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COUNTERFEIT BULK DRUGS

THURSDAY, JUNE 8, 2000

HOUSE OF REPRESENTATIVES,
COMMITTEE ON COMMERCE,
SUBCOMMITTEE ON OVERSIGHT AND INVESTIGATIONS,
Washington, DC.

The subcommittee met, pursuant to notice, at 11 a.m., in room
2322, Rayburn House Office Building, Hon. Fred Upton (chairman)
presiding.

Members present: Representatives Upton, Burr, Bryant, Stupak,
and Strickland.

Staff present: Alan Slobodin, majority counsel; Anthony Habib,
legislative clerk; Chris Knauer, minority investigator; and Brendan
Kelsay, minority research analyst/press assistant.

Mr. UPTON. Good morning, everybody.

We have a number of subcommittee meetings and full committee
hearings going on, and we expect a number of members coming in
t}(lle next few minutes, but in the interest of time we will get start-
ed.

Today we are here to dissect the issue of the influx of counterfeit
bulk drugs. There is an increase in concern that drug ingredients
made overseas that are either counterfeit, unapproved or poorly
made are entering our Nation’s health care system and endan-
gering patients’ health and even their lives.

Here is a case in point. Several years ago, 89 Haitian children
died after taking cough medicine made with contaminated glycerin
traced to China. We may think that tragic events like this can’t
happen here in our country with its sophisticated regulatory sys-
tem, but our committee’s investigation reveals that our system does
have major flaws, and it could happen here all too easily.

Recently, our committee’s investigation revealed that FDA had
linked the adverse reactions of 155 American patients to
gentamicin sulfate made by Long March Pharmaceutical, a Chinese
drug company. It may well be that other patients died from un-
known impurities in this drug as well. FDA’s own forensic tests
showed unexplained discrepancies between the chemical finger-
prints of the drug taken from Long March at different times.

FDA'’s inspection revealed data integrity problems and other seri-
ous deficiencies with Long March. Despite FDA inspections in qual-
ity control by the U.S. drug companies that use this material, the
suspicious bulk drug still infiltrated our health care system with-
out detection. This is just one example of other instances that have
confirmed that counterfeit, substandard drug imports are getting
into our prescription drug supply and harming patients.
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To substantiate our concerns about counterfeit bulk drugs infil-
trating our Nation’s health care system, I now ask unanimous con-
sent to place FDA correspondence, internal FDA documents and ar-
ticles on drug counterfeiting into the record documenting the coun-
terfeit bulk drug problem.

Without objection, that is done.

[The information referred to follows:]
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The Honorable Jane Henney, M.D.
Commissioner

Food and Drug Administration
Room 14-71 (HF-1)

5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Henney:

Pursuant to its public health oversight responsibilities under Rules X and X! of the U.S. House of
Representatives. the Committee has been investigating FDA's activities relating to counterfeit bulk drugs
since August 4, 1998. Developments from this investigation require the Committee to intensify its
examination and request that the FDA consider taking certain actions to protect the American public.

Documents provided to the Committee indicate that the lack of FD A leadership and weaknesses
in FDA's import system appear to have left the American public vuinerable to dangerous drugs from
abroad. As some FDA officials have noted. the prevailing high prices and potential profits from
prescription drugs provide a strong incentive for counterfeiters to enter the U.S. market. Counterfeit buik
drugs are difficult to detect by the sampling tests performed by industry and the FDA. FDA has littleor
no control of imported counterfeit bulks entering the U.S.. providing no meaningful deterrence to trafficking
of these products. Indeed. based on intenal FDA documents and other reports obtained by the
Committee, there is substantial evidence of imported counterfeit or substandard bulk drugs silently
infiltrating the U.S. health delivery system. and harming the American people.

While the FDA has stated that the problem of imported counterfeit bulk drugs is only a "potential”
public health issue. the agency in some instances is weil aware of evidence strongly linking imported
pharmaceutical product that was either unapproved. substandard or counterfeit to adverse drug events here
in the United States. Moreover. the FDA has not only known of the evidence of harm. but failed to take
important necessary steps to protect the American people. Notwithstanding years of warnings from intemnat
FDA working groups, the GAO, this Committee. the industry, the media, and specific. detailed information
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from criminal investigations, the FDA has taken only preliminary steps to gain information on the problem
of imported counterfeit drugs. It appears that the FDA has so far failed to take all of the necessary steps
to upgrade its import system and to adequately investigate the criminal shipping of counterfeit drugs into
the U.S. healthcare delivery system.

The case of gentamicin sulfate illustrates my concems. Gentamicin sulfate is an antibiotic drug given
by injection to treat serious infections such as blood poisoning or inflammation of the heart lining.
Suspicions about imported, counterfeit gentamicin sulfate stemmed from FDA's criminal investigation in
1991 involving counterfeit oxytetracycline {an animal drug) purporting to be from Long March
Pharmaceutical in Sechuan, China. The investigation eventuaily implicated amajor broker of bulk drugs,
Flavine International, and pointed to several possible counterfeit imported drugs such as gentamicin sulfate.
In August 1994, in connection with the investigation into counterfeit bulk drugs involving Flavine
International, the FDA's Office of Criminal Investigations (OCT) received an OCI-requested package of
information from FDA's Center for Drug Evaiuation and Research (CDER) Division of Epidemniology and
Surveillance. That package of information concemed adverse drug events associated with the
administration of gentamicin sulfate and was obtained from FDA's computerized Spontaneous Reporting
System (SRS). Forthe reporting time frame of 1989 through August 16, 1994, the SRS contained 1,974
adverse event reports associated with gentamicin sulfate, including 49 deaths, 251 hospitalizations, and 96
disabilities. The vast majority of adverse events were linked to gentamicin sulfate manufactured by
Fujisawa, USA and its Lyphomed Division and Solopak Laboratories. These firms all used the same
source for its bulk gentamicin sulfate: Long March Pharmaceutical of Sechuan, China. Although I
requested in 1998 virtually all documents relating to the Flavine case and the FDA provided these
documents, the Committee has no information indicating what OCI or CDER ever did in 1994 with the data
on gentamicin sulfate.

In March 1996, defendants in the Flavine investigation entered guilty pleas pursuant to plea
agreements and cooperated with the government. Debriefing of the defendants confirmed that for several
years several bulk drugs were counterfeited, including gentamicin sulfate, and sold for use in the
manufacture of human prescription generic drugs. (Notwithstanding the guilty pleas and the admissions to
federal investigators, FDA failed to de-bar Flavine Intemational and the defendants in the Flavine case.
Flavine Internationai continues to be an active broker.) Significantly, an OCI agent wrote the Report of
Investigation (ROI) covering admissions by Flavine officials that counterfeits were supplied to the human
generic drug industry. However, that ROl made no mention of any planned follow-up to the generic drug
companies to make certain no products made from the counterfeits were still on the market.

OnMay 15, 1996, an OCl agent, involved in the Flavine investigation but who did not write the
ROI, wrote a seven-page memorandum to an OCI Special Agent in Charge entitled, "Counterfeit Imported
Human Rx Bulk Drugs.” In this May 15, 1996 OCI memorandum, the author noted that gentamicin suifate
was one of the drugs identified as a counterfeit hurnan bulk drug supplied by Flavine. The memorandum
also noted that "it appears there have been deaths associated with the use of the generic presciption drugs
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made from the prescription drugs made from the counterfeit butk drugs supplied by Flavine International.”
The memorandum summarized the history of counterfeit bulk drug investigations since June 1991 described
the threat to the human drug industry; described health hazards associated with the use of FDA procedures
for controlling the imported drugs (which resuits in little control, if any); identified related legal issues;
identified the potential magnitude of the problem, i.¢., the majority of human generic prescription drugs are
made from imported bulk active ingredients; described the financial incentive for the intemational drug trade
to be involved with counterfeits (black market drugs can be half the cost of authentics); and provided some
recommended courses for Agency action.

The assessment of the OCI agent was corroborated at about the same time by amemorandum by
aU.S. Customs Service agent who was also involved in the Flavine investigation. Asaresultofthe U.S.
Customs Service agent's memorandum, the U.S. Customs Service agreed to fund a Counterfeit Drug
[nitiative. In contrast, the Committee has no evidence that OCI management took any action in response
to the May 15, 1996 memorandum, including authorizing joint efforts with the U.S. Customs Service on
its Counterfeit Drug Initiative.

However, the concerns about counterfeit bulk drugs were later echoed in other quarters of the
FDA outside of OCI. Inan August 1996 memorandum, the FDA's Forensic Chemistry Center noted: "We
have detected human and animal, bulk and dosage counterfeit pharmaceuticals. . .. We literally have no
control over bulk drugs that enter the US .. . Counterfeit or unapproved bulk drugs can unknowingly be
received by legitimate dosage from manufacturers and turned into tablets/capsules and sold as legitimate
drugs. These drugs can reach anyone including the President.”

In 1995, the Forensic Chemistry Center had suggested to FDA Commissioner David Kessler the
possibility ofestablishing an agency-wide initiative related to counterfeit drugs. A number of initial meetings
were held, but with varying opinions on how to address the issue. no clear-cut agenda developed. By late
1996, the internal OCI memorandum and other information on counterfeit bulk drugs reached the
Commissioner's office, which resuited in a meeting of the Commissioner with other FDA staff on counterfeit
orunapproved bulk drugs. Atthat late 1996 meeting, Dr. Kessler asked that a counterfeit drug working
group initiative be coordinated by the Office of Operations. Dr. Randy Wykoff, the Associate
Commissioner for Operations, headed the Working Group. During 1997, a series of meetings were held,
involving FDA's Office of Regulatory Affairs (ORA) management, various ORA components (including
OCI, the Forensic Chemistry Center, and ORA field staff), Center for Drug Evaluation and Research
(CDER). Office of Special Investigations (OSI), Office of Chief Counsel (OCC), and others. A work list
of'potential action items was developed, prioritized, and implemented during 1997. Major actions included
communication, training, inspectional activities (as a follow-up to the Flavine case, 15 finished dosage
manufacturers were inspected), a pilot study to permit import investigators to access FDA databases, and
an authentic database on bulk drugs was started. One of the communication action items involved the FDA
(the Mid-Atlantic Regional Office and the Forensic Chemistry Center) and the United Kingdom's
Medicines Control Agency {MCA) cooperating and sharing analytical and forensic methodology and
associated intelligence on counterfeit bulk drugs.
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However, by January 1998, the Commissioner’s initiative on counterfeit bulk drugs was terminated.
According to an internal FDA memorandum, the initiative was terminated for several reasons: While
counterfeit medical products were found to be an issue of significant potential importance, no specific need
for a Commissioner's Office initiative was identified. It was felt that the Centers and ORA were the
appropriate FDA components to deal with counterfeits. It was also claimed that with the passage of the
FDA Modemization Act (FDAMA) in 1997, substantial new. higher priority, responsibilities were being
added to FDA. Ironically, on February 5, 1998, around the time the Commissioner's initiative on
counterfeit bulk drugs was terminated, Vice President Al Gore and the United Kingdom's Prime Minister
Tony Blair honored the FDA-MCA team for its partnership on counterfeit drugs with the Vice President's
Hammer Award for improving the performance of the government.

As aresult of the termination of the Commissioner initiative, many of the responsibilities from the
Commissioner Group devolved to the Foreign Products Working Group. This group was formed to
identify foreign active pharmaceutical ingredients and finished dosage forms using a risk management system
for sampling under CDER's Drug Product Surveillance program. However, in late 1999 the Foreign
Products Working Group was disbanded and the mission of recommending imported bulk drugs for
postmarketing surveys was absorbed into the Post Marketing Surveillance Group. On January 27, 1999,
you, as the new FDA Commissioner, were briefed on the Counterfeit Drug Initiative. Several general areas
where FDA action could be taken to further reduce the risks posed by counterfeit drugs were discussed.
mainly an ORA initiative regarding importation of bulk product and several regulatory proposals. To date,
very little, if any, of these actions (other than a draft workplan) have been taken. There is no record of any
discussion on making meaningful changes to FDA's import admissibility system or on creating a criminal
investigative task force with the U.S. Customs Service. Both of these actions would at least prevent or
deter some counterfeit bulks from entering the U.S., as opposed to detecting and recalling counterfeits
already in the U.S. market.

During the time since 1996 that the FDA implemented some follow-up actions on counterfeit bulk
drugs and then proceeded to downgrade the agency's oversight priorities of counterfeit drug imports, the
problem of adverse drug events from Long March gentamicin sulfate persisted. Inthe October 23, 1998
Morbidity and Mortality Weekly Report, the Centers for Disease Control (CDC) and the Los Angeles
County Department of Health Services reported a succession of at least 57 moderate-to-severe endotoxin-
like reactions (chiils, rigors, fever) that occurred in the western United States over an approximately six-
month period. These reactions were associated with the administration of endotoxin-contaminated
gentamicin for injection manufactured by Fujisawa, U.S.A. As noted previously, Fujisawa's source for
gentamicin sulfate was Long March Pharmaceutical.

By September 1998, the FDA Foreign Product Working Group had begun to target the Long
March gentamicin sulfate issue. According to the minutes of the September 1, 1998 meeting of FDA's
Foreign Products Working Group, it was the consensus of the group to sample imported gentamicin sulfate
because it was considered a high risk product with high volume. Thejustification noted a "substantial
amount being imported by Chinese firms; not sure of results from Long March. Fujisawa's source has ADE
(Adverse Drug Event) problems."
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In November 1998, one of the first hospitals to report the problem (University of New Mexico)
again experienced a series of patient reactions when using Fujisawa's gentamicin injection. Thehospital
reported that no reactions occurred when they used gentamicin made by other manufacturers. Fujisawa,
U.S.A. (which was purchased by American Pharmaceutical Partners, Inc. (APP) in June 1998) notified
the FDA of an increase in the number of reports of chills, rigors and fever with their gentamicin intravenous
product. As of November 19, 1998, APP received 38 adverse event reports involving 66 patients.
Subsequent investigation by the CDC and the FDA eventually led to issuance of a Dear Health Professional
letter and voluntary withdrawal of gentamicin sulfate by APP on November 30, 1998.

A few sporadic reports were received in early December 1998, generally with APP's product,
although two reports were with ESI Lederle's product that also used Long March as the source. InMay
1999 FDA was notified of a cluster of adverse events occurring in Denver, Colorado with ESI Lederle's
product. Additional reports continued to be submitted, including several clusters of reports of individual
institutions. On June 28, 1999, ESI Lederle and. on August 17, 1999, APP, respectively, votuntarily
withdrew lots of gentamicin sulfate associated with higher than expected incidence of adverse events.
During July and August 1999, the United States Pharmacopeia Practitioners' Reporting Network received
five reports, involving eight patients, describing pyrogen-like adverse reactions to gentamicin suifate
injection. Four patients received an ESI Lederle gentamicin product and four patients an APP gentamicin
product.

On September 7, 1999, FDA recommended an import alert for Gentamicin Sulfate Active
Pharmaceutical Ingredient manufactured by Long March of Sichuan, China. Significant evidence wascited
in support of this import alert: A "for cause” FDA inspection conducted August 3-9, 1999 revealed
numerous significant deviations from Good Manufacturing Practices (data integrity, process consistency,
manufacturing practices and documentation, water systerm monitoring and control, laboratory controls);
Long March was the sole supplier of the Gentamicin API used to manufacture APP Gentamicin for
injection which, when administered, resulted in at least 70 pyrogenic reactions reported as Adverse Drug
Events; Fujisawa withdrew approximately 66 lots from the market due to the ADEs; FDA laboratory
testing revealed one or more vials from six lots of gentamicin for injection manufactutered by APP did not
meet the endotoxin specification and each of these lots were manufactured by Long March; onJune 15,
1999, ESI Lederte withdrew 20 lots manufactured by Long March which were consistently reactive to
endotoxin; APP's rabbit pyrogen testing showed four of nine lots failed the pyrogen test; ESI Lederle
concluded three batches of Long March gentamicin were pyrogenic.

Inthe September 8, 1999 issue of the JOURNAL OF THE AMERICAN MEDICAL ASSOCIATION, you
published a statement concerning endotoxin-like reactions to gentamicin sulfate: "Since the start of 1998,
FDA and CDC have received approximately 130 reports of endotoxin-like reactions - characterized by
fever, rigors, and/or hypotension - following intravenous administration of two brands of gentamicin sulfate.
About 70 of the reported cases were temporally associated with once daily dosage of one product that was
voluntarily withdrawn from the market in December. The otherproduct, also voluntarily withdrawn, was
associated with more than 60 endotoxin-like reactions reported this year. FDA is investigating these
cases."
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Atthe December 3, 1999, Parenteral Drug Association (PDA) Annual Meeting, Dr. Mary M.
Fanning, Associate Director for Medical Affairs, Office of Generic Drugs, CDER- FDA, presented
"Endotoxin-Like Reactions Associated with Once Daily Dosing of Gentamicin, An Off-Label Use." She
noted that for gentamicin adverse events May 1998 - August 1999, there were 210 adverse events
involving 149 patients; both firms making gentamicin used the same bulk drug supplier (Long March
Pharmaceutical); typical reaction was fever and/or chills, rigors or shivering within 3 hours of the start of
infusion; however, 3% were severe reactions. including 1 hypotensive shock requiring resuscitation, 1
intubated, 1 pulmonary edema, 2 admitted to intensive care. She had three conclusions: "Etiology traced
to multiple problems in the production of the bulk drug including but not limited to endotoxin; Once Daily
Dosing in this case unmasked the bulk drug problem; Off Label Use that involves dosing changes may lead
to unexpected adverse events due to higher concentrations of impurities or inactive ingredients in a unit
dose.”

In January 2000, FDA submitted additional adverse event report information on gentamicin to the
Committee. Those records showed gentamicin adverse events from May 1, 1999to January 11,2000 as
follows: 254 total, 17 deaths, and 202 serious events. To the extent the names of companies are identified
in the reports, ESI Lederle product was involved in many of these reports. Fujisawa product is also
mentioned.

Tam concerned that Long March bulk drugs and/or counterfeit gentamicin sulfate from China may
still be entering the U.S. healthcare delivery system. First, itis clear that Long March is still motivated to
ship gentamicin sulfate into the U.S. notwithstanding the import alert. FDA records show a shipment of
Long March gentamicin sulfate was detained in New York on March 1, 2000. Second, FDA's import
alert covers Long March gentamicin sulfate but does not appear to reach all Long March products
imported to the U.S. even though FDA has identified data integrity and GMP issues that would be
applicable to other products. For example, Long March is the approved source for streptomycin suifate
foraU.S. firm. Third, FDA investigations in Fall 1999 indicated that gentamicin sulfate shipped to the
U.S. and labeled as Long March appears to have been manufactured by another Chinese firm that FDA
has in factidentified. Itis a firm that the FDA has never inspected and has no listing. This is confirmed by
certain documents that FDA has obtained. (Since this may still be an open matter the Committee will
withhold identity of the firm). The suspicion is also strengthened by FDA's forensic evidence that
substantiates chemical differences among the various Long March samples of gentamicin sulfate.
Nevertheless, there is little evidence that FDA is actively investigating this lead. Fourth, limited FDA
laboratory testing indicated similarities between Long March samples and yet another Chinese firm which
FDA has yet to inspect and further investigate. (Since this may still be an open matter the Committee wiil
withhold identity of the firm). Fifth. FDA received an allegation in November 1999 that Long March may
have sold gentamicin sulfate to a particular foreign country and re-exported to the U.S. Sixth. the Long
March import alert can be circumvented by labeling the gentamicin sulfate for non-pharmaceutical use. As
21999 FDA Work Plan memorandum on counterfeit drugs noted: "While the [FDA's] Electronic Entry
Processing System (EEPS)/Operational and Administrative System for import Support (OASIS) identifies
which products are subject to these alerts based on the coding entered into the system by the broker, ifthe
code used varies slightly, or the name of the supplier changes, or the coumntry of origin changes, these items
may be released for distribution without any examination." An FDA official has also noted that
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circumvention is widely known and successful because of the workload and lack of sophistication with
many of the import investigators. That same FDA commentator observed: "[ T]he Import Alert system is
also broken to the point that major basic changes are needed, not a Band Aid."

