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RO-RMRERFEICHVOE FS LI ZHEFMENICRERS L& ED ADP 5 uM B2 K M/MREESE
E  (00) ettt et e, 18

R 10-NMREBEICVOE T LILZAEFHEMICRERS L= & =0 ADP 5 uM i m /MR % 5 11
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1 B2 R UHER

sabt R VARG T, (7 RZ7LA) L)) id, F= /v DUk E2AT 5H0Mm
IMRIETD D, WA TIE, TIEZE, OFFEZE, RMBEIRESR) RO [EMOaEiEmRE] OBFICTBT
77w — LMREMEA N~ OIFIEZ R - R E LT, RCKEZEEZE T 120 L EOE & kT
ARSI TS, EANTIE, 20064 1 A2 TEMMERMERE (DRVENIERIEZBRLS) BOFFREMm
Wil ) Z5hEE - B3 & U CRIENGEARR Z B L, 2007 4 10 A2 TRREZAEEREZEMN (PCD) 723
EN D BMERIEGRE (RLEEPIME, JE ST EFOFEZE) | | 201145 12 AL TR EENARIE il
(PCD) 235 SV 2 R EPCIE, BRIAPECAEZE] | 20124 8 AT TRIZAEEINRIEZAN (PCD) 23
WHEND ST EFLHEEE] ZBINORRE#EIG & LT EFARZ TS L TV D08, KEERE
BT DG Z A LTy, A0 —EAEAGRRGEIL, BIARZIRE - 2V RISH 7212 RIEER
PRIBITRIT D ife - ZERIZAOME]] ZBMT52 2 HMELIZBDT H D,

AHBIRG A T T % 7 v & R 7 LV OEREE AR S 2213, BURRBIFE R CTD ICR# S T
WD AR SRR R A O TR ATRE & B X T D72, AR 72 7 B R KB AR 3 J2 0 L C Uz
W, TIT, AETIE, BEAGBIEISOBIGRHIAIE - FHEOBGERIUI A T2 RSB O — 5T
2% 6B (DV7314-02, DV7314-04, DV7314-06, DV7314-12, DV7314-24, P1404) O R A7 L.
7 vt N7 UVOIRREEFNBREZIT ), BREERR-TTe R 1 1ITR7,

¥, WANNTIE. KNWEIREREE 2 a7 7 o — A MRiE (MEEZE, ORFREZE . KN EIREE H)
B % R KB R RFRER CAPRIE # £ i L, 7 AU 325 mg/H A XRICZ v v K7 Lo
EMEA N b OFEBUNHN S 5 A2 LB L7z, CAPRIEFRERD 7 1 &v* K7 L VO ik - A
&L, 7T r—AMREEE xS & LERRIEEER (P1404) [ZBWTF 7 m ey ORFKH &
(1151250 mg 1 H 21[8], WA H&E) & RIFEEE O i MR ERERERNHI =R & iR A 7~ L7275 mg/ H 2333
R&niz, ZORER, AAI 75 mg/ B OFNEIR I, BUETIIAETT 7 v — AfARAE OFEKE % [
DT 75 mg/ AR SN TR S LTV D,
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®1-BRREERR -

HERDIESH ARERHEED HBROBW BRI wI R HEREH BE#BREXE BR5HM HEROETRIR
®Aa— ¢ e _ , BEOBNE
HBT A VRUNEOWE MR, #58, B5HE BE5E&  sqab HEEOWE
FHAHES B . —
WS 5
AEFEEREE DV7314-02 IMmiASEREERRIC, y0 J0OERSLIL (10, 25mg§E) :  -46/44 A 1 4% 4 8 & T
. EFJLILOESMERVURE 18 1EE0 BBAZE% 10 mg/ ) )
R =as - = _ - = ~
EnFEB 53421 BF) sy a4 CmER BEL. 285 25, 50, 75mg/ 5100;921%'3‘;0//72552’92?;?/ EEGHREE
20 165 (BA) EEET D BIZ#HET 5) 9= 9x 1~ 1
ek, B (REWEE)
FH%?%%EKE% DV7314-04 TROTERFTEOEBEER 20 FSLIIL (10, 25mgfE) :  -48/48 miTHE#NZD 12 58 55T
ENERB (4400 sy  PEEBEENKI, £0C 10, ORETSMTETEER ool SHEDIREEE s ongaE
RFTLILOEMERVEREME 75 mq E:18
16165 (BF)  EFMOICRETBE LIS 9r 1~
BRIKAEZ#ETET 5,
FEER. MATEERM LLER
RERERR  DV7314-06 EOEROEREREENE HOEFILIL (25, 50mgse) | -385/381 EOEROEE 24488 %7
ENERB 55405 a%) ;%%Egga LLOEEA 25, S0XE75Smg 1B IERD 0w o060 g :r()TIA R Ui o numER
S BEHET Do #:121 /75 mg B:131 =IE
—EER. BATRMLE 1~
FEHPHER DV7314-12 DEmMENR (F2) 8F% SO0EFRSLIL (10, 25mgfe) :  -80/77 :_L\ﬂﬁm%%ﬂ (% 458 5T
53424 (%) SR, FREFTLLOE 10, 25, SORETEMGIBAE 4000819/ 25 mgB19/ ) R HBEE
_ BRELREMERNT L. D 50 mg E:19 / 75 mg £:20
VEERCER wme semmrs £l
EHFHER DV7314-24 MEEFEBEEEZRRIC. 0 JBE RS LI (10, 37.5. 75mg  -125/124 MRS GLEM®E 148 =7
5.34.2-5 (B%) e wwmg&&%#mﬁu §) :10, 375 XE75mg1H 1 o mg B:31/ 375 mg IREAREE ZBR <) e aE
= £ -R/a P N=} . .
17,5@:& (EZF) HET%)&&{J(-EWF**E*%E 9’-7El|:°°)>(100mg-’£i)200 mg E9D§¥29 2(-~2(-

EHET Do
“EER. LITHELEER
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x® 1-BBREEHBR—E F)

HBOUE ARXEHESO HROB® BIRTE HHTH BREH REBREXE B5HM  HBOERR
A= —F RRTY(URUNROWE N, B5E. REAE. BEE  amab BEOBIE sEs0EE
BHEHES #

_ P S 1

e

ENERB  P1404 DIELILRBENRIZ. S OEFJ LI (10, 25, 50mg 150150 AINEREE 278 =7

, ADP 5 uM BRI & BI/MR  §#):10. 25,50 .75 R(£ 100 mg _ _ WE L LI e

53426 BF) wammmn 50% (+5%) & 18 1E&0 5(1)Omn;gg§3€1//7255r:;g§ '2211 / YR ERT BH rEEHEE
26 Bk (R)LF—, LHBHI/OERTLILOEEE F5uK (F54AE 1B 1E 100mg 11/ TS5k IRFE{E R R 1_~1'

TSVR, R4 R) EFERT B,
EER. MITEERLLE

&0

FHREDY (250 mg§E) 1@
250 mg. 1 H 2@E#EO

23/ FHoOED 22

a #EER

b #5 (DV7314-02, DV7314-12 : GCP &%k < . DV7314-06 : FREITABREDIZEMNHIBA L= 16l ZKR <, )

TIA © —B MK i 5 4F
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2  {EROFHEBREROEN

2.1 BARANRNMEAEBECH T HATHISE THEER (DV7314-02)

=R 2-NMmiEREICHITSBEKRENFZNRET (DV7314-02)

SRES DV7314-02 (i#&ft&# 5.3.4.2-1)

=] NI R E EMRICEBANCIOE R LILOADERVRSE £
TEHLLELICHEREETET 5.

RBRTHA FEH. AEFHEE

por-3 FIEND 1 H AL ERA LI ERSE,

BEE POERJLIL1B1E10mg M SEEL, REIE LT 2EMILEDMED

(10 mg—25 mg—50 mg—75 mg)

BREZTo-%&. AEZIRRHIE, 75 mg & 2 BMEKRE L THEBRRKT,

#8 —ADP 5 uM E£M/MrEEMFE (%) —

10 mg 25 mg
ST 5% 26 25
F1fE 13.0 228
BERE 4.4 4.2

ADP 5 UM Ei#EIC & A AM/MREEREIEIT XA TORAETREMICEATEHERICIFI S TLV =, M

MRS RIIAEDOEMICHE >THEL G271,
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22 HBHARANEMIRAZRECMITERMNROEBEICEST AT 1188 (DV7314-04)

= 3-1EMEIAREAEEREFICH T HBEENFEMKRET (DV7314-04)

HRES DV7314-04 (F{t&# 5.3.4.2-2)

B EMHESRFAZREEE COTEENROBZF LRI, ROVMRERICEITH/0E R
TULDEKRHBADE RS EFHENICRFATEELELIZ. VOERTLILOBEK
FAE%Z#ET 5,

HBRTY,Y | FER. 3ASHEKR

R 1M BIAREAZEE T FRROKBED S RBICH (T TMITHEM T LIZEE,

BEE JRERYLII1EI10mg, 50mg R 75mg. 1 8 1[0 12:8FH&%5,

#&32 —ADP 5 pM R Mm/MMREEMHIE (%) —

FHA 10 mg/H 50 mg/H 75 mg/H BE

%5 4 BE#%& | FHEESIE 4 10 6
il 20.13 29.92 34.42 p=0.5207 a
Ee 21.24 20.91 13.78 p=0.4531b

%5 12 8[E % | FEEAESIE 4 7 6
FHiE 21.55 45.19 49.82 p=0.2120 a
EHfRE 29.05 22.27 24.35 p=0.1889 b

a: —TEESEPH. b Kruskal-Wallis 7

5uMADP [Z &k 2B KM/MREEREIL, 10mg/B TIHIRERRRTE EREBEEREELETEEOONE
Mof=h, 50mg/B. 75mg/BTIEELIZ4BENSHERETARD SN, M/MREEINFIEICD
WTIE4B%, 2BV ThIRAEMICEELEIRDOONLEN 1A, 10mg/BIZLEX, 50mg/H
BLU75mg/BTEIETH 1=,
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23 BARAENMEKOEFERZTEEICHTDHERAE 1HHER (DV7314-06)

x4 -EmMEKNEREEEICE T HERARENFHIRET (DV7314-06)

RERES DV7314-06 (G&f+&#t 5.3.4.2-3)

B EmERMEEEESE (—EMMEMREERVBKERE) #XRIC, VOERS L
ILOBEYUERVRLUEZEREE LTEERENRTEEZTS,

HEBTYS Y —EERIERRE

Pk SRERBASRET 12 BIC—BMKEMRERVIKERE (DRAMEEELKRL) OE
mEKMEREEDRENED ONI-EBE

BEE JBOERSLIIL1E25mg, 50mg RU 75mg. 1 B 1[E 248/ L E 48 B FE T

5 (24 B8 TH. AL - REMOHEZITL. DA ELREUI/ER SN
BRICF 48 BE THRIERE)

#8 —ADP 5 uyM E£M/MrEaEMFE (%) —

231 25 mg/H 50 mg//H 75 mg/H
B5 458% ST 15 55 48 53 57
FiE 10.6 17.2 29.0
BERE 64.7 40.0 26.7
"5 24 Bi% ST 15 5 49 51 56
FHfE 10.2 23.1 29.4
BRERE 70.5 34.0 33.8
5 48 A% Tl iE 151 450 38 38 39
EHfE 12.7 25.0 27.5
BRERE 77.5 51.8 54.6
Fy Tl i 151 40 57 59 69
(%5 4~48 @) FHE 10.9 20.9 28.1
BRERE 62.8 33.4 33.8

ADP5uM BRI & 5 X B M/NMRREIIHIEZFEHT 5 L. 25 mg/H & 50 mg/B ICZIEEM LA - F=HS,
25 mg/B& Y 75 mg/BAFEIZEM oz (p=0.030. Dunnett&iE) .
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24 BARADLEMmMENE () BFBICETSF IHEHARK (DV7314-12)

®5-DEMENE (%2) BHICETHERKRENFHIRET (DV7314-12)

HRES DV7314-12 (R{TEH 5.3.4.2-4)
B# DENENAREZCE TS0 R LILORIVMREERICE T2EERESSAE
2+ 5 M/MRESEINGIER & REMED SREHT 5,
BRIV, |4H=E. BEALBIHT
PIE DENENEEE (FEF80mUT)
BEE JBRERYLII1E10mg, 25mg. 50 mg XU 75 mg. 1 B 1@ 4:8/&%5,
#3R —ADP 5 pM E2M/MREEMNFHE (%)
535 10 mg/H 25 mg/H 50 mg/H 75 mg/H B®E
BE5 2:EM#% | FHEERER 14 11 16 16
il 12.00 12.20 34.12 40.35 p=0.007 a
ZERE 30.81 28.20 21.66 24.47 p=0.001b
BT - p=1.000 c p=0.064 c p=0.013 ¢
BE5 48M% | FHEERER 14 12 16 16
il 22.76 16.37 37.06 29.20 p=0.247 a
T 31.63 24.44 19.57 33.19 p=0.162 b
BE - p=0.887 c p=0.365c p=0.861c

a; —TEEDESHT. b; Jonckheere BRTE. c; 10 mg/B#x 5 E % E & L1= Dunnett D L EHHLEIRTE

ADP 5 uM EEIZ & 5 M/MuSEEINHZE THIMFHERIL. BE5 2BRICITAZEKREFENTH- 1
(p=0.001. Jonckheere &%) . &5 4 BRTIIAERIGHEIES NG o1,
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25 BARANREEEZBEICESITLIFMABRE (DV7314-24)

=6 -INEEEBEICH (T IHERENFKRE (DV7314-24)

HERES DV7314-24 (iRf{+&% 5.3.4.2-5)

B’ m/MMREEANENKEEETET T, WEEEICSITS90E K5 LIILOD ADP FEM
INRBREIFHDIRDAZERIGEZRIIT 5. T . ABELELEFIRED Y 200
mg/BIZ& /MR EINHERESEICREEEICSITS0FE K5 LILDOEEEK
HEAZEOHEZITI.

BBRTYSLY \EEAL, —E5HR. 4BEE (AL -)

* R SHBOAENLOEE L., ERARELTLWIANEEREESE BEDESEED
BICEWTINEERETHDZEAERINTLSIET., DEMEMERERL, )

BE5E JOERYLIIE 1B 10mg, 37.5mgkU75mg. 1B 1[HE 14 BREERES

FoOEDUE 1E200mg. 18 1[E 14 BREES

##8 —ADP 5 uM E£f/MrRESEINFIZE (%)

sRpEERTLML? FHOROEDY
10 mg/H 37.5 mg/H 75 mg/H 200 mg/H
BERIIZHT S ST fE 151 2% 29 28 28 29
&= (%) FHE 14.0 26.6 39.8 34.9
BRERE 21.9 19.7 20.9 18.2
FIEDE & -20.9 -8.3 4.9 -

95% CI ° [-31.4,-10.3] [-18.9, 2.4] [-5.7, 15.6]

a: 7AERTURERICE T HEFBATIC & SIFEIROBMLLE p<0.001. b: MFIRDOFYICETHEI/RE R
JULBEFIRED VROE

ADP5uM &I & 2 M/MRESEIFIERE, VOERIT LI IBRESHICEWTCHEDEMERIZHEIC
L= (EESH : P<0.001) . £z, FYOEDCVEOM/MUEEREINRHELEZELEVEAHTEET
Ho1=DIE. yOERT LI T7T5mg/BTH- 1=,
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26 HSNEABIRELEEREEEICEITSE THEHAR (P1404)

R 7-BIRELCEREBEICE T HBRENFZHRET (P1404, BHHER)

Iyﬂ
i
BH
J

P1404 (iF{1&E#* 5.3.4.2-6)

E]: 3] BARFEL AR BEFEZRRIC, ADP 5 pM ERIC & 2 M/MUBEMNFIEN TSR E
LB LT50% (£5%) £G4V BERTLILDEREEZERT D, 4H. FIU/BRED
> 500mg/REBG B ET S, Ff-. VOERTLILE 27T BRRERSLIEE

DAEBHEERFT 5.

HBRTY¥ |mEAE, 7 BAITER LB

R MmigfE") R 8 LAMMREEZELE LT 57 TO0—LHBIRELERERE T,
FHMNA0~7T0BDAR L TOWEVWBRONKREE (XHIEFARR) .

BE5E ’Jff_; RS LJLEE: 1[E 10 mg. 25mg. 50mg. 75mg R 100 mg. 1 B 1[0 438
Likits

FoOEDUE  1E250mg. 1 B 2[E 4:8HEE
ToEARE 181 E4BEKRE

##8 —ADP 5 uM E£f/MrRESEINFIZE (%)

AE (mg/BH) 788 ° 28AB°
TS5 4R 0 -9.15+6.37 -0.50 + 6.06

saERgLIL 10 1150+ 6.12 S 14.25 + 6.59 S
25 29.18 + 4.47° 28.92+6.84°

50 28.69+562° 29.35+6.20 °

75 4160+511° 39.21+6.24°

100 44.04 +10.84 S 37.08 +7.95°

FHOEDY 250 bid (500) 41.90+6.31° 46.36 +6.35°

THELFLERE. a; 7HE :

((7HEB-0HEBE)0BHEB] %100, b; 28 BA :

((28HBE-0BE)0HB] x100

bid; 1 B 2[@#&%5
Duncan DZELLLERE ; T REDLEERICEVWT S HEEZHY. NS: HEEEZHL (p>0.1)

BET7THBIZCEITAVR0ERSTLIL10~100mgBREHRUVUFIOED VIREE#IZHE TS ADP 5 UM ERE(C
K AHM/MRREICHT HMFERIE. T EREBRSHICHEREELEFZRD-, k52888 0E RS
LIL10mg/BIREBTI TS ERBREHEAELENTOONEGN =M, ZOHOIDOE RS LI &S
B (25, 50, 75 RV 100 mg/B) RUF Y OES VRS T TS tRBRERICHEM/NMuEEIZNT 5F
EGIFERLZED SNT=,
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3 2HRZELTORBRDOLLE LB

A AN O M VR i P R, Dl A AR 22 A (PRI LIE B 25 T) R UYE
PEERPAZEIE CTIAT AT O BE (B W TAFI D M/ MREEEIHIER 2 a Lz, £72. BAA
EHEANDT T v — NMARFERFE x5 & U7z i/ MREEER I 2 2 Lt L7z, £ ORERT D
KRB BMNE IR0,

o AARANOMEMAYENRAMAEFEE B, DI ENZ2E8E CAEEEARELEERS 25T &
U‘”lﬁ“ﬁ@]ﬂ)@ﬁir’@mﬁﬁ@m % OBH BT D M IMUEEMBEER I E VIR, 7 e
R 27 LV 75mg/ A 285 Uiz & & O/ MREER I ZRIZIR B OE NI 030 b TIRIEFFEE
Tg%)/) 71:—0

o HARNRE MM I A R BB (T d 1T & i/ IMEEER ISR IS B AOSHEDRR D BTz,

o HAMNMEIEERZICBWNT, 7Y RZ LV 75mg/HARF 7 v B2 200 mg/ H I HiT
WL MREEERINFIER 27~ 4 2 L3RR STz,

o AARANEAEANOT T u—AMBIEBRFICZ/ B K7 LAV T5mg/B &2 #E L& & Dif/MR
BHEMFIRITIZIERBE TH - 72,

PLEZEEE 2 T, RMEIIREBBE T 2L - HEE LT, AT 7 v — A MARE OFEEH
ZMOTEBEINHNONTWHIHETH Y | AFCRMMEMN LEFEEICB T 2 &KEHETH D 75
mg/ AU TH D EE T,

LUITICZ DMz 7=,
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3.1 BAERANTTA—LMAEREICTEH T S IM/MREESEHNH

77— AR (R RN R R ARG R, RIFEIIRER) BEICHT 57 e R L
NOFUMMVER 23T 2 72012, Bl S FEEE UKiieERE (DV7314-02) | i
P 110 [ 5 B (DV7314-06) | M FEZEIE BB 38 (DV7314-24) ) | Dfigiifn & 4 BL 5252 BB 3 (DV7314-12) |
e OV PEBNARPAZEE CIfAT AT DO BFE (DVT7314-04) ZXRIC7 v K7 LV EREROKRS
L7z & & DM/ IMEEEMBEWER 2 RFt Lz, 20/R, TN EnOREEFIC/ e R LAV 1H
1[0 75 mg & AR O BeE- L7 & & D ADP 5 uM &2 £ 5 i/ IMREEE I E I K X 7o id 7
<M/ IREEEE BRI SR 1340 30~40% TIZIZFRRE CTH 72 (FE8) .

xK8-HAANT7TO—LMBEREZEICE TSV B0ERFI LI 75mg/BEREHRS LI-& =D ADP 5 uM
AEm/NMrEESIIEE (%)

I5H DV7314-02 DV7314-04 DV7314-06 DV7314-12 DV7314-24
TS FER. AEH FER BEALZHER BIEALIETEHR BEALSHER
ik —EERLER FHER _EEBR4ELE
& B
MEREE fmitfEERE EBUBDREAERE SOMRKOERE OROLESNF MIEEERE
BE EEE (%2)8%& (A
E M EARREL iE
BEZET)
A& - AE ROFA=%#HE CLOP: 10, 50. CLOP:25, 50. CLOP:10. 25, CLOP : 10,
EICT1H1E 75mg1B1@E 75mg1H1@E 50, 75mg1B 375, 75mg1
#O%s BORsE #O®s 1EEOKE B1EEORS
0:055;135_’ 25 TIC : 200 mg 1
mg B 1ERO%S
=5 8 & A 12 5EfE 24 ELLE 48 8 4 EfH 14 B &
(2 ERE/AE) FT
JBEFJLILT5mg/BERERE LI-&ZD ADP 5 M ER /MR MHIE (%)
ST E 151 2% 23 6 39 16 28
FE#+SD 341+£6.0* 49.82 + 24.35 27.5+54.6 29.20 + 33.19 39.8 £ 20.9
CLOP: P BEFRJ LI, TIC: F/REDY
* . FEHLSE
SN g G N N i
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3.1.1 BARAARmMEMKMEREEZE (DV7314-02. DV7314-06, DV7314-24)

3.1.1.1 BARAKMiEFEERE (DV7314-02)
(ISFHEF)E 5.3.4.2-1)

FIEN D 1 H 2800 Lo M AiE B FE 25 1 B 1R e R UL a2 ERAORE LT,
JaE K7 LLORE 1 10 mg 2B L, IS LT 28/ Z LSOk (FEF50

P MM - RFAEE ., BRRRRA, M/ MREESERRRA) 21T - 7%, 1825 mg — 50 mg — 75 mg
AR U7z, 181 75 mg & 2 &G Lok, REBRE T & L,

ADP 2 uM, 5uM K TF 10 pM EEIZ L 2 fi/MEEIHIZE 22 112, ADP 5 pM BEIZ L D& K
I/ REEEREZ £ 912, I/ IMREESEIHIZEZ 2 10 12773, ADP 5 uM A2 X 2 oK i/ MR EESE B
X, 7 e R LLOEHET, BBRETNCHENTHRICIH ST e, Eie, v MEEEIHI R
X, HEMBERICHHIERR S < R o T,

®O-BMREEEZICIOE T UL ZRETENICRERELEZEED
ADP 5 pM EfEm A m/MREESREE (%)

B BRI 10 mg 25 mg 50 mg 75 mg
ST 515k 29 27 29 27 23
i iE 78.6 67.7 60.0 52.5 50.9
DAEINE 2.6 4.1 3.7 3.7 5.1
=/ME 52.5 31.0 23.0 20.7 4.0
N ] 100.0 100.0 106.0 100.0 100.0
-2 %€ - 0.01091 0.00007 <0.00001 0.00003
Wilcoxon #& 5 - 0.01823 <0.00001 <0.00001 0.00001

F10-RMEBEICIOE T LLERAEHFENICRERESLIZEED
ADP 5 M EfE m/MESEIIFIE (%)

10 mg 25 mg 50 mg 75 mg
ST (T 451 25t 26 25 25 23
EHE 13.0 22.8 30.2 341
{EHE = 4.4 4.2 4.2 6.0
=/IME -20.0 -13.3 -9.9 -22.0
=KE 64.0 71.0 79.3 94.7
-8 5E 0.00679 0.00001 <0.00001 0.00001
Wilcoxon &% 0.01215 <0.00001 <0.00001 <0.00001
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1-RIREBRFICVOE FTLILEAEHBEMNICRERS LTz & &0 ADP B i/Must S| 2=

50 7 | Wilcoxon#&7E
* :P<0.05
**x:P<0.001

407 mean +=SEM

kkk

/| A gk S 4D A 3 (%)

10mg 25mg 50mg 75mg
(n=26) (n=25) (n=25) (n=23)

£7-. ADP 5 uM BRI & B i/ IMREEREIIHIEH & e KBRS O ZAUICIE S E LLT O 4 B <)
B L72RER 2 £ 11 IR,

o FEWHE : 50%LL Lo

o I 50%AH . 25%LA_E O

o A 25%ATOINH F 72 1F 25% A D TLE
o JLHE 1 25%LL L

& WIHIHI K O 2 & o8 7o i/ MR BRI 2 R 2 s U 72 B BT BRI 2, /MR
EIHER IR G REFOIERL 0D LB b,

R -RMREEEICH/OERTLILERERE LT-& ED ADP 5 uM B IM/MRESIZH 1T 5 /MR
BEANHRAIE

RE ZRHH 0l % i =11
10 mg #& T B 2(7.7) 6 (23.1) 18 (69.2) 0 26
25 mg & T B 3(12.0) 6 (24.0) 16 (64.0) 0 25
50 mg #& T B¥ 5 (20.0) 8 (32.0) 12 (48.0) 0 25
75 mg & T B 6 (26.1) 10 (43.5) 7 (30.4) 0 23
XIRFIE 8 (27.6) 11 (37.9) 10 (34.5) 0 29
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3.1.1.2 BAAEMMEKOEESTESE (DV7314-06)
(USFHEF) 5.3.4.2-3)

A R (RS B OF— MM LR ) 2 0 L Cb b 12 I BA OR824
SRR T EE R A M Lo, /B E R/ b 25 mg, S0mg XE 75mg & 1 H 1[H] 24
JAMILL L 48 A & TRER 0BG LT,

ADP 5 pM #IC K 2 e KU/ MREEEERE 2 3% 12 12, I/ IMREFEINHI R 2 3 13 L O 2 127,

ADP 5 uM #H2IZ L 2 M/ MRERERRIL. BBEE ARSI S v, AR/ MRS H] 3 %
LTS 5 & 25mg/H & 75mg/H & ORICAEE R Z0D iz (p=0.030, Dunnet iR /&) .

R12-EOHENODEBREEEICVOERTLILERERELIZEEZD
ADP 5 uM EiE iR A/ MREESERE (%)

FEA 25 mg/H 50 mg/H 75 mg/H
H5RT Eodfiibnat L IE= 57 59 69
FifE 68.5 64.2 62.4
ZERE 18.6 17.9 17.7
&5 4 8% B fibnat k= 48 53 57
Fi5iE 55.1 48.9 43.1
T RE 20.4 19.5 15.6
#5524 B ST E 151 2% 49 51 56
FifE 55.6 46.9 41.1
ZERE 20.7 18.9 16.4
&5 48 8% B fiEnat k= 38 38 39
FifE 53.8 38.6 411
ZERE 21.0 18.0 16.0
iy SHmAE 5 3k 57 59 69
(85 4~4858%) FEi91E 54.8 47.6 41.6
ZERE 18.6 16.7 14.4
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13- EMMNNEREEREIC/VOERTLILERERELIEZD
ADP 5 yM Efe f/MFEIIFIZE (%)

igd.y 25 mg # 50 mg B 75mg B
&5 4:8% it iE 151 5k 48 53 57
FHiE 10.6 17.2 29.0
A RE 64.7 40.0 26.7
5 24 8% ST AT A5 %4 49 51 56
FHiE 10.2 23.1 29.4
A RE 70.5 34.0 33.8
5 48 8% ST AT AE 5 24 38 38 39
FiE 12.7 25.0 27.5
BERE 77.5 51.8 54.6
i it iE 151 3k 57 59 69
(85 4~48:8%) EfE 10.9 20.9 28.1
AR 62.8 33.4 33.8

2- EMENMEREEREIC/VOE RS LILEREERSEL-EZD
ADP 5 yM EfE /MRS IIFIZE (%)

- I:|25~rng

050 mg mean+SEM %“_”[;‘%%E%E
35 W75 mg =

/| Hf gk SR 40
o S
—
—

4 8% 24 B 48 B 4 @ hvis 48 B
MDEH
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3.1.1.3 BARAKEEIEERE (DV7314-24)
(USFHEF) 5.3.4.2-5)

7 1 N7 VLD ZHBERER 2 5l 572018 I IEERA 2RI 7 n e F 7 LL
Z AR NG LIz RE o/ MREEEREZ JIE U, i/ IMREEER IR O B LOSHE 2 WGt L7,

WEOTEE L ZRNIC B WO CTMEZEIE TH D5 2 E PR EN TV D IMESEIEREIC /7 ne R7 L
/L 1[E10mg, 37.5mg X 75mg % 1 H 1[5 14 HRRER DG L7z & 2D ADP 5 uM E#IZ L 5
i/ MREEEIHIVER O HBROISEZ R Uiz, F7o, MREE L TF /ey 1[0 200mg, 1 H
118 14 B EIRAER O E LTz & & ol MOsEMmEIER 2 Bii Lz,

ADP 5 uM T & D e R/ MREEEERE (%) M OMIL/IMREEERIIHI 2 2 14 LTI 31277

ADP 5 uM A2 X 2 M/ MREEEEINHIZRIZ, 10 mg B 14.0%, 37.5 mg B 26.6%. 75 mg Bf 39.8% K&
NF 7P UiE349%THY, 7ot K7 Lo 3%EERE (10mg /25 75 mg O FHAEHFE) (2
BWTHERHERISHEZGE DT (P<0.001, BEUFEZHT)  (X3) . £/o, K7 RTLLEELE T
7 v Y U REO M MR R O B DO 7 (95%(E A X ) 1%, 10 mg BE-20.9% (-31.4%, -10.3%) |
37.5 mg ££-8.3% (-18.9%, 2.4%) . 75 mg #f 4.9% (-5.7%, 15.6%) THYH, 7 rE FZ L)L 75mg L
F/rEY200mg ExbITWVEHEEMESZ (F14)

3-MEEFEEHICVOE R LILRUBFIODES VERERSLIEED
ADP 5 uM EfE /M EIIFIE (%)

70 = FBERIGHE (BRI
P<0.001 mean=+SD
ﬁ 50 =
-:-ﬂ'—Tli 40 - " n=28
ﬂﬂK n=29
i% 30 4 n=28 39.8 34. 9
é 20 < - 26.6
101 lao
0 L) L) | L}
10 mg 37. bmg 75 mg 200 mg
gERTLIL FHOED Y
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R14-BIEEEEEICHVOERSTLILRUVFIOES VEREBRELEEEZD
ADP 5 uM B2z X IM/NMrsEERE (%) RUOM/MMOSREINHEIE (%)

LS 2l JREFJLL® FHoRAEDY
10 mg 37.5 mg 75 mg 200 mg
RAM/MMREERE (%)
’EFAHE T E 51 3% 29 28 28 29
EHE 72.8 76.0 76.4 74.6
FERE 9.8 9.5 8.2 11.8
& 70.0 77.0 77.5 74.0
=/IME 54.5 59.5 59.0 53.0
=KE 89.5 92.5 93.0 93.0
#5114 8% ST RE 151 22 29 28 28 29
EHE 62.8 55.7 45.6 48.1
DHERE 18.0 16.1 15.6 14.1
& 65.0 56.5 46.0 45.0
=/ME 33.0 30.0 17.0 27.5
xXK{E 89.0 87.0 76.0 82.5
‘’ERNIZHT S T E 151 2% 29 28 28 29
m/hREEE EHE 14.0 26.6 39.8 34.9
HN&HIZE (%) TAE(RE 21.9 19.7 20.9 18.2
g {E 17.4 24.8 41.9 38.7
=/IME -29.2 -7.4 -8.5 -8.7
=K{E 50.7 55.0 77.2 65.3
FEDNE & -20.9 -8.3 4.9 -
95% CI ° [-31.4,-10.3] [-18.9, 2.4] [-5.7, 15.6]
a: 70ERTLILEREEICE T HEIRSHTIC & 5N OB HE p<0.001,
b: MHEDFYICETIZEIDERTLILELFIDED VEDE
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312BARANDEBNENEZEZEE (DV7314-12)
(USFHEF) 5.3.4.2-4)

DgIESNE 2 %2 LT BB 2RI, 7 RZ7 L 1A 10 mg, 25 mg, 50 mg X OV 75 mg %
1 B 1B 48 KER S L, ADP 2uM, 5uM KON 10 pM) A2 X 2 i/ SRR & B¢ 5-BR G,
e 5-B846 2 K OV 4 ERICHIE LTz,

g & Uiz Dl B4 B 2 5232 LT B3 77 61 (R EVERATER61) o EAaWNaRIE, (DR RZER IR
OE Q561) | BROEE 21 4)) KOPAZEMIIRE(LE (126)) THY .| SIFFITORNETIE, &
BINRASA XA (44 B1) R ORIHEMNRMIAT AN (13 61) TH-7,

ADP 5 pM #21C K 2 e KU/ MREEEERE 2 3% 15 . I/ IMRIBEEEINHI R 2 3 16 LK 4 (=7,

75 mg/ B G RED B 2 KO 4 R4 IZH51F D ADP 5 uM AL M/ MOEEEIIHI =R CE¥IfE) 1%,
FTIEI 40.35%3 L1 29.20 % Th o7z (10 mg/ H #5258 : 12.00%35 KL O 22.76%. 25 mg/ A #% 5-8F :
12.20%33 X OV 16.37%, 50 mg/ H B 58 : 34.12%8 L1 37.06%) . #eh- 2 #% CTIEH EERITH 72
/MR IHIER 23588 4L (Jonckheere i E, p=0.001) . 75 mg/H & 5-HEIZ 61T 5 i/ MiiEEsE
PIHEIERAIX, 10 mg/ B & 5B A~ EICHE S 7z (Dunnett #E, p=0.013) . 7235, £5 4
1% Tl A &R e s ER TR b T &R O R CH AR AR ZITRD bz d o7,

4-DELENE (%F) BEICVODERILUILERERSLZEED
ADP 5 uM EifE /Mg EIFIE (%)

100 7
G0 - 03552 ERsE
80 - @ 1% S48
70 FE19+SD
60
50 1
40 1
30 1
20 1

10 1
1l

10 mg 23 mg ol mg 73 mg

*

10+ R AR A EE (%)

10meBd EM I EEE (Dunnettf@E) -+ p <005, AEREH(Jonckheeret8E) BEBICENTEEERY
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x 15-DBMENT (R32) BEICVODERTLLERERSLIEED

ADP 5 uM B2z K IM/NMrsEERE (%)

igdy 10mg/H 25mg/H 50mg/B 75 mg/H BRE
‘5w ST ERE B 15 13 18 18
iy {E 63.8 60.6 63.1 57.7 p=0.644 2
BERE 15.6 15.8 15.3 14.0 p=0.310 "
hR{E 66 64 65.5 61
R/ME 31 37 36 31
RXIE 82 91 85 77
RIE - p=0.899 ° p=0.998° p=0.522°
®’E2:8% FEHEBRER 14 11 16 16
iy {E 54.1 53.3 42.0 35.1 p=0.013 2
BERE 17.9 19.9 18.5 14.4 p=0.002°
hR{E 55.5 46 38 34
R/ME 22 20 13 7
RXIE 81 81 68 63
BRE - p=0.999 ¢ p=0.160° p=0.013°
#E 4 B% FEHBRER 14 12 16 16
T 4l 48.9 50.9 39.6 41.7 p=0.289 ?
EERE 19.1 19.2 17.2 17.7 p=0.105 "
R fE 54 54 36 37
=/ME 6 13 13 3
=XIE 71 73 71 71
RIE - p=0.985° p=0.365° p=0.566 °

a; —TEESESHT. b; Jonckheere #BE. ¢ ;

Property of the sanofi-aventis group - strictly confidential
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* 16 - DEMENF (22) BEICVOERTLILERERELZEZD

ADP 5 yM EfE f/MUgEIIFIZE (%)

igdy 10mg/H 25mg/H 50mg/B 75 mg/H BRE
#E52E% FHEHEREYR 14 11 16 16
EHE 12.00 12.20 34.12 40.35 p=0.007 2
BERE 30.81 28.20 21.66 24 .47 p=0.001"
hR{E 10.55 12.0 33.4 45.95
&x/ME -38.5 -37.3 -3.7 -1.6
=XIE 71.4 64.9 65.7 77.4
BRE - p=1.000° p=0.064° p=0.013°
#5443 8% FHEHERER 14 12 16 16
EHE 22.76 16.37 37.06 29.20 p=0.247 2
BERE 31.63 24 .44 19.57 33.19 p=0.162 "
R {E 26.65 16.5 29.5 33.5
&x/ME -22.4 -29.4 3.0 -30.4
SN 92.2 64.9 70.5 90.6
RE - p=0.887 ¢ p=0.365° p=0.861"°

a; —TEESESH. b Jonckheere i BE. ¢; 10 mg/B%E5# ZxB & L= Dunnett DL ELLERIRTE
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3.1.3 BARANEBHUHEIREEE CMITEENEZODESE (DV7314-04)
(ISHHEEE5.3.4.2-2)

P2 PEENAREAZERE T F RO KBRS SRR TIATE@MT (OSA /XA & hE T L2 B &2 x4
2, 7a e K7 LL 3 HE (25mg, 50mg XN 75mg/ H) D% sk RIS MmIbiaihz e L7,
WTNAOHBEOZ v R Lva 1 A 1A 12 BRE#EE L=,

B OWNRRIZ, 24 CTlT 10 mg/ A BED /S — 2 % —95 1 Bl LIS T4 C PAZEMEEARIE(LIE Td o 72,
PHEEBNARIZABE L b IR RBREINRS 4 53 0 3FRE A (5@ AT O MAERIZ DU TIX M BB T A3
BB 2 < FEED 2 B0 4 JEFIT A CTHBMEBIT ThH -T2, AOHEIRIFE A EOEFNIZED S
. BIE, BERBOASINE o7, HEEEATIE S0 mg/ BEED 1 Hl 2 BrE A FEIRUIA Ti
BETHY, 50mg/ HRECHFEEHIRNZ O K. 10mg/ HEE, 75 mg/ HEECIZATIMAE 3% 0> 72,

/R EEEE RERTAR o S 5 5013, &% 5- 4 7% T 20 61 (10 mg/ H 4 i, 50 mg/H 10 5], 75 mg/H 6 ) |
BehH 128% 176 (10mg/H 441, 50mg/H 7#l. 75mg/H 661) TH-7-,

ADP 5 uM E#IC K D e Kif /MR EREREIL, B 5-ATE <10 mg/ H T3 5% A 2K N I3EE
DHNRDSTEN, 50mg/H RN 75 mg/H TIX4 HENOLAEERIKTFRRO LN, L, HE
ML T3 b 4 B LN 12 8% CHERZEITRO bR oTe (£ 17) o

ADP 5 uM #3212 X 2 M/ BRI =R X, 10 mg/ HBEIZ HE 50 mg/ H J OV 75 mg/ H B CEfiE ¢
Holzn, AR CIIAERETREO N7 (R 18) .
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17 - EBHEBIREAEE COMITEERMNEROEBEEIZVOE RIS LILERERSL-EEZD
ADP 5 uM B2z X I/NMrstERE (%)

FHA 10 mg/H 50 mg/H 75 mg/H B®E
e B fibnat k= 4 10 6
E{E 70.90 67.25 66.97 p=0.9135"2
EAE (R 22.90 13.88 13.74 p=0.6959b
g & 79.30 65.00 70.00
=XKI{E 87.0 86.0 87.0
=/ME 38.0 40.0 48.8
&5 4 8% Eoafibnat L IE= 4 10 6
E{E 55.20 48.15 44.08 p=0.6623 2
EAE (R 20.96 20.23 14.02 p=0.6364 b
g & 53.00 42.00 40.75
=XIE 78.0 83.0 65.0
=/IME 36.8 20.0 28.0
BT p=01322° p=0.0022° p=0.0021°
&5 12:8% B fibnat k= 4 7 6
EH{E 54.28 37.86 32.38 p=0.2575"
ZERE 26.66 20.99 12.72 p=0.2512 b
th 3 {E 47.25 37.00 29.00
=XIE 91.0 72.0 49.0
=/IME 31.6 13.0 18.5
BT p=0.2291° p=0.0018° p=0.0044°

a: —FTERESEHS . b: Kruskal-Wallis 7€, ¢ : 5RIZXBE LI-AIEDH S tIRE

& 18 -BHBIRFARE CMTHERMERDBEICIOER T LLERERSLIZLEED
ADP 5 M EfE m/MESEIIFIE (%)

=30 10 mg/H 50 mg/H 75 mg/A BE
&5 4:8% 5Tl iE 151 £ 4 10 6
144 20.13 29.92 34.42 p=0.5207 °
BERE 21.24 20.91 13.78 p=0.4531"
th i 15.60 33.65 31.20
=XIE 49.3 56.1 52.8
2/ME 0.0 6.4 20.0
#5128% 5Tl E 151 3 4 7 6
44 21.55 45.19 49.82 p=0.2120°
BERE 29.05 22.27 24.35 p=0.1889°"
th i 17.15 42.20 58.20
=XIE 56.5 78.1 73.6
BIME -4.6 16.3 4.1

a: —TERES S, b: Kruskal-Wallis ¥ %€
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3.2 HBAANEHNEAEEOM/MRESINH A

AARNESNEANDT 77— A fFiERH & x5 & Uz i/ MROBEE BN 2 2 gt L=, BA
ANDT T o —ABEOKHEEZIC /7 n ' R Lv 1 B 1R 75mg & 14 A6 48 M ER A
B 5 Uiz & &, ADP 5 pM Ak i/ IMREEEIIHIZITH 30~40% CTh o7z, —F . SMEANBIREE L
FHRBHICZ7 0 R LIV 75mg & EHRE L7z & &, ADP 5 uM A5 i/ MR EEESNH R I3 &% 54 7
HEO28 H TR 40%TH Y, BARANDT T 1 — AfARSE B Ol MROEEE B3R & I IEFRIFEE T
HoT,

LTI, SAEANB R LR B EH 25 & LIRABROFE R 27~

321 SEAHRELEHEEREREEICES T SIM/MMrRESEINGIVER (P1404)
(USfHE k) 5.3.4.2-6)

pri /MR EEZ B L LIARIE Y A 7 20957 7 1 — LAEEHREE LR RS T, A5 40
~T10 DB O REE EZRRIZ, 7o K7 L)L 1A 10 mg, 25mg, 50mg, 75 mg, 100 mg &
X777 RE1H1E, bLIEF 7P 1H250mg % 1 H 2[E (500mg/H) % 27 AKX
\ieh Lo &L & D, ADP 5 uM BEEEIZ K 2 ki MR EESERE & DN/ MR EEEMGIE 2 %50 H B (%
HaD) . %5 7HHEKO28 HBICHIE LT,

& Visit IZB T2 EDOBEL LR 191, &5 0HH &G0 2»2o0H&5 7HB KU 28
HH® ADP 5 uM #4212 K 2 /MR EEEE BN A 2% 20 127”7,

K 19- AEABRFELEEREEEZXMRE LI-HBTOR Visit IZB (T2 BEH
JBEERITLL e y'y 7R ast
10mg/H 25mg/H 50mg/H 75 mg/H 100 mg/ 500 mg/
B B
Day 0 21 21 31" 21 11 22 23 150
Day 7 20 21 30" 21 11 22 20 145
Day 28 20 19 24 19 17 2 20 20 139

1) BEZROH-72F%EL (100 mg/BEIZE|Y F1F SNz AABREICREH S TS HMACED 50 mg/
HERBIZE > TUL 1= 50 mg/B ZRE)
2) BEIADOH-=-720D>5H, Day7Hh 5 100 mg/BICHREEZERELE-68%220

BHITHBIZBITS2 788 FZ7LL10~100mg#& 55 O F 7 v vy o 5REO i/ NEEE ]
TERNZ., 77 B R GRECHANFEZEICEM L T\, 528 B Z 0 K7 L)L 10 mg & 5HET
X7 7B REEGEREABRENRD NPT, TOMO 7 vy K7 Lv F58E (25, 50, 75
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K100 mg/ H) K OF 7 v &2 AR GRETIR Y 7 B ARG A~/ MBS 63 2 A B 22 i
TEREED b7,

R20- 5\EABRELEEEEBREIZVOE FTLILERFIFIOES VEREEBELI-EEZD
ADP 5 uM FEi2 /MR ERIHIE (%)
FAE (mg/A) :ER 28HAB°
FS5+R 0 -9.15+6.37 -0.50 £ 6.06
saOERSLIL 10 11.50+6.12 ° 14.25+6.59 °
25 29.18 + 4.47° 28.92+6.84°
50 28.69+5.62° 29.35+6.20 °
75 4160+511° 39.21+6.24°
100 44.04 +10.84 ° 37.08+7.95°
FHOEDY 250 bid (500) 4190 +6.31° 46.36 +6.35°

EHELIZHERE, a; 7HE: ((THEH-0HB)0OHEB] x100. b; 28HE : [(28HB-0BEB)0HB] x100
bid; 18 2ME&xE5
Duncan DZELLLERE ; T HREDLERICEVWT S HEEZHY. NS: HEEEZHL (p>0.1)
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ABIL:
ASO:
BMI:
CAPRIE:
CIL

FAS:
ICD:

ITT:
MedDRA:
MI:

PAD:
PCIL:
REACH Registry:
SMQ:
TAO:

o
Jjn
r\_
3
o
S
Fl
s

ankle brachial index (J&R9%&i « i)+ t)
arteriosclerosis obliterans  (PAZEMEEIARAE{LIE)
body mass index (FRT 1 ~ A

Clopidogrel versus Aspirin in Patients at Risk of Ischemic Events

confidence interval ({5 #H X ft])

full analysis set (K OfEHTEER])

ischemic cerebrovascular disease (5 i A ifn 4 )
intent-to-treat

Medical Dictionary for Regulatory Activities

myocardial infarction (LrHFFZE)

peripheral arterial disease (RIHENREE )

percutaneous coronary intervention (%R A9 LB IRIE BT
REduction of Atherothrombosis for Continued Health Registry
Standardised MedDRA Queries (MedDRA #% ##f5 55 50)
thromboangiitis obliterans (FAZEME A% M55 7% )
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PEROT 7 1 &2 AT 2 A0S EIT 5 LM (DVT314-16 585k & DV7314-23 38Rk & O fFGR#T)
Z & BITHEES D 7 DI BRI E S & L C1EESH 72D 500 1] (51 1000 ) IZRE LT (%
YR IT DM DO 7] 86%., ARMMEIZIIT HIEHPEDORTT1IZIE 80%LA b, 2t OVH 2hE
Z & HITHEET B B0 1] 68%) . DV7314-23 Bk CIIARE & BRI 2 Wik« B2 A S 1729, 1000
BB ESE TR TOWE R AEPHEE L T2 b D L VKL leotz, TOMR, ARk FEET
B & UCHUE Lo A R b OFBUFEL DA T 5 A2 ERHmIC 31T D #Eat5rIs 1o
TR SN ToD, HERE T 1200 BlICAE ST,

134 T—2BITDESE

1.3.41 BITXRER

HBRIC BT 2 AR D BIT R REM O EFR & K 612777,

R6-ANECEHT IBTAREEADESR

SFY10810 E& CAPRIE K& DV7314-23 &
(§fM@ : EA) (B&2: #\MN) (8% . BR)
S RER All randomized population : All randomized population : RDOEHNEH (FAS) : AR

ABREOMEDREICIDLL BRECRECHEIHNMDLL ICEFRINBEEDS L,
FT.IVFLESNEZETDE .50 LESN=2TDE GCP-EEEER. HRIMEE
EFEn&EH BHOEH (REEEUSNDIERE) . RIR
. BRREETE. RUYE
RARBEETRERCEED
E S5

a ABFEBEGEICHT HEMEFMTIE. CAPRIEFHBDOVREETHS7 TO—LMigEE (REE, DHEE, X
HERAEE) D55, REBIEBBERAOAMERBEESE L LT
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SFY10810 7Bk & OY CAPRIE B Tld, IBBREOREOF I 1D LT, Jo X ba3ni-a<

DB D] (all randomized population) % FNMEDFEHT*ISR & L7z, DV7314-23 3R Tl KD
fEMTEER] (full analysis set [FAS] ) ZHMEOEN TG & Lz,

1.3.4.2 fRiTFE
FELAERMEEE (LB X2 b)) O

SFY10810 B Ci%, 12 B £ TOMMNICEIT 5 T v & 2Mun S RAIOMAE A X MEBLE T
ORFH (Bt %) 2 FEARMERMEA S S Uiz, 55 18 (12 080H]) O G IR A I & Mo~
v INBBIES N o T BT B I WORKEBIZER XX 92 HEDO S bR lo B THAFTH
v &L, £, RFEMRHMEO7-O, 52 H £ TCOWRIZE T DRV ME M A N MR E
TORH (FE B0 2T L7z, 52 B £ COMrer QIR I gt <o RBBIE S8
TCBEIR, BRBIZEAI3IN2 AR ETO I bW T RHo B THRFTHEY & LT,

w1 (128M) OFZEMNTTIL, all randomized population Z TS5 & LT, 12 H £ TOH
[EINIZ I 2 7 v & 2 b BB O MLETEA < b DOFEBLE TORERIZ DOV T ERIEN Y AR T (2
O OFUi/ RO OFHOF T, LFRFEZE & D\ R A i & = O REE XU A OO B B BRI
DEPFOFEE) Z H\ 7@ Log-rank MEZ L W A EKETME 5% T/ a ' R LV EEF 7 mnEY
VEER L LT, FTo. BREEBBELOE D OS%EFEXM (BLF, 95%CI) % Kaplan-Meier £} OY
Greenwood DT L VHEE L, T — REEOZE D 95%Cl # B G REL OVERIEIN O (HF R 72K 1 & L
7z Cox ET MRV HEE LTz,

2 (52M) OBFZIEMATTIX. all randomized population Z TS5 & L C, &EGHEZ &2 52
B F CTORBERIFE K OZ D 95%CI % Kaplan-Meier £ & Y Greenwood D2 L Y HEE L7=,

CAPRIE iR TlE, 7 v & 2MED B BAID MAEMEA X MEBLE CORH (Bl ) 2 FEA%)
PERFMM A & Uiz, FMEMTIX intent-to-treat (ITT) fENT & L7z, ITT f#HTICIE. ESE OTRER S 51w &
BSPIR UL D VLSRRI G- Sz 1RERIKIZEI 577, all randomized population Z fEHT x4t & LT,
FO Y TONTREHEZEIGEONTT —F KR TOEET — 2 2 iz, BT — 212348
BREEDE G2 P IE LI2RRICAE T A XU R Eo, RIEMIRYOH 5 KR TE L T2 A~
Y REREM L, BIRREL o BEOT — X ITRKEE ORI TITHEI L Le, Z7rE I L
VT AR COFRIANEIL, MR (HEEZE, LA ZE, RMEIIRER) ZEilR+ & LT,
ifi{f] Mantel-Haenszel (J&%! Log-rank) 7€ % H\WCHlifED G AR 2 i35 Z LI X 0 Em L
Ioe 7B E RZVAREDOT A Y UHHITT DR U 2 27 D R D 95%ClIE Cox LBl — 1
BT NEROCTHEE Uiz, e (EZE, OmsZE, RMEIIRER) RIS ERIMET X, M
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Hr & RO 715 TN LT, 7236, AHFE TIIARMEINRE BEE EH OMBATRE R 2 2 (KR
3EM) RUT o F MMuR 1R TIRIR LTS,

DV7314-23 SABR Tld, HEGBRAAD O RO MAETEA ~ > M REBLE TORFR] (B A ) 2 1A %)
PERHI AL & LT, BROMHTER (FAS) Zf#tirsf4 b LT, 7 rE R VAREOTF 7 n vy R
(ZXkF D P — RH ROV D 95%Cl Z H#EE L, Log-rank fiE & FIV CHliEEA bl U7-, A& MA -~
kO BFEF LK O D 95%CI 1E Kaplan-Meier £} OY Greenwood DU L 0 HEE L 7=,

FOMOFEZMMEE (£ CORMMEA RV b, TEROELMEA X R, ABI) OfFHT

SFY10810 AR TORTDREMAEA ~ 2 MR OTREOREMMEA 2 b OfTIE, FEE AR
HE (MEMEA NN ERBROMHNT 715 TEM L7z, ABI Of#HTIX, all randomized population % fif
Bretgel LT, 18 (12080]) KOe# (52 M) OFRRCTORRFERLRIR—RF 1 b0
b ARG LIZEO LT,

N BT 2R R OV TR E R 1

SFY 10810 7B J2 (8 CAPRIE 75k O KA Bk BB Tld, LA T O N OREEHFAORE K OV
HEMENT ONCIR B ORI OWT, BERET L ICEN LT,

SFY10810 A& CAPRIE 3B

(5 : @MW) (8% . B8N
ANO#EE IS Ef. MR, AE. KT <RIEK BM) . Ff. MR, KAE. KT« <REK BMD) .
RUBEMY ANIE, EYERR NIE, BLERR, SCERR

[RfRE (GR#4Ey) Arteriosclerosis obliterans (FAZE M ENARFEALAE) .
AREEE) OEL4 Thromboangiitis obliterans (BAZEMEM42 M %)

WAL 4 Current intermittent claudication with Ankle Arterial intervention (M A7) . Current
Brachial Index (ABI) < 0.9 (7. ABIAS0.9% claudication (387 RIERHEHETT)
HOMEBMERTT) . A history of intermittent
claudication together with previous related
intervention in aleg (TERIZX 9 5 ME N AHMTD
RERZ 14 S MBI TOBEE)

FREENRE SR Intermittent claudication (FAERIEEEIT) .

DEIK Peripheral coldness (K#:%8) . Numbness
(LUNRE) | Leg pain (at rest) (REEFER) .
Skin ulcer (FZJE;&%) . Skinnecrosis (FIE1E
3E)
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SFY10810 StE&
(5 : EM)

CAPRIE 2B
(B% . #5)

TERIZx S B 10
ENAMOERE

R—RS4 Vb
M ABI

Peripheral artery angioplasty (R#4 EnARH A7)
Atherectomy (7 7 0 — LYIR&AT) . Bypass graft
(78 7R 7). Amputation (Y1)

0.5 K705 LLE 0.9 K 09 LIE

0.5k5E.70.5 LI E 0.9 K. 70.9 LI L FREDMH
BT EE T 2EEDH)

DV7314-23 3Bk O A ZE5E R E M Cid, LR A OHk

DT, BEFEZ LIZEM LT,
o NHARRHARVRE R OB KR - Filim, MRl RE. BMI, BRERPL

o REBOKHE : B DORFEZESEFRIEN D DR, FHof& DRI ZESE DI & D RMFEZE LLRTIZ %
B U 72 Wi 5 5 55 o0 BEA T IR

FHEIRRE K OSBRI DN IR D RRPE LS

BEERE - S OHE
SFY 10810 7% J2 U8 CAPRIE #BR O R BIRA AR Tl LUF OBEEEE - SOHEIC SN T,
BEREZ LIZEN LT,
SFY10810 5% CAPRIE
(5%l - EM) (8% : BN)
FHER Myocardial infarction (i{>@H#EZ) . Cerebral Atrial fibrillation (L E#EE)) . Congestive heart

7T A— LI
fEDEETE

infarction (B4EZ) . Transient ischemic attacks

(—BMKEMmMFEIE) . Angina pectoris (JFily
f£) . Cardiac failure congestive (5 > IMtEHF
%) . Diabetes mellitus (#85K%%) . Hypertension

(\BME) . Hyperlipidemia (S5 M4E) . Hepatic
function disorder (FF#& &) . Renal function
disorder (B¥& &) . Atrial fibrillation (L EHEE) .
Diabetic nephropathy (#ERFEEBIE) .
Asymptomatic carotid stenosis (270%) (&
AR E)

failure (5 >MmiEF =) . Cardiomegaly (L
P5K) . Cardiac surgery (iMiEF4fT) . Cardiac
valve disease (Ml F iR £) . Diabetes mellitus
(#£FR%S) . Hypercholesterolemia (&3 L X T
A—/LMmgE) . Hypertension (SME) . Other
cardiac arrhythmia (fth D A~ Efk) . Stable angina
(REMIME) . Unstable angina (RRELEID
i)

Amaurosis fugax (—@MHEERNEE) . Transient
ischemic attacks (—iEMMNE MFEME) .
Reversible ischemic neurologic deficit ([ 14 &
MR EEIR) . Previous IS (IMiEEDEL
%) . Previous Ml (DEHEZEDERE)

DV7314-23
7~
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o BEAEME  BROVE, O o MELoRAE, IBMEBIIRPAZEAE, EVEIEDE. DATREZEIE, T Of

o APUHE: BEETRVWILLE, BEE TRV oMt Re, BYHEIIRPAZEE, = hr—/LagE
IR iLEAE . BERRI, mIRMLAE, BN, RER. {ERL, T ofl

AER R O/ PEREE
£ (SFY10810, CAPRIE, DV7314-23) TiX., UL FOFU/IMEEDRHERIZOWT, 5T
CICER LT,

- Alprostadil, Aspirin, Beraprost, Cilostazol, Clopidogrel, Dilazep, Dipyridamole,
Dypyridamole+aspirin , Eicosapentaenoic acid, Limaprost, Ozagrel, Sarpogrelate, Ticlopidine,
Trapidil, Other

£k (SFY10810, CAPRIE, DV7314-23) TiL. LA T OIRERBMEREOOFHEKICOWT, GRS
CICER LT,

- ACE inhibitors, Angiotensin Il receptor antagonists, Antidiabetic therapy, Antiepileptic therapy,
Antiinflammatory products, Antithrombotic drugs (Anticoagulant, Antiplatelet) . Beta blocking
agents, Calcium antagonists, Cholesterol reducers (HMG CoA reductase inhibitors, Other) .
Coronary vasodilators, Digitalis glycosides, Diuretics, Hormone therapy (Estrogen, Other) .

Peripheral vasodilators

F 72, SFY10810 iR CiL. LA T DT & AMEBEOMoFul/ MR (BFHZEIEERE LTHEL TV
7RWHUIL/INRER) 2o\, BEREZS EICEN LT,

- Cilostazol, Dilazep, Dipyridamole, Eicosapentaenoic acid, Sarpogrelate

HREEINDL

SFY10810 iR CTlE, 7 v & AME I —E THIRRIEZ IFE L 72 BF D[] (all treaded population)
[ZOWT, 1 H (120EM) KOVEHIf (52M) CTREHEZ LICEN L,

CAPRIE REEClx, 7o MbE3N—ETHIRBREZRE L 7-BFDHEM (randomized and treated
population) (Z2WT, HEREZ EIZEH LT,

DV7314-23 ilBR Clx, ZeMITtREMICONWT, BHGREZ EICEN LT,
(‘MR R REM  JRBRICHEAAN S NTZBED H B, GCP &flil, K ORI AR BE DOEM)
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BRI I8 1T B RBRATBIE M D AL HEE R D Ll

SFY 10810 7Bk & CAPRIE 7A5# ] & OV SFY 10810 786k & DV7314-23 iABR 351 5 alBRoct G 4E [ o
FEVEME R O LB Tk, RMERE R ORI, N OFEHFRER R— 2 T 4 VO B R, &
TRBEAERE - SOHER OV 7 v — A fieSE CRISENIRE LR [PAD] | I PERK I REE [ICD : fMfEZE,
—iEMERE M RAE] | DAREZE (ML ) OBEE - &0F IBBRBGROJFHEIZ SOV T, PLTOSHEE T
HER T L ICEH LT,

KA BRI B ORI

o KiER (SFY10810 3Bk, CAPRIE #ER)
- Current intermitttent claudication (BLED HIBKIEBEAT) | Any previous interventioninaleg (T
Fz o> 1 A A AT O BEAE)
N OREFPIEE J ON— R T A D R e
o  £ikBR (SFY10810 7Bk, CAPRIE iR, DV7314-23 iBR)
- AElm, MR, (KE. BMI
FRBE R - B PHE
o #iABR (SFY10810#&BR. CAPRIE ik, DV7314-23 ikbR)

- Peripheral arterial disease (X*ﬁ@]ﬂﬁ@h f8) | Cerebral infarction (}if3€) | Transient ischemic
attacks (MM MAEAFE : —WPEER AR, B8 VEE BRI Y5 2 5 1) | Myocardial
infarction (Lafji#H3E) | Angina pectoris (F&.0MiE) | Cardiac failure congestive (9 - iy

4) | Hypertension (& 1fiLJf) | Dyslipidemia (JEE# & JE) . Diabetes mellitus (HERIH) |
Atrial fibrillation (/0255 HEH)

7T — A MARSE DOBEE « A0F
o RAHENRE B BEEM (SFY10810 7R & O CAPRIE #fR)

- PADonly (fho>7 7 v — A MARGEDORESE - A0f72 L) PAD and (ICD and/or MI) (i ik
i .7 P ST A ZE D REAE - &0FH V) /PAD and MI without ICD (Lo # ZE D BETE: -
EPFDAHY) PAD and ICD without MI (I MEAK I [ E OREE - S0Ff0HH V)
PAD and ICD and MI (R I P04 1fn. A5 B2 55 & iR AEZE O il 7 DBEAE - B 0FH 1)
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o MIEZEJELE LN (DV7314-23 ikER)

- ICDonly (fio>7 7 v — AififefiE OBETE - &0f72 L) ICD and (PAD and/or MI) (RAHH)
REE BT O IE DRETE - A0F& V) PAD and ICD without MI (RSB RYE B O BEFE -
G728 V) /1CD and MI without PAD (OoifiZEDEETE - 5 0FD A& V) /PAD and ICD
and MI CRAHENIRZE R & DLAEEZE O 7 OREAE - B0FH 1)
TR BRBALARE O HF 3R
o #iRBR (SFY10810 i8R, CAPRIE kB, DV7314-23 ikER)

- BT & OERIEA L [FRR
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2  {EROFHEBRERDEN

21 XRHEBREEEEZNRELE-ERNEDHBEGRKRAE (SFY10810)

SFY10810 #BRIL, RMEWREBEF AXLIZ, 7o K7 L)L (75mgl B 1[E) % 12 @EES
L7z &0REMARV MBI 27 RNF 7Y 200mgl B 1[0]) IZH_XRTHREIENZ & (%
VR D EMNE) 2REET 5 2 A EEAMNE LT v ¥ Me T EE R TR GB35 1
) ThsH, AOEITERBERE LT, R2BEBERS Lz L E0mEEA XY MBIV A EF /Y
Dy ERET L, F, ARBRTCIEE 1 (123 M) 5 ERHE /e K7L AE A —T T
VT A0 EEEEGT oA =T o 5RBR (B2 2REL., 7 R LAEZE I HILOE 2 Hloh
FFS2 M Lz & & ORMZE 2R ORA A BRE Uiz, BE X T2 oo ME3ED 5f H
DA | LLHRZED 5O RIS B E OBEE U AFOEE] | THERBOA I OAE)
WCEVERIL, 7a b R VAHXIZTF 7 a P U fICT U X LMZEIY 4T,

WIEG (T2 ab) 1243161 (Za RZ VAR50, Frube U E2164)) THY, T
ﬁAMéﬂkéf@*%%iﬁfé@&@ﬁﬁé@%ﬁﬁ%kLto £ 18 (128 W) lZBW\WT, E
HEEMIEE & U CRRE LTI 0L 2MEA < b ( TEKZRHIn, migkEsE frgEREE 2 oo
E%ﬁﬂﬁﬁj@@Ai/bT4/b)@+ﬁ%ﬁ¢i7utb7vwﬁfﬁi;ﬁ< ZA=2-0
VILDF 7 v YK DR AMIC BT BN E S REES L7 (BB Log-rank fiE : p<0.0001,
P — FH :0.161 [95%CI : 0.062 t0 0.416] ) , HMLMEAFFRRLOHEERAFFLRITOWV T,
wfﬂ@%%%ﬁ%@%@’%ﬁﬁﬁf%ﬂ?%ﬁiﬁ mwanﬁwotoﬁmtbva%ﬂ

BEEE Lic b 2oLt (A EFS, BEEREEFS, 2oV M FFL
ER) IZBILC, Fi=Rpit AT b e o7z,

BEEICOWTIE, AWERFIEE & UCERE LR OMEEA X b THFEIE /D fhigide /%
OO IEIE) J O [IEZE /D HIHSE /2 OO 3/ fiiE A <> M XD ABE) | O
(BNATIE H TH 20RO TORMMEA X FOBRBERRRIIN TR bL 7o K7L LT
DEDUBETCRIBE Chotz, /2, 7 K7 Lve S2EMERE Lz L 0RO MmEEA X2k
[IMEEZE, /DA ZE /2 DO LILE FE ) O BEERBLHRIT 0.5% (95%CI : 0.0 to 1.4%) & KR THER?
ENTEL, m%@mMﬁ4xyhr%@%/@*@%/%@m@@m%%/ﬁm@4&yLm;é
ABt ] O BRFEFEBROHER & 52 HF O 51 4 @ IFEF-EL W2 e, Zub K7L
TR B A ﬁbfm£@4«/L@)x&ﬁﬁﬂ%%%ﬁf%ék%z%htoit 1.
BMEA N FOBRBERBROHEBICTF 700 nb 7 a e R LIILA~OEFIY 0 82 ORBITERD
BRI Tz,
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22 TFTAO—LMEEREEZRNRE LI-EERKGER (CAPRIE)

CAPRIE #RBR I, Bl FIE U 72 IdiEZE, FoliF8E U7 DA 2E | SEMEMER M IR AR & 351
TM@%/bﬁﬁﬁ/%®m®um€%J®@éi/b$4/k®%ﬁmﬁ%%%&bf\7Dt%
L (75mgl B 1) &7 AV (325mgl H 1[8) OMXEARIMEZFHET 5 2 &4 FEER
LT U X M EERUATHMLEGRBR Ch D, BFITFREE (NEZE, LAFEZE, KRB
FRE) ICXVERIESN, 7 R VABUIT AU VBHCT VA MZEID BT H N, TR
BWIRITRR 34, w14 E Lz,

IEG (T2 2b) 12191856 (7 m e RZLILEE9599 i, 7 AU URE9586 f5l) TdHh Y . %f
SIEEBRIOWNFRIE, INEZE 6431 I, OAHAZE 6302 i, RAHBENRIE R 6452 I Th o 7o, F-HIaBR IR
X191 FThote, ITTHITICHIT 2 EEFEEE & UTERE LR OMmE A <> b ( [EEZE
S REZE S 2 OO E L) DB AT RiRA > ) OFEMBRERBEITZ o v K7 LU T5.33%,
TAEY UEETS5.83%ThHY, vt R LVAREDOT 2 SR 2485 U 2 7 313 8.7%
(95%CI : 0.2 t0 16.4%, p=0.045) Th o7, KGIREDN OB OFER TIL, RAEEIIRZE H A
FHEMAICBIT 270 R UVAROT 28 ) RIS 288% U 2 7 B 313 23.7% (95%CI : 8.9 to
36.2%. p=0.003) TH -7z,

23 REEREBEZNRE LEERNFEIMHEERRKRHAER (DV7314-23)

DWM¢Bﬁ%ﬁ\%@%E%%(GET”%&f%@<)%ﬁ%’\7ﬂfF7VW(ﬁmy
H1[E) oF7aeyy (200mg 1 B 1ED) (267 22T 2B R VARSI 53E%
ﬁt@wm¢mﬁ%kanmmﬁ&&@ﬁé%ﬁ)%k%uﬁﬁ?é;k%zgﬁwkbk7/ﬁ
METEHEERIATHELERBR CH 5, BEIL7 0 R VA IIT 7 r BV VBECT V& LICE
VYT Oz, TRBREER G IR X 52 WA & L7z,

WIEFI 117261 (7 a B R LRS84, F7r ey U RESS8B) 5 6, RARES 17 5% kR
7o 1155 Bl & R VERRAT 6T G2, & D ICEBRREEEE I 3 (5]} OB 8% 1 B2 BR\U N T2 1151 B 2 224 J OF
ARMEO EERHm S B Offtr 5 (FAS) & Uic, ZaMEOFEMBEA & U TRE LIcZatkA ~
Y RORBEEX 7 0 R VARET 7.0% (40/57361)) . F7 v Y U RET 15.1% (87/578 %) L7
BE R UVABETHEICELS (p<0.001 : Y HRE) . 70 R LADOF 7 a eIkt b Lemic

FUF DB DMRFE S AT, S2 IR L OFE DL RMEA N FORFERBRIL, 7 v & 7 L T7.9%,
FruvY U 17.6%THY, Z7rbE R LA THEIZE2 o7 (Log-rank fR7E : p<0.0001,
— REE £ 0.401 [95%CI: 0.276 t0 0.583] ) .

BHRMEDO FEFHIEH & U CRE LW OMEM A <> b TIREZE, D REZE, /% O o O g
X7 e RZUVARET 17573 6], 7 v B2 BT 15/578 BlIZiRD H v, MEMEA X2 F DGR
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IEHEE S BITWT IV HINEZE CTh - 72, DV7314-23 5Bk & DV7314-16 3Bk & OOFAFRITIC X 2 H bk
O FHEFHE H O B BRIZET 2 05— REIE0.921 (95%CI : 0.520 to 1.632) & HEE S,
FE P — RED 95%CI O ERRITEHERTNCERE L2 LR (DFG Y — RO 95%CI LR 2) %2 F
B, 78 RTLILOF 7 a ey Al 2HMECRT 2 IEHMEDBGEES iz, DV7314-23 R
B C OGO T EEHE B O BRERRFILZ 2 © R LABET 3.6% (95%CI : 1.9 t0 52%) . F
7 BEVURET34% (95%Cl: 1.7105.1%) . 7R E R VLILHEOT 7 a0 U BICkT P — R
Hi3 0.977 (95%CI : 0.488 t0 1.957) & HEE 47z, 723, NH— FHD 95%CI LR 2 LU 2 IEFH MR
Sl UCRrEt Lo, DV7314-23 SBR B O RGN D S AMEIC B 1T 2 IEA MR EES Lz &£ & 2
DY
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3 2RBRZEBELTCORRDLLE LG

3.1 HEMZREH

3.1.1 BEDAR

KBk OF VERHN R S a7 TR T, RIHENRE B OB IR Gl skid, FHMEERE L
7= SFY 108107352 T431 . & &k & L7- CAPRIERER T 64526 T~ 7=, B EEEL L L7-DV7314-23
B (M ZEAE) DA ZERHI <R EIEIL. 1151 51 TH -7,

R 7 - ARFBEIECBE U ERREER 28 17 2 B MEETHx R 515

SFY10810 & CAPRIE & DV7314-23 &
(§fM@0 : EA) (8% : B (8% . BN
I REE TS REBARE R AR IE
(BR5r5EH) (D RMERNERAE 2R <)

HagE 1 431 6452 1172*
BT R 51 431 6452 1151

BEH# CLOP TIC CLOP ASA CLOP TIC

(CLOP-CLOP)  (TIC-CLOP)

3014 ETAiTh >t SR 51 215 216 3223 3229 573 578
B @ PR MBI 0 0 0 0 11 10

CLOP: 2 OE KRS LI, TIC: FUREDY, ASA: FRAEY ¥
BT E = & 4H1: SFY10810, all randomized population; CAPRIE, all randomized population; DV7314-23, FAS
*DV7314-23 SHBk: REHFTHRE (VORI L) 2HREShE1HZET,
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F iR D EE ONFRE F 81T,

5 8 - ARFEIE (CBEE L F-ERIREERICH 1T 2 BEDAR

SFY10810 XER CAPRIE 5XE&% DV7314-23 RE&
(R : ER) (8% : B5%) (8% : ER)
RESR RAE BRI B R BIARE B it 25
(EER) D REMRERAEZR )
HAAE 151 431 6452 1172*
mER CLOP TIC CLOP ASA CLOP TIC
(CLOP-CLOP)  (TIC-CLOP)

SV Lt 215 216 3223 3229 584* 588
E 3 0 0 5 8 9 8
®5 215 216 3218 3221 575 580
#EhE

SRR 50 (23.3%) 77 (35.6%) 772 (24.0%) 819 (25.4%) 156 (26.7%) 233 (39.6%)

E18(12:8/)  11(5.1%) 40 (18.5%)

% 2 #(4058R) 39 (18.1%) 37 (17.1%)

CLOP: #OE K4 LI, TIC: F4AOETY, ASA: TRAE Y Y
< H#AR: SFY10810, 52 ;@%; CAPRIE, Sk 3 4£f#; DV7314-23, 52 JERS
*DV7314-23 RHER: R E{FTHRERE (VOEF KRS L) #BESInE1HZ8T,

RIEBIRE B BE 2 X8 & LI ENFEIFEERRER (SFY10810)

SFY 10810 #ER D BE DNGR % X 1 )L OV 34127r9, 43161 (7 2 & KL/ [CLOP-CLOP] #f215
#l, F7 vy [TIC-CLOP] RE2164) N7 H A&, B2 TCOREIEFRNKES I, 7
U H MM SN2 T ORE & A WERET RS (all randomized population) & L7z,
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1- BEDHRER—SFY10810

FEHIGEE : 5520

FUALEENGENSF-EE : 1214)

SUALEEh{-EE : 4314

~ZBE RS LI (CLOP-CLOP) B : 215
FoREDY (TIC-CLOP) # : 2164

(All randomized population)

<HE1H> SO RS LIL (CLOP-CLOP) B : 2156
FHOEDY (TIC-CLOP) & : 2166

(All treated population)

N (Vi

FAHTRBREDRS UL - 514

2 O0E K5 LJL (CLOP-CLOP)  : 1141
Adverse event : 64§
Poor compliance to protocol : 145l
Lost to follow-up : 05
Other reasons : 44§

FoREYUE (TIC-CLOP) : 404
Adverse event : 351§
Poor compliance to protocol : 015l
Lost to follow-up : 05
Other reasons : 545

<E281> SOE RS LIL (CLOP-CLOP) E : 20445l
FHOETY (TIC-CLOP) & : 176/

F2HTHRREDESHIE : 76

2 0OF K45 LJL (CLOP-CLOP) # : 3945
Adverse event : 2845
Poor compliance to protocol : 04
Lost to follow-up : 05
Other reasons : 114§l

FHOETY (TIC-CLOP) #t : 374
Adverse event : 244
Poor compliance to protocol : 145l
Lost to follow-up : 1451
Other reasons : 1145

Y OE K L)L (CLOP-CLOP) % : 1653l
FoRETY (TIC-CLOP) & : 1394
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BB ®R G2 p I LS ET, B 1 (1280 —EgkkE) KOE22#H (Ve k7 v
D40 EFEA—T ¥ E) OR8] (52M) Z@L T, Z7eE K L (CLOP-CLOP) #ET
502154 (23.3%) . F7 a2 (TIC-CLOP) BT 772165 (35.6%) Toh -7,

ISR AR L BE L., 7 a v K7 L (CLOP-CLOP) #1141 (5.1%) . F
7 m vy (TIC-CLOP) Ff 40 f5l (18.5%) TH Y, F7 r ¥ (TIC-CLOP) BHIZZ 5RO BTz,
BEPIEOERIRIL, WS BICAEFZOEBTH -7 (7 rE R7 L/ [CLOP-CLOP] #6
i, ¥/ vy [TIC-CLOP] #f35%4l) .

