








oy
[

i

clopidogrel, NDA 20-839 RRF & JH = RL, 4 September 1997
Conclusions (continued) Page 34
Pelative efficacy in various subpopulations

Relative efficacy in various subpopulations. Over the population at risk
as recruited into CAPRIE, the efficacy of clopidogrel relative to aspirin is
heterogeneous.  The heterogeneity is a robust finding, with the same sort of
statistical significance and internal confirmation as is available for the primary
result of the tral

The benefit of clopidogrel appeared to be greatest in patients with peripheral
vascular disease and additional risk factors, and weakest in patients whose sole
major sign of vascular risk was a recent myocardial infarction. CAPRIE allows
one to estimate the relative efficacy in these groups, but these estimates (as
with any estimates of effect in extremal subgroups) are likely to overstate the
expected value of the deviation from the overall observed relative efficacy.

Relative efficacy of clopidogrel and placebo. Clopidogrel seems highly
likely to be more efficaclous than placebo in reducing the incidence of secondary
complications of atherosclerosis. In the CAPRIE subgroup in which clopidogrel's
superiority to aspirin was equivocal, aspirin’s superiority to placebo seems to be
well established. Conversely, in the subgroup in which the efficacy of aspirin is
not established, clopidogrel appeared to be strongly superior to aspirin, so that
clopidogrel could fail to be superor to placebo only if aspirin turned out to be
substantially tnferior to placebo.

Safety of clopidogrel. At the doses used in CAPRIE (respectively 75 mg
and 325 mg daily), clopidogrel was assoclated with significantly more
dermatologic problems, and aspirin was assoclated with significantly more
bleeding.  Adverse reactions leading to withdrawal were equally common in the
two groups.

Unlike the congener drug ticlopidine, clopidogrel does not appear to cause
neutropenia or agranulocytosis.

Recommendations by RRF

® Clopidogrel should be approved, indicated for the reduction of
atherosclerotic events in patients with atherosclerosis made evident by recent
stroke, recent MI, or established peripheral arterial disease.

® The CAPRIE trial should be described in the Clinical Pharmacology
section of the labeling in language similar to this:

Essentially all of the clinical evidence of clopidogrel's
efficacy is derived from the CAPRIE trial. This was a
19 185-patient, 304-center, international, randomized,
triple-blind, parallel-group study comparing clopidogrel (75
mg daily) to aspirin (325 mg daily). The patients random-
ized had recent histories of myocardial infarction (within 35
days); recent histories of ischemic stroke (within 6 months)
with at least of week of residual neurological signs; or
objectively established peripheral arterial disease. Patients
received randomized treatment for an average of 1.6 years
(range 1-3 years).
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The trial's primary outcome metric was the time to
first occurrence of new ischemic stroke (fatal or not), new
myocardial infarction (fatal or not), or other vascular death.
In general, deaths not easlly attributable to nonvascular
causes were all classified as vascular.

As shown in the table [here would be a table similar
to our Table 3], clopidogrel was associated with a lower
incidence of outcome events of every kind. ' The overall risk
reduction (9.78% wvs. 10.64%) was 8.7%, P=0.045.

+ Clopidogrel was also associated with somewhat lower rates
of vascular deaths (3.6% vs. 3.9%); all-cause mortality
(5.8% wvs. 6.0%); composite endpoints that counted all-
cause mortality and all-cause strokes instead of vascular
mortality and ischemic strokes; and all types of non-first
outcome events (that is, new outcome events in patients
who had survived an in-study stroke or myocardial
infarction).

The efficacy of clopidogrel relative to aspirin was
heterogeneous across the population studied (P= 0.043).
The relative benefit of clopidogrel appeared to be strongest
in patients who were enrolled because of peripheral
vascular disease and who had also experienced myocardial
infarction; weaker in other peripheral-vascular-disease
patients; and weaker still in stroke patients (especially
those who had not experienced myocardial infarction). In
patients who were enrolled in the trial on the sole basis of
a recent myocardial infarction, clopidogrel did not appear
to be superior to aspirin. Although -groups of the recruited
patients differed in many demographic variables (patients in
the myocardial infarction group were younger, patients in
the peripheral-vascular-disease group were heavier smokers,
and so on), adjustment for these variables did not reduce
the intergroup differences in the relative efficacy of
clopidogrel and aspirin.

