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PRE CLINICAL AND CLINICAL TES TIN G BY THE 
PHARMA CEUTICT AL IND UST RY, 1978

Protec tio n of Human Su bje cts  of Biom edica l and 
Behav ioral Resea rch

TU ESD AY, M A RCH  7, 19 78

► U.S. Sen ate,
S ubcomm itte e on H ealth  and S ci en tific R esea rch ,

■ of th e Committee  on H um an  Resources,
Washington, D.G.

The subcommittee met at 9 a.m., in the HEW North Building 
Auditor ium, Washington, D.C., Senator Edward M. Kennedy 
(chairman of the subcommittee) presiding.

Present: Senators Kennedy and Schweiker.

Ope ni ng  Sta teme nt  by S enator K ennedy

Senator K en ne dy . We will come to order.
Today’s hearing focuses on the protection of human subjects of 

prescription drug  research. A prescription drug  is, in a very real 
sense, least safe the day it is approved for marketing by the Food 
and Drug  Administration. For it is then tha t the product goes 
into widespread use and is subject to the varying standards  and 
abilities of drug  pres cribes, as well as the endless variety of 
clinical situations.

The role of the Food and Drug Administration is to protect the 
American people from potentially  unsafe, ineffective products. In  
order to do that, the FDA  requires extensive animal and human 
testing  prio r to marketing. The data from these tests determine 
whether or not a new drug  is to be marketed. If  tha t data is 
unsound, whether because of sloppy research or fraudulent research, 
the American people are put  at unacceptable risk.

This subcommittee exposed a very serious problem in the quality 
i of animal data in hearings 2 years ago. It  was shown tha t FDA

was making decisions on the basis of worthless data—and was not 
aware o f the problem at the time of decision making. As a result of 
those hearings, additional funds were obtained to develop a moni­
torin g program to detect the magnitude of the problem and to enable 
corrective action to be taken. I have serious reservations about the 
adequacy of tha t effort.

Today we will learn of disgraceful abuses in the human drug  
testing program. We will hear of unconscionable neglect of basic 
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researc h sta nd ards  of  inf orm ed co nsen t; ou tr ig ht  fr au d in  the  
fab ric ati on  of  da ta  sub mi tted to  the FD A ; woefu lly inadeq uate 
mo nitoring  of  the  human dr ug  tes ts by the com panies spo nso ring 
the research.

The res ul t is th at  human sub ject s are  pu t to needless ris k and 
th at  worthless da ta  is sub mi tted to the FD A.  I t is truly  a game of  
Russian Roule tte  as to wh eth er the agen cy or  the spo nso ring 
company becomes awa re of the prob lem. Th e stak es are  high —the  
he al th  of  the Am eric an people.

Th e most  di stu rb ing th in g of  all  is th at , as in the case wi th the  
animal tes t da ta , the  ex ten t of the  problem  is unk now n. Th ere  are  
2,000 active clin ical  inv est iga tor s in any  given ye ar  in the Un ite d 
State s con ductin g 12,000 stud ies. I f  only 10 perce nt of  the da ta  is 
faul ty , if  only 10 percen t of the human subjects are  at  unneces sary  
risk, the  problem is enorm ous. When you conside r the po ten tia l 
cum ula tive  effect of faul ty  animal da ta  coup led wi th  fa ul ty  huma n 
da ta , you hav e the  elements of  a reg ulato ry  nig htm are .

Dru g testi ng  is one of the  im po rtan t researc h are as where human 
test subjects are  e ssential. Th e pro tec tion of those people depend s on 
the quali ty an d in tegr ity  of  the local  insti tu tio na l review boards.  
Sev era l yea rs ago, Dr . Be rn ard Ba rber , at  heari ng s before  th is 
subcomm ittee , revealed  serio us deficienc ies in the func tio nin g of 
those boards.  Now, yea rs lat er,  FD A ’s own staf f has completed in ­
spec tions of  100 such boards in the  dr ug  testi ng  area, and they  have 
fou nd conditions  equally  unacceptab le. In  63 perce nt of  the cases, 
inform ed consent was inad equ ate . Abuses in th is  are a included 
use of  a so-ca lled “sho rt” consent for m wi tho ut a wr itt en  nar ra ­
tiv e;  the  absence  of  a fa ir  expla nation of  procedures to be followe d; 
the absence of  a des cription of  at tend an t disc omfor ts and ris ks ; the  
absence of a discussion of  ap prop ria te  tre atmen t alt erna tiv es ; the  
inclu sion  of  exc ulp ato ry lan guage; the incl usio n of  misleading 
language  abo ut the  saf ety  and efficacy o f the  dru g.

In  44 percen t of the  cases, continu ing  review of the clin ica l in ­
ves tigation was inadequate.

In  19 perc ent of  the cases, the boards ’ wor k was done  by  mail .
Th is Na tion has a biom edical and beh aviora l rese arch capabil ity  

second to none. On ly in recent  yea rs have we, wi th  the help of  the  
Na tional  Commission fo r the Prote cti on  of  Hum an  Subjects  of 
Biomed ical  and Behav ioral Researc h, begun to deve lop a com parable 
capabil ity  to  pro tec t the subject s of  th at  research .

The ir  wo rk has  been of  high  quali ty.  Em otional issues have been 
successfully  dep oliti cize d and the wor k of the Commission has been 
general ly prais ed  by layper son  and scie ntis ts alike .

Since its  creatio n, the  need  to  e xtend its  m anda te to  othe r Fe de ral  
agencies has become clear . Th e abuses in program s of  the Defense 
De pa rtm en t and the CIA  were  st riking  exam ples.  To da y’s he ar ing 
shows the continu ing  need fo r such  a Commission to he lp HEW  
imp rove its  polic ies as well.

Researc h on human subject s is essen tial fo r the prote ction  of  the  
he alt h of  the Am eric an people . The National  Commission, if  its  
ma ndate  is exte nded, wil l help assu re th at  the huma n subjects of



such  rese arch will  be able  to  rely on the  best  system of  pro tec tio n 
th at  th is or  any  othe r na tio n can  devise.

(N ote: S. 2579, as int rod uced in the  Sen ate  by Se na tor Kennedy  
on Fe br ua ry  23, 1978, was tit led “to  am end the Public Hea lth  Sendee 
Act to esta blis h t he  P resid en t's  Commission fo r t he Prote ct ion  o f H u­
man  Subjects  of  Biom edical and Behav ioral Research, an d fo r othe r 
purposes.” )

Senator  K ennedy. Our  firs t witn ess th is mo rni ng  is Donald Ken ­
nedy , Commissioner  of  Foo d and Drugs, who has testi fied  fre quen tly  
befo re the  committee in th  past . W ith  him Dr . Michael  J . Hen sley . D r. 
Hen sley is a medical  officer in the C lini cal  I nvestig ati ons B ran ch  of  the  
FD A,  D ivis ion o f S cientific Research. Dr . Hensley is a  boar d-certi fied  
pedia tri cia n who has  previo usly served as Associa te Di rector  of  
Cl inic al Pharm aco log y fo r the  Sa ron Ph arma ceut ica l Co.

We welcome you here.

STAT EMENT OF DONALD KEN NED Y, PH . D., COMMISSIONER OF
FOOD AND DRUGS, FOOD AND DRUG ADMIN ISTRATION. ACCOM­
PANIED  BY MIC HAEL HENSLEY, M.D., DIV ISION  OF SCIEN TIF IC
INVESTIGATIONS,  BUREAU OF DRUGS; AND RIC HARD M. COOPER,
CH IEF COUNSEL, FDA

Com miss ione r K ennedy. Mr.  Ch air ma n, on my righ t is Ri ch ard 
Cooper, Ch ief  Counsel of  the Food and Dru g Ad minist ra tio n.

I t  is a pleasu re to welcome you to the De pa rtm en t of  He al th , 
Educati on , and Welfare .

Le t me kind  of  skip ove r some point s in my sub mi tted sta tem ent, 
which we wil l ask to be mad e a par t of  the  reco rd. I  am go ing  to 
do th is  very inf orm ally.

W ha t we a re ta lk ing about tod ay, Se na tor  Kenne dy, is a rel ati ve ly 
new pro gra m.  As you an d yo ur  colleagues know, the inv est iga tio n 
of  drug s was esse ntia lly un reg ulate d before  1962. I t  was one of  the  
fea tures  of  the  ame ndm ents of  th at  year  th at  pu t the clinical in ­
vestigat ion  process un de r review. Betwee n th at tim e an d 1967, 
when  the  en tire  b io-research  mo nit ori ng  p rogram  came into existence, 
pa rt ly  as a res ult  of  the  work of  you and  your  subcomm ittee , FD A ’s 
efforts t o mo nitor clin ical  invest iga tions,  I  th ink,  can  on ly be described 
as less tha n a fu ll pro gra m.

We did  do abo ut a hu nd red fa ir ly  inte nsive inv est iga tions du rin g 
th at  per iod  and , as a consequence of  the res ult s th at  they  yielded, 
in addit ion  to a special survey  done between the years  1972 a nd  1974 
on clin ical  research , we decided  to insta ll a fu ll compliance  pr o­
gram  d ur ing the  p resent  f iscal yea r. I t  is, in a sense, a ha lfw ay  r ep or t 
on th at  compliance prog ram th at  you  wil l be he ar ing about th is  
mo rning.

I  th in k it  is im po rta nt  to un de rst and the  na ture  of ou r assessmen t 
of  clin ical  research . W ha t we developed and issued to  FD A  field 
offices is-----

Se na tor  K ennedy. I  th in k before  we re t to th at , Mr . Com mis­
sioner, could you give us some assessment abo ut the resources now ? I  
mea n do you have the  sufficient resources to do the job  so we can
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pu t into some pers pec tive  at  least wh at you are  going  to tel l us abo ut the  na tur e of the  gen era l conclusions of  the rese arch, the re ­view itself?
Com missioner K ennedy. I  th in k I  can not give  it  t o you in prec ise terms  of  pos itions and dolla rs, Mr. Ch airma n. We  wou ld be ha pp y to pro vid e th at  fo r the  reco rd. I  can give  you an ind ica tion, and  th at  is wh at I  am proceeding to do now, of  the  numb er of invest i­ga tor s, the  number of  spon sors , the  numb er of  insti tu tio na l review board s th at  are  involved.
Se na tor  K ennedy. All  rig ht .
Com missioner K ennedy. I  was going to expla in firs t th at  our pro gra ms  are  of  two basic ty pes : “su rve illa nce ” insp ect ions in which we are  tryi ng  to mea sure  pro ced ura l compliance  wi th the app licabl e reg ula tio ns ; and “d ire cte d” insp ections  in which we do da ta au dit s of stud ies  sub mitted in connection wi th inv est iga tional new drugs or  new dr ug  app lications. Inc lud ed  are  “for  cause” inspec­tions which are  conducted where we susp ect th at  a problem sit ua tio n exists .
Sur vei llan ce inspections  esse ntia lly are  des igne d to  be preven tive . Direc ted  inspections are  inspections  designe d to be rem edial in na ture  and , as a consequence, the y are  much more tho rou gh.I  th in k it  is im po rta nt  to dis tin gu ish  betw een two  kin ds of  t hing s th at  we do. In  one of them we a re att em pt ing to survey  t he  adeq uacy  of tes tin g of new drugs th at  the  public  may  be exposed to.Ano ther  type  th at  I  will  ta lk  abo ut in ju st  a mom ent has its  majo r pur pose tryi ng  to insure  th at  the  guara nte es we th in k are  im po rta nt  to make to human subjects are  ac tua lly  met. Th e ma in pur pose of  th at  insp ectiona l pro gra m is the pro tec tion of the  sub ­jec ts of  the research  themselves .
Th e firs t type  includes the inv est iga tor  and spo nso r pro gra ms , one of  which we re fe r to as the  da ta au di t pro gra m.  Tn the  da ta  au di t pro gra m headquart ers  provides to the  field distr ict s copies of  pro toco ls under which ind ivi du al clin ical  inv est iga tor s conduc t th ei r stud ies,  or  copies of case repo rts  sub mi tted by thes e clin ical  inv est i­ga tor s to the  dr ug  sponsor. Our  inv estig ato r the n vis its  the  clin ical  inv est iga tor  to obtain inf orma tio n on the conduc t of  the  stu dy  and pe rfo rm s an onsite au di t of  the  clinic ian ’s da ta  to check its  rel iab il­ity . In  th is case we do not select clin ical  inv est iga tor s at  ran dom to receive these visi ts. Inste ad , the y are  chosen because we hav e de ter ­min ed th at  th ei r work was im po rta nt  in the con sidera tion of  dru gs  fo r I N D ’s or ND A’s. So we a re  looking a t inv estig ato rs who have  been involved in the  develop men tal wor k on im po rta nt  dru gs  th at  are  go ing  to receive  fa ir ly  wide  exposure.
Un de r th is procrram, as of  Ja nu ar y 31, 1978, 77 assignm ents  had  been issued to  the  field, wi th 34 inspections  complete d. Of  these , 28 have been reviewed by headquarters  and 6 a re now unde r review. We have issued 25 inform ati on al let ter s to clin ica l inv est iga tor s where no majo r problem s were found.  Th ree  insp ections , 10 percen t of  the  very small  tot al,  have  resu lted in inte nsiv e “f or  cause” invest iga tion s. Of these “for  cause” inv est iga tion s, one has result ed  in the  pro posal to  dis quali fy  the  clin ica l inv est iga tor . I t  is tru e th at  th is pro gra m



may be a promising source of “for cause” inspections in  the future.
The sponsor program is essentially a random one and its purpose 

is to ascertain the adequacy of research monitoring by the sponsor. 
Our investigators are supplied the names of parti cular drugs tha t 
are under clinical study or in submitted new drug applications. The 
field investigator then visits the sponsor, generally a drug  company, 
and reviews the sponsor’s monitoring procedures. As part of the 
inspection, the FDA investigator selects two clinical investigators 
who have studied the drug in question, and conducts further inspec­
tions to determine just how well they  were being monitored by the 
sponsoring drug firm. 138 assignments had been issued to the field 
as of Janu ary  31, 1978, and 37 inspections were completed so far , bu t 
they have not been received and analyzed yet by the Bureaus.

At the end of  the fiscal year, Air. Chairman, we will have a com­
plete set of reports from all those investigations tha t I have just 
mentioned. As I will say more about this in a moment, we hope 
to use tha t in designing our strategy for the fiscal year afterwards.

I want to say something briefly about our pilot compliance pro­
gram for institutional review boards, which you alluded to in your 
own introductory statement. This is a slightly older program, and 
hence it has sampled the  universe much more completely.

As you know, an IRB is established for each institution in which 
clinical investigations are conducted, and it is composed of members 
of various professions in the community, laypersons as well as 
persons versed in the scientific subject matte r of the investigation.

The IRB  is charged with reviewing the ethics and risk/benef it 
decisions made on clinical studies involving subjects at tha t inst itu­
tion. Regulations promulgated in 1971 require tha t clinical investi­
gations of new drugs on inst itutionalized human subjects be in itially  
approved and subjected to continuing review by the IRB.

In each inspection assigned we use a part icular drug study as a 
reference, and under the program FDA  field investigators inte r­
view the chairperson of the IRB  or other responsible individuals at 
the institution , as well as other  staff.

Tha t report of the investigator and records are forwarded to 
headquarters for evaluation. The results are communicated back to 
the chairperson of the IRB  or administrato r of the institut ion 
through either of two types of letters—information letters offering 
suggestions for  improvement, or remedial letters requesting positive 
assurance tha t specific serious deficiencies noted during the inspec­
tion will be corrected.

About 25 percent of the letters issued to IR B’s to date have been in 
this latter category.

I think  you have seen, Air. Chairman, and if it has not been made 
available to your committee, we will promptly submit it for the 
record, the analysis of this inspectional program. Although our 
legal authority to move directly against an IRB  is limited, we do 
have the author ity to refuse to permit or to continue to permit 
clinical studies involving subjects in a particular institu tion and to 
refuse to accept completed studies if the studies are not properly  
reviewed, approved, and supervised by the institu tional  review 
board.
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We intend to propose regulations tha t will provide for an addi­
tional sanction, the disqualification of an IRB.

As of January  31, 1978, the milestone we are using in all these 
statistics, we have issued assignments to the field for 329 IRB 
inspections. One hundred and ninety-eight inspections have been com­
pleted, and 142 have been reviewed and analyzed. We found tha t 
approximately 25 percent failed to comply in the way described 
above. Although, as you pointed out, there were more minor deficien­cies in a larger  percentage than that.

Senator Schweiker. What were the reasons for the majori ty of the failures, Commissioner ?
Commissioner Kennedy. You can analyze it in a number of dif­

ferent ways. The document th at I have in mind is one that  I believe 
was submitted to the committee. There were a number of failures 
to provide a consent form with the adequate written narra tive at­
tached to it. I  think tha t of the to tal number of ins titutions, we have 
it broken down into institutions  tha t have general assurances and 
those without. Of the total population, 38 percent were defective in tha t regard.

I think tha t probably is the largest single violation in terms of 
proportion of the total . But there were numerous other deficiencies.

For example, some insti tutional review committees conducted thei r 
review of studies by mail instead of by having an adequate number of meetings per year.

In other cases, there  was a failure to adequately define a quorum 
and to make sure tha t the majority  of members was present at 
all of the meetings of the committee.

There were defects in the consent form of various kinds. Lacking 
disclosure of alternat ive procedures is a common defect of consent forms.

If  a procedure is represented to have a potential  benefit for the 
subject, you must tell tha t subject of alternat ive ways, other than 
by partic ipating in tha t experiment, in which tha t benefit might be 
produced. Misleading language of a variety of sorts on safety and 
efficacy of the drug—all of these defects have been found, and all of 
them in percentages tha t were a little disturbing, but I think it 
must be remembered, in fairness to many of those institutions and 
thei r review boards, tha t this is a new process for them. As we 
inspect and issue letters, we presume that compliance will improve as 
they learn how to meet thei r responsibilities.

Senator Kennedy. I  think obviously the point is that  these insti­
tutiona l review boards are the primary source for the protection of 
human beings. Tha t is the very key aspect of this whole kind of 
process. They are the interface between the researcher and human 
beings. The ini tial conclusions of your d raf t is tha t you found that in 
63 percent of the cases informed consent was inadequate. Th at has to 
be a factor which is of very, very deep concern. I am sure it  is to you. 
It  has to be to us. I  think  it is an important factor in terms of the com­
pelling interest we have for continuity in assuring adequate protection 
with the panel for protection of human subjects and also for initiatives 
tha t have been placed forward in the various agencies themselves.
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W ha t we find is, in spi te of the enormou s aspects of  pu bl ici ty  fo r 
adequa te pro tec tion of ind ivi duals  and the  stre ss th at  has been  
plac ed on it  in rece nt time s, and the  efforts th at  have been made, 
there  sti ll are  glar ing gaps in th is are a and we hav e to recognize 
that . You  po int  out th at  th is  is an in iti al  process fo r many of  these 
insti tu tio ns  to deal  with,  bu t it  is one of gr ea t urg ency and im­
portance and grea t signif icance to th is  committ ee, as I know you 
know, and I  know th at  you are  very much aware  of  it.

So the re are  some extremely im po rta nt  addit ion al fac tor s abo ut 
the  na ture  of  the research . I t  seems to me we have got  two  dif fer ent 
issues. One is abo ut the  na ture  of research and scientific viab ili ty , 
and  t he second th ing is th e adeq uacy  o f t he inform ed consent . Bo th of 
these ma tte rs are int er re lat ed  in the  course of  ou r heari ngs th is 
morning.

As we get  into those gl ar in g and obvious deficiencies in  the 
scientific inf orm ation , we can not avo id recogn izin g the ver y, very 
sign ific ant  impor tance of  th is issue. I  know  you  believe th at . We  
believe th at . I  ju st wante d to underline  it.

Com miss ioner K ennedy. Mr. Ch airma n, I  was going  to  desc ribe  
very brie fly some of the  problem s th at  we hav e enc oun tere d in  ou r 
“for  cause” inspections  of  clin ica l inv est iga tors.

As  you know, these were  usu ally ca rri ed  ou t when there was 
reason to believe th at  work of a clin ica l investi ga tor  was fa ul ty  or  
unreli able. These get  tri gg ered  in a va rie ty  of ways. I  believe we 
hav e sub mi tted fo r the comm ittee , an d if  we have not , we wi ll 
prom ptly do so, a very br ief tabu la r sum ma ry of  the ways in which  
the  “f or  cause” inv est iga tions th at  are  unde r discussion here —there 
are  26 of them—were tri gg ered  by the  compliance program s an d by 
oth er means du rin g th is  year .

Our  d ru g reviewer sometim es encounte rs, in a new appli ca tio n, da ta  
th at  ap pe ar  to have  been gen era ted  in a way  othe r than  orth odo x. 
Occasionally we get c om pla ints  f rom  dru g sp onsors t ha t c linic al inves­
tig ator s—that  they hav e asked to do work fo r them—are tu rn in g in 
sho ddy  work , and  we pursue those. We hav e got  seven o f those. I t was 
the  second most predom ina nt source of  tr ig ge ring  events fo r “for  
cause” inspections.

Consum er com pla ints , IR B invest iga tions,  da ta  audit s done  un de r 
the  compliance program  th at  I  have ju st  described, review of  the 
lit eratur e,  all of these wil l sometimes gen era te a fee ling on the 
part  of Dr . Hensle y and his  colleagues  th at  there is a problem and 
wil l tr ig ge r “f or  cause” inspections . We hav e no t completed ou r 
eva lua tions of all these tod ay.  I  emphasize to you,  as we hav e to  the  
subcomm ittee  staff,  these are  inv est iga tions in pro gress, of whi ch 
we have, as it  were, a sna psh ot in midfl igh t.

As  you will  lea rn from me in gen era l terms  and from Dr . Hensl ey 
in more specific term s, there  are  ala rm ing prob lems. Th ey  fa ll  int o 
the fol low ing  catego ries:

Case  repo rts  on fict itiou s subjects, and on sub ject s who were nev er 
adminis tered  the  inv est iga tional dr ug  they  were supposed to  hav e 
received.

Se na tor  K ennedy. You mean the  subject s of  the  tes ts were  no n­
exi stent ?
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Commissioner Kennedy. Yes, Senator.
Senator Kennedy. You have got a series of these. Let us go through them.
Commissioner Kennedy. Just to pick them off briefly.
Case reports containing the results of clinical laboratory work which was not actually performed. The purpose of such laboratory work is to assess the safety of the drug in human subjects—for ex­ample, if  a drug is toxic to the liver, and tests of liver function are not performed, then the drug might not be withdrawn in time to prevent permanent liver damage or death.
False representation of institutional review board approval of a study. A layer of subject protection is removed if uninformative consent forms were used, or if a s tudy of the type done should not have been done in the institution in question.
Misrepresentation of patient diagnosis and demographic data. If  a patient does not have the disease to be treated  with the in­vestigational drug, then any report  of efficacy of tha t drug is ob­viously spurious.
Consent of the clinical subject not obtained. Consent means in­formed consent. Lacking necessary information, the subject might enter a study which he would not have entered if he had been in­formed of the dangers as well as the possible benefits.
Drug  doses given far  exceed protocol limitations. This could be dangerous since protocols often specify doses at the upper limit of what has been judged to be safe.
Drugs given to inappropriate subjects. This could be dangerous if drugs aimed at the generally healthy adult population are given to children or the aged where their metabolism might be different. Of parti cular importance is the administra tion of drugs to pregnant women where fetal abnormalities might be caused.
Serial use of investigational drugs to the exclusion of accepted therapy. This makes the subject nothing but a guinea pig, and his best interest might not be served.
Administration to subjects of two or more investigational drugs at the same time and the administra tion of other significant and perhaps interfering drugs with the investigational drug. The point here is th at whenever the information obtained from an experiment is valueless, the subject has been placed at  risk for no good purpose. Experiments in which some rudimentary  code of good sense and ad­herence to protocol is not follows! wastes the experiment and, hence, puts the subject to unnecessary risk.
Inadequate medical attention to the test population, either be­cause of excessive delegation of authority, lack of followup, et cetera.Final ly, representation of investigational drugs as marketed prod­ucts and /or  the sale of such drugs. This is the case we have seen a few times in which an investigational drug is really being administered to patients as a marketed drug, but the investigational status of the drug  has conferred on prescribing physician a kind of exclusive franchise tha t allows the physician to exploit his status as investi­gator by purveying a product not available to all physicians.
Senator Kennedy. What  you are talkin g about is a laundry list of really outstanding abuses of perversions of science, are you not?
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You have got tests allegedly being done on subjects tha t were non. 
existent. You have got falsification of various records, misrepre­
sentation of various boards, the inadequate informed consent.

These are all on human beings.
This committee saw this kind of situation concerning the testing of 

animals. As a result of the testing on animals, we tr ied to insist with 
FDA and FDA leadership support for the review on human subjects. 
Because we saw that many of  the laboratories, individuals that  were 
working in these areas also were working on human beings, and 
although we could not make a determination tha t they were going 
to be similar patterns and practice in the areas of human beings, I  
think you find here in terms of tha t observation you make tha t this 
is also happening in the areas of human beings. What we do not 
know and what we are going to get into with Dr. Hensley in greater 
detail and greater specificity is the extent to which it is taking place. 
How do you react to that as a scientist and as the head of FDA, and 
what kind of conclusions can we draw about the nature of this kind 
of a problem as it applies to testing?

Commissioner Kennedy. I think  I would want to try  to reach 
conclusions in two different areas, Senator.

As you know, from the numbers I have just given you, we have 
been able to mount in this first fiscal year program, which is not com­
plete yet, a set- of sampling procedures tha t we think are going to 
define a universal problem for us. What you have just heard are 
the categories of defect, and they are very serious defects, tha t we 
have found in some of the  26 “for cause” inspections which represent 
what we believe to be the worst of the universe and not the 
average.

The real question is how much sampling do we need, first of all, to 
know how best to invest our energies to stop this sort of thing and, 
second, to bring this very large universe of clinical investigation, 
12,000 people, into better compliance with procedures tha t both as 
scientists and humani tarians we believe ought to be followed.

The sample right now is large enough to be disturbing, but not 
large enough to tell us, as I think it will at the end of this year, 
exactly what kind of compliance program we ought to have to 
adequately sketch the size of the problem and suggest to us ways of 
attacking it.

Certainly, to respond to your main question though, Senator, 
each of the kinds of defects that. I have just mentioned represents 
not only a problem with regard to protection of patien t rights,  but 
most of them also represent the most egregious kind of scientific 
errors.

Senator Kennedy. Although you cannot draw a conclusion about 
the extent of the particular problem, based upon this  k ind of review, 
the conclusion I think we can draw is that  with  careful review, as we 
are going to hear from one investigator, working over a period of 6 
months, find very, very serious perversion of scientific information. 
Although on the one hand, we cannot—T would not think  it is fa ir to 
project th at this is either happening across the landscape, I also do not 
think that we can say tha t we know as a matter of fact tha t it is not
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hap pen ing . We do not wa nt to unduly ala rm  the  Am eric an people. Bu t it would  seem to me tha t if  th is send s signals  to the  agency and  to the  Congress, we c annot rest unt il we know th at  it is not hap pen ing .I  th ink th at  we ought to  pu t th is in some kind  of perspect ive.  I t  seems to me thi s is a most serio us kin d of  sit ua tio n in terms of science and  science research  to find th at  when  you dig  deep, you find some ex tra ordina ril y serio us abuses.
I  t hink  i t would be as inaccu rate  to sta te th at  we do no t know  th at  it  does no t exis t in othe r area s, as it  is to  make a gen era lization th at  it  does in oth er areas. Bu t the  th ings  th at  we can conclude are th at  alth ough th at  has  n ot been the  pur pose of  our  p ar tic ul ar  r eview, we sta rte d off w ith  othe r purposes from the  leg isla tive  inv est iga tion , wh at we h ave fou nd is when  we s cratched the  sur fac e, we f oun d sim ­ila r k inds of  tre atm en t by  some com panies o r some labo ratories in d rug tes ting. An d when we scratch ed aro und in the  are a of hum an tes ting, which is obviously the  most  signific ant and im po rta nt , we find s imila r typ es of distu rb ing situ atio ns.  Th is is why  I  th in k it is of such im­por tance in term s of prote cti ng  ind ividuals  not only  in the  consent aspect bu t also in terms  of knowin g the  ver aci ty of the  scient ific in ­forma tion which is submitted  to  the companies and sub mit ted  to  F DA to being accu rate .

Com miss ioner K ennedy. I  certa inl y agree, Senator , th at  our pre sen t inf orma tio n does no t a llow us to be rea ssu rin g any  more  t ha n it  persuades  me th at  we ought to condemn the  whole  enterp rise .I  mi gh t ju st  add th at  one of the  th ings  we see emerg ing  here is some sug ges ting th at  the re may  be pa tte rns to the vio lations  th at  we encoun tered in the  ‘‘fo r cause” insp ections , and by looking ove r ea rli er  disq ual ifications of  inv est iga tors, it  may help us do a be tte r job. Tha t is som ething we will  keep on analy zin g and of which we wil l keep the  subcomm ittee  info rme d.
I t does ap pe ar  th at  certa in typ es of  drug s and certa in typ es of  inv est iga tor s ten d to  be invo lved  in thes e serious problem s more fre quently  t ha n others,  alt hough it  is pe rhap s a li ttl e preli mi na ry  to say  too much  about this. A couple of  dr ug  classes, psy cho trophic drug s and  analgesics, ap pe ar  to be involve d wi th much hig her fr e­quency than  oth er drug  categorie s. As  we look at  the  pa tte rn  of affiliation of clin ical  invest iga tors, we see by fa r the  major ity  of those invo lved  in serio us problem s are  ind ependent prac tit ion ers th at  are  not affilia ted wi th gro up  pra ctice  or  wi th ins titu tions.  So to the exten t th at  these tre nd s hold up,  we may find ourse lves at  the  end of  the fiscal ye ar  wi th an in tel lig en t fra me wo rk at  least fo r begin nin g to disse ct the  problem  and dec iding where  we ought to con cen tra te most of  ou r resources and att en tio n in the “f or  cause” area.

Se na tor  K ennedy. I wou ld add one more, Mr.  Commiss ioner, you have to call in ques tion the mo nitoring  of  some of  the  majo r drug  companies rev iew ing  the  scient ific informa tion. I t  is no t going to be ju st  limi ted  to  c ert ain  types  o f d rugs. I  th in k wh at you will see in the  course of  the  develop men t of th is he ar ing is th at  the mo nitoring  process and procedures by some of the companies, even tho ugh on
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paper, they are very elaborate, very detailed, very extensive and 
exhaustive, tha t in the practical  application they just have not 
worked or picked up some of these serious situations which you have 
outlined.

If  t hat  is true with the one or two case studies tha t we are  going 
to review this morning, how are we sure tha t they are catching these 
parti cular problems as they apply to other case studies as well?

Tha t is obviously something tha t we have to be concerned with.
Commissioner K ennedy. Yes; I agree, Senator. Actually the last 

thing tha t I was going to touch on in my prepared statement was 
tha t we are about to finalize regulations published last September 
on the obligations of sponsors and monitors. We certainly  will also 
be watching for those kinds of correlations, too.

As you know, our sponsor sample is much smaller than  our in­
vestigator  sample, and so the kinds of trends tha t one might pro­
pose in tha t universe are not as apparent to us yet as those for the 
investigators.

Senator Schweiker. Dr. Kennedy, I think it’s important for us 
to t ry  to get some feeling for the magnitude of the problem, in line 
with what Senator Kennedy was just talk ing to you about. You say in 
your statement—I guess I interrupted  your testimony there because 
we began to question you—“I do not want it to leave this subcom­
mittee with the impression the whole world of clinical research is 
bad.”

Could you give us a rough estimate of what proportion of the 
research we are talking about has the sort of problems you’ve out­
lined? In other words, do we have to narrow it down and look hard 
at 15, 25 percent of the work ? How do you see the  dimensions of the 
problem ?

Commissioner Kennedy. I wish I  had a clear, simple answer to tha t 
question, Senator. I do not. Can I briefly sketch the nature  of the 
difficulty I have with it?

Fir st of all, we are trying to do an objective sampl ing in pa rt of 
our program. It  is very ha rd to avoid the  temptation to lean toward 
the “for cause” investigation—I think  our investigators know thei r 
drug categories and sponsors, and maybe categories of investigators 
tha t are more likely to yield hits than others. I think  there is some 
tendency to concentrate on those. I would not want to believe that the 
10 percent tha t we hit even from this very, very small sample is 
not somewhat skewed from tha t effect as well as from the very small 
size of the sample.

The most objective sampling procedure tha t we have is the one 
tha t has not yet yielded very much data. So I will not be able to 
say anything about tha t to you until the end of the year. The 10- 
percent figure comes from investigations tha t are based on important  
new drugs, and if that 10-percent figure holds up, and I reiterate 
tha t it is a very small sample, I would be quite troubled by it. I 
think it is too high, much too high.

Senator Schweiker. I have one other question along the same 
line, again asking for an estimate. I realize I am forcing you to
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make an estimate that is just a guess, to serve as some sort of guide to us in thinking about the nature and magnitude of the problem.Do you see the majority of the problems we’ve talked about today as resulting from sloppy, careless work, somewhat unintentional, or do you see most of this as deliberate, willful abuse ?Commissioner Kennedy. Well, of the “for  cause” sample t hat  we will be talking about most of this time, the 26, there is a great deal of willfulness. I do not think most of that  can be put down as sloppiness.
On the other hand, I think  in the case of the IRB  compliance data tha t we talked about, a little sloppiness and a little  unfamiliarity contributes much more to the problem than willfulness. In the uni­verse as a whole I continue to believe personally, it is noth ing but a personal belief, that the universe is predominantly honest. But  I  also think  the consequence of it not having been regulated for a very long time, and as a consequence of it consisting of people who, by and large, have not received much t rain ing in th is area in their own education, I  think tha t there is apt to be a fai r amount of sloppiness.Senator Kennedy. Dr. Hensley, we would like to ask you some questions. We will talk  about investigator No. 2.Will you explain to us for the record why we are not given the names of the particular investigator?
Dr. Hensley. As the Commissioner pointed out, these investiga­tions are still just tha t—they are investigations. F or the most p art  I  think these cases will result in administra tive sanctions, and very few of them may result—I stress “may”—in criminal procedures. We are using numerical designations for investigators, and I do not intend to reveal location of these.
Senator Kennedy. Fine. You can understand, we are not interested in the individuals, but we are interested in at least what the pa t­terns are and what the practices are in terms of the type of s ituation tha t we may be facing.
Could you tell us a little bit about the investigation done by in­vestigator  No. 2, doctor No. 2, on a drug for Bristol Laboratories to enhance mental functions in the elderly.
As I understand it in June 1977 FDA inspectors made a routine random inspection of this study which was conducted a t a nursing home. Can you describe for us what the nursing home looked like, what the status of the institutional review committee was, and perhaps what the quality of the particular test was?Dr. Hensley. I can comment at two points in time on the status of the nursing home. At the time of the investigation the nursing home was described as a locked-door facility.
Senator Kennedy. What does a locked-door facility mean?Dr. Hensley. Well, I thought—I kind of thought  you might ask that.
Senator Kennedy. Just in layman’s language.
Dr. Hensley. A locked-door facility essentially is a nursing home where the patients  are judged not to be capable of protecting them­selves in an open environment.
Senator Kennedy. The importance of this obviously if they are not capable of feeding themselves or caring for themselves in an
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open environment reflects I  imagine on th eir capabil ity of grant ing 
informed consent?

Dr. H ensley. That is correct. Many of these people are without 
family and wards of the court.

Senator Kennedy. Well, why don’t you continue then.
Dr. H ensley. At the time of the investigation we have two insights 

into that.  The inspector tha t did tha t investigation and described 
the nursing home: Smelling of urine, it was a locked-door facility 
where patients wandered about aimlessly, and the patients were said 
to be without soap, toilet paper, and basic necessities.

I have spoken with an official of the health departm ent in the 
city where this was done, and tha t official described it using the 
phrase “a rat  infested dump.” It  was a poor situation.

I visited the nursing home several months afte r that.  The health 
department had taken fairly aggressive action, and the place had 
been cleaned up somewhat. It  smelled about like any institution.  
Patients  were cared for I suppose on the par of most mental hospitals, 
and I think that  might be a more accurate description than nursing 
home for these patients. Most of these patients , many of these 
patients were alcoholics, many of them suffering from organic brain 
syndrome of one type or  another.

As far  as being rat infested, at the time we only saw one rat. It  
was rather  large.

But with respect to the institu tional review committee, there was 
none. This inspection was keyed on a study as you say done for 
Bristol. They went to look at  the record for tha t study and found 
no IRC.

The administrator  of the nursing  home had just recently been 
removed. He was facing charges associated with embezzlement of 
patien t funds and a number of other things. Although he had been 
removed, he was accessible, and he was asked to comment at tha t 
point—what about IR C ? He essentially said, well, I know there  was 
a study done here. I do not know anything about ins titutional review. 
I do not know anything about informed consent. All I can say is we 
did a study, and I do not know who was on it. That is about it.

Senator Kennedy. As I  understand it, it was represented th at there 
was an institutional review committee?

Dr. Hensley. That is correct.
Senator Kennedy. And effectively there was none.
Dr. Hensley. That is correct.
Senator Kennedy. You have talked about just the physical 

characterizations of the facility  and about the nature  of the types 
of residents tha t were in the facility , some t hat  had, I gathe r from 
what you said, some organic brain disturbances from prolonged use 
of alcohol or alcoholism, the drug tha t was being tested was a mind­
expanding drug, enhancing drug?

Dr. H ensley. Mainly stimulant , a general stimulant in fac t fo r the 
geriatr ic population as I  understand it. I am not a chemist. I  under­
stand it is related to amphetamines in its general class.

Senator K ennedy. I th ink you mentioned about Dr. No. 2 not having 
a license to practice medicine in  this State. Did Dr. No. 2-----

26-8 28  0 -  78  - 2
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Dr . H ensley . No. The study  was done  in a ra th er  unusua l fash ion. 
To wa rd the  end  of the study, the  docto r in question, who was at  the 
tim e serving a pedia tri c fellowship at  a local hosp ita l allegedly dis ­
appeare d, and in his  office he le ft  behin d a numb er of his  person al 
effects. A mong his personal effects w as a Xe rox of  a  medica l licensure 
cer tific ate fo r t hat  S tate . The name of  th e or igi na l rec ipient had been 
wh ited ou t and inv est iga tor ’s name writ ten in in  ink.  The or igina l 
rec ipi en t was abo ut two  doors  down the ha ll. He  knew no thing  
about it.

Se na tor  K ennedy. W as the  stu dy  completed?
Dr . H ensley . We do not know. I do no t rea lly  believe th at  it  was. 

Th ere  were two  stud ies  act ua lly  alleged  to  have been done, a pr e­
lim ina ry  stu dy  on pa tie nts th at  were rea son ably in good shape 
menta lly , and a more  difficult stu dy  on pa tie nts who had severe 
menta l impairm ent . We know lab orato ry  work was done. He ma ­
tology work, blood chem istri es, and urina lyses fo r a sufficient ly large 
numb er of  pa tie nts , to have acco mpl ished bo th stud ies,  was pe r­
form ed. But  in terv iew s wi th personnel and phy sic ian s whose pa tie nts  
were used  led us to  believe  th at  the second stu dy  may well no t 
hav e been completed .

Senator  K ennedy. So we have  a question of an nonl icensed doctor 
with an insti tut ion al review committee th at  does not exist in a very  
questionable—described as rat -in fes ted  fac ili ty—bu t certa inly from 
your  own visu al observa tions, you cha rac ter ize d it—as one in which 
serio us questions as to the  care of the  pa tie nt,  and a stu dy  which is 
vi rtu al ly  n onexistent.

Is  th at  corr ect?
Dr . H ensley . The second stu dy  is probably no t n one xis ten t in pa rt.  

As  to  wh at was done  wi th these  pa tie nts , we real ly do no t know.
Sena tor  K ennedy. Do you draw  any ten ta tiv e conclusions  abo ut 

mo nit ori ng  process th at  wou ld pe rm it th is  kind  of  circumstance?
Dr . H ensley . Hav in g rea d the  protocol, and pa tie nt  selec tion 

po rtion  of  th at  pro toco l fo r in iti al  stu dy , I  susp ect th at  ha d the  
mo nitor vis ited the faci lity,  he wou ld have been ala rmed and he 
wou ld have questioned t he  conduc t o f th is  s tudy.

I  t hi nk  i t was obvious, it  w as obvious to  me, i t wou ld be obvious to 
anyone wa lking  in the  fron t door, once they  got pa st the elec tron ic 
lock, these were  not pa tie nts  w ith  m inima l org anic dysfunct ion . They 
were  signif icantly  im paired pa tients . Convers ion wi th the  nu rsi ng  
staf f w ould  have  rev eale d th at  n ursin g staf f disagr eed  w holehear ted ly 
an d vio len tly  objected  wi th the  des criptions provide d by the in ­
vestiga tor  as to the effect of  the dru g. Th e investi ga tor  pro vid ed a 
descr ipt ion  sug ges ting the  dr ug  was efficacious. Th e nu rsi ng  staff  
said “no .”

Sena tor  K ennedy. W as there  any  mo nit ori ng  at  all? Does  t he  file 
in  fact  show th at  the  company became conc erned abo ut not ge tting  
the da ta  back  from the  inv est iga tor  ?

Dr . H ensley . Th ey  did . Th ere  were  two  people in  cha rge  of  the 
mo nit ori ng  as I  un de rst an d it. The or igi na l mo nit or—I am no t sure  
of  the circums tanc es—b ut  he was rep laced and did  eve ntu ally leave 
the company. The second person  in cha rge  of  mo nit ori ng  these 
stud ies  raised  serious ques tions as to the va lid ity  of  the  data.
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I have with me a memo. I think  his last paragraph is rath er re­vealing :
Conversa tions I had with  Mr. Blank  and Mrs. Blank confirm th at  this in­vestigation did conduct a study  in the nurs ing home. However, my impression is th at  the study  was poorly conducted and any data we may receive are  likely to be inconclusive.
Tha t memo is dated August 7, 1975.
Senator Kennedy. Did  Bristol send any of the information in to FDA?
Dr. Hensley. Yes, they did. A little less than a month later, 

the data were submitted in summary fashion to FDA. I believe the 
date on th eir submission was August 27, 1975. They were submit ted 
without comment.

Essentially, 2 years later, following in itiation  of our inquiry, these 
studies were submitted in a more complete fashion and comment 
was made the investigator had been ra ther  uncooperative.

Senator Kennedy. This is the company’s characterization of the 
investigator’s conduct ?

Dr. Hensley. Yes.
Senator Kennedy. H ow did they characterize it—uncooperative?
Dr. Hensley. Yes. As I recall, that was their  characte rization.
Senator K ennedy. Did they point out any of  these other problems ?
Dr. Hensley. No.
Senator Kennedy. They did not point out any of the o ther points 

tha t had been brought out about the institu tional review board or 
any of these other problems?

Dr. Hensley. No. As I recall, they limited their comments to 
problems they had with the investigator. They made some statement 
about the efficacy of the drug, in fact I believe they s tated the study 
did tend to show efficacy. They noted they were having to base a 
number of thei r comments on review by thei r own people, part icu­
larly with respect to tolerance because the investigator apparently 
had not done everything he should have done.

Senator Kennedy. What is the status of FDA  regulato ry action 
with regard to Bristol now?

Dr. Hensley. Our division, Scientific Investigat ions, tha t is—Dr. 
Kelsey I believe sent a lette r to Bristol essentially asking how this 
happened. Tha t letter was February 16 of this year. We have not 

k received a reply at this point. They have 30 days to reply to tha t
letter.

Senator Kennedy. Could we consider Invest igator  No. 1. Endo 
Laboratories, Inc. What prompted you to review the test done by 

' Investigator No. 1 on narcotic antagonis t in newborn infants?
Dr. Hensley. I am a pediatr ician by training. In  the course of 

doing a litera ture review, essentially reading journals, I ran across 
an article-----

Senator Kennedy. Reading the journals?
Dr. Hensley. Yes. The article struck me as being just a bit 

strange, the procedures used, the conduct of the study seemed unlike 
anything I had ever seen before. So I initiated an inquiry  trying 
to find out why the study was done and who had paid for it and 
these kinds of things.
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Sena tor  K ennedy. I t  was not brou gh t to  you as a res ult  of the  
committ ee or  any o the r group ?

Dr . H ensley . No.
Sena tor  Kennedy. Ju st  your  own indiv idua lly  selected inv est iga ­

tion . Do you wa nt to  desc ribe  wh at th at  investi ga tor  wanted to  do 
and wh at FD A gave  him  ori gin al perm ission to  do?

Dr . H ensley. The sto ry we eve ntu ally get  was th is  was done  under 
or  fo r En do  La boratori es,  as was pointed  out.  A pro toco l was sub ­
mitted  t o FD A t hrou gh  En do, and  I reviewed the pro toco l and com­
pa red  it  to  the publi cat ion , and  com par ison  of  the two  reve aled  
the re were a n um ber  o f points med ical ly I  thou gh t were questionable 
th at  had no t been reporte d to FD A and protoco l. Th e basic problem  
as I  saw it  wi th th is  stu dy  was one of  consent. That  was ap pa rent  
when  one rea d the pro toco l or the  paper. Th e stu dy  in  essence 
was one in whi ch mothers were rec ru ite d int o the  stu dy  whi le 
the y were in the del ive ry room.

Senator  K ennedy. I n  the  del ive ry room?
Dr . H ensley . Yes.
Sena tor  Kennedy. Und er  wh at circum stan ces  in the  del ive ry 

room?
Dr . H ensley. In  act ive  labor,  as I  un de rst an d it.
Sena tor  K ennedy. W ha t ten tat ive conc lusions do you draw  about 

tryi ng  to  gain  inform ed co nsen t when a woman is i n l abo r? Is  th is  not  
hig hly  u nusual  ?

Dr . H ensley . I  should  th in k so. I  recall ha ving  been wi th  my 
wife throug h he r deliveri es and  I  wou ld imagine she wou ld have 
signed an ything  th at  was pu t under he r nose ju st  to get  rid of  it. 
I  do no t know  wh at the  circums tances ye t were.

Senator  K ennedy. In  any  event, th at  is no t an ap prop ria te  time  for  
ga ini ng  inform ed consent of an exp ect ant mo the r?

Dr . H ensley . No. I t did  no t seem so. The more reasonable th in g 
to have done  would have been to en ter  mo thers int o the stu dy  well 
in adva nce,  give them tim e to un de rst and it.

Sena tor  K ennedy. D o you wa nt to tel l us about t he  s tud y ?
Dr . H ensley . Righ t.
These mo thers were mothers who ha d ca rri ed  th ei r in fant s to 

term —the  pre gnancy was to have been uncomplic ated . Th e in fants 
were  t o be div ided into two  groups . Th e study  was t o ru n som ething 
like  t h is :

Mo thers wou ld receive a pa in reli eve r, Dem erol , Meper idin e, a 
stan da rd  ana lges ic in the  del ive ry room. They wou ld receive it  w ith ­
in  1 hour  of  del ivery. That  was the  pro tocol as gotten by FD A.

I t  tu rn s ou t th at  if  mothers did  not get  the  dr ug  wi thi n 1 ho ur  of  
del ive ry, the y got  anoth er dose. An othe r dose of  Dem erol  th at  wou ld 
be sufficient to im pa ir the  res pir ati ons of  the in fa nt  at  lea st as 
measured by resp ira to ry  fun ction t est s th at  were  being done on thes e 
infants. So the  dose was in iti al ly  k ind  o f open  end ed ; th ey  ev entual ly 
wou ld sett le on a dose.

Se na tor  K ennedy. I f  I  underst and, th is  is a test to depress  th e 
res pi ra to ry  fun ction of  the  in fa nt  throug h the ad mi nis tra tio n of 
Dem erol  ju st  pr io r to deli very?
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Dr. Hensley. Right.
Senator Kennedy. The purpose therefore for the testing  is to 

depress the infant’s breathing, respiratory function, at the time of 
bir th;  is tha t correct?

Dr. Hensley. That is correct.
Senator Schweiker. How much r isk is there in that?
Dr. Hensley. That is a very difficult question to answer. Demerol 

is probably the most common cause of respira tory depression in the 
newborn, I guess, just based on my experience, tha t is. There is 
great individual variation between women as to how much they 
tolerate and how well their  babies do. I think  there is significant 
risk, and I guess the best way to  answer tha t is if one of my kids 
were a candidate for this study, I would not permit it to be done. I  
do not think it is a good idea.

Senator Kennedy. The purpose—so we put  i t in some context, the 
purpose for the Demerol was to depress the infant ’s breathing?

Dr. Hensley. Correct.
Senator Kennedy. In  the consent form, it had these words—equip­

ment required for treatment of depressed breathing is routinely—I 
will put the whole consent form in the record—the sentence above 
tha t says, “I t is therefore extremely unlikely”—this is the consent 
form tha t is shown to the mother who is in labor—“extremely un­
likely th at the Demerol you receive will have a significant depressing 
effect on your baby’s breathing .”

But in fact tha t is exactly what they are t ryin g to do.
Dr. Hensley. Tha t is correct. I suppose the key word is “sig­

nificant.”
Senator Kennedy. “Significant.” You have to evaluate what is 

significant?
Dr. Hensley. Right. It  seems to me tha t is the choice the mother 

should make. But the investigator in this case chose to make tha t 
decision for her.

Senator Kennedy. And further it says, “Therefore, extremely un­
likely the Demerol you receive will have a significant depressing 
effect on your baby’s brea thing,” when actually, the purpose for the 
adminis tration of the Demerol is to depress the baby’s breathing?

Dr. Hensley. T hat  is correct.
Senator Kennedy. And it continues on: “Af ter breathing the 

carbon dioxide for 5 minutes, your baby will receive an injection of 
Narcane or placebo and he will be tested with carbon dioxide again.”

It  does not say what a placebo is?
Dr. Hensley. On the attachment to that , I think it describes or 

mentions distilled water. It  is sort of oblique in there. I agree tha t 
“placebo” should have been more clearly explained. Ha lf of these 
babies were to receive the placebo.

Senator Kennedy. Half of them, afte r they are told it is not going 
to have a significant effect in depressing, and obviously the purpose is 
to do it, half of those infants  are going to get placebo, which is going 
to have no effect?

Dr. Hensley. That is correct.
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I  po int  out also th at  those who received Narcane,  received it  30 to 
60 min utes af te r del ive ry ra th er  th an  wi th in  a few minutes  of 
deliv ery.

Senator  K ennedy. W ha t is the  Apg ar  score------
Dr . H ensley. I t  comes from the  name  of a pro mi nent pedia tri cia n 

who passed away a few yea rs ago, sim ply  a score of  how good the  
baby look s: 10 points , five categories, zero, 1 or  2—the re is he ar t 
rat e, color, tone , muscle tone , reflexes; these kin ds  of things. The 
bab y gets  a score of zero, 1 or  2. In  ou r hosp ita l, Apg ar  7 or less 
was  an ind ica tion the  bab y was  in signif icant dis tress and an in ­
tra tra ch ea l tube should be pu t in the  bab y and art ific ial  mean s of 
res pir ati on  should have been used.

Sena tor  K ennedy . W ha t were the scores of  these infants?
Dr . H ensley. M any  of them were 7 and 8. Th ere  were  a few th at  

were  ext remely low. I  recall one th at  ha d A pg ar  3. Apg ar  of  3, I  
th ink,  would have ala rmed us a grea t deal.  That  is a bab y on the  
po int of car dia c arr est .

Se na tor  K ennedy . The in fant s were signif icantly depressed when  
they  were bom?

Dr . H ensley . M any  of  them were, no t all of them. I  th in k if  one 
breaks  i t down, most of them are  not.  Bu t ma ny were.

I  th ink—m ore im po rta nt ly,  I  th ink t he  more im po rta nt  p oin t is n ot 
the 1-minute  Apg ar  score, bu t 5-minute Apg ar  score. The score is 
usu ally done at  1 and 5 minutes  in most hospita ls,  and it  was in th is 
case. Bv  5 min utes, most babies who do no t hav e some basic un de r­
ly ing prob lem are  in pr et ty  good shape. The ir  Ap ga rs  are  usu ally 9 
or 10. They are brea th ing well. The  colo r is good. Fourtee n of these 
in fant s have Apg ar  o f 8 o r less. I th ink th at  is the prob lem.

Senator  K ennedy. Was the re a midesophogeal balloon placed  
in the  infan ts?

Dr . H ensley. Yes. In  fac t, in the  art icle, there  is an il lu st ra ­
tio n of a baby sort of  sprea d eagled on the examining tab le, some­
th in g of th at  n atu re,  wi th esophogeal  ball oon  in place . According to 
inv est iga tors, th at  was used to measure  resp ira to ry  effort, measu ring 
changes in pres sure .

Senator  K ennedy . Y ou are famili ar  enough  w ith  the consent form 
to know  th at  was nev er men tioned ?

Dr . H ensley. Tha t is correct.  I  asked the investi ga tor  why. He  
said  he did  not feel it was sign ifica nt.

Sena tor  K ennedy. W ha t?  Tha t it  was not sign ific ant?
Dr . H ensley. Yes.
Sena tor  K ennedy. Wh ere  did  the y place the  balloon?
Dr . H ensley . I t  wou ld be in the  midesopha gus , above the dia­

ph rag m,  about level wi th the  h ea rt,  I  guess.
Senator  K ennedy. I s th at  outs ide?
Dr . H ensley. No. I t is in the esophagus.
Senator  K ennedy. You have to open the in fa nt ’s mouth?
Dr . H ensley . Righ t.
I t  can be done one of two  ways:  I  th in k probably the y would in ­

sert the  tube eit he r th roug h the  nose or  t he  mouth.
Sena tor  K ennedy. Given 50-percen t oxygen by  mask?
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Dr . H ensley. They were. App aren tly  fo r abo ut 5 minutes  on 
four  occasions fo r each of these infan ts.  I th in k five of  these  in fa nt s 
ac tua lly  were  entered twic e in the stu dy—thes e in fa nt s rece ived  
twice th at ------

Se na tor  K ennedy. W ha t is the  significance of  giving  those kind  
of  doses of  oxygen ?

Dr . H ensley. W ell , the  Academ y of Pe diat ric s has  a clear reco m­
mendation  on oxygen th erap y and newborn . Th e backgro und on 
th at  is th at  quite some time  ago a con dition call ed ret ro len tal  fibro ­
pla sia , a degene rati ve disease  of the  eye, was described in prem atu re  
in fant s and in small infants, ter m in fant s who were sm all ; an d it  
was rel ate d by many people to oxygen therap y.

The Am erican  Academy of Pe diatr ics recommends th at one keep  
the  ar te rial  concen trat ion  of oxygen at  40 to 60 mil lim ete rs of 
oxygen to pre vent th at  from happ en ing;  and the recommenda tion  is 
no t ju st  prem atu re  in small babies, bu t in all newb orns . Th e in ­
ve sti ga tor ’s response  when  we asked abo ut th is  was th at  th is  was  
high ly  unlikely  to happen in ter m bab ies; and th at  is indeed  th e 
case. I  ha d to research  15 or  20 minutes to  find rep or ted  cases in the 
lit er atur e of  term babie s who have go tten ret ro len tal  fibroplasia. I t  
does happen. I t  does occasionally  happen , very ra re ly  happens in  
ad ul ts who get  oxygen the rap y.

Se na tor  K ennedy. The po int  in lay man’s terms  is does it  impose 
certa in risks to an in fant?

Dr . H ensley. I t  imposes a risk .
Sena tor  K ennedy. It  is not an ins ign ific ant  one. Tha t is nowhere  

on the consent form,  either?
Dr . H ensley . T ha t is correct.
[In fo rm at ion supplied fo r the  reco rd fo llo ws :]
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Use o f  nalo xone  to rever se nar cot ic resp iratory  
depression in the  new born infan t

Twenty neonates whose mothers ha d rece ived  m ependine (1.0 to 1.5 m g/ kg ) intravenously within  three 
hours o f  delivery were studied to determ ine the effec tiveness  o f na loxone in reversing  neonatal resp iratory 
depression. The follo wing  measurements were earned  ou t within 20  to  30 minutes a fte r delivery : minute 
ventilation, end tidal CO9  and  ventila tory  response  to CO r  These determ ination s were rep eated  afte r 
administration  o f  either  plac ebo  or  naloxone , 0.0 1 m g/ kg  intramuscularly. Minute ventilatio n an d PaC9 
were within a norm al range before medicat ion in both  groups,  but  the  slope  o f  the CO, response  cu rve 
was decreased, indicating  mi ld- to-moderate  respira tory  depression. Af ter  adminis tration  o f  placeb o the 
tes t resul ts did not  chang e significantly. After  admin istratio n o f  naloxone, V ,  increased s ignificant ly 
(P <  0.05) an d the slope o f  the CO, response curve doubled (P <  0.001). Na lox one effect ive ly reverses 
narcotic  depress ion o f  the respiratory center in the  newborn infant.

Tilo Gerhardt, M.D- , Eduardo Ban cala ri, M.D . 

Luis Fernandez  Roc ha,  M.D., M ia m i,  Fla .

Harry Cohen , M .D „ and

N a k c o t ic  a n t a g o n is t s  are frequently adminis­
tered to neonates with low A pgar  scores who were b orn  to 
mothers who have received mependine du nn g labo r and 
delivery. A low A pgar  score may indica te an episode of 
asphyxia in utero rather than  depression due  to medi­
cations  administere d to the mother. In this situa tion,  the 
administration  of a narcotic antagonist , specifically nalo r­
phine  or  levallo rphan . may place the infa nt at nsk 
because of  adverse agonistic effects of  the drug.' 
Naloxone has been shown to be a potent narcotic anta g­
onist without agonistic effects in the adu lt’ it is now 
used also in the newborn infant without conclusive 
information about its effecuveness or adverse effects in 
this age group.

This study  was designed  to determine the effectiveness 
of  naloxone  in reversing  respiratory  center depression in 
infan ts bom to mothers who had received mependine 
durin g labor.

From the Division o f  Newborn Medicine. Departm ents  
o f  Pediatrics. Anesthesio logy and Obs tet ric s/ 
Gynecology. Univers ity o f  Miami. Sch ool o f  Medicine. 
Pepetnl address- Department af  Pediaincs. University of  
Miami. PO . Bos 320873 Biscayne Annes. Miami FL JJI3Z

M A T E R IA L S AND M E T H O D S

.Twenty-four  women with norm al pregnancy and 
uncom plica ted delivery were selected for this study. A 
written informed consent  was obtained from the mothers,  
after the purpose an d the procedures of  the study  had 
been explained to them. Th e research  protocol was 
approved by the com mitt ee for the protection  of human 
subjects at the  University of  Miami.  The women received 
no medication other than  mep end ine . 1.0 to 1.5 mg/kg  

''in traven ous ly,  with in a peno d of  one hou r pnor  to 

See rela ted  article, p. 971.

Abbreviations  used 
V minu te venulauon

end tidal CO,
VT: tidal volume

delivery; eight molher s who did n o i d e li v e r  within that 
■neriod o f  n m e  re c e iv e il  i  ^eror.i  _u»e  All labors  were 
terminated vaginallv; low spina l or pud end al block with 
1% lidocaine was used . The maximal dose used for the 
spinal block was 30 mg and  for the pud endal block. 200 
mg. The  infants were stud ied within 30 minutes after

Pol. 90. No. 6. pp.  1009-1012
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Table I. Mean ±  SE for ail ventilatory determin ations under basal  condit ions and durin g the CO, 
challenge, before  and  after administration  of placebo or naloxone

Placebo (N  • Naloxone (N  •  12)

Minute ventilat ion 
(m l/m in  x kg) (mm Hg)

(m l/m in  x kg  x 
H g  PaC O :l

Minute ventilation 
(m l/m in  x kg)

^ c o .
(mm Hg)

M \ / ± P x c 0 .
(m l/m in  x  kg x

Hg P.,r . z )

B
8  1 A

B  1 A B |  A B | A B | A

Basal values (O , 50%)
X 301 314 43.6 412 314 388 42.5  40.7
± S E ± 3 7 ± 4 5 ± 2 5 ± 2 6 ± 3 5  ± 4 0 ± 2 0  ± 1 .6
P NS NS < 0 0 5 NS

CO, response ( O , 50% +  C O , 4%)
X 442 460 51.2 50.9 20.1 16.6 466 622 5 2 4  48.2 16.4 31.4
± S E ± 4 7 ± 5 4 ± 2 4 ± 2 3 ± 3 .7  ± 2 6 ± 4 2  ± 5 4 ±  1.8 ±  1J ± 2 0  ± 2 .4
P NS NS NS < 0 .0 0 5 < 0 .0 0 5 <  0.00 5

B -  Before mcdacauoo; A -  a/ler medication .

birth. By rando m num ber 14 in fan tsw ere  s e iz e d  f a  ij y r  

naloxo ne group and 10 for the placebo group.
Each infant was studied before  and after the adminis­

tration of  naloxone or  placebo, and the values obtained 
before and after medication were compared. A placebo 
group  was included for two reasons: (I ) to evalua te 
possible changes in the degree  of  depres sion that  can 
occur with progressive postnatal age unre lated  to the 
administ ration of  naloxone and  (2) to assess the effect of  
the stimulus of  the intramuscular injection  on the degree  
of  respiratory depres sion. Each study included the dete r­
minat ion o f respi ratory rate, tidal volume, m inute ventila­
tion. end tidal CO,,  and  the ventil atory  response to 
inhalation  of  4% CO,.  The system used to measure these 
respiratory  funct ions is shown in Fig. 1. The infants 
brea thed from a cont inuous st ream o f hea led and hum id­
ified gas through a nosepiece. The  fiow of  gas was 
main tained constan t at 6 1/minu te to avoid rebreathing , 
and a m ixture of  50% oxygen and  50% nitrogen was used 
in ord er to prevent possible depression of  the centra l 
nervous  system secondary to hypoxia.  Inspiratory and 
expiratory  flows were measured by attaching  an infant 
pneumotacho graph (Electron ics for Medicine.  Inc.. 30 
Virginia  Rd., White Plains. N Y.) to the outflow par t of  
the system. The flow signals f rom the pneumotachograph  
were measured with a Statham PM97 differentia l pressure 
transducer (Statham Instruments . Inc.. 2230. Statham 
Blvd., Oxnard. Calif.)  and a Gould transducer coupler 
(Gould  Inc.. Instrument Systems Div.. 36 31 Perkins Ave., 
Cleveland. Ohio) . Tidal volume was ob tained by electrical 
integration of  this flow signal using a Gould integrator  
couple r (Gould Inc.). The background flow o f 6 l/minute 
was electrically zeroed and the system calibrated with 
known volumes of  the inspired  gas mixture, using a 
calibrated glass syringe.

