Y —R A RIEFHER 50 mg
2R3 B &k

AERHITEH I N ERITR D HER KR ORNEZEOEFELIX, 77U X B
oA X —ARAESHICH Y 7, YRS OBEIERH O BRILA
ADOEFBEICAERZFHTAZ LITTEERA,

T UR M AT — AR
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Ipilimumab

1.5 EREXFEROBERUREDER

RERURE—E

s 5 Ei] BN
ALT Alanine Aminotransferase TI= T NG AT T8
APC Antigen Presenting Cell R AR
AST Aspartate Aminotransferase _7;7\ NIRRT I/ P TUART =T
BMS Bristol-Myers Squibb TUARMLs =AY —X AT AT
BORR Best Overall Response Rate EES
CI Confidence Interval 154 X ]

CRF Case Report Form iE M5 R 2
CTLA-4 Anti-cytotoxic T Lymphocyte Antigen-4 | Al {55 T MifabtR-4
DTIC Dacarbazine HININY
ECOG PS Eastern Cooperative Oncology Group | —
Performance Status
E-R Esposure-Response IR — A
ESMO European Society for Medical Oncology | -
FDA Food and Drug Administration DR JE] £ A 2 8 i )
HR Hazard Ratio ANP— R
Ig Immunoglobulin a7y v
IL-2 Interleukin-2 Ao —afxr2
irAE Immune-related Adverse Event S IR L e B E RS
LDH Lactose Dehydrogenase FLIE I K SR TSR
N/A Not applicable T
NCCN National Comprehensive Cancer Network | -
NSCLC Non-Small Cell Lung Cancer FE/INHE e it e
(ON Overall Survival B EAF I
PD Progressive Disease HETT
PFS Progression-Free Survival VA A A
PK Pharmacokinetic S B E
PR Partial Response BBy 225N
SCLC Small Cell Lung Cancer /NI e e
SD Stable Disease LWTE
Treg Regulatory T cell HAEE T iR
WHO World Health Organization H SR BERE R
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1 HEFARORML

Ipilimumab %, Medarex #= (Bl 7 U A L« A ¥ —X 274 T7H) (XD ABRIESZ,
RS T Mfadis-4 (LT, CTLA-4, CDI152) ([Z@®IRWZpEk a7y (LIF, Ig) G 7
77 A1 (x B$H) OFELE MIE /) 7a—FAHikThY . BARKOHBTHBEINTVD
CTLA-4 5T = v 7 iR"A > FLEKTH 5, Ipilimumab OYEFAMEFIT. FEM L L T MRS~
v MIFEBRT S CTLA4 & 707 = v g AU RAINN _Eo B7 (CD80/CD86) 43 & D
HAEHORELSLEZEZ SN TS, ZFOREE, Ipilimumab [ZIEMAL T HIHD oM A FE & 2 88 L.
TESEHUR AR 72 T M 4 BEGE N ONEMEA L S, IEGG 2 J0f 9~ 5. £72. CTLA-4 OBREIX,
il EE T M (LR, Treg) OMEREZN T S, EEGEISE TESIE 5, HiZ, Ipilimumab
W, SRR 1T D Treg oz BRI &8, ZOREE., BEENOTEMIL T MilE L Treg
Bo (=7 =7 Z—T i/ Treg) 2NEIN L CHESMELZFET L EEZOLND,

Ipilimumab 1%, YIBRARESUTHEBMEEME R ANE (DUF, #ETHEERANRE) (B TRATFY
(LT, 0S) DIEEIRINTZIRYIOIREIE TH 0 | BRIRROMEITHIEE R affaE 1ot 5
WAL e 3 AHEEBR (MDX010-20) . AT O AT B B AJEEZ T3 28 3 AR
(CA184024) 2B\ T, FRIRIIICEKRDOH D, Mt FiICH BEREFHEOIER PR S,
MDX010-20 FABROFERICEES & | Ipilimumab [TKE, BRM 2 & e 40 » [ELL L CTHEITHIEER A
L%t U 3 mg/kg BUMEE C&GE S 4v, BifE, 5L CULAH S 41TV % National Comprehensive Cancer
Network (LN, NCCN) & Uf European Society for Medical Oncology (LT, ESMO) O H A K7
A THETHIEE RIS L CHEAT S 2 RSN TWS, g, ARGE T,
HEATHEM B EEES 21T 5 Ipilimumab 3 mg/kg DZ ML ONEIET — % 28 L. EANT
. THIBRABE XA PE P E LA il | 1295 3 mg/kg HAMMEIEIZ K 5 Ipilimumab o [ 385, Bl i
WG AKRBHGEEIT) Z & & LT,

EMERANEI 3T S Ipilimumab O EWNBHFEICEI LTI, 2011 4F 9 12 B ARG MG P %
Ele 4RI Y 1552 8] ER EOMLEEPED SWARKTRIE - B KOBEHEEEEL | (T3 L CEMER
EEIZ XI5 Ipilimumab OEN TORRELENEN Sz, RRFS@EITEERAE I 5
Ipilimumab O ENBIF X ER EOMLTEPER @ EHIEF L, 2012 44 H | EAF#E 5 1EX 7B
FEFENFEH ST, £7-. Ipilimumab [ ZHEMERANEOGIHE - 2h5 T 2013 4F 3 A/ HEmAHE
HWREELZZ T T D [HEERS (253 5300 =],

¥, ARHFE TR, EITHEERAREICG L, Py (LUF, DTIC) DO b FEIEX T
A —aAFxr2 (LT, IL-2) ZOREFRIEOIRRENG 588 % [BEREG ), (L2RER
ODRIEFEDOWT ILOIRRIE G R WEBEZ TRIGHEE) LEF LT, £, ZOEREITHNC,
TEIRIE 2 AL BB TR E U C L AL RE OIRIRIEN b 2 B8 & U REBERIERG | . (LHIED
TBFRIER W 2 (b RIERIBRNT & L CHRESR LT,
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1.1 BHReE
111 BREREEOEF