The serious weaknesses in the import system appear to leave America largely vulnerable to
imported counterfeit, substandard, contaminated or poisoned products. The Drug Registration and Listing
System provides information on foreign pharmaceutical manufacturers based on the statutory requirement
that they list the drug products they ship to the U.S. The Drug Listing System is currently used to determine
the admissibility of imported pharmaceutical products. However, anyone can obtain a drug listing. Asa
draft FDA 1999 Work Plan on Counterfeit Drugs noted:

"The use of the system as a sole decision maker for admissibility has serious weaknesses. The
system does not ensure that authentic sources or authentic material as described in new drug
applications is in fact being offered for admission.

The drug listing database does not interface with the Compliance Status Information System
(COMSAT) which provides the acceptable or unacceptable compliance status of foreign
manufacturers based on the results of the CGMP [Current Good Manufacturing Practices]
inspections. As aresult, FDA cannot easily match foreign manufacturers who have "listed" with
their compliance status. The Drug Listing database also does not interface with OASIS to assist
import officers by automatically comparing manufacturers and pharmaceutical products offered for
importation. FDA hasinitiated a pilot program to provide import inspectors access to the EES
[Establishment Evaluation System] system."

As one FDA official noted in response to the draft workplan: "{U]se of EES to partially deal with
shortfall may even be optimistic - compounded with the workload and lack of sophistication in much of the
import investigator domain. . . the agency will need to make major changes in order to hope to cope with
this growing problem."”

For the above-mentioned reasons, I believe there is a sufficient basis to suspect that counterfeit or
unapproved drugs, such as gentamicin suifate, are still entering the U.S. directly from China, or indirectly
through European sources.

The public health implications of the FDA''s inability to control counterfeit bulk drug imports such
as gentamicin sulfate are enormous. As the draft 1999 Work pian noted, counterfeit bulk drugs:

"pose areal or potential health hazard because their manufacturer is often unknown. The fact that
the manufacturer is unknown means that there is no product history. Therefore, the safety and
efficacy of the product cannot be assured, the impurity profile is unknown and the age, the storage,
the manufacturing environment, or the synthesis of the product cannot be determined. The failure
to have a product history is also important because if the counterfeit product is not manufactured
in accordance with Good Manufacturing Practices (GMPs) this can negatively impact the quality
of the finished product since no amount of finished product testing can build quality into the
product. Moreover the failure to have a product history means that research development efforts
and the clinical trials done by legitimate pharmaceutical product manufacturers are negated.”
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In addition. it would be virtually impossible to conduct a recall of defective or harmfuil product. It
could also have direct impact on the safety and effectiveness of approved products because patients might
decline to take medicine and suffer adverse events for fear of taking a counterfeit product or a counterfeit
drug used in combination with an approved drug. It would also have adirect impact on the integrity of the
adverse drug event reporting system.

Given the strong public health interests, please provide by June 22,2000 a plan to the Committee
ofhow FDA wili link admissibility of imports of bulk drugs with GMP compliance and aplanto createa
criminal investigative task force with the U.S. Customs Service on counterfeit bulk drugs. Inaddition,
please provide by May 22, 2000:

1. Please detail the actions (and the deadlines for implementing these actions) the FDA will take to
minimize the possibility of imported counterfeit gentamicin sulfate from China being shipped into
the U.S. For example, will FDA extend the import alert to cover all Long March products? Will
FDA investigate firms suspected of manufacturing counterfeit, unapproved or substandard
gentamicin sulfate?

2. Please identify all imported bulk drugs currently targeted for FDA sampling and surveillance.
Include the name of the manufacturer, the country, all of the criteria used for sample targeting, and
the criteria that the individual targeted drug actually met. Please identify all imported bulk drugs
where FDA has evidence of suspected counterfeiting. Include the name of the manufacturer, the
country, the product, and the basis for suspected counterfeiting (discrepancies in labeling,
certificates of analysis, etc.).

3. All records relating to data from the OASIS system on the following: the number of ports of entry
into the U.S., the number of EDA import investigators total and at each of port of entry, the number
of firms in the official domestic establishment inventory (with a breakout for the number of domestic
human drug firms), the number of firms in the official foreign establishment inventory, the number
of firms in the foreign establishment inventory that have imported to the U.S. since the beginning
of FY 98. a breakdown of the foreign establishment inventory by product category (medical
devices, radiological health, biologics, human drugs, animal drugs, animal feed, cosmetics, foed,
etc.). list of foreign drug manufacturers that have shipped to the U.S. but have no drug listing; the
number of foreign drug manufacturers that have shipped to the U.S. but have never been inspected
by the FDA (include a breakdown for China and India).

4. Can OASIS import datanow be electronically cross-referenced with inspection data from the
COMSTAT and OCFITS (Office of Compliance Foreign Inspection Tracking System)
databases? Ifso, provide the number of foreign drug manufacturers exporting to the United States
that have not been inspected by the FDA in at least seven years.

5. Ofthe the total number of foreign drug manufacturers shipping to the U.S. since the beginning of
FY 98, what is the most accurate estimate that FDA can provide in terms of percentage of this total
that represents the firms that FDA data bases called COMSTAT and OCFITS have information
on?
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6.

CDER collects data from firms that are inspected. and can use OCFITS data to track and analyze
trends in types of GMP violations by product, firm, country, etc. Please provide any reports since
May 1, 1998 that have used OCFITS data to substantiate trends in GMP violations.

In those cases where the shipments are to the U.S. broker that is not the final consignee ortoa
warehouse not belonging to the final consignee, the final consignee may not be apparent from
documents and computer systems at time of entry. Does FDA have any realtime capability at port
of entry to determine which domestic manufacturer is receiving the foreign drug product? Assuming
that such identification of the final consignee, if needed, could be determined by tracing the product
through the distribution channels by investigations of the consignee of record, has FDA ever
conducted such investigations since the beginning of FY 987 If so, please provide the name ofthe
product, the name of the broker or agent, the name of the final consignee, and the date of the
investigation. Does FDA requirea letter from the final consignee finished-dosage manufacturer or
enduser authorizing use of the imported product in the New Drug Application? Ifnot, should there
be such a requirement?

What information is accessible in FDA databases that would indicate a registered foreign
manufacturer that is importing bulk drugs to the U.S. is in compliance with Good Manufacturing
Practices (GMPs)? [s such information currently accessible in realtime for FDA import
investigators at the ports? Is any such GMP information at least stratified by risk. i.e.. does FDA
even have a product history for sterile injectable drugs imported into the U.S.? [f there is no
information retained or accessible, please detail FDA plans to develop such a database.

How do GMP compliance rates between domestic human drug firms compare with foreign human
drug firms? What information does FDA believe is needed to make a valid comparison on
compliance rates and is such information collected?

All records relating to assessments of FDA information technology for import operations since May
1, 1999.

How many notifications of suspect counterfeit bulk human drugs from the Forensic Chemistry
Center (or any other component from FDA) have beenreceived by the FDA's Office of Criminal
Investigations (OCI) since May 1, 19967 Please provide all records relating to these notifications
for closed investigations. Has OCIopened any investigations concerning counterfeit bulk human
drugs since May 1, 19967 Please indicate those cases where OCI was the first law enforcement
agency to open up the investigation. Out of this total number of opened investigations on
counterfeit bulk human drugs, how many resulted in referrals to the Justice Department,
indictments, arrests, and convictions? For purposes of this response, "referral” means not only
when the United States Attorney's Office (USAQ) creates a file or "jackets" the case in their office,
but also includes when the USAQ declines to prosecute or when the USAQ approves electronic
surveillance, Pleasealso indicate those cases where other law enforcement agencies are involved.
How many of these opened investigations are still open? In how many of these opened
investigations did the United States Attomney's Office decline prosecution? How many of these
opened investigations were joint investigations with the U.S. Customs Service?
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12.

What is the criteria that the FDA's Office of Criminal Investigations uses to determine whether it
itis appropriate to share information on counterfeit bulk drugs with FDA employees outside of
OCI? Ifthe criteriais based on factors such as whether "the information was obtained pursuant
to a criminal investigation," please define such factors. Is the appropriateness of sharing this
information discretionary to the OCl investigator or is this decided by OCI management? Does
OCI have a policy against OCl investigators sharing information of public heaith concem to other
FDA employees? Is this policy in writing? On what date did this policy (either in written form or
unwritten form) go into effect? Has this policy ever been altered? If so, what were the changes
and when did they go into effect? Under what circumstances, if ever, would such sharing of
information by an OCl investigator to an FDA employee be considered an unauthorized disclosure
ofinformation? Under what circumstances does the interest in preserving the confidentiality of a
criminal investigation outweigh the interests in timely sharing public health information that could
save lives and prevent injuries?

All records relating to reports provided since January 1, 1999 to FDA's Office of Criminal
Investigations on counterfeit bulk drugs.

All records relating to communications since January 1, 1 999 between the FDA and the U.S.
Customs Service concerning counterfeit bulk drugs.

Does FDA have an affirmative duty to warn U.S. drug companies who are believed by FDA to
be innocently receiving suspected or known counterfeit ingredients? Ifthere is such an affirmative

duty and FDA failed to warn, would FDA be liable under the Federal Tort Claims Act?

Please note that, for the purpose of responding to these requests, the terms ““records” and “relating”

should be interpreted in accordance with the Attachment to this letter.

Thank you for your assistance. If you have any questions, please contact Alan Slobodin of the

Committee staff at (202) 225-2927.

Sincerety,

/

Chairman

cc: The Honorable John D. Dingell, Ranking Member

Attachment
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ATTACHMENT

The term “records” is to be construed in the broadest sense and shall mean any written or graphic
material, however produced or reproduced, of any kind or description, consisting of the original
and any non-identical copy (whether different from the original because of notes made on or
attached to such copy or otherwise) and drafts and both sides thereof, whether printed or recorded
electronically or magnetically or stored in any type of data bank, including, but not limited to, the
following: correspondence, memoranda, records, summaries of personal conversations or
interviews, minutes or records of meetings or conferences, opinions or reports of consultants,
projections, statistical statements, drafts, contracts, agreements, purchase orders, invoices,
confirmations, telegraphs, telexes, agendas, books, notes, pamphlets, periodicals, reports, studies,
evaluations, opinions, logs, diaries, desk calendars, appointment books, tape recordings, video
recordings, e-mails, voice mails, computer tapes, or other computer stored mater, magneic tapes,
microfilm, microfiche, punch cards. all other records kept by electronic, photographic, or
mechanical means, charts, photographs, notebooks, drawings, plans, inter-office communications,
intra-office and intra-departmental communications, transcripts, checks and canceled checks, bank
statements, ledgers, books, records or statements of accounts, and papers and things similar to any
of the foregoing, however denominated.

The terms “relating,” “relate,” or “regarding’ as to any given subject means anything that
constitutes, contains, embodies, identifies. deals with, or is in any manner whatsoever pertinent to
that subject, including but not limited to records concerning the preparation of other records.



13

DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Rockvile MD 20857

MAY 1 2 200

. The Honorable Thomas J. Bliley, Jr.
Chairman
Committee on Commerce
U.S. House of Representatives
Washington, D.C. 20515-6115

" Dear Mr. Chairman:

Thank you for your letter of May §, 2000, regarding the Food
and Drug Admiristration’s (FDA or the Agency) activities
related to the investigation of counterfeit bulk drugs.

We are preparing a full response to the questions you have
pesed in your letter. In the interim, however, we would like
to respond generally to your conclusion that the American
public is “vulnerable to dangerous drugs from abroad” and
clarify the regulatory situation as it applies to gentamicin
sulfate.

FDA takes allegations of possible counterfeiting or other
types of adulteration of drug products very seriously. The
overall quality of drug products in this country, however,

is very high, and we do not view pharmaceutical quality

as a source of major risk. Further, prescription drugs
manufactured from imported bulk drugs are not the major
source of adverse events. The great majority of adverse event
reports in the United States (U.S.) are the result of known
side effects of drugs.

It is crucial to distinguish between counterfeit drug products
and products that are contaminated or otherwise improperly
manufactured. While each of these conditions may pose a
threat to public health, counterfeiting is a quite different,
and much more rare, occurrence in the drug manufacturing
industry. A counterfeit drug includes a drug which identifies
itself as the product of a drug manufacturer, processor,
packer, or distributor other than the actual manufacturer,
processor, packer, or distributor of such drug. FDA
investigates both scurces of health risks diligently.
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While there may be important issues with regard to counterfeit
drugs, FDA takes frequent regulatory actions on the full range
of manufacturing issues affecting drug quality. FDA has many
safeguards in place to detect contaminated or improperly
manufactured products, including sample testing, inspection of
foreign and domestic firms, and enforcement of current good
manufacturing practice (CGMP) standards. These activities
will often expose evidence of counterfeiting, where it has
occurred.

Thé Agency is on top of the situation with regard to
gentamicin sulfate. FDA began receiving clusters of Adverse
Drug Experience (ADE) reports beginning in May 1998 describing
pyrogenic reactions (mainly chills or rigor and fever; some
with other symptoms) with gentamicin sulfate manufactured by
two U.S. establishments.

Two market withdrawals of all liots of gentamicin tock place

in November 1958 and June 1999, based on the receipt of these
reports of pyrogenic reactions. The vast majority of these
cases were in patients receiving gentamicin in dosing regimens
not approved by FDA. There have been no known deaths reported
with these pyrogenic reactions.

Your letter cited 17 deaths reported to the Agency from

May 1, 1999 to January 11, 2000. Our analysis has revealed
that of the 17 reports, five were duplicative, seven were for
foreign incidents, and five were domestic. In only one of the
five domestic reports was the manufacturer of bulk gentamicin
sulfate identifiable as Long March Pharmaceuticals. This case
occurred in July 1999, and was reported to FDA in December
1999, It involved a 20-day old premature male infant
suffering from numerous conditions including respiratory
syncytial virus. The ADE occurring in the other four domestic
cases was renal dysfunction, which is a known side effect of
gentamicin. These were seriously ill patients and the cause
of death was not stated in these cases. We cannot conclude
that Long March bulk gentamicin contributed to these five U.S.
deaths, although the relationship cannct be absolutely ruled
out.

In August 1999, a FDA inspection team made up of Office
of Regulatory Affairs and Center for Drug Evaluation and
Research personnel conducted an inspection at the Long March
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Pharmaceuticals manufacturing plant in Sechuan, China.
Deficiencies were found in the establishment’s manufacturing
controls; however, no direct link was established between
these deficiencies and the ADEs reported on gentamicin
sulfate.

FDA issued a Warning Letter to Long March Pharmaceuticals
based on deficiencies in CGMP standards and issued an Import
Alert in September 1999, recommending that FDA district
offices detain without physical examination Long March

. gentamicin sulfate.

since the import alert was issued, FDA's Operational and
Administrative System for Import Support (OASIS) shows
two attempted entries of gentamicin sulfate from Long March
Pharmaceuticals. Although cne shipment in December 1999, was
erroneocusly entered into the OASIS system as Long March-
produced gentamicin, subsequent investigation has revealed
that the shipment was not in fact a Long March product. The
other attempted entry, in February 2000, was detained and
refused admission.

The increasingly global nature of pharmaceutical commerce is
stretching FDA’'s safety net -- foreign inspections are
rescurce intensive, expensive, and more complicated than
domestic inspecticns. Therefore, FDA must continue to be
vigilant in its program for detecting all types of problems,
which result in the manufacture of substandard drugs.
Additionally, we will worx cooperatively with Congress toc help
obtain the resources necessary to adequately perform our
oversight functions.

We are working on a full response to the specific questions in
your May 8 letter. We will be happy toc work closely with the
Committee as it examines FDA’'s regulatory role with regard to
imported pharmaceutical products.

Sincerely,

Melinda X. Plaisier
Associate Commissioner
for Legislation

cc: The Honorable John D. Dingell
Ranking Minority Member
Committee on Commerce
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Rockville MD 20857
MaY 31 2000

The Honorable Tom Bliley
Chairman

Committee on Commerce
House of Representatives
Washington, D.C. 20515

Dear Mr. Chairman:

This is in further response to your letter of May 8, 2000,
regarding the Food and Drug Administration’s (FDA or Agency)
activities related to the investigation of counterfeit bulk
drugs.

As we stated in our letter of May 12, we are preparing a
response to the 15 questions or requests, and will provide it
to the Committee as quickly as possible. In addition to the
specific requests or questions, you raise a number of
allegations and concerns in your letter. We want to respond
at this time to a number of those concerns and allegations.

For your convenience, we will restate your concern with a page
citation, followed by our response.

nTt appears that the FDA has so far failed to take all of the
necessary steps to upgrade its import system and to adequately
investigate the criminal shipping of counterfeit drugs into
the U.S. healthcare delivery system." (Page 2)

Mr. Chairman, FDA does have in place a regulatory system,
which includes requirements for ensuring the quality of active
pharmaceutical ingredients imported into the United States.
The drug approval process requires manufacturers to identify
definite sources of active pharmaceutical ingredients for use
in manufacturing dosage forms. The identified active
pharmaceutical ingredient manufacturer's satisfactory
compliance with Good Manufacturing Practice (GMP) regulations
is part of the approval consideration for the dosage form.
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A dosage form manufacturer using active pharmaceutical
ingredients is required to take actions to ensure the quality
of these ingredients, including identifying and verifying the
source of the materials accepted for manufacture, testing the
active pharmaceutical ingredient, and/or utilizing a
certificate of analysis verified on a regular basis along with
a specific identity test. The finished dosage form
manufacturer has the responsibility to use active ingredients
from approved sources and to ensure that the active
ingredients meet test specifications before incorporation into
finished dosage form pharmaceuticals. FDA, as part of its
regular drug GMP inspection program, assures during
inspections of dosage form manufacturers that these
requirements are met.

There certainly are steps the Agency can take to strengthen
its foreign inspection/import program, and we loock forward to
discussing this with the Committee at the June 8 hearing.

"Although I requested in 1998 virtually all documents relating
to the Flavine case and the FDA provided these documents, the

Committee has no information indicating what OCI or CDER ever

did in 1994 with the data on gentamicin sulfate." (Page 2)

While there may not have been any documents to specifically
reflect the Agency’s actions with respect to gentamicin
sulfate, FDA carefully considered the data from 1989 through
1994.

Gentamicin is an aminoglycoside antibiotic that is used to -
treat serious and life-threatening infections. Although the
drug can also be used in healthy individuals for prevention of
infection, it is generally given to patients who are very
sick. Therefore, with the use of gentamicin sulfate, reports
of death and hospitalization are expected due to either the
underlying disease and/or infection which is being treated
with gentamicin, or to known gentamicin adverse events
including renal failure and ototoxicity.

Gentamicin is supplied as premixed intravenous bags (80
percent of the product on the market) and as vials of
concentrated drug (20 percent of the product on the market).
The adverse events reported for gentamicin involved only the
vial manufacturers.

