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1.5 BRXIIEROBERUVRAROZRE
YT X v VR EE T 30mg
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E RO O A e = PR R 7
R 3-SR T AN B IR BB — B e, 15

X B X

1 IT7Xx v UNRRERE 30Mg ITRDFAFEDIEIEE ..o 20

Property of the Sanofi group - strictly confidential Page 3



1.5 BRXEEROZEBRURMAEDRZE

YT X v VR EE T 30mg
iES & REDER
B&EE/ ARG REERE B AFERE
CD Cluster of differentiation antigen KENMESF
Cl Confidence interval {ERERXFE
CLL Chronic lymphocytic leukemia =LAV AL A= NiiiE
CR Complete remission T EME
NCCN National Comprehensive Cancer Network
NHL non-Hodgkin lymphoma FERTF NE
PD Progressive disease BE
WHO World health organization H SRR RS
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1.5 BRXIIEROBERUVRAROZRE
YT X v VR EE T 30mg

1 ERXXERERROEZRUVHAEOERE

1.1 ERXEIHERRORZE
T LAY X< 73 MiaEm Lo ARE THDH CD2 RN LT A5 MiigGlkE /) 7 m—TF b

PR TH D, 7 L LY X< 7132t [Campath | <°TCampath-1H | & FRS LTV 5, 1979 4E1Z University
of Cambridge . Department of Pathology ™ Geoffrey Hale <> Herman Waldmann %73, Campath-1 HJF(Z
*4257 > B 7 u—F VHURE/EH L7z, 1980 4-4X1Z Herman Waldmann & & Lutz Riechmann (MRC
Laboratory of Molecular Biology) 73, Campath-1 HURIZkT % T v hE/ 7 v—FAfillkE e Mea®
2o CD52 (X THiM, BAME, 7F=aFrx7— (NK) #MiE, HEK ~7v77y—0 kOt HMEE
A (D7 < &b 25 FIELL B oo A HIRE e OV o <EEBE MR ) ORI B L TWh D PR O —
STH5H(1), CLLHEH TIL, CD52 I RMImD Y > RER, BEK, ~27 v 77— LSS, CLL Hiljc
HEEIBBL L TND Z ERRE SN TWNAQR),CDS2IE7 ) 2 VWK AT 7 F A /2 h—/L(GPI)
A CHIIIBICHE G L CW DA RE (127X /) Tho,

T VLAY X7, CLLEHO Y /R BREE O OSREEME £ CDS2 IR L, FUARRAAIER
R EE e O RIS EE R 2 L CRifag i 2 5 S22 B2 ohTnbd, o, W
A WA VPEEFERLT R b= A (ML) OFFEEH bR Z LG S TWD, $1CD52 it
RIIAHIAR Z A L C OB RE & FURKAEMEIE S OmFE I L > T, DAY R EREBIT 5 2
LINTEH3)) .

12 KREOBMERWAEE

121 18 o\aIREOESE

CLLIFEREZEAITITRRIA LT D23, SfE 2RI IR B AMEV B U O SERME O IBYE Il TH 0 |
Mg, LY /SRR Z O X5 Z2fla s T BT 2 2 LI X > THIET 5, CLL Tl
W DU L NEREDNEE 5,000 cells/ul LA & 720 CLL MRl I FFE 22 o R B (CDS5, CDI19,
CD20 }2 ) CD23 Bhtt) % 7/~7,

CLL I ZMCKFEE IR A Tl b HEEO @O EIME Th V| & H M EF I ED 5 CLL BE OFIA X
#120~30%CTdh D, —J7. FCKEE & L L ChANETO CLL OFEME 3D TRV (S), AFRIC
BT D CLL OFIEMEITEM 10 HAHT=D 027 ATHVRCKDOK 1/10 TH 5 (6), Ak 20 4 A (1 E)
HERERT - BEWMAE (BATHE KREEFERHEHRET) CTld, CLL O#MBFEITAY 2,000 A & #HE S
TWA(T), Fo, Yikad THINCEFF STV D THIMFE ] OREBEEEITK 29,000 A & #Hid ST
B AHTORAMBEEIZED D CLL BE DOEIED 3%(8) & A ST\ d Z LI ST IX.CLL
BEEENTH 870 N EHERF S5, —J57, World Health Organization (WHO) 433EIZ -5 < et DB
FIRRETCIT Y SIS 2R D 1.3% 28 CLLIZAE SN TE Y (9). T OFEEZ AWZFE T, A
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1.5 EREXIETFHEROBER UHRORZRE

YT X v VR EE T 30mg

TO CLL A BUIKY 500 AL & HERE S D, EREOFRISHA S IECHR RIS L 28 W EH 5 b0
D, DHETIX CLL 135D TRERD DI WA D RBE VR D,

CLL DFIESTR CHIEREFII AT TH 203, BETROBECALFHE, 7V /EAlL S50y
ANAEDREIEZRNE STV D, £/, CLLIZCK TR HZ < H 65 AMFE TH DA, HA
DA, W7 T HETITENIZ LA LNRWT & KEABAE L7 BARN TRIEFE D EU &0
IWMEILIRNZ &G BEMRRT LV b, BENRFZROBEGPHER ST\ D, FEAEIL 50 5L
FomEIc£ < wﬁ%ﬁ@ﬁﬁ%ﬁ®%f FEALREO LRV, BT 1.4~1.6 & BT
%\ (5), CLL OEGAIFRINFEICIE, IEERIE R & 1B MERDID & 9 B /8T A — 2 |ZH-S\V 7= Rai

Sy¥E & Binet 73%8 NS HW S 1, *)JE//\H%E@ 80%U\J:@fufﬂ“(i g AR EH IR (Rai 75928 0 #. Binet

SO AW SRS, £ LIDRT LB, @ CLLITREEZ2REZ - &0 | A7 el
X, Rai JZEATIZOMTIOFELE, T - THIT7~94, - IVEI TS, § L<ILBinet 7 TIE A
HT7~104., BHITS5~74, CHIT2~54FTH 5(10).

#=1-CLL DFEASEE

Rai %%

R A 2 S FHIR
Low Risk 0 1) 2Bk >10 &
Intermediate Risk I 1) D INERER 94

if Rz 78
High Risk il &1 (Hb<11 g/dL) 54
I\ /g4 (PIt<100,000/uL) 54

Binet 438

R A i 4 FHIR
A USZ8¢: 3.1k >7~10 4
B ) L \EIEK RS 3 AT E 5~7 &
C Hb<10g/dL X PIt<100,000/uL <2~54

oy NEBREIENNIE. WHO/IWCLL [ZHELN. 1) 2/NBK 5,000/uL KA L FE f= (X B #A=3 5,000/uL L EZFHLV5,
2 mEER) L RE, B /B, BEEEY NEL, B, BO5 A0S b, @AFASERTLAATHEZ S,

CLL O P ITEARIHHINC LD RE< RS, LaLens, [FURHTHIHET®ES RS
A 7L EATHRREIE THE TEPBRNIA T LB H O W ONOEELMAGOELZ LT, T
BT ENARERS>TETND (R2) , ROKERFTOFEITREZ THTLOICHET
bV AR TR 13q B KRB R bR <L IRV T 12q trisomy, IEHR 11q K&, 17p KK
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1.5 BRXIIEROBERUVRAROZRE
YT X v VR EE T 30mg

DIETEH 5, FEIHIEE T Thd D TPS3 BB FDFAET DB THED 17p KK, ALFHIER DR
DO HNZNZ END, PENKLEWNE SN TS (11)(12), 72, IgVH BIG T-22RE R O4 M,
CD38 L L O ZAP-70 DR EL & T1% & OBV L TE TW5 (13)(14),

K2-CLLOBHREZTRY ST

it EEME EEEE
B R A Rai 0 I. I, I, IV
Binet A B. C
FHEiRE S TREE, BRTEN VFEAME
ZER 1) U I\Ek=80% >80%
Bk (/uL) =50,000 >50,000
RAEMATY) > 738k (%) =10 >10
1) BB >12 5 A <125xA
rEAEE EHE, 13q8E—X% Mg R%k. 17p Rk
CD38 [t =30% >30%
ZAP-70 1% R <20% =20%
IgVH B FRALEER HhY L

1.2.2 &) o/ \EanREDRE

CLL /MK TIFRRA TRERBEEICA HILD U U/ EKRIERE DU E D Th 553, AFTO CLL B 13FE
HIZ D70 TR RN Z LWz RITOIRRD L (TN OIRERAE A B E12 L TiThiLT
W5, CLLIMEFHRIEDOA TR ZSS Z LIXREETH Y | 1RO FER BRI E L piko=a ke
—/b, EHEEAGHE L ORATHMOIER L 785,

CLLIZX 2{bZFREL LT, BKTIRT U v X7 vAF K7+ nu s (LUF, 7V 7Fnus) <
HHINTTEL Y AREAT IV (LT, ZAFTEY) R0 TAFMEAITH % chlorambucil %73
FEHETEIEIE & U CHOW BTV D BCK O CLLIRIRICEA S 2 1A R A & LT, National Comprehensive
Cancer Network (LA NCCN) #RONAZIETA KT A4 L NH 0 FEx OIEFSCZE OO HRIE HELE
ENTWVWA(5), UL, BEETHRENICEWT CLL DG EHT28A1L, 72T, &
JRRAT 7 IR, AT77V LT AV X E—F A v CRURTEA RICRES
NTW5D, ZAVE TR, A TIEFE MLl MR EZ 5 CLL Z4hheg - 2R & LT 1999 4
9 HIZAREZTFF L T\ 5, Bk T &5 chlorambucil IZENAAGR D728, [7 LT /L F ALAIT
HoHYr7aRAT7 7 I RIMUbs THERSNTWS, 7 akA 7y 2 RIZENTIE MbobrEiEE
BAIEOPFA T CHERAT2Z L) | O LESAET HBHEY A Mo B RANE QN A5E
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1.5 EREXIETFHEROBER UHRORZRE
YT X v VR EE T 30mg
ROFESRE ] OEIE T O NGRSO HAILTWD D, #ESSTIE chlorambucil &)1 & % U ME chlorambucil
X D BEMEDMEWNVEZ IR L THEH SN TWD, K TIAE Z B ROERA] (7 LAY X~ 7)
ICIRHIMED CLLIZX T i/ 2H LTS A7 7Y A~71%, BN T TR SUIENEMED CD20 B
PEDAEYEY L \WEE ML) ONREZIR T 201343 AICAKGR L o7c, A PR F Y —FRO~A b~
A CIRVEBRICIHEE A EHEH SN TOWRODNCCN B A R T A AZREHENTW DA D H b,
AH| (7T LAY X~<7) X chlorambucil IAMZE, VY Fo~wT RXUFXARAF 7T RIEVK
U«/bx&%/#H$IWT@UL® HIS A2 BUS L CR LT AR TIEIFCKIZ TR OB
(ZHIFIDN U IRIL T H
aLmﬁﬁﬁﬁmkLf?%@%ﬁ@ﬁ%ﬁ?ﬁ@%ﬁ?b\ﬁ%ﬁﬁ%bﬁ%@&&otkém
Bt S5, 1BRITMEFRIEPIERTH Y | FFTHERIE L L COBSIRES, 10ilx B Lo
MERAANE AR —E D B TIThil T 5,

1221 KRABCLLEEFEZXRRE LIZAEROERK

BRAIZ IV T 1960 AR chlorambucil 238485 L TR, 7 BARAT7 7 I REEOTT L5 4LA]
73, CLL OF—#RFE L L TR HWHATE /2, Chlorambucil & X V58 7) 2 ZH0FHKE (V7%
T T BRI ATREIC 2 D LR A L2 10 E WA X 7Y VA TYH | SEAGFRICHEZE
TR B2 035 72(16), % D728 chlorambucil IXZVLABEDIEFRIED BRI o D W T2 — KT v 7
EPRRT D72 D¥Z < O HIEFIRRER T, xtHEE L L THWHA TR Y | KIpH CLL KT 5 A&
HI7e1GRIETH D,

FDORIZBR I L7 VX Z B & chlorambucil & % b U723 Bk Cld, EARRIIZNEI 63% &
W 37% T, INETE B THRBREMEBEOLEEP RSN (P<0.001) | BAFHIH O Rl
66 7 A& N56 7 A TH Y., AERAEGFHROIERITRD Lo 7z (P=0.10) (17),

ZO%, VX ~T 2 LI BRTIX, FCREE (X T8y, v/ rFKAT77I REDYF
DT OHH) L FCRE (FAFTEL Ly uR AT 7 I ) AL, FCREET 3 4R
DEDFRD B (87% vs. 83%., P=0.01 : BRI T A 38 » H) | RIGHE CLL I3 22447
WM OFEBERIEE DRI NTZ(18), ZDMDIGHE L A (CAP, CHOP, chlorambucil) % xtHa#EE L
Te7NE T & OB G Fi S, 2AFHHOLERITHR SN TUIW RN S DO, TFR)
R & DO T SR A I 2N e 2 7R LT2(19)(20)(21) o FEBRIZIE FCR 13X 70 A D BE <0,
70 LA T b B EE $%ﬁt@w%b®ﬁ%@$% X9 —WIBFEE LTHEMA STV, REIC

BNTH, 7WE T ENIRIGE CLL BEIZBIT 5 —RIGEOHFLTHY . BHAIILFC & LA
én\—%TmKR%LUiWW7wﬁ?Hy&Uy%yvfﬁ%)%@vvxymiéﬁﬁ%ﬁ
DOILTVWDH(22),

TNAEZEREOMOT Y o7 a7, EgdHSCERHERIC L > TREREEZ KT ZEND
., —HORBE CHEIEEIMED AN E R EO-ENLETH DL, DD, NCCN A KT 4 1Z
BWThH, 7V o7 n S oREICHz SN WEESCE R IMFREEZAGT 2 HBE ., T 700l E

Property of the Sanofi group - strictly confidential Page 8



1.5 EREXIETFHEROBER UHRORZRE

YT X v VR EE T 30mg

DOEETO BRI T 5 —WIEH E LTt L0 Z2M%%5E L= chlorambucil ALY Y ¥ ~7
& DOFANE—BIR ENLEAT B TWD, AFITIWTIL, chlorambucil (218> THE U7 /b3 L4k
Ko7 ar A7 7 I RBHWLN TSN, 7 ak A7 7 I Rid chlorambucil & O FLEE G AR B
DEMEINTEHT, Flo, OERSLL A EDOHHTOZET UV ABRENATND, ZD XD
IR BE LMK L TOD chlorambucil (BAFIITV VX ~T LA v 7urkzx77I K (FL
K= O ZFIPFHIIIEIZY Y X~ 7 &Mz 7= =FIPHH) DO —RIBRORREE & LTk
MK TliX, NCON A KT A Zitdiom v | #E5E X5 IEEIC BRCN/&AX%/t)/#/v
TOH) . T LAY X THA, VYR THAL JAZTer )R~ T 0, 7T KU E
VHAENRFT ENDHB, A TEHATRO LB 7AVE T E U LSMIRARTH Y | Kl rlHE7 2 T55
BT 7 mAR A7 7 I REAIXII TV F=2 EOffREE, AV T ECBRAIXIIT 7R A7 7 3
REDOOFREE, BHLIETIAXTEY, 7 uahAT7 7 I KRB V7 U AT OO FRRIESICR
bihvs,

1.2.2.2 BB CLL & %%ﬂ%&btmﬁwﬁﬁ
CLL TIHbFARIEIZ L > TREBMNEONTZHEICBWTHIER 2 ZEie 2 LII T 9, HROH

WRZR L, RIS LELE 725, 3% CLL I ﬂié TRIBE TR, IR THW LR
B ER D Z LD,

— 7. EIHIER T D TP53 ° ATM OFFET DYk d 17p UL 11q REREZH T 2 EBH Tl

—RIBEIZB W T ORI THRAELS  ERRICTVE T B LAREIZRIGARISE DK 50%73 17p XIE 11q K
KTholzZ EVHESNTND23), WIEIERICTIGE TH > 1= BE-CIE BRI 6 » H UINICER
L7 BF L, BHEME CLL & S, 17p UL 11q RRFEO TR RREI L R, BR72RIREIER 20D
NBURTH 5 (24), 2N H D TFHARBFISLEHIAYE CLLIZX L CiE, JURIFEE (VY v~ T047 7
/A77\TVA/xv7)\W%ﬁﬁﬁﬁomm%wwﬁﬁﬂﬁm&@éo$ﬁ(7VA/277)

T 17p RED & DIEGNH N TH D Z LGS, NCCNTA RTA 28BN TH 17p KEKREHT
éfm T AN RSN TN D

i i AR RS AL Z DUV T, E%%ﬁfim%i%ﬁfékw & R CITERENEN G
OO, JEEe RF—2NEo6RRNT L, BENHKNERTH S Z &b EE RIS 2R
DILAIRFKIETH ST, TOBAIENRVIREINTZHDTH H(22),

KK T CLL AT KT 2 ZRIBIFRICHW OB TV L EEHR] (NCCN A RIA4 U 2H) ©H6, VY Fy
~ 7 LAERIC CD20 22 & 547 7Y LA~ 7L, TNVHE T E U RIGNED CLL BE &2 %402 L7258
I FEFAER T, K9 50% OREFR A R LT2(25), BIROMEY | A7 7> L~ 7% THHTEHRMED CD20
Bt DB 2 PR EIIE | OZIREZNR T, BARTSE 2013 KR - FiE L 2> T\ D, FT /%
JALFIE T T Fa ORI Ek AR Z 5 AF 1E CLL BEIEEBE % %14 & L 7= chlorambucil
& DT DMEHBGERER TIX, 35 » A OB (i) T, BRAFZ2RTMER (68% vs.31%. P<0.0001)
S OV TEE AP IR (21,6 9 A vs. 8.0 » A) AR L72(26)7%, [EWNTIIRAR TH S,
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15 BEXIIEROEERUVRAREOER
I T ¥ ¥ AR EHERT 30mg

T 7 AT NMERAREL I o T b DD AFNTHIN A U Y % L~ 7K chrorambucil 2, K T
A SN TWBEBITENRARD S DD  IRFEOBERLIZHFIN SV 2 &1k, RKIaH# CLL & b 3@
THRFTOIRFELOBETH 5,

1.3 FRORE
1.3.1 FERRPREAER

1.3.1.1 ZEHEHER
T LAY AT OIEEER IR A2 LD in vitro K& OV in vivo iR TREAM L 7=,

In vitro & OV in vivo FHERER NS, 7L AV A< 7dk b, uCDS2 7 VAV 2= I~ T A KN
=7 AP NOMEET ) o ERER 2B RBI DR S5 Z LR ahiz, Th HIERIR
HERCOT L WY X< T O/ MNEHEIZ huCD52 N7 v AV = = v 7~ 0 AZERNE G- L72 0.1 mg/kg
Toho7c, uCD52 N7 VAV 2= 7= AD Y 3FHET HHIBEAER 235890 b7z, Invitro
AERTIZPBMC IZBWT, 7 LAY XA~ 7 OMREFEERIZ, Ml Lo OB & & B 5
ZEMNRENT, BEL T BMIAIE TR 0 S < PR L~V E TEE L, Je R0 Rl o
XU\ TH D 2 E PR E N7z, MBI, KM LD &Y o SRR (Relhi
i) OFNEINCEIE L7, £, 7 LAY X< 7 BRI U CRBBIEAARE R 2~ #0513 in
vitro (23N THEIZ ADCC L NCDC T 5 Z & DRI X7, Invivo TO RS E T /LT BV T,
PUESER X Z OEHIZIE CDC I~ ADCC 2358 < B 5- L, £ DORIGITIIT 2 if FER O BEEEMEH R
e X,

B ORERG CLL BFIZHIT D HOHELEZ /30 BT 5 7 b A X< 7 O FKEME A3 B
LNt oT,

1.3.1.2 EWEHREAER

huCD52 N 7> AV 2= 7~ A AR CD-1 ~ T AKOT =7 A P& i Halk 5 & O
B GRBRZ TN L, 7 LY X~ 7 OFENRE 2 5T U7z, AR a R O BAT 1T & U TR huCD52
RNTIVAD 2=y I TRAIT LAY A~ T el Lz b & ORMBEEZ M Lz, S 5ic, PS4
T LAY~ T % 0.0l mg O HETHEECD-1 X— R~ o A ZHEFHIRNE 5 L7z & & OF8k i & A
IR & 0 51 LRkl L7z,
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1.5 EREXIETFHEROBER UHRORZRE

YT X v VR EE T 30mg

huCD52 F 7 VAV 2=y 7w VAR =7 A PUICT LAY X~ 7 % Bl K OSAR FRIRN % 5
O TG Lz & & OBRYERELRMZ R Lz, 200D OFEED L BMERBR ORI DY
BB RDHGR I N, T LAY A T OEMBRRITFER > T T D huCDS2 DA HEIC K-> TR S
TEBHBEMNE TR oTn, T LIRBRSEE T T, BT LAY A THUROFEILT LAY A~ T D
HWEBRBIZE L 2o 70, RZRIC, HIROFER IIROEITE &L HITT LAY X~ T O3y E)EE
WZEAERAET, 7 VT T AR D EFIRFIC, MIEEEIMET Lz, ERFIZT LAY X+
TRBEEZZTTERENGT VLAY XTI 3 mi &= L, BEERic L RIE~RET L2 L
kA EZONT, F77. TULAY R TIFHHRICBITT A 2 L3R ST,

1.3.1.3 HiEHER

T VLAY R T OREEEFHNT 5729, GLP F T 0.1~30 mgkg DHETH =7 A FIVICERIRN
BeH RO T #5795 a5 K O E R 5l g F20i L7-, € OMIE GLP T CHia#E 53R 2
BN O G- R 1 3B 2 EfE L7-, EHIChuCD52 T v AV x =y 7~ A% HNT2
DD GLP TR AT TPIHRBR.GLP T T LAY X~ 7 D ERE~D A TR 512 X D%
R VEHEAE A~ D IR TR A OB 512 X 5 AR R AR ORE~ORBZ R L, #71
WP BC K DR EEM R A i LT,

T VLY A7 E huCD52 b7 VAV x =y 7~ Ak & OFE A OSHREAS 2 ROG M 2 st
LTz Ehi U7z, VRIS L Ch RRRORBR 2 Et L 72y, FE ORI S EmPT
L7z, ZOMIEGLP TTY LAY A= 7 LIEFE MK, FFICEEIE TR R LR, K R OWHIR &
DFEEMEM ORI Z R 2 728 6 allia FEh L7z,

—HOEMRBR TIT B L TV UKD RO B, ZHUIT LAY X~ 7 OB OVE AT
BET A HDTH-oT-,

P AW FERBRICB O X, BERITEIEN DN DGE N o o0, TRYE DR B X
L CHEEOREIT <, AMEKERY U SBROMNZ LD bDEEX LI, TLVLAY XS T D
P 5 X0 i E R (ol Mo KE R 58122 D i P ERBUE & &) KON A b1
@Eﬁ@WMﬁﬁEné%éﬁ%okﬁ\:h%@%kﬁ%%@@%;%%@%&@kamﬁﬁﬁ

IO LN Tz,

D2 REHE K O IR £ COMIIMBEAICE T 2B CTid, uCD52 7 v AV 2=y 7~ A2 10
mg/kg/ B O A ETRERNC S AR A G Lz & 2 A, B OEEREORBD IR SN D ZIRFED
KTFERBOBNTZ, IHIZ, T VLAY XA~ T % 10mgkg/ H O ETHERERMO®K I KERS L
LA, AR BRI ST 2R RO A B BINN I DIV, SRE TR K O
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1.5 EREXIETFHEROBER UHRORZRE

YT X v VR EE T 30mg

LI OG- TIE REMWICN 2 F1 H#ARIC S IR O 2 T 2@ R ST %##b%f\

FO RFEY) X% F1 ISR IGR O b e o To, ZIUD OAFEFR A B HRBRE R O b b Lotk

J5 VA7 OFEZONWTHmAELS OIXREETH 528, 26 OFTRIZ OV T, %&@%Hii

HIUZ, ZHRBEM OVEE~DORBOAREMEIC O W THENLE 5 Z & L9 5, BA XX F1 HAER
AN, BRI, MERYFEER L < ITRE R ORI T 5 @i IR b o7,

TNLORBCELNIFERNDL, TLAY AT OEMET a7 7 A AR LNE 720 | HpEsE
E X7,

1.3.2 BRPREAER

1.3.2.1 /ﬁg*' 1T HE ﬁﬁﬁ%@%%&&u::‘l’
T VY R 7 OERR B & BN SN L 72 O X Burroughs-Wellcome f1: (31 GlaxoSmithKline £t)

Toholz, D%, 1997 4 12 A ITAH OBAFMEL M&I #1: (Rii Leukosite and ILEX Partners, LP) (2%
A A, eV CL 2002 4F 1 A LT ILEX Pharmaceuticals, LP (2285 S 172, 2003 41213 ILEX #1743 Schering
fh (BIASA Zu4h) ICT T MK TOMERI A BRE LT, BT, 2005 45 HICARIO T A & o AFTa
I% Genzyme fLIZET & 7e > 7, HAREWNTIL 2009 4F 9 A2/ A VRSN G V= A A

Uy N UBASHICIEBRER N BE S v,

MEEPEIES 25t 5 & L7e T LAY A~ 7 OREIREREBRIT 1992 4 1 AICBsS sz, £3. BEAK
CLL K OFER V¥ U 3l (NHL) B 2 x5 & L7 3 D05 1/ 1A &k e iR Bk (125-001-C91
%ﬁ%1%@@@%%&&Uﬂ%@mcmﬁ%)ﬁ%ﬁéhto:m%sﬁ%i RO BEEM, [F
—OFHlEE THEME S 4L, B s 3O ML 1R R ONE 5 1)) & Ekx Ze kbR 0.5~240 mg
11 HE) TREIS Rz, EORER, &5%%@wﬂ@ﬁ@i&ﬂ% EHG DOFEBLR L O EREE N
W, 5 TEBITHEZEEE 3. 10 %030mg) L. 2B LT 30mg 2 3EIELHT 5L
T A UE N AHERARRER COREERIL - &S S,

FlEpiE, MMM - HEZHWT 199342 A KV BEEEO CLLEEZ 2R E L2 2 DDH
I ARG PR R (125-005-C92 3Rk M OY 125-009-C92 5Bk) 723 Fft S iz, BIZ, BOK CRGEBHIGET 572
DOEFERBRE LT, TAXIAIOERGIEEH L7 NVH T B O GNESTHh - 7= CLL & &%t
T, 1998 4 2 A XV 3 AHEGRRER (CAM211 &BR) 23 It <7z,

AL D DERARFRBRFE RIS E | 1999 F 12 AICKEREMESEF (FDA) (CAH OB 3EKGE B &
DT, 20004E 1 HICA—T7 7 > R T v ZTOFRE LT -1, 2001 45 AIZKET 70 F L bHA
DEGRERDH Y . 7VZ T8RO BARIEEIEY SR OhEE - ZhR TR I T,
RN TiE, 2000 4 3 HICARHFE Lok, WONESRLEFEAT (EMEA @ %K) 725 30 mg i 3 [Hl#x5-
IRF D BRI 72 SEMBNREMRATAE SR 2SR D7 7o, BEIRED CLL FBH %t 5 & U7 5 AR ER IR 3R
(CAM213 3R) ORliE 2 KGR AW M B2 L, 2001 4F 7 BIZAKR S 47,

/—\
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1.5 BREXIEHERORER URROEE
YT X v VR EE T 30mg

Z D%, 2001 12 A LV RIGH CLL BE x5 & L2 7 o & 2MEHEGAER (CAM307 #5R)
Z N L, Z DR A B OKE R OWRIN CARIGFEEFE 13 D 4088 - 2RO BEISIL KA R FEM T
. ENZI2007 49 H CKE) KUV2007 412 4 (BRI I2&AREZITTHD

BIE, AFNINCCN A RT7A > (verl.2013) OH T, 11q X 17p DREDHEE, Fifn LOHF
FEBOAREIZL > TR SNAEHOBE LT A MIxt L, BAl, XIZT7AZ TR0 Y 4
VEEOHHL I AL LT, BB L O EIUSEO W TSN T HHERE S o inEE
FEIZZE T 5T b,

1.3.2.2 ERNTCOEKARTERVBRET—2/\yF5—3
[ 11 A& IR ER RIS EE) (200745 1 H 22 ARE) (BT, A TO CLLIZKTT 5

ABNOBFRIZONW TR &SIz, T—X% 27 7 N—FZ X DARBNOFAFE RO 5% LLF I8R5
(8)s

o AFNT CLLIZH§ DIEMEIRIRE TH D 74T v L B T AERBF OFAITH Y 42
ZEMMEDR 72 <0 Z ORI T HHEIERRE SN TWD, LI L TEE T~ ITEARE
R LGEAREFT DIRIYETH L5, WIS PRHENMEL L TE TRV ALK
JEMEDMEPE Y RIS L TRRR EONR T ¢y MIdH D LB XD,

o ARFNZHOWTIL,EN T, RIS A AR IE I B4 2 AT FERER M T TV 5 28,
&MY AR B3 2 BRIRBAFE (ZAT L TV 2Ry, - T, Bt U oSV [ ifndfis iz
X IR BN SN D Z ENEEND,

YRR Z A L T2 VIR SR, [ENO CLL BEDHRD TOETH S Z Lnb,
AITOWRREIIREE L EZ 2 WSMERIRERBRARE D A R L T2 B8R T — & /3w r — DI S &K
WHFET 2 Z L OZSPEIZ- DOV T 2008 4F 8 H 26 HIZESMHGEATHR ZEHM L=, Z ORHE RS
TR T — 2 Xy r— U2, KERORKINTORBRFFICH OGN BERED CLLEBEF %5 L L
T2 B IR BRI S USRI CLL B 2 x5 & L7z CAM307 3k & WO Th - 72,

IR AT D OB S XL TONAETH - 72,

o FHRRE DR LIZERIRT — & /Xy r— VT AHI DO A RN CLL BB TR 2 A9 L V24
A EEMCE2ERNEENTE LT, E IR REBRAGE 2 B AR NIZ/ME T & DR
%)fcib\ & E él EuurT &/\/bﬁ"—“\\ ﬁ/)% %muqaﬁﬁj_é;& iﬁﬁjfiﬁb\k%i
50

INA VIR RSN S ARFI OB A L2 = A L s Dy S UkEHix, Lo
AR A LICHARAANOMIBE CLLEZE 2 X2 L L-E THABRLZEE LT, 2B, AHIX 20124 8
A 16 BfFT, TEM Y o MAIMmE] O T ERIEE « 2RI T, P ERmHERL L L THRESNT,
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1.5 BRXERREOBRBRUMREDORE
YT X v VR EE T 30mg

AL YA ARNE [ AHRBRORE A | KE R ORRN TORBHRFEICH W O BEE#E O CLL B
ZxRtg e Lz CAM211 3B & CAM213 38BR, W QNS RIEHR CLL RE 254 & L7z CAM307 iR & &
HTRRBHFEELITIZ L L LT

SR OARBRFEICHHAT DR T —F Ry r—% R 3R T,
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1.5 BRXEFERDEBRURFEDORE

T T X v AR A EERE 30mg

& 3 -SEIDEER

I L BB — 5

EBRERHEEOHE | ABRARY | RRT VA v BRI . /AR wERE B D24 e PR
=—F B Ok R DR R EEES
(FEHEE) Y
A R
CAMCLLO07709 35 A5 %148 TLLAY R=T . 6 4 BEVAHE (B33 2010.2~
(AA) Zott | HTL X LML, HER | BIRNES 30 mgR 3 Y fat) CLL A Modules.3.5.2-1
SKNBIE | it . mAH
& 12
CAM211 B A5 5 I14H TLAY AT 93 4 7V AR G 19983~
CKIE. #E, 75> | %At | ik KSR BRI 2 5 30 mg/ B 3 [/ B0 THTTE ] Modules3.522
2. KAV . i UIRIENEN T h o e
N % Jitia% 3 [ 7= CLL ##& ST & #
& 12
CAM213 &5 Bk #1140 TLAY AT 30 4 VANV =T A 1999.7~
() bt | . SR HFR P B 30 me/ 3 1/ BN ®H 5 CLL B Module5.3.5.2-3
SEMIEIRE | %Rkt 8 S
5 12 00
CAM307 5 A5tk EAL TLAY AT ait ;2974 ARIRFE, HE1TYE CLL 2001.12~
CRIE, BRIN) w2l chlorambucil %} RN G- 30 mg/H 38/ | T LAY X< B Module5.3.5.1
7 ¥ M o 70 eliied
- &E 120/ chlorambucil ;
FER L 148 4
S K53 [ it B chlorambucil :

28 H T & 1T 40 mg/m> % 11 %
H. kE12xHM
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1.5 BRXEFERDEBRURFEDORE

T T X v AR A EERE 30mg

125-001-C91 7B AHE 5 1/0FE, FEH# T LAY AT 684 (CLL:23 44 | TERDE —BPURIE 1992.1~
- Az 5
CKIE. #E, 45> |%att | FER HIRPIE 5 3 1 : RS | Modules.3.5.24
&v) o e - L " - E3 He . -
IEhRE | HEER 2.5, 8, 25 3% 80 mg/H s ;%NHL LA0) 2B EER
- . CLL &
% gk HL (A 4~12 E
125-002-C91 #Br e % 1/IFA, FEHH TLLYA~T 714 (CLL84) | TEROH—EIRBIL 1992.1~
CKIEL 60, Aq %, | GatE | T BRI 1 121/ SRS | Modules 3.5.2:5
FAY AV ==T) | emmnme | o ibes 7.5, 24, 75 XI3 240 mg/H R ;7‘: NHL X% Of ZEE R
2RI 4~ 12 38T CLL &
125-003-C91 55 AHE % 1/, FELbiR TLLAY A= 364 (CLL:S4) | TERkDE —BPURIE 1992.1~
- Az L
CKIE) gt | e FRPIEL 5 S [ b SRS T | Modules.3.5.2-6
EyEhhe | HERR 0.5. 5. X% 50 mg/H 3 ;f: NHL J O B EZY R
% fiiak H: (A 4~12 E CLL B
125-005-C92 7 Br HE 5 IAR, FEHHE TLLYA~T 12544 (CLL:3244) | TER D —1BYURIE 1993.2~
- gz L
(A=A BYT b el H e AR SR T # 5- %g?%%&%ghé Module5.3.5.2-7
LTS ] | wemie | SR 313 30 g/ R 72 NHL 2 OF B
L RN > . CLL &%
FA>Y, FU ¥, L 6~12 A
TR TINT . AT
B ARAL U AU x
—T U AA A, )
125-009-C92 55 AHE HEIAE, FELE TLLAY A= 244 (CLL:234) | 7 VW& T & HHn 19932~
fr/‘*‘#\ﬁ EE
CKE) watt | HEH HHIRPIEE S 3 1/ P EIRESE | Modules 3528
Z it i 3 ) 30 313 80 mg/H BOTNVET e SHE R
. B CHEMARE XX
8~ 16 [ % L7~ CLL 3
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1.5 BRXIIEROBERUVRAROZRE
YT X v VR EE T 30mg

1.3.2.3 EERREAER DOBIRS

1.3.23.1 BUAR (BREXETEAN) CLLEFHZNRE LE-ERNS [ BERKHBR G
CAMCLL07709)

CAMCLLO07709 i1, BARANDRERE (F UIEEHAME) CLLAEE (64) BT T7T LAY X
~ T DR, FNEROEWEIRE T 7 7 7 A VA RET 5 sk 3RS 1 R Cch o7z, ARH &
PG BHAARF IR O BARMEIIS U CHEZMWE L (3, 10, 30mg) . = D% 30mg i 3[H (F&H)
Beh b U, R 12 BB L7z, AIAE L T A U808 125 3 THhyD Rai 4348 0~IVD CLL BH % %t
Gl Lz,

FARHEIX, 33.3% (2/6 44, 95%CI : 4.3~771.7%) T -7,

BARVERRNTRIGE D 6 24T X T OMRE DBHBRMIE I 1 L EOFHEFRR, KORRBEBRAEET
ERVWAEFRRERBL LT, £, IXTOHERE T/ L— R34 OFFEFEL LRI LT, 34
DI L OREPARDPEE CERVEBLAEFFLEZRI L. | LITRRABARPEE TE RVWIEE
oA ERS (AOEmEntgn, 71— RK2) [k iRBREO®RLEZPIELZ, RRBR T3
U L7kl il s vz o iz,

1.3.23.2 BUAE CLL BEE R & L-iBsE D1EERREER (CAM211 EXBR)

CAM211 #ERIZ, 1 LY AL EDOT AF ALK Z ETIRFERER DY . 7V H T B BIENRETH
S7- CLLEF (934) 8 Lz, 7 LAY A~ 7 OEINER O SNEZ iR 5 [E B L figk 4t
FHEINHRBR CTH o7, FAETEERGEILI1T, FAVE TG 1 LY AL EOIEEAZITT
H CR I PRABEGEON AR -T2, XIZT7 VAT v r&GERIEEBET (PD) . XIZZLVZTELD
BB E% 6 ALVNICTRSR LT B L Uic, AHI % B 5-BRAGIRHI R O BAMETIS U CH &2 W
L (3, 10, 30mg) . D% 30mg D 3E FFH) &5 & L, &E 12 BBk L,

FARHEIT, 33.3% (31/93 44, 95%CI : 23.9~43.9%) Th o7z,

AFN DL ONT, TANTOHIRE D 1L EORIREREZ M2 WA EFER L OTERIE L O
KRB N EETE WA EELRRD bz, BRI TICEERAEES 46/93 4 (49.5%) (12
R BTz, 224 (23.7%) PNEBRIK L REBEENGE CERWEFEERICEIVIERETIE L, 94

(9.7%) 23 F G-I ST B G T 205 30 HLANICAELS LTz, £ D 9 BIEYEIZ L D501 54 (5.4%)

IXIRBRIE L ORERIRIT TBELLMHEHY ) LHESHT,

1.3.2.3.3 BEAE CLL BEEXR E LI-ENE DI HERKREAER (CAM213 FHER)

CAM213 RBRIZ, 7V T u 758055 CLLEE 304) x5l 5EES xRS
HAHRBR Ch o 7o, A Z 8 5-BAMGRHICHERE OB/ C THELZHIE L (3, 10, 30mg) . £
D% 30mg D 3[E (FRH) 5L L, &k 12 Bkl L7z,

FMEIX 33.3% (9127 4. 95%CI : 16.5~54.0%) Th o7z,
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1.5 BRXERREOBRBRUMREDORE
YT X v VR EE T 30mg

AR DL EPEIZDOUNT 3044 H 30 44 (100%) 12 1L EOFFFLRDBFE D 541,30 44 H 29 4 (96.7%)
IR L ORERFRA G E TERVWAEFERFENBEO b, EERAEFLIL46.7% (14/304) |
RO BT, 304 64 (20.0%) MRBREHIEL7Z, 304 34 (10.0%) 234% 5B AP 338 5%
TH5 30 HUNIZHELT LTe, B K 23ETH 240 (6.7%) TIRBRIE & OREREFRIL T2 6 < B
b LHE SN,

1.3.2.34 FRABEOETHCLLEEZEZXRE LI-BNEMALLEHE (CAM307 i)
CAM307 iR IT, RIGEOEITIE CLL BFICx3 5 —RIGHE & L TT L .AY X~ 7 & chlorambucil

(MEA T OREAETRIFSE) & i+ 2 EEEZ sk I FIE SR 7 o ¥ MU IR Ch o 72, RIGED
Rai 77 [ ~IVO CLL MM A E T HFEE E THEAT L7 BE (297 4) Zxige s Lic, #BhEsk, Rai
S8 (I ~IIRI~IV) | WHOPS (0~1x2) | i (65 meATmixt 65 A ) o MBI, fek U o)
HithA X GEfRZEN XL Sem Aiixt Sem PLE) 1IZB L T2 BEGHETR Y 23T X 95 | i/ IMbiE (Pocock
& Simon D fg/MEVE) 27) IZ & THIRE D 7 > & LMEEFIF T 21T 72,

T U LY R T RECHMRHEIT 83.2% (124/149 4, 95% CI : 76.2~88.8%) Td> 7=, Chlorambucil
BT 55.4% (82/148 44, 95% CI : 47.0~63.6%) T& ¥ . chlorambucil FHIZHRTT LAY X~ THET
BRI EICE o T2 (p<0.0001) |

KENDLEEMEIT DT, 91.2% (268/2944) {7 L AV R~ 7 BE:98.6% (145/147 4:) . chlorambucil
BE:83.7% (123/1474) } I 1 UL EOFEERBRD Bz, 77.6% (2282944) (T LAY R~
7 B 96.6% (142/1474) . chlorambucil £ : 58.5% (86/14744) | IZIRBRIK & DR EBIENEE T
XRVWEEESNRO LN, EEREEESENT L LY X~T7 B 442% (654) . chlorambucil £
19.7% (29 4) 123D HiLlz, RBEIRITIZT LAY X< 7 #19.7% (294) . chlorambucil Bf 4.1%
(64) CHREBEBNPEE CTERVAEFERICIVREBRZ P IE L, 440385 WM T TG T
530 HLANIZHEL L=, NERIZ, 7 LAY X< 7 B 1 4. chlorambucil B 3 4 CT&d Y . chlorambucil £
D14 TY AT U THEMRIZ I DT L7 I TIa5R3E & o RRERIL T2 o< BEH Y ) &)
E STz,

1.3.3 HEMEE - IR, AL - A=
_ﬂif_%%htﬁﬁm%ﬁéﬁ%#%\%%-%%\%%-%%%HT@iﬁmbto
[%hhE - 2hi]
18E Y oS A LR

[ - H&E]
W, AT LAY A7 (BIEH#Z) L T30mgHZE3E, | HBEIZERET
% (RAES) . PIEEGREONT AL R L7 ZICHBT 2551203, 1 BE&30mg/ I
BET L ETOM, LLFTOFIEICH > THEZEET 5, AERWEOHMZ 5D, wWIind 1
H &% 2 K2 CRIBFHET 2, 5. HEEOHIM 250 12 8 &35,
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1.5 BRXIIEROBERUVRAROZRE
YT X v VR EE T 30mg

[ H & Fa])
o PBAMEIT. TV LAY AT (BIaHIRZ) &L T3mg/HEL, EAKET D,

o 3 mg/HPEIZ L D infusion reaction 237 L — R 2 LU F %A, #5827 LAY XA~7 (Bis
n’*ﬂ?ﬁ@z) ELTI10mgHICHEET D, 10mg/ HIZHER, 7 L— F 3 LI_ED infusion reaction
RO LN HEITIZY l/~i\2U\—F<‘:7‘£Z)i“C ZOMEZEARET D,

e 10mg/H# 512 X % infusionreaction 37 L— R 2L FOHE, HHEEEZT VLAY X~ (B6
THREHLZ) L LT30mgHICHET S, UFIXZOHEZE 3R, BAKET 5,

Fo. HEEROFEOWEIC ?Z)ua—ﬁma@n’%ﬁ'%\ [ZhAg « Zha) KON THIYE - &) ZLLFICER
L7,

[Zh6E - 2hi#]
R SUTEARMEOEME U 2 A
[ﬁﬁiia - &)
HE., RAZIET LAY X7 (B H#x) & LTI H 118 3mg O H REEED D B G
L. 1 H1[E 10mg Z# H et L7z, 1 B 1[[ 30mg %L3|Elr5ma REFET 2, 7272
L. &GS RBEME CoORELTDH, 2B, BEDINEE D ERET D,

14  FRORER

B DR % [ 1 1R,
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15 BEXIEROBBRURKEORE
Y T X v AR EEERE 30mg

1 R T¥ v VAR GAHERE 30mgIc R SRR DERE
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1.5 BRXIIEROBERUVRAROZRE
YT ¥ v VR EEET 30mg

10.

