100
HFD-1
HFD-150/MMHein
Final typed by sit:8/31/76
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NDA File - 150

Associate Director for New 
Drug Evaluation, HFD-100

September 2, 1976

Deputy Associate Director for
New  Drug Evaluation (Scientific)/I IFD-101

Syntex Meeting - Naproxen

I decided that just for the record I would transcribe my  notes on 
the nine reasons which the Syntex representatives presented for not 
taking naproxen off the market on the basis of the findings of the 
rat study at Industrial Biotest Labs. These were as follows:

1. The rat study was submitted in 1972. Some of the discrepancies 
found in that study were available to EDA in the NDA and were not 
found at that time.

2. There were no differences in expected human experience with 
the drug from the time it was approved until the present.

3. Syntex representatives feel that the studies in excess of 6 montlis 
duration are not required for approval of  a drug of this nature (D'Aguanno 
disagreed vehemently).

4. The rat is not an acceptable model for man.

5. Additional clinical toxicity studies have been conducted in the 
rhesis monkey, the mini pig  and the mouse. The 12 month study in the mini 
pig may be the closest model to man. There was no organ toxicity beyond 
expectation found in any of  these studies.

6. Animal toxicity provides facilitating information for new drug 
approvals not, like human experience, paramount.

7. Syntex has perspective human trials ongoing which will continuo 
for the next two to three years.

8. A restrictive action taken on the use of the drug by FDA will 
create anxiety in the population on whom the drug is being used and such 
anxiety may have a greater potential for adverse effect than the drug 
itself.

9. Syntex indicated that it would immediately begin a new 2 year 
rat carcinogenicity study in 800 animals in its own facilities. They 
further indicated that they will extend and closely monitor their ongoing 
human trials.
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Dr. Finkel - 2

Art Levine asked that these statements be documented in the letter 
which Syntex is supposed to send to us, however, I think it is 
probably worthwhile having some record of our own impressions of 
these reasons.

Jerome A. Ilalperin

cc:
NDA F il e  
Dr. D'Aguanno

JAHalpe rin/H FD-101 md 9 /2 /7 6



DEPARECNT OF HEALTH, EDUCATION, AND WELFARE
10I+1-ft

FOOD AND DRUG ADMINISTRATION

(DOCKET NO. 76N-0411]

NAPROSYN TABLETS

NOTICE OF OPPORTUNITY FOR HEARING ON PROPOSAL TO WITHDRAW APPROVAL 
OF NEW DRUG APPLICATION

The Food and Drug Administration (FDA) proposes to withdraw 

approval of the new drug application (NDA 17-581) for Naprosyn 

(naproxen) Tablets held by Syntex Corporation, 3401 Hillview Ave.,

Palo Alto, CA 94304, on the ground that it contains untrue statements 

of material facts. Any request for a hearing or ccnments must be 

submitted on or before (insert date 30 days after date of publication 

in the FEDERAL REGISTER).

Naproxen is a nonsteroidal anti-inf lairmatory agent indicated 

for use in the management of rheumatoid arthritis and thus intended 

for long-term administration when appropriate. NDA 17-581 authorizing 

marketing of Naprosyn brand of naproxen tablets was approved on 

March 11, 1976. The application contained statements regarding studies 

of the long-term toxicity of Naprosyn which represented the drug to

be safe for chronic human use.

The Director of the Bureau of Drugs now has reason to believe 

that certain material facts either were misstated in tne application 

for Naprosyn or were emitted fran the application. As a consequence, 

the agency's evaluation of the safety of Naprosyn was based on erroneous
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data. Therefore, the Director is proposing to withdraw the approval 

of the application for Naprosyn.

BACKGROUND

The new drug regulations require that an NDA contain full reports 

of adequate preclinical tests by all methods reasonably applicable 

to show whether or not the drug is safe for use under the conditions 

prescribed, recommended, or suggested in the proposed labeling. The 

reports are to include all studies made on laboratory’ animals, the 

methods used, and the results obtained. ~’2153T. 314.1(c). The NDA 

form itself states that the application may be refused unless it 

contains full reports of such preclinical tests and unless those tests 

adequately take into consideration such special factors as whether 

the drug is intended for long-term administration. 21 CI'R 314.1(c),

Form FD-356H, paragraph 10a, b.

This regulatory requirement supplements section 505(d) (1) of 

the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 355(d)(1)), under 

which the Commissioner of Food and Drugs shall, after affording the 

applicant due notice and an opportunity for a hearing, refuse to approve 

an NDA that fails to contain evidence of adequate safety testing 

by all reasonably applicable methods. Protection of the public 

health, as well as the strictures of the act and regulations, requires 

that new drugs lacking evidence of adequate tests of safety not 

be permitted on the market.
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Ihe act also provides for the withdrawal of approval of an 

appl i ration that contains any untrue statement of a material fact. 

Section 505(e)(4) (21 U.S.C. 355(e)(4)). Among the grounds on which 

an application may be deemed to contain an untrue statement of a 

material fact is the emission frem the application of any information
to

obtained frem investigations as to safety if such emission prevents 

a proper evaluation of the safety of the drug. 21 CFR 314.12(b) (1).

T . i  kewisn,- the misstatenont, whether inadvertent or not, of significant 

data frem which conclusions as to safety are to be drawn must be deemed 

to constitute an untrue statement of material fact.

ANIMAL STUDIES

Because Naprosyn is intended for long-term administration to 

humans, one test essential to a determination of its safety is a 

long-term animal toxicity study designed to measure the effects of 

chronic exposure to the drug over a substantial portion, or all, 

of the life span of the animal. It has long been the policy of 

FDA that an NDA for a drug intended for chronic administration, 

i.e., more than 6 months, is not approvable unless the preclinical

* tests include a long-term rodent toxicity study. This policy is 

widely recognized among drug manufacturers and has been enunciated

• publicly in speeches made between 1968 and 1972 by Dr. WilliamI
D'Aguanno, Qiicf Pharmacologist of the FDA Bureau of Drugs, and 

in publications. ("Drug Toxicity Evaluation— Pre-Clinical Aspects,"

FDA Introduction to Total Drug Quality, U.S. Government Printing

8 8 -9 38  0  -  77  -  10
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Office No. 1712-00220, Nov. 1973, pp. 35-40; and "Drug Safety 

Evaluation— Pre-Clinical Considerations," Industrial Pharmacology, 

Vol. I, S. Fielding, ed., Futura Publishing Co., Mount Kisco, NY, 

1974, pp. 317-332.)

To comply with this requirement for Naprosyn, Syntex sutmitted 

the results of one study, a 22-month chronic oral toxicity study 

in 160 albino rats carried out by Industrial Bio-Test Laboratories 

(IBT) of Northbrook, IL, under Syntex sponsorship (the "IBT rat 

study"). That study was used for evaluating both the chronic toxic 

effect of the compound and the likelihood of its having carcinogenic 

potential. Two other long-term animal toxicity studies (a 12-month 

study in the mini-pig and 39-week study in the rhesus monkey) wore 

not adequate to answer these questions. because they were not carried 

out over the major portion of the life span of the animals, and they 

did not involve a sufficient number of animals to permit a meaningful 

assessment of carcinogenic potential. The clinical trials and usage 

to date are also not sufficient to assure long-term safety or lack 

of oncogenic potential; only a relatively small number of patients 

have received the drug for as long as 3 years, while the latent 

period for chemical carcinogenesis in humans may be 10 years or 

more. Furthermore, clinical experience is an insensiti'’e indicator 

of carcinogenic potential of drugs.

The agency’s assessment of long-term safety underlying the 

approval of NDA 17-581 was based, therefore, exclusively on the
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3BT rat study. Hie materiality of this study and the data reported 

to FDA is evident frcm the fact that without the study, Syntex’s 

application would not have been approved, for it would have failed 

to meet the agency's requirement of adequate long-term animal toxicity 

data to shew whether Naprosyn is safe for chronic use.

UNTRUE MATERIAL STATEMENTS

FDA scientific and regulatory personnel have recently conducted 

an investigation of the circumstances of performance and the laboratory 

records of the IBT rat study. On the basis of this investigation, 

the Director of the Bureau of Drugs has determined that the report 

of the study submitted to FDA contained serious discrepancies frcm 

the records of the study held by IBT, and that other significant 

information concerning the study was emitted fran the reports in 

the NDA. Hie Director of the Bureau of Drugs therefore finds that 

the report of the study in the NDA contains untrue statements of 

material facts that render the report uninterpretable in documenting 

the lack of chronic toxic effects or carcinogenic potential of the 

drug and thereby vitiate the earlier conclusions reached by the 

agency regarding the long-term safety of Naprosyn. Specifically}

1. The original NDA submitted by Syntex represents that the

IBT rat study contained a sufficient number of. animals for which >
records pertaining to necropsy, urinalysis, hematology, histopath­

ology, general animal condition, and feeding and weight data were
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available to permit an adequate evaluation of the long-term toxic 

and carcinogenic potential of the drug.

Instead, the original laboratory records revealed that for 

no  single animal among the 160 animals that began the study was a 

complete set of such records maintained as required by the study 

protocol agreed upon by Syntax and IBT and submitted to FDA in the 

application, and that the extent of missing records was substantial 

and serious. For example, the protocol required daily examinations of 

all animals, with special attention to be given bo the presence of 

externally visible tissue masses likely to be tumors; however, no 

systematic records of such daily examinations were available during the 

FDA investigation. Further, while the results of hematology, clinical 

chemistry, and urinalysis determinations and gross (readily visible 

witliout a microscope) pathology observations were reported in the NDA, 

the agency’s investigation revealed no -records at all to support the 

hematology and clinical chemistry determinations and only partial records 

on urinalysis determinations, body-weight values, and gross observa- 

ations, ante and post mortem.

2. Syntex's submissions regarding the IDT rat study represented 

that a specified set of tissues had been examined histopathologically 

(with a microscope). In fact, laboratory records shexv tliat only 

seme of these tissue samples were collected or prepared for examination. 

In addition, FD.A inspection of the raw data in JBT’s files disclosed
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that, in certain cases, actual tumors were found in animals but were not 

mentioned in the submission, which is part of the NDA, and that the 

same was true with certain lesions other than tumors.

3. Withheld frcm the report submitted in the NDA was the fact 

that the majority of the animals observed post mortem had already 

entered a state of advanced autolysis or decomposition at the time 

of examination, rerrlering unreliable any gross observations made.

Despite such unreliability, the NDA contains data on the results of 

gross observations of certain organs, and reports, for example, that 

the lung tissues of animals showed signs of congestion or, by a lack 

of attribution of findings, implies that the tissues examined were 

normal. Hie original laboratory records discovered at IDT indicate 

that the problem of autolysis was so extensive that, lad it been made 

known to FDA during the agency's review and evaluation of the IBT rat 

study, this discovery alone would have rendered the entire study un­

acceptable in documenting the safety of the drug. In addition, many of 

the 47 animals described in one log kept by IBT as being "too badly 

autolysed, technician destroyed animal" were found to have certain gross 

pathologic findings ascribed to them in another log and reported in the 

NDA. Whether, in fact, these pathology observations were not nadc

because of immediate discarding of the animals or instead were made in 
• • *

animals too badly decomposed to permit a reliable evaluation is not 

known, but cither conclusion renders unacceptable the findings rcjortod

in the NDV
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4.  An inspection of the records at IBT disclosed numerous in­

consistencies with the report, which is part of the NDA, indicating that 

experimental animals were either identified incorrectly or were mis­

placed within and among the various treatment groups. For example, many 

animal weights were recorded as having been collected while the animals 

were alive on dates subsequent to their dates of death; several animals 

were recorded as having died on more than one date, usually with dif­

ferent versions of gross post mortem findings; extreme variations in 

body weight were noted both during successive v.eigliings of the same 

animals and within any group of animals weighed at the same time, even 

though all animals were reported to have received standard care and drug 

administration. Such confusion with respect to animal identity renders 

unreliable any estimate of the onset and persistence of certain im­

portant toxic manifestations of naproxen, such as gastrointestinal . • 

ulcerations. .

Ihe applicant, Syntex, was made aware of these findings by 

a letter dated August 5, 1976, from the Director of the Bureau of 

Drugs. The company was more fully advised of the findings in a 

meeting held between representatives of the Food and Drug Administra­

tion and Syntex on August 20, 1976, during which the Syntex repre­

sentatives acknowledged and discussed many of the discrepancies 

and deficiencies found in the report of die IBT rat study. Copies
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of the letter and minutes of the meeting have been placed on file 

at the office of the Hearing Clerk, Rn. 4-65, 5600 Fishers Lane, 

Rockville, MD 20852.

LEGAL BASIS FOR WITHDRAWAL OF NDA 

When an approved NDA is later found to have contained untrue 

statements of facts which were material at the time of approval 

and which remain material when the untruth is discovered, the law 

requires that the application be withdrawn, after appropriate notice 

of opportunity for a hearing and the holding of such hearing if 

justified. In certain circumstances, statements of fact that were, 

material to approval of an NDA at the time the agency evaluated the 

application may have ceased to be material when they are discovered 

to be untrue. For example, evidence invalidating a study that was 

essential to the original evaluation of the safety of a drug may 

not be discovered until years after the drug is approved and marketed, 

and under seme circumstances intervening wide clinical experience 

or additional studies with the drug may be sufficient to resolve 

the questions of safety originally addressed by the study in question. 

In another possible situation, the Bureau of Drugs might determine 

that the studies that were required at the time of the initial 

approval of an NDA are not, in light of more recent toncological 

standards, in fact essential to such continuing approval. An untrue 

statement in such information would not be regarded as material for
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purposes of withdrawing approval of the NDA, notwithstanding that 

initial approval v.'ould not have been granted had the untrue state­

ments been known at the time. In such situations, the Director of 

the Bureau of Drugs may decline to initiate withdrawal of approval

of the NDA.

No  such circumstances exist in this case, however. Naprosyn 

is not a long-approved or an extensively used drug. Moreover, the 

agency regards a long-term toxicity study as having been essential 

to the approval of the NDA for Naprosyn and essential to a current 

assessment of its safety, and thus as material. The Director 

concludes, therefore, that the misstated facts, which were material 

to the original approval of the NDA for Naprosyn end continue to be 

material, justify its withdrawal at this time.

In a proceeding to determine whether to withdraw approval of 

the NDA for Naprosyn under section 505(e) (4) of the act, the only 

issues are whether the statements in the application (a) were 

actually made, (b) were untrue, and (c) were material, and continue 

to be material, to the approval of the application. To justify 

a hearing on the proposed withdrawal of approval, Syntex must be 

able to show that there is a genuine dispute with respect to one 

or more of these issues. No other issues are germane to a decision
I

to withdraw approved of an NDA on this ground.
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Evidence supporting a claim that statements in the report of 

the IBT rat study included in the NBA were not untrue must demonstrate 

that the report as submitted was complete and accurate in all respects. 

This evidence must consist of original records, such as laboratory 

records, log books, and pathology slides which prove that the report 

is supported by the actual raw data and is therefore true.

Evidence supporting a claim that the misstatements in and 

emissions fran the report of the IBT rat study were not material 

must demonstrate either of the following two propositions:

(a ) That valid scientific conclusions can be drawn fran the 

actual raw data generated during the study and therefore that the 

misstatements and emissions are not material to an evaluation of 

the study as evidence of the safety of Naprosyn for long-term use. 

Evidence to support this preposition must consist of original records, 

such as laboratory records, log books, and pathology slides which 

demonstrate clearly and objectively that the study was performed 

with the requisite number of properly identified animals, that 

adequate contemporaneous records were maintained, and that unequivocal

* scientific conclusions regarding the safety of the drug for long­

term use can be drawn fran the data obtained fran this study. Hypo-

* thetical reconstructions of portions of the IBT rat study, such as 

those offered by Syntex representatives in the August 20, 1976 

meeting, and plausible, but conjectural, explanations cannot suffice 

to demonstrate that the errors in tiro r e p o r t  a r e  n o t  m a t e r i a l .
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(b) That the IBT rat study itself was not material to the 

approval of the application at the time it was approved or is not 

now material to an evaluation of the long-term safety of the drug. 

Evidence to support this proposition must demonstrate either (1) 

that the study was not essential to the original evaluation of the 

safety of the drug; or (2) that intervening events since the time 

of approval, e.g., new scientific information derived frcm human 

experience or animal investigations or: scientific standards, 

have rendered the study scientifically obsolete and therefore not 

material to a current appraisal of safety.

In the absence of a shewing that such proof is available to 

demonstrate that the statements are not untrue or are not material,

the statute mandates that FDA withdraw the NDA.

If approval of the Naprosyn NDA is withdrawn, Syntex may resub­

mit the application and may include either new data providing evi­

dence of long-term safety fran a rodent study completed since March 

1976 or a resubmission of the IDT rat study. If the application 

is resubmitted, the Bureau of Drugs will determine whether the 

application is approvable under the statutory criteria set forth 

in section 505(d). If the Bureau finds the application to be not 

approvablc, it would follow the customary procedures for denying 

an NDA, including providing Syntex with an opportunity for a 

hearing on the proposed denial. That process provides the proper
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forum for assessing whether Syntex's attempt to reconstruct the 

IBT rat study provides an acceptable basis for determining the 

safety of Naprosyn for long-term use.

Accordingly, notice is hereby given to the holder of the new 

drug application for Naprosyn, and to all other interested persons, 

that the Director of the Bureau of Drugs proposes to issue an order 

under section 505(e) (4) of the Federal Food, Drug, and Cosmetic 

Ac t (21 U.S.C. 355(e) (4)), withdrawing approval of the new drug appli­

cation and all amendments and supplements thereto on the ground that 

the application contains untrue statements of material facts.

If any person subject to this notice elects to avail himself 

of the opportunity for a hearing, he shall file on or before (Insert 

date 30 days after date of publication in the FEDERAL REGISTER),

a written notice of appearance and request for hearing, and the 

data, information, and analyses on which he relies to justify a 

hearing, as specified in 21 CFR 314.200. Any other interested person 

may also submit cements on this proposal to withdraw approval.

The procedures and requirements governing this notice of opportunity 

for hearing, a notice of appearance and request for hearing, a sub­

mission of data, information, and analyses to justify a hearing,

other cements, and a grant or denial of hearing, arc contained 
>

in 21 CI’R 314.200.
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The failure of the applicant and any other person subject to the 

notice to file a timely written appearance and request for hearing 

as required by 21 CFR 314.200 constitutes an election by such persons 

not to avail themselves of the opportunity for a hearing, and the 

approval will be sunmarily withdrawn.

A request for a hearing may not rest upon mere allegations or 

denials, but must set forth specific facts showing that there is a 

genuine and substantial issue of fact that requires a hearing. For 

the purposes of such a hearing, the sole issue in this case is whether 

the application as originally submitted and approved contained untrue 

statements of a fact material to such approval and to a current 

evaluation of safety. If it conclusively appears from the face of 

the data, information, and factual analyses in the request for the 

hearing that there is no genuine and substantial issue of fact which 

precludes the withdrawal of approval of,the application, or when 

a request for hearing is not made in the required format or with 

the required analyses, the Ccmnissioner will enter summary judgment 

against the person who requests the hearing, making findings and 

conclusions and denying a bearing.

All submissions pursuant to this notice of opportunity for hearing 

shall be filed in quintuplicate and directed to the Hea-ing Clerk,

Food and Drug Administration, Rm. 4-65, 5600 Fishers Lane, Rockville,

MD 20852. Such subnissions, except for data and information
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PALO ALTO, C a l i f . ,  O c t.  14 ----- S y n te x  s t a t e d  to d a y  t h a t  i t  does n o t

in te n d  t o  w it h d ra w  i t s  a n t i - a r t h r i t i s  d ru g , N apro sy n , fr om  th e  m a rk e t.

The a c t i o n  by  th e  FDA to d a y  g iv e s  S y n te x  an  o p p o r tu n i ty  to  r e q u e s t  a 

h e a r in g  on  w h e th e r o r  n o t s a l e s  o f  N apro sy n  s h o u ld  b e  h a l t e d .  S y n te x  

p r e v io u s ly  an nounce d t h a t  i t  in te n d s  to  dem and a f u l l  h e a r in g  an d i t  

r e p e a te d  t h a t  to d a y .

S y n te x  mad e a  p u b l ic  s ta te m e n t  on  O c to b e r 7 , 1976  an n o u n c in g  t h a t  

th e  FDA in te n d e d  to  ta k e  e x a c t l y  th e  a c t i o n  w hic h  was  ta k e n  to d a y .

The  FDA h a s  n o t y e t  mad e a  d e c i s io n  on  w h e th e r to  g r a n t  a  h e a r in g .  

S y n te x  s t a t e d  t h a t  i t  b e l i e v e s  t h a t  i t  i s  e n t i t l e d  to  a  h e a r in g  b e c a u s e  

th e r e  a r e  s i g n i f i c a n t  i s s u e s  i n  d i s p u t e  an d s a id  t h a t  i t  w i l l  a p p e a l 

to  th e  c o u r t s  i f  th e  FDA does  n o t g r a n t  a h e a r in g .

D r.  A lb e r t  B ow er s,  P r e s id e n t  o f  S y n te x  C o rp o ra ti o n , s t a t e d  "S y n te x  

b e l i e v e s  t h a t  th e r e  a r e  s u f f i c i e n t  s c i e n t i f i c  g ro u n d s to  j u s t i f y  th e  

c o n ti n u e d  a v a i l a b i l i t y  to  p a t i e n t s  o f  t h i s  im p o r ta n t an d u s e f u l  d r u g ."

D r.  Bo wers em phasi zed  t h a t  S y n te x  i s  f u l l y  c o n f id e n t  t h a t  N apro sy n  

i s  s a f e  and e f f e c t i v e .  D r.  Bow er s p o in te d  o u t t h a t  th e  FDA a c t i o n  i s  b ase d  

on  a l l e g e d  d e f i c i e n c i e s  in  a  r a t  s tu d y  on  N apro sy n  p e rf o rm ed  by  I n d u s t r i a l  

B io -T e s t L a b o r a to r ie s ,  I n c .  f o r  S y n te x  b e tw een  1969  an d 19 71 . I t  i s  th e  

FDA’s  p o s i t i o n  t h a t  b e ca u se  o f  th e s e  d e f i c i e n c i e s  S y n te x  h a s  n o t com pli ed

OVER
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with all requirements for continued approval. However, the FDA has not 

Indicated that this study presents any evidence that Naprosyn is unsafe.

"The accumulation of scientific information —  numerous animal studies

and extensive human clinical experience —  is the basis for the complete 

confidence of Syntex scientists in the safety and efficacy of this important 

drug," Dr. Bowers said.

The particular rat study involved in the FDA action was not required 

by the regulatory agencies in 39 of the 40 other countries in which Naprosyn 

is currently marketed. In these countries, approval requirements were 

satisfied by numerous other animal toxicity studies and clinical data.

Naprosyn was discovered at the Syntex Research Center in Palo Alto, 

California. It was first administered clinically in 1969 and subsequently 

has been the subject of extensive clinical trials in 15 countries. Total 

experience with the drug now exceeds an estimated 120 million patient-days 

of use. There are over 100 publications on Naprosyn in the scientific

literature.
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SYNTEX LABORATORIES INC. 
3401 HILLVIEW AVENUE 
PALO ALTO. CALIF. 94304

SYNTEX

D ea r D oc to r:

We th o u g h t i t  w ou ld  be  h e l p f u l  f o r  yo u to  have  a co py  o f  a news  
r e l e a s e  is s u e d  by  S y n te x  on  O c to b er 14 , 1976  th a t  c l a r i f i e s  th e  s t a t u s  
o f  N ap ro sy n. The  comp any is s u e d  th e  r e l e a s e  a s  a re s p o n s e  to  an  FDA 
p r e s s  r e l e a s e  on  th e  same day  in  w hic h  th e  f u tu r e  s t a t u s  o f  N ap ro sy n 
wa s q u e s ti o n e d . S u b se q u en t r e p o r t s  in  th e  ne ws m ed ia  have  r e s u l t e d  in  
some c o n fu s io n  in  th e  m in ds o f  p h y s ic ia n s  an d p a t i e n t s .  The e n c lo se d  
s ta te m e n t e x p la in s  o u r p o s i t i o n  i n  t h i s  m a t te r .  We a r e  a l s o  e n c lo s in g  
f o r  yo u r r e f e r e n c e ,  o u r N apro sy n package  i n s e r t .

The  im p o r ta n t th in g  to  re m em be r i s  t h a t  N apro sy n  c o n t in u e s  to  be  
a v a i l a b l e  f o r  y o u r p a t i e n t s .

S in c e r e ly ,

Ja m es  S tr a n d , M.D.
D i r e c to r ,  M ed ic a l D ep art m en t
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[D ock et  No. 76 N-O4 11] I

NAPROSYN TABLETS
* Extension of Time for Submission of Data

In  a notice published  in the  Federal 
Register of October 15, 1976 (41 FR 
45605), the Direc tor of the Bureau of 

» Drugs offered an oppo rtun ity for  hear­
ing on the proposed withdraw al of ap­
proval of the  new drug application (NDA 
17-581) for Naprosyn  (naproxen) Tab­
lets  held by Snytex Corporation. 3401 
Hillview Ave., Palo Alto, CA. 94304. on 
the ground t ha t i t con tains  untrue sta te­
men ts of mater ial facts.  The  notice pro­
vided 30 days for any person subject to 
the  not ice to file a wri tten  notice of ap ­
pearance  and reques t for h ear ing  a nd to 
subm it the dat a, information , and  anal­
yses on which he relies to  justif y a h ear­
ing,  os specified in  2 1 CFR 314.200.

On October 18, 1976, Syntex Corpora­
tion filed a wri tten  reques t with  the  Di­
rec tor  of the  Bureau of Drugs for an ex­
tension of time of an  addi tional 30 days 
for  the submission of data , inform ation , 
and  analyses on which Syntex intends 
to rely to justi fy a hear ing, thu s gran t­
ing Syntex and  all other persons who 
wish to avail themselves of the  oppor ­
tun ity  for a h ear ing  a  period of 60 days, 
as permitted  by 21 CFR 314.200(c)(1)
(11), for submission of these da ta.

The D irector  has reviewed the  request
• by Syntex and has decided to and  here­

by does gran t the  extens ion of time, 
there by extending the  date by which 
such  data may be subm itted  unt il De-

.  cember  14, 1976. The date by which any
wri tten  notice of appearanc e and request 
for  a hearing must be filed remains No­
vember 15,1976.

This notice is issued under the  Federal 
Food. Drug, and  Cosmetic Act (sec. 505,
52 Sta t. 1052-1053, as amended (21 
U.S.C. 355)), and  und er author ity  dele­
gated to the  Direc tor of the  Bureau of 
Drugs (21 CFR 5.31) (recodification pub­
lished  in the Federal Register of Jun e 15, 
19“6 (41 FR 24262)).

Dated: October 22,1976.
Carl M . Leventhal,

Acting Director, Bureau of Drugs.
[F R  Do c.7 6-31616 F iled 10-2 8-7 6:8 :4 6 am ]

88-9 38  0  -  77 -  11
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MEMORANDUM DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMIN ISTRATION

T o  '■ Frances 0. Kelsey, Ph.D.,  M.D. date: JflM  p 5 137/
Direct or , S c ie n ti fi c  Inve st igat ions  S ta ff

FR OM : M. Adrian Gross
S c ie n ti fi c  Inve st iga tio ns  S ta ff

subject. j nc ju s t r i -a i Bi0 -t es t and Virazo le

This  summary is  a compressed ve rsion  requested by you o f the cons ide rat ion s 
set  fo rt h  at  gre ate r length  in an accompanying memorandum on the same sub ject  
dated today.

The background of  the problems we had with  IBT-generated stu dies is  
high lighted  in some deta il wi th  refere nce to  four  long-te rm animal studies 
the re -  Naprosyn, Isop rinos ine,  TCC and Vi razo le. The di ffe renc es  and 
s im ila ri ti e s  of  these four  cases are  ou tline d and the conclus ion th at 
emerges is  tw ofo ld :-  the  work ca rr ie d out by IBT can hardly be said to 
in spire much confidence in it s  r e l ia b i l i t y  and elements of cr im inal  ac tion 
appear to me to be associated w ith  i t .

In the case of  Vi razo le the re are some cr uc ia l d is tinc tions from the othe- 
three cases: -

a) we have re ce nt ly  been asked to  inspect these studies fo llo w ing a 1 
re fusa l by HFD-140 rev iew ers  to  re ly  so le ly  on rep or ts by IBT;

b) i t  turns  out th at v ir tu a ll y  a ll  p re c lin ic a l studies associa ted 
with  th is  product (and a ll  those that  are completed) have been 
ca rri ed  out  by IBT;

c)  un like the case with  the othe r three products, Vir azole is  the 
on ly one fo r which we have not  seen the in te rn al IBT reco rds 1 
associated with  th e ir  study.

A c r it ic a l new development o f which we learned yes terday is  th at our 
in te ntio ns to have Virazole stu dies  audited has been tra nsmitted  to  the 
sponsor and, we presume, through the  sponsor to  IBT.

We seem to  be confronted with  two cho ices  here - e ither we au di t these 
stu die s ourselves or we ask th at the  sponsor in it ia te  such an au dit and 
va lid ation of the data process.  Because o f the event described above, I 
be lieve  imnedia te ac tion on our part  is  ind ica ted.

Some pro jec ted  d if f ic u lt ie s  with  sponsor-audited stu dies are discussed 
in the  companion memorandum. The g is t o f these cons ide rat ion  is  th at 
based on our experience so fa r , these  inve st igat ions  are not li k e ly  to  be 
to ta ll y  unbiased. S t i l l ,  because o f the sc arc ity  o f resources I can see



some mer it in them pro vid ed we secure a copy o f the raw data of any 
study to be v a li d a te d  bv sources outside of  the FDA before the v a | T°a *lg_n 
process sta rt s . Ih is  caveat would be esp ecially  important in such cases 
as with  IBT where the lik elih ood o f tampering w ith  records cannot be judged 

to  be neg lig ib le .

I be lieve the re is  precedent fo r th is  kind o f precautionary ac tio n in the 
Searle in ve st ig atio n where we went conside rab ly fu rt he r to  secure the 
in te g ri ty  of data - actu ally  sealin g such reco rds in s itu . Since we 
are not empowered to  take such act io n, I would recommend what every  mve st i 
gator  ca rry ing cr ed en tia ls  of  ins pection  is  c le a rl y  empowered to do - copy 
the records.

In the companion memorandum two ob ject ions  of yours  are fu rther discussed:-  
the p o s s ib il it y  o f records having been tampered with  already and the 
possible  issue o f harassment claim s by IBT. I would judge the f i r s t  to  he 
beyond our powers o f es timation  and the second one to  be un ju s ti fied  J it  
ra ise d)  due to  a number of  cons ide rat ion s lis te d  there.  In summary, I do 
not find your ob ject ions  as being su ff ic ie n t to  ov er rid e my recommendation.



MEMORANDUM DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLIC HEA LTH  SER VIC E 

FO OD  AND DR UC  AD MINIST RA TION

: 0r . Frances 0. Kelsey, D irect or,  
S c ie n ti fi c  Inve st igat ions  S ta ff , HFD 108

D A T E :January the 5th,  1977

from :M A d r ia n  Gross, HFD 108

suBjECT:I n d u s t r i a l  Biotes t Laborato ries  (IBT) and Vira zo le .

The fo llo w in g represen ts‘an answer to  your  request fo r w ri tt en  notes on the 
the essence o f our  discuss ion yesterda y on th is  to p ic .

B rie f Background o f the IBT problem

Since A pri l 1976 we have been invo lve d w ith  four  lon g- term  animal stud ies 
ca rri ed  ou t by IBT: -

A) Naprosyn - review o f a study on which  we made an ins pe ct ion and thorough 
au di t o f the raw data has led us to  the  conclusion th a t the study was unac­
cep table and we issued an NOH to  wi thd raw  the NDA on th is  product.  At an 
info rmal conference held here on November 12th, 1976, IBT gave us a w ri tt en  
response to Dr. Leventh al's le t te r  to  them dated September 25 th,  1976. My 
review o f th is  response is  we ll under way at th is  tim e;  I can conclude,  
however, a t th is  date that  abso lu te ly  no thing  IBT presents  the re ought to 
change our  impression that  th is  study is  unacceptable . Furthermore, i t  is 
my personal conv ict ion th at in  the repo rts  submit ted  to  the FDA on th at 
pa rt ic u la r study, IBT had both w ith he ld  mate ria l in form at ion and su bst itu te d 
fa lse  informat ion e ithe r o f which could  have af fected  our review.  In my own 
T ?? ’ e v ^ e n c e  we h a v e  fo r th is  is  overwhe lming. I t  may also  be worth noting 
that  IBT s c li e n t fo r that  p a rt ic u la r stud y,  the Syntex Co rporat ion,  is 
cooperating with  IBT in fu rthering the  IBT po si tio n v is -a -v is  the FDA.

B) Isop rinos ine - is another  ins tan ce  o f a drug tested  by IBT where we made 
an ins pe ct ion and thorough audit  o f an IBT long-term  animal study. Our 
fin ding s are,  in general,  s im ila r to  those  with  respect to Naprosyn:- not 
only does the study appear to be to ta ll y  unacceptable  but evidence o f causing 
fa se informat ion to be submitted to  the government is , to my view, pre sent.  
Unl ike the case wi th  Naprosyn, however, I have no knowledge that  IBT 's 
c li e n t fo r th at study,  Newport Pharm ace uticals , has been informed o f our 
problems w ith  IBT concerning th at p a rt ic u la r  work. I cannot assess, th er ef or e,  
the degree o f coo perat ion , i f  any, between Newport Pharmaceuticals and IBT.



. C) TCC - an au dit o f a long -te rm  animal study has been co ns iderab ly 
hampered by IBT's in i t ia l  re fu sa l to  supply the raw da ta , then by 
prolonged delays  in  supp lying  i t ,  and then by addit io nal delays  in 
answering our requests  fo r  c la r if ic a ti o n .  On December 14, 1976 they  
presented us with  a new w ri tt e n  version o f th a t stu dy . Th is is  cu rr en tly  
under review in  SIS by Mr. B ri tt en  and I would es tim ate  comp let ion  o f 
hi s review in appro xim ate ly two-three  weeks. -Pre lim in ary  in d ic ations at  
th is  tim e are th a t IBT had made fa lse stateme nts in  th e ir  o r ig in al

~rgpdrts sgfamitted to^ i t  also looks as i f  th a t p a rt ic u la r
i*ac siucfy (a "p iv o ta l"  one, we are being to !3 T~w iIl  be decla red  unacceptab l 
a t the conclusion o f such revie w- I would also  es tim ate  th a t the chances 
o f our dis cove ring cr im in al elements in  connec tion  w ith  th a t p a rt ic u la r 
re port  are at  le ast  “good. " IBT 's c li e n t fo r  th at stud y,  Monsanto, has 
been kept  informed on our problems w ith  IBT re la te d to  th a t work and 
Monsanto has attended at  le ast two meetings we have had re ce ntly w ith  
IBT in  connection w ith  these problems. Th ei r coopera tion w ith  IBT is  
hard fo r me to ch ara ct erize ; however, i t  is  my fi rm  impression th at 
Monsanto is  c e rt a in ly  no t presen ting to  us a tho rough, searching and 
c r it ic a l re port  o f th e ir  own audit  ( i f  any) o f o f IBT 's records.

D) Vi ra zo le  - Las t June we were requested to  insp ec t and audit  ce rta in  
IBT stud ies in  connec tion  w ith th is  pro duct.  At th at time we were to ld  
by HFD-14O th at at  most a sh or t-t erm IBT animal study had been submitted 
to  the IND f i le  fo r  rev iew . Although our aud it  was a ra th er supe rf ic ia l 
one, we did  dis cove r a number o f ir re g u la r it ie s  in  the conduct o f th at 
study. A more searching aud it  was deemed by us non-p ro fi ta b le  at th at 
time fo r two main reasons: we were sim ultaneous ly invo lve d w ith  a long 
term IBT study (Naprosyn) on a marketed drug product w ith  which we 
became immedia tely concerned to  a serious degree and, the op por tu nities 
fo r  "lo us ing up" a sh or t- te rm  study are very lim ited  even to  an o u t f it

submitted long-term  IBT s tudy on th is  pro duct as we ll as the in fo rm a tion
T h a i aJJ completed p re -c lin^Tcal studies  on th is  agent (inc lu d in g  a ll  f hp 
jT iv o t' a l' f  onesFw&re ca rr ie d out_hv I& U -A s  part  o f the  fo llo w-u p o f 
the  insp ec tio n.  Mr. B r it te n  has reviewed the IBT re po rts  on th at study.
He has found a number o f inco ns is tenc ies which are hig hly  susp iciou s.
His ov era ll con clusion in  a memorandum addressed to  me where his fin ding s 
are de ta ile d is  th at the stu dy is  unre lia b le  as i t  is  pr ese ntly  represented 
and th at a raw data audit  is  necessary. I endorse both Mr. B r it te n 's  
fin din gs and his conc lusio ns .

Recent Events in  Connection w ith  Vi razo le

Last month we received a req uest fo r an in-dep th  insp ec tio n and audit  of  
I3T stud ies  in  connec tion  w ith  th is  product. I have also  learned  th at 
Dr. Browder, the HFD-14O rev iew er of th a t p a rt ic u la r pr oduct ,' is  decl in in ' 
to  review any IBT repo rts  w ith out the un de rly ing raw data having  f i r s t  
been va lid ated . I can share her concern in  th is  matter and I would 
suppor t her posi tio n th a t any s c ie n t if ic  rev iew  and ev alua tio n of  
una uthentica ted  repo rts  by IBT (p a rti c u la rl y  lon g-term  studies)  is  
li k e ly  to be la rg e ly  a waste of  time.



In the  meantime HFD-140 has complied w ith  your request to  prov ide a 
comple te l i s t  o f a ll  p re c li n ic a l stud ies ca rr ie d o u t' in  con nec tion w ith  
th is  drug product  as we ll as to  make availa b le  fo r us copies o f past 
reviews by pharmacologists o f p re c li n ic a l stud ies on V irazo le .

I have learned yes terday o f a c r it ic a l new development. I t  tu rns ou t 
th a t la s t week Dr. Browder in  a telephone convers ation  in it ia te d  by the 
sponsor o f th is  pro duct,  ICN, has info rmed the fi rm  th a t she would not 
rev iew  IBT repo rts  o f stu dies  (an d, I emphasize again , these  cons ti tu te  
a ll  completed p re c lin ic a l stud ies on th a t drug ) u n ti l such re po rts are 
va lid ate d. Although,  as I mentioned above, I share Dr. Browde r's 
sen time nts here , I be lieve  her d is c lo s in g  th is  so rt  o f th ing to  ICN 
a t th is  p a rt ic u la r time was i t  no t an e rr o r o f judgment , a t le a s t an 
unawareness on her part  o f the li k e ly  consequences o f such action.

What are these consequences and why are they impor tan t?

I t  is  more than probab le th a t ICN has by now or  w il l sho rt ly  co ntac t IBT 
fo r  "c la ri fi c a ti o n s " , in  connect ion  w ith  these  stud ies.  Thus, ou r in te re s t 
in  lon g-term or  othe r p iv o ta l IBT stud ies on Vi ra zo le  w il l have been 
signa led  to  IBT before long. Given IBT 's trac k record  o f no t being  
e n ti re ly  candid  with  us as wel l as th e ir  cu rrent embarrassing s it u a ti o n  
both in  the FDA and, in  ge ne ra l, throughou t the  pharmaceut ical in dustry , 
and given the pote ntia l fo r  gre at  economic los s to them i f  add it io na l 
"bad news" w il l su rface , I would judge i t  to  be not inconceivable  th a t 
IBT personnel might burn the  midnigh t o il  in  de stroyin g in crim in ating 
records or  making up new (more fa vo ra ble ) ones, or  in  general "tamp ering" 
w ith  such records. This  would be a very serious  s it u a ti o n  si nce , in  
addit io n to  the d ir ec t concerns o f Dr. Browder and the  re st  o f HFD-140 (th e "s afe ty " issue fo r  the  drug) we also  have to  address the  problem of  
po ss ible fraud in  connec tion  w ith  IBT. I should th in k i t  is  impe ra tive 
th a t we move promptly to fo re s ta ll  or  li m it  such li ke lih o o d , th a t a 
pote ntia l cr im inal  in vestiga tion  o f IBT cou ld be se ve re ly jeop ardized by 
such po ss ible ac tion on IBT 's pa rt .

In connec tion  with  the general concept we have batted around fo r  some 
time  now, th at a sponsor o f an IND or  an NDA who had some o f i t s  pre­
c li n ic a l work ca rr ied out by an "o uts id e" (c ontract ) labora to ry  should 
be requ ire d to valid ate  (a uth enticate ) himse lf such work i f  we de cla re 
we have encountered problems w ith  oth er  stud ies ca rr ie d out  by th a t 
la bora to ry , I have a simple ob se rvat ion to  make: judg ing by the sum 
to ta l o f our  experience in  th is  area - Syntex (Naprosyn),  Monsanto 
(TCC), and Searle (Aldactone  and Aspartame stud ied  by Hazleton  and 
Experimen tal Pathology, In c .)  I have ye t to  see an ins tance where the 
sponsor has conducted an exhaus tive such audit of  the work o f i t s  co ntractor and has reported to us in fo rm at ion which is  p re ju d ic ia l to th a t labo ra to ry .
I t  is  perhaps naive  to  expect th a t th is  w il l ever happen given the 
obvious s itua tion  th at  the discl osu re  of such in fo rm at ion w il l sim ultaneously 
prejud ice also the produc t th a t was teste d w ith  the assoc iated pote ntia l 
economic loss to  the sponsor. S t i l l ,  I can appre cia te th at th is  may be 
a poor su bsti tu te  to the FDA doing a ll  o f the in ve st ig atio ns and aud it in g,



but  a su bsti tu te  neverthele ss since we cannot expend a ll  o f cu r resources 
fo reve r inspec ting IBT or oth ers  li k e  them. This concep t o f in dust ry  
va lid a tion o f co ntract  la bora to ries may no t be the  op tim al so lu tion , but  
i t  is  a so lu tio n th a t even though i t  is  li k e ly  no t to  work, we sh all be 
forced  ev en tual ly  to  adopt fo r  lac k of othe r p ra c tica l a lt e rn a ti ves .

Our recent experience  w ith  Syntex in  th is  respec t has tau gh t us a lesson 
which any reasonable  person could have an tic ip a te d . The sponsor o f the 
drug w il l fi g h t li k e  a cornered 't ig e r to  salvage the  in te g r it y  o f the 
study at issue. As mentioned be for e,  re a li ti e s  o f l i f e  are such th a t we 
cannot expect such a sponsor to  be as unbiased or  as sk eptic al or  
c r it ic a l o f the work, as d is in te re st ed as we might be i f  we were con duc ting 
such aud it . But although the b a tt le  we have going  w ith  Syntex shapes up 
to  be a tremendous one, a t le ast  we are spared one im po rta nt  d if f ic u lt y  
in  th a t case: what is  con tained in  the in te rn a l IBT records cannot  be 
an issue between us and Syntex since they know we have a copy o f a ll  
such raw data.

This would no t be the case i f  we al low ICN to "co operate " w ith  IBT in  
re -e va luat ing the  V irazo le  work unless we have a copy o f the raw .
(i n te rn a l)  IBT records as they are a t th is  time in  ou r possession.

Recommendations fo r  Immediate Ac tion

We have, as I see i t ,  two a lte rn a tives here: E ithe r:  a) we embark 
immedia tely ourselves  in  a thorough audit  o f a t le ast some of the p iv o ta l 
IBT stu die s on V irazo le , or  b) we al low ICN to conduct such an 'a ud it  and 
re po rt  to us th e ir  find in gs prov ided  we imm ediate ly secure a copy o f the 
in te rn a l IBT reco rds o f such stud ies.

Although a lt e rn a ti ve  (a ) is  the opt ima l one, I would be w il li n g  to  go 
along  with  a lte rn a ti ve  (b)  since I am always ready to  be plea sa nt ly  
su rprised : I would li k e  to  see the f i r s t  ins tan ce where a sponsor w il l 
present  to us a useful and re lia b le  va lid a tion  re port .

Possib le Ob jec tions to  My Recommendations Made Above

I cannot th in k o f any ob ject ions  to  the need fo r  hav ing these  stud ies  
va lid ated  which would be eq uiva lent  to  in d ic a tions fo r  such va lid a tion .

In our dis cussion yeste rday  on th is  to p ic , you mentioned two po ss ible 
ob ject ions  which someone might ente rta in  here :

a) given  th at IBT has alread y been a le rted by ICN o f an impending 
va lid a tion process (whether by ICN or by us) they may have already 
tampered w ith  the  o ri g in a l data so th at our securing a copy o f such data 
at  th is  time might be rendered in e ff e c ti ve  fo r  our purposes. This  is  a 
p o s s ib il it y ; indeed they  may have done th is ; on the  othe r hand, they 
may not have done th is  y e t;  i t  is  also  po ss ib le th at they may not ever  
do th is  sort  o f ting  sin ce  they  are bas ic a lly  an honest bunch o f people. 
This is  als o a p o s s ib il it y .  But i f  they  have been indeed honest on th is  
issue up to  now, I can see no harm in  he lping them stay  honest by our 
securing copies o f th e ir  data at  th is  time.
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b) Our sending an insp ec tor e it h e r to  va lid a te  or  mere ly to 
the reco rds could be in te rp re te d by them as "harassment", i 
doubt such p o s s ib il it y , but I do not be lieve  th a t we ought to te  uncuiy 
concerned on how IBT views such act io n. My own thought here is  th a t,  
given the to ta l pi ct ure  as descr ibed in  the "Background" se ct ion here
and the pote ntia l pu bl ic  he al th  menace th a t IBT repres en ts, th is  fi rm  •-
has been treated  with  undue deference  by the government at  le ast up to 
now. Items:

- la s t  summer, you may re c a ll , I Objected to  a very unusual "under­
sta nding " th at  took place between IBT and Chicago D is tr ic t  reg ardin g *
fu tu re  ins pe ct ions . You may also  re ca ll th a t'bo th  you and Dr. Finkel
endorsed such ob ject ions . We are  some s ix  months past th at tim e now and 
I am not aware of any re so lu tion  o f th a t problem where i t  seemed to  me 
IBT was gett ing a very qu es tiona ble kid gloves kind o f tre atmea t. &.

-a lthough  on November 12, 1976 IBT was asked to  subm it to  us a l i s t  of  
a ll  drugs and other products  under FDA ju r is d ic t io n ,  and they promised 
to  do so,  we are nearl y two months past th at date and we have ye t to  be 
appris ed of the f i r s t  such item o f in fo rm at ion.  I do not  know th a t we 
are ex ac tly  bea ting  on th e ir  door on th is  iss ue .

-a lthough  we have not kep t se cret our  problems w ith  IBT, I am unaware 
th a t the Bureau of  Foods (which reviews many IBT repo rts  on food addi tiv es  
in  ad dition to having o u tr ig h t co nt ra ct s there)  has been overly concerned 
w ith  the r e l ia b i li t y  o f IBT-generated da ta.  There may be oth er  Bureaus 
in  the FDA in - th is  category .

- I  do no t know th at the EPA is  swarming w ith  inspec tors  on IBT premises 
to  check the v a li d it y  o f a ll  the  pest ic id e re g is tr a ti o n  work ca rr ie d out 
there.

-much the same can be sa id o f the  Department o f Defense which had numerous 
and extensive contracts a t IBT on experim ental animal work in  connection 
w ith  the sa fety of  ra d io lo g ic  pres erva tio n o f foods.  Such re po rts  are 
now being reviewed and evaluate d by the  Bureau o f Foods.

In conc lus ion , I would judge th a t IBT is  not re a ll y  e n ti tl e d  to  cla im 
"harassment" by the government i f  an insp ec to r were to  show up to  copy 
some raw data in  th e ir  possession .

Precedent fo r th is  kind o f act io n

I would ca ll a ttention to  a s im ila r  kind o f ac tio n taken la s t year by 
the  Searle In ve st ig ativ e Task Force in  the case o f Aspartame where there 
was an analogous s it ua ti on  o f "de layed" va lid a tion  fo r  spec if ic  (p re viou sly 
des ignated)  studies deemed to  be p iv o ta l.  Concerns about maintaining
the  in te g ri ty  o f in te rn a l records s im ila r to  those mentioned here had *
led  in  that  case to  the unusual step  o f seal ing of  such records in  s itu
both a t Searle and at  th e ir  contracting la bora to ry , Hazleton. Since,  as
fa r  as I know, we are no t empowered to take th is  kin d o f ac tio n in
s ituations li k e  th is  i f  the company obje ct s,  I would not recommend th is
extreme step . However, I belie ve  mere photocopying o f records is  something
c le a rl y  w ith in  an in sp ect or 's  r ig h t.
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Other Action s Which Hay be Indica ted from a Co ns ide rat ion  o f these  Issues

In ad dition to the recommendations fo r  immediate ac tio n made above, I 
should th in k the fo llo w in g are worth  cons ider ing fo r  imp lem entat ion :

1. U nti l such time th at the  Bureau o f Drugs is  w il li n g  to  decla re IBT 
work as being e ithe r o f an acceptable or  an unaccep table q u a li ty  as fa r 
as it s  r e l ia b i li t y  is  concerned, I should th in k i t  would be wise i f  a ll  
review o f unauthenticated  IBT-generated re po rts  stop a t le ast in  NOE, i f  
no t throughout  the  agency. For those stud ies th at are p iv o ta l in  nature  
an au then tic at ion process be in it ia te d  in  each case.

2. I f  such an auth entic atio n process is  ca rr ie d ou t by the  sponsor of  
the work,  means o f securing the in te g ri ty  o f the  o ri g in a l records along 
the  lin es suggested here shou ld be found.

a.

3. Since IBT appears d il a to ry  in  su bm itt ing a l i s t  o f drug products
(and po ss ib ly othe r products under FDA ju r is d ic ti o n )  on which i t  has 
worked, and since they  may cla im they  are not compelled to  do th is  under 
the  law, perhaps a compulsory means can be found - war ra nt , co urt  orde r, 
etc . to  achieve our aims. In seeking such ord er  we could  argue th at we 
seem to  be incapab le in  searching our f il e s  fo r  an exhaustive such l i s t  
and with ou t th is  we cannot proceed with  our  mission to  p ro te ct the 
pu blic  he al th . 1
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Associate Director for New Drug Evaluation, HFD-100 JAN 1 4 1977

M. Adrian Gross
f r o m  . Scientific Investigations Staff, HFD-108

SU BJ EC T:  Review and Evaluation of the Syntex Submission in Response to our *
Notice of Hearing (NOH) to Withdraw the NDA on Naprosyn

The following are my comments requested by you on part of this sub­
mission; the part that is addressed here concerns certain Syntex state­
ments referrable to the IBT study which was the subject of our June 1976 
Inspection. Most of these are limited to Section III starting on 
page 40 in the first volume of the Syntex response.

I shall skip over lightly the first 5 pages of this section which are 
merely introductory in nature and, to a large extent, of only peri­
pheral interest: the qualifications of Syntex-hired experts who reviewed 
the "data", the problems experienced by Syntex' counsel, various Syntex 
opinions such that the "IBT study Is adequate to fulfill the purposes 
and support the conclusions of that study." In this connection, I may 
pass on the following interesting item of Information which may have 
been overlooked in previous discussions:

At the time of our inspection of Syntex last July in connection with 
this study we asked Dr. Hill, the principal toxicologist at Syntex and 
the man responsible for letting the IBT contract as well as evaluating 
its quality, whether he was satisfied with the work carried out by IBT.

replied that he was not, even though he thought the study was valid.
He also stated In reply to other questions from us that he would not let 

. another contract to IBT based on his experience .with that particular 
study and that In fact he has not let another such contract since that 
time.

I shall not comment on other opinions expressed by Syntex such as 
whether the Agency has or has not made a prlma facie showing of any 
untrue material statements, whether the Notice is or is not ambiguous or 
other such "legal" positions assumed by Syntex. Subsection A starting
on page 44 begins with copying the first FDA allegation. Page 45 in its •
first paragraph is additional "legal" type of material.
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Paragraph 2 on page 45 refers to the protocol for the study clearly not 
requiring record retention. Whether such protocol (a document of understanding 
or contract, drawn up between Syntex and IBT) did or did not specify
retention of records is irrelevant in my view since the FDA does not 
ordinarily "preclear" protocols for preclinical studies, and, as far as 
I know, no such "preclearance" was sought by Syntex or IBT in this case.
The protocol for this study was submitted by Syntex to both its IND and 
NDA for Naprosyn. Regardless of what any such protocol does or does not 
specify, the FDA expects records of studies to be maintained for inspection; 
at least this is our basic assumption in any inspection where the review 
of such records is the primary (often the only) means we have to validate 
or assure the reliability of what is being reported to the FDA. We have 
taken the position as far back as I can remember that, without such 
original records of observations, we have no basis of confidence in the 
reliability of the data reported to us.

What such records indicate to us is whether any such observations as 
were reported to us were in fact made, if made, whether they were made 
at the time they are alleged to have been made, whether the observations 
reported to us are consistent with the actual observations made, who 
made the observations, who made corrections in these observations, what 
is the nature and reason for such corrections, etc.

What is stated in the last paragraph of page 45 ("neither Syntex nor 
IBT have ever been asked, prior to 1976, to retrieve supporting raw data 
and records for such a study") appears to me to be irrelevant particularly 
in view of the fact that neither of these firms were inspected in the 
past "for cause" within the context of a preclinical study in need of a 
detailed audit.

Page 46, paragraph 1: I cannot comment on what IBT is said to have 
assured Syntex and I fail to see the relevance of this point. But one 
may ask a pertinent question here: If Indeed it is true, as Syntex 

j i j j p p e a  h a r -a  i-h a- t-  r h o  r o m r H g  w e r e  available at the time t h i s  r e p o r t
v n a  u h y  rU H  n o t  Syntex make any attempts to examine such records
to'asaure themselves that the data reported by IBT were indeed reliable 

.and truthful? L We have been told by Dr. Hill of Syntex (the man in 
charge of this study) during an inspection last July that no such attempt 
was made by anyone at Syntex during thê  period between the initial IBT 
report having bedn received by Syntex and the acceptance of the fjnal 
version after corrections to be made by IBTwere suggested by Dr. Hill.
Dr. Hill also complained to IBT that the initial report was, in his 
view, unacceptable in that it did not present a sufficient amount of the 
underlying data. It was only after Syntex insisted on such specific 
data that Appendix II as well as other information was incorporated by 
IBT in their final version of this study, the one submitted by Syntex to 
the FDA.
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The large paragraph on page 46 deserves some comment: given what the 
protocol required in connection with ante-mortem observations ("general 
condition and behavior-daily"), given that this protocol had been submitted 
by Syntex to their IND and NDA on Naprosyn, and given that the condition 
of the animals and their behavior cannot be ascertained without their 
examination, I do not see that the Notice (in its reference to daily 
examination) is inappropriate. We have indications that externally 
visible tissue masses likely to be tumors were present in this study, 
and this cannot be thought of as something unrelated to the condition of 
the animals; yet it is a fact that there are no systematic original 
records of such examinations and findings. What we mean by "systematic" 
here is an entry each day that the tissue mass was present, and, if 
present, what was its anatomic location, size, color, shape, consistency, 
etc. and other information relating to its rate of growth or observations 
indicative of its likely malignancy status. We have seen what I would 
term "sporadic" entries of "T" (which we were told at IBT stand for 
"tumor") but as explained on page 4 of the Hein-Gross memorandum of 
8/10/76, these notes were unsatisfactory and incomplete.

Furthermore, such entries in a record intended primarily for body weights 
can by no stretch of the imagination be considered as being systematic 
or useful. I hope Syntex will not dispute that there is not a single 
instance that we know of any examination of the animals (daily, weekly, 
monthly, yearly, etc.) where there were no changes found in the normal 
condition and behavior of the animals and yet a record of such an examination 
can be shown to have been made. There is, therefore, vast room to doubt 
that the bulk of such examinations (implied by the protocol submitted to 
the FDA) were in fact made at.all. It is not unreasonable to assume 
this if we think of yet another interesting feature: those animals for 
which the presence of an externally visible tissue mass is signalled in 
the IBT weight records by the appropriate symbol (T) at a certain date, 
but no such symbols are present at subsequent weighings (indicating that 
the tissue mass had regressed or totally disappeared) and yet pathologic 
examination reveals such mass to be present at the time of death of 
these animals; .what are we to conclude on the fact that such observations 
we re made at all, or, if made, on their regularity and reliablli ty ?

Page 46 concludes with a statement that certain observations were "in 
fact" made (note the caveat "except weekends" not present in the protocol 
submitted to the FDA) and I would ask here how does Syntex know such 
observations were "in fact" made daily? As far as inner ear infection 
(mentioned by Syntex) is concerned, this condition cannot be said to be 
absent without an individual examination of each animal. An animal with 
an inner ear infection detectable by individual examination for head 
tilting when the animal is standing, or by the animal's circling when 
suspended by its own tail may show no abnormal behavior whatsoever if 
merely looked at (as distinct from being examined) as it lies in some 
corner of a cage. At the top of page 47 we read of notations that were 
made on cage cards. Again, I wonder how can Syntex have first-hand 
knowledge of this? - IBT had ffepresented to us that the cage cards were lost.



Have they surfaced in the meantime? If so, where are they, who has them 
now and~who else has seen them? " " '

The last sentence in the first paragraph of page 47 can be dismissed, 
as I mentioned earlier, on the grounds that the presence of tumor is an 
Integral part of the condition of the animal on test; the protocol 
submitted to the FDA requires that daily attention be given to the 
condition of the animals (at least this is the clear implication to me). 
If in fact this was not done, the FDA has been at least misled on this 
score. As mentioned earlier here, I would doubt not merely that "daily" 
examinations for tumors were made , but that examinations at any regular 
intervals for tumors were made in this study. It is a fact that there 
are no records of any such regular (systematic) examinations, and this 

~~Is essentially what the Notice alleges?

A final comment with reference to the ante-mortem observations having 
been kept on the "cage-cards" now, unfortunately, no longer available:

Suppose we are willing to believe this assertion; how would it be 
possible to keep on such a card of at most a few square Inches in area 
(a large part of which is occupied by the identifying number of the 
cage) records of daily examination that have to include at least many 
hundreds of dates (22 months study) to say nothing of any details of the 
findings? And if it is not, would Syntex still claim that such ante­
mortem records of examination and observations were as useful as they 
themselves require in the conduct of their own animal experimentation?

Paragraph 3 on page 47 concedes the statement in the Notice regarding 
hematologic, clinical chemistry and urinalysis determinations. I am 
grateful for this. The fact that "individual values...are reported in 
the text of the IBT report" is in no way responsive to our concern. It 
is precisely these reported values that are in need of authentication by 
comparison with original records. As to the last "crucial point" in 
this paragraph, I shall leave it to our General Counsel to determine ^ w h et her t h e  r e t e n t i o n of records issue does or does not represent an
untrue material statement when viewed against the official form of the 
IND or NDA or both. ~

I find it unprofitable to comment again in detail on Syntex’ "reconstruction 
(bottom of page 47) of the body weight data beyond observing the obvious: 
Syntex cannot, anymore than we can, vouch for the reliability of all 
body weight means in the report submitted to the FDA - those for week 0 
of the study, for each week from the first to the thirteenth and for 
each subsequent month. Without individual animal weight records (conceded 
to be absent) even IBT (the only organization directly involved in 
generating these data) cannot assure anyone, including themselves, on 
the reliability of the means reported by rhpm. And without such original 
.records, Syntex’ involved "reconstruction" is no more than a tangled web
of conjecture and” speculation.



At best they can merely present a "plausible" version of what may have ! 
happened; as for myself, I happen not to be impressed with the likelihood 
of this scenario of Syntex representing the actual events that took 
place at IBT (see my memo to Dr. Kelsey of 8/30/76).

The fact that "the average weights from the periods for which original 
records are missing are consistent with the average calculated and 
verifiable for other portions of the study," (paragraph 1, page 48), 
does not provide much assurance of -anything. If I were in a situation 
where I collected only part of the observations I was supposed to provide 
and if I felt impelled (or compelled) to "fabricate" the missing values,
I can guarantee that these would not be "inconsistent" with neighboring 
values; if they were so, they would only be bound to attract additional 
curiosity, questioning and investigation.

Syntex' "determination"(?) that the values for the 8th and 9th week were 
recorded for weeks 10 and 11 (paragraph 1, page 48) respectively, speaks 
eloquently to me on the thoroughness of the research conducted at IBT at 
least at that time. I would not pretend that errors cannot occur in any 
situation, but it is just common sense that under any system with even 
minimum concern over the reliability of the data gathered, the most 
rudimentary process of supervision or "quality control" would have 
detected this sort of thing prior to its coming to the attention of the 
government. To give my personal assessment here, one may argue that it 
is perhaps not important or "material" from a scientific sense whether 
some weighing dates were transposed. What is important, however, is what 
this sort of thing Indicates on the care exercised by IBT in any other 
weighing. Did anyone supervise the work of these technicians and check I 
their findings? Can Syntex assure us in any tangible way other than by I 
verbal statements from IBT that these technicians actually weighed these 1 
animals at any time for which there are no records, but where values are / 
nevertheless reported by IBT?

In paragraph 2 on page 48 Syntex refers with certainty to an unveri- 
fiable situation: what was recorded on cage cards (all of which are 
said to be "unavailable" now) or on pathological observation sheets (of 
which only some 19Z are available now). The logic near the end of this 
paragraph (the "same person transcribed..." theory) escapes me. We have 
been told that the "same person" (Mr. Plank) transcribed the information 
to Appendix II of the IBT report submitted to the FDA. In this transcription 
process we have signalled (Hein-Gross memorandum of 8/10/76, pp. 15, 16,
17, 20, 21, 22, 23, 24, 25, 26, and 27) a multitude of discrepancies 
between whatever is present in internal IBT records and what is in 
Appendix II. What we are saying here can be summarized as follows:



1) the fact that "the same" (meaning "only one") person was engaged 
in transcribing certain information cannot guarantee that such 
transcription is reliable.

2) even if we are to accept IBT's conclusion (the "same person" 
theory), of what relative merit is this situation where an internal 
record (not submitted to"the FDA) was "transcribed onto another internal 
record (also not submitted_to the FDA) as against the very many dis­
crepancies between what was submitted to, the FDA (Appendix I lof the 
IBT report) and the totality of IBT internal records?

The last paragraph on page 48 is characterized by Syntex to be a 
"legal point of view." What I read in it offends my common sense /
and 1 would ask a question here : If what is meant in the internal 
IBT records is at variance with what IBT reports, is not the reported 
information by definition untrue or false? Of course such inconsis­
tencies are "correctable," but such correction process was not
initiated by IBT before submission of the final version of its report 
or by Syntex before this report was submitted to the FDA. I am not 
prepared, however, to classify all such inconsistencies as "minor" nori 
am I willing to accept that all such discrepancies have been explained 
satisfactorily. What is "clear" about the "validity of the (IBT) 
report" in Syntex' view may be entirely different from what is "clear" 
in my own mind about this issue.

I am willing to accept Syntex' statement at the top of page 49 "that 
laboratory personnel as a general rule did that which was reported" 
in the sense that I believe the laboratory personnel at IBT were 
somehow involved with the animals said to have been on this test. It 
is the caveat "as a general rule" which concerns me: how well they 
performed their tasks no one at Syntex or at the FDA knows with any 
certainty. What we can glean about the character of such performance | 
from the few records that are available is far from reassuring, at ' 
least to me.

At the bottom of page 49 we are being treated to another semantic 
pyrotechnical display which culminates with another "legal" statement: 
"there was, therefore, no 'untrue statement'..." in reference to the 
microscopic examination of tissues. I would disagree with this position 
of Syntex'. What are the facts here?

In both Appendix II (attached to the IBT report submitted to the FDA) 
as well as in the records where Dr. Richter or Dr. Gordon (the two 
pathologists involved in this study) entered their findings, there is 
a long list of organs and tissues for each animal. By not indicating 
those sections which were not examined, both Dr. Richter's and IBT's 
reports (they are not one and the same) improperly imply that such 
sections were examined, and were found to be free of any abnormalities.
How do we know what sections could not possibly have been examined? By 
reference to the list of slides prepared by Syntex themselves. This entire 
issue is discussed in detail on pp. 29-31 of the Hein-Gross memorandum of 
8/10/76, which Syntex acknowledges having received. By not challenging 
our statements, I take it that Syntex cannot dispute this part of the 
Notice. The specific Instances Mr. Hein and I list here are, as explained 
in our memorandum, only a limited set of examples sufficient in our view 
to illustrate our point.
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The first paragraph of page 50 refers to microscopic examinations 
in October 1976 and to the opinions of Syntex-hired experts. I have 
no concern with these. The issue of "materiality" of this entire 
aspect (mentioned at'the end of this paragraph) is one that can be 
better addressed to those who have determined that the study under 
reference is unacceptable.

The second paragraph on page 50 deals with the tumors found in this 
study but which were n o t re p o r te d —t a  the FDA. Syntex concedes here 
that there were such tumors. They again raise the issue of materiality 
for the umpteenth time and my answer has to be - of what value is 
_̂a_ study where tumors found in the animals on test are not reported? I f
_ Furthermore, are the four tumors referred to by Syntex the only ones I I
which were not~ reported to the FDA? *The Hein-Gross jnemorand'imi o f  1

8/10/76, which Syntex was so_ i n s i s t e n t  in having received, refers on 
i t s  pa ges 19-23 t o a much l a r g e r  num ber of tumors or suspected tumors.
I find no detailed discussion by Syntex of the problems signalled there. 
As mentioned above, the materiality of this issue is not for me to 
determine, but if anyone were to ask me, I would have to say this is 
material. Very material. Awfully material.

Page 51, first paragraph: more on Syntex* reconstruction and on 
the views of the "well-qualified experts" on which previous comments 
made here apply.

Page 51, third paragraph, contains an introductory sentence which 
does profound violence to my sensibilities as a pathologist: "the 
significance of gross findings depends on whether the gross obser­
vations were evaluated histopathologically, since gross pathological 
examinations are at best preliminary."

I would say that this kind of view strikes me as some form of 
perversity of widely accepted pathology practice: Gross observations 
are not merely "preliminary", they are the fundamental or basic ones 
for a variety of reasons obvious to any well-trained pathologist -

a) they are the only ones where the totality of the carcass of 
an animal and the totality of various organs and tissues can be 
observed; as opposed to this, histopathologic examination has as 
its object of reference only minuscule samples of tissue;

b) certain lesions such as abnormal discoloration of some tissues, 
certain ischemic processes, certain abnormal diffuse changes in 
size of some organ, abnormal relationships of some organ to other 
organs, certain pathologic states such as ascites, cachexia, dehydration, 
emaciation, certain forms of shock, congenital heart diseases and 
aberrations, etc. cannot be easily confirmed by histopathologic 
examination; some of these can never be so confirmed;
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c) unless a thorough and searching gross examination has been made 
by a competent examiner who selects the samples of tissues for 
additional (confirmatory?) histopathologic study, the latter is of 
little if any value. If I were to choose between a situation where 
a pathologist has expended x units of effort (time) on gross examination 
only, and another one where the same pathologist had devoted 1,000 

«  of the same units to histopathologic examination only, I would invariably
choose the first alternative as the more useful or informative from 
a pathology point of view.