BRI, A 7=V ARELAREEZATHAT /A FOEIICE > TEL HHEMEERE CH
0. ZLITEBITHAET DD, REUIMZA T A EBFEL TV D05, IRBEIC AT
%Y,

R IROETHNECEREORWEEE TH Y, SR TORBERIIZINOTITO
FENE L TR LT 5 2, — B HEE Tl B B AR MR al~m¢;&_2%
ICHIINT 5 2 EAVRIR SN TR Y P BERITIENDOE L O & LA 5 HE T X FE ML T
W5, HERCREEEERS (DLT, WHO) IZ X AHEE Tk, 2004 AR ClEt: BRANEo Fiif B
AR 132,000 A, FEPERARE R NI O EREIC X D5 T1T 68,000 A TH o7, KEIZBW
T 2011 4RI MR R AE & OFrBLIC 2 I S 7o BB BUTAY 70,230 AL FETIEAY 8,790 N EH#HEE S D
D, BRI FUNT 2008 4F (2 HEME LA IE LIS S AU BE BT 84,000 A, FETS1EKI 20,100
ANEHEESNE Y, ek, RIAFEOEITHIEN RAFEES BT 5 0S8 FRIEIE 6~9 » H THY
ODE - RIGHE T BEIB I O WA T L B E R 2100 Bl 2 & T4 2 HRBR 42 Broe 2 LU &
NT =22 HNTHTH T AZ T F U ADFRERTEH, 0S FRIE, 1 FEFRITENEIL62 4 A
[95%EHEXE (AT, CD : 59, 651, 25.5% (95%CI : 23.6, 27.4) L#ESIN, PHRARA
RREWZ S,

ENTOEAEFEEIC LD 2011 FFOBH A TIE, EBERAED BEEITN 4,000 A L#E S
NT5 Y, 2006 EDORET o — N OFREE R KO 2012 420 WHO OFREBRICL D &, B
P E & BTS2 S D BEEUTAERIK 1400~2000 A L HEE S5 D1, BEEIIIESNEIRE
CHIMEEC D B P, PRk 24 FEANOBRERREIC L B L. ENORE OB AW ERE T
1556 AT, 2095 652 N (BIE330 A, &bE322 A) AEERAEICL VL L TR Y, &
J& DB AN L EEREABEOEIGITE <, ERNICBWTH THRRARZRKB L NR D, FF

HIREARS 2 380 H W T RONERE O S EAFRIIBELZ 10%E THRRTH S P,

112 #HITHEMHERGEE
1121 FHHE
HEAT M R E M R AR E OB E ~DIRD 0 R e L, ﬁ@%@@ﬂﬁﬁ%d<M
SFEDOHSHE (M-stage) THFEIND, EITHIHEERANREITZ O HBIC LY | YIBRTRREO AT
~vm[fu@J/Am%%#M@6né(Mml&UL%%@#%@6M527~VW[%
EUVN“%%Z@&F B3R oxfifsf (Mla), B O (M1b) . XIEZ Ol
MR, RUERIEE S A R TG HLEE LK FEEESRE (LLT. LDH) ®fEE k5 & 5 2 mlREisk
Mlc) OWFha] & LToEEnD, FEFEEBEEIR OB (2010 4 8 A 12L5 &,
E IR 2 B B afE O8I ek THWL STV D American Joint Committee on Cancer
2009 (AJCC2009) ZfEHLTWD, Lo TRCKEENE THETH WIBRARED AT — U 1
ROAT— V) OEMRBREANEEBET 5 10h- 0 ERITRVEEZ LD 'O,
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1.1.2.2 FERAF

EATHEEERAQEEE O PRKTF L LTI, Eid M 28I T, 5], LDH, Eastern
Cooperative Oncology Group Performance Status (ECOG PS) . #zf DA MR S TWn5 219, =
oD THR I, EATHEERAEA RS E L2 < OKRBURBRTHRE WD Z &7tk
20 KU 2 OI9I9020)

1123 EHRAEOREAKRR

VRO D7 RIE, R e ARIRUIFR FTRE 2R 5 A I IXR A B O S BB FR L OY
B F RN UREHES A RO DA IIILEIZS U CHTE Y Vo ORIER Y > S EERE 21T
9. Fio. EHREAEIIMO TEEHEORWIERE THHDT, N URAT LZEZLNLIERICD
WCITRIGEEIRRE, i MBRIE S LT, A CIEEHED A v ¥ —T7=n T 7 72b O
G EATIEA v ¥ —7 =20 o _X"—Z DA~ O R %2 & O TR EMToND Z e nb 5,
—Ji. WRIBUIBRARE X L= REs 2 A 7 2 A T HIEME R EE I TP AN L DI, BEARHER
TOWBRR, ERIER: & 21T 5 2202,

1124 HEITHEHRBEOEYEE

HEAT HIEME B L CESEMOER TH Y | Ipilimumab 23S THEGE S 4L 5 AT O THIE
MHRAMBF BT 2 EFHM P RET 6~9 » A Th o 7o, RIGFEOMETHEM R AT 5
EEIRIFRIE T d o 72 DTIC (X, 1970 FARIC It BB TOZRNFITHD s TRRB I iz ds,
FEHRITH 13~20%TH Y 2, AT OER 27~ L iEiZ /20, DTIC DM IL-2 CK[E)
X Fotemustine (BKM) 25 D JEA 23 HEpE B A JHE Ik LR STV D08, W Lo 3EH & A 77
DIER % s LTeidEIT 72 <, o, HYOBHELRD LN TS Z 25 DTIC 12> Tb 5
A L IIALEMT SR TE LT Y PRAROEITHEERAERE ORMAFICES TE S
EEEN IS TSR TH - 12,