11.

12.

13.

14.

Z & X W

Hale G, Xia MQ, Tighe HP, Dyer MJ, Waldmann H., The CAMPATH-1 antigen (CDw52). Tissue
Antigens 1990;35(3):118-27.[& £} 5 5.4-2]
Klabusay M, Sukova V, Coupek P, Brychtova Y, Mayer J, Different Levels of CD52 Antigen Expression
Evaluated by Quantitative Fluorescence Cytometry are Detected on B-Lymphocytes, CD 34+ Cells and
Tumor Cells of Patients with Chronic B-cell Lymphoproliferative Diseases. Clinical Cytometry.
2007;72B:363-370.[ & #3575 5.4-3]
Hale C, Bartholomew M, Taylor V, Stables J, Topley P, Tite J. Recognition of CD52 allelic gene products
by CAMPATH-1H antibodies. Immunology 1996;88(2):183-90.[ & £} 7 75 5.4-4]
Bindon CI, Hale G, Waldmann H. Importance of antigen specificity for complementmediated lysis by
monoclonal antibodies. Eur J Immunol 1988;18(10):1507-14.[ & £13& & 5.4-5]
FREFNSS, 184U PRI, BT —T % R MILERSE. 2007: p347-349.[E EHE 5 5.4-6]
IR ALER E, REFBCL, B, AFRIZIS T DA8ME Y SV 5 00 R B PR 1. 1%
1990:31:554-563[& £l +5 5.4-7]

TERR LT —FR—=2A AT L, VR 20 FEBERA, RRE4E, HEHEER, %
X Wﬁd\/\*ﬁﬁﬂ (R OA) [EEHEE 5.4-8]

A RRGRIME IR ik - EkL 2-1; U —F 0 7 7V — TRt R &, Tk 19
Elﬁ 22 H[E RS 5.4-1]
Lymphoma Study Group of Japanese Pathologists, The World Health Organization classification of
malignant lymphomas in Japan: Incidence of recently recognized entities, Pathol Int 2000:50:696-702[ &
BHE 5 5.4-9]
Rozman C., Montserrat E., Chronic lymphocytic leukemia. N Engl ] Med. 1995; 333: 1052-1057.[& £l3&
7 5.4-10]
Zenz T, Eichhorst B, Busch R, Denzel T, Hibe S, Winkler D, et al. TP53 Mutation and Survival in Chronic
Lymphocytic Leukemia, J Clin Oncol 2010: 28(29): p4473-4479.[ & £& 5 5.4-11]
Dohner H, Stilgenbauer S, Benner A, Leupolt E, Krober A, Bullinger L, et al. Genomic Aberrations and
Survival in Chronic Lymphocytic Leukemia, N Engl J Med 2000: 343(19): p1910-1916.[ & £l 5 5.4-12]
Damle RN, Wasil T, Fais F, Ghiotto F, Valetto A, Allen SL, et al. Ig V gene mutation status and CD38
expression as novel prognostic indicators in chronic lymphocytic leukemia, Blood 1999: p1840-1847.[&
&5 5.4-13]
Crespo M, Bosch F, Villamor N, Bellosillo B, Colomer D, Rozman M, et al. ZAP-70 expression as a
surrogate for immunoglobulin-variable-region mutations in chronic lymphocytic leukemia., N Engl J Med

2003: 348(18): p1764-1775.[ & ElE 5 5.4-14]
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15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

NCCN Clinical Practice Guidelines in Oncology, Non-Hodgikin’ s Lymphomas, Version 2, 2012.['& £}
% H 5.4-15]

Cheng MM, Goulart B, Veenstra DL, Blough DK, Devine EB. A network meta-analysis of therapies for
previously untreated chronic lymphocytic leukemia. Cancer Treat Rev. 2012 Mar 9. [& £} 7 5.4-16]
Rai KR, Peterson BL, Appelbaum FR, Kolitz J, Elias L, Shepherd L, et al. Fludarabine compared with
chlorambucil as primary therapy for chronic lymphocytic leukemia. N Engl J Med.
2000;343(24):1750-1757.[& k& 75 5.4-17]

Hallek M, Fischer K, Fingerle-Rowson G, Fink AM, Busch R, Mayer J, et al., Addition of rituximab to
fludarabine and cyclophosphamide in patients with chronic lymphocytic leukaemia: a randomised,
open-label, phase 3 trial. Lancet. 2010; 376 (9747): 1164-74.[& £} 5 5.4-18]

Johnson S, Smith AG, Loffler H, Osby E, Juliusson G, Emmerich B, et al. Multicentre prospective
randomised trial of fludarabine versus cyclophosphamide, doxorubicin, and prednisone (CAP) for
treatment of advanced-stage chronic lymphocytic leukaemia. The French Cooperative Group on CLL.
Lancet. 1996;347(9013):1432-1438.[& £} 75 5.4-19]

Leporrier M, Chevret S, Cazin B, Boudjerra N, Feugier P, Desablens B, et al., Randomized comparison of
fludarabine, CAP, and ChOP in 938 previously untreated stage B and C chronic lymphocytic leukemia
patients. Blood. 2001; 98:2319-25.[& £} 75 5.4-20]

Eichhorst BF, Busch R, Stilgenbauer S, Stauch M, Bergmann MA, Ritgen M, et al., First-line therapy with
fludarabine compared with chlorambucil does not result in a major benefit for elderly patients with
advanced chronic lymphocytic leukemia. Blood. 2009;114: 3382-91.[& £H& £} 5.4-21]

MRFIISREE  BIE - U > SBE - B BENE, 4 B ORMr & IRNR 5 4 IR 2011:445-454. [EFHE 7
5.4-22]

Stilgenbauer S, Zenz T, Winkler D, Biihler A, Schlenk RF, Groner S, et al., Subcutaneous alemtuzumab in
fludarabine-refractory chronic lymphocytic leukemia: clinical results and prognostic marker analyses from
the CLL2H study of the German Chronic Lymphocytic Leukemia Study Group. J Clin Oncol.
2009;27:3994-4001.[ & EHE £} 5.4-23]

Zenz T, Mertens D, Dohner H, Stilgenbauer S., Importance of genetics in chronic lymphocytic leukemia.
Blood Review. 2011;25: p131-137.[&EHE K} 5.4-24]

Wierda WG, Kipps TJ, Mayer J, Stilgenbauer S, Williams CD, Hellmann A, et al., Ofatumumab as
single-agent CD20 immunotherapy in fludarabine-refractory chronic lymphocytic leukemia. J Clin Oncol.
2010;28:1749-55.[& BHE £} 5.4-25]

Knauf WU, Lissichkov T, Aldaoud A, Liberati A, Loscertales J, Herbrecht R, et al., Phase III randomized
study of bendamustine compared with chlorambucil in previously untreated patients with chronic

lymphocytic leukemia. J Clin Oncol. 2009; 27: 4378-84.[ & & K} 5.4-26]
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1.6 HEICHE TR ERARREICET 2EH
YT ¥ v VR EEET 30mg

1 SETOREBEFR)ECERRER

T LAY RX<T CKERGE4 Campath) 1LKENCENT [TAFACHIOFRGERHY . 7LVE T
BN D B ARIAMEENE Y M EA MR ) OGS CRERMERMFE (FDA) KV 2001 45 HIZ
FAZBG LTV 5D, BN (RN ARFE4 MabCampath) (28Tl FONEIRST (EMA) KV ik
FHFA T, FHEISICT, 2001 4E 7 A2 BG LT\ 5,

Z D%, FDA £V 2007 4 9 HITRIGREE (TR 288 MOFFr[ 252 1F . [Campath |%, CD52
PURZIER & Uizl fil ch v . BANC X5 BRIMEEMEY > A (B-CLL) D5k
WThD| OBWISEZRE L, BONCBWLTIZ, 2007 4E 12 A ICHEEBMOF T 22, [TA85
v & B AL FIRIE DN Y 7 B AN Y S B e ) O NS A B LT,

7 LAY X< 7%, Campath ¥ 72 1% MabCampath &\ 9 Bz5844 T, BMIfatERME Y > SV ik o
BRI E LT, 2R E TSR 50 EICE W TRFAT 2 IS LIRIE 21T - 72,

2012 4F, K[EH Genzyme tt (V- 7 4 Z—7) X, T LAY A= T ZMOHEEE LT T S
T e EPREL, BARMEEME Y 3 A IR OTERHE & LT O Campath/MabCampath 1%, H FERIICFT
A EERY FiF5 Z B2 LT, [RIEFIZ, (Mab)Campath Access Program #3256 FiF . #Frf 2 B0 Fif7=E
(CEERLZIT > T D, 201445 ABIUE, KE, A=A FF V7 BFXOHFAIZMER LT D
D3 BRGEIFAT 2 TR LY,

AFNOKETACE, WIARFETET —F > — F 2L TR 2,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
Campath safely and effectively. See full prescribing information for
Campath.

Campath® (alemtuzumab)
Injection for intravenous use
Initial U.S. Approval: 2001

WARNING: CYTOPENIAS, INFUSION REACTIONS, and
INFECTIONS
See full prescribing information for complete boxed warning.
Serious, including fatal, cytopenias, infusion reactions and infections can
occur (5.1 -5.3).
. Limit doses to 30 mg (single) and 90 mg (cumulative weekly); higher
doses increase risk of pancytopenia (2.1).
o Escalate dose gradually and monitor patients during infusion.
Withhold therapy for Grade 3 or 4 infusion reactions (5.2).
. Administer prophylaxis against Pneumocystis jiroveci pneumonia
(PCP) and herpes virus infections (2.2, 5.3).

RECENT MAJOR CHANGES
Warnings and Precautions (5.3)  3/2009

INDICATIONS AND USAGE
Campath is a CD52-directed cytolytic antibody indicated as a single agent for
the treatment of B-cell chronic lymphocytic leukemia (B-CLL) (1).

. Administer as an IV infusion over 2 hours (2.1).

e Escalate to recommended dose of 30 mg/day three times per week for 12
weeks (2.1).

. Premedicate with oral antihistamine and acetaminophen prior to dosing
2.2).

-—--—mmeemee-—-—-DOSAGE FORMS AND STRENGTHS-------------emeeme-
30 mg/1 mL single use vial (3).

CONTRAINDICATIONS
None (4).

----------------------- WARNINGS AND PRECAUTIONS—--memmmmmmmemeee

Cytopenias:

. Obtain complete blood counts (CBC) and platelet counts at weekly
intervals during therapy and CD4 counts after therapy until recovery to
>200 cells/pL (5.4).

Ll Discontinue for autoimmune or severe hematologic adverse reactions
(5.1).

Infections:

. Campath induces severe and prolonged lymphopenia and increases risk
of infection. If a serious infection occurs, withhold treatment until
infection resolves (5.3).

. Do not administer live viral vaccines to patients who have recently
received Campath (5.5).

ADVERSE REACTIONS
Most common adverse reactions (> 10%): cytopenias, infusion reactions,
cytomegalovirus (CMV) and other infections, nausea, emesis, diarrhea, and
insomnia (6).

To report SUSPECTED ADVERSE REACTIONS, contact Genzyme
Corporation at 1-877-4-CAMPATH (1-877-422-6728) or FDA at 1-800-
FDA-1088 or www.fda.gov/medwatch

See 17 for PATIENT COUNSELING INFORMATION
Revised: 8/2009

FULL PRESCRIBING INFORMATION: CONTENTS*

WARNING: CYTOPENIAS, INFUSION REACTIONS, and
INFECTIONS
1 INDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATION
2.1 Dosing Schedule and Administration
2.2 Recommended Concomitant Medications
2.3 Dose Modification
2.4  Preparation and Administration
2.5 Incompatibilities
3 DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
5 WARNINGS AND PRECAUTIONS
5.1 Cytopenias
5.2 Infusion Reactions
5.3 Immunosuppression/Infections
5.4 Laboratory Monitoring
5.5 Immunization
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
6.2 Immunogenicity
6.3 Postmarketing Experience

S

7 DRUG INTERACTIONS
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.3 Nursing Mothers
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8.5 Geriatric Use
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
14 CLINICAL STUDIES
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14.2 Previously Treated B-CLL Patients
15 REFERENCES
16 HOW SUPPLIED/STORAGE AND HANDLING
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*Sections or subsections omitted from the full prescribing information are not
listed.
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FULL PRESCRIBING INFORMATION

WARNING: CYTOPENIAS, INFUSION REACTIONS, and INFECTIONS

Cytopenias: Serious, including fatal, pancytopenia/marrow hypoplasia,
autoimmune idiopathic thrombocytopenia, and autoimmune hemolytic anemia can
occur in patients receiving Campath. Single doses of Campath greater than 30 mg
or cumulative doses greater than 90 mg per week increase the incidence of
pancytopenia [see WARNINGS AND PRECAUTIONS (5.1)].

Infusion Reactions: Campath administration can result in serious, including fatal,
infusion reactions. Carefully monitor patients during infusions and withhold
Campath for Grade 3 or 4 infusion reactions. Gradually escalate Campath to the
recommended dose at the initiation of therapy and after interruption of therapy
for 7 or more days [see DOSAGE AND ADMINISTRATION (2) and WARNINGS
AND PRECAUTIONS (5.2)].

Infections: Serious, including fatal, bacterial, viral, fungal, and protozoan
infections can occur in patients receiving Campath. Administer prophylaxis
against Pneumocystis jiroveci pneumonia (PCP) and herpes virus infections /see
DOSAGE AND ADMINISTRATION (2.2) and WARNINGS AND PRECAUTIONS

(5.3)].

1

INDICATIONS AND USAGE

Campath is indicated as a single agent for the treatment of B-cell chronic lymphocytic
leukemia (B-CLL).

2

2.

DOSAGE AND ADMINISTRATION
1 Dosing Schedule and Administration

Administer as an [V infusion over 2 hours. Do not administer as intravenous push

or bolus.
Recommended Dosing Regimen

o  Gradually escalate to the maximum recommended single dose of 30 mg.
Escalation is required at initiation of dosing or if dosing is held > 7 days
during treatment. Escalation to 30 mg ordinarily can be accomplished in 3 - 7

days.
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2.2

o  Escalation Strategy:

o Administer 3 mg daily until infusion reactions are < grade 2 [see
ADVERSE REACTIONS (6.1)].

o Then administer 10 mg daily until infusion reactions are < grade 2.

o Then administer 30 mg/day three times per week on alternate days (e.g.,
Mon-Wed-Fri). The total duration of therapy, including dose escalation, is

12 weeks.

Single doses of greater than 30 mg or cumulative doses greater than 90 mg per

week increase the incidence of pancytopenia.
Recommended Concomitant Medications

Premedicate with diphenhydramine (50 mg) and acetaminophen (500-1000 mg) 30
minutes prior to first infusion and each dose escalation. Institute appropriate
medical management (e.g. steroids, epinephrine, meperidine) for infusion reactions
as needed [see BOXED WARNING, WARNINGS AND PRECAUTIONS (5.2) and
ADVERSE REACTIONS (6.1)].

Administer trimethoprim/sulfamethoxazole DS twice daily (BID) three times per

week (or equivalent) as Pneumocystis jiroveci pneumonia (PCP) prophylaxis.

Administer famciclovir 250 mg BID or equivalent as herpetic prophylaxis.

Continue PCP and herpes viral prophylaxis for a minimum of 2 months after completion

of Campath or until the CD4+ count is = 200 cells/uL, whichever occurs later [see
BOXED WARNING and WARNINGS AND PRECAUTIONS (5.3)].

2.3

Dose Modification

e Withhold Campath during serious infection or other serious adverse reactions until

resolution.

e Discontinue Campath for autoimmune anemia or autoimmune thrombocytopenia.

e There are no dose modifications recommended for lymphopenia.
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Dose Modification for Neutropenia or Thrombocytopenia
[see WARNINGS AND PRECAUTIONS (5.1)]

Hematologic Values Dose Modification”

ANC < 250/uL and/or platelet count <25,000/puL

For first occurrence: Withhold Campath therapy. Resume Campath at
30 mg when ANC > 500/uL and platelet count >
50,000/pL.

For second occurrence: Withhold Campath therapy. Resume Campath at
10 mg when ANC > 500/pL and platelet count
>50,000/pL.

For third occurrence: Discontinue Campath therapy.

> 50% decrease from baseline in patients initiating therapy with a baseline ANC < 250/uL and/or a
baseline platelet count < 25,000/uL

For first occurrence: Withhold Campath therapy. Resume Campath at
30 mg upon return to baseline value(s).

For second occurrence: Withhold Campath therapy. Resume Campath at
10 mg upon return to baseline value(s).

For third occurrence: Discontinue Campath therapy.

*If the delay between dosing is = 7 days, initiate therapy at Campath 3 mg and escalate to 10 mg and then
to 30 mg as tolerated [see DOSAGE AND ADMINISTRATION (2.1)].

2.4  Preparation and Administration

Parenteral drug products should be inspected visually for particulate matter and

discoloration prior to administration. If particulate matter is present or the solution is
discolored, the vial should not be used. DO NOT SHAKE VIAL.

Use aseptic technique during the preparation and administration of Campath. Withdraw

the necessary amount of Campath from the vial into a syringe.

e To prepare the 3 mg dose, withdraw 0.1 mL into a 1 mL syringe calibrated in
increments of 0.01 mL.

e  To prepare the 10 mg dose, withdraw 0.33 mL into a 1 mL syringe calibrated in
increments of 0.01 mL.

e  To prepare the 30 mg dose, withdraw 1 mL in either a I mL or 3 mL syringe
calibrated in 0.1 mL increments.

Inject syringe contents into 100 mL sterile 0.9% Sodium Chloride USP or 5% Dextrose
in Water USP. Gently invert the bag to mix the solution. Discard syringe.
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The vial contains no preservatives and is intended for single use only. DISCARD
VIAL including any unused portion after withdrawal of dose.

Use within 8 hours after dilution. Store diluted Campath at room temperature (15-30°C)
or refrigerated (2-8°C). Protect from light.

2.5  Incompatibilities

Campath is compatible with polyvinylchloride (PVC) bags and PVC or polyethylene-
lined PVC administration sets. Do not add or simultaneously infuse other drug substances

through the same intravenous line.

3 DOSAGE FORMS AND STRENGTHS
30 mg/1 mL single use vial

4 CONTRAINDICATIONS

None

5 WARNINGS AND PRECAUTIONS
5.1 Cytopenias

Severe, including fatal, autoimmune anemia and thrombocytopenia, and prolonged

myelosuppression have been reported in patients receiving Campath.

In addition, hemolytic anemia, pure red cell aplasia, bone marrow aplasia, and hypoplasia
have been reported after treatment with Campath at the recommended dose. Single doses
of Campath greater than 30 mg or cumulative doses greater than 90 mg per week increase

the incidence of pancytopenia.

Withhold Campath for severe cytopenias (except lymphopenia). Discontinue for
autoimmune cytopenias or recurrent/persistent severe cytopenias (except lymphopenia)
[see DOSAGE AND ADMINISTRATION (2.3)]. No data exist on the safety of Campath
resumption in patients with autoimmune cytopenias or marrow aplasia /[see ADVERSE
REACTIONS (6.1)].

5.2 Infusion Reactions

Adverse reactions occurring during or shortly after Campath infusion include pyrexia,
chills/rigors, nausea, hypotension, urticaria, dyspnea, rash, emesis, and bronchospasm. In

clinical trials, the frequency of infusion reactions was highest in the first week of
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treatment. Monitor for the signs and symptoms listed above and withhold infusion for
Grade 3 or 4 infusion reactions [see ADVERSE REACTIONS (6.1)].

The following serious, including fatal, infusion reactions have been identified in post-
marketing reports: syncope, pulmonary infiltrates, acute respiratory distress syndrome
(ARDS), respiratory arrest, cardiac arrhythmias, myocardial infarction, acute cardiac

insufficiency, cardiac arrest, angioedema, and anaphylactoid shock.

Initiate Campath according to the recommended dose-escalation scheme [see DOSAGE
AND ADMINSTRATION (2)]. Premedicate patients with an antihistamine and
acetaminophen prior to dosing. Institute medical management (e.g., glucocorticoids,
epinephrine, meperidine) for infusion reactions as needed /see DOSAGE AND
ADMINISTRATION (2.2)]. If therapy is interrupted for 7 or more days, reinstitute
Campath with gradual dose escalation /[see DOSAGE AND ADMINISTRATION (2.3) and
ADVERSE REACTIONS (6)].

53 Immunosuppression/Infections

Campath treatment results in severe and prolonged lymphopenia with a concomitant
increased incidence of opportunistic infections [see ADVERSE REACTIONS (6.1)].
Administer PCP and herpes viral prophylaxis during Campath therapy and for a
minimum of 2 months after completion of Campath or until the CD4+ count is = 200
cells/uL, whichever occurs later /[see DOSAGE AND ADMINISTRATION (2.2)].

Prophylaxis does not eliminate these infections.

Routinely monitor patients for CMV infection during Campath treatment and for at least
2 months following completion of treatment. Withhold Campath for serious infections
and during antiviral treatment for CMV infection or confirmed CMV viremia (defined as
polymerase chain reaction (PCR) positive CMV in > 2 consecutive samples obtained 1
week apart) [see ADVERSE REACTIONS (6.1)]. Initiate therapeutic ganciclovir (or
equivalent) for CMV infection or confirmed CMV viremia [see DOSAGE AND
ADMINISTRATION (2.3)].

Administer only irradiated blood products to avoid transfusion associated Graft versus

Host Disease (TAGVHD), unless emergent circumstances dictate immediate transfusion.'

In patients receiving Campath as initial therapy, recovery of CD4+ counts to = 200
cells/uL occurred by 6 months post-treatment; however at 2 months post-treatment, the

median was 183 cells/uL. In previously treated patients receiving Campath, the median
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time to recovery of CD4+ counts to > 200 cells/uL was 2 months; however, full recovery
(to baseline) of CD4+ and CD8+ counts may take more than 12 months [see BOXED
WARNING and ADVERSE REACTIONS (6)].

5.4 Laboratory Monitoring

Obtain complete blood counts (CBC) at weekly intervals during Campath therapy and
more frequently if worsening anemia, neutropenia, or thrombocytopenia occurs. Assess
CD4+ counts after treatment until recovery to = 200 cells/uL /see WARNINGS AND
PRECAUTIONS (5.3) and ADVERSE REACTIONS (6)].

5.5 Immunization

The safety of immunization with live viral vaccines following Campath therapy has not
been studied. Do not administer live viral vaccines to patients who have recently received
Campath. The ability to generate an immune response to any vaccine following Campath

therapy has not been studied.
6 ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail in other sections of the
label:

e Cytopenias [see WARNINGS AND PRECAUTIONS (5.1)]
e Infusion Reactions [see WARNINGS AND PRECAUTIONS (5.2)]
e Immunosuppression/Infections [see WARNINGS AND PRECAUTIONS (5.3)]

The most common adverse reactions with Campath are: infusion reactions (pyrexia,
chills, hypotension, urticaria, nausea, rash, tachycardia, dyspnea), cytopenias
(neutropenia, lymphopenia, thrombocytopenia, anemia), infections (CMV viremia, CMV
infection, other infections), gastrointestinal symptoms (nausea, emesis, abdominal pain),
and neurological symptoms (insomnia, anxiety). The most common serious adverse

reactions are cytopenias, infusion reactions, and immunosuppression/infections.
6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the

clinical trials of another drug and may not reflect the rates observed in practice.
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The data below reflect exposure to Campath in 296 patients with CLL of whom 147 were
previously untreated and 149 received at least 2 prior chemotherapy regimens. The
median duration of exposure was 11.7 weeks for previously untreated patients and 8

weeks for previously treated patients.

Lymphopenia: Severe lymphopenia and a rapid and sustained decrease in lymphocyte
subsets occurred in previously untreated and previously treated patients following
administration of Campath. In previously untreated patients, the median CD4+ was 0
cells/uL at one month after treatment and 238 cells/uL [25-75% interquartile range 115
to 418 cells/uL at 6 months post-treatment [see WARNINGS AND PRECAUTIONS

(5.3)].

Neutropenia: In previously untreated patients, the incidence of Grade 3 or 4 neutropenia
was 42% with a median time to onset of 31 days and a median duration of 37 days. In
previously treated patients, the incidence of Grade 3 or 4 neutropenia was 64% with a
median duration of 28 days. Ten percent of previously untreated patients and 17% of

previously treated patients received granulocyte colony stimulating factors.

Anemia: In previously untreated patients, the incidence of Grade 3 or 4 anemia was 12%
with a median time to onset of 31 days and a median duration of 8 days. In previously
treated patients, the incidence of Grade 3 or 4 anemia was 38%. Seventeen percent of
previously untreated patients and 66% of previously treated patients received either

erythropoiesis stimulating agents, transfusions or both.

Thrombocytopenia: In previously untreated patients, the incidence of Grade 3 or 4
thrombocytopenia was 14% with a median time to onset of 9 days and a median duration
of 14 days. In previously treated patients, the incidence of Grade 3 or 4
thrombocytopenia was 52% with a median duration of 21 days. Autoimmune

thrombocytopenia was reported in 2% of previously treated patients with one fatality.

Infusion reactions: Infusion reactions, which included pyrexia, chills, hypotension,
urticaria, and dyspnea, were common. Grade 3 and 4 pyrexia and/or chills occurred in
approximately 10% of previously untreated patients and in approximately 35% of
previously treated patients. The occurrence of infusion reactions was greatest during the
initial week of treatment and decreased with subsequent doses of Campath. All patients
were pretreated with antipyretics and antihistamines; additionally, 43% of previously

untreated patients received glucocorticoid pre-treatment.
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Infections: In the study of previously untreated patients, patients were tested weekly for
CMYV using a PCR assay from initiation through completion of therapy, and every 2
weeks for the first 2 months following therapy. CMV infection occurred in 16% (23/147)
of previously untreated patients; approximately one-third of these infections were serious
or life threatening. In studies of previously treated patients in which routine CMV
surveillance was not required, CMV infection was documented in 6% (9/149) of patients;

nearly all of these infections were serious or life threatening.

Other infections were reported in approximately 50% of patients across all studies. Grade
3 - 5 sepsis ranged from 3% to 10% across studies and was higher in previously treated
patients. Grade 3 - 4 febrile neutropenia ranged from 5 to 10% across studies and was
higher in previously treated patients. Infection-related fatalities occurred in 2% of
previously untreated patients and 16% of previously treated patients. There were 198
episodes of other infection in 109 previously untreated patients; 16% were bacterial, 7%

were fungal, 4% were other viral, and in 73%, the organism was not identified.

Cardiac: Cardiac dysrhythmias occurred in approximately 14% of previously untreated
patients. The majority were tachycardias and were temporally associated with infusion;

dysrhythmias were Grade 3 or 4 in 1% of patients.

Previously Untreated Patients

Table 1 contains selected adverse reactions observed in 294 patients randomized (1:1) to
receive Campath or chlorambucil as first line therapy for B-CLL. Campath was
administered at a dose of 30 mg intravenously three times weekly for up to 12 weeks.
The median duration of therapy was 11.7 weeks with a median weekly dose of 82 mg

(25-75% interquartile range: 69 mg — 90 mg).
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Table 1

Per Patient Incidence of Selected' Adverse Reactions in Treatment Naive B-CLL Patients

Campath (n=147)

Chlorambucil (n=147)

All

Grades 3-4 | All Grades Grades 3-4
Grades’
o, % % %
Lymphopenia 97 97 9 1
Blood and Lymphatic Neutropenia 77 42 51 26
System Disorders Anemia 76 13 54 18
Thrombocytopenia 71 13 70 14
General Disorders and Pyrexia 69 10 11 1
Administration Site .
Conditions Chills 53 3 1 0
. q CMV viremia® 55 4 8 0
Infections an ; ;
Infestations CMV infection 16 5 0 0
Other infections 74 21 65 10
. 4Sub Urticaria 16 2 1 0
Skin and Subcutaneous
Tissue Disorders Rash 13 1 4 0
Erythema 4 0 1 0
Hypotensi 16 1 0 0
Vascular Disorders yPo ens1?n
Hypertension 14 5 2 1
Nervous System Headache 14 1 8 0
Disorders Tremor 3 0 1 0
Respiratory, Thoracic
and Mediastinal Dyspnea 14 4 7 3
Disorders
Gastrointestinal Diarrhea 10 1 4 0
Disorders
L Insomnia 10 0 3 0
Psychiatric Disorders -
Anxiety 8 0 1 0
Cardiac Disorders Tachycardia 10 0 1 0

"Adverse reactions occurring at a higher relative frequency in the Campath arm
INCI CTC version 2.0 for adverse reactions; NCI CTCAE version 3.0 for laboratory values
3CMV viremia (without evidence of symptoms) includes both cases of single PCR positive test results and of
confirmed CMV viremia (> 2 occasions in consecutive samples 1 week apart). For the latter, ganciclovir (or
equivalent) was initiated per protocol.

Previously Treated Patients

Additional safety information was obtained from 3 single arm studies of 149 previously

treated patients with CLL administered 30 mg Campath intravenously three times weekly

for 4 to 12 weeks (median cumulative dose 673 mg [range 2 — 1106 mg]; median duration

of therapy 8.0 weeks). Adverse reactions in these studies not listed in Table 1 that
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occurred at an incidence rate of > 5% were fatigue, nausea, emesis, musculoskeletal pain,

anorexia, dysesthesia, mucositis, and bronchospasm.
6.2 Immunogenicity

As with all therapeutic proteins, there is potential for immunogenicity. Using an ELISA
assay, anti-human antibodies (HAHA) were detected in 11 of 133 (8.3%) previously
untreated patients. In addition, two patients were weakly positive for neutralizing activity.
Limited data suggest that the anti-Campath antibodies did not adversely affect tumor
response. Four of 211 (1.9%) previously-treated patients were found to have antibodies
to Campath following treatment.

The incidence of antibody formation is highly dependent on the sensitivity and specificity
of the assay. Additionally, the observed incidence of antibody (including neutralizing
antibody) positivity in an assay may be influenced by several factors including assay
methodology, sample handling, timing of sample collection, concomitant medications,
and underlying disease. For these reasons, comparison of the incidence of antibodies to

Campath with the incidence of antibodies to other products may be misleading.
6.3  Postmarketing Experience

The following adverse reactions were identified during post-approval use of Campath.
Because these reactions are reported voluntarily from a population of uncertain size, it is
not always possible to reliably estimate their frequency or establish a causal relationship
to Campath exposure. Decisions to include these reactions in labeling are typically based
on one or more of the following factors: (1) seriousness of the reaction, (2) reported

frequency of the reaction, or (3) strength of causal connection to Campath.
Fatal infusion reactions: [see WARNINGS AND PRECAUTIONS (5.2)].

Cardiovascular: congestive heart failure, cardiomyopathy, decreased ejection fraction

(some patients had been previously treated with cardiotoxic agents).

Immune disorders: Goodpasture’s syndrome, Graves’ disease, aplastic anemia, Guillain
Barré syndrome, chronic inflammatory demyelinating polyradiculoneuropathy, serum

sickness, fatal transfusion associated Graft versus Host Disease.

Infections: Epstein-Barr Virus (EBV) including EBV-associated lymphoproliferative
disorder, progressive multifocal leukoencephalopathy (PML), re-activation of latent

viruses.
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Metabolic: tumor lysis syndrome

Neurologic: optic neuropathy

7 DRUG INTERACTIONS

No formal drug interaction studies have been performed with Campath.
8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C

Animal reproduction studies have not been conducted with Campath. IgG antibodies,
such as Campath, can cross the placental barrier. It is not known whether Campath can
cause fetal harm when administered to a pregnant woman or can affect reproduction

capacity. Campath should be given to a pregnant woman only if clearly needed.
8.3  Nursing Mothers

Excretion of Campath in human breast milk has not been studied; it is not known whether
this drug is excreted in human milk. IgG antibodies, such as Campath, can be excreted in
human milk. Because many drugs are excreted in human milk and because of the
potential for serious adverse reactions in nursing infants from Campath, a decision should
be made whether to discontinue nursing or to discontinue the drug, taking into account

the elimination half-life of Campath and the importance of the drug to the mother.
8.4  Pediatric Use

Safety and effectiveness have not been established in pediatric patients.

8.5  Geriatric Use

Of 147 previously untreated B-CLL patients treated with Campath, 35% were > age 65
and 4% were > age 75. Of 149 previously treated patients with B-CLL, 44% were > 65
years of age and 10% were > 75 years of age. Clinical studies of Campath did not include
sufficient number of subjects age 65 and over to determine whether they respond
differently than younger subjects. Other reported clinical experience has not identified

differences in responses between the elderly and younger patients.
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10 OVERDOSAGE

Across all clinical experience, the reported maximum single dose received was 90 mg.
Bone marrow aplasia, infections, or severe infusions reactions occurred in patients who

received a dose higher than recommended.

One patient received an 80 mg dose by IV infusion and experienced acute bronchospasm,
cough, and dyspnea, followed by anuria and death. Another patient received two 90 mg
doses by 1V infusion one day apart during the second week of treatment and experienced

a rapid onset of bone marrow aplasia.

There is no known specific antidote for Campath overdosage. Treatment consists of drug

discontinuation and supportive therapy.

11 DESCRIPTION

Campath (alemtuzumab) is a recombinant DNA-derived humanized monoclonal antibody
(Campath-1H) directed against the 21-28 kD cell surface glycoprotein, CD52. Campath-
1H is an IgG1 kappa antibody with human variable framework and constant regions, and
complementarity-determining regions from a murine (rat) monoclonal antibody
(Campath-1G). The Campath-1H antibody has an approximate molecular weight of 150
kD. Campath is produced in mammalian cell (Chinese hamster ovary) suspension culture

in a medium containing neomycin. Neomycin is not detectable in the final product.

Campath is a sterile, clear, colorless, isotonic solution (pH 6.8-7.4) for injection. Each
single use vial of Campath contains 30 mg alemtuzumab, 8.0 mg sodium chloride, 1.44
mg dibasic sodium phosphate, 0.2 mg potassium chloride, 0.2 mg monobasic potassium
phosphate, 0.1 mg polysorbate 80, and 0.0187 mg disodium edetate dihydrate. No

preservatives are added.
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Campath binds to CD52, an antigen present on the surface of B and T lymphocytes, a
majority of monocytes, macrophages, NK cells, and a subpopulation of granulocytes. A
proportion of bone marrow cells, including some CD34" cells, express variable levels of
CD52. The proposed mechanism of action is antibody-dependent cellular-mediated lysis

following cell surface binding of Campath to the leukemic cells.
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12.3 PharmacoKkinetics

Campath pharmacokinetics were characterized in a study of 30 previously treated B-CLL
patients in whom Campath was administered at the recommended dose and schedule.
Campath pharmacokinetics displayed nonlinear elimination kinetics. After the last 30 mg
dose, the mean volume of distribution at steady-state was 0.18 L/kg (range 0.1 to 0.4
L/kg). Systemic clearance decreased with repeated administration due to decreased
receptor-mediated clearance (i.e., loss of CD52 receptors in the periphery). After 12
weeks of dosing, patients exhibited a seven-fold increase in mean AUC. Mean half-life
was 11 hours (range 2 to 32 hours) after the first 30 mg dose and was 6 days (range 1 to
14 days) after the last 30 mg dose.

Comparisons of AUC in patients > 65 years (n=6) versus patients < 65 years (n=15)
suggested that no dose adjustments are necessary for age. Comparisons of AUC in female
patients (n=4) versus male patients (n=17) suggested that no dose adjustments are

necessary for gender.

The pharmacokinetics of Campath in pediatric patients have not been studied. The effects
of renal or hepatic impairment on the pharmacokinetics of Campath have not been
studied.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No long-term studies in animals have been performed to establish the carcinogenic or
mutagenic potential of Campath, or to determine its effects on fertility in males or

females.
14 CLINICAL STUDIES
14.1 Previously Untreated B-CLL Patients

Campath was evaluated in an open-label, randomized (1:1) active-controlled study in
previously untreated patients with B-CLL, Rai Stage -1V, with evidence of progressive
disease requiring therapy. Patients received either Campath 30 mg IV 3 times/week for a
maximum of 12 weeks or chlorambucil 40 mg/m” PO once every 28 days, for a maximum

of 12 cycles.

Of the 297 patients randomized, the median age was 60 years, 72% were male, 99% were

Caucasian, 96% had a WHO performance status 0-1, 23% had maximum lymph node
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diameter > 5cm, 34% were Rai Stage III/IV, and 8% were treated in the U.S.

Patients randomized to receive Campath experienced longer progression free survival
(PFS) compared to those randomized to receive chlorambucil (median PFS 14.6 months
vs. 11.7 months, respectively). The overall response rates were 83% and 55% (p <
0.0001) and the complete response rates were 24% and 2% (p < 0.0001) for Campath and
chlorambucil arms, respectively. The Kaplan-Meier curve for PFS is shown in Figure 1.