As you know, FDA's Adverse Event Reporting System (RERS) is a
spontaneous reporting system. The main utility of a
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spontaneous reporting system is to provide signals of
potential drug safety issues. The system applies to newly-
approved drugs whose safety profiles are not yet fully known
as well as all marketed products. For older drugs, safety
signals sometimes emerge when there is a change in the use
profile of the drug or when a product problem occurs, such as
the pyrogenic reactions that began to be reported for certain
gentamicin products in May 1998. - Such reports then trigger
further investigation by FDA into a safety issue. Once a
safety issue is identified, AERS is again utilized to search
for other similar cases; these cases must then be given a
hands-on review to determine the significance and/or strength
of the potential safety signal. Examining AERS raw data only
is not sufficient for this purpose.

You reference 49 deaths that were reported to FDA beginning in
1989 through August 16, 1994. These were raw counts for all
reported gentamicin adverse events from any source. When the
reports were retrieved and individually examined, it was
discovered that one was not a death, nine occurred in foreign
countries and seven are duplicate patient cases. Of the 29
U.S. patient cases, the manufacturer of the gentamicin was
identified in 13 cases and narrowed down in two additional
cases. Renal dysfunction or failure was the gentamicin
adverse event in 18 (62 percent) of the death cases. The
cause of death was stated in 16 of the cases; the gentamicin
adverse event was thought to contribute to the patient’s death
in ten.

Because gentamicin sulfate is a product used in very ill
patients, these reports of deaths, whether due to the
underlying disease or to known adverse reactions to
gentamicin, were not unusual or more frequent than would be
expected. These reports were also consistent with reports
received for similar drug products such as Tobramycin.

As FDA was receiving these Adverse Drug Event (ADE) reports
on gentamicin, the Agency was also continuing to pursue the
Flavine investigation, which included an examination of
whether and the extent to which counterfeit gentamicin had
been distributed into the manufacturing chain. The
information on ADEs was discussed by FDA's Center for Drug
Evaluation and Research {(CDER), the Office of Criminal
Investigations (OCI), the Office of Chief Counsel and the
Office of Consumer Litigation at the Department of Justice in
order to explore whether it had any bearing on this continuing
investigation. Ultimately, it was decided that since all the
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product was long expired by the time it was discovered by FDA
in 1594 (the API was manufactured in 1988 and 1989 and shipped
to the manufacturer in 1989), there was nothing the regulatory
side of FDA could do at that time. Smith and Nephew (later
Solopak Corp.) officials told OCI that the 50 kilogram
shipment of suspected counterfeit gentamicin sulfate that was
manufactured in 1988 through 1989 had long since been
distributed by this company and had also been long since
expired. In fact, the company no longer had any samples of
this particular shipment on hand.

*"Notwithstanding the guilty pleas and the admissions to
federal investigators, FDA failed to de-bar Flavine
International and the defendants in the Flavine case."
(Page 2)

After the company and certain of its officials pled guilty to
various charges in March 1996, FDA felt that the penalties
imposed on the company and certain managers and employees
provided appropriate sanctions and a significant deterrent to
future wrongdoing. Flavine Corporation was fined a total of
$925,000 for violation of 18 USC 371, while Gerd Weithause,
owner of the company, was fined $75,000 and sentenced to 24
months confinement. Seven other employees were given various
sentences ranging from a $25,000 fine to pre-trial diversionm.
It should also be noted that the violative behavior for which
Flavine and its officials were convicted were not the types of
charges related to product applications for which FDA normally
debars companies or individuals.

*Significantly, an OCI agent wrote the Report of Investigation
(ROI) covering admissions by Flavine officials that
counterfeits were supplied to the human generic drug industry.
However, that ROI made no mention of any planned follow-up to
the generic drug companies to make certain no products made
from counterfeits were still on the market." (Page 2)

The only human drug manufacturer that received what was
believed to be counterfeit gentamicin was Smith and Nephews
(which became Solopak). A grand jury subpoena issued for that
company's records determined that the entire product had been
used in the manufacture of finished product that was long
distributed and expired by the subpoena date. Follow-up
inspections were made at plants that allegedly received other
counterfeit bulk pharmaceuticals from Flavine International.
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Oon the bottom of page 2 and top of page 3, you refer to a

May 15, 1996 memo from an OCI agent to an OCI Special Agent in
Charge (SAC) and a memorandum from a U.S. Customs Service
agent. You then state, “As a result of the U.S. Customs
Service agent’s memorandum, the U.S. Customs Service agreed to
fund a Counterfeit Drug Imitiative. 1In contrast, the
Committee has no evidence that OCI management took any action
in response to the May 15, 1996 memorandum, including
authorizing joint efforts with the U.S. Customs Service om its
Counterfeit Drug Initiative.”

The SAC provided the May 15, 1996 memo to OCI headquarters,
and because the memo contained regulatory recommendations, it
was forwarded to the Associate Commissioner for Regulatory
Affairs for consideration. The memo's recommendation to
establish the Metro Washington Field Office as the primary
point of contact for counterfeit or unapproved bulk drugs was
not considered to be viable or necessary. OCI relied on FDA's
Forensic Chemistry Center (FCC), Consumer Safety Officer
investigators and inspectors, and the U.S. Customs Service
(Customs) to provide information concerning suspect
counterfeit bulk drugs entering the U.S. If specific
information regarding counterfeit bulk drugs had been
developed, it would have been referred to OCI headquarters and
criminal investigations would have been initiated in the
appropriate venue to be worked jointly with the U.S. Customs
Service. At the time, there were neither specific allegations
concerning bulk counterfeit drugs, nor any concern of a
systemic problem. The Agency decided that a task force for a
counterfeit bulk drug initiative was not needed in the absence
of actual allegations or cases for such a task force to work.

With respect to the possible authorization of a joint
counterfeit drug initiative with the U.S. Customs Service,
while Customs did receive some additional funding for the
Flavine investigation, at the conclusion of the investigation,
the Customs Service agent working the Flavine case was
assigned to other matters. Our understanding from Customs is
that there were no specific additional leads to follow
concerning counterfeit bulk drugs subsequent to the Flavine
related investigations. We are also unaware of any later
investigative initiatives by Customs regarding counterfeit
bulk drugs.

OCI has been in the past, and is currently, fully engaged in
working numerous criminal investigations with the U.S. Customs
Service involving human and animal drugs, medical devices, and
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foods. If a counterfeit bulk drug is identified through
foreign inspections, FCC's analysis of bulk pharmaceuticals
and their packaging, or intelligence information from drug
manufacturers or other sources, OCI is fully prepared to work
with the U.S. Customs Service and other law enforcement
agencies.

In 1997, OCI began to coordinate international efforts aimed
at identifying, investigating, and prosecuting pharmaceutical
crime through liaison with international efforts that had been
formed by the Forensic Chemistry Center. 1In 1998, 0OCI
formally established a liaison with its international
counterparts within the Medicines Control Agency (MCA} in the
United Kingdom and the German National Police,
Bundeskriminalamt (BKA). This collaborative effort of sharing
criminal intelligence has now grown into the Permanent Forum
on International Pharmaceutical Crime (PFIPC). This working
group is an international enforcement forum aimed at
exchanging intelligence and ideas to foster mutual cooperation
in combating pharmaceutical crime. The following countries
have representatives on this forum: USA, United Kingdom; the
Republic of Ireland, Northern Ireland, Spain, Germany, Canada,
Singapore, Brazil, Belgium, South Africa, the World Health
Organization and the World Customs Organization. The PFIPC
meets once a year and facilitates ongoing dialogue among
member nations throughout the year.

OCI also meets regularly with the Security Directors of the
various pharmaceutical manufacturers. Discussions are held
regarding the most productive ways to enhance cocperation by
exchanging information and providing assistance during future
investigations.

Your letter describes an August 1996 memorandum from the
Forensic Chemistry Center and other activities related to
establishing an agency-wide initiative on counterfeit drugs,
and asserts that "by January 1998, the Commissioner's
initiative on counterfeit bulk drugs was terminated." (Page 4)

Then-Commissioner David Kessler did ask the Office of
Operations to coordinate an Agency-wide Working Group on
counterfeit bulk drugs. However, it was decided by late 1997
that there was no specific need for a Commissioner's Office
initiative and that the Centers and ORAR were the appropriate
FDA components to deal with counterfeits as part of their on-
going responsibilities. As your letter acknowledges, a number
of actions occurred, including the development of an "action
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items" list, the establishment of a pilot study to make CDER's
Establishment Evaluation System (EES) database available to
import inspectors, and the initiation of a cooperative effort
with the United Kingdom's Medicines Control Agency.

Other accomplished initiatives from the action items document
include the following:

s Specialized training was provided to field investigators in
performing API inspections.

e API inspections were conducted at 15 finished dosage
manufacturers and three bulk pharmaceutical factories in
China as a follow-up to the Flavine investigation and
samples were collected for FCC evaluation.

e FDA personnel met with key pharmaceutical company
representatives to share information on counterfeiting and
related issues.

From 1993 through the present time, the FCC has been an active
participant in the Agency’s counterfeiting activities. FCC
has developed new methodologies to differentiate selected
manufacturing sources of the following list of active
pharmaceutical ingredients (APIs):

Acyclovir Ethinyl Estradiol
Albuterol Sulfate Fluphenazine
Amoxicillin Fluoxetine
Atenolol Gentamicin Sulfate
Captopril Indomethacin
Cefachlor Ketoprofen
Cephalexin Nifedipine
Cimetidine Penicillin (various forms)
Cypropheptadine HCI Phenytoin Sodium
Diazepam Pindolol
Dipyridamol Ranitidine
Doxepfin Trimethoprim
Doxycycline Hyclate Verapamil

Erythromycin (various forms)

Some of these methodologies were developed in conjunction with
laboratories participating in the international laboratory
group. Work on several other APIs is in progress.

Notable outcomes of this analysis program include the
following:
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During analyses conducted at the FCC and another ORA
laboratory, impurities and endotoxins were tested in an effort
to assist CDER in investigating and identifying the cause(s)
of increased adverse event reports concerning gentamicin
sulfate injections. Discrepancies were noted in various
samples of Long March gentamicin bulk, which were reported to
the FDA District Office leading the follow-up investigation of
the gentamicin finished dosage form (the injectable form), as
well as to OCI, the Division of Emergency and Investigative
Operations (DEIO) and CDER Office of Compliance in January
1999. Higher impurity levels noted in Long March gentamicin
compared to other manufacturers were reported during regularly
scheduled conference calls concerning the ADEs.

In February of 1999, CDER reviewers were notified by FCC that
acyclovir manufactured by a foreign source had high impurities
compared to other sources. CDER had been considering the
foreign source for possible approval. As a result of the FCC
report, acyclovir from this source was not approved for
marketing in the U.S.

A database of information on API packaging, labeling,
closures, certificates of analysis, etc., being developed by
FCC currently lists information for more than 400 APIs from
foreign manufacturers. This information is being developed
and can be made available to import inspectors and
investigators and could provide leads on foreign source
suppliers that do not match a known profile.

"During the time since 1996 when FDA implemented some follow-
up action on counterfeit bulk drugs and then proceeded to
downgrade the agency's oversight priorities of counterfeit
drug imports, the problem of adverse event from Long March
gentamicin sulfate persisted." (Page 4)

In fact, the adverse events from Long March gentamicin did
not occur in the time frame beginning in 1996 that you cite.
FDA first learned of an increase in ADEs in 1998 and took
.appropriate action in responding to those reports. In May
1998, Fujisawa contacted FDA's Office of Generic Drugs about
several reports of unusual adverse events associated with
Gentamicin used in an off-label dosing regimen. The approved
dosage of Gentamicin is 3 to 5 mg/kg/day given in three
divided doses. Once daily dosing (ODD), in which a total
daily dose of 5 to 7 mg/kg/day is given as a single dose, is
an off-label use introduced in the early 1990s to minimize
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toxicity. Recent surveys indicate that ODD is used widely by
up to 75 percent of hospitals in 75 percent of adult, 26
percent of pediatric, and 11 percent of neonatal dosing.

Two clusters of pyrogenic reactions not usually seen with
Gentamicin were reported to the MedWatch program between May
1998 and December 1998 involving Fujisawa/American
Pharmaceutical Partners (APP) product and between May 1999
and December 1999 involving ESI Lederle product. One hundred
fifty-five (155) patients experienced 287 episodes of fever,
chills, rigors, shivering/shaking, a rapid heart rate, and
high or low blood pressure occasionally associated with other
symptoms. These reactions occurred during or within three
hours of the infusion and lasted less than three hours in most
cases {96 percent). Twelve patients (8 percent) had more
serious -reactions that led to hospitalization or admission to
an intensive care setting. All of these patients recovered
uneventfully within 24 hours. Seventy percent (70 percent) of
adverse events were associated with ODD, 14 percent with
intermediate doses, and 16 percent with the approved dosing
regimen. .

At the time of the first reports, AERS was checked for reports
prior to May 1998 of similar unusual pyrogenic reactions
associated with other gentamicin finished drug manufacturers
and other aminoglycosides administered as a single daily dose.
None were found. Product testing as described below was
initiated by FDA's Denver laboratory, and APP voluntarily
withdrew its adult formulations of gentamicin in August 1998.
FDA inspected the APP manufacturing facility in Melrose Park,
Illinois in November 1998. FDA asked the firm to tighten its
endotoxin specifications because of the higher potential
exposure to endotoxin with the ODD regimen and because of
reports of high endotoxin levels in a proportion of the
samples tested. The firm complied and lowered its
specification to .5 endotoxin units (EU)/mg, which is
substantially lower than the USP standard of 1.7 EU/mg.

Because of a small number of reported adverse events towards
the end of 1998, in which pediatric vials were used to
administer ODD to adult patients, APP voluntarily withdrew its
pediatric product as well. APP reintroduced its product using
Long March bulk API with the new,. lower endotoxin
specifications in June 1999. Nine adverse events were
reported in August 1999 and the firm voluntarily withdrew all
vials manufactured with Long March bulk drug at that time. 1In
October 1999, APP inspected and . contracted with a new supplier
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of gentamicin bulk drug, which was already an approved bulk
drug supplier. APP reintroduced Gentamicin manufactured with
bulk product from the new supplier in November 1999, and there
have been no adverse event reports to date with this product.

In May 1993, similar adverse events were reported in
association with the ESI Lederle gentamicin finished product.
At that time, RERS was checked again for similar reports of
unusual pyrogenic reactions associated with other gentamicin
finished drug manufacturers and other aminoglycoside products
and none were found. Investigations revealed that ESI Lederle
had changed its API supplier to Long March in March 1999 and
the adverse events were associated only with lots made with
Long March bulk drug. There were no reports associated with
product made using ESI Lederle's other supplier, Meiji Seika.
Endotoxin testing was not implicated. ESI Lederle voluntarily
withdrew its finished product made with Long March bulk in
June 1999.

Although McGaw Pharmaceuticals used Long March bulk, no
reports were received in association with their product,
which provided 4 percent to 5 percent of the gentamicin on
the market. McGaw withdrew its product in October 1999.

Throughout this period, beginning in August of 1998, FDA's
Denver laboratory performed endotoxin testing on gentamicin
samples. Twenty-six (26) lots of Long March bulk drug and
three lots of Meiji Seika bulk drug were tested. Of these,
only one lot of Long March (#SC-GM 960806) was violative,
having greater than the USP specification of 1.7 EU/mg.

One of the nine sublots tested had a level of 1.82 EU/mg.

Forty-seven {(47) lots of finished product were tested, 28 from .
APP, 16 from ESI Lederle, 2 from Steris, and 1 from McGaw.

Six lots of APP finished product associated with the 1998
adverse events were found to be violative. Rabbit pyrogen
testing performed by an outside contractor was unconclusive.

As FDA proceeded with this series of tests over a 15-month
period, the results were consistent with the adverse events
that had been reported to FDA and confirmed the course of
corrective actions that the Agency had undertaken. A timeline
of adverse event reports and actions taken by the Agency is
enclosed.

"I am concerned that Long March bulk drugs and/or gentamicin
sulfate may still be entering the country. First, it is clear
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that Long March is still motivated to ship gentamicin sulfate
into the U.S. notwithstanding the import alert."™ (Page 6)

As we stated in our May 12 letter, since the Import Alert on
gentamicin issued on September 7,1999, FDA's Operational and
Administrative System for Import Support (OASIS) shows two
attempted entries of gentamicin sulfate from Long March
Pharmaceuticals. Although one shipment in December 1999 was
erroneously entered by the broker into the OASIS system as
Long March-produced gentamicin, subsequent investigation has
revealed that the shipment was not, in fact, a Long March
product. This entry is the subject of an ongoing
investigation. The other attempted entry, in February 2000,
was detained and refused admission.

vSecond, FDA's import alert covers Long March gentamicin
sulfate but does not appear to reach all Long March products
imported into the U.S. even though FDA has identified data
integrity and GMP issues that would be applicable to other
products." (Page 6)

The OASIS system shows only two entries for dehydro
streptomycin bulk product for possible human use from Long
March since September 1999. There have also been several
shipments of oxytetracycline HCL and neomycin sulfate, which
were declared for animal use. FDA's investigation into the
data integrity and GMP issues at Long March, as well as the
firm's inadequate response to the August 1999 inspection, has
caused the Agency to revisit the status of other Long March
products. The FDA is considering whether to extend the import
alert to other Long March products.

"Third, FDA investigations in Fall 1999 indicated that
gentamicin sulfate shipped to the U.S. and labeled as Long
March appears to have been manufactured by another Chinese
firm that FDA has in fact identified." (Page 6)

In September 1999, as part of the follow-up to the gentamicin
ADE investigation being coordinated by CDER, the New Jersey
District collected samples of Long March import entries from
an import broker. Records obtained revealed that some of

the gentamicin sulfate entered as Long March was actually
manufactured by another API manufacturer, which is not an FDA-
approved manufacturer of gentamicin sulfate or any other human
or veterinary drug. Also, preliminary analysis of samples of
three lots labeled as that of the other API manufacturer and
assumed to be manufactured in 1999 suggests this gentamicin



27

Page 12 - The Honorable Tom Bliley

sulfate more closely resembles Long March gentamicin than that
from other manufacturers. These matters are the subject of

an ongoing investigation which was described to your counsel,
Mr. Alan Slobodin, by FDA staff in-'a May 23, 2000 telephone
conversation. Follow-up investigations at the consignees to
identify the eventual end-users are ongoing.

"Fourth, limited FDA laboratory testing indicated similarities
between Long March samples and yet another Chinese firm which
FDA has yet to inspect and investigate." (Page 6)

Results of the testing done by FCC on gentamicin sulfate API
from Long March show that there are unexplained discrepancies
for certain lots when samples are collected from different
locations, including from Long March’s retained material. 1In
these instances, there are significant differences in impurity
levels and chromatographic patterns obtained by both liquid
and ion chromatography for gentamicin allegedly from the same
lot. Also, there are at least two as yet unidentified
impurities in Long March gentamicin that are undetectable or
at very low levels in gentamicin from other sources.

The FCC findings are a part of an ongoing investigation by
FDA enforcement components, which also was described to
Mr. Slobodin in the May 23 telephone call.

"Fifth, FDA received an allegation in November 1999 that Long
March may have sold gentamicin sulfate to a particular foreign
country and re-exported to the U.S." (Page 6)

This allegation is currently the subject of an ongoing
investigation.

You raised a number of issues regarding the ability of

the OASIS system to alert import inspectors to potentially
counterfeit drugs or to fully implement import alerts.
{Pages 6 and 7)

As you know, the OASIS system began as a pilot program in the
Seattle District in 1992. It interfaced with the Customs
Automated Commercial System (ACS), screened entries (using
ACs) and provided the initial operational support to FDA
users. The interface with ACS and the screening subset of

the system (known as EEPS) was implemented nationally by June
1995, and use of the OASIS system by industry became mandatory
in December 1996.
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The baseline of the current version of OASIS with full basic
operational functionality was implemented nationally by
October 1997. The system has undergone continuous improvement
of operational support. A major change in September 1999
moved screening from ACS to OASIS and expanded screening to
cover all data elements.

