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January 6, 1999

Minnie Baylor-Henry, R.Ph., J.D.

Director, Division of Drug Marketing, Advertising,
and Communications

Food and Drug Administration

Rm. 17B20 HFD-40

5600 Fishers Lane

Rockville, MD 20857

Dear Ms. Baylor-Henry:

Enclosed is an extremely misleading direct-to-consumer (DTC) advertisement
that lacks fair balance for the dangerous diabetes drug troglitazone (Rezulin), made by
Parke Davis, a division of Warner Lambert, of Morris Plains, NJ. This ad, with the good
news and promotional information in Spanish but the official labeling with warnings and
risks in English, appeared in the December 1998 EI Tiempo Latino a publication
distributed with newspapers in cities with large Spanish speaking populations that is
promoted as “The Magazine for All Hispanics.”

El Tiempo Latino has a total average circulation of 1,139,568 and 397,713
copies are distributed in California alone. A list of newspapers in which E/ Tiempo
Latino is distributed and its circulation is enclosed for your reference. Also enclosed is
an English language translation of the advertisement.

At the end of the ad consumers are instructed in Spanish to “. . . read the
important information which appears on the back,” referring to a brief summary of the
full professional product labeling or package insert. However, the brief summary is not
in Spanish but in English. It is our opinion that this ad violates provisions of the Federal
Food, Drug and Cosmetic Act and Food and Drug Administration (FDA) advertising
regulations by being misleading and lacking in fair balance.

Many Spanish speaking Americans have excellent bilingual language skills and
are fluent in both Spanish and English. However, the interpretation of the brief
summary (a drug’s professional product labeling) that must accompany DTC print ads
by regulation can be difficult to understand even for those consumers whose first
language is English. The brief summary contains some risk information that is

-

Ralph Nader, Founder

1600 20th Street NW o Washington, DC 20009-1001 = (202) 588-1000
HEn @ Printed on Recycled Paper




important for consumers but it is written for health professionals, in dense technical
jargon, and assumes a high level of medical knowledge on the part of the reader.

The December issue of El Tiempo Latino does contain an ad for another
prescription drug, this time with consumer directed text and the required brief summary
and both are in English. The troglitazone ad appears to be directed primarily at
Spanish speaking only consumers who are only presented with the alleged benefits of
troglitazone and no balancing risk information in Spanish with which to make an
informed decision about using this drug.

The careful choice of words by Parke Davis in the ad’s Spanish language text
minimizes the risks of troglitazone by telling consumers:

In a few cases, Rezulin has been associated with serious hepatic problems, which
generally are reversible, although in a few cases have resulted in insufficient hepatic
function and death. Your doctor can advise you in regard to the new
recommendations for hepatic monitoring with Rezulin, which require routine blood
tests.

The box warning contained in troglitazone’s English language brief summary,
though in technical language, informs consumers in bold type . . . rare cases of
hepatic failure, leading to death or liver transplant, have been reported. Injury
has occurred after both short- and long-term troglitazone treatment.” The brief
summary goes on to say that 11 blood tests are required during the first year of
treatment with the drug, rather than simply that “routine blood tests” are required.

The FDA must immediately ban the distribution of this dangerously misleading
ad. Because vital risk information about troglitazone has been hidden from the
Spanish speaking public, Parke Davis must be required to run corrective ads in all
publications in which this ad has appeared. The corrective ad must run for the same
period of time that this misleading ad appeared in the publication. The corrective ad
must clearly inform Spanish speaking diabetics--in Spanish--of the potentially life-
threatening liver toxicity associated with this drug.

Ultimately, the FDA must address the multitude of problems that have been seen
with DTC drug ads, such as this ad for troglitazone, by finalizing, and vigorously
enforcing, regulations that directly address these unique problems of DTC advertising
as the Agency promised to do 15 years ago.




We look forward to the FDA’s prompt action on this critical public health issue.

Sincerely,

Topbin

Larry D. Sasich, Pharm.D., M.P.H., FASHP
Public Citizen's Health Research Group

\f"")

Sidney M,/Wolfe, M.D.

