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3 DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
e Food and Drug

Administration
Rockville MD 20857

NDA 20-839/S-018
|-2.8-62

Sanofi-Synthelabo Inc.
Attention: Mr. Kenneth Palmer
90 Park Avenue

New York, NY 10016

Dear Mr. Palmer:

Please refer to vour July 2, 2001 supplemental new drug application, submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for Plavix (clopidogrel bisulfate) Tablets.

This "Changes Being Effected" supplemental new drug application provides final printed labeling revised
by adding “fever” to the ADVERSE REACTIONS/Postmarketing Experience subsection. Additionally,
the manufacturer information has been removed from the package insert.

We have completed the review of this supplemental application and have concluded that adequate
information has been presented to demonstrate that the drug product is safe and effective for use as
recommended in the July 2, 2001 submitted submitted final printed package insert. Accordingly, the
supplemental application is approved effective on the date of this letter.

If a letter communicating important information about this drug product (i.e., a "Dear Health Care
Professional” letter) is issued to physicians and others responsible for patient care, we request that vou
submit a copy of the letter to this NDA and a copy to the foltowing address:

MEDWATCH, HF-2
FDA

5600 Fishers Lane
Rockwille, MD 20857

We remind you that you must comply with the requirements for an approved NDA set forth under 21 CFR
314.80 and 314.81.

If you have any questions, please call:

Ms. Colleen LoCicero
Regulatory Health Project Manager
(301) 594-5332

Sincerely,
TSee apponnd d clacironic signature pags )

Raymond J. Lipicky, M.D,

Director

Division of Cardio-Renal Drug Products
Office of Drug Evaluation 1

Ceater for Drug Evaluation and Research




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Raymond Lipicky
1/28/02 09:41:42 AM
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PLAVIX o M
clopidogrel bisulfate tablets

DESCRIPTION

PLAVIX (clopidogrel bisuifate) is an inhibitor of ADP-induced platelet aggregation acting by
direct inhibition of adenasine diphosphate {(ADP) binding to its receptor and of the subse-
quent ADP-mediated activation of the glycoprotein GPlib/lila complex. Chemically it is
moth%”&)-(s)-a-{z-chlorophenyl)-8.7-dihydrolhieno[a,z-c]pyﬂdine-s{u-l}-acetate sulfate
(. o b?‘mgkicd formuia of clopidogral bisulfate Is CygHweCl NO;S«H,50, and its molecular
welg 19.9.

The structural formula is as followa:
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Clopidogrel bisulfate is a white to off-white powder. It is practically Insaluble in water at
neutral pH but freely scluble at pH 1, it also dissoives freely in methanol, disacives spar-
| in methylene chioride, and Is practically insoluble in ethyf ether. It has a specific opti-

rotation of about +56°.

PLAVIX for oral administration is provided as pink, round, biconvex, dabossed fim-coated
tablets containing 97.875 my of clopidogrel bisuifate which is tha molar equivatent of 75 mg
of clopidogrel basa.

Each tablst contains hydrogenated castor oil, hydroxypropylcethinse, mannitol, micre-
crystalline ceiluloss and polyethylene glycol 8009 as inactive ingredients. The pink film coat-
ing contains ferric oxlds, hydroxypropyl methylceliulose 2910, lactose monchydrate, titanium
dioxide and triacetin. The tablets are polishad with Carnauba wax.

"o=o

CUNICAL PHARMACOLOGY

Mechanism of Action :

Clopidogrel is an inhibitor of platelet aggregation. A variety of drugs that inhibit platelet
function have been shown to decreass morbid events in poople with astablished athero-
sclerotic cardiovascular disease as evidenced by stroke or transient ischemic attacks,
myocardiat infarction, or need for bypass or angioplasty. This indicates that platelots partic-
pate in the initidtion and/or evolution of these svents and that inhibiting them can reduce
the avent rate.