The second sentence in the third paragraph of page 51 reads: "In 
some instances where gross observations were made, no pathological 
changes were found when the organ was examined histologically, and 
therefore the gross observation was not material." This sentence, 
probably written by a lawyer (judging from its reference to materiality) 
betrays profound ignorance of realities in pathology. For certain 
gross observations of the kind that are signalled in the Hein-Gross 
memorandum of 8/10/76, such as pituitary adenomas the size of a large 
pea, large (externally visible) tissue masses, large tissue masses 
inside the body, grossly enlarged organs, etc. (pp. 19-27) failure to 
confirm such lesions histopathologically can be explained most likely 
on the basis of:

a) the person making the gross observation is either incompetent, 
or unreliable or poorly supervised or any combination of these; 
perhaps such person does not have a high regard for the truth;

b) no section from the appropriate organ was examined histopathological^

c) a section from the appropriate organ was examined, but it was not 
representative of the affected part of the organ;

d) the section was collected but misidentified as belonging to some ! 
other animal;

I would say that any of these likely explanations for this situation 
would be disquieting, to say the least. To judge this sort of thing 
when it seems to be as extensively pervasive as we have seen in this 
study as being of no "material" importance in judging the quality of 
the performance here seems to be a bit much to me.

The introductory sentence of the last paragraph on page 51, I am 
sorry to say, is completely unintelligible to me. Of what relevance 
is this statement? What problem referred to in the Notice or elsewhere 
does it address? At any rate I would reject the last sentence in 
this paragraph continued on page 52:

8 8 -9 38  0  -  77 -  12
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"Since the conclusions from the study are based principally on the 
histopathological findings, these few incidences cannot be said to be 
of material importance.” What about the FDA's "conclusions" and how 
does Syntex know on what these were "based principally"? The plain 
facts are that the FDA's original evaluation based on merely the IBT

_report (l.e. their version of the study findings) was such that this
study was considered "acceptableT" I n  such evaluation, I prefer to
believe, all aspects of the study were considered. Now that we have 
additional information on this study gathered from records not orivinallv 
SUb ml' fted  to  th e  PDA?  we have made a determination that this study is
no longer "acceptable." This is due to a large number of reasons.
Whatever "conclusions" IBT or Syntex or both drew from this body of data 
is of no more than ancillary interest to us.

The middle paragraph on page 52 is not responsive to what the Notice 
claims (referred to in the second paragraph of page 51): "the Notice 
further states that certain lesions other than tumors were not reported 
in Syntex' submissions.") Note carefully that "lesions" is not limited 
to merely "histopathologic findings" as in paragraph 2 on page 52.
I can give several examples here from the Hein—Gross memorandum of 
8/10/76:

Animals 59, 122, 118, 20, 86, 18, 143, 25, 113, etc. are all Instances 
where lesions are described in internal IBT records to be present, yet 
no such lesions (or not all such lesions) are reported by IBT. This 
is by no means an exhaustive list of such cases. I

The statement in the footnote on page 52 (referrable to paragraph 2) 
is misleading and it is sufficient for me to point out to a single 
such case:

Animal 86, is described by the pathologist to have had a histo- 
pathologically detected pyelonephritis yet this was not originally 
reported to the FDA (see Appendix II). Neither was it reported to the 
FDA that some 5 tissues from this animal were not examined histo- 
pathologically.

The fact that a reference to such a lesion may have been made in a 
summary (frequency distribution) of such lesions is not a justification I 
for such omission for several reasons that will be discussed further \ 
down in this memorandum.

The paragraph at the bottom of page 52 refers to our statement, "not 
all microscopic findings of the examining pathologists were included 
in the IBT report." Syntex then proceeds to discuss just the two 
examples given by us - animals 55 and 111.



With reference to animal 55 they admit that the findings were not 
included on the pathology sheet in the NDA for that animal (Appendix II). 
They point out, however, that the findings were included in the summary 
tables of histopathologic changes. We are talking here about chronic 
nephritis in an animal that is said to have succumbed at 4 months. Note 
that the appropriate summary table of histopathologic changes in "post­
mortem" T1 animals (page 53 of the IBT report) has no reference to 
which individual animals had what-specific lesions; it is, rather, a 
"frequency distribution" type of table. Let us examine the nephritis 
problem here: the table on page 53 refers to 5 "post-mortem" males; 
from Dr. Richter's notes we can deduce that these are likely animals 
numbers 51, 53, 54, 55, and 59. The table on page 53 lists a total of 
three chronic nephritis cases (one of them focal). Dr. Richter's notes, 
however indicate for these five animals chronic nephritis for number 53 
only and chronic focal nephritis fbr number 55 only, i.e. a total of 
only two cases. Thus, the summary table of histopathologic findings is 
not quite correct at least in this instance. Other instances:

a) For the control animals the summary table lists 4 "post-mortem" 
females and 10 "final sacrifice" females, a total of 14 animals. The 
pathologist's notes indicate a total of only 10 animals examined micro­
scopically in this group (nos. 27, 28, 30, 32, 33, 34, 35, 36, 37, and 
39) none of which are indicated to have died before the end of the 
observation period. Only one "post-mortem" control female is indicated 
to have been examined by him (animal No. 20) which is represented by the 
IBT report as being a male('.)

b) For the T1 females, the summary tables on pages 48 and 53 of the 
IBT report list 13 "final sacrifice" and 4 "post-mortem" animals in this 
group to have been examined microscopically. Dr. Richter, however, has 
reference to only 10 "final sacrifice" females (61, 62, 64, 67, 68, 69,
70, 74, 75, and 77) and only 2 "post-mortem" females in this group (66 
and 71)

c) For the T2 males, the summary table on page 54 of the IBT report 
lists 7 such animals examined histopathologically; Dr. Richter, however, 
refers to only 5 animals in this group (nos. 81, 84, 86, 91, and 94).

d) For the T2 females the summary tables on pages 49 and 55 of the IBT 
report list respectively 7 "final sacrifice" and 6 "post-mortem" females 
examined microscopically. Dr. Richter, however, in his notes has reference 
to 8 terminal sacrifice females (104, 105, 106, 107, 112, 114, 115, and 
119) and only 3 "post-mortem" females examined (one animal whose iden­
tifying number is illegible in his records, number 118 and number 102
the last of which he lists with the males in this exposure group). Note 
also here that the necropsy log does not refer to animal number 114 as 
being a "terminal sacrifice" animal; Number llu is indicated in that 
log as being a "terminal sacrifice" animal, but this is not reported by 
Dr. Richter as having been examined.
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As to the animal with the illegible number which 1 had assumed to be 
number 111 (see page 53) since it preceded number 112, I will concede 
that this may have been an unwarranted assumption on my part. On the 
other hand, Syntex' "conclusion" that this must be animal number 110, is 
bound to be wrong: a notation of "PM" is
Dr. Richter's notes and animal number 110 
of the IBT report clearly tells us) was a

I would summarize my comments on the last 
tinued on page 53) with the following:

a) for animal 55, the FDA letter was correct - chronic nephritis (focal) 
was not reported where it should have been: on the reported list of 
lesions for that animal.

b) that this lesion may have been included in a frequency distribution 
(the summary table) is, to my view, not a valid excuse for such 
omission. The summary tables on histopathologic findings prepared by 
IBT and submitted to the NDA are markedly inconsistent with the actual 
data they represent and I would judge them to be at least unreliable
if not downright false.

c) for animal number 111 I may have made an unwarranted assumption, 
but the "correction" of this number suggested by Syntex is bound to be 
in error. This issue cannot be satisfactorily resolved, in my view.

Finally, I am disappointed that Syntex does not choose to discuss here ( 
other similar instances, beyond the two examples given in our letter. 
There are many animals for which microscopic changes were noted by the 
pathologist (as seen in his records) but these were not reported on the 
list of lesions for each animal (Appendix IX) or changes were reported 
but no such observations appear in the pathologist's records. A few /
additional examples of these kinds of problems: animals Nos. 9, 20, /
22, 24, 25, 40, 48, 58, 74, 81, 83, 86, 94, 99, 100, 102, 109, 113, |
118, 122, and 140.

In addition to this, the numerous instances of significant other notes 
made by the pathologist such as "no optic nerve" (examined) or "slide 
Inadequate" (for examination) were not reported to the FDA in the list 
of the pathologist's findings. Also not reported to the FDA was even 
a single case of the numerous ones where the pathologists clearly 
indicated that he had not examined certain tissues. This particular 
situation can be illustrated by an extreme actual example: for 
animal number 74, 33 out of the list of 34 tissues (all except the bone 
marrow) were specifically indicated by the pathologist as not having 
been examined and the Syntex list of tissues indicates that slides of . 
no tissues other than the bone marrow were in their possession. Yet I I 
this was not reported to the FDA in the original submission of the I J 
detailed findings for this animal (page 102 of the IBT report).

present for this animal in 
(the necropsy log and Appendix II 
terminal sacrifice animal.

paragraph of page 52 (con-



Pages 54 through 57 of the Syntex submission deal with the problem 
of autolysis. I would say that most of what I read here is non- 
responsive to our concern. The part of the Notice that addresses 
this issue is clear to me, yet Syntex appears (or pretends) not to 
understand what we are saying. Let us clarify this matter once and 
for all, particularly since this is one of the principal issues here:

Line 8 of paragraph 2 on page 55 and line 5 of paragraph 2 on page 292 
(Syntex analysis of gross pathology) refer to the fact that the use 
of the acronym "TBD/TDA" was decided on by the "animal room technician" 
and this decision referred to this person "to necropsy the animal 
hemself." Am I correct in assuming that the "animal room technician" 
is a person other than the regular necropsy room technician? If so, 
is it further appropriate to assume that the main duties of such a 
technician is .to see to it that the animals are fed and watered, that 
the cages are periodically cleaned, etc., in other words, that his 
"normal" duties are not primarily in the area of "necropsy"? Is it 
also correct to assume that animal room technicians do not come 
normally under the supervision of any pathologist even when they are 
engaged in pathology operations and that their training and experience 
in carrying out post-mortem examinations (necropsy) is somewhat short of 
extensive? If the answer to any of these questions is "yes", what are 
we to conclude about the reliability of pathology procedures in this .
study where we find this notation (TBD) for 55 of the 160 animals, l.e. 
slightly more than one-third of all animals and one-half of all dead I 
animals?* '

If, as I had previously assumed, TBD really means what we were told 
by IBT it means (too badly decomposed) and if this is completely 
equivalent to advanced post-mortem autolysis, I would repeat for 
emphasis here what I have said before about this study: if I were the 
FDA reviewer, and if this situation were known L ome from reading, the 
~report-on that study, rh-ts a T o n a  w o i» 1 d  h a v e  been sufficient for me to
recommend against the acceptability of that study. This would be so 
even if we had no other doubts whatsoever on any other aspect of that 
study. A rate of 50% advanced autolysis in dead animals when this 
simultaneously represents more than one-third of all animals in a study 
is excessive in the extreme and it denotes nothing if not carelessness 
about observing the animals.

But now we find out things were much worse than we had reason to believe 
we read further in paragraph 2 of page 293 of the Syntex "reconstruction 
about the "factors" that went into the "animal room" technician's 
"decision to necropsy the animal himself": Quote: "Those factors 
include autolysis, time of day, day of week, technician's knowledge 
of the necropsy department's schedule (Including workload), number of 
dead animals, etc. Autolysis, even though one factor, does not have 
to be in an advanced state to qualify an animal for designation 
TBD/TDA." End of quote.

According to IBT's report, (Tables XXIV to XXVII on pp. 47-51) there 
were 50 "final sacrifice" animals which leaves 160-50=110 animals 
having died during the study.
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As to the animal with the illegible number which I had assumed to be 
number 111 (see page 53) since it preceded number 112, I will concede 
that this may have been an unwarranted assumption on my part. On the 
other hand, Syntex' "conclusion" that this must be animal number 110, is 
bound to be wrong: a notation of "PM" is present for this animal in 
Dr. Richter's notes and animal number 110 (the necropsy log and Appendix II 
of the IBT report clearly tells us) was a terminal sacrifice animal.

I would summarize my comments on the last paragraph of page 52 (con­
tinued on page 53) with the following:

a) for animal 55, the FDA letter was correct - chronic nephritis (focal) I
was not reported where it should have been: on the reported list of I
lesions for that animal.

b) that this lesion may have been included in a frequency distribution 
(the summary table) is, to my view, not a valid excuse for such 
omission. The summary tables on histopathologic findings prepared by 
IBT and submitted to the NDA are markedly inconsistent with the actual 
data they represent and I would judge them to be at least unreliable
if not downright false.

c) for animal number 111 I may have made an unwarranted assumption, 
but the "correction" of this number suggested by Syntex is bound to be 
in error. This issue cannot be satisfactorily resolved, in my view.

Finally, I am disappointed that Syntex does not choose to discuss here ' 
other similar Instances, beyond the two examples given in our letter.
There are many animals for which microscopic changes were noted by the 
pathologist (as seen in his records) but these were not reported on the 
list of lesions for each animal (Appendix II) or changes were reported 
but no such observations appear in the pathologist's records. A few I
additional examples of these kinds of problems: animals Nos. 9, 20, /
22, 24, 25, 40, 48, 58, 74, 81, 83, 86, 94, 99, 100, 102, 109, 113, I 
118, 122, and 140.

In addition to this, the numerous instances of significant other notes 
made by the pathologist such as "no optic nerve" (examined) or "slide 
Inadequate" (for examination) were not reported to the FDA in the list 
of the pathologist's findings. Also not reported to the FDA was even 
a single case of the numerous ones where the pathologists clearly 
indicated that he had not examined certain tissues. This particular 
situation can be illustrated by an extreme actual example: for 
animal number 74, 33 out of the list of 34 tissues (all except the bone 
marrow) were specifically indicated by the pathologist as not having 
been examined and the Syntex list of tissues indicates that slides of . 
no tissues other than the bone marrow were in their possession. Yet I I 
this was not reported to the FDA in the original submission of the I | 
detailed findings for this animal (page 102 of the IBT report).



Pages 54 through 57 of the Syntex submission deal with the problem 
of autolysis. I would say that most of what I read here Is non- 
responsive to our concern. The part of the Notice that addresses 
this issue is clear to me, yet Syntex appears (or pretends) not to 
understand what we are saying. Let us clarify this matter once and 
for all, particularly since this is one of the principal issues here:

Line 8 of paragraph 2 on page 55 and line 5 of paragraph 2 on page 292 
(Syntex analysis of gross pathology) refer to the fact that the use 
of the acronym "TBD/TDA" was decided on by the "animal room technician" 
and this decision referred to this person "to necropsy the animal 
hemself." Am I correct in assuming that the "animal room technician" 
is a person other than the regular necropsy room technician? If so, 
is it further appropriate to assume that the main duties of such a 
technician is .to see to it that the animals are fed and watered, that 
the cages are periodically cleaned, etc., in other words, that his 
"normal" duties are not primarily in the area of "necropsy"? Is it 
also correct to assume that animal room technicians do not come 
normally under the supervision of any pathologist even when they are 
engaged in pathology operations and that their training and experience 
in carrying out post-mortem examinations (necropsy) is somewhat short of 
extensive? If the answer to any of these questions is "yes", what are 
we to conclude about the reliability of pathology procedures in this .
study where we find this notation (TBD) for 55 of the 160 animals, i.e. 
slightly more than one-third of all animals and one-half of all dead I 
animals?* '

If, as I had previously assumed, TBD really means what we were told 
by IBT it means (too badly decomposed) and if this is completely 
equivalent to advanced post-mortem autolysis, I would repeat for 
emphasis here what I have said before about this study: if I were the 
FDA reviewer, and if this situation were_known tn me fr om_reading._the 
~repqrtẐ nZZtSaX- study, this alnna-wnitld have been sufficient f Qr_ me_ to 
recommend against the acceptability of that study. This would be so 
even if we had no other doubts whatsoever on any other aspect of that 
study. A rate of 50% advanced autolysis in dead animals when this 
simultaneously represents more than one-third of all animals in a study 
is excessive in the extreme and it denotes nothing if not carelessness 
about observing the animals.

But now we find out things were much worse than we had reason to believe 
we read further in paragraph 2 of page 293 of the Syntex "reconstruction 
about the "factors" that went into the "animal room" technician's 
"decision to necropsy the animal himself": Quote: "Those factors 
Include autolysis, time of day, day of week, technician's knowledge 
of the necropsy department's schedule (including workload), number of 
dead animals, etc. Autolysis, even though one factor, does not have 
to be in an advanced state to qualify an animal for designation 
TBD/TDA." End of quote.

According to IBT's report, (Tables XXIV to XXVII on pp. 47-51) there 
were 50 "final sacrifice" animals which leaves 160-50-110 animals 
having died during the study.
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What does this say? Starting with the "autolysis" factor, it says 
that autolysis need not be in an advanced state to have the animal 
examined in this cursory fashion. While advanced autolysis is an 
unavoidable, relatively rare event in a well-conducted study, it is 
at least a justifiable reason for a merely superficial examination. 
Autolysis that is only moderate in extent is less justifiable a reason 
for a superficial examination and one of only slight degree still 
less if at all so. So much for autolysis. What about the other 
"factors" mentioned by Syntex, such as time of day, day of week, 
workloads, etc.? I would submit that none of these in any imaginable 
way justifies a less than thorough examination by a competent observer.

The fact that these observers were likely less than well-trained and 
competent is not the only reason we have doubts on the thoroughness 
of their observations. Consider the following: paragraph 2 on page 48 
of the first volume in this submission by Syntex attempts to persuade 
us that entries made on the necropsy log were made "without error."
Yet for the 55 animals marked in this errorless necropsy log with the 
entry TBD - only one animal (l.e. less than 2%) had any kind of gross 
abnormality recorded. The exception was animal 146 for which a tumor 
was noted. Now I ask: what are the odds that a well-trained, competent 
and reliable observer doing a thorough examination of 55 animals dying 
with illness in a toxicity trial, would find any kind of grossly 
visible pathologic alteration in only one of these animals? My answer 
to this is that, in my experience, such odds are negligible.

If this is even approximately so, and if we keep in mind that the 
animals dying during a toxicity study are likely to include those most 
severely affected by the drug on test and/or those most susceptible 
to the drug's toxic effects, as well as What we said earlier here on the 
fundamental (crucial) value of the gross post-mortem examination, of 
what inherent informative value was this entire study? Again, my own 
answer to this question is that such value approximates the vanishing 
point. '

Are these all the problems created by this particular aspect of the 
55 TBD animals? Hardly.

I maintain that had IBT (and/or Syntex) even hinted in their submission 
at the existence of this excesslbely large proportion of dead animals

_ for which not a single gross observation was made other.than a solitary
tumor, we would have likely not accepted this study as a reliable,_one. 
T~know that 1 certalnlywould hof^have. We~aresavlng. t h e r e f o r e , 
without any equivocation whatsoever that in not disclosing this sort 

thing, IBT an3/or its client, Syntex, had withheld from us a highly 
material aspect of this work. ~
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But, thia is still not quite the worst aspect of this issue. It turns.
_out that not only was highly material Information shielded from our
knowledge, actually downright false Information of an enormous extent
was substituted fofTtl this--was'done, in my view, to assure the deliberate
deception process in which IBT and/or its agents engaged.

*  To better appreciate this, let us once more recall the key points of
this particular problem: .

The "necropsy log", it is alleged to us by Syntex and also by IBT in a 
separate communication, contained through an "errorless" transscription

*  process all gross post-mortem observations observed in these animals, 
whether their source was "pathology observation sheets." cage-cards,
"animal disposition forms," whatever. What this says is that there 
could be no information anywhere on gross pathology findings that was 
not present in the necropsy log.

Recall also that the original IBT report of this study as initially sent 
to IBT contained no detailed animal-by-animal list of gross observations. 
Syntex, however, (specifically Dr. Hill) returned this version of the 1 
study to IBT with the observation that this kind of report without 
details of the underlying data would not be acceptable to regulatory / 
agencies in this country or elsewhere. He also had other suggestions 
for corrections.

After receiving Dr. Hill's communication, which amounted to a non- 
acceptability by him of the report as it was presented initially to 
Syntex, IBT made the corrections Dr. Hill suggested. I would add here, 
parenthetically, my view that I consider none of Dr. Hill's suggestions 
as being in any way inappropriate. Also in the second version of the 
final report by IBT there appeared what was not present in the first 
version of IBT's final report: Appendix II, a handwritten, detailed, 
animal-by-animal account of gross and histopathologic alterations said 
by IBT to have been noted in these animals. We were told during our 
inspection at IBT by Mr. Plank that the handwriting in Appendix II was 
his and that he himself compiled this detailed information. '

Recall now what we have said earlier here - that in the necropsy log 
(supposed to contain the totality of the gross observations from any and 
all of the animals in this study) only one of the 55 TBD animals was 
signalled to have displayed any kind of grossly observed anatomic change 
at the post-mortem examination. In other words, for these 55 TBD animals 
(or perhaps only 54 since one of them was Identified as animal number 360

*  when there were only 160 animals in the study) Appendix II ought to have 
contained no more than one animal with grossly visible lesions of any 
kind. The reason for this is that there could be no other source for 
such lesions that were not Included (by transcription) into the necropsy 
log.
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Furthermore, Che evidence pointing to the apparently gigantic confusion 
on the identity of the anpnals on test does not rest solely on the 
"recording of body weights" (line 4 of the last paragraph of Syntex' 
page 58); the Hein-dross memorandum of 8/10/76 (transmitted to Syntex) has 
numerous references to records of animals having died more than once.
Unless Svntex is prepared to accept the notion that ana ni ma l can d i e  
repeatedly, the onlyother reasonable explanation would be that the records 
on this study w e r e  in a state of confusion (chaos?) or that the animals 
were misidentified. Either of these does not exactly heighten our 
rnnPH»nr» -In the reliability o P T HTb- wrifTf? Additional problems here 
are the numerous instances (and many examples are given in the Hein-Gross 
memorandum) of discrepancies as far as dates of death or experimental 
time elapsed until death is concerned between what appears in certain IBT 
records, what is relayed to the consulting pathologist, and what is 
reported by IBT, discrepancies in the set of lesions exhibited by 
individual animals, their state of autolysis, their sex, etc. etc. .Svntex 
appears to he silent on t-ho problems discussed in that memorandum.
1 can also find no comments by Syntex on the related problem (also 
amply discussed in the Hein-Gross memorandum) of the discrepancies between 
one version of the necropsy log and another (mysteriously corrected) 
version of the same document. 1 would conclude this entire discussion with 
the thought that the few available records on this study do not convey 
to me a picture that this experiment was in anyone's control.

On page 59 there is a footnote; if the reference to the "IBT response" 
is the IBT document on this study dated 11/11/76 which we have seen,
Syntex will probably not find our reaction to it very comforting to their 
point of view.

I shall skip over the initial part of the first paragraph on page 59 
since it refers to certain assurances IBT has given Syntex and to "Syntex' 
independent evaluation" neither of which are any concern of mine. Out of 
mere curiosity I would ask what is meant by "independent" evaluation?
Was Syntex not in communication or in a state of cooperation with IBT 
during this work?

A sentence in paragraph 1 on page 59 reads: "Drug effect in this study 
was seen and reported through comparisons between treatment and control 
groups taken as a whole, not between individual animals." I hope FDA 
reviewers will not incur the displeasure of Syntex if they are as bold as 
to attempt to form their own evaluation of the data reported in some study. 
I can conceive of a reviewer even going as far as to be skeptical of what 
a sponsor may or may not believe is a drug effect. In fact some reviewers 
have been known to read not only the sponsor's own evaluation, but they 
have dared to examine the individual animal data in order to assure 
themselves that the group averages have been properly computed. I would 
like to believe this kind of extreme behavior on their part does not 
upset Syntex who may be under the impression that someone has challenged 
their own conclusions.



We read further in the same paragraph: "The FDA should not now be 
allowed to complain that information pertaining to individual animals (as 
distinguished from groups of animals) which was not in the original 
report, is not presently available."

What is one of the principal problems with this work, as we have seen, 
is the information pertaining to individual animals (Appendix XI of the 
IBT report) which was included in the original report by IBT only after 
insistence from Syntex (Dr. Hill’s letter to which we made reference 
elsewhere here). The same is true with other information pertaining to 
individual animals which also was included in the IBT report, such as 
the tumor table on pp. 58-59.

In general, our conclusions on the quality of this study are based largely / 
on the fact that these reported individual animal data as well as the 
reported group averages.(computed from Individual animal data and from l 
nothing else) do not appear to be reliable when compared with the records 
that are available or their reliability cannot be assessed if the I
appropriate records are not currently available.

Paragraph 2 on page 59 contains yet other statements on which Syntex 
cannot have any direct knowledge; this is in reference to their 
"adjacent cage" hypothesis which Syntex was kind enough to unveil for 
us at the world premiere held here-last summer.

The rest of page 59 deserves no comments since it is more on Syntex' 
"evaluations" and it. is replete with generalities which say nothing, 
e.g. "many of the variations did not represent real weight differences," 
"frequently," "usually," "not unusual," etc.

Much the same goes for the middle two paragraphs on page 60: more 
speculations, what Syntex experts believe, etc.

The final paragraph of Section A which starts at the bottom of page 60 
is another non-sequitur; as far as I know we have never stated or implied 
that "gastrointestinal ulcerations could have been determined by the 
exact weight of an animal at a given time" or that "immediate sacrifice" 
or any other kind of "sacrifice" was in order in this study.

I regret that I cannot comment at greater length on Section B. The 
Syntex Reconstruction starting on page 61; large chunks of it are 
quite unintelligible to me. I also happen to believe it is a completely 
superfluous exercise since some of us are at least occasionally capable 
to analyze a set of data. What is our essential problem with the IBT /
study is not related to interpretation, analysis or evaluation of data I I
but, rather, to put it quite bluntly, "what are the data." It is my J
position that Syntex cannot shed any useful light whatsoever on this 
central question which takes priority over all others concerning the data.
We have transmitted our specific concerns over the data in this study to 
Syntex in the form of the NOH and, subsequently, in the form of much more 
specific discussions of the problems we perceive with the data in this study. 
I see nothing in the present submission by Syntex that in any wav allays
O U T  f n n p q r n e
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The only  r e a l l y  new it em  o f "d a ta "  he re  I s  th e  r e s u l t s  o f th e  a d d it io n a l 
h is to p a th o lo g y  s tu d y  c a r r i e d  o u t,  we a re  t o ld ,  in  O cto ber  19 76 . U n fo rt u n a te ly , 
I  ca nnot comment in  an y m eanin gfu l way on t h i s  s in c e  I  am n o t p ri v y  to  th e  
in fo rm ati o n  on th e  "w hys"  and "ho ws" t h i s  p a r t i c u l a r  s e t  o f t i s s u e s
exa mined  a t  t h a t  ti m e  was  s e le c te d .

I  ha ve  no te d  th a t  d u ri n g  t h i s  O ct ober  1976 exam in at io n  a d d it io n a l 
(p re v io u s ly  u n re p o rt e d ) tu mor s fo r  th e  an im als  in  t h i s  s tu d y  were d e te c te d .
Thi s i s  th e  s o r t  o f th in g  th a t  do es  n o t e x a c tl y  s u r p r i s e  me, g iv en  what 
I  am in c li n e d  to  b e li e v e  on  th e  q u a l i ty  o f p a th o lo g y  o p e ra ti o n s  a t  IBT.

F in a ll y , I  mus t a p o lo g iz e  fo r  th e  q u a l i ty  o f t h i s  re v ie w  which  may n o t be 
q u it e  up to  th e  s ta n d a rd  th a t  I  aim  a t .  One re a so n  fo r  t h i s  i s  th a t  t h i s  
work was a ss ig n e d  to  me on  12 /2 1 /7 6  w it h  a  du e d a te  o f 1 /2 1 /7 7  (30 c a le n d a r 
d a y s).  D ur in g th e  l a s t  th re e  we eks o f December  I  was a b se n t du e to  i l l n e s s ;  
a ls o  e a r l i e r  t h i s  wee k,  a f t e r  I  had "b udgete d" ti m e fo r  i t ,  I  was  in fo rm ed  
by you  th a t  th e  "d ue"  d a te  had  be en  ad va nc ed  to  1 /1 4 /7 7 .
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MEM ORANDUM department of he al ih . education, and ht.eiaiu
, ,  PUBLIC HEA LTH  SER VICE

-  FO OD  AN D DK UC  ADM IX ES! K\T IO S

t o  : Associate Director for d a t e: fJAM 1 - ' 7̂7
New Drug Evaluation (HFD-100)

f r o m  : Manfred M. Hein, Pharmacologist (HFD-150)

subje ct: Review of Data Submitted by Syntex in Relation to L3QH for Naproxen 
NDA 17-581

On December 15, 1976 I was given a set of 6 volumes submtted by Syntex 
in connection with their reply to the NOB on Naproxen, NDA 17-581. 
Since volumes 4 and 5 are primarily medical, review of volume 1, 2,
4 and 5 will also be independently done by Dr. A. Norris of HFD-150. 

Enclosed please find ny detailed analysis of volumes 1, 2, 3 and 6.

My overall impression is that the added material consisting of:

1. "reconstructed animal data"

2. Short term mutagenicity studies in unicellular systems in lieu 
of long term manmalian carcinogenicity studies

3. Supplementation of histology in 22 month toxicity study

4. A limited supplementation of previously established medical 
efficacy and safety

5. Testimonials by leaders in various aspects related to the subject

6. A study to try to validate histological examination in badly 
autolysed animals by IBT

7. Verbal arguments

does not change the reoerrmendations made earlier; that until an 
adequate long term chronic toxicity (and carcinogenicity screening) 
study is oarrpleted, submitted and reviewed by FDA there exists inade­
quate preciinical safety information on wliich we would today approve 
a long term administration nonsteroidal anti-inflamratory drug for 
use in man.
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NOTES ON MATERIALS SUBMITTED BY SYOTEX IN RELATION TO NOH" 
DOCKET 76N0411 ON NAPROXEN~(NDA 17-581) DATED 12/14/76

January 4, 1977

(NPA 17-581) dated 12/14/76
»

The material submitted consists of a reply to our notice of a hearing 
and an attempt to justify that there should be one. This is contained 
in Volume 1 of the submission and covers a total of 78 pages including 
the legal references and sign-offs. I received this and the other 
volumes belcw on December 21, 1976.

Volune 2 is a collection of expert opinions from:

J. Lederberg, Ph.D.
B. N. Ames, Ph.D.
S. Bloomfield, M.D.
H. Hodge, Ph.D.
L . Hollister, M.D.
J. T. Litchfield, Jr., M.D.
R. Richards, M.D. *•
F. Robinson, D.V.M., Ph.D.
D. Willigan, D.V.M., Ph.D.
G. Zbinden, M.D.

Syntex has supplied to each of the above at least part of the present 
submission and has asked them to cortment on various aspects related 
to their expertise. Also appended to these testimonials are respective 
CVs, lists of publications and in seme instances specific reprints.

Volume 3 is a reconstruction of the IBT 160 rat 22 months toxicity/ 
carcinogenicity study. This study has been presented to us in 1971 
as part of IND 5281;, in 1975 for the approval of the NDA 17-581; 
in reoontructed form August 20, 1976 (with further amendments of 
August 31, 1976, Septanber 3, 1976 and September 28, 1976). At this 
time there is still another reconstruction in that additional tissue 
sections have been imbedded from stored wet tissues and the slides 
subjected to examination by Dr. Richter, further data analysis has 
taken place and corments have been added by Syntex to the various 
sections of the original IBT report.

•
Volumes 4 and 5 related to medical studies, particularly those of 
longer duration and will be examined in this division by Dr. Norris.

Volune 6 is an analysis of potential carcinogenicity and a special
IBT autolysis study designed to demonstrate that even though animals *
are autolysed there is still gross and histopathological information
retrievable from such material. This was also shewn to us by IBT 
at the time of their November 10, 1976 meeting with the Bureau.



185

2

A . General Oonwents;

1. Hie animal study data (as well as volumes 4, 5, and 6) 
are marked confidential and proprietary. It is our under-

* standing that once an NDA is approved, as this was in March
1976, svmnaries of animal data are no longer treated as 
confidential. Also the distribution to various outsiders 
not connected with FDA or the Syntex company bends to raise 
the question as to whether data should be treated as con­
fidential. Certainly this data is more complete than the 
reviews prepared by Gross and Hein which the Agency does 
not consider as original confidential trade secret data.
(Hie subject of the legal action 76 2193 in U.S. District 
Court for District of Columbia.) A legal opinion as to what 
is confidential, the original IBT report, the concents and 
severed, reconstructions by Syntex, or both is in order.
A report might be considered as a summary of raw data, as 
in the IBT case, if mean and not complete individual data 
is presented.

2 .  Fran the materials submitted it is suggested that the defense 
to be enployed will include some of the following arguments:

(a) Expert opinion of two or more experts in specific areas 
of expertise which may be asked to testify in response 
to each argumentative point which we foresee to be 
at least:

(1) Maximal predictive information can be obtained 
from animal studies in any species by doing no 
more than 6 months of toxicity study.

(2) General inability to predict from findings of 
animal studies to human trials.

(3) A rat study lasting for 22 months and containing 
160 rats cannot be considered as a carcinogenicity 
study or even a carcinogenicity screen.

«
(4) As carcinogenic development involves mutation, 

tests for mutagenicity also test carcinogenic 
potential. Suitable mutagenicity tests thus are 
more suitable, because of numbers of observations 
involved, than in vivo animal studies that are 
carried out over the major portion of the "lifetime" 
of the animal.-
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( 5 , FDA has recently permitted other agents (including 
Motrin) to go on the market which involve long 
term administration with less than adequate (in 
number and/or duration) study in animal test
systems if "Lifetime" and large numbers (i.e., *50 or more/test group) are considered.

(6) Tissue culture studies, "Ames Mutagenicity Tests", 
tests of yeast reocrrbination, structural analysis 
of the basic chenical and its metabolites, dominant 
lethal tests and the testing of incidence of 
lymphoma in susceptible mouse strains are adequate 
and superior indicators of carcinogenicity.

(7) To do meaningful animal lifetime studies for the 
ability of carcinogenicity induction is going to 
require the use of several thousands of animals 
each most carefully studied which is an impossibility 
based on availability of facilities to do this with 
every agent, both those presently marketed and those 
that hope to be added to the FDA approved list.

(8) Recognized experts in the field have judged the 
IBT study as originally presented and certainly 
after the reconstruction as adequate to demonstrate 
long term toxicity.

(9) The present availability (in 1976-1977) of adequate 
well controlled long term clinical studies obviates 
the need for long term toxicity studies in animals.(1 0)  Even after there has been considerable autolysis i t  is still possible to perform a satisfactory 
histopathological evaluation of toxicity. This is t o  be demonstrated by using the IBT study on 
controlled autolysis.(1 1)  There being no formal guidelines ("cookbook")
for the conduct of preclinical studies it has t
been possible for seme of the drugs bo go on the
market with a lower volume of information on
animal toxicity than other drugs (even if the
indications are similar and use is for a similar
duration of clinical use). >
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(12) Arguments to support the concept that a study 
can be reconstructed from the basic data making 
certain assumptions, suppositions and supplementing 
i t  with seme new pathology data from stored tissues.

*’ (3 ) I t  is obvious to this reviewer that such considerations
are not limited to an examination of facts presented 
and "validating" the data and the statements made about 
them. Rather there are certain policy decisions involved 
which will have to be addressed by upper levels of 
management. It is in part this reviewer’s aim to 
identify such issues and to alert FDA to the issues 
that are being raised. Also from personal knowledge 
obtained through the June 1976 inspection at IBT and 
the prior examinations of the reconstructed data 
(see reviews of August 10 and 30, 1976) it may be possible 
to offer seme suggestions as to how to counter same of 
the arguments presented.

B. Analysis of Certain Statements Made in Volume 1 and Cum en ts
Regarding Than

Page 1

1 .  Paragraph 2. It is argued that the NOH contains no 
reference challenging that Napr »:<ai is either ineffective 
or not safe. FDA maintains thci the burden of proof
for safety rests with the appl; za nt in an NDA and it 
is their charge to convince us that it is safe. By 
disallowing the rat study in qvai tion FDA takes the 
viewpoint that safety over a 1< rxi period of administration 
in man is no longer available < nr. thus long term 
administration bo man is no lor g> -r regarded as a safe 
procedure. It is a hazard to le.ilth.

2. Paragraph 3. It is suggested f ai t the IBT study 
is irrmaterial based on new muta je nicity tests and 
clinical experience. If this war a so, there would 
be no need for any long term to.ci :ity studies in

» any animal species once clinical urial has been established
in man, even if the information w is generated in another 
country. (Note the bulk of the c. ini cal data collected 
in support of this contention is 1 rem the UK). In 
regards bo the mutagenicity tests, they have so far

* never been accepted as any substintiation that any
agent is free from carcinogenic:ty. At best they serve
as an index as to the priority .or conducting carcinogenicity
studies.

88 -9 38  0  -  77 -  13
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Page 2

3. Ttop paragraph. IBT in 1969 is promoted as a prestigious 
institution having done work for the FDA and other govern­
mental agencies in the past and was in part selected on
that basis. It may be advisable to check if IBT did indeed *
do  work in the early 1960's for FDA. Dr. Hill has been
heard to state after the study was completed that this was
the only and certainly the last study that IBT would ever
do for Syntex since he was not satisfied with the quality
of the work. “

4. Middle paragraph. The submission of the IBT report on
March 22, 1972 is claimed to be a preclearance process for 
the NDA approval. This reviewer would suggest that it was 
rather in support of ongoing IND clinical trials in IND 5281. 
It is true that Syntex had several conferences and other 
contacts with FDA between 1972 and 1976. In view of Syntex's 
known misgivings about this study (Dr. Hill has claimed that 
he alerted FDA to his misgivings at the time the study was 
submitted), it is surprising that they never questioned 
FDA regarding the possible need for additional studies.

In the brochure prepared for the Arthritis Advisory Committee 
meeting by Syntex on February 27, 1976 regarding Naproxen 
the subject of preclinical safety is glossed over with the 
following statement:

"2.1.9 Summary of toxicology studies Naproxen exhibits 
a low order of toxicity in single dose studies in animals.
In acute and chronic studies in a va :iaty of species the 
principal pathological effect is gas u onitestinal irritation 
and ulceration. The lesions seen ara predominantly in the 
small intestine and range from hyper a  ia to perforation and 
peritonitis." (Brochure was dated Ju uary 1975).

The oonmittee, in making a pre-NDA review of the drug was 
apparently largely considering clinical matters and did not 
question the possible deficiencies in die toxicological 
profile as developed in animals. This is understandable 
as these carmi trees are composed large y of clinicians which 
do  not have adequate expertise to pass on other matters 
i.e., preclinical studies chemical controls, legal aspects 
etc.
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In respect to the data alluded to on other animal species 
it is here pointed out  that there also were:

(a) 12 months minipig study involving only 4/sex/level which
was also performed by IBT about 1969. From  this study 

»  Syntex should have been aware of the quality of IBT
work  and monitored the rat study better. It also 
refutes the claim that the rat study wa s the only 
contract give n to IBT by Syntex.

•  (b) 9 month rhesus monkey study involving 4/sex/level which
wa s done by Hazelton.

(c) 6 months study in mice involving only 5/sex/level 
performed by  Syntex.

(d) It is notable that in this context there is no mention 
of the 6 months rat toxicity study also done by  IBT 
concurrently with  the study in question. This involved 
15/sex/level. Whether certain information from this 
study was ma de part of the questioned longer rat study 
(i.e., body weights, food consumption data and possibly 
other parameters) is not established or  proven as 
inapplicable.

5. La st paragraph. On June 21, 1976 at about 11 a.m. Chicago 
time FDA inspectors telephoned Synte.- f rom IBT. IBT had 
tried (supposedly unsuccessfully) earlier that day to make 
contact with  Syntex to obtain their ■e-mission for FDA 
inspectors to examine the rat study lata. The inspectors 
requested permission to audit the da za whic)> was readily
given and the inspectors requested t la t the same be ccmmunicated 
to the IBT official in charge, Mr. Brian. IBT had maintained 
that they could not permit FDA exami ia tion of data without 
Synte x's permission due to contractual agreements.

Following the FDA inspection Syntex scientists also visited 
IBT. It is assumed that the impetus w  is not the FDA inspec­
tion per se but the revelations at the July 19-20, 1976 
"Kennedy Committee" hearings because e sewhere in this sub­
mission it is stated that Syntex e xamu ed the data starting 
July 20, 1976.

Page 3

6. Top. Syntex claims that they o btaind additional information 
beyond that obtained by FDA. At  a meeting August 11, 1976 
Dr. Hill and FDA ocrrpar xi Jata tva. ̂ aole to each for review.
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It  was t -.tablished th at a t th at  time the on ly  d if fe re n ce  
re la te d o food consumption data and ca lc u la ti on s o f  d ie t.
Th is mat/ r ia l had been seen a t  the time o f  the  in ps ec tio n 
June 24, I97 5 and was not judged a t th at  time to  be c r i t ic a l  
fo r any v i li la t io n  o f  th e stu dy in  qu es tio n.

I t  should be est ablished i f  Syn tex re ce ived  any fu rt her  
m ater ia ls  from IBT a t  th at time to  which we so fa r have had 
no ac ce ss . Ei r  exam ple, th er e i s  a cla im  o f notebooks 
by the animal study te ch nic ia ns.  At  the time o f th e in sp ec tio n 
these were nev er suggest ed  as being in  ex is te nce . Is  th is  
a fa br ic at io n th at  Syntex  knows we cann ot prove or disp ro ve .
As to  the a m e n t  re ga rd ing the  on e- ha lf day in sp ec tio n, 
i t  nu st be sa id  th at  th e in sp ec tio n beam o f Dale S t e l  te r .
Dr. A. Gross and Mr. M. Hein examined da ta fo r on e- ha lf  
day on June 21 , 1976 bu t were pre ven ted  from doing so by 
IBT on June 22 an 3 23. Due to  ot he r commitments the y spent 
on ly  June 24 fu rt tw r examining the  da ta . Due to  the ex tent  
o f  the many di sc re pa nc ies note d most o f  the  then avail ab le  
da ta  base  was copie d (xe rog rap hic  copies)  and one s e t l e f t  
with  the  company wni le  two othe rs  were re ta in ed  by EDA.
The an al ys is  o f one o f  thes e EDA se ts  by the  Gross-Hein 
team in  Roc kv il le , MD too k to  August 10, 1976 and involve d 
a t  le a s t  1 1/2 man months o f anal ys is  by thes e tr ai ne d 
revie we rs.

7. Middle para graph. Synte x performed ex te ns iv e revie w and 
re co ns truc tio n Ju ly  20-August 18,1 976 o f the IBT da ta .
EYcm th is  i t  i s  c le a r  th at the  impetus was the  "Kennedy 
Ca unitte e" re vela ti on s.  The August 5, 1976 le t t e r  to  Dr. 
Anderson o f Syn tex ga ve  a l i s t  o f p art ic u la rs  o f  th e fin ding s 
by the re vie we rs. There  i s  a cla im  th at  the "re co ns tru ct ion"  
was hampered by a la ck  o f the in sp ec to rs  re port s.  Th is must 
be  in terp re ted as  the Gross-Hein rev iew  o f Augu st 10, 1976 
and not the  ac tu al  EIR by Dale  S te lt e r . As mentioned e a r li e r  
on August 11 , 1976, Dr. H il l and Mr. Bourdakis  met wi th 
FDA a t  Roc kv ill e.  At th at time the  Gross-Hein rev iew  was 
req ues ted  but  den ied  to  Synte x. The methods o f hew our 
da ta  an al ys is  was conducted, a comparison o f  what FDA and 
Syn tex had in  terms o f da ta , a c it a ti o n  o f examples from the 
re po rt  a l l  were give n verb all y  to  Dr. H il l.  Ver ba lly  
EDA was prepared bo re ply  to  any o f the  s c ie n t if ic  as pe ct s 
th at had been ra is ed  in  the August 5, 1976 le t t e r . Thus, 
the cla im th at  the  re co ns truc tion  was witho ut ben efi t o f the 
rev iew  is  unfa ir  cr it ic is m . Withholding the act ual  document 
was a le g al de ci si on  a t  th at  time pending re so lu tion  as 
to  the need fo r any le g a l ac tion  ag ai ns t Syntex or IBT.
ETA then st at ed  th at  i f  the y re le. ise d the  re po rt  i t  would 
a ls o  be av ail ab le  to  eve ryone e ls e  under FOI.
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8. Next par -graph. I did not attend the August 20, 1976 meeting. 
However, t was given the assignment to audit the Syntex 
reconstruction (See report dated August 30, 1976). The verbal 
and the writ ten arguments obviously were inadequate to 
oonvince FDA that the need to issue an NOH no longer existed.

9. Last paragraph. Syntex initiated on August 31, 1976, a 
800 rat 2 year study. As this was started even before the 
NOH issued it must be considered that Syntex realized that 
the arguments presented were inadequate to oonvince FDA.
It is also an .uhmission by Syntex that such a study was 
needed to substantiate safety of naproxen. As the study was 
in conformity with the suggestions for 50 rats/level/sex 
over two years male regarding carcinogenicity studies by 
FDA to interested members of industry, it must be assumed 
that this is not just a toxicity but also a carcinogenicity 
study. Would Syntex initiate such a large and expensive 
study if the/ were convinced that carcinogenicity had been 
adequately tested by other means?

Page 4

10. The September 28, 1976 carmunication containing most of the 
mutagenicity studies was received, but this did nothing to 
validate the IEfT long term study, supply new information 
on  long term toxicity and also was not accepted as a valid 
substitute for any long term carcinogenicity study. Thus 
the need for the issuance of the NOH was not overcome.
Any arguments by mail regarding this study or other future 
short supplemental pieces would have only served to delay 
indefinitely the settlement of the matter.

11. Middle. October 15, 1976 the NOH was published. On October 18, 
1976 specific information as to the statements which were 
alleged to be untrue along with the supporting documents,
was requested by legal counsel of Syntex. It is claimed 
that FDA did not supply the data. The basic data collected 
from IBT was available bo Syntex, the NOH was worded in 
great detail and by furnishing a record of meeting monos, 
reviews of submissions, certain telephone calls, etc., it 
supplied specifics of the allegations and the supporting 
proof. While counsel apparently was looking for an itemized 
list of the numerous discrepancies, inadequacies etc. to 
which specific answers could be given, FDA refused on the 
grounds that it had not had an opportunity to exhaustively 
uncover each and every one of the defects. Also, it would 
entail a d d i t i o n a l  FDA labor which we did not love to ccnrnit.

12. Last paragraph (to end of page 6) . To this reviewer these appear 
to be legal pleadings. Thus we are not prepared to answer
them for lack of competence in that area.
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13. Here arguments are presented as to why the IBT study (and 
for that matter, any long term duration study, in animals 
designed to test toxicity is not material to the safety
or potential carcinogenicity of a drug in man. *

One may ask if this is true why did Syntex do the 22 months 
IBT study (and the rhesus and minipig studies) in the first
place and new a much enlarged 2 year study? Obviously they w
know we would not approve an NDA for a long term administration 
drug without prolonged toxicity studies.

If one accepts the Syntex argument that long term administration 
studies in animals are not indicated, what reason is there 
for any one to do any long term administration animal studies?
Of all drug classes the non-steroidal antiinflammatory agents 
are probably as diverse a group as any, based on chemical 
structural relationships. They are used extensively for 
several years by the patients and often in conjunction 
with other therapeutic regimen, particularly since this 
group of patients is often prone to multiple disease entities.
As the NSAIDs are not just simple molecular modifications 
of already established drugs the need for basic toxicological 
information is paramount. The information regarding carcino­
genicity is of equal importance as information on any chemical 
entity is in this regard also unknown until tested.

Drugs are tested in animals to demonstrate a margin of safety 
and a toxicologic profile. This takes several forms. One 
means is to administer considerably higher doses of drug to 
animals on a mg per kilogram or mg/square meter basis than 
is attempted in man. Usually at least a factor of 5 is 
desirable, if technically possible. Another mode of assuring 
a margin of safety is to at the same time also administer 
the agent for a period that is at least as long and preferably 
longer than the duration intended in non. In this the 
relatively shorter natural life span of laboratory animals 
compared to man is used to telescope a life time experience
into a few years. «

Animal studies permit the use of a captive group of patients 
contained in a fixed and controlled envirorment where all 
events scheduled can be performed according to plan.
In patients such control is not possible as the population w
is highly variable, the environment largely uncontrolled,
the observations are not possibly performed according to a
precise schedule and moral and informed consent considerations
are involved. In man also it is not possible generally
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t o  obtain gross and histopathological information. Thus 
what are the benefits gained by studying man? The metabolism 
is likely to be more appropriate (however this may vary 
with varying populations), the drug is studied in a species 
of subjects which actually have the disease (there are few 

» good animal model systems for many clinical conditions)
and the patient may benefit while under study. On balance 
what really is needed is any information that will enable 
the physician to administer the drug to the appropriate 
patients in as safely a manner as can be devised and armed 

• with all the information from both animal and clinical
studies. Generally there is reasonably good correlation 
between the principal human and animal findings if both 
the basic and clinical scientists have done their work 
carefully. Due to the inability to generally program the 
experiment adequately and to control the numerous variables 
involved (age, sex, diet, extent of clinical condition, 
therapist opinion, genetics, locality, climate, etc., etc.) 
it is essential to use often very large numbers of patients 
for tests of safety and efficacy.

1 4 .  Top page 9. In recent times, i.e., the last 1-2 years,
HFD-150 has requested that manufacturers planning to market 
NSAIDs supply carcinogenity studies before NDA approval.
Such studies should contain as a minimum 50 animals/sex/ 
level at the start and have the following duration:

Rats 2 years of drug administration - no further, observation 
period.

Mice, at least 1 1/2 years of drug administration.

• For use in monkeys and dogs there are carcinogenicity study 
examples available in the trials regarding the oral contra­
ceptive agents where the duration has been 7 and 10 years.

Many ccrnpanies have chosen to make such carcinogenicity 
studies combination toxicity-carcinogenicity studies.
The principal differences are periodic monitoring of hematology, 
clinical chemistry and sometimes urinalysis for a toxicology 

1 study and the greater emphasis on regular palpation and
monitoring for the development of tumors in carcinogenicity 
studies. The carcinogenicity studies employ more animals 
and the duration of observation may be longer. The drug 

, administration, animal care, housing, gross and histological
examinations are generally identical. All these can be
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achieved in a well designed and executed combination study. 
Addition. 1 subgroups are frequently employed to allcw for 
interim sacrifices and specific tests. The currently ongoing 
Syntex 800 rat study appears to be such a combination study 
as it will last 2 years with proposed 12 and 18 months 
interim sacrifices of seme rats.

For toxicity .alone the FDA standards cure probably in agreement 
with statement by Dr. D'Aquanno as quoted. That this is not 
a new policy can be seen from the 1974 date of publication.
Hie statements liave probably been enunciated earlier in 
speeches. (Note this is long before this NDA was approved).

15. The question as to whether 3-6 months toxicity studies are 
adequate can. be a rgued depending on which camp one wants 
to believe. While the EEC may take this view, it has no 
h i n d i n g  on the FDA which makes its own standards of excellence. 
There is no reciprocity. This argument of course also applies 
to the cements by Dr. McCollister and Dr. Hennesey as well
as the requirements set by other national regulatory bodies.

Page 11

16. Syntex study on miniature pigs is claimed to have had 
ophthalmology in the protocol. The jacket is not immediately 
available to check it (but the reivew makes no mention of 
ophthalmology). This study was done by IBT too. The rat 
study had ophthalmology in the protocol also but was not 
done. Findings in this regard may be infrequent and the 
sampling of eyes in the minipig study may not have detected 
any problem if this indeed was done as the number of animals 
in this study was snail. Also, it is admitted that these 
changes are slow in being developed. The swine had a
1 year of drug administration and the monkeys (done by 
Hazelton Labs.) only 9 months.

Page 12

17. Note the listing here includes the 6 months rat toxicity 
done by IBT concurrently with the sutdy in question. The 
technical nuality of this is probably no better. The minipig 
study alsc carried out by IBT, but at another facility,
may also be of questionable technical quality. The 6 months 
study in mice was a Syntex study but was of marginal value 
as only 5 mice/sex/level were involved.

It seemed that in the rat 160 rat 22 months study the incidence 
of gastrointestinal lesion? was semewhat lewer than might be
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expected for this type of drug. Dr. Donovan Gordon then 
of IBT after caipletion of the study examined selected 
autopsy remains from same 20 or so rats and thereupon confirmed 
the GI toxicity.

At the time of the inspection, the carcasses then still 
said to be in storage at IBT were not examined but the 
inspection team questioned if the GI tract had been opened 
at the time of the autopsy to find the potential lesions.
It was even considered whether to place these under seal.

There is no argument against the findings summarized at the 
bottom of this page but the information does not answer 
the question what effect the presence of the drug induced 
lesions may have after long term administration (1-2 years) 
on other systems and the general well-being of the animals.
The lesions are such that they may not induce immediate 
mortality.

Page 13

18. Re: the FDA lifetime study requirement. See also reply 
to item 13 above: "Drugs are tested..."

Guidelines are just "guidelines" and not regulations rigidly 
enforced in every' case since such scientific considerations 
as feasibility and benefit versus risk must be weighed.

NDA 17-573 is Vanceril (Beclcmethazone dipropionate) which 
was approved for chronic use. It had only 12 months of 
study in the dog and 6 months in rodents. This is a gluco­
corticoid intended for inhalation and the technical problems 
with animal inhalation studies must be considered here as 
must the inability of animals to survive chronic large doses 
of steroids. The chemical structure is similar to prednisone 
and other approved agents which are well defined in animal 
systems. It seems to be intended cis a supplement with other 
oortiooid therapy in severe asthmatics. Clinical information 
at approval was extensive as the agent was marketed in the 
UK since 1972. The agent is now in phase IV with additional 
animal and clinical studies in progress currently. NDA 17-573 
was approved by Division HFD-150 in 1976 but thereafter transferred 
to Division HFD-160 (for monitoring by Dr. Lidd). NDA 17-442 
is Minipress capsules by Pfizer Labs and contains Prazosin HC1.
It had a 12 months study in beagles. It is a hypertensive 
agent.
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17-463 is Motrin (Upjohn Co.) and is therapeutically similar 
to Naproxen. The study cited here had 30 rats/sex/level 
and was a 24 months study. There was only a control and a 
single therapeutic dose level of 180 mg Ag which was later 
reduced to 60 mg A g  due to incidence of toxicity. It should 
be noted that there were 30/sex/level here and only 20/sex/ 
level in the IBT study. The survival at completion of the 

• study was higher (there was only 1 rat at high dose in the 
IBT study out of 40 at the high dose). Study was in England 
(by Boots) and this may have been the reason that FDA has 
so far not validated the study the same way we validated 
the long term studies for the cmoparable Lilly drug (Nalfon) 
and the McNeill Labs drug (Tolectin) . With Motrin there 
also are available 12 months studies (10/sex/level) in 
rats and rhesus monkey (3/sex/level) which were carried 
out by Upjohn themselves. There appears that there also 
is a mouse carcinogenicity or long term toxicity study done 
in England which is cited but for which Upjohn never has 
supplied any data. (Can FDA get sane more information 
through the British Food and Drug Directorate on this?).
17-463 NDA approval was a responsibility of HFD-140 and 
it was then transferred about September 19, 1974 to HFD-150.
The IND work-up on both Motrin and Naproxen was largely done 
i n  the Division of Metabolic and Endocrine drugs. They,

• came to HFD-150 about July 1, 1974 with the reorganization 
at that time. NDAs for each of the NSAIDs in question 
(Motrin, Naproxen, Nalfon and Tolectin) had been initially 
submitted to HFD-140 and came to HFD-150 at that time or 
shortly thereafter.

Page 15

1 9 . Here the argument is made that other shorter studies have 
revealed all the toxicity and that the IBT study only confirmed 
such findings. Therefore it is not material and not needed.
It is quite possible that additional previous unknown 
observations could have been made in the long term study 
if the study had been endowed with an excellence capable of 
detecting them.

20. Testimonials by Willigan, Hodge, Robinson and Litchfield 
regarding the adequacy of the toxicity data without the 
22 months study are probably without merit as:

(a) They were probably paid employees of Syntex and thus 
biased.

(b) They were probably chosen for their viewpoints which 
have been expounded previously.
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( c )  Any evaluation of adequacy must come frcm FDA employees 
or from consultants selected by than to aid than by 
virtue of their expertise not their publicly held 
views.

Page 16

21. Regarding the Human experience data I will defer to the medical 
reviewer of Naproxen, Dr. Norris. However a few carments
are made as thought helpful.

Page 17

22. It needs to again be reiterated that any human trials are 
not exquisitely controllable as good quality animal studies. 
Without having a high level of control any toxicity may be 
missed entirely and not recognized due to the "white noise" 
frcm any uncontrolled factors. (Environment, heredity, 
uniformity within the test system etc.)

Page 18

23. Zbinden although new in academia must be reoongized as a 
representative of the drug industry which naturally would 
not be in favor of more studies. Note his former long • 
association with Hoffmann-LaRoche.

Page 19

24. It has been the policy of FDA to keep the guidelines purposely 
flexible so that they do not constitute a ’cookbook'. This
is done to foster innovation, permit us to determine adequacy 
and because it is well known that each drug substance has 
special problems in which a rigid 'cookbook' would have to 
be modified (i.e., drugs given by unusual routes clinically 
(sublingual? intravaginally etc?). It should be ranonbered 
that a study with perhaps 1000 subjects (animal or man) 
poorly done may be of less value than a good study with just 
100 subjects.

25. Page 19, last paragraph. We would suggest the number of 
short duration studies is not unusual for this type of 
drug and the number of intermediate duration studies and 
longer studies (6 months or more) also is comparable and 
may even be low when the three IDT studies are set aside 
due to questionable quality.
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There is a claim made that there are numerous studies of 
other members of this chemical class. This reviewer interprets 
that to mean other members of the anti-inf larrmatory group 
but it oould also be interpreted as other chemical entities 
which have chemically similar structures. Hie chemical 
structures of various other members of the anti-inflarrmatory 
group (indocin, phenyl fcutazone, nalfon, to l o o t i n  and 

. motrin) are quite diverse and the complete biological profile 
Of each it totally unknown until discovered by actual experiment 
with each agent. To do this ideally side by side experiments 
must be done under uniform experimental conditions. Thus 
FDA cannot accept the argument that clinical (and animal) 
studies of Motrin, Nalfon and Tolectin are in any way supportive 
of Naproxen. While there may be considerable experience 
with Naproxen clinically, the documentated well controlled 
clinical experience is the only basis for our judgment.

Page 20

26. Middle paragraph. There is a discussion of differences 
i n  metabolism rates of Naproxen with different species.
On page 32 of the application for the hearing it is claimed 
that the toxicological profile is very similar between 
various species. I would like to suggest that the dis-.
Cussion is meaningless unless other factors are also considered 
such as conditions of use, doses and routes of administration.
In the data of Table III to support the present argiment 
tritium is the indicator agent. Without knowing site of 
3h labeling and considering the differential potential 
lability of the label in various species, the data is not 
too helpful. Presumably analysis was by 3h activity wliich 
may have been residing in the parent molecule, a metabolite 
thereof or even just a split off fragment such as a msthyl 
group. Comparisons based on pieces of data from one study 
with those of another study to make a point are risky in 
that different methodological procedures etc. are used.

27. Lowest paragraph. The class labeling concept can only 
be established if the indication, effectiveness, safety, 
methods of use etc. are oemron. Special directions for each 
agent must be added to the basic document to account for the 
peculiarities of the agent if cxistant, such as doses, must 
still be individualized. I would not consider a warning 
Statement adapted from tiie package insert of one drug to that 
of  another as class labeling. FDA insisted on the warning 
Statement in the absence of adequate controlled contra- 
indicative data. If FDA can be convinced to the contrary we 
would surely be glad to permit its removal.
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Page 22

28. It is claimed that there is a chemical relationship between 
various anti-inf lanmatory agents. Based on this, similar 
indications and toxicity in animals and man supposedly

* adequate support for Naproxen exists. Structures of agents 
cited are:

Page 30

• 39. Here it is argued that the shorter duration carcinogenicity
studies (really mutagenicity tests) render the 22 months 
IBT study no longer esential as a carcinogenic test system.
We have to admit that even if carefully carried out this 
22 months study with but 20 rats/sex/level could at best 
signal only a potent carcinogen even if there had been good 
survival which is not usually the case with this class of 
drugs. FDA now and for several years have requested that 
50 rats/sex/level be entered. With the high mortality 
rate due to the drug’s activity with this type of agent this 
probably is sanewhat low (in the Motrin study about 1/3 
of the animals survived for the full two years with drug 
administration for 2 years). Possibly the entering number 
of animals should be higher so as to permit at least 25-30 
survivors/sex/level.

Syntex does not make a claim that the IBT study was a 
carcinogenicity study. Syntex alleged conversations between 
Dr. D'Aguanno and Syntex in 1972 which are alluded to on 
page 30-31 in which they state they were advised no carcino­
genicity studies were needed. We have not seen documentation
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of this claim. We can then only state that the NDA is 
deficient for lack of a suitable chronic toxicity study 
not both a chronic toxicity and a carcinogenicity study.

30. The middle paragraph quotes (incorrectly and out of context) 
a statement by reviewer Hein in his August 30, 1976 review
(refer to item 8 page 2 of that review). The statement *
is a description of what the reivewers concept is of an
ideal good long term toxicity study. Note the use of
"adequate sample of animals" and "and to suggest that a
low carcinogenicity potential exists which would obviate
the need for additional specialized long term carcinogenicity •
studies." There is no statement to imply that the IBT 
study in any way met the criteria set forth and that carcino­
genicity was of no concern.

Page 30-1

31. The conversation alluded to here in June 1972 is not documented.
Suggest Dr. D'Aguanno reply to this.

Page 31

32. Reference is made to a quote by Dr. D'Aguanno in 1974- 
see item 14) last paragraph. In the absence of specific 
guidelines on carcinogenicity FDA has usually employed 
long term administration (over a major portion of the 
animals lifetime ") in an adequate number of animals.
This can for economic reasons only be practically achieved 
in rodents (mice and rats) and also with larger species 
would entail far more prolonged study.

Page 32 „__

33. Expert opinions again by Hodge, Robinson and Willigan - 
see answer to item 20.

Page 33

34. From the recommendations given out on NSAIDs in the past 
FDA must be in agreement with reference ntrrber 6 (NCI 
guidelines for carcinogenic Bioassay in snail rodents)
but due to the high mortality with this type of agent we 
suggest reference 4 being more extensive would be better.

Page 34 a

35. The carcinogenicity test has evolved in recent years and 
become a major factor in developing a safety profile for
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any drug. Our reoamendations in 1969 when the IBT study 
was initiated would be less severe than any given out today. 
Regarding the statistical suppositions we must defer to 
others with more statistical expertise. As of today we 
have no better test system that tests carcinogenicity in

#  manuals and that is mainly why it is used.

Page 36 etc.

36. The "B. Ames tests" in selected bacterial strains are tests
m  for mutagenicity and while somewhat crude have been accepted

as a rough screen for this purpose. They are rarely used 
alone but usually in conjunction with other tests such as 
the "daninant lethal tests" and other newer "quickie" tests.
It is argued that carcinogenicity implies that a cellular 
mutation has occurred and therefore the mutagenicity tests 
are also carcinogenicity tests. Due to the relative simplicity 
in carrying out, low cost and rapidity in terms of time 
in which an answer may be obtained they have often been 
advocated to help in establishing if an agent has a car­
cinogenic potential but they are not universally accepted 
as a replacement for classical studies and have never been 
so at FDA. The metabolism of a bacterium just cannot compare 
with that of a complete manmalian organism.

For such a vital parameter as carcinogenicity - which cannot 
be detected in man for perhaps 20 years of drug use and then 
only with sophisticated analysis of a superb body of clinical 
data - it is important to use all available tools and the 
Ames and classic tests are just two exmaples thereof. The 
acceptability of other tests in lieu of the classic tests 
is a policy matter. _

Page 40-1 Comments on expert opinions - see item 20

37. Middle paragraph on page 45. Retention of raw data records. 
There is no regulation on a requirement to nnintain these, 
but it should always be FDA's prerogative at any time to 
challenge the validity of the study which can only be 
satisfied by availability of the raw data. If the data

• did actually disappear this did not occur probably with 
the approval of the NDA, but earlier. Why was it so 
selectively lost? Why not all the urinalysis and weight 
records? Why only sane of the autopsy sheets?

* IBT may not have been inspected in relation with a drug 
substance until 1976 but has probably been the subject of 
an audit by other FDA staffers in the process of verifying 
sane of the oontractural work that IDT did in the past for 
the Bureau of Foods.
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Page 46

38. The IND submission was in  1972. The ve ry  same and un alt ered  
stu dy was resu bmi tted  in  1974 as pa rt  o f the  NDA. I f  the  
raw dat a was absen t si nc e 1972 then FDA cou ld cla im th at
the 1974 submission was made a ls o  wi th the  absence o f 4

. sup por ting  data (a t le a s t  p art ly  unsupported by raw dat a) .

39. The pr otoc ol  pro vide d fo r the ge neratio n o f d a il y  ob se rv at ions .
By th e ir  own admission th er e was no ob servat ion  on weekends.
Under the  term ob se rv at ions  any rev iew ing  pha rmaco log ist  *
would understand ob se rv at ion as to  liv e/ de ad  st at us  and
c ir c li n g  but  als o  such no tes as to  fu r co nd iti on , animal
a c tiv it y , co lo r o f unfurred  p ar ts , pre sen ce o f di ar rh ea ,
resp onse to  handling, st atu s of food and wa ter  sup ply ,
sh iv er in g or  le th ar gy , e tc . e tc . I t  i s  inoonv eiv ab le th at
th es e no tatio ns  were ev er  made on cage car ds  esp ecia ll y
i f  the y als o, in  seme case s,  had room fo r autopsy fi ndin gs .
They were don onst rated to  us a t the in sp ec tio n as being  
est imate d a t about 1 1/2  x 5 in ch es . In any ca se , th is  
cann ot be v e rif ie d  as  they  do not e x is t  according to Mr.
Happ a t th is  time. The on ly  pl ac e th at  we have seen  any 
tran sc ri pt io n or  o rig in a l en try o f th is  typ e o f inform ation  
has  been in  the  32 we igh t records and her e i t  was lim ited  
to  a sp ecif ic  perio d when th er e pro bab ly was a s p e c if ic  
ca re take r in  cha rge  o f th is  pro je ct .

The protocol  did not imply th at  ther e would be a d a il y  
check fo r tumors and th e NOH in  no way im pl ies  th at  th er e 
should have been.

