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24 - REMOEEFHEIE B O Kaplan-Meier RIEFIEMER —FAS, DV7314-23 oo 265
25 - BEE R D Kaplan-Meier RIERB R — K& MBI FRER. DV7314-23 .., 285
26 - BIfEFA M Kaplan-Meier RFEF B RMRE — R MMATTIRER. DV7314-23 oo 293

27 - ETOHIMEFEEEZRD Kaplan-Meier RFEHR IR -T2 MBI RER. DV7314-23 .....296
28 - K4 EIEAD Kaplan-Meier RIEHRIREFMHR —Z2MBITRRER. DV7314-23 ... 303

29-MEEARY b TIRNEE/DFHEE/ ZOMDDMEIE] ZRBLEN S -BEOERHER— ITT
FRAT. CAPRIE ...ttt bbb bt b et bbbt bt h et et b et ne e 325

30 - MEEBHINDMEOME A N2 b TIREE/DFHEE /" ZOMOLMESE] O RV HLE
B 5% ERERXE —ITT BEHT. CAPRIE ...ttt 328
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o
Jjo
r\_
B

[ =i
EOERE

ABI ankle brachial index (/& B#f - i+ k)

ADP adenosine 5'-diphosphate (77 / > 5 =V UR)

ADL activities of daily livings (B & A {HEH{E)

AE adverse event (i HF5)

ALP alkaline phosphatase (7 /L7 U R A7 7 & —1)

ALT alanine aminotransferase (7 7=+ 73/ N7V A7 =7 —F)

ASO arteriosclerosis obliterans (FAZEMEBIRAT(LIE)

AST aspartate aminotransferase (7 AT X7 I ) N T AT =2 T7—18)
BMI body mass index

CAPRIE Clopidogrel versus Aspirin in Patients at Risk of Ischemic Events

CI confidence interval ({5 X [#])

CRP C-reactive protein (C SUGMES 737 'H)

CT computed tomography (= > &' = — X W@z

DIC disseminated intravascular coagulation syndrome (FEFEE & PN EE B TEERT)
FAS full analysis set (Fe RO FEHTHER)

GGT

y-GTP y-glutamyl transpeptidase (y-Z /L% I/« T U AT F L —E)
IDMC independent data monitoring committee (.7 —XE=% U 7 EEE)
INN international nonproprietary name  ([EBE—fi% 44 Fr)

ITT intent-to-treat

JAN Japanese accepted name ([ 35— X944 7R

LOCF last observation carried forward

Property of the sanofi-aventis group - strictly confidential Page 16
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MedDRA

MRI

MRSA

PCSA

PPS

PT

SAE

SD

SEM

SOC

TEAE

TIA

Property of the sanofi-aventis group - strictly confidential

Medical Dictionary for Regulatory Activities (ICH [EIB5S[E 38 FHFEEE)

magnetic resonance imaging (B A A — )

methicillin-resistant Staphylococcus aureus (A F U UiHE#HE T R o ERE)

Potentially Clinically Significant Abnormalities

per protocol set (JABR I fi FHHIF (2 A B L 72 4EH])

preferred terms  (FEAGE)

serious adverse event (EEHE 72 5 F4)

standard deviation (FEYE(R 22)

standard error of the mean (CERJfE DEFEETR A)

system organ class (#+'E BIK535H)

treatment emergent adverse event (JRBRFEI G- T TR0 LA HEHLR)

transient ishemic attack  (— &M MRS L 3&F)
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1 BRRSAR—E

®1-BRERABRO—F

BROESR ABRRBHESO HROAH BB W HEREY RESREXIE H5HM REROETIRRE
wAa—F RBTYA VRUNEOE #I%, B5E. #5A%. #5688 asndb REOBEE HEEOESE
%?ﬁﬂ%’? B A£3P (MF) SEHEE A
it <D £y + sD (EHE)
g 5ab
/RS INGIVE A Z 485 L 7= BRERERER
AEF%HER DV7314-02 MmMISEREERRIC. ¥ 2OERSLIL (10, 25mgéE) 11 -46/44 Fibd X A 83 =T
_— s OERTLLOEMERY B 1EE0 (MHAEE 10mgE S g
AR 534.2-1 (B%&) Rt A I B L & 4 I £ L. 23851 25. 50. 75mg/H 28/12 (RE&MFHERR) EETREE
20 &5 (BX) RAERZHEET S IZ#itEd %) -63.8 £8.0 (44-78) 1-~1_
R, B (AEHER -10 mg #:40/ 25 mg #:39/
50 mg :38 / 75 mg #:34
HAEERHAER DV7314-04 TERMTEEMZORM4EE JBERJLIIL(10.25mg §8): 10, -48/48 miTEEMZD 1238 5T
EN¥HER o (3 REABEREEXRIC. ¥ 50X 75mg1 A 1 @D } o A AR 1S ENAREAZEE — e
5.3.4.2:2 (B%) OE RS LLOESER G 30/5 (REMEMTAR) TEURES
16 fEEx (HXK) REMEFHENIICKRETT S -10 mg:68.1 + 8.92 (53-77) / 1~
EELICEERARBERTT 50 mg: 68.1 + 7.03 (56-79) /
3. 75 mg: 67.5 £ 5.42 (58-76)
kT, /TR LS -10 mg #%:11/50 mg 19/
75 mg #:18
AE®xEaE DV7314-06 EmEKNEEEREER SO RS LIL(25.50mg §8): 25, -385/381 EmERDEE  24-4858 =7
BEHFAER 2 (3 Iz, ORI LILOE 50XIE75mg1 8 1EEQ ) I E (TIA RUHE A
53423 (B%E) EREARET 5. 166/81 (HxhEETExR) =) TLLREE
& -62.1+8.7 ~
UIBR (B _ g memmwe * "~

-25mg #:129 /50 mg
$£:121/75 mg $$:131
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= 1 - BRHABRO—E HE)
HEROESR fﬁﬁ%ﬁﬁ%‘l‘@%o) HEOHEHK HEREE* B - HEREH 1 3: 1‘& BREXIZ HEHM BHERDAEITIRR
wWAla—F RBT7YA VRUNEOE #I, B5E. #5A%. B568 anpdb REOBEE HEEOESE
ARNES W 810 (W) e
HERR S @b £y + sp (@E)
wspb
EHEHER DV7314-12 DIgEmMENT (282) £/ ~R0ERFJLIIL(10.25mg$E): 10, -80/77 DEmMENF (2 48 5T
EXMRIT, yOERS LI 25, 50RIE75mg 1 B 1 @D i 2 E)
- = . [ 3 = <
53.4.2-4 (BE) OERAE - Rot AR 62/15 (REMREITXIR) ELUREE
156 (BX) T3, -10 mg: 64.4 + 9.8 (46-79) / 1 ~1
i o B . 25 mg: 65.9 + 9.0 (44-78) / -
BER, BITRMLE 50 mg: 64.2 + 9.7 (44-81) /
75 mg: 68.8 + 6.8 (55-79)
-10 mg #:19/25 mg #:19/
50 mg #:19/ 75 mg #:20
EHFHB DV7314-24 NEEREREERRIC. ¥ YBERILIIL (10, 375, 75mg  -125/124 AEEE G(LDEE 148 =T
OE RYLILom/RESE £ 10, 37.5X(E75mg1 8 1[E - IR ZFR <)
- E - Q = <
53.4.2-5 (%) s E B RERS &0 86/38 (fRHTxt 5 451) EEHRESE
, 5 -5 ) -66.7 + 8.8 (33-80 ~
1718 (BF) ﬁﬁﬁé;é;;g' BE S, nEss (100mg f): 200 mg +88(33-80) 200~
- ° 18 1E#0 -10 mg B:31/37.5mg
—EER. BITEMLR B#:32/75mg E:32/F /1
BT U E29
EHEHER P1404 EARFE{L R B E X RIC, JAaERSLIIL (10, 25, 50mg  -150/150 HLm /MRS % 27 B 5=
ADP 5 M Ei#2(c & B/ £) 110, 25, 50, 75 Xl 100 mg BEE LM
6 (3 \ - —r
53426 BF)  ipmeimmimns0% :5%) 1B 1EED 127123 VR ERT BB RELHEE
AL 2 ol o -59.8 + 0.6 (SEM) (38-71 ek e 8 -
26 % (NLX¥—, EHBIVDEFTLILOE S5k (F5EAE) 18 1E (SEM) ( ) ARFE{L MR B I~

TR AL R)

BEEERRT 5.
FEHR. LITHMLER

#0

FORETY (250mgfE) :1[E
250 mg. 18 2@E#&KERO

-10 mg ##:21/25 mg B$:21/
50 mg #:31 /75 mg #:21/
100 mg #:11/ 75K
B23/FoRED V22
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® 1 - BRABO—E &)
HEDEE %ﬁ%ﬁ%ﬁ%w HERDBM BRI/ w R - WERE Eﬁ@ﬁ%xu BE5HM HEROETRR
Ao —F RBTYS VRUKNEOE #IE, B58. B55%. 588 .o b REODNE HEBOWEE
ARNES W 810 (W) e
i b 8 + sp (@E)
pEab
g9 HEIGE IR 5 Lo IR EA BR
%189 &3 SFY10810 ARBIREEREENEIC. YOERSLIL (75mgék) -431/431 KIEBIIRAE S 528 RT
MEB (B2 oo g ZOEFTLLOZ2MEZE 75mg1 A 1EEND -381/50 12B(ZE RLAREE
HIZH 1T 58 FOOEDS U ERKT B, ) -70.6 + 8.3 (36-87) e gain
) 52 sy (AA) - N— FoReos (100mg fe) - o BERES) Y 00.0~2011.5
; 1M (12:8)  —FER.  200mg 1B 1 @D -BERT LI 4058 (¥ ' '
B 5B 28 (40E) A—Tv £ OETY (TIC-CLOP) DU
7#:216 E)
RELAOEABR DV7314-23 INEEEERBENRIC. ¥ YRAERITLIL (75mgfR) : -1172/1155 AEERE (DEME 528 5T
(REHIZH 5 (& ODERJLILOZREERY  75mg1H1EZEOD -840/311 *' INZEASIE 2R <) e
Iy S &5 MELFHRBIZIET o o0 645+ 9.3 (25-80) ' mELREE
gzgﬁgéf 120568 (B%)  7REILELRT S 200 mg 1 B 1 E#E0 o OE RS LILBSTS | F 2001.9~2003.11

ZEER. EITERELLER,
RE xR

) BET U##:580
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x 1 - RERABRO—FE @)

HROBE ARREHEZO HROBN R W WREY REMBERE B5HM  HBROEGRE
WA —F RBRTV/ VRUNEOR FIE, B5E, B55%, #5888 g5 ab BEODEE HEEOEE
A EHES = 310 (W) RIEH
g @b Ty + sD (FE)
fe5mb
REFAEAER P1633 (CAPRIE) 77 0—LMEEESE F 5t s RS LIL (75 mg §E) : -19185/19099 NIEZE, DAHE 1-3 4 5T
(EMEE iz, HOERTLLOM  75mg1H 1 @EQ s B, FHIIRES o
o) O30S R wmoxs pmmarn L o -13855/5330 L nMEE
304 168 (BOM. + RETAEUDEHET S, - m 1’5 ) @gg' : 62.5+11.1 (21-94) @ 1992.3~1996.2
—AFIUT. = —smup. dwrEmELs. -9 BERYJLILE9553/ 7
A—U—3 vk, = S B RE) V9546
) REHIR
KR EINRE B B -
-6452/6439

-9 BERJLILEE3218/ 7
R EY U EE:3221

a faEf
b #%545 (DV7314-02. DV7314-12 : GCP ERI % < ., DV7314-06 : BfEZIABREDIREMNHIBA L 1 5%k <, )
“ FAS. M: Bk, F: &, SD: ZE£{FE. SEM : ZHBRE. TIA  —BMEREmRE
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2 ELROHAEBROBME

21 miEREERRE L-ERNRTEASE DHERKAER (DV7314-02) (BEEH)

[Module 5.3.4.2-1 : DV7314-02]

211 B=E

*&2-HE. DV7314-02

ABREEEEEOHENI— F : DV7314-02

AERDIRE : SR25990C RTHASE I MEERREKER — X M42HE —
ARREEGL I )
EIEERMEAE : SHEHRER (20 M)

AFXHR - L

aeyn YW\ =AW ELA

D7z —X : A% 148

BHY : INMAREERE Z RIS, BEAHMIZ SR25990C DEMMERUVREMFRFITHLELELICHAER
&#E;HE L/f:o

BBRAL: RETOMEDREZT =%, BEZICT1 A1 EHEBRICEORE,
BEK:
F3E : 40 4l
8% : 46 f
BT -
BHERLE : 40 i
ERRRERE : 30
(BZEFIH DR ERM)

SR25990C MFEMME. TEMICTOVWTEZZE DI, T RHMFE ITHAKRKKBRO-HDREHIE IS
BOWTRLELGHIHEHRE L=,
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BREESHEEORA I— F : DV7314-02

PERURIREE

EIREE

1. FEMND 1 »H AZHEGE L NmEiE

2. FEHT5HMUT

3. MHAZEHA L

4. AR - SAEDBNEREH LR

RERE

18PIC/0E RS LILE LT 10mg. 25mg 2FNhEFNEHT S 5&EH
JRERYLIIL10mgEE (Ay FES : 1825-PNL-1) | 25mg & (A v +&ES : 1825-PNL-2)
Ri&-RE:

BERICAIEDREZITo-#%. EEXICT1 B 1 EHBRICEORE LT,

10mg MRt L. RAIE LT 2 BMEICATENDKREZT>1-1%. 25mg—50mg—75mg & IERIE= L.
75mg # 2 B 5 L1-#%. HEBERKRT L, LEA-T, £2B5HRIIREE LTS ARTH S,

BEHARE - REIE LT 8 AR

ST B2

EREEORSKRTEICUTOHEZTL., 2HRRMBORELHRE L TREDHEET o1,
/RS I EIE A -

ADP5 UM IZHE T D BRKEEEZDERICESVTLUTO 4 B THE,

1. ZEBHINHE (50% L £ D))

2. 30 (50%kKiE. 25% LA £ D)

3. TE (25%K i DHNHI X (F 25%K i D TTHEE)

4. T (25%LL LD TTHE)

BRERAEIRTNEE

PRARIEIRIE @D O BRRERBEREZLUTD 4 REETHE, ==L, HF-TREDERELAONHE
S T&E) &¥5H5 &&=,

1. 0E. 2. BERE. 3. TE. 4. FEiE

SRWEE

M/MREENFEREBREFEREENSCBEDREEZLUTO 4 RETHE,
1.0E. 2. BEERE. 3. TE., 4. &L
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AREEFEEOHEMN—F : DV7314-02
BHELREE .

HBRPMPICBE SN BERARVBRREEORELH L EEZER L THEREEZUTO4KRET
HRE

1. REMICHERGZL, 2. REHICOOREED Y. 3. T2EICHGYBEESHY . 4. TEHICEXRGHE
HY

HFHE :

EMBPEERVBREREEZREMICHEL T, SREFNORI/MREECE TSHERUEUTD 4K
RETHITE,

1.HA, 22 PPFA. 3. ELLELVALL, 4 FFLIGYL

T AYMMEIZDOULVTIL. LOCF (Last Observation Carried Forward) I1Z& 2z X & L. BIX
B e L TRAREICHEAMNDAHTRITT 2FEITTITSIBE Lz, I/MUEEINSERIZ 2 RES
RV, /S (RABREERVELCETYE) . RUELFFICEREOH S tREH D LT
D &H 5 Wilcoxon REZEZFH Wz, £z, BEERICLIBAMRELREHTHILELE, (2D
HMEFREITOFa—ILE—HBLEBWD, ZELHFERICTHEFTSIEE L, )

=8

i MmARE B E Z R RIC. SR25990C Zi#ftEik(Z & Y 10 mg—25 mg—50 mg—75mg ERAIE LTHH
E 28T OH/E L. IW/MRESERE. BRREFEDOHRE, HiICREMICDOVNTHEE LTz, 46 N EE

S, BG40 I DOVWTEHRKERRUREM AT L. M/MREEGERENETMTRETH > 1= 29 fi
[CDWTH/MRESREICx T SiFIshR #5F@E L /=

25mg LLEDH‘REIZK Y ADP Eif2IC & S M/MREEERE (RAMM/MRESEE) AFEEICIFI SN, AE
OEmMEKICIHERFE oz, Ff. MHFMRHETIE, LOCFIZTHEMLIZEZ A, EHED
BERTRERC MEBRIH] (& TMEl) @S nizEflIE. 10mg T 27.6%. 25mg T 31%. 50 mg
T 51.7%. 75 mg T 69%. &¥EFIETIL65.5%TH o1,

TeMTE, HICEETHELLGLIATERIIRBO oG of=h 361 (7.5%) [CHMHEDOREAEEIR

(WFHhLERBREBFETERL) ARBHLON, 55 262 DNTIRHREMIC TOOMEHY | &3
ESht=, BH. REFOKREEIFT 25 mg A 24l 50mg N 16ITH -, Iz, RRERDEET
ERVRKRREEOEELS & L THROBRRORED . FFHEKED, BBKIEM, AST. ALT. ALP LF 7%
EET 154 (38.5%) T 27 M RBHoNT=. MBERTEEHEICEVWTIEERRHEDN IREEICHELT L)
EHTFESNTIEFD 75%. THREMEICOPHEDHY | EHTESNTIEFD 25%THo71=.

BEREEICOVTIE TRLMICHEG L) EHESNIGEHFA. 10 mg IHELRTEFT 95%. 25 mg %
B THET 92.3%. 50 mg 5K THET 86.8%. 75mg 54 THT 794%THY . 75mg [2H51H5
REMHNRLEN oD, EF THREEKRD=HRES L L TLDEFICEKRREED R EHHNEE
AE75MgBEEHDOALENSEHELNHIENOREEEDREEICTDVWTERELGLRIEITELRVER
bihtz, eBRSHRVERHEZELCT MMGYRBESHY 1 TEXGHEESHY | LHESNEHIEE
Mot

LEEY ., ZEMEMNCRMARIEIZE T EERED 75mg FTOEREGEIFRETH S LHTE Sh. M/MRE
ERICOVWTIIASMEEMICHIfIEN S Z ENTEINT,

HEEDHT : 1‘ EI JEJ. B
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212 RRXREM

JEFIOWNRZ X 112, BHEZ2ERHExZ] (40 ) ORBEE RE2 £ 3 ITRT,

1 -EFIDAER, DV7314-02

HRERBIEL - 46 B

Rk - 3 1
BRA A RER] < 3 B

A 4

FEAT G215 < 40 5]
(10mg : 40 f5l, 25mg : 39 f5l, 50mg : 38 f5il, 75mg : 34 fi])

i/ NREEER I RHEARRES ¢ 11 5]

A 4

i/ NREEER N 20 R E IR < 29 1)
(10 mg : 26 {51, 25mg : 25 %, 50 mg : 25 #il, 75 mg : 23 f51))
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®3-BEEE —HMRTLEFTMARH. DV7314-02

HH FEFIE (%)
iE 151 31 40 (100.0)
4 7l Bt 28 (70.0)
i 12 (30.0)
Fin ~ 64 % 22 (55.0)
65 H~75 % 16 (40.0)
76 i~ 2 (5.0)
14 + SD 63.8+8.0
(/ME. ZKE) (44, 78)
g& (cm) 14 + SD 160.0 £ 10.5
(m/ME, ZKXIE) (141, 182)
KE (kg) 15 + SD 57.6+10.3
(m/ME, ZKIE) (41.5, 78)
ABR - 413k N 6 (15.0)
VAP 3 24 (60.0)
ARE — 41k 10 (25.0)
% 5 8 Ft5 + SD 62.1+12.1
(m/ME, ZKIE) (55, 112)
B FRZEH L 2 (5.0)
HY 38 (95.0)
ELIE EEIBLL RER®R 8 (20.0)
FERR 29 (72.5)
[FFER 3(7.5)
BEEFE IEEREE 1@ 24 (60.0)
2 [g] 12 (30.0)
3 2 (5.0)
N 2 (5.0)
b4 2 I & ST FR R K REEEFTER 32 (80.0)
i 3= ETEN 8 (20.0)
N 0 (0.0)
— 38 4 A A M F6 4% Hv 1(2.5)
7L 39 (97.5)
ZDEEE HhYy 7(17.5)
L 33 (82.5)
BHHE HY 34 (85.0)
L 6 (15.0)
BHHIEDTELE & M [EfE 26 (76.5)
HEPRIR 9 (26.5)
= g M fE 9 (26.5)
EmEOEE 3(8.8)
Z Dtk 9 (26.5)
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213 AR/ REHF O

AT FIEIZHOWTIE, &G &N 2 LI X0 M/ MREERB IR D Il zh B3 mE9 95 = & id7s
W EW ) FIRICESE AL OREIE DT —Z 120 Tt 1 DRiOBEIEE A HT 25 L vy H LOCF
(Last Observation Carried Forward) O %% W 7=fi#T H 177,

2.1.3.1 M/MREESINH R

K EOBRHMIZIIT H ADP 5 uM EEEIZ K DK/ MEEERE (%) %3 412, BIEME K
NIFARERHA E 725 TV DEAIZ, LOCF O FEAEH L THEH LR E2E 5 1T T,

& 4-MiREREFICH TS ADP 5 M BEERKIV/MUESRRE (%) —M/MRERREFENRS (FREE
DORFAM) . DV7314-02

FLEREI 10 mg 25 mg 50 mg 75 mg BT
n 29 27 29 27 23 7
B 78.6 67.7 60.0 52.5 50.9 71.8
THERE 2.6 4.1 3.7 3.7 5.1 7.8

= 5-INMizfEEREICH (T3 ADP 5 uM Eft iz KIM/NMREEERE (%) — M/MMREEEREETE Xt & 4] (LOCF) .

DV7314-02
HERAT 10 mg 25 mg 50 mg 75 mg
n 29 29 29 29 29
14 {E 78.6 69.7 62.8 54.5 49.2
TERE 2.6 4.1 3.8 3.6 4.2

KREBOHABIZIIT D ADP 5 uM AL & 2 M/ REEINHIR (%) 23 612, HIEMmA KM
IR L 72> TV DAL, LOCF OFEZ#EAH U CEFF LI RA2E 7 1087,

& 6 -Mi MR EBHICFH (S ADP 5 pM HEI/MRESIIFIR (%) —l/MugERaeEHENRE (FR58
DB . DV7314-02

10 mg 25 mg 50 mg 75 mg ¥ TH
n 26 25 25 23 7
FiE 13.0 22.8 30.2 34.1 1.9
THERE 4.4 4.2 4.2 6.0 8.2
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R 7-MiMieERZICE TS ADP 5 uM ER2 /MRS IF R (%) — /MRS REETE xR 5] (LOCF) |

DV7314-02
10 mg 25 mg 50 mg 75 mg
n 29 29 29 29
FHE 11.7 19.6 29.6 36.0
RERE 4.0 4.0 4.1 5.2

ADP 5 uM A21Z X 2 i/ IMREEEINHIER (%) (2D & . T 7o B UEI TG L/ MREEEE M 20 5
DHEEITH 1=, KRG EOBRRAFNCE T D HEHEREZ2F 812, MBI KB I ARERA & 7a> T
LA, LOCE OFEAEH U CER LIHER R 2 £ 9171,

F 8 -fxMARE BE (26 (T 5 /MRS R $1E — f/MUESIIF I RHERRE (FREEDRA
f5) . DV7314-02

HE Z A L % JLiE &t
10 mg #& T B% 2(7.7) 6 (23.1) 18 (69.2) 0 26
25 mg #& T B4 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
BIRHIE 8 (27.6) 11 (37.9) 10 (34.5) 0 29

R 9 -fxMAREE B E (128 (T 5 M/MRUESEINHI R $1E — f/MrES IR ESRE (LOCF) |

DV7314-02
HE BRI L] % JiiE &t
10 mg & T B 2 (6.9) 6 (20.7) 21 (72.4) 0 29
25 mg #& T B4 3(10.3) 6 (20.7) 20 (69.0) 0 29
50 mg #& T B4 6 (20.7) 9 (31.0) 14 (48.3) 0 29
75 mg #& T B4 8 (27.6) 12 (41.4) 9 (31.0) 0 29
Bk 8 (27.6) 11 (37.9) 10 (34.5) 0 29
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2.1.3.2 BRRRIEIRSREREHIE

PRARE UGB X, BRAER, MRROEME, FEEME & OV ADL (activities of daily living) DD
BEICESEHEEZTolz, FEGEORABNCEKT D HEMHEEE 1012, BB K SI AL
MEZR>TWD5AEIC, LOCF OFEA N L CHER LI HER R E £ 111277,

& 10 -IiMiRERBEFICE T DBRRERREEHE - RKERIEEHENRE (FREEORAHD .

DV7314-02
Jiik = BE POUE % BiE &t
10 mg #& T B 0 2(5.0) 38 (95.0) 0 40
25 mg #& T B4 1(2.6) 7 (17.9) 31 (79.5) 0 39
50 mg #& T B 2 (5.3) 14 (36.8) 22 (57.9) 0 38
75 mg #& T B4 3(8.8) 12 (35.3) 18 (52.9) 1(2.9) 34
BIREIE 3(7.5) 12 (30.0) 25 (62.5) 0 40

& 11 -fMAREBREICE T DEMKRERDEEYE —BRERSEEHENRH (LOCF) . DV7314-02

HE NE POHE % Bt &t
10 mg R T B 0 2 (5.0) 38 (95.0) 0 40
25 mg #& T B 1(2.5) 7 (17.5) 32 (80.0) 0 40
50 mg #& T B4 2 (5.0) 14 (35.0) 24 (60.0) 0 40
75 mg #& T B 3(7.5) 12 (30.0) 24 (60.0) 1(2.5) 40
BARIE 3(7.5) 12 (30.0) 25 (62.5) 0 40

2133 £MBEEHE

AR O RE VAL RS BT ) 29 SR R OV AT A 80 B 2 MR BN I LHIE AT o 7o, /MR EESE
DR DI E T & 72D o T SEBISUI AT & 2 o T EBN L, JRANE U CTafRdeEEHIE S HE S h
TOAEME Lie, LinL, BRIRIEMRUGEEEDS (L) LHIE SH7z b DI oW T/ M el
BIRDHE SN TR THERM L L, BRGEOHRMBIIT 2 HERRAFK 1212, LOCF OF
Ea M TR LHERI R 2R 13 1277,
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R12-HNMBERE(CH ITLHERBEEHTE —2RAEEHERRE (BBRS5EDFEEH) . DV7314-02

Jiik = BE POHE % BiE &t
10 mg #& T B 1(3.7) 7 (25.9) 19 (70.4) 0 27
25 mg #& T B4 1(3.8) 10 (38.5) 15 (57.7) 0 26
50 mg #& T B 6 (23.1) 11 (42.3) 9 (34.6) 0 26
75 mg & T B4 7 (29.2) 10 (41.7) 6 (25.0) 1(4.2) 24
BIREIE 8 (26.7) 13 (43.3) 9 (30.0) 0 30

R 13 -INMAREREICE T L5 EMBEEHE - RIEEHERFRSE (LOCF) . DV7314-02

HE NE POHE % Bt &t
10 mg R T B 1(3.3) 7 (23.3) 22 (73.3) 0 30
25 mg #& T B 1(3.3) 10 (33.3) 19 (63.3) 0 30
50 mg #& T B% 6 (20.0) 13 (43.3) 11 (36.7) 0 30
75 mg #& T B4 8 (26.7) 14 (46.7) 7 (23.3) 1(3.3) 30
BARIE 8 (26.7) 13 (43.3) 9 (30.0) 0 30

21.4 REMOFH

RERHIEIH I S OB FELNRD DIv, WIRIIE T 2 4, A5 12, B 1, AF
MROE L CThotz, 209 HHIMMEDIER D 3 HHITIREREE & ORRARBEETE T, o 2 41
RIEBARe L & HIE SNz, AEFROBIEIT 12.5% (5/408]) THY ., 205 LREBERIGE
TERVWAERELRORERILT5% BM40H) Thotz, T2, TN HO 3FNETHIMMEIER TH -
7oo BIER (RRBBRPEETERWAEESR) OO 5 1 H1E 50 mg 5 5-RFI2 FRAEEE D B2 T H if 2338
BL, RO 2RI L7 ET, BV RA REEBERIC K VK LTc, AIEFNZISIT 5 i)Wk
HEREIL 25 mg #& TIREAUT 5 uM ADP ALl X D REEEEREDS 73% T o 72725, FRBRAT AL O 50 mg 2 5-
RRIZHIE STV RN, AEFEGRIIRICR T 2 i/ MUEEERE OMEIORE X R TH o 72, #%
VD2 HE, 25 mg FHRFICEREE OAERE T i K& OV T A3 B L 72 51 C, TRBRFGHkGE I RER
IR L7y, i/ MREEEIHIEE RS Ty Th o722 & & 2R b oI MIEIR ORI L v | 16 (F
BT ML) 1% 50 mg #5212 25 mg (2 L, 16 (2 FHM) 1225 mg D F FH&E Lo 7,

Fo, BRRAEMEIZ OV T, FERBBROEGE TERWEFZEE O MBLREN 5% a2 72 DX,
HRIMERER 8.1% (33741) . ~EZ b 108% @A37H) . ~~ b7 U v b 81% 3374 . &FHEk
6.9% (229 1) . HEK 10.3% (329 %1) . ALP5.4% (2/37#) Th oz, REBMROGE TE /R
AL 156 (38.5%F1) 1T 27 B L 7=,
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INOOEEVEICEE L-ZHE 2R AR K L, HELZe2EOHEEIToT- (F14) ., &k5
W WT, TZEeMECHREHY | T 2RI ERREES D | &HE SIERNIL 7
nolz,

K14 -HMEBFICE T OIMBEZTEEHE -BIERTEEHENRH. DV7314-02

RE % L POHESHY AT YVAEHY EBEXTRESHY &t
10 mg #& T I 38 (95.0) 2(5.0) 0 0 40
25 mg #&2 7 B¥ 36 (92.3) 3(7.7) 0 0 39
50 mg #& T B 33 (86.8) 5(13.2) 0 0 38
75 mg #& T B 27 (79.4) 7 (20.6) 0 0 34
RIEHIE 30 (75.0) 10 (25.0) 0 0 40

2.1.5 AREDFE

EAHCHET THE LA LHE SN 2 B0 5 5 1 BlIE, 155K L ORBEBIRAS G E T A2
HMAO REET (ALP ER) 2ROIIEFT, Mo | lIIRREBROGETE RVEEFS L
LSO T HMZ RO TG TH Y | BHELAERO PR (ROMELHY | ThoTa,

® 15 -RMREBRFICE T LAREHE -~ AREHIERRE|. DV7314-02

AE fH POFH EbbEHWNZHL  HFFELLGW =118
10 mg #& T B% 2(6.9) 7 (24.1) 19 (65.5) 1(3.4) 29
25 mg #& T B4 2(7.1) 9 (32.1) 16 (57.1) 1(3.6) 28
50 mg #& T B 7 (25.9) 9 (33.3) 9 (33.3) 2(7.4) 27
75 mg #& T B4 8 (33.3) 7 (29.2) 8 (33.3) 1(4.2) 24
BIREIE 9 (29.0) 10 (32.3) 10 (32.3) 2 (6.5) 31

Property of the sanofi-aventis group - strictly confidential Page 31



276 BELADHEDE LD
SR25990C - ¥ O F K4 L LEREEE PAD

22 ISHBIREARE TOITERMROBEZMR L LEERTTHE I HERKHER (DV7314-04)
(BEEH)

[Module 5.3.4.2-2 : DV7314-04]

221 HBE

& 16 - #i&. DV7314-04

AREEFHEEOHEAN—F : DV7314-04
AERDIERE : SR25990C RTHASE I HHEGKRRER —MITHE—
ARBRAEEGSSEZ - I <) CGCEErAHEEEA X2 B

[ )

EEEEMEE . ZERER (16 1EER)
DNREK : L

REREMEEARM -

snnzEnREHRE - 19 £ PP E
sxOEEOREXRTE 1Y £ AP B
BFgEOT7z—X : AIHAE 148

B : MITHERNERORMI/NMREEIZE TS SR25990C DERRMIERME TN Z FRMICKRET 5
BT, REDERAEZHE L=,

BEBAE: SAEOA—TURBRICKYERLT,
BEH:
FE : 45 4l
&5 48 fl
ST -
&M 354l
B3 - 29 41
(BAREHIF DR EIRHL)

EIWERUVZREUEZFHRAICRAT I LTORNDFKTHY . EREREAELSHEDNE 1 flEHREH
L3>3d&5LEDHIHE LT,
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BREESHEEORA I— F : DV7314-04

PR UERIREE

EIREHE

BHBREEEDEE CTROESICART 2NTERAZENRET S,
1. KBE—RHEEARFEH,

2. KIRESEIR BRLE. BT H»HWVIAIME (BL) #RBEMEELLTHEHAL. RO
LTrunoff BIFHE1 D, KIREFEIRDIZES . reverse, in situ DBIIERE %R,

3. MITHEMERT. BOKRSAARGLD,
4. B, REE - LHIEL (AB) ORE, H2VEMHEEZTRESRDLONZEVELD,
5. 7Rl 2 EMICHIVMRIERZR T SRAZHRAL TLVEN 26D
6. R 75T,
1. PRI EHELN,
BERE
SR25990C 10mg £¢ :
1 8 1C SR25990C ZiEE & L T 10mg @H Y H&#I (A v k No. : 1851-POD-1. 2057-PQL-1)
SR25990C 25mg £¢ :
1§12 SR25990C ZiRE & LT 25mg &F ¥ S4#| (A v k No. : 1843-POD. 2057-PQL-2)

A& - BE

10mgfEZ 1B 1E 18 (10mg#xE) . 26mgfE# 1 B 1@ 2§ (50mg#x5) XX 25mg % 1 H
1E 38 (75mg#s5) RARBRICEOKRET S, 4. REE L THITHEEWOER ($2%HE) £T
[T 5ZFIRT 5o

BERM : 128RET D, 2L, 4 BRIC-BHEZITL., AR EREUIBOONEEOH
12BFTHIMI S EET D,

AMEEEE . 4 BREV12B% (RIFHBRETE) (CHMME. REURUVERMOHEEZITS.

At BESORFRE. BRERRCM/MrRESIFERERSMICHEL. BMWEETRED 5K
BTHET S,

1A 3. 2. 00FE., 3.8, 4. Bk, 5 HIETHRE

Z&h BRRPEPICBEESNRERARVERREEORELZH L EZER L THEREEZTLED
4 BRFBETHEYS %,

1. ZEMICEEG L, 2. REEICOOBEDHY . 3. TLEIH LG YBESHY. 4. REMICEXLGREE
HY

BRME: AIMRVRERZERAMICHEL. HREOFRAMETREDSBETHET 5.
1.8 A, 2. 00FR. 3. HARLEVZRGWL, 4. 5FFEL AL, 5 HIETEE
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ARREEHEEOHEAI— F : DV7314-04
WEtFk MBI TROERZEE L TERT 5,

1. BxETF
2. Aotk T, HRAK

3. BEHORFINE
4. BRERAEIR
5. I/MREESRE

EREF. AWM. K&t BRI CCRESEAL. M/MREERRICIE tRE $H 5 L) Wilcoxon
REFZAWLD, £=. BHIDRLRET D,

B8

BEVEDRR -

At DEEE ABI, EEEER, BRER. M/MUEENFERTHY. ThoERE L TEHE
Shit=,

1. ABI

28 {5 31 #£(10mg/H 5 I 6 #£. 50mg/B 14 5] 15 £, 75mg/B 9 1 10 #)THEE . LWFhOAEIC
BWTHRERABATELERL. BEGETEIRESONT . 1I0mg/BD 4 BTIEHEELLENRDONT-,
BHEHHICHE T E5ERTEEFIROONEMN 2T,

2. MEEFRER

16 45 18 #4-(10mg/B 3 {5l 4 4. 50mg/B 8 5| 9 #. 75mg/H 5| 5 4)TEEfich. FA=ELVTh LR
SRR E ERBEREELEREIBHONEIN > =-A, ERAETHEEROIFIZEHIRE 7 5 {E[mH
T EINT=(10mg/H 25.0%1E0. 50mg/H 15.3%EM. 75mg/H 2.1%E ),

3. EREREEIR

32 5 35 #4(10mg/R 6 51 7 ¥, 50mg/B 15 %51 16 ¥, 75mg/H 11 1 12 #%)TEFfli Sh. FAER TEREK
FERDIREIZEIFBO O NGEM 0T,

4. /)RR SR N4 A

20 451(10mg/B 4 #51. 50mg/H 105, 75mg/H 6 f5l) TEEffi SN iz, 5uM ADP EREIZ & DA MN/MRER
£EEICBEL. 10mg/B TR SRMABATE LR ESREELGETIIRO o m o F=A 50mg/B. 75mg/
ATIEELIC4BENSHERETIARO SNz, I/MUEEIIHIRICOVTIE4:B%. 128%&VT

htAEMICAEELERIZEOONLEA 21=A, 10mg/BIZEER, 50mg/BR U 75mg/B CEIEFR LT

(481 : 10mg/H 20.1%. 50mg/H 29.9%. 75mg/H 34.4%. 128 : 10mg/H 21.6%. 50mg/H 45.2%.
75mg/H 49.8%), 2 uM B U 10 uM ADP Ei#EIZ & 2 M/MREEIIFIEIZHE LVTEH 5 uM & ZIERZRDIE
m#ErLT=,
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AREEFHEEOHEMN—F : DV7314-04
5 BMMHEHE
29 51(10mg/H 5 f5l. 50mg/B 14 45|, 75mg/H 10 #) TEEBEE t-=,

4 BEZ¥IEG 29 % (10mg/B 5. 50mg/H 13 4. 75mg/B 11 ) THESh. HXEIL 10mg/H

100% (10 0 FEZN 1044) . 50mg/H 92.3% (13 #hAEZ 124) . 75mg/H 90.9% (11 #HhFH%) 10
#) TEHAELL V%ULDEDETHY . AERHTOEELELRO oG, o1z, 12 BHHEIX
30 (10mg/H 6. 50mg/B 13 . 75mg/B 11 #4) TEHfiSt. HZE(L 10mg/H 66.7% (6 e
A4 #) . 50mg/B 76.9% (13#HFFEZ104) . 75mg/A 81.8% (11 A IH) THY. A
ERTEHEELZFIRO OGN >1=H, 10mg/BIZLEN 50mg/B R U 75mg/BDENEAE LN o 1=,

ZEMOHER -
354 (10mg/H 8 f5l. 50mg/B 15 %I, 75mg/H 12 ) TEFHE = 4L1=,

4 BHRHETHOREEIL 10mg/H 87.5% (8 #idh 7 HIRIREA L) . 50mg/B 100% (15 I 15 HIRTRE
L) . 75mg/H 91.7% (1241 11 BIfER L) TEHEL D 8B5%ULDEEETHY . AEMTO
FELGELROONGN o1, 12:BHBHIE TORELEIL 10mg/B 87.5% (8 s 7 FIRIREAL L) . 50mg/
H92.9% (14 ich 13 IRIEA L) . 75mg/H 63.6% (11 itk 7 BIRSEA L) T. 10mg/H. 50mg/

BIZLkR75mg/B TREENEN =N BEMTEELZEREO oL 2 1= BEAHRTEEIL 10mg/
B 12.5% (8 #Id 14 : THi. MEH., BER) . 50mg/B 0%. 75mg/H 8.3% (12 f5ch 1 5l : BRI,
o, EE%) T°hY., RRBREEECELHVERREEEELEHRAITEL 10mg/B 12.5% (8 4l
m14]) . 50mg/B 6.7% (15%Id 145]) . 75mg/B 33.3% (12 445) THY. WTFhtHEMT
BELEIRO NGNS T,

ERMORER
30 51 (10mg/R 6 5. 50mg/H 14 fl. 75mg/B 10 i) TFHH 1=,

4 BR¥IETORMEE 10mg/B 80.0% (5HIFHRM4H) . 50mg/B 91.7% (12 HIhHRA 1141 .
75mg/H 80.0% (10 fflFERH8HI) THRAEL L ONLULOERETHY ., AEFMTORELEEFR
HonaMhot=, 12 BRFITE TOHAZEIEL 10mg/H 50.0% (6 FIHHER 34l . 50mg/H 66.7% (12 4l
hHEMA8HI . 75mg/H 60.0% (10HIhERGEH) THY. RERTORELGEZFIEBO oG o1,

EEA .
PoaM -

mTEEZT>-EBE T, 10mg/BIZLEXERAE (50mg/BX(E 75mg/H) T, ARLERFEDH L
M o1zh ADP B2 IC K A M/MREEINFIELASEZ R LI-C L. BENEEONFIESRAEF EE
KBBEENRENECELY ., BERBAZEKLEICIIERE (50mg/BXI( 75mg/B) OAEMMEINTE
ht-,

HEEDHT : 1‘ EI JEJ. B
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222 REBRXMREMH

JEFIOWNR Z X 2 12, Ml RGO BT T 72 R 17177,

FETEGIEL - 48 5l
10 mg : 11 {31
50 mg : 19
75 mg : 18 f

2 - FEBIOAER, DV7314-04

A 4
WERIEBIEL - 36
10 mg : 9 1]
50 mg : 15 44
75 mg : 12 4

A 4

RERIER] : 12 4

\ 4
LA MR AT e SR A5
10 mg : 8 {31
50 mg : 15 44
75 mg : 12 4

35 fi

A 4

FHAR RG] 2 1

\ 4
AR G5
10 mg : 5
50 mg : 14 4
75 mg : 10 14

29 il

d

A 4

APERHARERSM - 6 151

<

\ 4
A PR G515
10 mg : 6
50 mg : 14 4
75 mg : 10 14

30 #1
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xR 17 - BEER - TEMUFTERE. DV7314-04

IEH o8 10 mg/H 50 mg/H 75 mg/H BE*
T X RBIEK 8 15 12
4 5l B 8 (100.0) 12 (80.0) 10 (83.3) 1) p=0.4088
= 0(0.0) 3(20.0) 2 (16.7) 2) p=0.5860
FH R ~40 % 0(0.0) 0(0.0) 0(0.0) 1) P=0.2074
41~50 &% 0(0.0) 0(0.0) 0 (0.0) 2) P=0.1696
51~60 &% 2(25.0) 2(13.3) 1(8.3) 3) P=0.6520
61~70 % 1(12.5) 8 (53.3) 8 (66.7)
71~80 % 5(62.5) 5(33.3) 3(25.0)
81~ 0(0.0) 0(0.0) 0 (0.0)
F5+8D 68.1 + 8.92 68.1 +7.03 67.5+542
ARz - 44 NG 1(12.5) 1(6.7) 1(8.3) 1) p=0.8923
VAR 3 0(0.0) 0(0.0) 0(0.0) 2) p=1.0000
AR5 % 7 (87.5) 14 (93.3) 11 (91.7)
A FAZE M ENAREE 1L S 7 (87.5) 15 (100.0) 12 (100.0) 1) P=0.1760
N—T v —iR 1(12.5) 0(0.0) 0(0.0) 2) P=0.2286
REBIRE - SHEIREAE 0(0.0) 0(0.0) 0(0.0)
BERK 18 6 (75.0) 14 (93.3) 11(91.7) 1) P=0.3857
20 2 (25.0) 1(6.7) 1(8.3) 2) P=0.4196
FAZESAREZ i KBEENAR 6 (75.0) 11 (73.3) 9(75.0) 1) P=0.4933
KEEEIAR 1(12.5) 1(6.7) 1(8.3) 2) P=0.7376
RE BhAR 1(12.5) 0 (0.0) 0(0.0)
ERIEENAR. BREENAR 0(0.0) 2(13.3) 0 (0.0)
EAERENAR. ATAE & BIAR 0(0.0) 0(0.0) 1(8.3)
ERREENAR, &IRE IR 0(0.0) 0(0.0) 0(0.0)
S EEIAR. X KBEENAR 0(0.0) 1(6.7) 0(0.0)
ERRRENAR. BEBEIAR. £ 0(0.0) 0(0.0) 1(8.3)
FE & EhA
BREH AR L 0(0.0) 0(0.0) 0 (0.0)
HY 8 (100.0) 15 (100.0) 12 (100.0)
EHEDFE L 1(12.5) 2(12.3) 0(0.0) 1) P=0.4239
HY 7 (87.5) 13 (86.7) 12(100.0)  2) P=0.4362
BEHRK B RF#K 4 (40.0) 10 (62.5) 3(23.1)
(BR%0 A& 6 (60.0) 5(31.3) 10 (76.9)
Composite 0 (0.0) 1(6.3) 0 (0.0)

*: 1) x2#8%E. 2) Fisher's exact test. 3) Kruskal-Wallis #&5€

ZWr4 TIE 10 mg/ B O — v — (FAZEM MR 28) 1 BN T2 TPHZEMEEIRIE (LA Cdh -
7o PAZEENRA (TAHE & & R BRENIRAS 4 43D 3FREEZ (5 IR O MAERIZ DUV TIR R BB T
DA B < a2 D 4 JEFNT R THBMEBAIT Ch o 7o, BOHEIRITZE A L DRERFNZHE
B, @IE, FERFEODEDENR Lo T, HEEETIX 50 mg/H @ Composite D 1 1] % bR & H Z
ARXIZA T ThH Y, 50mg/H THZEFIRDAZ W, 10mg/H |, 75 mg/ H TIEA LIENZ D> T,
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223 AR/ REHFOFH

2.2.3.1 M/MREERE

/MR EEEE RERTA S SRAE BT O NFR &2 [X] 3 12/~ T, Al S5 503 #% 5 4 BEFT 20 1], #6512 ks
T17HITH-T=,

X 3 - m/MREESERESHME S EF DAER. DV7314-04

FHIEBIEL - 48 5]
10mg/H : 11
50 mg/H : 19 7
75mg/H : 18 31

A 4

iR EEER RERFA PRSI : 28 451

A 4
4 3 RFREA e S 5145« 20 1)
10 mg/H : 4
50 mg/H : 10 7
75 mg/H : 6

12 BEFEEAREABF] 3651

A 4

\ 4
12 A RFREAth ek G515 17 5]
10 mg/H : 4
50 mg/H : 7
75mg/H : 6l

ADP 5 uM E21Z K D RIM/MREEERE (%) A7 1812, M/MREHEISIR (%) %% 19 1T77,

ADP 5 uM &I L DRl IMREERRIL, B 5R1E 10 mg/ B TG ZICHBERKTIEER
SN 7=h, 50mg/H KON 7S mg/ BIZ 4 BENLAERKTFARD LN, UL, HEMEE
TG 4B L 12 8% CABEREZITRD Do T,

ADP 5 uM AFEIZ X 2 M/ REEEINHIRIZ, 10 mg/H 12kt 50 mg/H X T 75 mg/H CRETH - 7=
25, HEMEECIIAERETRD broT,
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x® 18 -2 BARBASEEREICH (745 ADP 5 M EE R A M/MREESRRE (%) — /MR RS Ag 3Tt R 451

DV7314-04
iS4 10 mg/H 50 mg/H 75 mg/H B’E
e Eoafibnat L IE= 4 10 6
E{E 70.90 67.25 66.97 p=0.91352
EAE R 22.90 13.88 13.74 p=0.6959 b
th 3 {E 79.30 65.00 70.00
=XIE 87.0 86.0 87.0
=/IME 38.0 40.0 48.8
BE% 4:BE  FEESIEK 4 10 6
E{E 55.20 48.15 44.08 p=0.6623 2
ZERE 20.96 20.23 14.02 p=0.6364 b
th 3 {E 53.00 42.00 40.75
=XIE 78.0 83.0 65.0
2/ME 36.8 20.0 28.0
BT p=0.1322° p=0.0022° p=0.0021°
‘E% 1288  FHEEHILK 4 7 6
E{E 54.28 37.86 32.38 p=0.2575"2
ZERE 26.66 20.99 12.72 p=0.2512 b
g & 47.25 37.00 29.00
=XIE 91.0 72.0 49.0
=/ME 31.6 13.0 18.5
BT p=0.2291° p=0.0018° p=0.0044°

a: —FTERESEHS . b: Kruskal-Wallis #R%E. c: E5RIZXRELI-AEDH S tIRE

& 19 -EMBIRFAEEZE(CH TS ADP 5 pM ke M/MESEIIGIER (%) — /MRS s STl <t K41

DV7314-04
iS4 10 mg/H 50 mg/H 75 mg/H ®E
®5#% 48R ST AE 1511 2% 4 10 6
E{E 20.13 29.92 34.42 p=0.5207 ®
ZERE 21.24 20.91 13.78 p=0.4531 b
th 3 {E 15.60 33.65 31.20
&AfE 49.3 56.1 52.8
=/IME 0.0 -6.4 20.0
5% 12 B ST 4iE 151 2K 4 7 6
E{E 21.55 45.19 49.82 p=0.21202
ZERE 29.05 22.27 24.35 p=0.1889 b
th 3 {E 17.15 42.20 58.20
&AfE 56.5 78.1 73.6
=/ME -4.6 16.3 4.1

a: —JTEES S, b : Kruskal-Wallis #R7E
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2248/ HE

FAER] 48 Bl D 5 B FEFIFCERARBIL, AEARAER], FERE L 2 D 2 B IR FERES L 2
DRGSR G, ARG B AR B A R < 29 B 2 A 2 PR e SRAER] & L7,

PRI OBAREE (ABL, $ZER) | BRI (FERORMAROAEE) KO MR EEEM 1
Az arNcHkr L, AE2HE Lz (&20) .

BhH 4AERFCIISHER-RE S 0% EOARTHY , HEMTOREREZLRD LNRI ST,
AoEEplE (5 12 1K) Tk, HWEICHEM THERETFEO 6o, 10mg/ B Ik
~50mg/H. 75 mg/H R EmWAMNEE R LT,

& 20 -BEBARBAEEEE (C & (T 2 EFE — AT RHI. DV7314-04

Lk "% POE |2 &t HIE e B®RIE *
458
10 mg/B 5 5 (100.0) 0(0.0) 0(0.0) 0(0.0) 0 P=0.7987
50 mg/H 13 12 (92.3) 0(0.0) 1(7.7) 0(0.0) 0 P=0.7923
75 mg/H 11 10 (90.9) 0(0.0) 1(9.1) 0(0.0) 0
1258 (ZEHE)
10 mg/B 6 4 (66.7) 0(0.0) 2(33.3) 0(0.0) 0 P=0.7066
50 mg/H 13 10 (76.9) 1(7.7) 2 (15.4) 0(0.0) 0 P=0.7792
75 mg/H 11 9 (81.8) 1(9.1) 1(9.1) 0(0.0) 0
% (%)

*. EB% ; Kruskal-Wallis #5E. HE ; x*BRE (EHOOEHUT)

225 REMOFT

BBEER GRZICRO b= AEREGX, 76 144F (10mg/H 461 614, 50mg/H 1 6] 3%, 75 mg/
H 261 50F) IZBD LIV, D9 BIRERHEK & OREBEBRAEE TE TRIER & HIE S V=ERNX 2 61
61 (10mg/H 16134, 75mg/H 134 THotz (F21) ,

BHERAEEL I 202150 . DHFEZEIZ X 50RO FR M .55 PR E R (DIC)
IZ Xk DR THIIL T FNOIER HIETICE -T2, LvL, IBBRIELE ORI BRIV E L) &
HE SN,
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®21-BUHBIRFAZREZECE T OAEERRABE -T2l RAE|. DV7314-04
EREAFRZEADEL EREFREEETELL
10 mg/H 50 mg/H 75 mg/H 10 mg/H 50 mg/H 75 mg/H
151128 8 15 12 8 15 12
FHIEE (%) 4 (50.0) 1(6.7) 2 (16.7) 1(12.5) 0(0.0) 1(8.3)
FITEE] 6 5 5 3 0 3

WL RS- EHERAERLOFM QF) XL TO#EY Th 5,
HEINTWD,

151X 10 mg/H T, \%ﬁ
b o TR, FBIEk, MR, ffE.

EE(%&%&%¢¢%MEE)_%tLtO

WL B IRERE & ORRBILRIT

XD LEEAEIRTH Y &G 1 H A THE L, Bt REDE
AT ERZ U, PUREIREO®R G 2175 b JIEHE

15

H 9 161X 75mg/H T, DICICXL A E FHIMTH D, HiED7-8 distal partial gastrectomy % fifi{ 1% .

W O

BOTIN AN G SN T 7oo$ -39 H BIZ DIC 23E, MMM 2807, U2 A

K OBBEE S 52 ik U C— BRI IZ M2 > 7223 RO DIC SEIR 28 B, B A4, MR 28 T L,

FEIERR 53 HH (BB GhIk% 45 HHA)
AN R NP A5 W

AR I C R S 7R

\ZHETS L7, 723, DIC @z FHmIiZHa AH D

EPEIES

IR R O R A D S A B 20 &2 B8 U TR e 2 2 H)E LT

(£22) ., BHELREIL, 540K TEHAERE D 85% UL LOLZEFETHY, HEMTORE:
ZHRO LN T, BRHERE (5 12 TIX 10mg/H., 50mg/H 2~ 75mg/H Tl 4
PR TN, HER TORERETRD bR T,

* 22 -@MHRFARERFICH (T 5L MHE — K2 Mxt KA. DV7314-04
ik fEEL L POMEH Y MpYBEEHY BXLGREESHY BE
438

10 mg/H 8 7 (87.5) 1(12.5) 0(0.0) 0(0.0) P=0.4373

50 mg/E 15 15(100.0) 0(0.0) 0(0.0) 0(0.0) P=0.4178

75 mg/B 12 11(91.7) 0(0.0) 1(8.3) 0(0.0)

1238 (&EHE)

10 mg/H 8 7 (87.5) 1(12.5) 0(0.0) 0(0.0) P=0.1464

50 mg/E 14 13 (92.9) 1(7.1) 0(0.0) 0(0.0) P=0.1522

75 mg/B 11 7 (63.6) 3(27.3) 1(9.1) 0(0.0)

B (%)

*. EE& ; Kruskal-Wallis 85, FE ; x2#E (R4 L/ACORESHYLLT)
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2.2.6 ARMOFE

A PERFAT G SAE B A PERHI S SHEGNZ BRI 5 R B o 161202 72 30 41 2 FF il
BB E LT, ARMER DL M2 REINTHNT L, B A A2 HE L (£23)

ARWEIT G 4 B R O A HER) (55 12 1) & HICHEM THERZITR O bhgnol,

* 23 -BMHBIRFAEEEE(CH (T 58 AMFE — AT RH]. DV7314-04

G fH POFA BRHEFTNZEL FELLGWN BE*
438
10 mg/B 5 4 (80.0) 0(0.0) 1(20.0) 0(0.0) P=0.7074
50 mg/H 12 11 (91.7) 0(0.0) 1(8.3) 0(0.0) P=0.6980
75 mg/H 10 8 (80.0) 0(0.0) 2 (20.0) 0(0.0)
1258 (&EFIE)
10 mg/B 6 3(50.0) 0(0.0) 3 (50.0) 0(0.0) P=0.6365
50 mg/H 12 8 (66.7) 2 (16.7) 2 (16.7) 0(0.0) P=0.7909
75 mg/H 10 6 (60.0) 2 (20.0) 1(10.0) 1(10.0)
B (%)

*. EBY; Kruskal-Wallis #5%E. FE ; x&E (RIgEL L/AOORESHY LUT)
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23 REmMEKDEFREEEEZNRE LE-ERERIE IHERKRHAR (DV7314-06) (BZFEH)

[Module 5.3.4.2-3 : DV7314-06]

231 #M=E

= 24 - EE, DV7314-06

AREREHEEOHEAI— F : DV7314-06

RERDERE - SR25990C %% I HHERARAER — i M4 M il B & —
ARREERE - I )
EIEERMEAE : SHEHRER (94 R

DRXHER : HL

AERHARE

 E3 Bl EREE Ed Bl

D7z —X : #HE I+

B : EMERODERES (—EBMREDRE (TIA) RUNEERE) (2HF5H SR25990C DEHMMER U
ZEMEHRIRLLTEBRAENREZIT .

BRAE  RMMHRNERE (TIA RUKEEE) ORENIBOON-EEERFRELIZIOERT L
L25mg, 50mg B 75 mg D 3 AEHMICH T 5 BRI SR - EEREEREER,

BEY:

FE:EBH 12051 (BREETIAG0 HILLE. NEESE 60 Ll L) 5t 360 4l
%5 ;38141 (25 mg/H : 1294, 50 mg/B : 121 ], 75 mg/H : 131 1)

g :ﬁﬁ :

AL . A5 247 61

TIA 10145 (25 mg/H : 29 51, 50 mg/H : 34 51, 75 mg/H : 38 fl)
fitEZEAE 146 51 (25 mg : 54 5], 50 mg : 44 5], 75 mg/B : 48 )

ZEM% . A5 33341

TIA 138 5| (25 mg/B : 46 . 50 mg/H : 42 %, 75 mg/B : 50 fl)
RMAEZESE 195 ] (25 mg/B : 70 #l. 50 mg/B : 56 %l. 75 mg/B : 69 i)

(BREHIBDRERHL)

LUKEICERTA2HERTEZTODIIRELR/IEENHHE LI, (EFEHTS0%. mHAEHT
W%DEIEABOLNDIETDEMREL. =01 (K@) . 1—B=08 (KA LLTEHLS, )
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AREREEHEEOHEA I— F : DV7314-06
PHRUVIEGHAALES
BIREE
1. AR 12 BAMICUTORMMEMOEFREDRENRH LN D,
TIA (NH Z2EE#(SEET 53D, NINDS % 3 ki)
AEEE (DRMEREZR, )
2. E#: T5 BT,
3. MR BdAEly,

4. ARRNEDR : B, =2 L. HERBEDFZEEFADLE L L H 24 B8R LU L LREBREETIE
MAlREE B DN BEHICR S,

BERE .
SR25990C 25 mg §%
1 8112 SR25990C #iEH L LT 25 mg 5H T S8#F (B &S : S1960-PPI-1)
SR25990C 50 mg #%
1 8 (2 SR25990C #iEH L L T50mg #8H T 54&#F (O v FHES : S1960-PPI-2)
R25990C 25 mg 75 4t :
SR25990C # & & %L SR25990C 25 mg & & #AI FEEDFEHKI (A v FFES - S1960-PPI-3)
SR25990C 50 mg 75 4% :
SR25990C # & & 7L SR25990C 50 mg & & #AI FEEDFEHKI (B v FFES - S1960-PPI-4)

HELF

SR25990C 25 mg f& : (A k5 : S2048-PQK-1)
SR25990C 50 mg f& : (A +&ES : S2048-PQK-2)
SR25990C 25 mg 7 tAfE : (Av F&HES : S2048-PQK-3)
SR25990C 50 mg 7 tARfE : (Av &S : S2048-PQK-4)
RHITMDIERE

HETETOKEKDEAICEY ., KEDEBELE ELICHEREANAHIRT S L, I EEFRICK
EETLISYTBEERV-KEBTRET HEEENBFRTH I ENHBALf=0, BENEHIH
B LEARMEREL =
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BREESEEOHEA 2— F : DV7314-06

BEE:

BEFEMEAICIEHITOIT. FAEFN SR25990C £ LT25mg. 50mg. 75mg# 1 HE & L1=,
B’EAE -

BENBRREECERIIENTHSIEEHIALIR, REZLICEFD 1 BNCIERIC, 1R 13
Z1H1EHRRICKE LT

25mg/H : 25 mg §& + 50mg 75 REE

50 mg/B : 25 mg 75 tREE + 50 mg fE

75mg/B : 25 mg £ + 50 mg £
BERRE -

24 E, 48 BFET, =1L, 24 BRERTRAIM - TEHOHEZTL. 2B ELREMN
HRINHRIC48 BF THEREZT o=,

R

REREFIIRR 24 BICTROHIEZITL. SHICHGKRE LEEEIL 488 (RITREMRTHE) ICREERDH
E (RHE) £iTo71=

B3k -

ARERSHMTOEMMEROEE. NE. CTHRRUVEKEEFERZBZREICHEL, LITD 4 B
B < ERfE L 7=,

1.B#. 2. PPE. 3. B, 4 HIETHE
etk

ABRERSHAMDICER LR BRREEOEELE. HIBRHFEZRARICHE L. UT O 4 &
B TETA L 7=

1. REMICHEGL, 2 REFITOPHED Y. 3. TLEICHGYBEDHY. 4. RERICEXRGRHE
HY

AR :

SREBICETA2AMURVREMZHRESHIICHIE L, LUTO 5 REETEEL =,
1.HA. 22 PPFA. . ARLEVAZAGL, 4 FFLLGEL, 5 HIETRE

i /MR EESR eI R

ADP 5 uM Eit2 12 & HIM/MRESEREZRIE L=ERIZ DT, M/MMiEEiHEZ 4 8%, 24 B,
48 BRICLITD 5 REETEMME L= S HICREHMEE L-REFMZ1T o 1=

1. ZBANGI (50%LAE) | 2. Il (49~25%) . 3. FZE (24~—25%) . 4. TU# (—26%LLTF) .
5. ¥ E T He
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AREEFEEOHEAN—F : DV7314-06
3 S
TEMDER

24 885D 25, 50, 75 mg/HDLRELE ( [RLMICHEGE L] LHESNIZEFDLE) (X, EFHLK
T 84.5, 87.6, 79.0%. MMiFZESEHIT 82.9, 82.1, 78.3%. TIA fEH|T 87.0, 95.1, 80.0%ThHY. B
EFCHEERGER LGN o1, F1- 48 8 (REHIFE) D 25, 50, 75 mg/HDLZE XL, EFILAT
78.9, 84.8. 71.1%. KHEZELEFIT 76.1, 79.2, 66.7%. TIA FEHIT 83.3, 92.3, 77.1%Th Y. A=
BICEERGRER>R G o=, EFEKRICE T HEIMERAFEIRE(L 25, 50, 75mg/B T 10.3% (12 41) . 10.2%
(10 ) . 16.0% (19 41) & FAEHEBEMICENT 5{ERMNEH >7F- (P=0.094, Cochran—Armitage #&
E) o BIEEMEHITIX, 10.0% (7H) . 14.3% B4 . 20.3% (144 LFMEAHRKERIZH=E
HEMERD 5tz (P=0.044. Cochran—Armitage #R3E) . TIAFEHITIX 10.9 (545) | 4.8 (241) . 10.0%
(541 &AEMEEEIEREO oG, o=, EREERICETIHERBEEERELSIE 25, 50, 75 mg/
HT24.1% (2841 . 21.4% (21 41) . 31.1% (37 H) . KIFEZEEF TIIENEFN 22.9% (16 H) .
17.9% (1041) . 31.9% (2241) . RU TIAEF TIL26.1% (124 . 26.2% (114) . 30.0% (15
fil) LWFntRAEREMEEO OGN ST,

BEHEORE -

24 EBE®D 25, 50, 75 mg/BDEHDE ( (BRI LHESNIEFDLLE) (&, EHEAT 757, 75.0,
70.1%. BNAFZERLEH T 76.7, 77.1, 72.2%., TIAERFIT 74.1, 72.0, 67.7%THY. AEMEICHEELE
[Ttz F7- 48 B (FIEHIFE) M 25, 50, 75 mg/BDENEIL, EFHIEAKT 70.7, 74.3, 70.4%.
MAEZEEFI T 73.1, 76.9. 71.7%. TIAEHI T 65.2, 71.0. 68.6%ThHY. AERMICEELEX G,
f=o

ERAMOHER -

24 EBF®D 25, 50, 75 mg/HOERE ( [HAI LHESINEFDLER) (&, EFHEATO64.2, 64.7,
56.1%. AN ZESEHIT 66.0. 61.0. 54.3%. TIA fEH| T 61.3. 70.4. 58.3%ThH'Y. A=EMICHEELE
[T oT-, 48 @ (REHTE) D25, 50, 75 mg/BDEFERAZEIL, EHIEKRT 56.2, 64.1, 55.7%.
I+ ZEAEHI T 59.0. 62.2. 54.4%. TIA FEHIT 50.0, 66.7. 57.5%TH Y. BERICEELEX G,
T=o

/RN R DOHER -

24 AR THIRIL L (EBRIHIXIEHIGHE) SHFESNEFDLET. EFHLATCHERBMIZE (R
AIER %R L1z (P=0.060. Cochran—Armitage #&R%E) . AEZEAEHI. TIA EFIRIIZH (T THEITT S &
REMAEAREEO oNEN o=, 48 BRICIFILE CGEBRIMFIXEIME) LHESN=EMDLEG,
EFEATHEMRBNIZE B SER%EZR LT (P=0.087. Cochran—Armitage &%) ., KIEEEHIT
(FAEMREEERH O NEMN oA, TIAEFTIEIMFILULEFIE S -LEE=ENAEHEBMIZE RS
f@m %R L= (P=0.097. Cochran—Armitage #&7%E) . SBEHIETIE. EHLAETHHLIE (GEBAIIH
XIEHED EHE S N-EGOLLENAERBNIZE < 4 H1ER %R L = [P=0.087.Cochran—Armitage
BE. P=0.057, x’BRE IHUL/FTEUT) 1 . BIEEEF TEIFULEHEEN-LLEARE
HEBEIMICHEEICEML TULV= (P=0.028, Cochran—Armitage &) A%, TIA EHI TIXREHEBEMEIXER
HoniEhots,
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AREEFEEOHEAN—F : DV7314-06
&

EmERMEEETEEICH TS SR25990C NEFHE #ME L-HR. M/MREENFERATIEIRAE
HEERNEO SN, —H. BMEAOHRBRIL, 75mg#BIZEMERNH Y. HICKEEREHNDHD
B CXEELRASMREEIZHONT -, KERTIEITIAEFNDORITEZLSNEEERN L YIEN ST, &
E#E LI-AEF 75 mg/BAE - & BBV M/NMUEEINFIERZ R LN BMEARUVERREERE
EHOERBEL 75mg/B TEWMERIZH >T=c —A. CNETEAHRTEREIN=FIRE D U OBEKRR
EHD, REM75mg/BIZF /AES Y 200mg/BEY b REUABWNI ENREREIATEY., L
MoT,. 5B 75mg/BTROONT-EMER. RRREBEEREELZBIIBERNICHBRTINIGEEHEEZI SN
fzo UEKY., KEODEFREIL7T5mg/BEEZ DT,

ik B E
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2.3.2 ARENREM
SEBIDWNER % X 4 12777,