Pharmacodynamic Properties

Clopidogrel selectively inhibits the binding of adenosine diphosphate (ADP) to its platelet
receptor and the subsequent ADP-mediated activation of the glycoprotein GPIbANa com-
plex, thereby inhibiting platelet aggregation. Biotranstormation of clopidogrel is necessary
1o produce inhibition ot platelot aggregation, but an active melabolite responsible for the
aclivity of the drug has not been isolated. Clopidogrel alse inhibits platelet aggregation
induced by agonists other than ADP by blocking the amplification of platelet activation by

. released ADP. Glopidogre! does not inhibit phosphodiesterase activity.
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Clopidogre! acts by breversibly modilying the platelet ADP receplor. Consequently,
platelata exposed to clopidogrel are affected for the remainder of their iifespan,

Dosa dependent inhibition of platelst aggregation can ba sesn 2 hours aftor single oral doses
of PLAVIX. Repeated doses of 75 mg PLAVIX per day Inhibit ADP-induced platelet aggrega-
tion on the first day, and inhibition reaches steady state between Day 3 and Day 7. At steady
state, the average inhihition level observad with a dose of 75 mg PLAVIX per day was
between 40% and 60%, Platolet aggregation and bleeding time gradually return to baseline
values after treatment is discontinued, generally in about 5 days.

Pharmacokinstics and Metabalism

After repeated 75-mg oral dosas of clopidogrel {base), plasma concentrations of the panent
compound, which has no platelst inhibiting effect, are very low and are generally balow the
quantification limit {0.00025 mg/L) beyond 2 hours after dosing. Clopidogrel is axiensively
metabolized by the liver. The main circulating metabolite is the carboxylic acid derivative, and
it too has no effect on platelet aggregation. it represents about 85% of the circulating drug-
related compounds in plasma.

Following an oral doge of 14C-labeled clopidogral In humans, approximately 50% was axcret-
ed in the urine and approximately 46% in the feces in the 5 days after dosing. The elimination
haft-ife of the main circulating metabolite was 8 howrs after single and repeated administration.
Covalent binding to platelsts accounted for 2% of radiolabel with a hati-ife of 11 days.

Effect of Food: Administration of PLAVIX (clopidogrel bisuffate) with meals did not significantty
modify the bicavallability of clopidogrel as assessed by the pharmacokinetics of the main cir-
culafing metabolite.

Absorption and Distribution: Clopidogrel is rapidly absorbed after oral administration of
repeatad doses of 75 mg clopidogrel (base), with paak plasma lavels (=3 mg/L) of the main
circulating metabolite occurring approximately 1 hour after dosing. The pharmacokinatics of

- the main circulating metabolite are linear (plasma concentrations increased in proportion to
dose) in the dose range of 50 ta 150 mg of clopidogrel. Absomption Is at least 50% based on
urinary excretion of clopidogrel-related metabolites.

Glopi and the main circulating metabolfite bind reversibly in vitro to human plasma
proteins {98% and 949%, respectively). The binding is nonsaturabla in vifro up to a concen-
tration of 100 ug/mi.

Metabolisrn and Elimination: in vitro and in vivo, clopidogrel undergoes rapid hydrolysis into
its carboxylic acid derivative. In plasma and urine. the glucuronide of the carboxylic acid
derivative is also observed.

Special Populations

_ Gerlatric Patients: Plasma concentrations of the main circuiating metabolite are significantly
higher in eldorly (275 years) comparad to young healthy volunteers but these higher plasma
lovels were not assoclaled with differences in platelet aggregation and bleeding time. No
dosage adjustment is needed for the elderty,

Renally Impaired Pationts: AHter repeated doses of 75 mg PLAVIX per day, plasma levels of
the main circulating metabolite ware lower in patients with severs renal impairment (creali-
nine clearance from 5 to 15 ml/min} compared to subjects with moderate renal! impairment
{creatining clearance 30 to 60 mbL/min} or healthy subjecls. Although inhibition of ADP-
induced platelet aggregation was lower {25%) than that observed in heaithy volunteers, the
prolongation of bleeding time was similar to heatthy volunteers receiving 75 mg of PLAVIX per
day. No dosage adjustment is needed in renally impaired patients.
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Gender: No significant differance was observed in the plasma levels of tha main circulating
metabolite betwaen males and females. in a small study comparing men and women, leas inhi-
bition of ADP-induced platelet aggregation was observed in wormen, but there was no difference
in prolongation of bleeding time. in the large, controlied dinicat study (Clopidogre! vs. Aspirin in
Patients at Risk of ischemic Events: CAPRIE), the incidence of clinical outcome events, other
adverse clinical events, and abnormel clinical lsboratory parametars was similar in men and

WO,
Race: Pharmacokinetic differences due te race have not baen studied.