If the information entered in the OASIS system is complete and
accurate, the system will identify situations where a drug
product has been sold first to a buyer in one country and then
re-exported to the U.S. However, if a broker attempts to
conceal information, including that which would indicate a re-
export, then OASIS, as a filer-driven system, may not alert
the import inspector to that situation. While legitimate re-
export is a fairly common practice, we do not believe that
circumvention of import requirements through intentional
misrepresentation of information entered into OASIS is
widespread.

"For the above-mentioned reasons, I believe there is a
sufficient basis to suspect that counterfeit of unapproved
drugs, such as gentamicin sulfate, are still entering the U.S
directly from China, or indirectly through European sources."
(Page 7)

The FDA has a number of systems in place to assist the Agency
in identifying counterfeit products from any API manufacturers
that ship products to the U.S., as well as identifying firms
for foreign inspection, including those in China. These
systems include domestic and foreign inspectional surveillance
activities, the establishment of an API profile database, and
activities associated with FDA’s import operations. Currently,
foreign firms are selected for inspection using a risk-based
evaluation which includes GMP surveillance and compliance
information, volume of product shipped to the U.S. and a for
cause persbective.

For cause inspections originate from information generated by
OASIS or import operations review, forensic analysis by FCC,
statutory inspections, OCI investigations, notification by
international regulatory authorities and/or trade complaints.

Firms designated for surveillance are identified by using a
four-tiered approach developed by CDER and ORA:

(1) Firms warranting inspection subsequent to previous
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significant violative findings;

(2) Firms that manufacture sterile products not inspected
within the last three years; and

(3) Firms that manufacture non-sterile products and not
inspected within the last five years; and

(4) All other facilities, including contract laboratories.

ADE driven assignments are based on Center assessment of the
reported event, frequency, severity, and product involved.

The purpose of postmarketing ADE surveillance is to ensure
that industry is appropriately reporting such incidents and to
obtain information on rare, latent, or long term drug effects
not identified during premarket testing. We will also be
doing trending in this area.

In an effort to improve FDA’s ability to detec¢t and prevent
counterfeit and unapproved APIs from entering the U.S., the
FCC has implemented a short-term action plan to establish an
API profile database that will be used to provide detailed
information about authentic APIs when compared to suspect
products.

Mr. Chairman, we want to assure you that maintaining the
safety and authenticity of imported drug products remains a
priority for FDA. We look forward to discussing this with you
at the upcoming hearing and working with you and others in the
Congress to ensure that this goal is met.

incerely,

Melinda K. Plaisier
Associate Commissioner
For Legislation

Enclosure

cc: The Honorable John D. Dingell
Ranking Minority Member
Committee on Commerce
House of Representatives
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j C DEPARTMENT OF HEALTH & HUMAN SERVICES

,,,h‘
10t Food and Drug Administration

Rockville MD 20857
JN -2 28

.The Honorable Tom Bliley
Chairman

Committee on Commerce
House of Representatives
Washington, D.C. 20515

Dear Mr. Chairman:

This completes our respogée to your letter of May 8, 2000,
regarding the Food and Dxug Administration’s (FDA or Agency)

activities related to tHe investigation of counterfeit bulk
drugs.

For your convenience, we have restated the 15 questions and
requests, followed by our response.

1) Please detail the actions (and the deadlines for
implementing these actions) the FDA will take to minimize
the possibility of imported counterfeit gentamicin sulfate
from China being shipped into the U.S. For example, will
FDA extend the import alert to cover all Long March
products? Will FDA investigate firms suspected of
manufacturing counterfeit, unapproved or substandard
gentamicin sulfate?

FDA has investigated and continues to investigate firms
suspected of manufacturing and/or importing counterfeit
gentamicin sulfate. As a result of the Agency's ongoing
evaluation of activities related to Long March
Pharmaceuticals, FDA has decided to broaden the import
restrictions to . all bulk drugs produced by that firm.

FDA is considering a number of program enhancements to. better
detect and act against counterfeit, unapproved or substandard
active pharmaceutical ingredients (APIs). With regard to
gentamicin sulfate, these enhancements include:

e collecting samples and conducting identity tests on bulk
drugs labeled or declared as other than gentamicin sulfate
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o and offered for import with concignees who are known end
users of gentamicin sulfate;

¢ inspection of gentamicin sulfate end users ard their agents
to examine the documentation of sales and shipments of bulk
drug substances;

s reconciling inventories and shipments of gentamicin sulfate
drug products manufactured at the end user; and

e collecting samples and performing identity tests on bulk
drugs at the end user with a physical description similar
to gentamicin sulfate.

The Agency has developed a strategic plan to address many of
the igsues surrounding the importation of bulk drugs and to
establish procedures that would allow us to follow-up on all
pugpect products regardless of country or product.
Implementation of a plan developed by FDA's Office of
Regulatory Affairs (ORA) and the Center for Drug Evaluation
and Research {(CDER) to improve FDA‘'s ability to detect and
prevent counterfeit and unapproved API‘s from entering the
United States drug supply has begun. The plan will also help
define the scope of the problem and make it more difficult for
counterfeiterg to operate.

The recommendations regarding the Agency's regulation of
counterfeit and unapproved APIs include the following:

e Develop a strategy for the inspection of U.S. agents/brokers
and conduct inspections,

s Conduct inspections of selected finished dosage
manufacturers with regard to APls,

¢ Provide additional training to our drug inapector cadre

e Provide for collaboration with the interpational laboratoxy
group on counterfeit and unapproved drugs,

e Pprovide investigators with access to database pystems that
support anti-counterfeiting efforts --

s Meet with representatives from the pharmaceutical industry,

¢ Analyze and evaluate samples at the FCC.

Continued and full implementation of the initiative is
dependent on identification of additional funds and Full Time
Equivalents (FTE) for Fiscal Year (FY) 2001.
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2) Please identify all imported bulk drugs curxrently targeted
for FDA sampling and surveillance. Include the name of the
manufacturer, the country, all of the criteria used for
sample targeting, and the criteria that the individual
targeted drug actually met. Plsase identify all imported
bulk drugs where FDA has evidence of suspected
counterfeiting. Include the name of the manufacturer, the
country, the product, and the basis for suspected
counterfeiting (discrepancies in labeling, certificates of
analysis, etc.).

A list of drugs currently targeted for FDA sampling and
surveillance is provided at Tab A. At this time, FDA has no
gubstantial evidence of counterfeit drug importations.

3) (Provide) All records relating to data from the OASIS
system on the following: the number of porta cof entry into
the U.S5., the number of FDA import investigators total and
at each port of entry, the number of £irms in the official
domestic eastablishment inventory (with a breakout for the
number of domestic human drug f£irms), the number of firms
in the ocfficial foreign establishment inventory, the number
of firmg in the foreign establighment inventory that have
imported to the U.S. since the beginning of FY 98, a
breakdown of the foreignm establishment inventory by product
category (medical devices, radiological health, biologics,
human drugs, animal drugs, animal £eed, cosmetics, food,
etc.), list of foreign drug manufacturers that have shipped
to the U.S. but have no drug listing; the number of foreign
drug manufacturers that have shipped to the U.S8. but have
never been inspected by the FDA (include a breakdown for
China and India).

There are approximately 310 ports of entry in the United
States established by the U.S. Customs Service. Because many
metropolitan areas have multiple ports, there are 196 "port
areas." Based on OASIS data for FY 2000 to date, 172 of
these port areas have one or more FDA regulated entries per
week.

In FY 2000, FDA has a total of 254 FTE positions allocated for
field investigational operations, of which €8 FTEs are
allocated to human drugs.
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As of February 2000, FDA's domestic Official Establishment
Inventory (OEI) contains records for 114,700 firms, including
17,600 human drug firms (this includes manufacturers, as well
as repackers, labelers, and other non-manufacturing concerns).
The number of domestic establishments that are eligible for
statutory inspections is 6,500,

There are approximately 168,830 firms in FDA's foreign
inspection establishment inventory, which includes all FDA
regulated products. Of this number, 6,030 are drug
manufacturing firme (excluding OTC manufacturers).

A total of 6,030 foreign drug manufacturers have imported to
the U.S. since the beginning of FY 1998. A total of 1,234
foreign bulk drug manufacturers have exported to the U.S.
since the beginning of FY 1998.

A breakdown of the foreign establishment inventory by product
category is provided at Tab B.

FDA does not have a list of foreign drug manufacturers that
have shipped to the U.S, but have no drug listing. This would
require an interface between the Drug Registration and Listing
System and OASIS. FDA is currently working on the technical
issues that need to ba resolved to achieve such an interface.

The number of foreign drug manufacturers that have shipped to
the U.S. but have never been inspected by the FDA is
approximately 4,600. The number of such firms located in
China is 623 and the number located in India is 409.

4) Can OASIS import data now be electronically cross
referenced with inspection data from the COMSTAT and OCFITS
(0ffice of Compliance Foreigm Imspection Tracking System)
databases? If so, provide the number of foreign drug
manufacturers exporting to the United States that bave not
been inspected by the FDA in at least seven years.

The Office of Compliance Foreign Inspection Tracking System
(0CFITS) was designed and implemented within CDER's Office of
Compliance in the fall of 1994, as a stand-alone database to
track receipt and processing of foreign inspection reports.
OCFITS contains inspection data on foreign drug manufacturers
that have been inspected for Good Manufacturing Practice (GMP)
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compliance since the database incepticn (5 years). OCFITS has
about 850 firms in it.

The Compliance Status Information System (COMSTAT) is
maintained by CRA and contains an assessment of foreign and
domestic firms that manufacture, assemble, repack or relabel
drugs or devices, based on the results of GMP inspections.

OCFITS and COMSTAT are not electronically linked to OASIS.
However, information from these databases is made available to
ORA inspection divisions for developing enforcement strategies
and as part of the Rgency's routine compliance activities,
including the issuing of import alerts used by import
inspectors.

5) Of the total number of foreign drug manufacturers shipping
to the U.S. since the beginning of FY 58, what is the mcat
accurate estimate that FDA can provide in terms of
percentage of this total that represents the firms that FDA
databases called COMSTAT and OCFITS have information on?

The most accurate estimate FDA can provide is 18 percent.

CDER's Office of Compliance (OC) has initiated a project of
identifying for surveillance ingpection foreign firms that
have not been inspected. The first two lists provided to CRA
covered firms in China and India. In addition, OC is leading
the European Union Mutual Recognition Agreement,
Pharmaceutical GMP Annex negotiatiocns for determining the
equivalency of foreign regulatory systems. Our objective for
successful negotiations include the generation of foreign GMP
inspection information which can be relied on to ensure GMP
compliance on foreign drug prcducts being shipped to the U.S.
and where FDA GMP inspections have not been made.

6) CDER collects data from firms that are inspected, and can
use OCFITS data to track and analyze trends in types of OMP
violations by product, firm, country, etc. Please provide
any reports since May 1, 1998, that have used OCFITS data
to substantiate trends in GMP vioclations.

A set of charts generated from OCFITS showing trends in GMP
violations for FY 1998 and FY 1599 is provided at Tab C.
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We do not have reports which relate GMP viclations with
product, firm or country. OCFITS contains the profile classes
covered during each foreign inspection and codes for the most
gignificant GMP deficiencies noted in the inspection. The
system does not correlate profile classes with the GMP
deficiencies when more than one profile class isg covered.

7) In those casep where the shipments are to the U.S. broker
that is not the final consignee or to a warehouse not
belonging to the final consignee, the final consignee may
not be apparent from documents and computer systems at time
of entry. Does FDA have any real time capability at port of
entry to determine which domestic manufacturer is receiving
the foreign drug product?

No, FDA does not have real time capability at port of entry to
determine which domestic manufacturer is receiving the foreign
drug product.

Assuming that such identification of the final consignee,
if needed, could be determined by tracing the product
through the distribution channels by investigations of the
consignee of record, has FDA ever conducted such
inventigations since the beginning of FY $87 If so, please
provide the name of the product, the name of the broker or
agent, the name of the final consignee, and the date of the
investigation.

FDA has a number of investigations underway in which we trace
back to the final consignee. Because these are ongoing
investigations, we are unable to provide information for the
record at this time. If the Committee would like further
information, we would be happy to discuse how we can
accommodate your reguest without compromising our
investigations.

Does FDA reguire a letter from the final consignee
finished-dosage manufactursr or end user authorizing use of
the imported product in the New Drug Applicaticn? If not,
should there be such a requirement?

At this time, FDA does not require a letter from the final
consignee, finished-dosage manufacturer or end user
authorizing use of the imported product in the new drug
application, Such a requirement may be useful. We believe
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FDA has the authority to require the information by
regulation.

We have gained experience with the workings of the
distribution channels for these products and the legitimate
needs of the indusetry, and we should be able to express
requirements for this aspect of the industry without
establishing an unnecessary burden or inhibiting trade. We
are evaluating the process needed to establish such
requirements.

8) What information is accessible in FDA databases that would
indicate a registered foreign manufacturer that is
importing bulk drugs to the U.8. is in compliance with Good
Manufacturing Practices (GMPs)? Is such information
currently accessible in real time for FDA import
investigatora at the ports? Is any such GMP information
at least stratified by risk, i. e., doea FDA even have a
product higtory for sterile injectable drugs imported inte
the U.8.7 1f there is no information retained or
accessible, please detaill FDA plans to develop such a
database,

The Import Alert system, not a database, is used to convey GMP
status information to the port inspector. Import Alert 62-05
instxuctes field office personnel to detain automatically any
sterile drug product unless FDA has inspected the manufacture
and found it to be acceptable for GMP. Import Alert 66-40
informs the field office peresonnel of firms whose products are
to be detained automatically because FDA considers them to be
unacceptable due to the deficient conditions and practices in
the firm.

In addition, the compliance status of any foreign firm
inspected is available to field office personnel in the
COMSTAT database.

We believe the current syastems have served enforcement
purposes well, but they will be improved when the foreign
manufacturexr registration requirement is implemented fully,
the registration data becomes available in a database, and our
objectives in the MRA negotiations are met.

39) How do GMP compliance rates bstwesn domestic human drug
firms compare with foreign human drug firms? What
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information does FDA believe is needed to make a valid
comparison on compliance rates and is such information
collected?/ ‘

Compliance rates for foreign drug establishments for fiscal
years 1998 and 1$99 are as follows:

Classification FY 1958 PY 19939
No Action Indicated 30% 33%
Voluntary Action 65% 59%
Indicated

Official Action % 8%
Indicated

Compliance rates for domestic drug establishments for Fiscal
Years 1998 and 1999 are as follows. (Note: these numbers
represent all domestic drug inspections, many of which are not
API manufacturers.)

Yoar Classified Violative % Violative
Inspections Inspections
1395 3,458 €76 19,.5%
1996 3,320 564 17.0%
1997 3,402 709 20.8%
1958 3,318 554 16.7%
1899 2,991 487 16.3%

10) (Provide) all records relating to assessments of FDA
information technology for import operations since
May 1, 1999.

There have been no assessments of information technology for
import operations since May 1, 1999.

. 11)How many notifications of suspect counterfeit bulk human
drugs from the Forensic Chemistry Center (or any other
ecmponent from FDA) have been received by the FDA's Office
of Criminal Investigations (OCI) since May 1, 19967 Please
provide all records relating to these notifications for
closed investigations.

OCI has been notified by different FDA components of four
incidents involving suspect counterfeit bulk drugs. OCI
received one unsolicited notification from industry for a
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total of five notifications. Records relating to these
notifications are provided at Tab D.

"Has OCI opened any investigations concerning counterfeit
bulk human drugs since May 1, 19%67?"

Yes, OCI conducted preliminary ingquiries for each of the five
notifications it received involving suspect counterfeir bulk
drugs. After preliminary inquiries were conducted, OCI
established that three of the five notifications were
unfounded, s8¢ OCI did not open cases based on those
notifications. OCI did open the cther two cases for
preliminary investigation. Those cases are identified as: 00-
KCK-705-0054 (P) /Sechuan Tetracycline and $8-NYN-723-
0090/Noxtheast #6. Further investigation revealed that 00-
KCK-705-0054 (P) /Sechuan Tetracycline did not involve
counterfeit bulk drugs, and that FCC's suspiciens of
counterfeit in 98-NYN-723-0090/Northeast #6 were
unsubstantiated because CDER was unable to support an action
based on the impurities found in FCC's tests.

"Please indicate those cases where OCI was the first law
enforcement agency te open up the investigation?™

In both cases, OCI was the first and only law enforcement
agency to ocpen an investigation,

"out of this total number of opened investigations on
counterfeit bulk human drugs, how many resulted in
referrals to the Justice Department, indictments, arrests,
and convictions? For purpeses of this response, ®referral"
means not only when the United States Attorney's Office
(USAO) creates a file or "jackets® the case in their
office, but also includes when the USAO declines to
prosecuta or when the USAQ approves electronic
surveillance.”

None of these investigations resulted in referrals to the
Department of Justice.

"Please also indicate those cases where other law
enforcement agencies are involved.®

None of these investigations involved other law enforcement
agencies,
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"Bow many of these opened investigations are still open?"
All of these cases are closed.

*In how nany of these opened investigations did the United
States Attorney’s Office decline prosecution?®

None of these investigations were referred to the United
States Attorney's Office for prosecution.

*How many of these opened investigations were joint
investigations with the U.S. Customs Service?"

None of these investigations were joint investigations with
the U.S. Customs Service.

12) What i@ the criteria that the FDA‘s Office of Criminal
Investigations uses to determine whether it is appropriate
¢o ghare information on countexfeit bulk drugs with FDA
employees cutsida of OCI? If the criteria is based on
factors such as whether *the information wasg obtained
pursuant te a criminal investigation, " please define puch
factors.

In any OCI case including counterfeit bulk drug cases, if
OCI's investigation revedls a continuing risk to public
health, OCI will notify the appropriate FDA regulatory staff.
Due to legal restrictions placed on the dissemination of grand
jury material under Federal Rule of Criminal Procedure ée,
certain information cannot be disseminated to anyone who is
not on the 6e list. Accordingly, when cases involve
significant public health issues, OCI works with the Unxted
States Attorney's Office and the courts to include the
appropriate regulatory staff on the 6e list sco information may
be ghared.

"Ig the appropriateness of sharing this information
discretionary to the OCI investigator or is this decided by
OCI management?®

OCI criminal investigators frequently work closely with FDA
Consumer Safety Officers and other regulatory personnel on
specific cases. In those cases, OCI would routinely share
information with the €SO, and the CSO may be included on the
Rule 6e& liest. If the investigation did not involve requlatory
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personnel and information was developed by an OCI field office
concerning a risk to the public, the OCI field office would
pass information to the local District COffice and to OCI
headquarters. OCI headquarters would make the proper
notificationg at the headquarters level.

*Doss OCI have a policy against OCI investigators sharing
information of public health concern to other FDA
employees? Is this policy in writing? On what date did
this policy {either in written form or unwrittean form) go
into effect? Has this policy ever been altered? If so,
what were the changes and when did they go into effect?”

No. The copduct of criminal investigations necessarily
involves discretion and OCI does not routinely discuss open
investigations. In order to protect the public health,
however, OCI has often revealed to other FDA employees the
existence of a criminal investigation and some of the
information obtained therein, and will continue to do so as
circumstances warrant.

sUnder what circumstances, if ever, would such gharing of
information by an OCI investigator to a FDA employee be
considered an unauthorized disclosure of information?*

0CI would never consider the release of vital public health
information to FDA pergonnel to be an unauthorized disclosure
of information, provided the law and the court did not
prohibit the information from being shared.

sUnder what circumstances does the interest in preserving
the confidentiality of a criminal investigation outweigh
the interests in timely sharing public health information
that could save lives and prevent injuries?"

