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The Honorable Henry A Waxman

Ranki ng M nority Menber

Committe on Governnment Reform
and Oversi ght

House of Representatives

Washi ngton, D.C 20515- 0529

Dear M. Waxnan:

Thank you for your letter of Decenber 18, 1998 consigned by
Representatives John D. Dingell and Sherrod Brown, concerning
the safety of the drug, Rezulin (troglitazone), approved by the
Food and Drug Adm nistration (FDA or the Agency) for type Il

di abetes. Approved by FDA on January 29, 1997, Rezulin was the
first of a new class of drugs offering the possibility of
reducing or elimnating diabetic patients' dependence on insulin
by maeking better use of their own insulin production. Your
letter requests information about the approval and post-approval
surveillance concerning the drug. The following are the
Agency' s responses to your questions:

1. How many deaths and cases of serious |iver damage are
attributable to, or associated with, Rezulin since its
January 30, 1997 approval ? How many have been reported
directly to the FDA? How many were reported to the FDA by
Rezulin's manufacturer, Warner-Lanbert? Please provide the
date of each report.

FDA has conpl eted individual analyses for cases reported to the
Adverse Event Reporting System (AERS) wth either a fatal
outconme or requiring a liver transplant, but we are still
processing the reported non-fatal, non-transplant cases. O the
100 reported cases of l|iver adverse events with a fatal outcong,
we considered 33 cases to be associated with the use of Rezulin,
8 of which occurred in Japan. Five additional cases of serious
l'iver damage in which the patients survived, but required a
liver transplant, also were associated with Rezulin use. A
breakout of these 38 cases is as follows: hepatic failure (38)
-- 5 survived with transplant; 2 died follow ng transplant;

31 died wthout transplant.
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To determne the above figures, a conputer search of AERS for
all liver adverse events associated wth Rezulin since its
approval on January 29, 1997 through February 3, 1999 retrieved
838 possible cases. O these cases, Warner-Lanbert reported 724
cases; 114 cases were reported directly to FDA from ot her
sources. The AERS line listing produced by the search only
provides the reporting year, not the exact date for each report.
(See enclosed at Tab A)

The 838 cases included |iver adverse events with an AERS-defined
serious outcone of any or a conbination of the follow ng:

death, disability, hospitalization, life-threatening situation
or "others." Included among these 838 cases were 100 deaths

The 838 cases retrieved by the conputer search were further
evaluated to determne the strength of the link between Rezulin
and serious |iver damage.. In some of these cases, the reported
clinical data were inconplete, so there is no certainty that the
drug caused the reported reactions. A given reaction may
actual ly have been due to an underlying di sease process or to
another coincidental factor. Further, cases were screened to
avoi d duplicate records. Additional data responsive to the
above question is enclosed at Tab A

2. It is widely recognized that adverse reactions are
underreported to the FDA through its MedWatch program and
ot her postmarketing surveillance systens. Does the agency
have an estimate of how significant this underreporting
m ght be in the case of Rezulin?

No. The Agency believes, however, that in the case of Rezulin
underreporting may have been | ess substantial because the

medi cal community was alerted to the need for increased |iver
function monitoring for this product. It is FDA s experience

t hat when there has been increased publicity on a particular
drug, there tends to be an increase in the nunber of reports
received in the surveillance system

FDA has | ong acknow edged that incidents of adverse drug
reactions are underreported to the FDA Medical Products
Reporting Program MedWatch. There are no federal |aws or

regul ations that require hospitals or other health care
providers to report suspected pharmaceutical -rel ated adverse
events to FDA or to the product nmanufacturer, although they are
strongly encouraged to do so for those events deened serious.
Reporting by individual healthcare providers is voluntary.