S IR L P (TTA » IMFRZENE) 2 380E L CoD 12 LN O B 2 X8, Slitiak3kF &
EMEGAERE L T/ n e N VLR ER ARG L, HEX3 HE (11825 mg/El 50 mg/ H &
N75mg/H) T, WINDOHEOZ7 v K7 Lv%ak | B 1B 24 BRELLE 48 B E TR 5 Lz,

4 - fE5l DN ER—DV7314-06

e 59E 5
25mg/H : 129 51
50 mg/H : 121 451
75mg/H : 1311
At 38141

Jibd 58 FE 57 151] TIA JE 51
25mg/H : 745 25mg/A : 55
50 mg/H : 69 7] 50 mg/H : 5231
75 mg/H : 76 {3l 75 mg/H : 55
At 21941 At 16241
A 53 S 5]
LM AR AN o RERSERE LM AR AN o RERSERE
25mg/H @ 461 19 o4 354 25mg/H @ 9 26 4 2141 3741
50mg/H @ 1361 2541 194 304 50mg/H : 1061 171 166 314
75mg/H - TH] 284 1841 364 75mg/H : 5B 1741 o6 264l
Gk 2441 724 4781 1014 ik 2461 e0fl  47H1 9441
FET ot 531
LM AR AR o RERSERE LM AR AR s RERSERE
25mg/H : 7061 55 Hi 6461 394 25mg/H : 46 %1 29 Hi 344 184
50mg/H : 566 4441 5061 394 50mg/H : 4261 3541 366 214
75mg/H : 696 48 51 5861 404 75mg/H : 50 %1 3841 45 294
Gt 19sf 14760 17260 11841 Gt 1384 10261 11561 684

BN % 5245 249 7] (TIA 102 5], FMFEZENE 147 i) DBEE A2 25 10T, MR, Fp,
MAERERL, AR, B B E OB E M OB HEDF EEIZOWTIE, 3 B TARBYHNIERD b

77,
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R 25- BEER -AIMERTHERES (£4K) . DV7314-06

EH 25 mg/H 50 mg/H 75 mg/H &5t BRE
Ik 84 79 86 249
E3z] Bt 55 (65.5) 55 (69.6) 57 (66.3) 167 (67.1) x’RKRE
it 29 (34.5) 24 (30.4) 29 (33.7) 82 (32.9) p=0.838
EHh FE# + SD 62.8+88 60.7+93 629%8.0 62.2 + 8.7
~30 % 0 (0.0 1 (1.3) 0 (0.0 1 (0.4) X RBRE
~40 % 1 (1.2) 2 (2.5) 1 (1.2) 4 (1.6) p=0.572
~50 &% 7 (8.3) 5 (6.3) 4 (4.7) 16 (6.4)
~60 &% 23 (27.4) 30 (38.0) 28 (32.6) 81 (32.5) HBE
~70 &% 33 (39.3) 28 (354) 38 (44.2) 99 (39.8) p=0.270
~75 &% 15 (17.9) 12 (15.2) 14 (16.3) 41 (16.5)
76 B~ 5 (6.0) 1 (1.3) 1 (1.2) 7 (2.8)
I & 481 REEETLER 64 (76.2) 58 (73.4) 62 (72.1) 184 (73.9)  x’#&%E
HERESIRSRZ 15 (1790 19 (241) 14 (16.3) 48 (19.3) p=0.295
GIER 3 (3.6) 1 (1.3) 4 (4.7) 8 (3.2)
FER 2 (2.4) 1 (1.3) 6 (7.0) 9 (3.6)
fiiR=E57 AR Eh i 1 (1.2) 0 (0.0 1 (1.2) 2 (0.8) X RRE
RE® 14 (16.7) 15 (19.0) 16 (18.6) 45 (18.1) p=0.679
B 56 (66.7) 48 (60.8) 52 (60.5) 156 (62.7)
BA 0 (0.0) 0 (0.0 2 (2.3) 2 (0.8)
FER 13 (15.5) 16 (20.3) 15 (17.4) 44 (17.7)
fisd 1fn B E D HY 63 (75.0) 64 (81.0) 61 (70.9) 188 (75.5)  x’#&%E
BE1E 1L 21 (25.0) 15 (19.0) 25 (29.1) 61 (24.5) p=0.320
B HHE HY 17 (20.2) 18 (22.8) 20 (23.3) 55 (22.1) X RE
1L 67 (79.8) 61 (77.2) 66 (76.7) 194 (77.9) p=0.879
B (%)
2.3.3 2O
SEBIEROBIERIEBIRZ 3K 26 1T, IEZEERE ORIEMFRIIR LXK 27 12, TIA BEFORIEHIES
REFR28ITTRT,
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+& 26 - EMENMEREREEEICSTIEMERARRER —KE2UBITARE (£4K) . DV7314-06

7N 25 mg/H 50 mg/H 75 mg/BH Cochran-Armitage
B

=15 Bk 127116 (10.3) 10/ 98 (10.2) 197119 (16.0) P=0.094

H I E R 2(1.7) 8 (8.2) 8 (6.7) P=0.046

JHAESSER (B IE 6 (5.2) 1(1.0) 6 (5.0) P=0.516
KR <)

R ERERK 4 (3.5) 0(0.0) 3(2.5) P=0.686

S0 4% ch AR 4R 1(0.9) 2 (2.0) 2(1.7) P=0.304

MR REAR 0(0.0) 0(0.0) 1(0.8) P=0.119

Z0ih 2(1.7) 0(0.0) 2(1.7) P=0.509

F 27 -EMMERMEESEEICHS ITIEMEARERE —R2UETRE (RiEE) . DV7314-06

fEK 25 mg/H 50 mg/H 75 mg/H Cochran-Armitage
BE

BN 7/70 (10.0) 8/56 (14.3) 14 /69 (20.3) P=0.044

H I E 2(2.9) 6 (10.7) 7 (10.1) P=0.053

SHAESRER (WM fE 4 (5.7) 1(1.8) 4 (5.8) P=0.493
KR <)

R EAEIK 1(1.4) 0(0.0) 3 (4.3) P=0.113

AR R AR AR K 1(1.4) 2(3.6) 0(0.0) P=0.751

R ER G Lk 0 (0.0) 0 (0.0) 1(1.4) P=0.116

Z Dt 0(0.0) 0(0.0) 1(1.4) P=0.116

K28 -EMMERKMEEEEECE T IEMERERE — K& MBETARA (TIA) . DV7314-06

7N 25 mg/H 50 mg/H 75 mg/BH Cochran-Armitage
B

=1/ Bk 5746 (10.9) 2742 (4.8) 5750 (10.0) P=0.550

H 0 14 JiE K 0 (0.0) 2 (4.8) 1(2.0) P=0.261

SHAEZRAER (M MAE 2(4.3) 0(0.0) 2 (4.0) P=0.528
KB <)

R IR 3 (6.5) 0(0.0) 0(0.0) P=0.985

R4 AR SR AR 0(0.0) 0(0.0) 2 (4.0) P=0.049

Z0i 2 (4.3) 0(0.0) 1(2.0) P=0.777

JERBIRIWER —& 2 2% 29 \ORd, £72, HmMFR A £ 30 1277,

HMRF X 3 & (25 mg, S0mg XN 75mg/H) & b EGHZRICIER L2y, HEMICAEBER 2T
VRSV AWAS IS el
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29 -EMAERKMEREEEECE T SERBEMER—E-—LKEMHETARH. DV7314-06

e ZE TIA

ERSE 2 RE FER BE ©$EE BE 8BE G%E &F

HmtEE  26mg  FERAK 1

S 5 S i 1

50mg HREHM 1

SHm 1

B - AE MR 1

Himn 4t E 2% 1

fibd £ rfn 1

BT i 1

HiEEH M 1

1 PR 1

75mg  fMHIm

N =
—_

£ H M

2EfE 1

T 1

2Hm 1

ek & 0 b I PRI % 1

BT i fE 1

JHIEERAE  25mg  BERAPRREX 2

2
VN B MDOE 1

BT 1

LIEEE 1

50mg ILDEEE

BHIET

B B R

— | — ] —

75 mg BRIC A DE 1

DB ERRE 1 1

BiE 1

075 % 1

REEEKR 25mg KRP 1

R ARG 1

ng (£5) 1

B 1

75mg KB 1 1

L 1

hiE#EE  25mg ALTEOLUA 1

fiE IR 50mg GE%E 1

REEE 1

75mg  IREE

FTYR

DIFERH

— ] — ] — ] —

FDOLURN

MoERiEIR  75mg  RETESERR 1

ZDith 25mg  ZLARSE 1

ERUEHGROBRIZE D 1
RE - 2 H5EER

75mg  BR 1

FFaEfEE 1
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FI0-EMEBMMEFEEEEFCES T HHMERE (5 ) —HmERETM*xRHE]. DV7314-06

25 mg/H 50 mg/H 75 mg/H B®E *
‘5 Eoafiibnal L IE= 65 67 74 P =0.758
Fi#+SD 5:18+2:56 5:11+2:34 5:02+2:36 P =0.862
‘5% 48 B fibnat k= 56 59 60 P =0.752
F9+SD 7:28+5:15 7:16+3:57 7:56+4:54 P =0.440
‘5% 2438 S AE 51 3k 52 55 60 P=0.116
Fi#+SD 6:31+4:20 8:23+6:48 9:38+7:34 P =0.011
w5k 4838 SHmE 5 3k 45 50 53 P =0.281
F#+SD 7:16%5:31 8:15+4:26 7:57+5:46 P =0.387
Fi S AE 51 3k 65 67 74 P =0.645
(5% 4~4858)  Fty=+SD 7:30+5:18 7:33+3:57 8:39+5:43 P =0.153

*: Dunnett, £E; 25 mgvs 50 mg. TFE ; 25 mg vs 75 mg

TRBCR I G TP ISR L2 RIE . BRI A o0 S 8 H) . il e ] % 2 G RIS I L 724
PERFAG 2% 31 CREFI4R) | £ 32 (MEEZERE) KRUFE 33 (TIA BHE) 177,

R -EMAERMEREEEECE T STE UM —ZEMENRE (£4K) . DV7314-06

% BEEL PPHEH HSrGYBE EXTHEE HIERRE BRE *
Y HhY HY

2458
25 mg/H 116 98 (84.5) 15 (12.9) 3(2.6) 0 (0.0) 0 P=0.212
50 mg/H 98 85 (87.6) 10 (10.3) 2(2.1) 0(0.0) 1 P=0.220
75 mg/H 119 94 (79.0) 20 (16.8) 3(2.5) 2(1.7) 0

48 8 (H#EHIE)
25 mg/H 109 86 (78.9) 19 (17.4) 4 (3.7) 0 (0.0) 0 P=0.060
50 mg/H 93 78 (84.8) 12 (13.0) 2(2.2) 0(0.0) 1 P=0.059
75 mg/H 114 81(71.1) 28 (24.6) 3(2.6) 2(1.8) 0

BilE (%)

*: EBX; Kruskal-Wallis 5. FE: x*BRE (BEL L/AOCEESHYUT)
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x® 32 -EMAERKMEEEEEICH T STE MM — KT M R (RiEE) . DV7314-06

k- BMEGZL OerHEH HMEYRE ERXCHE HEFE B’iE *

Y HY HY

24 38
25 mg/H 70 58(82.9) 11 (15.7) 1(1.4) 0(0.0) 0 P=0.734
50 mg/H 56 46 (82.1)  8(14.3) 2 (3.6) 0(0.0) 0 P=0.763
75 mg/H 69 54 (78.3) 12(17.4)  2(2.9) 1(1.4) 0

48 B (H#EFIE)
25 mg/H 67 51(76.1) 15 (22.4) 1(1.5) 0(0.0) 0 P=0.255
50 mg/H 53 42(79.2)  9(17.0) 2(3.8) 0(0.0) 0 P=0.256
75 mg/H 66 44 (66.7) 19(28.8)  2(3.0) 1(1.5) 0

B (%)

*. EE& ; Kruskal-Wallis 85, FE ; x2#E (R4 L/ACORESHYLLT)

xR 3B-EMERMEREEEEHCE T H2REMTE —c£ M EARAE (TIA) . DV7314-06

k- BEGZL OOHEH HMEYRE ERXGHE HEFRE B’iE *

Y HYy HYy

24 38
25 mg/H 46 40 (87.0)  4(8.7) 2 (4.3) 0(0.0) 0 P=0.104
50 mg/H 42 39(95.1)  2(4.9) 0(0.0) 0(0.0) 1 P=0.105
75 mg/H 50 40(80.0)  8(16.0) 1(2.0) 1(2.0) 0

48 B (H#EHIE)
25 mg/H 42 35(83.3)  4(95) 3(7.1) 0(0.0) 0 P=0.157
50 mg/H 40 35(92.3)  3(7.7) 0(0.0) 0(0.0) 1 P=0.160
75 mg/H 48 37(77.1)  9(18.8) 1(2.1) 1(2.1) 0

BB (%)

*. EE& ; Kruskal-Wallis 85, FE ; x2#E (R84 L/ACORESHYLLT)

2.3.4 HEOFE

IEBER G I OB IR OFHE, A, CT AT LK O IRSE Bk 2 a5 B HIlr L 72 A %)
PEDOFHRE R 2 4 34 GEBIEIR) | K35 (MEEZERE) KUE36 (TIAEH) ([T77,
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x 34 -EMAERKMEEEEECE T SENETM —AMEFTEA RG] (£4K) . DV7314-06

kS B PR i HFEFRE BE *

24 B

25 mg/H 70 53 (75.7) 0 (0.0) 17 (24.3) 0 P=0.807

50 mg/H 60 45 (75.0) 1(1.7) 14 (23.3) 0 P=0.729

75 mg/H 67 47 (70.1) 3(4.5) 17 (25.4) 0 P=0.769
488 (HKHIE)

25 mg/H 75 53 (70.7) 0 (0.0) 22 (29.3) 0 P=0.792

50 mg/H 70 52 (74.3) 2(2.9) 16 (22.9) 0 P=0.843

75 mg/H 81 57 (70.4) 1(1.2) 23 (28.4) 0 P=0.521
Bl (%)

* . BB Kruskal-Wallis #7%E. HE; x*BE (ERMALERLUT) . FE : Cochran-Armitage B

x 35 -EMMAERKMEREEEECEH TS HNMETM —AMEFTMEI RG] (KiEE) . DV7314-06

ks a3 PRFEM i HIFE A BE B’E*

24 58

25 mg/B 43 33 (76.7) 0(0.0) 10 (23.3) 0 P=0.864

50 mg/B 35 27 (77.1) 0 (0.0) 8 (22.9) 0 P=0.863

75 mg/B 36 26 (72.2) 0(0.0) 10 (27.8) 0 P=0.674
488 (RIEHE)

25 mg/B 52 38 (73.1) 0(0.0) 14 (26.9) 0 P=0.857

50 mg/B 39 30 (76.9) 0 (0.0) 9 (23.1) 0 P=0.856

75 mg/B 46 33 (71.7) 0(0.0) 13 (28.3) 0 P=0.553
B (%)

* . BB Kruskal-Wallis #7E. HE; x*BE (ARALERLUT) . FE : Cochran-Armitage B

& 36 -EMMERKMEREEEE(CE T 5 EMMETM —HNEFTEARE (TIA) . DV7314-06

BI% a2 COEMN B2 FIETEE BE"

24

25 mg/H 27 20 (74.1) 0 (0.0) 7 (25.9) 0 P=0.947

50 mg/H 25 18 (72.0) 1(4.0) 6 (24.0) 0 P=0.862

75 mg/H 31 21 (67.7) 3(9.7) 7 (22.6) 0 P=0.704
488 (RIEHE)

25 mg/H 23 15 (65.2) 0 (0.0) 8 (34.8) 0 P=0.827

50 mg/H 31 22 (71.0) 2 (6.5) 7 (22.6) 0 P=0.904

75 mg/H 35 24 (68.6) 1(2.9) 10 (28.6) 0 P=0.412
Bl (%)

* . BB Kruskal-Wallis #7%E. HE; x*BE (ARMALERLUT) . FE : Cochran-Armitage B E
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2.3.5 ARMOTE

g R AR I3 1T DB MR N BV Z R AR I U 7= F A OFHERE A2 £ 37 (EFI2E) |
# 38 (IMFEZERRSE) . RO 39 (TIA #B5) (T,

x®O7-EMMARKMEREEEECE TS HFRAMEM —ARMEENRG (£4K) . DV7314-06

1% AH POFER FREEW HFELLG  HEFRRE RIE *
ATEL Ly
24 B
25 mg/H 83 52 (64.2) 4(4.9) 19 (23.5) 6(7.4) 2 P=0.738
50 mg/H 68 44 (64.7) 4(5.9) 17 (25.0) 3(4.4) 0 P=0.460
75 mg/H 84 46 (56.1) 13 (15.9) 18 (22.0) 5(6.1) 2 P=0.856
488 (H#HIE)
25 mg/H 91 50 (56.2) 6 (6.7) 25 (28.1) 8 (9.0) 2 P=0.463
50 mg/H 78 50 (64.1) 6 (7.7) 18 (23.1) 4(5.1) 0 P=0.467
75 mg/H 99 54 (55.7) 14 (14.4) 24 (24.7) 5(5.2) 2 P=0.540
Bl (%)

*. BB ; Kruskal-Wallis 823, HE; x°BE (BR/MAPERALUT) . T : Cochran-Armitage &7

® 38 -EMMERMEEEEECHITSH AT —FRAMETMRE (BiiEE) . DV7314-06

E fH POER FRALEEVL HFFELLE  FHIEFREE ®E *
ATELN L
24 38
25 mg/H 51 33 (66.0) 2(4.0) 12(24.0) 3(6.0) 1 P=0.719
50 mg/H 41 25 (61.0) 3(7.3) 11 (26.8) 2 (4.9) 0 P=0.505
75 mg/A 46 25(54.3)  8(17.4) 9 (19.6) 4(8.7) 0 P=0.878
48 B (H#EFIE)
25 mg/H 62 36(59.0) 4 (6.6) 17 (27.9) 4 (6.6) 1 P=0.874
50 mg/A 45 28 (62.2) 3(6.7) 12 (26.7) 2 (4.4) 0 P=0.720
75 mg/A 57 31(54.4) 10(17.5) 12(21.1)  4(7.0) 0 P=0.691
BIE (%)

* . BB Kruskal-Wallis 87, HEE; x*BE (ARALERLUT) . FE : Cochran-Armitage B 5E
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39 -EMMERKMEREEEE(CE T 5HRAMEM —FRETEAIRE (TIA) . DV7314-06

Lk BH POER FREEWL HFFELLGE  HEFRHE B’iE
ATE Ly
24 38
25 mg/H 32 19 (61.3) 2(6.5) 7 (22.6) 3(9.7) 1 P=0.701
50 mg/H 27 19 (70.4) 1(3.7) 6 (22.2) 1(3.7) 0 P=0.607
75 mg/H 38 21 (58.3) 5(13.9) 9 (25.0) 1(2.8) 2 P=0.613
4838 (H#HIE)
25 mg/H 29 14 (50.0) 2(7.1) 8 (28.6) 4 (14.3) 1 P=0.301
50 mg/H 33 22 (66.7) 3(9.1) 6(18.2) 2(6.1) 0 P=0.416
75 mg/H 42 23 (57.5) 4 (10.0) 12 (30.0) 1(2.5) 2 P=0.310
Bl (%)

* . BB ; Kruskal-Wallis #7E. HEE; x*BE (ARMALERLUT) . FE : Cochran-Armitage B 5E

2.3.6 M/MREESAED T

ADP 5 uM ##21Z K 5 i/ IMREEERE A I E L 72 FEFIZ DN T, SEBIAIR O fe K i/ MREEEE RE O F5 5
R A0ITRT, Eio, BERMEIC T 20 A R 41 KOS GEFIRE) | & 42 (MEEZERE) |
KO 43 (TIA B3E) 12T,

&40 -EMMRKOEREEEHICE TS ADP 5 uM R R K M/MREESREE (%) — M/MREESKREETE X1 R4
(£1%) . DV7314-06

gy 25 mg/H 50 mg/H 75 mg/H
BE#% 438 B fiEnat k= 48 53 57
FifE 55.1 48.9 43.1
T (RE 20.4 19.5 15.6
B5% 248 ST E 151 2% 49 51 56
FifE 55.6 46.9 41.1
ZERE 20.7 18.9 16.4
&5 488 SHmE 5 3k 38 39 39
FifE 53.8 39.0 41.1
T (RE 21.0 18.0 16.0
F 14 Eodfiibnat L IE= 57 60 69
(5% 4~4838) FiiE 54.8 47.8 41.6
T RE 18.6 16.6 14.4
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R -EMHERMEEEEREICH (TS ADP 5 uM EfR2M/MRESEINFIEE (%) — /RS sl 4]

(£{K) . DV7314-06

gy 25 mg/H 50 mg/H 75 mg/H
BE5%& 48 ST {if iE 1511 3% 48 53 57
FiE 10.6 17.2 29.0
T RE 64.7 40.0 26.7
BEi% 2438 SR E R 3K 49 51 56
T fE 10.2 23.1 29.4
TERE 70.5 34.0 33.8
"5 48 8 B fiEnat Ik 38 39 39
Fi9fE 12.7 25.0 275
T RE 77.5 51.1 54.6
Ty ST {if iE 151 %% 57 60 69
(8 51% 4~4838) 8 S 10.9 21.0 28.1
TERE 62.8 33.1 33.8

42 -EMMAKMNEREEEICEH TS ADP 5 pM ERM/MRESEINFIE (%) — f/MREESE e Tl &4

(Ri#E3E) . DV7314-06

g 25 mg/H 50 mg/H 75 mg/H
#’E5#% 48 it iE 151 51 34 38 31
T fE 8.6 18.0 30.1
A RE 72.9 36.8 22.9
#E1% 248 SR mAE1 3k 34 33 34
FEifE 7.7 21.6 28.8
T RE 81.3 39.7 32.5
#51% 4858 T iE 151 31 29 27 22
FEifE 85 19.1 32.9
T RE 87.6 58.5 25.1
Ty ST 4iE 151 25 39 39 40
(8 51% 4~4838) T fE 84 18.2 31.7
TERE 72.8 36.9 255
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& 43 -EMMERMEREFTEEICES S S ADP 5 uM E /MR IIHI R (%) — m/MR sk REET T xt 451
(TIA) . DV7314-06

B HA 25 mg/H 50 mg/H 75 mg/H
BE5#% 458 it iE 151 31 14 15 26
FiE 15.5 15.2 27.7
BRERE 40.1 48.5 31.1
% 51% 2458 R diipna Ik 15 18 22
FH1E 16.0 25.8 30.2
TR 37.4 20.3 36.4
5% 4838 STt iE 151 3k 9 12 17
FiE 26.2 38.1 20.6
BRERE 25.5 26.1 78.6
i it iE 151 5k 18 21 29
(5% 4~48:8) FH1E 16.3 26.1 23.1
AR 33.0 24.5 42.8

ADP 5 uM A#IZ K 2 M/ MREESRIL, SRE L & A BEIZISl S 4v, SR o i/ MR EESE N H] 28 % 15
LCHigd 25 &, 25mghtl 75 mg it & ORICHERZDRD bt/ (p=0.030, Dunnet f#7E)

5-EMMMNMEREEEEICSF S ADP 5 uM B M/NMREEIHIE (%) —DV7314-06

40 = 20 mg
B50 mg mean+SEM %{”{;‘%%E%E
351 ®75me -
—~ 30 7
&
B 25 1
g |
20 7
#E 15 7
£
<10
=
5 1
0
48 & 24 FE 48 Bk 4 Bis 48 B
(HES S
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24  IDEBMESNF (Z2) BFEXRE L-ERNEREESE (DV7314-12) (BEZEH)

[Module 5.3.4.2-4 : DV7314-12]

& 44 - &, DV7314-12

AREEHEEOENI—F : DV7314-12

BEROIERE : SR25990C ER R E A — DBENEN R BEICE T EBRAEDKRE —
aRkEES2 - I

REER#E - I

DRXE : G L

SRERHAR

sonEEORERSR 1Y £ A B

sgoBENEXERER Y ] A B

B DEMENEBEIZE TS SR25990C OHM/MREEIZE TS EEHAE L R EZHRET LT,

BERAE  DEMENEESZCH LT, SR25990C 10 mg/H. 25 mg/H. 50 mg/H. 75 mg/HD L
N EHFEEZAVWTEESICEIY 1T, 1 B 1EHERIC4EBRZEORS L1,

BRERBATIR VRS 2:8%. %5 4 B#%ICADP (2,5 R 10 M) [Tk HM/MrESREZRIEL. &H
BIZB T HM/MRESIFHER EREEN O ARDEFREERET L1,

BEH:

FE 518041 (10mg/B. 25mg/B. 50 mg/B. 75mg/B & & 20 1)

S -

/MRS REFTEBI%L - 66 51 (10 mg : 1541, 25 mg : 14 4l. 50 mg : 18451, 75 mg : 19 5l)

REMEHEBIZR : 776 (10mg : 1941, 25 mg : 194, 50 mg : 194, 75 mg : 20 )
(BHREF B D EREIRBL)

imARiE 2 xR & LI=AIHAE T HRERRRAERICH 1T S M/MRESRREDFHEICE O F, MHFNEREEZR
HI=OITBELGR/NMREDESKE LT,

PR URIREE

BIREE
TROEEICEHTHDEOENEEEZNRET S,
1. Fkh:80mUT

2. MR Bl

3. ABRSE®DR : BbHLEL

Property of the sanofi-aventis group - strictly confidential Page 59



276 BELADHEDE LD
SR25990C - ¥ O F K4 L LEREEE PAD

AREEFHEEOHEN—F : DV7314-12

REREE .
SR25990C 10 mg % :

1842 SR25990C #1EH L LT1O0mgEET S8#El (0w F&FS:2057-PQL-1)

SR25990C 25 mg #t :

1§92 SR25990C #iEHE L LT 25 mg EF Y o 8H (A v F&ES:2057-PQL-2)

BEE:

BEEFEBEAICEIYFFon-HERICREE SINREE (10mg/H. 25mg/H. 50mg/H. 75mg/

A) &L71=, #EEFESOEVIEICHAHF L.
BEARE:
1H1EBABRICUTEROKS L1,
10mg/BHE5E : 1EIZ10mg fE% 148
25 mg/BEE - 1EIC25mgfe%x 1 6%
50 mg/B 58 - 1EIC25mg i % 2 %
75 mg/B#% 58 : 1EIC 25 mg % 3 8F
BERE : 48R/

FHEIER -

Al

FEFMIEE : M/MrREKESEE

BIREHMEBIER : Mm/NMRESIIGIE, /MRgEER/ N2 —>
T2k

BIRGHEIEE KM, REEHE

REEHEFERERSHAMTICBER SN EBERRVBRRREBOEELH L LEEEEL T, UT

D 4 BRFET@ L 1=,

D REeHIZHBELZL Q@ ZREHIZOPREEL Y
Q REeHIZhYEEHY @ ZeHICEXLEEHY
Wt Fi%

BiTEar FO0—5—0EEDL L2171,

FEFMEE R FM/MREXESERE LT, AERKMEZETME L =, REICIKX—TERED S,

Jonckheere IRE#X E . S ELLECIX 10mg B ZE xR & L= Dunnett ® A% % AL HE/KEXMEA 0.05

&Lt
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AREEFHEEOHEN—F : DV7314-12
3 S
AN ER

ADP Ei2IC & mAM/MRAESRE TA-I/MUESINGEIERATIE, 15 2B8ETIE, 2pM. 5pM R U
10 uM ADP Ef2IC & A IM/MREEICH LW THERFMAZINFERNRD 5Nz, AEMORLEE TIE.
5uM BT 10 yM ADP &£ T, 10mg/BE 75 mg/BEDBIZEFNFNEEENREH O, 5 48
#BOBRKM/NMREESETIIAERGHEIROONT . A=fOFRERTEEELGEERDO NG, ST
HLDOD., 50mg/H. 75 mg/BIXZFERHEDEEZTT L LEEIC10mg/BICLELIEETH o 7=,

Frz. 2pM. 5uM BT 10 uM ADP Ei21Z & 5 /MRS NG 2 TA - I/MOESEINFIERIX. &5 2
BRICBEWTCHEKRENTH 1= AER DX ELE TIX. 10 mg/B & 50 mg/B (2 uM ADP % . 10 uMADP
BEE) . 10mg/B & 75 mg/H (2 UM ADP 5. 5 uM ADP 5t%. 10 uM ADP 55) &L DREICEN T
NEBENROONT-, 5 4 BZOIU/MUESINFIZRTIE. 10 uM ADP 55 THEKFM A I/ R
BEMFERNRO Nz, ASEMORLETIE, WTFhd ADPEKICEVWTLAEEZRROONE
Mhot=,

M/MREEE/NZ — 2 TIE, BEICKE L-FTERREDIFIERAZEDH ot
LZEMEDHER

ZEEHETIE, REECOOEEHY ] EHESNIEHA 10mg/BT 16| (MEEDQFHIM) |
75mg/ET 16l (BEQRLM) BHoh, Cho 26lEkE, TREEICHERLI EHESAT,
HIEEE TIE, 75 mg/BD 16112 30 U LD MBEFHOERNZEO onf-At, DM, ERKEIZRE
ERHZEMERREEOONT . . AEEKENLGCHOKROERIIDBOH NG o1,

BAEER(E 10 mg/B 17 HIIZ 63 #. 25 mg/H 18 (= 66 #£. 50 mg/B 19 6i1= 57 #. 75 mg/A 18 I
[263HESHLN, BMERIEZ10mg/B 161244, 50mg/B 14224, 75mg/B 1HIIC1HEHEN
f=o BIYER (BEFEEIR) (X 10mg/B 1HIIC 14 (BHM) . 75mg/B 141214 (RHM) BHE5N.
ElER FERBREMBEEELH) F10mg/B1HIZ3# (AT Uy MED. AESOEVELD. &

MERFURKA) . 50mg/B 11224 () 2/ \BKEEM., amERBEM) RBHontf=, £, &5FHILE
TRILIGNA AT AUDOEE, EELGRMERORRIEIR DO NG o1,

E A |
oA -

SR25990C M 10 mg/H. 25 mg/H. 50 mg/H. 75 mg/BXEIZ& Y., &5 2 ARICIZRAEKRENLZM
IMNESIIHEERMNRD ontz, =, 75mg/BIREIZE T 5 M/MRESEIIGEERE. 10mg/BEREIC
HARBELGERERLEIE REMICOVWTITAERMICBET REENDRO NGNS MG,
DIEMENRBEICESTA2EEAE L LT 75 mg/BNELHEEZ ST,

g=zoa 2 = 5 8

241 ABEBEXREH
FEGIDINAR 2R 6 1273, RIABRBNNC UV T 80l & (R & Buf U A& LB % 5206 L7,
B E - BEHI L LT, 10 mg/ BEEEED 1 BIIC BV CRRE(LO 7208 5.7 AR TR 5

N E X7,
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6 - fE{5| D AER—DV7314-12

BHRIN-HEBRE 80 51

RL2ERTFIRA 34

10 mg/ B : [EIEEGARHEE 1 15

25 mg/H : [EE ESAT> Wash out F i 1 13l

50 mg/H : [AIEHFFAITO Wash out F i 1 31

75 mg/H : FZE7R L 0 {1
REMBITHR 77
10 mg/H 19 11
25mg/H 19 151
50 mg/H 19 151
75 mg/H 20 {4

m/MREESRRERRT AR A 1141

10 mg/ H : Wash out #{f & A~ BI=F 1 {5

i/ R RERRSMPRP O i/ MR B 2 2 {1

Fy—hL 1 43

25 mg/H : Wash out [ & A58 5T 1 14

IR EEEE RERRAMPRP O ifiL/ MR BRI E 2 {51

IR EEEERERRAMPRP O i/ MR ECA 2 2 {51

/MR EEEERERRAMRIE = F — 1 45

50 mg/H : fFlEE 1 13

75 mg/H : Wash out #if{ 0 A E5F 1 15l
M/MREESREERATR 66
10 mg/ H 15 {3
25 mg/H 14 151
50 mg/H 18 11
75 mg/H 19 15
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LR VERRAT 6 G2 e ML/ INMREREE RERRAT ST B 12 6 1T D BB T e . THLENEK 45 LUK 46 IR
‘a—o

LEVERAT G T, B, Wash out O A BRI TR ORI RRO SN b DD, £
O, FIUF T TN TR T & AT D b e o7z,

K45 -BEE=—TEHEBTRRH. DV7314-12

10 mg/H 25 mg/H 50 mg/H 75 mg/ B

EH R ak B E K 19 19 19 20 ®E
il B 14 (73.7) 15(78.9) 18 (94.7) 15(75.0)  p=0.342 Fi
................. LAE o .5(263) _4Q11)  1(53)  5(50) .
Fip (%) 60 Al 6 (31.8) 4(21.1) 5(26.3) 3(15.0) p=0.541Fi

60 LA F 70 Kif 8 (42.1) 6 (31.6) 8 (42.1) 6 (30.0)
70 L)k 80 i 5 (26.3) 9 (47.4) 5 (26.3) 11 (55.0)
8oL E ] 000) .| 000) .. 1.3 ....000) .
G 64.4 65.9 64.2 68.8 p=0.348 T
o MEEE 98 90 o7 68
RE (kg) 60 A 10 (52.6) 8 (42.1) 10 (52.8) 8 (40.0) —
60 LAk 70 Rif 9 (47 .4) 5 (26.3) 7 (36.8) 9 (45.0)
70 L)k 80 A 0(0.0) 5(26.3) 1(5.3) 3 (15.0)
8O E 000) __.___ 103) . 13 ....000) .
JEE 59.45 61.42 60.63 60.60 p=0917 T
e R 5.20 1091 873 864 .
NS JN 7 0(0.0) 0(0.0) 0 (0.0) 0 (0.0) —
,,,,,,,,,,,,,,,,, Ak . 19(100.0) 19(100.0) 19(100.0) =20(1000)
2 W TR A 0(0.0) 0(0.0) 1(5.3) 1(5.0) —
FEVENE EEMEAIE 0(0.0) 0(0.0) 0 (0.0) 1(5.0)
DAA 0(0.0) 1(5.3) 0 (0.0) 1(5.0)
ORI ZE 1 B E 7 (36.8) 7 (36.8) 6 (31.8) 5 (25.0)
e LiE 7 (36.8) 4(21.1) 5 (26.3) 5 (25.0)
VAT R 1A i 0(0.0) 0(0.0) 0 (0.0) 1(5.0)
ASO 4(21.1) 2 (10.5) 3(15.8) 3 (15.0)
Lo R R AR TE 0(0.0) 0(0.0) 2 (10.5) 0 (0.0)
KBRS 0(0.0) 3(15.8) 0 (0.0) 4 (20.0)
BE7av 7 1(5.3) 0(0.0) 1(5.3) 0 (0.0)
N—T ¥ — IR 0(0.0) 1(5.3) 1(5.3) 0 (0.0)
&5 F BEAE 0(0.0) 0(0.0) 1(5.3) 0 (0.0)
1A PEFRIR % 1(5.3) 0(0.0) 0(0.0) 1(5.0)
KENRFEAE A 2IE  1(5.3) 1(5.3) 0 (0.0) 0 (0.0)
DB 0(0.0) 0(0.0) 0 (0.0) 0 (0.0)
EEEE 0(0.0) 0(0.0) 0 (0.0) 0 (0.0)
FE g TR 8 0(0.0) 1(5.3) 0(0.0) 0 (0.0)
() MIZ%%RL1=. a;Fi:Fisher DEEERFHEL. T —TEBESEHSH. ASO ; FAEMDIRELE
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*® 45 -BEEE—REMBEAIRRH. DV7314-12 (=)

10 mg/H 25 mg/H 50 mg/H 75 mg/H

HH A AR B 19 19 19 20 e
FRTES TN 1(5.3) 0(0.0) 1(5.3) 3 (15.0) -
% LFR T i 1(5.3) 1(5.3) 0(0.0) 0(0.0)
FEE AL S AGF 13(68.4)  11(57.9)  10(52.6) 10 (50.0)
SRR A 4(21.1)  4(21.1) 3 (15.8) 2 (10.0)
PR A R — 7 —
e 1(5.3) 0(0.0) 2 (10.5) 1(5.0)
,,,,,,,,,,,,,,,,, <zof 00  3(158)  3(158)  4(200
& ORI L 0(0.0) 1(5.3) 0(0.0) 0(0.0) -
i L 11(57.9)  8(42.1) 8(42.1)  11(55.0)
B R 955 4(211)  3(15.8) 3 (15.8) 5 (25.0)
i e 10 (526) 9 (47.4) 4(21.1) 4 (20.0)
{5 TR e L 1(5.3) 0(0.0) 1(5.3) 2 (10.0)
WC 3(158)  0(0.0) 3 (15.8) 0(0.0)
EN 2(105)  1(5.3) 3 (15.8) 2 (10.0)
fe R 0(0.0) 1(5.3) 3 (15.8) 0(0.0)
TR e 0(0.0) 1(5.3) 0(0.0) 1(5.0)
LHR 3(158)  3(15.8) 8 (42.1) 5 (25.0)
_________________ Fofl . 12(632) _12(632) _ 13(684) _ 14(70.0)
W i Al 7(36.8) 4(211) 4(211) 10(500)  p=0.051Fi
WEIZH Y 9(474) 15(78.9)  15(78.9) 9 (45.0)
_________________ B0 3(158) _0(00) __ 0(00) __ 1(50)
Washout 78 L 0(0.0) 3 (15.8) 2 (10.5) 5(25.0) p=0.131Fi
DfEE By 19(1000) 16(842) _ 17.(895) _ 15(750)
AT R iy REEIHTAEY 0(0.0) 1(5.3) 1(5.3) 0(0.0) -

(FUEEE S « Fr oy (7avY
Hrif Ml L0 2R
) A M FAEY Y (Fruvy

11(57.9)  2(10.5) 3 (15.8) 6 (30.0)

1(5.3) 4(21.1) 6 (31.6) 4 (20.0)

v EDOPFHERRL)

U7y Yy (Fruar

Vi, TAEU OB 4(21.1) 5(26.3) 2(10.5) 3(15.0)
MEE<)

Z Ot O FLin MR 0 3(15.8) 5(26.3) 5 (26.3) 3(15.0)
L 0(0.0) 2 (10.5) 2 (10.9) 4 (20.0)

() AIE%%ERLT-. a; Fi: Fisher ODEEERFAEEX. T —TERESHSM
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M NREEEE REMRAT RF AR Tl BRI EIUS TR O AR 0 bl b DD, ZDOfh, FifS
TREFNSHFRE T &S AR Do 72,

=46 - BEE = —M/DMREEREBETRE. DV7314-12

10 mg/H 25 mg/H 50 mg/H 75 mg/H

EH FHEsER A 15 14 18 19 ’RE?
PE5 B 10 (66.7) 11(78.6) 17 (94 4) 14 (73.7) p=0.211 Fi
_________________ M 5(333) 3(214)  1(56)  5(263)
Fifs (%) 60 A8 4(28.7) 3(21.4) 5(27.8) 3(15.8) p=0.664 Fi

60 L)k 70 i 7 (46.7) 4 (28.8) 8 (44.4) 6 (31.6)
70 L)k 80 At 4 (26.7) 7 (50.0) 5 (27.8) 10 (52.6)
8oLk 0(00) .1 000) .. 000 .. 000 .
P E 65.7 65.8 63.3 68.3 p=0.341T
_______________________ fRdefwz=. 85 €2 90 66
K (kg) 60 A3 10 (66.7) 6(42.9) 10 (55.6) 8 (42.1) —
60 Lk 70 i 5(33.3) 3(21.4) 6 (33.3) 9 (47.4)
70 L)k 80 i 0(0.0) 4 (28.6) 1(5.6) 2(10.5)
BOBAE ] 000). ... 1) 1(6)_ ... 000) .
EIE 58.17 62.29 60.61 60.11 p=0.637 T
o IEmE °.00 1077 89 gs8
ABE - A8 AR 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0) —
_________________ Ak 15(100.0) 14(100.0) 18(100.0) 19(100.0)
Z R NE R 73 0(0.0) 0(0.0) 1(5.6) 1(5.3) -
FEAEME E=EMEMRE S 0(0.0) 0(0.0) 0(0.0) 1(5.3)
I N o 0(0.0) 1(7.1) 0(0.0) 1(5.3)
O ER RS I OE 5(33.3) 6 (42.9) 6 (33.3) 5 (26.3)
e LME 5(33.3) 3(21.4) 4 (22.2) 5 (26.3)
VAT AU A R 0(0.0) 0(0.0) 0(0.0) 0(0.0)
ASO 4 (26.7) 0(0.0) 3(16.7) 3(15.8)
05 e I ARE 0(0.0) 0(0.0) 2(11.1) 0(0.0)
KEhiRsg 0 (0.0) 3(21.4) 0(0.0) 4(21.1)
BE70 vy 1(6.7) 0(0.0) 0(0.0) 0(0.0)
IR— Ty — R 0 (0.0) 0 (0.0) 1(5.6) 0 (0.0)
fEFE 7 SLE 0(0.0) 0 (0.0) 1 (5.6) 0(0.0)
i P R IR 28 1(6.7) 0(0.0) 0 (0.0) 1(5.3)
KEARFEAEARESIE  1(6.7) 1(7.1) 0 (0.0) 0(0.0)
DEHREZEAL 0 (0.0) 0(0.0) 0 (0.0) 0(0.0)
R R 0(0.0) 0(0.0) 0 (0.0) 0(0.0)
................. AEEETBIRAAS  0(0.0)  1(7.1)_ 0(00)  000) .
AEFRTO 7L 1(6.7) 0(0.0) 1 (5.6) 2(10.5) -
MNE N TS i 1(6.7) 1(7.1) 0(0.0) 0(0.0)
TEENR A 2R 9 (60.0) 9 (64.3) 10 (55.6) 10 (52.6)
REERMATEEN 4 (26.7) 1(7.1) 3(16.7) 2(10.5)
AN A A —
%iﬂﬁfﬁi‘w_\mﬁ} 1(6.7) 0(0.0) 1(5.6) 1(5.3)
Dt 0 (0.0) 3(21.4) 3(16.7) 4(21.1)

() AIX%ERLT=. a; Fi: Fisher DEEEEFEE. T: —nEBREIEDH. ASO ; AEMEIIREE LI
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7% 46 - BE T o i/ MREEEERERENT X 56, DV7314-12 (#i =)

10 mg/H 25 mg/H 50 mg/H 75 mg/H

HH Al e B 5 15 14 18 19 BE?
& PHE 30 0(0.0) 0(0.0) 0(0.0) 0(0.0) -
£ L 8(53.3)  6(42.9) 7(38.9) 10 (52.6)
s 4(267)  3(21.4) 3 (16.7) 4 (21.1)
e s L 8(533)  6(42.9) 3 (16.7) 4(21.1)
& R R L 1(6.7) 0(0.0) 1(5.6) 2 (10.5)
P (AT 3(20.0)  0(0.0) 3 (16.7) 0(0.0)
IR 1(8.7) 1(7.1) 2 (11.1) 2 (10.5)
fi it 0 (0.0) 0(0.0) 2 (11.1) 0 (0.0)
ARE sl e 0 (0.0) 0(0.0) 0 (0.0) 1(5.3)
L P R 3(20.0) 3(21.4) 7 (38.9) 4(21.1)

,,,,,,,,,,,,,,,,, cofh o 8(533) 9(843) 12(e67) 13(684)
NP AL 6(40.0)  4(28.6) 3(16.7)  10(52.6) p=0.029 F
WA EH D 6(40.0) 10(71.4)  15(83.3) 8 (42.1)

_________________ SifebY 3(00) 000 000 163
Washout 7L 0(0.0) 2 (14.3) 2 (11.1) 4(21.1) p=0.322F
DA By 15(100.0) 12(857)  16(889)  15(789)
AT iy“L”*fZL” 0(0.0) 1(7.1) 1(5.6) 0(0.0) —

BRI - 7ymevy (raey 7467)  1(7.1) 3 (16.7) 6 (31.6)

P/ e > & o 2R <)

) DA FTAREY Y (Froey
v EOPFRERL)

o7y Uy (Frur

1(6.7) 3 (21.4) 5 (27.8) 4 (21.1)

o TavUEof 4(267) 2(143)  2(11.1)  2(10.5)
k<)

ool ikos  3(20.0)  5(357)  5(27.8)  3(15.8)
2L 0000  2(143)  2(111)  4(21.1)

() AIE%ZETR L=, a; Fi: Fisher OEHEEEAFE. T: —REESIRA

242 At ENZFEOF

ADP2uM, 5puM KON 10 pM AT K 2 e R i/ IMREESERE (%) &2 4712, i/ IMREEEIHIE (%)
ZENENK T KOG 48 12T,
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R AT - DBMENEBEICEH TS ADP 2, 5 R 10 M B FARM/MREESRRE (%) — M/ AL
&Pl DV7314-12

ADP REH 10 mg/ H 25 mg/ H 50 mg/H 75 mg/ H RE
2uM B 5 AL S 15 13 18 18
BsET  PEIE 477 472 487 453 p=0.960 *
(R 19.6 19.0 20.0 18.7 p=0.791"
e 45 44 48 48
eME-RORE 14-74 2-79 18-84 9-73
BiE - p=1.000 ° p=0.998 © p=0.968 ©
5. SR R 14 11 16 16
2EME  FHE 407 38.8 28.3 24.4 p=0.109 "
(R 241 233 195 16.3 p=0.027"
o2 34 37 21 215
hMESRAE. . 10-83 7-81 . 4-71 ] 0-70 .
BE - p=0.992 p=0.249° p=0.090 ©
Eilacs S f R 14 12 16 16
4EM%  FHE 318 39.3 25.1 30.5 p=0.237 2
(R 173 21.2 16.5 17.4 p=0.396"
b} 32 365 23 26
Vo NERRME 2-63_ ______.6-75 .. 0-70 ... 8- T4 .
BE - p=0.579° p=0.610"° p=0.995 °
5uM L4 FEA 4 R 15 13 18 18
BsET  EEE 63.8 60.6 63.1 57.7 p=0.644?
(R 156 15.8 15.3 14.0 p=0.310"
) 66 64 65.5 61
R MERAE. 3-82 . 37-91 . 36-85 . I
BE - p=0.899 ° p=0.998 © p=0522°¢
b AP E R 14 11 16 16
2% FHE 54 1 53.3 420 35.1 p=0.013?
RS 179 19.9 185 14.4 p=0.002"°
LB 55.5 46 38 34
e NERAE 22-81 . 20-81 .. 13-68 .. 7-63 .
e - p=0.999 p=0.160 © p=0.013°
5 AP 14 12 16 16
4% FHE 489 50.9 39.6 417 p=0.289 *
(R 19.1 19.2 17.2 17.7 p=0.105"
o 2L 54 54 36 37
MBS KE 6-71 13-73 13-71 . 3-71
FE - p=0.985 ° p=0.365 ° p=0.566 °
10uM  E5 S R R 15 13 18 18
BtaRT  FEEE 64.5 62.6 66.3 62.0 p=0.675"
(R 126 114 11.2 10.2 p=0.639"
LS 66 64 67 65
eME-RREE 40-83 42-78  42-84 ®-76
BE - p=0.948 ° p=0.934 ¢ p=0.865 ©
Eilacs P B 14 11 16 16
2% THE 594 56.1 452 411 p=0.0247
(R 18.1 216 17.9 147 p=0.004"
o 2 63 55 415 43
R NERRE 23-84 . 19-91 .. 16-73 ... 13-66 .
BE - p=0.939 p=0.087 © p=0.015°
A R R 14 12 16 16
5 T E 53.3 55.4 446 448 p=0.250"
4 MM HEEEE 18.8 18.0 16.9 17.7 p=0.087 "
L 59 62.5 445 44
B ME-RRE T-7T1 17-74 16-73 . 2-71
e - p=0.981° p=0.410 ¢ p=0.422°¢

a: —TEESESH. b, Jonckheere #HE., ¢ 10 mg/Bi5# %588 & L1z Dunnett @ £ & LR TE
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7-DEMENREBEIZS TS ADP 2, 5 k1 10 uM EfR2f/MugEMFIE (%) . DV7314-12

100 - *

O 1&52:8/%
80 - | B 5 43ER %

H

60

40 - 7

20 A

/N ROsE SRR (%) 2uM

“
Y

0
10mg 25mg 50mg 75mg

10mgBF& DT EEES (DunnettdRTE) : *; p <0.05, AERIGE(Jonckheere i RE) : AR RIZBWTEEEZHY

100 1
s . O3 5.238R %
© 8o A | 7 1% 5438R%
60 1
=
% 404 T
5
£ 20
=

0 m

10mg 25mg 50mg 75mg

10meBE &Mt ELES (DunnettdRTE) : *;p <0.05, AERIGMHE(Jonckheere R E) (2 BRMEIZBLVTEEEZEHY

100 A
* O#®52@M &

80 - ‘ B % 54580 %

60

40 A

20 ~

/AR EREE HNEIZE (%) 10 pM

10mg 25mg 50mg

10megEf &M FT LSS (DunnettiRTE) « * :p <005, A= MG (Jonckheered2 TE) - 2BMZICBLWTHEEZHY
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& 48 -DIEMESNBBE(ZEH 175 ADP 2, 5 R U 10 uM B M/MRERIMFIE (%) — /MRS LT
& Hl. DV7314-12

ADP (R 10 mg/H 25 mg/ H 50 mg/E 75 mg/ H RE
2uM - 85 ERiTT TN 14 11 16 16
2% FE 11.73 14 .54 43 .47 44 43 p=0.021%
TR 36.93 4477 24 .42 37.40 p=0.005 L
1 fE 1.2 15.2 44 15 505
/M -36.1 -46.9 -10.9 -29.6
CERKRE ] 750 841 .86 100.0 .
BE : p=0.995° p=0.049°  p=0.041°
#h ST R A 14 12 16 16
4% CFHE 30.66 14.54 46.91 28.04 p=0.193°
TR 4473 41.25 24 .49 43.53 p=0.457 b
o fE 43.8 18.2 454 478
iz /[ME -75.0 476 4.1 -80.8
ReRfE 950 27 1000 e
HE : p=0.591°  p=0.530°  p=0.996°
5uM #h S R A 14 11 16 16
2% EBHE 12.00 12.20 34.12 40.35 p=0.007 ®
R A 30.81 28.20 21.66 24 47 p=0.001"
o 10.55 12.0 334 4595
iz /[ME -38.5 -37.3 -3.7 -1.6
KRB 714 649 657 L
HE - p=1.000°  p=0.064°  p=0.013°
5 AT B A 14 12 16 16
4% FE 2276 16.37 37.06 29.20 p=0.247°
R 31.63 24 44 19.57 33.19 p=0.162 b
oh i 26.65 16.5 295 33.5
T/ ME -22.4 -294 3.0 -304
AR 922 .. 649 .. 705 906 .
BE : p=0.887° p=0365°  p=0.861°
10pM - £85 AT B A 14 11 16 16
2% FE 8.46 11.63 32.67 34.71 p=0.007 ®
R 23.57 28.38 21.94 24.68 p=0.001 b
oh i 3.3 9.5 33.55 36.95
T/ ME -37.8 -24.7 9.0 -20.0
AR 966 .. 708 667 ... L
BE : p=0.977¢ p=0.025°  p=0.013°
#h ST R A 14 12 16 16
4% CFHE 19.48 12.68 32.65 30.13 p=0.133°
TR 27.22 21.21 20.89 28.40 p=0.039 b
1 g fE 15.85 8.75 26.85 28.15
/M 94 -11.3 14 -10.9
EARfE. . 868 995 746 e4r
HE - p=0.826 ° p=0.339 © p=0.507 ©

a; —TERBESESH. b, Jonckheere 5., ¢; 10mg/BHRE#HEZ%BE L= Dunnett DL EHHEHRTE

243 REMOFF

2431 HIMEFRE

H R[] 22 2% 49 (2T,
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A -DIEMENREE(ICH T HHMEER (5) —HMmEEREEHEX &R, DV7314-12

ReHA 10 mg/ H 25 mg/H 50 mg/H 75 mg/ H BIE
vy it aBEEy FEmeRERE & 19 19 18 20
B AaRT S 6.3 5.1 52 4.6 p=0.320"°
(R 2 3.0 2.1 4.4 1.6 p=0.049 °
o E 6.0 45 43 45
w/ME 2.0 3.0 15 15
RlE o 1AS ] 15 ...220 ] 80 .
1 E - p=0.463 p=0.516° p=0.167°
b AT e B A A 19 19 18 20
4 1 Rtk EIIME 6.6 73 6.1 6.5 p=0.843"7
(R 3.7 4.0 28 5.8 p=0.318°
o 6.0 6.0 58 53
R/ ME 1.5 3.0 3.0 25
JEORIE . 170 ... 19.0 ... 40 300 ..
T E - p=0.902 ¢ p=0.975°¢ p=1.000 ¢
#/%Er 4 PR R 19 19 18 20
EEE 0.3 2.2 0.9 20 p=0.634°
IEEREER 500 AR ME(R 4.7 4.7 5.2 6.0 p=0.463°
BET o 0.5 1.0 0.5 0.8
e/ IME 8.5 -4.0 -14.5 -5.0
ReRfE 110 160 s 255 .
T E - p=0.520°¢ p=0.963 © p=0.628

a; —JECESESHT. b Jonckheere #2E. ¢ 10 myg/B#R 5+ B & L1z Dunnett O £ EHLEFRTE

1GBE R G-BAAHT R O 5 4 BRE ICHIEMEDNFET 2 BB 25 & LT ETTo22A
BRI LR OER TR b e o e (5 4 H[EE — 1B G-BAGRT ; p=0.634/—JThd
B HOIHT. p=0.463/Jonckheere f27E) . F7-. $&5 75 mg/ HEHEED 1 H1IZ 30 43 LA Eo H il BREfH o
SEEDRD b, BRI L 722 5 B RAER - fUEET IR D b e o7z,

2432 AEEZR
HEREREIEH—E %2 £ 50 177,

HELMHEFEZORIUIARONR -T2, Fo, AEFROBBUC L 21BBRERGEOHIELFED S
NIRRT,
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R 50-DBMENBEZFICBITHEAEEZR/EIERA—ER -T2 MM FRHF. DV7314-12

®REE 10 mg/ B 25 mg/H 50 mg/H 75 mg/H

B AT 18 19 19 19 20
FEERBEIGIE(%) 1(5.3) 3(15.8) 5 (26.3) 5 (25.0)
BIWER ZIRBIE(%) 1(5.3) 0(0.0) 0(0.0) 1(5.0)
FEERRAEE 1 3 5 5
BIfER REHK 1 0 0 1

BENPE AEEREIER" REAK

B & O
S
BIEA
 RRAERAgER

EREE
ST VE IR [

RS, RN X ORERREE
NZBEK

_ Sl

CEmEE
&5
R

RS L O TS
BEA I B 2

Hig 2

IS

HERRR LU A EEREE
VU R

RHEER LR RIHRE
B
PR

cococoococooo~rO0_r00O00OO 00 O0CO
=
—
S O0O=R0QO00s_2000C 00O —= =000 9|
O =2 A a0 0="202a00000 -0 0 )

OO0 000, 0O0O=m000 P~ NOODO—~=N

a ; MedDRA/J V.8.1 Preferred Term; PT
() AL, ABFELORREERIBTETET LU, 10 (RMEBRBRHISELTHED
F—HBREICR—OERN 2HLERBE LSS, 188 (14) & LTES

2433 BRKBE - N1 2801

BRI R AT B 5 2 BT, 10 mg/ H % 5-8E 17 61 (89.5%) (2 6214, 25mg/H 18 fl (94.7%) 1 63 1,
50mg/H 1941 (100.0%) (2 52F, 75mg/A 1761 (85.0%) 2 58RO LT, ZD 5 HLIREREKR S
& DRRRAROEE TE RWVERIRR AR ZE) (BIEM) X 10mg/B 16 (53%) O3 (~~ k
77Uy MEA, ~EZ R RILEREGED - 4 1) L 50mg/H 165 (5.3%) D 24F (U
ERECHE N, BmERESE - & 1) ThoTo,

NA LGN A (IEXROARED) ORFEIC L DHFEGOHIRIER»- T,
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2434 ZEEHE

TRBRIEE G- B SN RIER R QSR IR BB O B A8 e P2 BB L CREE L [=ZAaMIChH
B L) TREEICOCHED Y | . TREMCHRVEESH Y ) . TREMEICEKRARBED Y |
D 4 BFETHE L2, 10mg/H D 1 I CHEEOFFH ML, 75 mg/H O 1 FIIEE O & H 235580 H A1,
INHD 22BN TREMICOCHEDH V) LHES Nz, ZhBSMT TRerkicifER L) LHES
niz,
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25 RNEEEBEZNRE LE-ERERKFEERAER (DV7314-24) (BEFEH)

[Module 5.3.4.2-5 : DV7314-24]

251 #M=E

%= 51-HE, DV7314-24

AREEFHEEOHEAN—F : DV7314-24
SRERODIZRE : SR25990C Fa PR IR ER — INIRZEfE —

EFEMZ . I - B .
——

REERME : SHRERHRE (17 &
DRIB - FL

SHERKAR

snnEENERZE 20 =] AP E
mgoBENREEER 20 £ A B

B8 M/MRBSEHEOREEET C. MEEEITH TS SR25990C O ADP &% E /Mg £ M HI%h R
ORERGHERIEL =, =, BBELLELFIOE DY 200 mg/BIC & S M/MRESIGIERES
ETIHEERE (S 8115 SR25990C DERKRIEEFAE DT £ 1T > 1=,

BRAELARE1ESEZ1H1EH, 14 BREARS L, AREZRSRBITRVRERT - FIEF
([Cin/bREESERE. BRRRERUVHEFEROBEEREL 1=

BEY:

FE : 104 4l

g :ﬁﬁ :

BEHEFEBIZR(PPS) : 114 41

T MEEE@BIZ(FAS) : 124
(B BHEHIB DX EIRHL)

BT DI HERREABRDBEZSE(Z 10, 375 KU 75 mg/HD 5 uM ADP [ & % /M S HIHIZED T
MiEEENEN 13, 26 RV 34%. HBOREREE 25%EHE L. AEZHALRE L TRFBSHFIC
FYRARLCRERICHEZRHETEDEMNREHETSE 1 8HHY 2461455 (BREKE Ml 5%.
METERIRLE S - 80%) o BH. 1824 6lF, BREIDE FTLILBREREERFIDED VRS
BEDHEMMIBLERICENT 20%0EZEAEKEMEA 5%. HEAFHREN 7T7% THMTEIRELHE
RLTWS., BEFIHKIL, FFHEN SR SNDEFZE SNEREY. 183H=Y 26 HIEERE LT,
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BREESHEEORAI—F : DV7314-24

PR URREE

HREE
AMHOARENSHFE L. ERORE LINEERERE (7212 UIDRMEMEREIZE <)
EIREE

BEDESMEGZHICEVWTKNEEETHS I LIERSIATLSE

2. FE:20mUE. BORUT

3. A RbAEl

4. ABRE - 443k Bbhin

—_

RERZE

SR25990C 10 mg % :

18882 SR25990C #EE L LT10mg&EF T 45Al ( By F&EF : S00041-1A)
SR25990C 37.5 mg §& :

1888 (2 SR25990C #1EHE LT 375 mgaHT HiEH (Oy &S : S00041-3A)
SR25990C 75mg £z :

18882 SR25990C #EE L LT 75 mgEF T 45HF (A FFES : S00042-7A)
To5REE :

SR25990C 10mg 75 tR§k :

SR25990C #& F 7L SR25990C 10 mg f& & #AI T EEDfeFl (A ~ES - S00041-2A)
SR25990C 37.5mg 75t e :

SR25990C # & F % L) SR25990C 37.5 mg it & AR EEDEEH] (O v FFES : S00041-4A)
SR25990C 75mg 75 Rk :

SR25990C # & F 72 L) SR25990C 75 mg fi &L A FEeDfEH| (A v FFES : S00042-3A)
FOOED Y TSR :

BEFIOEDSVEESFHRVFIOETD Y 100 mg 8 & HANTEDER] (Ov FES : S00042-6A)
XHRE -

FHRET> 100mg £ :
1PICERFI/OEDSELT100mgEET H8EH ( 0y FES : S00042-5A)
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AREEFHEEOHEAN—F : DV7314-24

BEE:

BEEEEAICABICOET. FhEh SR25990C 10 mg. 37.5mg. 75mg RUF 4 OE L 200 mg

#1H=¢ LT,
BEAE

BERE1ESE. 1B 1014 BRAEAOKRSE LT,

- SR25990C #E FHOOED VEE
10 mg & 37.5mg % 75 mg & 100 mg &
10 mg/B & EE1HE TotEHR 18 TR 145 TR 245
37.5mg/H TR 148 EE G TR 148 TR 248
75 mg/ A B TR 148 TR 148 EE TR 28
FHOES VR TR 18 ToEHR 18 TR 18 EE2E
FTM &L -
Bt -

5 1M ADP (= & 3 IUMREREMHE (5 M ADP £ BEEENE & L TRV BROBRREEDR S
#ISHITDEME)

RLfE -

EEERRTE, AEARRE, HEH - HUNOKKRES. BEABKREBREEHRRE
B AEERDS> 5. AREEOREBEENTECTELNED

BEFE -

B AREBHERCAHL-KE (PPS) E#TRRE L. SR25990C O 3 5 BHI=515
ERIGHE. REFHAEME L TR L = OMMUBEIFIEIS S 5 ERM £ AU TRE LT
(BROKHE : @l 5%) o Ffo. F2 AE S & & SR25990C 15 BOM/IMTREFIE & O L

[Z2DOWT., FHEDERVEHABIZE D ZDOMA 95%EFERM (95%Cl) #HETH&ITL-T
To1=.
ZeM AEERREEE, BMEFRAREERRVIEBHBERREEEELZHRERICOVNTIE, AVLWSIKRE

Fikl& Fisher DEEMRGTEEZE L. AEKEX 5% (@A) & L1z, HER - BHARNORKEEMEBIC
DUTIEF, AVWSREFEEIFREE L. AEKEXS% (AN & L1,
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AREEFHEEOHEAN—F : DV7314-24
3 S
AN ER

FEFMIER TH D M/MMrsEE RN R (FH 4Z2{E =)L, 10mg/B 14.0 = 21.9%. 37.5mg/H 26.6
+19.7%. 75mg/H 39.8 £ 20.9% R UFZ OE T 200mg/H 34.9 + 18.2%TdH Y. SR25990C M 3
BESERICAVWTHENEME & HICHIFHIRIEEICEML: (P<0.001. EIFESH) .

Ff-. £ SR25990C 2 58 & F/ O EY UEOIU/MUEEREINFHEDOEHYEDE (95%Cl) (F. 10 mg/
H-20.9% (-31.4%,-10.3%) . 37.5mg/H-8.3% (-18.9%,2.4%) . 75mg/H 4.9% (-5.7%, 15.6%) T
HY. 75mg/BIFFI/AED L 200mg/HEFLAEVREEEER-. 4H. 4BHHTTHELRD S
Ntz TEEOXRZTE] XU IKOEFEEORE] ITOVWTEREAHTZITo>=. Cho 2 AFOFHE
FEBHICRAERIGEICEEZEZDLDTREWV ENRESNT,

ZEMDHER

AAREBRPICHT LIERITEN STz, TOMOEELCEEERE L THEEE (MEHEH) H 1461 (75
mg/B) B oM, BRERELORARBRIEIBEESINT-, BEERFEEE(L., 10mg/H 32.3% (10/31
) . 37.5mg/B 25.0% (8/324%1) . 75mg/H 34.4% (11/324]) RUF- O ES > 200 mg/B 44.8%

(1329 ) THY. 4 HEFIHHAFENLGEREZELREO ongh o1z (P=0.449. Fisher DEEFEERE
%)  REL-EAEEROEBEIEELEESZRD 1H2RELTERETH >z, SR25990C k57
DAFTHOMUEEERE L TEHM 24, FTHM 2 EABEIAEA, @AHOEMLELEDEE
EfE L1=. BIYERHIERIL, 10mg/B 12.9% (4/3141) . 37.5mg/B 12.5% (4/325]) . 75mg/B 15.6%

(5/32f5) RUFH/BAETL 200mg/B 13.8% (4/294%1) THY. 4 BEICHIFHNEEEELIEH S
himot= (P=1.000. Fisher O EIEERTEE) .