End  tidal CO, was measured with a respirato ry mass 
spect rometer (Statham Instrument s. Inc.) cal ibra ted with 
known concentrations o f CO,. Sampling was done conun- 
uously a t a flow of  20 ml/m inu te throu gh a smal l capil lary 
that  was inserted into  the nosepiece. With  this method all 
tracings  obtained during regular resp irat ion showed an 
end tidal CO, plateau. A latex balloon was posit ioned in 
the mid-esophagus, to record transpulmonarv pressure  
changes, which were measured  with a Sta tham  PM5 
pressure transducer (Sta tham  Instrumen ts. Inc.) and a 
Gould  t ransd ucer co upler (Gould  Inc.). The record ings o f 
flow, tidal volume, esophageal pressure, and  end  tidal 
CO, were done with a Brush 260 recorder  (Gould Inc.).

Dynamic lung compl iance was ca lculated  from VT and  
esophageal pressure  measured  at the time of  no flow. 
Minute ventilation and respiratory rate  were obta ined 
from the tidal volume tracings.

The  ventilatory response to CO, was dete rmined  by 
measuring minute venti lation after thre e minutes of  
adding 4% CO, to the inspi red gas mixtu re. The  increase  
in ventilation.  IV „  was related to the  change  in e nd  tidal 
Pco ,. APxco,. “> or der  to dete rmine the slope of  the  CO,  
response curve (5 Ve /AP *c o  ml/kg x  min ute  x  mm Hg 
P * co .) Recordings used for the calcu lations were 
obta ined  only dunng regu lar respiration. The tests were 
performed al 20 to 30 minutes o f age and repe ated.?  to 10 
minutes  after  the infants received either naloxone 0.01 
mg/kg  (1.5 ml) i ntramuscularly or placebo 1.5 ml intra­
muscularly.

Dynam ic lung comp liance was calculated in ord er to
assure tha t changes  in CO, response were not related t o __
changes in lung comp liance Two m la n is  in  tac h group 
were e liminated from the calculations because  their lung
compliance values changed more than  25% between the 
two determina tions . All infants were stud ied under  a
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radiant warm er ma intain ing  the ir skin temperature at 
36.5’  C.

The results were analyzed using t statistics for  signif i­
cance difference in mean, significance lim its o f the 
student-dis tribution, and non line ar regression analysis by 
the least squares li t power curve. Results are given as the 
mean ±  standard error o f the mean.

R E S U LT S

The naloxone and the placebo groups were sim ilar in 
mean gestational age (39.6 £  0.3 vs. 39.9 ±  0.7 weeks) 
bir th weight (3.200 £  130 vs. 3.150 ±  170 gm), and 
Apg ar scores (6.5 £  0.3 vs. 6.4 £  0.6 at I minute, and 
8.8 ±  0.2 vs. 8.8 ±  0.3 a t 5 minutes). The mean value o f 
lung compliance  was also sim ilar  in both groups 
(4 2 ±  0.4 and 4.6 ±  0.3 m l/c m  H,O before and after 
giving naloxone and 4.2 £  0.4 and 4.7 £  0.4 ml/c m H ,0  
before and after adm inis trat ion  o f placebo) . The age at 
which the tests were started and ended was 34 £  5 and 
70 £  5 minutes,  respectively, in the naloxone group and 
27 £  3 and 58 £  5 m inutes in the p lacebo group.

The mean values o f the ventilato ry dete rminations fo r 
both  groups, before  and afte r medication, are given in 
Tab le I. Before medication was given,  there were no 
signi ficant differences between the two groups in Vt  and 
P*co, wh ile breathing 50% oxygen or 50% O, plus 4% 
C O „

Afte r adm inis trat ion  o f naloxone the basal ven tilation  
and the ventilation on exposure to 4% CO , increased 
signi ficantly. This  increase in venti lat ion  was accompa­
nied by a significant decrease in  end tid al  CO,  dur ing  the 
CO , challenge test.

None o f the previous values changed significan tly afte r 
the adm inis trat ion o f placebo.  The largest difference 
between the two groups was the increase in the slope o f 
the CO, response curve from  16.4 to 31.4 ml/m inu te  
X kg x  mm Hg PaC O ) w ith  the adm inis trat ion  o f nalox­

one, whereas no change was seen i f  placebo was given.
In Fig. 2 the CO , response before adm inis trat ion  o f 

naloxone is plotted against the percent change o f this 
response after naloxone was given The significant corre­
lation o f this  curve indicates that the m ore depressed the 
infants were at bir th,  the larger was the change o f the ir

[
CO, response afte r the adm inis trat ion  o f naloxone. This 
curve also demonstrates no depressant agonis tic effect of  
naloxone: the three infants who had a CO, response in 
excess o f 30 m l/m inute x  kg x mm Hg Pac o > before 
medication either increased thei r response or  had no 
signi ficant  change.

No  signi ficant changes in any o f the test results 
occurred afte r adm inis trat ion  o f placebo, thus indicating 
that the time elapsed between the two de term inations and 
the stimu lus o f the intramuscular inje ction did not

Fig. I.  System used to de termine venti lation and end tid al C O , 
concentrat ion in newborn infants.

C O j  RES PO NSE  BEFORE N A L O X O N E  

(m l/ m in  x kg  x mm  H g C O y )

F it  1  Relat ion  between the slope o f the C O , response curvi 
before naloxone and percent increase in this slope after medica­
tion.

influence the results. The CO, response curve afte r 
placebo was shi fted  to the lef t (Fig. 3). reflecting the 
normal  decrease in Pa^Q, observed in the newborn infan t 
du rihg the first  hours  o f life.*  * In the naloxone group 
there was a s ign ificant  change in basal vent ilat ion  and in 
the response to  CO,  a fte r medica tion.  As depicted in Fig. 
4, the CO , response curve showed a s imilar sh ift to the left  
as after placebo, bu t the most sin kin g change was a 
doub ling o f its slope from 16.4 before  to 31.4 m l/
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Fig. X  Mean CO , response  curves before and after administra­
tion  o f  place bo.
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mmHg

kg x  minu te x  nun Hg P*c o, a ^ e r  medica tion. This 
finding indicates that  after  naloxone the respiratory cen ter 
sensitivity to C O, increased twofold.

The dynamic lung compliance was the same in both 
groups before  and  afte r medication  and.  therefore,  did not 
influence the results.

D IS C U S S IO N

Assuming tha t the effect of  naloxone is a complete 
reversal of  the respiratory  center  depression produced by 
meperidine,  it can be expected that  severely depressed 
infants will change their CO. response more  than those 
slightly depres sed. This, in fact, occurred in the infants 
studied.

No data are presently available in the litera ture 
regarding the CO, response of normal, undepressed 
neonates dunng the first hours of  life. Rigat to and 
associates* and Avery and  associates reported a CO, 
response o f 34 and 40 m l/kg x  minute x mm Hg Pa< 0 , 
respectively, in norm al newborn infants dun ng the first 
days of  life. When our  results are compared  with these 
values, it would app ear  that naloxone does reverse the 
ventilatory response to CO, in the depressed infant 
toward the norma l range.

Naloxone in a  dose of  0.01 mg/kg  will reverse respi ra­
tory depress ion in the newborn infant whose mother has

F ig  4. Mean  CO, response  curves  before and after  administra­
tion o f naloxone .

received a moderately high dose of  mep erid ine durin g 
labor . This effect is more marked in more depres sed 
infants.  No determ inauon s were done  after the first ho ur 
of  life an d, therefore, the duratio n of  the  naloxone effect 
on the CO , response remains  to be defined .

RE FERENC ES
L Foldes FF. and Torda TAG. Cornparauve studies with 

narcotics and  narcotic anta goni sts in man . A cta  An aesthesi- 
ol Scand  *12 1.  1963

X  Jasinski  D R . Martin WR. and Haertzen  CA: The human  
pharmacology and  abuse pot enual of  N-aUyl-noroxymor-  
phone (indoxone ). J Pharmacol Exp Therap 157:420. 
1972.

3. Rat ios T. et al: Interaction o f the effec ts o f  naloxone  and 
oxv morphone  o n hum an resp iauon.  A nes the sio log y 36:278 . 
1971

4. Sating E: Die  Blutgasverhaltn issc  und der Saure-Basen- 
Haushat i des F etc n bet ungestortem  G eburtsablauf. Geburt- 
shi lfe  Gynak 1 6 1 0 6 1  1964

3. Avery ME. and Fletch er BD The lung and  its disorders  in 
the newborn infant , ed 3. Philadelphia. 1974 , WB Saunders 
Company .

6. Riga tto H, Brady MB. and de  ta Torre Verdu2co R: 
Che moreceptor r efle xes  in preterm in fants: II. The Effect o f 
gesta tio na l a nd postnatal  age on the ventilatory  response  to 
inhaled carbon diox ide. Pedia incs 55:614. 1973.

7. Avery ME. Chernic lt V, Du iio n RE. and  Permuti S: 
Vent ilatory resp onse to inspired carbon dio xid e in infants 
and  adults, J Ap pl  Physiol 18:893. 1963.



24

CONSENT FORM

(P a r a g r a p h s  w h ic h  do  n o t a p p l y  to  you  o r  y o u r  b ab y  h a v e  b e e n  c r o s s e d  o u t )

T h is  s tu d y  i s  b e in g  c o n d u c te d  t o  d e te r m in e  t h e  e f f e c t i v e n e s s  a n d  a p p r o p r i a t e  
d o s e  o f  t h e  m e d ic a t io n  " N a rc a n "  g iv e n  to  a n ew b o rn  i n f a n t  in  c a s e s  o f  d e p r e s s e d  
b r e a t h i n g  c a u s e d  by  n a r c o t i c  d ru g s  g iv e n  to  m o th e rs  d u r in g  l a b o r .

You w i l l  r e c e i v e  o u ly  a  r e g i o n a l  b lo c k  f o r  p a i n  r e l i e f  d u r i n g  la b o r  an d  
d e l i v e r y .

Yo u w i l l  r e c e i v e  t h e  s y n t h e t i c  n a r c o t i c  d ru g  D em er ol d u r i n g  l a b o r  t o  re d u c e  
p a i n .  Th e l a s t  d o s e  w i l l  b e  g iv e n  to  yo u w i t h i n  o n e h o u r  o f  d e l i v e r y .  T h is  
m e d ic a t io n  i s  f r e q u e n t l y  u s e d  a lo n g  w it h  o t h e r s  d u r in g  l a b o r  f o r  su c h  p a i n  >• 
r e l i e f .  H ow ev er , yo u w i l l  r e c e i v e  o n ly  D em ero l s i n c e  th e  o t h e r  m e d ic a t io n s  
may  e f f e c t  th e  s tu d y . We f e e l  t h a t  t h i s  m e d ic a t io n  a l o n e  w i l l  b e  s u f f i c i e n t  
to  r e l i e v e  an y p a i n  yo u e x p e r i e n c e  d u r in g  l a b o r .  You w i l l  r e c e i v e  a  r e g i o n a l  
b lo c k  f o r  a n e s t h e s i a  f o r  d e l i v e r y .  No g e n e r a l  a n e s t h e s i a  p ro d u c in g  a n  
u n c o n s c io u s  s t a t e  w i l l  b e  a d m i n i s t e r e d .

/

T h e re  i s  a p o s s i b i l i t y  t h a t  g i v i n g  D em er ol  w i t h i n  one  h o u r  o f  d e l i v e r y  n ay  
c a u s e  d e p r e s s e d  b r e a t h i n g  i n  y o u r  i n f a n t .  T h is  i s  m ore  l i k e l y  t o  o c c u r  wh en 
a p r e g n a n c y , la b o r  a n d / o r  d e l i v e r y  i s  c o m p l ic a te d .  H o w ev er , you  an d  y o u r  
i n f a n t  h a v e  b e e n  c h o s e n  b e c a u s e  y o u r  p re g n a n c y  h a s  b e e n  n o rm a l,  an d  i t  i s  
a n t i c i p a t e d  t h 3 t  y o u r  la b o r  a n d  d e l i v e r y  w i l l  a l s o  b e  c o m p le t e ly  n o rm a l.  I t  
i s ,  t h e r e f o r e ,  e x t r e m e ly  u n l i k e l y  t h a t  th e  D em er ol y o u  r e c e i v e  w i l l  h a v e  a 
s i g n i f i c a n t  d e p r e s s in g  e f f e c t  on  y o u r  b a b y 's  b r e a t h i n g .  E q u ip m en t r e q u i r e d  
f o r  tr e a tm e n t  o f  d e p r e s s e d  b r e a t h i n g  i s  r o u t i n e l y  p r e s e n t  i n  e a c h  d e l i v e r y  
ro om . An a n e s t h e s i o l o g i s t  a n d  p e d i a t r i c i a n  w i l l  b e  p r e s e n t  i f  t r e a t m e n t  
i s  n e c e s s a r y .  I f  t r e a tm e n t  i s  r e q u i r e d  th e  i n v e s t i g a t i o n  w i l l  b e  s to p p e d .

Y ou r i n f a n t  w i l l  r e c e i v e  a l l  t h e  r o u t i n e  i n f a n t  c a r e  t h a t  a n y  o t h e r  i n f a n t  
r e c e i v e s .  Y ou r b ab y  w i l l  b e  ta k e n  to  th e  n u r s e r y  w i t h i n  o n e  h a l f  h o u r  o f  
d e l i v e r y ,  w h er e h i s  r a t e  an d  d e p th  o f  b r e a t h i n g  w i l l  b e  c o n t i n u o u s l y  m e a su re d  
a n d  r e c o r d e d . He w i l l  b e  g iv e n  c a rb o n  d io x i d e  to  b r e a t h e  w h ic h  w i l l  ma ke  hi m  
b r e a t h e  f a s t e r  ar .d  d e e p e r  th a n  n o rm a l.  T h is  i s  a n o rm a l r e s p o n s e  an d  w i l l  n o f  
h u r t  y o u r  b a b y . T h is  w i l l  b e  r e c o r d e d .  A f t e r  b r e a t h i n g  t h e  c a rb o n  d io x i d e  
f o r  f i v e  m in u te s  y o u r  b a b y  w i l l  r e c e i v e  a n  i n j e c t i o n  o f  " N a rc a n "  ( o r  p la c e b o ) 
an d  h e  w i l l  b e  t e s t e d  w i th  t h e  C 3rb o n  d io x i d e  a g a i n .  " N a rc a n "  i s  n o t  y e t  
re co m m en de d f o r  g e n e r a l  u s e  i n  new b o rn  b a b i e s  b a c a u s e  n o t  en o u g h  d a t a  h a s  
y e t  b e e n  c o l l e c t e d  to  p ro v e  i t s  e f f e c t i v e n e s s  o r  a p p r o p r i a t e  d o s e . Th e ai m  
o f  th e  s tu d y  i s  t o  d e te r m in e  i t s  e f f e c t i v e n e s s  an d  a p p r o p r i a t e  d o s e . Th e 
l i m i t e d  d a t a  a v a i l a b l e  sh ow  no  b a d  e f f e c t s  on  new b o rn  i n f a n t s  in  te rm s  o f  
b r e a t h i n g  an d h e a r t  b e a t  w he n th e  d o s e  t h a t  y o u r  b a b y  w i l l  r e c e i v e  i s  u s e d .
I n  a d d i t i o n ,  "N arc a n "  i s  b e i n g  u s e d  r o u t i n e l y  i n  th e  JMH d e l i v e r y  ro om  f o r  
n a r c o t i c a l l y  d e p r e s s e d  i n f a n t s  an d  a t  t h i s  ti m e  h a s  c a u s e d  no s i d e  e f f e c t s .  
A f t e r  th e  c a rb o n  d io x i d e  i s  g iv e n  f o r  th e  s e c o n d  ti m e  th e  e x p e rim e n t i s  o v e r .

YOU MAY STOP YOUR CONSENT Al a) DISCONTINUE BEING A PART OE TH IS STUDY AT ANYTIME.
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INFORMED CONCEIT

T h is  s tu d y  i s  b e in g  conduct ed  to  d e te rm in e  th e  e f f e c t iv e n e s s  o f  th e  m ed ic a ti o n  
"K or ea n"  when g iv en  to  a  ne wbo rn . T h is  d ru g  i s  u se d  in  e a se s  o f  poo r 
r e s p i r a t i o n  caused  by  m ed ic a ti o n  u sed  f o r  r e l i e f  o f  p a in  d u ri n g  la b o r .
N ar ca n i s  p r e s e n t ly  u sed  in  mos t h o s p i t a l s  i n  t h i s  c o u n tr y , and  no  advers e  
e f f e c t s  ha ve  been  r e p o r te d .

You w i l l  re c e iv e  Dem erol  d u ri n g  la b o r  to  re d u ce  p a in  and  r e g io n a l 
a n e s th e s ia  f o r  d e li v e ry . Th es e a re  s ta n d a rd  o b s t e t r i c a l  p r a c t i c e s  in  
Jackson  M em or ia l H o s p i ta l . A sm all  am ount o f  b lo o d  w i l l  be dra wn  from  yo u 
and fr om  th e  u m b il ic a l c o rd  to  m ea su re  th e  am ount o f  Dem erol  in  th e s e  sa m ple s.  
Your in f a n t  w i l l  re c e iv e  th e  ro u ti n e  c a re  a t  d e l iv e r y  and  th e n  w i l l  be  
ta k e n  to  th e  Newborn  C en te r.  H is  r e s p i r a t i o n  w i l l  b e  m ea su re d  c o n ti n u o u s ly  
and h is  r e s p i r a to r y  re sponse  when b re a th in g  c arb on  d io x id e  v r i l l  b e  t e s t e d  
b e fo re  an d a f t e r  a d m in is te r in g  th e  dru g  "N ar ca n"  o r  " D i s t i l l e d  w a te r" .
V/hile  b r e a th in g  car bon d io x id e  r e s p i r a t i o n  w i l l  in c r e a s e ,  b u t  t h i s  i s  s im i la r  
t o  wha t o ccu rs  d u ri n g  in c re a s e d  p h y s ic a l a c t i v i t y  and  i s  o f  m in im al  
r i s k  f o r  th e  i n f a n t .  The  b aby '" w il l b e  w at ch ed  c o n ti n u o u s ly  b y  a  d o c to r 
and th e  t e s t  w i l l  n o t be  per fo rm ed  i f  an y a b n o rm a li ty  i s  d e te c te d .

A lt e rn a ti v e  p ro ced u re  w i l l  b e  to  u se  th e  d ru g  N ar ca n i f  you r i n f a n t  i s  b o rn  
d e p re sse d , w it h o u t m ea su ring - h i s  r e s p i r a t i o n .

YOU MAY STOP YOUR CONSENT AT ANY TIME AND YOUR INFANT VZILL BE TAKEN OUT 
OF THE STUDY.
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Sena tor  Schw eiker. I ’d like  to go bac k to  the use of placebo fo r 
a moment. Of  course, I am dis tur bed by the stu dy ’s claim to hav e 
gotten inform ed consent under labor.  I  have five chi ldren,  an d I  
have been prese nt in the del ive ry room fo r a few of  the  bi rth s. I  
can not  ima gine a worse  sit ua tio n in which  to  obtain fu lly  inform ed 
consent. I  certa inl y wou ld call  it  an ythi ng  bu t informe d consent 
when a woman is in act ive  labo r. An d in th is  instance, the consent 
form  doesn’t even seem to have been complete.

One othe r aspect th at  distu rbs me, though , is the  use of  a placebo. 
Does no t a study  like  th is  have to have an FD A- approv ed  pro tocol 
befo re it  begins?  W ha t I  am lea ding  up  to is, should  FD A be ap ­
prov ing  a stu dy  pro tocol th at  says th at new born in fant s will be 
depressed and then  be give n only  a placebo?  That  wou ld bo ther  me 
if  I  were  the fa th er  of one of  the  babies th at was n’t goi ng to  get  
an ything  to cou nte rac t the depressio n.

Dr . H ensley. I  th in k members of  Se na tor  Ke nnedy’s staf f have 
asked me th at  on a couple of  occasions. My response  has been, 
fir st of all,  I th in k if  you  took  12 p ed iat ric ian s and pu t them in  the  
room,  pro bably  ha lf  of  them wou ld say it  is a ho rrible  th in g to  do, 
and probably the othe r ha lf  would say , I  reall y do no t know.

My own per son al response  is I  do no t th in k it  is a very nice th in g 
to do a t all.

I should add t hat  the  pro toco l was su bm itte d t o F DA in F eb ru ary— 
well, the  spon sor, Ja nu ar y 29, 1975, and ar riv ed  at  FD A Fe br ua ry  
3. The  stu dy  was ac tua lly  commenced by t he  sponso r abo ut 6 m onths 
before; it  began in Ju ne  1974. St an da rd  pra ctice,  of  course , sponso r’s 
obl iga tion is to  sub mi t these th ing s in  advance.

Se na tor  Schw eiker. I  am tro ubled  by thi s. I  can not ima gine th at  
peop le wou ld give  inform ed consent fo r th ei r own ch ild ren  to be 
research subject s if  th ey  knew the  fac ts su rro un ding  th is  exp erim ent .

I t  seems to me th at  pe rha ps  the  only way the inv est iga tor  could 
get  consent would be unde r the  stress ful  con ditions  of  labo r.

Com missioner K ennedy. Senator,  could I  am pl ify  th is  response?
Se na tor  K ennedy. Be fore th at , you  mean  the exper iment  sta rte d 

before  the pro tocol was issued?
Dr . H ensley. Cor rec t. Ab out 6 mo nth s befo re. I  should  add, the  

protocol its elf  was  dif ferent  from the stu dy  as conducted,  the  
busin ess abo ut oxyg en, and the sub jec t of  the bal loon was no t in 
the protocol .

Se na tor  K ennedy. T hat  does not  m ake any  sense.
Dr . H ensley . Th ey  were not. Th e investi ga tor  cons idered some 

th ings  signif icant and some th ing s no t sign ificant . He  pu t th ings  in 
the protoco l he thou gh t were im po rta nt  and om itte d certa in oth er 
things.

Se na tor  Schw eiker. H ow long did the stu dy  go on af te r the 
pro tocol was app rov ed?

Dr . H ensley . I t  was several  mo nth s; I  do no t know  the exa ct 
du rat ion . I  th ink it  ter mina ted  in Ju ne . So the diffe rence between 
Fe br ua ry  a nd  J un e.

Se na tor  K ennedy. W ha t abo ut it, Mr . Com missioner ? We are  go­
ing  to ru n throug h sim ila r kin ds of  case studie s as we are  here .
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Do you th in k it  is im po rta nt , even thou gh  there are  indiv idu als , 
these are  the  10 perc ent of these case s; we see th is  one was bas ical ly 
selec ted at  random  by obviously  sk ill ful, knowledgeable , com mit ted  
inv estig ato rs;  if  th is type of situa tion exis ts, how do you rea ct to 
it?

Com miss ioner Kennedy. I find th is dis tre ssi ng  in a numb er of  
ways,  Sen ator.

W ha t I was goi ng to add to Mike  Hensley's response  to Se na tor  
Sch wei ker ’s question is the  FD A- ap prov ed  pro toco l did no t con tain 
some o f t he  v ery  im po rta nt  fea tur es  t hat  have  been brou gh t ou t here , 
inc lud ing  placem ent  of esop hnagea l ball oon  and inc lud ing  oxygen 
con ten t of the brea th ing mix ture.

Se na tor  K ennedy. You cannot  say th at  is slipsh od or------
Se na tor  Schweiker. FD A did  appro ve  using  placeb o; certa inl y 

th at  was in the protocol.
Com miss ione r K ennedy. I t did.
Th e question was, Senator—I  am not going  to  tel l you  I  th in k 

FD A  should  have appro ved  even the protocol it  got.  I  th in k we 
should  hav e made th at  call the othe r way. But  I  wa nt  to make it  
clear th at  th at  pro toco l did  no t have a numb er of  the fea tures  th at  
were in the  pub lish ed rep ort . I t  was a very a much less in lab or  un ­
accepta ble protocol. Because many women  are  given Dem erol , there 
is a need in nor ma l practic e fo r a dr ug  to reve rse the re sp ira to ry  
depress ion and from the  p rotocol th at  we received,  i t did  n ot,  I  t hink , 
even look as tho ugh the  receip t of  the rev ers ing  agen t was going  to 
be as delayed as it  was. So the  call  was a lot  closer in the stu dy  
ac tua lly  cond ucted .

Dr . H ensley . O ne of the most objectiona ble  th ings  abo ut the  pr o­
tocol  to me is, or  abo ut the  stu dy , is th at the  mothers were  given a 
second dose o f D emerol to insure  that  th e babies had some re sp ira to ry  
depressio n. Tha t also was not in the pro toco l sub mi tted to  us.

Se na tor  K ennedy. Th is is no t sloppy  bookkeep ing.  Th is,  I  would 
th ink,  is a clear de pa rtu re  from wh at  the review was int ended to be. 
W ha t conclusion  do you draw  ?

I f  these th ings  are  as Dr . Hensley has pointed  ou t, wha t con­
clusions do you dra w,  Mr.  Com miss ioner, on th is  kin d of situa tio n?

Com miss ioner K ennedy. I  th in k we hav e to  do a be tte r job.
I  would conclude seve ral th ings :
F ir s t:  We are  pro bably  going to  conclude at  the end  of  a ye ar ’s 

ana lys is, th is  ye ar ’s ana lys is of  these compliance pro gra ms , we are  
very like ly to conclude we will  need more  effort  in th is area .

Se co nd : I  s uspect we a re going to  conclude th at  t he  w ays in whi ch 
we at tack  the  problem  rou tin ely  are  no t going  to be adequa te. Tha t 
is, we need kin d of aler t mo nit ori ng  by  high ly qual ified people who 
are  rea ding  open lit er atur e th at  t hi s case dem ons trat es. I  agree wi th 
you it  is a good piece of inv est iga tion and the question is how  much 
wou ld more lit er atur e tu rn  up ; and the  ans wer to  th at question is:  
obviously we do no t know.

I  th in k it  is fa ir  to  say th at  fo r regu la r rea ders of  the clin ical  
lit erature,  th is  case is very unu sua l. One  seldom  enc oun ters  a pa pe r 
in a dis tinguish ed journa l of clin ical  inv est iga tion th at  makes one 
stop  a nd  say, ho ly smoke, how did  a nyb ody  let th is stu dy  go t hr ou gh  ?
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Yet, the distu rbing fact is that not only did the Journ al apparen tly 
publish it without question, but nobody wrote to the Journal afte r­wards and say, hell, what’s going on here?

Dr. Hensley. If  they did, the comments were not published.
Senator Kennedy. Le t’s go to investigator No. 9.
Why did FDA become involved in monitoring the Endo study of new drugs to trea t Parkinson’s disease in 1976?
Dr. Hensley. The involvement really came about because of a 

complaint from another pharmaceut ical company. The story basically 
is th is : The other pharmaceutical company contracted with the same investigator for another study on a drug for Parkinson’s disease. 
They received thei r data from the investigator and found problems 
with it. Specifically, they found dates on the laboratory work, and obviously, these had been altered, a very sloppy job. The dates had been crossed out and new ones written in.

The investigator, or whoever altered those dates, neglected to re­
move identical dates which were present on reverse side of those laboratory slips. This was a 30-patient study tha t was done. They 
were aware tha t Endo had done a study on Parkinson’s patients. 
Representatives of the drug company who gave us the tip  went and visited with the people at Endo and compared their data to Endo 
data. Lo and behold, the Endo study was also a 30-patient study in 
Parkinson’s patients. The patie nt’s names were identical. The se­quence was the same. I n both cases, patient No. 11 had dropped out 
of the study. The difference between the Endo study and this study 
was th at the submission tha t was done or shown to us by the drug 
company tha t complained had in it considerably more laboratory 
data than the Endo submission—I am sorry—than the  Endo  material tha t we subsequently did obtain.

Specifically, the  submission th at we were shown by the complain­
ing drug company had five to seven sets of serum chemistry determi­nations and CBC's bearing dates in 1974, 1975, dates that  corre­
sponded identically to or very similar to dates of alleged clinic visits on the Endo study.

At any rate, based upon the original complaint, we sent investi­
gators to Endo and obtained Endo data, compared the data, and 
subsequently initiated an inspection. This was a little  bit unusual since “for cause” inspections were usually done in  IND studies.

Senator Kennedy. As I understand, the investigator had done an 
investigation for Endo, and then had used that material in sub­mitting a drug for another laboratory-----

Dr. Hensley. T hat  is the story as I initia lly saw it.
Senator Kennedy. You could not label tha t by any other name but fraud?
Dr. Hensley. It  seems a reasonable statement.
Senator Kennedy. And then there was the actual review of the 

studies th at was done by thi s investigator for Endo; is tha t correct ?Dr. Hensley. Yes.
Senator Kennedy. Wha t did you find there, deficiencies in the Endo study ?
Dr. H ensley. Yes, there were.
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We  conduc ted an inspe ction. W ha t we routi ne ly do is to  selec t a t 
ran dom the numb er of pa tie nt  c ha rts  t hat  we wa nt  t o review. In  th is  
case, we chose 10. We went to the  hospita l where the stu dy  was 
alleged ly done  and asked fo r those chart s. We were  only able to  
obtain six. Th ey  did  have  pa tie nt  name s, identi fication num bers , 
identi ca l to  t he  missing  four,  bu t ju st  could no t locate the chart s.

In  s ummary, wh at we got  fo r the stu dy  was------
Sena tor  Kennedy. Six  cases you were  unable to get  the pa tie nt  

char ts ?
Dr . H ensley . Fo ur . We reviewed six chart s, and th at gave  us 

enough inf orma tio n to proceed. W ha t we fou nd was the  investi ga tor 
appeare d to  have  filled  out  the  case repo rt us ing  names and demo­
graphic inf orma tio n of  rea l pa tients . How ever, firs t, the du ra tio n of  
the disease  had been sign ific ant ly length ene d in three of  the pa tients .

Second, da tes  the inv est iga tional  drug s were given were d ram ati ca lly  
differen t from r ea lity in  thre e of the  six.

Th ird , Sym metrel , one of the  inv est iga tiona l dru gs, was given in 
only  two  of  the  six pat ien ts.

Fo ur th , in only  one case does it  ap pe ar  the  case re po rt  reflects 
acc ura tely the pa tie nt  chart . I f  you want,  I  could go th ro ug h those 
case by case.

Sena tor  K ennedy. We wil l pu t them in the reco rd. I f  you  hav e 
th at  review befo re you, like in the  case of  pa tie nt  No. 18, the six 
pa tie nts  th at are  rep orted —it  say s: “D ate s reporte d on stud y:  Ja n ­
uary 27, 1976, to June  23,1976.” An d the n pa tie nt  di d no t even receive 
the  E nd o dr ug ; am I  co rrect in t ha t?

Dr . H ensley. Tha t is corr ect.  Th ere  is no th ing in the pa tie nt  
ch ar t th at  suggest s the pa tie nt  ever rece ived the dru g.

Se na tor  K ennedy. Tha t is true  abo ut pa tie nt  19 as well , repr e­
sented he received the dr ug  fro m Ja nuar y 27, 1976, to  Ju ne  1, 1976, 
and he did  no t receive  the  dr ug  eithe r?

Dr . H ensley. H e did  not receive one of  t he  inv est iga tio na l dru gs; 
th at  is correct.

Se na tor  K ennedy. Di d En do  ev er aler t FD A  to  a ny  p roblem s wi th  
these stud ies?

Dr . H ensley . No.
We  insp ected En do, as I  said . Ac tua lly , we sen t inv est iga tor s ou t 

to acquire  records fo r the stud y. They fel t, as I  un de rst an d it,  th at 
th ei r stu dy  was a good study, no m at te r wh at  the othe r people 
ha d on file. I  believe th at  is sti ll th ei r pos ition.

Se na tor  K ennedy. Wo uld  you ind ica te wh eth er you believe they  
wi thh eld  an y informa tio n?

Dr . H ensley. I  th in k a be tte r response  th an  yes or  no migh t be 
to say, or  point  out, wh at I  s aid  b ef or e; spec ifica lly, we did  in an old 
subm ission find l arg e quantiti es of  l ab orato ry  da ta  th at  bore  d ate s of  
clin ic vis its,  dates  th at  were sim ila r to  or  identical  to clinic  vis its  
list ed on En do  case reports.

Th is labo ra tory  da ta  was not inc luded in  the En do  response  to 
ou r request. I  th in k it  speaks fo r itse lf.

Se na tor  K ennedy. Th is is the same inv estig ato r, and he did some 
work f or  the  H offman-L a R oche  Co. ; is that  correct ?

26-8 28  0  -  78 - 3
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Dr . H ensley. That  is correct.
Sena tor  K ennedy. In  1975, on 30 pa tie nts , us ing  a tes t dr ug  fo r 

inso mnia?
Dr . H ensley. T ha t is correct.
Sena tor  K ennedy. Now, di d you become involve d in the inspec ting 

of  t he  records fo r th is  case ?
Dr . H ensley. We ll, as I  said , we inspecte d the En do  stu dy  an d 

du ring  the course  of  t hat  invest iga tion, we lea rne d fro m the inv est i­
ga to r that  had cond ucted a  stu dy  for  Ho ffm an-La Roche.

Sena tor  K ennedy. Ha s he conducted stud ies  fo r othe r companies , 
too?

Dr . H ensley . Yes. For  at  least one othe r company .
Se na tor  K ennedy. Ju st  one oth er?
Dr . H ensley. A s I  re ca ll ; yes.
Sena tor  K ennedy. Up  to th at  tim e of  the FD A insp ection,  had  

Hoffm an-La Roche  ind ica ted  the re were  serious problem s wi th the  
quali ty of  the d ata  ?

Dr . H ensley . No, the y had not.  In  fac t, I  believe the da ta  ha d 
been sub mitted  into  I N I)  w ith ou t comm ent, essent ially.

Se na tor  K ennedy. W ha t conclusion  d id  you draw  fro m exa mining 
the  da ta?

Dr . H ensley . I  th ink it  is a fa ir  sta tem ent—I  be tte r back up—I  
should  e xplain th at  th is investi ga tor  a ctu all y did  a th ree-pa rt  stud y. 
They were  regard ed  in t he  L a Roche corre sponden ce as t hree  s epara te 
studi es. I t  is my imp ress ion  th at  the first and second stu dy—I  am 
sorry —firs t and  t hird stud ies—were pro bably  no t done  at  all,  though 
I  do not know.  We fou nd no evidence to  sugges t th at  they  were.

Th e mid dle  study, the second study, we ha d fou nd some ind ica tion 
th at  some of  these pa tie nts did  receive inv est iga tional dru gs.  Ho w­
ever , there  were a grea t man y discrepancies  between the case rep or ts 
and pa tie nt  chart s and  we fou nd a good  many pa tie nts , in fac t, a 
majo rity, who were  list ed by th is  inv est iga tor  who, in fac t, did  no t 
receive inv est iga tional dru gs.  I  would say th at  pro bably  we have 
reason to believe  th at  tw o of  the  t hree  studie s ha d no t been done  a nd  
the  second one was poo rly  done. That  is  purely a sub ject ive judgme nt 
based on wh at I  hav e got now.

Sena tor  K ennedy. W ha t do the  exa minat ion  of  the case rep orts 
wi th the  pa tie nt  char ts reveal?  You hav e done  th at revie w?

Dr . H ensley . Yes, I  d id. W ha t we d id  was to pic k five pa tie nts  at  
random from each of  thes e thr ee  studies and tr y  to ob tain pa tie nt  
records.

Sena tor  K ennedy. I t  is five pa tie nts  from each of  th e t hree  studies ?
Dr . H ensley. Yes. Tha t is wh at we intended to  do.
Se na tor  K ennedy. A t random ?
Dr . H ensley . Righ t. In  fac t, when  ou r investi ga tor  went back to 

th is hospi tal , the  hospita l could  find no evidence th at  two  of  these 
pa tie nts  exis ted—t here were no pa tie nts lis ted  in the  file wi th 
names or  I.D . numbers  sim ila r to thes e pa tients . Two  of  the 
pa tie nts , the y could no t find the records for . How ever, fo r 11 
pa tie nts  we were able  to do a fa ir ly  extensive ch ar t review.

O f those eleven, we only  fou nd one who real ly appeare d to have 
go tten the dru g. A second one may  have .
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Senator Kennedy. You made a summary of the finding, is tha t 
correct ?

Dr. Hensley. Yes. I believe you have a better summary than  I 
do.

Senator Kennedy. Now in reviewing these patients tha t were 
selected at random, as you mentioned Veterans Adminis tration 
Hospital had no records of any kind for 2 of the 15 patients’ charts 
tha t were selected for review, who had partic ipated in the study, 
and could not locate current  patient charts for two additional 
patients.

Three patients in addition to the ones previously mentioned were 
not in the hospital during  the period of time covered by the study.

Dr. Hensley. Tha t sounds familiar.  There may have been more 
than  that.

Senator Kennedy. Only two of the charts reviewed had any indica­
tion tha t the patient was on the study and taking HLR medication. 
Tha t is only two of how many ?

Dr. Hensley. Two of 11. Counting the 2 tha t never existed, 2 of 
13.

Senator K ennedy. Two they cannot find, 2 were not in the hospital, 
and so you get 2 out of 11 on the drug. Two patients purportedly  
part icipa ting in study subsequently expired. Their deaths were not 
reported to the sponsor according to this. The laborato ry work 
allegedly done reported by the Veterans Administration Hospital , 
according to the laboratory, was not done and reported by the 
Veterans Administ ration Hospita l laboratory.

Well, they have got a whole series here.
In  this last finding th at you have, they say you make a serious alle­

gation o r charge here that the Hoffmann-La Roche Co. reinterpreted  
and changed laboratory data submitted by the doctor.

Dr. Hensley. I  did not make t ha t charge. That was a statement 
tha t La Roche made themselves.

Senator Kennedy. Who made it ?
Dr. Hensley. Roche made it themselves. T hat  may have been in­

cluded in our Establishment Inspection Report. But Roche admitted 
they had gone out on a number of occasions, I  th ink, and had looked 
at the laboratory data and had altered it. They felt tha t the—well, 
I should explain.

Much of this data  is printed on what are called SMA-12 forms. 
These are serum chemistry determinations. The form itself consists of 
a number of vertical bars with gray zones and there are numbers 
along these bars. The gray zones indicate the normal range.

What they apparently were doing was to look a t where the value 
appeared to be in the zone and t ryin g to get better designation of it 
or better localization of it. In other words they felt tha t the in­
vestigator read these forms incorrectly and they were reading them 
correctly-----

Senator Kennedy. What did you find about the labora tory data  ?
Dr. Hensley. That is an interesting question. The laboratory  data— 

I should drop back for a minute and go back to the Knoll Study— 
the Knoll Study, the investigator admitted to us he had—he stated



32

he had lost his original data in a rowboat accident. He had subse­
quently taken data from the Endo Study and submitted it to Knoll, 
and then when they complained, he had taken rolls of chart  paper, 
the paper I described to you, and laboratory slips from the lab and 
put  together some new data.

Getting back to the Hom man-La Roche Study, when we looked at 
laboratory data associated with the Hoffman-La Roche Study, it looked 
remarkably like the handcra fted material tha t had been submitted to 
Knoll. There were certa in characteristics in the format of that  data 
tha t laboratory personnel were able to point out to us and th at identi­
fied it as not being genuine.

These characteris tics were shared by the Hoffman-La Roche data, 
much of Hoffman-La Roche data. Not all, but most.

When we looked a t the patient chart, we could find no laboratory 
data  in  the  patient charts tha t were similar to the data submitted to 
Hoffman-La Roche, even though these were allegedly hospitalized 
patients and-----

Senator Kennedy. Did the laboratory officials say they were done 
in the laboratory or not?

Dr. Hensley. They did not believe tha t they were. They felt 
tha t these were most unlike the normal products for laboratory— 
furth er, i f I  might add, if  these were hospitalized patients, the format 
for this hospital is th at the floor, the ward gets computerized prin t­
outs, and comes up on teletype laboratory information. These SMA 
forms, these graphs  tha t I have described simply do not go to the 
floor, so if  these were hospitalized patients, the two jus t do not match 
up. If  they were hospitalized patients, they should have teletyped 
laboratory data in the charts.

Senator Kennedy. So laboratory people themselves indicated tha t 
it was not down in the laboratory, is that correct?

Dr. Hensley. Tha t is correct.
Senator Kennedy. What  does tha t mean ?
What does it mean in terms of the material  tha t is submitted to 

you?
Dr. Hensley. Well, it  means either the  investigator had it done in 

an outside lab or tha t he handcrafted it and it actually was not 
done.

Senator Kennedy. How do you change the laboratory data if 
there is not any laboratory data?

Dr. Hensley. Well, apparent ly what was done is Hoffman-La Roche 
representatives looked at the SMA forms tha t the investigator had in 
his possession, and as I tried  to explain, these forms had vertical bars, 
horizontal lines drawn across the bars, and they felt the investigator 
had misinterpreted where these lines crossed the vertical bars.

Senator Kennedy. "Where they felt there had been a misinte rpreta­
tion, they altered it ?

Dr. Hensley. Yes. And asked the investigator to sign it.
Senator Kennedy. And he did ?
Dr. Hensley. Well, I was going to say he wrote a note at the 

bottom of each page explaining it, but tha t is not necessarily true. 
There were a few of those, but not all of them.
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Senator Kennedy. That the tests were not necessarily tru e or tha t 
they were changed-----

Dr. Hensley. Write a note saying changes were made by Hoffman- 
La Roche.

Senator Kennedy. You do not know whether tests were done at 
all?

Dr. Hensley. No.
Senator Kennedy. Let  us briefly go to  the charts.
You are famil iar with these case studies. Take the case repor t and 

then the patien t chart, is tha t the way-----
Dr. Hensley. T hat is correct.
Senator Kennedy. These were the ones selected at random?
Dr. H ensley. Yes.
Senator Kennedy. As we go down, since they were selected at 

random, if you get study No. 4, for example, on protocol 630, they 
have patient No. 28. I will review these briefly.

On patient 28, it gives dates of the study, physical description, 
diagnosis, medication, other problems, and then it has: “Did re­
ceive Roche drug” or “Did not receive Roche drug ” on the case 
report.

And in these studies here, patient 28 ,1 think you see the diagnosis 
is quite a bit different in case af ter  case. Patie nt 28, i t is syncope and 
diabetes; and on the patient chart, diagnosis, hear t disease, em­
physema and asthma.

On the case report, it said “Did receive Roche drug.”
On the patient chart, it says “Didn’t receive Roche drug.”
At the top, the dates in the hospital, and there are other th ings too, 

56-year-old male, 5 foot 8, 206 pounds; tha t is on the case repo rt; 
and on the pat ient chart, he is 58 years old, 5 foot  10, 179 pounds.

But additional significance is the date. On the case report, it is 
9/3/75 through  9/10/75; and on the pa tient  char t, dates and hospital, 
it is 9 /14/77, 2 years later.

Dr. Hensley. Right. He was not in the hospital until  afte r the 
case repor t was received. We checked not only the hospital char t 
but also separate files with this hospital with the head of the 
administra tion and could locate no o ther admissions.

Senator Kennedy. Patient No. 20. Diagnosis under case report 
is Parkinson’s Disease and tremor.

On the patien t chart, it is “Inoperable lung cancer.”
And in the case repor t is “Did receive Roche drug.”
And the patien t char t is “Didn’t receive Roche drug.”
As a ma tter of fact, in the time th at they mentioned this part icular 

one tha t they did the test , th is fellow was actually dead.
Dr. Hensley. No. He died shortly afterwards. I believe th at is one 

of the patient deaths.
Senator  Kennedy. Well, on patient 20, it says did receive the Roche 

drug  in the case report, and in the patient char t it  says didn’t re­
ceive it.

Pat ient 33 is did receive Roche drug , case report. And the patient 
char t is didn ’t receive Roche drug.  It  continues along.

In  patient 27, different protocol, it  gives the physical description, 
56-year-old male, former pharmacist, and the physical description of
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the  pa tie nt  ch ar t is form er depu ty sher iff an d set pa in te r fo r Des ilu 
Production. Po in ts ou t received the Roche dr ug  un de r case repo rt 
and “D id not receive Roche dr ug ” in the  pa tie nt  c ha rt.

I f  you pu t those on the wal l and examin e the m on a per son ’s 
desk  and compare  the  case rep or ts versus pa tie nt  chart s, it  seems to 
me it  would hav e to find  o ut th at  e ith er  people did  receive it  or  t hey 
did  no t receive  it. I would th in k th at  a n ela borate mon ito rin g process 
wou ld catch th at  pr et ty  eas ily—o r wou ld it  not ?

Dr . H ensley . I t  would seem so. These pa tie nt  ch ar ts bore  lit tle  
or no resem blance to case repo rts  except in  g enera l age  o f the pa tie nt  
where the y were appro xim ate ly the same.

Se na tor  K ennedy. The only th in g is, wou ld th is  type  of  th in g be 
tou gh to de tect in any kind o f monito ring process?

Dr . H ensley . I f  th e mo nitor had access to pa tie nt  chart s, it  wou ld 
not.

Se na tor  K ennedy. I f  you are  doi ng mo nitori ng , wou ld you have 
to review pa tie nt  chart s?

Dr . H ensley . I  wou ld th in k so. I  probably ou gh t to  mentio n 
brie fly how th is investi ga tor org anized  his  file. For each pa tie nt  on 
th is study, and on others , he ha d a sep ara te—well,  there was a lit tle  
folder , and in th is file were case rep or ts and shee ts of  h ospit al cha rts,  
papers beari ng  notes and dates  th at  resembled hospita l cha rts.  I t  
is en tir ely  possib le, I  suppose th at  the  mo nitor might  hav e reviewed 
those files.

But  ha d the  mo nitor looked at  a hosp ita l ch ar t pe r se, it  wou ld 
hav e been obvious .

Se na tor  K ennedy. H ow is FD A going  to  know abo ut th is  unles s 
they  went in and inv est iga te on the  basi s of  those submissions?

Dr . H ensley. Th e only way  we could pic k up  on th is wou ld be 
fo r La  Roche  to hav e rep orted  it  to us. I f  th is  da ta  were  sub mitted , 
if  the case repo rts  are  considered on th ei r own, on th ei r own merit,  
and if  da ta  were tab ulate d and no t on lab oratory form s, ori gin al 
lab orato ry  form s, I  th in k th er e’s probably no way  you  could know  
th is  was no t a good study.

Se na tor  K ennedy. T he re was  no way  they  wou ld know, is the re?  
An d FD A would make a jud gm ent based upo n obvious ly the case 
rep or ts sub mi tted to  them  ?

Dr . H ensley . P roba bly  so, yes.
Sena tor  K ennedy. Unless oth er inf orma tio n was pro vid ed to them. 

Was th is  othe r inf orma tio n pro vid ed to them on the basi s of  thi s?
Dr . H ensley . No. I  should quali fy  th at  and say  Roche did  make 

comment abo ut sleep mo nitor-----
Se na tor  K ennedy. A bout wh at?
Dr . H ensley . R oche did  make a comment about the  sleep mo nitor 

in the  s tudy. Th is was, as you say, a stu dy  o f sedativ e, and the re was 
someone cha rged wi th the  res ponsibil ity  of  checkin g the  pa tie nt  at  
ni gh t to  be sure  the y were  asleep.

Th ey  allow ed as how the y fe lt the  sleep  mo nitor was biased, th at  
she knew the code. They did  make  a comment about that .

Sena tor  K ennedy. T ha t is the  on ly othe r subm issio n, is it,  that  you 
have?
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Dr. Hensley. Yes. I ’m not sure what effect tha t would have on 
review at FDA. I think  if I were reviewing it, I would probably 
tend to discount the work. Bu t I do not know.

Senator Kennedy. We go to No. 10 from McNeil Laboratories.
As I  understand former Commissioner Goddard brough t to FD A’s 

attention some problems with investigator No. 10. What was the 
nature  o f these problems?

Dr. Hensley. The company tha t Goddard was with had con­
tracted  to this investigator a study of an anti -arth ritic  agent, drug. 
The company had been surprised, initia lly pleasantly surprised, later 
with some concern, that the investigator had reported  to them the 
findings on the study very, very promptly. They thought also tha t 
laboratory data might not be accurate.

They thought tha t in fact portions or all of the study might  not 
be real. They have attempted an inspection themselves, much along 
the lines of the standard FDA  “fo r cause” inspection, I  m ight add— 
did a reasonably good job of i t and brought with them a copy of the  
inspection.

Senator Kennedy. Was there any evidence tha t the laboratory 
work had been done?

Dr. Hensley. For  this study?
Senator Kennedy. Yes.
Dr. Hensley. No. The study on that was tha t the investigator was 

conducting a two-part study. The initial  part was double blind—in 
other words, neither investigator nor patient knew what he was 
getting.

The second portion of it was to have been an open study for those 
who had responded in itially. In other words, the investigator would 
know what the patient was getting in that case.

The story was, as told  by the investigator, tha t the laboratory data 
was performed by a friend of his at another hospital. Unfortunately, 
the friend had a rather unusual name. I have sort of a funny memory 
for things like tha t, and I recalled having seen the name in an obitu­
ary, and it turns  out the associate had died half way through the 
study.

The investigator adhered to the explanation even after we men­
tioned tha t-----

Senator Kennedy. You said the one who had done all the laboratory 
work previously-----

Dr. Hensley. Yes.
Senator Kennedy. What  evidence was there tha t the laboratory 

work had been done ?
Dr. Hensley. None. The investigator alleged tha t the messenger 

would pick up blood samples from the office and deliver them to 
the office and the laboratory work would be done and reported back 
to him on a following Friday, all payments were made in cash, no 
receipts. He was unable to identi fy the  messenger, and of course these 
pick-ups and deliveries continued long after the  death of the associate.

He could offer no explanation, and of course had no original 
laboratory forms to substantiate this.
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Se na tor  K ennedy. So the  work th at  he did  or  alleged ly did  may  
have been—f or  McNeil—may have  been sub mi tted to FD A wi tho ut 
qua lific ation ?

Dr . H ensley. Yes. I  was ta lk ing abou t or igi na l study, the  one Dr.  
Go ddard  complained abou t.

Senator  K ennedy. So you wen t to ob tain some case rep or ts of the  
stu dy  t hat  he had done  fo r McNeil?

Dr . H ensley. Yes. Before  we went ou t to insp ect  th is inv est iga tor , 
we d id obtain McNeil case rep ort s, and I  did  a  tabu latio n of the  da ta 
just fro m my own inform ation. I was sup rised to  see th at  the re was 
unu sua l degree of  consis tency in the da ta.  I believe we have copies 
of the  table.

W ha t we have  here  is befo re and  af te r lab orato ry  work fo r th is 
study. I  th in k you will notice fo r each pa tie nt  the re is ra th er  an 
amazing tendency fo r the  before and  af te r valu es to be identic al.

Sena tor  K ennedy . T ha t is th is ch ar t here?
Dr . H ensley . T ha t is correct.
Sena tor  K ennedy. Why  do you not rep res ent in lay man’s langua ge 

the  sta tis tic al signif icance of identic al num bers , sort of before  and  
af te r, what does th at  mean?

Dr . H ensley . Well, maybe we shou ld take, let  us tak e hemoglobin, 
fo r example,  on  th e vertic al ch ar t here , firs t column.

I f  one establishes a normal range fo r hem oglo bin,  and being con­
servat ive  about it, say 12 to  14, a nd  being very  conservative, and if 
hemoglobin de termination is rep ort ed in ten ths , in oth er words 12.1, 
12.2,12.3, et cete ra, the re are  about 20 possib le values one might have  
there  in the  nor ma l range,  and con siderin g the  va ria tio n in the  way 
the procedure  is done, it  is reaso nable th at  these migh t be considered 
indepe ndent  even ts sta tis tically.

So, fo r a nor ma l person, for the  valu e to be a nor ma l value, you 
would  have  1 in 20 chances havin g any one of these values, and fo r 
them to be rep licated would be a prod uc t of those chances  because 
they  are  indepe ndent  events, th at  is 1 in 20. A t least, th at  is my 
in terp re ta tio n of it.

Se na tor  K ennedy. The po int  is, as I  un de rst an d it,  th at  the re 
should be a sli gh t va ria tio n in all of  thes e factors?

Dr . H ensley. Yes.
Senator  K ennedy. A nd  the re are  identical  num bers in all of these  

num bers in paren the sis  which as you po int out , I  suppose fro m a 
scientific po int  of  view, is vi rtu all y impossible?

Now, wh at hap pen ed when you con fronted them wi th this?
Dr.  H ensley . We ll, havin g discussed th e Go ddard  mat ter with 

the inv est iga tor , havin g obtained his responses,  I showed him these cha rts .
I also showed to him a ch ar t of oth er lab orato ry da ta th at  he had 

sub mi tted to anoth er company at  an ea rli er  time. The ch ar t I  
paral lel ed  wi th these  showed a sta nd ard dis tribu tio n of  values. I  
asked him  what his  opinion was. He  pu t his head in his  han ds and 
said how could  th is  have hap pen ed ?

Sena tor  Kennedy. Now, how did  he say it? How  could th is have  
happene d ? How did it  h appen ?
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Dr . H ensley. H ow could th is have  ha ppened ? Th is is n ot any good. 
I should  have  noted this. He admi tte d lab orato ry  da ta  could no t be 
accu rate .

Senator  Kennedy. H e was say ing  t hat  a bout th e whole page ?
Dr . H ensley. Ab out the  whole page . I believe there are  45 pa tie nts  

tab ulate d there.
Senator  K ennedy. He said  how cou ld th is  have  hap pen ed ?
Dr . H ensley . He  was qui te upset. He  was not an gry—m ore 

alarmed .
Se na tor  K ennedy. W ha t happene d ? Did they ta lk  t o the  peop le at  

McNeil ?
Dr . Kensley. The next step  was I asked fo r or igina l lab orato ry 

values on these, and I asked  w’ho made them—his  response  was the  
lab orato ry wor k was done by the  same indiv idu al who had done  the  
oth er work . Th is prec eded the  oth er stu dy  by a yea r. He  said he did  
no t have the  or igina l lab orato ry da ta.  He  had sen t it  to McNeil.

I  subseque ntly  calle d McNeil th at same day  fro m the insp ection 
site  an d asked wh eth er or no t th e da ta  h ad  been submit ted .

The rep res ent ative  who I spoke wi th got  back  to  me the fol low ing  
day  in Rockvil le and  sta ted , no, they  had not received the  origin al. 
Al l the y go t was Xe rox  copies. I  was going  to make a comm ent. Be ­
fore I  could ge t to it, he said , you know, we wen t over  th is wi th the  
pro jec t monito r. Th is stuff is just too good. Th ere  is too much con­
sistency here .

Then he embarked  upon a short  dis serta tio n on how much damage 
th is  kin d of th in g did  to the  pharm ace uti ca l ind us try . I  tr ied to re ­
assu re him  at  th at  po int , th at  as of  th at  po in t th is  was st ill  under 
inv est iga tion------

Sena tor  K ennedy. Yo ur comment here is th at  the com pany told 
you what?

Dr . H ensley. The company rep res entat ive  said  th at  he admi tte d 
th at lab orato ry  da ta  c ould n ot be rea l, th at  it  was no t good.

Se na tor  K ennedy. A nd  the  inv est iga tor?
Dr. H ensley. The inv est iga tor  ma int ain ed  th at  he ha d sent all of 

his  stuff out  t o his  associate, and  th at  it ha d been done. He  ha d just 
over looked it.

Se na tor  K ennedy. D o you know wh at McNeil sent  on to FD A?
Dr. H ensley . T wo- or  three- page sum mary of the  da ta,  I  believe, 

at  t hat  time.
Se na tor  K ennedy. T ha t was the  ex ten t of  it?
Dr . H ensley. Yes.
Se na tor  K ennedy. Did they ever po int out  any  of  these oth er 

problem s?
Dr . H ensley . No t to my knowledge .
Se na tor K ennedy. Now, th is pa rti cu la r investi ga tor  does inv estig a­

tive wor k fo r a series  of  oth er companies?
Dr . H ensley. Yes. Most of these peop le have done qui te a bi t of 

work .
Se na tor  K ennedy. F or  a num ber  of  othe r companies?
Dr . H ensley. A numb er of  o the r comp anies .
Se na tor  K ennedy. In  th is case here, probably seven othe r com­

panies.
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Well, now we will  do invest iga tors 7 and 3.
Can  you  te ll us why FD A got involved in mo nit ori ng  d octor No. 7?
Dr . H ensley . Th is was pro mp ted  by an In st itu tio na l Review’ 

Committee insp ection of  a community hos pital.  Th e study th at  was 
keyed on was a stu dy  done by thi s inv est iga tor . Of course, the  result  
was th at  t he  IR C had no knowledge of the  stu dy  ha vin g been do ne ; 
however, subsequently, the  staff  did  inform  the inspec tor  th at  they 
w’ere awar e th at  th is inv est iga tor  h ad  been up  to  som eth ing  and they 
det ailed what the y knew about it.

Sena tor  K ennedy. Th is inv est iga tor  was an emergency room 
physici an ; is th at  correct?

Dr . H ensley . T ha t is correct.
Se na tor  K ennedy. He d id  conduct his  s tud ies  only in an emergency  

room  ?
Dr . H ensley. He  conducted his stu dy  in a hospi tal ized gro up  of 

pa tie nts , the  pa tie nts  of  oth er phy sici ans , acc ord ing  to allegat ions 
made by staff.

Senator  K ennedy. W ha t did the  othe r phy sic ian s know?
Dr . H ensley . Accor ding to the staf f, they ha d no know ledge of 

it. They lea rne d about th is only  when th is  inv est iga tor  was involved 
in a m alp rac tice suit in the  emergency room ; and they began look ing 
into his act ivit ies,  and  the  nursin g staff  rep or ted  t hat  th e inv est iga tor  
ha d been admi nis ter ing  inves tigational drugs to a num ber  o f diff erent 
patients .

Senator  K ennedy. W ha t eve ntually  happene d to him  ?
Dr . H ensley. We ll, subsequent to IR C insp ect ion,  a “f or  cause” 

inspection was issued on th is inv est iga tor . An  FD A  insp ector, in ­
vestiga tor , located th is doc tor,  and  at  the tim e th e doc tor  said  all  his 
records were packed  up and he was in the  process of moving and 
would the y please come back later.  Of  course, th at is wh at they did .

When the y tri ed  to  come back,  they could no t loca te th is inves­
tig ator .

Subsequen tly,  th is was one of  the  th ings  th at  I  picked upon and  
we did  reissue th at  assi gnm ent  and  w’e have  loca ted the  inv est iga tor , 
and we now have a team looking  a t it.

Se na tor  K ennedy. Had  he lost  his license  to pra ctice the  prev ious 
year in Fl or ida pr io r to th is ?

Dr . H ensley . He  ha d lost his license to pra ctice  in anoth er Sta te 
by vi rtu e of  c harges  of frau d by the  medical  society.

Sena tor  K ennedy. Do you remember specif ically , the  inform ed 
consent-----

Dr . H ensley . I t  had to  do with an opera tio n fo r obes ity, and  as 
you  say, inform ed consent------

Se na tor  K ennedy. Th is is a ques tion I  suppose you have to ask: 
Why  a doc tor who lost his  license on the basis of  inform ed consent 
ought to be doing researc h on a dru g, experim ental  drug s on human 
subjects?

Do you not th ink th at  th e fac t t hat  he  lost  h is license ought t o have 
been esta blished  or flagged by any  review proce ss in terms of the  
inv est iga tion ?