Director
Public Citizen’s Health Research Group
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“hAI MEDICO
ME RECETO
REZULIN

Y ME DUO
QUE PODRIA
REDUCIR

Ml DOSIS
DIARIA DE
INSULINA.”

FINALMENTE
TENGO
CONTROLADO
EL AZUCAR
DE il
SAMGRE,
REZULIN ME
ESTA DANDO
RESULTADOS.”




REZULIN®: MEJORA EL CONTROL DE
LA DIABETES TIPO 2.

Rezulin (troglitazone), una pildora para la diabetes que se toma una
sola vez por dia ayuda al cuerpo a utilizar su propia insulina para mejo-
rar el control del aziicar de la sangre. Rezulin puede ser usado en

pacientes no bien controlados con dieta y ejercicio solamente, o con

pildoras orales de sulfonilureas o con insulina.

ANTES DE REZULIN DESPUES DE REZULIN

insulina

¢ &

LAS CELULAS DEL CUERPO DE LAS PERSONAS

COX DIABETES NO RESPONDEN REZULIN ACTUA DENTRO DE LA CELULA

PARA AYUDAR A LA INSULINA

o ME NSULINA s
EFICIENTEMENTE A LA INSU A PERMITIR QUE ENTRE EL AZUCAR.

Y NO PERMITEN LA ENTRADA DE AZUCAR.

Puede reducir y quizas eliminar la necesidad
de inyectarse insulina. Debido a que Rezulin mejora la
utilizacion de la insulina, podria hacer una diferencia si el
tratamiento de su diabetes tipo 2 incluye inyecciones de insulina.
Con Rezulin, es posible que usted pueda reducir la dosis de
insulina o el nimero de inyecciones que se administra. Quizés

podria eliminar las inyecciones por completo.

Aumenta la eficacia de muchos medicamentos
orales. Es posible que su médico descubra que Rezulin propor-
ciona un mejor control del aziicar en la sangre cuando se agrega a
un régimen de pildoras para la diabetes que contienen una sul-

fonilurea, tal como Amarylﬁg)* Glucotrol XL ,®* Glynase®* PresTab,®
* glipizide, o glyburide.

Pregintele a su medico si usted se beneficiara
tomando Rezulin. Rezulin puede ofrecerle a millones de
personas con diabetes tipo 2 opciones de tratamiento dtiles. Por
favor, tenga en cuenta que los pacientes con diabetes tipo 1 no

deben tomar Rezulin. Como es el caso con todos los medicamentos
disponibles en la actualidad para tratar la diabetes tipo 2, Rezulin se

ha asociado a efectos colaterales. Si bien éstos no son por lo general

* Amaryl s una marca de comercio regisirada de Hoechst Marion Roussel;
Glucotrol XL ¢s una marca de comercio registrada de Pizer, Inc.: Glymase and
PresTab sou marcas de comercio registradas de Pharmacia & Upjohn.

PD-168-NJ-2381-A2(168) sototd
1498 Parke-Davis Phamucenticals Limited

serios, usted debe hablar de estas posibilidades con su médico. En
casos poco frecuentes, Rezulin se ha asociado a problemas hepéticos
serios, que por lo general son reversibles, si bien en casos muy poco
frecuentes han llevado a la insuficiencia hepatica y & la muerte. Su
médico le puede aconsejar con respecto a las nuevas recomenda-
ciones de monitorizacion hepatica con Rezulin, que requieren pruebas
de sangre de rutina. Los efectos colaterales més comunes descritos
en los estudios médicos fueron similares a los observados con un
placebo (una tableta sin medicamento) e incluyen los siguientes:
infeccién (placebo 22% vs. Rezulin 18%), dolor de cabeza
(placebo 11% vs. Rezulin 11%), y dolor (placebo 14% vs.
Rezulin 10%). Hable con su médico de inmediato si llega a tener
néusea, vémitos, dolor de estémago, cansancio, falta de apetito,
orina de color oscuro, o coloracién amarillenta de la piel (icteri-
cia), ya que estas manifestaciones podrian ser signos o sintomas de
un problema del higado. Siga todas las recomendaciones que su
médico le haga con respecto a dieta, ejercicio y pérdida de peso.
Como corresponde con cualquier medicamento, digale a su médico
o profesional de atencién a la salud acerca de cualquier otro
medicamento que esté tomando. Si su tratamiento incluye Rezulin y
pildoras de una sulfonilurea, existe la posibilidad de tener un
aumento de peso controlable. Si usted es una mujer premenopéusica
que ya no ovula, debe tener presente que el tratamiento con
Rezulin puede causar que se reinicie la ovulacién, lo que crearfa un
riesgo de embarazo.