Manuf acturers and distributors of FDA approved pharnmaceuticals
(drugs and biologics) and nedical devices, plus pharnmaceutica



Page 3 - The Honorable Henry A Waxman

packers and device user facilities, however, all have nmandatory
reporting requirements to FDA. If they receive voluntary
reports from heal thcare providers or consuners, or beconme aware
of reports, they are required to report these to FDA

FDA does not have conprehensive estimtes of the nunber of post-
mar ket i ng adverse reactions concerning Rezulin or nost drugs.
Unlike clinical trial data, which are obtained under strictly
controlled conditions where the exact nunber of patients
receiving the drugs and the nunmber of patients with suspected
adverse reactions is known, spontaneously reported information
iI's uncontrolled, and therefore, subject to the possible

i nfluence of a nunber of biases that can affect reporting and
dependent on the initiative of the independent health care
providers. Suspected cases spontaneously reported to any
surveillance program which woul d conprise the nunerator of an
equation, generally represent only a small portion of the nunber
that actually have occurred. Conpoundi ng these nunerat or
[imtations is the lack of precise denom nator data, such as
user population and drug exposure patterns.

Despite the Iimtations of spontaneous reporting, however, FDA's
program for the surveillance of regul ated nedical product safety
provides vital information of clinical inportance as it did so
with Rezulin. It generates "signals" of potential serious,

rare, and unexpected problens that warrant further

I nvestigation.

3. Warner-Lanbert's Decenber 1 "Dear Doctor" |etter downplays
the disclosure of three new deaths fromliver failure
associated with Rezulin, stating, "You will be reassured to
know that the additional reports received since early
Novenber do not indicate a greater frequency of liver
injury or potential for serious harmthan had been
previously estimted."

Did the FDA approve or review this letter before its
nati onwi de distribution? Does it concur with this
assessment of Rezulin's safety, particularly in |ight of
the |abeling changes mandated by the agency?

FDA staff did not review or approve the Decenber 1, 1997, "Dear
Heal t hcare Professional" letter of Parke-Davis (a division of
VWar ner - Lanbert). After the letter was issued, we expressed our
concern that the seriousness of the hepatotoxicity was

downpl ayed. Accordingly, FDA asked Parke-Davis to send anot her
"Dear Healthcare Professional" letter together with a copy of
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the revised physician labeling and the FDA, Decenber 1, 1997,
"Tal k Paper.” That followup letter was issued by Parke-Davis
on Decenber 15, 1997. Parke-Davis sent FDA a draft of the
December 15, 1997 letter before it issued, but did not ask for a
‘fornEI review." Docunments reflecting this request are encl osed
at Tab B.

4. Since January 30, 1997, the FDA has added a bol d-face
war ni ng of Rezulin's danger of |iver damage, and required
three major changes in Rezulin's labeling. Each |abeling
change has called for increased testing of patient Iiver
functions. In Iight of the rising nunber of patient deaths
and cases of liver damage, does the Agency continue to
believe that testing of Iiver function is an adequate neans
of preventing future fatalities and serious adverse
reactions?

The Agency believes that the increased testing of |iver
functions as recommended in the revised |abeling for Rezulin
will inmprove the nonitoring of potential adverse effects
resulting fromtaking Rezulin. The mjority of reported deaths
related to Rezulin occurred in patients who were not properly
nmonitored. Additional nonitoring should reduce the incidence of
both deaths and serious adverse reactions. FDA' s nonitoring of
adverse event reports involving Rezulin is ongoing. The Agency
w |l continue to eval uate whether additional steps need to be
taken concerning the drug. The additional |abeling provides
information both for the physician and the patient, which
enabl es both to nake better judgnents as to avail able treatnent
options. At this time, after careful reevaluation, we believe
that the benefits of the drug outweigh the risks.

5. What proportion of patients are conplying with the |iver
function tests mandated in Rezulin's revised |abeling?
G ven the serious health risks to patients of
nonconpl i ance, are the FDA or Warner-Lanbert nonitoring
such conpliance? Wat steps are FDA and Wrner-Lanbert
taking to ensure patient conpliance?

We currently have no data to permt us to estimate, nor
generally the neans to nonitor, the |evel of physician-patient
conpliance with the programof |iver function test nonitoring
recommended in Rezulin's labeling. Such testing conpliance is
part of the physician-patient relationship. W have worked with
Parke-Davis to develop literature for physicians, pharmacists
and patients which is related directly to the I abeling changes.
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FDA wi Il continue to nmonitor the situation closely under the
MedWat ch reporting system

The Agency has announced that at its next neeting the
Endocri nol ogi ¢ and Metabolic Drugs Advisory Conmittee, which
originally reviewed this drug, wll review the experience with
Rezulin since marketing approval, as well as the benefits and
risks of Rezulin for patients with type Il diabetes nellitus.
This Advisory Conmttee nmeeting will be held on March 26, 1999,
8 am tob5p.m at the Holiday Inn Bethesda, Versailles Room I
and 11, 8120 Wsconsin Avenue, Bethesda, Maryland, and is open
to the public.