Dr . H ensley . We ll, the St ate he was in ha d given him  anoth er 
license— in fac t, un til  abo ut two or three day s ago, he was sti ll
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licensed in th at  Sta te.  I  do not know how th at  was accompl ished. 
Bu t as fa r as th e hos pital was concerned—I  am sure  as fa r as mo nitor 
was conce rned,  th is was a licensed prac tit ion er.

Se na tor  Kennedy. The  medical exa min ers  in Fl or id a indic ate  in 
th ei r repo rt  th at  th is inv est iga tor  is fou nd gu ilt y of  int en tio na l 
mis lead ing , fra ud ulen t, deceptive or  un tru e rep resent ation. Th is is a 
person who is pa rt  o f an invest iga tive team  on a drug , experim ental  
dr ug  on huma n subjects?

Dr . H ensley. Yes.
I  should po in t out  he has  done qui te a bi t of othe r inv est iga tional 

work in the  pas t.
Se na tor  K ennedy. You mean  fo r a numb er of  oth er companies?
Dr . H ensley. Yes.
Sena tor  K ennedy. T his  was fo r Br istol,  as I underst and it?
Dr . H ensley. Yes.
Se na tor  K ennedy. The  lis t is 12 dif ferent  majo r companies which 

hav e sponsored th is inv est iga tor  at  one tim e or ano ther.
Do you know  abou t th at  ?
Dr . H ensley . Yes.
Se na tor  K ennedy. W ha t do you th ink Br istol should have known 

fro m th is case th at  th ey did  no t know ?
Dr . H ensley . Tha t is a ha rd  ques tion  to answ er. The repo rt  th at  

was sub mitted to FD A sta ted  th at study  was ter mina ted  fo r ad ­
mini str ati ve  reasons. They did  not tr y  to use th is  in su pp or t of  th ei r 
IN D.  I cannot say wh at they shou ld have known.

Fir st  of  all,  if  they looked at  the  pa tie nt  ch art , the y wou ld have  
seen thes e were  pa tie nts th at —well , I  th in k wi tho ut an indepth 
insp ect ion of the  situa tio n themselves, the y migh t not  have picked 
up  on this. They would have  had to  speak wi th hospita l staff s and  
interv iew  a numb er of people to pick up on this .

Senator  K ennedy. We ll, certa inly I suppose as it comes to  th is 
company, on the  one hand  the y eviden tly  hi red a person th at  was 
an unlicensed phy sician , and on the  othe r the y hi red  somebody who 
had  been fou nd gu ilt y of deceptive practices  in terms  of  inform ed 
consent  and  had his license rev oked ; and those are , at  least the  same 
company hir ed  those  two  people to do im po rtan t inv est iga tive work  
in terms  o f these dru gs.  I do no t know wh at conc lusion you can draw 
wi th reg ard to t he mo nitoring  system.

You ough t to have mo nitoring  systems th at  pick th at  up , I  would 
thi nk .

Dr . H ensley. You mean  a cen tra lized record  system?
Se na tor  K ennedy. W hatev er kin d of  system you wa nt to  have.
I t  seems to me the y ought to be able to give  assu ranc e about the  

qu ali ty  of the  p erso n t hat  is goin g to be doing  the inv est iga tive work.
Dr . H ensley. Tha t seems reasonable .
Sena tor  K ennedy. Di d inv est iga tor  No. 3 wo rk fo r Br istol La bo ra ­

tor ies  on th is same drug?
Dr . H ensley . Yes, he did.
Se na tor  K ennedy. W ha t were the deficienc ies of  the work done  by 

No. 3?
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Dr . H ensley . The prob lems  were  man y. Th is was a situat ion  
where contr act  mo nit ori ng  org ani zat ion s, sort of an ind epe nde nt 
middle-m an gro up, c ont rac ted  w ith  inv est iga tor s to do two stud ies, in 
pa tie nts  w ith  acute pain.

The firs t study  was fo r anoth er com pany, was a 1-day stud y. The 
second study was fo r Br istol and it  was a 3-day stud y. The  stud ies 
were set up  to run back  to back. In  oth er words, the  inv est iga tor  
did  the  firs t study, and the n the  fol low ing  day  took  the  same pa tie nt  
and ent ere d the m onto  the Br istol study. They were entered in blind 
fash ion.

He  d id  no t know wh at t hey had received, no r did  th ey.
In  ta lk ing wi th the  inv est iga tor , I  lea rned th at —well, in doing  t he 

inspection, we not iced  th at  the dat es th at pa tie nts  were entered into  
the  study  simply  did  not corr espond  to the  dates entered into the  
pa tie nt  log. In  oth er words, his office reco rds,  in oth er words, the  
pa tients , were no t the re the  days the y were supp osed  to have been on 
the  s tudy .

In  response to th at , the  inv est iga tor  noted th at  on the instr uc ­
tions of  the  mid dle  man  mo nit ori ng  the  organiz ation  he had given 
the drug  to these pa tie nts to take home,  esse ntia lly the y ha d pu t 
them in the  pocket and they were  told when  the  pa in sta rts , tak e the  
dr ug  and give  me a call. So a good portion  of th is  study was con­
duc ted  over the telep hone .

Senator  K ennedy. W e have  a series  of others , bu t I  th in k we will  
not go into  those at th is  time.

We are  going to hear  from the  companies themselves and give  
them a chance to make  whatever  comm ent the y would want.

I  ju st th ink , again , Mr. Commissioner,  I th in k th at  obviously  we 
are  very  much concerned abo ut the na ture  of  the  decision -making 
process wi thin FD A, the  basis  fo r the  kin d of  inf orma tio n th at  they 
are  g oing to have  a vai lab le to them .

We h ave  seen over the per iod  of the  las t 2 yea rs instance s in terms  
of tes tin g in animals which was inaccu rate , dis tor ted , mis represented 
the  real fact  situa tio n, much  of th at inform ation  was sub mitted  to 
FD A as the  basi s fo r scient ific inf orma tio n fo r a jud gm ent about 
pa rti cu la r drugs.

We are  enormou sly dist ressed by wh at appears  to be at  leas t in a 
preli mi nary way a sim ila r discrepancy on the basis of scient ific in­
formation  in the  areas of hum an experim ent ation, as well as the  
fa ilu re  to pro vid e the typ e of inform ed consent which is abso lute ly 
esse ntia l in prote cti ng  hum an subje cts.

We can draw  no conclusion  to day , wh eth er th is is th e tip  o f th e ice­
berg , and  there  is a g reat  dea l more t hat  lies u ndern ea th the  surface, or 
wh eth er it  is the  i ceberg . W ha t we can draw  the  conclusion on is th at  
th is  abuse  and misuse of  scient ific inf orma tio n is of  enormous im­
por tance and  ser iousness. I t reflects on the ab ili ty  of  FD A to m ake b al ­
anced  and  inform ed jud gm ent s ab out approv ing various d ru g mate ria ls 
th at  can have a wide  distr ibu tio n across the  A merica n system.

We just, I  think , are  unsure  as to how deep th at  goes.
You are  going to come back and  tel l us at  the  end of th is review 

process, at  t he  end  of th is yea r, your  own conclusions  abo ut th is,  bu t
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I think  we are particularly troubled with the fact tha t as we develop 
new drug  legislation as to the type of weight t hat  ought to be given 
to the monitoring system, that  either does exist or does not exist in 
terms of companies themselves, so tha t we can give the assurances 
and protec tions to the consumers tha t they are entitled to.

I think this is a matter  of grave importance to the American 
people. I am heartened by your statement earlier  during the course 
of the hearings about your distress about th is type of situation.

Perhaps you would like to make a concluding comment about this 
type of problem that we may very well be faced with.

Commissioner Kennedy. A few observations, if  I  may, Senator.
I think it  is certainly a situation tha t we want to watch very care­

fully. I have made a commitment to you tha t I intend to keep—to 
share with you the results of this fiscal year’s program and the con­
clusions that  we draw from those results, just as promptly as we are 
able to generate them, together with any plans for developing a future  
strategy  of monitoring.

I do think it is important to reemphasize in concluding tha t our 
sample today is inadequate to make in any direction the iceberg 
determination to which you allude. Tha t is, i t could be better than 
we suppose, or worse.

I think  it is impor tant to emphasize tha t “for  cause” inspections, 
the results of which Dr. Hensley has been talking  about, are generated 
when they think  there is reason to be distressed, and therefore they 
may presumably represent the worst of the universe.

Finally , since some of these involve fraud, I do want to speak to 
tha t question for a moment.

Firs t, in terms of  our own compliance activities, we are engaged in 
an exercise here tha t is an investigation. Like any investigation, we 
are trying to determine who struck John.

We have a snapshot here in the middle of a series of investigations. 
They do seem to show up-raised arms. I  th ink it is important to note 
tha t there is in any investigation or disqualification proceeding an 
opportun ity for a hearing and cross-examination, and tha t in none 
of the cases we have talked about yet has that  aspect of due process 
yet been given.

Finally , just an observation th at I cannot resist, because it comes 
up every now and the n:

You know the scientific enterprise has gone along for centuries 
developing an elaborate set of mechanisms tha t guard integrity of re­
sults against operation of s tatistical chance; and the scientific en ter­
prise system is terrib ly good and very sophisticated about that.

For  a long time now it has never found it necessary to design in­
ternal protections that are part of the  way of doing th at science tha t 
protect not only against chance but against fraud.

If  it turns out tha t we have to design such mechanisms into the 
scientific as well as the retrospective evaluation investigation process, 
it is not going to be easy to convert a world in which tr us t has pre­
vailed into one in which we routinely have to guarantee tha t a 
part icular outcome is proof against fraud as well as proof against 
chance.
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Senator  K ennedy. I th ink t he  ma tte r which I  suppose is o f very sub­
sta nt ia l concern to us would be the fact  t hat  in some of  the situat ion s 
th at have  been described tod ay the re wou ld be rea lly  no cause for  
ala rm  as to whether inf orma tio n sub mi tted to FD A  was act ua lly  ac­
curate . No storm sign als going  o ff; no way or  means th at  you could, 
on the  basi s of inf orma tio n th at  was sub mi tted, to cause a sufficient 
kin d of concern to do the  kin d of inv est iga tive exa minat ion  th at  we 
have done  in these cases as a result  of trai ls  th at  led back  into th is 
situ atio n.

Bu t on the  basis  of  inf orma tio n th a t was sub mitted, if  it  was 
accepted on the  face by some of the  majo r signif icant dr ug  com­
pan ies  the re would be no cause fo r ala rm. Yet, we find in these  
instance s, invest iga tor s themselves, who hav e been doin g inves tiga tion s 
for a num ber  of companies, in one p ar tic ul ar  insta nce  fo r 12, much  of  
th ei r c onduct  be ing  ch ara cte rized as fra ud ulen t a nd  in  terms o f p ote n­
tia l criminal invest iga tions—w hen you have peop le scratching  out  
names and su bs titut ing  o the r names for drugs and using the ma ter ial  
th at  was developed fo r one and subm itt ing  it  fo r ano the r, at  leas t 
in terms  o f the  pro tec tion of the  A merican peop le, th at  is fra udule nt.  
Whe the r in a cou rt of law they will  conv ict, it is anoth er fac tor . I 
know you have  to dea l wi th th is issue.

I  cannot  undersco re enough,  given the  pa st review of th is prob lem, 
the  scient ific informa tion, the  quali ty of scient ific inf orm ation , and  
its impor tance, and  the  imp ortanc e th is committee has  given to  th at  
issue, we intend  to work very closely wi th you and your  de partm en t 
and insu re th at  you are  going  to get  the  resources th at  you need to 
be able to make  these jud gm ents and  to tr y  to get  the kind  of pe r­
sonnel th at  can do the  kin d of review, the  type  of  review, so th at  
we w ill know the  exte nt of th is issue; because I do not th ink we have 
a hig her responsibil ity  in pro tec tin g the healt h of the  Am eric an 
peop le t ha n to insure  that  the kin d of drug s the y are  tak in g are  going 
to be—the  jud gm ent as to the  efficacy and saf ety  is going to be based 
upon soun d scient ific inform ation.

We have enough sto rm flags out  to give us sufficient kinds of 
warnings.

I  know you are  going to pursue th is in a very vigo rous and  strong 
way.  W e are  going to work  very  c losely wi th you.

We wa nt  to be able  to give  the  Am eric an peop le the  kin ds of con­
clusions th at  are  dra wn , the  kin d of detai led  stu dy , like  Dr.  Hen sley  
does in these pa rti cu la r cases.

We  wa nt to than k you. We want to than k Dr . Hensley.  There  is 
so much  we have  seen over  the  per iod  of yea rs abo ut people makin g 
a diffe rence and doing  I th in k a fir st- rat e job in terms  of  respon si­
bil ity .

There  are man y long , h ard days in  t ry in g to look into th ese ma tte rs,  
bu t I th in k all of us are  very appre cia tive of  your  presence and  be­
cause of ded ica tion  and  work th at  you are  invo lved  in.

I  th ink it is typ ica l of man y of  the peop le in the Foo d and  Dru g 
Ad minist ra tio n who are  tryi ng  to dea l with some of the  complex 
problems.

Dr . H ensley . I  appre cia te you r kin d rem arks.
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I  sh ou ld  po in t ou t I  do  e nj oy  my  wo rk  qu ite  a bi t.
Sen at or  K en ne dy . T h at is all  ri ght . No one  is sa yi ng  yo u ca nn ot  

en joy do in g some res po nsible an d im po rt an t th in gs .
D r. H en sle y. T han k you .
Sen at or  K en ne dy . O ur ne xt  pa ne l consist s of  D r.  R al ph  Jaco bs en , 

M.D., vic e pr es id en t an d me dic al di re ct or , E nd o L ab o ra to ri es ; S ta n ­
ley  Croo ke, M.D.,  P h. D. , ass oc iat e di re ct or  of re se arch  an d de ve lo p­
men t, B ri st ol  La bo ra to rie s. D r. Cr oo ke  is ac co mp an ied  by  Ir v in g  J . 
P ac hte r,  P h. D. , vice  pr es id en t an d di re ct or  of  rese arch  an d de ve lop­
men t, B rist ol  L ab or at ori es ; an d Mr. R ob er t E nd ri es , counsel , B rist ol  
Lab or at or ie s.

D r. Ge org e I.  Po os , Ph.  D. , vice  pr es id en t of  sci ent ific  af fai rs,  
Mc Ne il Lab or at or ie s;  Dr. Jo h n  B ur ns , vice pr es id en t of  rese arch , 
Hof fm an n- La  Ro che . H e is ac co mpa nied  by  D r.  M ilt on  W il ln er , 
di re ct or  of  medica l res earch , H of fm an n- La  Roche .

I f  we cou ld st a rt  off w ith  D r. Crook e. W e w an t everyo ne  to  ha ve  
th e tim e to  resp on d to  the se m at te rs  an d to  ta ke  w ha t tim e th ey  
wo uld . W e wi ll inc lude  all  of  yo ur  st at em en ts  in  th eir  en ti re ty  in th e 
reco rd.

W e wi ll obvio usly pe rm it you, on th e ba sis  of  w ha t yo u he ar d th is  
m or ni ng , ad di tion al  tim e to  ma ke  wha te ve r ad di tio na l comm ents yo u 
w an t on an y of  the se fa ct  si tu at io ns .

W e wi ll lea ve th e reco rd  op en  fo r a 2-w eek  pe rio d so yo u can  
an alyz e thos e stat em en ts  an d th a t m at er ia l wi ll be in clud ed  in th e 
reco rd , al on g with  yo ur  fu ll an d co mp let e sta tem en ts.

W e ar e in te re sted  in de ve loping  th e di alog ue  on th is . I  th in k  it  
wo uld  be be st to  mov e th ro ug h an d su m m arize the se sta te m en ts , bu t 
we wi ll le t you pro ceed  in  an y wa y yo u wo uld .

D r. Crooke,  wo uld  yo u lik e to  st a rt ?

STATEMENT OF DR. RALPH  JACOBSEN, M.D., VICE PRESIDENT AND
MEDICAL DIRECTOR, ENDO LABORATORIES; STANLEY CROOKE,
M.D., PH. D., ASSOCIATE DIRECTOR OF RESEARCH AND DEVELOP­
MENT, BRISTOL LABORATORIES; ACCOMPANIED BY IRV ING  J.
PRATCHER, PH. D., VICE PRESIDENT  AND DIRECTOR OF
RESEARCH AND DEVELOPMENT. BRISTOL LABORATORIES; AND
ROBERT ENDRIES, COUNSEL, BRISTOL LABORATORIES; AND DR.
GEORGE I. POOS, PH. D., VICE PRESIDENT OF SCIENTIF IC AFFAIRS,
McNEIL LABORATORIES; DR. JOHN BURNS, VICE PRESIDENT  OF
RESEARCH. HOFFMANN-LA ROCHE, ACCOMPANIED BY DR.
MILTON WILLN ER, DIRECTOR OF MEDICAL RESEARCH,
LA ROCHE, A PANEL

D r. Crooke. W e ha ve  a pr ep ar ed  stat em en t. I t  is pr ob ab ly  too  
lo ng  to  go th ro ug h a t th is  tim e. I f  you  wo uld  lik e, I  can  ad dr es s th e 
qu est ion s of stu dies  of  do ctor s 2,  3 an d do ct or  7.

S en at or  K en ne dy . Yes.
D r.  Crooke. L et  me fir st ad dr es s do ct or  No. 2.
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Ac tua lly , the  stud ies  wi th doc tor No. 2 should be cons idered as a 
sep ara te set of problem s for us, as opposed to the  stud ies fo r doc tor 
3 a nd  docto r 7. I would like  to add ress those  indepe ndent ly.

As a br ief  bac kgrou nd, let me discuss the dr ug  th at  was involved.  
The dr ug  was compound BL-3912A.  BL-3912A , as was correctly 
poi nted out,  it  is sim ila r st ru ctur al ly  to a group of  psychoactive  
agents,  inc lud ing  amphe tam ine , and anoth er drug , R-DO M.

Stu die s employing several species of  lab orato ry animal suggested 
th at  3912 migh t be a po ten t per for ma nce res tor er absent  the  gen ­
era lize d—

Sena tor  K ennedy. Could I in terms  of the  record  cla rif y th at  we 
are  now ta lk ing abo ut a nu rsi ng  home d ru g ; is th at  cor rec t ?

Dr . Crooke. Tha t is correct.  We are  ta lk ing about—well, firs t of 
all,  I  will  address doc tor No. 2 and then  d octor 3 a nd  doc tor 7.

Doctor 2 is involved in stud ies on 3912.
Senator  K ennedy. T ha t is nur sin g home ?
Dr . Crooke. Yes.
Th is is an agent th at  is supp osed  to be a perfo rmanc e res tor er fo r 

senile  ind ivid uals.
Now, the  hope fo r 3912 was th at  it  would be a gen eral ized pe r­

form ance res torer,  abs ent  the CNS sti mula tor y and hallucin ogenic  
pro perties of several of  the  oth er age nts  in  th is class.

There  were  reaso nable animal da ta  to su pp or t this . In  fac t, it  was 
fou nd to anta gon ize  the  R-DO M-ind uce d abn orm al beh avior in cats, 
and enhance op era nt  and  lea rned beh avior task s. In  exp erim ents with 
aged rat s, BL-3912A  was d emonstrated to facil ita te  l earn ing  an d pr o­
long  memory. These effects were tentati ve ly ascr ibed  to the 5- 
hy drox ytr yp tam ine  [seroto nin ] receptor ag ain st ac tiv ity  of B L - 
3912A, and were produc ed at  doses sign ific ant ly lower  than  tox ic doses.

Thus,  based on exp erimenta l anima l da ta,  expe rienc e with com­
pou nds  of sim ila r struc tures,  and  da ta  concern ing its mechanism of 
action, BL-3912A  was a pro mising candida te fo r clin ical  tri als .

In it ia l clin ical  tri al s inclu ded phase I  stud ies in two gro ups of 
nor ma l volunteers. In  the  first  study, doses of  1 mg to 80 mg were 
employed wi tho ut sign ificant  side effects. In  the  second phase I stud y, 
doses of 20 to 120 mg were tested. Many of the volunteers who re ­
ceived  40 m g to 120 mg n oted increased menta l alertness  and demon­
str ated  imp roveme nt in a per formance  test . Obv ious ly, thi s is no t of scientific signif icance , bu t a cause fo r opt imis m.

At a dose of  120 millig ram s, definite  euphori a and mi ld CNS 
stimu lat ion  were observed, bu t no oth er tox icit ies  were noted. Stu dies 
employing 60 healthy  volunteers were perfo rm ed wi th BD-3912A befo re tr ia ls  in pa tie nts  were begun.

Stud y num ber  8 for which doc tor No. 2 was pri nc ipa l inv est iga tor  
was the  first  stu dy  in which BL-3912A was adm iniste red  to ge ria tri c 
pa tients , suff erin g from  senile menta l de ter ioration . I t  was a double 
bli nd  placebo com par ativ e study.  The in iti al  doses employed were 
25 mi lligra ms  an d 50 mi llig ram s da ily  fo r 5 days. I f  no side effects 
were observed, the  doses were increased to 25 millig ram s to 50 mill i-
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grams twice daily for 7 days, then three times daily for the duration 
of the  study.

The results of this study suggested th at doses of 50 milligrams to 
150 milligrams daily resulted in statistically significant improvement 
in mental performance in geriatric patients with no significant 
toxicities.

Study No. 15 was also performed by doctor No. 2.
This study was an open dose ranging safety and efficacy study 

in which patients were treated with doses of 25 milligrams to 75 
milligrams daily for a period of 60 days. The conclusions from this 
study were that BL-3912A resulted in improvement in mental acuity 
with no significant toxicities.

Subsequent to the studies performed by doctor No. 2, several other 
studies were performed. In these studies, BL-3912A was shown to be 
non-amphetamine like, but the positive results in geriatr ic patients 
reported in studies 8 and 15 were not reproduced.

As a consequence, we did not file an NDA on 3912, and we dis­
continued additional studies.

Tha t is background on 3912A and studies by doctor No. 2.
I would like to address some general considerations relevant to 

3912.
The primary research interests of Bristol Laboratories are anti ­

biotic; anticancer and analgesic drug  development. BL-3912A re­
sulted from a collaborative research effort with an extramural scien­
tist. Consequently, the intram ural clinical expertise in the area of 
CNS performance enhancers was not optimal at the initiation of 
clinical studies on BL-3912A. In  fact, since very few drugs for senile 
mental deterioration have been developed, clinical drug  testing ex­
pertise is probably substantially  less for such compounds than com­
pounds of different classes throughout the academic and pharm a­
ceutical company research establishments. Consequently, the 
performance of the initial efficacy trial s was perhaps suboptimal.

Senator Kennedy. What  does tha t mean? You say “the per­
formance of the initial efficacy tri als was perhaps suboptimal.”

You are using that  as a kind of explanation for the fact that  you 
have an investigator who does not have a license, no institutional 
review, no consent forms, v irtual ly no performance in terms of the 
data  itself—“the performance of the ini tial efficacy tria ls was perhaps 
suboptimal” is probably the classic understatement of the year.

Dr. Crooke. It  is early in the year.
Senator Kennedy. Are you going to respond in greater detail to 

those particular elements? Tha t is the basis of the information tha t 
we have heard during the course of th is morning; and your response is that efficacy trials were perhaps suboptimal ?

Dr. Crooke. I  would like to  amplify on that statement. I think the rest of the statement I prepared will amplify it.
Senator Kennedy. All right.
Dr. Crooke. Before I do that,  I would like to say tha t there are 

relatively few drugs for senile mental deterioration tha t have been 
developed. The expertise in the area, the clinical expertise in the area

26 -828  0  -  78 - 4
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I  th ink is perha ps less well developed  than  in many areas in which 
drug s are  developed.

In  add ition  to  w hat  was inexp erience on the  p ar t of  B rist ol Labora­
tor ies  c lini cal  staff at  the  t ime , I th ink you would have  to add po ten ­
tia l difficulties in find ing  experienced inv est iga tor s in outst andin g 
sites  to do sign ificant  research  in th is area, and th at  is an im po rta nt  
con side ratio n.

Se na tor  K ennedy. Sure . But  e xperienced  inv est iga tor s, you do not  
wa nt to include somebody who has  lost  their  license , or did not have  
a license?

Dr . Crooke. Of  course, we did not know th at  at  the tim e the  
stud ies were going on. In  fac t, let  me just expla in how doc tor  No. 2 
was selected as pr inc ipal inv est iga tor .

Sena tor  K ennedy . O K.
Dr . Crooke. A t the  in itiat ion of  stud ies 8 and 15, doc tor  No. 2’s 

creden tial s seemed ideal.  After  complet ion of  med ical  school—and 
let  me correct one impress ion th at  is no t tru e—d octor No. 2 is a 
physician . He  wen t to medical school, did  po stg radu ate  trai ni ng  in 
sur gery and engaged  in the  pr ivate practic e of  med icine un til  jo in­
ing  a majo r pharm ace utical  firm as a mo nitor fo r the  clin ical  tri als 
of a p sych oact ive agent tho ug ht  to  be active in the  t reatmen t of ch ild ­
hood hyperkinesis.  H e subsequ ently was prom oted t o assoc iate medical 
dir ector , the n became dir ector  of  c linic al researc h pro jec ts a t ano the r 
pha rmace utical  company.  Dur in g thi s per iod , docto r No. 2 g ene rate d 
several pub lica tions.

Ea ch  of these  cha rac ter ist ics  of doc tor No. 2’s backg rou nd have  
been documented. Thus,  we fel t, th at  is the  ind ividuals  who were 
involved fel t, th at  doc tor No. 2 had cons iderable  experien ce in the  
clin ical  evaluat ion  of dru gs,  and  more  p ar tic ular ly  had been involved 
in rese arch  on a psychoactiv e agent. Moreover,  at  the  in itiat ion  of 
stud ies 8 and 15, he was associated with a ge ria tri c cen ter,  and  con­
sequ ently had  access to the  ap prop ria te  pa tie nt  populat ion —at  least  
what seemed ap prop ria te  at  th at  time.

Senator  K ennedy. Ta king  one at  a time , in spi te of  th is ar ray of 
cre den tia ls, he did  n ot have a license to  p rac tice  in Flor ida, did  he?

Dr . Crooke. T ha t is w ha t I have heard  toda y.
Sena tor  K ennedy. Do you know whether he did  on you r moni­

to rin g process , would you not have a shee t there  th at  says—would 
there  no t be on any  page a ques tion,  I suppose you  would ask 
wh eth er the  fellow  is doing inv est iga ting, wh eth er he is licensed-----

Dr . Crooke. He  would have  asked , I am sure , although I cannot  
sub mi t it in the  form of a pap er.

At the  time he was conside red a clin ical  inv est iga tor , he was in 
an acedamic  insti tut ion  in a resid ency  program , which he ret urn ed 
to af te r being in pra ctice fo r sometime. So, aga in, the  assumpt ion 
of tr u th  was probab ly no t an unreasonable ass um ption at  th at  time. 
I  mu st sta te in retr osp ect  th at  it  was a mis take , bu t I  am no t sure  it 
was unreasonable.

Se na tor  K ennedy. Now, are  you prepared  to  chara cte rize th at  
faci lit y as an ap prop ria te  fac ili ty fo r certa in inv est iga tion?



47

Dr . Crooke. Well,  I ’ve never been the re,  so I cannot spe ak directly  
to the  fac ili ty.

Sena tor  K ennedy. W ha t is y ou r rep or t—you’re vice pre sid en t and 
the  medical dir ector  was ther e, was he not?

Dr . Crooke. Prior  to in itiat ion of  the  study, there  was a visit  by 
the  vice presi dent and  medical  dir ector.  He  was also vis ited by the  
person to whom the medical mo nitor fo r th is  stu dy  rep orted  an d by 
the  med ical  monitor.

Sena tor  K ennedy. Did they give  any  chara cte riz ati on  of the  
fac ili ty ?

Dr . Crooke. Not in the  inf orma tio n th at  I  reviewed.
Se na tor  K ennedy. Did  th ey give  any chara cte rization  of the  a bil ity  

of people to make an inform ed jud gm ent on th is kind  of  tes t?
Dr . Crooke. Tha t is a com plicated  ques tion.  Tha t bea rs on the  

problem  of doing a study  in th is kin d of dru g.
Se na tor  K ennedy. Probably sugg ests  even a hig her degree of  real 

sta nd ard s, eth ica l sta nd ards  ?
Dr . Crooke. Abso lute ly. I th ink th is is an are a where one would 

need as much expe rience and as much  quali ty as one could  mu ste r 
to hope to iden tif y an active agent. Diagno sis of th is sym ptom com­
plex—I  do not know th at  I  wa nt to call  it a disease. Th e evalu ation  
is largely subjective, much more  sub ject ive than  man y othe r area s. 
I th ink th at  is one  of the  reasons th at  evolutio n of  new age nts  in th is 
area has  proceeded very , very slowly . Not the  only  reason,  bu t one 
of the  p rin cipa l areas .

Se na tor  K ennedy. Obvious ly, as I  am sure  you are  aware, the re 
are  very elab ora te procedures which have  been outlin ed and es tab ­
lished in case law for  not ificatio n of peop le on the  issue of inform ed 
consent in insti tut ion al sea tings which are sim ila r to th is pa rt icul ar  
one.

I t  seems to me th at  you wa nt to  know whether th is was eit he r 
recognized by the  company,  in tryi ng  to  get some kind  o f u nd erstan d­
ing  abo ut your  mo nitoring  process or  procedures—are your  people 
sens itive  to thi s?

They wen t down and  looked at  that  f ac ili ty.  D id they  inq uire abo ut 
insti tu tio n review b oard, which we have h eard is b asical ly non existent, 
and wh at was report ed back to you ?

Dr . Crooke. A t the  time  of the in itiat ion of  the  stu dy , the neces­
sit y fo r human research  committ ee or  insti tut ion al  review board  was 
of  course discussed with the  inv est iga tor  and  at  th at  tim e the  in ­
vestiga tor  ind ica ted  th at  the re was no insti tut ion al  review board  in 
th at  ins titut ion . Tha t is not uncommon.

In  a ge ria tri c center, one migh t easi ly expect th at  to  happen.  But  
subsequ ently, the re was an insti tut ion al review board  formed and 
at  least the inf orm ation  th at  Br istol received th is was formed and  
th at  the stu dy  app rov ed and  sign ed------

Se na tor K ennedy. In  ret rospec t, we know  th at  it  was a phony 
board , do we no t?

Dr . Crooke. Tha t is correct.  Bu t at  the  time it  was no t known. 
Pe rh ap s it  should  have been, bu t it was not.

Se na tor  K ennedy. D o you want to  cont inue .
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Dr . Crooke. T he in iti al  stud ies on 3912 were deve loped and  moni­
tor ed  by a phy sician  emp loyed fo r the  pur pose of  mo nit ori ng  th is 
dru g. Pri or to joinin g Br istol Laboratories,  t he  med ical  mo nitor had  
per for me d a number of con trolled  clin ical  stud ies  and had pub lished 
in the medical  lit eratur e on the  effects of  dru gs  in ge ria tri c and  
you nger pa tie nts  with anx iety neuroses, depress ive neuroses, and  
psychophysiolog ic diso rders. Stu die s wi th doc tor No. 2 were the  first  
inv olv ing  pa tie nts  th at  he was asked to mo nitor for Br istol La bora­
tori es. P ri or to  in itiati on  of stud ies wi th doc tor No. 2, doc tor No. 2 
and the fac ilit ies  were site vis ited  by the  mo nitor,  and subsequently 
by the vice pre sid ent and medical dir ector  fo r Br istol Laboratories .

My review is based on inf orma tio n con tain ed in the  files. As you 
know, we ha d a very shor t time  to review all thes e files. As fa r as I  
can att es t, thes e are  absolutely acc ura te from my review.

Stud y No. 8 was in itiated  on December  11, 1974, and  termi na ted  
on Apr il 7, 1975. Study No. 15 was in itiate d on Ja nu ar y 30, 1975, 
and  ter mina ted  on Apr il 7, 1975. Du rin g th is  per iod  the medical  
mo nitor made two mo nit ori ng  vis its on Ja nu ar y 6-7, 1975, and  
Fe br ua ry  17-25 ,19 75.1 th ink th is is an im po rta nt  corre ctio n to make:  
th at  in fac t the  medical mo nitor fo r th is stu dy  did  go to the  site  of 
the  st udy and  in t ri p  rep orts desc ribed some of the pa tie nts  who were 
tre ate d. He  did  no t descr ibe the  fac ili ty,  bu t he did  desc ribe  some of 
the  pa tie nts  who were seen. Descr ipt ions were pos itive on the basis  
of med ical  mon ito r’s report s.

One othe r point, and th at  is th is was a double bli nd  study. The 
discussions wi th the  nurses who were invo lved  in the  stu dy  occu rred  
nea rly  2 yea rs af te r the  study. I ’m not  clear how the  nur ses  would 
have k nown who g ot dru gs,  who did  n ot, and  how good th ei r memory 
would have been 2 ye ars lat er.  Suffice it  to say, the re were mo nitoring  
visit s, two wi thi n a mo nth ’s p erio d af te r the  stu dy  was ini tia ted .

In  addit ion , the re were num erou s phone calls between mo nitor and  
invest iga tor . On Apr il 30, 1975, the  mo nitor’s e mployment at  Bristo l 
La boratori es was terminated . On May 5, 1975, a repl acement medical 
mo nitor join ed the  medical staff at  Br istol La boratori es fo r BL- 
3912A. Str enuous efforts by the  new’ mo nitor and  his associates to 
obt ain  case rep orts fai led  fo r man y mon ths,  and when case rep ort s 
were  obta ined they  were incomple te. Investi ga tio n by Br istol La bora­
tor ies  and the FD A sugg ested th at  doc tor No. 2 had fai led  to meet 
the  obligat ions of inform ed consent, and fai led  to follow the protocol 
in ma ny pat ien ts.

Sena tor  K ennedy. Why  did  you let  it go if  stre nuo us efforts by 
his------

Dr . Crooke. N o. The stud ies were ter minated . Str enuous efforts to 
obtain  case report s, of course, began befo re studies were ter mina ted , 
bu t stud ies  were ter mina ted  as of  Apr il 7, 1975, so the du rat ion of 
the  stud ies  is from December  11, 1974, to Apr il 7, 1975. At the time 
these studies were in itiate d,  it  had been pla nned th at  a num ber  of 
oth er studies would  follow with th is inv est iga tor , and  of course those  
plans discont inue d. So the  du ratio n of the  stud ies  was 4 months — 
du ratio n of invo lvem ent wi th the  inv est iga tor—4^2 months.
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Le t me discuss the  ques tions of inf orm ed consent and Hu man  Re ­
search Com mittee appro val, since th is  is a mat ter of  concern.

Ap proval of protocols 8 and 15 by an ap prop ria te  hum an ex pe ri­
menta tion comm ittee was req uir ed by Br istol Laboratori es,  as th is 
is a req uir ement  fo r all Br istol La borat ori es’ clin ica l stud ies.  In  a 
le tte r dated  November 11, 1974, Br istol  Laborat ori es  was inform ed 
of  Hu man  Research Com mitt ee appro val. Sub sequen tly,  Br istol 
La boratori es has  been inform ed by the FD A th at  the re is dou bt— 
and pro bab ly th is comm ittee  d id  not  exist.

Br istol Laboratori es req uir ed and obt ained sample inform ed con­
sen t forms  at  the in itiat ion  of stud ies 8 and  15. How eve r, inasmuch 
as the case repo rt form s were  nev er completed by docto r No. 2, no 
inf orm ed consent form s were received by Br istol Laboratori es.  Su b­
sequently,  Br istol Laboratori es was inform ed by the FD A th at  no 
evidence of signed inform ed consent forms  could be fou nd in the  
pa tie nt ’s rec ords  a t doc tor No. 2 ’s ge ria tri c cen ter  i n which the  stud ies 
were per formed.

I  w ould  l ike  to  address  ana lys is of  da ta gener ated by studies 8 and 
15 and also to corr ect perha ps  one no t to tal ly  acc ura te impression.

In  the  final rep or t on 3912, the  p rob lem s wi th the  inv est iga tor  were 
discussed, perha ps  n ot in depth  enough, b ut  they were discussed more 
th an  j us t s imp ly not m ent ion ing  it.

Th e final rep or t was gen era ted  on November 30, 1977, and I  can 
expla in the  reasons fo r the  dela y. The reas on fo r the delay in the  
gen era tion or  the  final repo rt was th at  du rin g th at  tim e fo r month 
af te r month  e ffor ts were made to ob tain case repo rt form s. Now, long 
before  that , in Au gust of  1976, a  sta tis tic al ana lys is was perfo rmed 
on da ta  we had ava ilab le to us. W ha t we lacked was dem ograp hic  
inf orma tio n and  addit ion al lab orato ry  inform ation  th at  we fe lt was 
essentia l befo re we wrote a final rep or t.

The reason fo r dela y was ou r effo rt to ob tain complete da ta.  In  
the  fina l rep or t, ac tua lly  wh at the mo nit or  fo r Br ist ol  La borat ori es  
said  was in terp re tatio n of  the res ult s obtained  with  severa l of  the  
tes ts was compounded by signif icant differences betw een tre atmen t 
gro ups at  t he  beg inn ing  o f the  study.

I  will  skip some of  this.
Le t me go to conclusions. That  is where I  wa nt  to be. He  said 

complete dem ograph ic da ta,  dose schedules, and na rrat iv e concern ­
ing  side effects a nd  la bo rat ory abn orm ali ties were no t provide d by a n 
inv est iga tor . Reviews of the find ings pre sen ted  by  person nel  lead 
to the  conclus ion the re were no serio us adverse  effects w hich sho uld  be 
contr ibu ted  t o ad mi nis tra tio n of the  dru g. Because of  incompleteness 
of  case rep or ts fo r th is  stu dy  and lack of coo peratio n of  the in ­
vestiga tor , it  h as been decided th at  no fu rthe r work will be assigned 
to th is  invest iga tor .

So in fac t, pe rha ps  inadequa te, bu t the re was a s tat em ent as to  some 
of  the  prob lems as it occu rred .

Ba ck to the  analy sis : Al tho ugh the case repo rts  obtained  were 
incomplete,  they were eva lua ted . Th ere is certa inl y an obligation, we 
are  obligate d to eva lua te all  da ta  we obtain, even if  they  are  un ­
sat isf ac tor y.
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In  gen era l, the  result s suggested ac tiv ity , wi th  only minim al side 
effects. How ever, the  mo nit or’s repo rts  cle arly ind ica te the lack of  
dem ograp hic  da ta,  and the  deficiencies in  the case repo rt form s. 
Moreover, because of  sign ific ant  dou bts  con cerning the res ult s of  
thes e stud ies,  sim ila r stud ies were  in iti at ed  in  othe r ins titut ion s 
under wel l-moni tore d and well-cont roll ed circumstances. The se 
stud ies  fai led  to confirm the res ult s of studie s 8 an d 15, and the 
clin ical  eva lua tion of BL-3912 A was  discon tinu ed. In  none  of  the  
stud ies  on BL-3912 were  serious side  effects noted  in  any pa tie nt.

That  concludes our forma l sta tem ent about Dr . No. 2. I  suppose 
you may  have some quest ions.

Sena tor  K ennedy . H ow do you  chara cte rize your  mo nitoring  
process given wh at the  sit ua tio n was dow n there in  terms  of the  
facil ity , desc ribed by some as ra t infested,  wi th  vi rtu al ly  no in st itu ­
tio na l kind  o f review, trou bles th at  you ha d in ter ms  o f ge tting  y our 
informa tio n, the dela ys, all  o f those . Th ere  was a complete  fa ilu re  in 
terms  of meeting the  req uirements of  inf orme d consent. No one 
else has  any  othe r responsibility.

You hav e the  pr ime responsibil ity  in  se tti ng  up a process fo r in ­
formed consent. How do you chara cte rize your  own  mo nit ori ng  
process ?

Dr . Crooke. Well, I  th ink as we sta te here in subseque nt sections, 
it  is obvious the mo nit ori ng  process was no t adequa te in  th is  case. I  
th ink the  m ajo r problem s were in the  se lection of the  inv est iga tor  a nd  
no t the  mo nit ori ng—not the  len gth  of  mo nit ori ng  at  leas t. Th e 
selection of the investi ga tor  was cle arly a mis take . Th e inv est iga tor  
did  a poo r job and has  caused a gr ea t dea l of  problem s fo r Br istol.

P ri or t o in iti at ing the stud ies, there were two  m onito rin g vis its and 
there  were two  vis its  by the  mo nit or  du ring  the con duc t of the 
stud y. And  as the  stud ies  progressed, it  became  clear to the sup eriors  
of the mo nitor th at  he  was doing  an ina dequate  job .

As a consequence, a new mo nitor was assigned to  the  study. In  
dir ect answer to the ques tion,  selec tion of investi ga tor  was  inap pr o­
pr ia te  and mon ito rin g of  the  stu dy  was perha ps—no t perha ps— 
was definite ly inad equ ate . The du ra tio n of  these studie s was  four  
months ------

Sena tor  K ennedy. Before we leave  th at , given th is  situa tio n, I  
cannot  un de rst an d how it  could  be more  inadeq uat e or  more  in ­
ap prop ria te , g iven  th e fai lur e o f t he inv est iga tor  to  be a licensed  p rac­
tit ion er,  the type o f f ac ili ty,  the  problems th at  you have w ith  in formed 
consent, the  difficulties you had of ge tti ng  t he  ma ter ial , you say, as I 
underst and it, th at  i t fai led  in this  case.

How should we know  it  is any  be tte r in  any othe r case? Wh en 
we cons idered your  inv est iga tor  in your  othe r situa tion, somebody 
who has  lost  th ei r license  because  of viola tin g the basic kin d of 
ten an ts in terms  o f inform ed consent, describ ed by med ical  examin ers  
in the  most grevious kind  of way, so we have, and  as you resp ond  
here , you say  well it  is bas ical ly the inv estig ato r th at  was the 
problem.

But  rea lly  ou r system is no t too  bad. And  then  just a lit tle  bi t 
la te r you hir e a fello w who has  ha d his  license  revoked because of
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intentional misleading, fraudulent,  deceptive, untrue representa tion of 
medicine.

How do we know whether the rest of your monitoring  system is 
worth a darn?

Dr. Cooke. Fir st of all, the investigator No. 7 is part of another 
kind of problem tha t has to do with third-par ty monitoring  services 
or extramural monitoring services that  I would like to address, and 
it is-----

Senator Kennedy. Whose responsibility is that?
Dr. Cooke. I t is clearly our responsibility.
Senator Kennedy. Tha t is what  I  am talkin g about.
Dr. Cooke. I am not denying responsibility. I ’m trying to define 

some of the problems we have had. I t is clearly Br istol Laborator ies’s 
responsibility for these studies.

My opinion of the conduct of the  monitoring of the studies is tha t 
it was poor, obviously, and tha t the  monitor failed to do an adequate 
job. As soon as it was observed tha t the monitor was doing an inade­
quate job, he was replaced. The studies were te rminated and addi­
tional studies were generated to attempt to confirm the data.

Senator Kennedy. When it was attempted to be confirmed, it was 
not confirmable?

Dr. Crooke. Yes.
Senator Kennedy. How much did the monitor receive, the in­

vestigator receive during  this period of time?
Dr. Crooke. How much what?
Senator Kennedy. Money.
Dr. Crooke. $106,000.
Senator Kennedy. For  the whole program-----
Dr. Crooke. Tha t was fo r s tudies 8 and 15.
I think  the other thing tha t has happened, of course, is tha t un­

related to this we did in 1976, Sept, of 1976, generate formalized 
guidelines for clinical trials  in which we attempted to address some 
of these questions. These are difficult matters  of judgment. The 
selection of an investigator, for example in our guidelines-----

Senator K ennedy. I  do not understand  tha t, why this is a problem, 
to find out whether basic requirements of being licensed or being 
in good standing, mean it is $106,000, it seems to me tha t those 
basic kinds of issues or questions we are talking about—whether we 
have an institutional review committee and informed consent, 
whether investigator is in good standing, whether the facility from 
visual observation is one that this can be done, the types of population 
you are considering.

Those seem to me to be bread and butte r type of issues or questions 
to deal with.

Dr. Crooke. Well, there  are many institutions, many places where 
studies are done, where there are not Human Research Committees 
established. I t depends on the kind of question one is asking and the 
kind of drug.

For example, i f one is looking at a new antibiotic in out-pat ient 
situation, one might encounter the situation without a research com­
mittee. Yet, no Human Research Committee a t this geria tric center



52

is at least to me at  this point not te rribly  surprising, because I  doubt 
tha t this geriatrics center was involved in clinical drug  evaluation. 
Nonetheless, these were appropriate  age group patients for the study.

Senator Kennedy. Wha t steps were taken to assure adequate informed consent for this  type of population ?
Dr. Crooke. There were guidelines fo r informed consent, informed 

consent form, the general informed consent form was sent to Bristol Laboratories. Other than tha t-----
Senator Kennedy. Nothing, because i t is targeted in on a special population, locked-door facility-----
Dr. Crooke. Nothing that  is in the files.
Senator Kennedy. Was anything done, to your knowledge, in re­viewing those files-----
Dr. Crooke. No. I was just reminded tha t there were families, I 

think two, who wrote to Bristol afte r termination of the study 
asking tha t the drug  be continued because their family members 
had responded. So we assume tha t informed consent had been ob­tained in at least some of the  patients.

There were no efforts to make sure tha t informed consent was ob­tained from an individual  competent to make the determination. 
One of the problems with informed consent is tha t on the one hand we are certainly required to assure informed consent. On the other 
hand, we often encounter conflicts between r ights of privacy and the 
desire of physicians to not send informed consent because they do 
not want patient’s names and records known on a general basis 
versus the desire to have accurate information on the informed con­sent.

Senator Kennedy. Did the patient’s physicians tha t were in tha t facility  know th at this physician was using them in the study?
Dr. Crooke. I do not know that .
Senator Kennedy. Ju st to get back briefly now to Dr. No. 7, were 

you aware tha t Florida revoked his license the year before your study ?
Dr. Crooke. Bristol Laboratories was not aware.
Senator Kennedy. He worked for 12 other pharmaceutical com­panies as well.
Dr. Crooke. Tha t is correct. Dr. No. 7 has a long history of work­

ing for pharmaceutical companies. Prior to initiating  the studies on 
butorphanol , which was an agent studied by Dr. No. 7, Dr. No. 7 
had more than 100 publications and had a number of other credentials 
which looked attractive. No one a t Bristol Laboratories, so far as I 
know, was aware he had had his license revoked in Florida.  At the time, of course, he was not residing in Florida.

Senator Kennedy. We heard about the fact tha t physician No. 3 
gave two investigational drugs—sometimes he gave two investiga­
tional drugs at once, and sometimes failed to maintain records of 
dispensing the drugs, and it was inappropriate for patien t selection and misrepresentation of patients in case report  forms.

Dr. Crooke. Let me explain the studies by Dr. No. 3 and Dr. No. 7.
At the time those studies were initiated , the intravenous new drug
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application  for butorphanol, which was oral analgetic was being com­
pleted. In  fact, there was very significant workload with more than  
2,000—almost 3,000 case reports on patien ts who would receive 
butorphanol intravenously and the NDA was filed with FDA. For  
tha t reason, because of the workload, and also because the evaluation 
of an oral analgetic is a difficult job, because it is rath er subjective 
evaluation again, we chose to employ external monitoring service, a 
third-party  monitoring service, because we felt we wanted to get these 
studies done and were a fraid  we had inadequate manpower in the 
house. Second, we thought it would be useful to attempt to replicate 
data we had generated by a third party who would obtain investiga­
tors and design studies themselves, and avoid any potential  for bias 
by our desire to have a new agent.

As a consequence, we employed this third-party  monitoring service.
The monitoring  service, in fact, assigned the studies to these 

physicians and monitored the-studies. Again, I am not in any way 
attempting to suggest tha t our responsibilities are less—I am simply 
stating what happened, which is tha t the monitoring  service tha t 
we employed monitored these physicians.

Now, Dr. No. 7 was selected by the monitoring  firm, and what I 
have to review is this  curriculum vita, which is an acceptable CV—he 
graduated from reasonable places, had done evidently a great deal 
of work. He had publications in a wide variety  of medical journals, 
from the New England Journal  to surgical journals of one sort or 
another.

At the time the monitoring service had some concern about Dr. 7’s 
ability to perform an in-patient s tudy inasmuch as he is an emergency 
room physician. However, it was fel t by the monitoring service t ha t 
this was a small hospital, and he had access to all post-surgical 
patients, and tha t he would conduct the study.

Now, the s tudy lasted for a very brief period of time, beginning on 
Oct. 29, 1975, and terminating on Jan. 9, 1976. During the period of 
the study, there were six monitoring visits made by the monitoring 
personnel. As a result of the monitoring  visits, it became obvious 
tha t Dr. No. 7 was not adequately performing the study, and the 
personnel in the hospital were inadequately trained to perform 
the study. In addition, Dr. No. 7 experienced administrative  dif ­
ficulties in the hospital. Consequently, the study was terminated a fter  
16 patients were enrolled.

So tha t is a somewhat different circumstance, at least from our 
prospective and the situation with 3912.

Senator Kennedy. Was he fired from tha t hospital?
Dr. Crooke. I do not know.
Senator Kennedy. Well, he was.
Dr. Crooke. Well, t hat  is not clear to me. I asked the people in­

volved with the monitoring service about i t, and they were not clear, 
and so I  am not sure. I assume th at is the case, bu t I do not know.

What we were told was there were adminis trative difficulties in the 
hospital. There was a change in hospital administrators and a 
variety  of other things tha t may have accounted fo r it.

Senator Kennedy. Tha t accounted for what?
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Dr. Crooke. He left the hospital.
Senator Kennedy. He left?
Dr. Crooke. And during my review of this material in  the informa­

tion tha t I had, it was unclear what happened there. Therefore, I 
called the monitoring service tha t we employed to get information 
from them, and it was their impression he had been fired from the 
hospital, but they did not have any clear informat ion as to why he 
was fired and for sure that he had been fired.

Senator Kennedy. If  th at had been brought up earlier, would tha t 
not have sent some signals off ?

Dr. Crooke. No. The study was terminated at the time he left the 
hospital.

I should add that  the results of the s tudy have never been used for 
anyth ing except evaluation of adverse reactions, and these were 
essentially nonsignificant, but they were included in the analyses. 
No analysis of efficacy was a ttempted.

Senator Kennedy. Dr. Burns, how would you like to proceed.
Dr. Burns. Mr. Chairman, we have submitted to you a document 

which has outlined for your information the procedures th at we use 
at IIoffman-La Roche in our monitoring of clinical studies and also 
in terms of adverse effects reporting, the role and functions of the 
institutional review committee and informed consent.

I think the best th ing to say is th at we can let this stand for the 
record and we can proceed to a discussion of investigator 9. We also 
have submitted information on that as pa rt of the  record.

Senator Kennedy. Your complete statement will be made a part  of 
the record.

Dr. Burns. Fir st I would like to say t ha t we share with you the 
concern for proper monitoring of clinical studies. I feel tha t our 
organization has developed a system tha t is capable of carrying  
out and carefully monitoring clinical studies. The specific details of 
how we carry this out are outlined in the document we submitted, and 
we are prepared to submit additional data  as to how we monitor 
clinical studies.

I would like to commence by saying tha t I returned from Europe 
last week and I was presented with this part icular question of ap­
pearing  this morning, so I  spent a considerable amount of time re­
viewing where we are on investigator No. 9.

Senator Kennedy. The only point that I might add is tha t we noti­
fied the company two weeks ago.

Dr. B urns. I was away at tha t time.
Senator Kennedy. We are always glad to see you, but there was 

someone else that we wanted to come down here.
Dr. Burns. The point I wanted to make was th at from my review 

of the case, I think  we operated in a responsible fashion in our 
dealings with investigator No. 9. Let me elaborate on that point.

Investigator No. 9 is a senior staff physician at a Veterans Ad­
ministrat ion Hospita l who is responsible for two clinics and has 
patient responsibility for several wards in the hospital. We carried 
out two studies in the evaluation of the efficacy of a hypnotic drug 
with investigator No. 9. The first study had two part s—tha t was con-
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fused with three studies by the FDA witness but tha t is incorrect. 
There were only two studies.

The first study had two parts  and then there was a second study.
The first study, I  would say, was uneventful in the  sense tha t there 

were no problems. There were the usual problems tha t one observes 
in a clinical study, especially with a clinical investigator tha t may not 
have had experience in a study of this parti cular type but our moni­
tors spent a considerable amount of effort insuring that  this part icu­
lar  s tudy was carried out. A case in po int: the monitor was present 
during the time when the first five patients received the drug.

The first indication tha t there was a problem came in early Octo­
ber o f 1976. I would like to discuss what brought this about.

We observed what we refer  to as a discrepancy in the lab results on 
Oct. 1, 1976. This stimulated us to explore further  the nature of this 
parti cular discrepancy; and, from Oct. 1, 1975, through  tha t month 
and into the following month, there were a number of visits by var i­
ous Roche personnel to this particular investigator.

We attempted to obtain as much information as possible from this 
investigator. One of the problems tha t we ran into, was the 
question of securing the patient’s records. This varies from hospital 
to hospital and institution to institution as to how difficult it is to 
review patient records. We were able to review laboratory records 
which investigator No. 9 had available in his office; but the actual 
patient records, the hospital records, in  terms of total  review, these 
were not available to  us.

In  the course of the review of this part icular investigator , we were 
struck bv the fact tha t something su rprising was happening. In the 
first study tha t we carried out, the results were essentially consistent 
with the results we obtained with o ther investigators in terms of the 
efficacy with the particular hypnotic. The patien t received a placebo 
for two nights and the drug for three nights. The first studies were 
consistent with the studies carried out by a number of other investi­
gators, but when we reviewed the efficacy data of the second study, 
we found tha t during the placebo nights, the patients  essentially had 
no effect of the drug. However, when the patient was switched to the 
drug, there was a remarkable effect. T hat  alerted us, I should point 
out tha t this was a three-way study in which we were comparing 
our new drug against secobarbital as a reference drug and a placebo, 
in an attempt to determine the efficacy of our new drug.

We found out tha t when a patien t was switched to the active 
drug, they had a remarkable efficacy. This made us go back and question 
investigator No. 5.

We found to our  surprise that he had notified the nurse monitor or 
the person who was carrying out the study with him a t the time when 
the patien t was switched from a placebo to  an active drug. Those of 
us who have been involved in clinical studies know tha t this is a 
cardinal sin in terms of carrying out clinical studies because the 
study is no longer a blind study. Therefore based upon this observa­
tion, we felt it necessary to terminate the study because of unconsci­
ous bias on the part of the investigator.
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We felt tha t this particular study would have no value whatever in  
terms of determining efficacy of this part icular drug.

We notified investigator No. 9 on November 24 of the termination 
of the study. I should point out the first indication we had about 
investigator No. 9 was October 1, 6 weeks before and, subsequently, 
the Food and Drug  Administrat ion was notified tha t we terminated 
the study for unconscious bias.

I feel th at we have operated in a responsible fashion in terms of 
our dealing with this investigator, in carrying out this study.

I should like to point out something which might give a wrong 
impression; tha t was the question pointed out by Dr. Hensley about 
the reinterpretat ion of laboratory data.

One of the problems tha t we get into when you carry out in­
vestigational studies is to insure tha t the studies tha t you do and 
the information tha t you report  to the Food and Drug Administra­
tion as to the efficacy of the drug is correct. We were permitted to 
review the lab data from each of the patients in the initial study, 
study No. 1, and we found that  there were certain errors in tran­
scription ; in other words, errors going from, you might say, the raw 
laboratory data sheet over to the case report  sheet, case report form.

These corrections were to make sure tha t these errors would not 
exist in the case report  forms. The only changes th at were made by 
Roche personnel dealt with making sure tha t the case reports were 
accurate and reflected data  in the patien t’s records and these changes 
were made available only with the knowledge of the  invest igator. So 
I just want to be sure tha t there is an unders tanding of why those 
changes were made in the case report and tha t was to bring  the  case 
report forms in line with the raw data which was made available 
to us.

Senator Kennedy. The point I would make there is tha t you 
would have to see the p atien t’s chart in order to b ring the case report 
up to snuff?

Dr. Burns. This is a difficult problem, Senator. I think this is docu­
mented in the material tha t was submitted to you. We had con­
siderable difficulty in a ttempting to get information from the investi­
gator  and also from some of the lab people at this particular institu­
tion relative to the lab data.

The investigator did have data in his laboratory which would 
enable us to  compare it against the case report.

However, we had many other questions that we would like to have 
answered and we a ttempted to get those questions answered. We had 
no reason to support tha t there was fraud or anything—we could 
not prove it. The only thing  we knew was tha t the study was no 
longer a blind study. The study was no longer a controlled study, and 
it was based upon t hat  that  we terminated the study.

Senator Kennedy. Let me get into  it.
If  you say you have trouble getting information from the in­

vestigator—is th at what you are saying here?
Dr. Burns. Yes.
Senator Kennedy. If  you have trouble getting information from 

the investigator, why does not th at send up flares ? If  you cannot get
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the kind of information tha t you want, it seems if  you are going to 
alter  or change, o r make the report, alter  it to your conception of 
what would be accurate, to do it without the patie nt’s chart would 
not make any kind of sense.

If  you were not able to get the patie nt’s chart, it seems to  me you 
would want to raise th at point as reflecting a good deal more on the 
integri ty of the study rather than  the question of whether the nigh t 
nurse knew about the switch.

Dr. Burns. I  think  I can answer that.
In the initial study, study No. 1, we were able to get-----
Senator Kennedy. Before we get into study 1, the s tudies that were 

supplied here in Dr. Hensley’s testimony were the a t-random selection 
of those patients involved in the three studies or the two studies—you 
know, we do not want to get caught up in words.

As Dr. Hensley points out, the three studies. They do not draw a 
distinction between one, two, and three and in each of those, in the 
five or six examples in each one of those studies, they still follow the 
same pattern  in terms of receiving the Roche d rug or not receiving it  
and in terms of the other vital information on it.

We ought to settle th at kind of issue at the outset, whether tha t is 
your understanding or it is not your understanding because, at least in 
the information tha t was provided for us, we find a similar pat tern  in 
each one of these three studies.

Dr. Burns. Let me answer tha t, Senator.
I am surprised to see th is information myself.
Senator Kennedy. I f it is accurate, what does it mean to you ?
Dr. Burns. Wha t I see here?
Senator Kennedy. That is right .
Dr. Burns. Well, there are several things. I really cannot under­

stand it unless T know more information.
Senator Kennedy. Jus t on the informat ion they did receive the 

Roche drug or  they did n ot ; let us take that  as a basic.
If  tha t is accurate, what would you say about your monitoring  

system ?
Dr. Burns. I would say this. Senator, the case report form says 

tha t the patien t received the Roche drug. To the best of our knowl­
edge, the patient did receive the Roche drug in th is par ticu lar study.

Senator Kennedy. But you do not know whether thev did or they 
did not i f they have not examined the patie nt’s chart other than  tak ­
ing the word of the  monitor ?

Dr. Burns. Examination of the patient’s chart  presents a problem. 
We were able to examine lab data which the investigator gave us to 
examine which he had in his office, the raw data. We were not able to 
examine the pati ent’s chart.

Senator  Kennedy. We were advised tha t it was not accurate.
Dr. Burns. In questioning by our monitor of the investigator , he 

had explanations for that. We had  no way to check th at. We had to 
accept it.

Senator Kennedy. You mean you accepted their explanations with ­
out going behind it or reviewing it further?

Dr. Burns. We tried to get more information on this  part icular 
point. We got a notice from the Veterans Hospi tal about the
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privilege of patients’ charts. We are not privy  to information in a 
patie nt’s chart.

Senator Kennedy. If  this is accurate—tha t they did not receive 
the Roche drug, with all the elaborate mechanism which we included 
in the report  as p art  of your testimony, the monitoring process but i f 
in fact Investigator Hensley’s testimony in instance afte r instance, 
were true, what conclusion do you draw in terms of the monitoring 
process that  is set up by Roche ?

Maybe they have problems they just cannot deal with, but what 
does i t say about it at the present time?

Dr. Burns. I would say th at if this is true , it means a patient has 
not received the drug, then we do not  have a study. I think  tha t is 
a definite statement.

I would think  from the standpoint of our monitoring process, I 
do not think it  raises a serious question about our monitoring process. 
We examined and obtained information. This is th e information we 
got from the investigator.

Senator K ennedy. I  think you are r ight about your conclusion that 
if they did not get the drug, the study is meaningless.

What does it say about your monitoring process?
Either  you are satisfied with it or you are not satisfied, you have 

to say how you can change it so it will be able to reflect the kind of 
information tha t you ought to be gather ing in order to make the 
scientific information meaningful.

Dr. Burns. I think  the answer to the question is tha t I think we 
should have available more readily the full data of the patien t in a 
hospital chart. I think perhaps this should become a guideline tha t 
we should become privy to because the investigator had the informa­
tion in his office. These are the things he showed us. We did not have 
the privilege of reviewing the hospital chart.

Senator Kennedy. I f this is the circumstance in th is case, what do 
we know about any of the others or the rest of the information, 
other studies which you have done ? We really  do not, I think,  is the 
answer.