-

I ZRIE B& 12 H (+ 45 SR25990C MERFRIEREAE 5T L-HER. M/MRESREINGIE T AEERERN
[CEmML-C &, BMERARBREICEVWTHEHBICERLGREN RO ONGMN -2 L. MATFIREDY
200 mg/BIZEFTHIMHFRLEDEN 75 mg/BIZHEWNWTRL/N S22 D, KEEEICHEITS
SR25990C DEGKRHEREAEIL 75 Mg/ BNRZUTHHEEZ DNT=,

g=zoa 2 =] A &

252 RERXREM

AGABRIR G SV REBI OWNIRZ X 8 12, JRBRFE AT E I G B L7-2EM (PPS) OBEH R A K 52
IZENTIRT,

FEZE DR X S K O I & B2 O BEE I 38U C LA B K YERA] 15% T4 RIS AR BB 3780 B0,
ZDIIEDOE ERFITITEITRD S o T,
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*FAS :
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8- EFIDA

iR, DV7314-24

EEAL ST 125 4
10 mg : 31 451
37.5mg 2 32 43
75 mg 2 32 45
Frutr’Yy 304
FAS fiERT BB - 1 5
Fru L 14
FAS*fiF#HT %I 52451 - 124 151
10 mg 2 31 41
37.5 mg 3241
75 mg 2 32 5l
Fruarr 294
PPS FEMNT AL < 10 1]
10 mg 2 2 451
37.5 mg s 4431
75 : 45
PPS**fEAT %} 52451 - 114 5] %ryn %;, ey 0
10 mg 2 29 151
37.5mg : 28 15
75 mg : 28 15
Frur’Vy 294
Full Analysis Set fx K Dfi#HTEER], **PPS : Per Protocol Set {£5% 52 ft 71 (2 A2 L 7= 4
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& 52 - BEE =R —PPSEHTIRA|I. DV7314-24

I5H 10 mg 37.5mg 75 mg F4 A &t BE
U IBSE Sk 29 28 28 29 114

4 5 B 20 (69.0) 20(71.4) 18(64.3) 22(75.9) 80(70.1) P=0.813"
ik 9 (31.0) 8(28.6) 10(35.7) 7(24.1)  34(29.8)

i F19+SD 68.4+8.8  66.149.4 657+10.5 67.2+7.1 66.9+t9.0 P=0.676"
~60 &% 6 (20.7) 5(17.9) 5(17.9) 5(17.2)  21(18.4)
~70 & 8(27.6) 15(53.6) 12(42.9) 14 (48.3) 49 (43.0)
71 /%~ 15(51.7) 8(28.6) 11(39.3) 10(34.5) 44 (38.6)

ARz - ABz 3(10.3) 4 (14.3) 3(10.7) 6(20.7) 16(14.0) P=0.7297
LS 543k 26 (89.7) 24(85.7) 25(89.3) 23(79.3) 98 (86.0)

BROB 7FO—LM 6(207) 8(286) 3(10.7) 5(17.2) 22(19.3) P=0.496"
W BHEE

il SHFEE  22(75.9) 20(71.4) 24(85.7) 24(82.8) 90 (78.9)
PN 1(3.4) 0(0.0) 1 (3.6) 0 (0.0) 2 (1.8)
FHERAE R L 16 (55.2) 16(57.1) 17(60.7) 11(37.9) 60 (52.6) -
HY 13 (44.8) 12(42.9) 11(39.3) 18(62.1) 54 (47.4)
FEHAER L 28 (96.6) 27(96.4) 25(89.3) 27(93.1) 107 (93.9) -
HY 1(3.4) 1(3.6) 3(10.7) 2 (6.9) 7 (6.1)
EERn0N 7L 18 (62.1) 16 (57.1) 17(60.7) 17(58.6) 68 (59.6) -
HY 11 (37.9) 12(42.9) 11(39.3) 12(41.4) 46 (40.4)
BEIDL PN 3(10.3) 6 (21.4) 2(7.1) 5(17.2) 16 (14.0) P=0.413"
(E# RETFEAE  14(483) 10(35.7) 15(53.6) 15(51.7) 54 (47.4) P=0.534"
%) HE 11(37.9) 14 (50.0) 16(57.1) 13(44.8) 54(47.4) P=0.520"
R 3(10.3) 3(10.7) 5(17.9) 2 (6.9) 13(11.4) P=0.637"°
LS 4(13.8) 6(21.4)  4(14.3) 3(10.3) 17 (14.9) P=0.715"
N 3(10.3) 2(7.1) 1(3.6) 1(3.4) 7(6.1)  P=0.777°
ZF Dt 2 (6.9) 0 (0.0) 1(3.6) 1(3.4) 4 (3.5) -
FER 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) -
BED INEE 23(79.3) 20(71.4) 27(96.4) 24(82.8) 94(825) P=0.126"7
REx higE 5(17.2) 7 (25.0) 1(3.6) 5(17.2)  18(15.8)
P E 0 (0.0) 1(3.6) 0 (0.0) 0 (0.0) 1(0.9)
PN 1(3.4) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.9)
BEH B 12 (41.4) 11(39.3) 8(28.6) 12(41.4) 43(37.7) P=0.716"
2% 17 (58.6) 17 (60.7) 20(71.4) 17(58.6) 71 (62.3)
FER 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BMEMmME  HNEBRE  25(86.2) 24(85.7) 24(85.7) 25(86.2) 98(86.0) P=1.000"7
Bl ERRNEBRR 8 (27.6) 8 (28.6) 8 (28.6) 8(27.6) 32(28.1) P=1.000"
FER 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
fid 1 5 HL 20 (69.0) 24(85.7) 26(92.9) 26(89.7) 96(84.2) P=0.087"7
E0RE HY 9(31.0)  4(14.3) 2(7.1) 3(10.3) 18(15.8)
BHHE 1L 0(0.0) 0 (0.0) 1(3.6) 0 (0.0) 1(0.9)  P=0.909 %
HY 29 (100.0) 28(100.0) 27(96.4) 29 (100.0) 113(99.1)

*:1) x 2FIRTE. 2) FRE. 3) Fisher D EHEHERIHEE
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253 A/ REHFOFH

TRBR I At B E (A E L 72 4EM] (PPS) T ADP 5 uM A K 2 M/ NREEEE PN IR &2 3¢ 53 L OV X 9

% 53 - MIEEBEITH TS ADP 5 pM EEFRAM/MREFERE (%) RUM/NMUEEINHE (%) —PPSf#
Hrxt&Hl. DV7314-24

RREEE (%) i /1N 4 4 1) 2R

® HEtR BER  BE5ETH (%) P &
10 mg/B N 29 29 29
F1E 72.8 62.8 14.0
EEREE 9.8 18.0 21.9
FEHEDE*E 95% Cl - - -20.9 [-31.4, -10.3]
37.5mg/H N 28 28 28
F1E 76.0 55.7 26.6
ERERE 9.5 16.1 19.7 P <0.001
FEHEDE*E 95% Cl - - -8.3[-18.9, 2.4]
75 mg/B N 28 28 28
F1E 76.4 45.6 39.8
Bk 8.2 15.6 20.9
EHENE*E 95% ClI - - 4.9[-5.7, 15.6]
FHOOESY N 29 29 29
200 mg/H F1E 74.6 48.1 34.9
B R 11.8 14.1 18.2

* HIHIEOEYIZEE T 5% SR25990C HEF/ OE S VHEOE, **: BIRDHTIC & 2GR OB LLE

90 -fEEEBHICEH TS ADP 5 uM EifC f/MrgESEAIHI R — PPS BT xt R 451. DV7314-24

A2 RIEMHE(EF 524
70 1 P<0.001 mean=*SD
__ 60 1
¥ 50 {
¥ n=28
£ 40 - n=29
H _ 39.8
5 30 1 n=28 34.9
L
Z 20 | 09 |26.6
H
10 o 140
0 ) ) ) 1
10 mg 37.5mg 75 mg 200 mg
JOERTLIL \EFIOEDY
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FEFAMIE H Td 5 ADP 5 uM AEHLIC K 2l Mgl CEIEHEERZS) 1L, 10mg/H 14.0
+21.9%. 37.5mg/H 26.6+19.7%. 75 mg/H 39.8 £20.9%K ’F 7 1 £ 200 mg/ H 349+ 182% T
D, 7Bt R7LLD3IFEGEFFIZBWTHEOHEME & bICIfIERITAEICHEMLZ (p<0.001,
FEUFOHT) . £, F7/ b RTLAERERLETF 7 n BV VRO MO (95%CD) 1, 10 mg/H
20.9% [-31.4%, -10.3%], 37.5mg/H -8.3% [-18.9%, 2.4%]. 75 mg/H 4.9% [-5.7%, 15.6%]T& Y . 75 mg/
HIZT 7 v E Y 200 mg/H & &b ilmo el &2 1572,

7ok, AR CARBENRO b THZEORE S KON TMMEREEOREE | (oW TERR
WraiTo7=, ZNH 2RTFOARBEITE BICTHERIGEICEEZ 525 5D TRWI ENRIBE ST
7=,

254 REMOFF

AIGBRPUZFE T LIERNT o7, ZOMOEE LA EFR L UTUKEIEE (EMESFE) 251
Bl (75 mg/H) F8D SN, IR & ORRBMRITEE ST,

BERGRBRIL, 70 K7 L0 10mg/ H 32.3% (10/31 6) | 37.5mg/H 25.0% (8/32 f1) . 75 mg/
H 34.4% (11/3241) KOF 7 v 200mg/H 44.8% (13/29%1) THY (32 54) | 4 RERICH R
M7 B AITRD e 7= (p=0.449, Fisher D EPEMERFHEIE)

BRI LEAFEFROBRETEELAEFRO 1Pl2REETRETH T,

Ja v R UVAERERED 4 Fl CHIMMEAEESRES S a2, KT 2 R I =5,
W IVOSER & EALE O F F[BIE LT,

BIEARBERIZ, 7o RZ7 Lb10mg/H 12.9% (4/3141) | 37.5mg/H 12.5% (4/32%1) . 75mg/
H 15.6% (5/32%1) KOF 27 a3 200mg/H 13.8% (4/29%1) TH Y . 4 BERICHFH A2 HEE
IFERO b o= (p=1.000, Fisher DEHEMERFE L)  (F£55) .

=54 -NEEBEICEITO5ESTERREBE—FAS it R, DV7314-24

10 mg/H 37.5 mg/H 75 mg/H FHRETY 200 mg/H
ST i 151 £k 31 32 32 29
SR E(%) 10 (32.3) 8 (25.0) 11 (34.4) 13 (44.8)
RN 17 12 21 23
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%= 55 -INiEEEEICH T HEIVERA—E —FAS i =t & 61, DV7314-24

10 mg/H 37.5 mg/H 75 mg/H FHOEDY
200 mg/H

Bl 31 32 32 29
FIRBIH(%) 4(12.9) 4 (12.5) 5 (15.6) 4 (13.8)
HEBEHH 8 5 6 4
FIRAEK FIRHIE (%) FIRFIE (%) FIRHIE(%) FIRBIE (%)
FHDhIFY 1(3.2) 0 (0.0) 0 (0.0) 0 (0.0)
iz 0(0.0) 0 (0.0) 1(3.1) 0 (0.0)
P fERR 0(0.0) 1(3.1) 0(0.0) 0 (0.0)
GOT t& 0(0.0) 1(3.1) 0(0.0) 0 (0.0)
GPT L& 0(0.0) 1(3.1) 0(0.0) 0 (0.0)
y-GTP £ & 0(0.0) 0 (0.0) 1(3.1) 1(3.4)
BaLZATO0—)LER 0(0.0) 0 (0.0) 0(0.0) 1(3.4)
F)GYESAFLER 0(0.0) 1(3.1) 0(0.0) 0 (0.0)
P 1(3.2) 0 (0.0) 0(0.0) 0 (0.0)
HonskiEd () 2 (6.5) 0 (0.0) 0(0.0) 2 (6.9)
M/MRB A (E) 1(3.2) 0 (0.0) 0(0.0) 0 (0.0)
SHim 0(0.0) 1(3.1) 1(3.1) 0 (0.0)
BTt 0(0.0) 0 (0.0) 2 (6.3) 0 (0.0)
PRI & 7R MEK SN 1(3.2) 0 (0.0) 0(0.0) 0 (0.0)
PEPR$8[E] 1(3.2) 0 (0.0) 0(0.0) 0 (0.0)
B2 () 1(3.2) 0 (0.0) 0(0.0) 0 (0.0)
A £ % 0(0.0) 0 (0.0) 1(3.1) 0 (0.0)
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26 SEANBRELCEEREEEZNRE L-BIRKEERER (P1404) (BEFEH)

[Module 5.3.4.2-6 : P1404]

261 #M=E

5 56 - #1=E. P1404

AREEHEEOHEANI—F : P1404

RERMIZRE : Study of the pharmacological activity and tolerability of 5 dose levels of SR25990C
compared with Ticlopidine in patients suffering from atheromatosis with a thrombotic risk necessitating
platelet anti-aggregation therapy. (nM/MrREEZSLELE LIRE) RV E2FT 57 70— LHEBARE
EEERBREEXRIC, SR25990C D 5 B EENRENZ/EEZMERARVABREZFI/OED VLR
B9 5HR)

epmaEs I
AR

EEERMEE . SHEHRHER (26 fEE; NILF—. TFTUR RS R)
AT AR : Thromb Haemost. 1996 Dec; 76 (6): 939-43.

SRERHAR

sN0EENHEANE 1Y £ AP E

sxoEEORTH 19 £ A E

B

FEBHM: T ERELE L ADP 5 uM Ef2I1C & 5 m/DMRESEINGH ZEA 50% (+ 5%) & 7% SR25990C
DEREEEZFER Lz, 4H. BEF/I/OED L 500 mg/BZEEEEE L=,

BIRBH : I/MRBRZEZLDEL LIBEY RV 28T 57 T O —LMEARELEREZZICH L T,
SR25990C M 5 DMEE5E% 27 HREIRERE L. TORBRMZHBERFMRLE NICEERREOE AN LR
ETJ- L/T:o

BEBAE:

EER. BEAILBTIF. 78 (SR25990C#5 :58. F/RED U5 18, 75RE5:18)
It T R LEER 2 e SR L R BR
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BREESEEORAI—F : P1404

BERER :

SHERS - 147 Bl

SR TEARHL

AT 0=0.01 RV B=0.01 & LTEHEL. & 214l. E5FT 14746 214Ix7 8) LH|EL=,

SUS LML : 150 45] (10 mg 8:21 /25 mg #:21 /50 mg #:24 / 75 mg #:21 /100 mg #:18/ ¥/ 0 E
U222 TS5 REE23)

5 : 150 5 (10 mg £$:21/25mg #$:21/50 mg #:31/75mg #:21/100mg B:11/ F o O ES U822
| 75 RE:23)

£ 'm :

RNZPIEEZHER

- ADP RUa5—47 vERM/MRERKEEEDEILE
H I B

RRFTR  HERRRUVKEICHT 2RM. MRREFEEOHIE. MEFHESOHIZ

BEERIRE - MIkETE. BEE. EVYILE Y., ALT(GPT). AST(GOT). aLRXFO—J, FILa—2X,
kUYL K, ALP, Y LT7F=Y

DM R SBRIREE

MIUVMREEZEZLDEE LIBE) RV EZATH7 TO—LMBARELEERERE T, FH8H 40~70 5%
DAL TWEWIEBEDT X (KEIXRARREM) .

EERBOREF, UTITRTEBY,

AT—C 1 HAHVFTOREEARMEERE

—BEEMERE (FAERELEZLDLET). 6 » AULAICHER L EmiEkZEH
- 6 AUERTICRE L -REFERDESD S WD IXDEHEE
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BREESEEORAI—F : P1404
BRE, BEERUBRERE
RERE
SR25990C (FiE&V RE KU L) /7Y —fk (SR25990, YV AERJ L) ELTOE
10mg £ : A &S 1A2 RFO 19
25mg f : O &S 1A1RFO 18
50 mg € : By F&EE 1A1 RFN 25
ERFIOEDY
250 mg §g : O +FES D04 767 04
PAA
TS5t REE: Oy FFES XRFN 30
BREERUVEREAE
1. Day 1~6
SR25990C : 1 [@ 10, 25, 50, 75 %4 WML 100mg™® # 1 B 1 EHHICHO/RE
B J1)—{k (SR25990. 7 OEKF L) ELTHRAE
EEEFI/OESY (1@250mg # 1 B2 EEOHRS (BLYIZ£1E)
7S5€R 1 B 1 EHCEORS
2.Day7
Day1~6 LR LRV a—IL, =2 L. MBRBRARRRIARELZRS5T 5,
3. Day 8~27
Day 1~6 LB LR T a—IL,
SR : 27 B

FIEHARE : 36 HRE (Day-7~Day0 DRy J—=_24H]; Day7 ICHREMNH S Day1~6 DFE 1 %54 ;
Day 28 [CR#EREMNSH S Day 7~27 DE 2 % 5H#)

BEFE -
Day 0. Day 7 R U Day 28 [=# I+ % BAM/MERER £ £5H T 5.
Day 0 (2% % Day 7 & U\ Day 28 2451+ 3 MR BEMHEEH LT 5.

Day 0 U Day 28 2§+ 5 IR Z%£5 L. Day0(Zxt3 % Day 28 Mtk (Day 28/Day 0) %%
95,

BRARFTERVERRREICE T 5B/ ZREEITOVTERHT 5.
- BNZIEBZHEARVEBRHREMICEAL, TR EHEEEE L THBERETS,
- BIREEICMEAREBOKREBEGA (. O, R [CBRISBFTZITS.
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AREEHEEOHEANI—F . P1404

=8
At ENFEOHER

m/MMREEEEE: Day 7 R U Day 28 D& 58235115 ADP 5 uM EfE M /MsESEINH ZE £ % 60I2RT,

Day 7 128115 SR25990C #5# R UF/ OED V5RO ADP 5 uM BRI/ MRESINFIEE TS

tREEEHLYEEICHFHE S TV (Duncan DEELLE) , Day 28 Tl& SR25990C 10 mg/HR 5
BLETSEARBREHLEOBMICHEEENRDONEN>=DIZH L. ZDHD SR25990C %5 ## (25. 50.
75 R 100mg/B) RUF IV BEDUERSHEICIT TS RRE5#HLOBICEEEZENRH 5Nz (Duncan
NDEELLE) ,

H MR - HMmEER Tk, Day 0 A5 Day 28 [TA T, Fi9fE (Day28/Day0 DELLDFH) T2 E%
HBALGWEETERSA#ONTZ (R61) ,

REMOER -

150 lth 12 BINEEEZEZD=-OICHBEDRIE LA, WIThEEETEHGNL o=, £, BEREEIC
BWTHEKEMBEELZZTFHILEDH NS, SR25990C D RIFLARMUAER SN (K62) ,
R -

7T O—LMBAREEEEREEZET HEE 150 flE=xRIZ. SR25990C (10, 25, 50, 75. HH L&

100mg/B)., FY/BHEYY (1E250mg. 1 B2[E (500 mg/B) ) . H$5WET5tHR%E 27 BREKR
BROKE L, TOHER. SR25990C DETHREETERRIBHFTHY . R LE-EBREENDEH
[ZH W TI/MRESEIFERDO A RICHENZEH T,

LI EDRHEMN 5. SR25990C M 75 mg/B IE KIRE LT E MMERKRHBR TRA T ADICEULHAETH D
t%i l:.)hr:o

ik Lk E

2.6.2 BERDETE

IEBREHI OB 2 3% 5T,

= 57 - RERFTEIDOHE, P1404

Day -7 Day 0 Day 1 Day 7 Day 15 Day 27 Day 28

PE + + + +
Mm/NMREESRRERE + +
HH 1 B
ERERIRE

I RFHRE
®E

+
+
+
+

+ 4+ + +

+ + +
A

+
v
+ +

Property of the sanofi-aventis group - strictly confidential Page 85



276 BELADHEDE LD
SR25990C - ¥ O F K4 L LEREEE PAD

263 ABRMREH

AIBBRITH AN BT 150 il G 5 CBREEIE) 2% 58 ISR,

= 58 - BEE=—ZHREN. P1404

HYaERSTLIL

T P &%
10 mg 25 mg 50 mg 75 mg 100 mg
5%k (451) 21 21 24 21 18 22 23 150
51
B4 18 17 23 18 15 19 17 127
i 3 4 1 3 3 3 6 23
Aig
BA 21 21 23 20 18 22 23 148
EZA 0 0 0 1 0 0 0 1
1—53F A 0 0 1 0 0 0 0 1
. 57.0 61.0 60.3 60.0 59.3 62.1 58.8 59.8
iy () (1.5) (1.7) (1.7) (1.7) (1.5) (1.7) (1.7) (0.6)
. 70.1 69.3 74.6 71.8 70.0 68.1 74.1 71.3
L (2.0 (3.2) (2.0) (3.3) (3.2) (2.1) (2.1) (1.0)
55 (om) * 169.3 170.5 169.4 171.4 167.0 168.6 166.4 169
(1.6) (1.8) (1.3) (2.0) (2.0) (1.8) (1.6) (0.7)
7 T O—LHEAREILE DRI E B2 5E
IR AR =ER 4 4 5 5 2 4 5 29
b ifn & % 8 9 9 8 9 10 9 62
B ER 9 8 10 8 7 8 9 59

*OEHE (BERE)
T:F90OEY2500mg/B. P: 75+HR

ARIEERITHL A AT B 3072 150 Bl O 5-RENGR & 2% 5912 -7,

x 59 - S EABAREEE EREBZEDREFHRAR. P1404

saERSTLL o y'y 75t &5t

10 mg/H 25 mg/H 50 mg/H 75mg/H 100 mg/H 500 mg/H
2inE 21 21 24 21 18 22 23 150
Day 1 21 21 31" 21 11 22 23 150
Day 7 20 21 30" 21 11 22 20 145
Day 28 20 19 24 19 172 20 20 139

1) BEIZROHH7HZEET (100 mg/BIZEIY FIF SNAGRBREIZRIEH I TLSHRMAXEN 50 mg/BAIZH -
TUL\f=1=8 Day 1 i > Day 6 & T 50 mg/B ZiRR)
2) BEZROH-=7HIDS55, Day7his 100 mg/BIZKREEZZEEL-66%&ET
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100 mg/ HIZHEID ¥ CToHn= 186D 5 B, 761X 50 mg/H D72 OFBIENUAT S5 1 51
MR MERZRMEINTZT20, 1558 (Day1~6) TiX 100mg/H DfH Y IZ 50 mg/H #7885
7oo F2HE5H (Day 7~27) TIEINHOHHRE D 5B 6 HillL 100 mg/H (50 mg & 1 H 2 §8) 3%
H&i, 1HIE50mg/H (S0mg&E 1 H 18E) Mikkcke s S,

fithr B, s 7HIEE 1 &5 8 (Day 1~6) TiX 50 mg BEIZIEM L= (50 mg BE, 31 41 ; 100 mg
e 116 o 2% 538 (Day7~27) Tld 50mg A& Z LG Sz 1 6% 50mg BEICPRFEL ., il
® 6 B% 100 mg BEIZIBML7= (50 mg #F, 2561 ; 100 mg &, 17 61) .

B2 5 SN2 150 B0 5 B 13 FINEREEOR G241k Lz, TIBmITAFERSR 12 61K
O PR OSEHAE 161Th 5,

Day 7 } O® Day 28 O IfiL/MREESEREMENT A ERH OB 2 DL FIZR T,
- Day7 (5#1) :ADP AR 14, feni4 HLLEORIRIE 26, F5-F1EIZLE S RHE 2 4

- Day28 (1141) : ME&FTFLIFIE 3 6, AR 4 A LLEORIREE 3 F, 85 IkiofE 5 RRGE 5
Bl

2.6.4 FuE FEHZFEOF

2.6.4.1 M/MREESHE

Day 7 }2 () Day 28 D& 5-EEIZH51T % ADP 5 uM A2 1C X 5 I/ IMREEEMHIE (%) 23 60127737,

% 60 - SEASTAREICERBEERZIZHS (T2 ADP 5 uM A2 M /MRS EINFIZE (%) — M/ & R 5Tt
%451, P1404

A& (mg/H) 7HB? 28HRB?
________ 7oEA .0 91563 -050£606
10 1150 + 6.12 14.25 + 6.59
25 2918 + 447 28.92 + 6.84
yue RS L 50 28.69 + 5.62 29.35 + 6.20
75 41,60 + 5.1 39.21 + 6.24
________________________________ 100 4404+1084  3708+79%
AT 0D 2(55%8')" 41.90 + 6.31 46.36 + 6.35

THELRERE. a; 7HH: ((THEH-0BE)0BH] x100. 28 HAH :

bid; 18 2E#%5
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Day 712813570 R LIV EGELONT 7 v ey R 5RO ADP 5 yuM BER2 2 X 2 /M ke
WHRIT 7 7 R GEE L D AEICHHE ST 7e (Duncan O£ E L) , Day28 CldZrE K7L
N 10mg TEHEE 7T B REER L OMICARBZEPRBDO IR T-DIZ L, TOMo 7 n e K7
UL B ERE(25, 50, 75 KON 100mg/H) K OF 7 o B2 U RERHICIZ T 7 v R EERE L OMICHE
MNERD HL7= (Duncan D ELLET)

2.6.4.2 HMmEFMHE

571 & O Day 28 O HHIMLFFH 2 % 611237, H5-H12 5 Day 28 1277 T, HIM R 2 52 %
72 WERE  (Day 28/Day 0 D) TIEEDSFRD HLTz,

61 - NEABIRELLEREBEICS T HHMER (5 #) —HiEEFFMx RG], P1404

HilnFR (5 : #)

a
FR (mg/H) 0AH 28 A H 28HANEE K

S22 N 504017 326016 128014  p=00837 _

10 254+ 018 350+ 032 134+ 012 p=0.0606

25 328 + 019 406+ 040 123+ 015 p=0.3565

JEE RS LA 50 259 + 010 419 £ 025 150 + 013 p=0.0019

75 321+ 028 448+ 043 172+ 027 p=0.0061
I 1\ 303+ 015 435 £ 031 165+022 p=0.0111

ST 7 o (2550% /bgd) 305+ 0117 558 = 105 190 + 024 p=0.0049

FEARERE, bid; 102

a;: 088 (PEESE) & 28 BEH® Student- t i&E

2.6.5 TEMOFH

BERFEGR KL OFBIERN DO —E 2 6212777, 150 FIH 12 BIRNAERFROT-DIZHAEREZ T 1E L7223,
WITNHEETIIR»o72, 2. BERBEMEICB W TR EMEE 2388 ond, 7uy
R 7 LV B2 BN HER S vT=,
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x 62 - SNEANBIRELEEREZEEICE TL2HEEERRUVERESD—E. P1404

#ER

SR25990C

10 mg/H

25 mg/ B

50 mg/A 75 mg/B

100 mg/ B

BEF 7o
v
500 mg/H

77N

T

21 21

31 21

11

22 23

AHER
FHHIE(%)

7(33%) 3(14%)

3(10%) 13(62%)

3(27%)

10(45%) 8(35%)

-4 IF
HIAL

FERG RS (REIFRE)

32007
41007

51002

53004
(D21)

34006
23007
(D24)

DDIIZ D P

35002
51003
11007

51006

34001
41004

=)0 B

44002
(D21)

HILERR
&

13004

L

B —

ol

stoo4

_...31002 (D2)
53001

-~ 82003

42004

EE .

Mgk -
fEAE S

ewWE

22007

01005
82001
51001

71001
(D23)
32006

s &L LER
el

VIR e

.

62007

(D20) 13002

BEbR HH o/ o

T

H i B 8 of oo L i
(LB D ZLE)

AR (147,000/mm?)
o B oD LSRR PR E

..83004 09

32001
.. 34006

71002

22004 (D8)

13006
2007
S

82001

HER :
— 4 e 136 1E O FE ¢

LSBEMAD
ISE]

o

...B10) .
LA4003 .

12008

21002

S e e e
APAT)

61005

12007

34001

31003
<.

23006

D :

IR e

TR

L IEOE

83002

42006 (D7)

HEERORE

7 3

4 13

12 9

HEREES TR,
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27 FHEBIREREEBEEZNRE L-ERFEMBEERRKFER (SFY10810) GHEER)

[Module 5.3.5.1-1 : SFY10810]

271 #BE

% 63 - #1ZE. SFY10810

ABRERHEED#A 2 —F : SFY10810

ARBROFRE  REBIREEBERECH TS SR25990C (75mg/H) &F/ OED UIEEIE (200 mg/H) @
12 BRKREHOREMZRFAT S5V F LML, ZEFR. HITHBLLLEARI UIER T 5 SR25990C
(75 mg/B) @ 40 BRE#HEIHRE

E¥EMR I

SEMERMES : SREEAR (52 fEER)

BNFRXE : HL

BEREAR
BHOBENHEANE : 20095 02 A B
BxOBENTTAH 201105 A B

D7 —X : £

B -
FEEM

o RMHIREBBAZICTHLVTSR25990C (75mg1 B 1[E) # 12:B8REEE LE-HOREMEA XY FREE
JROM, FOREDUIEEIE (200mg1 B 10E) ICHERTHEEICEWNI EZRIET S,

BIREM :

e SR25990C (75mg1H 1) # 12:8MKXE LE-HFOEMEEEER,. EELAZTEROERRYRY
RUSBHETEHIZELT, F/OED VIERIE (200mg1 B 1[E) &HERHT 5,

e SR25990C (75mg1 B 1[E) # 12BREEE LE-FOmMEEA R FORBFYRAVICEHALT, F40O
EDUIEEIE (200mg1 B 1[E) &HEKEHT 5,

e SR25990C (75mg1H 1[E) #&i 52 BAMKRE LE-BEORSZEE (HOMHEAEER. EELEE
ER, TEMHARY FRUSBRHRENE) RT3,

e SR25990C (75mg1H 1[E) Z&& 52:8MEFEEG L-FOMEEA Ry FERFET 5,

BERAE

FARIENSHRARFABRTHY ., SUFLL. ZEFR. FILFI—, BITHBLERROE 1 4
(128 : ZEEREE) &, TR A—TURBOE 28 Q0B : A—TU&5) hiokd,

12 8RO _ETgHEKEE (F18) ERACEFRZ. F1HOKRSHICEHHLLT. 52.BBFTTORYMA—
TorEICBITLT.
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AREBERHEEOEAI—F : SFY10810

BER:

SHEIRT - #9400 451

SUSLAE 4316 (VBRERTUILE 21561, FURED U : 216 fl)

’E 43161 (VOERJTLULE 2156, FOOED VE : 216 4
(BREFIR O ERHL)

EGIEIE. BEDKEEEEZEZRE LI-FMABEKGAER (DV7314-23) OFFERICEODEEH Lz, 128
B 12175 SR25990C # R UF IV OED VHOTETMEE THAIRER ARV FORBEEREEZNEN

3.1%. 12.3%ERET S &, Log-rank BREIZEK Y BEEKE 5% (M) THEFITSHE. BEH90%%
BERTEHEMBI1EHIY 1826|L705, RABBRTIE, REEEELT200  #HEHAANSZZE
E LT

DR VEREE :
UTD2 ODEEQNTIAN—AXEAEAICERT I SN EREREBIRKEEES
o IR7E. TRHHET - EBUMELE (ABI) A% 0.9 KD R IERT

o TRIZHY HMEMAMN (MERMKM. 7T O—LERRM., N/ R, UZSTEOMMETA
) DIRERZEEF S MEMEIT DT

WBE: yAERJLL

31— F% : SR25990C

ERE—#4% (INN) : clopidogrel

— B (JAN) : 2 0E R LILEERE

FIRRUVERE : 1EFIC/AERTLIL (TU—K) ELTTSmgEBET ST La—T4 VT8
Ny FES | R

WHBE: FoOEDY

—f&&M JAN) : FUREDUIERIE

BRRUEEE: 1&RPICFIOEDUIERIEL LTI00mMgEEHT BT LAD—T 4 VIR
~NyFES | R

T35tk

JOERTULTSEREEERDEEER., JOERTLILEEHEANTELR I L La—T a4V
e NvFES IR

FOREDSY ISR EERSEZEFEFREV. FIOEDUREREHBNFTEL I A IILLa—T 4 VT8 (N
v7FES I

BREER

#O#%ks
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ABRERHEEDHA I—F : SFY10810

BRERERUVRERE
B1H (CEEHEES)

JOERTULE: SUALLE. VOERTLILHRBIE75mg 1 #RUFIOES Y TSR 28% 1
B1E 1288 ECRAE LTHERISHE L=,

FOREDUE  SUALLEK, FIOREDVIERIE 100mg2ER VI RAE RTLILTSER15EE1
B1E12EBBFTRAIE LTHEBERIZE®RE LT,

E28 F—TE&E)

12BEOHTAOEAN L. FE1HOEHLELITVOE RS LKEIE 75mg1ft% 1B 1E52:88 %
T. RAEJE LTHRRISERE LT,

BEHME -

F18 (CEERERE) 128
F2H (A—T&kE) 408/
FRYM
A== T8 &K 4580
F18 (CEERKRE) 128H
FE2H (A—TkE) :40:8M

FT 4l EL 2

FEFMER

E1H (CEERES) oken

F1H (SUFLENS 12BBFET) [CHRBALEZNREOREMEA RN FRBEETORM,
LUTOEEIVRFRA UV M EREMA RNV FEERLT,

o BRELOARBHEHAEETELVEXRGHM CGHHMEHEOHMOD I HRETELE-LD. XILABEDT
HDOARESH B WVEARHEOERADELE LD D)

o BRELORREFRMVEBETELHVMAEE (BMmMBREE. FHKBAE. m/MMREDE)

o BRMELORREBEENBEETETHLFHEEEE (AST. ALT. y-GTP. ALP, #EYIECODLER. &
JE)

o ZTOMOUTICHZEYT SEFELEER
- BT
- E®EBHMNTLO
- BEROEOODARIEARBECERNADELLDSELD
- KMXIIEELIESE - HETZITHKELIHO
Bl Rl B
EF1H (CEEHRES) okeE
BAH (SUFLEAD 12BBFET) ITRERBLEUTOFEER ORADHEERE TORRE,
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ABRERHEEDHA I—F : SFY10810

o HMmMMAEER

o EERELVAEER

s AEEZR

o EIER

JBAEFRJLUILER (52 8M) 50T EMN
S LENL 52 BB FTIZHER LEUTOFEER ORYDHREE TOHRE,
o HmMMAEER

o EEREUTATER

o REWARIE

s AEEZR

o EIER

F1H CEERES) OFEMHE

F1H (SUFLENS 12BBET) ITEBRLEPEOMEEASA N FEBRETORBE, UTOHEET Y
FRAY FEME®ARY FEERE LT,

- REE, DHEE. RUZTOMOLMEFRDEET Y FRA 2

- NEE, ODHEE, TOMODMER., RUEMEA R FMZLD AR (RE-EIROEILZED
BOWEDEKRL) DEEIVRRA U+

- REE. DHEE. TOMOLMEE. RUE2TOAR (KRE - EROBLZHELEVLDOER
) DEET VRS b

JOERJTULRE (528 5ROFMME
SUSLIENS 52 BBEETICHEBRLE-MERAR F (AL) ORYMDOFERE TOERE,

#EtFi% -
T T REH
All randomized population : T > H LI LF-2THOEEDER%Z Al randomized population] &E&E L 1=,

All treated population : T F LEESN—ETEHLRABREZREL-EEZ Al treated population] & E#
L/f:o

R -

F18 (12:80) OHERNT, SUFLENCHROREMEA AL FRBEFTORMICOVLT, JRE R
TJULWBEFIDED VEE, BRIEIYFITRFERWEA Logrank IREIZL Y. AEKERME 5%T
teE L 1=,

BREERRERY 95%EE XM % Kaplan-Meier =& U Greenwood DX IZK Y HETE L 1=,

NF— RHRU 95%EHERME, RERRUBAE Y HEFERFE L= Cox EFILIZ& Y#E L,
Bl REAHIE B 1269 % 47 -

18 (12:8[) 1B 5BIREFMER ST ST, THEFERKRICT o=
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ABRERHEEDHA I—F : SFY10810

R (52:ER) REFIZCESITAEMEBICRLTIE, 52 BEBEFTCHORBREERY SR EERMZE
Kaplan-Meier ;&% U Greenwood D2k YHE L 1=,

ZDMDREET— 5 OFEH

BIZEESDOHWRY ., Z0hOREMEICET 555X, alltreated population xR IZF 1 BIR U2 HAMIC
DVTITo 1=,

LTHDHEEERIE MedDRA version 14.0 [Tk Y a—Flb L1z, ABERSTTROLN-EEER
(treatment-emergent adverse event: TEAE) &, JARRZER SHAM G (FIEVAREREL - HERER 14 B
BET) IHBEL LIEBIEL-BEEEREEE LT, TEAE, ARERSTTROON-EELEETER
(treatment emergent serious adverse event: SAE) | JRERER G dIEIZE -1 TEAE ORBEE 57 (L%
ERCLICKE LT

BERREBERUNS 2L VRV ECGIZDOVWTIE. RAMERUR—RSA UMb NELZRAERRTE
BERIEICENLE, RERBREBERICEAL T, ARERSTT, R—XJ1 V&IIDLECEL—DL
L @ Potentially Clinically Significant Abnormalities (PCSA) #8922 ERUVEEHHENDEEZRLIZE
BICOVWTEREBHCEICEN LT,

B4
Erae A kO 2l
FEMEER -

RBEFTOVEDREEARVIRBYRVIE, VAERTLUILEBOANFIOED VELY L #ETEN
ICHEICEMN oz (p<0.0001, EJF Log-rank #RFE) . 12 BB R TONEOREEANY FEBREBREE
JOERTUILE24%RVFHIOEDS VEH136%THo1=. £f-. FOVROED VEICHT S OE KRS L
ILEDFAZENY— KX 0.161 (95% Cl : 0.062t00.416) T&H ot COEIFEIZFHIOES VETOF
HEEEEORBEAS N LITER L TULV =,

BIREFHEIER

F1H (12:80) ONROEOMAEESRORBREEICIE., MERTHIFEFMNEREZEIRO oG, -
Tz (p=0.4478. BHl Log-rank #R7E) . F 1 HOMEDESERRUVARDOEEADORBREREE, v 0FE
FOLILEDANFIRED VELY LMEFEMICTHEEIZIED o712 (p=0.0026 K U p<0.0001. &5l Log-rank
BRE) . ROEFELGEETERICELTIE. MERICHKIAENEEZIRO OGN o1z (p=0.6805. B
Al Log-rank #&7%€) .

28 (628 [CET2MROEOUAEERORBAREIL, yOE I LI (CLOP-CLOP) #&
UFoBEYY (TIC-CLOP) HTENEN 19.1% KU 198%TH o=, S2 BRORHRSH LT, Hi
MEEERORRROHBIE—EL TV =, 28 528MH) ONREDREMA N2 FORBERBREL,
Y OE RS LI (CLOP-CLOP) #RUFYOED Y (TIC-CLOP) #TEZNEN 48%K U 17.5%TH>
fzo 28 (52:8F) ONENEELCEETERRVNROEETERORERRRE, yOoERITLL
(CLOP-CLOP) # T 16.7%K& U 90.8%. FY BHE Y (TIC-CLOP) BT 19.0%KU 94.2%TH 1=,
24/ (52:80) OHNEOBREARERREI, Y OE RS LIL (CLOP-CLOP) #27.7%RUF/ OE
2> (TIC-CLOP) ##45.3% T&H 1=,
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ABRERHEEDHA I—F : SFY10810

=LA i

F1H (12:808) ICEFTI2MFEOMEHEAAND MIBELT, 32OEEIV FRA Y FOWT I THHEE
MICHETEMBEREEZEIRO oG oz ( TIREE/ DHEE/ ZTOMMOOMNESE] : p=0.1539, [
BE/DHEE/ ZOMODMESE /EMHEA XY M2k D ABE] : p=0.9553, [XNEE/DHIEE/Z
DDLMEE, £ THOABE] : p=0.9534, EHl Log-rank #RTE) . (NEE/DHEE /" ZOHOLME
Bl DBEEIVERRA AT, FOREDUET 26 (BIEMHEREE 146, EBREOLHEEIH) O
AR ERBH=H, VAERTLIETIEH AN 1=, 12BBETOPNHED HKEE/DHEE"ZOit
NDMEFX] DEELIY FRA Y FORBRBEFIDERTLILE 0%, FI/VOEDUEH 0.9%TH 1=,
12BRETOVNED THEE /DHFEE /" ZOMODMER. EOEA XY MZL B ARl OEEIVFR
RAVEDOBRBREEERE, VOERILUVILBRUFIDEDVETHWINE 09%TH- 1=,

2HE (528R/M) [CHITHMED BEE/DHEE/ ZOMHOLOMESE] ORBREXREIIDERST L
JL (CLOP-CLOP) #T0.5%. F2OETY (TIC-CLOP) #T3.9%THot-c KEAIVKKRLA VD
2HME (528R/) TORBHIHKIE. yOERS LI (CLOP-CLOP) 24|, FyOE P> (TIC-CLOP)
B8 THo=, PEFNTIIREENZCRDOON., 52 BROHERYMZB L TRHONE, COEST
VERRAV FORBHRBAEQHBIIMEL L 52 BEZELT—ETHo1z, S2BABRTOMNHED (KiE
E/DHBE/ ZOMRODMEE.EIEA N MZLBARI ORBRERF, y0E KIS LIL
(CLOP-CLOP) #T4.3%. F/OEY > (TIC-CLOP) BT 4.4% THot=e CHEEIY KIRA Y MIZ
DOWTHEBRBEROERIEEL L 52 ABOEHRESEEZBE L T—ETH o1,

N

RAHEBREBBHICEVWTI/BE R UVILERERORERA NV FRBUR L FI/AED VITHA,
AEICEVI EPVRENf, Solc, HOMFEERRUVLERA AV FORBRYRVIFE, yBEFIT L
WEFOUREDUTRRBETH =, LEMND, REBIEBBEDERICENT. VRERTLILET
VRESVEYLBRIEART 4y bRV ERTH I ENTRSNT,

weEoaft: 20 = A B
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272 NREH

2721 BERNRER

R 2 BT L7 55260 5 5 431 B3 7 > s s, 7 1 & K7 L)L (CLOP-CLOP) #1Z 215 fi,
F 7 r Y (TIC-CLOP) BEZ 216 A& 0 HToHTz, T X MESNIZT X TOBRENEHRIEL
Dl b TENIRMA L, T xt44EH T & % all randomized population & all treated population (% [F]—
EH Aol (K10) ,
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<FE1E>

10 - BEDWER. SFY10810 5B

FEIGEE : 5520

FUALEENGENSF-EE : 1214]

SUALEESh-EE : 4314

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

(All randomized population)

g5 Enf-E

Y OE K L)L (CLOP-CLOP) 2 : 2153
FoREDY (TIC-CLOP) # : 2164

(All treated population)

FAHTRBREDRS UL - 514

2 O0E K4S LJL (CLOP-CLOP)  : 1141
Adverse event : 64§
Poor compliance to protocol : 145l
Lost to follow-up : 04l
Other reasons : 44§l

FoROETUE (TIC-CLOP) : 404
Adverse event : 35§
Poor compliance to protocol : 045l
Lost to follow-up : 04l
Other reasons : 54l

< 281> £ OE RS LIL (CLOP-CLOP) & : 204451
FHOESY (TIC-CLOP) B : 1764

F2HTHRREDES R : 76

2 0OF K45 LJL (CLOP-CLOP) # : 394
Adverse event : 2845
Poor compliance to protocol : 04
Lost to follow-up : 04l
Other reasons : 114§l

FHOETY (TIC-CLOP) #t : 374
Adverse event : 244
Poor compliance to protocol : 145l
Lost to follow-up : 141
Other reasons : 114§

Y OE K L)L (CLOP-CLOP) 2 : 1653l
FoBRETY (TIC-CLOP) & : 139
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2722 ABO#Et=E

2.7.2.21 AOffEtFaI5E S

All randomized population T N F#EFHFHIRHE KM NRN—2 T A VRO BE R, mETHEEIL T
Wi (FF64) , EHERY (SD) 1X. ZubE RZLARETTLL (79) %, F7 b 8T702 (8.7)
W CHoTz, 75 LA EOESEEE XMW T 148 5] (34.3%) ThoTz, BHENRL -T2 (88.4%) .

+ 64 - A\OMEAZHHERUR—X T 4 VO BE R —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%)
275 79 (36.7%) 69 (31.9%) 148 (34.3%)

Sex [n (%)]

Number 215 216 431

Male 189 (87.9%) 192 (88.9%) 381 (88.4%)

Female 26 (12.1%) 24 (11.1%) 50 (11.6%)
Weight (kg)

Number 215 216 431

Mean (SD) 60.46 (9.31) 59.53 (9.54) 59.99 (9.43)

Median 60.00 59.75 60.00

Min : Max 34.9:94.0 34.3:84.0 34.3:94.0

Weight category (kg) [n (%)]

Number 215 216 431

<50 29 (13.5%) 35 (16.2%) 64 (14.8%)
[50-70] 156 (72.6%) 152 (70.4%) 308 (71.5%)
>70 30 (14.0%) 29 (13.4%) 59 (13.7%)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP) All
(N=215) (N=216) (N=431)
BMI (kg/m?)
Number 215 216 431
Mean (SD) 23.06 (3.04) 22.73 (3.02) 22.89 (3.03)
Median 23.03 22.83 22.96
Min : Max 15.6 : 36.3 15.7:29.4 15.6 : 36.3
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%)
230 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)

27222 R—XA54 UTOEREBEFME. AAERERUVGRAE

NR— 2T A L TORMEINREE B O JFIE B K OB, R EIRZE B OSER K OVEBIEG « _biif£
(ankle brachial index : ABI) [Xfi#E CREIEECTH 7= (F76., £77. £78) ., FHIUIK2MmENA
WOBELWBETHL L TBY ., FICmERREN L A 2 i Tho72 (F79) .

NR—R T A L TOERBEEREN A OHEEZ £ 80 12 d, MMM RE (IMRHZE, —BPEME 5 1F)
XATEBIRGE R (LAEZE, PoiE) OBEEXIIAE0F 263 2 BF 1L, WifE T 25.8% (111/43141) 12
WO LI, TOM, WEETEZ RO ONTERBERELOEIHEX, millE 73.8% (318/431 i) |
IR MLIE 55.5% (239/431 %) . HEPRIH 33.4% (144/431 %) ThH o7z, BHREREE L, /o K7L
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NEEDHTNF 7 a UL H %< (ENF 11.2% (24215611 | 5.6% [12/216 1] ) . fTHERE

EEIT 70 R VABOFNF7a U B L0 b0 nho Tl (FNF 5.1% 117215 #1] . 10.2%
(227216 3] ) ,

AR DT HUI MR K VT > & DB O fF F AT RE 22 O Hii/ MR X TR L Tk
Do(FK81., £82) | #2383 DIEFINT o & MMERHHFHI ATRE 2R FUlL/ MR 2 L Tz, 13 & A
EDEFINPEHE LR L TBY | IkbEoTeDIIERSBMIE TH o7 (83, £84) ,

2.7.2.3 BN

B (120) TORMBRBEIZ/ o R LAEETA88 NE, F/a b U BET457 NET
Hotz (#£85) . &M (52HF) TORMERFEEILZZ v K7 L (CLOP-CLOP) #£T 1919 A
EThoTz (F86) .

2.7.3 REMOFT

2731 FEZREMFHER

27311 E18 (1286 [CEFTHREMA NV F

F1H (12080) 128 T 20 ORZRMEA N b ORREBREOMPTIERZ L 65 17T, £z,
Kaplan-Meier 2 FERBLRMAR 2 X 11 1277, PIFEOLEMA X NORERBERIT, F7 o’y Ui
IR T7 B e K7 LA TR EICHE BRI o 72 (p<0.0001, JE%5I Log-rank F7E) , 12 R
TOPZEDREMEA X FORFERBIRIL, 7 0 R LAEE24% K OT 7 o B U RE13.6%TH Y |
FREE N — REEIX 0161 (95%CI : 0.062 t0 0.416) T -7,

RO5-MEDEEMEANY FOBFEER (5181 : 12:8R) —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% Cl)® 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-valueb <0.0001 -
Adjusted Hazard ratio (95% CI)° 0.161 (0.062 to 0.416) -
Un-stratified Log-rank test p-value® <0.0001 -
Un-adjusted Hazard ratio (95% CI)° 0.159 (0.062 to 0.410) -

@ Kaplan-Meier technique with Greenwood's variance estimation
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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_saf r_t.sas
OUT=REPORT/OUTPUT/eff_t_km_logrank_hr_saf r_t_i.rtf (08JUN2011 - 10:00)

M -MEOREMEA R kD Kaplan-Meier RFEF IR #R (55 1 #1: 12:8F[) —All randomized population.

SFY10810
0.200r— Clopidogrel
——— Ticlopidine
!
0.157 :
_l
3 fHH-I
= 1
= 1 1
.= i
B |
2 010 g
g ol
= i
g i
= 1
Qo 1
I
0.057 f———— i
I'I B
I
1 '-H-Q-H-H
. l N : :
I I
0.001 T T T T T T
0 2 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)

WIFEDLEMEA N S OSFRIFEBURIZ & 66 12T, PIFEOZEMEA X2 FORBEEISIT, M
RIEE K ORI F I W T TF 7 n e VLD b7 n 8 R VAT R -T2, R, F7m

B U RETIE y-GTP O _EF A3 % <

O bz,
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F18 (128) OLEMEA N2 b OS5 ERO BB ROMHT TIE, AR OIHEREFREFIZ SOV T
FIra YRR R VARETHEIZE) > 72 (p=0.0001, JEB Log-rank fi7E, FHHEE
— KE 0.160 [95%CI : 0.056 t0 0.462] )  ([Module 5.3.5.1.-1 Table 24]) . EARZpHiM, MiEkEE, %
O EE 22 RIEA CIXMAEIC A B2 2T b2 - 7= ([Module 5.3.5.1.-1 Table 22]. [Module
5.3.5.1.-1Table 23], [Module 5.3.5.1.-1 Table 25]) ,

=R 66-FKDEEHA N FODERRITIRR (55 1 #1: 12 8[) —All randomized population, SFY10810

Clopidogrel Ticlopidine
(N=215) (N=216)
Any safety event of interest 5(2.3%) 30 (13.9%)
Clinically significant bleeding 0 1 (0.5%)
Spontaneous 0 1 (0.5%)
Post procedural 0 0
Blood disorder 1 (0.5%) 5 (2.3%)
Leukopenia 0 3 (1.4%)
Neutropenia 1 (0.5%) 5 (2.3%)
Thrombocytopenia 0 0
Hepatic dysfunction 3 (1.4%) 24 (11.1%)
Elevated AST 1 (0.5%) 4 (1.9%)
Elevated ALT 0 5 (2.3%)
Elevated gamma-GTP 2 (0.9%) 20 (9.3%)
Elevated ALP 0 0
Elevated total bilirubin 0 0
Jaundice 0 0
Other serious adverse drug reaction ° 1 (0.5%) 1 (0.5%)
Results in death 0 0
Is life-threatening 0 0
Requires inpatient hospitalization or prolongation of existing
hospitalization 1 (0.5%) 1 (0.5%)
Results in persistent or significant disability/incapacity 0 0

@ 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)
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2.7.3.2 EIRHEIER

#1H (128[) CoPBEOHMMEEEFZORBEREILIL, /o R VAMLETF /7 n ey 4
ETCRETH - 72 (K 12&% O [Module 5.3.5.1-1 Table 26]) ., JEHEIE OFEWTERFIZEO H M EAEH
LiTaMi (7 e R VARE23% [521561] . F27ub PR/ 0.5% [1/216 B] ) KOBC T i
(7 R VRE0.9% [21561] | F7 oy U 1.9% (4216 45]] ) Toh-o7-, ([Module5.3.5.1-1
Table 69]) .

12-MHFEOHOEBEEERD Kaplan-Meier RFEEF IR AR (55 1 #1: 12:8FR) —All randomized population.

SFY10810
0.201 Clopidogrel
— —— Ticlopidine
0.157
8
g
=) HH
)
=
E 0.101
=
—E' r‘_l_'_%
5 - = $HHHA
o Ll _ _IJ
!
0.05 1
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)

F1H (128M) COVROEELRAEFRORERIRIL, /7o R LA IULNTF 7 1
EYURE47%TH 0 | MEEMICHEIFHIA EZEITRE O i/ o 72 (p=0.6805. JE& ! Log-rank & 1E) o
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Flo, FI/RED VBT A7 v E R LIVEEOFREE N — REIE 0.822 (95%CI : 0.323 to 2.092)
TdHo7=, ([Module 5.3.5.1-1 Table 27]. [Module 5.3.5.1-1 Figure 8], [Module 5.3.5.1-1 Table 70]) .

1 (128M) TOWROAEEELO Kaplan-Meier RAERIBLRMARZ X 13 1277, 12 HEFHT
DUIROFEFEZOBERIARIT, 70 R VLARESSUW L OTF 7 u bt DU 79.7%THY ., /1
v R VIVEED D FIINCH BEIZIE o 72 (p=0.0026, JER! Log-rank iR 7€) , 7 7 & K7 L LR
DOF 7 v vV URCRT DIV — REIE 0.719 (95% CI:0.576 t0 0.898) T - 7= ([Module 5.3.5.1-1
Table 28]) .

13 -FMFEDEEEZRD Kaplan-Meier RIEFKIRE/IR (55 14 - 12:8/[) —All randomized population,
SFY10810

1.0

Clopidogrel
—— = Ticlopidine

0.91

0.81

0.71

0.6

0.5

0.4

Cumulative incidence

0.3

0.2

0.11

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)
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F1H (12:8M) TOWZEORENER O Kaplan-Meier RAERE BRI Z X 14 12777, 12 HEFLTO
W DORIWEH O RFERELRIT, F7 a8t (35.6%) IZHA_TrZ e K7 LVEE (15.5%) THiat
FHNCABEIIE > 72 (p<0.0001, /BRI Log-rank FRE) ., 7 0 & K7 LAREDT 7 v &Y UREITRS
B HHE AN — REIE 0.403 (95% CI: 0.270 t0 0.603) T - 7= ([Module 5.3.5.1-1 Table 29]) ,

14 - FEDENERA D Kaplan-Meier RFEF IR (55 181 : 12:8) —All randomized population.
SFY10810

050 — Clopidogrel
=== Ticlopidine
0401
%
2]
=
< 030]
]
=
D
>
=
=
£ 020
=
Q
0.10
0.00 1 T T T T T T
0 2 4 W 6ks 8 12
Number at Risk e
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)

I (52 8[H) TORZEO MMM EFRORFERBLRIHRE A 15 17T, 52 KR TOWI3E
O EFRORBIHERIL, 7 0 ¥ K2 LV (CLOP-CLOP) # T 19.1%, F 7 1 '3 (TIC-CLOP)
HT19.8% Th->7- ([Module 5.3.5.1-1 Table 30]) , =HIf (52#H) ZHEL Tr/rE N7 L

(CLOP-CLOP) HEDHIFE D MAMEA FFG O BEFHBLR ORI —E L Tz,
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15 - FEDH M4 FHEERD Kaplan-Meier RiE F IR #R (£ #1525 [) —All randomized population.
SFY10810

04017 " op-cLop

——— TIC-CLOP

0.357

0.301

0.257

0.20

0.157

Cumulative incidence

0.101

0.057

0.00

T T T T

0 4 8 12 210 28 36 44 52

Number at Risk Weeks

CLOP-CLOP215 203 199 192 187 181 174 168 165
TIC-CLOP 216 205 201 197 187 179 173 163 155

Note: Ticlopidine was switched to clopidgrel on Week 12 in ticlopidine (TIC-CLOP) group

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff_g_km_bae_w52_r_g_i.sas
OUT=REPORT/OUTPUT/eff_g_km_bae w52_r_g_i.rtf (08JUN2011 -16:19)

I (52 HF) TORROEERAEFEFZOREFEIRIL, 7o F7 L)L (CLOP-CLOP) #f
T16.7%, F¥7 a 'Y (TIC-CLOP) #£T19.0% T -7z ([Module5.3.5.1-1 Table 31]) ., =R (52
H[E]) 2@ TZ vt F7 L)L (CLOP-CLOP) BEDHIFE DEE LA FFRO BEBEHROWERL T —E
L TV 7= [Module 5.3.5.1-1 Figure 12],

2 (52 HH) TOWFOLEMEA X NOREEBFE X, 72 K7 L (CLOP-CLOP) #f
T4.8%, F7 v ¥ (TIC-CLOP) #T17.5%Cdh->7- ([Module 5.3.5.1-1 Table 32]) , Z7 R E R/
L/ (CLOP-CLOP) BfiZtb~T, 7 vty (TIC-CLOP) BETIIHIFR DL EMA R MHBLN 12
HEMETORMICHIM LTz, F7rETrnbra e K7 LWIE 0 X 725 2 WL TIE, #1580
BRMEA R N OBRFERBEOHRBIT, WHETETLORELNCHERE LI (M 16)
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16 - IR DT LM A X2 D Kaplan-Meier R F IR g 4R (£ #5258 [) —All randomized population.
SFY10810

0.20 1

= CLOP-CLOP
= == TIC-CLOP

0.15

0.107

Cumulative incidence

|

|

] l
0.05 - _

MERE Rt |
A= -7

Number at Risk

CLOP-CLOP 215 211
TIC-CLOP 216 211

211
191

207
187

20
‘Weeks

203
176

28 36 44 52
201 197 192 190
172 172 166 160

Note: Ticlopidine was switched to clopidgrel on Week 12 in ticlopidine (TIC-CLOP) group

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)

WM (52 M) COWROAFEFGOREHEBIFEIX, 7 v K7 L)L (CLOP-CLOP) #T 90.8%.
F 7 mrY (TIC-CLOP) BT 94.2% Toh o7 ([Module 5.3.5.1-1 Table 33], [Module 5.3.5.1-1 Figure

14]) ,

2 (52 HH) TOPROBEWERORFERIFEX, 7 o K7 L)L (CLOP-CLOP) £ T 27.7%.
F 7 m ey (TIC-CLOP) BfT453%Tdh -7z ([Module 5.3.5.1-1 Table 34]) , 7 B E K7 L)L
(CLOP-CLOP) BEIZHEAT, F7 oy (TIC-CLOP) RETIXHIZEDENWER A 12 #H £ TRz
WMLz, F7RrEDUNH 70 R LWIEI B Z 758 2 WL Tk, W13 OREIEH O RAETE

ROWERIT, WRETHEATRORELNCHERB L. (K 17)
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17 - FEDORIEA D Kaplan-Meier RIEEFH R (£ IR : 52 BRE) —All randomized population.
SFY10810

0501 —— crop-cLop
=== TIC-CLOP
0.40 1
8
5
= 0.30 1
<9
£
%)
Z
=
= ]
£ 0.20
=
Q
0.10 1
0.00 I | | | | | | 1 1
0 4 8 12 ZOW ks 28 36 44 52
Number at Risk ee
CLOP-CLOP 215 202 190 180 172 164 159 152 146
TIC-CLOP 216 183 152 140 130 125 122 117 110

Note: Ticlopidine was switched to clopidgrel on Week 12 in ticlopidine (TIC-CLOP) group

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)

2733 AEER

2.7.3.3.1 Treatment-emergent adverse events (TEAE)

18 (128[#) T TEAE O Z 3 671073, 26 18 (1238[) © TEAE ORBEIAIL. 7
R ERZ LV 69.8% (150215 61)  F27r e P 79.2% (171216 ) Th o7, RERHEE S H
IEIZE 57 TEAEIX, 7 v R LAEES6% (1221561]) . F7 v BV R 19.0% (41216 41) &7
BE RTVABETD Moz, ZHUE, 77 v Y UBECITHERERE ISR D IR 5P 3%
ZENERKEZ X B ([Module 5.3.5.1-1 Table 43])
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% 67 - TEAE O#EER (55 183 : 12:38R) —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%)

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_p1_s_t.sas
OUT=REPORT/OUTPUT/ae_std_overview_p1_s_t_i.rtf (13JUL2011 - 10:27)

B (128) I2BWTHRBE L7 TEAE %% 87 27,

B (128 2B\ e R VABEXIIT 7 a B2 VBT 5%LL LA B 7z TEAE X, I
FRYZURY RN (72 K7 LUVEE14.0% [3021561] . 77 0 &2 8 7.9% [17216 611 ) |
BIFEAK (7 v R LVEE9.8% [2121561] | F27u Y 5.6% [1221641] ) . y— 7 vZ X
WRT AT 2T —EBHEM(Z v K7 LIVEES.6%[12215 1], 77 1 B2 B 15.3%[33/216 f41l]) |
TI= e TI ) NTUAT 2T =B (7o R LIVEE42% [921561]] . F 7 a v’y B 5.6%

(12216 B]]) \ TANRTGXUBRT I ) h T A7 27 —BHIN (7 v R LVEE2.8%[6/215 6] |
F7BrEPURES6% [1221661] ) THolz,

5 1H (12 8M) 1281F 21RBREE & ORBEBENEE TE 2\ TEAE ORBLEISIX, 7 e K7L
AEE163% (3521561) . F7a YU RE35.6% (77216 61)) ThHY, Fr/a b U BETEN- T,
WFRDORET 2%LL EFRBL LIRS & ORI REBMENEE TE AW TEAE X, y— V4 IV h TV
A7 27 —FHEM (/e K7 LAVEE23% [52156]] . F7a Y R 13.0% (28216611 ) . 7
T=v T T AT 2T —8HIN (7 a b KT VARE23% [521561] . 77 a Y R 4.6%

(10216 6] ) \ T ARG XTI 7 v T A7 =7 —EHM (7 v ¥ K7 LVEE 1.4% [3/215 1] |
Fru P URE42% (9216611 | T AN VERAT 72— (78 K7 LILEE0.5% [1/215
Bl . Fra Y URE4.6% (10216 61] ) | IFHEEERE (7 2 K7 LA 0%, 7 n BV U 3.2%

(7216 61] ) Toh o7z, 728, TEAE THREEGNRE o721 bV 7V REMD 5 6, IRERIE
EDORREEBNGETE RN ESNEZLDIE, 70 R VAEE0.5% (121561 . F7a eyt
0.5% (1216 %) ToH o7,

2R (52 #[]) %8 U T3 L7z TEAE O#EL A £ 68 17, Wi (52 %) <To TEAE %
HESIX, 7ot K7 1L (CLOP-CLOP) BET 89.3% (192/21541) . F7 m Y (TIC-CLOP) #f
T92.6% (200216 f5) Th o1~ BB HEFILICE -7~ TEAEIX, 72t K7 L/ (CLOP-CLOP)
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FET 15.8% (3421541)) . F7 a2 (TIC-CLOP) BT 27.3% (5921641]) THH ., Fruavr’y
(TIC-CLOP) BfD# 181 (12 #[]) CTONFHEREREEICEET A 1RB3ER 5 IED 20 o7,

% 68 - TEAE O#tER (£HAM : 52 :@RE) —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)

2 (52 3) % U CHEL L7 TEAE % % 88 [/~ T,

2R (52380]) 2B\ T/ e K7 L)L (CLOP-CLOP) BET 5%LL E%HL L7= TEAE (X, SMKIH
420.9% (4521561) . M b Y 7 U U REIIN20.9% (45215 61) | R~ R oL 9.8% (21215
B) y— I NHEINV BT AT 2T —BHEMN9.3% (201215 61) | FEE 8.8% (19/21541) | mtbE
UREARD 7.0% (1521561) | BEREDREM 7.0% (152156)) . 7I9=2 T ) hTF A7
= 7 —EHEM6.5% (142156) , TANRTXUERT I/ b T A7 =7 —8HM 6.0% (13/21561) |
THI5.1% (11215%1) TH-o7=,

TREREE & ORIRBARNEE T & 720 TEAE OFHEIEIL 7 v v R 27 L)L (CLOP-CLOP) #£T 27.0%
(58215 51) TH Y, 2%LL FIEHL LI IREREE & ORIRERAEE TERWTEAE X, y- 7 V% )b
FNF AT 2T —=PEIMN37% @RI156) . 7I=2 T I T AT 2T —BHNN33% (7215

B) . TANRTGEUBET I ) h T AT 27 —PEIN28% (6/215%1) TH -7z,
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2734 L., EELEEER. TOMOEELEFEEER
27341 &L

2.7.3.41.1 FETHIHK

MBI O CHNIAET THITh o7, 18 (128F) CTORCHNI -T2, FH2HlT, 7
7t K27 L/ (CLOP-CLOP) B 14, 7 v &2 (TIC-CLOP) B3 HIDOITENFED Lz, £7-.
BB OGP IE# 14 H 2B 2 THE LIZJERINTF 7 1 v 2 (TIC-CLOP) BE T3 6ld - 7= (3% 69) .

% 69 - FET-SE I D HEER — All randomized 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-study © 0 0

TEAE: Treatment emergent adverse event

% 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)

® On-treatment is TEAE period

¢ Includes deaths that occurred after the end of the study (as defined in footnote a) and reported in the database

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)

273412 TIZE -1 TEAE

A (12 ROEHIM (5238[) T TICE 57 TEAE 2 FEnFE 70 K OFE 71 1271,

F70-TICE-T-TEAE (5 181 : 1258f) —All treated population. SFY10810

Primary System Organ Class Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
Any class 0 2 (0.9%)
B, BESLUVHERTHOHEY (EREIURI—TZ2ET) 0 1(0.5%)
R 0 1(0.5%)
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Primary System Organ Class Clopidogrel Ticlopidine
Preferred Term n(%) (N=215) (N=216)
ARERES 0 1 (0.5%)
friE 28 0 1 (0.5%)

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 death

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_death_1st_s t.sas
OUT=REPORT\OUTPUT\sfy10810_ae_socpt_death_1st_s t j_i.rtf (03AUG2011 - 9:17)

71 -ETICE -1 TEAE (28I : 52 8fE) —All treated population, SFY10810

Clopidogrel Ticlopidine
Primary System Organ Class (CLOP-CLOP) (TIC-CLOP)
Preferred Term n(%) (N=215) (N=216)
Any class 1(0.5%) 5 (2.3%)
R, BEESLUHETHOHEY (BRASLUR)—T%
2T) 0 1 (0.5%)
ERFE IR 0 1(0.5%)
IR REE 0 1 (0.5%)
i #E 28 0 1 (0.5%)
FEhOHMEZEL 0 1 (0.5%)
D EREE 1 (0.5%) 1 (0.5%)
DFE 0 1 (0.5%)
10 RE I 1 (0.5%) 0
—fE - 2EEES L TREEMLOIKE 0 1 (0.5%)
IDZEAATE 0 1 (0.5%)
5. PEH L UVLEEHHIE 0 1 (0.5%)
—BiLkFzFE 0 1 (0.5%)

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 death

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_death_52w_s_t.sas
OUT=REPORT\OUTPUT\sfy10810_ae_socpt_death_52w_s t j i.rtf (03AUG2011 - 9:24)
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2.7.3.4.1.3 ETHIDFHM

AR I IE T L7e TIEFI DR TCICE S T-AEFEHER (AB) O—FRE2KT2ITRL, ThbDFHF
HMNIIER] = & ITAFE2.7.6 5 (27T,

% 72 - ETCIZE o= AE —& —All randomized population, SFY10810

JAEREE

W5 -5l RUICESLAE | omg  oEM AREOT LR
(€-% 31 ETH
L3
SO RS LIL EHIBE 10 77 R I Tl on-treatment 107 BE
(CLOP-CLOP) 011% (% 280 (528 2288)
108 HH
FoaOEDSY fEBIES IDZ2RTE HY on-treatment 144 BB
(TIC-CLOP) 108* (528 (528159 HA8)
144 HH
FHoOEDY fEBIES fRiiEE TL on-treatment 88 HE
(TIC-CLOP) 119% EhOHmHEE HY (528 (52413 HHE)
91 BHH
FoOEDY fEBIES —BibkFEDE L on-treatment 84 HE
(TIC-CLOP) 102 (28D (E18)
88 HH
FoOESY EGIEFS DAL HL post-treatment 22308
(TIC-CLOP) 114 FEAE T M B R E L ($2%13788)
2B rE L 279 HAH
J R OBRERRE L
FoOESY EFIES LRSI R L post-treatment 62 HE
(TIC-CLOP) 126% (% 180
311 HB
FHoOEDY EGIHE S VEAMMRES 7L post-treatment 138 HE
(TIC-CLOP) 132% (55248949 88)

308 HE
@ on-treatment : AERZEIR S RAIAN SARER S h L% 14 BALADIET, H v INIFFETEL (B 1HXITE 25)
#ii#, posttreatment : JABRERSHUZ 14 BEEBATORL,
P HIDAREREMEANSDBE, AREORIEADNH v IRNEPIEES (F 18I 2HOBETE 24
DEBRERERBENMNSDBER) ZEEHE.
BRBRELORRBEZEOHIERX. THY] .