® The “Drug Interactions™ subsection of the Precautions section of the label-
ing should note that
In uitro, clopidogrel inhibits P, (2C9), and accordingly may
be expected to interfere with the metabolism of tamoxifen,
tolbutamide, warfarin, some HMG CoA reductase
inhibitors, and many non-steroidal anti-inflammatory
agents.  There are no data with which to predict the
magnitude of these interactions. Caution should be used
when any of these drugs is coadministered with clopidogrel.

@ Other parts of the labeling should be noncontentious.
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Appendix
Detailed Statistical Tables
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Table Al
Time to censoring (days) of the
56 CAPRIE Patients Lost to Followup

clopidogrel aspirin

patients 30 26
Percentile
ggt 1119 943
. g5th 1071 943
goth 823 882
75t 545 712
50t 420 520.5
25% 246 244
10t 48.5 46
5t 25 42
™ 22 29
Max
Min
Mean 428.3 474.6
s.d. 290.1 284.5
- Table A2

Time in trial (days) of CAPRIE's
Intention-to-Treat Population

clopidogrel aspirin

Percentile
ggth 1109 1109
gsth 1098 1098
oo™ 1092 1092
75t 873 881
soth 726 725
25t 488 488
10t 364 364

st 358 358

S L 120 121

Max

Min

Mean 698.99 698.91

s.d. 256.34 256.35
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Table A3
Cox Regression Analyses of
Primary Endpoint by Age and Treatment (T)
for Each Qualifying Condition

Qac — model deviance
IS T 15113.56
T, agess* 15035.11

» T. age, age?t 15031.98
’ T, age***, Txage 15033.48
T, age, age?t, Txage 15030.46

T, age, age?, Txage, Txage? 15029.92

MI T 9775.61
T, age*** 9635.56

T, age, agea** 9628.09

Tt, age***, Txage* 9631.58

T}, age, age3**, Txaget 9624.84

T. age, age?, Txage, Txage? 9623.11

PAD T** 8274.59
T**, age*** 8207.36

= T**, age, age? 8207.09
T*, age***, T xage* 8203.46

T*, age, age?, Txaget 8203.26

T, age, age?, Txage, Txage? ' 8202.79

The “best” models are shown in boldface.
t 0.05<P<0.10; * P<0.05; °** P<0.01; *** P<0.001.
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Primary Outcome Event Rate

Table A4

by Qualifying Condition

and Smoking Status

Primary Outcome Event Rate

by Qualifying Condition

Qualifying

Qongmon

IS
MI

PAD

diabetes

_mellitus

yeEs
no
yes
no
yes
no

and Diabetes Mellitus

Qualifying smoking patients (%) with event
ition —Status —Clop —ASA
1S current 99 (14.0) 116 (16.1)
. former 199 (14.9) 184 (13.1)
never 135 (11.9) 161 {15.1)
MI current 64 ( 7.4) 79 ( 8.7)
former 157 { 9.8) 133 ( 8.5)
never 69 (10.4) 70 (10.2)
PAD current 70 ( 5.7) 113 { 9.2)
former 122 ( 7.1) 126 ( 7.5)
never 23 ( 8.5) 38 (12.6)

Table A5

patients (%) with event

—Cclop
147 (18.3)
286 (11.8)

59 (13.2)
232 ( 8.6)
84 (12.6)
131 ( 5.1)