Under no circumstances does the interest in preserving the
confidentiality of a criminal investigation outweigh the
interests in timely sharing public health information tha
could save lives and prevent injuries. .

13) (Provide) all records relating to reports provided since
January 1, 1999 to FDA's Office of Criminal Investigatioms
en counterfeit bulk drugs.

There are five e-mails that led to the opening of two
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Preliminary cases, which have now been closed. FDA
investigation resolved these suspect counterfeit matters with
no actual counterfeit bulk identified, These emails are
provided at Tab D.

14) (Provide) all records relating to communications since
January 1, 1999 betweer the FDA and the U.S§. Customs
Service concerning counterfeit bulk drugs.

This information is provided at Tab E.

15) Does FDA have an affirmative duty to warn U.S. drug
companies who are believed by FDA to be innocently
receiving suspected or known counterfelt ingredients? If
there is such an affirmative duty and FDA falled to warn,
would FDA be liable under the Federal Tort Claims Act?

FDA is not aware of any such affirmative duty under federal
law. Bven if such a duty can be found under other law, FDA
believes it likely that the decision to provide or not provide
such information would constitute a discretionary act for
which immunity is not waived by the Federal Tort Claims Act.

That said, as a matter cf policy the Agency has and will
continue to provide information on counterfeit ingredients to
manufacturers in order to protect the public health. For
instance, during the investigation of Pharmaceutical Basics
Incorporated and Flavine International, the Department of
Justice and FDA learned that forged Certificates of Analysis
(Certificates) were being used to hide the fact that
unapproved bulk carbawazepine was being imported into the
country and used in the generic version of the drug. Once FDA
found out that forged and counterfeit Certificates were being
uged, we immediately notified the approved manufacturer of the
bulk drug that its product and Certificates were being
counterfeited and forged, thus allowing the approved
manufacturer to communicate this information to its licensed
distributors and to others that received the approved
manufacturers preoduct. :
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Thanks again for your continued interest in this issue. we
look forward to discussing this with the Committee at the

hearing on June 8%,

Sincerely,

Melinda K. Plaisier
Associate Commissicner
for lLegislation

Enclosures

cc: The Honorable John D. Dingell
Ranking Minority Member
Committee on Commerce
House of Representatives



TAB A
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FY 2000 ACTIVE PHARMACEUTICAL INGREDIENT (API) SURVEY PRODUCTS:
JUSTIFICATION, MANUFACTURERS TARGETED, AND SELECTION CRITERIA

Aeyclovir sodium

Justification

Suppliers of drug substance have different impurxicy
profiles. :

Manufacturer (s) Targeted

Solchem Italiana, Italy
Heumann Pharm, Germany
Ranbaxy Labs, India
Cmnichem, Belgium

Albuterol Sulfate

Justification

Inspectional evidence indicates need for sampling

Manufacturer (s) Targeted

FDC LTD, India

Amantadine HC1
Justification
Inspectional evidence indicates need for sampling

Manufacturer (s) Targeted

Northeast General Pharm., China
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Anantadine HC1
Inspectional evidence indicates need for sampling

Manufacturer (s) Targeted

Northeast General Pharm., China

Amoxicillin and Amoxicillin Trihydrate

Large volume of sales and many overseas suppliers

Manufacturerx (s) Targeted

SmitkKline Beecham, U.K, and Singapore
Ranbaxy Labs, India
Bristol Myers Squibb, Italy

Bupivacaine HCl1

Justification
Not surveyed for a long time

Manufacturer (s) Targeted

Nordic Synthesis, Switzerland
Boehringer Ingelheim, Germany



. Captopril

Cefaclor
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Justification

It's an ACE inhibitor; challenging USP assay; degrades
rapidly.

lLarge volume of sales and many overseas suppliers.

Manufacturer (s) Targeted

Egis, Hungary
Farmhispania, Spain
Medichem, Spain

Wockhardt, India
Novopharm, Ontario, Canada

Justification
Inspectional evidence indicates need for sampling

Manufacturer(s) Targeted

Ranbaxy Labs, India

Cefotaxime Sodium

Justification

Inspectional evidence indicates need for sampling

Manufacturer(s) Targeted

Lupin Labs, ,India
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Dipyridamole

Justification
Inspectional evidence indicates need for sampling

Manufacturer (s) Targeted

Shanghai #6 Pharm. Factory, China

Guaifenesin
Inspectional evidence indicates need for sampling

Manufacturer (s) Targeted

Xin Xin Pharm., China

Lidocaine HC1
Justification

Not surveyed for a long time; complaints received
concerning lack of anesthetic effect.

Manufacturez (s) Targeted

Delta Synthetic, Taipei Heinen, Taiwan
Societa Italiana, Italy

loratadine HCl
Justification

Inspectional evidence indicates need for sampling

Manufacturer(s) Targeted
Morepen Labs, India

PAGE 5

Mothocarbamol
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Inspecticnal evidence indicates need for sampling

Manufacturar(s) Targeted

¥in Xin Pharm., China

Methoxsalen
Justification
Inspectional evidence indicates need for sampling

Manufacturer (s) Targeted

Franco India Pharm., China

Pentoxyfylline

Justification

Product has not been surveyed for a long time

Manufacturer (s) Targeted

Plantex, Israel
Orion, Finland
Chemagis, Israel
Secifarma SPA, Italy
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Theophylline
Justification

Inspectional evidence indicates need for sampling

Manufacturer(s) Targeted

Shandong Xinhau Pharm. Factory, China

Timolol Maleate

Justification

Inspectional evidence indicates need for sampling

Manufacturer (s) Targeted

FDC LTD, India

Vancomycin ECl
Justification

Reported adverse reactions and potential counterfeit
problems

Manufacturer (s) Targeted

Lupin, India
Alpharma FCD, Hungary
Dumex Alpharma, Denmark



At B
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Foreign Manufacturers - FY 99
OASIS-Based OFI
Product Foreign Firms
Other Foods 73,967
Seafood 12,922
LACF 10,661
Cosmetics 11,394
Human Drugs 9,734
Biologics 2,211
‘Animal Drugs & Feeds 3,652
Devices & Rad Health 44,290
Total 168,831
Human Drugs Animal Drugs/Feeds Biologies
-OTC 2,776 «Animal Rx drug 162 -Biclogic Products 546
-Rx 4,534 -Animal Bulk drug 86 -Blood/Plasma & 1,486
-Bulk Drug 1,248 -Animal Feed 2,952 Blood Ranking Reagents
~Other Drug 1,176 -Other FeedDrug 452 -Misc. Biclagic 179
Total 9,734 Total 3,652 Tatal 2211
Cosmetic Manufacturers 11,394
Seafood Manfacturers 12,922
LACF Manufsacturers 10,661
Other Food Manufacturers 73,967
Device Manufacturers - 4,547
Rad Health Manufacturers 19,743
Total # of foreign manufacturers - 168,831
Total # of countries w/manufacturers - 231
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Turner, Rodney

From: Forgione, Frank
Sent: Tuesday, May 18, 2000 2:48 PM
To: Turner, Rodney; Widip, Richard; Durkin, Patrick
Subject: FW: Bulk Counterfeit
fyi
cmaQriginal Messages--—
Fromi Forgione, Frank
Sent: Friday, January 25, 1999 11:10 AM
To: Vermriflion, Terry
Subject: Sulk Counterfelt
Terry

1 spoke with Mark Robinson, Director of Customs Fraud Investigations Division. He was very cooperative, but could
provide little insight regerding the requssts from the Hill ragarding this subject. | mentioned some of the cases we have
worked with Cusioms involving butk (Flavine, FTZ). He indicated that to his knowiedge any case involving bulk would be
worked with OCI and that he did not befieve cft bulk was a problem in the U.S. He will have his Program Manager Dan
Vargas call me with any addltional information they may have.
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DEPARTMENT OF HEALTH & HUMAN SERVICES

ol

Food and Drug Administration

JUN 6 2000 Rockville MD 20857

.The Honorable Tom Bliley
Chairman

Committee on Commerce
House of Representatives
Washington, D.C. 20515

Dear Mr. Chairman:

This is in follow-up to our letter of June 2, 2000, related to
the investigation of counterfeit bulk drugs. As you may know,
on June 5, 2000, officials from the Food and Drug Administration
(FDA or Agency) met with Committee staff to discuss the hearing
on June 8. At that meeting, it came to our attention that it
would be helpful to clarify some of the information we provided
in our June 2 letter.

Specifically, on page 3, in response to your question 3, we
stated that "In FY 2000, FDA has a total of 254 FTE positions
allocated for field investigation operations, of which 68 FTEs
are allocated to human drugs." We would like to point out that
the 254 FTEs are allocated for field import operations for all
program areas. As we discussed, our field investigators work on
a broad range of product issues and are not dedicated to one
product. The 254 FTEs spend approximately one-quarter of their
time doing drug work, resulting in the "68 FTEs allocated to
human drugs.”

On page 8, in response to question 9, we provided compliance
rates for both foreign and domestic drug establishments. While
the information we provided is accurate, we provided it in
different formats. Staff requested that we provide the same
information in identical formats. That information is below:

Compliance rates for foreign drug establishments

Classification FY 1998 FY 1999
No Action Indicated 30% 33%
Voluntary Action 65% 59%
Indicated

Official Action 5% 8%
Indicated
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Compliance Rates for Domestic Establishments

Classification FY 1998 FY 1999
No Action Indicated 42% 41%
Voluntary Action 41% 42%
Indicated

Official Action 17% 17%
Indicated

Thanks again for your interest in this issue. If you have
further questions, please let us know.

Sincerely,
<::;;¢f§ﬂ/ é;%7ﬁ4j2%;;_’
2 Melinda K. Plaidier

Associate Commissioner
for Legislation

cc: The Honorable John Dingell
Ranking Minority Member
Committee on Commerce




61

DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
Focd and Drug Administration

MENORANDUNM

DATE: April 28, 1399
NOTE TO: John Tayler
PROM: - Stephanie R. Gray

SUBJECT: Counterfeit Drugs

Attached are Office of Compliance/CDER's comments. Additional

comments may be coming.
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DEPARTMENT OF HEALTH & HUMAN SERVICES Food and Drug Administration

Memorandum

April 23, 1884

bszeS D 0 el Do

pivision of Manufacturing & Prodult Qualiry, HFD-320

Counterfeit Drugs
Memo-Commants

<3} 24
Director 32: /7'?
Office of Cempliance, HFD-300

I have the following comments and suggested lead on each acticn
item.

A. Regarding meetings with Representatives from Foreign
Governments and Industry, Joe Phillips and Fred Fricke
already have an established lead in meeting with foreign
government representatives on this issue. These leads and
contacts should continue. It is not a formalized agency
workgroup. If we were tq formalize the workgroup under this
workplan propesal, I would suggest Center representatives
join the group including Cempliance Officers from HFD-320
and 330, an Investigator from ORA and an analyst from both
CDER and ORA.

In terms of industry meectings, I surmise that OCI would
interact with the aecurity officials at the firms. Our
CGMP inspections currently do not instruct coverage for
counterfeit drugs and resources are very limited for the
program. Realistically, expanding our roucine'inspecticnal
coverage to cover counterfeit issues would involve the
assignment of rescurces to this task. Only then could we
have a meaningful program with both government regulatory
authorities and industry. Any efforts to startup 2 more
formalized program now, given our current state of .
coverage, would not prove fruitful unless we can find more
motivaticn for industry to report these problems to us.

B. 1 recommend this program continue under the leadership of
HED-330. Analysis by FCC of samples by non-official
methods may provide good investigative leads but are
difficult to serve a= the basis for regulatory actien. NE
RL is undertaking the task to validate these methods and
BFD-320 has met with OPS & NE RL on this affort. Greatss
coordination is needed for the efforts of NE RL and FCC and
I recommend the Division of Field Science in ORA become
invelved with HFD-320 i1n developing any potential cases
based on these analysas.
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™ John Taylor@ACRAQFDAORAHQ
Tes,, .
e -
From: LEGGETT@cder.lda.gov N
Subject: Re: Connterfeit drug working group
e Maonday, April 12, 1999 gt 10:22:53 am EDT
cansch
Certify: N

FROM t0o long. Original FROM is
"Donald Leggett 301-827-7385 FAX 301-594-0165" <LEGGETT@eder fdo.gov>

.Original Meszage Foliows

John:

Re: .
April §, 1999 Working drafit Commeats

In General:

1 am uncertain as to the degree of prehensiveness intended here, but
the document ,IMHBO, is highly birsed toward the bulk APY problem. §
speculste that some may jack the cxpericoce of institutionsl
history, pre-Flavine/OCY, of drug counterfeiting which the FRA
has been effective, This is ast to negote the impartance of this facet
of the problem, but only to point out the need for balance snd
sontributions from those who share the historical perspective.
¢

Along the same Hne, am 1 o understand thet the intent here is limited A
e *he sirategy ¥is a vis importation to the scclusion of the wholly

sstic aspeet? IF this Is so, then I cap better appreciste the bulk
API bios.

Specifie:

Iiast d on X Definitlon and { sm glad te see thet further

comments sre welcomed on this issue, If 3t is agreed that the document K]
is to deal with axtra-statustory sspects, then it should be clear by éoab«‘;“‘ e
tiret iterating the statute, then addrevsiog this in termy of the

propased considerations of the revision. It is in sorne rspects more

eneompassing in others more restrietive. Certaialy 18 i¢ Iair to

generste s deflntton for the purpases of this ducurment, For ezample, T

this is to enjoy internations] application, then aspoets of the WHO

definition may be of increased significance.

{ Loé e

D.Drug Listing:

About 8 dozen years ago, [ conducted an internal regulstary sudit of the
sctivities of the Drug Listing Branch. Ascordingly, § agree,"anyone can o
obtain a drug listing” the illegality of thuse drugs potwithstanding. O
Sinee such activitios subscquently were eontracted, the dismal record of

using it as ao import galekeeper continued, Thus, the use of EES to

" purtivlly deal with this shortfall” may even be optimistic - compounded

with the worldoad and lack of aophistication in much of the import

investigstor domain-the ggency will need to make majnr changes in order

to hope to cope with this growing problem.

h. .port Alerts:

You are very correct that APls can (snd routinely are) labeled for
non-pharmaceutical use. Commonly in the lack of labeling results in the
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aiSumptica that they are “supplements® of other non-pharmaceuticals. This

circurnvonsion is widely } and ful b of the

«forempontioned workloud/sopbisticatics problems. As with "Drug Listing®

the Import Alert systam is also hroken to the point thet major basic o

chonges are needed, not o Bond-Ald....as long ax we dont sttempt to <-
Jead gnyons g5 1o the limitations of the Dryg Listing and Import

. —«ert proposals ,the Band-Aids are little improvement for broken

systems.
Regulstory Propossls:

The goals of these are meritorious nnd sll of the praposals would
bepefit the program. I support them fully but acknuwiedge the passage
of mony will be resisted. .

1 am not in & pasition to suggest the action lends, but hopetebe a
part of the process baved an my experience sod position responsibility.

Thank you for the opportunity to comment.

Don
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) :D FDA/ORA
r

Date:

Note to:

From:

Subject:

.

April 5, 1999

Joe Famulare, Frank Forgione, Malcolm Frazier, Fred Fricke, Stephanie Gray, Don Leggett,
Bill McConagha, Dan Michels, Jack-Mitchell, Bill Nychis, Marci Norton, Joe Phillips, Gary Pierce,
Debbie Ralston, Arvin Shroff, Terry Vermillion, Brad Williams, Karen Wolnik

John Taylor

Counterfeit Drugs

Attached is the latest draft of a work plan that follows up on the efforts of the counterfeit drugs
initiative working group that was convened from 1995-1998.

This latest draft includes the comments that I received on the last draft and a proposed timeframe
for the implementation of the action items discussed in the document. The timelines will have to
be adjusted but they provide a good reference point and they will provide the basis for my
discussions with Dennis Baker and Gary Dykstra.

As 1 stated before, | also want to include a paragraph at the end of each section that outlines who
has the lead for a specific action. Please include information regarding who has the lead for each
task and send me your comments by April 23, 1999. If you have any questions, please do not
hesitate to call me at 301-827-3101 (or 3320). Thank you.
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Public Health Service

Food and Druq Administrati

Office of Reg

ulatory Affairs

5500 Fxshe:s Lane KFC-1
Rockviile, MD 20857

COUNTERFEIT DRUGS

L Background .

This document contains a work plan that follows up on the efforts of the counterfeit drugs
initiative working group that was convened from 1995 to 1998. This work plan focuses
on actions that can be taken by the agency to prevent and contain any public health
problems associated with the importation of counterfeit drugs and their introduction into
interstate commerce. These steps will help us assess how widespread the counterfeit drug
problem is and help us determine whether additional steps need to be taken to refine our
regulatory strategy as it relates to policing the importation of counterfeit drugs.

As much as 80 percent of the bulk pharmaceuticals used by U.S. manufacturers to

. ~oduce prescription drugs is imported. In addition, the number of finished drug products
manufactured abroad for the U.S. market is increasing. The Food and Drug
Administration (FDA) is responsible for the safety and quality of domestic and imported
pharmaceutical products under the Federal Food, Drug, and Cosmetic Act (the Act).
Specifically, FDA’s Center for Drug Evaluation and Research (CDER) establishes
standards for the safety, effectiveness, and manufacture of prescription and over-the-
counter drugs. CDER reviews the clinical tests and the manufacture of new drugs before
they can be approved for the U.S. market, and it regulates the manufacture of drugs
already being sold to ensure that they comply with federal statutes and regulations,
including current good manufacturing practice (GMP) requirements. In addition, FDA
enforces the Act’s prohibitions against the importation of adulterated, misbranded, and
counterfeit pharmaceutical products.

FDA has developed two strategies to ensure that drug products meet the requirements of
the Act. The first strategy involves evaluating the conditions under which drugs are
manufactured, packed, tested, and held, through on-site inspections. The current GMP
regulations, 21 C.F.R. Parts 210 and 211, provide a framework for ensuring that
pharmaceutical manufacturers produce safe, pure, and high-quality pharmaceutical
products. The second strategy involves monitoring the quality of drug products through
post-marketing surveiliance (PMS) programs. As a part of FDA’s overall strategy, the
agency inspects foreign manufacturers to help ensure that pharmaceutical products
entering the U.S. are safe, pure, and high in quality.

FDA has utilized many approaches to evaluate the status of foreign establishments, that
manufacture products for import into the United States. Limitations on resources and the
ever-increasing volume of international trade in products regulated by the FDA require
the agency to continually re-evaluate its approaches. The counterfeit drug initiative
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working group’sTeview and recomumendations will be instrumental in helping FDA make
changes that wili position the agency to deal with the continued growth of global trade
that, on a daily basis, brings more foreign pharmaceuticals to the U.S. shores. The steps
discussed in this work plan will help FDA continue to honor its mandate to ensure that
U.S. consumers receive safe and effective drugs, whether they are produced here in the
U.S. or overseas.

rI_ n ﬁ_.. E : E‘: D

A counterfeit pharmaceutical is a drug {either active pharmaceutical ingredient (API),
intermediate or finished dosage form) which is deliberately and fraudulently mislabeted
or misbranded with respect to its identity or source. Counterfeiting can apply to
innovator or generic products.[Some people expressed the concem that this definition
goes beyond the scope of the statutory definition. That is not its intent. This definition is
supposed to be a subset of the statutory definition but I welcome comments on this issue.]