Dr. Burns. I am not  sure I understand.
Senator Kennedy. If  you have not been able to get the informa­

tion, if your monitoring system has not caught this or been able to 
get the information in order to be able to give the  assurance to the 
Food and Drug  Adminis tration tha t what you represent to be an 
accurate representation is accurate and your monitoring system does 
not catch this kind of flagrant kind of s ituation of who got the d rug 
and who did not, then you are not really able to give us or state to­
day that with regard  to other drugs th at your system is any bette r for  
those than it is for this?

Dr. Burns. I do not think  I would accept tha t as a conclusion. I 
would say tha t in our dealings with the investigator, the investigator 
gives us information. The investigator obtains the information. We 
make every attempt to make sure this is the appropriate  information. 
This information was examined and all the  records which were given 
to us by the investigator.

I think there are differences tha t exist in this institution tha t may 
not exist in other institutions.
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We are dealing with an investigator who obviously, from what I 
hear today, presents many, many problems. I don’t think  I would 
generalize from this particular  s tudy to all of our studies.

Senator Kennedy. Well, could you not find out even with the rules 
of the hospital certain information? Two of these patients  were 
never in the hospital, or were there 2 years later. Could you not find 
that  out? Two of them did not exist.

Dr. Burns. As I pointed out, in study No. 1, we asked to look at  
the lab reports of the 30 patients in study No. 1. We saw the lab 
reports on 30 patients in study No. 1. If  he had two sets of records 
we were not aware of them. We were not aware he had another set 
of records completely different from the lab records. We certainly 
did see the lab records in these patients  in study No. 1. They must 
have been there, or at least the records were there.

Senator Kennedy. Well, of course, we know now tha t the lab re­
port was altered, or a t least in error, not on the basis of the patient’s 
chart, but for some other purpose.

How are you going to avoid this in terms of the future?
As to the fact situation which is described only for the purpose of 

this question—there are other issues tha t—how are you going to deal 
with it?

How are you going to change your monitoring system?
Dr. Burns. Le t me just point out to you, Senator, as soon as we 

had an indication tha t there  was something unusual happening—and 
this only happened in early October—we made a concerted attempt to 
get the facts, as much as we could, as outlined in the report which 
was sent to you. Six weeks later, we terminated the study.

It  shows tha t our monitoring system does work. I do not think 
our monitoring system is in question.

Senator Kennedy. What are they doing when they have these 
conversations over the period? They go down and are monitoring 
and chatting? Do they find out this kind of material? Do they find 
out through your monitoring system ?

Dr. Burns. What ?
Senator Kennedy. Th at two patients were not in the hospita l; that 

two of them were dead? Did you people develop that  material?
You have one investigator who is out there, and he may have 

some additional support. I am trying to find out if your company, 
with the resources it has, finds out this kind of infor mation; and if 
they do not, why they do not.

If  they do, and find out additional information even beyond that,  
all the much better. That  is all we are trying to find out.

Dr. Burns. We did not have the opportunity to examine the pa­
tients’ char ts as the Food and Drug Administration investigator did 
in his examination.

Senator K ennedy. Did the lab people give you any characterization 
or give your people any characterization as to the accuracy of the 
information ?

Evidently they told Mr. Hensley tha t there was alter ing by the 
Roche people; that the lab work was not done.

What did they tell you?
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Dr . Burns. T ha t the re was al te rin g by the  Roche people?
Se na tor  K ennedy . No. Tha t the  lab  work was no t done  in thei r 

lab?
Dr . Burns. N o.
We were told by the  investi ga tor  th at  the  lab  work was done in 

the  lab the re.  To the  best  of  your  knowledge , th at  was the  fac t. We 
certa inl y tri ed , and we ha d discussions wi th the dir ector  of the  lab,  
in an at tempt  to get  fu rthe r inform ation .

Th ere  were a series  of discussions th at  were ou tlin ed in the  ma­
te ria l sub mi tted to you. We took thi s matt er  serio usly , and we ex­
plo red  it, and we proceeded in a rapid fashion. By November 24 
we ter mina ted  the stud y.

Se na tor  K ennedy. OK.
Dr . Jaco bsen?
Dr . J acobsen. Mr. Ch airma n, if  I  may , I would like  to  sub mit  our 

prepared  sta tem ent  fo r the  record , bu t to lim it my read ing of th at  
sta tem ent to the  two pa rti cu la r inv est iga tor s abo ut whom  cer tain  
cha rges have been made.

Senator  K ennedy. OK. Fine.
I t  w ill be received fo r the  record  and  incl ude d at the  conclusion of 

you r t estimony.
Dr . J acobsen. The firs t stu dy  was carried  ou t by an inv est iga tor  

of our choice, inv est iga tor  No. 9, and  involved the  use of one of our  
appro ved  drugs in combination with an appro ved dr ug  of  anoth er 
company fo r the tre atmen t of  Pa rk inso n’s disease.

Th is study  was no t intend ed,  nor needed , fo r use in supp or t of 
any  FD A  app lication. The work per for me d by th is inv est iga tor  in 
connection wi th our  d ru g was monito red,  and it  appears  to  have been 
cond ucted in a proper fashio n wi th valid  resu lts.

Fo llowing  th is study, we were contacted by anoth er dr ug  m anufa c­
tu re r who was working with the  same inv est iga tor  in a sim ilar tes t 
fo r th ei r pro duct,  also used in trea ting  Pa rk inso n’s disease.

Th e oth er ma nu factu rer had become conc erned th at  some of the 
da ta the y had  received from the  inv est iga tor  migh t have pre dated  
the comencement of th ei r test . A more  det ailed comparison  of  the  
ea rli er  tes t da ta  inv olv ing  our pro duct, wi th the  da ta  allegedly de­
veloped on the  othe r man uf ac tu re r’s t est  showed such str ik ing sim i­
la ri ty  th at  it rais ed a ques tion  as to wh eth er the  inv est iga tor  was 
att em ping  to pass  off o ur da ta  as da ta  from the second test.

Th is sim ila rity, as well as fu rthe r inquir ies , led us to encourage 
the  oth er man ufac turer’s not ifica tion  of th is possib le irr eg ular ity  to 
the  FD A, and  to assist in the  ens uing inv est iga tion . FD A Investiga ­
to r W. Fr iedr ich made a review of our  da ta in Sep tem ber  1977; he 
ret ain ed  copies of those docu men ts he jud ged pertinent.

We  have no reason to susp ect th at  th e da ta  deve loped in the  earlier 
tes t on ou r pro duct was in any  way invalid , based on the  inf orm ation  
we had. The study  was pub lish ed by the  inv est iga tor .

Th e second study  disc ussing inv est iga tor  No. 1, mentioned  by the  
com mit tee’s staff, invo lved a neo natal ad mi nis tra tio n of an Endo 
drug , Naloxone , which cou nterac ts resp ira tory  depress ion induced 
by narco tic  analgesics .
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I t  had been previou sly appro ved fo r use in adult s.
Un like oth er antago nis ts, Naloxone  cou nte rac ts the effect of  nar­

cotics wi tho ut itself  havin g any nar cotic  action. I t  is essent ially 
free of  side effects. Naloxone  has pro vid ed the  med ical  com munity  
wi th a dr ug  useful in lif e-t hrea ten ing situa tio ns  in the  emergency 
room,  and also in the  management  of postoper ative pa tients .

The protocol  in thi s neonate  study  was deve loped by a rep uta ble  
inv est iga tor  in coll abo ration wi th ou r company and  was appro ved  
by the  insti tut ion al review  committee at  a resp ected tea ch ing  hos ­
pi ta l associated with a ma jor  un ive rsi ty medical school.

Since th is was one in a series  of tes ts conducted to su pp or t the 
extens ion of the use of th is dr ug  fo r younger  age gro ups, a supp le­
ment to  our invest iga tional  new dr ug  appli ca tio n was prepare d and  
sub mitted to the  FD A pr io r to the  comm encem ent of the  stu dy ; 
however, I  am embarra ssed  to say, throug h inadvertenc e on ou r pa rt,  
the  protocol fo r th is pa rti cu la r stu dy  was no t forward ed  to the  FD A 
un til  af te r the  study had been sta rted.

The FD A has  rais ed no objection to ou r protoco l pr io r to  th is 
meetin g or to the  results  obta ined . Th is product has  been appro ved  
and is now widely used in all age gro ups, with lifesa vin g benefits.

Se na tor  K ennedy. I  do n't  want to  leave the  record  ju st  the re.
They ind ica ted  th at  they were no t aware  th at  these  oth er step s 

were going  to be taken,  the  insert ion  of the  bal loon, the  ad min ist ra ­
tion of  oxygen and  rep eated dosages of Demerol.

Dr . J acobsen. I f  you want,  I  wil l add ress myself to that .
Se na tor  K ennedy. I f  you pr efer  to  con tinu e all  the way  throug h, 

you may . In  terms  of rep res en tin g the  position of the  Food and  
Dr ug  Ad mi nis tra tio n, it  is im po rta nt .

Dr . J acobsen. My conclusion  is “I  will  be wi llin g to ans wer any  questions you may  hav e.”
Sena tor  K ennedy. Fine.
Dr . J acobsen. As fa r as Dem erol  is concerned, th is  is a wide ly 

used dr ug  f or  the  rel ief  o f pa in  which occurs du ring  labor. I t crosses 
the placenta  and  may  cause depress ion in the  newborn .

As fa r as the dosing used in th is stu dy , if  I can expla in a lit tle  
more  of  the  det ail , pe rha ps  the re might  be a be tte r un de rst an din g 
as to how the  dosage was dete rmi ned .

Th e subjects  of th is stu dy  were interv iew ed pr io r to the  adminis ­
trat io n of any Demerol. Upon del ive ry of  the  chi ld,  if  th is pa tie nt  
had received a certa in am ount of Dem erol  wi thin the dose ran ge 
sti pu lat ed  in the  protocol , the n th is in fa nt  would be con tinu ed in the 
study. Th e im po rta nt  p oin t here  is t hat  it  is incorrect—the sta tem ent  
th at  Dr . Hensley made. Th is protoco l did  not dic tate the  am ount of  
Dem erol  th at  the  mo the r received.

The mo the r received Dem erol  acc ord ing  to  he r needs.  The drug  
Dem erol  was not adm iniste red  to in any  way im pa ir the  resp ira tio n 
of these chi ldren.

In  fac t, the  purpose of the  tech niqu es used  here is to detect  sub- 
clin ical  depress ion in inf an ts.  The type  of tes t used here , the CO 2 response tes t, is the  most acc ura te ind ex of  any  dr ug  depress ion of  
the  centr al nervous system  and its effect on the  resp ira to ry  system.

2 6 -8 28  0  -  78 - 5
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I t  is a sta nd ard tes t th at  has  been used  in ad ult s and  studie d in 
adult s pr io r to th is study.

The protoco l sta ted  th at  the  mo thers and in fant s to be included 
would no t have any  com plications du ring  th is pr eg na nc y; th at  these  
would be nor ma l chi ldren—th at  exclu des all prem atu re infants— 
th at  none  of  these chi ldren wou ld req uir e any  majo r resusc itat ion . I  
th ink as Dr . Hensley poi nted out , the Apg ar  scores were used  here. 
The y are  a very crude measurem ent,  alt hough it is a widely used 
assessment of the  ch ild ’s conditio n.

In  5 min utes, these child ren  were in the ran ge  of 7 to 10, as I 
reca ll. You  wil l find differences  of opinion in var iou s tex ts as to 
wh at the signif icance of thes e scores ar e;  bu t the re are  refe rences 
which will  ind ica te wi thin the  ran ge  of  7 to 10 th at  the chi ld is in 
exce llen t healt h and those  in the  ran ge  of 2 and below hav e serious 
diso rders.

The othe r po int  th at  was men tioned was the  use of the  esophageal 
balloon. The term  itself  con jure s up  all  sor ts of  visions of wh at th is 
is like.  Th is is a sof t pla stic tube sim ila r to the  tubes used fo r the  
feeding of  inf an ts.  A t the  end is a small lat ex  bag, sma ller  th an  the  
tip  of my finger. Th is typ e of pro cedure  is fre quently  used in in fants 
who have any  type  of resp ira to ry  dis tress synd rome. The purpose is 
to measure  th e lun g comp liance since any abn orm ali ties in lun g com­
plian ce migh t a ffect the  c hil d’s res pir ation . The tube  is rea dily passed 
by the  mouth . I t  is fre quently  le ft  in in fant s fo r a week. I t  presen ts 
no discom for t to the child. The child m ay sleep wi th the  tu be in place.

An oth er mentio n is mad e of the  use of oxygen.
To my know ledge, the re have been no rep orts which have asso­

ciat ed the use of th is amount of  oxygen for th is per iod  of tim e as 
causing re tro len tal  fibropla sia.  We are  well awa re of the connection 
of oxygen wi th the  re tro len tal  fibropla sia.  I t  is tru e th at  both the  
esophag eal ball oon  and the  o xygen were  n ot included in  t he  protocol . 
The investi ga tor  chara cte rized it as an omiss ion and  we cons idered 
it a s ign ific ant  omission. Nor was it inc luded in the  inform ed consent .

The investi ga tor ’s pos ition is, the  conclusion in his  mind,  as well 
as the In st itu tio na l Review Com mitt ee, th at  th is proced ure  did  not  
cause any  ris k to the  in fa nt  and , the ref ore, these procedures were 
no t inc luded in the  inform ed consent.

W ith  resp ect  to the  purpose of the  placebo—Dr. Hen sley  has  said  
th at  ha lf  of a gro up of physicians migh t rea ct to  th is  as a horrible  
procedure , and the  oth er ha lf,  I  don’t know.

Th is pa pe r was presen ted  at  several meet ings. In  checking wi th 
the  inv est iga tor , the re hav e been no cri tical comm ents of  th at  sor t 
made to him.

Th e imp ortanc e of the  placebo here  is : W ith ou t a placebo any 
effects which may  res ult  fol low ing  the  ad mi nis tra tio n of Naloxone 
may  be at tr ibut ed  to  the spon tane ous  e lim ina tion of the  drug  Demerol 
which produces thi s depress ion or due to the  inje ctio n itse lf—t hat  is, 
ju st  inj ec tin g a chi ld may  in itself  stimu late res pir ation .

We have  received no comment on th is protoco l un til  about Ju ly  28, 
1977, as I reca ll, when  we received a le tte r fro m Dr . Lisook of the  
Food and Dr ug  Ad minist ra tio n indica tin g th at  several questions
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were raised regarding the study and would we provide certain ma­
terials which we agreed to provide.

We also asked Dr. Lisook if he would forward  to us any questions 
tha t were raised. We did not hear anyth ing from Dr. Lisook or the 
Food and Drug Administration on the study.

Those are the  comments I have with respect to Investigator No. 1. 
If  you have any questions, I can answer those now or go on to 

Investigator No. 9.
Senator Kennedy. No; let us deal with this current situation.
I have to admire you, Dr. Jacobsen, for attempting to make a 

very good defense for a very poor case.
You know the facts as they have been represented here—first of 

all, your central responsibility in this whole program, I think it is 
comfortable or convenient to point out tha t it is an investigator’s 
responsibility, but you have very important responsibilities which 
you glide righ t through.

One is the early startup of the study prior  to the approval of the 
program.

Two, I  don’t see how you can justify this meeting your responsi­
bility of informed consent in view of the fact tha t the woman is in 
labor when she has to make this  judgment. It  just defies me to feel 
tha t th at is the real meaning of what the purpose of informed consent 
is; tha t an expectant mother can make an important judgment in 
terms of the well-being of th at infant at tha t time.

Then to suggest tha t this drug  has any other purpose, as far  as 
you are concerned, than  depressing the respiratory function—that is 
the purpose of the drug ; tha t is what  you are doing, to deal with it. 
Tha t is why it is in the interest of your particular study and review 
tha t the drug be administered. It  has a depressing factor in terms 
of the respiratory function and in terms of the infan t and offering 
the expectant mother the use of a Narcan or placebo tha t is utterly 
useless.

Can you conceive of any mother in tha t circumstance who would 
opt for  the situation where you depress the breath ing of an expectant 
child and then go for a placebo, which is virtually meaningless in 
terms of addressing the physical problems of a child ? It  is absolutely 
inconceivable to me that  that  happened to be the case, let alone the 
other questions of the implantation of the balloon in the child’s stom­
ach with the additional oxygen that  may be given the child tha t has 
a completely different medical kind of  effect. The testimony that  was 
left out you say it is the investigator’s judgment on it tha t you reached a different conclusion.

You are the company. You have the responsibility to make the 
judgment. You have the responsibility to oversee tha t investigator 
and tha t just was not done.

We have to draw whatever conclusions we want in terms of your 
monitoring system.

Are you not troubled by all this, quite frankly?
Dr. J acobsen. We are troubled by the deletion of certain steps in 

the preparation of this protocol and tha t they were not included in 
the informed consent.
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Sena tor  K ennedy. He re  and  now, are  you no t troubled  here  and  
now by the  fac t th at  th is inform ed consent was given while  the 
mo the r was in labor?

Dr . J acobsen. The inform ed consent was obt ained in discussions 
wi th the  inv est iga tor  at  the  same tim e they obt ained oth er consents 
in the  hospita l.

Senator  K ennedy . W ha t does th at  say to you?  Is  th at  no t worse?
Dr . J acobsen. T hese  mothers are  usu ally  no t admi tted to the  hos ­

pi ta l unless they are in labor.
Senator  K ennedy . W hy can you no t do it in terms  of the  mother s 

th at  are  expe ctin g to delivery  over any  per iod  of time ? Any hos pital 
has  that .

Dr . J acobsen. P art  of th at ------
Senator  K ennedy. I t  is somewhat  more  inconvenient ? More  e xpe n­

sive? What?
Dr . J acobsen. Based  upon the  selec tion of  t he  pa tie nt.  The pa tie nt  

has  to meet certa in cr ite ria  and  th at  would no t be know n un til  the  
pa tie nt  has  reached  the  stage of labor.

Senator  K ennedy. You mean  otherwise you could not have test ed 
th is drug?

Or  why would you not ju st go fo r a bro ad rep resent ation? Wh y 
no t th row  out the  net in a much bro ader and wid er way and  e limina te 
the  ones you do not need ?

Dr.  J acobsen. One could have  done  it  th at  way.
Senator  K ennedy. In  ret rospec t, wh at do you think ?
Dr . J acobsen. I am not sure , wi th th is insti tut ion , wi th th at  in ­

ves tiga tor , or wh eth er th at  would be pro per.
Senator  K ennedy. You are  the  company, too. Are you tu rn in g it 

all over  t o th is Mr. Inv est iga tor ? You mu st have some responsibili ty 
on th is ; do you not th in k that?

Dr . J acobsen. Yes. We  cer tainly  do. But  in th is pa rti cu la r case, 
we have been inform ed th at  at  the  tim e these consents were pro vided 
to the  pa tie nt,  th at  the  pa tie nt  was no t un de r any  pa rti cu la r dist ress , 
Labor, as you know, is a series of in term itt en t per iods of disc omfor t, 
bu t the re are  per iods in between.

Senator  K ennedy. Bu t you don’t know wheth er the y were  given 
du rin g th at  per iod  or not?

Dr . J acobsen. I do not.
Sena tor  K ennedy. H ow do you know wh eth er it  was given then 

or not?
Dr . J acobsen. I was told by the  investi ga tor  I  men tioned th at  at  

th at  time the y were not u nder the  effects o f pa rti cu la r dru gs,  o r under 
dures s.

Sena tor  K ennedy. You will  accept ju st th at  investi ga tor’s sta te­
ment on that?

Dr . J acobsen. Right.
Sena tor  K ennedy. A t a time  when you are  ta lk ing about vi rtu all y 

the most  vulnerable gro up in the  society, the  exp ectant  mo the r and  
the  infant?

Dr . J acobsen. I  recognize the  sen sit ivi ty of th is are a fo r any  clini­
cal tes ting. Part  of th at  must be bala nced by tes t and wheth er thi s
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is, in fact, the best way to evaluate th at drug. When drugs are indi­
cated for children of tha t age group, the Food and Drug  Adminis­
tration requires that  they be studied in that  age group and tha t as 
objective a method as possible be employed.

Senator Kennedy. That is right , but there is no suggestion that 
the Food and Drug Administra tion believes tha t t hat  is an appropri ­
ate time for an informed consent in this  type  of a situation, is there?

Dr. J acobsen. The Food and Drug Adminis tration has not dis­
cussed this matter with us. I am just aware of the comments made 
today.

Senator Kennedy. All right.
Let us go with the other investigator.
Dr. J acobsen. The other investigator, number 9; as I have indi­

cated, we were contacted by another pharmaceutical company wTho 
was aware we had conducted a study with this investigator on a 
similar protocol and they noticed tha t there was some discrepancy 
in his lab data and they asked for cooperation; and we did meet 
with them and we did review this material with them.

Senator Kennedy. The only thing in the question of the data sup­
plied—you must be troubled by the data itself now, are you not? The 
fact of pa tient 18 and patient  19; patient  19 did not receive the Endo 
drug. Tha t was true  on patient 19 as well?

Dr. J acobsen. I note here tha t this refers to the patient’s charts 
and dates in the hospital. These are basically outpatients.

Senator Kennedy. Does that  make any difference?
Dr. J acobsen. I  don’t know whether this is only pa rt of the record.
Senator Kennedy. I f they didn ’t receive the drug, is it  important 

whether they were in or out?
Dr. J acobsen. They took the drug.
Senator K ennedy. I see. They took it outside?
Dr. J acobsen. Yes.
Senator Kennedy. But you would want to flag tha t if they said 

they didn’t when they were in and you want to be sure they did 
when they were out ?

Dr. J acobsen. Right.
Senator K ennedy. Thank you.
Dr. Poos?
Dr. Poos. Mr. Chairman, I will dispense with any attempt to 

read this. I will focus my attention  on Investigator No. 10 and the 
involvement of this investigator with one of our experimental drugs.

I would like to state briefly tha t this experimental drug is a 
muscle relaxant and we first introduced it in the clinical tria l in 
July , 1974.

A number of clinical investigators have studied McN-3113 in 
phase I and phase II  clinical trials.  An investigational new drug 
exemption, IND, supplement was filed on May 21, 1975, with 
Investigator No. 10 as the investigator in an open-label dose ranging 
study.

The object o f the study was to determine what the most effective 
dose of the drug might be.

We were looking at, without getting technical about it, what I 
would call low back pain tha t people suffer from afte r too strenuous 
a weekend.
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Th is inv est iga tor  was vis ited  in his  office by one of  ou r phy sician  
monito rs pr io r to the beg inn ing  of  the  stu dy  to discuss the  protoco l 
and cond uct of  t he  s tudy.

A let ter  from the  p hysic ian  mo nitor to the  investi ga tor  on May  16, 
1975, confirmed the  di scussion about clinical sup plies and the  req uir e­
ment fo r s igne d p at ient  consent.

Clinical supplie s were  shipped May  22, 1975, an d an upda ted  IN D 
bro chu re fo r McN-3113 was sent  J un e 4, 1975.

On Au gust 5, 1975, a t the com plet ion o f the  inv est iga tion as called 
fo r in the  protoco l, a clin ical  rese arch associate , CRA, visi ted  the  
inv est iga tor  and pick ed up  45 completed case rep or t form s, each 
sign ed by the  in ves tigato r.

I t was note d th at  a thera peut ic  response  to the thr ee  dose levels  
was seen and that  nine pa tie nts  ha d complained  o f m ild side effects.

A le tte r from our CR A to  t he  inv est iga tor  on Au gust 7 confirmed 
th at  copies of  the case repo rt forms  were  being re tur ned and en-; 
closed a drug  re tu rn  for m wi th ins tru ctions fo r its  use as is ou r 
usual practice. The unused drug  was re tu rned  Au gust 11, 1975.

Ap prox im ate ly nine side effects ou t of  45 pa tie nts were shown.
Th is stu dy  was one of  m any.
About a year la ter, appro xim ate ly in the  ea rly  fa ll of 1976, as I  

recall, it was abo ut Sep tem ber,  we had assem bled the  da ta  fro m a 
va rie ty of  inv est iga tions and came to the  conc lusion th at  ou r ex­
perim ental  dr ug  did  not have the  degree of  efficacy th at  we had 
hop ed for, so ou r conc lusion was th at  under the tes t conditions  th at  
we had used, the dr ug  was not  sufficien tly efficacious t hat  we should 
proceed and we decided to pull back  to the lab orato ry  and find out 
wh at the  p roblem m igh t be.

I t was af te r th at , and the ear liest da te th at  I  can recall was ear ly 
October, 1976, th at  it  came to ou r att en tio n throug h anoth er  com­
pany, and th is was the  comp any  th at  Dr . Go ddard  is associated wi th 
and  it  w as re ferre d to by Dr . Hen sley in his  te stim ony , th at  they fe lt 
the y had a problem  wi th inv est iga tor  10 a nd th at  the y ha d rep orted  
th is prob lem to the Food and Dru g Ad mi nis tra tio n.

Obv ious ly at  th at  pa rti cu la r po int in time, since we fe lt we ha d 
no problem  of  note wi th  th is inv est iga tor , we wen t back and began 
to assess the  stu dy  th at  he ha d done fo r us. We  did  note , in looking  
very caref ully at  the  stu dy , th at  the lab orato ry  values pe rhaps did  
not  have as grea t a sprea d as one migh t expect, although I  would 
not call th is  unu sua l. They were no t all  the same, bu t they  were 
ext rem ely  close.

More  often,  one finds  a grea ter  sp rea d in labo ra tor y values.
How ever, at  th is  po int in time, we ha d stopped ou r studies.
We knew the  com pany th at  Dr . Go ddard  was associated wi th had 

expressed a concern to  t he Food and Dru g Ad minist ra tio n,  so havin g 
closed out ou r work, we did  no t tak e any pos itive act ion  in repo rti ng  
th is to the  Foo d and Dr ug  Ad mi nis tra tio n. So, very briefly, th at  
would sum up  m y comments.

I would be pleased to answer any questions th at  you migh t have, 
Mr. Chairman.

Sena tor  K ennedy. Th e way th at  it has  been pre sen ted  here , Dr . 
10 was brou gh t to the  Foo d and  Dru g Adm inist ra tio n’s att en tion
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by the former Commissioner Goddard, and this is what prompted 
the Food and Drug Adminis tration to review the reports  the in­
vestigator found that we heard here, found the possible inconsistency 
in the data.

1 am sure you have gone over it in some detail.
Then apparently, according to Dr. Hensley, the investigator him­

self agreed tha t it was pointed out by the Food and Drug Adminis­
tratio n in the study th at had been submitted by McNeil in a progress 
report  in support of your IND without qualification and tha t there 
had been no corrective action.

Evident ly, the investigator himself had, in responding to a con­
versation to Hensley, indicated tha t he thought there was an over­
whelming consistency as did the McNeil person, Dr. Goodard-----

Dr. Poos. I beg your pardon ?
Senator  Kennedy. I guess it was another person, Dr. Seay. Yet 

none of tha t was brought out to the Food and Drug Administration  
in the IND report ?

Dr. Poos. Well, officially, the data had been submitted. I think  
what we are dealing with here is a subjective evaluation of what 
constitutes perhaps a not unreasonable, unusual or unexpected or 
surpris ing degree of consistency in a series of laboratory data.

Of course, it would take a very large number of laboratory data 
and a statistical analysis, which we have not done and I am not sure 
anyone else has, to determine what category this came in or how to 
define it.

As I pointed out, we felt tha t in retrospect, in going back afte r 
learning about the report by Goddard’s company to the Food and 
Drug Administration and going back and looking—yes, we agree 
tha t the data was maybe a bit unusual in its degree of  consistency; 
but all the numbers were not the same. There are variations.

Senator Kennedy. Many of them are substantia lly the same. It  is 
difficult to tell. You would say in the first 12 case studies; for 
example, in the hemaglobin, 12 of them—of the first 12, if 10 are 
exactly identical, I do not know whether 10 out of 12 identical ones 
is an extraordinari ly high reflection of consistency or whatever it is; 
but the fact remains when this was brought up, even though it was 
recognized by one of your own people, Dr. Seay of McNeil, in terms 
of the remarkable consistency, you did not feel there was any kind 
of responsibility to communicate tha t to the Food and Drug Ad­
ministrat ion ?

Dr. Poos. No. 1, at that time, they already knew it.
No. 2, the main reason was that our program had terminated . We 

did not feel the responsibility to record tha t perhaps the variations  
in the clinical laboratory values were not as great as one might 
expect under normal conditions. This depends upon the laboratory 
and the number of patients. Obviously there are a number of factors 
involved in it.

Senator Kennedy. For the record, our subcommittee is considering 
some very extensive drug  legislation to deal with a var iety of di fferent 
problems that we have seen over a period of time and we also have 
the issue of the human experimentation tha t is before the Congress. 
We passed that  in the Senate, extending it to other agencies, to the
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De pa rtm en t o f D efense, as well as the CIA  a nd  i t is b efore the  H ouse  
Co mm ittee ; bu t it  seems to me as clear as the nose on my face  th at  
there  is an  essentia l res ponsibil ity  fo r the  conti nu ing  responsibil ity  
fo r establishin g the  pro tec tion of  human subjects, and th at  t hi s issue 
which was so dram atized  to all  the  Am erican  peop le wi th the  
syph ili tic  stud ies and the  Ra lph gi rls  and  the exp erime nta tions of 
the  CI A and  the  D O D ; i t is a continuing  issue of gr ea t urg ency and  
imp ortanc e, and  one which req uir es the  k ind  o f overv iew and the  p ro ­
tection  th at  the  pan el can provide.

We welcome the  op po rtu ni ty  to work closely wi th all  the  agencies 
so th at , hopeful ly,  the y wil l follow the  example of  H EW  in estab­
lishin g a sim ila r panel.

Th is has  been an issue of gr ea t intere st to  ou r committee, to 
Sena tor  Schweiker,  to  Sena tor  J av its,  who called me before  t he  he ar ­
ings an d said  th at  he was enormously  intere sted in the course of 
toda y’s hea rings.  He  has  been a str ong supp or ter on th at  pa rti cu la r 
issue.

Th e second ques tion,  of  course, is the  inf orma tio n th at  is bein g 
made ava ilab le to the Food an d Dru g Ad minist rat ion. We men ­
tioned  ea rli er  in the  course of  the  hear ing th at  we can not expect 
the  Food and Dru g Ad minist ra tio n to do its  job if  the inf orma tio n 
it  is going  to ge t is fa ul ty  an d ina ccura te;  if  it  is misleading or 
misrepresen ts the fac ts or  is scien tifically  faul ty . We ju st  can not  
expect them to make the judgme nt to pro tec t the  he alt h of the  
Am eric an people th at  is essentia l.

We have seen in the  past,  ove r the  per iod  of  these  pa st few yea rs, 
where inf orma tio n on dr ug  testi ng  in too many instanc es was fals e 
and  i nac cur ate  on anim als.  T ha t was a m at ter o f g reat  con cern to  us.

The establ ishment of  the review mech anism  wi thin the Food and 
Dr ug  Ad minist ra tio n to  review human experim entat ion  in the ear ly 
and preli minary sense, they  again  are  showin g some ex tra ordina ril y 
and  di stu rb ing trends.

As I  m ent ioned earlie r, we cannot tell  the  exten t of it  at th is he ar ­
ing , bu t we are  dist ressed  by wh at we have fou nd out in the  course  
of th is he ari ng  and we are  completely com mit ted  to ins ist ing  th at  
the  inf orma tio n th at  is going to be pro vid ed and reviewed by the  
scie ntis ts is going to  be acc ura te and to con form to  the scient ific 
evidence, and  th at  those who are  goi ng to be ma kin g jud gm ents on 
th is are  going to be scientif ical ly com petent to give the Am eric an 
peop le the kin d of  pro tec tion th at  they are  en tit led to.

We wa nt to  wor k closely wi th the Food and Dru g Ad minist ra tio n 
and the  pr ivate sector . We  believe it is in th ei r int ere st as well as 
in the  int ere st of  the  Am erican  public  to see th at  th at  is achieved 
and  accompl ished and the  next few days, few months , few yea rs, are 
going to  be cri tical in terms  of  th is  issue.

We are  going to need the  help and  su pp or t of  all who have a 
res ponsibil ity  in th is area .

So, gen tlem en, we appre cia te your  presence here th is  morning.  I 
than k the  Food  an d Dru g A dm inist ra tio n and Dr . Hen sley .

[Th e p rep ared  sta tem ent s of  Commiss ioner Ke nne dy, Dr. Cooke, Dr. 
Jacobsen, Dr.  Burns , Dr . Poos, and oth er ma ter ial  sup pli ed  fo r the  
reco rd follows:]



69

STATEMENT

BY

DONALD KENNEDY

COMMISSIONER

FOOD AND DRUG ADMINISTRATION

PUBLIC HEALTH SERVICE

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

BEFORE THE

SUBCOMM.ITTEE ON HEALTH AND SCIENTIFIC RESEARCH

COMMITTEE ON HUMAN RESOURCES

UNITED STATES SENATE

March 7, 1978



70

Mr. Chairman and Members of the  Subcommittee:

We are pleased to  have th is  op po rtu ni ty  to discuss the Food and Drug 

Adm in is tratio n' s (FDA) Bio-Research Mo nitor ing  Proorams.

In 1975, FDA appeared before th is  Subcommittee and descr ibed it s  

experience with  c li n ic a l in ve st ig at or s and wi th  the regu la tio n of  

c li n ic a l research on drugs.  At that  tim e, we po inted  out some o f the 

ser ious problems we had found in th is  area, and the lac k of adequate 

resources fo r mo nitoring  research on human subjec ts.  More re cently , 

you r Subcommittee inve st igated  the qu a li ty  o f research being  conducted 

by labo ra to rie s engaged in  p re c iin ic a l animal stud ies,  with  the use ful 

outcome th at enough new money was made av aila ble to al low a broad 

expansion of our e ff o rt s  to  mo nitor a ll  aspects of  biomedical research -- 

from animal to x ic it y  stu die s through human c li n ic a l t r ia ls .  I w il l 

submit w ith in  two weeks a de ta ile d response to the recent  le tt e r  in 

which you ask fo r a repo rt on our regu la to ry  a c ti v it y  invo lv ing 

p re c lin ic a l labo ra to rie s.

Today, you have requested th at I discuss the cu rre nt programs designed 

to assure the qua li ty  and s c ie n ti fi c  v a li d it y  o f drug research in vo lv ing 

human su bjec ts . As you we ll know, ju s t as the  qu a li ty  o f p re c lin ic a l 

te sting in animals is es se nt ia l fo r de fin ing the to x ic o lo g ic a l po te ntia l 

o f new drugs before  te sting in humans, so the qua li ty  o f the c li n ic a l phases 

of  drug te s ting  is es se nt ia l to an accurate appra isa l o f a dru g's  sa fe ty
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and ef fect iven es s before marke ting . The informed consent o f part ic ip ants  

in these c li n ic a l stud ies  is  essentia l;  i t  is  intended  to assure th at 

the su bjec t is  fu ll y  aware of the purposes o f his or  her pa rt ic ip a tion  

in  the stu dy , and the prospects o f benefi t and in ju ry  from the drug.

BIORESEARCH MONITORING PROGRAM

Before 1976, most FDA a c t iv it y  in  bio research  mo nitor ing  was aimed at  

c li n ic a l research on drugs. Although atten tion  was given to sponsors, 

th e ir  mon ito rs, and In s ti tu ti o n  Review Boards,  the main emphasis was 

on the c li n ic a l in vestiga to r,  the qu a li ty  and in te g r it y  o f his work,  

and the care  taken by in ve st ig at or s to assure th a t th e ir  c li n ic a l 

subje cts  gave informed consent to th e ir  p a rt ic ip a ti o n . Although we 

had cause to be lie ve  th at some in vestigato rs  had submitted fa ls e da ta,  

were not  fo llo w in g the protocols  or study plan s,  or had fa ile d  to 

info rm the subjec t part ic ip ants , no formal re gu la to ry  program ex is ted.

The FDA s ta f f  work ing in th is  area was qu ite  sm al l, but in the period 

from 1962 through 1976, i t  performed rou ghly 100 in te ns ive au di ts  o f 

c li n ic a l in vestigato rs . These au di ts  u lt im ate ly  resu lte d in  the 

d is q u a li fi ca ti o n  o f 24 ph ys ician s,  who thereby became in e li g ib le  to 

rec eiv e in ve st ig atio nal-use  drugs.

As an outg rowth o f these au di ts  and o f a 1972-74 spec ial  survey on 

c li n ic a l research , and because o f increased  a tten tion  to problems o f
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research eth ic s, a comprehensive program fo r the  Agency was designed, 

and an Agency co ordina tor was es tabli shed  to oversee each Bureau's 

implementation o f in div id ual programs fo r mon ito rin g biomedical research.  

We developed and issued to the f ie ld  o ff ic es  a se rie s o f compliance 

programs fo r evalu at ing  the performance of c li n ic a l in vestiga to rs , 

sponsors, mon itors  and In s ti tu ti o n a l Review Boards to determine whether 

they  are li v in g  up to th e ir  re sp o n s ib il it ie s . These programs are of two 

bas ic types:

— "S ur ve illan ce " insp ec tio ns , intended to  measure 

procedural compliance with  ap pl icab le  re gul at ions.

— "D ire cted " ins De ct ions , which inc lud e data au di ts 

o f stud ies  submitted to  IND’s and NDA's, and "f o r 

cause" in ve st ig at ions of suspected problem s itua tions.

Whereas su rv eillan ce  ins pections are pr ev en ta tiv e,  di rected  ins pections 

are remedial in  na ture , and consequently  more thorough. I would li k e  to 

b r ie f ly  descr ibe  these  proqrams and some o f the find in qs  th at have resu lte d 

from them.

Inve stiga tor/S po nsor  Programs

The f i r s t  we re fe r to as the "Data Audit  Program." Headquarters orov ides  

to the f ie ld  d is tr ic ts  copies of protocols  under which in div id ual c li n ic a l 

in ve st ig at or s conduct th e ir  st ud ies,  or copies of case repo rts  submitted 

by these g! in ic a l in ve st ig at or s to the drug sponsor. Our in vestigato r
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then v is it s  the c li n ic a l in vestigato r to  ob ta in in fo rm at ion on the 

conduct o f the study and performs an on si te  audit  o f the c li n ic ia n 's  

data to check it s  r e l ia b il it y .  C lin ic a l in ve st ig ato rs  are not 

se lec ted  randomly fo r v is it s ;  they  are chosen because i t  has been 

determined th at th e ir  work was important in  the cons iderat ion o f drugs 

fo r IND's (Not ice  o f Claimed In ve st ig atio nal Exemntion fo r New Drugs) 

or  NDA's (New Drug Applic atio ns) .

Under th is  program 77 assignments had been issued to  the f ie ld  and 3d 

inspec tions  had been comDleted as of January 31, 1978. Of these,  23 

have now been reviewed bv headauarters: 6 are under rev iew . Tw en ty- five 

"in fo rm ationa l"  le tt e rs  have issued to  the c li n ic a l in ve st ig ato rs  where 

no major problems were found. Three insp ec tio ns , in  percent o f the  to ta l 

comoleted and reviewed, have resu lte d in  in te ns ive "f o r  cause" 

in vestigations. One o f these have resu lte d in  a proposal to  d is au a li fv  the 

c li n ic a l in vestiga to r.  I t  is  c le ar th a t th is  nronram mav be our most 

bromis ino source of " fo r  cause" ins pe ction s in  the  fu tu re .

In a second compliance program our in vestigato rs  are  supp lied  the names 

o f pa rt ic u la r drugs under c li n ic a l study or in submitted new drug 

applic atio ns. The fi e ld  in vestigato r then v is it s  the sponsor, 

ge ne ra lly  a drug company, and reviews the sponso r's mon ito ring 

procedures. As pa rt o f the insp ec tio n,  the FDA in vestiga to r se lec ts 

two c li n ic a l inve st ig at or s who have stu die d the drug in  qu es tio n,  and 

conducts fu rt her ins pections to determine ju s t how we ll they  were 

being monftored by the sponsoring drug fi rm . One-hundred and th ir t y -  

ei gh t assignments had been issued to the fi e ld  as o f January 31, 1973, 

and 37 inspec tions  were completed (bu t not ye t rece ived by the Bureaus).
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In sti tu tiona l Review Boards

Before discussing some of the find ings of  our "f o r cause" inve st igat ions , 

I would lik e  to describe b ri e fl y  our p ilo t compliance program fo r 

In st itu tiona l Review Boards ( IRB). An IRB is established fo r each 

in s ti tu tion  in which c lin ic a l inves tigations are conducted and is 

composed of  members of  various profess ions in the community. The IRB 

is charged with  reviewing the eth ics and ris k/b enefi t decisions made 

on c lin ic a l studies inv olv ing  subjects at the in s ti tu tio n . Regulations 

promulgated in 1971 requ ire tha t c lin ic a l investiga tions  of new drugs 

on in sti tu tiona liz ed human subjects be in it ia l ly  approved, and subjected 

to continu ing review, by the IRB.

In each assignment to inspect an IRB, a part icula r drug study is used 

as a reference in examining the ac ti v it ie s  of the part icula r Board.

Under the inspection program, our fi e ld  inv estigato rs interv iew  the 

chairperson of the IRB or other responsible indiv idu als  at the 

in s ti tu ti o n , as well as other s ta ff . The FDA inve st igator 's  rep ort, 

along with  copies of  any of the Board's records obtained during the 

inspection, are forwarded to headquarters fo r eva luation . The results  

of  the headquarters evaluation are communicated back to the chairperson 

of  the IRB or the adminis trator  of  the in s ti tu tion  through eith er  of 

two types of le tte rs : information le tte rs  of fe rin g suggestions fo r 

improvement, or remedial le tte rs  requesting po si tive assurance that 

sp ec ific, -ser ious  deficiencies noted during the inspection w il l be



75

- 6 -

co rre cte d.  Approximately 25 percent o f the le tt e rs  issued to IRS's 

to  date have been of  the la t te r  remedia l category . Although our leg al 

au th ori ty  to move d ir e c tl y  again st an IRB is  lim it e d , we do have the 

au th ori ty  to refuse  to  permit or  to continue to  permit c li n ic a l stu die s 

in vo lv in g subje cts  in a pa rt ic u la r in s ti tu ti o n  and to  refuse  to  accept 

completed stud ies  i f  the  stud ies  are not  prop er ly  reviewed, approved 

and supervised by the IRB. We intend to propose regu la tio ns  th a t w il l 

pro vide fo r an ad di tio na l sa nct ion-- th e d is q u a li fi ca ti o n  of an IRS.

As o f January 31, 1978, we have issued assignments to  the f ie ld  fo r 

329 IRB insp ec tio ns . One hundred and nin e ty -e ig h t inspec tions  have 

been completed and one hundred and fo rt y-tw o have been reviewed. We 

have found th a t app rox ima tely  25 percen t fa ile d  to meet our requ irements 

fo r the conduct o f c li n ic a l in ve st ig atio ns and resu lte d in  the issuance 

o f le tt e rs  mentioned above.

A ll three of  these programs have an important e ff ec t in educat ing the 

c li n ic a l in vestiga to r and spo nso r/monitor communities, making them more 

aware of th e ir  re sp on s ib il it ie s  and s ig na ll in g  our concern fo r  the 

qu a li ty  of  c li n ic a l research data and the righ ts  of  human su bjec ts.

"FOR CAUSE" Inspectio ns

The programs I have ju s t discussed sometimes uncover s itua tions leading 

to what we term " fo r  cause" inspec tions  of  c li n ic a l in vestig ato rs .

These are ge ne ra lly  ca rr ied out when the re is  reason to be lie ve  th at 

the work o f a c li n ic a l in vestiga to r is  fa u lt y  or  unre lia b le .
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"For cause" in ve st ig atio ns occur as a fo llowu p to  procedural or data 

au di t ins pections where problems or  noncompliance have been found,  from 

fin ding s by Bureau reviewers of misleading or susp icious mater ia ls  in 

rep orts of  c li n ic a l st ud ies,  from complaints by drug sponsors of  shoddy 

work or problems in c li n ic a l in vestigations, from inspec tions  of  

In s ti tu ti o n a l Review Boards, from review of  s c ie n t if ic  li te ra tu re , and 

from consumer com pla ints .

We are in  the process o f conducting 26 " fo r  cause" insp ec tio ns . 

Although we have not completed our evalu at ion s o f a ll  inspec tions  

to da te,  I would li k e  to share some of our find in gs. Depending 

upon you r pe rspe cti ve , they cou ld be described as "unu sual ," 

"h o rr ib le ,"  or  "in co nc ei va ble. " Certa in ly  few of the fin din gs  can 

be put down as expected.

We have found:

— Case rep orts on fi c ti c io u s  subje cts ,and on subje cts  

who were never admin iste red the in vestigational drug. 

Obviously, dependence on such spurious data might  

re su lt  in  expanded te sting  of a drug or  in  the po ss ible 

approval o f a drug fo r use in  a co nd iti on  where i t  was, 

in  fa c t, in e ff e c ti v e .
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- -  Case repo rts  co ntaining  the re su lts o f c li n ic a l

labo ra to ry  work which was not  ac tu a lly  performed. The 

purpose o f such labo ra to ry  work is  to assess the sa fe ty  

o f the drug in  human sub je c ts -- fo r example, i f  a drug is  

to x ic  to the li v e r ,  and te st s o f li v e r  func tio n are not 

perfo rmed , then the drug might not be withdrawn in  time 

to preven t permanent li v e r  damage or  death.

— False represen tation o f In s ti tu ti o n a l Review Board 

approval o f a study.  A laye r o f su bjec t pr ot ec tio n 

is  removed i f  un informat ive  consent forms were used, 

or  i f  a study o f the type done should not have been 

done in  the in s ti tu ti o n  in  ques tion.

- -  Misrep res en tat ion  of pa tien t diagnosis and demographic 

data. I f  a pa tie nt does not have the disease to be 

tre ated  with  the in vestigational drug, then any re po rt  

o f eff ic acy of th at drug is  ob vio us ly spurious.

- -  Consent o f the c li n ic a l subjec t not ob tained. Consent 

means informed consent. Lacking necessary in fo rm at ion,  

the subje ct might en ter a study which he would not have 

ente red i f  he had been informed o f the dangers as we ll 

as the possible be nefit s.

26-8 28  0  -  78  - 6
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- Drug doses qiven,  fa r exceed protocol lim it a ti o n s .

This cou ld be dangerous, since protoc ols of ten sp ec ify  

doses at  the upper li m it  o f what has been judged to be

safe.

- Drugs given  to  inap prop ria te  su bjec ts . This  could be 

dangerous i f  drugs aimed at  the ge ne ra lly  healthy  

ad ul t popu lat ion  are given  to ch ild re n or  the aged where 

th e ir  metabolism might be d if fe re n t.  Of pa rt ic u la r 

importance is  the ad m in is tra tio n o f drugs to pregnant 

women where fe ta l abno rm ali ties migh t be caused.

•- Se ria l use o f in vestigational drugs to the exclu sion 

of accepted the rapy. This makes the su bjec t nothing 

but  a guinea pi g,  and his bes t in te re s t might not be

served.

- -  Adm in is trat ion to  subjects  o f two or  more in vestigational 

drugs at  the same time and the ad m in is tra tio n o f oth er 

s ig n if ic a n t and perhans in te rf e ri n n  drugs w ith  the 

in vestigational drug. Here the inform at ion obtained is 

va lueles s,  and the subje ct has been nut at  needless r is k .

--  Inadeouate medical a tten tion to the te s t popu lat ion  through 

excessive de leg ation  o f au th o ri ty , lack o f fo llo wu p,  etc.  

Obviously, th is  is  dancerous to the su bjec t.
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--  Representat ion o f in vestigational druas as marketed oroducts 

and/o r the sale of such drugs. In th is  s itua tion  the 

su bjec t cannot have been informed o f the nature  o f the drug 

and is  sometimes inap pr op ria te ly  charned fo r i t .  The 

in vestiga to r may p ro fi t  hugely by his "exc lusive  fra nc hise " 

es tabli shed  by his  being an in vestiaa to r o f a produc t not 

ava ila bl e to  a ll  physicians.

I do not want to leave  th is  Subcommittee with  the impression th a t 

the whole world o f c li n ic a l research is  bad. We have not  spent any 

time here today dis cussing  the ex ce lle nt  qu a li ty  o f research and the 

in te g r it y  o f most inve st ig at or s th a t we ge ne ra lly  fi nd . The grea t 

mass o f research being conducted is  high q u a li ty  and v a li d , and the 

subjec t part ic ip ants  in  most cases are ca re fu ll y  protec ted.  However, 

the  find in gs  above do il lu s tra te  the need fo r con tinued vig ila nce 

and addi tio na l educat ional endeavors.

NEW REGULATIONS

Proposed regu la tio ns  c la r if y in g  our au th ori ty  over IRB's and de fin in g 

th e ir  fu nc tio ns  and re sp o n s ib il it ie s  w il l be published  in  the near 

fu tu re . In add it io n , rev ised regu la tio ns  on informed consent are 

being developed. On September 27, 1977, proposed regu la tio ns  were 

published  in  the Federal Regis ter  to es ta bl ish regu la tio ns  on the 

ob lig atio ns o f sponsors and mo nitors. These proposed regu la tio ns  

ou tl in e  the procedures fo r sponsors and monito rs o f any type 

o f c li n ic a l research study submitted to  the FDA in  suppor t
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of  any of  22 various applica tions . In addit ion  to fina liz in g  these 

regulat ions  as soon as possib le, we plan soon to publish proposals on new 

c lin ic a l inve st igator  reg ula tions, which w il l c la ri fy  and expand upon 

ex ist ing regulat ions  governing the conduct of  c lin ic a l investigations by 

c lin ic a l inv es tigato rs.

Last Tuesday, February 28, we published in the Federal Register  an 

announcement of  the a va ila b il it y  of a series of  guidelines fo r c lin ic a l 

eva luation of  drugs in various pharmacological cateaories . This is  a 

major milestone in the conduct of  drug research, fo r i t  presents fo r the 

f i r s t  time in an o ff ic ia l document, acceptable current approaches to the 

study of inv es tigat ion al drugs in man. The f i r s t  category in th is  series 

is  on General Considerations fo r the C lin ical  Evaluation of  Drugs and 

discusses a ll  the necessary req uis ites to orooer c lin ic a l study, 

inc lud ing  those areas that are the subject of  today's hearing.

CONCLUSION

To summarize, le t me say tha t in qreat part due to the Subcommittee's 

continu ing intense in te re st  in our bio-research monitorinc ac tiv it ie s  

we have been able to estab lish  a comnrehensive program which w il l permit 

us to more clo sely monitor  the manner in which c lin ic a l investigations 

are conducted and repor ted. We strongly  believe th is  e ff o rt  w il l resu lt 

in be tte r pro tec tion  of  the rig hts and safety of  human subjects 

pa rt ic ipat ing in c lin ic a l tr ia ls  and a si gnif ic ant improvement in the 

qu alit y of  the study repor ts submitted to us.

I f  you have hany questions we shall be pleased to answer them.
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ORAL TESTIMONY

I am Irwin  J.  Pachter Ph.D., Vice-Pres ide nt fo r Research 

and Development fo r  B ri s to l Laboratories . I have asked Stanley T. 

Crooke M.D., Ph.D ., Associa te Dire ctor  of  Research and Development to 

review our cu rre nt  c li n ic a l research prac tices  and our cont inu ing  

e ff o r ts  to improve the qua li ty  o f our c li n ic a l research.  A dd it io na lly , 

because othe r medical mon itors  d ir e c tl y  responsible  fo r  the stu dies 

under review are no longer employed by our company, I have also 

asked Dr. Crooke to prepare an independent appra isa l of  these 

stud ies.

Dr. Crooke jo ined  B ris to l Laboratories  in  1975 to d ir ec t our 

cancer research e f fo r t ,  and he is  a phy sic ian  and a s c ie n ti s t 

fo r  whom I have the hig hest rega rd. Let me emphasize th at Dr.

Crooke was not  associa ted with  the stu die s in  quest ion in  any way.

I t  w il l be apprec iated th at Dr. Crooke had lim ite d time to ga ther, 

dige st  and eva luate the av ai lable in fo rm at ion,  but I tr u s t his 

assessment is  essentia lly  complete.

In ad di tio n to  Dr. Crooke's comments, I would be pleased to 

comment on the proposed le g is la ti o n  i f  time permits.
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I am Stanley  T. Crooke M.D., Ph.D. I am an Associate D irec to r of  

Research and Development, and prepared the w ri tten  response prev iou sly  

submitted to  the Committee. I w il l read a summary o f the  informat ion  

provided to the Committee in  the w ri tt en  response.

In trod uc tio n

As a sponsor of  c li n ic a l t r ia ls ,  B risto l Laboratories assumes 

severa l re sp on s ib il it ie s . Paramount is  th at adequate safeguards 

be establi shed  to maximize the sa fe ty  of  the experimental subje cts . 

Although ra re ly  stated , a bene fit  to ri sk  de termin atio n must be 

made fo r each subje ct en ro lle d in  each study,  and on ly the most 

fa s tid io us care can ensure th at each subje ct has the most po si tiv e 

benefi t to  ri sk  ra ti o . C erta in ly , adequate and accurate data in 

experimental animals are re qu is ite , and i t  is  esse nt ia l that  c li n ic a l 

development of  compounds proceed in  a lo gi ca l order w ith  each study 

bu ild in g on data generated in  previous stu dies . To do th is  e ff e c ti ve ly , 

we be lie ve  an ov er al l research plan (which we ca ll  a c li n ic a l ope rat ional 

pla n) is  esse ntia l, as we ll as we ll-designed prot oc ols,  and adequate 

c li n ic a l in ve st ig ato rs .

A second re sponsib lit y is  to prot ec t the rights  o f subje cts  em­

ployed in  c li n ic a l t r ia ls .  This can only be accomplished by pro vid ing  

acc ura te unbiased in form at ion to each subje ct.  C le arly,  the d if f ic u lt ie s  

encountered in  prov id ing meaningful informed consent are subst antia l, and 

have been the subjec t o f much discuss ion . Suf fic e i t  to say that  we be­

lieve  i t  is  the sponsor's ob lig atio n to provide  gu idel ines  fo r informed 

consent fo r  each study,  and to attempt to assure compliance by adequate 

m onito rin g.
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A re sp on s ib il it y  which is  more d i f f ic u l t  to defin e, but  ce rt a in ly  

o f s ig nifi ca nce  is  the re spons ib il it y  to perform c li n ic a l experiments 

generated by ra tiona l s c ie n ti fi c  go als , w ith  meaningful ob ject ives .

To perform stu die s which may have an impact on the s c ie n t if ic  develop­

ment of  a pa rt ic u la r drug or  class of drugs, w ith  a ca re fu ll y  con stru cted 

pr oto co l,  and ex ce lle nt  inve st igat or s with  an in te re s t in  the science 

as we ll as the  medic ine involved in  the stud ies,  assures the subje ct 

th a t he/she is  pa rt ic ip a ting  in  an e ff o r t which w il l generate the most 

useful inform at ion per subjec t.

To atte mpt to  improve the qu a li ty  of  our c li n ic a l t r ia ls ,  and to 

assure ourselves  th a t each of  the c li n ic a l t r ia ls  sponsored by B ris to l 

Labo ratories meets the minimum standards necessary to  ma intain  our 

re s p o n s ib il it ie s , we a t B ris to l Laboratories adopted gu idel ines  fo r 

good c li n ic a l research pr ac tic e on September 14, 1976. These guide­

lines were adopted we ll in  advance of  pu bl icat ion o f the  proposed 

gu idel ines  of the FDA, but wi th a few minor except ions exceeded the 

requ irements  la te r proposed by the FDA. The B ri s to l Laboratories  

gu idel ines  have been amended during  the months since th e ir  adoption , 

and are curr ently  undergoing extensive re vi sion  to re f le c t  our re ­

or gan izat io n,  an e f fo r t  to streng then  ce rta in  aspects such as informed 

consen t, and to improve documentation procedures in  compliance with  

the  proposed FDA gu idel ines . However, we have inc orpo rated re leva nt  

po rti on s of  those gu ideli ne s in  our w ri tten  response to  provide to 

the committee an overview of  our pr ac tic es . We sh al l be pleased to

pro vide the rev ise d gu idel ines  when the re vi sion  is  complete .
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Curren t Practices

The gu ideli ne s fo r good c li n ic a l research pr ac tic es  in  our 

w ri tt en  response provide de ta ile d in form at ion concerning our cu rre nt  

prac tic es  in  c li n ic a l research. Perhaps I can best u t il iz e  the 

time  by b r ie fl y  describ ing  the course of  a study from incept ion to 

com ple tion . 1 w i l l ,  of  course, be pleased to  am pl ify  any po in t about 

which a que stio n may ex is t.

P rio r to  in it ia t io n  o f any c li n ic a l t r ia ls  on a new compound, 

a c li n ic a l opera tiona l plan in  which the goals of  the c li n ic a l research 

program, the planned stud ies,  tim eta ble s and budgets are discussed. 

Subsequent to approval of  the c li n ic a l opera tiona l plan , a pro tocol 

is  generated by the medical monito r fo r the compound. This pro tocol 

must conform to  the minimum standards es tablished in  the gu idel ines , 

and may be discussed with  po te nt ia l in ve st ig ato rs . I t  is  then 

submitted to  the pro toco l review committee fo r  rev iew.

I ch air the pro toco l review committee and on i t  serve the sen ior 

members o f our c li n ic a l s ta f f,  the d ir ec to r of  to xico lo gy , the  d irecto r 

of  drug metabolism, and the  d irecto r of  b io -s ta ti s ti c s . Since 

it s  forma tion in  September, 1975, i t  has reviewed each prot oc ol , 

re jected  many, and requ ired revision s of  most protoc ols.  In sh or t, 

i t  is  a fu nct iona l peer review committee.

Only a ft e r approval by the pro toc ol review committee, and 

re ce ip t o f a ll  pres tudy  documentation, includ ing a copy of  the 

informed consent form, in s ti tu ti o n a l human research committee's  

appro val, and a l i s t  of  members and th e ir  t it le s  of  the in s ti tu ti o n a l 

review committee, can stu die s be in it ia te d .
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Selection of  an inv es tigator  is  a complex process involv ing  

s ite  v is it s  by our moni tor, and other appropriate individu als,  

evaluat ion of the poten tia l inve st igator ’ s cre dent ials, and an 

eva luation of  in s ti tu tion  in which the inv es tigator  works.

At the in it ia ti o n  of a study, the investi ga tor is  s ite  

vi si te d fre quen tly , case reports are evaluated as submitted, with  

part icula r sc rutiny directed  toward diverse ef fects.  Unexpected 

or unusually severe to x ic it ie s  are reported immediately.

Evaluation of  the study involves an evaluation by the monitor 

by the s ta ti s ti ca l department, and input from the inve st igator ,

A fina l rep ort  is generated, and th is  is  submitted to the protocol 

review committee fo r approval. The approved fina l rep ort is  then

submitted to the FDA.
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Inform ation on studies perfomed by 

Dr. #2, Dr. #3, and Dr. #7

B r is to l  L a b o ra to ri e s  has been in fo rm ed th a t the Su bcom mittee  on 

H ea lth  and S c ie n t i f ic  Research o f th e  Co mm itte e on Human Re sources 

o f th e U n ited  S ta te s  Senate is  in te re s te d  s p e c i f ic a l ly  in  th e  co n­

d u c t,  and m o n it o ri n g  o f c l in ic a l  s tu d ie s  8 and 15 pe rfo rm ed  un de r 

IND 10 ,12 7 (B L-3 912A),  and s tu d ie s  58A and 59A pe rfo rm ed  un der 

IND 9,870  (B u to rp h a n o l- O ra l) .  The p r in c ip a l in v e s t ig a to r s  fo r  thes e 

s tu d ie s  were Dr.  #2 (IND 10 ,127  s tu d ie s  8 and 15 ),  D r.  #3 (IND 9,87 0 

s tu dy 58 A),  and Dr. #7 (IND  9,87 0 st ud y 59 A).  Th is  st a te m en t has 

been pr ep ar ed  to  p ro v id e  in fo rm a ti o n  concern in g  thes e s tu d ie s .

BL-3912A

Ba ckground

BL-391 2A is  a s u b s ti tu te d  p h eny lisop ro py la m in e  s im i la r  s t r u c tu r a l ly  

to  a grou p o f psych o a c ti ve  ag en ts  in c lu d in g  am phetam ine , and 2 ,5  dimetho xy  

4- m et hylam ph et am ine (R-DOM). BL-391 2A d i f f e r s  fro m R-DOM ch e m ic a ll y  by 

be in g an e th y l ra th e r  than  a methy l d e r iv a t iv e .