Mas de 1.000.000 de personas han comen-
zado a tomar Rezulin para mejorar el con-
trol de su diabetes. Y esta cifra continta aumentando.
La mejor manera de averiguar si a usted le beneficiarfa tomar
Rezulin es consultando a su médico. Para mayor informacién, vea
la importante informacién que aparece en la parte posterior, y

llame sin cargo telefénico al nimero:

1-888-900-TYPE2
, UNA VEZ AL DiA

PREGUNTELE A SU MEDICO
COmMO RezZULIN Es DIFERENTE.

Por favor vea la importante informacidén que aparece al dorso.




English translation of Rezulin ad done by pharmacists at The West Texas Regional
Poison Control Center, El Paso, TX.

Page One

(Headline):

REZULIN, ONCE A DAY, COULD CHANGE THE WAY YOUR DOCTOR
TREATS TYPE 2 DIABETES.

(Photo captions, counter-clockwise)
Man: My doctor prescribed Rezulin and told me that I could reduce my daily dose
of insulin.

Woman #1: 1 only have to take Rezulin once a day, which really makes my life
easier.

Woman #2: Now I finally have my blood sugar level under control; Rezulin has
given me results.

Page Two
(Header):
REZULIN: ENHANCES CONTROL OF TYPE 2 DIABETES.

Rezulin (troglitazone), a pill for diabetes that is taken only once a day, helps the body
utilize its own insulin to enhance the control of blood sugar. Rezulin can be used by
patients (who have not been able to control their diabetes well through diet and exercise
only)(?), with oral sulfonilureas, or with insulin.

(Illustrations, left to right)

Box 1

(header): BEFORE REZULIN

(counter-clockwise): blood sugar, cell in a body, insulin

(caption): THE CELLS OF A PERSON WITH DIABETES DO NOT RESPOND
EFFICIENTLY TO INSULIN AND DO NOT PERMIT SUGAR TO ENTER.

Box 2

(header): AFTER REZULIN

(caption): REZULIN ACTS WITHIN THE CELL TO HELP INSULIN PERMIT
SUGAR TO ENTER.

You can reduce and possibly eliminate the need to inject insulin. Because Rezulin
enhances the utilization of insulin, this could make a difference if your Diabetes Type 2
treatment includes insulin injections. With Rezulin, it's possible that you can reduce your
insulin dose or the number of required injections. It could also be possible to completely
eliminate the injections.




Increases the efficacy of many oral medications. It is possible that your doctor will
find that Rezulin provides better control of blood sugar levels when added to a regimen of
other pills being taken for diabetes which contain a sulfonilurea such as Amaryl,
Glucotrol XL, Glynase, PresTab, glipizide, or glyburide.

Ask your doctor if you would benefit from taking Rezulin. Rezulin can offer millions
of people with diabetes type 2 useful treatment options. Please take into consideration
that patients with diabetes type 1 should not take Rezulin. As is the case with all
medications currently available to treat diabetes type II, Rezulin is known to cause side
effects. Although these are not generally serious, you should talk about the possibility of
these side effects with your doctor. In a few cases, Rezulin has been associated with
serious hepatic problems, which generally are reversible, although in a few cases have
resulted in insufficient hepatic function and death. Your doctor can advise you in regard
to the new recommendations of hepatic monitoring with Rezulin, which require routine
blood tests. The most common side effects found in medical studies were similar to those
observed under a placebo (an inactive pill) and include the following:

Infection (placebo 22% vs. Rezulin 18%), headache (placebo 11% vs. Rezulin 11%), and
pain (placebo 14% vs. Rezulin 10%). Talk to your doctor immediately if you experience
nausea, vomiting, stomachache, fatigue, loss of appetite, dark-colored urine, or a
yellowish coloring to your skin (jaundice), since these manifestations could be signs or
symptoms of liver problems. Follow all of your doctor's instructions with regard to diet,
exercise, and weight loss. As with any medication, tell your doctor or healthcare
professional about any other medications you are taking. If your treatment includes
Rezulin and pills of a sulfonilurea, there is a possibility of weight gain which is
controllable. If you are a pre-menopausal woman who no longer ovulates, you should
keep in mind that Rezulin treatment could cause ovulation to occur, which would create a
risk for pregnancy.