IO X e AT RARED 0S I2% 5T 5 3EAI L LT Ipilimumab 23 SN TER I
7z Ipilimumab (Z & 0 | BEVEHR K OSRIAE OMEAT M R AR E (2361 2 HGEHAMICAH E A OS
DIER DN 3 FHEER 2 BRI W THID TR E 72, 2011 4, Ipilimumab (3KEIZBWT THIER
RRE X TR MR R AE ) (25 LT BN OE DO E 2~ Tk WRFEEZ A3 DA T
VAT RS (DI RNAE SUTEERME) | 1Tk L CRBENT-, FDH%. KINTIE, 2013 4E
10 AIZRIGEOMEIT I RANEEF 250 D0 BIAR S vz, FERIC T2 TH 2014
9 HICHEISBMAAR I, EHICAS A, A AT TV, A= 8T U T THEIGBMAKR
SNz, BUE, TOMOEA THEHEOHEBMOEEF TH D,

F72. 2011 FELIRE, BRAF (2 V600 D2 R %2 A9 2 AT HIEM R AR BF (e DIa%HE L L
C. Vemurafenib, Dabrafenib, Trametinib 25, ¥/ CHGRINTWD D, T b DA OXIG & 7
% BRAF V600 (D75 5 % 479~ 2 AT EME R0 JE RS OBIA I A AR TiE 26.7~41.8%, #E4+ T
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THEHTH S 2, BRAF V600 DL A4 S 72\ BE T3 Ipilimumab (2 & BB A 72
1RIRIEN 72 <. BRAF V600 D24 F 9 25 Tk L Vemurafenib (X DTIC & ik U CREEIRAYIC
EROH D 0S OIER %R L72A3, Vemurafenib #£1% 18 » H OFEA T DTIC #£D Kaplan-Meier HH
ﬁmmﬁb\%@@%iﬁ@’ﬁﬁ#é%@fi@mm ZOH, THHIRANT K DIRHNR
RGOS, £z, < DT THLALILS X 912, Vemurafenib THERD S AL 7= MiHEIT —fi%
HTHY . BRSO TFEMFERC bR S TNS 2,

Ipilimumab [%., NCCN Guideline version 3. 2014 Melanoma* 1233\ T, 14T 81 HEM: BL 4 i | 2 59
DHUH AFKIREE & LT Category 1 IZAZEATIT B4, BRAF V600 s 22 H O MEIZH 3020 63l
MENTW5D, 5612, Ipilimumab 1, BfE, A THH SN TV D NCCN L TVESMO O A R
A OV CHEA T AR U ORI, BEIRIROEIRR < AT 5 2 L MR ST 5,
1975 4E02 5 2005 42 H> ) T EJifi & 47= Ipilimumab 2 B < A 055 2 FHEAER 42 345k (N=2100)
DAZTF Y AORERTH, ETHEMERANEIC )T 2 RIGEH] & BEIREFI D Kaplan-Meier 4
FFHBTEZR Y | OS IZOVWTRE RFENRN T ERHER STV ), 20, {75
BAfEL, RIGFESUIBHEROBF T, TOBEFDRDLTHRICONT, KRERMEEITRVWEE X
bihvd,

EWNCIE, ST RANEIC KT LC DTIC 23ME— OFEHEIRFEIRE L CREVEE T ST
N5, DTIC (2 FERT R ERRERBRIZ 31T 5 2R DFE BAZHANT 1985 4R (T [EN THERB S =832,
AR DR 7 4 FAVE S RBRIE A, RS EMEIER T A R T A > (2007 ) 2
Tl DTIC BB LS I TH M A (k3 AR ULk & STl Y | BRIRIEHE Clid DTIC
EVATTF UERDAGHRIERIC, A A —T =u e PR L ZAIFREE LWL T
WAHLOD, [ENIZEBWT, DTIC ZXHREEE U727 &4 MME EEMEERERIT Z v E T5hE
SN THEHT, DTIC HMEE & i U CTAEFMIMOER 1R S 72 b Ok, BEIEROMET
WERAEIZBW T, AFYMOER 2 R IIEREIIER SN TE LT, SRR EIC X
DIERINTWDLERTH D, ZOL IR D . EPICI T 2 W4T SR E O R % 30
RTEDHHDLEEFE R, Fi2, i, =R~ 7 BRIBYIBRARE 72 BV B A E I L CH&GR
émtﬁ\ﬁ%-@%K%Lﬁéﬁ%L@EE°i\m%%%$ﬁ%%%*ﬂﬁéﬁﬂ$&0ﬁ

EIEHEST LTV RV SRR ST g ),

LJLOWWR%%F@@“% &L EN TR T R ANEIC T 2 IRROBIRE L RO TE Y |
T Ay NAT 4 A== RiEE <, ETHEERAERE O RMAFICH S T DIRFEENE
FNTWVWED,

1.2 Ipilimumab® %
121 EBEER

Ipilimumab (%, CTLA-4 |J3®EIRAI2 1gG V77 T A 1 (kBREH) Ol Mt ) 7 a—F i
EKTHY, DARBEOHMTHESN TS CTLA4 o F = v 7 KA v FMLERTH D,
Ipilimumab O/ERAMSFFIE IEME(L S 7z THIRE EICH BT 5 CTLA-4 & U RAIE (LR APC)
FIz#8l3 % B7 (CD80/CD86) 75+ & DIHHAEMEMZMEM T2 L THLHEBEZ LTS, £D
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FGL. Ipilimumab (XTEPE(L T MG o S0 BOFRET 2880 U, MRSHURRF A 72 T A0 2 HE5H & ONE
ML S, GG 2 304 5,

B 1.2.1-1 1ZRT L D1, BDAMBEN D S D EBHURIL APC IZRDIAENTHA—T7 T
AR HE S S A, PURFEELY AR 3 U CREBRIIIC T A — 7 T Ml 215 LT 5, M7 —uE
OHFEG)HGET HIEFE T, IEHAED7-DIZ APC & THIlROR CHE L SNHEER T VTN 2
DY O EDITEGERRIURO T MlZ S E~0fr [ EEHE S METURE A RS 7 B
TFRELT] THYH, oL DIE CD28 ZARITKT 2 BT Ll 7L ThHho, T
Lo TIHEMAL T MIRSHSE L, JURRBS AMILZ HB L CTRIET 5 2 ERAREL 78D, RIT,
AT 4T 74— KRy 7 V—TO—FL LT, BREOEONIHEIMESZ B TdH D CTLA-4 23E
PEAE T ARG FEEL L C B7 LIS 7P 2l L, 2RI K o THRIE ST 7 ADERMENE R
DI A MIA EEAEMNMET LT T MO BFHEE OIK Fic>723% 3,