W WO 5 A I L BRERL. 7o R4 1L (CLOP-CLOP) B394 (18.1%) . 5
7 a3y (TIC-CLOP) #3741 (17.1%) ThoT-, HE2 W ToEEHIEoEA2M AT, mWite bic
HEREEORKREThH-o7- (V7 ut KZ L [CLOP-CLOP] #£28%i, F27 o'y [TIC-CLOP] #f
24 %)

1RBEER G- rh 1k O BAEFE BSR4 32 3712, Kaplan-Meier R FEFBL M 4 [X] 21277,

12 WS COWBRBRIER 5P IEO BREREERIT, 72 RZ L (CLOP-CLOP) #5.1% (95%CI :
2.2t08.1%),F 7 1 Y (TIC-CLOP) #£19.9% (95%CI: 14.6 t0 25.2%) T&H ¥ . F 7 1 £°2 > (TIC-CLOP)
BECRD o 7o, 12 ELAREOHERS IS IRER TR E ZREWITR0 b no 7o, 52 MR T ORBRER 5
HIEDBRERBRIL, 7o FZ L (CLOP-CLOP) Bf22.8% (95%CI: 17.2t028.4%) . ¥/t
¥ (TIC-CLOP) ¥ 35.6% (95%CI : 29.3 t0 42.0%) ToH o7z,
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2 - RBRER B iE D Kaplan-Meier 2fEF IR Z /4R — All randomized population, SFY10810

0.401

CLOP-CLOP
——— TIC-CLOP
0.351
0.30
5
g 0251
=
3}
5
2 020
k=
g
E 0.15]
&}
0.10
0.05
0'007x T T T T T T T T
0 4 8 12 ZOW K 28 36 44 52
Number at Risk eens
CLOP-CLOP215 207 205 204 199 195 185 177 166
TIC-CLOP 216 205 185 176 166 159 151 145 139

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/dis_g_km_discon_r_g_i.sas
OUT=REPORT/OUTPUT/dis_g_km_discon_r_g_i.rtf (08JUN2011 - 15:28)

SFY10810 #fEREE L YSIA (Module 5.3.5.1-1 Figure 22)

77 u—AMRFEREEZXRE LENERHAE (CAPRIE)
CAPRIE 55 O RS BRI B ECE TR 2 BE OWNERZ X 3K OV 3512777,

KB BBE LTI, 645261 (Z7 & K7 LARE3223 61, 7TAE Y UBE32290) RNT o4
MEESN, ZDOH9H B3R (7o B RTUARESFI, 7 A Y RE 84 ITIEBE A & G- S o Tz,
T X MES T2 TORE ZGMEMNT x4 (all randomized population) & L7z, JRERIEDE 5 %
ik L72@BFERIT, 7 e R7 VIVEE 772/3223 6] (24.0%) . 7 AU ¥ 819/3229 il (25.4%) T
bolz, EFILOTELRHHIT, WL BITAFFROBEATHo7 (Z7 v R LVEE42961, 7
AU 444 51)
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3- BEHEDMR—CAPRIE

FUALEENT-BE : 191854

ftEZEEE - 64314 RIEBIARZE R BE : 645245 DFIEERE : 6302
Y 0E FY LIVEE : 32334 J0ERY LIVEE : 32234 Y 0E FY LIVEE : 31434
FRE U8 31984 TRE B 32294 TRE B 31594

(All randomized population)

MBS E . {35

yBERTLILEE : 561
TRE E : 8l

J0ERYLIVEE : 32184
TREY B 32214

(Randomized and treated population)

ABREQRS DI - 15914

SOE R LIVE : 7724
Adverse event : 4294
Withdrew consent : 151451
Contraindicated medication : 954
Outcome event : 42451
Noncompliance : 523
Qualifying condition not present : 245
Lost to follow-up : 14§l
Other reasons : 05l

TREY VE : 8194
Adverse event : 44445
Withdrew consent : 141451
Contraindicated medication : 10745l
Outcome event : 5745
Noncompliance : 655
Qualifying condition not present : 3{jl
Lost to follow-up : 245l
Other reasons : 0ffl

BB #5ET L1 8% : 4848(

2 0E RS LILEE : 24464
TRAEY VB 240245

TR G 1k D BRFEH B 2 4 3812, Kaplan-Meier RFEFEBLRANMR A (X 4127~

| R S TP E O BAERIIRT, 7o RZ LR 16.1% (95%CI : 14.8 to 17.4%) .
TAEY UBE16.9% (95%CI : 15.6t0 18.2%) . 34FEFATIXZ v ¥ K7 LVEE 33.9% (95%CI : 31.1 to
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36.7%) . T AE Y URE38.5% (95%CI : 35.21t041.8%) Tdh-oi-, 3HER N CTHIRBRER G D DR
FERBERICH M CRE 2BEWIERD b o7z,

4 - RERE R 5 th ik ) Kaplan-Meier %5 % 15 g #& — All randomized population, CAPRIE (PAD %H)

0.501

Clopidogrel
——= ASA

0.40

0.301

M
o

0.201

Cumulative incidence

0.101

0.001

T T T T T T

0 6 12 Month 18 24 30 36
Number at Risk on

Clopidogrel 3223 2845 2402 1670 1029 441 93
ASA 3229 2837 2379 1645 992 420 81

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_dis_discon_km_s_g.sas
OUT=REPORT\OUTPUT\caprie_dis_discon_km_s_g_i.rtf (29JUL2011 - 17:09)

MEEERE Z x5 L LI-ENEIFEERRR (DV7314-23)
DV7314-23 B D FBE DOWNR & X 5 VR 36127,

KIEBI 117261 (7o R L ARESSAB], F27a e U RES8861) 9 b RG] 17 41 & B
7211554 (7 e RZVARESTS B, F27 o B0 B 580 ) A 22 Mefifrsts, & 6@ IEYEE
B3 B R OBk | Bl DAEFE 4 1A B 1151 41 (7 v B R 27 LOVEE 57341, F 27 = v 8 578 451)
7 M R OV M D FEEREAR S B Ofift s (FAS) & L7,
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5- BFDANR—-DV7314-23

HSREB] - 1172451*

2 0FE KT LILEE : 5841
FoOED VB 5880

Y OERTLILE : 9l
FoOED U 8fl

(REHERITARERS)

2 =83 . 11550*

S 0FE KT LIVEE : 5756
FoOED VB 5804

(REBTXIRERM) PR 2.4

— JB0E RS LIVE : 261
SBEREQIZS I 3894 FHOREDUE 20|
S OE KT LILEE : 1564 (Bt xt & ERS)

Vascular event : 2045

Adverse event : 974

Withdrew consent : 24451 EXD FAS) : 1151

Treatment change : 445l o Lo g

Lost to follow-up : 04l vRE F:{k)bﬁ : 5731

Other reasons : 25§l FIRED R 5786

FoOOED U 2334
Vascular event : 1945]
Adverse event : 15445|
Withdrew consent : 424§l
Treatment change : 3%
Lost to follow-up : 245!
Other reasons : 344l

J0OERTLIVEE : 4196
FoOAED U 34741

*REBTRREERESIE161ZET,

BB O 2 E L7-BERIL. 7 a v RZ LILVEE 156/584 5] (26.7%) . F7 1 230 B 233/588
Bl (39.6%) THV., Fr/ub P U HIcELRBOLNT, BEPIEOERFAITWEREE bICHERES:
DRBFTH-7= (Vo RTLAREIIH, F7 vy R 154 051)

ZAEVEMNT R RERNC I D IRBRE B 5 1k 0 BB 4 # 3912, Kaplan-Meier SR8 % Bl =8 fhifij
X 61277,

12 S CORBRIERET IO BERERILZ, 7o R LAEE10.4% (95%CI: 7.9 to 12.9%) .
F 7 a ey URE24.7% (95%CI : 21.1t1028.2%) &, 12 R E CTORBRER GHIENF 7oy
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FEICZ < B BT, 52 S TORBREE G ko BREREHRIL, 7o K7 LVEE 27.2% (95%CI :
23.5t030.8%) . FZ a YU B 40.2% (95%CI : 36.2 to 44.2%) Th o1,

6 - JAEREIR 51k D Kaplan-Meier RTEF R R R —REMEMITHIRER. DV7314-23

0.501 Clopidogrel
— —— Ticlopidine
0.40 1 o — =fHHII
8
=
:-qé 0.301
13)
=
5]
2
=
= i
g 0.20
=
Q
0.101
0.001 T T T T T T T T T
0 4 8 12 20VV K 28 36 44 52
Number at Risk eeks
Clopidogrel 575 547 529 516 488 456 443 436 233
Ticlopidine 580 518 463 437 411 384 372 356 208

PGM=PRODOPS\SR25990\0VERALL\CTD_2011_01\REPORT\PGM\dv23_dis_discon_km_s_g.sas
OUT=REPORT\OUTPUT\dv23_dis_discon_km_s_g_i.rtf (29JUL2011 - 16:49)

3.1.2 HEHZREFDOAOMRSZHRFER VT DD

3.1.2.1 AO#fEtE
RIEBIRE B RE X8 & LI2ENFEIFEERRER (SFY10810)

SFY 10810 7k all randomized population (Z351F 2 N AFRHFHIRHER R —2 T 1 U IRFD B Ky
a2 TR T, B REM O VIFE (/) 137067 (36-877%)  BIELFRIT 88.4%T
B ol FE N TITRBOSRER DK 1/3 28 75 L LRSS Th o7z, T ORERIT, STk
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HEOONZET D AARNRIHEARIR EEE LM OVFE (K725 ROBMELER (1) 84%) L
LTWe, NAMEHERVRFE R ON— 2 T A O BEFFPEISHRER TR E 08 WITRR0 b ieh o

7=

® 9- AOMEAZHEHERUVOR—R 54 VO EE % —All randomized population. SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP) All
(N=215) (N=216) (N=431)
Age (years)
Number 215 216 431
Mean (SD) 71.1(7.9) 70.2 (8.7) 70.6 (8.3)
Median 72.0 71.0 71.0
Min : Max 48 : 87 36 : 87 36 : 87
Age category (years) [n (%)]
Number 215 216 431
<65 47 (21.9%) 45 (20.8%) 92 (21.3%)
[65-75] 89 (41.4%) 102 (47.2%) 191 (44.3%)
>75 79 (36.7%) 69 (31.9%) 148 (34.3%)

Sex [n (%)]
Number
Male
Female

Weight (kg)
Number
Mean (SD)
Median
Min : Max

Weight category (kg) [n (%)]
Number
<50
[50-70[
=70

BMI (kg/m’)
Number
Mean (SD)
Median
Min : Max

Property of the sanofi-aventis group -

215
189 (87.9%)
26 (12.1%)

215
60.46 (9.31)
60.00
34.9:94.0

215

29 (13.5%)
156 (72.6%)
30 (14.0%)

215
23.06 (3.04)
23.03
15.6:36.3

strictly confidential

216
192 (88.9%)
24 (11.1%)

216
59.53 (9.54)
59.75
34.3:84.0

216
35 (16.2%)
152 (70.4%)
29 (13.4%)

216
22.73 (3.02)
22.83
15.7:29.4

431
381 (88.4%)
50 (11.6%)

431
59.99 (9.43)
60.00
34.3:94.0

431
64 (14.8%)
308 (71.5%)
59 (13.7%)

431
22.89 (3.03)
22.96
15.6 : 36.3
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP) All
(N=215) (N=216) (N=431)
BMI category (kg/m?) [n (%)]
Number 215 216 431
<25 167 (77.7%) 170 (78.7%) 337 (78.2%)
[25-30[ 45 (20.9%) 46 (21.3%) 91 (21.1%)
>30 3 (1.4%) 0 3 (0.7%)
Race [n (%)]
Number 215 216 431
Caucasian/White 0 0 0
Black 0 0 0
Asian/Oriental 215 (100%) 216 (100%) 431 (100%)
Other 0 0 0
Tobacco use [n (%)]
Number 215 216 431
Never 22 (10.2%) 29 (13.4%) 51 (11.8%)
Current 57 (26.5%) 51 (23.6%) 108 (25.1%)
Former 136 (63.3%) 136 (63.0%) 272 (63.1%)

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/dem_std_demo_r_t.sas
OUT=REPORT/OUTPUT/dem_std_demo_r_t_i.rtf (22JUN2011 - 15:51)

SFY10810 ##EF#EE L Y5IA (Module 5.3.5.1-1 Table 8)

77 u—AMRERE ZNSR L UIBSRIRRER (CAPRIE)

CAPRIE 7% ® all randomized population (23517 2 KRB RE BRBEF LM OFEHF (F/h-ie k) 1
64.3 7% (27-937%) . BMHHFRIL 724% Th o7z (F£40) , NAFEHFAIFRE,R R—RZF A VFFD
BEEREICHEEE CREREBWVITRD o7,

P SEAE B E 2R & LI ENFIAERERAR (DV7314-23)

DV7314-23 ikl D g K OMENTEE] (FAS) (2331 D s FE4E FBE LM O P 4R (Fe/ - oK) 14 64.5
% (25-80 %) . BMELELRIZ 73.0% Th o= (F241) . ANAREFRAEMER OR—2F 1 VRO BE
BRI BRI TR E RBWIERD b o7,
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3.1.22 KEDHH
RIEBIRE B BE X8 & LI-ENFEIFEERRER (SFY10810)

SFY 10810 3Bk ? all randomized population (& 31T 2 KA B REE B D I BB ONEASE D NER A 2% 10
IR, R ONERIZ., arteriosclerosis obliterans (FZEMEFEIRIE(LIE) D AITFZHS 4 5 BE D 98.4%
(424/431 #5) . thromboangiitis obliterans (PAZEPEIMAR MER) ORITIEY T DEEN 1.2% GH)) |
PHIEPEBNARAE(LAE & PAEME M A2 M5 R O 5125424 3 D BE D 02% (16]) Th oz, #EMEDOAR
X, TR 2 &S AT ORER % 1 O FIERIEBAT OBEE ] OO RGBT 2 BF D 52.7%
(227/431 f51)) . THIE, ABILAY 0.9 A D RIBKYEBEAT | DFEHED I BB 5 A& 31.6% (136 ) |
7 DI A BT DEBEN 15.5% (67 6]) Thoiz, B ONE DSB8 /A0 S mRER TR
TRENI o2, B, Fr/rE Yy (TIC-CLOP) BECIUE B K ONERIEAS Other (£ Dfth) 12
ZUT L 1PN, RGO EE TH o7,

Property of the sanofi-aventis group - strictly confidential Page 46



2.7.3 BEERA N
SR25990C - ¥ O F K4 L LEREEE PAD

= 10 - RHEENARZE B D RIE B K UE# 4 D WNER —All randomized population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP) All
(N=215) (N=216) (N=431)
Primary disease
Number 215 216 431

Arteriosclerosis obliterans 213 (99.1%)

Thromboangiitis obliterans 2 (0.9%)
Arteriosclerosis obliterans and thromboangiitis
obliterans 0
Other 0
Eligibility
Number 215

Current intermittent claudication with Ankle Brachial

Index (ABI) < 0.9 70 (32.6%)

A history of intermittent claudication together with

previous related intervention in a leg 117 (54.4%)
Both 28 (13.0%)

Other 0

211 (97.7%)
3 (1.4%)

1 (0.5%)
1 (0.5%)

216

66 (30.6%)

110 (50.9%)
39 (18.1%)
1 (0.5%)

424 (98.4%)
5 (1.2%)

1 (0.2%)
1 (0.2%)

431

136 (31.6%)

227 (52.7%)
67 (15.5%)
1 (0.2%)

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/dem_t_primary_disease_r_t.sas

OUT=REPORT/OUTPUT/dem_t_primary_disease_r_t_i.rtf (08JUN2011 - 9:57)

SFY10810 ##Esk&EE L USIA (Module 5.3.5.1-1 Table 9)

KIHEMRE B OIERONRZ E 11T, T > & LMMEFFIC intermittent claudication (FEJERPEREIT) 23
b D BHFNL51.5% (222/431 41)) | [RIERIEREAT OB ED & 2 K13 48.5% (209/431 65) Tho7-,
7o, T & DACREIZ RIBRPERRA T LASR O RAH B IR B B 3~ 2 iEdk 23 & 2 B3 1% 35.0% (151/431 f3)
T o7, FEIROWNFRIZ, peripheral coldness CGRAEEK) 22.3%, numbness (L V) 21.8%. Leg pain
(at rest) (ZZFEIFILIFE) 3.5%. Skinulcer (BZJE{ETE) 0.9% Td -7z, Skin necrosis (BZJFHESE) 137270
o7z, [EERMEBAT K OSHEIBRYEREA T LASH 00 ARAH B RS 1 B 9 2 Sk o0 & BB 43 AR L S AR ] TR & 72

EWIRD bR o7,
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£ 11 - RIEENARE 2B D EK D NER — All randomized population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP) All
(N=215) (N=216) (N=431)
Intermittent claudication 215 216 431
Past intermittent claudication 109 (50.7%) 100 (46.3%) 209 (48.5%)

Current intermittent claudication

Other current symptoms”

106 (49.3%)

75 (34.9%)

116 (53.7%)

76 (35.2%)

222 (51.5%)

151 (35.0%)

Peripheral coldness 47 (21.9%) 49 (22.7%) 96 (22.3%)
Numbness 45 (20.9%) 49 (22.7%) 94 (21.8%)
Leg pain (at rest) 5 (2.3%) 10 (4.6%) 15 (3.5%)
Skin ulcer 2 (0.9%) 2 (0.9%) 4 (0.9%)
Skin necrosis 0 0 0

@ A patient can be counted in several symptoms.

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/dem_t_pad_symptom_r_t.sas
OUT=REPORT/OUTPUT/dem_t_pad_symptom_r_t_i.rtf (08JUN2011 - 15:30)

SFY10810 ##E#mEE &L Y 5IA (Module 5.3.5.1-1 Table 10)

TR D AN AT OB EN & 2 BE L, Bt REM D 66.6% (287/431 ) Th o7z, M
AT OWERIZFE 1200 £ 3 TH Y | peripheral artery angioplasty KRS ENIRIEZHHT) 44.8%. bypass graft
(VXA /X)) 31.1%, amputation (BJWT) 1.4%., atherectomy (777 = —AGJERIN) 0.7% ThHh o7z, T
332 M I AT OBEE D & 5 B OB K OV O 43 FE R OB /3 A 12 B TR & 7218 VTR
D NIRRT,

£ 12 - FTRIZ® I 2 MEN A#TDEEE —All randomized population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP) All

(N=215) (N=216) (N=431)

Any previous intervention in a leg 142 (66.0%) 145 (67.1%) 287 (66.6%)
Peripheral artery angioplasty 98 (45.6%) 95 (44.0%) 193 (44.8%)
Atherectomy 1 (0.5%) 2 (0.9%) 3 (0.7%)
Bypass graft 63 (29.3%) 71 (32.9%) 134 (31.1%)
Amputation 2 (0.9%) 4 (1.9%) 6 (1.4%)

Note: A patient can be counted in several interventions.
PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/dem_t_leg_intervention_r_t.sas
OUT=REPORT/OUTPUT/dem_t_leg_intervention_r_t_i.rtf (08JUN2011 - 15:31)

SFY10810 ##E#mEE & Y 5/A (Module 5.3.5.1-1 Table 11)
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RIS DN— 2T A RO ABI OVE)E (BEAERA) 1, 0.802 (0.210) Th -7z, ABID
J17 Y — (0.5 AK35,70.5 LA 0.9 K ,0.9 LLE) BIOSESARITE 130 L0 THY, RBrxt5E
DK 2/3 23 ABL0.9 KiiliDEF Th o7, N—RA T A VRO ABI K ONEDOH 7 IV —RI OB 5545
WCHBEFH CREREWVIFRO 2o T,

£ 13- R—X 54 D ABI—AIll randomized population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP) All
(N=215) (N=216) (N=431)
ABI
Number 215 216 431
Mean (SD) 0.790 (0.215) 0.814 (0.205) 0.802 (0.210)
Median 0.800 0.840 0.810
Min : Max 0.00:1.21 0.29:1.24 0.00:1.24
ABI category [n (%)]
Number 215 216 431
<0.5 18 (8.4%) 15 (6.9%) 33 (7.7%)
[0.5-0.9] 121 (56.3%) 118 (54.6%) 239 (55.5%)
>0.9 76 (35.3%) 83 (38.4%) 159 (36.9%)

Note: Worse (lower) value of both legs at baseline is used

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/dem_t_baseline_abi_r_t.sas
OUT=REPORT/OUTPUT/dem_t_baseline_abi_r_t_i.rtf (08JUN2011 - 15:31)

SFY10810 ##E#MEE &£ Y 5IA (Module 5.3.5.1-1 Table 12)

77 u—AMRIEBREZXR L LI ERHAE (CAPRIE)

CAPRIE 3% ™ all randomized population (2357 2 KAHENRZE BEE L OB DO NFR 2 2% 1417R
T, WSO B AR IR TR X EW T e o 72,

% 14 - W& DA ER —All randomized population, CAPRIE (PAD %)

Clopidogrel ASA All
(N=3223) (N=3229) (N=6452)
Basis of eligibility, N (%)
Arterial intervention 1998 (62.0%) 2078 (64.4%) 4076 (63.2%)
Current claudication 1223 (37.9%) 1150 (35.6%) 2373 (36.8%)
Missing 2 (<0.1%) 1 (<0.1%) 3 (<0.1%)

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_dem_basis_eligibility_r_t.sas
OUT=REPORT\OUTPUT\caprie_dem_basis_eligibility r t i.rtf (29JUL2011 - 16:58)
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CAPRIE &R Cld, RiHENREEEZ LN O 5 HBUEO MBMEBAT 2 AT 2 BE DL Z 05T~ —
AT A HED ABL ZHIE LTe, BUEDORBIEBAT 2 AT 2 BF BT 5 =2 T A UKD ABI D
i (EAERZ) 1, 0.566 (0.155) Thotz (F£42) , XR—=AT A VO ABI K ONZ DT =) —5
DB HTEEH] TR E REWVITERO e o7z,

P SEAE B E 2R & LI EWNFIERERAER (DV7314-23)

DV7314-23 i#RBR D fix K OHTEER] (FAS) 12815 RX—RA T A VEFOEB ORI 23 4312, K&K
JbA5E ZE DL R B U 72 G L A5 P 52 D BEAE R 2 2% 44127 T, B O IMFEZERETRIE D> & O MR . Bk D%
FEIESE OJRAL . R OV I 45 B85 5 0D B A JBE D 3 St [K - IS T BERN S AR 1358 D D 7o 72,

3.1.2.3 BAERE - AHHE
RHBREBRE 2R L LIENFIHEERRAR (SFY10810)

SFY 10810 82 ™ all randomized population (23317 2 T2 BEAEME « B 0HE &2 2 15128 d, F2RBEEHE -
APHEIL, hypertension (FiIfLE) 73.8% (318 i) | hyperlipidemia (FfFIMLIE) 55.5% (239 f51]) | diabetes
mellitus CHEJRIE) 33.4% (144 f5) | cerebral infarction (J#HZE) 18.1% (78 f5l) 72 & CT&H 7=, Renal
function disorder (%) & O hepatic function disorder (AFEE) (ZHIEER] CH T ORI N A BT
DS, MOBEANE « S OHEICAREIBITI R SR h oz,
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£ 15 - £ BEEFE - & HHE —All randomized population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP) All
(N=215) (N=216) (N=431)

Hypertension 158 (73.5%) 160 (74.1%) 318 (73.8%)
Hyperlipidemia 121 (56.3%) 118 (54.6%) 239 (55.5%)
Diabetes mellitus 74 (34.4%) 70 (32.4%) 144 (33.4%)
Cerebral infarction 39 (18.1%) 39 (18.1%) 78 (18.1%)
Angina pectoris 22 (10.2%) 19 (8.8%) 41 (9.5%)
Renal function disorder 24 (11.2%) 12 (5.6%) 36 (8.4%)
Hepatic function disorder 11 (5.1%) 22 (10.2%) 33 (7.7%)
Atrial fibrillation 7 (3.3%) 10 (4.6%) 17 (3.9%)
Asymptomatic carotid stenosis (>=70%) 8 (3.7%) 8 (3.7%) 16 (3.7%)
Myocardial infarction 8 (3.7%) 6 (2.8%) 14 (3.2%)
Diabetic nephropathy 9 (4.2%) 4 (1.9%) 13 (3.0%)
Transient ischemic attacks 4 (1.9%) 4 (1.9%) 8 (1.9%)
Cardiac failure congestive 2 (0.9%) 4 (1.9%) 6 (1.4%)

Note: A patient can be counted in several categories.

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/dem_std_medhist_preprint_r_t.sas
OUT=REPORT/OUTPUT/dem_std_medhist_preprint_r_t_i.rtf (08JUN2011 - 9:57)

SFY10810 #43E#&E (Module 5.3.5.1-1) Table 13 /%

SFY10810 #ER? all randomized population {Z351F HMLD T 7 1 — A MARSE (R i M6 ifn. A2 e S0
DRfEZE) OBEE - B0 %23 5912777,

KAYBIREE R & D T 7 1 — AfARSE O i e 4 B SO O ZE) OREE - 003 d 2 BHE
X, Z v ¥ FZ L)L (CLOP-CLOP) A% 20.9% (45/2153]) , 7 1 &> (TIC-CLOP) £f 20.4% (44/216
) ThHotz, HFERITIE, BRImAERKINn E REE OB - AfF0HLR 7 m e K7 1L (CLOP-CLOP) Ef
172% (37%1) . F7 vt (TIC-CLOP) #f 17.6% (38 %1) . LMD - AftoAN 7 0 e
R 27 L (CLOP-CLOP) #£23% (5#) . 7 nv Y (TIC-CLOP) B 1.9% 46) . HE kK
EREER OLBREEO T OBER - 00827 v e K7 LL (CLOP-CLOP) Bf1.4% (3%l . 7t
¥ (TIC-CLOP) #£0.9% (2#l) Th-oiz,

SFY 10810 75k T o MMM L 55 DBETE - & 0F03 & 2 BE OFIGIL, B AR AR EIIRE LD
ZERBE LRl S BEHFEO) ERRETH -7 (]20%) . —J7, DO - A0FR® 5 R
FOBNGILE MMM E OB « G003 ® 5 BE OEIG L X TR) o7, KRB CIZaEDT
T u— AKIEZ A 5 BE K OMRERRREZ TEL TV DREZRALBEICREL WL, 7
A Y Ui EO—OHL/IMEROOHEZFIR L T2 &2 D, DFFZEOBR - A01nH 5
BEOHMANIEZ ORI D EHZ 2 LT,
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77 u—AMRERE ZNSR L LIS RIRRER (CAPRIE)

CAPRIE 55 ® all randomized population {Z 3317 2 ARAG B IRE BB F S 0 F 22 BEEEE - A OHEKL O
TR A2 4512, 77 o — AMRIEOBE A & 4612~ 7, ERBEERE - A 0HEIX. hypertension (&
Ifi£) 50.9%. Hypercholesterolemia (f = L A7 1 —/ LIfLfiE) 44.6%, Stable angina (7€ BIME) 26.5%.
diabetes mellitus (BERT) 20.7%7% & Th o7z, ERBHERE - S OHER OFE, ST T 7 17— A
RPEA A~ b OBEE OSSR W TR E 2BV TRRD HiRpo T,

FMFRZESE BRE 2 R & LT-ENFIAEEERER (DV7314-23)
DV7314-23 #BR O KON (FAS) (81T 2 BEFERE K OVEOHIE & 3 47 K VR 4812777,

T2 A PHEIZEIMLESE 67.9%., EIEIME 37.7%. {HF4 20.0%., BERIFE 19.3%72 K Tho71-, EE0f
JiE DBEE /A W RER] TR E ZREVITIERD Lo 72,

3.1.24 AIERRUHFAE

3.1.24.1 ®AE
RHBREBRE 2R L LIENFIHEERRAR (SFY10810)

SFY 10810 #E2 ™ all randomized population (23515 2 HFLill/ MR D RITER & 7% 1612~ T, Pl /M3
DHHERER H LB X, 70 R LIVEE94.9% (204/215%1) . F7 m B2 8 90.3% (195/216 )
Tholz, P/ MIEDORTEER D & 5 B OB K O OFEERI O /3 A7\ LR TR & 2
RO LI T,

% 16 - HL/NMRZEDRTAH — All randomized population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
Generic name (N=215) (N=216)
Any prior antiplatelet medications 204 (94.9%) 195 (90.3%)
Alprostadil 0 1 (0.5%)
Aspirin 81 (37.7%) 77 (35.6%)
Beraprost 18 (8.4%) 33 (15.3%)
Cilostazol 139 (64.7%) 124 (57.4%)
Clopidogrel 1 (0.5%) 0
Dilazep 1 (0.5%) 0
Dipyridamole 1 (0.5%) 0
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
Generic name (N=215) (N=216)
Eicosapentaenoic acid 14 (6.5%) 12 (5.6%)
Limaprost 14 (6.5%) 10 (4.6%)
Other 0 1 (0.5%)
Sarpogrelate 34 (15.8%) 30 (13.9%)
Ticlopidine 0 1 (0.5%)

Prior medications are those the patient used prior to first IP intake.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_dem_prevmed_antiplate_r_t.sas
OUT=REPORT\OUTPUT\sfy10810_dem_prevmed_antiplate_r_t_i.rtf (29JUL2011 - 17:57)

77 u—AREREZNSR L UIBSRIRRER (CAPRIE)

CAPRIE #5% ® all randomized population (3517 5 KB RE B REF LM OFi/ MCEORITER &
F OIRT, PUMEIEORTEER & HBE L, 7 2 R7 LVEE 68.3% (2200/3223 i) . 7 AE
U UBE67.2% (2171/3229 65) T o7z, HLl/IMRIEDRTER D & 2 BF OB & O OFIER DB
SRS TERERF CR & 728 WEER O D e o Tz,

P SEAE B E xR & LI ENFITAERERAE (DV7314-23)

DV7314-23 SRBR D e R OFFHTEER (FAS) (Z31F D HUf/IMRIEDRITAE & % 501273, Hui/MREE
DHEEREN H LB X, 7 v R LARE44% (25573 61) ( F7 a8 4.0% (23/57844]) T
o T, P/ IR O BTARRED & 2 B OB K& OV OFEREER OBEFE /347 [ MRER] TR & 7@ 0 IER
DN T,

3.1.242 GHEAE
RIEBIRE B RE X8 & LI2ENFEIFEERRER (SFY10810)

SFY 10810 5B all randomized population (23531 2 1EERBALGRF O OF HEE A 2 1712RT, 1RBREH A
WCPFRSEZEH LW BF X, 7 K7 L)L (CLOP-CLOP) #£93.5% (201215%1) \ 7 rE
v (TIC-CLOP) #£94.4% (204/216 f5) Th o7, E/2OFHIE (BEASEE 20%LL ) 1%, Prftesk
(Pl ICEE) | sy AU, RIFILEILRRE, 2 L A7 1 —/UETH (HMG-CoA Eyoi##R
PRES) | 7o U T o DA, ROBERARIREE CH -7,
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£ 17 - ;RERBAHAEE O 5 FHZE — All randomized population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)

(N=215) (N=216)
Any background medications 201 (93.5%) 204 (94.4%)
ACE inhibitors 17 (7.9%) 13 (6.0%)
Angiotensin II receptor antagonists 85 (39.5%) 80 (37.0%)
Antidiabetic therapy 56 (26.0%) 49 (22.7%)
Antiepileptic therapy 1 (0.5%) 0

Antiinflammatory products
Antithrombotic drugs
Antiplatelet
Beta blocking agents
Calcium antagonists
Cholesterol reducers
HMG CoA reductase inhibitors
Other
Coronary vasodilators
Digitalis glycosides
Diuretics
Hormone therapy
Other
Peripheral vasodilators

28 (13.0%)
133 (61.9%)
133 (61.9%)
26 (12.1%)
126 (58.6%)
88 (40.9%)
73 (34.0%)
26 (12.1%)
14 (6.5%)
1 (0.5%)
21 (9.8%)
1 (0.5%)
1 (0.5%)
108 (50.2%)

39 (18.1%)
131 (60.6%)
131 (60.6%)
23 (10.6%)
110 (50.9%)
75 (34.7%)
60 (27.8%)
25 (11.6%)
10 (4.6%)
2 (0.9%)
16 (7.4%)
1 (0.5%)
1 (0.5%)
105 (48.6%)

Background medications are concomitant medications those taken at the randomization.

PGM=PRODOPS\SR25990\0VERALL\CTD_2011_01\REPORT\PGM\sfy10810_dem_bkmed_concmed_r_t.sas
OUT=REPORT\OUTPUT\sfy10810_dem_bkmed_concmed_r_t_i.rtf (199AUG2011 - 10:40)

728, SFY10810 BT, TAE U v, _RTFa A RF MY DA EO—SOH/ IMEEED GEFH
ZEEIE U7, 2 oMofii I 6WERITGEHATRE S L, FRIE LT o4 2 btk 12 @EIEHE - HE%
TELRNZEE L, 2 OFEHTRERPUM/ MR D T o & DEEF O LRI A2 32 1813777,

T 2 IMERRIZOFH A ATRE & LW oot/ MCE AL L TV BE L, 7 n e K7 LLEE61.9%
(133215 45) . F27 v BT U# 60.6% (131216 #) T -7z, Hlil/ IMCEDOFEE CTIXmAE & HIZ
VHEAF =R HEL ., WWNTH LRI LT — MERRIE, 4 2V NB=TF L2 ThoTz,
Z o DMERHZ O Ui MR A L TN 72 B OB K OV OFEREERI OB E /53 AR I e Tk &
IREWTIRO v oo,
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£ 18- T A LI OO H M /MREE — All randomized population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
Generic name (N=215) (N=216)
Any background antiplatelet medications 133 (61.9%) 131 (60.6%)
Cilostazol 104 (48.4%) 103 (47.7%)
Sarpogrelate 25 (11.6%) 22 (10.2%)
Eicosapentaenoic acid 12 (5.6%) 10 (4.6%)
Dilazep 1 (0.5%) 0
Dipyridamole 1 (0.5%) 0

Background antiplatelet medications are permitted concomitant antiplatelet medications those taken at the
randomization.

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/dem_t_cm_bgantip_r_t.sas
OUT=REPORT/OUTPUT/dem_t_cm_bgantip_r_t_i.rtf (08JUN2011 - 9:59)

SFY10810 ##E#HEE L YSIA (Module 5.3.5.1-1 Table 15)

77 u—AMRERE ZRSR L UIBSRIRRER (CAPRIE)

CAPRIE #5# ® all randomized population (3517 5 KB R B RBF LM OTEEREA G O Of HEE %
K SUTRT, IRBRBHLARHCOF AL L QW BE I, 7 e B R LVEE 70.7% (2279/3223 )
TAEY URETL3% (230173229 ) Thho7c, EZROFAEE (BEABEE 20%L0 F) 1%, v 7 AL
R OFIRIECTH o7z,

P SEAE B E 2 xR & LI EWNFIAERRAER (DV7314-23)

DV7314-23 iRBR DI K OENTEER] (FAS) (Z81) DIRBRBAMAEF O G323 5212~k 9, TRBREAMAEF
PSR 2 H LTV BB 7 v ¥ R 7 LIVEE 74.2% (425/573 B)) . F 7 & B2 B 70.9% (410/578
#l) THot-, FAROFHE (ERMEE 20%L0L ) 1%, pdv 7 AfEFERE O o L 2T o0 — LK TR T
HoT,

3.1.25 BEKR
RIEBIRE B BE X8 & LI2ENFENFEERRER (SFY10810)

SFY 10810 R ™ all treated population (23517 255 1 #] (12 18[#H) OERFEIRI A& 5312, 28 (52
JHH) DOIRGEIRD A 5427,
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SFY10810 FABRDE 1 ] (12 [H]) TOWRBIEK GHH OV EEFEE) X, 7ee 7L
828 (142) A, F7u b T #1773 (203) HThotc, REBRERIZ/ 2 R LILEE488 A
., Fr7ab D457 METHY, 70 R LVABOBRBERBEREIITF 7 oY U4 EE-> T
T7o RBREEA 85 AU LG SH-BFIL, 7o R LIAEET 19621561 (91.2%) . Fr/ube Py
T 170216 B (78.7%) Th o7z, HHE (528MH]) CTHOZ v K7 L/ (CLOP-CLOP) HEDIAER
G WM OV EERZ) 133261 (91.5) H, REREEIL 1919 NMETHo72, £72. 16R
A 183 H (K6 xn AH) UL IN-EFIT, 19521561 (90.7%) Th-o7z,

7T u—AMREREZRNSR L LSRR RER (CAPRIE)

CAPRIE 75 ™ randomized and treated population [Z 3517 % KIH B RE B EE LM ORERILE R 55
(e N S

CAPRIE B8R O R BRI BAH L ORBRER G HIH 0F4E FRERE) X, Z7rE 7L
#E18.81 (9.55) w A, 7 AE Y # 18.54 (9.53) » H Tho7-, RFEMEEEILY v v K7 LILEE 5045.0
NE, TAEY URE49755 NMFETH Y | BRAERTEEICHFEHE TR ERBEWNIIRD o T, 1BBREL 6 »
AU EEGINZEFIL, 7 K7 LVRET 2840/3218 6 (88.3%) . 7 A U U FET 2830/3221 4l

(87.9%) Th o7z,

TR ZENE R 2R L LT ENF AR (DV7314-23)
DV7314-23 3k D22 R VEMRHT R RERNC I 1T DIRFIRDLEZ R 561277,

DV7314-23 iR DB G- WM O FEE FEERA) 13, 72 R7 LILVEE301.6 (113.7) H,
Foru Y RE257.1 (142.0) HThoTo, BHEBEEILZ o B R LARE4748 N, F/rE D
FEA082 NETHY , 7B R VO REREZERIIT 7 v BV U Ex BBl T, 4 183
H (ex»H) ERGINT-BEIL. 7o KT LILEET465/575 61 (80.9%) . 7 a BV BT
393/580 5 (67.8%) Th -7z,

3.1.26 HEBREICH(TLHHBARERDEEBIFHEDLLE
SFY10810 #B% & CAPRIE 55k O R FE BN RE B R EM I HIEBORER T 5TITRT,

335k (SFY10810, DV7314-23, CAPRIE) (28T 5 N A FHIRER NR—R T 1 VEFD BE
MEA 32 5810, T v — AMARSE DOREE - éﬁ&ozr@cﬂ%&ﬁ - BOHE A £ 5912, 1RBREALARED OF
A 60127,
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SFY10810 38k & CAPRIE RERREIZI3 1T B EAEMERFE D LR

SFY 10810 7k & CAPRIE i BR O RMENRIEEEFH LR (7 m & R7LVEE) T, BUED MM
111138 % BFHE DEIGIXZNEIL 49.3% K D 47.8%, PRI T 5 A AR OBEEN & 2 FBF OEIE
IXZNEI 66.0%K% T 62.1% & BUAEDHBYEBATA & 2 BH K ORI 2 A S AT OBEED
& 5 BEOFIGITEBRME CHEEIL Tz, —J7 T, SFY10810 7k & CAPRIE 5k O KA sh Rz i AE
FEMH (7 v R7 VR OFEERIL 711 A D 64.275% & . SFY10810 75k Tld CAPRIE ik &
WARTEREEBIF <. 65 ML EOFE S KO 75 Ll Eo%MEmE 0 BEEE LE» -T2, o
77 v — I ARSE (A A B SO AR IE) DBEAE - A-0F 1L CAPRIE 3R CHREFIG A & < .
FRIODAFEIE DBELE - B0 @ o 223, I ERN i s OBEE - A 0HIIERD o 72, JFHZKIC DN
THEMEREE (T3 7 ooy DA RERREZR L) | SEMERRE (HMG CoA & il
PSR &) | HliaesE (Frin /) | RN i g PRaRsE 7 & O SR I 3RBRIE C RN A b,

LD X 91z, SFY10810 5k D A A ANKA B RS HABF R & CAPRIE #-R D /M E A KA IRz
BBEERITIZ, Fln, o7 7 v — AMIEDORETE - G0F. HFRIEOMEALRILZR & o Mg ~
N Y 2 7RG R ORI B2 LIET RO H 2R IS ER R ANz, L LaeRs
CAPRIE 55 O AR B R A ] OB BR B FT# 6500 31 & 22 < . B AR AR ENRE BBF RT3 5 7
BRI UVLOFENMEEMETABCEMATH DL B 2722 LD, CAPRIE RBR O KR B R A
BRI OFIMERAREEARBFTFEDOSE & L THW,

SFY10810 3Bk & DV7314-23 BB 31T 5 EEERME D LLE -

SFY10810 iABR O KA TR HABF LN (7 v K7 LVEE) & DV7314-23 55k O fixie 8 e B 5 4
MGk, FHREE 711 % LD 64.3 7% & . SFY 10810 35 TIL DV7314-23 kR & lb X CREERH G
<. 65 Ll O @A KO 75 Ll Eo% Mg O BERS bE o7, PEHEICOWTH, Eifn
JEIGIREE (7 AT o v MR &) | mlRMEISHREE (HMG CoA T2 TlE R HH 2
&) | puiAedE B MRS | R ME LR 2 & ol IR CERN A LR,

PLED X912, DV7314-23 5Bk IT SFY 10810 5Bk & %I G B O E M X Flhin,  OF SR O LRI
REDHFRTITOVTHERNRBO BN, L LS, DV7314-23 BHBRIT R EIARER L [F T
BT 71— AARIETH D AR AMFEEBFT AR TF /ol T 57 R L)L
DA IVEZ FGE L 7o ME— DI ERBR Ch v . AARARMBIIREBBF KT 2T 7re v bt
WL/ n e R LLVOEGMEEMET DBRICANTH DL LB R LD, DVT314-23 3R O ikfE
EIERFE L O IMRHE L ARFFHEDOSE & L THW,
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32 EHEMWEHROERDILERE

3.2.1 AxEFHEER

3.21.1 KHEBREEEEEZNRE LE-ERNFEMEEERKRE (SFY10810)

32111 MEM%AA~U S (F18: 12:8/)

1 (12380) CBTDHEOMENEA X2 b [HFEIE /O HigIE /2 Do L i B8/ RE ik
AR MZEDABE] X, 788 RZTUVARET 22156 (09%) . F27 v Y U RET 2216 61 (0.9%)
EHEE S BIZFEEIZFR O B ALz, £ ORI IVRIUIIR 19D LB THY, 7 v RT LAEETIE
MmEA <R ML D ABE2 B (MEMERAT OB 1 F], —@MERERRELH) | F/r PV BT
JHEEZE (BFErE) 1B R OV RiEZE GEBSENE) 11 Th -7,

WO MENMEA X b TINFEZE DRFAEZE /2 OO LS SE /A X M2 KD ARt 12
TH7 0 RTULAROT 7 vy RIS 2% — R 1.058 (95%CI : 0.148t0 7.581) &
HEE S, BREREROMBICHEER CHRERZTRD 5o 7= (85 Log-rank M /E : p=0.9553)

(#20) .

R19-UHEOMEEA R b TKNEE/ DHEE/ ZOMODMEREElES Ry FZkBABRI O
SEERN IR (F 187 12:58/) —All randomized population, SFY10810

Clopidogrel Ticlopidine

(N=215) (N=216)
Vascular event (CI/MI/Other CV death/Hospitalization due to ischemic event) 2 (0.9%) 2 (0.9%)
Cerebral infarction 0 1 (0.5%)
Fatal 0 1 (0.5%)
Non-fatal 0 0
Myocardial infarction 0 1 (0.5%)
Fatal 0 0
Non-fatal 0 1 (0.5%)
Other cardiovascular death 0 0
Death from pulmonary embolism 0 0
Sudden death 0 0
Death associated with emergency vascular surgery or intravascular intervention
for thrombosis,or associated with limb amputation for peripheral vascular
disease 0 0
Death from heart failure 0 0

Property of the sanofi-aventis group - strictly confidential Page 58



2.7.3 BEERA N
SR25990C - ¥ O F K4 L /LEREEE PAD

Clopidogrel Ticlopidine
(N=215) (N=216)
Death from visceral or peripheral infarction 0
Death not definitely diagnosed as non-cardiovascular or hemorrhagic 0
Hospitalization due to ischemic event * 2 (0.9%) 0
Unstable angina 0
Stable angina (exacerbation) 0
Exacerbation of intermittent claudication 1 (0.5%) 0
Acute limb ischemia 0
Transient ischemic attack 1 (0.5%) 0
Other ischemic arterial event 0

@ Hospitalization attributed to Cl or MI events dose not regard as hospitalization event and it except that not to

accompany exacerbation of disease/symptoms

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_event_comp_vascular2_r_t.sas

OUT=REPORT/OUTPUT/eff_t_event_comp_vascular2_r_t_i.rtf (08JUN2011 - 10:03)

SFY10810 ##FREE X Y5IAH (Module 5.3.5.1-1 Table 52)

R20-MEOMEEA N b TREE/ DHEE/ ZOMOLLEE  E0ES X2 FZkDABR] ©
fRMTHEER (55 181 : 12:8R[)) —All randomized population, SFY10810

Clopidogrel Ticlopidine
(N=215) (N=216)
Number of events, n (%) 2 (0.9%) 2 (0.9%)
Cumulative incidence (95% CI)* at Week 4 0.000 (0.000 to 0.000) 0.000 (0.000 to 0.000)
Cumulative incidence (95% CI)* at Week 8 0.009 (0.000 to 0.022) 0.000 (0.000 to 0.000)
Cumulative incidence (95% CI)* at Week 12 0.009 (0.000 to 0.022) 0.009 (0.000 to 0.023)
Stratified Log-rank test p-value” 0.9553 -

Adjusted Hazard ratio (95% CI)°
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Clopidogrel Ticlopidine
(N=215) (N=216)
Un-stratified Log-rank test p-value* 0.9962 -
Un-adjusted Hazard ratio (95% CI)° 1.005 (0.142 to 7.133) -

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group with background antiplatelet therapies, history of myocardial infarction and/or
ischemic cerebrovascular disorder and concomitant diabetes mellitus at baseline as stratum, ° Estimated using Cox
proportional hazard model with treatment group, background antiplatelet therapies, history of myocardial infarction
and/or ischemic cerebrovascular disorder and concomitant diabetes mellitus as fators

4 Unstratified Log-rank test for treatment group ° Estimated using Cox proportional hazard model with treatment group as
a factor

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_km_logrank_hr_vascular2_r_t.sas
OUT=REPORT/OUTPUT/eff_t_km_logrank_hr_vascular2_r_t_i.rtf (08JUN2011 - 10:03)

SFY10810 #A#ER&E=E KL Y5IAH (Module 5.3.5.1-1 Table 51)

WIFEDMENEA X b TREZE,DFAEZE /= OO DI AE SE 11T, T2 b B2 U RET2/216 41 (0.9%)
IO LATZDIZK L, Z7a B RZ LR (02156]) TIEERO Lotz (F61) . HIFOIME
PEA R b TRNAEIEDARFEZE /2 OO OIESE) O REEFEBIFEOHERIZ OV T b mEERH THE R
IO bR o Tz GREE Y — R 0.000 [95%CI: 0.000 to NC] | &% Log-rank #2 € : p=0.1539)
(£ 62) .

WIFEDMAE A N b TINEZE DAGFEZE /2 OMO.OIMESE,/ 2 TO AR 1%, 7 rERZ v
FET 821501 (3.7%) . F 7 m B UHET 8216 5l (3.7%) & WiREL bIZFEEICHRD bz (£ 63)
WD MEMEA X N [IEZE DEZE /& OO LIMAESE, 2 TOAPL] ORFEBEBLREOHERIZ
DONWTHIFEM CHRBRZITRO Lotz R P — K 1 1.030 [95%CI : 0.384 to 2.758] .
J& 5 Log-rank f7E : p=0.9534) (3 64) .

32112 mME%A R+ (25 : 52 8/[)

I (5238M) (2B 2P OMEMEA X N TIEEZE O EZE /2 Ofthod O 58, ik
ARV MZEDABEIX, 7 7 E K7 L)L (CLOP-CLOP) #£C 10/215 41 (4.7%) . 7 v £°2 . (TIC-CLOP)
FET 9216 B (4.2%) (RO BT, EOSFRRBRIIIR 210 LBV THY, /v R L%
S2 G L7z m e K7 LL (CLOP-CLOP) HECIIMdfEZE GEBSEM:) 161, Z Do .LmiEsE 1
| CDAAIZEBPEE 16 | BIPEA 2 M XD ARE 86l (RZLEEHME 3 B, BB IERT O
b2, S TREm 1 6], —&MERNEmIEE26) ThoT,
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K2 -MEOMEEAND b TREE/ DHEE/ ZOMOLLEE  E0ES X2 FZkBABR] ©
SEERMFTRR (£ : 52:8R[) —All randomized population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Vascular event (CI/MI/Other CV death/Hospitalization due to ischemic
event) 10 (4.7%) 9 (4.2%)
Cerebral infarction 1 (0.5%) 4 (1.9%)
Fatal 0 1 (0.5%)
Non-fatal 1 (0.5%) 3 (1.4%)
Myocardial infarction 0 1 (0.5%)
Fatal 0 0
Non-fatal 0 1 (0.5%)
Other cardiovascular death 1 (0.5%) 2 (0.9%)
Death from pulmonary embolism 0 0
Sudden death 0 1 (0.5%)
Death associated with emergency vascular surgery or intravascular
intervention for thrombosis,or associated with limb amputation for
peripheral vascular disease 0 0
Death from heart failure 1 (0.5%) 1 (0.5%)
Death from visceral or peripheral infarction 0 0
Death not definitely diagnosed as non-cardiovascular or hemorrhagic 0 0
Hospitalization due to ischemic event * 8 (3.7%) 2 (0.9%)
Unstable angina 3 (1.4%) 0
Stable angina (exacerbation) 0 0
Exacerbation of intermittent claudication 2 (0.9%) 0
Acute limb ischemia 1 (0.5%) 1 (0.5%)
Transient ischemic attack 2 (0.9%) 1 (0.5%)
Other ischemic arterial event 0 0

@ Hospitalization attributed to Cl or MI events dose not regard as hospitalization event and it except that not to
accompany exacerbation of disease/symptoms

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_event_comp_vascular2_w52_r_t.sas
OUT=REPORT/OUTPUT/eff_t_event_comp_vascular2_w52_r_t_i.rtf (08JUN2011 - 16:28)

SFY10810 ##E#mEE &L Y 5IA (Module 5.3.5.1-1 Table 58)

52 RS TOPPREOMABEMA X b THEEZE DREZE 2 O o L FE /Mt A < Mo &
HANBE] ORFEBERILZ, o' K7 L L (CLOP-CLOP) B£4.3% (95%CI : 1.6t07.1%) . F7 ut’
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v (TIC-CLOP) ¥ 4.4% (95%Cl: 1.6t07.2%) T -o7= (F65) , 7t K7L/ (CLOP-CLOP)
BECBIT DHFEOMETEA X b TIEEZE DR ZE /2 OO EFE/ BiftEA <> M2 LD A
B2l ORBEEHRROHSIL, 2B 2HM) 2@L UIFEF—ETHo7= (®7) .

7T-MFEOMEEAAND b TREE/ DHEE /" ZTOMODMESE EIHEA N MIKDAR] O
Kaplan-Meier & #IRE/h#E (AR : 528M) —All randomized population. SFY10810

020" "¢ op-cLop
——— TIC-CLOP
0.154
5
=
D
=
&
=
E 0.10
=
=
£
=
&)
0.051
0.00
Number at Risk Weeks
CLOP-CLOP215 213 211 208 206 202 198 196 193
TIC-CLOP 216 213 212 209 204 200 200 194 190

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_g_km_vascular2_w52 r_g_i.sas
OUT=REPORT/OUTPUT/eff_g_km_vascular2_w52_r_g_i.rtf (09JUN2011 - 15:44)

SFY10810 #1F#H&EE & Y5IA (Module 5.3.5.1-1 Figure 20)

I (52 ) IS8T 2RO ME A N> b TIEZE D% Z oo DIAE L) X, 7
o B K27 L /b (CLOP-CLOP) #ET 221541 (0.9%) . F2 w2 (TIC-CLOP) BT 8/216 1 (3.7%)
IZERRD BTz (3 66) , 52 FEA TORFEDIMAEMEA N> b TINFEZEDFEZE /2 Ot oD L i BE |
DORFERBLFRIT, 7 v ¥ R 7 L L (CLOP-CLOP) #£0.5% (95%CI:0.0 to 1.4%) , 7 7 ¥° 2> (TIC-CLOP)
B 3.9% (95%CIL: 1.2106.5%) Tho7= (¥67) ., 7 rE K7L/ (CLOP-CLOP) BEIZH1T D)%
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DMEMEA N2 b TIEZE DRTEZE,/Z OMo.OIMESE] ORFERBRIT, 2K (528M) %@
L TR THER STz (X38) .

B-HEMOMEEARY b TIRNEE/DHEE/ ZTOMODMESE] O Kaplan-Meier 2R R ITEARIR
(£#if : 52 58f8) —All randomized population. SFY10810

0.201 CLOP-CLOM
——— TIC-CLOP
0.15 1
51
=
D
=t
)
R
2 0.10]
=
=
£
=
o
0.05 |
PR
A
________ |_|__|
—_—— —— |
r=t - : !_ ! ! [ ! IN
0.00{—tt—tppf—o~ " ‘ i
0 4 8 12 20W . 28 36 44 52
Number at Risk eens
CLOP-CLOP215 213 213 210 208 206 203 201 200
TIC-CLOP 216 213 212 209 205 202 202 195 191

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_g_km_vasculart_w52 r_g_i.sas
OUT=REPORT/OUTPUT/eff_g_km_vascular1_w52_r_g_i.rtf (09JUN2011 - 15:40)

SFY10810 R EE L YSIA (Module 5.3.5.1-1 Figure 19)

IR (523EM) (2RI DR OMBEEA X b THEZE DREZE /2 Do DI 58, 4T o
ABE) 1, 7 RZ LAEE (CLOP-CLOP) T 36/215%1 (16.7%) . 7 rn &Y (TIC-CLOP) #
T 38216 65 (17.6%) 1258 Hilz (K 68) . S2 HRFR TOYPEDMAENEA N b THEFEZE /O
3£/ Z DM OOINE S, 4T O AL O RRERBLERIL, 7 17 B K2 L L (CLOP-CLOP) # 16.8% (95%CI:
11.7t021.8%) . 727 vt Y (TIC-CLOP) #f 18.2% (95%CI : 13.0 t0 23.4%) Th -7 (F69) .

F 7’y (TIC-CLOP) D BFERHLRIL 20 ARLIFE NS 7 o v K27 L)L (CLOP-CLOP) #f X
DHEELSHBE LN, F7urbelombrat R LVIZEI D R 2EHZO 12 8 55 20 B E T
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OHEREILZ v B K7 L L (CLOP-CLOP) BELIZIEFRIBEDHEE Z/ R L TWAH Z Enh, ZORMBRILR
OEFITEAG D R Z OB L HALOTIERWEEZ L (K9) |

9-IEDMESEA RN b TREE/DHEE /" ZOMOLONER £ TOAR] @
Kaplan-Meier 25 IR ZEih4E (28R : 52 @R) —All randomized population, SFY10810

0.201

CLOP-CLOP
——— TIC-CLOP
0.15
8
=
D
=
9
=
E 0.10
=
=
£
=
Q
0.05 1
0.001 T T T T T T T T T
0 4 8 12 ZO\V K 28 36 44 52
Number at Risk eeks
CLOP-CLOP215 211 207 203 200 194 185 180 171
TIC-CLOP 216 212 208 204 198 188 180 175 167

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_g_km_vascular3_w52 r_g_i.sas
OUT=REPORT/OUTPUT/eff_g_km_vascular3_w52_r_g_i.rtf (08JUN2011 - 10:06)

SFY10810 R EE L YSIA (Module 5.3.5.1-1 Figure 21)

KIHBIREBREREICZ e E R LV 75mgl B 1 [B1% 52 G Lz & OO MEMEA <> k
[MEEZE /DA ZE /€ DO LILE FE ) O BEEREBLHRIT 0.5% (95%CI : 0.0 to 1.4%) & KR THER?
ENTEY, YFEOMEMEA X b TINEIE DI/ 2 OMoOESE, Bt < ML b
APt OREFBEOHRITHE 1 WK OHE 2MAHL TUIFE-EL Wl b, ZrE R L)L
wRMEE (S2HMEE) LESETOAMEIRI-A TS EBx b, — ., Fr/rEY Y
(TIC-CLOP) #TIX, F7 vy b7 n bt K7 LIl Y &z 72 12 IR AT CHI%E O a1
AR b TINEEZE D AESE /2 O Ui g BE, A R M KD ARE) O RERBIREOHER
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WCEEN I A ONT, 12BLUEOHBEL 7 e 7 L (CLOP-CLOP) L IFIZREEOHER 2~ LT
W2 s, F/ube v rnbr/unt R LIV EER LIRS TOLAEIMEIME - TnDE Z &
DRI T,

32113 2TOEMEAANY b (ARRDEEZBDHEGLY)

18 (128 BT 2PROETOEMMEA X ML, 7 a8 R LVEET 721561 (3.3%) |
Fra BV URET 1521661 (6.9%) IO LIz (F222)  WIFEOETORIMMEA X MZBET 5
Ja Y R UVABEOTF 7 v ey AR DA — REIE 0.467 (95%CI : 0.190t0 1.147) & HEXE
S, BB OHER TR R CAHE 22T bivie > 7= (85 Log-rank fi 7 : p=0.0880) (& 23),

R22-MEOLTOEMmMEA RN FOFFEAMHFTRKR (18 : 12:38/) —All randomized population.

SFY10810
PRIMARY SYSTEM ORGAN CLASS
HLGT: High Level Group Term
HLT: High Level Term Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
All ischemic event 7 (3.3%) 15 (6.9%)
NERVOUS SYSTEM DISORDERS 1 (0.5%) 1 (0.5%)
HLGT: Central nervous system vascular disorders 1 (0.5%) 1 (0.5%)
HLT: Central nervous system haemorrhages and cerebrovascular accidents 0 1 (0.5%)
Cerebral infarction 0 1 (0.5%)
HLT: Transient cerebrovascular events 1 (0.5%) 0
Transient ischaemic attack 1 (0.5%) 0
CARDIAC DISORDERS 0 5 (2.3%)
HLGT: Coronary artery disorders 0 5 (2.3%)
HLT: Coronary artery disorders NEC 0 1 (0.5%)
Coronary artery occlusion 0 1 (0.5%)
HLT: Ischaemic coronary artery disorders 0 4 (1.9%)
Acute myocardial infarction 0 1 (0.5%)
Angina pectoris 0 3 (1.4%)
VASCULAR DISORDERS 2 (0.9%) 5 (2.3%)
HLGT: Arteriosclerosis, stenosis, vascular insufficiency and necrosis 2 (0.9%) 5 (2.3%)
HLT: Peripheral vasoconstriction, necrosis and vascular insufficiency 2 (0.9%) 5 (2.3%)
Arteriosclerosis obliterans 0 2 (0.9%)
Femoral arterial stenosis 0 1 (0.5%)
Femoral artery occlusion 0 1 (0.5%)
Iliac artery stenosis 1 (0.5%) 0
Intermittent claudication 1 (0.5%) 1 (0.5%)
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PRIMARY SYSTEM ORGAN CLASS
HLGT: High Level Group Term

HLT: High Level Term Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
INVESTIGATIONS 4 (1.9%) 4 (1.9%)
HLGT: Cardiac and vascular investigations (excl enzyme tests) 4 (1.9%) 4 (1.9%)
HLT: Vascular tests NEC (incl blood pressure) 4 (1.9%) 4 (1.9%)
Ankle brachial index decreased 4 (1.9%) 4 (1.9%)

SOC: System organ class, HLGT: High level group term, HLT: High level term, PT: Preferred term

MEDDRA 14.0

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.
Event composition is summrized by primary SOC, HLGT, HLT and PT.

PGM=PRODOPS\SR25990\0VERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff_ischemic_1st_comp_r_t.sas
OUT=REPORT\OUTPUT\sfy10810_eff_ischemic_1st_comp_r_t_i.rtf (12AUG2011 - 15:40)

R23-EOETOEMMES R FOFBFTER (55 1 81: 12 8[]) —All randomized population, SFY10810

Clopidogrel Ticlopidine
(N=215) (N=216)

Number of events, n (%) 7 (3.3%) 15 (6.9%)
Cumulative incidence (95% CI)* at Week 4 0.005 (0.000 to 0.014) 0.019 (0.001 to 0.037)
Cumulative incidence (95% CI)* at Week 8 0.019 (0.001 to 0.037) 0.028 (0.006 to 0.050)
Cumulative incidence (95% CI)* at Week 12 0.033 (0.009 to 0.057) 0.066 (0.033 to 0.100)
Stratified Log-rank test p-value® 0.0880 -

Adjusted Hazard ratio (95% CI)° 0.467 (0.190 to 1.147) -
Un-stratified Log-rank test p-value? 0.0859 -
Un-adjusted Hazard ratio (95% CI)° 0.466 (0.190 to 1.142) -

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group with background antiplatelet therapies, history of myocardial infarction and/or
ischemic cerebrovascular disorder and concomitant diabetes mellitus at baseline as stratum, ° Estimated using Cox
proportional hazard model with treatment group, background antiplatelet therapies, history of myocardial infarction
and/or ischemic cerebrovascular disorder and concomitant diabetes mellitus as factors

4 Unstratified Log-rank test for treatment group ° Estimated using Cox proportional hazard model with treatment group as
a factor

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff_ischemic_1st_main_r_t.sas
OUT=REPORT\OUTPUT\sfy10810_eff_ischemic_1st_main_r_t_i.rtf (12AUG2011 - 19:17)

2 (28 BT A2UEOETOEmMMEA X ME, e K7 L (CLOP-CLOP) BT
2721541 (12.6%) . F7 v ¥ (TIC-CLOP) #ET 24216 %1 (11.1%) 2RO BN (F70) , 52
WRE L TORFEOETOREIMNMEA X FORBEFEIELIL, 7 e K7 L (CLOP-CLOP) £ 13.0%
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(95%CI1:8.5t017.6%) . 77 1 £ (TIC-CLOP) #£ 11.5% (95%CI:7.2t015.8%) TH -7 (& 71) .
71 K7 L)L (CLOP-CLOP) BEICEHIT AU OETORIMMEA X N OBRBERBEROHER T, 20
M (52M) Z@LTFFE—ETH-o7- (K 10) .

10-IEDETOEMHEA N> kD Kaplan-Meier RIEFRIREMIE (£HM : 52:8) —Allrandomized
population, SFY10810
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Number at Risk eeks
CLOP-CLOP215 212 211 206 199 193 185 178 175
TIC-CLOP 216 212 208 201 193 188 186 181 176

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff_ischemic_w52_km_r_g.sas
OUT=REPORT\OUTPUT\sfy10810_eff_ischemic_w52_km_r_g_i.rtf (12AUG2011 - 17:10)

18 (12 I2BWT, ¥IEOETORMMEA X NORBEHRBELZ 7o KT LAREE T
2V URETHE LR, BEBBROHRICWEEM CHRERAZITRO T, B TOREIMmMEA ~
¥ hDOUATRBIHRIZONWT HWFER TR E RE VTRV EB X b, £o, JrE RS L
&G (2% ES) LeHGa TbEOMRIIRZNATND LIS,
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3.21.1.4 TEOEMmMMEA X2~ ABI
THEOEMmEA 2 b

51 (1280) (2B 25O FEOEMMEA X NI, 778 RZ LAVEET 621561 (2.8%) .
Fru e RETI216 6] (42%) IZRDO LN (£ 24) o FIFEO TROEMMEA N2 MIET 27
B R UAROT 7 a ey RIS DN — REHIE 0.683 (95%CI @ 0.242t0 1.922) L H#EE S
N, BRI HROHERICHEEN CTHERZEITRD e o 7= (J8 5] Log-rank # iE : p=0.4656) (5 25),

R24-DROTROELEA N FOFFERFKETRKR (5 181 : 1258[) —All randomized population.

SFY10810
PRIMARY SYSTEM ORGAN CLASS
HLGT: High Level Group Term
HLT: High Level Term Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)

Ischemic event in extremity 6 (2.8%) 9 (4.2%)
VASCULAR DISORDERS 2 (0.9%) 52.3%)
HLGT: Arteriosclerosis, stenosis, vascular insufficiency and necrosis 2 (0.9%) 5(2.3%)
HLT: Peripheral vasoconstriction, necrosis and vascular insufficiency 2 (0.9%) 52.3%)
Arteriosclerosis obliterans 0 2 (0.9%)
Femoral arterial stenosis 0 1 (0.5%)
Femoral artery occlusion 0 1 (0.5%)

Iliac artery stenosis 1 (0.5%) 0
Intermittent claudication 1 (0.5%) 1(0.5%)
INVESTIGATIONS 4 (1.9%) 4 (1.9%)
HLGT: Cardiac and vascular investigations (excl enzyme tests) 4 (1.9%) 4 (1.9%)
HLT: Vascular tests NEC (incl blood pressure) 4 (1.9%) 4 (1.9%)
Ankle brachial index decreased 4 (1.9%) 4 (1.9%)

SOC: System organ class, HLGT: High level group term, HLT: High level term, PT: Preferred term

MEDDRA 14.0

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.
Event composition is summrized by primary SOC, HLGT, HLT and PT.

PGM=PRODOPS\SR25990\0VERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff_pad_1st_comp_r_t.sas
OUT=REPORT\OUTPUT\sfy10810_eff_pad_1st_comp_r_t_i.rtf (12AUG2011 - 15:53)
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= 25- RO TEROEMmMEA N2 FOFEFTFESR (5 1 #1: 12 :8/) —All randomized population, SFY10810

Clopidogrel Ticlopidine
(N=215) (N=216)

Number of events, n (%) 6 (2.8%) 9 (4.2%)
Cumulative incidence (95% CI)* at Week 4 0.005 (0.000 to 0.014) 0.009 (0.000 to 0.022)
Cumulative incidence (95% CI)* at Week 8 0.014 (0.000 to 0.030) 0.019 (0.001 to 0.037)
Cumulative incidence (95% CI)* at Week 12 0.028 (0.006 to 0.051) 0.038 (0.012 to 0.063)
Stratified Log-rank test p-value” 0.4656 -

Adjusted Hazard ratio (95% CI)° 0.683 (0.242 to 1.922) -
Un-stratified Log-rank test p-value® 0.4556 -
Un-adjusted Hazard ratio (95% CI)° 0.678 (0.241 to 1.904) -

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group with background antiplatelet therapies, history of myocardial infarction and/or
ischemic cerebrovascular disorder and concomitant diabetes mellitus at baseline as stratum, ° Estimated using Cox
proportional hazard model with treatment group, background antiplatelet therapies, history of myocardial infarction
and/or ischemic cerebrovascular disorder and concomitant diabetes mellitus as factors

4 Unstratified Log-rank test for treatment group ° Estimated using Cox proportional hazard model with treatment group as
a factor

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff_pad_1st_main_r_t.sas
OUT=REPORT\OUTPUT\sfy10810_eff_pad_1st_main_r_t_i.rtf (12AUG2011 - 19:16)

AWM (52 ) (2B 2O FEOEMMEA < ME, 7= K7 L (CLOP-CLOP) BT
16/215 %1 (7.4%) . F27 m ' (TIC-CLOP) T 13/216 f5l (6.0%) \ZiBH Bz (£ 72) , 52
ERE R COPPFED FEOBIMNEA N FORERBIRIL, 7o K7 L (CLOP-CLOP) # 7.7%

(95%CI:4.1t011.4%) . 77 v ¥ (TIC-CLOP) ¥ 6.2% (95%CI:2.9t09.5%) TH o7 (£ 73)
/vt K7 L/ (CLOP-CLOP) BHIZHIT DD PR DOBIMYEA <X b O RERILOHER L, 28
M (523@R]) ZBELUIIF—ETho7z (K11) ,
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M -PEOTROEMEA N2 FD Kaplan-Meier RIEFHIREMR (£HAR : 52 58R) —Allrandomized
population, SFY10810
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TIC-CLOP 216 213 210 207 197 193 191 186 183

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff pad w52_km_r_g.sas
OUT=REPORT\OUTPUT\sfy10810_eff pad_w52_km_r_g_i.rtf (12AUG2011 - 14:53)

ABI :

ABI DR—2 T A Ml (BEHFZ) X, 7 v K7 L (CLOP-CLOP) #£0.790 (0.215) LkONFZ
7 B2 (TIC-CLOP) #%0.814 (0.205) &-o7- (£76) ., 7 mE N7 L/ (CLOP-CLOP) #£® ABI
D 12 B R RS2 HRFR TONR—RF A b OYEE bR BEERZ) X, 0.002 (0.079) &KW
0.001 (0.107) . F¥7 rEY > (TIC-CLOP) HETIXZHE40.010 (0.093) KXTr0.001 (0.112) TH
STz, 12EREETON—RT A b OYHEEITHIEER] CRE REWVITREO b ho T,

7 va ¥ K7 L (CLOP-CLOP) #£d ABI OHe X, MM (52 M) 2@ L CUIEF—ELTEL,
REREE LD N2 oT-, (K 12) .
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12 - ABI DRI HEFE (2HAR - 52 588) —All randomized population, SFY10810

0.20

0.154

0.104

0.05+

0.00

-0.05+

ABI change from baseline

-0.10 ] L

-0.15+

-0.20
Number of Subject W4 W8 W12 W20 W28 W36 W44 W52 LV
Clopidogrel 215 212 210 208 206 201 201 199 208

Treatment : == Clopidogrel ‘

LV = value is defined as the value collected at or just prior to the last IP intake

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_abi_cng_line_w52_onearm_r_g.sas
OUT=REPORT\OUTPUT\sfy10810_abi_cng_line_w52_onearm_r_g_i.rtf (08SEP2011 - 16:54)

F1H (128 2\ T, WO FTRROBIMMEA X NORBERIALL 7 n e KT VARET S
BV URETIR LR R, BREBBROMBICHBE M CHEERETRO T, T OB A~
¥ b DU AZRBENRIZONT S WHER] TR EREWVIT RV EB X bz, E£72. ABI ORRRHIHER
IZHZENRD ST ABHCEE S FREOBIHRFAZEDRIEICH B TR ERE TRV EEZ DN,
LLEX Y REEEARGE B 5 M rEER 038 GBAL) b RIC >N T 7 rE R LAEEE 5
AV UBTTREREVTRRWEEZDONTZ, /2, 7B R LA 2RBEELEZSEATHLZED
FIFETZ N TV D EHEl ST,
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3212 7TO—LMREREERRE LI-ENERKHER (CAPRIE)

RAERE BREREEMICB TS 70 K27 L 75mgl A 1 RIIT ALY > 325mg 1 B 1A%
RIBER, R/ VERRE Lc L SO FREFEEE & U THRE L0 MBS~ b TiEEZE,/
DABREZE / Z O DI FE) 1%, 7 1 R 7 LVEET 215/3223 18] (6.7%) . 7 A U U RET 277/3229
Bl (8.6%) IZFBD BT,

WIFEDIMAENEA N N OGFEARIRBRIITIE 260 80 TH Y | IFFZEORBLILX /7 v & K7 LVEE
T8IH (2.5%) . TAE Y LRET 824 (2.5%) &WIBEL bICFELEICERD DALY, DR KL O
FOMDOLMAEFEDOFBITNVTN S 7 g RS LARETO o7 (LEREZE : 7 o v K7 LIVEE 68
Bl [2.1%] . TAEU U108 41 [3.3%] . ZOMMOLMESE - 7 o e K7 LVEE 6661 [2.0%] |
TAEY BT [2.7%] ) .

& 26-IROMEEARNY ~ TREE/DHEE /" ZOMODLIMESE ] 05 5ERFHETRKR
(28R : &KX 3 €M) —All randomized population, CAPRIE (PAD £H)

Clopidogrel ASA
(N=3223) (N=3229)
Vascular event (IS/MI/Other vascular death) 215 (6.7%) 277 (8.6%)
Ischemic stroke 81 (2.5%) 82 (2.5%)
Fatal 0 0
Non-fatal 81 (2.5%) 82 (2.5%)
Myocardial infarction 68 (2.1%) 108 (3.3%)
Fatal 11 (0.3%) 8 (0.2%)
Non-fatal 57 (1.8%) 100 (3.1%)
Other vascular death 66 (2.0%) 87 (2.7%)
Death from pulmonary embolism 66 (2.0%) 87 (2.7%)

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_O01\REPORT\PGM\caprie_eff vasc1_comp_r_t.sas
OUT=REPORT\OUTPUT\caprie_eff_vasc1_comp_r_t_i.rif (29JUL2011 - 17:20)

IR (BK 34ER]) 128 2 H38 D MM A X b [IMBEZE /D AEZE /2 O oL SE] O
%ﬁﬁ%%%m:\ﬁﬁ%ﬁﬁ@%@(mmmwmﬂ*&%ﬁﬁﬁﬁ)%Ewﬁfo

WIFEDIMENEA N b TIEEZE /DpAEZE /Do LILESE) I 7 e B R LABEOT A
B RIS AN — RERIE 0.763 (95%CI : 0.638t00.911)  [FH Y A 7 i3« 23.7% (95%CI :
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89t036.2%) ] LHEESN, BERERI/ o R VA THREILERN E2VRE72 (Log-rank
FRE : p=0.0028) ., 6 » A, 14, 2, 3FERERIARITNHL7/7 e R LARTELS, 7
RZLADT AR AZKT HFREMEIT D &G 3FER ETHERF SN TWD Z L2VRE
i,

R27T-FEOMEEA AN b TREE/DHEE " ZOMOLIMEI ] O FITHER (2HH : &KX 3 F£MH)
—All randomized population, CAPRIE (PAD £H)

Clopidogrel
(N=3223)

ASA
(N=3229)

Number of events, n (%)

Cumulative incidence (95% CI)* at Month 6

Cumulative incidence (95% CI)" at Month 12
Cumulative incidence (95% CI)* at Month 18
Cumulative incidence (95% CI)" at Month 24
Cumulative incidence (95% CI)" at Month 30
Cumulative incidence (95% CI)* at Month 36

Log-rank test p-value®
Hazard ratio (95% CI)*

215 (6.7%)

0.013 (0.009 to 0.017)
0.030 (0.024 to 0.036)
0.055 (0.046 to 0.063)
0.071 (0.061 to 0.081)
0.087 (0.074 to 0.099)
0.119 (0.097 to 0.142)

0.0028
0.763 (0.638 to 0.911)

277 (8.6%)

0.022 (0.017 to 0.027)
0.050 (0.042 to 0.057)
0.070 (0.061 to 0.079)
0.092 (0.081 to 0.103)
0.116 (0.101 to 0.132)
0.134 (0.113 to 0.156)

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group, ° Estimated using Cox proportional hazard model with treatment group as a factor

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_eff_vasc1_main_r_t.sas
OUT=REPORT\OUTPUT\caprie_eff_vasc1_main_r_t_i.rtf (29JUL2011 - 17:14)
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B 13- #FEDOMEMA N b TREE/DFHEE/ ZOMOLMET] O Kaplan-Meier RIEFH IR MR
(£HR : &KX 3 €M) —All randomized population, CAPRIE (PAD (M)

0.201 Clopidogrel
——— ASA
0.151
51
=
)
=
13)
R
E 0.101
=
=
g
=
&}
0.05 1
0.00 T T T T T T T
0 6 12 Month 18 24 30 36
Number at Risk on
Clopidogrel 3223 3168 2806 1990 1285 559 135
ASA 3229 3150 2766 1962 1230 538 124

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_eff_vasc1_km_r_g.sas
OUT=REPORT\OUTPUT\caprie_eff_vasc1_km_r_g_i.rtf (29JUL2011 - 17:21)

FIFEDOIME M A X b TIEEZE, DR IEZE /- OO L MEFE] 122V C, SFY 10810 #ER D35
HEICEDLE T, 77 b 1| FHORBBERBROHER 2 M5 LT,

| R R E TOYPPFEDIMEMEA X2 b THNEEZE L FEZE /= OfMOLIES] 1, Z7ae e RJ7 L
JVEET 97/3223 451 (3.0%) . T AE U RET 160/3229 1] (5.0%) (ZFRD DTz, WIFEDMENEA X
N OSFERIFEBURPLIZFE 28D L0 ThH 0 | fFZE, DHHE KR OZ OO L FEOFRBIZW T
L7 R UVARECTORD 5T, VFERERE TOPFEDOMENEA X b [IEESE/OAifEZE /2 D
oD DS SE | OFFFTHE R 2 3% 7512, BREBBIROHER (Kaplan-Meier RAERHBLRRR) &1 141K
T VFERATORBRIEIL, 72 R LIVEE3.0% (95%Cl: 2.4t03.6%) . 7 AE Y U 5.0%
(95%CI : 4.2t05.7%) T -7z,
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R28-MROMEEARD + TIRNEE/DHEE /" ZOMODMESE] OIBHNFETRIKRE (1 FRR)

—All randomized population, CAPRIE (PAD £H)

Clopidogrel ASA
(N=3223) (N=3229)
Vascular event (IS/MI/Other vascular death) 97 (3.0%) 160 (5.0%)
Ischemic stroke 34 (1.1%) 54 (1.7%)
Fatal 0 0
Non-fatal 34 (1.1%) 54 (1.7%)
Myocardial infarction 31 (1.0%) 63 (2.0%)
Fatal 4 (0.1%) 7 (0.2%)
Non-fatal 27 (0.8%) 56 (1.7%)
Other vascular death 32 (1.0%) 43 (1.3%)
Death from pulmonary embolism 32 (1.0%) 43 (1.3%)

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.
PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_eff vasc1_1y_comp_r_t.sas

OUT=REPORT\OUTPUT\caprie_eff_vasc1_1y_comp_r_t i.rtf (29JUL2011 - 17:15)
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K14 -#FOMEEARNY + TIHEE/DIHEE /" ZOMODMESE] O Kaplan-Meier RiEFK I =R
(1 E£# =) —All randomized population, CAPRIE (PAD £H)

0.201 Clopidogrel
——— ASA
0.157
5
=
2]
=]
)
=)
E 0.10
=
=
£
=
Q
0.00 1 T T T T T T T T T
0 4 8 12 ZOVV K 28 36 44 52
Number at Risk eens
Clopidogrel 3223 3214 3206 3197 3178 3165 3139 3117 2933
ASA 3229 3217 3205 3194 3171 3138 3109 3077 2881

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_eff vasc1_1y_km_r_g.sas
OUT=REPORT\OUTPUT\caprie_eff_vasc1_1y_km_r_g_i.rtf (29JUL2011 - 17:17)

3213 WNEEEBZEZXNRE L-ERNFEODEERRKHER (DV7314-23)

MFESESE  (DJEMEMIERIE 2 RS ) BFEICZ7 nE RZ L 75mg 1 B 1 [BIXEF 27 12 £ 200 mg
1A 1A% 52 @G Lz b & OTEMBEA & U CRRE LIEMIROMEMEA R & TEZE /D5
FEZE,/ = OMMOLME] X, Z7a e RZLARET 175736 (3.0%) . 77 v U FET 15/578
(2.6%) TR HITZ, FIROMBEMEA X2 b OSEBIRBURIUIE 290 L BY THY | WEEL HI

MFEZECTh - 7=,
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R29-IFEOMEEA N2 b [REE/DHEE/ZOMDDIMEIE] DR FREBTINR—FAS,

DV7314-23
Clopidogrel Ticlopidine
(N=573) (N=578)
Vascular event (CI/MI/Other CV death) 17 (3.0%) 15 (2.6%)
b 458 ZEfiE 17 (3.0%) 15 (2.6%)
DA EEAE 0 0
Z DD MEE 0 0

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\dv23_eff_vasc_comp_f _t.sas
OUT=REPORT\OUTPUT\dv23_eff vasc_comp_f t_ i.rtf (11AUG2011 - 16:37)

WIFEDMEMEA N2 b TIEZE /O AREZE /2 DAoL JE ] OFENTHRE R 2 4 3012, BRI B
DOHER  (Kaplan-Meier AFEF B ANHR) £ 1512777,

VIO MAE A N b TINEZEDFEZE /2 O OIESE ) IZBT 57 v R LAEEDO T -
0B UREIRT D N — REEIX 0.977 (95%CT : 0.488t0 1.957) & HEE v, RFEBEIROHER I
M CHERZTR D b/ o 7= (Log-rank MiE : p=0.9483) , 52 HEFS CORBERERIT, /1
ERZUARE3.6% (95%CL: 1.9t052%) . F7 b B 3.4% (95%CI: 1.7t05.1%) Thol,

R3I0-MEOMEMEA R b TREE/DHEE " ZTOMODMEIE] OFEFTIERE—FAS, DV7314-23

Clopidogrel Ticlopidine
(N=573) (N=578)

Number of events, n (%) 17 (3.0%) 15 (2.6%)

Cumulative incidence (95% CI)* at Week 2 0.002 (0.000 to 0.005) 0.002 (0.000 to 0.005)
Cumulative incidence (95% CI)* at Week 4 0.002 (0.000 to 0.005) 0.005 (0.000 to 0.012)
Cumulative incidence (95% CI)* at Week 6 0.002 (0.000 to 0.005) 0.007 (0.000 to 0.015)
Cumulative incidence (95% CI)* at Week 8 0.002 (0.000 to 0.005) 0.009 (0.001 to 0.018)
Cumulative incidence (95% CI)* at Week 12 0.006 (0.000 to 0.012) 0.014 (0.004 to 0.024)
Cumulative incidence (95% CI)* at Week 20 0.010 (0.001 to 0.018) 0.018 (0.006 to 0.030)
Cumulative incidence (95% CI)* at Week 28 0.018 (0.006 to 0.029) 0.023 (0.010 to 0.037)
Cumulative incidence (95% CI)* at Week 36 0.022 (0.009 to 0.035) 0.028 (0.013 to 0.044)
Cumulative incidence (95% CI)* at Week 44 0.022 (0.009 to 0.035) 0.034 (0.017 to 0.051)
Cumulative incidence (95% CI)* at Week 52 0.036 (0.019 to 0.052) 0.034 (0.017 to 0.051)
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Clopidogrel Ticlopidine
(N=573) (N=578)
Log-rank test p-value® 0.9483 -
Hazard ratio (95% CI)* 0.977 (0.488 to 1.957) -

@ Kaplan-Meier technique with Greenwood's variance estimation
b Log-rank test for treatment group, ° Estimated using Cox proportional hazard model with treatment group as a factor

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\dv23_eff vasc_main_f t.sas
OUT=REPORT\OUTPUT\dv23_eff vasc_main_f_t_i.rtf (11AUG2011 - 16:36)

15-MEOMEEARY b TREE/DFHEE/ZOMOOMESE] O Kaplan-Meier 2T R IAEARER
—FAS. DV7314-23

0.201 Clopidogrel
——— Ticlopidine
0.151
]
=
D)
=
3)
g
E 0.10
=
=
£
=
Q
0.051
0.001
Number at Risk Weeks
Clopidogrel 573 557 535 522 491 460 449 439 303
Ticlopidine 578 541 477 446 416 387 376 359 248

PGM=PRODOPS\SR25990\0VERALL\CTD_2011_01\REPORT\PGM\dv23_eff vasc_km_f_g.sas
OUT=REPORT\OUTPUT\dv23_eff vasc_km_f _g_i.rtf (11AUG2011 - 16:38)
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322 BAMHEICET HER

SFY10810 #kBR Tld. KMEAREBERE OIMEMA X FEAEY 27 OERBUCHR S TWDL T 7
BEY200mgl H 1EZGBICZ B K7LV 75mg 1 B 1 EIOMEEA X2 h DU A7 Kkh 5
Z 12 B O S5-HIR TR L 7=,

WIFEDMAE A N2 b TIMAEIEDAREZE /2 O OIESE, e A <~ M2 L D ABE) 128
TH7aE RTUVABOTF 7 o B IR 23 o — REHIE 1.058 (95%CI : 0.148t0 7.581) &
HEE S (85N Log-rank #27E : p=0.9553) | 12 KA CORBBIELIT I o v K7 VIVEE0.9%, T
7Y URE0.9%E [FRRE CTh o 7o, MO MAEMEA Nk TINEEZE /DA FEZE, % O Lo Ui 3 )
DBRFEHBRICOWVWTH M CRBE TH o7 AP — R 1 0.000 [95%CI : 0.000 to NC] | &
Il Log-rank &€ : p=0.1539) , & HIZABEOF A RO/ WAETORMMEA <2 MW TBIIFENT
L7, 12 RS CORR DR TORMMEA N FORREBHRET 7 o R LIV 33%, 77
1B R 6.6%E MEETCHRRE Cho7c GHFE NP — N @ 0467 [95%CI : 0.190 to 1.147] | &%
Log-rank & & : p=0.0880) .