40. The in di vidu al  rec ords  fo r  hematology and c l in ic a l che mistry 
ar e sa id  to  have been a va il ab le  in  the 1972 re po rt . Th is 
however was lim ited  to  ju s t  5 anim als (where av ai la ble )
pe r group. There i s  no way to  determ ine on what bas is  
thes e ra ts  were se le ct ed  or whether the  va lu es  rep ort ed 
were  se le ct ed  from ou t o f  a l l  the  animals ava il ab le . Even 
though here  ra t id e n ti fi cati o n s  ar e give n,  FDA has not  so 
fa r  tr ie d  to  co rr el ate  th es e va lues  wi th ot he r fin di ng s 
(as we ar e not sur e o f th e id en ti ty  prob lem). For the
fi n a l u ri naly si s th er e i s  no raw data and the  in di vi du al  *
va lu es  cannot be re co ns truc ted as on ly a mean value  is  
avail ab le  a t th is  tim e. Ur inalys es  have not  been a requirement 
fo r long  term rode nt to x ic it y  st udie s.  Th is  is  usu al ly  
obtained in  la rg er  sp ec ie s.  The rep ort ed u ri n a ly si s det er ­
min atio ns on ra ts  ar e r e la t iv e ly  mea ningless fo r purp oses  “
o f  co rr el at io n  wi th ot he r fin di ng s as the  mean is  composed 
o f  d if fe ren t anim als a t d if fe re n t times  in  the  experim ent,
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there is no range or standard error given and even in the 
raw data available at IBT in 1976 there is no specific 
identity to the rats employed (just #1 through 10 in each 
group without identity as to real animal #).

41. It is argued that the fact that same records were not saved 
is not crucial to the experiment. It is surprising that seme

• records survived and others did not. Why were not all records 
destroyed? Especially since there was supposed to be no 
requirement to save all the records in the protocol and 

w  presumably not provided for in the intercompany agreement.
The fact that Syntex did not provide for a mechanism by 
which all records would be saved either at IBT or at Syntex 
is of no concern to FDA.

42. Bottom paragraph. FDA and Syntex claim to have about the 
sane data, i.e., 32 records of weight observations. We 
did not find any weight data records for the first 8 weeks
of the study. The NOH answer claims that there were weighings 
1-4 times at 1, 2, 3, 5, 10, 11, 12, 13, 14, 15, 16, 17, 18,
19, 20, and 21 months. Besides attributing weighing(s) 
to the first month there is an admission that there were 
none for months 6-9 (we call it" from the 6th to the 10th 
month.)

Page 48

43. FDA cannot accept any interpolated values for any missing 
data whether this was done originally by ITB as may have 
been the case or now by Syntex in 1976. Not only is Syntex 
trying to justify the study on 32 weight data sheets but 
also now wants to make allowances for those on 1/20/70
and 1/30/70 which were "inadvertantly" recorded for the 
wrong period in time.

44. Middle paragraph. The physical impossibility to record 
adequately all gross and in vivo observations on cage cards 
has been previously discussed. (See 39). We have no argument 
with the accuracy of the transcriptions by Marilyn H. Biederer 
from the Histo-path logistics sheets but find that many

* are missing (about 86 from 116 for those animals that died 
prior to study termination). We have no way to check the 
transcription job for the records not available whether 
the information came from the sheets and/or the cage cards.
That such information was ever recorded on the cage cards

* could not be established at the time of the inspection.
There were also specific findings in the "Plank Stannary"
that were not contained in the log sheets or the Histopathology 
records. The inspectors have always questioned the source 
of that information and were told that this came from cage 
cards. If so, then this was not recorded by Marilyn Biederer 
to her log sheets.

8 8 -9 3 8  0  -  77  -  14
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Pages 50-53

45. The pr ot oc ol  sp ec if ie d the  va riou s ti ss u es  to  be examined.
Our find in gs  o f mis sing  ti ssu es induced IDT to  imbed, cu t,  
s ta in  and examine in  1976 some ad di tion al  ti ssu es. Why
would the y do th is  i f  the  informa tio n was o rig in a ll y  av ai la ble ?
There  i s  no information regarding  the  accur acy  o f id en ti ty  
on th is  mater ia l or  the co nd iti on  of the  ti ss u es so th at  the  
proc edure is  te ch nic al ly  not fa u lt a b le . Where these ti ss u es  
ac cu ra te ly  marked wh ile  in  stor ag e?  These 63 ti ss u es cannot
be adm itted as uncontested ad dit io nal  eviden ce fo r th is  *,
reason . (Dr. Gro ss 's re po rt  w i l l  supplement th is  se ct io n ).
The incid ence ra te  o f tumors in  th es e 63 ti ss u es  i s  high er 
than in  the o ri g in al ti ssu es. Po oling the  da ta , ther e s t i l l  
i s  no s t a t is t ic a l  si gn if ic an ce  to  the  incid ence o f tumors 
between the va rio us  gro ups . I t  may be poss ib le  th at in  
th es e 63 the examination  was more meticu lous and more 
le sio n s were found than in  the  o rig in a l se ct io ns.  While 
tvrnors found in  his to lo gy , but  no t in  gr os s exam inations 
ar e poss ib le , too  many of these would tend to  ca st a su sp icion 
on th e q uali ty  o f the  gr os s au topsy. I f  the  "Tumors" de tected  
on gr os s autopsy cannot be confirm ed in  his to lo gy  i t  is  poss ib le  
th a t th is  i s  due to  poor se ct io nin g techni que s in  th at  the  
"tumor" was not ava il able  fo r th e h is to lo g is t to  examine.
(A cc id en ta lly  or on pu rpose). With no pat ho lo gi st  prese nt  
durin g auto psy and se ct io nin g and wi th pos si bl y ine xperienced  
te ch ni ci an s doing  the  job (at le a s t  a t seme times dur ing the  
exper iment) a t  IBT thes e co ns id er at io ns  must be en te rtaine d.

Pages 56-6

46. Here th e q u ali ty  o f h is to lo g ic a l exam inations a ft e r  auto ly si s 
has  tak en plac e i s  di sc us se d.  De spite  strong pro te st at io ns 
to  th e contrary  by Syn tex (and IBT) in  1976 FDA has to  
assume th at  "NTT-no ti ssu e  tak en" and "IDA Techn icia n destr oyed  
animal" mean ju st th at . These  defi n it io n s were supplie d
to  th e insp ec tors  by Mr. Plan k a t  the  time o f the  FDA 
in sp ec tio n and new there seems to  be a tren d to change th is  
meaning. The degree o f a u to ly sis  was graded in  seme animals 
on th e lo g she ets  by an arb it ra ry  sca le  from 0 to  4. Regarding
th e a b ili t y  to  do good h is to lo g ic a l exam inations on au to lyse d «
anim als I must de fe r to  more q u a li fi e d  pr of es si onal s.
A uto ly si s w il l di so ol or  ti ssu es and I qu estio n the a b il it y  
o f  the tech nician  to  de te ct  whether  a co lo r change is  due 
to  auto ly si s or  to drug induced fa ct ors  pri or to  dea th.
The ca p ab il it y  o f the tech ni cian  to  autopsy the  ra ts  him self *
(as discus sed in  the middle o f  page 55) i s  que stio ned as he
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did this probably with inadequate training and experience 
and no supervision. Also, he is unable to do this in a manner 
identical to that of the histo-path dept. (or necropsy 
dept.) because he probably does not have the same equipment, 
i.e., check sheets, light, bools, specimen jars, sink for

* tissue washing etc. Thus, there are "autopsies" of varying 
excellence and extent. Presumably the tissues saved for 
histological examination from a "necropsy dept. autopsy" 
and a "technician autopsy" was not the same.

* Such further subgroups from the whole population (especially 
sinoe there are only 20 rats per sex per level in total) 
reduced the reliability of the data to such a low level that 
no statistical inferences are possible.

Page 56

47. Middle paragraph. Here it is charged that the original 
reviewer (this would be in 1972 when study was submitted 
to the IND) and probably also the second reviewer when the 
same study was again presented to the NDA in 1974, was aware 
of the discrepancies and had drawn the conclusion that the 
histologic examination was adequate for the purpose of
the study. Dr. Hsia and later Dr. Burns did pass the study. 
Dr. Hsia was undoubtably more concerned with the scientific 
evaluation of the study than an examination for technical 
quality and completeness. Dr. Bum s,  as is common in many 
such cases, probably did not rereview the study from the 
beginning but acted on the basis of Dr. Hsia's review.
If indeed Dr. Hill of Syntex, according .to conversations 
he had with Dr. Gross, advised FDA about his misgivings 
regarding this study it seems these reviewers were unaware 
of them.

Page 57-8

48. Here the quote is made form the NOH relating to the rat 
identity problem and the discrepancies in data. FDA is 
(again) accused of not supplying a specific list of the 
numerous inoonsistancies. (See 11)). We cannot accept

* the reconstruction by Syntex (even if later agreed to by 
IBT as it is claimed) based on supposition, hypothesis, 
plausability likelihood, possibility, suggestion, etc.
There are numerous instances where these cannot be "explained" 
and even if likely proven. Thus, FDA maintains that untrue 
statements of fact exist. We did not aocept the August 20, 
1976 reconstruction and the present effort is not materially 
different to a significant extent and must be denied for 
the same reasons.
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Page 59

49. IBT claims there have been no transfers (mixups) between 
treatment groups even if there were sane within the groups.
It is only necessary to refer to animal #21 where it was 
left finally to the histological examination to determine 
that #21 (this number refers to a control female) had male 
sex organs. Except for sex identification it is not possible 
to prove in this study that intergroup mixups had or had not 
occurred and IBT probably is aware of this. (In some other 
studies the drug blood levels are taken that might serve
as a clue; in others there may be marked differences between 
groups due to behavior, clinical chemistry, hematology, 
weight, etc. that could be a clue as to potential mixups 
provided the study has a good level of technical excellence.)

50. Lower paragraph. Is Syntex trying to imply that the weight 
loss always preceded death? That an animal about to die 
will naturally have a lower weight than a healthy one?
If so, this is an important finding not previously reported 
in the IBT study and not established from other studies 
sutmitted by Syntex in support of safety on this drug.
This would support the FDA contention that a long term 
toxicity study can generate data not available fran short 
term studies. If, as described on page 60, there are such 
marked differences in weight within control animals treated 
alike for 3 months in a supposedly very carefully controlled 
study (the new 800 rat study by Syntex initiated September 
1976) this is very unusual. As the circumstances at IBT 
and Syntex are not the same this cannot be a valid argument 
to excuse the variation in the IBT study data. An admission 
of differences of + 200 g in male control animals 3 months 
into the study may even be cause to suspect the new study 
for quality.

Page 60

51. Second paragraph. Here FDA is asked to ignore the May 24, 
1971 weighing and to reduce the total available information 
of raw data weight records from 32/100 to 31/100 (or is it 
29/100 in view of the uncertainty of the 8-10 week records?). 
It is claimed that changes in weight of 10 grams per day
are not unusual (See their footnote) for this type of study. 
This probably can easily be refuted by reference to any 
number of good quality studies, especially if this lOg/day 
change is cunmulative and progressive over an extended period 
of time as with sane animals in the IBT study.

Ftor the opinions of experts offered, see earlier remarks
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Page 60-61

52. Tests of GI ulcerations in vivo are not possible in animals 
as small as rats but have been done by some investigators 
in dogs and humans. The rate of incidence of GI ulcerations 
in relation to time of death would be a useful analysis if 
the data available made this possible. If this type of 
lesion is suspected from drug action, would not monitoring 
the incidence of blood in the fecal material and relating 
it to aninul unthriftiness and death be a useful substitute? 
(A necessary parameter to the study?) Knowing that GI 
ulcerations are a problem with this type of drug why did 
Syntex not provide for such analysis for fecal blood?

Page 61

53. lower paragraph. The latest "reconstitution" by Syntex
is claimed to be identical to that of August 20, 1976 except 
for additional previously unexamined tissues. If FDA found 
the reconstruction unacceptable on August 20, 1976 because 
Syntex made it rather than the individuals who actually 
did the study, this still applies in the latest effort.
As indicated we have no proof of identity of the new tissues 
which are at least as dubious as those previously examined. 
The "explanations" with the reconstruction have been -edited 
but that will not change the material facts.

Page 62

54. Second paragraph etc. Expert opinions...see 20) also see 
section A-l)

55. Arguments on page 63 have been previously addressed also.

Page 64-6 Section IV is a recap and summary of the previous 
points addressed.

Page 67 Section V

• 57. This is a request that FDA delay, pending ocmpletion of
the ongoing studies, any final decision on Naproxen. This 
study that was started in September 1976 on 800 rats cannot 
be complete in its "active" phase till September 1978 and 
when the data analysis, pathological examination, statistical 
measurements, a c t u a l  writing of the report etc. are also 
considered this cannot be made available to FDA for review 
at its earliest even with the superior manpower available
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to  Syn tex  (the re co ns truc tio n e ffo r t  was accomplishe d \
from Ju ly  20 to  August 20, 1976) by a t le a st January 1 , \
1979 and prob ably  la te r . Is  FDA to  al low Naproxen to 
remain on the  market t i l l  raid-1979 wi th the  qu estio ns  o f 
lon g term to x ic it y  and ca rc in oge nic it y unanswered? I f  
the IBT stud y is  immateria l to  Naproxen sa fe ty  ev al ua tion , 
the n th e 800 ra t study  is  a ls o  imma ter ial.  I f  the  new 
stud y i s  mate ria l (why e ls e  do it ? ) FDA ought to  aw ait  the  
outcome o f the re su lt s be fore  we al low Naproxen to  be used 
ov er  extended periods o f tim e. (Theref ore  remove i t  from 
the market u n ti l the  stud y in  qu es tio n is  complete d, sub­
m itte d,  properly v e ri fi e d  ag ain st  the  raw data and ev alua ted. )
By 1979 i t  can be fo re ca st  the argument w ill  be , should the  
animal st ud ies prove to  be ad ve rse,  "We now have 7 or  rrore 
ye ar s o f c li n ic a l ex pe rien ce ". Th is is  not enough to 
make sure  th at  the drug has no ca rc in oge nic it y.  TO determine 
th is  from c li n ic a l st ud ies alon e the  groundwork needs to  be 
la id  now th at  the  pat ie nts  can  be fol low ed and the  incid ence 
o f  canc er  measured ag ai ns t a co ntr ol po pu lat ion.  FDA w il l 
need ra te s o f inc ide nce in  re la ti o n  to  dose,  len gth of use, 
p oss ib le  in te ra ct io n wi th ot he r ag en ts , employ environmental  
co ns id er at ions  a l l  in  a w el l de fin ed  po pu lat ion.  Is  Syn tex 
ab le  to  do th is ? The 800 ra t stu dy i s  programmed fo r 12 
months and 18 months int erim  s a c r if ic e s . W ill  attempt s be  
made to  cl ear Naproxen a ft e r  each o f these  benchmarks?

Manfred M.
'  'JAN  1 4  1377
Hein, Pharmacologi st



CCK-ENTS REGARDING STATOETTS MADE IN VOLUME 3 (EX IIP IT II - SYNTEX 
RECONSTRUCTION OF THE IBT RAT STUDY)

This volume of about 464 pages contains an annotated version of the 
original approximately 59 page IBT report, the "J. Plank Appendix" 
to the report and Syntex's reconstruction of each section of the 
original report as deemed applicable by Syntex.

(The pages are numbered consecutively at the bottom of the page and 
this I.D. is used in these comments).

A . Regarding the Introduction Section:

1. Page 1. It is claimed that at the time of the writing 
of the report by IBT to Syntex in December 1971 and 
January 1972 (??) there was available to IBT considerably 
more raw data which has since disappeared. There is no 
mention that the report dated January 4, 1972 from IBT
to Syntex is really the second effort. The initial report 
of about November 1971 from IBT to Syntex had been rejected. 
It, therefore, is likely that if any data was actually 
destroyed this occurred about October-November of 1971 
at the time of preparation of the original report. It 
has not been possible to establish with certainty that 
the missing data actually ever existed (or did not exist) 
for this study. The "possibility" that some data points 
were actually "borrowed" from another study (i.e., the 
6 months study that IBT did for Syntex on the same drug about 
the same time) has not been examined. It seems that the 
Syntex reconstruction effort was performed largely by Syntex 
scientists and later agreed bo by IBT employees. FDA was 
told in a November 1976 meeting between the Bureau of Drugs 
and IBT that IBT had had an active part in the effort (a 
joint reconstruction effort).

2. Bottom page 1. The claim is made that the cages for the 
animals were identified by color coded cage cards listing 
animal number, dose level, sex and study number. The 
inspectors saw same cage cards at the time of the inspection 
in June 1976 and at that time they appeared to be about 
half the size of a library card (half of a 3x5 card). They 
were color coded but we did not establish at that time that 
they were coded as to study/or/sex/or/dose level or something 
else. The writing on them listing the study and animal number 
and sex was made by black marking pen and filled most of
one side of the cards. It is alleged that behavioral 
characterisitics and other in life observations (e.g.,
"tumors" "pneumonia") were entered on these cards. At the 
time of sacrifice it is claimed gross mortem observations and 
cause of death determinations were entered to the back of



210

2

o f  the card by animal room te ch ni cian s or  in  the  necr opsy  
are a.  I want to  suggest  th at the  s iz e  o f the cards in  use 
a t  IBT were not o f s u ff ic ie n t  s iz e  to  do th is  job  ad equa tel y, 
may have been repla ced p erio d ic a ll y  (were the y in  use fo r 
up to  2 ye ar s each?) and so did not  ca rr y a complete rec ord
o f  in -v iv o ob ser vatio ns  t i l l  tr an sf er  a t time o f  necr opsy  >
to  another  lo g.  They requ ire d removal from the  cage be fore  
the y were written  on and so pre sen ted a pote nti al  sou rce  
fo r m is id en ti fi ca tion between animal and the  recording  ca rd .

3. Records re la ti n g to  d ie t  pr ep ar at ion.  Food consumption »
records were maintained fo r the  most pa rt  o f the  study on
5 an im als/se x/ leve l. There i s  no way to  determine  which 
animals were used (the  same each time from tho se remaining 
o f the  20/group?). The reco rd s ar e not  ocrnplete. (The 
si tu at io n  i s  ap pren tly  ana lagous  to  u ri n a ly si s  prob lem).

4.  Page 2, middle o f pag e. "Stu dy book". A sepa ra te  stu dy 
book was maintained by eac h tech ni cian  i t  is  claim ed fo r 
each stud y which con tained in  l i f e  ob servation s and weigh ts .
At  the  time of our in sp ec tio n we asked about such ad di tion al  
da ta  and the  ex is ta nc e o f  such notebooks was nev er cla imed.
I t  i s  noted th at  loos e da ta  sh ee ts  were saved but  not  presumably 
hard cov er and pos si bly  bound note books. Recent  IBT st ud ie s 
use  led ger type  notebooks which we were shown dur ing the. 
insp ec tio n in  June 1976.

5. Page 2. Body weigh t sh ee ts . Here i t  i s  claimed th at  ther e 
were weekly weighin gs which were enter ed in  the  study book.
I f  th is  book was not  a v a il ab le  they were reoorded on sh ee ts  
and then tra ns cr ibed  to  th e study book. App aren tly the  main 
study book was not a va il ab le  on 32 ou t o f 100 occa sio ns  fo r 
the  rec ord ing  o f da ta . I f  indeed the  data was tran sc rib ed  
from sheets to  the  stu dy book we have no way to  dete rmin e
i f  the  tr an sc ript io n was ac cu ra te  as the  study books were 
not  seen  by anyone (in clud in g Syntex) who tr ie d  to  va li d ate  
the  stu dy. Refe rence i s  made to  the  rec ording  o f c l in ic a l  
obser vatio ns  on such sh ee ts  a ls o  when the y were in  us e.  The 
Gross-Hein review team found ve ry  lim ited  inform atio n 
entr ie s a t only se le ct ed  tim es o f the study on such sh ee ts .
I f  th is  was the  normal p ra ct ic e  why were not es to th is  reg ard  •
made on cage car ds?

6. Page 2. Re: M or ta lit y le g . "The te ch ni cian  would go through 
the  animal rocm d a il y , ex ce pt  weekends (our un de rli ni ng ),
loo kin g fo r dead an im als."  Th is is  an admission  th at  *
anim als were not even checked  once on weekends which may



have lasted 2-3 days. Thus they could have been for that time 
without water." If any dead animals were found, an entry was 
made by the technician on the mortality log wiiich was kept 
in the animal room." As the Necropsy log (the "Marilyn 
Log") was kept at Marilyn Biederer's desk and not in the 
animal rocm we now here learn of another record that has 
previously never been admitted bo and is not the same as 
the necropsy log. The FDA investigation team has never 
seen a single copy of this mortality log if it differs from 
tl»e "Marilyn log". (Is this the explanation possibly for 
the existence of several versions of the "Marilyn Log"?,
As the animal caretaker handwriting would likely be different 
frcm that of Marilyn H. Bied^r this too is unlikely.)

Page 3. Animal disposition records. As each animal was 
sacrificed or died an entry was made in the animal disposition 
record with a separate page for each treatment group, i.e., 
a page for each of the 8 treatment groups within the study. 
Such a record also has never been available at the time of 
the inspection and may be another case where its existance 
is hard to establish 6 years later.

Page 3. Gross pathology sheets. FDA is told that during 
the time of the Syntex study there was a changeover from 
recording the gross observations noted at autopsy from cage 
cards to a primary recording onto histopathology sheets. 
Examination of the histopathology sheets available (some 
40 out of an approximately total of 118 that should have 
been prepared for animals that died prior to the completion 
of the study) will reveal that they were prepared at all 
times during the study and not just at the end which would 
indicate that there was a change in the procedure.

Page 3-4. Re: Histo-Path sheets. "During the study, 
a chronological list was kept of all animals dying during 
the study". We have nicknamed this the "Marilyn Log".
It is also referred to as a necropsy log. There are more 
than one version of this in existence on this study. The 
information was said to have been transcribed frcm both cage 
cards and the histopathology log sheets but that does not 
mean that there were no errors in transcription from the 
cage cards. In the case where histo-path sheets existed 
there were no additional entries which came from the cage 
cards (for that specific animal). It is alleged that there 
were 6 copies of this lot at time of study completion with 
three going to the wet cutting, embedding and sectioning



departments, one copy to the pathologist and one being 
retained in the necropsy lab. "Pathologist" here must 
be inferred to mean the IBT supervising pathologist as the 
consulting pathologist (Dr. Richter) received a different 
form with the slides at the time he examined them. A sixth 
copy was sent to the animal department. If the distribution 
was made only after the completion of the study it is impossible 
to see hew it would have been of use to the animal department 
and the various sections of the histology section since the 
animals with death prior to completion of the study were 
processed without benefit of the log.

10. Page 4. Animal list for the Pathologist. When the slides 
were sent to the consulting pathologist (Dr. Richter) a 
separate log was prepared listing all the gross findings 
noted and other identifying information. It was our impression 
that Dr. Richter never saw the Necropsy log (Marilyn Log).

11. Page 4. Histopath report. When the pathologist read the 
slides he is said to have recorded his findings on the 
Histo-path reports. We did not find any entries by Dr.
Richter in the sheets noted under 8. above. What is meant 
here is that the pathologist made entries in the log sheets 
prepared for him. He is claimed to have noted only positive 
findings by organ and animal. Unavailability of a slide 
was to be noted by a "dash". If the space was blank then 
the tissue was judged as normal. Syntex also prepared in 
1976 for FDA a list of all the tissue slides that were turned 
over to them by IBT. We understand these to be the same
as seen by Dr. Richter. There are some discrepancies between 
the Syntex list and the report that Dr. Richter submitted 
to IBT if one assumes the system of notation indicated.

12. Page 5. Pathology sheets. This particular set the inspection 
team has termed the "Plank Report" and is supposed to be a 
pulling together of all the gross and histological findings
on each animal where available. It is an appendix to the report 
submitted in 1972 to the IND. Syntex now claims it to be 
just an information report that was intended as a part of 
the NDA. Here only positive findings were noted and missing 
slide tissue preparations were not noted. It is claimed 
that some of the information came from the cage cards, the 
histo-path sheets, the study books, animal disposition 
records, the pathologist report and tlie necropsy log. It 
should be notod that the age of the animals' death was not 
always in agreement with other records. Thus the validity 
of other transcribed data is naturally also subject to 
question.



13. Page 5. Urinalysis data. In examining this section of 
data one needs to know that there were no raw data records 
for the final urinalysis test point and that the animals 
chosen for this testing at each time point w r e  randomly 
selected from the animals available in each test group.
The protocol specified 5 but 10 were actually done (when 
available). The data is not useful to follow the progress 
of an animal as the data sheets are numbered 1-10 for each 
test group rather than with the actual animal number
(i.e., 3, 7, 11, 15, 16, 17, etc. for aontrol males). This 
also makes correlation with histological findings an impossibility.

14. Page 5. Organ weight raw data. At final sacrifice and not
on animals that died during the conduct of the study, individual 
organs were weighed and recorded by animal number. In the 
ini tied, set of raw data animals were entered as sacrificed.
This sheet included the pituitary weights. A second copy 
was then made which listed the animals sorted into the treatment 
groups. This did not contain the pituitary weights and was 
used for entering the data into the computer. We did not 
note significant transcription errors otherwise.

15. Page 6. Preparation of the Original Report by IBT. This 
is really the second report. It is claimed to have been 
drafted in January of 1972 yet was submitted by IBT to '
Syntex under the dateline of January 4, 1972. All of the 
above data supposedly was available to the drafters of 
the report. So far we have no proof that this was all 
available in November 1971 or when the January 4, 1972 report 
was prepared. At the time of the inspection we were informed 
that Mr. J. Plank was the study monitor and also the person 
that wrote much of the report. The "sign-off sheet" on
the report also contains for report preparation: Philip S. 
smith, B.S. (no longer at IBT); for report approval: the 
names of Plank, Paul L. Wright (no longer at IBT) and M.L.
Keplinger Ph.D. (who at the time of the inspection was not 
available for interview). The pathology data was certified 
by Drs. Richter and Dr. Donovan G. Gordon, D.V.M.

The data collected at final sacrifice, i.e., the hematology, 
blood chemistry and final urinalysis data was said to have 
been directly transcribed into the report without use of 
any raw data sheets. (H as  is very peculiar as means are 
given and the computation of same must hive involved at least 
a listing of numbers, their addition and subsequent division 
by the number of observations.)
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It is again noted that there is no proof that any gross 
observations were ever noted on cage cards. The examination 
without use of a running check list would be less than adequate 
when performed by the animal caretaker. In this context 
we  are now told that the gross findings from the cage cards
were used to make up the his to-path sheets. Elsewhere, *
we  are told that they were used in lieu of cage cards for 
autopsies and that the procedure was in the process of 
change-over at the time of this study. Which is correct?

"Ft>r all but the TBD/TDA animals, the cage cards recordings •
were also transcribed to the necropsy log" (Also the NTT 
group?) If they were actually examined and records made 
why was the data not transferred to the necropsy log?

The microscopic findings were recorded by Drs. Richter 
and Gordon directly in the his to-path sheets. Dr. Richter 
did make notes on the log forms prepared for him and not 
the histo-path sheets described under 8. Dr. Gordon was not 
the regular pathologist on most of the tissues and only looked 
at selected animals that died during the course of the study 
and had been preserved in storage. His observations were 
limited to certain tissues and not an overall examination 
of tissues from an animal or group of animals. The original 
IBT report stated that Dr. Richter looked at the animals 
that died terminally and Dr. Gordon at those that died during 
the course of the study. It is unlikely that Dr. Gordon 
looked at many of the animals that died during the study as 
he joined the IBT company only in September 1971 and was 
not there during the major part of the study and surely provisions 
for the examination of tissues from animals dying prior to 
completion of study would have been decided before he came.
It is claimed that the tumor table did not include any 
unconfirmed tumors, e.g., only those histologically verified.
I like to suggest that with the tissue collection and autopsy 
procedures prevailing it is quite possible that the "tumor" 
tissue noted at autopsy or in vivo was not nude available 
to the histologist for examination.

16. Page 7. Syntex reconstruction. Much of the comments that
need to be made in this regard have also been made already *
in the August 30, 1976 review of the "reconstruction" and
in remarks set forth in the first part of this review.
Garments will therefore be only in relation to seme new or
newly found points. e

On page 8, lower paragraph. It is now stated that "Regarding 
• ophthalmology, it is clear •from the NDA that no ophthalmology
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or slit lanp examinations were done, and none were reported 
in the original report. A number of eyes and optic nerves 
were, however, examined histologically." In the protocol 
submitted with the IBT report to the NDA under clinical 
observations there is the following:

"4. ophthalmology-day-7, 3 months, 9 months, 12 months, 
and 18 months"

*5. At termination carry out slit lamp examination of 
5 males and 5 females of each group."

The sutmission of the unoorrected protocol would lead the 
reviewer to be informed that the procedures were done and 
the data should be part of the report. It is correct that 
no mention is made of this in the original IBT report but 
the protocol also differed in other respects from the report 
i.e., number of animals (this is accounted for by the 6 
months part of the study), housing animals individually, 
daily observations of general condition and behavior, there 
should have been an appendix for maintaining the animals 
over and above 18 months (22 months), reports of individual 
(not just mean) body weights, statistical evaluations of 
some parameters, direction to pay specific attention to the 
entire length of the GI tract, quarterly reports which should 
contain a minimum of data etc.

This reconstruction is essentially identical to that of 
August 20, 1976 except for the addition of some tissues 
that were imbedded, sliced, mounted and examined from those 
that had been in storage. Dr. Richter, the principal 
histopathologist on this study examined these also. Although 
additional tumors were found, the overall incidence of tumors 
does not permit a statistical finding that related drug 
dosage administration to tumor incidence.

Manfred M. Hein •JAN 1 4 1977
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Og -M EO TS  REG ARDIN G ST AT EM EN TS MADE IN  VOLUME 6

This volume is in two parts; one covering the IBT autolysis study 
which was previously sutmitted by IBT in November 1976 and witich 
requires a pathologist to fully cement on; the other is entitled:

Exhibit IV Naproxen Analysis for Potential Toxicity

1. Page 1

It is here stated that "... the rodent test may no longer be 
adequate as the sole (our underlining) means of gauging car­
cinogenic hazard..." In an area where the ability to predict •
from animal and in vitro studies is less than perfect I would 
concur in that all means bo arrive at a predictor should be 
used and thus the (long term administration) rodent test should 
not be considered as the sole means at assessing the potential 
for carcinogenic hazard.

Regarding the statistical speculations, I can only suggest that 
if the extrapolation is as stated the need to do the animal tests 
as meticulously as humanly possible is imperative and the need 
for larger numbers (i.e., 50 or more/sex/level) is more than 
amply justified, especially with the larger than usual dropout 
rate (early deaths before completion of study) seen with this 
type of drug in animal studies.

2. Tt>p of page 2

The detection rate of cancer in rodents is potentially 100% 
if the autopsy and histological analysis is carefully done.
In man the detection rate is probably considerably lower (how 
many as yet clinically not significant prostate cancers are 
detected in man on autopsy?). The relationship of tumorgcnic 
incidence in rodents to a specific chanical is usually clear, 
but in man this can be almost completely obscured by uncontrolled 
environmental and other factors. It is the universal ability 
to detect tumors at autopsy in animals that gives us far better 
data from this source than man can supply as only a selected 
few humans ccme to autopsy.

3. FDA would concur that the "short term" tests discussed are good
pre-screening tests and as such the best available today but •
these universally lack the ability to test the agent in a complete
mammalian system in which metabolism, cell reproduction, cell 
specialization and modification of the cellular environment 
by other specialized cells of the same organism (i.e., hormones)
is very much unlike that of bacterial and yeast systems. *
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4. Ttop o f  page 3

"A ll  carci no gens  which act  d ir e c tly  on DNA ar e mutagens but not  
a l l  mutagens ar e ca rcinog en s."  There ar e some chemicals th at  
may indu ce ca rcin og en es is by at ta ck in g the  RNA systems. Ch lor o- 
form i s  conside red a carci no gen, however, we ar e under the  imp ression 
th at  i t  was no t de tec ted  as  a mutagen in  the  B. Ames te s ts .

I t  i s  here a ls o  argued th at  mu tag enici ty i s  most sen sit iv e ly  
determined us in g bact eri a l syst ems. The rea son s ar e not  st at ed  

•  but ar e ob viou sly the la rg e number o f "s ub je ct s"  th at  can be
stud ied and th e ra pid it y in  which the st udie s can be done due 
to  the  ra pi d ba cte ri a l (and ye as t) ge ne ra tio n tim es.  Sin ce 
g e n eti ca ll y  la rg e numbers of a li k e  "s ub je ct s"  are ava ilab le  
i t  fu rt her  i s  po ss ib le  to  se t up a l l  the  needed co nt ro l groups 
which re ce iv e  the  ve hi cl e on ly , a p o si ti ve  co ntr ol, va rio us  
conc en tra tio ns  o f the te sts  m at er ia l e tc .

Some che mi cals have been argued to  re qu ire li v e r  act iv ati on , 
but the p o te n ti a li ty  th at  othe r che micals  re qu ire act iv ation  
which nor mally take s plac e in  po rti on s o f  the  gast ro in te st in al 
tra c t,  in  th e kid ney, blood or elsewher e does not  seem to  be 
considered . Use o f a complete marrmalian syste m ob viat es  the  need 
to  lo ca te  th e pote nti al  act iv ati n g organ.

5. Bottom o f pag e 3

Naproxen i s  st ro ngl y claim ed not to  be a mutagen and thus cann ot 
be a ca rc in og en . Without a te s t  in  a complete  mnmalian system  
i . e . , a long  term to x ic it y  stu dy (24 months in  the ra t and/or 
18 plu s months in  the  mouse) us ing an adequate number of anim als 
FDA cann ot ac ce pt  th is  pr op os iti on .

6. Page 4

This spe aks  to  the a p p li ca b il it y  o f the  "B. Ames te s ts " . (Tables  
II  and III  l i s t  chemicals th at  have been te st ed . This is  a 
l i s t  from th e li te ra tu re  withou t making any cla im  to  being  
a complete re g is tr y  of  a l l  chemic als te st ed  in  th is  way.
I t  pro bab ly i s  however, a se le cti v e  l i s t  in  th at  many drug sub-

* stan ce s fo r pr op riet ar y reasons ar e not  li s te d . I t  would be 
us ef ul to  have  someone id en ti fy  each o f the  chemic als li s te d  
als o  by the  re sp ec ti ve  ge ne ric  (and/or trad e name). The column 
id e n ti fi ed  as  "c ar ci no ge ni ci ty " in  Tab le II I  i s  not id en ti fi ed  
as to  what co n st it ute s a conclus ion  of a p o sit iv e  fin di ng .

•  Animal long  term admini str at ion  st ud ie s,  human fin di ng s or  both?
I have  not  tr ie d  to  lo ca te  the  complete re fe re nce  but th is  may 
ex pl ain th is .
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7. Page 5-7

Naproxen is concluded to be non-nutagenic and so non-carcirogenic 
based on:

a. Chemical structural analysis of Naproxen and its principal <■
metabolite. There is no mention of all the potential
mateabolites in man. There further is no mention as bo 
what Syntex would consider as "related chemicals" other 
than these constitute a group of "substituted naphthalene
derivatives of a simple aliphatic acid and is acidic when •
in aqueous solution." We are being given to understand 
by one of our colleagues that the acetic acid derivative 
of naphthalene is a potent plant hormone in that it promotes 
root growth. It is further a skin irritant. Would this 

K  justify such an agent as a suspect carcinogen when introduced 
into martmalian systems?

b.  Naproxen is claimed to contain no "active" "transferrable" 
aliphatic group. These terms active and transfcrrable
are here used without definition as to biological or chemical 
activity. The principal metabolite is a demethylated ccmpound.
Thus a chemist would consider the methyl group "an active 
transferrable aliphatic group".

c. The residence time in the complete nanmalian organism 
(preferably man) of the parent substance and that of each 
of the metabolites may be an important consideration. Is 
the metabolite as readily excreted? What are the binding 
characteristics to plasma proteins which can serve as a 
"slew release depot" for the chemical?

8. Page 8

Naproxen and its metabolite(s) are aromatic acids and conjugated 
aromatic acids. Does the daily repeated (or even several times/day 
as may be the case in clinical practice) exposure by aromatic 
acids induce irritation to the GI tract and other tissues that 
if prolonged induces hypertrophy and compensatory mechanisms 
which may be akin to beninh tumors? Can these later become
malignant under the continued irritation? *

9.  Page 8 low er p a rt

It is claimed that the aromatic carboxylic acids have been
negative in the "Ames tests" including Ibuprofen, Tblmetin, Fenprofen *
and Indcmethacin. In the appended tests by Litton Dionetics
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performed ju st  in  the  f a l l  o f 1976 Naproxen, the  pri nci pal metab olite  
o f  Naproxen, Fenoprofen, Tolmet in, Ibup rofen and Indcmethacin 
were te st ed . To us th er e seems bo be a t le a s t  margin al a c ti v it y  
in  sane  of these  system s. In the D4 str a in  of saccaromyaes  
ce re vis ia e  withou t act iv ati o n  by li v e r  homogenate PS 2883 
(Indcmethacin), RS 7321 (Ib upr ofen),  RS 81842 (Tolm etin),
RS 81872 (Fenoprofen), and RS 3540 (Lot code C o f Naproxen) 
seemed to  shew sane a c tiv it y  over and above the so lv en t co ntr ol.
In the  ca se  of RS 2883 and RS 81842 th is  was demonstrated nore 
than onc e. In the act iv ate d  (l iv er homogenate) syst em,
RS 7321 (Ibuprofen) showed sane a c tiv it y .

In the TA 1535 , TA 153 7, TA 1538, TA 98 and TA 100 syste ms withou t 
l iv e r  act iv ati on  ther e were only ra re  is ol at od  in stan ce s where 
th e incid ence  exceeded the  ve hic le  co ntr ol. In the  ac tiva te d 
(l iv e r  homogenate added) systems usi ng these  te ste r st ra in s 
ra re  incid ences were noted where the  incid ence  exceeded the  so lven t 
co n tr ol.  We bel ie ve  th es e to  be re al fin di ng s as the y us ua lly  
occurre d a t the  high er conc entra tio ns  o f the  drug sub stance  
and then in nor e than one concentra tio n fo r the  p art ic u la r system. 
Naproxen, Ibup rofen and Fenoprofen were al so  te st ed  in  the  E. Col i 
system on November 24, 1976 . At the hig her co nc en tra tio ns  (500 
and 5000 micrograms) bo th in  the un activ ate d and in  the  ac tiva te d 
syste m sane a c ti v it y  was demonstrated fo r Naproxen arri Ibup rofen 
bu t not Fenoprofen.

Tes ts  in  the nouse lymphoma system wi th Naproxen, Fenoprofen and 
Ibu pro fen  als o su gg est mutant a c ti v it y  wi th Naproxen and Ibu pro fen . 
The submission  su gg es ts  th at  th is  is  due to  de cre ases  in  pH 
induced by added drug subst ance.  The red uction in  pH fo r Fenoprofen 
was a ls o  s ig n if ic an t bu t did not shew the  same mutant e ff e c ts .

I
We do not consider thes e fin ding s as p art ic u la rl y  alarming and 
fe e l th at they  show on ly  a low le v e l o f a c ti v it y  which by some 
may be in te rp re te d as  no a c ti v it y  and ot he rs  as margin al on ly .
Dr. Bu sic k o f Litto n Bio ne tics  in  his  re po rt  as cr ib es  no a c ti v it y  
to  any o f the agents te st ed  in any o f the mentioned system s.
He, ho wve r, not es:

" a l l  ev alua tio n and in te rp re ta tion  o f the  dat a prese nte d 
in  th is  re po rt  (the se  repo rts ) ar e based on ly on the 
demonstration  of o r la ck  of mutagenic a c t iv it y . Im pli catio ns  
o f  pote ntial  fo r ca rc in og en ic ity cann ot be made witho ut 
ad di tion al  ev al ua tion ."

88-938 0  -  77 - 15
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10.  Pago 12

I t  i s  suggested th at  Fenoprofen was te st ed  in  the 18 months 
ra t  stu dy and no ca rc in oge nic it y was found. (We new ro utinel y 
ask  fo r  two year s o f study in  the  ra t. )

We cann ot agree th at  the  CH-j-C H-COOH grouping is  the on ly 
p o te n ti a ll y  act iv e group in a l l  of the  age nts  belong ing to  th is  
subgroup o f NSAIDs and th at  th e added pa rt  o f the molecule is  
wi thou t a c ti v it y  (or m od ifi ca tion  of a cti v it y ) in  fa ct ju st 
extr a  molecular bulk.  (I f so , the to x ic it y  p ro fi le  would be 
id en ti ca l and doses pu rely re la te d  to  moleculan* w ei gh t) .

11 . Page 14 "Re: 5. Modified  Doninant Le thal Ass ay”

Reference i s  made to  Appendix  I fo r th is  da ta  bu t I was unab le 
to  lo ca te  i t  in  the se t o f volumes pre sen ted to  ire fo r revie w.

12 . Page 15

Refere nce  is  made to  the  mutagenic a c tiv it y  o f mouse lymphana 
c e l ls  when the pH is  lowered, as  when there is  ad di tio n o f drug. 
Fenop rofen als o  lowered th e pH but  did not  seem bo be act iv e,  a s 
an ind uce r of mutants. The da ta  i s  not esp eci a ll y  in support 
o f  th e con ten tion th at  th er e i s  no mutagenic a c tiv it y . The 
subm ission informs us th at  th is  is  ve ry  preli mina ry data and th at  
th e methods ar e not  very w ell  es ta blish ed  and thus the  m at er ia l 
"cannot be in te rp re te d" .

'JAN 14 1977



MEMORANDUM DEPARTMENT OF HEALTH, EDUCATION , AND WEI.l AU) 
I’UHI 1C HEALTH SI.KVICE 

FOOD AND DRUG ADM INIS 1 RATION

ro Dr. Marion J. Finkel D A T f

Associa te Dire ctor  fo r New Drug Ev alua tion,  HFD-1OO
January the 19th,  1977

from : Adr ian Gross
S c ie n ti fi c  Inve st igat ions  S ta ff , HFD-108

subject: p>ev i ew  dRCj Eva luat ion o f the Syntex Submission in  Response to  our
Notice  fo r Oppor tun ity o f Hearing (NOH) to Withdraw the NDA on Naprosyn.

Th is memorandum is  c fo llo w-u p to  the  one under reference which I wrote 
to  you on January the 14 th,  1976.

You may re ca ll th a t,  among othe r th ings,  I drew a ttention there to  ce rta in  
fa lse inform ation  submitted to  the Government, and th at I recommended 
th a t we give ser ious thought to  prosecuting IBT and/o r oth ers  fo r  poss ible 
cr im inal  v io la tions of  the law.

A po ss ib ly re lated matter ju s t came to  my attention and I wish to  share 
i t  w ith  yo u:-

The Syntex submission which was the ob ject  o f my review is  dated December 
13 th,  1976; at  leas t th is  is  the date appear ing in  the Required Statement 
presented on the page before  la s t in  Syntex' f i r s t  volume.

At  the bottom of page 458 of E xh ib it  I I  we read :-  "Syntex has conducted 
a thorough review of a ll  the h is to path o lo g is ts ' notes and the NDA Pathology 
she ets, comparing them to  items noted in FDA's le tt e rs  to Syntex (dated 
August 5, 1976) and IBT (Dated September 29, 1976) and to  Dr. Adr ian 
Gross'  review (dated August 30, 197 6).*  A ll  but four  tumors found in 
fo ur animals were reported in  the ND A. ... "

Syntex then li s ts  the four  animals w ith  tumors not rep orted to the FDA:- 
Animals 21, 59, 77 and 100. Note these four  numbers fo r la te r  reference.

I am now reviewin g the IBT response to Dr. Lc ve ntha l's  le t te r  to  them 
of September 29th, 1976 - the response is  dated November the 11th,  1976.

On page 90 there we find  a statement signed by Dr. Rich ter where - he says 
th at  on October 9th,  1976 he examined a number o f "a dd iti onal sl id es"  
from the ra t study at  issue here . He also states  " There were an 
addition al  9 tumors among 9 animals that  were not  prev ious ly re ported. "
On page 95 the re is  a l i s t  o f these an imals:- 1, 12, 33, 60, 64, 61, 71,
93, and 102. Compare these numbers with  those underlined above.

7No ad di tio na l comments by me seem necessary here.
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memorandum DEPARTMENT OF HEALTH, EDUCATION, AND WEI.FARF 
PUBL'C HEALTH SERVICE 

FOOD AND DRU C ADMINISTRATIO N

TO : A ss o c ia te  D ir e c to r
fo r  New Drug  E v a lu a ti o n

DATE:
FEB 1 1977

M. A drian  Gross
FROM : S c ie n t i f i c  I n v e s t ig a t io n s  S t a f f ,  HFD-108

SUBJECT: S ynte x ' Respo ns e to  o u r NOH R eg ar din g  W ithd ra w al  o f Nap ro sy n NDA

The fo ll o w in g  a re  th e  com ments re q u e s te d  by  you  to d ay  on  th e  e v a lu a ti o n s  
made by Syn te x ' " e x p e r ts "  D rs . R obin so n,  W il li g a n , and Hodge. Fo r 
eas e  o f p re s e n ta ti o n  t h e i r  p o in ts  a re  summ arized  on  th e  l e f t  and  my 
re a c t io n s  a re  l i s t e d  on th e  r i g h t .

Dr. Harold Hodge -  S y n te x ’ V ol.  2 , p . 41

p . 41 -  M a te r ia ls  he ex am ined  a re  
l i s t e d

he  "e xa m ined  on ly  p o r ti o n s  o f 
th e  raw d a ta " .

As f a r  a s  I  am co nc er ne d i t  i s  th e  
raw d a ta  whi ch  makes  th e  s tu dy  
u n a c c e p ta b le .

p . 42,  para g ra ph  2 -  "T he  IBT s tu d y , 
d e s p it e  i t s  f l a w s . . . "  
par agra ph  3 -  "A lthough th e re  a re  
pr ob le m s w it h  th e  IBT r e p o r t . . . "

para gra ph  4 -  im p li c a ti o n  th a t  a dru g  
e f f e c t  may ha ve  be en  p re s e n t in  th e  
k id neys

"Th e la c k  o f s u f f i c i e n t  h i s to lo g ic a l  
m a te r ia l fro m th e  h ig h  ( to x i c )  do se  
gr ou p i s  a s e r io u s  d e f ic ie n c y  and  in  
th e  abse nce  of  o th e r  in fo rm a ti o n  
wou ld d is q u a l i f y  th e  s tu d y ."

n o t re p o rt e d  a s  su ch  by IBT in  
o r ig in a l  su b m is s io n .

I ! ! I

p.  42,  para g ra ph  5 -  he g iv e s  h is  
op in io n  th a t  " th e  c h ro n ic  to x i c i t y  
o f Na pro xen ha s be en  re a so n a b ly  
ad eq u a te ly  e lu c id a te d ."



p . 43 -  "Th e e r r o r s  an d om is si ons 
. . . a r e  n o t su ch  as  wo uld  re q u ir e  
an y ch an ges  In  th o se  c o n c lu s io n s ."

p . 43  -  "a  h ig h  In c id e n c e  o f tum ors 
sh ou ld  ha ve  be en  d is c o v e re d  on g ro ss  
a u to p sy  e x a m in a ti o n s .. ."

Has he  se en  th e  H ein -G ro ss  memo 
o f 8 /1 0 /7 6  whe re  we l i s t  th e  e r r o r s  
an d om is si ons?

What I s  "h ig h "?  100Z? 90Z?
What abou t an  In c id e n c e  th a t  ne ed  no t 
be  "h ig h "  b u t i s  s i g n i f i c a n t ly  in  
ex cess  o f th a t  in  c o n tr o l an im als ?

What a ssu ra n c e  does  Hodge ha ve  th a t  
th e  g ro ss  a u to p sy  ex am in ati ons  
were adeq u a te ?  We c e r t a in ly  ha ve  
am ple re a so n s  to  doubt  t h i s .

p . 43  -  "B ec au se  th e  numb er o f 
an im a ls  u t i l i z e d  in  th e  s tu d y  was sm al l 
I t  wou ld n o t to day  be e v a lu a te d  a s  a 
d e f i n i t i v e  c a r c in o g e n ic it y  t e s t . "

H odge 's  App en dix  -  pa ge  73 -  on IBT’ s re p o r t

p o in t 9 -  " i t  was  d i f f i c u l t  to  a s c e r ta in  
how many r a t s  in  ea ch  gr oup de ve lo pe d 
st om ac h le s i o n s ."

p o in t 10 -  " th e  re c o rd s  o f  tum or 
in c id e n c e  were c o n fu se d ."

( ! ! ! )
T h is  i s  th e  o n ly  d ru g - re la te d  le s io n  
r e p o r te d .

Amen

H odge' s -  on Synt ex  re c o n s tr u c t io n

9 s e p a ra te  p o in ts  a re  g iv en  he re  whi ch  
a re  a l l  s u b je c t iv e  "o p in io n s"  on th e  
q u a l i ty  o f Sy nt ex * r e c o n s t r u c t io n . 

H od ge' s -  ( d e ta i le d  com ments  on IB T 's  re p o r t)

T h is  i s  m ain ly  an  e v a lu a ti o n  o f  wha t 
i s  re p o rt e d  by  IBT ; i t  i s  n o t th e  
so u rc e  o f d i f f i c u l t i e s  we p e rc e iv e  
w it h  t h i s  s tu d y .

Hodge m entions some pro ble m s th a t  
he  s e e s : -  th e  " c o n s id e ra b le "  
v a r ia t io n  in  food  consu m ption  in  th e  
f i r s t  13 wee ks ; he  a sk s  " a re  su ch  
d if f e r e n c e s  f re q u e n tl y  obse rv ed  a t th e  
s t a r t  o f fe ed in g  r a t s  in  t h e i r  
la b o ra to ry " ?  "One se quence o f foo d 
co ns um pt io n d a ta  i s  u n u su a l.  In  th e  
c o n tr o l m al es  a t  th e  n in th  mo nth  th e  
food  co ns um pt io n was 16 9g : in  th e  10th  
mo nth  -  18 88 , in  th e  1 1 th  mo nth  187g
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In  th e  12t h mo nth  165 g .  l . e .  
d i f f e r e n c e s  o f 20 g.  in  av e ra g e  
fo od  in ta k e  per week. Loo ki ng  a t  th e  
o v e r a l l  body w ei gh t p ic tu r e  (s e e  
f ig u r e s )  i t  seems p e c u l ia r  t h a t  th e re  
wer e no  s ig n i f i c a n t  d i f f e r e n c e s  in  food  
I n ta k e ."

I ’D sa y  th a t  Hodge i s  g e tt in g  
h e re  th e  p ic tu r e  we g o t.

p .3 ,  para g ra ph  4 -  U n fo r tu n a te ly , 
a  s u b s ta n t i a l  nu mbe r, e s p e c ia l ly  o f 
mal e r a t s  a t  ea ch  d ie t  le v e l  when 
foun d de ad  were  u n s u it a b le  fo r  
s tu d y ; t h i s  was th e  c ase  fo r  
n e a r ly  a l l  th e  r a t s  in - th e  30  mg /kg  
g ro u p s .. . "

p . 3 , para gra ph  5 "D eat hs wer e 
a t t r i b u t e d  m ost ly  to  c h ro n ic  
r e s p i r a to r y  d i s e a s e . . . "

p . 5 -  bo ttom  th i r d  
Hodge n o ti c e s  d is c re p a n c ie s  be tw ee n 
in d iv id u a l an im al  tumor  d a ta  and  
su mmaries o f tum or  in c id e n c e .

p . 6 -  ta b le  a t  to p  o f pa ge

Tex t -  Hodge n o ti c e s  no  h i s t o l o g i c a l  
c o n fi rm a ti o n  on s e v e ra l tu m ors  no te d  
g ro s s ly

Hodge p e rc e iv e s  some pr ob le m s w it h  
th e  he m at ol og y d a ta .

He a ls o  q u e s ti o n s  some o f th e  
c l i n i c a l  c h em is tr y  d a ta .

T h is  b eg in s  to  so un d c lo s e  to  wh at 
we ha ve  be en  s a y in g .

They wer e so  a t t r i b u t e d  in  th e
IBT re p o r t th ough n o t so  in  o r ig in a l
o b s e rv a ti o n s .

S im il a r  to  wha t we ha ve  n o te d .

From Ho dge’ s ta b le  2 an im als  w it h  
tu m or s o f an y k in d  am ongst th e  40 
c o n tr o ls  v e rs u s  7 an im als  w ith  
tu m or s o f an y k in d  am ongst th e  
40  lo w -l e v e l an im a ls  would  be  
b o rd e r li n e  s ig n i f i c a n t  a t  p=0.077152

S im il a r  to  wha t we ha ve  se en  bu t 
n o t as d e ta i l e d .

Ho dge’ s D e ta il e d  N ot es  on  th e  " R e c o n s tr u c ti o n "

p. 1,  pa ra g ra ph  1 -  ev en  w it h  th e  S im il a r  to  wha t we ha ve  be en  say in g ,
" a d ja c e n t ca ge"  th e o ry  u n ex p la in ed  w eig ht 
ch an ges  re m ai n

p. 1 , para g ra ph  2 -  "Th e raw d a ta  T h is  s ta te m e n t i s  si m ply  no t tr u e
a v a i la b le  had  be en  re c o rd e d  a t  b o th  a s  to  th e  i n t e r v a l s  and  th e
in t e r v a l s  o f 2 weeks  r a th e r  th a n  m on th ly  p ro to c o l re q u ir e m e n ts .
a f t e r  th e  f i r s t  13 we eks a s  th e  p ro to c o l 
p ro v id e d ."
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In  g e n e ra l t h i s  e n t i r e  d is c u s s io n  
i s  on  th e  e v a lu a ti o n  o f th e  d a ta ;  
t h i s  i s  n o t th e  p r in c ip a l  pr ob le m  
h e re . R ath er our d i f f i c u l t i e s  a re  
w it h  wha t a re  th e  da ta ?

H odge 's  an sw er  to  S y n te x ' q u e s ti o n s

Q. 1 "S in ce  th e  mouse  has a li f e s p a n  
of 18 -2 2 mon ths an d s in c e  bo th  mon keys 
and m in is w in e l i v e  fo r  many y e a r s , more 
o f th o se  s tu d ie s  (6  mo nth s mouse s tu d y , 
th e  39 week monkey s tu d y  and  th e  1 y e a r 
m in is w in e s tu d y ) f i l l s  th e  re qu ir em en t 
o f exposu re s over a s u b s ta n t ia l  f r a c t io n  
o f th e  l i f e  s p a n ."

Q. 3 -  Can a l l  d a ta  g iv e  adeq uate  
ev id ence ?

H od ge 's  an sw er  h e re  i s  th a t  only  
" re a so n a b le  b a s is  fo r  e v a lu a ti n g  th e  
s a f e ty  o f RS 35 40 ."

T his  p r e t t y  much p u l l s  th e  ru g  
ou t fro m on e o f S y n te x ’ pr im e 
arg um ents .

To me t h i s  may n o t be  th e  same 
as  "a d eq u a te  e v id e n c e ."

Hodge a ls o  s t a t e s  h e re : "The  
ab se nce o f h is to p a th o lo g ic  d a ta  from  
th e  h ig h  le v e l  r a t  dose  ca n be  o f f s e t  
by  th e  e x te n s iv e  human d o se ."

I  se e  no  b a s is  fo r  t h i s  s ta te m e n t 
p a r t i c u l a r l y  in  l i g h t  o f  wh at 
Hodge an sw er ed  un de r Q. 1 ..

Q. 4 -  What v a lu e  has th e  IBT r a t  
s tu d y  a s  a c a rc in o g e n e s is  st udy?

H odge' s an sw er  he re  i s  n o t an 
an sw er  to  t h i s  q u e s ti o n .

Dr. R o b in so n 's  Co mm unicati on  -  S ta r t in g  on p . 138

p a ra g ra p h , p . 139 Rob inso n r e f e r s  to  " c e r ta in
d e f ic ie n c ie s "  in  th e  r a t  s tu dy  
bu t he  has re fe re n c e  on ly  to  th e  
m is s in g  re c o rd s  and  no t to  th e  
m yr iad o f o th e r  f a u l t s  we ha ve  
s ig n a l l e d .

para g ra ph  1,  p.  140  Not  t r u e  -  see  H ei n- G ro ss  memo o f
" a l l  bu t on e o f th e  'p i t u i t a r y  8 /1 0 /7 6
ad en om as ' were o b serv ed  m ic r o s c o p ic a l ly . ..

para g ra ph  2 , p . 140  I s h a l l  n o t d is p u te  t h i s .
"W ith  re s p e c t to  c a r c in o g e n ic i ty , th e  
IBT s tu d y , a s  d e s ig n e d , would  ha ve  had  l i t t l e  
v a lu e , ev en  i f  p e r f e c t l y  co nduc te d and  
r e p o r te d , and  wo uld  ha ve  on ly  d e te c te d  a 
p o te n t c a rc in o g e n ."
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In  g e n e ra l D r.  Rob in so n g iv e s  
o n ly  o p in io n s  in  h is  IS  pa ge  l e t t e r .

Dr . W ill ig a n 's  Comments pp . 15 3-15 5

p. 153 -  bo ttom  p a ra g ra p h  
’’. . . t h e r e  a re  pro bl em s w it h  th e  
IBT s tu d y . . . "

The re  i s  no d e s c r ip t io n  o r l i s t  of  
su ch  p ro b le m s.

p . 15 5,  para g ra ph  2
"W ith  re gard  to  c a r c in o g e n ic i ty ,  w h il e  
th e re  were n o t en ou gh  an im a ls  in c lu d ed  
in  th e  on go in g 22 -m on th  s tu dy  fo r  an  
ad eq uate  c la s s ic  c a r c in o g e n ic i ty  s tu d y , 
th e  s tu dy  n o n e th e le s s  wou ld ha ve  p ic ked  
up a p o te n t c a rc in o g e n ."

What abou t a ca rc in o g en  som ewhat •
l e s s  th a n  " p o te n t" ?

SUMMARY

Alth ou gh  Dr. Hodge a p p ea rs  to  ha ve  g iv en  more th ough t and a n a ly s is  to  
t h i s  ta s k  th an  D rs . R ob in so n and W il li g a n , i t  s t i l l  seem s to  me th a t 
ea ch  o f th e se  th re e  gen tlem en  made no  more th an  a s u p e r f i c i a l  exam in at io n  
o f th e  raw  d a ta  g a th e re d  fro m t h i s  s tu d y .

I f  th ey  d id  more th a n  t h i s ,  th ey  c e r t a in ly  do no t 
what th ey  foun d th e re  in  a n y th in g  a p p ro ach in g  th e  
n o te d .

re v e a l in  d e t a i l ,  
sc ope o f wh at we ha ve

T h e ir  comments a re  conce rn ed  m ain ly  w it h  th e  a n a ly s is  o f th e  d a ta  an d th ey  
a re  r e p le te  w it h  o p in io n s . I t  seems  to  me th a t no ne  o f th e  th re e  i s  pa yi ng  
much a t t e n t io n  to  th e  c e n t r a l  q u e s ti o n  h e re  -  wha t a r e  th e  da ta ?  R at her  
they , fo cus on su ch  I s s u e s  a s  wha t do th e  d a ta  re p o r te d  by  IBT (o r
" re c o n s tr u c te d "  by S yn te x) seem  to  say .

For t h i s  re aso n  I b e l ie v e  n o n e .o f t h e i r  " o p in io n s"  a re  w ort h  v e ry  much.

S t i l l ,  i t  was  i n t e r e s t i n g  to  se e  th a t  none  o f the m wer e im pre ss ed  w ith  
th e  v a lu e  o f t h i s  s tu d y  as a c a rc in o g e n e s is  t r i a l  aimed  a t  d e te c ti n g  
a carc in o g en  som ewh at l e s s  th an  p o te n t.

I t  was  a ls o  r e v e a l in g  to  re ad  Dr. H odge 's  im p re ss ib n s  on  th e  v a lu e  o f 
th e  o th e r  s tu d ie s  (m ic e , monkeys , m in is w in e) a s  f a r  a s  a s s e s s in g  th e  
lo n g -t e rm  e f f e c t s  o f Nap ro sy n.
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MEMORANDUM DEPARTMENT OF HEALTH, EDUCATION, AND WELFAJWx 
PUBLIC HEALTH SER VICE

FOOD AND DRUG ADMINISTRATION

TO : Dr- Marion J. Finkel, HFD-100 d a t e: February the 8th, 1977

f r o m  : M. Adrian Gross, HFD-108

SU BJE CT: NOH to Withdraw Approval of NDA on Naprosyn (Syntex)

With reference to my memorandum bo you of January the 14th on this subject,
I would like to make a correction of an error which had crept in there

The footnote at the bottcm of page 12 of that memorandum refers to 50 
"final sacrifice” animals according to Table's" XXTV - XXVII on pp. 47-51 
of the IBT report.

The correct figure should be 44 rather than 50; this would then leave
160 - 44 = 116 animals having died during the study (rather than 160 - 50 = 110
as noted at the end of the same footnote). . . w

Because of the same error, the line before last in paragraph 2 on page 12 
of my memorandum to you should also be corrected by inserting the ward "nearly" 
just before “one-half of all dead animals?*"

The fact that this error had occured is my fault and I apologize for it.
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MEMORANDUM departmen t of health, ed uc at ion, and welfare
PUBLIC HEALTH SERVICE

. FOOD AND DRUG ADMINISTRATION

TO : F ra n ces  0. K els ey , P h .D .,  M.D.  DATE: FEB 1 0 ^77
D ire c to r ,  S c i e n t i f i c  I n v e s t ig a t io n s  S t a f f ,  HFD-108

M. A dri an  Gross
F R O M  : S c ie n t i f i c  I n v e s t ig a t io n s  S t a f f ,  HFD-108

SUB JE CT : I n d u s t r i a l  B io T es t (IB T)  R es po nse  o f 1 1 /1 1 /7 6  to  Dr. L e v e n th a l 's  L e t te r  *
o f 09 /2 9 /7 6  (P a r t I  o f 2 p a r t s )

The  fo ll o w in g  a re  my comm ents on  IB T 's  w r i t t e n  re s p o n se ; th e  IBT 
co m m un ic at io n c o n s i s t s  o f  110  pages on th e  N ap ro sy n i s s u e  an d 12 pa ge s 
on th e  I s o p r in o s in e  one.  I  s h a l l  d e a l h e re  o n ly  w it h  th e  f i r s t  o f th e se  
s in c e  th e re  i s  some p r i o r i t y  a tt a c h e d  to  i t  du e to  o c h e r r e a s o n s . My 
com ments on  th e  I s o p r in o s in e  s i t u a t i o n  w i l l  fo ll o w  s e p a r a te ly  in  P a r t 2 o f 
t h i s  memorandum.

G enera l Im p re s s io n s , C o n clu sio n s  and Re co mmen da tio ns

A lthough in  h is  l e t t e r ,  D r.  L e v e n th a l in v i te d  IBT to  p re s e n t  a l l  t h e i r  
r e s u l t s  o f a co m pre hensi ve  a u d i t  o f th e  N ap ro sy n s tu d y , IBT ch oo se  no t 
to  do  t h i s .  In s te a d , in  t h e i r  d is c u s s io n s  o f s p e c i f i c  p ro b le m s, th ey  
l im i t  th em se lv es g e n e r a l ly  to  th e  few  i l l u s t r a t i o n s  we ha ve  c i t e d  fo r  
the m as  ex am pl es  o f su ch  s p e c i f i c  d i f f i c u l t i e s .

We do n o t know a t  t h i s  p o in t  w heth er IBT p r e f e r  n o t to  r e v e a l  to  us  
in fo rm a ti o n  which  th ey  may p e rc e iv e  a s  b e in g  p o t e n t i a l l y  da mag ing to  
them , o r th a t  th e y  a re  In c a p a b le  o f  c o n d u c ti n g  a th o ro ugh  and sea rc h in g  
q u a l i ty  c o n tr o l"  ty p e  o f  a u d i t  o f a s tu d y  ex ec u te d  by  them . I f  th e  

l a t t e r  i s  t r u e ,  I shou ld  th in k  th e  r e l i a b i l i t y  o f t h i s  o rg a n iz a ti o n  to  
u n d e rt a k e  r e s p o n s ib le  an d m e an in g fu l s tu d ie s  o f t h i s  s o r t ,  b o th  now and 
in  th e  f u tu r e ,  i s  v e ry  muc h in  d o u b t.

For some o f th o se  Is s u e s  in  D r.  L e v e n th a l 's  l e t t e r  IBT choose  to  d is c u s s , 
t h e i r  g e n e ra l to ne a p p e a rs  to  be  s h r i l l  and s t r i d e n t .  T here  i s  much 

le g a l - ty p e "  ar gu m en t in  re fe re nce" to  ou r co n ce rn  over th e  n o n - a v a i l a b i l i ty  
of a s u b s ta n t i a l  p a r t  o f th e  re c o rd s  a s s o c ia te d  w it h  t h i s  w or k.  They 
d is p u te ,  ( I n e f f e c t i v e ly ,  I  m ig h t ad d)  and  .d is m is s  o u r co n ce rn  th a t  
re p o r te d  d a ta  sh ou ld  be in  a cc o rd  w it h  o r i g i n a l  o b s e r v a t io n s . The y ev en  
go a s  f a r  an  to  su g g es t t h a t  th e y  ought to  d e c id e  wha t i s  r e p o r ta b le  
an d wh at l a  n o t.



IBT give us the results of their own ’’analysis" of certain problems 
without elaborating on just how such an analysis was made. Their 
"explanations" tend to be no explanation at all, but merely conjecture 
and speculation which, at best, are seriously faulty. This pertains to 
the very extensive issue concerning the identity of the animals on test 
which is not limited merely to the body weight records.

Much of what we see in the IBT response is irrelevant, e.g. whether 
certain lesions can or cannot be recognized in an autolyzed carcass.
Other arguments they make center on trivialities, such as the distinction ’ 
between assessing the condition of the animals on test and examining the 
animals.

Some of the IBT statements boggle the mind as far as their credibility 
i s  concerned; they are asking us to believe, for instance, that all 
ante-mortem observations for each animal of this 22 months study were 
kept on "cage cards" or that the IBT technicians "kept in mind" the 
changes observed in these animals.

Much of the "logic" used by IBT in their arguments does not make any 
sense whatsoever. Examples: the technicians were well-trained and 
competent because they used certain terms common in pathology; the 
means for certain body weights could not be false since- they were "consistent 
with other means; changes observed in these animals do not mean much 
since they are commonly observed in aging rats, etc.

Still other statements by IBT represent certain situations in ways that 
we have good reason to believe were not the true ones; one such example 
is the allegedly bi-weekly interval of weighing the animals. There are 
other likely distortiohs of the truth presented by IBT here such as the 
meaning of "bleeding death" and that certain discrepancies were the 
result of mere rounding-off errors, transcription errors and other such 
"clerical" mistakes. IBT is also not above insinuating they had no 
knowledge that their report would be submitted to the FDA when the clear 
evidence In our hands is to the contrary.