Ipilimumab (Z X % CTLA-4 OIAEIZ LD X AT 4 77 4 — KXy 7 b—T UM S, EER
B T M OTEPEAL B OSBRSS TR S AL, RIS 2 31| 5,

F72. CTLA-4 OFAEIX, Treg OHREAZIRT S, BEEAERIGE TESES 9, B,
Ipilimumab %, JEEHLRRIZISIT B Treg £ 4 B INAIT I S, EORER., BN OTEMEAL T #ia
L Treg $abt (=7 =7 % —T filia/Treg) MHIM L CHEBGMIRSEEZFET L EE26N15

37),38),39)
]

1.2.1-1 CTLA-4 EBr &/ L1= T $HRa &84
T Cell T Cell T Cell
Activation Inactivation Remains Active

(e

Ipilimumab

Source: Weber JS, et al.*?.

1.2.2 JEFEPREEHE
~ 7 AETI)LTIE, B CTLA-4 MEHHIEAFE T M EAENERUR I 6 D HUR RS 2 B iR L,
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JEBHEOIH 2 H7-5 Lz, &5, B b CTLA4 2RI SEL NI AV 2=y I < T A
P15 CTLAAEWIZ L0 | RHHREETIE A Hivie b o 7o RIBE MK MC38 O HIREEIE X584
2= R E T2, =7 A FIC Ipilimumab & 595 & | 7 A L A HiE (HBsAg; p<0.05) .
M7 7 F > (Sk-mel; p<0.05) PR OF—HR— Y Ly hAETT =0 (p<0.05) okt 5
ISR S DE LWMERA &7 6 LT,

1.2.3  IpilimumablZ & 2N EDHBRUVERHEFEDRE

Ipilimumab @ G (23S AR RAERBEFIC LD . FFEMRPEEDI R b b d,
Ipilimumab O fESHHE N R FLIER O ICHER SN D, Ziuc kb, EEETER, X3
REDRBBICFN 2 RT LD 7%, T RREBNRY o BB ENDEZERHDL Y, B, U
Y RERDIEEE~ DI & Z U E O RIENDHER S AL, B ORIEIZ LV, BT b, T
WAL U2 RRE 2 R 2805 5, & 5HIC, Ipilimumab ORFEA R HUER IR & LT, —EDHA
FCUX, Ipilimumab OG- HIEZIZ SIS/ R 5 (£ =2 —/10 273, 3.1.22 HEH),
ZORER, RHMERT 2B NI LEE L L, BEAEFICHEGE LWL EEZHND,

EREIGHEIETH 5 DTIC O 1 FAEFRITH 2% ThH D (£ 1.2.3-1), ZOAFRIE, HEITHIHEME
BafEoss 2 R 42 3Bk (pilimumab LIS OMAOFER) (ZxfT 2 A F T F VU RIZBIT S 1
FEAEGFROEHEE —B L TEY P MDX010-20 3BRD gpl00 it FREET b REEDAEFERRED S
NTNDZEnD, ZOAEFRITETHEERAEOAEFICET I INETORNEZ LKL T
WHERDOND, 72, TRHOT—Z D 2 FAFRIT 12~14%ThH Y | #ETHEERARD T
BARRZHIEIRTHOTH D,

Ipilimumab (ZEEVEHRE OWETT HAEM: A fE I 81T 2SN 3 FHEER (MDX010-20) (28T, %f
FERE & LR U CREEH PRI E 72 OS DIER 23R 72, F£7-. Ipilimumab 3 mg/kg FEIZ L5 1 44
TEERIT 46%, 2 HEAETFHRIL 24% TH V| gpl00 FBEEOAITFR (ZNTI 25%, 14%) L H~—
B L THE <., Kaplan-Meier 277 M T B BHIRE R CTH D 2 FLL EA 18 L T gpl00 xfRRFED iz
IR, Ipilimumab @ OS IZk}3 2 RG22 7 ¢~ MBI RS VT,
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% 1.2.31 ETHEHERBICS TA2AEEREDLE

TR HEEE 1AEAEER (%) 2R (%)
Ipilimumab 3 mg/kg (MDX010-20) 46" 24°

IL-2 #9743 #21°
DTIC 9 26 % 12°
gp100 (MDX010-20) 25° 14*
AZT YA 52 FEEER 42 R CEEfE) 25 NA®

ZEG R Ipilimumab, MDX010-20 #5555, Ko et al”, DTIC, Avril et al.'"¥, IL-2, Atkins et al.'?.
©BEIRIRG, AT R

O R TEER, 2 AR LRER T X RN D, Kaplan-Meier Hi#f % F\VCHEFREZHEE LT,
FIRAIREZRR T — & 72 L

NA= #4487

C

Ipilimumab D EFFIEESNF D 2 42 B LR O FfetE 1%, AT WM R 4 %f 4 & L 7= Ipilimumab
O R L MEMEHRDO 9B OS T —2 N ELNTWD 12 REBROKEMEHT (N=1861) D
BHHEBNZ K> THEMT 5N TWD, ZOMEMITCTIL, 254 FI3 D72 < &b 3 EOBBMIH
ZAELTEHEY ., RIBFEOWHRE (N=604) KOBLAEFEOHERE (N=1257) 28T 25 OS 1%, W\
IWHAFENIFEHLUFE—E LR (ENZEI, 26%K T 20%) . HED OS IFZEN THEELN
10 Tho7e (¥ 1.23-1), 7o, YA MNTIZIE Ipilimumab 3 mg/kg & 10 mgkg D7 — & 3
BENTEY . TNEHEBRAEIL 965 B, 706 Bl TdH > 7= *,



Ipilimumab 1.5 BEXIIHEROBZFBERURAKORER Page 13
1.2.3-1 Ipilimumab DETHABHEREZXNRE LEZFIRERBRRVEZEAMERAR 12