CLINICAL STUDIES
The clinical svidence for the alficacy of PLAYIX is derived lrom the CAPRIE {Cloploogret vs,
Aspirin & Patients at Hisk of lschemic Events) trial. This was a 19,185-patiant, 3D4-ceater, inter-
national, randomized, double-blind, parallel-group study comparing PLAVIX {75 mg dally) to
aspirin (325 mg daily). The patients randomized had: 1) recent histories of myocardial infarction
{within 35 days); 2) recont histories of ischemic stroke (within  months) with at least a weok of
residual neurological signs; or 3) objectively established peripheral arterlal disaase. Patients
receivad randomized treatment for an average of 1.6 ysars {(maximum of 3 yaars). .
The triaF's primary outcome was the time to first cecurmence of new ischemic stroke (fatal -
or not), new myocardial infarction {fatal or not), or other vascular death. Deaths not easily
attributable to nonvascular causes were all classified as vascular.

Qutcoma Events of the Primary Analysis

BLAVIX aapitin
Patlents 9599 9586
15 {Tatal or not) 438 4.
WM (tatal or no) 275 (2.96%) 333 3.47%)
Other vascular death 226 {2.35%) 226 {2.36%)
Total 939 (9.78%) 1020 (10.64%)

Aa shown in the table, PLAVIX {clopidogrel bisuifate} was essoclated with g lawer inci-
dence of outcome avents of evary kind, The overall nisk racuction (9.78% vs. 10.64%) was
8.79%, P=0.045. Simvtar results were obtained when all-cause mortality and all-cause strokes
wers counted instead of vasculer mortality and Ischemic strokas (risk reduction 6.9%). n
patients who survived an on-study stroke or myocardiai infarction, the incidenca of subse-
quent events was again lower in the PLAVIX groupn.

The curves showing the overall event rate are shown in the figure. The event curves sapa-
reted sarly and continued to divergs over the 3-year follow-up period,
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Although the statistical significance favoring PLAVIX qver aspirin was marginal (P=0,045),
and reprosents the result of a single trial that has not been replicated, the comparator drug,
aspirin, is ftself effective {vs. placebo) in reducing cardiovascular events in patients with
ecen! myocardial infarction or siroke. Thus, the difference between PLAVIX and placebo,
athough not measured directly, is substantial.

The CAPRIE trial included a population that was randomized on the basis of 3 entry crite-
-ia. The efficacy of PLAVIX relative to aspirin was heterogenecus across thess randomized




subgroups (P=0.043). It is nat clear whether this ditference is real or a chance occurence.

the CAPRIE trial was not designed to evaluate the relative bensfit of PLAVIX over
aspicie in the individual patient subgrotps, the benefit appeared to be strongest in patients
who were enrolled because of peripheral vascular disease (especially those who also had a

history of myocardial infarction} and weaker in stroke patients. In patients who were onrolled -

in the trial on the so'e basis of & recent myocardial infarction, PLAVIX was not humericatly
superior to aspirin.

mmm—mvsesmmdmm“.pmmmpmmshnimmmsahwnﬁ.
aspirin was associated with a raduced incidence of athemthrombotic- events. Thera was a
suggestion of hetsrogeneity in these studies 0o, with the effact strongest in patlents with a
history of myocardiat infarction, waaker in patients with a higtory of stroke, ard not discemible
in patients with a history of peripheral vascular disease. With respect to the inferred compar-
ison of PLAVIX to placebo, there is no indication of haterogeneity.

INDICATIONS AND USAGE ’
PLAVIX (clopidogrel bisutate) is Indicated for the reduction of athemsclevotic avents {(myocar-

 dis! Infarction, stroke, and vascular death) in patients with atherosclerosis documented by

recent stroke, recenl myocardial infarclion, or estabiishad peripheral arterial disease.

CONTRAINDICATIONS . . .
The use of PLAVIX is contraindicated in the following conditions:
. itivity 10 the drug substance or any component of the product.
* Active pathological bleeding such as peptic ulcer or intracranial hemarrhage.