More important and disappointing however, is the total Inability by IBT 
to present any kind of acceptable explanation, analysis, evaluation, new 
information, etc. which would detract anything from the seriousness of 
any of the disturbing items mentioned in Dr. Leventhal's letter. Their 
generally self-righteous, indignant and unreconstructed attitude further 
suggests to me that they have no apologies whatsoever to make for the 
quality of this particular study. Nowhere do they indicate that the 
Naprosyn work was in any way an exception, a set of particular or unique 
circumstances converging into an unfortunate coincidence; on the contrary, 
IBT keep stating and implying ad nauseam that this was a properly 
executed and acceptable piece of work from which valid conclusions can 
be drawn or that the problems that we signal to them are "minor" and not 
"material."
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Aside from this kind of posture IBT assume here, there is evident in 
their response something even more disquieting: the flawed perception 
IBT have as to the basic purpose of a toxicity trial and the widely 
accepted manner of conducting such studies. It seems to me that they do 
not understand the fundamental philosophy inherent in a'safety experiment, 
both as it concerns execution and evaluation of the results.

Because of all of this I see no reason whatsoever that we should not
continue to regard the Naprosyn work as totally unacceptable; I also *•
see no reason for our not entertaining the view that all similar studies
carried out by IBT in the past are likely in the same category unless 
shown otherwise by detailed audits of the data in their internal records.

Beyond these "regulatory" concerns there is yet another dimension which, *
at least in my own mind, is very likely - the matter of criminal violation 
of the law. This has in my view two distinct facets:

a) the clear evidence that material information on this study was 
withheld from IBT’s report and false information substituted with the 
express purpose of deceiving both their client (Syntex) and the FDA.

b) a larger issue on which we may not have as clear evidence but
on which such evidence could be developed with additional investigation - 
that this process of deception (in the sense of representing this

entire study in such a manner that a favorable review would be made 
when, if the entire truth were known, no such favorable review could 
issue) was deliberate or purposeful.

Accordingly, my recommendations are as follows:
1. That we continue to view all such work (particularly long-te'rm 
animal safety studies) generated by IBT as "suspect" until such time as 
additional detailed inspections resolve in an unambiguous manner whether 
such past studies are either "acceptable" or "non-acceptable." I would 
add here that it is essential such inspections be thorough and that they 
be carried out by experienced and competent FDA investigators. We can 
learn from the Naprosyn case itself that a searching and unbiased "audit" 
by the "client" of IBT in each case is unlikely, or, if likely, it is 
not probable that the results emerging from it will be shared with us.

2. That this entire matter be referred to compliance personnel case 
workers to evaluate the need for preparing a prosecution recommendation
and the need for additional investigations as far as assessing individual k
responsibility is concerned. I have made similar recommendations on 
this matter as long ago as August 30, 1976 and as recently as January 14,
1977.

3. That a way should be found for alerting future potential clients of n
IBT of the difficulties they are likely to encounter with IBT work of
this sort. Somehow unsuspecting such clients (including various agencies 
of the Federal Government which are current clients of IBT) ought to be 
protected against finding themselves in such unanticipated predicaments 
as currently experienced by Syntex and other past IBT clients.



I I .  More D e ta il e d  Comments

1 . The pr ob le m  o f la c k  o f  re c o rd s

W hile n o t den y in g  su ch  l a c k ,  IBT r a i s e s  th e  fo ll o w in g  i s s u e s  h e re :

a) i s  i t  re a s o n a b le  to  ex p ec t IBT to  r e t r i e v e  a co m p le te  s e t  
o f  su ch  re c o rd s  on  s tu d i e s  co nducte d  in  th e  p a s t?

b) IBT has o p e ra te d  s in c e  19 52 ; i t s  r e p o r t s  ha ve bee n  us ed  by
th e  gover nm en t;  i t  has  an  e x c e l l e n t  r e p u t a t i o n ;  i t  i s  a le a d in g  la b o r a to r y ;  
i t  h a s  wo rked  fo r  th e  gover nm en t;  i t s  s c i e n t i s t s  a r e  "c o n sp ic u o u s  in  
l a b o r a to ry  c i r c l e s " ;  i t  h as bee n in s p e c te d  by  th e  FDA o n ly  on ce  p r e v io u s ly ;  
no  r e p r e s e n ta t iv e  fro m th e  FDA o r from  an y go ve rn m en t ag en cy  has  e v e r 
ask ed  f o r  su ch  re c o rd s ;  th e r e  i s  a pr ob le m  w it h  "F DA's h i s t o r i c a l  d is u s e  
o f  su ch  r e c o rd s " ;  th e r e  i s  c o n fu s io n  in  in d u s t r y  on  re c o rd  r e t e n t i o n ;  
i t  i s  ex p en s iv e  to  m a in ta in  su ch  re c o rd s ;  th e  FD A's own re c o rd  r e t e n t i o n  
may be "h ap h azard ",  re c o rd  r e t e n t i o n  i s  n o t p a r t  o f an y p r o to c o l  re q u e s te d  
by  IB T’ s  c l i e n t s  C oncl udin g f e d e r a l  a g e n c ie s ) ;  th e r e  i s  no re q u ir e m e n t 
f o r  t h i s  in  FDA 's " s c i e n t i f i c  l i t e r a t u r e "  o r  in  th e  FD&C A c t;  IBT does  
n o t  f e e l  i t  com es under th e  p ro v is io n s  o f  S e c ti o n  70 4;  re c o rd s  cou ld  be 
l o s t  th ro u g h  " d i s a s t e r ,  t h e f t  o r  ev en  sa b o ta g e "  and t h a t  c h a rg e s  to  
c l i e n t s  f o r  su ch in s u ra n c e  wo uld ha ve  to  be  made.

c ) an  in d ep en d en t r e s e a rc h  l a b o r a to ry  su ch a s  IBT o f te n  does  n o t 
know how i t s  wo rk  p ro d u c t w i l l  be  us ed  by  i t s  c l i e n t .  T h is  te n d s  to  
im ply  t h a t  IBT i s  un aw ar e o f  th e  main p u rp o se  o f  s a f e ty  t e s t i n g -  to  
s u p p o r t c la im s made in  IND f i l e s ,  ND A's , AND A's, fo od  a d d i t iv e  p e t i t i o n s ,  
p e s t i c id e  r e g i s t r a t i o n s ,  e t c .  My own r e a c t io n  h e re  i s  t h a t  a t  l e a s t  in  
th e  c a s e  o f  N ap ro sy n ( th e  s tu d y  under  s p e c i f i c  r e fe re n c e  in  D r.  L e v e n th a l 's  
l e t t e r )  IB T’ s c l i e n t ,  S y n te x , e x p l i c i t l y  in fo rm ed  IBT th a t  th e  s tu d y  
w ou ld  be  use d by r e g u la to r y  a g e n c ie s  in  th e  U .S . a s  w e ll  a s  in  o th e r  
c o u n t r i e s .

I t  se em s to  me t h a t  no ne  o f  th e  ex cu ses o r  th e  arg um ents  p re s e n te d  by  
IBT h e re  j u s t i f i e s  a la c k  o f r e c o rd s  fro m an y p r e c l i n i c a l  s tu d y , a 
r e p o r t  on whi ch  i s  su b m it te d  to  a r e g u la to ry  agen cy . ’I r e c a l l  a t  t h i s  
p o in t  th a t  one o f th e  i n i t i a l  pr oble m s d is c o v e re d  by us a t  S e a r le  In  
1974 wa s th e  c la im  by th e  f ir m  th a t  th e  r e c o rd s  o f on e o f  t h e i r  s tu d ie s  
co u ld  n o t be  lo c a te d . D r.  D'Ag uanno an d o th e r s  In  th e  Bur ea u o f Dr ug s 
w er e o f th e  o p in io n  a t  t h a t  tim e th a t  w it h o u t su ch  r e c o rd s  o f O r ig in a l 
o b s e rv a t io n s , th e  r e p o r t s  su b m it te d  to  th e  FDA c o u l t  n o t be  w e ll  d i f f e r e n t i a t  
from  f i c t i o n .

2 . On th e  pr ob le m  th a t  th e  la c k  o f  re c o rd s  c a s t s  doub t on w het her
c e r t a i n  p ro c e d u re s  w er e c a r r ie d  o u t s a t i s f a c t o r i l y

IB T 's  re sp o n se  h e re  i s  t h a t  " i f  on e as su m es  ba d f a i t h ,  i t  wo uld be  mo re 
s e n s ib le  to  f a b r i c a te  a ne ed ed  reco rd  th an  to  p u rp o se ly  ' l o s e '  a re c o rd  
w hic h  wo uld  be  co n sp ic u o u s  by i t s  a b s e n c e ."  I t  i s  u n c le a r  to  me j u s t  
w ha t IBT has in  min d w it h  t h i s  re fe re n c e  to  "b ad  f a i t h . "  I t  i s  e n t i r e l y  
p o s s ib le  th a t  c e r t a i n  wo rk  whi ch  was su ppose d to  hav e bee n c a r r ie d  o u t 
a t  a c e r t a i n  tim e was  in  f a c t  c a r r ie d  o u t a t  a ti m e o th e r  th an  th e  on e



r e p o r te d  o r  n o t c a r r ie d  o u t a t  a l l .  One l i k e l y  re a so n  f o r  re c o rd s  o f  a 
c e r t a i n  k in d  n o t e x i s t in g  i s  t h a t  no o b s e rv a t io n s  to  be  re c o rd e d  w er e in  
f a c t  made. I f  th en  th e  r e p o r t  em an at in g  from  IBT im p li e s  th a t  su ch  
o b s e rv a t io n s  were made a t  th e  p ro p e r  ti m e i f  i n  f a c t  th e y  w er e n o t o r 
t h a t  th e y  were made a t  an y ti m e when in  f a c t  th e y  w er e n o t ,  wo uld t h i s  
n o t c o n s t i t u t e  "bad  f a i th " ?  Why i s  i t  n e c e s s a ry  to  " f a b r ic a t e "  o r  
f a l s i f y  a c e r t a in  re c o rd  to  i n d i c a t e  "b ad  f a i t h "  p a r t i c u l a r l y  when  th e  
com pan y ha d no e x p e c ta ti o n  o f  an y im m in en t in s p e c t io n  o r  o f  an y s p e c i f i c  
r e q u e s t  f o r  su ch re c o rd s  ( s e e  IB T’ s re sp o n se  -  p a ra g ra p h  1 , pa ge  7) ?

In  D r.  L e v e n th a l’ s l e t t e r  th e  i s s u e  o f  "b ad  f a i t h "  ( in  th e  se n se  of  
c r im in a l  r e s p o n s i b i l i t y ,  f r a u d ,  e t c . )  i s  n o t ev en  a l lu d e d  t o ,  much l e s s  
m en ti o n ed . H is  p r in c ip a l  an d o n ly  co n cern  was th e  r e l i a b i l i t y  o f th e  
s c i e n t i f i c  d a ta  g e n e ra te d  by  IBT -  i f  th e r e  a r e  no back gro und re c o rd s  to  
s u b s t a n t i a t e  s ta te m e n ts  made in . a c e r t a i n  r e p o r t  su b m it te d  to  th e  FDA, 
how i s  on e to  a s c e r ta in  th e  v a l i d i t y  o f su ch  s ta te m e n ts ?  F u rt h e rm o re , 
why does IBT im ag in e t h a t  t h e i r  own c l i e n t ,  S y n te x , in  n o t a c c e p ti n g  th e  
i n i t i a l  f u l l  r e p o r t  by IBT o f  t h i s  s tu d y , i n s i s t e d  to  IBT th a t  i t  su pp ly  
a u th e n t i c  and  a c c u ra te  s p e c i f i c  d a ta  fo r  th e  c o n c lu s io n s  re ach ed  by IBT? 
I s  an yone to  base  an  e v a lu a t io n  o f th e  s a f e ty  o f a g e n ts  t e s te d  by IBT 
m ere ly  on th e  g e n e ra l im p re s s io n s  g a th e re d  by  IBT te c h n ic ia n s  o r  o th e r  
w ork ers ?

N ow .that th e  is s u e  o f  "b ad  f a i t h "  h as bee n r a i s e d  by  IB T,  a l l  we ca n 
s t a t e  i s  t h a t  we can n o t e x c lu d e  th e  p o s s i b i l i t y  o f  t h i s  in  th e  sen se  o f 
o b s e rv a t io n s  hav in g  be en  r e p o r te d  by  th e  f ir m  whe n su ch  o b s e rv a t io n s  
wer e in  f a c t  n o t made. On th e  o th e r  han d , we do ha ve  e v id en ce  th a t  
c e r t a i n  a c tu a l  o b s e rv a ti o n s  w er e in  f a c t  made (s uch  as tu m ors  re co rd ed  
by  p r o fe s s io n a l  p a th o lo g i s t s  fo ll o w in g  m ic ro sc o p ic  ex am in a ti o n  o f t i s s u e )  
b u t su ch  o b s e rv a t io n s  w er e w ith h e ld  fro m th e  r e p o r t  o r i g i n a l l y  su b m it te d  
to  th e  FDA. Co uld t h i s  s o r t  o f  th in g  be  vi ew ed  a s  "b ad  f a i t h " ?

3)  Th e pr obl em  of la c k  o f  r e c o r d s  f o r  an te -m ort em  o b s e rv a t io n s

IB T’ s re sp o n se  h e re  i s  th a t  th e  s tu d y  p ro to c o l  d id  no t s p e c i fy  " d a i ly  
p h y s ic a l  ex am in a ti o n "  b u t th e y  conce de t h a t  i t  s p e c i f i e d  " g e n e ra l  c o n d it io n  
an d b e h a v io r  -  d a i l y . "  In as m uc h a s  th e  c o n d i t io n  o f  th e  a n im a ls  ca n be 
a s c e r ta in e d  on ly  on t h e i r  b e in g  ex am in ed , t h i s  d i s t i n c t i o n  a p p e a rs  
t r i v i a l  to  me.

IBT f u r t h e r  a s s e r t  h e re  t h a t  su ch  " s y s te m a t ic  r e c o rd s  d id  e x i s t  fo r  
p u rp o se s , o f  th e  s tu d y ,"  b u t th e y  ad m it  su ch re c o rd s  a r e  n o t now a v a i l a b l e .  
Are  IBT to  be  b e li e v e d  h e re ?  L e t us as su m e,  f o r  a mo me nt,  t h a t  a n te ­
mor tem re c o rd s  w er e in  f a c t  k e p t on  ca ge c a rd s  (a s  IBT c la im ) . I s  t h i s  
a s a t i s f a c t o r y  me thod  o f r e c o rd  k eep in g ?  A ca ge  c a rd  (a nd  we ha ve  se en  
th o s e  in  u se  a t  IBT in  o th e r  s t u d i e s )  i s ,  a t  m o st , o f a few sq u a re  
In c h e s  in  a r e a ,  a l a r g e  p a r t  o f  whi ch  i s  ta k e n  up by th e  a n im a l’ s 
i d e n t i f y in g  nu mbe r. I s  i t  th e n  p o s s ib le  to  ha ve  k e p t on su ch  a sp ace  in  
a l e g i b l e  manne r re c o rd s  o f up  to  some 670 d a i l y  o b s e rv a t io n s  (22 m onth s) ? 
I s  t h i s  a c r e d ib le  s i t u a t i o n ?



In  th e  se co nd  p ara g ra p h  o f pa ge  16 I3T s t a t e  t h a t  " th e  o b s e rv a t io n s  on 
th e  ca ge  c a rd s  were us ed  f o r  th e  d i r e c t  t r a n s f e r  o f in fo rm a ti o n  fro m 
ti ll ie  to  ti m e to  th e  n ec ro p sy  lo g  (s om et im es  c a l l e d  th e  H is to -P a th  L o g is t i c s  
® h e e t) , o r  p a th  o b s e rv a ti o n  fo rm s o r an im al d i s p o s i t i o n  s h e e t s ,  and in  
t h i s  c a se  th ey  wer e t r a n s f e r r e d  a s  w e ll  to  th e  p a th o lo g y  s h e e ts  in c o rp o ra te d  
In  th e  s tu d y  r e p o r t  an d i d e n t i f i e d  a s A pp en di x I I . "  In as m uc h a s  we ha ve  
e *rt (nined  ea ch  of th e  30 p a th o lo g y  s h e e ts  shown to  us  by  IBT an d th e  
e n t i r e  (7 pag es ) necro p sy  lo g  a s  w e ll  a s  th e  e n t i r e  (42 p ag es) A pp en di x I I  

hav e n ev e r be en  show n a n y th in g  te rm ed  "an im a l d i s p o s i t i o n  s h e e ts "  
and we pr es um e t h i s  does  n o t e x i s t  an ym or e,  i f  i t  e v e r  d id )  an d we co u ld  
n o t f in d  a s in g le  n o te  on a n y th in g  th a t  ca n be  te rm ed  an  an te -m ort em  
° h s e r v a t io n ,  th e re  a re  o n ly  two  m u tu a ll y  e x c lu s s iv e  c o n c lu s io n s  to  be  
dr aw n h e re :

a )  e i t h e r  no an te -m ort em  o b s e rv a t io n s  o f  an y k in d  w er e e v e r  made
in  an y o f  th e  160 an im als  in  t h i s  s tu d y , m os t o f w hi ch  d ie d  w it h  i l l n e s s  • 
d a t in g  th e  22 mon ths o f  th e  e x p e r im e n t,  o r

b) IBT I s  a sk in g  us to  b e l ie v e  wha t a p p e a rs  to  be  a v a s t  fa ls e h o o d  
°n  th e  " t r a n s f e r "  o f an te -m ort em  o b s e rv a t io n s .

Tllu " s tu d y  bo ok " m en tion ed  in  th e  t h i r d  p a ra g ra p h  o f pag e 16 o f  IB T’ s 
r e aponse  i s  a n o th e r  k in d  o f  re c o rd  whi ch  has n ev e r bee n sho wn  to  us 
d e h p i te  r e q u e s ts  th a t  we be  p ro v id ed  w it h  a l l  r e c o rd s  from  th e  N ap ro sy n 
8 t Udy . We ca n pr es um e t h a t ,  a s  w it h  th e  "an im al d i s p o s i t i o n  s h e e ts "  
n e li ti o n e d  in  th e  p re v io u s  p a ra g ra p h , t h i s  i s  y e t a n o th e r  fo rm  o f  th e  
v a n is h in g  re c o rd s  fro m t h i s  s tu d y .

hav e n o te d  -  as m en ti oned  in  th e  t h i r d  p a ra g ra p h  o f pag e 16 o f  IB T 's  
r c &ponse -  t h a t  c e r t a i n  e n t r i e s  r e f e r r i n g  to  some an te -m ort em  o b s e rv a t io n s  
a r P p r e s e n t  on  th e  bo dy  w e ig h t r e c o rd s  -  se e  p a ra g ra p h  2 on  pag e 4 o f 

H ein -G ro ss  memorandum o f 8 /1 0 /7 6 ; how ev er , a s  no te d  t h e r e ,  o b s e r ­
v a t io n s  on  c e r t a i n  l e s io n s  su ch  a s  tu m or s w er e e n te re d  on  th e  body 
w e lg h t r e c o rd s  o n ly  s p o r a d ic a l ly  an d th ey  w er e i n s u f f i c i e n t l y  w e ll  
c h f lra c te r iz e d  to  be  o f  an y m ean in g fu l v a lu e .

to n c lu s io n  th e n , I wo uld te n d  to  s t i c k  w it h  ou r c h a r a c t e r i z a t i o n  th a t  
d id  n o t ha ve  a s y s te m a ti c  re c o rd  o f  an te -m ort em  o b s e rv a t io n s  whi ch  

d e l u d e s  d e t a i l s  o f e x t e r n a l l y  v i s i b l e  t i s s u e  m as se s l i k e l y  to  be  
t | )fn or s. We ex p ec t in  su ch  r e c o rd s  p a r t i c u l a r s  on  th e  an ato m ic  s i t e  o f 
6 y l; li m asses , d e t a i l s  on  t h e i r  s i z e ,  sh a p e , a p p ea ra n ce  an d , m os t im p o rta n t,  
P ro g re s s  w it h  r e s p e c t  to  ti m e  w hi ch  i s  i n d i c a t i v e  o f r a t e s  o f  gr ow th  and  
IJ I’.e ly  m al ig nan cy  s t a t u s .  None o f  th e s e  i s ’ p r e s e n t  in  w h a te v e r n o te s  
a P|< ear  oh  th e  p e r io d ic  bo dy  w eig h t r e c o rd s  t h a t  we hav e bee n show n by 
IB t'j  We em phas iz e a g a in  th a t  th e  s tu d y  p ro to c o l  su b m it te d  to  th e  IND 

an d th e  NDA c a l le d  fo r  d a i l y  asse ssm en t o f th e  a n im a l'  c o n d i t io n . 
s V>h e n t r i e s  o f an te -m ort em  o b s e rv a t io n s  a s  a re  p r e s e n t  on  th e  body 
w e lg h t c h a r t s  a r e ,  fu r th e rm o re , u n s a t i s f a c to r y  and c o n fu s in g  a s  e x p la in e d  
o r > p ages 4 and 5 . o f th e  H ein -G ro ss  memorandum ap pe nd ed  to  th e  in s p e c t io n
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P ara g ra p h  4 on pa ge  16 o f  th e  IBT re sp o n se  a s s e r t s  t h a t  th e  " a v a i la b le
r e c o r d s . . .  r e p r e s e n t ( s )  a r e l i a b l e  m a tr ix  o f In fo rm a ti o n  a d eq u a te  to
con fi rm  an y s i g n i f i c a n t  o b s e rv a t io n s  p ro p e r ly  r e p o r t a b l e  in  th e  c o n te x t
o f  a t o x i c i t y  s tu d y ."  I  wo uld r e j e c t  t h i s  n o ti o n  t h a t  a c o n t r a c t in g  (o r
an y)  la b o ra to ry  c a r ry in g  ou t a p r e c l i n i c a l  s tu d y  to  be  su b m it te d  to  an
NDA or an  IND f i l e  has th e  o p ti o n  to  d e te rm in e  w hic h  o b s e rv a t io n s  a re
" s i g n i f i c a n t "  to  be  " p ro p e r ly  r e p o r t a b l e . "  I f  t h i s  w er e s o , c a r r ie d  to
i t s  lo g i c a l  ex tr em e, i t  wo uld s u f f i c e  f o r  su ch a l a b o r a to ry  to  su bm it  a
r e p o r t  in  which  th e r e  cou ld  ap p ea r b u t a s in g le  s e n te n c e  to  th e  e f f e c t
t h a t  some chem ic al a g e n t has  bee n t e s te d  an d , in  th e  o p in io n  o f  th a t
l a b o r a to ry ,  no " s i g n i f i c a n t "  o b s e rv a t io n s  w er e made to  be  " p ro p e r ly  •
r e p o r t a b l e ."  Would  t h i s  s u f f i c e  fo r  our p u rp o se s?

The bottom  o f  pa ge  16 an d c o n ti n u e d  on pag e 17 o f  th e  IBT re sp o n se  
d e s c r ib e s  th e  w ei gh in g  p ro c e d u re  f o r  th e  an im a ls  in  u se  a t  IBT and  wha t 
i s  " th e  t e c h n ic i a n 's  cu s to m ": -  to  mak e i t  " l i k e l y  t h a t  he  wo uld  se e  
c o rn e a l o p a c i t i e s ,  i f  th e y  a r e  p r e s e n t" ;  t h i s  p a r t i c u l a r  gem i s  
s u f f i c i e n t l y  e lo q u e n t on  i t s  own so  t h a t  no  f u r t h e r  re m ar ks on ou r p a r t  
a r e  n e c e s s a ry .

Much th e  same ca n be  s a id  f o r  th e  n e x t p a ra g ra p h  on pa ge  17 o f IB T 's  
re sp o n s e : "D uri ng  th e  w eig h in g  p e r io d , th e  g e n e ra l  c o n d i t io n  of  th e  
an im a ls  i s  kep t in  mi nd  by  th e  te c h n ic ia n ;  an d i f  a p a t t e r n  o f  f in d in g s  
i s  n o te d , i t  wo uld be  d is c u s s e d  w it h  th e  p r o je c t  l e a d e r . "  How a t e c h n ic ia n  
ca n  "k ee p in  m ind"  th e  c o n d i t io n  o f  each  o f  th e  160 an im a ls  on  t e s t  fro m 
week to  week an d n o t c o n fu se  i t  w it h  t h a t  o f many o th e r  an im als  on o th e r  
s tu d ie s  i s  hard  f o r  me to  a p p r e c ia te  u n le s s  su ch t e c h n ic ia n  were endowed 
w it h  th e  memory o f  a g e n iu s . We a re  f u r t h e r  b e in g  ask ed  to  de pe nd  on 
t h i s  te c h n ic ia n  to  s e a rc h  t h i s  p ro d ig io u s  memory o f  h is  and on ly  i f  he  
n o te s  a " p a t t e r n  o f f in d in g s "  wo uld he " d is c u s s "  t h i s  w it h  h i s  p r o je c t  
le a d e r . T h is  e n t i r e  mo dus o p e ra n d i i s  to o  lu d ic r o u s  f o r  w ord s.  P e rh a p s , 
ho w ev er , wh at  IBT mean s h e re  i s  t h a t  th e  t e c h n ic ia n s  kee p in  mind 
a b n o rm a l i ti e s  on ly  d u r in g  a s in g le  w eig h in g  p e r io d . I f  s o , su pp ose  a t  
some w ei gh in g  d a te  a s i n g l e  an im al in  some  gr ou p i s  ob se rv ed  to  ha ve  
dev elo ped  a tumor  s in c e  th e  l a s t  w e ig h in g . Doe s t h i s  c o n s t i t u t e  a 
" p a t t e r n  o f f in d in g s " ?  Do es i t  ne ed  " d is c u s s io n  w it h  th e  p r o je c t  
le a d e r " ?  More  im p o r ta n t , does t h i s  nee d re c o rd in g ?

I  m ig ht add  h e re  th a t  in  ou r ex am in a ti o n  o f  th e  IBT re c o rd s  on th e s e
s tu d ie s  we ha ve  n o t se e n  an y n o ta t io n s  o f  an y su ch " d is c u s s io n s  w it h  *
p r o je c t  le a d e r s "  o r o f an y re m ar ks made by an y su ch  p e rso n . We a r e  a l s o
u n a b le  to  im ag in e p r e c i s e ly  who fu n c ti o n e d  w it h  t h i s  t i t l e  o f " p r o je c t  
l e a d e r ."  The r e p o r t  on  th e  N ap ro sy n s tu d y 's u b m it te d  to  th e  FDA i s  
si g n e d  by P h i l ip  S.  S m it h , A s s i s t a n t  T o x ic o lo g is t , R at  T o x ic it y ;  by
Ja mes  B. P la n k , S e n io r  Gr oup L ead er,  Rat  T o x ic it y ;  by  P au l L. W ri g h t,  Ph .D . , *
S e n io r  He ad , T o x ic o lo g y , an d by M.L. K e p li n g e r , P h .D .,  m an ag er , T ox ic o lo g y .
The  H is to -P a th  L o g is t i c s  S heet f o r  t h i s  p r o je c t  w hi ch  i s  s t a te d  to  ha ve  
bee n i n i t i a t e d  on  1 1 /2 5 /6 9  i s  si g n e d  by M ic hae l R. B la c k , T ech n ic ia n  in  
C harg e,  by  th e  D ep a rt m en ta l D ir e c to r  J .  P la n k  (o n 1 2 /1 /6 9 )  an d by th e
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P a th o lo g y  D epart m en ta l D i r e c to r ,  L. Happ  (o n 1 2 /1 0 /6 9 ) . The  l a s t  m enti oned  
in d iv id u a l  i s  no mo re th an  a te c h n ic ia n  who u s u a l ly  c a r r i e s  o u t th e  
d i s s e c t i o n  o f  th e  de ad  a n im a ls . Who th e n  was  th e  " p r o j e c t  le a d e r "  h ere ?

The two p a rag ra p h s  a t  th e  en d o f  pa ge  17 o f  IB T’s re sp o n s e  d e a l some 
more w it h  " IB T 's  p r a c t i c e  a t  th e  ti m e to  r e c o rd  o n ly  p o s i t i v e  o b s e rv a t io n s " ;  
t h i s  s o r t  o f  th in g  p ro v id e s  no a s su ra n c e  w h a ts o ev e r t h a t  o b s e rv a t io n s  
w er e in  f a c t  made a t  a l l  su ch  ti m es a s  IBT r e p o r t s  on  th e s e  s tu d ie s  
i n d i c a t e  th ey  were made. The ab se nce  o f  a l l  su ch  o b s e rv a t io n s  ( i . e .  no t 
o n ly  th o se  a s s o c ia te d  w it h  " p o s i t iv e "  f in d in g s )  le a d s  to  an  i n a b i l i t y  by 
an yone to  make an  In d ep en d en t e v a lu a t io n  o f  th e  e f f e c t s  o f  th e  ag en t 
t e s t e d .  Thus we re m ai n  unpers uaded  th a t  th e  la c k  o f co m ple te  r e c o rd s  
fr om  th e s e  s tu d ie s  i s  n o t c r i t i c a l  to  th e  a c c e p t a b i l i t y  o f  su ch  s tu d i e s .

4. The pr ob le m  of la c k  o f  w ei gh in g  re c o rd s

At th e  b eg in n in g  o f  t h i s  s e c t i o n  on  pa ge  18 , IBT s t a r t s  o f f  w it h  a 
d i s p u te  bas ed  on some c a l c u l a t i o n s  w hi ch  a r e  p r e d ic a te d  on  m is in fo rm a ti o n  -  

th e  d u r a t io n  o f th e  s tu d y  wa s 22 mon ths an d n o t 18 m onth s.  S in ce  th e  
p ro to c o l  su b m it te d  to  b o th  th e  IND f i l e  an d th e  NDA s p e c i f i e s  w ee kl y 
w eig h in g  o f  th e  an im a ls  an d s in c e  22 mon ths i s  j u s t  2 m on th s s h o r t  o f  2 
y e a r s  (108  weeks  p lu s  2 d ay s) th e re  sh o u ld  ha ve  ta k e n  p la c e  a p p ro x im a te ly  
10 0 w e ig h in g s , e x a c t ly  w ha t we had e s ti m a te d .

C o n tr a ry  to  wha t i s  s t a te d  i n  th e  p r o to c o l  (w ee kl y w e ig h in g ) and w ha t i s  
s t a t e d  in  th e  s tu d y  r e p o r t  (m onth ly  i n t e r v a l s  a f t e r  th e  f i r s t  13 wee ks )
IBT now sa y  th a t  w eig h in g s w er e c a r r ie d  o u t w ee kl y fo r  th e  f i r s t  13 
w ee ks  an d a p p ro x im a te ly  b i- w e e k ly  t h e r e a f t e r  (e nd  o f p a ra g ra p h  1 o f 
t h e i r  pag e 1 8 ).  I  b e l ie v e  t h a t  n e i th e r  o f th e s e  a c c o u n ts  a re  t r u e  a s  I  
s h a l l  d e m o n s tr a te  s h o r t l y .  Supp os e,  f o r  a mo ment,  th a t  th e  b i- w eek ly  
i n t e r v a l  s to r y  i s  th e  f a c t u a l  on e;  ta k e  th e  f i r s t  13 w ee ks  an d ad d to  
t h i s  on e h a l f  th e  d i f f e r e n c e  be tw ee n a p p ro x im a te ly  100  an d 13 o r a p p ro x im a te ly  
87 w hic h i s  13 +4 3. 5 o r  ap p ro x im a te ly  56 w e ig h in g s . But  ev en  t h i s  i s  f a r  
in  e x c e s s  o f o n ly  th e  33 w eig h in g s on w hi ch  IBT has  r e c o r d s .

N ot e a t  th e  bottom  o f pa ge  18 o f  th e  IBT re sp o n se  t h a t  th e y  ad m it  hav in g  
ho  re c o rd s  f o r  7 o f th e  f i r s t  13 we eks an d f o r  a 5-m onth s p e r io d . But  
mea ns  fo r  a l l  o f th e s e  w er e re p o r te d  by IBT; i f  th e  u n a v a i l a b i l i t y  of  
r e c o rd s  f o r  a l l  th e s e  and f o r  o th e r  w e ig h in g s ca n be e x p la in e d  si m p ly  on 
th e  g ro unds th a t  no su ch  w eig h in g s in  f a c t  to o k  p la c e , th e  r e p o r t in g  o f 
Su ch  mean s wo uld  c o n s t i t u t e  n o th in g  b u t c a u s in g  f i c t i t i o u s  ( f a l s e )
In fo rm a ti o n  to  be  su b m it te d  to  th e  go ve rn m en t w it h  f u l l  p r i o r  kn ow ledg e 
by  IBT.

At  th e  bo tt om  of t h e i r  pag e 18 IBT s t a t e  t h a t  " t h i s  i s  o f  l i t t l e  o r  no 
s u b s ta n t iv e  co nse quen ce  b e c a u se :

a ) su ch  means  a s  w er e r e p o r te d  wer e " c o n s i s t e n t " ;  we do n o t 
q u e s t io n  t h e i r  c o n s is te n c y  am on gs t th em se lv es b u t r a th e r  t h e i r  a u t h e n t i c i t y .

8 8 -9 3 8  0  -  77  -  16
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b) an  " e x t r a p o la t io n "  ca n co n fi rm  th e  v a lu e  o f  th e  m is s in g  d a t a .
What i f  th e  p o s s ib ly  f a b r ic a te d  d a ta  w er e s e le c te d  a s  a r e s u l t  o f su ch  
an  " e x t r a p o la t io n "  p ro cess?  Would t h i s  te n d  to  make t h i s  e n t i r e  b u s in e s s  
more p a la ta b le ?  O r,  to  pu t i t  in  IB T’ s  own wor ds  ( f i r s t  f u l l  p a ra g ra p h  
o f  t h e i r  pa ge  1 9 ) : "o f v i r t u a l l y  no  co n seq u en ce  w h a ts o ev e r"  o r  "a n 
ab sen ce  of u n im p o rt a n t d a ta "?

As to  th e  c o n te n t io n  by  IBT th a t  w e ig h in g s  w er e c a r r ie d  o u t w ee kl y f o r  
th e  f i r s t  13 wee ks  and a t  a p p ro x im a te ly  b i- w e e k ly  i n t e r v a l s  t h e r e a f t e r ,  
l e t  u s  tu rn  to  pag es  33 -4 0 of th e  IBT re sp o n s e  w he re  th e y  had p re p a re d  a 
l i s t  o f  w eig h in gs d a te s  fo r  w hi ch  r e c o rd s  a r e  s a id  by  the m to  be  a v a i l a b l e .  
The  fo ll o w in g  a r e  th e s e  d a te s  and th e  in te r v e n in g  i n t e r v a l s  be tw ee n the m 
in  numb er o f  d ay s :

D at e I n t e r v a l  in  numb er o f day s

1 1 /2 5 /6 9
0 1 /0 9 /7 0
0 1 /2 0 /7 0
0 1 /3 0 /7 0
0 2 /2 0 /7 0
0 2 /2 7 /7 0
0 3 /0 6 /7 0
0 3 /1 3 /7 0
0 5 /0 6 /7 0
0 9 /2 8 /7 0
1 0 /0 5 /7 0
1 0 /1 2 /7 0
1 0 /2 0 /7 0
1 0 /2 6 /7 0
0 1 /2 1 /7 1
0 2 /0 4 /7 1
0 2 /1 1 /7 1
0 2 /1 6 /7 1
0 3 /1 0 /7 1
0 3 /1 8 /7 1
0 4 /0 5 /7 1
0 4 /1 3 /7 1
0 4 /2 1 /7 1
0 4 /2 7 /7 1
0 5 /1 5 /7 1
0 5 /2 4 /7 1
0 6 /0 1 /7 1
0 6 /0 8 /7 1
0 6 /2 3 /7 1
0 6 /3 0 /7 1
0 7 /1 6 /7 1
0 7 /2 7 /7 1
0 8 /0 9 /7 1
0 9 /1 5 /7 1

d a te  s tu d y  i s  a l le g e d  by IBT to  hav e s t a r t
45
11
10
21

7
7
7

54
145

7
7
8 
6

87
14

7
5

22
8

18
8
8
6

18
9
8
7

15 
7

16 
11 
13 
37



N ot e c h a t:

(a )  IBT sa y  in  t h e i r  re sp o n se  (b o tt om  o f  pa ge  18) t h a t  " in d iv id u a l
w e ig h t d a ta  ha ve  n o t bee n lo c a te d  fo r  7 o f  th e  f i r s t  1 3 .w e e k s . . . "  -  t h i s  
im p l ie s  th a t  th ey  ha ve  bee n lo c a te d  f o r  6 o f  th e s e  f i r s t  13 w ee ks . In  
f a c t ,  ho w ev er , a s  ca n be a s c e r ta in e d  fro m th e  l i s t  ab ove  th e y  ha ve  
r e c o r d s  fo r  on ly  4 o f  th e  r e q u ire d  14 w eig h in g s (13 p lu s  a n o th e r  on e 
b e fo re  th e  s tu d y  s t a r t e d  a s  IBT has in  i t s  r e p o r t )  in  th e  f i r s t  13 x 7 = .

91 d a y s . In  o th e r  wor ds  i t  a p p ea rs  t h a t  IBT a re  n o t b e in g  q u i t e  can d id  
w it h  u s ev en  a s  l a t e  a s  Novem ber  11 , 19 76 , th e  d a te  o f t h e i r  re sp o n s e .

(b ) As to  t h e i r  c o n te n t io n  th a t  a f t e r  13 wee ks  w e ig h in g s  wer e c a r r i e d  o t 
"a p p ro x im a te ly  b i- w e e k ly "  (p a ra g ra p h  1 , pa ge  18) i t  i s  q u i t e  l i k e l y  t h i s
I s  y e t a n o th e r  f a ls e h o o d : ev en  i f  i t  w er e t r u e  th a t  w e ig h in g s  wer e 
c a r r i e d  o u t a t  14- da y i n t e r v a l s  and  t h a t  th e  u n a v a i l a b i l i t y  o f  m os t o f 
th e s e  r e c o rd s  i s  e x p la in a b le  on  th e  gro unds o f  t h e i r  g e t t i n g  l o s t ,  i t  
wou ld  fo ll o w  th a t  th e  i n t e r v a l s  be tw ee n s u c c e s s iv e  w eig h in g s on  w hi ch  
r e c o rd s  e x i s t  wo uld  be  d i v i s i b l e  by 14 . N o te , ho w ev er , in  th e  l i s t  
g iv e n  ab ov e th a t  o n ly  on e su ch  i n t e r v a l  i s  d i v i s i b l e  by  14 -  14 i t s e l f  
be tw een  1 /2 1 /7 1  and 2 /0 4 /7 1  -  an d th a t  no ne  o f  th e  o th e r  32 i n t e r v a l s  
a r e  d i v i s i b l e  by 14 .

What I  am in c l in e d  to  b e l i e v e  fro m a l l  t h i s  i s  th e  fo ll o w in g :

a )  w e ig h in g s w er e c a r r i e d  ou t a t  m os t a t  v a r i a b le  i n t e r v a l s  o f 
ti m e  (5 , 6 , 7 , 8 , 9 , 10 , 11 , 13 , 14 , 15 , 16 , e t c .  day s)  i . e .  a lm o st  
n e v e r  a t  b i- w e e k ly  o r  m onth ly  i n t e r v a l s .

b ) t h a t  th e  u n a v a i l a b i l i t y  o f mos t o f  th e  body  w e ig h t r e c o rd s  
r e q u i r e d  by  th e  st u d y  p r o to c o l  i s  no t l i k e l y  du e to  su ch  re c o rd s  be co m ing 
l o s t ,  b u t r a th e r  to  t h e i r  n e v e r hav in g e x is te d  in  th e  f i r s t  p la c e .

c ) t h a t  th e  in fo rm a ti o n  s u p p li e d  to  th e  FDA whe re  IBT r e p o r t s  mean 
bo dy  w e ig h ts  f o r  we eks 0 to  13 in c lu s iv e  an d a t  m on th ly  i n t e r v a l s  i s ,  
w it h  g r e a t  l ik e l ih o o d , f a l s e .

At th e  bo tt om  of pa ge  19 o f  th e  IBT re sp o n se  we a re  b e in g  p re se n te d  w it h  
y e t a n o th e r  ca n a rd : ro d e n t s tu d ie s  su ch  a s  t h i s  a re  n o t "d es ig n ed  as 
in d iv id u a l  an im al s t u d i e s . "  Rea di ng  f u r th e r  in to  t h i s  re m ark a b le  
p a ra g ra p h  co n ti n u ed  on pa ge  20 , a l l  I  ca n sa y  i s  th a t  I ha ve  no kn ow ledg e 
o f an yon e in  th e  FDA e v e r h av in g  cl a im ed  th a t  "IB T has bee n a le a d e r  in  
th e  in d u s t r y " ;  a t  mos t wh3 t we may ha ve  s t a te d  i s  th a t  IBT i s  th e  
l a r g e s t  (o r  among th e  l a r g e s t )  c o n t r a c t  r e s e a rc h  co m pa ni es  in  t h i s  f i e l d  
an d in  t h i s  c o u n tr y . Bu t t h i s  ne ed  n o t im pl y th a t  we n e c e s s a r i l y  
b e l i e v e  th e  p r a c t i c e s  in  u se  a t  IBT a re  th e  b e s t  in  th e  in d u s t r y . As a 
m a t te r  o f f a c t  I wo uld s t a t e  w it h o u t an y e q u iv o c a ti o n  w h a ts o ev er th a t  
on  th e  b a s i s  o f wh at  I hav e se en  (and  I  ha ve  in s p e c te d  a f a i r  numb er o f 
e s ta b l is h m e n ts  on wo rk  o f  t h i s  s o r t  in  th e  l a s t  12 y e a r s )  th a t  IBT i s  
am on gs t th e  w o rs t in  th e  in d u s t r y .



Al «n y r a c e ,  i t  i s  si m p ly  n o t t r u e  t h a t  an y e x p e r im e n ta l an im a l st u d y  
I n q u i r e d  by  th e  FDA a t  an y ti m e wa s d es ig n ed  in  su ch  a way t h a t  in  - 
i l l y (d u a l  an im al v a lu e s  a r e  n o t o f  an y im p o rt a n c e . W hi le  mean gr ou p 
V alu es a r e  use d in  th e  re v ie w  an d e v a lu a t io n  p r o c e s s , i f  th e  in d iv id u a l  
V a lu es  fro m whi ch  su ch  mean s a r e  co mpu ted a r e  u n r e l i a b l e ,  so  a r e  th e  
fiVOUp m ea ns . T h is  i s  e s s e n t i a l l y  wha t we ha ve  bee n  c o n te n d in g  a l l  
a lo n g . I f  th e  mean v a lu e s  r e p o r te d  by  IBT can n o t be  r e l i e d  upon , o f 
vh jt t v a lu e  i s  t h e i r  e n t i r e  s tu d y ?  Y et  b o th  IBT an d t h e i r  c l i e n t  Synte x  
P l« te n d  now th a t  th e  in d iv id u a l  v a lu e s  a r e  o f  no  s ig n i f i c a n c e  -  in  f a c t  ’ 
lU 't g o es f u r th e r  th an  ch a t by  a s s e r t i n g  t h a t  th e y  n ev er w er e o f  an y 
s ig n i f i c a n c e  in  any s tu d y  r e q u i r e d  by  th e  FDA, an d th ey  ou g h t to  know 
s i n c e ,  a c c o rd in g  to  them , we sa y  th e y  a r e  th e  l e a d e r s  in  th e  in d u s t r y .
Suc h i s  t h e i r  lo g ic  fo r  w h a te v er i t  i s  w o rt h . We hav e a d i f f e r e n t  
O p in io n  on  t h i s  is s u e  w hi ch  h as  been  d is c u s s e d  a t  g r e a t e r  l e n g th  in  my 
Wernerandurn  to  you  of Aug us t 3 0 , 1976  on th e  v e ry  sam e s tu d y  w it h  whi ch  
Vo a r e  concern ed  h e re .

The l a s t  p a ra g ra p h  on IBT’ s  page  20 r e v e a ls  y e t  a n o th e r  p ro b le m  w it h
t h e i r  o p e r a t io n s :  th ey  s t a t e  th e r e  th a t  a s t a t i s t i c a l  a n a ly s i s  by
S y n te x  o f  th e  d a ta  c o l l e c te d  by  IBT in  th e  s tu d y  under r e f e r e n c e  re v e a le d
» '‘s t a t i s t i c a l l y  s i g n i f i c a n t "  d e c re a s e  in  bo dy  w e ig h ts  o f m al e r a t s  a t
t h e  to p  dosa ge l e v e l .  Ye t i f  we re a d  IB T 's  own o r i g in a l  r e p o r t  to
S y n te x  ( th e  on e su b m it te d  to  th e  FDA) we f in d  on  pag e 9 th e r e  th a t
A lt h o u g h  s t a t i s t i c a l  a n a ly s i s  o f  bo dy  w e ig h ts  was c a r r i e d  o u t by  IBT
t* e e  th e  r e fe re n c e  to  th e  bo dy  w eig h t o f fe m a le s  n o t b e in g  s t a t i s t i c a l l y
s i g n i f i c a n t )  th e  d e c re a s e  in  bo dy w eig h t o f  th e  to p  l e v e l  m a le s , a lt h o u g h
W en ti o n ed , i s ,  n e v e r th e le s s , n o t s ig n a l l e d  a s  b e in g  s t a t i s t i c a l l y  s i g n i f i c a n t
1*  t h i s  a n o th e r  ex am ple o f  m er e in co m pete nce  in  s t a t i s t i c s  a t  IBT
( s e v e r a l  ha ve  be en  c i t e d  to  them  p re v io u s ly  by t h i s  w r i t e r )  o r  an  is s u e
«M' d e l i b e r a t e l y  n o t r e v e a l in g  s i g n i f i c a n t  d ru g e f f e c t s  e l i c i t e d  d u ri n g
th e  s tu d y ?  I  am s u rp r is e d  n o t to  re ad  h e re  w ha t i s  th e  s ta n d a rd  ex cu se
<*( 1ST w it h  is s u e s  o f  t h i s  s o r t  -  a m in or  c l e r i c a l  e r r o r  o f  no s ig n i f ic a n c e
V h A ts o e v e r .

T he pro ble m  o f th e  m is s in g  g ro s s  p a th o lo g y  o b s e rv a t io n  re c o rd s

T h \s  i s s u e  s t a r t s  on pa ge  21 o f  th e  IBT re sp o n s e  w it h  th e  u s u a l  r h e to r ic  o f  
■AVgxjment c h a r a c t e r i s t i c  o f t h i s  co m m unic at io n; I  s h a l l  om it  an y com ments 
''U. n>o st o f  t h i s  pa ge  w hi ch  s t r i k e s  me a s  m e a n in g le s s .

i t s  bo tt o m , how ev er , we f in d  th e  ad m is s io n  " i t  i s  t r u e  th a t  some 
2S?i*n-s o f re c o rd s  a re  n o t a v a i l a b l e . . . "  The n e x t p a ra g ra p h , th e  f i r s t

on e on pa ge  22 , c o n ta in s  som e fa ls e h o o d s  an d i s ,  in  g e n e r a l ,
JA V'Ss ly  m is le a d in g . B e fo re  we t a c k l e  t h i s ,  some  c l a r i f i c a t i o n  i s  
'A VO es sa ry .



Wnat e x a c t ly  do we ha ve  r e f e r e n c e  to ? The  an sw er  I s  s im p le  an d i t  i s  
p r e c i s e l y  s t a te d  in  Dr. L e v e n th a l 's  l e t t e r  to  IBT: r e c o r d s  o f  g ro s s  
-p a th o lo g y  o b s e rv a t io n s . What i s  u s u a ll y  mea nt  by t h i s  te rm  i s  n o t 
■ d if f ic u l t  to  a p p r e c ia te :  th e  re c o rd s  o f th e  o b se rv e r  o f g r o s s ly  v i s i b l e  
2 -e sl o n s a t  th e  post -m ort em  exam in a ti o n  o f  th e  a n im a ls . What we w is h  to  
s p e c i f i c a l l y  ex clu de  fro m t h i s  te rm  i s  an y l i s t s  o f l e s io n s  whi ch  ha ve  
j>een  co m piled  by som eon e o th e r  th an  th e  o b s e rv e r , w h e th er th e s e  a re  th e  
s o - c a l l e d  "n ecro p sy  lo g "  (w h ic h , we ha ve  bee n to ld  was com pil ed  by a 
■cl erk who d id  no t do th e  post -m ort em  e x a m in a ti o n ) , w h e th er th e s e  a r e  th e  
s o - c a l l e d  "an im al d i s p o s i t i o n  fo rm s"  (w hi ch  we ha ve  n o t ha d th e  p r iv i le d g e  
t o  be show n by IBT an d w hi ch  we b e li e v e  do n o t e x i s t  to d a y , i f  th e y  e v e r 
d i d ) , w het her  th ey  a r e  In  App en di x I I  o f th e  IBT r e p o r t  to  S ynte x  (w hi ch  
v e  w er e to ld  by  Mr. P la n k , who made no o b s e rv a t io n s  a t  th e  post -m ort em  
e x a m in a ti o n s , he co m pi le d h im s e lf ) o r w heth er su ch l i s t s  w er e p ro v id ed  
by S y n te x  in  t h e i r  a tt e m p t a t  " r e c o n c i l i a t io n "  o f  th e  p a th o lo g y  d a ta . 
S y n te x  know s no mo re ab ou t th e s e  o b s e rv a ti o n s  th an  we do  o r ,  f o r  th a t  
m a t t e r ,  th an  th e  man in  th e  moon.

I t  a p p e a rs  t h a t  IBT a r e  e i t h e r  in c a p a b le  o r u n w il li n g  to  u n d e rs ta n d  (o r 
p r e te n d  n o t to  u n d e rs ta n d )  t h a t  we a re  c h a ll e n g in g  th e  v a l i d i t y  o f th e  
in fo rm a t io n  p ro v id ed  in  t h e i r  r e p o r t  whi ch  ha d bee n su b m it te d  to  th e  
PDA. J u s t  b ecause  th e r e  i s  a m u lt it u d e  o f e n t r i e s  o f p a th o lo g y  te rm s 
s c a t t e r e d  a l l  over th e  map do es no t by i t s e l f  make su ch  in fo rm a ti o n  
v a l i d , o r  a u th e n t i c , o r  r e l i a b l e .

S in c e  we wer e n o t p r e s e n t  a t  th e  po st -m ortem  ex am in a ti o n  o f  th e  a n im a ls , 
th e  o n ly  mean s we ha ve  to  v a l i d a t e  th e  d a ta  su b m it te d  to  th e  FDA i s  to  
ch eck  i t . a g a i n s t  th e  o r i g in a l  o b s e rv a t io n s . I f  th e  v a s t  m a jo r i ty  o f 
su ch  o b s e rv a t io n s  do n o t e x i s t ,  n e i th e r  th e  FDA, no r S y n te x , no r IBT 
th e m se lv e s  ca n v a l i d a t e  th e  in fo rm a ti o n  r e p o r te d .

Th e o n ly  o r ig in a l  r e c o rd s  o f  po st -m ort em  e x a m in a ti o n s , a s  s t a te d  ab ove,  
a r e  th o s e  made by th e  o b s e rv e r s  th em se lv es.  A ll  o th e r  su ch  " d a ta "  a re  
no  more th a n  t r a n s c r ip t i o n s  o f d o u b tf u l r e l i a b i l i t y  (a s  am ply demon­
s t r a t e d  in  th e  H ei n—G ro ss  memorandum r e f e r r e d  to  e a r l i e r  h e r e ) .  To 
d i s t i n g u i s h  them c l e a r l y  fro m o r ig in a l  o b s e rv a t io n s , we may use  fo r  them 
th e  te rm  " d e r iv e d  d a t a . "  The  f ig u re  of  "a p p ro x im a te ly  80%" m en ti oned  in  
D r.  L e v e n th a l 's  l e t t e r  and  w it h  wh ich  IBT ta k e s  i s s u e ,  i s ,  th e r e f o r e ,  
n o t u n im p o rt a n t nor does  i t  r e f e r  to  me re " p ie c e s  o f  p a p e r"  a s  c o n te m p ti b ly  
d is m is se d  in  p a ra g ra p h  3 o f pa ge  21 of  th e  IBT re sp o n s e . The H ei n-G ro ss  
memorandum o f 8 /1 0 /7 6  s t a t e s  a t  th e  m id dle  o f pa ge  3 t h a t  f o r  th e  160  
a n im a ls  in  t h i s  st u d y  o r ig in a l  reco rd s  o f g ro ss  p a th o lo g y  ex am in a ti o n  
e x i s t  f o r  o n ly  30 o f th e s e  an im aln . T h is  f a c t ,  whi ch  ca n n o t be  d is p u te d  
by IB T,  i s  e q u iv a le n t  to  sa y in g  th a t  -130 su ch  re c o rd s  a r e  m is s in g  and  
130/1 60 = 81 .25 %. S im ple , i s  i t  no t?
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Y et  IBT p e r s i s t s  in  o b fu s c a t in g  t h i s  i s s u e  -  f i r s t  f u l l  p a ra g ra p h  of 
t h e i r  pa ge  22 : "D at a on g ro s s  p a th o lo g y  f in d in g s  f o r  post -m o rt em  an im als  
w er e co m piled  fro m ca ge  c a rd s  an d an im al  d i s p o s i t i o n  fo rm s an d fro m th e  
n e c ro p sy  lo g ."  The necro p sy  lo g  i s  n o t an  o r i g in a l  so u rc e  o f r e c o rd s ; 
n e i t h e r  ca n  th e  m y ste ri o u s  "a n im a l d i s p o s i t i o n  fo rm s"  be  an  o r ig in a l  
su ch so u rc e . Rea d,  f o r  in s ta n c e  w ha t IBT s t a t e  a t  th e  b o tt om  o f pa ge  23 : 
"T he  f i d e l i t y  w it h  w hi ch  th e  in fo rm a ti o n  on  th e  a v a i l a b l e  p a th o lo g ic a l  
o b s e rv a t io n s  s h e e ts  was t r a n s f e r r e d  to  th e  a v a i l a b l e  n e c ro p sy  lo g  go es  a 
lo n g  way to  r e a s s u re  an yo ne  o f  th e  f i d e l i t y  o f  o th e r  d a ta  t r a n s c r ib e d  
fr om  o th e r  so u rc es w hi ch  ha ppe n to  be  u n a v a i l a b le ."  A ll  r i g h t ,  th e n , 
l e t  us sa y  we a re  pers u ad ed  by  IBT on th e  " f i d e l i t y "  w it h  w hi ch  any 
p a th o lo g ic  o b s e rv a ti o n s  fro m an y  o r i g in a l  so u rc e  (w h e th er r e c o rd s  o f 
su ch  o r ig in a l  o b s e rv a ti o n s  e x i s t  to d ay  o r  n o t ) .  What does t h i s  sa y?  I t  
s a y s , a t  l e a s t  to  me, t h a t  th e  n e c ro p sy  lo g  c o n ta in s  a f u l l  acco u n t o f 
a l l  g ro s s  p a th o lo g y  o b s e rv a t io n s ;  in  o th e r  w ord s,  th e r e  c u ld  n o t be 
anyw her e,  a t  an y ti m e , an y o r i g i n a l  su ch  o b s e rv a t io n s  w hic h  d id  n o t f in d  
t h e i r  way in to  th e  necro p sy  lo g . T hat  much i s  c l e a r .

Ye t w ha t do we f in d  in  t h i s  n e c ro p sy  lo g?  Among o th e r  t h in g s ,  we f in d  
♦ th e r e  t h a t  fo r  o v er o n e - th i rd  o f  a l l  an im a ls  s t a r t e d  in  t h i s  s tu d y  (a nd ,

s im u lt a n e o u s ly , fo r  o n e -h a lf  o f  a l l  an im a ls  t h a t  d ie d  b e fo re  th e  end  of 
th e  o b s e rv a t io n  p e ri o d  -  22 m onth s)  th e  n o ta t io n  TBD/TDA o r  TBT/NTT i s  
mad e in  th e  necro p sy  lo g . We w er e to ld  a t  IBT t h i s  sa y s : "Too bad ly  
d eco m p o se d /t e c h n ic ia n  d e s tr o y e d  an im al o r ( f o r  NTT) no t i s s u e s  ta k en  
(p re su m ab ly  f o r  h i s to p a th o lo g ic  e x a m in a ti o n ) . I n t e r e s t i n g l y ,  fo r  o n ly  
on e o f  th e  55 an im a ls  w it h  a TBD e n t r y  was th e r e  an y k in d  o f  g ro s s ly  
o b s e rv a b le  l e s io n s  n o te d . ’ '

I f  we co mpa re  wh at  t h i s  n e c ro p sy  lo g  I n d ic a te s  fo r  th e s e ’ 55  TBD an im als  
w it h  w ha t has be en  r e p o r te d  by  IBT to  S ynte x  (a nd  by S ynte x  to  th e  FDA), 
we f in d  t h a t  in  a l l  c a s e s  b u t f-M if  o f  th e s e , g r o s s ly  v i s i b l e  le s io n s  
hav e i n  f a c t  be en  e n te re d  f o r  th e s e  a n im a ls .

T h is  e n t i r e  i s s u e  i s  d is c u s s e d  a t  g r e a t e r  le n g th  in  my memorandum to  
D r.  F in k e l  o f 1 /1 4 /7 7  on N ap ro sy n -  pag es  12 -1 6 th e r e .  T hat s e c t io n  
c o n c lu d e s  w it h  an  a n a ly s i s  o f  th e  l i k e l y  m o ti v es f o r  't h i s  v a s t ,  a p p a re n tl y  
d e l i b e r a t e ,  p ro c e ss  o f d e c e p t io n , an d w it h  a re co m m en da tion  fo r  p ro se c u ti o n  
o f IBT a n d /o r  o th e r s .

The  se co nd f u l l  p a ra g ra p h  on pag e 22 o f  th e  IBT re sp o n se  r e f e r s  to  a 
S yn te x  " a n a ly s i s "  of  th e  d a ta ;  I  s h a l l  no t comment a t  an y le n g th  on 
t h i s  s in c e  our concern  i s - n o t  w it h  an y " a n a ly s is "  b u t r a t h e r  w it h  th e  
d a ta  th em se lv e s an d, on t h i s ,  S y n te x , a s  we ha ve  s a id  ab o v e , h as  no 
d i r e c t  kn ow le dg e.
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The l a s t  p a ra g ra p h  on pa ge  22 o f  th e  IBT re sp o n s e  s t a t e s  t h a t  " re c o rd s  
e x i s t  to  s u b s t a n t i a t e  g ro s s  p a th o lo g ic  e x a m in a ti o n s  o f 144  o f  th e  160 
a n i m a l s . . . "  whi ch  i s  h ig h ly  m is le a d in g ; i f  we l im i t  o u r  a t t e n t i o n  to  
m ere ly  r e c o rd s  o f o r ig in a l  o b s e rv a t io n s , th e  f ig u r e  i s  m ere ly  30 o f th e  
16 0 a n im a ls , as we ha ve  a l r e a d y  n o te d .

In  th e  f i r s t  p a ra g ra p h  on pag e 23 we re a d  "T he  d e t a i l e d  f in d in g s  r e p o r te d  
a r e  su ch  a s  to  g iv e  a s s u ra n c e  th a t  c a r e f u l  e x a m in a ti o n s  w er e co n d u c te d .
F or ex am ple , u n tr a in e d  and in e x p e r ie n c e d  p e rso n n e l a r e  u n l ik e ly  to  make " 
th e  o b s e rv a t io n s  th ey  d id  l i k e  c y s t ic  o v a r ie s , undes ce nded  t e s t e s ,  
h y d ro m e tr a , an d th e  l i k e . "  We ha ve  a l r e a d y  d is c u s s e d  b o th  h e re  an d in  
my memorandum to  Dr . F in k e l o f  1 /1 4 /7 7  j u s t  how " d e t a i l e d "  th e  f in d in g s  
on  g ro s s  o b s e rv a ti o n s  w er e,  p a r t i c u l a r l y  fo r  th e  55 TBD a n im a ls . W he ther  
t h i s  s o r t  o f  th in g  g iv e s  " a s s u ra n c e  th a t  c a r e f u l  e x a m in a ti o n s  we re  
c o n d u c te d "  i s  s e l f - e v id e n t .  As to  th e  t r a in in g  and e x p e r ie n c e  o f th e  
p e r s o n n e l in vo lv ed  in  mak ing th e s e  o b s e rv a t io n s , p a r t i c u l a r l y  th e  b a s i s  
g iv e n  by  IBT fo r  a n y o n e 's  a s c e r ta in in g  o f th e  co m pet en ce  o f  th e s e  p eo p le  
( t h e i r  use  o f words  o f mo re th a n  on e s y l l a b l e )  t h i s  i s  a l s o  in  ne ed  of 
no  f u r t h e r  com ment.

I t  I s  i n t e r e s t i n g  to  n o te  t h a t ,  when i t  s u i t s  t h e i r  p u rp o se , IBT a r e  
l e s s  th a n  a s s u r in g  ab o u t th e  te c h n ic a l  te rm in o lo g y  use d  by  th e  o b s e rv e rs  
o f  p a th o lo g ic a l  m a te r i a l .  For in s ta n c e , in  th e  m id dle  o f  pa ge  61 we 
re a d  th e  fo ll o w in g  co n ce rn in g  "IB T v e rn a c u la r  and i n t e r n a l  p ro c e d u re " :

"A number o f th e  g ro s s  o b s e rv a t io n s  w hi ch  may n o t hav e fo un d t h e i r  
way I n to  th e  r e p o r t  wer e th e  r e s u l t  of  th e  o v e r s o p h i s t ic a t io n  o f know le dgea b le  
t e c h n ic ia n s .  The an im al roo m an d necro p sy  te c h n ic ia n s  a r e  known co ha ve  
ha d su ch  p r id e  th a t  th e y  wo uld be  in c l in e d  to  'sho w  o f f ' t h e i r  kn ow ledg e 
by u s in g  h i s t o lo g i c a l  te rm s l i k e  'a de no m a'  to  d e s c r ib e  a su s p e c t g ro ss  
o b s e rv a t io n .  S im i la r ly , th e  word 't u m o r ' was b e in g  us ed  lo o s e ly  by IBT 
p e r s o n n e l i n t e r n a l l y  to  d e s c r ib e  en la rg em en ts  whi ch  o f te n  pro ved  n o t to  
be  n eop la sm s a t  a l l .  T h is  wa s t r u e  d u ri n g  th e  p e r io d  o f  t h i s  s tu d y ."

A ls o  in  t h i s  c o n n e c ti o n  n o te  f i r s t  f u l l  p a ra g ra p h  on pag e 29:  " . . .  
te c h n ic ia n - s u rm is e d  't u m o rs ' a r e  o f te n  mere en la rg em en ts  w hi ch  may 
d is a p p e a r  n a t u r a l l y . "

What i s  p e rh ap s more s i g n i f i c a n t  h e re  i s  t h a t  we ex p ec te d  from  IBT a 
f u l l  a c c o u n t o f  th e  s o r t  o f  pro b le m s we c i t e d  to  the m w it h  t h i s  s tu d y  -  

se e  D r.  L e v e n th a l 's  n e x t to  th e  l a s t  p a ra g ra p h  in  h i s  l e t t e r  to  IBT of  
0 9 /2 9 /7 6 . Not on ly  do we n o t g e t t h i s  fro m IBT b u t we a r e  in s te a d  b e in g  
o f f e r e d  m ain ly  arg um en ts , d i s p u t e s ,  and  m ean in g le ss  g e n e r a l i t i e s  su ch  as  
" in  a few  in s ta n c e s ."

The m id d le  p ara g ra p h  on pa ge  23  o f th e  IBT re sp o n se  i n d i c a t e s  th a t  "Th e 
a v a i l a b l e  an d r e p o r te d  f in d in g s  w er e e s s e n t i a l l y  ch os e to  be  ex p ec te d  in  
a p o p u la t io n  o f ag in g  r a t s . "  We d id  no t e x p ec t in  r a t s  a lm o st two y e a rs  
o ld  ch an g es c h a r a c t e r i s t i c  o f ne wbo rn  r a t s .  T h is  p a ra g ra p h  o f IB T 's



Im p li e s  t h a t ,  ex cep t f o r  st om ac h l e s io n s ,  a l l  o th e r  ch an ges  o b se rv ed  a re  
m er el y  i n c id e n ta l  o r  no t d r u g - r e l a t e d .  We a r e  g r a t e f u l  f o r  t h i s  o p in io n  
o f t h e i r s  b u t su ch  a c o n c lu s io n  on  t h e i r  p a r t  canno t be  v e r i f i e d  u n le s s  
a l l  ch anges obse rv ed  (g ro s s  an d m ic ro sc o p ic )  a re  p ro p e r ly  r e p o r te d  and  
s u b je c te d  to  a n a ly s i s .  I t  wo uld n o t be  c o m p le te ly  unhea rd  o f  i f  o th e r  
d r u g - r e la te d  ch an ge s (t u m o rs , f o r  ex am ple ) w er e to  be  p r e s e n t  in  t h i s  
st u d y  an d y e t su ch  ch an ge s wo uld be  i d e n t i c a l  to  th o se  seen  in  un ex po se d 
o ld e r  r a t s .

I  hav e a l r e a d y  commented on  th e  p a ra g ra p h  s t a r t i n g  a t  th e  bo tt om  of 
pa ge  23 .

The f i n a l  p a ra g ra p h  o f t h i s  s e c t i o n  (p ag e 24) i s  a "sum ma ry" o f  IB T 's  
a s se ssm en t th a t  " th e  s o le  pro ble m  i s  th e  ab sen ce  o f j u s t  r e c o rd s  and  
th e  pro ble m  i s  no t one o f th e  ab se n c e  o f d a t a . "  In  vi ew  o f w ha t we ha ve  
p re se n te d  h e re , p a r t i c u l a r l y  w it h  r e fe re n c e  to  th e  TBD a n im a ls , IBT 
h a s , in  my v ie w , a r a th e r  s e r io u s  pr obl em  w it h  th e  d a ta  th e y  r e p o r t  when 
su ch  d a ta  a r e  vi ew ed  a g a in s t  th e  r e c o rd s  th a t  a r e  a v a i l a b l e .

6. The pr oble m  w it h  m is s in g  r e c o rd s  fro m c l i n i c a l  p a th o lo g y  la b o ra to ry
d e te rm in a ti o n s

T h is  i s  a d m it te d  by IBT w it h  th e  ho pe  th a t  su ch re c o rd s  "may  som eday 
show u p . .

They a l s o  e x p re ss  hav in g  "e v e ry  re a so n  to  b e l ie v e  th e  d e te rm in a t io n s  
r e p o r te d  a r e  a c c u r a te ."

7 . The pr oble m  w it h  th e  ey e e x a m in a ti o n s

T her e i s  o v er a pa ge  o f  comm ents on  t h i s  by  IBT b u t n o th in g  r e a l l y  
r e s p o n s iv e :  th e  p ro to c o l f o r  th e  s tu d y  (a g re ed  to  by  S ynte x  an d IBT , and  
su b m it te d  to  th e  IND and  NDA) c a l l e d  f o r  o p h th a lm o sc o p ic  an d s l i t - l a m p  
e x a m in a ti o n s ; th e  c l e a r  im p l ic a t io n  to  a rev ie w er i s  th a t  su ch  exam in a ti o n s 
w er e c a r r ie d  o u t . IBT now ad m it s  th e s e  wer e in  f a c t  n o t c a r r i e d  o u t.
T h is  o m is s io n  was no t a d re sse d  in  IB T 's  o r i g in a l  r e p o r t .