III.  Regulatory Steps

Counterfeit APIs pose a real or potential health hazard because their manufacturer is often
unknown. The fact that the manufacturer is unknown means that there is no product
history. Therefore, the safety and efficacy of the product cannot be assured, the impurity
profile is unknown and the age, the storage, the manufacturing environment, or the
synthesis of the product cannot be determined. The failure to have a product history is
also important because if the counterfeit product is not manufactured in accordance with
GMPs this can negatively impact the quality of the finished product since no amount of
finished product testing can build quality into the product. Moreover, the failure to have
a product history means that research and development efforts and the clinical trials done
by legitimate pharmaceutical product manufacturers are negated.

The participants in illegal counterfeiting activity may include manufacturers of bulk
pharmaceuticals, manufacturers and repackers who relabel and launder bulk
pharmaceuticals, importers, brokers, domestic agents, and purchasing agents either acting
alone or in concert with a corporate unit. There are certain products that especially lend
themselves to counterfeiting. In general, very expensive chemicals that are purchased in
small quantities or less expensive chemicals that are purchased in very large quantities
are particularly vulnerable to counterfeiting.

As discussed above, the agency has a broader strategy that is meant to ensure the safety
and efficacy of imported drugs and this plan will not address the specific details of that
broader strategy. Instead, this document focuses on additional actions that could be taken
by FDA to further reduce the risk posed by counterfeit drugs.

A majority of the action items that follow target counterfeit APls; however, several
proposed action items will also aid in detecting counterfeit finished dosage forms. These
potential action items include: continuing to meet with representatives from foreign
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governments and industry; developing a strategy for inspection of U.S. import agents and
brokers, providing additional training for FDA import inspectors, increasing random
sampling of imported products, targeting testing of seiected bulk imported products,
enhancing analytical and forensic methodology to analyze APIs, and continuing the
development of, and providing access to the API databases.

A Mestines with B ives from Foreien G

Ttisan operational necessity to cSntinue 1o establish working relationships with
government health ministries and their curresponding national law enforcement( agencies
to ensure cooperative relationships are developed and communication is improved..

FDA will continue to meet with representatives from foreign govemments and industries -
regarding the challenges of policing counterfeit drugs. Future steps also include a
biannual (or biennial?) scientific exchange meeting with representatives from England,
Germany, Canada, Australia, and the Netherlands. FDA will meet with pharmaceutical
industry representatives from the innovator companies and generic drug companies so
that we can impress upon them the importance of sharing information that comes into
their possession regarding counterfeit pharmaceutical products. Companies that produce
high demand products that tend to be counterfeited often do not elaborate on the actions
they are taking to combat the problem. While such secrecy is understandable given the
criminal nature of the enterprise, secrecy tends to contribute to the ignorance about the
counterfeit drug problem because what companies find out for themselves tends to
concern their own products, and they want to keep the information to themselves. This
behavior, however, leads to duplicative investigatory efforts on the part of pharmaceutical
industry and government investigators. Moreover, this secrecy makes it difficult to
quantify the breadth of the counterfeit drug problem. :

B. PostMarket Sampling of Imported Products

As discussed above, FDA has developed two strategies to ensure that drug products meet
the requirements of the Act: the first strategy is to evaluate the conditions under which
drugs are manufactured, packed, tested, and held, through on-site inspections, and the
second strategy is to monitor the quality of drug products through PMS programs.

A key aspect of the PMS strategy is the Drug Product Surveillance program. The
program provides the agency with information about the quality of drugs marketed in this
country through the sampling and analyzing of imported and domestic drug products.
The volume of imports dictates that only a small fraction of the entries are examined.
Therefore, FDA is not able to sample all entries of product that may not be in compliance
with the Act. There is concern, however, that the current sampling strategy is not using
the agency’s resources effectively. Despite increased sampling and testing of foreign
produced bulk pharmaceutical chemicals and finished dosage forms, very few problems
have been detected. The fact that more than 80% of bulk pharmaceutical chemicals are
produced in foreign countries and the heightened awareness of counterfeit drugs
accentuates the concemn. ’
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Because of the low failure rate, counterfeit drugs, and the fact that more than 80% of bulk
pharmaceuticals are produced in foreign countries, an assessment of the sampling strategy
was conducted by FDA. This assessment has led to two changes. The sampling of APIs
for analysis by the Forensic Chemistry Center to detect counterfeits under the PMS
program was re-¢valuated by the foreign product working group and revised in FY 1998.
The revised program calls for the collection of five batches per year for each of the last 5
years (25 samples totai) for each source of API at each finished dosage manufacturer.
Three drugs were selected for sampling in FY 1998 and five drugs have been targeted for
FY 1999.

In addition, CDER compliance program 7356.002F directs FDA investigators as part of
their inspection assignment at a foreign API manufacturer to ask the manufacturer to
provide to the Forensic Chemistry Center authentic samples of their APIs, labeling,
certificates of analysis, container information, batch numbering information, size, and
amounts of API produced and shipped to the United States. The authentic information is
entered into the API database and used for comparison to suspect samples,

C. Additional Trainine for FDA I I

FDA inspectors and investigators need accessible information to help them determine the
authenticity of pharmaceutical products. One day of intensive training on how to conduct
specific APl inspections was provided to twelve investigators from Philadelphia, New
Jersey, and New York, and to 20 investigators, chemists, and managers in San Juan
District. This training sensitized the investigators to issues involving counterfeits,
unapproved sources and poor GMP's in APIs.

FDA needs to sensitize additional inspectors and investigators to counterfeiting issues.
FDA will provide additional dosage manufacturer and API training to FDA investigators
starting with investigators in the Chicago and Detroit Districts and the Pacific Region.

D. Drug Listing

The Drug Registration and Listing System provides information on foreign
pharmaceutical manufacturers based on the statutory requirement that they list the drug
products they ship to the U.S. Drug Listing System pursuant to 21 C.F.R. Part 207 is
currently used to determine the admissibility of imported pharmaceutical products.
However, anyone can obtain a drug listing. The use of the system as a sole decision
maker for admissibility has serious weaknesses. The system does not ensure that
authentic sources or authentic material as described in new drug applications is in fact
being offered for admission.

The drug listing database does not interface with the Compliance Status Information
System (COMSAT) which provides the acceptable or unacceptable compliance status of
foreign manufacturers based on the results of CGMP inspections. This COMSAT data is
shared with other federal and state agencies and foreign inspectorates to ensure that
pharmaceutical products purchased or cleared for import in their countries meet
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acceptable standards. Ideally this data should be readily available to the FDA import
inspector making the admissibility decision. Because the COMSTAT system does not
include the drug listing identification number FDA assigns to each manufacturer, we
cannot easily match foreign manufacturers who have “listed” with their compliance
status. The Drug Listing database also does not interface with OASIS to assist import
officers by automatically comparing manufacturers and pharmaceutical products “listed”
to products offered for importation.

To partially deal with this shontfall in the present clearance system, a pilot was initiated in
Philadelphia District to provide the import inspectors access to additional databases.
Using CDER's EES system increases the probability of confirming authentic sourging of
APIs. The pilot was set up in cooperation with CDER who donated a stand alone
computer to provide the import inspector access to the EES and IND databases, and other’
inspection databases. The system allows inspectors to retrieve additional important data
in about 3 to 4 minutes on any API entry. The Philadelphia District Office is a relatively
small AP! importing area compared to New York and Los Angeles. Nonetheless, this
saves Philadelphia District from making about 50 phone calls per month to CDER to
verify information on these API entries. For example, the EES system allows the impont
inspector to determine which manufacturer is the authentic source, whether there is an
approved NDA or if there is a valid IND. Also, the system provides summary
inspectional data which indicates some level of CGMP coverage.

ORA should expand the pilot, giving EES access to import inspectors nationally. First
priority for setting up this systemn will be those Districts with large API importations.
Eventually all ports in the U.S. should be included. This system will increase assurances
regarding the authenticity of API sources; however, cannot provide 100% assurance.

E. Enbancing Analytical and Forepsic Methodology to Analyze (APIs):

1t has been observed that counterfeiters are becoming more sophisticated with respect to
counterfeiting labeling, containers, seals, and documents. Therefore, to detect counterfeit
APIs it will be necessary to conduct forensic analysis of the API. The FCC will continue
to improve its ability to detect counterfeit APls by enhancing its expertise, forensic
methodologies, and instrumentation. Numerous APIs have been collected and chemically:
fingerprinted. Recently, based in part on these analyses [what were the preliminary
findings?), special targeted inspections were conducted in China, which resulted in one
firm being placed on import alert and waming letters issued to two others.

F. Deavelop z Strategy for Inspection of 118, Impont Agents/Brokers

A team of two to three investigators from the Central Region and Forensic Chemistry
Center will conduct inspections at selected U.S. import agents. Experience gained from
these inspections will form the basis for the development of a strategy for a
comprehensive evaluation of U.S. import agents.
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G. Targeted Collection and Testing of Selected Imported APIs

Targeted collection dnd testing of APIs will be conducted. The targeting of the APIs will
be based on intelligence from several sources such as:

1. Observations during inspections of domestic finished dosage
manufacturers and foreign API and finished dosage manufacturers.

a. Rejected APs.

b. Discrepancies in labeling, containers, certificates of analysis,
container seals, sourcing documents. .
o C Discrepancies in laboratory results.
2. Information obtained during inspections of U.S. agents/brokers.
3. Selected API inspections of finished dosage manufacturers with a history
of FDA violations.
4. Adverse events.
5. OCL
6. The pharmaceutical industry.
H. Import Alerts

As discussed above, the sheer volume of imported products precludes the agency from
physically examining each entry, including those entries where historical data suggests
products are likely to be violative. Therefore, one approach that the agency uses to
control the entry of such products is the issuance of import alerts after violative samples
are found. Import alerts disseminate information to interested parties regarding problems
with imported products. These alerts can be used to identify problem commodities,
problem shippers, or problem importers, and they provide guidance for import coverage.
An alert may cover an individual manufacturer, supplier or a particular product from an
entire country. As a follow up to an inspection, import alerts may also issue where it is
determined that a2 manufacturer is in violation of GMPs. These products can be detained
without physical examination or analysis because there is an appearance of a violation of
the Act.

Nonetheless, because of the volume of imported drugs, devices, and foods, import alerts
can be circumvented. Especially in the case of APIs which can be labeled for non-
pharmaceutical use. Most importers/brokers are aware that their entries of products
under an import alert will be detained until they can provide analytical evidence that the
product is not in violation of the Act. While the EEPS/OASIS identifies which products
are subject to these alerts based on the coding entered into the system by the broker, if the
code used varies slightly, or the name of the supplier changes, or the country of origin
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changes, these items may be released for distribution without any examination. Importers
and brokers may enter products subject to an import alert unintentionally or intentionally.

Moreover, firms do not always withhold detained product from distribution. Although
the brokers are theoretically subject to forfeiture of a bond up to triple the value of the
goods, the violators do not always get caught, and the damages are usually mitigated to a
portion of the goods’ value. Consequently, ignoring a detention notice is considered by
some to be a part of the cost of doing business. There is a need to establish enhanced
procedures to ensure that an imp&rt alert notice for a product or company will, in fact,
prevent the violative products from reaching the U.S. consumer.

For example, a foreign firm’s import alert status should be communicated to all affected
firms in the U.S. Another possible solution is preparing a formal import alert Standard
Operating Procedures which provides for informing users of products on import alert of
the violative status of these products. This program modification would put U.S. firms
on notice that use or sale of the violative foreign product would be a violation of the Act.
Specifically, one or more of the following options may be considered.

i. Letter to the Customer

A customer could be informed that prior to taking possession of the product, that once the
product is in domestic channels and in their control, they may be held responsible and
any violative product may be subject te regulatory action. The issuance of letters to U.S.
customers that provide notification of the violative status of imported products, that the
domestic firm may otherwise distribute commercially, should induce domestic firms to
deal with only reputable foreign establishments.

2. Letter to the Firm

As an official notification of the import alert, a letter will be issued to the firm producing
the violative product/s/. The letter will list the product or products which have been
placed on import alert status. In addition, the U.S. regulatory agent (when one can be
identified) will be sent a copy of this letter. Commercial agents may also be provided
with a copy.

3. Notification of Applicants

All applicants naming the manufacturer of an unacceptable API within their application
will be identified using CDER information systems and notified via letter of the import
alert status.

4. Eederal Register
CDER or ORA will periodically produce a list of import alerts for publication in the

Federal Register. (Is this option repetitive in light of current practice or in the altemative
unduly burdensome?)
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o 5. Ereedom of Information Act

The letter to the.violative firm informing them of their drug products’ import alert status
will be placed on display in the FOI Office:

The advantage of utilizing the notification methods discussed above is that the steps
outlined will ensure that users of products on import alert are informed of the violative
status of these products. Because firms who may otherwise sell or use the violative drug
product are given official notice 6f a product’s violative nature; a broader notification
strategy will provide additional assurance that an unacceptable product is.not marketed.
In addition, a broader notification strategy will not have serious resource imblicatiqns.
There are only 2 small number of drug GMP import alerts per year and the time required
to issue the additional mailings is negligible. -

Additional FDA proposals relating to import alerts include: increasing resources for
auditing the accuracy of the data being entered in EEPS/OASIS; and citing counterfeit
products as contraband. All of these steps would strengthen the government’s ability to
keep entries of violative products under control and assure they do not reach domestic
trade channels.

Several regulatory proposals were made by the counterfeit drug working group and these
proposals could be reconsidered in conjunction with the Office of the Chief Counsel and
the Office of Legislative Affairs. They include:

amending section 304(d)(1) to permit FDA to seize and destroy a coﬁnterfeit drug at
import instead of permitting re-exportation;

amending section 301(i) to ‘make the knowing possession of a bulk counterfeit drug a
potential prohibited act;

implementing the FDAMA changes to section 510 of the Act to require the registration of
foreign manufacturers and to permit tracking of product shipments from the foreign
manufacturer to the importer;

requiring manufacturers to report to FDA when they have information conceming an
FDA approved pharmaceutical product that is counterfeit;

requiring all U.S. manufacturers and distributors to certify (subject to the criminal
penalties for lying) they are fully aware of the manufacturing activities going on in those
foreign plants, that all of the manufacturing activities comport with all relevant U.S. laws
and FDA's regulations; and requiring all U.S. manufacturers or distributors to only use or
sell products for which the manufacturers of those products are registered and listed.
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V1.  Evalumtion

All aspects of this program will be evaluated with respect to accomplishments, strengths,
and weaknesses. This evaluation will occur during January 2000. Reports will be
prepared and presentations made to ORA, CDER and the Commissioner’s Office in
February 2000.
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CASE INITIATION/MANAGEMENT REPORT
CREATED BY: Berg YY  oFF 1::: j Nur o 4 P
CREATEDATE: | 0406%8 1| \u\‘\‘l [sgc ”705 ]2‘;;0‘7” j[ ]
DATE INITIATED: LDAISH— 7 /JZ]Q/ RELATED CASES:
DATE CLOSED: ) None J
CLOSING CODE: ' .
FORFEITURE: SIAAGENT:  FIRSTNAME:  LAST NAME:

LMurc 1 LR-ardon J

PRIMARY GEOGRAPHIC AREA

CITY: STATE: CASE TITLE:
IChuIa Vista ca INTER PHARMA INC. ]
AGENCY NAME:
ACRONYM:
PRIMARY AGENCY: FDA-OC! Office of Criminal Investigations l
MFCC CODE: MFCC DESCRIPTION:

PRIMARY GASE TYPE: | countertet orugs - coeR |

ORIGIN OF CASE - AGENCY:

SECONDARY CASE TYPE:
CODE: DESCRIPTION: ACRONYM:

716.100 |Misbranded Products - CDER

AGENCY - FULL NAME:

Drug Enforcement Administration ]

PRODUCT NAME: | Various I

SECONDARY LOCATION:

CITyY: STATE: zP:;

Tijuana

«\’“\(‘X
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Page20f3
PROBABLE VIOLATIONS:
TYPE SEC. SuB. CITATION
Federal 21 331 FD&C Prohibiled Act
Federal 18 12320 Counterfeit goods
_SECONDARY AGENCY: .
ACRONYM: NAME: L
[DEA Drug Enforcement Administration
ICA BOP [California State Board of Pharmacy
USCS U.S. Customs Servise
LEGAL CONTACT:
rGC Marci Norten
SUMMARY OF ACTIVITY:
in 1998, DEA began ifying Tijuana, MX, p iverting ities of varipus controlied drugs from southem
California The inu ification results from USCS seizures of drugs from trucks headed to
THuana from the Chula Vista, CA area, s well through se from from Mexico. One mail order operation
was also identified circa summer of 1997. Common to all the asizures is that the drugs bear labels of tha H.L. MOORE CO., New
Britain, CT. Predominantly bofties labeled Butalbital, 8 muscle relaxer, have been seized, ysis of the
i same as Contact with H.L. MOORE disclosed that INTER PHARMA INC. purchased approximately

400,000 tablets of acetaminophen from H.L. MOORE, subssquently seiling those tablets to FARMACO DISTRIBUIDORA of
Tijuana, MX. It Is believed that INTER PHARMA and FARMACO are conspiring in the southem California area to print H.L. MOGORE

tabeis for on bottias of lled and iption drugs obtained from H.L MOORE and other U.S. companies. .
According to the CA State Board of Pharmacy. both INTER PHARMA and FARMACO have a violative history. Another company.
identified as NOVA LABS has siso been identified as a i front for FARMACO dhlerslon adnvlues
FARMACO has also besn identified by SDFO as beang mvolved in the past as a p: of & i

i which are lifornia for expcn to Mexico and sate to U.S. allzens in Tiuana
pharmacies.
INVESTIGATIVE PLAN:
Intarview wif obtain P fte search in order to identify the extent of counterteiting activities for

prosecutive consideration.

.
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Page 3 of 3

—

SUSPECTS/SUBJECTS:

INTER PHARMA INC.

FARMACO DISTRIBUIDORA

NOVA 1LABS

H.L MOORE CO.

Subject Histary Forms submitted with CIR

CASE AGENT HISTORY:

CLOSING INFO;

RISC. COMMENTS:

FIELD OFFICE APPROVAL:

DATE:

e Cpd fronsm_

W_ g//g/%f/
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Forgione, Frank

From: Widup, Richard

Sent: Tuesday, January 26, 1989 6:26 PM
fo: Forgione, Frank: Haynes, Stephen
Subject: “Counterfeit” Drug Matters

Gentlemen: Here are some thoughts that I have based on the meeting that transpired this afternoon:

1. Whenever they decide and whoever they decide to pick from the Import Operations branches, they absolutely need to
insure they pick someone that has first hand experience with the mail order shipments that come in.

2. Concentrating our efforts on incoming AFls and finished dosage forms is appropriate. Forgetting to include those
products that are salvaged (which the FDA has never addressed to my knowiedge) would be a mistake. There are several
products that are manufactured and then salvaged for a number of reasons that I know end up’ being marketed
throughout the world, Interchem has sent me faxes from suspect firms that are in just that business, “We should look at
these guys as well, like initiating some inteliigence on them and seeing if we can break something,

3, Whatever is done concerning Import QOperations should aiso involve those persen(s), businesses, ete., that are
importing products for corpounding. 1t arvazes me that the FDA will grant authority to aliow sormeone to import a drug
for research purposes without any stipulations. FDA needs to identify the amount of product that any firm can import,
and delineate for what period of time they can do this. Otherwise, we are aliowing anyone to import anything, provided
that they complete the paperwork.