—ASA
163 (19.5)
298 (12.6)
57 (12.4)
225 ( 8.3)
91 (13.7)
186 ( 7.3)
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Table A6
Primary Outcome Event Rate
by Qualifying Condition -
and Hypertension
Qualifying patients (%) with event
—Condition hvpertension __clop —ASA__
1S yes 286 (13.5) 305 (14.6)
. no 147 (13.2) 156 (14.0)
MI yes 128 (10.6) 130 (10.9)
no 163 ( 8.5) 152 ( 7.7)
PAD yes 135 { 8.2) 158 ( 9.7)
no 80 ( 5.1) 119 ( 7.5)
Table A7
Primary Outcome Event Rate
by Qualifying Condition
and Unstable Angina
Qualifying unstable patients (%) with event
Condition angina clop ASA
IS yes 23 (24.0) 23 (26.4)
no 410 (13.1) 438 (14.1)
MI yes 62 (11.6) 62 (11.3)
no 229 ( 8.8) 220 ( 8.4)
PAD yes 25 (12.0) 26 (13.7)
no 180 ( 6.3) 251 ( 8.3)
Table A8
Primary Outcome Event Rate
by Qualifying Condition
and Stable Angina
Qualifying stable patients (%) with event
Congdition angina clop ASA
IS yes 89 (19.1) 85 (19.6)
no 344 (12.4) 376 (13.6)
MI yes 111 (14.1) 97 (12.5)
no 180 ( 7.6) 185 ( 7.8)
PAD yes 98 (11.6) 120 (13.9)
no 117 ( 4.9) * 157 ( 6.6)
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Table A9

Primary Outcome Event Rate

by Qualifying Condition

and History of Cardiac Surgery

Primary Outcome Event Rate

by Qualifying Condition
and Use of Coronary Vasodilators

Qualifying cardiac patients (36) with event
—Condition ~  surgery —<clop ~ASA__
IS yes 25 (18.1) 31 (24.2)
. no 408 (13.2) 430 (14.0)
MI yes 30 (10.9) 29 (11.8)
no 261 ( 9.1) 253 ( 8.7)
PAD yes 40 (10.9) 62 (18.5)
no 173 ( 6.1) 215 ( 7.4)
Table A10

‘Qualifying coronary patients (%) with event -
—Condition ~ _dilators —clob =~ _ASA
IS yes 127 (23.5) 126 (23.7)
no 306 (11.4) 335 (12.6)
MI yes 237 (11.6) 216 (10.5)
no 54 ( 4.9) 66 ( 6.0)
PAD yes 110 (14.3) 148 (18.1)
no 105 ( 4.3) 129 ( 5.4)
Table All

Primary Outcome Event Rate

by Qualifying Condition
and Use of B-Blockers

Qualifying B-
Condition ~  blockers

IS yes

no

MI yes

no

PAD yes

no

patients (%) with event

~—Clop
130 (16.8)
303 (12.3)
186 ( 8.2)
105 (12.0)
68 ( 9.6)
147 ( 5.9)

—ASA
141 (18.2)
320 (13.2)
204 ( 8.7)

78 ( 9.5)
91 (12.5)
186 ( 7.4)
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Primary Outcome Event Rate

Table A12

by Qualifying Condition
and Use of Calcium Antagonists

Primary Outcome Event Rate

by Qualifying Condition

and Use of ACE Inhibitors

Qualifying calcium patients (%) with event
—Condition  antagonists __clop ~ASA _
IS yes 197 (15.0) 210 (16.6)
, no 236 (12.3) 251 (13.0)
MI yes 143 (11.5) 128 (10.1)
no 148 ( 7.8) 154 ( 8.1)
PAD yes 112 ( 9.8) 153 (12.7)
no 103 ( 5.0 124 ( 6.1)
Table A13

Primary Outcome Event Rate

by Qualifying Condition

Qualifying

Condition

IS
Ml
PAD

diuretics

yes
no
yes
no
yes
no

and Use of Diuretics

Qualifying ACE patients (%) with event

Condition inhibitors clop ASA
18 yes 150 (14.5) 177 (16.3)
no 283 (12.9) 284 (13.5)
Ml yes 142 (14.3) 143 (13.6)
no 149 ( 6.9) 139 ( 6.6)
PAD yes 82 (10.6) 105 (13.4)
no 133 ( 5.4) 172 ( 7.0)