More than 1,000,000 people have begun to take Rezulin to better control their
diabetes. And this figure continues to grow. The best way to determine if you would
benefit from taking Rezulin is to talk to your doctor. For further information, read the
important information which appears on the back of this page, and call toll free:
1-888-900-TYPE 2

ONCE A DAY

REZULIN
TROGLITAZONE

ASK YOUR DOCTOR
ABOUT THE REZULIN DIFFERENCE

Please read the important information which appears on the back.
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ONCE-DAILY

TROGLITAZONE

TABLETS

WARNINGS

Hepatic

Rare cases of ssvese idiosyacratic hepatocellular injury have been reported during marketed use (ses ADVERSE REACTIONS). The hepatic injury

s nsually reversible, but very rare cases of hepatic failure, leading to death or liver transplant, have been reported. Injory has occurred after both

short- and long-term troglitazens troatment,

During all ¢finical studies in North America, a total of 43 of 25101.9%) Rezulin-treated patients and 3 of 475 (0.6%) placebo-treated patients had ALT

lgvels greater than 3 imes the upper (imit of normal. Twenty of the Rezulin-treated and one of the placebo-rsated patiants were withdrawn from

treatment. Two of the 20 Rezulin-treated patients devslopad reversible jaundics; ons of thase patients had a fivar bicpsy which was cansistent with

an idiosyneratic drug reaction. An additional Rezulin-treated patient had a liver biopsy which was alsa consistent with an idiosyncratic drug reac-

tion. {See ADVERSE REACTIONS, Laboratery Abnermalities.)

Serum transarinase levels should be checked at the start of therapy, monthly for the first eight manths of therapy, every twe months Tor the ramain-

der of the first year of Reulin tharapy, and pericdically thereaftar. Rezulin therapy should rint be initiated if the patiem exhibits clinical evidence of

aclive liver diseasy or increased serum transaminase levels {ALT>1.5 times the upper limit of normal. Liver function lests also should be ebtained

for patients at the first symptoms suggeshve of hepatic dysfunction, eg, nausea, vomiting, shdaminal pain, fatigue, anorexia, dark urine. If serum
inase levels are f d {ALT>1.5t0 2 times the upper limit of normal, fiver function tests should he repested within a week

and then weekly unil the levels return 1o normal, I al any time 2 patient has jaundice or ALT rises above 3 times the upper limit of normal, Rezulin

should be discontinued.

BRIEF SUMMARY

Cansutt Package Insert for fult Preseribing Information.

INDICATIONS AND USAGE

Rezulin may be used concomitantly with a sutfonylurea or insufin to improve glycemic cantrat. Rezulin, as monotherapy, is indicated as an adjunct to
dict and exorcise te lower bipod glucose in pationts with type I diabetes {sze DOSAGE AND ADMINISTRATION in Package Insert for full Prescribing
information). Rezulin should not be used as monotherapy in patients previously well-contralled on sulfonylurea therapy. For patients inadequately con-
trofled with a sulfenylurea alane, Rezulin should bo added to, not substituted fur, the sulfonylurca.

Management of type |l diabetes should includa diet control. Caloric restriction, weight loss, and exercise are essential for the proper treatment of the
diahetic patient. This is important not only in the primary treatment of type | diabetes, butin maintzining the efficacy of drug therapy. Prior to initiation
of Rezulin therapy, secondary causes of poor glycemic control, eg, infection or poor injection technigue, should be investigated and treated.
CONTRAINDICATIONS

Rezulin is contraindicated in patients with known hypersensitivity or allergy to Rezulin or any of its companents.