4. For what it is worth, it wouid be nice that any definition of “counterfeit" be simifar to the definition of counterfeit as
stated in Title 18. It would make prosecution that much easier in the long run. This agency doesn't need to create
another definition in a vacuum.

Just a few thoughts. -Rich-
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Forgione, Frank

From: Widup, Richard

Sent: Tuesday, January 26, 1999 6:43 PM
To: Fabel, Douglas

ces Forgione, Frank; Haynes, Stephen
Subject: FW: Counterfeit Drugs?

Doug' Frank wanted me to pass this along to you. afong with some information that | recently obtained. The defay n
geting this message 1o you 1$ mine, as it 100k ma 3 while 10 find someone m the FDA who could explan this process to
me. .

The products that were received in Memphis probably came in through the arr facility Nashvitie was listed because they
are the district that services the Memphis FedEx facility. They were unapproved new drugs that apparently did not inttially
cantain enough import information. More than likely, the FDA contacted the broker who in turn provided some mformaton
that was acceptabie , and then the products were delivered. Since this drug is under patent, there are a couple of
scenarios that might explain why attempts were made to ship it here: -

1), tisadrugthatis bein& used for compounding or-some other IND process.
2). ILis being sent to the US in preparation for this drug coming off patent.
3) itis an attempt to market an unapproved and possibly counterfeit version of the legitimate product.

Frank asked me to pass this afong to you and ask you to have someone in Nashville follow-up on this. While these acts
themselves are not "hot”, this issue of “counterfeiting” is. Director Vermillion and AD Forgione have spent the better pat of
the last two days in meetings over at Parklawn on this matter, mostly as a resuit of congressional interest. in particular, it
would be nice to know what happened to these products. Where were they being shipped. and for what purpose? If this is
3 “routine” matter, how often does it occur? Has this happened more recently that the dates than we have been provided?
Is anyone in the district notified about the receipt of unapproved drugs, and if so, how is that documented? Please give me
2 call if you have any questions. Thank you. -Rich-

weOriginal Message——
From: Forgione, Frank.

Sent: Thursday, January 21, 1999 B.25 AM
Te: Widup. Richard
Subject: RE: Counterfeit Drugs?

Rich - Have you received any subseguent calls from Berinett? What action, if any have we taken to detemine who ordered
the products and what action was taken by FDA

--—-Original Message-—
From: Widup, Richard

Sent: Wednesday, Decermnber 09, 1988 10:19 AM
To: Forgione, Frank: Haynes, Stephen
Cer Rawls, Dwight

Subject:  Counterfeit Drugs?

Gentlemen: I received an interesting telephone call this morning from Mr. Ian BENNETT, an employee of Carratu,
London, England. Carratu is a private investigation firm. Carratu has been retained by SmithKline 8eecham
(SKB) to investigate the sending of & particutar drug to the U.S. that is still under patent by SKB. Mr. BENNETT
stated that he had gone online to the QASIS Database and determined that there were three entries and
detentions of the product “paroxetine” (an anti-depressant) into the U.S. within the past year and a half:

1. Arrival date 4/27/98 in Nashville, TN. Product sent from Singapore by HT Consultants Private, LTD. Product
code fisted at 66VBB99. Reason for detention:  unknown.

2. Arrival date 01/15/97 in Nashville, TN. Shipped from Canada {London, Canada?) by JL Ford. Reason for
detention: Unapproved New Drug-No IND.

3. Arrival date 10/01/98, New York, New York. Shipped from Spain by* Medichem SA*. Reason for detention:
Not Listed,

Mr. BENNETT stated that he wanted to know who these products were intended for, and if possible, the amounts
shipped. He did state that * Medichem* was cleared by SKB to ship certain amounts of this product to the U.S.
for research purposes ONLY.

Again, this drug is under patent and should only be manufactured by SKB or their designee.

1
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Before I get back to him, I thought that maybe OCI ought to know this information as well. It appears that there
is a breakdown in the system about alerting OCT to these potential situations. Maybe we ought to look into this to
determine what the product is (was), where it is at now, how much was shipped, etc. This might be also
situation where innovators are trying to send their product to the US to builld up their stocks in anticipation of the
product going off patent. 1 do not know when this occurs..but Dwight probably does if he has a current copy of
the Orange Book. It could also be an outright case of marketing an Unapproved New Drug. In that case, and if
the product is still around, we need to have the FDA cbtain a sterile sample to send to FCC for analysis.

Please advise on how you want me to handle Mr, Bennett. Thanks. -Rich-
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Forgione, Frank

From: Widup, Richard
ent: Monday, January 25, 1998 12:18 PM
To: Vermillion, Terry
Ce: Forgione, Frank; Haynes, Stephen
Subject: Gentamicin; Trimethopnm and other matiers

Gendémen: 1 spoke with Mr. Fricke this morning in regards to the above. Here is an explanation:

Concerning gentamicin: The memo sent by Karen Wolnik and prepared by Mr. fricke indicated that in 1995 Heim became
the US agent, yet in 1996 Reisman shipped the product in guestion. When asked about this discrepancy, Fred mentioned
that his dates may have been misleading, and that he would research the matter, In essence, no one shipped product
when they weren't at the time the legitimate US agent. Therefore, no issue there. .

Concerning trimethoprim: I asked Fred why he thought that the product manufactured by NE# 6 was counterfeit. He
stated that based upon the fact that when the inspection occurred there was no active ingredient present. That, coupled
with the high number of impurities, would be indicators that the product was manufactured by unapproved sources for
NE # 6. Fred said that the Certificate of Analysis {COA} would therefore be counterfeit, because it stated that the product
was manufactured by NE #6. Fred did admit that it is also possible that the product could have been “switched out” by
anyone in the process. In this case, NE # 6 shipped the product to Sinochem, which in turn provided it to ICC-China, who
gave the product to ICC-US, who then delivered it to Sidmak. Fred acknowledged that it is possible that NE # 6 could
have manufactured legitimate product, and that someone along the way switched legitimate product for lesser grade
product, and transferred or produced a COA to cover the switch, I informed Mr. Fricke that one of the issues that we
needed to resoive as an agency was the use of the term “counterfeit” versus "unapproved drug®; and that it appeared
that the term "counterfeit” was being used more often than it should be.

‘The congressionat visit to FCC did hear about the Fiavine case, the trimethoprim matter and the BioChemica Opus case,
15 well as the problems with the FDA import system.

~Rich-
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Forgione, Frank

From: Widup, Richard
ent: Wednesday, January 20, 1999 4:34 PM
To: Forgione, Frank
Ce: Haynes, Stephen
Subject: FW: gentamicin

Gentlemen: FY! -Rich-

-—-Ongmal Message— .
kwolnik@ora.fda.gov {SMTP: kwoimk@cra fda.gov)

sonl. Wednesday, January 20, 1999 4:05 PM

rwndup@or:oa.ora.fulgov
Subjuct. fwd: gentamicin _ )
Comments By: Karen Wolnik@FCC. INORGB@FDAORACER &

Originally To: Karen Wolnik@FCC.INORGB@FDAORACER
Originally From: Fred Fricke@FCC.DD@FDAORACER
Original Date: 1/20/99 3:58 PM

Comments:

Rich, as you can see we drafted this email some time ago. | thought Fred sent
it and | suspect he thinks he has but it was never sent. He's out of the

office until Friday. Anyway, I'm sure this is what he talked to you about.

If you have any questions, please give me a call.

Karen A. Wolnik, Director Inorganic Lab. Branch

{USFDA Forensic Chemistry Center, 6751 Steger Dr., Cincinnati, OH 45237
Phone 513/679-2700 x181 Fax 513/6798-2761

email kwolnik@ora.fda.gov

{Original Message)

Comments By: Fred Fricke@FCC.DD@FDAORACER

Originaily To: Raymond Miecko@CHI.DD@FDAORACER, Jun Hunt@DE!O@FDAORAHQ, SMTP
[GRAYS@CDER.FDA.GOV], Richard Widup@OCI@FDAOCIHQ

Originally Cc: Susan Settemerg@PHlRO RFDD@FDAORACER Joseph Ph[llxps@PHIRO RFDD@FDAORACER, Karen
Woinik@FCC.INORGB@FDAORACER

Originally From: Fred Fricke@FCC.DD@FDAORACER

Original Date: 1/7/398 1:56 PM

Comments:

V. Rene'e Moore, Secretary to Director, Forensic Chemistry Center
6751 Steger Drive

Cincinnati, OH 45237-3097

Phone # (513) 679-2700 ext. 184 FAX # (513) 679-2761

{Original &

Adverse drug events involving gentamicin sulfate injectables have been
reported. The finished dosage product is produced by American Pharmaceutical
Partners Inc.(APP) ( formerly Fujisawa) located in Melrose Park, lliinois. The
gentamicin sulfate active is manufactured by Long March Pharmaceutical Plant
{ocated in Sichuan, China. The Forensic Chemistry Center was asked to
conduct analysis of these drugs in an attempt to discover the cause of the
adverse drug events.

APP maintained retain samples of all the gentamicin active lots that they
received from Long March starting in 1996. Samples of each of these lots were
collected on November 23,1998. “Numerous analyses using several different
techniques were conducted on these samples but did not revea! a causative
agent, however other significant and disturbing facts were discovered and are
described below.

On February 9, 1996 APP/Fujisawa ordered three iots of gentamicin sulfate
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produced by Long March from G.M. Reisman { Long March's U.S. agent), They
requested delivery by March 3,1996, and the lots were received on March 8,
1886. These lots consisted of 5Kg each and, possibly, were used for
validation purposes.  Also on February 9,1696, they orderad larger quantities
of the same three lots to be delivered by April 3,1898. These were received

an Aprit 11, 1898, and consisted of 15 o (5kg each) of ot #
SC-GM-951108, 13 containers {5Kg. each) of lot # SC-GM-851107 and 13
containers (5Kg.each) of lot # SC-GM-051104.

A chemical “fingerprint” was established for each of the lots of gentamicin
sulfate active, utilizing 2 HPLC methods, ton Chromatography, and ICP Emission
Spectrometry,

***The chemical "fingerprint” for lots SC-GM-951108 and 8C-GM-951107 received
on March 3, 1986, is identical t the same two iots received on April 11,

1996. The chemicat " fingerprint” for iot 8C-GM-851104 received on March 3,
1996, is significantly different from the same lot received on Aprit 11,

1986."** -

Authentic gentamicin sulfate produced by Long March was analyzed extensively
in the past during the investigation of Flavine, 1t is interesting to note

ihat samples of authentic material produced from 1788 to 7781 had a consistent -
chromatographic pattern (Patiern A) when analyzed by ion chromatography.
Samples of material produced from 8/91 to 4/93 were consistent with one
ancther but had a different pattem (Pattern B) than the earlier material. We

do not have any more recent authentic matenal,

lon chromatographic patterns were also developed for the material collected at
APP/Fujisawa. With the exception of the April 11th shipment of SC-GM-851104,
the material frorn 11785 has Pattermn A, the same pattern observed in authentics
prior to 8/91. The April 11th shipment of SC-GM-251104 had Pattern B. The
material manufactured from 6/96-2/98 has Pattem B. Coincidentally, after

1865 the US agent changed from Reisman to Helm.
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Forgione, Frank

From: Forgione, Frank

Sent: Friday, January 28, 1998 {110 AM
Ta: Vemnilfion, Terry

Subject: Bulk Counterfeit

Terry

1 spoke with Mark Robinsan, Director of Customs Fraug Investigations Division. He was very cooperative, but could
provide little insight regarding the requests from the Hill regarding this subject. | mentioned s%me gf the cases we have
woxeg w;gg gzés,mn?tgwgl‘vmdgidbuli g’?vme. g'gZ) He indi that to his viedge any case invoiving bulk would be
worked wi and that he did not believe cft bulk was a problem in the U.S. He will have his Progr,

Vargas call me with any additional information they may have. ¥ have his Program Manager Dan
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Forgione, Frank

From: Widup, Richard
ant: Saturday, February 27, 1998 4:25 PM
To: Forgione, Frank

Subject: < gency Anti

Frank: Tom Barker from Heatlh Canada contacted me yesterday to inform me of the details of this meeting in Ottawa in
May:

The meeting will De held at the-Delta Hotel in Ottawa, Canada, 361 Queen Street, Ottawa, Ontario, Canada K1R 759.
Telephone: 800-268-1133 or 613-238-6000. Tom suggests that OCI make arrangements as soon as -
possible.Arrangments have been made for meeting rooms in the hotel. The hotel is centrally located and is offering
rooms at $129.00, Canadian (the federal per diem rate is $91.00-which means the hotel is within our lodgxng rate, give or
take a few dollars). Have you decided who you want to send?

1 passed this information along to Bob Gillespie. He states that the Germans and the Belgians will be in attendarce, along
with himself. He stated that there are several people interested in attending, but that they would like an official invitation
1o this in order to justify the costs. I will forward the list of personnet that Bob suggested to Tom Barker.

Repregentatives from Malaysia would like to attend, provided that someone could pay for them. Do you believe that asset
forfeiture would cover this? Might be a stretch. Anyway, this is the latest. -Rich-



86

Food and Drug Administration
Central Regional Office, Philadsiphia
U.8. Customhouse :
2nd & Chestnut Streets
Philadelphia, PA 19108

215-587-4380
215-597-5798 (fax)

Total Pagés: /9 Date: | "~1’5.‘qq
To: ; From: Joseph X. Phillips »

° ;/U‘X ;/KI/& bc.tff‘s Regional Director

D A } FQQ 215-587-0482 (voice)

T

Yoice:

If assistance is needed, please call 215-597.4350 x 4007 ]
This document is intended only for the use of the sddressee and may contain information
that is privileged, confidential, and protecied from disclosure under applicable law.

Remarks: | s W
/’31\7‘7‘ Lot 1277
fo e T )
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FOOD AND DRUG ADMINISTRATION

Office of the Commissioner
Offios of Bxecutive Socretariat
5600 Fatews Lanc, HRAO
Rockvilie, Maryisnd 20857

Fax No. (301) 443-1863 Telephone No. (301) 827-4450

FACSIMILE TRANSMISSION RECORD

NUMBER OF PAGES (not including coversheer) - \( g -

o Ko M&—(L.

>\~ 81N~ sN18

Fax No. Telephane No.

FROM: \-‘Dﬁ'a’ M X

MESSAGE: | —p<k treMeso V*t&_

Now: umnum-%m«anMnmdummm-w
St (e EEPHOnS MInDey ADoee.

THIS DOCUMENT 18 INTENDED ONLY FOR THE USR 0F THR PARTY TO WAONM IT I ADDRRSED
AND MAY CONTAIN mmmmrnrmmmqumsim

FROM DISCLOSURE UNDER APPLICABLE LAW. I you are oot iy Ot 3 person
mwuummnwwu-ym'.mwmuﬂ
£€2i00 besad on the coatowt of dik -t 1t yous b ivest this i mrror, plears.

_ -
notify ax by and roume & © w8 & the sbove addeess by sl Thaek you,
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OFFICE OF THE COMMISSIONER MEETING
s EXECUTIVE SUMMANRY

Date: Jonuary 27, 1599
Time: 3:00-4:00 p.ra.
{.acatian: Conference Room 14.68, Paskiawn

Subject: Counterfeit Drug Initistive

Attendees: Jane llenncy, Michael Friedman, Randy Wykoff, Jnnet Waodeock: Tery

Vermillion, Margaret Porter, Gary Dykstra; Joe Phillips. Frod Fricke, Iack Mitchelt, Rrad
Williams, Walt Osbome

Mesting Purpose:  to provide background report on the Counterteit Drug Initiative and
discuss and priozitize potential “next sieps™

Background:

In 1995, the Cincinnati Forensic Chemistry Laboratory suggested to Dr. Kessler the possibility of
extahtishing an agency-wide injtiative related to counterlest drugs. A number of initial meetings
were held, but with varying opiniuns on how to address this jssue, o clear-cutagends
developed. In late 1996 Tor. Kessiar askanl thuxt the inftiative e coordinarcd by the Office of’
Operations.

Owver the subsequent yosz, & series of mectings was held, involving ORA managemunt, varivus
ORA companenty (includiag OCI, the T ie Chemistry Lab, and ORA ficld staff), CDER,
OS1, OCC and vthers. A wark Tist of potential action items was developed, pnon\ued, and
implemented prior to the termination of the initiative in late 1097,

The initiative was lerminated for several reasons:

o While counterfeit medical products were found to be an issue of significant
potential inmportence, no specific need for a Commissioncr’s Office initiative was
identified.

o Tt was felt thut the Centers and ORA were the appropristc FDA p ts (o
deal with counterleits us & part of their on-going worklvad and that they should
nave the prerogative and responsibility 1o determine if proposed expenditures
wen: fustified in e face of other on-going nevds.

° With the passage of FDAMA, substuntial new, higher priority, responsibitities
were being edded o FDA.
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Page 2 - Counta [cit Drugs

Ma}or actions taken by the working group included:

A) Commupication
1) Onstreach and Coordination was cxtablished hetwren FDA and other fareign regulatery
bodies

-Mecting with British Mcdicines Control Agency (April 1997 and September 1997) and
.with various British law cnfe nt groups {$ ber 1997)

-Mecting with British, Canadian, Amlm\ and (-ermm lezula\orv nuthonhes was held
{October.1997)
-Meeting with German faw caforcement authorities (January 1998) ¢
-Mecting with Spanish National Policc, Imerpol. and Pharmaceutical Security Institute .
{November 1997)

Intormation about & vanety of counterleit products of concern in other countries was
relgyed to FDA through Lhese mectings. Additionslly. channcls of communication were

cetablished or formalized.
2)0 h and ication between FDA and indusuy reprosentativey
-Muetmgs held with sevcml dozcn cxccutives and scnlor level sccurity managers of major
tic ph ers. Additionaily, moctings were hold with
?L . 1 . 1 1. (ﬁ p T lgm M\I N 1”7)
In addition to information ahout specific arexs of concern, channel of communication -
were cstablished
B) Irainige

1) Over 30 ORA investigators underwent specific training regarding issues related
couaterfeits and related issues.

C) Inspectional Astivities

1) I'o enyure follow-up to a previons casc af leit bulk producl, i ions were
conducted at 15 finished dosage manufacturers in the United Stmes lnd abroad, More than 1 ,000
samples were collccted.  Regulatory actions, including revalls, resuited from the analysis of
these samples.

2) Over 50 sumples of each of three ly uscd bulk ph ical prod were
collaelud and analymd fm- nnyunnu and chemical fmgumnnung Basced in part on these
were conducted in China.

1 P 1) T
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Page 3 — Coumcrfecit Drugs

D) Lasrective Action

1) A pilet study was initiated to permit import insp 1o have to existing VDA
databascs. This pilar smidy, carried out in the Philadelphia District, was felt to be o success and
provided import aperations siaff with additional vilusble resousces.

2) An “authentic AP] database™ was begun by the Forensic Chemistry [ ahoratory.

Additional details on the actions taken by the workeroup narticipants are included in the attachexd
summaries submitted by Jack Mitchell (Tah A) snd Ron Chesemure (Tab B).

DISCUSSIONS AND POSSIBLE NEXT STEPS

&

There arc scveral general arcas where additional Agency action could be taken to further reduce
e risks posed by counterfeit drugs:

1) ORA lnitiative Reparding {mponiation of Bulk Product. URA will develop a plan to comtain
any public beaith problems sasoctted with the importation of counterfeit bulk products. while, at
(he same time, acinpting to asscss how widespread this protiem is.