Figure 1

Progression Free Survival in Previously Untreated B-CLL Patients’
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! Log-rank test adjusted for Rai Stage (I-1I vs. III-IV).

14.2  Previously Treated B-CLL Patients

Campath was evaluated in three multicenter, open-label, single arm studies of 149
patients with B-CLL previously treated with alkylating agents, fludarabine, or other
chemotherapies. Patients were treated with the recommended dose of Campath, 30 mg
intravenously, three times per week for up to 12 weeks. Partial response rates of 21 to
31% and complete response rates of 0 to 2% were observed.

15 REFERENCES

! American Association of Blood Banks, America’s Blood Centers, American Red Cross.

Circular of Information for the Use of Human Blood and Blood Components. July 2002.
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Campath/Alemtuzumab

16 HOW SUPPLIED/STORAGE AND HANDLING

Campath (alemtuzumab) is supplied in single-use clear glass vials containing 30 mg of
alemtuzumab in 1 mL of solution. Each carton contains three Campath vials (NDC
58468-0357-3) or one Campath vial (NDC 58468-0357-1).

Store Campath at 2-8°C (36-46°F). Do not freeze. If accidentally frozen, thaw at 2-8°C

before administration. Protect from direct sunlight.
17 PATIENT COUNSELING INFORMATION

Cytopenias: Advise patients to report any signs or symptoms such as bleeding, easy
bruising, petechiae or purpura, pallor, weakness or fatigue [see WARNINGS AND
PRECAUTIONS (5.1) and ADVERSE REACTIONS (6.1)].

Infusion Reactions: Advise patients of the signs and symptoms of infusion reactions and
of the need to take premedications as prescribed [see WARNINGS AND PRECAUTIONS
(5.2) and OVERALL ADVERSE REACTIONS (6.1)].

Infections: Advise patients to immediately report symptoms of infection (e.g. pyrexia)
and to take prophylactic anti-infectives for PCP (trimethoprim/sulfamethoxazole DS or
equivalent) and for herpes virus (famciclovir or equivalent) as prescribed /see
WARNINGS AND PRECAUTIONS (5.3) and ADVERSE REACTIONS (6.1)].

Advise patients that irradiation of blood products is required /see WARNINGS AND
PRECAUTIONS (5.3)].

Adpvise patients that they should not be immunized with live viral vaccines if they have
recently been treated with Campath [see WARNINGS AND PRECAUTIONS (5.5)].

Advise male and female patients with reproductive potential to use effective
contraceptive methods during treatment and for a minimum of 6 months following
Campath therapy [see NONCLINICAL TOXICOLOGY (13.1)].

Manufactured and distributed by: Genzyme Corporation, Cambridge, MA 02142
Campath is a registered trademark of Genzyme Corporation.

© 2009 Genzyme Corporation.
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W SCEOEESHIE
Z OEBEFIA|ZE Campath 22 OF NN T 5 72 DICHBE 2 EW . X3 CRiE I T
DT TR, AFIORMNLEELESROZ &,

Campath® (7 LAY X< )
R FRHE
KENZH T D FIEAGRA 2001 4

45 MERAME, infusion reaction K& UNBRYWEE

BEMOFESRICEA L TIRM CEELZ SO Z &,

B 726 & & L EE 2 M ERJEE,  infusion reaction 2 DNEYE D RIEEMEN H D (5.1~5.3) o

o MHEIFHE 30 mg (1[F]) ROV90 mg (HHMREFE) £TELT5, TPl EOEHEFPLMEK
WAED Y A7 Z@mn s (21)

o JHEIIRAITHIMSE, 5ﬁ¢i$%@% ExE=F ) THIL, =R 3 XL 4D
infusion reaction 2338 LN TG EIXER ZE2 52 L (5.2) o

e Pneumocystis jiroveci fifiZc (PCP) &U\/\/w\x T ANV AERGE T 5 PR ARG T 52 &
(22, 53) ,

BILDEREER
AL OMER EorEE (5.3) 2009 43 A

2hEE - TR
Campath |3 B fIaMEEME U o (15 (B-CLL) ORBHHT CD52 filaEmiiikch s (1),

M- A&
. 2 LA B2 TR+ 2 (2.1 &
. HESEF B0 30 mg/H . ¥ 3 (0], 12 WG £ Tl 5 (2.1) .
. BHANZ, it AZ I VHIROTE T 72 OO0 E21T) (2.2) .

AR OEE
30 mg/l mL 1 [BIfEWE]Y 1 7L (3)
=35
7L (4)
EEROER LLOBER
MERPEAE :

. TR TIE 1 R CRIMERER (CBC) M OM/IMERE . £7-. IRWREITHIIRE)S 200/ul LA
Rzl 3 % F T CD4 Mk a B ET S (54)
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. B O E I EE O MR FA FEEERBD b5 13& 52 IET5 (5.1 .

FRYE

o AKRANIERENLOFFENED Y » EKBAMEZ ISR L, BYIEDO Y A7 ZmH D, EER
JRYME 2 FE L7235 013, [EET 2 EoibG2#2 5 (53)

o IKIAAIOELGEZZITZBETETANAY I FUEBERL TR SR (55)

BTEM
&b —RMREIER (10%L2LE) : MERKEUE, infusion reaction, A F A a7 A /LA (CMV)
JRYUIE e OV D ORGIE, Hols, WaM-, R, RORIREE (6)
BIVERA RN D BEDOHREIL. Genzyme Corporation 1-877-4-CAMPATH (1-877-422-6728) X
% FDA 1-800-FDA-1088 %> www.fda.gov/medwatch (ZE#&D Z &,
178 TRFIZEZ & FRI 2R
BET : 2009 4E 8 A

I XESX : BR
e - MERMAE. infusion reaction, K& UMERYWE
1 %hee - BHR
2 HE-HE
21 HEHERT Y a— N KOEE
22 RSN DO
23 BEEOEHE
24 K OE 54
25 EEHR

HEERUE &

4 R

5 BHERUEALOER
5.1 Bk
5.2 infusion reaction
5.3 SNl REGYIE
54 FRARRRE
55 TR
6 BIfEM
6.1 RIRABRAH
6.2 SR
6.3 THRIEFH AL iR
7 EWHEEIEA
8 B BEEA~DKRE
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10
11
12

13

14

15

16
17

FIRAT SCEACD B RS LT BT D/ NX 2 HOW T RIZHE Ty,

8.1 Lt

8.3 Il

8.4 /NE~DES

8.5 milnE ~DEE

WERE

RELRY « PR

FRR S

12.1 {ERT

123 Epsne

FERR M

13.1 AR, ZBRFEM, AGESE A
FRER R

14.1 #HEFED 720 B-CLL B4
142 B5E*HT 5 B-CLL BH
BEIR

PLEE R O & Bl
BEIEBXHIEER
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I XEEX

A MERBVDEE, infusion reaction, & UNRYWIE

MERBAME : AHIEE 22T T2REFIZBN T, BmIRGE 28 EERILMERBAE XX F
ERRL. B Ottt MOBAE, RO E CAeREtEagns4E CoEEld 5, 1
Bl DOAFFEG-8&H 30 mg ZB R HEE. XiT 1AM ORERKEED 00 mg @2 5546, JLILER
WAIEDRIERIBEMT D ( BEROERLOBEE] (51 2R) .
Infusion Reaction : A& E1XBAMI 254 2 S TeEM 2 infusion reaction 24 U5 AIREMEN &
5, REFIIREZERELSE=F#) 7L, FL—F 3~4 ® infusion reaction 2358% b7z

BRIAABREZEX D, REBLERE, it 7 B EIBRE T L2 R ISAR R 5 B2 HRE S
THET S ( TARRUAHE] 2 RO BEERCERLEOEE] (5.2) 28)) .
RBRIYE : ARREERT2BEICBNT, BANREELELERRME,. VIV A, Bl &
A URYE 24 U 5 AR 233 5, Pneumocystis jiroveci ffige (PCP) BTUIANLRZR T A JLA
RBYGEDO TR zRETHZ L ( THERUCHE (22) RO MEERCEALOER] (5.3)
2R .

1 %hee - 2R
Campath (3 B a2 U > ~ERVE RIS (B-CLL) {6# % A& LT AITH %,

2 HiE - H&E
21 BERF Va2 —NVEOERER
. 2 REFETLL B2 CRGBEE T 5, BEXIIR— T 2 E LTI bR,
o  HEEERGLIAV
o %ﬁ?@ﬁ 1 [B]$ 580 30 mg & CTHiE 5, TQ’?—F%EJ?L‘H#R 17 BEL G 2 L7z
ZII G RO EN VL 12 5, BE, 3~7 A T30mg £ THEIMEES
it 75“6% 2o
o RS
o Infusion reaction 237 L — R 2 LA F ChIUL3I mg 2 HHKEG T2 ( TRIVERA]
(6.1) ZM)
o RKIZ, infusionreaction 287 L — R 2 LR THIUX 10 mg 2 HHE 5T 5,
o D%, 30 mg/HZBE3IEFEAERS (B H, K, @) 35, @EEEzZE
IRk IRIEET 12 8 CTh 5,
. 1 EOEEGEN 30 mg Z@B 2 556, X LEMORFEKREED 90 mg B2 25813
M ERAIE DFEIER AN 5,

22 WEINDHFHAEK
. AR R o O -8 2 BN 2 R X2 OFBEE, 30 pANCY 7= RT3 (50 mg) &
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W77/ 7=x (500~1000 mg) DORTHFEHEAITH, HETIS L, infusion reaction |Z%f
T LMY RNEHER (AT aA R, €37 Uy, ARY D el) w175 ([#L5)
Mgs R OMERH EovEE] (5.2) « RO TRIERL  (6.1) 21) |

. Pneumocystis jiroveci fifigc (PCP) O FBi# &L LT, hURARNTFY LS ANLT 7 A hFH 2/ —
/DS % 1 H2[E (BID) | 3\ CUIZIITHAT DRE) &E5T 2,

. ANIVRA T AV AEGE T D726, 7 7 L7 v EJL 250 mg & BID XX ZAUTHYS T %
LOERET D,

PCP L M LR AT A )V ATERYHETRAIE, ARG AT Lo, &K 2 » A, X% CD4 Hifa
3 200/ul LA B 72 D ETOWT MRV £ Tk T2 (M4 ROy MEE RO EorE
Bl (53) R) .

23 REBOEE

. HE AR EIYE X Z OO BB RRIERAN SRR T 2 £ TRAI G 212 5,

. B O S MR i % B O e Ve L MRIBUE & 5898 L 72 5 5 13RI 52 ik § 5,
. U 2 RERIBME I )T B G R OB FITHERE S,

B BRI SO MR A E DR OB 5 BEE
(el OME ] EoE (5.1) &)

I % A RYREE EXE 5L

ANC 250/uL Al X% i/ Mk 25,000/ul BLF

WI[EIFEIE RE AFNER L2 5, ANC 500/uL LL_E R Ovfi/)s
% 50,000/ul LA ETHILIE, 30 mg THBH,

2 [B] H FBIE Y AFNEREE 2 5, ANC 500/uL LL_E R Ovfi/)s
% 50,000/ul LA ETHILIE, 10 mg THBH,

3 [a] { JEAERF AAFNER 2 1T %,

R—ZF A 2 ANC 250/uL LL F X E_— 2 T A o [/ $ 25,000/ul BL T CIa 4 BitE L7- & o
NR—=2 T A D 50%LL EED

WI[EIFEIE RF AHNEREEZ D, N—RA T A AMEIZEIVX,
30 mg THHBH,

2 [A] H FEAERF AHNEREEZ D, N—A T A AMEIZEIX,
10 mg TH-B,

3 [l H JEAERF AAFNEIRE 2 1T %,

* BEHMRN 7 B EDOGA . AFNEELZ 3 mg MHBEALTI0 mglZHEL, 0%, AR
WIS U T 30 mg [l 3 5 ( THRE - A&l (2.1) 28 |

24 PR OEEE

e 5RITRDIR Y & OB O F B2 WIRAIZIRN D 2 & BRI AFAE XTSRS Z A L TV D
BalE, A TR TARETIERY, SmATNVERE ) SETUIRLRN,

AHN 2 R O 54 BRI\ EE1T ) 2 &y BEBOKAZ AL TIANL VY o PICk
519 %,

. 3mg AEZHHT 25513.0.01 mL AL THE Y 3250z 1mL U P02 0.1 mL W5
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T 5,
. 10 mg & 2T 28513.0.01 mL AL THEE D 32\ = 1mL >V > P12 0.33 mL &%
5195,
. 30 mg HEZ RS 25513.0. 1 mLEAL CTHE Y 32072 1mL XE3mL > U P2 1 mL
25135,
U VOB PR E A KIES R (USP) 0.9%HE(kT b U o A XX USP 5%7 ¥ A ke — A%
100 mL IZVEAT 2, RNy 7 2i80niCisf L TR BT 5, 2V o DI3BET 5,
BN T VIR FRHIZENTE LT, 1 BEWEIY ATH D, REI LR OEHEBA-
Te A TIVITBERET 5,
A% 8 BFFFILIPNICEE 2 2 &0 IR L 72AFNIT=R (15~30°C) Xk (2~8°C) THELRAF L.
i) P B SN

25 EAEER
AFNIARVIEE =L (PCV) N 7 KO PCV IRV =F L THED L7z PCV &5 v b
WX L CWD, RIS T A oY 2 RmL7-0 . FRFRE L7200 LTI 6780,

3 ARKRUEE
30mg/l mL 1 [EEVEIY A 7L

4 R

L

5 BEROHEA LOBE

5.1 MERBEAE

ARENE G- 22T 2 BEICBWT, Bumtye & & & e B O B MR i & Ol M E
M ONZFRFGENE OB BEFSREMHI S H S S T\ 5,

X BT, AAIRESEEA 55 O IMPER ML, JRIEERTT . BB AL. K OMERAHE ST\,
1 [FOARFIF G585 30 mg 22 586, X% 1 EMORBFER G890 mg 22 5581, L
MM ERPEAE D FIE R B IEINT 5,

HEDMBEGAIE (U ERBAMEZRRS) OBRICIIARIRG 22 5, B Ot ERBAE
AT Frge M BUE M BRIAE (U > EREAMEZBR <) OFIZiZH& Gz hik+ 5 (THE -
ME] (23) 2 . B O EREIME AT E BRI R D B 15 LA G- 2 F 5 L%
BOLEWICET 27— 213w (TEWEML  (6.1) 28 |

5.2 Infusion Reaction
ARF ST UL AR BRI CRIET D RIMWEA IR, 88\, e L (KiE, =S, R IA
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BB, R, MORE SRR TH D, BEARRERTIX, infusion reaction MDIEJEME 1T KRG 1
BENEbENP- T, ERRICHET 2 8EL NEROFEEELE=42Y 7L, ZL—F 3I4D
infusion reaction # J&JE L 7= & 13 afi 244225 ( TRWEAH]L (6.1) &) |

IR RER S TlE. ROBMMREE %2 & EEL infusion reaction 23R S AL TS @ JofH,
AR, AVERE ES R AEMERE (ARDS) | PFEGfEEIE, REEAR, OAREEZE, 2R OARE, OMEIE,
MERELRNT 74 FF%—va v,

SR EYE (TG - &) () 2] eV, ARG 2G5, REANCEE I 2 ¥
SURKROTE TR T =2 ORMRFEEZLT 5, MLEITG U, infusion reaction (275 A b
(AT uA R, ZERxT7 Y AXYDURE) 2175 (L 8 22 28) . 7 AU
G Z R L SEIE, ARG IEABRREL, RelclE T s (THE - HEl (23) kW
TRITER L (6) M)

5.3 S,/ RYWE

FIEDOFHGEED U v SERBUEIC K Uy DR Z W CTARAIZ B b L7, AR U YYE O
FIERBEM L. CTRIEAL  (6.1) 2I) . AHFEEGH R OAFR G/ TR, &lK2 » HFX
1% CDA+HMIREEL S 200/ul LA FIT72 5 £ TOWTNDEN ST £ T, PCP KUV A T A )L A
YiE PRI Z G2 (THE - & 22 28) . THET IS ORYYEZIRET 5
HDTIEAR,

AFIF G- R OB GH& T A% 2 % AR CMV EYE DB Z N2, B RIICEEZ T =
ZY T 5L, BEERQEGYER N CMV EIYE XX CMV U A L A SE (1 8 EFE TR L 72
RIS CHEE L C 2 BILLEARY 27 —E#IE (PCR) 12T CMV BtEDOBRAE L BRI TN D)
LHEEZW SN GG DM U A NV ZRRTIEIARR G 222 ([RWEML (6.1) /) . CMV
JEIE T CMV U A LV AMIEICKT DA o7 v el CUIZFIITHYS T 235 0) a4 B
s ((THE - A& 23) 281) .

i) 1. BT T %115 295 (TAGVHD) TR0 7=, 1l BT 2 M3 b+ A Banfs ' 2k,
B RIS U7z iR A O Az 595 2 &,

WO TARKIFE G 2= T - BE T, 5% 6 » H £ TIZ CD4Hfifa%s 200/ul DL EIZEIE T 5,
LU, %55 2 » A OMIask o hJElE 183/ul T - 7=, ARG A3 % BE Tl CD4+
AEREELAS 200/uL LA RIZEIE S 2 £ COMEOFIEIZ 2 » H Th o7z, LArL, CD4+KL T CD8+
HIREL S (R—=RA T A U FT) BRICEETHETI2 5 AU EDPDDTREMEN H 5 ( THPH A%
& RO TRWERL  (6) /) .

5.4 BRERRRTE
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AF G- IdAeiERE (CBC) ZmlME L, i, AFhERBE, Ui MRS ED B3
% &9 THITREREZ T, FERITHIEEDS 200/uL P EIZEE T % £ T CDAHMIIa %
HES 2D ( MEEROEN EoER) (53) kKO TRIER) (6) M)

55 TRiEERE

ARENRRE DA T A NAD 7 F U BROR AT STV 2R, B CAFIR G 251 72 &
FIEVANAT 7 F o 2HERL TR bRV, WTOU 7 F AR LTH, KENEHREEZ D%
PRI B U D RTREMEIC DU TIEIFZE S LT ey,

6 BIfEM

W OBIWERNIARRM SCEO MO ML I TN D

o MEREAE ( MEHEROEM EOEE] (5.1) 2H)

. Infusion Reaction ( M&&EKOMEM EoEEl  (5.2) &)

. S EGYE (TS R OMEH ol (5.3) &)

b R R ARKBIOBIVEAIL, infusion reaction (FEZEA, HFE KM, =EHZ. O, BB, H
AR, PEORIREE) | EkECDE  GFRERBUDE, U oo SBREVDE, f MR E, &) | EGYE
(CMV T AV AMAE, CMV BEYWE, £ OMORRGYE) | HiEEE CBo, ek, @F) . kO
MR RIESE (RIRAE, RE) Th b, b AR EERRIEHIL, MERECE, infusion reaction,
Fe O il EYYE CTd D,

6.1 ERERBNBRAAR

XFE S E AR T CHRRERZ I L TV 572, ARFIOEERRER CBEE S - RBIEH O IESR
Z A DI DO RFIRFABRIC I 1T HRIER & EHLHT 2 2 LIXTE T, o, BIERITERORIE
R L CTWRWATREMEDR & 5,

LLFDOF =2 IARR G 25201772296 D CLL FBRE OT — X ML T Y., 55 147 plixk 5
JER72< . 149 BT EIc D7 &b 2 BHEFRIEL U A U 2327 TnD, FEHGRROWEF I
BiFa#EGEWROFRAEIZ 117 BETHY . REBEEZHITHERETII MBI THH- T,

U NERPEDIE B GIEDH Y e LT NOBFEICEB W T, AR G%, BEDOY o/ 3EkEb
FERL VY VSRV T2y F ORI OFRHIE O BB b, BEEORWEETIX, &S5
#% 1 5 H O CDA+HIIaE O Il 0/pL T, &51% 6 % H Tid 238/uL (25~75%M 43 (i A
115~418/uL) Th o7 ( MZEHEROMEH EoEE)  (5.3) 28 .

LFPEREADIE - e GREDIRNEBEE T, 7 L— K 3 X 4 OEFPERB/IE DO RIERIT 42%. FIE
FCoOMMOPREIX 31 B, Bodhdfii 37 B Thotz, EEAZATHEETIT., 7
L— R 3 XL 4 O ERBUME DRIERIT 64% T, ot duiiiz 28 H Tho7-, HERE
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DIRNVEBED 10% M O EREZ A4 5 BED 17%1%, EEhiEk o o = —jig K #5251 7=,

&l RO VEETIE, ZL—F 3 X4 OB MOFIERIT 12%, FEIEF TOHM O F
fE1E 31 B, FfeifoPRET8 A Tho7, WEMAFATHLEETIE, 71— K 3XT4D
B DOFIERIL 8% Th o7z, THHEDIREE D 17% M O GIEAZH T 5 BE D 66%1%, 1Ei
F 5 J QS O \WNF I, UL T & 52100 72,

MR IE - B 5RED IR WEETIE, 7 L— K 3 U 4 O /MBS IE D FIER I 14%, FEIE
ETCOHMOFRAMIL9 B, FMohREL 14 H Chotz, HEREATHRETIL. 7L
— R 3 X% 4 O/ MOEE DFIERIL 52% T, FHf o Eix 21 B Tholz, EEREL
BT HEBFD 2% THCREMN/IMRAENBRE S, 55 1 BlIEELE L,

Infusion reaction - J&#4, HEFE (RifLE, ZEHE, K OREIAEE e & O infusion reaction 23%% < 38
bivlc, 77— K 3 kU4 OREBSUTEIEN, BEIEOINEE DR 10% % DR EGIEZ AT % -
H DR 35% TR H LTz, Infusion reaction DIEIERIIHK G5 1 8 B IZHR KT, Z D%k DOARHIFEE G-

iﬂ@bto?AT@$%i%%ﬁ&0#tx& CYHIOHMBEE 2T T2, SbiT, BEEO
RWVERE D 43%I13 7 v 3 a)vF a L RORTILE 25 7=,

EE - B GRED I NBF ZxG & Lol Tl 1B O T EComil, LUVERE K
WD 2 5 A% 2 B CMV 122\ T PCR M & 50 L 7=, GO EED 16% (23/147)
T CMV BEIHENREO HiLle, ZHODOBEEED > 5, K 1/3 NEEIIBMIR b DO Th o7,
WHREERT HBEEERGE LRI, Eﬁ%@CMV®ﬁ&i*@%hfw@wﬁ 6%
(9/149) T CMV JEYYENTRD DTz, T D ORYYE DIZIT2FIN EE LM b DO Th

277,

RER AR TIL, ZOMOBYIENBE DK 50% THE SNz, RBRAKICBITS 7L —R 3~-50
MAEIT 3~10% T, EHEAFTLEEOHREERTH T, MBRBRICBITLH 7 L—F 3~4 D
FEENELF RERIVELL 5~10% T, B GBE2HTHBEOHNEETH T, HHEORNEHFD
2% MO GBI HEED 16% T, BYYEIZRE L72AATHARD bivle, EEORWEE
109 BlCFT 5, Z OMDEGIEIL 198 - TH o 7=, 16%ITHIENE, T%ITEEE, 4%1T 7 A LA
PEC, T3%IRIKIE 23R E S e o 7z,

LM B G PED IR DK 14% TREENRAZRD Hiviz, 9 B REDIIHERT, mific L5 i
MRbDTHoT, BED 1%T, REJROZ L— KRR 3, Xt4 ThHoTz,

FELJED o0
#1112, B-CLL O—&iEHEE LT, BIEZL (1:1) IZAKIXIZZ 05 AT I NEEAE0) 157
294 5D FBE CTEIZ S NT-FEEDRIER 2R3, AT 30 mg FIRN G2 3 7], ok 12 8
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To7z, IRFEGIROPFRAEIT 117 <, 1 #HBOEESEO PRI 82 mg TH-o 72 (25~75%M 4y
AL&EPH :© 69 mg~90 mg) .

10
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1

BEBEDRB-CLL BE—AHT=V I2BIT B BEDRIERRAER
Campath (n=147) 7vF A7V (n=147)
MikF LY o3 2FV—F?2 | FL—F34| 2FL—F | 1L —F34
e (%) (%) (%) (%)
U > RERPAME 97 97 9 1
I H BRI E 77 42 51 26
E=giil 76 13 70 14
M NI E 71 13 70 14
— % - R lEE R L HEE 69 10 11 1
OGO EE | 53 3 1 0
BYYER L O%AE [CMV 7 A1 L & 55 4 8 0
HUE i e 3
CMV [EYE 16 5 0 0
Z DA, D JEYLE 74 21 65 10
xR L OB TR [EE 16 2 1 0
ke B2 13 1 4 0
HLBE 4 0 1 0
18 B 1fiLJF 16 1 0 0
e I E 14 5 2 1
PR Y e FIEpE 14 1 8 0
PRER 3 0 1 0
MR HOER, 35 2 OV IR A #E 14 4 7 3
e e e
H Ik T 10 1 4 0
T AHRAE 10 0 3 0
s 8 0 1 0
Dk KAk 10 0 1 0

UORKIPR BRECIRBINER O F MR DSBS E o 12

2 FIWERIZBEI LTI NCICTC version2.0, ##E 2B L Tl NCI CTCAE version3.0 | 4E#lL

S (MERIER DD SAR) CMV Y A L A MAEIZIE. PCR AR S 1 [BIEHE T 3 - 74
& CMV U A VA MIE & fEEZWr S 761 (18RI CHE L 72 Ricis V¢, lifgE LT 2 [a]
PLEBE) iz EETe, %BEIIE, 7 Fa it Ty 7 r eEAEks (T IcH
Y HEHKIBEE) EBME LT,

BGIE T 5B

B 5B Z A9 %5 CLL B3 149 Bl AA] 30 mg #ARNTR 5- 408 3 Bl 4~12 ) (BEHRG-EH R
£ 673 mg, #iPH 2~1106 mg, 5 WM AL 8.0 H[H) 1772, 3 OB 51BN &V
WA, 2D ORBRIZIBIT DFIERD 5% 22 DEINEH TR LITRL TOZRWNS DX YT,
Bl WErE, FERE. BACRIR, AR, BER, RORE SRR TH D,

6.2 M

TRTOX 7 FRF L FRk, ERYEORTEENEN & 5, ELISA iz AT, #&EREZ2HT
HEF 133 1L4H] (8.3%) »biie Ml (HAHA) ZHHiL7-, E51c, 2 fICIEhFngEE
WHGECThH o T2, DEOT—% Tldd 573, Hi Campath FUARDEE SN B A RIT S 720

11
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S22 L ERLTCWD, BEREATDHHEE 211 HlF 4 6] (1.9%) T, AFNIEE%IZH Campath
PUAZBRA L CT0D 2 E DR ST,

PURPEAERITRA DIRE R OFFRMEICRE IEKFELTWD, SHIT, MEICBIT 25K (Pt
Kadde) BfEsRIE, ML, BIROBER, BRI, H3EER L, M OSEMRAR &0
WL ONDNFDEBEEZ T D AREMEND D, 2O, AANCKT D HUREAR L oAz
WD PUARBEARO LT, 1 LWERZ R SR WATRRERH 5.

6.3 THRZFAERE

WIZHET HEWERIL, TTIRZEOARFLEHFICHE S, 2o DORIERIL, 1 XA R
EHIZB W TEREICHRE SN DO TH L7, BEFMEEZHIZIZHE LD, KAEE L OR
REBREHER LTV T2 LT LY, O ORIERHZIRMSCEICE D D0 ENE, EITKRD
ERNZ 1 DL EZS T H0ICE SV TIRELTWD, (1) EHWEHOEEE (2) RIWEHO®ESHA
FEXIE (3) AHIE DR ERBOMR S,

By 72 infusion reaction : (MG K OMEH EoERE]  (52) 2R)

OIAER © 5 oM oA, DIE, BRIAOEORD (BEICLEEDER G 22X T TZEBE LS
ENnd) .

FEEE - 7y AR TF v —IEGRE, 7 V—7 AW, BAERRERIN, ¥7 N V—EEEE, 18
PERIEMEBBEME S AR = = — v XF— M. BRSO i B AR kg £,

JERYYE : EBV B Y o SRR E 2 Sl S A X A« N—T A V2 (EBV) | #ETIELEM
HEME (PML) | BIRY A V2O HETEME(L

AR« IS AR B R

PR R FARRRIE

7 EWMHEEER
AANTEES 2 HMH AR HRABRII T it Ty,

8 FealisERHA~OKRE

8.1 Him

Pregnancy Category C

%Eﬁ@]%%ﬁﬁb\tihﬁiﬁ%ﬁ ITON TR, AFID X 9 72 1gG PriIEBmBEM 4 mik 45, A
R a2 5 LTe 5 E, B AEER 2 RIE T E D0, IEFERR NI EZ 5.2 5D

E D DT B M ;iﬁo“@\iﬁb\o TEIm~DAFI AL, LBV SN RIGEDHIT I NETH
Do

8.3 #FIIF
b FORFHFICARBINEITT D0 E 5 IR STV ey, 77205 B MEHHICAKID
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T 2MEIMITARATH D, AAID X D72 1gG FuklZe FHITHICBATT 2 ietnd 5, %
S OFEB e FHITHICBATT 5 2 L0, AR X DA 2 HEREIEN O /REMED &
DT AR OIS OREBUS T D B IEOEEM 2 B8 L2 B oAz H LT 50 &
HEPILT LN ERETNETH D,

8.4 /NR~DFEH
WNREBFIZBT D2 M OFRNETHESL S TV,

85 HEEE~DHEH

AP G221 -, BERED B-CLL B 147 HlD 5 B, 35%1F 65 LA ETHY . 4%I1% 75
Ll ECThote, WEEEAT S B-CLL & 149 1D 95 b, 44%78 65 1%L ETH D . 10%208 75
WL ETHhotz, AAIOHKRER T, 65 MLl EOWERE % L0 B oS & ik L <, Kk
PERELTR D728 9 I E RIS D IITIEGIEA + 0 CTlX R0y o 7o, OMOWE T2 BRIRRL
I, il & 2SN ORE & ORI TRIGHEDEWITRD it o iz,

10 BEHRSE
R AT, MG SN H K1 BHRGEIZ90 mg Tho7o, HRKRERELV EHEOR G %
T BE T, BRERA., BYYE. XIZ infusion reaction 235380 LA NH 5,

80 mg Z AHEE L7 1 1Tk, Aok iﬁ% FEZ, KON REEN RO B, £ O%E
JRIEZ S L, LT Lo, oo 1 fll3sxG-0% 2 MBI 90 mg mifdiE2 1| B2 2E%ZT, &
BERTE ik & I FIE L 72,

AHN O ER G392 BRI R RIS STV Ry, IO IE K O SCRHRIENRIFEE
LB,

11 #HERE - IR

Campath (7 L &Y X~ 7) 1% 21~28 kD OffifaZ il » o /327 Th %5 CD52 1Zx4 5| i 2. DNA
H¥t MEE /7 B—F $ik (Campath-1H) TH 5, Campath-1H (Tt FORIET L— AT —7
FEI N NEH M~ 2 (T b)) £/ 7 a—F PR (Campath-1G)  H 3D AR MR & REIk
ZHT 5 1gGl, k FLiR TH 5, Campath-1H FLED 537 & (34 150kD T 5, Campath [T, A4~
A UM CIEEIERS 28 LT IZHEOMIE (F v A =— XA XX —JREIN) NCEASH
Do RAVTA T UNTIRAEED TIIRHBERLLT & 72 5.

Campath |3 S 72 EAHH OFRMTENK (pH 6.8~7.4) Th 5, Campath O 1 [BIfENE] Y
AT VX, TV LAY A7 30mg, ¥k MY U A80mg, Vi) MY UL 1.44mg, LD
U A02mg, V2 EE—HY 7 A02mg, RY V"—1K800.1mg, KUNTT Mg~ F FVU 7 A
TOKF 0.0187 mg A EAH LTV D, RAEEHITIML T,

13
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12 BESRIEH

121 fEFIHEFF

Campath {2 B OV T U > /8BR, HEROKESy, ~7 v 77— NKAlE, MOBERERY 7R
2 L— a3 VORMFET HHUR TH D CDS2 LG T 5, CD34 Ml & & T o AL O B
WalZRE 2 72 LT CDS2 2 FBLL TV 5, HE STV D IEMFIE. AimmnEEC
Campath 355875 2 L I0 L5, HilkEEEOMIBEE T 5,

123 FEMEhRR

KA DK E 1T HELE SN D HER NAYT Y 2 — )V TAFIR G 2% T 7= %5 %445 B-CLL
B 30 Bl a3t & LT BRICE W T S S S vl ARFI O KB RE X IERIE DR BEhEZ R L
72o 30 mg Z fcfdd b Lo, EHNMRAE T DL MAFE T 0.18 Lkg (#iPH 0.1~0.4 L/kg) T -
7o ZRENAEMNEZ VT 7 0 AORD (Thbbfilakim CDS2 ZREOHER) 2Ly, 5%
BRI > TRE 7 VT T U ANEA Lz, 12 BEIZh- o2& 5%, BE DY AUC 13 7
fEHIN L7z, 30 mg WIEIF G421 4610 2 R -0800iE 11 EfR] (BEPH 2~32 IF[#]) | 30 mg S A& 5
#%iX6 B (#iPH1~14 H) Thoto,

65 Ll (n=6) OBHEL 65SEAMDELE (n=15) IZBITDH AUC DL, Fiplc L 55
EORHENRETHD Z EanRLT, WHEEE (n=4) EBMEEE (h=17) [ZBIFT5 AUC Dt
BT, MR LD BEEDRBENRRETHD Z a2 LT,

INFERE 1T A ARFK OB RE I IHFIE S LT UWVRU, AFI O S EIEE I 3F 1 5 B I RERS
EORBEIINIE I TR,

13 FERRIRFHME

13.1 AARME, BRI, £EBEENE

ARFND B VFEME NIRRT DO A REMEZ R T L 9 72, b U USHEME S IHEME D ASHBE 1T 5
HEZHOGNIT DL 57, B TORBBERITIN ST,

14 ERIRBER

14.1 B 5RO B-CLL BF

1RIR 2 B 24T ROk 2 783 Rai 2088 151V O, F 5O B-CLL BF & x5 L L=, Ik
ERIEEAE (1:1) FEHGREBRIC LY . AFOFMETT - 72, BEICK L, AK| 30 mg §HiH
3G AR 128, UTZ v 5 L7 20 40 mgm OG44I 1, &K 12 7 —LE
i L7z,

IEVEZIZEN Y T OB 297 BlOFEE TR 60 % T, 72%03 B, 99% 03 H A, 96% T
WHO O performance status 73 0~1, 23% TV >/ EiDO R KELD 5 ecm LA, 34% T Rai 775873 1T

14
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AZ IV T, 8% KETIHEEZ T T,

BEAEZICARIR GRICE D T on B3, BERIC 07 A7 VR ERIZEID T onl
B L bl U TR A IR (PES) 2R o7 (PFS HEIZZNEH 14.6 5 ISR L 11.7
B A) o KRR 0T LT U NNEERICBIT5REOERITENEN 83% LD 55% (p <
0.0001) T, SERFEZNZIT 24% LT 2% (p < 0.0001) TH 7=, PFS ® Kaplan-Meier HifE% X 1
(R N S

X 1
P GED 720y B-CLL B0 351 F 2 HERGHE A= £ 1R !

Progression Free Survival in Previously Untreated B-CLL Patients’

Estimated
Probability
w0g 
. g,
1
“%% s,
75
% Hazard Ratio: 0.58
T 95% Cl1: 0.43, 0.77
o Ny
5 Stratified log-rank test: p=0.0001
50 ‘\
X
9“_
\!
25 Yo,
%@ ===
W - SOt
0 T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40
Mo. at risk Time {(Months)
= — Chlorambucil 148 110 83 60 40 i % B 1 o]

1 HEE MR

falR=R : 0.58

95% (5 H XM : 043, 0.77

J@hla 72 > 7 FE : p=0.0001

JEBEL

HIFA)

Campath

rwas N7

'Rai 23O (-1 % MI~IV) IS Li-a 75 v 7 e

[\

AN L B~ W

142 #E5R#H$ % B-CLL B¥F
WEICT VIR NALA, TAET e, XITE DML FHE15 %5 17 7= B-CLL £.38 149 2 %15 &
U723 2O% i LFRIFEEMREIRERIC LY | AAOFHMEEIT -T2, BEITAFOHELER 5. & T

15
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&5 30 mg OFRNTR G- 21 3 [F], R 12 BRI 72, #0885 21~31% T, EREHRIL
0~2%Tdh > 72,

15 BEIR
1 American Association of Blood Banks, America’s Blood Centers, American Red Cross. Circular of

Information for the Use of Human Blood and Blood Components. July 2002.

16 BLER URTIE & B

Campath (7 LY 2X=7) &, KR I mL PICT7 LY X<=730mg & HT 5, 1 NG DF%
T 24 7 e LTRSS, 1 71— N & HIZiE Campath 73 3 /3 77 /L (NDC 58468-0357-3)
X 134 7L (NDC 58468-0357-1) &£ 5,

AFNL 2~8°C (36~46°F) THPH T2 Z &, B STV, b Lo THR S 725810, 500
(2 2~8°C TRl X5, B HEZ®ET 5,

17 HBEIEBADINXEFR

MBI A IE - L, B A TERTV, SR SUTEERF ., BH. B IR E, Wk b
BpPER b HRET DL, BEIEZDZ & (EELROER EorE] (5.1) RO TEWER ]
(6.1) W) |

Infusion Reaction : Infusion reaction D{EELCIEIRIZOWNT, /2. AFHF EB 0 TR EZZIT 5 M
TRNHDH L EBEIUE2HTE ((EEROEH EoERE) (5.2) kO TEWERAA  (6.1)
ZR)

JRRE - EYSEDOFER 8BV &) D3RO LN HAIXE HICHE L, PCP JEYYE T3 (MY
ARNTYVL/ANT 7 A RFEHY—/L DS UIZIUTHE T HH D) KONV RZ T A )L R JRYG
JETBIEE (77 A3 7 v A IIFIUITHY T HH0) 205 EBVICRHAT S Lo, BFICE
252 & (MEEXROEM EoEE] (53) KO TRIEAL  (6.1) Z8) .

MIERA OB P MLETH L ELBF I D2 L ( EEROMEH EoEEl (53) &
)

FOEARRIE G %2 125615, EVANAT I F U LWL S BEIEx L L ([
KO EoEE]  (5.5) ) .