Table Al4

patients (%) with event

—clop
173 (17.2)
260 (11.7)
161 (19.4)
130 ( 5.6)

99 (10.6)
116 ( 5.1)

ASA

185 (17.6)
276 (12.9)
144 (17.3)
138 ( 5.9)
143 (15.1)
134 ( 5.9)

D:\DRUGS\PLTBLOCK\CLOPDGRL\REVIEW.MEM

includes changes through ¢ September 1997 at 1210



Appendix

clopidogrel, NDA 20-839

RRF & JH == RL, 4 September 1997

Page 44

Table Al15

Primary Outcome Event Rate

by Qualifying Condition
and Use of Any Antilipid Therapy

Primary Outcome Event Rate

by Qualifying Condition

Qualifying antilipid patients (%) with event
~Condition ~ _therapy —clop —ASA
IS yes 61 (10.8) 64 (11.4)
s no 372 (13.9) 397 (15.1)
Ml yes 66 ( 6.0) 66 ( 5.8)
no 225 (11.0) 216 (10.7)
PAD yes 42 ( 5.4) 64 ( 8.6)
no 173 ( 7.1) 213 ( 8.6)
Table Al16

and Use of HMG-CoA Reductase Inhibitors

Primary Outcome Event Rate

by Qualifying Condition
and Use of Antidiabetic Therapy

Qualifying  antidiabetic

~Condition ~ _therapy
IS yes
no
MI yes
no
PAD yes
no

Qualifying reductase patients (%) with event
Condition inhibitors clop ASA
IS yes 41 (10.7) 38 (10.3)
no 392 (13.8) 423 (15.0)
Ml yes 57 { 6.3) 53 ( 5.7)
no 234 (10.5) 229 (10.3)
PAD yes 32 ( 5.7) 49 ( 8.8)
no 183 ( 6.9) 228 ( 8.5)
Table A17

patients (%) with event

—Cclop
138 (19.6)
295 (11.7)

51 (13.9)
240 ( 8.7)

75 (12.3)
140 ( 5.4)

ASA

150 (21.0)
311 (12.5)
63 (15.7)
219 ( 7.9)
83 (14.1)
194 ( 7.4)
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Primary Outcome Event Rate

Table A18

by Qualifying Condition :
and Use of Anti-inflammatory Products

Primary Outcome Event Rate

by Qualifying Condition
and Use of Antithrombotic Products

Qualifying anti- patients (%) with event
—Condition  inflammatories —clop ~ASA
IS yes 49 (12.5) 58 (16.3)
no 384 (13.5) 403 (14.2)
, MI yes 28 (7.7) 30 ( 8.5)
no 263 ( 9.5) 252 ( 9.0)
PAD yes 28 ( 6.9) 37 ( 9.8)
no 187 (6.7) 240 (8.4)
Table A19

Qualifying anti- patients (%) with event

Condition thrombotics clop ASA
IS yes 179 {33.0) 204 (38.2)
- no 254 ( 9.4) 257 (9.7)
MI yes 174 (19.4) 180 (20.2)
no 117 (5.2). 102 ( 4.5)
PAD yes 88 (16.6) 134 (21.6)
no 127 ( 4.7) 143 ( 5.5)

Table A20

Primary Outcome Event Rate

by Qualifying Condition

Qualifying

—Condition _

IS
Ml
PAD

estrogens
yes
no
yes
no
yes
no

and Use of Estrogens

patients (%) with event

—Cclop
14 ( 9.7)
419 (13.6)
7 (6.3)
284 { 9.4)
3(2.8)
212 ( 6.8)

ASA

17 (11.¢)
444 (14.6)
3 (3.9
279 ( 9.1)
6 (5.2
271 (8.7)
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Memo to the File

Date: June 30, 1997
Application: NDA 20-839
Plavix (clopidogrel bisulfate) Tablets
Sponsor: Sanofi
Subject: Trade Name Review