MLl M2BETITo 1=,

27342 EELAETEZR (Treatment emergent SAE)

5518 (12 B/ 123V TIHBL L 72 Treatment emergent SAE % 3% 89 [Z7” 7§, Treatment emergent SAE
DREBEFIGIT, 7 R7VARE37% @21561) . F7rE VUi 4.6% (10216 ) LRIBEZTH
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V. FBHEIGD 1%L EOFEL (PT) WAL bICRO bNRNoT, £, 1BBHE L ORRBERD

HE T X720 treatment emergent SAE DR ELE| &1L/ v v K7 LVEE0.5% (121541)) . 7 vy

¥ 0.9% (2216 f5) T > 7=, AWM (523 M) 12k 527 v v R 27 L /L (CLOP-CLOP) £ T treatment

emergent SAE DFBLIEIA1E 15.8% (34/215 ) TH Y . HEEIG D 1%L, EOFERITFRD o7
(F90) , 7o, BRI L ORFEEBROEE TE 720 treatment emergent SAE DFRHLEHIGIT 7 v &7 R

'L )L (CLOP-CLOP) #£T 1.4% (321541) Th o7,

723, Treatment emergent SAE Z %8l L 72EFI DA FFHGE — a2 K 91 1T, JEH] Z & OFEMZ [Module
5.3.5.1-1 Section 13.3.8] {27~

2735 ZFOMOEELAEER

2.7.35.1 ABERSHIEIZE >1- TEAE

%18 (12 ) KOVERIE (528) (2810 2 ipBEER 59 (112 % 5 72 TEAE % [Module 5.3.5.1-1
Table 431} (\[Module 5.3.5.1-1 Table 8O /R T, 72k, 1RBRIESL 5.4 1HI12%E - 7= TEAE = #HEA T HIE
B O—E &7 92 1TRT,

F1H (12 08R) TR G I ICE ~ 72 TEAE ORHEAIL, 7 o F7 LILVEE5.6% (12/215
) . Frua TR 19.0% (41216%1) T, Z7rE RZTUVARETR -7, ZOZEZ, EICEHKBR
# (SOC) |(Ta%Y44 D AFHERERE CBIM L7- TEAE (y— 7V Z AN T U AT =7 —BHIIN%E) KO
JFREE REE (SOC) IR L7 TEAEIC K 2B CTh o7, E/o, F/rbEP VTR, KEB X
OB FHLAEFETE  (SOC) IC K 21RBEDOHREH I HZ B BTz, WTNNDORET 2%2L EFBLL
IR P IR ICE 572 TEAEIZ y— VNV Z IV T U AT =27 —PHIN (7 o B K7 LVEE 0.9%
R221561] . F7av U E74% (16216611 ) TH-oT-,

AR (52R) 38 U CIeBRIER 5.4 1-12F - 7= TEAE OFELE|S 13, 7 v v R 2 1LV (CLOP-CLOP)
BE15.8% (34/215%1) . 7 vy (TIC-CLOP) ££27.3% (59216 %) Toh-o7-, WFEDOZEX, F
W1 (1287) 1281 2 FFRERER 2B L 7= TEAE ORBEIGOZEIZER LT\,

2.7.3.5.1.1 Kt TEAE (bleeding TEAE)

B (1280) TORBEEESL o b HitERERES (i TEAE) ORBLIEIGIX
7 a e RTLUIVEE84% (18215%1) . T/ rE YU #69% (15216 64]) THY ., WEECREETH
o712 (#73) . £, ERETEOYV T I N— T 21T I 4G5, 1RBREEE G L S RN T 0%
HAERITIRRO biv7ein> 7= ([Module 5.3.5.1-1 Table 45])
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% 73-HMtE TEAE RURERBFZEOEE TS LB TEAE (55 1 #1: 12 :808) —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%)
REIEH K UBHERIE 0 0 1 (0.5%) 0
R MRKRER 0 0 1 (0.5%) 0
ARFEE 2 (0.9%) 1 (0.5%) 1 (0.5%) 1 (0.5%)
HERE H 1 2 (0.9%) 1 (0.5%) 0 0
FERE 0 0 1 (0.5%) 1 (0.5%)
DEEE 0 0 1 (0.5%)
1DV H i 0 0 1 (0.5%) 0
MR, MEH & UHREES 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 1fn 2 (0.9%) 2 (0.9%) 2 (0.9%) 2 (0.9%)
BIaEE 3 (1.4%) 1 (0.5%) 3 (1.4%) 1 (0.5%)
FFH M 2 (0.9%) 0 0 0
EIfafsagiil 1 (0.5%) 1 (0.5%) 1 (0.5%) 0
ATP9H fn 0 0 1 (0.5%) 0
Ifn {88 kit 0 0 1 (0.5%) 1 (0.5%)
BEH & UVR THREES 3 (1.4%) 2 (0.9%) 6 (2.8%) 4 (1.9%)
BT H M 2 (0.9%) 1 (0.5%) 4 (1.9%) 3 (1.4%)
e 1 (0.5%) 1 (0.5%) 0 0
B2 & 0 0 2 (0.9%) 1 (0.5%)
—f% - 2 BEESLUVREEHEDOKE 1 (0.5%) 0 0 0
1fn & ZE AR L H 1fn 1 (0.5%) 0 0 0
EE. PESLUVLESHHE 3 (1.4%) 1 (0.5%) 1(0.5%) 0
HME 1% I 1 (0.5%) 0 0 0
FEE T M 1 (0.5%) 1 (0.5%) 0
e 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 infE 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)

BRELORRBEROHEX. THY) . THLI O2ERETT 27z, ED55 THY ) [THZATHILDERBREL
DERRBENEETERZVHD (Related) EBYK-T=,

AWM (52 BRI (2B L HIME TEAE 23 74 (24, £72. 37 70— 7 firiE 5 % [Module
5.3.5.1-1 Table 47]IZ 7~ 7,

F 74 -HiMtE TEAE RURERBEZROEE TEA LB TEAE (£ #1852 @) —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%)
RBREES L UVHFERE 0 0 1 (0.5%) 0
R MRKRER 0 0 1 (0.5%) 0
iIERES 0 0 1 (0.5%) 1 (0.5%)
FEhOHMMEZEL 0 0 1 (0.5%) 1 (0.5%)
ARfEE 5 (2.3%) 2 (0.9%) 4 (1.9%) 2 (0.9%)
8RR H I 4 (1.9%) 2 (0.9%) 0
#EME H M 1 (0.5%) 0 2 (0.9%) 2 (0.9%)
REiRELEE M 0 0 1 (0.5%)
FHF iR M 0 0 1 (0.5%) 0
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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
DMEfEE 0 0 1 (0.5%) 0
1DV i 0 0 1 (0.5%) 0
R AR, MIERE & UHitFRRESE 10 (4.7%) 6 (2.8%) 5 (2.3%) 4 (1.9%)
SHim 8 (3.7%) 4 (1.9%) 3 (1.4%) 2 (0.9%)
% 2 (0.9%) 2 (0.9%) 2 (0.9%) 2 (0.9%)
BIAEE 7 (3.3%) 2 (0.9%) 7 (3.2%) 3 (1.4%)
M 3 (1.4%) 0 1 (0.5%) 1 (0.5%)
AR H 2 (0.9%) 0 0 0
B B 1 (0.5%) 1 (0.5%) 1 (0.5%) 1 (0.5%)
HI P M 1 (0.5%) 1 (0.5%) 1 (0.5%) 0
ATP9H fn 0 0 2 (0.9%)
Ifn {88 3k 3t 0 0 1 (0.5%) 1 (0.5%)
ALF 0 0 1 (0.5%) 0
EEHS X URTHEBES 5 (2.3%) 4 (1.9%) 10 (4.6%) 7 (3.2%)
BT HIMm 3 (1.4%) 2 (0.9%) 8 (3.7%) 6 (2.8%)
e300 2 (0.9%) 2 (0.9%) 0 0
B2 F&§ H 1 0 0 2 (0.9%) 1 (0.5%)
BB L UREBES 2 (0.9%) 1 (0.5%) 2 (0.9%) 1 (0.5%)
7 1 (0.5%) 0 2 (0.9%) 1 (0.5%)
PR 8 H 1 1 (0.5%) 1 (0.5%) 0 0
HEERBLVIEESE 1 (0.5%) 0 0 0
B M 1 (0.5%) 0
—f% - 2BBEEL L UVBREEHLOKE 1 (0.5%) 0
1 & SRR ER L H i 1 (0.5%) 0 0 0
ERERIRE 4 (1.9%) 0 1 (0.5%) 1 (0.5%)
PR 1 1 B 1 3 (1.4%) 0 1 (0.5%) 1 (0.5%)
EF=gin] =1 1 (0.5%) 0 0 0
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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

BE. PEHLUVLEESHE 9 (4.2%) 3 (1.4%) 7 (3.2%) 0
1S 0 0 1 (0.5%) 0
SME 1 H I 3 (1.4%) 0 1 (0.5%) 0
ALE & H mn 2 (0.9%) 1 (0.5%) 0 0
EETMmE 2 (0.9%) 2 (0.9%) 0 0
S 1 (0.5%) 0 4 (1.9%) 0
KT mfE 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\0OVERALL\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.rtf (04AUG2011 - 14:44)

BRELORRBEEROHEX. THY) . THLI O2ERETT 27z, ED55 THY ) [THZATHILDERBREL
DRREENEETELZVHD (Related) EEYK-T=,

2.7.3.6 ERERBREMEDE

2.7.3.6.1 MRFHERE

5518 (12 8 H) L OV (52 #E) (28T AR ifER & O /MR IZBE 3 5 M A ff 23 possibly clinically
significant abnormalities (PCSA) (258 L 723 % [Module 5.3.5.1-1 Table 94] % U Module 5.3.5.1-1 Table
OSUZ/RT, 25 1 H (123[) TPCSAICAELIEREIZZ v R LAREKR T 7 u ey UL T
FlEECH T,

B (12E) KOVRIR (52EM) ([CBi) 2 A MmERIZET 2R PCSA IR LI BHE %
[Module 5.3.5.1-1 Table 48]} O\[Module 5.3.5.1-1 Table 96]iZ7~¢, & 1 ¥ (12 M) THAIMERED
3.0 Giga/L KiifiZ /R LT EBE 1T 7 v E R VAR 05% (121561 . F7 a2 U8 1.9% (4/216 1)
THY ., HFFERED 1.5 Giga/L Riiiz /R L7-BE X7 o R LR 09% QR156]) . Fr7nvey
VRE42% (9216 6]) ThHoto, iz, &M (52#[M) T/ rE K7 L (CLOP-CLOP) BEIZHW
THAIMEREL A 3.0 Giga/L Kiifi 2/~ L7231 0.5% (121561) TH Y . HFHEREDY 1.5 Giga/L £l Th
ST BEHIX 1.4% BR15H) Thoiz,
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2.7.3.6.2 [EERE

55 18 (1238 1) e O (52 [H) 123861 2 IEE I T 2 A PCSAIZA B L 72 B34 Z [Module
5.3.5.1-1 Table 97] X% UN[Module 5.3.5.1-1 Table 981127~ 9, &5 1 ] (123 fE]) T U 7 U & U F234.6 mmol/L
(407.1 mg/dL) A AR L2 HE 1T 7 n v R 2 LAV T2.8% (62156 . F 7 u B U BET5.1%(11/214
i) Thotm, /o, AW 52#E) TZrr RZ L (CLOP-CLOP) BEIZBWT R Z Uk
R7% 4.6 mmol/L LL E%& 7R L7-HBH 1L 4.7% (1021561) Th-o7-, % 184 (123#R) © TEAE Tit,
M rY Z VY REINF 7 o P U BIICHRTIZ a B R LA TELRBO LN (F87) |
PCSADHEHETO R 7V &Y RO LEFIZF I/ a P VIR TZ o E R LTI LAD 72 )

ST,

2.7.3.6.3 BEtkee

FH (12 ) LKOVEEIR (52 8H) 1SR 5 BHEEEICE T 2 RAEM PCSA ICAE L BF %
[Mmmm5351rmmemu&U{Mmmk53511Twm1w]ur# FH1H (128MF]) T7Lv7rF=r
WA= T A MED D 30%LA EZEE) LIERIOFIGIL, 7 e R VLR 14% BR156]) ( F7/nm
VY URE6.1% (13216 6) Tho7-, W (52#fH) Z@LC T, Z7rE K7 L)L (CLOP-CLOP)
BT LT F= A=A T A A5 30%LL FAEE) L7 fEF OFIE1X5.1% (11215641]) Th 7=,

2.7.3.6.4 RFHEsE

B8 (128 KOEHIE (5280 (IS8T DIFREERICEI T 2 MAEA PCSA ICAE L BE %
mm@mnsankmﬂﬁwmmwmm5kn%mmq_mﬁoi%%_\%lﬁ(nmﬁ)_‘
W CHTHEREICBI T D PCSAICA B LI-HBE X F /7 oD UL B L7 u v R LAV TR - T2,
ALT 285V EFRD 1052 X AEZ R LTCEBFILTF 7 o B VORI 1 HREO bivlz, Fi-,
ALT 2N EEVE(E FIRD 352 2. OBV L E L N U FIRD 2 (552 2 A4 R LT-BE 1T
Frr TR LR biviz, AW (528[H) | &6M1ﬁﬁﬁmiw@mk%ﬁzéﬁ
o LIZBFIX, 7eE RZ L (CLOP-CLOP) #M T 7 m vy (TIC-CLOP) BETENLIL1
BT oD T, £7o, ALT PEMEME ERO 3 EE2E 2. o e U e w AR ERO 2 5%
HxHbEEZRLIZEEX, 72 RZ LV (CLOP-CLOP) R ONF 27 ey (TIC-CLOP) HETE
NEN 1L 26TH -T2,

2.7.4 HZHIEFHE

2741 FEFEIEH

ARABROTE AT LM TH Y . AR R EHE & L7z,
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2.7.42 BIREIER

27421 15 (12:8H) TOmMEEA~2

274211 TIKEE/IDHFEE/ FOMODLDMERE] OEESTY FRA U+

F1H (128 (2B T 20 OME A <> b TIEEZE DEIE /2 OO LEFE ] O R FE
BRI, 70 R LA 0%KOTF 7 m Y U8 0.9% T, MEEMICHEH A EEITZRED bk
Dotz (p=0.1539, @%Ugmmﬁm)oK@éi/h$4/%_%¢67ut%7vwﬁ@%7u
B VBRI B FHEE N — REIE 0.000 (95%CI : 0.000toNC) TH o 7o, FIROARE R RRA
Y MITF I e EY ORI 2 FRRD B, T OEBIEBURDILIL, EIEME ORI 1 F1] & FEBBENE
D LMHHEZE 15T d - 7= ([Module 5.3.5.1-1 Table 49], [Module 5.3.5.1-1 Figure 16], [Module 5.3.5.1-1 Table
50]) .

274212 THKEE /DHEE /" ZOMODMER / EMNEA R MZKDARI DEEIT VR
VA

1 (12 80) ICBT 20O MEMEA N> b [IEEZE O ZE /& Ofho Ll E 58,/ 1 i
AR MZEDABE] ORBEEBEIX, 7o RTLARET09%, 77 EY HET09%THY
MR CHERZITRD b o T2 (p=0.9553, J&H Log-rank #i &) , AEET Y KR A > MMZH
TLH7 0 RTUVAROTF 7 o vy AR 2 — REHIE 1.058 (95%CI @ 0.148 t0 7.581) T
bolz, H1H (12HE) TOWEOAEETZY RARA U MNIZa e RZ VA 26, Fr7uveyy
B2 BIZER O B AL, T OHFRIFBURGLUT, 7 2 B R 7 LAV CIIE kA~ M2 &2 AR 2 6 (fH
BRPEBAT O 1 1], —@MERE M 1 6]) | F7 1 B2 URECIEBSEM: O MFEZE 1 5] &k OFEESBE
PO OBIEIE 1 B TH 7= ([Module 5.3.5.1-1 Table 51]. [Module 5.3.5.1-1 Figure 17]. [Module 5.3.5.1-1
Table 52]) .

274213 TRHEE /DHEE/ ZFOMLODLDMER L2 TOAR] ODEEIY KR4+

B (12 SR T 2 0ROMEMEA X2 b TRGEIE  DIEZE /2 O LiiE B/ 4T
APl ORFERHRIL, 70 R UARET3.7%, 77 8V VBT 37%ICRD b, ﬁﬁﬁfﬁ
BRI LN oTz (p=0.9534, JEHI Log-rank fR7E) , AEETZ FARA > MBT 572
R UVAREOT 7 a B0 U FRET DaFE - — 13 1.030 (95%C1:0.384 to 2.758) Td» - 7= ([Module
5.3.5.1-1 Table 53], [Module 5.3.5.1-1 Figure 18], [Module 5.3.5.1-1 Table 54]) ,
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27422 £H#fH (52:8fH) TOmMEEA N2+

274221 TRHEE/DHEE/ ZOMODMEE] OEST Y FRA

WM (528 ICBT PO MEMEA X2 b TIEZE O /2 OO D& O RFE
FEHIL, 7uE K7L (CLOP-CLOP) #£0.5%, 7 ntE Y (TIC-CLOP) R£3.9% Ch -7,
AEAET L FRA > MEIZ e RZ L)L (CLOP-CLOP) BE24I} ONF 27 ne'y (TIC-CLOP) BES
BB BTz, WIEOAREAT Y RRA 2 N OSERIFRBUIRILCIX, MEEN, 7 R/ Lv

(CLOP-CLOP) HEMUFZ7 mE Y (TIC-CLOP) FETENZEN 1FIK D SHIICEO LN, 7 rE
K27 L L (CLOP-CLOP) BEIZH T WD MAEMA X b THNFEZE /O EZE /2 Ofth .0 ifl i 5E )
O RAFERBLEIT, AWM (52 BWH) A U TR THERF STz (X 18 | [Module 5.3.5.1-1 Table 55].
[Module 5.3.5.1-1 Table 56]) .

18- MHEDOMEMA RN FIKEE/DHEE " ZTOMOLIMES] D Kaplan-Meier RERIREMR (£
HARR : 528 —All randomized population, SFY10810

0201 — cLop-cLOH
——— TIC-CLOP
0.151
54
5
=
<9
£
2 0.10]
=
=
=
g
=
&)
0.05 1
r-A4-—-i—"H
el
BTN mhb bk o=
'_+* _____ I 1 1 1 1 1 1 1
0.00 {:=———t—pf——1 i
T T T T T T T T
0 4 8 12 20 28 36 44 52
Number at Risk Weeks
CLOP-CLOP 215 213 213 210 208 206 203 201 200
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)
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274222 THKEE/ DHEE /" ZOMHOLMER / EMNEA R MZKDARI DEETV R
IS

I (5238M) (2B PO MEMEA X N TIEESE O EZE /2 Ofthod O 58, HE ik
AR ML D AR ORFERBFIL, 7 v ¥ K7 LV (CLOP-CLOP) ££4.3%, 7 1 &> (TIC-CLOP)
#4.4%CThH->7- ([Module5.3.5.1-1 Table 57]) , 7 @& K2 L/ (CLOP-CLOP) HEIZIIT 2 HIEE DML
BMEA N b TINEZE O FRFESE /2 O DIESE ] O RERBIRIL, 2 (52EM) 2@l T
KR THEFFE SN T (K19) o FIROIMEMEA X b THFEIE /D fg3E /2 Do L & 58/
A X MK B ABE] OFERPEBRIN A 3R 75 1R T,

19 -FIHOMEEA RN b TREE/DHEE /" ZOMOLMERE.EES R MZXKDABI O
Kaplan-Meier 25 IR ZEah4E (£ : 52 @R) —All randomized population, SFY10810

0.20 ' —crop-cLop
-—— TICCLOP
0.15 1
-5
g
%
=
9
£
$ 0.10-
=
=
:
&)
0.05 1
0.00 1
Number at Risk Weeks
CLOP-CLOP 215 213 211 208 206 202 198 196 193
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)
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RI5-NEOMEEA N b [INEE/DFHEE/ZTORDDMEEEMES XD MK DABR] O 5

FERI RN (£HAR : 528R) —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

a 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)
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274223 THEE/DHEE/ ZFOMLODLDMER L2 TOAR] ODEEIY FRA U+

I (520 2B 23 OME A X~ TINEZE,DARFEZE - O oI E e, 4T D
ABt] OBRBERERIL, 72”7 1L (CLOP-CLOP) B 16.8%., 7 1 £°2 > (TIC-CLOP) #f 18.2%
ToH o7 (K20, [Module 5.3.5.1-1 Table 59]. [Module 5.3.5.1-1 Table 60]) ,

20-IFEDMEEA RN b TREE/DHEE /" ZOMODLOEE £ THOARR] @ Kaplan-Meier £7&
IR (2R - 52 3ERI) —All randomized population. SFY10810

020 = cLOP-CLOP
=== TIC-CLOP
0.151
54
g
=
)
£
2 0.101
=
=
=
g
=
@]
0.05 1
0.00 1
T T T T T T T T T
0 4 8 12 20 N 28 36 44 52
Number at Risk Weeks
CLOP-CLOP 215 211 207 203 200 194 185 180 171
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)
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275 #Ehk

THEIMEEE & U CRELZE 1 (1280) 2B 298022 A X o BREBERIL, 7
BERTUVAHET24%, F7rETV U HTI3.6%THY, Z7rE RT LA TNTF 7 r ey I
LU THRIZZEMEA XV MEBLO Y 27 MEWZ & 03RS vl (G A — RE0.161[95%C1:0.062
t00.416] | p<0.0001, J&5! Log-rank #i/iE) . b2 < B LNT-HFHDLENEA N2 MINFHEREREE
ThY ., YIEONIEIEREORERBEIL/ o KT VABOFRT 7 a0 U LV Ko T
(p=0.0001, J&Hl Log-rank #7E) . 12 WEFR OO HMMEAFEFEROBREFEIERIL, /7o' K7L
NWEET 84%, 7 BV URET7.0%TH Y, MWLM CHREHFIRAEZIT o7 (p=0.4478, &5
Log-rank fR ) o

F1H (12380 28T 2 BIERHHIC OV TIE, BRE LT3 2OEATY RARA > b (U5 Th
HZE LR RESE /2 DM L MmAESE) | TINEEIE O FEZEE Do Ll ESE, A S BT
LD AR KO THGFESE /DRgE /= OO LA/ 2 TOABE] ) OVWTFHIZBWTH, 71
ERTUVABELE T 7 u Y UL ORICAEZEITA DR o T (ZAEHL p=0.1539, p=0.9553 K}
p=0.9534, JEl| Log-rank #i1E) . [IMAEZE ~DAREZE /2 O OLIMESE] OEET Y RRA » MZ
DWTIEL, F7r Y B CIIBSEIE DS 1 ] & IEBSEIED LHFEZE 1 FIRRBD LT H DD,
7B RTUVAHTIIAET 2 FRITRDO N T,

s K7L VE S2EREG Lz 2oEMzaett WIRoHnEaERR, BEERAERR, 2
ARV b AEFRL, BUWEH) LTI, FICHBEE R 2BIAIEERD bR o T, E DM
4t (TEAE, treatment-emergent SAE, FRARMAAE, /A X /¥4 1) [TBALTYH, #ioembix
72<, F72, TEAEDHMLEFRD Lo Tc 2 einh, Z7a e K7 Lo 52 #HE&E 5128V THRIC
BET o037 EfReEnrmgsii, £/, F7uer’yr (TIC-CLOP) #if (F/7rbE Ty
Z REMKBEERIC o e R7 Vv x 40 & E) TOR 2 MIBITRICAT T REFZIERO bk
Mol &b, F/REDY ML 7B R LAY Y RZIC L A28 EORMBEITR VW EE X
vz,

7a bt N7 LA 52 WS LR mE A X s OBBRRBOHRII—ELTBY . Z7ar
K7 L OE R GER O MR ST,

PLEXY, REIREREEICBIT S 7 a0 R VVEGREOLEMEA X "NBEBLY X 71X, F7
BEVACEAR FRIZIRONZ EAVRSNTE, 612, A EER K OMEEA X hOFRILY
A7X, /7RI LLEF I Y U TRIBE ChH -7z, T7bh, KMEINREEREF OIREICE
WC ZRERZLMETFI/r ey L0 BN T v VR EHTH I ERRBENT,
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2.7.6 {Fix

2761 N—R54 U TOKRERFE. BIERE - aO0HE. AaKRE. ERGRE

= 76 -RAEHIRE E D RKE KR OEK D NER—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%) 211 (97.7%) 424 (98.4%)
Thromboangiitis obliterans 2 (0.9%) 3 (1.4%) 5 (1.2%)
Arteriosclerosis obliterans and thromboangiitis
obliterans 0 1 (0.5%) 1 (0.2%)
Other 0 1 (0.5%) 1 (0.2%)
Eligibility
Number 215 216 431

Current intermittent claudication with Ankle
Brachial Index (ABI) < 0.9

A history of intermittent claudication together with
previous related intervention in a leg

Both

70 (32.6%)

117 (54.4%)
28 (13.0%)

66 (30.6%)

110 (50.9%)
39 (18.1%)

136 (31.6%)

227 (52.7%)
67 (15.5%)

Other 0 1 (0.5%) 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)

& 77 - RIEEIARZE B D IEIK 0D A ER —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
Current intermittent claudication

Other current symptoms®
Peripheral coldness
Numbness
Leg pain (at rest)

Skin ulcer

109 (50.7%)
106 (49.3%)

75 (34.9%)
47 (21.9%)
45 (20.9%)
5 (2.3%)
2 (0.9%)

Property of the sanofi-aventis group - strictly confidential

100 (46.3%)
116 (53.7%)

76 (35.2%)
49 (22.7%)
49 (22.7%)
10 (4.6%)

2 (0.9%)

209 (48.5%)
222 (51.5%)

151 (35.0%)
96 (22.3%)
94 (21.8%)
15 (3.5%)
4 (0.9%)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP) All
(N=215) (N=216) (N=431)
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)
% 78 - R—X 5 A B0 ABI—All 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)

R 79 -TEIZx T 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)
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% 80 - 4 BEFFE R U& HHE —All randomized population, SFY10810

Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP) All
(N=215) (N=216) (N=431)
Cerebrovascular diseases and/or coronary
artery diseases 7 (26.5%) 54 (25.0%) 111 (25.8%)

Cerebrovascular diseases only without coronary
artery disease 3

Coronary artery diseases only without

1(14.4%) 32 (14.8%) 63 (14.6%)

cerebrovascular disease 17 (7.9%) 4 (6.5%) 1(7.2%)
Cerebrovascular diseases and coronary artery
diseases 9 (4.2%) 8 (3.7%) 7 (3.9%)

160 (74.1%)
118 (54.6%)

318 (73.8%)
239 (55.5%)

Hypertension
Hyperlipidemia

158 (73.5%)
121 (56.3%)

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%) 9 (8.8%) 1 (9.5%)
Renal function disorder 24 (11.2%) 2 (5.6%) 36 (8.4%)
Hepatic function disorder 11 (5.1%) 22 (10.2%) 33 (7.7%)
Atrial fibrillation 7 (3.3%) 0 (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)
= 81 - /MR EDFITAE — All randomized population, SFY10810
Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
Generic name (N=215) (N=216)

Any prior antiplatelet medications

Cilostazol
Aspirin
Sarpogrelate
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204 (94.9%)

139 (64.7%)
81 (37.7%)
34 (15.8%)

195 (90.3%)

124 (57.4%)
77 (35.6%)
30 (13.9%)
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Clopidogrel Ticlopidine
(CLOP-CLOP) (TIC-CLOP)
Generic name (N=215) (N=216)

Beraprost 18 (8.4%) 33 (15.3%)
Eicosapentaenoic acid 14 (6.5%) 12 (5.6%)
Limaprost 14 (6.5%) 10 (4.6%)
Clopidogrel 1 (0.5%) 0
Dilazep 1 (0.5%) 0
Dipyridamole 1 (0.5%) 0
Alprostadil 0 1 (0.5%)
Ticlopidine 0 1 (0.5%)

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

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/dem_t_cm_priorantip_r_t.sas
OUT=REPORT/OUTPUT/dem_t_cm_priorantip_r_t_i.rtf (08JUN2011 - 15:34)

% 82- 5 U4 LILEFD DM/ MR EE — 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)

Property of the sanofi-aventis group - strictly confidential Page 129



276 BELADHEDE LD
SR25990C - ¥ O F K4 L LEREEE PAD

2.7.6.2 fRAE

%= 83-HrAZE (£ 18 : 12:8R/) —All randomized population, SFY10810

Anatomic Class
Therapeutic Class

Clopidogrel
(N=215)

Ticlopidine
(N=216)

Any concomitant medications

Cardiovascular system

Calcium channel blockers

Peripheral vasodilators

Agents acting on the renin-angiotensin system
Lipid modifying agents

Vasoprotectives

Cardiac therapy

Beta blocking agents

Antihypertensives

Diuretics

Alimentary tract and metabolism

Drugs for acid related disorders

Drugs used in diabetes

Stomatological preparations

Laxatives

Antidiarrheals, intestinal antiinflammatory/antiin
Mineral supplements

Vitamins

Drugs for functional gastrointestinal disorders
Bile and liver therapy

Digestives, incl. enzymes

Other alimentary tract and metabolism products
Antiemetics and antinauseants

Tonics

Antiobesity preparations, excl. diet products

Blood and blood forming organs

Antithrombotic agents

Antianemic preparations

Blood substitutes and perfusion solutions
Antihemorrhagics

Other hematological agents

Property of the sanofi-aventis group - strictly confidential

212 (98.6%)

199 (92.6%)
126 (58.6%)
108 (50.2%)
103 (47.9%)
93 (43.3%)
36 (16.7%)
35 (16.3%)
27 (12.6%)
17 (7.9%)
17 (7.9%)

151 (70.2%)
89 (41.4%)
57 (26.5%)
41 (19.1%)
28 (13.0%)
22 (10.2%)
17 (7.9%)
13 (6.0%)
12 (5.6%)
7 (3.3%)
(1.9%)
(1.4%)
(0.9%)
(0.9%)

O NN W BN

140 (65.1%)
126 (58.6%)
20 (9.3%)
13 (6.0%)
3 (1.4%)
2 (0.9%)

210 (97.2%)

198 (91.7%)
112 (51.9%)
105 (48.6%)
95 (44.0%)
84 (38.9%)
24 (11.1%)
30 (13.9%)
25 (11.6%)

9 (4.2%)
13 (6.0%)

151 (69.9%)
91 (42.1%)
50 (23.1%)
42 (19.4%)
21 (9.7%)
31 (14.4%)
11 (5.1%)
12 (5.6%)
13 (6.0%)
(1.4%)
(4.2%)
(0.9%)
(0.9%)

= O NN O WwWW

(0.5%)

142 (65.7%)
126 (58.3%)
17 (7.9%)
11 (5.1%)
1 (0.5%)
6 (2.8%)
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Anatomic Class Clopidogrel Ticlopidine
Therapeutic Class (N=215) (N=216)
Musculo-skeletal system 87 (40.5%) 82 (38.0%)
Antiinflammatory and antirheumatic products 5 (25.6%) 54 (25.0%)
Topical products for joint and muscular pain 2 (24.2%) 51 (23.6%)
Antigout preparations 7 (12.6%) 18 (8.3%)
Other drugs for disorders of the musculo-skeletal 14 (6.5%) 15 (6.9%)
Drugs for treatment of bone diseases 5 (2.3%) 7 (3.2%)
Muscle relaxants 4 (1.9%) 3 (1.4%)
Sensory organs 83 (38.6%) 69 (31.9%)
Ophthalmologicals 82 (38.1%) 67 (31.0%)
Otologicals 17 (7.9%) 17 (7.9%)
Ophthalmological and otological preparations 13 (6.0%) 13 (6.0%)

Dermatologicals

Corticosteroids, dermatological preparations
Other dermatological preparations

Preparations for treatment of wounds and ulcers
Antifungals for dermatological use

Anti-acne preparations

Antibiotics and chemotherapeutics for dermatologic
Emollients and protectives

Antipruritics, incl. antihistamines, anesthetics,
Medicated dressings

Antipsoriatics

Antiseptics and disinfectants

Nervous system

Psycholeptics

Analgesics

Other nervous system drugs
Psychoanaleptics
Anesthetics

Antiepileptics
Anti-parkinson drugs

Respiratory system

Cough and cold preparations

Nasal preparations

Antihistamines for systemic use
Throat preparations

Drugs for obstructive airway diseases

Property of the sanofi-aventis group - strictly confidential

75 (34.9%)

8 (13.0%)

4 (11.2%)
17 (7.9%)
14 (6.5%)
12 (5.6%)
12 (5.6%)
12 (5.6%)
11 (5.1%)
5 (2.3%)
3 (1.4%)
3 (1.4%)

70 (32.6%)
47 (21.9%)
26 (12.1%)
10 (4.7%)
6 (2.8%)
5 (2.3%)
1 (0.5%)
0

69 (32.1%)
28 (13.0%)
7 (12.6%)
20 (9.3%)
13 (6.0%)
12 (5.6%)

64 (29.6%)
25 (11.6%)
18 (8.3%)
12 (5.6%)
10 (4.6%)
12 (5.6%)
7 (3.2%)
13 (6.0%)
11 (5.1%)
5 (2.3%)
6 (2.8%)
7 (3.2%)

61 (28.2%)
38 (17.6%)
19 (8.8%)
5 (2.3%)
(2.3%)
(

5
8 (3.7%)
0
2

65 (30.1%)
18 (8.3%)
26 (12.0%)
23 (10.6%)
22 (10.2%)
14 (6.5%)
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Anatomic Class Clopidogrel Ticlopidine
Therapeutic Class (N=215) (N=216)
Antiinfectives for systemic use 45 (20.9%) 27 (12.5%)
Antibacterials for systemic use 34 (15.8%) 18 (8.3%)
Antimycotics for systemic use 7 (3.3%) 1 (0.5%)
Vaccines 5 (2.3%) 8 (3.7%)
Antivirals for systemic use 3 (1.4%) 1 (0.5%)
Antimycobacterials 1 (0.5%) 1 (0.5%)
Genito urinary system and sex hormones 43 (20.0%) 35 (16.2%)
Urologicals 31 (14.4%) 24 (11.1%)
Gynecological antiinfectives and antiseptics 11 (5.1%) 10 (4.6%)
Other gynecologicals 5 (2.3%) 3 (1.4%)
Sex hormones and modulators of the genital system 1 (0.5%) 0
Various 35 (16.3%) 44 (20.4%)
Unspecified herbal and traditional medicine 22 (10.2%) 24 (11.1%)
Contrast media 6 (2.8%) 10 (4.6%)
All other therapeutic products 4 (1.9%) 9 (4.2%)
General nutrients 3 (1.4%) 2 (0.9%)
Diagnostic agents 1 (0.5%) 2 (0.9%)
Diagnostic radiopharmaceuticals 1 (0.5%) 1 (0.5%)
Systemic hormonal preparations, excl. sex hormones 15 (7.0%) 20 (9.3%)
Corticosteroids for systemic use 15 (7.0%) 13 (6.0%)
Calcium homeostasis 1 (0.5%) 4 (1.9%)
Pancreatic hormones 0 2 (0.9%)
Thyroid therapy 0 3 (1.4%)
Antineoplastic and immunomodulating agents 4 (1.9%) 4 (1.9%)
Antineoplastic agents 3 (1.4%) 3 (1.4%)
Endocrine therapy 1 (0.5%) 1 (0.5%)
Immunosuppressants 0 1 (0.5%)
Antiparasitic products, insecticides and repellent 4 (1.9%) 5 (2.3%)
Ectoparasiticides, incl. scabicides, insecticides 4 (1.9%) 5 (2.3%)
Anthelmintics 1 (0.5%) 0

ATC: Anatomical therapeutic chemical, IP: Investigational product

WHO-DDE 2011 MARCH 1
Note: A medication can be counted in several ATC classes.

Concomitant medications are those the patient used at any time from first IP intake up to the last IP intake

Anatomic classes are sorted by decreasing frequency in treatment group Clopidogrel. Therapeutic classes are sorted by

decreasing frequency in treatment group Clopidogrel within each medication class.
PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/dem_std_concmed_p1_r_t.sas

OUT=REPORT/OUTPUT/dem_std_concmed_p1_r_t_i.rtf (08JUN2011 - 15:32)
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% 84 - H+AZE (28R : 52 BRI) —All randomized population, FY10810

Anatomic Class
Therapeutic Class

Clopidogrel
(CLOP-CLOP)

(N=215)

Ticlopidine
(TIC-CLOP)
(N=216)

Any concomitant medications

Cardiovascular system
Calcium channel blockers
Peripheral vasodilators
Agents acting on the renin-angiotensin system
Lipid modifying agents
Vasoprotectives
Cardiac therapy
Beta blocking agents
Diuretics
Antihypertensives

Alimentary tract and metabolism
Drugs for acid related disorders
Stomatological preparations
Drugs used in diabetes
Laxatives
Antidiarrheals, intestinal antiinflammatory/antiin
Drugs for functional gastrointestinal disorders
Mineral supplements
Vitamins
Bile and liver therapy
Digestives, incl. enzymes
Other alimentary tract and metabolism products
Antiemetics and antinauseants
Tonics
Antiobesity preparations, excl. diet products

Blood and blood forming organs
Antithrombotic agents
Blood substitutes and perfusion solutions
Antianemic preparations
Antihemorrhagics
Other hematological agents

Property of the sanofi-aventis group - strictly confidential

214 (99.5%)

204 (94.9%)
132 (61.4%)
110 (51.2%)
104 (48.4%)
98 (45.6%)
70 (32.6%)
69 (32.1%)
31 (14.4%)
20 (9.3%)
19 (8.8%)

167 (77.7%)
107 (49.8%)
73 (34.0%)
59 (27.4%)
42 (19.5%)
37 (17.2%)
28 (13.0%)
25 (11.6%)
20 (9.3%)
(4.2%)
(3.7%)
(2.8%)
(1.9%)
(1.4%)

o W s~ OO © ©

149 (69.3%)
129 (60.0%)
40 (18.6%)
23 (10.7%)
15 (7.0%)
12 (5.6%)

214 (99.1%)

201 (93.1%)
115 (53.2%)
106 (49.1%)
97 (44.9%)
92 (42.6%
57 (26.4%
55 (25.5%
29 (13.4%
14 (6.5%
10 (4.6%

~—~ ~— ~—

~ ~—~

170 (78.7%)
106 (49.1%)
65 (30.1%)
51 (23.6%)
35 (16.2%)
48 (22.2%)
3 (10.6%)

19 (8.8%)
15 (6.9%)
3 (1.4%)

10 (4.6%)
5 (2.3%)
3 (1.4%)
1 (0.5%)
1 (0.5%)

161 (74.5%)
133 (61.6%)
29 (13.4%)
21 (9.7%)
8 (3.7%)
12 (5.6%)
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Anatomic Class
Therapeutic Class

Clopidogrel

(CLOP-CLOP)

(N=215)

Ticlopidine
(TIC-CLOP)
(N=216)

Sensory organs

Ophthalmologicals
Otologicals
Ophthalmological and otological preparations

Dermatologicals

Other dermatological preparations
Corticosteroids, dermatological preparations
Antipruritics, incl. antihistamines, anesthetics,
Emollients and protectives

Antibiotics and chemotherapeutics for dermatologic
Preparations for treatment of wounds and ulcers
Anti-acne preparations

Antifungals for dermatological use

Medicated dressings

Antiseptics and disinfectants

Antipsoriatics

Musculo-skeletal system

Antiinflammatory and antirheumatic products
Topical products for joint and muscular pain
Antigout preparations

Other drugs for disorders of the musculo-skeletal
Muscle relaxants

Drugs for treatment of bone diseases

Nervous system

Psycholeptics

Analgesics

Anesthetics

Other nervous system drugs
Psychoanaleptics
Antiepileptics
Anti-parkinson drugs

Antiinfectives for systemic use

Antibacterials for systemic use
Vaccines

Antivirals for systemic use
Antimycotics for systemic use
Antimycobacterials
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136 (63.3%)
135 (62.8%)
51 (23.7%)
29 (13.5%)

121 (56.3%)
52 (24.2%)
49 (22.8%)
37 (17.2%)
30 (14.0%)
27 (12.6%)
27 (12.6%)
22 (10.2%)
20 (9.3%)
13 (6.0%)
12 (5.6%)
6 (2.8%)

120 (55.8%)
94 (43.7%)
93 (43.3%)
28 (13.0%)
23 (10.7%)

8 (3.7%)
5 (2.3%)

110 (51.2%)
58 (27.0%)
52 (24.2%)
42 (19.5%)
15 (7.0%)
7 (3.3%)
4 (1.9%)
0

104 (48.4%)
80 (37.2%)
28 (13.0%)
12 (5.6%)
9 (4.2%)
1 (0.5%)

106 (49.1%
104 (48.1%
39 (18.1%
24 (11.1%

~ ~—

~ ~—

103 (47.7%)
37 (17.1%)
45 (20.8%)
34 (15.7%)
28 (13.0%
14 (6.5%
18 (8.3%
19 (8.8%
14 (6.5%)
15 (6.9%)
16 (7.4%)
7 (3.2%)

—_ — ~— O

(8
(
(
(
(
3

105 (48.6%)
75 (34.7%)
72 (33.3%)
19 (8.8%)

4 (11.1%)
9 (4.2%)
7 (3.2%)

5 (44.0%)
7 (21.8%)
4 (20.4%)
2 (14.8%)
13 (6.0%)
6 (2.8%)
1 (0.5%)
2 (0.9%)

59 (27.3%)
45 (20.8%)
24 (11.1%)

3 (1.4%)
1 (0.5%)
1 (0.5%)
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Clopidogrel Ticlopidine
Anatomic Class (CLOP-CLOP) (TIC-CLOP)
Therapeutic Class (N=215) (N=216)

Respiratory system

)
Nasal preparations 51 (23.7%) 41 (19.0%)
Throat preparations 51 (23.7%) 49 (22.7%)
Cough and cold preparations 48 (22.3%) 44 (20.4%)
Antihistamines for systemic use 38 (17.7%) 36 (16.7%)
Drugs for obstructive airway diseases 28 (13.0%) 25 (11.6%)

Genito urinary system and sex hormones

104 (48.4%)

72 (33.5%)

107 (49.5%

56 (25.9%)

Urologicals 51 (23.7%) 42 (19.4%)
Gynecological antiinfectives and antiseptics 21 (9.8%) 19 (8.8%)
Other gynecologicals 10 (4.7%) 4 (1.9%)
Sex hormones and modulators of the genital system 2 (0.9%) 0

Various 65 (30.2%) 72 (33.3%)
Unspecified herbal and traditional medicine 28 (13.0%) 33 (15.3%)
Contrast media 22 (10.2%) 7 (12.5%)
General nutrients 10 (4.7%) 3 (1.4%)
All other therapeutic products 9 (4.2%) 12 (5.6%)
Diagnostic radiopharmaceuticals 6 (2.8%) 4 (1.9%)
Allergens 4 (1.9%) 1 (0.5%)
Diagnostic agents 4 (1.9%) 4 (1.9%)
All other non-therapeutic products 3 (1.4%) 2 (0.9%)

Systemic hormonal preparations, excl. sex hormones
Corticosteroids for systemic use

39 (18.1%)
34 (15.8%)

32 (14.8%)
24 (11.1%)

Pancreatic hormones 4 (1.9%) 5 (2.3%)
Calcium homeostasis 3 (1.4%) 4 (1.9%)
Pituitary and hypothalamic hormones and analogues 1 (0.5%) 0
Thyroid therapy 1 (0.5%) 3 (1.4%)
Antiparasitic products, insecticides and repellent 9 (4.2%) (4.2%)
Ectoparasiticides, incl. scabicides, insecticides 9 (4.2%) 9 (4.2%)
Anthelmintics 1 (0.5%) 0
Antineoplastic and immunomodulating agents 8 (3.7%) 5 (2.3%)
Antineoplastic agents 7 (3.3%) 4 (1.9%)
Endocrine therapy 1 (0.5%) 1 (0.5%)
Immunosuppressants 0 1 (0.5%)

ATC: Anatomical therapeutic chemical, IP: Investigational product
WHO-DDE 2011 MARCH 1
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Note: A medication can be counted in several ATC classes.

Concomitant medications are those the patient used at any time from first IP intake up to the last IP intake
Anatomic classes are sorted by decreasing frequency in treatment group Clopidogrel. Therapeutic classes are sorted by

decreasing frequency in treatment group Clopidogrel within each medication class.

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/dem_std_concmed_w52_r_t.sas

OUT=REPORT/OUTPUT/dem_std_concmed_w52_r_t _i.rtf (08JUN2011 - 15:33)

2.7.6.3 BRFEIRR

# 85 -ARREMDRZINN (18 : 1258[) —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%)
170
> 84 days 196 (91.2%)  (78.7%)
Number of patients with duration of study treatment by category
[n(%)]
0 0

Missing duration
=1 day

= 29 days

= 85 days

215 (100%)
207 (96.3%)

196 (91.2%)

216 (100%)

205
(94.9%)

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)
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# 86 -AREMDRB|KN (24 : 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)
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2764 BHEER

£R87-IRTHTEAE RWBRELOERBRMNEETEAL TEAE (5 1581 : 12:8M) —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%)
REES S UVFERE 34 (15.8%) 0 24 (11.1%) 1 (0.5%)
SIREE 2 21 (9.8%) 0 12 (5.6%) 0
wIKED 0 0 1 (0.5%) 0
FERE 2¢ 3 (1.4%) 0 0 0
Bia % 1 (0.5%) 0 2 (0.9%) 1 (0.5%)
S% 1 (0.5%) 0 0 0
[EXHK 2 (0.9%) 0 1 (0.5%) 0
NESE 2% 1 (0.5%) 0 2 (0.9%) 0
BB 0 0 2 (0.9%) 0
PR B iR 1 (0.5%) 0 0 0
TZREX 1 (0.5%) 0 0 0
REEERRE 1 (0.5%) 0 0 0
REMREER 0 0 1 (0.5%) 0
KEE R % 1 (0.5%) 0 0 0
TR 2¢ 1 (0.5%) 0 0 0
RIS R 1 (0.5%) 0 0 0
R 2 0 0 1 (0.5%) 0
A LR R % 0 0 1 (0.5%) 0
MEEEES 2% 0 0 1 (0.5%) 0
& 0 0 1 (0.5%) 0
FRERE 0 0 1 (0.5%) 0
Bit. BESLUHMETHOH
AW (BRELUVRI—T2E
) 3 (1.4%) 0 3 (1.4%) 0
B 0 0 1 (0.5%) 0
SEZEREEE 1 (0.5%) 0 0 0
ffimFLRE. REAFHA 1 (0.5%) 0 0 0
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Clopidogrel Ticlopidine
(N=215) (N=216)
Primary System Organ
Class
Preferred Term n(%) All Related All Related
BiEE 1 (0.5%) 0 0
ERFE 1R 0 1 (0.5%) 0
R IRTE 0 1 (0.5%) 0
MESLVY VNRESE 2 (0.9%) 1 (0.5%) 5 (2.3%) 3 (1.4%)
B 2R3 A E 1 (0.5%) 1 (0.5%) 2 (0.9%) 2 (0.9%)
5F BRI AME 1 (0.5%) 1 (0.5%) 2 (0.9%) 2 (0.9%)
7R MM EKIE ANSE 1 (0.5%) 0 0 0
=yl 0 0 2 (0.9%) 1 (0.5%)
b B TR IR INSE 0 0 1 (0.5%) 0
REREE 1 (0.5%) 0 0
FEHMT7 LILF— 1 (0.5%) 0 0
N BEE 0 0 1 (0.5%) 0
&0 F UMmiE 0 0 1 (0.5%) 0
K#BLUXEES 5 (2.3%) 0 17 (7.9%) 2 (0.9%)
= A5 M fE 3 (1.4%) 0 8 (3.7%) 1 (0.5%)
BARR 1 (0.5%) 0 1 (0.5%) 1 (0.5%)
WEFRIA 0 0 2 (0.9%) 0
1K I #5 E 0 0 1 (0.5%) 0
53 L AT0O—)LMjE 0 0 1 (0.5%) 0
BAH o LMEE 1 (0.5%) 0 0 0
IEEREE 0 0 2 (0.9%) 0
& A 0 0 1 (0.5%) 0
1= R B I FiE 0 0 1 (0.5%) 0
HEHES 1 (0.5%) 0 1 (0.5%) 0
TERE 1 (0.5%) 0 1 (0.5%) 0
HRREE 7 (3.3%) 2 (0.9%) 8 (3.7%) 3 (1.4%)
FEMEHEN 1 (0.5%) 0 1 (0.5%) 0
GIEPE 1 (0.5%) 0 1 (0.5%) 0
Y EHIERE 1 (0.5%) 1 (0.5%) 0 0
— 18 14 A B i FE4F 1 (0.5%) 0 0 0
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Clopidogrel Ticlopidine
(N=215) (N=216)
Primary System Organ
Class
Preferred Term n(%) All Related All Related
A 4E 3 0 0 1 (0.5%) 0
AAIEHFE L 0 0 1 (0.5%) 1 (0.5%)
HERE 1 (0.5%) 0 0 0
EER 1 (0.5%) 0 1 (0.5%) 1 (0.5%)
BRoR4EER 0 0 1 (0.5%) 1 (0.5%)
PR #ERICERY 5 EERM%E
HEL 1 (0.5%) 1 (0.5%) 0 0
REREE 0 0 1 (0.5%) 0
R AR 0 2 (0.9%) 1 (0.5%)
RES 5 (2.3%) 1 (0.5%) 3 (1.4%) 1 (0.5%)
#E PR R IR R 2 (0.9%) 1 (0.5%) 0 0
B RE 1 (0.5%) 0 1 (0.5%) 0
fER % 1 (0.5%) 0 1 (0.5%) 0
IR H i 2 (0.9%) 1 (0.5%) 0 0
BARAE 1L EMRIRE 1 (0.5%) 0 0 0
HERE 1 0 0 1 (0.5%) 1 (0.5%)
AR 2R A R % 1 (0.5%) 0 0 0
HFEEEY 1 (0.5%) 0 0 0
ARESE Z S FEAE 0 0 1 (0.5%) 0
EB L URKES 2 (0.9%) 0 2 (0.9%) 1 (0.5%)
EERMEHFE L 0 0 1 (0.5%) 0
BRI MEEIEREH FE LY 1 (0.5%) 0 0 0
T 0 0 1 (0.5%) 1 (0.5%)
HB 1 (0.5%) 0 0 0
D EREE 6 (2.8%) 0 11 (5.1%) 0
SERR 2 (0.9%) 0 0 0
IDEHE 1 (0.5%) 0 1 (0.5%) 0
HIME 0 0 3 (1.4%) 0
iz 1 (0.5%) 0 0 0
DEHE 1 (0.5%) 0 0 0
AT RAR 1 (0.5%) 0 0 0
=SBk 1 (0.5%) 0 0 0
SHLmEE 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
TEAR 0 0 1 (0.5%) 0
A EAREAE 0 0 1 (0.5%) 0
1DV i 0 0 1 (0.5%) 0
AR 2R 0 0 1 (0.5%) 0
i T SE AR 0 0 2 (0.9%) 0
mEREE 3 (1.4%) 1 (0.5%) 11 (5.1%) 1 (0.5%)
= mE 1 (0.5%) 1 (0.5%) 4 (1.9%) 1 (0.5%)
FAZE M EHAREE 1L IE 0 0 2 (0.9%) 0
% B Bk B %2 1 (0.5%) 0 0 0
A R M BRAT 0 0 1 (0.5%) 0
FTY 1 (0.5%) 0 1 (0.5%) 0
KHEBIAR K% 0 0 1 (0.5%) 0
K& Eh A BF 2 0 0 1 (0.5%) 0
FREMFRIR S 0 0 1 (0.5%) 0
MR EE. MIERE & UHitFRRESE 10 (4.7%) 4 (1.9%) 7 (3.2%) 4 (1.9%)
S 1M 5 (2.3%) 2 (0.9%) 1 (0.5%) 1 (0.5%)
LT RED K 2 (0.9%) 0 1 (0.5%) 0
i} 2 (0.9%) 2 (0.9%) 2 (0.9%) 2 (0.9%)
R[E XILIRIE 1 (0.5%) 0 0 0
Mz ik 0 0 1 (0.5%) 0
Leo<Y 0 0 1 (0.5%) 1 (0.5%)
[E20 3 )1 0 0 1 (0.5%) 0
BialEE 21 (9.8%) 1 (0.5%) 29 (13.4%) 3 (1.4%)
T 7 (3.3%) 0 7 (3.2%) 0
A 2 2 (0.9%) 0 2 (0.9%) 0
fER 2 (0.9%) 0 1 (0.5%) 0
A= 2 (0.9%) 0 2 (0.9%) 0
gAY —7 0 0 1 (0.5%) 0
W EAS 0 0 2 (0.9%) 1 (0.5%)
i 1 (0.5%) 0 1 (0.5%) 0
EIRE 1 (0.5%) 0 1 (0.5%) 0
FFHi M 2 (0.9%) 0 0 0
S &R B2 i 1 (0.5%) 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
LREERTE 0 0 1 (0.5%) 0
B& 0 0 1 (0.5%) 0
= 0 0 1 (0.5%) 0
3R 1 (0.5%) 0 0 0
MEnt 1 (0.5%) 0 2 (0.9%) 0
RE BB A R % 1 (0.5%) 0 1 (0.5%) 0
fE7E 1 (0.5%) 0 0 0
[ 0 0 1 (0.5%) 0
Eflfasginl 1 (0.5%) 1 (0.5%) 1 (0.5%) 0
CIPs 1 (0.5%) 0 0 0
BEEE 0 0 1 (0.5%) 0
ATP9 & fn 0 0 1 (0.5%) 0
NP 0 0 1 (0.5%) 0
Vs AR % 0 0 1 (0.5%) 1 (0.5%)
FE 10 14 K B ¢ 0 0 1 (0.5%) 0
BIERR 0 0 2 (0.9%) 0
BT EE 0 0 1 (0.5%) 0
DB BB IR 0 0 2 (0.9%) 1 (0.5%)
BhE 0 0 1 (0.5%) 0
EMmEE R 0 0 1 (0.5%) 0
fn {88 0 0 1 (0.5%) 1 (0.5%)
FFREE RIEE 0 0 11 (5.1%) 9 (4.2%)
A S - i 0 0 1 (0.5%) 0
FFigaeRE 0 0 8 (3.7%) 7 (3:2%)
At S R & 0 0 1 (0.5%) 1 (0.5%)
FFiESE 0 0 1 (0.5%) 1 (0.5%)
KEHLURTHERES 16 (7.4%) 6 (2.8%) 28 (13.0%) 13 (6.0%)
k2> 1 (0.5%) 1 (0.5%) 2 (0.9%) 0
- il 2 (0.9%) 1 (0.5%) 4 (1.9%) 3 (1.4%)
% O FEiE 1 (0.5%) 0 2 (0.9%) 2 (0.9%)
% 1 (0.5%) 0 3 (1.4%) 1 (0.5%)
B2 I8 % 1 (0.5%) 0 1 (0.5%) 0
EERZHEE 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
BA1E 0 0 1 (0.5%) 0
A 2 (0.9%) 0 0 0
£33 1 (0.5%) 1 (0.5%) 0 0
ERPT 2 (0.9%) 0 1 (0.5%) 0
M7 Bt E e 0 0 1 (0.5%) 0
RRER Z fE 1 (0.5%) 0 0 0
K 1 (0.5%) 0 0 0
-3 1 (0.5%) 1 (0.5%) 4 (1.9%) 3 (1.4%)
*IBE 0 0 1 (0.5%) 0
EZ 1 (0.5%) 1 (0.5%) 0 0
25HRD 1 (0.5%) 1 (0.5%) 0 0
ZANET D FEE 1 (0.5%) 0 0 0
KEES 1 (0.5%) 0 0 0
RTREE 0 0 1 (0.5%) 0
25T 5 EE 0 0 4 (1.9%) 1 (0.5%)
B R 0 0 2 (0.9%) 2 (0.9%)
B RE H il 0 0 2 (0.9%) 1 (0.5%)
MEBRRB L UVEESHEBES 19 (8.8%) 1 (0.5%) 11 (5.1%) 2 (0.9%)
HEhE 6 (2.8%) 0 1 (0.5%) 0
7Y A% 5 2 (0.9%) 0 1 (0.5%) 0
EREE 3 (1.4%) 0 0 0
TR EHEAE 2 (0.9%) 0 0 0
38 17 B B ¢ 1 (0.5%) 0 1 (0.5%) 0
MR ZE 1 (0.5%) 0 0 0
BB BRI 0 0 1 (0.5%) 0
R 1 (0.5%) 0 0 0
ERE 1 (0.5%) 0 0 0
FRYE 0 0 1 (0.5%) 0
R 1R IE 1 (0.5%) 0 1 (0.5%) 0
T B R AR E 1 (0.5%) 1 (0.5%) 0 0
SHEE ETfE IR BF 1 (0.5%) 0 0 0
E3EURS 0 0 2 (0.9%) 1 (0.5%)
Y A A R 2% 0 0 1 (0.5%) 1 (0.5%)
)3 FELHKmRE 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
fe s % 0 0 1 (0.5%) 0
BB L UREEE 1 (0.5%) 0 6 (2.8%) 2 (0.9%)
BEHEES 0 0 3 (1.4%) 1 (0.5%)
F 7 O—tEfERE 1 (0.5%) 0 0 0
HE R R £ 0 0 1 (0.5%) 0
BHE{LAE 0 0 1 (0.5%) 0
H8FR 0 0 1 (0.5%) 1 (0.5%)
ARERBLVIAEEE 3 (1.4%) 0 0 0
B MR I AR AR KAE 2 (0.9%) 0 0 0
FER 1 (0.5%) 0 0 0
fERLyE 1 (0.5%) 0 0 0
—f% - 2BEES L UREEML
DK EE 8 (3.7%) 2 (0.9%) 1 (0.5%) 0
RMHFE 5 (2.3%) 2 (0.9%) 0 0
BEER 1 (0.5%) 0 0 0
EEHR 1 (0.5%) 0 0 0
1fn & Z2 R R AL 1 1fn 1 (0.5%) 0 0 0
B 0 0 1 (0.5%) 0
HE 0 0 1 (0.5%) 0
ERRIRE 82 (38.1%) 17 (7.9%) 103 (47.7%) 47 (21.8%)
mep k1) 51+ R 30 (14.0%) 1 (0.5%) 17 (7.9%) 1 (0.5%)
FRep T Ro#EfEtE 9 (4.2%) 0 9 (4.2%) 1 (0.5%)
V=T ILAIILESURT T
> —EiEm 12 (5.6%) 5 (2.3%) 33 (15.3%) 28 (13.0%)
=E) REBRD 10 (4.7%) 1 (0.5%) 6 (2.8%) 0
HERE S EEM 8 (3.7%) 0 5 (2.3%) 0
FS53=U-F2/RSURD
7 —EEm 9 (4.2%) 5 (2.3%) 12 (5.6%) 10 (4.6%)
TFANSZXUBTI/ b5V
A7 5—EH#Em 6 (2.8%) 3 (1.4%) 12 (5.6%) 9 (4.2%)
MepF7ILAYRR T 72—
#hn 3 (1.4%) 1 (0.5%) 10 (4.6%) 10 (4.6%)
Bk BUE I 5 (2.3%) 3 (1.4%) 6 (2.8%) 4 (1.9%)

Property of the sanofi-aventis group - strictly confidential

Page 144



276 BRDABRDFELD

SR25990C - ¥ O F K4 L LEREEE PAD

Clopidogrel Ticlopidine
(N=215) (N=216)
Primary System Organ
Class
Preferred Term n(%) All Related All Related
R EBBESE 3 (1.4%) 1 (0.5%) 3 (1.4%) 0
KLE RESEM 2 (0.9%) 0 3 (1.4%) 0
1) 2 NERBUR 5 (2.3%) 2 (0.9%) 5 (2.3%) 2 (0.9%)
) o REBE s R 6 (2.8%) 0 5 (2.3%) 0
R BE R, L fpu I FE 5 BUR A 3 (1.4%) 0 4 (1.9%) 1 (0.5%)
mepy L7 F =M 2 (0.9%) 1 (0.5%) 8 (3.7%) 2 (0.9%)
SFER IR BB AN 2 (0.9%) 1 (0.5%) 6 (2.8%) 3 (1.4%)
ELE REBRED 1 (0.5%) 0 2 (0.9%) 0
mepAY) o LIEm 1 (0.5%) 1 (0.5%) 4 (1.9%) 2 (0.9%)
I AR FR &R0 1 (0.5%) 0 1 (0.5%) 0
PFEEERE S FIEM 2 (0.9%) 0 5 (2.3%) 1 (0.5%)
IR EERE 5 M 1 (0.5%) 0 2 (0.9%) 0
mea LR TFa—ILiFED 1 (0.5%) 0 0 0
meaLRXTFa—/LEM 1 (0.5%) 0 2 (0.9%) 0
R o B I EkB51E 1 (0.5%) 1 (0.5%) 1 (0.5%) 0
i AR ELER AR K REF R IB N 1 (0.5%) 1 (0.5%) 4 (1.9%) 3 (1.4%)
1) 2 NEREUIE N 2 (0.9%) 1 (0.5%) 0 0
SRR ERER 1 (0.5%) 0 8 (3.7%) 3 (1.4%)
/MR BUR A 1 (0.5%) 1 (0.5%) 0 0
SPGB BUE N 1 (0.5%) 1 (0.5%) 0 0
mEET 1 (0.5%) 0 0 0
PLEREAME EF 1 (0.5%) 0 0 0
FHERE S EEM 1 (0.5%) 0 1 (0.5%) 0
B Ifn Bk $0R 4 1 (0.5%) 0 2 (0.9%) 1 (0.5%)
mep7ILT 2 UED 0 0 1 (0.5%) 0
mho L7 FUoRAKRFF—
Y& 0 0 2 (0.9%) 0
mehh o Ligd 0 0 1 (0.5%) 0
1) D NBREEEM 0 0 1 (0.5%) 0
5 ARk EE AN 0 0 1 (0.5%) 0
H M ER %8 0 0 0 1 (0.5%) 0
BE. PEESVLEAHHE 15 (7.0%) 1 (0.5%) 10 (4.6%) 0
BREMBERE 6 (2.8%) 0 3 (1.4%) 0
TR T 1 (0.5%) 0 0
SMEHEH M 1 (0.5%) 0 0
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Clopidogrel Ticlopidine

(N=215) (N=216)
Primary System Organ

Class
Preferred Term n(%) All Related All Related

FAE e 0 0 2 (0.9%) 0
EHEaEH 2 (0.9%) 0 0 0
WERE T o fE 1 (0.5%) 1 (0.5%) 0 0
EiG 1 (0.5%) 0 0 0
BEW 0 0 1 (0.5%) 0
BEERIES 1 (0.5%) 0 0 0
e 0 0 1 (0.5%) 0
WEIZk DER 1 (0.5%) 0 0 0
BT mfE 1 (0.5%) 0 0 0
EE 1 (0.5%) 0 0 0
& B EhBis 0 0 1 (0.5%) 0
AR DIZIBIE 0 0 1 (0.5%) 0
EOTLME 0 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_relation_1st_s_t.sas
OUT=REPORT\OUTPUT\sfy10810_ae_socpt_relation_1st_s_t_j_i.rtf (02AUG2011 - 15:39)

ABRREEORRBEFROFIER.

%y .