AETHRE ) 2 T D B R OB T L AR LR 6 H IR RAY 20k et 1 2 4
L9525 (T3EERENME] (13.1) 2) |

BLEIR5E T © Genzyme Corporation, Cambridge, MA 02142

Campath |3 Genzyme Corporation D EkpHIE T 5,
© 2009 Genzyme Corporation
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1.7 BRERMAE—E

T I X ¥ /N R R iEERE 30mg
RIERIM—E&X (1)

—AREY R TR FULLYXT T GEGFHEEZ) TJILESEVY VBET R TIL
AR5t 8 ~ 7% LN A R T 30mg TNE T IR 50mg
sS4 W7 4 RS W7 4 RS

ABREARAHR — 200542 H 9 H

BiHEE R — —

BEESHA — —

REX 5 - B, AL AR IR b
BT T LAY X 7E, BIEFHEBEZE B

'/ 7 a—FAHETHY, T I
Pre & CDS52 Bk OFAHTER EHR,
e FIgG1 DT L—AU— 7%&
Eﬁ%ﬁ%&é‘TVA/XV7m
F ¥ A =— ALK AX—JIRAEIC
@Eiéh@oTVAVvame
BT I EEEIEN G725 L (x 85)
245 & 450 DT I EREEE NS A
éH%(ﬂ%)z S SIS RANAY i 2 A
UG (b : %1 150,000) TH 5,
OH H
Rl - &= 147 (ImL) F, TVAY X< | 1P, ZAXS Y VBT 2T )L

7 (Bfni# %) 30mg & A

50mg A

Property of the Sanofi group - strictly confidential
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1.7 RERMR—E
T I X ¥ /N R R iEERE 30mg

— ik E 4 R

TULLYRTT GEEBEFHIRZ)

IILESEVY VBET R TIL

e - HR

PR SUTHERYE DRV Y o P I 5

O 2 1M S it/ MR IE 2 fE D A8 Y
R A=NIIRT

o P FE SUFHEIATED FREIR R
(R HE BRI A 3 o U i
~ 2 MVARIE Y N

o MECIRHIT I 1T % R iE fn. el el 7
FE D RTEIRE

SWEERETE AR, B SR R
TEL 2 MEFHENE A M, 1BIEY
Fp, R Y ol AR

<BWRESUTZN AR B3 D48 ] B ook

B>

B A IMIFEIC BT, R D
SHRIT. RIBEFIOBRE . JFREROE
B ZHE IR 9 B A i SO i R SE
ERESIBMEY o WWEA M EE (Rai
STFATNA U AT BEX L Binet 4330 T
B XX CHI) TH Y BEEREEIOSE .
Dip &b —FEIHOERER 72 T XL
{bA % Tolai B2 X T D2
MY A IRERE TH S,

Property of the Sanofi group - strictly confidential
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1.7 RERMR—E
T I X ¥ /N R R iEERE 30mg

g L OE R FLLYXTT GEzFHEEZ) TJILESEVY VBT R TIL
B - AE W AT LAY A~ (BiE | o= M XL/ MOAE 2 ££ 5 184 U

THAMEZ) L LTI A 1A 3mg D
A A ERE2 DB L1 B 1[5 10mg
Z 0 H R L7201 H 18] 30mg
Z 18 3 [RIfE B AR EHET D, 7272 L,
B GBRMGHD 12 M E Toh &7
Do 72k, HFEOMRREIZ XV AR
T %,

R A=NIIRT

o PR SU T HEVEVE O AR BV B Al
FERTF U AN EE = RV
U N E

WE L RANIETIAXTE Y VBT
ZF L L LT, 1 HE 20mgm® ((K%
[HifE) % 5 HEHEE SR EE (930
4y) L. 23 HIRIREEST 5, 2z 1

73
7= E L, BEERY KT,

7P, A OIRRBIC LV B EET 5,
o [R5 . R i A A 0D TR

INEZTEY) BT AT ILE LT,
1 H & 30mg/m2 (K& EfE) % 6 HIH
H A SEEE (304 75, 2B,
BEOWREIZEY  HHEEROEE H
B EsE T %,

Property of the Sanofi group - strictly confidential
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1.7 BRERMAE—E

T JF ¥ VR EEEET 30mg
—ARR 4 R FULLYRXY T GEEEFHEEEZR) INVESEVY VBT RTIL
Fix-FA=ECEETSER | 1.1 B 11\ 3mg X1 A 1B 10mg @ | (D)EMEY 3 AIMmRE, (KEEE B

toixE

HH AEEEICBW T, Grade 3 DL 1
@ infusion reaction 23228 H 72V
A1 H 1B 3mg TiE 1 H 18] 10mg D
HH AR, 1A 1\ 10mg Tl
1 H 18] 30mg DI 3 [RIfFE H S §#E
2, FNENHETHIENTEX D,
(7 : Grade |Z NCI CTCAE v3.0 |2
C5)

2. o PEMEREEA & OOz O
T, BRI R OV e ST LT U/
AN

3. N—=R T A EFOAF BRI R
500/uL LLF ORI OWT, Atk
R O M IS L TUVVR D,

4. infusion reaction Z BT 5 72, A
FlowGRIICH B A 2 I 23 K Ui
PRA R ST A2 L, I BT, KA
BHRNCRIB R E AT oA NElZ2#h-
9% & infusion reaction EH I 5
ZEMBD,

5. RFNO 59 i EREOE D e DY
M/ RER D DN DA, T3
EBEIARBOAEEZHET L L,

6. H SO MR MR ST A B
FEVE I ITRAME DR D ST 56
AElOBGEPIETHZ 8, [ 12
HEREEARNER] KO I(HERZ
BITEH) DIEZ M

7. HEREYYENRO b GE | E
WAREET HETRETHZ &, [12.
BEEARARNEE] KO [(H)EKA
BIVER) oEBM]

8. TESHR DO EIE K O i iRefE] [ 19,
i DR DHBM]

1) AFNOPe GBI 2 A
THREWY , RNy 752 VA
BT 5% R 7 BEESHZ 100mL
THRLU AT Z &,

2) AFNE, WIThoHEL 1 BE%
2 BERLL B CEERET 5 2 &,

HEIER R U o EL N b
JVHIE Y 2SR RB U T B RE A
FTLTWHEE Vv T7F= 2707
T AN 30~T70mL/4y) Tk, BHEEE
DX TN L TRO XS R BRIZED
BHEZBEL, ZEMEZ MR LR

SEEICERET D Z L, [[ERyEhRE)
DIEZ ]
<PWED B Z>
s VvrF=r7 | &5 E (mg/m2)
V7S o2 (ml/
57)
70 18
50 14
30 12

Q)YEMEY >3 E M, (KM B
MEIER R U B N b
JVHIRR U o o\ E~DARKR 52T~ -
TIE, ek, i/ IMREOEENZ+57
BEL, iz =BT, &EOE
BEINH] 25580 SN2 Do T2 5EITR Y
B (&K 25mg/m*/B) Z&ET 5,

(3) IR I i s A IR A O RiTTE IR (2
T A O HT RS 0 B T
MIRE EOF 2 2 L,

@RI I 1T D AHA 0 [ FE 1 ifn 4l
N R DRIMIEEE & LB R & 0%
AVEIIHESL LT ARV, [ FHRER S
RoTWS, ]

G)ARANL, #H 2.5mL OVEFHKIZ
THML (FAETE Y VBT AT
/b 20mg/mL) | AREBEILVFEL
T EEE LY, HRAERRER
100mL LA BicAIR4 5,

Property of the Sanofi group - strictly confidential
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1.7 RERMR—E
T I X ¥ /N R R iEERE 30mg

L OE R FLLYXTT GEzFHEEZ) TJILESEVY VBT R TIL
Fi%-RECEET SR PRI o1k L FBH AL Y
toxE

N—R T A DU HERHERELAY 500/uL #T
B ZBRMA L= BB TR W T, ki)
Bs 250/ul Rifli & 72 > T2 A . UFEN— 2R
T A DI IRELAS 25,000/uL 8 TR % B
b L7238V T, /R3S 25,000/ul
LIF & o izt

WIEFE RIET 22 &, GFRERIEXRTEK
B 500/uL LA b e OvfiL MR B
50,000/uL LA B2 [EITE L7234
RIEREO R TG 2B &
b, 7220, 7THULEKREE L=
Bt AR OB HEIX 1B 1
3mg&THZ L,

2[EIE3 | RIET DL, BRI
i 500/uL LA b e OvfiL MR E
50,000/uL LA _EIZ[RIFE L7354,
A1 H 1\ 10mg XTI
DOHBEOWTNIMRNF O &
TiGEHATE 5, 727120, 7
ALLERIE L 7286, FBRREOD
Bt =T 1 B 1B 3mg & 75
&,

3EAZE | AROREGERIETLZ L,
By

N—=2F A DU/ NREA 25,000/uL LT T
BB ARG LTCBREICBW T, "= T4
> DOEAED D 50%LL BB Li=5E

W= RIS D Z L, AFPERAGREO
Bl IR — 2 T A AEIC
[\ L7236, IREERE D H & T
BEEZFBATE S, L. 7TH
PAEARIE L7356 FRBRRE DB
WBARIZ1I A 1 E3mg &35

&,
2EIA % | RIS B2 L, AP BRI S
BARE O/ RS R — A T A AHIC

EIE L72E. AAI1 B 11E
10mg XIFARFERE D HEDOWT
MEWFORRETEEEZFHET
x5, 2L, 7THEEKREEL
72356 BN ORI HEIXT A
1FE3mg 452 &,

3EAEZE | AROREGERIETLZ L,
By

Property of the Sanofi group - strictly confidential
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1.7 BRERMAE—E

< Jx v U/ EEEET 30mg
g L OE R FLLYXTT GEzFHEEZ) TJILESEVY VBT R TIL
2 & 1ARFNT, AR ORIaTE B E | 1LAANL, BEFHCFOXISTE 5 E

PRI C i g S O 1R
PRI +53 7o Fnslk - #RBR A FEOERT O
& T ARFID TG & W S A B IERIC
DNWTOREEFTHZ &, £, 15K
BRARIZ NI D BE T OFEICH
R OBt 2+ 3 L, RIE %
BT L,

2.ARKO®RGIZL Y ARIME, HEFE
FEEN PRGN EE, RS, RUE SRS
@ infusion reaction 23 & L, L
IZE S TIERT S WS STV 5, AH
BHHIREZREERSE=X ) T
L. EJE? infusion reaction 2338 5
NI ITE BICAR OB 5 &2 ik
L., #UIRAEZTH 2L, [<HE
KO #EICEES D6 EoEE >,
2. EEZREARMER] KO [(HE
RZZEIWER ] omEE ]

3.ARIOBE A X0 | KM Y > oXER
D238 &, IREK T 1% bRt
TAHZ LR L, SEMHEERIZL D
ME, VANVA, BRE, FERICED
JEYLIE N U5 UTHEAL$ 5 ATREME DS
b5, Tz, BEREYYEIZ L VT
W S T REBIDN S STV B, AFH
B HAZIENT > TRYHERIR 28 U5 &
E BT, ARG T REOREE T+
IBIEE L B DR b ATl
W E AT 2, [ 2. BE
TRFEARER ] RO [()EKZREIE
1 OESR]

PR V2 3T i M SRR O 1R
PRI+ 53 7o sl - IR 2 FFOERMIO
& T AFIOBE N EY) Ll E D
JEGUZOWTOREZEGTHZ &, £z,
TRIRBHAR TN D | BB X2 DF N
VEARFN DA IME R OME e &+ 3
AL, AEZEThbRETLZ L,
[i] e & I M B R A O ifTERE & L C
AKEN 2T 25612, [FIfEE f
AR 0 22 ik - R BR & FF o R
Fliod & C, Y] &l S BB
DNTOREEFTHZ &,

2 EREHNHIZ IV REGAE 313 ) i A 1)
FOHEE LRI E IR
5 Z 35O T MBI AR A (i
BARAT, ITHERE - BHRREMASE) 21T
97 E BEOREE F2ITBIET S
Z&, [ THELREANTE OBHS
]

3IBHEMED Y LRI D EIE
DOFRFER RIS IFILT 5 Al
R HHOT, HENEREAE (Mg
RASE) 2179 72 & EREDOHIE
IZOWNWTHRE A ZITH) 2 &, [[HE
R EANER ] OESR]

4B )70 B O P i ME & i A3
HEINTWDHDOT, BB MEREMmNE
AIMOBFEREOF R, 7 — LA RO
fERIC b &3 WM i oIz
DWTHERREZIT ) Z &,

SR IE IR S M O #af L & 0 B A
%15 £ (GVHD : graft versus host
disease) 3 HONDH T ENHLDT,
AHN K 2 IEH UTTER L D B
gl A B T D5 AR, IR L
SNk zmimn T 22 &,

Property of the Sanofi group - strictly confidential

Page 7




1.7 RERMR—E
T I X ¥ /N R R iEERE 30mg

—fiREI R TR

TULLYRTT GEGFHEBZ)

TJILESEVY VBT R TIL

[

==}
=

6.0 hAZF L OHEHIC LD By
B 72 il gt 23 s KT B O THFH
Lignwz &, [Tz . TFEAEEH)
DOEBM]

-~

ek AFIERICH 7= - Tix, AFIR
OVPER SRR O e 2 Gt L, [ E
WCHREZBEINT 2L, [ [#E2]
MeEdER s . TEEREARNER)
DIE% 5]

= =
IS s

(ROBEICIEESES L
&)

L AR O y it~ 7 AKX 37 B H
S SR 2R BUE XX T T 4 T
X U—SDOBERD H 5 BE

2EBRBIUEEZAIFL TV DB

3AThE . IR L CTW A RTREME D & B i
N [ ThEhs, el #RAEE~ORE:
DIAZ]

LEEREEEOLLEE (LT T
= 7 VT T A<24 BRI K
0 JIE > 23 30mL/ 0 AT O B[R
BT 2 & PR X35 O T, HEERIE
IZEVEIER RS H bbb BEN
NHo, ]

240 AR LT\ D AIREME D & 5

bk [ Thkhs, PESR . $RFLImSE~ O
51 omEZM]

3N MR F U EEG RO BE [
&, THAEER oESK]

ATNEZTE) VR AT VLD
B MEZE L2t obb g
[EE 2R MAME 2 Z 3 RBZ2 N
H5b, ]

5N D R 7 (R LB EUE O BEAEE O
oo BE

6. R YSIE 2 A 0F L TV 2 1B [F
V2 [ 3 o R R R A D TR R L2 AR
K 2B 59 DI501% . IRYWE S B L
HmM b NH 5, ]

Property of the Sanofi group - strictly confidential
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1.7 BRERMAE—E

T I X ¥ /N R R iEERE 30mg
g L OE R FLLYXTT GEzFHEEZ) TJILESEVY VBT R TIL
FREDIE LIEERS ROBFIIFERICES | 1EERS (ROBEFITITEEICER S

TAHZE)

(1) DHEREREE D & 5 BF XLE DBE
EREOH 5 BE DDAREEDLEEN
bobhbdZtndsd, 2. EHEA
FEARMEE ] RO T()EKAREIVEM ]
DIAZ]

Q) B ERNC X AIRIFEZIT> T D
F [ AF G-t — @M O ML E 2 &
LbndZtnbsb, (2. EERK
ARHEE ] KO T()EKZ2EIEM

DIHZ ]

Q) BEEEHERIK oL BE 4
FRERIS D R O/ MR 7 B X i
HELSEIBENLRH D, (2. &
P HRPER ] KO T()EKRZRE
R DIESM]

(4) BYYEZ B L TV D a5
PHIERICL W RREZE(E ST D%
NBHD, 12, HEREANER)
KO T(YERARRIER T OHESH]

G R A VA, FEiEE, B MER
YA NVADEGIEFE A BT 5
F [ MBI ERC X v e A B L S
ToHrBENDRDHD, (2. EERIEAK
MERE] KO T(HEKRREWER] ©
HEM]

TAHZE)

(HBEFEREDME F LT E (71
TF=27 VT T AN 30~T70mL/
HoEE) [BEWERANELS H bbb
BENLDEDH D, ]
QBYYEEZAPFL TV D EBE [
PN & 0 BRYRE S E T A2
b5, ]

QFEEDH 5 BHE ez Bl
ToHrBENRH D, ]
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1.7 BRERMAE—E

T I X ¥ /N R R iEERE 30mg
g L OE R FLLYXTT GEzFHEEZ) TJILESEVY VBT R TIL
FREDIE 2. B EANEE 2 B IANEE

(1) M/, A Bk % oD LR
RIMERID 083 B D Z ERHDHD
T, AFE IR L O e eI mig
MREZITO Z &, 2B, MERED X%
HBEHIEIN OB bND Z END
5, [ T(HEKRZEIWEM] OEEMK
]

Q) AFNOFE Gz X EERBYE
NHOLDLNDZ ENHDHOT, REIHE
FAZHEST o TLRYSE I3 2 TR
Ha21TH & &b, BHRICH A R A
Ty A )V AREELT D%, BEOIR
BZ+oIcBle2 L, BEPEO LN
LAl 2@ a1t 2L, [T
(WEXZEEMR) omEsH]

Q) AFIBE Iz X | (Kl e, BEFE
FEN MERINEE, B, KUE SR
% (D infusion reaction 23 FE HL 9~ 5 A HE
WRH D, T o ORI G 1
T I AN i HBEE SR & D3
I TV 5, infusion reaction 358
NEEGEITHEOLEEZITO L L
I ERNEIE T 5 £ TREDORIES
+oyicEigTs L, [ [(HEKA
FIVER ] OESM]

(4) R CPR B, BROESE OO EE
BaE Db 5 BE LT OO S 5
BE ROT N TV A 7 RIEA
HOLBMEEA T DA X DRTENR
JED B % BB AR & 53 BRI
i, DR (DB, Lma—,
DHEE) 217 5 FRFOWREL 57
BT 52k, [ I(HEXRZREIE
M1 OEZE]

(YBEBEHNC X 0 REYAE X H A
) %5 OO HL 8 e BILVE A 3 M 3R B
THZLERHDOT, HEIEERERE
(MR, ATFRERE - B RE M%)
EATH I & BEFEOIRREE 1T Bl52
T5HZE, BEPRO LN HEITIE
PRI O Y] LB 21T 5 T L,
Fo EANEHMICHZS ERITEA
IR B B, BIEEICHER T 5 2
ENXHDHOT HEIFEEIZITY Z L,
[ IZ0MoEE)] OESM]

QEBIEMED U v RERJD (FFIZ CD4
Btk U > "Bk 12X v BIED
o R A3 B9 5 ATREME
N5 OT, HENCEREE (kb
BE) 2179708, RERROEEIZ
DWTIREBIRREEITH 2 &, BEMN
D ST AT IR IR i
BIZEA1TH L & blo, W VA%
DERE, VA "AT BT A NVRED Y
ANA, Za—FLAF R H Y =t
W2 XA HEAE A1 RS RICIEE TS 2
Lo Fio, B RERYEO R BL A M]3
L2, H Ui E A
A&,

G)YEFEAREZR IR O BE TR G55
R E Y IS aVAY 2 )
52 &, [TZ2OMOER DEHEM]

(4)[FIFE TS i s A A RS AT D RITTR IR IR &
L CAAZ VD BIZIE, B okkE
K OVMgastsne (o, Wk, BF. &%) %
oy Rt U R i A e Al % 3
Jiti ATHE &I S B BBE I O B b
L. A FOFEEIZOWTHHICEET D
Z&,

DA OB G4 13 B E OREE 451
BIEL L | By 072 R YIE DO FE B % H
T B 728 PUE A G- O FEYE kR
ATV, WU MHEHEEZITO 2 &,

2)AHIN O Fe G- | 3o fn. B OV 1fn [R5~ 0
Fe G ARG 2 SRRIEEAT O T L,
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1.7 BRERMAE—E

< Jx v U/ EEEET 30mg
L OE R FLLYXTT GEzFHEEZ) TJILESEVY VBT R TIL
FRLEDOEFE O) AFIOEMHEERIC LV ME, | OBREFRTA L AX ¥ ) T OHEE

B, 7A VAR BRI KB RYLE
S0 H Fn B Y S BBLUUTEL T A 2 b
B, BEFRTANLAXT Y VT O
B T HBs HUR 2122 HBe HLif
# L <X HBs LR D BF 1T BN
TBHEIFS v A L ADOFEMALIZL D
FRBRH bNDBZENNRH D, AH
BHIZXY R A NVA | FEESEN
IS L3 e MERE T A VAN
EHALT 28NN H DD T, AHNH
BAZHNI > TIFR DA VA fEl%, B
NaFERLR T A NV AEDBY O %
el L ANHI G-Ri i ) 72 JL i & 1T
9k, F, AFIPE G ATEGE D
FEBUUTHEICHER L BRENR
D OHNEEAIIEY LB EZTT O 2
Lo [ T(HEXRABEWEH OEZR
]

(6) $HEL, BIRNFEHT L LD 5
DT, HEYHEOEERE R Z 1 5 K
AHETDBICII RS ES Z
&

T, AFIOBEIZ LY | FF oY
IZBENEFREZRBODLZENHDHDT,
ARFNOTER I M R OB T#%IX
ke L CHFRS RER AT E O 28 w7 A LR
v —N—DF=R ) T EITHIRE,
BT 7 A L A HEHE DI5OG HK D
RBICHEBET LI &, RERRDOLN
oAk S 2P L, BEBICHY
AN AR T e 595 7p Y e dLE &
1792 &, 723, &5-BALARTIZ HBs
PRt D BE IRV T, BRIFR Y
A VA K DR 238 E LT JE B 23
LI Tna,
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1.7 BRERMAE—E

< T ¥ v /AR SR E 30mg
a4 0EZE TLLYXTT (E=FHEER) TLFSEV) VBIRTIL
FERLDIE 3. FHEAEH] 3. FHEAEH]
PEHEE (PERICERTD L) (WOFRZEER (BFHLZenz &)
A4 7R BT - falR A4 7R BT - fElR
W wESE | KT W WwEsE | KT
% %
U TF | BERELE | VT ANy b RS | K | B IR
YIFEE | BV F | EEREICH T (24| s
2Ty | COER | T AR U THZ LN
F o IS | AREBT H%o
RS | BV FE || QUFER GHRICEET 52 L)
BLEY | T2,
Rlrh | Y A | | BT - faR
Al | 7 F I iy | KT
D74 | KD 2R %
ITH 2 | B
L. FTXA VEZ ey | BRI in vivo FRER
[ FORIEA | XD in
7 F ° GRS D | vitro R
RiEfpo | PRE BENLRS | IZBNT,
Iy eSS D, VAT
ABEN DGR
N s, nThs
ara-CTP @
HIRR P
BB | BEDOR EED | RA
g | CRUYE | IR BT
I G K | iz X % W5,
COAN | BIIER ||| fopims L b
ARE) AT | RO || | A BRI A
HOLE | HERD D, EHT 5,
PRI
L%t
Wik,
Bl
279 2
&
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1.7 RERMR—E
T I X ¥ /N R R iEERE 30mg

—RREIR R TULLYRTT GEGFHEBZ) TILESEV) VBT ATIL
FERLOEE 4. EII1EH 4 EI1EH]
< [E P PR AR Bl e > I E S S BRI OB 22

PRI ST EETEYEDORIE Y o [ 1
JRE AR L LIZENS 1 HERFR
AERIZ B TR MR SUE 1 6 51
el (100%) [ZEITER2SFED i
7o EZRBIWERIX, 4 ERBE 6 4
(100%) . &I, M/ MBAIE % 5
Bl (% 83.3%) . B, MEM-, FEEL
A R AT a7 AREGMHT % 4
il (% 66.7%) Toh-olz, (GKFRFF)

<A PR R AR >

FREUIHEEAMEOEME Y oA I
JEBE Xt g b Uiz igsh s ARG R
BRI\ TR 2RI R SE R 123
Flrh 122 61 (99.2%) (ZRITER 2338
Lz, ERBWEAIZ. 2 106 4
(86.2%) . FEN2 B (748%) . HE
59 51 (48.0%) . WAt 40 51 (32.5%)
Tholz, (KRR

EIVEF 38 Bl FE 1 X B3 ST ERIR M E 018
PEY S ME 6 5 E P R R R
FOVESM B R S BRI 331 F B BIVER4ERHC
HOXHEH Lz, 28, AT W Tho
B PR SRR ST BRI 23R L= b O3
FEARRE L,

(1) ERZ2RIEH

1) BERIERE (BHEARET) | BEfERL
BRIE (BEEARB) | BLERED (0.8%)
MIMERED (3.9%) . 4fHRERE
(14.7%) . AMEREL (1.6%) . I
IHRIEAD (8.5%) . Al (7.0%)
BRISRER A (1.6%) : EE/MER
BORHELNDZENHHIDOT, E
NIRRT 21TV BE ORRES
TN T A Z & BENRD LN
A AR TR G A2 k4 57
E Bl AT Z &,

Y IR 2 S & LZEN
B RFRBR 23T RRIE] 41 61
40 B (97.6%) (ZEIVEA (ERRARAAE
B aate) NRo b, ERAME
JERITRB 11 (26.8%) . L5
f (12.2%) | 5 54 (122%) .
i IR 5 1F (12.2%) M- 3 4 (7.3%)
EThoT,

T 7 il PR AR AT A1 S A R BRI 25
 (61.0%) . IR 21 18
(512%) . ~EZ m e 154
(36.6%) . ARIMERIFE D 14 7F (34.1%)
HThotm, UKiBE)

(D) BERZ2EIEM

DEREGl GEEARE) o PLifn BRI
D RERED MR o~ S
o B RILERADEE 03B & i
DHXIIEEST L ZENH DO T, HEE
(IR 21T 5 70 EBIE & 3T
VY, BE NSRS SN IR,
R D WY LB EFTH Z &,

2) MM SE  (BEEEARB) - M
RN ONDZ ERNHDHDOT, #l
B2 h ATV, RN, 1%, FEEL
EEDFERMFRD BTG AT ITE )
IZ XA EITV., AF oK G %2
ET5E b, BIEERERLVE A
DEGEOHYRNEEZITH T Ly

EAfRERE S BHEEARET)  « $EEL.
B, B, TV AZETE. KRB R

T Ao o 2 S D RS A R S N B
Az ERNHHDT, BlELE T
1TV, BERNED SN HEITITED
WG AR L, EYRAE AT D
L.
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1.7 RERMR—E
T I X ¥ /N R R iEERE 30mg

FREDEE

2) Infusion reaction (96.9%) : K+,
O BN MEIRINEE, BB, KB
FEAELE D infusion reaction 23 & 5 i
HTEBRBHDHDOT, BEDOREEZ
BB L, BEPRO LN 8HA101T
IRFEX T G- k35 70 L) 74l
EXITH 2 &,

3) EYHE (45.7%) : M., BEFE, U
A VAR AT X B R YIE 2338 Bl L
WTEIEMEAET 2R H DD T, BFE
DOIREEE 3B L BEDRD D
I A I RE I 52 1ET 5
7o CHEIIRAEEITH T b,

4) gl E [ O s i i
(0.8%) . H L0 M1/ MR E (B8
FEAER) AR BEE M (BEEEARBA) |
X7 NU—EGERE (BERH) |
&P REMEBBENE 2 s i e (AR
B) | B e B (BEER
B) ZEomEREEND Hbihvd Z & QS
HY HCICESTER b HREINT
WDDT, BEDIRIEZ +3IcBigg L,
FLH VR BTG A IR 3%
Ha2w I3 570 S LB 21T 5 =
L.

5) IS AR RE (BHEEARE) -
FREESEEREN S DD Z ENH Y |
HCIZE S TEF b s ST b o
T, M5 AR E I K VB R R R A
EATO 72 L BEOREE 510 BIE
T5HZ L, BENHEOLATGEITIE
EHIZE&5 2L L, @M (4
PRRIEWR., S RFRIIE TR A% DB
G BT #1795 L bl RN
B % F THEOREZ 7512852
THI L,

6) DS © 5 oML ARA (EEAR
B L OAE BEEARE) | BRHERIK
T (BEERH) HoLEENRSD b
HZENDHDHDT, BEDIRIEE 47
BB L, BEPRO LN 8HA101T
RIS TR G- % 1R 5 7 il Ze
BEITH Z &,

MHIEZRAEEERE (BEEEARY)
FRSERE AR (WIS E s . i
R) MbBLbNAZ ERNHD, 20O
OHE X @ R IMSE, & U CBRfdE, K
TV AE AR TV F—3 A
EA U T AME ., MR M OV R4 % 1
FEMBDHOT, BRENRO LN
LEIITEBICEGZRIE L, @Y7
WEZAT 9 Z & (RAIOTERED TN
HERB% 1AM THLDOND Z L0
DT, ZOEOHEDFERMED H 25
HTIEHTHHEEZ#HLDZE) &

S)HESE H A0 AU (BHEEAREH) - B
JiE, FiZe % O BEAE A A RN S b
nNszZend5, £~ BAFR YA
JV AT K DR OV ESOIBER % %
BOLZLENHDHDT, BIEE 41T
TV, BEPROLNT-HAITTED
W2k L, BrAEAL TEEAL
PLO A NV AKIOF 5250 Y 2 AL 21T
5k,

6)H SR im g . (BEEEAR
B Emr7e B O S s e i
NHOLONDZENHDHDOT, BlEs
FAFITATV, BE BRSO b AIC
IXEBICEE 2 Pk U, difn (B
WS fL) | B RE R VE RO
7p YR AE AT O T &

7)E S PRl MR E (B AS
B) AR MR RED B 5
PN ENHLHDOT, BEEE 7T
TV BRE DGO NG A IR
IS 570 8 EY R LEZAT O 2
&

Q)IRIEERE (BHEEARH) : JRIEEREED
HHbNHZENHDHDT, BEE T+
SIATV, BERRD N5
Beh a4 57 L, WU LE & 1T
5z &,

OV HH I, JifiHifn, YEALAE H i (B
ANEA) B, A, YRS H
NHOLONDZ ENHDHDOT, Bles
FTATV, BENRD bR BEIC
IXEBICEE 2 Pk L, @R E A
1oz ¢,
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1.7 RERMR—E
T I X ¥ /N R R iEERE 30mg

FREDEE

7) i - BHEEA I HERB) | H
[ . (BEEEANIA) RERSEH . (0.8%)
M (0.8%) S5O EE R M H &
PINDZENH Y FETITE > TIER]
LG SN TVWDHOT, BEOREL
TOCBE L BREPBOONTIEE
WIIRFES I G- 2 Ik % 72 L)
IRALIEZAT O Z &,

8) MEATME L HME I IME (PML)
FEARE) 1T M B NE
(PML) "&H5bNDZ ENH Y, 5
CICESHEF L HE SN TWDHO
T ARKIB R OB G4 T I3 BRE
ORBEZE 3BT 5 2 b, Bl
=R, BREER (R, DU
JpREL) | BREREFOIERDR H 6o
N-5AITIE MRIIC X 2 Ei& 2 W &
OB AEEITO & L bl &G
ok L, WEYIRLEEITY Z &,

9) BAURF 28 7 A L AT K B BIERF .
JFR O (BEEARE]) @ BARFR
A VAN KD BIERTAR XAIHTF 5 OHE
BILELAFRERNDLLDONDZ ENH
% DT, FHEREMRAE-CHTF & 7 A LA
= N—DE=X Y T EITHIIRER
FOREZ BB T L, B
NROLENT-HAICIRGEHIEL,
EHBIZH A NV AR B3 570 Eil
Yl 21T Z &,

(4

10)H i PEpE RS (BEEEAREA) @ Him
MHRE R DB LoD ERHDHD
T, BIEZ ATV, MRDBRD 5
NG E IR, IR DY) 72 JL
BEEITO 2 &,

I)EERLEEE BEEART) K
JEREIENRE el (Stevens-Johnson JiE {5
BE) . PEEMERBIEIEE (Lyell i 5
BE) MbobNDZ ENHDHDOT, #
B+ ITAT, FEEN, DRI O %S
%, ONRENRD SN ATk
Hapik L, WYREEITH 2k,

120488 (BHERH)  LARERD
LN ENHDDOT, BEE
ATV B RO SN BAIITE
HIZE G Z ik L, @O 7e0LE %17 9
zk,

13) 4T 2 Bt U INE (PML)
FERBR) o T2 B B INE
(PML) 3> oD Z &3 % DT,
AFHNOTER M R OVERAE T #1%
BEOREZ HoIcBlgg L, Bk
F.OREEE, BRESER (R peE, Y
pREL) | BREREEZEOIERR H 6 b
NZEAITIE . MRILIC X 5 EG 2k M
OB REZITY & L bl 5
ZHIEL, WEYIRMEEIT) 2k,

(3
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1.7 BRERMAE—E

T I X ¥ /N R R iEERE 30mg

— %Ry FULLYRXY T (GEEFHEIEEZ) ILEFSEV) VEBIRXTIL
e
A | @FothogER Q) Do gEIER
LD 0% | 1~10%kili | kil | BEERY || FROBIERRHE PG ERDHHOT,
= g SO RSBACITEY ARERT ) 2 L,
SR Wide, RECE | B, B | wrEEg. Bk —
RO e REKK. | WK, BY | WEEK. K S9LLE | 0.1~ 5 %R | BEARBFH
7 s T AGE R Liise & ok
s ;
&S Bz, WiRE, R | RAGEZR, S
B E O MR | 14Y o I Wik EVY | WHEEZS . IHEH
[E a0 Jia Br‘ﬁgﬂ’ﬂ'ﬂ—i e SR | . 71X
R Y ST . g
e (3) 526
L (% WikE | O, R | R R | ARCRIR,
M v s % #. AN,
RY—7 e
B ETr) = ufM\\ H%@@\_
RS LR
i ARV L i
VY 2 FEMERFRER | U LB | B M
AbEE Wb JiE, SREE, g, U Epa | B TR | Rk AR
P FiE R TR | PR 1A
R R T
F. HE. R
R | m | Errvon | EFRY YL | 0B, Y R, HE,
o | BB | duR. Bk, | fE PPN TN IR (L
[Fes T 7y VR, b U | BERE
IMSE A ) U
A
Wl Rz, Do, | BEELIRIE, & | BEAKE, EF
il g | e ek | e e | || mm FHENR IR | L B
it G, RERIBE Hn
MER | TR | mEoE. | s EERL . 1k R a7 v
s JRHE, SRR Bk, U # K32
JRTL SRR h=— [CE (4
i Ak
=a—nsF Pl LDH k= | #JH, ALP | vmEY
— WERW F. AST | L5, y-GTP | &
e MR, W | A (GOT) | L3¢, Mifie
% ST B AR, i
ALT BT NVT7 2
Ll b R DEME, E | #E, At (GPT) ETF
= EPBIR, B | IR, ARERIR. bR @ N
IR PeliE, b= E\U;bt\\
PEARREIR, L o
VISR v b5
mER | & LT, AL MR, B BEZS¥E | I8 REH
& JE e KE i
STMEIR LT,
1ETH B ik BUN E LT F= e PR IIE
H5.EA | v ER ERL i
P73 SE AR LS
v I LIE ., 5
AR BN
SE AR R Y
% I MAE
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1.7 BRERMAE—E

T I X ¥ /N R R iEERE 30mg

— 89 FLLAYRY T GEEGFHEEZ) TWVESEVY VBBTRTIL
BT
gz 10% 1~10%A0 | 1%AT BEEA A S%ULE | 01~5 %K | BEERBO
> % Npd
0 Sk i#
= I LIS S, WM | PRRRETR. g AR S B o
= (s Sl M| s
F19,40) K. BRI R oM | RE B | B, KR, | BE AR
eI L AR 1 % R i I
& TR A iy
. &GO CRP |57
Joxe 777 PR L A
RIE. Lo hSY
U iy DRIER
P W 2. W
: 4L g
ERE | OUERE. | ORI, M. | OREREDE | BLOL AL B o
= O, | WERER. @ | . mim | v, opn IR
FE | B W oW, | Rk T
N JERT R
. o Ry PERAE™ |
%, IR AR |
b bR
BIER | o0 | LI, BT | RUSRE. S| AdE = e
CET | i # st i | % s | | © O MROBIERNOER
bl el T RN A e | | %€ B Y A A xS & L E A
g, 2ot | | BRRERBRICIS 1T A HHE
Beis, BeRE % o . _
BRIk e XK WM SCEE TR & S EIVEA
s e, A | e, e | wiks. m || O T2 OSEEEARD
EY 30 . TURGH BB RN, A | R B 3
o sk 1) AhEOERR R TG S - A ERES
bz
Y30 IR geds MR, IR
JRB b b BIR, B
% HerebEsE .
R
e | mre | M. 427 | adERAME. | npeem. o
Sy | BB | AmUPRE | VRIS | AERIRIG.
ER | Y R, (RIR | AR S
5 LR AT | de. A
otk KRR, | RoALBE O, IO
#E i A gk, SHE, RGBT
Vo, VR . R
W, PSR
I
Bk EEWD, k| AT R eE | MRS
# WA, F4 | LWL, g | B LER
NAHRTA | EERAR, | B
VAR, | ALT(GPT)H
LDH N, # | . 7
I O 7
AST(GOT)H
Jn. ALP 540,
ey e
HEN
Dt FfEMEDFEV, | HE I

mryaE Y
M
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1.7 BRERMAE—E

T I X ¥ /N R R iEERE 30mg
—ARBI A TR FLLYXTT GEzFHEZ) TJILESEVY VBT R TIL
FRLOEE 5. EE ~D#FE 5 5. EE ~DE 5

— R S I AR PR RE MR R LT
WHDT, BEDIREEZH3ICBIEL
RN BEEICRET D &,

(D) 7 SR LT D Al REMED & %
WANCIT®BE LW &, £, R
T B AHEMED B Dlm N OV S— k) —
WY B 2T O KO fRET L2 b,
(EER (P AV =<

A) BT, ZRED T KO- I

BEENRO N TWD, £, IR
) (P Az < R) (T
BH L2 BT, KA DR IE~DOBIT
L OMEIR D B Y > 7RERIED 23580
bNTW5, ]

Q) T T O NCEET D551, K

F P - Jo OAHI D 1 5 - ] % 55 .
Uik G-t% — eI sl 2 ik &
HH2 &, [EWER (FF7 AV
=T A) IZBWT, AAlOILH
NOBATORMER S CTWD,  [FipdE)
re]l DEHK]

7. /NREA~DEE

R AREE, #ER, LR, $hIEX
WX/NRIT BT B 2 e OV Zhik i3
SESILTWARYY,  [ERBER 22, ]

8. G-

EEGICE D, EEORKE, KME,
BIMSEORBEBEENE L 2D Z LW
HEINTWD, ok, KHIEZEIMER
ET D HETMBEN TV,

9. WA ForE

(1) AT

1) R AR OPRIIZ 2 F v B3R
v FNTITHY ZENEFE LV, FHRET
AN D E R OIS A T VISR T8
GENLTORW, HERAE L, BE
NHIULEDONAA TIVIER LW
ko

— R S I FERERE MR T L
TIN5 DT, AFEERTICRE OIREE
K OVt ae 2 ot LR 5
Z &, BEBIMSKIT. BEDOIRERE
HEICBIZETHZ &,

6. ikt PEM, RAIBFESOEL

(OAE R E M M OB TR E D S &
TWDHO T, Em X ITER L TV 5 H]
e DS B i &x 5 L ns &,
TR AR OG22 T - 83
THEEAT DR EHIE L & oW
BHbH, ]

QIRALT OLMEH G D T & Ak
TR EFTREG T 556 IR
s EsZ s, [EERTHLIT
FIZBATT 2 2 LB O LN TN D, ]

7. /NREA~DBE
A RE I, B, 2L, FEX

NI 2 22 TR L TR
Ve HERAREBRARO TV D, ]

8. iR G

e, SEAR - S E O S B i 2 k5
& LT BRRER T i Bk EIC L vk
W, BT & 00 E B 2R RS AR L R 0D
FBNHE SN TV D,

RLE AR OG-z ik L, HEICE
22T O & & BITHEY HERIE 21T

o

N
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1.7 BRERMAE—E

< Jx v U/ EEEET 30mg
g L OE R FLLYXTT GEzFHEEZ) TJILESEVY VBT R TIL
FRHEDOEFE 2) LR 9. M FoEE

OARFNOF 50 11T BB 2 5
THRERD , SNy 72 VAR
A XX 5% R o7 B 51K 100 mL
THRL, BeNTiEERTmT 5, 2
NS DOWK LIS TOFFRIT T RN Z
L,

Q@QAFANTIRE 5> LgnZ &,

QOAF OB W R UGHMIZH 7=~ T
X, FE AT EHAT ALY
TEEIZAT O 2 & RAFID B2 R
I =5, EbicaAm T i<
oz,

OAFNIRAFAR Z G4 LTz
O, FAR% L 8 FEI LN 32 =
Lo kB, R, SR EXTIRET
LT 2 ~ 8CTHDE L TIRIET S
ok,

OAEFH O TR R TR K OE A% D
PRI EUNCEEST D 2 &

(2) B 52

AFNTAE IR & U, SOEFHE
IThRnC L,

(3) $ebbr

L DVEHFI & OBLAFRERIT 3 LT
RN A E OIREIZ LN &y
F72. B UAERT A v &A%
RIFFIZEEG- L2 2 &,

10. 7 Ot OIEE

WIBEDMBIE Y LW [ ML R % 5t
Gl Lo B AR BR I BV T AR
AIEE 133 i 11 61 (8.3%) TAAINZ
PN RVAY CREE AR NN (e s RV AN A DRI
2 B CHRIHUR DR ELNZED T,

(DF G-I - AR TN L
PRI TN BT 5 2 L,

Q)aiHIT ik

1) AFNL, @% 2.5mL OFEFHAKIC
THEL (FAEXTE ) VBT AT
/b 20mg/mL) | ARmBELILVFEL
VEEEZEY, HREEAET
100mL Pl BIZFR$ 5,

DL DOIKI & DIRFEZRET D Z L,
(A2 &R Z TR H 5, ]