HERDMEMATIC X 5 ETFERER

‘!)'?),lz'éwr%lysis op&ggﬁghrl\znea gy regtsnlnsnt Status for Subjects who Received Any Dose of Ipilimumab from 12 Studies

A~ = = =t = = i B == e - - =

00 1
I I I I I I I I I I I
0 12 24 36 48 60 72 84 9% 108 120
SUBJECTS AT RISK Months
Untreated 604 301 106 74 64 60 18 1 0 0 0
Pretreated257 538 264 180 128 110 102 25 15 5 0
Untreated - - - - Pretreated

+++ CENSORED

+++ CENSORED

GROUP #DEATHS / # TREATED MEDIAN (95% Cl)
Untreated 396/604 13.50 (11.89 - 15.38)
Pretreated 978/1257 10.70 (9.59 - 11.43)

wwhdmclin/oroi/ca/184/iss01/val/stats/esmo2013/rowco.sas

RUN DATE:- 11:06

%% . COROW 2013 (DCN:930073968), Figure 1.2.3.2-1

1.3 SREARDOERE
1.3.1 BB T SRR ORE

Ipilimumab @ BHFE % Medarex 1 (LA, Medarex) {Z & V) 2(. TR S Z}’L\Z(.$7f)> 5 Medarex
ETVARN A X=X 274 7% (LLF. BMS) 12X 5 EFRBRFES IS N, £ Dk,
BMS [ 2009 4F{Z Medarex % BUL L, BIfE, BMS (2L Y Ipilimumab OBIFER I THON TV 5, HEK
P 7w g ai, BEo L 24, BERe, ORGSR R TR, ZhE
TIZ 16,000 6] 288 2 5 W5 E A3 AR RBR IS BT Ipilimumab DOH- %3217 T 5, 7273 T b M
REMEN R bR Rt snToY | 2fEr o immRRB s S . 2R, BRaROET
HHEMERAEZ SR E Lc T & MBS 3 55 (MDX010-20) 23Biis S 7z,
S 512, 2 454> 5 Ipilimumab ORI R OG- A7 ¥ 2 — L & S BICHET 2 720, BEIRR O
ITHIEMERAEBE LR L LT v # MM s e 2 FEAUER (CA184022) 23B%A 7z,
Fo. RIBFEOETHEMSBROQEZ MR E LT v F MMt _EERELEESE 3 Ml
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(CA184024) 7% 2(.$J: D BHIE ST,

MDX010-20 5% E2 H 1%, Ipilimumab 3 mg/kg+gp100 £ & gpl00 #£D OS Z b3 25 Z & |
F 722K B 891X, Ipilimumab 3 mg/kg B & gpl100 #£D OS % 9~ % Z & | Ipilimumab 3 mg/kg+gp100
# & Ipilimumab 3 mg/kg #ED OS Z T 5 Z & Th o7, KRR TO Ipilimumab 3 mg/kg 1T% 4
FCICHENE SN BEARREBROFE RIS T BN IN - HE T, YR ARE S Tl d K< HW
b T, AR T49. R G T -) Z EEFMMIEH & LT, Ipilimumab 3 mg/kg
+gp100 Ff & & HMREVERE (Ipilimumab 3 mg/kg #£, gpl00 #f) & T 2 5B CTh 72, T D%,
HLHIY 7y & OFHFRIEL _._75 HESE X iz 2 & WWONTE 2
RBOT —FNEBI N2 L2 X0 HEROIEEHE/ NI ROFARER L0 &, OS OISk
\Z Ipilimumab DX 7 4 » K %ﬂifﬁﬁf‘%’ D EDHLMNT ol L, EEFHMEIEE % OS
IZAHE L, EEHAMZ% Ipilimumab 3 mg/kg + gp100 £ & gpl00 #£0> OS Z i35 Z &, Bk B
% Ipilimumab 3 mg/kg + gp100 #f & Ipilimumab 3 mg/kg FE & OF gp100 & & Ipilimumab 3 mg/kg #ED
OS Z i3 2% Z L IZE W L7z, Ipilimumab 3 mg/kg + gpl00 #f & gpl100 #E% bl L7 & <D OS D
AYP— R 0.68 (95%(EHE XM : 0.55~0.85, p =0.0004) T&H Y . Ipilimumab 3 mg/kg + gp100
FETIL gplO0 FEL FERTHT DU 227 205 32%(K T L7z, Ipilimumab 3 mg/kg #f & gpl100 # % Lk
L7z & D 0S DY — REHIT 0.66 (95%[EHIXH : 0.51~0.87, p=0.0026) ToH Y . Ipilimumab
3 mg/kg FETIX gpl00 #E & LT D U X7 D3 34%(K T L7, Ipilimumab 3 mg/kg + gpl100 # &
Ipilimumab 3 mg/kg #E % g L7 & D OS O/~ — REIE 1.04 (95%(5#HXH : 0.83~1.30, p=
0.7575) TH V| WFET 0S OEILRD LI o7z, 0S OHFYRAE X, Ipilimumab 3 mg/kg + gp100
BET9.95 » H (95%EHEXH : 8.48~11.50 » H). Ipilimumab 3 mg/kg #ET 10.12 » H  (95%(Z4#
X : 8.02~13.80 » H). gpl00 FET 6.44 » H (95%I5HHIX[H : 5.49~8.71 » H) Th o7, 17k
LB O & DA FFRIL 547 6 (85.1%) (238D HAL, Grade 3 UL EDOIRERIK L B O & 5 7F
F4:0%, Ipilimumab 3 mg/kg + gp100 #£ T 72 5] (18.9%) . Ipilimumab 3 mg/kg #£C 33 {51 (25.2%) .
gpl00 #£ T 16 Bl (12.1%) ICRD BT, RRELBEDOH D2 AFFROZL  [THREITEE L7z
HAEFSL (LU, irAE) Th o7z, irAE OFBLEIA X, Ipilimumab 3 mg/kg + gpl100 # (221 41,
58.2%) K N Ipilimumab 3 mg/kg # (80 fil. 61.1%) D513 gpl00 BE (42 5], 31.8%) LV & @
o7, b L AL tAE (WT N OEGHETHRBLEIS 2%LL 1) 1%, KE., HILE. I
KON WHRD itAE Toh Y | B K ONVH{LE @ irAE OFBLEIG RN @ o7,