WARNINGS :
Thvombotic thrombocytopenic purpura (TTPE: TTP has been reported rarety following use of

PLAVIX, somatimes aftar a shott axposure (<2 weeks). TIP is a sericus condition requiring. -

prompt treatment. it s characterized by thrombocytopania, thicroanglopathic hemalytic ane-

mia (schistocytes [fragmented RBECs] sesn on peripheral smear}, neurclogical findings, renal .

dysfunction, and fever. TTP was not seen during clopidogrel’s clnical triaks, which included
over 11,300 clopidogrel-treated patients. in worid-wide postmarketing experience, howaver,
WPhasbeenrepatodatamhdabmﬂMcasupermmimpaﬂmmupmod,orabom 1
cases per million patient-years. The background rate Is thought to be about four cases per
million person-yeara. -

PRECAUTIONS
General
As with cther antiplatelet agents, PLAVIX should be usad with caution in patients who may be

_ at risk of increased bloading from trauma, surgery, or other pathological conditions. If a
_patlent is to undergo elective surgery and an antipiatelet effect i8 nat desimd, PLAVIX should

he discontinuad 7 days pricr to surgery.

Gi Biseding: PLAVIX prolongs the bleeding time. in CAPRIE, PLAVIX was assoclatad with a
rate of gastroirtestinal bieading of 2.0%, vs. 2.7% on aspirin. PLAVIX should bs used with
caulion in patients who have lesions with a propensity to bleed {such as ufeoers), Drugs that
might Induce such lesions (such as aspirin and other nonstemidal anti-inflammatory drugs
(NSAIDs] should be used with caution in patients taking PLAVIX.

Use in Hepatically Impaired Patients: Expariance is limited in patients with severe hepatic dis-
eass, who may have bleeding diatheses. PLAVIX shoutd be used with caution in this population.
information for Patients
Patients should be toid that it may take them longer than usual to stop bleeding when they
take PLAVIX, and that they should report any unusual bleeding to their physiclan. Patients
should inform physicians and dentists that they are taking PLAVIX before any surgery is
scheduled and before any new drug is taken. :

Drug Interactions
Study of specific drug Interactions yielded the following rasults:

Aspirin: Aspirin did not modify the clopidogrel-mediated inhibition of ADP-induced platelet
aggregation. Concomitant administration of 500 mg of aspirin iwice a day for 1 day did not
significantly increase the prolongation of bleeding time induced by PLAVIX, PLAVIX potentiat-
od the effect of aspirin on collagen-nduced platelet aggregation. The safety of chronic con-
comitant administration of aspirin and PLAVIX has not been established.




Hapann: In a study in healthy voluntoers, PLAVIX did not necessitate modification of the
hepaﬂndosoorahwhoeﬁoctcfhepﬂhmcmhﬁmcmwmsnumofhmhhum

Nonsterckial Anﬂ-fnﬂunm:tory Drugs {NSAIDs): mm volunteers mcdving napnxun
gastrointastinal

. concomitant administration of PLAVIX was associated with increased occult

blood loss. NSAIDs and PLAVIX should be cosdministered with caution
Warfarir The safety of the coadministration of PLAVIX with warfarin has not been established.
Consequently, concomidant administration of these two agents should be undertaken with caution.
Precautions-Genoral

) .
Other Concornitant W'Nomsmm pharmacodynamic Interactions were
observed when PLAVIX was coadminigtered with stenclol, nifedipine, or both atenciol and
nifedipine, The pharmacodynamic activity of PLAVIX was also not significantly influenced by
the coadministration of phenobarbital, cimetidine or estrogen.

ﬂnphwmaooﬂtndaoidm:hammmmtmfacwmam- :
. uon of PLAVIX (cbpidogwl bisuifate).

, antidiahetic agents,
without evidence of clinically significant adverse
Druglhbon!hooatlnhneﬁona
None known,

c.roimgonods,ﬂutamlmpdnmrnofrmﬂw

Thare was no evidenca of tumorigenicity when dopﬂoyatmmmmnmm

mice and 104 weeks to rats at cdosages up to 77 mg/kg per day, which afforded plasms sxpo-

sures >25 times that in humana at the recommended: daily dose of 75 mg.
Clopidogrel was not genotoxic in four in vitro tasts (Ames test, DNA-repair test in rat

hepatocytes, gene mutation assay in Chinese hamster fibroblasts, and metephase chro-

mosoma analysis of human lymphocytes) and in ona in vivo test {micronudem test by oral

mutammk:e)
C was found to have no affect on fertility of male and female rats at oral doses up
to 400 mg/kg per day (52 times the recommended human dosa on a mg/m2 basis).