3)AFN OB K ORI & 7= > T
X, TR, #EA TR EERT LR E
MEEIZIT O 2 & ARAID B2 TR
WA= A1, BEBICAm T L <
Yoz &,

10.% DM OIEE

(WTZNEZTEe ) iR AT )V
DO HUEM: A CHRE S e BEIC,
BRI AUEMERE, SEa R, =
ABA e N— AL AR Y L oSHE
FEMEREB N E L2 ORERDH D,

QAHIDIRFE T IR IR, BUF
FEDFA AT R R E SN T
[AX-R

QG EIEEBRE x5 L& LA E O
5 TFHERPRARER . FERIER SR 23 B (KA
g £ TONEIWIE (PRfE) 1,
138 (&iPF : 3~25H) Thbv. I
IMRIZOWTIX 16 B (P : 2 ~32
H) THot=,

@I (T b, 4 X) ITBW
THRFMENZE O S, 4 8B DR
B CIEEME SRR ST o
T, AR EPEIRIC )T D B A SR
T5H5Z L, o, BBV T, KA
WX DIEE T, KT DNA HIENGR
OHHNTZEWVIHEND D,
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1.7 RERMR—E
T I X ¥ /N R R iEERE 30mg

L OE R FLLYXTT GEzFHEEZ) TJILESEVY VBT R TIL
AAXEDERER - 20134F 1 AET (BB 19hR)
m & — —
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1.7 BRERMAE—E

T I X ¥ /N R R iEERE 30mg
BEfERIIMm—EE (2)
—HREI 2 FR oo aRAT7 2 KK Ao27VAL<T GEGEFHBREZ)
Rt HEH AT REH4 2 100mg 7 —8 7 AR 100mg
HEF AT R4 500mg 7 —€ 7 SRR 1000mg
E-L ks UGE P Ve TS e AI AT T A RS
AZBREFEAH 19654 12 A 14 H 201343 H 25 H
BEMEER 198248 A 10 B (FERAFEH) -
BEEHER HEEIIEm S TWRN —
HEIX 5 IR AL A E R AW HORELEL . BISE, A5 AR S
HEiEX F7 7Y A= TR BEHBLZE ML
(\m t k CD20E/ 7 a—F PR THSH
5 |(|) i IgGl Th b, A7 7Y h~=TiE, <7
~pr N N AIzr—~ (NSO) HMIEIC &V pEES
| *H,0 o, A7 7Y h=7iE, 45207
NH VRIS HEE (y1 8 2 0+ &
OR4HDOT I J BRFRHEEN G725 L (x
B2 TR SN DB X X7 E (4
T& 5 149,0000 TH D,
Blifz - &= | BHH=Y K392 100mg : 7 —¥ 7 MR 100mg ¢

VP> 7 mAR A7 7 X RAKRFIY) 106.9mg (FEK
ML LT 100mg (Z4H2Y)

HERH= Y R¥H 2 500mg :

VfF > 7 maAR A7 7 I R4 534.5mg (fE7K
L LT 500mg (ZAHY)

1A TV (5mL) HOFT7 7Y A=
(Efr1#AH2 %) 100mg &A

7 =¥ 7 K EHER 1000mg
1A TV (50mL) FOAT 7Y A~
7 (BIE##L2) 1000mg &FH
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1.7 BRERMAE—E

T I X ¥ /N R R iEERE 30mg
L OE R LOBRKRRT 7 I RFKIY FI727VALRT GEEGFHIER)

#hee - hE 1. FE0E RO E RN DN ASE IR O fE

fit

B IS

Fil & OO

IR =IE)
3. e ta i

U3

AlZEIST 02 &,

LRV BENE, ALY N (R P U9,
U oSANE, AREAEE) , ik, FLmatk
A, BEPELIIE, =S, R,
GRELSE, PR, (PRRR2FAE, MR |

72771, TROEBRIZOWTIE, ot
MIERGER LT 2 ENRMETH D,

By oA e, ABPEE BEYE A e,
WRERRE, TR, WO, AP, R, 2R
RIS, MCBEVERR R (B, ARk i,
RRATIR) , AR ANE, R

2. LUR O BEMEREIS (569~ 2 il O UL R T

U (FINFTREGIIC 51T 2 0iTAT, & 25T

4. FRIRIBICI T 23 M Mmia B ORIA

SMEA I, 1B A s, ERERE
BRIEGERE, EEAARNBEMEEm, B v
o8, EEMERER (EARA,
Rt R OV KM g% £8 © Fanconi & i,
Wiskott-Aldrich JEHE, Hunter 775 %)

SABRIEPIED FRL Y v~ FHRE

MY T~ h—F A, £HMMAE % (51
MBI IME %, U= 7T RIFEEE, &
HitE 2 BMRZE, Churg-Strauss SEERE, K
BIRRIEGERESE) |, ZLRVERG /B E AR,
BRAIE, JRAMERS SRR, KON AE 2% %
PEO BEEMEY U~ TPEB R

<ZhRE - IRICBEET 2 FER LoEE>
AR ISR 53 s B A ORTTE
WIZHW DA, EREORE BT
T HIBROBLR & & iR B AE & S hE 3
HUYARZ - RXRRXT 4w MEBE LI ETAR

FeRIEAH

B T HEEMED CD20 Btk i@ Y o8
M [ L5

<FIBE B RICBEET AERA LDEE >
Ta—H% A hA M) —EHCIVREETT
UV, CD20 HUR N TH D Z L SR S
TEREFEICHAT D &,
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1.7 BRERMAE—E

T I X ¥ /N R R iEERE 30mg
L OE R LOBRKRRT 7 I RFKIY FI727VALRT GEEGFHIER)

R - HE

1. TR0 B B CNC SRR OB
fit
(1) BT 5 54

W, RAICIEY 7 ukR A7 7 2 K (K
WHa%E) & LC 1 B 1\ 100mg % # H R
WICHES L, BENMZ O 05A1E 1 H
7% 200mg (2 =T 5, & 3000~8000mg
BRI 50, SRPBD LN L XX
TX DRV RHIMERRT 5, BB
DU TEREAEE, 2~3 BBEICEEL,
EFO12 U TIZHEAD Lz & &%, —FR
WL, EEERFF> THOEE S35, M
RENZIE, BE A 300~500mg % ¥ 1~2
[ETFFARP IS 3 20 MBI U TR A,
FaREPN, RERE N S IEBE NI T XA
T2, £z, HEMARERT 2 EHEIRA
(2 1 H#:200~1000mg % 232, & 5 I,
FEGEIIZ SETEAT 2 0, IRIMIEER % F ]
LT 18] 1000~2000mg % J& AFEHTIZ X 0
BHLTH RV, 22k, Hn, SERICEY
HEHEET 5,

(2) i DHTEMENEL A & OFH T 256
B CHEAT25AICHEDL, BERET S

2. LU ORI (263 2 fth O B IS
Fll & OPFIIRIE

(1) R¥ Ve imiE e oty
T, R s ak AT 7 I RO &
ROEEFEL v akrsA77 I F (&
AKHE) L LT 1A 1A 600mg/m® (&
K & FIRINEE 5%, 20 A BURIET 2,
IhE17—E L, 47 =40,

72E, Fil, ERIC X EERET D,

Q) ey UERE L OfF Iz T
R 7R 7 iR AT 7 2 ROBEGERN
BeHFEE, v7ukRAT7y IR (BKY
) L LT1 A 1A 600mg/m® ((KFH

) 2R ES%, 20 ARREET 2, 2
N&E17—NEL, 4~6 70 iKY,

¥, AR, JERICE VI EEEET D,

HEL RANCTE LB, A7 7Y <7 (B
RfH#AHE 2 ) & LT, #IENE 300mg, 2 [H]
H LABEIE 2000mg % A L, 8BIH £ C
B aMR 0T, 8EIH OB 4~5 %)
5. 4N 1 18] 2000mg % S ERHE L, 12
B H & TG 20 KT,

Property of the Sanofi group - strictly confidential

Page 23




1.7 BRERMAE—E

T I X ¥ /N R R iEERE 30mg

Ri% - AE

Q)BT UERE, TAadur Ty
LV EDPFRHICEBWT, EERRY 7 nik A
77 ROBEEEROES HIEX, v7na
HRAZ77IF (HApHE) LLT1HI1
[B] 500mg/m® (KK M) % FFIRINIER 5%,
20 HREMARSES 5, k17 —k L, 4
~6 7 — /L KT,

¥, AR, JERICX VI EEEET D,
3. 48 £ e i

BT ) RATF UM, X IR D
PERIZEBWT, W%, BAIZIZY 7 BAR A
77 R (BKkpHEE) L LT1HI1ME
750mg/m’ (K EAE) #EIRMNE 5%,
72 &b 20 HEKRET S, Zhnax 17—
nEL, BEEBYIET,

B, BEOREBICLVEEHET S,
4. TR BB D & g paghL O FiE
S

(D) B, Bk
FIERE e DA

WE, RAZIEY 7R 27 7 I K (K
W#E) L L, 1A 1\ 60mgkg Z 2~3
REf 2T CRufFfEL, A 2 AMEG7
ZDO

(2) BIEFAR B M OBE

W, RAICIEY 7 uk A7 7 2 K (K
W#E) L L, 1A 1\ 50mgkg % 2~3
RE 2T CRfFEL, A 4 AMEGT
D

(3) EME Y N EDBE

W, RAICIEY 7 uk A7 7 2 K (K
Has) L LC, 1 H 18] 50mgkg % 2~3
RE 2T CRufFfEL, A 4 AMEGT
D

B ORRE, PR3 2 38400 X0 i R
THI L,

BEYE B, e

W RANCIEE 1B, A7 7Y A~ 7 (E
affz) & LT, #IENL 300mg, 2[H
H LRI 2000mg & R L, 88 H £ T
PG a k0T, 8ElH DL 4~5E %)
5. 4 WENC 1 18] 2000mg & S ERHE L, 12
BIH E CHREZ80 KT,
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1.7 BRERMAE—E

T I X ¥ /N R R iEERE 30mg

Ri% - AE

@) BEMREE RERE, e RMEHbE
=N OV R MR BB © Wiskott-Aldrich JiE
f#%, Hunter J5%) OLGE

W, Y/uRA7y IR (EKYHE)
& LT, 1 H 18] 50mg/kg % 2~3 REf 27
CHRMEEEL, HE 4 BREUX1HE 1H
60mg/kg & 2~3 el 2T C AR L,
H2 HM&EGT 50, EEKOBEEOREE
IRV EERET D,

Fanconi A IMIZ#& 59 255121, Mlao
MagatEic L0, BB ENE DR AN R <
725 & DWENDHDH DT, ik 8 40mg/kg
(5~10mg/kg % 4 HI#) ZH2 2N &,

SRR HIED FRL Y v~ FIRA
(1) BN

W, Y/uRA7y IR (EKYHE)
& LT 1H 1E500~1000mg/m* ({KFH
) ZEARNICIER T 5, JFAIE LG
MkE% 4 lM &35,

7ok, i, JERIC X v EERT 5,
@) /M

W, YZukRAT7y IR (BEKkYE)
& LT1H 1A 500mg/m® (AEER) %
FRARMIC ST 5, I E LT GRREE
4L 5,

ks, i, ERIC LV EEEET S,
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1.7 BRERMAE—E

Y T X v VR B EEEE 30mg
L OE R LOBRKRRT 7 I RFKIY FI727VALRT GEEGFHIER)
B - BECE | 1. S ORHERICAR 2% 53 | 1. KK 585125395 infusion reaction (5%
FTHFERALDE | 254120, TROBICEETLZ L, B OB, K. M) AEES w57
= WIZ, RGO 30 53755 2 KR RTIZ, BT

T

(D) JEfsEEITIx, BEEMREIChR B2
Wk oI, ERERENOHE LIRS EE
EETDHI &,

(2) BG4 T 1% 24 IRl 150mL/REfH LA E
DR EZEFES X H1Z, 1 B 3L LA EO#R %
BETLHEEBIIAARATEZHHAT DL L,
BEOFEmREOIREALZE L, WiRO &L
T 5 Z L,

2. B AR R E IR WT, AAlZ2 STk
EREI TR EILE 7 ) —Y 2E el )£
FENME SN TWD Z b, KElZE
T LWL AR o W3S 2 i 51 %
N

3. VEEHR D LA

VI BARAT 7 IR (BKYEE) 100mg
H71=0 SmL OEBEEWR, EHHAKEE
MZ THET 5,
BARNZGE~D T v a v MEEDOEEIC
1L, EIRAMEIE & 72 5 7= O 15 T /K 24 1)
LWz &,

SRERE OB AIIE, AR Y 72 i T
FRTHZ L,

b AKX I AL R A ORI R AR
NEVRIORHRGEITY 2 &, 7B, 3E
HUEOE G IR W T, BB REARLE
KO, BFOWEIZ XL v I
THZ L, (B | [HEELRERHE
Bl kO TERREBER] 0HESMH)

2. AFNZ BRI 2 WA R% Of & &
LTI1000mL &5 L5, Tt &BD,
ARG L CERT2 2L, ( THEA
EOERE] 0HEBH)

Property of the Sanofi group - strictly confidential

Page 26




1.7 BRERMAE—E

T I X ¥ /N R R iEERE 30mg
—BRE R HORRT7 2 RKHY FI727VALRT GEEGFHIER)
2 & LAFN LR FZAZF U2 LNz &, | 1L AFIOFR LT, BARKICHSICHIETE

(SHEIZBWTCYZaERAT7 73 RERY
NAZF ORI LY, DEMESIEE
LT LIERIARE S TS Y, ]

2. KK % G e s ALY, BEREIt
RIG T & D EFEIZRBV T, DAL
FEEIZ oy 7 el - RRBR A FFOER O b &
T, AEENEY) & HIE S 3D REFTZ O
TORFEfTHZ &, W EEOBRRICH
oo TE, BOFHEAOWRMN CEESHL
THRPEERET DL, Fiz, IBEBRLRICE
SEh, B XUTE OFEIRITAE DKL OfERR
HE+am L, RBEEZETrLEETS
NP

3. i I AR AL O BRI I IAH & % 59
HEBITIE, FROBIERETDHZ L,

(1) & FASRBAE N 53 72 Gk & R 2
AT DEMOS ETITH Z &,

(2) TRV VEBEINHNC X 0 Body i 72 YL E S
NRETHBFNNHHDT, Titllo&
+oEETHI L,

1) EERREZ A0 L QWD BF IR G
L7222 &,

2) RANBEHA%, BEOBEE DIV,
JEYSE T D72 8 ORLE (FURGESK O
&) 119 Z &,

3) &), MEHEEKL) , [EEAR
AREE] OEESRL, EHREICKEET D
N

4ABFIEGUED U 0~ F IR IS AA &
G4 2581203, BRI o8 TE D
MR (2B T, AANTOU

HEk &R0 Y U=
PEBR & FF ORI O b & TIT D

\Z
IZ2OWTDO+4 7%
M BIRE D
et

+
D
F-

DEFMRIZBW T, &g EEEE DG
FRICHKT LT, o7 sk - BB & o =R
Db E T, AR OGN EY) &< b
JEFORATH Z &, Fiz, BEBRKIZE
SEH | B XUXE OFIRICA K OfER
HE+SICHB L, FEEGTHrLREE
a4 25 L,

2.7 7 4 TR —RRIEIR, BN, EOE,
TIB. KT Tk, R IR, SR SR AR
£ R4 infusion reaction 2358 51T
V%, Infusion reaction X 4% G- [HI4KIZ ) o
O RGBAE 3IFRILINICZ <GB b
DM, ENLBETHRBLDRE I N TV D,
¥ 7=. infusion reaction |Z & W AHK|D ¥ 5 %
HT I BB L 7235412 % infusion reaction
DEHURO LI TWD DT, AAExRGHIX
INAZNY A (I, R, FEREEE)
DE=H Y o TOAMEIER OB AT O
EEblT, BEHRLEFOWREL 0815
THI &,

Infusion reaction 23 % H O N HEITIL, AN
AowEEZELICHIE L, @Y 0EE1T
22L&, (THE- - AEICEET AHEHE
DHEE] . [EELRERHER] LOTE
R2BWER] 0HESH)

3. BRI S v A )L 2A DO FIEMALIC L 0 IFAR
EIZEVIFE LEEFIRHRE SN TWS, K
Fl ORI M SOTIREA THRIZ, Lo
WE I RERNRET 5282001 HHD T,
B RTS8 77 A L 2 D FREMEAL DO 505 R
ORBUEET I &, (EERE] |

[HEAEANER KO TEXZEWER ]
DIEEW)
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1.7 BRERMAE—E

T I X ¥ /N R R iEERE 30mg
L OE R LOBRKRRT 7 I RFKIY FI727VALRT GEEGFHIER)
22 1. AT 2BEGETORE 1) [ TH | BERI ORIk LidEUE DBEERE O H 2 B
Ry | B OBH] #
BELGEWI L) | 2. KAIORST TR U EEE 72 BUE O BEAE
DD EE
3. ESERME R S F L TV A EE RS
M EH AR ORI ICAR 255455
BT, BYUENHEELEMME RN
H5, ]
FRLOZFE | 1EEREG ROBFITITEERICERETS | LIEERELE (ROBEFICITERICESG TS

L)

() HFEEO S LB [HEENEES D
BENLZH D, ]

Q) EREDD HEE [BEENEEST D
BENLZH D, ]

Q) FHimE O H 5 BE [
TOHBENRH D, ]

@) BYIEZ GO L TV A EBE [EREH
TERIZ XY, BYYENET I BZNNRH
%o ]

(5) KIERE [(FEaiRe2gmENH D
N5 Endsd, ]

6) g [ &g ~0FL] OESH]
(7) & Mg HI AR A O BITE I ASH & e -
THHEEE, WOBFICHEEICREGT D
Z &,

D) BEREICBEE O & 2 B (Bt ok E 23
ftF286EnnH5, ]

2) Fanconi & [fl. D F8F [fifE o Ma 554 23 )
HINTHY, BEARREET 552
nnds, ]

B 23458

L)

(DAfEERERRTE D & 2 A ST DREERE O
b % BE [HEH IR G EEIRE SR
MR SRIE & 1 O BUPED ISR E 23 &
bbh itkrE L B b S 2BTh D H 5, ]

QIFR T A N ADEGIIEFE 2 H T 5 48
F [BRIFFS 7 A VA DOFIEMLIZ L Y BT
RBPHLONDIBENRH D ( [8E] |
TERERFEARER ) KO THERZ2RENEM
DHEZW) ]

Q) LBEERREE D & B BE XL F OREERED
HDHHEE [(BETUIRERLITRENR, 5k
DESZZ B THER S BZNNH
%, ]

(AIEGE BAE, g, 7 A L A JEGLE)
ZEFFLTOWDEE [EMHEERIC LY
WREEZE LS E 2B ZENRDH D, ]

G)EE R REREIR T O H 5 BE [iFhEK
B KON s 2 i S BB L S
LBTNRD D, ]
(OFEEANC L DI P O/E [AAIE S
(@D ME FERD D Z L3 H
%o ]
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1.7 RERMR—E

T I X v /N EiEEEE 30mg

— B A TR Lo aRRAT 7 I RKMNY FI27VL<T GEGFHEERZ)
FRLDIE | 2. EELREANEE QEELREARVER

(1) ‘B BEPNHI,  H R A 45 o B 2R BIlE
ANEZ 52 RnHD0T, HEENHFER
& (MR, JRRE, IFHRE - BHEEMR
') 247570 L, BEDIRREE /01281
BIH L, BENROLNELEITIL,

P, REEO®EY)RUEEITY &, H
MAERERE R OB 1L D 7= 8 JRE: DO EIN % X %
k., Fe, EANEMHMICHS LRIE
His bbb, EBEEICHE T &
BHDHOT, HEFEEIITY Z L,

AA % 18 AR O BEIRE I 535
eI, M ks b2 55 O W PR 45 SR e
DORBBEENEL 2D & OWE DN H D 7=
O, HENCERRE (RREE) 21752
Lo Fo, WIREFRAREEOFRBINGEI DD,
B 5T 1% 24 W1 150mL/BREI LA oo R &
o X 912, 1 B 3L LL Ok Z2 %54
HELBITAAT 2T L,

(2) BEYYE, A O BTG5
EETDZ L,

(3) ANH % i i s FR R A oD RiTR R LA 4
HEETIE, FFRLEIREAZESE  (hepatic
veno-occlusive disease : VOD) DR HLIIIEE
T5Z L&, HIEIONER & LRI, I
JELXOFOEREAET 5 EDOHRERH DD
T, KE, WEZICEETDH>ZE, (VOD
DT 72IEFAENTRENL STV WY)

@) NMNRFICERET 258120, BIERO%
BUZRFICIEE L, HEICKRG T2 &,
(5) /NR R OVAFE Al RE 70 - O B 2 57
BDEN D HHAIE, MRk D
EERTDHI L,

(1) A& 5-H5 D infusion reaction & L T,
BN, FEIB, IR, WM S R
INTHEL., 5o BE TEER O
infusion reaction 2V SN TWD, Fiz, 2
[8] B LA D% 58512 4) 8 C infusion reaction
DB LI OWMENDH D, BEDIREE
T+ L, BRENRO LN EAICE
TWEIZRALE (Fie A& 2 R, fREETEA.
BB R ERNVECHIOBREGE) 2175 L &
HiZ, ERNEIET D ETEREOREEZ T+
SCEETL . (T8E . THE-
AEICEESTAHEHALEOEE] LU TEX
REIER 0mEESH)

() fre 22 I A, FRENGERE A K ORI B
BHARNVE R ORIE 21T > T2 B IZB W
T H HEE 7 infusion reaction NI L7 & D
WENHHOT, BEOREZ 518
THE (1&8E] | THE - AEICHEHE
FTHERALEOER] KO TERZEBIEM]
DIHZW)

QG)BHUFR T A L AF v ) 7 OHE T
HBs #iJf a0 BEICBW T, AFlOFKE
W2 &0 BRETS T A4 L 2ADBEMEIC L S
FRND oD ERNHDHDT, KA
HAZHeSE > THR 7 A VARG DA % e
B L AFEERNCE 2L E AT H 2 L,
AHN OIS e OVEHRE T H#2I1L. Mkt
L T RERESCIHFR VA VA~ — D1 —D
E=F VT BT E, BREFFRY AV
A DFIEMAL O JRELIEIR DB EFE
HZk, (&g MEERE KO THE
K7ZBEWER | OEZBH)
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1.7 BERE & —

Ee
=

T I X ¥ /N R R iEERE 30mg

FREDEE

(6) " WMEEMAEE (B Afms, FhEE
RAEBERE, MR oNE, BEREE, B .
JREEIEES) NRAE L EORENH D1
B, RFNOFEGHE T % b EWIRIRRE & B2
THRETDEETDLZ L,

(7) B e R I AR 2 DB, B
HCHER (TR EOMEMEO BV R KGRI -
WSR2 3 A~ DR 4S MEICfR
LpEE v RAT 7 2 KK (1B
EAEE (R ETRE L &) ) | %)
ERGETHZ L,

(4) REENRSCOMME S D OB RERE E & A 0F
THHREIZOMAERDO B 5 BE RS
THEEITIE, BHP TG EZICLE
X, L-a—FLEE=XV T EITD
Rl BEOREZ FDICBRTLH L,

(5) WHEERIHE, N ZERPKEBALICIRER DO H 5 B
FC. HLCD20 & / 7 o —F L HiREE D
BHIZE D REMISIZREKT HHHEO—
WP OERS A B, FHERERIC LD MR
REEE X7 Lt OREDRHD, ZDLS
TRIER VB U126 1CE, B R AL
EURIERGT DL, MY AE EIT O
k.

(6) AFNDIRFR T X 0 KR MY o BRI
Db, BREETH LRI S22 &,
F0E 0T ) U LRI X
NTnDZ ey, EmslfERIC L v
BT A VAL LD EGYENE U D XL
{bTBRREMENH D DT, BEDIREL |-
DBIEETHZ L, YYENA UTGAITE
YRR EITH 2 &
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1.7 RERMR—E

T I X ¥ /N R R iEERE 30mg

—ARBI A TR OBRKRRT 7 I RFKHNY FI77YVLRT GEGFHIEZR)
FEREDZE | 3.FAEEAH 3. fBEfEH

AFNE, FICHAREHEESE CYP2B6 TR =
n, EHibEan5, £72, CYP2CS8, 209,

3A4, 2A6 HAFORFHICEG L TWAZ &

NEINTVW5D,

(WPFRZR (R L7202 &)

WAL | BRI - HEE | B - faRRIA
Hik 7

ANy bR | EMEEBA | Dk

Z2Fra | OBREFT, KH | IRHETH

nNUINS BEHPIC N | B, AENTH
AL F R HAE | ERAEDLL
BHLI-EZA, | BERDY
BEEL, PR IREE, | N hRXTF

I E,  ffiZK
ERRDO B,
DEMEIC X v 3
L7 EDHE
Nbd, F-,
HRRE (v
A) AZBNTR
N o AV (i
RO 10 {541
YE) Lyvon
RATZ7 IR
(LDso Aiif%) X
I OFRHIET
HDHARAT 7
I K (LDs Bit%)
% [RIREH [ L[]
BhE Lz L%,
ENENE HM
wE L EEIC
T EFRD
HINAFED B
7= D,

RO HI
W E IF
4 ATP D%
B A BLET

%, W OGE
Rz Xk v.0iE
PRSI D
LEZLNT
VIR

PERER (BFRICEET D2 &)

$KH %0 55

BERIARTEAR - HE
[EWReS

B - fabRIA
%

BT IF LY
EGEE
o F

R L7724
T F D
RIS <E
PRANFEHL L
Yt Rt ]
IR AN
1TH5Z Lk,

AT 7
T

U0 F DR
RAPHE S
T orBEND
H5,

U F R
\ZXF 9 DI A
NARHETH
D, Fe, A&
U F AKX
% RN,
NEETE 7
A%

o Al

FEEN T2 L DK
Yuiie GRS X
WA LA
) 12HEs<
JER I FE T
L7HAIc
=T b U
Ex2ITH 2
L,

W D
PHIERIZ
& B BRYE
I DGR
PR H 5,
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1.7 BERE & —

Ee
=

T I X ¥ /N R R iEERE 30mg

— BB TR LHOKRRT 7 S KK FITFYILTT
GEEFHHEMZ)
FRALOEE | QFHEER HHICEETSHZ L)

& BRACREDR « & 15 BT - fEIRIA T
fOPUEMEEE | BRMEISEORERNE | HICEHMEIER2F T
# WMTLHZENHDHDT, %,
. iR b AIT
TRTVSTN Ny e, K 0 )
T R R et TALEZEITO T L,
Tx S oIVES — | KFIOERBEIRT 22 | 7= /e — VDR
” Lb B, FEFHLIT I AF DTENE
BA~OIEHRMEE SN D,
BIBEEARLVE | AROERMETHTSZ | BIBEESLVEY, 712
v ENH B, T LT x=a—)LITFIZ
_ _ BT DAEFNORE & A
et HOC B L, (L 20
45,
AR MmBERE FERARR S | KBRS 2D kD
HZENDD, ERERET -0,
DA 2 Y PR EL
720, IfBERE T YRR 3
WMIND,
FTxT b FXT b OERANE | EFIIRH
MEND L BbD,
Ry Ty NI T L OERPE | ARIBRANY T Lo O
F[EINDZ ENDD, Mz NEE5,
F AT % ABNOERNETSIND | REIOIEVEL &2 BH 35
BENBD B, LOWER DS,
TV A2 ) | DHEENEBINDE | HOLREFIEIRHETH
>R HEHA Tnnd b, ¥, Zh | B, HOLHESEELE
eSS %?%@&@ﬁiﬁ%% 72
Btk L T&ki%@@§@#%
\/i,ﬁfgﬁi,ﬁ% LIzt oRERDH DT
Rt b, BRERT% LRSI
mEBlET s 8+
EETDH &,
PO R AR | BT BMER ARSI OER | AFIRa ) R T T —
Zall MNEIR &, BN | B2 X B AR sk
_ WERZTBEARS D, | AlOSRERET S &5
;*#XF”?A 2 BTN,
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1.7 RERMR—E
T I X ¥ /N R R iEERE 30mg

—RREIE HaRAT7 I KK

FIo7YLTT (GEEFHHBR)

HERALEDEE | 4. BIEH

PR S JL B 0D Z2 2 VERTEAM 5451 5021 151
(o5 x2ate) , ERboiE, @M
kB 1903 4] (37.90%) , HL> - &M 1041
% (20.73%) , BiE 122161 (24.32%) %%
ThHoT-,

F 7=, AVE A M o 3 g AR O R
TR BT DARKIOF 2GR RER D24
PERFI R 67 B, 72 H OIFREL -
MEM- 61 %1 (91%) , FHI, ONRKRE 42 4]
(% 63%) , BT 3861 (57%) Th-oT=,

1) EXRZEIER

(R FH 0D 56 S 5 1 3 - AAM 5 R oD e et
2k 5)

1 I R AR R A O RITTRIR AR 2455975
Bali, BIEMORIBIERE 2,
HEMPR 22BN H L0 THEET
LTk,

DyavyZ, TF74 7% —RER
ERE) vavy, TF7 4 7F%F—#
JERRNH b DZ ERHHDT, BlEE
FAATVY, AR, RO R, mER,
ZIRE, RGNS S b GE I3
Hadik L, @MyRREsEiTo 2L,

2) BBEMH AW - PLERED, &
i, A MBI, R, s & &
PNDZENDHLDOT, AHFGHIRTIC
(IR MR OBEE 2 +2I121T V0, R
D HNIGEEITIE, BERBOER, B,
IRIRE DY 2B 21T D Z &,

4 FIERA
B A5 8 BRI O A 2

NG TAHRER, B A OV [E C 3N L7255
/I FHERER O B AR N O FEAMIE 51 15 451 2451

(100.0%) (T A f Al S 55 2 5 Ze RIE I 23
s I N7z, FDELH DL, infusion reaction
1561 (100.0%) . FHERREA . B ek
% 1061 (66.7%) . 1L HFLER MK S5 1% S8 154 0
761 (46.7%) Toh oz, (GKRKF)

WA CHNE U 7= 55 AR EER 0 FEAL E 41 223 151
t 149 ] (66.8%) T EGERR A R4 & St e
BIWER RS Xiviz, D F 72 H DX, infusion
reaction 111 51 (49.8%) | EYLIE 44 511 (19.7%) |
IF P ERIBD 34 61 (15.2%) Th o7z, kR
i)

BIVE OBEFEIZ ST, Vg THM L7253
HFHRBE ORI SEH B L, vB, =
DEERRBR LS B A S -EERIZ W
TITHEER & LT,

WOEKRZEIVEA

1) Infusion reaction (49.8%) : 777 4 7%
—RRIERR, FEEN, BEFE B TR, KK,
R0 R, VB SRR e T REE A ST
infusion reaction 23 & H O 5H Z L 03B H DT,
BEOWREZ+DICBET L, HER
infusion reaction 3 F8 8 H LT GAITITAF O
BHEEGICHIE L GESRAEEITO 2L,
(ML) o THIE - HEICBEETFH B
DOWFE] RO TEERILAREE ] OHESR)

2) IEIERREETERAE (0.4%) : TR AR ERE
NHLONDZENHDHOT, IMEHEMRE
R OEHRERE LT 72 &, BEOIREE
BB T AL, RENRD NS
BlITE IR ZF I L, @Y R0E (4
PRAIEIR. EREE M TRERIE DB G- BT
H) BITH L L bz, JERNEIET S E TR
FOWREE+JICBETDH L,
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1.7 RERMR—E
T I X ¥ /N R R iEERE 30mg

FERALEDEE | 3) MR, JERESE (FEERIY)
Bbhsb b
W, B

O ONTGEITIE, BiE, IREEOED)R

L RERSIEZE, BERIESE DS 2
Wi H DT, BEE TNAT

iEE1TH Z &,

HEE| OHESMK]

279 2 &,

WiEEATH Z &,

THZ L,

AH % 1 i AR B R ORHRFE I 535
TrA i, s A 5 O WA R # R R
DORBFMENE L RDEOBRENHDT-D,
SEENCERR A (RRAE) 2179 2 &,
F 7o, WRARREEFORBNH D7D, &
HAT 1% 24 BERIE 150mL/HRF B LL oo R
ok 912, 1 B 3L UL Lok & %54
HELHIZARTEHHATLZ &

(% & MR AE O RITERIZ, A 2T
R TAA 55 L2 Ha,
ROFEBBAELD 35% (RIRAMLIK) TH -
loWERDHD Y, ) [ TEERERD

A PRI

HA VR, BEHL (5%
v A, BIBHmAH b s Z LR HH0
T, B8z o7V, BENRO LN
LallE, 5 ekt 57 St A0 E

5) B MERR, MSME (FEEARP) /M
BYERIR, MHENH b dZ ENH
HDT, BIEE 2TV, BENEOL
NIESEITIE, B eIk 57 EE 2

6) DEFREEE, LAE %A , L¥ v
W=7, DS (BEHEERE)
DARE, D VRF—F, ODIEE, IR
NS b DZENHDHDT, Bl
ATV, BE DR GG AI12IT,
eh & mik4 5 7 S 0LE 21T 5 2
L, FRCARIZmHETRET D5E (
MR ORTERSE) 1%, +0ICER

3) AT B B ERE (PML)  (0.4%)
HATVEZ BRI A ERE (PML) 236 bbb s
ZENH D DT, AFNOIEHEIIR o M OVE R
KTRIZBEOIRREZ F0ICBIRT5 2 L,
BkbE | GRANREE ., BREEIR (R RRE, 1Y
fERiE) | SREEEZOERND bbbz
A2, MRIIZ X 2 i 32 W0 K& OB i iR
HEITOE BT, BHEEPIEL, #Ye
BEEITO 2 &,

4)BEF S 7 A N R & BBIERFZ. kD
HWE (WEARY) : BEFLAYA L ADH
TEMEAIZ XD BIENTR XTI R D3 & 6ot d
ZENRHDHOT, HHEEREESCTFRY A L
AR —=N—DF=Z ) T EITH R EBED
WHEZ + B9 52 L, BRENEOLN
A& EEFIEL, BEBICHTA LA
Fl eG54 57 CMEURMEEITH Z L,

( Mgk | MEERS KO TBEERER
MEE OESMR)

5) fFREREREE . FIE (0.9%) : AST (GOT) .
ALT (GPT) . Al-P, v U LE v FR% %
IS RERE ESLHFIE N H SN D Z L RH D
DT, EMHNHFHREEREZIT O e CRED
WeeZ BT s L, BERREOLN
I 5 2 ik U, WY AE 21T 5
Z &,

6) PLIMERIFEA (BEARH) | HifnEkjE
(2.2%) | IFERED (15.2%) . &L (5.8%) .
MR (1.8%) @ EEARMERBAA RS &
D Z ENHDDT, REIOIEFEIIR &
ORI THRITESIMIC IR 217 5 72
E. BEOREE HyICEET D b, B
DFRO BTG A NI IR IR D ) 7o 4L iE %
1oz ¢,

7) RRYLEE (19.7%) @, BEE., HDHW0IT
T A NVAI K D EEREYYE (BUGE, Afide
) NHODONDZERNHDHDT, AFIDIE
PR P M ONRIR IS T %I O EE 2+
WBISRT5 2L, BENRD LN EEITIX
Bhafik L, #EURAEEZITY 2 &,

Property of the Sanofi group - strictly confidential

Page 34




1.7 RERMR—E
T I X ¥ /N R R iEERE 30mg

FRLOIE | 7)FFRIRINVE CFREES D IMEBER
(SIADH) (BHEAHE]) K MU ¥ Al
iE, KRB, R U o Ak
O, EERR, R, Bk ESE A
BURIPR 7R VT o AN A 5y WAEAGERE
(SIADH) "&b D 2 ENHDHDT,
ZOXDRGEHITEFE G ETIEL, KE
O HIBRE U 22 L E 21T 5 2 &,

8) MR L EEIEBIARE (Toxic Epidermal
Necrolysis : TEN) , FZJEHiEHRAEGRE

(Stevens-Johnson JEfEE) (BEEEAH])
W R MR R B SE R ARE, B SRR I ARE (B
NHLbNDLZENRHDHDOT, BlEEE+5
ATV, BENED GNTGAICERS %
FIEL, @UIRAEEZITY 2 &,

9) FrB%RERES, FH (BEZRH)
EE, HERHLDONDZLBHDHDT,
ITHERERM AL 21T O 70 SRS A 301247V,
FHEPREO NG EITIE, 52k

570 YR E AT ) Z &,
10) BB AE (HEAD)

D AR AL
EOHEERBEREENRLLDLNAZ ENDHD
DT, BHEREREZIT O 72 B2 +4312
1TV, BENED LNTHAITE, BE5%
k32 72 SR AE AT 2L,

8) BIEMEMIA (BAEARH) : MEMEMRSH
LbhbZENHDHDOT, BEDIREE 5
WCBIERT A2 L, BENRD SRS AICE
EHIZEG 291 Ly e @ s2175 2 &,

9) LafEE (BEEARB) : ODAAE, DRI,
BiKIE, DFEENHDONDZ ENHDHD
T, ZINHOMERND b ObNT-HAITITED
WGz L, #EYREERITO 2 &,

10) HEMR R EEFERMARAE (Toxic Epidermal
Necrolysis : TEN (BEEEARBA) . gt K
HEIRMRIE S O EE R EREND b d
ZERHDZOT, BEOREEHSICBIERT
D&, BENRRDLNGEICT. 5%
IR L, @URAELEZITH Z &,

11) IBEAE (HEEARH) IBRAERS LR
LHZENHDLIOTHEE+DITITHI b, R
FRFED SN EA IR O G 2k
L., @Y uEE21To 2 &,

12) EEREEE WEER)  BA2%D
HELRBEENHLDNDZ ENHDLDT,
BEOREEZ 2B 5 L RERD .
MiE7 V7 F =< BUN ® EHARED 51
AT G A ik U, WY ALE 21T 5
Z &,

13) METE: GEEAH)  —@EomE
BRbHobndZENHHOT, ZOXH7
JERDN D SN =552k L,
GI7p B #1475 Z &,

Property of the Sanofi group - strictly confidential

Page 35




1.7 RERMR—E
T I X ¥ /N R R iEERE 30mg

FREDEE

QEKXZEBIER EH)

1) LB 2L : H1 CD20 € / 7 v —F LHik
BHN 2 G SN B T EE SIS S
nNTnd, B8x2 1+, BRENRD L
NESGA I EE 2L L, MY 74L& 54T
5k,

2) RIS B BESE RS O IR IE
R HCD20 E /7 v —F L HURRLE A2 $ 5
T B TR AR IMEE BERE (I
o ERERAE, U, RERREIR, PR
EBMLES) NHEEN TS, £7-. IBIEK
TH6n AETOMIC, K. HERESOHREE
TR, TR AR R 2 O A
BEENRE SN TND, BEORELZ 4512
BEL, 20X RIERRS L DNT-LAIC
EEG 2RI L, BEURERTITO 2 &,
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1.7 RERMR—E
T I X ¥ /N R R iEERE 30mg

— A& LHORRT77 2 RKINY FI77VLRT GEGFHEER)
& FR
FEAL | @QF0moBER () DHLDOEIER
DR | | Frapilin: £ R O B & 5 Z ORI 2ok | kil SR
H B e, 7
N . - FT747%
%, O H AR
5% L 5% s N .
I FFHsEERE, | 2V 2T FI4TF
TEJE S —PIET —ay
— U BT
S EAR, I
: B BENR M, &
W | LI | 098, W | RECRRR, b R HE. T
nwg, 1| RS, MR
W, R, T | 1, B, PR | ek WRMEBEPERG O | M R
#i M IR, 7 LY
— : F—pERL. K
it %% WA, 5
H FER%, ok F. ERRIE
LA, NOZ% Wfess | TR MR | EO. W | AR
W - 2
- E— — R B, TR | HHE. W
S php PEG, RGa, (=N SE.1ETY 4
® UK, B
£ REPE | W, B | BUE, WRUE. | SR,
— — ® 5 A RHA
132354 Jifi 7K e S
R LERRE, | T L5 TR
LRI, K Z o E R MIE, K | i LR
— RPEVZIE, (MG | AkmEse
A |8 g R R s e PO FEN KT | I, BER
i e v UG AME | B,
TNT I
PR % MRS TE, P W,
Hhe R4 RSN
VN
Z ot FeE, TEEE | AL ORI ~
B, R | B, mim
W, CK WSS R Y
(CPK) k& | v AIMAE
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1.7 RERMR—E
T I X ¥ /N R R iEERE 30mg

—fi&HY 9 aKRAT 7 I FKAY FIo7YLTT (GEEFHEHBR)
A

AL | 2) & mEH A ORI 25 5 2 tHERIR

DFEE | BRICEB T 5 7Rl R DL

5%L k- 5% AT A ARE
1 3% FDP
mn, AT-3 3
A, BEFEME .
B NIRRT
73
J ik AST (GOT)
k5, ALT
(GPT) Lk
2 vyLe
Ul ER
Al-P B,
LDH 5
B ik IVTF=
k5, BUN
&
Wikgs | O - EH, | B
T, AN
%, {EHK
& BiE DR, sk
&
Fstihn SHIR
R
T B DX R,
REENR
Z DA NHEEZE, NHEE
I, KW, U
A VAR
%%, migH Y
NI}
B a—

KT, ik
BEWEA, M
B~ T2y
7 AET
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1.7 ABEMR—E

T I X ¥ /N R R iEERE 30mg

—ARESE TR LOBRKRRT 7 I FKHNY FI77VALRT GEEGFHIEZR)
FRLEDIE |5 BBHE~DORE 5. HnE~OHE

A T, AFEMENMETLTWSZ En
%<, BWERRH b VW T, R
NI EBRICEET D2 L,

6. 5w, Ehm, RIFmE~DOEKE

(1) #E:47 SUFHEAR L TV D REMED & D i N IZ
G LW ENEELY, HgaEitz
e EBIRENH Y, £, 3R (7 v
M) TR EE ST 3), ]

Q)M ET LA, B PIES
w5l [Fitfichowmansd 2 EnmE
EhTnsg, ]

7. NRE~DEE

(1) A RAIE QN BOREIR OFEMR, FLIE & OY
180 AR |2 69 2 At DO FTEEME RS & D fF
AR, &R OREEOEE K
HAERER, FraR, $LUE, sl Xashiic
St BRI L TRy, [ TEER
HEAERER] OHEB]

Q) RGO U v~ F IR B OSE K
AERER, AR, ARXIISRICHT 5%
PEITRESL LW, RHBAKRER, Bt
Wzt Ui B ER 2 220, FLIR, iRz
*f LI ARERA D2, ( TEERER
FEE] OEESH) ]

. ERALEDEE

) FARLFE « AFNIIAfREECNCHE T 5
N

Q) AN : HANESICH - > T
TROBRICEETHZ &,

D) AN S0 2 S WA IO BN
B/NRIZAT S 2 &y [R—ERAL~D R AE T
TRV &, FRCRHAERER, #iAll,
IR, SIERR/NRICIEEET A Z &,

2) MR EITEML A WET D Z &

3) TS ERIA LT & &, W& TR 270 [
WM& S BT E LIS 2 E, BT
EMATHERT 2L,

4) CERERILIC PR, T 5 2 L 13 5.