In an effort to obtain all available information for the

Advi sory Committee neeting, the Ofice of Postmarketing Drug

Ri sk Assessnent, wthin the Center for Drug Eval uation and
Research, is working with one of its cooperative Agreenent
Program sites to design and conduct an observati onal

epi dem ol ogi ¢ study. The primary goal of this study is to
nmeasure the rate of baseline and monthly |iver function test
monitoring and correlate it with the time-intervals defined by
successive "Dear Healthcare Professional" letters. Data
collection started in Decenber 1998 in order to maxi m ze the
sanpl e size for the study despite the inherent tine lags in the
processing of billing clains within the health plan database.
Because the nonitoring recomnmendations first appeared in the

| abeling in Decenmber 1997, the Agency hopes to have conplete
clainms data for the first six nonths of 1998 and partial clains
data available for the last six nonths of 1998 to hel p assess
voluntary adherence to these recommendations.

The following steps, in the formof information nade avail abl e
to the nmedical community and the general public, have been taken
by the Agency and Parke-Davis to help ensure patient and
practitioner conpliance. Since the initial approval of Rezulin
on January 29, 1997 the follow ng have been provided:

January 30, 1997 - FDA "Tal k Paper" announcing the approva
of Rezulin and detailing certain precautions concerning the
product .

Cctober 28, 1997 - A "Dear Healthcare Professional“ letter
was i ssued by Parke-Davis regarding prescribing information
changes and the incidence of idiosyncratic hepatocellular
injury observed in type Il diabetes patients being treated
with Rezulin.
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November 3, 1997 - FDA "Tal k Paper“ issued concerning the
changes in prescribing information for Rezulin.

Decenber 1, 1997 - FDA issued a "Tal k Paper" concerning the
need for increased patient nmonitoring for signs of liver
injury and warning of potential liver toxicity for patients
taking the diabetes drug, Rezulin.

Decenber 1, 1997 - A "Dear Healthcare Professional“ letter
was issued by Parke-Davis regarding FDA's Novenber 19,
1997, |abeling changes for Rezulin. The letter detailed
the additional Iiver nonitoring recomrendations.

Decenmber 15, 1997 - A revised "Dear Healthcare
Professional" letter was issued by Parke-Davis together
with a copy of the revised physician |abeling and the FDA,
December 1, 1997, Tal k Paper.

July 28, 1998 - A "Dear Healthcare Professional” letter was
i ssued by Parke-Davis concerning the nore stringent |iver
enzyme nonitoring recomended in FDA's |abeling changes for
Rezul i n.

Encl osed at Tab C are copies of the above documnents.
6. Way was Dr. Gueriguian renoved fromthe review of Rezulin?

1. Did Dr. Queriguian recomend agai nst the approval of
Rezulin? Pl ease provide copies of any nenoranda, enail,
notes, or other documentation of Dr. Queriguian's
recomrendati ons regarding Rezulin's safety, approval, or
potential conditions of use.

FDA is unable to provide responses to these questions based on
the confidential nature of the information which is not

rel easabl e under the Freedom of Information Act (FOA (5 US.C
S552) and FDA's inplenenting regulations. The issues also

i nvol ve personnel matters which are not subject to disclosure
under the same Act and regul ati ons.

8. VWhat was the response of Dr. Queriguian's superiors in the
Division of Metabolic and Endocrine Drug Products (DMVEDP)
and Center for Drug Evaluation and Research (CDER) to such
recommendat i ons? Pl ease provide copies of any nenoranda,
email, notes, or other docunentation of such responses.
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9. The Los Angel es Tines describes a Septenber 1996 neeting
bet ween DMEDP staff and representatives of Wrner-Lanmbert
in which Dr. Cueriguian voiced reservations regarding
Rezulin. Please provide any transcripts, menoranda, notes,
or other documentation of this neeting and any subsequent
communi cation from Warner-Lanmbert concerning this neeting.