LbED X oiz, AhtebtiE e & UTRIE LIWIEOMLE A~ b TIEZE,DARTEZE /% O fth,
DOMIETE] Je O THAEZE /DB REZE /2 OO D& S8 /e itk A <> M XD AR . N8
IR E TH DR DO TORMMEA X FOBRERARIVTNL b7 R LVAREEF 7
CUBTHRBRE ThH T2, KMEBIREREF LT 70— AMEIE Th 2 M EIERE 2R L Lz
DV7314- 23 B CTIZZ7 e B RZ7 L 75mgl H 1ENZF 72 200mg 1 B 1 [EIIS 5 2w i &
AR FOY AR RP RSN TWD 2 EbBEZ D L. RIEBREEBREICH LT rE R
LA 75mgl B 1ENIXFZ7 o 200mg 1 A 1 [EIE FRFREOMEEA X2 ROV 27 (KR %
HifFcEreEILNT,

F72. SFY10810 FRERIZH VT, MIETH DT 7 0 ¥ U OHE « ZhRITHEY T D KA EIIRE B
(2R D MR O FE B CEAL) I RIC W TFREOEImMEA <> b kO TABIOZEH)| %
FEMFERE & LR L, T OREER, [TFROBMmMIEA <> b ORBELO TABIOEH)| T/ ot
RZVAEELEF 7 ua BV U BECRIRE CTH 722 £ RMEARIEBICHE S B R O R B (G
b) IHIZRICONWTHZ B E R LA EF 7 a ey b TREREWITRL, R A2 % W15
TEHEEBEZBNT,

SFY10810 iBRC/ m B R L)L 75mg1 H 1 [Fl% 52 8H& 5 Lo & OO MEMEA < R
FEZE MR EEZE & OO IAEFE] ORFEFRBEIL 0.5% (95%CI : 0.0 to 1.4%) LR THEFF S
THRY., THHEEZEOAEZE /oo g ) 18 RS X2 M X2 AR 2z 7-8a6=
¥ RAA Y NORERBEROHE S 2 HMOBEEHMABL UIF—EL W, Z7rE R LV
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75mg 1 A 1[81})X CAPRIE R O KRR B 1TxE 2 1~3 /G T AU DA 90
MIRSNTND Z & LUKRMHBIRER & [F CRMED T 7 a— Al iE C & 5 I 28 iE B 5 % x5 &
L7z DV7314-23 ARBR ClE 52 M5 T/ e e RZ L 75mg 1l B 1ENZFZ7 o2 200mg 1 H 1
I BRRWMENMEA X O U AT RBENRPRIN TSI e a2 EE 25 . 7 rE K7 L1 75 mg

1A 1ENEAARARMBIIRR BT L TH RN ZRMEMEA ~ DU X 7K R 2 HfFT&
LEEZLNT,

72k, SFY10810 kD F 7 m vy (TIC-CLOP) RETCIX, F7rbEyrhb 7t K7 LLiy)
VR Z T2 12 BRI CHIR O MAEVEA X B Tt ZE/OAiiZE /2 oo LI ag 58,/ HE Ak A ~
v MZ XD ABE) OBRBEBEBEOHBICERIALNT, R2BEUREOHBEL 7 nE K7 L)L
(CLOP-CLOP) Bt L IFIFRMROHER Z R L T2 &b, F7ubyrnb 7 at’ K7 LV
B LI26CH RANBIRGE BAEE TR LTI SN2 AT RN D & B 2 b,

33 MAEHIZEITHHEROLE

3.3.1 AO#MHFHRUOEEE RN
RIEBIRE B RE X8 & LI2ENFEIFEERRER (SFY10810)

SFY 10810 iR CIiL. & MEA X2 bDORIN DR o7203, 7o KT LILOAMEICEE LY K
FET RN 2 ERIITRE LT,

SFY 10810 SR 1 # (12 W):%wf\@%®m%ﬁ4NybF%@%/b*@%/%®m
OLMAE S EIMMEA R MK D ABE) OFBUIKTT 2L T OE RE 712 K 2 LM LR
(F77. £78) | s & BEIRFIIEBAE O K 12 @xﬁﬁﬁhmbaht(xﬁﬁﬁ®p
fE=0.0455 }% 1} 0.0059) ., & DOfthdFFH[A] _ﬁﬁﬁmEW% IR B oz,

o ANDFERERRRE e OB Rt

- HEER (65 AT, 65 LA b 75 BT, TS LA L) . IREE (50 kg AR50 kg LL_E 70 kg
KAt/ 70 kg LAE)  MERIL WRE GERER B EOWBUEE R OWBER)

o REOFHE

- PAEMEREELAE (ASO) . BAZEMMARME R (TAO) . X—R T A KD ABI (0.5 K
i, 0.5 LA B, 0.9 K0,709 L0 ) . ABI0.9 K OBIEDOMBRIER T, THIZX 3 2 1E
I AT DREER 2 14 5 BRI AT OBEFE
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o ERBEERE - AOHE
- INREZE. —IRVERE M RELE, ODARREZE, FROME. O oIt e, Eif)E, EiRMmEE, b
PRI, R, BER, OEME, BERPMERE, ME et SHE R AE

o RIEWRRE LMOT T v —slieiE (BN ERES, L) OBEE - &0F

- HEAEAN M A PR E SO DA IR ORETE - & 0F, DAFEZEO OB - S 0F, N
BEEOZOBAE - AOF, MMM E PR E & OFEIE O T OBETE - & 0F

F72. SFY10810FEBR T m v K7 L v % S2 @l Lz & E OPFEOMEMEA N2~ [fiiEzE
DMRESE /2 OO DETE, Bt A X NS X D ABE) ORBIEIS 245795 RN R BRI L
ToRER (3279, % 80) | i (65 kAl /65 melh b 75 A, 75 Wk P 1) B TTR & Z25E VTR
BN D oo, DT T a— A fARSE O fi i i B 3D A ZE) ORERE - & 0F oA 5T,
BEFE « BB 72 0EBE T 41% (7170 61) | BEFE - G0 HLBET6.7% B/M45H]) &, o7 T
— AMARTEDBETE - B 0FR & 2 BE DT R ED > T,

77 u—AMRIERE EXIR E U ENERFAER (CAPRIE)

R ERZEBEE BT B RE S, ML REBOGIHIFERICZ . ZNOOREBEZEHFTS
BETOME A N FEAEY 27 PNELS 2D 2 ERP LT > TND(10),

CAPRIE i O R EMRE S BE LA ORI OfE R (K 31) T, o7 7 e—AiesiE (§
I AN LA 5 ST R ARIE) DBELE - AU S D B R OBEE - A0 e VB OV o BEE
WXL TH 7 E RZLVET ALY > bl U CTHEMEA X b ( THNEEZE D iEZE % Ofhod
DIESE] ODEEGTY RARA Y N) OUAZRBEIRIE N ERRINTND,

WIFEDMAEMEA N2 b THEZE DR EEE /2 OMo.LImESE] ICBT 2527 v e R LARED T A
VU UREICKT AR Y R 2 A ERIT, oo 7 T o — A MARIE OB - S0 2 BE R OBEE - &
PER IR WVERE TENEI 29.0% (95%CI : 8.4t044.9%) [/~ — KL :0.710 (95%CI : 0.551t00.916) ]
FKN19.1% (95%CI : -3.8 t037.0%) [/~ — FEk : 0.809 (95%CI : 0.630t0 1.038) ] Th o7,
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=3 -MD7TAO—LMEEDEEE - EHATOMHEOME A RN ~ TRREEDFHEE/ZOtO0
MEX] ORBENEGRUV/NY— K (£H#R : &K 3EM) —Allrandomized population, CAPRIE (PAD

&M)
Clopidogrel ASA Hazard ratio P-value for
(N=3223) (N=3229) (95% CI)* interaction”
PAD and (ICD and/or MI) 0.4674
Yes 103/973 (10.6%) 140/963 (14.5%) 0.710 (0.551 to 0.916)
No 112/2250 (5.0%) 137/2266 (6.0%) 0.809 (0.630 to 1.038)
PAD and MI without ICD 0.7495
Yes 64/565 (11.3%) 84/560 (15.0%) 0.723 (0.522 t0 1.001)
No 151/2658 (5.7%) 193/2669 (7.2%) 0.773 (0.625 to 0.957)
PAD and ICD without MI 0.8083
Yes 25/287 (8.7%) 31/282 (11.0%) 0.818 (0.483 to 1.386)
No 190/2936 (6.5%) 246/2947 (8.3%) 0.757 (0.626 to 0.915)
PAD and ICD and MI 0.2187
Yes 14/121 (11.6%) 25/121 (20.7%) 0.531 (0.276 to 1.022)
No 201/3102 (6.5%) 252/3108 (8.1%) 0.785 (0.653 to 0.945)

 Estimated using Cox proportional hazard model with treatment group as the factor in the sub-group
® P-values for treatment by covariate interaction are calculated comparing model chi-squares of likelihood ratio test between
models with interaction and without interaction.
PAD: Peripheral arterial disease, ICD: Ischemic cerebrovascular desease (CI and/or TIA), MI: Myocardial infarction, CI: Cerebral
infarction, TIA: Transient ischemic attacks
Note: Records with missing values for factors or response were excluded from statistical analyses.

PGM=PRODOPS\SR25990\OVERALL\CTD 2011 _OI\REPORT\PGM\caprie _eff vascl_subgroup3 r t.sas

OUT=REPORT\OUTPUT\caprie_eff vascl subgroup3 r t i.rtf (23AUG2011 - 12:17)
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o7z (ZRHAERD pE=0.9632) .

Flo, /vt R7Lvg 52 8RR Lic & & OFIFEOMENEA X b TIEEZE,/OFiEZE /€ Ofh
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BN RERIERE LR (3279) | WIROMEMEA X FORBEIE X, o/ MEEDHEH R 720
AT 24% (28241) | BN HLEET6.0% (8/13341) &, o/ IMEEDHF A& % BF D
FE»n-o T,
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RCHERFS TR, f%@£/b”@£/%@@@bmmﬁj’F@mﬁ4NVk’iéA
Bt MRS RARA » MO RERBEOHRIL S2 MO 5 MM 28 L T3E—
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Ry DY AT REEIR AW TE D EE X B,

o CAPRIE HBR DKM ERE BEFEEFTIE, 7o R L0 75mgl B 1 EFEGET A o~
325mg 1 H 1 [ GIED mEMEA ~2 b ( TINEEZE DR iEZE /2 oo Ll E5E ] OHE
T RRA VB OV ATEBEIEN RSN TS (FHRY A7 R 0 23.7% [95%CI : 8.9
t036.2%] ) o & BT, KRIEEIREEBE L OREBIRIT ORI TIE, o7 7 v — A fAeiE
(Rl PR i L 87 P SO ZE) DREAE - B F & 5 38 L OBEE - AR 2V EFE OV
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1. TEERSHR OB LIBRICET DA R4 > (2002-2003 4EEA RIAFFEHEER ) EBRESR BIC T
2 LR - HUL/ NROEIRICEE 5 A KT A . Circ J. 2004; 68 Suppl IV: 1153-219. [ #RATE K 5.4-22 ]

2. Boissel JP, Peyrieux JC, Destors JM. Is it possible to reduce the risk of cardiovascular events in subjects
suffering from intermittent claudication of the lower limbs? Thromb Haemost. 1989;62(2):681-5. [ #isf&
B 5.4-8]

3. Janzon L, Bergqvist D, Boberg J, Boberg M, Eriksson I, Lindgarde F, et al. Prevention of myocardial
infarction and stroke in patients with intermittent claudication; effects of ticlopidine. Results from STIMS,
the Swedish Ticlopidine Multicentre Study. J Intern Med. 1990;227(5):301-8. Erratum in: J Intern Med.
1990;228(6):659. [ #RfTEKE 5.4-9 ]
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.2007;47:153-62. [ IRFTEEE 5.4-12 ]

5. Norgren L, Hiatt WR, Dormandy JA, Nehler MR, Harris KA, Fowkes FG; TASC 11 Working Group.
Inter-Society Consensus for the Management of Peripheral Arterial Disease (TASC II). Eur J Vasc Endovasc
Surg. 2007;33 Suppl 1:S1-75. [ FRAFEE 5.4-2 ]

6. Ohman EM, Bhatt DL, Steg PG, Goto S, Hirsch AT, Liau CS, et al; REACH Registry Investigators. The
REduction of Atherothrombosis for Continued Health (REACH) Registry: An international, prospective,

observational investigation in subjects at risk for atherothrombotic events-study design. Am Heart J.
2006;151(4):786.e1-10. [ U & ¥} 5.4-18 ]

7. TEBRZIROZW LIBRICBAT 5 A4 K74 > (2005-2008 - A [AIAFEHEA ) A PAZEME B RE
HBORIRT A BT A . Circ J. 2009;73 Suppl 111:1507-69. [ #ATE K} 5.4-6 ]

8. Yamazaki T, Goto S, Shigematsu H, Shimada K, Uchiyama S, Nagai R, et al; REACH Registry Investigators.
Prevalence, awareness and treatment of cardiovascular risk factors in patients at high risk of

atherothrombosis in Japan. Circ J. 2007;71(7):995-1003. [ #fH&E £} 5.4-23 ]
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9. Shigematsu H, Nishibe T, Obitsu Y, Matsuzaki K, Ishida A, Miyata T, et al. Three-year cardiovascular events
and disease progress in patients with peripheral arterial disease: results from the Japan Medication Therapy
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% 34 - BEDMNER—SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Randomized and treated 215 (100%) 216 (100%)
Did not complete the study treatment for all periods 50 (23.3%) 77 (35.6%)
Discontinued the study treatment during 1st period 11 (5.1%) 40 (18.5%)
Patient's request for treatment discontinuation during 1st period 3 (1.4%) 5 (2.3%)
Reason for treatment discontinuation during 1st period
Adverse event 6 (2.8%) 35 (16.2%)
Poor compliance to protocol 1 (0.5%) 0
Lost to follow-up 0 0
Other reasons 4 (1.9%) 5 (2.3%)
Discontinued the study treatment during 2nd period 39 (18.1%) 37 (17.1%)
Patient's request for treatment discontinuation during 2nd period 6 (2.8%) 3 (1.4%)
Reason for treatment discontinuation during 2nd period
Adverse event 28 (13.0%) 24 (11.1%)
Poor compliance to protocol 0 1 (0.5%)
Lost to follow-up 0 1 (0.5%)
Other reasons 11 (5.1%) 11 (5.1%)
Note: Percentages are calculated using the number of randomized patients as denominator.
PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_dis_dispo_r_t.sas
OUT=REPORT\OUTPUT\sfy10810_dis_dispo_r_t_i.rtf (26AUG2011 - 11:52)
# 35 - BEDMANER—CAPRIE (PAD £H)
Clopidogrel ASA
(N=3223) (N=3229)
Randomized and not treated 5 (0.2%) 8 (0.2%)
Randomized and treated 3218 (99.8%) 3221 (99.8%)
Did not complete the study treatmentd 772 (24.0%) 819 (25.4%)
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Clopidogrel
(N=3223)

ASA
(N=3229)

Reason for treatment discontinuation
Adverse event
Withdrew consent

429 (13.3%)
151 (4.7%)

444 (13.8%)
141 (4.4%)

Contraindicated medication 95 (2.9%) 107 (3.3%)
Outcome event 42 (1.3%) 57 (1.8%)
Noncompliance 52 (1.6%) 65 (2.0%)
Qualifying condition not present 2 (<0.1%) 3 (<0.1%)
Lost to follow-up 1 (<0.1%) 2 (<0.1%)
Other reasons 0 0
Note: Percentages are calculated using the number of randomized patients as denominator.
PGM=PRODOPS\SR25990\0VERALL\CTD_2011_01\REPORT\PGM\caprie_dis_dispo_r_t.sas
OUT=REPORT\OUTPUT\caprie_dis_dispo_r_t_i.rtf (07SEP2011 - 14:12)
% 36 - EEDMAIR—DV7314-23
Clopidogrel Ticlopidine
(N=584) (N=588)
Randomized and treated 575 (98.5%) 580 (98.6%)
Did not complete the study treatmentd 156 (26.7%) 233 (39.6%)
Reason for treatment discontinuation
Vascular event 20 (3.4%) 19 (3.2%)
Adverse event 97 (16.6%) 154 (26.2%)
Withdrew consent 24 (4.1%) 42 (7.1%)
Treatment change 4 (0.7%) 3 (0.5%)
Lost to follow-up 0 2 (0.3%)
Other reasons 25 (4.3%) 34 (5.8%)

Note: Percentages are calculated using the number of randomized patients as denominator. A patient can be counted in

several reasons.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\dv23_dis_dispo_r_t.sas

OUT=REPORT\OUTPUT\dv23_dis_dispo_r_t_i.rtf (07SEP2011 - 14:10)

= 37 - RREHR S IE ) RFEFIRE— All randomized population, SFY10810

Clopidogrel

(CLOP-CLOP)

(N=215)

Ticlopidine
(TIC-CLOP)
(N=216)

Overall

Number of permanent treatment discontinuation, n(%)
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50 (23.3%)

77 (35.6%)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Week 2
Number at risk 212 211
Number of permanent treatment discontinuation 4 6

Cumulative incidence® (95% CI)

Week 4
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence® (95% CI)

Week 6
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence® (95% CI)

Week 8
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence® (95% CI)

Week 12
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence® (95% CI)

Week 20
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence® (95% CI)

Week 28
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence® (95% CI)

Week 36
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence® (95% CI)

Week 44
Number at risk
Number of permanent treatment discontinuation

Property of the sanofi-aventis group - strictly confidential

0.019 (0.001 to 0.037)

207
8
0.037 (0.012 to 0.063)

207
9
0.042 (0.015 to 0.069)

205
10
0.047 (0.018 to 0.075)

204
11
0.051 (0.022 to 0.081)

199
16
0.074 (0.039 t0 0.110)

195
23
0.107 (0.066 to 0.148)

185
31
0.144 (0.097 t0 0.191)

177
40

0.028 (0.006 to 0.050)

205
12
0.056 (0.025 to 0.086)

196
20
0.093 (0.054 t0 0.131)

185
31
0.144 (0.097 to 0.190)

176
43
0.199 (0.146 to 0.252)

166
51
0.236 (0.179 to 0.293)

159
59
0.273 (0.214 to 0.333)

151
66
0.306 (0.244 to 0.367)

145
73
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)

Cumulative incidence® (95% CI) 0.186 (0.134 to 0.238)

0.338 (0.275 to 0.401)

Week 52
Number at risk 166 139
Number of permanent treatment discontinuation 49 77

Cumulative incidence® (95% CI) 0.228 (0.172 to 0.284)

0.356 (0.293 to 0.420)

# Kaplan-Meier technique with Greenwood's variance estimation.

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/dis_t_km_discon_r_t.sas
OUT=REPORT/OUTPUT/dis_t_km_discon_r_t_i.rtf (08JUN2011 - 15:28)

SFY10810 #4E3R&EZE L Y 3IH (Module 5.3.5.1-1 Table 62)

% 38 - REREHR G it ) BFEFIEE — All randomized population, CAPRIE (PAD £H)

Clopidogrel
(N=3223)

ASA
(N=3229)

Overall

Number of permanent treatment discontinuation, n (%)

Month 6
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence (95% CI)*

Month 12
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence (95% CI)?*

Month 18
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence (95% CI)?*

Month 24
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence (95% CI)?*

Month 30
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence (95% CI)*

Property of the sanofi-aventis group - strictly confidential

772 (24.0%)

2845
356
0.111 (0.100 to 0.122)

2402
516
0.161 (0.148 t0 0.174)

1670
634
0.209 (0.194 to 0.223)

1029
706
0.250 (0.234 to 0.267)

441
758
0.301 (0.280 to 0.322)

819 (25.4%)

2837
363
0.113 (0.102 to 0.124)

2379
540
0.169 (0.156 to 0.182)

1645
662
0.220 (0.205 to 0.235)

992
746
0.267 (0.250 to 0.284)

420
798
0.325 (0.303 to 0.348)
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Clopidogrel ASA
(N=3223) (N=3229)
Month 36
Number at risk 93 81
Number of permanent treatment discontinuation 772 819

Cumulative incidence (95% CI)*

0.339 (0.311 to0 0.367)

0.385 (0.352 to 0.418)

@ Kaplan-Meier technique with Greenwood's variance estimation.

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\caprie_dis_discon_incidence_s_t.sas
OUT=REPORT\OUTPUT\caprie_dis_discon_incidence_s_t_i.rtf (29JUL2011 - 17:07)

K39 - BREREDLEDORBERERE -REMMATNREM. DV7314-23

Clopidogrel
(N=575)

Ticlopidine
(N=580)

Overall

Number of permanent treatment discontinuation, n (%)

Week 2
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence (95% CI)*

Week 4
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence (95% CI)?*

Week 6
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence (95% CI)?*

Week 8
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence (95% CI)?*

Week 12
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence (95% CI)*

Week 20
Number at risk
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156 (27.1%)

558
18
0.031 (0.017 to 0.046)

547
30
0.052 (0.034 to 0.070)

537
38
0.066 (0.046 to 0.086)

529
46
0.080 (0.058 to0 0.102)

516
60
0.104 (0.079 to 0.129)

488

233 (40.2%)

551
31
0.053 (0.035 to 0.072)

518
64
0.110 (0.085 to 0.136)

488
94
0.162 (0.132 to 0.192)

463
118
0.203 (0.171 to 0.236)

437
143
0.247 (0.211 to 0.282)

411

Page 102



2.7.3 BEERA N
SR25990C - ¥ O F K4 L /LEREEE PAD

Clopidogrel
(N=575)

Ticlopidine
(N=580)

Number of permanent treatment discontinuation
Cumulative incidence (95% CI)*

Week 28
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence (95% CI)*

Week 36
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence (95% CI)?*

Week 44
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence (95% CI)*

Week 52
Number at risk
Number of permanent treatment discontinuation
Cumulative incidence (95% CI)*

91
0.158 (0.128 to 0.188)

456
119
0.207 (0.174 to 0.240)

443
132
0.230 (0.195 to 0.264)

436
140
0.243 (0.208 to0 0.279)

233
156
0.272 (0.235 to 0.308)

170
0.293 (0.256 to 0.330)

384
196
0.338 (0.299 to 0.376)

372
208
0.359 (0.320 to 0.398)

356
224
0.386 (0.347 to 0.426)

208
233
0.402 (0.362 to 0.442)

@ Kaplan-Meier technique with Greenwood's variance estimation.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\dv23_dis_discon_incidence_s_t.sas
OUT=REPORT\OUTPUT\dv23_dis_discon_incidence_s_t_i.rtf (29JUL2011 - 16:46)

& 40 - AOMETZHRFUERUVR—X T 1 VBEO EEHF1E —All randomized population,
CAPRIE (PAD %)

Clopidogrel ASA All
(N=3223) (N=3229) (N=6452)
Age (years)
Number 3223 3229 6452
Mean (SD) 64.2 (9.6) 64.4 (9.7) 64.3 (9.7)
Median 65.0 66.0 65.0
Min : Max 28 :90 27:93 27:93
Age category (years) [n (%)]
Number 3223 3229 6452
<65 1501 (46.6%) 1490 (46.1%) 2991 (46.4%)
[65-75] 1305 (40.5%) 1282 (39.7%) 2587 (40.1%)
>75 417 (12.9%) 457 (14.2%) 874 (13.5%)
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Clopidogrel ASA All
(N=3223) (N=3229) (N=6452)

Sex [n (%)]

Number 3223 3229 6452

Male 2343 (72.7%) 2326 (72.0%) 4669 (72.4%)

Female 880 (27.3%) 903 (28.0%) 1783 (27.6%)
Weight (kg)

Number 3222 3229 6451

Mean (SD) 74.86 (13.68) 74.38 (13.75) 74.62 (13.71)

Median 74.00 73.90 74.00

Min : Max 29.0:156.0 27.2:176.0 27.2:176.0
Weight category (kg) [n (%)]

Number 3222 3229 6451

<50 76 (2.4%) 56 (1.7%) 132 (2.0%)

[50-70[ 1042 (32.3%) 1157 (35.8%) 2199 (34.1%)

>70 2104 (65.3%) 2016 (62.4%) 4120 (63.9%)
BMI (kg/m’)

Number 3221 3229 6450

Mean (SD) 25.86 (4.05) 25.76 (4.13) 25.81 (4.09)

Median 25.51 25.39 25.44

Min : Max 9.7:60.0 11.2:60.9 9.7:60.9
BMI category (kg/m®) [n (%)]

Number 3221 3229 6450

<25 1437 (44.6%) 1466 (45.4%) 2903 (45.0%)

[25-30] 1357 (42.1%) 1346 (41.7%) 2703 (41.9%)

>30 427 (13.3%) 417 (12.9%) 844 (13.1%)

Race [n (%)]
Number
Caucasian/White
Black
Asian/Oriental
Other

Tobacco use [n (%)]
Number
Never
Current

Former

3223
3144 (97.5%)
59 (1.8%)
3 (<0.1%)
17 (0.5%)

3223
271 (8.4%)
1232 (38.2%)
1720 (53.4%)
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3229
3151 (97.6%)
47 (1.5%)

5 (0.2%)

26 (0.8%)

3229
302 (9.4%)
1235 (38.2%)
1692 (52.4%)

6452
6295 (97.6%)
106 (1.6%)
8 (0.1%)

43 (0.7%)

6452

573 (8.9%)
2467 (38.2%)
3412 (52.9%)
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Clopidogrel ASA All
(N=3223) (N=3229) (N=6452)
Alcohol use [n (%)]
Number 3223 3229 6452
None/Occasional (light) 2582 (80.1%) 2602 (80.6%) 5184 (80.3%)
Regular 641 (19.9%) 627 (19.4%) 1268 (19.7%)
PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_dem_demo_r_t.sas
OUT=REPORT\OUTPUT\caprie_dem_demo_r_t_i.rtf (29JUL2011 - 17:02)
& 41 - AOEZHEHERUOR—R 54 VRO EERE—FAS, DV7314-23
Clopidogrel Ticlopidine All
(N=573) (N=578) (N=1151)
Age (years)
Number 573 578 1151
Mean (SD) 64.3 (9.4) 64.7 (9.1) 64.5(9.3)
Median 66.0 66.0 66.0
Min : Max 27:80 25:80 25:80
Age category (years) [n (%)]
Number 573 578 1151
<65 253 (44.2%) 250 (43.3%) 503 (43.7%)
[65-75] 248 (43.3%) 251 (43.4%) 499 (43.4%)
>75 72 (12.6%) 77 (13.3%) 149 (12.9%)

Sex [n (%)]
Number
Male

Female

Weight (kg)
Number
Mean (SD)
Median
Min : Max

Weight category (kg) [n (%)]
Number
<50
[50-70[
>70

Property of the sanofi-aventis group -

573
413 (72.1%)
160 (27.9%)

572
61.03 (9.86)
60.00
32.0:109.7

572

64 (11.2%)
400 (69.9%)
108 (18.9%)

strictly confidential

578
427 (73.9%)
151 (26.1%)

578
60.53 (9.74)
60.00
32.1:95.2

578

75 (13.0%)
396 (68.5%)
107 (18.5%)

1151
840 (73.0%)
311 (27.0%)

1150
60.78 (9.80)
60.00
32.0:109.7

1150
139 (12.1%)
796 (69.2%)
215 (18.7%)
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Clopidogrel Ticlopidine All
(N=573) (N=578) (N=1151)

BMI (kg/m’)

Number 571 577 1148

Mean (SD) 23.95 (3.07) 23.56 (2.86) 23.75(2.97)

Median 23.74 23.42 23.63

Min : Max 14.8:36.3 15.7:333 14.8:36.3
BMI category (kg/m?) [n (%)]

Number 571 577 1148

<25 383 (67.1%) 401 (69.5%) 784 (68.3%)

[25-30[ 164 (28.7%) 164 (28.4%) 328 (28.6%)

>30 24 (4.2%) 12 (2.1%) 36 (3.1%)
Tobacco use [n (%)]

Number 572 578 1150

Never 229 (40.0%) 194 (33.6%) 423 (36.8%)

Current 129 (22.6%) 149 (25.8%) 278 (24.2%)

Former 214 (37.4%) 235 (40.7%) 449 (39.0%)

PGM=PRODOPS\SR25990\0VERALL\CTD_2011_01\REPORT\PGM\dv23_dem_demo_f t.sas
OUT=REPORT\OUTPUT\dv23_dem_demo_f_t_i.rtf (29JUL2011 - 16:51)

=42 - BEORBMURITEE T 2BEDA—X 51 ~EO ABlI—All randomized population.
CAPRIE (PAD £H)

Clopidogrel ASA All
(N=3223) (N=3229) (N=6452)

ABI

Number 1129 1051 2180

Mean (SD) 0.565 (0.153) 0.567 (0.157) 0.566 (0.155)

Median 0.589 0.588 0.589

Min : Max 0.00: 1.08 0.00: 0.96 0.00: 1.08
ABI category [n (%)]

Number 1129 1051 2180

<0.5 317 (28.1%) 293 (27.9%) 610 (28.0%)

[0.5-0.9] 811 (71.8%) 756 (71.9%) 1567 (71.9%)

>0.9 1 (<0.1%) 2 (0.2%) 3 (0.1%)

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_dem_baseline_abi_r_t.sas
OUT=REPORT\OUTPUT\caprie_dem_baseline_abi_r_t_i.rtf (29JUL2011 - 16:55)
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RA3-RN—X T4 VEDOREDRFE—FAS, DV7314-23

Clopidogrel Ticlopidine
(N=573) (N=578)
Time from last stroke® (days)
Number 573 578
Mean (SD) 889.7 (1514.2) 765.9 (1250.7)
Median 243.0 213.5
Min : Max 8 : 10495 8:9217

Time from last stroke (weeks) [n(%)]

<4 114 (19.9%) 105 (18.2%)
[4-12[ 96 (16.8%) 114 (19.7%)
[12-26] 57 (9.9%) 59 (10.2%)
[26-52[ 51 (8.9%) 62 (10.7%)
>52 255 (44.5%) 238 (41.2%)

Type of last stroke

77 O— LMietEEE 171 (29.8%) 170 (29.4%)
SHFEE 390 (68.1%) 397 (68.7%)
75 B R B 12 (2.1%) 11 (1.9%)

@ From last stroke to start of study treatment.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\dv23_dem_disease_chara_f t.sas
OUT=REPORT\OUTPUT\dv23_dem_disease_chara_f t_i.rtf (29JUL2011 - 16:49)

R 44 - RIROBIEELIFTICHEE L -RHNEEZEOBEERE—FAS, DV7314-23

Clopidogrel Ticlopidine All
(N=573) (N=578) (N=1151)
b 458 ZEiE 73 (12.7%) 66 (11.4%) 139 (12.1%)
7T A—LMEHEE 13 (2.3%) 15 (2.6%) 28 (2.4%)
TUTHEE 55 (9.6%) 51 (8.8%) 106 (9.2%)
Z Dt 7 (1.2%) 3 (0.5%) 10 (0.9%)
TIA 25 (4.4%) 26 (4.5%) 51 (4.4%)
— B ERNE 1 (0.2%) 2 (0.3%) 3 (0.3%)
Z Dt 4 (0.7%) 0 4 (0.3%)

Note: A patient can be counted in several categories.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_O01\REPORT\PGM\dv23_dem_medhist_cerebrovasc_f t.sas
OUT=REPORT\OUTPUT\dv23_dem_medhist_cerebrovasc_f t i.rtf (29JUL2011 - 16:48)
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= 45 - T ERERE - & HHE R U F 7 —All randomized population, CAPRIE (PAD £R)

Clopidogrel
(N=3223)

ASA
(N=3229)

All
(N=6452)

Atrial fibrillation
Congestive heart failure
Cardiomegaly

Cardiac surgery
Cardiac valve disease
Diabetes mellitus
Hypercholesterolemia
Hypertension

Other cardiac arrhythmia
Stable angina

Unstable angina

144 (4.5%)
187 (5.8%)
131 (4.1%)
368 (11.4%)
129 (4.0%)
669 (20.8%)
1440 (44.7%)
1653 (51.3%)
322 (10.0%)
846 (26.2%)
208 (6.5%)

119 (3.7%)
181 (5.6%)
142 (4.4%)
335 (10.4%)
137 (4.2%)
665 (20.6%)
1436 (44.5%)
1632 (50.5%)
262 (8.1%)
864 (26.8%)
190 (5.9%)

263 (4.1%)
368 (5.7%)
273 (4.2%)
703 (10.9%)
266 (4.1%)
1334 (20.7%)
2876 (44.6%)
3285 (50.9%)
584 (9.1%)
1710 (26.5%)
398 (6.2%)

Note: A patient can be counted in several categories.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_dem_medhist_interest_r_t.sas
OUT=REPORT\OUTPUT\caprie_dem_medhist_interest_r_t_i.rif (29JUL2011 - 17:03)

% 46 - 7 70— LIM124E D BE{E — All randomized population, CAPRIE (PAD )

Clopidogrel ASA All
(N=3223) (N=3229) (N=6452)
Amaurosis fugax 69 (2.1%) 64 (2.0%) 133 (2.1%)
Transient ischemic attacks 204 (6.3%) 213 (6.6%) 417 (6.5%)
Reversible ischemic neurologic deficit 44 (1.4%) 41 (1.3%) 85 (1.3%)

Previous IS
Previous MI

187 (5.8%)
686 (21.3%)

198 (6.1%)
681 (21.1%)

385 (6.0%)
1367 (21.2%)

Note: A patient can be counted in several categories.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_dem_prior_atherothrom_r_t.sas
OUT=REPORT\OUTPUT\caprie_dem_prior_atherothrom_r_t_i.rtf (29JUL2011 - 17:01)
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= 47 - BREFE—FAS. DV7314-23

Clopidogrel Ticlopidine All

(N=573) (N=578) (N=1151)
BIDME 6 (1.0%) 5 (0.9%) 11 (1.0%)
S > MELTE 0 0 0
2 1 ENARFAZEAE 3 (0.5%) 3 (0.5%) 6 (0.5%)
SHIEMERE 55 (9.6%) 66 (11.4%) 121 (10.5%)
DR 8 (1.4%) 6 (1.0%) 14 (1.2%)
Z Dt 378 (66.0%) 374 (64.7%) 752 (65.3%)

Note: A patient can be counted in several categories.

PGM=PRODOPS\SR25990\0VERALL\CTD_2011_01\REPORT\PGM\dv23_dem_medhist_other f t.sas
OUT=REPORT\OUTPUT\dv23_dem_medhist_other f_t_i.rtf (29JUL2011 - 16:49)

% 48 - B —FAS. DV7314-23

Clopidogrel Ticlopidine All

(N=573) (N=578) (N=1151)
BEETHEUWRIDE 15 (2.6%) 12 (2.1%) 27 (2.3%)
BEETRHVS ~mMELFE 3 (0.5%) 1 (0.2%) 4 (0.3%)
2 ENARFAZEAE 7 (1.2%) 4 (0.7%) 11 (1.0%)
a2 bOa—)LATEE R S M AE 396 (69.1%) 385 (66.6%) 781 (67.9%)
HEPRIA 107 (18.7%) 115 (19.9%) 222 (19.3%)
= g M AE 216 (37.7%) 218 (37.7%) 434 (37.7%)
AR i 13 (2.3%) 8 (1.4%) 21 (1.8%)
TR 85 (14.8%) 77 (13.3%) 162 (14.1%)
&K 127 (22.2%) 103 (17.8%) 230 (20.0%)
Z Dt 418 (72.9%) 405 (70.1%) 823 (71.5%)

Note: A patient can be counted in several categories.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_O01\REPORT\PGM\dv23_dem_medhist_concomitant_f t.sas
OUT=REPORT\OUTPUT\dv23_dem_medhist_concomitant_f t_i.rtf (29JUL2011 - 16:51)
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% 49 - HI/MRZE D RTAE — All randomized population. CAPRIE (PAD &)

Clopidogrel ASA

Generic name (N=3223) (N=3229)
Any prior antiplatelet medications 2200 (68.3%) 2171 (67.2%)
Alprostadil 2 (<0.1%) 5 (0.2%)
Aspirin 2062 (64.0%) 2044 (63.3%)
Cilostazol 0 1 (<0.1%)
Dipyridamole 144 (4.5%) 135 (4.2%)
Dypyridamole+aspirin 15 (0.5%) 14 (0.4%)
Other 8l (2.5%) 76 (2.4%)
Ticlopidine 30 (0.9%) 32 (1.0%)
Trapidil 1 (<0.1%) 1 (<0.1%)

Prior medications are those the patient used prior to randomization.

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\caprie_dem_prevmed_antiplate_r_t.sas
OUT=REPORT\OUTPUT\caprie_dem_prevmed_antiplate_r_t_i.rtf (29JUL2011 - 17:09)

x 50 - ful/MREDRTAR —FAS. DV7314-23

Clopidogrel Ticlopidine
Generic name (N=573) (N=578)
Any prior antiplatelet medications 25 (4.4%) 23 (4.0%)
Alprostadil 1 (0.2%) 0
Aspirin 2 (0.3%) 1 (0.2%)
Beraprost 3 (0.5%) 1 (0.2%)
Dilazep 2 (0.3%) 0
Eicosapentaenoic acid 11 (1.9%) 17 (2.9%)
Limaprost 2 (0.3%) 3 (0.5%)
Ozagrel 1 (0.2%) 0
Sarpogrelate 2 (0.3%) 0
Ticlopidine 0 1 (0.2%)
Trapidil 1(0.2%) 0

Prior medications are those the patient used prior to first IP intake.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\dv23_dem_prevmed_antiplate_f t.sas
OUT=REPORT\OUTPUT\dv23_dem_prevmed_antiplate_f t i.rtf (29JUL2011 - 17:16)
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+ 51 - AERBASREF O 4t A ZE — All randomized population, CAPRIE (PAD ()

Clopidogrel ASA
(N=3223) (N=3229)
Any background medications 2279 (70.7%) 2301 (71.3%)

ACE inhibitors
Antidiabetic therapy
Antiepileptic therapy
Antiinflammatory products
Antithrombotic drugs
Anticoagulant
Antiplatelet
Beta blocking agents
Calcium antagonists
Cholesterol reducers
HMG CoA reductase inhibitors
Other
Coronary vasodilators
Digitalis glycosides
Diuretics
Hormone therapy
Estrogen
Other
Peripheral vasodilators

533 (16.5%)
552 (17.1%)
44 (1.4%)
30 (0.9%)
72 (2.2%)
6 (0.2%)
67 (2.1%)
540 (16.8%)
903 (28.0%)
532 (16.5%)
357 (11.1%)
183 (5.7%)
513 (15.9%)
192 (6.0%)
665 (20.6%)
102 (3.2%)
90 (2.8%)
30 (0.9%)
322 (10.0%)

560 (17.3%)
529 (16.4%)
67 (2.1%)
23 (0.7%)
77 (2.4%)
6 (0.2%)
73 (2.3%)
560 (17.3%)
931 (28.8%)
515 (15.9%)
353 (10.9%)
177 (5.5%)
538 (16.7%)
188 (5.8%)
678 (21.0%)
100 (3.1%)
93 (2.9%)
21 (0.7%)
304 (9.4%)

Background medications are concomitant medications those taken at the randomization.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_dem_bkmed_concmed_r_t.sas

OUT=REPORT\OUTPUT\caprie_dem_bkmed_concmed_r_t_i.rtf (19AUG2011 - 10:38)
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& 52 - JBERFAIGF O AZE —FAS, DV7314-23

Clopidogrel Ticlopidine
(N=573) (N=578)
Any background medications 425 (74.2%) 410 (70.9%)

ACE inhibitors
Angiotensin II receptor antagonists
Antidiabetic therapy
Antiepileptic therapy
Antiinflammatory products
Antithrombotic drugs
Anticoagulant
Antiplatelet
Beta blocking agents
Calcium antagonists
Cholesterol reducers
HMG CoA reductase inhibitors
Other
Coronary vasodilators
Digitalis glycosides
Diuretics
Hormone therapy
Estrogen
Other
Peripheral vasodilators

70 (12.2%)
81 (14.1%)
60 (10.5%)
18 (3.1%)
48 (8.4%)
25 (4.4%)
2 (0.3%)
24 (4.2%)
32 (5.6%)

248 (43.3%)
121 (21.1%)
90 (15.7%)
37 (6.5%)
20 (3.5%)
0
12 (2.1%)
5 (0.9%)
3 (0.5%)
5 (0.9%)
80 (14.0%)

78 (13.5%)
90 (15.6%)
72 (12.5%)
22 (3.8%)
50 (8.7%)
23 (4.0%)
0
23 (4.0%)
47 (8.1%)

223 (38.6%)

139 (24.0%)
87 (15.1%)
61 (10.6%)
18 (3.1%)
1 (0.2%)
11 (1.9%)
2 (0.3%)
0
2 (0.3%)
79 (13.7%)

Background medications are concomitant medications those taken at the first IP intake.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\dv23_dem_bkmed_concmed_f t.sas
OUT=REPORT\OUTPUT\dv23_dem_bkmed_concmed_f t_i.rtf (19AUG2011 - 10:29)
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%= 53 - ARFEOERZJIRR (5B 188 : 12:8R) —All treated population, SFY10810

Clopidogrel Ticlopidine

(N=215) (N=216)

Cumulative exposure to treatment (patient years) 48.8 45.7
Duration of study treatment (days)

Number 215 216

Mean (SD) 82.8 (14.2) 77.3(20.3)

Median 85.0 85.0

Min : Max 4:92 3:97
Duration of study treatment by category [n(%)]

Missing duration 0 0

1-28 days 8 (3.7%) 11 (5.1%)

29-84 days 11 (5.1%) 35 (16.2%)

> 84 days 196 (91.2%) 170 (78.7%)
Number of patients with duration of study treatment by category [n(%)]

Missing duration 0 0

>1 day 215 (100%) 216 (100%)

>29 days 207 (96.3%) 205 (94.9%)

> 85 days 196 (91.2%) 170 (78.7%)

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/cdc_std_exposure_p1_s_t.sas
OUT=REPORT/OUTPUT/cdc_std_exposure_p1_s_t_i.rtf (08JUN2011 - 9:59)

SFY10810 #4FREZE L Y5IA (Module 5.3.5.1-1 Table 18)
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# 54 - RBREORERNR (28I : 52:8[) —All treated population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)

Cumulative exposure to treatment (patient years) 191.9 164.1
Duration of study treatment (days)

Number 215 216

Mean (SD) 326.1 (91.5) 277.4 (133.9)

Median 365.0 365.0

Min : Max 4: 381 3:377
Duration of study treatment by category [n(%)]

Missing duration 0 0

1-28 days 8 (3.7%) 11 (5.1%)

29-84 days 3 (1.4%) 30 (13.9%)

85-182 days 9 (4.2%) 15 (6.9%)

183-273 days 14 (6.5%) 11 (5.1%)

274-364 days 23 (10.7%) 13 (6.0%)

> 364 days 158 (73.5%) 136 (63.0%)
Number of patients with duration of study treatment by category [n(%)]

Missing duration 0 0

> 1 day 215 (100%) 216 (100%)

> 29 days 207 (96.3%) 205 (94.9%)

> 85 days 204 (94.9%) 175 (81.0%)

> 183 days 195 (90.7%) 160 (74.1%)

> 274 days 181 (84.2%) 149 (69.0%)

> 365 days 158 (73.5%) 136 (63.0%)

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/cdc_std_exposure_w52_s_t.sas
OUT=REPORT/OUTPUT/cdc_std_exposure_w52_s t i.rtf (08JUN2011 - 9:59)

SFY10810 #4FREZE L Y5IA (Module 5.3.5.1-1 Table 19)
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5+ 55 - RBRFEDBRFE K R —Randomized and treated population, CAPRIE (PAD %£H)

<6 months
[6-12] months
[12-18[ months
[18-24[ months
[24-30[ months
> 30 months

Number of patients with duration of study treatment by category [n(%)]
Missing duration

> 1 Day

> 6 months
> 12 months
> 18 months
> 24 months
> 30 months

378 (11.7%)
443 (13.8%)
731 (22.7%)
640 (19.9%)
586 (18.2%)
440 (13.7%)

0
3218 (100%)
2840 (88.3%)
2397 (74.5%)
1666 (51.8%)
1026 (31.9%)
440 (13.7%)

Clopidogrel ASA
(N=3218) (N=3221)

Cumulative exposure to treatment (patient years) 5045.0 4975.5
Duration of study treatment (months)

Number 3218 3221

Mean (SD) 18.81 (9.55) 18.54 (9.53)

Median 19.58 19.09

Min : Max 0.1:37.3 0.1:37.7
Duration of study treatment by category [n(%)]

Missing duration 0 0

391 (12.1%)
458 (14.2%)
732 (22.7%)
651 (20.2%)
570 (17.7%)
419 (13.0%)

0
3221 (100%)
2830 (87.9%)
2372 (73.6%)
1640 (50.9%)
989 (30.7%)
419 (13.0%)

Property of the sanofi-aventis group - strictly confidential

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_cdc_exposure_s_t.sas
OUT=REPORT\OUTPUT\caprie_cdc_exposure_s_t_i.rtf (29JUL2011 - 16:54)
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& 56 - REREDBRTINR —

TR RER. DV7314-23

Missing duration

Clopidogrel Ticlopidine
(N=575) (N=580)
Cumulative exposure to treatment (patient years) 474.8 408.2
Duration of study treatment (days)
Number 575 580
301.6 257.1
Mean (SD) (113.7) (142.0)
Median 364.0 361.5
Min : Max 2:371 1:371
Duration of study treatment by category [n(%)]
Missing duration 0 0
1-28 days 28 (4.9%) 62 (10.7%)
29-84 days 31 (5.4%) 81 (14.0%)
85-182 days 51 (8.9%) 44 (7.6%)
183-273 days 24 (4.2%) 26 (4.5%)
274-364 days 425 (73.9%) 360 (62.1%)
>364 days 16 (2.8%) 7 (1.2%)
Number of patients with duration of study treatment by category [n(%)]
0 0

> 1 day 575 (100%) 580 (100%)

> 29 days 547 (95.1%) 518 (89.3%)

> 85 days 516 (89.7%) 437 (75.3%)

> 183 days 465 (80.9%) 393 (67.8%)

> 274 days 441 (76.7%) 367 (63.3%)

> 365 days 16 (2.8%) 7 (1.2%)
PGM=PRODOPS\SR25990\OVERALL\CTD_2011_O01\REPORT\PGM\dv23_cdc_exposure_s_t.sas
OUT=REPORT\OUTPUT\dv23_cdc_exposure_s_t_i.rtf (29JUL2011 - 17:18)
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& 57 - RHHEARE B DO FF1E —SFY10810 R U CAPRIE (PAD £H)

SFY10810

CAPRIE

CLOP-CLOP TIC-CLOP
(N=215) (N=216)

CLOP ASA
(N=3223) (N=3229)

Symptom of PAD, N (%)
Current intermitttent claudication 106 (49.3%)

Any previous intervention in a leg 142 (66.0%)

116 (53.7%)
145 (67.1%)

1475 (45.7%)
2079 (64.4%)

1540 (47.8%)
2000 (62.1%)

Note: A patient can be counted in several categories.

This table provides for all randomized population of SFY10810 and randomized population of CAPRIE PAD patients.
PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\all_dem_pad_sym_r_t.sas

OUT=REPORT\OUTPUT\all_dem_pad_sym_r_t_i.rtf (22AUG2011 - 11:45)
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& 58 - AOMREHHIEMRMERUAR—X S 4 VD EERFE—3 58 (SFY10810, DV7314-23, CAPRIE [PAD £H] )

SFY10810 DV7314-23 CAPRIE
CLOP-CLOP TIC-CLOP CLOP TIC CLOP ASA
(N=215) (N=216) (N=573) (N=578) (N=3223) (N=3229)
Age (years)
Number 215 216 573 578 3223 3229
Mean (SD) 71.1(7.9) 70.2 (8.7) 64.3 (9.4) 64.7 (9.1) 64.2 (9.6) 64.4 (9.7)
Age category (years)
[n (%)]
Number 215 216 573 578 3223 3229
<65 47 (21.9%) 45 (20.8%) 253 (44.2%) 250 (43.3%) 1501 (46.6%) 1490 (46.1%)
[65-75] 89 (41.4%) 102 (47.2%) 248 (43.3%) 251 (43.4%) 1305 (40.5%) 1282 (39.7%)
>75 79 (36.7%) 69 (31.9%) 72 (12.6%) 77 (13.3%) 417 (12.9%) 457 (14.2%)
Sex [n (%)]
Number 215 216 573 578 3223 3229
Male 189 (87.9%) 192 (88.9%) 413 (72.1%) 427 (73.9%) 2343 (72.7%) 2326 (72.0%)
Female 26 (12.1%) 24 (11.1%) 160 (27.9%) 151 (26.1%) 880 (27.3%) 903 (28.0%)
Weight (kg)
Number 215 216 572 578 3222 3229
Mean (SD) 60.46 (9.31) 59.53 (9.54) 61.03 (9.86) 60.53 (9.74) 74.86 (13.68) 74.38 (13.75)
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SFY10810 DV7314-23 CAPRIE
CLOP-CLOP TIC-CLOP CLOP TIC CLOP ASA
(N=215) (N=216) (N=573) (N=578) (N=3223) (N=3229)
Weight category (kg)
[n (%)]
Number 215 216 572 578 3222 3229
<50 29 (13.5%) 35 (16.2%) 64 (11.2%) 75 (13.0%) 76 (2.4%) 56 (1.7%)
[50-70[ 156 (72.6%) 152 (70.4%) 400 (69.9%) 396 (68.5%) 1042 (32.3%) 1157 (35.8%)
>70 30 (14.0%) 29 (13.4%) 108 (18.9%) 107 (18.5%) 2104 (65.3%) 2016 (62.4%)
BMI (kg/m?)
Number 215 216 571 577 3221 3229
Mean (SD) 23.06 (3.04) 22.73 (3.02) 23.95(3.07) 23.56 (2.86) 25.86 (4.05) 25.76 (4.13)
BMI category (kg/mz)
[n (%)]
Number 215 216 571 577 3221 3229
<25 167 (77.7%) 170 (78.7%) 383 (67.1%) 401 (69.5%) 1437 (44.6%) 1466 (45.4%)
[25-30[ 45 (20.9%) 46 (21.3%) 164 (28.7%) 164 (28.4%) 1357 (42.1%) 1346 (41.7%)
>30 3 (1.4%) 0 24 (4.2%) 12 (2.1%) 427 (13.3%) 417 (12.9%)

Note: This table provides for all randomized population of SFY10810, FAS of DV7314-23 and randomized population of CAPRIE PAD patients.
PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\all_dem_demo_r_t.sas OUT=REPORT\OUTPUT\all_dem_demo_r_t_i.rtf (19AUG2011 - 15:50)
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F& 59 -7 T O—LIMEEDETE - GHEVEGEERE - S6HE—3 3B (SFY10810. DV7314-23, CAPRIE [PAD £H] )

DV7314-23 CAPRIE
CLOP-CLOP TIC-CLOP CLOP TIC CLOP ASA
(N=215) (N=216) (N=573) (N=578) (N=3223) (N=3229)
PAD only 170 (79.1%) 172 (79.6%) - - 2250 (69.8%) 2266 (70.2%)
ICD only - - 554 (96.7%) 566 (97.9%) - -
PAD and (ICD and/or MI) 45 (20.9%) 44 (20.4%) - - 973 (30.2%) 963 (29.8%)
ICD and (PAD and/or MI) - - 19 (3.3%) 12 (2.1%) - -
PAD and MI without ICD 5 (2.3%) 4 (1.9%) . - 565 (17.5%) 560 (17.3%)
PAD and ICD without MI 37 (17.2%) 38 (17.6%) 11 (1.9%) 6 (1.0%) 287 (8.9%) 282 (8.7%)
ICD and MI without PAD - - (1.4%) 4 (0.7%) - -
PAD and ICD and MI 3 (1.4%) 2 (0.9%) 2 (0.3%) 121 (3.8%) 121 (3.7%)
Peripheral arterial disease (PAD) 215 (100%) 216 (100%) 11 (1.9%) 8 (14%) 3223 (100%) 3229 (100%)
Cerebral infarction (CI) 39 (18.1%) 39 (18.1%) 573 (100%) 578 (100%) 187  (5.8%) 198 (6.1%)
Transient ischemic attacks (TIA) 4 (1.9%) 4 (1.9%) 28 (4.9%) 27 (4.7%) 269  (8.3%) 271 (8.4%)
Myocardial infarction (MI) 8 (3.7%) 6 (2.8%) 8 (14%) 6 (1.0%) 686 (21.3%) 681 (21.1%)
Angina pectoris 22 (10.2%) 19 (8.8%) 21 (3.7%) 18 (3.1%) 919 (28.5%) 939 (29.1%)
Cardiac failure congestive 2 (0.9%) 4 (1.9%) 3 (0.5%) 1 (0.2%) 187  (5.8%) 181 (5.6%)
Hypertension 158 (73.5%) 160 (74.1%) 408 (71.2%) 393 (68.0%) 1653 (51.3%) 1632 (50.5%)
Dyslipidemia 121 (56.3%) 118 (54.6%) 222 (38.7%) 225 (38.9%) 1440 (44.7%) 1436 (44.5%)
Diabetes mellitus 74 (34.4%) 70 (32.4%) 109 (19.0%) 117 (20.2%) 669 (20.8%) 665 (20.6%)
Atrial fibrillation 7 (3.3%) 10 (4.6%) 1 (02%) 1 (0.2%) 144 (4.5%) 119 (3.7%)

ICD: Ischemic cerebrovascular desease (CI and/or TIA)

Note: A patient can be counted in several categories.

This table provides for all randomized population of SFY10810, FAS of DV7314-23 and randomized population of CAPRIE PAD patients.
OUT=REPORT\OUTPUT\all_dem_medhist_interest_r t i.rtf (22AUG2011 - 10:42)

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_O1\REPORT\PGM\all_dem_medhist_interest r_t.sas
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% 60 - JRERBAIARF DG FAE —3 B8 (SFY10810. DV7314-23, CAPRIE [PAD £H] )

SFY10810 DV7314-23 CAPRIE
CLOP-CLOP TIC-CLOP CLOP TIC CLOP ASA
(N=215) (N=216) (N=573) (N=578) (N=3223) (N=3229)
Any background medications 201 (93.5%) 204 (94.4%) 425 (74.2%) 410 (70.9%) 2279 (70.7%) 2301 (71.3%)
ACE inhibitors 17 (7.9%) 13 (6.0%) 70 (12.2%) 78 (13.5%) 533 (16.5%) 560 (17.3%)
Angiotensin II receptor antagonists 85 (39.5%) 80 (37.0%) 81 (14.1%) 90 (15.6%) 0 0
Antidiabetic therapy 56 (26.0%) 49 (22.7%) 60 (10.5%) 72 (12.5%) 552 (17.1%) 529 (16.4%)
Antiepileptic therapy 1 (0.5%) 0 18 (3.1%) 22 (3.8%) 44 (1.4%) 67 (2.1%)
Antiinflammatory products 28 (13.0%) 39 (18.1%) 48  (8.4%) 50 (8.7%) 30 (0.9%) 23 (0.7%)
Antithrombotic drugs 133 (61.9%) 131 (60.6%) 25 (4.4%) 23 (4.0%) 72 (2.2%) 77 (2.4%)
Anticoagulant 0 0 2 (0.3%) 0 6 (0.2%) 6 (0.2%)
Antiplatelet 133 (61.9%) 131 (60.6%) 24 (4.2%) 23 (4.0%) 67 (2.1%) 73 (2.3%)
Beta blocking agents 26 (12.1%) 23 (10.6%) 32 (5.6%) 47 (8.1%) 540 (16.8%) 560 (17.3%)
Calcium antagonists 126 (58.6%) 110 (50.9%) 248 (43.3%) 223 (38.6%) 903 (28.0%) 931 (28.8%)
Cholesterol reducers 88 (40.9%) 75 (34.7%) 121 (21.1%) 139 (24.0%) 532 (16.5%) 515 (15.9%)
HMG CoA reductase inhibitors 73 (34.0%) 60 (27.8%) 90 (15.7%) 87 (15.1%) 357 (11.1%) 353 (10.9%)
Other 26 (12.1%) 25 (11.6%) 37 (6.5%) 61 (10.6%) 183 (5.7%) 177 (5.5%)
Coronary vasodilators 14 (6.5%) 10 (4.6%) 20 (3.5%) 18 (3.1%) 513 (15.9%) 538 (16.7%)
Digitalis glycosides 1 (0.5%) 2 (0.9%) 0 1 (0.2%) 192 (6.0%) 188 (5.8%)
Diuretics 21 (9.8%) 16 (7.4%) 12 (2.1%) 11 (1.9%) 665 (20.6%) 678 (21.0%)
Hormone therapy 1 (0.5%) 1 (0.5%) 5 (0.9%) 2 (0.3%) 102 (3.2%) 100 (3.1%)
Estrogen 0 0 3 (0.5%) 0 90 (2.8%) 93 (2.9%)
Other 1 (0.5%) 1 (0.5%) 5 (0.9%) 2 (0.3%) 30 (0.9%) 21 (0.7%)
Peripheral vasodilators 108 (50.2%) 105 (48.6%) 80 (14.0%) 79 (13.7%) 322 (10.0%) 304 (9.4%)

Note: Background medications are concomitant medications those taken at the randomization for SFY10810 and CAPRIE and concomitant medications those taken at the first
IP intake for DV7314-23.
This table provides for all randomized population of SFY10810, FAS of DV7314-23 and randomized population of CAPRIE PAD patients.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_O1\REPORT\PGM\all_dem_bkmed concmed r t.sas OUT=REPORT\OUTPUT\all_dem bkmed concmed r t i.rtf (19AUG2011 - 15:23)
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RO61-MEOMEEA A b HNEENDFHEE/ZTOMDODLMES ] OHEANFERIKRE

(%5 181 : 12;8[) —All randomized population, SFY10810

Clopidogrel Ticlopidine
(N=215) (N=216)
Vascular event (CI/MI/Other CV death) 0 2 (0.9%)
Cerebral infarction 0 1 (0.5%)
Fatal 0 1 (0.5%)
Non-fatal 0 0
Myocardial infarction 0 1 (0.5%)
Fatal 0 0
Non-fatal 0 1 (0.5%)
Other cardiovascular death 0 0
Death from pulmonary embolism 0 0
Sudden death 0
Death associated with emergency vascular surgery or intravascular intervention for
thrombosis,or associated with limb amputation for peripheral vascular disease 0 0
Death from heart failure 0 0
Death from visceral or peripheral infarction 0 0
Death not definitely diagnosed as non-cardiovascular or hemorrhagic 0 0

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_event_comp_vascular1_r_t.sas
OUT=REPORT/OUTPUT/eff_t_event_comp_vascular1_r_t_i.rtf (08JUN2011 - 10:02)

SFY10810 #EF#HEE L Y5IA (Module 5.3.5.1-1 Table 50)

xR62-IROMEMAN b TREE/ DHEE " ZOMODLMEI] OFEFTHER (15 12:87H)
—All randomized population, SFY10810

Clopidogrel Ticlopidine
(N=215) (N=216)

Number of events, n (%) 0 2 (0.9%)
Cumulative incidence (95% CI)* at Week 4 0.000 (0.000 to 0.000) 0.000 (0.000 to 0.000)
Cumulative incidence (95% CI)* at Week 8 0.000 (0.000 to 0.000) 0.000 (0.000 to 0.000)
Cumulative incidence (95% CI)* at Week 12 0.000 (0.000 to 0.000) 0.009 (0.000 to 0.023)
Stratified Log-rank test p-value® 0.1539 -

Adjusted Hazard ratio (95% CI)° 0.000 (0.000 to NC) -
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Clopidogrel Ticlopidine
(N=215) (N=216)
Un-stratified Log-rank test p-value® 0.1573 -
Un-adjusted Hazard ratio (95% CI)° 0.000 (0.000 to NC) -

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group with background antiplatelet therapies, history of myocardial infarction and/or
ischemic cerebrovascular disorder and concomitant diabetes mellitus at baseline as stratum, ° Estimated using Cox
proportional hazard model with treatment group, background antiplatelet therapies, history of myocardial infarction
and/or ischemic cerebrovascular disorder and concomitant diabetes mellitus as fators

4 Unstratified Log-rank test for treatment group ° Estimated using Cox proportional hazard model with treatment group as
a factor

NC = Not calculated

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_km_logrank_hr_vascular1_r_t.sas
OUT=REPORT/OUTPUT/eff_t_km_logrank_hr_vascular1_r_t_i.rtf (21JUN2011 - 18:02)

SFY10810 #4FHEZE L Y5IA (Module 5.3.5.1-1 Table 49)

R 63-EROMEEARNY + TREE/DHEE/ZFOMODLMEE. £ TOABR] OPFERFEFIRRT
(%5 187 : 12:8R) —All randomized population, SFY10810

Clopidogrel Ticlopidine
(N=215) (N=216)

Vascular event (CI/MI/Other CV death/Any hospitalization) 8 (3.7%) 8 (3.7%)
Cerebral infarction 0 1 (0.5%)

Fatal 0 1 (0.5%)

Non-fatal 0 0
Myocardial infarction 0 1 (0.5%)

Fatal 0 0

Non-fatal 0 1 (0.5%)
Other cardiovascular death

Death from pulmonary embolism 0 0

Sudden death 0 0

Death associated with emergency vascular surgery or intravascular intervention for

thrombosis,or associated with limb amputation for peripheral vascular disease 0 0

Death from heart failure 0 0

Death from visceral or peripheral infarction 0 0

Death not definitely diagnosed as non-cardiovascular or hemorrhagic 0 0
Any hospitalization * 8 (3.7%) 6 (2.8%)

@ Hospitalization attributed to Cl or MI events dose not regard as hospitalization event and it except that not to
accompany exacerbation of disease/symptoms

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_event_comp_vascular3_r_t.sas
OUT=REPORT/OUTPUT/eff_t_event_comp_vascular3_r_t_i.rtf (08JUN2011 - 10:04)

SFY10810 ##EF#HEE &L Y5IA (Module 5.3.5.1-1 Table 54)
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R 64-FEOMEEAAN b TRIEE/DHEE /" TOMDDMEE LTOARR] OFMIER
(%5 181 : 12:8R[) —All randomized population, SFY10810

Clopidogrel Ticlopidine
(N=215) (N=216)

Number of events, n (%) 8 (3.7%) 8 (3.7%)
Cumulative incidence (95% CI)* at Week 4 0.014 (0.000 to 0.030) 0.009 (0.000 to 0.022)
Cumulative incidence (95% CI)* at Week 8 0.028 (0.006 to 0.050) 0.019 (0.001 to 0.037)
Cumulative incidence (95% CI)* at Week 12 0.038 (0.012 to 0.063) 0.038 (0.012 to 0.063)
Stratified Log-rank test p-value” 0.9534 -

Adjusted Hazard ratio (95% CI)° 1.030 (0.384 to 2.758) -
Un-stratified Log-rank test p-value® 0.9885 -
Un-adjusted Hazard ratio (95% CI)° 1.007 (0.378 to 2.684) -

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group with background antiplatelet therapies, history of myocardial infarction and/or
ischemic cerebrovascular disorder and concomitant diabetes mellitus at baseline as stratum, ° Estimated using Cox
proportional hazard model with treatment group, background antiplatelet therapies, history of myocardial infarction
and/or ischemic cerebrovascular disorder and concomitant diabetes mellitus as fators

4 Unstratified Log-rank test for treatment group © Estimated using Cox proportional hazard model with treatment group as
a factor

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_km_logrank_hr_vascular3_r_t.sas
OUT=REPORT/OUTPUT/eff_t_km_logrank_hr_vascular3_r_t_i.rtf (08JUN2011 - 10:04)

SFY10810 ##EF#HEE L Y5IA (Module 5.3.5.1-1 Table 53)

R65-FOMEMAR b RIEE/ DHEE/ ZOMODMESE,EIEA R FMZEZ ARl O
RTHER (28R : 52:8R) —All randomized population. SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)

Overall

Number censored, n (%) 205 (95.3%) 207 (95.8%)

Number of events, n (%) 10 (4.7%) 9 (4.2%)
Week 2

Number at risk 215 216

Number censored 1 3

Number of events 0 0

Cumulative incidence (95% CI)* 0.000 (0.000 to 0.000) 0.000 (0.000 to 0.000)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)

Week 4

Number at risk 213 213

Number censored 2 3

Number of events 0 0

Cumulative incidence (95% CI)* 0.000 (0.000 to 0.000) 0.000 (0.000 to 0.000)
Week 6

Number at risk 212 213

Number censored 2 3

Number of events 1 0

Cumulative incidence (95% CI)* 0.005 (0.000 to 0.014) 0.000 (0.000 to 0.000)
Week 8

Number at risk 211 212

Number censored 3 4

Number of events 2 0

Cumulative incidence (95% CI)* 0.009 (0.000 to 0.022) 0.000 (0.000 to 0.000)
Week 12

Number at risk 208 209

Number censored 6 5

Number of events 2 2

Cumulative incidence (95% CI)* 0.009 (0.000 to 0.022) 0.009 (0.000 to 0.023)
Week 20

Number at risk 206 204

Number censored 6 9

Number of events 3 3

Cumulative incidence (95% CI)* 0.014 (0.000 to 0.030) 0.014 (0.000 to 0.030)
Week 28

Number at risk 202 200

Number censored 8 10

Number of events 5 6

Cumulative incidence (95% CI)*

Week 36
Number at risk
Number censored
Number of events
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0.024 (0.003 to 0.044)

198
12

0.029 (0.006 to 0.052)

200
11
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)

Cumulative incidence (95% CI)* 0.029 (0.006 to 0.051) 0.029 (0.006 to 0.052)
Week 44

Number at risk 196 194

Number censored 12 15

Number of events 7 8

Cumulative incidence (95% CI)* 0.034 (0.009 to 0.058) 0.039 (0.012 to 0.065)
Week 52

Number at risk 193 190

Number censored 152 159

Number of events 9 9

Cumulative incidence (95% CI)* 0.043 (0.016 to 0.071) 0.044 (0.016 to 0.072)

@ Kaplan-Meier technique with Greenwood's variance estimation

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t _km_lIt vascular2_w52_r_t.sas

OUT=REPORT/OUTPUT/eff_t_km_It_vascular2_w52_r_t_i.rtf (08JUN2011 - 16:28)

SFY10810 #4FHEZE L Y5IA (Module 5.3.5.1-1 Table 57)

=66 - IHROMEMA N b TRNEE/ DHEE/ " ZOMDDLMEIE] OHENFERIKR
(£#if : 52 58f8) —All randomized population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Vascular event (CI/MI/Other CV death) 2 (0.9%) 8 (3.7%)
Cerebral infarction 1 (0.5%) 5(2.3%)
Fatal 0 1 (0.5%)
Non-fatal 1 (0.5%) 4 (1.9%)
Myocardial infarction 0 1 (0.5%)
Fatal 0 0
Non-fatal 0 1 (0.5%)
Other cardiovascular death 1 (0.5%) 2 (0.9%)
Death from pulmonary embolism 0 0
Sudden death 0 1 (0.5%)
Death associated with emergency vascular surgery or intravascular
intervention for thrombosis,or associated with limb amputation for
peripheral vascular disease 0 0
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Death from heart failure

Death from visceral or peripheral infarction

Death not definitely diagnosed as non-cardiovascular or hemorrhagic

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)

1 (0.5%) 1 (0.5%)
0
0

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.
PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t event_comp_vasculari_w52_r_t.sas

OUT=REPORT/OUTPUT/eff_t_event_comp_vascular1_w52_r_t_i.rtf (08JUN2011 - 16:27)

SFY10810 #EF#HEE L Y5IA (Module 5.3.5.1-1 Table 56)

=67 - IROMEMEA N b TREE/ DHEE /" ZOMOLMEE] O FER (28 : 52 :8/H)
—All randomized population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)

Overall
Number censored, n (%)
Number of events, n (%)

Week 2
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 4
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 6
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 8
Number at risk
Number censored
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213 (99.1%)
2 (0.9%)

215

1

0
0.000 (0.000 to 0.000)

213

2

0
0.000 (0.000 to 0.000)

213

2

0
0.000 (0.000 to 0.000)

213

208 (96.3%)
8 (3.7%)

216
3
0
0.000 (0.000 to 0.000)

213
3
0
0.000 (0.000 to 0.000)

213

3

0
0.000 (0.000 to 0.000)

212
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)

Number of events 0 0

Cumulative incidence (95% CI)* 0.000 (0.000 to 0.000) 0.000 (0.000 to 0.000)
Week 12

Number at risk 210 209

Number censored 6 5

Number of events 0 2

Cumulative incidence (95% CI)* 0.000 (0.000 to 0.000) 0.009 (0.000 to 0.023)
Week 20

Number at risk 208 205

Number censored 6 9

Number of events 1 2

Cumulative incidence (95% CI)*

Week 28
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 36
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 44
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*
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0.005 (0.000 to 0.014)

206

8

1
0.005 (0.000 to 0.014)

203

13

1
0.005 (0.000 to 0.014)

201
13
1
0.005 (0.000 to 0.014)

0.009 (0.000 to 0.023)

202
10
4

0.019 (0.001 to 0.038)

202
11
4

0.019 (0.001 to 0.038)

195

15

7
0.034 (0.009 to 0.059)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Week 52
Number at risk 200
Number censored 159
Number of events 1
Cumulative incidence (95% CI)* 0.005 (0.000 to 0.014) 0.039 (0.012 to 0.065)

@ Kaplan-Meier technique with Greenwood's variance estimation

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t _km_lIt vascular1_w52_r_t.sas
OUT=REPORT/OUTPUT/eff_t_km_It_vascular1_w52_r_t_i.rtf (08JUN2011 - 16:26)

SFY10810 #4FHREZE L Y5IA (Module 5.3.5.1-1 Table 55)

R EB-MFEOMEMA AN~ TIREE/ DFHEE /" ZTOMODOER £ TOAR] ORFERRIIKR
(£#if : 52 58f8) —All randomized population. SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Vascular event (CI/MI/Other CV death/Any hospitalization) 36 (16.7%) 38 (17.6%)
Cerebral infarction 1 (0.5%) 4 (1.9%)
Fatal 0 1 (0.5%)
Non-fatal 1 (0.5%) 3 (1.4%)
Myocardial infarction 0 1 (0.5%)
Fatal 0 0
Non-fatal 0 1 (0.5%)
Other cardiovascular death 0 1 (0.5%)
Death from pulmonary embolism 0 0
Sudden death 0 1 (0.5%)
Death associated with emergency vascular surgery or intravascular
intervention for thrombosis,or associated with limb amputation for
peripheral vascular disease 0 0
Death from heart failure 0 0
Death from visceral or peripheral infarction 0 0
Death not definitely diagnosed as non-cardiovascular or hemorrhagic 0 0
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Clopidogrel
(CLOP-CLOP)
(N=215)

Ticlopidine
(TIC-CLOP)
(N=216)

Any hospitalization *

35 (16.3%)

32 (14.8%)

@ Hospitalization attributed to Cl or MI events dose not regard as hospitalization event and it except that not to

accompany exacerbation of disease/symptoms

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.
PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t event_comp_vascular3_w52_r_t.sas

OUT=REPORT/OUTPUT/eff_t_event_comp_vascular3_w52_r_t_i.rtf (08JUN2011 - 16:29)

SFY10810 #4E3R&EZE L Y3SIH (Module 5.3.5.1-1 Table 60)

R69-FEOMERAN b TRNEE/ DHEE /" ZTOMODLLEE L2 TOARR] OFEFTHER
(£#if : 52 58f8) —All randomized population. SFY10810

Clopidogrel
(CLOP-CLOP)
(N=215)

Ticlopidine
(TIC-CLOP)
(N=216)

Overall
Number censored, n (%)
Number of events, n (%)

Week 2
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 4
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 6
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 8
Number at risk
Number censored
Number of events

Property of the sanofi-aventis group - strictly confidential

179 (83.3%)
36 (16.7%)

214

1

2
0.009 (0.000 to 0.022)

211

2

3
0.014 (0.000 to 0.030)

208

2

5
0.023 (0.003 to 0.044)

207

178 (82.4%)
38 (17.6%)

216

3

1
0.005 (0.000 to 0.014)

212

3

2
0.009 (0.000 to 0.022)

209
3
4

0.019 (0.001 to 0.037)

208
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Clopidogrel
(CLOP-CLOP)
(N=215)

Ticlopidine
(TIC-CLOP)
(N=216)

Cumulative incidence (95% CI)*

Week 12
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 20
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 28
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 36
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 44
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 52
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

0.028 (0.006 to 0.050)

203

4

8
0.038 (0.012 to 0.063)

200

4

11
0.052 (0.022 to 0.082)

194
6
15
0.071 (0.036 to 0.105)

185

8

22
0.105 (0.063 to 0.146)

180

8

27
0.129 (0.083 to 0.174)

171
132
35

0.168 (0.117 to 0.218)

0.019 (0.001 to 0.037)

204
4
8

0.038 (0.012 to 0.063)

198

7

11
0.052 (0.022 to 0.082)

188
7
23
0.109 (0.067 to 0.152)

180
7
29
0.138 (0.091 to 0.185)

175
10
33

0.157 (0.108 to 0.207)

167
135
38

0.182 (0.130 to 0.234)

@ Kaplan-Meier technique with Greenwood's variance estimation
PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_km_lIt vascular3_w52_r_t.sas

OUT=REPORT/OUTPUT/eff_t_km_It_vascular3_w52_r_t_i.rtf (08JUN2011 - 16:29)

SFY10810 #4FHEZE L Y5IA (Module 5.3.5.1-1 Table 59)
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R70-VROETOELEA R FODERNHREFRKRR (L8R : 52:8/) —All randomized population.