8 . The pr ob le m  o f th e  c o n fu s io n  re g a rd in g  th e  i d e n t i t y  o f th e  an im als
on t e s t

The  IBT re sp o n se  h e re , s t a r t i n g  on  pag e 28 b e g in s  w it h  th e  a s s e r t i o n  
"T her e i s  no  c o n fu sio n  a s  to  an im al i d e n t i t y  d a ta  p re s e n te d  in  th e  IBT 
r e p o r t ."  I  ca n f u l ly  a g re e  w it h  t h i s ,  b u t th en  D r.  L e v e n th a l 's  l e t t e r  
was n o t conce rn ed  w it h  th e  r e p o r t . }l is  s ta te m e n t w as , "T here  seem s to  
be  c o n fu s io n  on th e  i d e n t i t y  o f  th e  an im als  on t e s t . "  How do we g e t 
su ch  Id e a s?  From th e  IBT r e p o r t?  H ard ly . R a th e r i t  seem s so  to  us 
a f t e r  ex am in in g th e  i n t e r n a l  r e c o rd s  on t h i s  s tu d y  k e p t by  IBT.  We f in d  
th e s e  a s  n o t be in g  w e ll  r e f l e c t e d  in  th e  IBT r e p o r t .
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Foll ow ln g  a n o th e r r e fe re n c e  to  th e  Synte x  a n a ly s i s ,  TBT g e t down in  
p a ra g ra p h  2 of pa ge  28 to  a d m it ti n g  th e  e x is te n c e  o f e r r o r s  w hi ch  th ey  
c h a r a c te r iz e  a s  " c l e r i c a l  e r r o r s . "  The se  a r e ,  a c c o rd in g  to  them , "n o t 
i d e n t i t y  e r r o r s  b u t r e c o rd in g  e r r o r s . "  J u s t  wha t a re  IB T 's  vi ew s as to  
th e  d if f e r e n c e  be tw ee n th e s e  two k in d s o f e r r o r s  i s  u n c le a r  to  me and  
IBT sh ed  no l i g h t  on how th ey  a r r iv e d  a t  t h i s  d e te rm in a t io n .

I ca n se e  th a t  som eon e may (b y some kin d o f  " re c o rd in g  e r r o r " )  w r it e  
down th e  num ber  o f , sa y , an im al 43 , a s ,  sa y , 48 by m is ta k e  a t  a c e r t a in  
g iv en  ti m e , i . e .  once . What I  ca nno t se e  i s  how an  an im al t h a t  i s  
In d ic a te d  a s  be in g  de ad  ( th ro u g h  i t s  su dd en  d is a p p e a ra n c e  fro m w ei gh t 

* r e c o rd s  o r th ro ugh  o th e r  n o ta t io n s  in  o th e r  re c o rd s )  i s  in d ic a te d  as
b e in g  a l i v e  fo r  up to  8 o r  10 o r  more su b seq u en t w e ig h in g s ( se e  H ei n- 
G ro ss  memorandum o f 8 /1 0 /7 6  -  bo ttom  o f pa ge  5 fo r  a few ex am pl es  o f 
t h i s )  w it h o u t t h i s  c o n s t i t u t i n g  a ch an ge  in  t h a t  a n im a l 's  i d e n t i t y .
Even i f  we a c c e p t S y n te x ' a n a ly s i s  on  t h i s  pro b le m , an d i t  i s  c l e a r  fro m 
my memorandum to  Dr . K el se y  o f 8 /3 0 /7 6  on t h i s  th a t  th e r e  a r e  s e r io u s  
pro ble m s w it h  t h e i r  h y p o th e s is , th e  c o n c lu s io n  mus t fo ll o w  th a t  i d e n t i t y  
pro ble m s w it h  th e s e  an im als  w er e p e r s i s t e n t  f o r  lo ng  p e r io d s  o f e x p e r im e n ta l 
ti m e . M or eo ve r,  th e  nu merou s in s ta n c e s  in d ic a te d  in  th e  H ei n-G ro ss  
memorandum of 08 /1 0 /7 6  whe re  an im als  a re  in d ic a te d  to  ha ve  d ie d  re p e a te d ly  
(s om et im es  w it h  d i f f e r e n t  s e t s  o f le s io n s )  p ro v id e  a d d i t i o n a l  ev id en ce  
t h a t  pro ble m s w it h  th e  i d e n t i t y  o f th e  an im als  a re  no t l im ite d  m er el y  to  
bo dy  w eig h t re c o rd s ; a s  su c h , th ey  ca nno t be  a s e a s i l y  ex p la in e d  away 
a s  b o th  Synte x and IBT a tt e m p t to  do w it h  t h e i r  " a d ja c e n t cag e"  th e o ry , 
a c o n je c tu r a l  ty p e  o f a n a ly s i s  o f d o u b tf u l p l a u s i b i l i t y  a t  b e s t .

The  n ex t p o in t made by IBT h e re  (p ara g ra p h  b e fo re  l a s t  on  pa ge  28) 
s t a t e s  " . . . t h e  IBT s tu d y  wa s p re m is ed  upon  th e  o b je c t iv e  o f d e te rm in in g  
th e  d r u g - r e la te d  e f f e c t s  in  r e l a t i o n  to  t e s t  g ro u p s-  no t in d iv id u a l  
a n im a ls ."

What t h i s  im p li e s  i s  t h a t  IBT b e l ie v e s  i t  i s  n o t th e  in d iv id u a l  an im al  
v a lu e s  th a t  m a tt e r  b u t ,  r a t h e r ,  th e  gr ou p a v e ra g e s  o r  m ea ns . My an sw er  
h e re  i s  th a t  su ch  gr ou p a v e ra g e s  a s  a re  r e p o r te d  by IBT a r e  n e c e s s a r i ly  
bas ed  on in d iv id u a l  v a lu e s  an d th e  r e l i a b i l i t y  o f th e  fo rm er  i s  a fu n c ti o n  
o f  th e  r e l i a b i l i t y  o f th e  l a t t e r .  F u rt h e rm o re , in  o rd e r  to  an sw er  
w h e th er a c e r t a in  gr ou p av e ra g e  (me an)  i s  d i f f e r e n t  in  a " s ig n i f i c a n t "  
man ne r fro m th a t  o f some o th e r  gr ou p ( th e  e s se n c e  o f co m par is on) th e  
v a r ia n c e  o f  th e  c o r r e c t  in d iv id u a l  v a lu e s  mus t be  known.

«
The l a s t  para g ra p h  on pa ge  28 s t a t e s :  " . . .T h e  o n ly  s ig n i f i c a n c e  l i e s  in  
th e  e v e n ts , and c o n c lu s io n  draw n from in te rg ro u p  c o m p a ri so n ."  As e x p la in e d  
j u s t  above, w it h o u t kn ow ing th e  c o r r e c t  in d iv id u a l  v a lu e s , no  in te rg ro u p  
co m par is ons ca n be  made in  an y v a l id  s c i e n t i f i c  s e n se . M ore ov er , no 

/ k  c o n c lu s io n s  w hats oever ca n be  draw n from an y co m par is ons i f  on e ha s
s e r io u s  q u e s ti o n s  on th e  v a l i d i t y  o f th e  e s s e n t i a l  d a ta  b a s e .



The  f i r s t  f u l l  p a ra g ra p h  on pag e 29 g iv e s  a h y p o th e t ic a l  ex am ple :
"s u p p o se  a s  a m a tt e r  o f r e c o n s t r u c te d  f a c t  a tumor  I s  re c o rd e d  a s  a 
g ro s s  o b s e rv a ti o n  fo r  an im al  Y in s te a d  o f an im al X in  th e  sam e g ro up , 
an d th e  tumor  i s  h i s t o l o g i c a l l y  con fi rm ed  an d re p o r te d  a s  to  X" .
1BT th e n  a sk s  a r h e to r i c a l  q u e s t io n :  "Wh at d i f f e r e n c e  can  th e  e r ro r  
make s c i e n t i f i c a l l y " ?  IBT p ro v id e s  I t s  own answ er:  "H one. "

The ex am pl e g iv en  by IBT , ev en  th ough  h y p o th e t i c a l ,  i s  im p o ss ib le  fo r  me 
to  v i s u a l i z e  a s c ap ab le  o f h ap p en in g : su ppose  an im al X has a tu m or,  bu t 
th ro u g h  some e r r o r  a t  au to p sy  th e  a n im a l 's  i d e n t i t y  i s  m is ta k e n ly  id e n t i f i e d  
a s  Y, how on e a r th  i s  i t  p o s s ib le  f o r  th e  h i s to p a th o lo g i s t  to  r e p o r t  
su ch a tumor  fo r  an im al  X u n le s s  he  was endowe d w it h  re m ark a b le  c la ir v o y a n c e  
I  wo uld be  in te r e s te d  in  s e e in g  ev en  a s in g le  a c tu a l  ca se  whe re  IBT ca n 
do cu men t t h a t  th e  h y p o th e t ic a l  ex am pl e th e y  ga ve  h e re  has o c c u rre d  in  
r e a l i t y .  And i f  th ey  can n o t do  t h i s ,  t h e i r  h y p o th e t ic a l  ex am pl e ha s no 
v a lu e . What  i s  th e  " d i f f e r e n c e "  e r r o r s  in  m is id e n t i f y in g  a n im a ls  w it h  
tumor  ca n  "make s c i e n t i f i c a l l y " ?  U n li k e  th e  an sw er  g iv en  by  IBT here  
(" N on e" ) I  wo uld  sa y th a t  su ch " d i f f e r e n c e "  ca n be  en ormou s a s  f a r  as 
a s s e s s in g  th e  s a fe ty  o f th e  a g e n t on  t e s t .  Suppose , fo r  in s ta n c e ,  th a t  
one o r  mo re tu morou s an im a ls  re c o rd e d  in  e r r o r  a s  b e in g  su ch ha d d ie d  
n e a r th e  en d of t h e i r  l i f e s p a n ;  a l s o  as su me th a t  th e  c o r r e c t  an im a ls  
th a t  had su ch tu m or s (a nd  w hic h , a s  a conseq uen ce  o f th e  sam e e r r o r ,  a re  
n o t re c o rd e d  a s tu m o r- b e a re rs )  I n  f a c t  suc cumbed w it h  su ch  tu m ors  a t  a 
r e l a t i v e l y  e a r ly  ag e , lo ng  b e fo re  an y c o n t r o l  a n im a ls  e x h ib i t  an y tu m or s 
w h a ts o ev e r.  Co uld we n o t be  d e a l in g  h e re  w it h  a h ig h ly  p o te n t c a rc in o g e n , 
y e t th ro u g h  th e  in e p tn e s s  o f  th o s e  in v o lv e d  w it h  t h i s  S tu d y , t h i s  k in d  
o f e v a lu a t io n  ca nno t p o s s ib ly  be  made by  an yo ne ?

What IBT a r e  sa y in g  i m p l i c i t ly  th ro u g h  t h e i r  ex am ple , th ro u g h  t h e i r  
q u e s ti o n  an d an sw er  as w e ll  a s  th ro u g h  w ha t p re ced ed  th e s e  in  t h i s  
s e c t io n  ( th e  in fe re n c e  th a t  i n d iv id u a l  an im al d a ta  a r e  o f  o n ly  p e r i ­
p h e ra l i f  an y im p o rt an c e , an d t h a t  i t  i s  r a th e r  th e  t o t a l  "b od y co u n t"  
th a t  r e a l l y  m a t te r s )  b e tr a y s  to  me a b a s ic  la c k  o f a p p r e c ia t io n  a t  IBT 
o f  th e  fu n d am en ta l s c i e n t i f i c  p u rp o s e s , d e s ig n  an d e x e c u ti o n  o f a to x ic o lo g y  
s tu d y . I t  seem s to  me th a t  n o t o n ly  d id  th ey  mess up t h i s  p a r t i c u l a r  
st u d y  th ro u g h  sh e e r  c a r e le s s n e s s , la c k  o f  s u p e rv is io n  by r e s p o n s ib le  and 
co m pet en t p r o fe s s io n a l  s c i e n t i s t s ,  a c a s u a l a t t i t u d e  abo u t r e c o rd in g  
o b s e rv a t io n s , la c k  o f m ain te nance  o f  r e c o rd s  w hi ch  cou ld  a id  c l a r i f y i n g  
wh at r e a l l y  ha pp en ed  in  th e  s tu d y , e t c . ,  b u t th ey  a r e  e i t h e r  in c a p a b le  
o r u n w il l in g  to  c a r ry  ou t an y k in d  o f  s tu d y  l i k e  t h i s  in  a p ro p e r  and  
acce p te d  f a s h io n .

The  la r g e  p a ra g ra p h  on pa ge  29 o f th e  IBT re sp o n se  d e a ls  w it h  wha t I 
b e l ie v e  i s  l i k e l y  a my th a s  w e ll  a s  a f a l l a c y :  th a t  "g ro up  t e s t i n g "  and  
"g ro up  r e p o r t in g "  a r e  " g e n e ra l ly  r e c o g n iz e d  as . . . s c i e n t i f i c  r e a l i t i e s "  
and t h a t  th e  ev id en ce  fo r  t h i s  i s  " th e  p re v a le n c e  o f gr ou p c a g in g  a t  
th a t  ti m e"  (p re su m ab ly  th e  ti m e t h i s  ex p e ri m en t was c a r r ie d  o u t ) .  T h is , 
to  my v ie w , i s  u n a d u lt e ra te d  n o n se n se . I  know o f no lo n g - te rm  t o x i c i t y  
st u d y  o f  th e  k in d  we a re  d i s c u s s in g  h e r e , w heth er th e  an im a ls  w er e 
ho us ed  in d iv id u a l ly  o r in  g ro ups o r  more th an  on e to  a cag e , w he re  we 
ha ve  a c c e p te d  th e  d a ta  of  su ch  s tu d y  w it h o u t an  im p re ss io n  th a t  c o r r e c t  
in d iv id u a l  an im al d a ta  were a v a i l a b l e .  I canno t se e  an y in c o n s is te n c y  
in  a s i t u a t i o n  whe re  an im als  a r e  g ro u p -c a g ed  or g ro up-h ouse d  and t h e i r  
b e in g  s im u la tn e o u s ly  in d iv id u a l ly  i d e n t i f i e d .  In  f a c t ,  I know of s e v e ra l  
a c tu a l  s p e c i f i c  s tu d ie s  c a r r ie d  ou t on  t h i s  b a s i s .
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The bottom  th i r d  o f  pag e 29 an d th e  to p  o f  pa ge 30 in  th e  IBT re sp o n se  
r e f e r  to  a num ber  o f p ro c e d u re s  s a id  to  be  in  e f f e c t  a t  IBT a t  th e  ti m e 
o f  t h i s  s tu d y ; t h e i r  p u rp o se , we a re  b e in g  t o l d ,  wa s " p re c a u t io n a ry "  
p re su m ab ly  to  av o id  in te rg ro u p  mixup s o f  a n im a ls . My own comment on  
t h i s  i s  th a t  i f  su ch m easu re s a s  re m ov in g o n ly  on e a n im a ls  fro m i t s  ca ge 
a t  an y g iv en  tim e fro m w eig h in g  d id  n o t p re v e n t i n t r a - g r o u p  m i s i d e n t i f i ­
c a t io n  (c once ded  a s  h av in g  be en  p re s e n t  by  b o th  IBT an d Synte x) how ca n 
we be  a s su re d  th a t  d e s p i te  a l l  th e  m ea su re s l i s t e d  th e r e  by  IBT i n t e r ­
gro up mixup s o f an im a ls  co u ld  n o t hav e ta k e n  p la c e ?

The m id d le  p a ra g ra p h  on pa ge  30 s t a t e s :  " . . . t h e r e  a r e  o f  c o u rse  mo re 
c l e r i c a l  e r r o r s  th an  w er e use d as ex am pl es  in  Dr. L e v e n th a l’ s l e t t e r . "
In  a s e n s e , t h i s  i s  some k in d  o f ad m is s io n  on th e  sc ope  o f  th e  pr ob le m  
h e re ;  on  th e  o th e r  hand , I do  n o t b e l ie v e  D r.  L e v e n th a l’ s l e t t e r  had 
an y s p e c i f i c  r e fe re n c e  to  " c l e r i c a l  e r r o r s "  a s  t h i s  s ta te m e n t may im p ly .

I  do n o t ag re e  w it h  w ha t we re a d  f u r th e r  in  t h i s  p a ra g ra p h : "T he  c ru x  
o f  th e  m a t te r  l i e s ,  how ev er , in  th e  a b i l i t y  to  r a t i o n a l l y  r e c o n c i le  o r 
e x p la in  th e  obv io us cau se  o f th e  e r r o r  an d w ei gh  th e  im p l ic a t io n s  o f  th e  
c o r re c te d  d a ta  in  r e l a t i o n  to  th e  r e p o r t . "  What I  b e l i e v e  i s  th e  "c ru x  
o f  th e  m a tt e r "  h e re  i s  th e  s h e e r  w eig h t o r  ab undan ce  o f  e r r o r s  and wha t 
t h i s  sa y s  abo u t th e  r e l i a b i l i t y  of  t h i s  s tu d y . M ore over , in  th e  se n se  
t h a t  th e  im po rt an ce  o f th e s e  e r r o r s  i s  a p p a re n t ly  d is c o u n te d  o r no t 
re c o g n iz e d  (e ven  d is p u te d )  by  IBT , I  b e l ie v e  th e r e  i s  goo d re a so n  to  
q u e s t io n  th e  r e l i a b i l i t y  o f  an y o th e r  to x ic o lo g y  s tu d y  c a r r ie d  o u t by  
IB T.  And i t  i s  t h i s  k in d  o f concern  w hi ch  ha d pr om pt ed  Dr.  L e v e n th a l’ s 
l e t t e r  to  IBT in  th e  f i r s t  p la c e  -  we hav e a l r e a d y  re a c h e d  our co n- ' 
e lu s io n s  on  th e  a c c e p t a b i l i t y  o f th e  N ap ro sy n s tu d y  und er r e fe re n c e  
h e r e ;  wha t w o r r ie s  us i s  a l l  o th e r  s im i l a r  s tu d ie s  c a r r i e d  o u t by IBT.
I ,  f o r  o n e , do n o t f in d  th e  IBT re sp o n se  a s  b e in g  in  an y  way r e a s s u r in g  
i n  t h i s  r e s p e c t .

The r e s t  o f  t h i s  s e c t i o n  from  th e  bottom  o f  pa ge  30 th ro u g h  pa ge  40 
d e a ls  w it h  th e  a n a ly s i s  " to  r e s o lv e  th e  i d e n t i t y  o f  th e  an im a ls  on 
t e s t . "  T h is  e n t i r e  e f f o r t  lo o k s  re m ark ab ly  s im i l a r  to  w ha t Synte x  had  
p re s e n te d  b e fo re  us and in  w r i t in g  l a s t  A ug us t (o n w hic h  I  com mented in  
my memorandum to  you of 8 /3 0 /7 6 )  and  a g a in  l a s t  De cemb er  (o n whi ch  I 
a d d re sse d  a re q u e s te d  re v ie w  to  Dr . F in k e l on 1 /1 4 /7 7 ) . I  ca n su mmar ize 
t h i s  e n t i r e  " a n a ly s is "  o r  " r e c o n s tr u c t io n "  w it h  th e  fo ll o w in g  o b s e rv a t io n s

a) C o n tr a ry  to  w ha t IBT s t a t e  in  t h e i r  bo tt om  p a ra g ra p h  o f pa ge  30 
a s  to  wha t su ch  an  a n a ly s i s  ca n " r e a d i ly  d e te rm in e ,"  my vi ew  i s  th a t  th e  
s p e c u la t io n s  a s to  wha t w e ig h t bel onged  to  w ha t an im al on  an y g iv en  da y 
a r e  no mo re th an  th a t  -  s p e c u la t io n s .

b ) The " a d ja c e n t  cag e"  th e o ry  can n o t acco u n t f o r  th e  many an im als  
a p p a re n t ly  dy in g  r e p e a te d ly  o r  fo r  su ch  re p e a te d  d e a th s  b e in g  a s s o c ia te d  
w it h  d i f f e r e n t  s e t s  o f l e s io n s ;  nor ca n i t  acco u n t f o r  c o n f l i c t in g  
a c c o u n ts  bet w ee n d i f f e r e n t  p a th o lo g y  re c o rd s  o r  be tw ee n wha t we se e in  
i n t e r n a l  IBT su ch re c o rd s  and wh at i s  r e p o r te d  to  th e  FDA.
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c) The "adjacent cage" theory developed by Syntex and/or IBT 

cannot account for all problems on Identity of the animals on test as 
far as body weight records are concerned; witness their set of 
"irreconcilable differences."

d) As stated previously here, I cannot see how any such review by
Syntex or IBT or both can achieve what is stated in the first line of *
page 31 of the IBT response: "Our review established the fact that 
clerical errors of body weights within groups (as opposed to between groups) 
accounted for the appearance of the discrepancies in body weight, dates 
of death, multiple deaths, and animal resurrections" (my own emphasis).If all of these are ascribable to "clerical errors" and if clerical *
errors can be dismissed so lightly, what, pray, is a serious impropriety 
in any study that can be "established"(?) to be due to some reason other 
than a "clerical error"?

9. The problem with animals being weighed alive subsequent to dates
of death

The section in Dr. Leventhal's letter to IBT pertaining to this issue
lists 9 examples of animals in this category. It is significant to note
that IBT’s response on this issue (pages 41-42) addresses only these 9
animals, all chosen by us from merely the control group, and none
others. I am wondering whether they found any other animals with this
problem in this entire study and they elect not to report on these, or
they are incapable of discovering other similar cases. At any rate,
the IBT response here is completely inadequate even with respect to the
cases they choose to address. Items:

a) IBT response, paragraph 2, page 41: "According to the IBT 
report, animal 12 was a sacrificed animal; hence there could not have 
been any weighings reported after death." It is true that the IBT 
reports this as a terminally sacrificed animal but our source was pot 
the IBT report; it was rather the original body weight records we found 
at IBT. The record dated 5/15/71 shows in the weight column for this 
animal a dash and we were told at IBT that such dashes in the body 
weight records indicate that the respective animals were dead on the day 
the records were made. Indeed "neighboring" animals such as Nos. 9, 10,
11, etc. (admitted by IBT to have died previously to that date)are
indicated by similar dashes. Now, If animal 12 was not dead on 5/15/71
where was it at the time of weighing? Was it in downtown Chicago, •
taking in a movie perhaps? And, is it not true that for dates subsequent
to 5/15/71 animal No. 12, whether dead or alive, decided to rejoin its
mates, as it were?



b)  IBT re sp o n s e  (sa me  p a ra g ra p h )  a s  ab o v e : " N e it h e r  w er e th e re  an y 
re co rd ed  w eig h in g s a f t e r  th e  r e p o r te d  d e a th  o f  an im al 1 6 ."  What we s a id  
ab ov e fo r  an im al 12 i s  e s s e n t i a l l y  t r u e  a ls o  f o r  an im al 16 ex cep t th a t  
in  t h i s  c a se  i t s  "d ro p p in g  o u t"  o f  th e  w eig h t r e c o rd s  was  som ewh at mo re 
p ro lo n g ed : fro m e a r ly  F eb ru ar y  to  Ju ne 19 71 . T her e a r e  13 w ei ghin g 
re c o rd s  a v a i l a b l e  d u r in g  t h i s  i n t e r v a l  an d an im al No. 16 i s  m y s te r io u s ly  
a b se n t in  a l l  o f th e s e  on ly  to  re a p p e a r  j u s t  a s  m y s te r io u s ly  l a t e r  in  
Ju ne 19 71 .

c)  IB T’ s r e s p o n s e , l a s t  p a ra g ra p h , pa ge  41 : "Somehow th e  FDA 
makes  th e  same m is ta k e  re g a rd in g  an im a ls  21 an d 32 a s  th e y  d id  w it h  
re g a rd  to  an im a ls  12 an d 1 6 ."  IBT th e n  r e f e r s  to  ou r " la c k  o f p e r c e p t io n , 
abou t our m is le a d in g  o u rs e lv e s  an d i t  r e i t e r a t e s :  " . . . t h e r e  w er e no  
w eig h in g s re c o rd e d  a f t e r  th e  r e p o r te d  d e a th s  o f  an im a ls  12 , 16 , 21
o r 3 2 ."

For an im al 21 th e  sam e a p p l ie s  a s  wha t we in d ic a te d  f o r  an im a ls  12 an d 
16 ; t h i s  an im al "d ro pped  o u t"  o f  th e  IBT w e ig h t r e c o rd s  a f t e r  5 /2 4 /7 1  
f o r  a t  l e a s t  f iv e  s e p a ra te  w eig h in gs o n ly  to  re a p p e a r  w it h o u t e x p la n a ti o n  
on  7 /2 7 /7 1 . Animal  32 d is a p p e a re d  from  w eig h t r e c o rd s  on  4 /2 1 /7 1  o n ly  
to  make I t s  r e a p p e a ra n c e  on  4 /2 7 /7 1 .

. d ) For a n im a ls  13 , 15 , 20 , 29 , an d 31 we a r e  b e in g  r e f e r r e d  to  
some ta b le s  w he re  th e r e  a re  no  e x p la n a t io n s  g iv e n  by  IBT y e t th ey  s t a t e  
(p a ra g ra p h  3 , pa ge  4 1 ) : " I t  wo uld be  a w aste  o f wor ds  to  d e s c r ib e  them " 
(m ea ning  th e  e x p la n a t io n s )  and  ( l a s t  p a ra g ra p h , pag e 42 ) " . . . t h e r e  seem s 
to  be  no p o in t  in  u s in g  wo rds to  d e s c r ib e  th e  . . . .  e x p la n a ti o n s  a s to  
an im a ls  29 an d 3 1 ."

th e  t a b l e s  to  w hi ch  we a re  b e in g  r e f e r r e d  a re  re m ark ab ly  s im i la r  to  
th o se  p re s e n te d  to  u s by Syn te x l a s t  sum mer. I ha ve  com mented on th o se  
t a b le s  a t  le n g th  in  my memorandum to  you o f 8 /3 0 /7 6  whe re  I ga ve  many re a so n s  
fo r  my b e l i e f  th a t  S y n te x ' " a d ja c e n t cag e" th e o ry  w i l l  si m p ly  n o t was h.
I t  i s  u n c le a r  to  me a t  t h i s  p o in t w heth er IBT e n d o rse s  th e  Synte x  s p e c u la t io n s  
( th ro u g h  t h e i r  r e fe re n c e  to  "no p o in t  in  u s in g  w ord s"  o r  " i t  wo uld  be  a 
w aste  o f  w ord s" ) o r  th e y  do n o t w is h  to  a s s o c ia te  th em se lv e s w it h  t h a t  
th e o ry  th ro u g h  a p p a r e n t ly  a b s ta in in g  to  make s p e c i f i c  r e fe re n c e  to  i t .

At an y r a t e ,  th e  " a d ja c e n t  cage" h y p o th e s is  can n o t acco u n t (a s  ca n be  
p l a in ly  se en  from  th e  t a b le s  IBT in c lu d e  in  t h e i r  re sp o n se )  fo r  th e  
fo ll o w in g :

1. th e  w eig h t 840 gms re co rd ed  on 2 /4 /7 1  fo r  an im al No. 4 ; th e  " a d ja c e n t"  
an im als  (N os . 3 and  5) w er e s t i l l  a l i v e  a t  th a t  ti m e . T h is  i s  co nc ed ed
by  IBT in  p a ra g ra p h  3 o f  pa ge  41 o f  t h e i r  re sp o n s e .

2. A s im i la r  s i t u a t i o n  e x i s t s  w it h  th e  w eig h t o f  825 gms on 5 /1 5 /7 1  fo r  
an im al No. 13 — t h i s  w e ig h t seem s to  come fro m "n o w h ere ."
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•3 . O th er  w e ig h ts  u n e x p la in a b le  ev en  by th e  q u e s t io n a b le  " a d ja c e n t  cage"  
th e o ry  a r e :  a l l  th e  w e ig h ts  from  1 /2 1 /7 1  th ro u g h  8 /9 /7 1  fo r  an im al 55 
( th e r e  a re  a t  l e a s t  19 o f  th e s e  ju d g in g  m ere ly  fro m a v a i l a b l e  w ei gh t 
r e c o rd s )  and t h i s  an im al i s  in d ic a te d  a s b e in g  dea d on  1 0 /2 0 /7 0 ; th e  
w eig h t o f 550  gms re c o rd e d  on  5 /1 5 /7 1  f o r  an im al No. 71 ; th e  w eig h t o f  
745 gm s. re co rd ed  on 5 /2 4 /7 1  fo ra n im a l No. 84 ; th e  w e ig h t o f  840  gms.  
re c o rd e d  on 2 /4 /7 1  f o r  an im a l No. 88 ; th e  w eig h t o f  29 0 gm s. re co rd ed  
on  5 /2 4 /7 1  fo r  an im al No. 113 , e t c .  e t c .

In  sum mary,  IB T 's  " e x p la n a t io n s "  on  t h i s  i s s u e  a r e  n o t in  an y way 
co n v in c in g  t h a t  th e  i d e n t i t y  o f th e s e  an im a ls  was  n o t ,  to  sa y  th e  l e a s t ,  
i n  v a s t  d i s a r r a y .  Even i f  we a r e  w i l l in g  to  a c c e p t S y n te x ’ " re c o n ­
s t r u c t i o n "  h e re  (a nd  i t  i s  ab u n d a n tl y  c l e a r  t h a t  t h i s  h as no mo re th an  
q u e s ti o n a b le  m e r i t ,  a t  b e s t )  t h i s  can n o t j u s t i f y  w ha t a p p a re n t ly  wen t on 
a t  IBT d u r in g  t h i s  s tu d y : la c k  o f  co m pe te nce  an d r e l i a b i l i t y  on th e  
p a r t  o f th o se  e n t r u s te d  w ith  th e  e x e c u ti o n  o f  t h i s  s tu d y  and on th e  p a r t  
o f  t h e i r  s u p e rv is o rs  a s  w e l l  a s  a g e n e ra l  c a v a l i e r  a t t i t u d e  to w ar ds 
c o l l e c t i n g  re s e a rc h  in fo rm a t io n . Even more d i s t r e s s i n g  i s  th e  f a c t  th a t  
a t  t h i s  l a t e  d a te , lo ng  a f t e r  o u r p o in t in g  o u t to  IBT t h e i r  sh o rt co m in g s , 
th e y  seem to  be  u n w il li n g  to  be  can d id  ab o u t th e  f a c t s  a s  th e y  an d we 
know the m -  th a t  w e ig h ts  o f  l i v e  an im a ls  w er e in  f a c t  re c o rd e d  a f t e r  
IB T’ s own re c o rd s  c l e a r l y  i n d i c a t e  su ch  an im a ls  to  be  d e a d , e .g .  an im al No. 55 
d is c u s s e d  ab ove.

10. The pr ob le m  o f  ex tr em e w eig h t ch an ges  on  s u c c e s s iv e  w eig h in gs

H er e we a g a in  ha ve  a c o n c e s s io n  on th e  p a r t  o f  IBT b u t th e n  t h i s  pr ob le m  
i s  d is m is sed  by  the m on th e  gro unds t h a t  " th e  c o n c lu s io n (s )  p re se n te d  in  
th e  r e p o r t  on w eig h t g a in s  re m ai n  th e  s a m e .. ."  (p ag e 43  o f  th e  IBT 
r e s p o n s e ) .

11 . The pr ob le m  o f  two s e p a ra te  d a te s  an d two s e p a ra te  post -m ort em
ex am in a ti o n s f o r  an im a l 8 7 .

IBT on pa ge  44 o f  th e  re sp o n s e  p ro v id e s  no e x p la n a t io n  f o r  t h i s  b u t , 
a g a in , s t a t e s  t h i s  to  be  n o t " . . . m a t e r i a l  in  th e  c o n c lu s io n s  p re se n te d  
In  th e  r e p o r t"  s in c e  (g e t  t h i s )  " . . . t h e  o n ly  f in d in g  wa s a lu ng  a b s c e ss  
in  on e o f th e  a n im a ls ."  N oth in g  ne ed  be  ad de d h e re .

12 . The same pro ble m  f o r  an im al 102

We re ad  h e re  (p a ra g ra p h  1 o f  pag e 45 o f th e  IBT re sp o n s e )  t h a t :  "IB T i s  
n o t p le a se d  w it h  t h a t  f a c t ,  b u t fo r  th e  mos t p a r t  i t  can  be  r e c o n c i le d . 
E a s i ly  p e rc e iv e d  c l e r i c a l  e r r o r s  a r e  in v o lv e d  w hi ch  c a n ' t  be  o f an y r e a l  
s ig n i f ic a n c e  in  te rm s o f  th e  r e p o r t  b ecau se  n o th in g  wa s re p o r te d  ex cep t 
as to  th e  r e a l  '1 0 2 ’ ."
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S in ce  I  am s u re  t h a t  i f  I  wer e to  p a ra p h ra se  th e  r e s t  o f  t h i s  am az in g 
s to r y  w hi ch  so unds l i k e  a su sp en se  t h r i l l e r  I  wo uld n o t be b e l ie v e d , i t  i  
re p ro d u ced  h e re  v e rb a ti m :

” By r e f e r e n c e  to  th e  bo dy  w eig h t d a ta  i t  ca n be  confi rm ed  t h a t  th e  
an im al re c o rd e d  a s  b e in g  n e c ro p s ie d  on Ju n e  23 , 197 1 i s  th e  r e a l  T II  
fe m al e an im al 102. An im al 102  wa s f i r s t  u n a v a i la b le  f o r  w ei gh in g  on 
Ju ne 23 , 19 71 . T is s u e  fro m t h i s  an im al was h i s t o l o g i c a l l y  ex am in ed  an d 
r e p o r te d  in  A pp en di x I I  o f th e  r e p o r t . "

"T he  an im al re co rd ed  under *1 02 ' a s  b e in g  n e c ro p s ie d  J u ly  30 , 19 71  
h as to  be th e  o th e rw is e  l o s t  an im al 10 1.  A ni m al  101  was l a s t  w ei gh ed  on 
J u ly  27 , 197 1.  The J u ly  30 , 197 1 n ecro p sy  lo g  e n try  makes  n o te  th a t  th e  
an im al was a T II  fe m a le , w hi ch  o f  c o u rse  f i t s  an im al 10 1.  T h is  '1 0 2 ' 
co u ld  o n ly  be  an im a l 101 ."

"T he  t h i r d  ’ 102 ' was re c o rd e d  a s  a T II  m al e a l s o  n e c ro p s ie d  on 
J u ly  30 , 19 71 . In  t h i s  case  a fe m ale  numb er wa s use d ( i . e .  ’ 1 0 2 \ ) , b u t 
IBT d o e s n 't  p e r c e iv e  t h i s  a s  a se x  m ix -u p b u t r a th e r  on e o f th e  n e c ro p sy  
t e c h n ic ia n s  u s in g  th e  wro ng number on  th e  r i g h t  a n im a l.  T II  m al e a n im a l 
wa s f i r s t  a v a i l a b l e  f o r  w ei gh in g  on J u ly  27 , 19 71  so  t h i s  i s  th e  mos t 
l i k e l y  c a n d id a te  f o r  th e  t h i r d  '1 0 2 '. "

J u s t  how i t  ca n  be "co n fi rm ed "  by  r e f e r e n c e  to  bo dy  w eig h t d a ta  th a t  
th e  an im al " re c o rd e d  a s  be in g  n e c ro p s ie d  on Ju n e  24 , 19 71 " i s  th e  
" r e a l "  T II  fe m ale  an im al 10 2,  i s ,  o f  c o u rs e , n o t e x p la in e d  by  IBT.
N e it h e r  i s  i t  e x p la in e d  how th e y  ca n  d e te rm in e  t h a t  th e  t i s s u e s  h i s t o ­
l o g i c a l l y  ex am in ed  an d re p o r te d  in  A pp en di x I I  come "f ro m  t h i s "  a n im a l.  
The  f a c t  t h a t  th e  "an im al was  a T II  fe m al e w hic h o f  c o u rs e  f i t s  
an im al 10 1"  i s  r a t h e r  u n conv in cin g  s in c e  t h i s  cou ld  " f i t "  19 o th e r  
a n im a ls . How d id  an im al 101 g e t " l o s t "  anyw ay? The w eig h t r e c o rd s  
a v a i l a b l e  i n d i c a t e  to  me no su ch  l o s s .  I  do  n o t know e x a c t ly  wha t 
IBT " d o e s n 't  p e r c e iv e  a s  a se x  m ix -u p" -  I c e r t a i n l y  ca n im ag in e a l l  
k in d s  o f  se x  m ix -u p s -  and why i s  n o t th e  n e c ro p sy  te c h n ic ia n  u s in g  
th e  wr on g nu mber on  th e  r i g h t  an im al " p e rc e iv e d "  a s  a "s ex  mix-up' .'?
T he re  a re  a h o s t  o f  o th e r  q u e s t io n s  th a t  co u ld  be  as ked  h e re  b u t i t  
i s  obv io u s t h a t  an y c r e d ib le  an sw er  fro m IBT i s  n o t l i k e l y  to  em erge  
h e re .

What do  th e  IBT r e c o rd s  a c tu a l ly  in d ic a te ?

For  th e  e n t r y  made on J u ly  30 , 197 7 ( th e  on e f o r  w hi ch  IBT now sa y , 
"b u t IBT d o e s n 't  p e rc e iv e  t h i s  a s  a se x  m ix -u p b u t r a th e r  on e o f  th e  
n ec ro p sy  te c h n ic ia n  u s in g  th e  wrong num ber  on  th e  r i g h t  an im al"  and 
th en  t h a t  " t h i s  (m al e an im al  96 ) i s - t h e  m os t l i k e l y  c a n d id a te  fo r  th e  
t h i r d  '1 0 2 ', "  th e r e  a r e  2 re c o rd s  we fo un d a t  IBT :

a) th e  o r i g in a l  reco rd  ( th e  g ro ss  p a th o lo g y  s h e e t)  sa y s in  p la in  
words  o p p o s i te  th e  go na ds  fo r  t h i s  an im al "m is se x e d " ; i t  a l s o  h as 
no te d  "pneu . +3 " o p p o s i te  th e  lu n g s  and "h em ."  o p p o s it e  th e  st om ac h.
I  em phasi ze , t h i s  i s  th e  o r i g in a l  re c o rd , p re su m ably  made a t  Che tim e 
o f n e c ro p sy .
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b)  th e  n ecro p sy  lo g  e n try  fo r  7 /3 0 /7 1  sa y s  fo r  an im al 10 2:  
m ls se xed  o marke d o . Lu ngs pneu . + 3 . St om ac h hem.

What IBT r e p o r t  g ro s s ly  fo r  an im al 102 i s  j u s t  H (h em orr hag e)  f o r  
th e  lu ng  -  w hi ch  i s  c e r t a in ly  n o t in  a c c o rd  w it h  t h e i r  r e c o rd s  -  and 
f o r  an im al  96 on  w hi ch  we canno t f in d  an y re c o rd  in  th e  n ecro p sy  
lo g  an d th e r e  i s  no p a th o lo g y  s h e e t)  IBT  r e p o r t  P (p ne um on ia ) f o r  
th e  lu n g .

♦ A ll  o f t h i s  sa y s  to  me th e  fo ll o w in g : *

a ) th e  " e x p la n a ti o n "  on  an im al 102 in  IB T’ s re sp o n s e  does  n o t 
seem to  make an y se n se ;

b) ev en  i f  i t  wer e to  make s e n s e , th e  c u r r e n t  IBT e x p la n a ti o n  
fo r  t h i s  an im al I s  no t a c r e d ib le  one;

c ) ev en  i f  i t  were s o , I t  i s  s t i l l  am ply e v id e n t t h a t  th e r e  
wa s mas s c o n fu s io n  in  IBT r e c o rd s ;

d)  by  n o t r e v e a li n g  t h i s  b o n fu s io n  in  th e  o r i g in a l  r e p o r t  and
by s u b s t i t u t i n g  th e r e  f a l s e  d a ta  ( f a l s e  in  th e  se n se  t h a t  th ey  a r e  n o t 
in  acco rd  w it h  th e  d a ta  a s in  th e  I n t e r n a l  r e c o r d s ) ,  IBT ha d d ece iv ed  
t h e i r  c l i e n t ,  S y n te x , and  th ro u g h  them  th e  FDA on  th e  r e l i a b i l i t y  o f 
t h i s  s tu d y .

e)  by  n o t hav in g  re fe re n c e  to  o th e r  an im a ls  In  t h i s  s tu d y  w he re  
th e r e  w er e d e a th s  l i s t e d  on  mo re th a n  on e d a te  ( se e  H ein -G ro ss  memo­
ran dum o f  8 /1 0 /7 6 )  IBT a re  n o t b e in g  e n t i r e l y  cand id  w it h  us  on  th e  
sc ope o f t h i s  pro bl em  ev en  a t  t h i s  ti m e .

13« The  pro ble m  w it h  an im al  40  ( re c o rd e d  a s h av in g  unde rg on e a
" b le e d in g  d e a th "  a t  a tim e when  b le e d in g s  wer e n o t c a r r ie d  o u t)

The  e n t i r e  IBT re sp o n se  on t h i s  i s s u e  (p ag e 47 ) i s  re p ro d u ced  v e rb a ti m  
bel ow :

"A nimal  40  was  on t e s t  f o r  l e s s  th a n  3 mon ths an d co u ld  n o t hav e »
d ie d  a s a r e s u l t  o f b le e d in g  fo r  c l i n i c a l  c h e m is tr y  s tu d i e s .  The 
an im al w as , how ev er , n e c ro p s ie d  and wa s fo un d to  hav e c h ro n ic  t r a c h e i t i s  
an d m uri ne pn eu mon ia  which  cou ld  hav e caused  th e  p re se n c e  o f f r e s h  b lo od 
a t  d e a th . From t h i s  th e  o b se rv e r  may hav e i n a r t f u l l y  use d th e  p h ra se
'b le e d in g  d e a t h '. "  A

"No on e ca n be  su re  e x a c t ly  w ha t wa s in  th e  mind  of  th e  o b s e rv e r  . 
a t  th e  ti m e  he  w ro te  'b le e d in g  d e a t h ',  b u t i t  i s  e x tr e m e ly  d i f f i c u l t  to  
f a b r i c a te  fro m t h i s  o b sc u re  s i t u a t i o n  so m eth in g  e i t h e r  om inou s o r 
s i g n i f i c a n t . "
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• C onsi der th e  fo ll o w in g :

a)  The  o r i g in a l  re c o rd  o f g ro s s  p a th o lo g y  ex a m in a ti o n  (o ne  o f  
th e  few  th a t  w er e a v a i l a b le )  ev en  th oug h c o n ta in in g  a sp ace  fo r  d a te  
o f  d e a th , does  n o t i n d i c a t e  th e  d a te  o f  d e a th  f o r  t h i s  a n im a l.  In  
f a c t  i t  in d ic a te s  no o b s e rv a t io n s  w h a ts o ev er e x c e p t f o r  th e  w eig h t 
o f  th e  an im a l;  w r i t te n  c l e a r l y  a c ro s s  th e  to p  o f  th e  s h e e t  i s  th e  
n o ta t io n  " b le e d in g  d e a th ."

b) The  n e c ro p sy  lo g  a ls o  does n o t in d i c a t e  th e  d a te  o f d e a th  o f  
t h i s  an im al  (e ven  th ough sp ace  i s  p ro v id ed  fo r  t h i s  s p e c i f i c  i n f o r ­
m at io n  w hi ch  i s  g iv e n  f o r  mo st o th e r  a n im a ls ) . Th us  th e  e x a c t d a te
o f  d e a th  fo r  t h i s  an im al can n o t be  d e te rm in ed  by  an yone. Ju d g in g  fro m 
th e  o rd e r  o f  d e a th  ( th e  n ec ro p sy  lo g  i s  a r ra n g e d  in  m o re -o r - le s s  
c h ro n o lo g ic a l o r d e r , th ough n o t r i g i d l y  so ) on e may e s t im a te  th a t  t h i s  
an im al d ie d  so m et im e be tw ee n 1 /1 5 /7 0  an d 3 /2 4 /7 0 , i . e .  from  som ew hat  
s h o r t  o f  th r e e  m on th s to  n e a r ly  f iv e  m on th s in to  th e  s tu d y . The  o n ly  
g ro s s  ch an ges  n o te d  in  th e  necro p sy  lo g  f o r  t h i s  an im al i s  " b le e d in g  
d e a th " , th e  same a s in  .(a)  ab ove .

c)  We w er e to ld  by  IBT p e rso n n e l d i r e c t l y  in v o lv e d  in  th e s e  
s tu d ie s  th a t  th e  te rm  " b le e d in g  d e a th "  mea ns  a t  IBT th e  d e a th  o f an  
an im al w h il e  o r  v e ry  s h o r t l y  a f t e r  b e in g  s u b je c t  to  b lo od  c o l l e c t i o n .  
D uri ng  our a u d i t  on  th e  s tu d y  on I s o p r in o s in e  ( r e f e r r e d  to  s e p a ra te ly )  
we n o te d  t h a t  th e r e  wa s an  e x c e s s iv e  nu mber o f  a n im a ls  f o r  w hi ch  th e  
n o ta t io n  " b le e d in g  d e a th "  a p p e a rs , a n d , in  re sp o n s e  to  ou r s p e c i f i c  
q u e s t io n s  on t h i s ,  t h a t  wa s th e  e x p la n a t io n  fo r  t h i s  te rm  which  wa s g iv e n  
to  u s . I t  made c o n s id e ra b le  sen se  s in c e  th e  d a te s  o f  d e a th  o f many
su ch  an im a ls  c o in c id e d  w it h  th e  d a te s  o f th e  p e r io d ic  b lo od c o l l e c t i o n s .

d)  D e s p it e  wha t i s  p re s e n t  in  b o th  th e  o r i g in a l  an d t r a n s c r ib e d  
r e c o rd s  a t  IBT on th e  g ro s s  ch an ges  n o te d  f o r  t h i s  an im al ( i . e .  n o th in g  
e x cep t "b le e d in g  d e a th " )  wha t do IBT r e p o r t  in  th e  way o f g ro ss  
ch anges f o r  t h i s  an im al?  B le ed in g  d ea th ?  No, t h a t  cou ld  be  som ewhat  
e m b a rra ss in g , p a r t i c u l a r l y  s in c e  no  b le e d in g s  w er e c a r r ie d  o u t a t  th a t  
ti m e . Th ey ch o o se , in s te a d  to  r e p o r t  a p u re ly  f i c t i t i o u s  ch an ge  in
th e  lu n g s  o f t h i s  an im al -  c o n g e s ti o n .

e ) C hro n ic  t r a c h e i t i s  and  m uri ne pn eu mon ia  w er e s a id  to  ha ve  bee n 
fo un d in  t h i s  an im al o n ly  on m ic ro sco p ic  ex am in a ti o n  o f  th e  lu n g s .
N e it h e r  o f th e s e  two c o n d i t io n s  ca n cau se  " th e  p re se n c e  o f f r e s h  
e x te r n a l  b lo od a t  d e a th "  a s  m en tion ed  in  th e  IBT re s p o n s e . T h e ir  
e x p la n a t io n , t h e r e f o r e ,  o f th e  " o b s e rv e r  may ha ve  i n a r t f u l l y  us ed  th e  
p h ra se  ’b le e d in g  d e a t h " ’ , no t on ly  does  n o t make an y se n se  bu t i t  i s  
c l e a r l y  no t to  be  b e l ie v e d . .
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T h is  may be  an  "o b scu re  s i t u a t i o n "  to  IBT , b u t to  me i t  b e a r s  c o n s id e ra b le  
s i m i l a r i t y  to  th e  is s u e s  t h a t  w i l l  be d is c u s s e d  in  g r e a t e r  d e t a i l  un der  
su b s e c ti o n  (1 6)  h e r e . I  do  b e l ie v e  t h a t  t h i s  k in d  o f  pr oble m  i s  h ig h ly  
" s ig n i f i c a n t "  (IBT’s  v ie w s n o tw it h s ta n d in g  h e re )  an d th e  re a so n s  fo r  
t h i s  w i l l  be  g iv en  on ce  we re a c h  s u b s e c ti o n  (1 6 ) . W he th er  t h i s  i s  a ls o  
"o m in ou s"  o r n o t , re m ain s to  be  se en  a t  t h i s  ti m e .

14. The  pr ob le m  of th e  v a r i a b i l i t y  o f  w e ig h ts  o f an im a ls  w it h in
tr e a tm e n t g ro ups a t  an y g iv en  w ei ghin g

The IBT re sp o n se  h e re  (p ag e 48 ) c o n s i s t s  in  l i t t l e  more th an  a 
" c a te g o r ic a l  d e n ia l"  o f t h i s  c h a rg e . They c i t e  h e re  t h e i r  "e no rm ou s 
am ount of e x p e r ie n c e ,"  t h a t  wha t i s  se en  h e re  (" e x c e p t f o r  . . . i s o l a t e d  
i n s t a n c e s . . . " )  i s  to  be  e x p e c te d  and "o f no  m a te r ia l  s i g n i f i c a n c e . "
We s ta n d  by th e  s ta te m e n ts  we ha ve  made in  t h i s  r e g a rd . For  ex am pl es  
on  t h i s  i s s u e , c o n s u l t  H ein -G ro ss  memorandum o f  8 /1 0 /7 6 , pp . 6- 8 t h e r e . 
O th er  in s ta n c e s  ca n be  r e a d i l y  g le an ed  fro m th e  t a b le s  pp . 33 -4 0 
p ro v id ed  by IBT in  t h i s  re s p o n s e . The " m a te r ia l  s ig n i f i c a n c e "  o f t h i s  
i s s u e  i s  c o n tr ib u to ry  to  a l l  o th e r s  p e r ta in in g  to  th e  r e l i a b i l i t y  of  
t h i s  s tu d y .

15 . The pr ob le m  of c o n fu s io n  on th e  se x  o f some of th e  an im a ls
in  t h i s  st udy  • '

The IBT re sp o n se  to  t h i s  (p ag e  49 ) s t a r t s  w it h  some venom ( re fe re n c e s  
to  " t r a n s p a r e n t  b i a s " ,  " in n u e n d o " , " in a c c u ra c y " , " e x a g g e ra ti o n " , 
"co m b ati v e" , e t c . )  b u t th e n  th e y  g e t down to  b u s in e s s  an d ad m it  to  
th e  e x is te n c e  o f a t  l e a s t  two su ch  c a s e s .

T h e ir  " e x p la n a ti o n "  f o r  th e s e  two c a s e s  (a n im a ls  20 an d 102)  a re  
no  e x p la n a ti o n s  a t  a l l ;  th e  s o r t  o f th in g  th e y  sa y  now can n o t be  
v e r i f i e d  ev en  by the m ( e .g .  t h a t  an im al 20 i s  in  r e a l i t y  an im al  21)  
an d th e  " e x p la n a ti o n "  fo r  an im al 102  (g iv e n  under s u b s e c t io n  12)  was 
e q u a ll y  in a d e q u a te , a s we hav e a l r e a d y  seen  h e re .

16 . The  pr ob lem  w it h  th e  a u t o ly s i s  o f la r g e  nu mbe rs  o f  th e s e  an im al s

T her e i s  n o th in g  new in  th e  IBT re sp o n se  h e r e , be yo nd  some g ra tu i to u s  
re m ar ks ad d re ss ed  to  us on  " u n j u s t i f i e d  im p l ic a t io n s " , "o u t o f p la ce"  
( s ta te m e n ts ) , " e x te r n a l  p r e s s u re s "  ( in f lu e n c in g  u s ) ,  "i nco m pet en ce "
(o f  FDA re v ie w e rs ) , e t c .  w hic h  I  s h a l l  ig n o re  h e re .

T h is  is s u e  has be en  d is c u s s e d  in  d e t a i l  ( se e  my memorandum to  
D r.  F in k e l o f 1 /1 4 /7 7 ) an d , a f t e r  re a d in g  th e  c u r re n t  IBT re sp o n s e , my 
c o n c lu s io n s  a re  c o n s id e ra b ly  s t r e n g th e n e d . The  b a s is  f o r  t h i s  ca n 
be  fo un d in  th e  fo ll o w in g :
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• a ) th e  d is c u s s io n  under  s u b s e c ti o n s  13 , 13 -a nd  27 h e re ,

b) th e  IBT s ta te m e n t a t  th e  bot to m  o f  pa ge  23 : "The  f i d e l i t y  w it h  w hi ch  th e  in fo rm a ti o n  on th e  a v a i l a b le  p a th o lo g ic a l  o b s e rv a ti o n  s h e e ts  was  t r a n s f e r r e d  to  th e  a v a i l a b le  n e c ro p sy  lo g  go es  a lo ng  way to  r e a s s u re  ev ery one o f th e  f i d e l i t y  o f  o th e r  d a ta  t r a n s c r ib e d  from0 o th e r  so u rc e s  w hic h  ha pp en  to  be u n a v a i la b le . (T he  co m par is on o f  th epath o lo g y  o b s e rv a t io n  s h e e ts  w it h  th e  n ec ro p sy  lo g  r e v e a ls  a w o rd - fo r -  word a c cu ra cy  o f t r a n s c r ip t i o n . ) * '

c ) n o th in g  t h a t  I  re ad  on  pag es  51 -5 8 f o r  t h i s  s u b s e c ti o n  (1 6)•  in d u ces me to  q u e s t io n  th e  v a l i d i t y  o f  th e  a n a ly s i s  p re se n te d  in  th ememorandum to  D r.  F in k e l o f 1 /1 4 /7 7 .

I  w ould , t h e r e f o r e ,  re -e m p h asi ze  th e  re co m m en dat io n made th e r e  t h a t  th o u g h t be  g iv en  to  p ro s e c u ti o n  o f IBT a n d /o r  o th e r s .  A f i n a l  su ch  e v a lu a ti o n  sh o u ld  be  made on ly  a f t e r  p r o fe s s io n a l  co m pli an ce  o f f i c e r s  h e re  a ls o  ha d a chance  to  an a ly ze  t h i s  s i t u a t i o n  in  d e t a i l ,  re v ie w  th e  e x h ib i t s  c o l l e c te d  d u r in g  th e  In s p e c t io n , recommend w heth er a d d i t i o n a l  I n v e s t ig a t io n s  r e l a t i n g  to  in d iv id u a l  r e s p o n s i b i l i t i e s  a r e  in  o r d e r , e t c

I  wo uld a ls o  r e c a l l  h e re  th a t  Mr. Hein and I  c a l l e d  s p e c i f i c  a t t e n t i o n  to  t h i s  pr ob le m  in  ou r r e p o r t  o f 8 /1 0 /7 6  (p ag es 17 -1 9 t h e r e ) ,  an d th a t  my i n i t i a l  re co m m en da tion  to  ha ve  t h i s  i s s u e  r e f e r r e d  to  "c o m p li an ce"  fo r  t h i s  s o r t  o f  p u rp o se  was c o n ta in e d  in  a memorandum I  w ro te  on 8 /3 0 /7 6 . The ty p e  o f  a n a ly s is  p re se n te d  in  my 1 /1 4 /7 7  memorandum ca n be  Ajiewed a s  r e p re s e n t in g  in  some way wha t I b e l ie v e  a p r o fe s s io n a l  co m pli an ce  o f f i c e r  sh ou ld  ha ve  ad d re sse d  on t h i s  i s s u e ;  t h i s  sh o u ld  n o t be  ta k e n  in  an y se n se  to  i n d ic a te  th a t  I  c o n s id e r  su ch  in p u t by  Com pl ianc e p e rso n n e l no lo n g e r n e c e s s a ry . My in t e n t io n s  a re  p r e c i s e ly  th e  o p p o s i te :  l e t  the m beco me in v o lv ed  and  im merse d in  t h i s  s i t u a t i o n  (w hi ch  I  re g a rd  a s  ex tr em e ly  s e r io u s  and o f an  u n e s ti m a b le  la rg e  im pac t w it h  r e f e r e n c e  to  o th e r  s tu d ie s  co nducte d  by  IBT)  a s  so on  a s  p o s s ib le .

17 . On th e  pr obl em  o f  th e  p a th o lo g ic  v a l i d i t y  o f  l e s io n s  no te d  inde compo sed t i s s u e s

#  IBT s t a t e  in  t h e i r  re sp o n se  here  (p ag e 59) t h a t :  " P a th o lo g is t s  a rein  g e n e ra l ag re em en t th a t  pu lm on ary c o n g e s ti o n  . . .  ca n be  re co g n iz ed  In  r a t s  th a t  a r e  in  ad va nc ed  s ta g e s  o f  a u t o l y s i s . "  T h is  may be  so  b u t i t  i s  n o t th e  p o in t  made h e re  in  Dr. L e v e n th a l’ s l e t t e r .  The is s u e  i s  no t on e o f  " r e c o g n i t io n "  b u t r a th e r  o f  " v a l i d i t y "  o f t h i sA  f in d in g .

Spe ak in g a s  a p a th o lo g i s t ,  my vi ew  (w hic h , I  v e n tu re  to  sa y , w i l l  be  en dors ed  by an y com pet en t p a th o lo g is t )  i s  th a t  pu lm on ar y co n g e s ti o n  se en  in  an  an im al  t h a t  h as be en  de ad  fo r  some ti m e i s  u s u a l ly  a r t c t a c t u a l  in  th e  sen se  th a t  i t  i s  mo st l i k e ly  du e to  h y p o s ta t ic  fo rc e s  r a th e r  th an  a r e s u l t  o f an y e f f e c t s  due to  o th e r  c a u s e s . The  same i s  t r u e  o f pu lm on ary c o n g e s ti o n  in  an  an im al  (o r  human) w hi ch  h as be en  in  a s t a t e
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o f rec um be nc y fo r  some ti m e . U n le ss  an  o b se rv e r  i s  s k i l l e d  in  
mak ing th e  d i f f e r e n t i a t i o n  be tw ee n h y p o s ta ti c  an d o th e r  fo rm s of 
pu lm on ar y p a s s iv e  hyper em ia  (a nd  some e v id en ce  o f  t h i s  i s  p ro v id ed  
in  th e  d e s c r ip t io n  o f t h i s  l e s io n  by th e  p r o s e c to r  in  th e  r e p o r t  o f 
g ro s s ly  v i s ib l e  le s io n s )  t h i s  k in d  o f o b s e rv a ti o n  i s  o f  q u e s ti o n a b le  
v a lu e . From wh at I  ha ve  se e n  on th e  k in d  o f  d e t a i l  p ro v id ed  by th e  
p ro s e c to r s  in  t h i s  s tu d y  a s  w e ll  a s  th e  q u a l i t y  o f t h e i r  p ro fe s s io n a l  
s u p e rv is io n  ( i f  a n y ) , I  wou ld  doub t v e ry  much th a t  th e  p ro s e c to r s  
in  t h i s  st u d y  were aw ar e o f  th e s e  d i s t i n c t i o n s .

The g i s t  o f wh at IBT s t a t e  in  t h e i r  re sp o n se  in  t h i s  s u b s e c t io n  i s  
co m p le te ly  i r r e l e v a n t  to  o u r  concern  h e re . T h e ir  l a s t  se n te n c e  h ere  
i s  t h a t  th ey  b e li e v e  our " s c i e n t i f i c  p o in t o f  vi ew " i s  " e r ro n e o u s " .
I  wo uld d is a g re e  w it h  t h i s  c h a r a c t e r i z a t i o n .

18 . The pr ob lem w it h  an im a ls  from  whi ch  no t i s s u e s  wer e c o l le c te d
fo r  m ic ro sc op ic  e x a m in a ti o n , y e t r e p o r t s  on  su ch  ex am in a ti o n s
w er e n e v e r th e le s s  made

IBT s t a t e  th ey  know o f o n ly  on e su ch  an im al  ( i . e .  th ey  adm it  th e  
se em in g ly  im p o ss ib le , u n le s s  we hav e a n o th e r  pr ob le m  w it h  c o n fu sio n  
o f i d e n t i t y  o f th e  an im a ls  on  t e s t  o r som eone " f a b r ic a t in g "  d a ta )  
an d t h i s  i s  an im al  No. 11 9.  They s t a t e  th a t  f o r  t h i s  a n im a l,  as 
w e ll  a s  fo r  o th e r s , t h e i r  " l i f e  h i s t o r i e s  c a n 't  be  t r a c e d ."  We do 
n o t r e q u ire  t r a c in g  an y a n im a l 's  " l i f e  h i s to r y "  b u t we do  e x p ec t th a t  
no  an im al  be  re co rd ed  a s  d y in g  more th an  once , and th a t  i f  i t  i s  
s t a te d  th a t  no t i s s u e s  w er e sa m pl ed  fro m t h a t  a n im a l,  no  r e p o r t s  o f 
exam in a ti o n  o f  su ch  t i s s u e s  be p ro v id e d . T h is  i s  n o t an  u n re aso n a b le  
a t t i t u d e  on our p a r t .

In  a d d i t io n  to  an im al  119 w hic h  IBT co nc ed e to  be  in  t h i s  c a te g o ry  of  
m u l t ip le  d e a th s  (b u t on  w hi ch  th e y  d id  n o t comment under th e  
p e r t in e n t  s u b s e c ti o n s  11 an d 12 ) we fo un d a t  l e a s t  a n o th e r  on e w it h  
t h i s  pr ob le m :

An imal No. 22 i s  re c o rd e d  in  th e  n ec ro p sy  lo g  a s  b e in g  on e of  
th o se  TBD/NTT (t o o  b ad ly  de co m po se d/ no  t i s s u e s  ta k e n ) ; y e t an  IBT 
r e p o r t  on  r e s u l t s  o f h i s to p a th o lo g ic  ex am in a ti o n  o f su ch  t i s s u e s  fo r  
t h i s  an im al  ap p ea rs  in  th e  v e r s io n  su b m it te d  to  th e  FDA. For  t h i s  
an im al IBT ca nnot make ev en  th e  lame ex cu se  th e y  made fo r  No. 119 
s in c e  on ly  on e e n try  fo r  i t  a p p e a rs  in  th e  n ec ro p sy  lo g . P e rh ap s , t h i s  
i s  th e  re aso n  why IBT cou ld  n o t f in d  t h i s  an im a l.

Note a n o th e r i n t e r e s t i n g  f e a tu r e  f o r  some o f  th e s e  TBD/NTT an im als  
w hi ch  i s  s im ila r  to  some o f  o u r com ments  fo r  s u b s e c ti o n s  13 and  16:

N e it h e r  an im al  22 nor 26 has  an y s p e c i f i c  g ro ss  post -m ort em  
o b s e rv a ti o n s  re co rd ed  in  th e  n ec ro p sy  lo g . And y e t f o r  ea ch  o f th e se  
two a n im a ls , n e i th e r  o f w hi ch  i s  re co rd ed  mor e th an  onc e in  th a t  lo g , 
su ch  s p e c i f i c  g ro ss  post -m ort em  o b s e rv a ti o n s  a re  r e p o r te d  by IBT . I 
wo uld  re g a rd  t h i s  a s b e in g  o f  j u s t  a s much s ig n i f i c a n c e  a s  th e  co se  of  
an im al 40 (s u b s e c ti o n  13)  an d th a t  o f th e  TBD/TDA an im a ls  (s u b s e c ti o n  16 ).
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19 -2 1 . The pr ob le m  o f  th e  tu m or s no te d  In  th e  s tu d y  b e in g  e i t h e r  
Im p ro p erl y  r e p o r te d  o r no t r e p o r te d  ac  a l l  to  th e  FDA

IBT b eg in  th e  re sp o n se  h e re  (p ag e 61 ) by  sa y in g  th a t-  th e y  do  n o t a g re e  
v i t h  our o b s e rv a ti o n  t h a t  p a th o lo g y  f in d in g s  w er e e i t h e r  im p ro p e rl y  
r e p o r te d  to  n o t r e p o r te d  a t  a l l .  I  ha ve  comm ented e a r l i e r  in  t h i s  
memorandum on p a ra g ra p h  2 h e re  wh ose  c o n te n ts  a p p e a r  to  me a s  b e in g  
n o th in g  s h o r t  o f p r e p o s te ro u s .

P a ra g ra p h  3 c o n ta in s  a n o th e r  " s le e p e r " :  i t  r e f e r s  to  a " w e ll - re c o g n iz e d  
«  id io s y n c ra s y " :  " . . . I B T ’ s p r a c t i c e  o f  n o t r e p o r t in g  a l l  su ch  g ro ss

o b s e rv a ti o n s  o f  tu m or s u n le s s  th ey  wer e con fi rm ed  a t  n ec ro p sy  and  
h i s t o l o g i c a l l y . "  z

How "w e ll  re c o g n iz e d "  t h i s  i s  and  by whom I  do n o t kno w; r a th e r  ch an  
an  " id io s y n c ra s y "  I  wou ld  te rm  t h i s  a v e ry  s e r io u s  im p ro p r ie ty  in  a 
to x ic o lo g y  s tu d y . F a i lu r e  to  con fi rm  g ro s s  o b s e rv a t io n s  h i s t o l o g i c a l l y  
i s  d is c u sse d  b e g in n in g  w it h  p ara g ra p h  2 on pa ge  8 o f my memorandum to  
D r.  F in k e l o f 1 /1 4 /7 7 .

IBT in  t h e i r  re sp o n se  (p p . 62 -6 5) a tt e m p t to  e x p la in  t h i s  pr ob le m  b u t 
m os t o f  t h e i r  e x p la n a t io n s  do no t make an y se n se  to  me.  The se  d e t a i l s  
a t  an y r a t e  a r e  l a r g e ly  i r r e l e v a n t  s in c e  pa ge  95 o f  th e  IBT re sp o n se  
we f in d  a l i s t  o f 9 tu m ors  whi ch  IBT ad m it s wer e n o t o r i g in a l l y  r e p o r te d . 
In  a d d i t io n  to  th e s e  S y n te x  r e p o r t  a n o th e r  4 tu m or s am on gs t 4 d i f f e r e n t  
an im a ls  w hi ch  a ls o  w er e n o t  o r i g in a l l y  r e p o r te d  by IBT. Even i f  th e se  
13  a d d i t io n a l  tu m or s do  n o t  r e p re s e n t  th e  t o t a l i t y  o f  th e  tu m or s 
o b se rv ed  in  t h i s  s tu d y  w hic h  were n o t s ig n a l l e d  a s  b e in g  obse rv ed  in  th e  
IBT r e p o r t  (a nd  I  am n o t p e rs uaded  th a t  th ey  do ) th e s e  r e p re s e n t  an  
e s s e n t i a l  c o n c e ss io n  to  o u r  o b s e rv a ti o n  th a t  n o t a l l  tu m or s no te d  in  t h i s  
s tu d y  wer e o r i g in a l l y  r e p o r te d  to  u s .