ARNINGS
SEE BOXED WARNING.
PRECAUTI

General
Bacause of its mechanism of action, Rezulin is active only in the presence of insulin. Therefore, Rezulin should not be used in type | diabetes orfnrtha
treatment of diabetic keto-acidosis.
HRypogtycemia: Patients receiving Rezulin i combmanon with msuhn or oral hypaglycemic agents may be at risk for hypoglycemia and a reducuon in
the dose of the itant agent may be y. Hypogly has not been observed during the administration of Rezulin as monotherapy and
would not e expected based on the mechanism of action.
Dyulation: In premenopausal anovulatory patients with insulin resistance, Rezulin reatment may result in resumption of ovulation. These patients may
te at risk for pregnancy.
Hematolegic: Acrass all clinicat studies, hemoglobin decfined by 3tod%in lruglnazons-lleated pauems compared with 1 to 2% in those treated with
placebo. White blood cell counts also declined slightly in treated patients d to those treated with placebo. These changes
ocgurred within the first four to eight weeks of therapy. Levels stabilized and remained unchanged for up to two years of cantinuing therapy. These
changes may be dug to the dilutional effects of increased plasms volume and have not been associated with any significant hematologic efinical effects
{ses ADVERSE REACTIONS, Laboratory Abnormalities).
Use in Patients With Heant Failure
Heart enlargement without microscopic changes has been observed in rodents at exposures of parent compound and active metabolite excesding 7
fimes the AUC of tha 400 mg human dose {see PRECAUTIGNS, Carcinagenesis, Mutagenesis, Impairmant of Fertility, and Animal Toxicology). Serial
echocardiographic evalustions in monkeys treated chronically at exposures at 4-8 times the human exposure to parent compound and active metabo-
litg at the 460 mg dose did not reveal changes in heart size or function. In a 2-year echacardiographic clinical study using 800 to 800 mg/day of Rezufin
in patients with type I! diabstes, no increase in |aft vemtricular mass or decresse in cardiac output was observad. The methodology employed was able
1 detect a change of abaut 10% or more in left venlncularmass

. In animal stuties, tragli wBS d with i of 6% to 15% in piasma volume. {n a study of 24 normal volunteers, an increase
in glasma volume of 6% to 8% compared to placebo was abserved following 6 weeks of
Na increasad incidence of adverse events potantially related to velume expansion {eg, congestive heart failure) have been abserved during

Patients stable on ane or more of thess agents when Rezulin is started should be closely monitored and their therapy adjusted as necessary.

Garcinogenasis, Mutagenesis, Impaiment of Fertility

Traglitazeng was administared datly for 104 weeks to male rats at 100, 490, or 800 mg/kg and to female rats at 25, 50, or 200 mafkg. No umors of 3

were increased at the low and mid doses. Plasma drug exposure based on AUC of parent compound and total metabolites at the low and mid dos

up to 24-fold higher than human sxposure at 400 my daily. The highast dose in each sex exceeded the maximum tolerated dose. In 3 104-week ¢

rmce gwen 50 490, or 800 mg/lg. incidence of hemangiosarcoma was increased in emales at 400 mgfkg and in foth sexes at 800 my/kg: incid:
was infemales at 800 mg/kg. The lowest dose assaciated with increased tumar incidence {408 my/kg) wa

ciated with AUC valuss of parant compound and total metabolites that were at least 2-fold higher than tha human exposure at 400 mg daily. No

of any type were iacreased in mice at 58 mgfkq at exposures up to 40% of that in humans at 408 mq daily, based on AUC of parent compound ai

matabofites.

Troglitazone was neither mutagenic in bacteria nor clastogenie in bane mamow of mice. Equivecal increases in chromesame aburraticns were o

in an jn vitro Chinese hamster lung cell assay. In mouse lymphoma ceff gene mutations asseys, resufts were equivocal when congucted with a mi

tachnigue and negative with an agar plate techinique. A iver unscheduled DNA synthesis assay in rats was negative.