SFY10810

PRIMARY SYSTEM ORGAN CLASS
HLGT: High Level Group Term
HLT: High Level Term

Preferred Term n(%)

Clopidogrel
(CLOP-CLOP)

(N=215)

Ticlopidine
(TIC-CLOP)

(N=216)

All ischemic event

NERVOUS SYSTEM DISORDERS
HLGT: Central nervous system vascular disorders

HLT: Central nervous system haemorrhages and cerebrovascular
accidents

Carotid artery thrombosis
Cerebral infarction
Lacunar infarction
Thrombotic cerebral infarction
HLT: Central nervous system vascular disorders NEC
Carotid artery stenosis
HLT: Transient cerebrovascular events
Transient ischaemic attack

CARDIAC DISORDERS
HLGT: Coronary artery disorders

HLT: Coronary artery disorders NEC
Coronary artery occlusion
Coronary artery stenosis

HLT: Ischaemic coronary artery disorders
Acute myocardial infarction
Angina pectoris
Angina unstable
Myocardial infarction
Myocardial ischaemia

VASCULAR DISORDERS
HLGT: Arteriosclerosis, stenosis, vascular insufficiency and necrosis
HLT: Aortic necrosis and vascular insufficiency
Aortic stenosis

HLT: Peripheral vasoconstriction, necrosis and vascular
insufficiency

Arteriosclerosis obliterans
Femoral arterial stenosis

Femoral artery occlusion
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PRIMARY SYSTEM ORGAN CLASS

HLGT: High Level Group Term Clopidogrel Ticlopidine
HLT: High Level Term (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)
Iliac artery stenosis 2 (0.9%) 0
Intermittent claudication 3 (1.4%) 1 (0.5%)
HLGT: Embolism and thrombosis 0 1 (0.5%)
HLT: Peripheral embolism and thrombosis 0 1 (0.5%)
Blue toe syndrome 0 1 (0.5%)
INVESTIGATIONS 6 (2.8%) 5 (2.3%)
HLGT: Cardiac and vascular investigations (excl enzyme tests) 6 (2.8%) 5 (2.3%)
HLT: Vascular tests NEC (incl blood pressure) 6 (2.8%) 5 (2.3%)
Ankle brachial index decreased 6 (2.8%) 5 (2.3%)
INJURY, POISONING AND PROCEDURAL COMPLICATIONS 1 (0.5%) 1 (0.5%)
HLGT: Procedural related injuries and complications NEC 1 (0.5%) 1 (0.5%)
HLT: Cardiac and vascular procedural complications 1 (0.5%) 1 (0.5%)
Vascular graft occlusion 1 (0.5%) 1 (0.5%)

SOC: System organ class, HLGT: High level group term, HLT: High level term, PT: Preferred term

MEDDRA 14.0

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.
Event composition is summrized by primary SOC, HLGT, HLT and PT.
PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff_ischemic_w52_comp_r_t.sas

OUT=REPORT\OUTPUT\sfy10810_eff_ischemic_w52_comp_r_t_i.rtf (12AUG2011 - 17:09)

RM-REOETOENLEA N FOBITHER (&8 : 52 8M[) —All randomized population. SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Overall
Number censored, n (%) 188 (87.4%) 192 (88.9%)

Number of events, n (%)

Week 2
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 4
Number at risk
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27 (12.6%)

215

1

0
0.000 (0.000 to 0.000)

212

24 (11.1%)

216

3

0
0.000 (0.000 to 0.000)

212
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Number censored 2 3
Number of events 1 4

Cumulative incidence (95% CI)*

Week 6
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 8
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 12
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 20
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 28
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 36
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*
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0.005 (0.000 to 0.014)

212

2

1
0.005 (0.000 to 0.014)

211

3

4
0.019 (0.001 to 0.037)

206
6
7

0.033 (0.009 to 0.057)

199

6

13
0.062 (0.029 to 0.094)

193

8

15
0.071 (0.037 to 0.106)

185

12

19
0.091 (0.052 to 0.130)

0.019 (0.001 to 0.037)

209
3
4

0.019 (0.001 to 0.037)

208
4
6

0.028 (0.006 to 0.050)

201

5

14
0.066 (0.033 to 0.100)

193
7
16

0.076 (0.040 to 0.111)

188
9
20
0.095 (0.055 to 0.135)

186
10
21

0.100 (0.059 to 0.140)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)

Week 44

Number at risk 178 181

Number censored 12 14

Number of events 26 21

Cumulative incidence (95% CI)* 0.125(0.080 to 0.171) 0.100 (0.059 to 0.140)
Week 52

Number at risk 175 176

Number censored 139 148

Number of events 27 24

Cumulative incidence (95% CI)* 0.130 (0.085 t0 0.176) 0.115 (0.072 to 0.158)

@ Kaplan-Meier technique with Greenwood's variance estimation

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff_ischemic_w52_main_r_t.sas
OUT=REPORT\OUTPUT\sfy10810_eff_ischemic_w52_main_r_t_i.rtf (12AUG2011 - 18:46)

R72-UROTROBELEAS XY FOSERNHREFRKRR (L8R : 52:8H) —All randomized population.

SFY10810
PRIMARY SYSTEM ORGAN CLASS
HLGT: High Level Group Term Clopidogrel Ticlopidine
HLT: High Level Term (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)
Ischemic event in extremity 16 (7.4%) 13 (6.0%)
VASCULAR DISORDERS 9 (4.2%) 7 (3.2%)
HLGT: Arteriosclerosis, stenosis, vascular insufficiency and necrosis 9 (4.2%) 6 (2.8%)
HLT: Peripheral vasoconstriction, necrosis and vascular
insufficiency 9 (4.2%) 6 (2.8%)
Arteriosclerosis obliterans 4 (1.9%) 3 (1.4%)
Femoral arterial stenosis 0 1 (0.5%)
Femoral artery occlusion 0 1 (0.5%)
Iliac artery stenosis 2 (0.9%) 0
Intermittent claudication 3 (1.4%) 1 (0.5%)
HLGT: Embolism and thrombosis 0 1 (0.5%)
HLT: Peripheral embolism and thrombosis 0 1 (0.5%)
Blue toe syndrome 0 1 (0.5%)
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PRIMARY SYSTEM ORGAN CLASS

HLGT: High Level Group Term Clopidogrel Ticlopidine
HLT: High Level Term (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)
INVESTIGATIONS 6 (2.8%) 5(2.3%)
HLGT: Cardiac and vascular investigations (excl enzyme tests) 6 (2.8%) 5(2.3%)
HLT: Vascular tests NEC (incl blood pressure) 6 (2.8%) 5(2.3%)
Ankle brachial index decreased 6 (2.8%) 52.3%)
INJURY, POISONING AND PROCEDURAL COMPLICATIONS 1 (0.5%) 1 (0.5%)
HLGT: Procedural related injuries and complications NEC 1 (0.5%) 1 (0.5%)
HLT: Cardiac and vascular procedural complications 1 (0.5%) 1 (0.5%)
Vascular graft occlusion 1 (0.5%) 1 (0.5%)

SOC: System organ class, HLGT: High level group term, HLT: High level term, PT: Preferred term

MEDDRA 14.0

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.
Event composition is summrized by primary SOC, HLGT, HLT and PT.
PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff pad_w52_comp_r_t.sas

OUT=REPORT\OUTPUT\sfy10810_eff_pad_w52_comp_r_t_i.rtf (12AUG2011 - 15:56)

RT3-MFEOTEROELEAS R FOBITHE (281 : 52 BRE) —All randomized population, SFY10810

Clopidogrel
(CLOP-CLOP)
(N=215)

Ticlopidine
(TIC-CLOP)
(N=216)

Overall
Number censored, n (%)
Number of events, n (%)

Week 2
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 4
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 6
Number at risk
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199 (92.6%)
16 (7.4%)

215

1

0
0.000 (0.000 to 0.000)

212
2
1
0.005 (0.000 to 0.014)

212

203 (94.0%)
13 (6.0%)

216

3

0
0.000 (0.000 to 0.000)

213

3

2
0.009 (0.000 to 0.022)

211
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Number censored 2 3
Number of events 1 2

Cumulative incidence (95% CI)*

Week 8
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 12
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 20
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 28
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 36
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 44
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 52
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0.005 (0.000 to 0.014)

212

3

3
0.014 (0.000 to 0.030)

207

6

6
0.028 (0.006 to 0.051)

201
7
10
0.048 (0.019 to 0.076)

196
9
10
0.048 (0.019 to 0.076)

191

14

12
0.057 (0.026 to 0.089)

187

14

15
0.072 (0.037 to 0.108)

0.009 (0.000 to 0.022)

210
4
4

0.019 (0.001 to 0.037)

207
5
8

0.038 (0.012 to 0.063)

197
10
9

0.043 (0.015 to 0.070)

193
12
12

0.057 (0.026 to 0.089)

191
13
13

0.062 (0.029 to 0.095)

186
17
13

0.062 (0.029 to 0.095)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Number at risk 184 183
Number censored 148 157
Number of events 16 13
Cumulative incidence (95% CI)* 0.077 (0.041 to 0.114) 0.062 (0.029 to 0.095)

@ Kaplan-Meier technique with Greenwood's variance estimation

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff pad_w52_main_r_t.sas
OUT=REPORT\OUTPUT\sfy10810_eff_pad_w52_main_r_t_i.rtf (12AUG2011 - 18:40)

RT4-MEOMEEA R b TREE/DHEE/ ZTOMODLMETE] OHEAFERKR
(2Hi : ®K 3 FER) —All randomized population, CAPRIE (PAD £[)

Clopidogrel ASA
(N=3223) (N=3229)
Vascular event (IS/MI/Other vascular death) 215 (6.7%) 277 (8.6%)
Ischemic stroke 81 (2.5%) 82 (2.5%)
Fatal 0 0
Non-fatal 81 (2.5%) 82 (2.5%)
Myocardial infarction 68 (2.1%) 108 (3.3%)
Fatal 11 (0.3%) 8 (0.2%)
Non-fatal 57 (1.8%) 100 (3.1%)
Other vascular death 66 (2.0%) 87 (2.7%)
Death from pulmonary embolism 66 (2.0%) 87 (2.7%)

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_eff_vasc1_comp_r_t.sas
OUT=REPORT\OUTPUT\caprie_eff_vasc1_comp_r_t_i.rtf (29JUL2011 - 17:20)
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RTI5-EOMEHEA N b TRHREE/DFHEE/ ZTOMRODMEI] ORTER
(1 E# R ET) —All randomized population, CAPRIE (PAD £H)

Clopidogrel ASA
(N=3223) (N=3229)
Overall
Number censored, n (%) 3126 (97.0%) 3069 (95.0%)
Number of events, n (%) 97 (3.0%) 160 (5.0%)
Week 2
Number at risk 3220 3225
Number censored 1 1
Number of events 2 3

Cumulative incidence (95% CI)*

Week 4
Number at risk
Number censored
Number of events

Cumulative incidence (95% CI)*

Week 6
Number at risk
Number censored
Number of events

Cumulative incidence (95% CI)*

Week 8
Number at risk
Number censored
Number of events

Cumulative incidence (95% CI)*

Week 12
Number at risk
Number censored
Number of events

Cumulative incidence (95% CI)*

Week 20
Number at risk
Number censored
Number of events
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0.001 (0.000 to 0.001)

3214
2
7
0.002 (0.001 to 0.004)

3211

2

10
0.003 (0.001 to 0.005)

3206

3

14
0.004 (0.002 to 0.007)

3197

5

21
0.007 (0.004 to 0.009)

3178
11
35

0.001 (0.000 to 0.002)

3217
2
12

0.004 (0.002 to 0.006)

3211
2
16

0.005 (0.003 to 0.007)

3205

3

22
0.007 (0.004 to 0.010)

3194
3
34
0.011 (0.007 to 0.014)

3171

53
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Clopidogrel ASA
(N=3223) (N=3229)

Cumulative incidence (95% CI)* 0.011 (0.007 to 0.014) 0.016 (0.012 to 0.021)
Week 28

Number at risk 3165 3138

Number censored 14 8

Number of events 44 83

Cumulative incidence (95% CI)* 0.014 (0.010 to 0.018) 0.026 (0.020 to 0.031)
Week 36

Number at risk 3139 3109

Number censored 20 10

Number of events 65 112

Cumulative incidence (95% CI)* 0.020 (0.015 to 0.025) 0.035 (0.028 to 0.041)
Week 44

Number at risk 3117 3077

Number censored 25 16

Number of events 81 137

Cumulative incidence (95% CI)*

Week 52
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

0.025 (0.020 to 0.031)

2933

320

97
0.030 (0.024 to 0.036)

0.043 (0.036 to 0.049)

2881
303
160

0.050 (0.042 to 0.057)

@ Kaplan-Meier technique with Greenwood's variance estimation

PGM=PRODOPS\SR25990\0VERALL\CTD_2011_01\REPORT\PGM\caprie_eff vasc1_1y_km_r_t.sas
OUT=REPORT\OUTPUT\caprie_eff vasc1 1y _km_r_t i.rtf (20JUL2011 - 17:42)
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R 76 - ABl Qi #iEtE (£ HARE - 52 @R) —All randomized population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Baseline
Number 215 216
Mean (SD) 0.790 (0.215) 0.814 (0.205)
Median 0.800 0.840
Q1:Q3 0.640 : 0.950 0.660 : 0.990
Min : Max 0.00:1.21 0.29:1.24
Week 4
Number 215 216
Mean (SD) 0.792 (0.209) 0.826 (0.199)
Median 0.790 0.825
Q1:Q3 0.650 : 0.950 0.675 : 1.000
Min : Max 0.00:1.23 0.28:1.29
Change from baseline
Number 215 216
Mean (SD) 0.002 (0.085) 0.012 (0.076)
Median 0.000 0.010
Q1:Q3 -0.050 : 0.050 -0.040 : 0.060
Min : Max -0.27:0.34 -0.19:0.23
Week 8
Number 212 210
Mean (SD) 0.794 (0.201) 0.821 (0.194)
Median 0.810 0.815
Q1:Q3 0.630 : 0.960 0.670 : 0.990
Min : Max 0.00:1.20 0.37:1.21
Change from baseline
Number 212 210
Mean (SD) 0.007 (0.082) 0.010 (0.080)
Median 0.000 0.010
Q1:Q3 -0.040 : 0.060 -0.040 : 0.060
Min : Max -0.20:0.32 -0.25:0.34
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Week 12
Number 210 207
Mean (SD) 0.790 (0.2006) 0.820 (0.204)
Median 0.800 0.820
Q1:Q3 0.630 : 0.940 0.670 : 0.980
Min : Max 0.21:1.17 0.10:1.23
Change from baseline
Number 210 207
Mean (SD) 0.002 (0.079) 0.010 (0.093)
Median 0.000 0.010
Q1:Q3 -0.050 : 0.050 -0.030: 0.070
Min : Max -0.23:0.27 -0.39:0.29
Week 20
Number 208 204
Mean (SD) 0.790 (0.213) 0.819 (0.202)
Median 0.780 0.820
Q1:Q3 0.630 : 0.960 0.660 : 0.995
Min : Max 0.18:1.17 0.30:1.23
Change from baseline
Number 208 204
Mean (SD) 0.001 (0.089) 0.006 (0.096)
Median 0.000 0.010
Q1:Q3 -0.070 : 0.050 -0.050: 0.070
Min : Max -0.21:0.29 -0.41:0.24
Week 28
Number 206 202
Mean (SD) 0.801 (0.210) 0.814 (0.207)
Median 0.800 0.830
Q1:Q3 0.650:0.970 0.660 : 0.990
Min : Max 0.12:1.27 0.24:1.23
Change from baseline
Number 206 202
Mean (SD) 0.012 (0.104) -0.001 (0.108)
Median 0.000 0.000
Q1:Q3 -0.060 : 0.060 -0.060 : 0.060
Min : Max -0.23:0.36 -0.40:0.42
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Week 36
Number 201 200
Mean (SD) 0.795 (0.209) 0.818 (0.205)
Median 0.800 0.840
Q1:Q3 0.660 : 0.960 0.660 : 0.985
Min : Max 0.15:1.22 0.27:1.24
Change from baseline
Number 201 200
Mean (SD) 0.006 (0.100) 0.001 (0.111)
Median 0.000 0.000
Q1:Q3 -0.050 : 0.050 -0.053:0.070
Min : Max -0.22 :0.51 -0.42 :0.48
Week 44
Number 201 194
Mean (SD) 0.791 (0.212) 0.822 (0.206)
Median 0.790 0.845
Q1:Q3 0.630: 0.960 0.670 : 0.990
Min : Max 0.10:1.23 0.27:1.24
Change from baseline
Number 201 194
Mean (SD) 0.001 (0.115) 0.003 (0.108)
Median 0.000 0.000
Q1:Q3 -0.060 : 0.060 -0.060 : 0.070
Min : Max -0.56:0.43 -0.46 : 0.50
Week 52
Number 199 189
Mean (SD) 0.791 (0.204) 0.824 (0.204)
Median 0.800 0.840
Q1:Q3 0.640 : 0.960 0.650 : 0.990
Min : Max 0.23:1.22 0.41:1.22
Change from baseline
Number 199 189
Mean (SD) 0.001 (0.107) 0.001 (0.112)
Median -0.010 0.000
Q1:Q3 -0.050 : 0.060 -0.060 : 0.070
Min : Max -0.33:0.48 -0.51:0.40
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Last on-treatment value *
Number 208 206
Mean (SD) 0.785 (0.208) 0.805 (0.210)
Median 0.800 0.825
Q1:Q3 0.640 : 0.960 0.630: 0.980
Min : Max 0.17:1.22 0.24:1.22
Change from baseline
Number 208 206
Mean (SD) -0.003 (0.114) -0.005 (0.108)
Median 0.000 0.000
Q1:Q3 -0.050 : 0.060 -0.060 : 0.060
Min : Max -0.46: 0.48 -0.51:0.24

@ Last on-treatment value: value is defined as the value collected at or just prior to the last IP intake

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_abi_desc_allvisit_r_t.sas
OUT=REPORT\OUTPUT\sfy10810_abi_desc_allvisit_r_t_i.rtf (13SEP2011 - 13:47)

RIT-HTITN—TZLONFEOMEEANY + TIREE/DHIEE/ZOMODMEE.EES N>
MZEBAR] OFEREERVNF—FE (F 18 : 128R) —All randomized population., SFY10810

Clopidogrel

Ticlopidine

Hazard ratio P-value for
(N=215) (N=216) (95% CI)* interaction”
Age 0.0455
<65 0/47 0/45 NC
[65-75[ 2/89 (2.2%) 0/102 349E5 (0.000 to NC)
>75 0/79 2/69 (2.9%) 0.000 (0.000 to NC)
Weight 0.9959
<50 1/29 (3.4%) 1/35 (2.9%) 1.179 (0.074 to 18.86)
[50-70[ 1/156 (0.6%) 1/152 (0.7%) 0.990 (0.062 to 15.83)
>70 0/30 0/29 NC
Sex 1.0000
Male 2/189 (1.1%) 2/192 (1.0%) 1.019 (0.144 to 7.234)
Female 0/26 0/24 NC
Tobacco use 0.3508
Never 1/22 (4.5%) 0/29 111E6 (0.000 to NC)
Current 0/57 0/51 NC
Former 1/136 (0.7%) 2/136 (1.5%) 0.495 (0.045 to 5.460)
ASO 1.0000
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Clopidogrel Ticlopidine Hazard ratio P-value for
(N=215) (N=216) (95% CI)* interaction”

Yes 2/213 (0.9%) 2/212 (0.9%) 0.995 (0.140 to 7.065)
No 0/2 0/4 NC

TAO 1.0000
Yes 0/2 0/4 NC
No 2/213 (0.9%) 2/212 (0.9%) 0.995 (0.140 to 7.065)

Baseline ABI (<0.5 , >0.5) 1.0000
<0.5 0/18 0/15 NC
>0.5 2/197 (1.0%) 2/201 (1.0%) 1.021 (0.144 to 7.247)

Baseline ABI (<0.9 , >0.9) 0.1721
<0.9 1/139 (0.7%) 2/133 (1.5%) 0.478 (0.043 t0 5.272)
>0.9 1/76 (1.3%) 0/83 32E6 (0.000 to NC)

Current intermittent claudication
with ABI <0.90 0.2071
Yes 0/98 1/105 (1.0%) 0.000 (0.000 to NC)
No 2/117 (1.7%) 1/111 (0.9%) 1.884 (0.171 t0 20.77)

History of intermittent claudication
together with previous related
intervention in a leg 1.0000
Yes 2/145 (1.4%) 2/149 (1.3%) 1.016 (0.143 to 7.211)
No 0/70 0/67 NC

Background antiplatelet therapies 0.9632
Yes 1/133  (0.8%) 1/131 (0.8%) 0.970 (0.061 to 15.50)
No 1/82 (1.2%) 1/85 (1.2%) 1.063 (0.067 to 17.00)

History of cerebral infarction 0.1841
Yes 0/39 1/39 (2.6%) 0.000 (0.000 to NC)
No 2/176 (1.1%) 1/177 (0.6%) 2.019 (0.183 t0 22.27)

History of transient ischemic attacks 1.0000
Yes 0/4 0/4 NC
No 2/211 (0.9%) 2/212 (0.9%) 1.005 (0.142 to 7.134)

History of myocardial infarction 1.0000
Yes 0/8 0/6 NC
No 2/207 (1.0%) 2/210 (1.0%) 1.015 (0.143 to 7.205)

History of angina pectoris 1.0000
Yes 0/22 0/19 NC
No 2/193 (1.0%) 2/197 (1.0%) 1.020 (0.144 to 7.240)
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Clopidogrel Ticlopidine Hazard ratio P-value for
(N=215) (N=216) (95% CI)* interaction”

History of cardiac failure congestive 1.0000
Yes 0/2 0/4 NC
No 2/213 (0.9%) 2/212 (0.9%) 0.995 (0.140 to 7.065)

History of hypertension 0.1945
Yes 1/158 (0.6%) 2/160 (1.3%) 0.509 (0.046 to 5.610)
No 1/57 (1.8%) 0/56 286E5 (0.000 to NC)

History of hyperlipidemia 0.9707
Yes 1/121 (0.8%) 1/118 (0.8%) 0.975 (0.061 to 15.59)
No 1/94 (1.1%) 1/98 (1.0%) 1.050 (0.066 to 16.79)

History of diabetes mellitus 0.1753
Yes 1/74 (1.4%) 2/70 (2.9%) 0.466 (0.042 to 5.138)
No 1/141 (0.7%) 0/146 304E5 (0.000 to NC)

History of hepatic function disorder 1.0000
Yes 0/11 0/22 NC
No 2/204 (1.0%) 2/194 (1.0%) 0.950 (0.134 to 6.743)

History of renal function disorder 1.0000
Yes 0/24 0/12 NC
No 2/191 (1.0%) 2/204 (1.0%) 1.070 (0.151 to 7.595)

History of atrial fibrillation 0.2353
Yes 0/7 1/10 (10.0%) 0.000 (0.000 to NC)
No 2/208 (1.0%) 1/206 (0.5%) 1.980 (0.180 to 21.84)

History of diabetic nephropathy 0.0059
Yes 0/9 2/4 (50.0%) 0.000 (0.000 to NC)
No 2/206 (1.0%) 0/212 303E5 (0.000 to NC)

History of asymptomatic carotid
stenosis 1.0000
Yes 0/8 0/8 NC
No 2/207 (1.0%) 2/208 (1.0%) 1.004 (0.141 to 7.126)

@ Estimated using Cox proportional hazard model with treatment group as the factor in the sub-group

® P-values for treatment by covariate interaction are calculated comparing model chi-squares of likelihood ratio test

between models with interaction and without interaction.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff_vasc2_1st_subgroup1_r_t.sas
OUT=REPORT\OUTPUT\sfy10810_eff_vasc2_1st_subgroup1_r_t_i.rtf (24AUG2011 - 15:40)
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R 78-thD7 T O—LMEEDERTE - SHATOMFEOMESEA N b TRIEEDHEE/ZTOMMOID
MEFE EMHES XY FZ&kDABR] ORBINERU/NT—KREE (58 18 : 12:8/[) —All randomized
population, SFY10810

Clopidogrel Ticlopidine Hazard ratio P-value for
(N=215) (N=216) 95% C1)* interaction”
PAD and (ICD and/or MI) 0.1809
Yes 0/45 1/44 (2.3%) 0.000 (0.000 to NC)
No 2/170 (1.2%) 1/172 (0.6%) 2.032 (0.184 to 22.41)
PAD and MI without ICD 1.0000
Yes 0/5 0/4 NC
No 2/210 (1.0%) 2/212 (0.9%) 1.010 (0.142 to 7.168)
PAD and ICD without MI 0.1882
Yes 0/37 1/38 (2.6%) 0.000 (0.000 to NC)
No 2/178 (1.1%) 1/178 (0.6%) 2.008 (0.182 to 22.14)
PAD and ICD and MI 1.0000
Yes 0/3 0/2 NC
No 2/212 (0.9%) 2/214 (0.9%) 1.010 (0.142 to 7.168)

@ Estimated using Cox proportional hazard model with treatment group as the factor in the sub-group

® P-values for treatment by covariate interaction are calculated comparing model chi-squares of likelihood ratio test
between models with interaction and without interaction.

PAD: Peripheral arterial disease, ICD: Ischemic cerebrovascular desease (Cl and/or TIA), MI: Myocardial infarction, Cl:

Cerebral infarction, TIA: Transient ischemic attacks

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff vasc2_1st_subgroup3 r_t.sas
OUT=REPORT\OUTPUT\sfy10810_eff_vasc2_1st_subgroup3 r_t i.rtf (23AUG2011 - 19:27)

RT19-HTITIL—TZLONHOMEEA RN b IKNEE/DHEE/ ZOMOLMES. ElfEa N>
M2k DA ORBEIE (£ : 528M[) —All randomized population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Age
<65 2/47 (4.3%) 2/45 (4.4%)
[65-75] 5/89  (5.6%) 2/102 (2.0%)
>75 3/79 (3.8%) 5/69 (7.2%)
Weight
<50 1/29 (3.4%) 2/35 (5.7%)
[50-70] 7/156 (4.5%) 7/152 (4.6%)
>70 2/30 (6.7%) 0/29
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Sex
Male 9/189 (4.8%) 8/192 (4.2%)
Female 1726 (3.8%) 1/24 (4.2%)
Tobacco use
Never 2/22 (9.1%) 2/29 (6.9%)
Current 3/57 (5.3%) 3/51 (5.9%)
Former 5/136 (3.7%) 4/136 (2.9%)
ASO
Yes 10/213 (4.7%) 9/212 (4.2%)
No 0/2 0/4
TAO
Yes 0/2 0/4
No 10/213 (4.7%) 9/212 (4.2%)

Baseline ABI (<0.5 , >0.5)
<0.5
>0.5

Baseline ABI (<0.9 , >0.9)
<0.9
>0.9

Current intermittent claudication with ABI < 0.90
Yes
No

History of intermittent claudication together with previous related intervention
inaleg

Yes
No

Background antiplatelet therapies
Yes
No

History of cerebral infarction
Yes
No

History of transient ischemic attacks
Yes
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0/18
10/197 (5.1%)

7/139 (5.0%)
3/76 (3.9%)

5/98 (5.1%)
S/117 (4.3%)

6/145 (4.1%)
4170 (5.7%)

8/133 (6.0%)
2/82 (2.4%)

139 (2.6%)
9/176 (5.1%)

1/4 (25.0%)

1/15 (6.7%)
8/201 (4.0%)

9/133 (6.8%)
0/83

6/105 (5.7%)
3111 (2.7%)

6/149 (4.0%)
3/67 (4.5%)

4/131 (3.1%)
5/85 (5.9%)

2/39 (5.1%)
7177 (4.0%)

0/4
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
No 9/211 (4.3%) 9/212 (4.2%)
History of myocardial infarction
Yes 1/8 (12.5%) 0/6
No 9/207 (4.3%) 9/210 (4.3%)
History of angina pectoris
Yes 1722 (4.5%) 0/19
No 9/193 (4.7%) 9/197 (4.6%)
History of cardiac failure congestive
Yes 0/2 0/4
No 10/213 (4.7%) 9/212 (4.2%)
History of hypertension
Yes 7/158 (4.4%) 8/160 (5.0%)
No 3/57 (5.3%) 1/56 (1.8%)

History of hyperlipidemia
Yes
No

History of diabetes mellitus
Yes
No

History of hepatic function disorder
Yes
No

History of renal function disorder
Yes
No

History of atrial fibrillation
Yes
No

History of diabetic nephropathy
Yes
No
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5/121 (4.1%)
5/94 (5.3%)

4174 (5.4%)
6/141 (4.3%)

0/11
10/204 (4.9%)

224 (8.3%)
8/191 (4.2%)

0/7
10/208 (4.8%)

0/9
10/206 (4.9%)

5/118 (4.2%)
4/98 (4.1%)

6/70 (8.6%)
3/146 (2.1%)

1/22 (4.5%)
8/194 (4.1%)

0/12
9/204 (4.4%)

1/10 (10.0%)
8/206 (3.9%)

2/4 (50.0%)
7/212 (3.3%)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
History of asymptomatic carotid stenosis
Yes 1/8 (12.5%) 1/8 (12.5%)
No 9/207 (4.3%) 8/208 (3.8%)

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff vasc2_w52_subgroupl_r_t.sas
OUT=REPORT\OUTPUT\sfy10810_eff vasc2 w52_subgroupl_r_t_i.rtf (24AUG2011 - 17:15)

= 80-iD7 T A—LMEFEDEEE - EHATOMHEOME A RN ~ THREEDFHEE/ZOtOL
mMERX/EMEAS RN ML D AR DFKIREE (28R : 52 B [) — All randomized population. SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)

PAD and (ICD and/or MI)

Yes 3/45 (6.7%) 2/44 (4.5%)

No 7/170  (4.1%) 7/172 (4.1%)
PAD and MI without ICD

Yes 1/5 (20.0%) 0/4

No 9/210 (4.3%) 9/212 (4.2%)
PAD and ICD without MI

Yes 2/37 (5.4%) 2/38 (5.3%)

No 8/178 (4.5%) 7/178 (3.9%)
PAD and ICD and MI

Yes 0/3 0/2

No 107212 (4.7%) 9/214 (4.2%)

PAD: Peripheral arterial disease, ICD: Ischemic cerebrovascular desease (Cl and/or TIA), MI: Myocardial infarction, Cl:
Cerebral infarction, TIA: Transient ischemic attacks
PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff vasc2_w52_subgroup3 r_t.sas
OUT=REPORT\OUTPUT\sfy10810_eff_vasc2_w52_subgroup3_r_t_i.rtf (24AUG2011 - 17:37)
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RA9-NEDREMEA N FOBITHER (52 BR) —FAS. DV7314-23 ..o 148
£ 50 -HIRDREHARNY b (MKRES) OFEITHER (52 :8R) —FAS. DV7314-23.......coceee. 149
RE51-ROREHARNY b (FFEEES) O#MER (52:8[) —FAS, DV7314-23..................... 150
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KE52-IROREHAANT ~ CGEOMEHEEHMN) OBTHER (52 8M) —FAS. DV7314-23.......... 151
KRE3-IRODREMANY N (ZOMOEELEMER) OFMER (528M[) —FAS, DV7314-23...152
R54-EOHMEEEEROMBTHER (28R : 52:8/) —All randomized population, SFY10810152
& 55-MIRDOHMEFTERTROSEARBRKR (241 : 52 @) —All randomized population, SFY10810

.................................................................................................................................................................... 154
% 56 -MIROHMHEEEEROHEHTER (52:8) —FAS. DV7314-23 ..o 156
RE57-FEOHMEBEERODFERNFEIRIRT (52 58[) —FAS. DV7314-23 .o, 157

RE58-IRDEELHEELRDOMTHER (F 181 : 12:8/) —All randomized population. SFY10810160
RE-VEDEELEEERDHBHER (2R : 52:8R) —All randomized population, SFY10810160
RO60-HIRDEELGCHESTROSEANRIKR (284 : 52 M) —All randomized population, SFY10810

.................................................................................................................................................................... 162
RO1-ROEELEEEROMBITHER (52 BR) —FAS, DV7314-23 ..o 166
RE2-VEDEELEEERONMEANREIRIRT (5258[) —FAS. DV7314-23 .o, 166

REI-UERDEESEROHEMER (5 148 : 1238m) —All randomized population, SFY10810......... 170
R 64-EODAETEZRONERNFRIIRT (5148 : 1258R) —All randomized population, SFY10810170

KO65- MIRDODASTZROMIER (24 : 52:80) —All randomized population, SFY10810 ......... 176
K66 - IRDODEEBRONEANFEERR (28R : 52:8/) —All randomized population, SFY10810178
K67 - HEDASEROMTHER (52BRM) —FAS. DV7314-23 oo, 185
K68 - IRDAEFERONFAANFEIRKR (52 B) —FAS. DV7314-23 ..o 185
xR 69 - IROEMERADHETFER (14 : 12:8f) —All randomized population. SFY10810............. 194
F70- FEOBERAOHERFHBRKR (5181 : 12:8[) —All randomized population, SFY10810..194
71 - NEOBERAOHEMER (£ : 52:8M[) —All randomized population, SFY10810............. 197
K 72- NEOBEROSEHNHREIRR (245 : 52:8R) —All randomized population. SFY10810..199
R 73-NEDOEMERADOBITHER (52:BR) —FAS. DV7314-23 i 202
K74 - DEOBMEADO R FERFEBIRR (52:BR) —FAS. DV7314-23 .o, 203
RT5-FT_RTHOTEAE RWAREL ORRERMNEETELLTEAE (141 : 12:8M) —All treated

[o1o] o101 F= i o] TR T o e 0 USSR 207
RT76-FXTHOTEAE RWERELDRARBENEETE4L L TEAE (251 : 52 B/) —All treated

POPUIALION. SFYTO8T0 ... uuuuiuiitiiiiiiitiiiiit bt aaaaaaaeae e e aaasaaasasasasasasnsasasssnsssssnsssssssnsssnsnnnnssssnsssnnnnns 216
R 77 - RIEEEARI O TEAE (25 : 52:8R8) —All treated population, SFY10810 .......coccoevvveeeennnn. 230
x78- ZEHHRNOABRELORAREFZROEETELRVEEER (TEAE) (£HiM: 52 8R) —Alltreated
[o1o) o101 F= o7 TR T o i 0 SRS 253
K79 -HBMENEGH 2% LD TEAE (52:8M) —REMMITHRER. DV7314-23 .o, 261
# 80- 3 _NTD TEAE (52 M) —REMMAFRER. DV7314-23 oo, 263
f)81 -3 RTOHTEAE (£#if : ®K 34£M) —Randomized and treated population, CAPRIE (PAD %
............................................................................................................................................................. 280
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£ 82-FIE LI-EHMDEETEZRDO—E —All treated population, SFY10810 ......c.cccoveveveeeeeeeeeeeeeee. 300
=& 83-XTICE-7- TEAE (5 187 : 12:8[) —All treated population, SFY10810 .........ccceeevveeurennn.ne. 304
R 84 -FEIIZE 1= TEAE (2HAR : 52 38R) —All treated population, SFY10810 .........cccceveeveuenee... 304
% 85 - BIRHMPICHTIC LI-EHDEEER—E —All treated population, DV7314-23 .................... 306
& 86 - LTICE -7 TEAE (52:8Mf]) —REMMITHREE. DV7314-23 ., 309
% 87 -ETCICE -1- TEAE (£#if : &K 3 £f) —Randomized and treated population, CAPRIE (PAD
BEIE]) e E R ARttt 310
# 88 - Treatment emergent SAE (£ HAf# : 52 8f) —All treated population., SFY10810 ................... 313
# 89 - Treatment emergent SAE # &I L -l DA EER—E (£ HAR : 52:8F) —All treated population.
S 080 ., 317
# 90 - Treatment emergent SAE (52 8f#]) —R2MMEHIFMRER. DV7314-23 ..o, 346
= 91 - Treatment emergent SAE R L -EFDEEETE—E (52:8H) —TE&MBRTREH.
DV T 3A4-23 ...ttt a e aaa s e e aaaaasaaaaasaannasanssnnnsannnnssnsnnnsnnnnnnnnnnannnnnsnnsssrnrernrnrnrnrnrnrnrnrnrns 350
& 92 - Treatment emergent SAE (£HifE : &K 3 &£ f) —Randomized and treated population, CAPRIE
7N D =1 i ) TSR 399
=R OB-HELEHMREUVEZAEMOFFRIRR (52:8[) —SFY10810 B U DV7314-23......ccvveeeee. 410
R M- BREBREPRIICE>T- TEAE ZEHE T HEH DO —E (£ 8/ : 52 AFRE) —All treated population.
T 0 1 RSSO PURPRRN 411
F 95 - RERERERILICE - TEAE (52 E[]) —REMMITHRER. DV7314-23.....ccieee 413
R 96 - ABRER S IEICE 51 TEAE(2H#AR : & KX 3 £[E) —Randomized and treated population, CAPRIE
7N D T4 i ) TR 417
%= 97 - Potentially clinically significant abnormalities (PCSA) Criteria............cc.coveeceeceeeeeeee e e e 426
= O8-EERRAMEES (FF4aeE) (£ 18 : 12:8M) —All treated population, SFY10810.......... 430
RO-EERBREERS (FFH#eeRE) (28 : 52:8R[) —All treated population, SFY10810.......... 432
£ 100 - BERBREEEREE (BHEERE) (£ 14 12:58/) —All treated population, SFY10810........ 434
% 101 -BERBREMEERE (BHEERE) (2 : 528/) —Alltreated population, SFY10810........ 435
®102-FERBREERE (MRFHRE  FMBRRCM/NR) (5 181 : 12:8R[) —Alltreated population,
S 08I0 ., 436
® 103 -FERBREERE (MRFHRE : FOBREUM/NR) (£HIR : 52 8R) —Alltreated population,
S 08I0 ., 437
= 104 -BRARBREERE (MAFMHRE : gMmek) (181 : 12:87) —Alltreated population. SFY10810
.................................................................................................................................................................... 439
= 105 -ERARBREERE (MRFHHRE - gMEk) (£HMHE : 52:87) —Alltreated population. SFY10810
.................................................................................................................................................................... 440
= 106 - FERBREERE (BE#®ZE) (B 1H: 12:8[0) —Alltreated population, SFY10810........... 442
=& 107 -BRAEREERE (BERE) (28R : 528R[) —Alltreated population, SFY10810............ 443
R 108-NA2)LY A2 (F 148 12ER) —All treated population, SFY10810........ccceevvvevvvecrennene. 444
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£ 109- /81 2 )LY 4 > (25 : 52:8R) . All treated population . SFY10810.........ccccccceveveverennnne. 445
= 110 - ABl it fist= (2 HIR : 52 BM) —All treated population, SFY10810.........ccceeovveevrene.e. 445
RN -DEROREEARNY COYTH)L— THEH (5 1#7: 12:8H8) —All randomized population, SFY10810
.................................................................................................................................................................... 449

xR 112 - Bt TEAE O J 5 )L— TR (28R : 52 8R) —All randomized population, SFY10810452
& M3-FEHBRIOHELELMRUBESENHMOFEERE (52:8H) —VBE FJLJL (CLOP-CLOP) .

] 07 1 L 454
x& 14 - REZEORE - SHOBFENOHLELEORVBEEANHOOFKTRE (52:8H) —VREFITLIL

(CLOP-CLOP) BE. SFYT08M0 .....ueiiieieeetiee ettt ettt e st e st e e eaeeeste e e sateeseteeeareeesabenesneeeans 455
% 115 - HIE TEAE DY J 5 )L— JfEH (28 : &K 3 FM) —Randomized and treated population.
CAPRIE  (PAD BE ) oot e e e e e e e e e e e 455
£ 116-5 4 LEBFORM/MREOHAOEER QLMY TEAE QY J 45 )L— TN (281 : 52 BRE)
—All treated population, SFYTO8T0 .........ooiiiiiiie et e e et e e s st e e e sbeeeeesreeeeeaaes 457
17 -RII/MREOHADEERN O LIS TEAE DY I 5 )IL— T (£ &K 3 EM) —Randomized
and treated population., CAPRIE (PAD EER) ..cooiioiie ettt 458
£ 18- HIM/MREDCHADOERANDELELILOY T 5 IIL— TN (25 &X 3 £fH) —Randomized
and treated population, CAPRIE (PAD BE) ..eoouoiiieeee e 459
£ M- HRIM/MREOCHADOERANDESHNEIOY T 5 )IL—TH#EHT (28 : &K 3 £/) —Randomized
and treated population, CAPRIE (PAD EEM) ..ccooiiieiiieeceeceee ettt 460
& 120 - FF#EeREB LR OY TV )L— T (28R - 52 8/) —All randomized population, SFY10810
.................................................................................................................................................................... 462
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X BH X

1-FEOREMA X2 b0 Kaplan-Meier Z2FEFK IR (55 141 : 12:8R) —All randomized population

SRS T 01 B O U 29
2-MFEOHEMEBEEERD Kaplan-Meier RIEEFK IR (55 1 #: 12 38R —All randomized population
SRS T 01 B O R 32
I-RDEELHEETEROD Kaplan-Meier RIEFHEIRF AR (55 1 #7: 12:8R) — All randomized population .
ST 107 1 34
4 - FREOBEEEZRD Kaplan-Meier ZFEFRIREEIR (£ 181 - 12:8[) —All randomized population.
ST 107 1 37
5- W% 0 EIEA® Kaplan-Meier RTEH IR (5 14 : 12:8[) —All randomized population,

ST 0= 1 38
6- MIFEOHMHEREERD Kaplan-Meier RTEF IR i #R (£ AR : 52:8F) — All randomized population.
ST 107 1 39
7T-DFEOEELHEERD Kaplan-Meier ZFERIRFH#R (£ HAR - 52 8MH) —All randomized population
SRS T 01 B O R 40
8-MREDREMA N2 kD Kaplan-Meier 25 R IZ AR 4R (£ HAM : 52 58 fE) — All randomized population.
S 080 e 42
9-RDEEERD Kaplan-Meier RIEFKIRER (£ 8 : 52:8ME) —All randomized population.
S 080 e 43
10 - 1K D EIEA D Kaplan-Meier RIEEFH IR FRAIR (£HM - 52:8) —All randomized population.

ST 0= 1 L 44
11-RDOREMA R b D Kaplan-Meier REEFRBRAIR (52 BR) —FAS, DV7314-23 .............. 45
12 - IFEOHMHEEEERD Kaplan-Meier 2FERIE R (52:8/[) —FAS. DV7314-23 .............. 47
13- MRDEELEEERD Kaplan-Meier 2R IE R (52:8[) —FAS. DV7314-23 .............. 48
14 - NEODEEE RO Kaplan-Meier RFEFKIREIR (528M[) —FAS. DV7314-23....coceieee 49
15 - MR DEIERA D Kaplan-Meier RIEFKIREFER (52 :80) —FAS. DV7314-23.....cccoiiiieene, 50
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ABI:
ADP:
ALP:
ALT:
ASO:
AST:
CL
CT:
FAS:
GCP:
ITT:
MAI:
MedDRA:
MRI:
PCSA:
PSUR:
PT:
SAE:
SMQ:
SOC:
TAO:
TEAE:
TTP:
v-GTP:

= 2
EDER=

Bs= &

=111}

ankle brachial index (&BAHT R+ t)

adenosine 5-diphosphate (77 / > 5 U V[ig)

alkaline phosphatase (7 /L1 Y 7 4 A7 7 X —F)

alanine aminotransferase (77 =+ 7/ N7 VA7 =7 —F)
arteriosclerosis obliterans  (Pf ZE 8N IR LAE)

L-aspartate aminotransferase (7 A/X7 X U7 I /) b T AT =7 —E)
confidence interval ({5 #H X [H])

computerized tomography (= > & = — % [brfE g

full analysis set (Fe K DFEHTER)

Good Clinical Practice (23 5 o B R aRER 0 S 0> HE)
intent-to-treat

maximum aggregation intensity (fx K I/ MK EEEE E)

Medical Dictionary for Regulatory Activities

magnetic resonance imaging

potentially clinically significant abnormalities

Periodic Safety Update Report

preferred term (FEAGE)

serious adverse event (EEE 72 EFHL)

Standardised MedDRA Querie (MedDRA #E #2520

system organ class (#%E B/ K 77%8H)

thromboangiitis obliterans (FHZEME A2 M & 7% )

Treatment Emergent Adverse Event (JGER¥EF 5T TR b7 A HEHFR)
thrombotic thrombocytopenic purpura (Ifig i/ M PE SR BER)
y-glutamyl transpeptidase (y-Z /L% )b« b T LV AXRTF X —F)
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1 EE&~ORE

1.1 HRENRESETEE R VR EMEHBRO R
1.1.1 ERRUEEH

1111 #E

ARHEEOZ AV BT 2 M X RSB IR BB A x4 & U 7 [E PSS AR R AR 3R (SFY'10810)
DEFEICEEDEIT o7, Fio, BIATREE OFHIIC W I ZERE  (OJRMEMZERIE 2R <) &
Faxtgl L ENE IR RE (DV7314-23) ORGEZ AF O EMZ 2 ME2 LT 555
ELTHW:, 612, 77— AMRGERE xR & Uz sM R HER (CAPRIE) O ARMEINR
FAEBETEAOKB LS E L L THW,

1.1.1.2 FBEORZ2MER

Fru e RMAEE TR et MRS PESREER (TTP) | BERRRIERIE, B R ATHEeERE
FEHEOBERZBEWEAN EICHRGRMGE 2 » AURIZEHR L, BTICELHHHESNTND,

1.1.2 REMTlH<ERA L =38R

1.1.21 HEROBEH
AR HGE DL BRI VTR OB 2 K 118,

ARHFEORE R L L7z SFY10810 3B IE, HARAKMEARGEEEE 2RI, Z7rEe R LL
(75mg1 H 1[0) % R2EMKEGLZLEE0LReMET 7ae’> (200mg1 H 1[E]) & i aFh
TH_EmEmEE 1) [ KOE LINIGIEkE 7 n e R LV a2 —7 0 T~ T 40 &
B pd—7 588 B2l CHET 2R s2EMoRERT, F 1 (128 ki
BRI UADLREMNA R NEBHY A RNF 7 VNN THEILERW S L 2R 5 2 &
ZFEEHRE Lz, SFY10810 s BROLAMDO FERHIHE B Th 5 L aMEA N2 M, AR AN
FEIERE x5 & L ENE IR RER (DV7314-23) THW=Z2Z2MEo BZEFHEA & RO
WA (BRI, mighE, FIERERTE . € OMOEEZREIERN) & Uiz, ZetEofIk B,
7a bt R7LvE RBEMESG L ZOPROHMMEEERES, BEERAERES, AEFL. LV
RIVERICRIT 2 RBRBEOF 7 n Y b o, WONZHE 1 r bl EHx/n e R7 Ly
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2R E Lz xRN W3O RNMAESESR, BEELAESES, ©“aetbai v
FHEFES, KOERWER) OfGte Lz,

ZEGELE L7z DV7314-23 3BRI%. B AR AMEZEE (ODJRMERMIERIE ZBR<) BEEZXIRIZI v
ERZLL (75mgl B 1E) % 2#E&EG L-LExoFr7arry 200mgl B 1E) 1IZxH3 2
M T HEEE R OB MEIC T 23 EH A & BICHGEET 2 2 LA EEENE L, E2,
CAPRIE #RRI%. T & LMbAl LIARLLE 6 4 H IWIZHRAE L 7o MEZE, 7 > & AMERT 35 A LIRS
FIE U 72 DA 2E ARG AR ENRE B & fEE 2 SN BB A RRIT. 7 r B R L L (75 mg
1B 1R ZHKK34EM, G/ FEBERG L E0FIMELOEEMEEZT A Y > (325mgl A 1
[B) LT 2 2 &2 HRE UCTERS A, REGEIZR W IR ERE B EE R O %
SE W,
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®1-BRABO—R

HROWE  ABRERHESOHAOI—F HRBFI/ VR HRE NEE. HREY REBBERIE  R5HM RBROEGRR
FHENES HROWE  weg wemE e OB HEEOWE
HaRag s sgsE® BRI
T BB B LB R
% 1 18 MEEME  SFY10810 BOBI2ER) . ®UR2EM) . -431/431 KRR s2E ®T
S 59911 O Micke. REAE 7omo 1R 1BRn OEEETLE S haE (pn TEERSE
%08 Eapigs O % (BX) FHOEDY - /F50ES Y (TIC-CLOP) ERTLILOMKE  2009.2~2011.5

®5)

HER 200mg 1B 1EEND ¥ : 216
=5 2 #1(40 RS - 5 2 #1(40 ER) :
fﬁ_?(, B ne kL
75mg1 B8 1E&EA
REMFHBOSE L LI-HER
REEMEER (2 DV7314-23 “EE®. T JBERTLIL: - 1172/ 1155 fiEEE (DRE 5238 5T
BESTHER o) s Mk, REAR TSmoIBTERE  ,pppyug sy REREERCO RenHES
Eﬁgiﬂgh 129 3% (BA) FoRLI: IF7REDVE : 580
&X 200 mg 1 B 1 E#ERQ 2001. 9~2003. 11
RIFRIERER (B%1 P1633 (CAPRIE) ZEER.UTHE J0ERTLIL: - 19185/ 19099 ifEE DR, 1-3F xT
AN . % R ‘ o s HENAR R &
Tfi)(_ia I+ 5 & 53513 (B%) FlLLE. ZEXNR 75mg1 B 1EEAQD SO RS LILE - 9553 RIEEARE B e n LS
D2 | 7REY U 9546
304 $EER (BRI, A—R F5 Y 17E7|‘ ::ILEJ],;E"?’ZS mo o 1992.3~1996.2
7. Za—S—3 VR, 4tk b AHBIREEREER:

- 6452 / 6439

JOERYLILE : 3218

I 7REY VB 3221
a #ER
b #HE5H
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1.1.22 REMT—2DERK

AHEE T, SFY10810 38k, DV7314-23 BB &L TN CAPRIE SREBR D THRIRIV L2k OF — 4 %
UTDAT Y =230 TRt L7z, £72. ZEMRHiEE O EROFHMIT1.1.3. 138 (TR
SFY10810 iE&
o EEZAVERHM
TARMEA X b (12 & E)
o BIRZAVETAM -
Ml AEESR (12 8EEE. 52EMRS)
HELRAEFS (12 8HEE. 52 BE#EE)
TRMEA XU b (52 EE#ES)
AEFER (12 H8R%KE, 52 8KE)
ITER (12 BRE# G-, 52 E[##5)
o T OMOL VAR

BRI G T Tl b Ll A EFES (Treatment Emergent Adverse Event [TEAE]) (12 1
&5, 52 WEE5)

EERARAT (12 R G-, 52 @ E5)
INA B A (1288, 52 BE#EE)
BT - B (ABD (12 AE#S-. 52 #E#&RE)

DV7314-23 &

o EEZAVEREM -
LRMEA N b (52 @S

o RV -
i A H R (52 BRES)
HELAEFES (2 @BHEKSG)
FEHEG (2 HMES)
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- BIER (52 lRE#&E)
o FOMMDOZANERHMN

-  TEAE (52:Efi#5)

CAPRIE 5888 CRH#ENARZE B BEEER)
o FDOMOEAVERAMR
- TEAE (K 3 FM#5E)

1.1.3 FHfEi A&

1.1.31 ZE2HUFFHEEBRVZDESE
SFY10810 Bk, DV7314-23 #Br. KN CAPRIE RER DB 222 MHiE B OER L 2 177,

SFY10810 FRERIZIW T, oA XY M, 4 XV MIBERESNLEMEA XU M egbh b
FREGH N CHIE L, HERREERETEM U HEMO b 0 & B2 256 121355 E
{EERT SOTIEBR R ERIC FREM 2 B+ 5 2 & & Uiz, SN ICIZIGBR B R EE AT 3L 1R BR 4y FH I i
DT U 726 R 2 SR AT BT L 72,

KRBROAEFSRIT, TEAE, LI E 72 TEAE, {GBRIKEH T Tl b EE LA HEHSL
(treatment emergent serious adverse event [SAE] VRBRHH G- 1EIZFE 72 TEAE, it TEAE %
Ei Lz, AEFELA L. SFY10810 55k TlX Medical Dictionary for Regulatory Activities (MedDRA)
N—= 31401280 =2— R{EL., DV7314-23 55k % OV CAPRIE Bk O FHG4 1L MedDRA /3
—Ya 140123 — RZ2IR 0 B LT L7-, TEAE OUUELIRIL, 155G BRIE) b R IR
HWOBG% 14 AME TLER Lz, 72721, SFY10810 &8RO 1 51 (12#R) Offtr Tk, A5k
P HBRAEND 12 HOBIEH £ TICHIL L7 TEAE 25 1 ioHER L L TRV K- 72,
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R2-REMFTMEERVENESR

SFY10810 B DV7314-23 5B CAPRIE B
FEFE ReHIAVE (128HEE) REBARU B EE LY
EH ARELOEARBENAGTETELAVEARETEMXILARSEEMAHEHLIEUTO UTOVWTAMOEEERDO S LARELORR

E= B

1. EXGHM : FSMEEOHMD I BRTELI=H D, XIFERD-ODARD S LMIA
TR OERNDBELLED DD,

2. MEEE :

A) BIBKFAME - B mEBREAS 3000/mm > KEITHA L. M ORREFEEMIITARSE
EAN TRV ERELEELHIELZGE. H5 VAR EEMXILARSBERMIC
L BEETHOAEDHETICHAD ST B MEREA 2000/mm’ kil & - 1184,

B) ¥ hERBAME : IFPEREAS 1500/mmPRBITH D L. M DAREFTEMIITARSE
EEAN TRV ERELEELHIBLZGE. H5WNILARIEEEMXILARSBERMIC
L BEELTHOAEDHETICHAD S FIFHEREA 1000/mm’ kil & - 1184,

C) I/MRBAME : M/MREAS 100,000/mmP RFIZHAD L. D OAREEEMITARS
HEMNZDORVZEELH L LBE. HDHVIXEBRETEMRILARSEEL
IZ&BEEZTHOAEDHMICHAD S F/IMREA 75,000/mm’ ki & o 1=184,

3. FFHRelEE -

A) FRANSEUBTI/ PSR T725—F (AST) LR 100UL H5 L THEfE L
RO 25E5BZ5HLNEEELNROOLN, N DABREXZEMIITARSBEMLS T
DELEEELEHLHM LGS,

B)75=Y 73/ F520R725—F (ALT) LR : 100 UL 2 WIEHEBEERD
25 B E B HHELIEELENIRO SN M DOAREEEMITABRSEEMNAZDEL
FEBELE LR LIZBE,

C)y-TINAZN - S VARTFH—H (y-GTP) LR : 150 UL B WLMFHEBE LR
DAEEBZZHASHLEBIELNRO N, N OAREEEMIITARSBEMNZOE
LEEELEH LI LIZEE,

D)7IAYI+RIT7H—+t (ALP) LR : HEELRD 25 B SHALNGEL
ANREDHON. M DAREXTEMIITERINBEMN T OELEERELTE S HILIZEE,
E)BREVIEVLER :3.0mg/dL 2 X 5N EEEARO SN, M DARRETEA
RISERMEERN T OBILEZEELE L HIBT LI5S,

F) BEZREDIGE

4. ZTOMDEELEER : BT, £MEBHNT LD, BERD-HDARIIZABRLAMD
ERADEELGDHD. KGMXEEELES - BETLIIHLI0

BRERNEETELZLLIO,

1. ESMEHEOHMD S BRT LD, XIFE
BO=-OIZARH DB WNEARSHEDERANBEL
310

2. UTFICRET HMBEREMRR

A) BIERHAE : SFY10810 8k & 4%,
B) tFhBkiEAME - SFY10810 5Bk & R4k,
C) /MR AE : SFY10810 3Rk & R,

3. FF#%HEREE - SFY10810 5488 & Rk,

4. TORDLUTICEZAT 5EIER
A)REREFERTIZDENEZEETNDHD LD
B) AR IFABRRHAFDIERABELH D
C)FaHMEZTEET LD
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SFY10810 A& DV7314-23 B CAPRIE B
BIZEHE HMEEEER (12:8RHKRE. 52:8MH%E)  FEFEROS S, HMICEHEI S0, HOUEEEER: AEFROS 5. HMmIZEEL EE LY
EH FMFI/HESHMICOWTIE, EEROLNLBEERNTHNEAETERELTRYEDL HEBRUZOBIZE LGSR,

LY,

EERAEER (128HKS. 52:8HKRE) - AEERDS5. UTICHETHER !
R, £REENT LD, BROEODARXEARPEOERNMBELL DT D, Kk
MMRTEELCEES HRETEICRLL0. BERICBT2AXRMEDERIIIEE. £0
MOEFHICEELER,

REMHAR + (52:BHERES)

FEER (128MKRS. 52:8REKRE) BRESRSSNERISECS. HoPIHFFE
LLBLHIVEERLGLVEE (RRREENEEZET) . ERAXIIH/INI LT
HY. AHERELORREROFEIBbHEL,

BIER (12:8RRE. 52:8RRE)  AREEEMUTABRSEEEMDHIEIC & YA
HLORRERIMEETELGL (ARBRHUERERED HY)1 . TRLI D35, TH
Yl I28&H) EENE-AEER,

EELEEER NEMHERRUVEEEZNS S
UTICRYT HFER B, RTICOELNEET
nNOHDED EED=DICARIIZARSABD
ERENDERZLO., EAFENES. ETHEMES
20BN ZIBEThOHZED. LERICETEEE
BRICELTEETHI BN . BHRIZHEITDH%
XEDKERRILESE

AEER ABRELORRBRIHANDLT, A
BREQRSHMP, ik LIGaEFRIENS 14
BURIZEFICELEHoRIFELLRLSHS
WEFPH LG WVER BRRREENDEELHZ2E
L) DILMERERERN=D0,

A AREBEEN X ILARDIEELMO M
FYARBELOREBRIEETELL (REH
RYUEEED THY )1 . TAlgEEHY1 . 25
HLi. TiLl. THIESREEIDS B, THY .
TaTgetEdp Y | Ik THIETREE] (2%L) &sh
-BEEZR,
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SFY10810 &

DV7314-23 &

CAPRIE B

0t CRRERSTTROLNEFAESEER (TEAE) : ARERSRBNSEERED 14 A%
FTOHMICHBEXELBLL-AEER RIRFHEEBLRLER)

BRBRERETTROONE-EELEEESR (treatment emergent SAE) : ARER SR
M OREIRED 14 BERFCOHMICEBRIIBL L-EELAETER (RIRGHHIER
LRLESR)

BRERSETCROON-HOMEESER (WO TEAE) : ARERSHE,N SRE
RED 14 B FCOHMICHEBIIBLL-EOEEAEER GIRHEEELRLE
&) .

ERERRE

A) MEFAIRE - RO, AETDED, AT RS Uy ME, AMBRE, SMmMERSE
[5FchEk, SFEEER. SFIEEEBR. 1 o/\Bk, EER] | [/MREK

B) Mi&4ELRE : AST. ALT. ¥-GTP. ALP, LDH, #EVJIEY, #aLRTA—
JL, HDLa L RFO—)L, LDLaLRFO—)L, di%igRs. #8ZEA. 7). T3 >, BUN,
JL7F=>, Na, K, CI

C) RBEZE (EM) : EA. #. RAE (Fmik, HMmER, M)

N BZIIH A2

A) B3R

B) M/E (UNHEHEA - #L3RER)
ABI

BRELETTROONFEEER (TEAE)
BREREMIE, SREIRED 14 BERETOH
BICKBRXITEBLLE-AEER EIRGHEER &
FLCER)
BRELETTROON-EELEEER
(treatment emergent SAE) : JAERZEIZ S EAHE M
SERGIRED 14 B E TOHRMICRKEXRIEEL
LE-EELGAEERGEIRHEER LRLER).

ARERSTTROONHOMEETER (HM
£ TEAE) RERRER SN o RIEMED 14 B
BETOHEICRBARTEBLL-HOBEEES
& (BIREFHERBERLER)

BRERESTTROONE-FEERR
(TEAE) :RBRERSHIBL O RERE
D14 BRFTOHMICHREITELLE
FEER,

ARERESTTROON-EELEES
% (treatment emergent SAE) : TEAE O
56, TRFEHEESEAEM . (EICES
L. K EHEET2(CHRD LD &
ZENTID). TARXIEARSABEOE
EYRELLZED] . [RREEEXRT
L0 FICBHShi- B RITBERE ]
DVTFIANERTHL0. =L, B
HEMEIER & L TRE SN EBOEHED
IR DFEERVUIRICOVWTIXEE
BEEBREMYEDAEL,

ARERETCROON-EIMEEES
% (Wt TEAE) : TEAEDS L, BE
BH4 (WHO-ART/PT) A Hiil-EEEd
3240, &5lz, TYbEHm) . MES
A R TZotodm (25580 1=,
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1.1.3.2 T—3 M
RTRREH

SFY 10810 B2 T, all randomized population % =58 K OVEIIVR 22 S MEFEAMIE B DM 64 & L. all
treated population % & DM OZE MR H ORI & LT, STt GH4ERI D E R 2 LL IR,

o Allrandomized population : IGBRIEDIRIEDF I b BT U X ML ENT-T R TOBRE
DM

e Alltreated population : 7 > ¥ LML EHu, 2 OIREREE A 1 [BILL EARSE U 7= B3 0 £

DV7314-23 iBRClX. e ROMNTEN (FAS) % B35 K OREIRZ EVEFHALIE B OfiftT g & L.
FEAMERRNT R SRR % 2 O D22 M EAIE B ORI L U=, KRN RISEM O EHRZ LTI
R,

o FAS:IBBRICEESNIZEEF D O B [EH GO KRER O S50 D% (GCP) - HEER
KRNV RR (FFZEEDAN OFEER) | RIRIE, BEBRBIEAGE, L OWIRML S % BIEAHE
B < A DL

o REMEMATHRER  TRBRICHAANONTZEED S B, GCP @i, K OKRIRIE AR &
H DM

CAPRIE iR ClE, RIEBIRZEEEZEMIZI5 1T 2D randomized and treated population % fiEHT x4 &
L7co T RISRER DEZRZ LLTITRT,

e Randomized and treated population : 7 > & LML FL, OiEEREEE 1 B ERE LZEEO
£

— BB E F i

SFY 10810 #8R 0> =% VR R 22 PRI T H O fFAT 2B L T, all randomized population % f##f
RMEELT, HIM (T s 12 H ET) ISR LIEWREOLZEMEA N2 b (B2
FHMIEE) K ORI 22BN E B OFEHE TORERICOWT, J@RIEI0 13K T (Fofhodimn
IR O P O B, DA ZE B 2 O R LM I B O BEAE U S DFO A I, K OWEIRIFE D&
FoF ) 2 H 72 @5 Log-rank #MEIZ £ 0 A EKEMM 5% T/ r e R VA ETF /7 ne
BEA LR Uz, F70, BERBRLOZE O 95%E X (95% CI) % Kaplan-Meier % & UY Greenwood
DXLV HEE L, N — KR OZE D 95% CI Z & 58 L OV BIE 0 A+F K% K1 & L7 Cox
ETIUCE DHEE LTz, W (52 #[H) OfEHT Tl all randomized population % AT %} 5 & L T,
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Z B MMERHZEID Y THNTRERET LI 520 A £ TORBRIALELOZED 95% C1 &

Kaplan-Meier £} OY Greenwood DU L Y ?’E}E L7, Z DR AVERHMETE B OfETIX, all treated

population Z TG & L C, FEFRICRIE L2 B GREZT L2851 1 (120) K OVEHIM (52 8H)

THRI L7z, Fo, BRBRAMEICE L T, HEEPEOEFIICEERBERZ R RE o L1k
(potentially clinically significant abnormalities [PCSA] criteria [2 97 ] ) % & & ICHK/NT A — X &FE

filiL 7=,

DV7314-23 5RBR D T2} ORINR 22 Al S B OfFAT 2B L T, FAS 12380 T B MR
HEORRRE CHREICLY AEKERRNS% T o RIVARLEF 7 a e a2 Lz,
FTo. BRI O EF R ORIIR L MG IE B O RFEFR 8 &k O O[if] 95% CI % Kaplan-Meier 1
KO Greenwood DARIZ L D F 7 v BV BRIk 527 v & KT LAREO Y — REIEER O O]
95% CI (Wald CI) Z#EE L. Log-Rank Mi/E #1757z, AHGE Tl SFY10810 ik TOFARIZ 7k

ZEPE, RO EER ORI EEMWTHMEE ORERBRELB2ET -2 & Lic, £OMDOL4E
‘rﬁﬂ?mﬁlﬁ H OfENTIE, MM R 2 et 5 & L CTHREF LT,

CAPRIE B DL M, ARIHENRZE B3 O randomized and treated population % fiff 4 %52 &
L TRt LT

¥, BREDIRDL, N DHGEHERORE, BEAERE « S0PE. BEREE K OO/ OF R E Ot
151 %%E@ﬁyﬁ@@ [Module 2.7.3.1.3.4.2] \Z72# L 7=,

1.2 Z2RNEEREKR

1.21 BHEDAR

SFY10810 Bk, DV7314-23 ikBk, K Y CAPRIE Bk O EH OWERIL, [Module 2.7.3.3.1.1]10 [
MENIRG R a5 & L ENE MAHERARER (SFY10810) | | [IMEEZEEEE 265 & LIz E
PR ARG R 3B (DV7314-23) | e N 77 & — A ARSE BB & 5t 5 & L 7= MEd i R 5% (CAPRIE) |
DI FEH LT,

122 BRERR

SFY10810 i8R, DV7314-23 5Bk, K& N CAPRIE itBi CRIYENRE BAEEEN) OBRFIRILI
[Module 2.7.3.3.1.2.5] [RIFEWREE BB 26t 5 & U7 [ENE IFEER R SR (SFY10810) | | Fﬂw
FSEE B xR & L= ENS IR KRR (DV7314-23) | . KO 177 v — AiffedE B % xt
G b Lo AR ER (CAPRIE) | OIEIZFHE L7,
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1.3 ARAMREFADAOREEHFERVZDOMmORE

SFY 1081078k ™ all treated population |3 all randomized population & [f] C£E[Cd - 7272, all treated
population (23517 5 FEFFFEIX Module 2.7.3 DFIHIZFEEHFH LT-NE EFR—TH 5,

1.3.1 ADO#REZE

SFY 10810 R ™D all treated population (235317 5 A OFEFHFRIREE S O — R T A D BFE R
I, [Module 2.7.3.3.1.2.1]1 ® [RFYEIAREE BB 2 x5 & L7-[ENE IFHERRER (SFY10810) |
DOIEIZFLH LT,

DV7314-23 FER DL MR R GHEE I 31 5 N DFERHFRIFFE R OV — 2 T o IO B Rk
Z# 28R T, EEER (B —K) 1Z7 e R LARE643 5% Q7—80m%) . /by
UHE64.7 5% 25m—80 %) TH V., 65kl kIS A DOMBE LY n v K7 LIVEE 43.3% (249/575
) . T/ aETURE43.4% (252/580 ) T, 7SELLEOEE T n v R UAVEE 12.5% (72/575
Bi) . F 7 YU 13.3% (77/580 B1]) & o7, BYELRIZZ v & R 7 LVRE 72.2% (415/575 651) |
Fra YR 74.0% (429/580 ) Thotz, £, T X MERHIBEO H HEE X7 v K7
LILVEE 22.6% (130/5755)) . F27 o B BE25.9% (150/580 f5) T o 7=, NBOFEEHFRIRE R
U= T A VRO BEFFEICHEEER TR EREWDITFRO bR o Tz,

CAPRIE ikBr CRAYENIRE BB FE ) @ randomized and treated population (2351 2 N L EHFHY
FEER OV — R T A VRO BE R Z £ 29 1273, FEFEER (R/h—HKKR) 137 v R7 LR
642 5% (281 —905%) . T AV YU UEE 6445 Q75 —93 %) ThY . 65mbl b 75 WAk
X7 B B R7 LVEE40.5% (1304/3218 f5i) . 7 AE U B 39.7% (1280/3221 f5il) T, 75k Lo
BFIZZ7 B E R UVEE129% (414/3218 1)) . 7 ALY VB 14.2% (456/3221 ) d>o7-, Bk
HRIZZ v & R VARET27% (2339/3218 4) . 7 AU RET72.0% (2320/3221 i) Th o7z,
N AREEH VR K N — 2 T A RO BFE R IR TR E REWITRD bR h o T,

SFY108107ER D 7 1 &° N7 LAVREIZ IS 1T 5 L 71.15% Td 1 .\ DV7314-23 35k e (X CAPRIE
RER L LR TREEFE D E < L TR O BEEIGIL, 65 sl 75 s 41.4% (89215 1) | 75
kL | 36.7% (79/215451) Td v, DV7314-23 3l & Y CAPRIE 3R & [h~C 75 %L Lo BEHIE
D@ oTe, £z, RN WTSH, SFYL0810 BRI T 527 v v K7 LAVRED B BEE OFIE
1% 87.9% (189/2155]) & DV7314-23 3k K O CAPRIE iR L 0 mi0r o 72,
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1.3.2 KREDRE. BIEE - S6HE

SFY 10810 7R ™ all treated population (Z351F 5 R EDOWNER, RAEERGE B OFER, THEIZ*7

MAENAIFOBEE, L= T A O ABL K OBEEE « AOHEIZ, [Module 2.7.3.3.1.2.2] XY

[Module 2.7.3.3.1.2.3]10> [RRYEHIRIE BB 2%t 5 & U 7= [ENF IAEEE R SR (SFY10810) | OIH|Z
Aok L7z,

DV7314-23 SBR DL BNEFRIT R QAR 3517 2 )RR B BEERE, R OVEOHEZ £ 30, £ 31, % 32
&U“?& 331TRT, IR DIEZESESIE D D OWIM, It DMEZESE DR, MK OBETERE D 5lA]
IZHFEE CREREWVITRD Do te, £, EREOHEITE MEE (7 7 & R 7 LLEE69.2%
[398/575 Bl F 27 meY R 66.4% [385/580 15111 ) | millEIIE (7 = & R LIVEE 37.7% [217/575
Bl . Foru T RE37.8% [219/58061] ) | R (7 m e 7 Lv223% [128/57561)  F 7
2B URE17.9% [104/580 1] ) . KROWERIE (7 v R7 LVEE18.6% [107/57561] . F7 =
B UHE20.0% [116/580 1] ) 72 EThH Y | AOFEOFEIER] O ME I MHEH TR E EWVITRED 5
N noiz,

CAPRIE &5k CRAYEIRE BEF M) @ randomized and treated population (23511 % 7 7 @ — Alfl
FRIEOBEAERE, WO ER B - SOPER OFINEAL K 34 KOR 351TRT, 77 17— AfRSE
O E LTI, DIEENR R HZ < 78 E KT LIVEE 21.2% (683/3218 f5) . 7 AU VB 21.1%

(679/3221 6)) ThH o7z, Fiz. TOMOBEERETIX, @ifE (7 2 K7 LVEE51.3% [1650/3218
B 7 AU UBE50.5%[1628/3221 1) (im 2 L AT v — LIE (7 1 B R 27 L LEE44.6%[1436/3218
Bl] . 7 A Y UHE44.5% [1433/3221 ] ) | RESME (7 v & R 7 L IVEE 26.2% [842/3218 f31l] |
TAEY UHE26.7% [860/3221 #] ) . KRUWERIE (7 v B N7 LIVEE20.7% [667/3218 45111 | 7
AV CFE20.6% [663/3221 1] ) 3% inoTo, BEAERE - SOPEOREERI OB I MM TR E 722
EWIERD bR o T,

SFY10810 iBRD 7 v v° K7 L AVEHIZ BT 2 E2RBEANE - SOHEIL, @it 73.5% (158/215 f1) |
E R MIE 56.3% (1217215 61) | BERIF 34.4% (74215%1) 728 THY . b OEIAIE DVT314-23
B &% O CAPRIE i B L 0 o7z, F£72. SFY10810fBRD 7 1 &7 K7 LILVREIZ BT 2 D 2
SOPEAMEDOREE « BOHIZNZEI 3.7% L DN 102% TH 0 | iR B OEIE X CAPRIE Bk D )7
WEDS T,
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1.3.3 HARRUGERAE

1.3.3.1 AAE

SFY 10810 #ER ™ all treated population (Z331F 2 FLIL/ IMIEDRITTEREIX, [Module 2.7.3.3.1.2.4.1] ®
IR EIRZE BB 2kt 5 & U2 [E NS ITARER RS (SFY10810) | DIHIZEI#H L7,

DV7314-23 FBR DL NEFRAT R GAE RN 3517 D P/ IMRIED RHAE & & 36 (237, Hlili/ Mk
DORNEENSH HBEIX, 70 RTLARET43% (25/57561) 77 rE VBT 4.0% (23/580
Bil) Th oz, Hl/MIIEDRNERD & 2 B O K O OFEFERI 00 88 2 W TR & Z25&E 0

IO N7,

CAPRIE A% CRIEENIREE BEF M) @ randomized and treated population (Z 33T 5 HLifiL/ M D
AR A3 37 1T, Pl IMCEDORTER R & 5 EE X, 7B R LT 68.3% (2197/3218
Bl) . 7T AV R 67.2% (2166/3221 ) THY, 7 AE Y (7 v 7 LIVEE 64.0% [2059/3218
Bl . 7T AU B 63.3% [2039/3221 ] ) b MM STz, HUli IMCED TR
% BEOFE K OZ ORI OBEL I W TR E Z2BWTRD b7z,

SFY10810 #kBR D 7 1 v K 7 L VEEIZ BT B P/ IMER D RITEHE DO EIE1X 94.9% (204/215 #1) &
DV7314-23 # B X 0 12570025 <. CAPRIE nfc%ﬁct D HENo T,

1.3.3.2 #EAE

SFY 10810 7R all treated population (Z331F 2 ffF FHEEIZ DWW TE 38 1R d, PFAEAMEH LT
TBEIT, 70 R VIARE99.5% (21421541) . F7 v BV 1 99.1% (214216 f5l) T -7z,
FROFAESE L ERITWEoR, i3k (7 e e R7 LAVRE63.7% [13721561] .
7 a YR 64.4% [139216 6] ) | T HHUM/IEEE (7 v K7 LVRE 62.8% [135/215 6] |
Fra TR 62.0% (134216 1] ) | v U AEHEE (7 v & R 7 LVEE 61.4% [132/215 611 |
Fru e URES32% (115216 1] ) | MOKRMMAE IR (7 v R7 LVRES51.6% [111/215
Bl . Fra YU RE49.1% (106216 61] ) Thoto, £io. FEIRFIEFEEKIL, 72 K7 LVEE
27.0% (5821541) . F7 Y U RE23.6% (51216 41) 12, 2L AT a— UK TFHiF, /7ot K7
VIVEE 45.6% (98/215 ) . F 27 v B R 42.6% (92/216 ) I S TuWe, Zed5. SFY10810
REBRTIZ, TAEY v XTI TR N EO—HOHML/MEEDO I 2 1L L72hy . £ ofhodim
ABFRIEHEIATREE L, JRANE LTI & oMbtk 12 8MIIMHE - HEZEE L2 e L, &
LS OO TR Pl IMRIED T & S AEIRF O FIRBLIZ. [Module 2.7.3.3.1.2.4.2]10D [SRIHEDRYE
B x5 & LI [ENE IFEERARRER (SFY10810) | DOIHITFL#K L7z,
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DV7314-23 FRBR D& BMEMAT R G312 HFHFEIC DWW TR 39 10T, JFAEEZEEH LT
WIZBEIR, 7 e R LIVEE97.9% (563/57541) . F27 v U8 97.6% (566/580 ) T -
7o EROFRESETEFEAINTWZDIF BT U AFEHEE (7 v & R 7 L LEE48.9%[281/575
Bl . Fru TR 46.6% [270/580 1] ) | FIRGEHK (7w R LIVEE3LT% [182/575 1] |
Fra YR 283% [164/58061] ) . 2 L AT r— /LK FI (/v K7 LIVEE27.0% [155/575
Bl . Forue T URE29.8% [173/580 6] ) Thotz, Fio, Hul/MWeKiZ, 7 e K7 LLEE
9.6% (55/575%1) . F7 T URE7.9% (46/580 1) (2, RIMAEILEKIT, 7o R7LREE
14.8% (85/575 %) . F7 v & B 14.7% (85/580 i) . BEIRFIAEEIL, 7 0 & K7 LIVEE 12.0%
(69/575 %) . F7 v T URE 143% (83/580 %) (2 STz,

CAPRIE ikBr CEAENIRZE BAESESEH]) @ randomized and treated population (23517 2 ff HEEIZ DU
THRART, PEHEEZEHL COWEBEIX, /e K7 l//vﬁi 93.4% (3005/3218 4i)) . 7 At
U URE93.9% (3025/3221 f5l) T o7z, PFHFESETHIGE . Z<MEHIN T b DX, v
VU LR (/B R L IVEE36.0% [1158/3218 1] . 7 A B U RE 37.5% [1208/3221 ] )
FRFE (7 v F7LIVEE29.5% [948/3218 #51] . 7 A& U U RE30.1% [968/3221 %5111 ) | Hiifnte
(7 vt KT LIVEE28.1% [904/3218 i1 | 7 AE U B 30.9% [995/3221 %] ) . i JEE
W (7a e R7URE25.4% (81832184111 . 7 AL U U BE26.6% [858/3221f1] ) . =L AT
— /R TEE (7 v & 7 LVEE 24.6% [791/3218 5] . 7 AU U 23.3% [750/3221 511 ) . ACE
PLESE (7 v B N7 LIVRE 24.4% (7843218111 . 7 AU R 24.5% [790/3221 411] ) . B
—ZGEEE (7 m v N7 LVEE22.3% [719/3218 1] . 7 AR Y B 23.0% [742/3221 1] ) TH
Ste, Tz, PU/MEERIL, 7 0 B N7 LVEE 19.3% (6213218 1)) . 7 A E U U BE 21.5% (691/3221
B) 12, RIYIMEILERIT, 7 0 e R LIVEE 12.7% (408/3218 f5l) . 7 AU U BE 12.0% (387/3221
B) 12, BERFTEEIEIT, 7 v N7 LVEE 19.0% (612/3218 1) . 7 AE Y B 18.4% (592/3221
B) I & Tuwe, 7r38, CAPRIE AR Tid, JRAIE U CipiREEs G- MM H ot M o ff
FUFEEIE LTV ey ] D 2O THUl/ IMCEZ FH L CW e BB REO b vz, 2 b ofui
INREEDFIER OO R AR 41127 T, 7R E RZULARETIE. 7AEY U2 17.2% (553/3218
B ERbHEL, RNTYUEY XE—)L 1.5% @7/321841) . F7 a2 0.5% (16/3218 f5) 72
EThHoT,

SFY 10810 357, DV7314-23 3Bk, }& OY CAPRIE ik T OO SO B A X RFRE Th > 7203,
OFHERNFECH D & RFRPUI/ MRS R i RS o FEIA A3 SFY 10810 3B Tl . 2
1% SFY 10810 3R TlE—E O Hul/MrEE GRS IEILREIC A IND b O &2 ETe) OOFH % rl6E
ELTWAHDITK L, DV7314-23 3Bk, K& T CAPRIE iBR CTILIRBRIRE 5 WM o il MR O Hf
MzEEILEE LT el B bz, Fio, BERFIGRERESa LAT m— LR TEOFEHEE b
SFY10810 iBR T . 2D b AIHE - BEROEAENE N L2 KM L TN bDEEX LN
72
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1.4 REMHOFH

141 RKEPBIREEEBEEEZNRE L-ERNEMEEKRKE (SFY10810)

1411 F 15 (12:87)

14111 REHAARDH

5518 (12388) 1I2HB1T 2RO RENEA X2 b OFFTHRE R M CRFERBLEEOHER (Kaplan-Meier
HiBR) 272 3 RO 1 IRT, 1R OYIIE DR EMEA R N BRI o v K7 LAVEE2.4%
KOF7u P 13.6%THY 7 vt BT LD T A REEHFRICA BIZKD - 72 (&7 Log-rank
BTE 1 p<0.0001) , £7/=, 7 0 B R LAREOT 7 0 v U RECR 258 — RERiL 0.161 (95%
CI: 0.062t00.416) TH -7z,

12 E TOHFED L EMEA N b OFRIFEBUIRILZ # 4 1R, ITEEEEORBNTF 7 n
VU T e B R VABETO R ol (7B R VLA 14% [321561] . 7By
VRELLL% [24216 1] ) o ZaMEA X2 b ORI R T, 12 IR T OFIFE O T RERE
FORBERBRITZ v v N7 VAR THREFFIICH BITIED > 72 (84 Log-rank B E : p=0.0001,
FRHE N — REE 2 0.160 [95% CI : 0.056t00.462] | 2% 44) , F7-, FIEOBERcHIm, MmkkEE &
2 OO EFEZREIEROREBUZ DWW XM BRICAE BRI bihoTe (F42, K43 K
VF#45) . 7rE R ULARIIES b BEREWEN | Bl MAEE Ch 7, £, F7
BV UEHICRD BN EERRIER 1] (OO AMERER) ROEKZHIMm 1 #] (i EE) (X
F—EFINZA Ul —HEDOFEL Th o7, 723, BEEE - A 00E & L T hepatic function disorder (&
BYNZ BB RT VAT 7 rn U VB TE RO HAILTW oA ([Module 2.7.3.3.1.2.3 & 15]) |
W1 W ATHERERSE 2 36 B L T2 JEBI DB 1T — R T A VIR OBEERE - AOHES L CIFEREZAT
LEMTEWE WD Z Eidlehotz (F46) .
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RI-VEOREEARY FOFEMER (B 18 : 1258R) —All randomized population, SFY10810

Clopidogrel Ticlopidine
(N=215) (N=216)
Number of events, n (%) 5 (2.3%) 30 (13.9%)
Cumulative incidence (95% CI)" at Week 4 0.009 (0.000 to 0.022) 0.037 (0.012 to 0.063)
Cumulative incidence (95% CI)* at Week 8 0.009 (0.000 to 0.022) 0.117 (0.074 to 0.161)
Cumulative incidence (95% CI)* at Week 12 0.024 (0.003 to 0.044) 0.136 (0.090 to 0.182)
Stratified Log-rank test p-value® <0.0001 -

Adjusted Hazard ratio (95% CI)°

Un-stratified Log-rank test p-value®
Un-adjusted Hazard ratio (95% CI)°

0.161 (0.062 to 0.416)

<0.0001
0.159 (0.062 to 0.410)

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group with background antiplatelet therapies, history of myocardial infarction and/or
ischemic cerebrovascular disorder and concomitant diabetes mellitus at baseline as stratum, ° Estimated using Cox
proportional hazard model with treatment group, background antiplatelet therapies, history of myocardial infarction
and/or ischemic cerebrovascular disorder and concomitant diabetes mellitus as fators

4 Unstratified Log-rank test for treatment group © Estimated using Cox proportional hazard model with treatment group

as a factor

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_km_logrank_hr_saf r_t.sas
OUT=REPORT/OUTPUT/eff_t_km_logrank_hr_saf r_t_i.rtf (08JUN2011 - 10:00)

SFY10810 #4EHEZE L Y5IA (Module 5.3.5.1-1 Table 20)
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1-FEOREMEA N2 D Kaplan-Meier B2i5 & ITRAME (5 14 : 12:58[0) —All randomized

population, SFY10810

0.201 Clopidogrel
——— Ticlopidine
I
1
0.154 !
1l
g IH-H-I-I
= 1
2 l
= i
= 1
g |
E 0.101 .
= -
s |
g i
= 1
Q 1
1
1
0.05 1 o
i
I
I "H'|'H'H
l L ‘ ‘
1 T T T
0.001 T T T T T T
0 2 4 W 6k 8 12
Number at Risk eeks
Clopidogrel 215 215 211 211 211 205
Ticlopidine 216 216 211 203 191 187

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_g_km_saf r g _i.sas
OUT=REPORT/OUTPUT/eff_g_km_saf r_g_i.rtf (08JUN2011 - 10:01)

SFY10810 ##E$REE KL Y 3IAH (Module 5.3.5.1-1 Figure 2)

RA4-DROREMARNY FOKFERFKEKR (5 181 - 1258[) —All randomized population.