Pregnancy
Category B. Reproduction studiss performad in rats and rabbits at doses up to 500
and 300 mg/kg/day [reapectivaly, 65 and 78 times the recommended dally human dose on a
mg/m? basis), revealad no evidence of impaired fertility or fetotoxicity due to copldogrel. There
are, howsver, no adequate and well-controlled studies In pregnant women. Because animal
repmdmstudlesmnutalwayspmdctweofahunanresponse Pt.AVIXshcmldbetsad
during pregnancy only if clearty neoded.
Nursing Mothers
Studiesmratshavashownﬂnaicbpidogmlmdlwfbsmetaboﬂtesmemadmmmmcn
fs not known whether this drug Is excreted in human milk. Because many drugs are excreted
in human milk and because of the potential for serious adverse reacticns in nursing Infants,
a decision should be made whether to discontinua nursing or to discontinue the drug, taking .
into account the impartance of the drug to the nursing woman.
Pediatric Use
Safety and effectiveness in the pediatric population have not been established.

ADVERSE REACTIONS

PLAVIX has been evaluated for salety in more than 11,300 patients, inchuding over 1,000
patients treated for 1 year or more. The overall tolerability of PLAVIX was similar to that of

aspirin regardess of age, gender and raco.wlﬁ:anappmxmatelyoqual incidence (13%) of

patients withdrawing from treatment bacause of adverse reactions. The clinically important

adverse events cbserved in CGAPRIE are discussed below.




Hamorrhagic: In patlonts receiving PLAVIX In CAPRIE, gastrointestinal hemonhage
mu.mtoofzoss. required hoapitalization in 0.7%. in patients receiving aspinn,
rates wore 2.7% and 1.19%, respectively. The incidence of intracranial

: mmemmaaxbrmwx pared to 8.5% for aspicin.
. com,
. Neutropemnia/agramdocytasis:

Ticlapidine, a drug chemically similar o PLAVIX, s assoclat-

" ad with a D.8% rate of severe neutropania fass than 450 neutrophils/ul). Patients in CAPRIE

{sse Clinical Trinls) were intensively monitored for neutropensa. Severe neutropenia was

obasrved in six patients, four on PLAVIX and two on aspirin. Two of the 9599 patients who

WMWK&MMMD!MMNMWM&MMWMN
ze10.

One of the four PLAVIX patients was mceiving cytotoxic chemotherapy, and another recoverad

. and retumed to the trial after only temporarily Interrupting treatment with PLAVIX (clopidogret

).
Althaugh the risk of myslotoxicity with PLAVIX thus appaars o be quite low, this possibil-
ity should ba considorsd when a pationt recsiving PLAVIX demonstrates fever or other aign

* . of infection,

- =

Gastrointestinal: Overafl, the incidence of gastrointestinal events (o.g. abdominal pain, dys-
gastritis and ewshpabon) in patients receiving FLAVIX (ciopidogrel bisullate} was

popsia,
- AT, nompﬂ‘edmzssﬁ in those receiving

aspirin.
The incidence of peptic, gastric or duodenal ulcers was §.79% for PLAVIX and 1.2% for
Cma!dmtheawarampomd}nd.s* of patients in the PLAVIX group compared to 3.4%

o dn !he asplirin group. However, thess were rarely severe (PLAVIX=0.2% and aspirin=0.1%).

lncudanceo! phis withdrawling from treatrnent because of gastrointestinal adverse

| reactions was 3.2% for PLAVIX and 4.0% for aspirin.

Rash and Other Skin Disarders: The Incidence of skin and appendage disortlers in patients
recelving PLAVIX was 15.8% (0.79 serioua); the comesponding rate in aspirin patienta was.
13.1% (0.596 golous). -

Tha overall incidenca of patients withdrawing from treatment because of skin and appendiage
disordors adverse reactions was 1.59% for PLAVIX and 0,8% for aspirin,

Adverse events occuming in 22.5% of patlents on PLAVIX in the CAPRIE controlled clinical
tris} ara =hown below regardiess of relationship to PLAVIX. The median duration of therapy
was 20 months, with 2 maximum of 3 years.