Sanofi's proposed trade name “Plavix” was found to be unacceptable by the FDA’s nomenclature
committee in their review of February 11, 1997. | informed the sponsor of their
recommendation on April 30, 1997. The sponsor responded with an argument in favor of the
Plavix name in a submission dated June 16, 1997. | forwarded Sanofi’s response and all
related documents to Dr. Lipicky for his review. He concluded that the trade name “Plavix” is
acceptable (see attachment). | call Ms. Terrie Maloney at Sanofi and conveyed this information

to her.
BZ\Tid Roeder
- Regulatory Health Project Manager
Attachment

cc:.  oHgaPtR0-831
HFD-110
HFD-110/CSO



Dr. Lipicky,

like Lasix. The firm was anxious to get a ruling on the issue, so | suggested that they submit an
argument in support of “Plavix” and that | would send it up to you for a decision. So, here it is.

I've included the report from the Nomenclature committee. They are anxious to get a decision as
soon as possible since this is a “pP” application and they wouldn’t have much time if they have to
find a new name. Let me know if you have any questions.

Dave



PLAVIX
(clopidogrel bisulfate)
Tablets
75 mg once daily

Note: In a recent submission (Serial number 175), the applicant states that they just got the
name PLAVIX registered.

Indication: = The prevention of vascular ischemic events (myocardial infarction, stroke,
vascular death) in patients with a history of symptomatic atherosclerotic
disease. '

Description: pink, round, biconvex, engraved with “75" film coated tablet

Conflicting dosage f9rm & drug class NDA
name dosage size approved
Ophthalmic suspension . . 19-079
FLAREX [HFD-550] ophth-corticosteroid 2/11/86
FLAVINE a topical antiseptic used primarily in veterinary medicine. Dan Boring has stated
(acriflavine) 1in the April 18 e-mail that there is little potential for confusion with this product.
NOTE: this was incorrectly spelled as FLAVIN in the consult response.
Round, White Tablet ‘
20, 40, & 80 mg 16-273
LASIX Injection & Oral Solution a potent diuretic 7/1/66
20-80 mg once or twice daily. (Tablet)
[HFD-110]
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REQUEST FOR TRADEMARK REVIEW

To: Labeling and Nomenclature Committee
Attention:  Dan Boring, Chair (HFD-530), 9201 Corporate Blvd, Room N461

From: Division of Gastrointestinal and Coagulation Drug Products | HFD-180
Attention: Michael Folkendt, Project Manager lPl;%e: (301) 443-0487

Date: February 11, 1997 ///{ % Z/// /7?

[4

Subject: Request for Assessment of a Trademark for 4 Proposed New Drug Product
Proposed Trademark: PLAVIX NDA/ANDA#

IND 34,663

(future NDA 20-839)

Established name, including dosage form: clopidogrel bisulfate

Other trademarks by the same firm for companion products: -none-

Indications for Use (may be a summary if proposed statement is lengthy): This drug
is an antiplatelet agent for the reduction of the incidence of stroke, myocardial infraction,
or vascular death in patients at risk.

Initial Comments from the submitter (concerns, observations, etc.): -none-

Note: Meetings of the Commirtee are scheduled for the 4% Tuesday of the month. Please
submit this form at least one week ahead of the meeting. Responses will be as timely as
possible.

cc: Original IND 34,663; HFD-180/division file; HFD-180/M.Folkendr; HFD-180/] .Sieczkowski

Rev. December 95
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Consult #757 (HFD-180)
PLAVIX clopidogrel bisulfate

The following look-alike/sound-alike conflicts were noted: FLAREX, FLAVIN,
LASIX. The Committee believes there is a significant potential for mix-up between these
products and the proposed name. There were no misleading aspects found in the proposed

proprietary name.

The Committee finds the proposed proprietary name unacceptable.

(B UPYUNE 3/27/97T . Chair

CDER Labeling and N{bmenclanne' Committee

R |