CA184022 FABRDO FZAMIIH & —PUSER AN T2 2 & ThoTo, FEFEEE TH D
BORR (%, 10 mg/kg B, 3 mg/kg # % O 0.3 mg/kg BECTEILLI 11.1%, 4.2% M T 0% TH - 7=,
23 RS DR E D O A B HEO BN RSN (p=0.0015), 10 mg/kg #. 3 mg/kg
BEKR Y 0.3 mg/kg BEICIIT 5T X COREICEE LA HFHRS (LLT, irAE) ORBIEIGIL, £
ZH 70.4%, 64.8%% N 26.4%Th V| irAE 23FBL L /-5 EHUIH & 10 mg/kg & 3 mg/kg Tl
RIFRECTH DA, HE 0.3 mgkg TIHMEWZ &R S 72, Grade3 XiE 4 @ irAE OFBLEIA 1L 3
BECTEIEN 25.4%. 7% K 0% Th v . FHEOHEIIZLE > TEED irAE ORBRESN FHT5
ZEDURIB STz, CA184022 iBR TlIE M &EIE & OS BIEE T DN A iz s, &M O
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B— K (LR HR) IR AH B CldZe o> 72 [10 mg/kg % 0.3 mg/kg TiE HR = 0.796 (95%
CI:0.544~1.164) ., 10 mg/kg & 3 mg/kg D TIX HR = 0.908 (0.617~1.338) . 3 mg/kg & 0.3 mg/kg
D LH#ETIX HR = 0.888 (0.611~1.292) ], AGERIT OS ORI ZZ R T 5 L 9 IZIixT 1 &
TWRhoTz,

CA184024 3B T2 HAYIL, Ipilimumab 10 mg/kg + DTIC #f & DTIC BMFIERED OS % il
THIETHoTm, 2008 2 i B (MDX010-15 2 (X MDX010-19) OFER2 5. 3 mg/kg %
ZHBEGDRAETHDLZ &, KN 10mgkg DEZEMET 07 7 A WVITHRAETH D Z EPRES
Nz &, KO3 mgkg 2 G EICHBWNT, B NEIEDIGINHERINZZ &2 EE
z D AREBRTIE. AEDOHEA 10 mgkg & L. HEUERTH - 7= DTIC & O _LFt2) R4 W
L CHFREIE & LT,

2010 4F1TiX. MDX010-20 #REROFE R K 0 GEME, MO FERFAI 21TV, KE KO
MicsvorBRREsTren, 2k, NS T
B0 4. Ipilimumab (ZKENCIWT TEIBRARRE S TS EENE R ANE) (X LT, K
T NEREZ AT 2N T 28T W R A (BIBRARE XTEEME) | 12k L T,
Ipilimumab 3 mg/kg % 3 MR T 4 A& 53 2 A &I X VKR S,

RN ClE, & 51T, 2012 4 8 HIZRIAHE O THIFEME B ANE 2 5 6D 25 BN 0D 72 9 O 7K FR H
FAMTONTZ, ZORGECHRROBILE LIe EERFENER LT — 2 13, EITHEERA
fEBHE 2%t 5 & L CEIT Ipilimumab 3 mgkg & MWW THEAN TN L 72 4 SO IRRR

(MDX010-20, MDX010-08, CA184022, CA184004) THOLNI-HDOTH Y, £/, EEKIZE
VT Ipilimumab 3 mg/kg BUMUE L & 52 1 7o RIGH OMEATHIENE R AEL x5 & L, A
BGEF B IZ 2 SOMRsMEEAER (CA184338, CA184332) DOAIMWER AT — 2 LB
Sz, 61T, RigRHOETHEERAEL %% & LT Ipilimumab 10 mgkg & DTIC
850 mg/m”> DHFFAFEIE & DTIC HMiE % il U, SEat 2RI A B 2 A AE IR O IE R 3R S -
SN 3 FHERER (CA184024) & DA XFFT A7 —# L LTSN, 2 bDT —XIZHED
. 2013 A5, RIGEOMEST I HEME A4 4 5 6D D Ipilimumab O3 IiA K ASERINIZ BV THEGR S 1
oo 72d, RHFEICET 2 RIGEOETHIEMERANEIZX 32 Ipilimumab OF 20 &k OV 40 %
R T =S8 = DF, BN R L2 b OICERNRBROT — 2 28N L7-bDTH D,
ZAVE TIT Ipilimumab 3mg/kg BAMUETE (3 HEIR T 4 [l b)) (3T HIEME R AR L, TR
40 % [ELL ETHERBE SN TV D,

eSS 3 FHRRER 2 38R CHV BTz Ipilimumab @ F EIZZ 4 3 mg/kg (MDX010-20 7457,
BEIGHR O VAT L i) SO0 10 mg/kg & DTIC 850 mg/m® DHFH (CA184024 KBk, KibHED
EATHEA RGN ThY, WRABRICHIT D 0S O RE K N EH OS (1 FEAMFR, 2 4FEAEFR)
HFRBETH -7, SHIT, 52 FHEOE 3 FHRBRICKEIT 2% —InE (LLF, BE-R) f#Tic &
v . Ipilimumab 3 mg/kg TP OS DXFK 7 1 N Ipilimumab 10 mg/kg & DTIC OOf T —# L]
FEEH -7z, LovL, CA184024 BRI DTIC & OPFAIC L W BEDOIF#HNE (Grade 3 LLE) @
FEENEGDHI30% & m< JRRE LB H 2 FEFLICL 2B G P ILOBIE L Eh o7, 723,
Ipilimumab 10 mg/kg & DTIC O HFARE TIEFWTNOE 2 1B THER S TR,
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HMEREAEZ R E Lol & LT, KERLEIMF (LLT. FDA) 7»bH OERIZ
HEAT R MR A 2 5512 Tpilimumab 3 mg/kg HAPETE & Ipilimumab 10 mg/kg BB A %tt@ﬁ‘
2 HRRUER (CA184169) NHEEITH TH D, FEHAMIT, RIBFSUIBHBROUIBRREA T — 11
IFAT—V IV OEMEBEAERE I 5 Ipilimumab 3 mg/kg HAMEE & 10 mg/kg HAMELED
OS % kg L, Ipilimumab 3 mg/kg HAMFIEIZ K92 Ipilimumab 10 mg/kg HAFETE DA 2 2 FRGE
THZEThD, o, WEMBIRIEL#EIL & Lo R AL 55 & LR b T C
oD,