— R S R I AP RE M R LT
DT, BEOIRRERE oI BlE Lan
OEECHRET DL L,

6. it5m. Pk, RIEE~DRE

(1) KA OUEYRF O£ 512 BE 3 5 2 PRIk
ESL LTV \WD T, i XAFHENRE L T
WD RIREMED & 2 i NTIFEE G- L2 2
EERFAIET 20, RUEETERG TS
AR EoF SN famrt 2 kil
LMW SN SEBICOREET S, [
F % =8 C O A BT R OV AR 7%
FEAEN N AR OBEREIC B3 2 3 BRI 5E
MEESN TRV, F Lz A= ImiE e
FAICETARBRICBWNWTA T 7V A
TR iR S 2 RSN TER
0. R CHRM M B RS DD K O
& E BB BFRO N TND, ]

Q) TI T ORI T DL AT L
TWRWDOT, BB GT 555
IR e IEsEs 2k, [B MIgGlE
BAFIZBITTAZ ML TWNA, ]
7. NRE~DOEE
RHARER, FAER, LR, ST
NI RES B2 AT REST LT 2R (fF
JAREBRD Z20N)

. A EDAEE
(1) FaReE

1) BRI X 2R ZITV, B LTV D
LAITER LW &

2) FFRIE & U CAEBEASERAMIER L
AN

N AANITABPRAITH LI, IREL
AN

4) T OWRITFSC N TEHT 5 Z &,
F 7o, HRBORIRT. MEBEROBZ
NRHHOTHEHA LN &,
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1.7 RERMR—E
T I X ¥ /N R R iEERE 30mg

— ik E 4 R

HORAT 7 I KK

TIO7VLTT GEGEFHBR)

FRLDEE | 9. Z0OMOBEE

KEN R G LI/ET > b, KEIZRE L7
WHET v h RS 25, N
BN OV A R T- & OMENRH 5 Y,

DIET

() 5

D) AR O G IZ s EOR E L, S
WL, BIRRKEREIZ LW &,

2) Al & DIRFEIZ L 722 &,
(3) e 5HEE
1) FiEI#: 5-kRf

T - HEIZB#ET 2 H EoEE )
DILHRNHE - T, 45 BRI, BT TS
THZ L,

2) 2 [61 B DA RR D% G- l¢

BT O HREZEE OFIER N REL L 72
Moot THiE - HEICBhEd
HEH EOEE) OFEICHE- T, 415H
PLENTTRET B L,

9. FDMDEE

KRN OG- L H A7 7 L~ THUEDR
B L OBEMIIRHTH D

BRAAXEDE | 201343 AT (55 13 kD)
R

2013 43 HekwT (B8 1 /)

w # -
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0000000000000000 wTE (F)

2014 @ AERL (55 1 1R) AAEAE R i 0 75

B2~ 8T L TR

FERRHARR © H1AE 2o AR

EMERNG, MR NFEEER - KWSOLEIC LY BT LS L SE LR

MEMERS £ MEFICDS2E./ H O—F)LHF BREBAA

A . .

N7* v VKA R E30mg

MabCampath

TPULYART (BLTFHERR) ®E SANOFI \;

1. A4#E, BRBCHANETE 3 ERERICHL W | XTX ¥ 2SI NS Ome

T ENBEMEBO AR+ LB - BRE w RANERATE
HOEMDS & T, AH HEY) &I S h BEH i Ui AT MR o
EOVTOBRET BT E, 1o, BRBIAICE B 00187
iIb, BEXEIZOREKEICEIHROERMEZ T LA ) v 2 02mg
ABAL. ABERTHORETHIL, o |V EAEAY 9 02mg

2 ARIDBRSI LY. EIE. BIRE. Ff. FFRERE, e T T e
5. [REZEEZDinfusion reaction® % 5 b h, s Avl. pHIMA
RECE->HEFHHE SN TV D, FARSH MR | me~EEEOBI DT A LAGE R 51
IFBEZIERCE=ZF4U 2T L. EEDinfusion pH 70~74
reactionz8® 5 W -5 E IFE S ICAFI DR 5 % th BB 09~11 (HISAEFAHRI T 5 )
L. BYEREZITIC L. [(BERVAEKR ) AANGBETHIRZBHC LD F 2 4 == XN K25 —FIRH
BETSFEALDOER). 2 EELEFRNEE] fag e CRES LD,

RO [NEXEEMER] OIRSE]

JAFDFEICLY ., KEMY > NEROBIH H S
bh, BERTROIFHKIH &L E. REMH
ERICEY, #iE. VML X, HE. FERICK
BREENPECBIRIIBILT 2™ IF H 5, %
oo BERBREBREICKURTICE > LESIVEE
EhTW3, FEBEICEIL > TRPEMNKEZHE
LaEedic, XEBREFEIBEOREZ 28
EZL, REEPROOSNLEEICIBENLLELZ T
2 & [ BEEREXRNZERE] RV [NEXE
BMER] DIRSE]

[ 22 (ROBEICEBELEVNIE) )

1. ARF OB NIE~ 7 A5 v 87 BRIk
HMBE T F 7 4 5 F Y = s OB ERED H
yEa

2. EERBIHEE G L T2 BE

3w IR L TV ATREEO H Bl A [16. 1EiE.
ER. BILBEADOHRSE | OEHSH]

RAY =N T ROT —F 2 7NN 7RSI Y U
WHERE (R L ME 7 V73 7)) 2L Tw5,

[ %hBEXRZ%HF ]
PFEOUI R YE O ) > /3P I

[ BERUVHAE ]

WHE, AR T LAY AT (EEFHERZ) LT
1 H 1 3mg?#HEHEEHE»SH L. 1 H 1 E10mg
ZH SEE L2, 1 H 1 R30mg % 8 3 [|kE H 12
WEHET %0 72720, #&5-MEE» 51280 F TCofkb &
T5, kB, BHEORBIZLYEERET %,

(AARCAEICEET 3 LOXE) |
1L 1HIM3mgk 1 H 1 M10mgo ik H 5 ik#E |
2BV T, Grade 3 PLF®infusion reactionSils |
LN s, 1H1M3mgTid 1 H1M10mgd
#H RS, 1 H 1 10mg Tl 1 H 1 [M30mg |
DA 3 EWEH AGHEEC, FhEnETs L |
. #YT& 2. (Jk : GradeldNCI CTCAEV30IZ#EL %) |
2 MBOBUEMNEA & OB OV T, AR D |
REPEERE LTy, |
3 N—= T A VRO RIS 85500/ LU T OB |
L HITOWT, AR ORI L TV,
4. infusion reaction® ¥R 3 % 720, KRHI O LRI
e 2y I VHR OB E RS T, |
S50T, ARMEGHICEIEREA T 04 FH 2 |
54 2 Linfusion reaction A BIR S5 Z LD B, |

(1)
Page 1




5 RAI DB R SRR R OB R

6 FICSRAE P L L T SRR

BOLNGAE. TEESEZICAK O N =% R
5L,
R3E, bk U B AL e

NR—=ZF A ¥ OUFHERMxHEL 23500/ WL C i % Bilas L 728
FHTB T, A ERHMO$2H3250/ ul Al & 7 o 7oA. i
N—=2 T4 ¥ OI/IMEA25,000/ uLitl Tt % G L7z 88
2BV, IIMEEA325,000/ uL UL & 72 o 72556
o) e S I RIS 5 Z Lo GRS %2500/ uL 2L %
NI/ CE50,000/ L DL _EAC I8 L 723554
WEREOH B THES2 W TE %, 72720,
7 HUL RS L 72556 FEREO B H &
Z1H1mM3mged 5T &,
KI5 2 & B Bk  $500/ uL DL 1 K
VIR 50,000/ 1L L A [FAE U 72356,
ARA 1 H 1 10mg XA RSERE D i v g
N T oOHRTHS 2B TE %, 72
2L, 7HUEAREL 22546, RO
IEHEIZ T H 1M 3mge$52&,
3MHHE | AHORGERIET S L,
N—=2 54 ¥ DIM/PMEA25000/uLLL T TR % B L 728
FHIIBWT, R=ZF A YO 550% LA LiRA L 72356
o el 5 B RS2 2 &0 I PR 0% O IR L
DVNR—=AF A4 AMEIZETE L 7256, IRSER:
OHETHGEZHMHTE 5, 7272L. 7TH
PLEARSE L 72556, TR O BAGH =1 1
HI1IM3mgkd5bZ&,
RIS 5 2 & TF ko B8 O i/ ML
BR—=A T A AMEICEE L2286, &KH) 1
H 1 15 10mg 3 IR D F O v it
WHOMBETHRS 2 HHTE %, 2721,
7 HUL RS L 2= 556 FEIEO BIMGH &
Z1H1mM3mged 5T &,
AH OG- EHIET AT &,

2 |nl H SR

2 ol H 7g 3k

o

i

3 |ul H e SR

SEASRAD N, ARORG2HIET A2 &,
(. EELEANZIE] LU TNEXEEIMER]
OS]

TR R BAE AR b Y R B

ETIRIET B 2 k. [[2. BEGEANEEILOT()

EXGEMER] omZH]

SRS WP R O LTREN [[9. A D]

[
1.

2]

DIEZM]

D ARKI OF5- W 1230 B 2 R TR E LY .
SN 7SR F AP O 5% R b
FHHR100mL TAML TRAT 2 2 &,

DARFNZ, wIhol=ED 1 HEx 2 KDL L
FCHGEEET 5 2 &,

EALEDEE ]

BHEHRS (ROBEICIEEICHRETHI L)

(IO ED D 5 BB T FOMAEDH 5 B E [0
AEHEDQLEERHSLNL I VDL, [2.EER
EAXRRER] KO [NEXZEER] 0HSH]

2EEHNC X 2EBE T TV B EE [AHFHFEEG I
—BEORIMEDH SbPNDE LhH b, 2 BEEL
BEXIER] RO [NEXEZBEMER] 0EHBR]

(3EE T RRAEIS T 0 b 2 BE [IFrhERIRA K U1
IR 2 BB S CEELSE L BN DH 5, (2.

ERLEANER] LU TEXEZEER] 0HSH]

(EGE 27 & PF LT 2 8% DR MHERIC X R
B3I ELBTNDH 5. [2. EREEFRZE
KO TWEXEEMER | 0HSH]

GIFET A VA, ##, & MRIEREY 4 VA DK
LB EZ A 5 8% [RMHENIC LV iREE
B E2 BTN D5, 2 EREEFNIRE] &
O THEXEEMER] oHSH]

2L ERGERNIR

(DIML/NRIRA I BRI A 55 0 58 20 BRI A 03D &
bdZ EdHDDOT, REBEGIZE L Tidelm
WCIEMRAE 2479 2 b B, mERRA 138 5B
MU SH bbb LhnHb, [[NEXERER]
DIHZMR]

CARKIOFGIZE Y, BEELEIESHHDLNDL I L
BHDHDOT, RAPEGAHT. - Ty EYIEICH T 5
TG ETH) L &bz, EHmicH A hxday
AW AR ZAT ) %5, BEOREZ 5 I10BIg L.
REPHEDON A EY 2 ULEZ2ITH) .
[[NEXEEER] OHEHZBH]

GARF PG X D KIME, B, SEE UK .
895, R RS Oinfusion reactionAM SIS S 0]
BEVEASD B0 S5 OHERITHEG-BIAG 1 B LIS
®OBEDN R W &2 & T %, infusion
reaction¥iB® b N7 XM 2 U EEZITH) & & b
2y JERDIMIET 2 T CREOIREZE 5 1BlgT
52 ¢, [[MEXRGEMER] 0EZMR]

(4)E PR O, SR ESE D DB RERE E D & B B E X
BEOBAEEDD B EH. ROT Y b IH A7)~
RHHE DL E AT 5 AN X L ATHBEEO H
5 B IARA & ¥ 59 B3, O R A (OB
DT a—, OB 2179 FERBOREL 5512
BT s L, [[NEXGEER] 0BESH]

(5IARA O GEIEIHFIERIC L D, B, BB, 714V A
SO E IS X 2 I YE R H ARG A3 5 3OS AL
THZEDBDHY, BREFETANVAF v ) TOEHEXL
IXHBsHUE B 2> D HBehiff A L < (dHBshuik ko
BBV TBIFL™Y 4V 2 OIS X 5 %
WHOLbONDBENDED Do AFEGITED. T
T A VA, REEESEHEE e MRERAE Y A
WADTEHEALT 2 BENHD D 5 DT, RAFEGI0
Voo THR T A VA, Kl e MRERE T A VR
LY DOH M R TER L. ARFN B 500w 7 AL
2T T ko T ARG AT EGHE ORI
BMECTEEL. BESREOLNZGAICITEY
RMEEZITH) 2 & [[NEXGBMER] 0EZMR]

(6)55EL, BRSBTS A EDHHDOT, HBHOE
HREfa iz tE ) M 2 BE T 2B HoiEs &
HT L,
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3. tHEEA

BHREE BHRICEETRZ L)

HH LS BRACEAR - F5E 5 | AT - fabRikT-
7 F v 3T EE | R LET 252 | T 7 F YR
I F DFEIRICHED HER | 2 I E DA TH

MEBLL %6121
W) AL 24T S 2
kO

n, F/o U F
X B RGeS
BETE R,

N7 75~ 7 F v OREE IR
HIEDLBENDD
%o

TP ST L OREYRE GA | 388 5 O S ik 8
WO 4V %) 12X BIBRYEFHEIED
WZHeD ERDFEBL | kA D 5o
L7234, @
HEEITH T L,

4. BMER

(EIPORFREBRAL )

TR IHEB OB MR RS g e L
7= E A T AH B R 3R 1 B W T2 4t 34 it 5 11 6
B 6 %1 (100%) I RITER 380 & M7z F R EIER L.
IFh Bk E 6 61 (100%). B, /MR IR AE % 5
Bl (#£833%). Mols, Wik, FE, ¥4 b A AT Y A
WV AR EAS 4 B (4566.7%) Tdh o7z UKFEE)
(B ER PR S BR AR 1)

TR THB OB MR RS 25 e L
7= EAVE T AH R DR SRR 35\ T 22 4 S Alf o 4 5 1123
BIrp12260 (99.2%) CEITERATRRD Nz E R EIE
X, L0661 (862%). FEE9261 (74.8%). HEL59
Bl (480%). WEmH-40%1 (325%) Tdh o720 (FKFEEF)

BIVEH O S B X5 TR0 B Y Ml
LI V263 2 ] PRl R 3B e ON il A B R 3R 2 B 17 5
HERERHIC RSB Lz, B, WIHIB Tl
DR AT IREZICRD 7z OFTHEAH &
L7z

(EXEBIER

1) AR AME (BEEAER) . |FERIIKE (BEEAEA) .

BEED (0.8%). AIMEKEKSD (3.9%). FFHEKRE

2 (14.7%) . A MERK D (1.6%) « M/IMREED (8.5%) «

Il (7.0%). BEKETRE (1.6%) - HEZIM
KA HRHObNEZENHLOT, EM
B AR & 1T, BEOIREZ 15012
BT 52 L, REPROONILEITIX
PREESNI I G- 2 Ik $ % % S ) % WL iE %
192 &,

2) Infusion reaction (96.9%) ---{KIIJE, HEIE, FE#,
WU R, FE 95, AU SRR B 45 Oinfusion
reaction?idh bbb LAHHDT, BF
OWREZ T BIgE L. BErRO LNk
B 3RS 5 2 k5 % 7 L)
RALEZ4TH T &,

3) RPAE (45.7%) M. EW. ¥ A VALK H
W2 X B ERGUEASRBUOUI G LT 52 L
WHHDT, BEDOREL T5I2BIgE L,
FEDRO LN YA IR 335 %
kg % 72 @Y R LE 24T T &,

4) REREE - HOMEEEMEEN (08%). HCOR
EEVEM/NRORAIE BHEEAEE) . FRAAS Bk
Al EARW). ¥ v N —JEfElE (O
FEAREH) PRk S P R 2 SR 25 O
FEANHT) . B R ek 1 T CBIEEANH)
EORERENDODLDNLIENRH D, L
CICESsER RESNTVDEDOT, &
HOWREZ THICBIZL, REIROLN
oA RS S 5 2 k5 5 7 L
Y@ a217) 2 &,

5)IEBRHIREREE (BEEAER) - 57 A S e 1 7
HOLLNLEILEDNHY, FECITE - 7IEH]
LPWE SN T VB DT, L H 7
RO REMAZ T 2 &, BEOIRER
THCHBET AL, REPED SN
BliEH IS 2Rk L, EaE (4
PACIE . WRBR MLE (G A S5 o ¥ 5. &
Wis) 2479 L &b, ERAEET S
THREOREL THICBIgTs 2 L,

6) LEEE--- 9 o MM OAE HEEAW)., OiiE (O
FEARH) . BRISRIRT GBEAH) Fo.lkE
ENHLLNDLZLDBHLDOT, BEDIR
BaToIlBlgL,. REFRD NG E
WAIREE I G- 2 k3 5 70 L) 20 A
BxEITH) T &,

7) - BEFEA WL GHEEA) . B GEEEA
W), RS (08%). i (0.8%) %
DEEZ MDD SbNDE I ENHY, 5
CRESTEMDHE SN TE0T, B
FHOREL T8I, REIFZRDOHN
oA IREL I G 2R ILT 5 7% &
Y iE %2475 2 Lo

8) EITH L EMREMRE (PML) (SAEETREAE) -7
YL B EME (PML) d5bh s 2
EWHY, BT E S EMD G I T
Wb OT, ARG R R OHRGHETHRITE
FHOREE T8I 52 Lo Bk,
FRAIRE S RRBUEIR (FrRRBE. DU B RRE) |
SRR ESEORIRY D S b BEIid,
MRIIZ & % {535 Wi K OV B i 4 % AT
JLEbiz, EGERIEL, @Y R LEE
192 &,

NBEFRTVAINAICKLPBERL. HFROMEE

(BEEFRBA) BRI % A )V 212 X % BIERF % X
B ROBEIZL AN HSbIND
LB BHDOT, WHERERAMSCIHFEY 1V
AR—=H—DE=F) VT &) 2 L BE
DREZ TITBET LI L, BEDPED
SNEAEICEES 2HRIEL, BHITHY
AWV A % Be 59 % 7 & #Y) 7 WL % 4T S
Z &,

(3]
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(2)Z D DEIER

10% L E | 1~10%Ki | 1 %Al BHEEANH
HERRE WA, | I, B | M E e,
Ui a IR, DU | SRR B | AR
fEE il I A
BRUR®E JRICEE AR JR
EE NI D Ny
PERER . B
JR PR

—f% - &5 | EE EH | M. 4 2|2 M N K| R,
BEERUE | 957 TV W | IE, FHE | AU,
E &R DR R B e | FRGSERALINL | 332 AL R
RE JIEs B | . AR | 4. AL

B N, | A TESER | . Ko

KR M| AORLBE PAE R

JE, T AN B BB

SRR JiE, G

£ e
ERPRARZE RERRAD, | N7 b 7o | MR FEN B

REHM, | € v@d, | BE LER

A A IR RE A A | B

a4 VA | B, ALT

APy k. | (GPT)¥gh.

LDHE N, |7 v 7

GG = T ANV 2

B AST

(GOT) ¥4,

ALPHS .

M ey v

<L)l
Z 0Ot R £ | B LA

AN =)

V¥ VIAE

10% LA E | 1~10%Ai | 1 %A B AN
BRLEERC i g%, IR | RSP S, | MEDR S, AR,
FERE e, AE | BIEEEZL, | HEE. A
X gk, bBA | EY i
SRR T N
%
B, B O F AR | /3E
RUEHEMAR T 7B
BHOHEY fatkvy o3
(BRARY i
Ry—T%
&)
muERGY FEBVERE I | ) OSBRI | SRR A N
CINREE BRIRAE | A, SRBE, | SEEL AL
A | A, ) o8
e
REROE | EGEE (KA LIy [KF Yy | LB K2 Y
BEE ZMAE. B | 2 IAE v AME. B
Ky K7 v PRI 5 I
73 VIfiE
BaEE RgE, 9D | SEELIRTE, | BEAE. B
. IR ARIRAE. A |2, ZHEA
HAAL Gx. PiRE
HERES | B FEIE O F | SATREE | EELES. K
AN 3 HHE YA
SEIEE, K b=—. A
RIS W, RAYE
— 2 —ua N
F—. KRITH
Hw
IRFEE AR FBIE S, | AL 4E
DIEEE IR LB B, | By,
o= VOB | IR TAETRIR
MR 0k | BelviE. L=
PN, -
ENE AN e
mEEE | RiE I, JIIR=SEA NN
L REVERE I,
SRR I
13ThH
IR ER. B &I, WBk, | SR, W | R B, 58
R Ut T HES WA PO IR, | P
fEE Mo, I
TR A
Ty EENR
SHAN P,
TAE DK
JE. Lo
{h, kX
TEPE N
BIBEE MRk B, | TN B8 DR | BN A L
T W HALA TR, | v AL TEN
R R | B gL, | AP
1T RZ S
iR
B 2%, B
ANl
BEEROE | Z)HME. | ZE. $ | R | K% &K E
THEBEE |2, % | ALOBEVE 2| % BRI
% B BT[RBT L
M. FLHE |V F— PR g

% 2 M
WA BER .
BEARE 95

5. mmENDERE
— RS T AEEBRSIETLTWwA DT, B
DIRFEZ TH I L 2 S EEIRG 52 &,

6. 1%, ER. RILBEAORS
(DI fa SO IR IR LT 2 B0 B % It N34 5 L

Bz b, Tz, WIRT 2RO D 5l AL U878 —
M —ICEY) AT KO RET AL, (B
FEE (PSS VAV 2oy 7Y R) IZBWT, 2k
REDICT RO - BIR#HEEDS RO LN T WD, T2,
HIREY (PS5 v ATV 2=y 2w A) &S5 L7
REET, AKADORBRB~OBITROIEEOBHIL ) > /%
MDA D STV 5]
2P DIFNCHEGT A1 RAIFRG R OA
O I 2 Z R L Rt 5% — e M iz 2
s, [BWER (VS AY 2=y
YT R) BV T, KA NOBITVMHER S N
TWwb, [ EYEEE | oS

7./ NREADERE
A RER, FralE, 2L, YRENEICBIT S
LAV R AR ST v, [l RERDS %
V]

8. BERE
BEEGICL), EEORKA, KINE, Bl oFRB
BEREL R 2 MG SN Tw5, 2B, A#l%
AR E T 5 BT ST e v,

9. BHEDIEE
(1)FAR 7 %

1) BT AAOMBIIREF Y ER Yy PNTIT)
SENEF L. BN AKOFEO KL INA T
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VIR A& TR TR vh, BHBEAEL. B
TWRHNEZDONA T VI L w2 &
2) FA SR -

OARF O P 5\ T TR & TEHHE TR E D,
SN TSR GBI LE5 % T N
PEFESH100mLTA R L, F2e BRI §
bo TNSHDBHEPIITOFRIZIT LRV &,

@QARKNIIRE S LArnwz L,

OARF ORI K OHHEIZH 72> Tk, T4 B
AT AT B EHEEIT) 2, AFH
PSEZJE SRS B i 72 A, BB AR
TEL) 2o

OARIBREH ZEHE LTV ARWED, HiRkE
SEFLUINICHH T A Z &, B, Kk %
LEZTHRAETLHEIZ2~8TTHEHBL TH
pa ab N

A D 7 B 5 K OV AR D FR L # 8] 12
RIS HZ &,

(2% 542
ARANTAEEIRAE G- & L 2SR Tb I &,
(3 5B
D FEHH & DOEA KRBT ER L TWirwnizn, il
AEDORFIIZL VWS E, T2 MUMBTA v %
F A TlH & IR ISP G- L e w2 &,
10. ZDMOER
WMIEOMEBYEY ¥ 8RR EE 23R & LA I
MERERICB VT, ARIEBEI33FIH11H (83%) TAHIC
Y B REAPUASRI S, 209 b 2 Bl TRk
DIEBDFRDO BTz,

[ EYEhEER
1. MEFRE
HARNEE) > 3P I B ISR K] 3 mg % FliGH &
& L C30mgF THiE L721%. 8 3 mkgH T30mg#% 1218
W RARERIR %5 L 72 BE o, 30mg ) Al B OV e i 4 5
B O PIREHER R R BB ST A — 5 ZU T O
EBYTH o720 RAIBOMgD ¥ ¥k 5 & fR i He 5.5
2T 5 ECoe AUC, M Oy, o 880, i3 ONIZCL
KOV DA D880 67z,

(ug/mL)
30 —O— W%
—e— WG (ug/mL)
25 - (U ) 259
r W% (KR
20 2
15 \ 15
10 14
5 05
0 O ) 0¢ ] )
0 24 48 72 96 0 24 48
e W ) (hour) P (hour)

7 L&y X% 7 30mg D AlRG- K O i G-t o ML il B — g 7' a o b

T LAY A2 T30mg DY BRE NS X — 5

Chnax tmax  AUC,., CL Vi 2

(ug/mL) (h) (ugh/ml) (mL/Wkg) (L/kg)  (h)

Mm% wEBER 5 5 6 6 5 5
S 12 2.23 144 3547 1241 3313
A 08 0.07 10.7 37.70 0677  24.06

PG wERAER 4 4 4 4 4 4
By 178 340 773 0.93 0.155 1852
BEEfR 2 106 1.74 592 041 0.043 1414

[ ERERARIE ]
1. EEE R XER R 4"
TS T HEIBYE D BYE ) & 7Sk w3 2 b 512,
EIP9EE T A ERBR 2 920t L 720 Z8%031333.3% (2/6 %)
THY, WRKIZEERMA 1 B R TSRS H 1 BT
Holz
MBI ZUTFBE Y S IR IR BRI L Y A VB
1~3LT Ay ThLEH
2. BHER IR BR AR IS
M7ZNVFSE Y B ATF VIZEREELD T VF L
LFNC X B EBIE A AT AMMEY X E i
BRGAT, WAVE TAHRER I L 7. BRI
333% (31/9361) TaH V. WiRiZs2&ZE%) 75 2 Bl
(22%) Fe TR 2850 2%2961 (31.2%) Th o727,
27y 7Fua Il HETE T 58D ok
H L 2 R Ao 68 AR R & FEh L 72, 28
®A1E333% (9/2761) TH Y. WIUTEERR A
261 (74%) B USRS ZE3HI7 Bl (259%) T - 727,

[ b ]
AFNZCDE2HFICHE AT B MLE 70— FIVHUET
H %o CDS2PUEIIBMING, THIR, HER, ~27w 77—,
FFaINF T MK EEY Yo IRE (CLL)
HIZ B L Tw b, AFNTEMEY v A A o
KA OCDG2HUEICAEE Ly PUMRAEEMINASE (ADCC)
W & MR R RIS 5 (CDO) 6% 4 L 7= Ml i
fFaRlsEEzoNTnb,

[ HZIRAICEEY 2 EEEMER ]

—f& T LAY AT GEIET-HERR)
Alemtuzumab (Genetical Recombination)

A HB:T7LAVARTIE, #HETMERRE MEEZ S
O—F VPR TH Y. T v bhik FCDE2BLRD
A E DL EER. I FgGlo 7 L — 247 —
IEHBOPEEHI R b, TVAY AT TIL,
FX A Z—ANARY —PIREMABIC L ) EES
Nb, 7LAY A 7L, 214D 7 3 7 Wik
oL (k8 25T L4007 I 8]
BWHREPORALHE (y 18H) 20T 00k bHEs
YN (TR R150,000) TH D

[a ]
ImLx 154 7V
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[ EZEk )

1) #AER - BEEAEEE Y IR R E BT 5
I A R kB

2) HWNEE: 7VF S VBT AT VISP
DT NEFNMALHN L BEWEE AT 2120%Y v~
FHIS R 12 38U 5 A48 1T ARk

3) HWER: ) T Fu s bEEEY AT HE
P ¥ SVEE IR B E BT B s e T A B

[ CEkEER%E ]

FEHRICREEOHNERICOE F L TH TRICTHR S v,
77 4 Rt

-tk ry— MK

T 163-1488 HUHRH i X 1a 16 =T H20% 2 75

7 =% 4 %) 0120-109-905 FAX(03)6301-3010

SUEARST ¢

B/ 71%RXE4t

T163-1488 REHMHBERAEHE=T B20%E25
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1.8 BRI XEE
T I X ¥ VN RmiEERE 30mg

2. FIXE () O THEXIIHR] . TRERUVAE] OFRTERML

2.1 TohREXIIZEl (F)

DI e =N IIR

2.2 EREIRAL

2.2.1 1M v/ B MmfE

CLLITEREZEANTITRREL LT 5 28 S 2 IR A AR B U VBRI OB (IR T 0 |
MR, BHEOY 7 SHlRRIZ Z 0 K5 2l I THEICEET 2 2 &I k> THIET S, CLL Tl
WD U o EREANEE 5,000 cells/ul LA & 72 0 | CLL MRl TRy 22 o R A (CD5, CD19,
CD20 KX CD23 Bittk) A ord, F7-, 7T LAY AT NZEOMER) 4% CD52 & CLL fiaIz & B
RFELL TS Z EBRHEShTNBY,

CLL IFFRKFEE TIEA TR B BEEDOR VAT TH 0 | RAEMBEEIZHD D CLL BEHEOEIA X
#120~30% T 5, —JF7. BCKFEE & L ThAETO CLL OIRIERE 13450 TRV, AFfick
IF % CLL D3EEEMEITAER 10 HAH T2V 027 A TH Y BKDK) 1/10 TH 53,

CLL OFIEJRIKLHIEME T IE A Th 528, BURBROBREEALFWE, TV MEH, HD 0T
ANVALEDOBHEIT/NE SN TWD, £72, CLLIZECK TR B Z < AHN D5 HIFE TH DA, AFH
EELHRMET U7 TIEENT LA LN & KREASBE Lz BARNTI T 2 FAEHEL RN 2
ED | BRENRKT X0 b, BEHRFRROBGSHERN ST\ 5, FAEIT 50 Ll EoOEi#E 1%
<. 0MEARMOFEHEZ TORIEITIT L A LD LR, Bkt 1.4~16 & BrEICE\W), CLLD
BRI BT IE, W R & IE 5 M BR DD & 5 BRIR /85 A — Z |2 HS\u 7= Rai 298 & Binet 4y
RO, W20 80%LL EOSEFI T, ERARFHIZEL (Rai /0o 0 #1, Binet /5%ED A H#)
B END, RURT LB, W CLLITFEE 2B A - &0 | AFHIRPIREIL, Rai 5% T
XOMITL0OFELLE, T« MHIT7~94, M- IVHITS54, & L <L Binet 5%E TIL A BT 7~10 4%,
BHIT5~74, CHIT2~54TH %9,

Property of the Sanofi group - strictly confidential Page 1
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1.8 RIXER

< T ¥ v /AR SiEREE 0mg
£ 1-CLLORHHE
Rai 448
R A i S 7FHARM
Low Risk 0 1) BRI N+ >10 %
Intermediate Risk I 1) UNETEKR 9F
if LS 748
High Risk I Mm (Hb<11 g/dL) 5%
v m/MRE 4 (PIt<100,000/pL) 5%
Binet 48
R A i 47 HAR
A 1) 2 BRI >7~10 4
B 1) 2 REEKRSEE 3 AR 5~7 4
C Hb<10 g/dL XI& PIt<100,000/uL <2~5 4

«L 1) Ly EREREMIE, WHO/IWCLL [Z4ELY, 1) 2/8Ek 5,000 /uL LAk E 7= B #1842 5,000 /uL L EZEWNS,
<2 TEER) L RET, PR RET. BEEERY /RE, B, BO S AFD S5, AaFAERTLAATHZ S,

2.2.2 181 /A MR 0 AR

CLL DIp#ITIFEAIE L CREOGEITEG R OB A B2 U, Wi ER LIEEE L oo & &I
BAE S5, TRRIMEFRIENERTH Y | FFTHERE & L CORSRBIRIES, 164 HigL7oiE
AR S — O BE TITHOIL T D, CLLIZRCK TR A CTEBEEIZA LD U /S ERR IS
DOEDTH DN, AFRTO CLL BEIIIEF D7 TBFMIER RN Z LT K TORKDE
IHESDOIRIEGE 2 251 L UTHOIL TV D, CLLITAEFEIEO A TR 2155 Z LIXREETH Y |
RO ERBANIHRZA LR 2 b o —b EHEAFEIR M O REFHR OLER & 72 5,

CLLICH§ 2 bk LT, BKTIZT U X7 LA F R7Fus (LR, 7V 7)hrs) <
HHINETEL ) VBB ATV (LR, ZAVETEY) R0, TLFUEFITH D chlorambucil %53
FEEIRIRIE & L THWOLILTW D KO CLLIEHEIZEI T 5714 R A > & LT, National Comprehensive
Cancer Network (BT NCCN) #ROMNAZIFEITA K74 B0 | Fix OIAICZ OO LD HESE
ENTWDY, LaL, BISATHEARENICBWT CLLOEGEZA T2 AL, FAFxTer, v7
BARATZ 7 IR, AT77V LT, AV FLFE—bF A FvA T CROAT A RIZREIN
TW%, NCCN T A R T A LSRR S N T D EHI D 5 B AHK| (7 LY X=7) X chlorambucil

Property of the Sanofi group - strictly confidential Page 2
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1.8 Rt XEE

T JX v /R EiEHEEE 30mg

VX~ NRUBTLAFL 7T RV EVRONY NAXF N AARERNTO CLL O 2 B
LTELT, A TIERCKIZEE R TIREO BRI HIFI D Z W TIZH 5,

2237 LLYRXI TDHEH

WEIMT BN C il S AV 3 - HHEM: CLL B L ORIAHR CLL B 2 55 & U 7o BB AR M
OFERRR SRR A DI DN TWAE T LAY A T ORI TO L B ThH 5,

TNETE DT X IALANS X 2 BEIRE O CLL BF I3 LT, BAFRBEMERNFES b
[Module 2.5.4],
RIBFROEITHECLLABFIZB WV TS T LAY XA~ 7 O—RIGFKIZE T 2 H 01D 7R 472 [Module
2.5.4],

RIGFEDMEITIE CLL BBF & %14 & UT-BIRERBR IS 38T D BIVRARMT OFE B, Yetalk 17p KL X1t 11q
KRKRFEDOTHRARARRE T E2HT 2 BFITEBT DAREIOAH DR 472 [Module 2.5.4],

Infusion reaction (FEZA, HEFE, HLLRE) | BYYE, MEEMER EOFEFERGOBBUTER N LE
TIEdH DM, CLLEE DIFFEIZBWTHRRE LB 2 b AR e 7 1 7 7 A V%7K Liz[Module 2.5.5],

CLLEE DU » RER K O O D SeiE Ml o> CD52 IZfEA L. HUE M G =T e M O iR
RIS EIRE 2 U CHIIRAR 2B SR T B2 6N TWD, o, A b A VEAFE
RT R =2 (Miflast) OFFMEM &I Z LA HE STV 5 [Module 2.5.1],

2.2. A NEE - MR DEEEIRN

BIRE - IRILT LAY X~ 7 OEWNAORFIRRERE RIS ERRE Lz, AANL, s CTESH
7o BEIGHE CLL [ 2 5t 4 & U 7255 T ARBRIRRRBR B ORI CLL FBE 2 xh 4 & U728 AR ER AR RBR I
BOWTAHRMER V2N HER S, TMBMEY o MEA MR Z2EIE & T35 &KRERE L W5,
LUTIZZhEE « 2R OR ERILE 7”7,

AKFND 2 ROH MAHERARER (125-005-C92 5l J ) 125-009-C92 3#k) Tik, BEIRIRD CLL B3
56 4 &%t & LT, MNFHERES (IRRP) DORHli T 428.1% (9/32) K% 1133.3% (8/24) D
it =R H3FE D 5 7= [Module 2.7.6.2.8 & 11 2.7.6.2.9],

e < CAM211 3B (FCk C/RGRHGET 5 72 O LERER & (AT S8 THEERRER) Tid,
TIF AN K DIRRER S D 7V E T 8o RGN T o7 CLL JBHF & KU, KA Z 2
Fe O ZWED G S AL7z, Z DGR, IRRPIC K H3Hli CORMFEHE (CR+PR) 1%33.3% (31/93) Th
oz, FEEMICEHL T, AEFLOZL IIVEHRERICEE L, BEIPHEETH -7, Y
JEZEGDAERGZOBERIL, AR L0 RN RS B oM 2 iiGR O GIEN 2 R %
KL L7V 7 a ZIRE TR HALTRE R & [F% T o > 7-[Module 2.7.6.2.2],

IS ORI RICHE-S & | FDA T 2 ARAIOFFARBHREN ThI, [7 L% AbAIO#
BRSO, 7T RN B B HRMERMEY oM E I OZhEE - SRS T, KETORER
Z 200145 AICHUS L7, —J5. BN CIIRGRHIFERIC, N EELEAT (EMEA : 4F) 725 30
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18 R XEE

T T ¥ v U\ R EiEERE 0mg

mg ¥ 3 [B % 5RO FEM 2 S B REMEATRE SR Aok O Diio 72, BEIRIRO CLLEFE 25t L L2
FARG AR RER (CAM213 3ABR) D pkfE[Module 2.7.6.2.3] 2 AR A ARt BN L. 2001 4E 7 A2
KE L FEROZIRE » 2R CHGRZ HS LTz,

FRUARESIC, RIGHE CLL B 2515 & U CE SN HIME 7 > % MEIiksiE (CAM307
HER) 2BV T, AL, WS COREREISIEIED— > T 5 chlorambucil 12 b~ C S H T A 77
B  OMIRE £ COHMICB W THREIZENL TS Z RS L7 [Module 2.7.6.2.4], Ak C
RIEHE CLL BF 1T W TH LR R OEEDR R SN2 LD, ZOMEREE EEIZ, RIGH CLL
BT 2 20HE « BV RO BEIEHERAKTR m#ﬁbm\*lfimmﬁgﬂ_\&Mﬁiﬁﬁmﬁ
2, BaAERBERG L (R2) .

x2- RKEIZEWTHESNI=2EE - IR

%K:};Sb\’(ﬁkm éﬂf:ﬁ‘ﬁ /;jJ%

Indication and Usage

Campath” is a CD52-directed cytolytic antibody indicated as a single agent for the treatment of B-cell
chronic lymphocytic leukemia (B-CLL).