No adverse effects on ferlity or reproduction were observed in male or female rats given 48, 208, or 1000 mg/kg daily priar to and throughout

and gastation. AUC of parent compnund atthesn dosos was estimated to be 3- ta 3-fold Righer than the human expasure.

Animat Toxicology

Increased heart waights without microscopic changes ware observad in mice and rats treated for up to 1 year at exgosure (AUC) of parent ar

metabolite exceeding 7 times the human AUC at 480 mg/day. These heart weight increases were reversible in 2- and 13-week studies, were pre

by coadministration of an ACE inhibitor, and 14 days of troglitazone administration to rats did niot affect left ventricular performance. In the et

cinogenicity studies, microscapic changes were noted in the hearts of rats but not in mice. In controt and treated rats, microscopic chanrges it

myocardial inflammation and fibrosis and karyomegaly of atrial myocytes. The incidence of these changes in drug-ireated rats was increased co:

o controls at twice the AUC of the 430 mg human dose.

Prograncy

Pregnancy Category B. Troglitazone was not teratogenic in rats given up to 2000 mg/kg or rabbits given up to 1000 mg/kg during organog

Compared to human exposure of 400 my daily, estimated exposures in rats {parent compound) and rabbits {parant compound and active met

based on AUC at these doses were up to 3-foid and 3-fold hlgher. lespecnvely Body weights of fetuses and offspring of rats gwen 2000 mfkg

gestation ware decreased. Defayed postnatal deval to body weight, was obsarved in offspring of rats given 40, 200,

my/kg during late gestation and lactation periods; no ) effects were observed in oifspring of rats given 10 or 20 morkg.

There are no adequate and wall-controlled studies in pregnant women. Rezulin should not be used during pregnancy unless the potential bene

fies the potential risk to the fetus.

Becauss currant information strongly suggasts that abnormal bisod glucase levels during pregnancy are iated with a highar incids

genital anomalies as well as increased neonatal morbidity and mortality, most experts recommend mat insulin be used during pregnancy to n

blood glucoss levels as closa to narmal as possible.

Norsing Mothers

Itis not knewn whether troglitazone is secreted in human milk, Troglitazene is secreted in the milk of lactating rats. Because many drugs are e

in human milk, Rezulin should not be administered to 2 braast-feeting waman.

Pedistric Use

Safew and effectiveness in pediatric pauents have not been established.

Geriatric Use
Twenty-two percent of patients in clinical trials of Rezulin were 65 and aver. No differences in effectiveness and safety were obsarved betwee
patients and younger patients.

ADVERSE REACTIONS
Tero patients in the clinical studiss developed reversilile jaundice; one of these patients had 3 liver bmpsvwhlch was cunsnslenl with an idiosy
drug reaction. An additional patient had a fiver biopsy which was also consistent with an idiosy drug reaction. S that are ass

with hepatic dysfunction or hepatitis have been reparted, including: nausea, vomiting, abdominal pain, fatigue, anorexia, dark urine, abpormal fiv
tion tests lincluding increased ALT, AST, LDH, alkatine phasphatase, bilinubin). Also sae WARNINGS.

The overall incidence and types of adverse ions reported in placebo lled clinical trials for Rezufin-treated patients end placete:
patients are shown in Table 1. In patisnts treated with Rezulin in glyburide-contralled studies {N=550} or uncontrolled studies {N=510), the safet
of gezullin 7p;?ared similar ta that displayed in Table 1. The incidence of withdrawals during clinical trials was similar for patients treated with |
or Rezulin (4%).

TABLE 1. Nosth American Placebo-Cantrolled Clinical Studies:
Adverse Events Regosted at a Frequency 2 5% of Rezulin-Treated Patients

clinical trials. Howaver, pationts with New York Heart Association INYHA) Class fl} and IV cardiac status were nol studied during clinical trials.
Therafore, Rezulin is not indicated unless the axpected henefit is befievad to outwaigh the potential risk to patients with NYHA Class !lf or iV cardiac
status.

Information for Patients

Rezulin should be taken with meals. Il the dose is missed at tha usual meal, it may be taken al the next meal, if the dose is missed on one day, the dese
should nat be doubled the following day.