DHRERBEENEETELNDLD (Related) EEYFE-T=,

2Ll M2EBETITof, TD55 THY] ITELETILDERREL

% 88-3_RTMH TEAE RVABRELDRARBRNEETEL L TEAE (£HR : 52:8R[) —All treated

population, SFY10810

Primary System Organ
Class

Preferred Term n(%)

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

Any class

REES S VFERE
S IREE %

wIRAD

192 (89.3%) 58 (27.0%)

73 (34.0%) 0
45 (20.9%)
5 (2.3%) 0
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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
R R 2% 4 (1.9%) 0 0 0
B B 2% 3 (1.4%) 0 2 (0.9%) 1 (0.5%)
2% 3 (1.4%) 0 1 (0.5%) 0
[NEXLHK 2 (0.9%) 0 2 (0.9%) 0
PR 2 (0.9%) 0 0 0
OfEAJLRZR 2 (0.9%) 0 0 0
N 58 ¢ 2 (0.9%) 0 5 (2.3%) 0
REBE 2 (0.9%) 0 4 (1.9%) 0
PR B& % 2 (0.9%) 0 0 0
me-$r 1 (0.5%) 0 0 0
ToRER 1 (0.5%) 0 0 0
HRER 1 (0.5%) 0 0 0
BER 1 (0.5%) 0 0 0
EQHR 1 (0.5%) 0 0 0
REERERRE 1 (0.5%) 0 0 0
PR 1 (0.5%) 0 0 0
ZHifE 1 (0.5%) 0 0 0
PR KR ER 1 (0.5%) 0 3 (1.4%) 0
R 1 (0.5%) 0 0 0
KREEMERT % 1 (0.5%) 0 0 0
MEEE 1 (0.5%) 0 0 0
5B % 1 (0.5%) 0 0 0
TR % 1 (0.5%) 0 0 0
ETR% 1 (0.5%) 0 0 0
fifi % 1 (0.5%) 0 2 (0.9%) 0
R T i 1 (0.5%) 0 0 0
RIEMERE 1 (0.5%) 0 0 0
iR 1 (0.5%) 0 0 0
MDD 4 b URREE 1 (0.5%) 0 0 0
FHMERER 0 0 1 (0.5%) 0
HUOHIE 0 0 1 (0.5%) 0
=Bk R k2 0 0 1 (0.5%) 0
R K 0 0 1 (0.5%) 0
DA ILAMERGR 0 0 1 (0.5%) 0
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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
MRERZS % 0 0 1 (0.5%) 0
& 0 0 1 (0.5%) 0
BfANILRR 0 0 1 (0.5%) 0
=3 0 0 1 (0.5%) 0
Rk EE RS 0 0 1 (0.5%) 0
3L 0 0 1 (0.5%) 0
% &R 2 0 0 1 (0.5%) 0
SPERES 0 0 1 (0.5%) 0
ERERSE 0 0 1 (0.5%) 0
Rit. BES L UHEETHOH
£ (BRABLURI—T2E
) 1 (5.1%) 0 7 (3.2%) 0
fabaiE 2 (0.9%) 0 0 0
BiE 2 (0.9%) 0 1 (0.5%) 0
BB IRE 1 (0.5%) 0 0 0
i3 R 1 (0.5%) 0 0 0
GLEE REELES 1 (0.5%) 0 0 0
oD B FTEY 1 (0.5%) 0 0 0
fim¥ELRE. RATH 1 (0.5%) 0 0 0
BiERE 1 (0.5%) 0 0 0
AL AR 1 (0.5%) 0 0 0
BEiRMEAILE 1 (0.5%) 0 1 (0.5%) 0
R EFLBERE 1 (0.5%) 0 1 (0.5%) 0
BIRE 0 0 1 (0.5%) 0
ZEMEEWE 0 0 1 (0.5%) 0
ERFE 1R 0 0 1 (0.5%) 0
Bz 0 0 1 (0.5%) 0
K IRIE 0 0 1 (0.5%) 0
MEHE L) VI RESE 3 (1.4%) 1 (0.5%) 9 (4.2%) 5 (2.3%)
#HRZMHEAMm 1 (0.5%) 0 1 (0.5%) 1 (0.5%)
B I Bk A E 1 (0.5%) 1 (0.5%) 2 (0.9%) 2 (0.9%)
bF HR BRI AME 1 (0.5%) 1 (0.5%) 2 (0.9%) 2 (0.9%)
7R M ERIE MNSE 1 (0.5%) 0 0 0
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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
=yl 0 0 5 (2.3%) 2 (0.9%)
SFERBRIE INSE 0 1 (0.5%) 0
REREE 1 (0.5%) 0 0 0
EHMT LILE— 1 (0.5%) 0 0 0
N BEE 0 0 1 (0.5%) 0
=705 F UMmfE 0 0 1 (0.5%) 0
KRB L UEXERE 14 (6.5%) 1 (0.5%) 22 (10.2%) 2 (0.9%)
= g M fE 4 (1.9%) 0 8 (3.7%) 1 (0.5%)
BAURIR 3 (1.4%) 0 2 (0.9%) 1 (0.5%)
HEPR iR 3 (1.4%) 0 6 (2.8%) 0
1K M #59E 2 (0.9%) 0 1 (0.5%) 0
ZaLXTO—)LMmfE 1 (0.5%) 1 (0.5%) 1 (0.5%) 0
=V, UL ¥Niit:3 1 (0.5%) 0 0 0
B EEEX 1 (0.5%) 0 0 0
A IR & 14 BE & R B ¢ 1 (0.5%) 0 0 0
fEEEEE 0 0 2 (0.9%) 0
fa R 0 0 1 (0.5%) 0
= hUT Ut FlLfE 0 0 1 (0.5%) 0
= bR B I fiE 0 0 1 (0.5%) 0
FEHEE 2 (0.9%) 0 1 (0.5%) 0
5 D 1 (0.5%) 0 0 0
TERSE 1 (0.5%) 0 1 (0.5%) 0
IR RESE 22 (10.2%) 4 (1.9%) 19 (8.8%) 4 (1.9%)
FEIEHEL 4 (1.9%) 1 (0.5%) 1 (0.5%) 0
FEFE 2 (0.9%) 0 2 (0.9%) 0
Y EiRE 2 (0.9%) 1 (0.5%) 1 (0.5%) 0
— 38 4 A B i FE 4 2 (0.9%) 0 1 (0.5%) 0
ERLEARE 1 (0.5%) 0 1 (0.5%) 0
TEE AR %2 1 (0.5%) 0 1 (0.5%) 0
SEEAR M 42 5E 1 (0.5%) 0 0 0
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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
INBAEEE 1 (0.5%) 0 0 0
iHEE 1 (0.5%) 1 (0.5%) 1 (0.5%) 0
ZA M IE 15 3% 1 (0.5%) 0 0 0
EREE = 1 —0/RF— 1 (0.5%) 0 0 0
RIS FE L 1 (0.5%) 0 2 (0.9%) 1 (0.5%)
Iz 1 (0.5%) 0 0 0
HBRE 1 (0.5%) 0 0 0
NILR R HEER 1 (0.5%) 0 0 0
1EER 1 (0.5%) 0 2 (0.9%) 1 (0.5%)
EXOR1METETR 1 (0.5%) 0 1 (0.5%) 1 (0.5%)
PARMHRRICER T S EERHE
HEW 1 (0.5%) 1 (0.5%) 0 0
REEE 0 0 1 (0.5%) 0
ERMREE 0 0 1 (0.5%) 0
ZEhOHmEEE 0 0 1 (0.5%) 1 (0.5%)
R AR 0 0 2 (0.9%) 1 (0.5%)
TUTEE 0 0 2 (0.9%) 0
[ 4% T4 X 8 3E 0 0 1 (0.5%) 0
HERIE 0 0 1 (0.5%) 0
REE 19 (8.8%) 3 (1.4%) 13 (6.0%) 2 (0.9%)
HE R 7 HE IR S 5 (2.3%) 2 (0.9%) 0 0
HRNE 4 (1.9%) 0 3 (1.4%) 0
HERE % 4 (1.9%) 0 3 (1.4%) 0
A= i 4 (1.9%) 2 (0.9%) 0 0
BARAE L AR 1 (0.5%) 0 0 0
AR B 2¢ 1 (0.5%) 0 0 0
#ERE H 1 (0.5%) 0 2 (0.9%) 2 (0.9%)
odn i 1 (0.5%) 0 1 (0.5%) 0
LAE RN 1 (0.5%) 0 0 0
AR &7 AS R % 1 (0.5%) 0 0 0
AR 7& 0 1 (0.5%) 0 0 0
ML 1 (0.5%) 0 1 (0.5%) 0
SR ar NESTiity) 1 (0.5%) 0 1 (0.5%) 0
AREE Z S FEAE 0 0 1 (0.5%) 0
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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
AR % 0 0 1 (0.5%) 0
PR EREL IR M 0 0 1 (0.5%) 0
RRAREL 0 0 1 (0.5%) 0
B F R 0 0 1 (0.5%) 0
EB L URKBES 7 (3.3%) 1 (0.5%) 5 (2.3%) 1 (0.5%)
EERTESH FE L 2 (0.9%) 1 (0.5%) 1 (0.5%) 0
BERIMERIERTEDH FE L 2 (0.9%) 0 2 (0.9%) 0
R HEE 1 (0.5%) 0 1 (0.5%) 1 (0.5%)
AZI—)LIR 1 (0.5%) 0 0 0
HE 1 (0.5%) 0 1 (0.5%) 0
Mg fEE 19 (8.8%) 2 (0.9%) 23 (10.6%) 1 (0.5%)
SERR 4 (1.9%) 0 3 (1.4%) 1 (0.5%)
DEE 3 (1.4%) 1 (0.5%) 4 (1.9%) 0
HIDAE 2 (0.9%) 0 4 (1.9%) 0
TRERIDE 2 (0.9%) 0 0 0
EiE 2 (0.9%) 1 (0.5%) 1 (0.5%) 0
+EHERER 1 (0.5%) 0 0 0
DB 1 (0.5%) 0 1 (0.5%) 0
E_EREJAVY 1 (0.5%) 0 0 0
BMJRyY 1 (0.5%) 0 1 (0.5%) 0
P N~ 1 (0.5%) 0 2 (0.9%) 0
& ENAR L 22 1 (0.5%) 0 0 0
10N EE 1 (0.5%) 0 0 0
iR R AR 1 (0.5%) 0 0 0
L EHEEASURGE 1 (0.5%) 0 0 0
L+ EHSER 1 (0.5%) 0 0 0
i ZE T B SV URAE 1 (0.5%) 0 2 (0.9%) 0
SHDHEE 0 0 1 (0.5%) 0
AR 0 0 1 (0.5%) 0
= ENAREAZE 0 0 1 (0.5%) 0
AR X 240 R IE 0 0 1 (0.5%) 0
1DV 0 0 1 (0.5%) 0
DAIEE 0 0 1 (0.5%) 0
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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
AR SRR 0 0 1 (0.5%) 0
iR T4 SRR 0 0 2 (0.9%) 0
mEFEE 21 (9.8%) 3 (1.4%) 14 (6.5%) 1 (0.5%)
=InE 8 (3.7%) 3 (1.4%) 5 (2.3%) 1 (0.5%)
FAZE M EHAREE 1L IE 4 (1.9%) 0 2 (0.9%) 0
7B BIAR IR %2 2 (0.9%) 0 0 0
A R M BRAT 2 (0.9%) 0 1 (0.5%) 0
K ENARTE 1 (0.5%) 0 0 0
KENRIERE 1 (0.5%) 0 0 0
HRLAEIE R 1 (0.5%) 0 1 (0.5%) 0
IEFTY 1 (0.5%) 0 1 (0.5%) 0
Mm% 4 FRAR 2 1 (0.5%) 0 0 0
KENARAZ Bt 0 0 1 (0.5%) 0
KHEBIAR IR %2 0 0 1 (0.5%) 0
KHEBNAREAZE 0 0 1 (0.5%) 0
R N AR AR 0 0 1 (0.5%) 0
R EFRAR 2 0 0 1 (0.5%) 0
$HE T EARER % 0 0 1 (0.5%) 0
R EE. MIZRE & UHitFRRESE 21 (9.8%) 6 (2.8%) 19 (8.8%) 6 (2.8%)
Stim 8 (3.7%) 4 (1.9%) 3 (1.4%) 2 (0.9%)
EREDRE 5 (2.3%) 0 2 (0.9%) 0
= 1fn 2 (0.9%) 2 (0.9%) 2 (0.9%) 2 (0.9%)
R[E XILERIE 1 (0.5%) 0 0 0
M3z Bk 1 (0.5%) 0 2 (0.9%) 0
fifi 55 i 1 (0.5%) 0 0 0
O REIREE K A 2 1 (0.5%) 0 0 0
1 P2 R 58 A~ 1R 1% 1 (0.5%) 0 0 0
N 58 D % fiE 1 (0.5%) 0 0 0
it i ¢ 1 (0.5%) 0 0 0
i = 0 0 2 (0.9%) 0
Leo<Y 0 0 1 (0.5%) 1 (0.5%)
Eik=REdiiPEY- 0 0 2 (0.9%) 1 (0.5%)
St 0 0 1 (0.5%) 0
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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
TLILE—HEK 0 0 2 (0.9%) 0
ZHMSR 0 0 1 (0.5%) 0
SR 0 0 1 (0.5%) 0
W& R 1 0 0 0 1 (0.5%) 0
MEESES K 0 0 1 (0.5%) 0
BREE 54 (25.1%) 2 (0.9%) 52 (24.1%) 5 (2.3%)
T 11 (5.1%) 0 9 (4.2%) 0
ESPES 9 (4.2%) 0 5 (2.3%) 0
&K 8 (3.7%) 0 3 (1.4%) 0
R 5 (2.3%) 0 4 (1.9%) 0
EERY)—7 4 (1.9%) 0 5 (2.3%) 0
ORm% 4 (1.9%) 0 2 (0.9%) 1 (0.5%)
3] 3 (1.4%) 0 1 (0.5%) 0
B % 3 (1.4%) 0 4 (1.9%) 0
5t M 3 (1.4%) 0 1 (0.5%) 1 (0.5%)
S &R B2 i 2 (0.9%) 0 1 (0.5%) 0
LREERTE 2 (0.9%) 0 2 (0.9%) 0
B 2 (0.9%) 0 3 (1.4%) 0
% 2 (0.9%) 0 2 (0.9%) 0
HBEALZT 2 (0.9%) 0 0 0
OREMR S 2 (0.9%) 0 0 0
DR %E 2 (0.9%) 0 0 0
i 2 (0.9%) 0 1 (0.5%) 0
MEnt 2 (0.9%) 0 4 (1.9%) 0
BE BB IR 2% 1 (0.5%) 0 4 (1.9%) 0
fE7E 1 (0.5%) 0 0 0
fRREE=E 1 (0.5%) 0 1 (0.5%) 0
BAEIERE 1 (0.5%) 0 0 0
BES 1 (0.5%) 0 1 (0.5%) 0
BiEdLm 1 (0.5%) 1 (0.5%) 1 (0.5%) 1 (0.5%)
1 P S 1 1 (0.5%) 1 (0.5%) 1 (0.5%) 0
CIbs 1 (0.5%) 0 0 0
FRRAZE 1 (0.5%) 0 0 0
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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
BEAS/ —VR 1 (0.5%) 0 0 0
SRR 1 (0.5%) 0 0 0
R R B % 1 (0.5%) 0 0 0
TREERTE 0 0 1 (0.5%) 0
BEE 0 0 1 (0.5%) 0
AP i 0 0 2 (0.9%) 0
AEx 0 0 1 (0.5%) 0
NP 0 0 1 (0.5%) 0
Un AKX 0 0 1 (0.5%) 1 (0.5%)
HE I 4 KB % 0 0 2 (0.9%) 0
HIEFR 0 0 2 (0.9%) 0
B T [ E 0 0 1 (0.5%) 0
DB BB IR 0 0 2 (0.9%) 1 (0.5%)
BHE 0 0 1 (0.5%) 0
EMRME X 0 0 1 (0.5%) 0
Iin {5 HE it 0 0 1 (0.5%) 1 (0.5%)
ALF 0 0 1 (0.5%) 0
FFRE & R (& 6 (2.8%) 1 (0.5%) 14 (6.5%) 10 (4.6%)
7)b:—}b|ﬂﬂ§§% 1 (0.5%) 0 0 0
ABE % 1 (0.5%) 0 0 0
RERfiE 1 (0.5%) 0 0 0
FrEha 1 (0.5%) 0 1 (0.5%) 0
fE RH I 1 (0.5%) 0 0 0
= EUJE v 1 (0.5%) 1 (0.5%) 0 0
GEE- 0 0 1 (0.5%) 1 (0.5%)
FFiE 5 - M 0 0 1 (0.5%) 0
FFHeESR 0 0 8 (3.7%) 7 (3.2%)
BBt S o ERT & 0 0 1 (0.5%) 1 (0.5%)
FrEE 0 0 2 (0.9%) 1 (0.5%)
EES LUK THBES 6 (16.7%) 9 (4.2%) 48 (22.2%) 18 (8.3%)
BEfh 14 B RS 2 4 (1.9%) 0 2 (0.9%) 0
ik 23 4 (1.9%) 1 (0.5%) 8 (3.7%) 1 (0.5%)
il 3 (1.4%) 2 (0.9%) 8 (3.7%) 6 (2.8%)
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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
Z D FEE 3 (1.4%) 0 3 (1.4%) 2 (0.9%)
% 3 (1.4%) 1 (0.5%) 3 (1.4%) 1 (0.5%)
RIE % 2 (0.9%) 0 1 (0.5%) 0
EERZHEE 2 (0.9%) 0 3 (1.4%) 0
BRI 2 (0.9%) 0 1 (0.5%) 0
A 2 (0.9%) 0 1 (0.5%) 0
KB 2 (0.9%) 2 (0.9%) 0 0
RE iR R RS % 2 (0.9%) 0 0 0
E= 7737 2 (0.9%) 0 3 (1.4%) 2 (0.9%)
f% EAE 1 (0.5%) 0 0 0
MR R £ il 1 (0.5%) 0 1 (0.5%) 0
RAER Z 5E 1 (0.5%) 0 1 (0.5%) 0
KA 1 (0.5%) 0 0 0
KIEEE 1 (0.5%) 0 0 0
-7 1 (0.5%) 1 (0.5%) 4 (1.9%) 3 (1.4%)
KIEE 1% 1 (0.5%) 0 0 0
Bt 1 (0.5%) 0 1 (0.5%) 0
mMoEE 1 (0.5%) 1 (0.5%) 0 0
B® 1 (0.5%) 1 (0.5%) 0 0
BRIAEES 1 (0.5%) 0 0 0
ik 323 1 (0.5%) 0 0 0
25MRD 1 (0.5%) 1 (0.5%) 1 (0.5%) 0
EANET S ERE 1 (0.5%) 0 1 (0.5%) 0
RIE&ES 1 (0.5%) 0 0 0
¥7 R E 1 (0.5%) 0 1 (0.5%) 0
T LUILE—ERE R 0 0 1 (0.5%) 0
RTREE 0 0 1 (0.5%) 0
EtIKiED 0 0 1 (0.5%) 0
5T 5 EE 0 0 4 (1.9%) 1 (0.5%)
B R D 0 0 3 (1.4%) 3 (1.4%)
& i 0 0 2 (0.9%) 1 (0.5%)
AR TS 0 0 1 (0.5%) 0
mBERD 0 0 1 (0.5%) 0
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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
HERRE L UVEEHBES 39 (18.1%) 1 (0.5%) 35 (16.2%) 4 (1.9%)
HEhE 19 (8.8%) 0 5 (2.3%) 0
7Y B 9 4 (1.9%) 0 3 (1.4%) 1 (0.5%)
RIS EE 3 (1.4%) 0 1 (0.5%) 1 (0.5%)
ERIEEHIE 3 (1.4%) 0 2 (0.9%) 0
A &7 B B ¢ 2 (0.9%) 0 1 (0.5%) 0
HEE RS H 1 (0.5%) 0 1 (0.5%) 0
EMEREREE 1 (0.5%) 0 3 (1.4%) 0
AR i 1 (0.5%) 0 1 (0.5%) 0
EEE 1 (0.5%) 0 0 0
TR 1 (0.5%) 0 4 (1.9%) 0
AR 1 (0.5%) 0 0 0
LR EAE 1 (0.5%) 0 2 (0.9%) 0
T 3 mh AR E 1 (0.5%) 1 (0.5%) 1 (0.5%) 0
SHEENSE IR ¥ 1 (0.5%) 0 0 0
IR R & 1 (0.5%) 0 0 0
S FEE 1 (0.5%) 0 0 0
E3)0Er 0 0 3 (1.4%) 1 (0.5%)
RAEI X 0 0 1 (0.5%) 0
BRER 0 0 1 (0.5%) 0
FAEfRERR 0 0 2 (0.9%) 0
7Y AR A R 2% 0 0 1 (0.5%) 1 (0.5%)
R 5 0 0 1 (0.5%) 0
mEERKE 0 0 1 (0.5%) 0
'R 0 0 1 (0.5%) 0
)R FHESHGRE 0 0 1 (0.5%) 0
EREREE 0 0 1 (0.5%) 0
fEgE % 0 0 2 (0.9%) 0
BH L UVREBES 6 (2.8%) 2 (0.9%) 10 (4.6%) 3 (1.4%)
BEHEES 2 (0.9%) 1 (0.5%) 5 (2.3%) 1 (0.5%)
mFR 1 (0.5%) 0 2 (0.9%) 1 (0.5%)
7 O—EEIRE 1 (0.5%) 0 0 0
ETx% 1 (0.5%) 0 0 0
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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
FR3& H Ifl 1 (0.5%) 1 (0.5%) 0 0
BEAR A 2 0 0 1 (0.5%) 0
BEHEILE 0 0 1 (0.5%) 0
$8ER 0 0 1 (0.5%) 1 (0.5%)
ARERBLUVAEEE 9 (4.2%) 0 2 (0.9%) 0
R AETIL R KSE 3 (1.4%) 0 2 (0.9%) 0
BITILAR % 3 (1.4%) 0 0 0
FER 2 (0.9%) 0 0 0
EfEtEs ZRE % 1 (0.5%) 0 0 0
FERL 1 (0.5%) 0 0 0
fE H M 1 (0.5%) 0 0 0
—f% - EHEES K VREEML
DIKEE 9 (4.2%) 2 (0.9%) 6 (2.8%) 1 (0.5%)
RIEMEFE 5 (2.3%) 2 (0.9%) 1 (0.5%) 0
BER 1 (0.5%) 0 0 0
KEEER 1 (0.5%) 0 0 0
Bak 1 (0.5%) 0 0 0
Ifn & ZE R ER AL H 1fn 1 (0.5%) 0 0 0
R ER A 1R 2% 0 0 1 (0.5%) 0
B FRIE IR 3% 0 0 1 (0.5%) 0
7] 0 0 1 (0.5%) 0
25 %ZE 0 0 1 (0.5%) 0
FE 0 0 2 (0.9%) 0
AT 0 0 1 (0.5%) 1 (0.5%)
ERERiRE 118 (54.9%) 27 (12.6%) 135 (62.5%) 56 (25.9%)
fep k1) 5+ R 45 (20.9%) 2 (0.9%) 28 (13.0%) 2 (0.9%)
FRep T R o RERE T 21 (9.8%) 1 (0.5%) 16 (7.4%) 1 (0.5%)
V=Y ILEIILEZURT T
Z—EiEm 20 (9.3%) 8 (3.7%) 37 (17.1%) 28 (13.0%)
SLE REBRD 15 (7.0%) 1 (0.5%) 8 (3.7%) 0
BHERESEEM 15 (7.0%) 2 (0.9%) 11 (5.1%) 0
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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
T7o5=ZF2/ VAT
T 7—EEmMm 14 (6.5%) 7 (3.3%) 17 (7.9%) 12 (5.6%)
TANSXUBTI/ LSV
A7z 7—E#Em 13 (6.0%) 6 (2.8%) 15 (6.9%) 12 (5.6%)
MHpFILAYVRRT7E2—E
Ehn 9 (4.2%) 1 (0.5%) 12 (5.6%) 10 (4.6%)
B kB8N 7 (3.3%) 4 (1.9%) 11 (5.1%) 5 (2.3%)
R EBBE 7 (3.3%) 1 (0.5%) 6 (2.8%) 1 (0.5%)
KELE ) REBEM 6 (2.8%) 0 3 (1.4%) 0
1) 2 NERBUR 6 (2.8%) 3 (1.4%) 8 (3.7%) 4 (1.9%)
) BB D ERFHD 6 (2.8%) 0 7 (3.2%) 0
T RAET kRt I 5 U > 5 (2.3%) 0 5 (2.3%) 1 (0.5%)
mepy L7 F=Em 5 (2.3%) 1 (0.5%) 13 (6.0%) 4 (1.9%)
bFEE B ERIE AN 5 (2.3%) 2 (0.9%) 9 (4.2%) 4 (1.9%)
ELEY REBRD 5 (2.3%) 0 4 (1.9%) 1 (0.5%)
mep A o LIEm 4 (1.9%) 1 (0.5%) 5 (2.3%) 3 (1.4%)
I+ FRFE N 4 (1.9%) 0 7 (3.2%) 0
PFEAERE 7 IEM 4 (1.9%) 1 (0.5%) 5 (2.3%) 1 (0.5%)
IR EIRE 5 &M 3 (1.4%) 0 2 (0.9%) 0
mea LRTa—LED 3 (1.4%) 0 1 (0.5%) 0
meaLRXTFa—/LEM 3 (1.4%) 0 3 (1.4%) 0
PR o M f5 1% 3 (1.4%) 0 1 (0.5%) 1 (0.5%)
FR /R B 3k P51 3 (1.4%) 1 (0.5%) 2 (0.9%) 0
I AP ELER AR K REEF R IB N 2 (0.9%) 1 (0.5%) 5 (2.3%) 3 (1.4%)
1) 2/ NBREUE N 2 (0.9%) 1 (0.5%) 0 0
SF R ERBUR 2 (0.9%) 0 8 (3.7%) 3 (1.4%)
/MR BUR A 2 (0.9%) 2 (0.9%) 2 (0.9%) 0
PP ELER BN 1 (0.5%) 1 (0.5%) 1 (0.5%) 1 (0.5%)
me Y JLE i 1 (0.5%) 0 0 0
meh T FroREE M 1 (0.5%) 0 0 0
mEET 1 (0.5%) 0 1 (0.5%) 0
PLeREAME £ & 1 (0.5%) 0 0 0
C—RIiGHEREM 1 (0.5%) 0 0 0
PFHRERE S EIEM 1 (0.5%) 0 1 (0.5%) 0
R gt 1 (0.5%) 0 0 0
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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
REFD 1 (0.5%) 0 0 0
B M ER#0RE A 1 (0.5%) 0 3 (1.4%) 1 (0.5%)
mep7ILT = ViEd 0 0 (0.9%)
mpy L7 FUoRAREF—
Y& 0 0 2 (0.9%) 0
mepy L7 F=UED 0 0 1 (0.5%) 0
me A o Ligd 0 0 1 (0.5%) 0
mEESR 0 0 1 (0.5%) 0
DERQTEE 0 0 1 (0.5%) 0
AT R Yy MRS 0 0 1 (0.5%) 0
AT+ )y MEM 0 0 1 (0.5%) 0
1) D RERE S EEM 0 0 1 (0.5%) 0
HkEsERD 0 0 1 (0.5%) 0
4 Hp Bk ERIE AN 0 0 2 (0.9%) 0
PFHERE 7 FE R 0 0 2 (0.9%) 0
HwEaRY 0 0 1 (0.5%) 0
PRI BG4 0 0 1 (0.5%) 0
B M Ek #5180 0 0 3 (1.4%) 0

BE. PEHLUVLEESHE 33 (15.3%) 3 (1.4%) 26 (12.0%) 0
BRERNBERE 9 (4.2%) 0 3 (1.4%) 0
EEERIE 4 (1.9%) 0 0 0
15 3 (1.4%) 0 2 (0.9%) 0
SMEHEH M 3 (1.4%) 0 1 (0.5%) 0
EAE e 2 (0.9%) 0 2 (0.9%) 0
ALE & H M 2 (0.9%) 1 (0.5%) 0 0
BEHEERT 2 (0.9%) 0 1 (0.5%) 0
TR T I fE 2 (0.9%) 2 (0.9%) 0 0
EmiG 1 (0.5%) 0 0 0
B R EHRIG 1 (0.5%) 0 0 0
X 1 (0.5%) 0 1 (0.5%) 0
REH 1 (0.5%) 0 2 (0.9%) 0
GEEEi=1 1 (0.5%) 0 0 0
e 1 (0.5%) 0 4 (1.9%) 0
SMERER 1 (0.5%) 0 0 0
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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

WEIZ & BESR 1 (0.5%) 0 0 0
hEEH 1 (0.5%) 0 1 (0.5%) 0
BT Mg 1 (0.5%) 0 1 (0.5%) 0
TG 1 (0.5%) 0 0 0
EEE 1 (0.5%) 0 1 (0.5%) 0
BHRMERE 1 (0.5%) 0 1 (0.5%) 0
& B Ehsts 0 0 1 (0.5%) 0
—BiLRFzDE 0 0 1 (0.5%) 0
LR 0 0 1 (0.5%) 0
B\ h i 0 0 1 (0.5%) 0
s 0 0 1 (0.5%) 0
BIREE 0 0 1 (0.5%) 0
BRDZB G 0 0 1 (0.5%) 0
Beias 0 0 1 (0.5%) 0
G 0 0 1 (0.5%) 0
EDTL/E 0 0 1 (0.5%) 0
& A ENARTE 0 0 1 (0.5%) 0
BliS 0 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_relation_52w_s_t.sas
OUT=REPORT\OUTPUT\sfy10810_ae_socpt_relation_52w_s_t_j_i.rtf (02AUG2011 - 16:50)

ARERELIORRBEFZROHEIE. THYI . THLI O2EETIT2fz. TDO55 THY | ICTERLETHIDEARBEL
DHRRBEENEETELNDLD (Related) EEYFE-T=,
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% 89 - Treatment emergent SAE (5 1 #] : 1258f§) —All treated population, SFY10810

Clopidogrel Ticlopidine
(N=215) (N=216)
Primary System Organ Class
Preferred Term n(%) All Related All Related
Any class 8 (3.7%) 1 (0.5%) 10 (4.6%) 2 (0.9%)
RS L VHFLERE 1 (0.5%) 0 3 (1.4%) 0
KIE MR 2% 1 (0.5%) 0 0 0
RN B 2% 0 0 1(0.5%) 0
MREEZE % 0 0 1 (0.5%) 0
& 0 0 1 (0.5%) 0
B, B L UHEATBHOH
EM(BRBLUVR)—T%E
) 1 (0.5%) 0 2 (0.9%) 0
B 0 0 1(0.5%) 0
BiERE 1 (0.5%) 0 0 0
RS IEREE 0 0 1 (0.5%) 0
HRREE 1 (0.5%) 0 1 (0.5%) 0
— B4R B M 4 1 (0.5%) 0 0 0
iEE 0 0 1 (0.5%) 0
D EREE 2 (0.9%) 0 1 (0.5%) 0
R AR AR 1 (0.5%) 0 0 0
L = H4EAR 1 (0.5%) 0 0 0
SHLHEE 0 0 1 (0.5%) 0
mEEE 1 (0.5%) 0 1 (0.5%) 0
FAZE M ENAREE 1L fE 0 0 1 (0.5%) 0
fa & EhARIE % 1 (0.5%) 0 0
BIaEE 0 0 1(0.5%) 1 (0.5%)
U AERER 0 0 1 (0.5%) 1 (0.5%)
I 58 4ttt 0 0 1 (0.5%) 1 (0.5%)
FFREE REE 0 0 1 (0.5%) 1 (0.5%)
FFiEE 0 0 1(0.5%) 1 (0.5%)
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Clopidogrel Ticlopidine
(N=215) (N=216)
Primary System Organ Class
Preferred Term n(%) All Related All Related
HEERB L UHEEHBES 1 (0.5%) 1 (0.5%) 0 0
1 L A7 ik R SiE 1 (0.5%) 1(0.5%) 0 0
—fE - 25EEL L VEREEM
DIKEE 0 0 1(0.5%) 0
%) 0 0 1(0.5%) 0
BE. PEFLUVNEESHHE 1 (0.5%) 0 0 0
BHEEEH 1 (0.5%) 0 0

IP: Investigational product, TEAE: Treatment emergent adverse event, 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\0VERALL\CTD_2011_01\REPORT\PGM\sfy10810_sae_socpt_relation_1st_s_t.sas
OUT=REPORT\OUTPUT\sfy10810_sae_socpt_relation_1st_s_t_j_i.rtf (20SEP2011 - 11:45)
BRBRELORRBROHTEIEX. THBYL . THL]I OD2EBETIT 27z, TO55 THYL ICHATHELDEARKREL
DEREBRMNEETEHRLED (Related) EBWYIKE- 1=,

% 90 - Treatment emergent SAE (£ H#ifE : 52 58f§) —All treated population, SFY10810

Property of the sanofi-aventis group - strictly confidential

Clopidogrel Ticlopidine

(CLOP-CLOP) (TIC-CLOP)

(N=215) (N=216)

Primary System Organ Class

Preferred Term n(%) All Related All Related
Any class 34 (15.8%) 3 (1.4%) 35 (16.2%) 5(2.3%)

RBREES K VFERAE 5 (2.3%) 0 5 (2.3%) 0

wiKEL 1 (0.5%) 0 0 0

HEHR 1 (0.5%) 0 0 0

BENR 1 (0.5%) 0 0 0

KIE MR 2% 1 (0.5%) 0 0 0

R i 1 (0.5%) 0 0 0

FHAMERER 0 0 1 (0.5%) 0

R 2% 0 0 1 (0.5%) 0

MREEZ % 0 0 1 (0.5%) 0
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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
s 0 0 1 (0.5%) 0
R EEES 0 0 1 (0.5%)
B, B K UHEATBHOH
W (BRELUVRI—T2E
) 8 (3.7%) 0 3 (1.4%) 0
tEharE 2 (0.9%) 0 0 0
Bz 2 (0.9%) 0 1 (0.5%) 0
5 32 1 (0.5%) 0 0 0
FEEEEIEES 1 (0.5%) 0 0 0
ffi oD BT E Y 1 (0.5%) 0 0 0
BiEE 1 (0.5%) 0 0 0
R4 EHE 0 0 1 (0.5%) 0
BT EREE 0 0 1 (0.5%) 0
REE L UEEEST 1 (0.5%) 0 0 0
B AR 1 (0.5%) 0 0 0
1K I #E 5 1 (0.5%) 0 0 0
& M A EEUE K 1 (0.5%) 0 0 0
AHEE 1 (0.5%) 0 0 0
3 D 1 (0.5%) 0 0
IR REE 2 (0.9%) 0 6 (2.8%) 1 (0.5%)
— 18 P A i I F& 4 2 (0.9%) 0 1 (0.5%) 0
BEHEANKE 0 0 1 (0.5%) 0
fRidE 3E 0 0 1 (0.5%) 0
EERAEE 0 0 1 (0.5%) 0
ZEhOHm4E 0 0 1 (0.5%) 1 (0.5%)
SUTHEE 0 0 1 (0.5%) 0
I 4% P4 A A 25 0 0 1 (0.5%) 0
ARfEE 0 0 1 (0.5%)
HRE 0 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
BB LURKES 1 (0.5%) 0 1 (0.5%) 0
ElERMESH FE LY 1 (0.5%) 0 0 0
FEL DA ACIE TR o JA 0 0 1 (0.5%) 0
DEREE 6 (2.8%) 0 5 (2.3%) 0
D EHED 0 0 1 (0.5%) 0
BILME 1 (0.5%) 0 0 0
TR ELDE 2 (0.9%) 0 0 0
IDF£ 0 0 1 (0.5%) 0
10 RE I 1 (0.5%) 0 0 0
T AR AR 1 (0.5%) 0 0 0
L= MSERR 1 (0.5%) 0 0 0
SHDFHEE 0 0 1 (0.5%) 0
dEAREAZE 0 0 1 (0.5%) 0
AR LIRS 0 0 1 (0.5%) 0
mEEE 2 (0.9%) 0 2 (0.9%) 0
BAZE M BN ARAE 1L AiE 0 0 1 (0.5%) 0
% B Bk %2 2 (0.9%) 0 0 0
KENARAZ Bt 0 0 1 (0.5%) 0
MR ER. MIERE & UHEfRIEE 0 0 3 (1.4%) 1 (0.5%)
5\ 0 0 1 (0.5%) 0
&t Ak B 0 2 (0.9%) 1 (0.5%)
BIaEE 9 (4.2%) 1 (0.5%) 4 (1.9%) 1 (0.5%)
R —7 2 (0.9%) 0 1 (0.5%) 0
Om% 1 (0.5%) 0 0 0
R 1 (0.5%) 0 0 0
HEALZ=T 2 (0.9%) 0 0 0
B imHm 1 (0.5%) 1 (0.5%) 0 0
PAEAZE 1 (0.5%) 0 0 0
AERER 1 (0.5%) 0 0 0
ATP9 s fn 0 0 1 (0.5%) 0
Vs AEXRE% 0 0 1 (0.5%) 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
Ifn {58 45k Sttt 0 1 (0.5%) 1 (0.5%)
A LT 0 0 1 (0.5%) 0
FFREE RIEE 3 (1.4%) 0 2 (0.9%) 1 (0.5%)
GER$ 1 (0.5%) 0 0 0
BB fiE 1 (0.5%) 0 0 0
fFha 1 (0.5%) 0 0 0
FFiESE 0 0 2 (0.9%) 1 (0.5%)
MERRB L UVESHEBES 1 (0.5%) 1 (0.5%) 2 (0.9%)
T A b AR E 1 (0.5%) 1 (0.5%) 1 (0.5%)
BRx 0 0 1 (0.5%)
BB L UREES 1 (0.5%)
7 O—EEIRE 1 (0.5%)
R FVIEREE 0 1 (0.5%) 0
BRI BRAB KA 1 (0.5%)
—f% - £EEEEL LI UREEML
DKEE 2 (0.9%) 1 (0.5%)
%) 1 (0.5%) 0
IDZERTE 0 1 (0.5%) 1 (0.5%)
SE. PERLUVNEEHHE 3 (1.4%) 1 (0.5%) 4 (1.9%) 0
BHEEEH 1 (0.5%) 0 0 0
BT AE 1 (0.5%) 1 (0.5%) 0 0
BHEMERFE 1 (0.5%) 0 1 (0.5%) 0
—BitkFRPE 0 0 1 (0.5%) 0
hias 0 0 1 (0.5%) 0
mEHBBARE 0 0 1 (0.5%) 0

IP: Investigational product, TEAE: Treatment emergent adverse event, 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
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PGM=PRODOPS\SR25990\OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_sae_socpt_relation_52w_s_t.sas
OUT=REPORT\OUTPUT\sfy10810_sae_socpt_relation_52w_s_t j i.rtf (20SEP2011 - 11:54)

BEBRELIOREEROHEE. THYL . THLI O2BETIT2 7z, TO35 [HY ) ICHETEILDEARBEL
DARRBEENEETELNDLD (Related) EEYFE-T=,
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% 91 - Treatment emergent SAE ZH I L -EGIOAEELR—E (24 : 52:8M) —All treated population. SFY10810

5B i
= = HAm KR Bs
BrEH EHES A ®h  FE AEBR° (8) Bk EHEE ER HiL  EE
CLOP-CL 001 Asian/Orie M 64 $ERE (E) D14 2 No Mild No No Recovered
OP ntal
i (BE) D-- No Mild No No Recovered
#EIE 2% (E) D134 No Mild No No Recovering
¥EPR R MRRSE (E) D142 No Mild No No Not recovered
Reh 7 R85 (E) D197 121 No Mild No No Recovered
BEBRESEEM (E) D197 57 No Mild No No Recovered
SMREEX (E) D252 3 No Mild No No Recovered
E (E) D269 No Moderate No No
D311 53 No Moderate Yes No Recovered
2MHEEL (E) D304 8 No Mild No No Recovered
FREDRIE (P) D324 7 No Mild No No Recovered
CLOP-CL 002* Asian/Orie M 80 7 O—EEEE (E) D27 No Severe No Yes
OP ntal
D209 No Severe Yes Yes Not recovered
IETY (E) D31 42 No Mild No No Recovered
i (E) D42 <1 Yes Mild No No Recovered
KHEMZE (E) D72 No Mild No No Recovering
Rep T Fo%EmsE (E) D85 113 No Mild No No Recovered
% S5 EJE (F) D187 26 No Mild No No Recovered
CLOP-CL 004* Asian/Orie M 63 VisREAME LS (E) D16 12 No Mild No No Recovered
OP ntal
580 (E) D16 12 No Mild No No Recovered
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®E-E ki
e = OHE BR #E
BrEH EHES IN: | ®H  Fk AEERS (8) Bk =EEE BEE it KR
ILEMHE (E) D146 Yes Mild No No Recovering
y=YJ LRI )L+ZR D198 57 No Mild No No Recovered
7z 5—E#Em (E)
PFERERERIE N (E) D198 57 No Mild No No Recovered
FReh 7 Ko #&51 (E) D198 169 No Mild No No Recovered
BTk (E) D366 17 No Mild No No Recovered
R ZEBBH (E) D366 26 No Mild No No Recovered
DA% (E) D380 No Severe No No
LAZE (P) D382 No Severe Yes No Recovering
BT £ (E) D380 No Severe No No
BE£ (P) D382 9 No Severe Yes No Recovered
7ILa—)LERFESE (E) D380 22 No Moderate No No Recovered
CLOP-CL 005* Asian/Orie  F 79 KIEMZE (E) D-- Yes Mild No No Recovered
OP ntal
R4 BAETE (E) D25 19 No Mild No No Recovered
St (E) D36 <1 No Mild No No Recovered
f&%& (E) D40 <1 No Mild No No Recovered
F=E (E) D-- No Mild No No Not recovered
BEREE (E) D-- No Mild No No Not recovered
fEHm (E) D148 7 No Mild No No Recovered
REMZE (E) D-- Yes Mild No No Not recovered
SR (E) D326 No Moderate No Yes
D333 68 No Moderate Yes Yes Recovered
BEE % (E) D326 No Moderate No Yes
D333 68 No Moderate Yes Yes Recovered
EAMERE X (E) D334 35 No Mild No No Recovered
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®H-E i
e = OHE BR #E
BrEH EHES IN: | %5 FEw FHIEBER® (8) Bk =EEE BEE it KR
CLOP-CL 006* Asian/Orie M 76 iz (E) D16 2 Yes Mild No No Recovered
OoP ntal
FERFmMHE—2—0oOsxF D120 No Mild No No Not recovered
—(E)
EmiEEERESEL (E) D256 3 No Moderate Yes No Recovered
fik#EZE (E) D256 Yes Mild No No Not recovered
BAEE (E) D-- No Severe No No
D365 No Severe Yes No Not recovered
1K I #55E (E) D364 No Moderate No No
D365 100 No Moderate Yes No Recovered
HEBSE (E) D366 No Moderate No No Recovering
CLOP-CL 007* Asian/Orie M 73 =EYREQRD (E) D92 106 No Mild No No Recovered
OP ntal
BMEL (E) D121 No Moderate No No
D124 15 No Moderate Yes No Recovered
HENARIMAZSE (E) D294 58 No Mild No No Recovered
OR#% (E) D311 No Moderate No No
D312 27 No Moderate Yes No Recovered
OPERE I (E) D312 26 No Mild No No Recovered
CLOP-CL 008* Asian/Orie M 63 REEfE (E) D137 No Moderate Yes No Not recovered
OP ntal
B# (E) D143 No Mild No No Not recovered
—@MRKELRE (E) D157 No Mild Yes No Not recovered
—BMNMEmRE (E) D169 43 No Moderate Yes No Recovered
ALEH I (E) D185 <1 No Moderate No No Recovered
S (E) D186 <1 Yes Mild No No Recovered

Property of the sanofi-aventis group - strictly confidential Page 169



276 BELZDHEDE LD
SR25990C - ¥ O F K4 L LE:EsIE PAD

2R-E i
e = e BER BE
BE#R EHES PN | %A Fiy FEBR® (8) BEk EEE BEE i &
B8%& (E) D203 15 No Mild No No Recovered
CLOP-CL 010* Asian/Orie F 79 BERIEEERESH ELN(E) D16 130 No Mild No No Recovered
OP ntal
PEIEEE (E) D24 20 No Mild No No Recovered
BERE 2% (E) D66 8 No Mild No No Recovered
FANZXUBE7=/ + D85 64 No Mild No No Recovered
SURTzT—EEM
(E)
RREERLIME (E) D252 No Severe No No
D271 60 No Severe Yes No Recovered
EHARIEZRE (E) D274 No Mild No No Not recovered
K (P) D300 5 No Moderate No No Recovered
SRR (P) D300 5 No Moderate No No Recovered
KRIEHZE (P) D305 No Moderate No No Recovering
SLEYREDRLD (P) D316 50 No Mild No No Recovered
CLOP-CL 011= Asian/Orie M 75 REEMHH 2 (E) D27 No Severe No No
OP ntal
D29 31 No Severe Yes No Recovered
B (E) D28 8 Yes Mild No No Recovered
IDEHE (E) D30 No Moderate No No Recovering
DEME (E) D30 No Moderate No No Recovering
v—7 LA ISR D34 5 No Mild No No Recovered
7z 5—E#Em (E)
75— -F73/) 5> D34 24 No Mild No No Recovered
A7z 5—E#Em )
=AY o LmE (E) D34 No Mild No No Recovering
DA EE I (E) D108 No Severe Yes Yes Fatal
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®H-E ki
e = e BER BE
BrEH EHES IN: | %5 FEw FHIEBER® (8) Bk EEE BEE i &
CLOP-CL 012* Asian/Orie M 66 LE (E) D-- No Moderate No Yes
OP ntal
BIME (P) D348 No Moderate Yes Yes Recovered
FEFR IR WAIRIE (E) D347 No Mild No No Not recovered
CLOP-CL 013* Asian/Orie M 67 me kY5 )+) FiEm D29 286 No Mild No No Recovered
oP ntal (E)
BEZEINEERE (E) D84 No Moderate No No
D161 No Moderate Yes No Recovering
SLEYRERRELD (E) D141 50 No Mild No No Recovered
SHhEYREAFD (E) D253 55 No Mild No No Recovered
fEIR T IAE (E) D303 Yes Moderate No Yes
D310 15 Yes Moderate Yes Yes Recovered
BRMNBEHRES (BE) D309 <1 No Mild No No Recovered
mep k)5 )&1) F#Em D370 No Mild No No Not recovered
(P)
SE) REAQRELD (P) D370 No Mild No No Not recovered
CLOP-CL 014* Asian/Orie M 74 +FREER%E (E) D196 No Mild No No Recovering
OP ntal
EREDRIE (E) D252 8 No Mild No No Recovered
fPAZE (E) D317 14 No Severe Yes No Recovered
#HEBARY—7 (E) D322 100 No Mild No No Recovered
CLOP-CL 015* Asian/Orie M 82 TR &RAR (E) D15 8 No Moderate Yes No Recovered
OP ntal
CLOP-CL 016* Asian/Orie M 71 FEIMESHEL (E) D11 5 No Mild No No Recovered
OP ntal
TS/ 52 D29 169 Yes Mild No No Recovered
A7z 75—EEm(E)
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2R-E i
e = e BER BE
BE#R EHES PN | %A Fiy FEBR® (8) Bk EEE BEE i &
SEYREAFLD (E) D29 57 Yes Mild No No Recovered
w=iEE (E) D131 <1 No Moderate No No Recovered
MEFZHI (E) D131 <1 Yes Moderate No No Recovered
1) D INBREUE A (E) D197 64 Yes Mild No No Recovered
T4 (E) D210 6 No Mild No No Recovered
BHEMEFE (E) D218 No Moderate No Yes
D232 22 No Moderate Yes Yes Recovered
RREEHIME (E) D233 No Moderate No No
D241 10 No Moderate Yes No Recovered
tifE (P) D248 3 No Mild No No Recovered
CLOP-CL 017* Asian/Orie M 82 BiE%E (E) D51 No Moderate No Yes
OP ntal
D64 No Moderate Yes Yes Not recovered
FReh 7 Ko %51 (E) D57 29 No Mild No No Recovered
{E7#B (E) D67 No Mild No No Not recovered
Zi8iE (P) D79 2 No Mild No No Recovered
BAGEE (P) D81 No Mild No No Not recovered
T4 (P) D81 <1 No Mild No No Recovered
mepaLx5FAa—)LiE D85 No Mild No No Not recovered
n (P)
ELLEYRESEM (P) D85 No Mild No No Not recovered
CLOP-CL 018* Asian/Orie M 69 MRELEE. wEAAR D29 No Mild No Yes Not recovered
OoP ntal BH (E)
® AR (E) D30 56 No Moderate No No Recovered
BERLE (E) D134 53 No Moderate Yes No Recovered
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P Frig
e = OHE BR #E
BrRE® EFIES IN: | ®H  Fk AEERS (8) Bk =EEE BEE Hi R
me kYY) FiEm D134 64 No Mild No No Recovered
(E)
wIFE%E (E) D144 5 No Moderate No No Recovered
AORERE M (E) D144 <1 No Mild No No Recovered
CLOP-CL 019* Asian/Orie M 66 HBEALZ=T (E) D95 No Moderate No No

OoP ntal

D170 110 No Moderate Yes No Recovered

BT (E) D170 29 No Mild No No Recovered

B E % (E) D186 No Mild No No Recovering

CLOP-CL 020* Asian/Orie M 68 % (E) D44 No Mild No No Recovering
OP ntal

FEIMEHEL (E) D117 249 No Mild No No Recovered

s (E) D158 208 No Mild No No Recovered

EERESHFEL (E) D248 3 No Moderate Yes No Recovered

CLOP-CL 021~* Asian/Orie M 83 1) 2 INERBUR A (E) D29 15 No Mild No No Recovered
OP ntal

& (E) D52 7 No Mild No No Recovered

merfRIEEM (E) D57 29 No Mild No No Recovered

FRE&R: (E) D85 140 No Mild No No Recovered

EEARIEE (E) D222 No Mild No No

TEERIEZE (P) D244 51 No Mild Yes No Recovered

m/pIRECE L (P) D252 8 No Mild No No Recovered

mep7 I 5—+E#EmP) D252 6 No Mild No No Recovered

CLOP-CL 022* Asian/Orie M 70 —BMRMEmFEE (E) D47 8 No Moderate Yes  No Recovered
OP ntal

EiE (BE) D47 2 No Mild No No Recovered

B (E) D255 57 No Mild No No Recovered
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®H-E ki
e = OHE BR #E
BrEH EHES IN: | %5 FEw FHIEBER® (8) Bk =EEE BEE it KR
AEFEm (E) D294 10 No Mild No No Recovered
CLOP-CL 023* Asian/Orie M 78 THFRZEEY (E) D4 3 No Mild No No Recovered
OP ntal
TR R ARIE (E) D58 Yes Moderate No Yes
D61 28 Yes Moderate Yes Yes Recovered
Mm/MREGE A (E) D61 3 Yes Mild No No Recovered
FANSFEFUBT7I/ + D61 13 Yes Mild No Yes Recovered
VRIS —EEM
(E)
7S—_F3/) S5 D62 24 Yes Mild No Yes Recovered
A7z 7—EEm(E)
1) U NBREUR D (E) D65 3 Yes Mild No No Recovered
WFESBREIE N (E) D65 21 Yes Mild No No Recovered
& ZE R ER4L i (E) D70 2 No Mild No No Recovered
IR MEERAT (P) D85 No Mild No No
D169 111 No Mild Yes No Recovered
2% (P) D108 5 No Mild No No Recovered
BEH (P) D235 32 No Mild No No Recovered
2 (P) D-- No Moderate No No
D311 No Moderate Yes No Recovered
CLOP-CL 024* Asian/Orie M 84 REEE LrmEigsr D57 No Mild No No Not recovered
OoP ntal B (E)
g% (E) D314 No Mild No No
D368 No Mild Yes No Recovering
CLOP-CL 025* Asian/Orie M 70 s (E) D13 17 No Mild No No Recovered
OP ntal
BEERIE1S (E) D28 16 No Mild No No Recovered
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2R-E i
e = e BER BE
BE#R EHES PN | %A Fiy FEBR® (8) BEk EEE BEE i &
FEFRIRWAIRIE (E) D89 No Mild No No Not recovered
HEEH M (E) D89 <1 No Mild No No Recovered
Bi&% (E) D197 No Mild No No Not recovered
R ZEBBE (E) D201 165 No Mild No No Recovered
WRHERERX (E) D203 No Mild No No Not recovered
FRAINSFUBE7I/ ~ D253 61 No Mild No Yes Recovered
SURTzT—EHEM
(E)
FS5=—_F3/) 52 D253 61 No Mild No Yes Recovered
A7 5—EH#Em (E)
mep 3 Bk =lERlE D253 49 No Mild No No Recovered
i (E)
mea7)ILhYRRXRT774 D253 63 No Mild No No Recovered
—EH#&m (E)
maLXFOo—/LjE D253 61 No Mild No No Recovered
L (E)
EHLEY REBRMD (E) D253 61 No Mild No No Recovered
t&aE (E) D285 No Moderate No No
D292 44 No Moderate Yes No Recovered
V=Y ILEZZ)LESR D285 31 No Mild No No Recovered
2z 5—E#Em(E)
ELLE Y RESEM (E) D313 53 No Mild No No Recovered
CLOP-CL 026* Asian/Orie M 69 SEEYREARLD (E) D29 57 No Mild No No Recovered
OP ntal
mep kY51 FiEm D57 29 No Mild No No Recovered
(E)
7B EARIR%Z (E) D141 No Mild No No
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IH . 28 ﬁﬁ
RRE um mm 85
BE#R EHES PN | %A Fiy FEBR® (8) BEk EEE BEE i &
D148 25 No Mild Yes No Recovered
SLEYREARLD (E) D197 57 No Mild No No Recovered
mep k)51 FiEm D197 57 No Mild No No Recovered
(E)
CLOP-CL 027* Asian/Orie M 58 #EBRY—7 (BE) D295 2 No Mild Yes No Recovered
OP ntal
CLOP-CL 028* Asian/Orie M 82 REMERE (E) D90 8 No Mild No No Recovered
OP ntal
mp R EERR/k=EERE D92 50 Yes Mild No No Recovered
fn (E)
2MFEEX (E) D133 8 No Mild No No Recovered
EiE (BE) D177 16 No Mild No No Recovered
£MFEEX (E) D258 4 No Mild No No Recovered
SMREEX (E) D289 8 No Mild No No Recovered
fDBHEFHEY (E) D295 No Severe No No
D321 60 No Severe Yes No Recovered
FEEOHEL (E) D297 5 Yes Mild No No Recovered
CLOP-CL 029* Asian/Orie M 74 L EH5EAR (E) D14 No Moderate No Yes
OP ntal
D37 37 No Moderate Yes Yes Recovered
CLOP-CL 030* Asian/Orie M 75 HIKAER (E) D162 No Mild No No
OP ntal
D166 49 No Mild Yes No Recovered
CLOP-CL 031* Asian/Orie M 71 £Hm (E) D3 <1 No Mild No No Recovered
OP ntal
& B #iREZE (E) D21 No Moderate No No
D36 19 No Moderate Yes No Recovered
BT IfE (E) D38 20 No Mild No No Recovered
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®E-E ki
e = OHE BR #E
BrEH EHES IN: | %5 FEw FHIEBER® (8) Bk =EEE BEE Hi R
CLOP-CL 032* Asian/Orie M 84 #w&A (E) D3 11 No Mild No No Recovered
OoP ntal
S[EX % (E) D92 9 No Mild No No Recovered
E# (E) D152 18 No Mild No No Recovered
L SEDRIE (E) D172 8 No Mild No No Recovered
BIIZER % (E) D188 7 No Mild No No Recovered
1% (E) D224 No Moderate No No
D230 14 No Moderate Yes No Recovered
IHEE % (E) D288 13 No Mild No No Recovered
#E % (E) D319 4 No Mild No No Recovered
wHIREZ (E) D344 7 No Mild No No Recovered
f#2%E (E) D350 No Mild No No Recovering
R —T (E) D368 No Mild No No Recovering
fmEEZE (E) D368 No Mild No No Not recovered
HHAS/—R(E) D368 No Mild No No Not recovered
S IE (E) D369 No Mild No No Recovering
CLOP-CL 034* Asian/Orie M 75 MEREE (E) D-- No Mild No No Not recovered
OP ntal
REMZE (E) D-- No Mild No No Recovered
me kS Y& R D85 114 No Mild No No Recovered
(E)
RRAET Lhim/EiEsk D85 114 No Mild No No Recovered
B (E)
&% (E) D142 No Mild No No Not recovered
BLLEY REBRD (E) D142 57 No Mild No No Recovered
BEREEES (E) D198 169 No Mild No No Recovered
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2R-E i
e = e BER BE
BE#R EHES PN | %A Fiy FEBR® (8) BEk EEE BEE i &
EE % (E) D217 30 No Mild No No Recovered
Bz (E) D-- No Severe No Yes
D310 No Severe Yes Yes Recovered
BEHm (E) D-- Yes Severe No Yes
D310 Yes Severe Yes Yes Recovered
BLLE ) RERREL (E) D247 120 No Mild No No Recovered
HEX (E) D315 No Severe No No
D316 16 No Severe Yes No Recovered
ILEME (E) D318 No Moderate No No Recovering
KiGE (P) D334 53 No Severe Yes No Recovered
7o5=-F732/) 5> D366 3 No Mild No No Recovered
A7z 5—E#EmP)
CLOP-CL 035* Asian/Orie M 66 me rySgy+1) Rt D57 29 No Mild No No Recovered
OP ntal (E)
FReh 7 Ko #&51 (E) D85 113 No Mild No No Recovered
me kY5 )+1) FKiEm D141 57 No Mild No No Recovered
(E)
HRZHEEIM (E) D197 169 No Mild No No Recovered
{EE b5 (E) D274 121 No Mild No No Recovered
IEREBKE 2 &M (E) D281 22 No Mild No No Recovered
R —7 (E) D295 No Mild No No
D302 28 No Mild Yes No Recovered
&% (E) D295 No Mild No No
D302 28 No Mild Yes No Recovered
Rep T FoREmGE (E) D365 30 No Mild No No Recovered
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IH . 28 ﬁﬁ
RRE um mm 85
BE#R EHES PN | %5 FEw FHIEBER® (8) Bk EEE BEE i &
CLOP-CL 036%* Asian/Orie M 73 HABAIILZ=T (E) D236 18 No Mild No No Recovered
OP ntal
HAEANILZ=T (E) D310 11 No Moderate Yes No Recovered
EExtEHFE LY (E) D348 18 Yes Mild No No Recovered
CLOP-CL 037* Asian/Orie M 71 BREE. LhimEigsk D85 113 No Mild No No Recovered
OP ntal B (E)
3 D% (E) D86 No Moderate No No
D97 110 No Moderate Yes No Recovered
CLOP-CL 038* Asian/Orie M 76 WA M (E) D9 258 Yes Mild No No Recovered
OP ntal
v=J a2 +T R D29 225 No Mild No No Recovered
2z 5—E#EmE)
2/ (E) D134 No Moderate No No
D220 129 No Moderate Yes No Recovered
TFANSFEUBT7I/ + D244 10 No Mild No No Recovered
SURT7zS—EHEM
(E)
FS5=--F=3/) 52 D244 10 No Mild No No Recovered
A7z 7—EEmE)
BIILRRSE (E) D363 No Mild No No Not recovered
mFR (E) D363 29 No Mild No No Recovered
&% (E) D364 6 No Mild No No Recovered
CLOP-CL 039* Asian/Orie M 82 ME R 2 (E) D258 No Moderate No No
OP ntal
D264 18 No Moderate Yes No Recovered
me7ILhYRRT745 D262 105 No Mild No No Recovered
—+t1&m (E)
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P Fri
e = e BER BE
BE#R EHES PN | %A Fiy FEBR® (8) Bk EEE BEE i &
meEY)LE iEm(E) D262 7 No Mild No No Recovered
FANSKEUEET7I/ b D264 8 No Mild No No Recovered
SR 5—EHEM
(E)
FS5S=—U-F=2/) 5> D264 40 No Mild No No Recovered
A7z 75—EEm(E)
V=LA ISR D264 40 No Mild No No Recovered
7z 5—E#m (E)
ELLE ) RESRD (E) D303 92 No Mild No No Recovered
£1REE 2 (E) D341 12 No Mild No No Recovered
CLOP-CL 040~ Asian/Orie  F 87 BEHEEEH (E) D2 No Moderate No No
OP ntal
D7 43 No Moderate Yes No Recovered
mep cyS )+ KiEm D17 15 No Mild No No Recovered
(E)
mep7)Lh)RRXT774 D17 43 No Mild No No Recovered
—E#&m (E)
TIC-CLOP 101* Asian/Orie M 76 U RS (E) D32 Yes Moderate No Yes
ntal
D33 30 Yes Moderate Yes Yes Recovered
m{EHEH (E) D32 Yes Moderate No Yes
D33 7 Yes Moderate Yes Yes Recovered
1K M #EAE (E) D35 <1 No Mild No No Recovered
TIC-CLOP 102 Asian/Orie M 66 &t (E) D2 No Mild No No Not recovered
ntal
T (E) D2 No Mild No No Not recovered
BHEEES (E) D53 No Mild No No Not recovered
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P Fri
e = e BER BE
BE#R EHES PN | %A Fiy FEBR® (8) BEk EEE BEE i &
FARANSXUET7I/ + D56 33 Yes Mild No No Recovered
SURTzS—EHEmM
(E)
SLLEYREARD (E) D56 No Mild No No Not recovered
mey L7 FoRRAKR+F D70 19 No Mild No No Recovered
+—+E#Em (E)
FAZEMEIARIEILAE (E) D84 No Moderate Yes No Not recovered
—BILRFFE (E) D88 No Severe Yes No Fatal
B85 (E) D88 No Moderate No No Not recovered
TIC-CLOP 103* Asian/Orie M 78 BEBRHSEEM (E) D41 45 No Mild No No Recovered
ntal
S2HDHIEE (BE) D72 33 No Severe Yes Yes Recovered
meAHyHLtEmE) D85 15 No Mild No No Recovered
TIC-CLOP 104* Asian/Orie M 74 FReh 7 Ko #E51% (E) D85 No Mild No No Not recovered
ntal
HRNE (E) D236 No Moderate No No
D271 87 No Moderate Yes No Recovered
MRS (E) D251 No Mild No No Not recovered
TIC-CLOP 106* Asian/Orie M 61 yv=YJ a2z +TR D15 183 Yes Mild No Yes Recovered
ntal 7 5—+E1#Em (E)
mep7ILh) X774 D85 113 Yes Mild No No Recovered
—+t1&m (E)
FS5=—F3/) 5> D141 57 No Mild No No Recovered
A7z 7—EEmP)
FANSKXUBETI/ + D141 57 No Mild No No Recovered
SURITzo—EEM
(P)
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®H-E ki
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BrEH EHES IN: | %5 FEw FHIEBER® (8) Bk =EEE BEE it KR
EE % (P) D237 3 No Mild No No Recovered
IDZEMSERR (P) D301 No Moderate No No
D303 No Moderate Yes No Recovering
EEbE (P) D305 5 No Mild No No Recovered
TIC-CLOP 107* Asian/Orie M 74 yv—J a5 R D29 120 Yes Mild No Yes Recovered
ntal 7z 5—+F#Em (E)
iRz (P) D155 No Moderate No No
D197 No Moderate Yes No Not recovered
TIC-CLOP 108* Asian/Orie M 63 ZESRBE (E) D144 Yes Severe Yes Yes Fatal
ntal
TIC-CLOP 110* Asian/Orie M 66 AW% (E) D15 Yes Mild No No Recovering
ntal
RIEEEEIR % (E) D26 40 No Mild No No Recovered
& (BE) D37 No Moderate No No
D40 29 No Moderate Yes No Recovered
%8 (E) D42 24 No Mild No No Recovered
RIEH M (E) D80 7 Yes Mild No No Recovered
SEMIMEEERMEH FE LN (E) D185 62 No Moderate Yes No Recovered
me cyS Y+ FiEmn D197 50 No Mild No No Recovered
(E)
TIC-CLOP 111* Asian/Orie M 80 R 2 AEI%EE (E) D28 No Moderate No No
ntal
D174 219 No Moderate Yes No Recovered
Fr#aeEE (E) D43 43 No Mild No No Recovered
2% (E) D120 17 No Mild No No Recovered
Bfi~NILRX (E) D-- No Mild No No Recovered
=i (E) D217 7 No Mild No No Recovered
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2 -E i
e = OHE AR BE
BE#R EHES PN | %A Fiy FEBR® (8) BEk EEE BEE i &
EALMERE X (E) D218 29 No Mild No No Recovered
HREF RIS (E) D322 <1 No Mild No No Recovered
TIC-CLOP 112* Asian/Orie M 74 RS LhumEisEt D29 113 Yes Mild No No Recovered
ntal B (E)
RHEEES (E) D236 No Severe No No
D241 18 No Severe Yes No Recovered
TIC-CLOP 113* Asian/Orie M 84 BE &% (E) D-- Yes Mild No No Recovering
ntal
$8FR (E) D43 Yes  Mild No No Recovering
V=Y ILBI ISR D43 92 Yes Mild No No Recovered
7z 5—+EH#m (E)
1) BB A (E) D253 155 Yes Mild No No Recovered
ZFHERER (E) D301 No Severe No Yes
D302 107 No Severe Yes Yes Recovered
TIC-CLOP 114% Asian/Orie F 85 v—JILAI )5 R D16 183 Yes Mild No No Recovered
ntal 7z 5—E#Em(E)
REPR (E) D55 32 No Mild No No Recovered
L EHiZRE (E) D139 No Mild No No Not recovered
IEERA IR (E) D162 37 No Mild No No Recovered
& (E) D223 No Severe No No
D224 No Severe Yes No Not recovered
DAL (E) D224 No Severe Yes No Fatal
EEMEMERNREE (P) D274 No Severe Yes No Fatal
ZiEsTr = (P) D274 No Severe Yes No Fatal
T FOBRERKSE (P) D275 No Severe Yes No Fatal
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2R-E i
e = e BER BE
BE#R EHES PN | %A Fiy FEBR® (8) BEk EEE BEE i &
TIC-CLOP 116> Asian/Orie M 80 HLE (E) D162 No Moderate No No
ntal
WIlE (P) D163 17 No Moderate Yes No Recovered
ILEAIEE (E) D162 No Mild No No Not recovered
HIREAREAZE (P) D345 No Mild No No Not recovered
TIC-CLOP 117+ Asian/Orie M 69 mesy L7F=-#Em D9 21 No Mild No No Recovered
ntal (E)
mer A1) o LM (E) D11 6 No Mild No No Recovered
Mz tERIEEE (E) D187 No Moderate No Yes
D188 No Moderate Yes Yes Recovering
S99 F1EE (E) D188 No Mild No No Not recovered
TIC-CLOP 118* Asian/Orie M 68 RENREERE (E) D168 No Moderate No No
ntal
D170 No Moderate Yes No Recovering
KRIESPRAERE (E) D168 <1 No Mild No No Recovered
TIC-CLOP 119% Asian/Orie M 83 IXiEE (E) D71 No Severe No Yes
ntal
D79 No Severe Yes Yes Fatal
Fh@OHMmMM4EZEIE (E) D90 Yes Severe Yes No Fatal
TIC-CLOP 121* Asian/Orie M 61 mees L7F=_Em D29 Yes Mild No No Recovering
ntal (E)
yv=JILAa2 )T R D43 400 Yes Mild No Yes Recovered
75— m (E)
RSBk EIE N (E) D43 43 No Mild No No Recovered
BRI EEE (E) D-- No Mild No No Not recovered
mEBHIRE (E) D316 56 No Mild Yes No Recovered
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BrEH EHES IN: | ®H  Fk AEERS (8) Bk =EEE BEE it KR
TIC-CLOP 122* Asian/Orie M 78 7572/ 5> D15 15 No Mild No No Recovered
ntal A7z 5—E#EmE)
FANSKEUEBEEF7I/ + D15 15 No Mild No No Recovered
VRIS —EEM
(E)
WlME (E) D29 15 No Mild No No Recovered
FS5=—-F=2/) k5> D85 50 No Mild No No Recovered
A7z Z5—EEm(E)
FANSKEUEBEEF7I/ + D85 50 No Mild No No Recovered
VRIS —EEM
(E)
ILEM#E (E) D-- No Mild No No Recovered
ILEME (E) D281 20 No Moderate No No Recovered
DA% (E) D283 No Moderate No No Recovering
ERMHKIEE (E) D283 153 No Severe Yes Yes Recovered
it (E) D284 8 No Moderate No No Recovered
R=IAL (P) D300 2 No Mild No No Recovered
2% (P) D315 3 No Mild No No Recovered
TIC-CLOP 123* Asian/Orie M 76 B% (E) D102 47 No Moderate Yes No Recovered
ntal
FiEE (E) D106 No Mild No No
D109 22 No Mild Yes No Recovered
TIC-CLOP 124* Asian/Orie M 71 LSGERE (E) D7 16 No Mild No No Recovered
ntal
MzEEZ=2¢ (E) D15 8 No Moderate Yes No Recovered
Y oN\BRBESERLD (E) D15 15 No Mild No No Recovered
BEETESE (E) D29 No Mild No No Not recovered
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®H-E ki
e = OHE BR #E
BrEH EHES IN: | ®H  Fk AEERS (8) Bk =EEE BEE it KR
JoNBKESEFLD (E) D57 29 No Mild No No Recovered
Bz (E) D60 No Moderate No No
D81 65 No Moderate Yes No Recovered
& (E) D117 8 No Mild No No Recovered
BIRfE (E) D123 No Mild No No Not recovered
£MFEEL (E) D134 23 No Mild No No Recovered
TIC-CLOP 125*% Asian/Orie M 80 IEEARE (E) D1 2 No Mild No No Recovered
ntal
ERTAIKE (BE) D197 3 No Moderate Yes No Recovered
TIC-CLOP 126% Asian/Orie F 72 RS (B) D5 No Moderate No Yes
ntal
D62 No Moderate Yes Yes Fatal
TIC-CLOP 128* Asian/Orie M 54 AT P i (E) D-- No Moderate No No
ntal
D141 No Moderate Yes No Recovered
TIC-CLOP 129* Asian/Orie M 60 y—J a3 R D15 No Mild No No Recovering
ntal 7z 5—+#Em (E)
BHEMERAZE (E) D179 10 No Moderate Yes No Recovered
KT ImfE (E) D183 11 No Mild No No Recovered
S8R (E) D193 14 No Mild No No Recovered
BHEMERZE (P) D206 20 No Moderate Yes No Recovered
HE K (P) D208 No Moderate No No Recovering
Y& &R M (P) D208 <1 No Moderate No No Recovered
TIC-CLOP 130* Asian/Orie M 77 EIMHXEZ% (E) D335 27 No Moderate No No Recovered
ntal
* LT (E) D340 2 No Moderate Yes No Recovered
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®E-E ki
e = oHm RER =5
B’58% EHIES A& %R  FE AFER® (8) Bk =EEE EEX w1t EE
TIC-CLOP 131% Asian/Orie M 67 . (E) D10 2 No Mild No No Recovered
ntal