2 2 . The pr ob le m  o f  th e  g ro ss  p a th o lo g y  f in d in g s  ( l e s i o n s  o th e r  th an
tu m ors ) n o t b e in g  re p o r te d  to  FDA

The IBT re sp o n se  h e re  s t a r t i n g  on pa ge  67 ad m it s  to  th e  e x is te n c e  o f 
t h i s  pr obl em  b u t , th ey  s a y , "o m is s io n s a r e  r e l a t i v e l y  few and pr ov e 
to  hav e no m a te r ia l  im pac t on  th e  c o n c lu s io n s  w ith in  th e  r e p o r t . "

•
From th e  7 ex am pl es  c i t e d  in  Dr.  L e v e n th a l 's  l e t t e r ,  IBT ad m it  t h i s  
pro ble m  i s  p re s e n t  w it h  6 o f  th e s e . IBT,  ho w ev er , make no r e fe re n c e  
to  o th e r  an im als  in  t h i s  s tu d y  w it h  e x a c t ly  th e  sam e p ro b le m , e .g . 
an im a ls  n o s . 9 , 11 , 20 , 2 4 , 54 , 66 , 71 , 10 8,  11 9,  148 to  c i t e  m er el y  
p a r t  o f th e s e . C o n v e rs e ly , IBT r e p o r t  g r o s s ly  v i s i b l e  l e s io n s  o th e r  
th a n  tu m ors  w it h o u t th e r e  b e in g  any  n o te s  on th e s e  in  su ch  o r ig in a l  
p a th o lo g y  re c o rd s  a s  a re  a v a i l a b l e ,  e .g . an im a ls  n o s . 26 , 12 0,  12 2,  71 ,
5 5 , 40 , 20 , 11 , e t c .
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On pa ge  68 IBT obse rv e  t h a t  "The  ty p e s  o f  o m it te d  l e s io n s  n o te d  (b y 
, the m)  an d t h e i r  d i s t r i b u t i o n  t o t a l l y  la c k  m a t e r i a l i t y  under th e

c ir c u m s ta n c e s ."  I  wo uld  doubt t h a t  su ch  th in g s  a s  h em o rr h ag ic  lym ph 
n o d es , pne um on ia , f a t t y  d e g e n e ra t io n  o f l i v e r ,  em physem a, hem orr hag es 
in  th e  st om ach , hem orr hag ic  a d re n a l  g la n d s  a r e  it em s th a t  " la c k  
m a t e r i a l i t y " .

IBT f u r t h e r  d is m is se  th e  im p o rt an c e  o f  th e s e  o m is s io n s  w it h  th e  
o b s e rv a t io n  th a t  " p r a c t i c a l l y  a l l  o f  th e s e  t i s s u e s . . . .w er e ex am in ed  
h i s t o l o g i c a l l y . . .  T h is  was  do ne  f o r  a l l  an im a ls  l i s t e d  w it h  th e
e x c e p ti o n  o f  o n ly  on e o b s e rv a t io n  in  an im al 25 an d an im al 5 9 ."  T h is  •
s ta te m e n t can n o t be  t r u e :  i n  th e  f i r s t  p la c e ,  th e r e  i s  a t h i r d  
e x c e p ti o n  ( s e e  th e  IBT l i s t  on  pag e 67 ) f o r  th e  lu n g  o f  an im al 86 .
S eco n d ly , i t  i s  n o t t r u e  b ecau se  th e  b la d d e r  o f  an im al 86 ( l i s t e d  a s  
hav in g  been  ex am ined  h i s t o l o g i c a l l y )  co u ld  n o t hav e bee n so  ex am ined  
s in c e  a s e c t io n  o f  t h i s  o rg an  wa s n o t  p re p a re d  -  See  th e  S y n te x  l i s t  
o f su ch  s e c t io n s .

And , f i n a l l y ,  ev en  i f  th e  s ta te m e n t  w er e t r u e ,  th e  s e c t io n s  ex am in ed  
h i s t o l o g i c a l l y  do n o t acc o u n t f o r  th e  ch anges o b se rv ed  g r o s s ly .
Exa m ples :

Ani m al  25 -  hem or rh ag e o f  c e r v i c a l  nodes  
59 -  hem or rh ag e o f  lymph  nodes  

-  e n la rg e d  th y r o id s  
• 11 3 -  n e c r o s is  o f  th e  l i v e r

122 -  f a t t y  d e g e n e ra t io n  o f th e  l i v e r
143 -  sw o ll en  an d h em o rr h ag ic  m e s e n te r ic  lym ph nodes

The se  a r e  m ere ly  a few  in s ta n c e s  w her e th e r e  i s  no  a c c o u n ta b i l i t y  o f 
ch an ges  ob se rv ed  g ro s s ly  on  m ic ro s c o p ic  e x a m in a ti o n .

In  c o n c lu s io n , I  wo uld  sa y  t h a t  even  i f  m ic ro sc o p ic  e x a m in a ti o n s  wer e 
j u s t i f i a b l e  fo r  o m is s io n s o f  g ro s s  f in d in g s  in  th e  IBT r e p o r t  (a nd  th ey  
a r e  c l e a r l y  n o t j u s t i f i a b l e )  a s u b s t a n t iv e  p o r t io n  o f  th e  re c o rd e d  
r e s u l t s  o f  su ch  ex am in a ti o n s  do es n o t  acco u n t f o r  th e  ch anges o b se rv ed  
g r o s s ly .

The IBT c o n c lu s io n s  h e re  ( t h e i r  pag e 68 ) " . . . i n  a s c i e n t i f i c  se n se
v i r t u a l l y  a l l  o f th e  f in d in g s  w er e acco u n te d  f o r  in  th e  r e p o r t , "  i s  «
si m ply  n o t  t r u e  by  an  ex tr em e ly  w id e m arg in .

23 . Th e pro ble m  th a t  IBT knew  t h e i r  r e p o r t  -would be  su b m it te d  by
S yn te x  to  th e  FDA in  su p p o r t o f  an  NPA

IBT in  t h i s  s e c t io n  of  t h e i r  re sp o n s e  (p p . 69 -7 0) g e t on t h e i r  h ig h  h o rs e  
and  as su m e a p o s tu re  o f w ra th fu l  an d s e l f - r i g h t e o u s  in d ig n a t io n :  
" d i s tu r b in g ly  b ia se d  p h ra s e s " , "u n in fo rm ed  a s id e -' ,  " p ro v o c a t iv e  p h ra s e " , 
" in e x c u s a b le " , "u nf ou nd ed  a l l e g a t i o n " ,  " r e p r e h e n s ib le " , e t c .
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F o ll ow in g  th e  use  o f  su c h  e p i th e t s  th e y  a s s e r t :  " I n  th e  v a s t  m a jo r it y  
o f  c a s e s  IBT co n d u c ts  i t s  r e s e a rc h  in  te rm s o n ly  o f  th e  p r o to c o l  w it h o u t 
s p e c i f i c  kn ow ledg e o f  th e  many d i f f e r e n t  wa ys th e  r e p o r t s  may o r may n o t 
be u s e d " . . ." IB T i s  u s u a l ly  n o t p r iv y  to  th e  c l i e n t ' s  p la n s  an d i n t e n t io n s "  
. . . . " I n  th e  c a se  o f  t h i s  s tu d y  fo r  S y n te x , IBT r e c a l l s  no  d i s c lo s u r e  by  
S ynte x  to  IBT t h a t  th e  r e p o r t  wo uld  be  su b m it te d  to  FDA. IBT was d e f ­
i n i t e l y  n o t aw ar e o f i t s  b e in g  s u b m i t t e d . . . "

E ls ew her e h e re  IBT a s k s :  "What  d id  th e  a u th o r  (o f  D r.  L e v e n th a l 's  
l e t t e r ? )  know abo u t wha t IBT knew o r  d id  n o t know in  r e l a t i o n  to  S y n te x ’ 
u se  o f th e  IBT r e p o r t?  Do es th e  FDA ha ve  ev en  a s h re d  o f  ev id en ce  
co n c e rn in g  th e  m a tt e r? "

As o u r " s h re d  o f e v id e n c e " , I  wo uld m ere ly  ap pe nd  h e re  a co py  o f  a l e t t e r  
we hav e fro m IB T’ s f i l e s  (n o te  th e  i n s p e c to r ’ s i n i t i a l s  on  i t ) .  The 
l e t t e r  i s  s e l f - e x p la n a to r y .

At th e  bottom  o f  pag e 69 o f  t h e i r  re sp o n se  IBT o b se rv e : "T he  r e p o r t  i s  
th e  p ro p e r ty  o f  th e  c l i e n t .  The  c l i e n t  may ev en  th ro w  i t  aw ay ."  I  s u s p e c t 
t h a t  th e  IBT c l i e n t  in  t h i s  c a s e , S y n te x , may now w is h  i t  wo uld ha ve  
don e p r e c i s e ly  t h a t .

2 4 . The  pr ob le m  w it h  th e  i n c o r r e c t ,  m is le a d in g  an d f a l s e  s ta te m e n ts
mad e by IBT

IB T’ s  re sp o n se  h e re  (p ag e  71 ) i s  th a t  th e r e  a r e  no  " m a te r i a l "  e r r o r s  an d 
o m is s io n s , t h a t  su ch  e r r o r s  a r e  "m in or"  and "m e a n in g le s s"  an d t h a t  " th e r e  
i s  l i t t l e  p o in t in  e i t h e r  th e  FDA o r  IBT go in g  down t h a t  ro ad  an d in  th e  
en d sp end in g  u n a f fo rd a b le  ti m e d e b a ti n g  ( t h e s e ) . "

IBT i s  f u r th e r  o f th e  o p in io n  th a t  wha t th e y  su bm it  in  t h e i r  re sp o n se s  
" f a c t u a l l y  e s t a b l i s h ( e s )  t h a t  th e  (IB T)  r e p o r t  was  a c c e p ta b le  and th a t  
i t  c a s t s  no  o b se rv a b le  sh adow ."

• 2 5 .  The  pr obl em  o f  th e  r e p o r te d  body w eig h t me ans n o t r e f l e c t i n g
th o se  fo un d in  IB T’ s re c o rd s

IB T’ s re sp o n se  h e re  (p p . 72-7 3) ac kn ow le dge s su ch d i f f e r e n c e s  bu t 
a t t r i b u t e s  th e s e  e i t h e r  to  " ro und in g  o f f  nu m be rs " o r  to  " t r a n s c r i p t i o n  
o r  c l e r i c a l  e r r o r s . "  What a r e  some o f th e s e  d i f f e r e n c e s  l i s t e d  by IBT?

405 v a . 400
389 v s . 392
254 v s . 242
247 v s . 233
433 v s . 429
440 v s . 431
419 v s . 435
261 v s . 248

As i s  t h e i r  wo nt h e r e , th e y  a d d re ss  m er el y  th e  ex am ple s g iv en  by us
an d n o t an y o th e r  d i f f e r e n c e s  which  th ey  may ha ve  e n c o u n te re d  th ro ugh  t h e i r
own a u d i t  o f  th e  d a ta .
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• Just to give one such example out of many others that could be
presented here:

The internal IBT records disclose for the weighing of
---  . --  1/30/70 (said to be that for the ninth week) the - -

following means in grams: *
Control - males 429

females 270

Low level - males 433 9-
females 267

Mid level - males 440
females 267

High level - males 419
females 261

The IBT report reveals the following weights for the
ninth week:

Control - males 364
, females 238

Low level - males 375
females 231

Mid level - males 374
females 230

High level - males 367
females 221

The IBT report also reveals that for the 11th week the means
for the control males and females were identical with those in
the internal IBT records for the 9th week, i.e. 429 and 270 gms.
respectively, as given above. What were the other values reported a
for week 11?

Low level - males 429 ’
. females 263

A.
Mid level - males 431

females 256

_ High level - males. 425 _____  . . * _
females 248

- •
Rounding-off errors? Transcription errors? Clerical eryors?

1 repeat, this was merely.one example out of the 33 weie.hin ŝ reported
by IBT. In their response they did not comment on this.

______  . . . . -
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26 . The  pro ble m  w it h  th e  m is s in g  p i t u i t a r y  g la n d  w e ig h ts

IBT co nce de  (p age  74 o f  t h e i r  re sp o n se )  t h a t  th e  w e ig h ts  o f  th e  
p i t u i t a r y  g la n d s  w er e o m it te d  fro m th e  r e p o r t .  T h ey asc ri b e  t h i s  to  
"a n o v e r s ig h t ."  They a ls o  s t a t e  t h a t  t h i s  o rg an  i s  " d i f f i c u l t  to  
al w ay s rem ove in  t o t o . ” By t h e i r  own ad m is s io n  th e y  a p p a re n t ly  m is sed  
"r em ov in g i t  in  t o t o " (4 4- 26) x 10 0/ 44 -  4 0 .9Z o f  th e  tim e fo r  w hi ch  
"n o t a lw ays"  wou ld  be  a euph em ism .

The s t a t i s t i c a l  a n a ly s is  to  whi ch  IBT r e f e r  h e re  (g iv en  in  more 
d e t a i l  on  t h e i r  pa ge  87) i s ,  a s  w it h  mos t o th e r  su ch  a n a ly s e s  o f  
v a r ia n c e  c a r r ie d  o u t by  IBT on t h i s  an d o th e r  s t u d i e s ,  c o m p le te ly  
u s e le s s .  T h is  ha d bee n p o in te d  o u t to  them  r e p e a te d ly  by  us s in c e  
A p r il  o f l a s t  y e a r . The se n se  In  w hi ch  t h i s  i s  u s e le s s  i s  t h a t  th e  ty p e  
o f  a n a ly s is  c a r r i e d  o u t by  the m doe s n o t acc o u n t f o r  th e  o rd e r in g  o f  
th e  tr e a tm e n t l e v e l s .  A cc ord in g to  t h e i r  m et hod, b o th  th e  fo ll o w in g  
s i t u a t i o n s  wou ld  g iv e  i d e n t i c a l  answ ers :

C o n tr o l 
Low le v e l  
Mid l e v e l  
High l e v e l

H y p o th e ti c a l S co re s
S i tu a t io n  A S i tu a t io n  B

0 3
1 0
2 2
3 1

when  i t  i s  c l e a r  t h a t  under  S i tu a t io n  A a d o s e - r e l a t e d ’e f f e c t  i s  
a p p a re n tl y  p r e s e n t  w h il e  in  S i tu a t io n  B t h i s  i s  n o t th e  c a s e .

As a conse quen ce  o f  t h e i r  e rr o n e o u s  s t a t i s t i c a l  a n a ly s e s  (a nd  t h i s  i s  
t r u e  o f  p r a c t i c a l l y  a n y th in g  th ey  a n a ly z e , n o t  j u s t  p i t u i t a r y  g la n d  o r  
o th e r  o rg an  w e ig h ts )  th ey  ca n s im u lt a n e o u s ly  s ig n a l  a s  " s ig n i f i c a n t "  
a s i t u a t i o n  w he re  no  to x ic o lo g ic a l ly  u s e fu l  in fo rm a ti o n  i s  In dee d 
s ig n i f i c a n t  an d c l a s s  a s " n o n - s ig n i f ic a n t"  a c a s e  whe re  in  f a c t  su ch  
s ig n i f ic a n c e  c o u ld  be  p re s e n t and d em o n s tr a te d  by  th e  u se  o f  a p ro p e r  
me tho d o f  a n a ly s i s .

27 . The pr obl em  w it h  th e  d is c re p a n c ie s  on g ro s s  p a th o lo g y  f in d in g s
bet w ee n th e  IBT r e p o r t  and t h e i r  own i n t e r n a l  re c o rd s

Here IBT ad m it  (p a ra g ra p h  1 , pa ge  77)  t h a t :  " I t  sh ou ld  be  made c l e a r  
t h a t . . . n o t  e v e ry  g ro s s  o b se rv a ti o n  en de d up in  th e  App en dix (s u b m it te d  
to  th e  FD A) ." T h is  c e r t a in ly  was n o t "ma de c l e a r "  in  th e  o r ig in a l  
IBT r e p o r t  su b m it te d  to  th e  FDA. They th en  d is c o u n t t h i s  ad m is s io n  by  
s t a t i n g :  "H ow ev er , th e  in c lu s io n  o f  t h i s  in fo rm a ti o n  doe s n o t ch an ge  
th e  c o n c lu s io n s  o f  th e  r e p o r t , "  a s  i f  t h i s  i s  a j u s t i f i c a t i o n  o f  su ch 
o m is s io n . They s t a t e  f u r th e r  t h a t :  " I t  doe s n o t d e t r a c t  fro m th e  f in d in g  
th a t  th e  stom ac h wa s th e  t a r g e t  o rg an  and  th e  p r in c ip a l  s i t e  o f th e  
to x ic  e f f e c t s  o f  th e  d ru g ."  T h is  i s  a com ple te  n o n - s e q u i tu r ; th e  
is s u e  i s  h e re  t h a t  i f  no t every  g ro ss  o b s e rv a t io n  i s  r e p o r te d , how i s  
a re v ie w er to  s a t i s f y  h im se lf  o r  v e r i f y  t h a t  th e  stom ac h i s  th e  o n ly  
su ch  p r in c ip a l  s i t e  o f  dr ug  a c ti o n ?
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The  p re v io u s  pa ge  o f IBT’ s re sp o n se  'p a g e  76)  d e a ls  w it h  th e  o th e r  
s id e  o f  t h i s  c o in :  th e  c a se  whe re  th e  r e p o r t  su b m it te d  to  th e  FDA 
r e f e r s  to  l e s io n s  which  do  n o t ap p ea r in  i n t e r n a l  IBT r e c o rd s . T her e 
a re  s e v e ra l  p ro ble m s w it h  t h i s  -

a)  IBT s t a t e  (p a ra g ra p h  1,  pa ge  4 7 ) : "G ro ss  f in d in g s  in  App en dix I I
o f  th e  r e p o r t  (su b m it te d  to  th e  FDA) in c lu d e  n o ta t io n s  whi ch  wer e made 
on  th e  ca ge c a rd s  fo r  th e  in d iv id u a l  a n im a ls ; th e r e fo r e  some o f th e s e  
f in d in g s  w er e n e v e r  no te d  on th e  n e c ro p sy  l o g ."  I  ha ve  pr ob le m s •
w it h  th e  wo rd " th e r e f o re "  h e re . A ppe ndi x I I  whi ch  l i s t s  th e  l e s io n s  
an im a l- b y -a n im a l in  num eri ca l o rd e r  c o u ld  no t ha ve  be en  p re p a re d  p r io r
to  th e  n e c ro p sy  lo g  be in g  co m ple te d  w hic h  l i s t s  th e  g ro ss  le s io n s  
in  c h ro n o lo g ic a l  o rd e r  (m o re -o r - le s s )  o f  d aces o f n e c ro p sy . I t  wo uld 
fo ll o w  th en  t h a t  th e  e x p la n a ti o n  o f f e r e d  by  IBT h e re  -  t h a t  th e  "o m is s io n s"  
fro m th e  n e c ro p sy  lo g  wer e b a la n ced  o r  j u s t i f i e d  by  th e  " in c lu s io n s "  
in  th e  App en di x -  i s  n o t l i k e l y  th e  " r i g h t "  e x p la n a t io n .

b) we hav e bee n pers uaded  by  b o th  S y n te x  an d IBT th a t  th e  n ec ro p sy  
lo g  c o n ta in e d  th e  o b s e rv a ti o n s  from  th e  ca ge  c a rd s  ( se e  p a ra g ra p h  2 
on  pa ge  16 o f  th e  IBT re sp o n se ) an d on  th e  " f i d e l i t y  o f o th e r  d a ta  
t r a n s c r ib e d  ( t o  th e  n ecro psy  lo g )  from  o th e r  so u rc e s  w hi ch  ha pp en  to  
be  u n a v a i la b le "  ( se e  bot to m  o f pa ge  23 o f  th e  IBT r e s p o n s e ) . I f  s o , 
how co u ld  th e  A pp en di x in  th e  r e p o r t  c o n ta in  in fo rm a ti o n  (f ro m  ca ge 
c a rd s )  whi ch  i s  n o t p re s e n t in  th e  n e c ro p sy  lo g?  My own s u s p ic io n  h e re  
p ro v id e s  a d i f f e r e n t  e x p la n a ti o n  w hic h  se em s f a r  mo re l i k e l y  to  me:  su ch 
In fo rm a ti o n  in  th e  App en dix ( su b m it te d  to  th e  FDA) sp ra n g  f o r th  l a r g e ly  
i f  n o t e n t i r e l y  from  th e  he ad  of w hoev er  co m piled  t h a t  A pp en di x -
Mr. P la n k , in  a l l  p r o b a b i l i t y .  Note t h a t  t h i s  s i t u a t i o n  i s  q u i t e  s im i la r  
to  t h a t  o f  th e  TBD an im als  d is c u s s e d  h e re  in  s u b s e c t io n  16 , bu t 
a d d i t io n a l  a n im a ls  were in v o lv e d : from  th e  l i t t l e  t a b le  on  pa ge  76 
o f IB T 's  re sp o n s e  o n ly  on e an im al (1 29) i s  a TBD an im a l;  th e  o th e r s  
(5 5 , 87 , 94 , 9 9 , an d 101)  a re  n o t in  t h i s  c a te g o ry . We a r e  s a y in g , 
t h e r e f o r e ,  t h a t  w ha t ap p ea rs  as a d e c e p t io n  fo r  th e  TBD an im a ls  i s  n o t 
l im i te d  m ere ly  to  th o se  in  t h a t  c a te g o ry  -  s e e  a l s o  s u b s e c t io n s  13 an d 
18 h e re .

c)  In  t h e i r  t a b l e  on pa ge  76 o f  t h e i r  r e sp o n s e  d a t e d ‘1 1 /1 1 /7 6  IBT im pl y 
th a t  wha t th e  App en di x I I  o f t h e i r  r e p o r t  c o n ta in e d  fo r  th e  s ix  
an im a ls  l i s t e d  th e r e  was  "f ro m  ca ge  c a r d s . "  Bu t how ca n th e y  r e a s s u re  
os o f  t h i s  a t  t h i s  tim e i f  th e  cag e  c a r d s  a r e  no lo n g e r  a v a i la b le ?  Have 
th ey  s u r fa c e d  in  th e  meant im e?

Fo r two  o f  th e  an im als  in  D r.  L e v e n th a l’ s l i s t  h e re  IBT ad m it  th a t  
" f o r  an im al 20  ( th e  g ro ss  f in d in g s )  w er e in a d v e r ta n t ly  r e p o r te d  to  
be  th o se  f o r  an im al 22"  (a  "s ex  m ix -u p "?  -  20 i s  a m a le , 22 a fe m ale ) 
and  th a t  f o r  an im al 18 no t a l l  f in d in g s ,  in c lu d in g  a tu m or,  were 
r e p o r te d .
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Paragraphs 2-4 of page 77 in IBT's response are puzzling: "at the time 
of preparation it was not contemplated by the author of the document 
that became Appendix II that it would become a part of the report." We 
were told by Mr. Plank, as remarked elsewhere here, that
he himself compiled Appendix II. Is he the "author" of this "document"?

At the bottom of page 77 we read, "The appendix was subsequently 
adopted by the report writer and incorporated in the report as 
Appendix II without specifically exploring its genesis with the 
author." Is the "report writer" someone other than the "author"?
The report Is said to have been "prepared" by Mr. Philip S. Smith, 
Assistant Toxicologist, Rat Toxicity, and "approved" by Mr. Plank,
Senior Group Leader, Rat Toxicity. Furthermore, the typewritten 
part of the report (last sentence, paragraph 1 on page 32) clearly 
refers to this appendix.

28. The problems with not all microscopic findings being included
in the IBT report

IBT state here (page 78 of their response) that "It is difficult 
to understand why this comment was made." They then proceed to 
discuss just the two examples given in Dr. Leventhal’s letter on 
this issue. Had they carried out a "quality control" type of audit 
on their own they would have discovered the following discrepancies 
between the pathologist's notes on microscopic findings and what is 
given in Appendix II of the report submitted to the FDA:

Animal No. Pathologist's notes Appendix II

24 no record of tissues from this animal 
having been examined microscopically

chronic tracheitis, 
chronic murine pneumonia

9 no record of tissues from this animal 
having been examined microscopically

chronic tracheitis 
chronic murine pneumonia 
aglandular stomach 
proteinaceous plug in 
prostate

• 25 no record of tissues from this animal 
having been examined microscopically

chronic murine pneumonia 
hemosiderosis of the ova:

39 severe focal gliosis not reported
A 40 no record of tissues from this animal 

having been examined microscopically
chronic tracheitis 
chronic murine pneumonia

48 Inflammation of the prostate not reported

51 severe autolysis not reported
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Animal No Pathologist ’a Appendix II

53 autolysis not reported

•54 autolysis not reported

55 chronic nephritis not reported

58 no record of tissues from this 
animal having been examined 
microscopically

chronic respiratory disease 
chronic nephritis

59 not reported by the pathologist

inflammation of prostate

necrosis and ulcers of
stomach
not reported

81 not reported by pathologist ulcers and hemorrhage of 
stomach

20 tracheitis
chronic respiratory disease 
chronic nephritis 
adenocarcinoma of mammary gland 
animal is a female (even though it 
carries a "male" number)

pneumonia
no mention of the mammary 
tumor
animal is identified as mal

83 no record of tissues from this 
animal having been examined 
microscopically

chronic tracheitis 
lymphosarcoma of the lung 
mucoid plug of the bladder

84 autolysis not reported

86 not reported by pathologist 
not reported by pathologist

pyelonephritis 
severe autolysis

chronic respiratory disease 
erosion and calcification 
(stomach)
not reported 
not reported

91 severe autolysis not reported

94 not reported by pathologist gastritis

98 skin section inadequate (for 
examination)

not reported

99 •no record of tissues from this 
animal having been examined 
microscopically

chronic tracheitis 
chronic respiratory disease 
pulmonary edema
hyperplasia of pituitary 
gland
telangiectasis of adrenal 
gland

100 not reported by pathologist 
calculi in urinary bladder 
lipoma of skin

urinary bladder calcificatii 
not reported 
not reported
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Anltnal No. Pathologist's notes Appendix II

102 pulmonary edema
not reported by pathologist
not reported by pathologist

pituitary hyperplasia 
telangiectasis of adrenal gland 
not reported by pathologist

not reported
cytoplasmic vacuoles in li 
hemorrhage and necrosis 
(stomach)
not reported 
not reported 
hypervolemia of adrenal 
gland

109 no record of tissues from this 
animal having been examined 
microscopically

no record of tissues from this 
animal having been examined 
microscopically

118 not reported by pathologist

chronic tracheitis 
chronic murine pneumonia

chronic tracheitis 
chronic murine pneumonia 
gastritis, hemorrhage and 
necrosis of the stomach 
hemosiderosis of the splee 
(illegible) lesion of kidr 
adrenal gland hyperplasia

necrosis and erosion of 
stomach

' 113

122 not reported by pathologist

severe autolysis

hemorrhage, necrosis and 
erosion of the stomach 
not reported

140 questionable thymoma not reported

143 autolysis

149 severe autolysis

*

not reported

not reported

Notes on artimal 20:

a) On page 79 of their response, IBT state (paragraph 2) that 
animal 20 is actually animal 21, but Appendix II has reference to no 
results of microscopic examinations whatsoever for animal 21,

b) On page 62 of their response, IBT state (paragraph 3) that 
animal 20 is a male control and that it yielded no tissues for micro­
scopic examination. If it yielded no such tissues how can the pathologist 
report (as he certainly did) his findings on the tissues from this 
animal?



264

-3 6A -

c) On th e  same pa ge  (b o tt o m  p a ra g ra p h ) IBT now s t a t e  th a t  
an im al 22 y ie ld e d  no t i s s u e s .  Yet  A pp en di x I I  r e p o r t s  m ic ro sc o p ic  
f in d in g s  on  su ch  t i s s u e s  w hic h  a r e  s im i la r  to  th o se  f o r  an im al 20 .
T here  I s  no  reco rd  to  i n d ic a te  t h a t  th e  t i s s u e s  o f an im al 22 were 
ex am in ed  m ic ro s c o p ic a ll y .

«
d) On pa ge  63 o f  t h e i r  r e s p o n s e , IBT s t a t e :  "T her e w er e no  g ro ss  

o b s e rv a t io n s  o f tu m or s w it h  r e s p e c t  to  e i t h e r  an im al 20 o r
an im al 2 2 ."  Ye t App en dix I I  I n d ic a te s  in  th e  "G ro ss " co lumn an  
"a den ocar ci nom a"  -  g e n e r a l ly  re c o g n iz e d  a s  b e in g  a tu m or.

*
e ) On th e  sam e pa ge  (p a ra g ra p h  2)  IBT sa y  th a t  an im al numb er 20 

wa s a c tu a l l y  an im al  numb er 21  b u t t h i s  was r e p o r te d  in  A pp en di x I I  as  
an im al 22 ; how th ey  ca n make t h i s  s o r t  o f  d e te rm in a t io n  w it h  any 
c e r t a i n t y  a t  t h i s  tim e i s  c o m p le te ly  be yo nd  my com pre hensi on .

N ote s on An imal 55 :

T h is  an im al was g iv en  a s  an  ex am pl e in  D r.  L e v e n th a l 's  l e t t e r .  In  
t h e i r  re sp o n se  (p ag e 78)  IBT s t a t e  t h a t  th e  f o c a l  c h ro n ic  n e p h r i t i s  
f o r  an im al 55 was  p re s e n te d  in  T ab le  XXIX o f th e  IBT r e p o r t .  Bu t t h i s  
t a b l e  on  pa ge  53 o f th e  IBT r e p o r t  does  n o t r e f e r  to  an im a l 55 o r  to  
an y o th e r  s p e c i f i c  an im a l,  f o r  t h a t  m a t te r . I n t e r e s t i n g l y ,  th e  ta b le  
r e f e r s  to  5 "post -m ort em " ( i . e .  th o se  dy in g  d u r in g  th e  s tu d y  a s  op po se d 
to  th o s e  k i l l e d  a t  th e  end  o f • th e  o b s e rv a t io n  p e r io d )  m ale s in  t h i s  
g ro u p . A cc ord in g to  th e  p a t h o l o g i s t ’ s n o te s  th e s e  w er e l i k e l y  m al es  
n o s . 51 , 53 , 54 , 55 , and 59. Y et  a c c o rd in g  to  A pp en di x I I  th e  
5 "p ost -m ort em " m al es  fro m t h i s  gr oup wh ose t i s s u e s  w er e ex am ined  
h i s to p a th o lo g ic a l ly  w er e n o s . 51 , 53 , 54 , 5 8 , an d 59 .

N ote s on Animal  111:

T h is  wa s th e  o th e r  an im al g iv e n  a s  an  ex am pl e fo r  t h i s  s e c t i o n  in  
D r.  L e v e n th a l’ s  l e t t e r .  IB T’ s  re sp o n s e  on pag e 78 i s  t h a t  th e r e  were 
no  m ic ro sc o p ic  f in d in g s  fo r  t h i s  a n im a l.  T h is  m a t te r  was b ro u g h t 
up a l s o  by  Synt ex  and  i t  wa s d is c u s s e d  in  my memorandum to  D r.  F in k e l 
o f 1 /1 4 /7 7 . The d i f f i c u l t y  h e re  i s  t h a t  we as su med  th a t  th e  an im al  
wh ose numb er i s  i l l e g i b l e  in  th e  p a t h o l o g i s t 's  n o te s  (b u t w hi ch  im m ed ia te ly  
p re c e d e s  no . 112) mus t be  a n im a l 111 . We a r r iv e d  a t  t h i s  p re su m pti on  
th ro u g h  a s e t  o f d e d u c ti o n s : i t  co u ld  n o t be  an im al 110 w hi ch  i s  l i s t e d  
in  A pp en di x I I  as hav in g  an  adenom a o f  th e  p i t u i t a r y  g la n d  an d had  no 
mammary ad en oca rc in om a;  i t  c o u ld  n o t be  e i t h e r  an im al 109  o r  108 s in c e  
n e i t h e r  o f  th e s e  i s  l i s t e d  in  A pp en di x I I  a s hav in g  a mammary ad en o­
ca rc in o m a. I w i l l  g ra n t  t h a t  th e r e  i s  no  goo d re a so n  why th e  an im al
w it h  th e  i l l e g i b l e  num ber  in  th e  p a t h o l o g i s t 's  n o te s  sh o u ld  be  an im al  
111  ( i t  a l s o  i s  n o t s ig n a l l e d  in  App en di x I I  a s hav in g  a mammary ad en o­
carc in om a) b u t , th e n , e x a c t ly  wha t an im al i s  i t ?



In summary, by considering the list given above, it appears that 
the reporting of histopathologic findings by IBT was not entirely 
accurate. In view of this, IBT's remark (page 78) - "it is difficult 
to understand why this comment was made" does not strike me as being 
quite appropriate.

Also note in the detailed list given in this subsection the many 
instances where autolysis (even severe autolysis) noted by the 
pathologist as an explicit finding, was not reported even once by 
IBT. Contrast this with IBT’s response (paragraph 2, page 53):
"IBT can't believe the report does not fully disclose the generalized 
experience with autolysis..." And further down in paragraph 3 of the 
same page: "And regardless of anything else which might be said, it 
is all too apparent that there was at least sufficient disclosure to 
make absurd any allegation that the presence of autolysis or lack of 
histology was affirmatively concealed or withheld."

29. The problem that the- incompleteness of the sets of tissues examined
microscopically was not reported by IBT

We are being accused here (paragraph 1 on page 79 of their response) 
by IBT to "exaggerate the impact of a question by including erroneous 
examples."

With all respect due to IBT, none of the examples given by us are 
erroneous. Appendix II (submitted to the FDA) contains a list of 
all organs and tissues for each animal which are implied to have been 
examined and found to be free of lesions. Yet some of these specific 
tissues could not possibly have been examined at the time IBT submitted 
its report since no such sections appear in the list of all sections 
prepared forus by IBT's client here, Syntex. We have not examined 
these slides, in fact we have never been priviledged to see them. Syntex 
has seen these slides and their pathologists have given us a report 
which alleges to be the sum of total slides form this study given to 
them by IBT.

From among the 9 animals about which IBT say (paragraph 2 on page 70) 
that the tissue sets are "unquestionably complete," Syntex' list shows 
the following deficiencies:

Animal 1 - parathyroid gland
Animal 12- parathyroid gland, skeletal muscle and peripheral nerve 
Animal 17- peripheral nerve
Animal 20- uterus, parathyroid gland, eye, and the tissue masses 

reported as tumorous in the IBT report.
Animal 27- either cecum or colon 
Animal 33- esophagus and parathyroid gland 
Animal 35- aorta and parathyroid gland 
Animal 36- parathyroid gland
Animal 152-esophagus, peripheral nerve and parathyroid gland

Many additional examples are given in the Hein-Gross memorandum of 
8 /1 0 /7 6 , pa ge s 29 -3 0 th e r e .
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And , in  ca se  t h i s  s t i l l  do cs  no t s u f f i c e  to  make th e  p o in t h e re , th e  
fo ll o w in g  m is s in g  t i s s u e s  a re  c l e a r ly  i d e n t i f i e d  in  th e  p a t h o l o g i s t 's  
n o te s , y e t n o t a s in g le  b le s se d  on e o f  them  i s  in d ic a te d  a s  n o t h av in g  
be en  exam ined  in  IB T 's  r e p o r t ,  s p e c i f i c a l l y .  App en di x I I :

An imal
12 -  lu ng
28 -  t r a c h e a , es oph ag us
32 -  p i t u i t a r y  g la nd
36 -  p i t u i t a r y  g la nd
39 -  p i t u i t a r y  g la nd
46 -  eso phagus,  p i t u i t a r y  g la n d
52 -  p i t u i t a r y  g la nd

.53 -  p i t u i t a r y  g la n d , a d re n a l  g la n d , th y ro id  g la nd
54 -  p i t u i t a r y  g la nd
55 -  t r a c h e a , lu n g , e so p h ag u s,  p i t u i t a r y  g la n d , a d re n a l g la n d
60 -  t r a c h e a , e sophagus,  p i t u i t a r y  g la nd
66 -  p i t u i t a r y  g la n d , th y ro id  g la n d
69 -  t r a c h e a , es oph ag us
71 -  h e a r t ,  t r a c h e a , lu n g , l i v e r ,  e sophagus,  s p le e n , k id n e y ,

p i t u i t a r y  g la nd

74 -  h e a r t ,  a o r ta ,  t r a c h e a , lu n g , l i v e r ,  to n g u e , p a n c re a s ,
eso phagus,  st om ac h,  sm a ll  i n t e s t i n e ,  ce cu m, c o lo n , s p le e n , 
lym ph no de,  k id n e y , u r in a r y  b la d d e r , o v a ry , u te r u s , 
p i t u i t a r y  g la n d , a d re n a l  g la n d , s a l iv a r y  g la n d , th y ro id  
g la n d , p a ra th y ro id  g la n d , s k e l e t a l  m u sc le , p e r ip h e ra l  n e rv e , 
s p in a l  c o rd , b r a in ,  s k in ,  thym us

75 -  p i t u i t a r y  g la nd
77 -  p i t u i t a r y  g la nd
86 -  t r a c h e a , es ophagus,  p i t u i t a r y  g la n d , a d re n a l g la n d , th y ro id  g la
94 -  p i t u i t a r y  g la n d , th y ro id  g la n d

100 -  es ophag us
105 -  es op ha gu s
114 -  p i t u i t a r y  g la nd
115 -  p i t u i t a r y  g la nd
118 -  eso phagus,  p i t u i t a r y  g la n d , th y ro id  g la nd
140 -  p i t u i t a r y  g la n d , a d re n a l  g la n d , ( in a d e q u a te  s l i d e  f o r  bo ne  raarr<
143 -  p i t u i t a r y  g la nd
149 -  p i t u i t a r y  g la nd
152 -  p i t u i t a r y  g la nd

Not  on ly  i s  an y o f t h i s  in fo rm a ti o n  w it h h e ld  fro m App en di x I I ,  b u t th e  
same i s  t r u e  fo r  th e  bo dy  of th e  IBT r e p o r t  whe re  th e  t a b le s  on h i s t o ­
p a th o lo g ic  o b s e rv a ti o n s  g iv en  on p ages 47 th ro u g h  56 im pl y th a t  a l l  
an im als  ha ve  ha d a co m par ab le  num ber  o f  t i s s u e s  ex am ined  h i s to p a th o lo g i c a l l y .
I t  i s  am ply  e v id e n t from th e  l i s t s  g iv e n  ab ov e th a t  t h i s  co u ld  no t 
p o s s ib ly  ha ve  be en  t r u e . A re fe re n c e  to  th e s e  ta b le s  i s  made in  
para g ra p h  3 o f  pa ge  79 o f Che IBT re sp o n s e .

*



267

-39-

, • The paragraph before the last on page 79 is a patent lie: "Whatever 
'lack* of information may now be suggested the same lack was obvious 
at the time the report was accepted." Inasmuch as Appendix II (the 
detailed animal-by-animal list of tissues examined microscopically 
which was submitted to the FDA) does not give the slightest hint on 
all the missing tissues identified above, and inasmuch as all this 
information was obtained by the FDA only pursuant to an inspection and 
an examination of internal records of IBT never previously submitted 
to the FDA, the value of the allegation now being made by. IBT becomes 
self-evident.

I would class the rest of the IBT response here (pages 80 through 82) 
as being completely irrelevant to the main thrust of this subsection. I 
was intrigued, however, by the fact that the second paragraph on page 81 
carried a reference to "major organs." Having been trained as a 
pathologist and having worked for many years as such without once having 
heard this notion - major organ - I wonder just what organs IBT considers 
as "major," presumably as opposed to "minor" ones.

Further in the same paragraph we read: "of the target organs (the stomach 
and kidneys) tissues from only two of the former and one of the latter 
were missing. Nowhere in the I3T report is there any kind of a hint 
in any of their conclusions that the kidney may be a target organ of 
the drug tested. I was also unable to find in the IBT report submitted 
to the FDA that two stomach (tissues) and one kidney (tissue) were 
missing.

30. The problem with IBT not reporting the inadequate eye sections
reported to them by their own pathologist

This problem is similar to the one in the subsection just preceding this 
one - Appendix II implies that all eye sections were adequate for examination 
and that the optic nerve was examined in each case. This was obviously 
not true as can be ascertained from the notes kept by IBT's pathologist. 
Fortunately, however, despite an entire page of comments in their response 
here, IBT do not dispute this issue.

'31. The general problem with the competence and performance of IBT's
pathologists

In their response here, pages 84-85, IBT appear to be chagrined over 
our criticism. They say that our "attack" on their pathologists "is 
obviously premised upon the prior enumerated IBT deficiencies which have 
already been refuted."

8 8 -9 3 8  0  -  77  -  18
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If such deficiencies as were enumerated In Dr. Leventhal's letter can be 
thought to have been successfully refuted in this entire IBT response, I 
would be the first to apologize to IBT's pathologists for the assessment 
made here; however, if there is some doubt as to whether there has been 
an effective refutation process here, I yjbuld te^d to let our criticism 
stay in place.

tfad'.: "  -tc/fa



269

N ovem ber  IS , 19 71

D r . J o e  C a la n d ra  RH -792
I n d u s t r i a l  B io -T o s t 
18 10  F r o n ta g e  Ro ad  
N o r th b ro o k , I l l i n o i s

D e e r  J o e :

I  am r e t u r n i n g  h e r e w i th  f o r  c o r r e c t i o n s  an d a d d i t i o n a l  
d a t a  a  r e p o r t  p r e p a r e d  b y  y o u r  o r g a n i z a t i o n  on  a c h r o ­
n i c  t o x i c i t y  s tu d y  in  r a t s  w it h  S y n te x  co m po un d RS 2540 .

I  am v e r y •d i s t u r b e d  a t  t h e  u n s a t i s f a c t o r y  n a t u r e  o f  t h i s  
r e p o r t .  I t  c o n t a i n s  a l a r g e  nu mbe r. o f  e r r o r s ,  d i s c r e p ­
a n c i e s  an d o m is s io n s  o f  d a t a  w h ic h  I  h av e  i n d i c a t e d  in  
r e d  th r o u g h o u t  th e  r e p o r t .  D a ta  o m it te d  w as  c l e a r l y  r e ­
q u e s te d  in  th e  o r i g i n a l  p r o to c o l  (c o p y  a t t a c h e d ) .

Fro m  p a s t  e x p e r i e n c e  I  am c o n v in c e d  t h a t  th e  r e p o r t  w ou ld  
b e  r e j e c t e d  bv  r e g u l a t o r y  a g e n c ie s  in  th e  U .S . ,  U .K ., .C a n ­
ad a  and  G er m an y.

W ou ld  you p le a s e  s e e  t h a t  th e  r e p o r t  i s  c o r r e c t e d  an d r e ­
t u r n e d  a t  th e  e a r l i e s t .

V er y  t r u l y  y o u r s ,

r

R o b e r t H i l l  
D i r e c t o r  o f

P h .D .
T o x ic o lo g y

RH: l c
E n c lo s u r e s
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MEMORANDUM DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLIC HEALTH SER VIC E 

FOOD AND  DR GC  AD MI NISTRA TIO N

TO s Dr. Marion J. Finkel, 
HFD - 100

D A T E  February the 22nd, 1977.

f r o m  : M  Adrian Gross 
HFD - 108

su bje ct: rĵ e  22-months rat study an Naprosyn carried out by Industrial Biotest (IBT)

The following is in response to your request that I ccmrent again on the subject 
under reference and that I summarize the principal problems involved here:- 

It seems to me that two main difficulties exist with this study

I) The unavailability of a substantial part of the original records of 
observations collected while this work was in progress;

II) The apparently vast amount of false information presented in the IBT 
report on that study.

The following are seme elaborations on these problems:- 

I) The lack of records

Hie significance of this is twofold

a) it may represent a violation of a published regulation; see Sec. 505 (j)l.

b) its impact (materiality) is that without such records no-one can verify 
for the purpose of authentication the reliability of the data reported by 
IBT to Syntex which IBT knew (before tlic submission of their final report)
Syntex would transmit to the FDA in support of an NDA. This becomes even 
more important for studies like the one under discussion here, where the 
quality of the reported data, judging from whatever records are available, 
is extremely undependable.

As mentioned in our memorandum of 8/10/76 an; end'd to the Estab] i shevnt 
Inspection Report, the following were said by I ? to be unavaih.:'

a) all the cage-cards which are represented by IBT and Syntex to have carried 
observations made both before and after the death of the animals on test;

b) a great part of the body-weight records collect'd periodically;

c) all original records of hematology determinations;

d) a l l  o r ig in a l re co rd s o f  bl oo d ch em is tr y  d e te m in it io n r. ;
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e) approximately 80% of the original gross pos tmortem observations.

Even seme "non-original” (derived) records kept by IDT, such as their 
"necropsy log" do not contain pertinent data for each and every animal 
alleged to have been on test.

II. False information

This main problem has several distinct aspects. One may think of "false" 
information submitted in a report as anything that can be shown to be 
different fron what is recorded as an "original" observation. For example

The IBT report states (page 60) that blood samples were "taken frcm (animals 
in) each group after 22 months of feeding...". On their next page, hewever, 
they report the hematologic values of animals nos. 13 and 31 neither of which 
survived to 22 months:- the IBT necropsy log indicates animal 13 to have 
died on 3/26/71 and animal 31 on 10/5/70 (the study was initiated on 11/25/69). 
Syntex themselves, on the basis of reviewing original body-weight records, 
indicate animal 13 to have died by 16.4 months and animal 31 by 10.4 months 
into the study, and the same can be found in an IBT ccrrauni cation to us dated 
11/11/76. Exactly the same is true of other clinical laboratory procedures 
such as blood chemistry determinations - see IBT report pages 65 and 66.

In these rather simple examples mentioned just above we are being offered, 
without question, "false" information. Yet I shall not concern myself here 
with this sort of thing which does not appear to me to be of any material 
significance in the sense that it can substantially affect the FDA review 
of this study.

Amongst the problems that I would view as "material" (in the sense described 
above) I would class all those where information convoyed to us in the IBT 
report tends to present the results of the study in a markedly different 
light than such results were in actuality. Their "materiality" can be judged 
from the answer given to a single question:- had we known the truth about 
these results, would we have reached the sane final decision as we reached 
originally - that this study was of an acceptable quality ? It is important 
to realize that such "material" false items of information can be either 
of oenmission or omission.

I have selected here three separate (though with senr? impact on each other) 
material issues of this kind as being the most important in my judgment with 
respect to the problem of false information. They are, by no means, all 
issues related to this. Although each of the three v.’ill be discussed 
separately in greater detail below, I may simply sketch their nature rather 
briefly here:-

Tlie First Issue deals with the fact that a very large number of dead animals 
on which at most a cursory post-nor tern examination was made by probably 
inexperienced and unsupervised "animal roan technicians" emd for which virtually 
no gross lesions were indicated, was not signalled ir. the IBT report submitted 
to the FDA. This emission, by itself, is highly material in the sense described 
above:- had we known this at the time of the original review, our evaluation 
wauld have been that the study was of a totally unacceptable quality.

Tli in fa ls e  in fo rm at io n (by em iss ion)  has  appare n tl y  fc v n  re in fo rc ed  by a
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purposeful act of ccrnmission:- it seems to me that the data sulmitted in the 
IBT report for this particular set of animals was not merely false but 
actually falsified with likely intent to deceive.

The Second Issue deals with the vast amount of false information contained in 
the IBT report an merely a subset of the pathology data - that part which 
is limited to the tumors elicited in the animals on test. The reasons for the 
materiality of this issue are given in greater detail below where this issue 
is discussed at greater length; such reasons are referrable to the fundamental 
importance of this particular subject.

The Third Issue addresses the apparently hopeless confusion on the identity 
of the animals on test. Again, in the sense that this very serious problem 
was not disclosed or even alluded to in the IBT report (which implies that 
the identity of each animal was known at all times) it can be viewed as an 
item of false information, an indirect misrepresentation of the true state 
of affairs at the time this study was carried out. The materiality or inportance 
of this difficulty is discussed in greater detail when this subject is reached 
here.

Finally, the last section of this memorandum contains a note on the tumorigeni- 
city (carcinogenicity) of Naprosyn as judged from the results of this particular 
study.

False Information - First Issue - The TBD animals.

This problem concerning the animals marked TBD cis well as its significance 
(materiality) was discussed at sesne length on pages 12-15 of my memorandum 
to you of 1/14/77. To recapitulate its salient features here:-

1. The term "TBD" used in the IBT necropsy log with reference to dead animals 
is an acronym which, we were told by IBT at the time of the inspection, stands 
for "too badly decomposed".

2. We are being informed separately by Syntex and by IBT that this term does 
not necessarily imply "advanced post-mortem autolysis" although it may do so.
Other "factors" governing its use are "the animal room technician's signed 
to indicate that after weighing all factors, he made the decision to necropsy 
the animal himself. Those factors include autolysis, time of day, day of 
week, numbers of dead animals, etc., but autolysis, to ba a factor, does not 
have to be in an advanced state." (Quoted portion frem paragraph 1, page 52
of IBT's ocrrmunication to FDA, 11/11/76). that this says to me is that technicians 
not ordinarily conducting necropsies decided by themselves to embark on this 
task whenever they perceived certain "factors" to be at a given state; autolysis, 
was merely one such factorumongst others.

3. Mailc advanced autolysis is a justifiable and accepted reason for carrying 
out merely a superficial examination of a carcass, autolysis of less than an 
advanced state is not such justifiable a reason for this and neither are any 
of the o U k t  "factors" mentioned above.

4. Mint is t h e  scope ol t h i s  p r o b l e m  ?  A p p e n d ix  A g i v e s  t h e  d e t a i l s  o n  t h i s : -
there are 55 entries of TBD in the necropsy log for anirol.-s in this study but 
these represent only 54 s e p a r a t e  a n i r . n l  s since two Tl>) entries are made on 
two t o  d.  les tor a single ;mir.nl - na. 136.
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These 54 animals represent almost one-half (46.55%) of the 116 animals in 
the study which were not killed at the end of the 22-months observation 
period; if we count merely the 133 animals accounted for in the IBT necropsy 
log and subtract the 44 animals killed at 22 months, the 54 TDD animals bcccme 
60.67% of all animals dying in this study and accounted for. This is hardly 
a negligible proportion, or one that may be regarded as unavoidable in the 
usual, adequately run, chronic toxicity test.

5. As can be seen in Appendix A here where all the TDD animals are listed 
individually, only one of these (Ito. 146) was indicated in the IBT necropsy 
log as having any kind of grossly visible lesions at the post-mortem examina­
tion - this was a tumor in this case. Yet as many as 48 out of these 54 TDD

> animals are listed as having sere kind of gross lesion (pneumonia or other
lung afflictions for the most part) in Appendix II of the IDT report which 
was submitted to the FDA.

6. We are being "reassured" by IBT (see their 11/11/76 caimunication to FDA, 
paragraph 3, page 23) that the necropsy log contained data transcribed frem 
other sources and by Syntex (Vol. I, paragraph 2, page 48 of their current 
submission in response to our NCH) that such transcription was made "without 
error" and that "it is highly probable that the cage card transcription (to 
the necropsy log) was equally accurate". It follows that it is not likely 
that gross pathology information on as many as 48 animals could have existed 
without this being transcribed to the necropsy log.

7. If so, the gross pathology lesions for these animals - absent from the 
necropsy log but entered into Appendix II of the IBT report submitted to the 
FDA - must be false.

8. Page 15 of my memorandum to you of 1/14/77 also discusses the possibility 
and likelihood that this kind of information was not merely false but probably 
falsified with deliberation and intent to deceive.

False Information - Second Issue - The matter of the tumors elicited in the study

In the area of pathology, the most significant aspect of any long-term 
experimental toxicity study, one of the most important features is the risk of 
neoplasia or tumor induction. This is so since most chronic or long-delayed 
effects due to a new drug can conceivably be detected in an exposed human 
population and, if so detected, the possibility of arrest or even reversal 
of suCh undesirable effects is at least possible upon cessation of exposure. 
However, this is not generally true of neoplastic conditions:- these can 
be latent for a much longer period of time (several decades) and they are 
difficult to associate with any specific etiologic agent in epidemiologic 
studies. Tire reason for this is tr. t su.ii conditions are generally very 
rare even when tire risk is incre.:: a i significantly or mny-fold over the 
"normal" background level; a contributory aspect to s.vh difficulties is 
that, unlike experimental animals, other agents to whir-r humans are being 
exposed may be responsible for certain observed increa. es in tire incidence 
of neoplasia. Most important, however, even wlren such . a g e n t s  a r e  n e v e r t h e l e s s  
d e l e c t e d  a s  c a u s i n g  a  ce.rcinogcnic re.-vase in hunaus, the arrest or reversal 
of this type of response is net attainable for nost ki. of neoplasia; 
neoplasms or tuners are defined as progressive dist.u. rices of uncontrolled 
cellular multiplication or tissue growth.
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For th es e rea son s, the matter o f tumors e li c it e d  in  any experim enta l "s af et y"  
study att a in s extra ordina ry si gn if ic an ce ; indeed, i t  can be con sid ered to  be 
the most important aspect of any long-term  expe rimenta l animal study.

A rea din g o f the  IBT repo rt on i t s  stud y wit h Naprosyn re su lt s in  a con clusion 
th at  no problems of any kin d were exp erienc ed on th is  part ic ula r as pe ct  -  the 
tum orig enic po te nt ia l o f the  agent on te s t.  Indeed, the repo rt on th is  study 
was found upon in it ia l rev iew in  the FDA to  be such th at  a conclus ion  o f "s af et y"  
from th is  po int of view was reached and the drug was approved fo r marketing.

I t  was on ly upon ins pe cti on  o f th e in te rn al  IBT rec ord s on th is  stu dy  th at  the 
FDA became aware of very  se riou s problems in  th is  area . Many o f these problems 
ar e o f c r i t ic a l  m at er ia li ty  si nc e knowledge of each of these  a t the  time of  the 
revie w would have re su lte d in  th is  stud y bein g con sidered at  le a s t non-acc epta ble 
Other such problems , altho ugh no t be ing  of c r i t ic a l  m ate ri a li ty  in  the  sense 
de scrib ed  above,  are  ne ve rthe less  o f  a t le ast pe rip he ra l such m ate ri a li ty  -  th is  
i s  in  the  sense  th at  had the  FDA had f u l l  knowledge of the se a t the time of  
revie w o f th is  study,  at le a s t cert a in  qu est ion s would have been ra ised  regarding 
i t s  r e li a b ili ty .

Below is  a summary of some of th es e problems; fo r ad di tion al  d e ta il s  as well 
as  fo r othe r issu es  re la te d to  th is  ge neral su bj ec t of tumors, pl ea se  re fe r 
to  Appendix B o f th is  memorandum.

A. M aterial  problems of gr ea t importance

1. No ori gin al post-mortem ob se rvat ions  fo r gr os sl y v is ib le  tumors or  le sion s 
li k e ly  to  be tumors by the pr os ec to rs  them selves ar e ava ilab le  (or sa id  to  be 
av ai la ble ) fo r 130 of  the  160 anim als in  th is  study.  As expla ine d pr ev ious ly, 
we di st in gu is h between "o ri gin al"  such rec ord s made by the ob servers and 
"deri ved " (tra nsc ribe d) rec ord s made by ot he rs . I t  fo llo ws  th at  the information 
pre sen ted  in  the IBT repo rt cannot now be au then tic ated  fo r each animal by 
anyone, whether in  the  FDA, or  a t  Syn tex , or  even a t IBT.

Even the most complete "deri ved " reco rd  o f such observation s (the IBT "necropsy 
log ") prese nts important problems

a) i t  has no refer en ce  to  app roxima tely  27 or ne ar ly  17% of the  animals on te st 
and, th er ef or e,  no-one can knav the date o f death fo r these  mi ssing animals, 
what was the degree o f decomposition  of th eir  ca rc as se s,  or  whethe r tliey had 
any gr oss ly  v is ib le  le si ons,  l e t  alo ne  what kin d o f le sion s th es e were;

b) at le ast s ix  animals are  li s te d  as having die d on more than one occ asi on , 
alm ost  in va riab ly  with d if fe re n t info rma tion  on gros s le sion s;

c) i t  is  of te n at varia nce  with the tumor or  sus pecte d tumor st at us presented 
in  th e IBT repo rt  submitted by Syntex to  the  FDA.

2.  Not a l l  tu to rs  pre sen t in th er e animals -  whethe r such tumors were or ig in al y 
de tected  by IBT pa th ol og ists  durin g th e ir  micro sco pic  cxemin atia ns of  tiss ues  
or  tu to rs  new acluiowladgjd by Syn tax  to  have been o r ig in a ll y  mis red -  were 
reporte d in it ia ll y  to  tiie  I-1XA. llaw la rg e is  th is  problem ? The to ta l number 
o f  tum or-l wir ing animals rep ort ed by IBT in th eir  sir.:a. iiy on page s 53-59 is  
on ly 16. Syntex  new admit th at  anim als nos. 77,  100, 20(21 ), 60, 61 , 71 , 100,
1,  12,  33, »il, 93, and 10 ’ ( i .e . 13 ti  d  ani l;'.: Is  1:. 1 tut o r s  no t o r ig in ,l ly  
l . ; r ; ? a i  t o  t h e  li'A . This. is  i;.< «

3. There is  a v iy  la rg e nu.Jvr o f 1, (r, e deta il ::  in App v.dix b e i .  )
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described grossly in such a wa y that <s-e would strongly suspect the preseiice 
of a tumor - externally visible tissue nusses, enlarged organs of different 
kinds, indolent sores, etc.; Yet, only relatively few cf tiiese were studied 
histopathologically. Even when so scadied, the gross lesion observed is 
frequently not accounted for i.e. is it a turner, a granuloma, an abscess, 
an ulcer, a hyperplastic or hypertrouiic change, a chronic inflanmatory 
reaction, the result of a circulatory prcbltw., etc.. As a result of this, 
one invariably wonders in such cases where absolutely nothing is being 
said about such lesions after microscopic examination (replying that there 
were no abnormal findings whatsoever', whether the proper section was 
collected for microscopic examination.

4. The substantial problem of the TED animals discussed under the First Issue 
here assumes great significance here dee to the superficial examination
by inexperienced and unsupervised observers of a large proportion of the 
animals on this study.

5. The proportion of animals which bad any tissues examined histopathologically 
is well under one-half. In one group of 40 animals, those exposed to the 
highest level of the agent on test, Naprosyn, no more than 6 or tS'-cô  had any 
tissues examined histopathologically. Since no final assessment of tunorigeni- 
city can be made without histopathologic examination of tissues, the 
importance of this issue is self-evident.

6. The strong evidence for the confused identity of these animals (discussed 
more amply below under the Third Issue) makes it impossible to be sure what 
animal had what tunor or tumors, when was any such tuner first observed, 
when did the tumor-bearing animal die., when did the non-tumor-bearers die, 
etc., so that a meaningful and informative statistical analysis for latency 
can be carried out.

I would conclude, therefore, that inasmuch as IBT were silent in their report 
on all the issues listed above (except no. 5) for which critical materiality 
can be assigned, and inasmuch as IBT was aware of such problems at the time 
of preparing their final report which they knew would be submitted to the 
FDA, the IBT report can be considered as containing misleading and false 
information.

I should think that Syntax, in not attempting to monitor the conduct of this 
study while it was in progress or to review the internal IBT data against 
what IBT reported to Syntex, can be viewed as being negligent in having 
submitted this false report to the IDA. On tlie odier hand, such views on 
negligence for a client of IBT's would have to be compared with the kind of 
monitoring and auditing of the raw data against IBT reports for those testing 
contracts the FDA itself has with IBT.

B. Problems of lesser materiality:-

1. The dis crepan cie s between the informat ion supplied in Append Lx II  (the  
d e ta i le d , a n ia u l- ly -a n u a il  ac co unt o r le s io n s) o f tl ie  I T re p o r t an d d ie  
Su.i.r .: y  o f  tu '. e r  f i n d h p r e s . ? : '. ;  d pa ge s 55-59 o f  I'. ia t r e p o rt  is
on? e f  th e re  p ' . c b h i t s  s i y n i f L a . . e 3k ':;  mainly in  .. ss vss in y  th e  up .- ..r en tly 
c .u e le o s  way IBT ha nd le  th e  r e s u l t s  o f th e i r  te s ti n g  c d  p o rk ii ’S a ls o  in  
tl ie  q u a l i ty  o f out: own re vi ew  sy s U y . Bad a m>ee se ar , di ng  r  vi ew  Lxecn i /;<• 
o f  mer dy  d ie  IBT re port  ( i .e .  wi i’ t f  I re  1 ne r i ! o f  L .v L .; in f.  ■ i, .! •
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not originally submitted to the NDA) perhaps most of the serious problems
listed above would have been detected through an earlier inspection; if
so, they could have possibly been corrected or, at least, another similar study
at a more reliable institution than IBT could have been undertaken and
completed before this NDA was finally approved last March. It may be worth
pointing out that a large number of this kind of problem with discrepancies
were glossed over by the reviewing pharmacologists and their supervisors *
even though they were detected by an alert Consumer Safety Officer and by
many dozens of other reviewers who are not scientifically trained in
pharmacology.

2. Fran merely the language used by the prosectors at IBT when describing rgross lesions it is anply evident, at least to me, that these people were
poorly trained and poorly, if at all, supervised by a professional 
pathologist during the conduct of their duties. At best, this is an issue 
of only peripheral materiality since the IBT report does not explicitly or 
even implicitly convey that such supervision in fact took place or that 
the prosectors were well qualified for such tasks. At its worst, however, 
this problem can assume critical proportions since it is these prosectors 
who select the tissue sarrples or blocks to be examined histopathologically 
by the professional pathologists; if there is any question on the reliability 
of these prosectors' performance, the value of the entire study vanishes 
at least as feu: cis tumorigenicity is concerned.

3. As can be seen in Appendix B here, there are many problems with Syntex' 
interpretation of these data as set forth in their section on tumors (pp.
458-464 of Volume III, Exhibit 2 of their December 1976 response to our NOH 
to withdraw approval of NDA 17-581). I should think these are not of great 
(if indeed of any) materiality here since Syntex cannot have any first-hand 
information on the data generated in this study anymore than we have, or,
for that matter, than the man in the moon. Still, a number of the conclusions 
reached by Syntex have been questioned here in Appendix B.

False Information - Third Issue - The confused Identity of the test animals.

The matter of the identity of the animals in this 22-mcnths rat study carried 
out by IBT is, to put it rather bluntly, in chaos.

Wliy is this a material issue ?

I knew of no experimental long-term study in animals such as this IBT effort, 
which has been found acceptable to the FDA where the identity of the animals 
on test was unknown or even in grave doubt. This is not without a good reason:-

Any such study has as its purpose not only the demonstration of safety for 
the agent on test but, particularly with a drug product, the characterization 
of its potential toxicity for humans. It is largely for this reason that we 
insist that such studies include a level of the agent tested which is 
sv/fic’ently high to induce such manifestations of tc: 'city. But if such
>"• 'd  s ta ti o n s  <u.i re q u ir ed , i t  i s  a ls o  c c ro n ti n l t ) . t h e  fo ll o -. iu g  ba  *k.’; wr.

a) what is the onset time of such indications of toxicity ?
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c) vhat is their persistence ?

d) what is the variability in such manifestations ?

It is elementary that none of these questions can be answered meaningfully 
if no one knows for sure which animal is which so that an entire series 
of observations repeated over the passage of time can be associated reliably 
with each animal on test. If this were not an important (material) aspect 
of such a study, it would suffice to expose the animals for approximately 
two years and then rely entirely on observations collected shortly before 
death or shortly after their death; it would also not be necessary to 
distinctly identify the individual animals in each treatment group since 
only frequency counts of various observations would be appropriate. But 
this, clearly, would not do.

There are many indications that the identity of the animals in this study 
was in vast disarray:-

a) the confusion as to the sex of sems of the animals - see Appendix B here;

b) the fact that several of the animals are indicated in internal IBT records 
to have died more than once - see Appendix B here;

c) the discrepancies over the versions of lesions between Appendix II of 
the IBT report and the surtmary of tumors noted on pages 58-59 of the same 
report or between the IBT report on one hand and the internal IBT records
on the other hand or amongst different versions of such lesions in different 
internal IBT records - see Appendix B here;

d) the excessive variability of weights recorded at a given time amongst 
animals allegedly in one treatment group - see our memorandum of 8/10/76 
appended to the EIR;

e) the excessive variability in weights recorded for individual animals 
with the passage of time - see our memorandum of 8/10/76 appended to the EIR;

f) the contention by Syntex that certain animals identified by IBT with a 
certain number ought to have been identified with a different number - see 
Appendix B here;

g) the admission by Syntex that despite their a m  best efforts they cannot 
straighten out the identity of sane of these animals - the so-called 
animals with "irreconcilable discrepancies" - see Syntex' Volume III of 
Exhibit 2 , page 79;

h) the fact that very many animals are indicated to have lx ,'y—..vights 
recorded at dates subsequent to other dates when such animals are alleged 
to have died.

In  t h e i r  at te m pts  a t  re so lv in g  o r  m in im is in g th e  d i f f i c u l t i e s  in h e re n t w ith  
th is  ver y  r e r ic u s  problem o f id e n t i ty , Sy ntex  lie.ve c . ’v. r)a\ l on vbnfc u. to  
r.!? to  be  a "g o l) n t "  i.tir- i c i .  Uho Cru .it  o f  th e i r  e f ' . r t  her e can be  t o o . i n  
pp . 53-SI3 o f th e i r  Vol iue I I I  o f  l i r h ib i t  ? . Tne c e n te r-p ie c e  o f  th i s  Sec ti on , 
i t s  main th r u s t ,  an i t  were, d e a ls  p r in e ij  o il y  w ith it em  (h) a! ove;  th in  
s t r ik e s  me as on in te re s ti n g  e x e rc is e  in  sp e cu la ti v e  re ax on iis;  b u t,  u n fe i! ;. : /  ■1



278

r a y t r  IU .I K J

not worth very much for two main reasons:-

a) at its best, it is no more than pure conjecture:

b) upon critical examination, this massive Syntex effort entitled "Animal Identity 
Resolution" has sene very serious (in fact, incapacitating) flaws of logic.

A final note on the tumorigenicity (carcinogenicity) of Naprosyn.

Consider the following:-

1) There is no meaningful distinction between the term "tumorigenicity" 
(propensity of an agent to induce only benign timers) and "carcinogenicity" • 
(propensity of an agent to induce any kind of tumors) since there is no 
known agent which upon extensive testing (in a variety of experirents, possibly 
by different methods of administration, at a variety of levels and in 
different strains of same species or in different species) can be shown to elicit 
only benign tumors. It follows, therefore, that any agent which is shown 
in same experiment to be a "tumorigen" either becomes, by definition, a 
"carcinogen" or ought to be regarded as such.