"1 . Campath) 13 KIEICH1T % alemtuzumab DRFEL TH 5,

AFRIZF W TIE, 2007 4F 1 H 22 BB S A7z T8 11 [BIERAGR IR A RERGT =) 20\,
[CLLIZK L CEE Lo AR H Y . RINIRRZ AT~ &) L oRFRER RS (6 111
RIS FH RS WG #h &) | SIS & | BAS A ERE M REAE LY, CLL
(X D BRI OV T ORI OEFE &% 1) 72, £ Dk, 2009 4 1 0 AA ABEIRIE CLL BE &2 x5
ARIEDLZ M, FANMEROEWERE T 07 7 A NV ERETHZ L2 AN E L2 1 HHERRRER
(CAMCLLO7709 5%) 4 %kt L7z, T ORBRORR, B ARG CLL BF 2T 2 FiFRIT 33.3%
(216) & BEBRE T 22 WSS O BETERR G OFRBRAE & AR OFEREZ R L, £z, Zaethizon
THARREBERTH D Z LRI NT-, £z, HEWEHRBICEI T2 CAM213 35k & D iz is
T.HARNESEAN & O T AFIOEEREIZH 52322213700 2 & LR S v7=[Module 2.7.6.2.1],
FRomy . BARANOFME *A@&U%%Eb ZERWT, AN ORGE & 8 L2 WFERBE 5
NIz Z e s KE R OB T ORGEHFE IO D ZBEEHR O CLL B 2 x5 & U 72 R BR
EINZ T, ARHTHEGE mﬁé_kkbtoﬁk\ﬁﬁﬁi$@%d¢%ﬁ%ﬁﬁkbt% BRI
FhE LT, BEIREEINC I T D i 2 45 2. CAM307 iRBRORkAE & N % T, KIRpH CLL B
bR BT EDIIKRHFEEITH 2 & & L,

UEDZ &G AHFEICRT D406 - 2RI, KEROEIN & Rk HMBMY MR ME] &

=

Aax A L/7LCO
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1.8 BRI XEE
T I X ¥ VN RmiEERE 30mg

HEHTR . FEOBRRICE T 2GR O R, A TORMREHNT DIV TORWARIAHE CLL BH 136
KL, TREXIIPR] LI FICAE LI,

PR ST EHRIEDEYE Y /S 1L

2.3 &3k

1

Klabusay M, Sukova V, Coupek P, Brychtova Y, Mayer J, Different Levels of CD52 Antigen Expression
Evaluated by Quantitative Fluorescence Cytometry are Detected on B-Lymphocytes, CD 34+ Cells and
Tumor Cells of Patients with Chronic B-cell Lymphoproliferative Diseases. Clinical Cytometry.
2007;72B:363- 370.[& k& 75 5.4-3]

2. RIS, BMEY Lo MWEER MR, BT —T % A NIRRT 2007: p347-349.[& £HE 5 5.4-6]

3. /MRS AR, REFiCZ, IR, AT IT 218H Y o SHE i O Rt R IR i
1990:31:554-563[ & £} 75 5.4-7]

4. Rozman C., Montserrat E., Chronic lymphocytic leukemia. N Engl J Med. 1995; 333: 1052-1057.[& £}
7% 7= 5.4-10]

5. NCCN Clinical Practice Guidelines in Oncology, Non-Hodgikin’ s Lymphomas, Version 2, 2012.[& £}
#575 5.4-15]
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1.8 BRI XEE
T I X ¥ VN RmiEERE 30mg

24 TRZERUVHEZ] ()

WE, AT LAY AT (B FH#Z) & LT30mg/H A 3R, 1 ABEIc&ET 2 (R
H¥G) o MlEgGR LN T B LU EREE L2 RICHBIT 2561213, 1 HE 30mg/H ICEET 5 %
TOM, LLTFTOFIRICHE > THEZEHET 5, AEEEOHMZ 30, Wb 1 H &% 2 K
I CRIEFHET D, BGHIRIE, AEFHEOWM 2 &0 1280 &35,

Wik=x B2
o BHEHEIIT LAY X~T (GBI ##iz) L T3mg/HEL, HAKET S,
® 3 mg/H & 512 L % infusion reaction DT L—R2UTOHAE, #EEEZT VLAY AT (Bs
ﬁﬂ?ﬁx) & L/C 10 mg/ HIZH &7 %, 10mg/H IZH &%, 7 L — K 3 LL_E® infusion reaction
WOLNTGEAITIZZ L— 2L T ERDLET, ZOHEZHEAEREGT 5,

® 10mg/H& 5 J:éinfusionreaction DT L—R2UTOEE, HEEEZT VLAY XA~T (B
TR Z) L LT 30mg/HICHET S, LIFRIZZ o &EZE3F, BHEET 5,

Property of the Sanofi group - strictly confidential Page 6
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1.8 BRI XEE
T I X ¥ VN RmiEERE 30mg

2.5 R EIRH

FRAEREZ, AR OWINZ BT 5 ARHEHAEEFRNETH L,

WM B W TR NI M S 7z, CLLABFE KU ERT X U oV (NHL) BEERG L L
o5 T /TR B3 353808k 125-001-C91 3Bk, 125-002-C91 3Bk & 18 125-003-CO1 ik BRIZFH VT, &4 i 3
MG LA (Batf& 25, 8, 25 XX 80mg/H) . # 1[EHFG L A ([A : 75, 24, 75 XX
240mg/H) K ONA 5 [a1# 512 A > (JA]:0.5,5 XX 50 mg/ H) 235} & 417z, [Module 2.7.6.2.5, 2.7.6.2.6
R 2.7.6.2.7]

FE 3R AR TEME] (B 50% UL EOUGENFRO HAVIZAER]) 18 D 5 b 15 1Ll 3 [Al#
H LU A & fEt Lz 125-001-Co1 3BRC, 7%V 3430l 5 [Fl# G- L 2 A & fst L 72 125-003-C91
R TRDOONT- D ThH o7z, B 1ERFKE LD A ZRET LT- 125-002-Co1 3B T3 & a1 338
Loz, E£72. 125-001-C91 #ABR Tl 25 mg Dl 3 [ 5- % 321 7= fEf 0 35.3% (6/17) T. [A]
U< 80mg D 3 [El#5-TIi% 25.0% (6/24) TEMIRD BT, 7215 125-001-C1 #lERIZ
G 15 B 5 B 12 BIA3, 25 mg X1k 80 mg D 3 [EHE G- LT A TR Eﬂf:%@f“i@oko

—J5. AT < 125-001-Co1 #ABRIZB VT, — H & 80 mg LA b & ClI Mg DA R Hi
7o BRI, BeERMARICZ L — R33NI 4 Lrolo~ET B E Y, ézﬁﬂﬂ@}k&mﬁl/J\ﬁiﬁz@i

WABOE AL, 25, 8 LU 25 my/ HEEIZHEXT 80 mg/ HRECREido 7=, [RERIC, H&5-BAHEIC
— R3Xt 4 Lo/ EiMi%, 25, 8 XN 25mg/HEECTENZH 0.0, 22.2 KON 17.6% D W #1258
LTz Dizxt L, 80mg/ HREETIX 304% Th o7z, 7 L— R 3 XL 4 DUFFEREEIL, 2.5, 8 XY
25mg/ HRECENZ I 125, 158 KT 18.8%DHERF IZ3RD b/ dDIZxt L, 80mg/ H ¥ TlE 33.3% T
bole, 7b— K34 DI/ IMIBAEIX, 25, 8 X 25mg/HEETEZ£41 0.0, 31.6 &N 17.6%
DHEERE NGRSO HATZDIZK L, 80mg/HHETIX 41.7% Th o7,

INHOT—HIZEESE, BEFORIF S TH - 7= Burroughs-Welcome (BW)  (Hi GlaxoSmithKline

[GSK] ) #hiZ., —HEL L TAH7R< &t 25mg Dl 3[aIRENMENT-Y 27 [RRX T 4 v a2
TELOHERLE L E X, LIBEOS TAHBRRRER Col & Ft & Mat T N SAEMH & & BT 72, £/, b
il 3 3R Tl infusionreaction & & 2 LA A EFEFG (GBEL B, O, 3R, EESE) B <HE
HAL, FEBAMES OBENTEN DIEROFBBRSLHEHIEE N F -T2 &b, B HBRGIIH CITH
B LN OEGET) ZENEE LN EB O,

FREO L D Ak AR T, i< 2 RO NAEGRHER (125-005-C92 3k M OY 125-009-C92 #fk) T
1%, BEVRED CLL BE 56 4 &2 x4 & LC, BHfAH & 3mg UL 10 mg 2> 5 O & &% 721212 30 mg ®
W 3[EHR G217 H LY A U a S 7=[Module 2.7.6.2.8 )2 11 2.7.6.2.9],  iakBi A %1% 1996 4D
NCI-WG A R T A v Z AT R EZ RS (IRRP) IC TR sz, ZOREE, LFL 56 4

(125-005-C92 7k : 32 f51] [1E : fZ #5017 4l % Zrde] | 125-009-C92 7klk 24 f5i]) (245 T4% 4 28.1%

(9/32) }1N333% (8/24) . T70b0H 2D EFHTIX 30.4% (17/56) DEFRFENGRO iz, Z
DORFAEIL, MR TS e LIEBEREOREBICBWTHERMETH L B2 b, 72, Wik
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18 R XEE

Y T X v VR S EEEE 30mg

BROLRVEDFERIZONT S, 7AH T BV 2B T0REFEOIRIREB RN D o T th D Fe 53 el
FIERBENEFICB W COIZR AR 7 a 7y A VERATHEZZ DT,

INEZIT T, i< CAM211 3B Ti, LREo 2 RO MARERARER & [FERIZ, 30 mg O 3 [a]#
HAEATH LY AUPERASN, & LB CIIAKIOBGAELZ 3mg/A & L, #FATEZ2WVENEM
(ZL—FR3LL) BAEELR2TE10mg/H, 30mg/H £ THET D LW HAEWiHAEITY Z & &
L7z, 0%, 528 HLARIL 30 mg/ B O 3EIFIRNE G- & L, &k 128K EGT252 L Lk,
CAM211 3BRIL, WK THRGEHFET 2720 OB ERER LA BT O E TR THY . BE
WZT VX ALANC L DIRFEERH O 7V E T B UG RIENTh o7 CLL BBF 2 %51, KAIOL 4
PR OVE W EDSEET & 7z, ARBR T, IRRPIC L A3l COEMESE (CR+PR) 7% 33.3% (31/93)
N %Iﬁ&[%%%(mm)&%m_mﬁbfwtaﬁ%ﬁ$f%5m%%k%<£@é%\wmg

W 3 [EE G LY A NZBIT AR OENEDSHGR SN, LML T AFFEROL T
@E&ﬁﬁ_%ﬁb\@gﬂi¢ S Cd o 7-[Module 2.7.6.2.2), JEYIEZ & e EFROBHRIT
AHBR LV BRI R B oMA RN OB GEN e WERE 2 xtGe b Lic ) 7 ) m 7(1*%

TROLNTMR L RS Tholz, fiame LT, MAORMNARNEI N, 7LVE T B RENTH
STEHATHI CLL B ICx L TD, RAID Y A7 [_3x7 ¢ v MRIZBRIFEZ 2 BT,

O OEFRRBAERICE S E | FDAIZXTT 2 AAOFFARBRFEN T LI, [ 7 FAbHI O
HRERH O, 7NET BN RO BRI Y MR ME ] OZhEE < 22T, KETOKR
% 2001 4F 5 HICHUS Lz, AGRAEAEIZ. CAM21I1 B TV LG O L [RERIC, B 2%
721241230 mg/ H O 3G ZATH LY A b ipodz, —J7, BN CTIIARRFERIC, BN EIE L
AT (EMEA : M) 726 30 mg I 3 [BIF G- RFOFER 22 S B RBMENTHE R A Rk b 7o BEIRE
O CLLABE &G & L% THERRER (CAM213 3BR) D pkiE[Module 2.7.6.2.3] % & 855 A H[H b
(ZEANER Y L. 2001 4 7 AIZKE & FERDWIEE - 20 R K OHEN & CRZE L2 G LT,

T D%, RIFHE CLL BE 23t & U CHEM SN IFE T > ¥ MEiilii (CAM307 3Bk) 123
WTHEREDER G LY A W BV RIEHE CLL B (TI61T D22 K OV 2 3 e 38 S ui=[Module
2.7.6.24]1Z LB, ZORGEA RIS, RIGHE CLL BB Tk 5 206E « 2D RO ISR AR 2T b
N %lﬁimm&gﬂ o BRI TR 12 AT, &5 %2 &G & BuS Lz,

INEZT T, HARABERIE CLL B#H &2 %42 2010 4F X 0 HAREWN CIHHE L7255 1 G ER
(CAMCLLO7709 %) [Module 2.7.6.2.1i23 W\ T, BEIERGI A xi5 & L7 ishati (CAM211 30k
JOY CAM213 5RR) M ORI B 25t 52 & L 7cvipfh ikl (CAM307 3R) & ARk G- Lo A v & ]
W, ZORBROFER, HARABEGEH CLL A 1281 2 EiEEIE 33.3% (2/6) & HBRELIT D 7200
WS OBETRIFR B O BRAGE & FEOREREZ R L, 7o, BEEICOVWTHLEARRERFBRETHL Z L
DIMERS STz,

U bDzZ Eme, ENICBW T KE RO OEREE S F—ofERRETHD, T@F., A
X7 VAV A~T B Hiz) & 1LT30 mg/El ZE3E, LHBEICERGTS (RBAEKRS) .
FIEE R LR ONT B UL BRI L7212 BT 28541213, 1 HE30mg/HICEIET 5 £ CToO/, HEs
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1.8 RIXESE
< J & v AR Ai#ERE 30mg
WET 2, HEEEOBMEZ SO, WIiLh 1 HE4 2R CTREFET 2, 5T, A=
{ﬁim@%qf"ﬂ%a&DIZ A&+ %, | ERELT,

AR, BEOBBICBT dimmOfE R, THEKOCHE] KO THIEROCHEICEET H6H -
DEE] ZLATICEE LT,

[(AERUVAE]

WH . RAIZIET LAY XA~7 (BiaH#z) L1 H 1 3mg o H AEENSBA L, 1 H
18] 10mg Z 8 H S iEE L7=%. 1 B 1101 30mg 2 # 3 [0lkE B 2 SkEEd 25, 2720, &58B~5 12
W E Co®RE LT 25, ok, BEORBICLY EERET D,

<RAZERUVHAEZEICEET HERLOEE>

1.1 H 1[0 3mg %O 1 H 1[a] 10mg O H STEEFHEIZI VT, Grade 3 LL_E o infusion reaction 7352 54172
WA, 1A 1151 3mg Tid 1 A 1[5 10mg O B A#EFHEIC, 1 H 15 10mg Ti& 1 H 1[5 30mg i 3 [H]
B AR FEIC, TN TN ET 52 LN TE %, (I : Grade (X NCICTCAE V3.0 ICHEL %)

2. L OFUEMIESA] & OOFRIZ OV T, AR R VL EMEIIMENL LTV,

&N~274Vﬁ®ﬂ$%%ﬂﬁﬁwwmuT®%%:owf\ﬁ%%&@ﬁé’i%ﬁbfwﬁw

4. infusion reaction Z T 572, AFOEGANIHE A% I VHIROMEERAIZ R G T 52 L, &6

. ARFEGANCRIE G AT a4 RAlZ #5325 & infusion reaction MRk S b Z L3 5,

5. RN OF G- HIZ AT PERERD K O MR 23580 B L6, TRESFBICKRF O HEEZ T 5

e,
IRIE, Ak L F B AL TE

A= 74 > D ERHE )Y 500/UL TR & Bl L 72 B IC B T i P BRI 2003 250/ul A & 72
Sl E X if\—x T A ¥ DI IREDS 25,000/uL #8B TIRHE 2 B A L 7o 38 1238V C L i/ MR A3 25,000/ul
T & 73? > 7=

WIE] B REES 2 = &, aFEkiEst e 500/ul BA B K O/ MicEL 50 ooomL YAz L725
RIREED BTG 2HMTE 5, 7270, 7 BU KK L ﬁf’ﬁﬁ%ﬁ@ﬁfﬁ%ﬂ%g
IZ1H1E3Mg & T52 L,

2 [5] B FE By REEF 5 Z &, GFEkifasctd 500/uL BLE K O/ MiE 50,000/ul LL B U786
AF) 1 B 1[E 10mg Xi i%iﬂ#@ﬁﬁEm\fmbx{m\jmﬁﬁgf&ff%ﬁﬁﬁf% %, 1=
72U, 7T EKRELZGA, ARRFOBGHEIZLIB 1B 3mg t3T52 L,

3 [0] B FE L AFIOEGE2HIET D2 &

R—2F A O IMEEA 25,000/uL LT TIA# Z Bl L7 BFICB N T, X—2 7 4 OHEH & 50%LL
R LI=5E

W [EFEBLRE RIET 2 Z &, A ERMERT L OV MR A R — R 34’ /Tﬁ CEfE Le s h, IR
HETEEEZHBHTES, 220, 7ML KK L7245 ﬁf’aﬁﬁﬁﬁﬁ%ﬂﬂg I1H1[E
3Ing L5 &,

2 [ B JE Hilky RIS B = & MFPERMEEUE DM/ IMEE SR — 2 5 A ABIZEE LI-4. A&IL A
18] 10mg i ‘i%ﬁﬁ@ﬁﬁ;@@b\fh?ﬁ)ﬁb\ﬁ@FHET&“%ﬁ%ﬁBﬁf% %, 7‘_71 L. 7H
LRI L7256, FABREORGHEIZLI B 1EI3mg 352 &,

3 [m] H FE iRy K%’J@&ﬁ%ﬁiﬁ’é L
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1.8 BRI XEE
T I X ¥ VN RmiEERE 30mg

6. H O MY MR I S 3 E e i MOBAE R D b6 ARl oK G- 2F k452 &, [12.
BFELREAMEE) KO T EXLGEMER) 0HESH]

7. HERBYYEN RO NS A ERPEET 2 E TRET S 2L, [12. EELERMER KOT()
EXRGEMER) omEBH#]

8. TESHEROFRENEKR O [19. BRALOZEE) OHEBE]
1) AHN OB GRHIT LR 2 N E CHREIRY | ANy 7% %2 A WARREIR L 5% 7 R 7 FHES

#R 100mL CTAHR L CEHTHZ &,

2) AFNZ, WThoMED 1 BE%S 2 FEMUL L2 CTRIsfET 52 &,
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1.8 I XE (F)
T I X ¥ VN R B iEERE 30mg

3. BRfIXE (B) O MERLDFEFE] () ORERML

[

I

£]
/|
1. AFNL, BARC %R T & 2 ERM RT3 M gs MR O 18R 4y 7 05k -
TRBR 2 R OERT D b & T, AFIDEY) & SN DIEFNC O W TORKET DL Z L, Fi=,
TRIEBARIZENI D, BE I OFRICHEIMER MEREEZ o L, FEEZSTHD
BHETHZ L,

2. AKEIOFGIZLY HEOMEES GERIEREAE, BERRERE, B JLERED
GFRERIAD . BB MR L, B RIREEREE) BHODNDEA N D D,
AFl ORI TIE, MEREEZBEENATO 28, BEORELZ FoBlETL 2L, [<AE
RUREICEEY H2ERLDIE>. EEZLGEAMIE] LU [EXGEMER] 0EHZ
M

3. AAOFEEGIZLY ., BRI MO E L O BRI A s & bh, T
WCELLGAENH LD, RENBO NI EEIARORGE2HIET5 2L, [<RER
UVREICHEYSERALDEE>. EELGERWIE] AU EXGEHWER) OEZM]

4, ARFNOEHIZL Y, EED infusion reaction (K&, H5E FE B, FBE, JE X
JAEE) N Db, SEEICELLARD D, HHGPITBELZFERSE=XY T L,
JL—K3HDHWIZ L— K 4 @ infusion reaction 73528 SN2 5E IIAK| O 5 2 k3
L&, [<AZRUVA=ZICEET 2ERALDOZFE>. EELGEKRKIEE) KO TEX
HEMER) omEzi]

5. ARAIOEEIZLY, BEOBYVE MK, VA VA, BE, F40) bbb, LI
BELLAND D, =2 —F VAT ARSI A AT BT A N AEETeA~IRAT A )L AF
DEGIEFIZX L, HONUDRBYIEXIRAZFH U5 & & bio, BlEZH0I1TITV, BEN
R LN EIITEY R AEAZITO 2 &, [ [EEGEREE] KO TEXGEMER]
DS M

[EXTEARHL]
1. BAROEEOMER FOEEE2SEITRE LT,
2. ~5. [EWNHCEE S 72 BRR B AGE & A KD CCDS % 2L E LT,

IR 4

Tl

DFEEOBIRCBT DimOni . [EE] OHZUTICER LT,

1. AFNL, BARHC %R T & 2 ERMR IS BT & M gs MR O TR 4y 7 05k -
TRER R OERI D Y & T AFIDEY) &CHW SNDIEFNC O W TOIRKEST D Z L, -,
TREBAARIZ NI D, B T Z OFRICHEIMER OEREE oA L, FEE2STHD
BH5THZ L,
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1.8 I XE (F)
T I X ¥ VN R B iEERE 30mg

2. ARFIOEGIZLY | R, EIE R, MERRNEE, BB, S SO infusion reaction
NH LD, HEICESTIEM b HRE SN TWD, AFRGETITBREZTEEERS =4
> 7 L. EE®D infusion reaction 23F2 % LN A IXE HICAA| OG- 2 ik L, @74
BETH 28, [<RAERUVHZCEET SERALDOEE>. 2. EELGERNIE X
O T EXGEMER) oms#]

3. KANOHEGIZXY, RIEMY > EROWBAD R3S Sbi, BFRHE TR ORI 2Ll
REAMHEERNC L0 ME, VA VA BE, FABRICLDBEEYENE TS UTELT S
AIREMEDN D D, FTo, EHERBYYEIC LV ETICE S THEFPRE SN TN D, KAKE
(2P TRYYEM R ZE L D L & bIT, AFREGPIIEAOREZ OB L, RENR
WO LN EIITIEY R LEZIT) 28, [ 12, EEGERIEE) KO T()EXE
BlfER OHZH]

(22 ROEBEFIZFEBRELLGZWNIE) )

1. ARAIORSY Xid~ 7 A% X7 B @B kT 2 BUE XX 7 F 7 4 Z % v — i DBE
FREOH 5 HEE

2. HEENBYYEDD HHBE

3. BEMUERETANLA (HIV) ITEELTWS DD WIRIEEMM: R MEMEEE O H 5 H
=

4, W, THREL CWARBEH O & 5 A UL oig A [ THEg, EiR, BILEE~0E
5| omEsiE]

[E% EAR#L]
AFHK|D CCDS % HIz#xiE L=,

A1

k=118

DOFEOBRICBIT DiEmofER, [2E2] OWHELITFICAE LT,
8]

1. BRIy T~ A X 37 BT 2 BUE UL T+ 7 4 7 F 2 —UnDBE
FREOH 5 HEE

HEREGYEZ A0 L TV D B

N
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1.8 I XE (F)
T I X ¥ VN R B iEERE 30mg

<RAZERUAEICEHET SERLDIE>

1. ARSI A SRy Pl MRS IE 2 JE L2 58I 3ARNC L i a2 h1kd 5 2
Lo [ TEEGEARMIE) . [EXGEMER] 0HZH]

2. HEREGYENREIL LG AIERNEE T 2 ETHRET L2 L, [ [EEGERIEE] |
[EXBEMER OHZM]

3. AANOWIEEH Bmg/HHDHWNI10mg/H) (IZBWT, YA MU A BT K 2 FEENS
HE @ infusion reaction (fKifi )+, FEFE, RE, B, HE, JEEEE) Db Ll
Lax, AAETREEZR T, BEORENLETH2ETHELRWN &, 7 ARILLEARSE
L7-aid, WL vt &, [ [EELGEARNEE) . [EXGEMER 0ES
R

4. KRN OG5 2 BRRDRG SN TIERSE(L LG8 ldx b2 hibd5 Z &,
5. A BRI K OV MRS (6 L TIE TR Z S B ICAAIO R 2T 5 2 &,
6. DY LB B & DT 6 OHER S 412 K| D H BT ETEREIT 20,

G BRI i NRBA e % R L

iR AT E O | E L

I FRERA T2 250/l A XL M E 25,000/ul LT

WI[EIFEAE R AR OEE 25 2 &, G ERifserEL 500/ul LA K O/ Mgk 50,000/ul LA
WZRHE L7256, RAlO# 5% 30 mg/ H THET 5,

2 [8] H F&IE kg AR OG- 2P 5 2 &, A ERfE 500/ul PA K O/ MicE 50,000/ul LA 1
WZEE L235E. AAlo# 5% 10 mg/ H THEIT 5,

3 [a] H 8 HE I AFIOE G2 PIETH L,

NR—R T A U RERMER S 250/ul BL T XU — R T A i/ MiER 25,000/ul LI T TR & Bl L 7 B
IZBWT, N—=2F A 5 OED 50%LL LR Li-sé

WIIEIFEAE E AENOBE- 2 HWrd 5 Z &, AF PRGSO QU MRS RN — A2 T A EICEE L
7a. AFIO#EH% 30mg/ B THT %,

2 [B] B &I RE AENOB G2 W95 Z &, PRI QU MRS RN — A2 T A EICEE L
=%a. AFlO¥E % 10mg/ H THEIT 5,

3 [B] B R SERF AElOBR G2 RILTHZ &,

) HGMEA 7 BULEICRR > T2 E . ARG % 3mg 225 L T 10mg lIZHEE L. ARMEIVR
SINHAITIX 30 mg IZHEET D,

[E5% EARHL]

1. ~3. EWSA TN S 7 BRRTERBGR  OAHAHI D CCDS & RLIZRRE LTz,

4. ~6. AFHID CCDS K USKETAT LIS ERIE L=,

HEETR DFEAOBFEICI T Digmm DR R, <HIEMOHEICEET M EOEE > OHAZ L FICE

B L7,
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1.8 I XE (F)
T I X ¥ VN R B iEERE 30mg

1.

1A 1 3mg &XU1 A 115 10mg O A AR E#EEIZ I T, Grade 3 LL 0 infusion reaction 73
BOBLNRWEA, 1 H 118 3mg TiX 1 H 1[5 10mg O H S #EC, 1 H 18] 10mg T
X1 H 1[5 30mg D 3 [BIE H AFEEEIC, ZREIMEET 52N TE 5, (1 : Grade 1T
NCICTCAE v3.0 [ZH#EL %)

DO PLEMESEA] & ORI OV T, ARIER OVZ MM LTV a0,

N2 T A RO R ERAE DS 500/uL LU T DBEIZOWT, AR ORI TS L
“Cb\foel,\o

infusion reaction Z #9572, AF|OEGHIIZHI E A ¥ I U R OEEGER A 2 %595
Zl, EBIT, AR GRNCRIBRE AT aA FEIZ#% 59 2% & infusion reaction 23R &
NHZENH D,
AFN OF 5o I ERE D K QML MR 23380 BT HBE . TREZ2BE AR O &
MBI HZ L,

IR, ik 3PS 1E

m—z74/@ﬂﬁﬁ@ﬁﬁﬂwmmﬁf%%%%%bt%% TRWT, MBS 250/uL K &
2ol xi«~X74/®mmﬁﬁmZMMWLET%%%%%Lt%% BWT, /MR
ﬁwwmuT&@ot

W [EFEBLRE %1?5 L, ﬁﬁﬁ@ﬁﬁsmmLuL&UEAWﬁammmLuL [Bl18 L7235

WRIERFOHETHR S EZFHHTE 5, 72720, 7T HUEKRE LS ﬁ%ﬁ®%%ﬁg
IZ1H1E3Mg 952 &,

2mIBSEER | IREET 2 &, MBS 500/ul B K i/ MREL 50,000/uL BA I ElE L2 5A

$ﬂ151@1%@2i%iﬁ@ﬁg@bfhﬁﬁbﬁ@%gf&%%ﬁ%f%éot
L, 7T HUERELZES, BHROMMAEIZIA1R3Mg &5 L,

3 HEHNF | AAOEGZHIET D 2 k

A—X74/@mdWﬁh%mmmuTT%%%%%bt%% BWT, X=2F A OHAE) B 50%

Pl 3 U4

WIEIZE BAE W%?é L, ﬂ$%@ﬂﬁ&0m¢ﬁﬁﬁmgx74/ﬁ WZIEfE L2354, IR3EEED
AR TREGEZHMTES, 2770, TR EARE L= ﬁ%ﬁ@%%%gilﬁlﬁ
3mgeIoH L,

2B HEHRE | KIET D 2 &, AP BRI OV IMRELAS N — R T A AEICETE L7286, AAILH 1

EMW@Xi%%ﬁ@ﬁ$®wfhﬂﬁwﬁ®%;T&ﬁ%ﬁﬁf%6 ttb 7 HL
LRELSE. BHEORGHETLIH1H3mg 352 &,

3 [l H JE BT ﬁﬂ®&5%$¢?é L

6. H oMt 3 A SR P M EN GRS DT GE . AFI DG 2 kg
HZ L, [ 12, BEERGEXRMIE] KU T EXGEMER] OHESM]

7. EEQBGYERRO SN GE, ERBEET S ETHREST 52 &, [ 12 EEGERH
AR AU T EXGEMWER) 0ESM]

8. MEHHE O E R O GERE [ 19, BAEDIEE] OHEM]
1) AHIOBGRHIT LB R 2 TR THRE Y | Ay 7% 2 VAR R E 5% 7
R o7 BEVESHE 100mL THR L TEEH 92 2 &,
2) AFIZ, WIhoMED 1 A& 2 FFLEN T GRBFHET 2 2 &,

Property of the Sanofi group - strictly confidential Page 4

Page 20



1.8 I XE (F)
T I X ¥ VN R B iEERE 30mg

[ ERLDEE

1. EERE (ROBHEICKEECRETSHIE)

) 7> b TH A7) REREDLENEZ AT AN L DAHREO H 5 8E [ - mtbLAR
2, DIE, BRERE T ARE STV D, TERZGEREE] . [EXGEWER 0HEZM]

(2) MR DR, BRED & % BEH D WITREANC K 216K 217> T2 88 [—@rtofin
JE, DFEEZE, DAERREShTWD, [EEGEARNIE) . [EXGEMER) 0EZM]

(3) ITHERERRTE B S OB RERE T -l UITHRBERR ™ FBE R OV R RE R B (S AR 2 4 5 L 728
B OEIMER OZEMEIRF S TR, ]

S ERHL
(1). (2) EPS T FEHi S Av 7z B R FRER R & OAFHI D CCDS A AR E LTz,

(3) TN DB T DRI L TR 6§, ARG LIcGaoadM, Kettlodd 5
ARG DTN RN T & S OARAID CCDS & RLIZRRE LTz,

HEEROFLEOBRICB T DiEmof R, MEHERE ) OHEEZLFICEE L,

(1) DFEREFR S D & 5 BH I L DBEER DO & 2 BH LOAEFEDOLEERH SO D Z LB H 5,
2. EERQEXRIE] KU T(DEXGEMER] DHESM]

(2) BEANC L 210217 > TV DA [AAIRG T SO RMENH b D 2 Lhd 5,
2. EERQEXRMIE] KU T(DEXGEHER] 0HESM]

(3) EHE B HEKREIR T O b 2 BE [T EREAD K O/ Misid 2B S T EE (LS5 BT )
b5, 12, EEGEXNIE IO T(HEXGEMER) OEHZR]

(4) BIYEZ GOF L T o B [eEmtiERIC L v gx Bl s 2B8En & 5, 12. EER
EREE] KO T EXGRMER OESH]

B FFRTANA, FilE, b FRIERET A N ADBRY I Z AT 5 BE [SaEmiERIC X
Wi EE LS e BN H D, 12 BEERGERIE] KO T() EXGEMWER OHESH]
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1.8 I XE (F)
T I X ¥ VN R B iEERE 30mg

2. EERERWER

(1) AR OYIEEE 5% 2 BORIC 7 L— R 3 T 4 OB, £7-5~8BORIC 7 L— R 3
X 4 OFHFERBONEHEICH DD Z ERH D, AFIERG R IThEmE (A 2 e
ATV, IR ERED . XXM MR LT 5 L) ThuX X v EECHEmT 52 &, [ TE
KRGEMER) OBESM]

Q) AFNDEEIZL Y, BEORIHMEN S LONDLZ ENH DD TRYYE T REZHE LD &,
12, =2 —FE VAT AMRICK Ll SERRED T EZ R G352 &, b OREGYE B IEAH
B 5 L ORFNERRE T, D7 &b 2 AT CD4 ML)’ 200/ul LA L2 72 5 & Thke 5
Lk, [ [EXGRMER 0ESE]

B) AFNZ L DIRFEKR THD b 12 » AMITAEY 7 F o 2R L2 &,
(4) AN X DIRBE IO LERIER 2 %53 585813, 3HEBOMBEE T 52 ENEE LU,

(5) Hai L B AP k18 T DNFEAET 2 FTRENVEDN 8 D 72 8D AFNT & DI A ST T B Tk LTI,
JE RS L7 i R 2 e 592 Z ESEE Loy,

(6) AFIFe 5-DOBE, A NI A VI L v RmE, EIE RKE B, BB, B, gt =
WRIZ. BTy, PEIREE, SR, £ O REIE. AT, XUE SORMESE O infusion reaction 2338 HL T 25 FIHE
MRS 5, ZiH O infusion reaction [ IW) I G-B4G LiBFIZ R LN E <, 2l E X 3BEEIC
T TEL 725, EE @ infusion reaction (24 2. CERRRFIC H 726D TE D 217> 7~ £ T
BAtEd 5 Z &, 2415 D infusion reaction Z B~ 5 72, ARHFNOWHE WK & OZ D% OB HIZ
b2V BB UAFI OG- 30~60 pANCRIBREAT oA FHlZ&RE5T 52 ENEE LV,
T, FIUTZRHRE L LTHiE 2% 2 VAN ONCRER A 2 5 LT kv, Zo%IdA
FHOWRREE I BIER L) e LB 2475 Z & Infusion reaction DEIR 23R4 D 855013, AH
DFENHE ZARD . AFFHEE 8 R F CHEETHZ LA2BET L2 L, [ TEXGRIMER) om
Z ]

(M) 7> b THA 7V REEHNFEOLEEE A D AN L DAHGRIED & 5 BE | Mk OR R
PED B 5 BB LREANT & 210 21T > TV L BB AR 2 K59 D523, DR (0
BX, Lxa— L) CREAERICE=4—752L, [ [EXGEIMER] 0BESK]

(8) KA TG DERTIT, BELZD/ A= M =T LT, AR OKREL TR OARANT & 16K %
6 » ARIITEY 2BEEZAT 5 K OfET 52 &, [ [, EiR. BRIABFADKRE] OHSH]

(9) $EEL, BIRNRBETHZ ENH DD T, BHEVHOERSEGIR 2 1F 5 b 2 B e 2B+
FEEIELZ L,

SREARHL]

W~@2). 6). (7) EWNITIfi S I 7-Fa R RBR R & AR D CCDS % FEIZFRE Lz,
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1.8 I XE (F)
T I X ¥ VN R B iEERE 30mg

(3)~(5). (8). (9) AHID CCDSIcHEISXFRE LT,

HEE R OFEOBRICI T D OfG R,  [EEQEANER] OHZLUFICAR LT,

(1) /R G P ERID S O BB 2R MBI 030 B oD Z L3 D DT, AR GITER LT
REMRN B A ZAT O 2 &, B MK IR RGN O H bbb s Z b5, [1(1)
EXGEIER) 0HZM]

() AFNDFEGIZ XY | EERBERER H D DOND T ENH LD T, ARG - T, ERYYE
(R DTG 2175 & &b, EWIIICHY A AT UA LV AREEIT O %, BHEOREL
TOCBIE L, REDRO DN AIITE 2LEEZTH 28, [ T EXRGEWER) 0HS
M

Q@) AAIBEHIZ L0 IR, HEIEE B MERINEE, 95, RUE SISO infusion reaction 3%
BT B ARetENn H 5, 26 ORERITE G546 LI UNIZR SHENRE W2 LRSS Tns,
infusion reaction 23388 BT HE IXE U 70L& 21T 5 & & HICERDEIET 5 £ TREDOREL
oo, [ TMHEXGEMHER 0HEEH]

(4) RE MR DR PROES O DRRERREE O & 5 BE I T OMEROH 5 8FH, KO7T > 74
A 7V REEANFEOLEMN AT D AN LD AHRED & % B8 TR 2 554 DB/, D
PEREMRAE (DM, L =— DS 2177 FREOREEL +oCBlETsZe, [THE
RGEMER 0omEEMR]

(6) AFNOEIEIHEERIC L V. MIE, BE., 7 A VA IR RIC K 2 EYESC H Fn RS s 5 51
MIFEALT LB, BREFRTYANVAX U7 O-BE XX HBs HLREMED D HBe FLIAA L
< 1% HBs HUAB D BF 12T BEUITLR 7 A L 2D FIEMHALIZ X DTN H S b BENAN
bbb, KEBEEITED ., FFRTANA, EEENFIEHE T MUERE D A L ZADNEEL
LRENDHDHDT, AFEGIZHNL > TIHFR A VA, #ilE, B MUERET A L RO EY:
DEEAMEE L, ARBGANCE LB EZITH 2 &, Fio, ARFIEGHIRYYE DI BT
I HoEE L, REIBEOONGAILED2AEEZITH) 2, [ T EXGEMER 0
]

(6) BHEL, MHHRANFEI T2 Z L3 H LD T, ABHEOERE R Z M ) ik & BB DI +45
HESELZ L,
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1.8 I XE (F)
T I X ¥ VN R B iEERE 30mg

MR OFEOIRRIZEB T DimofE R, HHAEEH) omEEZUTOEBVEBEMLTE,

3. tHEEH

HREE (BRICEET S L)

A4 HRARIEAR - HEE T 1E BEFF - fEBRIA T

EU I F U REY T B L= T 7 F o DFIRICEESE | U7 F U ERICHT AR RFATHY |
RARE LIS AIIREY RE AT | £72, AV 7 F UL D IRBREDNEE

22 &, TERRW,
NED 7 F U7 F DR ERE SEDBENN
BH%o
e NI HEENIR & DISIME (IR O A VA | B OGIEMHIERIC & 2 IEGRE 7% O

FNTESHERDFH L 2BE IR, | BRIEN S 5,
Y ZREZAT D T &,

4. glfEH

< ENEGRAERAE >

EIWNIZRT 5 3 - EHRTEEME Y o WEA MR (CLL) B &2 x5 & LziRER (CAMCLL07709
AR (2B W TRl < ZIER] 6 1 6 5] (100%) (ZEWEHNFEO bivle, ERRITERIE,
I ERIBE 6 151 (100%) | A, M/ RJsAE & 561 (45 83.3%) | HEls, MEM-, FE YA
N AT v ANV ARG & 446 (% 66.7%) Thoto, KK