Adversa Events Occurring in 22.5% of PLAVIX Patients

% Incldsnce |% Discontinustion)

Body System PLAVIX Asplrin

Event [n=9599) [n=09586)
Body a3 a Whole—ganeral disordars

Chast Pain 83 0.2 83 0.3}

Accidental njury 7.9 0.1 7.3 .1

Influonza-ike symptoms 75 (0.4 7.0 &O.1)

Pain 84 0.1} 83 0.9

Fatinue 3309 34 0.0
Candiovascular disorders, general

Edema 4.1 0.1 45 On

Hypertension 4.3 0.1 51 0.9)
Central & peripheral nervous system disorders

Hoadache 76 (0.3 7.2 02)

Dizziness 62 (0.2) 6.7 (0.3}
Gastrointestinal system disorders

Abdominal pain 56 0.0 71 10

Dyspepsia 52 0§ 61 Q0.0

Diarhoa 45 0.4 34 0.3

fNausea 34 (0.5 38 (0.4
Matabalic & nutritional disorders

Hypercholestarolemia 40 (O 44 (D1}
Muscuilo-skefetal sysiemn disorders

Nthralgia 63 [©0.1) €2 0.1}

Back Fain 5.8 (0.1) 5.3 (<0.1)

{table continued in next column)




{table conltinued from previous cotumn)
Platele!l, bleeding, & clotting disorders

53 0.3 3.7 {0.1)
Epistaxis 29 (0.2 25 {0.1)
Psychiatric disorders
Dapression ) 38 {0.1) 39 0N
Upper resp tract infaction 8.7 <0.1) 8.3 (<0.1)
Dyspnea 45 (0.1) 47 O.1)
Rhinitis 42 ©.1) 4.2 (d1.1)
Bronchitis 3.7 0.9) arm
Goughing 31 DY) 27 (0.
Skin & appendage disorders
Rash 42 0.5) 35 (0.2
Pruritus 3.3 0.3) 1.6 {0.1}
Urinary system disordery ’ ’
Urinary tract irdection KR ] . s 0.1)

incidanca of discontinuation, regardiess of relationship to therapy, is shown In parentheses.

Other adversa experiences of potential importance occuming In 1% to 2.5% of patients
receiving PLAVIX {clopidogrel bisulfate) in the CAPRIE controlied clinicat trial are Ested below
regardiass of relationship to PLAVIX. In general, the Incidence of thess avents was similar in
the aspirin-treated group.

Autonomic Nervous System Disorders: Syncope, Paipitation. Body as & Whole—-genoral cisor-
ders: Asthenia, Hemia. Cardiovascufar disordlers: Gardiac fallure. Cantral and peripheral nervous

Raspiratory system disorders: Pnoumonta, Sinusitis. Skin and appanclage disorders: Eczema,
Skin wiceration. Urinary systam disorders: Cystitis. Vision disordery’ Cataract, fvitis.

Other potentially sericus adverse avents which may be of clinical interast but were
reported (<1%} in patients who received PLAVIX are listed balow regardiess of relationship o
PLAVIX. In general, the incidance of these events was similar in the aapirin group.

Body as a whole: Allergic reaction, necroais ischemlc. Cardiovascular disorders: Edema
generalized. Gastrointestinal systern disorders: Gastric ulcer perforated, gastritia .
lc, upper Gl ulcer hemorthagic. Liver and Biliary system disorders: Bilirubinemia, hepatitis
infectious, liver fatty. Platelet, blgading and clotting disordars: hemarthrosis, hematuda,
hernoptysis, hemorrhage intracranial, hemorthage retroperitoneal, hemomhage of operative
wound, ocular hemarrhage, pulmonary hemaorrhage, purpura allergic, thrombocytopenia. Red
biood ceil disorders: Anemia aplastic, anemila hypochromic. Reproductive disorders, fornale:
Menoarrhagia. Respiratory system disorders: Hemothorax. Skin and appendage disorders;
Bullous eruption, rash erythematous, rash maculopaputar, urticaria. White ceff and reticu-
foendothelial system disorders: Agranudocytosis, granulocytopenia, leukemia, leukopenia,
neutrophils decreased.