2. Let us assume that the 22-months IBT rat experiment on Naprosyn was a 
perfectly executed piece of work (this does take will-power, I admit) i.e. 
that all animals were properly identified, adequately examined, etc. Let us 
focus merely on the female animals in this study and on merely mammary tumors.
Let us further assume that the results on mammary tumors among the females 
were as presented by Syntex in their tumor summary on page 463 of Volume III 
with one exception:-: animal 21 which Syntex believe had a mammary tumor 
but which IBT state it did not - animal 21 was one of those on which no 
records (even transcribed such records ) exist in the IET necropsy log, 
and no one can tell when it died, what lesions it had on necropsy, and, of 
course, no slides or tissue sections exist for this animal. Yet Syntex 
maintain that another animal with tumors of the mammary gland (male animal 
20) really ought to be animal 21, a female. There are many other reasons 
for questioning this argument advanced by Syntex, and these can be found in 
Appendix B here.

If we eliminate, therefore, this finding of manmary neoplasia for animal 21 
as being unsubstantiated, but we accept all other manurcy tumors alleged by 
Syntex to have been found, what kind of contrcist between control and exposed 
animals emerges ? There were no animals with manmary tenors amongst the 
17 control females accounted for in IBT records, and 8 animals with mammary 
tumors amongst the 49 exposed females similarly account :d for in IET records.
Hie probability for this kind of difference under the l— pothesis of no 
increase in incidence for the test group over that in t ■ control group 
is 0.078, i.e. we have borderline significance here.

If this is judged as not qualifying for "high significance" simply because 
it does not strictly attain the p = 0.05 level usually required for this, 
additional considerations arc in orders-

3 .  l . '< 'I h e r any  p. .r i .i eeh  r  le v e l o f  s ig n if ic a n c e  i s  o r  
fu nct io n  of  two se f.- .cate c c z s id e ra ti o n s :-  th e  me gn itu  
tv tv een  two gr ou ps  be in g cc qv .r ed  and  tl ie  s iz e  o f Dies 
th e  sm al le r th i s  s iz e , tl ie  g re a te r  ihe re q u ir e d  d if fe i

■ p i t  re ac he d in  a  
o f  th e  d if fe re n c e

groups; in general, 
ice between the V. v>
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groups fo r any given leve l of sign ifi ca nc e.  For example, the  co nt ra st  examined 
above, 0/17 con tro ls versus 8/49 tes*- animals rep resents  a di ffer en ce  between 
0.00% fo r contr ols  and 16.33% fo r the  te s t animals. I f  we keep the  id en tica l 
inc idences in tlie two groups bu t ass ists  now th at  the  groups were two-lold 
la rg er , we would have a co nt ra st  of  9/14 or  0.00% po si tive  co ntro l females 
versus  16/98 or  16.33 po si tiv e te s t  ar.irrals. Note th at  had the  id en tica l 
re su lt s (0.00% and 16.33%) been obtni . in groups only 1.63 to  1.70 times 
as la rg e as those  th at  were st art ed  in  th is  experiment (20 co nt ro l females 
and 60 te s t females) th is  co nt ra st  would be very highly  si gnif ic an t a t the  
p = 0.0061 prob ab ili ty  leve l.

4. Alte rnati ve ly  we may assume th at ti m e  of  the  te s t females v/ith les ions  
sus pic iou s of  mammary neo plasia  (but which were no t examined his top ath olo gica lly ) 
-  the se are  animals nos. 69 with  a suixaitaneous lesio n (hematema ?) , 107 
rep ort ed  by IBT t o have had a mannory adenocarcir/rma (disp uted  by Syntex) and 
109 with  a subcutaneous martmary absce ss,  als o not  examined h ist op atho logi ca lly  
(see Appendix B here ) -  ought to  be gir en  sone con sid era tion. I f  a l l  thr ee  
of  the se te s t animals in fa c t had msttar y tumors the re su lti ng  observat ion  
(11/49 po si tiv e te s t animals) would, when compared to  0/17 po si tive  co nt ro ls,  
be si gn if ic an t a t the p = 0.028 pr ob ab ili ty  leve l; i f  only two of  these 
three animals were po sit ive fo r mammary tumors, the  re su lti ng  p valu e would 
be 0.039, s t i l l  high ly si gnif ic an t;  fi nall y , i f  merely one of  the  thr ee  
animals mentioned here  would be pos it iv e fo r mammary tumors, the  p value 
would be p = 0.056 i .e . very clo se  to  p = 0.050.

I  would conclude, therefo re,  th at 'w it h  ce rtain (not unreasonable) assumptions, 
bo rder lin e or  high s ta ti s ti c a l sign ifi ca nc e on the  inc rea se in  the  incidence  
of  mammary tumors (benign and malign-inc) had re su lte d in  tl ii s experiment.

Because of  th is , I should thin k th a t the  view can be en ter tai ne d th at the  
re su lt s of  th is  study indica te Naprosyn to  be a tumorigen (carcinogen) and 
th a t,  as such, i t  rep res ents an irrminer.t danger to  healt h warran ting  a prarpt 
removal from the  market.

M.
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DETAILS ON THE "TED" (TOO BADLY DECOMPOSED) ANIMALS - see IBT necropsy log

-:perim.
roup. Sex

Animal
Number

Histopath. 
Examination 
carried out

List of grossly observed lesions

in , necropsy log in Appendix II Remarks

antrol male 4 no none pnetsnonia, 
lung congestion

5 no none pneumonia, 
enlarged thyroid

10 no none pneumonia, 
enlarged spleen

13 no none pneumonia

16 no none congested lung

20 yes died twice (?) pneumonia see Appendix B

female 22 yes none hyperemia, lung, NTT (no tissues
congested, l.n., taken) animal

.23 no none
enlarged adrenal 
pneumonia, 
congested lung

26 no none pneumonia NTT animal

31 no none abscess, lung

x  level male 41 no none pneunonia
T I)

44 no nene
congested lung 
oongested lung

45 no none pneumonia

50 no none (?), lung, 
enlarged spleen

56 no none pneumonia

57. no nene none

ferule 76 no none pneumonia

d male 82 no none congested lung
svel
' II) 85 no none pneumonia

88 no none pneumonia

89 no none congest <>3 nnJ 
abscessed lung

90 no none pneumonia

9? no none piev...’ai a
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xp er im en ta l Animal
Number

H is to pat h . 
Ex am ina tion 
c a r r ie d  ou tGroup Sex

id  le v e l male 95 no
r I I ) (oon t'd )
jn tinued

fe nal e 103 no

117 no

119 ye s

120 no

ijgh le v e l male 124 no
[' I I I )

125 no

126 no

• 127 no

128 no

129 no

130 no

131 no

132 no

133 no

134 no

135 no

X 136 no
V

137 no

139 no

fem ale 142 no

144 no

146 fu ro r only

1
147 no

148 no

ISO no

L is t o f g ro ss ly  ob se rv ed  le s io n s  

in  ne crop sy  log in  Appendix I I :  Remarks

none

none

none

die d  tw ic e (?)

none

none

none

none

none

none

none

none

none

none

none

none

none

none

none

none

none

none

tumor on ly

none

none

none

aosc es se a run g

pneumonia

pneumo nia , 
co ng es te d lung  

none  * NTT an imal

pneumonia

pneum onia 
enla rg ed  sp le en  
ab sc es se d lun g

tu m or- li ke  grow th 
in  th e  lun g 
pneum onia

u lc e rs  o f stom ach

ab sc es se d lun g 

pneumonia

none

pneumonia

pneum onia

pneum onia

pneumonia

ab sc es se d and  
co ng es te d lung  

none

die d 12 /6 /69 an  
2/15 /71

none

pneumonia

tum or only

picu mo nia , 
u lc e r , stcr .och  
inc ucron ia

uh ;<vu rcd lu re

NA'lT anin ol
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• ATPEKjlX A (Continued)
His.tcpath. List of grossly observed lesions 

cperir.cntal Animal F-n.-rriration
Group Sex Number -y-rried out in necropsy log in Appendix II

igh level female 151
r III) (cant'd.)
□ntinued 157

15E

159

160

none

none

none

none

none

none

congested lung 

discolored liver 

pneumonia •

pneumonia 

abscessed lung
NTT animal

end of Appendix A
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APPENDIX B

TUMORS

CONTROL MALES -  A ll eged  to  be on t e s t :  No s. 1- 20

P ro b le m s:

1 . No path o lo g y  re c o rd s  o f  an y ki nd  on 5 an im als  (2 , 6 , 7 , 8 , and  15)

2 . TBD -  5 or 6 an im als  (4 , 5 , 10 , 13 , 16 and 20)  th ough th e  l a s t  one  
re p o rt e d  to  ha ve  d ie d  on  8 /3 /7 1  (n o t TBD) and  a ls o  on 5 /1 1 /7 1  TBD

3. No re c o rd s  on h is to p a th o lo g y  o b se rv a ti o n s  on  12 an im a ls  (2 , 4 , 5,  6,
7,  8 , 9 , 10 , 13 , 15 , 16 , 18)

4. S yn te x ' l i s t  o f s l i d e s  c o n ta in s  no s l i d e s  fo r  11 an im a ls  (2 , 4 , 5,
6 , 7 , 8 , 10 , 13 , 15 , 16 , 18).  No te th a t  th ey  in d ic a te  hav in g s l i d e s  
fo r  an im al  No. 9 bu t t h i s  i s  no t r e p o r te d  as hav in g  be en  ex am ined  by 
th e  p a th o lo g is t .

5.  a ) The IBT Summary ' am ors  l i s t s  on ly  on e c o n t r o l  m ale w it h  tu mor :
No. 20 (21 month , t e s t )  w it h  a 24 .6  gm ad en oca rc in om a of th e  
mammary g la n d .

b)  The IBT App en dix I I  f o r  an im al  No. 20 (no  tim e to  d e a th  g iv en ) 
l i s t s  no  tumor  w hats oever (g ro ss  o r  m ic ro sco p ic ) fo r  t h i s  ma le 
an im al.

c)  The h is to p a th o lo g y  n o te s  r e f e r  to  an im al  20 a s  b e in g  a fe m al e 
w it h  an  ad en oc ar ci no m a of  th e  mammary g la n d .

d)  The  n ecro psy  lo g  l i s t s  an im al  20 a s  hav in g d ie d  on 5 /1 1 /7 1  
TBD/TDA w it h  no g ro s s  le s io n s  w hat so ev er  (a p p ro x . 17 mo nths  on 
t e s t )  and  ag a in  on  8 /3 /7 1  (a ppro x . 20 mon ths on  t e s t )  w it h  
hem orr ha gic  lu n g s , a p i t u i t a r y  adenom a th e  s iz e  o f a la rg e  pe a 
and two t i s s u e  m ass es:  one  in  th e  r i g h t  a x i l l a  24 .6  gm and  one 
in  th e  lo w er  l e f t  ab do m in al  re g io n  (n o w ei ght g iv e n ) . No te th a t

\  th e  h is to p a th o lo g y  n o te s  r e f e r  to  on ly  on e tumor  f o r  t h i s  an im al.

r

t-

6 . The  nec ro psy  lo g  a ls o  r e f e r s  to  e n la rg ed  p i t u i t a r y  g la n d s  o r p i t u i t a r y  
adenom as fo r  4 an im als  n o t m en tion ed  in  e i t h e r  th e  IBT Summary of  
IB T 's  Ap pendix I I :  No s. 1,  12 , 17 , and  18 . The l a s t  one i s  am ongs t 
th o se  w it h  no s l i d e s  an d th e  f i r s t  t h r e e , a lt h o u g h  cx an fn ed , a re  no t 
m en tion ed  a t  a l l  as b e in g  ab no rm al  h i s to p a th o lo g i c a l l y .

S y n te x ' re sp o n se  to  th e  NOH now ad m it s (p . 46 4,  V ol . 37 ) th a t  th e 
p i t u i t a r y  g la n d s o f Nos. 1 and  12 c o n ta in  adenom as b u t ,  fo r  No. 17 
th ey  s t i l l  o f f e r  no d e t a i l s  on m ic ro sc o p ic  ex am in a ti o n . No a d d i t io n a l  
s e c t io n s  fo r No. 18 w ere  made an d ex am in ed .

88 -9 3 8  0  -  77 -  19
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Comments

Syn te x d is c u s s e s  some o f th e  pr oble m s w it h  an im al  20 on page  459  o f  ' 
t h e i r  Volume 3.  They sa y " . . . t h e  d a te  o f d e a th  i d e n t i f i e s  t h i s  an im al  
a s  2 1 ,"  a c o n c lu s io n  th a t  ca n be  no  mo re th an  a s p e c u la t io n . Bec au se  
o f t h i s ,  Synte x ha s im pro perl y  chose n to  d e s ig n a te  an im al  20 as 
an im al  21 in  t h e i r  ta b le  e n t i t l e d  Tumor Summary on pa ge  463 of Volum e 3 
As we s h a l l  se e  f u r th e r  be low in  th e  s e c t io n  on C o n tr o l F em al es , no 
p a th o lo gy  re c o rd s  w hats oever,  no d a te  o f d e a th  and no s l i d e s  e x i s t  fo r  
an im al  21 . T h is  h ig h ly  q u e s ti o n a b le  a s s ig n a t io n  o f a tu morou s an im al  
who se s l i d e s  a re  marke d as be in g  No. 20 to  beco me an an im al  on which  
i t  i s  n o t known when i t  d ie d , w it h  wha t g ro ss  le s io n s , and  w it h  wh at 
m ic ro sc o p ic  le s io n s  ( th e re  a re  no s l i d e s  fo r  i t )  ha s a c r u c ia l  s i g ­
n i f ic a n c e  a s to  th e  s t a t i s t i c a l  a n a ly s i s  o f th e s e  r e s u l t s .

The f a c t  th a t  " i n - l i f e "  (a n te -m ort em ) o b se rv a ti o n s  fo r  an im al  21 
In c lu d e  a tumor  and  an  open  c y s t  o f th e  ab do m in al  w a ll  (m en tio ne d on 
pa ge  459  o f S y n te x ’ Volume 3) i s  u n p e rsu a s iv e : A tum or (u n sp e c if ie d  
o th e rw is e ) i s  note d  in  th e  body-w eig h t re c o rd s  fo r  t h i s  an im al  f o r  
th e  f i r s t  ti m e on 1 /2 1 /7 1  ( a t  13 .9  m on ths in  th e  e x p e r im e n t) , th en  
ag a in  on 2 /4 /7 1  (1 4 .4  mon ths) on  2 /1 1 /7 1  (1 4 .6  m on th s) , 2 /1 6 /7 1  
(1 4 .8  m on th s) , on 3 /1 0 /7 1  (1 5 .5  m o n th s),  an  "o pe n tu m or " on 3 /1 8 /7 1  
(1 5 .8  m on th s)  and  no t th e r e a f te r  ( 4 /5 , 4 /1 3 , and  4 /2 1 /7 1 .

On 4 /2 7 /7 1  "a bdom in al  w a ll  op en " i s  b a r e ly  d i s c e rn ib le  fo r  an im al  21 
and  no o b s e rv a ti o n  o f any  le s io n  i s  made fo r  t h i s  an im al  on 5 /1 5 /7 1  
and  5 /2 4 /7 1 . An imal 21 d is a p p e a rs  fro m w ei ght re c o rd s  fro m 6 /1 /7 1  
th ro ugh  7 /1 6 /7 1  (5 w ei ghin gs on ly  to  re a p p e a r on  7 /2 7 /7 1  w it h o u t an y
o b se rv a ti o n s  on  le s io n s . At th e  n e x t w ei ghin g on 8 /9 /7 1  i t  d is a p p ea re d  
p erm anen tl y . I t  wo uld  seem , t h e r e f o r e ,  th a t  wh at was  obse rv ed  a n te ­
mor tem in  t h i s  an im al  can  h a rd ly  be  ta k en  to  ha ve  bee n a p e r s i s t e n t  
ch an ge  l a s t i n g  u n t i l  i t s  d e a th .

Much th e  same i s  tr u e  w it h  o th e r  an te -m ort em  o b s e rv a ti o n s  of  t h i s  
s o r t  f o r  o th e r  an im al s in  t h i s  s tu d y  -  se e  Sy ntex* n o te s  on pa ge  462 
o f t h e i r  vo lume 3 ( l a s t  p a ra g ra p h ) f o r  an im als  1 6 (1 5 ),  38 , 47 , 63 ,
11 3,  145 (1 4 4 ),  and  157(1 52).  S y n te x ' "a rg um en t"  th a t  th e 5 w eig h ts  
re co rd ed  fo r  an im al  20 be tw ee n 6 /1 /7 1  and  7 /1 6 /7 1  a re  r e a l l y  th e  
"m is s in g "  w eig h ts  fo r  an im al  21 i s  n o t a very  good one.  A f te r  a l l ,  
an im al  20 was "d ea d"  as o f ( a t  l e a s t )  3 /1 8 /7 1 ; why were n o t o th e r  
w e ig h ts  bet w ee n 3 /1 8 /7 1  and  6 /1 /7 1  a s s ig n e d  "w ro ng ly " from an im al  21 
to  an im al  20 and  why was th e  w eig h t o f an im al  21 o f 7 /2 7 /7 1  n o t a ls o  
" im p ro p e rl y "  ass ig n ed  to  an im al  20?

F urt h e rm o re , i f  i t  we re  t r u e  th a t  th e  f iv e  w eig h ts  fro m 6 /1 /7 1  th ro ugh  
7 /1 6 /7 1  fo r  an im al  20 r e a l l y  be lo nged  to  an im al  21 (a s Syn te x now 
s p e c u la te s )  and  i f  i t  i s  an im al  21 th a t  r e a l l y  had  " i n - l i f e "  
tu mors w hi ch  p e r s i s te d  th ro ugh  to  i t s  d e a th , why were no t su ch  
tumors s ig n a ll e d  fo r  th ese  f iv e  w e ig h ts  "w ro ng ly " ass ig n ed  to  an im al  
20?
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Syntc x in  th e i r  re sp onse  (p ag e 464 , Volume I I I )  a d d re ss  a l s o  th e  p i t u i t a r y  
adenom a th e  s iz e  of  a la rg e  pe a no te d  fo r  an im al  20 . Ho we ve r, th ey  ha ve  
no  e la b o ra t io n  fo r  t h i s  l e s io n  on  m ic ro sc o p ic  e x am in a ti o n ; th ey  a ls o  
ha ve  no comment fo r  th e  se co nd  g ro s s ly  v i s i b l e  t i s s u e  mass fo r  an im al  20 
w hic h, a s note d ab ove , th ey  choose  to  a s s ig n  to  i t  num ber  21 .

I  wo uld  su mmarize  t h i s  e n t i r e  d is c u s s io n  w it h  th e  c o n c lu s io n  th a t  
a lt h o u g h  an im al  20 ap pea re d  to  be  in e x p li c a b ly  a fe m ale , th e r e  i s  
no  a c c e p ta b le  re as on  to  a s s ig n  t h i s  an im al  to  th e  fe m al e c o n t r o l  
gr ou p a s  an im al  21 .

TUMORS

CONTROL FEMALES -  A ll e g e d  t o  be on  t e s t :  N os . 2 1 -4 0

Pro ble m s:

1.  No p a th o lo gy  re c o rd s  o f an y k in d  fo r  3 an im als  (2 1 , 29 an d 38 ).

2 . TBD -  4 an im al s (2 2 , 23 , 26 , and  31)
An im al  No. 40 re p o r te d  to  hav e d ie d  a "b le e d in g  d ea th "  a t  a 
ti m e when no b le e d in g s  wer e c a r r ie d  o u t.

3 . No re c o rd s  o f h is to p a th o lo g y  o b se rv a ti o n s  on  10 an im als
(2 1 , 22 , 23 , 24 , 25 , 26 , 29 , 31 , 38 and  4 0 ).

4 . S y n te x ’ l i s t  o f s l i d e s  does  n o t r e f e r  to  s l i d e s  fo r  8 an im a ls :
(2 1 , 22 , 23 , 26 , 29 , 31 , 38 and  4 0 ).  No te th a t  th ey  in d ic a te  
h av in g  s l i d e s  fo r  an im als  24 and 25 bu t th e s e  a re  n o t r e p o r te d  
a s  hav in g  be en  exam ine d by  th e  p a th o lo g is t .

5 . The  1BT summary of tu m or s l i s t s  a s in g le  an im al  w it h  a tumor  -  
n o . 39 w it h  an  ad en oc ar ci no m a o f th e u te r u s . Ye t App en dix I I  
o f  IBT l i s t s  no su ch  tumor  fo r  t h i s  an im al;  in s te a d  i t  l i s t s  
f o r  an im al  no . 22 an  ad en oc ar ci nom a w it h  se v e re  in fl am m ati on  and  
n e c r o s is  a t  an  u n sp e c if ie d  s i t e .  The in t e r n a l  IBT re c o rd s  l i s t :
a )  f o r  an im al  22 no g ro ss  l e s io n s  w hats oever a re  re co rd ed  

s in c e  t h i s  i s  a TBD an im a l.

b ) th e  p a th o lo g i s t 's  n o te s  ha ve  no r e fe re n c e  w hats oever to
an y m ic ro sc o p ic  f in d in g s  fo r  an im al  22 fo r  which  s l i d e s  were 
n o t p re p a re d .

c ) In  t h e i r  re sp onse  (p ag e 46 3,  Volume I I I )  Syn te x does  no t 
p re s e n t th e tum or no te d  in  th e  IB T 's  App en dix I I  in  an im al 22 , 
a lt h o u g h  th ey  r e f e r  to  t h i s  tum or on pa ge  459 o f th e  same 
vo lume.  A ltho ug h IBT ha d s ig n a ll e d  mammary ad en oca rc in om as  
fo r  an im al s 20 and 22 , Synte x  a p p a re n tl y  ch oose s to  ig n o re  
th e s e  and  m a in ta in  t h a t  an im al  21 had su ch  a tumor  -  r e f e r
to  t h i s  d i s c u s s io n  a l s o  u n d e r C o n tr o l M ale s .

An e x a m in a ti o n  o f  th e  w e ig h t ta b le .- : p re p a re d  by  S y n te x  r e v e a l s  
t h a t  i t  i s  n o t p o s s i b l e  f o r  an im a l 22 to  have b een  c o n fu s e d  
w it h  a n im a l 21 s in c e  22 d id  n o t d i e  t i l  n e a r  th e  en d o f  th e  

e x p e r im e n t .
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6.  IBT’ s Ap pend ix I I  a ls o  l i s t s  3 p i t u i t a r y  adenom as fo r  an im al s 
30 , 33 , and  35 ( a l l  th re e  on ly  g ro s s ly  bu t n o t m ic ro s c o p ic a ll y ) ; 
none  o f th e s e  3 tu m or s we re  no te d  in  IBT’ s summary of tu mors on 
pa ge  58 o f t h e i r  r e p o r t ;  th e  p a th o lo g i s t 's  n o te s  in d ic a te  th e  
p i t u i t a r y  g la n d s  o f  th e s e  th r e e  an im als  to  hav e be en  no rm al  on 
h is to p a th o lo g ic  ex am in a ti o n ; Syn te x in  t h e i r  re sp o n s e , on th e
o th e r  han d in d ic a te  th e  p i t u i t a r y  g la nd  o f no . 33 to  ha ve  be en  *
an  adenoma on m ic ro sco p ic  d ia g n o s is  b u t th e r e  i s  no comment on
th e  le s io n s  o b se rv ed  g ro s s ly  fo r  th e  p i t u i t a r y  g la n d s o f an im als  30
and  35 . ,

7 . IBT’ s necr opsy  lo g  re v e a ls  th a t  an im al  25 ha d an  a d re n a l gl an d •
hem or rh ag ic  and e n la rg e d  3 ti m e s . T h is  an im al i s  no t re cord ed

• a s hav in g t i s s u e s  exam ined  h i s to p a th o lo g ic a l ly  ev en  thou gh  s l id e s  
on i t  we re  p re p a re d . In  t h e i r  re sp o n se , (p ag e 46 4,  Volume I I I )
Sy nt ex  in d ic a te s  no  s e c t io n  o f th e  a d re n a l i s  a v a i la b le  which  i s  
c o n s is te n t  w it h  t h e i r  l i s t  o f s l i d e s  fo r  t h i s  an im al.

LOW LEVEL MALES -  A ll eged  to  be  on t e s t  No s. 41- 60

Pro bl em s:

1.  No p a th o lo gy  re c o rd s  o f an y k in d  fo r  4 a n im a ls  (4 2 , 43 , 47 , and 
49)

2.  TBD -  6 an im a ls  (4 1 , 44 , 45 , 50 , 56 , and  57)

3.  No re c o rd s  o f h is to p a th o lo g ic  o b s e rv a ti o n s  f o r  11 an im al s 
(4 1 , 42 , 43 , 44 , 45 , 47 , 49 , 50 , 56 , 57 , and 58)

4.  S yn te x ’ l i s t  o f  s l i d e s  c o n ta in s  no s l i d e s  f o r  ea ch  o f th e 11 an im als  
l i s t e d  j u s t  above.

5.  IBT ’ s necr opsy  lo g  in d ic a te s  th e  l i v e r  f o r  an im al 53 to  ha ve  be en  
sw ollen  -  t h i s ,  ho w ev er , i s  no t e la b o ra te d  up on  in  th e  p a th o lo g i s t 's  
n o te s  fo r  t h i s  an im a l.  Syn te x in  t h e i r  re sp o n se  do n o t ad d re ss  
t h i s  is s u e  in  t h e i r  s e c t io n  on tu m or s in  Volume I I I .

V J 6  Synte x , in  t h e i r  re sp o n se  (p ag e 46 3,  Volume I I I )  in d ic a te  a
lymphosa rco ma  of a lymph node  fo r  an im al  No. 60 ; y e t th e re  i s  
no su ch  in fo rm a ti o n  g iv en  in  th e  IBT p a t h o l o g i s t 's  o r ig in a l  n o te s  
fo r  t h i s  an im a l.

7. IBT ’ s necro psy  lo g  in d ic a te s  a f a t t y - l i k e  gr ow th  in  th e  l e f t
a x i l l a  f o r  an im al  number 59 . No e la b o ra t io n  on t h i s  i s  g iv en  by 
th e  p a th o lo g is t  in  h is  n o te s  on th e  h is to p a th o lo g ic  ex am in at io n  
o f t i s s u e s  fo r  t h i s  an im al.  Syn te x m en ti ons t h i s  prob lem on pa ge  
45 9,  Volume I I I  o f  t h e i r  re sp onse  bu t on  pa ge  463  of th e  same 
volume th ey  i n d ic a te  "no m ic ro sc o p ic  ev id en ce  o f ne opla sm ."  What 
i s  odd  ab out t h i s  s i t u a t i o n  is  whe re  d id  th ey  exp ec t to  fi n d  su ch  
ev id en ce ? T h e ir  l i s t  o f s l i d e s  fo r  t h i s  an im al  does  no t in c lu d e  
a s e c t io n  o f a t i s s u e  m as s.



8.  Fo r th e  sa r.o  an im al  (No. 59)  th e  IBT n ecro psy  lo g  in d ic a te s  
en la rg em en t o f th e  lymph no de , th y ro id  g la n d , an d p i t u i t a r y  
g la n d . None of  th e s e  i s  add re ss ed  in  th e  p a t h o l o g i s t 's  n o te s  
on h is to p a th o lo g ic  exam in at io n  fo r  t h i s  an im al.  S yn te x , in  
t h e i r  re sp o n se , a d d re ss  t h i s  is s u e  on pa ge  464 o f Volume I I I  
bu t th ey  a ls o  do no t have  an y com ments on th e s e  th r e e  l e s io n s .

LOW LEVEL FSW.LES -  A ll eg ed  to  ha ve  be en  on t e s t  Nop . 61 -8 0 '

P ro b le m s:

1.  No path o lo gy  re c o rd s  o f any k in d  fo r  4 an im als  (6 3 , 65 , 72 and  80)

2 . TBD -  1 an im al  (7 6)

3. No re c o rd s  of  h is to p a th o lo g ic  ex am in ati on  on 8 an im a ls  (6 3 , 65 ,
72 , 73 , 76 , 78 , 79 , 80) and  of th o se  th a t  we re  ex am ined  No. 71 
had many s e c t io n s  m is s in g  and  No. 74 had  a l l  b u t th e  bo ne -m arrow 
s e c ti o n  m is s in g ; t h i s  i s  no t in d ic a te d  in  Ap pe nd ix  11 o f th e  IBT 
r e p o r t .

S yn te x ' l i s t  o f s l i d e s  in d ic a te s  no s l i d e s  fo r  9 an im als  (6 3,  65 ,
72 , 73 excep t st om ac h,  74 exce p t bo ne -m ar ro wn,  76 , 78 exce p t 
st om ac h,  "9 ex cep t st om ac h, and  8 0 ).  No te th a t  an im a ls  73 , 74 ,
78 and  79 a re  te rm in a ll y  s a c r i f ic e d  an im als  an d,  c o n tr a ry  to  wh at 
i s  s ta te d  in  th e  IBT r e p o r t ,  no t th e  f u l l  comp lem en t o f t i s s u e s  were 
se c ti o n e d  and ex am ined  h is to p a th o lo g ic a l ly .

IB T 's  necr opsy  lo g l i s t s  fo r  an im al  no . 66 a la rg e  f ib ro u s  tum or 
a f f e c t in g  th e  e n t i r e  lu ng  whose  l e f t  lo b es  weigh ed  2 3 .9  gra ms  
and  th e  ri g h t,  lo bes w er e he m or rh ag ic  and  c o n s o l id a te d . T his  
in fo rm ati cs : i s  no t g iv e n  in  IB T 's  summary o f tu m or s on pa ge  58 
o f  i t s  r e p o r t  o r in  App en dix I I ,  bo th  o f which  r e f e r  to  a mammary 
fi br oa de no m a fo r  t h i s  an im al.  The necro psy  lo g h as no  re fe re n c e  
to  any mammary tu m or s fo r  t h i s  an im al.  Syn te x in  t h e i r  re sp onse  
on  pa ge  463 of  Volume I I I  a ls o  has  r e fe re n c e  to  a mammary fi br oa de no m a 
b u t no t to  any lu ng  tu m ors .

A ls o fo r  an im al  66 , th e  IBT nec ro psy  lo g  r e f e r s  to  an  e n la rg ed  
a d re n a l;  t h i s  i s  n o t be in g  add re ss ed  to  in  th e  h is to p a th o lo g y  
n o te s  fo r  t h i s  an im al  and Synte x , l ik e w is e , ha s no  comment 
fo ll o w in g  h is to p a th o lo g ic  ex am in at io n  o f t h i s  l e s io n .

An en la rg ed  sp le e n  i s  re p o r te d  in  th e  IBT necro psy  lo g  fo r  an im al  
no . 70 . No f u r th e r  in fo rm a ti o n  i s  g iv en  in  th e  h is to p a th o lo g y  
n o te s  fo r  t h i s  l e s io n .  No comments fro m Syn te x on t h i s .
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8 . For  an im al  <•? a su bcu ta neo us l e s io n s  (hem ato ma ?) in  th e  c e n te r  o f
th e  bac k i s  m en tio ne d in  th e  IBT necro p sy  lo g . No f u r th e r  in fo rm a ti o n  
i s  g iv en  in  th e h is to p a th o lo g y  n o te s  fo r  t h i s  l e s io n . No com ments 
fro m S yctc x  nr. th i s -  • . .

9 . For  an im al  7? th re e  s e p a ra te  t i s s u e  m as se s and  a su bcu ta neo us
hem atoma in  th e  c e n te r  o f th e  back  a r e  no te d  in  th e  n ecro psy  lo g . g
On ly one o f th e s e  i s  re p o r te d  by  IBT in  t h e i r  r e p o r t  and  th e  w ei ght
g iv en  fo r i t  i s  15 5.52  gms . S yn te x  in  t h e i r  re sp o n se  (p . 459  Volume
I I I )  d is c u s s  t h i s  and  p o in t ou t t h a t  th e  n ecro psy  lo g  in d ic a te d  th e
co nbin ed  w ei gh t o f two tu m or s to  be  15 5. 52  gms. and  th ey  adm it  th a t
th e  l e f t  a x i l l a r y  tum or wa s n o t r e p o r te d  by IBT . Ho we ver, th ey  •>
p ro v id e  no m ic ro sc op ic  d ia g n o s is  fo r  i t  ( n e i th e r  d id  IBT) an d th ey
s t i l l  do n o t ad d re ss  th e  su b c u ta n eo u s le s io n  se en  on th e  bac k of
t h i s  an im al.

10 . IBT r e p o r t ’d fo r  an im al  71 a p ri m a ry  (b en ig n ) mammary ad en oma.
Synte x  new  re p o r t (p . 46 3, Volume  I I I )  a m e ta s ta t ic  (m a li g n a n t)  
mammary card n o m a in  th e  lu ng o f t h i s  an im al.  T h is  i s  r a th e r  
u nusu a l -  a pr im ar y ben ig n  tumor  ca n h a rd ly  m e ta s ta s iz e  in to  a 
m ali g n an t v a r i e ty  a t  a n o th e r s i t e .  Was an  a d d i t io n a l  p ri m ary  
m ali g n an t maxir.jry  tum or m is se d? At an y r a t e ,  th e  IBT p a th o lo g is t  
m is se d  th e  m e ta s ta ti c  m a li g n an t lu ng  tumor  in  th e  o r ig in a l  IBT 
r e p o r t .

11 . For  an im al  64 Syn te x r e p o r ts  a p i t u i t a r y  adenom a; t h i s  was  a ls o  
m is se d  by  th e  I3T p a th o lo g is t  in  th e  o r ig in a l  IBT r e p o r t .

12 . For  an im al  61 Syn te x r e p o r ts  a lym ph no de  lymph os arco ma;  t h i s  was 
a l s o  m is se d by th e IBT p a th o lo g is t  in  th e  o r ig in a l  IBT r e p o r t .

MID-LEVEL MALES -  A ll eged  to  be  on t e s t  No s. 81 -1 00

Pro ble m s:

1. No p a th o lo g y  re c o rd s  o f any k in d  fo r  1 an im al  (9 6 ).

2 . TBD -  7 an im als  (8 2 , 85 , 88 , 89 , 90 , 92 , 95)

3.  One an im al  (3 7)  i s  r e p o rt e d  to  ha ve  d ie d  bo th  on 3 /3 /7 1  and  3 /1 1 /7 1

4 . No n o te s  cn  h is to p a th o lo g y  f o r  12 an im als  (8 2 , 83 , 85 , 87 , 88 , 89 ,
90 , 92 , 95 , 96 , 97 , and  99)

5.  Synte x  has  no s l i d e s  fo r  11 an im a ls  (8 2 , 85 , 87 , 88 , 89 , 90 , 92 ,
95 , 96 , 97 , and  99)

N ote  lh .i t Sv ot eN  h a s  s l i d e s  f o r  a n im a l 83  b u t th e s e  a r e  n o t r e p o r te d  
a s  h a v in  . c, t exam in ed .



6. IB T 's  App m-tl x I I  l i s t s  a lymph osarcoma of th e  lu ng  fo r  an im al
No. 83 bu t t h i s  i s  no t re p o rt e d  in  IB T 's  Summary on pa ge  58 o f i t s  
r e p o r t . T h is  i s s u e  i s  re cogn iz ed  by Syn te x bu t th ey  do no t 
ad d re ss  th e  t a c t  t h a t  th e re  a re  no e n t r i e s  in  i n t e r n a l  IBT n o te s  
on an im al  3 ;  h av in g  be en  exam ined  h i s to p a th o lo g ic a l ly .

7 . Fo r an im al  84 App en dix I I  l i s t s  g ro s s ly  a tu m o r- li k e  gr ow th  in  th e  
lu ng  bu t no d a t a ! I s  on  th e  h is to p a th o lo g ic  a s p e c ts  o f t h i s  le s io n  
a re  g iv en . S ya. ex  a d d re ss e s  t h i s  i s s u e  on pa ge  463  o f th e i r  
Volume I I I  bu t w it h o u t a s a t i s f a c to r y  r e s o lu t io n .

8 . The IBT necro psy  lo g  m en tion s an  en la rg e d  p i t u i t a r y  g la nd  fo r  
an im al  98 . No r e p o r t  on t h i s  l e s io n  i s  m en tion ed  by th e  IBT 
p a th o lo g is t  in  th e  o r ig in a l  su bm is si on  to  th e  NDA. Syn te x now 
ac kn ow ledg es  t h i s  le s io n  to  be due to  a p i t u i t a r y  adenom a.

9. The p a th o lo g i s t 's  n o te s  in d ic a te  a lip om a fo r  an im al  100. T hi s 
was  no t re p o rt e d  by  IBT e i t h e r  in  th e  Summary on  pa ge  58 o r in  
App endix I I ,  a f a c t  ac kn ow ledg ed  by Syn te x in  t h e i r  re sp o n se  (s ee  
t h e i r  pag es  460 an d 463 of Volume I I I ) .

10 . The p a th o lo g i s t 's  n o te s  in d ic a te  an im al  102 to  be  a male  b u t Syn te x 
l i s t  o f s l i d e s  in d ic a te s  t h i s  an im al  to  ha ve  fe m al e r e p ro d u c ti v e  
o rg an s.

MID-LEVEL FEMALES -  A ll eg ed  to  be  on  t e s t  Nos. 10 1- 12 0

P ro b le m s:

1. No path o lo gy  re c o rd s  o f an y ki nd  fo r  2 an im als  (1 01  and  116).

2 . TBD -  4 an im als  (1 03 , 11 7,  11 9,  and  120)

3 . No re c o rd s  o f  h is to p a th o lo g ic  o b se rv a ti o n s  fo r  9 (1 0) an im als  
(1 01, 10 3,  10 8,  10 9,  11 0,  11 1, 11 3,  11 6,  11 7,  120)  th ou gh  e i th e r  
108 o r 10 9,  o r .110 o r  111 w it h  an  i l l e g i b l e  num ber  i s  p ro bab ly  
a v a i la b le . S y n ta x , In  th e i r  re sp o n se  (p ag e 450  Volume I I I )  a s s e r t  
th a t  th e  an im al  w it h  th e  i l l e g i b l e  num ber  i s  l i k e l y  No. 110.
T his  ca nnot  be  d e m o n s tr a te d , ho wev er , s in c e  t h i s  p a r t i c u l a r  an im al  
i s  note d  a s  b e in g  a "F .M ."  an im al  (m ea ning  i t  d ie d  d u ri n g  th e  st u d y ) 
when No. 110 i s  in d ic a te d  as bei ng  a te rm in a ll y  s a c r i f i c e d  an im al  
in  IB T 's  n ecro psy  lo g ; a ls o  No. 110  i s  no t in d ic a te d  in  IB T 's  
Summary o f tu m or s a s  hav in g a mammary tu m or . I t i s  no t e s ta b l is h e d  
th a t  t h i s  cou ld  be  e i t h e r  nu mb ers  109 o r 108 (b o th  "P .>’.. "  c i ? . ,1 s )  
s in c e  n e i th e r  o f th e s e  a re  in d ic a te d  a s  hav in g  mammary tu mors as 
i s  th e  ca se  w it h  th e  an im al  w it h  an  i l l e g i b l e  nu mbe r. A d d i t io n a l ly , 
108 had  no s l i d e s  p re p a re d  fro m i t s  s e c t io n s  a c c o rd in g  to  S y n te x ’
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4 . S y n te x ’ U s t  of  s l i d e s  l i s t s  no s l i d e s  fo r  7 an im als  (1 01 , 10 3,
108 , 11 3,  1.'.5, 11 7, and 1 2 0 ).  No te th a t  s l i d e s  we re  p re p are d  fo r  
No. 113 bu t th e re  a re  no r e c o rd s  o f th e se  ha vin g be en
ex am in ed . A lso no te  th a t  w h il e  th e  v a s t m a jo r it y  o f an im a ls  w it h  
e s s e n t i a j l y  f u l l  co mplem en ts o f t i s s u e  s e c t io n s  c o l le c te d
f o r  h is to p a th o lo g y  ex am in a ti o n s  ha ve  be tw ee n 5 and  6 s l i d e s  
whi ch  In c lu d e  a i l  su ch  s e c t i o n s ,  fo r  an im al  102 th e re  a r e  11 su ch  
s l i d e s  w it h  a la rg e  numb er o f t i s s u e s  d u p l ic a te d :  ey e , l . i . ,  s k in , 
u r in a ry  b la d d e r , u te ru s , l i v e r ,  s p le e n , k id n ey , h e a r t ,  lu n g , to ngue,  
l . n .  ad re n a l g la r. d , bone  and bo ne  marrow,  w h il e  o th e r s  a re  
t r i p l i c a t e d :  s k e l . m usc le , b r a in ,  s p in a l  c o rd , a o r ta ,  st om ac h, 
p i t u i t a r y  g ’ tn d , e tc . A l i k e l y  re a so n  fo r  t h i s  o d d it y  ca n be  fou nd  
in  pr ob lem No. 5.  be low.

5 . Two an im al s (102 and 11S)  a re  re co rd ed  in  th e  necro p sy  lo g  to  ha ve  
d ie d  more cha n on ce :

a) an im al  102 (a  fe m al e)  i s  s a id  in  th e  nec ro psy  lo g  to  ha ve  d ie d  
on  6 /2 4 /7 1  w it h  no g ro s s ly  v i s i b l e  le s io n s  bu t w it h  a g ra d e  4 s t a te  
o f  dec om posi tion  o f i t s  c a r c a s s . On 7 /3 0 /7 1  th e  same an im al i s  
re co rd ed  to  ha ve  d ie d  w it h  a g ra de  3 su ch  s t a t e ,  w it h  pneumo nia 
(s c o re d  a s  +3) and  a hem orr hag ic  st om ac h.  I t  i s  a ls o  n o te d  to  be
a "m is se xe d fem a le ."  In  th e  h is to p a th o lo g y  n o te s , t h i s  an im al  i s  
c la s s e d  as a male  ev en  th o u g h , as se en  ab ov e in  pr ob le m  4 , S yn te x ' 
l i s t  o f s e c t io n s  fro m t h i s  an im al in d ic a te s  th e  p re sen c e  o f  u te ru s  
and o v a r ie s . On 7 /3 0 /7 1  (b o th  on a n o th e r pa ge  o f th e  n ecro psy  
lo g  and  a f t e r  some o th e r  8 an im a ls  a re  s a id  to  ha ve  d ie d  b o th  b efo re  
and  a f t e r  7 /3 0 /7 1 ) an im al  102  i s  l i s t e d  a s  ha vin g d ie d  b u t 
t h i s  tim e i t  i s  in d ic a te d  to  be  a m al e.  The re  i s  no in fo rm a ti o n  
on th e  d eg re e  o f d ecom posit io n  o f i t s  c a rc a s s  and no g ro ss  le s io n s  
w hats oever a rc  r e p o r te d .

b ) an im al  119 i s  re co rd ed  a s  hav in g  d ie d  only  tw ic e : on 6 /2 /7 1  when 
i t  was  l i s t e d  as TBD/NTT (m ea ni ng  " to o  bad ly  de co mpo se d,  no t i s s u e s  
ta k e n  ( fo r  h is to p a th o lo g y )" )  and a g a in  on 8 /1 8 /7 1  when  i t s  lu ngs a re  
in d ic a te d  as bei ng  h em o rr h ag ic . F o r tu n a te ly , ho wev er , t h i s  an im al  
r e ta in e d  th e same se x  a t  ea ch  o f  i t s  two re co rd ed  d e a th  d a te s .

6 . The  IBT Summary o f tu m or s on  pag es  58 and  59 o f i t s  r e p o r t  ha s 
An im al 107 in d ic a te d  tw ic e  a s  b e a r in g  a mammary’ ad en oca rc in om a:  
once  on pa ge  58 and on ce  on  pa ge  59 ; d id  t h i s  an im al  ha ve  two su ch  
tu m ors ? Ye t IB T 's  App en dix I I  l i s t s  a mammary ad en oc ar ci nom a fo r  
numb er 110 which  do es  no t ap p ear in  IB T 's  Summary t a b l e .  Syn te x 
i n  t h e i r  re sp onse  (p ag e 463  Volum e I I I  ad d re ss  t h i s  pr ob le m  and 
th e y  a ls o  g iv e  us  t h e i r  " s o lu t io n " :  The Summary T ab le  e n try  fo r  
107 i s  a "m is ta ke" and th e  App en dix I I  n o te  fo r  110 i s  " c o r r e c t . "



Th ey  a r e  no t e n li g h te n in g 'h o w e v e r  a s  to  j u s t  how th ey  a r r iv e d  a t  
t h i s  d e te rm in a ti o n  ( th e y  w er e n o t th e  o r ig in a to r s  o f th e  a c tu a l  
d a ta  in  t h i s  st udy) and  i f  th e y  know wh at an im al  had  wha t tum or 
now , d id  th ey  no t know i t  a t  th e  tim e t h e i r  r e p o r t  was  su b m it te d  
to  th e  FDA? I f  th ey  d id  hav e su ch  kn ow le dg e,  why was t h i s  n o t 
tr a n s m it te d  to  th e  FDA b e fo re  Dec ember  197 6?

IB T’ s App en dix I I  in d ic a te s  an im al 109 to  ha ve  had  a p i t u i t a r y  
ade noma  on me re g ro ss  e x am in a ti o n . N e it h e r  Ap pe nd ix  I I  no r th e  
h is to p a th o lo g y  n o te s  (n o t su b m it te d  to  th e  FDA) m en tion  th e  
c h a r a c te r  of  th i s  g ro ss  o b s e rv a ti o n  a f t e r  m ic ro sc o p ic  ex am in a ti o n . 
Even S yn te x ' re sp onse  (p ag e 464  o f Volume I I I )  a lt h o u g h  re c o g n iz in g  
t h i s  pro ble m , i s  no t h e lp fu l  in  e lu c id a t in g  i t  s in c e  no  com ments 
a r e  made ev en  th e re  on th e  m ic ro sco p ic  d e t a i l s  o f t h i s  le s io n .

IB T 's  necro psy  lo g  in d ic a te s  an im al  109 to  ha ve  had  a su bcu ta neous 
mammary ab scess  which  co u ld  tu rn  out  to  be  a s u p p u ra ti n g  tumor  on 
m ic ro sco p ic  exam in ati on . T her e a re  no d e t a i l s  be in g  g iv en  on t h i s  
le s io n  a f t e r  m ic ro sc op ic  ex am in ati on  e i t h e r  in  th e  o r ig in a l  in t e r n a l  
IBT re c o rd s  on h is to p a th o lo g y  f in d in g s , o r in  th e  Syn te x re sp onse  
an d t h i s  le 6 io n  i s  n o t s ig n a l l e d  in  th e  IBT r e p o r t  su b m it te d  to  th e  
NDA by  Synte x .

Animal  102 (a lt h o u g h  m en tion ed  nowh ere by IBT ( in  th e  Summary of 
pag e 58 o f t h e i r  r e p o r t ,  in  Ap pe nd ix  I I  o f t h e i r  r e p o r t  o r in  th e  
h is to p a th o lo g y  n o te s )  to  hav e had a tumor  o f th e  p i t u i t a r y  g la nd 
o r  ev en  a g ro s s ly  obse rv ed  l e s io n  a t  t h i s  s i t e ,  i s  s ig n a l le d  by 
S ynte x  in  t h e i r  re sp onse  (p ag e 464 of Volume I I I )  to  ha ve  had  su ch  
a l e s io n .

HIGH LEVEL MALES -  A ll eged  to  be  on t e s t  Nos. 12 1-14 0

No p a th o lo g y  re c o rd s  o f an y k in d  fo r  3 an im al  (1 21 , 123 and 13 8).

TBD -  15 an im al s (1 24,  12 5,  12 6,  12 7,  12 8,  12 9,  13 0,  13 1,  13 2,  13 3, 
134, 13 5,  13 6,  13 7,  and  13 9)

No re c o rd s  of h is to p a th o lo g ic  ob se rv ai . fo r  18 an im a ls  (1 21, 12 3,  
124, 12 5,  12 6, 12 7,  12 8,  12 9,  13 0,  131 J 3 2,  13 3,  13 4,  13 5,  13 6,
137, 138 and  139)

S ynte x  ha ve  no s l i d e s  f o r  th e  same 18 an im als  a s  in  (3 ) ab ov e.

Two an im als  a re  re co rd ed  a s  hav in g d ie d  tw ic e  in  IB T 's  necr opsy  lo g :

a )  a n im a l 122  i s  r e c o rd e d  a s  h a v in g  d ie d  on  7 /3 0 /7 1 ,  w i th  a g ra d e  3 
d e c o m p o s it io n  o f  i t s  c a r c a s s ,  f a t t y  d e g e n e r a t i o n ,  o f  th e  l i v e r ,  lu n g s  
pneu m onic  (+ 3) am i h e m o rrh a g ic  s to m a ch ; Sev en  e n t r i e s  su b se q u e n t 
t o  t h i s  a f t e r  o th e r  a n im a ls  a r e  re c o rd e d  a s  havin g , d ie d  both belore

an im al (1 36 ) d ie d  bo th  on 12 /8 /6 9  and 2 /1 5 /7 1
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and  a f t e r  t h i s  d a te , an im al  122 i s  re co rd ed  ag a in  a s  hav in g  
d ie d  w it h  no deco m posi ti on  g ra de  o f i t s  c a rc a s s  and w it h  no 
o b se rv a b le  g ro ss  le s io n s .

b)  an im al  136  i s  re co rd ed  in  th e  necro p sy  lo g  as hav in g d ie d  
on 12 /8 /6 9  w it h  th e  n o ta t io n  TBD/TDA an d ag a in  mor e th an  14 mon ths 
l a t e r  on 2 /1 5 /7 1  a ls o  w it h  th e  n o ta t io n  TBD/TDA.

*

6. An imal 127 i s  no t l i s t e d  in  IB T 's  Summary o f tu m ors 'o n  pa ges  58 -5 9 
of t h e i r  r e c p o r t  a s  hav in g an y tu m ors . Ye t App endix I I  of  th e
IBT r e p o r t  l i s t s  a tu m o r- li k e  gr ow th  in  th e  lu ng  of  t h i s  an im al  in  th e  
"g ro ss"  co lumn o n ly . T h is  f e a tu r e  i s  n o t in d ic a te d  fo r  th e  necro p sy  r
lo g  e n tr y  f o r  An imal 127 or in  th e  IBT h is to p a th o lo g y  n o te s . I t  i s

. a d d re sse d , by  Syn te x in  t h e i r  re sp o n se  (p ag e 463) bu t w it h o u t a 
s a t i s f a c to r y  r e s o lu t io n .

7.  An imal 140  i s  re p o rt e d  in  IB T 's  Summary o f  tu m or s on pa ge s 58 -59 
to  ha ve  had a ly m phati c  tumor  w ei ghin g 4 .6 5  gm. T his  o b se rv a ti o n  
do es  n o t ap p ea r in  IBT’ s App endix I I .  The necro psy  lo g  r e f e r s  to  
a "l y m p h ati c  tu mor" fo r  t h i s  an im a l,  th oug h how a p ro s e c to r  ca n 
d ec id e  a t  th e  g ro ss  po st -m ort em  ex am in ati on  th a t  an y le s io n  i s  a 
"l y m p h ati c  tu m or " i s  bey ond  my u n d e rs ta n d in g . The p a th o lo g i s t 's  
n o te s  on m ic ro sco p ic  ex am in ati on  of  le s io n s  has  no re fe re n c e  
w hat so ev er  to  a " ly m phati c  tu m or " bu t in s te a d  he has  e n te re d  fo r  
t h i s  an im al  a "thy mom a" w it h  a q u e s ti o n  m ar k.  T hi s is s u e  i s  
p re se n te d  in  th e  Syn te x re sp o n se  on pa ge  463 of  t h e i r  Volume I I I  
bu t on ly  s u p e r f i c i a l l y  so  (w it h o u t th e  d e t a i l s  g iv en  h e re ) an d,  
o f c o u rse , w it h  no s a t i s f a c to r y  r e s o lu t io n  bas ed  on a d d i t io n a l  
m ic ro sc o p ic  ex am in ati on  o f t h i s  le s io n .

HIGH LEVEL FEMALES -  A ll eged  to  be  on  t e s t  Nos. 14 1-16 0

Pr ob lems:

1.  No p a th o lo g y  re c o rd s  of  an y k in d  fo r  5 an im a ls  (1 41 , 14 5,  15 3,  15 5,  
and  156)

’\J> S  TBD -  11 an im a ls  -  9 TDA (1 42, 14 4,  14 7,  14 8,  15 0,  15 1) 15 7,  15 8,  16 0)

1 NATT(146)
1 NTT (1 59 )

3.  No n o te s  on h is to p a th o lo g y  fo r  16 an im als  (1 41, 14 2, 14 4,  14 5,
146 (e x cep t tu m o r) ,,  14 8, 15 0,  15 1,  15 3,  15 5,  15 6,  15 7, 15 8,  15 9,  an d 160)

4. S yn te x ' l i s t  o f s l i d e s  do es  no t in c lu d e  s l i d e s  fo r  any  of th e  
16 an im als  in  (3 ) ab ov e.  No te th a t  App en dix I I  of  IB T 's  re p o r t 
su b m it te d  to  th e  IDA do es  no t in d ic a te  th a t  o n ly  a t i s s u e  mass 
was examined h i ste p a t ho 1 i>f,iea 11 y fo r  an im al  14 6.



Fo r an im al  149 IBT’ s App en dix I I  l i s t s  a tumor  a s  w e ll  as 
hem ato p o ie s is  fo r  th e  s p le e n . IBT’ s Summary o f tu m or s on pa ge s 
58 -59 o f th e i r  r e p o r t  n e g le c ts  t h i s  tumor  ev en  th ou gh  i t  was 
p re se n t i a  th e  h is to p a th o lo g y  n o te s . Synte x  a d d re ss e s  t h i s  
is s u e  on pa.’e 463 (Vo lume I I I )  o f t h e i r  r e p o r t  bu t th e n  s t a te s  
th a t  no tu iaor  o ’* th e  sp le e n  i s  p r e s e n t , th u s  in  e f f e c t  d is a g re e in g  
w it h  th e  IBT p a th o lo g i s t .

Fo r an im al  145 IBT’ s  App en dix I I  l i s t s  a p i t u i t a r y  ade nom a g ro s s ly . 
T h is  i s  not p re se n te d  in  IBT’ s Summary o f tu m or s on ’ pag es  48 -4 9 
o f  t h e i r  r - .n o r t.  The odd th in g  ab out t h i s  i s  th a t  th e r e  a re  no 
p a th o lo gy  re c o rd s  fo r  t h i s  an im al  (no e n tr y  in  IBT’ s necr opsy  
l o g ) ,  no h is to p a th o lo g y  o b s e rv a ti o n s , and no s l i d e s .

An im al 152 i s  re co rd ed  in  th e  IBT necro psy  lo g  to  hav e had 
m e se n te ri c  Jyroph no de s sw o ll en  100 x no rm al  o r more ( ! ? )  and  
th e  sp le en  en la rg ed  (+ 2 ).  N e it h e r of  th e s e  le s io n s  a r e  e la b o ra te d  
upon  in  th e  IBT p a t h o l o g i s t 's  n o te s  fo r  h is to p a th o lo g ic  f in d in g s  fo r  
t h i s  an im a l. Syn te x r e f e r  to  t h i s  pr ob le m  on pa ge  464 o f t h e i r  
Volum e I I I  b u t th ey  3 re  no more h e lp fu l  h e re .

An im al 143 a ls o  i s  re co rd ed  in  th e  IBT necr opsy  lo g  to  ha ve  sw ollen  
m e s e n te ri c  lymph  no de s b u t t h i s  i s  not  p re se n te d  in  App en dix I I  
o f  th e  IBT r e p o r t ,  o r in  th e  p a th o lo g i s t 's  n o te s . U n li ke  th e  case  
in  (7 ) ab ove . Syn te x does  n o t re co g n iz e  t h i s  pr ob le m .

Od dly  en ou gh , Sy nt ex  in  t h e i r  re sp o n se  (p ag e 46 4,  Volume I I I )  
in d ic a te  an  en la rg ed  p i t u i t a r y  gl an d and lymph no de  fo r  an im al  
No. 153 bu t 1 co uld  n o t f in d  any k in d  o f e n tr y  w hat so ev er  
an yw he re  in  7BT re c o rd s  o r  r e p o r ts  fo r  t h i s  an im al.

Much th e  same i s  t r u e  f o r  an im al  158 whe re  Syn te x r e p o r t s  an  
en la rg e d  p i t u i t a r y  g la nd  (p ag e 46 4,  Volume I I I )  when a l l  I  co ul d 
f in d  in  I3 T ’ s nec ro psy  lo g  was th a t  t h i s  was a TBD/TDA an im al  wh ich  
d ie d  w it h  no le s io n s  w hats oever re c o rd e d . Does  Synte x  ha ve  any 
s p e c ia l  in fo rm a ti o n  on t h i s  an im al  an d, i f  so , wh at  i s  i t s  so urc e?
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fo od  and  dr ug  a d m in is i ratio n

THRU:

Associa te Dire ctor  fo r date:
New Drug Eva luation  (kFO-ICO)

D irecto r,  D iv ision  o f Oncoloqy and Radiopharmaceutical 
Druq Products (HFD-l!iO;M7^«»~y»- M 3 

------T~r ~

FEB 2 3 1977

from : Manfred M. Hein, Pha rma cologist,  HFD-150

subject: Id en ti fi ca ti o n  o f Misstatements in  Naproxen Ma tter

At  the February 17, 1977 meeting Dr. A. Gross and 1 were assigned the task 
o f id en ti fy in g  a few issues in  which the re exi st s a substa n tia tia l mis­
statement of facts between the  re port  issued by IBT regarding the 160 ra t 
22 months to x ic it y  stu dv , dated  January 4,  1972 (submitted by Syntex to 
FDA as part of  INDs 5,231; 7,428 in  1972 and NDA 17-581) and fin dinq s 
re sult in g from the in vestiga tion  at  I3T in June o f 1976. The inform at ion  
is  to  be used fo r  the fo rm ulat ion o f the FDA re p ly  to  the  company response 
o f December 14, 1976 to the  No tice o f an Op portunity o f a Hearing (FR 41 
#201 October 15, 1976) in  the matter id e n ti fi e d  also as Docket 76N 0411.

I hope the enclosed w il l accommodate the need at  th is  tim e.

Manfrec/M. Hein
A
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DEPARTMENT OF  HEALT H. ED UCATION. AND WEL FA RE 
P U B L IC  H E A L T H  S E R V IC E  

F O O D  A N D  D R U G  A D M IN IS T R A T IO N  
R O C K V IL L E . M A R Y L A N D  20852

MAR 1 1 1977

H o nora b le  Ed wa rd M. Ke nn edy 
U n it e d  S t a t e s  S e n a te  
W ash in g to n , D .C . 20 51 0

D ea r S e n a to r  K en ne dy :

At  y e s t e r d a y 's  h e a r in g  on  ou r b io r e s e a r c h  m o n i to r in g  pro gra m  b e f o re  
y o u r su b c o m m it te e , yo u i n v i t e d  u s  to  r e q u e s t  th e  a s s i s t a n c e  o f  th e  
su b co m m it te e  in  o b ta in in g  a c c e s s  to  a co m p le te  l i s t  o f  th e  s t u d i e s  
p erf o rm ed  by  I n d u s t r i a l  B io -T e s t L a b o r a to r ie s  on  p ro d u c ts  ap p ro v ed  
o r  r e g u la te d  by  FDA an d o th e r  F e d e ra l  a g e n c ie s . S p e c i f i c a l l y ,  yo u 
i n d i c a t e d  a w i l l i n g n e s s  to  c o n s id e r  th e  i s s u a n c e  o f  a C o n g re s s io n a l 
su bpoena f o r  t h a t  m a t e r i a l .  We p ro m is ed  to  p r o v id e  th e  su b co m m it te e  
a r e s p o n s e  by  th e  en d of th e  d a y .

Ou r a t te m p ts  to  c a l l  y o u , D r.  H o ro w it z , o r  M r. Fo x y e s te rd a y  e v e n in g  
w er e u n s u c c e s s f u l ,  b u t  I  was  a b le  to  r e a c h  M r. Fo x t h i s  m o rn in g .
As I  hav e  a d v is e d  h im , we b e l i e v e  t h a t ,  a s  a r e s u l t  o f  y o u r s t a te m e n ts  
y e s t e r d a y ,  a f i n a l  a t te m p t  to  o b t a in  th e  in f o rm a t io n  from  IBT v o l u n t a r i l y  
may b e  s u c c e s s f u l .  L a s t  n ig h t  th e  a t t a c h e d  l e t t e r  wa s s e n t  a s  a 
te le g ra m  to  D r . C a la n d ra , P r e s id e n t  o f  IB T,  r e i t e r a t i n g  our i n s i s t e n c e  
t h a t  th e  in f o rm a t io n  b e  p ro v id e d  im m e d ia te ly  o r  we w ou ld  r e s o r t  
to  th e  u se  o f  co m p u ls o ry  p r o c e s s .

We h av e  in  a d d i t i o n  b e e n  in  com m unic ati on  w it h  th e  o f f i c e  o f  th e  
U n it e d  S t a t e s  A tto rn e y  i n  C h ic a g o , w hic h  h a s  e x p re s s e d  a w i l l i n g n e s s  
to  c o n s id e r  th e  u se  o f  a g ra n d  j u r y ' s  co m p u ls o ry  p ro c e s s  to  o b ta in  
th e  in f o rm a t io n  i f  i t  i s  n o t  p ro v id e d  v o l u n t a r i l y .  I f  we do  n o t 
r e c e iv e  a s a t i s f a c t o r y  r e s p o n s e  fr om  IB T, we in t e n d  p ro m p tl y  to  
rec om me nd a g ra n d  j u r y  i n q u i r y  i n t o  th e  c o n d u c t an d r e p o r t i n g  o f 
t e s t i n g  by  t h a t  f i r m .  One  of th e  im m ed ia te  p u rp o s e s  o f  su ch  an  
i n q u i r y  wou ld  b e  to  e l i c i t ,  by  su b p o e n a , th e  in f o r m a t io n  t h a t  i s  
n eeded  to  f a c i l i t a t e  o u r  a s se s sm e n t o f  th e  c o n t in u e d  a p p r o v a b i l i ty  
o f  p ro d u c ts  m a rk e te d  on  th e  b a s i s  o f  IBT—c o n d u c te d  t e s t s .  T h is  
a p p ro a c h  w ou ld  hav e  th e  a d d i t i o n a l  a d v a n ta g e  o f  a c q u a in t in g  th e  
U n it e d  S t a t e s  A t t o r n e y 's  o f f i c e  w ith  th e  f i n d in g s  an d p r o g re s s  o f  
o u r  IBT i n v e s t i g a t i o n  a s  i t  p ro c e e d s , w hic h  w oul d s h o r te n  th e  ti m e  
r e q u i r e d  to  p r e p a r e  an d p r e s e n t  an y c r im in a l  e n fo rc e m e n t a c t i o n  
t h a t  m ig h t gr ow  o u t  o f  th e  i n v e s t i g a t i o n .

8 8 -9 3 8  0  -  77 -  20
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Pag e 2 -  H o n o ra b le  Ed wa rd M. Ken ne dy

We w i l l  know w i th in  a m a t te r  o f d a y s  w h e th e r  on e o r  th e  o th e r  o f 
th e s e  a p p ro a c h e s  I s  l i k e l y  t o  p ro d u c e  th e  in f o rm a t io n  we n e e d . We 
a r e  h o p e fu l t h a t  th e  d i s c lo s u r e s  a t  y e s t e r d a y 's  h e a r in g  may p ro v id e  
th e  s t im u lu s  f o r  IBT to  p ro v id e  th e  in f o rm a t io n  v o l u n t a r i l y .  H ow ev er , 
i f  b o th  a p p ro a c h e s  f a i l ,  o r  seem  l i k e l y  to  le a v e  th e  m a t te r  u n re s o lv e d  
f o r  an y l e n g th  o f  t im e , we w i l l  p ro m p tl y  r e t u r n  to  th e  su b c o m m it te e  
an d fo rm a l ly  r e q u e s t  w h a te v e r  a s s i s t a n c e ,  in c lu d in g  th e  I s s u a n c e  
o f  a su b p o e n a , t h a t  yo u can  p r o v id e .

-S fl er w in  G ard n er
A c ti n g  C om m is si oner  o f  Fo od  an d D ru gs

E n c lo su re

cc : Honorable  Richard S. Schweiker
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DEPARTMENT OF HEALTH. EDUCATION. AND WELFARE 
PUBLIC  H E A LTH  S ER VIC E  

F O O D  A N O  D R U G  A D M IN IS T R A T IO N  
R O C K V IL L E . M A R V LA N O  20852

March 11 , 197 7

Dr . Jo se ph C. C a la ndra  
I n d u s t r i a l  B io -T est  L a b o ra to r ie s  
1810 F ro nta ge Road
N ort hbro ok, I l l i n o i s  60062

Dear Dr . C a la ndra :

On November 12 , 19 76 , you and yo ur  a s s o c ia te s  an d c o u n se l a tt e n d e d  
an  in fo rm a l co n fe re n ce  w it h  s t a f f  o f t h i s  Ag enc y c h a ir e d  by Dr.  C a rl  M. 
L ev e n th a l,  De pu ty D ir e c to r  of  th e  Bu reau  o f D ru gs . The s u b je c t  o f th e  
con fe re n ce  was th e  d e f ic ie n c ie s  fo un d by th e  B ure au  o f  Dr ug s in  c e r t a in  
an im al  s tu d ie s  conduct ed  by  yo ur  l a b o r a to r i e s .  At  th a t  ti m e , to  a s s i s t  
FDA in  e x p e d it in g  th e  i d e n t i f i c a t i o n  an d e v a lu a t io n  o f  a l l  p ro d u c ts  
whose  re g u la to ry  s t a tu s  may be  dep en den t upo n s tu d i e s  co nduct ed  by 
IBT, Dr. L ev en th a l re q u e s te d  th a t  yo u p ro v id e  th e  Ag ency w it h  a l i s t  o f  
a l l  s tu d ie s  co nduct ed  in  your l a b o r a to r i e s .  C ounse l f o r  IBT,  Mr. M e r r i l l  
Thompson , ac kn ow ledg ed  t h i s  re q u e s t in  h i s  l e t t e r  o f  Nov ember 19 , 19 76 , 
to  Ms. Anne Dav id so n o f  th e  G en er al  C o u n s e l' s  o f f i c e ,  an d ad v is ed  FDA 
o f  IB T 's  p la n  to  p ro v id e  th e s e  d a ta .

The p ro cess  i d e n t i f i e d  by  Mr. Thompson has  p ro ven  to  be  u n s a t i s f a c to r y .  
Be tween  Ja nu ary  11 , 1977  an d F ebru ar y  22 , 19 77 , we ha ve  re c e iv e d  7 
co m m un ic at io ns  fro m Mr. Thompson p ro v id in g  us  w it h  th e  names o f s tu d ie s  
on d ru gs on ly  which  IBT has  co nduct ed  f o r  some 15 re g u la te d  f ir m s . We 
s t i l l  ha ve  no  id e a  a s  to  wha t f r a c t i o n  o f th e  s tu d ie s  IBT a c tu a l ly  has  
co nduct ed  th o se  r e p o r te d  r e p re s e n t . We m ore over , ha ve  no id e a  as to  how 
many p ro d u c ts  in c lu d in g  th o se  under  th e  r e g u la to ry  j u r i s d i c t i o n  o f  o th e r  
FDA bure au s o r o th e r  r e g u la to ry  an d s c i e n t i f i c  a g e n c ie s  may be  a f f e c te d .