<BHERREBRRHE >

WM BT DRI OHEITYE B AIEYE Y WA MR B 2 x5 & U7z RRER (CAM307 7
) MORNARED & 2180 ) M [ lsEE &2 %5 & L2 KRB (CAM211 55, CAM213
RBR) DOPEBIRNTIC 3B T 22 MERTAM  SEF] 270 B 264 4] (97.8%) (ZEIVEH (BE#EAY unlikely
DHDEFRS) NRO BT, ERRITERIX, 7634 186 # (68.9%) . H5E 179 /5] (66.3%) .
A MAT v A VAIMSE 79 6] (29.3%) . ol % 78 45 (28.9%) Th o7z, (KGREF)

[EREAR#L]
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1.8 I XE (F)
T I X ¥ VN R B iEERE 30mg

[E AR T3 S AL 72 BRIARRRBR AR IS BE D E JROE LTz,

HEE R OFEEOBRICI T DO, TRIEM] OHAZLIFIZER Lz,

< ENERPR R AR >

PR SUTEHRMEO MY o\ A MR B 2 515 & U2 EWNE T FERRRERIZ ) TLEe M i
*FGER] 6 5117 6 451 (100%) IZRITEA DGR BTz, ERBIWERIZ, 4 EREVE 6 61 (100%) |
A, f/EAE % 561 (4% 83.3%) . L, MEM-, FEN A N AT rUA L ARERME &
4 (4% 66.7%) Tdholz, (KFRKF)

<EIVERPR S BR AL AE >

PR AT ERAR OB U e B IR B 258 & U2 iA S AR BRI B TR M ERHm
KIGUER] 123 B v 122 61 (99.2%) (ZEITER 2380 Hiviz, T/RRIEMIL. I 106 1 (86.2%) .
FEEN 92 451 (74.8%) . H059 5] (48.0%) | W@t 4041 (32.5%) Th o7z, (KB

(1) ERZEIEH

1) M&EEE (10% L EED [ 10%L EF2 ) BERIERSVE, MERRRIERSE . BAERID . LI BRI D |
IR ERED . BIMERECD . R, B, BREEE A REOMIKIEEN S LD Z LR
HOT, MmEkHs (2ME) Z2EHICITV, BEPEO SN GE I3RS TG 2 R ik
57 EHO) R AEEZIT O Z &,

2) Infusion reaction. BBURE (10%LLEED | 10%LL EED )« K45 ki (KERFRE, Jorh, fifi
R, AEMERES B E R, PRSI, PR R, PR R4, DARREZE, REEAR, SO,

LMEIE7e E OB O infusion reaction °7 7 4 TR — T a v 7 WEUE, MEEREL S OEE
DOIBBSISNH oL, & X ICEMARERIRE - E558030 5, ZNHDOERZEET 5729,
H O COARFNOBGANZEIR R EAT v A RAKOH E A& I A QN fFEAEETR A O R e
ZAT O 72 U ALE 21T ARFNOMHE IR R R NE D% b S, It A B OREEE +
MBI L, BEPREOONTGAITIIRE TG 2 P IET 57 SO LB 21T Z &,

N BELIE (10%LLEED | 10%LLEE? ) RO FIEEL 2 Gl v A VA RYYE (=2 —F
VAF AR, ANV ATANVAREGE, A N AT T A NVAEY, TT ) A NREG, T
A TNT P AR BRUTR D A L 2 &kYe, HATVES M VB MGE (PML) %%) | HIES
JRYYIE GRERZ, BIAIMAYE U o VP ERE Y, 7 R O BRE ML IUE, JEERIPTEREIE, / WV P T IES) |
FHEEYE (0 U FIE, B A — ESE) | FAERERE (FXY 77 X<FH) BbHb
PNDHZENDY ., BmiRiRIRE T ED5ENRHHDT, HONUOBGMEMRE#H LD & &
HiZ, BIEE I TV, B REGSCHUIIE 72 & BE 1S5RS LA IR 3 &k 5 &
1EF 572 U AE 21T 2 &,
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1.8 I XE (F)
T I X ¥ VN R B iEERE 30mg

4) BERERR GEEFRHTY [ 1%REE?Y ) @@ MEnrEemn, B Cmirk i wasd
JE. FAERRMERM, 7 N U—SEGRE, 1SVESIEMEBLBEMEZ SRR A Wi AR ek 3
WRHEONDZERHY, LITEMNREIREZIZED ZENHLDT, BRENRBO NS
BIITRE I G2 Pk 5 7 EIEUI AL E 21T 5 2 &y

) EERIRMERE (1%XRFEE" | HETH?)  EERMBEEERERH DAL ZENRHY, &
SICEMWIRIRIRZTZE D Z 2R H 50T, MIFTHEMERER OEREREZIT )L, BE

DIRFEZ 0BT 2 2 &, BEDNRO b HA IR IR G 2 Tk U, B 220E (4
MR, SIRMIETRRAIFORE BiITE) 2175 2 L,

6) DEE EERHTY | MESRHT?Y) 95 oMMEL AL, DE, BHSEETAHE ST
DT, AANZ L DIBFEP L OERERE (BN, Loma— D) 2175728, BEDOIR
Rz HoricBlE L, BEDRO b NG ARSI R G2 1k % 72 B L E 21T 5 2
&

7) HmERE GEERBEED | 10%RE22 ) - gHEA MM, §hHm, KL D, FHf S oE
FEoHmA®RESNTEY, BMNRERIFETZED 2 LBRHLDT, BEDREZ HoIcBIgZZ L,
SLH DD D A IR IR G A Ik 5 7 LU R E 21T O T L,

1) FEBEE T, IMNERRE (CAM307 A5 2 OMESNRWEAICESEEE Lz, 2B, Yk
VIS OFITHEERA L Lz,

T 2) FBUEE T, [ENERKFER (CAMCLLO7709 3U5R) K OVESMEIREER (CAM211 3Bk, CAM213 3 BR) 7 b
EINTERERICESEERH Lz, 228, 2o OBKRBRUNAN S OREITHERHA L LT,

[RR EARAL
[E N A C 30 S A 7= B PR AR Rl M OV CCDS % &2 E L7,

HEEZ DR EOBRICHIT dimmOfE R, [ERREWEH] OHZLITICERE L,

BIIVE F 0D 38 BUBE R | 8 SUTHEEAPE DB ME Y o SV 3 5 (269 2 [ P I R 5Bk e OV A e o 7
BRICEB DEWERERICESEEI Lz, 28, BIMNIB W TLOERR B SUXT IR 127880 6
N b DOITHEARR E L,

(1) EXZEIEA

1) BERMEBRAME GREARE) | JEMIKE GRERE) | BB (0.8%) . RMmikiEd (3.9%) .
FHEKED (14.7%) . BmEKEL (1.6%) . M/MRED (8.5%) . B (7.0%) . BEEHEHE
& (1.6%) : HELRMEKBONHODLONLZLBRH L0 T, EHICMEREZITV, BED
WA T2 BIRT 5 2 &, BREDPRD OSBRI G2 1T 5 72 S e L E
ZIT5 2 &,

2) Infusion reaction (96. 9% ) : {Iifi &, BEFE BN MR IRIEE F895 | SUE SO SE O infusion reaction
DHLDLNDZENRDHDHDT, BEDREZHJICHLZE L, BENRD ONGAITITRENX
BeH2RIET 57 PR AEE T Z &,
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1.8 I XE (F)
T I X ¥ VN R B iEERE 30mg

3) BERSE (45.7%) :ME. HE. VA /L ASUIR BRI X 2 BYYE DS B SUTAEM LT 5 2 &
WHHDOT, BEOWREZ FoICBE L. REDPRD N HE IR R G 21k 572
EHUREEAT O Z &y

4) RERE . A CREMEELIEEL (0.8%) . BCOREMEL/IMORE GEERY) | BAERR
PR BHEARE) | F7 2 - NUERRE EEAW) | BMERIEME DRSS (B
A L R S T (BEARE) FORERENRHHPNL I LRHY ., FHTITE-S
TIEGI B HE SN TNWHO T, BEOREEZ T0ICBIZ L. REED SN GE II3RET
Fhzhikd 572 EWEU R AEZITO 2 L,

5) EZARIRAEIRE (EERE)  ERBEREN L ObND ZENH Y| FELITE S TIER S
WESNTWLOT, MiFE P EARERE N OEEERAZIT O 2L, BEOREL +7ICBl%
52 &, BREPROONIZGAITITEBICRG 2P IE L, EURE EBERER, &R E
IRIRAIEORE BITE) 2175 & L b2, JERPBEIEYT 2 £ TREDREZ 028552
<

6) DEE : O oML AE (BHEAR) | OFE (BEAR) | BRHRIET BEARH) Fol
EENDLDOND ZENHLHDT, BEOKREZ 7B L, RENED NG EITITREE
XF3Fe G2 ik % e R REEZIT O T &,

7) W SHEAH GEEAI) | BiEHD GEEEREE) | OREEEHIm 0.8%) . i (0. 8%)
HOBERERBLAHGDONDZENHY | HEICESTHEFA L RESINTWVWDHDOT, BFORE
oI BE L, BENRO bNTGEIIIRE IR G 2 P i 572 EEe g 21T 5 Z &,

8) EITHLEREMBERE (PML) GEESRH)  ETHZREAEME PML) 235 bbhd 2
EMBY | FHTIZESTIER S ME SN TND DT, ARAF G RO G T H%ITEE DREL
TOCBIET o 2 b, EREE . GBREE ., FRBUIEIR (AR, DUBORE) | FRREESFOMR
V& bONTHEITIE. MR X 2 EGZH N OME R E 21T 5 & L bio, &5a2HIkL,
WYIRLEETT O Z &,

9) BEFRIAIRICKZEIEFX. FFRADOEE GEEFRH)  BAFRYA VARIZXDENE
TR IR OEEIZ XA ARENH 5N DH ZENHDH DT, IFEEREECHRY A VA~
—A—DF=F ) T EITH IR EBEOREE+SICBET 2, RENRBDONHEEITIT
BehHEFIEL, BEHICHUANARERGT D7 R AEZITY Z L,
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1.8 HfAXE ()

T I X ¥ VN R B iEERE 30mg

(2) TOMmORITEH

D) AEFHIEIC X 2 AR O R EME Y oo SERIE [ il Y

10%2LL 1 1%~ 10%:As 1% A BHEEAA
JEYRE B OV AR HUE A Jifige, WHEAZE, KB
Nifi ¢
MEK Y R FEENMELT T BRI E U RERAE, U >
% /SfistE
R R O b e U, REARIBOR
FaPpbEE %
PR IR FEPED E U R,
PERLTE, RRTLHOAR, BH
&
IR pE S
ol TRAR, SR, JRPESEAR | BROViE, (DEAE), b
EVEAENR, AR
MR, RS
1 PR £ e ML ESEPERmE, 13T
VNN
WPk . 2T e ONGE e M7k &7 R | SR
e L i
Gl YIS mank, S A LA JERAR | AR
PR B OV TR IR | ZERRIZ, BB T UK —MERER. | £ O FEVEROS . BER L
& Z I FEIE, SITIE, AL | B, RBEVERS ., g
B x®
5B H R K OV kL AR, EkIR, 1 | B, PAETR. AE R
Tk i1 RIaTE A
B M OV R S P HEIR IR
—f - EEEE RO | FEEL, IR W55, HESIAE RERE D JIE | TESHBAL
HHELOIRHE FLEE, BRmMEEIE, 7%
SHAAIE, 5 S E
Z it (RE D MR A | [BlEEPE D
Fu, RERED
Property of the Sanofi group - strictly confidential Page 12
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1.8 HfAXE ()

T I X ¥ VN R B iEERE 30mg

TE 1) BBV L, MR (CAMB07 #R) 2O S -BIEMICESE B Lz, b, YRR LS 0 5

DEWAEITHEARR L LT,

2) ALFEIRIEIC X D RNERIED & 2 18PV o/ ERPE [ s s 2

10%2 _E 1%~ 10% AT 1% 8 B
JRYSE N OV A RGE | e JRESERYG:, RUEk, | BlslEde, WABHZ, MEBAAE, B
FARGER, B e
B, B DGR EAMERMPAB | 40 )&
RROHAY (Eh FparE Y o
M ORY) —7%&Te)
IR AODIPZAE FEVELF P ERIE | U CoSERIRAE, 2R | FEREME M PN EEE
i B, B P i PRI .
R R O R E AARIGE &AL BSE, K~V U A IE Ay, A7V 7 Al
ik, BT LT I iE, HEIRIF
M fiE
F N2, HONF, EIR | $5EL. AIRGE. A& | BEASE. EERE
P 2= P R4, fpREE
PR B IEpE FEMED F U, IR, | RTREE EENE L, BRREHEA.
SERRT. RO SHFR DA N=—, MEE
W, K== —n
NP — R R
AR i 2 ARERAERR, ARNZE AR
DB HERR DEHIED, RSN | B
IR, #RAR
I A B 18 1 £ L, I s SRR M

ifiL

WP, i R OVl Wi, MK, RAGE | Sl WAMERCHEER, | MPURREE
Ied i Py AR, W S

SR, P B A R

B KB DRIE,

L$o5<0Y
H Il E MRt oL AT HN%, I8, Wit | REENEEIER, & | B

AR, 85 5, WNR, IR

L NNl S
B K O TAEARBE | 2 D FRIE. RS, ST B, ALBEMER | AKJEPERE R, BRR
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1.8 HfAXE ()

T I X ¥ VN R B iEERE 30mg

5 AR T M O Bt PR, AR, U | BAERE, AREGRICE | AERRE
kPR E 53]
B B OVR i P S bR, PR ERD

LR, EHREREE

—f - B EEHE KT
B GAERL O IRTE

Mo, A > 77—
UIRRER, )
JE, BRI, R,
TRV P 7 e

AR, AIE, T
SEEOLIM AR, (AR
stz

PR, RN
(LRSS FEAEBAL
PG 9. TEAERAL
PR RERR D JRE
KRS

gl

HE A I A

o

REJWD, IREHE
M, A R AFm
A IV ARRAE G
LDH #0, ¥&EH
B AST(GOT)HY
AN, ALP H4A0, ifn
e YL E N

NT T a e
D ITHERESL B

ALT(GPT)H0, IfL
SRV AN

i ¥ % ) B A R
. DERRE

DO

BlEEED E V. &
v YL E ke

B

HE

& 2) BB, ENERRRER (CAMCLLO7709 #ER) K OVESMEARER (CAM2113 5, CAM2133ER) 2ot Ih

TZRWERNCES SR L, 2l Zh b OERKRRERSM D b OMEITHERF & LT,

(5% % fRHL]

PN TN & 72 B IRBUBR Bl M OVAAI D CCDS % RLIZRE L 72,

HIEE 12 DA OB I IT 5 ikam OfE F.
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1.8 HfAXE ()

T I X ¥ VN R B iEERE 30mg

10%LL 1~10% A 1%t BEEEAH
JRRYYIE N OV A U Mide. PRESEEG:, X | B, SUREAZK, | MREAZR., Sk, B
B, PROERRYE, | Y R, RS
3
B, EME R O OFE AR | &Y > E
RO LY (FEh HURAPE D o /S
RORY —T%5ET)
MIF ROV o7 R FERMELF ERIBAE | U o ERBAME, 25| REREME M A P BERE
& B, P HH 1 Wi, Vo
HiE
TR B O e fX B BN AfE, | &S b D AE Ae. &0 U 7 Al
ik, T T I AE BEPRI. e b
e
ptil s R, Do, BIR | SEELIRRE. RIRAE, | BEAE. BFE R
NFE AL AN, PR
ik R PR GEbR FEIMED W, R, | HTIEE EENE L, I,
PREETE, SR HR DA == A
B, RMtE==2—n
NTF— BRFERE
S IRFBIERR, AR ZE T %
ol R OFEE, =M | @E, YRR, TR
R, #RAR PEARAR, BeldiE, b
EPEREENR, R
U PANNG ]
ke i R, D IREPE:S: NI R{E R delr s
i, R SRR
ETY
W, sl K O Wi, BEWK. i S, WAMRRCHERS, | FPORRETE . SRR RRE
el e OY AU SER N

SR, PZEIHEE AR
&, ERGE D RIE,
Leo< v, EXGHE
A i

IF
§
s
iy

MM, L, T

A%, e, THML
AR, fEhs

FBEE A, &
BE, AL, oW
LR NN R AT N
2%, MEEARR

BLUL A VT A,
FZEPY A R

B Be OV T L Pt

T OFEIE, B,

JE

LIFIE, T

PR RLBEMER
5. BRI, ATBE

AKIPERZ &8 . BEIR
RN N
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1.8 HfAXE ()

T I X ¥ VN R B iEERE 30mg

F—IERER, €9
FEVEROS . BB
BEREE

5B AR T M O Bt . HECRE. DU | BAETRE. FRESR. B | MEROR. BE R

kP 3] N EES g

B M OVR I B R IEE MR PR B

Z IR, EERERE
HE bR IR 4

- R RO

ERESNIS 5 (N 4

Ik

WM., A4 7r=x

SRR, R,

HPER IR, TEAHS

v UL e MmE

BGEALOIRAE YRR, B | SIS, A | AL, TEAERAL
SE, PR, IR, | IR B AL | RRRE R, AL
RAYPEVEIE, MOER | RLBE IR R D JIE
AP, I, B RERETE . BR R
J& TRHE, RSO

JiE

s A A KERD, KEH | AT M a e Ui | iR SR R AR
m, A b ATe | A IFERERAR | B, OENRE
7 A VARG, | . ALT(GPT)HY
LDH 00, #&EH |, mH 77 2
B, AST(GOT) Ve %)
HEIN, ALP #E0,
M ey e
n

Z D mlERMED N, & | HE R
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1.8 I XE (F)
T I X ¥ VN R B iEERE 30mg

5. B E~NDRE

RIS E A TIHEREEMET L T2 DT, 65 LOBEICKRGT 2583 EETD 2 &,

(X EAR#L]
Rl ST D —RHEEFIH L LTRIE LT,

HEEROFEOBRICE T DigmOfiR,  [mlinE ~0&kE ] OHEZLIFICEE LT,

— Il A TITAEBEREME T L TV 2O T, BADIREEZ +0IBIE L2 S EEICKREGT
5Tk,

6. iTiR. EiR. RIABFADRE

(1) JEAR SR L TO D ATREMED & Dt NIZIFHe G- LianwZ &, F7e, HIRT 2 TREMED & %l
NIZIE, AR OG- H R OAFNZ L D10 E 6 » AMITHEET 2 L 58T L, [FTAY
==y 7 < U ADERAEMABRIC IV T, RO T RO BIEmIER A b, AHIL
NRAE B 2 @i 3~ 572, MRIRD B MO T MY o~ EkfG g 2 5 S Z et & 5, A%
PEIm G L2, AETHRE I~ DR ST R~ DI BT e > TWH R, ]

(2) AT OImNIE. AR OB G- R OAAN L L% 4 IR 2T ILsE528, [T
VAV =y = ADAFEREAFERERICIB DT, AFIOHNF~OBITRHERE SN TVD, K
Al e AT ASBAT T 2T TH D,

R TEAR ML
(V)AFHI D CCDS K OV & VN7 AR5l A 7R O R st B 2 JRITERE L 72,
(QAFH|D CCDS & HIZFRE L=,

REER OF OB Dikm OfR, [, PEm, RIRE~OERE | OHAZLITICRE L,

(1) iEha SO FIEIR L WD A REE D & D NI G- LianwZ &, £z, MIRT 5 TREMED & % Im
AR OVS— DT — ISPl 2175 L OfRE9 52 L, [@WER (FF AV =2=vr <y
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1.8 I XE (F)
T I X ¥ VN R B iEERE 30mg

A) IZBWT, ZIEOIE T RO RIREENRD b TWD, F2, HESHY (FF AV
= 7= R) IS LTERBRT, ABIDOREIRA~OBIT LR OB RO BRI Y > RERBD 338D 5
n<Tnd, ]

(2) BTAL T DI NG 5613, AA G- R OAFI O I 2 5 8 L s 5% — i
MidEAEs R ILsE2 2L, [BPER (P AV =y 7w TR) IZBWT, REIOHH~
DBATHHER SN TV D,  [EMERE] OHSR]

7. NRE~ADEKRE

RHARER, #AR, ILE. SR/ NRICR T 2 2eM k OF IS SR TunRy, [l
JARRBR DN 720N, ]

(X EAR#L]

KRN O/NREZ G & LT BARRBRITER STV RN L BEGE LT,

8. BEiks5

Az 240mg £ THE L72EE TIEZ b— F 3T 4 oFE (RilE, BB E < 72
DR B D, AR O ERGRFOMHEANT SN TWRY, AAIOBWER GNP OGS
3, AFOFEG 2 Tk L, JERICS CEb Q2 AEZIT S Z &,

[E% % 1R HL]
A CHEM S AT R RFABR BRREIE NS CCDS % BRI AE LT,

HEEROFEOBBRICBIT DEm O R, HEREG ) OHZLTICEE L,

WERGIZL Y, BEORE KINTE, AEORBBENEG 25 ERMESINLTND, 72
B KB EEMERET 5 HEFAL TR,
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1.8 I XE (F)
T I X ¥ VN R B iEERE 30mg

9. BRLDIEE

(1) FRELTE

1) AT AFOFRITZ 2Ty EX Y PNTITH ZERZEE LV, AN AROE G

T OA T APITRLAF-3 G AT R0, BRRAE L, BEDHIUTZ DA T VI
Lpnz &,

2) FHEUEE

OAF O GRHZ IV EEZFERE CHREIY . ANy 7% VAR 35%
7 R UBEESR100 mLTAR L, BRI 5, 2D ORI TOARIL
1Thlnz &,

OAFRFNIIRE 9 LianZ &,

QOARFN OB N OFHIHIZ S T- - Tk, T, A TR EHEHT 50 SEEICITS 2
& AREID R JE TR i 723551213, EHICAmTESBED 2 &,
OARFNIRFANZ G0 L TR, AP IF8REHLINICER T2 2 &, ek, &R
%, RDEZTIRET A2 ~8CTEY L TRGFET S Z &,

OAAE H OFHRAL TR e OFE AL OFRIR IR S 5 Z &,

() 5-FEE
AFNTAEHIRA RS & L, SUEFEEEIThRen 2 L,

(3) #& 5y
MO TEHFH & OEARERIIENM L TWRW=D, AL DRFIZLAWVnWZ &, £7-, LA
WMo A4 2RO THAIZRIFFCEG LanwT &,

5% TEARHL]
(V) AHAID CCDS I N2 EMEBR AR & 2R TR E LT,
(QAFH|D CCDS % HIZFRE L=,

BYAA| LM OTFEHHI & OELARERZ I L TV RN Z ENDRE LTz,
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1.8 I XE (F)
T I X ¥ VN R B iEERE 30mg

HEEROFEOBBRICB T DiEmOfR, [TOMOER] OBEZUTO LBV IBL LT,

10. ZDHMDEE

FIFEDABIEY o /P A P A 25 G & U 7 iEsh o AR RABR (2 35\ T ORI 13341 11451 (8.3%)
TAFN T DFREGHUER R S4L, 2D 95 2B THIPUEDOFEBLNRD b/,
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¥/ 71 BAEH
< J & v /AR RiEFRE 30mg
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1.9 — AR XE
Y 7 ¥ v VR EiE T 30mg

1 JAN
Wk 2443 H 7 HOERGAHHAESICB O TUTO X Y ICESH, Fk 24 45 A 17 AfFESK
0517 5 1 Bz Xk vmm s,

JAN: (HAA) T LAY X7 (BIATHAHLZ)
(4) Alemtuzumab (Genetical Recombination)
ZNETEE S (RAA) T LAY R 7L, Eaaz e Mee ) 2 a—FAbiikTho, T
> MLk b CD52 HrikOFEMHMERER, W F IgGL D7 L— AT
— I B OEFEN DD, TVLAY AT L, Fx A =—ANLAHX
— PN LV FEE SN D, T LAY X~ TE, 214 DT 3 Rk
o722 L (e 802507 & 450 D7 X/ BRI B720 HEH (v
180 207 be k2 78 (435 K 150,000) ThH D,
(F4) Alemtuzumab is a recombinant humanized monoclonal antibody composed of
complementarity-determining regions derived from rat anti-human CD52
antibody and framework regions and constant regions derived from human
IgG1. Alemtuzmab is produced in Chinese hamster ovary cells. Alemtuzumab
is a glycoprotein (molecular weight: ca.150,000) consisting of two light chains
(x-chain) with 214 amino acid residues and two heavy chains (y1-chain) with
450 amino acid residues.
AR W QO s i N Ceas8H10066N173202005540 : 9 150,000 (& > /37 By, 4 ARKEH)
H#H  Co26H3438N5840605515 : 49,982
L85 CioasH1633N283034556 : 23,861.54
SR
Alemtuzumab ® 7 2/ FEECLS]
L #K
1-50 DIQMTQSPSS LSASVGDRVT ITCIKASQN ID KYLNWYQQKP GKAPKLLIYN
51-100 TNNLQTGVPS RFSGSGSGTD FTFTISSLQP EDIATYYCIZLQ HISRPRTFGQ
101-150 GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV
151-200 DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACIZEVTHQG
201-214 LSSPVTKSFN RGEC
H #4
1-50 <QVQLQESGPG LVRPSQTLSL TCTVSGFTFT DFYMNWVRQP PGRGLEWIGF
51-100 IRDKAKGYTT EYNPSVKGRV TMLVDTSKNQ FSLRLSSVTA ADTAVYYCIZAR
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1.9 —fREIBIRICHR DI XE

T T ¥ ¥ VR EHERE 30mg

101-150 EGHTAAPFDY WGQGSLVTVS SASTKGPSVF PLAPSSKSTS GGTAALG(ISL
151-200 KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ
201-250 TYI(|3NVNHKP SNTKVDKKVE PKSCDKTHTC PPCPAPELLG GPSVFLFPPK
251-300 PKDTLMISRT PEVTCIZVVVDV SHEDPEVKFN WYVDGVEVHN AKTKPREEQY
301-350 NSTYRVVSVL TVLHQDWLNG KEYK(I_TKVSNK ALPAPIEKTI SKAKGQPREP
351-400 QVYTLPPSRD ELTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP
401-450 VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG
HEEQLl: t'm /% I g

H £ N301 : BEgHfs &

L $4 C214—H $4 C224, H$H C230—H #C230, H#H C233—HHH C233 : VA7 ¢ NG
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1.9 — AR XE
Y 7 ¥ v VR EiE T 30mg

2 INN

alemtuzumab
Recommended INN: List 45,WHO Drug Information, 15 (1): 2001,p.32
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HAFREIRE 0517 H 1 5
Wk 24 42 5 H 17 H

FEM A TER (R) & &

[l

JEA G B 1= S i R A A B AR R

=1

= H 5 O — R FRZ DN T

TR OWTI, TEHEHO—BEIAFROBHNIOWT (FAL 18 43 H 31 HIE
BIHF 0331001 FEAFEE EERMFHEEA) JFBIZLOVRVFE->TNnHEZAT
HDHN, AR, BPECET B EREROAF (LT TJAN) &V )H,) 1220,
BIIZHRO LBV EDT=OT, | THO L, EE TEREFICEMT LA L
UV AN

B, AMELICHOWTIE, AARBEEMEEESH THEM LTSI EEH LKA
60
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IR

BFE1 INN & OESHENPROIAAREEOHS LD
(SEak 18 £ 3 A 31 AERFERRE 0331001 =E4HEE E%ﬁnﬁ%@‘ﬁf_ﬂﬂ%&n
WZARTRIER 1)

RiFET 23-4-A2
JAN (RA4) : A% FUgERE
JAN (3£ 4) : Methadone Hydrochloride

R UGS BRLE

1/6
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Bz 2 INN I SN0 E ORPEICEIT 5 EERL—EHNLH
("FRE 18 42 3 A 31 BEAFHEIRE 0331001 B EA B BEEE AN SEEEHEE B
R TRIE 2)

BekE T 23-4-B7
JAN (BA&%L) : #0F F—IERE
JAN (¥ 4) : Tapentadol Hydrochloride

HFET 23-4-B8 - :
JAN (BA4L) : ZILVR MY F—AkFu
JAN (& 4) : Calcipotriol Hydrate

2/6
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BgEE 23-4-B9
JAN (BARAL) : Ly _F=F A ERE
JAN (Z #4) : Lenvatinib Mesilate

_0 N

HsC

HzN
¢ H,C—S0O4H

BHEE 23-4-B10
JAN (BA%L) : F 77 IVAXITAIY
JAN (3= 4) : Tafamidis Meglumine

Cl ‘
O
L,
0 CO,H
cl

BT 23-5-B1
JAN (BFA) . A7 7V 7Py vwr/rlyv
JAN (Z& 4£) : Ipragliflozin L-Proline

3/6
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BT 23-5-B3
JAN (H&Z) . 7VAY A=Y (BEFHEEZ)
JAN (ZE 4&) : Alemtuzumab (Genetical Recombination)

(AR

EE _
Alemtuzumab is a recombinant humanized monoclonal antibody composed of complementarity-determining
regions derived from rat anti-human CD52 antibody and framework regions and constant regions derived from
human IgGl. Alemtuzmab is produced in Chinese hamster ovary cells. Alemtuzumab is .a glycoprotein
(molecular weight: ¢a.150,000) consisting of two light chains (k-chain) with 214 amino acid residues and two
heavy chains (y1-chain) with 450 amino acid residues.

B A4 :

T LAY AT, BEFERZE HI:%/%:—%I/ AETHY ., 7 Mk b CDs2 Hilkoad
PERLESS, WNCE b 1gG1 D7 L—A U — I HECERENERE, TLVAY XTI, Frif=
— AN R Z PRI XD EEEEND, T LAY XTI, 2014 HOT I JBEENLARS L&
(k) 201 & 450 DT I JBEBRENDRDZHE G180 2 HF0LRDEE 08 (hFE:
# 150,000 THD,

4/6
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[7 3/ ieid %]

L 34
1-50

51-100
101-150
151-200
201-214
H 8

1-50

51-100
101-150
151-200
201-250
251-300
301-350
351-400

401-450

DIQMTQSPSS
TNNLQTGVPS
GTKVEIKRTY
DNALQSGNSQ

LSSPVTKSEN

<QVQLQESGPG
IRDKAKGYTT
EGHTAAPFDY

KDYFPEPVTYVY

Alemtuzumab O 7 I/ BEEZF|

SASVGDRVT LITCKASQNID KYLNWYQQKP

RESGSGSGTD

AAPSVFIFPP

ESVTEQDSKD

RGEC

LVRPEQTLSL

EYNPSVKGRYV

WGQGSLVTVS

SWNSGALTSG

FTFTISSLQP

SDEQLKSGTA

STYSLSSTLT

TCTYSGFTFT
I

I
EDIATYYCLQ

SVVCLLNNFY
{

GKAPKLLIYN

HISRPRTFGQ

PREAKVOQWKYV

LSKADYEKHK

DFYMNWVYRQP

|
VYACEVTHQG

PGRGLEWIGF

TMLVDTSKNQ

SASTKGPSVF

VHTFPAVLQS

FSLRLSSVTA
PLAPSSKSTS

SGLYSLSSVY

I
ADTAVYYCAR

GGTAALGCLY

TVYPSSSLGTQ

|
TYICNVNHKP

PKDTLMISRT

NSTYRVVSVL

QVYTLPPSRD

VLDSDGSFFL

H&Q1: ruliLsy I g

L £ C214-H 4 C224, H & C230—H #{ C230, H §4 C233—H §4 C233 :

Galo_z

SNTKVDKKVE

PEVTCVVVDV
I

PKSCDKTHTC

SHEDPEVKFN

TVLHQDWLNG

ELTKNQVSLT

YSKLTVDKSR

;
KEYKCKVSNK

CLVKGFYPSD

I—I

WQQGNVFSCS

PPCPAPELLG

WYVDGVEVHN

ALPAPIEKTI

[AVEWESNGQ

VMHEALHNHY

DANT 4 FEEE

Alemtuzumab @ﬁii%ﬁﬁﬁ%ﬁ

(B1-4)GIcNAc(B1-2)Man(o. 1 —6)\
Man(B1-4)GIcNAc(B1-4)GIcNAc
(B1-4)GlcNAc(B1-2)Man(a1-3)7”

5/6

Fuc(c1-6)

GPSVFLFPPK
AKTKPREEQY
SKAKGQPREP
PENNYKTTPP

TQKSLSLSPG
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BRixEE 23-5-B4
JAN (ARL) : 7 RAF7 /%P
JAN (ZZ 4) : Dexrazoxane

0
HLNH
OY\N/XN\/&O
HNT]) H cHs
r
BgHEE 23-5-B5

CJAN (AAFR4%L) : €77 a—A s 7 o= VERE
JAN (Z& 4) : Vilanterol Trifenatate

Oy
[ O COH

6/6
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WHO Drug Information, Vol. 15, No. 1, 2001 Recommended INN: List 45

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names
(Rec. INN): List 45

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3
(Resolution EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended
International Nonproprietary Names. The inclusion of aname in the lists of Recommended International Nonproprietary
Names does not imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-73) and Recommended (1-35) International Nonproprietary Names can be found in
Cumulative List No. 9, 1996.

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMENDEES
(DCI Rec): Liste 45

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org.
mond. Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous
sont choisises par I'Organisation mondiale de la Santé en tant que dénominations communes internationales
recommandées. L’'inclusion d’'une dénomination dans les listes de DCI recommandées n’'implique aucune
recommandation en vue de I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-73) et recommandées (1—
35) dans la Liste récapitulative No. 9, 1996.

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS
(DCI Rec.): Lista 45

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Selecciéon de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7); 1969, 173, 10 (Resolucién EB43.R9)], se comunica por el presente anuncio que las denominaciones que
acontinuacion se expresan han sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas.
La inclusién de una denominacion en las listas de las Denominaciones Comunes Recomendadas no supone
recomendacion alguna en favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-73) y Recomendadas (1-35) se encuentran
reunidas en Cumulative List No. 9, 1996.
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Recommended INN: List 45 WHO Drug Information, Vol. 15, No. 1, 2001

Latin, English, French, Spanish:
Recommended INN  Chemical name or description; Molecular formula; Graphic formula

DCIRecommandée  Nom chimique ou description; Formule brute; Formule développée

DCIRecomendada  Nombre quimico o descripcion; Férmula empirica; Férmula desarrollada

adekalantum
adekalant tert-butyl 7-[(S)-3-(p-cyanophenoxy)-2-hydroxypropyl]-3,7-diazabicyclo
[3.3.1] nonane-3-carboxylate

adékalant 7-[(2S)-3-(4-cyanophénoxy)-2-hydroxypropyl]-3,7-diazabicyclo[3.3.1] nonane-
3-carboxylate de 1,1-diméthyéthyle

adekalant 7-[(S)-3-(p-cianofenoxi)-2-hidroxipropil]-3,7-diazabiciclo[3.3.1]Jnonano-
3-carboxilato de terc-butilo

N/\(\o/©/

C22H31N304

H OH
HaC.__O.__N

H3C CH3 (@]

alemtuzumabum

alemtuzumab immunoglobulin G 1 (human-rat monoclonal CAMPATH-1H y1-chain anti-
human antigen CD52), disulfide with human-rat monoclonal CAMPATH-1H
light chain, dimer

alemtuzumab immunoglobuline G1 anti-(antigene CD52 humain) (chaine y1 de I'anticorps
monoclonal de rat CAMPATH-1H humanisé), dimére du disulfure avec la
chaine légere de I'anticorps monoclonal de rat CAMPATH-1H humanisé

alemtuzumab inmunoglobulina G 1 anti-(antigeno humano CD52) (cadena y1 del anticuerpo
monoclonal hombre-rata CAMPATH-1H), dimero del disulfuro con la cadena
ligera del anticuerpo monoclonal hombre-rata CAMPATH-1H
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T glycosylphosphatidylinositol-anchored glycoprotein.
3.3-9 |Hale G1987p59-67Isolation of low-frequency class-switch variants from rat hybrid myelomas.
Hale G1983p305-19Removal of T cells from bone marrow for transplantation. Comparison of rat
3.3-10 ; . . .
monoclonal anti-lymphocyte ant bodies of different isotypes.
3.3-11 |Hale G1990p118-27The CAMPATH-1 antigen (CDw52).
33-12 James LC1999p293-3011.9 A structure of the therapeutic antibody CAMPATH-1H fab in complex with a
e synthetic peptide antigen.
3313 Kaufman RJ1982p601-21Amplification and expression of sequences cotransfected with a modular
e dihydrofolate reductase complementary dna gene.
33-14 Page MJ1991p64-8High level expression of the humanized monoclonal antibody Campath-1H in Chinese
e hamster ovary cells.
33-15 Redpath S1998p595-600Activation of complement by human IgG1 and human IgG3 antibodies against the
e human leucocyte antigen CD52.
3.3-16 |Riechmann L1988p323-7Reshaping human ant bodies for therapy.
33-17 Salisbury JR1994p313-7Immunohistochemical analysis of CDw52 antigen expression in non-Hodgkin's
e lymphomas.
3.3-18 |Stoller RG1977p630-4Use of plasma pharmacokinetics to predict and prevent methotrexate toxicity.
3.3-19 | Treumann A1995p6088-99Primary structure of CD52.
3.3.20 Urlaub G1980p4216-20Isolation of Chinese hamster cell mutants deficient in dihydrofolate reductase
e activity.
3.3-21 |Wan LS1974p136-7CMC of polysorbates.
3.3.22 Xia MQ1993p633-40Structure of the CAMPATH-1 antigen, a glycosylphosphatidylinositol-anchored
e glycoprotein which is an exceptionally good target for complement lysis.
Xia MQ1991p1677-84Characterization of the CAMPATH-1 (CDw52) antigen: biochemical analysis and
3.3-23 ; ;
cDNA cloning reveal an unusually small peptide backbone.
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depletion and repopulation EE ~ |Genzyme Corporation

4.2.1.1-11 (ajit:;ggfag);mpath . ' #] |Framingham, MA, USA HRER | FFEEN
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Cytokine Release
Following a Single F
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Enzyme-Linked

Immunosorbant Assay - % |Genzyme Corporation, N
4.2.2.1-1 |(ELISA) to Detect Iﬁ B |Framingham, MA, USA HREH | FHEER
Campath® in +/- CD 52 ’ ’

Transgenic Mouse Serum

Enzyme-Linked

Immunosorbant Assay | 2 | Genzyme Corporation, . .
4.2.2.1-2 |(ELISA) to Detect AW |Framingham, MA, USA #HRER | FFEER
Campath® in Cynomolgus ’ ’

Monkey Serum
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4.2.2.1-3

Technical Report Meso
Scale Discovery (MSD)
Assays to Detect

Ant bodies against
Campath in Cynomolgus
Monkey Serum and +/-
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Alemtuzumab (Campath)

pharmacokinetics following
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intravenous or
subcutaneous
administration to
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huCD52 transgenic mice.
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Pharmacokinetic
Comparison of Campath in
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Transgenic Mice Following
a Single or Multiple
Intravenous or
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Administrations
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Pharmacokinetic
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Pharmacokinetics and
pharmacodynamics
following intravenous

and subcutaneous
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1H to naive male

and female Cynomolgus
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USA
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Pharmacokinetic
Assessment following a
Single 5-day Intravenous
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Transgenic (huCD52 Tg)
Mice

Genzyme Corporation,
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4.2.2.2-6

Pharmacokinetics and
Pharmacodynamics
Following Intravenous
Administration of
Alemtuzumab (Campath)
to Male and Female
Cynomolgus Monkeys
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Pharmacokinetic
Assessment of
Alemtuzumab in Pregnant
Female
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CD52 Transgenic Mice
following a Single
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Including a Limited
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Assessment and
Pharmacodynamic
Evaluation of the F1
Generation
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Report on the
Cardiovascular and
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Intravenous Campath-I H
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Intravenous (Injection)
Fertility and General
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Study of Alemtuzumab in
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Developmental and
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Tissue Cross-Reactivity of F
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Detection of Anti-Campath
Ant bodies in Serum
Samples From a Phase Il
Study to Evaluate the
Efficacy and Safety of
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