Postmarketing Experience

The follawing events havebeenmponedspoﬂarmualvfmnwoddwideposhmrkeﬁrgoxpe—
ﬁma:hvenvuyramcasasofhypasemiﬁmymacﬁmahdudngangbsduna,hm—
chospasms, and anaphylactoid reactions. Suspected thwombotic thrombocytopenic purpura
mmbemmmdodaspmdﬂwwaw-ﬁdapcsbnatethgewiema.mwmmﬂﬁs.

OVERDOSAGE

One case of deliberate overdosage with PLAVIX was reported in the large, controfied clinical
study. A 34-year-old woman took a single 1,050-mg dose of PLAVIX (squivalent to 14 stan-
dard 75-mg tablets). There were no associated advarse events. No special therapy was insii-
tuted, and she recovered without sequelae.




No adverze od after single oral administration of 600 mg (equiv-
dmhsﬂM}wPMﬂxhhﬂw.mumwﬁme
was prolonged by a factor of 1.7, which is similar to that typically observed with the

{ 7 pg of PLAVIX per day.
md%n1mummmmmmuwmm
and &t 3000 mg/kg to baboons. Symptoms of acute toxicity were vomiting (n baboons),
prostration, cificuilt breathing. and gastrointestinal hemorhage in all species. )
Recommandations About

Specific Treatment:
Based on biological pleusibllity, platstet transtusion may be approgriate Lo reverse the
pharmacciogical effects of PLAVIX if quick reversal is required.

DOSAGE AND ADMINISTRATION
The recommended dose of PLAVIX it 75 mg once daily with or without food.

No dosage adjustment is n for el patisnts or patients with renal dis-
.m(SoeCld&thhm.cdow d:'wopullﬁons.)
HOW SUPPLIED

PLAVIX (clopidogret bisulfate) is available as a pink, round, biconvex, film-coated
tabiet debossed with =75" on one side and "1171" on the ather. Tabiets are provid-
od a9 follows:

NDC 63853-1171-6 bottles of 30

NDC 63853-1171-1 bottles of 90

NDC 63853-1171-5 botties of 500

NDC 83853-1171-3 blisters of 100

Storage
Store at 25° C (77" F); excursions permitted to 15*-30° C {59*-86* F) [See USP
Contralled Room Temperature]

Distributed by:
Bristol-Myers Squibb/Sanofi Pharmaceuticals Partnership
New York, NY 10016

; Bristol-Myers
sanofi~synthelabo % Squibb Company
PLAVIX® i5 a registersd trademaerk of Sanofi-Synthelabo.
1171DIM-12  1081251B1 Revised March 2001




RHPM Review of Final Printed Labeling
NDA 20-839/SLR-018

Date labeling submitted: July 2, 2001

Date of review: ] ~ January 18, 2002

Product: - Plavix (clopidogrel bisulfate) Tablets
Spoasor: Sanofi-Synthelabo Inc.

Background

This supplemental application was submitted as a *“‘Supplement-Changes Being
Effected.” The cover letter states that the submission provides for the addition of “fever”
to the ADVERSE REACTIONS/Postmarketing Experience subsection of the package
insert and information to support the addition of this event to the labeling.

Evalul_tion

Ireviewed the proposed final printed package insert in its entirety, comparing it to the
last approved package insert (that of SCF-009, approved July 25, 2000, final printed
labeling submitted September 6, 2000 and acknowledged October 10, 2000). 1 noted the
following changes from the last approved labeling:

1. As stated in the cover letter, “fever” has been added to the list of adverse events in the
ADVERSE REACTIONS/Postmarketing Experience subsection.

2. Information on the manufacturer has been removed from the package insert.
Couclusion

As described under 21 CFR 314.70(cX2Xi), the addition of “fever” to the
ADVERSE REACTIONS/Postmarketing Experience subsection is acceptable, as it
adds an adverse reaction to the labeling.

As there is no requirement under 21 CFR 201.57 for the inclusion of manufacturer
information in the package insert, the removal of the manufacturer information appcars to
be acceptable.

I will draft an approval (on final printed labeling) letter for Dr. Lipicky’s signature.
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