S tu d ie s  em plo yi ng seve ra l specie s o f  la b o ra to ry  an im als  su gg es te d 

th a t  BL-3912A  m ig h t be a p o te n t pe rfor m an ce  re s to re r  ab se nt  th e  gener­

a li z e d  CNS s t im u la to r y ,  and h a ll u c in o g e n ic  p ro p e r ti e s  o f seve ra l o f 

th e  o th e r ag en ts  o f t h is  c la s s . In  f a c t ,  BL-3912A was foun d to  a n ta go n iz i 

R-D OM -induced  abno rm al behav io r in  c a ts , and enh ance opera n t and le a rn ed  

b e h a v io r ta s k s . In  experim ents  w it h  aged r a t s ,  BL-3912A was dem on st ra te d 

to  f a c i l i t a t e  le a rn in g  and pro lo ng memory. These e f fe c ts  were te n ta t iv e l .  

a s c ri b e d  to  th e  5 -h yd ro xy tr yp ta m in e  (s e ro to n in )  re c e p to r  a g o n is t a c t i v i t y  

o f  BL -3912A , and we re prod uc ed  a t doses s ig n i f i c a n t ly  lo w er than  to x ic  

doses.
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Thus, based on experimental animal data, experience with  compounds of  

s im ila r st ru ct ur es,  and data concern ing it s  mechanism of action, BL-3912A was 

a promis ing cand idate  fo r c li n ic a l t r ia ls .  In i t ia l  c li n ic a l t r ia ls  included 

phase I studies in  two groups of  normal vo lun tee rs. In the f i r s t  study doses 

o f 1 mg to  80 mg were employed with ou t s ig n if ic a n t side e ff ec ts . In the 

second phase I study, doses of  20 to  120 mg were tes ted.  Many of the volunteers 

who received 40 mg to  120 mg noted increased mental ale rtn es s and demonstrated 

improvement in  a performance te s t.  At  a dose of  120 mg, d e fi n it e  euphor ia and 

mild  CNS st im ula tio n were observed, but  no oth er to x ic it ie s  were noted. Studies 

employing 60 healthy  volun tee rs were performed w ith  BL-3912A befo re t r ia ls  in  pa­

ti e n ts  were begun.

Study number 8 fo r which Dr. f2  was p r in c ip a l in v e s t ig a to r  was th e  f i r s t  

stud y in  which BL-3912A was administered to  g e ri a tr ic  pa tients , su ffe rin g from 

se n ile  mental de te riora tion . I t  was a double b lin d placebo comparative stud y.

The in i t ia l  doses employed were 25 mg and 50 mg da ily  fo r fi ve  days. I f  no side  

e ffects  were observed, the  doses were increased to  25 mg or 50 mg twice da ily  fo r 

seven days, then three times da ily  fo r the du ration o f the study. The re su lts of  

th is  study suggested th a t doses of  50 mg - 150 mg da ily  re su lte d in  s ta t is t ic a ll y  

s ig n if ic a n t improvement in  mental performance in  g e ri a tr ic  pa tie nts w ith  no s ig n i­

fi ca n t to x ic it ie s .

Study number 15 was also performed by Dr. #2 . T h is  s tu dy was an open 

dose rang ing sa fe ty  and eff ic acy study in  which pa tie nts were tre ated  with  doses 

o f 25 mg to 75 mg da ily  fo r a per iod of  60 days. The con clusions from th is  study 

were th a t BL-3912A resu lte d in  improvement in  mental ac uity  w ith  no s ig n if ic a n t 

to x ic it ie s .

Subsequent to  the stu die s performed by Dr. #2 , s e ve ra l o th e r s tu d ie s  were 

performed. In these stu die s BL-3912A was shown to  be non-amphetamine li k e ,  but  the 

pos it iv e  re sults in  g e ri a tr ic  pa tie nts reporte d in  stu dies  8 and 15 were not 

reproduced.
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As a re su lt  of  the in a b il it y  to  reproduce the posit iv e  re su lts  obtained 

in i t ia l l y ,  fu rt he r c li n ic a l studies were discontinued .

General Conside rations Relevant to  Studies 8 and 15

The primary research in te re sts o f B ri s to l Lab ora tor ies  are a n ti b io ti c i a n ti ­

cancer and ana lgesic  drug development. BL-3912A resu lte d from a co lla bor ativ e re ­

search e ff o r t with  an extramura l sc ie n ti s t.  Consequently, the intr amura l 

c li n ic a l expe rtise  in  the area of  CHS performance enhancers was not optimal 

a t the in it ia ti o n  of c li n ic a l studies on BL-3912A. In fa c t,  since very few drugs 

fo r se ni le  mental de te riora tion have been developed, c li n ic a l drug test ing expe rtise  

is  probably substa n tia lly  less fo r such compounds than compounds of d if fe re n t 
classes throughout the academic and pharmaceutica l company research es ta bl ish­

ments. Consequently, the performance of  the in i t ia l  eff ic acy t r ia ls  was per­
haps suboptimal .

S e le c ti o n  o f Dr . ^2 as P r in c ip a l I n v e s t ig a to r

At the in it ia t io n  o f studies 8 and 15, Dr. #2's  cr ed en tia ls  seemed idea l.

A fte r completion  o f medical school and postgraduate tr a in in g  in  surgery,

Dr. #2 engaged in  the pr ivate  prac tic e o f medicine u n ti l jo in in g  a major 

pharmaceut ical fir m  as a monito r fo r the c li n ic a l t r ia ls  o f a psychoactive 

agent thought to be ac tiv e in  the trea tment o f chi ldhood hype rkinesis . He 

subsequently was promoted to Associate Medical D irecto r,  then became Dire ctor  

of  C lin ic a l Research Proje cts  at  another pharmaceutica l company. During th is  
period Dr. #2 generated several pu bl icat ions .

Thus, Dr. #2 had conside rab le experience in  the c li n ic a l evalu ation  of  — 

drugs,  and more p a rt ic u la rl y  had been involved in  research on a psychoactive 

agent. Moreover, a t the in it ia ti o n  of  stu die s 8 and 15, he was assoc iated 

w ith  a g e ri a tr ic  ce nter , and consequently had access to the appropriate  

pa tient popu lat ion.  Having worked him se lf as a medical mon ito r, he 

was we ll aware o f the regu la to ry  ob lig at ions  o f a c li n ic a l inve st igat or .
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Mo nitor ing  of Studies 8 and 15
The in i t ia l  stu die s on BL-3912A were developed and monitored by a physic ian 

employed fo r the purpose of  monito ring  th is  drug. P rio r to  jo in in g  B rist o l 
La bo ra torie s,  the medical monitor had performed a number o f co nt ro lle d c li n ic a l 
stu dies  and had pub lished in  the medical li te ra tu re  on the ef fe ct s of  drugs in  
g e r ia tr ic  and younger pa tie nts with  anxie ty neuroses, depressive neuroses and 
psycho physio logic dis orde rs . Studies with  Dr. #2 were the f i r s t  inv olving  
pa tie nt s th at he was asked to  monitor fo r B ris to l Laborator ies . P rio r to  i n i t i ­
at io n o f stu die s with  Dr. #2, Dr. #2 and the fa c il it ie s  were s it e  v is ited  by the 
mon ito r, and subsequently by the Vice Preside nt and Medical Dire ctor  fo r B ris to l 
La bo rator ies.

Study number 8 was in it ia te d  on December 11, 1974 and term inated on 
A p ri l 7,  1975. Study number 15 was in it ia te d  on January 30, 1975 and term inated 
on A pri l 7, 1975. During th is  period the medical monito r made two monito ring  
v is it s  on January 5-7,  1975, and February 17-25,  1975. Numerous telephone 
conversat ions are alluded to  in  the correspondence between the monitor and 
Dr. #2 during th is  pe riod.

On A pri l 30, 1975, the mo nitor 's employment at B ri s to l Laboratories  was 
ter minated . On May 5,  1975 a replacement medical monito r joine d the medical 
s ta f f at  B ri s to l Laboratories  fo r BL-3912A. Strenuous e ff o rt s  by the new 
mo nitor and his associates to  obtain  case repo rts  fa iled  fo r many months, 
and when case repo rts  were obta ined they were incomplete.  Inve st igat ion by 
B ri s to l Laboratories and the  FDA suggested th at Dr. #2 had fa ile d  to  meet 
the ob lig at ions  o f informed consent, and fa iled  to  fo llo w  the pro toc ol in  
many pa tie nt s.

Informed Consent and Human Research Committee Approval
Approval of protocols  8 and 15 by an appro pr iate human experimentation 

committee was required by B ris to l Labo rator ies , as th is  is  a requirement fo r 
a ll  B ri s to l La bo ra torie s'  c li n ic a l stu dies . In a le tt e r  dated November 11, 
1974, B ri s to l Laboratories was informed of  Human Research Committee approva l. 
Subsequently, B ri s to l Lab ora tor ies  has been informed by the FDA th a t the re is  
doubt  concerning the legi tim ac y of  th is  approval.

B ri s to l Laboratories  require d and obta ined sample informed consent forms 
at  the  in it ia t io n  of  stu die s 8 and 15. However, inasmuch as the  case repo rt 
forms were never completed by Dr. #2, no informed consent forms were rece ived  
by B ri s to l Labo rator ies . Subsequently, B ris to l Laboratories  was informed by 
the FDA th at no evidence of signed informed consent forms could be found in 
the pa tien t's  records a t Dr. #2's  g e ri a tr ic  cente r in  which the studies were 
performed.
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Analysis  o f Data Generated by Studies 8 and 15

Although the case repo rts  obta ined were incomplete,  they were eva luated.

In general the re su lts  suggested a c ti v it y , w ith  on ly minimal sid e effects . How­

ever , the mon ito r's  repo rts  c le arl y  indica te  the lack o f demographic da ta,  and 

the de fic ienc ies in  the case re po rt forms. Moreover, because o f s ig n if ic a n t 

doubts concern ing the re sults of these stud ies,  s im ila r stu dies  were in it ia te d  

in  othe r In s ti tu ti o n s  under we ll-m onitored  and w e ll- con tro lle d  circum stances.

These stu die s fa iled  to  con firm  the  re su lts  of  stu die s 8 and 15, and the c li n ic a l 

evalua tio n of  SL-3912A was discontinued . In none of  the  stu dies  on BL-3912 were 

serious side ef fe cts  noted in  any pa tie nt .

Oral Butorphanol Studies

Background

Butorphanol is  an o ra ll y  act ive, to ta ll y  sy nthe tic  no n-na rcot ic an alge tic .

In experimental anim als, butorphanol was shown to  be a more po ten t analg eti c 

than morphine,  and had a very low ad dict ive a c ti v it y . I t  was als o found to  be a 

poten t na rcot ic  an tag on ist, and an ti tu ssiv e. To xico logic studies in  severa l species 

demonstrated th a t butorphanol  had a broad the rape utic index in  anim als,  and was 

devoid o f te ra to lo gic  a c ti v it y  in  animals. Consequently,  i t  seemed a promising 

candida te fo r c li n ic a l development.

C lin ic a l evalu at ion  o f pa ren teral butorphanol has been completed. P rior 

to in it ia t io n  of stu die s 58A and 59A, paren teral butorphanol was evaluated in 

more than 2500 pa tients , and these studies demonstrated th at paren teral bu to r­

phanol is  a po ten t an alge tic  of  value fo r the treatment  o f moderate and severe 

pain of  various e tio lo g ie s. The side ef fe ct s o f butorphanol have proven to be 

manageable and s im ila r to those reporte d fo r oth er po tent  an alge tic s such as 

morphine and meperidine . They inc luded occasional episodes o f ligh theadedness, 

drowsiness,  nausea and, very ra re ly ,h a llu c in ations. The e ffects  o f butorphanol 

on re sp ira tion have been reported to be less  pronounced than those due to morphine
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and the l ia b i l i t y  o f butorphanol fo r producing physica l dependence has 

been rep orted to  be extremely  low. A new drug ap pl icat ion has been fi le d  

on the  basis o f the paren teral data .

C lin ic a l studies on oral butorphanol are in  progress and yie ld in g 

promis ing re su lts . I t  is  expected th a t a new drug ap pl icat ion w il l be 

f il e d  fo r oral  butorphano l w ith in  the nex t seve ral months.

General Conside rations Relevant to  Studies 53A and 59A

B ri s to l Laboratories employs th ir d  pa rty  mo nito ring fa c il it ie s  in fr e ­

qu en tly . During the pas t few years B ris to l Laboratories has collaborated  with  

cons ul tant  firms on a to ta l of 16 stud ies.  A ll  o f these monito ring groups 

were employed to study buto rphanol.

The decis ion  to  employ a th ir d  pa rty  fir m  was reached fo r two reasons.

F ir s t,  because of the work load imposed by exte nsive research on parentera l 

bu torphanol,  at  the time  of  in it ia ti o n  of studies 58A and 59A, i t  was f e l t  

th a t the an alge tic  c li n ic a l s ta ff  at  B ris to l Lab ora tor ies  might not  be able 

to  mo nitor ad di tio na l stu die s e ff e c ti ve ly . Second, because the eva lua tion 

o f an oral  an alge tic  is  a d i f f ic u lt  endeavor due to the subje ct ive natu re 

of responses, i t  was considered prudent to  employ an im pa rti al  mo nito ring 

fa c i l i t y  to  con firm  re su lts  obtained in tram ur al ly .

Thus, the fir m  undertook primary re spons ib ili ty  fo r stu die s 53A and 59A.

It s  re spons ib il it ie s  included generation of  proto co ls and case re po rt forms, 

acq uis it io n o f in vestigato rs , mo nito ring of  the stud ies,  and evalu ation  o f the

c li n ic a l data. Before studies 58A and 59A ware in it ia te d , over 500 volunteers and 

pa tie nt s had receive d oral  butorphanol in  stu die s monitored by B ris to l Laborato ries
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Study Number 58A

Purpose of Study

The pro tocol prepared by the co nt ract  fi rm  was designed to  evaluate 

in  a do ub le-b lin d,  randomized, comparative t r ia l  the an alge tic  a c ti v it y  and 

side e ffects  of butorphanol  given fo r three days at  doses of  4 mg or 8 mg 

fo ur  times da ily , and compare the effects  to code ine, 60 mg, fo ur times 

d a il y , and placebo in  pa tie nts with  musculoskele tal pa in.  The pa tie nts were 

to  be ou tpat ients.

Se lec tion o f Dr. =3 as Prin cipa l In ve st igator

Dr. #3 was selected as the pr in ci pal in vestig ato r by the co nt ract  fi rm . 

However, subsequent to  Study 53A, B ris to l Laborato ries has employed Dr. «3 

as princip a l in vestigato r fo r butorphanol studies 602-16,  603-05 and 802. 

The continued employment of  Dr. #3 by B ris to l Laborato ries is  due to  his  

ex ce lle nt  cr edentia ls , and his performance on p ri o r stu dies .

Mo nitoring  o f Study 53A

The mo nitoring  o f Study 58A was conducted by the co nt ract  fi rm .

No s ig n if ic a n t problems were reported by the co nt ract  fi rm  du ring the 

conduct o f th is  study.

Human Research Committee Approval and Informed Consent

Human research committee approval was not  obtained since th is  was 

an ou tpat ie nt  study. However, each pa tie nt  en ro lled in  the study signed 

an informed consent.
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Evaluation of  Study 58ft

Final evalu ation  o f Study 58A was conducted by B ri s to l Lab ora tories 

personnel . Of the 93 pa tie nts en ro lled in  th is  stu dy , 93 were evaluab le 

fo r to x ic it ie s ; 91 fo r an alge tic  a c ti v it y . The an alge tic  response to 

butorphanol at doses of  4 ng and 8 mg was equal to  codeine 60 mg. How­

ever , a ll  three trea tment groups experienced s ig n if ic a n tl y  greater pain 

r e li e f  than the  pa tie nts in  the placebo group.

The most frequent o f the reported side  ef fe ct s inc luded dizz ines s,  

nausea, and sedation. The incidence of butorphanol-induced side  ef fe ct s 

was s li g h tl y , but not  s ta t is t ic a ll y , grea ter than those induced by codeine 

The re su lts o f th is  study have been conf irmed by Stud ies 71, 78, and 803.

Study 59A 

Purpose of Study

The pro tocol was designed to determine in  a randomized, comparative,  

do ub le-b lind study the a c ti v it y  of  butorphanol  (8 mg or  16 mg), codeine 

(60 mg), and placebo in  the trea tme nt of  post su rg ical pa in.  The pa tie nts 

were to  be ho sp ita liz ed .

Se lec tio n o f Dr. f7 as Prin cipa l In ve st igator

Dr. #7 was selected by the co nt ract  fi rm . However, his cred en tia ls  

appeared to  be acceptable . A concern was Dr. e'7's a b il it y  to perform an 

in pa tien t study a t a time when he was an emergency room ph ys ician , but 

th is  was discussed,  and Dr. #7 assured the fi rm 's  personnel th a t he 

could perform the stud y.

26-828  0  -  78 - 7



94

-1 4 -

M on it o ri n g  o f St ud y 59A

D uri ng  th e  b r i e f  p e r io d  d u ri n g  w hi ch  st u d y  59A wa s a c t iv e , 

a l l  m o n it o ri n g  was pe rf orm ed  by  th e  c o n tr a c t  fi rm . The  st u d y  

was i n i t i a t e d  on  10/2 8/7 5 an d te rm in a te d  on 1 /9 /7 6 . D ur in g th e  

p e r io d  o f  th e s tu d y , s ix  m o n it o ri n g  v i s i t s  were made by  m o n it o ri n g  

p e r s o n n e l.  As a r e s u l t  o f th e  m o n it o ri n g  v i s i t s ,  i t  bec am e obvio us 

t h a t  Dr . #7 was  n o t a d eq u a te ly  perf o rm in g  th e  s tu d y , an d th e  

p e rso n n e l in  th e  h o s p i t a l  were in a d e q u a te ly  t r a in e d  to  perf o rm  

th e  s tu d y . In  a d d i t io n , Dr . #7 ex p e ri en ced  a d m in is t r a t iv e  d i f f i c u l t i e s  

in  th e  h o s p i t a l .  C onse quen tly  th e  st u d y  was te rm in a te d  a f t e r  16 

p a t i e n t s  we re  e n ro l le d .

Human R ese ar ch  Co mm itte e App ro va l and In fo rm ed  Con se nt

The c o n tr a c t  fi rm  was in fo rm ed  th a t  no human e x p e r im e n ta ti o n  

co m m it te e e x is te d  a t  th e  h o s p i t a l .  Ho we ver, th ey  w er e su b seq u en tl y  

in fo rm ed  th a t  a c o rm it te e  was  fo rm ed , an d th en  th e  f ir m  re c e iv e d  

fo rm al  ap p ro v a l o f th e  s tu d y . In fo rm ed  co nse n t fo rm s wer e re p o r te d  

to  be  co m ple te d  on a l l  p a t i e n t s .

A n a ly s is  o f  St ud y 59A

The d a ta  g e n e ra te d  in  S tu dy  59A vzere  an aly zed  by  B r i s to l  L abora ­

t o r i e s  p e rso n n e l.  None o f  th e  case s wer e c o n s id e re d  e v a lu a b le  fo r  

e f f i c a c y ,  bu t a l l  we re  in c lu d e d  in  to x ic o lo g ic  e v a lu a ti o n s  o f  o r a l  

b u to rp h a n o l.  None of th e  p a t i e n t s  ex p eri en ced  se v e re  t o x i c i t i e s .
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C onc lu s io n

I t  i s  a m a tt e r  o f  co nce rn  to  B r i s to l  L a b o ra to r ie s  th a t  ev en  two 

o f th e  many hundre ds o f c l i n i c a l  s tu d ie s  sp onso re d  by  us  a re  su b ­

s ta n d a rd . Ho we ver, i t  sh ou ld  be  n o te d  th a t  when  pr ob le m s w it h  th e s e  

s tu d ie s  wer e d is c o v e re d , th ey  wer e c o r re c te d .

The  B r i s to l  L a b o ra to r ie s  m on it o r f o r  th e  s tu d ie s  was re p la c e d , 

an d f u r th e r  in v e s t ig a t io n  w it h  Dr . i-2 d is c o n ti n u e d . M or eo ve r,  s in c e  

su b -a c u te  d o si n g  sc h ed u le s  we re  em ploy ed  in  th e s e  s tu d i e s ,  th e  f a c t  

t h a t  fo u r  mon ths e la p s e d  be tw ee n th e  i n i t i a t i o n  an d te rm in a ti o n  o f  

th e  r e s e a rc h  pr og ra m  w it h  Dr . #2 r e f l e c t s  re a so n a b le  d i l ig e n c e .  The  

f a c t  t h a t  no  s i g n i f i c a n t  s id e  e f f e c t s  w er e o b se rv ed  in  th e  co u rs e  

o f  th e s e  s tu d ie s  i s  a n o th e r im p o rt an t c o n s id e ra t io n .

C le a r ly , th e  s tu d y  pe rf orm ed  by  Dr . #7 d id  n o t p ro g re s s  w e l l .

Bu t th a t  s tu d y  to o  was r a p id ly  te rm in a te d  when  pr oble m s wer e re c o g n iz e d , 

an d no p a t i e n t  ex p e ri e n c e d  s i g n i f i c a n t  ad v e rs e  e f f e c t s .

The s tu d ie s  per fo rm ed  by Dr . #7 an d Dr.  #2 a re  n o t a c c e p ta b le , 

n o r do we s u b s c r ib e  to  th e  b e l i e f  t h a t  a few su ch  u n a c c e p ta b le  s tu d ie s  

a re  in e v i t a b le  i f  en ou gh  s tu d ie s  a re  per fo rm ed . We re c o g n iz e  our 

r e s p o n s i b i l i t y  to  p ro v id e  th e  more in te n s e  e f f o r t s  to  perf o rm  e t h i c a l ,  

v a lu a b le  c l i n i c a l  r e s e a rc h  on  dr ug s o f  p o t e n t i a l  b e n e f i t .

T h is  a ls o  r e q u i r e s  th e  c lo s e s t  s c ru t in y  o f  s tu d ie s  on ce  th e y  

a re  i n i t i a t e d  so  th a t  th o se  which  a re  in a p p ro p r ia te  may be  te rm in a te d  

r a p id ly .  F in a l ly ,  an d per hap s mos t im p o r ta n tl y , i t  a l s o  r e q u i r e s  th a t  

th e  s a f e ty  an d r i g h t s  o f  v o lu n te e r  t e s t  s u b je c ts  a re  w e ll  p r o te c te d .
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B r i s to l  L a b o ra to r ie s  on  Se ptem be r 14 , 19 76 , e s ta b l is h e d  G u id e li n e s  
fo r  Good C l in ic a l  R ese ar ch . The se  g u id e l in e s , w it h  m in or  e x c e p ti o n s , 
m ee t o r ex ce ed  th e  s ta n d a rd s  p u b li sh e d  by FDA mon ths l a t e r .

In  e s se n c e , we b e l ie v e  th a t  good c l i n i c a l  r e s e a rc h  re q u ire s  
adeq u a te  per fo rm an ce  in  f iv e  b ro ad  ty p es o f  en d eav o rs . The f i r s t  s te p  
in  th e  per fo rm an ce  o f  goo d c l i n i c a l  r e s e a rc h  i s  th e  c a r e f u l  d e s ig n  
o f  p r o to c o ls  which  a c c u ra te ly  d e f in e  th e  c h a r a c t e r i s t i c s  o f  th e  
s u b je c t s ,  and th e  ta s k s  to  be  per fo rm ed . Sec on d,  i t  i s  e s s e n t i a l  
to  s e l e c t  a q u a l i f ie d  in v e s t ig a to r .  T h ir d , ea ch  st u d y  m us t be  
c a r e f u l ly  m on it o re d  to  a s su re  co m pl ia nc e w it h  p ro to c o l , an d to  a r ra n g e  
fo r  any n e c e s sa ry  r e v i s io n s .  F o u rt h , th e  d a ta  m us t be  an a ly zed  
c a r e f u l ly  an d w it h o u t b ia s . F i f t h ,  a c c u ra te  r e c o rd s  m us t be  m a in ta in e d  
to  documen t th e s e  a c t i v i t i e s .

F i r s t ,  we e s ta b l is h e d  an  in tr a m u ra l p ro to c o l re v ie w  co m m it te e 
w hic h m us t ap pr ov e a l l  p ro to c o ls  p r io r  to  i n i t i a t i o n  o f  s tu d ie s .  
In c lu d ed  in  th e s e  p ro to c o ls  a re  minimum g u id e li n e s  fo r  in fo rm ed  
c o n se n t.  We a ls o  r e q u ire  th a t  nam es an d t i t l e s  o f  a l l  mem bers o f  a 
t e s t i n g  i n s t i t u t i o n 's  human re s e a rc h  co m m itt ee  mus t be  p ro v id ed  to  
B r i s to l  L a b o ra to r ie s .

Se co nd , we ha ve  e s ta b l is h e d  minimum s ta n d a rd s  f o r  th e  s e l e c t i o n  
o f  i n v e s t i g a to r s .  Wh ene ver  p o s s ib le , we a tt em p t to  em ploy  ac ad em ic  
c l i n i c i a n s  w it h  e x p e ri en ce  in  th e  s c i e n t i f i c  a re a s  in v o lv e d . In  
ou r o p in io n , t h i s  i s  on e o f  th e b e s t  meth od s o f a s s u r in g  b o th  a 
co m pet en t in v e s t ig a to r  and a fu n c ti o n a l human re s e a rc h  co m m it te e.
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Ho we ver, when q u e s ti o n s  we tr ust  as k  ca nnot be  an sw er ed  by  an  

acad e m ic ia n , we mus t r e ly  on o th e r  ty p es  o f  in v e s t i g a to r s .

T h ir d , we ha ve  e s ta b l is h e d  s ta n d a rd s  fo r  m o n it o ri n g  m et ho ds,  

in c lu d in g  f re q u e n t v i s i t s  to  t e s t i n g  s i t e s  a t  th e  i n i t i a t i o n  o f  

s tu d ie s  as a sa fe g u a rd  a g a in s t c o n t in u a t io n  o f  an  in a d e q u a te  s tu d y .

The  G u id e li n e s  a ls o  re q u ire  t h a t ,  when a p p ro p r ia te , r e g i s t r a t i o n  

fo rm s be  su b m it te d  to  th e  B r i s to l  L a b o ra to r ie s ' m o n it o r pro m ptly  

a f t e r  e n ro ll m e n t o f ea ch  p a t i e n t  in  a s tu d y , an d th e  r a p id  e v a lu a t io n  

o f  ea ch  case  r e p o r t  as  i t  i s  re c e iv e d  by  th e  m o n it o r.

A dver se  r e a c t io n s  a re  p a r t i c u l a r l y  s c r u t in iz e d ,  an d i n v e s t ig a to r s  

a re  r e q u ire d  to  r e p o r t  by  te le p h o n e  an y unex pec te d  o r  a la rm in g  

a d v e rse  e f f e c t s  to  th e  m onit o r w i th in  24 h o u rs . The m o n i to r 's  home 

te le p h o n e  number i s  p ro v id ed , sh ou ld  th e  in v e s t ig a to r  nee d to  c o n ta c t  

th e  m o n it o r a f t e r  no rm al  o f f i c e  h o u rs .

The  q u e s ti o n  o f  w het her  to  em plo y a p ro fe s s io n a l  m o n it o ri n g  f ir m  

i s  co m pl ex . C e r ta in ly  i t  i s  o f  v a lu e  to  emplo y su ch  a fi rm  i f  

in a d e q u a te  man power in -h o u se  wou ld  r e s u l t  in  in a d e q u a te  m o n it o ri n g .

I t  may a ls o  be  o f  v a lu e  to  o c c a s io n a l ly  r e p l i c a t e  in tr a m u ra l d a ta  

e x t r a m u ra l ly . Ho we ver, th e  d e s i re  to  av o id  an y dan ger  o f  b ia s in g  th e  

m o n it o ri n g  s e rv ic e  o r  in v e s t ig a to r s  mus t be  b a la n ced  a g a in s t  th e  

r e s p o n s i b i l i t y  o f  th e  sp onso r to  a s su re  co m plian ce  w it h  th e  r e g u la t io n s  

an d th e  co nduct  o f  e t h i c a l ,  s c h o la r ly  s tu d ie s .



98

-1 8 -

The  a n a ly s is  o f  d a ta  g e n e ra te d  by  c l i n i c a l  t r i a l s  i s  a ls o  

d is c u s s e d  in  th e  B r i s to l  L a b o ra to r ie s  g u id e l in e s . To in s u re  t h a t  
d o u b le -b li n d  s tu d ie s  a re  t r u ly  d o u b le -b li n d , ra n d o m iz a ti o n  sc h ed u le s  
a re  m a in ta in ed  in  th e  s t a t i s t i c a l  dep art m en t,  an d a re  n o t a v a i la b le  
ev en  to  th e  m o n it o r.  The f i n a l  r e p o r ts  on  a l l  s tu d ie s  m us t be  
su b m it te d  to  th e  p ro to c o l re v ie w  co m m it te e f o r  a p p ro v a l.  Thus 

a n o th e r  p e e r  re v ie w  i s  e f f e c te d  a t  th e  c lo s e  o f  a s tu d y .

F in a l ly ,  i t  i s  e s s e n t i a l  t h a t  adeq uat e re c o rd s  be m a in ta in e d .

Our g u id e l in e s  o f  Se pt em be r 14 , 197 6, ad d re ssed  t h i s  q u e s ti o n , b u t 
we a re  c u r r e n t ly  r e v is in g  th e  g u id e li n e s  to  r e q u i re  b e t t e r  r e c o rd  
k e e p in g .

I t  i s  ou r o p in io n  th a t  th e  p ro ced u re s o u t l in e d  i n  ou r G u id e li n e s  

f o r  Good C l in ic a l  R ese ar ch  s u b s t a n t i a l l y  in c re a s e  th e  a s su ra n c e  th a t  
in fo rm ed  co n sen t i s  o b ta in e d  fo r  ea ch  p a t i e n t ,  th a t  i n s t i t u t i o n a l  
re v ie w  i s  e f f e c te d  fo r  ea ch  s tu d y , th a t  advers e  r e a c t io n s  a re  c a r e f u l ly  
m o n it o re d , an d th a t  ea ch  s tu d y  i s  m onit o re d  e f f e c t iv e ly .

The se  g u id e li n e s  a re  under  c o n s ta n t re v ie w  fo r  im pr ov em en ts  an d 
re fi n e m e n ts  th a t  r e s u l t  fro m ou r e x p e r ie n c e . Ho we ver, th e re  a re  
l i m i t a t i o n s .

I t  i s  d i f f i c u l t  to  dem and, fo r  ex am pl e,  th a t  an in v e s t ig a to r  

r e v e a l  th e  nam es o f h is  t e s t  p a t i e n t s .  Our co nce rn  f o r  th e  r i g h t s  
o f  in fo rm ed  co n sen t i s  te m pe re d by th e  i n v e s t i g a t o r 's  co nce rn  fo r  th e  

p a t i e n t 's  r i g h t  o f  p r iv a c y  and c o n f id e n t i a l i ty  - -  a concern  we s h a re .
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As a co nse quen ce , we ca nno t in s u re  t h a t  our p o l i c i e s  f o r  in fo rm ed  

co n sen t a re  un if o rm ly  im pl em en te d.  T h is  i s  a co mplex  dil em ma an d i s  

n o t  a d d re sse d  in  th e  p ro pose d  r e g u la t io n s  o f th e  FDA f o r  197 7 n o r  in  

th e  Ja n u a ry  1973 r e p o r t  o f th e  N a ti o n a l Academy o f  S c ie n c e s /N a ti o n a l 

R ese arc h  C ounc il .

I t  i s  n o t p o s s ib le  to  p r e d ic t  th e  per fo rm an ce  o f  ea ch  c l i n i c a l  

i n v e s t i g a to r .  We can ch ec k h i s  e d u c a ti o n a l c r e d e n t i a l s ,  and we do .

We ca n e v a lu a te  h is  p u b li sh e d  wo rk on p re v io u s  s tu d i e s ,  an d we do .

We ca n in q u i r e  as  to  h i s  p r o fe s s io n a l  s ta n d in g  w it h  o th e r s  i n  h i s  f i e l d ,  

an d we do . 3u c th e s e  p ro ced u re s ca nnot a c c u ra te ly  f o r e t e l l  th e  

co m pe te nc e o f  every  in v e s t ig a to r  in  ev ery  re s e a rc h  pr og ra m  we u n d e r ta k e .

I f  t h i s  co m m it te e ca n fa sh io n  th e  means by which  g r e a te r  in su ra n c e  

ca n be  p ro v id e d  in  th e s e  o r  o th e r  c r i t i c a l  a r e a s , o r  i f  th e  p ro pose d  

P r e s id e n t i a l  co mmiss ion can do so , we in  c l i n i c a l  r e s e a rc h  wo uld 

we lco me  su ch  su g g e s ti o n s , f o r  I  ca n a s s u re  you t h a t  your concern s and 

your g o a ls  a re  v e ry  much our own.
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B ris to l Laboratorie s is  a Divi sio n o f Br istol-Myers Company loca ted 

in  Syracuse, New York. We have been asked to  appear, Senator Kennedy, by a 

member of  your s ta ff , Mr. Walter Sheridan. Mr. Sheridan ind ica ted  th a t the 

Subcommittee is  interes ted in  our conments on S.2579, a b i l l  to  amend the 

Public  Health Service Act to  es tabl ish the Pres ide nt's Commission fo r the 

Prote ction of  Human Subjects of  Biomedical and Behavioral Research and our 

re la tio ns  wi th thre e inv es tig ators whose work has been submitted to  the Food 

and Drug Adminis tra tion by B risto l Laboratories.

Our statement is  div ided in to  three pa rts : F ir s t,  comments on 

S.2579; Second, a de scrip tion of  the prac tices  and procedures followed by 

B ris to l Laboratorie s personnel in  conducting c li n ic a l t r ia ls ;  and Third , 

a presen tation o f info rmation  about the studies conducted by the  thre e 

inve st igator s.
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As a pharmaceutical firm engaged in research activities which 
involve the use of human subjects, we are vitally interested in 
legislation affecting the conduct of research and are pleased to 
make our views known. Since the President's Commission for the 
Protection of Human Subjects of Biomedical and Behavioral Research 
would succeed the National Commission and have broader jurisdiction 
with expanded membership, the Commission would have a significant 
impact on the way research is conducted in this country.

We support the expressed objective of helping to assure that 
human subjects are adequately protected. As you said last year in
introducing S. 1893, "....(T)his Nation has always had a biomedical
and behavioral research program second to none. The Commission gives 
this Nation a policy for the protection of human subjects of research 
second to none."

We, as a company, believe that the conduct of research carries 
with it grave responsibility to safeguard the rights of those who 
receive experimental therapy. It is clear that responsibility is 
shared by the clinical investigator, the drug sponsor, the institu­
tional review committee and the Food and Drug Administration. 
Certainly, there are occasions when someone other than those directly 
involved can make a meaningful statement of standards which society 
believes should be met if the rights of those receiving experimental 
drugs and devices are to be fully protected.
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We have s tu d ie d  the proposed  b i l l  to  e s ta b li s h  th e P re s id e n t' s  

Com mission  fo r  the P ro te c ti o n  o f Human S ub je cts  o f B io m edical and 

B ehavio ra l Resea rch  and no te th a t the Com mission  w i l l  st udy re q u ir e ­

m ents,  re vi ew  ru le s  and p o li c ie s ,  an alyz e and eva lu a te  te ch n o lo g ic a l 

advances and th e i r  im p li c a t io n s ,  con s id e r re sourc e a ll o c a t io n s ,  

p u b li sh  and d is sem in ate  reco mmen da tio ns , con s id e r mo ra l and e th ic a l 

p r in c ip le s  gove rn in g use o f te chnolo gy in  medi ca l p ra c ti c e  and p e r­

for m o th e r l ik e  ta sks . In  p r in c ip a l we are in  fa vo r o f th e wo rk 

proposed  fo r  the Comm iss ion . I t s  e f f o r ts  sho uld le ad to  c o n ti n u a l 

suggestions fo r  improvem ent o f pr oc ed ure s in  a f ie ld  in  which  ou r 

knowledge con tinues to  grow and ou r s ta ndard s con tinue  to  re q u ir e  

change.

We wo uld  be plea se d to  see th e Comm ission a ls o  de vo te  a p a r t 

o f i t s  e f f o r t s  to  th e s u b je c t o f as su ranc e o f co m pl ianc e by c l i n i ­

ca l in v e s t ig a to r s .  The Com mission  is  asked to  "u ndert ake  a st udy 

to  id e n t i f y  th e re quirem ents  fo r  in fo rm ed co nse nt  by p a ti e n ts  

be fo re  th ey  re ce iv e  any med ical  tr e a tm e n t"  bu t i t  is  no t aske d to  

ad dress the s u b je c t o f in v e s t ig a to r  co m pl ianc e w it h  in fo rm ed co n­

sen t.  As an in d u s t r ia l  sp on so r o f c l in ic a l  in v e s t ig a ti o n s  we have 

foun d th a t p ro b in g o f m a tte rs  r e la t iv e  to  in fo rm ed co nse nt  com­

p li a n ce  fr e q u e n tl y  run s coun te r to  mechanisms which  have been 

de sign ed  and e s ta b li sh e d  to  "s a fe guard  the p r iv a c y  o f re searc h s u b je c ts "  

and "e nsu re  th e c o n f id e n t ia l i t y  o f p a ti e n t re c o rd s " .

The qu es tion  o f the  adequa cy o f I n s t i t u t io n a l  Rev iew needs 

to  be ad dres se d.  The q u a li f ic a t io n s  o f re v ie w ers  and docume nta­

ti o n  o f pe er  re vie w  d is cuss io ns  are al m ost  ne ve r a v a il a b le  to  

in d u s t r ia l  sp on so rs  o f new drug  s tu d ie s . Yet  we are asked to  

assume some re s p o n s ib i li t y  fo r  the in t e g r i t y  o f the c l in ic a l  in v e s ­

t ig a to r  and p ro v id e  some as su ranc e th a t a pro per I n s t i t u t io n a l  

Review  has ind ee d take n p la ce .
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In tr o d u c ti o n

As a sp on so r o f c l in ic a l  t r i a l s ,  B r is to l La bo ra to ri e s  assumes 

se ve ra l r e s p o n s ib il it ie s .  Paramount is  th a t adequate sa fe gu ard s be 

e s ta b li sh e d  to  ma xim ize  th e sa fe ty  o f the experim enta l s u b je c ts .

A lth ou gh  ra re ly  s ta te d , a b e n e fi t to  r is k  d e te rm in a tion  must be 

made fo r  each su b je c t e n ro ll e d  in  each s tu d y , and on ly  the most 

fa s t id io u s  ca re  can en sure th a t each su b je c t has the most p o s it iv e  

b e n e fi t to  r is k  r a t io .  C e r ta in ly , adequate and accu ra te  da ta in  

exp erim enta l an im als are r e q u is it e ,  and i t  is  e s s e n ti a l th a t c l in ic a l  

deve lop men t o f compounds proceed in  a lo g ic a l o rd er w it h  each st ud y 

b u il d in g  on da ta ge ne ra ted in  pre v io us s tu d ie s . To do th is  e f f e c t iv e ly ,  

we b e lie ve  an o v e ra ll  re se ar ch  plan  (w hich  we c a ll  a c l in ic a l  o p e ra ti o n a l 

p la n ) is  e s s e n ti a l,  as w e ll  as w e ll  de sig ne d p ro to c o ls , and adequate 

c l in ic a l  in v e s t ig a to rs .

A second re s p o n s ib il it y  is  to  p ro te c t th e r ig h ts  o f sub je c ts  em­

ploy ed  1n c l in ic a l  t r i a l s .  Thi s can on ly  be ac co mpl ishe d by p ro v id in g  

ac cu ra te  unbia sed in fo rm a ti o n  to  each s u b je c t.  C le a r ly , th e d i f f i c u l t i e s  

en co un te re d in  p ro v id in g  m ean ingfu l in fo rm ed  co ns en t are s u b s ta n t ia l,  and 

have been the su b je c t o f much d is cu ss io n . S u ff ic e  i t  to  say th a t we be­

li e v e  i t  1s th e sponsor's  o b li g a ti o n  to  p ro v id e  g u id e lin e s  fo r  in fo rm ed  

co ns en t fo r  each s tu d y , and to  a ttem pt to  assu re  co mpl ianc e by adequate 

m o n it o ri n g .

A re s p o n s ib il it y  wh ich  1s more d i f f i c u l t  to  d e fi n e , bu t c e r ta in ly  

o f s ig n if ic a n c e  is  the r e s p o n s ib il it y  to  pe rfo rm  c l in ic a l  ex per im ent s 

ge ne ra ted by ra ti o n a l s c ie n t i f ic  g o a ls , w it h  m ean ingfu l o b je c ti v e s .

To pe rfor m  s tu d ie s  wh ich  may have an im pa ct  on th e s c ie n t i f ic  deve lo p­

ment o f a p a r t ic u la r  drug  or c la ss  o f d ru gs, w it h  a c a r e fu ll y  con s tr uc te d  ’
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p ro to co l , and e x c e ll e n t In v e s ti g a to rs  w it h  an In te re s t 1n the sc ienc e 

as w e ll  as the med ic ine In vo lv ed  1n the s tu d ie s , as su res the su b je c t 

th a t he /sh e 1s p a r t ic ip a t in g  1n an e f f o r t  which  w i l l  ge ne ra te  the most 
use fu l In fo rm a tio n  pe r su b je c t.

To at te m pt to  Impro ve the q u a li ty  o f ou r c l in ic a l  t r i a l s ,  and to  

assu re  ours e lv es th a t each o f the c l in ic a l  t r i a l s  sponsored by B r is to l 
Labo ra to ri e s  meets the minimum stan da rd s ne ce ssary to  m a in ta in  ou r 

r e s p o n s ib i li t ie s ,  we a t B r is to l Labo ra to ri e s  ad opted g u id e lin e s  fo r  
good c l in ic a l  re se ar ch  p ra c ti c e  on September 17 , 1976. These gu id e ­
li n e s  were adopted  w e ll  1n advance o f p u b li c a ti o n  o f th e pro posed 

g u id e lin e s  o f the FDA, bu t w it h  a few m inor  exceptions exceeded the 

re qu ire m en ts  la te r  pro posed by the FDA. The B r is to l L a bo ra to ri e s  

g u id e lin e s  have been amended du ring  the months s in ce th e i r  adop tion , 

and are  c u r re n t ly  un de rgoing  ex te ns iv e  re v is io n  to  r e f le c t  ou r re ­

o rg a n iz a ti o n , an e f f o r t  to  s tr ength en c e r ta in  as pe cts such as In fo rm ed  

co nse nt,  and to  improve do cu men ta tio n proc ed ur es  1n co mpl ianc e w it h  
the pro posed FDA g u id e li n e s . How eve r, we have in co rp o ra te d  re le va n t 

p o rt io n s  o f tho se  g u id e lin e s  to  pro v id e to  th e committee  an ov erv iew 

o f ou r p ra c ti c e s . We s h a ll  be plea se d to  p ro v id e  the re v is e d  gu id e ­
li n e s  when the re v is io n  is  co m plete.
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JOB DESCRIPTIONS

I RESPONSIBILITIES

A. D ir e c to r  Med ical  Resea rch

The D ir e c to r  o f Med ical  Resea rch 1s re sp o n s ib le  fo r  th e 

o v e ra ll  fu n c ti o n  o f th e med ical  re searc h gr ou p.  The 

D ir e c to r  o f Med ical  Resea rch re p o rt s  d i r e c t ly  to  the 

Vice P re s id en t and D ir e c to r  o f Med ical  A f fa i r s .

1. Pe rson ne l

The D ir e c to r  o f Med ical  Resea rch  1s re spons ib le  fo r  

s e le c ti n g  em ploy ee s,  and fo r  pe rson nel  d e c is io n s  In ­

c lu d in g  pro m otions, a ss ig n a ti o n  o f r e s p o n s ib i li t ie s ,  

sa la ry  d e te rm in a ti o n s , and te rm in a ti o n s .

2.  Budget

The D ir e c to r  o f Med ical  Resea rch 1s re spons ib le  fo r  

deve lo p in g th e y e a r ly  bu dget  as w e ll  as more p r o t ra c t ­

ed bu dgets . He 1s a ls o  re sp o n s ib le  fo r  bu dg et  a d m in i­

s t r a t io n .

3.  C li n ic a l O pe ra tiona l Plans

The D ir e c to r  o f Med ical  Resea rch Is  re sp o n s ib le  fo r  

th e ge ne ra tion  o f c l in ic a l  o p e ra ti o n a l p lans fo r  a l l  

new drug s to  be de ve lope d c l i n i c a l l y .

4.  P ro to co l Review

As Cha irman o f th e P ro to co l Review Com mittee , th e 

D ir e c to r  o f Med ical  Resea rch  1s re sp o n s ib le  fo r  re v ie w , 

c r i t ic is m  and appr ov al o f a l l  p ro to c o ls  fo r  c l in ic a l  

re searc h .

5. Rep or ts  o f C li n ic a l S tu die s

The D ir e c to r  o f Med ical  Resea rch  is  re sp o n s ib le  fo r
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(Job Descrip tions)

I A. 5. review of a ll  reports on c lin ic a l stu die s. He Is

responsible fo r veri fi ca ti o n  of accuracy, and det er ­

mination of the adequacy of the re por t. He may of 

course writ e reports als o.

6. Protocol Design

The Di rector  of Medical Research may design protoc ols, 

and is resp ons ible  fo r advising  other personnel In the 

generation of c lin ic a l proto cols.

7. Clinic al  Monitorin g

The Di rector  of Medical Research is responsible  for 

the supervision  of the monitoring of a ll  stu dies , and 

may d ir ec tl y  monitor some stu die s.

8. Liaison  with  the FDA and other Regulatory Agencies

The Di rector  of Medical Research is responsible  for 

preparatio n of presentations to the FDA, communications 

with  FDA, and assuring that  FDA regu lat ion s are met.

B. Associate Dire ctor  of Medical Research

Associate Directors of Medical Research are responsible  fo r 

the conduct of research with in  sp ec ifi c pharmacologic classes 

of drugs. The po si tio ns ' re sponsib il it ie s are sim ilar  to 

those of the Di rector  of Medical Research except that  they 

encompass a narrower sphere. Assoc iate Directors rep ort  

d ir ec tl y  to the Dire ctor  of Medical Research. Report ing to 

Associate  Directors are c li n ic a l monito rs, and medical re ­

search associa tes . The Associate  Di rector  of Medical Re­

search fo r each class of drugs Is a member of the Protocol 

Review Committee.
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I C. Assis tan t Dire ctor  of Medical Research (c li n ic a l monitor)
The Assis tan t Direc tors of Medical Research are resp ons ible  

fo r the conduct of c lin ic a l research on sp ec ific drugs with­
in a class of drugs. They repo rt d ir ec tl y  to the Associate  
Director  fo r that  class of drugs, and may have medical re ­
search associates rep orting to them. Their  re sponsib il it ie s 
are prim ar ily  the monitoring of c li n ic a l stu dies.
1. Protocol Design

Assis tan t Directors of Medical Research are resp ons ible  

fo r generat ion of necessary protocols fo r sp ec ific stu­
die s.

2. Inv es tig ators

Assis tan t Directors must acquire capable Inv es tig ators 
fo r sp ec ifi c stu die s.

3. C linic al Monitoring

The c lin ic a l monitoring fo r each study is specif ic ally  

the re sponsib il ity of the Assis tan t Di rector  assigned 
to that  study.

4. Reports of Clin ical  Studies

Assis tan t Direc tors must prepare Interim  and fina l re ­
ports on a ll  stud ies assigned.

5. Protocol Review

At the disc retio n of the Associate Di rector  to whom an 

Assis tan t Di rector  re po rts,  the Assis tan t Di rector  may 

be Involved 1n review of protocols generated by other 

c lin ic a l monitors.



113

-8-
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I D. Medical Research Associate

The Medical Research Associate works under the close super­

vision of a clinical monitor. The Medical Research Associate 

has primary responsibility for the management of clinical stu 

dies.

1. Acquisition of Investigators

The Medical Research Associate 1s required to Interest 

qualified investigators in participating 1n clinical 

studies.

2. Monitoring of Clinical Studies

The Medical Research Associate is responsible for super­

vision of clinical studies, coordination of shipment of 

supplies and coding demographic data from case reports.

3. Reports of Clinical Studies

The Medical Research Associate participates in the 

generation of reports on clinical studies.

4. Protocol Design

The Medical Research Associate participates 1n the 

development of protocols for clinical studies.

II QUALIFICATIONS

A. Director of Medical Research

The Director of Medical Research must have M.D. or M.D., 

Ph.D. degrees, and adequate clinical and scientific ex­

perience to direct clinical studies. In addition the direc­

tor must have adequate administrative experience and ability 

to direct a group of scientists.
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I I  QUALIFICATIONS

B. A ssocia te  D ir e c to r  o f Med ical  Resea rch

Associa te  D ir e c to rs  o f Med ical  Resea rch  must have M .D ., 

or Ph.D.  o r M .D .,  Ph.D. de gr ee s,  and adequa te c l in ic a l  

and s c ie n t i f ic  exp er ience  to  d ir e c t  c l i n i c a l  s tu d ie s  on 

drug s o f s p e c if ic  c la sse s . In  a d d it io n ,  a sso c ia te  d ir e c ­

to rs  must have ad equa te a d m in is tr a ti v e  experience to  d ir e c t  

a sm al l group o f s c ie n t is t s .

C. A s s is ta n t D ir e c to r  o f Med ical  Resea rch

A s s is ta n t D ir e c to rs  o f Med ical  Resea rch  must have M.D. or 

Ph.D.  o r M .D .,  Ph.D.  de gr ee s,  ad equa te c l in ic a l  and s c ie n t i ­

f i c  ex perie nce  to  d ir e c t  c l in ic a l  s tu d ie s  on one or  se vera l 

drug s o f a s p e c if ic  c la s s .

D. Med ical  Researc h Associa te

Med ical  Researc h A ssocia te s must have a B.S.  o r M.S. o r Ph.D. 

in  ch e m is tr y , m ic ro b io lo g y , o r b io lo g ic a l ly  re la te d  are as, o r 

a Pharm. D. de gr ee , and s u b s ta n ti a l s c ie n t i f ic  exp erience .

For pe rso ns  w it h  a B.S.  o r B.A.  degr ee , a t le a s t s ix  to  e ig h t 

ye ars  o f p o s t- c o ll e g e  experience in  a s c ie n t i f ic  p o s it io n  re ­

la te d  to  ph arm ace utica l m anufa ctu re , re searc h , o r sa le s , or 

ex perience 1n an a d m in is tr a ti v e  p o s it io n  In vo lv ed  1n pr ocess­

in g pro ducts  fro m re searc h to  m ark eting re q u ir e d .

Perso ns ha ving  an advanced degree mus t have a t le a s t two to  

th re e  ye ars  exp erience 1n a he a lth  sc ie nce p ro fe s s io n , or  

pharm aceutica l re searc h .
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PROCEDURES

I PROTOCOL REVIEW COMMITTEE

A. Objectives

1. The principal objective of the protocol review committee 

Is to assure that all protocols are of adequate quality 

to assure patient safety, functional clinical studies, 

and generation of data relevant to corporate objectives.

2. An additional objective is to assure that all protocols 

meet minimum standards of format.

3. The committee also serves to Improve communication be­

tween various groups in Medical Research.

4. The committee is responsible for review of final reports 

of clinical studies, as well as the initial protocols. 

Thus, the effectiveness of protocols can be assessed, 

and in addition suggestions for Improvement of future 

studies may be generated.

B. Committee Membership

1. Chairman

The Chairman of the Protocol Review Committee 1s the 

Director of Medical Research, or another Individual 

appointed by the Vice President for Medical Affairs.

2. Members

a. Vice President of Medical Affairs

b. Associate Director - CNS Drugs

c. Associate Director - CVS Drugs

d. Associate Director - Antitumor Orugs

e. Associate Director - Antibiotics

f. Director of Biostatistics

g. Director of Regulatory Affairs
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(Protocol Review Committee)

I C. Function

1. Afte r being writ ten and thoroughly reviewed by members 

of the group involved in the stud y, eg.,  the CNS group, 

and the B io st atistics group, the protocol is submitted 

to the committee.

2. The protocol is then dist rib uted  to the members of the 

commi tt e e .

3. Within 5 days each committee member must submit comments 
and cr it ic ism s of the protocol to the chairman and to 

the author of the pro tocol.

4. The author of the protocol and each member of the com­
mittee discuss the cr iti cism s and agree on changes.

5. A revised  protocol Is submitted to the chairman of the 

committee.

6. The chairman determines i f  the revised protocol meets 

the cr it ic ism s of the committee members.

7. The chairman of the committee signs the app ropriate

study commitment form to allow In it ia ti o n  of the study 
(Exh ib it 1) .

D. General Protocol Format

Index

I Int roduction  (in clud ing ra tionale )

11 Objectives  

I I I  Drugs

A. Formulation

B. S ta b il it y

C. Inst ruct ions  fo r preparatio n fo r adminis tra tion
D. Lot Number
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I 0. IV Subjects

A. Planned number of subjects

B. E li g ib i l i ty  c r it e ria

C. Exclusion c r it e ria

0. Discontinuation from study c r it e r ia  

V Study Design

A. General type of study

B. Schedule of events

1. Flow chart

2. Treatment schedule

C. Study Parameters

D. B lo st atlsties

1. S tr a ti fi c a ti o n  methods

2. Randomization methods

3. Types of controls

4. Planned methods of s ta ti s ti c a l analy sis

VI De fin ition s

V II  Data Generation and Processing

A. Inst ruct ions  fo r preparing  case reports

B. Instruct ions  fo r specimen co llec tion and handling

C. Mailin g inst ruct ions

D. Br isto l Laboratory monitor  address

V II I  Reporting of Pote ntially  Serious Adverse Ef fects 

IX Regulatory A ffairs

A. Guidel ines  for Informed consent

B. Human research committee review

C. Drug and supplies records
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I D .
IX D. Re qu iremen ts fo r  maintenan ce  o f p a ti e n t re co rd s 

E. In v e s t ig a to r 's  f a c i l i t i e s

X References

XI Ap pend ices 

X II  Case Rep or t Forms

I I  CLINICAL MONITORING

A. P ro to co l G en er atio n

1. L it e ra tu re  re vie w

The i n i t i a l  step  in  p ro to co l de sign is  th e l i t e r a tu r e  

re v ie w . Dur in g th is  re v ie w , pub lished l i t e r a tu r e  r e le ­

va nt  to  th e drug  to  be s tu d ie d , as w e ll  as in -h ou se  

da ta on th e dru g to  be s tu d ie d , ar e re vie w ed. Con su l­

ta t io n  w it h  expert s  is  encou rag ed a ls o .

2. F ir s t  d r a f t

The f i r s t  d r a f t  o f the p ro to co l is  su bm it te d to  th e ap­

p ro p ri a te  A ssoc ia te  D ir e c to r  o f Med ical  Re search , o th e r 

members o f th e gro up, B io s ta t is t ic s , and i f  d e s ir e d , th e 

p o te n ti a l p r in c ip a l in v e s t ig a to r .  A ft e r  re v is io n ,  th e 

p ro to co l is  subm it te d to  the P ro to co l Rev iew Comm itte e.

3. P ro to co l Rev iew Comm ittee

The p ro to co l is  subm it te d to  th e p ro to co l re vie w  com­

m it te e  (see  S ection I ) .  A ft e r  c r it ic is m s  ar e in d ic a te d , 

th e f in a l  re v is e d  p ro to co l may be em ployed.
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I I  CLINICAL MONITORING

B. Monitoring of Studies

1. Selec tion of Pr incipa l In ve st igat or

The pr incipa l inve st igat or  is selected a ft e r thorough 

evaluation and several In terv iews.  The pr incipa l in ­

ve st igator  must have the following  chara cte ristics:
a. Competence

The pr incipa l In ve st igat or  must have demonstrated 

competence to do c li n ic a l studies by prior publi ­
ca tio ns , and/or previous experience .

b. In te re st

The pr incipa l In ve st igat or  must demonstrate in te re st 
1n the study drug, and 1n co lla bo ra tin g on the sp ec ifi c 
study being considered.

c . Pa tie nt  population

The pr incipa l inve st igat or  must have access to ade­
quate numbers of appro priate  pat ie nt s.

d. F a c il it ie s

The pr incipa l Inve st ig at or  must have adequate fa c i l i t ie s  
to perform the study.

2. In it ia ti o n  of Studies

The in it ia ti o n  of a study Is preceded by conferences with  

the pr incipa l in vestigato r,  and key members of his s ta ff  

concerning the protocol and the conduct of  the study. In 

most cases,  the pr incipa l Inve st ig at or  is v is ited by ap­

prop ria te  Bris to l Lab ora tor ies  s ta ff  prior to in it ia ti o n  
of the study.

The Medical Research Associate  is often involved 1n the 

prel im inary discussions with pot en tia l in ve st ig at or s.
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B. 2. Preliminary discussions are often In it ia te d  via a te le ­
phone c a ll . Subsequently, I f  the reply of the In vesti ­
gator 1s favo rable,  app ropriate data are forwarded to 
the In ve st ig at or . This Is usually  followed by a v is it  
to the po tent ia l In ve st ig at or , and discussions concern­
ing the proposed study, the budget, the protoc ol , and 
various regu la tio ns . This meeting may be attended by 

the medical monitor. I f  the po te nt ia l In ve st igat or  agrees 
to do a study, and the medical monitor agrees that  the po­
te n ti a l In ve st igat or  Is adequate, and the budget Is reason­
ab le , the development of the study proceeds.

Necessary FDA forms are compiled and submitted to the FDA 
1n the IND prior  to in it ia ti o n  of the study. The neces­
sary forms Include:

1. Orig inal  Protocol (signed by the pr incipa l In vesti ­
gat or) ;

2. FDA form 1572 or 1573;

3. Copy of Pa tie nt  Consent Form;

4. Curricu lum Vi tae for pr incipa l Inve st igat or  and 
any other M.D.'s  working with  him;

• 5. Review Committee approval (to ge ther with a 11st of
committee members and th e ir  t i t le s .

No study drug may be shipped prior to submission and FDA 
approval of the IND.

During the In it ia l  phases of the study,  the study 1s 
monitored clos ely by frequent  phone c a ll s , and, 1f 
necessary, v is it s  with  the princ ip al  In ve st ig at or .
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B. 2. The f i r s t  several case reports are reviewed c are fu lly , 

and any problems encountered are discussed with  the 

pr incipa l In ve st ig at or . The ra te  of pa tie nt  ac cr ua l, 

and the percent evaluable cases are estimated at  the 

earl ie s t possible time.

3. Interim  monitoring

Monitorin g of studies continues during the conduct of 

the study. Case reports are coded and forwarded to 

Biostat1st1c s. Adverse rea ctions are clo se ly monitored, 

and reported. The adequacy of the pr incipa l in ve st igat or  

Is assessed according to the fol low ing  c r it e r ia :

a. ra te  of Pa tie nt  accural

b. adequacy of case repo rts ,

c. cooperativeness.

Any modif ica tions made in the protocol are for ma lly  

added to the protocol as addenda. These addenda are 

submitted to the Protocol Review Committee with  an ex­

pla nation of the changes and the ra tionale . Under no 

circumstances are changes in protocols to be made in ­

fo rm al ly , or ve rb al ly  with out  confi rmation 1n w ri ting . 

Protocol rev ision s are submitted to the FDA.

When a formal change in the protocol is made, that  change 

is ind ica ted  in a le tte r  to the Inve st igat or  which in ­

cludes the re leva nt  sect ions  of the protoc ol , and the 

addendum submitted to the Protocol Review Committee.

Appropriate inte rim  reports are submitted to the FDA.
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C. Final Reports

1. All completed case reports are submitted to Bristol

Laboratories.

2. Each case report 1s evaluated by appropriate Bristol

Laboratories staff.

a. The Medical Research Associate usually has respon­

sibility for logging case reports, and for initial 

evaluation.

b. The evaluability of the case report is determined 

by rules defined in the protocol.

c. The Medical Research Associate is usually responsible 

for encoding the case report.

d. The evaluation of the Medical Research Associate is 

checked by the Clinical Monitor, and Immediate con­

sultation on all case reports about which there are 

significant questions occurs.

e. The Clinical Monitor is responsible for verifying 

the accuracy of the initial assessment of the Medical 

Research Associate.

3. Case Reports are entered in the appropriate Data Banks.

a. The computer program is established such that frequent 

edits for errors are possible.

b. Each case report detected in an edit is reviewed by 

the Medical Research Associate and the Clinical Moni­

tor.

c. If necessary, the principal Investigator Is contacted 

to resolve discrepancies.
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C. 3. d. Should there be differences of opinion between the 

Bristol Laboratories monitors, and the clinical In­

vestigator which are unresolvable, the most conserv­

ative opinion will be accepted, eg., should the clini­

cal investigator feel that a patient responded, but 

the Bristol monitor feel that, on the basis of the 

case report, no response was Induced, the patient 

will be labeled a non<-responder.

4. A Monitor's Report is prepared.

a. The Medical Research Associate may be involved in 

the development of the moniltir's report.

b. The monitor's report will be written, and/or approv­

ed by the appropriate clinical monitor.

c. The monitor's report is submitted to the appropriate 

Associate Director of Medical Research, and then to 

the Director of Medical Research, the Protocol Re­

view Committee and other appropriate individuals for 

review.

d. The approved monitor's report 1s submitted to the 

clinical investigator.

5. A Statistical Report is completed.

a. The statistical report is submitted to the Director 

of Biostatistics.

b. After approval of the report the Director of Bio- 

statistics submits the report to the clinical monitor 

the Protocol Review Committee, the Director of Medica 

Research, and other appropriate individuals for re­

view.
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C. 5. c. Afte r app roval, the s ta t is ti c a l repo rt Is submitted 

to the c lin ic a l in vestigato r.