It is important o adhere 1o dietary instruetions and to regularly have bloed glucose and giycosylated hemoulokin 1ested. Buring periods of stress such
as fever, rauma, infection, or surgery, insufin requirements may change and patients should seek she advice af their physician.

Patients who develop nauses, vomiting, abdominal pain, fatigue, anarexia, dark urine or other symptoms suggestive of hapatic dysfunction or jaundgice
should immediately report these signs or symptoms to their physician. Patients should bz informed that bicod will be drawen to check their liver function
atthe start of therapy, manthly for the {irst eight manths of therapy, evary two months for the remainder of the first year of Rezulin therapy, and pariod-
ically thereafter.

When using combination therapy with insulin or oral hypoglycemic agents, the risks of hypoglycemia, its symptoms and trestment, sud conditions that
predispase to its development should ba explained te patients and their family members.

Use of Rezulin can causa msumpnun of ovulation in women teking oraf contracegtves and in pzmentswnh polycystic avary disease. Therefore, a high-
er dose of an orat ative of an ive method of jon should be

% of Petiants

Placebo Bezutin Placebe Rezulin

N=482 N=1450 N=452 = 1450
infection 2 18 Nauses 4 §
Headact 1 1 Rhinitis 5
Pain L) 10 Diarthea ] §
Accidental Injury 6 8 Urinary Tract Infaction ] 5
Asthenia § [ Peripheral Edema 5 5
Dizziness 5 § Pharyngitis 4 5
Back Pain 4 §

Typas of adverse events seen when Rezulin was used concomitantly with insulin (N=543) were similar to thosa during Rezulin monotherapy {1
afthough hypegiycemia cccumed on insufin combination therapy {see PRECAUTIONS).

Laboratery Abnormalities

Hematalogic: Small in hemoglobin, i, and phif counts {withis the normal range) were more common in Reaulin-trea’
placebe-treated patients and may be related to increasad piasma volume observed with Rezulin treatment. Hemoglobin decreases to below the
«ange oecurred in 5% of Rezufin-treated and 4% of placebo-ireated patients.

Lipids: Small changes in serumi lipids have been observed {see CLINICAL PHARMAGOLOGY, Pharmacodynamics and Clinicat Effects in Packag
for full Prescribing information).

Serum Transeminase Lovals: During all clinical studies in North America, & totat of 48 of 2510{1.9%} Rezufin-treated patients and 3 of 475 (0.6%
bo- treated patiants had ALT fevels greater than 3 imes the upper limit of normal. During controlied clinical trials, 22% of Rezulin-treated patic

Reaufin may affect other medications used in diabetic patients. Patients started on Rezulin shauid ask their physician to reviaw their other

1o make sure that they aro not affacted by Rezulin.

Drug Imaractions

Orat Contraceptives: Administration of Rezulin vith an ora! contraceptive centaining ethinyl estradiol and norethindrone reducad the plasma concen-

trations of both by approximately 30%, which could result in loss of cantraception. Therefore, a higher dose of orel contraceptive or an aitemative

method of contraception should be considered.

Tedenadine: Cordministration of Rezulin with i the plasma ion of both terfenadine and its active metsbolite by 50-10%
- and may result in decreased efficacy of terfenadine.

Chal i

in AST or ALT greater than 3 fimes the upper fimit of normal, compared with 0.6% of patients receiving placebo. Hyperbilirs
{>1.25 upper limit of normal} was found in 0.7% of Rezutin-treated patients compared with 1.7% of patients receiving placebo. [n the popu
patients treated with Rezufin, mean and median velues for bilirubin, AST, ALT, atkaline phosphatase, and 66T were decreased at the fi
campared with baseline, wiile valuas for LDH wers increased slightly {sse WARNINGS).

Postintroduction Reports

Advarse evants assosiated with Rezulin that have bsen reportad since market introduction, that ar not listed abovs, and for which causal rele
1o drug hias not heen established include the following: congestive hear failure, weight gain, edema, fever, abnormal lab tests including increa
and ¢reatining, hyperglycemia, syncope, anemia, malaise.