As yo u may know, we t e s t i f i e d  on  t h i s  d a te  b e fo re  th e  Senate  Su bc om m itt ee  
on  H ea lt h  and S c i e n t i f i c  R es ea rc h o f th e  Co mmittee  on Human R eso urc es  
an d th e  Su bc om mitt ee  on  A d m in is tr a ti v e  P ra c t ic e s  an d P ro c ed u re s o f  th e  
Co mmittee  on J u d ic ia r y .  S en a to r Edw ard M. Ken ne dy , Sub co m m itt ee  Ch ai rm an  
ex p re ss ed  h is  di sm ay  a t  th e  sl ow nes s an d in adeq uac y  o f  your re sp o n se  an d 
th e  co nse quen t d e la y  in  o u r i d e n t i f i c a t i o n  an d e v a lu a t io n  o f a l l  s tu d ie s  

g- co nduct ed  by  your l a b o r a to r i e s  an d t h e i r  p o s s ib le  im pac t on th e  s a f e ty  o f
p ro d u c ts  be in g  consum ed  by th e  Amer ican  p u b l ic . We s h a re  h is  concern  
an d im pati ence  w it h  y o u r la c k  o f f u l l  an d re sp o n s iv e  c o o p e ra ti o n  w it h  our 
r e q u e s t o f fo u r  mon ths ago .

f  I wo uld l ik e  to  o f f e r  you f i n a l  o p p o r tu n it y  to  co mply v o lu n ta r i ly  w it h
our re q u e s t th a t  you  p ro v id e  a co m ple te  and a c c u r a te  l i s t  o f a l l  s tu d ie s  
co nduct ed  by  yo ur  f ir m . We ask  th a t  yo u p ro v id e  us  w ith in  one week a
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l i s t  which  c l e a r ly  i d e n t i f i e s  th e  s p o n s o rs , p ro d u c ts , d a te s , an d ty p e s  
( e .g . c h ro n ic , su b a c u te , c a r c in o g e n ic i ty , e t c . )  o f a l l  s tu d ie s  co nducte d  by 
IBT s in c e  Ja n u ary  1 , 196 7. 1 wo uld  e x p e c t th a t  you wo uld a ls o  be
p rep a re d  to  p ro v id e , i f  re q u e s te d  l a t e r ,  a s im i la r  l i s t  o f o ld e r  s tu d ie s  
co nduct ed  s in c e  th e  in c e p ti o n  o f  your f i r m 's  a c t i v i t i e s .

I  aw ait  a mor e re sp o n siv e  and fo rt h co m in g  re p ly  th an  we ha ve  re c e iv e d  
to  d a te . I  am p re pare d  to  u t i l i z e  e v e ry  l e g a l ly  a v a i la b le  re c o u rse  
to  o b ta in  t h i s  in fo rm ati o n  as so on  a s  p o s s ib le  in  th e  ab se nce  of  yo ur
v o lu n ta ry  c o o p e ra ti o n . P le ase  ac kn ow le dg e r e c e ip t  of  t h i s  te le g ra m  • <
w it h in  24 h ours  in d ic a t in g  yo ur  in te n t io n  to  th e  ab ov e re q u e s t .

I f  th e  in fo rm a ti o n  th a t  I am re q u e s t in g  i s  v o lu n ta r i ly  made a v a i la b le  
to  FDA, th e  Age ncy  w i l l  no t d is c lo s e  i t  to  th e  p u b li c  and w i l l  de ny  
any re q u e s t made un de r Freedom o f In fo rm a ti o n  Ac t on th e  grou nd  th a t  
th e  in fo rm a ti o n  i s  c o n f id e n t ia l  co m m er ci al  in fo rm a ti o n  and p a r t  o f an  
op en  in v e s ti g a to r y  f i l e .

S in c e re ly  y o u rs ,

/s /S h e rw in  G ar ner
A cti n g  Co mmissio ne r o f Food an d Drugs



303

DEPARTM ENT OF HEALT H. EDUCAT IO N. £N D  W ELF ARE
P U B L IC  H E A L T H  S E R V IC E  

F O O D  A N D  D R U G  A D M IN IS T R A T IO N  
ROC K VIL LE. M A R YLA N D  29MX

MAR 1 7  1977

Honorable Edward M. Kennedy 
United States Senate 
Washington, D. C. 20510 

Dear Senator Kennedy:

This letter supplements my letter to you of March 11, 1977. I am 
enclosing copies of the telegram we received from Dr. Calandra,
President of Industrial Bio-Test (IBT), and the letter I sent Dr. Calandra 
in reply.

As my letter of March 15, 1977 to Dr. Calandra states, we are accepting 
the plan he proposes as an expeditious means, under present circumstances, 
of obtaining the information we need to assess the continued marketability 
of compounds tested by IBT. I believe, and think that you would agree, 
that this arrangement, while not ideal, nevertheless will produce the 
information the Food and Drug Administration needs to identify quickly 
the products regulated by the Agency on the basis of IBT tests. Should 
any of IBT's clients decline to permit IBT to identify the compounds 
tested, I believe that information will be readily obtainable from the 
firms in question.

I shall keep you informed of further developments in this matter and 
thank the Subcommittee again for your offer of assistance.

Sincerely yours,

Sherwin Gardner/
Acting Commissioner of Food and Drugs

r Enclosures
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PHS PKLN ROVE j ; . ’ , .  A

B IO  TEST N3RK 
MARCH 14  1977
DR SHERWIN GARDNER r  -  , ,
FOOO AND DRUG ADMIN IS TRATIO N
BPARTMENT OF HEALTH ED UC AT ION AND WELFARE
WSHINGTON D C  —

DEAR COMMISSIONER GARDNER:

B IS  LE TTER  RESPONDS TO YOURS DATED MARCH 11 1 9 7 7 . WE WERE
BR PR IS EO  TO LEARN OF YOUR D IS S A TIS FA C TIO N  WITH THE PROCESS WHICH 
WE HAVE BEEN FOLLOWING TO DIS CLO SE  STUDY L IS T S  TO YOUR AGENCY.
WE UNDERSTOOD THAT WE WERE COOPERATING IN  A MATE RIA L WAY AND AT AN 
ACCEPTABLE LE VE L WITH THE RESULT TH AT * TO DA TE * WE HAVE GIVEN  YOU 
L IS T S  COMPRISED OF WELL OVER 200  STUDIE S.

D ANY EVENT* WE ARE W IL LIN G  TO COOPERATE EVEN FURTHER BY IM MED IATE LY  
IN IT IA T IN G  THE FOLLOW ING PROCEDURE:

BY MARCH 19T H*
1 .  WE WILL ASSEMBLE A L IS T  OF ALL  OF OUR C LIE NTS FOR WHOM WE HAVE

CONDUCTED ST UD IES BE AR ING REPORT DATES SUBSEQUENT TO JANUARY 
1* 196 7 .

2 . WE WILL M AIL  THE ATTACHED MA1LGRAM TO EACH C LIE NT ON THAT L IS T .

3 .  WE WILL HAVE PREPARED A SECOND L IS T  OF THE SAME C LIE NTS AC ­
COMPANIED BY A L IS T  OF ALL IB T  POST JANUARY 1, 19 67 STUDY
NUMBERS, STUDY TYP ES AND REPORT DATES  (HUT  NOT TEST MAT ER IAL 
ID E N T IF IC A T IO N S ) FOR EACH C L IE N T . IF  YOU WISH YOU COULD PIC K 
UP TH IS  L IS T  AS SOON AS IT  IS  READY.

BY MARCH 26 TH:
4 . WE WILL KNOW WHICH OF IB T ’ S CLI ENTS HAVE DE CL INED  TO CONSENT 

TO OUR INFORMIN G YOU OF TEST MAT ER IAL ID E N T IF IC A T IO N S .

BY A P R IL  1ST:
5 .  WE U L L  PROVIDE YOU WITH TES T MAT ERIA L ID E N T IF IC A T IO N S  TO THE 

EXTENT AUT HORIZED GY OUR C LIE N T S , AND A L IS T  OF THOSE CLIENT S 
WHO DE CLINED  TO GIVE SUCH AUTH ORIZATIO NS.

»
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» r . l l - 7 r .  I r l l s  k ,  S^-JNSE IS  KiJUL Y I I I VK Or .Y«.-iJ« < / ►. <iCY • 5
IE R E S IS  AMO OF THE PU dL IC  I w l t H t S I .  We. IR UsT  YOU WILL AGkr .L . 

r HAS NEVER HEEN IB T ’ S IN TE NT TO OBST RUCT THE PERFORMANCE OF YOUR 
DUT IES TO THE P U B LIC .

WE W IL L BE RELY IN G HEAVILY UPON THE ASSURANCES STATc-U IN  THE LA ST  
PARAGRAPH OF YOUR LETTE R ACKNOWLEDGING THE CO NFID ENTIA L STATUS OF 
THE C LIE N T L IS T S  ANO OTHER COMMERCIAL INFO RM AT ION WHICH WE W IL L BE 
SU PP LY ING TO YOU.

t  MR M ERRILL HAS IN DIC ATE D TO OUR COUNSEL THAT WE CAN EXPECT TO
RE CE IVE YOUR APPRO VAL OR COMMENTS PROM PTLY. IN  THE ME AN TIM E WE 
W IL L BE PROCEEDING AS OU TL INED  IN  T n lS  LETTER . PLEASE FORWARD A 
COPY OF T H IS  TELEX TO MR M E R R IL L .

SINCER EL Y*

J .  C . CALANDRA

DRAFT MAILGRAM

AS YOU MAY KNOW* IN DUSTRIA L B IO -T E S T  WAS REQUESTED BY THE COM MIS­
SIO NE R OF FOOD AND DRUGS ON MARCH 1 1 , 1977* TO PROV IDE  THE FOOD
AND DRUG ADM IN IS TRATIO N WITH A L IS T  OF ALL  STU DIE S WE HAVE CONDUCTED 
FOR OUR C LIE N T S . THE REQUEST IS  A RESULT OF A MARCH 10 SENATE 
SUBCOMMITTEE HE AR ING DURING WHICH SENATOR EDWARD M.  KENNEDY OFFER ED 
CONGRESSIONAL SUBPOENA POWER TO COMPEL THE PRO DUCTION OF SUCH A 
L IS T  IF  B IO -T E S T  DIO  NOT SUPPLY IT  VO LUNTARIL Y.

THE PURPOSE OF T H IS  LETTER  IS  TO AD VISE  YOU THAT WE HAVE PR OV IDED  
THE FDA. WITH A L IS T  OF AL L STU DIE S WE HAVE CONDUCTED WHICH BEAR A 
DATE AFTER JAN UAR Y I ,  19675 IN CLU DIN G THE NAME OF THE C LIE N T *
THE DATE OF THE ST UD Y, AND THE TYPE OF STUDY (E .G . CHRONIC T O X IC IT Y , 
C ARCIN O G ENIC IT Y, E T C .) .  WE HAVE NOT PROVIDE D FDA WITH AN 1DEN T1FIC A 
T IO N  OF THE MATE RIA L TESTED IN  EACH STUDY DONE FOR YOU, BUT WE 
INTE ND  TO DO SO ON MARCH 2 5 , 1 9 7 7 , UNLE SS YOU HAVE INFORMED US IN  
WRIT IN G PR IOR TO THA T DATE THAT YOU DO NOT CONSENT TO OUR DISCL OSU RE  
OF THE ID E N TIT Y  OF MA TE RIAL S WHICH WE HAVE TESTED FOR YOU. IF  YOU 
SHOULD DE CIDE  THAT YOU CANNOT CONSENT, WE ARE UNDER AN O BLIG ATIO N  TO 
SO INFORM THE CO MM ISSION ER .

THE FDA HAS AGREED THAT IT  W IL L NOT DISCLO SE  T H IS  L IS T  TO THE PU BLIC  
ANO W IL L DENY ANY REQUEST MADE PURSUANT TO THE FREEDOM OF INFO RM A­
TIO N  ACT ON THE GROUNDS THAT THE INFO RM AT ION IS  CO NFID ENTIA L COM­
MER CIAL  INFO RM AT ION AND A PART OF AN OPEN IN VEST IG AT ORY  F IL E .

WE ARE SORRY THAT WE ARE COMPELLED TO WRITE TO YOU UNDER THESE 
r  CIRCUM STA NCES AND HOPE THAT YOU W IL L UNDERSTAND OUR P O S IT IO N .

PHS PKLN ROVE 
V
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DEPZiRTMENT OF HEALTH. EDUCATION. AMD WELFARE 
PUB LIC  H E A LTH  SER VIC E  

F O O D  A N D  D R U G  A D M IN IS T R A T IO N  
R O C K V IL L E . M A R Y LA N D  ! W . I

March 15, 1977

Joseph C. Calandra, M.D.
President
Industrial Bio-Test Laboratories 
1810 Frontage Road 
Northbrook, Illinois 60062

Dear Dr. Calandra:

Thank you for your prompt response to our telegram of March 11, 1977.

Although we do not consider the manner of proceeding you have outlined 
in your March 14 telex as fully responsive to our request for records, 
we are prepared to accept your proposal as an expeditious means 
of new obtaining the information we need to make an assessment of 
the continued marketability of compounds tested by IBT. Our acquies­
cence in the procedure you suggest should not be regarded as agree­
ment by FDA that such a response to any similar future request will 
be regarded as acceptable.

We will arrange to have the list referred to in item 3 of your telex 
picked up by a representative from our Chicago District Office as 
soon as you advise us of its availability, and in any event no later 
than March 19, 1977. We will expect to receive the identification 
of test materials and the list of clients who decline to authorize 
such identification no later than April 1, 1977.



MEMORANDUM DEPARTMENT OF HEALTH, EDI'CA I K >N, AND H'EI .I'AR I. 
itiiii.ic iikai.tii service 

K X >» AN D DRUG  AD MIN ISI RATION
/

o D irect or,  S c ie n ti fi c  Inve st igat ions  £ ta ff  
HFD-108

DATE: ‘

FROM M. Adrian Gross, D.V.M., HFD-108

SUBJECT: Ins pect ion at In dustr ia l Bio te st  Labs., IncOverview and Suaaeste 
Nor thbrook, I ll in o is

Enclosed here are the EIR as we ll as a fo llo w-u p memorandum dated 
4/27 /76 from In ve stigato r S te lte r o f the Waukegan Resident Post, 
Chicago D is tr ic t  O ff ice.

There are two main problems here:

A. Newport Pharmaceutica ls' Isop rlnos ine

The cover-sheet o f the EIR con tains a summary o f app rox ima tely  
a dozen defici encie s found in  a long-term  ra t study conducted 

“t #  the Firm  fo r  Newport.  A'number of. thtTSe ( d ir t y  ra t cages, 
non -i den ti ri ca tion  of  d ie t co ntaine r li d s ,  unaccounted changes 
in  rec ord s, incomplete in form at ion on test -a ge nt  lo ts , lack  o f 
analy sis  o f the  d ie t mixtures , lac k o f in d iv id ua l id e n ti fi c a ti o n  
o f the te s t anima ls, e tc .)  can be viewed as being  la rg e ly  the 
re su lt  o f poor pr ac tic es . Others,  such as a high m o rta li ty 
amongst animals during  bleeding (which was rep orted  as i f  i t  were
'some kind o f "n atu ra l"  m o r ta li ty la s w e 11 as an inadequate
s ta t is t ic a l an alys is  of the re su lts can be a tt ri b u te d  to a la ck 

JOfcompetence on the pa rt o f the pro fe ss io na ls  associated w ith
the stu dy.___ ’

Bore  serious was the absence o f any records o f ante-mortem 
observa tions . We were to ld  th at de ta il s  o f such observat ions we re 
recorded on the  cage cards o f the animals (which  would be an 
unacceptab le pra ctice , i f  true ) but  we were also  to ld  no such 
cage cards cou ld be found by the fir m  desp ite  what they re fe rre d 
to  as a thorough search fo r these.
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Director , SIS -2-

The most unse ttl in g find in g, hnwevpr, was th at .only a re la ti v e ly
small part  o f the tumors nntPd n m ^ lv at  the post-mortem
examinat<gn o f  th n  nypoi -im on ta l an imals u ? rp  submi tted  fo r 

^rnc roscop ic examination by the co ns ul tin g pa th o lo g is t. r $ inee. ' 
the re su lts o f the examinatio ns by th is  patho lo g is t~ were thg
on ly ones reported to  the c li e n t (Newport) and since the la t te r 

^submitted  the In dus tr ia l B fo -test  re port  to it s  NbA (17 -677 ), j
~we have here- a s ituation where the nuinher o f animals w ith  tumors
—ftas ^grossly  under-repo rted  to  the FDA. In ad dition to  th is , and 

qu ite  d is ti n c t from i t -  thp domoninators n f thp ra tios  (numbers '»,•
o f anim alsw ith  tumor/number o f animals examined) were in co rrec tl y  

' " In fl a te d  which contributed  fu rt he r to  an improper red uc tion of  f
such rates  ot tumor in ouc tio n. This  matter is  qu ite  separate
from the ta ct that  the actual  s ta t is t ic a l methodology used in 
ana lyz ing  these erroneous re su lts was also  improper, as mentioned 
prev ious ly .

I would recommend:

a) th a t these problems should be brought to the attention of the 
l  NDE d iv is io ns concerned w ith  th is  produc t (HFD-120 and 140)

w ith  a view of determ inin g the s u it a b il it y  o f th is  p a rt ic u la r 
study on Isop rin os ine,

,, b) th at ad di tio na l s im ila r deta iled  inspec tions  o f other lon g-
/  term stu die s conducted by the fi rm  on othe r pre sc rip tio n

drugs be ca rr ied out  to  determine to  what ex tent these 
find in gs are ty p ic a l o f th e ir  op erat ions ,

c) th a t the Bureau o f Foods which has, to  my understanding, 
several contracts with  In dus tr ia l Bio-Test (some o f which 
may have been re ce nt ly  ca ncel led)  be also  apprised of these 
find in gs.

B. Monsanto's TCC

Both Industjj_al__SiQjXC lk-3nd_the ir_cJ ient., MonsantoJ_rc fU ^M -* th^» . 
<ni(W  thp in sn er to rs  access to the laho ra to ry ^records o f a two-year
ra t study in  connection w ith  th is  product?"""*™ ”  ""

This ma tte r was re fe rre d by SIS to  the Associate  D irect or  fo r 
Compliance (Kelsey and Gross memosof 4/20 /76,  appended here)  and 
the re ply  (Hamilton 5/5 /76 and Sage 4/30 /76)  is  also atta ched.

We have prepared a d ra ft  o f a le t te r  to  be sent to Monsanto fo r the 
Bureau D irec to r' s  sig na ture and th is  is  se lf -e xp la nato ry . We 
recoimiend th at such a le t te r  be issued.

M.. Adr ian Gross
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MEMORANDUM OF TELECO N

BETWEEN

O R . H . L .  K E P LIN G E R , MANAGER O F TOXIC OLO GY  
INDUSTPTAL BIO  TEST LA BS .,
NORTHBROOK, ILLINOIS  

AND

ARLYN H. BAUMGARTEN, SUPERVISORY INVESTIGATOR 
WAUKEGAN RESIDENT POST -  CHICAGO DISTRICT 
U.S . FOOD & DRUG ADMINISTRATION

SUBJECT.’ REQUEST FOR MONSANTO TCC STUDY 
• . ? - T g 7  RAT TOXICITY STUDY

DATE: JULY 19 , 1976 •

The s u b je c t s tu d y  was re ques te d  d u ri n g  In s p e c ti o n s  o f  4 -1 2-7 5 e t  a l and 
6-2 1 -7 6  e t  a l .  . I t  was a ls o  di scussed w it h  th e  f ir m  d u r ln a  our , con fe re nce 
o f  J u ly  9 , 19 75 . D uring  th e  J u ly  9 , 1976 co n fe re n ce , we In fo rm ed th e  f ir m  
th a t  we wo uld l e t  them knew 1 f  we a c tu a l ly  wa nted  th e  s tu d y  co p ie d . On 
th e  n io m in n  o f  7 -1 9 -7 6 , I  re ce iv ed  a re q u e s t from  Dr.  A ll e n  B.  L ls cok  o f 
HFD-103 th a t  h !s  o f f ic e  now w ishe d a co py  o f  I t ,  (See my memorandum o f  t e le -  
con o f  th a t  d a te ) .

A t a p p ro x im a te ly  1 :4 0 P .M .,  I  c a ll e d  In d u s t r ia l  B io  T e s t Labs and spo ke w i th  
D r.  K e o li n n e r.  I  in fo rm ed him th a t we new wishe d a co py o f  th e  s tu d y  and r e ­
ques te d th a t  th e  f i r m  be g in  ass em blin g 1 t .  I  re queste d  th a t  he In fo rm  us when 
th e  co py was com ple te  and I  wou ld  have an In v e s t ig a to r  s to p  by  th e  f ir m  and 
p ic k  i t  ud .

A t th e  t in e  o f  n y  te le c o n  w it h  Dr. K e p lin g e r on 7 -1 9 -7 6 , th e  f i r m ’ s P re s id e n t,  
D r.  Calan dr a was awa y fr om  th e  o f f ic e .  Cn th e  m orn ing o f  7 -2 0 -7 6 , a t  mv r e ­
q u e s t,  In v e s t ig a to r  S te l t e r  c a ll e d  Dr. C alan dr a and con fi rm ed  my re quest o f  
th e  p re v io u s  da y to  D r.  K e p li n g e r.

V-

r

AH 3:n jd

O r ig :
c c :
c c :

C' lI-DO  f  ile s  
H i l l  1am R. C la rk  
HFD-10B, A t tn :  D r.  Gross

A rl y n  H.  Bau mga rte n,
S u p e rv is o ry  In v e s t ig a to r  
Waukegan R esid ent Pos t CHI-DO

•*>&«

c c : George A. ta s te rs  
cc : Jim  Kadow 
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MEMORANDUM DEP ARTMENT OF HEALT H, ED UC AT ION, AND WELFARE 
PUBLIC HEALTH SER VICE  

FOOD AND DRUG ADMINISTRATION

' to : M. Adrian Gross, D.V.M., Ph. D date: October 18, 1976
Veter ina ry Medical O ff ic er 
S c ie n ti fi c  Invest iga tions  S ta ff  HFD-108

FRO M : Ronald H. Brit te n HFD-108

SUBJECT: in dust ria l Bio-Test La bo ra tories,  Inc . chronic ra t study (no. 9575) on TCC 
fo r Monsanto. r------

In review ing the IBT chron ic ra t study on TCC, I have noted a number of  
discrepancies which, i f  not expla inable  by Monsanto or  IBT, could cast 
doubt upon the accuracy and c re d ib il it y  of  the. study. This memo confirms 
and expounds upon my e a rl ie r  verba l communications.

A major discrepancy was the fa il u re  of  the in te rim  repo rt (1 year)  and the 
fi n a l repo rt (2 yea rs) to  correspond in  the data obtained in  the f i r s t  year 
o f the study.  The most noteworthy area o f non-correspondence was in the 
number of  animals reporte d to  have been on the study. The in te rim  rep ort 
stated th at the study had included 480 in d iv id ua lly  housed ra ts . The fina l 
repo rt stated that  the study had included 280 in d iv id ua lly  housed ra ts , 200 
ra ts  which were housed 5 to a cage, and an ad di tio na l (unspecif ied ) number 
o f ra ts which were group housed (see Attachment A).  The unknown size of  
the experiment and an es ot er ic  numbering system have prevented a thorough 
evaluation of  the study.

A second s ig n if ic an t area o f non-correspondence o f data was in  the m orta lit y 
tab les.  See Attachment B. The values given in each table fo r the f i r s t  
year of  the study are almost completely d if fe re n t.  I compiled my own 
m orta lit y tab le fo r the T3 group to determine which o f the submitted tab les 
was co rrec t; however, I found that  ne ith er  o f the submitted tab les  agreed 
wi th the pathology sheets.

Other tab les  also  contained s ig n if ic an t d is pa ri ties  between the data reported 
at  one year  and the data reported at  the end of  the experiment. For example,
53 o f the 120 values on page one of  the table "Summary o f Mean Values, Body 
Weight Gain Data" were d is s im ila r.  Many of these values were lis te d  as "NA" or 
not  av ai lable,  in the fi n a l table although the in te rim  table lis te d  sp ec ific 
fig ures  in every case. See Attachment C, in  which I have c ir c le d  the fina l 
values which d if fe r  from the in te rim  ones.

The tab le "Summary o f Mean Values, Urine Analyses Data, Microscop ic Elements" 
had 7 o f 40 values d is s im ila r between the in te rim  and fi n a l tab les  (Attachment 
D). The Albumin table va rie d fo r 5 of 32 values (Attachment E). Ad dit ional 
tab les  were found to  conta in a small number of va rian t values: Hematocr it, 
Serum Alka lin e Phosphatase A c ti v it y , Leukocyte Count, Eryth roc yte  Count, 
Eosinophi l Count, and Lymphocyte Count (Attachments F through J) .



Problems oth er than the non-correspondence of the in te rim  and fi n a l rep orts 
were observed. The raw data fa ile d  to con firm  th at  a ll  su rv iv ing ra ts  had 
received ophthalmoscopic examinations at  the end o f the study. The raw 
data fo r th is  Ju ly 1971 to Ju ly 1973 study revealed that  40 T3 ra ts  had 
been examined on Apri l 23, 1972, 20 T3 ra ts  on August 11, 1972, and 20 
control and 20 T3 ra ts  on November 12, 1972. See Attachment K.

The raw data fo r co nt ro l animals included a pathology log from another 
study, IBT 9555, Much o f the data in th is  log had been covered during 
xeroxing fo r FDA (see Attachment M). The remaining data was represented 
as being from animals which had served as co nt ro ls fo r  study 9575. Ad di tio na l 
control animals were noted in the patho logy log labeled "9575". We do not 
know whether the "9555" study was run concurr en tly  or  even in the same room 
with the "9575" study.  I f  they were no t, then these animals could not be 
considered to be adequate co ntro ls fo r study 9575.

Study 9575 had four  major groups o f animals included in  the experimental 
design: contro ls , and treatment leve ls 1 through 3; however, the study 
9575 pathology log an ^ (a._p^f,hology sheet lis te d  co nt ro l animal no. 5 as 
"TC": trea ted  co ntro l. Treated co nt ro ls  were not  pa rt o f the reported 
study design; moreover, the portio n of  the study 9555 patho logy log 
att ribute d by IBT to  study 9575 included two "TC" anim als:  nos. 23 and 27.
See Attachment M.

The actual leng th o f the supposedly 24 month study could not be determined 
from the records; fo r  example, records showed that  post  mortem examinat ions 
had been performed on ra ts  GC 33, GC 51, and GC 72 during  the 28th month.
See the patho logy records in Attachment N.

Monsanto and IBT should be asked to expla in each of the apparent de fic ienc ies 
noted above.

u.
Ronald H. Bri tten
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MEMORANDUM OF CONFEREN

PRESENT:

D r.  M. K e p lin ge r )
Dr.  F. K in o sh it a  )

In d u s t r ia l  B io te s t L a b o ra to r ie s , N ort hb ro o k , I l l i n o i s

Mr. M. Thompson ) Le ga l Co un se l to  In d u s t r ia l B io te s t L a b o ra to r ie s

Dr. D. Roman )
Dr.  P. W righ t ) Mo nsan to C p ..  S t.  L o u is . Mo.

Mr. J . D a v it t  )
Ms. M. K. Bru ch )
D r.  G. W. James )

FDA, HFD-140

Dr. M. A. Gross )
Mr.  R. B r it te n  ) FDA, HFD-108

Mr . M. Kennedy ) FDA, HFD-510

SUBJECT: T r ic h lo rc a rb a n i 1 i d e CTCCL - C hro nic  st udy in  ra ts  (IBT #9575) 
co nd uc ted by IBT Labs under c o n tra c t w it h  Mo nsan to.

BACKGROUND:

In  re v ie w in g  ch ro n ic  r a t  s tu dy  #95 75, i t  was n o ti ce d  th a t  th e re  were some 
s e ri o u s  in c o n s is te n c ie s  between th e  in te r im  re p o rts  and the f in a l  re p o rt
w r i t f p n  a t  »ho rn m p lp tion  o t tn e  s tu d y . ^ A d d it io n a l questions  aro se upon

| re v ie w  o f  th e  raw  d a t a .  Some o f  th e  obvi ous d is c re p a nc ie s  are  summ arized
in  Mr. B r i t t e n ’ s memo to  D r.  Gross dat ed O ct . 18 , 1976 (See a tt a ch m e n ts ).
I t  was co nc lude d th a t th ese  d is c re p a n c ie s , l e f t  u nexp la in ed , c a s t do ubt 
upon th e  v a l i d i t y  o f th e  s tu d y , and i t  was dec id ed th a t  th ro ugh a mee tin g 
w it h  IBT pe rson ne l a c tu a ll y  in v o lv e d  in  conducting  th e  s tu d y , we m ig h t 
o b ta in  e x p la n a ti o n  o r  c l a r i f i c a t i o n  o f th e  im p o rt a n t d is c re p a n c ie s .

Dr.  Roman was conta cte d  by pho ne and  n o t if ie d  o f  th e  need f o r  such  a 
m eeting . Dr.  Roman was advis ed  th a t  IBT per so nnel  w it h  a c tu a l "ban ds  on " 
know led ge  o f  th e  st udy (a Mr. P la nk and a H r.  Kennedy were  m entioned) 
wou ld  p ro bab ly  be best ab le  to  su p p ly  th e  needed  in fo rm a ti o n  (m ore  . W
e x p l i c i t  d e ta il s  on tt x rd c tu a l~ c © « d u £ t o f  th e  s tu d y .)  As i t  tu rn e d  o u t .
Dr.  M. K ep lin ge r and f o r. F. K in o s h it a ty e re  th e  o n ly  peo ple on hand to

'  re p re se n t IBT a t th e \ ie e t in q .  .___'

*
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The meeting was ca lle d to  ord er by Mr. Davi tt  (HFD-140) and the rep res enta­
tiv es of  Monsanto and-IBT were then informed by. him o f the d if f ic u lt ie s  
Mr. B ri tten  was having att em pt ing  to  co rrela te  the raw data and the fin ishe d 
re po rts,  the in te rim  (6 months and 1 year)  and the fi n a l 2 year re port .

Mr. Davi tt  of fe red the IBT represen tatives  the op po rtu ni ty  to ex plain the 
design of  the study under dis cussion and the 1 and 2-year re ports.  -Dr.
Kep iinger appeare djjn wi11jng or unable to do th is . At th is  poin t Mr. B ri tt en  

"revteWed~Tn deta il^ th e dis cre pancies  he had noted in the data.

Dr. Keplin ger, wi th  the sup por t of  Dr, Kinosh ita , exp lain ed th a t the 1-year 
in te rim  study. wFs hurr ie d ly  prepared, whereas the  fi n a l (2-yea r) re po rt 
was more ca re fu lly  put  toge ther  and can be considered accurate. He also  
exp lained tha t ad diti ona l anima ls were addpd to  the study when i t  was 3 
months along "i n  case they were needed" to sa ti s fy  FDA or  MCI .c r it e r ia  fo r  
a ca rc inog en ic ity  study.  He said th at a re vi si on o f the cu rren t animal 
d is posi tio n sheet might help in  clea rin g up some o f the con fus ion  Mr.
B ri tt en  had noted between the raw data and the fi n a l re port .

Dr. Kep linger and Dr. Kino sh ita  were responsive to our que stions on a 
broad general basis , but were apparent!v-unable to speak d e f in it iv e ly  
w ith  regard to sp ecif ic  d e ta il s  in many cases.

Dr. Gross remarked th at w ith out the people who ac tive ly  part ic ip ate d in 
the stu dy, only conje ctu res cou ld be made. I t  was agreed by the othe r 
FDA representat ives presen t th at an adequate discussion o f th is  study 
and c la r if ic a ti o n  of the issues at  hand could on ly have been accomplished 
with  the pa rt ic ip a tion  o f these  in d iv id ua ls . (Dr. James and Mr. Davi tt  I 
reminded Dr. Roman th at th is  had been discussed in  two pre-meeting 
telephone conversations w ith  him .)

I t  was then concluded by the FDA represen tat ive s that  the study is  
unacceptable because the data in  it s  present form does not  permit evalu ation

F in a ll y , the v is it o rs  indi ca ted that  they would attempt  to  supply 
ad di tio na l raw data,  i f  any ex isted  ( i. e . ,  any data not  already  at  Mr. 
B ri tt e n 's  di sp osa l),  toge ther  with  a clea r des cr ip tio n of  the study des ign, 
and th at they  would c la r if y  the animal numbering system. They agreed to 
accompl ish th is  by November 12, 1976.

The meeting then was ended.

r

*
cc:
DMF #215
HFD-140/MLGibson
HFD-140/CS0
HFD-510/Pinco
HrD-102/D'Aguanno
HFD-103/Kelsey
HFD-140/JMDavitt

. - ,0
'  George W. James, Ph.D. '

HFD-140/MKBruch
HFD-103/MAGross
HFD-108/RBritten
HFD-510/MKennedy

Qnj>140/GWJames:mef/l 1/10/76 & 11/17 /76 
RD in it ia le d  ‘by JMD avit t , . .

W- ’ l/ /7 <  7C

..m
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MEMORANDUM UEPARTMI NT OF HEALTH, I.DI CATION, AND WLI.IAIU.  
IT'W .IC HEALTH SERVICE 

FOOD AND DRUG ADMIXISI RATION

H  I H. Adrian  Gross, D.V.M.,Ph.U. 
Ve ter ina ry Medical O ff icer 
S c ie n ti fi c  Inve st iga tions  S ta ff  
HFD-108

I RO M

DATE: JAN 2 7 1977

Ronald H. B ri tten  HFD -108

SUBJECT: r

A nti -I n fe c tive  Drug Products (DAIDP) on October 26, 1976, but they pro ­
vided l i t t l e  exp lanation at th at tim e. In a meeting on December 14, 1976 
IBT and Monsanto presented DAIDP and SIS with  a w ri tten  explanation of the 
defic ienc ies.

The December 14 submission . (dated December 12) by IBT regarding the TCC 
study provided the f i r s t  comprehensive de sc rip tio n of  the st ru ctur e of 
that  study and it s  re la tion  to ce rta in  oth er stud ies.  There were rep or ted­
ly  fi ve  re la ted studies and su b-stud ies:  the TCC primary study,  the TCC sub­
study, the CP primary study,  the CP sub-s tud y, and the TCC research study.
We were to ld  that  the research study was run from November 1971 to November 
1973, but th at  the oth er studies were run from Ju ly 1971 to Ju ly 1973.

The sub -stu dies were the re su lt  o f plac ing pa rt of  the animals in in d iv id ­
ual cages in one room and the re st  o f the animals in group cages in another 
room. Although the one year  in te rim  repo rt  fo r the TCC study had sta ted  
that  a ll  o f the 480 ra ts  on th at study had been placed in indi vidu al  cages, 
the two yea r fi na l rep ort  and the December 14 submission ind ica ted that  
only 120 ra ts  had been in d iv id ua lly  caged, the oth er animals having been 
placed in  group cages.

Unt il the spr ing  of  1973 the in d iv id u a lly  caged ra ts  were kept in a d if fe re n t 
room than the group caged ra ts . In sp ring the in d iv id ua lly  caged and the 
group caged rats were brought tog eth er in one room at a new lo ca tio n.

A two year chronic ra t study (IBT no. 9555) performed on another Monsanto 
product, which was designated CP 41845, was run at  the same time as the 
TCC stu dy , was also  div ided in to  in d iv id ual and group caged se ct ions , and 
was located in the same rooms as the TCC study.  The co nt ro l ra ts  fo r  the 
TCC and the CP 41845 study were shared and were, of course, also divid ed  
in to in d iv id ua lly  and group caged animals. According to Monsanto. CP 41845 
Joes not come under FDA ju r is d ic ti o n .
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A TCC research study co ns ist ing o f 250 group caged ra ts  was repo rte dly 
run by IBT at  it s  own expense as a speculat ive  ventu re.  The contro ls in 
th is  study were no t designed to be shared with  the  TCC study done fo r 
Monsanto.

The complicated pa tte rn  of  experim entation described above may not be a 
complete des cr ip tio n o f the conduct o f these studie s,  fo r the patho logy 
sheet fo r TCC study ra t number 44, a group caged trea tment  group 1 female, 
has the dis tu rb in g note "Star ted  8-1 -72" . None o f the groups known to us was 
star ted on that  da te.  Pathology records indica ted th at ce rta in  animals 
were treate d contro ls . None o f the studies were sa id to have included a group 
o f tre ated  co nt ro ls  and the use o f tre ated  co nt ro ls  was denied by IBT at 
the December 14 meeting.

The st ru ctur e described above was not s ta ti c  fo r  the TCC study done fo r 
Monsanto or fo r the  CP 41845 study.  Rats which died in indi vidu al  cages 
were said  to have been replaced by ra ts  from group cages. The su bst itu te  
ra ts  in herit ed the  in den ti fi ca tion  numbers (cage numbers) of  the dead ra ts . 
The group caged TCC rats had no in div idual id e n ti ti e s  p ri o r to the su bst i­
tu tions. No records were kept o f the dates of the  su bst itu tio ns or  the 
cages from which the  su bst itu te  animals were taken.  No ante-mortem records 
were retain ed  fo r any anima l. That the animals used fo r substi tu tion  were 
from the same treatm ent group or  even the same study could not be ve ri fi ed  
from the'IBT  records; fur the rmo re,  IBT was unable to  expla in the numbering 
system fo r the TCC group caged animals(page 5 o f the  December 14 submission):  
“To date i t  has been impossible to determine from the records whether the 
number id e n ti fi c a ti o n  o f group-housed animals were in  accordance wi th  a 
system or  whether random numbers were used ."

IBT suggested at the December 14 meeting that  the  month o f the su bst itution 
o f group caged fo r  in d iv id ua lly  caged ra ts  could be determined by examination 
o f weight records; they provided a three page document li s t in g  some o f the 
substi tu tions.  I found th is  method of id en ti fy in g  su bst itu tio ns to be in ­
adequate. Weight rec ords , which were kept on ly on in d iv id ua lly  caged ra ts , 
were generally  madu dU1 In tervals o f one month. Some months were missed, or  

"dT'U IlllSSUiy Irurn lh e reco rd^.  Ihfi flniy'WaytB de tect  su bst itu tio ns would 
be to find instances where rats were dead one month, but present fo r a sub­
sequent weighing . This  method would not de tec t ra ts  which died and were 
replaced between two consecutive weighings.

Data ve ri fi ca ti o n  is  fu rther complicated  bv the absence o f mos to r a ll  re -
£ord$ tar 50415 rs t~  AiWPfllng to  the  December 14 submission  ipane 3J , bU
Trlf llVldual iy UIJUU animals were represented  on ly by weight records and 50 
group caged animals were represented by no records at  a ll .

88 -9 3 8  0  -  77 -  21
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During the October 26 meeting with  IBT, I asked fo r an explanat ion  o f the
presence in  the gross pathology records o f post-mortem examinations o f TCC
regu lar (non-research, study no. 9575 ra ts  whose dates o f death were
several months la te r than the fi na l s a c ri fi c e . The response, given a t the
December 14 meeting, was that  a ll  ra ts  examined a ft e r the fina l sa c ri fi ce  J
were from the research study.  According to  IBT, a ll  research ra ts  were thrown
out i f  they died before the regu lar study fina l sa c ri fi ce , but were given
gross pa tho log ica l examinations i f  the y died a ft e r that  study was term ina ted .
Post-mortem and fina l sacri fice  examinations of research ra ts  were, however, 
recorded as being part o f study no .9575. The research animals were divid ed  f
in to  treatm ent groups equivalent to  those  of  the regu lar TCC animals.Accord­
ing to page 20 of  the December 14 submission , "The group-housed ra ts  in the 
research study were id en ti fied  in  the  same manner as were the group-housed 
rats in  the main study."

Acceptance o f the exp lanation th at  a ll  research animals were thrown out and 
th at  no pa tho log ica l examinations were done on research animals p ri o r 
to the  termina tion of the regu lar TCC study would create  a new problem with  
the data. I f  research and regu lar TCC animals were never confused by IBT 
in the  gross pathology lo g, then fo r  any trea tment group the ad di tio n o f 
the number o f research animals li s te d  as having received post-mortem ex­
amina tions (rats  dying a ft e r the re gula r TCC fi na l sac ri fi ce ) to the number 
of  research ra ts  present at the research fi na l sacri fi ce  should be a sum 
less tnan the number of  rats in  th a t research study group. This is due to 
approximately ha lf  o f the research ra ts  fa il in g  to survive  to the fi n a l 
sac ri fi ce  and some being thrown out p ri o r to  the end o f the regu lar TCC study.
I determined that  there  were 41 co ntrol group males and 43 controI .group 
females recorded in the TCC pathology logs as having died a ft e r the date 
of  the TCC fina l sacri fi ce . Since the  research study  co nt ro l group contained 
only 35 males and 35 females, i t  is  ev ide nt that  there is  confusion as to 
the id e n ti ty  o f research and non-research  animals.

These fig ures  (41 and 43) were derived  from data in the CP and TCC gross 
patho logy logs as fo llo ws:

Male Fema1e
CP log post-mortem examinations subsequent to  6-29-73
fin a l sacri fice  of CP/TCC co ntrols  10 5

CP log 11-21-73 fina l sa c ri fi ce  o f research animals 7 17

TCC log  post-mortem examinations subsequent to 6-29-73 7 5
fi n a l sacri fice  o f CP/TCC co ntrols

TCC log fina l sacri fi ce  o f research  animals 17 16

To tals 41 43

F
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The patho logy logs which I used fo r  the  above determinations were sup plied  
by 1BT on 9-14-76 in response to our requests fo r a ll  o f the TCC raw data .
We had objec ted at the October 26 meeting that  a ll  data fo r treatm ent  groups 
oth er than the control had been blocked out when the log was copied fo r FDA. 
As pa rt o f it s  December 14 submission IBT supplied a copy o f the log  wi th 
none o f the CP data blocked ou t. This copy, however, dele ted a ll  pages 
re fe rr in g  to the sacri fi ce  o f the CP/TCC co nt ro ls . The con fusion between 
the research and non-research animals would not have been detected in  the 
December 14 submission.

As noted in my October 18 memorandum, many o f the mean body weights in  the 
two yea r repo rt d if fe re d from those in  the one yea r re port . Some were 
nume ricall y inco ns ist en t; others  were replaced in the two yea r re po rt  by 
"NA" (no t ava ila b le ).  At the December 14 meeting IBT exp lained th a t NA 
was used wherever the o ri g in a l raw data was missing. No "NAs" appeared 
in  the one year  repo rt.  Examination o f the raw data revea led th at pa rt ic u la r 
pages had been prepared fo r the sets o f we igh ts,  but the weigh ts had never 
been entered. I f  one examines the values in the one yea r repo rt which were 
replaced by "NAs" in the two year re po rt , one finds  in  many cases th at the 
"missing values" are lin ear in te rp o la tions o f the values which were present 
in the raw data . The increment used in  each in te rp o la tion  can be ca lcu lated 
by determ inin g the di ffe renc e between the mean weights on e ithe r side o f a 
gap in  raw data and div id ing by one more than the number o f consecutive 
miss ing values . Thus, i t  appears th at the "NAs" may not have been used to 
replace miss ing values, but  f ic t it io u s  ones. Examples may be seen between 
weeks 6 and 10 fo r the T I and T I I I  males.

One o f the more s ig n if ic an t discrepancies  mentioned in my October 18 mem­
orandum concerned the m ort a lit y  ta b le s. The one yea r repo rt indica ted that  
no deaths had occurred during  the f i r s t  six months, wh ile  the two year 
repo rt showed 33 deaths fo r the f i r s t  s ix  months. In additi on,  the  in te rim  
repo rt li s te d  fewer to ta l deaths fo r  the f i r s t  12 months (70) than did  the 
fi n a l renn rt  (94 ). IBT blamed the di ffe re nc e between the tables on confusion 
wi th the si x month sa cri fi ce  (December 14 submission, page 15) animals; how­
ever,  by de fin it io n  there could  be no m orta lit y in  sacr if ic ed animals and 
IBT's explanat ion  does not seem pla usib le .

r
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The numerous discrepancies  between the  tables  of  labo ra to ry  values in 
the in te rim  and fina l repo rts  were not  discussed in de ta il  a t the 
December 14 meeting.  IBT stated th e ir  w ill ingn es s to do so i f  we 
so requested.  Raw data cove ring the fi n a l ophthalmoscopic examinations 
was not supplied by IBT u n ti l the December 14 meeting.

IBT claims to have supplied us with  a ll  ava ila ble records regard ing  the 
TCC chron ic' study; however, a document e n ti tl e d  "Animal D ispo si tio n"  
supp lied by IBT to as sist  us in rev iew ing  the study has inform ation  which 
I have not  found in the records themselves. Some o f the animals have pathology 
id e n ti fi ca ti o n  numbers lis te d  on the animal d is posi tio n sheets; I have seen 
these numbers in no oth er reco rds. The animal d isposi tio n sheets indica ted 
that  61animals had post-mortem auto ly si s and received no gross pathology 
examina tions; however, the gross patho logy log  li s te d  on ly 29 such animals.

In genera l, review of the raw records  of  the chron ic study on TCC did not 
ver i f y  that  th e study data was ac cu ra te ly reported, ut pa rt ic u la r concern
wdi the IJIIUF'P Ul IFW records to prov ide  assurance tn at  tne anlWdlt (in l e i t
wgre kept segregated as to t he ir treatm ent gffll ip C7"gVgn thg lV Study. *

.False inform at ion  regarding the manner in which the stu dy  was st ructured  
“and performed,  fa lse mor ta li ty  da ta,  and fa lse labo ra to ry  data~were sub­
mitted  to  the government in~tTie~one year re po rt about the time when an oT fic ia 1 
OTC PaneTwas reviewin g icc . , l-he fa I se~_submissions on st ru ctur e and niortaj  i ty  
a p pear to  me to  Have the e ffec t o f mak ingT he  study and t he~drug look beft e r  
tha.nthe ya -re . The two year  repo rt - o f thfsT97T7T973 study- was not~subm itted 
to FDA u n ti l 1976, a ft e r ser ious defic ie nci es had been found in regard to  oth er 
studies performed by IBT. The study was submitted on ly a ft e r DAIDP insist ed  
that  i t  be subm itted . As you are we ll aware, we also had ser ious d if f ic u lt ie s  
in ob ta ining the raw data fo r the study.

Another dis tu rb ing development is  th a t a former member o f the OTC panel 
which reviewed TCC represented IBT at  the  October 26 meeting at  Parklawn.
(See my November 8, 1976 memorandum to John D av it t,  DAIDP.)

The inve st igatio n of  the TCC ch ron ic study has thus fa r centered on issues 
o f s c ie n ti fi c  in te g ri ty . I recommend th at an in ve s ti g a tion of poss ib le 
frau d be considered. ~ 7 \  '

" ----------------------------- •
Ronald H. B ri tten

7
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DEPA RTMENT OF HEALTH, EDUCAT ION, AND WELFARE
PUBLIC HEALTH  SERVICE  

FOOD  AN D DR UG  ADMINISTRA TIO N

Dr. Frances 0. Kelsey, Director 
Scientific Investigations Staff, 
HFD 108

d a t e: February the 3rd, 1977.

t
fr o m : M. Adrian Gross, HFD 108

S U B JE C T: Questionable work carried out by Industrial BicTest Laboratories (IBT)

Attached here are copies of two memoranda written to me by Mr. Britten; 
they represent the essence of his review of two source documents

a) the IBT report of a two-year rat study carried out for ICN on Virazole

b) the written IBT submission presented to us at the meeting held here 
on Decentoer 14th last on TOC

I have gone over with Mr. Britten in great detail into the specific 
problems that he identifies. He has shown me the source of each of 
these specific points. I would emphasize here that on the Virazole 
study all he had to review at this time was the report generated by 
IBT since we have not seen any raw data fran this study. In the TOC 
matter, Mr. Britten has shewn me the actual raw data and other 
information not contained in the original IBT report and I would say 
that his perception of the problems and difficulties encountered 'here

7 however, can his analysis
be considered an exhaustive one in the sense that other problems not 
identified by him may not be uncovered if a review of still greater 
depth is undertaken. I question, hewever, whether this is indicated 
or worthwhile at this time.

r

HftPWOTMJuLd UUEUlLlLLLiy nave to  make th e  f in a l  flfidlSlOh flh th e 
acceptability of this study. I would reccrtmend here that compliance 
personnel investigate the matter of the false data to determine the 
advisability of building a prosecution case here.





dec isio n concerning ca teg or ies  fo r the  OTC monograph 

could not wa it. She had concluded th at  fo r these purposes 

TCC could not  be cons idered Category I.  This study had

formed the  ba sis  fo r sa fe ty  fa ct or  ca lc ul at io n fo r TCC__

and th at  fran he r review of  the  pro blems ass oc iat ed  with the 

study there is  no way to  ex trac t usefu l dat a to be ap pl ied 

in th is  way. She to ld  Monsanto th at  ano the r 2-yea r study 

with a ca re fu lly developed pro toc ol and at te ntion  to  TCC 

abs orp tion and po ss ib le  uptake  of  TCC by the lymphatic  

syste m would be nec essary  before  TCC could be placed 

in to  Category I.

The forthcoming meeting on December 14, 1977 with  

Monsanto and IBT was disc ussed and confirmed.

cc:
HFA-224
HFD-140
HFD-140/James
HFD-140/Davitt
HFD-140/MKBruch

Execu tive Secre tary 

Microbio log ist
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MEMORANDUM DEPARTMENT OF H EA L... , EDUCATION, AND WELFARE 
PUBLIC HEA LTH  SER VIC E 

FO OD  AND DR UC  AD MINIST RA TION

TO Richard A. Merrill 
General Counsel, (GFC-1)

DATE: 2 7 j  M i  1277

FROM Acting Director,
Bureau of Foods, (HFF-1)

SUBJECT: FDA Contracts with Industrial Bio-Test Laboratories (IBT)

1. Your memorandum of January 7, 1977, posed the following question to 
the Bureau of Foods:

"What actions has FDA taken to monitor and, more recently, suspend 
or revise work done by IBT under contract to FDA?"

2. The Bureau of Foods has negotiated four (4) contracts with IBT:

(a) 223-74-2155 - "Determine Levels of T-2 Toxin in the Diet Which 
can be Considered Safe for Human Consumption” (Project Officer:
Dr. T. F . X .Collins);

(b) 223-74-2177 - "Evaluation of the Toxic and Teratogenic Effects 
of Selected Chemical Substances During Gestation in Mammals"
(Project Officer: Dr. T. F. X Collins);

(c) 223-74-2232 - "Acute and Intermediate Duration Toxicity Test of 
Ipomeamarone in Rats” (Project Officer: Mr. W. I. Jones); and

(d) 223-74-2235 - "Study of Influence of Zinc on the Tissue Deposition 
and Chronic Toxicity of Cadmium" (Project Officer: Mr. S. Graham).

Each project officer of the above four contracts was asked to respond to 
the question asked.

3. Contract 223-74-2155 (T-2 Toxin)

This contract was initiated on June 28, 1974, and expired on September 30, 
1976. Lack of quarterly technical progress reports was encountered early 
during the active period of the contract. The project officer made his first 
site visit on December 15, 1975, and the work appeared to be on schedule.
A second site visit was made by the project officer on July 19, 1976. The 
contractor indicated the experiment was on schedule and FDA would receive a 
report by the end of August 1976. On August 24, 1976, a letTer was sent to 
IBT stating they had failed to submit technical progress reports and that 
FDA was concerned that IBT should follow the Scope of Work under contract.
A telephone call was made to IBT following the letter. The final report was
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received in FDA dated October 15, 1976. A final site visit was made to 
IBT on December 1, 1976. At that time, the project officer was accompanied 
by Ms. Roberta Gjolstad, Contract Specialist. (Additional details are 
summarized in Attachment I "Site Visit Report of December 1, 1976”, and 
in Attachment II "Project Officer Reply to Mr. Merrill's Question"). This 
contract is currently being closed-out by the Division of Contracts and 
Grants Management.

4. Contract 223-74-2177 (GRAS Review Substances)

This contract was initiated on June 24, 1974, and expired on September 30, 
1976. The contract was to determine the toxic and teratogenic effects of 
twenty (20) selected GRAS compounds. The original expiration date for the 
contract was June 30, 1975; numerous telephone calls were made during this 
time by the project officer to IBT to obtain the teratology reports. The 
expiration date was extended three times until, the final date of September 30, 
1976. The project officer made the first site visit on December 15, 1975.
At that time, he learned of the communications problem between the adrainistrativ 
staff and the technical staff conducting the experimentation. On February 27, 
1976, the first reports, covering the use of rats as the experimental animals, 
were received. The complete series of rat reports were received during the 
next several months. The lack of proper controls in some experiments was 
determined and IBT was notified. A second site visit was made on July 19,
1976, to discuss several questions raised by the project officer after 
studying the reports. Also, the mice reports had not yet been received at 
that date. On August 24, 1976, a letter was sent to IBT which reviewed 
deficiencies in performance of this contract. A meeting was held on 
October 24, 1976, with personnel from the Negotiated Contracts Branch to 
discuss which reports would be acceptable to FDA. The most recent site 
visit to IBT was made on December 1, 1976, to monitor this contract. (See 
Attachments I and II for additional details). At the present time, there 
is a continuing dialogue between FDA and IBT to resolve several differences 
concerning technical reports and deliverable data to FDA.

5. Contract 223-74-2232 - (Ipomeamarone)

This contract was initiated on June 28, 1974, and expired on June 27,
1976. The contract required an acute toxicity test (L D j q ) and an inter­
mediate duration toxicity study to include reproductive, mutagenic and 
teratogenic testing. During a period of approximately eighteen (18) 
months, IBT completed the acute toxicity testing. IBT filed their report 
on December 31, 1974. The Food and Drug Administration was not able to 
supply additional ipomeamarone to IBT to conduct the intermediate toxicity 
tests. The contract was terminated by mutual agreement between representa­
tives of IBT and FDA. Currently, this contract is in the process of being 
closed-out by the Division of Contracts and Grants Management. For additional 
details, see Attachment III (Response by Project Officer to Mr. Merrill's 
Question).
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6 .  Contract 223-74-2235 - (Zinc and Cadmium)

This contract was initiated on June 28, 1974, and was originally 
scheduled to expire on June 27, 1977. The purpose of the contract was to 
determine whether varying the level of zinc in the diet can protect 
against or increase susceptibility to the hazard of cadmium. A chronic 
feeding study was initiated in rats to determine the influence of zinc on 
tissue deposition and chronic toxicity of cadmium. At the end of October 
1974, the project officer had not received the first progress report. As 
of the end of March 1975, none of the progress reports had been received 
in FDA. While making arrangements with the Principal Investigator at IBT 
for a site visit, the project officer learned that the chronic study had 
been delayed and that it did not begin until December, 1974. Also the 
experimentation was underway at Decatur, Illinois, rather than in their 
laboratories near Chicago. The project officer made an on-site visit to 
Decatur on June 9, 1975. IBT was reminded of the requirement to submit 
progress reports. However, no reports were received through February 
1976. Several contacts were made with the Principal Investigator in 
February 1976. On March 8, 1976, the project officer returned to Decatur 
where he received an incomplete progress report. Upon review of the first 
data submitted by IBT, the project officer realized that the experiment 
would not last through the negotiated contract time because of the high 
rate of premature deaths of the experimental animals. Subsequently, it 
appeared that increased grooming due to diet deficiencies was the main 
contributing factor in the animals* deaths. The project officer returned 
to FDA; he called a meeting of the Project Advisory Group (PAG) and 
reviewed the status of the project. The PAG advised that the contract 
should-be cancelled. The Division of Contracts and Grants Management was 
notified of the seriousness of the problem and they took action to begin 
termination of the contract. The contractor was to submit the final report 
by May 14, 1976. It did not arrive. On July 19, 1976, the project officer 
returned to IBT to request the final report and the raw data on which it was 
based. The final report was received in FDA on October 7, 1976. On 
December 1, 1976, Ms. Roberta Gjolstad, DCGM, on a site visit to IBT, again 
reminded them to send the raw data to FDA. As of today’s date, FDA has 
not received the raw data promised on July 19, 1976. See Attachment IV for 
additional details (Project Officer Response to Mr. Merrill’s Question).
The Division of Contracts and Grants Management is continuing pressure upon 
IBT to submit the raw data mentioned above.

7. The preceding paragraphs are necessarily brief in order to summarize 
monitoring actions taken by FDA. If you require additional information, 
please contact Dr. Herbert Blumenthal (245-1247) or Dr. Robert G. Coon 
(245-1098)

Rb'berts, -Ph.D. —

Attachment:



Monsanto
M onxnto  Company 
1,01 17th Stroat. NW . 
Wa shing ton . □ C. 200 36  
Phona: (2O2J 4 5 2 -6 8 8 0

March 10, 1977

Monsanto Company applauds the efforts of the Health 

Subcommittee chaired by Senator Edward M. Kennedy to investigate 

potential abuses in nonclinical laboratory test procedures by 

private, independent laboratories. If abuses are found, we 

hope the Subcommittee will recommend remedial action. This 

would clearly serve the national interest and such action is 

consistent with Monsanto's own interest in developing reliable 

data for evaluating the biological effects of chemicals.

In 1971, Monsnato contracted with Industrial Bio-Test 

Laboratories to conduct a two-year feeding study to determine 

what levels of the chemical TCC would affect target organs 

in rats. This study was initiated as part of Monsanto's 

overall commitment to ensure safety of the products it markets. 

The study, looking at long-term oral effects of TCC, was not 

done in response to any government request or because of any 

previously observed adverse effects. In fact, more than a 

dozen previous studies, including oral, eye and skin tests 

with animals, and patch and skin tests with humans, had been ■
completed. On the basis of those studies, the Food and Drug 

Administration's Bureau of Drugs had approved TCC for use in
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bar soaps as a bacteriostat.
In response to narrowly focused criticism of elements 

of the procedure used in the tests, Monsanto has conducted its 
own thorough review. Based upon this review, Monsanto believes 
that these objectives were attained. The objective of the 1971 
test was to identify target organs and the levels of TCC which 
do and do not induce effects when measured against a group of
control animals. A sufficient number of animals was examined
to make the assessment of the results obtained and the conclusions
which were drawn valid. This study, moreover, was conducted in 
accordance with the protocols and practices consistent with those
used in most laboratories at that time.

Our review of the records and the results of the study 
have led us to conclude that the protocol, scientific conduct 
and conclusions of this particular study are valid. The 1971 
test was conducted on large groups of animals. Identification 
of individual animals is not considered necessary to observe and 
document gross and microscopic pathologic effects. Identification 
of individual animals would not have increased the basic utility 
of the test data to make valid judgements about the effects of TCC. \X

Monsanto concludes, therefore, that criticism of study pro­
cedures does not have any substantive bearing on the conclusions 
drawn from this specific study. We do not believe the study 
conducted by Industrial Bio-Test needs to be repeated, based upon
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our own analysis of the laboratory information. Should any 
additional tests be undertaken, we are confident that the
same findings and conclusions would be reached.

I

<

r
It

r



32 8

Senator Kennedy. Mr. Gardner , if you could go to the issue of 
saccharin.

Yesterday you announced the withdrawal of saccharin from the 
market.

As I understand it, this  was based on animal tests which showed 
saccharin to be a potential carcinogen; is th at correct?

Mr. Gardner. Tha t is correct. The Canadian  Government has con­
ducted studies of a period of 3 years. These were long-term feeding 
studies, which were recently completed. The results indicated tha t 
bladder tumors were significantly found in the offspring generations.
I hat led to the finding of saccharin as a carcinogen in animals, which 
automatically requires our taking action to remove i t from the food I
supply.

Senator Kennedy. Can you tell us a little  bit about what kind of 
products are involved in this?

Mr. Gardner. The largest use of saccharin is in soft drinks, soda 
pop essentially, which constitutes about three-quarters of its use.

Senator Kennedy. Th at is how much ?
Mr. Gardner. About three-quarters  of the use of saccharin in th is 

country. It  is also used for sweetening canned fru its, cakes, and other 
such products. There is a small amount used in drugs, and a smaller 
amount used in cosmetics.

Senator Kennedy. What are the substitutes that are available on 
the market?

Mr. Gardner. Mr. Chairman, there are no artificial sweetners other 
than  saccharin tha t are now approved for use in this country.

Senator Kennedy. I s it  unsafe, in your opinion, or the opinion of 
FDA?

Mr. Gardner. Is saccharin unsafe?
Senator Kennedy. Yes.
Mr. Gardner. Yes, i t is unsafe to the extent that  animal results are 

projectable to human experience. That  is the best judgment of scien­
tists  today.

Senator Kennedy. You have got 80 years of use by human beings, 
have you not?

Mr. Gardner. Tha t is correct. A
Senator Kennedy. Have you any medical information tha t this  has 

caused a health hazard, or  cancer, in any-----
Mr. Gardner. There have been no findings relat ing to the use of 1

saccharine to human illness. Perhaps Mr. Ronk, who is with the Bureau 
of Foods, could shed a little  more ligh t on that.

Senator Kennedy. Mr. Ronk.

STATEM ENT OF RIC HA RD  RONK, DIRE CTOR, DIVISIO N OF FOOD AND 
COLOR AD DITIV ES, BUREA U OF FOODS

Mr. Ronk. I believe there are no human epidemiology studies th at 
indicate that use of artificial sweetners in diabetics leads to  an in­
creased incidence of bladder cancer. In fact. I  believe there was a study 
done; it was published in the B ritish  Journal  of Preventive and Social 
Medicine, November 1974, “Bladder Cancer Morta lity in England 
and Wales in Relation to Cigarette Smoking and Saccharin Consump­
tion’’ by Armstrong and Doll, which would indicate the opposite.

Senator Kennedy. Could you give tha t to me again?
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Mr. Ronk. There is an epidemiology study tha t was conducted in 
England  by Armstrong and Doll, which was published in the British 
Journal of Prevent ive and Social Medicine, November 1974, which 
would indicate that  there is not an increased incidence of bladder 
cancer in relation to artificial sweetners.

Senator Kennedy. Is tha t the only one?
Mr. Ronk. There a re two more studies, the first by I rving  I. Kessler, 

“Cancer Mortality Among Diabetics,’' Journa l of the National Cancer 
Inst itute , 1970, and Bruce Armstrong,  A. J. Lea, A. M. Adelstein, 
J.  AV. Donovan, G. C. White, and S. Ruttle,  “Cancer Mortality and 
Saccharin Consumption in Diabetics,” British Journal of Preventive 
and Social Medicine, 1976.

Senator Kennedy. You give them liberty in terms of the  scientific 
information and the presentation, those are valid studies?

Mr. Ronk. Yes.
Senator Kennedy. Tha t is your conclusion about it?
Mr. Ronk. Tha t is rea lly not my conclusion; that  is the conclusion 

of the scientists that  advise me.
Senator Kennedy. ITow long do you think  it would take, or do you 

estimate it would take to go through the new process?
As I  understand it, of course, there are many people tha t need sac­

charin  as a medical necessity, are there not ?
Mr. Gardner. Dr. Crou tcan  answer that.
Senator  Kennedy. They need a sugar substitute ?
Dr. Crout. Needed as a medical necessity I believe is too strong. 

Tha t is one of the issues we will have to discuss here ra ther promptly, 
in the near  term.

Senator  Kennedy. What  about diabetics ?
Dr. Crout. I thin k diabetics need sugar restriction. Whether you 

need, as a medical necessity, some alternat ive th at makes things sweet, 
is another question. I t makes life more pleasant. I suspect it is not in 
the league of medical necessity.

Senator  Kennedy. What will be the economic impact of the re­
moval ?

Mr. Gardner. AVe have not fully assessed that.
Senator Kennedy. AATiat do you think? Are we talking about m il­

lions, or billions?
Mr. Gardner. We are talkin g about hundreds of millions of dollars.
Senator  Kennedy. It is dramatic.
Mr. Gardner. I t is dramatic .
Senator Kennedy. Even though it is a carcinogen with regard to 

animals, it may not be a carcinogen with regard to human beings?
Mr. Gardner. That is true.
Senator Kennedy. It  may be.
Mr. Gardner. I t may, also.
Senator  Kennedy. But it may not? That is what you are t rying to 

determine.
Mr. Gardner. Th at is correct.
Senator  Kennedy. Have you considered the question of labeling in 

terms of giving full notice to the consumer so that they have a com­
plete label or information in terms of-----

Mr. Gardner. Labeling as it applies to foods ?
Senator  Kennedy. Anything that  has saccharin content, whether 

it is soda pop or whatever, it inte rests us that we have got other things.
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one thing we have got no question about is smoking, and you do not 
ban th at. We see all the implications it has in terms of overwhelming 
scientific information in terms of cancer, let alone th e really uncon­
troverted testimony with regard to pulmonary disease, yet they have 
made a judgment tha t this is going to be a matt er left for public 
information. People are going to have a warning  in terms of this 
par ticu lar item.

I ’m just wondering whether you meet responsibilities in terms o f a 
personal notice, in terms of labeling issue or question? Have you 
thought about it ? And if so, what is your view ?

Mr. Gardner. We have thou ght about it, but not really done any­
thin g with it  because there is not an available option for  any products 
marketed as foods. The law flatly prohibi ts the use of a substance 
found to cause cancer. I f it is a carcinogen in animal systems that are 
proper ly tested, then there is no alterna tive but to prohib it use in 
foods—labeling aside.

Senator  Kennedy. When do you think  you will find out?
Mr. Gardner. Find  out what?
Senator Kennedy. If  it is going to be a potentia l carcinogen, or 

can you find out?
Mr. Gardner. In  human beings? I do not know if we will ever find 

that out.
Senator K ennedy. I do not th ink there should be any question bu t 

tha t the agency acted wisely in taking the action which they have 
taken.

It  presents obviously an enormous dilemma in terms of adequate 
protection of the American people. These are some of the factors that 
have to be balanced.

I strongly believe th at in terms of this question you have to come 
down, as you should, on the  side of the protection of the consumer.

I suppose we have to figure out what we are protect ing the Ameri­
can people from. That  is really the nub of  it,  i t would appear to me.

We would expect to hear from you, Mr. Gardner,  j ust  with regard 
to what informat ion you thin k in terms of the IB T for  us to request in 
the form of a subpena. Our interest in requesting it, quite frankly, 
would be in our responsibility  as a legislative committee tha t is 
attem pting to  deal with a legislative mandate of the FDA  to protect 
the American people in s ituations as you described here this morning, 
which I  think clearly reflect that there are serious existing  procedures 
which have to be followed by the FDA  under existing  law prior  to 
the time of removal o f any of the drugs, and tha t I think is an issue 
tha t raises very important public policy questions. And getting the 
facts on this particular  research organization and finding out what 
mater ial they do have can be extremely valuable and helpful to us in 
measuring the severity and importance.

I t is in tha t spirit tha t we go to the members of the committee and 
request that  we subpena that information.

The subcommittee stands in recess.
[Whereupon, at 12:03 p.m., the subcommittee was recessed subject 

to the call of the Chair.]

o
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