1.3.2 BERIZE T HERKFFEOERE

EINIZI 1T D Ipilimumab DEFKRBAZE 13, 2(. IR NIRRT (LT, NSCLC) B = %5
T D5 1 FHRER (CA184113) TBAMA L7, CA184113 #BkIX, HAA NSCLC ¥ (3 mg/kg #
5.6 6, 10 mg/kg #5-6 ) ZxtGel L, DNVERTTF R T U2V EH LIEBEORE
PEOFMNZ EAR RN E LTEM L, BAANMIBWTC, WLVRTTF L 7 U EXLAHHT
T Ipilimumab 3 mg/kg & 10 mg/kg DM AEMENHER I 4L, AARANLSOBE & ik L Ttk
UEp@Eie (LLT, PK) BEEETH 72 Z L0 MEEE Sz, ZHUZ XY | Ipilimumab O fififs D[
BRILFERABRICAE ARSI T 52 & & LT,

HEAT WM RIS DV C i, MREHIAE I 92 ENBRSERHE & ek 32 70, 20 =P
EBIE || GECRESEE (R 0 0 0 |
I
I B . |
I N~ - L= T e, BhE
DE | ALFRERIGEROEITHIRAEEE Zxt5 & Lz, BESEGIE 26 HlD, | FAFFRE FE
FEAHE H & 4% Ipilimumab 10 mg/kg & DTIC 850 mg/m® O ff ML D E PN 45 2 A5 BR (CA184202)
it L, 2R &0 Bis Lis, ARBROIGH LY A XA 3 HHRBR (CA184024) &
Ak CTH o7, 2(. EEI A . HEER T, 2 32— AL L Ipilimumab 10 mg/kg & DTIC Z{FH 5
L7z 14 609 7 1 (Z DR TORGHENI 15 I TH 723 15 FIBIX 1 a—AFTh o727z,
T DI SRS LT) 1T Grade3 U EDT ZRFG XU BT I ) b 27 =25—F (LUF,
AST) /7T = T bTr A7 =7 —€ (AT, ALD) 820 snizizo, 20
EAPE ARSI L T2 RIEBRITTEEAT G L CA184202 B %k R 00 8% %17
o7z, D%, Grade 3 PA D AST HI0,ALT 1% A3 282 1E 15 Blf 10 Bl & 7220, HiTe
RBEIATOIRN T EERTE LTz, CA184202 BRI ZHEMEIZHE L, LFTOZ E0nh, &
T Ipilimumab 3 mg/kg B TE T OBIFEGTHE 2 B8 ICFHRE L7z, £ OfE%., MDX010-20 & £ 7R
4 VakliR & U7z Ipilimumab 3 mg/kg HMPEIE D ENBHIFEICAZE L7z,

« Ipilimumab 3 mg/kg BMBIE T RRIC I W TRWIAEFORR T ¢ v DR S, 7tk

HIAARETH D Z LN RINTND Z &
« Ipilimumab 3 mg/kg HURBEITHES 40 » [EUL ETHARBINTNDH Z &
« 2011 4EICEA CHARRES N TLUE, Ipilimumab 3 mg/kg HMEIEIZZ < DEHEERH D Z &
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(2014 4 3 HHIAE, £ 18,000 1)

« AARANNSCLC Zxi5 & L7-ENH 1 SR (CA184113) T, AARANEE TD PK MMM
DESNRER DT — & & REBRFEDRN T LR S, MIMIBWTERREN TV D HE
(Ipilimumab 3 mg/kg) 28V, AARTHKEREZFEMT 52 &2/ 2RPEFHATHD
HZk

F 72, Ipilimumab @ PK, A 201N VL RMEIIANEROG I EL TN & KT, %<
DI A KT A 2 THEAT N B E] ’ﬂbfﬂ%‘(“fﬁ“ BEVEOHIR 72 <HEHT 5 Z L R S
TWAHZ EHBE L, ALFEIERIGE SUIBERE O T M R A JEEE 2 %52, Ipilimumab
3 mg/kg ML O R 2MEOREZ FEER & L2 ENGE 2 #5085 (CA184396) % 2(. i. A
[CBARE LT, ARBRBRCIX, PUEESIE (Bh%) OfMizalk B & L, —EOA ML © 7]
REL L7z, &HIC, HEREME LT, fBhay bo— R 2AFHIR, S EA A O,
Ipilimumab (Z%f9" 5 FUEMFUEL & FRFUR DR, PK OFEli 64795 Z & & Lz, ABRIZIs VT
WX, WS OEREHIEHARETH S Ipilimumab 3 mgkg # 3 HMR T4 mIEGTHZ L L LTz,

Z DOFER . Ipilimumab 3 mg/kg HAMPEIEIZ T 5 H A NEITH EM: B fE RS 022z B 0T,
HARNICRRAICREL L - A ERERITe <, WoNER & FRRIC BB EO A EFER NI L-, 2
o OREEDHEFEGIIEHEARETHY ., MAFBETHD Z BRI N, AMEICBW

AR 0D 12 TR FEATRF 3 C O A 2 M REA AT RE 20 51 00 fie B AR G R L, #05328%h (BLF,
m)zﬁ(i%%ﬁ&@%%ﬁmm%lﬁb\ <uT\$»zm\@ﬁ<uT\m»13%\
A REE 3 I TH Y | Hﬁkﬁﬁ%ﬁﬁiéﬁﬁﬁ"&6mmmmw3myg$mﬁﬁmﬁﬁ
M/ INHRDHERR STz, L EORERN G RHFETIL, EWNE 2 FA3R (CA184396) 1231 Dk
KRR OW)E 51 12 WRE R E TOZeME - AT —4# (Ipilimumab 238 5- S 723X TO
BERE . B2 BlOT —%) ZHAWT, EEMT AT, IO T — X EHGET —% & LTHEH
Ui, S5I2, BBERE LT, RMBEBREORGHK T 90 AoT—s~—2mny7 A
AR P ECeBonET -2 BFERIRE L.