SFY10810
Clopidogrel Ticlopidine
(N=215) (N=216)
Any safety event of interest 52.3%) 30 (13.9%)
Clinically significant bleeding 0 1 (0.5%)
Blood disorder 1 (0.5%) 5 (2.3%)

Property of the sanofi-aventis group - strictly confidential Page 29



274 BERREMH
SR25990C - ¥ O F K4 L LEREEE PAD

Clopidogrel Ticlopidine

(N=215) (N=216)
Hepatic dysfunction 3 (1.4%) 24 (11.1%)
Other serious adverse drug reaction * 1 (0.5%) 1 (0.5%)

@ Met the criteria; Results in death, or Life-threatening or, Requires inpatient hospitalization or prolongation of existing
hospitalization or, Results in persistent or significant disability/incapacity.

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_event_comp_saf r_t.sas
OUT=REPORT/OUTPUT/eff_t_event_comp_saf r_t_i.rtf (17JUN2011 - 11:37)

SFY10810 ##EF#H&EE (Module 5.3.5.1-1) Table 21 %

14112 HIMHEEEER

5518 (12:8) 1230 2913 O H A FHG O R K CRIEHBLROHER (Kaplan-Meier
HiHR) 222 5 OV 2 1R T, 1R OPPE O A FEHRBFEBIET I a v R7 LIVEE8.4%,
F 7 a Y URET.0% TH Y | MEEIHEH A B 22T O b h - 72 (851 Log-rank 12 i€ : p=0.4478) ,
Flo, T/ u Y UBCT 57 0 e R L AREOFEE Y — R 1.300 (95% CI: 0.659 t0 2.561)
ThH-oT,

12 8 F TOHPZEO H MR FHFRO SR BRMN 2 £ 6 \ZRT, BEEEGOESWERFHEOH
MAEAEFRIIEHEM (ZF o R VVIAVEE23% [5R2156]] . F7a v U8 0.5% [1216 1] )
KMOF P (72 e RZ LVRE0.9% [221561] . F7 a2 U8 1.9% [42166]] ) Th-oTz,
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R5-FEOEMUEEEROMBTER (£ 18 : 12:80) —All randomized population. SFY10810

Clopidogrel Ticlopidine
(N=215) (N=216)
Number of events, n (%) 19 (8.8%) 15 (6.9%)
Cumulative incidence (95% CI)" at Week 4 0.047 (0.018 to 0.075) 0.037 (0.012 to 0.062)
Cumulative incidence (95% CI)* at Week 8 0.065 (0.032 to 0.099) 0.051 (0.022 to 0.081)

Cumulative incidence (95% CI)* at Week 12

Stratified Log-rank test p-value®
Adjusted Hazard ratio (95% CI)°

Un-stratified Log-rank test p-value®
Un-adjusted Hazard ratio (95% CI)°

0.084 (0.047 to 0.122)

0.4478
1.300 (0.659 to 2.561)

0.4678
1.284 (0.652 to 2.527)

0.070 (0.036 to 0.104)

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group with background antiplatelet therapies, history of myocardial infarction and/or
ischemic cerebrovascular disorder and concomitant diabetes mellitus at baseline as stratum, ° Estimated using Cox
proportional hazard model with treatment group, background antiplatelet therapies, history of myocardial infarction
and/or ischemic cerebrovascular disorder and concomitant diabetes mellitus as factors

4 Unstratified Log-rank test for treatment group, ® Estimated using Cox proportional hazard model with treatment group

as a factor

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_km_logrank_hr_bae r_t.sas
OUT=REPORT/OUTPUT/eff_t_km_logrank_hr_bae_r_t_i.rtf (08JUN2011 - 10:01)

SFY10810 ##EHREE L YEIA (Module 5.3.5.1-1 Table 26)
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H2-#FEOHOEEEERD Kaplan-Meier RFEFKIREMMIE (5 181 - 12:8[H) —All randomized
population, SFY10810

0.201 Clopidogrel
— —— Ticlopidine
0.151
5
=
D
=
9
=
E 0.101
=
E
E A
I
0.051
0.001 T T T T T T
0 2 4 W 6k 8 12
Number at Risk eeks
Clopidogrel 215 210 203 201 199 190
Ticlopidine 216 211 205 202 201 197

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_g_km_bae r g_i.sas
OUT=REPORT/OUTPUT/eff_g_km_bae_r_g_i.rtf (08JUN2011 - 15:47)

SFY10810 ##E$REE KL Y 3IAH (Module 5.3.5.1-1 Figure 7)

RO-UEOHEMEAEEZDNFEANFRIRIRR (5 1 81: 12 :8R8) —All randomized population, SFY10810

PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
Any bleeding adverse event 19 (8.8%) 15 (6.9%)
RBRERES K VFERAE 0 1 (0.5%)
REMREER 0 1 (0.5%)
ARFEE 2 (0.9%) 1 (0.5%)
fERE 0 1 (0.5%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
= M 2 (0.9%) 0
MR, MRS & UitfRIES 7 (3.3%) 3 (1.4%)
SHim 5(2.3%) 1 (0.5%)
% 2 (0.9%) 2 (0.9%)
BREE 3 (1.4%) 3 (1.4%)
ATP9 & dn 0 1 (0.5%)
A 1 (0.5%) 1 (0.5%)
Iin {5 HE it 0 1 (0.5%)
M 2 (0.9%) 0
EEHLUVERTHERES 3 (1.4%) 6 (2.8%)
BTHm 2 (0.9%) 4 (1.9%)
e300 1 (0.5%) 0
B & H i 0 2 (0.9%)
—fi% - 25BEEH L VIREEEOIKE 1 (0.5%)
1fn & ZE R R AL 1 1fn 1 (0.5%)
ERIRIRE 1 (0.5%)
JR o f5 1% 1 (0.5%)
BE. PEHSIUVNEESHHE 3 (1.4%) 1 (0.5%)
Za5 1 (0.5%) 0
Hi5 0 1 (0.5%)
TERR T I fE 1 (0.5%) 0
VAN R Eafiill 1 (0.5%) 0

SOC: System organ class, PT: Preferred term

MEDDRA 14.0

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.

Event composition is summarized by primary SOC and PT.
PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff t_event_cmp_bae r_t.sas

OUT=REPORT\OUTPUT\sfy10810_eff t_event_cmp_bae r t j i.rtf (25AUG2011 - 13:21)
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14113 EELEEER

%18 (12 8#) 1281 20O EERA EFROMITHE R L OCRERBLEOHER (Kaplan-Meier
fhi) A3 58 LMK 31T, 2BREROWROEELRAEEFLRABBHREIL ' R VLR
38% KT 7 v BV U RE4T% TH Y MHEMICHE FIAEZEILRD bivie - 7= (B85 Log-rank
RRE : p=0.6805) , £7=, T/ u BV UEHIxIT 57 v ¥ R7 LABEOFRE N — REEIT 0.822 (95%
{EHEIXE : 0.323102.092) TH-o7-,

12 F TOWIOEELGEFROSFEANREIRNE2 £ 7187, W TR LN OEE
BRAEFRRIINVTNOESRE 1T L THDEIOLTH Y FIEMITRD Doz,

H3-#EDEELEETERD Kaplan-Meier RIEFKIRZEMMIE (£ 181 - 12:8[H) —All randomized
population . SFY10810

0104 —— Clopidogrel

— == Ticlopidine

0.091

0.08 1

0.071

0.06 1

0.05 1

0.04 1 1

Cumulative incidence
-
x
I
.

0.03 1
0.02 1

0.011

000 | —--—-

T T T T T T

0 2 4 W 6k 8 12
Number at Risk eeks

Clopidogrel 215 214 211 208 207 201
Ticlopidine 216 216 212 209 208 203

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_g_km_sae_r _g_i.sas
OUT=REPORT/OUTPUT/eff_g_km_sae_r_g_i.rtf (08JUN2011 - 15:48)

SFY10810 #2#E$REE KL Y 3IAH (Module 5.3.5.1-1 Figure 8)
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R7T-VREOEELBEEERO2ERNFIRLKT (E 18712 :80) —All randomized population,. SFY10810

PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
Any serious adverse event 8 (3.7%) 10 (4.6%)
RBREEH K VFERIE 1 (0.5%) 3 (1.4%)
RN 2% 0 1 (0.5%)
MRERZS % 0 1 (0.5%)
& 0 1(0.5%)
KRR 2% 1 (0.5%) 0
B, BB LUVHETHOFEY (ERELUVR)—-TEELD) 1 (0.5%) 1 (0.5%)
BERE 1 (0.5%) 0
LTS REE 0 1 (0.5%)
HRREE 1 (0.5%) 1 (0.5%)
fbitE 38 0 1 (0.5%)
— 18 P A R I 4 1 (0.5%) 0
D ERESE 2 (0.9%) 1 (0.5%)
SHDEE 0 1 (0.5%)
iR R AR 1 (0.5%) 0
L= MSERR 1 (0.5%) 0
mEEE 1 (0.5%) 1 (0.5%)
BAZE M ENAREE 1L AiE 0 1(0.5%)
% B Bk %2 1 (0.5%) 0
BafEE 0 1 (0.5%)
U AMRER 0 1 (0.5%)
Iin {58 H it 1 (0.5%)
FFREE REE 0 1 (0.5%)
FFiESE 0 1 (0.5%)
MERRB L UVEESHEBES 1 (0.5%) 0
T R AR E 1 (0.5%) 0
—fi% - 2BBEES L VRGO KE 0 1 (0.5%)
RH 0 1 (0.5%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
BE. PEFLUVNEEHHE 1 (0.5%) 0
BHEAEH 1 (0.5%) 0
SOC: System organ class, PT: Preferred term
MEDDRA 14.0

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.
Event composition is summarized by primary SOC and PT.

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff t event cmp_sae r t.sas
OUT=REPORT\OUTPUT\sfy10810_eff_t event_cmp_sae_r_t_j_i.rtf (25AUG2011 - 13:28)

14114 HEEZR

51 (1238[) 12800 DU OF FEFGOMMTHE R K CREEBEOHER (Kaplan-Meier HifR)
63 MO 41277, 12BRROPIEORFFRRAERBEIL n & R LVEE 68.8% K UF
IV URETII% THY 7 u e R LABEO T BHEHFINCA BIIE) > 72 ()] Log-rank 1%
iE :p=0.0026) , £z, T/ EPURHIXIT D7 v ¥ K7 LVEEOFIEE N — REIE0.719 (95%
CI: 0.576t00.898) T -7z,

128 & TOPROH FREROFRIFEBLRI 2 % 64 (T, MR ORBLEIS OED R H KX
Mo T WO EFEG GYERIRHE [system organ class : SOC] ) (XEEMRAE (7 v K7 LILEE
242% [522156] . 7 v BV R 34.3% [74216 651] ) T, TONFITEICIFIERREICE F
NaHLOTHoT,
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4- DFEDODEEEROD Kaplan-Meier RIEFH I Zgh#R (5 1 #1: 12 58[) —All randomized population.
SFY10810

1.0

Clopidogrel
——— Ticlopidine

0.91

0.8

0.7

0.6

0.5

0.4

Cumulative incidence

0.3

0.2

0.1

0.0

T T T T

6
Weeks

Number at Risk

Clopidogrel 215 180 148 120 105 74
Ticlopidine 216 174 124 79 70 49

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_g_km_ae r_g_i.sas
OUT=REPORT/OUTPUT/eff g _km_ae r_g_i.rtf (08JUN2011 - 15:49)

SFY10810 #2#E$REE KL Y 3IAH (Module 5.3.5.1-1 Figure 9)

1.4.1.1.5 BIER

81 (12080 2B B HIFEOFIVEH ORHTRE R K O RERBLEOHER (Kaplan-Meier Hif1)
69 MO 5 1RT, 12 IS OFFEOENWEMREFRHERILZ n & R7 VAR 155% 8 OF 7
nEYURE35.6% THY 7 r e R LIV BFEHFRINCAH EITIED > 72 (Bl Log-rank 15 7E :
p<0.0001) , F7=, F7u Y UBEICHT H7 v R L AREOFRE Y — NI 0.403 (95%CI :
0.270 to 0.603) T o7z,
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12 B £ TOYIZEDORIER O FERIFEBRN A 70 1R T, WEEMORRENSDOENEE LR
D HENTHZEORIER (SOC) IXEEMRE (Z7a b R LVEET.0% (15215611 . F7 vy R
19.9% [43216f51] ) T, TORNKITZFINIIHERBEICEENL LD TH-o T,

5-#%0 BI{EA® Kaplan-Meier 2R IREME (5 181 : 12:8R/) —All randomized population.
SFY10810

0.5071 Clopidogrel
——— Ticlopidine
0.40 1
51
=
§ 0.301
)
=)
)
2
=
= i
g 0.20
=
&}
0.101
0.00 T T T T T T
0 2 4 W 6k 8 12
Number at Risk eeks
Clopidogrel 215 211 202 194 190 179
Ticlopidine 216 205 183 163 152 140

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_g_km_adr r_g_i.sas
OUT=REPORT/OUTPUT/eff_g_km_adr_r_g_i.rtf (08JUN2011 - 15:50)

SFY10810 #2FE$REE K Y 3IA (Module 5.3.5.1-1 Figure 10)

1412 =#ifE (52:ER[)

14121 HIMHEEEER

AWM (5238[]) B iFA5 7 e K7 L (CLOP-CLOP) # (Z7uv RZ7 L)L 52 #E) &
ONF 7’y (TIC-CLOP) # (F7uvryy RBEMEEIC &E 7o’ K7 L)L 40 B A —
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T UBE) OXPEEO M MMEEERFLOMTIES., BERBEOHER (Kaplan-Meier Hi#R) M OVr%A
BUFEBUR LA 32 54 . X6 KR 551077, 52 BERSOFF O MMEA EFELBEBHERIT/ o
R 2 L (CLOP-CLOP) #f 19.1%M (X F 27 n v’y (TIC-CLOP) % 19.8% CTdh -7=, Wik (52
) Z@LCZ vt R L)L (CLOP-CLOP) RfD HfMA EHES O BREHERBOHESIT—E LT

Wiz,

6- EOEMEFETERD Kaplan-Meier 2R RIEERMIE (28R : 52:8[) —All randomized
population, SFY10810

0.40 1

CLOP-CLOP
——— TIC-CLOP
0.354
0.30
8
£ 025
=]
)
=)
E 0.20
=
E
s 0.154
Q
0.10
0.05
0.00 1 T T T T T T T T T
0 4 8 12 20VV K 28 36 44 52
Number at Risk eeks
CLOP-CLOP215 203 199 192 187 181 174 168 165
TIC-CLOP 216 205 201 197 187 179 173 163 155

PGM=PRODOPS\SR25990\0VERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff bleedingae_52w_km_r_g.sas
OUT=REPORT\OUTPUT\sfy10810_eff bleedingae_52w_km_r_g_i.rtf (12AUG2011 - 9:52)

14122 BEELHEER

AR (5238M) B 5 7 K7L (CLOP-CLOP) BEERONF 27 vy (TIC-CLOP) ##
DHEDOEE LB ERFGOMNTER, BEEHEROHER (Kaplan-Meier fifR) K& OV 5B 3 BLR L
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ZF 59, K7 KROFEK60ITRT, S2HRFROUFOBEERAEFRRBERARII /I n R LL
(CLOP-CLOP) £ 16.7%K%OF 7 m &Y (TIC-CLOP) #f 19.0%CTh-7=, &HIM (52:#EM) %

WL T/ F7 L)L (CLOP-CLOP) HED BRI ROMERIT —E L T\, B, Fr/rE VY
(TIC-CLOP) o> BFERBLIZIL 20 BLAMEN S 7 1 & K7 L (CLOP-CLOP) Bf L 0 @ < HERE L

e, F/rEYy N7 Y R LIUICE D EZ ZEZO 12 BK) D 20 BRFE TOHERIZZ 1

v RZ7 L/L (CLOP-CLOP) #ELIFIEFRROHERZ R L TNDL Z Enb, ZORBHBELED EHITHK

OG0 B2 OEBZLDHOTIX W EE LT,

7T-NEOEELEEERD Kaplan-Meier RFEHIREIRE (£HAR : 52:8[]) —All randomized
population, SFY10810

020" —— cLop-cLop
——— TIC-CLOP Nl
I
0.154
51
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D
=t
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g
g 0.10
=
=
£
=
O
0.05
0.001 T T T T T T T T T
0 4 8 12 20W K 28 36 44 52
Number at Risk eeks
CLOP-CLOP215 211 207 203 199 193 185 179 171
TIC-CLOP 216 212 208 203 197 186 179 173 166

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_g_km_sae_w52 r_g_i.sas
OUT=REPORT/OUTPUT/eff_g_km_sae_w52_r_g_i.rtf (08JUN2011 - 16:21)

SFY10810 #2FE$REE KL Y 3IA (Module 5.3.5.1-1 Figure 12)
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14123 TEHAND T

2 (52#E) 2B 527 v K7 L)L (CLOP-CLOP) B KU 7 u 'y (TIC-CLOP) Af
DHIFEDLENEA N N ORGSR, BREBEBROHER (Kaplan-Meier HifR) K OV FERIFEELR L
w47, M8 KUK 481 d, S2MARFROFFED L aMA N FREEERIL, /7rE R L

(CLOP-CLOP) #f4.8%., 7 vt v (TIC-CLOP) B 17.5% CTh-7=, 12KRHE T/ v R
NDF—T AFITE) Y B 2 T2 1% O BAEFBR ORI LW CIRIEREDN D —E Th oo 2 b,
F1H (1280) ORetA Xy FREBERICEO LN 1 E R L)L (CLOP-CLOP) #f &
F /7 u Y (TIC-CLOP) HEORBEIGOENZEL TWDL LD EE X LN, SHENZE BRI
TIIFREREE T 7 r Y (TIC-CLOP) BEIZZ <R L (/7 rE K2 L)L [CLOP-CLOP]
FE23% [521561] . F27 e [TIC-CLOP] ## 13.0% [28216 1] ) . ZofsHb. & 1HIZ
FEELL TS REREE OB BB G OENEEL TVWDH LD LB b,
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M 8-ENDELMA N D Kaplan-Meier 2R F TR (£ HR : 52:8R) —All randomized
population, SFY10810

0.201"— cLop-cLop
——— TIC-CLOP
j_r—imtH
___________ ===
0.157 [|H'_’____I_
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Cumulative incidence

0.051 —
; Ilr_J___I___J_,——————+—++|H|
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|
1 L 1 [ 1 1
| T 1 T T

_' I
0.00

0 4 8 12 i()w K 28 36 44 52
Number at Risk eeks
CLOP-CLOP215 211 211 207 203 201 197 192 190
TIC-CLOP 216 211 191 187 176 172 172 166 160

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_g_km_saf w52 r_g_i.sas
OUT=REPORT/OUTPUT/eff_g_km_saf w52_r_g_i.rtf (08JUN2011 - 10:04)

SFY10810 #2FE#REE K Y 3IAH (Module 5.3.5.1-1 Figure 13)

14124 HEEZR

2R (52:80) [2BiF5 27 rE K7 L (CLOP-CLOP) B, (N7 vy (TIC-CLOP) Ef
DHZEDH ERHZOMNTRER ., BB EOHER (Kaplan-Meier HifR) K& OV BRI BLIR I & 3% 65 |
4 9 KU 66 1273, S2MEKEEOYIFROAEFZREHIIRILZ o K7 L (CLOP-CLOP) #
90.8% K% N F 7 m v (TIC-CLOP) #f942% CTh -7,
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9-MRDAZTERD Kaplan-Meier RIFFRITEMIR (£HAM : 52 BR) —Allrandomized population.
SFY10810

1.0

CLOP-CLOP
——— TIC-CLOP
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Cumulative incidence
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0.2
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0.0

T T T T T T T

0 4 8 12 i()w K 28 36 44 52
Number at Risk eeks

CLOP-CLOP215 148 105 75 50 40 31 23 19
TIC-CLOP 216 124 70 49 35 26 21 19 13

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_g_km_ae_w52 r g i.sas
OUT=REPORT/OUTPUT/eff_g_km_ae_w52_r_g_i.rtf (08JUN2011 - 16:23)

SFY10810 #AFE#REE K Y 3IA (Module 5.3.5.1-1 Figure 14)

1.4.1.25 EIER

2R (52:80) [2BiF5 27 rE K7 L (CLOP-CLOP) B, (N7 vy (TIC-CLOP) Ef
DYEDEIER OfFNTRER, RERBIEOHR (Kaplan-Meier HifR) & OV ERIEBUR DL E % 71 |
10 KOV 72 1”7, 52 RF R OAFEORIEH R BRIT 7 v v 7 L1 (CLOP-CLOP) #
27.7% K RNF 7 v’y (TIC-CLOP) #£453% CTh o7z, REAKR T/ o R LLDOA—T7 &
B0 B 2 121 O BERBR OB ITHRE TIRIERE» O —ETH o722 0D, 52 lFE TR
DO WHEOZAEIZIL, F1H (1280 ORIEARBERIRICGEO N7 nE F7 L)L

(CLOP-CLOP) #t&F 7 m by (TIC-CLOP) BEDRBIEIGDENFEL TNDHDEEZ BN
776
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10 - MEDEIEA D Kaplan-Meier RIEHIRZEIRE (£ HAM - 52:8[) —All randomized population
. SFY10810

0.501 CLOP-CLOP
——— TIC-CLOP
0.40
8
g
= 0.30
1)
=)
D
2
k=
= i
£ 0.20
=
Q
0.101
0.00 1 T T T T T T T T T
0 4 8 12 20VV K 28 36 44 52
Number at Risk eeks
CLOP-CLOP215 202 190 180 172 164 159 152 146
TIC-CLOP 216 183 152 140 130 125 122 117 110

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_g_km_adr w52_r_g_i.sas
OUT=REPORT/OUTPUT/eff_g_km_adr w52_r_g_i.rtf (08JUN2011 - 16:24)

SFY10810 #2FE#REE K Y 3IA (Module 5.3.5.1-1 Figure 15)

142 WREEEEEENREL-ERNFENHEBRE (DV7314-23)

1421 REMARU b+

SOMETHI 0L K7 LABKOT 7 8 E OV BOPROREREA 2 | OREHTE R R R
kA F 49 RO 11 ITRT, 52 BIESOWFRDOLEMEA R NBERBRIL, 7o 7 LR
7.9%. F 7 BV URE1T.6%TH Y, 7 at R7 L VEECTH RIS > 7= (Log-rank FiiE : p<0.0001,
AH— FH 0401 [95%CT: 0.276 10 0.583] )
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52 F TORENMEA X2 N OSFBIBENHE R T, P15 O Mk hEE & Ot EICE T 57 1
R UVABEOT 7 1 &V URHIRTT D — REEZE 21 0.386 (95% CI:0.148 to 1.005) | 0.305
(95% CI: 0.192 t0 0.486) ELH#HEE SAv, MLIEREE LK ONTHERERE S DFBLY 27 13F 7 n ey L
RTI/ e R VAR TAHEICES - 72 (Log-rank IR 7E : p=0.0429 [ jgfEE] & U8 p<0.0001 [AF

MREREE] ) (F 8., £50, £S5, £52, KUFES3)

1M -EOREMA X2 D Kaplan-Meier RFEFKIREMIE (52 :8H) —FAS. DV7314-23

0.207 Clopidogrel
——— Ticlopidine
i
4H- - b
Lt ===
H
0.151 r1-
3 -7
£ w.HH He
=2 rltt
z H
2 0.10 !
= )
= |_M
g !
o
0.05
0.00
I T T T T T T T T
0 4 8 12 20VV K 28 36 44 52
Number at Risk eeKs
Clopidogrel 573 558 530 519 487 456 445 435 301
Ticlopidine 578 537 462 430 403 377 366 350 239

PGM=PRODOPS\SR25990\0VERALL\CTD_2011_01\REPORT\PGM\dv23_eff safety km_f g.sas
OUT=REPORT\OUTPUT\dv23_eff safety km_f g_i.rtf (11AUG2011 - 16:40)
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RB-PEDOREMANY FOFERRFIKR (52:8/) —FAS. DV7314-23

Clopidogrel Ticlopidine

(N=573) (N=578)

Any safety event of interest 40 (7.0%) 87 (15.1%)
miREE 5 (0.9%) 13 (2.2%)
FFHREREE 23 (4.0%) 68 (11.8%)
ENEHEEEL M 8 (1.4%) 5 (0.9%)
Ot EERIEA 4 (0.7%) 1 (0.2%)

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\dv23_eff safety comp_f t.sas
OUT=REPORT\OUTPUT\dv23_eff_safety_comp_f_t_i.rtf (15AUG2011 - 16:27)

1422 HMHEEER

S2ETOI v B RTUARELR DT 7 1 ey U REOYIZEOHILIEAR HFHFROMITRIR, BEFER

R OV EBRE BRI 2 52 56 . X 12 KO 5712771, 52 B S o w15 o HIiEE EFH L BERH
RIZIZ7 o RS UARET321%, F7 a0 T33.1%TH Y, MO ImMHEA EESL O BFEE

BROMRB R AIIA B 2T S )y - 7= (Log-rank B 7E : p=0.9020, /¥ — Rk :1.014[95%
Cl: 0.815t01.262] ) ., F/o, U LZHMMAEFERIZ/ nE R UARET 7oV U TR

T RBWVTIRD bR T,
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12 - )FEOHMHEEEERD Kaplan-Meier RIEFR IR (52 :8[) —FAS, DV7314-23

0.40 1

Clopidogrel
——— Ticlopidine

0.351

0.30

0.251

0.20

0.151

Cumulative incidence

0.101

0.05 1

0.001

T T T T T T T T

0 4 8 12 2]0W K 28 36 44 52
Number at Risk eens

Clopidogrel 573 511 466 437 399 358 335 320 217
Ticlopidine 578 510 433 392 347 311 289 266 178

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\dv23_eff bleedingae_km_f g.sas
OUT=REPORT\OUTPUT\dv23_eff bleedingae_km_f_g_i.rtf (11AUG2011 - 18:12)

1423 EELEEER

RBEETOZ v RTUVABKOT 7 0o B2 VO OEERAEEROMITRE R, BB
RO BURILAZ R 61 | X 13 KUK 6212777, 52 R R OYIFEOEE A EFR AT
RKI7aE RT VAT 147%, 7Y HTIL9%TH Y, WMEEOEE LA EFRRO BB
HER ORI THF A BAEITRRO b v/ - 72 (Log-rank #RE : p=0.2995, /¥ — N :1.203 [95%
CI: 0.8481t01.707] ) ,
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13-IRDODEELEEERD Kaplan-Meier 2FEFH IR EMIE (52 :@[) —FAS., DV7314-23

0.201 Clopidogrel
——— Ticlopidine
0.157
54
g
3 LA
.E | M -
2 0.10
=
=
g
=
O
0.05+
0.00 T T T T T T T T T
0 4 8 12 20“] K 28 36 44 52
Number at Risk eeKs
Clopidogrel 573 552 528 516 479 447 436 421 291
Ticlopidine 578 533 468 436 406 373 359 344 238

PGM=PRODOPS\SR25990\0VERALL\CTD_2011_01\REPORT\PGM\dv23_eff_sae_km_f_g.sas

OUT=REPORT\OUTPUT\dv23_eff sae_km_f_g_i.rtf (26AUG2011 - 11:12)

1424 HEEZR

REETOZ v RTUVABKOT 7 0 By U HOYFEOFEEROMPTER, REEBEED
ST BURILZ K 67 . X 14 RO 68 1T T, S2ARFROYEOAHEFRRBEREBERII /I n
RZVAEET 95.6%,. T 7 a B UBET97.0%ThH Y 7 r B K7 LIV CHEIZIRD - 72 (Log-rank

BRE : p<0.0001, ~H— R :0.781 [95% CI : 0.693 to 0.879] ) .
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14 - MEDOAZTEZRD Kaplan-Meier RIEEFKIRFR (52 8M[) —FAS. DV7314-23

107 Clopidogrel | e
——— Ticlopidine T
0.8
8
g
= 0.6
(5}
R=
]
2
=
= J
£ 04
=
@)
0.2
0.0 T T T T T T T T T
0 4 8 12 20“] K 28 36 44 52
Number at Risk eeks
Clopidogrel 573 286 167 135 77 57 45 32 19
Ticlopidine 578 245 113 71 42 32 22 18 11

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\dv23_eff ae_km_f _g.sas
OUT=REPORT\OUTPUT\dv23_eff ae_km_f_g_i.rtf (26AUG2011 - 11:14)

1.4.25 EIER

RBEETOZ v RTUVARKOT 7 o vy U HEOYFEORIEH OfFITHER . BREBBLRK O
FRIR BRI A 73 0 X 15 KOEK 74 (RT, 52 R R OWFEORIWEMRBERERIZIZ o K7
VARET365%, F7rEY U HET0.1%THY, Z7rbE R VAR THEILE2? > 72 (Log-rank

BRIE : p<0.0001, ~H— R :0.610 [95% CI : 0.509 to 0.732] ) .
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15 - MR DEERAD Kaplan-Meier RIEFHF LR (52 8fH) —FAS. DV7314-23

0.801 Clopidogrel
——— Ticlopidine
0.60 !H {
o |
g - AH = b+ = —H i
g _ - —
T | A He——HET
£ =4
0401 P}~+‘*”"HH+
g r
=
g
=
@]
0.20+
0.00 T T T T T T T T T
0 4 8 12 20W K 28 36 44 52
Number at Risk eeKs
Clopidogrel 573 491 436 408 378 349 338 327 228
Ticlopidine 578 432 334 307 286 266 254 238 164

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\dv23_eff adr_km_f g.sas
OUT=REPORT\OUTPUT\dv23_eff adr_km_f_g_i.ritf (26AUG2011 - 11:13)
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2 TEAE (treatment emergent adverse event)

21  TEAE Qf#fr
KEEBREREEENRE LE-ERNEMBBKRAER (SFY10810)

%18 (1238/) (238155 TEAE Of#l % 3 9 (2~”¥, TEAE #RBLL-BE I/ o R L
BET69.8% (15021541) . F7 YU RET792% (171216 4]) ThoT-, EBREOBEHILIC
o TEAE BT HEFITZ v E RT LILVEET 5.6% (12215 61]) . F 27 v 2 U BET 19.0%(41/216
Bl) LFIuEVURETEL, ZOEF, 7 et RS VABEORIREREEOREN DN L2
WAL WD EBZLN,

% 9-TEAE O#IE (55 181 : 12:8[) —All treated population, SFY10810

Clopidogrel Ticlopidine

n(%) (N=215) (N=216)

Patients with any TEAE 150 (69.8%) 171 (79.2%)
Patients with any treatment emergent SAE 8 (3.7%) 10 (4.6%)
Patients with any TEAE leading to death 0 2 (0.9%)
Patients with any TEAE leading to permanent treatment discontinuation 12 (5.6%) 41 (19.0%)

n (%) = number and percentage of patients with at least one TEAE

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/ae_std_overview_p1_s_t.sas
OUT=REPORT/OUTPUT/ae_std_overview_p1_s_t_i.rtf (13JUL2011 - 10:27)

SFY10810 ##E#HEE L Y5IA (Module 5.3.5.1-1 Table 35)

AR (52 [#) 12815 TEAE Ol 2 5 1012”7, TEAE 2R LI-ZAF X/ u e R/ L
(CLOP-CLOP) #£7T 89.3% (192/215%1) . F7 n &Y (TIC-CLOP) #£T 92.6% (200/216 i)
Thole, WHREOEGHIICE 72 TEAEZ AT 2E#1L7 v’ K27 L/ (CLOP-CLOP) BT
15.8% (34215%) . F27 v 2 (TIC-CLOP) RET 27.3% (592216 f51) THV ., ZDFEITH 1 H]
TRROLNTIFREICEET 2 FROBHREIGOEPEEL TVWDLEDEER DT,
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# 10 - TEAE O#EER (£ 8AR : 52:8R[) —All treated population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
n(%) (N=215) (N=216)
Patients with any TEAE 192 (89.3%) 200 (92.6%)
Patients with any treatment emergent SAE 34 (15.8%) 35 (16.2%)
Patients with any TEAE leading to death 1 (0.5%) 5 (2.3%)
Patients with any TEAE leading to permanent treatment discontinuation 34 (15.8%) 59 (27.3%)

TEAE: Treatment emergent adverse event, SAE: Serious adverse event
n (%) = number and percentage of patients with at least one TEAE

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/ae_std_overview_w52_s_t.sas
OUT=REPORT/OUTPUT/ae_std_overview w52_s_t_i.rtf (08JUN2011 - 10:06)

SFY10810 ##E#HEE L Y5IA (Module 5.3.5.1-1 Table 36)

fiiERERE EHR E LE-ERNEMARRKAER (DV7314-23)

AR (52 W8] (2361 % TEAE Ol A3 11107577, TEAEZ%H L-EEZIZ7ne R L
RET 94.8% (545/57561) . F 27 o BV U RET 95.5% (554/580 ) T 7=, RBREDOEEFIEIC
IZE ST TEAEZF T 5BFILZ v & R LAVEET 16.5% (95/57561) . F7 B BT 26.7%

(155/5803l) ThH V., FI/rEVURTE o7, FHRE, WONDFFE R OB Rk S 2 BEd
HHERLDIBBRIERGHIENRT 7o U TEEBO LN,

& 11-TEAE O#i#E (52:8[) —ZEMMTxREH. DV7314-23

Clopidogrel Ticlopidine

n(%) (N=575) (N=580)

Patients with any TEAE 545 (94.8%) 554 (95.5%)
Patients with any treatment emergent SAE 74 (12.9%) 56 (9.7%)
Patients with any TEAE leading to death 6 (1.0%) 3 (0.5%)
Patients with any TEAE leading to permanent treatment discontinuation 95 (16.5%) 155 (26.7%)

TEAE: Treatment emergent adverse event, SAE: Serious adverse event
n (%) = number and percentage of patients with at least one TEAE

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_O01\REPORT\PGM\dv23_ae_overview_s_t.sas
OUT=REPORT\OUTPUT\dv23_ae_overview_s_t_i.rtf (13SEP2011 - 15:03)
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77 O—LMRESEEHRE LI BIERRAR (CAPRIE)

REBIRE BB O (KK 34FM) (2351 5 TEAE O##l A4 % 12 12777, TEAE &%
BRLUTBFEIT o R LIVEET 853% (2745/3218 ) . 7 AE U U BET 84.5% (2721/3221 )
Thole, WHRIEOKREGPILCESTZTEAEZH T 58137 v R LAEET 13.1% (420/3218
) . TAEU UEET13.5% (434/322143)) TH o7z,

%= 12 - TEAE O#E (24 : &KX 3 FR) —Randomized and treated population, CAPRIE (PAD &

M)
Clopidogrel ASA
n(%) (N=3218) (N=3221)
Patients with any TEAE 2745 (85.3%) 2721 (84.5%)
Patients with any treatment emergent SAE 1227 (38.1%) 1281 (39.8%)
Patients with any TEAE leading to death 129 (4.0%) 140 (4.3%)
Patients with any TEAE leading to permanent treatment discontinuation 420 (13.1%) 434 (13.5%)

TEAE: Treatment emergent adverse event, SAE: Serious adverse event
n (%) = number and percentage of patients with at least one TEAE

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_ae_overview_s_t.sas
OUT=REPORT\OUTPUT\caprie_ae_overview_s_t_i.rtf (02NOV2011 - 13:24)

211 HEMKI<REohd TEAE
AEBREREBEEZDNRE LE-ERNFEIMHEERRKFER (SFY10810)

B1H (128R) B LIZTEAED 9 b, 7 a b R VAL ORF 7 a P U HEOWFAND
B GHETRIENG 2 2%LL ETH -7 TEAE K OVEBHE & ORIREAR DTG E TE/RWTEAE 2% 1312
759, TEAE ORBIEAIZ 7 0 v R 7 LILVEE69.8% (150215 61)  F27 a e BE792% (171216
) THY, F7u U TENS T, WTIVNORET 5%LL 238 L7z TEAE (JEAFE [preferred
term : PT] ) X, M ~U 7 U&Y REIN (72 & R7 LVEE14.0% [3021561] . F7rEY Y
BE7.9% [17/216 1) | SIHBERK (/7 v & K7 LIVEE 9.8% (21215611 . 77 v &2 U BE 5.6% [12/216
Bl )  y— I NVEZINET AT 2T =B (e R LAVEES.6% [1221561] . F7rE
VUBE153% [33216%1] ) \ TI=2 T TR T 2T —BEI (Z o R LR 4.2%

(9215611 . F7 P URE5.6% [1221661] ) . KOXTART XTI ) NIV AT 2T —
BHM (7 e R LARE28% [621561] . F7r ey U BE5.6% [1221661] ) ThoTz,
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1R & ORI RPIRPEE TE 72 TEAE OFRBEEIGIT 7 v v R 7 LIVEE16.3% (351215 #1)
Fr7a VR 35.6% (77216 41) THY, F7/ur Y U HETENSTZ, WTNDORET 2%LL B3
B U7 IRBREE & ORI R NG E TE /W TEAE (PT) (X, y— 7 A X IV E T A7 = 7 — BN
(7 v R VARE23% [521561] . F7a PR 13.0% [28216%1] ) . 7TI=2 T3/
NI UVAT 2T =B8N (7 et KT UARE23% 521561, 727 v VB 4.6% [10/216 6] ) |
TARTGRURETI ) NT AT 27— (/a e R VAR 14% [321561] . F7uey
CRE42% [9216 4] | T AT VRAT 7 X —BHEM (7 v R7LVEE0.5% [1/21561] |
FIru YR 4.6% (10216 1] ) . KOWTHERERE (7 0B R 7 LAEE 0%, 77 Y R 3.2%
(7216 6] ) ThH o7, 72¥, TEAE THEEIGHRm» o MU 7 V&Y REMD 5> 5, 6K
WEDORREEENBETE RN EINTZbDIE, 7 R LARE05% (12156]) . F7aey
VRE05% (1216 %) THoT-,

B, B 1H (128E) 2B 5T _XTD TEAE 2% 75 12577,

# 13 -HBENE 2% LU LD TEAE RVABREL DERRBROEETELTEAE (F 181 : 12:8/) —
All treated population. SFY10810

Clopidogrel Ticlopidine
(N=215) (N=216)
Primary System Organ Class
Preferred Term n(%) All Related All Related
Any class 150 (69. 8%) 35 (16.3%) 171 (79. 2%) 77 (35.6%)
BRPES S UFERE 34 (15.8%) 0 24 (11.1%) 1 (0.5%)
=P 21 (9. 8% 0 12 (5. 6%) 0
REBIUEREBESE 5 (2.3% 0 17 (7. 9%) 2 (0.9%
= B8 M fiE 3 (1.4%) 0 8 (3.7% 1 (0.5%)
MRS, MERE &K UitlEES 10 (4. 7%) 4 (1.9%) 7 (3.2%) 4 (1.9%
SHim 5 (2.3% 2 (0.9%) 1 (0.5% 1 (0.5%)
BES 21 (9. 8% 1 (0.5% 29 (13.4%) 3 (1.4%
T 7 (3.3% 0 7 (3.2%)
FFIEERESE 0 0 11 (5. 1%) 9 (4.2%)
FregaeEE 0 0 8 (3.7% 7 (3.2%)
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Clopidogrel Ticlopidine
(N=215) (N=216)
Primary System Organ Class
Preferred Term n(%) All Related All Related
HERRE L UVEEHBES 19 (8.8% 1 (0.5% 11 (5.1% 2 (0.9%)
HEBTE 6 (2.8%) 0 1 (0. 5%) 0
—f% - 25BEL L VRGN
DIKEE 8 (3.7%) 2 (0. 9%) 1 (0.5%
RIEMEFE 5 (2.3%) 2 (0. 9%) 0
ERERIRE 82 (38.1%) 17 (7.9% 103 (47.7%) 47 (21.8%)
fep k1) 5+ R 30 (14.0%) 1 (0.5% 17 (7. 9%) 1 (0.5%
FRep T Ko REfEHE 9 (4.2%) 0 9 (4.2%) 1 (0.5%)
y=YJNLEAINESURTT
Z—+E#Em 12 (5. 6%) 5 (2.3%) 33 (15.3%) 28 (13.0%)
SE) REBHD 10 (4.7%) 1 (0. 5%) 6 (2.8%)
BHERESEEM 8 (3.7%) 0 5 (2.3%)
TI2Z=Z -T2/ S URT
T 7—EEnm 9 (4.2%) 5 (2.3%) 12 (5. 6%) 10 (4.6%
FRANSHEUBTI/ SV
A7z 7—E#Em 6 (2.8%) 3 (1.4%) 12 (5. 6%) 9 (4.2%)
MAEFZILAYRR T 72—
¥ 3 (1.4%) 1 (0. 5%) 10 (4. 6%) 10 (4.6%
B EREE N 5 (2.3%) 3 (1.4%) 6 (2.8%) 4 (1.9%)
1) 2 NEBREUR 5 (2.3%) 2 (0.9%) 5 (2.3%) 2 (0. 9%)
) onasERD 6 (2.8%) 0 5 (2.3%) 0
mepy L7 F=Em 2 (0.9%) 1 (0. 5%) 8 (3.7%) 2 (0. 9%)
A R IR B AN 2 (0.9%) 1 (0. 5%) 6 (2.8%) 3 (1.4%)
FERERE S EIEM 2 (0.9%) 0 5 (2.3%) 1 (0.5%
SF R ER SR 1 (0.5%) 0 8 (3.7% 3 (1.4%)
BE. PEBLUVLEESHHE 15 (7.0%) 1 (0.5%) 10 (4.6%) 0
BRMAERE 6 (2.8%) 0 3 (1.4%) 0

IP: Investigational product, TEAE: Treatment emergent adverse event, SOC: System organ class, PT: Preferred term
MEDDRA 14.0
n (%) = number and percentage of patients with at least one TEAE

Note: Table sorted by SOC internationally agreed order and decreasing frequency of PT to all TEAE summary in
Clopidogrel group for all periods on all treated population

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_ae_socpt_relation2_1st_s_t.sas
OUT=REPORT\OUTPUT\sfy10810_ae_socpt_relation2_1st_s_t_j_i.rtf (02AUG2011 - 17:44)
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] (52 W) IZFHBL L7 TEAE @ 5 6, W T DO 5-HE THRBLEIG 23 2%LL | Th - 7 TEAE
R &L OREBEROGE TRV TEAE 2K 141277, Z7a b R7Lg s2ifEs L
(7 vt RZ L [CLOP-CLOP] Bf) & & TEAE OFEEISIE 89.3% (192215 41]) THh -1z,
7\t K7 L L (CLOP-CLOP) #£ T 5%LL 8L L7z TEAE (PT) (&, SMHEAZ 20.9% (45/215 f51) |
A Y 27U 'Y REEI20.9% (4521561) | JRET RO HERME 9.8% (2121541) | y— 27 v %
VT URT =T —BEIIN9.3% (20215 #1)) | &R 8.8% (19/215 1) | L E U ARE BB 7.0%
(15215 1) | BERE 38N 7.0% (1521561) . 77=2 T/ b T A7 =7 —EHM 6.5%
(142154) | TANSGEUBT I ) T A7 =7 —PHIN6.0% (13/21541) . KO FHI5.1%
(11215 41) Th-o7=,

TRBREE & DRIRBMRMAAE T & 720> TEAE OFBIEIA L2 = v K27 LJL (CLOP-CLOP) #f27.0%

(58215 %) ToH-o7=, 7B K7 L)L (CLOP-CLOP) H£T 2%LL E38HL L 7= 753K & DK BB
NETERWTEAE (PT) X, y— AV Z I NV T A7 =7 —BEN3.7% (821564)) . 77 =
VTR N TAT =T —BHIN33% (721561 ( KOT ANT XTI ) N T UAT =T
—EHIIN 2.8% (6/2156]) ThH o7z,

e, WM (52M) 2B 53X TP TEAE %2 3% 76 [Z/R T,

14 -REENE 2% U LD TEAE RARRBRELORRBEFROEE TE4H TEAE (28I : 5280 —
All treated population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Primary System Organ Class

Preferred Term n (%) All Related All Related
Any class 192 (89.3%) 58 (27.0%) 200 (92. 6%) 96 (44. 4%)
RBREES L UVHFERE 73 (34.0%) 0 59 (27.3%) 1 (0.5%)

S IFEZE % 45 (20. 9%) 0 34 (15.7%) 0

wRES 5 (2.3%) 0 3 (1.4%) 0

N 58 2% 2 (0. 9%) 0 5 (2.3%) 0
mES LV VNRREE 3 (1.4%) 1 (0.5% 9 (4.2%) 5 (2.3%)
=il 0 0 5 (2.3%) 2 (0.9%)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (T1C-CLOP)
(N=215) (N=216)
Primary System Organ Class
Preferred Term n(%) All Related All Related
REBLUVEXERESE 14 (6. 5%) 1 (0.5%) 22 (10. 2%) 2 (0.9%)
= A5 e 4 (1.9%) 0 8 (3.7% 1 (0. 5%)
HEPRIA 3 (1.4%) 0 6 (2.8%) 0
ARpEE 19 (8. 8%) 3 (1.4%) 13 (6.0%) 2 (0.9%)
& PR R M IR 5 (2.3%) 2 (0.9% 0
s 21 (9.8%) 3 (1. 4%) 14 (6. 5%) 1 (0.5%)
=SmE 8 (3.7% 3 (1.4%) 5 (2.3% 1 (0.5%)
FERER. RS & UHtlRIES 21 (9. 8% 6 (2.8%) 19 (8. 8%) 6 (2.8%)
SHim 8 (3.7% 4 (1.9%) 3 (1.4%) 2 (0.9%)
LSEDRIE 5 (2.3%) 0 2 (0.9%) 0
BaES 54 (25.1%) 2 (0.9% 52 (24.1%) 5 (2.3%)
THi 11 (5. 1%) 0 9 (4.2%) 0
EEES 9 (4.2%) 0 5 (2.3%) 0
Ef 8 (3.7% 0 3 (1.4% 0
W E R 5 (2.3%) 0 4 (1.9%) 0
R —7 4 (1.9%) 0 5 (2.3%) 0
FFREERES 6 (2.8%) 1 (0.5%) 14 (6. 5%) 10 (4. 6%)
FFieEERE 0 0 8 (3.7% 7 (3.2%)
BEH I UVR THEES 36 (16.7%) 9 (4.2%) 48 (22.2%) 18 (8.3%)
RS 4 (1.9%) 1 (0.5%) 8 (3.7% 1 (0.5%)
BT 3 (1.4% 2 (0.9% 8 (3.7% 6 (2.8%)
MERRBLUESHBES 39 (18.1%) 1 (0.5%) 35 (16.2%) 4 (1.9%)
EiE 19 (8. 8%) 0 5 (2.3% 0
BB LURBKES 6 (2.8%) 2 (0.9%) 10 (4. 6%) 3 (1.4%)
BEHEeESE 2 (0.9% 1 (0.5%) 5 (2.3% 1 (0.5%)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Primary System Organ Class
Preferred Term n (%) All Related All Related
—fE - 2E5EEL L TEREEMT
DIREE 9 (4.2%) 2 (0. 9%) 6 (2.8%) 1 (0.5%
RIEMEFE 5 (2.3%) 2 (0. 9%) 1 (0. 5%) 0
ERERIRE 118 (54.9%) 27 (12.6%) 135 (62.5%) 56 (25.9%)
mep kYT )£ FiEm 45 (20. 9%) 2 (0. 9%) 28 (13.0%) 2 (0.9%)
FRep T RORES % 21 (9. 8%) 1 (0. 5%) 16 (7. 4%) 1 (0.5%
Yy—JLEAILNESURTT
S —+EHEm 20 (9.3%) 8 (3.7%) 37 (17.1%) 28 (13.0%)
SLE REBRD 15 (7. 0%) 1 (0. 5%) 8 (3.7%)
BHEkESEEM 15 (7. 0%) 2 (0.9%) 11 (5. 1%)
TS53=Z2 T2/ FSURTD
T 7—EEnm 14 (6. 5%) 7 (3.3%) 17 (7. 9%) 12 (5. 6%
FRANSHEUBTI/ MY
A7z Z—E#Em 13 (6. 0%) 6 (2.8%) 15 (6. 9%) 12 (5. 6%
mep7ILAYRR I 72—
N 9 (4.2%) 1 (0. 5%) 12 (5. 6%) 10 (4.6%
B EREIE N 7 (3.3%) 4 (1.9%) 11 (5. 1%) 5 (2.3%)
R EBBEM4E 7 (3.3%) 1 (0. 5%) 6 (2.8%) 1 (0.5%
EELE ) REBEM 6 (2.8%) 0 3 (1.4%) 0
1) 2 7 NEREUR D 6 (2.8%) 3 (1.4%) 8 (3.7%) 4 (1.9%)
) o nEBasERD 6 (2.8%) 0 7 (3.2%) 0
BT £ E i EUR 5 (2.3%) 0 5 (2.3%) 1 (0.5%
mey L7 FZ=Em 5 (2.3%) 1 (0. 5%) 13 (6. 0%) 4 (1.9%)
PP EA IR HUE N 5 (2.3%) 2 (0.9%) 9 (4.2%) 4 (1.9%)
KELE ) REBRD 5 (2.3%) 0 4 (1.9%) 1 (0.5%
mr A1) LIE 4 (1.9%) 1 (0. 5%) 5 (2.3%) 3 (1.4%)
mARFRFEM 4 (1.9%) 0 7 (3.2% 0
FERERE S FEIEM 4 (1.9%) 1 (0.5% 5 (2.3%) 1 (0. 5%)
i A LR K SREERIE N 2 (0.9%) 1 (0.5%) 5 (2.3%) 3 (1.4%)
SF R ER SR 2 (0. 9%) 0 8 (3.7%) 3 (1.4%)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Primary System Organ Class
Preferred Term n (%) All Related All Related
SE. PEH L UVLESHE 33 (15. 3%) 3 (1.4%) 26 (12.0%) 0
BENBERE 9 (4.2%) 0 3 (1.4%) 0

IP: Investigational product, TEAE: Treatment emergent adverse event, SOC: System organ class, PT: Preferred term
MEDDRA 14.0
n (%) = number and percentage of patients with at least one TEAE

Note: Table sorted by SOC internationally agreed order and decreasing frequency of PT to all TEAE summary in
Clopidogrel group for all periods on all treated population

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_ae_socpt_relation2_52w_s_t.sas
OUT=REPORT\OUTPUT\sfy10810_ae_socpt_relation2_52w_s_t_j_i.rtf (02AUG2011 - 17:45)

MM (52 8] ([C¥BL L7z TEAE 2R BIRHINICE 77 1R T, 7 rE R Lz 52 &S
L7z (Za ¥ RZ L [CLOP-CLOP] #f) & &® TEAE OREEIAIX, /7ubE K7 L5 1 HEH
~84 H H 63.3% (136/215f%1) . 85 HH~182 HH 55.9% (114/204 1) . 183 H H~273 HH 51.0%

(100/196 i) & Tr 274 H HLARE 52.2% (95/182 45]) TH 0, 7 m & K7 LV OEWHE 512X 5 TEAE
DFBEIG OEIMTIRD SNz m o7, o, AEFZOENTHTHRAENE KM L
TeHFRII e holz, B, F/rEY U2 REMEGE®HIZZ o R LAOF—7 51280 %
ZTeF o/ m ey (TIC-CLOP) #d TEAE OFBEIEGIX, 1 HE~84 HH 75.9% (164/216 ) |

HE~182 HH 52.0% (93/179 5) . 183 H H~273 H H 54.3% (88/162 f5i]) &U“ 274 H H LA 58.4%

(87/149 #) THH. 1 HH~84 HADOEHEEGHRb®EmNoTo, THuE, # 18 (128/[) (T
HERERLH B2 TEAE ORBEIANE -T2 Z ENEL VWL LD L %z Y (W

I (52 ) (2B L7165 & ORIREIMRSEE T & 72\ TEAE Z 3 BRI 3K 78 12
T, ZabE R LR 2 MBS L (Z7aE RZ L)L [CLOP-CLOP] #) & X DIEBRIK L
REBIRN G E TE 72 TEAE ORBLEIGIX, 7 K7 L AfE 1 HE~84 HH 14.0% (30/215
B) . 85 HE~182 HH 83% (17/204%1) . 183 HH~273 HH 82% (16/196 f5) &% *274 H HLL
K 8.2% (15/182 M) TH YV, 7 m & RZ LAOEMIREIZ L HIEHIE L ORREENEETE 20
TEAE ORBLEIG OBIIRD e hrotc, b, Fr7uvy s REREG®RIZZ e K7L
NOF—T B HIZYI W B 27T 7 r ey (TIC-CLOP) BEDIRERIE & ORI EBERNGE TE 7
V™ TEAE O EIEIA 1, 1 HH~84 HH 33.8% (73/216 %1) . 85 HH~182 HH 8.9% (16/179 f5l) .
183 HH~273 HH 10.5% (17/162 f41) } 274 H HLIRE 7.4% (11/149%1) THV, 1 HHE~84 HH
DOFBEIE DR bEN-oT, ZHud, & 18 (128 (CHHEEERE 2B+ 215K & KRR
DA E TE 72\ TEAE @%@%iﬂ/\bmf»ot_ ERFEL VDI LD EEZ LN,
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fiiERERE EHRE LE-ERNEMARRKAER (DV7314-23)

52 EICBWTRI LI TEAED 9 b, 7ot R LARLORTF 7 a BV UEOWTND
PR CHRBIEIG D 2%LL £ T > 7= TEAE %% 79 127”7, TEAE OFBLEIGIL7 v e K7 LIVEE
94.8% (545/575%1) . F7 v Y URE95.5% (554/580 ) ThH o7z, WTNDDOEET 5%LL EFREHL
L 7= TEAE (PT) %, SWAEAZK (7 v & R 7 LVEE 36.0%[207/575 ], 77 & &2 U Bf 33.4%[194/580
Bl) . 7I7=r T NTUAT 2T =B (/7 K7 VR 17.7% [102/57561) . 77
oY URE23.6%[137/580 )] ) \y— VA I N R T AT =T —BRI (7 a ¥ K7 LIVEE 17.0%

[98/575451] . F 7 m &Y U8 34.3% [199/580 4111 ) . M U 7 UEY RN (Z ey K7L
BE15.1% [87/575%1) . F7 Y U RE14.5% [84/580 %11 ) . TANRTXUET I ) FTF U AT
= 7—BEIM (7 et R7VARE13.4% [77/57561) . F7m e 8 17.4% [101/580 %] ) | R
T (7 v e RZVLEE9.2% [53/57561] . F7 e U RE8.8% [51/580%1] ) | JRHFT R
BEBGME (7 v R7 LIVEERSY% [49/57561] . F 7 vy U B 7.1% [41/580 1] ) | 1T v
URAT 7 24— (7 a0 K7 LIVEER3% [48/575B] . 7 v 52 LB 12.9% [75/580 45111 )
IR FLER I K SBEE G (7 = & K27 LOLVEE 8.0% [46/575 il . 727 v v L 8.4% [49/580 1) |
PRI EIMERRS M (7 a8 R LVEET.8% [45/57561] . 7o BV #E5.9% [34/580 4111 ) | If
HPRFBEHEIN (7 v & N7 LIVEE7.5% [43/57561] . F7 m €2 8 6.9% [40/580 1] ) | 5/ (7
o R LIVEET.5% [43/57561] . Fru e R 8.8% [51/580 411 ) . AMEREHEM (Z oy
RZVARET 1% [41/57561] . F7 a8 83% [48/580 %11 ) | ¥ (/v K7 LILEE
7.0% [40/57561] . F7 oY URES.0% [29/580 1] ) | FEMED W (B E R LIVEE 6.4%

[37/575 6] . F 27 v URE6.7% [39/580 41 ) | MEEF (Z7ave K7 LR 63% [36/575
Bl . Forue TR 6.4% [37/580 1] ) | Sl (7w & R LR S9% [34/57561] . T
0BV R 6.6% [38/580 611 ) | ER (/BB KT LIAVEESTY% [33/57561] . F7 v YR 5.3%

[31/580 1] ) | @92 (7 a & K7 LAREST% [33/575 1] . 7 a &2 B 4.0% [23/580 611 ) .
Mz VAT a— LN (7 2 & K7 LIVEE5.2%[30/575 6] . 727 v & U BF 6.6% [38/580 6i]) |
FREDORIE (7o RTLARES0% [29/57561] . F27 vy 8 6.6% [38/58041] ) | JEHED
AP (7 v B K7 LVEE4.0% [23/57561] . F7 r e 8 6.2% [36/580 %] ) . F% (/
B RZ VVEE38% [22/57561] . F7rE Y URE6.0% [35/580 1] ) . T (/7 mE N7 L LR
3.7% [21/57561] . F27a vy U8 6.0% [35/580 411 ) . AMEEGED (/v K7 LVEE3 1%

[18/575451] . F 7 m & 8 5.9% [34/580 4111 ) | IRIERGME (7 v R 7 LIVEE3.0% [17/575
] . FrrET R S57% [33/580651] ) . ROVE D FERE (7 v B R LIVEE2.6% [15/575 6] |
FIrm YR 55% [32/580 1] ) ToH V., EHEIZEEO BT HF53 SFY10810 a5k & FHEL L T
W,

7eFs. 52 IR DT X TD TEAE %% 80 IZ/~7,
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7T O—LMREEEEXHRE LI-BSERKREEER (CAPRIE)

RIEEIRAE B BE R ORHIM (oK 3 4E[#]) 1231) % TEAE %3 81 12”3, TEAE OFIEIE
X7 B R LVRE85.3% (2745/3218 45) . 7 AU BE 84.5% (2721/3221 ) Thoim, W
AL DORET 5%LL EF3BL L7 TEAE (PT) 1%, ERGEREY: (7 v v K7 LIVEE9.8% [314/3218 ] |
TAEY UHE9.4% [303/3221 4] ) . MIXRMERAT (7w K7 LIVEE9.5% [305/3218 411 | T A
B B 8.9% [287/3221 1] ) . A 7N UPRRIEE (7 o ¥ RTLIVEE 7.7% [248/3218 f4il] |
TAEY UBET3% (2343221411 ) . 5 (/e K7 UIVEET7.5% (24232186111 . TAEY
BE6.1% [195/3221 1] ) &R (7 = & R LVEE 7.0% [226/3218 ] . 7 A U U Hf 7.3% [235/3221
Bi1) . RAMEREIL (7 B R LILVEE 6.4% [207/3218 611 . 7 AU RE 7.4% [238/3221 45111 )
HIEARR (7 v RZLVEE6.1% (1953218611 . 7 AU VR 6.1% [198/3221 %] ) | BdEiTm

(/7 e RZ VLB 6.1% [195/3218 %] . 7 AE U U RE5.8% [187/3221 411 ) . i (7w
RZUARES9% [190/3218 6] . 7 AE U U BE5.9% [190/3221 411 ) | 8 (/7 m & R LILEE
5.6% [181/3218 Bil] , 7 AU B 6.7% [215/3221 5l ) | B0MiE (7 B & K7 LVEE 5.6% [180/3218
Bl . TAEY UBE6.2% [201/3221 611 ) | B (7 m ¥ RZLVEES.6% [180/321841] . 7 A
BV RE4.9% [159/3221 61 ) | 8BE (7 v ¥ K7 LIVEE5.4% [175/3218 6] . 7 AE U 8 3.6%

[117/3221 %] ) | B (7 v & K7 LAEES3% (171321861 . 7 AU VR 4.8% [153/3221
Bl ) . RO (7 e K7 UVEES3% [169/3218 4111 . 7 AU UBE5.0% [160/3221 %] )
ThHoT,

212 T

AEBREREBEEZDNRE LE-ERNFEIMEERRKFER (SFY10810)

BT LTIERIO A ERFRO—E A 8212, 5 1 1 (12 H[H) I[2H8BL L TIZE 57 TEAE &K 83
(2. I (52 M) ISR LIELTIZE - 7= TEAE % 3 84 (2759, SFY10810 sk Tl BRIYIRE
(2761 (7 mE R7Lv [CLOP-CLOP] #f 1#i, F2 me'2 > [TIC-CLOP] % 6fil) DEHENIE
L, Z05HF7aE Yy (TIC-CLOP) BED 3 iDL HHIE% 14 BZ@B 2 THLEL
TIREBICTH -T2 (FF15) , BRI OREBEBRNEETCERWVWEERFRICLLETHNT, 771
v (TIC-CLOP) BETHE 2D 7 1 v R LA GBRMBICIET Uiz 261 (D228R%E 1451 [EM
Ty 108« ] | AfomifmEEE 1] DEFES 119 1) Thol,
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= 15 -FETREBIDOHEER (GHEREAR T CARER S HAM G ARER 5 T %) —Allrandomized population,

SFY10810
Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Death on-study ® 1 (0.5%) 6 (2.8%)
Death on-treatment ° (double-blind treatment) 0 0
Death on-treatment ° (open-treatment) 1 (0.5%) 3 (1.4%)
Death post-treatment 0 3 (1.4%)

TEAE: Treatment emergent adverse event

a Includes all deaths that occurred after the time from randomization up to end of study (defined as last protocol
planned visit or the resolution/stabilization of all adverse event)

b On-treatment is TEAE period

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/ae_std_deaths_by_study _phase_r_t.sas
OUT=REPORT/OUTPUT/ae_std_deaths_by study phase_r_t_i.rtf (08JUN2011 - 16:32)

SFY10810 #A1E4R&EZE (Module 5.3.5.1-1) Table 39 %

FECIEFNZOWTELTICERNT 5, 728, #EM1IE [Module 2.7.6.2.7.6.5] IZFC# L 7=,

1. JEfIFKE  01lx (Z ot RZ L/ [CLOP-CLOP] #f)

TS AMEEE, H1HIC v R VARERE S, IRBRER GG 86 A HIZH 2 Mo~
B R UARERE S, BEERE - A0ME & UCskE, M, PAEMESREECAE, B
REMEE A A L, TSR 230 20, SRIEEINRIZ R O FEEZ A L Tz,

— NMEE W TIEERESRIFE A FMih O Y3 BF X IR 5-5046 109 H BIZ B EsEOR
RE CHRREREIR TS 2 FE 2 SR WIEE T L TV DDA RSN, IG5 I GBIt
110 H BIC 9 S 72 B2 EH T K 2 M OfER . Uik 1 TE &R 55 hs 108 H B
DRI (ERRE 4 : ischemic heart disease) THETS L7= &M 7=,

2. JEGIFE 102 (F7uvr Yy [TIC-CLOP] #%)

66 ik HIEEFE, F1HICTFru ey o NEEINTZR, BEOa T I3A4T VARROI
B, IR 5B 84 H BIRBEROE 2 HIE L, 2o o K7L mdEbs S/
Moz, BEAERE - BOHE & U CTRIBRIEBIAT . RIEMIER. BETRE. TIRO L OO wiRR
ERIMIE, EIMEZA L, £ FHANA SRS T 7 NOFNEEZA LT\ iz, SGiBE 34N
DARHRT, BEOBEEZ A LTV,

IR GG 88 HH, BETY N— Mok L, HiEE LS ETHRINT, —
Btk FEH e (RIS 4  carbon monoxide poisoning) & ZWi 4L, IRFICH b 6T
ODHFEFAEITI AR T, BT L,
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3. JEFIZS 108k (Fr oY [TIC-CLOP] Bf)

63 ik APERE, H 1T 7 n Y Ui S, BRI 5-5G 86 HHIZH 2o/ 1
R LIV ORGNRBRBE N, MZEEITWEOEEZ A L, BEEE - G0ME & L CHE)
fRBeze (70%Lh E) | miflE & Mg E A LTz, 2SR & U CRKABEOZ2R5EM
Ho7,
IR BB AG 144 B B AIRTR | IR ISR A 5F 2L 5% | ERkFEE 28 B, 21:53
ROERBIERE, YZEFILOMEIRE CTh o7, OfifRAE D Bk S V72 D3 R 245
B 5] &t S DITARERIETH V| 2326581 L7z, BBIET o — CLIERITHER ST,
FELCREEM 2 v B o — 2 Wi (CT) TIROMMEILIZES L9 R EBIEERD Lo
Too L2 <ML 2RE, ZEOFEEMS B X DI, ik TH L2 RFERL: < JERNIE
DGESRFE (=M 4 sudden cardiac death) & fIWr X7z,

4. JEFFES  14x (FrmePr [TIC-CLOP] #f)

RS MEEE, 1T F 7 u vy kb S, 1R G54 87 A BIZE 2 Wl s v
B R L OGRS e, ML TR - S0HE L U ChnE. BERIE. PAZEMESE)
WRAEEACRE, @SiE, SARMmAE, RNEAR, B SREMETRZA L Tz,

IRBCER R BB AG 223 H A, WiEFEIE (EMHE4 © asthmatic attack) 23F8HL L7, Wi B FE1E
THBRBENRNLZE L 2D, BHIDLAE (ERHE4 @ heart failures) (ZE -7z, FHA
e, ATMREREE L 20, 7 o R LAZELTXCoOROFKITIES e, —RER
RRITSET 5 b, 1R G-BAG 230 H BIZHR, FE5EAEICHE D volume loss (2 K 2 IfiLE
KT E2rans, METXSEET, JSROMUCRIEE R &, DR EOTEM &R
W U7, 1RBREER G-PA5 274 B B | FEREME LA NEERE (ERTERE4  DIC) | ZlEss e (&
ffi# &4 © multiple organ failure) Z {F38, 1RBRIER 5-BA15 275 A B, MikEEE C7 N7 KA
&Y (EANEHE 4 : infection MRSA) Z 7z, TRBREIR GHAA 279 H H, OfF1k L 720 3E
CAERS ST, SERNT DA #EREME L8 N BERE . Zlse 2, 7 R BRERGL & Sz,

5. EFFEE 119 (FrrEvr [TIC-CLOP] #f)

I mPMEE, F1IMcTF7uyrnghshnl, AR - S0HE L L TaEIMmE, fxfE

g, PAZEVEBREEALAE, MR IMIE, BEIRM. OEMENZA L, TR A Ao FHiEE2H
LTCuWz,

TRBRIEE 5B 71 HEH, W bIEE, S52& b0, IR SHMG 79 B B, MYikdEIX

e 2 4R S, BEHE CT CIlEanE R A TR SN2 o 7o, 1RBRIE 5544 85 H H .

MELIRAE A YBEARRR N B AR, BAYEFSVEMESAN X SiE 23 5E 2041 . magnetic resonance imaging
(MRD) M FE STz, RBRERGIE 8 HH., HE2Hn s ne R LA ofkb Z2iih L

Tz TRBRHEBGBHAA 89 H H . FLi L 0 Ze B R A 8L, TR ICHEE STz, CT I CtE

%€ (RN 4, © cerebral infarction) & 2MrSiv, YWD EIIMFEIZL LD L X
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Nic, FH228or7 o R7ZLAOEGIIHRILS T, 2ith, B ITRO7T-H, b
RSN, AT XV EBRL VLR TR, A ORBRERERM I AR, CTIZT
oo M2l (RS 4 : haemorrhage after cerebral infarction) 23RS S L7z, TRERZE
BEBAR 91 B HICAELT LT,

6. JEFIES 126« (57 m v [TIC-CLOP] #%)
T2 MR B LIS TF 7 n e i G S, 1RG5 A HE LV 3 AR
L. ZHIIRICRIT STV OIER & Shvre, IR G-B4s 61 B B RIE2S 38°C I b
. 2, WERAE HACABE L7z, FIA CT X OMEH = = —{Z THFIE & O IR U o /N i~
DL & T s (RS 4  pancreatic carcinoma metastatic) 23MfEad S L7z, AN
FLOD, F7r v ATIRBRER 504 62 H BIC&R SN R IE S 7o, IRBRER 5FG
74 H BIZIBBE, TRBREEG-BAAA 311 A B, 1RGP0k 8 Ak, L LT,

7. JEGIEE 132« (Frrvvr [TIC-CLOP] #)
T BEEE, B1CTF/7n ey rnkbh i, pRER GG 0 A BIZE 2 Mo »
n v K7 ULV EZRL Uz, BEAERE - & 0HEILE E, Fﬁﬁ%‘@%ﬁﬂﬁ?@ﬂﬁﬂ?%ﬁ L. KM
BRI O FINEEZ A LTz,
IR 5B AR 123 B B, AEH 0 —Repy7e il A B, 1RBRIERG-BALA 138 H H |
PERNEE R AE (EERTR S 44 : transient ischaemic attack) & 2Wr SHABL L7z, KRELD-®
7ut%7vw®&5i¢¢éhﬁm%%%&§%%umBE_EWE®%®%%®&@
k9D AT v MEEMSHEAT S, TGO 7 v B R 7 LR GRS,
IRBREER 5B A5 300 H B | kA ZE &% O 7= 22 WERED IR 22 T AL T o 72 YL EF 1L, P
WA B NI A NSHBNR~ ORI A T o NREEN 2 527 7o, 1RBREER 5-BR 44 303 H BITHkE
SNT=bDD, FERREEEAL ST O N FHEE S, MREBITE(LOEm 27280 [ 18
SR -5 AG 308 H HAET L7z, HIM MG R, SERITOVE AMEMGfulED (RS 4 - diffuse
alveolar damage) & S#17z,

EREREENRE LE-ERNELNMAERKRFER (DV7314-23)

BIEWIRE A0S L7ER O — & & 3% 85 12, JETCICE » 72 TEAE %3 86 12759, DV7314-23 ik
B CILIBBR e st CHUE LB I s 6l (7 a B R LAEE46], F7 o B0 R 1 6)
DRENFET LI, 205 BIERE L OREEBNPTE CERWAEFRICL I CHIE, /7o
R7 LV VBECHREL L 2BHEN M GEFIES : 109-3) M OWEE RBIIREEAEZL4E o 1k ifn [R5 CiE 5112
70 221-1) D26 L F I u Y ORETRIL LML CEGIRES : 294-4) 1HIOF3HITH Y .
7u v RZ7UVARECRE LA UEGIES @ 77-4) KOS (EFIE S : 174-4) O 2 FIZIEER
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HEDREBEGRNEE SN, 7ok, BBREMmGHEECTHE LMz ss (Z7ee K7L
NEE3B], T 7 u P B 56]) ORI, WTIOER HIREREE & ORI RER TS
E ST,

75 O—AMBEBREEHRE LI-BIERRRER (CAPRIE)

KA EIRE BB B O (K 34ERM) B2 1EICE 72 TEAE ORHRE ST/ n
K7 UAEE4.0% (129/3218 1) . 7 AE Y & 43% (1403221 f3)) ThH-o7= (£87) .