Concomitant administration of cholestyramine with Rezufin reduces the absorption of trogiitazone by 70%; thus, coadministration of ~ RXaRlY
cholastyramine and Rezulin is not recommended. ©1997-'8, PDPL
Giyburide: Coadministration of Rezufin and glyburide does not appear to alter traglitazone or glyburide pharmecokinetics. July 1938
Digoxin: Coadministration of Rezulin with digoxin does not alter tha steady-state pharmacokinetics of digoxin.
Warfaria: Rezufin has no clinically significant effect on prothrombin time when administered to patients receiving chronic wariarin thorapy.
Acstaminophan: Coadministration of acetaminophen and Rezulin does not after the pharmacokinetics of either drug. Manulactred b Marketed b
Metformin: No information is available on the use of Rezulin with metformin, P;;I(z ;‘;v; Ph;mceuhnls, il PAaRKEEj]AVyl:S
Ethanot: A single administration of @ moderate amount of alcoho! did not increase the risk of acute hypoglycemia in Rezulin-treated patiants with type Vega Baja, PR 00634 Div of Warner-Lambert Co and
|l diabetes mellitus. i d by
The above ineractions with terfenadine and orel contracepiives suggest that traglitazone may induce ¢rug metabalism by CYP3AY. Studies have not baen performed EAT&”B‘&,"& mﬁgn’;ﬂfm& USA {
with other drugs metabolized by this eazyme such as: astemizole, calcium channel blockers, cisapride, corticostercids, cyclosporine, HMB-CoA reductase mhibitors, Div of Warner-Lambert (o
fimus, giazlam, and 4 The possibifity of zitered safety and efficacy should be considered when Rezufin is used concomitantly with these drugs.  Mortis Plains, NJ 07950 USA
PARKE-DAVIS SANKYO

Division of Wamer-Lambert Company
Moris Plaing, Now Jersey 07950 PARKE DAVIS
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NEWSPAPER VISTA DISYRIBUTION
CIRCULATION DAY
ZONA Arlzona Republic 11,597 Friday
7
LIFORNIA sAiahambra Post/Wave 22,687 Saturday
713 sCity Terrace Tribune/Wave 12,600 Saturday
eEast Los Angeles Tribune/Wave 30,334 Saturday
skl Serens News Herald/Wave 5,250 Saturday
The Fresno Bee 76,500 Saturday
Hanford Sentinel 13,958 Saturday
*Highland Park News/Wave 12,850 Saturday
eHuntington Park Press/Wave 10,488 Saturday
sLincoin Heights News Herald/Wave 6,725 Saturday
sL.os Angeles Daily News 46,084 Tuesday
=Maywood Press/Wave 12,116 Saturday
sMt. Washingeon Star Review/Wave 2,735 Saturday
sMonteray Park Progress/Wave 15,488 Saturday
Porterville Recorder 11,706 Monday
San Francisco Direct 30,000
*San Pedro News Pilot 12,283 Saturday
eSouth Gate Press/Wave 6,227 Saturday
Tilare Advance-Register 8.014 Monday
=Ventura County Star 29,850 Saturday
Visalia Times-Delta 21,928 Monday
Watsonville Register-Pajaronian 8,880 Monday
RIDA Miami Herald-E| Nuevo Herald 90,000 Sunday
Tampa Tribune 38,000 Tuesday
is Chicago Direct 24,500
XICO Albuguerque Tribune 28,364 Saturday
Santa Fe New Mexican 24,133 Menday
YORK** El Diario/La Prensa 53,000 Sunday
The Jjersey Journal 25,684 Saturday
Ei Nuevo Hudson 21,500 Saturday
Austin American-Statesman 28,78 Saturday
Brownsville Herald 18,639 Sunday
Dallas Morning News 59,530 Sunday
Ei Paso Times 54,556 Tuesday
El Paso Other/Direct 1,660
Harlingen Valley Morning Star - 25,590 Sunday
Houston Direct 23,500 Sunday
Laredo Times 24,055 Sunday
San Antonio Express-News 180,466 Monday
San Antonio Other/Direct 2,000
Waco Tribune Herald 10,136 Sunday
NCTCON, B.C.  E Tiempo Latino 26,163 Friday
ERAGE CIRCULATION 1,122,568 9/1/98