Al t hough the Agency is not able to provide specific responses to
t hese questions for the reasons noted in the above response, we
would like to provide general information concerning the review
of Rezulin. Dr. GQueriguian did not conplete his review of
Rezulin and thus such review materials are not included in the
new drug application file that is releasable to the public. The
Agency did conduct a thorough review of Rezulin subsequent to
the incidents described above. The materials relating to the
new drug application (NDA) review are enclosed at Tab D

10. Pl ease provide any nmenoranda, email, notes or other
docunment ati on of concerns expressed by DVEDP staff prior to
Rezulin's approval on January 30, 1997 regarding the
product’'s potential risks of cardiovascular or |iver
danage.

Docunents responsive to this request are enclosed at Tab E and
Tab D.

11.  On or prior to the Decenber 11, 1996 neeting of the
Endocrinol ogi ¢ & Metabolic Drugs Advisory Commttee, did
Dr. Solonon Sobel, Dr. Alexander Flem ng, Dr. Robert M sbhin
or other DMEDP or CDER staff recommend to the conmttee
menbers that regular liver function tests be a condition of
Rezulin's approval? Did they reconmend any ot her
restrictions on the use of Rezulin as a condition of
approval ?

FDA staff did not recommend to the Advisory Committee nmenbers
that regular liver function tests be a condition of Rezulin's
approval . In general, we do not nmake reconmmendations to the
Advisory Committee. W ask the Commttee nmenbers to give their
reconmendations to FDA. Safety matters were discussed by FDA
staff at the Decenmber 11, 1996, Advisory Commttee Meeting (see
transcript, pages 186-217), as were restrictions on the |abeled
indication (see transcript, pages 239-241 and 319-322), but no
specific restrictions on the use of Rezulin were recommended as
a condition of approval. The conplete transcript of this
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Advisory Committee meeting is enclosed at Tab F. _ Docunents
responsive to this request are enclosed also at Tab D

12. Pl ease provide copies of any nedical reviews of Rezulin
witten prior to Decenmber 11, 1996 for the use by the
Endocrinol ogi ¢ and Metabolic Drug Advisory Committee, and
any transcripts, menoranda, notes, or other docunentation
of the Decenber 11 committee deliberations on Rezulin.

Docunents responsive to this request are enclosed at Tab D and
Tab G

13.  Rezulin was approved in the United Kingdomon July 31, 1997
and wi thdrawn from the market on Decenber 1, 1997 after
reports of six deaths and 130 cases of |iver danmage
associated with Rezulin. Pl ease provide copies of any
menor anda, email, notes, or other docunentation of the
FDA's evaluation of the U K 's Mdicines Control Agency
decision to withdraw Rezulin from the narket.

Docunents responsive to this request are enclosed at Tab H.

14, Did Dr. Richard Eastman, Director, Division of D abetes,
Endocrinol ogy and Metabolism National Institute of
Di abetes and Digestive and Kidney Diseases (N DDK), have
any conmunications with the Division of Mtabolic and
Endocrine Drug Products regarding the approval of Rezulin?
Pl ease provide copies of any nenoranda, email, notes, or
ot her docunentation of any such conmmunicati ons.

There were no conmuni cations between Dr. R chard Eastnman and the
Di vision of Metabolic and Endocrine Drug Products regarding the
approval of Rezulin.

Sonme of the docunents were redacted pursuant to the Freedom of
I nformation Act (FOA) (5 U S.C S522) and FDA's inplenenting
regul ations. Enclosures are included only with the letter to
Representative Dingell due to the volume. W hope this
information is useful. A simlar letter has been sent to your
cosi gners.

Sincerely,

Misns & o

Di ane E. Thonpson
Associ ate Conm ssi oner
for Legislative Affairs
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CC:

The Honorable Tom Bliley
Chairman, Conm ttee on Conmerce

The Honorable M chael Bilirakis
Chai rman, Subcomm ttee on
Heal th and Environment