HIBER P (E) D12 12 Yes Mild No Yes Recovered
&% (E) D27 No Mild No No

D-- 71 No Mild Yes No Recovered
% (P) D29 4 No Mild No No Recovered

TIC-CLOP 132% Asian/Orie M 71 IR AREE (E) D-- No Mild No No Not recovered
ntal

fHig 5 - M (E) D-- No Mild No No Not recovered
MR (E) D-- No Mild No No Not recovered
EEHEE % (E) D-- No Mild No No Not recovered
BEHEILIE (E) D-- No Mild No No Not recovered
AR (E) D-- No Mild No No Not recovered
i E % (E) D15 33 No Mild No No Recovered
—BiEmFEE (E) D123 No Moderate No Yes

D138 72 No Moderate Yes Yes Recovered
R TFH (E) D148 3 No Mild No No Recovered
B8 E R AEIEEE (P) D169 16 No Mild No No Recovered
fibd H 1. (P) D169 16 No Mild No No Recovered
i (P) D173 10 No Moderate No No Recovered
pRepmpE Tt (P) D174 21 No Mild No No Recovered
TH#i (P) D175 9 No Mild No No Recovered
AP BB 2 (P) D175 20 No Mild No No Recovered
ANESOEVED (P) D184 74 No Mild No No Recovered
AT+ )y MEd (P) D184 74 No Mild No No Recovered
A%E (P) D189 <1 No Mild No No Recovered
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BrEH EHES IN: | %5 FEw FHIEBER® (8) Bk EEE BEE it KR
Siim (P) D190 <1 No Mild No No Recovered
REREE (P) D191 No Mild No No Not recovered
M EAREE{LAE (P) D194 No Mild No No Not recovered
FAZE 4 EIARIEILEE (P) D264 82 No Moderate Yes No Recovered
HIkE S EREN (P) D194 64 No Mild No No Recovered
mery S+ KiEm D194 64 No Mild No No Recovered
(P)
ILEAIEE (P) D-- No Moderate No No Not recovered
EnfEl (P) D264 <1 No Mild No No Recovered
S (P) D274 No Mild No No Not recovered
mieEREE (P) D274 No Moderate Yes No Not recovered
HEEAREE (P) D285 No Moderate No No
D288 No Moderate Yes No Not recovered
mEET (P) D289 No Mild No No Not recovered
VFEAMERMBBES (P) D304 No Severe Yes No Fatal
TIC-CLOP 134* Asian/Orie M 65 EREE (E) D30 No Mild No No Not recovered
ntal
2MFEEX (E) D82 15 No Mild No No Recovered
FANSKEUEBEF7I/ ~ D85 22 Yes Mild No No Recovered
SR T—EHEM
(E)
TS5/ 52 D85 57 Yes Mild No Yes Recovered
A7 1 5—EH#Em (E)
#EERY—7 (P) D124 No Moderate No No
D167 58 No Moderate Yes No Recovered
=% (P) D124 No Mild No No Not recovered
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®H-E i
e = e BER BE
BE#R EHES PN | %A Fiy FEBR® (8) Bk EEE EE wHit  ixE
BE% (P) D124 No Mild No No Not recovered
A REREE R (P) D164 48 No Mild No No Recovered
=# (P) D176 No Mild No No Not recovered
EEMEREREE (P) D236 No Moderate No No
D283 61 No Moderate Yes No Recovered
RAE % (P) D309 No Mild No No Not recovered
TIC-CLOP 136* Asian/Orie M 75 &1 (E) D27 No Mild No No Recovering
ntal
FFIEE (E) D43 Yes Mild No Yes
D64 78 Yes Mild Yes Yes Recovered
y=J L2252 D309 No Mild No No Recovering
Zz>—EEmP)
TIC-CLOP 137* Asian/Orie M 65 BB MRS (E) D64 Yes Mild No No Not recovered
ntal
FAZEMEARIEILAE (E) D85 No Mild No No Not recovered
1815 (E) D194 15 No Moderate Yes No Recovered
#nf8l (E) D194 <1 No Mild No No Recovered
SME R (E) D194 <1 No Moderate No No Recovered
4B TENRIER (E) D309 No Mild No No Not recovered
TIC-CLOP 138* Asian/Orie M 74 B HIREAZE (E) D84 No Mild No No
ntal
D86 42 No Mild Yes No Recovered
HER® (P) D101 No Mild No No Not recovered
FEPR IR M IRIE (P) D101 No Mild No No Not recovered
yv= a2z +T R D143 57 No Mild No No Recovered
Zx5—EEmP)
&7k (P) D-- No Mild No No Not recovered
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BrEH EHES IN: | ®H  Fk AEERS (8) Bk =EEE BEE Hi R
RiEES (P) D191 No Moderate No No Recovering
BiE%E (P) D191 No Moderate No No Recovering
Rt (P) D-- No Mild No No Not recovered
S (P) D-- No Mild No No Recovered
MmAFRFEM (P) D309 57 No Mild No No Recovered
TIC-CLOP 140* Asian/Orie M 74 EELMESHE LY (E) D9 4 No Mild No No Recovered
ntal
IDEERARREE (E) D35 298 No Mild No No Recovered
e kY5 1)+1) FiEmM D85 50 No Mild No No Recovered
(E)
2% (E) D226 No Mild No No Recovering
H#E 2t (E) D-- No Mild No No Recovered
fRA%E (E) D312 No Mild No No Recovering
B RTILIRAEKEE (E) D342 No Moderate No No
D344 No Moderate Yes No Recovering
MR (E) D344 6 Yes Mild No No Recovered
TIC-CLOP 141* Asian/Orie  F 80 REXRZHEZ® (E) D5 137 No Mild No No Recovered
ntal
Yy=JILAZ LSRR D29 169 Yes Mild No No Recovered
7z 75—tE#Em (E)
e FRFEM (E) D57 29 No Mild No No Recovered
BHAEES (E) D141 113 No Mild No No Recovered
BEBRHSEEM (E) D197 No Mild No No Not recovered
ILEM#E (E) D229 No Severe Yes No Recovering
MEnt (E) D231 <1 No Mild No No Recovered
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2R-E i
e = e BER BE
BE#R EHES PN | %A Fiy FEBR® (8) Bk EEE BEE i &
yv=J LA )T R D237 No Mild No No Not recovered
7z 5—+tE#Em (E)
ZHMEHE (E) D243 No Mild Yes No Not recovered
TIC-CLOP 142* Asian/Orie M 75 BmnZ (E) D187 34 No Mild No No Recovered
ntal
25 %iZE (E) D206 No Mild No No Not recovered
B &S (E) D217 No Moderate No Yes
D220 No Moderate Yes Yes Recovering
Mm/NREGE A (E) D220 146 No Mild No No Recovered
B FREIEE (E) D225 No Moderate No No Recovering
Hh oD AEE (E) D233 23 No Mild No No Recovered
WEPRIRE (P) D234 No Mild No No Not recovered
TS5 F=2/) 5> D246 66 No Mild No No Recovered
A7z 7—EEmP)
v=J LA )T R D246 No Mild No No Not recovered
Zx5—EEmP)
BREHm (P) D256 27 No Mild No No Recovered
B (P) D295 71 No Mild No No Recovered
TIC-CLOP 143* Asian/Orie M 85 FReh 7 Ko #&51 (E) D190 No Mild No No Not recovered
ntal
S99 FTH#E (E) D340 18 No Severe Yes Yes Recovered
with sequelae
TIC-CLOP 144* Asian/Orie M 75 £1REE % (E) D12 8 No Mild No No Recovered
ntal
2MREE% (E) D294 4 No Mild No No Recovered
FERUEH R FRIE (E) D308 No Severe No Yes
D309 21 No Severe Yes Yes Recovered
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2R-E i
e = e BER BE
BE#R EHES PN | %A Fiy FEBR® (8) Bk EEE BEE i &
fi 2 (E) D308 21 No Mild No No Recovered
TIC-CLOP 145* Asian/Orie M 84 1) BB A (E) D10 17 No Mild No No Recovered
ntal
T ESBREIE N (E) D10 17 No Mild No No Recovered
mep iRk REERE D10 17 No Mild No No Recovered
fn (E)
KEE# (E) D23 18 No Mild No No Recovered
#55 (E) D62 127 Yes Mild No Yes Recovered
BINE (P) D209 No Moderate No No
D218 37 No Moderate Yes No Recovered
mee k)45 FiEmn D253 57 No Mild No No Recovered
(P)
5loMEH (P) D300 29 No Mild No No Recovered
TIC-CLOP 146* Asian/Orie M 75 mes L7F=#Em D29 57 No Mild No No Recovered
ntal (E)
LM% (E) D39 No Moderate No No
D62 54 No Moderate Yes No Recovered
SLLEYREARD (E) D57 29 No Mild No No Recovered
#EBARY—7 (E) D67 <1 No Mild No No Recovered
RIERZHES (E) D217 No Mild No No Recovering
IDEMEEISME (E) D365 29 No Mild No No Recovered
TIC-CLOP 147* Asian/Orie M 71 )R FiESRERE (E) D4 26 No Mild No No Recovered
ntal
Fri%eEEE (E) D7 193 Yes Mild No No Recovered
HIETRER (BE) D29 15 No Mild No No Recovered
= A8 MfE (E) D29 No Mild No No Not recovered
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B MmBkE M (E) D85 281 No Mild No No Recovered
#EEARY —7 (E) D138 No Mild No No

D156 20 No Mild Yes No Recovered
#EEARY —7 (E) D138 No Mild No No

D164 48 No Mild Yes No Recovered
FEKFA (E) D143 No Mild No No Not recovered
HRNE (E) D-- No Mild No No Not recovered
FFHEEERE (E) D227 No Mild No No Not recovered
15 (E) D308 16 No Mild No No Recovered
& (E) D308 16 No Mild No No Recovered
& (E) D308 16 No Mild No No Recovered
RIRAEZR (E) D309 No Mild No No Not recovered
&% (E) D325 41 No Mild No No Recovered
% &8 5% (E) D334 No Mild No No Not recovered
BEERE (BE) D334 No Mild No No Not recovered
FRIEMEZHE (E) D368 12 No Mild No No Recovered
HIKAERL (E) D376 No Mild No No Not recovered
Bl (E) D379 10 No Mild No No Recovered

TIC-CLOP 148* Asian/Orie  F 70 FrHaERE (E) D43 99 Yes Mild No No Recovered
ntal

& hm&E SR (E) D162 Yes Mild No Yes

D166 Yes Mild Yes Yes Recovering
¥R Bk EIE D (E) D183 127 No Mild No No Recovered
B mBkE M (E) D183 127 No Mild No No Recovered
FRERER (P) D222 No Mild No No Recovering
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®E-E ks
ﬂ:.EIM MiE  BER =5
BEH EHES 2 AE h  Fih FERR® () Bk EEE EE dtik &R
5 (P) D257 25 No Mild No No Recovered

MEDDRA 14.0

D1 = the day of the first IP intake

?Flags: E = Treatment-emergent AE, N = Pre-treatment AE, P = Post-treatment AE
D--=HETEY

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_ae_serious_s_l.sas OUT=REPORT\OUTPUT\sfy10810_ae_serious_s_|_i.rtf (177AUG2011 -
12:5

ARELIOEREFZOHEIEL. THY (Yes) 1. L (No) | D 2EBETIT1=,

Property of the sanofi-aventis group - strictly confidential Page 194



276 BRDABRDFELD

SR25990C - ¥ O F K4 L LEREEE PAD

R N-ARERSHFIICE 1= TEAE ZHEHE T HEHIO—E (£ 8/ : 52 8F#) —All treated population.

SFY10810
51 s it
BE5# EBIES 58 AEER iS4
CLOP-CLOP 003* D116 5 TR s 4 S D71 1
8RR H 1 D71 1
005* D333 SRR D326 2
BRE X D326 2
009* D285 KREXRZMRE D-- 2
MoOEE D-- 2
023* D63 W R AR D58 1
FANSZEXUEBT7I/ 52X D61 1
75— HEm
F5=—v-F72/+52R7x D62 1
S —EiEnm
025* D301 FANSKXUBE7I/ 5 R D253 2
75—
F7o53=v-F72/ bR T7x D253 2
S —EHEm
033* D24 B I Bk A iE D15 1
57 R IR A E D15 1
034* D310 =fra D-- 2
& i I D-- 2
TIC-CLOP 101* D32 VS AMEKRE% D32 1
Ifn {58 45k 5t D32 1
105* D47 B I Bk $40R D15 1
SF AR ERBUR D15 1
109* D48 7o52=v-F72/ k532X 7x D29 1
> —EiEnm
SFERERERIE AN D29 1
TFRARNSXUBT7I/ 520X D29 1
7z 5—EEm
Y=JILAZILESRTS D44 1
—EHEm
115* D44 FARANSKXUBT7I/ SR D44 1
Jxo—tE#Em
YV=JIWAIILES RIS D44 1
—E1Enm
120* D155 T7o53=v-F72/b5320R7x D141 2
S —EH#Em
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51 s Citi)
BE# EHIES #58 FEER FFHA
FARANSXUEETI/ RS UR D141 2
7z 5—EEm
127* D31 B I 3K 8 A e D29 1
PR ERiE A D29 1
F5=v-F3/b52R7x D29 1
> —EH#Em
B BREHE N D29 1
133* D18 B I 2R H50R D15 1
SF R EREUR A D15 1
135* D15 BEFR E &4 D3 1
GEEES D3 1
139* D44 B M Bk A e D43 1
SR ERiE A E D43 1
149* D37 V=Y ILAI)LEr5RT75 D30 1
—EEnn
mea7IAYKRRAT742—EH#E D30 1
hn
MEDDRA 14.0
D1 = the day of the first IP intake
D-=®ETEY

PGM=PRODOPS\SR25990\0OVERALL\CTD_2011_01\REPORT\PGM\sfy10810_dupae_discont_s_|.sas

OUT=REPORT\OUTPUT\sfy10810_dupae_discont_s_|_i.rtf (08SEP2011 - 16:06)

2.7.6.5 FRTEHIDEEH

ITICECIER OFEM — 2R 9 (XX =1H)

27651 28EFSLJL (CLOP-CLOP) B

1 EFIE S 011

PATIENT IDENTIFICATION

Patient number:
Study center:

Treatment group as randomized (1st period):

Treatment group as treated (1st period):

Reason for end of treatment:

DEMOGRAPHIC AND BASELINE DATA

011

Clopidogrel 75 mg o.d.
Clopidogrel 75 mg o.d.
Adverse event
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Age Weight BMI Primary
(years) Sex (kg) (kglmz) Race Tobacco use|disease
75 Male 74.9 26.5 Asian/Orie Former ASO
ntal

SUBJECT STATUS AT LEAST CONTACT

Subject condition Date of death Cause of death

DEAD 20J (D108) Cardiovascular death (Heart
failure)

D1 is the day of first study drug intake

REASON FOR NARRATIVES
Preferred term Verbatim Reason for narratives
KEE T % RIGHT LOWER LOBE SAE (Other)
PNEUMONIA
IDy 7 B2 ISCHEMIC HEART DISEASE Death, SAE (Ischemic heart
disease), SAE (IP discontinuation)

EXPORSURE TO STUDY MEDICATION

Duration
Study period| Drug name Start date End date (days)
1st Clopidogrel 75 mgo.d. | 20l ©) | 2j (085) @ 85
1st Ticlopidine placebo o.d. | 20l ©) | 20 (0s5) @ 85
2nd Clopidogrel 75 mgo.d. | 20|l (©s6) | 20 (0107) 22
D1 is the day of first study drug intake

COMMENT, if any

75BN, BERE - SOHEE LT, SlE. FAEMESAIRELLIE. BHREEENAHY . REBIART K
it . NANXMELRSH oz E1HICVBERTLULDNEE SN, RBRERSHRENS 27 HEDOKH
[CIES. IBHAHIRL, A, BEFIEE, MREZHE. 29 BB ICEFIEKROEBILIZE Y AR, AR
{K;E1% 36.8°C, BIMEK 16,000 /mm®, CRP19.72 mg/L., BE#E}E 3 T Neisseria. a-Streptococcus & Bacillus
MNiEE, CTICTERENAR OGN, REMMA (EEM#HRES : rightlobar pneumonia) &ZHishtz, 7P X
ARAS Y, £ MU TRV UNRESAT-, BH, Bk 143,000 /mm°, CRP22.43mg/L £ SfEDF
FHEFE, KBIX385°C, CDE=HV ) UEFIA L UNEMENEAFERLERFDOLH M4 BEICHILESH
fzo 2 BEICKEOHEICIYET MY THFYUELRIOFY O UIZERSINT, 57 HEICEEEE
BLt=,

ABREEEMOA D b MXOREIIEREEEIC K S EMEEHREEZ 5, ARELOREBRE
TWERbhE, MERBREIARZET SREEOHMETIELEA ST,

TEIADL KEMMRLIVODE RS LILORREREGEVERDND,

109 BHIZ. —ARFFWTHEERREELZZEZHEDOESIL. BEICT., MERETICHIT 2BREDON
WEFEFEFRBEORETELLTWANEHRRE SN, 1M0BBICEE SN -EREHKRICLK2BROIER.
BHET 108 BEIZDHEND (EEM#RE4 : ischemic heart disease) TITLTF-&fIEEnt-,
BBREEEMOAY L BRREELELDFAETHD. VOE RTUIARKRELENVERICERT HF
BITHDHELEEETDHE. ARELORRBERITEVEHIET S,

TEICLKAEARBER . DEFEMIZYOE RS LUIILEERBRIZGWVEEZ B,
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CHET5H, EELDFLEICEDIRTLEOERRBRIIBENTH S,

XA Db REBIRERR. BIRELE. SRREE. SME. BikEE L. BREETICHLISHE

MEDICAL OR SURGICAL HISTORY

Preferred term Onset Persistence of symptoms
R AR Persistent
HE P AR 38 HY 19X Persistent (Controlled)
B ELIEE 20J <X Persistent (Controlled)
EmE 20 XX Persistent (Controlled)
TERSE 20 XX Persistent (Controlled)
R R BT 20J <X Not Persistent
B M RTIL AR AR KAE 20N Persistent (Controlled)
R AEENAR 2 A 20N Not Persistent
mESS 7k 20N Not Persistent
=R A 20N Not Persistent
{EFi XXXX-XX Persistent (Controlled)
= FRER M fE XXXX-XX Persistent (Controlled)
& XXXX-XX Persistent (Controlled)
CONCOMITANT MEDICATION
Time
period WHO drug name Dosage (Route) Start date End date
PCF | OXYGEN PRN (INHALATIONAL) 1X-XX 2
(D10
PC ALLOPURINOL 100 mg (ORAL) 2(F 2_
(D-2 (D28
PC MAGNESIUM OXIDE 990 mg (ORAL) 2(F 2_
(D-2 (D28
PC NAFTOPIDIL 50 mg (ORAL) 2 200 <<
(D-2
PC BENZBROMARONE 50 mg (ORAL) 2(F 2_
(D-2 (D10
PC AMLODIPINE 5 mg (ORAL) 2(F 2_
BESILATE (D-2 (D34
PC | CILOSTAZOL 150 mg (ORAL) 2(_ 2_
(D-154 (D28
PC | CILOSTAZOL 150 mg (ORAL) 2(_ 2_
(D-154 (D28
PC | TOLTERODINE 4 mg (ORAL) 2_ 2_
L-TARTRATE (D-41 (D28
C AZITHROMYCIN 2 g (ORAL) 2_ 2_
(D29 (D29
C MAGNESIUM OXIDE | 500 mg (ORAL) 2_ 2_
(D29 (D29
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Time
period WHO drug name Dosage (Route) Start date End date
C SOLITA-T1 500 ml (INTRAVENOUS 2_ 2_
DRIP) (D29 (D29
C BROMHEXINE MD (INHALATIONAL) 2 2
HYDROCHLORIDE (D29 (D39
C SALBUTAMOL MD (INHALATIONAL) 2 2
SULFATE (D29 (D39
C CEFTRIAXONE 2 g (INTRAVENOUS DRIP) | 2 2
SODIUM (D29 (D41
C ZOPICLONE 7.5 PRN mg (ORAL) 2 2
(D29
C CLINDAMYCIN 600 mg (INTRAVENOUS 2 2
PHOSPHATE DRIP)
C DIGOXIN 0.125 mg (INTRAVENOUS | 2 2
DRIP) 0
C EUFUSOL 500 ml (INTRAVENOUS 2 2
DRIP) 0
C SOLITAT 1000 ml (INTRAVENOUS 2 2
101128901/ DRIP) 0
C ALLOPURINOL 100 mg (ORAL) 2 2
(D30 (D44
C MAGNESIUM OXIDE 1000 mg (ORAL) 2_ 2
(
C FUROSEMIDE 20 mg (ORAL) 2_ 2(_
(D30 (D107
C CLINDAMYCIN 1200 mg (INTRAVENOUS 2 2
PHOSPHATE DRIP) (D31
C DIGOXIN 0.25 mg (ORAL) 2_ 2_
(D32
C DIGOXIN 0.125 mg (ORAL) 2_ 2_
3
C DILTIAZEM 100 mg (ORAL) 2_ 2_
HYDROCHLORIDE (D34
C LEVOFLOXACIN 500 mg (ORAL) 2_ 2_
2
C LEVOFLOXACIN 250 mg (ORAL) 2_ P
3
C ALLOPURINOL 50 mg (ORAL) 2_
5
C CILOSTAZOL 100 mg (ORAL) 2_
9
C CILOSTAZOL 100 mg (ORAL) 2_
(D49
C ALLOPURINOL 100 mg (ORAL) 2_
(D49
C AMLODIPINE 2.5 mg (ORAL) 2_
BESILATE (D49
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Time
period WHO drug name Dosage (Route) Start date End date
C CALCIUM 10 g (ORAL) 2_ 2(_
POLYSTYRENE (D49 (D107
SULFONATE
C FLUNITRAZEPAM 2 mg (ORAL) 2 2
(D49 (D107
C MAGNESIUM OXIDE 990 mg (ORAL) 2 2
(D49 (D107
C TOLTERODINE MD (ORAL) 2 2
L-TARTRATE (D49 (D107
C NAFTOPIDIL 75 mg (ORAL) 2 2
(D91 (D107
PC FLUNITRAZEPAM 2 PRN mg (ORAL) XXXX-XX-XX 2
(D28
PC FUROSEMIDE 20 mg (ORAL) XXXX-XX-XX 2
(D28
PC CYANOCOBALAMIN PRN (OPHTHALMIC) XXXX-XX-XX

(D%F

Time period: P = pre-treatment, C = concomitant, F = after the last IP intake

D1 is the day of first study drug intake

TRANSFUSION
Indication for
Date and time Type Dose use
No data
D1 is the day of first study drug intake
ANKLE BRACHIAL INDEX
Visit Date and time Right leg Left leg
SCR 200 14:24 (D1) | 0.54B 0.67 B
Week4 2_14:21 0.63 0.63
(D29
Week8 2_15:24 0.77 0.88
(D57
Week12 2_13:37 0.75 0.78
(D85
SCR = Screening
B = Baseline value
D1 is the day of first study drug intake
HEMATOLOGY PARAMETERS
WBC Neutrophils Platelets
Visit Sampling date (GIGAIL) (GIGAIL) (GIGAIL)
SCR 200 (0-21) 6.7B 3.58 B 169 B
week2 | 20J (D15) 6.1 3.12 204
20] N 15:34 (D29) 16.0 H+ 14.40
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WBC Neutrophils Platelets

Visit Sampling date (GIGAIL) (GIGAIL) (GIGAIL)
Week4 | 20 (D29) 16.2 H+ 14.09 H 163

200 09:34 (D30) 14.3H 10.30

200 09:25 (D31) 9.3H 7.06

200 09:24 (D34) 6.6 4.45

20] N 07:00 (D36) 7.7 5.37

20) 07:00 (D38) 7.2 5.11

20] I 0923 (D41) 6.7 4.44

20] I 0335 (D44) 6.5 4.45
week8 | 20 (°57) 5.8 3.38 152
week12 | 20J (D85) 5.1 2.75 153

SCR = Screening
B = Baseline value, L or H = lower or upper than normal range, - or + = reaching the lower or the upper P
CSA limit
D1 is the day of first study drug intake

LIVER FUNCTION PARAMETERS

Total
AST ALT ALP GGT  |bilirubin
Visit Sampling date (IU/L) (IU/L) (IU/L) (IU/L) (M mol/L)
SCR 26 B 20B 288 B 16 B 13.7B
Week2 28 16 264 18 12.0
Week4 f 18 15 207 16 18.8
F 30 41H 302 104 H 15.4
20N 30 43 H 252 73 H 13.7
20N 38 53 H 239 59 13.7
20N 38 59 H 264 53 15.4
20N 26 40 H 241 39 15.4
Week8 20 26 34 241 21 12.0
week12 | 20 23 18 221 14 13.7

SCR = Screening
B = Baseline value, L or H = lower or upper than normal range, - or + = reaching the lower or the upper P
CSA limit
D1 is the day of first study drug intake
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ALL ADVERSE EVENTS (sorted by day of onset)

Correc
Intensity |tive
/ treatment
PRIMARY SYSTEM Outcome |Causality |/
ORGAN CLASS Onset or |/ by Action Serious | Safety event
|/ Preferred term worsening |Date / Investigato |taken ness of interest /
(Verbatim) (a) | date Duration |r with IP  |(Criteria) |Onset date
BLESIUVFER| T 2(— Severe/ | Yes/ Not
FE | KEE Ml 2% B o2/ No No serious
(RIGHT LOWER
LOBE PNEUMONIA)
T 2 Recovere | Severe/ Yes/ Serious
|| (é!!! d/ No No (Requiring/
Z(F prolonging
(D57) /31 hospitalizat
days ion)
wEigss. ME U T | 20} Recovere| Mild/Yes| Yes/ Not
frRES / FXX:XX d/ No serious
(BLOODY SPUTUM) D28) ZF
(D35) /8
days
DEEE / ODEMS) | T Recoveri | Moderate | Yes/ Not
(ATRIAL ng / No No serious
FIBRILLATION)
DEEE/ ODEHES T | 2 Recoveri | Moderate | Yes/ Not
(ATRIAL FLUTTER) J (030 ng / No No serious
BEERIEE /y— S Lsa T | 2 Recovere| Mild/No | Yes/ Not
SLESVRTIS— I ©34) " d/ No serious
HH# (GAMMA GTP ZF
ELEVATION) (D38) 75
days
BERBRE/ 75= T Z(M Recovere| Mild/No | Yes/ Not
VFI)RSURT B d/ No serious
~ 5 G (AT 2
ELEVATION) (D57
days
REELUEBEE T 2% Recoveri | Mild/No | Yes/ Not
I &Ah Y LIE | ng No serious
(HYPERKALEMIA)
DEEREE /DB | T 2(— Fatal Severe/ | No/ Serious
(ISCHEMIC HEART Jj (07108 No Yes (Resulting
DISEASE) in death)

AE causing narrative is in bold.
(a) No flag = Pre-treatment emergent AE, T = Treatment emergent AE, P = Post-treatment emergent AE
Study day: D1 is the day of first study drug intake
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27652 FoREYY (TIC-CLOP) #
2. JEBIES  102%

PATIENT IDENTIFICATION

Patient number: 102*

Study center: I
Treatment group as randomized (1st period): Ticlopidine 200 mg o.d.
Treatment group as treated (1st period): Ticlopidine 200 mg o.d.

Reason for end of treatment: Poor compliance to protocol

DEMOGRAPHIC AND BASELINE DATA

Age Weight BMI Primary
(years) Sex (kg) (kglmz) Race Tobacco use|disease
66 Male 58.0 21.3 Asian/Orie | Current ASO
ntal
SUBJECT STATUS AT LEAST CONTACT
Subject condition Date of death Cause of death
DEAD 20 (Ds8s) Non-cardiovascular death
(Carbon monoxide poisoning)
D1 is the day of first study drug intake
REASON FOR NARRATIVES
Preferred term Verbatim Reason for narratives
FAZE M EARIE{LAE ARTERIOSCLEROSIS SAE (Peripheral arterial disease)
OBLITERANS AGGRAVATED
—BitREFE CARBON MONOXIDE Death
POISONING
EXPORSURE TO STUDY MEDICATION
Duration
Study period| Drug name Start date End date (days)
1st Clopidogrel placebo o.d. | 20l ©1) | 20 (084) @ 84
1st Ticlopidine 200 mgo.d. | 20|l ©) | 20 (084) | 84
D1 is the day of first study drug intake

COMMENT, if any

66BN, F1HICFIREDUNEE SN, BIERE - B6HEE L THEMERIT. RESR. KEE
. TROLUNWORERNE. SE0E. SMEZELTEY. ETFTRAMNRTOFHENH -, &
FBIEFHFRAIT, BEOEBELZHL TV, RREERSMAEN S 84 HE ICFAEMEBAIREILE (R
E &R 4 : arteriosclerosis obliterans aggravated) DEALAFKIR, CT TERBZEEARD SR KEESIAR. KER
-FREEAR/N A NRADFAE. EXKBEIROAE L BEZDERMIER SN REOABRIILELM o 12HN,

FHMNFESINIZ, AVTIATFUORATBROEHFIVAEDVERBHFIEESh, F2HDRRENERS T
s SN ot=,
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88 HEB. BE7/\—rhLHAKL, BFEIDHELTER SNz, MEKICKYIDE<Y Y H—UNEE
Sh, MARCHEINT-, FEE. EFFOMEILRET, DERIEBIEIMEL, DIEY v —Oh
ieh, EINT, BFERY 4L 500 mLAEMBHIRS ., TER 7Y UAREShz, MBRHRABRE
T—BIEREANETOEUN61%, REEH RADE : 98.7 mmHg., BEEHE : 6.2 mmHg. BEREAFIE 16.5%
T—HitmEDE (EMIRE S : carbon monoxide poisoning ) &ZMrah., JAEIZEH AN ST ID %
HFFRET, AT L. EBRICEYREAERI N, BRIEEKXAF,

FETRF. FAEMEIAREILAE X REIE,

FAEUSRELEICHT IARETEMDIA D BFIE, BNE. SEOEZEHLTEY., O&E
FEEOIANCEREOEEBLH -2 LA SHIRBIENRBKICET LAESREILENEBLLLIZEER
bnda. RRERELEHELE,

—BIERFPSIIHITIEABREEEMNIA D b ABREIAEHNRRTHIENSHEBEFRAEL &3
I*ﬁ L/T:o

TEICLIEARE R FAEEFREEERV—BIERZTFEEFIDEDSDORRBRIIZVEEZ S,

MEDICAL OR SURGICAL HISTORY

Preferred term Onset Persistence of symptoms
R 7 Persistent

7 A 9% Persistent

KR Persistent

KIEEE Persistent

o R MEBR AT 1XX Persistent

TH 20 XX Not Persistent

g i 20 XX Not Persistent
+Zi6EES 20N Persistent (Controlled)
BES 20N Persistent (Controlled)
RIAL=T 20N Persistent (Controlled)
SmE 20N Persistent (Controlled)
= bR B I i 20N Persistent (Controlled)
BHT BB 20N Not Persistent

e 200 Not Persistent

HRER 20N Persistent (Controlled)
REIZEDER 20N Persistent (Controlled)
SNERIBEHEE 20N Not Persistent

mEJ 37k 20N Not Persistent

= i e 20N Persistent (Controlled)
BRZMHEL 20N Persistent (Controlled)
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CONCOMITANT MEDICATION

Time
period WHO drug name Dosage (Route) Start date End date
PCF | AMLODIPINE 5 mg (ORAL) 20 XX-XX 2
BESILATE (D87
P ACETYLSALICYLIC 100 mg (ORAL) 2 20
ACID (D-?EF (D-1)
PC CILOSTAZOL 200 mg (ORAL) 2(F 2_
(D-3 (D83
PC CILOSTAZOL 200 mg (ORAL) 2_
(D83
PCF | ALLOPURINOL 300 mg (ORAL)
(D8
PCF | OMEPRAZOLE 20 mg (ORAL)
(D8
PCF | POLAPREZINC 150 mg (ORAL)
(D8
PCF | VALSARTAN 20 mg (ORAL)
(D8
PC REBAMIPIDE 300 mg (ORAL) 20 20
(D-1) (D1)
PCF | CELECOXIB 300 mg (ORAL) 2 2_
(D-1) (D87
C BFLUID 1000 mI (INTRAVENOUS 20N 2
DRIP) (D5) (D5)
C DOMPERIDONE 30 mg (ORAL) 20N 2
(D5) (D8)
C DOMPERIDONE 60 PRN mg (RECTAL) 20N 2
(Ds) (D8)
C ANTIBIOTICS-RESIST | 3 g (ORAL) v
ANT LACTIC ACID ) (D9)
BACTERIAE
C ACETATED RINGER 1000 ml (INTRAVENOUS
DRIP) (D22
C ALBUMIN TANNATE 3 g (ORAL)
(D34
C ALUMINIUM SILICATE| 3 g (ORAL)
(D34
C LAC-B GRANULAR 3 g (ORAL)
POWDER N (D34
C DOMPERIDONE 30 mg (ORAL)
(D43
C SOLITA-T1 500 ml (INTRAVENOUS
DRIP) (D53
C ACETATED RINGER 250 ml (INTRAVENOUS 2
DRIP) (D70 (D70
C CILOSTAZOL 100 mg (ORAL) 2 2
(D84 (D84
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Time
period WHO drug name Dosage (Route) Start date End date
C CILOSTAZOL 100 mg (ORAL) 2_ 2_
(D84 (D84
F ACETATED RINGER | 500 ml (INTRAVENOUS 2_ 2_
DRIP) (D88 (D88
F EPINEPHRINE 1 ml INTRAVENOUS (NOT | 2 2
OTHERWISE SPECIFIED)) (D88 (D88
F OXYGEN MD (INHALATIONAL) 2_ 2_
(D88 (D88

Time period: P = pre-treatment, C = concomitant, F = after the last IP intake
D1 is the day of first study drug intake

TRANSFUSION
Indication for
Date and time Type Dose use
No data
D1 is the day of first study drug intake
ANKLE BRACHIAL INDEX
Visit Date and time Right leg Left leg
SCR 20} 10:37 (D-1) 1.00B 0.64 B
Week4 2_09:51 0.97 0.65
(D28
Week8 2_10:19 0.91 0.70
(D56
Week12 2_09:59 0.98 0.43
(D84
SCR = Screening
B = Baseline value
D1 is the day of first study drug intake
HEMATOLOGY PARAMETERS
WBC Neutrophils Platelets
Visit Sampling date (GIGAIL) (GIGAIL) (GIGAIL)
SCR 200 (D-15) 718B 4.07B 428 BH
week2 | 20l (014) 6.4 3.87 277
Week4 | 20l (D28) 5.8 3.31 239
wWeek6é | 20l (044) 5.4 2.73 340
Week8 | 20l (D56) 5.8 3.27 252
20 (D84) 7.2 4.66 307

SCR = Screening

B = Baseline value, L or H = lower or upper than normal range, - or + = reaching the lower or the upper PCSA limit

D1 is the day of first study drug intake
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LIVER FUNCTION PARAMETERS

Total
AST ALT ALP GGT bilirubin
Visit Sampling date (IU/L) (IU/L) (IU/L) (IU/L) (M mol/L)
SCR 22 B 8B 311 B 50 B 154B
Week2 28 10 298 55 12.0
Week4 27 16 244 44 6.8
Week6 30 18 237 53 8.6
Week8 59 H 29 291 71 6.8
63 H
50H 30 300 51 17.1
36
SCR = Screening
B = Baseline value, L or H = lower or upper than normal range, - or + = reaching the lower or the upper PCSA limit
D1 is the day of first study drug intake

ALL ADVERSE EVENTS (sorted by day of onset)

Correc
Intensity |tive
/ treatment

PRIMARY SYSTEM Outcome |Causality |/
ORGAN CLASS Onset or |/ by Action Serious | Safety event
|/ Preferred term worsening |Date / Investigato |taken ness of interest /
(Verbatim) (a) date Duration |r with IP  |(Criteria) |Onset date

BREE /IRt T 2% Not Mild/No | Yes/ Not
(EMESIS) ( recovered No serious

BlEE / T/ T 20— Not Mild/No | Yes/ | Not
(DIARRHEA) (D2 recovered No serious

BELUREES/ | T 2 Not Mild/No | No/No| Not
B HREfEE (D53 recovered serious
(FUNCTION KIDNEY
DECREASED)

BEERIRE / 7RIS | T 2(” Recovere| Mild/Yes| No/No| Not
FUBTI/FIUR B 05 d/ serious
7z 5—t1Em (AST ZF
INCREASED) (D88) /33

days

ERERERE / BLLEY | T 20* Not Mild /No | No/No| Not
REARD (HDL . (D56 recovered serious
DECREASED)

BRERRE /oL | T 2(” Recovere| Mild/No | No/No| Not
TFURRREF—F B © d/ serious
#n (CPK 20M
INCREASED) (D

days
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Correc
Intensity tive
/ treatment

PRIMARY SYSTEM Outcome |Causality |/
ORGAN CLASS Onset or |/ by Action Serious | Safety event
|/ Preferred term worsening |Date / Investigato taken ness of interest /
(Verbatim) (a) date Duration |r with IP  |(Criteria) |Onset date

mEREE / FAEME 2% Not Moderate | No/No| Serious
ARREL fiE | [ recovered |/ No (Other
(ARTERIOSCLEROSI _medlcally
S OBLITERANS important
AGGRAVATED) event)

SE hELLUN 2% Fatal Severe/ | Yes/ Serious
BEGHE / —BibikFR | K No No (Resulting
% (CARBON in death)
MONOXIDE
POISONING)

SE. PEHLUL 2% Not Moderate | No/No| Not
BAHHE / #45 (BURN . ( recovered |/ No serious
OF UNSPECIFIED
SITE)

AE causing narrative is in bold.

(a) No flag = Pre-treatment emergent AE, T = Treatment emergent AE, P = Post-treatment emergent AE
Study day: D1 is the day of first study drug intake

3. JEBIFES 108

PATIENT IDENTIFICATION

Patient number:
Study center:

Treatment group as randomized (1st period):
Treatment group as treated (1st period):
Reason for end of treatment:

DEMOGRAPHIC AND BASELINE DATA

108

Ticlopidine 200 mg o.d.
Ticlopidine 200 mg o.d.
Adverse event

Age Weight BMI Primary
(years) Sex (kg) (kglmz) Race Tobacco use|disease
63 Male 62.9 249 Asian/Orie Current ASO
ntal

SUBJECT STATUS AT LEAST CONTACT

Subject condition

Date of death

Cause of death

DEAD

2 (0144)

Cardiovascular death (Sudden
death)

D1 is the day of first study drug intake
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REASON FOR NARRATIVES
Preferred term Verbatim Reason for narratives
IDNZESRFE SUDDEN CARDIAC DEATH Death, SAE (IP discontinuation)
EXPORSURE TO STUDY MEDICATION

Duration
Study period| Drug name Start date End date (days)
1st Clopidogrel placebo o.d. | 20| ©) | 20j (085) @ 85
1st Ticlopidine 200 mgo.d. | 2G|l ©) | 20 (085) | 85
2nd Clopidogrel 75 mgo.d. | 20l (C86) = 20 (D144)| 59
D1 is the day of first study drug intake

COMMENT, if any

B3FmMEM, F1HITIFIROED UAEE SN, ABRERSHAENS 8 HBIZCVRDE RS LILARHES
ni-, YZEEFIREOTEEXHAL. BERE - GOHEE L TEHRMERE (70%LULE) . SMEEMIEES
BLTW =, T-FEEL L TERTHDEARENH o 1=,

144 HEH. ABR, RBRICRABRIEZFRA. 21830 RBELEF SNl 2140BIHE, BHEEN
HER, 21:53 AKEIER., BFEQQOMFELRETH 7=, DIFFELNRIRSh, HFESh, TERTY
vhEEnt=, E#ﬁ#&%ﬂl#ﬂ%%:uﬁfﬁf‘ﬁk ETHY. TERTYET FOEUARESA, LD
LGNS DMBEIFEMICERLY, BEE 2326 kT LTz, BEEII—TLERILHER ‘c"i’LT A
REEER CT TIIDMFLEIZES K S BREFRO oMM o=, HL L YICL DR, ZEOFHEMED

A7~

Ezonfh. BETHLHNGEERG <, ERIEDREASE (EMIKESR : sudden cardiac death) &EIﬂJEFﬁ
Shit-,

BRREEEMOIA b BEE CT RUREICTHALMGRERAMFETEY . THELNHRBOHAF
BREZRALTWECLEERET S L. ARBREITELRICIBETELRNEEZ D,
TEICLHIARBR . DEARFFIREDUXBFIVAEFTLILEORRBREGVLERDN S,

TEOIAL REEFBEZALENEZEHTIEETHY . AFLEBEROIVODERITLILORE
H7O7J74ILEY., FHOECURIFIVOE RS LILEDARBRBRIIBEENEEZ D,

MEDICAL OR SURGICAL HISTORY

Preferred term Onset Persistence of symptoms
EmE 19X Persistent (Controlled)
MR BT 20N Persistent
fMEE 20N Persistent (Controlled)
EEARE S 20N Persistent (Controlled)
CONCOMITANT MEDICATION
Time
period WHO drug name Dosage (Route) Start date End date
PC AMLODIPINE 2.5 mg (ORAL) 2 2
BESILATE (D-2085 (D14
PC ENALAPRIL MALEATE| 2.5 mg (ORAL) 2 2
(D-2085 (D14
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Time
period WHO drug name Dosage (Route) Start date End date
P BERAPROST SODIUM| 60 ug (ORAL) 2(_ 2
(D-245 (D-1)
P BERAPROST SODIUM| 20 ug (ORAL) 2 2
(D1) (D1)
C ATROPINE SULFATE 3 mg (INTRAVENOUS (NOT| 2 2
OTHERWISE SPECIFIED)) (D14 (D14
C EPINEPHRINE MD (INTRAVENOUS (NOT 2 2
OTHERWISE SPECIFIED)) (D14 (D14

D1 is the day

of first study drug intake

Time period: P = pre-treatment, C = concomitant, F = after the last IP intake

TRANSFUSION

Indication for

Date and time Type Dose use
No data
D1 is the day of first study drug intake
ANKLE BRACHIAL INDEX
Visit Date and time Right leg Left leg
SCR 20 13:33 (D1) | 0.54B 0.59 B
Week4 2 13:32 0.50 0.61

(D29
Week8 2 13:29 0.51 0.54

(D57
Week12 2_13:57 0.51 0.58

(D85
Week20 2 13:30 0.56 0.60

(D14
SCR = Screening

B = Baseline value
D1 is the day of first study drug intake
HEMATOLOGY PARAMETERS
WBC Neutrophils Platelets

Visit Sampling date (GIGAIL) (GIGAIL) (GIGAIL)
SCR 20 (D-14) 9.1 BH 5.28 B 209B
week2 | 20} (015) 10.5H 6.39 227
Week4 | 20l (D29) 8.5 5.19 199
week6é | 20l (043) 8.4 5.38 228
week8 | 20l (057) 8.6 5.85 213
Week12 | 20l (D85) 8.5 5.27 255
Week20 | 20}l (0141) 7.9 4.62 204

D1 is the day

SCR = Screening
B = Baseline value, L or H = lower or upper than normal range, - or + = reaching the lower or the upper PCSA limit

of first study drug intake
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LIVER FUNCTION PARAMETERS

Total

AST ALT ALP GGT bilirubin
Visit Sampling date (IU/L) (IU/L) (IU/L) (IU/L) (M mol/L)
SCR 23B 19B 196 B 68 B 10.3B
Week2 21 17 213 88 H 5.1
Week4 20 16 221 81H 5.1
Week6 23 21 218 77 5.1
Week8 22 20 225 76 6.8
Week12 23 24 271 87H 6.8
Week20 24 19 195 54 6.8

SCR = Screening

B = Baseline value, L or H = lower or upper than normal range, - or + = reaching the lower or the upper PCSA limit
D1 is the day of first study drug intake

ALL ADVERSE EVENTS (sorted by day of onset)

Correc
Intensity |tive
/ treatmen
PRIMARY SYSTEM Outcome |Causality |t/
ORGAN CLASS Onset or |/ by Action Serious | Safety event
|/ Preferred term worsening |Date / Investigato taken ness of interest /
(Verbatim) (a) | date Duration |r with IP  |(Criteria) |Onset date
—g - eBEESL | T Z(M Fatal Severe/ | Yes/ Serious | Other serious
U S ERGIDIREE / 1Dy . ( Yes Yes (Resulting |adverse drug
Z2#A%t (SUDDEN in death) reaction(Result
sin
CARDIAC DEATH) death)/2(F
Il (014

AE causing narrative is in bold.

(a) No flag = Pre-treatment emergent AE, T = Treatment emergent AE, P = Post-treatment emergent AE
Study day: D1 is the day of first study drug intake

4 JEGIES 114

PATIENT IDENTIFICATION

Patient number:
Study center:

Treatment group as randomized (1st period):

Treatment group as treated (1st period):

Reason for end of treatment:

Property of the sanofi-aventis group - strictly confidential
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Other reason (TEMPORARY TREATMENT
DISCONTINUATION WITH INVESTIGATIONAL
PRODUCT BECAUSE OF RESPIRATORY CARE
FOR MORE THAN FOUR WEEKS WAS NEEDED)
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DEMOGRAPHIC AND BASELINE DATA

Age Weight BMI Primary
(years) Sex (kg) (kglmz) Race Tobacco use|disease
85 Female 52.5 25.7 Asian/Orie Never ASO
ntal

SUBJECT STATUS AT LEAST CONTACT

Subject condition Date of death Cause of death
DEAD 20 (0279) Cardiovascular death (Heart
failure)

D1 is the day of first study drug intake

REASON FOR NARRATIVES

Preferred term Verbatim Reason for narratives
St ASTHMATIC ATTACK SAE (Other)

IDAE HEART FAILURES Death

BIEMH M B NEE DIC Death

ZlBETE MULTIPLE ORGAN FAILURE Death

AN ET INFECTION MRSA Death

EXPORSURE TO STUDY MEDICATION

Duration
Study period| Drug name Start date End date (days)
1st Clopidogrel placebo o.d. | 20jjll ©1) | 20 (C86) | 86
1st Ticlopidine 200 mg o.d. | 2 ©1) | 20 (0s6) | 86
2nd Clopidogrel 75 mg o0.d. 2 (087) | 20 (D223) 137

D1 is the day of first study drug intake

COMMENT, if any

BSmEM, F1HETFI/OED UARESIh, ARERERAEMNS STHBIZE 28O/ OERILIL
MR EINTz, BEIEERE - G6HEE L THRER. #BRAE. AESSREILE. S0E. SELE. T
k. BECREMFXZEEL T,

223 HH. BMEX/E (EEM#RE SR : asthmatic attack) NHIR, HERECHBREEATFTEELHY, T
BIZDAE (EERfRE A : heartfailures) [CE -7z, RIBARL. ATFRFEEELLGY, JOEFITL
LEESCTRTOKROFEEGRIEESNT-, EFABET LA oz CAEDEMIITH) . —BREIHET S
3. 230 BEIZHEAR. HEIRALIZES volumeloss ICL BAIMER T EZMS -, SEAE (S KK,
EERNVAY, FEAEFAY, AURYF R, F—=RR2Y, ZAEI R, JILIERTZYUE) ([TE£hHh
Hhod., MEFHRELT. BARAOERKREELLZE, DFREOERLEELXBYRLz, 2656 HB. &4
[CRERGEE, AORRL, RFEIFTOTYVICKDHEEMNEBSNT, 274 BB, REREOI > O
—I)LMTEF . CRPIX27.6mg/lL FTLR. AIEBFEEHNENERE (E&MHKE4 :DIC) | ZiEzTE (B
EM#RE 4 - multiple organ failure) %, ZoF AV EY NIARESNT-, 275 BB, MKREETI
FOBRERE (EEIRE A : infection MRSA) Z#3&H. N2avA o5 EINTf-, 2719 HE. HEHN
FTHHNT ., 15:20 BTEICIDAMNERIET L=, 15:30. MBI E LR Y DBEENITHO—BELET D L.
1700 BEFCHEEMEILEL, REICRIGET 1742 TEAER SN, BIREIEREINT, ERIETDFL,
BEEMOENEER . 7 FOKERE. ZEBLFELEINT,
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BAREEEMOIAY - WMERENSTFRFL, SSITDEME. DAE~NERRBENELEL. F
EFIGZEDHMEICEREET. MRSAREEELEL >TDIC, BESHEAFLERY ., FICE-=, WMERKEL
TTRDEHEINCRELIZIDOTHY . BREBEOHIENS S5 ANREL TSI EHEMS, REREL
MEHEAE, RTICEARBREAVEHET S, DA2IIHEREICEYREL-LOTHY . BRRELD
ERBERIEGZENEFIETT %, DIC. MRSA, ZEH/ALIZOVNT, ARELOREREBRILEL,

TEORRBEZR : MRXFINEDVEOREBREIGEVAS, YOERILILEORERBRIEIBTETE
B, ) 4BRIIEBRELORRERIIBETEZDILEEZ S,

MEDICAL OR SURGICAL HISTORY

Preferred term Onset Persistence of symptoms
R Persistent

R Persistent

HEPR IR 19X Persistent (Controlled)
= i e 1XX Persistent (Controlled)
SmE 1XX Persistent (Controlled)
3= 19X Persistent (Controlled)
B2 RE R & 20N Persistent (Controlled)
o R MEBR AT 20j <X Persistent

TERGE 20 XX Persistent (Controlled)
SEHIEE 20N Persistent (Controlled)
TEAR 20J <X Persistent (Controlled)

CONCOMITANT MEDICATION

Time
period WHO drug name Dosage (Route) Start date End date
PCF | FLUTICASONE 200 ug (INHALATIONAL) 1 XX-XX 200 <<
PROPIONATE ‘-
PCF | POVIDONE-IODINE PRN (TOPICAL) 1PX-XX 200 <X
PC LOSARTAN 50 mg (ORAL) 20 XX-XX 2
POTASSIUM (D22
PC SIMVASTATIN 5 mg (ORAL) 20 XX-XX 2
(D22
PCF | INSULIN ASPART 14 Units (SUBCUTANEOUS)| 20| XX-XX 20J <X
PCF | NOVOMIX 12 Units (SUBCUTANEOUS)| 20| XX-XX 20J <X
PC ALENDRONATE 5 mg (ORAL) 200 << 2
SODIUM (D22
PC PREDNISOLONE 5 mg (ORAL) 200 << 2
(D22
PC BROTIZOLAM 0.25 mg (ORAL) 200 << 2
(D22
PC LANSOPRAZOLE 15 mg (ORAL) 20 XX-XX 2
(D22
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Time
period WHO drug name Dosage (Route) Start date End date
P BUFFERIN 81 mg (ORAL) 200 <X 2
/00009201/ (D-1)
PCF | KETOPROFEN 1 PRN Sheet 20 <X 20 <X
(TRANSDERMAL)
C MEXILETINE 450 mg (ORAL) 2 2
HYDROCHLORIDE (D65 (D67
C SARPOGRELATE 300 mg (ORAL) 2 2
HYDROCHLORIDE (D155 (D17
F MIDODRINE 4 mg (ORAL) 2 2
HYDROCHLORIDE (D23 (D247
F PIMOBENDAN 2.5 mg (ORAL) 2 2
(D23 (D247
F AMIODARONE 200 mg (ORAL) 2 20 <X
HYDROCHLORIDE (D23
F CARPERITIDE MD (INTRAVENOUS DRIP) | 2 20] <X
(D23
CF | AMIODARONE MD (INTRAVENOUS DRIP) | 2Cjjjfxx 20J <X
HYDROCHLORIDE
CF | DOBUTAMINE MD (INTRAVENOUS DRIP) | 2Cjjjfxx 20J <X
HYDROCHLORIDE
CF | DOPAMINE MD (INTRAVENOUS DRIP) | 2Cjjjfxx 20J <X
HYDROCHLORIDE
CF | FUROSEMIDE MD (INTRAVENOUS DRIP) | 2Cjjjf*Xx 200 <X
CF | NOREPINEPHRINE MD (INTRAVENOUS DRIP) | 2Cjjjf*x 2
(D27
CF | OXYGEN MD (MISSING DATA) 20] I <X 200 <X
F IMMUNOGLOBULIN 59 (INTRAVENOUS DRIP) | 2 2
(D265 (D267
F MEROPENEM 19 (INTRAVENOUS DRIP) | 2 2
TRIHYDRATE (D265 (D267
F ANTITHROMBIN II 1500 Units (INTRAVENOUS | 2 20] <X
DRIP) (D27
F VANCOMYCIN MD (INTRAVENOUS DRIP) 2P 20] <<
HYDROCHLORIDE (D2
F EPINEPHRINE

MD (INTRAVENOUS DRIP) | 2
(D2

(D§§F

D1 is the day of first study drug intake

Time period: P = pre-treatment, C = concomitant, F = after the last IP intake

TRANSFUSION

Date and time Type

Dose

Indication for
use

No data

D1 is the day of first study drug intake
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ANKLE BRACHIAL INDEX

Visit Date and time Right leg Left leg
SCR 20 1402 (D1) | 0.50B 0.65B
Week4 2_13:33 0.45 0.37
(D30
Week8 2_14:01 0.47 0.65
(D58
Week12 2_14:27 0.53 0.71
(D86
Week20 20F15:05 0.55 0.80
(D13
Week28 2(F15:1 3 0.54 0.62
(D19
SCR = Screening
B = Baseline value
D1 is the day of first study drug intake
HEMATOLOGY PARAMETERS
WBC Neutrophils Platelets
Visit Sampling date (GIGAIL) (GIGAIL) (GIGAIL)
SCR 20 (D-13) 718B 5.69 BH 229B
week2 | 20} (016) 6.7 5.42 H 208
Week4 | 20l (D30) 7.7 5.88 H 227
week6é | 20l (044) 7.2 5.88 H 187
week8 | 20l (D58) 7.0 5.45 H 196
Week12 | 20l (D86) 6.3 4.62 190
Week20 | 20l (0139) 7.3 5.43 226
Week28 | 20}l (0198) 8.3 6.74 H 199
SCR = Screening
B = Baseline value, L or H = lower or upper than normal range, - or + = reaching the lower or the upper PCSA limit
D1 is the day of first study drug intake
LIVER FUNCTION PARAMETERS
Total
AST ALT ALP GGT  bilirubin
Visit Sampling date (IU/L) (IU/L) (IU/L) (IU/L) (M mol/L)
SCR 20 (0-13) 23B 13B 147B 28 B 6.8 B
Week2 D16) 28 13 160 37H 6.8
Week4 D30) 28 18 166 38 H 6.8
Week6 D44) 35 33 168 46 H 6.8
Week8 D58) 29 21 169 52 H 6.8
Week12 D86) 25 19 167 64 H 6.8
Week20 D139) 31 15 188 58 H 6.8
Week28 D198) 23 9 150 26 6.8

SCR = Screening
B = Baseline value, L or H = lower or upper than normal range, - or + = reaching the lower or the upper PCSA limit
D1 is the day of first study drug intake
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ALL ADVERSE EVENTS (sorted by day of onset)

Correc
Intensity |tive
/ treatment

PRIMARY SYSTEM Onset| Outcome Causality |/

ORGAN CLASS or / by Action Serious | Safety event
| Preferred term worseni Date / Investigato taken ness of interest /
(Verbatim) (a) |ng date Duration |r with IP  |(Criteria) |Onset date

BRERBRE /yv—JLa | T 2 Recovere| Mild/Yes| No/No| Not
SIS VRTIS—E d/ serious
10 D16 20M
(GAMMAGLUTAMYL ij 3
TRANSPEPTIDASE ays
INCREASED)

IMEEE | AR T 2 Recovere| Mild/No | Yes/ Not
(CARDIAC d/ No serious
ARRHYTHMIAS ZF
DETERIORATED) (D86) / 32

days

HRRES | LFHE T 2 Not Mild/No | Yes/ Not
#2J&8 (SCIATICA recovered No serious
DETERIORATED) D139)

BERES /BEHMFR | T 2 Recovere| Mild/No | Yes/ Not
% (STOMACH d/ No serious
DISCOMFORT) ) fM

days

MREE. WBHELT® | T 2 Severe/ | Yes/ Not
fthEpEE / HE No No serious
(ASTHMATIC ATTACK) D223)

T 2 Not Severe / Yes / Serious
recovered |No No (Requiring/
4) prolonging
hospitalizat
ion)

DBEE /DA T 2 Fatal Severe / Yes / Serious
(HEART FAILURES) No No (Resulting

D224) in death ,
Requiring/
prolonging
hospitalizat
ion)

mEH LU 2 ZRfE P 2 Fatal Severe/ | Yes/ Serious
T/ BETELERNEE No No (Resulting
(DIC) 74) in death ,

Requiring/
prolonging
hospitalizat
ion)
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Correc
Intensity tive
/ treatment
PRIMARY SYSTEM Onset| Outcome Causality |/
ORGAN CLASS or / by Action Serious | Safety event
|/ Preferred term worseni Date / Investigato taken ness of interest /
(Verbatim) (@) |[ng date |Duration |r with IP  |(Criteria) |Onset date
—i - e BEER & P 2 Fatal Severe / Yes / Serious
U S E D RE | S5 No No (Resulting
$ 7% (MULTIPLE 74) in death ,
ORGAN FAILURE) Requiring/
prolonging
hospitalizat
ion)
BREERLUHFLESR | P 2 Fatal Severe / Yes / Serious
fE /T RYOBRE R No No (Resulting
(INFECTION MRSA) D275) in death ,
Requiring/
prolonging
hospitalizat
ion)
AE causing narrative is in bold.
(a) No flag = Pre-treatment emergent AE, T = Treatment emergent AE, P = Post-treatment emergent AE
Study day: D1 is the day of first study drug intake

5 IEGIFE S 119

PATIENT IDENTIFICATION

Patient number:

Study center:

Treatment group as randomized (1st period):
Treatment group as treated (1st period):
Reason for end of treatment:

DEMOGRAPHIC AND BASELINE DATA

119%

Ticlopidine 200 mg o.d.
Ticlopidine 200 mg o.d.
Adverse event

Age Weight BMI Primary
(years) Sex (kg) (kglmz) Race Tobacco use|disease
83 Male 65.0 23.6 Asian/Orie Former ASO
ntal

SUBJECT STATUS AT LEAST CONTACT

Subject condition Date of death

Cause of death

DEAD 20 (091)

Cardiovascular death (Cerebral
infarction)

D1 is the day of first study drug intake
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REASON FOR NARRATIVES
Preferred term Verbatim Reason for narratives
xR EE CEREBRAL INFARCTION Death, SAE (Ischemic

cerebrovascular disorder), SAE (IP
discontinuation)

ZEhO MR HAEMORRHAGE AFTER Death, SAE (Bleeding)
CEREBRAL INFARCTION

EXPORSURE TO STUDY MEDICATION

Duration
Study period| Drug name Start date End date (days)
1st Clopidogrel placebo o.d. | 20| ©1) | 2Cj (085) @ 85
1st Ticlopidine 200 mgo.d. | 2 ©1) | 20 (085) | 85
2nd Clopidogrel 75 mg o.d. 2 (ose) | 20j (°ss) | 3

D1 is the day of first study drug intake

COMMENT, if any

B3mBEM., F1HEIFI/REDVERE SN, BMER - G6HEL L TRMLE. KEE, FAEMERE
LfE. SIEMAE. ¥ERKE. DEMEZRL. NANXMOFHENH > T,

BEBRERSHEMNS 7T1IHBE. WALEKE., 502FHY, 73HBICEZILEEEZE. HEEE (&
BMOTJIZR—IL, AVIBERIERFY) Z0FSnb, 78BH. KEXEZNRT 5 LEKETHEE
¥, 79HE. BEIMREEZBN SN, REEMTAR. HFTRLL DT LBRERLEEENA NI, BB
B CT CIIBEMREFRRESINGM o1, 85 HE. EFZF Sk, BEARITKE, BEREHELKE
ENEHLN. MRINFESINI-, 86 HE. F2HODIVRDE RS LI %A, 3B%MD89BHE. BEkY
EFERENHE. BEICHESIND, CT ICTREE (ERMEESR : cerebral infarction) & BT St
F-UYORBIIKBEEIZCLLZIDESNT-, VA RS LILIERILEENT-, ZHEEZILEBEDT-5H.
ffEICHE SN, FALXYVEBLRNIILOETHAREER, EEO 0 BHE. @M oMmRA EDHMERAFE
B, REICTYLT7F=>3mg/dL L BEHEEBLLIERE SNz, BB CTICTEROHEMMEEL (EEMR
&4 : haemorrhage after cerebral infarction) MR Sniz, 91 BEH. T, HRIEIEKRET,

AREEEMOIA D b BESSH CHEMBREILELSH Y. BIRELEIR L L L LHEEDOH
FERFIFRNEEZEZ NSO, NEELAREORRBRIELVEHIET S, F-EERHEMICEALT
F. BEROEHEDNVLDOTHHN, BRENHOZEIR LR EIEETETLEVEER D,

TEORRERR: MEEZEIFI/OED ORIV OE RS LVILEORRBRITHEWNWEEZ S, ZhOHM
HEEFIOESY, JOERSLILEDRRBEREBETERL,

MEDICAL OR SURGICAL HISTORY

Preferred term Onset Persistence of symptoms
HEPR IR 19X Persistent (Controlled)
SmE 1XX Persistent (Controlled)
TEAR 20j <X Persistent (Controlled)

D EHE 20 XX Persistent (Controlled)
AR MEBR AT 20N Not Persistent

= i e 20N Persistent (Controlled)
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Preferred term Onset Persistence of symptoms
fMEE 20N Persistent (Controlled)
mES 7k 20N Not Persistent

=% 20N Persistent (Controlled)
PR D R EY 20N Persistent (Controlled)
FEFR R M B E 20N Persistent (Controlled)

CONCOMITANT MEDICATION

Time
period WHO drug name Dosage (Route) Start date End date
PC ADENOSINE 300 mg (ORAL) 20JJxX-XX 2
TRIPHOSPHATE, (D88
DISODIUM SALT
PC | CARVEDILOL 10 mg (ORAL) 20 XX-XX 2_
(D88
PC | NIFEDIPINE 40 mg (ORAL) 20 XX-XX 2_
(D88
PC | PILSICAINIDE 150 mg (ORAL) 20 XX-XX 2
HYDROCHLORIDE (D88
PC | PRAVASTATIN 10 mg (ORAL) 20 XX-XX 2_
SODIUM (D88
PC | VALSARTAN 80 mg (ORAL) 20 XX-XX 2_
(D88
PC CILOSTAZOL 100 mg (ORAL) 2(F 2_
(D-8 (D70
PC CILOSTAZOL 100 mg (ORAL) 2(F 2_
(D-8 (D70
P ACETYLSALICYLIC 100 mg (ORAL) 2(F 20
ACID (D-7 (D-1)
PC OMEPRAZOLE 20 mg (ORAL) 2(F 2_
(D-6 (D71
C CILOSTAZOL 50 mg (ORAL) 2_ 2_
(D71 (D88
C CILOSTAZOL 50 mg (ORAL) 2_ 2_
(D71 (D88
C DIFENIDOL 75 mg (ORAL) 2_ 2_
HYDROCHLORIDE (D73 (D84
C BETAHISTINE 18 mg (ORAL) 2_ 2_
MESILATE (D73 (D88
C DIFENIDOL 150 mg (ORAL) 2_ 2_
HYDROCHLORIDE (D85 (D88
C FAMOTIDINE 20 mg (ORAL) 200 <X 2
(D88
C NATEGLINIDE 60 mg (ORAL) 200 XX 2
(D88
C YOKUKAN-SAN 7.5 g (ORAL) 200 XX 2
(D88
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HEBROFEED

Time
period WHO drug name Dosage (Route) Start date End date
Time period: P = pre-treatment, C = concomitant, F = after the last IP intake
D1 is the day of first study drug intake
TRANSFUSION
Indication for
Date and time Type Dose use
No data
D1 is the day of first study drug intake
ANKLE BRACHIAL INDEX
Visit Date and time Right leg Left leg
SCR 200 12:58 (D1) | 0.66 B 0.84 B
Week4 2_14:42 0.66 0.91
(D30
Week8 2 14:54 0.85 0.87
(D57
Week12 2_14:54 0.69 0.27
(D85
SCR = Screening
B = Baseline value
D1 is the day of first study drug intake
HEMATOLOGY PARAMETERS
WBC Neutrophils Platelets
Visit Sampling date (GIGAI/L) (GIGAIL) (GIGAIL)
SCR 200 (O-8) 6.3B 4108 201 B
week2 | 20} (015) 6.3 3.86 222
wWeek4 | 20J (D30) 6.7 4.69 199
week6 | 20J (D43) 6.7 4.36 212
weeks | 20J (D57) 6.2 4.01 223
week12 | 20 (O85) 6.2 4.25 221

SCR = Screening
B = Baseline value, L or H = lower or upper than normal range, - or + = reaching the lower or the upper PCSA limit

D1 is the day

of first study drug intake

LIVER FUNCTION PARAMETERS

Total
AST ALT ALP GGT  |bilirubin
Visit Sampling date (IU/L) (IU/L) (IU/L) (IU/L) (M mol/L)
SCR 200 (D-8) 17B 10B 193 B 18 B 10.3B
Week?2 20 (°15) 17 9 238 21 13.7
Week4 20 (D30) 16 11 237 24 12.0
Week6 I (043) 17 9 240 24 12.0
Week8 I (057) 19 13 233 23 10.3
Week12 I (0s5) 19 14 262 28 8.6
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Total
AST ALT ALP GGT bilirubin
Visit Sampling date (IU/L) (IU/L) (IU/L) (IU/L) (M mol/L)

SCR = Screening

B = Baseline value, L or H = lower or upper than normal range, - or + = reaching the lower or the upper PCSA limit
D1 is the day of first study drug intake

ALL ADVERSE EVENTS (sorted by day of onset)

Correc
Intensity |tive
/ treatment

PRIMARY SYSTEM Onset Outcome |Causality |/

ORGAN CLASS or / by Action Serious | Safety event
|/ Preferred term worsening Date / Investigato |taken ness of interest /
(Verbatim) (a) |date Duration |r with IP  |(Criteria) |Onset date

HMRREE REE | T Z(H Severe/ | Yes/ Not
(CEREBRAL EX : No Yes serious
INFARCTION) 71)

T Z(H Fatal Severe/ | Yes/ Serious
- [0y No Yes (Resulting
in death ,
Requiring/
prolonging
hospitalizat
ion)

WIZREE | ZZdh @) ” Fatal Severe/ | Yes/ Serious | Clinically
HimEZE ik Eg : Yes No (Resulting |significant
(HAEMORRHAGE in death , |bleeding(Spont
AFTER CEREBRAL Requiring/ |aneous)/2
INFARCTION) prolonging [l (D90)

hospitalizat
ion)

AE causing narrative is in bold.