Patrocatial action stcma gould include.

developing a ¢ gy for inspect o!’ U.8. impust ageuts/brukes

dditionsl g for FDA imp
--increased random ump!mg of unponad pmducu
«targeted testing of selected bulk imp P
~enhancing analytical and fi i hodolagy to analyze APT™s
-evalunting the continued dovelopment of, and sccess tc-., the APV Dnubase
2) Regulations: _Several proposals were made by the wo@gmaniggumhc_@nnsiﬂg@
now: .

o Amend Section 304 (d)(1) to pezmit FDA 1o seize and destroy a counterfeit drug
at import instead of permitting re-cxporiation;

° Amend section 301(1) to make the knowing possession of a bulk counterieit drug
a potential criminal act;

v tmplemem the FDAMA proposed changes 1o Scetion S01 of the Act to requige the
gi ion of forci b and o permit tracking of product shipments
from the foreign memxfas&w to the imporier,

° Require manufacturcrs to report 10 FDA whin they have infurmation concuening
sn FDA-spproved ph ical product thut is rfeit
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Page 4 -~ Coumerfeit Drugs
RELATED AREAS OF CONGERN

I)“Peretinal Imp(vnnﬁon"' Issues. There is growing concem regarding the importution of
d finished phar icalx hoth by border drive-overs and Internet urders,

2) “Compounding” issues. There is growing concern about the issucs of hulk importation of
unapproved products destined for compounding.

3) Foreign Trude Zoncs. ‘Ihere is growing concern about the potentiat of [oreign trade zones to
raisc unique and nove! challenges tv FDA's reguatory authority. e

4) Congressional Interest. “Thers was substantial congressiona! staff interest in counterfits
during the last session. and there remains & possibility of a hearing in the early part of 1999.

Executive Svcretariat Contaet: Walt Oshorne, $27-4431
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‘To: Randy Wykaff. M.D..
Axsocizte Commissioner for Operttions

Date: January 9, 1998
/‘.
Prom: Jack Mitchen 744
Re: O8I Counterfeit Drug Working Group Projects

1. Pilat Program of the Establishment Evaluation Systom (EES) in the Ph\hdctphn Dmnct
Office Imports Rranch

This pilot program, initially established {n the Philadelphia District Office. was intended
to test the CDER F.subiuhmcm [Evaluation Sysiem (EES) 1o determine approved sources of hath
finished and Active Phar § Ingredi (APT). The database allows import mansgers

timely aceess to additional information regarding the approval status of drugs impoticd into the
uUs.

{n junc 19972, Ralph Lillic (CDER) and Jaines Bunicr (OS1) met with Philadeiphia
district office saff 1o review the data base gssess, its gth and K and train safl
conrerning the ‘seaech™ capabifies. The short traini i d the time-saving
faatures of the datahass. An evaluatinn of the trial pumd ws planned within sixty deys.

Philadciphia District Office Impons Branch Supecvisor Ouavio Parenti summarized the
EES trial periad: Depending on the amount of information available. the periad of ime
expended 10 gain access to the data ranged from forty-five seconds 1o two-to-four minutes. The
District concluged tat the data system ¢an be learned quickly and offcr casy access. Tt was
suggesicd that the Jata sysiem should have additional print capattitics. Some trainung of import
entry revicwers would be required,

The District ded BES i ion in the Philadelphia EES | ion, and the
inclusina nf ane ar two additionsl districts  EES interface with othcr databases (COMIS,
OASIS) alsp must be addressed, From CDER's perspective. thren issues remain® (1) to change
the operating protocol from DECNet to TCP/IP (the most difficult task and CDER has nnt yot
initiated): (2) coordination with QRA on usc of two systems on one PC, and: (3) inspector
training.

2. imerview Pharmscoutical Execulives

Occasionalty panicd by ORA field personncel, | inrviewed several pharmaccutical
raecmives snd tecurity persoansl, including former FDA'er Richard Davis, an scknowlcdged
expert in impon nperations and drug inspections  We gathered background information and
conwucts on the severity and volume of the counterfeit drug aclivities, from the industry
perspective, and sought coaperation in suggesting methods of proventing the problem from
prolifcrating.
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This interviewing aspect of the FDA working group was somewhat limited due 10
budgetary constraints end alternative prioritics, and was not completsd to the extent that was
criginaily planned in latter 1996 when the working group was formed.

3. August 13, 1997, Status Report on 2 1994 FDA Discussion Paper: “Recoramendations o
Sirengthen Survetliance ane Enforcement Operations With the importstion of Human Drugs™,
preparcd by Richard Davis, ten Regional Director, Mid-Adantic Region.

Staff from ORA, COBR, and QST mct to diseuss the cumeac status of the various action
items on FNAS April 20, 1995, repart to the PHS Insp G ] {; hed). The thirtsen

items invol nai 2! decisions within ORA (headquarters, ﬁnd) s well as
CDER.

4. Maren 12, 1997 Status Report on Decenber 1995 Repodt on Federai Managers® Financial
tntegrity Act Initiatives on Weaknesses in the Enforcement for {mported Foods - - - ORA and
QS review of updated reforms,

Although mawrisi weaknesses (that weee originaily idemificd focuscd soiely on food-
related imports, the main focus of the group meeting was the possibic ipact of these couegtive
actions on FDA's enforcement program for imported bulk drug and finish dosage drug products,

(Anached} This DHHS reporting pr tracks program import program parfi . and g
review of the milestones has been helpful in the braader discussi

5. Peaple's Republic of China — Minister of Health's list of inferior medicine and subsuandard
manufacturing Sites.

OS! oblained and then had wansiaed with the assistancs of OHA and the Stawe
Depasunent, 3 Peoplc’s Repudlic of China Hst of manufacturing sites which have manufactured
inferior or counterfeit drug bulk products. Memo with OSI-revummended actions was circulated
throughowt the agency. including OHA, ORA end CDER, and OC (attached).

6. Canadian Rulk Benzacaine Drug Case: Benzocaine droms from China had entered the US on
two occasions, then eveatually rejected by the Canadian firm for its “off ol OST followed
up on import procedures sampling with OCT and the Buffalo District, with ultimate
determination that product matched USP gpecifications.

7. Pharmaccutical Sscurity Institure and the Intermational Federation of Ph ical
MAnuraculrers Assoclation: This indusiy group is composcd of major muitinational

pher ics. The private organization’s major fuuus is vounterfelt n:.uvmcs in
Third World eoumnes. particularly Southeast Asia. Froms this organization’s p

counterfeit sctivities are “out of control”™, and the problams are increasing. ’t‘hew DA :onmza
are Stuart Nightingale and OCL

The organization offered to scnd information 10 OS1, but failed to do so. despite repeated
requests.
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Tn Seprember. OCI (Richard Widup and Kun Rice) visited England to mect with
representatives from thit organiration. and ¢ gathered further intellig

Furthermore, Stephanie Grey, OCI, and otherg, as well as mysell. me: a few months ago
with our British and Australian counter-parts 10 discuss issues of mutual interest. Although 1
was willing to engage in additional foreign trave! to support the work of the *task force”, we
deferrea 1o UCT on intemational visits once they became the agency’s point of contact with
WHO, MCA. and other outside organizations with an 1aterest in this subject. [ have no
adilitional knowledgc of informadon glmen-.d 1S a resuli-of these relattonshups of trips, other
than a fow méms circulaied by Dr. Nightingale's office.

&

8. Next steps -- Most follow.up teem 1o fall 1o OCL, unless the agency decides 15 continue with
inwcrviews of pharmaceutical rey ives and other p inl of information, or
pursue investigative leads gathered since carly ‘97,
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DEFARTMENT OF HEALTH & HUMANSERVICES [ vver]

Memorandum

Apracy Counterfeil Drug Initiative *§7
Randy Wykoff, MD MPUATM : s
ACO

This is in response 1o your inquiry on the 1997 Caunterfert Drug Initistive.

L Visit foreign bulk masufsctarers/ FLAVINE Polisw.yp/Investigstor Trsining

Al ISSUE

Conduet follow-up at finished dossge fa s that allegedly received
rfoit bullk phar icals from Flavine International.

B. ACTION TAREN
. One day of intensi ining to conduct specific APL (active pharmaccutical

ingredient) inspections was provided to twalve | igatore from Philadclphin, Now
Jersey snd New York, and an additional 20 # i hemist and \gors in

San Juzn District. This training sensitized them to jomes involving counterfeite,
unspproved sources and poor GV s in APs,

. AP1 inspections were conducted at 15 finished dosage manufacturers, Samples of

saveral active ingredients labeling, certificates of , and sexls were collected
for analysis and vvaluation. More than 1000 samples have been collected

. GMP inspections wore e d st three bulk ph icat factories in China as
a result nf the F ic Chomistry Center’s cvaluation of samples prod at these
factories.

C.  FINDINGS

. Trimethoprim imported from Northeast #6 (s Chinese API Producer) was fmnd tn
e it. This Trimethopri ins excessive impurities of unk
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330 mg. of impuritice will be consumed in 14 days, the nermal duration for
% . An ingpeation wie conducted at Narth #6 and & Warning
Letter wes issued. The office of Criminal Investigations hag been slerted.

Tnmelhommmoned&un Guangdong (a Chinese API producer) was found to
contain exceasive impurities, An inspection was conducted at Guangdong and they
weere placed on jmport alert as & result of the inspection.

‘The chemical fingerprint of tetracycline from Tiunjin (s Chinese AP1 producer) did
not match the guthentic. An inspection waa conducied st Tiatjin and &8 Wamning
Lener issued. . . R

Several discrepancics have been found in lalicling and certificates of analysis between

those at the finished dosag: fo and the sutheatic AP prod
Giroee GMD defciencies were observed at tome of the finished docxge £ .
and are being pursued by the Tistricts for regulatory iderati

In cooperstion with review chemists and compliance staff from CDER. the Forensic
~hemistry Center conducted inspections of Biochimica snd Archimica, two APl
tranufacturers in Italy, and analyzed more than 100 samples of cefacior intermediates
and finished cefscior. As a result of thess inspections snd analyses, it was proven that
Biochimica and Archimica fhlsified their drug master files. This led to placing
Biochimica in the Application lntegrity program and the recalt of cefaclor,
minocycline, and clendamycin, both the API's from thess manufecrurers and the
fnished dosage forms made from them. '

One of the AP] inspection at Steris, & finished dosage manufacturer, rovealed that
they had nend napproved of API's in their finiched doce products.
The district is ronsidering regulatory action on this issue and ponc GMP's,

On e of the AP inspections at TEVA. a Gnished dosage manufacturer. revealed that
they were using Clindmycin from a new source, Chongaing, located in China. They
produced and distributed the finished dotage product without validation of the
source. This product has been recalled. :

NEXY STEFS

The Forcnaic Chemistey Cemter will i to ovak the sampies, lsbeling,
certificates of snalysis, oic. coflected at the Gnishod dosag: fe s.

The Forencic Chemistry Crnter will inue to establith and maintain an auth

AP datsbase.

A strategy will be developed for inspection of selected U.S. Agents for API's.
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Training will be provided io investigators snd inspestions will be conducted,

Inspection of additionsl identified finivhod d fi and APT training for
Chicago/Detroit und Pacific Region mv-hguots.

Foreign interactions with government and other efficials in Evrope.
ISSUE

Establish liaison contacts with & cross section of officials from Europe in order to
open 8 communicstions channsl for future cooperstion to dialog on counterfeit
pharmaceuticals and other FDA/OCT concems.

ACTION TAKEN

1In October 1997 Special Agents fom the OfGics of Criminal Investigntions (OCD)
hendquasters, FIDAJOR A's Central Region Office, and the Forensic Chemistry Center
met with delegates from the Great Britain't Medicines Contral Agency (MCA),
Cansde’s Health Protection Branch (HPB), Austrafia's Therspenttic Gnods
Administrtion  (TGA), Germany's Bundesinstit fur  Armneimittd  und
Medizinprodukte (BfARM), and the National Criminal Information service. An
exchange of information occurred in which the duties, functions and r&powbiliua
of exch agency were discussed and procedures for all future exchange of information
were established, Additionally, ﬁmmmmmousmntymm‘mhm
scvers] intemational pharmaceutieal companies. During these meetings, the duties
s functions of OCl were cxplalmd. and lssues rag!fdmg the diversion,

rfciting, misbranding and mistabeling of phar pr were
dizcuseed. :
Sienilar contarts wers wade with vatiout go faw enf rop Hves

feom the Fedml Rapubllc of Germany with resilted in esrablichi 3
working between the BKA ( the German Fexieral Police lmy) and OCL.
In Jamxiry of 1998, this relationship was further developed during a meeting between
the Direcior of OC1, and the Director of the BKA section thet has responsibility for
coordinating law enforcement investigations simfiar to those enforced by OCL

In November 1997, the OCI Director and Assistant Director for Investigations met
with senior law enforcement officisls from the Spanish National Police, department
he-d: fmm lntﬁ’pol in Lyon, Pumz, the Acdn; Director of the Pharmaceutical

i Jing the WHO conference in

o

Gmpeﬂmmn;!e iost feiting.
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FINDINGS

, remgits, and othar technioal information were shared for
merous API's. .

Information and methodology was shared on glycerin and diethylene—glycol relsted
to Haifi

_Omeprazole distributed in the United Kingdom was identified a5 counterfeit by the

MCA.

Counterfeit meperidine was identified by Germany's Pederal institute forDrugs

(BFARM. Several people in Belgium suffered irreversible Perkinson's disease-ike |

aymptoms after taking only one dose. This was duc to & wace impurlty in the
bulk p

Lt

Counterfeit bulk sulfamethoxazole wae ideatified by the Thempeutic Goods
Administration (TGA) in Austeafia.

Counterfeit nalbuphine was identified by the British medicines Control Agency
(MCA) and analyzzd by the Forensic Cheristry Canter. Theﬁnhheddongcm
was labeled 28 Dupont Merck.

Methodology to detect impurities in Trimethoprim was presented by the
sspresentative from BEARM,

Herbal m&mmdmmmTGAM{wm&mMg
sristolochie acid {a potent carci ;cn) in stept { 3 Chinese herbal
product). The BARM rop: vo reported on cadmium in 5t. Joha's Worl.

A “Harmmer” sward was presented to the Mid-Atlanta Regional Office, the Foranaic
Chemistry Center and the British Medicines Cantral Agenay for coopeeation sad
sharing of anshytical and forensic methodology tnd assocated intellipence nn netive
pharmsceutica! ingredients.

In general all of the individusl that were contacted were concermed gbout the
manufacture and distdbution of counterfeit pharmaceuticals in their countries. Most
of their concerns were in the srea of Saished pharmaceuticals although they were
awarc of the possibilities of the danger posext by AP} counterfeiting. During these
mectings FDA'S concems wers explained and OCT's responsibilities &nd capadifities
were describad. Discussions weore bdd regurding the most productive ways 10

h cropwretion by both exchanging infc ion and providing assistance during
fuiure investigations.




D.

3,

101

NEXT STEPS

A banmnl mecdng Will be held with the MCA, TGA, BIARM, HPB and CER/FCC
md a plulld me:un; will be held with represcatatives from the office of Ciiminal

tigats P uhn&d-nd.cenn‘ny Can-d:.-ndhun-ﬁs
Thaese 'vwﬂ to gth ion on APT's as
uﬂnﬂh«mnaﬁnmmmmmh&b&km&dwm
counterfeits. Estimated coat: $9,000

A representative from Austrafis’s TGA (Ph.D. in organic chemistry) will spend theee
months at the Forensic Chemistry Center. Funding has been approved by the TGA.

1t is an operational necessity to continue to establish working relationships with .
government health ministrics and their comesponding national law enforcement
agencies to assure coaperstive refationships are developed and communication is
improved. Furthermore, we recommend  that OCI entablish a foreign post in Europe
t0 assure FDA's mission is sdvanced clfcctively.

Moet with ph tical industry.

ISSTIE

Meet with top level executives in pharmaceutical mdustxy to encoursge sharing of
intelligence on potential counterfelt and unapp g, informnation.
ACTION TAKEN

Meztings were held with vice-presidents of Eli Lilly and Dupont Merck,
FINDINGS

EE Lilly repr ives shared inf jon on & p ial folsification of drug wnastey
files by Archimi mdBl chirmi np\‘ngJ k .T&Htomvm;mwheh
resulted in piacing Biochimies uader the A ton Integrity Policy and massive

recalis of u.fadnr minocyline, and dend-yman in bullc and finished dosage forms.

Dupont Merck representatives shared information regarding rfeiting of
mafbuphine (Nubain injection) in the United Kingd This information was shared
with the UK's MCA who conducted investigations to get counterfeit product under
control.

NEXT STEF

Continue to be intersctive with industry lcaders as time and resowrce permits.
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Datsbases/Domestic Lisison Initiatives
ISSUE
About 70% of all ective pharmuceutical chemicals are

imported. The import
aderdusibility of APLs is curvently determined by checking drug listing dats (21 CFR-
nnzm Auyommmdmumformarpm Drug listing Goes not

assure j or of the APL.
ln." l"" o : “‘m ) . P o ' 1 ~ -‘; ag w
ACTION TAKEN

A pilot was initiuted w1 Philadelphis District's Import Ofice to give import inspectors
access to additional databases which would increase the probabilities of confirming
authentic searching of APls. Ths pilot was set up in cooperation with CDER who
donated & “stand-wione” computer to provide acoess to EES, IND databases and some
inspection data bases. They aiso provided training to the import inspectors.

Ccnnmlng, udm meahu wuh senior level security managers from the major
tave been esmablished by OCL.  The
'rupem'hi!ibq oapubilities, expoctations and T FDAKICL sre discused
Auring these contacts and sttempts sre made to cstablish professionsl working
relationahips between OC! and the security departments of the regulsted
pharmacentioal manufachisres. As 2 remult, many cooperative relationships have been
developed.

FINDINGS

Philsseiphis District is & refatively small API importing srea compsred to New York

orLos Angsles. The pilot has been ongolng in Philadelphis for about one year. The

system allows inspectors to get the additional data on any given entry in about 3 to

4 minutes. It saves the Philadeiphia District from making sbout 50 calls per maonth

wm»wmmm The sysiem was instafied with CDBR's
P equip at virtually no vost (o ORA,

We estimate it could be instafled in additional Districts at a coet of & new stand-alons
computer, some installation costs, and seme small training costs.

‘The pilat invalves use of two computers. Al this time, OASIS does not provide the
additional dats required.

Al of these sacurity Fepresentatives ack ‘:Igellﬁu ffeit problem may
affers their companies. Most feel that aithough the poteatial exists domestically, their
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mmpuﬂmmﬂmﬁn ricet especially in the developing 3
However, all security representatives ﬂmwladnthn rfei 6 d
ommewnhdwmmUSwm Addium:llychue
represcriatives find that their comg are 3
m&whmd&smuhmfaﬂdmm&ﬁaw
and the lass of revemue. Many of these security representatives want to have s close
whoeking reiationship with OCL, however, they olten find themseives unable to recei
Som company otficials. However, some of the security represeatatives
fedt tholr munagement does not encumber their interxction with law enforcement.

NEXTm

S
ﬁephq#mwuhwhn‘wﬂmﬂddd;ﬂm Phhdetp&n; AL
entries consist primasily of chemicals for the neme brand industry. Litte, if sny,
generic APIS are received in Philadelphis ports.

1t may be well to consider expanding the pilot program ta New York District where

The piiot program does give increasad assarances on authenticity of sources of APIs.

It is impuostant for OC1 1o continue to develop the working relationships with the
domestic phammonitical scourity departments and to be in 2 position 1o respond to
MMM Whmnlﬁcwmm&*m

18 there a risk for the introduction of counterfeit pharmaceuticals to the US posed by
mail imports?

ACTION TAKBN

- Mail imports cover official and commercisl letters and parcels sont into the U.S. The

.S, Customs Service and Posia) Servien