21.3 EEHLHHEEZR (treatment emergent SAE)
FAHEBREEEREENRE L-ERNEDAEKRKKE (SFY10810)

B (12 ) (238 L 72 EEE 70 55 9542 (treatment emergent SAE) % 7% 16 |, treatment emergent
SAE % B L= JEF O EFH G —E %4 K 89 [Z/~k 7, Treatment emergent SAE DRI E|IAIL/ v v R
TUNFE3T% B82158)) . FrrEVURE46% (10216 6]) LRARETHY . FHHEED 1%L
FoFEG (PT) ILMifE L BICRD LT, T, IR & OREBEFRO LG E TE 720 treatment
emergent SAE DFBEIGIL 7 v v R LR 0.5% (121561) . 77 rE YU #£0.9% (2216 1)
Th o7 ([Module 2.7.6 3 89]) .

% 16 -Treatment emergent SAE (% 1 8 : 12:8R) —All treated population. SFY10810

Primary System Organ Class Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
Any class 8 (3.7%) 10 (4.6%)
RBREES K VFERAE 1 (0.5%) 3 (1.4%)
R EE MR 2 1 (0.5%) 0
R B 2% 0 1 (0.5%)
MREEZE # 0 1 (0.5%)
L 0 1 (0.5%)
B, EBLUHETHOFTEY (BRELUKR)—TZ2ED) 1 (0.5%) 2 (0.9%)
=E5 0 1 (0.5%)
BiEE 1 (0.5%) 0
ERTS R 0 1 (0.5%)
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Primary System Organ Class Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
HRERESE 1 (0.5%) 1 (0.5%)
— 38 4 A Rl I F& 4 1 (0.5%) 0
fi4EZE 0 1 (0.5%)
DEREE 2 (0.9%) 1 (0.5%)
iR T R AR 1 (0.5%) 0
= HHER 1 (0.5%) 0
SHLHEE 0 1 (0.5%)
mEES 1 (0.5%) 1 (0.5%)
FAZE M EHAREE 1L IE 0 1 (0.5%)
Fa B BNk % 1 (0.5%) 0
BIaEE 0 1 (0.5%)
U AMRER 0 1 (0.5%)
Iin {5 #E it 0 1 (0.5%)
FFRRERESE 0 1 (0.5%)
FFREE 1 (0.5%)
HERRE L UVEEHEBES 1 (0.5%)
T B R AR E 1 (0.5%)
— % - 2ERBEELS L VIREIEOKE 0 1 (0.5%)
BH 0 1 (0.5%)
SE. PERLUVNEEHHE 1 (0.5%)
EHEEET 1 (0.5%)
SAE: Serious adverse event, SOC: System organ class, PT: Preferred term
MEDDRA 14.0

n (%) = number and percentage of patients with at least one treatment emergent SAE

Note: Table sorted by SOC internationally agreed order and decreasing frequency of PT to all TEAE summary in
Clopidogrel group for all periods on all treated population

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_ae_socpt_serious_1st_s_t.sas
OUT=REPORT\OUTPUT\sfy10810_ae_socpt_serious_1st_s_t j i.rtf (03AUG2011 - 9:42)

I (52 ) (ZFBL L 7= treatment emergent SAE % 2% 88 (T, treatment emergent SAE % 7851 L
TIEBIOF EFG—E %7 89 |Z/"J, Treatment emergent SAE DR HEIGIZ /7 v K7 L)L
(CLOP-CLOP) ¥ 15.8% (34/215%1) TH v, FEEIGD 1%L LOFGIIFRO Lol &
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7o, 1RBREE & ORRBIR DT E T E 720 treatment emergent SAE DR ELEI ST 7 o v K7 Lv
(CLOP-CLOP) #f 1.4% (3/215%1) T ->7= ([Module 2.7.6 3% 90]) .

fiiEREREEHRE LE-ERNEMARRKHER (DV7314-23)

52 I G2 B TIHEL L 72 treatment emergent SAE % %< 90 (2, treatment emergent SAE A 788l L
TIEFI O EFG—E AT 91 |27~ Treatment emergent SAE DFEELEI G 1X7 v & K7 LVEE12.9%

(74/57561) . F7rEPURE9.7% (56/580 ) THY ., WIFNNORETREEIGA 1%L, Lo
% (PT) 13MIEZE (7 mE R LARE28% [16/57561] . F27 mE P #E24% [14/58061] ) T
Hoiz,

77 O—LMigHEEERS E LI-mIRRRAR (CAPRIE)

RAEEIRZE BRI ORI (Fok 3 4M]) 1Z351F 2 treatment emergent SAE % & 92I27~ 7,
Treatment emergent SAE OFEHLEI 5137 v & K7 L LRE 38.1% (1227/3218 f51) . 7 AU ¥ 39.8%
(128173221 f3) Th o7z WTNNORETHBIEIG D 2% EOFESL (PT) 1%, BIRMEBIT (7=
B R LIVEESS% [176/3218 1] . 7 AU UBE5.6% [181/3221 fl] ) | RiEtEEm (7 me K
TVUNEES2% [167/3218 6111 . 7 AU UBES5% [178/3221 411 ) . ROBEIME (Zut K7L
VEE3.4% [108/3218 6] . 7 AE U U BE3.8% [124/3221 3111 ) . KR OEWREE(LIE (7 v K7L
JVEE1.8% [59/3218 %11 . 7 AE Y U RE2.1% [69/3221 4] ) ToH-o7=,

214 ZTOMOEEZ TEAE

2.1.41 Hmt* TEAE
AEBREREBEEZNRE LE-ERNFEIMHEERRKFER (SFY10810)

%10 (1238R) 123EL Lz it TEAE 23 17 (R d, Hififk TEAE ORBEI &, 7e v
R VIVEE84% (1821541) . 7 rE VU HE6.9% (15216 41) THY , ML CHRIEE TH T,
WU DORET 2%LL F3H U= itk TEAE (PT) 1%, & (7 v & K7 L VRE2.3% [5/215
Bl . T RE0.5% [121661] ) Thoto, iz, BRI L OREBEBROTE TE RV
Mt TEAE OFREEIL, 7o R LARE42% (921561)) . Fr a0 B 42% (9/216 1)
ThHy, WA CREE CH- T,
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= 17-HMMETEAER VR RBEFROEE CEA LMY TEAE (5 1#7: 12:8R/]) —All treated population,

SFY10810
Clopidogrel Ticlopidine
(N=215) (N=216)
Primary System Organ Class
Preferred Term n(%) All Related All Related
Any class 18 (8.4%) 9 (4.2%) 15 (6.9%) 9 (4.2%)
BREES L UFERIE 0 0 1 (0.5%)
REMREER 0 0 1 (0.5%)
ARPEE 2 (0.9%) 1 (0.5%) 1 (0.5%) 1 (0.5%)
AR H M 2 (0.9%) 1 (0.5%) 0 0
#EMR 1 0 0 1 (0.5%) 1 (0.5%)
DEES 0 0 1 (0.5%)
10\ HE I 0 0 1 (0.5%)
FEIRER. MR E & UHEfRIES 7 (3.3%) 4 (1.9%) 3 (1.4%) 3 (1.4%)
SHim 5(2.3%) 2 (0.9%) 1 (0.5%) 1 (0.5%)
W 1 2 (0.9%) 2 (0.9%) 2 (0.9%) 2 (0.9%)
BialEE 3 (1.4%) 1 (0.5%) 3 (1.4%) 1 (0.5%)
FFHim 2 (0.9%) 0 0 0
B RS I 1 (0.5%) 1 (0.5%) 1 (0.5%) 0
ATP9 fn 0 0 1 (0.5%) 0
o {5 4 ittt 0 0 1 (0.5%) 1 (0.5%)
RES L URTHEBES 3 (1.4%) 2 (0.9%) 6 (2.8%) 4 (1.9%)
-l 2 (0.9%) 1 (0.5%) 4 (1.9%) 3 (1.4%)
301 1 (0.5%) 1 (0.5%) 0 0
B2 It i 0 0 2 (0.9%) 1 (0.5%)
—f% - 2BEES L UVREIEZDOIKE 1 (0.5%) 0
1 & ZERI BBz 1 1 1 (0.5%) 0
SE. PELSLVULESHHE 3 (1.4%) 1 (0.5%) 1 (0.5%) 0
SMEHEH M 1 (0.5%) 0 0 0
B AR T I fE 1 (0.5%) 1 (0.5%) 0 0
RiZ 0 0 1 (0.5%) 0
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Clopidogrel Ticlopidine
(N=215) (N=216)
Primary System Organ Class
Preferred Term n(%) All Related All Related
KT mfE 1 (0.5%) 0 0 0

IP: Investigational product, TEAE: Treatment emergent adverse event, SOC: System organ class, PT: Preferred term

MEDDRA 14.0

n (%) = number and percentage of patients with at least one TEAE

Note: Table sorted by SOC internationally agreed order and decreasing frequency of PT to all TEAE summary in
Clopidogrel group for all periods on all treated population

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_ae_socpt_rel_bleed_1st s t.sas
OUT=REPORT\OUTPUT\sfy10810_ae_socpt_rel_bleed_1st_s_t_j_i.rtf (04AUG2011 - 14:35)

AW (52 #M) TR L= itk TEAE 2% 18 12”71, Hif!E TEAE ORIRE I/ o R
71 (CLOP-CLOP) #£18.1% (39/215f) Tdh-7-, 7 v t’KZ L /L (CLOP-CLOP) #£T2%LA
ERBL L7 tE TEAE (PT) 13, & 3.7% (8215 %1) OHTH -T2,

% 18-HME TEAE R VR REZRNDEE T4 M TEAE (£ #ARE: 52 18RE) —All treated population,

SFY10810
Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Primary System Organ Class
Preferred Term n(%) All Related All Related
Any class 39 (18.1%) 18 (8.4%) 37 (17.1%) 19 (8.8%)
RS K UVHFLERE 1 (0.5%)
R MREER 1 (0.5%)
IR REE 1 (0.5%) 1 (0.5%)
ZEohOHMmMMEZE 0 1 (0.5%) 1 (0.5%)
ERfEE 5 (2.3%) 2 (0.9%) 4 (1.9%) 2 (0.9%)
AfE M 4 (1.9%) 2 (0.9%) 0 0
#EIR 1 (0.5%) 0 2 (0.9%) 2 (0.9%)
PRARZLEEN M 0 0 1 (0.5%) 0
BHF iR H M 0 0 1 (0.5%) 0
D ERESE 0 1 (0.5%)
10\ HE I 1 (0.5%)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Primary System Organ Class
Preferred Term n(%) All Related All Related
MR ER. MIEBE & UHEfRES 10 (4.7%) 6 (2.8%) 5 (2.3%) 4 (1.9%)
St 8 (3.7%) 4 (1.9%) 3 (1.4%) 2 (0.9%)
& fn 2 (0.9%) 2 (0.9%) 2 (0.9%) 2 (0.9%)
BES 7 (3.3%) 2 (0.9%) 7 (3.2%) 3 (1.4%)
&t M 3 (1.4%) 0 1 (0.5%) 1 (0.5%)
mpa gl 2 (0.9%) 0 0 0
BiaHtm 1 (0.5%) 1 (0.5%) 1 (0.5%) 1 (0.5%)
st 1 (0.5%) 1 (0.5%) 1 (0.5%) 0
ATP9H fn 0 0 2 (0.9%) 0
I {58 HE 0 0 1 (0.5%) 1 (0.5%)
A LT 0 0 1 (0.5%) 0
REHS LUK THEBES 5 (2.3%) 4 (1.9%) 10 (4.6%) 7 (3.2%)
T i 3 (1.4%) 2 (0.9%) 8 (3.7%) 6 (2.8%)
301 2 (0.9%) 2 (0.9%) 0 0
B ISt i 0 0 2 (0.9%) 1 (0.5%)
BB L URBES 2 (0.9%) 1 (0.5%) 2 (0.9%) 1 (0.5%)
MR 1 (0.5%) 0 2 (0.9%) 1 (0.5%)
FR3&E H i 1 (0.5%) 1 (0.5%) 0 0
HERBLVIERESE 1 (0.5%)
fE H I 1 (0.5%)

—f% - 2HBBEES L UVBREEHLOIKE 1 (0.5%)

1 & Z7 R B 4L H 1fn 1 (0.5%)

ERERIRE 4 (1.9%) 0 1 (0.5%) 1 (0.5%)
FR o M B5 14 3 (1.4%) 0 1 (0.5%) 1 (0.5%)
EE mrEE 1 (0.5%) 0 0 0

FE. DESIUVNESHHE 9 (4.2%) 3 (1.4%) 7 (3.2%)

5 0 0 1 (0.5%)
SME M M 3 (1.4%) 0 1 (0.5%)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Primary System Organ Class
Preferred Term n(%) All Related All Related

LE £ M 2 (0.9%) 1 (0.5%) 0 0
EETMmE 2 (0.9%) 2 (0.9%) 0 0
3 1 (0.5%) 0 4 (1.9%) 0
KTz 1 (0.5%) 0 1 (0.5%) 0

IP: Investigational product, TEAE: Treatment emergent adverse event, SOC: System organ class, PT: Preferred term
MEDDRA 14.0
n (%) = number and percentage of patients with at least one TEAE

Note: Table sorted by SOC internationally agreed order and decreasing frequency of PT to all TEAE summary in
Clopidogrel group for all periods on all treated population

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_ae_socpt_rel_bleed 52w _s_t.sas
OUT=REPORT\OUTPUT\sfy10810_ae_socpt_rel_bleed_52w_s_t_j_i.ritf (04AUG2011 - 14:44)

fiERERE EHRE LE-ERNEMARRKAER (DV7314-23)

52 WM GIZIBWTHEL L 72 itk TEAE 238 19 127~ 3, HfE TEAE OFRBLEI&X 7 v v K
7 VIVEE29.4% (169/57561) . F7 m B2 URE262% (152/580 f5) T, ML CRRE Th o7z,
WPV DRET 2%LL E3H U= itk TEAE (PT) 1%, B FHiML (7 v ¥ R7 L VEE9.2% [53/575
Bl . FreE Y URERR% [51/58041] ) | &L (ZFm Y RZLIARES9Y% [34/57561] . F7
0 e URE6.6% [38/580 %] ) | AEMEHIM (7 m e R LVEE2.3% [13/57561]  ForrEeY
B 1.4% [8/580 %511 ) | BEAIHI (7 = & R 7 LAVRE2.3% [13/57561] . 77 m 2 1.0% [6/580
Bl ) . BE (Ve R LARE21% [12/57561] . F27 a8 2.1% [12/580 411 ) . KO
HIMRFHER (7 v & R LVRE2.1% [12/57561] . F7 m B2 1 0.3% [2/580 1) ) T o7z,
F7-. SFY10810 iR CLuie )2 < BBl L 7= &L, DV7314-23 SRER T H[RERICZ < HBLL TV
77

& 19- % TEAE RUVERBHEOEE TSR H MY TEAE (52 :8[) —R&MBTIREM.

DV7314-23
Clopidogrel Ticlopidine
(N=575) (N=580)
Primary System Organ Class
Preferred Term n(%) All Related All Related
Any class 169 (29.4%) 81 (14.1%) 152 (26.2%) 68 (11.7%)
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Clopidogrel Ticlopidine
(N=575) (N=580)
Primary System Organ Class
Preferred Term n(%) All Related All Related
RBREEH K VFERAE 2 (0.3%) 0 2 (0.3%) 0
SIREE % 0 0 1 (0.2%) 0
[EX R 1 (0.2%) 0 0 0
fE bt 2¢ 1 (0.2%) 0 0 0
RFMREER 0 0 1 (0.2%) 0
R EBEMS L UHFMETHOHEY (£
ELURI—TEED) 1 (0.2%) 0
BB £ ) 1 (0.2%) 0
IR REE 4 (0.7%) 4 (0.7%) 1 (0.2%) 1 (0.2%)
i faagil 2 (0.3%) 2 (0.3%) 1 (0.2%) 1 (0.2%)
BEE M M 1 (0.2%) 1 (0.2%) 0 0
R PR H I 1 (0.2%) 1 (0.2%) 0 0
ARfEE 20 (3.5%) 10 (1.7%) 15 (2.6%) 7 (1.2%)
#EME H M 13 (2.3%) 7 (1.2%) 8 (1.4%) 5 (0.9%)
8RR H 1 4 (0.7%) 1 (0.2%) 5 (0.9%) 2 (0.3%)
HE PR R IR 0 0 1 (0.2%) 0
AR M 1 (0.2%) 1 (0.2%) 0 0
IR FRAREAZE 1 (0.2%) 0 1 (0.2%) 0
fHF A M 1 (0.2%) 1 (0.2%) 0 0
HEZHY 0 0 1 (0.2%) 1 (0.2%)
EBLUREES 0 0 1 (0.2%) 0
Eifim 0 0 1 (0.2%) 0
mERE 2 (0.3%) 1 (0.2%) 2 (0.3%) 2 (0.3%)
KENARIEE R 1 (0.2%) 0 0 0
mAE 1 (0.2%) 1 (0.2%) 0 0
H 1 0 0 2 (0.3%) 2 (0.3%)
MR ER. MEBE & UHEiRIES 36 (6.3%) 19 (3.3%) 38 (6.6%) 20 (3.4%)
SHim 34 (5.9%) 17 (3.0%) 38 (6.6%) 20 (3.4%)
I 5 (0.9%) 2 (0.3%) 0 0
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Clopidogrel Ticlopidine
(N=575) (N=580)
Primary System Organ Class
Preferred Term n(%) All Related All Related
BAEE 32 (5.6%) 11 (1.9%) 31 (5.3%) 15 (2.6%)
e 0 0 1 (0.2%) 0
1 P S I 13 (2.3%) 5 (0.9%) 6 (1.0%) 1 (0.2%)
FFH M 10 (1.7%) 1 (0.2%) 5 (0.9%) 2 (0.3%)
1 B % 0 0 1 (0.2%) 0
B 2% 0 0 1 (0.2%) 0
B H 1 3 (0.5%) 2 (0.3%) 0 0
F% 1 (0.2%) 0 1 (0.2%) 1 (0.2%)
ALF 3 (0.5%) 2 (0.3%) 3 (0.5%) 2 (0.3%)
(mP=F/$") 1 (0.2%) 0 0 0
ATP9 & fn 1 (0.2%) 0 3 (0.5%) 3 (0.5%)
BES 0 0 1 (0.2%) 1 (0.2%)
AR 1 (0.2%) 1 (0.2%) 6 (1.0%) 4 (0.7%)
DR % 0 0 1 (0.2%) 0
B Bt I 0 0 1 (0.2%) 1 (0.2%)
Stz e 0 0 1 (0.2%) 0
Fim 0 0 1 (0.2%) 0
EEHS L URTHEBES 60 (10.4%) 29 (5.0%) 57 (9.8%) 34 (5.9%)
-l 53 (9.2%) 27 (4.7%) 51 (8.8%) 32 (5.5%)
k7> 1 (0.2%) 0 0 0
% D i 1 (0.2%) 0 0 0
%5t 4 (0.7%) 4 (0.7%) 6 (1.0%) 3 (0.5%)
B2 & I st 2 (0.3%) 0 0 0
RRH 1 (0.2%) 0 0 0
I 0 0 1 (0.2%) 0
BEERRBLUESHEBES 1 (0.2%) 1 (0.2%) 1 (0.2%) 0
H 1 14 B8 B A 1 (0.2%) 1 (0.2%) 1 (0.2%) 0
BB L UREBES 5 (0.9%) 1 (0.2%) 4 (0.7%) 1 (0.2%)
i pR 3 (0.5%) 1 (0.2%) 3 (0.5%) 1 (0.2%)
FRE#ER 1 (0.2%) 0 0 0
HH i 1 R B 2% 1 (0.2%) 0 1 (0.2%) 0
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Clopidogrel Ticlopidine
(N=575) (N=580)
Primary System Organ Class
Preferred Term n(%) All Related All Related
ERERBLUVAEEE 2 (0.3%) 1 (0.2%) 4 (0.7%) 3 (0.5%)
AiZ@% 1 (0.2%) 1 (0.2%) 3 (0.5%) 3 (0.5%)
FIEFEHID 1 (0.2%) 0 0 0
L dautiii} 0 0 1 (0.2%) 0
ERERIRE 12 (2.1%) 11 (1.9%) (0.5%) 2 (0.3%)
HmEFEER 12 (2.1%) 11 (1.9%) 2 (0.3%) 2 (0.3%)
&8 0 0 1 (0.2%) 0
BE. DERLUVNEEHHE 28 (4.9%) 1 (0.2%) 34 (5.9%) 3 (0.5%)
1S 9 (1.6%) 0 9 (1.6%) 0
x5 12 (2.1%) 1 (0.2%) 12 (2.1%) 2 (0.3%)
Zals 1 (0.2%) 0 8 (1.4%) 0
BEH 1 (0.2%) 0 0 0
RBEW 0 0 1 (0.2%) 0
VAN R ks spiil} 2 (0.3%) 0 1 (0.2%) 0
EpES 1 (0.2%) 0 0 0
AN 1 (0.2%) 0 0 0
A & B F3 0 0 1 (0.2%) 0
AR & [ B M fE 1 (0.2%) 0 0 0
WEIZ & BESE 1 (0.2%) 0 0 0
KIE#ES 0 0 1 (0.2%) 1 (0.2%)
Blf& 1 (0.2%) 0 0 0
ARERNES 0 0 1 (0.2%) 0
JE3:3 0 0 1 (0.2%) 0
fifeh 4 M 0 0 1 (0.2%) 0
NEB I UVRBLE 1 (0.2%) 0 0 0
735 1 (0.2%) 0 0 0

IP: Investigational product, TEAE: Treatment emergent adverse event, SOC: System organ class, PT: Preferred term

MEDDRA 14.0

n (%) = number and percentage of patients with at least one TEAE

Note: Table sorted by SOC internationally agreed order and decreasing frequency of PT to all TEAE summary in
Clopidogrel group for all periods on safety population

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\dv23_ae_socpt_rel_bleed_s_t.sas
OUT=REPORT\OUTPUT\dv23_ae_socpt_rel_bleed_s_t j i.rtf (14SEP2011 - 14:46)
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SFY10810 iR & DV7314-23 FRERD LLES -

SFY 10810 7B &2 O DV7314-23 iABR I T, Il TEAE & U CHRrICIE S S5 TTERE Hif )
& TERFENHIML ) 24 272012, L Fo@ v EbE I & TERZFN M) 2/ L2 (32 93),

o AL I (Gastrointestinal bleeding) : MedDRA #E#EM R (SMQ) T HALE @ Hii
(20000108) | (Zi%¥4 T HF4

o HHZEWNHIM (Intracranial bleeding) : SMQ T [ M PERG LA FESE  (20000064) | (27%49 5
4. KO MedDRA PT C RS TFIAE (10042361) | 384+ 5 H4:

7 R7 UVEED 52 BE 52RO TR EL L7 A il OE 51X SFY 10810 357 ©2.3% (5/215
#i) . DV7314-23 3Bk T 2.8% (16/575f5) TV . £ OWERIE, SFY10810 3R TR ML 1.4% (3/215
B) . BRI 0.5% (1/215 f) | EEmEEYE 0.5% (1/215 61) . DV7314-23 3R TR i 1.7% (10/575
F) . ALF0.5% (3/575%1) . B 0.5% (3/575 1) . ALMHIM 0.2% (1/575 1) TH-o7=, F
oo 7a e R7 LD 52 G2 W TIEL L7232 H i o%E 1 SFY 10810 78R T 0.9%

(2215 1) . DV7314-23 5BRT 0.9% (5/57561) ToH V. EOWNFRIZ SFY 10810 75K TRl T~ i fE
0.9% (2/215%1) . DV7314-23 5BR CTHYHIM 0.5% (3/575 1) . BHZEWNHIM 0.2% (1/575 1) . B
i 0.2% (1/57561) TH-7=,

7 TO—LMiEfEEEENRE LIZBIERKRGEER (CAPRIE)

KA B IR AR SRR O 2] (K 3 1) 123681F & HimtE TEAE % % 20 127~ 9, i TEAE
DRBENGILZ v B R 7 LR R8.0% (259/3218 ) . 7 AU B 8.7% (281/3221 f4i]) & [RIFREE
Tholr, WTNDORET 2%LL E3EL L 7= Hiflk TEAE (PT) 1E, &M (7 o & K7 LR 2.5%

[(81/3218 5] , 7 AU U 2.1% [68/3221 fii]] ) T o7z, F 7=, tHifth TEAE 2> L L7z (£ 2)
AL Hf e OBEZEN I ORBEIE 2 Bz & 2 A LB HIMIEZ v & K7 LVEE 1.7% (54/3218
Bl) . TAEY UEE25% (813221 41) L/ mE RZLARBETIELS (p=0.0191, ¥ HE) . HHEN
HIfZ 7 o v R LLRE0.2% (6/321841) . 7 AE U R 0.3% (10/3221 f51]) & Wit CIRIFFIFRE
TH-o7,
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%+ 20 - M4 TEAE (£#if : %K 3 F£f) —Randomized and treated population, CAPRIE (PAD %&£

=)
Primary System Organ Class Clopidogrel ASA
Preferred Term n(%) (N=3218) (N=3221)
Any Bleeding 259 (8.0%) 281 (8.7%)
Any Gastrointestinal bleeding 54 (1.7%) 81 (2.5%)
Any Intracranial bleeding 6 (0.2%) 10 (0.3%)
IR REE 6 (0.2%) 10 (0.3%)
fibd HH fn 3 (<0.1%) 3 (<0.1%)
BEENE M 2 (<0.1%) 6 (0.2%)
CHETHIM 1 (<0.1%) 1 (<0.1%)
ARfEE 23 (0.7%) 15 (0.5%)
fEEH M 8 (0.2%) 8 (0.2%)
AR H i 8 (0.2%) 2 (<0.1%)
BTG 5 (0.2%) 3 (<0.1%)
AR 2 (<0.1%) 2 (<0.1%)
mEEE 77 (2.4%) 71 (2.2%)
ik 62 (1.9%) 58 (1.8%)
H 1 17 (0.5%) 14 (0.4%)
MR ER. MIERE & UHEfRIEE 95 (3.0%) 82 (2.5%)
Stim 81 (2.5%) 68 (2.1%)
I I 13 (0.4%) 15 (0.5%)
fn g 1 (<0.1%)
fifi tE 1 1 (<0.1%) 0
BaEE 57 (1.8%) 83 (2.6%)
B 19 (0.6%) 24 (0.7%)
ALF 13 (0.4%) 26 (0.8%)
B ia L m 9 (0.3%) 13 (0.4%)
B A H 4 (0.1%) 3 (<0.1%)
M 1 4 (0.1%) 7 (0.2%)
BEEGHM 3 (<0.1%) 1 (<0.1%)
miETH 2 (<0.1%) 3 (<0.1%)
HifnE+ 1505 E % 2 (<0.1%) 6 (0.2%)
aafiikicd=pi-¢t: 1 (<0.1%) 3 (<0.1%)
HmtEE x 1 (<0.1%) 2 (<0.1%)
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Primary System Organ Class Clopidogrel ASA
Preferred Term n(%) (N=3218) (N=3221)
OfEAE m 1 (<0.1%) 0
BB LUREES 20 (0.6%) 32 (1.0%)
73 19 (0.6%) 32 (1.0%)
HH I 14 R B 2% 1 (<0.1%) 0
ERERBLUVAEEE 6 (0.2%) 10 (0.3%)
AEFEHM 3 (<0.1%) 0
f2 H Ifn 2 (<0.1%) 7 (0.2%)
AiZ@% 1 (<0.1%) 3 (<0.1%)
BE. PEFLUVNEESHHE 1 (<0.1%) 1 (<0.1%)
ALE £ M 1 (<0.1%) 1 (<0.1%)

TEAE: Treatment emergent adverse event, SOC: System organ class, PT: Preferred term
MEDDRA 14.0
n (%) = number and percentage of patients with at least one TEAE leading to permanent treatment discontinuation

Note: Table sorted by SOC internationally agreed order and decreasing frequency of PT to all TEAE summary in
Clopidogrel group up to end of study on randomized and treated population

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_ae_socpt_bleeding_s_t.sas
OUT=REPORT\OUTPUT\caprie_ae_socpt_bleeding_s_t_j_i.rtf (1I0NOV2011 - 10:12)

2142 BREREOHIL
RHBIREBBEZNRE L-ERNFMBERRHER (SFY10810)

B (128R) 1230 DRI 54 EICFE 5 72 TEAE 23 21 (\RT, GBI 5.1 kI E
572 TEAE ORBEIGIL, 7 v K7 LARES6% (1221561) . 7 a2 B2 U8 19.0% (41/216 1)
TFI/u YU HO RN T, BREE (SOC) IZET 2 iRl :Fa'é‘ﬂﬂi L 7= TEAE K OIFAHIE
FIEE (SOC) (ZBHE# L7z TEAE IZ LV WFFORHIEBNGITAENBO LN LItk b eER BN,
Flo, FI/RETURETIE, KB IO FHEMESE (SOC) | ié{’“%ﬁi@#&%ﬁlm%%mh
Hivlc, WTNNORET 2%, BB L2l G- IRIZE 572 TEAE (PT) 1, y— 27L& L
NIV AT7 =27 —B8N (7a b K7 UARE09% [221561] . 7 a &Y 8 7.4% [16/216 1] )
ThHo7,

B, MBI G H I o 72 TEAE 2 8EA T D EF O —F 2% 94 1R T,
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=21 -REBEKRESHIEICE -1 TEAE (5 18 : 12:8R) —All treated population, SFY10810

Primary System Organ Class Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
Any class 12 (5.6%) 41 (19.0%)
B, BB L UVHETHOFEY (ERELUVUR)—TEED) 2 (0.9%) 1 (0.5%)
ffimFLERE. REBFHA 1 (0.5%) 0
BiEE 1 (0.5%) 0
ERTS MR 0 1 (0.5%)
MESLV VNRESE 1 (0.5%) 2 (0.9%)
B I Bk A iE 1 (0.5%) 2 (0.9%)
5F SR BKIR /D AE 1 (0.5%) 2 (0.9%)
REBBELUEREBES 0 1 (0.5%)
B AR 0 1 (0.5%)
HREREE 0 2 (0.9%)
GIEPES 0 1 (0.5%)
i 4E 0 1 (0.5%)
ARPEE 1 (0.5%)
& R R M IR A 1 (0.5%)
#8 A% H 1 1 (0.5%) 0
D EREE 1 (0.5%) 1 (0.5%)
L = H4EAR 1 (0.5%) 0
SHLmEE 0 1 (0.5%)
BalES 0 1 (0.5%)
U AMERER 0 1 (0.5%)
Ifn {58 45k 5ttt 0 1 (0.5%)
FFREE REE 0 6 (2.8%)
i RERE 0 4 (1.9%)
BB S R & 0 1 (0.5%)
FFrEE 0 1 (0.5%)
EEHLUETHERES 1 (0.5%) 6 (2.8%)
% D FEIE 0 1 (0.5%)
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Primary System Organ Class Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
it 0 1 (0.5%)
B3 1 (0.5%) 3 (1.4%)
B RE 0 1 (0.5%)
BERRZRELUVESHEBES 1 (0.5%)
T A3 b AR E 1 (0.5%)
BEH L UVREBES 1 (0.5%) 1 (0.5%)
7 O—CiEIRE 1 (0.5%) 0
BEGR R & 0 1 (0.5%)
ERRIRE 4(1.9%) 22 (10.2%)
y—=TIWLRA ISR T S—EHEM 2 (0.9%) 16 (7.4%)
TS5 -F3/ rS20RT75—EHEM 1 (0.5%) 3 (1.4%)
FRNSXUBT7I/) b5 0R 7 5—EEM 2 (0.9%) 2 (0.9%)
mf7ILAYKRR T 72 —EHEMN 0 1 (0.5%)
B R EIE M 0 1 (0.5%)
SFERERERIE AN 0 1 (0.5%)
AP R ERBUR D 0 4 (1.9%)
B I ER#0RE 0 2 (0.9%)
BE. PEHSIUVNEESHHE 1 (0.5%) 0
TERR T I fE 1 (0.5%) 0

TEAE: Treatment emergent adverse event, SOC: System organ class, PT: Preferred term
MEDDRA 14.0
n (%) = number and percentage of patients with at least one TEAE leading to permanent treatment discontinuation

Note: Table sorted by SOC internationally agreed order and decreasing frequency of PT to all TEAE summary in
Clopidogrel group for all periods on all treated population

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_ae_socpt_discont_1st_s_t.sas
OUT=REPORT\OUTPUT\sfy10810_ae_socpt_discont_1st_s_t_j_i.rtf (03AUG2011 - 10:04)

I (52 ) (2B AR 5. IEICE 5 7= TEAE % 3 22 (TR, 1BERER G P IkIcE
7~ TEAE OFRHEI T, 72 RZ L (CLOP-CLOP) #f 15.8% (34215%]) Tho7/-, 7t
K27 L (CLOP-CLOP) #ET 2%LA EFBL L 7183 5. h k2% - 7 TEAE (PT) 137> 7=,
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% 22 -REBREKRESRIEICE 5f- TEAE (£#iR : 52:8/) —All treated population. SFY10810

Clopidogrel Ticlopidine
Primary System Organ Class (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)
Any class 34 (15.8%) 59 (27.3%)
RPRES K UVHFLERE 0 1 (0.5%)
FAMRER 0 1 (0.5%)
B, BESLUHETHOFEY (BRELUVKR)—TEED) 3 (1.4%) 1 (0.5%)
Bz 1 (0.5%) 0
fRmTELRE. WHATH 1 (0.5%) 0
BiEE 1 (0.5%) 0
RS E 0 1 (0.5%)
mMAES LV NRREE 1 (0.5%) 3 (1.4%)
B I Bk A iE 1 (0.5%) 2 (0.9%)
5F SRR A E 1 (0.5%) 2 (0.9%)
=yl 0 1 (0.5%)
REE L UVEEESE 0 1 (0.5%)
BAURIR 0 1 (0.5%)
HREREE 3 (1.4%) 6 (2.8%)
GEEPE 0 1 (0.5%)
# B iR E 1 (0.5%) 0
— 18 P A I F& 4 0 1 (0.5%)
INAEEE 1 (0.5%) 0
fi#E 38 0 1 (0.5%)
NILR R &R 1 (0.5%) 0
ERMRNEE 0 1 (0.5%)
JUTHEE 0 1 (0.5%)
4% P4 RN AE 2E 0 1 (0.5%)
ARFEE 2 (0.9%) 1 (0.5%)
¥ PR IR IR AE 2 (0.9%) 0
8= M 1 (0.5%) 0
HE AR H I 0 1 (0.5%)
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Clopidogrel Ticlopidine
Primary System Organ Class (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)

IDEEE 3 (1.4%) 1 (0.5%)
BIME 1 (0.5%) 0
10y RE I 1 (0.5%) 0
L= HHER 1 (0.5%) 0
SEDHEE 0 1 (0.5%)

mEEE 2 (0.9%)

K ENARTE 1 (0.5%) 0
m 4% P FR AR 5 1 (0.5%)

MR ER. MIERE & UHEhRIES 0 3 (1.4%)
& 0 1 (0.5%)
Eik=REdiirEy- 0 2 (0.9%)

BAEE 2 (0.9%) 2 (0.9%)
Batm 1 (0.5%) 1 (0.5%)
SRR 1 (0.5%) 0
U AR 0 1 (0.5%)
Ifn {8 kit 0 1 (0.5%)

FFREE RIEE 2 (0.9%) 7 (3.2%)
REE X 1 (0.5%) 0
A Br B 1 (0.5%) 0
GEE- 0 1 (0.5%)
FFiRERE 0 4 (1.9%)
BB S o MR & 0 1 (0.5%)
FFRESE 0 1 (0.5%)

BEES LUK THBES 3 (1.4%) 7 (3.2%)
T D ERE 0 1 (0.5%)
®% 0 1 (0.5%)
RERZHES 1 (0.5%) 0
B EAE 1 (0.5%) 0
-3 1 (0.5%) 3 (1.4%)
MOEE 1 (0.5%) 0
T UILX—HRER 0 1 (0.5%)
B R B 0 1 (0.5%)
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Clopidogrel Ticlopidine
Primary System Organ Class (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)

HEERRB L UHEEHBES 1 (0.5%) 1 (0.5%)

1 L A7 ik AR SiE 1 (0.5%) 1 (0.5%)
BB L UVRERES 2 (0.9%) 1 (0.5%)

7 O—EEIRE 1 (0.5%) 0

R & H M 1 (0.5%) 0

BEFR E 2 0 1 (0.5%)
—f% - £ EEES L VRGEHEIOKE 0 1 (0.5%)

IDZESRTE 0 1 (0.5%)
ERERIRE 10 (4.7%) 25 (11.6%)

y—=TIWLA ISR T S—EHEM 3 (1.4%) 17 (7.9%)

TS5 -F3/ rS20RT75—EHEM 3 (1.4%) 5 (2.3%)

FANRSEUEBETI/ FSURT7S—EEM 3 (1.4%) 3 (1.4%)

mf7ILAYKRR T 72 —EHEMN 0 1 (0.5%)

BBk EIE M 0 1 (0.5%)

PP ERERERIE AN 0 1 (0.5%)

SRR EREUR A 1 (0.5%) 4 (1.9%)

/MR EGE D 1 (0.5%) 0

KERLD 1 (0.5%) 0

B M EkHUR 0 2 (0.9%)
SE. PERLUVNEEHHE 3 (1.4%) 0

PR AR T I fE 2 (0.9%)

BHEMERFE 1 (0.5%) 0

TEAE: Treatment emergent adverse event, SOC: System organ class, PT: Preferred term

MEDDRA 14.0

n (%) = number and percentage of patients with at least one TEAE leading to permanent treatment discontinuation
Note: Table sorted by SOC internationally agreed order and decreasing frequency of PT to all TEAE summary in
Clopidogrel group for all periods on all treated population
PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_ae_socpt_discont_52w_s_t.sas
OUT=REPORT\OUTPUT\sfy10810_ae_socpt_discont_52w_s_t_j_i.rtf (03AUG2011 - 10:54)
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MEEEREZNRE L-ERNEMBEERRKRHER (DV7314-23)

TG D IR 5.t 11122 5 72 TEAE 23 95 [ RT, IR 5. th 11122 - 72 TEAE
@%’vféfﬁiu Z7 v R LARE16.5% (95/57561) . 77 v BV U8 26.7% (155/580 f5il) TH Y |
7 a e K7 LVREOFRBIEIGTX SFY10810 & 7 o &' K7 L /L (CLOP-CLOP) HED#E R & [FIFRE
Tholee WTINORET 2% EFEE L 78 &k Gk I 572 TEAE (PT) &, y— 7/ # 2
NWET AT 2T —FBHM (/7 a b K7 VILVEE3 7% [21/57561)) « 77 o BV R 10.9% [63/580
Bl) . 77=v T T AT2T =B (/e K7 LAEE31% [18/57561] . F7
EUUEET9% [46/58041] ) .\ TANRTXUERT R ) R T AT =T —BHMN (/v K7 LILEE
21% [12/57561] . F7a &V U #E7.4% [43/580%1] ) . M7 B YRR 7 7 2 —EHEM (72
ERZ VAVEE1.4% [8/57561] . 77T U BE33% [19/58061] ) . KO¥EE (/e K7L
BE0.5% [3/57541] . Fru U 8E2.1% [12/58041] ) Toh o7,

77 O— LAMigfEEEERE & LI BINEREE (CAPRIE)

RAEBIIRZE R E L O (R K 3 4E[H]) (281F D I1aBEE# 5+ 1212 % - 7= TEAE %3 96 12
AT, 1RBRIER G IEIZE 572 TEAE OFBEIGIT 7 2 © K7 VAR 13.1% (42013218 61) | 7 A
B B 13.5% (434/3221 f5) TH o7z, WITINDORET 1%L L3 Lz iRBREE 5 h kIt E - 7=
TEAE (PT) (. §JE (/7 =B RZ7 LILVEE0.9% [29/3218f51] . 7 AU B 1.2% [40/3221 ] )
FOVHEARE (7a e K7 LVEE0.8% [27/3218 1] . 7 AE U UBE1.0% [33/322141] ) TH-o
776

2143 ZDDERI NS TEAE

SFY 10810 BRIZ 35T | VB MRS & BT BARAE 28 TEAE & L T S 47z ([Module 5.3.5.1-1
Appendix 14.2.7.5.6.1]) .

M%7 241 (F27 vy [TIC-CLOP] #f) IZ@RH NI, 16T 2o/ me K7L
NP G OTRERAER 5B 162 HH  (GF 2 WNRBREER G846 77 H H) (2388L, 166 H HIZHEHE
fEL. 1BBRIEE OREBfRH D LW STz, o 1FNIE 2 W7 v e K7 LG HIM T OIS
BRI G BHAA 217 B B (5 2 MIVABRIEEE 5-5A46 132 B B) 12388, 220 B HICEE/L L, R L
DR RBRITAE Sz,

R AIEN 2] (7 o K2 1L [CLOP-CLOP] #f 1], 27 v’ [TIC-CLOP] Ef 1
) 12RO BN, Z7ut’ K7 L)L [CLOP-CLOP] O 1 HlIZEE 1 8o o’ K7 L L 5HR+
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DOIRERIEE 5516 58 H BIZHHEL., 61 HHICEEN L, IR OREEGRH Y Lz, F
7Y [TIC-CLOP] D 1 BlNEEE 2 M7 v v K7 L 5 W T o 1EER S 5.5 44 308 A H
(55 2 WIVRBRIE e 5-BRAA 223 H H) (238, 309 H HICEEL L, 1GBRE L OREBERIZEEIN
7=,

21.5 HENXITERFRNBEEERDOEMN

ATE TIIAR B EE I SIE DX G BE x4 & L= SFY10810 #BR IZIHB VTR H L7~ TEAE 224 E
BN <5,

SFY 1081035 D5 1 ¥ (12 ) I2B W T, 7 r & R L VEECRIELEIS M3 5%LL O TEAE (SOC)
X BRRIRA (7 m e R7 LVRE38.1% [8221561] . F7 vy U BE47.7% (103216 6] ) | &
YIER L OFFARIE (72 R UIVEE 158% [3421561] | 77 a2 U BE 11.1% [24/216 1] ) |
BIGMEE (7ot RZ7 LV 98Y% [2121561] | F7 u B U HE 13.4% [29216 4111 ) | firEt&R
BLOREAMESE (7 R LILEE8.8% [1921561] . F7u Y R 5.1% [11216 617 ) |
FRgH L OV MRS (7 o & K7 LVEE 7.4%[16215 6], F7 1 &2 R 13.0%[28/216 f311]) |
WONCHEE, PEBIOWEAIHE (7t K7 LVARET.0% [1521561] . F7 oY B 4.6%

(10216 3] ) Th-otz (F75) .

F72. SFY10810 iR o2HIH (5218[H) 1T\ T, 7 v R7 L vd: 2 EKLG L7 rE R
7L v (CLOP-CLOP) BETHBIEIA D 5%LL LD TEAE (SOC) 1%, FEEMA 54.9% (118/215 ) |
HES KOV AR HBUE 34.0% (73215 61) | BGEE 25.1% (54215 61) | fE k& Ris L ORI GH
MR 18.1% (39/215 ) | B I KL OB FAEARIE T 16.7% (36/21561) | 55E, il JORE
BOHE 15.3% (33215 61) | #REREEE 10.2% (22/215 1) | MRS 9.8% (21/215 1) | MRS,
R K OVERmaRE 9.8% (217215 61) | HRBESE 8.8% (19/215 %) | Miskhes 8.8% (19/215 %) |
R L OREREE 6.5% (14215 61) | N B, Bt KOGEMAH OB AY (ks O
V—7%5T) 51% (112156]) Toh 7=, SFY10810 ik Tiled Hiv/z TEAEIZEEMDFER TH
o7 (#£76) .

22 BERNAEEEROXEIZLDHHA

EBIA EHG O LFEIZ X DT SFY 10810 #kER O FaF5H 5 [Module 5.3.5.1-1]1 13.3.8 &, &Y
DV7314-23 iRBR OFFEI S £ [Module 5.3.5.1-2] 12.3.2 Z(Zit# L 7=,
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3 ERRBREEDE

BRI R A EICBE U Cld, HEEH 23 E O 7o B PRI B2 72 B 2 £ B D FLHE (potentially clinically
significant abnormalities [PCSA] criteria [# 97 ] ) &% LI/ T A—H M L7,

3.1 FrERERE
SFY 10810 #BRIZ 35 1T 2 FFFREER A B 12 DU T3 98 TR 99 [T T,

5518 (12 1) T ALT S EEYEE ERRO 35 &2 2 72 BEIL 7 v & R 7 LVEET 0.5% (17215 6)
Fr7u VT 23% (5R16%1) Thotz, ASTHEEM LR 3HEEX-EH T/ oy KT
LVAVEET 0.9% (221561) . 7V #ET23% (521641 Thote, TANV T4 AT 7 4
— BN LR 15 B2 B -BEFEILZ e R LABICIERD SN2 o, F7uey
VRETIE3.7% (8216 41) IZERD BTz, BE UL E NI EIRD 155 2B - BE 1T 0
ERZVABET0.5% (12156)) . F7uab® P BT0.5% (1216 41) Thoi-, ALT 2SEEUERE L
FRO 3 GBI OME UV E A EHEE LRO 2 (F4 B 2BE T nE R LVEETIERD &
IR Tod, F7 BV HET0.5% (1216 f) Thoiz,

2R (523E[E) T/ o K2 LL (CLOP-CLOP) #EIZHWWT ALT 28 HEVEE LRRO 3 5288 %
ToBE1L 1.4% (3215 41) . AST 2SI LIRD 3 54 A 72 BB 1L 1.9% 42156]) . 7Y
T AT 7 A —E P LRO 15 E 2B BE T 14% GRI156]) | BE U L E B HENEE
RO 15552 B4 72 BT 1.9% (421561) | ALT M ERO 3 E 2B 2ok e ) re v
DIFEVE BIRD 2 528 2 728313 0.5% (12154) Toh o7z,

32 EHERE

SFY 10810 #BRIZ IS5 1T 2 B HEM A B 12DV T3 100 LTV 101 12T,

F1H (128H) T LT F=AMERRN—AT A AMEND 30%LL FEB) LI EF T v K7L
AEE1.4% (BR15H)) . F7/r Y URE6.1% (13214 41) Thoto, -, &HIM (52#[F) <7
o K2 L (CLOP-CLOP) BEIZEWTZ LT F = AMENN—RZ T A ENS 30%LL 258 7=
BEITS5.1% (112156]) TH-o7-,
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3.3 M&EFHKRE
SEY 10810 BRI I3 1T B MIEFIRRE B 2OV T3 102 . 3 103, 3 104 . KO 105 12757,

551 H1 (12 38 ) i/ MRS 100 Giga/L K 2~ L7723 1L 7 v v R 7 LVEE 0.5% (1/215 6) |
For bR 05% (1216 1)) ThoTo, £72, &M (52 ##) T27 v K7 L/ (CLOP-CLOP)
FRIZ W Tl MR ELAY 100 Giga/L Adis 27~ L7 /B 1E 0.9% (2215 41]) Th o7z,

551 1) (12 18/]) T3 MERE DS 3.0 Giga/L Kz L72BF L7 v & R 7 LIVEE 0.5% (1/215 41) |
Foru VR 1.9% (4216 41) . KMOMFHEREDS 1.5 Giga/L Kz~ L7 BE T e e R L
BE0.9% (R1564) . F7ut VU 42% 921661 THhoT-, /-, &M (52@EM) Trn
' R 7 L/ (CLOP-CLOP) #EIZH\\ T HIMERE DS 3.0 Giga/L A 2 7~ L 72 BBE X 0.5% (1/215 %) |
F OMFHREREL DN 1.5 Giga/L Klifi %7~ LT B 13 1.4% (321541) Th o7z,

34 JBRERE
SFY10810 iBRIC 1T D IRE A R 2OV THE 106 KO 107 (2R,

18 (128M) TRYZ VY F234.6 mmol/L (407.1 mg/dL) LI EZ/RL7EHF X/ v K7
VLEET 2.8% (6215%1) . F7u YU RETS51% (11214 6)) Thot=, £/, WM (52 E[M)
TZ/ B E K7LV (CLOP-CLOP) BEIZH W T R U 77U & U K23 4.6 mmol/L LA % 7R L7 BB 13 4.7%
(102215 41) TodH -7z,

%18 (1208) (28155 TEAE TiZmH U 77U Y R (PT) 28527 v &Y U BRICZHAT
7B RTUVABETEBOLNEN (F13) | PCSADEETIF /7oy Ul Trey
R VABETEe LAV o Te, 7 E R LA TRO LI TEAEOfF ~V 7 U+ REEmM
DIF L EDEEE 2 2 DR EENCE S O T, BKRNEROH D DO TR, 1RRE
EDORPRBEBNEETE RNV ENY 7YY REINEEEE S 18T o Tho7z, iELD K
U7 V&Y RIZETAHAIOREL, Holol LTHMD TRENTH -7,
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4 NAZ)LYA2, BHRHFARERUVZEHICEAET 2D ERRIER

SFY10810 #EROE 1 ] (12 H[H) K OVEHIRK (52 M) TlEXOIRMIZELZ rEe R7Lb
BEE T/ rE VB RERETRO LMo (FR108 LK 109) , 72, ABIOKRHT
DR—RAF A DO bR (FEYERZE) XM T2 <, R ZH L TR & 4L H)
Lotz (F110)
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5 HRAGEBEARVTKETIZEITS%EM

51 HEM%ER

7 e R VIOLEWEE KT TARMEER 2 G 572012, LFOEREFIZoONT
FET L7z,

Flm, R, MERI. PAZEMEBREE(LIE (ASO) . PAZEMEMARMAFR (TAO) . N—R T A U
® ABIfE, ABI0.9 A5 OBUEOMBERAT, A& AN ORRER 2 £ 5 BEMERAT ORER, I
FE. VR MIEME, OFREZE, PROE. O oMM OARE, SilE, ElEMmAE, BERE. PR
R, DEANE, BEIRIERCE, ME S RS

o |

511 RERARY MIHT HIRNAREREFOHZE

SFY10810 &BR D EE 1 ] (12 [H) 12BN\ T, FIROLEMA X NOFBUTTT 52 NEEOY
FRTFIC L D2EELRF L (F111) . ABI (0.9 Kiifi. 094 L) ICHBERKZAEAEARRD SN
(R HAEH® pfE=0.0273) 23, ZTOKNEREBET HZ LIIRETH T,

5.1.2 HiM% TEAE I 2HNAMESSERFDFE

SFY 10810 s> (52 #H) 2B ITFH 7 v K27 L (CLOP-CLOP) #t T it TEAE
DIFEBIEIE ST D NEMEDOE R T ORE LM L (R 112) , Fisk OINEEZEOREE - &0F
23, I PE TEAE OFBUTH B2 IE T A REVENR B D &35 2 BT (B O— - ORUE O p fi=0.0325
2 1r0.0237) . FlnTiE, HiffkE TEAE OFBLEIG 1L 65 A 8.5% (4/47 ) | 65 mkbh I 75 ifA
Wit 15.7% (14/89 4511) | 7573%LA 1 26.6% (21/79 ffil) Toh 7=, HIME TEAE @ 5 HIHE H i O
FHEN I DO FEBUZ DWW TAEMRBINC A2 5 & | 65 A TR LT, 65 bl b 75 A CIxf#
EMEEE 1B (RERIE & ORIEEGRZ L) KOWER R ffE 1 ] (53K E R EEGRH V) | 755
UL ECIEEBED 5] (RBREE L ORERFRH V) | FHFHm 36 (WF b iRBRE & oRERER A
L)&@@ﬁ?@@l%(%%%&@l%%ﬁ%@)#mw%nt(%ln> F 7z, MMFEZEDRE

- AOFOFERICIX, il TEAE ORBEIGIIRER: - 02 LT 15.3% (7/176 ) . BEfE -
éﬁ%@fﬁm%UﬂwW)T&okoﬁkﬁﬁ@&@ﬁﬁwﬁﬂ@%ﬁﬁowf%@%@%@@
BRI CTHD & BEE - A0 s U CEBMBEE 1 6] (RBRIE L ORERMRA L) KO R 1
Bl (R ORERBFRH ) BRD B, BEE - &0FH 0 THBHIM 1 6] (RERZE & oK EEM%R
oY) | R 3 F (WTBIEEEE E ORIREIMRZR L) KO T MAE 1 4] (GREREE & ORISR
b)) BEHLLN (F114) |
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CAPRIE iR O R ERG EBE T LT, I (R 3FER) 282578 R LAEET
O HffE TEAE OFBEIG I3 2 NRMOE SR/ OB LB L (R 115) iwhmmr
TEAE ORBUIHE L RIETAREMENH D EE 2 bz (B O—RIEORED p f=0.0051) ,
BN & B HfitE TEAE OFBEIA 1T, ﬁﬁ7wsmwmwm)&oﬁ$um%(%@mm)f&o
7

513 HHERBEELRICHITINAREREFOZE

FrRmEm e EH 2L Fomy % L (F£23) . SFY10810 iABk oMM (528M) 2817257
7 v K27 LV (CLOP-CLOP) Bf CTORFFEREMR AN _EH ORBEIG TR 2 NIRPEDO Y K 1D R 2
PHET LT (32120) o TORE., BEAZRIFTTAEEMEDOH LR FITRWEE 2o 72,

*® 23 - [HHEREELR) OEE

ERERREEEE ER
AST HEMBLERDIEEEZD
ALT HEMBLERDIEEEZD
y-GTP 150 UL 8 % %
ALP HEBELFRD15EEBZ5
BEULEY HEMBLERD1S5EEEZD

52 HSEAMER

7 a e RV IOREVETEE L RIETHARMEER Z RS 572012, X 3adfi ., Fuis/ M
HOPEHIZOW TR LT,

521 REMARY MIHT HHAREREFOZE

SFY10810 B O EE 1 1] (12 ) 2B W T, FIROLEMA X NORFIUKTT 5 X 3 adff
M. 7% 2MEREOHU IMEEO O O 8 % gt L2 /53R (& 111) | Hul/MREEOfE H o F &
ICHBE R BEERANRD b GZHERO pfE=0.0488)
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5.2.2 WM TEAE 23 29 AMESRRFDFE

SFY 10810 iBro> =M (52 8fH) 1281757 v K7 L)L (CLOP-CLOP) #:CTo it TEAE
DFBEIBRHK T DL a7 2% MEFEOFU/ IR OO OB 2B Lz (% 112)
ZOREFR, XN ON TR L RITT AR R S e o Tz, 7 0 & AMeligodti
RO PFIZ DV, Hiffk: TEAE OFBEIA 1L, OFH7Z2 L 13.4% (1182 41) | fFHH Y 21.1%
(%ﬂ%%)k\ﬁ%%0®ﬁﬂﬁﬂot%®®mﬁ%%u BERAZFRO bR o7 (EEO
—FEMEDRRE D p E=0.1580) . (2 B NCGEOFEEER] O i TEAE ORBEIGITR 55
BERFILIEZ A, mmﬁﬁmm@%ﬁ% X, BFHEIGOE T e 2 X ) — Tk, (FH
72U 13.5% (1511161 | PEHE® Y 23.1% Q4104 %1) &, OFHH O OB RE»-> T2 OO
MIZAERZITRO b -7z (BRO—EMEORED p E=0.0690) , YLK T7 LT — NEREE
A Xy MR T UIZOW TR, EABEIENMEN b 00, fHHOF I L 2 HifPE TEAE O
HBEIGITIEHA L NRENNIRO bR oTe (F116) . £/, Mt TEAE D 9 5, BRKAIIC
B S D AR il & QAN M S W CHU MEEE O GF R O BERIICHF LZ, 7 e K7
LV % 52 G Lic & S ITIERE HIE 5 FlCEE o 23 2F 35 MREEDO G 23 & 2
HThol, LOLARRL, 2RO SHO S H 4 FlIXIARRIEE OREREGEZR L & S/ i 3
B S OVERE MG 1 BT 0 TRRIE L OREBIRH D & SNz DIXF B 1 HloHRTH -7,
Fo, HENHIMIX 2 6] (OTbIREREE ORERERSH V) 158D biven, ful/MEEDJFH
HOEOIEFHZLTERER IBITH ST,

CAPRIE B O KM EIRE BAEF 6 LT, 28 (K 3EM) 1281757 r e R LVARET
D M TEAE OFEBEIG 6T 2 # 3 a o, #m¢W%@%E® Rt LTz (32 115)
ZORER, Z AN ORI OW TR L KT T AR IR SN0 o T2 p3 i/ IMREED fFH
I%, Mk TEAE ORBUZ R Z KIE 3 Al H @#%ék%i%hk(@ﬁ@—%@@@ﬁmpm
=0.0484) . HUf/MEEDOOFH OAEEIZ L 5 H i TEAE OFBLEIG I, FH72 L 7.6% (197/2597
Bl . PEH® Y 10.0% (62/621 ) Th o7, P/ MRIEOFERERIN HIfLE TEAE DX BLEIG 2%t
TOREAM L2 2 A, il TEAE ORBENIGIL, HFHEIEOE-TT A o Tik, ff
720 7.7% (2052665 1) . OFH®H Y 9.8% (54/55341) OBV THETEVLDODOFERAET
172072 (p=0.1030) , PE U FE—/L, Fr YU 03PFHEE MRS D0, G OA IS
& 2 Hifnt TEAE OFBEIEIZH L REWNTRBO bvehoT- (R 117) . £, BRPNITEER
S5 THALAE i e OVEEEE N H I DU THUL MR EE O OFH O BRI RGT Lo, AR i o %8
BUEIA X, P22 L 1.7% (43/259761) . DR ®H Y 1.8% (11/621 1) T, BEZENH M ORBLEIGIX
GFAZ2 L 0.2% (4/259741) . BB D 03% (/621 %1) & HUl/IMEROHEH O A I X 5 E WX
ROHNT, Eio, HulMREEOTEE Z & DM R T B IEE il & OBRZE N H I O FBUEIG 12
DFHOEIEIZ L 2B WITERO b oz (R 118 KU 119)
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523 MHEREELFICHIHNEEEREFOZE

SFY10810 iABR O 2HIH (52 #[#]) (2817527 v K7 L/ (CLOP-CLOP) BfDAFHfEmAfE L
FAORBIEGIZxT B 2 a0l T o & 2MERFOHLUI IMRIEOOFFH O B A Fit L7 fE R
(£120) | FHSRERAEE A ORBEIGIX, 3O HRER7: LS 182% (422 %1) | BI{ERE
T3 3.5% (2/57 1) | @WEIHERARERS 2 4.4% (6/136 1) THY ., X8z RIS IFHERE
B EHORBUCHELE KT AR S 5 L& 2 bz (BREO—EEEDRE O pE=0.0485)

53 EWMHEEEH

Ja—r)VERMET — 2 _— 2 (2009 4E 10 H 31 AL OfiRE%ET —Z 2B\ T, 726 Hlo
Tova—)v mY EEE OMEER (EFICHEER SNTZER]) RAHREITnd, D5 H0
78%LL B ER (B bz, T b OHIMFESRDOZL < (T iAfESRE, GPIIb/Ia BLESK, bkt

(R 1 A1 B ONESRALD
([Module 5.3.6-1]) .

[i] 248
niz

TAEY v ZOMDIEAT v A RPEERERIE & OB gD

F 7=, Periodic Safety Update Report (PSUR) No.23 (20094E 11 H 1 H~2010411 A 30 A) &k
WTh, EFHICHERE SV TIRZIEGI ) 55 b N - ZeEICBET 2 # bl RFlOReMHT
07y A MIEEE RIETH DI o7 ([Module 5.3.6-3])

B, ENOERMIGEICE T 2HAEHOIIZITUL T O X S IZRH L T\ D,

AFIE, EIZ CYP3A4, CYP1A2, CYP2C19 R U CYP2B6 [C& Y EHERBIMICKH# SN D,

HRIE (FFRISEET S L)

b ST

ERERIER - HHEHE

#rF - BIREF

ERTOA RHEHERERE (77
A+t %)

AEEDHRAIZE Y., HIEEMD
DOHIMMABRENTI-EDHENH
o

FEFM/NMRERIERERT 51
O, ChoEHEHRT D EHE
EHmMZEHNRT HEFEZONTL
R

PUBEZE (TILo7) 0, AR
V) | I/MrRESIIHIERZR
ITHEHF (FRE) V) | Mg
BMRE (yoxr—+¥, FATT
S—H%H)

Hm Lz, ThEBIRTHE%
nhHsd, BFRARBICITHMEDE
{ERICEET S &,

AH| LM/ MMREEIFIERZRYS
=8, ChoXHEHFRTIE
HIZPHRT 2EETNHLH D,
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ExRH/E BRERIER - B A WrF - glEEF
EWRHEER (CYP2C19) 2[HE AJFIOERMNEZET 2ETNAH CYPCI9ZHEEFETH&LICKY.
THEY %, AEIQOFEHERBYOMAPREEINE

AAFST—)L TI .

T2EYIRE25mgRUTSEVIRE TS5 mg DAHRMAXELYSIA (2011 EFE 128, £10MH)

54 HHIERREEEOEHA
[EINERRRER I C W TR, A R O, RFLIR~ DR GBI 72> T,

7 a—VEREMT — 2 =2 (2009 4 10 H 31 BFRFR) OfifRET — 2280\ TiE, 11150
R OARFIOER (EFRICHERE SHER) PAREINTWD, D5 5D 76%LL EIZBWT
RIWER F80 by - 7= ([Module 5.3.6-1])

F*7-. PSURNo0.23 (20094 11 A 1 H~20104 11 A 30 H) 2BV T, EFMICHR ST
IR FEBI DN 153 D= 22T 2 EWNoId, AfloLZet7a 7 7 4 MCEEE2 RIFTH 0
17277 o 7= ([Module 5.3.6-3]) .

B, EREFH D WIERILF OB EIZ oW TEREERHEL L CWHRWZ &b, il - 23l
SOEEIZ DWW TIIARFI OB S lﬁﬂﬂL@EE] 6 fTh, PEhw, FHIRE~O®KE OHEIZLLT
Y FCE L EEMUE 21T > T 5 ([Module 1.13 BEZKGRIRFE £} Stroke CTD 2.7.4.5.4 411 H] /),

o MM SUTIENR LTV D AREMED & Dt NI IE IR O A IEIE S a2 LR D &S
LHEBOHBET L8, UERT ORE5IZBT 5 LTS L TH7Rw, ]

o RHTOWEMNIIAFE G TIIFALABT ST 2L, [BWER (7>~ THLHTICE
TT5ZenMEINLTND, ]

55 B#ERE

SFY10810 iR ClZ 7 m &' K7 L v | ARG % 75 mg & HUE L7225 BFEm & 523 7 611
BTz, THIH 6 F1IE 150 mg/H A 1 AFIARZE L . @& GICBEET 5 LB 2 52 EIEMITH#
HINRPo T FRY O 1HNIAFFG I T ifE] (EEREEE ORISR S V) OFEBL AT 225 mg/

WERGOREWNH D & LTHESIh (BERS & H%FES L OREMEIIA)
([Module 5.3.5.1-1 Appendix 14.2.7.5.5.1], [Module 5.3.5.1-1 Appendix 14.2.7.5.6.1]) .
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7a—r)VERMET — 2 _— 2 (2009 4E 10 H 31 AL OfiRE%ET —Z 2B\ T, 586 Bl
R (EFICHER S NTIER]) PR LT, 095 B0 & 25%0L B ER23 8O
5i7= ([Module 5.3.6-1]) o

¥ ARANOIKEER Z2E HIZ T S 2 LENH 5551213 MR A %4 Th 5
([Module 1.13 BEAGREFE L Stroke CTD 2.7.4.5.5413 H]BM) LE2OLND Z &b, KFIOFAT
XFE (A EoEE ] 8 lmEHRS OHIZLLTOMEY sk L, EEREZIT> T\ 5,

o AFIDBERGIZ X EEEFEOLER L OHIMNECSB8FN0H 5, ML ZBD -5
& %ﬂﬁﬂgéﬁéa&o@%\%£%QMﬂﬁiﬂ%hfwﬁ“®T R £ R A% 3
R AT L A B E T S 2 L,

F 72 PSURNo0.23 (20094 11 H 1 H~20104E 11 H 30 A) 1BV TH, EFLAICHERE S =ik
BIEBI D3 DN REMIZET 2 1EWM 1L, AFIOLEMT a7 7 A VEEEZ KIFTHOIT
727> 7= ([Module 5.3.6-3]) .

56 EYILA

MO MIBITAH 2788 RZULAKOT AV COIEBEZERICIB W T, SEMIKFMED AT
REMEIZER® DIV TW RV, FE T, HUiIMRIER &2 © D 3ANZ B THEMIRTFEOBE&ITRO Hiu T
BOLT, 70 R LILIZOWVWTHREETH D, LI -> T, BEARINTWDLAAIOKA (7
2BV e L ET) IZBWT, EWIRGEORERITZ Y L, 7 — SVEetks —4&2 -~
— A (20094 10 H 31 BRER) OMRET — X2\ T, 7 r e K7 LRI X 28 WIKTD
JEFI DO E X720y ([Module 5.3.6-17)

%72 PSURNo0.23 (20094511 A 1 H~20104E 11 A 30 H) 128\ T b, EFAICHER S =ik
BIEBIN D DN REMIZET 2 EWM 1L, AFIOLEMT a7 7 A MZEEEZ RIFTHOIT
72> 7= ([Module 5.3.6-3]) &

7%, FIEIHEERE CTD 2.7.4.5.6 \[Zft#k L7=i@ v | FERERABRIZ B W TRIENEIC S 7228 B AlREME D
%éﬁf[ﬁz})u»u&b Eﬂf‘/\fﬁb\ &i))% Euu ﬁi%ﬁf{&ﬁ‘ »F%#%)fﬁ%’ﬁ‘%%&@iﬂé% Liﬁfﬁo f:
([Module 1.13 BEAGRIFE L Stroke CTD 2.7.4.5.6 414 H] BR)

57 BERERREURBIRR

Ja—r)VERMET — 2 _— 2 (2009 4E 10 H 31 AWES) OfiRET —ZI2BW T, 9B Bk
B4 (BEFMINCHER S IER) NS TnWbd, Z7a bt R Lo dikic X 4 Kk S %
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FRT SRR R ARSLIT A D 0 TiE e, ARFIFIEBZ OO ME A N N OFRBEOMNL, KPS
IV B LABREERTHL 77 o — AR EOEITIZE S LD LE X 515 ([Module 5.3.6-1]),

F7-. PSURNo0.23 (20094E 11 H 1 B~20104 11 H 30 B) 2BV TH., EFZMICHR SN
BRARIEB D> B4 BT Z 2B T 2 EWN OId. ABlOZeET 0 7 7 4 MIEEBEE RIFTHO
X727~ 7 ([Module 5.3.6-3]) .

58 HBHEEEGZRUEBIREICHT IZEXITHHHEDES

7 e RTLVOEREBRIZI W T, #&51%I12 B 8 #OES N OWIRCEIT 39 2 8 R
FEDEEMNTRD B &9 AL,
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6 ™WRET—%

6.1 TRERREUT—E2X—ADLEHET—4
6.1.1 {EFARIERE

6111 RMMNOERE OEENEREERO EHRE LI ERBERE

EMEMLEREE (DEEMEREZRS) ZOBEOHELENE LTI Iy 7 28 (LU,
FH) 2EETHREIRBTAHEAERET CORDMEROEDELEET D 72DIT, 2006 4 5 A 2
52010 4E 4 A #AEHM & U, PRz Uz T 6000 Bl 2 INET 2 TE CREZEM Lz, 28,
AENOPEE G EINCERRTFEICOW TSR 21T 2720, BEROLLWIIHKEGE
50 mg O BEFEFIELD 1500 FlIZE D F THEEK LT,

20 ] 5 P EBRAE. REVMERATRSIER 6640 B, BIMEAIL 83741 (1223 1F) WZHHLL,
BIERRBUEFIRIL 1261% TH o7, FREWERIRT 7= -7/ 727 =7 —E8M (U
T, ALTEIM) | 7ANRNTXUEET I N 2727 —FHM (LUF, ASTHEM) KO0 L5
Bk EBEREM (LT, M LDH M) %o [ERRIRE) 234.32% (28741) . RTFHIM, ¥ZKk
O HEESO TREBXIOR THEMEE 252.02% (13440 Thotz (E24) ,

BHELBWERIZ 12161 (147#) CREH L., EELEHEARBEANRIT1.2% Th-o7, ELE
EBEREEm 8 fl, MM, Mt EEELOFEERENE THTH T,

F24-EMmEHMEBE L AR E LEERBEREICE T SEHERAORRRRE—ER

2 MEREAT R BRE

(N=6,640)

BIERE 03 BREHILK 837
BIERE0RRHK 1,233

BIE % O3 MIEFIR 12.61%

TR4SHR N

bl )
S B L OVE A BUE 4 (0.06)
* BRI B A 1 (0.02)
* ERIEZ 1 (0.02)
gk 1 (0.02)
Y OBEmME L YV ERERG 1 (0.02)
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LA MR S G5 5]

(N=6,640)

MRE LY S RREE 72 (1.08)
=gl 57 (0.86)

T B R IE 1 (0.02)
EREE S =yiih 1 (0.02)
BRR Z 1A . 3 (0.05)
i ER A E 3 (0.05)

IE A sEMEIEBRPEA 1 (0.02)
LI ER I S 1 (0.02)
M E 2 (0.03)

* AN INGE 1 (0.02)
* AR L R D PR B 1 (0.02)
IRy 1 (0.02)
AR L OeskhEE 32 (0.48)
*OBEIR IR 3 (0.05)
B R 994 1 (0.02)

* TP REREE 2 (0.03)
& I B 5 (0.08)
BV U AIfE 2 (0.03)
BRUZUEY RiSE 4 (0.06)

i PRI IS 2 (0.03)
*OREHET V=R 1 (0.02)
IR S HE 2 (0.03)
BTNV RRAT 72— iE 6 (0.09)
BAIEOR 5 (0.08)

* g fE 1 (0.02)
T g I 3 (0.05)
Foh 6 (0.09)
I RO b 1 (0.02)
NS 3 (0.05)
RIESE 2 (0.03)
PR REE 64 (0.96)
* i 1 (0.02)
fibdee 4 1 1 (0.02)
ZINIBG H 1. 1 (0.02)

* MR ER AN A 1 (0.02)
* b 2 (0.03)
Jibd £ of. 8 (0.12)

* iR 2 (0.03)
FEEREO E 8 (0.12)

I L 2 (0.03)
TADA 1 (0.02)
AP 1 (0.02)

* HH i PR A 2R 1 (0.02)
i i A 2 (0.03)
SEYR 12 (0.18)
SRR 3 (0.05)
PR 1 (0.02)

= F V= XA 1 (0.02)
* TR AN B RIS 1 (0.02)
fEAR 3 (0.05)

* 0 CHIEF 2 (0.03)
< BT Hi 2 (0.03)

* U JRAZE 1 (0.02)
* o RRPR H I 1 (0.02)
FRBR Ho ifn. 4 (0.06)

B HH 1. 4 (0.06)

* R R S 2 (0.03)
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LR VERRAT KT BE B

(N=6,640)

(R 14 (0.21)
AR 57 1 (0.02)
HE I H i, 4 (0.06)
AR £ 1. 1 (0.02)
AR % 1. 1 (0.02)
FHEEL H i, 3 (0.05)

* PRIBRIG A 1 (0.02)
TINET 1 (0.02)
il 7 A i 1 (0.02)
HE B SE 1. 2 (0.03)
AR 5 B 1 (0.02)
HB X OBkgpEE 2 (0.03)
* HI 1 (0.02)
[ElfRE D F 1 (0.02)
N 11 (0.17)
*PRDE 1 (0.02)
EENR 1 (0.02)

* L EAHE) 1 (0.02)
L FEZE 1 (0.02)
EUlEs 5 (0.08)
S MR 1 (0.02)

* D EMEIASMGRE 1 (0.02)
1 A R 30 (0.45)
NSEATES 1 (0.02)
e I E 12 (0.18)
(2911 DER 1 (0.02)

* SHE NEIIRILARIE 1 (0.02)
Hfn. 14 (0.21)
E) 1 (0.02)
MR 28 MERES K OiERm = 27 (0.41)
e 1 (0.02)
B 1 (0.02)
S i 20 (0.30)

W . 1 (0.02)
R M i R 1 (0.02)

* &P 1 (0.02)
T R K 1 (0.02)
JijiasaInk 1 (0.02)
W& I8 0 1 (0.02)
kS 118 (1.78)
JEER AN R Jak 9 (0.14)
R 2 (0.03)
20 1 (0.02)
ST 7 (0.11)
77 ZER NS 1 (0.02)
{51 11 (0.17)
T 7 (0.11)
+ ZHRIAE S 2 (0.03)
A+ S 2 (0.03)
+ iRk 1 (0.02)
HIERER 3 (0.05)
yNCRCY 1 (0.02)
H H i 4 (0.06)
=Rl 2 (0.03)
HH i U 8 (0.12)
B 4 (0.06)
UHAMER R 1 (0.02)

* HGkEE 3 (0.05)
* B 1 (0.02)
5 M i 8 (0.12)

Property of the sanofi-aventis group - strictly confidential

Page 97



274 BERREMH
SR25990C - ¥ O F K4 L LEREEE PAD

LA MR S G5 5]

(N=6,640)

B P 1L 3 (0.05)

* & 1 (0.02)
I 1f 2 (0.03)

* BT 1 (0.02)
AL 2 (0.03)
1128 PN . 3 (0.05)
D 5 (0.08)

* BRI 1 (0.02)
* RN AR 1 (0.02)
{EL 15 HH 1 2 (0.03)

* ERE 1 (0.02)
SaTiIR =N 22l e 1 (0.02)
Wi E R TE R 4 (0.06)
PN 2 (0.03)
b EBYEAL A i 4 (0.06)
Mg - 2 (0.03)
H R Hi i 1 (0.02)
JITFH i 5 (0.08)
RIS e ganting 1 (0.02)

* L EEE R 1 (0.02)
N H i, 3 (0.05)
/N . 1 (0.02)
7 H I 3 (0.05)
g 1 (0.02)
JITIEE % P 103 (1.55)
J R 2 77 (1.16)
AEI 5 o WAPERF ¢ 1 (0.02)

JIT P 25 (0.38)
RGBS X OV PR RbEE 134 (2.02)
P 11 (0.17)
P2 WA 2 (0.03)
A2 7 (0.11)
FLBE 2 (0.03)
BT H . 34 (0.51)

* A 1 (0.02)
SRR SIS 2 (0.03)
FEZ 1 (0.02)
% O PEIE 22 (0.33)
SREE 5 (0.08)

* O RIE 1 (0.02)
S 32 (0.48)
REMERE 1 (0.02)
% 9 VLR 1 (0.02)

* PRI 1 (0.02)
B I8 R 1 (0.02)
BN 9 (0.14)
A HLEE 1 (0.02)
BEMEZ D R 1 (0.02)

FE G RGN 5 1 (0.02)
W R 2 (0.03)
B2 H 1fn. 2 (0.03)
B R B K OSSR RkpE 12 (0.18)
B &g 1 (0.02)
i 1 (0.02)

* e 1 (0.02)
* MR 1 (0.02)
8 k&R 2 (0.03)
ik 3 (0.05)

* DU 2 (0.03)
R A L 1 (0.02)

Property of the sanofi-aventis group - strictly confidential

Page 98



27 ABRRMZ SN

SR25990C - ¥ O F K4 L LEREEE PAD

LA MR S G5 5]

(N=6,640)

BB L R EE 32 (0.48)
e %5 3 ILE 1 (0.02)

* AR 2 (0.03)
HH i AR e 2% 1 (0.02)

i pR 4 (0.06)

* AR R PR A 1 (0.02)
KRR 2 (0.03)
IR 1 (0.02)
I E 2 (0.03)

* BB AS 1 (0.02)
B H . 3 (0.05)

* R HRekEE 1 (0.02)
B REREE 13 (0.20)
R X OHERE 5 (0.08)
MRS WRAE 1 (0.02)

* RN IRS 1 (0.02)
J18 H i, 1 (0.02)

P HH 1 1 (0.02)

Fe 2 1 5 1 (0.02)
—i% - BHREEL IO 5 O REE 30 (0.45)
8 A Rk 1 (0.02)

J¥a e 1 (0.02)

* JH9%E 1 (0.02)
I8 57 2 (0.03)

* 0 BLEEL 2 (0.03)
S Rk 3 (0.05)
SR 10 (0.15)
TN 3 (0.05)

T M AE 4 (0.06)

F5 1 (0.02)

H &) 1 (0.02)
BB H L 1 (0.02)

B A F A 287 (4.32)
TI=r T NIRRT 27— 49 (0.74)

¥ TARTGXUET I NTURT =T — B 1 (0.02)
TARGEUEET I IR T 27— 42 (0.63)

* LM FREREH N 2 (0.03)
i if. PR PR SIE = 1 (0.02)
111Kl ) R =2 9 (0.14)

R = B Pl = S 2 R 6 (0.09)
M= L AT a— L 13 (0.20)

* s LTI = o 1 (0.02)
e 7 v = 8 17 (0.26)
M~ R o pEssm 13 (0.20)

* i H LR K SR SR R 1 (0.02)
i SPL g P A S P 5 1 0 35 (0.53)
AR T 4 (0.06)
E E5 18 (0.27)
e U ZU&Y RN 25 (0.38)

1o H PR S8 AN 33 (0.50)

* o EAMERE RO 1 (0.02)
T B ER A N 25 (0.38)
Y= NEINET AT =T —EHN 33 (0.50)

* o MEHERRIR T 1 (0.02)
7Y a~Esa e 7 (0.11)
YRR ER A 1 (0.02)
~< 7 Uy FMED 18 (0.27)
~ES v e 19 (0.29)

* EE Y RNEARD 4 (0.06)
* RERE 1 (0.02)
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2 VRN R AED

(N=6,640)

FFSRER TR 1 (0.02)

* U Lo SERERD 1 (0.02)
¥ BEREURD 1 (0.02)
* BEREOEM 3 (0.05)
BRI 1 (0.02)
R 20 (0.30)
A= N =g Sy 1 (0.02)

IR ERER A 19 (0.29)

B 1 BRER R 25 (0.38)

* B EREE 10 (0.15)
* iSRS N 8 (0.12)
* BERESEEM 1 (0.02)
FSRATIF—ELER 1 (0.02)

* MmeEFABYRRT 7 E—EED 1 (0.02)
7 AYERAT 77— 23 (0:35)
e LA 1 (0.02)
EE. FEBICLESHIE 11 (0.17)
FERE SN . fE 2 (0.03)
TR T fufE 4 (0.06)

* mEBBIE 1 (0.02)
PR 1 (0.02)
SME M I 3 (0.05)

. [EALEOEE] »oTFRITCE2VEER - BEE ‘
BYEAIT TICH ERSESK S AEE4E B AEM (MedDRA/) Ver13.1) IZESE LR,

6.1.12 AMTEERE (REEROE. ESTLERUOHEE) g & LEERARERE

PCI 35/ &5 AVERHEGER (REEMIE, JF ST LA UHIEE) 28T 2 BE I 547
DIFEFARET TORLEROESELIET 2 e 2B L. 2 =] An o 2 = J 27
YL L, mERa R (| ploREsTE LREEEETTHD,

2l £ 7 B BE. REMEMITISIEG] 2409 Flh, BIERIL 220 61 277 #F) 1FRL, Al
VEFRSCIRREGIRIT 8.80% Cdh o7, FRBIEMAITERHM, FHM, FBRRUKEBHLED IH
REZE) WONT ALT BN, B ERESA . v-GTP #00, fu/IMREE K OV AST HM%E @ TRRRRE ]
7 1.84% (4661 Th-oiz (F25) .