(a) No flag = Pre-treatment emergent AE, T = Treatment emergent AE, P = Post-treatment emergent AE
Study day: D1 is the day of first study drug intake

6. JEBIZES  126%

PATIENT IDENTIFICATION

Patient number:
Study center:

126%

Treatment group as randomized (1st period):
Treatment group as treated (1st period):
Reason for end of treatment:

Property of the sanofi-aventis group - strictly confidential

Ticlopidine 200 mg o.d.
Ticlopidine 200 mg o.d.
Adverse event
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DEMOGRAPHIC AND BASELINE DATA

Age Weight BMI Primary
(years) Sex (kg) (kglmz) Race Tobacco use|disease
72 Female 40.0 18.0 Asian/Orie Former ASO
ntal

SUBJECT STATUS AT LEAST CONTACT

Subject condition Date of death Cause of death
DEAD 20 (0311) Non-cardiovascular death
(Pancreatic carcinoma metastatic)

D1 is the day of first study drug intake

REASON FOR NARRATIVES

Preferred term Verbatim Reason for narratives

BB M RS PANCREATIC CARCINOMA Death, SAE (IP discontinuation)
METASTATIC

EXPORSURE TO STUDY MEDICATION

Duration
Study period| Drug name Start date End date (days)
1st Clopidogrel placebo o.d. | 20|l ©1) | 20 (062) @ 62
1st Ticlopidine 200 mgo.d. | 20jj i ©") @ 20 (C62) 62
D1 is the day of first study drug intake

COMMENT, if any

2EEME. F1BHEFI/OED U EREINT ARERED 14 BHI. RV J—= VU JHEET. CRP
A% 0.6 mg/dL (E#E:0-0.1mg/dL) £ LR L TH Y . BHIMBKIE 5.98 x 10> /mm® (H#E{E: 4-8.5 x 10° /mm®)
ThHholz. BEEHETHY. BAREAANICHELZL LHIETSINT-, 5HEKY 3AMAEBRL. ChixiE
[CEMmEIN-BEEOERE SNz, 14 BH. CRP (X 2mg/dL THIZHEEXSIhEMNo1-, 54 HB. A
BREBRMARE, t7hRVEDIO T VTN E SNz, 61 BE. KEHN38°CICER. THOKRE
TIX CRP A 5.8mg/dL . BMEkA7.38 x 10°/mm° TdH Y. L. AEEZEMICARLE, FHCTRUY
BEETa—ICTHiEE LREE ) D REI~DEBEH T iR (EMlE 4 : pancreatic carcinoma
metastatic) AR S Nz, BB RMEIRIL 5.8 meg/L (E#fE: 0-5meg/L) . FEEEHUE 19-9 (X 1068.3 IU/mL

(BL#E{E: 0-37 IU/mL) Th-o1=. AEZD=O, FYOEDVIZ62HEBIZHIEENT-, 67THB. 547
2wy CTICTCEgesiEh RSNz, 74 HBIZERR, 85 BH. HEBRAMZE., THI7—LHF0AS
ni-., 311 BE. AREFIEDHN 8 H AR, T,

AREEAEMOIA Y b BEEOETRUEEOKEN SERIZARINOREL TV EEALN
51286, ARELOEARBRIIBTETESLFIET 5,

TEORRERR : BELEFIDEDS VORERBERIIEWVEEZ D,

MEDICAL OR SURGICAL HISTORY

Preferred term Onset Persistence of symptoms
R R Persistent
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Preferred term Onset Persistence of symptoms
R ARE Persistent

MR BT 1 xx Persistent

FER R 20N Persistent (Controlled)

= i e 20N Not Persistent

= I E 20N Persistent (Controlled)
mES 7k 20N Not Persistent

MEEE 20N Persistent (Controlled)

CONCOMITANT MEDICATION

HYDROCHLORIDE

(Dg;‘_

Time
period WHO drug name Dosage (Route) Start date End date
P ACETYLSALICYLIC 100 mg (ORAL) 2(F 2
ACID (D-9 (D1)
PCF | AMLODIPINE 5 mg (ORAL) 2(F 2(F
BESILATE (D-9 (D24
PCF | FAMOTIDINE 20 mg (ORAL) 2(F 2(F
(D-6 (D21
PCF | TERBINAFINE 125 mg (ORAL) 2(F Ongoing
HYDROCHLORIDE (D-3
PCF | VALSARTAN 160 mg (ORAL) 2(_ 2(_
(D-203 (D248
PCF | AZELNIDIPINE 16 mg (ORAL) 2_ 2(_
(D-21 (D248
C CEFCAPENE PIVOXIL | 300 mg (ORAL)

(DSP

BUTYLBROMIDE

(NOT OTHERWISE
SPECIFIED))

(Dgg_

C DICLOFENAC PRN (TRANSDERMAL) 2_ 2_
SODIUM (D57 (D62
C ENTERONON R 39 (ORAL) 2_ 2_
(D57 (D62
CF VITAMEDIN 2 Capsule (ORAL) 2_ Ongoing
100274301/ (D57
C CEFAZOLIN SODIUM | 19 (INTRAVENOUSDRIP) | 2 2
(D62 (D62
F CEFAZOLIN SODIUM | 2 g (INTRAVENOUS DRIP) | 2 2
(D63 (D74
F AMIDOTRIZOIC ACID | 5 ml (ORAL) 2 2
(D67 (D67
F IOPAMIDOL 100 ml (INTRAVENOUS 2 2
DRIP) (D67 (D67
F DIAZEPAM 5 mg (INTRAVENOUS (NOT| 2 2
OTHERWISE SPECIFIED)) (D68 (D68
F DIMETICONE 5 ml (ORAL) 2_ 2_
(D68 (D68
F HYOSCINE 20 mg (INTRAVENOUS 2

g_

(D6
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Time
period WHO drug name Dosage (Route) Start date End date
F LIDOCAINE 2 g (OROPHARYNGEAL) 2_ 2_
HYDROCHLORIDE (D68 (D68
F LIDOCAINE 10 ml (OROPHARYNGEAL) | 2 2
HYDROCHLORIDE (D68 (D68

Time period: P = pre-treatment, C = concomitant, F = after the last IP intake
D1 is the day of first study drug intake

TRANSFUSION

Indication for

SCR = Screening

Date and time Type Dose use
No data
D1 is the day of first study drug intake
ANKLE BRACHIAL INDEX
Visit Date and time Right leg Left leg
SCR 200 13:02 (D1) | 0.93B 0.91B
Week4 2 10:54 0.92 0.84
(D29
Week8 2 14:09 0.89 0.91
(D57
2_15:34 0.93 0.86
(D63
SCR = Screening
B = Baseline value
D1 is the day of first study drug intake
HEMATOLOGY PARAMETERS
WBC Neutrophils Platelets
Visit Sampling date (GIGAIL) (GIGAIL) (GIGAIL)
SCR 20 (D-14) 59B 4.37B 181B
week2 | 20l (014) 4.5 3.15 211
Week4 | 20l (D29) 5.7 4.13 208
week6é | 20l (043) 6.5 5.10 H 183
weeks | 20J (D57) 5.7 4.36 H 168
200 (D63) 4.0 2.44 MD

B = Baseline value, L or H = lower or upper than normal range, - or + = reaching the lower or the upper PCSA limit
D1 is the day of first study drug intake

LIVER FUNCTION PARAMETERS

Total
AST ALT ALP GGT  |bilirubin
Visit Sampling date (IU/L) (IU/L) (IU/L) (IU/L) (M mol/L)
SCR 20 (D-14) 20B 7B 280 B 35 BH 518B
Week2 20 (014) 19 7 280 50 H 5.1
Week4 20 (D29) 18 6 323 61H 5.1
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SCR = Screening

Total
AST ALT ALP GGT  bilirubin
Visit Sampling date (IU/L) (IU/L) (IU/L) (IU/L) (M mol/L)
Week6 20 (043) 18 8 328 H 69 H 5.1
Week8 20 (°57) 22 9 326 H 77H 5.1
20 (06s3) 21 8 257 67 H 5.1

B = Baseline value, L or H = lower or upper than normal range, - or + = reaching the lower or the upper PCSA limit
D1 is the day of first study drug intake

ALL ADVERSE EVENTS (sorted by day of onset)

Correc
Intensity |tive
/ treatment
PRIMARY SYSTEM Onset Outcome |Causality |/
ORGAN CLASS or / by Action Serious | Safety event
|/ Preferred term worsening Date / Investigato |taken ness of interest /
(Verbatim) (a) |date Duration |r with IP  |(Criteria) |Onset date
B, ERESLUE T 2(— Moderate | Yes/ Not
MABOLEY (T i 05 / No Yes serious
BLUR)—TE2E8C
) | ERTE R
(PANCREATIC
CARCINOMA
METASTATIC)
T Z(M Fatal Moderate | Yes/ Serious
| / No Yes (Resulting
in death ,
Requiring/
prolonging
hospitalizat
ion)

AE causing narrative is in bold.
(a) No flag = Pre-treatment emergent AE, T = Treatment emergent AE, P = Post-treatment emergent AE
Study day: D1 is the day of first study drug intake

1. JEGIES  132%

PATIENT IDENTIFICATION

Patient number:
Study center:

Treatment group as randomized (1st period):

Treatment group as treated (1st period):

Reason for end of treatment:
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DEMOGRAPHIC AND BASELINE DATA

Age Weight BMI Primary
(years) Sex (kg) (kglmz) Race Tobacco use|disease
71 Male 63.0 231 Asian/Orie Never ASO
ntal

SUBJECT STATUS AT LEAST CONTACT

Subject condition Date of death Cause of death
DEAD 20 (D308) Non-cardiovascular death
(Diffuse alveolar damage)

D1 is the day of first study drug intake

REASON FOR NARRATIVES

Preferred term Verbatim Reason for narratives

— 18 14 A R i F 1 TRANSIENT ISCHAEMIC SAE (Ischemic cerebrovascular
ATTACK disorder), SAE (IP discontinuation)

VFEAMMEES DIFFUSE ALVEOLAR DAMAGE| Death

EXPORSURE TO STUDY MEDICATION

Duration
Study period| Drug name Start date End date (days)
1st Clopidogrel placebo o.d. | 20| ©1) | 20j (089) @ 89
1st Ticlopidine 200 mgo.d. | 2 ©1) | 20 (089) | 89
2nd Clopidogrel 75 mg o.d. 2 (090) | 20 (D138)| 49

D1 is the day of first study drug intake

COMMENT, if any

TMEEM, F1HEIFI/RED U EREIN:, ABRERSHEMNS90BE. F28nsnErIL
ILVERALR, BRERE - 6HES LT, BLE. FAEMSREILIEZRA L THEY . RIEBIARK BT O FHEL
Hot=,

123HE. B+ BIC—HBHWERAERNHIE, 138 BE. BEEHMRIIZTEANEHROEERXREEHE SR
CEERNTRIFROSET7 TO—LZELAERINT-, ABE—BERKEMEE (EEMRES : transient
ischaemic attack) EZHiSNARE, RBZRD=H. VOE RS LIILIEFRILEESh, TREY 2V ET FILAR
AF UL EINTz, 141 BEICEESIN-NOEELRE. WK > FOHKR. EREHIRD 95% D
BEILEZREINT-, 166 HEICEEHIRADATY FEENERES N, BEDEHTROVOERIT LI
NoAEnt-, 176 HE. BHHRI I —TRAT Y FEEHLO BFLMBEAHE SNz, 19488, —
1B A R M AR (X [E11E

BARECEMOIA Y b UIVMREOERICK Y —BHERKEMFELBERH D EIETEZ SNEL, A
BELORRBERIEIENVEER D,

TEORARER : —BHRENFEELFIOED Y, VAERTLILEORRBEREGVWEER S,

300 HB. MNEZERUVH-LTRNEHKE TARFTHo-EEF. FREETIZCENHEBRADER
MATY FBEMZERITT-. 303 BEICIRESN-L DD, 304 BB IZfaMEARIRE 85.5% (EEEEHH :
92-98.5%) &LMIKEBENBOON-OBFE SNz, FRREIBLOERZL-EY . MES 90
mmHg R &G ot=ftb, T+ VTS0, TUIFL U, TOLANFI Y URLREY FF UL,
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F—mzr, FFaz0onBkESht-, 308 BE. RRICEERENELL., RBEEL=, SIROER.
ffizkiE, OFEm. KEAREEL. BBBROEOSIRELEOMRSENRBO SNz, ERITUVFA MM
EE (EEM#RE S : diffuse alveolar damage) & Sht=,

REREEEMOI AV L RBREL 138 HE. —BMERENREORICHIELTE Y. BRELDER

BERIEGEWEEZ D,

TEOHRRER : VFAMMAEELFIOED Y, JO0ERTLILEORRBERIEILWVEER S,

MEDICAL OR SURGICAL HISTORY

Preferred term Onset Persistence of symptoms
= 20j <X Persistent (Controlled)

= mE 20 XX Persistent (Controlled)

= PR B 0 20N Persistent (Controlled)

o R MEBR AT 20N Not Persistent

R ENAR R A 20N Not Persistent

HiE 20N Persistent (Controlled)
R ETE 20N Persistent (Controlled)

CONCOMITANT MEDICATION

Time
period WHO drug name Dosage (Route) Start date End date
PC | NIZATIDINE 150 mg (ORAL) 2 20J <X
(D-1
PCF | AMLODIPINE 2.5 mg (ORAL) 2(” 2(F
BESILATE (D-1 (D14
PCF | ALLOPURINOL 100 mg (ORAL) 2(” 2(F
(D-1 (D16
PCF | ATENOLOL 50 mg (ORAL) 2(” 2(F
(D-1 (D16
P SARPOGRELATE 300 mg (ORAL) 2(— 2
HYDROCHLORIDE (D-1071 (D1)
PC | CILOSTAZOL 150 mg (ORAL) 2(— 2_
(D-1071 (D27
PC | CILOSTAZOL 150 mg (ORAL) 2(— 2_
(D-1071 (D27
CF | CILOSTAZOL 150 mg (ORAL) 2_ 2(_
(D36 (D164
CF | CILOSTAZOL 150 mg (ORAL) 2_ 2(_
(D36 (D164
CF | ACETYLSALICYLIC 100 mg (ORAL) 2(_ 2(_
ACID (D138 (D299
CF ATORVASTATIN 5 mg (ORAL) 2 2
CALCIUM (D13 (D29
F ACETAZOLAMIDE 1000 mg (INTRAVENOUS 2 2
SODIUM DRIP) (D14 (D14
F CLOPIDOGREL 100 mg (ORAL) 2 2
BISULFATE (D16 (D16
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Time
period WHO drug name Dosage (Route) Start date End date
F LIDOCAINE 18 mg (TRANSDERMAL) 2(_ 2(_
(D163 (D163
F ATROPINE SULFATE | PRN (INTRAVENOUS DRIP)| 2 2
(D16 (D16
F EDARAVONE 30 mg (INTRAVENOUS 2 2
DRIP) (D16 (D16
F EPHEDRINE PRN (INTRAVENOUS DRIP)| 2 2
HYDROCHLORIDE (D16 (D16
F HEPARIN SODIUM PRN (INTRAVENOUS DRIP)| 2 2
(D16 (D1
F LIDOCAINE PRN (INTRAVENOUS DRIP)| 2 2
(D16
F OMEPRAZOLE 30 mg (INTRAVENOUS 2 2
SODIUM DRIP) (D16
F PHENYLEPHRINE PRN (INTRAVENOUS DRIP) 2 2
HYDROCHLORIDE (D16
F VECURONIUM PRN (INTRAVENOUS DRIP) 2 2
BROMIDE (D16
F CEFAZOLIN SODIUM | 2g (INTRAVENOUSDRIP) | 2 2
(D16
F MIDAZOLAM PRN (INTRAVENOUS DRIP) 2 2
(D16
F PROPOFOL PRN (INTRAVENOUS DRIP) 2 2
(D16
F ARGATROBAN 20 mg (INTRAVENOUS 2 2
DRIP) (D16
F NICARDIPINE PRN (INTRAVENOUS DRIP) 2(F F
(D16
F PHENYTOIN 200 mg (ORAL) 2(F (F
(D16
F CANDESARTAN 8 mg (ORAL) 2(F (F
CILEXETIL (D16
F OMEPRAZOLE 40 mg (INTRAVENOUS 2_ (F
SODIUM DRIP) (D16
F FUROSEMIDE 10 mg (INTRAVENOUS 2_ F
DRIP) (D16
F EDARAVONE 60 mg (INTRAVENOUS 2_ F
DRIP) (D16
F DEXMEDETOMIDINE | 400 ug (INTRAVENOUS 2(_
HYDROCHLORIDE DRIP) (D168
F HEPARIN SODIUM PRN (INTRAVENOUS DRIP) 2(_
(D169
F CEFAZOLIN SODIUM | 1 g (INTRAVENOUS DRIP) 2(_
(D169
F OMEPRAZOLE 20 mg (INTRAVENOUS 2(_
SODIUM DRIP) (D169
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Time
period WHO drug name Dosage (Route) Start date End date
F BROMHEXINE 8 mg (INTRAVENOUS 2(_ 2(_
HYDROCHLORIDE DRIP) (D169 (D182
F CARVEDILOL 20 mg (ORAL) 2 2
(D16 (D29
F NIFEDIPINE 40 mg (ORAL) 2 2
(D16 (D29
F FLOMOXEF SODIUM | 1g (INTRAVENOUSDRIP) | 2 2
(D17 (D17
F METHYLPREDNISOL | 125 mg (INTRAVENOUS 2 2
ONE SODIUM DRIP) (D17 (D17
SUCCINATE
F ALBUMIN HUMAN 20 g INTRAVENOUS DRIP)| 2 2
(D17 (D17
F BROMHEXINE 2 ml (INHALATIONAL) 2 2
HYDROCHLORIDE (D17 (D18
F CLOPIDOGREL 75 mg (ORAL) 2 2
BISULFATE (D17 (D25
F FLOMOXEF SODIUM | 2 g (INTRAVENOUSDRIP) | 2 2
(D17 (D175
F NIFEDIPINE 10 PRN mg (ORAL) 2 2
(D17 (D18
F METOPROLOL 120 mg (ORAL) 2 2
TARTRATE (D17 (D19
F DICLOFENAC 75 PRN mg (RECTAL)
SODIUM
F ALBUMIN HUMAN 20 g (INTRAVENOUS DRIP)
F POTASSIUM 4.5 g (ORAL)
CHLORIDE
F PRIMAXIN 1 g (INTRAVENOUS DRIP)
F STRONG 40 ml (INTRAVENOUS
NEO-MINOPHAGEN C  |DRIP)
F ALBUMIN TANNATE | 3g(ORAL)
F BIOFERMIN 39 (ORAL)
100275501/
F ZINC OXIDE PRN (TRANSDERMAL)
F SODIUM CHLORIDE | 6 g (ORAL)
F AMBROXOL 45 mg (ORAL)
HYDROCHLORIDE
F ACETAZOLAMIDE 1000 mg (INTRAVENOUS
SODIUM DRIP)
F KETOPROFEN 40 mg (TRANSDERMAL)
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Time
period WHO drug name Dosage (Route) Start date End date
F ALLOPURINOL 100 mg (ORAL) 2(_ 2(_
(D1 (D299
F METOPROLOL 60 mg (ORAL) 2 2
TARTRATE (D1 (D29
F RILMAZAFONE 2 PRN mg (ORAL) 2 2
HYDROCHLORIDE (D1 (D29
F MAGNESIUM OXIDE 1.5 g (ORAL) 2 2
D2 (D29
F IOPAMIDOL 61.24 g (INTRAVENOUS 2
DRIP)
F CILOSTAZOL 200 mg (ORAL) (_ 2(F
F CILOSTAZOL 200 mg (ORAL) (_ 2(F
F ATROPINE SULFATE | 0.5 mg (INTRAMUSCULAR) (F 2(F
F HEPARIN SODIUM 3000 Units (INTRAVENOUS 2
DRIP)
F HYDROXYZINE 25 mg (INTRAMUSCULAR) 2
HYDROCHLORIDE
F IOPAMIDOL 61.24 g (INTRAVENOUS 2
DRIP)
F LIDOCAINE 5 ml (INTRAVENOUS (NOT 2
OTHERWISE SPECIFIED))
F CLOPIDOGREL 50 mg (ORAL) 2
BISULFATE
F OZAGREL SODIUM 40 mg (INTRAVENOUS
DRIP)
F EDARAVONE 60 mg (INTRAVENOUS
DRIP)
F OZAGREL SODIUM 80 mg (INTRAVENOUS
DRIP)
F OZAGREL SODIUM 40 mg (INTRAVENOUS
DRIP)
F HEPARIN SODIUM 3000 Units (INTRAVENOUS
DRIP)
F IOPAMIDOL 61.24 g (INTRAVENOUS
DRIP)
F LIDOCAINE MD (INTRAVENOUS (NOT
OTHERWISE SPECIFIED))
F ACETAZOLAMIDE 1000 mg (INTRAVENOUS
SODIUM DRIP)
F IODINE (123 1) 296 Mega Becquerel
(INTRAVENOUS DRIP)
F HEPARIN SODIUM 3000 Units (INTRAVENOUS
DRIP)
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HYDROCHLORIDE

Time
period WHO drug name Dosage (Route) Start date End date
F LIDOCAINE MD (INTRAVENOUS (NOT 2(_ 2(_
OTHERWISE SPECIFIED)) (D300 (D300
F VECURONIUM MD (INTRAVENOUS DRIP) | 2 2
BROMIDE (D30 (D30
F CEFAZOLIN SODIUM | 1 g (INTRAVENOUS DRIP) 2(F 2(F
(D30 (D30
F REMIFENTANIL MD (INTRAVENOUS DRIP) | 2 2
HYDROCHLORIDE D30 D30
F NICARDIPINE MD (INTRAVENOUS DRIP) | 2 2
HYDROCHLORIDE (D30
F ARGATROBAN 10 mg (INTRAVENOUS 2 2
DRIP) (D30
F MIDAZOLAM MD (INTRAVENOUS DRIP) 2(F 2(F
0
F OXYGEN MD (INHALATIONAL) 2(F 2(F
0
F PROPOFOL MD (INTRAVENOUS DRIP) 2(F 2(F
F FUROSEMIDE 10 mg (INTRAVENOUS 2 2
DRIP)
F FAMOTIDINE 20 mg (INTRAVENOUS 2 2
DRIP) (D30
F NICARDIPINE MD (INTRAVENOUS DRIP) | 2 2
HYDROCHLORIDE 0
F CEFOZOPRAN 1 g (INTRAVENOUS DRIP) 2(F 2(_
0
F SODIUM CHLORIDE 4 g (INTRAVENOUS DRIP) 2(F 2(F
0
F BROMHEXINE 8 mg (INTRAVENOUS 2(F 2(F
HYDROCHLORIDE DRIP) 0
F PRIMAXIN 1 g (INTRAVENOUS DRIP) 2(F 2(F
(D30
F SIVELESTAT SODIUM| 100 mg (INTRAVENOUS 2(F 2(F
DRIP) (D30
F DOPAMINE MD (INTRAVENOUS DRIP) 2(F 2_
HYDROCHLORIDE (D30
F ALBUMIN HUMAN 20 g (INTRAVENOUS DRIP) 2(F 2_
0
F DOBUTAMINE MD (INTRAVENOUS DRIP) 2(_ 2(_

06

Time period: P = pre-treatment, C = concomitant, F = after the last IP intake
D1 is the day of first study drug intake

TRANSFUSION

Date and time

Type

Dose

Indication for
use

No data
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Indication for

Date and time Type Dose use
D1 is the day of first study drug intake
ANKLE BRACHIAL INDEX
Visit Date and time Right leg Left leg
SCR 200 09:42 (D1) | 0.96 B 0.80B
Week4 2_10:18 0.97 0.88
(D29
Week8 2_08:49 1.02 0.84
(D57
Week12 2_09:04 0.95 0.82
(D89
Week20 20F08:57 0.88 0.78
(D13
Week28 20F10:59 0.59 0.73
(D19
Week36 2(_12:10 0.61 0.79
(D257
2(F15:12 0.77 0.85
(D27
SCR = Screening
B = Baseline value
D1 is the day of first study drug intake
HEMATOLOGY PARAMETERS
WBC Neutrophils Platelets
Visit Sampling date (GIGAIL) (GIGAIL) (GIGAIL)
SCR 20 (D-14) 478B 1.95B 226 B
week2 | 20} (015) 5.5 1.96 L 223
Week4 | 20l (D29) 5.9 2.54 204
week6é | 20l (047) 5.9 3.89 249
week8 | 20l (057) 4.4 2.02 224
Week12 | 20l (D89) 5.0 2.31 189
Week20 | 20l (0138) 4.9 2.02 221
200 <<:XX (D170) 8.1
200 << XX (D173) 11.4 H
200 << XX (D175) 24.1 H+
20 < <:XX (D177) 16.0 H+
20 < <:XX (D180) 8.6
week28 | 20J (D194) 5.5 2.34 342 H
week36 20l (D257) 5.2 2.28 210
200 << XX (D304) 13.4 H
200 < <: XX (D306) 6.8

SCR = Screening

B = Baseline value, L or H = lower or upper than normal range, - or + = reaching the lower or the upper PCSA limit
D1 is the day of first study drug intake
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LIVER FUNCTION PARAMETERS

SCR = Screening

Total
AST ALT ALP GGT  |bilirubin

Visit Sampling date (IU/L) (IU/L) (IU/L) (IU/L) (M mol/L)
SCR 20 (0-14) 21B 228 254 B 14 B 10.3B
Week2 20 (0 15) 19 21 254 15 8.6
Week4 200 (D29) 23 25 266 18 8.6
Week6 200 (047) 25 33 292 24 10.3
Week8 20 (°57) 22 25 229 23 12.0
week12 | 20 (D89) 17 20 236 19 8.6
Week20 | 20} (D138) 22 32 281 16 8.6

20 (0170) 28 17

20 (0173) 35H 25

20 (0175) 106 H+ 132 H+

20 (D180) 64 H 97 H
Week28 | 20j} (D194) 15 20 356 H 80 6.8
Week36 | 20Jjl} (D257) 18 20 283 17 6.8

20 (D306) 80 H 43 H

B = Baseline value, L or H = lower or upper than normal range, - or + = reaching the lower or the upper PCSA limit
D1 is the day of first study drug intake

ALL ADVERSE EVENTS (sorted by day of onset)

Correc
Intensity |tive
/ treatment

PRIMARY SYSTEM Onset Outcome |Causality |/ Safety
ORGAN CLASS or / by Action Serious |event
|/ Preferred term worsening Date / Investigato |taken ness of interest /
(Verbatim) (a) date Duration |r with IP  |(Criteria) |Onset date

DigkES / EEE | P | 20XX| Not Moderate | No/No| Not
(MYOCARDIAL -XX recovered |/ No serious
NECROSIS)

B, EMBLUTE | T | XXXX-X| Not Mild/No | No/No| Not
MABDOFEY (TR X-XX recovered serious
BEUR)—TE2EC
) | BARERE
(PAPILLARY
THYROID CANCER)

FFREEERES /i | T XXXX-X|  Not Mild / No No/No| Not
5 oIl (HEPATIC X-XX recovered serious
CONGESTION)

BEEE / EmEAR | T | XXXX-X| Not Mild/No | No/No| Not
%% (ISCHAEMIC X-XX recovered serious
ENTEROCOLITIS)
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Correc
Intensity tive
/ treatment

PRIMARY SYSTEM Onset Outcome |Causality |/ Safety
ORGAN CLASS or / by Action Serious |event
|/ Preferred term worsening |Date / Investigato taken ness of interest /
(Verbatim) (a) |date Duration |r with IP  |(Criteria) |Onset date

BHREE/ EEE8 | T XXXX-X'| Not Mild / No No/No| Not
# (ATROPHIC X-XX recovered serious
GASTRITIS WITHOUT
MENSION OF
HAEMORRHAGE)

BELUORKES/ | T | XXXX-X| Not Mild/No | No/No| Not
ERIE L X-XX recovered serious
(NEPHROSCLEROSIS
ARTERIOLAR)

DS /Dftm | T | XXXX-X| Not Mild/No | No/No| Not
(MYOCARDIAL X-XX:XX:X [recovered serious
HAEMORRHAGE) X

BIBEE / & E R T 2_ Recovere| Mild/No | Yes/ Not
(PERIODONTAL l ©15) d/ No serious
DISEASE) 20*

(D47) /33
days

HRREET/ —6B% | T ZM Moderate | Yes/ Not
i A I FE 4 B /' No Yes serious
(TRANSIENT
ISCHAEMIC ATTACK)

T 2(! Recovere| Moderate | Yes/ Serious
 (D7138) d/ / No Yes (Requiring/
2(* prolonging
(D194) /72 hospitalizat
days ion)

BRESLUORT#HEG | T 2% Recovere| Mild/No | No/No| Not
EE /R THM M XX |d/ serious
(HAEMORRHAGE 48) 2<m
SUBCUTANEOUS (D15
(RIGHT ELBOW)) days

SE. mERSLUR | P 2(! Recovere | Mild/No | Yes/ | Not
mogE/ maene | [ O169 d/ No serious
{3 (CEREBRAL ZM
HYPERPERFUSION (D
SYNDROME) days

WHIRREE / fNdm | P 2% Recovere| Mild/No | No/No| Not
(CEREBRAL H XX |d/ serious
HAEMORRHAGE) 69) 2M

(D
days
Property of the sanofi-aventis group - strictly confidential Page 234




276 BRDABRDFELD

SR25990C - ¥ O F K4 L LEREEE PAD

Correc
Intensity tive
/ treatment
PRIMARY SYSTEM Onset Outcome |Causality |/ Safety
ORGAN CLASS or / by Action Serious |event
|/ Preferred term worsening |Date / Investigato taken ness of interest /
(Verbatim) (a) |date Duration |r with IP  |(Criteria) |Onset date
BEFES L UVEFER | P 2(H Recovere| Moderate | Yes/ Not
7 | B Il ©7173) d/ / No No serious
(PNEUMONIA) 2<M
(D
days
BEER#RZE / FRpmfs | P 2% Recovere| Mild/No | No/No| Not
% (URINARY F XX |d/ serious
OCCULT BLOOD D174) 20*
POSITIVE) (D194) /21
days
BBEE / TH P 2(! Recovere| Mild/No | Yes/ Not
(LOOSE STOOLS) l ©175) d/ No serious
2(M
(D
days
BREE /AIFER | P 20H Recovere| Mild/No | Yes/ Not
# (PERIPROCTITIS) Il D175 g/ No serious
days
BREKR®RE/~EJ0 | P 2% Recovere| Mild/No | No/No| Not
£ Vs K d/ serious
(HAEMOGLOBIN 20*
DECREASED) (D257) 774
days
BEERIRE /AT kY | P 2(! Recovere| Mild/No | No/No| Not
oy kA l (D7184) d/ serious
(HAEMATOCRIT ZOH
DECREASED) (D257) 17
days
HERRELURES | P 2% Recovere| Mild/No | Yes/ Not
RIS | B ATE K d/ No serious
(MYALGIA (BACK)) 2
(D <
day
MR ER. BEBE KLU | P 2% Recovere| Mild/No | No/No| Not
fithafEE / 4 M H XX |d/ serious
(EPISTAXIS) 90) 20*
(D190) / <1
day
FRHEE | TR P 2% Not Mild/No | Yes/ Not
(INSOMNIA) [ I recovered No serious
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Correc
Intensity tive
/ treatment
PRIMARY SYSTEM Onset Outcome |Causality |/ Safety
ORGAN CLASS or / by Action Serious |event
|/ Preferred term worsening |Date / Investigato taken ness of interest /
(Verbatim) (a) |date Duration |r with IP  |(Criteria) |Onset date
MmEREE /FAELS | P 2% Mild/No | No/No| Not
ARFELSE (ARTERIOS I serious
CLEROSIS
OBLITERANS
AGGRAVATED)
P ZM Recovere| Moderate | Yes/ Serious
B d/ / No No (Requiring/
2 prolonging
(D275 hospitalizat
days ion , Other
medically
important
event)
ERIKi&E / BxkEsa | P 2m Recovere| Mild/No | No/No| Not
20 (MONOCYTE K d/ serious
PERCENTAGE 20*
INCREASED) (D257) 764
days
BEER#RZE /b k1) | P ZM Recovere| Mild/No | No/No| Not
U+ F#Em K d/ serious
(TRIGLYCERIDE 2m
INCREASED) (D257
days
s= hERLUM | P 2% Recovere| Mild/No | No/No| Not
saptE/ sgm oss  C d/ serious
OF POSTURE 2%
(ACCIDENTAL (D <
EVENT)) day
g, fEBLUTM | P 2H Not Mild/No | No/No| Not
A GHE | HME [l (D274) recovered serious
(BRUISING (RIGHT
ELBOW, LUMBAR
REGION))
mnEs/ ot | P | 20 Not Moderate | Yes/ Serious
fifEZE (RIGHT FOZ:OO recovered |/ No No (Requiring/
ATHEROTHROMBOTI D274) prolonging
C CEREBRAL hospitalizat
INFARCTION) ion)
HIRRET / EEBK | P 2% Moderate | Yes/ Not
% (RIGHT B / No No serious
INTERNAL CAROTID
ARTERY STENOSIS)
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Correc
Intensity tive
/ treatment
PRIMARY SYSTEM Onset Outcome |Causality |/ Safety
ORGAN CLASS or / by Action Serious |event
|/ Preferred term worsening |Date / Investigato taken ness of interest /
(Verbatim) (a) |date Duration |r with IP  |(Criteria) |Onset date
P 2% Not Moderate | Yes/ Serious
B recovered |/ No No (Requiring/
prolonging
hospitalizat
ion)
BRERRE /MEET | P 2% Not Mild/No | Yes/ Not
(BLOOD PRESSURE . ( recovered No serious
DECREASED)
MEIRSE. MSRE LU | P 2% Fatal Severe/ | Yes/ Serious
mmes vt | No No (Resulting
fafE= (DIFFUSE in death
ALVEOLAR DAMAGE) Requiring/
prolonging
hospitalizat
ion)

AE causing narrative is in bold.
(a) No flag = Pre-treatment emergent AE, T = Treatment emergent AE, P = Post-treatment emergent AE
Study day: D1 is the day of first study drug intake

Property of the sanofi-aventis group - strictly confidential

Page 237




276 BELADHEDE LD
SR25990C - ¥ O F K4 L LEREEE PAD

28 NEEFEBREZXNREL-ERNFMMBERKEER (DV7314-23) (SEEH)

[Module 5.3.5.1-2 : DV7314-23]

281 #M=E

= 93 - &, DV7314-23

BREESHEEORAI—F : DV7314-23

SREROARRE - SR25990C 5 M ARRG PR 5L ER — BB —
ARARES I . (2 &
RIEERMEE : SHEHRLR (129 MEEX

AFXEK : Fukuuchi Y, Tohgi H, Okudera T, Ikeda Y, Miyanaga Y, Uchiyama S, Hirano M, Shinohara Y,
Matsumoto M, Yamaguchi T. A randomized, double-blind study comparing the safety and efficacy of

clopidogrel versus ticlopidine in Japanese patients with noncardioembolic cerebral infarction.
Cerebrovasc Dis. 2008;25(1-2):40-9.

RERAARM -

BODEENHANE : 2001 £ 09 A B
RENOEENTTAH :2003F 11 A B
NI —X: EIHA

B EBFI/OESY (UTFFI/REDY) ExEELE LT, SR25990C DR E£MHICE T HEHEIED
BEEZEITO. T, AIMDOERETHAMEMEHORBERZRE L. ATEIDEMAHERKRHER A 12T
SMERFERDERREOHFEENICEYIESEDRIEZEZIT S,

*1996 F£~1998 F(ZEM L -MERFERFENREL. VJOERI LI T75mg1B1EEFHI OED D 200 mg
1B 1EDBRKMAREZLEE L-ENEIH_SEETHREEHER (DV7314-16)

BRAE BFALSHEZ_EEMR 2BLEBERR (FILT )

(1) #RERZERE . SR25990C75mg (1 B 1[E) B (SR#)

(2) ®EBER . FYOEP200mg (1B 1[E) B (TPE)

BEY GHERFR VBT

STEIRF : 1200 451 (1 & 600 1)

£ - 1172451 (SR25990C # 584 . F - A E S > 3 588 fjll)

LEMMBTRER : 1155 (SR25990C # 57541, F4- OE < VU 580 4i)
RAO@BHFREER (FAS) : 115145 (SR25990C & 5734, ¥ OE > & 578 f4)
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AREEFHEEOHEAN—F : DV7314-23

MR SBRIREE
P IE (=72 LIDRMERERE PR <)
B

(1) RRORENS SBLUELEDKEEREERE T, RAEFTOREIHAETHLE
(2) LEMEERICHEWVWTER CTXIEMRICK Y NEEREDGFENERINE
(3) FH# : 20U L. BOBMUT

(4) TR - Bd7Ey

(5) ABT - 443k : iy

RERZEH . SR25990

SR25990C 75 mg fg R MEBF /O ESD U TS iREE

FA£ : SR25990C 75 mg/H

#E5AZ 1B 1EH,. BRICEOKRES EBENEFELLY)

Ay +ES

SR25990C 75 mg .~ S00042-7A. S00042-2A. S01003-1A. S01003-2A
BREF I OED Y TS5 vRES00042-6A, S00042-6B, S00042-6C
NEBEHE: F/REDY

1BEF Y OE > 100 mg e R U SR25990C 75 R EE

HE  EMF Oy 200 mg/H

‘BE5AZ 1B 1H,. BRICEOKRES EBENEFLLY)

Oy &S

EEF U O E T Y 100 mg §€.7S00042-5A, S01003-5A, S00042-5B
SR25990C 75 /R §£.~S00042-3A. S00042-4A. S01003-3A. S01003-4A, S00042-4B
5 R -

52 &

{iE-%id

=y

LUTOVWTIODFEEEZRDS> L, R EOBEMNBEETELVLOEREMOTEFHEER L ER
L. ZORBRERZERFAT D,

1) UTFICERE T S MBRERMRE
BmIKEADAE. $FHBRAE. f/MREAE
2) FrigeElEE
3) ESMEMEDHMD S BT Lz D, RITERDE=DIZARSH D WIEARPROERNDELZ LD
4) ZDMDLUITICEST SEI11ER

Wt 3
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ABREEHEEOHN2—F : DV7314-23
SREXERCITOENEZEETNDOHDIED
- ABEX(FARBEOERABELZ LD
- A FHEELETLO

Btk -

UTOMmMEREREEIMEOTEFMEBE L. TOSIS VTN ERBLIEFDOBSICESEED
D ZEITS .

1) SEBUEIE X IS BIE M D R tE = fE

2) FEEFEMER T B IE DL EHEESE

3) £ DD MEE

HMErFE

etk .

BROBITER (FAS) 2R E L. SREL TPEIZCST2EZeMOTEFMIEENDHKIRELRET
L= (CHE. BEKE : @A 5%) .

B3iE -

FAS ZHixRE L. AMMOETETEER & L THRE L-MEREHORREICONT TPEITHT
% SRED/NY— FLLERD =, HEMRFICK YATEOE MHEERRHR A DBREHE LIz — KL
ZRH., TDBWRCIDERMN 2 ZHBRITWVENWC EEZRHE L LTIHLEHDREIEZITo 1=,

=8
REUDRER

ZEMOEFETMEB L LTHEL-EMERDORIBRZNEIL SRET 7.0% (40/5734H1) . TP T 15.1%

(87/578 1) &. SREBTHREISHINAEITEL (p<0.001. y¥#FE) . SR25990C DF 4/ OET VI
HNTEIREMICEITEHBHEESRIE SNz, TORRIE. FFHEEEESA SR & 4.2% (24/57341) . TP
£ 11.9% (69/578 1)) . MMKRFEZEH SREE 1.0% (6/573 1) . TPE 2.4% (14/578 ) . FESMEHE
EHmA SR 1.4% (8/57341) . TP & 0.9% (5/578 f5l) . F D EELBIERAH SR 0.9% (5/573
) . TPE 0.2% (1/57845) TH 1=,

BEMEDHRER -

N2 HIDMBEEEDHENBO N MICEHENEOETEFTMER & L THRE LENEMEHEIRDH o iz
Mofz, NERIESREET 176, TPET15HITHY . /Y — FEIL0.977 (95%Cl : 0.48810 1.957) .
AIEIDE MABERKRHBRDFER &£ DHERITIZE 66/ — FEI1X 0.921 (95%Cl : 0.520t0 1.632) T
BT HENF— FLED 95%CID ERA 16324 Y (FHEREL-2ZTE 7=, & > T.SR25990C
DFI/OESUICHT HEMEICE T DESENRE SN,

TR

EREREICSTOMEMERORBE ) XV ERZBHE LIZBRICE T, SR25990C 75 mg/B 1%
FOOED Y 200mg/HELERLTREMICEVWTENL, AOMTREE BV EARALMNEL ST,

HEEDHT : 2(. EI JEJ. B
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2.8.2 BRERDFE
TRBRGEHI OBEE 2 %K 93 (TR,

CTHEEMIEIZL D, SR25990C 75 mg/ H XIIXREDOTF /o v 200 mg/ H A 1 H 1 RIR%E (B
BRLEFELWE L) 1, 28 (364 AR EO&E L, ARMERHMEOEE & UCRE Lz &k
HORBR KL QL2 OFRE L U CHE L7BIERH ORBE 2 Z N LT,

2.8.2.1 JEBIZERTE DIRHL

JbIE FEIE 2 S RIS A ATEBR Tld, F 27 1 B2 200 mg/ B 2% % SR25990C 75 mg/ H D22 4112
U A EGE R A ISR T AIESEZIITRGET A 2 L2 B E LT\ D, LovL, BiERIES
PEORFEII IR RN LI L 705 2 Lonh | IR TOMSIZESE | REIKICB W THRA
CTHENE FTRE IR SR A BB E L, T I DREETE 2L HEOREELZEDHZ L & LT,

2.8.2.1.1 EhErIRELAERREDRE

AIGBR DO FEHfifiae & LT 1200 EHREBI N RIE S 7z, ATBBRTIE, 1 HER & 72 v S 10 61 oD Bk
ZWfE L, ERATREZER 2 1000 B & HEE L7,

2.8.21.2 REMFMEICH T LBEFBOZLME

AIGBR CTLAMED TEFME A & HE LZRWERIC W T, JiEl O IARR R RER A TR
ERat Lz ZA, SREEERUTPHETENEN 3. 7% LN 98% TH-T-, ZNHDHH, & TOIMK
AT R & 28 1R 22 RO RS RERE F 1T GBI 5 12 BB E TICRI L TRV, £/, TOMoORIER
IZOWTHRIFIHEE LV IZEA N 200 E TICRIT S LB X, FERTORIEL SREE : 5.0%,
TP #f : 10.0% & HEE L7,

W T MEZRIT O 2 & ZBHEIC. 1000 F THEBR 21T - - 5A O I H 23 E+ 5 &
86% & 72 1) | ZAMERHIIZ BT 1000 Bl 2 72 fildecd 5 LI LT,

2.8.21.3 AMMHEMEICH T LHFELEDOEERTE

HRWERHI OfFHENEZ =D D 72012, BIHERRRER AIZB T 2V — FELAOFEfr L. fFa S
TP — RHIZBE L IS HEORELRET D2 & & L, AiElOFEIAHEKRABRAICKIT S 6 4
H %O BRFHIEBIR 2~3%% 2 E12, AIBRITE T 2 EM O MAEMERSIE IR Z 4~5%RE L HEE
L7, ARIOIERICEYEZ & OETCAZMEOTHMEEE 2 V5 & 5 MHERR R A T ol a3
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IXSREET 7M., TPHETFIFEBLL TRV, NP — REHIL 0811 (95%CI : 0.294t02.237) &725,
NETORAED D, SR25990C 75mg/H & F 7 1 &Y 200mg/ B OAMEIXFRE L HESD Z &
MG, KRIBBRTIETF 7 0 BV 5 SR25990C DY — Riba 1 Ef%E LT, FER oI Mg
FEBLR A 4% & E Lo %6 OFGHERIRR I 103580 80% & 72 5 X D IZIEHPERFL (A — RELD 95%
EHEXMER) 2HH L, RIEBRCTOELIEOREEL 2 LRE LT,

2.8.21.4 2KO®EEAN

MRS ORISR E 4%, FEERET D & BEMEICEET 22 71131EIE 80%LL L.
AP DA RO 11X 86% & 72D, LIz - T, A4 - 22t bl 1‘9’%&?“6[5%0)1‘*#%
B T1E 68% & 720 . AKIGERTo HEEFEHIEZ 1000 5l & 325 Z L 13%Y & Il L7,

28215 BEREFMBOERE

R BT D MEMEFESORARNBREO TR LE R854, VEIDN D TRBREHBOZL EZED
SHSZIEINA X olc, MNrFr—2F=%1 7 FKEBS (IDMC) Z#HE LT,

1000 o %gk23 58 T Lz 20 8 A | B FEACL fERB S O o B i o B S 7 1T
& o7z, 1000 B8RS TR O FHI L « BIERI D | 1615720 O35 HES 265 A & 4410
BETH D298 H LV BIELS A Y | A2hMEO EZEHRE BICHUE U7 A VE S O SR DR TS
5 APMERIINC 31 DR PRI ) DI T MG S e, £ D72, 55 2 [A IDMC 2B\ T TR
Brikios) OBV SRS, BEEHMF R OWEHEME LA L, 1200 617 B2 20 )
ARETREZMBET DL & LT,

283 BERMREH

2.8.3.1 HWEREDANR

BEBRE OWERZ X 21 (23, AJRBRIZIE 1171 5] (SR &f 583 31, TP B 588 i) DHEERAE A3 Bk X
T 2B TN RBRGED £ EFREN B S REBIN 1 Fldh 0 BIEFIEIT 1172 Bl & 7~ 7=,
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B 21 - WEREDAR (£EH) . DV7314-23

ETRE]
SRIGHHOCEE  Fro L &t T E T AT AL ]
Ba4 4 SEEH] 11728 SRZEADCHT F 4o Lol a0
*&E:rt gg} ﬁgi |7£|1
GCPHEARAE B a 0 o
T ETEROT E@;m o Bl |78
SRIGHINCEE FHoE &k
FIGH] SED{E] 115544]
PRSI e 2]
SRERIDOCHE ol = Ry &5
W0 BT ] AR &3 24| 247 47l
Full Analysis Set (FAS) TR T 1 LA 2%
SR2BA0CHE T4 O & LR R b 4 e L 14
a7 ETETH 11517 | o B Lzl 5 1470
PPAFEPLIE P
SROBGOOCRE 4 g L RE it SRESOHOCEE FH O =it
£ 14W Az G (]
I B TR IR A AR A L 1 iR 2 BT L — etk L5 245 35
i A S T LA L 0 14 B E R AELA 164 ki 4
H e #ETE S 28 1 3 {1 6 1= HEAR 156 L1 26
ST o T (| 14 14 TR 2 am s
fite R A e AR AR o S a8 5H Bl E#SOERREE 5 3 11|
[ S b A A L] 1A 28 AR MR O 1 I
IFLEMiIzFF o -rl e FARE R 2 B 0k R EE (HE 184 118
[ S AR R Y B ] 27 Pl ol 1{F 148 28
Per Protocol Set (PPE)
SRIEGAnCE Fbo etk it
Ganil GaiiF L RG] T |
SRERGODCHE Tl e 5
a8 14 248 33|
TER NG 1T P T A 2 L 7 ] T W Bk - HERA 1§ 2] A
Per Protocol Set (PPS)
SiesIancHE Fro - i
53R 544{H LOB2{A]
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2.8.3.2 AREODIE - 7%

LRVERAT R RN I 1T DIGBRDO P 1k - BIERICBE T 2 MTRE R &2 & 9412, ik - BEIER] D
PREFBEL L 95 1T, £o, IGBROP L - BIFEF OB ONREE 96 ~7, 7. BENR
B ICRBE L72 < o 1o e & TR G TR ORI, BIE KR ORENEMAG L 2 o728
Balidss L,

il 522D X W IRBRIE DI 5-% 1k I U 72 EBIE SR B 27.1% (156/575 ) L TP #f 40.2%
(233/580 5l) TV, SREED TP EEIZXIT 2P — REb (1D U 2 7) 130.592 (95%CI : 0.483 to
0.725) LHEE &, WUk - BIERIT SREECTH R > 72 (p<0.001, Log-rank #i/E) , 4F[MAREH
1E - BEEROHEEMIT, SREE27.2% (95%CI : 23.6 t0 30.8%) . TP &£ 40.2% (95%CI : 36.2 to 44.2%)
Thote, Fl=HHIEOBEHIESREE, TPEEE BICHERERORITH-T-, 7o, PFEIT TPEED 2
BIDITH o7,

& 94 - ik - BURES —REMBTMRER. DV7314-23

(EBEE k>

ERETLE A= FIE .
fit A 4 1] B dh b e L (9EN{E SEE M) ™ R
ENORGODCIE 576 156127, 1) 410012 0 D, 652 001
F4 oA 580 233040 2) 347059, 8) (0. 483, 0. 725)
CHEWSI L - TR P>

T & P _ st — FHE
i3 B4 ] B i b 2L {95%{S R ™ M
SReGOOCEE | BIb 076 9) 478150, 1) 0. %a PeD, 001
F oo 580 154 (26.6)  426(73.4) {0, 434, 0. 721)
CRPER I L - TiaE & UL

i PR s — FLb ] .
it BTG 41l B i 1 2l (95%{S#E M) BE
SRZHUOUCET 575 Bai11. 0] 512150, 0) 0. 507 B0, 001
Fror i 580 111(18.1}  469(80.9) (0. 372, 0. 691)

#1 CoxtbfltF— FEF s L DHE (95%E HIEMN  Wal dfFFEEM)
+2 Log-Rank#E
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& O5- Ik - PUREFDRBERRE -REUMRITIRER. DV7314-23

SR25090CH _ Frodrl -
A L AR
_ ETOHN  EEmAE H0 THEY Gl RSSERET osHEEEKMT  FHEFR bb L0 J L BMRERST osu{E@EREMT
"1fz S 28 575 12 0 563 2.1 (0.9, 3.3) 580 25 0 556 4.3 (2. 7,6.0)
< = 48 563 10 0 553 3B (2.3,5.4) 555 30 0 525 9.5 (7.1,11.9)
48< = 68 553 g 0 544 5 4 (3.5,7.2) 525 32 0 493 15.0 (12.1,17.9)
BilE< = 8K 544 15 0 529 80 (5.8, 10.2) 493 28 0 465 19. 8 (16, 6,23, 1)
Ell< =12i8 529 11 0 518 9,8 (7.5,12. 4) 465 24 0 441 24.0 (20, 5,27, 4)
1288 < =16 518 13 0 505 12. 2 (9.5, 14, 8) 441 17 0 424 26.9 (23. 3,30, 5)
1688 < =208 505 15 0 490 14. 8 (11.9,17.7) 424 11 0 413 28.8 (25. 1,32, 5)
20 < =248 490 16 0 474 17.6 {14.5,20.T) 413 11 0 402 30.7 (26.09,34. 4)
24 < =288 474 16 0 458 20.3 {17.1,23. 6) 402 16 0 386 33.4 (29,8, 37.3)
28 < 5328 458 5 0 453 21.2 {17.9, 24. 6) 386 7 0 374 34.7 (30, 8, 38, 5)
dgfl< =368 433 T 0 4416 22. 4 (19,0, 25, 8) 37 B 0 373 36. 7T (31, &, 39, 6)
6 < =408 446 T 0 439 23, 7 (20.2,27.1) aTs 7 0 366 36.9 {33, 0, 40, B)
0 < =448 439 1 0 438 23.8 {20.3,27.3) 366 9 0 357 38.4 (34, 5,42, 4)
44 < =48 438 10 0 428 25.6 (22.0,29. 1) 357 8 0 349 39.8 (35.8, 43, 8)
48 < =523 428 g 403 16 27,2 {23, 6, 30. 8) 349 2 340 7 40, 2 (36. 2, 44, 2)
5238 < 16 i 16 0 27, 2 {23. &, 30, B) i 0 7 40. 2 (36, 2, 44, 2)

] BWIEHEEE Kaplan-Meierific L B#E
&2 (ZEHE M Greenwood M4 Tn b A5 R
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%+ 96 - ik - FEEAORNR—ZEEBTHRRER. DV7314-23

Fid SRZ5990CEE FIUETB
IE B o i 576 580
- TV 156127, 1) 233040, 2)
L . - . _ 418(72.9)  34T(59.8)
e T 156 231
i o e oD R 3R 20 19
FEEHOFRY 97 154
B b A T E RS S R E OE - ko L 24 43
oG~ OEEL LE L LILBS 4 3
i 25 a4
[l ™ i P

w] BIEMEE L. BEREFET
#2 8%
w3 S EE O ELEST (0301 - i oRRHo L FEFRSORRIZEEHEL)

2.8.3.3 AQO#Et=E

SREEL TP O RN T%2FE 1041287, WRERTO I B, AEAERM 15% THGREFM ORI
ENBOONHERIIUTOLEBY Tholz (FHE) .

1A FEIHE B I EEEDR (SR BE<TP #¥., p=0.125) | /& SEIATAIMENR (SR #E>TP #£, p=0.117) |

A R ORIMENR (SR FE>TP £, p=0.042) .| *E%@jt%é (/IVEZE : SREF<TP . AHZE : SR
BE>TP BE, RHEZE : SREE<TP B, p=0.084) . FHIEHAILEEZ (SR BE>TP B, p=0.094) . FEIEEL
(%% : SRHE>TP B, p=0.087) | MDA M (B (FE) 72 L : SREE>TP #E, WA > T
SR RE<TP B, HAEW > T 5 : SREE<TP #E, p=0.071) .

2.8.3.4 BRTNR K O AEREAR

BEARNERRHT R G E F C O ARFCR I ORI 2 & 97 OV 98 /-9, 1155 BllTIRBRIE e 5- &4
7o (MM R o IRBII O A E EAER ) KO R EI X224, SR BET 302.7 (111.9)
H&TUN364 H, TPHET 258.4 (140.7) H&EWN362 HTH-7-, Fiz. Ak L 0 TP #HIX SR FEIZ b
R RELLTTOIT B0 BZ W2 & DR S LT,
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x® 97 - REKR — K& MBITHRER. DV7314-23

FEEAE -
e 2 4i 6ilf 8l 123 163 2038 2*%
CREGDOOCHE aonEl = SEL BT, 6 G346 (96, H 1797, RET (9, 1] B140a7. 37 405195, 9) 4BE{ET, B )
TEYLL o0k 11 (1.9 Lo{1. &) T(1.3) BI(L.E) 1102, 1) 14(2.7) Lo {2 ) 1402, 9)
BOBLL LETENHTH 240, ) 4(0.7) 400.7) 100, 2) 20, 43 (0. B) oo, o . o)
SONATHE L] _400.7) 50, 6) 1002 140, 2) 400, H) 200, 4) 160, 2}
i “&75 654 G645 537 528 516 500 433
EZLE ooELl B 556 (05, 8) ER4(87.1) 501(47.5) 464185, 57 451 (98.0) 4211006, 3} EFCTNEY 390097, 6)
TEREL O0%ETE 1803, 1) L1z 0 T(1.4) 11428.3) Gz, 0) 1503, 0) a2, 1) 7.7
GONLL 7R 200, 3} 410, 7) BL.O) G(L2) 00, 0} 200, 5) 410, 9) 1{0. 2}
BUNAE 400, 7) 100.2) 1(0.2) 3 (0. 6) 0o, 0) 10, 2) 200. 5) 2{0. 5}
Foiin L] G50 514 484 460 437 422 EE]
T
¢4 ; 4838 5238
[E1i] . . 44 . \ . . .
TEYLL oD% 8 1403, 0) (1. 3) 511} G{L 4 B(1.8) B2, 1) 11(2.6)
BO% L 75N 200, 43 160, 2) 000, o 2{. 5) 1{0.2) 2(0.8) Lio, 2)
SONEE 140. 2) (0.7 1{.2 1(0. 2) 1{0.8) 1602 o0, 01
it 468 457 453 441 435 435 126
Fhaotri 0N ENET S AR (57.0) 3TE(ET. 90 a67 (078} GEHIDE.H)  3B1(57.8) 7T T 335 (06, B)
TEREL Lo 12{3, 0} T{L 8} T{.% 102, 7) 61 7) B1.7) 9{2. 6)
S08EL_ET5%A 010, 0) 140, 3) 1{0. 3) 1{0. 3} o0, a) 00,0} 300, 9)
bl o 0(0. 0) {0, 0} 0{0, 0} _1{0.3) 200, 6) 2(0. 6) af. oy
&k 305 HE 376 370 354 355 347
sl FENREE WA O ES 500N & LTHET
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# 98 - AERRHIM — &M RER. DV7314-23

i SEIGOONCEE FIOE A
1 576 Bal
IHE = Lif 1202, 1) 26104, 3)
A< = 4l 1001, 7) A0 (5, 2)
o< = 6 Gil1. 6) 32(5. 5)
Bl < = 8 15(2, 6) 28 (4. B)
Hifll < =12 11(1.9) 2404 1)
12 =160 1302, 3) 17(2. 9}
16 < =20 1502, B) 11019
200 < =241 16(2, 8) 11(1.9)
24 < =280 1602, 8) 16(2. 8)
280 < =323 (0. 9) T(1.2)
A< =361 71,2} 6{1.0)
36 < =408 T(1.2) T 2)
4HE < 24438 1(0.2) 9{1.8)
44if <  =4RiH 1001, 7) 82(1.4)
4838 < =52iH 412(71.7) 342(59. 0}
B3E < 16(2. 8) T(1.2)
n o 575 RO
maan =50 anz T+111. 9 2RE 41407
median 364 362
min, max 2,371 2,371
mE" - P<0. 001

#1 WilcoxonlBArFnd E

2.8.4 AMEOTE

2.8.4.1 TEFEIEE QM

BEWED FEIHMBEH TH 2 B Fie (IMEEZEIE. OARFEZERE, = Do ME ) DOALFRFFfif
WA 9T, B L-MEEFERONREE 100 1277, F/-, A0 FEIMEE TH 5 ME
M OFRE E TOME K OCBBEREELEE 10512, £ O Kaplan-Meier 28R H LR 2 X 22 (TR
7,

ARIGBRHMIZ I T 2 A0 MO FEFHIE H & BUE L 7z i E Vi 0 R BIEI G 1L, SR #E 3.0% (17/573
B) . TPHE2.6% (15/578651) T o7, HWBIZEWIMIZ. SR Ef 476.6 NME LN TP Bf 410.0 AMETH -
720 FIFED M EVEF S OFEMBREREBLRIT, SR BT 3.6% (95%CI:1.9t05.2%) , TP BE T 3.4% (95%CI :
1.7t05.1%) . SREED TP EEIZxT 2 M MEF IO NP — REIL 0.977 (95%CI : 0.488 to 1.957) &%
NETWMEE ST, Elo B GBIAD b MBS O R BLOWER A B 213380 /e n - 72 (p=0.948,
Log-rank /&) . EEFHMIME B IS T 5 ME ML, 2 THEEETH -,
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*= 99 - B FEMIEE ThH S MEMTHOEFREREET —FAS, DV7314-23

i o el L E s — Vi

7o ba—LEE # il 71 e HH JEFEI A X 4FE) (95%{Z #E 19) * "

18" SE250000HE 68 T(1.9) a61(98, 1) 158.9 0,812 P=0, 68T

HiECHIMARE F& o2 f 351 82.3)  33(97.7) 1464  (0.285 2. 240) - -

23 SRZ50U0CEE 5T 1743, 0 556 (97, 0) 476. 6 0,977 P=0, 948

SEOBENEEE FrorIRE 578 16(2. 6) b6 (87, 4) 410, 0 (0, 488, 1, 957)

fir& SR25990CEE 94] 24{2, B) 917(97. 4) 635, 5 0. 921 P=0. 778
FrorYriE ' 929 23(2. 5) 906 (97, 5) 556. 4 (0. 520, 1. £32)

#] TR SRR ¢ 17T )
#2 Coxbbfil v F— FEFAD L AT (9% HEM  ValdEE M)
3 Log-Rankfi

Z 100 - BHEOETEFHEIEE THAMEEEHDAR—FAS, DV7314-23

BE __ Sha5990CH 00 T
HH AT R & 5T3 578
FotkoE=EFEEL THD  RH 17(3.0) 1502, 6)
ki s FERIW _ 566 (97 0) 563(97. 4)
PR fit e 17 15

LRI IEE 0 0

F il o0 1 B FE o 0

#] HEAEMEAE L. FEREES

2.8.4.2 EIRHEIEE OEMH

BRMEORIVGHEEE & LT, ARMEOFEFMIEE Th 2 MM (MEEZEE, LA ZEE,
ZOMOMEI) (ZZOMOMEIEFREZ N 2 TOmBEEFERERF Lz, £TomEESo
FEBUBERE 232 10112, TONREZE 102 1277, 2 TOMEEFK ORI E TOYM K ORERBE
%3106 12, % ® Kaplan-Meier SR BRI 2 X 23 12”7,

MAEPEFSEOFBIEIGIL, SREE4.4% (25/573 61) . TP 4.2% (24/578 ) Th -7, FMAREF
BT, SREEFT5.1% (95%CI : 3.1t07.1%) . TPHET 5.4% (95%CI : 3.3 to 7.6%) C. SREED TP
BRI 2 A PEF I D~ — REIE 0.898 (95%CI : 0.513t0 1.573) & ZTNENHEE STz, Fiz,
BeH-BALED O M TE R ORBLOWER A EZAITFRO v -> 7 (p=0.708, Log-rank fi7E) .
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IAREZEIE & R\ - A PE S S O NFRIZ, TIA 23 6 61 (SR EE2 61, TPRE4 ) . PELJEN 76 (SR
ﬁ3%ﬁ@ﬁ4%)\X%@%%%ﬁﬂﬂ®Rﬁlw’Wﬁl%) Z O MmAEPES A 36 Bk

DMEDERDS SR BE 16, M MIZ K5 & Ebi 2 Wik ok HWH SR EEKL N TP BETH 1 15 o)
THo7,

® 101 -2 TOMmMEMHEHROFREIREE —FAS, DV7314-23

 REEER A AvF— iR
i R i = FEHL N (o5N{E I ) " mE"
SREEGO0CTE RT3 2604, 4) 548095, ) 0. B98 P=0, TO#
F &g 578 2404, 2) 554 (85, &) (0. 513, 1. 573)
#] Coxbhffl e FEFA L DT (8%{EMEERM ValdFeHERE)
#2 Log-Rank{® iE
%= 102 - £ TCOMmMEMEHRDOAER—FAS, DV7314-23

i SRZn990CHE FIOED
I H _ %ﬁﬁlﬁ _ !:-?3 ] 578
TR = = — 2504, 1 U
T I FEFEEL - __ 548(95.6) _ G54(95.8)
T A4 25 1 17 15

oL R R E 0 0

F D o0 [ B FE 0 0

TIa 2 4

— il o B e 0 0

Pl iE 3 4

FEHTMREE 1 1

Z doih 2 1

#] HtEHEE L L., R T

2.8.5 REMOT

MO F IR B OfEHNT TlX FAS (2360 2T 2 £t & LT, TS O LM HmIz>
WL, MR R SRR N B80T 2 fifhir o 32k L 7=,
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2851 FEFMEEBICHEL-BEESER

LAEMEO FEFHlE A ORBEIG 2K 103 12737, BRGHICEB T 2 LMo FEbE B OFEH
FIE X, SREET 7.0% (95%CI : 4.9 t09.1%, 40/573 f5il) . TP FET 15.1% (95%CI : 12.1 to 18.0%. 87/578
#l) THYH, ZDHEF-8.1% (95%CI: -11.7%t0 -4.5%) L HETH 7= (p<0.001, ¢#HE) . LoD
FEE2> 5. SR25990C 75 mg/ H DIEHAT 7 11 v°0 2 200 mg/ B Z%d 5 22 VEC 31T 2 2 EE &
niz,

LEAPED EHEFHEIE B OATERREIfENT 2 2 107 (R L, RetEo FEFME R O REEHER L Z0
Kaplan-Meier SAFEF BRI A4 72 108 & X 24 12777, FRIBFERBRIL SREET 7.9% (95%CI : 5.6
—103%) . TPRET 17.6% (95%CI : 14.2—21.0%) &HEE S4L. SREED TP EFRIZXIT 2P — REIZ
0.401 (95%CI : 0.276—0.583) & SRAE TR . REEBIROHBICTAHEAENRD HiLe (p<0.001,
Log-rank f& 7€) .