6. The Princip al's  In vestigato r's Report 1s completed.

a. The Pr inc ipal In vestigato r's (c li n ic a l in vestigato r's) 

rep ort is reviewed by the appropria te Medical Research 

Assoc iate, and C linic al Monitor.

b. Any diffe rences  between th is  re port , and those gener­

ated by Br isto l personnel are discussed.

7. Al l reports are collate d, and discussed, and subsequently 

submitted to the FDA.

I l l  ADVERSE REACTION REPORTS

Adverse reactions are fre qu en tly  reported  fo r both experimental 

drugs, and marketed drugs. I t  Is essent ial that  a ll  adverse re ­

action reports be handled ap pr op riately.

A. Unusual,  unexpected, or li fe -t h re ate n in g  adverse reac tio ns .

1. Def in ition s

Unusual or unexpected adverse rea ctions are adverse 

rea ctions which are d if fe re n t from those described 1n 

the OPC fo r marketed drugs. For experimenta l drugs,

. rea ctions which are not predicted  by animal toxico logy , 

or previous c lin ic a l studies are considered unusual or 

unexpected.

2. I f  the adverse reac tion Is reported by telephone, the 

telephone call  1s logged.

3. I f  the adverse reac tion Is reported by le t te r ,  the re ce ip t 

of  the le tte r  Is logged, and the le tte r  Is fi le d  1n the 

adverse reac tion f i le  fo r that  drug.
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A. 4. The re p o rti n g  p h ys ic ia n  is  re qu es te d to  co mplete a FD-

1639 fo rm , and to  send d e ta il s  o f th e re a c ti o n , and a 

co mplete case h is to ry  w it h in  5 days (se e E x h ib it  2 ) .

5. The ad ve rse re a c ti o n  is  d iscu ss ed w it h  a B r is to l La ­

b o ra to ri e s  p h ys ic ia n .

6. An ad ve rse re a c ti o n  re p o r t is  f i l e d  w it h  th e FDA w it h in  

5 days a f te r  re c e ip t o f a l l  p e r ti n e n t da ta .

7. The re p o rti n g  p h ys ic ia n  is  encoura ged to  p u b li s h , as a 

no te , th e ad ve rse re a c ti o n  in  an a p p ro p ri a te  jo u rn a l i f  

th e re a c ti o n  is  deemed no ve l o r s ig n i f ic a n t  enough to  

w arr an t a p u b li c a ti o n .

B. Exp ec ted,  le ss  s ig n i f ic a n t  ad ve rse re a c ti o n s

1. Any ad ve rse re a c ti o n  re p o rt s  which  are no t c la s s if ie d  

as in d ic a te d  in  S ection  111A are in c lu d e d .

2.  I f  an ad ve rse re a c ti o n  is  re port ed  by te le phon e , th e 

te le phone c a l l  is  lo gged.

3. I f  th e ad ve rse re a c ti o n  is  re po rt ed  by l e t t e r ,  th e re ­

c e ip t o f th e  le t t e r  is  lo gged, and th e le t t e r  1s f i l e d  

in  th e ad ve rse re a c ti o n  f i l e  fo r  th a t dru g.

4.  The re p o r t in g  p h ys ic ia n  is  re qu es te d to  co mplete an FD- 

1639 fo rm , and to  send d e ta il s  o f th e re a c ti o n  and a 

co mplete case h is to r y .

5. The ad ve rse re a c ti o n  is  d is cu ss ed w it h  a B r is to l Labo ra ­

to r ie s  p h ys ic ia n .

6.  The co mpleted  ad ve rse re a c ti o n  re p o r t is  f i le d  in  the 

ad ve rse re a c ti o n  f i l e  fo r  th a t dru g .

7 . A ll  ad ve rse re a c ti o n  re p o rt s  are  f i l e d  w it h  the FDA w it h  

th e y e a r ly  re p o r t on th e dru g.

26-828  0  -  78 - 9
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A. A ll  da ta  are con sider ed re le v a n t.  No da ta  ar e d is ca rd ed .

B. A ll  case re p o rt s  are f i le d  accord in g to  dru g and stud y 

number.

C. Data are ente re d 1n a p p ro p ri a te  Data  Banks.

D. In th e ev en t a Data Bank is  no t a v a il a b le  fo r  a 

s p e c if ic  s tu d y , the da ta are f i le d  acco rd in g to  drug  and 

st ud y number o n ly .

E. A ll  o r ig in a l case  re p o rt s  are s to re d  fo r  a minimum period  

o f 2 ye ar s a f te r  NDA a p p ro va l,  o r fo r  2 ye ars  a f te r  comple­

ti o n  o f th e stu dy.

V DATA PROCESSING

A. In tr o d u c ti o n

The B io s ta t is t ic s  gro up in te ra c ts  w it h  c l in ic a l  pe rson ne l 

in  th e de pa rtmen t o f Med ical  Resea rch  to  as su re  th a t co n­

c lu s io n s  drawn fro m c l in ic a l  s tu d ie s  are s t a t is t ic a l ly  

sou nd.  Th is  in te ra c t io n  ex tend s to  th e de sign  o f s tu d ie s , a l l  

phases o f da ta  c o ll e c t io n  and p ro cess in g , a n a ly s is  o f d a ta , 

and in te rp re ta t io n  o f re s u lt s .

B. As sig nm en ts

1 .• P ro fe ss io n a l S ta ff

The de pa rtmen t head s h a ll  assig n work on a p ro je c t b a s is , 

1 e .,  one s t a t is t ic ia n  s h a ll  be re sp o n s ib le  fo r  the depart  

m ent's  sh are o f work on a l l  phases ( I - I I I )  p e r ta in in g  to  

a g iven  fo rm u la ti o n  ( fo r  exam ple,  Oral  B u to rp hano l) .
The fo ll o w in g  in fo rm a ti o n  s h a ll  be m ain ta in ed on f i l e :

a.  Drug and fo rm u la ti o n
b.  Study number ( s e e . . . . f o r  as sign men t o f stud y num bers)

c . C li n ic a l m o n it o r( s )
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B. 1. d. Statisticlan(s) assigned

e. Date of protocol approval

f. Study completion

1. expected date

2. date last data received

g. Statistical Report

1. date promised

2. date delivered

2. Secretarial-Cl erica!

Secretaries will be assigned data handling responsibilities 

also on a project basis. In case of need to do so, priori­

ties will be set by the department head. General office 

work, correspondence, filing, etc. will be performed by 

the department head's secretary.

C. Statistical & Data Handling Functions

1. Study Design

Each clinical study shall be performed according to a 

written protocol. Guidelines for content and format are 

given in Section II.

The study monitor(s) shall discuss a proposed study and/or 

its protocol with the statistician assigned to the drug 

project.

The resulting draft of the protocol shall then be sent to 

the Review Committee, of which the Head of Biostatistifs 

is a permanent member. He will review the proposed proto­

col or ask the statistician assigned to the project to re­

view it.
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C. 2. P ro to co l Review

The se c re ta ry  to  th e  Head o f B io s ta t is t ic s  s h a ll  d a te - 

stamp a l l  tr a n s m it ta l memos and co ve r sh ee ts  o f p ro to c o ls  

re ce iv ed  fo r  re vie w  and keep a lo g  o f re v ie w  fu n c ti o n s  

(see be lo w ).  She/he s h a ll  a ls o  assig n a st udy number a t 

th is  tim e .

The Head o f B io s ta t is t ic s  o r de sign ee  s h a ll  re vie w  th e 

p ro to co l and su bm it comments w r it te n  in  memo form  and /o r 

on th e p ro to co l i t s e l f  w it h in  5 wor king days o f r e c e ip t ,  

to  th e st udy m on ito r and th e ch ai rm an  o f th e  re vie w  corn- 

mi tt e e .

a . Log o f Review Funct io ns

The lo g o f th e re vie w  fu n c ti o n s  s h a ll  co n ta in  th e 

fo ll o w in g  in fo rm a ti o n :

1. su bm ission  (o r re -s ubm is s io n ) o f p ro to co l (d a te )

2.  in d iv id u a l as sign ed  to  re vie w

3. da te  o f su bm ission  o f comments

4.  da te  o f p ro to co l app ro va l.

b . Document R ete n tion

The re v ie w er s h a ll  keep a l l  unmarked pages o f th e 

p ro to co l in  h is  f i l e s  u n t i l  re c e ip t o f f in a l  (a pp ro v 

ed) p ro to co l (marked  pages to  be se nt  to  m o n it o r,  

cha i rm an).

The appro ved p ro to co l s h a ll  be f i l e d ,  to g e th e r w it h  

th e pr ece din g comments, by th e s e c re ta ry  to  the Head 

o f B io s ta t is t ic s .
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C. 3. Data C o ll e c ti o n

A ll  da ta  ob ta in ed 1n any st ud y s h a ll  be re co rd ed on 

a p p ro p ri a te  forms  and c o ll e c te d  by th e st udy m o n ito r 

o r de signe e. I t  is  the st ud y m o n it o r 's  r e s p o n s ib i li t y  

to  a s c e rt a in  th a t a l l  forms  are co mpleted  as re qu es te d 

in  the p ro to c o l,  and fo rw ard  o n ly  co mpleted  forms  w it h  

a covering  memo to  b io s t a t is t ic s .  The cove ri ng  memo 

s h a ll  in d ic a te  whe th er  p a r t ia l  o r f in a l  da ta  are be ing 

submi t t e d .

The s e c re ta ry  to  the Head o f B io s ta t is t ic s  s h a ll  keep 

a lo g o f da ta  forms  re ce iv e d , no te  th e da te  o f f in a l  

da ta  on th e c h a rt  men tione d in  I I  A ab ov e,  and f i l e  

da ta  forms  in  c o n s u lt a ti o n  w it h  th e s t a t is t ic ia n  ass ig n 

ed to  th e p a r t ic u la r  s tu dy.

4.  Data Sto ra ge

Xerox  cop ie s o f o r ig in a l case re p o rt form s w i l l  be 

log ge d in  upon re c e ip t by the de pa rtmen t s e c re ta ry  and 

ke pt  in  desig nate d f i l e  space. They w i l l  be removed 

on ly  fo r  t ra n s fe r  o f da ta  on to  tr a n s m it ta l sh ee ts  or 

d i r e c t ly  to  compu ter f i l e s .

The co p ie s and tr a n s m it ta l sh eet s s h a ll  be ke pt  fo r  2 

ye ar s beyond NDA a p p ro va l,  o r cessa ti o n  o f th e drug  pro 

je c t  un der in v e s t ig a t io n .

a.  T ra n s fe r o f da ta  to  tr a n s m it ta l shee ts , co ding o f 

da ta  and tr a n s fe r  to  t ra n s m it ta l sh ee ts  in vo lv e s  

bo th , th e c l in ic a l  m o n ito r and one o f th e  d e p a rt ­

ment c le rk s .  Each w i l l  i n i t i a l  th e tr a n s m it ta l
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C. 4. a. sheet after completion.

Following keypunching and computer input, data are 

to be listed from the computer file and checked 

against the transmittal sheet by the data clerk.

All subsequent corrections of the data file must 

be Indicated on the transmittal sheet and initialed 

by the clinical monitor.

b. Maintenance of Computer Files

Data files will be kept active, ie., in on-line 

computer storage for 1 year beyond NDA approval or 

discontinuation of a drug project.

Files will be kept in archival storage thereafter 

as needed.

c. Log-keeping

The department secretary shall keep a complete log 

of all phases of the above mentioned operations.

VI DRUGS AND SUPPLIES

A. Personnel

Two individuals will be assigned to functions necessary for 

the administration of procedures relevant to the daily oper­

ation of the Medical Storeroom.

1. Overall responsibility will be assigned to one person, 

preferably a Medical Research Associate, who will assure 

compliance with all operational procedures set forth in 

this section. That individual will also serve as a liaison 

with Regulatory Affairs and Product Development in order to
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A. 1. m a in ta in  an upda ted kno wle dge o f p e r ti n e n t re g u la ti o n s

a f fe c t in g  th e  pr ocu re m ent,  u t i l i z a t io n  and a c c o u n ta b il it y  

o f in v e s t ig a ti o n a l drug s or o th e r c l in ic a l  s u p p li e s .

2. A second In d iv id u a l,  w it h  c le r ic a l  or s e c re ta r ia l ca pa ­

b i l i t i e s ,  w i l l  se rv e to  i n i t i a t e ,  re co rd , f i l e  and main­

ta in  a l l  documents  and re cord s re q u ir e d  fo r  o rd e r in g , 

s h ip p in g , and in v e n to ry  o f any c l in ic a l  su p p lies  or re ­

tu rn ed m a te ri a ls  fro m co mpleted  o r te rm in a te d  c l in ic a l  

s tu d ie s .

B. N o n -c o n tr o l! e d  Substan ces

N on-c ontr o l 1ed 1 su bs tanc es  are de fined  as th ose  compounds, 

e it h e r  In v e s ti g a ti o n a l o r marke ted d ru gs, which  are no t 

c u r re n t ly  c la s s i f ie d  by th e Drug Enforce men t A d m in is tr a ti o n  

(DEA) as Schedu le I th ro ugh Sc hedu le V su bst an ce s.

1. O rd ering Supp lie s

A ll  o rd ers  fo r  sup p lie s  fo r  plan ne d or  on go ing c l in ic a l  

s tu d ie s  w i l l  be pr oc es se d th ro ugh th e pe rs on(s ) who ad ­

m in is te r  th e Med ical  Sto re room . These o rd e rs , in  tu r n ,  

are fo rw ar de d to  Pro duc t Developme nt fo r  pro cu re m en t,  

m a nu fa c tu ri ng , and o th e r p re p a ra ti o n  pr oc es se s,  

a.  Requests fo r  "w o rk in g ” sto cks (e g .,  10 ,00 0 v ia ls ,  

20 0,00 0 ta b le ts ,  e tc . )  w i l l  be plac ed  by co m ple t­

in g th e "O rd er  Form fo r  Marke ted and In v e s ti g a ti o n a l 

Drug S u p p lie s , re v . 7 /7 4 ” , (E x h ib it  3) and s u b m it t­

in g to  th e a d m in is tr a to r  o f th e  Med ical  Sto re ro om .
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B. 1. b. Specia l s tu d ie s , to  be pr ep ar ed  fro m e it h e r  new 

m a te ri a l o r fro m e x is t in g  "w ork in g" s to c k , are 

re qu es te d in  the manner described in  pa ragr ap h 

1 a.

c . The c le rk  as sign ed  to  Med ical  Storeroo m d u ti e s  w i l l  

m a in ta in  a ch ro n o lo g ic a l f i l e  o f a l l  "O rd er  Forms 

fo r  Marke ted  and In v e s ti g a ti o n a l Drug S upp lies" 

subm it te d to  Pro du ct  De ve lopm en t. Th is  f i l e  w i l l  

be re ta in e d  fo r  5 yea rs .

2. R eceip t o f C li n ic a l S upplie s

a.  A ll  c l in ic a l  s u p p li e s , as pr ep ar ed  o r proc es se d by 

Pro duc t De ve lopm en t, w i l l  be tr a n s fe r re d  to  th e 

Med ical  Storeroo m accompan ied by an a p p ro p ri a te  

memo (E x h ib it  4) w it h  cop ie s to  1) Med ical  S to re ­

room a d m in is tr a to r , 2) C li n ic a l M o n ito r fo r  Study 

Drug,  3) R egu la to ry  A f fa i r s  and 4)  I n i t i a t o r  o f 

re ques t.

b. The Med ical  Storeroo m c le rk  w i l l  f i l e  thes e memos 

by drug  name or  as a "s p e c ia l s tu d y " . A new f i l e  

w i l l  be s ta r te d  each ca le ndar year and th e in d iv id u a l 

drug s w it h in  th e f i l e  w i l l  be o rg aniz ed s e q u e n t ia ll y  

by lo t  number. Spe cia l s tu d ie s  re ce iv ed  du ring  th a t 

pe riod  w i l l  be a lp h a b e ti c a ll y  ar ra ng ed  by st udy name. 

Th is  f i l e  w i l l  be m a in ta in ed a t le a s t 2 yea rs .

c . The Med ical  Storeroo m c le rk  w i l l  pr epare  an "I n v e n ­

to ry  F il e  Ca rd" (E x h ib it  5) fo r  each sh ipmen t to  

th e Med ical  Storeroo m A f i l e  o f th ese  ca rd s w i l l
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B. 2. c . be m a in ta in ed a lp h a b e t ic a ll y  by drug  name and

s e q u e n ti a ll y  by lo t  number fo r  each drug  s e c ti o n .

A ca rbon  cop y o f each  f i l e  ca rd  w i l l  be m a in ta in ­

ed s e q u e n ti a ll y  by lo t  number in  a se para te  c ro ss - 

re fe re nce  f i l e .

These f i l e  ca rd s and c ro s s -r e fe re n c e  ca rd s w i l l  be 

m a in ta in ed as long  as an in v e n to ry  ba lanc e re mains  

fo r  each drug  l o t .

3. In ve n to ry

A ll  In ve n to ry  tr a n s a c ti o n s  w i l l  be re co rd ed on each 
a p p ro p ri a te  " In v e n to ry  F il e  C ard ".  A ll  tr a n s a c ti o n s  w i l l  
be re co rd ed as th ey are made and w i l l  r e f le c t  amount 
tr a n s fe r re d , d a te , re q u e s to r,  r e c ip ie n t  and c u rre n t 
in v e n to ry  ba la nce.

a.  In ve n to ry  f i l e  ca rd s w i l l  be re ta in e d  in  an "A c ti v e  
Drug F i le "  as long  as an in v e n to ry  ba lanc e re mains  
fo r  th a t drug  lo t  o r spe c ia l s tu d y .

b. Whenever an in v e n to ry  is  com p le te ly  u t i l iz e d  so 
th a t the f i l e  ca rd  r e f le c ts  a "z e ro " ba la nce, the 
f i l e  ca rd  w i l l  be removed fro m the "A c ti v e  Drug 
F il e "  and p lace d in  the "D ep le te d  Drug F i le " .  The 
co rr espo nd in g , ca rbon  copy c ro s s -r e fe re n c e  ca rd  is  
removed and destroyed .

The "D ep le te d  Drug F il e "  is  org an iz ed  a lp h a b e ti c a ll y  
by drug  name and a p p ro p ri a te  ca rd s in  each drug  
se c ti o n  are f i l e d  s e q u e n t ia ll y  by lo t  num ber. The 
"D ep le te d Drug F il e "  w i l l  be m a in ta in ed fo r  2 ye a rs .
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B. 3. c . O cca s io n a ll y , i t  may be d e s ir a b le  o r ne ce ss ar y to  
destroy  c e r ta in  in v e n to ry  ba la nces. Th is  u s u a ll y  
oc cu rs  as a re s u lt  o f the supply  re ach in g  i t s  e x p ir ­
a ti o n  da te  or upon te rm in a ti o n  o f a st udy p r o je c t .

A w r it te n  memo re ques tin g  such d e s tr u c ti o n  and 
l i s t in g  dru g name, lo t  number,  dosage fo rm , s iz e , 
and q u a n ti ty  w i l l  be se nt  to  R egu la to ry  A f f a i r s ,  
Produ ct  De ve lopm en t, and th e Resea rch Stock room . 
N o ta tion  o f d e s tr u c ti o n  and da te w i l l  be made on 
the  a p p ro p ri a te  in ve n to ry  ca rd  and i t  w i l l  be plac ed  
in  the  "D ep le te d Drug F il e "  described  in  pa ragr ap h 
3 -b , above. The c ro ss -r e fe re n ce  ca rbon  cop y ca rd  is  
de st ro ye d and a ch ro n o lo g ic a l f i l e  o f "Memos fo r  
Drug D e s tr u c ti o n " w i l l  be m a in ta in e d .

4.  Sh ipm ents o f C li n ic a l Supplie s

a.  Reque sts fo r  sh ipmen ts  o f any m a te ri a l as sign ed  to  
the Med ical  Sto re room  in v e n to ry  w i l l  be subm it te d  to  
the Storeroo m c le rk  p r io r  to  9: 00 A.M. on the day o f 
sh ip m ent.

A "Req ue st  fo r  Drug Sh ipm en t" (E x h ib it  6)  w i l l  be 
subm it te d and a l l  da ta  must  be com ple te . No re quest s 
w i l l  be pr oc es se d i f  the form  is  consid ere d  inc om ­
p le te  in  any manner.  A ch ro n o lo g ic a l f i l e  o f the 
"Req uest fo r  Drug Sh ipm en t" fo rm s w i l l  be m a in ta in ed 
fo r  two yea rs .

b - Upon re c e ip t o f a "Req uest fo r  Drug Shipm ent ” fo rm , 
th e Med ical  Storeroo m c le rk  w i l l  exa min e th e “ A c ti ve  
Drug F i le "  to  as su re  th e pres en ce  o f s u it a b le  m a te ri a l 
When s a t is f ie d  th a t s u f f ic ie n t  m a te ri a l w it h  an 
ad equa te e x p ir a ti o n  da te  is  p re se n t,  th e c le rk  w i l l  
pr ep ar e an a p p ro p ri a te , ty p e w r it te n  “ R e q u is it io n  For 
C li n ic a l M a te r ia l"  as shown in  E x h ib it  7.
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B - 4. b. The "R e q u is it io n  fo r  C li n ic a l M a te r ia l"  is  then  
sign ed  by a Med ical  Research o r Med ical  S erv ic es 
p h ys ic i an , ap pro ved fo r  sh ipm en t by R egu la to ry  
A f f a i r s ,  and d e li v e re d  to  the Research Stockro om  
fo r  sh ip p in g  pro cedure s. Resea rch Sto ckroom  p e r­
sonnel w i l l  no t sh ip  m a te ri a l w it h o u t a co mpleted  
re q u is it io n  ap pro ved by a p h ys ic ia n  and a re p re ­
s e n ta ti v e  o f R egu la to ry  A f fa i r s .  The c le rk  w i l l  
the n a d ju s t th e a p p ro p ri a te  in v e n to ry  f i l e  ca rd (s ) 
to  r e f le c t  sh ipmen t o f the it e m (s ) .

c  Copies o f th e co mpleted  “ R e q u is it io n  For C li n ic a l 
M a te r ia l"  are in c lu d ed  in  the a p p ro p ri a te  pac kages 
ship ped. The in v e s t ig a to r  must s ig n , d a te , and re ­
tu rn  one cop y o f the en close d re q u is it io n  to  th e 
st udy m o n ito r and the m o n ito r must re ta in  th a t re ­
c e ip t in  the pro per st ud y f i l e .

5. Return o f C li n ic a l Supp lie s

A ll  unused c l in ic a l  sup p lie s  fro m co mpleted  or te rm in a te d  
s tu d ie s  o r p ro je c ts  must be re tu rn ed  to  B r is to l La bo ra ­
to r ie s  im m edia te ly  fo ll o w in g  such te rm in a ti o n .

a , As soon as p o s s ib le , a f t e r  re c e ip t o f thes e unused 
m a te r ia ls , the Med ical  Stockro om  w i l l  p ro v id e  the 
a p p ro p ri a te  st ud y m o n ito r w it h  an it em iz e d  l i s t  o f 

• sup p lie s  re tu rn e d . Th at  l i s t  w i l l  r e f le c t  da te  o f 
re tu rn , st udy number ( i f  an y ),  name and lo c a t io n  
o f in v e s t ig a to r ,  and th e d ru g 's  name, lo t  num ber , 
po te ncy, s iz e , and q u a n ti ty  re tu rn e d . These da ta  
w i l l  be sup p lied  on a s u it a b le  memo e n t i t le d  "Re­
tu rn ed C li n ic a l S u p p lie s : M o n -c on tr o lle d  su bstan ce s"  

(E x h ib it  8 ) .
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B. 5. b. The c le rk  w i l l  m a in ta in  a no te book, a lp h a b e ti c a ll y  
by in v e s t ig a to r 's  name, and w i l l  re cord  a l l  dru g 
su p p lies  re tu rn ed  by each in v e s t ig a to r .  Th is  n o te ­
book w i l l  be re ta in e d  fo r  2 yea rs .

c . The c le rk  w i l l  a ls o  m a in ta in  a f i l e  o f Re turned  
C li n ic a l Sup ply memos a lp h a b e ti c a ll y  by drug  name. 
Memos w it h in  each sub -s ec tion  w i l l  be f i l e d  ch ro no­
lo g ic a l ly  as the memos are  is sued . Th is  f i l e  w i l l  
be re ta in e d  fo r  2 years .

d.  A ll  re tu rn ed  c l in ic a l  supp lies  fro m co mpleted  o r t e r ­
m inated  s tu d ie s  o r p ro je c ts  w i l l  be d e li v e re d  to  
Pro duc t Development fo r  d e s tr u c ti o n . Under no c i r ­
cum stance s w i l l  such sup p lies  be re tu rn ed  to  a c ti v e  
in v e n to ry  o r used in  o th e r s tu d ie s .

6.  A c c o u n ta b il 1ty

The d is p o s it io n  o f a l l  c l in ic a l  su p p lie s  sh ippe d to  In ­
v e s ti g a to rs  must be de te rm in ed.

a.  The stu dy m o n it o r,  Med ical Resea rch A sso c ia te , o r 
o th e r pe rson  re spons ib le  fo r  the Imme dia te super­
v is io n  o f any stu dy o r in v e s t ig a to r  must de te rm ine 
and v e r if y  the q u a n ti ty  o f any d ru g (s ) used in  the  
s tu d y , and the amount o f d ru g (s ) re tu rn ed  fro m th a t 
s tu d y . I f  any d is cre pancy e x is ts ,  the re spons ib le  
st ud y s u p e rv is o r must im m edia te ly  n o t i f y  th e in v e s t i ­
g a to r and re c o n c il e  each d is c re pan cy .

b. For  each  drug  sh ip ped, the  Med ical  Stockro om  
w i l l  supply  a s u it a b le  form  e n t i t le d  " In v e s t i ­
g a to r 's  Drug D is p o s it io n  Re cord" (E x h ib it  9 ) .
Thi s fo rm , when co m ple te d, sh ould become a permanent 
p a rt  o f bo th  the stu dy m o n it o r 's  and the in v e s t ig a ­
t o r 's  f i l e s  fo r  each s tu dy.
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C. C o n tr o lle d  Substan ces

C o n tr o lle d  su bs tanc es  are de fined  as thos e com pounds, e it h e r  
in v e s t ig a ti o n a l or m ark et ed,  wh ich  are c u r re n t ly  as sign ed  by 
the Drug En forcem en t A d m in is tr a ti o n  (DEA) to  a “ c o n tr o ll e d "  
s ta tu s  as Schedu le I th ro ug h Sc hedu le V su bstan ce s.  For ad­
m in is t r a t iv e  pu rp os es,  in  the Med ical  Sto re ro om , the un ique  
c h a ra c te r is t ic  o f thes e compounds is  th a t a l l  h a n d lin g , 
sh ip p in g , and tr a n s fe r  proc ed ur es  re q u ir e  s ig ned, w itnesse d 
and da ted re c e ip ts .

1. O rd er ing S upp lie s

Supp lie s o f c o n tr o ll e d  su bs tanc es  are or dere d th ro ugh th e 
Med ical Store room  1n th e same manner described fo r  Non- 
c o n tr o ll e d  Sub stan ce s,  P a rt  B, pa ragr ap h 1 in  th is  s e c ti o n .

2.  Rec eipt  o f C li n ic a l Supp lie s

Since Pro duc t Developm ent  has the on ly  v a u lt  fo r  s to ra ge 
o f C o n tr o lle d  Sub stan ce s,  th a t de pa rtmen t w i l l  re ta in  
phys ic a l po ss es sion  and m a in ta in  the in v e n to ry  o f a l l  
c l in ic a l  sup p lies  c o n ta in in g  such compounds.

a.  The Med ical  Store room  w i l l  m a in ta in  a second " in v e n ­
to ry "  l i s t in g  o f c o n tr o ll e d  c l in ic a l  su p p lies  as 
described fo r  N on-c on tr o l 1ed Sub stanc es , P art  B, 
pa ragrap h 2 in  th is  s e c ti o n .

b. The in d iv id u a l as sign ed  o v e ra ll  r e s p o n s ib il it y  f o r  the 
Me dica l Storeroo m w i l l  c a r e fu ll y  re view  each Drug 
T ra n s fe r memo (E x h ib it  4) and each In ve n to ry  F il e  Card 
(E x h ib it  5) pr ep ar ed  fo r  c o n tr o ll e d  c l in ic a l  s u p p li e s .

He w i l l  as su re  th a t a re a d il y  id e n t i f ia b le ,  red  
p r in te d  Sc hedu le Number is  p lace d on each document.
He w i l l  a ls o p la ce a s u it a b le  s ta te m ent on each 
document to  a le r t  the st ore ro om  c le rk  th a t sp e c ia l 
proc ed ur es  are re q u ir e d  fo r  th a t m a te r ia l.



138

-33-

VI DRUG SUPPLIES
C. 3. In ven to ry

In ve n to ry  f i l e  ca rd s w i l l  be pr ep ar ed  and f i le d  as de s­
c ri be d  in  N on-c ontr o l 1ed su bsta nces, P art  B, pa ragr ap h 
3 o f th is  s e c ti o n . D e s tr u c ti o n  o f unwanted su p p lie s  in  
th is  ca te gory  is  c a r r ie d  out 1n th e same manner.

4. Shipm ents o f C o n tr o lle d  C li n ic a l Supplie s

Requests fo r  sh ipm en ts o f any c o n tr o ll e d  su bs tanc e fo r  
c l in ic a l  in v e s t ig a ti o n  w i l l  be subm it te d to  th e Store room  
c le rk  p r io r  to  9: 00  A.M. on the day o f sh ipm en t.

a.  A "Req ue st  fo r  Drug Sh ipm en t" (E x h ib it  6) w i l l  be 
subm it te d and a l l  da ta must  be co m ple te . No re quests  
w i l l  be proc es se d i f  the form  1s co nsi dere d In co m plet e 
in  any manner. A ch ro n o lo g ic a l f i l e  o f the "Req ue st
fo r  Drug Sh ipmen t" for m w i l l  be m a in ta in ed fo r  two years .

b.  Upon re c e ip t o f a "R equest fo r  Drug Sh ipm en t" fo rm , the  
Med ical  Storeroo m c le rk  w i l l  examine the "A c ti v e  Drug 
F il e "  to  assu re  the pre sence o f s u it a b le  m a te r ia l.
When s a t is f ie d  th a t s u f f ic ie n t  m a te ri a l w it h  an ade­
qu ate  e x p ir a ti o n  da te is  p re se n t,  th e c le rk  w i l l

pr ep ar e an a p p ro p ri a te , ty p e w r it te n  "R eques it io n  
fo r  C li n ic a l M a te r ia l"  as shown in  E x h ib it  7.

The "R e q u is it io n  fo r  C li n ic a l M a te r ia l"  1s then  
sign ed  by a Med ical  Research o r Med ical Serv ic es 
p h y s ic ia n , approved  fo r  sh ipmen t by R egula to ry  
A f f a i r s ,  and d e li v e re d  to  th e a d m in is tr a to r  o f the 
Med ical  Sto re room . The c le rk  w i l l  a ls o pr ep ar e a 
s u it a b ly  word ed re c e ip t (E x h ib it  10) fo r  t ra n s fe r  o f 
the c o n tr o ll e d  supp lies  to  a re p re s e n ta ti v e  from the 
sh ip p in g  de pa rtm en t.
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C. 4.  c . The a d m in is tr a to r  o f th e Med ical  Store room  w i l l
assu re  th a t a p ro p e r ly  co mpleted  DEA "O rd er Form fo r  

Schedu le I and I I  C o n tr o ll e d  Sub stan ce s"  (E x h ib it  11)

1s sup p lied  wheneve r drugs fro m Sc he du le I o r I I  are  

con ta in ed in  a ship m ent.  He w i l l  a ls o  w r it e  on th a t 

form  the number o f packages sh ippe d and the da te  

ship ped. The fo rm  is  d e li v e re d  to  R egu la to ry  A f fa ir s  

fo r  fu r th e r  p ro cess in g .

A b so lu te ly  no sh ipmen ts  o f such  su bs tanc es  made w it h o u t 

p r io r  re c e ip t o f th e p ro p e r ly  co mpleted  DEA fo rm !

d.  The a d m in is tr a to r  o f th e Med ical  S to re ro om , a f t e r  

assu ring  th a t a l l  re q u ir e d  documents are in  o rd e r and 

are p ro p e r ly  execute d , w i l l  accompany the re s p e c ti ve  

st ud y m o n ito r to  Pro duct  Developme nt where the s h ip ­

ment w i l l  be ob ta in ed un de r s ig ne d , w itnessed re c e ip t .  

(E x h ib it  12 ).

The sh ipm en t is  re tu rn ed  to  th e a d m in is tr a to r 's  o f f ic e  

where i t  re m ain s,  in  h is  pre se nce , u n t i l  a re pre sen­

ta t iv e  fro m Ship p in g and T r a f f ic  Depar tm en t a r r iv e s .  

Th at  re p re s e n ta ti v e  the n s ig ns a s u it a b le  re c e ip t 

(E x h ib it  10) fo r  each sh ipmen t and assumes re sp o n s i­

b i l i t y  fo r  d e li v e ry  to  the in v e s t ig a to r ( s ) .

e.  The Med ical  Storeroo m c le rk  re ta in s  a d d it io n a l cop ie s 
o f a l l  re ce ip ts an d  a p p ro p ri a te  docum ents (E x h ib it s  6 ,

7,  9, 11 and 12 ).  These cop ie s are m a in ta in ed in  th e 

"C o n tr o ll e d  Su bs tance Sh ipm ent F i le "  and are f i l e d  in  

c h ro n o lo g ic a l o rd e r o f sh ip m ent.  The co p ie s ar e r e ­

ta in ed  fo r  2 yea rs .

5. Return o f C o n tr o lle d  C li n ic a l Supp lie s

A ll  unused c o n tr o ll e d  c l in ic a l  su p p lie s  fro m co mpleted  o r 

te rm in a te d  s tu d ie s  o r p ro je c ts  mus t be re tu rn e d  to  B r is to l 

L a b o ra to ri e s  im m edia te ly  fo ll o w in g  such te rm in a ti o n . When­

ev er  Sc he du le I o r I I  c o n tr o ll e d  drug s are  in v o lv e d , th e
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C. 5. re sp o n s ib le  st udy m on ito r must  o b ta in  an a p p ro p r ia te ly  

co mple ted DEA "O rd er  Form fo r  Sc he du le I and I I  Con­
t r o l le d  Sub stan ce s"  (E x h ib it  11)  fro m Resea rch  A dm in i­
s t r a t io n .  This  o rd e r must  be su p p lie d  to  th e in v e s t i ­
ga to r p r io r  to  h is  re tu rn  o f th ose  s u p p lie s .

a.  As soon as p o s s ib le , a f te r  re c e ip t o f thes e unused 
m a te r ia ls , th e Med ical  Stockro om  w i l l  p ro v id e  the 
a p p ro p ri a te  st ud y m on ito r w it h  an Item iz ed  11st o f 
su p p lie s  re tu rn e d . Th at  l i s t  w i l l  r e f le c t  da te  o f 
re tu rn ,  stu dy number ( i f  a n y ),  name and lo c a ti o n  o f 
in v e s t ig a to r ,  and th e d ru g 's  name, lo t  number,  po te ncy, 
s iz e , and q u a n ti ty  re tu rn e d . These da ta  w i l l  be sup­
p li e d  on a s u it a b le  memo e n t i t le d  "R etur ne d C li n ic a l 
S upp lie s : C o n tr o lle d  Sub stan ce s"  (E x h ib it  1 3 ).

b. The c le rk  w i l l  m a in ta in  a no te book, a lp h a b e ti c a ll y
by in v e s t ig a to r 's  name, and w i l l  re cord  a l l  dru g sup­
p li e s  re tu rn ed  by each In v e s t ig a to r .  Th is  no tebo ok  
w i l l  be re ta in e d  fo r  2 yea rs .

c.  The c le rk  w i l l  a ls o  m a in ta in  a f i l e  o f Returned Con­
t r o l le d  Subs tances  memos a lp h a b e t ic a ll y  by drug  name 
o r st udy t i t l e .  Memos w it h in  each su b -s e c ti o n  w i l l
be f i l e d  c h ro n o lo g ic a ll y  as th e memos are is sued . Th is  
f i l e  w i l l  be re ta in e d  fo r  2 ye a rs .

d.  A ll  re tu rn e d  c o n tr o ll e d  c l in ic a l  su p p lies  fro m 
co mpleted  o r te rm in a te d  s tu d ie s  o r p ro je c ts  w i l l  be 
d e li v e re d  to  Pro duc t Develop me nt fo r  d e s tr u c ti o n . 
R epre sen ta tives fro m th a t de pa rtm en t w i l l  p ro v id e  a 
s igne d re c e ip t fo r  such m a te ri a l and w i l l  assu re  
th a t th e pro per sto ra ge and u lt im a te  d e s tr u c ti o n  o f 
thos e compounds is  c a r r ie d  o u t.  Under no c ir cum ­
stan ce s w i l l  such sup p lie s  be re tu rn e d  to  a c ti v e  
in v e n to ry  or used in  o th e r s tu d ie s .
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C. 5.  e.  1^ th e re tu rn ed  m a te ri a l 1s o f Schedu le I o r I I
c la s s i f ic a t io n ,  th e st udy m o n ito r w i l l  p ro m ptly  ad­
v is e  Research A d m in is tr a ti o n  o f the re c e ip t o f same. 
Research A d m in is tr a ti o n  w i l l  a ls o  be advise d o f the 
in v e s t ig a to r 's  name, lo c a t io n ,  and o f the a p p ro p ri a te  
DEA o rd e r form  s e r ia l num ber . I f  any d is cre pancy 
e x is ts  between th e ou tg o in g  o rd e r form  re quest and 
the m a te ri a l re c e iv e d , the stu dy m o n ito r must im m edia te ly  
n o t i f y  the Med ical  Sto re room  a d m in is tr a to r  and Reg ula­
to ry  A f fa i r s .

6,  Acc ou nta bi  1 i  ty

The d is p o s it io n  o f a l l  c o n tr o ll e d  c l in ic a l  su p p lies  sh ipped  
to  in v e s t ig a to rs  must be de te rm in ed.

a.  The st udy m o n it o r,  Med ical  Resea rch A sso c ia te , o r 
o th e r perso n re sp o n s ib le  fo r  th e immed iate su p e rv is io n  
o f any st ud y o r in v e s t ig a to r  must de te rm ine and v e r if y  
th e q u a n ti ty  o f any d ru g (s ) used in  the s tu d y , and the 
amount o f d ru g (s ) re tu rn ed  fro m th a t s tu dy. I f  any 
d is cre pancy e x is ts ,  th e re sp o n s ib le  s tu dy su p e rv is o r 
must  im m edia te ly  n o t i f y  the in v e s t ig a to r ,  R egu la to ry  
A f fa i r s ,  and th e Med ical  Store room  a d m in is tr a to r .
The in v e s t ig a to r  must re c o n c il e  each d is cre pancy.

b.  For each dru g sh ip ped, th e  Med ical  Stockro om w i l l  
su ppl y a s u it a b le  form  e n t i t le d  " In v e s t ig a to r 's  Drug 
D is p o s it io n  Re cord" (E x h ib it  9 ) . Th is  fo rm , when 
co m ple te d, sh ou ld  become a permanent p a rt  o f bo th  
the st udy m o n it o r 's  and th e in v e s t ig a to r 's  f i l e s  
fo r  each s tu d y .

26-8 28  O -  78 -  to
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V II  DISQUALIFICATION OF INVESTIGATORS

The FDA has sugg es ted minimum sta nda rd s to  be met by c l in ic a l  

In v e s ti g a to rs . These are pr es en te d he re  as th e minimum a cce p t-  

ab le  sta ndard s, ob v io u s ly  more s tr in g e n t re qu ir e m en ts , and 

a d d it io n a l re quirem ents  are o ft e n  ope ra n t.  F a il u re  to  meet 

thes e minimum st andard s w i l l  re s u lt  in  an in v e s t ig a to r  be ing 

d is q u a l i f ie d ,  and th e te rm in a ti o n  o f s tu d y ( ie s )  w it h  th a t i n ­

v e s ti g a to r .

A. An in v e s t ig a to r  may be d is q u a li f ie d  i f  he commences a 

st udy w it h o u t th e p r io r  ap pr ov al o f th e FDA and the 

a p p ro p ri a te  in s t i t u t io n a l  re vie w  co m m itt ee .

8. S ig n if ic a n t ,  unauth orized  d e v ia ti o n s  fro m p ro to c o ls  may 

j u s t i f y  d is q u a l i f ic a t io n .

C. The v io la t io n  o f th e r ig h ts  o f human su b je c ts  re gard in g  

in fo rm ed  co ns en t may re s u lt  in  d is q u a l i f ic a t io n .

D. The a d m in is tr a ti o n  o f th e te s t dru g or devic e to  sub je c ts  

no t d i r e c t ly  su perv is ed by the p r in c ip a l in v e s t ig a to r  may 

re s u lt  in  d is q u a l i f ic a t io n .

E. An in v e s t ig a to r  may be d is q u a li f ie d  i f  he a llow s  drug s or 

su p p lies  to  be g iven  to  in d iv id u a ls  not d i r e c t ly  under 

h is  s u p e rv is io n , o r th a t o f th e spo ns or .

F. An in v e s t ig a to r  who f a i l s  to  re tu rn  drug s or su p p lies  upon 

re quest may be d is q u a li f ie d .

G. Ser ious d e fi c ie n c ie s  in  re cord  ke ep ing may re s u lt  in  d is ­

q u a l i f ic a t io n .

H. F a il u re , w it h o u t ad equa te e x p la n a ti o n , o f th e in v e s t ig a to r  

to  make re p o rt s  w it h in  the a l lo t t e d  tim e may r e s u lt  in  d is -  

q u a l i f ic a t io n .
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V I I  I .  The r e fu s a l o f  an in v e s t ig a to r  to  a ll o w  re c o rd s  to  be c o p ie d  

by a u th o r iz e d  in d iv id u a ls  may r e s u l t  in  d i s q u a l i f i c a t i o n .

K. The f a l s i f i c a t i o n  o r w it h h o ld in g  o f  an y re q u ir e d  re c o rd s  

may r e s u l t  in  d is q u a l i f i c a t i o n .

V I I I  CONDUCT OF FOREIGN STUDIES

A. S tu d ie s  conducte d  o u ts id e  th e  U n it e d  S ta te s ,  by B r is t o l  La­
b o ra to r ie s  d om e sti c  p e rs o n n e l,  s h a l l  be conducte d  as th ough  
th e y  are  s u b je c t to  FDA r e g u la t io n s ,  i e . ,  under IND c o n d i t io n s .

B. P r io r  to  th e  i n i t i a t i o n  o f  in t e r n a t io n a l  s tu d ie s  th e  a p ­

p r o p r ia te  in d iv id u a l  a t B r is t o l  Mye rs In te r n a t io n a l  D iv is io n  

mus t be n o t i f ie d

C. B r is t o l  Mye rs  In te r n a t io n a l  D iv is io n  p e rs o n n e l m us t be k e p t 

aw are o f th e  p ro g re s s  o f a l l  in t e r n a t io n a l  s tu d ie s .

IX GRANTS AND CONTRACTS FOR CLINICA L STUDIES

A. No co m m itm en ts  fo r  g ra n ts  o r  c o n t ra c ts  may be made w i t h ­

o u t th e  f o l lo w in g :

1. A p ro to c o l appro ve d by th e  P ro to c o l Rev iew C om m it te e ;

2.  a p p ro v a l o f th e  V ic e  P re s id e n t f o r  M ed ic a l A f f a i r s ;

3.. a p p ro va l o f th e  D ir e c to r  o f  R esea rc h ;

4 . a p p ro va l o f th e  p r o je c t  d i r e c t o r .

B. G ra n ts  and  c o n t r a c ts  a re  to  be aw arde d o n ly  a f t e r  th e  ap ­

p r o p r ia te  human re s e a rc h  com m it te e  a p p ro v a l.
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X CONTINUING EDUCATION

A. All employees are encouraged to engage in continuing educa­

tion in areas appropriate to their responsibilities.

B. Symposia, special courses, conferences, and work shops, are 

acceptable forms of continuing education.

C. Physician monitors are expected to enroll in adequate num­

bers of approved refresher courses to maintain licensure 

and specialty board status.
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EX HIBIT 1.

LOCAL 8EPT. ’I " .  832

COST CENTEP N O .: 41 -0 5

DEPARTMENT OF MEDICAL RESEARCH 

COMMITMENT FORM

0» t e : __________________ _

PRINCIPAL INVESTIGATOR: S o c ia l S e c u r it y
Name: o . _________________________
A ddre ss:

Drug and B r is t o l  Numb er:
STUDY DATA ( in c lu d e  purp ose o f  s tu d y , s tu d y  num ber,  da te s  o f 

i n i t i a t i o n  and  c o m p le ti o n ) :

FINANCIA L DATA:
Check Payable  t o : _ _________________________ ___________________________________________
T o ta l C om m itm ent:______ __________________________
P r o je c t  Code N o .:  P ro posed Pa ym en t S ch e du le :

S_______________ 0 a te _____________

J_____________ D a te _____________
$_______________ 0 a te _____________

APPROVAL:
P r o je c t  M o n it o r_______________ _____________ _________________________8a te _____________

P r o je c t  Oi r e c to r ______________________________________________________D at e_____________

P ro to c o l
Rev iew Cnmni t t e e ________________ _____________ ______________________ Hate
v ic e  P re s id e n t ,  (C ha irm an )
M e d ic a l D ir e c to r  ____________________8 a te _________________

V ic e  P re s id e n t ,
R esearc h______________________________________________________________ n  a 1 e _____________

C o p ie s : P r o je c t  D ir e c to r ,  A. Z. Lane
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AND INVESTIGATIONAL DRUG SUPPLIES Rev. 7/74

ROH:_________________________________ DATE:
O< A. P . G ra n a te k

<7. E . K a se r 
A . Z . L an e

(3)

B. C. Running 
R. T. Catherall

IND filed Date_________
P r o to c o l  a p p ro v e d  
Com mitm en t a p p ro v e d

page___ o f a g es

□
□
□

AME OF DRUG:

NVESTIGATIONAL 
UPPLIES DL S

DOSAGE FORM _____________________

UNIT DOSE
MARKETED 
SUPPLIES List 4

UMBER OF BOTTLES ____  NUMBER OF DOSES PER BOTTLE ____ ___________
VIALS

AS THIS FORMULATION SEEN ORDERED PREVIOUSLY?
_ N O  ___ YES, SEE LOT NUMBER _______________________

SLIVERY:

>RMAL URGENT DELIVERED BY:
X  ________________________________________" "

KBELING:

_REGULAR CLINICAL LABEL ___  REGULAR MARKETED LABEL
_STICKER FOR FUTURE USE

_T RI -P ANEL LABEL USING ATTACHED RANDOMIZATION SCHEDULE 
AND DOSAGE INSTRUCTIONS. LABEL AS STUDY NO.________________

.MARKS FOR SPECIAL INSTRUCTIONS

EXHIBIT 3.

PPROVED:
SCTION DIRECTOR: DATE



TO : A .2 . Lane (2)

C  Blum 
W. E. Kaser 
B. C. Nunning 
H. J. Rinefierd 
D. E. Tisch

B H I b l U L  L A U U H A I U H T H 5

PRODUCT D EVELOPMENT DEPARTMENT

E X H I B I T  4 .

D A T E :  Au gu st  13, 1975

SUBJE CT:  M itom ycin  Capsule s, 10 mg. -  DL# 2 4 0 0 .0

Transfe r o f Mater ia l to  M E D IC A L  ST OC KR OO M

Fo rm ula tion#:  7 5 8 1 8 3

A m ount of Mater ia l: 1 box o f 40  b o t t le s  ea ch  c o n ta in in g  25 capsule s »  1 ,0 00  capsule s

Description: Eac h # 4  s iz e  cap s u le , #33  maroon opaque ca p on # 3 8  iv o ry  bo dy,
c o n ta in s :

SEE ATTACHED FORMULA

UlStbt UMflfiTOM,
ON. et emtot Co Srnooto. Now Vow*

Biot o' Miseu iuujkoi
25  CAPSULES 10 MG.

75RJ68 8Z78

'•waveo
AUS 1 8 19/5 

VA E. KASEp

T H IS  MA TERIA L HAS HEEN RELEASED BY CONTROL

receive d

*■'••• !

5-T. Crcor.e. M.OJTj.D.

J

Stu d y Desired:

C l in ic a l  use re queste d by W. E. Ka ser
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EXHIBIT 5.

FORMULATION  #

DESCRIPTION:

COOI SUBJECT

AM OUN T REC'D:

PHA RMACOLOGY RELEASE:

CONTROL RELEASE:

ME MO  FROM PROD DEV :

CHEM ASSAY:

BIOASSAY:

AM OU NT SENT TO DATE BY

DATE REC'D.

BALANCE
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EXHIBIT 7.

REQUISITION FOR CLINICAL MATERIAL
SHIP TO (NAME OF INVESTIGATOR SHIP VIA OATE

INSTITUTION INSTRUCTIONS

STREET ANO NO.

QTY AUTHORIZED BY MEDICAL DIRECTOR/DIRECTOR CLINICAL TRIALS/
DIRECTOR-CLINICAL PHARMACOLOGY

STATE '  ZIP

QUANTITY DESCRIPTION

REQUESTOR PLEASE CHECK THIS SHIPMENT CAREFULLY • SIGN ANO RETURN TO. 

RECEIVEO BY DATE
BRISTOL LABORATORIES 
P.O. BOX 65 7
SYRACUSE. NEW  YORK 13201

_______________________________________________________________________________________  ATTN:
THIS MATERIAL TO BE USED FOR CLINICAL INVESTIGATION ONLY

FM6-00
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FROM: M . E K a s e r
TO:
DATE:
SUBJECT: R et ur ned C li n ic a l  S upp lies  

N on -C on tr o l le d  Sub stan ce s

C.C.

BRISTOL LABORATORIES
iMEMQR’ff&iaUB/lt

The s u p p li e s  l is t e d  in  th is  memo have been re tu rn e d  by

I t  1s y o u r r e s p o n s ib i l i t y  to  m a in ta in  a re c o rd  o f  s u p p li e s  
used o r re tu rn e d  by th is  in v e s t ig a to r  and, i f  an y d is c re ­
pancy e x is t s ,  to  o b ta in  an e x p la n a ti o n  o r  a c c o u n ta b il i t y  
from  him . ■'

The fo ll o w in g  re tu rn e d  item s we re re c e iv e d  and ha ve  been 
d e li v e re d  t n  P ro du c t Develop men t fo r  d e s t r u c t io n :

EXHIBIT 8.

WEK/hw' _____________

W. E. Kas er

BRISTOL LABORATORIES • DIVISION OF BRISTOL-MYERS COMPANY
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BRISTOL LABORATORIES
MEDICAL RESEARCH DEPARTMENT 

P O BOX 657 
SYRACUSE. N Y 13201

EXHIBIT 9.

MVESTIGATOR’S DRUG DISPOSITION RECORD

INVESTIGATOR S NAME
M D.

NAME Of ORuO LOT NO | 1XR OATE | SlUOY O« PtOIOCOL NO

DOSAGE FORM ANO S«K QUANTITY OELivEREO |OATE OELIVEREO

PATIENT IDENTIFICATION AMOUNT AOMIN OR OlSPENSEO OATE ’ AMOUNT RETURNED DAT!

----------------------------------------------------------------------------------------------------. MO ----- -----------------------------------------------------------
SIGNATURE Of INVESTIGATOR

WHEN YOU HAVE COMPLET ED THIS FORM PLEASE RETURN THE DUPLICATE COPY TO BRISTOL LABORTORlES. MEDICAL 
RESEARCH DEPARTMENT. P O BOX 657. SYRACUSE. N Y 13201 KEEP THE ORIGINAL FOR TWO YEARS FROM A DATE TO BE 
SUPPLIED AT THE TERMINATION OF THE STUOY

»-41A4»|ia7J|
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BRISTOL LABORATORIES
Divisio n ol Br isto l-M ye rs C om pany

D a t e ______________

I acknowledge re ceip t of  one sealed carton contain ingSUPPLIES FOR _ _______________________________________ ’
{I n sert  Study Id e n ti fi c a ti o n )

These sup plies are addressed to:

(I n s e rt Name and Address as I t  appears 
on the DEA form)

These mat er ia ls  are to be shipped to the addressee by a 
(s u itab le  bonded c a rr ie r as determined by the sh ip per) *.

SIGNED___________________________ DATE____________________

SIGNED___________________________ DATE____________________

SI GN E D________________________ ~ DATE____________________

‘ Su bs tit ut e name of  oth er c a rr ie r (e .g . .  Federal  Express) 
or sta te  th at 1t  1s to be "hand ca rr ied" I f  the  monitor so 
st1 pula te s.

EXHIBIT 10.
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U.S.OE PA RT ME NT  or  JUSTICE

DRUG ENFORCEMENT 
• ADMINISTRATION  
OFF ICIAL ORDER FO RM  

. FOR SCHEDULE 1 ANO II  
CONTROLLE D SUBSTANCES  

BOTH PUR OiAU I ANO SUPPU9 
MUST I I  B O W IT  REGISTRRIO 
UPORC USING THIS FORM- 
THIS IS AN ORDER TO SUPPIT 
drugs specified m o w

NAME ANO ADDRESS OF  REGISTRANT

C A M B R I D G E  h C S F I T A V  

1 * 9 1  C A is S iU G G E  s r .  

v - n i P .  I D G C t  M A S S *

•S r u  p y  y  0 j p  j  -- e s r  ft b

02139

0 1 /2 1 /7 5
u a u m J«*I«7S5~
A l A l 4 7 l c 7

2 t  2r .v 3>2N»-»>  5
W= P IH 3 » T a---------------- —

h O S P /C U M C  
SSoi w o c u M *.------

I S S l C l l * *
STREET ADDRESS -  y jt O  (SUPPLIER)

A - Z Z » - Z »  - A - i

/ c n y  A N D  STATE /  /  -F O A .t  X

'Z y i - ’ ^T f . ul- U 'T  A.* 4y ---- y / /Q J  “7S ’  ■
/  TO BE FALED IN  BY PURCHASES

SUPPLIERS DEA REGISTRATION
N U M B S )

HUM3ER
OF

PACWCES

SIZE
OF

package

<3 n - ^ .

NAME OF  ITEM

NATI ONAL
DRUG

•C ODE

l I H lU i :I : :  t : 1 1 : t

N O . O F
FAOCAGES

SHIPPED

/  V  ’

/ 6 ^ 5 ^ - 7 ) '

H U i

E X H IB IT  1 1 .
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f i ;
. Tr an sm it te d to  you are the fo llow in g:

Lo t Humber Amount Formula T i t le

%Krt
(75X58531)

f in  M ^ J a

q \ r  ■.

A. ,  ^ ' / * * * ^ ‘ -

V ^ V V Y '& y Z ^ ’

These are fo r  sh ljw en t to  
as part  o f Butorphanol Study # ’

Recc I ved

Rat e:

s y ? \ w =  ^ " 1

M . i h <

EX HIBIT 12 .
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«O M : m. e. Kaser
DATE:

OBJECT: RETURNED controlled substances

TO: E. P. Mar1an1
CC: A. P. Granatek, J. C. LaPlana,

BRIS TOL LABORA TORIES

iMEKtQRAMDUKB

F. S. Caruso, M. F. Minor

In ve st ig at or :___________________________________________________

Date Return Order Received:________________Dosage Form:___________

Returned with th is  memo are unused c lin ic a l suppl ies from
conducted by the above

lis te d  inve st igator . Using the attached randomization schedule , 
please decode and Id entify  the contents of  th is  shipment. Please 
record your findings 1n the appropr iate spaces provided at  the 
bottom of th is memo and Ind ica te lo t number, drug id en ti ty , and 
exact quantity  of ta ble ts , capsules,  unopened or part ia l pa renteral 
v ia ls , or other drug dosage forms contained therein.

Upon completion of decoding and Inv entory, please arrange fo r des­
tru ct io n of th is materia l using the appropriate methods prescr ibed 
fo r controlled or non -contro lled  substances. Your sign ature on 
th is  memo w il l serve as a rece ipt fo r the Ind ica ted  supplies and 
w il l assure tha t proper storage and des tructio n of these ma teria ls 
w il l be carried  out.

Thank you.

WEK/hlw M. E. Kaser

The suppl ies are as fol lows:

Drug Lot# Streng th/  Package
Conce.ntratlon Size

Quant ity
Returned

EXHIBIT 13.

Received by_________________________________ Date_______________

Witnessed by__________;_______________ ______ 0ate_______________

BRISTOL tABO’ V O ’ ltS  •  ?•' « >»ON OF COMPANY

26 -828  0  -  78 -  11
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ADDENDUM 1

“ PROPOSED GUIDELINES FOR GOOD CLINICAL RESEARCH PRACTICE" .

S e c tion  VI - Drugs and S upp lie s

B. 3.  d.  D uring th e f i r s t  week o f each  q u a r te r  ( i . e .  Jan uary ,
A p r i l ,  J u ly ,  and O ct ober)  th e M edic al S to re ro om  A d m in is ­
t r a t o r  w i l l  exam ine  a l l  In v e n to ry  F il e  Cards f o r  Non - 
C o n tr o ll e d  Sub stan ce s in  The "A c ti v e  Drug F i le " .  A t 
th a t  ti m e , a l l  compounds which  have aged 2 yea rs  o r w i l l  
be aged 2 years  d u ri ng  the c u r re n t an nual q u a r te r  w i l l  be 
removed from  th e Med ical  S to re ro om  and p la ced in  q u a ra n ti n e  
by P ro duct Dev elop men t. Fu rt he rm o re , s u p p li e s  w it h  a 
la b e le d  e x p ir a t io n  da te  which  has been reac he d o r w i l l  be 
re ac he d d u ri n g  th e q u a rt e r w i l l  a ls o  be rem oved fro m 
a c ti v e  in v e n to ry  and p lace d in  qu a ra n ti n e  by P ro duct 
Dev elop men t.

At  th a t  t im e , a ph ys ic a l in v e n to ry  o f thos e item s w i l l  
be co ndu ct ed by Resea rch  S to re ro om  Per so nn el  and the 
M edi ca l St oc kroo m a d m in is tr a to r  o r c le r k .  I f  i t  is  
d e s ir a b le  to  m a in ta in  thos e s u p p lie s  in  th e Medi ca l 
S to re ro om , P ro duct De ve lop me nt w i l l  ta ke  a l l  ne ce ss ary  
measu res  to  o b ta in  an ex te ns io n  o f e x p ir a t io n  da te  o r 
p ro o f th a t  s t a b i l i t y  o f th e compoun d(s) can be guara n te ed 
fo r  an a d d it io n a l s ta te d  p e ri o d  o f ti m e .

F o llo w in g  such a c ti o n s , P ro duct  De velop me nt w i l l  r e - t r a n s fe r  
acce p ta b le  s u p p lie s  to  th e M edica l S to re ro om  as de sc ri b e d  in  
S ec tion  VI -  2. a.

e. F o llo w in g  any ro u ti n e  tr a n s a c ti o n  w it h in  th e  Med ical
Sto re ro om  when su p p lie s  are removed fo r  sh ip m ent o r t r a n s ­
f e r ,  th e Re search Stockroo m pers onne l w i l l  re co rd  th e  r e ­
m ain in g ba la nce o f each item  on th e R e q u is it io n  fo r  
C l in ic a l  M a te r ia l.  (E x h ib it  7 ) . Th is  R e q u is it io n  is  th en 
d e li v e re d  to  th e Med ical  S to re ro om  c le rk  who w i l l  th en 
v e r i f y  in v e n to ry  ba la n ce (s ) and a d ju s t th e a p p ro p r ia te  
in v e n to ry  f i l e  c a rd (s ) to  r e f le c t  th e  sh ip m ent o r t r a n s fe r .