FELEVERIZ 26 (8414F) (wRB L, EELBEERRIVESIRIL2.88% ThoTe, EREE
AEIVERZATHERE R B 7. SelME 6 . BHIMm, TG, K Kk OZRRIEM H fn 2345 3 6
THoTz,

723, 2011 4E 12 B TREMFEIRERN (PC) MEA S A2ZENOIE. BIBMEOHEE)
PEMOBEGE L — S EERAROIEB I, AREORHE SRR AEBARE A (PCD
NEH SN ALEROMVERUOHIBMEOEESRELZMALD & & LICHARRZ 2034F 6 A £ TiER
L7z,
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x® 25- QMEREAERE (FREPDE. Ik ST ERDLHERE) eXRELE-ERREREICES T SEIER

DEBERE—E

LR AR o G0 151

(N=2,499)

BIVEHI S5 DI BUEBIEL 220

RIEH S DR B4 2717

BIE N 55 D38 Bl i 2 8.80%

PN | v

MRS TH B (%)
MR LR SR pEE 15 (0.60)
MEREDRT ERIE 1 (0.04)
2 1f. 10 (0.40)
WL BRI i 1 (0.04)
BRR Z A . 1 (0.04)
1 BRI iE 1 (0.04)
LI ER I SE 1 (0.04)
Sy REE 1 (0.04)
IS EUE 1 (0.04)
AR L OeskhEE 6 (0.24)
* o OBEIR I 2 (0.08)
=) v A E 1 (0.04)
&RV ZUED RiSE 1 (0.04)
BAEOR 1 (0.04)
i IfE 1 (0.04)
TR R PR 8 (0.32)
Jibd HH i 1 (0.04)

* LB b 1 (0.04)
FEEREO E 2 (0.08)
W 1 (0.04)
SRR 1 (0.04)
fEAR 1 (0.04)

< BT Hiln 1 (0.04)
PR HH ifn. 1 (0.04)
HE LUk EE 1 (0.04)
* I 1 (0.04)
N 8 (0.32)
*ORRLME 6 (0.24)
D EE PR 1 (0.04)
LB IR H ifn. 1 (0.04)
i 8 (0.32)
fik;ia 2 (0.08)

& I 2 (0.08)
Hfn. 3 (0.12)
HhJYR H 1 1 (0.04)
M TAERIS K OERR P & 7 (0.28)
S I 3 (0.12)

W . 2 (0.08)
Jiti e £ o, 1 (0.04)
SRS 3 1 (0.04)
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LA MR S G5 5]
(N=2,499)
El 46  (1.84)
5K 3 (0.12)
T 1 (0.04)
Stk 2T 1 (0.04)
H H i 4 (0.16)
=hi=e 1 (0.04)
* VR 1 (0.04)
HH A T T 2 (0.08)
HR 4 (0.16)
* H i 1 (0.04)
H i HH i 6 (0.24)
A H . 3 (0.12)
* R 1 (0.04)
A LT 1 (0.04)
71 HZE PR HH o 1 (0.04)
D 2 (0.08)
* O ENEIRIE H I 1 (0.04)
* M PR R 2 (0.08)
2 NI i 2 (0.08)
M 1 (0.04)
Mgt 1 (0.04)
VAR H i 1 (0.04)
KRG Hi 1. 4 (0.16)
7N HH i 2 (0.08)
7 1 1. 1 (0.04)
% MM i e 2 (0.08)
IR MRS T HE R 1 (0.04)
JFRHE R 43 (1.72)
* RAMENRE 2% 1 (0.04)
JH R RE 2L 27 (1.08)
JIT P 15 (0.60)
G B L OV N AkbE 30 (1.20)
s 1 (0.04)
% 3 (0.12)
BT H . 3 (0.12)
% O FEIE 1 (0.04)
* R 1 (0.04)
W95 12 (0.48)
DE B 2 (0.08)
RINTR N A 2 (0.08)
EAER2 4 (0.16)
PREMERZ 1 (0.04)
B H R B X OV A rR AR 1 (0.04)
ek Y 1 (0.04)
RPN N i 5 (0.20)
iR 2 (0.08)
* EARR 1 (0.04)
PRIE HH 1. 2 (0.08)
EIERE L OILEREE 1 (0.04)
AIISZ PR 1 1 (0.04)
—i% - BHREEL O 5 O REE 17 (0.68)
Ja g 1 (0.04)
* R 1 (0.04)
HAH MR 1 (0.04)
* o JEIRIE 2 (0.08)
7T — T JVRR L H I 1 (0.04)
ZR BT H if. 9 (0.36)
1. A5 22 R A7 i fi 2 (0.08)
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LA MR S G5 5]
(N=2,499)
R A 46 (1.84)
TI=r T NIRRT 27— 7 (0.28)
TANRTGXUBT I NI VA7 =27 —EHI 5 (0.20)
111Kl ) R =2y 2 (0.08)
7 L7 F ok AR —E 8 1 (0.04)
e 7 v = 1 (0.04)
M~ R o pEssm 1 (0.04)
I 5 1 (0.04)
e U ZU&Y RN 3 (0.12)
C — RIUGHEE [ M 1 (0.04)
Y= NEIN T AT =T —EHIN 6 (0.24)
7Y a~Esa e 2 (0.08)
~< r7 U MEb 1 (0.04)
~ETS v e 1 (0.04)
* EEY REARD 2 (0.08)
EHE Y RE AR 1 (0.04)
JH R REAR A S5 4 (0.16)
I HRER AR 3 (0.12)
VAN T e 6 (0.24)
H i ERHaE > 7 (0.28)
* E i ERBEE N 2 (0.08)
M7 H Y RAT 72 —PHhN 4 (0.16)
B L5 4 (0.16)
BE BB L OWESDHE 10 (0.40)
* 0 HMEPERK H i 1 (0.04)
B2 i fE 1 (0.04)
* MR 1 (0.04)
M E A ENRIE 1 (0.04)
ALIE 1 H 1 2 (0.08)
* o SMEPE M I 1 (0.04)
SME I HH 1. 1 (0.04)
KR HEDSEATES 1 (0.04)
* AT v NNHEIARE A 1 (0.04)

* o MEH EOEE] O TFHITERWEIER « BYE
BIVERIX TICH [EIREE 35 HFEE H ARFERR (MedDRA/Y) Ver.13.1) IZESE 5 LT,

6.1.2 BLEMRSTRERRFER

6.1.2.1 BARAEERBABMHEZNR E L=KHFI75 mg/B RER5Z O Mm/MusksEiH /ERDGE

BEZERET SRERTREERAEK (PDY10383)

BEBRAZXR E LI=AFI75 mg/B RER 5 & O M/MR SN RO REED#ET (PDY10383)

AR DOAZRAE

HARNEREA DI o B R 7 L)L 75mg 1 B 1 EIEAERE 0 $G-1% 0 1/ Mk EEER RERITE 1 FH) o
e (fiisx, 74 2k, —

B, 77 A EER)

AR SR i I A p B 2K

[%E] PAY B i
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B SE b HA R
SERBELGHE 200849 A 1 H
HERETH :20084E 11 A 16 A

KBTI A
AANEERA B 2SS L L-BiR. 77 vRal, 72 ok, ZEEKR. REKRSHR
WERE L 26 BT 5,

ST Ah e ZRAE FEK
A2 196 (Fuv KT LB 156, 75 BREE46)
M 206 (Zav RV 166, 77 2REE 446

TER
EIFORER

7ae K7 LA 75mgl B 1EFREOFIEE 15SAETIZONT. 77 /5 U »FR ADP 5 uM
2 & AFE% ORRM/IREERE MAD (%) OX—RT A L DFEOEEELE LT, Ml 90% CI
&L LR LT, Day 355 Day 15 D_X—2 5 A > (Day -10 %&58i1) 26D MAIZE{LE (%)
O (CERERFD 90% Cl) % 11257 T, 90% Cl ATt a BB [-15%; +15%] IZEHE
LD Day 7 TholrZ b, 7aERZ LV 75mg | B 1 EIRERSEGFIEE 7 A BLRICIE
/MR EEEMHIERIXEE 35 L HEH X7z,

K1 Day3nd Day 15 DAR—XS54 UhbD MAIELE (%) OHRB
(EHIER V%D 90% Cl)

Estimates (= - 90%CI)

%)

Dilference from baxeline of MAL

D2 joi=3 ho by D1t DI3 D15
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FRMOREE

BELHESESZ (SAE) IIHE SN oT,

OB SR IFCEAEEESENRFEI N, 7 T UL T5mg BEOREFIIEEEFSR (ALT
BN 12k Y Day-5 (856 HE) WEREOESEFIELE, ZOREFRITEE T, ALT Ox

KAV EEAEME RO 2 BRI TH Y Ll < BB D 36 BRICEIE L/, MRELEMITIAFS
FIRBREEL OFESH ) LHIET LT,

6.1.2.2 BEEEEFICHTI2AH50mgRU75mgDRLMOLEEE B E LI-BERTR
EREREER (SFY6913)

BIEEEREICH T 24%5] 50 mg R 75 mg DREURVENEDTE (SFY6913)

SRKERDIERE

IR S BB Ik T A RREEZ R R L 50mg R UEREEZ o & K7 L)L 75 mg DU EM R UH
PPt DOFEM (S sk, EiER(L. ZEER. HEEER)

SR S il R R BA 4K
EN 118 figk

B Esy
SEREELAHE - 2006669 H 4 H
A TH 200845 128128

HEBRT VA
LHEER LR, #EiEAL, —EEKR. HERR, FBIVHE
ST ot SRAE 114K

L4 1110 5 (50 mg & 558 B, 75 mg B¥ 552 f51))
F O OEEMERENT - 1108 % (50 mg B 556 B, 75 mg # 552 1)
B - 1110 1 (50 mg B 558 5. 75 mg B¥ 552 #i))

SHERIRIE S HAM - 528 (364 H)
BEHIR - 52
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FEEHAMR I B K& O 22 IR AT T F

ek
F R A
A R
F 2B B
- HEERAEFESL
- HEEALHMMEAERES
- AEFSR (AMmEKEAE, T ERECDE, i MRBUDE, TTREREREE)
(SRS
ek

EEEEGIE A (intent-to treat [ITT] £[)

o HIMMAEEFRRLORFEBERIT, 75mghtl S0mg B CHREITADNLRN -T2 (p=0.2274,
Log-rank 7€) . 52 1 B RO H A FHR O REREBLR ORHEEIE) 1. 50 mg B 14.0%,
75 mgHE 16.5% TV . 75 mg BEITK 95 50 mg BED KA EHESL O Y — FHIX 0.831
(95% CI, 0.615 to 1.124) ToH -7z,

T7eRIREHEEE (ITT4H)

o HERAEER
FBELMAEESZOBRREHRIT, S0mghte 75mg B CHEZEIIA LN -7 (p=0.5035,
Log-rank 7€) . 52 HFFROEERAEFEFRORAREEIE (GHEEM) 1%, 50 mg # 8.6%.
75 mgHt9.5% TdH D 75 mgBEICKI 95 50 mg RE D EE R EHL O Y — FEI$0.877(95% CI,
0.597t0 1.289) ThH -7,

o HELHMmMMEAERS
R 7 A B G 0 BRI BRI S0 mg #E & 75 mg THEZITA biv/eho 72 (p=0.6496,
Log-rank 7€) . 523 AR RO BERHMMEAFFROBERIR (GHEEE) X, 50 mg
BE1.7%. 75mghf 1.5% Th V| 75 mg BEIZKT 5 50 mg BEO EE 2 HIMMEREEFR DO Y —
REGIE 1.240 (95% CI, 0.489 t0 3.142) Th - 7=,

o AEEZ (BMmBREAE. IFHERHAAE. M/MRBIE. FFEEERES

EEER (AMBGEAE. FHEEAE. M/MMREAE. FrgEeEE) O RBEHRETEEE, 50 mg
&L 75mg THEEFH DNEH 571=(p=0.5834, Log-rank IRE) .52 BERKANDEEER (H
MEKF/E. FFREE/AE. /MR, FFHEEES) O RBERBAE (RHEE) (&, 50mg
2% 22.4%. 75mg B 23.8% T %Y . 75 mg BT B 50 mg BD/\F— Kl 0.935 (95% Cl,
0.735t01.190) THoT1=,

EEER (AMBGHEAE. FHEREAE. M/NMRBAE. FHERES) 28R T 5858 %
BRlZAHT-HBE. BmMEKEAAE. FHEREADE. M/MMRBME. RUFHESEEETORTREC
BRERETHEEZERH oG, DT,

Z DM OLEMFEHIE E  (all treated 22:H)

e TEAEZIIHGREM CHEBEEITRD LN o T,
o HE7: TEAE ORBESITIIREHM CHEEITR D b o Tz,
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6.1.3 EIEH

AHN DEEATBDZHHE -

- BRPEHS (BAHRER)

PR T D g M

IR PERMFERRAE 2 R <) R DO FFFEHH ]

DOAGRLIEE 2010 45 11 A 30 B £ TOMBNCIRN T, IMNTITEOE AL E RS A SRR~ L
MR L OV R fE

TFEEREVERITZ 1321 Th o7, b2 <G SN2 EBIRSEIL,
=) 2071 (1934) THo7= (F26) ,

% 26 -BI{ER

- BREEFBEICETLHIRERKE—ER (BERATHRR)

BEMEREDEE

BUFEM - BRRAEDAEBIERE & 17 o T IEBIHFE

2006/1/23

~

2006/11/30

2006/12/1

~

2007/5/31

2007/6/1

~

2007/11/30

2007/12/1

~

2008/11/30

2008/12/1

~

2009/11/30

2009/12/1

~

2010/11/30

"5

BRES S UTFERE (B30

3

o

3

1"

6

R ER %

0

0

M=

*BIREA &

*BFRE

0
0
0
0

*fifi %

R KRG %

o|jlo| N[O |]O|O| O

BE

BELES

“BRIE

o|jlo|]o|o | o

BBk A M UL E

*7 RO REHRILE

*J R ORE RS

FZa—EVRTA ROV UfR

o |o | o

ojlo|lo/lo|lolojlo|lo|lolfo|]lo|lo|o|o|o | o

oOojlo|lolo|lo|lo|]o|o|o | oo

Rit. BES S UHETAOHEN
(BABLURY—TEET) B

o

o

o

* B8 5
Sk

B

BB MR BERAE

fE%%5

NG

o|jlo|o|lo|o | oo

oOo|jlo|o|lo|o | oo

oOo|jlo|o|lo|o | oo

o |o | o
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BUFEM - BRRAEDAEBIERE & 17 o T IEBIHFE

BEAZEnfES 2006/1/23 2006/12/1 2007/6/1 20071211 2008/12/1 2009/12/1
2006’/: 1/30 200;5/31 2007'/: 1/30 2008'/: 1/30 2009’; 1/30 201 0’/\; 1/30 s
mEES LV VREE (%) 3 7 17 52 50 64
* AN IKIE 0 0 0 1 1 0 AE
SEAMIRAE 1 3 3 17 8 12 A
=il 0 0 0 1 0 0 AE
Am 0 3 1 7 6 6 A
*IREF BRI 0 0 0 0 1 0
BETRMEAM 0 0 0 0 2 2 A
RN E NEE 0 0 2 1 1 1
pEgiEn S piibnd 0 0 0 0 2 0
FEEE TP IKIRAME 0 0 1 0 0 0
*FRRIER R ME 0 0 0 0 0 1 AE
SRMIBRIR A AE 0 0 2 4 4 1 A
FRFE MM/ MRE A KB R 0 0 0 1 0 0 A
E5 Y/ AL S=Yiill 0 0 1 2 0 3 A
B M BkiE 4 AE 0 1 0 1 2 1 A
INERPER I 0 0 0 0 1 0 A
SF AR BRI AME 0 0 0 2 3 2 A
* R0 Ik R A AE 0 0 0 1 1 0 AE
AR A E 1 0 3 4 4 8 A
*EHAMm 0 0 0 0 1 0
* I /R AME 0 0 1 0 0 0 DE
M /MRE A E 1 0 5 7 13 16 D
* I /MR A T SR BER 0 0 0 0 0 1 DE
/MR DR BER 0 0 0 1 0 3 D
* I 4% 4 0 /MR A 1 SR BRR 0 0 1 1 1 2 AE
4% P4 i /MR E A 1 SR B R 0 0 0 1 0 4 A
“BF BRERIE ANAE IR 2¥ 0 0 0 0 1 0
B O St /MR A fE 0 0 0 0 1 0
Z BRI AME 0 0 0 1 3 1
Hm iR E 0 0 0 2 0 0
*ERMEET 2 0 0 0 0 0 1
BHEET S 0 0 0 0 0 1 G
REREE (FI%) 0 0 1 1 2 1
TFI2473F—RIE 0 0 1 0 0 0 AE
TFHI247FP—RIG 0 0 0 1 0 1 A
Property of the sanofi-aventis group - strictly confidential Page 108




27 ABRRMZ SN

SR25990C - ¥ O F K4 L LEREEE PAD

BUFEM - BRRAEDAEBIERE & 17 o T IEBIHFE

BEAZEnfES 2006/1/23 2006/12/1 2007/6/1 20071211 2008/12/1 2009/12/1
2006’/: 1/30 200;5/31 2007'/\; 1/30 2008'/\; 1/30 2009'/\; 1/30 201 0’/: 1/30 s
THF745%v—2avy 0 0 0 0 1 0
BEE 0 0 0 0 1 0 A
A BEE (HI) 0 0 0 0 1 1
TR 0 0 0 0 0 1
*EURIR I RETUHEAE 0 0 0 0 1 0
REBLUREEE (HI%) 1 0 4 5 9 6
*Bit K 0 0 1 0 1 0
“HEPRIA 0 0 0 0 1 2
= s 0 0 1 0 0 0 A
*&mA Y LIMmE 0 0 0 1 0 0 AE
=AY v Ll 0 0 0 0 1 2 A
*EFLERIMIE 0 0 0 0 1 0
E7ILT = Ui 0 0 0 0 0 1
&4 0—)LmjE 0 0 1 0 0 0
*{E M AEAE 0 0 0 0 1 0
EH Y o LiifE 0 0 0 0 1 0 A
&S bV LgE 0 0 1 0 3 2
EEAMmAE 0 0 0 2 0 0 A
*Xy A7 I 5—EMiE 1 0 0 0 0 0
K7L F—2 R 0 0 0 1 0 0
BAUHR 0 0 1 1 0 0 B
HEHEE (PIX0 0 0 2 0 0 1
EE 0 0 0 0 0 1
TEREE 0 0 1 0 0 0 A
HEEIEE 0 0 1 0 0 0
HEREET (FIX) 8 24 22 31 28 35
BHERIKE 0 0 1 0 0 0 AE
* i g% tH 1f 0 1 0 1 1 0 AE
fi s H fn 0 1 1 1 0 0
JIViR H 0 0 0 0 4 2
*NEIRA £ 0 0 0 0 1 0
* Mt 1fn 1 1 2 3 3 4 AE
g H I 1 6 8 9 8 7 A
PR EE 0 1 1 2 0 4
BEHLANILDOET 0 0 0 1 0 0 A
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o EA R KO A AR - A% (25 14)

PRCREET - B E vy (551F) | B (434F) | M EREIE NOS (26 1)

o iEMRMET  PEELIRRE (24 1F)

o FPWRER. MOERIs K OERRRET « PRV IR EE/ 7 (EME R R (41 4F)

o JZJER KOV THEMRIEDE - 7892 NOS (13414) | % 9 FEJE NOS/ &5 ME% 9 FEiE (80 14F)
ZEFZ NOS/ B ME=ERRIZ (55 1F) | FLBE (BofF) | MmAEV#AE (29 1)

[ ]
>~

o IMAFFREE : (KIME (28 14F)

PSUR No.23 OAEFEHIM (2009 4F 11 A 1 H~20104 11 A 30 A) ISz il etk — 4
DOIFOFER, FEROAFIOHIREEARRN SMENTHDERELD DS O TIHARL, HilH
LR bLEL<EH LN (Module 5.3.6-3]) &

6.2.2 HmMARIER (M/MMRIBAE 25 <)

HIMAERWERIZ, o & bHEBICHE SN EERBIERA TH 72, 19974 11 A 17 25 2009
10 A 31 B £ TOERBHIMICRBIT 5 22MERICH W T, I/ IMOBAIEZ B < HiltEFRROFS
B ELITOER (F27) [RT,

BB D L O ERE BRI FAITNAIZ Gastrointestinal disorders (B I5FE3, 43%) . Injury, poisoning
and procedural complications (557, HEI L OEAPHE, 15%) . Nervous system disorders (FF#%
REE, 14%) Tho7z ([Module 5.3.6-1]) .

Mz ete T —2 0%y M4 7 H (2009410 A 31 H) LAKE. PSUR No.23 OEREHIH (2009
F 11 H 1 H~20104F 11 7 30 A) (2810 D HlmrEFES (/MO EZFRS) 13, BRI
TR D FEWIIEIZ : Gastrointestinal disorders (H [, 34%) . Injury, poisoning and procedural
complications (555, HEE X OEESDHE. 12.6%) . Nervous system disorders (#f% R, 9.5%)
TH-7= ([Module 5.3.6-3]) ,
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+& 27 -HmtEEER (M/MRUBRADEZRRC)

(1997 £ 11 A 17 H~2009 4% 10 A 31 A)

MedDRA SOC Preferred term Non Serious Total
Serious Non
Fatal
mES KLV /R HmE&Mm 1 82 88
s i £ 3R 52 16 68
H 4 fEE 1 1 4
/MR Ik A 4 R B R 3 4 7
g2 i HH rfn 3 3
R fE 15 8 23
Subtotal of reactions 72 114 193
Subtotal of cases 72 114 193
DEEE g Ry —T 6 7
7o BN AR HH 1 1 1
DEAH M 9 13
Subtotal of reactions 16 21
Subtotal of cases 15 19
X4, RiEtS L HMMEREDERMK 8 8
UEEERSE e msmen : :
Subtotal of reactions 9
Subtotal of cases 9
ERJURKBEE Hhm 6 5 14
Subtotal of reactions 5 14
Subtotal of cases 5 14
N WEE TEAH M 3 3
R RR H M 1 1 2
Subtotal of reactions 1 4
Subtotal of cases 1
RiEE FERE 61 16 77
£ S 1 1 1
AR M 12 72 84
AR A% H M 2 2
AR K % i 1 1 1
HE R H ifn 2 82 84
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MedDRA SOC Preferred term Non Serious Total
Serious Fatal Non
Fatal
H i 14 4 R e 1 1
5 i H I 2 2 4
THF R M 2 24 26
Subtotal of reactions 81 199 280
Subtotal of cases 81 194 275
BIREE {5 B ifn fiE 4 4
fE B2 H ifn 1 1
AL P9 H i 3 5 8
1814 B R Hi i 1 1
&b I fE 1 1
4 T 2 22 24
HH I 4 R R EE K 15 15
HH I 14 B B EE 1 40 41
HiltE+ 451555 3 102 105
i+ =55 % 1 1
HH I 14 5 2 15 15
B i1 8 88 96
H it B RS 4 148 152
B F$A%E H M 1 1
H i 14 B % 3 46 49
B+ fEiadm 5 5
HInAE+ iR A 3 3
B 7 1 9 54 594 657
Hi it B iR 5 26 26
B P H M 85 17 102
rt 2 30 288 320
fn {58 4 it 21 57 78
HIMETS AR % 3 3
f | i 15 15
i 2 At AR 2 2 21 25
RE FPE A 7 11 18
Property of the sanofi-aventis group - strictly confidential Page 124



274 BERREMH
SR25990C - ¥ O F K4 L LEREEE PAD

MedDRA SOC Preferred term Non Serious Total
Serious Fatal Non
Fatal

PN sl 13 13
H I 14 KR 1 1
(m =3, il 4 4
TECHIEE M 1 1 26 28
<AY— - DA RERE 2 11 13
ALF 10 18 467 495
mpa byl 13 3 14 30
BEHM 12 12
BEEG I 8 8
BIEFRARIE H I 1 6 7
H I 1 B 9 9
FEERigS H 1 1 1
H I E e RS 2 20 22
{5 R i fE 1 1
R R L 1 2 12 14
H I 1 B 2 1 1
E 5 m 59 8 288 355
H I E A S 3 3
1% 5 % M f 6 18 24
FEEEH M 20 36 56
/N 3 14 17
H I N B 3 3
EfE 3 3
Hm 4 4 8
LECAEE RN 7 71 78

Subtotal of reactions 217 187 2568 2972
Subtotal of cases 212 155 2072 2439
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MedDRA SOC Preferred term Non Serious Total
Serious Fatal Non
Fatal
EHEEELSLVERS MmMESBY 1 1
RPTRIE H7—7 LB BN 1 19 11
AT—TIVBERAH M 11 11
ST 5T ER LI fE 1 9 10
SESTERALH I 5 3 8
AGRE H 1 1
SRR SRS 1 3 3 3 9
B H 2 17 19
Ifn & 37 R &Rz 10 fE 3 3
I B SR 3R B 452 H i 1 3 4
Subtotal of reactions 12 7 58 77
Subtotal of cases 12 7 56 75
FFREERES A8+ 2 2
FF M 2 4
Subtotal of reactions 2 4 6
Subtotal of cases 4 6
RPEFESLVEFER MmMERPE 1 1
i Subtotal of reactions 1 1
Subtotal of cases 1 1
BE. PESLUVL BEIFME 1 1
BEHHE H 0 25 B 3 3
B FRARE SR H 1 1 1
B4 mAE 1 1
b P4 455 2 1 3
145 14 B H 17 21 38
5 597 5 167 769
i fR 4} i fE 3 28 31
SME P I FR 1 4 5
FFF Ifn & 3 3
G ER L M fE 1 1
I EAERL H I 2 1 3
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MedDRA SOC Preferred term Non Serious Total
Serious Fatal Non
Fatal
i Hp H I 6 8 28 42
AR = /3 B 1 A2 6 2 8
& BB mfE 3 3
JLE % M fE 12 1 31 44
ALEE % I 30 20 126 176
B mfE 1 5 6
(e Fiiili 1 1
eSS 2 2
KT ImfE 35 1 16 52
TR T 1 fE 65 253 318
fiE R T W 1 8 18 26
SV 1Em fE 23 9 34 66
SMETEH M 4 5 8 17
SMEMEEEZE A M 11 23 34
A5 i 7 2 17 26
Subtotal of reactions 725 157 798 1680
Subtotal of cases 718 150 770 1638
FRRIRE Hi i B R BE = 52 1 22 75
FR 5 M f5 14 27 8 35
mep A4S 0E N 1 1
fE&m 1 2 3
EB Mm% 6 12 18
Subtotal of reactions 86 1 45 132
Subtotal of cases 85 1 45 131
FEERRELVEES  HmEREEHE 15 24 39
S AN 5 8 52 65
ERAR AR H M 2 1 2 5
Subtotal of reactions 22 78 109
Subtotal of cases 22 78 109
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MedDRA SOC Preferred term Non Serious Total
Serious Fatal Non
Fatal
R, BESLUEH HMHEEEIRE 1 1
e h % wEmESHn 2 2
g2L) fEs% 13 13
Subtotal of reactions 16 16
Subtotal of cases 16 16
MIERES A& HH i 6 2 8
/)N ofn 4 4
/)Vid H i 2 20 22
i rfn & 24 47 71
i H i 191 188 379
i /)N | 1 1
BEEMH M 56 86 142
HH I 4 AR A 2 2 12 14
Hi i {4 25 cp 32 50 82
Bt MMt L 2 10 12
BEEMIMAE 2 8 10
i =2 P H 10 7 17
BERE 1 3 9 12
% 1 6 7
EFHEH M 10 10
HREFEAE SN I 8 8
HFHEmiE 1 6 7
(HRTHM 22 45 67
AR H M 2 9 11
Subtotal of reactions 356 528 884
Subtotal of cases 346 518 864
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MedDRA SOC Preferred term Non Serious Total
Serious Fatal Non
Fatal
BELUVRKEE  HmERERR 1 1 2
I R 125 6 150 281
PR B Hi I 3 1 13 17
B Him 2 7 9
i3 daginl 4 12 16
PR 4E 5i 25 HH I 1 1
Subtotal of reactions 133 184 326
Subtotal of cases 133 179 320
ARERELVIERE IEME 1 1
= AEHm : 2
4 28 H 1 4 1 5
1 45 R E 12 2 14
H ifn 14 B 52 2 i 1 1
Rt F = i 3 3
ARA% 36 5 41
RIEFEHM 5 7 12
I 8 1fn fE 1 1
& B2 1 fE 1 4 5
gl 1 1
FA#E& H M 8 4 12
BITIL AR 1 3 3
FEIME 1 1
FEHIM 11 3 14
iz H 1 15 1 6 22
Subtotal of reactions 93 1 44 138
Subtotal of cases 91 1 43 135
FkER. MHEIY KHMm 382 11 223 616
R W& 1fn 13 3 84 100
I g 2 15 17
N B8 H M 3 3 6
fe R P S 1 1 2
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MedDRA SOC Preferred term Non Serious Total
Serious Fatal Non
Fatal
fifi & HH 1fn 3 10 13
fifi H i 1 9 26 36
KB H i 1 4 5
f 2B L 1 1 1
Subtotal of reactions 399 30 367 796
Subtotal of cases 398 27 349 774
REHLVETHEE mEKE 12 1 13
R BEIR H 1 172 1 60 233
KT I 96 1 9 106
H i 14 2 RS 1 1
SR D MIER 61 25 86
fih %0 BT AR 45 B 1 1
AR I 86 6 28 120
35 155 4 48 207
ZANEEBE 3 3
B JE H I 29 10 39
I &4 KB 1 10 11
Subtotal of reactions 616 12 192 820
Subtotal of cases 605 10 188 803
mEEE BBk H M 1 3 4
H i 14 5% AR S 3 2 5
e} 1 1
myz 1 1
mfE 435 17 153 605
Hm 176 47 125 348
HmttEs 3 vy 9 50 59
Subtotal of reactions 615 74 334 1023
Subtotal of cases 608 70 327 1005
Total number of reactions 3079 860 5563 9502
Total number of cases 2741 713 4452 7906
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7 fHER

71 AO#EFHEER VO ZOMO R

& 28 - N\OMETZHFMERUR—R 54 VKO BERE -T2 MBI REH. DV7314-23

Clopidogrel Ticlopidine All
(N=575) (N=580) (N=1155)

Age (years)

Number 575 580 1155

Mean (SD) 64.3 (9.4) 64.7 (9.2) 64.5(9.3)

Median 66.0 66.0 66.0

Min : Max 27 : 80 25:80 25:80
Age category (years) [n (%)]

Number 575 580 1155

<65 254 (44.2%) 251 (43.3%) 505 (43.7%)

[65-75] 249 (43.3%) 252 (43.4%) 501 (43.4%)

>75 72 (12.5%) 77 (13.3%) 149 (12.9%)
Sex [n (%)]

Number 575 580 1155

Male 415 (72.2%) 429 (74.0%) 844 (73.1%)

Female 160 (27.8%) 151 (26.0%) 311 (26.9%)
Weight (kg)

Number 574 580 1154

Mean (SD) 61.03 (9.84) 60.57 (9.78) 60.80 (9.81)

Median 60.00 60.00 60.00

Min : Max 32.0:109.7 32.1:95.2 32.0:109.7
Weight category (kg) [n (%)]

Number 574 580 1154

<50 64 (11.1%) 75 (12.9%) 139 (12.0%)

[50-70[ 402 (70.0%) 397 (68.4%) 799 (69.2%)

>70 108 (18.8%) 108 (18.6%) 216 (18.7%)
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Clopidogrel Ticlopidine All
(N=575) (N=580) (N=1155)

BMI (kg/m?)

Number 573 579 1152

Mean (SD) 23.95 (3.06) 23.56 (2.86) 23.76 (2.97)

Median 23.74 23.42 23.63

Min : Max 14.8 :36.3 15.7:333 14.8 :36.3
BMI category (kg/mz) [n (%)]

Number 573 579 1152

<25 385 (67.2%) 402 (69.4%) 787 (68.3%)

[25-30[ 164 (28.6%) 165 (28.5%) 329 (28.6%)

>30 24 (4.2%) 12 (2.1%) 36 (3.1%)
Tobacco use [n (%)]

Number 574 580 1154

Never 230 (40.1%) 194 (33.4%) 424 (36.7%)

Current 130 (22.6%) 150 (25.9%) 280 (24.3%)

Former 214 (37.3%) 236 (40.7%) 450 (39.0%)

PGM=PRODOPS\SR25990\0VERALL\CTD_2011_01\REPORT\PGM\dv23_dem_demo_s_t.sas
OUT=REPORT\OUTPUT\dv23_dem_demo_s._t_i.rtf (07SEP2011 - 15:42)

# 29 - \OMFETEHHF MR UR—X 5 4 UIFDEFH M —Randomized and treated population, CAPRIE

(PAD &H)
Clopidogrel ASA All
(N=3218) (N=3221) (N=6439)
Age (years)
Number 3218 3221 6439
Mean (SD) 64.2 (9.6) 64.4 (9.7) 64.3 (9.7)
Median 65.0 66.0 65.0
Min : Max 28 :90 27:93 27:93
Age category (years) [n (%)]
Number 3218 3221 6439
<65 1500 (46.6%) 1485 (46.1%) 2985 (46.4%)
[65-75] 1304 (40.5%) 1280 (39.7%) 2584 (40.1%)
>75 414 (12.9%) 456 (14.2%) 870 (13.5%)
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Clopidogrel ASA All
(N=3218) (N=3221) (N=6439)

Sex [n (%)]

Number 3218 3221 6439

Male 2339 (72.7%) 2320 (72.0%) 4659 (72.4%)

Female 879 (27.3%) 901 (28.0%) 1780 (27.6%)
Weight (kg)

Number 3217 3221 6438

Mean (SD) 74.86 (13.68) 74.38 (13.76) 74.62 (13.72)

Median 74.00 73.90 74.00

Min : Max 29.0:156.0 27.2:176.0 27.2:176.0
Weight category (kg) [n (%)]

Number 3217 3221 6438

<50 76 (2.4%) 56 (1.7%) 132 (2.1%)

[50-70[ 1041 (32.4%) 1154 (35.8%) 2195 (34.1%)

>70 2100 (65.3%) 2011 (62.4%) 4111 (63.9%)

BMI (kg/m’)
Number
Mean (SD)
Median
Min : Max

BMI category (kg/m?) [n (%)]

Number
<25
[25-30[
>30

Race [n (%)]
Number
Caucasian/White
Black
Asian/Oriental
Other

Tobacco use [n (%)]
Number
Never
Current
Former

3216
25.86 (4.05)
25.51
9.7 : 60.0

3216
1436 (44.7%)
1354 (42.1%)
426 (13.2%)

3218
3139 (97.5%)
59 (1.8%)
3 (<0.1%)
17 (0.5%)

3218
270 (8.4%)
1231 (38.3%)
1717 (53.4%)

Property of the sanofi-aventis group - strictly confidential

3221
25.76 (4.13)
25.39
11.2:60.9

3221
1464 (45.5%)
1341 (41.6%)
416 (12.9%)

3221
3143 (97.6%)
47 (1.5%)

5 (0.2%)

26 (0.8%)

3221
302 (9.4%)
1232 (38.2%)
1687 (52.4%)

6437
25.81 (4.09)
25.44
9.7 60.9

6437
2900 (45.1%)
2695 (41.9%)

842 (13.1%)

6439
6282 (97.6%)
106 (1.6%)
8 (0.1%)

43 (0.7%)

6439

572 (8.9%)
2463 (38.3%)
3404 (52.9%)
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Clopidogrel ASA All
(N=3218) (N=3221) (N=6439)
Alcohol use [n (%)]
Number 3218 3221 6439
None/Occasional (light) 2578 (80.1%) 2595 (80.6%) 5173 (80.3%)
Regular 640 (19.9%) 626 (19.4%) 1266 (19.7%)
PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_dem_demo_s_t.sas
OUT=REPORT\OUTPUT\caprie_dem_demo_s_t i.rtf (04NOV2011 - 16:17)
%30 - RAEONR - L UM ARER. DV7314-23
Clopidogrel Ticlopidine
(N=575) (N=580)
Time from last stroke® (days)
Number 575 580
Mean (SD) 886.8 (1512.4) 773.0 (1265.2)
Median 243.0 213.5
Min : Max 8:10495 8:9217

Time from last stroke (weeks) [n(%)]
<4
[4-12[
[12-26]
[26-52[
>52

Type of last stroke

7T A—LMEMHEE
SUTEE
AEAEA

114 (19.8%)
98 (17.0%)
57 (9.9%)
51 (8.9%)

255 (44.3%)

172 (29.9%)
390 (67.8%)
13 (2.3%)

106 (18.3%)
114 (19.7%)
59 (10.2%)
62 (10.7%)
239 (41.2%)

171 (29.5%)
397 (68.4%)
12 (2.1%)

@ From last stroke to start of study treatment.

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\dv23_dem_disease_chara_s_t.sas
OUT=REPORT\OUTPUT\dv23_dem_disease_chara_s_t_i.rtf (07SEP2011 - 15:50)
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x 31 - RROMEELIATNCRE L -NMEEEOREE -—T BT RER. DV7314-23

Clopidogrel Ticlopidine All
(N=575) (N=580) (N=1155)
A 42 2= 73 (12.7%) 66 (11.4%) 139 (12.0%)
7T O—LIMEHEEE 13 (2.3%) 15 (2.6%) 28 (2.4%)
SUTEE 55 (9.6%) 51 (8.8%) 106 (9.2%)
Z D 7 (1.2%) 3 (0.5%) 10 (0.9%)
TIA 25 (4.3%) 26 (4.5%) 51 (4.4%)
—iBENE 1 (0.2%) 2 (0.3%) 3 (0.3%)
ZOith 4 (0.7%) 0 4 (0.3%)

Note: A patient can be counted in several categories.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\dv23_dem_medhist_cerebrovasc_s_t.sas
OUT=REPORT\OUTPUT\dv23_dem_medhist_cerebrovasc_s_t_i.rtf (07SEP2011 - 15:53)

x®32- TOMDOBEEE-—ZTEMBITHRER. DV7314-23

Clopidogrel Ticlopidine All

(N=575) (N=580) (N=1155)
EIVAE 6 (1.0%) 5 (0.9%) 11 (1.0%)
S5 -oMmELFE 0 0 0
12 14 BIAREAZEE 3 (0.5%) 3 (0.5%) 6 (0.5%)
HIEE RS 55 (9.6%) 66 (11.4%) 121 (10.5%)
DR ESE 8 (1.4%) 6 (1.0%) 14 (1.2%)
Z Dt 379 (65.9%) 375 (64.7%) 754 (65.3%)

Note: A patient can be counted in several categories.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\dv23_dem_medhist_other_s_t.sas
OUT=REPORT\OUTPUT\dv23_dem_medhist_other_s_t_i.rtf (07SEP2011 - 15:56)
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* 33 - BHHE —REMUEMITHRER. DV7314-23

Clopidogrel Ticlopidine All

(N=575) (N=580) (N=1155)
BEETHRWRDE 15 (2.6%) 12 (2.1%) 27 (2.3%)
EETHWS ~mEbF £ 3 (0.5%) 1 (0.2%) 4 (0.3%)
2 EIIREAZELE 7 (1.2%) 4 (0.7%) 11 (1.0%)
O bA—)LARER R T S 398 (69.2%) 385 (66.4%) 783 (67.8%)
HERIA 107 (18.6%) 116 (20.0%) 223 (19.3%)
= g M iE 217 (37.7%) 219 (37.8%) 436 (37.7%)
BE 75 13 (2.3%) 8 (1.4%) 21 (1.8%)
AR 85 (14.8%) 77 (13.3%) 162 (14.0%)
fE 128 (22.3%) 104 (17.9%) 232 (20.1%)
Z Dfh 419 (72.9%) 406 (70.0%) 825 (71.4%)

Note: A patient can be counted in several categories.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\dv23_dem_medhist_concomitant_s_t.sas
OUT=REPORT\OUTPUT\dv23_dem_medhist_concomitant_s_t_i.rtf (07SEP2011 - 16:02)

= 34 - 7 7 O— LMz %E D BE1FF —Ranadomized and treated population, CAPRIE (PAD £MH)

Clopidogrel ASA All
(N=3218) (N=3221) (N=6439)
Amaurosis fugax 69 (2.1%) 64 (2.0%) 133 (2.1%)
Transient ischemic attacks 203 (6.3%) 212 (6.6%) 415 (6.4%)
Reversible ischemic neurologic deficit 44 (1.4%) 41 (1.3%) 85 (1.3%)

Previous IS
Previous MI

187 (5.8%)
683 (21.2%)

197 (6.1%)
679 (21.1%)

384 (6.0%)
1362 (21.2%)

Note: A patient can be counted in several categories.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_dem_prior_atherothrom_s_t.sas
OUT=REPORT\OUTPUT\caprie_dem_prior_atherothrom_s_t_i.rtf (04NOV2011 - 16:18)
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% 35 -FLEEERE - & HHER U F#E —Ranadomized and treated population, CAPRIE (PAD £H)

Clopidogrel
(N=3218)

ASA
(N=3221)

All
(N=6439)

Atrial fibrillation
Congestive heart failure
Cardiomegaly

Cardiac surgery
Cardiac valve disease
Diabetes mellitus
Hypercholesterolemia
Hypertension

Other cardiac arrhythmia
Stable angina

Unstable angina

142 (4.4%)
187 (5.8%)
131 (4.1%)
365 (11.3%)
128 (4.0%)
667 (20.7%)
1436 (44.6%)
1650 (51.3%)
322 (10.0%)
842 (26.2%)
208 (6.5%)

119 (3.7%)
181 (5.6%)
142 (4.4%)
333 (10.3%)
137 (4.3%)
663 (20.6%)
1433 (44.5%)
1628 (50.5%)
260 (8.1%)
860 (26.7%)
189 (5.9%)

261 (4.1%)
368 (5.7%)
273 (4.2%)
698 (10.8%)
265 (4.1%)
1330 (20.7%)
2869 (44.6%)
3278 (50.9%)
582 (9.0%)
1702 (26.4%)
397 (6.2%)

Note: A patient can be counted in several categories.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_dem_medhist_interest_s_t.sas
OUT=REPORT\OUTPUT\caprie_dem_medhist_interest_s_t_i.rtf (04NOV2011 - 16:42)

% 36 - HuM/MREDILER — T EMEMITIREM. DV7314-23

Clopidogrel Ticlopidine
Generic name (N=575) (N=580)
Any prior antiplatelet medications 25 (4.3%) 23 (4.0%)
Alprostadil 1 (0.2%) 0
Aspirin 2 (0.3%) 1 (0.2%)
Beraprost 3 (0.5%) 1 (0.2%)
Dilazep 2 (0.3%) 0
Eicosapentaenoic acid 11 (1.9%) 17 (2.9%)
Limaprost 2 (0.3%) 3 (0.5%)
Ozagrel 1 (0.2%) 0
Sarpogrelate 2 (0.3%) 0
Ticlopidine 0 1 (0.2%)
Trapidil 1 (0.2%) 0

Prior medications are those the patient used prior to first IP intake.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\dv23_dem_prevmed_antiplate_s_t.sas
OUT=REPORT\OUTPUT\dv23_dem_prevmed_antiplate_s_t_i.rtf (07SEP2011 - 16:05)
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% 37 - /MR ZE D |TAE —Randomized and treated population. CAPRIE (PAD £H)

Clopidogrel ASA

Generic name (N=3218)

(N=3221)

Any prior antiplatelet medications

2197 (68.3%)

2166 (67.2%)

Alprostadil 2 (<0.1%) 5 (0.2%)
Aspirin 2059 (64.0%) 2039 (63.3%)
Cilostazol 0 1 (<0.1%)
Dipyridamole 144 (4.5%) 134 (4.2%)
Dipyridamole+aspirin 15 (0.5%) 14 (0.4%)
Other 81 (2.5%) 76 (2.4%)
Ticlopidine 30 (0.9%) 32 (1.0%)
Trapidil 1 (<0.1%) 1 (<0.1%)
Prior medications are those the patient used prior to randomization.
PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_dem_prevmed_antiplate_s_t.sas
OUT=REPORT\OUTPUT\caprie_dem_prevmed_antiplate_s_t_i.rtf (04NOV2011 - 16:25)
= 38 - HHAAZE (£HAR : 52 ER) —All treated population, SFY10810
Clopidogrel Ticlopidine
(N=215) (N=216)

Any concomitant medications

ACE inhibitors
Angiotensin II receptor antagonists
Antidiabetic therapy
Antiepileptic therapy
Antiinflammatory products
Antithrombotic drugs
Anticoagulant
Antiplatelet
Beta blocking agents
Calcium antagonists
Cholesterol reducers
HMG CoA reductase inhibitors
Other
Coronary vasodilators
Digitalis glycosides
Diuretics
Hormone therapy
Estrogen
Other

Property of the sanofi-aventis group - strictly confidential

214 (99.5%)

19 (8.8%)
89 (41.4%)
58 (27.0%)
4 (1.9%)
88 (40.9%)
137 (63.7%)
13 (6.0%)
135 (62.8%)
31 (14.4%)
132 (61.4%)
98 (45.6%)
82 (38.1%)
29 (13.5%)
21 (9.8%)
2 (0.9%)
30 (14.0%)
7 (3.3%)

1 (0.5%)
6 (2.8%)

214 (99.1%)

14 (6.5%)
85 (39.4%)
51 (23.6%)
1 (0.5%)
73 (33.8%)
139 (64.4%)
14 (6.5%)
134 (62.0%)
29 (13.4%)
115 (53.2%)
92 (42.6%)
76 (35.2%)
32 (14.8%)
17 (7.9%)
3 (1.4%)
19 (8.8%)
5 (2.3%)
0
5 (2.3%)
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Clopidogrel Ticlopidine
(N=215) (N=216)
Peripheral vasodilators 111 (51.6%) 106 (49.1%)

Concomitant medications are those the patient used at any time from first IP intake up to the last IP intake

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_dem_concmed_52w_s_t.sas
OUT=REPORT\OUTPUT\sfy10810_dem_concmed_52w_s_t_i.rtf (20JUL2011 - 15:51)

R 39-FAE G2ERM) —Z2MEMXRER. DV7314-23

Clopidogrel Ticlopidine
(N=575) (N=580)
Any concomitant medications 563 (97.9%) 566 (97.6%)

ACE inhibitors

82 (14.3%)

93 (16.0%)

Angiotensin II receptor antagonists 121 (21.0%) 136 (23.4%)
Antidiabetic therapy 69 (12.0%) 83 (14.3%)
Antiepileptic therapy 26 (4.5%) 36 (6.2%)
Antiinflammatory products 182 (31.7%) 164 (28.3%)
Antithrombotic drugs 70 (12.2%) 61 (10.5%)
Anticoagulant 17 (3.0%) 16 (2.8%)
Antiplatelet 55 (9.6%) 46 (7.9%)
Beta blocking agents 38 (6.6%) 57 (9.8%)
Calcium antagonists 281 (48.9%) 270 (46.6%)
Cholesterol reducers 155 (27.0%) 173 (29.8%)
HMG CoA reductase inhibitors 115 (20.0%) 116 (20.0%)
Other 53 (9.2%) 79 (13.6%)
Coronary vasodilators 26 (4.5%) 19 (3.3%)
Digitalis glycosides 0 1 (0.2%)
Diuretics 23 (4.0%) 16 (2.8%)
Hormone therapy 8 (1.4%) 5 (0.9%)
Estrogen 3 (0.5%) 1 (0.2%)
Other 8 (1.4%) 4 (0.7%)

Peripheral vasodilators

85 (14.8%)

85 (14.7%)

Concomitant medications are those the patient used at any time from first IP intake up to the last IP intake

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\dv23_dem_concmed_s_t.sas
OUT=REPORT\OUTPUT\dv23_dem_concmed_s_t_i.rtf (13SEP2011 - 13:54)
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=40 - GrAE (288 : &K 3 FR) —Randomized and treated population, CAPRIE (PAD %H)

Clopidogrel ASA

(N=3218)

(N=3221)

Any concomitant medications

ACE inhibitors
Antidiabetic therapy
Antiepileptic therapy
Antiinflammatory products
Antithrombotic drugs
Anticoagulant
Antiplatelet
Beta blocking agents
Calcium antagonists
Cholesterol reducers
HMG CoA reductase inhibitors
Other
Coronary vasodilators
Digitalis glycosides
Diuretics
Hormone therapy
Estrogen
Other
Peripheral vasodilators

3005 (93.4%)

784 (24.4%)
612 (19.0%)
81 (2.5%)
500 (15.5%)
904 (28.1%)
489 (15.2%)
621 (19.3%)
719 (22.3%)
1158 (36.0%)
791 (24.6%)
571 (17.7%)
293 (9.1%)
818 (25.4%)
291 (9.0%)
948 (29.5%)
137 (4.3%)
108 (3.4%)
53 (1.6%)
408 (12.7%)

3025 (93.9%)

790 (24.5%)
592 (18.4%)
108 (3.4%)
473 (14.7%)
995 (30.9%)
573 (17.8%)
691 (21.5%)
742 (23.0%)
1208 (37.5%)
750 (23.3%)
561 (17.4%)
257 (8.0%)
858 (26.6%)
275 (8.5%)
968 (30.1%)
141 (4.4%)
118 (3.7%)
45 (1.4%)
387 (12.0%)

Concomitant medications are those the patient used at any time after randomization.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_dem_concmed_s_t.sas
OUT=REPORT\OUTPUT\caprie_dem_concmed_s_t_i.rtf (04NOV2011 - 16:33)

=M -fM/MREOGHA (28 : &KX 3 £/) —Randomized and treated population, CAPRIE (PAD
£M)

Generic name

Clopidogrel
(N=3218)

ASA
(N=3221)

Any concomitant antiplatelet medications

Alprostadil 4 (0.1%) 8 (0.2%)
Aspirin 553 (17.2%) 607 (18.8%)
Clopidogrel 1 (<0.1%) 2 (<0.1%)
Dipyridamole 47 (1.5%) 53 (1.6%)
Dipyridamole+aspirin 0 1 (<0.1%)
Property of the sanofi-aventis group - strictly confidential Page 141
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Clopidogrel ASA
Generic name (N=3218) (N=3221)
Other 62 (1.9%) 59 (1.8%)
Ticlopidine 16 (0.5%) 24 (0.7%)

Note: A patient can be counted in several categories.
Concomitant antiplatelet medications are those the patient used at any time after randomization.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\caprie_dem_concomit_antiplate_s_t.sas
OUT=REPORT\OUTPUT\caprie_dem_concomit_antiplate_s_t_i.rtf (07NOV2011 - 16:25)

72 REWARUE

RA2-ROREMA N M(EXRGHML) OFEFTFER (5 1 81: 12 :8/) —All randomized population .

SFY10810
Clopidogrel Ticlopidine

(N=215) (N=216)
Number of events, n (%) 0 1 (0.5%)
Cumulative incidence (95% CI)* at Week 4 0.000 (0.000 to 0.000) 0.000 (0.000 to 0.000)
Cumulative incidence (95% CI)* at Week 8 0.000 (0.000 to 0.000) 0.005 (0.000 to 0.014)
Cumulative incidence (95% CI)* at Week 12 0.000 (0.000 to 0.000) 0.005 (0.000 to 0.014)
Stratified Log-rank test p-value® 0.3017 -
Adjusted Hazard ratio (95% CI)* 0.000 (0.000 to NC) -
Un-stratified Log-rank test p-value® 0.3173 -
Un-adjusted Hazard ratio (95% CI)° 0.000 (0.000 to NC) -

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group with background antiplatelet therapies, history of myocardial infarction and/or
ischemic cerebrovascular disorder and concomitant diabetes mellitus at baseline as stratum, ° Estimated using Cox
proportional hazard model with treatment group, background antiplatelet therapies, history of myocardial infarction
and/or ischemic cerebrovascular disorder and concomitant diabetes mellitus as fatcors

4 Unstratified Log-rank test for treatment group © Estimated using Cox proportional hazard model with treatment group
as a factor

NC = Not calculated

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_km_logrank_hr_bleed_r_t.sas
OUT=REPORT/OUTPUT/eff_t_km_logrank_hr_bleed_r_t_i.rtf (21JUN2011 - 18:01)

SFY10810 #4EHEZE L Y5IA (Module 5.3.5.1-1 Table 22)
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RA3-HROREHARNY b (MEREE) OFEFTHER (5 187 12:8R) —All randomized population,

SFY10810

Clopidogrel Ticlopidine
(N=215) (N=216)
Number of events, n (%) 2 (0.9%) 5 (2.3%)

Cumulative incidence (95% CI)* at Week 4
Cumulative incidence (95% CI)* at Week 8
Cumulative incidence (95% CI)* at Week 12

Stratified Log-rank test p-value®
Adjusted Hazard ratio (95% CI)*

Un-stratified Log-rank test p-value®
Un-adjusted Hazard ratio (95% CI)°

0.005 (0.000 to 0.014)
0.005 (0.000 to 0.014)
0.009 (0.000 to 0.022)

0.3005
0.431 (0.083 to 2.226)

0.2541
0.398 (0.077 to 2.053)

0.014 (0.000 to 0.030)
0.023 (0.003 to 0.044)
0.023 (0.003 to 0.044)

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group with background antiplatelet therapies, history of myocardial infarction and/or
ischemic cerebrovascular disorder and concomitant diabetes mellitus at baseline as stratum, ° Estimated using Cox
proportional hazard model with treatment group, background antiplatelet therapies, history of myocardial infarction
and/or ischemic cerebrovascular disorder and concomitant diabetes mellitus as factors

4 Unstratified Log-rank test for treatment group © Estimated using Cox proportional hazard model with treatment group

as a factor

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_km_logrank_hr_blood_r_t.sas

OUT=REPORT/OUTPUT/eff_t_km_logrank_hr_blood_r_t_i.rtf (08JUN2011 - 15:43)

SFY10810 #4EHEZE L Y5IA (Module 5.3.5.1-1 Table 23)

Property of the sanofi-aventis group - strictly confidential
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RAYU-DREOREMA N b (FFHEEES) OFEFFER (5 1 81: 12 8[) —All randomized population,

SFY10810
Clopidogrel Ticlopidine
(N=215) (N=216)
Number of events, n (%) 4 (1.9%) 24 (11.1%)

Cumulative incidence (95% CI)* at Week 4
Cumulative incidence (95% CI)* at Week 8
Cumulative incidence (95% CI)* at Week 12

Stratified Log-rank test p-value®
Adjusted Hazard ratio (95% CI)°

Un-stratified Log-rank test p-value*
Un-adjusted Hazard ratio (95% CI)°

0.005 (0.000 to 0.014)
0.005 (0.000 to 0.014)
0.019 (0.001 to 0.037)

0.0001
0.160 (0.056 to 0.462)

<0.0001
0.160 (0.056 to 0.462)

0.023 (0.003 to 0.044)
0.089 (0.051 to 0.128)
0.108 (0.066 to 0.150)

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group with background antiplatelet therapies, history of myocardial infarction and/or
ischemic cerebrovascular disorder and concomitant diabetes mellitus at baseline as stratum, ° Estimated using Cox
proportional hazard model with treatment group, background antiplatelet therapies, history of myocardial infarction
and/or ischemic cerebrovascular disorder and concomitant diabetes mellitus as factors

4 Unstratified Log-rank test for treatment group © Estimated using Cox proportional hazard model with treatment group

as a factor

PGM=PRODOPS/SR25990C/SFY 10810/CSR/REPORT/PGM/eff_t_km_logrank_hr_liver_r_t.sas
OUT=REPORT/OUTPUT/eff_t_km_logrank_hr_liver_r_t_i.rtf (08JUN2011 - 15:44)

SFY10810 #4EHEZE L Y5IA (Module 5.3.5.1-1 Table 24)

Property of the sanofi-aventis group - strictly confidential
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RAS-NREOLREHEARNY M (ZOMOEELGEIER) OFEMFER (5181 12:8H) —Allrandomized
population, SFY10810

Clopidogrel Ticlopidine
(N=215) (N=216)
Number of events, n (%) 1 (0.5%) 1 (0.5%)
Cumulative incidence (95% CI)* at Week 4 0.000 (0.000 to 0.000) 0.000 (0.000 to 0.000)
Cumulative incidence (95% CI)* at Week 8 0.000 (0.000 to 0.000) 0.005 (0.000 to 0.014)

Cumulative incidence (95% CI)* at Week 12

0.005 (0.000 to 0.014)

0.005 (0.000 to 0.014)

Stratified Log-rank test p-value® 0.9778 -
Adjusted Hazard ratio (95% CI)° 0.961 (0.060 to 15.37) -

0.9987 -
0.998 (0.062 to 15.95) -

Un-stratified Log-rank test p-value*
Un-adjusted Hazard ratio (95% CI)°

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group with background antiplatelet therapies, history of myocardial infarction and/or
ischemic cerebrovascular disorder and concomitant diabetes mellitus at baseline as stratum, ° Estimated using Cox
proportional hazard model with treatment group, background antiplatelet therapies, history of myocardial infarction
and/or ischemic cerebrovascular disorder and concomitant diabetes mellitus as factors

4 Unstratified Log-rank test for treatment group © Estimated using Cox proportional hazard model with treatment group
as a factor

Note: Other serious adverse drug reactions are serious adverse events for which causal relationship cannot be ruled out
and meet the following criteria, Results in death or, Life-threatening or, Requires inpatient hospitalization or prolongation
of existing hospitalization or, Results in persistent or significant disability/incapacity
PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_km_logrank_hr_osadr_r_t.sas
OUT=REPORT/OUTPUT/eff_t_km_logrank_hr_osadr_r_t_i.rtf (08JUN2011 - 15:46)

SFY10810 ##E#HEE L Y5IA (Module 5.3.5.1-1 Table 25)

= 46 - fHEE (BXEE - B6HE) OFEINDOLREMA N kb (FFHEERES) OXBRIKR (B 1812
JEfE) —All randomized population, SFY10810

Clopidogrel Ticlopidine
Presence Absence Presence Absence
(N=11) (N=204) (N=22) (N=194)
Hepatic dysfunction 0 4 (2.0%) 2 (9.1%) 22 (11.3%)

Note: Percentages are calculated using the number of patient with/without history of hepatic function disorder.
PGM=PRODOPS\SR25990\OVERALL\CTD 2011 01\REPORT\PGM\sfy10810 eff liver by histhepa r t.sas
OUT=REPORT\OUTPUT\sfy10810 eff liver by histhepa r t irtf (0ONOV2011 - 13:37)
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RAT - VREOLTEMARY FOBEER (25 - 52:58R) —All randomized population. SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Overall
Number censored, n (%) 205 (95.3%) 179 (82.9%)

Number of events, n (%)

Week 2
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 4
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 6
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 8
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 12
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 20
Number at risk
Number censored
Number of events

Property of the sanofi-aventis group - strictly confidential

10 (4.7%)

215

1

2
0.009 (0.000 to 0.022)

211

2

2
0.009 (0.000 to 0.022)

211

2

2
0.009 (0.000 to 0.022)

211

3

2
0.009 (0.000 to 0.022)

207

6

5
0.024 (0.003 to 0.044)

203

37 (17.1%)

216

3

2
0.009 (0.000 to 0.022)

211

3

8
0.037 (0.012 to 0.063)

203

3

17
0.080 (0.043 to0 0.116)

191
4
25
0.117 (0.074 to 0.161)

187

4

29
0.136 (0.090 to 0.182)

176

31
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Clopidogrel
(CLOP-CLOP)
(N=215)

Ticlopidine
(TIC-CLOP)
(N=216)

Cumulative incidence (95% CI)*

Week 28
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 36
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 44
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 52
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

0.024 (0.003 to 0.044)

201

9

5
0.024 (0.003 to 0.044)

197

14

7
0.033 (0.009 to 0.058)

192
14
10
0.048 (0.019 to 0.078)

190

153

10
0.048 (0.019 to 0.078)

0.146 (0.098 to 0.193)

172

10

34
0.160 (0.111 to 0.210)

172

11

34
0.160 (0.111 to 0.210)

166

16

36
0.170 (0.120 to 0.221)

160

135

37
0.175 (0.124 to 0.227)

@ Kaplan-Meier technique with Greenwood's variance estimation

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_km_It_saf w52_r_t.sas
OUT=REPORT/OUTPUT/eff_t_km_It_saf w52_r_t i.rtf (08JUN2011 - 16:18)

SFY10810 #4#EFEE L Y5IA (Module 5.3.5.1-1 Table 32)

K48 - IRDEEMA RN FOSFERIFIRIKR (£ iR : 52 58RH) —All randomized population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Any safety event of interest 10 (4.7%) 37 (17.1%)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Clinically significant bleeding 2 (0.9%) 2 (0.9%)
Blood disorder 2 (0.9%) 5 (2.3%)
Hepatic dysfunction 5(2.3%) 28 (13.0%)
Other serious adverse drug reaction * 1 (0.5%) 3 (1.4%)

@ Met the criteria; Results in death, or Life-threatening or, Requires inpatient hospitalization or prolongation of existing
hospitalization or, Results in persistent or significant disability/incapacity.

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff t_event_comp_saf w52_r_t.sas
OUT=REPORT/OUTPUT/eff_t_event_comp_saf w52_r_t_i.rtf (17JUN2011 - 11:37)

SFY10810 #A1E$R&EE (Module 5.3.5.1-1) Table 73 ZHZ

A9 - NREOREHARNY FOFEFER (52:8[) —FAS. DV7314-23

Clopidogrel Ticlopidine
(N=573) (N=578)
Number of events, n (%) 40 (7.0%) 87 (15.1%)
Cumulative incidence (95% CI)" at Week 2 0.004 (0.000 to 0.008) 0.014 (0.004 to 0.024)
Cumulative incidence (95% CI)” at Week 4 0.007 (0.000 to 0.014) 0.033 (0.018 to 0.047)
Cumulative incidence (95% CI)” at Week 6 0.014 (0.004 to 0.024) 0.069 (0.048 to 0.091)

Cumulative incidence (95% CI)" at Week 8

Cumulative incidence (95% CI)" at Week 12
Cumulative incidence (95% CI)* at Week 20
Cumulative incidence (95% CI)* at Week 28
Cumulative incidence (95% CI)* at Week 36
Cumulative incidence (95% CI)* at Week 44
Cumulative incidence (95% CI)* at Week 52

Log-rank test p-value”
Hazard ratio (95% CI)°

0.025 (0.012 to 0.038)
0.031 (0.016 to 0.045)
0.041 (0.024 to 0.057)
0.053 (0.034 to 0.072)
0.061 (0.041 to 0.082)
0.072 (0.050 to 0.095)
0.079 (0.056 to 0.103)

<0.0001
0.401 (0.276 to 0.583)

0.110 (0.084 to 0.137)
0.123 (0.094 to 0.151)
0.135(0.106 to 0.165)
0.157 (0.125 to 0.189)
0.162 (0.129 to 0.194)
0.169 (0.136 to 0.202)
0.176 (0.142 to 0.210)

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group, ¢ Estimated using Cox proportional hazard model with treatment group as a factor

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\dv23_eff_safety_main_f_t.sas
OUT=REPORT\OUTPUT\dv23_eff safety main_f_t_i.rtf (11AUG2011 - 16:39)

Property of the sanofi-aventis group - strictly confidential Page 148



274 BERREMH
SR25990C - ¥ O F K4 L LEREEE PAD

RE50-IHEODEZEMHA R b (MKES) OFEFTER (52 8R) —FAS. DV7314-23

Clopidogrel Ticlopidine
(N=573) (N=578)
Number of events, n (%) 6 (1.0%) 14 (2.4%)
Cumulative incidence (95% CI)" at Week 2 0.000 (0.000 to 0.000) 0.007 (0.000 to 0.014)
Cumulative incidence (95% CI)" at Week 4 0.002 (0.000 to 0.005) 0.009 (0.001 to 0.017)
Cumulative incidence (95% CI)" at Week 6 0.004 (0.000 to 0.009) 0.013 (0.003 to 0.022)

Cumulative incidence (95% CI)" at Week 8

Cumulative incidence (95% CI)" at Week 12
Cumulative incidence (95% CI)* at Week 20
Cumulative incidence (95% CI)* at Week 28
Cumulative incidence (95% CI)* at Week 36
Cumulative incidence (95% CI)* at Week 44
Cumulative incidence (95% CI)* at Week 52

Log-rank test p-value”
Hazard ratio (95% CI)°

0.005 (0.000 to 0.012)
0.009 (0.001 to 0.017)
0.009 (0.001 to 0.017)
0.009 (0.001 to 0.017)
0.009 (0.001 to 0.017)
0.012 (0.002 to 0.021)
0.012 (0.002 to 0.021)

0.0429
0.386 (0.148 to 1.005)

0.017 (0.006 to 0.028)
0.019 (0.007 to 0.031)
0.019 (0.007 to 0.031)
0.027 (0.012 to 0.041)
0.027 (0.012 to 0.041)
0.027 (0.012 to 0.041)
0.030 (0.014 to 0.047)

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group, ° Estimated using Cox proportional hazard model with treatment group as a factor

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\dv23_eff_blood_dis_main_f_t.sas
OUT=REPORT\OUTPUT\dv23_eff_blood_dis_main_f t_i.rtf (25AUG2011 - 15:10)
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R51-IROREHARNY + (FFHEEES) OFEHTHERE (52:87[E) —FAS, DV7314-23

Clopidogrel Ticlopidine
(N=573) (N=578)
Number of events, n (%) 24 (4.2%) 69 (11.9%)
Cumulative incidence (95% CI)" at Week 2 0.002 (0.000 to 0.005) 0.007 (0.000 to 0.014)
Cumulative incidence (95% CI)" at Week 4 0.004 (0.000 to 0.008) 0.024 (0.011 to 0.036)

Cumulative incidence (95% CI)" at Week 6

Cumulative incidence (95% CI)" at Week 8

Cumulative incidence (95% CI)" at Week 12
Cumulative incidence (95% CI)* at Week 20
Cumulative incidence (95% CI)* at Week 28
Cumulative incidence (95% CI)* at Week 36
Cumulative incidence (95% CI)* at Week 44
Cumulative incidence (95% CI)* at Week 52

Log-rank test p-value”
Hazard ratio (95% CI)°

0.007 (0.000 to 0.014)
0.016 (0.006 to 0.027)
0.020 (0.008 to 0.032)
0.028 (0.014 to 0.042)
0.034 (0.019 to 0.050)
0.041 (0.024 to 0.058)
0.045 (0.027 to 0.063)
0.048 (0.029 to 0.067)

<0.0001
0.305 (0.192 to 0.486)

0.057 (0.037 to 0.076)
0.092 (0.067 to 0.117)
0.107 (0.080 to 0.134)
0.117 (0.089 to 0.145)
0.129 (0.099 to 0.158)
0.133 (0.103 to 0.163)
0.136 (0.105 to 0.166)
0.139 (0.108 to 0.170)

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group, ° Estimated using Cox proportional hazard model with treatment group as a factor

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_O0N\REPORT\PGM\dv23_eff_liver_main_f_t.sas
OUT=REPORT\OUTPUT\dv23_eff_liver_main_f_t_i.rtf (25AUG2011 - 15:12)
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RE52-NEOREEARY N GEMEHEEHMM) OFEFER (52:8[B) —FAS. DV7314-23

Clopidogrel Ticlopidine

(N=573) (N=578)
Number of events, n (%) 8 (1.4%) 5 (0.9%)
Cumulative incidence (95% CI)" at Week 2 0.000 (0.000 to 0.000) 0.000 (0.000 to 0.000)
Cumulative incidence (95% CI)" at Week 4 0.000 (0.000 to 0.000) 0.000 (0.000 to 0.000)
Cumulative incidence (95% CI)" at Week 6 0.000 (0.000 to 0.000) 0.000 (0.000 to 0.000)
Cumulative incidence (95% CI)" at Week 8 0.000 (0.000 to 0.000) 0.000 (0.000 to 0.000)
Cumulative incidence (95% CI)" at Week 12 0.000 (0.000 to 0.000) 0.000 (0.000 to 0.000)
Cumulative incidence (95% CI)* at Week 20 0.000 (0.000 to 0.000) 0.002 (0.000 to 0.007)
Cumulative incidence (95% CI)* at Week 28 0.006 (0.000 to 0.013) 0.007 (0.000 to 0.016)

Cumulative incidence (95% CI)* at Week 36
Cumulative incidence (95% CI)* at Week 44
Cumulative incidence (95% CI)* at Week 52

Log-rank test p-value”
Hazard ratio (95% CI)°

0.008 (0.000 to 0.017)
0.013 (0.003 to 0.023)
0.018 (0.006 to 0.030)

0.6042
1.342 (0.439 to 4.104)

0.007 (0.000 to 0.016)
0.013 (0.002 to 0.024)
0.013 (0.002 to 0.024)

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group, ° Estimated using Cox proportional hazard model with treatment group as a factor

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_O01\REPORT\PGM\dv23_eff_haemo_main_f_t.sas
OUT=REPORT\OUTPUT\dv23_eff_haemo_main_f_t_i.rtf (25AUG2011 - 15:11)
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RE3I-NEDREHARY N (ZOMOEELEMER) OFEFHER (52:8[) —FAS. DV7314-23

Clopidogrel Ticlopidine

(N=573) (N=578)
Number of events, n (%) 5 (0.9%) 1 (0.2%)
Cumulative incidence (95% CI)" at Week 2 0.002 (0.000 to 0.005) 0.000 (0.000 to 0.000)
Cumulative incidence (95% CI)" at Week 4 0.002 (0.000 to 0.005) 0.000 (0.000 to 0.000)
Cumulative incidence (95% CI)" at Week 6 0.004 (0.000 to 0.009) 0.000 (0.000 to 0.000)
Cumulative incidence (95% CI)" at Week 8 0.004 (0.000 to 0.009) 0.002 (0.000 to 0.006)
Cumulative incidence (95% CI)" at Week 12 0.004 (0.000 to 0.009) 0.002 (0.000 to 0.006)
Cumulative incidence (95% CI)* at Week 20 0.006 (0.000 to 0.012) 0.002 (0.000 to 0.006)
Cumulative incidence (95% CI)* at Week 28 0.006 (0.000 to 0.012) 0.002 (0.000 to 0.006)
Cumulative incidence (95% CI)* at Week 36 0.006 (0.000 to 0.012) 0.002 (0.000 to 0.006)

Cumulative incidence (95% CI)* at Week 44
Cumulative incidence (95% CI)* at Week 52

Log-rank test p-value”
Hazard ratio (95% CI)°

0.008 (0.000 to 0.015)
0.010 (0.001 to 0.019)

0.1369
4.432 (0.517 to 37.96)

0.002 (0.000 to 0.006)
0.002 (0.000 to 0.006)

@ Kaplan-Meier technique with Greenwood's variance estimation
b Log-rank test for treatment group, ° Estimated using Cox proportional hazard model with treatment group as a factor

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\dv23_eff_osadr_main_f_t.sas

OUT=REPORT\OUTPUT\dv23_eff_osadr_main_f_t_i.rtf (25AUG2011 - 15:10)

73 HOHEEERER

=54 - MREOHEMMEEEEROMBITER (24 : 52:8/) —All randomized population, SFY10810

Clopidogrel
(CLOP-CLOP)
(N=215)

Ticlopidine
(TIC-CLOP)
(N=216)

Overall
Number censored, n (%)
Number of events, n (%)

Week 2
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Property of the sanofi-aventis group - strictly confidential

175 (81.4%)
40 (18.6%)

210
1
5

0.023 (0.003 to 0.043)

175 (81.0%)
41 (19.0%)

211

3

6
0.028 (0.006 to 0.050)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)

Week 4

Number at risk 203 205

Number censored 2 3

Number of events 10 8

Cumulative incidence (95% CI)* 0.047 (0.018 to 0.075) 0.037 (0.012 to 0.062)
Week 6

Number at risk 201 202

Number censored 2 3

Number of events 12 11

Cumulative incidence (95% CI)*

Week 8
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 12
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 20
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 28
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 36
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*
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0.056 (0.025 to 0.087)

199

3

14
0.065 (0.032 to 0.099)

192

5

18
0.084 (0.047 to 0.122)

187
5
23
0.108 (0.067 to 0.150)

181
7
28
0.132 (0.087 to 0.178)

174

9

32
0.152 (0.103 to 0.200)

0.051 (0.022 to 0.081)

201

4

11
0.051 (0.022 to 0.081)

197

4

15
0.070 (0.036 to 0.104)

187

9

21
0.099 (0.059 to 0.139)

179

11

27
0.128 (0.083 to 0.174)

173

12

33
0.158 (0.108 to 0.207)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)

Week 44

Number at risk 168 163

Number censored 9 17

Number of events 38 37

Cumulative incidence (95% CI)* 0.181 (0.129 to 0.233) 0.178 (0.126 to 0.230)
Week 52

Number at risk 165 155

Number censored 127 134

Number of events 40 41

Cumulative incidence (95% CI)* 0.191 (0.138 to 0.244) 0.198 (0.144 to 0.253)

@ Kaplan-Meier technique with Greenwood's variance estimation

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_km_It bae_w52_r t.sas
OUT=REPORT/OUTPUT/eff_t_km_It_bae_w52_r_t_i.rtf (08JUN2011 - 16:19)

SFY10810 #4EHEZE L Y5IA (Module 5.3.5.1-1 Table 30)

= 55- IROEHMHEREEEROFANRRKR (28 : 52:8M[) —All randomized population.