LMD FEFHIE H ONFRAZ K 109 (Z-d, JTHEREFEE DY SR BE 4.2% (24/573 f5) . TP #F 11.9%
(69/578 f) . IMiEFETEDS SR BE 1.0% (6/573 f51) . TP #E 2.4% (14/578 f5) | IESMEHEEHEE Hm A% SR
BE1.4% (8/573 %) . TPEE0.9% (5/578 %) . T DOMEEZRIVEMA SREE0.9% (5/573 1) . TPEE
0.2% (1/578f5) T -7,

LMD FHEFHGE B O B B O A AR AN 2 2 110 1279, MLiRFEE . ITHREIREE o B8
KT L HICSRETHEICEWEREZ =X 572 (p=0.043 KT p<0.001, Log-rank 7€) ,

#® 103 - XM OEEFMIER OFKEEE —FAS, DV7314-23

T

it ] ki) JEIEE "
i 574 40(7.0) 533(93.0) PLOC00T C
FrOEY 578 B7(15.1)  491(84.9)

#1 ELTFORFER S0 R EFNER L4
1) BBEEHESCT MHrEErETAY
« [ EkE e

- iF SRR GE

« AR

- [FEEREME

o) Fes o Hinf R E T T o s N T A Lo

s BELELD

< RS AR LS VEARMMOEESLER LD
3 FoMoRHER TETOEEEST L LD

s ECEEHECIE YL BT AL LD

o ABEE fo R ABE RN O BE £ A0 B D

« FEFLHEMEE & R L O

*2 {RAARE M IESTEIC L 5 E R E

#3 Ciy*HE F:Fisher BSHESHRE

Do
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2852 BHEER

SHRNCB W TR LA EERE2E 111IRT, FEGREICBT 2 5388E 513, SREET 94.4%
(95%CI : 92.6% t0 96.3%. 543/575 1) . TP EET 95.2% (95%CI : 93.4% t0 96.9%. 552/580 31]) & i
BERNCE=ITRD b h o2 (p=0.572. ¥ IE) .

LU, AEAFRERIARAT 24T o 7o (F 112, R 113 KO 25) | AHEFROFEMBRIEH T
SRHET 95.4% (95%CI : 93.6t097.2%) . TPHET 97.0% (95%CI : 95.5t098.4%) . TP EEIZXI4 5 SR
BED A — RHIT 0784 (95%CI @ 0.696 t0 0.883) &L H#EE & 41, SREFIZKIT 2 A EHFLRHEIOY 27
MNTPREL D LABEITENZ E2VRENTZ (p<0.001, Log-rank I 7E) .

SREECTE L RBO LN FGUL, MiEe Y e EH (SREE3.3%, TPHE0.5%) CThHo7lz, TPEET
% <R HNTZHESRIT y-GTP L5 (SR BE 17.2%. TP £f 34.5%) .GPT _F5- (SR 17.9%. TP &% 23.6%) .
GOT L5 (SR ¥ 13.6%. TP #¥ 17.4%) . Al-P -5 (SR ¥ 8.3%. TP ¥ 13.1%) . % 9 FEE (SR Ff 3.7%.
TP #f 6.9%) . HIMERNED (SR B 3.1%. TP AES5.9%) . 4FHERE (SREE1.0%, TPEE3.8%) . IR
BEEAMM (SREE3.0%, TPHES.7%) Th-oTe,

2.8.5.3 EI1EA
EHIE TR DRI 2% 114 (57T,

BIWER OFBLEIE 1L, SREET 35.0% (95%CI : 31.1% to 38.9%. 201/575 5] : 487 {£) . TP FET 47.8%
(95%CTI : 43.7% to 51.8%, 277/580 5l : 708 {4) & SR BEDFHEIA DA EITED 7= (p<0.001, o
RE) .

Fiz. BWERORBUZ SO\ TAEFRF R 21T o 7ok R 2 £ 115, £ 116 KO 26 127§, AH
FHEOFEM RFERILEIT SR BT 36.6% (95%CI : 32.6%1040.7%) . TP EET 50.2% (95%CI : 45.9% to
54.4%) . TP EEIZHKTT 2 SREED Y — FEIZ 0.613 (95%CI : 0.511t00.735) L HEE <41, SREEICE
TR EFERGRBEOV AN TPREL Y L HEREITENZ EAVRENTZ (p<0.001, Log-rank #7E) .

2854 HMMHEFER (HMMHEHR)

ETOHMMEAEFGORBEE  BRRERBE ) ' Kaplan-Meier R BLR R E 22 £ 117,
F 18 LK 27 1T d, £, HMMEAEEFELONREFE 119 1TR-T,
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SR FED 29.4% (169/575 1) . TP EED 26.4% (153/580 1) (Zfu] & 2>D HIMMEA FEHFR B BRI LT,
AR R FER BT SR BET 32.1% (95%CT : 28.1t036.2%) . TP #ET 33.0% (95%CI : 28.6t0 37.4%) .
F 72 SR EED TP BRI K95 M ME LD~ — REIE 1.015 (95%CI : 0.816t0 1.264) & H#EE 4L, H
MAMEFER O B BROHER A B EITRD b/e i~ 7= (p=0.893, Log-rank 7€) ,

HPEEIVEF O R BRAE S | BAETEEER . K O Kaplan-Meier BRERH KRR Z 2T #£ 120, 3 121
K OMX 28 129, Fiz, HMMEREIER OWNRE £ 122 12R7,

HImPERIEA L, SREET 14.1% (81/575%1) . TPRET 11.7% (68/580 ) R Hiviz, AEMRFHE
FBIRIL, SRHEET 15.8% (95%CI : 12.6 t0 19.0%) . TP #ET 14.5% (95%CI : 11.3t0 17.7%) . SR
O TP BRI K9 5 HIIMMEFH I DO — R 1.068 (95%CI : 0.773 to 1.474) &L HEE S, FEO
HRBICHBEITEO b ho 7= (p=0.689, Log-rank i) ,

BRI L ORRBERO A 0D 59, FEREM THAFENZRZTIR b7,

2855 kT

FETCTEMBI DI BB L O BRI R A2 T Ch R 123 RO 124 1R T, £72 BT H—EE £ 125
2R,

ATEER TITTEBRIEN i 1 E 3 CTHUE L 7B IS S BIDSET 5 B DIET R0 Hav, £ DWERIE
SRHEF4 %, TPHE1BITH -7z, SREFD 4B 2 GIIRIRPARD G E STz, RRBIHROAF LI
DO TERGEEM CHEMAZRZITRO b d oz, MEIIT, MEZERE T LT L7z 1 6] (SREE O
HTHoT, AFEZIOWTIL, BRI L ORRERIIGE S e, FEMEFLOPIERIT, fdH i 2 5]

(SR, TPHECNEH 119 D) | IEER KRB % O 1k MmN 1 51 (SRAEF) K OH# 16 (SR
) Thote, ZOHHLARICHOWTTRBRIE L ORRARDEE S, Mo 3 BSOSO T,
WS IR TH Y | JRBREK & ORRBERIIGE SR T,

2856 EELEEER
W EEDTEERAERGMOEERREMAZE 126 K OFE 127 12FNEiuR LT,

W& G- HER A EFSRIT SREET 75 Bl 102 144, TP &L T 54 Bl 74 1HiRD Hiv, HEL=RIT
SR EECHEICHE -T2 (p=0.044, ¥ FiE) . HEEARIEMIL SREET 17 F1IC 32, TP EET 8 flic
174380 b, HEEIR»->7-bDD, SRETERRNGEVHEIICH -7 (p=0.066. ' #HE) .

AIEBR T, et MEBAPESRBER  (TTP) M OMERERIERIE T E STV 7ZWnAs, [KERBIRR
WEE TERWVBE A ) HERATFREE Y 141 SR THE Sh,
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2.8.6 Lk
HahiE

AIGBRCTHNED EEFEME A & U CHE L7z MM ORI OV T, i ZEE B & x5 &
LT 1996 4 L 0 Feffi L 7= S MAHERIRERER A & OBFET 21T o7& 2 A, TPREZT 5 SREED
P— R 0.921 (95%CI : 0.520t0 1.632) Toh o7, KIBRICBIT HIELHERERETH L 05— ik
D 95%fE8E LR 2 LN &7 LT\ 5 2 & 03RRI L, TP BEIC )T 5 SR EEDOHZMEIZI T HIESH M
WHEES L, E7-. BIRIIEHEE R TH 54T OME i ORERR &AM EEME A & FH
BROBRERME LN,

2t

LMD EHFIE H OMHTICE VT, TP BEICKTT 25 SR BEOMEEMME S RGE S vtz FEFHEE A
& LT ek, FFSREREE o AR AT IS B 1T 2 RS BLRIE, Wb SREEF TR, TP
FE Tl G- BRAA TR LA ORI S 22 < O IFRERE R AR BL L 72, 2B BRI TIX, 1RBR¥E L DRIR
BIFRDSEE T & AW - MR SRR, (A - SREEE . AmEk - MNRES, REREEZR S ONTHE
{LERBETE O S BB 2 TP BEIZ L~ SR BE TR o 72,

—JF, HITEERLDOE2ED TR TRE 221372 < . MBI OMEE S IEROHECTHAE &
EHOLRNL L THoT,

PLEX D SR25990C 75 mg/ HIZF 7 v B U TR E 72> TWHHEERIFREREZIZI LD LT
BWERORBY 27 MEL . K0 ERIEATEERTHD EE 2 BT,
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2.8.7 f18%

# 104 - 58 E —FAS. DV7314-23
i SRZG9I0CEE FIOE TR l
HA {7 $ir 573 578 fi "
T Lo 413002 1) 327073.9) P=0, 402 C
= 160 (27, &) 151(26. 1) _
R AR T 901, 6) 50,9 -
40T L S0 31(5. 4) 2604, 5)
BOEELL_FROEEATHY 132023, Q) 137(23.7)
B0 LL_EToREA Il 205 (35, &) 207(35.8)
TORE LA _ER0GE 192 (33, 5) 19934, 4)
BORELA L 4(0.7) 4(0.7)
e 253044, 2] TTER0(43.5) =
BSEELLE 320 (55. 8) 328 (56. )
n 573 578 F=0. 444 T
mean =501 G4, 39, 4 B4, 79,1
madian (a3 G
) ] _mln, max B 27, 8 2_5,, o
HE n 571 577 F=0. 196 T
mean S0 150 4+8. 1 160, 1+8, 4
median 1a0, 2 160, 7
- min, max 136.0,175. 0 125. 5, 180. 0 -
&8 . S0 kgFein B4(11.2) T5(13. 0 -
50 kgbl BEAD kg3 198 (34, 6) 193(33. 4)
60 kgll E70 kil 202 (35, 3) 203035, 1)
T0 kgl B8O kel BE{15. 0) BG(15, 4)
80 kgElk 22(3. 8 18(3. 1)
AR 1(0.2) 0(0.0)
n 572 578 P=0.387 T
mean 50 G61,.0+0,49 60,649, T
median 0,0 G0, 0
_ min, max 32, 0,108, 7 321,95, 2
A N 131022, 9) 12421, 5) P=0.565 C
38 442 (77, 1) 454(78. 5)

#] Cl*HUE FiFisher FHEFESH HE WWilcoxonlANIFIREE T:thE

2 WED B RS
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% 104 - HERE S E—FAS, DV7314-23 (§%)

ki SR25000CRE 0 FIREL YR
i ' ; 573 578 "
¥ 114115, 9) 10514, 2) T=0.5ee W
84 p* 4iAEL F1238 505 96(16. 8) 114(19.7)
1218 L), 2638 #is 57{0.9) BO10. 23
261 EL_E52IE A 51{8.9) 62010, 7
s2imEl | 256 (44.5) 238(41.2)
n RT3 5TH
mean =50 BEO. 71514, 2 765, 91250, 7
madian 243 214
min, max 8, 10495 8, 8217
D EFEE DR T o— Lo 171(249, 8) 170(20, 4) F=0, 957 C
54 290 (68, 1) 397(88.7)
b | 12(2, 1) 11(1.9)
1 R i o PR GG (9, B) BO(10. 4) F=0 C
(R D) b i G A 153 (26. 7) 178(30. 8) P=0. C
T A i A 2704, T 17(2. 9} P=0. C
o A i b IR 418(72.9) A00(RT.5) F=0, C
i i Eh IR 5300, 2) BE(D, T) P=0, 799 C
F i 12(2. 1) 1001, 7}
FH ~zi0.3) 1(0. 2)
BEOKES (1.5 cmBL ) 437 (74, 5 444076, 8) F=0.
HEI gL . 141024, 6) 122(21. 1)
S BEYE (1 /2R 1) 400, 7 1141.9)
k2 100, 2) 1(0. 2)

#1 Coy"W T FiFisher OEEMSEHBE WWilcoxon@iIFlE T:uifE

#2 fRILEF 5 B S I EE R AE B

#3 fRIED LR
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% 104 - HERE S E—FAS, DV7314-23 (§%)

i B — SRESOTICEE FrZOE oo
IHH A 1) _ 573 578 e
L TP - B4(14.7) ETIER F=0.
{(HEHEER&EY) BHT A 206(R1, T) 295 (51, 0) P=0, B33 C
B 279(48. T) 2R3(43. 8) P=0, 094 C
R 103 (18. 0) 94016, 3) P=0. 441 C
i 111019, 4) 128(22, 1) P=0, 246 C
HRiES a6(B. 1) 41(7. 1) P=0. 501 C
£ 35(6. 1) 38 (6, 6) =
7B 10,20 140. 2) T
WO E1ET3 ' 201135. 1} 231 (40. 0} P=0.087 C
#5 37164 7) 346 (59. 9)
) o2 B 1(0.2) 1(0.2) B
ERORBELDII-EEHLE &9 100017, 5 BO(15. 4) P=0.347 C
i i 2 0 B FRE i L _ 473 (82. 5) 489 (84. 6)
(BRI H D) TEEE T3(12.7) 66(11. 4) -
T o= AR E 13(2. 3} 15(2. 6)
= o i 55(9. §) 51{8. 8)
Foii 7(1.2) 340, 5)
TIA 2604, 4) 2614, 5)
— B 1 LR 100, 2] 200.32)
B F o4 _ 40,7} 0.0
F oo EERE o ' 05 (63, 97 305 (68, 3) F=0. 827 C
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(EMEARY DRIV ERETHRBICEITHIV0ERFTLILETREY U OLLEKKER)

AERFAEEER4 : Prof. M. Gent (Clinical Trials Methodology Group Hamilton Civic Hospitals Research
Center, Ontario ; h 7 #4)

AR : EESERER (304 /% ; M. A—RX RS U7. —2—C—5 2 K, dtX)
AFHEK : Lancet 1996; 348: 1329-39

REREAR

RUOBEDOHEAANE : 1992 3 A 208

REDEEDTETH 19964 2 A 29 H

BARRD Iz —X : EM+R

B89 SR RAE LR, SaaRE L DOHEE. EREREBREAEEEZAHRIC. THKEED
FREE/ ZTOMOLDMERE] DEET Y MRS FORBRINFEZHEFRELT. VOERTLIL (75mg 1
B1E) &7AREY> (325mg1 B 1[H) OEMHAENMEEZRET Lz, T, HHOEIHETEMER
UEBMHLRE L=,

BEBAX . VOERJ LI (7T5mg/H) EF7AREY Y (325 mg/H) #L&TAHEMME, SHEHRLR.
SUALIE, BREITIF, ZEEH%. HTEMEESER

BER

FTERF : 15,000 5]

SUALIE 19,1856 (Y OE RS LIJLEE : 9599 f5l, 7RE1) L& : 9586 f5l)
(BEZEEFIHOFEIRN)

MEEHARY FOBEF YRV FLEE 11.6%EREL. Tl 5%DEEKETHEEZTIEEDRE A
% ZHHRTED. HBREBEHREEREL-, 4H. 9 EHMIANBRE N EERT 51=-DITEDPTEHSE
EiLf=,
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BREESHEEOHRAI—F : P1633

PR URREE

21 MU L TCTROEEZHA L EIN-BE

o TUFLILHTI6 H AN DT A LALET 1AM E TICHRE L NEE
o S UALALHT 35 BURIZHKIE LD HEE

o KRIBIARZE

BHREOIELERKERICEINT, FBFZNL 3 DOREHRED 1 DI L-, BELELY
RBZIMEI S &Ll RIVMRERXETRAE) VORMBENEZELIFHZFTHEERE
gEnigmnot,

RERE -

JBERJLIIL (75mg/H) # 18 1EBICEO/RE LT
FAEY (326mg/B) # 18 1E&HIEARE L]
BE5 AR

1~3 4

STl EAE -

AMEIZOVNTIE, REE, DHEE, TR (RELYL) | RERVRREMEZA LM % AHEKR
DFHEERE LTz, Ch o DFHEEIROEAELRRERITBEE (ST Lz, HHEERE. BRERSH
Rtk 3 FRIRBEET S L& Lz, L. ABETUREIEBBRE LG o1z, REMICOWVTII,
EEEREMARBMEEETML =, PUEPIXBRERSPIEER 28 BEZBABERL 1=

Wt Fi%

AVHOETETMIE. MEEAARY b ( TREE/ DHEE/ ZOMHODMER] ODEAEIY KRS
k) OFIRFEZX intent-to-treat (ITT) #EH (Mantel-Haenszel #87%E) T L=, F1-. RAHOE@ %
BEBEOHRIENS 28 BFBRIZRBEL-IEEA N2 kR on-treatment 83T T1T o7, MEM
AN FRERBEEIL Kaplan-Meier ;52 & > THE Lz, ZEMOFHEX. AT7IU—T—2I12D0
TRYBREEAVNT, EFET—2 IOV TIRtREEZAVTIT > 1=,

PRSI T—2E=F Y VI EERICE2T3E (T2 0 1/4, 1/2, 34 NRESNF-FFR)
EiEEShi-, SPEMBTICE VD THBEKEL p=0.001 & L1=, EHEFBHRICKHABROBEDOAEDIE
TOHNEBREKEEICIRR SN, RRIOGEVEOTEFMOARKEL p=0.048 £ L=, BH. &
EMOFMIE 3 n ABICKER ST,
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AREEFHEEOHEN—F : P1633
3 S
BEROERKIEUVHRESS .

19185 FIMDBENARHAERICEFE SN, VO KT LILEEIZ 9599, 7 AE ) UE(Z 9586 FIAS v 4
LIZEIYSToNT=, AREORBEBREZEIL. VOERI LILET 15634 AFE, 7RE) VE T 15626
ANETH-T=o BRI, A—RX Y7, Z2a—P—52F (AR) OFEFIL 114604 (Y OE RS L
JLEES72045, 7RAE ) VE 57404 | dek (B#X) OEFIZ 77256 (2 OE K45 LIJLEE 3879 4.
FRAEY UEE3846 ) Thot-o MEEBRITIE, MIFEEE 6431 4], DEFEEERE 63024, R4
EAREEEE 6452 I TH o 1=, FHRERHAMIL 1.91 £ T, 36731 AFEDEFAMNTTEEIC L o 1=,

BRERSDPIFIE I OE FT LILEE 2286 5l (23.8%) . 7RAEY U3 23114 (24.1%) TH-o 1=,
BB TEICS6 BIICDVTEMARTRETH (L M4BT -2 EERICAIENHER SN,
RERRIE 3 EMBRIFT, BED 86%IARRERABEEICEDONTIZNAED 80%ULZERA L=,
AOfEtE. SHRAERVERKBICET IEREFIE. 2HETRY FRH OGN o=, BREZE 1
HHRALGN-=866I% ITT RITORRICEDT=,

BEYMHEORER

AABOFEFHEIER L., IROMEEARN b ( REE/DHEE /" ZOMHOLIER] OEST
VERAUER) THo=, MEMA R M, E#(ZH| > THEHRT T Central Validation Committee [Z
E-oTHIES T,

o HERDMEMARNYMDITTEFTIE. VJEERTLILETREY VICHARTHEOLERE A N
VrDRBREREHAMICARITET S E (p=0.045) . Cox Lhfil/\H— FETILIC K D%
DAY BOEEL BTN TH 21z, AREEEMASRE LI-RHEDOMENA X b DEHTTIE, HIE
BOMEEARY FOFRFTERBEDOFERZEZRL. YRV BLERIT89%TH 1= (p=0.035) ,

o EBIXREFHBIER ( MNEE/DHEE/TERUK DMEX] OESTY FRA4 >+, NIDMEE] .
MxzZEh (EmMEXIEHEmME) /DFEE/ 2TORE] DEEIVRRAV A, T£2TORERE] )
O ITT BHFOFHERIT. TEFTMEEDFZELRAKT, AR VBLEREIENEN 7.5%. 7.6%.
6.9%. 2.2%THo1-, KXABRI(L. BISEHEEBICH T AHAMEESEL T ITRE AT LM > 1=A,
CNODRIRGHEIEEEDRERBRARFFI—BELTFARAEY VELIYIOE RS LILETENS =, &
SHI2, EOBEODMERICOVTE, FBEIQEXTAE) VEKLYIOE RIS LILETENOT=,

o FEFMEIEEDHIERDMEMSA N FMIBET S on-treatment BITDFER (T, TRAE Y VB LR
THOOERTULEICEWTHREAMICERR 9.4%0DHM ) RV ELARENT (p=0.046)

o TRNZED (RmMMEXFHMYE)  DHEEDIERE/HMEERT] OBESIY KRSV FORIE
HRIFE(CEAT B ITT f#fT (BRM) TIE. JOERTLVILEETRE) UBICHRTAANY b
BWOVARYEREICTETSE (p=0.025) . VR VBLEL94%THo1=e COREITIE, 7R
EVVARRELEBRLEIVODE R LILARODEDARR I 1y hERLT,

o [INHEE] & NDHEE] OFTNTIORBRREICET L ITTHENTIE., VOERJTLILEDT
AEY UEICHT AR RBAOEL, TIKEE] 2D TIX52% (p=0.419) . TLEHIEE)
[ZDULVTIE 19.2% (p=0.008) TH >z,

o MRXAOETEIHEIEED ITTHRIATIE. VAEFSTLILEOTRAEY) VEIZXT 2 X2 iED
[T, AR (R, A—R S Y T7RUV=Z2—2—5 2 K) EBH#EX (Jbk) THELIL., FEnEFh
7.0%. 10.9%TH-T- (XEEFADEKRE : p=0.634) ,
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AREEHEEOHEN—F : P1633

HEEBHNOEBFMEE D ITT AT TIE. AR E SRR IHE OICHBLREERANS S C
EMTENE (p=0.043) , Y OE RS LLEOTRE Y VBISHT 318 Y X7 HOEF, Wi
EBETIE7.3%, DHEEBETIEA0%, FEBREBBETE 237%THo 1=,

AO#ETE. HRABRRUERKEICHATAIXEERICET 28T, ARLEHMOEELXE
1’Eﬁ€?b (p=0.009) . VAERJTLIED T5FZUTDEETIHEAARNY FERIED) R HNEM D
f=o AEREANBHEICLEELXEERALHY (p=0.006) . VOE RS LILEDIEBATIFANY
FRIBODYRIDBEN 2. T AREDBFHOBEREEOMICHEXEERNSH - 1= (p=0.013),
tOEEEFTIHIHANICHEELCREERIEIEO NGNS, WFhIZLTE., KR, KERY
R LI-tORFETICEAHLT . VOERILVILETTRAEY VEICHL—BELTEA-MEY
ARVEDYRVETHEDH NI,

ZEMDHER
FEZRIERERSHHPRCIRERT (Pib) %28 BRBBEEIT S L& Lt

MEIRFOBEEREREEZ R L (p=0.640) . RLREICEDOON-AESFRIL. FIDE.
ERERRPE. WE. ERCKLH85. BE. 1 VILIVFHRERTH > 1=

#EAMNKSETIE, KE - BZJ’éﬁE%%KEEIi FRAEYVELIYLIVAERTLILETERIZZN,
21z (p<0.001) , —7F. D EREE (p=0.002) . H1R - RiEHREREET (p=0.016) . HILE
EE (p<0.001) . MA% - IE.\ 'J ALEE (p=0.011) RUFMEKEE (p=0.024) FYOERITL
IWETHEII G, T=,

FRAEY BT BE FJ LILEICEEAR, B (p<0.001) . JAEFR R (p<0.01) . {EF# (p<0.001) .
B#& (p<0.001) RWES (0.47%DEXEM. AEREREET) NEh o=, FREFTLILE
TRET7RE) VEICHERTHRASM oF= (p<0.001) ,

JOERTULBEICET2HHERERUVEBEREREREORREGITRAEY VB LERKTH O 1=,

HSOERTUILETIETRAE) VEBIZEHER, BAOKRE (1.4%0iE5tEm) BRUZFS5%E (1.6%0
HExtEm AZLEHLNT-,

LB (48) ZRDEEEITAEY VEIYEIOE RS UILBETEERIZEN 2= (1.6% DX
#m) ,

BEMFE#EOH-EBITZRAEY VELYEL9OE RTLILETEHEIZVLEMN = (0.76%DF L) .

BELNAEEERORRIAF . BETHLULTW=(POE FTLILEE404% . 7AE ) U#41.4%),
HE., ARFEFTEMICKYESHETMEER L L THRESN-EBEEOREERVCLDHEEL, E
ELEESERELTIEESF LEMN ST,

FERRICEDBBREREDHLEMN 12% (WThOETE 11.9%) [ZRH LNz, BBESFICL
PRBEBEOHRIEFITRAE) VEOALNEN ST,

HBRAMPICRB L-FEEER CBRELOEREROAREZMDLAEWN) (&Y 8194] (Y OE R
TUILEE398 I, 7REY VR 4214]) MREBREAMFIZET L=,
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FOAOEDY (VOERTLLERKEDFI/ EY SURRIMRE) RUTRXEY VICEY B0

TEMFERICEOE, NRBEERCHMEEE(CHFIER L BT o=, ARERBRICES 4L

MZRFEMAEIZE YIFHRBEERVM/MIBEEZTT EEFANERT TRE SNz ERIZEYLUT

DEEMNELONT=,

o IFHIKEAMNE (<1.2GL) DRBESEIHEHMICERELEEROLNT (p=0.671) . YAERIT LI
BHT266l. TRE) VT 236IIERH LN,

o IMU/MMREAME (<100G/L) DRBENIEETVWTNDEHTE 0.33% T, HFIZTHEELEERDHSNEH
271 (p=0.996) ,

o HMMUAFTERORFINSEIHMEELEFROONGMN > (p=0.976) . LML, BiEHIM
DRBEESEITREY VEOANEN T (0.7%DiEM) (p=0.002) , EERNHMOOFRRBNEIC
FEBREEFROHONGEMNOT=A (p=0.146) . FRAE) VEITEIMERAZD 5 t=,

o [ZDHMOHEMIZRHI-BHEIIVODEFITLLBETERIZEZC (08%) . ChiFEICREMERE
MORBNEN=HTHo1=., LHL. ChoDFEEREREI—MRICEETE LGN o=,

o ANO#EE. GHHAABRRUVEREKEICETIIERFIOEETEROY IV IIL—THEIL. 7ILa—)L
PRTANAEDERENTRE) VETHETBERORER IR INBVWI L ERLIz, REHICH
LT, BAREEHBICHANICEELSXBEERIEGN o=, VOERS LILBEOLXETHOMEESE
EZNBEICELHRESIAEN., ChEEHMOESNNHOITNZEZ N =HTHo=, Tf-. 7AE
JOBOIEBATHIMEEEEZNEEICZSHRESINT-,

BRARERBRICEAL T, AREEENEDERMICEEZEGEREZF OARMEDHIREMERE. &
ARBEEEMICK > TH SN BRERMICEZLGERZHF ORBEEENIRF S,

o [FHEEREMEICONTIE, BERMICEELEKREZFDOURMEOHIREMEEE (AST. ALT. ALP)
DESIZTDOVTIHERICEREIZO oG E=N, VOE RS UVILETIETZRAE Y VEIZHERT
BEYILECDOEHEIZETO LENRDH 5N (0.01~0.03 mg/dL) .

o BHEEREMBICOVWTIX, PLIIUMNS9AL ZBZSEEZRLEEEDEAENTRAEY VEEICHE
RTHUVBERTLUILETELN o= (0.6%DEM) (p=0.007) , ThUNDERMICEZELEKE
BOAREMD H I EHERBEEEDOISIZ OV TIEEBIZEEEH OGN - =, F£f-. ¥ OF
ROUVILETEZILIIVDFEHEODLENEO oNIZ(FRE) VEICHERTH0.059/dL £R),
FRAEY VEFIVDERTUILEICERT6HAENS IV LT7FZUoDOFEHEOLENEDH ST
(0.015 mg/dL)

o HAIYOLEFRIDLIZDODNWTIX, BERECRBISICEELREIBRO NG, -T1=, LIMLE
N5, PAEYVETIZIOE RS LILEICHERT, REIEHNF 0.15 mgldL Emh o 1=,

o IOLARTA—JLELNYGT YY) FIZOWTIE, EREDHRRISICHEELEFXEH OGNS,

o BHMHRBOFHEDNETAIOE RTLILEORHMICHEEL (FRAEY VITHATH 0.1~0.3 GIL
BT . %54 AEBETHBL. TALURERLz. ThICHET 2EMNKESEDETHE
H"Inhl=, M/MRBIZEEGEFIEROoNGI ST,

PRRIREEICET 2 HEOERLX. WIThLBRERMICEZELFIAGEINEN T,
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&

F7TA—LMBEBEICEWNT, JOERSTLILETRE) VIZHRTHEOMESEA RN b ( TKiE
E/DHEE/ ZOMDOLMER] DBEEIV RRA VL) ORBRERNEEICEL. AU RIHE
PVERFB8T%THoT=- (p=0.045) , BEHMEDFERIE, BEDFIOEDVIZEITAHBELFERKIC, FI
JEYSURBM/IMREFX T TAO—LMBREEFEIZBEVWTTAEY &Y EEHETHDIZEERL, &
DEEIZHITSH ADP ZM L=M/MugEIFIOEEH ALz, KRB TR L-TREHICTFEL
THRBEAICEVNT. Z7RAEY 2IE 1000 AFEEH-Y 194DMFEOMEMSA XY FEFFHT 52 EHE
BFEINBDIZHL, 7AERT LT 24 HDNEOMESEA RV FEFH L, FHTEHNEOME
AR COBERIETRAEY VITHR 26%2 N2 ENEFTE 3,

Ftr=. VAERJLIL (75mg/H) #E5TIE, BERMICEZLGHIOO) R IHAT7TREY > (325mg/H)
BELYELEL, EEOFDEFEVEDORENRO NG thOBERAOMENGE NI EARRT 4
v hELTERESINT:,

Li=M>T, 7TO—LMBREDEEREOHLZEETHMEEANY FEFHTHHIZ. VRERIL
WIETREY D&V EHNTHS I EMREINT, -, MEOEEHIEIRAETHY . EEOBHLEM
DYVARIIFHVOERTLUILDADREEIZEN =, COKYBNEART oYy b YRILLLEEET S
E.VOERTLLE7TO—LMBEEEDAERICEVWTEERMIZEYENABRTHDI I ENTRS
nt=,

HEEOAN : 1997 %1813 8

292 XNREH

29.21 BREBRMREMH

19,185 Bl D BE NARBRICEG S, 70 RZ LAVEEZ 9599 i, 7 A €Y REIZ 9586 B8 7 o
FRZED M ToHNZ, 70X MEENTEBHE 19,185 H10 5 B, 86 BlITxtGEEZ A L T\ Rh ol
RITFEERE L2720, BBEE RS SN2 -T2, D DRBRIEEZ RS SN2 > BE DT
— 2 B A ZMED ITT ffdT K O X CTOREMEMHT Oxt 5 & Ly, A 2MED on-treatment MEHTIZ 1M
Wi ho T,

RBRE T T LT-BEOWNREZE 12091087, 7 X 2MES 72 BFE 19,1856 9 519,129 41 (99.7%)
WTERBRZ 52 T L. 561 (0.3%) ILIBMGFHERECTH-7-, BIGEIERE S6BID > b, 146I1xT7 —%
[E R ICITENHER S, BRI TR O AR ST,

Property of the sanofi-aventis group - strictly confidential Page 320



276 BELADHEDE LD
SR25990C - ¥ O F K4 L LEREEE PAD

& 129-HBZEET LI=EEDRNR—-CAPRIE

Qualifying Condition Treatment Group
Completion Status Clopidogrel ASA Total
IS, N (%) 3233 (100) 3198 (100) 6431 (100)
Completed 3212(99.4) | 3184 (99.6) 6396 (99.5)
3 years 587 (18.2) 606 (18.9) 1193 (18.6)
Study Closure* 2402 (74.3) | 2355 (73.6) 4757 (74.0)
Death 223 (6.9) 223 (7.0) 446 (6.9)
Lost to follow-up 21 (0.6) 14 (0.4) 35 (0.5)
MI, N (%) 3143 (100) 3159 (100) 6302 (100)
Completed 3137(99.8) | 3151(99.7) 6288 (99.8)
3 years 383 (12.2) 368 (11.6) 751 (11.9)
Study Closure* 2593 (82.5) | 2638 (83.5) 5231 (83.0)
Death 161 (5.1) 145 (4.6) 306 (4.9)
Lost to follow-up 6 (0.2) 8 (0.3) 14 (0.2)
PAD, N (%) 3223 (100) 3229 (100) 6452 (100)
Completed 3220(99.9) | 3225(99.9) 6445 (99.9)
3 years 262 (8.1) 254 (7.9) 516 (8.0)
Study Closure* 2782 (86.3) | 2768 (85.7) 5550 (86.0)
Death 176 (5.5) 203 (6.3) 379 (5.9)
Lost to follow-up 3 (0.1) 4 (0.1 7 (0.1)
All Conditions, N (%) 9599 (100) 9586 (100) 19185 (100)
Completed 9569 (99.7) | 9560 (99.7) 19129 (99.7)
3 years 1232 (12.8) 1228 (12.8) 2460 (12.8)
Study Closure* 7777 (81.0) 7761 (81.0) 15538 (81.0)
Death 560 (5.8) 571 (6.0) 1131 (5.9)
Lost to follow-up 30 (0.3) 26 (0.3) 56 (0.3)

ACCT2A.LIS

* Indicates planned termination of study by Sponsor.

IS : MAEE, Ml : DEFFEE, PAD : REEIARESE. ASA: 7RAEY Y

BBEEDR G2 F 1k L7 BE OWNRZ K 13012777, 4597 5] (23.96%) 135kEk % 58 19 D ailZiRER
oz ik Lz, IBRIEOFE G P IEOEIE IIFRICZ o B R VAL T A Y VOB TH
BRI b o7 (p=0.251. L IRE) .
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& 130 - BEREHR G ZHIE L-EHDAR—CAPRIE

Qualifying Condition/ Clopidogrel ASA Total
Reasons for Stopping (N=9599) (N=9586) (N=19185)
IS

Adverse event 380 (11.75) | 347 (10.85) 727 (11.30)
Withdrew consent 166 (5.13) 152 (4.75) 318 (4.94)
Contraindicated medication 80 (2.47) 67 (2.10) 147 (2.29)
Outcome event 117 (3.62) 146 (4.57) 263 (4.09)
Noncompliance 67 (2.07) 70 (2.19) 137 (2.13)
Qualifying condition not presenta 13 (0.40) 13 (041) 26 (0.40)
Lost to follow-up 8 (0.25) 1 (0.03) 9 (0.14)
Total 831 (25.70) | 796 (24.89) 1627 (25.30)
MI

Adverse event 337 (10.72) | 352(11.14) 689 (10.93)
Withdrew consent 163 (5.19) 148 (4.69) 311 (4.93)
Contraindicated medication 80 (2.55) 96 (3.04) 176 (2.79)
Outcome event 38 (1.21) 33 (1.04) 71 (1.13)
Noncompliance 56 (1.78) 52 (1.65) 108 (1.71)
Qualifying condition not presenta 2 (0.006) 6 (0.19) 8 (0.13)
Lost to follow-up 2 (0.06) 1 (0.03) 3 (0.05)
Total 678 (21.57) | 688 (21.78) 1366 (21.68)
PAD

Adverse event 429 (13.31) | 444 (13.75) 873 (13.53)
Withdrew consent 153 (4.75) 149 (4.61) 302 (4.68)
Contraindicated medication 95 (2.95) 107 (3.31) 202 (3.13)
Outcome event 43 (1.33) 57 (1.77) 100 (1.55)
Noncompliance 53 (1.64) 65 (2.01) 118 (1.83)
Qualifying condition not presenta 3 (0.09) 3 (0.09) 6 (0.09)
Lost to follow-up 1 (0.03) 2 (0.06) 3 (0.05)
Total 777 (24.11) | 827 (25.61) 1604 (24.86)
All Conditions

Adverse event

Withdrew consent
Contraindicated medication
Outcome event
Noncompliance

o . a
Qualifying condition not present

Lost to follow-up
Total

1146 (11.94)
482 (5.02)
255 (2.66)
198 (2.06)
176 (1.83)
18 (0.19)

11 (0.11)
2286 (23.81)

1143 (11.92)
449 (4.68)
270 (2.82)
236 (2.46)
187 (1.95)
22 (0.23)

4 (0.04)
2311 (24.11)

2289 (11.93)
931 (4.85)
525 (2.74)
434 (2.26)
363 (1.89)
40 (0.21)

15 (0.08)
4597 (23.96)

EARLYDSA.LIS

a: Premature discontinuations due to the qualifying condition not being present or an
exclusion criterion being present (and discovered after randomization).

IS : INFEZE. Ml IDEFEZE, PAD : RHEEIAREE. ASA: 7RE) Y
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29.22 ABO#rEt=E

N2 A3 BUCTRT, 7 R ULAREE T ALY VEEOIEAADODH IO TR
PEERBOTMN (p=0.020, HE) . BEEO AN DSRH2OREITIZIERE TH - 12,

£

& 131 - AO#REHER%E—CAPRIE

Parameter Clopidogrel ASA Total p-Value
(N=9599) (N=9586) (N=19185)

Age, years

Mean (SD) 62.4(11.09) | 62.5(11.08) 62.5 (11.08) 0.680

Range 22-94 21-93 21-94

Age subsets, no. (%) of patients

<54 2337 (24.35) | 2299 (23.98) 4636 (24.16)

55-64 2834 (29.52) | 2824 (29.46) 5658 (29.49) Not Done

65-74 3146 (32.77) | 3133 (32.68) 6279 (32.73)

>75 1282 (13.36) | 1330 (13.87) 2612 (13.61)

Gender, no. (%) of patients

Female 2649 (27.60) | 2681 (27.97) 5330 (27.78) 0.566

Male 6950 (72.40) | 6905 (72.03) | 13855 (72.22)

Race, no. (%) of patients

Black 291 (3.03) | 261 (2.72) 552 (2.88) 0.020

Caucasian 9081 (94.60) | 9096 (94.89) | 18177 (94.75)

Oriental 50 (0.52) 78 (0.81) 128 (0.67)

Other 177 (1.84) | 151 (1.58) 328 (1.71)

Weight (kg)

Mean (SD) 76.7(14.76) | 76.6 (14.57) 76.6 (14.67) 0.691

Range 27.2-204.1 27.2-202.3 27.2-204.1

Smoking History, no. (%) of

patients

Current 2808 (29.26) | 2860 (29.84) 5668 (29.55) 0.677

Ex-smoker 4715 (49.12) | 4666 (48.68) 9381 (48.90)

Never 2075 (21.62) | 2060 (21.49) 4135 (21.55)

History of Alcohol Use, no. (%)

of patients

None/occasional 8074 (84.11) | 8043 (83.90) 16117 (84.01) 0.692

Regular 1525 (15.89) | 1543 (16.10) 3068 (15.99)

* For each parameter, the percentages were calculated with the denominator being the total number
of subjects who had data for that parameter in each treatment group and overall.

ASA: TREUY
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x& 132 - ‘RBREREHM —CAPRIE

Qualifying Condition/ Clopidogrel ASA Total
Value (months) (N=9599) (N=9586) (N=19185)
IS (no. of patients) (3233) (3198) (6431)
Median 20.0 20.0 20.0
Mean (SD) 20.2 (10.70) 20.4 (10.75) 20.3 (10.72)
MI (no. of patients) (3143) (3159) (6302)
Median 20.0 20.0 20.0
Mean (SD) 19.6 (10.21) 19.8 (10.14) 19.7 (10.18)
PAD (no. of patients) (3223) (3229) (6452)
Median 19.5 18.8 19.3
Mean (SD) 18.7 (9.55) 18.4 (9.54) 18.6 (9.55)
All Conditions (no. of patients) (9599) (9586) (19185)
Median 19.9 19.9 19.9
Mean (SD) 19.5 (10.18) 19.5 (10.18) 19.5 (10.18)

EARLYDGA.LIS

IS : MAEE, Ml : DEFFEE, PAD : REEIARESE. ASA: 7RAEY Y

2.9.3 AMEOE

2931 FERMMEFTMEER

2.9.31.1 ITT f&#r

ARBR DO EEFHIE H CTH D0 OMEMEA N>~ ( TIMEEZE DFRFEZE 2 Ot ESE]
BETY RRA VN OFBURILL OFENTHE R 2 % 1331277, PIROME A X~ O RRER
BRI R VARETS33%, 7TAE D UBETS83% THY, Z7ub R LIWET AU Lt
i U CHIR D ME A X N ORFERBEL AR T S (p=0.045, Mantel-Haenszel f &) . Cox
HINF— RET ML D70 R LAOT AE Y kT 5%V 227 0315 8.7% (95%CI :
02t016.4%) ToH o7,
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CAPRIE
No. (%) with Event Relative Risk Reduction (%)
Endpoint Clopidogrel ASA (95% CI) p-Value
(N=9599) (IN=9586)
IS, ML or Vascular Death* 939 (9.78) 1020 (10.64) 8.7(0.2,16.4) 0.045
IS (Fatal or Not) 438 (4.56) 461 (4.81)
MI (Fatal or Not) 275 (2.86) 333 (347
Other Vascular Death 226 (2.35) 226 (2.36)

SUBSA LIS & SUBSB.LIS
*  Only the first event was counted.

IS : BNIEZE, MI: LEIEZE, ASA: TRAEY Y

F 7o R OFIEE OIMAEVEA <> N ORI TR O 72722 1 IR ERE IR E <72 b (X 29)
6HH NE2E 3EFEOBERARIIT ALY VLB L T/ R LIARE TR -7 (3 134),

29-MERARY b TINEE/DFHEE/ ZOMODMETE] ZRBLELN --BEDERHER—
ITT ###7. CAPRIE
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2.9.3.1.2 MREEBHNY THIL— TN

Cumulative Event Rate (%)

Time (year) Clopidogrel ASA
0.5 3.28 3.83
1 5.58 6.38
2 9.94 10.97
3 14.07 15.16

ASA: TREUY

SUBSA.LIS

WIBEDMAEMA <> b ( THEZE DRREZE /2 OO DML ] DAY RARA > b)) D4
YREB (IMFEZE, OFRZE, RMERER) BlOY 77— 7B\ T, 1R &SR BMIC R A
TERRRD B (p=0.043, Cox [HlJf) . HTHRMEIRELEZ B TMEMEA X FO U XA 7K
BN FILT A Y LT b EV (p=0.003, Mantel-Haenszel (RE) = &R E 7 (FEXFY 27
B 0 23.7% [95%CI : 8.9 t0 36.2%] )
LD I5%EFHX BT AICE > THEY . SSICEETOMN Y A7 B RO SHEEEZ S A TV

(12 30) .

(#135)
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*  Qaly the first event was counted.

IS : FMHEZE. MI: DEFIEZE. PAD : RHEEIARAERER. ASA: 7REY Y

Property of the sanofi-aventis group - strictly confidential

No. (%) with Event Relative
Qualifying Condition/ Clopidogrel ASA Risk Reduction p-Value
Endpoint (N=0599) (N=09556) (95% CI)
IS
IS, MI or Vascular Death* 433 (1339 461 (14.42) T3(-5.7.18.7) 0.258
IS (Fatal or Not) 315 (9.74) 338 (1057
MI (Fatal or Not) 44 (1.36) 31 (1.39)
Other Vascular Death 74 (2.2% 72 (2.2%)
MI
I3, MI or Vascular Death* 201 (926) 282 (8.93) -4.0(-22.5.11.7) 0.639
IS (Fatal or Not) 42 (134) 41 (1.30)
MI (Fatal or Not) 163 (5.19) 174 (3.51)
Other Vascular Death 86 (2.74) 67 (2.12)
PAD
I3, MI or Vascular Death* 215 (6.67) 277 (8.38) 23.7(8.9,36.2) 0.003
IS (Fatal or Not) 81 (251) g2 (2534
MI (Fatal or Not) 68 (2.11) 108 (3.34)
Other Vazcular Death 66 (2.03) &7 (2.69)
SUBSFLIS
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QC*/Time Cumulative Event Rate (%)
(year) Clopidogrel ASA
IS
0.5 4.50 5.01
1 7.29 8.11
2 12.91 14.62
3 18.65 19.65
MI
0.5 4.01 4.21
1 6.44 6.06
2 9.74 8.98
3 11.45 11.87
PAD
0.5 1.34 2.29
1 3.03 4.97
2 7.12 9.20
3 11.93 13.44

* QC = qualifying condition

SUBSE.LIS

IS : INFEZE. Ml IDEFEZE, PAD : RHEEIARESE. ASA: 7RE Y

2.9.4 ZREMOFT

2941 BHEER

BRERIRSE T L R OWT N ORE THRBENS 2.5%0L FOFEELAE2HF 137N LT, BAEHFELRIT
7 a e K7 LIVEE 86.25% (8279/9599 ) . 7 AL U L EE 86.48% (8290/9586 f4i]) (2388 Hiv, A&

FLROFHEEGIITBECRBRE TH 72 (p=0.640, V' #HiE)
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Treatment Group
Body System/Event Clopidogrel ASA Total
(N=9599) (N=9586) (N=19185)

Any system 8279 (86.25) 8290 (86.48) 16569 (86.36)
Application site disorders 110 (1.15) 134 (1.40) 244 (1.27)
Autonomic nervous system disorders 318 (3.31) 318 (3.32) 636 (3.32)
Body as a whole - general disorders 3232 (33.67) 3169 (33.06) 6401 (33.36)
Chest pain 792 (8.25) 799 (8.34) 1591 (8.29)
Accidental injury 762 (7.94) 703 (7.33) 1465 (7.64)
Influenza-like symptoms 719 (7.49) 671 (7.00) 1390 (7.25)
Pain 611 (6.37) 603 (6.29) 1214 (6.33)
Fatigue 319 (3.32) 325 (3.39) 644 (3.36)
Cardiovascular disorders, general 1230 (12.81) 1373 (14.32)** 2603 (13.57)
Hypertension 415 (4.32) 487 (5.08)* 902 (4.70)
Central & peripheral nervous system disorders 2140 (22.29) 2278 (23.76)* 4418 (23.03)
Headache 730 (7.60) 694 (7.24) 1424 (7.42)
Dizziness 590 (6.15) 642 (6.70) 1232 (6.42)
Collagen disorders 17 (0.18) 14 (0.15) 31 (0.16)
Endocrine disorders 76 _(0.79) 83 (0.87) 159 (0.83)
Fetal disorders” 2 (0.02) 8 (0.08) 10 (0.05)
Gastrointestinal system disorders 2605 (27.14) 2859 (29.82)*** 5464 (28.48)
Abdominal pain 541 (5.64) 684 (7.14)%** 1225 (6.39)
Dyspepsia 501 (5.22) 585 (6.10)** 1086 (5.66)
Diarrhea 428 (4.46)*** 322 (3.36) 750 (3.91)
Nausea 322 (3.35) 360 (3.76) 682 (3.55)
Constipation 228 (2.38) 319 (3.33)%** 547 (2.85)
Hearing & vestibular disorders 195 (2.03) 181 (1.89) 376 (1.96)
Heart rate & rhythm disorders 409 (4.26) 483 (5.04)* 892 (4.65)
Liver & biliary system disorders 340 (3.54) 325 (3.39) 665 (3.47)
Metabolic & nutritional disorders 1205 (12.55) 1286 (13.42) 2491 (12.98)
Hypercholesterolemia 382 (3.98) 426 (4.44) 808 (4.21)
Musculo-skeletal system disorders 1714 (17.86) 1649 (17.20) 3363 (17.53)
Arthralgia 602 (6.27) 594 (6.20) 1196 (6.23)
Back pain 552 (5.75) 510 (5.32) 1062 (5.54)
Myo-, endo-, pericardial & valve disorders 1518 (15.81) 1564 (16.32) 3082 (16.06)
Angina pectoris 966 (10.06) 1026 (10.70) 1992 (10.38)
Coronary artery disorder 595 (6.20) 540 (5.63) 1135 (5.92)
continued on next page

ASA: TREUY
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Treatment Group
Body System/Event Clopidogrel ASA Total
(N=9599) (N=9586) (N=19185)

Neoplasms 183 (1.91) 204 (2.13) 387 (2.02)
Platelet, bleedingb, & clotting disorders 1644 (17.13) 1544 (16.11) 3188 (16.62)
Purpura 506 (5.27)%** 353 (3.68) 859 (4.48)
Epistaxis 278 (2.90) 242 (2.52) 520 (2.71)
Psychiatric disorders 880 (9.17) 907 (9.46) 1787 (9.31)
Depression 345 (3.59) 369 (3.85) 714 (3.72)
Red blood cell disorders 232 (242 282 (2.94)* 514 (2.68)
Reproductive disorders, female 109 (1.14) 109 (1.14) 218 (1.14)
Reproductive disorders, male 282 (2.94) 307 (3.20) 589 (3.07)
Resistance mechanism disorders 894 (9.31) 821 (8.56) 1715 (8.94)
Infection 446 (4.65) 403 (4.20) 849 (4.43)
Respiratory system disorders 2540 (26.46) 2511 (26.19) 5051 (26.33)
Upper respiratory tract infection 838 (8.73) 799 (8.34) 1637 (8.53)
Dyspnea 427 (4.45) 446 (4.65) 873 (4.55)
Rhinitis 403 (4.20) 405 (4.22) 808 (4.21)
Bronchitis 359 (3.74) 354 (3.69) 713 (3.72)
Coughing 296 (3.08) 257 (2.68) 553 (2.88)
Skin & appendage disorders 1518 (15.81)*** | 1254 (13.08) 2772 (14.45)
Rash 400 (4.17)* 333 (3.47) 733 (3.82)
Special senses other, disorders 37 (0.39) 30 (0.31) 67 (0.35)
Urinary system disorders 705 (7.34) 740 (7.72) 1445 (7.53)
Urinary tract infection 295 (3.07) 339 (3.54) 634 (3.30)
Vascular (extracardiac) disorders 1055 (10.99) 1102 (11.50) 2157 (11.24)
Intermittent claudication 368 (3.83) 365 (3.81) 733 (3.82)
Peripheral ischemia 309 (3.22) 329 (3.43) 638 (3.33)
Cerebrovascular disorder 251 (2.61) 273 (2.85) 524 (2.73)
Vision disorders 602 (6.27) 654 (6.82) 1256 (6.55)
White cell & RES® disorders 301 (3.14) 294 (3.07) 595 (3.10)

AEFREQIA.LIS
a: Fetal disorders were newly diagnosed congenital conditions, or preexisting congenital conditions that
worsened on study.
b: Events in the platelet, bleeding, and clotting disorders category included, e.g., hematoma and purpura, not
bleeding in specific organs and body systems.
c:  RES = reticuloendothelial system.
Statistically significant difference between treatments where: * p<0.05, ** p<0.01, *** p<0.001.

ASA: TREUY
WHO-ART #{#

2942 BT, EELEEER. TOMOEELEFEEER

29421 %%

AGABR TIE 1150 BIOFE LT3y S LTz, SECRRRI T, ABRIR T (TRBRE S G- B ST IB B
i) DIETAS 1131 Bl FBRGE TR OIELT A 1961 TH -7z (£ 138) , FHELICESTCHEHRRODORE
BURF AT, 1B G-I F U3 G- k5% 28 A LI EL L 7o A HEFRIZ L DT A 819 i,
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Clopidogrel ASA Total
Time of Onset of Fatal Adverse Event or (N=9599) (N=9586) (N=19185)
Death N (%) N (%) N (%)
On-treatment fatal adverse events
Resulting in death during treatment or follow-up
period 393 (4.09) 407 (4.25) 800 (4.17)
Resulting in death after study completion 5 (0.05) 14 (0.15) 19 (0.10)
Off treatment fatal events
(death occurred during follow-up period) 167 (1.74) 164 (1.71) 331 (1.73)
Total deaths occurring during study perioda 560 (5.83) 571 (5.96) 1131 (5.90)
Total deaths reportedb 565 (5.89) 585 (6.10) 1150 (5.99)

DRPTIA.LIS
a: This includes deaths resulting from events that occurred on or off treatment.
b: This includes all deaths, including those that occurred after study completion.

ASA: TRE Y
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Death Category Clopidogrel ASA Total
(N=9599) (N=9586) (N=19185)
All deaths 398 (4.15) 421 (4.39) 819 (4.27)
Body as a whole - general disorders 80 (0.83) 61 (0.64) 141 (0.73)
Cardiovascular disorders, general 34 (0.35) 42 (0.44) 76 (0.40)
Central & peripheral nervous system disorders 6 (0.06) 7 (0.07) 13 (0.07)
Gastrointestinal system disorders 20 (0.21) 24 (0.25) 44 (0.23)
Heart rate & rhythm disorders 27 (0.28) 28 (0.29) 55 (0.29)
Liver & biliary system disorders 5(0.05) 5 (0.05) 10 (0.05)
Metabolic & nutritional disorders 2 (0.02) 1(0.01) 3 (0.02)
Myo-, endo-, pericardial, & valve disorders 21(0.22) 19 (0.20) 40 (0.21)
Neoplasms 16 (0.17) 12 (0.13) 28 (0.15)
Platelet, bleeding, & clotting disorders 22 (0.23) 24 (0.25) 46 (0.24)
Psychiatric disorders 4 (0.04) 4 (0.04) 8 (0.04)
Red blood cell disorders 0 0 0
Reproductive disorders, female 3 (0.03) 1(0.01) 4 (0.02)
Resistance mechanism disorders 6 (0.00) 3(0.03) 9 (0.05)
Respiratory system disorders 56 (0.58) 63 (0.66) 119 (0.62)
Skin & appendage disorders” 2 (0.02) 0 2 (0.01)
Urinary system disorders 3 (0.03) 9 (0.09) 12 (0.06)
Vascular (extracardiac) disorders 3 (0.03) 4 (0.04) 7 (0.04)
White cell & RES disorders 5(0.05) 8 (0.08) 13 (0.07)
Deaths®
Ischemic stroke 21 (0.22) 26 (0.27) 47 (0.24)
Myocardial infarction 50 (0.52) 74 (0.77) 124 (0.65)
Nonvascular 2 (0.02) 0 2 (0.01)
Other vascular 10 (0.10) 6 (0.06) 16 (0.08)

AEFREQSA.LIS

a: Patient 007-0034 had metastatic malignant melanoma and Patient 050-0013 had
respiratory failure secondary to scleroderma.

b: Events reported by the adverse event term “death” have been grouped according to the
classification given on the Outcome Event form based on the investigator’s assessment of
the outcome event. Deaths due to IS and MI were coded to “death” by convention; the
classifications of the two nonvascular deaths were unknown.

ASA: 7FREY Y
BERIKRSEIZIE WHO-ART %5/

29422 EELRAEER

ARRBRCIR, MR . [BEICED b D, KBNS D, Az &
FTHo) o TABSUIABRBIROIER BB E L 2D b D) HEREFEZRT O, Hilligkishn
o, DR ERE] OWTNNCEE T2 b0 EERAFEFR L ER L, B, ARMFHEE
H& U THE SNTIEBOEMEOMEZE, (ODFFFEZE K I DWW T BB R A EFEFR LR b2

277,
RERIRSGHE T & R OWT N ORETREES 1%L FOEELRFERERICONVTE 14012 LT,

HESHEERLIIZ o 7 LVEE40.39% (3877/9599 ) . 7 A YU B 41.08% (3938/9586 f41])
RO LI, BEELRAEEGORBALAGIIMHECREE TH -7,
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Body System/Event Treatment Group
Clopidogrel ASA Total

(N=9599) (N=9586) (N=19185)
Any system 3877 (40.39) 3938 (41.08) 7815 (40.73)
Application site disorders” 27 (0.28) 33 (0.34) 60 (0.31)
Autonomic nervous system disorders 70 (0.73) 73 (0.76) 143 (0.75)
Body as a whole 760 (7.92) 774 (8.07) 1534 (8.00)
Chest pain 244 (2.54) 257 (2.68) 501 (2.61)
Accidental injury 144 (1.50) 150 (1.56) 294 (1.53)
Cardiovascular disorders 280 (2.92) 345 (3.60) 625 (3.26)
Cardiac failure 149 (1.55) 177 (1.85) 326 (1.70)
Central & peripheral nervous system disorders 212 (2.21) 258 (2.69) 470 (2.45)
Collagen disorders 6 (0.06) 7 (0.07) 13 (0.07)
Endocrine disorders 15 (0.16) 8 (0.08) 23 (0.12)
Fetal disorders” 0 (0) 2 (0.02) 2 (0.01)
Gastrointestinal system disorders 330 (3.44) 370 (3.86) 700 (3.65)
Hearing & vestibular disorders 8 (0.08) 11 (0.11) 19 (0.10)
Heart rate & rhythm disorders 197 (2.05) 218 (2.27) 415 (2.16)
Liver & biliary system disorders 101 (1.05) 85 (0.89) 186 (0.97)
Metabolic & nutritional disorders 109 (1.14) 87 (0.91) 196 (1.02)
Musculo-skeletal system disorders 176 (1.83) 148 (1.54) 324 (1.69)
Myo-, endo-, pericardial, & valve disorders 1131 (11.78) 1165 (12.15) 2296 (11.97)
Angina pectoris 603 (6.28) 637 (6.65) 1240 (6.46)
Coronary artery disorder 554 (5.77) 517 (5.39) 1071 (5.58)
Neoplasms 95 (0.99) 111 (1.16) 206 (1.07)
continued on next page
Body System/Event Treatment Group

Clopidogrel ASA Total

(N=9599) (N=9586) (N=19185)
Platelet, bleeding, & clotting disorders 391 (4.07) 426 (4.44) 817 (4.26)
Psychiatric disorders 84 (0.88) 76 _(0.79) 160 (0.83)
Red blood cell disorders 26 (0.27) 33 (0.34) 59 (0.31)
Reproductive disorders, female 44 (0.46) 39 (0.41) 83 (0.43)
Reproductive disorders, male 82 (0.85) 99 (1.03) 181 (0.94)
Resistance mechanism disorders 119 (1.24) 112 (1.17) 231 (1.20)
Respiratory system disorders 357 (3.72) 388 (4.05) 745 (3.88)
Pneumonia 114 (1.19) 119 (1.24) 233 (1.21)
Skin & appendage disorders 124 (1.29) 93 (0.97) 217 (1.13)
Urinary system disorders 146 (1.52) 146 (1.52) 292 (1.52)
Vision disorders 99 (1.03) 108 (1.13) 207 (1.08)
White cell and RES disorders® 50 (0.52) 41 (0.43) 91 (0.47)

AEFREQIB.LIS

a: Application site disorders were events associated with injectable medications, such as contact dermatitis and

injection site reactions.

b: Fetal disorders were newly diagnosed congenital conditions, or preexisting congenital conditions that

worsened on study.
¢: RES = reticuloendothelial system.

ASA: TRE Y
WHO-ART #%{# A
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Body System

Treatment Group

Clopidogrel

(N=9599)

ASA
(N=9586)

Total

(N=19185)

Any system*

1146 (11.94)

1143 (11.92)

2289 (11.93)

Application site disorders 1 (0.01) 1 (0.01) 2 (0.01)
Autonomic nervous system disorders 8 (0.08) 9 (0.09) 17 (0.09)
Body as a whole - general disorders 93 (0.97) 92 (0.96) 185 (0.96)
Cardiovascular disorders, general 39 (0.41) 38 (0.40) 77 (0.40)
Central & peripheral nervous system disorders 83 (0.86) 85 (0.89) 168 (0.88)
Collagen disorders 0 (0) 1 (0.01) 1 (0.01)
Endocrine disorders 2 (0.02) 3 (0.03) 5 (0.03)
Gastrointestinal system disorders 308 (3.21) 385 (4.02) 693 (3.61)
Hearing & vestibular disorders 7 (0.07) 7 (0.07) 14 (0.07)
Heart rate & rhythm disorders 29 (0.30) 38 (0.40) 67 (0.35)
Liver & biliary system disorders 30 (0.31) 33 (0.34) 63 (0.33)
Metabolic & nutritional disorders 23 (0.24) 32 (0.33) 55 (0.29)
Musculo-skeletal system disorders 39 (0.41) 36 (0.38) 75 (0.39)
Myo-, endo-, pericardial, & valve disorders 94 (0.98) 81 (0.84) 175 (0.91)
Neoplasms 16 (0.17) 15 (0.16) 31 (0.16)
Platelet, bleeding, & clotting disorders 195 (2.03) 162 (1.69) 357 (1.86)
Psychiatric disorders 35 (0.36) 40 (0.42) 75 (0.39)
Red blood cell disorders 27 (0.28) 34 (0.35) 61 (0.32)
Reproductive disorders, female 7 (0.07) 5 (0.05) 12 (0.06)
Reproductive disorders, male 8 (0.08) 11 (0.11) 19 (0.10)
Resistance mechanism disorders 9 (0.09) 15 (0.16) 24 (0.13)
Respiratory system disorders 70 (0.73) 54 (0.56) 124 (0.65)
Skin & appendage disorders 146 (1.52) 73 (0.76) 219 (1.14)
Special senses other, disorders 6 (0.06) 3 (0.03) 9 (0.05)
Urinary system disorders 19 (0.20) 26 (0.27) 45 (0.23)
Vascular (extracardiac) disorders 70 (0.73) 78 (0.81) 148 (0.77)
Vision disorders 9 (0.09) 9 (0.09) 18 (0.09)
White cell and RES disorders 31 (0.32) 29 (0.30) 60 (0.31)

AEEPDIA.LIS

* Patients may be counted in more than one body system, however, they appear only once in the total.
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29424 HIMHEEEER

MmrEAHEFEGIL,  [Gastrointestinal bleeding (F 1) | . [Intracranial hemorrhage (8AZ N
M) | KO [Other bleeding (Z DD ML) | (Z3¥E L. % 14212R L7z,

HIMMEEEFERIE, 7 K7 LVEE9.27% (890/9599 f5l) . 7 AE U L #E9.28% (890/9586 f4)
IZFRD B AL, HIMEA HEEROBHESILMEE CRIBE Th -7z (p=0.976, ¥ WE) . LMLARNE,
BIGHMORAEEGIIT A VEHCTHEICED -T2 (p=0.002) , BEZEANHIMITT ALY VTSN
IS & > T N EE CHFHE R ZITBO Do 7z (p=0.146) . TOMMOHIMIZZ v K7 L)L
BECTE< (p=0.024) . K< AHAbN-boF&EEn (7o RZ7VAEE29%, 7T AU URE2.5%) |
MiE (/e RTLAEE1.6%, 7AEY U#E1.5%) . MR (/e R LAEE093%, 7T AE Y &
B 0.99%) . FERFRMHIM (72 R LARE046%, 7 ALY B 042%) Thoiz,

z 142 - HINMEEEER—ITT . CAPRIE

Treatment Group
Clopidogrel ASA Total
Event (N=9599) (N=9586) (N=19185)
All Severe All Severe All Severe

Any bleeding disorder 890 (9.27) | 132(1.38) 890 (9.28) 149 (1.55) 1780 (9.28) | 281 (1.46)
Gastrointestinal bleeding | 191 (1.99) 47 (0.49) 255 (2.66)** 68 (0.71) 446 (2.32) | 115(0.60)
Intracranial hemorrhage 34 (0.35) 30 (0.31) 47 (0.49) 41 (0.43) 81(0.42) 71 (0.37)
Other bleeding 702 (7.3)* 56 (0.58) 622 (6.49) 41 (0.43) 1324 (6.90) 97 (0.51)
AETALIS

Statistically significant difference between treatments where: * p<0.05, ** p<0.01.

ASA: TREUY

2.9.5 #ER

EhIRAE PR BRI %WT\7HHF7VWiTXHUV’%&T@%®mmﬁ4Nyﬁ(rM
FHIE /NFEZE /& OO AEIE ] OEAGT S RARA 2 8) ORFERBLSEN WAL, XY R
7 EIL 8.T% Th o7z (p=0.045) . AMEDORERIL, WEDOF /7 n Y|z iéﬁ¢&ﬂ%

%i/HUVV%#M$ﬁ%i@%@MéW$$%:%mf?xt)yiw%ﬁﬁfﬁé &%mb
BT % ADP Z A1 L 7z i/ IMEESE IS O BN E 23R L 72, A&
IZBWT, 7TAE Y 2 0E 1000 NEYS 720 19 00RO MENEA X N & THHT 52 &
DHIFRFESND DI L, 7 B E R7 LIVE 24 RO D IMENEA N> F &2 T L, T TE 543D
MAEMEA R FOHEEIET A Y TR 26%% 0N 2

Z DRI
L9~ % REAE
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£z, ZubER7 L0 (T5mg/H) &G TE, BRMICEZERHIO ) 2737 2 > (325 mg/
H) #5450 b7 EEOHPERBAEDREIRNBED 5T, MORIEMORBEN 2N Z &2
X7 4 v hELTHEHESNE,

L7eio T BINREHEMER B OBAIERE D H 5 BH TMEMEA N M2 TT 57012, Z7rE RS
LIVET 2D XD A THD Z Lz, £ic, MAIOREITIFAETHY , HEOFH

WD) 271X 7 a0 e R L ILOEREEICEN T, ZOXVENEZ_E2T7 4y VAT HEE
BT 5L, 7uabt R L VITEREEIEE B BEE OB W TERICE DV ENTIEE TH L & 2

PRSI,
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