C. 3. D uring th e f i r s t  week o f each  q u a r te r ,  The M edi ca l S to re ro om  ad ­
m in is t r a to r  w i l l  exam ine  a l l  In v e n to ry  F il e  Cards  f o r  C o n tr o ll e d  
Sub stan ce s in  th e  "A c ti v e  Drug F i le " .  These m a te r ia ls ,  w it h  th e 
co o p e ra ti o n  o f P ro duct De velop me nt and th e  N a rc o ti c  C on tr o l O f f ic e r ,  
w i l l  be ha ndle d in  th e same manner d e scri bed  in  P a rt B, para gra ph 3 
o f th is  s e c ti o n . R outine sh ipm en ts  o r t ra n s fe r s  in  th is  ca te g o ry  
ar e hand led in  th e same manner.
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ADDENDUM *2

BRISTOL LABORATORIES
FROM: A. Z.  Lane 
DATE: March 15 , 1977

•JECI:

WlEItflOETAWDUlVIS
J

C. T . Braun L. L. Go rdon J .  J . Q u ig le y
C. C. Carmack A. P. G ra nate k R. A. R ic c i -
F. S. Caruso P. K. Jo ne s S. B. S is k in
R. T. C a th e ra l1 M. Losada J . S o le r
G. M. Chudz i k R. J . Noveck R. A. T ro m pete r
S. T . Crooke I .  J . P a ch te r J . R. V og el
M. D. DeF ur i a R. H. P il s o n R. D. W i1 k in s
P. E le f th e r io u E. G. P o r te r G. E. W rig h t
L. A. F a rc h i one A. H. P re s ta yko E. Yevak
J . C. G odfrey

P le ase  f in d  a tt a ch e d  a d e s c r ip t io n  o f p ro cedure s which  w i l l  be 
fo ll o w e d  f o r  a l l  double  b li n d  s tu d ie s  co nduct ed by th e  M edic a l 
D epartm ent.  You r co nf orm ance  w it h  th ese  in s t r u c t io n s  w i l l  a id  
in  do cu m entin g m ain te nanc e o f  th e  doub le  b li n d  desi gn d u ri n g  
o u r c l i n i c a l  s tu d ie s .

AZL:dw 
UI1C 1 .

ti'U .;)

A.  Z.  Lane

BRISTOL LABORATORIES O DIV ISION OF BRISTOL-MYERS COMRANY
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FROM:
TO: BRISTOL LABORATORIES]
DATE:
SUBJECT: l u e  = v t fe  v  ( p v  j  m h

C.C.

PROCEDURES FOR DOUBLE BLIND STUDIES

The fo ll o w in g  proc ed ur es  w i l l  ap pl y to  a l l  double  b li n d  
s tu d ie s  in  o rd e r to  document mainten an ce  o f  th e  do ub le  
b li n d  desig n.

I .  GENERAL PRINCIPLES

B r is t o l 's  pr oc ed ure s o f as sign men t to  tr e a tm e n t and 
pa ckag ing o f  m ed ic a tion  fo r  each in d iv id u a l ,  id e n t­
i f i e d  by a 3 -  p ie ce te a r - o f f  la b e l w i l l  be con tinued .

A. Ass ignm en t to  Tr ea tm en t

S ubje cts  w i l l  be numbered c o n s e c u ti v e ly  (as  th ey 
e n te r th e s tu d y , w it h in  s t r a t i f y in g  r e s t r ic t io n s ,  
e tc . )  and as sign ed  a t random to  one o f th e  st udy 
tr e a tm e n ts .

B. Tre at m en t I d e n t i f ic a t io n

M ed ic a tion  w i l l  be packaged f o r  eac h in d iv id u a l 
s e p a ra te ly , id e n t i f ie d  by a 3 -p ie c e  te a r - o f f  
la b e l (se e attached copy).  The p o r t io n  o f th e 
la b e l gl ued to  the b o t t le  shows o n ly  th e  (con ­
s e c u ti v e ) su b je c t number a n d /o r dosin g in s t r u c t io n s .  
The t e a r - o f f  p o r ti o n  o f th e la b e l i d e n t i f i e s ,  
sea le d in te r n a l ly  the m ed ic a tion  and do se .

BRISTOL LABORATORIES •  DIVISION  OF BRISTOL-MY ERS COMPANY
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I I .  IMPLEMENATION

A. Ass ignm en t to  Tre at m en t

Ran dom izatio n sc he du les w i l l  be genera te d by 
B io s ta t is t ic s  in  c o n s u lt a ti o n  w it h  th e  s tu dy 
m o n it o r and in  co m pl ianc e w it h  th e  p ro to c o l.
Th ree (3 ) cop ie s o f th e  schedule  w i l l  be made 
and d is t r ib u te d  as fo ll o w s :

1.  R egu la to ry  A f fa i r s
2.  P ro duct Deve lop me nt T h is  copy  w i l l  be 

fo rw ard ed fo ll o w in g  re c e ip t  by B io s ta t is t ic s  
o f  s ix  (6 ) cop ie s o f  th e s tu d y  m o n it o r 's  dr ug  
o rd e r.

3.  B io s ta t is t ic s

The s tu dy m o n it o r may re q u e s t de co din g fo r  co m plet ed  
cases fro m B io s ta t is t ic s .  B io s ta t is t ic s  w i l l  fu rn is h  
such  in fo rm a ti o n  w it h o u t d e la y .

B. Com pl ianc e

A l l  t e a r - o f f  p o r ti o n s  o f th e t r i - p a n e l  la b e ls  mu st 
be re tu rn e d  by th e in v e s t ig a to r  to  B r i s t o l 's  s tu dy 
m o n it o r , to g e th e r w it h  f u l l  e x p la n a ti o n s  fo r  any  
br ok en  la b e ls .  P re fe ra b ly  la b e ls  shou ld  be s ta p le d  
to  th e  co rr espond in g  case re p o r t  fo rm s .

The B r is to l  m o n ito r fo rw a rd s  a l l  la b e ls  and e x p la n a ti o n s  
f o r  br ok en  ones to  th e M edic al Stoc kroo m c o o rd in a to r . 
F o llo w in g  com p le tion  o f  a s tu d y , a re p o r t  is  is sued  by 
h im , in d ic a t in g  th e  num ber o f  la b e ls  re le a se d  by th e  
M edic al S to ck ro om , th e  num ber o f  la b le s  re tu rn e d  i n t a c t ,  
and where a p p li c a b le ,  th e  num ber o f  le g i t im a te ly  (e x p la n ­
a t io n )  a n d /o r un i e g it im a te ly  br ok en  la b e ls  re tu rn e d .
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from: S .T . C ro oke
DA TE : 21 Mar 77

subject: See be lo w  -

ADDENDUH~1T3

BRISTOL LABORATORIES
nMEMKmeeiwa

C .T . B ra un
C .C . Ca rm ac k
F .S . C aru so
M.D . D e F u ri a
J .C . G o d fr e y
L .  G or don
M. Lo sa da  
R .J .  Nove ck

R.M. P i ls o n  
A.W. P re s ta y k o  
J . J .  Q u ig le y  
R .A . T ro n p e te r  
J .R .  V oge l 
R .D . W il k in s  
G .E . W r ig h t  
E.  Yeva k

CC: A .Z . La ne
I . J .  P a c h te r  
R .D . Sm yth

D r. R o b e rt D. Smyth w i l l  s e rv e  on th e  P r o to c o l R evie w  
C o m m it te e  to  re v ie w  p h a rm a c o k in e t ic  s e c t io n s  o f  p r o t o c o ls .
I t  i s  s u g g e s te d  t h a t  p h a rm a c o k in e ti c s  be re v ie w e d  w i th  mem­
b e rs  o f  th e  p h a rm a c o k in e ti c  g ro u p  p r i o r  t o  s u b m is s io n  to  th e  
P r o to c o l R evie w  C o m m it te e .

S T C /j

2 .  jr .y

S.T.Cr:<c.|,i.D.,ph.D.

WISTOL U BOUTO'IS S •  DIVI 5;ON O f B» l$lOl -MYE tS COMPANY
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BRISTOL LABORATORIES
FROM :
DATE:

S .T . C ro oke
2 Feb 77 ■ m C M O R ’A N D U M if

SUBJECT: See be lo w

TO : C .T . B ra un R .H . P il s o n c c :  G .H . H o t te n d o r f
C .C . Ca rm ac k A.W. P re s ta y k o A .Z . La ne
F .S . C aru so J . J .  Q u ig le y I . J .  P a c h te r
M.D . D e F u ri a R .A . T ro m p e te r
J .C .  G o d fr e y J .R .  Vogel
L . Gordo n R .D . W il k in s
M. Lo sa da G .E . W r ig h t
R .J .  Hov ec k E. Yev ak

S e c ti o n s  o f  a l l  f u t u r e  p r o to c o ls  w h ic h  d e a l w i th  a n im a l t o x i ­
c o lo g y  m ust be s u b m it te d  to  O r.  H o t te n d o r f  f o r  h is  a p p ro v a l p r i o r  
t o  s u b m is s io n  to  th e  P r o to c o l Review  C o m m it te e . H is  a p p ro v a l 
s h o u ld  be a t ta c h e d  to  th e  memo a ccom pan y in g  th e  s u b m it te d  p r o t o ­
c o l .

Fo r p r o t o c o ls  w h ic h  em plo y a t o x ic o lo a y  s e c t io n  p r e v io u s ly  
us ed  and a p p ro v e d , i t  i s  n e c e s s a ry  o n ly  to  n o te  t h a t  th e  t o x i ­
c o lo g y  s e c t io n  was p r e v io u s ly  a p p ro ve d  by  D r . H o t t e n d o r f .

S T C /j

BRISTOL LABORATORIES *  DIVISION OF BRISTOL-MYERS COMPANY
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BRISTOL LABORATORIES
FROM: s.T . Crooke
DATE:  3 Nov 77

rcr
SUBJECT: FDA GUIDELINES RELATIVE TO PROTOCOL REVIEW

Pachter

Braun A. G lic k
Caruso R.H. Hot tendor f
Cathe ra ll R.D. Smyth
Farch ione

At a rec en t meeting o f the Proto co l Review Committee, we discussed 
re ce ntly  published proposed FDA gu idel ines  fo r c li n ic a l research , and a 
number o f othe r mat ters . In th is  memo I describe the  disc uss io n,  and the  
decis ion s reached.

1. In  general the committee members are in  agreement th a t our  
procedures are in  compl iance w ith  the proposed FDA re gu la ­
ti o n s . However, i t  is  cl ear th a t i t  is  necessary to  re vise  
the gu idel ines  fo r good c li n ic a l research developed several  
months ago. I was assigned the  tas k o f re v is in g  the  gu ide ­
lin e s .

2. S pecif ic  defic ie ncies in  record keeping re la ti v e  to  the FDA 
proposals were id e n ti fi e d , and steps to  correct these d e f i­
cien cies  are outli ned below.

a. At  presen t adequate records o f telephone  convers ations 
and s it e  v is it s  w ith  in vestiga to rs  are not ma intain ed .
Mr. Cathe ra ll was assigned the task  o f development o f 
forms to  rec ord  telephone and personal v is it s  w ith  in ­
vestiga to rs . These w il l  be kep t in  ap prop ria te  study 
f il e s .

b. Minimum standards fo r  s it e  v is it s  are to  be generated to  
conform w ith  the  proposed FDA guid e lin es. The ne ce ss ity  
o f form al s it e  v is it s ,  and the genera l na ture o f these 
v is it s  w il l  be inc lud ed  in  a ll  pro to co ls . Dr.  G lick was 
assigned the re s p o n s ib il it y  fo r  development o f these 
minima.

c.  At  present no sta ndard ized piocedures to  insu re  th a t
pr otoc ols are in  fa c t submit ted  to  human research committees 
are in  e ff e c t.  To th is  end we w il l  in  the  fu tu re  re qu ire 
submission  o f the  p ro to co l,  or  form ac tu a lly  submitte d to  
human research committees, and th *  memo o f acceptance o f the  
protoc ol  from the chairman o f the  committee.

BRISTOL LABORATORIES •  DIV ISION OF BRISTOL-MYER* COMPANY
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Memo 
STC-IJP 
3 Nov 77

d. Standardized guidelines for informed consent are to be 
amended to include a provision which will indicate that 
the patients' records may be reviewed by a Bristol monitor 
to allow quality assurance. Dr. Glick will revise the 
guidelines for informed consent.

e. Mr. Catherall will obtain lists of approved laboratories.
Any unapproved laboratories to be employed in studies must 
submit documentation of adequacy.

3. The committee reaffirmed the position that a clinical brochure 
must be approved before any protocol involving a non-marketed 
agent can be approved. Moreover, the contention that a long 
introduction in the protocol, or the use of original preclinical 
reports in lieu of a reasonable clinical brochure, remains un­
acceptable to the committee.

4. Ail final reports on all studies are to be submitted tq. the 
protocol review committee for review. The usual 5-day dead­
line for review is extended to 10 days for review of final 
reports.

5. All revisions of all approved protocols must be submitted to the 
protocol review committee. No revisions are to be made in ap­
proved protocols without informing the committee..

It is our view that the changes in procedures outlined above, and the 
revision of the guidelines for good clinical research will assure com­
pliance with FDA requirements.

STC/j



167

-6 2 -

FROM: S .T . Crook e
date: 8 Decem ber  77

ADDENDUM #6
BRIS TO L LA BOR AT OR IES

Li
SUBJECT:

TO: PRC Members
C .T . Bra un
F .S . Car us o
R .T . C a th e ra ll  
L .A . F a rc h io n e  
A. G li c k

C.C . Ca rmack 
A .B . Dobk in  
M. Losada

G.M . C hudzik

J . J .  Q u ig le y  
R .A . T ro m pe te r

P .K . Jo ne s 
F .V . M aca la la d

G.E . W r ig h t 
E. Yevak

E. P o r te r  
S .B . S is k in  
W.M. Smar t

J .  D 'A o us t 
M.D . D eF uria  
A.W . P re s ta y k o

In  re sponse  to  a re q u e s t fr o m  th e  P ro to c o l Re view  C om m it te e , D r.  
G li c k  has pro posed t h a t  th e  a tt a c h e d  s ta te m e n ts  be added to  a l l  
p ro to c o ls .  The  s tu d y  m o n it o r in g  s e c t io n  s h o u ld  be in s e r te d  in  th e  
re g u la to r y  a f f a i r s  s e c ti o n  o f  ea ch  p r o to c o l,  and th e  in fo rm e d  co nse n t 
g u id e li n e s  s h ou ld  be re v is e d  to  in c lu d e  th e  s ta te m e n t c o n c e rn in g  
m e d ic a l re c o rd  re v ie w .

STC

S TC /j

BRISTOL LABORATORIES •  DIV ISION OF BRISTOL-MYERS COMPANY
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BRIS TO L LA BORAT ORIES
FRO M:
DATE:

SUBJECT:

A. Glick 
December 5, 1977 RffEMOBANEKIM
Monitoring of Study - Proposed Addition to all New Protocols

TO:

cc:

S. T. Crooke

C. T. Braun 
F. S. Caruso 
R. T. Catherall 
L. A. Farchione

R. H. Hottendorf 
I. J. Pachter 
R. D. Smyth

As a result of the Proposed Establishment of Regulations on Obligations of Supervisors and Monitors in the Federal Register of 9/27/77, I was requested at the Protocol Review Conmittee meeting last month (minutes 11/3/77) to prepare a statement, in conformity with the proposed regulations, on the necessity of site visits and the general nature of these visits which would be included in all future protocols. I propose the following:

Monitoring of Study
A  representative of the sponsor's monitor team will visit the investigator at the site of the investigation during the study to  assure that the following obligations of the investigator are being fulfilled:

(i) Continued acceptability of the facilities.

(ii) Adherence to the study protocol and applicable FDA regulations 
regarding obligations of the investigator.

(iii) Maintenance of adequate records of subject identification, 
clinical observations, laboratory tests, and drug receipt 
and disposition.

(iv) Reports submitted by the investigator in support of the safety 
and/or effectiveness of the investigational drug are timely, adequate and aocurate.

During the periodic visits to the investigator, the investigator will allow the monitor to review the source documents used in the preparation of the case reports in order to verify the accuracy and completeness of the information contained in those reports.

Under Guidelines for Informed Consent, I propose the following insertion:
The subject should understand that his medical record may be inspected during or after the study by  a representative of 
Bristol Laboratories' monitor team to verify the accuracy 
and completeness of the data entered in the case report 
form.

AG/sdk A.G.

BRISTOL L IOL-MYERS COMPANY
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Because the  Vice Preside nt  and Med ical  D irec to r du rin g the pe rio d 

in  qu es tio n as wel l as ce rt a in  oth er  medical  mon ito rs  d ir e c tl y  resp on sible 

fo r  the studies under  rev iew  are  no long er  employed by ou r company, I 

have asked Stan ley  T. Crooke, M.D.,  Ph .D ., a B r is to l ph ys ic ian fo r  whom 

I have the  highest  regard  and who jo in ed B r is to l La bo ra to rie s in  Ju ly  1975 

to  d ir e c t our e f fo r t  in  the cancer  area , to  prepare an inde pendent ap praisa l 

o f the  re co rd . Le t me emphasize th a t Dr.  Crooke was no t associa ted w ith  

the  studies in  any way. I t  w il l  be ap prec ia ted th a t Dr.  Crooke has had 

lim it e d  time to  ga th er , d ig est and ev alua te  the  in fo rm atio n ava ila b le , but 

I tr u s t th a t h is  assessment is  e ss e n ti a ll y  com plete.

I . J .  Pach te r. '^h .D .
Vice  Preside nt  
Research and Development 
BRISTOL LABORATORIES
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In fo rm a ti o n  on s tu d ie s  pe rfo rm ed  by 
Dr. #2 , Dr . #3 , and Dr. #7
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B r is to l L a b o ra to ri e s  has been in fo rm ed th a t the Su bcom mi ttee on 

H ea lth  and S c ie n t i f ic  Resea rch o f th e Comm itte e on Human Resourc es 

o f th e U n ited  S ta te s Senate is  in te re s te d  s p e c if ic a l ly  in  th e co n­

d u c t,  and m o n it o ri n g  o f c l in ic a l  s tu d ie s  8 and 15 pe rfo rm ed  un der 

IND 10 ,127  (B L- 39 12 A), and s tu d ie s  58A and 59A pe rfo rm ed  un de r 

IND 9,87 0 (B u to rp h a n o l- O ra l) . The p r in c ip a l in v e s t ig a to rs  fo r  thes e 

s tu d ie s  were  Dr. #2 (IND 10 ,127  s tu d ie s  8 and 1 5 ),  D r.  #3 (IND  9,87 0 

st udy 58 A),  and Dr. #7 (IND 9,87 0 stu dy 59 A) . This  st a te m ent has 

been prep ar ed  to  p ro v id e  in fo rm a ti o n  concern in g thes e s tu d ie s .

BL-3912A

Background

BL-3912A is  a s u b s ti tu te d  ph en yl  1s opro pylam in e s im i la r  s t r u c tu r a l ly  

to  a group o f psychoactive  ag en ts in c lu d in g  ampheta mine , and 2, 5 d im eth oxy - 

4-methy lamph etam ine (R-DOM). BL-3912A d i f f e r s  fro m R-DOM ch e m ic a lly  by 

be ing an e th y l ra th e r  than  a methy l d e r iv a t iv e .

S tu d ie s em ploy ing severa l specie s o f la b o ra to ry  an im al s sugg es ted 

th a t BL-3912A m ig ht be a p o te n t pe rfo rm an ce  re s to re r  ab se nt  th e gener­

a li z e d  CNS s ti m u la to ry ,  and h a ll u c in o g e n ic  p ro p e r ti e s  o f seve ra l o f 

th e  o th e r ag en ts  o f th is  c la s s . In  f a c t ,  BL-3912A was foun d to  an ta goniz e 

R-DOM-induced abn orm al behavio r in  c a ts , and enhance opera n t and le arn ed 

be hav io r ta s k s . In  ex per im ent s w it h  aged r a ts ,  BL-3912A was de mon st ra ted 

to  f a c i l i t a t e  le a rn in g  and pro lo ng memory. These e ff e c ts  were te n ta t iv e ly  

asc ri b ed  to  th e 5 -h yd ro xy tr yp ta m in e  (s e ro to n in )  re ce p to r a g o n is t a c t iv i t y  

o f BL -3912A, and were  produced  a t doses s ig n i f ic a n t ly  lo w er than  to x ic  

do ses.



Thus, based on experimental animal data, experience with  compounds of  
s im ila r st ructures , and data concerning it s  mechanism of ac tio n,  BL-3912A was 
a promising candidate fo r c li n ic a l t r ia ls .  In it ia l c li n ic a l t r ia ls  Included 
phase I studies  in  two groups of  normal volunteers. In the f i r s t  study doses 
o f 1 mg to  80 mg were employed wi tho ut  s ig n if ic an t side effects . In the 
second phase I study, doses of  20 to 120 mg were tes ted . Many of the voluntee rs 
who received 40 mg to 120 mg noted increased mental ale rtness  and demonstrated 
improvement in  a performance te st.  At a dose of  120 mg, d e fi n it e  euphoria and 
mi ld CNS st im ulat ion were observed, but no other to x ic it ie s  were noted. Studies 
employing 60 hea lthy voluntee rs were performed wi th BL-3912A before t r ia ls  in  pa­
ti en ts  were begun.

Study number 8 fo r which Dr. #2  was p r in c ip a l in v e s t ig a to r  was th e f i r s t  
study in  which BL-3912A was administered to ge ri a tr ic  pa tie nts , su ffe rin g from 
se ni le  mental de te rio ra tio n. I t  was a double bl ind placebo comparative study .
The in i t ia l  doses employed were 25 mg and 50 mg da ily  fo r fi ve  days. I f  no side 
ef fe ct s were observed, the doses were Increased to 25 mg or 50 mg twice da ily  fo r 
seven days, then three times da ily  fo r the duration of  the study. The re su lts  of 
th is  study suggested that  doses of  50 mg - 150 mg da ily  resu lted in s ta ti s ti c a ll y  
s ig n if ic a n t improvement in  mental performance in g e ri a tr ic  pa tients with  no s ig n i­
fi ca n t to x ic it ie s .

Study number 15 was also  performed by Dr. #2. Th is  stu dy was an open 
dose ranging safety  and ef fic acy  study in  which pa tients  were tre ate d wi th doses 
o f 25 mg to 75 mg da ily  fo r a period of  60 days. The conc lusions from th is  study 
were th at BL-3912A res ulted  in improvement in  mental ac ui ty  with  no s ig n if ic ant 
to x ic it ie s .

Subsequent to the studies performed by Dr. #2 , seve ra l o th e r s tu d ie s  were 
performed. In these studies  BL-3912A was shown to be non-amphetamine li k e , but the 
posi tiv e re su lts  in g e ri a tr ic  pa tients  reported in  studies 8 and 15 were not 
reproduced.
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As a re su lt  of  the in a b il it y  to  reproduce the po si tiv e resu lts  obtained 

in i t ia l ly ,  fu rt her c li n ic a l studies were discon tinued.

General Considerations Relevant to  Studies 8 and 15

The primary research in te rests of  B ris to l Laboratories are a n tib io ti c *  a n ti ­

cancer and analgesic  drug development. BL-3912A resu lted from a co lla bo ra tiv e re­

search e ff o r t with  an extramural  sc ie n ti s t.  Consequently, the intramura l 

c li n ic a l expe rtis e in  the area of  CNS performance enhancers was not optimal 

at  the in it ia ti o n  of  c li n ic a l studies  on BL-3912A. In fa c t,  since  very few drugs 

fo r seni le  mental de te rio ra tio n have been developed, c li n ic a l drug test ing expe rtis e 

is  probab ly su bstan tia lly  less  fo r such compounds than compounds of  d if fe re n t 

classes throughout the academic and pharmaceutical company research es ta bl ish­

ments. Consequently, the performance of  the in i t ia l  ef fic ac y tr ia ls  was per­

haps suboptimal.

S e le c ti o n  o f Dr . #2 as P r in c ip a l In v e s ti g a to r

At the in it ia ti o n  of  studies 8 and 15, Dr. #2's  cre dent ials seemed idea l.

A fter completion of  medical school and postgraduate tra in in g in  surgery ,

Dr. #2 engaged in  the pr ivate prac tic e of  medicine u n ti l jo in in g a major 

pharmaceutica l fir m  as a monitor fo r the c li n ic a l tr ia ls  of a psychoact ive 

agent thought to be ac tiv e in  the treatment of  childhood hyp erk inesis . He 

subsequent ly was promoted to Associate Medical D ire ctor , then became Dire ctor  

of  C lin ic al Research Pro jec ts at  another pharmaceut ical company. During th is  

per iod Dr. #2 generated several pu bl icat ions .

Thus, Dr. #2 had cons iderable experience in the c li n ic a l evaluation of 

drugs, and more pa rt ic u la rl y  had been invo lved  in research on a psychoactive 

agent. Moreover, at  the in it ia ti o n  of  studies 8 and 15, he was associa ted 

with  a ge ri a tr ic  cen ter , and consequently had access to the app ropriate 

pa tie nt  populat ion . Having worked him self as a medical monito r, he 

was well aware of the regu latory ob lig at ions  o f a c li n ic a l inve st igator .

26 -828  0  -  78 -  12
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Mon ito ring  o f Stu die s 8 and 15
The in i t i a l  stud ies on BL-3912A were developed and mo nitore d by a ph ys ic ian 

employed fo r  the purpose o f mon ito rin g th is  drug . P ri o r to  jo in in g  B r is to l 
Labora to ries, the med ical  mon ito r had performed a number o f con tr o lle d  c li n ic a l 
stu d ie s and had pu bl ish ed  in  the  medical  li te ra tu re  on the  e ff e c ts  o f drugs in  
g e r ia t r ic  and younger pa tien ts  w ith  anxie ty  neu roses,  depressiv e neuroses and 
ps ycho ph ys iolog ic d is ord ers . Stud ies  w ith  Dr. #2 were the  f i r s t  in vo lv in g  
pa tien ts  th a t he was asked to  mon ito r fo r  B ri s to l La bora to rie s.  P ri o r to  i n i t i ­
a tion  o f stud ies w ith  Dr.  #2,  Dr. #2 and the  fa c i l i t ie s  were s it e  v is it e d  by the  
m onito r,  and subsequently by the  Vice  Preside nt  and Medical  D irec to r fo r  B ri s to l 

La bora to rie s.
Study number 8 was in it ia te d  on December 11, 1974 and term inated  on 

A p r il  7 , 1975. Study number 15 was in it ia te d  on January 30,  1975 and term inated  
on A p ri l 7, 1975. Dur ing th is  pe rio d the medical mon ito r made two mon ito rin g 
v is it s  on January 6-7 , 1975, and February  17-25,  1975. Numerous telephone  
co nversa tio ns  are  al lu ded  to  in  the correspondence between the mon ito r and 
Dr.  #2 du rin g th is  per iod.

On A p ri l 30, 1975, the  m onito r's employment a t B r is to l Lab or ator ies was 
te rm inated . On May 5,  1975 a rep lace men t medical mon ito r jo in ed the  med ical  
s ta f f  a t B r is to l La bo ra to rie s fo r  BL-3912A. Strenuous e ff o r ts  by the  new 
mon ito r and h is  as sociates  to  obt ain case re po rts fa il e d  fo r  many months, 
and when case re po rts were ob ta ine d they  were incomple te. In vestiga tion  by 
B r is to l La bo ra to rie s and the  FDA suggested th a t Dr. #2 had fa il e d  to  meet 
the  ob liga tions  o f inform ed consen t, and fa il e d  to  fo llo w  the pro to co l in  
many p a tien ts .

Info rmed Consent and Human Research Committee Approval
Approval o f pro to co ls  8 and 15 by an ap pr op ria te  human ex pe rim en ta tio n 

committee was re qu ire d by B r is to l Lab ora to ries,  as th is  is  a requ ireme nt fo r  
a ll  B r is to l Labora to ries'  c li n ic a l s tu d ie s. In a le t te r  dated November 11, 
1974, B r is to l La bo ra to rie s was info rmed o f Human Research Committee ap prov al.  
Subsequent ly, B r is to l La bo ra to rie s has been informed by the FDA th a t ther e is  
doubt conce rning the le g it im acy  o f th is  ap prov al.

B r is to l La bo ra to rie s re qu ire d and ob taine d sample inform ed consen t forms 
a t the in i t ia t io n  o f stud ies 8 and 15. However, inasmuch as the case re port  
forms were never completed by Dr. #2, no informed consent forms were rece ive d 
by B r is to l La bora to rie s.  Subsequently, B r is to l La bo ra to rie s was info rmed by 
the FDA th a t no evidence o f sign ed info rmed consent forms could  be found in  
the p a ti e n t' s  records  a t Dr. #2 's g e r ia tr ic  ce nter  in  which the  stu dies were 
performed.
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Analys is of Data Generated by Studies 8 and 15

Although the case reports obtained were incomplete , they were eva luated.

In general the re su lts  suggested a c ti v it y , wi th  only  minimal side  effects . How­

eve r, the mo nitor' s reports cl early indica te  the lack o f demographic data, and 

the de fic ienc ies in  the case repo rt forms. Moreover, because of s ig n if ic an t 

doubts concerning the re su lts  o f these stud ies,  s im ila r studies  were in it ia te d  

in  oth er in s ti tu ti o n s  under wel l-moni tored and wel l-c ont ro lle d circumstances.

These studies fa iled  to  confirm the re su lts  of  studies 8 and 15, and the c li n ic a l 

evaluation o f BL-3912A was discon tinued.  In none of  the studies on BL-3912 were 

ser ious side ef fe cts noted in  any pa tie nt .

Oral Butorphanol Studies

Background

Butorphanol is  an o ra lly  ac tiv e,  to ta ll y  synthe tic  non -narcotic an alge tic .

In experimental animals, butorphanol was shown to be a more potent analg eti c 

than morphine, and had a very low ad dict ive a c ti v it y . I t  was also found to be a 

potent  na rcot ic an tagon ist , and an tit us sive . Toxicologic  studies  in several  species 

demonstrated that  butorphanol had a broad the rap eutic  index in  animals, and was 

devoid o f te ra to lo gi c a c ti v it y  in  animals. Consequently, i t  seemed a promising 

cand idate fo r c li n ic a l development.

C lin ic al evaluation of  parenteral  butorphanol has been completed. P rio r 

to in it ia ti o n  of  studies 58A and 59A, parentera l butorphanol was evaluated in 

more than 2500 pa tie nts,  and these studies demonstrated that  parentera l bu tor­

phanol is  a potent an alg etic of  value fo r the treatment of  moderate and severe 

pain o f var ious  et io lo gie s.  The side  effe cts o f butorphanol have proven to be 

manageable and si m ila r to those reported fo r oth er potent an alg etics such as 

morphine and meper idine. They included occasional episodes o f lightheadedness,  

drowsiness,  nausea and, very ra re ly ,h a llu cin ations. The ef fe ct s of  butorphanol 

on re sp ira tio n have been reported to be less pronounced than those due to morphine
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and the l ia b i l i t y  o f butorphanol fo r producing physica l dependence has 

been reported to be extremely low. A new drug ap pl icat ion has been fi le d  

on the basis o f the parentera l data.

C lin ical  studies  on oral butorphanol are in  progress and yi el di ng 

promising re su lts . I t  is  expected that  a new drug ap pl icat ion w il l be 

fi le d  fo r oral butorphanol w ith in  the next several  months.

General Cons iderations Relevant to  Studies 58A and 59A

Bristo l Laboratories employs th ir d  party monitoring  fa c il it ie s  in fr e ­

quently . During the past few years B risto l Laboratorie s has collaborated with 

con sul tan t firm s on a to ta l of  16 stu die s. A ll of  these monito ring  groups 

were employed to  study butorphanol.

The dec ision to employ a th ir d  pa rty  firm  was reached fo r two reasons.

F ir s t,  because of the work load imposed by extensive research on parenteral  

butorphano l, at the time of in it ia ti o n  o f studies  58A and 59A, i t  was fe l t  

th at the analg etic c li n ic a l s ta ff  at  B risto l Laboratorie s might not be able 

to  monitor addit ion al  studies e ff ec ti ve ly . Second, because the evaluation 

o f an ora l an alg etic is  a d if f ic u lt  endeavor due to the subje cti ve  nature 

o f responses, i t  was considered prudent to employ an im pa rtial  monito ring  

fa c il it y  to  confirm re su lts  obtained in tra mural ly.

Thus, the fir m  undertook primary re sponsib ili ty  fo r studies 58A and 59A.

It s  re sponsib ili ties included generation  of  pro tocols and case re po rt forms, 

ac qu is iti on  of in ve st igat or s,  monitoring  of the stud ies,  and evaluation o f the

c li n ic a l data.  Before studies 58A and 59A were in it ia te d , over 500 volunteers and 

pa tients  had received oral butorphanol in  stud ies monitored by B rist o l Lab ora tories.
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Study Number 58A

Purpose of Study

The pro tocol prepared by the contract firm  was designed to evaluate 

in  a do ub le- bli nd , randomized, comparative t r ia l  the analg eti c a c ti v it y  and 

side  effe cts o f butorphanol given fo r three days at  doses o f 4 mg or 8 mg 

four  times da ily , and compare the ef fe cts to  codeine, 60 mg, four  times 

da ily , and placebo in  pa tients  with  musculoske letal pa in.  The pa tients were 

to  be ou tpat ients.

Selec tion  o f Dr. #3 as Pr inc ipal  Inve st igator

Dr. #3 was selec ted as the pr incipa l in ve st igator  by the co nt ract  firm . 

However, subsequent to Study 58A, B risto l Laboratories has employed Dr. #3 

as pr incipa l inve st igator  fo r butorphanol studies 602-16, 603-05 and 802.

The continued employment o f Dr. #3 by B ris to l Laboratorie s is  due to his 

ex ce lle nt  cred en tia ls , and his  performance on p rio r stu die s.

Monito ring  o f Study 58A

The monitoring  of Study 58A was conducted by the contract fir m .

No s ig n if ic a n t problems were reported by the cont ract fir m  during  the 

conduct o f th is  study .

Human Research Committee Approval and Informed Consent

Human research committee approval was not obtained since th is  was 

an ou tpat ient  study. However, each pa tie nt  en rolled in  the study signed 

an informed consent.
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Evaluation of  Study 58A

Final  evaluation o f Study 58A was conducted by B rist o l Laborato ries 

personnel. Of the 93 pa tients  enrol led  in  th is  study, 93 were evaluable 

fo r to x ic it ie s ; 91 fo r analgetic a c ti v it y . The analg eti c response to 

butorphanol at  doses of  4 mg and 8 mg was equal to codeine 60 mg. How­

eve r, a ll  thre e treatment groups experienced s ig n if ic a n tl y  greater pain 

re li e f than the pa tients  in  the placebo group.

The most frequen t of  the repor ted side  ef fe cts included dizziness, 

nausea, and sedation. The incidence of butorphanol-induced side ef fects 

was s li g h tl y , but not  s ta t is t ic a ll y , grea ter than those induced by codeine. 

The re su lts  of  th is  study have been confirmed by Studies 71, 78, and 803.

Study 59A 

Purpose of Study

The pro tocol was designed to  determine in a randomized, comparat ive, 

double-blin d study the a c ti v it y  of  butorphanol (8 mg or  16 mg), codeine 

(60 mg), and placebo in  the treatment o f post surg ica l pain . The patients  

were to  be ho sp ita lized .

Se lec tion o f Dr. #7 as Pr inc ipal  Inve st igator

Dr. #7 was selected by the contract fi rm . However, his  credentia ls 

appeared to  be acceptable. A concern was Dr. #7's  a b il it y  to perform an 

in pa tie nt  study at  a time when he was an emergency room physicia n, but 

th is  was discussed, and Dr. #7 assured the fi rm 's  personnel th at he 

could perform the study.



179

- i i -

M o n it o r in g  o f  S tu d y  59A

D u ri n g  th e  b r i e f  p e r io d  d u r in g  w hic h  s tu d y  59A was  a c t i v e ,  

a l l  m o n it o r in g  wa s p e rf o rm e d  by th e  c o n t r a c t  f ir m . Th e s tu d y  

was  i n i t i a t e d  on  1 0 /2 8 /7 5  an d te r m in a te d  on  1 /9 /7 6 .  D uri ng  th e  

p e r io d  o f  th e  s tu d y ,  s i x  m o n it o r in g  v i s i t s  w er e made by  m o n it o r in g  

p e r s o n n e l .  As a r e s u l t  o f  th e  m o n it o r in g  v i s i t s ,  i t  be ca me o b v io u s  

t h a t  D r.  #7  was  n o t  a d e q u a te ly  p e r fo rm in g  th e  s tu d y ,  an d th e  

p e r s o n n e l  i n  th e  h o s p i t a l  w ere  in a d e q u a te ly  t r a i n e d  to  p e rf o rm  

th e  s tu d y .  I n  a d d i t i o n ,  Dr. #7 e x p e r ie n c e d  a d m in i s t r a t i v e  d i f f i c u l t i e s  

i n  th e  h o s p i t a l .  C o n se q u e n tl y  th e  s tu d y  wa s te r m in a te d  a f t e r  16 

p a t i e n t s  w ere  e n r o l l e d .

Human R e s e a rc h  C om m it te e A ppro va l and  In fo rm e d  C onse n t

Th e c o n t r a c t  f ir m  wa s in fo rm e d  t h a t  no  huma n e x p e r im e n ta t io n  

co m m it te e  e x i s t e d  a t  th e  h o s p i t a l .  H ow ev er , th e y  w ere  s u b s e q u e n tl y  

in fo rm e d  t h a t  a co m m it te e  was  fo rm ed , and  th e n  th e  f ir m  r e c e i v e d  

fo rm a l a p p ro v a l o f  th e  s tu d y . In fo rm e d  c o n s e n t fo rm s w ere  r e p o r t e d  

to  be  c o m p le te d  on  a l l  p a t i e n t s .

A n a ly s is  o f  S tu d y  59A

Th e d a ta  g e n e r a te d  i n  S tu d y  59A w ere  a n a ly z e d  by  B r i s t o l  L a b o ra ­

t o r i e s  p e r s o n n e l .  None o f  th e  c a s e s  w ere  c o n s id e re d  e v a lu a b le  f o r  

e f f i c a c y ,  b u t  a l l  w ere  in c lu d e d  i n  t o x i c o lo g i c  e v a l u a t i o n s  o f  o r a l  

b u to r p h a n o l .  None o f  th e  p a t i e n t s  e x p e r ie n c e d  s e v e re  t o x i c i t i e s .
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C o n c lu s io n

I t  i s  a m a t te r  o f  c o n c e rn  to  B r i s t o l  L a b o r a to r ie s  t h a t  e v en  two  

o f  th e  ma ny h u n d re d s  o f  c l i n i c a l  s t u d i e s  s p o n so re d  by  u s a re  s u b ­

s ta n d a r d .  H ow ev er , i t  s h o u ld  b e  n o te d  t h a t  wh en p ro b le m s w it h  th e s e  

s t u d i e s  w ere  d is c o v e r e d ,  th e y  w ere  c o r r e c t e d .

Th e B r i s t o l  L a b o r a to r ie s  m o n it o r  f o r  th e  s tu d i e s  wa s r e p la c e d ,  

and  f u r t h e r  i n v e s t i g a t i o n  w it h  D r.  #2  d i s c o n t in u e d .  M o re over,  s in c e  

s u b - a c u te  d o s in g  s c h e d u le s  w ere  em pl oyed  in  th e s e  s t u d i e s ,  th e  f a c t  

t h a t  fo u r  m on th s e la p s e d  be tw een  th e  i n i t i a t i o n  an d  t e r m in a t io n  o f  

th e  r e s e a r c h  p ro g ra m  w i th  D r.  #2  r e f l e c t s  r e a s o n a b le  d i l i g e n c e .  Th e 

f a c t  t h a t  no  s i g n i f i c a n t  s id e  e f f e c t s  w ere  o b s e rv e d  in  th e  c o u rs e  

o f  t h e s e  s t u d i e s  i s  a n o th e r  im p o r ta n t c o n s id e r a t i o n .

C le a r ly ,  th e  s tu d y  p e rf o rm e d  by  D r.  #7  d id  n o t p ro g r e s s  w e l l .

But  t h a t  s tu d y  to o  was  r a p id ly  t e r m in a te d  wh en  p ro b le m s w ere  r e c o g n iz e d ,  

an d  no  p a t i e n t  e x p e r ie n c e d  s i g n i f i c a n t  a d v e r s e  e f f e c t s .

Th e s tu d i e s  p e rf o rm e d  by  D r.  #7 an d  D r.  #2  a r e  n o t a c c e p t a b l e ,  

n o r  do we s u b s c r ib e  to  th e  b e l i e f  t h a t  a  few su ch  u n a c c e p ta b le  s t u d i e s  

a r e  i n e v i t a b l e  i f  en ough s tu d i e s  a re  p e rf o rm e d . We re c o g n iz e  o u r 

r e s p o n s i b i l i t y  to  p ro v id e  th e  more i n t e n s e  e f f o r t s  to  p e rfo rm  e t h i c a l ,  

v a lu a b le  c l i n i c a l  r e s e a r c h  on  d ru g s  o f  p o t e n t i a l  b e n e f i t .

T h is  a l s o  r e q u i r e s  th e  c l o s e s t  s c r u t i n y  o f  s t u d i e s  once  th e y  

a r e  i n i t i a t e d  so  t h a t  th o s e  w hic h  a re  i n a p p r o p r i a t e  may be te r m in a te d  

r a p i d l y .  F i n a l l y ,  and  p e rh a p s  m ost  im p o r ta n t ly ,  i t  a l s o  r e q u i r e s  t h a t  

th e  s a f e t y  an d  r i g h t s  o f  v o lu n te e r  t e s t  s u b j e c t s  a r e  w e l l  p r o t e c t e d .
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B r i s t o l  L a b o r a to r ie s  on  S ep te m b er 14 , 1976, e s t a b l i s h e d  G u id e li n e s  

f o r  Good C l i n i c a l  R e s e a rc h . T hese  g u i d e l i n e s ,  w i th  m in o r e x c e p t io n s ,  

m eet o r  e x ce e d  th e  s ta n d a r d s  p u b l i s h e d  by  FDA m onth s l a t e r .

In  e s s e n c e ,  we b e l i e v e  t h a t  go od  c l i n i c a l  r e s e a r c h  r e q u i r e s  

a d e q u a te  p e rf o rm a n c e  in  f i v e  b ro a d  ty p e s  o f  e n d e a v o rs . Th e f i r s t  s t e p  

in  th e  p e rf o rm a n c e  o f  go od  c l i n i c a l  r e s e a r c h  i s  th e  c a r e f u l  d e s ig n  

o f  p r o to c o l s  w h ic h  a c c u r a t e ly  d e f in e  th e  c h a r a c t e r i s t i c s  o f  th e  

s u b j e c t s ,  an d  th e  ta s k s  to  be  p e rfo rm e d . S econd , i t  i s  e s s e n t i a l  

to  s e l e c t  a  q u a l i f i e d  i n v e s t i g a t o r .  T h i r d ,  e a c h  s tu d y  m ust  be  

c a r e f u l l y  m o n it o re d  to  a s s u r e  c o m p li a n ce  w i th  p r o t o c o l ,  an d t o  a r r a n g e  

f o r  an y  n e c e s s a r y  r e v i s i o n s .  F o u r th , th e  d a ta  m ust  be  a n a ly z e d  

c a r e f u l l y  an d  w it h o u t b i a s .  F i f t h ,  a c c u r a te  r e c o r d s  m ust  b e  m a in ta in e d  

to  do cu m en t t h e s e  a c t i v i t i e s .

F i r s t ,  we e s t a b l i s h e d  an  in t r a m u r a l  p r o to c o l  re v ie w  c o m m it te e  

w h ic h  m ust  a p p ro v e  a l l  p r o to c o l s  p r i o r  to  i n i t i a t i o n  o f  s t u d i e s .  

In c lu d e d  i n  th e s e  p r o to c o l s  a r e  min imum  g u id e l in e s  f o r  in fo rm e d  

c o n s e n t .  We a l s o  r e q u i r e  t h a t  na mes  an d  t i t l e s  o f  a l l  mem be rs  o f  a 

t e s t i n g  i n s t i t u t i o n ' s  huma n r e s e a r c h  com m it te e  m ust  be  p ro v id e d  to  

B r i s t o l  L a b o r a to r i e s .

S econd , we have  e s t a b l i s h e d  minim um s ta n d a r d s  f o r  th e  s e l e c t i o n  

o f  i n v e s t i g a t o r s .  W he ne ve r p o s s i b l e ,  we a tt e m p t  to  em pl oy  acad em ic  

c l i n i c i a n s  w it h  e x p e r ie n c e  i n  th e  s c i e n t i f i c  a r e a s  in v o lv e d .  In  

o u r  o p in io n ,  t h i s  i s  one o f  th e  b e s t  m eth ods o f  a s s u r in g  b o th  a 

c o m p e te n t i n v e s t i g a t o r  an d a  f u n c t io n a l  huma n r e s e a r c h  c o m m it te e .
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H ow ev er , whe n q u e s t i o n s  we m ust  a sk  c a n n o t be an sw e re d  by  an  

a c a d e m ic ia n , we m ust  r e l y  on  o th e r  ty p e s  o f  i n v e s t i g a t o r s .

T h i r d ,  we have  e s t a b l i s h e d  s ta n d a r d s  f o r  m o n it o r in g  m e th o d s , 

in c lu d in g  f r e q u e n t  v i s i t s  to  t e s t i n g  s i t e s  a t  th e  i n i t i a t i o n  o f  

s t u d i e s  a s  a s a f e g u a rd  a g a i n s t  c o n t in u a t io n  o f  an  in a d e q u a te  s tu d y .

Th e G u id e li n e s  a l s o  r e q u i r e  t h a t ,  wh en  a p p r o p r i a t e ,  r e g i s t r a t i o n  

fo rm s be s u b m it te d  to  th e  B r i s t o l  L a b o r a to r i e s ' m o n it o r  p ro m p tl y  

a f t e r  e n ro ll m e n t o f  e ac h  p a t i e n t  in  a s tu d y ,  and  th e  r a p i d  e v a l u a t i o n  

o f  e ac h  c a s e  r e p o r t  a s  i t  i s  r e c e iv e d  by  th e  m o n it o r .

A dvers e  r e a c t i o n s  a r e  p a r t i c u l a r l y  s c r u t i n i z e d ,  and  i n v e s t i g a t o r s  

a r e  r e q u i r e d  to  r e p o r t  by  te le p h o n e  any  u n e x p e c te d  o r  a la rm in g  

a d v e r s e  e f f e c t s  to  th e  m o n it o r  w i th in  24 h o u r s . Th e m o n i to r 's  home 

te le p h o n e  nu m be r i s  p ro v id e d , s h o u ld  th e  i n v e s t i g a t o r  n e e d  to  c o n ta c t  

th e  m o n it o r  a f t e r  no rm al o f f i c e  h o u r s .

Th e q u e s t i o n  o f  w h e th e r to  em pl oy  a p r o f e s s i o n a l  m o n it o r in g  f ir m  

i s  com ple x . C e r t a in ly  i t  i s  o f  v a lu e  to  em pl oy  su ch  a f ir m  i f  

in a d e q u a te  man po wer in -h o u s e  w ould  r e s u l t  in  in a d e q u a te  m o n it o r in g .

I t  may a l s o  be  o f  v a lu e  to  o c c a s io n a l ly  r e p l i c a t e  in t r a m u r a l  d a ta  

e x t r a m u r a l l y . H ow ev er , th e  d e s i r e  to  a v o id  any  d a n g er o f  b i a s i n g  th e  

m o n it o r in g  s e r v i c e  o r  i n v e s t i g a t o r s  m ust  be b a la n c e d  a g a i n s t  th e  

r e s p o n s i b i l i t y  o f  th e  sp o n so r  to  a s s u r e  co m p li a n ce  w it h  th e  r e g u l a t i o n s  

and  th e  c o n d u c t o f  e t h i c a l ,  s c h o l a r l y  s t u d i e s .



183

-1 5 -

Th e a n a l y s i s  o f  d a ta  g e n e r a te d  by  c l i n i c a l  t r i a l s  i s  a l s o  

d i s c u s s e d  i n  th e  B r i s t o l  L a b o r a to r ie s  g u i d e l i n e s .  To in s u r e  t h a t  

d o u b le - b l in d  s t u d i e s  a r e  t r u l y  d o u b le - b l in d ,  r a n d o m iz a ti o n  s c h e d u le s  

a r e  m a in ta in e d  i n  th e  s t a t i s t i c a l  d e p a r tm e n t,  an d  a re  n o t  a v a i l a b l e  

e v e n  to  th e  m o n it o r . The f i n a l  r e p o r t s  on  a l l  s t u d i e s  m ust  be  

s u b m it te d  to  th e  p r o to c o l  re v ie w  c o m m it te e  f o r  a p p r o v a l .  Th us  

a n o th e r  p e e r  re v ie w  i s  e f f e c t e d  a t  th e  c lo s e  o f  a s tu d y .

F i n a l l y ,  i t  i s  e s s e n t i a l  t h a t  a d e q u a te  r e c o r d s  be  m a in ta in e d .

Our  g u id e l i n e s  o f  S ep te m ber 14 , 1976, a d d re s s e d  t h i s  q u e s t i o n ,  b u t 

we a re  c u r r e n t l y  r e v i s i n g  th e  g u id e l i n e s  to  r e q u i r e  b e t t e r  r e c o r d  

k e e p in g .

I t  i s  o u r  o p in io n  t h a t  th e  p ro c e d u re s  o u t l i n e d  i n  o u r  G u id e li n e s  

f o r  Good C l i n i c a l  R e se a rc h  s u b s t a n t i a l l y  in c r e a s e  th e  a s s u ra n c e  t h a t  

in fo rm e d  c o n s e n t i s  o b ta in e d  f o r  e ac h  p a t i e n t ,  t h a t  i n s t i t u t i o n a l  

re v ie w  i s  e f f e c t e d  f o r  e ac h  s tu d y ,  t h a t  a d v e r s e  r e a c t i o n s  a r e  c a r e f u l l y  

m o n it o re d , and  t h a t  e a c h  s tu d y  i s  m o n it o re d  e f f e c t i v e l y .

T hese  g u id e l in e s  a re  u n d e r c o n s ta n t  re v ie w  f o r  im pro vem en ts  an d 

r e f in e m e n ts  t h a t  r e s u l t  fr om  o u r  e x p e r ie n c e .  H ow ev er , t h e r e  a r e  

l i m i t a t i o n s .

I t  i s  d i f f i c u l t  to  de man d,  f o r  ex am p le , t h a t  an  i n v e s t i g a t o r  

r e v e a l  th e  na mes  o f  h i s  t e s t  p a t i e n t s .  Our  c o n c e rn  f o r  th e  r i g h t s  

o f  in fo rm e d  c o n s e n t i s  te m p ere d  by  th e  i n v e s t i g a t o r 's  c o n c e rn  f o r  th e  

p a t i e n t ' s  r i g h t  o f  p r iv a c y  an d c o n f i d e n t i a l i t y  - -  a c o n c e rn  we s h a r e .



184

-1 6 -

As a co nse que nce , we ca nnot in su re  th a t  our p o l i c i e s  f o r  in fo rm ed  

conse n t a re  u n if o rm ly  im pl em en te d.  T his  i s  a co mplex  dil em ma  an d i s  

n o t ad d re ssed  in  th e  pro pose d re g u la t io n s  o f th e  FDA f o r  1977 no r in  

th e  Ja nuary  1973 r e p o r t  o f th e  N ati o n a l Academy o f S c ie n c e s /N a ti o n a l 

R ese ar ch  C ounc il .

I t  i s  n o t p o s s ib le  to  p r e d ic t  th e  pe rf orm an ce  o f  ea ch  c l i n i c a l  

in v e s t ig a to r .  We ca n ch ec k h i s  e d u c a ti o n a l c r e d e n t i a l s ,  and  we do .

We ca n e v a lu a te  h is  p u b li sh e d  work on p re v io u s  s tu d ie s ,  and  we do .

We ca n in q u ire  as  to  h is  p ro fe s s io n a l  s ta n d in g  w it h  o th e r s  in  h is  f i e l d ,  

an d we do . Bu t th e s e  p ro cedure s ca nnot a c c u ra te ly  f o r e t e l l  th e  

co mpe tenc e o f  ev ery  i n v e s t ig a to r  in  ev er y  re s e a rc h  pr og ra m  we u n d e r ta k e .

I f  t h i s  co m m it tee ca n fa sh io n  th e  means by whi ch  g r e a te r  in su ra n c e  

ca n be  p ro v id ed  in  th e s e  o r  o th e r  c r i t i c a l  a r e a s , o r  i f  th e  pro pose d 

P r e s id e n t i a l  co mmiss ion can do so , we in  c l i n i c a l  r e s e a rc h  wo uld 

welcome su ch  s u g g e s ti o n s , fo r  I  can a s su re  yo u th a t  your co nce rn s and  

your g o a ls  a re  very  much our own.
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Mr. Chairman and members of the Committee, my name 
is Ralph Jacobsen, I am a physician and have been affiliated 
with Endo Laboratories, Inc., in its Medical Department since 
1965. I HAVE BEEN A VlCE PRESIDENT AND ITS MEDICAL DIRECTOR 
SINCE 1973 AND AM RESPONSIBLE FOR THE CLINICAL TESTING OF 
Endo's DRUGS.

Endo Laboratories, Inc., located in Garden City,
New York, has been a manufacturer and distributor of pharmaceutical 
products in New York for over fifty years. Its products are 
SOLD THROUGHOUT THE UNITED STATES AND SEVERAL FOREIGN COUNTRIES.

YOU HAVE REQUESTED THAT WE APPEAR HERE THIS MORNING 

TO TESTIFY ABOUT ENDO'S PROCEDURE FOR CLINICAL TESTING OF ITS 

INVESTIGATIONAL DRUGS WITH PARTICULAR EMPHASIS ON THE MATTERS 

OF 1) INFORMED CONSENT, 2) ADHERENCE TO PROTOCOL, 3) ADVERSE 

EFFECTS REPORTING, INSTITUTIONAL REVIEW COMMITTEES AND 

5) THE MONITORING OF ITS STUDIES.

Endo performs clinical testing of investigational 
DRUGS FOR SEVERAL REASONS. FIRST AND FOREMOST THE TESTING IS 

PERFORMED TO STUDY THE SAFETY AND EFFICACY OF THESE INVESTIGA­

TIONAL drugs. Second, there may be a need to study additional 
INDICATIONS OR USE IN DIFFERENT AGE GROUPS FOR FDA APPROVED 
DRUGS THAT HAVE ALREADY PASSED THEIR INITIAL SAFETY AND EFFICACY 

EXAMINATIONS. THIRD, DIFFERENT DOSAGE FORMS MAY NEED TO BE

STUDIED FOR DETERMINATION OF BIOLOGICAL EQUIVALENCY.
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Prior to commencing any investigational plan, the 
Director of Regulatory Affairs of Endo submits to the Food 
and Drug Administration a Notice of Claimed Investigational 
Exemption for a New Drug (Form F D -1 5 7 1 ). This includes detailed 
INFORMATION ON PRE-CLINICAL STUDIES WITH THE DRUG ON LABORATORY 
ANIMALS, INFORMATION RELATING TO QUALIFICATIONS OF INVESTIGATORS, 
COPIES OF THE WRITTEN INVESTIGATIONAL PLAN AND PROTOCOLS FOR 
EACH INVOLVED STUDY AND OTHER REQUIRED INFORMATION.

All INVESTIGATORS WHO ARE TO STUDY ENDO INVESTIGATIONAL 
DRUGS EXECUTE THE REQUIRED FDA FORM FD‘ 15 72  OR 1573. THE CURRICULUM 
VITAE AND PROTOCOL ARE SUBMITTED TO THE FOOD AND DRUG ADMINISTRATION. 
The investigator also signs a separate agreement with Endo covering 
HIS FEES AND THE REQUIREMENT TO ADHERE TO PROTOCOLS AS WELL AS OTHER 
MISCELLANEOUS MATTERS RELATING TO THE PROPOSED INVESTIGATIONAL 
PLAN.

Professionals under my direction monitor clinical 
INVESTIGATIONS. It IS THEIR RESPONSIBILITY TO MONITOR THE WORK 
CARRIED OUT BY CLINICAL INVESTIGATORS USING EnDO'S INVESTIGATIONAL 
drugs. Information obtained from clinical investigators which 
IS REQUIRED FOR FILING WITH THE FDA, SUCH AS ADVERSE REACTION 
REPORTS, AND PROGRESS REPORTS ARE COLLECTED AND REVIEWED BY THE 
MONITOR AND THEN TURNED OVER TO ENDO'S DIRECTOR OF REGULATORY 
Affairs for submittal to the FDA.

With this background in mind, I would like to review 
WITH YOU THE FIVE SPECIFIC AREAS ABOUT WHICH YOU HAVE REQUESTED 
US TO COMMENT.
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1. INFORMED CQNSEC
It is Endo's policy to ascertain that a given 

investigator's institutional review committee has approved the 
proposed "Patient Consent Form". Additionally, a copy of the 
proposed consent form is reviewed by Endo. After all approvals 
ARE OBTAINED, THE INVESTIGATOR IS SO NOTIFIED. ITEMS SPECIFICALLY 

REQUIRED BY ENDO IN "PATIENT CONSENT FORMS" ARE A RECITATION OF 

KNOWN ADVERSE EFFECTS FROM THE DRUG, AN EXPLANATION TO THE 

PATIENT OF THE NATURE OF THE STUDY, THE NAME OF THE PHYSICIANS 

INVOLVED, AND A RECITATION THAT THE PATIENT CAN RETIRE FROM THE 

STUDY AT ANY TIME WITHOUT PREJUDICING HIMSELF OR HERSELF FROM 

RECEIVING FURTHER TREATMENT. THE PATIENT OR HIS GUARDIAN IS 

REQUIRED TO SIGN THE PATIENT CONSENT FORM.

2 .  ADHERENCE TO PROTOCOL
Each investigational study sponsored by Endo has as a 

VITAL COMPONENT OF THAT STUDY A FULL EXPLANATION OF THE STEPS 

TO BE TAKEN IN THE STUDY, THE NATURE AND DOSAGE OF THE DRUG TO 

BE ADMINISTERED TO THE PATIENTS, A DESCRIPTION OF THE TYPE AND 

NUMBER OF PATIENTS AND A DESCRIPTION OF THE MEDICAL TECHNIQUES 

TO BE EMPLOYED. THIS EXPLANATION IS KNOWN AS A PROTOCOL. A 

COPY OF THIS PROTOCOL IS SUBMITTED TO THE FDA WITH THEIR FORM 

F D -1 5 7 1 . It is also reviewed in detail by the Endo monitor and 
BY THE INVESTIGATOR'S INSTITUTIONAL REVIEW COMMITTEE. It IS 
Endo policy not to allow its investigators to deviate significantly 
FROM THIS PROTOCOL. If ANY MATERIAL CHANGE IS NECESSARY TO THE

2 6 -8 2 8  0  -  78  -  14
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PROTOCOL/ IT IS AMENDED AND IS AGAIN APPROVED BY THE INVESTI­
GATIONAL REVIEW COMMITTEE AND ENDO'S MONITOR. A COPY OF THE 
AMENDED PROTOCOL IS SUBMITTED TO THE FDA.

3. ADVERSE-EFFECTS REPORTING
If any adverse effects are observed by the CLINICAL 

INVESTIGATOR WHICH CAN BE REASONABLY ATTRIBUTED TO THE EXPERI­

MENTAL DRUG/ THE INVESTIGATOR IS CHARGED BY ENDO WITH THE DUTY 

OF REPORTING THAT INFORMATION PROMPTLY TO HIS INSTITUTIONAL 
REVIEW COMMITTEE AND TO ENDO'S MONITOR. ENDO REPORTS THAT 

INFORMATION PROMPTLY TO THE FDA. If THE ADVERSE REACTION IS 
CONSIDERED TO ENDANGER THE PATIENT/ THE INVESTIGATION IS 
TERMINATED.

4. INSTITUTIONAL REVIEW COMMITTEE
ENDO CONSIDERS INSTITUTIONAL REVIEW COMMITTEES TO BE 

A VITAL PART OF ITS DRUG CLINICAL INVESTIGATION PROGRAM. ENDO 

CONTRACTS WITH CLINICAL INVESTIGATORS AT INSTITUTIONS MAINTAINING 
QUALIFIED REVIEW COMMITTEES. ONLY AFTER COMPLETE APPROVAL OF 
THE PROTOCOL BY THE REVIEW COMMITTEE IS A GIVEN STUDY RECOMMENDED 
FOR APPROVAL BY THE MONITOR.

5. HON I TORI NG OF STUDIES
Endo's professional clinical monitors are each

RESPONSIBLE FOR CERTAIN DESIGNATED CLINICAL INVESTIGATIONS.

The monitor selects the investigator with my approval/ works 
UP THE PROPOSED PROTOCOL WITH THE INVESTIGATOR/ IS RESPONSIBLE 

FOR ASSURING THAT THE INVESTIGATOR IS QUALIFIED/ HAS ADEOUATE
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FACILITIES/ HAS THE REQUIRED AMOUNT OF EXPERIMENTAL DRUGS AND 

ADHERES TO THE PROPOSED PROTOCOL DURING THE INVESTIGATION. 

FURTHER/ THE MONITOR GATHERS DATA FROM THE INVESTIGATOR TO 

PREPARE PROGRESS REPORTS. THE MONITOR NORMALLY VISITS THE 

INVESTIGATOR BEFORE AND SEVERAL TIMES PER YEAR DURING THE 

ACTUAL CARRYING OUT OF THE STUDY. THE MONITOR IS CHARGED 

WITH THE DUTY OF ASSURING THAT PROTOCOLS HAVE BEEN REVIEWED 

PRIOR TO FILING WITH THE FD A/  THAT THE DRUG SUBSTANCE IS 

DELIVERED TO THE INVESTIGATOR/ THAT ANY ADVERSE REACTIONS 

ARE PROMPTLY REPORTED SO THAT THEY CAN BE TRANSMITTED TO THE 

FD A/  AND FOR ANY OTHER MATTER RELEVANT TO THE INVESTIGATION.