SFY10810

Clopidogrel Ticlopidine

PRIMARY SYSTEM ORGAN CLASS (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)
Any bleeding adverse event 40 (18.6%) 41 (19.0%)
BREES L UFERIE 0 1 (0.5%)
REMREER 0 1 (0.5%)
IR REE 0 1 (0.5%)
FEhOHmtEEL 0 1 (0.5%)
ARfEE 5 (2.3%) 3 (1.4%)
#ERE H 1 (0.5%) 2 (0.9%)
R FLEEH M 0 1 (0.5%)

8 AR H 4 (1.9%) 0

MERER. MERE & UHthRES 8 (3.7%) 5 (2.3%)
21 6 (2.8%) 3 (1.4%)
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Clopidogrel Ticlopidine

PRIMARY SYSTEM ORGAN CLASS (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)
X 2 (0.9%) 2 (0.9%)

BAEE 7 (3.3%) 10 (4.6%)
A 0 1 (0.5%)
ALP9 & fn 0 2 (0.9%)
HmtEE % 0 1 (0.5%)
B F i 1 1 (0.5%) 2 (0.9%)
B A 1 (0.5%) 1 (0.5%)
Ifn {88 0 1 (0.5%)
M 3 (1.4%) 1 (0.5%)
ALF 0 1 (0.5%)
A REAH f 2 (0.9%) 0

KES LUK THEES 5 (2.3%) 10 (4.6%)
RTHm 3 (1.4%) 8 (3.7%)
E30] 2 (0.9%)

FE S i 0 2 (0.9%)

MERRB L UVEESHEBES 0 1 (0.5%)
H I 14 BE & AE 0 1 (0.5%)

BB L UREES 1 (0.5%) 2 (0.9%)
i fR 0 2 (0.9%)
PR &E H 1 (0.5%)

—f% - 2BBEES L VREIEOKE 1 (0.5%)

I & SRR BR L H 1 1 (0.5%)

ERRIRE 4 (1.9%) 2 (0.9%)
R & I f5 1 3 (1.4%) 2 (0.9%)
EB S 1 (0.5%) 0

BE. PESLUVNEESHHE 9 (4.2%) 7 (3.2%)
15 0 1 (0.5%)
Z@5 1 (0.5%) 0
RG 1 (0.5%) 4 (1.9%)
JLE £ H M 2 (0.9%) 0
KT mfE 0 1 (0.5%)
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Clopidogrel Ticlopidine
PRIMARY SYSTEM ORGAN CLASS (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)
EETMmE 2 (0.9%) 0
VAN Edusfiil] 3 (1.4%) 1 (0.5%)

SOC: System organ class, PT: Preferred term
MEDDRA 14.0

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.

Event composition is summarized by primary SOC and PT.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff_t event cmp_bae w52_r_t.sas

OUT=REPORT\OUTPUT\sfy10810_eff t event_cmp_bae w52_r t j i.rtf (25AUG2011 - 13:24)

% 56 -MIROHMMEEEEROMEMER (52:8[) —FAS. DV7314-23

Clopidogrel
(N=573)

Ticlopidine
(N=578)

Number of events, n (%)

Cumulative incidence (95% CI)* at Week 2
Cumulative incidence (95% CI)* at Week 4
Cumulative incidence (95% CI)* at Week 6
Cumulative incidence (95% CI)* at Week 8
Cumulative incidence (95% CI)* at Week 12
Cumulative incidence (95% CI)" at Week 20
Cumulative incidence (95% CI)" at Week 28
Cumulative incidence (95% CI)" at Week 36
Cumulative incidence (95% CI)" at Week 44
Cumulative incidence (95% CI)" at Week 52

Log-rank test p-value”
Hazard ratio (95% CI)°

169 (29.5%)

0.051 (0.033 to 0.069)
0.095 (0.071 to 0.120)
0.126 (0.099 to 0.154)
0.141 (0.112 to 0.170)
0.179 (0.147 to 0.211)
0.218 (0.183 to 0.252)
0.256 (0.219 to 0.293)
0.286 (0.247 to 0.325)
0.308 (0.268 to 0.347)
0.321 (0.281 to 0.362)

0.9020
1.014 (0.815 to 1.262)

153 (26.5%)

0.044 (0.027 to 0.060)
0.075 (0.053 to 0.096)
0.092 (0.068 to 0.116)
0.120 (0.093 to 0.148)
0.146 (0.116 to 0.176)
0.196 (0.161 to 0.231)
0.241 (0.203 to 0.280)
0.276 (0.235 to 0.317)
0.312 (0.269 to 0.355)
0.331 (0.287 to 0.375)

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group, ¢ Estimated using Cox proportional hazard model with treatment group as a factor

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\dv23_eff_bleedingae_main_f_t.sas
OUT=REPORT\OUTPUT\dv23_eff_bleedingae_main_f _t_i.rtf (11AUG2011 - 17:07)
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RO57-FEOHEMEEEEZROLFEANFREKR (52 BRE) —FAS. DV7314-23

PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=573) (N=578)

Any bleeding event 169 (29.5%) 153 (26.5%)

BREES L UFERIE 2 (0.3%) 2 (0.3%)
[EX K 1 (0.2%) 0
FE B 2% 1 (0.2%) 0
REMRKRER 0 1 (0.2%)
S2IREER 0 1 (0.2%)

B, BB LUHETHOFEY (ERBLUVR)—-TEEL) 1 (0.2%)

FERE T Y 1 (0.2%)

HREREE 4 (0.7%) 1 (0.2%)
Aixd H I 2 (0.3%) 1 (0.2%)
BEE M 1 (0.2%) 0
AR H M 1 (0.2%) 0

ERfEE 16 (2.8%) 10 (1.7%)
#EME H M 10 (1.7%) 5 (0.9%)
& PR IR M IR AE 0 1 (0.2%)
8RR H M 4 (0.7%) 4 (0.7%)
IR %R B 2= 1 (0.2%) 0
fHF A M 1 (0.2%) 0

EBLURKESE 0 1 (0.2%)
Efim 0 1 (0.2%)

mEES 2 (0.3%) 2 (0.3%)
KENARIEH R 1 (0.2%) 0
mfE 1 (0.2%) 0
H i 0 2 (0.3%)

MR ER. MERE & UHEfRIEE 35 (6.1%) 33 (5.7%)
SHim 32 (5.6%) 33 (5.7%)
E 4 (0.7%) 0

BiaEE 25 (4.4%) 27 (4.7%)
ATP9 & fn 1 (0.2%) 3 (0.5%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=573) (N=578)
2] 0 1 (0.2%)
Bdm 3 (0.5%) 0
BiES 0 1 (0.2%)
B A 9 (1.6%) 5 (0.9%)
WAL 0 1 (0.2%)
M 8 (1.4%) 3 (0.5%)
=27 1 (0.2%) 1 (0.2%)
Stz 0 1 (0.2%)
ALF 2 (0.3%) 3 (0.5%)
(mpeyes gl 1 (0.2%) 5 (0.9%)
B E & 0 1 (0.2%)
& H 0 1 (0.2%)
D i % 0 1 (0.2%)
RESLUETHERES 47 (8.2%) 47 (8.1%)
RTHm 43 (7.5%) 42 (7.3%)
Z D EEE 1 (0.2%) 0
E40] 2 (0.3%) 5 (0.9%)
B TE &R 1 (0.2%) 0
MEBRRB L UVEESHEBES 1 (0.2%) 1 (0.2%)
H ifn 14 BA BT AiE 1 (0.2%) 1 (0.2%)
BH L UVREES 3 (0.5%) 4 (0.7%)
FREHER 1 (0.2%) 0
HH A R Bk 2 0 1 (0.2%)
It R 2 (0.3%) 3 (0.5%)
HBERBLVEERESE 2 (0.3%) 4 (0.7%)
PR M 0 1 (0.2%)
AEiE% 1 (0.2%) 3 (0.5%)
AIEFEHID 1 (0.2%) 0
ERIKIEE 8 (1.4%) 1 (0.2%)
H I B R EE 8 (1.4%) 1 (0.2%)
FE. DESIUVNESHHE 23 (4.0%) 25 (4.3%)
15 7 (1.2%) 6 (1.0%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=573) (N=578)
EfBES 1 (0.2%) 0
Zia5 1 (0.2%) 6 (1.0%)
BEH 1 (0.2%) 0
A &R E3 0 1 (0.2%)
x5 10 (1.7%) 9 (1.6%)
ORERigE 0 1 (0.2%)
€3 0 1 (0.2%)
fiep 0 1 (0.2%)
WEIZK HER 1 (0.2%) 0
VAN Easfiil] 2 (0.3%) 1 (0.2%)
NEB LI UVRRLE 1 (0.2%)
73] 1 (0.2%)
SOC: System organ class, PT: Preferred term
MEDDRA 14.0

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.
Event composition is summarized by primary SOC and PT.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\dv23_eff_bleedingae_comp_f_t.sas
OUT=REPORT\OUTPUT\dv23_eff_bleedingae_comp_f_t_j_i.rtf (26AUG2011 - 11:56)
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74 EBEELRAEEZR

KRE8-VRDEELHEELROMEMER (18 : 12:8R) —All randomized population. SFY10810

Clopidogrel Ticlopidine
(N=215) (N=216)
Number of events, n (%) 8 (3.7%) 10 (4.6%)
Cumulative incidence (95% CI)* at Week 4 0.014 (0.000 to 0.030) 0.005 (0.000 to 0.014)
Cumulative incidence (95% CI)* at Week 8 0.028 (0.006 to 0.050) 0.019 (0.001 to 0.037)
Cumulative incidence (95% CI)* at Week 12 0.038 (0.012 to 0.063) 0.047 (0.019 to 0.075)
Stratified Log-rank test p-value® 0.6805 -

Adjusted Hazard ratio (95% CI)®

Un-stratified Log-rank test p-value®
Un-adjusted Hazard ratio (95% CI)°

0.822 (0.323 t0 2.092)

0.6482
0.806 (0.318 to 2.042)

@ Kaplan-Meier technique with Greenwood's variance estimation
b Log-rank test for treatment group with background antiplatelet therapies, history of myocardial infarction and/or
ischemic cerebrovascular disorder and concomitant diabetes mellitus at baseline as stratum, ° Estimated using Cox
proportional hazard model with treatment group, background antiplatelet therapies, history of myocardial infarction
and/or ischemic cerebrovascular disorder and concomitant diabetes mellitus as factors
4 Unstratified Log-rank test for treatment group © Estimated using Cox proportional hazard model with treatment group

as a factor

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_km_logrank_hr_sae r_t.sas
OUT=REPORT/OUTPUT/eff_t_km_logrank_hr_sae_r_t_i.rtf (08JUN2011 - 15:47)

SFY10810 #4EHEZE L Y5IA (Module 5.3.5.1-1 Table 27)

R59-VROEELEHEEZROMBITER (24 : 52:8/) —All randomized population, SFY10810

Clopidogrel
(CLOP-CLOP)
(N=215)

Ticlopidine
(TIC-CLOP)
(N=216)

Overall
Number censored, n (%)
Number of events, n (%)

Week 2
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Property of the sanofi-aventis group - strictly confidential

180 (83.7%)
35 (16.3%)

214
1
2

0.009 (0.000 to 0.022)

176 (81.5%)
40 (18.5%)

216

3

1
0.005 (0.000 to 0.014)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)

Week 4

Number at risk 211 212

Number censored 2 3

Number of events 3 1

Cumulative incidence (95% CI)* 0.014 (0.000 to 0.030) 0.005 (0.000 to 0.014)
Week 6

Number at risk 208 209

Number censored 2 3

Number of events 5 4

Cumulative incidence (95% CI)*

Week 8
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 12
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 20
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 28
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 36
Number at risk
Number censored
Number of events

Property of the sanofi-aventis group - strictly confidential

0.023 (0.003 to 0.044)

207

3

6
0.028 (0.006 to 0.050)

203

4

8
0.038 (0.012 to 0.063)

199
4
12

0.056 (0.025 to 0.088)

193

6

16
0.075 (0.040 t0 0.111)

185

22

0.019 (0.001 to 0.037)

208

4

4
0.019 (0.001 to 0.037)

203
4
10
0.047 (0.019 to 0.075)

197

6

14
0.066 (0.033 to 0.099)

186

6

26
0.123 (0.079 to 0.168)

179

31

Page 161



27 ABRRMZ SN

SR25990C - ¥ O F K4 L LEREEE PAD

Clopidogrel
(CLOP-CLOP)
(N=215)

Ticlopidine
(TIC-CLOP)
(N=216)

Cumulative incidence (95% CI)*

Week 44
Number at risk
Number censored
Number of events

Cumulative incidence (95% CI)*

Week 52
Number at risk
Number censored
Number of events

Cumulative incidence (95% CI)*

0.104 (0.063 to 0.146)

179

8

28
0.134 (0.087 to 0.180)

171
132
35

0.167 (0.117 to 0.218)

0.147 (0.099 to 0.195)

173

9

36
0.171 (0.120 to 0.222)

166

133

40
0.190 (0.137 to 0.244)

@ Kaplan-Meier technique with Greenwood's variance estimation
PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_km_It_sae_w52_r_t.sas
OUT=REPORT/OUTPUT/eff_t_km_It_sae_w52_r_t_i.rtf (08JUN2011 - 16:20)

SFY10810 #4EHEZE L Y5IA (Module 5.3.5.1-1 Table 31)

£ 60-IRODEELAETEROSEARBRKR (28R : 52:8f[) —All randomized population.

SFY10810

PRIMARY SYSTEM ORGAN CLASS
Preferred Term n(%)

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)

Any serious adverse event

REES S VFERE
SFAMRER
RERX

REQET 7PN

MRERZE K

&

RS

RIE T Rih ¢

R EERRS

ER RN
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35 (16.3%)

_ O ==, O O O = O A

(1.9%)

(0.5%)

(0.5%)
(0.5%)

(0.5%)

40 (18.5%)

(2.3%)
(0.5%)

(0.5%)

(0.5%)
(0.5%)

(0.5%)

S = O O === O = W
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Clopidogrel Ticlopidine
PRIMARY SYSTEM ORGAN CLASS (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)

B, BESLUHETHOFEY (BRELUVR)—TEED) 7 (3.3%) 2 (0.9%)

i 32 1 (0.5%) 0

tEharE 2 (0.9%) 0

FEE LN 1 (0.5%) 0

=i 1 (0.5%) 0

fifi R IE 0 1 (0.5%)

oD BT E W) 1 (0.5%) 0

BiEE 1 (0.5%) 0

ERTS MR 0 1 (0.5%)
KRB L UXERE 1 (0.5%) 0

1K I #5 14 B EH R 1 (0.5%) 0
AMEE 1 (0.5%) 0

5 DfF 1 (0.5%) 0
HREREE 1 (0.5%) 6 (2.8%)

EHERIKE 0 1 (0.5%)

fitE 3E 0 1 (0.5%)

ERMRKEE 0 1 (0.5%)

JUTHEE 0 1 (0.5%)

mie R E 0 1 (0.5%)

— 18 P4 A R I F& 4 1 (0.5%) 1 (0.5%)
ARPEE 0 2 (0.9%)

BAE 0 2 (0.9%)
EB L URKES 1 (0.5%) 0

EIERTEH FE L 1 (0.5%) 0
D EREE 6 (2.8%) 7 (3.2%)

SHDmEE 0 1 (0.5%)

BIDE 2 (0.9%) 1 (0.5%)

TR ERIDE 1 (0.5%) 0

DEHE 0 1 (0.5%)

R S 0 1 (0.5%)

EEAREAZE 0 1 (0.5%)
Property of the sanofi-aventis group - strictly confidential Page 163



274 BERREMH
SR25990C - ¥ O F K4 L LEREEE PAD

Clopidogrel Ticlopidine
PRIMARY SYSTEM ORGAN CLASS (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)
EBAREEZE 1 (0.5%) 0
AR RS 0 1 (0.5%)
iR T4 FRAR 1 (0.5%) 0
L= HHER 1 (0.5%) 0
iD= MR AR 0 1 (0.5%)
mEREE 2 (0.9%) 2 (0.9%)
KENAR A7 B 0 1 (0.5%)
FAZE M ENAREE 1L fE 0 1 (0.5%)
% B BNk B %2 2 (0.9%) 0
R EE. MIERE & UHitFRRES 0 3 (1.4%)

i =, 0 1 (0.5%)

Eik=REdiirEy- 0 2 (0.9%)
BAlEE 8 (3.7%) 5 (2.3%)
ATF9 & f 0 1 (0.5%)
U AMREZR 0 1 (0.5%)
WEmR)—7 2 (0.9%) 2 (0.9%)
B 1 (0.5%) 0
Ifn {58 45k 5ttt 0 1 (0.5%)
R 1 (0.5%) 0
HBEALZ=T 2 (0.9%) 0
PaRAZE 1 (0.5%) 0
A LT 0 1 (0.5%)
SRR 1 (0.5%) 0
FFREE R[EE 3 (1.4%) 1 (0.5%)
REE & 1 (0.5%) 0
ABHfiE 1 (0.5%) 0
FFE&ha 1 (0.5%) 0
FFiESE 0 1 (0.5%)
HEERRBLUHEESHBES 1 (0.5%) 2 (0.9%)
=N 0 1 (0.5%)
1 L A ik AR AiE 1 (0.5%) 1 (0.5%)
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Clopidogrel Ticlopidine
PRIMARY SYSTEM ORGAN CLASS (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)

BB LUREES 1 (0.5%)

7 O—EEIRE 1 (0.5%)
SERBLVIEESE 0 1 (0.5%)

BRI BRAE K AE 1 (0.5%)
—f% - £ EEES L VREEHELOKE 2 (0.9%)

%) 0 1 (0.5%)

I ZEAATE 0 1 (0.5%)
BE. PEHRLUVLEESHE 2 (0.9%) 3 (1.4%)

a5 0 1 (0.5%)

EHEEEH 1 (0.5%) 0

BHEMERE 1 (0.5%) 1 (0.5%)

& A ENARE 0 1 (0.5%)

SOC: System organ class, PT: Preferred term
MEDDRA 14.0

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.

Event composition is summarized by primary SOC and PT.

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff t event cmp_sae w52_r_t.sas
OUT=REPORT\OUTPUT\sfy10810_eff_t event_cmp_sae_w52_r_t_j_i.rtf (25AUG2011 - 13:32)
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RO -ROEBEELGEETEROHEMER (52:8[) —FAS. DV7314-23

Clopidogrel Ticlopidine
(N=573) (N=578)
Number of events, n (%) 75 (13.1%) 54 (9.3%)

Cumulative incidence (95% CI)* at Week 2
Cumulative incidence (95% CI)* at Week 4
Cumulative incidence (95% CI)* at Week 6
Cumulative incidence (95% CI)* at Week 8
Cumulative incidence (95% CI)* at Week 12
Cumulative incidence (95% CI)" at Week 20
Cumulative incidence (95% CI)" at Week 28
Cumulative incidence (95% CI)" at Week 36
Cumulative incidence (95% CI)" at Week 44
Cumulative incidence (95% CI)" at Week 52

Log-rank test p-value”
Hazard ratio (95% CI)°

0.012 (0.003 to 0.021)
0.019 (0.008 to 0.031)
0.025 (0.012 to 0.038)
0.032 (0.017 to 0.047)
0.043 (0.026 to 0.060)
0.060 (0.040 to 0.081)
0.092 (0.068 to 0.117)
0.105 (0.078 to 0.131)
0.123 (0.095 to 0.152)
0.147 (0.116 to 0.178)

0.2995
1.203 (0.848 to 1.707)

0.012 (0.003 to 0.021)
0.020 (0.008 to 0.031)
0.025 (0.012 to 0.039)
0.034 (0.018 to 0.049)
0.049 (0.030 to 0.067)
0.065 (0.043 to 0.086)
0.086 (0.061 to 0.111)
0.103 (0.075 to 0.131)
0.114 (0.084 to 0.143)
0.119 (0.089 to 0.149)

@ Kaplan-Meier technique with Greenwood's variance estimation
b Log-rank test for treatment group, ° Estimated using Cox proportional hazard model with treatment group as a factor

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_ON\REPORT\PGM\dv23_eff_sae_main_f_t.sas
OUT=REPORT\OUTPUT\dv23_eff_sae_main_f_t_i.rtf (26AUG2011 - 11:16)

RO2-VRODEELEEBROHFERHRERKR (52:8[6) —FAS. DV7314-23

PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=573) (N=578)
Any serious adverse event 75 (13.1%) 54 (9.3%)
RBREEH K VFERIE 6 (1.0%) 2(0.3%)
HEHR 2 (0.3%) 0
EEX 1 (0.2%) 0
BER 1 (0.2%) 0
EEMEER 0 1 (0.2%)
B 0 1 (0.2%)
HEMAEX 1 (0.2%) 0
fifi ¢ 1 (0.2%) 0
B, EES L UHATHOHEY (BERELUKR)—TEED) 9 (1.6%) 3 (0.5%)
BB E 1 (0.2%) 0
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=573) (N=578)
FE R BT 4 ¥ 2 (0.3%) 0
fE ez 1 (0.2%) 0
=E 2 (0.3%) 0
TR EE 0 1 (0.2%)
fEETEE 1 (0.2%) 0
IHEEfE. REAAER 0 1 (0.2%)
Bz 1 (0.2%) 1 (0.2%)
TOEMHEY. RYTH 1 (0.2%) 0
MAES LV VNREE 1 (0.2%)
1 /NG A E 1 (0.2%)
REE L UXRERTE 1 (0.2%) 1 (0.2%)
B AR 1 (0.2%) 0
fa R 0 1 (0.2%)
RHEE 1 (0.2%) 2 (0.3%)
Sk ReS 1 (0.2%) 0
B&EE 0 2(0.3%)
HREREE 28 (4.9%) 19 (3.3%)
gl 2 (0.3%) 1(0.2%)
fRi#E 3E 16 (2.8%) 14 (2.4%)
A £ 1 (0.2%) 1 (0.2%)
FEHOFEN 3 (0.5%) 1 (0.2%)
KGO FE L 1 (0.2%) 0
TANA 1 (0.2%) 1 (0.2%)
BEENEMm 1 (0.2%) 0
BHHK 1 (0.2%) 0
FRER 1 (0.2%) 0
— 18 14 fix B i F&1F 1 (0.2%) 1 (0.2%)
ARPEE 3 (0.5%) 2(0.3%)
HRE 0 2 (0.3%)
8 A% H 1 1 (0.2%) 0
EEMEAER 1 (0.2%) 0
il FRH M 1 (0.2%) 0
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=573) (N=578)
EB FURKESE 0 1 (0.2%)
FEL DA ACIE TR o JA 0 1 (0.2%)
DEREE 4 (0.7%) 2 (0.3%)
SHDMIEE 1 (0.2%) 0
BIDFE 2 (0.3%) 2 (0.3%)
IDEHE 1 (0.2%) 0
mEES 1 (0.2%) 3 (0.5%)
K ENARTE B 1 (0.2%) 0
= mE 0 2 (0.3%)
RIEBAREAZEMZE R 0 1 (0.2%)
MR ER. MIERE & UHtfRIES 1 (0.2%) 3 (0.5%)
SHm 0 2 (0.3%)
SPERE 0 1 (0.2%)
ffg K 1 (0.2%) 0
BIaEE 6 (1.0%) 3 (0.5%)
87 0 1 (0.2%)
ARy —7 1 (0.2%) 0
P % 1 (0.2%) 0
B 1 (0.2%) 0
BES 0 1 (0.2%)
B+ ilmx 1 (0.2%) 0
ALF 2 (0.3%) 1(0.2%)
FFREE REE 1 (0.2%) 2 (0.3%)
SMBEE % 0 1 (0.2%)
i REERE 0 1 (0.2%)
i 1 (0.2%) 0
EEHLUETHERES 2 (0.3%) 1 (0.2%)
KREEE 1 (0.2%) 0
®% 0 1 (0.2%)
KIEEE 1 (0.2%) 0
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=573) (N=578)

HERRBLUEEHEBES 4 (0.7%) 4 (0.7%)
RE I 2 1 (0.2%) 0
EEE 0 1 (0.2%)
B EREREAE 2 (0.3%) 0
EHERERE 0 1 (0.2%)
ERMEEHE 1 (0.2%) 1 (0.2%)
BEHINYIE 1 (0.2%) 0
i 2¢ 0 1 (0.2%)

BB L UVRERES 1 (0.2%) 1 (0.2%)
FRE#ER 0 1 (0.2%)
S2EERe 1 (0.2%) 0

—f% - 25EEH L VIREEEOIKE 2 (0.3%)
ff &R AN R =% 1 (0.2%)
ff 75 1 (0.2%)

ERERIRE 1 (0.2%) 2 (0.3%)
TS5 F2/ b3R5 —H#EM 1 (0.2%) 1 (0.2%)
TANRNSXUBT I/ b5 0R 7 5—CEEmM 1 (0.2%) 1(0.2%)
mf7ILAYKRR T 72 —EHEM 1 (0.2%) 0
i ih 3L ER R K REERIE M 1 (0.2%) 1(0.2%)
y=J LA IV LS URT T S—EHEM 1 (0.2%) 1(0.2%)

5E. PESLUVNEEHHE 5 (0.9%) 3 (0.5%)
LEMESSE 1 (0.2%) 0
KERE BT 0 1 (0.2%)
REW 1 (0.2%) 0
R 0 1(0.2%)
k==gn 1 (0.2%) 0
RBEW 1 (0.2%) 1 (0.2%)
EHEEEH 1 (0.2%) 0

SOC: System organ class, PT: Preferred term
MEDDRA 14.0

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.
Event composition is summarized by primary SOC and PT.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\dv23_eff_sae_comp_f_t.sas
OUT=REPORT\OUTPUT\dv23_eff sae_comp_f t j i.rtf (26AUG2011 - 11:58)
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75 AEEZR

RO3I-VRODEZTEZRDHENER (518 : 12:8/) —All randomized population, SFY10810

Clopidogrel
(N=215)

Ticlopidine
(N=216)

Number of events, n (%)

Cumulative incidence (95% CI)* at Week 4
Cumulative incidence (95% CI)* at Week 8
Cumulative incidence (95% CI)* at Week 12

Stratified Log-rank test p-value®
Adjusted Hazard ratio (95% CI)*

Un-stratified Log-rank test p-value*
Un-adjusted Hazard ratio (95% CI)°

150 (69.8%)

0.392 (0.327 to 0.458)
0.567 (0.500 to 0.633)
0.688 (0.625 to 0.750)

0.0026
0.719 (0.576 to 0.898)

0.0021
0.717 (0.575 to 0.893)

171 (79.2%)

0.542 (0.475 to 0.609)
0.726 (0.666 to 0.786)
0.797 (0.743 to 0.851)

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group with background antiplatelet therapies, history of myocardial infarction and/or
ischemic cerebrovascular disorder and concomitant diabetes mellitus at baseline as stratum, ° Estimated using Cox
proportional hazard model with treatment group, background antiplatelet therapies, history of myocardial infarction
and/or ischemic cerebrovascular disorder and concomitant diabetes mellitus as factors

4 Unstratified Log-rank test for treatment group © Estimated using Cox proportional hazard model with treatment group

as a factor

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_km_logrank_hr_ae r t.sas
OUT=REPORT/OUTPUT/eff_t_km_logrank_hr_ae_r_t i.ritf (08JUN2011 - 15:48)

SFY10810 #4FHEZE L Y5IA (Module 5.3.5.1-1 Table 28)

=64 - ROEEEROSERFRERKR (5181 : 12:8/) —All randomized population, SFY10810

PRIMARY SYSTEM ORGAN CLASS
Preferred Term n(%)

Clopidogrel Ticlopidine

(N=215) (N=216)

Any adverse event

RIS & UB A RE
CETE
REXH
BBt %
ERERER
B

wRAED

Property of the sanofi-aventis group - strictly confidential

150 (69.8%) 171 (79.2%)

26 (12.1%) 13 (6.0%)

1

1
1
1
1
0

(0.5%) 0
(0.5%) 0
(0.5%) 0
(0.5%) 0
(0.5%) 0

1 (0.5%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
REMREER 0 1 (0.5%)
KRR 2% 1 (0.5%) 0
S2IREE % 17 (7.9%) 8 (3.7%)
JTCEH % 1 (0.5%) 0
NI 58 2¢ 1 (0.5%) 0
B S R R 2 1 (0.5%) 0
TR e 0 2 (0.9%)
ERERSE 0 1 (0.5%)
B, BB L UVHETHOFEY (ERELUVR)—-TEED) 2 (0.9%) 1 (0.5%)
ffimTELERE. REATH 1 (0.5%) 0
BiEE 1 (0.5%) 0
LTS E 0 1 (0.5%)
mES LV VNREE 0 3 (1.4%)
=yl 0 2 (0.9%)
PP ER BRI INSE 1 (0.5%)
Ao bES 0 1 (0.5%)
=705 F U hiE 0 1 (0.5%)
REE L UEEESE 3 (1.4%) 10 (4.6%)
BAURIR 1 (0.5%) 0
HER IR 0 2 (0.9%)
PEEE®EE 0 2 (0.9%)
fa R 0 1 (0.5%)
=3 LXRFO—)Lm%E 0 1 (0.5%)
= 5 M4E 2 (0.9%) 3 (1.4%)
= PRE& I fiE 0 1 (0.5%)
FHEE 1 (0.5%) 1 (0.5%)
TERSE 1 (0.5%) 1 (0.5%)
IR REE 6 (2.8%) 6 (2.8%)
f#EZE 0 1 (0.5%)
FEIMEDHFE L 1 (0.5%) 0
Z3 R ok IR 0 1 (0.5%)
GIEPES 0 1 (0.5%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
RE SRR 0 2 (0.9%)
R 1 (0.5%) 0
Y FiZE 1 (0.5%) 0
&R 1 (0.5%) 1 (0.5%)
EXIRTEEESE 0 1 (0.5%)
— 18 P4 A FE i F 4 1 (0.5%) 0
PR RICERT SEERMEHFL 1 (0.5%) 0
AREE 3 (1.4%) 2 (0.9%)
fERE R 1 (0.5%) 1 (0.5%)
AREE Z S FEAE 0 1 (0.5%)
AR &R A 1R =% 1 (0.5%) 0
HF AR Y 1 (0.5%) 0
EBLURKESE 1 (0.5%) 2 (0.9%)
BT 0 1 (0.5%)
EERTEH FE L 0 1 (0.5%)
BEIMERIERTEDH FE L 1 (0.5%) 0
D EPEE 4 (1.9%) 4 (1.9%)
BlMiE 0 1 (0.5%)
EENAREAZE 0 1 (0.5%)
AR RE RS 0 1 (0.5%)
R AR AR 1 (0.5%) 0
HEREEEL 0 1 (0.5%)
L= HHER 1 (0.5%) 0
481 2 (0.9%) 0
mERFEE 0 6 (2.8%)
KIEBIARIE R 0 1 (0.5%)
EFTY 0 1 (0.5%)
= mE 0 3 (1.4%)
R MEBRAT 0 1 (0.5%)
MR ER. MIEBE & UHtfRES 5 (2.3%) 3 (1.4%)
[E X YLRERAE 1 (0.5%) 0
% Wk 0 1 (0.5%)
=Y il 2 (0.9%) 1 (0.5%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
% I 1 (0.5%) 0
EREDKIE 1 (0.5%) 1 (0.5%)
BAEE 15 (7.0%) 18 (8.3%)
FE AR AR =% 1 (0.5%) 1 (0.5%)
BEE 0 1 (0.5%)
Vb ARG 0 1 (0.5%)
e 1 (0.5%) 1 (0.5%)
T 6 (2.8%) 3 (1.4%)
HETR 0 1 (0.5%)
DB BB AN TR R 0 1 (0.5%)
BHE 0 1 (0.5%)
BRI 1 (0.5%) 1 (0.5%)
WAL 1 (0.5%) 1 (0.5%)
B 1 (0.5%) 0
Ifn {58 45k ittt 0 1 (0.5%)
B 0 1 (0.5%)
3Gk 1 (0.5%) 1 (0.5%)
i JE 2% 2 (0.9%) 2 (0.9%)
AW % 0 1 (0.5%)
3R] 1 (0.5%) 0
& it 1 (0.5%) 2 (0.9%)
FFREE RIEE 4 (1.9%)
FFHREE = 3 (1.4%)
BB S o MR 28 1 (0.5%)
RESLURTHERES 11 (5.1%) 20 (9.3%)
M /2R E e 0 1 (0.5%)
RIERZHE 1 (0.5%) 0
RE# 1 (0.5%) 1 (0.5%)
B3> 1 (0.5%) 2 (0.9%)
ik 1 (0.5%) 0
RERZHES 0 1 (0.5%)
#IBE 0 1 (0.5%)
BT 1 (0.5%) 2 (0.9%)
BA1 0 1 (0.5%)
A 2 (0.9%) 0
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
% O FERE 1 (0.5%) 2 (0.9%)
£5M%T 5 EE 0 3 (1.4%)
£33 1 (0.5%) 0
®% 1 (0.5%) 3 (1.4%)
B R B 0 1 (0.5%)
ZANET D FERE 1 (0.5%) 0
& 0 1 (0.5%)
7737 0 1 (0.5%)
MEERRS L UVESHEBES 10 (4.7%) 7 (3.2%)
E3NGRE 0 1 (0.5%)
EiEE 4 (1.9%) 1 (0.5%)
HEfEI R ZE H 1 (0.5%) 0
mEEE 1 (0.5%) 0
EIEEE 1 (0.5%) 0
R 0 1 (0.5%)
R B EAE 1 (0.5%) 1 (0.5%)
7Y A% 5 2 (0.9%) 0
38 11 ) B ¢ 0 1 (0.5%)
)X FHELHKmRE 0 1 (0.5%)
A A B AE 1= ¥ 1 (0.5%) 0
fE % 2 0 1 (0.5%)
BH L UVREES 1 (0.5%) 3 (1.4%)
BEAR A 2 0 1 (0.5%)
7 O—EERSE 1 (0.5%) 0
BEiRelEE 0 2 (0.9%)
AERBLVIEEE 1 (0.5%) 0
BRI AR AR KIE 1 (0.5%) 0
—fi% - 2BEES L VRGO IKE 3 (1.4%) 1 (0.5%)
KEREENR 1 (0.5%) 0
RIEMFE 2 (0.9%) 0
FEL 0 1 (0.5%)
AP C 52 (24.2%) 74 (34.3%)
TS5 -7/ 50RT75—EHEM 2 (0.9%) 5 (2.3%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
BT LRt IE F5 $UR 2 (0.9%) 3 (1.4%)
FRARNSXUBT7TI/ PSR 7 5—EEM 1 (0.5%) 5 (2.3%)
FFIE R BRENE M 1 (0.5%) 0
FIEEERE 7 FREM 0 1 (0.5%)
mb7ILAYRRT 72 —EHEN 1 (0.5%) 5 (2.3%)
mehaLRXFa—,LiEmn 1 (0.5%) 2 (0.9%)
mey L7 F=Em 1 (0.5%) 4 (1.9%)
I B FLER AR K SREE SR 18N 0 2 (0.9%)
mehAh ) L 0 2 (0.9%)
RaREAmE £ 5 1 (0.5%) 0
e kY S+ FiEm 17 (7.9%) 12 (5.6%)
SFERBRERIE AN 0 3 (1.4%)
PFEAERE S ZEIEM 1 (0.5%) 4 (1.9%)
y=J WA IV LSRRI S—HEEM 7 (3.3%) 19 (8.8%)
FRep 7 Ko REfEHE 2 (0.9%) 2 (0.9%)
BLEYRESRD 3 (1.4%) 2 (0.9%)
ELEY REBED 1 (0.5%) 2 (0.9%)
ELELE RESEM 2 (0.9%) 1 (0.5%)
1) 2 NERBUR D 2 (0.9%) 2 (0.9%)
) o REaa xRS 4 (1.9%) 3 (1.4%)
) D NERE S B 0 1 (0.5%)
B Bk EE 0 3 (1.4%) 3 (1.4%)
HEREH 2 FEEM 4 (1.9%) 1 (0.5%)
SF R ERBUR 1 (0.5%) 7 (3.2%)
PFHERE S EIEM 1 (0.5%) 0
RRepEBEE 1 (0.5%) 0
3 BRI A 1 (0.5%) 2 (0.9%)
PR & B Bk 1 1 (0.5%) 0
SE. PEH L UVLESHE 9 (4.2%) 5 (2.3%)
BENBERSE 4 (1.9%) 2 (0.9%)
RS 1 (0.5%) 0
REET R 0 1 (0.5%)
Hi5 0 1 (0.5%)
BT EEHT 2 (0.9%) 0
EETmiE 1 (0.5%) 0
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine

Preferred Term n(%) (N=215) (N=216)
ARDIZIBE 0 1 (0.5%)
VAN R Eafiil] 1 (0.5%) 0

SOC: System organ class, PT: Preferred term
MEDDRA 14.0

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.

Event composition is summarized by primary SOC and PT.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff t event cmp_ae_r_t.sas
OUT=REPORT\OUTPUT\sfy10810_eff t event_cmp_ae_r_t_j_i.rtf (25AUG2011 - 13:40)

R65-VIROEEERDHERITHEERE (28I : 5258M) —All randomized population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)

Overall

Number censored, n (%) 23 (10.7%) 16 (7.4%)

Number of events, n (%) 192 (89.3%) 200 (92.6%)
Week 2

Number at risk 180 174

Number censored 1 3

Number of events 49 66

Cumulative incidence (95% CI)* 0.228 (0.172 to 0.284) 0.306 (0.244 to0 0.367)
Week 4

Number at risk 148 124

Number censored 2 3

Number of events 84 116

Cumulative incidence (95% CI)* 0.392 (0.327 to 0.458) 0.542 (0.475 to 0.609)
Week 6

Number at risk 120 79

Number censored 2 3

Number of events 98 139

Cumulative incidence (95% CI)* 0.458 (0.392 to 0.525) 0.650 (0.586 to 0.714)
Week 8

Number at risk 105 70

Number censored 3 3

Number of events 121 155

Cumulative incidence (95% CI)* 0.567 (0.500 to 0.633) 0.726 (0.666 to 0.786)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Week 12
Number at risk 75 49
Number censored 4 3
Number of events 146 170

Cumulative incidence (95% CI)*

Week 20
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 28
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 36
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 44
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 52
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

0.687 (0.624 to 0.750)

50

4

163
0.769 (0.712 to 0.826)

40

4

174
0.822 (0.770 to 0.874)

31
4
183
0.865 (0.819 to 0.911)

23

4

191
0.904 (0.864 to 0.944)

19

17

192
0.908 (0.869 to 0.948)

0.797 (0.743 to 0.851)

35

4

179
0.840 (0.791 to 0.890)

26

4

188
0.884 (0.840 to 0.927)

21

4

192
0.903 (0.863 to 0.943)

19

4

193
0.908 (0.869 to 0.947)

13

15

200
0.942 (0.910 to 0.974)

@ Kaplan-Meier technique with Greenwood's variance estimation
PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_km_It_ae_w52_r_t.sas

OUT=REPORT/OUTPUT/eff_t_km_It_ae_w52_r_t_i.ritf (08JUN2011 - 16:22)
SFY10810 #4EHEZE L Y5IA (Module 5.3.5.1-1 Table 33)
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=R 66-IROEETERONERFRRKT (L5 - 52:8) —All randomized population. SFY10810

PRIMARY SYSTEM ORGAN CLASS
Preferred Term n(%)

Clopidogrel
(CLOP-CLOP)
(N=215)

Ticlopidine
(TIC-CLOP)

(N=216)

Any adverse event

REES S VFERE

FoRER
[EXH
FE Rt 2¢
RIEERRE
B %
KBS
=

REMRRER

KEEMER2
S2IREE %
AOEAJLRR
TR %
IREE 2
EE I %
RS
k=]

T RERE

B, BESLUHHATHOHEY (BERELURI—TEET)
" T LRE. WA

BB
BRI RS
felmitBILE
K i§FLEEE

MERH LV VNREE

=1l
4F B BRI NE
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192 (89.3%)

33 (15.3%)

1 (0.5%)
(0.5%)
(0.5%)
(0.5%)
(0.5%)
(0.5%)

—_ O O M M =

(0.5%)
(9.8%)
(0.5%)
(0.5%)
(0.5%)
(0.5%)
(0.5%)

\9]
—

O O = = e e e

(1.4%)
(0.5%)
(0.5%)

(0.5%)
(0.5%)

—_ = O = = W

200 (92.6%)

—_
2

—_— N O O O OO 0O NN == O O = O

S O = O O =

w

(7.9%)

(0.5%)

(0.5%)
(0.5%)
(0.9%)

(4.2%)

(0.9%)
(0.5%)

(0.5%)

(0.5%)

(1.4%)
(0.9%)
(0.5%)

(0.5%)
(0.5%)
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Clopidogrel Ticlopidine
PRIMARY SYSTEM ORGAN CLASS (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)
RBELUXERS 4 (1.9%) 10 (4.6%)
BAURLR 1 (0.5%) 0
HEPR A 0 2 (0.9%)
IEEEEE 0 2 (0.9%)
& A 0 1 (0.5%)
=3 LXRTO—)LMfE 1 (0.5%) 1 (0.5%)
= g M fiE 2 (0.9%) 3 (1.4%)
= PR B& L AiE 0 1 (0.5%)
BEHES 1 (0.5%) 1 (0.5%)
TERAE 1 (0.5%) 1 (0.5%)
IR REE 7 (3.3%) 7 (3.2%)
HENARIR R 0 1 (0.5%)
A 4EZE 0 1 (0.5%)
FEHOFEN 2 (0.9%) 0
IRELESHFE L 0 1 (0.5%)
GEEES 0 1 (0.5%)
T B R 0 2 (0.9%)
HBRE 1 (0.5%) 0
Y EHEE 1 (0.5%) 0
&R 1 (0.5%) 1 (0.5%)
R SRS 0 1 (0.5%)
— 18 P4 A R I S 4 1 (0.5%) 0
PREMERICERT HEEMEHF L 1 (0.5%) 0
ARfEE 5 (2.3%) 2 (0.9%)
BAE 1 (0.5%) 0
fERE 1 (0.5%) 1 (0.5%)
AREE Z S FEIE 0 1 (0.5%)
EMRE 1 (0.5%) 0
AR ER AN R =% 1 (0.5%) 0
THFARZ Y 1 (0.5%) 0
EB L URKBES 2 (0.9%) 2 (0.9%)
BB 1 (0.5%) 1 (0.5%)
EERMEDHFE LY 0 1 (0.5%)

Property of the sanofi-aventis group - strictly confidential Page 179



27 ABRRMZ SN

SR25990C - ¥ O F K4 L LEREEE PAD

Clopidogrel Ticlopidine
PRIMARY SYSTEM ORGAN CLASS (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)
BERIEEERIESH F L 1 (0.5%) 0
DEREE 5 (2.3%) 6 (2.8%)
BWIDFE 1 (0.5%) 2 (0.9%)
HEAREAZE 0 1 (0.5%)
IDRTEEE 0 1 (0.5%)
i 0 1 (0.5%)
R SRR 0 1 (0.5%)
AR AR 1 (0.5%) 0
i T SE AR 0 1 (0.5%)
= HHER 1 (0.5%) 0
SRR 2 (0.9%) 0
mEEE 4 (1.9%) 7 (3.2%)
KENARAR B 0 1 (0.5%)
KENAREEZ 1 (0.5%) 0
FAZE M ENAREE 1L fE 1 (0.5%) 0
KERBIARIE S 0 1 (0.5%)
EFTY 0 1 (0.5%)
=MmE 2 (0.9%) 3 (1.4%)
Rl R B AT 0 1 (0.5%)
KA B A% Bt 0 1 (0.5%)
MR ER. MIERE & UHERIES 5 (2.3%) 3 (1.4%)
[E L IRAE 1 (0.5%) 0
EAT 0 1 (0.5%)
St 2 (0.9%) 1 (0.5%)
I M 1 (0.5%) 0
L RED K 1 (0.5%) 1 (0.5%)
BRRES 24 (11.2%) 23 (10.6%)
RE BB AR % 1 (0.5%) 1 (0.5%)
LIEE A 1 (0.5%) 1 (0.5%)
BEE 0 1 (0.5%)
AP ifn 0 1 (0.5%)
AE#x 0 1 (0.5%)
Vb AMRE# 0 1 (0.5%)
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Clopidogrel Ticlopidine
PRIMARY SYSTEM ORGAN CLASS (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)
AP 0 1 (0.5%)
tEmRY) —7 1 (0.5%) 0
e 2 (0.9%) 1 (0.5%)
T 6 (2.8%) 3 (1.4%)
HIERER 0 1 (0.5%)
DB BB AN TR R 0 1 (0.5%)
BE 0 1 (0.5%)
B#% 0 1 (0.5%)
B A 1 (0.5%) 1 (0.5%)
WAL 1 (0.5%) 1 (0.5%)
LR 1 (0.5%) 0
Ifn {58 45k ittt 0 1 (0.5%)
B 0 1 (0.5%)
HBEALZ=T 2 (0.9%) 0
R 1 (0.5%) 1 (0.5%)
i JE 2% 4 (1.9%) 2 (0.9%)
OR% 1 (0.5%) 1 (0.5%)
B D RE 1 (0.5%) 0
3R 2 (0.9%) 0
M it 1 (0.5%) 2 (0.9%)
FFREE R[EE 1 (0.5%) 4 (1.9%)
B R AE 1 (0.5%) 0
FFHREE = 0 3 (1.4%)
BB S o MR & 0 1 (0.5%)
RESLUETHERES 14 (6.5%) 23 (10.6%)
M 72 Rt E e 0 1 (0.5%)
R RE R Z fiE 1 (0.5%) 0
RE# 2 (0.9%) 1 (0.5%)
1R RS % 1 (0.5%) 0
-3 1 (0.5%) 2 (0.9%)
ik 1 (0.5%) 2 (0.9%)
REERZHiRE 0 1 (0.5%)
Bt 0 1 (0.5%)
RTHm 1 (0.5%) 2 (0.9%)
o= 0 1 (0.5%)
Property of the sanofi-aventis group - strictly confidential Page 181



274 BERREMH
SR25990C - ¥ O F K4 L LEREEE PAD

Clopidogrel Ticlopidine
PRIMARY SYSTEM ORGAN CLASS (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)
A 2 (0.9%) 0
Z D FEE 1 (0.5%) 2 (0.9%)
£5M%T 5 EE 0 3 (1.4%)
£35S 2 (0.9%) 0
%P 1 (0.5%) 3 (1.4%)
MRS 0 1 (0.5%)
ZANMET S FERE 1 (0.5%) 0
g 0 1 (0.5%)
7737 0 2 (0.9%)
MERRBLUVEESHEBES 14 (6.5%) 11 (5.1%)
E3NERE 0 1 (0.5%)
HEbTE 6 (2.8%) 2 (0.9%)
HEMEI R H 1 (0.5%) 0
i RE 5T 0 1 (0.5%)
e 0 1 (0.5%)
mEE 1 (0.5%) 0
HEEEE 1 (0.5%) 0
TR 1 (0.5%) 1 (0.5%)
BR 0 1 (0.5%)
R MR EVE 1 (0.5%) 1 (0.5%)
ok JE 2 (0.9%) 0
38 17 B B % 0 1 (0.5%)
) I FEL KR 0 1 (0.5%)
SRR T 1R 3% 1 (0.5%) 0
FE ¥ 2¢ 0 1 (0.5%)
HFEE 1 (0.5%) 0
BH L UVREES 2 (0.9%) 3 (1.4%)
BEPR R 0 1 (0.5%)
7 O—UIERE 1 (0.5%) 0
BEieelEE 1 (0.5%) 2 (0.9%)
ERBLVIEESE 1 (0.5%) 0
B 4RI BRAE K AE 1 (0.5%) 0
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Clopidogrel Ticlopidine
PRIMARY SYSTEM ORGAN CLASS (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)
— % - 2ERES L VREIMELOIKE 3 (1.4%) 2 (0.9%)
KB ENR 1 (0.5%) 0
RAEMHEZE 2 (0.9%) 0
L 0 1 (0.5%)
IDZEAATE 0 1 (0.5%)
FRIRIRE 61 (28.4%) 81 (37.5%)
Fo2=2-F3/ b U0RT5—EHEM 2 (0.9%) 5 (2.3%)
TR BEER. Lk f i 5 BUR 3 (1.4%) 3 (1.4%)
FANRSEUBTI/ FSURTS5—EEM 2 (0.9%) 5 (2.3%)
PFIEEBREUE M 1 (0.5%) 0
IR BT 5 3RIEM 0 1 (0.5%)
mep7ILh YRR T 72 —EHEMN 1 (0.5%) 5 (2.3%)
ML XTa—/LEM 1 (0.5%) 2 (0.9%)
mey L7 F=U8Em 2 (0.9%) 4 (1.9%)
i ih 3L ER R K REE RN 0 2 (0.9%)
meRAh ) L 1 (0.5%) 2 (0.9%)
LR EmME EF 1 (0.5%) 0
mELS 0 1 (0.5%)
me kY S )£ FiEm 18 (8.4%) 13 (6.0%)
mn AR FRRIE N 1 (0.5%) 0
C—RIGHEBEM 1 (0.5%) 0
SFERERERIE N 1 (0.5%) 3 (1.4%)
FEAERE 7 B 1 (0.5%) 4 (1.9%)
Y=L AIN SR T S —EEM 7 (3.3%) 19 (8.8%)
FRep T RO RES % 2 (0.9%) 3 (1.4%)
SE) REBRD 3 (1.4%) 2 (0.9%)
ELEEY REBRD 1 (0.5%) 2 (0.9%)
ELLEY RESEM 2 (0.9%) 1 (0.5%)
1) 2 NERBUR 2 (0.9%) 2 (0.9%)
) BB R EFLD 4 (1.9%) 3 (1.4%)
1) D NERE S B 0 1 (0.5%)
B BR$E 4 (1.9%) 5 (2.3%)
BHERE S FEEM 4 (1.9%) 1 (0.5%)
5 AR Bk BUR 1 (0.5%) 7 (3.2%)
FFHERE S EEM 1 (0.5%) 0
R EBEBMS 1 (0.5%) 2 (0.9%)
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Clopidogrel Ticlopidine
PRIMARY SYSTEM ORGAN CLASS (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)
B M ER#0RE A 1 (0.5%) 2 (0.9%)
R o B I EkBE 1 (0.5%) 0
5. PEHLUVLEESHE 9 (4.2%) 6 (2.8%)
BRMNBERS 4 (1.9%) 2 (0.9%)
i 1 (0.5%) 0
EAEf e 0 1 (0.5%)
3 0 2 (0.9%)
EHEEEH 2 (0.9%) 0
AR T I fE 1 (0.5%) 0
R E@EE 0 1 (0.5%)
sS4 M 1 (0.5%) 0
SOC: System organ class, PT: Preferred term
MEDDRA 14.0

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.
Event composition is summarized by primary SOC and PT.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff_t_event_cmp_ae_w52_r_t.sas
OUT=REPORT\OUTPUT\sfy10810_eff t event_cmp_ae_w52_r_t_j_i.rtf (25AUG2011 - 13:17)
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R O67-ROESEROEMGER (52:8M) —FAS. DV7314-23

Clopidogrel
(N=573)

Ticlopidine
(N=578)

Number of events, n (%)

Cumulative incidence (95% CI)* at Week 2
Cumulative incidence (95% CI)* at Week 4
Cumulative incidence (95% CI)* at Week 6
Cumulative incidence (95% CI)* at Week 8
Cumulative incidence (95% CI)* at Week 12
Cumulative incidence (95% CI)” at Week 20
Cumulative incidence (95% CI)" at Week 28
Cumulative incidence (95% CI)” at Week 36
Cumulative incidence (95% CI)" at Week 44
Cumulative incidence (95% CI)" at Week 52

Log-rank test p-value”
Hazard ratio (95% CI)°

543 (94.8%)

0.376 (0.336 to 0.415)
0.546 (0.505 to 0.587)
0.661 (0.622 to 0.699)
0.720 (0.683 to 0.757)
0.794 (0.761 to 0.827)
0.865 (0.837 to 0.893)
0.900 (0.876 to 0.925)
0.924 (0.902 to 0.945)
0.943 (0.924 to 0.962)
0.956 (0.939 to 0.974)

<0.0001
0.781 (0.693 to 0.879)

553 (95.7%)

0.441 (0.400 to 0.481)
0.659 (0.620 to 0.698)
0.754 (0.718 to 0.789)
0.822 (0.791 to 0.854)
0.888 (0.862 to 0.914)
0.925 (0.903 to 0.947)
0.942 (0.922 to 0.961)
0.961 (0.944 to 0.977)
0.970 (0.956 to 0.984)
0.970 (0.956 to 0.984)

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group, ° Estimated using Cox proportional hazard model with treatment group as a factor

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_O01\REPORT\PGM\dv23_eff_ae_main_f_t.sas
OUT=REPORT\OUTPUT\dv23_eff_ae_main_f_t_i.rtf (26AUG2011 - 11:15)

% 68 - IRDEEEZRDHFERFRERKR (52:@[) —FAS. DV7314-23

PRIMARY SYSTEM ORGAN CLASS
Preferred Term n(%)

Clopidogrel
(N=573)

Ticlopidine
(N=578)

Any adverse event

BRPES K UVFERE

BHAILRR

SR
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543 (94.8%)

78 (13.6%)
(0.2%) 0
(0.2%) 0
(0.2%) 0

1
1
1
0
0
2
0

61

(0.3%)

(10.6%)

553 (95.7%)

59 (10.2%)

1 (0.2%)
1 (0.2%)
2 (0.3%)
1 (0.2%)
45 (7.8%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=573) (N=578)
ME&E 1 (0.2%) 0
AOREANILRR 1 (0.2%) 1 (0.2%)
SNE R 1 (0.2%) 0
REER 1 (0.2%) 3 (0.5%)
fifi % 1 (0.2%) 0
2% 1 (0.2%) 2 (0.3%)
g = 0 1 (0.2%)
=R 1 (0.2%) 0
TR e 3 (0.5%) 0
Ha s 1 (0.2%) 0
ERERSE 0 1 (0.2%)
PR B8 R & 1 (0.2%) 1 (0.2%)
B, BB L UHETHOFEY (ERBLUVR)—-TEED) 2 (0.3%) 1 (0.2%)
R #T A ¥ 1 (0.2%) 0
T IHzERE 0 1 (0.2%)
fEETEE 1 (0.2%) 0
REE L UEEESE 7 (1.2%) 11 (1.9%)
B AR 3 (0.5%) 6 (1.0%)
R 7K 0 1 (0.2%)
HEPRTA 0 1 (0.2%)
YN 3 (0.5%) 0
= I #E 1 (0.2%) 0
= 5 M 4iE 0 2 (0.3%)
KA Y o LM 0 1 (0.2%)
AEEE 11 (1.9%) 5 (0.9%)
®mA 1 (0.2%) 0
BRIERLE 0 1 (0.2%)
% 2 (0.3%) 1 (0.2%)
5 DEEK 1 (0.2%) 0
TERAE 6 (1.0%) 1 (0.2%)
fiEIE 1 (0.2%) 0
PRI 0 1 (0.2%)
B&tE 0 1 (0.2%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=573) (N=578)
HRREE 39 (6.8%) 47 (8.1%)
SEet:F P 0 1 (0.2%)
fi4EZE 4 (0.7%) 2 (0.3%)
EHLRNILOET 1 (0.2%) 1 (0.2%)
FEMHOFEN 7 (1.2%) 12 (2.1%)
IRGIEHFE L 2 (0.3%) 3 (0.5%)
KREERE 2 (0.3%) 1 (0.2%)
NP EG 0 1 (0.2%)
BEER AR 0 1 (0.2%)
GEEPES 13 (2.3%) 15 (2.6%)
T B R 6 (1.0%) 5 (0.9%)
iR 1 (0.2%) 0
HRE 1 (0.2%) 0
#EmiRE 1 (0.2%) 0
{EAR 0 1 (0.2%)
ok 4 EETR 0 2 (0.3%)
— 18 14 i B n F& 1 1 (0.2%) 1 (0.2%)
A R 0 1 (0.2%)
ARfEE 9 (1.6%) 9 (1.6%)
ARBER 2% 1 (0.2%) 3 (0.5%)
HRE 1 (0.2%) 3 (0.5%)
fERR 3 (0.5%) 0
fERE R 2 (0.3%) 2 (0.3%)
T LILF—EEERE 5 2 (0.3%) 0
HE PR IR M IR AE 0 1 (0.2%)
AR % 5 FEAE 1 (0.2%) 0
AE 3£ 1 (0.2%) 0
=R EfE 0 1 (0.2%)
8 IR H 1 0 1 (0.2%)
EB L URKBES 1 (0.2%) 7 (1.2%)
EiRRE 0 1 (0.2%)
HiE 0 1 (0.2%)
AZI—ILIR 0 1 (0.2%)
5 0 3 (0.5%)
EERMEHFE L 1 (0.2%) 0
BELIMEREIER D F LY 0 1 (0.2%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=573) (N=578)
DEREE 8 (1.4%) 8 (1.4%)
BMiE 1 (0.2%) 1 (0.2%)
Tk 1 (0.2%) 0
IDEHE 1 (0.2%) 0
Af7JOovy 1 (0.2%) 0
EiE 2 (0.3%) 7 (1.2%)
T AR AR 1 (0.2%) 0
L = EAS RS 1 (0.2%) 0
SRR 1 (0.2%) 0
mEEE 5 (0.9%) 7 (1.2%)
R 0 1 (0.2%)
Hi Ifn 0 1 (0.2%)
xFTy 1 (0.2%) 0
= mE 3 (0.5%) 5 (0.9%)
eI IR mME 1 (0.2%) 0
MR ER. MIZBE & UHtiRIES 31 (5.4%) 22 (3.8%)
% Wk 8 (1.4%) 4 (0.7%)
SHim 13 (2.3%) 7 (1.2%)
% I 1 (0.2%) 0
2 1 (0.2%) 0
SRR 0 1 (0.2%)
1 fE N 58 A 1R 2% 0 1 (0.2%)
O B 0R EE i 0 1 (0.2%)
ffg 7K 1 (0.2%) 0
FLILX—HE% 0 2 (0.3%)
2R 3 (0.5%) 2 (0.3%)
L SGED RIE 4 (0.7%) 4 (0.7%)
BEES 68 (11.9%) 102 (17.6%)
RE AR AR =% 13 (2.3%) 20 (3.5%)
& 0 B ot 1 (0.2%) 6 (1.0%)
& 0 4 (0.7%)
LEEE A 4 (0.7%) 6 (1.0%)
ATP9 & dn 1 (0.2%) 3 (0.5%)
(mp=33 2 (0.3%) 1 (0.2%)
Property of the sanofi-aventis group - strictly confidential Page 188



27 ABRRMZ SN

SR25990C - ¥ O F K4 L LEREEE PAD

PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=573) (N=578)
tEmRY) —7 1 (0.2%) 0
=% 10 (1.7%) 9 (1.6%)
e 3 (0.5%) 0
T #i 3 (0.5%) 19 (3.3%)
HETR 2 (0.3%) 3 (0.5%)
P % 0 1 (0.2%)
DB BRI 0 1 (0.2%)
Bz 0 1 (0.2%)
B#% 2 (0.3%) 4 (0.7%)
B+ _iElmx 1 (0.2%) 0
BIaEE 1 (0.2%) 1 (0.2%)
A 4 (0.7%) 2 (0.3%)
A RERE 1 (0.2%) 1 (0.2%)
FFHi M 3 (0.5%) 0
=137 1 (0.2%) 1 (0.2%)
A QR 0 1 (0.2%)
A /EfERE 1 (0.2%) 0
ALF 1 (0.2%) 2 (0.3%)
H e M 0 2 (0.3%)
EiD 3 (0.5%) 9 (1.6%)
BEX 1 (0.2%) 1 (0.2%)
A % 2 (0.3%) 2 (0.3%)
RAiB% 0 1 (0.2%)
OR% 5 (0.9%) 1 (0.2%)
3k 2 (0.3%) 3 (0.5%)
& i 2 (0.3%) 3 (0.5%)
FFREE RIEE 0 3 (0.5%)
PR E 0 2 (0.3%)
REBA AT 1 (0.2%)
RESLUER THERES 60 (10.5%) 69 (11.9%)
K EEE 2 (0.3%) 1 (0.2%)
FEAL R RS & 2 (0.3%) 2 (0.3%)
B3 1 (0.2%) 0
KRR 1 (0.2%) 0
ik 9 (1.6%) 6 (1.0%)
REXZHIESE 1 (0.2%) 2 (0.3%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=573) (N=578)
HBE 1 (0.2%) 2 (0.3%)
ZHHIBE 0 1 (0.2%)
BT 14 (2.4%) 13 (2.2%)
HeTs 0 1 (0.2%)
B\AIE 3 (0.5%) 0
EEE R R HRK 1 (0.2%) 0
BBHiE 1 (0.2%) 0
D 1 (0.2%) 0
% D FEiE 7 (1.2%) 10 (1.7%)
L H5M%T D FEE 0 1 (0.2%)
e300 0 3 (0.5%)
®% 11 (1.9%) 13 (2.2%)
EBHRE 0 1 (0.2%)
ZANMET D ERE 0 1 (0.2%)
REUVULA 1 (0.2%) 0
PEHED 0 1 (0.2%)
E=37737> 3 (0.5%) 11 (1.9%)
B2 R IE 1 (0.2%) 1 (0.2%)
MEBRRB L UVEESHEBES 44 (7.7%) 29 (5.0%)
ESEGER 5 (0.9%) 6 (1.0%)
KGN 3 (0.5%) 0
EEbE 6 (1.0%) 6 (1.0%)
BREARK 1 (0.2%) 0
HH 1fn 14 BE & AE 0 1 (0.2%)
HEREI R 22 H 1 (0.2%) 0
ESEREREE 1 (0.2%) 1 (0.2%)
ER 0 1 (0.2%)
B R R 1 (0.2%) 0
mEE 2 (0.3%) 2 (0.3%)
HEREE 4 (0.7%) 3 (0.5%)
AE 5 (0.9%) 1 (0.2%)
1L e 0 1 (0.2%)
HEE 2 (0.3%) 0
E R BB AE 3 (0.5%) 0
7o % J 5 (0.9%) 2 (0.3%)
R 1 (0.2%) 0
38 11 B B ¢ 1 (0.2%) 2 (0.3%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=573) (N=578)
BEEi) o< F 0 1 (0.2%)
ERMEEHAE 3 (0.5%) 2 (0.3%)
fE 2¢ 2 (0.3%) 0
BB L UVREES 8 (1.4%) 1 (0.2%)
FRE#ER 1 (0.2%) 0
BERR E 2 3 (0.5%) 0
i iR 0 1 (0.2%)
Z R 1 (0.2%) 0
HEBR 2 (0.3%) 0
FR Bf 2 (0.3%) 0
YBERBFVEIERESE 3 (0.5%) 5 (0.9%)
BRI AR AR KE 1 (0.2%) 1 (0.2%)
428 H I 0 1 (0.2%)
AiE@% 1 (0.2%) 2 (0.3%)
R EE 0 1 (0.2%)
AIILAR % 1 (0.2%) 0
— % - 2ERBEELS L VREIEOKE 17 (3.0%) 13 (2.2%)
R ER A 1R 2% 1 (0.2%) 1 (0.2%)
f 7 0 1 (0.2%)
%) 1 (0.2%) 1 (0.2%)
BER 1 (0.2%) 0
HITEE 1 (0.2%) 0
ZhE 1 (0.2%) 0
A UITNITUHHBESR 1 (0.2%) 1 (0.2%)
BaRk 4 (0.7%) 6 (1.0%)
RIEMEZE 1 (0.2%) 0
HE 3 (0.5%) 2 (0.3%)
mp=) 3 (0.5%) 1 (0.2%)
ERIRIRE 188 (32.8%) 208 (36.0%)

TS F2/ b3R5 —H#EM
FANSEUBTI/ FSURT75—EEM
PRI ELEREE N

H I SRR SE

m7ILT IV
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29
18
1
4
1

(5.1%)
(3.1%)
(0.2%)
(0.7%)
(0.2%)

35

(6.1%)

24 (4.2%)

3
0
0

(0.5%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=573) (N=578)
mep7ILAYRR T 72 —EHEN 12 (2.1%) 23 (4.0%)
meEYJLE tEm 2 (0.3%) 0
meh o o—)LiEm 1 (0.2%) 1 (0.2%)
meaLRXTFa—/LiEmn 5 (0.9%) 4 (0.7%)
My L7 FUoRRKRFF—EHEM 0 1 (0.2%)
my L7 F=Em 2 (0.3%) 10 (1.7%)
m e F EERKRBERE LD 1 (0.2%) 0
i s FLER AR K SREE R 1B N 8 (1.4%) 10 (1.7%)
mepAh ) Ligd 0 1 (0.2%)
mehh ) L 0 1 (0.2%)
mEET 1 (0.2%) 0
mELS 8 (1.4%) 11 (1.9%)
mep kY S )& FHEm 42 (7.3%) 37 (6.4%)
s FR&RFA 1 (0.2%) 1 (0.2%)
Ifn AR FR &R 18 0 12 (2.1%) 16 (2.8%)
Ifn A FRE& 18 0 1 (0.2%) 1 (0.2%)
JR e i f5 % 1 (0.2%) 0
PP ERER BUR 2 (0.3%) 0
ST EABRERIE AN 8 (1.4%) 6 (1.0%)
y—=T AN ESTURT S —HEHEM 21 (3.7%) 71 (12.3%)
FRep T RO RES % 11 (1.9%) 4 (0.7%)
AT+ Uy MR 1 (0.2%) 1 (0.2%)
ANESTREVED 3 (0.5%) 0
DiEEE M 0 1 (0.2%)
1) 2 NERBUR 7 (1.2%) 6 (1.0%)
1) 2/ NEREHE AN 0 1 (0.2%)
1) D ERBE S B 0 1 (0.2%)
B ERBUR A 1 (0.2%) 2 (0.3%)
B EREEN 8 (1.4%) 2 (0.3%)
BHERE S FEEM 0 1 (0.2%)
AP R ERBUR 0 4 (0.7%)
SF SR ER AN 3 (0.5%) 2 (0.3%)
WFHIRB S EFD 0 2 (0.3%)
fE&m 2 (0.3%) 0
/R R 3 (0.5%) 1 (0.2%)
/i $E n 3 (0.5%) 1 (0.2%)
R ERBBGMN 3 (0.5%) 2 (0.3%)
7 I 2R BUR > 1 (0.2%) 2 (0.3%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=573) (N=578)
R o 7R M BR 5 14 3 (0.5%) 1 (0.2%)
PR 0 2 (0.3%)
B I Bk $RE 8 (1.4%) 5 (0.9%)
H M ER#E 0 8 (1.4%) 7 (1.2%)
R &b B Bk BS54 6 (1.0%) 3 (0.5%)
5. PEHS LI UVNEEHHE 16 (2.8%) 10 (1.7%)
EEEEEH 0 1 (0.2%)
R EYRG 1 (0.2%) 0
& E ERIG 0 1 (0.2%)
LEYEDSE 1 (0.2%) 0
15 3 (0.5%) 2 (0.3%)
®iaG 0 1 (0.2%)
BB 2 (0.3%) 0
A AT 0 1 (0.2%)
R 0 1 (0.2%)
3 3 (0.5%) 1 (0.2%)
a5 1 (0.2%) 0
EEH 0 1 (0.2%)
RBEW 1 (0.2%) 0
EHEEET 1 (0.2%) 0
g 3 (0.5%) 0
sS4 M 0 1 (0.2%)
SOC: System organ class, PT: Preferred term
MEDDRA 14.0

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.

Event composition is summarized by primary SOC and PT.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\dv23_eff_ae_comp_f_t.sas
OUT=REPORT\OUTPUT\dv23_eff ae_comp_f t_j_i.rtf (26AUG2011 - 12:03)
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76 EIfER

% 69 - EDBMERADBITHER (5 141 : 1258/[) —All randomized population, SFY10810

Clopidogrel
(N=215)

Ticlopidine
(N=216)

Number of events, n (%)

Cumulative incidence (95% CI)* at Week 4
Cumulative incidence (95% CI)* at Week 8
Cumulative incidence (95% CI)* at Week 12

Stratified Log-rank test p-value®
Adjusted Hazard ratio (95% CI)*

Un-stratified Log-rank test p-value*
Un-adjusted Hazard ratio (95% CI)°

35 (16.3%)

0.075 (0.040 to 0.110)
0.117 (0.074 to 0.160)
0.155 (0.106 to 0.204)

<0.0001
0.403 (0.270 to 0.603)

<0.0001
0.401 (0.269 to 0.597)

77 (35.6%)

0.196 (0.143 to 0.249)
0.323 (0.260 to 0.386)
0.356 (0.292 to 0.420)

@ Kaplan-Meier technique with Greenwood's variance estimation

b Log-rank test for treatment group with background antiplatelet therapies, history of myocardial infarction and/or
ischemic cerebrovascular disorder and concomitant diabetes mellitus at baseline as stratum, ° Estimated using Cox
proportional hazard model with treatment group, background antiplatelet therapies, history of myocardial infarction
and/or ischemic cerebrovascular disorder and concomitant diabetes mellitus as factors

4 Unstratified Log-rank test for treatment group © Estimated using Cox proportional hazard model with treatment group

as a factor

Adverse drug reactions are adverse events for which causal relationship cannot be ruled out

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_km_logrank_hr_adr_r_t.sas
OUT=REPORT/OUTPUT/eff_t_km_logrank_hr_adr_r_t i.rtf (08JUN2011 - 15:50)

SFY10810 ##E#HEE L Y5IA (Module 5.3.5.1-1 Table 29)

R70-EOBHEADOLIERFEIRIRR (F 181 : 12:58/) —All randomized population, SFY10810

PRIMARY SYSTEM ORGAN CLASS
Preferred Term n(%)

Clopidogrel
(N=215)

Ticlopidine
(N=216)

Any adverse drug reaction

M E &G 2 REE
a1l
A Bk
S PIRE

REELVRERE
BARIR
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35 (16.3%)

1 (0.5%)

0

1 (0.5%)
(0.5%) 1 (0.5%)

1

77 (35.6%)

(0.9%)
(0.5%)
(0.5%)

— e N

2 (0.9%)
1 (0.5%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
= 5 e 0 1 (0.5%)
HRERESE 2 (0.9%) 3 (1.4%)
ARELESHFE L 0 1 (0.5%)
R HHRR 0 1 (0.5%)
4B iR 1 (0.5%) 0
&R 0 1 (0.5%)
EXoRMEETR 0 1 (0.5%)
PR RICERT SEERMEHFL 1 (0.5%) 0
ARfEE 1 (0.5%) 1 (0.5%)
fERR 0 1 (0.5%)
5 PR IR M IR AE 1 (0.5%) 0
AR 1 (0.5%) 0
EB L URKBES 1 (0.5%)
BT 0 1 (0.5%)
mEEE 1 (0.5%) 1 (0.5%)
= mE 1 (0.5%) 1 (0.5%)
MR ER. MERE & UHEfRIEE 4 (1.9%) 2 (0.9%)
SHm 2 (0.9%) 1 (0.5%)
% I 2 (0.9%) 0
Lvo<KY 0 1 (0.5%)
BiIaEE 1 (0.5%) 3 (1.4%)
U AMRER 0 1 (0.5%)
IDE BB R 0 1 (0.5%)
1 A H i 1 (0.5%) 0
I {58 HE 5t 0 1 (0.5%)
OMW % 0 1 (0.5%)
FFREEREE 0 7 (3.2%)
FHeEE = 0 5 (2.3%)
BB S o ERT & 0 1 (0.5%)
FFREE 0 1 (0.5%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)

EEHLUVRTHEES 6 (2.8%) 11 (5.1%)
B3 1 (0.5%) 3 (1.4%)
k2> 1 (0.5%) 0
BT 1 (0.5%) 2 (0.9%)
a2 1 (0.5%) 0
Z D FEiE 0 2 (0.9%)
25T 5 FEE 0 1 (0.5%)
e300 1 (0.5%) 0
%% 0 1 (0.5%)
B R 2 0 2 (0.9%)
LHMHRD 1 (0.5%) 0

MERRB L UVEESHEBES 1 (0.5%) 1 (0.5%)
E3R 0 1 (0.5%)
T U b AR E 1 (0.5%) 0

BB L UREES 0 1 (0.5%)
BEEES 0 1 (0.5%)

—f% - 2EBEES L VREIEOKE 2 (0.9%)

RIEMEEE 2 (0.9%)

ERIKEE 15 (7.0%) 43 (19.9%)
TS50 -7/ F530R7x5—EHEM 3 (1.4%) 8 (3.7%)
RSN,k B i 5 B0R 0 1 (0.5%)
TFAINSFEUBTI/ FSURT75—EEM 1 (0.5%) 8 (3.7%)
SFIEEBREUE M 1 (0.5%) 0
mep7ILA YRR T 72 —EHEM 1 (0.5%) 6 (2.8%)
mepy L7 F =M 1 (0.5%) 2 (0.9%)
i A 2L ER RS K SR EE R 1B N 1 (0.5%) 2 (0.9%)
A1) LM 0 2 (0.9%)
e kY Sy RiEm 0 1 (0.5%)
b7 EA B ERIE N 0 2 (0.9%)
y=INLEIINESIURT T S—HEEMN 5 (2.3%) 23 (10.6%)
FRep T Ko RES 0 1 (0.5%)
=SLEYREBRD 1 (0.5%) 0
1) 2 INERBUR D 1 (0.5%) 1 (0.5%)
B BR$E 2 (0.9%) 3 (1.4%)
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PRIMARY SYSTEM ORGAN CLASS Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)

SRR ER SR A 0 3 (1.4%)
R EBBE 1 (0.5%) 0
B I Bk $RE 0 1 (0.5%)
R & B L BkBS 1% 1 (0.5%) 0

BE. PEHLUVLEESHE 1 (0.5%)
R T fE 1 (0.5%)

SOC: System organ class, PT: Preferred term

MEDDRA 14.0

Note: A patient can be counted in several categories when multiple events occurred on the same day as first event.

Event composition is summarized by primary SOC and PT.

PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_eff t event cmp_adr r_t.sas
OUT=REPORT\OUTPUT\sfy10810_eff t event_cmp_adr r_t_j_i.rtf (25AUG2011 - 13:11)

71 -URORERADO@BITHER (24 : 52:8[) —All randomized population, SFY10810

Clopidogrel
(CLOP-CLOP)
(N=215)

Ticlopidine
(TIC-CLOP)
(N=216)

Overall
Number censored, n (%)
Number of events, n (%)

Week 2
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 4
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 6
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Property of the sanofi-aventis group - strictly confidential

157 (73.0%)
58 (27.0%)

211

1

7
0.033 (0.009 to 0.056)

202
2
16

0.075 (0.040 to 0.110)

194
2
21
0.098 (0.058 to 0.138)

120 (55.6%)
96 (44.4%)

205

3

22
0.102 (0.062 to 0.142)

183

3

42
0.196 (0.143 to 0.249)

163

3

59
0.276 (0.216 to 0.336)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Week 8
Number at risk 190 152
Number censored 3 3
Number of events 25 69

Cumulative incidence (95% CI)*

Week 12
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 20
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 28
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 36
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 44
Number at risk
Number censored
Number of events
Cumulative incidence (95% CI)*

Week 52

Number at risk
Number censored
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0.117 (0.074 to 0.160)

180

6

33
0.155 (0.106 to 0.204)

172

6

39
0.184 (0.132 t0 0.236)

164
8
44
0.208 (0.153 to 0.263)

159
10
50

0.237 (0.180 to 0.295)

152

10

56
0.267 (0.207 to 0.327)

146
114

0.323 (0.260 to 0.386)

140

3

76
0.356 (0.292 to 0.420)

130
6
81
0.380 (0.314 to 0.445)

125

7

85
0.399 (0.333 to 0.465)

122
7
90
0.423 (0.357 to 0.490)

117

9

93
0.438 (0.371 to 0.505)

110
91
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
(N=215) (N=216)
Number of events 58 96
Cumulative incidence (95% CI)* 0.277 (0.216 to 0.337) 0.453 (0.385 to 0.520)

@ Kaplan-Meier technique with Greenwood's variance estimation
Adverse drug reactions are adverse events for which causal relationship cannot be ruled out

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_t_km_It_adr w52_r_t.sas
OUT=REPORT/OUTPUT/eff_t km_It_adr w52_r_t i.ritf (08JUN2011 - 16:24)

SFY10810 #4#EFHEE L Y5IA (Module 5.3.5.1-1 Table 34)

R72-VEOBEHEADOLIERHNFERINR (£HR : 5258R) —All randomized population, SFY10810

Clopidogrel Ticlopidine
PRIMARY SYSTEM ORGAN CLASS (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)
Any adverse drug reaction 58 (27.0%) 96 (44.4%)
MES LV VNREE 1 (0.5%) 3 (1.4%)
=il 0 1 (0.5%)
BRZHEAM 0 1 (0.5%)
B M ERE A E 1 (0.5%) 1 (0.5%)
5F SR ER R A E 1 (0.5%) 1 (0.5%)
REBLUOXEREST 1 (0.5%) 2 (0.9%)
BARIE 0 1 (0.5%)
=3 LXRTO—)LMfE 1 (0.5%) 0
= g i 0 1 (0.5%)
HRREE 2 (0.9%) 4 (1.9%)
IRGIMEDH FE L 0 1 (0.5%)
FEhOHmEEL 0 1 (0.5%)
R R 0 1 (0.5%)
Y EHEE 1 (0.5%) 0
&R 0 1 (0.5%)
ok 4EER 0 1 (0.5%)
PRARERICER T HEERMEHFL 1 (0.5%) 0
ARFEE 3 (1.4%) 2 (0.9%)
fERE 0 2 (0.9%)
& R R M8 IR 2 (0.9%)
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Clopidogr