Your telegram also reouested testimony relative to 
TWO MATTERS IDENTIFIED BY THE STAFF REGARDING TWO SPECIFIC DRUG 

STUDIES.

The FIRST STUDY WAS CARRIED OUT BY AN INVESTIGATOR OF 
OUR CHOICE AND INVOLVED THE USE OF ONE OF OUR APPROVED DRUGS IN 

COMBINATION WITH AN APPROVED DRUG OF ANOTHER COMPANY FOR THE 

TREATMENT OF PARKINSON'S DISEASE. THIS STUDY WAS NOT INTENDED/ 

NOR NEEDED/ FOR USE IN SUPPORT OF ANY FDA APPLICATION. THE 

WORK PERFORMED BY THIS INVESTIGATOR IN CONNECTION WITH OUR 

DRUG WAS MONITORED AND IT APPEARS TO HAVE BEEN CONDUCTED IN A 

PROPER FASHION WITH VALID RESULTS. FOLLOWING THIS STUDY/ WE WERE 

CONTACTED BY ANOTHER DRUG MANUFACTURER WHO WAS WORKING WITH 

THE SAME INVESTIGATOR IN A SIMILAR TEST FOR THEIR PRODUCT/ ALSO 

USED IN TREATING PARKINSON'S DISEASE. THE OTHER MANUFACTURER 

HAD BECOME CONCERNED THAT SOME OF THE DATA THEY HAD RECEIVED FROM
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THE INVESTIGATOR MIGHT HAVE PREDATED THE COMMENCEMENT OF THEIR 

TEST. A MORE DETAILED COMPARISON OF THE EARLIER TEST DATA 
INVOLVING OUR PRODUCT, WITH THE DATA ALLEGEDLY DEVELOPED ON THE 

OTHER MANUFACTURER'S TEST SHOWED SUCH STRIKING SIMILARITY THAT 

IT RAISED A QUESTION AS TO WHETHER THE INVESTIGATOR WAS ATTEMPTING 

TO PASS OFF OUR DATA AS DATA FROM THE SECOND TEST. THIS 

SIMILARITY, AS WELL AS FURTHER INQUIRIES, LED US TO ENCOURAGE 

THE OTHER MANUFACTURER'S NOTIFICATION OF THIS POSSIBLE IRREGULARITY 

TO THE FDA, AND TO ASSIST IN THE ENSUING INVESTIGATION. FDA 
INVESTIGATOR, W. FRIEDRICH, MADE A REVIEW OF OUR DATA IN 

September, 1977; he retained copies of those documents he judged 
PERTINENT. WE HAVE NO REASON TO SUSPECT THAT THE DATA DEVELOPED

IN THE EARLIER TEST ON OUR PRODUCT WAS IN ANY WAY IN VALIDPxJHE 
STUDY WAS PUBLISHED BY THE IN VE ST IG AT OR ^ tie TgRMtKATED A-

^UBA€«ttH4T STUDY WHICH WE HAD HUTIATCP W ITH THE SAME INVESTIGATOR

eONfeWMLLNG A NEW USE FQE—QUft—DRUG.

The second study mentioned by the Committee's staff 
INVOLVED A NEONATAL ADMINISTRATION OF AN EnDO DRUG, NALOXONE, 

WHICH COUNTERACTS RESPIRATORY DEPRESSION INDUCED BY NARCOTIC 

ANALGESICS. It HAD BEEN PREVIOUSLY APPROVED FOR USE IN ADULTS. 

Unlike other antagonists, naloxone counteracts the effect of 
NARCOTICS WITHOUT ITSELF HAVING ANY NARCOTIC ACTION. It IS 
ESSENTIALLY FREE OF SIDE EFFECTS. NALOXONE HAS PROVIDED THE 

MEDICAL COMMUNITY WITH A DRUG USEFUL IN LIFE-THREATENING

SITUATIONS IN THE EMERGENCY ROOM, AND ALSO IN THE MANAGEMENT
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OF POST-OPERATIVE PATIENTS. THE PROTOCOL IN THIS NEONATE STUDY

WAS DEVELOPED BY A REPUTABLE INVESTIGATOR IN COLLABORATION WITH

OUR COMPANY AND WAS APPROVED BY THE INSTITUTIONAL REVIEW COMMITTEE

AT A RESPECTED TEACHING HOSPITAL ASSOCIATED WITH A MAJOR

UNIVERSITY MEDICAL SCHOOL. SINCE THIS WAS ONE IN A SERIES OF

TESTS CONDUCTED TO SUPPORT THE EXTENSION OF THE USE OF THIS

DRUG FOR YOUNGER AGE GROUPS, A SUPPLEMENT TO OUR INVESTIGATIONAL 
Ft>A-

New Drug Application was prepared̂ ,prior to commencement of the
STUDY; HOWEVER, I AM EMBARRASSED TO.SAY, THROUGH INADVERTANCE
ON OUR PART, THE/^SS^^^T^WAS^NOT FORWARDED^TO THE FDA UNTIL

AFTER THE STUDY HAD BEEN STARTED. LflPffPT CP/jH . TH? Tapnv FII.JNG,

-Lam NQI-A WAR E of any s ig n if ic ant ibrcgui a r it y  tn th ta AT imv ^
ff jo n. +o+Ui's. fr, ee<A/AJ -̂

THE FDA HAS RAISED NO OBJECTION TO OUR PROTOCOL/^OR TO THE 

RESULTS OBTAINED. THIS PR O D U ^ H A S  BEEN APPROVED AND IS NOW 

WIDELY USED IN ALL AGE G R O U P ^ I T H  LIFESAVING BENEFITS .^2?)
I WILL, OF COURSE, BE WILLING TO ANSWER ANY QUESTIONS 

YOU MAY HAVE.

Thank you.
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STATEMENT OF JOHN J .  BURNS, Ph.D . 
HOFFMANN-LAROCHE INC.

Nut le y,  New Je rs ey

BEFORE THE SUBCOMMITTEE ON HEALTH AND SCIENTIFIC RESEARCH 
OF THE SENATE COMMITTEE ON HUMAN RESOURCES 

Marc h 7,  1978

M r. Ch ai rm an  and ot he r Me mb ers  of t he  Subco mm itte e:

My nam e is  Jo hn  J .  B ur ns  an d I am Vice Pre si den t for  R es ea rc h at Hof fma nn-La

Roche  In c.  Th an k yo u for al lowing me to sh are  our th oughts  with  you on the

im po rtan t top ic of cl in ical  re s e a rc h .

Clin ical  re se a rc h  is  a v ital  comp onen t of the d ru g  ap pro val  p ro cess . It allow s

sc ie n ti st s an d do ctor s to ga in  necess ary  unders ta nd in g  and kn ow ledg e of the

ac tio n of th er ap eu ti c ag en ts  with in  the huma n sy st em . Such  re sea rc h , th en , 

is  in de ed  es se nti al  to in su ri n g  th at  the  d ru gs ta ke n by the  pu bl ic  at  la rg e wi ll

be  sa fe  and ef fect iv e.  It is  im per at iv e,  how ev er , th at  at ea ch  step  of the  cl in ical

re se a rc h  p ro cess , the wel fa re  of t he  su bje ct s of su ch  re se a rc h  is  p ro perl y  sa fe ­

guard ed . Roche ha s alway s be en  ac ut ely aw are of th is  im po rtan t re sp onsi b il it y .

A cco rd in g ly , we ha ve  im plem en ted st ri ngen t p ro ced ure s des ig ned  to pr ot ec t

the heal th , sa fe ty , an d wel fa re  of the su bje ct s of ou r cl in ic al  re se arc h  an d als o

to in su re  the in te g r it y , ac cu ra cy  , quali ty , and re li ab il it y  of the da ta  re su lt in g

from  th is  re se a rc h . Clin ic al  re se arc h  is  c ri ti ca l,  but the acco mp lishm ent
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with in  th es e overr id in g  c onsi der at io ns is  a ke y p re re q u is it e . Th e Subcom mi ttee

ha s as ke d for  gen er al  com ments  on four  ma jor as pec ts  of our cl in ic al  re se a rc h

pr og ra m : The se  ar e:

Cl inical  Res ea rc h Mon ito rin g

. Adv er se  Effec ts Rep or tin g

. Role  and Fu nc tio ns  of In st itutional  Re vie w Com mit tees

Informe d Co nsen t

Ou r mon ito rin g of c lini ca l re se arc h  ac tu al ly  com me nce s be fo re  the re se a rc h  

it se lf  e ve n beg in s.  P ri o r to ad m in is tr at io n of a d ru g  to su bje ct s in  the stud y

popula ti on , a Roc he mon ito r (a physi ci an  or a pa ra -m ed ic al  pers on) will  make 

a per so nal  v is it  to the te st in g faci lit y an d d is cuss  im po rtan t po in ts  wi th  the

in ves tigat or an d st af f. Th e mon ito r wi ll e ither come from Nu tley headquart e rs  

or  from  one of ou r re gio nal  med ical of fic es  loc ated  th ro ughout the coun tr y . At 

th is  p re -s tu d y  v is it , the mon ito r re vie w s wi th  the in ves tigat or the det ai ls  of 

the  pr ot oc ol  to a ss u re  mutu al u nders ta nd in g  and , in  ad dit io n , s tr e ss  the  need

to follow the pr ot oc ol  in det ai l.  He w ill  al so  d is cuss  pert in en t in fo rm at ion on

the  te st  d ru g , in cl udin g do sa ge,  ad ju stm en t of dose , dosi ng in te rv a ls , w ar nin gs 

po tent ia l ad ver se  e ff ec ts , e tc .,  wi th  all  in div id ual s in vo lved  in  d ru g  ad m in is ­

tr at io n an d ev al uat io n .
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Th e mon ito r wi ll em ph as ize the  ne ed  to ma in tain  p ro per re co rd s an d the ne ce ss ity 

of fi ling  pe riod ic  re p o rt s . Th e mo nit or  wi ll review  the ad eq ua cy  of the fa ci lit ie s 

an d de te rm in e th at  the  la bora to ry  is  p ro perl y  cer ti fi ed  and d is cuss  the ne ed  for

pa tien t co ns en t and for  In st itu tion al  Rev iew Committee ap pro val  of appro pri at e 

m at te rs  , in cl udin g the re port in g  of a dver se  re ac tions to the Co mmi tte e. He 

wi ll al so  review  d ru g  st ora ge an d dis pen si ng p ro ced ure s with  ap pro pri at e

in d iv id u a ls . A " P re -S tu dy Vis it Re po rt"  wi ll be  comp leted  by  the mo nitor af ter

th is  in it ia l v is i t , which  mus t th en  b e re vi ew ed  an d in it ia le d by  the princi pal

medical mo nitor a n d , ag a in , by  a se ct io n he ad  at N utl ey .

Onc e a st udy is  underw ay , we gen er al ly 'm onitor ea ch  st udy by  per so nal  v is it

with  the in ves tigat or ev er y  six to ten we eks an d su pp le men ted by  tel ep ho ne

ca ll s be tw ee n th es e v is it s . At ea ch  per so nal  v is it , c u rr en t ca se  re port s ar e

re vi ew ed  with  the in vest ig a to r,  w he th er  co mp let ed  or in p ro g re ss , an d a

de te rm in at io n is  made as  to w he th er  the pr ot oc ol  is  be in g fo llo w ed . Drug  

su ppli es  ar e ch ec ke d to ass u re  th at  the med icat ions  ar e bein g  d is pen se d in 

p ro per se qu en ce  and st or ed  in  an ad eq ua te  and saf e m an ner . The in ves tigat or 

is  as ke d sp ec if ical ly  w het her  pa tien t in form ed  co ns en t wa s ob ta in ed  in  al l c ases,

w he th er  an y unusu al  a n d /o r se ri ous ad ver se  ef fects wer e obse rv ed , an d whe th er  

an y si gn if ic an t obse rv at io ns ot he r th an  thos e re co rd ed  on the case  re port s were

m ad e. Dr op ou ts an d the re as ons for the  withd ra w al  from the st udy ar e d is ­

cuss ed  in  d e ta il . Any de fici en cies  ar e d is cuss ed  wi th  the in v es ti g a to r, and
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re med ia l ac tio n is  outl in ed . The re quir em en t of In st itut io na l Review Committee

p ro g re ss re p o rt s is  als o re vie w ed . A "M on ito rin g Rep or t" is  completed  fol low ­

in g ea ch  v is it  an d is re vi ew ed  ag ain by  bo th  the p ri nci pal  med ical  mon ito r and

a se ct io n he ad  at  N utl ey .

Te leph on e mon ito ring  co ntac ts ar e des ig ned  to de te rm in e w he th er  the in ves tigat or 

is  en co unte ri ng  an y pro ble m s,  w he th er  he  ha s se en  an y unusu al a n d /o r se ri ou s

adver se  e ff ec ts , an d w het her  a pers onal  v is it  may be  re qu ir ed  p ri o r to the  

sc hed ule d ro utine mon ito ring  d a te . A "M on ito rin g Rep or t"  is  also  c om plete d 

fo llo wi ng  ea ch  te le ph on e con ta ct.

It may  be  in st ru cti ve  to note th at  we em ph as ize to al l our  mon ito rs  the  ne ed

to asc er ta in  pe riod ic al ly  from th e ir  in ves ti gato rs  w het her  th ey  ar e ob ta in in g 

the re q u ir ed  inform ed  co ns en t from th ei r pat ie nts  and w het her  they  are  re tr ie v ­

in g unuse d med icat ion from the st udy su bje ct s for re tu rn  to Hoffmann-La  Roche

at the  co nc lu sion  of the  s tu d y .

Upo n co mp let ion  of a st u d y , the mon ito r will  make a fina l v is it  an d p re p are  a

"F inal  Mon ito rin g R ep ort ."  At th is  fin al  v is it , the mon ito r d is cuss es re te ntion 

of the  in v esti g a to r' s st udy re co rd s , la te r co nf irm ed  in  w ri ti n g , in su re s  that

al l ca se  re port s ha ve  be en  co lle cted  and al l unuse d d ru g s ha ve  be en  re tu rn ed , 

an d th at  the in ves tigat or ha s co mp let ed  an  In ve st ig at io na l Drug Dispo si tio n fo rm .
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Su ch  fi le s in clud e co pies  of the comp let e ca se  re p o rt s for ea ch  p a ti en t/ su b je c t.

Aga in , the p ri nci pal  medica l m onito r, as  we ll as his  se ct io n head , mu st review

and in it ia l the  Fina l Mon ito rin g Rep or t.

As ca n be n o te d , th is  m on ito rin g is done on a p e r- s tu d y  b a s is . To su pp lemen t

th is  re vi ew  an d to pro vid e Roc he med ical  of fice rs  with  an  ov erview  of all

on go in g Roche cl in ical  re se a rc h  m onitori ng, mo nth ly and bi -m on th ly  "System

Mon ito rin g Rep or ts" ar e comp iled by  co m pute r. Th es e re p o rt s se t ou t the

m on ito ring  which  ha s ta ke n pl ac e on  a mo nth ly basi s with  re sp ec t to each

on go in g st udy and ov er  the pre vio us two y e a rs . Th ey  in di ca te  wh en  a stud y

wa s st art ed  and w he th er  a per so nal  vis it  o r a te le ph on e co ntac t wa s m ad e.

In ef fect , the re port  ensu re s th at  our mon ito rs ar e in  fac t m on ito ring . Th ese 

ov er vi ew s are  re vi ew ed  by  se ni or  med ical ma nageme nt at  Nu tley and allow 

u s to ke ep  an  ac cu ra te  tr ac k  re co rd  of ou r mon ito ring  act iv it ie s.

It sh ou ld  be  em ph as ized  th at  as  a st andar d  comp onent of al l Roc he p ro to co ls ,

al l ad ver se  re ac tions en co un te re d du ri ng  a st udy mus t be  re port ed  on a Case

Re po rt Fo rm .' The si de  ef fects ar e gr ad ed  on a 3- po in t sc al e (m ild , mod erat e,

o r se vere ) and d is cu ss ed  in  de ta il . Any dea th , an y unusu al  o r se ri ous re ac tion ,

o r unusu al  fr eq ue nc y of re ac tions mu st be  re port ed  pr om pt ly  by  te le ph on e to 

Roche  h e ad q u a rt e rs , ev en  thou gh  the  ex per ie nce  may  not ap pea r to be  d ru g -

re la te d . For th is  p u rp o se , Roche  maintains  a nu m be r which  ca n be  re ac he d 

7 d ay s a wee k,  24 h ours  a day . Such  re port s ar e th en  pr om pt ly  fo rw ar de d to

FDA.
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The Company  re q u ir es as su ra nce  th at  w ri tt en  co ns en t is  to be  ob ta in ed  for

Ph ase I an d Ph as e II, p ri o r to any th era p y . It is  the re sp onsi b il it y  of the

pri nci pal  in ves tigat or to ob ta in  th at  co nse nt.  In Ph as e III it is  the re sp o n si ­

b il ity  of the in v esti g a to r, taki ng  into co nsi der at io n the physi ca l and me nta l

st at e of the p a ti e n t, to de cide  w het her  it is  p re fe ra b le  to ob ta in  co ns en t in

w ri ting  or  v e rb a ll y . If w ri tten  co ns en t is  not ob ta in ed  , the in ves tigat or mu st

re co rd  the fac t th at  or al  co ns en t ha s be en  ob ta in ed  in  the med ical  re co rd  of

the  pers on  re ce iv in g the  d ru g . D ur in g pers onal  v is it s to the  te st in g fa ci li ty , 

the Roc he mon ito r is  re qu ir ed  to as k the in ves tigato r w he th er  info rm ed  co ns en t

ha s be en  ob ta in ed  in  al l case s.

When ph ar m ac eu tic al  co mpa nies  u ti li ze  sp ec ia l po pu la tion s (suc h as  p ri so n

in mates ) in  d ru g  exper im ents , th ey  mus t ex er ci se  ex tr a  care  in  pro te ct in g

the  ri g h ts  of su bje ct s be ca us e of the su b je ct s'  sp ec ia l d is ab il it ie s ca us ed  by

th ei r en vi ro nm en t.  In su ch  c ir cum st an ces , th e ir  re sp onsi b il it y  for  in su ri n g

th at  et hi ca l st andar ds of ex pe rim en ta tio n ar e  adher ed  to sh ou ld  re st , wi th

p ri v a te , ou ts id e part ie s who  ar e an sw er ab le  neither to the comp any no r to the

in st itu tion  in  ch ar ge  of the su bje ct s .

All Roche cl in ic al  re se a rc h  co nd uc ted in  in st itutional  se tt in gs co nforms in  al l

re sp ec ts  to the Dec la ra tio n of H el sink i and the r u le s , re g u la ti o n s , and po lic ie s

co ntai ne d in  the Fe de ra l Food, D ru g, and Co sm etic Act and it s am en dm en ts .
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In al l cl in ical  re se a rc h  st u d ie s—P ha se  I t hro ugh Ph as e III - co nd uc ted on

in st itut io na lize d su bj ec ts  or be in g  co nd uc ted by  an  in ves tigato r af fil ia ted wi th 

an  in st itu tion  which  agre es  to as sume re sp onsi b il ty  fo r the s tu d y , Roche  re q u ir es 

w ri tten  ev id en ce  of In st itu tion al  Revie w Com mittee appro val . No sh ip m en t of a

Roc he d ru g  wi ll be  au th or iz ed  unt il  su ch  ev id en ce  is  ob ta in ed . oth er  th an  in

se ri ous em er ge nc y il ln ess es.

The in st it u tions wi th  wh ich we ar e  famili ar  an d whe re  the bulk  of o ur  cl in ic al

re sea rc h  is  co nd uc ted re qu ir e  th at  t he  st ud y be  ap pr ov ed  by  th ei r In st itu tion al

Review Co mm ittees. Th is ap pro val  re q u ir e s  th at  the  se nio r in ves tigato r of a

ce rt if ie d pr oj ec t ke ep  ev id en ce  of the  pat ie nts ' in form ed  co n se n t. Th e in ves ti ­

ga to r is  a ls o usu al ly  re qu ir ed  to p re se n t to the In st itu tion al  Revie w Committee

al l w ri tten  inform at ion  pro vid ed  to su bje ct s in  ob ta in in g in form ed  co nse nt.  In 

the in st itutional  se tt in gs th at  we de al  w it h , no re se a rc h  is  in iti at ed  by  the  

in ves tigat or unti l the Committee ha s gi ve n w ri tten  appro val .

No al te ra tion or ch an ge s in  the stud y des ig n ar e allowed with ou t Com mittee

appro val , ex ce pt  whe re  nece ss ary  to el im inate ap par en tly  imme dia te h azard s.

Su ch  In st itut io na l Review Com mittees re q u ir e  the re port in g  of se ri ous ad ver se

re ac ti ons.  Also , th es e Com mit tees co nd uc t re vi ew s of the stud y at in te rv al s

appro pri a te  to the  de gre e of ri sk  , but not ex ce ed in g one  y e a r , to a ss u re  that  

the re se a rc h  pr oj ec t is  bei ng co nd uc ted in  compl ianc e wi th  the  unders ta nd in g

and reco mmen da tio ns  of the  Co mmi tte e.
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Th e in st it u tions w he re  ou r cl in ical  re se a rc h  pro je ct s ar e  co nd uc ted re s tr ic t 

the part ic ip at io n of  th e in ves tigat or in  the  del ib er at io ns of the  Revie w Com­

mi ttee to p ro vid in g inform ation  to the Co mmi tte e.

Th e ne ed  fo r In st itut io na l Review Com mit tee ap pro val  is  d is cuss ed  wi th  the 

in ves tigato r du ri ng  a p re -s tu d y  v is it . As men tio ne d ab ov e,  du ri n g  th is  

v is it , Roc he 's mo nit or  will  d is cuss  with  the in ves tigat or full det ai ls  of the 

p ro to co l, the  need  to maintain ad eq ua te  re c o rd s , the ne ce ss it y  of fi ling 

per io dic  re p o rt s , as  we ll as  o th er  su bje ct s of im po rtan ce  to the st udy .

Th e mon ito r wi ll al so  em ph as ize the ne ed  for  re port in g  se ri ous adver se

re ac tions to the In st itu tion al  Review Co mm itte e. He wi ll fu rt h er d is cuss

wi th  the in ves tigat or the ne ed  for per io di c re port in g  to the  Co mm ittee .

D ur in g re g u la r mon ito rin g v is it s , the st a tu s of In st itu tion al  Rev iew Com­

mi ttee p ro g re ss re p o rt s al so  ar e  ca re fu lly ch ec ke d and not ed . Aga in , the

m on ito r's  re port  is  ex am ined  by  the p ri ncip al med ical m on ito r, as  we ll as

by  the se ct io n he ad  in  Roc he /N ut ley off ic es. All cl in ic al  st udie s mus t be

re vi ew ed  by  the In st itu tio na l Review Com mittee at le as t once  a y e a r .

We ha ve  av ai la bl e co pi es  of al l comp any mon ito ring  forms  us ed  by  us  and wi ll

subm it them for the re co rd s if  yo u d esi re  .
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It ha s be en  bro ught to ou r at te nt io n th at  ce rt ai n  ques tions ha ve  be en  ra is ed  about

cl in ic al  in ve st ig at io ns  pe rfor med  on one  of our in ves tigat io nal  co mpo un ds . As 

su gges te d  b y the Su bc om mi tte e,  we ar e not id en ti fy in g sp ec if ic  in div id ual s or

in st it u tions in  th is  stat em en t. As re q uest ed , we wi ll id en ti fy  the in ves tigat or as

In ves tigat or 9. I w ou ld lik e to take  the ne xt  se vera l m inut es  to show yo u how the

cl in ic al  m on ito rin g syste m we have  de vis ed  wor ke d in  th is  ca se  an d wh at the 

Com pan y do es  wh en  we see a prob lem de ve lo pi ng  in  th e co ur se  of  o ur mon ito rin g

of  c lini ca l in vest ig a ti ons.

In ves tigat or 9 fi rs t came  to ou r at te nt io n wh en  he  co ntac ted us in  1974 co nc er ni ng  

his  in te re s t in  pe rfor m in g st ud ie s with  Le vo do pa . We to ld him at th at  tim e th at  we

ha d few cu rr en t on go ing cl in ic al  in ves tigat io ns with  Le vo do pa . In su bse quen t 

co nt ac ts  an d co nsi der in g th at  he ha s be en  em plo yed sinc e 1966 by a w el l- re co gn iz ed  

VA ho sp ital  th at  is  als o a te ac hi ng  in st itution af fil ia ted wi th  a med ical sc hool, we 

ad vis ed  him th at  we wo uld  ke ep  him  in  mind in  the ev en t th at  a ne ed  for  stud ie s

of mutu al in te re s t migh t a ri se  at a la te r d a te .

Af ter  th is , we ha d oth er  co ntac ts  with  In ves tigat or 9 co nce rn in g h is  desi re  to 

pe rfor m  a cl in ical  stud y for  u s . Subse quen tly , wh en  we be ga n to in it ia te  cl in ical  

st udie s on a new  d ru g —stu di es  which  ha d to follow a ri g id  pr ot oc ol —we th ou gh t
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th at  In ves tigat or 9 m igh t be  a su itab le  in vest ig a to r.  In ves tigat or 9 h ad  cl in ical  

re sp onsi b il it ie s in  two ou tp at ient  cl in ic s in the VA h os pi ta l and wa s also  re ­

sp onsi ble  for pa tie nt  ca re  in  se ver al  w ar ds in  the ho sp ita l which  pro vid ed  a la rg e 

po te nt ia l pa tie nt  po pu la tio n that  co uld  be  use d for the st u d y . We th us in qu ir ed  if 

he  was  in te re st ed  in pe rfor m in g su ch  a st udy .

I b el ie ve  it is  re le van t to desc ri be  the m an ne r in  which  we im plem en ted our Com pany 

po lic y co nce rn in g ou r mon ito rin g of cl in ical  in ves tigat io ns in  re sp ec t to the in iti at io n 

of  th e fi rs t study by  In ves tigat or 9. Se ver al  p re -s tu d y  te le ph on e ca lls  an d v is it s 

wer e made by  the medica l mon ito r re sp onsi b le  fo r the st udy in  N ut le y,  New Je rse y , 

as  we ll as  per so nnel  from our re gi on al  medica l of fic e.  On th es e d a te s,  we po in ted 

ou t to In ves tigat or 9, as  we wo uld  to any in v est ig a to r,  the re quir em en ts  of the 

pro to co l,  the ne ed  for  pa tie nt  co ns en t and In st itut io na l Revie w Com mit tee ap pro val , 

as  we ll as o th er  m at te rs  re le va nt  to the st udy and to FDA r eq uir em en ts  for cl in ical  

in v es ti g a ti o n s. As re qu ir ed  by  the FDA reg u la ti o n s , In ve st ig at or 9 s ub m itt ed  a 

Statem en t of In ves tigat or Fo rm , Form  FD-1 573, fo r the st udy which  st a te d , amo ng 

oth er  th in g s , the ne ed  to ob tain  pa tie nt  co ns en t and In st itut io na l Re vie w Committee

ap pro val . T here aft e r,  a le tt er  from the In st itut io na l Review Com mittee (R es ea rc h

an d Ed uc at ion Committee at the VA h os pi ta l)  in dic at in g ap pr ov al  of the st udy was

su bm itt ed  to u s .
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Th e le tt er  of ap pro val  from the In st itu tio na l Review Committee  se t fo rth  sp ec ifi c 

re quirem en ts  of  w ri tten  pa tie nt  co nsen t and st ip ula te d th at  sign ed  co pies  of su ch

co ns en t be  se nt  to the Office of the As socia te  Ch ief o f Staff  f or  Res ea rc h at the

hosp it al . When we re ce iv ed  a cop y of the In st itut io na l Review Committee ap pro val ,

at ta ch ed  to it wa s a copy of the pa tie nt  co ns en t th at  the Re vie w Com mittee had 

ap pr ov ed  for us e in  the s tu d y . In most in s ta n c es , wh en  we re ce iv e co pies  of 

th e In st itu tion al  Review Co mm ittee 's appro vals , th es e co ns en ts  ar e not  pro vi de d

to u s .

Af ter  In st itu tion al  Rev iew Com mittee ap pr ov al  an d the p re -s tu d y  m on ito rin g re vi ew s 

an d m ee tings, the study  was  in it ia te d b y In ves tigat or 9 in the summer of 1975. Thi s 

stud y in vo lved  our d ru g  an d pla ce bo . Our  med ical mon ito r from Nu tle y as we ll as 

ou r mon ito r from the re gi on al  med ical  off ice wer e p re se n t wi th  In ves tigat or 9 on the 

fi rs t ni gh t of d ru g  ad m in is tr at io n in  the s tu d y . Th ey  obse rv ed  trea tm en t ad m in is tr a­

tio n to five pat ie nts  as  we ll as  the ca re fu l m an ne r in  whi ch  In ves tigat or 9 a nd  the  

staf f pa id  at te nt io n to the  det ai ls  of the  pr ot oc ol . Ou r re pre se n ta ti ves wer e th er e in  

the ev en in g du ri ng  d ru g  ad m in is tr at io n an d into the ear ly  mor ning  hours  for co n­

fe re nc es  with  var io us staf f me mbe rs of the VA h o sp it a l, in cl udin g the nu rs e  slee p

mon ito r in vo lved  in  th e s tu d y .
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Upon completion of the case rep or ts,  Investiga tor 9 forwarded them to our 

regional medical office. At our regional offices the case reports underwent 

an in itial  detailed review to de termine whether they were pro per ly filled out and 

otherwise accura te. The case reports  were also review ed in Nutley by the 

medical monitor.  In rev iewing these case re po rt s, our  regional personnel noted 

a number of obvious err o rs . The er ro rs  were bas ical ly erro rs in transc ription

or omission of information and were not unusual when one cons iders that Inve sti­

gator  9 was a new investig ator  for Roche performing a study und er a r ath er  stringe nt 

protocol and req uir ing  the completion of detailed and involved case re po rts. Some 

of the problems also dealt with the fact tha t the VA laboratory  ha d, during the 

stud y, changed the laboratory  normal va lues , and the normals differed from the

labo ratory normals  that had been prov ided  to us pr ior  to the insti tution of the

stud y.

In o rder to resolve these po int s, we asked Investiga tor 9 to review with us the

patient reco rds. While we certa inly  recognize the need for an ind ividua l's right

of pr ivac y, we are at the same tim e, on occas ion, faced with the need to clarify

apparen t e rror s or valida te data obtained from clinical invest iga tions. In some

ins tan ces , when quest ions ar ise , the only way to confirm or valida te data obtained

in a clinical study that is to be submitted to the Food and Drug Administ ration in

26-828 0  -  78 -  15
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su pport  of t he  m ar ke tin g of a new  pro du ct  is  to co mp are th e ca se  re p o rt s wi th  the

raw da ta  in  the pa tie nt  c h a rt s .

In some in st an ce s in  wor ki ng  wi th  the in ves tigato r an d the in st itution th es e

qu es tion s on the ca se  re port s can be  ap pro pri at el y  re so lv ed . In oth er  in s ta n c es ,

h ow ever, the in st it u tions an d per so nnel  wi ll no t pe rm it d ru g  sp onso rs  to review

pa tien t c h a rt s . How ev er , we were pe rm itt ed  to review  the la bo ra to ry  da ta  for

each  of t he  pat ie nts  in  th is  in it ia l stud y a n d , wi th  In ves tigat or 9, mak e ap pro priat e

corr ec tions in  the ca se  re p o rt s . When I say "co rr ec ti o n s ,"  wh at I m ean  is  th at

some  la bo ra to ry  val ue s re co rd ed  on ou r ca se  re port s di ff er ed  from  thos e in  the

pati ents ' ho sp ita l chart s su ggest in g  tr an sc ri p ti on  e r r o r s . In ot her  in s ta n c es ,

th e da te s in di ca te d in  the pa tie nt  re co rd s di ff er ed  from  the da te s in  the ca se  re port

or  ce rt ai n  po in ts  a s , fo r exam ple , the  pa ti en t' s oc cu pa tio n was om itte d from the

ca se  re p o r t. A cc ord in gly , th e on ly ch an ge s th at  wo uld ha ve  be en  made by

Roche per so nnel  de al t wi th  mak ing su re  th at  the  ca se  re p o rt s wer e ac cu ra te

an d re flec te d the da ta  in  the pa tie nt  re c o rd s . Th es e ch an ge s wer e made only

wi th the kn ow ledg e of the in ves tigato r.

Fo llo wing  th is  re v ie w , we soo n re ce iv ed  from  In ves tigat or 9 a  copy of the VA 

po lic y re gard in g  ex am inat ion of pa tie nt  re c o rd s , in dic at in g th a t, ba se d on fe de ra l
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pri vac y le g is la tion , on ly ce rt ai n sp ec if ic al ly  li st ed  pers ons ha ve  ac ce ss  to pa tie nt

re c o rd s .

Afte r our m ee tin gs  wi th  In ves tigat or 9 a nd  our re vi ew  of the dat a,  we w er e ab le 

to sa ti sf ac to ri ly  re so lv e the var io us in co nsi st en ci es  th at  ap pea re d in  h is  ca se  

re p o rt s . At no  tim e wa s th er e  any re as on to que st io n e it her the  in te g ri ty  of the

st udy or th e in div id ual s in vo lv ed .

We th en  de ci de d to ru n  a se co nd  ph as e of th is  st udy in vo lv in g 30 a dd iti on al  pati en ts .

We as ke d In ves tigat or 9 to subm it the fi rs t five ca se  re port s to us so th at  we could

re vi ew  the m with  him to make su re  th at  th ey  w er e co rr ec t.  T here aft e r,  we re ­

vi ew ed  with  him  the fi rs t ca se  re port s no tin g some  very  minor  d is c re p an c ie s ,

su ch  as  the fa ilur e to in cl ud e the oc cu pa tio n of  the  p a ti en t. I wo uld  also  lik e to

ad d th a t , in  the se co nd  ph as e of th is  s tu d y , cer ta in  ch an ge s wer e ma de in  the  

pro to co l,  bas ic al ly  decr eas in g  the dura tion of the stud y from 7 to  5 n ig h ts . 

In ves tigat or 9 c on firmed  to us  by  le tt er th at  In st itut io na l Review Com mittee

(R es ea rc h an d Ed ucati on  Com mit tee at th e VA ho sp ital ) ap pro val  wa s ob ta in ed  for

th e in iti at io n of th is  se co nd  ph as e as  wel l as th e ch an ge s in  pr ot oc ol .

Upon comp let ion  of the se co nd  ph as e of the fi rs t s tu d y , we d is cuss ed  with  In ves ti ­

ga to r 9 the poss ib il ity  of an ot he r stud y whi ch  wo uld  in cl ud e se cobar b it a l,  p la ce bo ,
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an d our in ve st ig at io na l d ru g . As we ha d done in  th e fi rs t stud y and p ri o r to 

the in iti at io n of th is  seco nd  s tu d y , we ha d a nu m be r of mee tin gs  and co ntac ts  

with  In ves tigat or 9 a cq ua in tin g him  with  pr otoc ol  re quirem en ts  an d the ne ed  for  

pat ie nt co ns en t an d In st itu tion al  Revie w Committee ap p ro v al. In ves tigat or 9 then  

su bm itt ed  the protoc ol  an d ot he r st udy do cu me nts to th e In st itut io na l Rev iew 

Committee  for  th ei r ap pro val , an d su ch  ap pr ov al  was  tr an sm it te d to us  by  In ves ti ­

ga to r 9 p ri o r to the com mence ment of the s tu d y . I wo uld  lik e to po in t out that  the  

ap pr ov al  ag ain se ts  fo rth  th e re quirem en t of w ri tten  pa tie nt  co ns en t and th at  copie s 

of th e ex ec ut ed  co ns en t sh ou ld  b e fo rw ar de d to the  Office of the Assoc iate  Ch ief  of 

St af f for R es ea rc h. Th e le tt e r of  a pp ro va l to In ves tigat or 9 a lso  no tes that  pa tie nt  

co ns en ts  were at ta ch ed  an d appar en tly  re vi ew ed  b y the Res ea rc h an d Ed ucation

Committee  at the VA h osp it al .

We h ad  no in di ca tio n th at  th ere  wa s any  qu es tio n or ca us e for  co nc er n un til  

Octob er  1, 1976, wh en  we comp leted  o ur review  of th e fi rs t 21 ca se  re p o rt s .

In  re vie w in g th es e ca se  re p o r ts , our re gi on al  med ical  off ice per so nnel  

no ted th at  th ey  ap pea re d to be  ac cu ra te  with  o ne no tic ea bl e exce p ti on , an d that  

co nc er ne d a Pa tie nt  No.  9.  When In ves tigat or 9 s ub m itt ed  the ca se  re port s to u s,  

he  appar en tly  in ad ver ta ntly  in cl ud ed  a cop y of t he  la bora to ry  sl ip  for  th is  pa tien t. 

A re vi ew  of the la bora to ry  sl ip  ag ai ns t the la bora to ry  da ta  en te re d  in  the ca se  

re p o rt  di sc lo se d a de fin ite  d is c re p an cy . While  the  la bora to ry  da ta  i n th e case
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re p o rt  in di ca te d no ab no rm al ity,  the hos pi ta l la bora to ry  re port  for Pa tie nt  9 

in di ca te d a on e- da y di ffer en ce  in  da te s an d gro ss ly  ab no rm al  v a lu e s . Im med ia te ly , 

th e he ad  of ou r re gi on al  med ical off ice ca lle d In ves tigat or 9 e x p re ss in g  o ur co nc er n 

an d in q u ir in g  abou t the d is c re p an cy . In ves tigat or 9 r es ponded  th at  th ere  were 

two  pat ie nts  in  the hosp ital  at the sam e tim e with  th e sam e in it ia ls . In ligh t of 

the d is cre pancy  an d ex pla nat io n , we re ques te d  th at  In ves tigat or 9 p ro vid e us  

with  the o ri g in al la bora to ry  da ta  fo r al l 21 p a ti en ts . In ves tigat or 9 i nd ic at ed  that  

he  di d not ha ve  the time to do th is  b u t , af te r mu ch convers a ti on , ag re ed  to ob ta in

th e da ta  an d meet with  us  so th at  th ey  co uld be  co mpa red to the da ta  ente re d  on th e

ca se  re p o rt s .

On Octob er  8, In ves tigat or 9 met wi th  a re pre se n ta ti ve  of our re gi on al  me dic al

of fic e.  At th is  tim e,  ou r re pre se n ta ti ve  no ted th at  the g ra phs of the la bora to ry

re p o rt s ap pea re d to be ir re g u la r as if  p os si bl y dra w n by  ha nd  ra th e r th an

m ac hin e. He als o no ted  th at  the hema tol ogy re port s ha d be en  fil led ou t by  ha nd

and no t by machin e as  ha d usu al ly  be en  th e ca se  duri ng  the fi rs t st u d y . In ­

vest ig ato r 9 s ou gh t to ex pl ai n th is  by  sa y in g  th at  the mac hine s wer e no t in

op er at io n an d th at  th is  wa s not unusu al  fo r the hosp it al . In ves tigat or 9 s ho we d 

us wha t he  st at ed  wa s the ori gin al  la bora to ry  wor k fo r Pa tie nt  9, and th is  now

matc hed wh at  wa s in  the ca se  re p o rt . We que st io ne d him abou t the o th er  pa tie nt

with  the sam e in it ia ls  as Pa tie nt  9 a nd  as ke d to see th is  pa ti en t' s char t.  In ves tigat or
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9 st at ed  th at  th e pa tie nt  in  qu es tio n ha d lef t the h o sp it a l, ente re d some  n u rs in g  ho me,

an d the re co rd s could  not be  foun d.

Ha ving  no tif ied Nu tley of th eir  co nc er ns  abou t the se co nd  s tu d y , our re gi on al

med ical  per so nnel  d is cuss ed  the st udy wi th  us  wh en  they  v is it ed  our of fic es  on

Octob er  18. At the same tim e,  the Nu tle y mon ito r be ga n an in de pe nd en t in v esti ­

ga tio n of the cl in ical  ef ficacy  da ta  th at  had be en  su bm itt ed  by  In ves tigat or 9 in 

the s tu d y . Our  an al ys is  of  the  ef fic acy da ta  co nt ai ne d in  th es e ca se  re port s by

In ves tigat or 9 d is cl os ed  a very  unusu al  si tu at io n. Th e da ta  from  the fi rs t two

n ig h ts  of  the  st udy wh ich wer e pl ac eb o nig hts  in di ca te d to tal  in ef fe ct iv en es s of 

the pla ce bo , w her ea s da ta  from  the ne xt  th re e  nig hts  in di ca te d ov erwhe lm ing 

ef fe ct iv en es s fo r the d ru g —w het her  it be  the in ves tigat io nal  d ru g  o r se co bar bital .

The se  da ta  w er e unusu al  by  th em se lv es  b ut in cr eas ed  ou r su sp ic io ns ev en  mor e,

si nce  th ey  w er e too co nsi st en tly  po si tive  co mpa red wi th  the da ta  b ei ng gen er at ed

by o th er  in ves tigato rs  an d by  the da ta  th at  In ves tigat or 9 h ad  su bm itt ed  in  the

fi rs t s tu d y .

After  review  of  the  si tu at io n with  our re gi on al  medica l p eop le , on Octob er  18 

it wa s dec id ed  th at  ou r mon ito r wo uld  meet with  In ves tigat or 9 for  a fu rt her 

ex pl an at io n.  Ou r Nu tley mon ito r vis it ed  In ves tigat or 9 at the VA ho sp ital  on

Octob er  20 an d 21. At th is  tim e,  the Nu tle y mon ito r de te rm in ed  th at  in  a p re ­

stud y dis cu ss io n  of the pr otoc ol  In ves tigat or 9 had  in ad ver ta ntly  info rm ed  the
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nu rs e  o b se rv er of  th e ni gh t on which  the pat ie nts  ch an ge d from pl ac eb o to 

ac tiv e m ed ic at io n. He r ef fo rts to review  the la b o ra to ry  fil es  on the la bora to ry

da ta  in  qu es tion  w er e met with  some  host il it y .

Ou r mon ito r co ntac ted Nu tley by  te le ph on e on th e 20th  ex p re ss in g  h e r co nc er n

abou t the at ti tu de  and the re fu sa l of cer ta in  pe op le  in  the la bora to ry  to co op er at e.

A su perv is o ry  physi ci an  th en  pl ac ed  a ca ll to the he ad  of the VA h os pi ta l

la bora to ry  an d d is cuss ed  ou r co nce rn s.  T his  per so n in di ca te d th a t,  if  we

co uld pro vi de  him with  a cop y of the R es ea rc h an d Edu ca tio n Com mit tee le tt er

of  a p p ro v al, he  wo uld  be  ab le to ob ta in  for us  la bora to ry  an d o th er  dat a co n­

cer n in g  th e st udy . Ou r re gi on al  med ical  off ice  ma iled a copy of  th is  ap pr ov al

to him the ne xt  day . None of th es e da ta  wer e ever  pro vid ed  to u s .

When  the Nu tle y mon ito r re tu rn ed , it wa s de ci de d th at  th is  su perv is o ry  ph ys ic ia n

as  we ll as h is  su p e ri o r,  the Direc to r fo r Me dic al R ese ar ch , sh ou ld  mee t wi th  

In ves tigat or 9 to d is cuss  th is  si tu at io n.

On No vemb er 3, 1976, a month af te r the prob lem co nc er nin g Pa tie nt  9 h ad  fi rs t

a ri sen , our med ical  pe op le met  wi th  In ves tigat or 9. Mr . Cha irm an , I wo uld lik e to

re fe r the Subcom mittee to a me mo ran dum of No vemb er 8, 1976, conce rn in g th is
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v is it  which  wa s pr ovid ed  to the Subcom mittee staf f la st  wee k.  E ss en ti a ll y , as 

des cri bed  in the me mo ran dum,  af te r mu ch d is cuss io n , In ves tigat or 9 c on firmed  

th at  he ha d pro vid ed  to the nurs e  o b se rv er a copy of the in vest ig a to r' s protocol

which  in di ca te d th at  the pl ac eb o ad m in is trat io n wo uld  oc cu r on the fi rs t two 

nig h ts  and d ru g  ad m in is trat io n on the ne xt  th re e  n ig hts  of the s tu d y . We expre ss ed

our co nc er n to In ves tigat or 9 abo ut  the poss ib il it y  of un co ns ci ou s b ia s of t he  nu rs e

o b se rv er.

In re sp onse  to que st io ns  co nc er ni ng  the la bora to ry  dat a,  In ves tigat or 9 ag ain 

in di ca te d th at  th e machines wer e not w ork in g and wer e oft en "d ow n. " We as ke d 

if  we could  se e a pa tie nt  ch ar t for  a pa tien t who wa s not in cl ud ed  in  th e st udy .

In ve st ig at or  9 lef t th e room an d re tu rn ed  with  a pa tie nt  c h a r t. Upon ex am in at io n,

we no ted th at  " ir re g u la r lin es " on the SMA gra phs an d ha nd  en tr ie s on  t he

la bo ra to ry  chart s w er e also  pre se nt in  th is  pati en t' s ch ar t ev en  th ou gh  th is  was

purp ort ed ly  a pa tien t not in  our s tu d y .

We t he n as ke d In ves tigat or 9 to show  us  a ch ar t for one  of the  pa tie nt s in  the

st udy and, up on  re vie w , no ted the ab se nc e of any pa tie nt  co ns en t. We as ke d to

see a si gn ed  co ns en t form for th is  p a ti e n t, an d af te r look ing th ro ugh th e pa tie nt

ch art , he  st at ed  th at  it must ha ve  be en  m ispl ac ed . We th en  as ke d to see a pa tie nt

co ns en t form th at  he was usi ng in the s tu d y , and he  pr ovid ed  us  wi th a bl an k

copy of th e co nsen t form th at  wa s us ed  in  th e fi rs t st udy and which  did not deal
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w ith  the use of  seco bar bita l. We im med iate ly advis ed  In vest ig ato r 9 th at  th is  

was unaccepta ble  fo r that  reason  and  he must imme diately b ri n g  these con sen t 

forms  up  to date and that  a copy of the sig ne d form be re ta ined  in  the  pa tie nt 's

fi le .

Upon re tu rn  of  o ur  me dical peo ple  to N u tle y , i t  was  decid ed  that  we wo uld te rm inate

the  stud y w ith  In ve stigato r 9 because of  the  p oss ib ili ty  of  unconsc ious  bias  of  the

nu rse obse rv er.  In vest ig ato r 9 was no tif ie d of th is  de cis ion by our le tte r of

No vemb er 24,  a c opy of  w hich was  pro vided to the Subcommittee st aff  last  we ek .

In our  fina l re port  on th is  stud y to our IN D , we noted that  we we re  e lim in atin g the 

stud y as a c on side ra tio n fo r effec tiveness of  the d ru g  in  lig h t of  the poss ib il it y  

o f unconscio us  b ia s. We reev alua ted the  fi rs t study pe rfo rm ed  by In ve stigato r 9 

an d,  co nsidering tha t we had wi tnessed the  fi rs t n ig ht of  d ru g  adm in is tration,

review ed  ap pr ox im ately 35 pa tie nt  ch a rt s , and that  the  data we re  co ns isten t w ith

data generated by oth er  in ves tiga to rs , we decid ed  that  no fu rt h e r ac tion was 

re qu ired  co nc er ning  t h is  s tu d y .

In  su mmary,  M r.  Ch ai rm an , af te r a th or ou gh  re v ie w , the  only  po ints  that  we

knew fo r ce rtain we re  that  there was a p oss ib il it y  of  u nconsc iou s bias  and In ­

vest ig ato r 9 had fa ile d to show  us an ef fect ive pa tie nt  con sen t fo r the  second
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s tu d y . We te rm in ated  th e stud y and el im inated  it from  co ns id er at io n in su pport  

of ef fect iv en es s of t he  d ru g  b ec au se  of th is  poss ib le  b ia s .

In co ncl usi on , I would  lik e to say th a t, wh ile  we ar e co nc er ne d abou t wh at we 

ha ve  hea rd  he re  today in vo lv in g In ves tigat or 9 a nd  o th er  cl in ical  in v es ti g a to rs , 

we be lie ve  th at  our pro ced ure s and mon ito ring  ef fo rts as ev id en ce d by  the  

fac t th at  w e,  o u rs e lv es , dis co ve re d pr ob lem s wi th  th is  stud y and, on ou r own  

in it ia tive  de cide d to el im inate the stud y from ef fic acy co ns id er at io n and de le te  

the in v es ti g a to r, de m on st ra te  th at  we d il ig en tly  pe rfor m  ou r re sp onsi b il it ie s 

as  sp on so rs  of cl in ic al  in ve st ig at io ns  an d th at  the p re se n t sy ste m wor ks

ef fe ct iv el y.

Th an k you very  m uch , M r. C ha irm an .
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Mc NE IL LABORATORIES. 500  OFFICE CENTER DRIVE. FORT WASHINGTON. PA 19034.  (215) 628-5 000

March 7, 1978

I am George I. Poos, Ph. D. , Vice President, Scientific 
Affairs of McNeil Laboratories, a prescription pharmaceutical 
manufacturer. I have the overall responsibility for Research 
and Development at McNeil Laboratories.

In response to a request from the Subcommittee, I am pre­
pared to discuss the policies and practices of McNeil Labora­
tories pertaining to clinical investigational work and in par­
ticular a study by an investigator on one of our investiga­
tional new drugs.

At the outset, Mr. Chairman, permit me the liberty of 
expressing my personal respect for the Subcommittee's thought­
ful involvement in the manner in which pre-clinical and clinical 
drug testing is conducted in this nation. I have devoted 
the better part of my professional career to researching and 
developing new drugs —  the task is at once immensely sophisti­

cated, often laborious, frequently providing therapeutic bene­
fit while at the same time potential risk to the subjects in­
volved, but always necessary to provide new and improved medica­

tion.
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During the hearings you have conducted over the past few 
years, you heard testimony indicating cause for concern about 
clinical drug investigation. No thoughtful person can dis­
regard the issues raised during these sessions. While our 
knowledge, development and appropriate use of medications must 
progress if we are to attack yet untreatable diseases or im­
prove our therapeutic techniques, this must not be a result of 
undue, unfair or uninformed risk to those subjects in whom 
investigational drugs are introduced. All parties involved 
in conducting and sponsoring drug investigations must constantly 
be vigilant for those investigators who cannot or will not 
produce high quality work while maintaining the strictest 
ethical standards. Development of medications would be a far 
easier task if we could develop strict and uniform objective 
criteria by which safety and efficacy of all investigational 
drugs could be readily determined. Unfortunately, science is 
not always given to such convenient standardization.

With this understood, I would offer the following observa­
tion —  the vast majority of clinical investigators I have 
worked with over the years are dedicated, highly qualified, 
truly humane individuals. Their efforts have been an integral 
part of the drug development process, a process which has 
produced significant, at times dramatic, improvements in our
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ability to provide health care. Through years of experience with 

many clinical studies and investigators at McNeil, we have 
continuously improved our policies and practices to protect 
patient safety and privacy while developing reliable clinical 
data which can be used to make sound decisions by ourselves and 
the Food and Drug Administration. We are commited to con­
tinue to improve our policies and practices.

Senator, the bill you have introduced, S. 2579, is a help­
ful step in assisting the nation to better understand and manage 
the complexities C clinical drug investigations. The study 
authority provided in the legislation should provide an op­
portunity to better define the parameters of these concerns and, 
hopefully, lead to appropriate methodologies for assuring 
thorough, safe and scientifically valid investigations. I 

support this effort.

It is pertinent to the subject of this hearing to discuss, 
if but briefly, four key elements of the drug clinical in­
vestigation process. These elements are (1) protocol develop­
ment, (2) selection of clinical investigators, (3) monitoring 
of investigations, and (4) processing and evaluation of data.

In order to produce dependable results, studies must be 
conducted pursuant to well designed protocols. At McNeil the 
protocol development process is initiated by a physician with
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expertise in drug investigation protocol design. The proposed 
protocol is then channeled for review by specialists in a broad 
range of scientific disciplines. Physicians, clinical pharma­
cologists, toxicologists, laboratory researchers, statisticians 
and finally the Director of Research and Development are required 
to comment on, and where necessary, modify the proposed protocol. 
This process is repeated until all specialists within McNeil are 
satisfied that dosage levels and forms are safe and practical 
when measured figainst carefully determined study objectives. 
Further, the reviewers must determine that the patient population 
meets strict criteria for the disease state being treated, 
excluding those persons inappropriate for the study due to factors 
such as presence of other disease states, use of other drugs 
which might interfere with the study results, women of child­
bearing potential, and age generally. The parameters being 
measured must be quantifiable and subject to statistical analysis.

All protocols must be approved by our internal review 
mechanism in the manner indicated above. It is likely though, 
given the specific nature of certain compounds, that the 
participants in the review process will vary slightly to 
accommodate the need for applicable areas of expertise.

Selection of appropriate clinical investigators is accomplished 
through a variety of mechanisms. McNeil professional staff is 
continually reviewing medical, pharmacological and scientific 
literature. Through this process, and through attendance at



and participation in, a range of professional meetings, we 
are able to identify clinicians with established expertise in 
areas of interest to us. Additionally, we give serious con­
sideration to professional referrals from clinicians, investigators 
and academicians with whom vze have an established relationship 
or from individuals with recognized expertise in applicable 
disciplines. Given our many years of experience in drug research 
and development we have established a series of ongoing relation­
ships with many excellent clinical investigators.

Once an investigator has been identified, a McNeil physician 
monitor or clinical research associate (if we have had previous 
experience with the investigator) will meet with a perspective 
investigator —  at the investigator's office —  prior to final 
designation of the investigator. The purpose of this meeting 
is to permit the McNeil representative to assess the investigator's 
interest and ability to adequately conduct the proposed study. 
Beyond the investigator's professional qualifications —  which 
have been previously reviewed by McNeil —  it must be determined 
that there is a sufficient patient population with the disease 
condition to be treated. This will assure that an adequate 
number of patients will be studied during the investigation.
The investigator's professional support personnel, and facilities 
are observed, discussed and evaluated.
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During this visit a summary of preclinical and clinical data is 
reported to the physician being considered to conduct the study.
The summaries are contained in an IND brochure which is updated 
as new and significant data becomes available to McNeil and 
provided to the investigators so that they are knowledgeable 
about the most recent safety and efficacy data to best treat 
their patients participating in the study.

After it has been agreed that an investigator will conduct 
the proposed study and appropriate administrative requirements 
have been executed, the investigator is supplied with clinical 
supplies and case report forms.

Immediately preceeding inception of the study, a McNeil 
physician monitor or clinical research associate will usually 
meet with the investigator at the investigator's office. The 
purpose of this session is to permit final inspection of the 
clinical supplies and a thorough review of the approved protocol. 
All relevant regulatory requirements are again discussed.

At this point it is relevant to note that if an investigation 
involves introduction of a drug into humans for the first time —  
the McNeil physician monitor will remain on the investigator's 
premises for an appropriate period of time to personally observe 
the initial stages of the investigation.
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In the majority of circumstances, a McNeil monitor will 
visit an investigator at intervals of from two to eight weeks 
during the course of a study. The duration of the intervals 
is determined in large part by the size of the patient universe 
under observation and the frequency of the patients scheduled 
visits to the doctor. During each McNeil-Investigator meeting, 
applicable case report forms are reviewed in detail with 
particular emphasis on side effects, laboratory abnormalities 
and drug inventory control.

Because side effects are always a paramount concern during 
clinical investigations, patients are routinely monitored for 
side effects. In addition, McNeil instructs all investigators 
to notify the physician monitor immediately by telephone in 
instances where serious side effects occur, which are rare.
If warranted, a physician familiar with the drug will be 
dispatched to assist in treatment or observation of the 
effected patient. In these circumstances, a review is 
immediately conducted by all relevant scientific disciplines 
to determine an appropriate course of action including dis­
continuance of the study if indicated.

Data generated from each individual study is evaluated as it 
is received by McNeil. Depending upon the length of the study, 
some data may be reported to McNeil before the study has been 
fully completed. Whether interim or final, data are carefully 
reviewed and analyzed by McNeil experts and upon occasion by 
independent expert consultants. As stated earlier, science is

2 8 -8 28  0  -  78  -  16
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not always given to convenient standardization; therefore the 
review process for each drug may vary depending upon the protocol, 
study objective and type of therapeutic drug. The following is 
a general statement of our data evaluation process.

I should note that this entire process is the result of 
design and review by internal and independent expert consultants, 
experience and improvements and rigorous FDA standards, It is 
an amalgamation of medical judgment, basic science, government 
regulation, common sense and good science.

All data generated from the study are meticulously reviewed 
by the CRA and the physician monitor. Patient eligibility for 
inclusion in the study, adherence to protocol, any side effect 
or adverse reaction, efficacy, laboratory test results, x-ray 
or other diagnostic measurements are among the many items 
especially reviewed. Age, sex and other relevant patient 
characteristics are also analyzed. The physicians and other 
highly qualified scientists who developed the drug and the 
protocol also review the data at various stages of this process. 
Questionable or incomplete data, unless specifically validated with 
the investigator, will be discarded at some stage of the 
analysis process. Skilled statisticians analyze the data.
In many instances, study results are entered into a sophisticated 
computer data file. Individual patient response, side effect 
profile and other parameters are further evaluated for 
trends or patterns. Each clinical study undergoes a similar
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review and then becomes part of the total review of data from 
all the other clinical investigators.

The entire evaluation process produces a carefully prepared 
and thorough summary which is scrutinized by physicians, clinical 
pharmacologists, toxicologists and basic scientists all of whose 
education, training and experience qualify them as experts. 
Decisions as to safety and efficacy are made through joint 
efforts of many highly skilled, responsible individuals.

At appropriate points in time all these data and evaluations 
are reported to the Food and Drug Administration where its 
independent experts conduct further review. The drug may be 
approved for use, subjected to further study or not approved.

Now to return to the specific investigational drug and 
clinical investigation identified by the Subcommittee Staff.

After extensive preclinical testing, McN-3113, a promising 

skeletal muscle relaxant discovered in our laboratories, was 
introduced into clinical trial in duly, 1974. A number of 
clinical investigators have studied McN-3113 in phase I and 
phase II clinical trials. An investigational new drug exemption 
(IND) supplement was filed on May 21, 1975, with investigator 
number 10 as the investigator in an open label dose ranging 
study. The object of the study was to determine the most 
effective dose for the relief of muscle spasm and pain associated 
with muscle spasm in patients with acute exacerbations of chronic 
pain syndromes such as acute lumbar strain and lumbar sacral strain
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This investigator was visited in his office by one of our 
physician monitors prior to the beginning of the study to discuss 
the protocol and conduct of the study. A letter from the 
physician monitor to the investigator on May 16, 1975, con­
firmed the discussion about clinical supplies and the require­
ment for signed patient consent. Clinical supplies were shipped 
May 22, 1975, and an updated IND brochure for McN-3113 was sent 
June 4, 1975/^On August 5, 1975, at the completion of the 

investigation as called for in the protocol, a clinical research 
associate (CRA) visited the investigator and picked up 45 
completed case report forms each signed by the investigator.
It was noted that a therapeutic response to the three dose 
levels was seen and that nine patients had complained of mild 
side effects. A letter from our CRA to the investigator on 
August 7 confirmed that copies of the case report forms were 
being returned and enclosed a drug return form with instructions 
for its use as is our usual practice. The unused drug was 
returned August 11, 1975.

This particular study was only one of many. In the Fall of 
1976,’we decided to suspend clinical trials on McN-3113 due to 
a lack of sufficient efficacy found for the drug under the 
test conditions employed.

This concludes my prepared statement. I hope it has been 
kelpful to the Subcommittee and I will be pleased to answer 
any questions you may have.
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H earing He ld Befo re
Su bcom mi tte e on H ea lth  and S c ie n t i f ic  Researc h 

Commi tte e on Human Resourc es 
U n ited  S ta te s  Sena te

March 7,  1978
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For Kennedy Hearings of  March 7, 1973

As of  3/1/73 our l i s t  of  "For Cause" inve st igat ions  of  c li n ic a l 
inve st igators contained 26 names. The source of  the leads which 
led us to in it ia te  in ve st igat iona l action  on these was:

NDE suspic ion of  data 3 
Sponsor complain t 7 
Consumer complain t 4 
IRC in ve st igat ion 2 
Data au di t (7343.811) 2 
Procedural compliance (7343.310) 1 
Special survey fo llow-up  1 
L ite ra tu re  review 1

Of these 26 in d iv id ua ls , i t  appears that  there is  an overwhelming 
lik lihood  th at  at leas t 15 w il l be subject to o f f ic ia l regu latory 
ac tio n,  i. e . d is qua li fi ca tion  and possibly crimina l, prosecution.

A review of  the loca tio n of stud ies done by the 15 persons noted 
above reveals that  the studies of  8 of  these were covered or should 
have been covered by in s ti tu ti o n a l committee review.

ABlisook/EMatney 
f t  2/27/78
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Se na tor  K ennedy. The h ea rin g is now a djo urn ed.
[Wher eup on, at  12:57 p.m., the  subcomm ittee  ad jou rned , to recon­

vene sub ject  to  the  call of the  Ch air .]
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