7pks. WEATHIEMERAELAMNI T, NSCLC, /Mifaftis (BLF, SCLC) K UEEIZR T2
Ipilimumab D ENBAFE & BEET L TV 5,

14 BBERT—21R9v5r—COBE

ARHEFFCHWDERT —Z Ry =%, #£ 14-1 [IORLIEZEBY ., WAERRBRTHHH 1
ﬁﬁﬁ3ﬁ%\%2mﬁﬁ6ﬁ% 55 3 FHERER 2 BR. RSB SRR 2 BB Ik ONE N ERR B C
& 5H 1 FHRER 1 5UR, 552 FERER 1 BB E £ 5, Ipilimumab 3 mg/kg OHETT HIEME B AEIZ
b4 % A BIE K OVZ2 M O FEE, 3212, Ipilimumab 3 mg/kg % & Te s 5 A A 5 AT B L R
IR 255 L U2 g 2 AR (CA184022, CA184004, MDX010-08) K OVMESNMS 3 FHak
B (MDX010-20) , Ipilimumab 3 mg/kg % % 5-3 2 4T WM RO NEEE 2 xt5 & L2 [ENE 2 +8
bR (CA184396) DRI A FEIZ T o7, HARNIZISIT 5 Ipilimumab @ PK Z 7l L, Z2MET —
H &R % 7, Ipilimumab 3 mg/kg I 10 mgkg &, WARTTF U RO T Y Z¥w L%k
792 AAN NSCLC F Zxtge & L7z EWNE 1 AHBR (CA184113) HaMiE R & Lz, 7z,
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RIGEDOMEITHIEN BB E 2R L LIz 2 DOWIMEZ585 (CA184332, CA184338), &5
(I ARIG DA TN A E % 5652 & L C Ipilimumab 10 mg/kg & DTIC OO ff#%7E L DTIC Bl
WRIE 2 O U 72 Mo 3 FHAABR (CA184024) b AR WL RMEE T 57 —2 L L TEEE
BhE Uiz, 2 DO/ EIE 5 (CA184332, CA184338) (X, —EDOHIM I KE D FEEGEK T
Ipilimumab 3 mg/kg % %5 S AVTo RIGR O TN BEAJEES OF 20 (EFRER) & LZetEo
P AT 7oL e AT T ¢ TR R — MR Th o7, CA184338 ERCTlE, FRAKAER &
[FERICHEB A E (LR, CRF) ZHAWTT —XIUEETTo72, CA184332 RERCIL, EIZE
NANT VAT DEFM LT —ZWNEEZITV, EFEEHRICOW IR TR T —Z 12X -
THEZE L, M ATEEZ2 T — Z 12D\ TIX eCRF TH T — X WEEZ{To 72, 708, CA184332 iBaD
REWT —21%, AEFROREEG, EEER ERHSIES N T RNI L BRI L,
GINET =2 OHSE L Lic, o PK RERE ETHIEME R AT 2 G20 R OV etk %
XFT55BERE LTV o7,
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& 1.41 ETHEHEREZHEEICESE LEEEBERT—4/1\v r—C0HB—8
(RS I . . F B DA SR G . e N
| AR 44 | s b B il Ak - & TR HEER
AH 3 mgkg X% 10 mgkg
kO OE O AV AR = OV NI
CA184113 1 Nsc(an o 15/12 R7T7F 2 %0tH Zatk, PK
] 3 MM, 4 EEE (128
" FEOHERHZ S 7TE)
B B R BE X X
X - AH 3 mg/kg e N
CA184396 2 | 4B MEEMN R (| 2620 . - N SR
i 3 BEREIE. 4 mlES
0.3 mg/kg : 73/72 |
BE 369 O W2 | 3 mgke : 72/71 ﬁfgfgjﬁgkg‘ 3 me/kg X
CA184022 2 | FEEXILER | 10 mgke : 72/71 3 AN S Es (12 | FOE. 08
PEBIERGE | fE OHERHE 5 ATHE)
= &8t 217214
il .
) e R B 1 ?Sngﬂ‘i‘f'f‘gggz AF 3 mg/kg % 10 mghkg | /34 A~ —
CA184004 2 | b mym | 10meke: 3EMIE, 4 S (128 | —. 4R,
S 4 g =
. an - FEOHERHE 5. 7THE) 0s
ot 3 mg/kg : 40/39
KIBWO LB |TEE: , KA 3mgkg XERA | o s
MDX010-08 2 | R sy | 3 mgketDTIC: 36535 5 o e 12 DTIC %) i”jpi‘ e
P B i A3 76074 4 EMIRE, 4 Bl#S
3 mg/kg : 137/131 | |
WE ¥ 5% 0 9 1% | 3 meskg + gpl00 < 403/380 | 2 0 3meke . A Al e
MDX010-20 3| REeEITEER | gploo : 136/131 3 mgkgtgpl00 %1% gpl00 | OS. Zeiha,
PR B o gpIvY - 3 KR, 4 A5 (FREA | PFS
B = I HE)
Aat 1 676/643
A FE K 10 mgkg 1237
I e O I i
\ F O
e e | AE 2 20/20 B
CA184078 || REEOET | g o B HE:AAI10 mgkg = DTIC | o o e
R L C B - 20120 Givad
’ C & : A4 10 mg/kg
3 AR, 4 [\RE (12 3
FOMERHT S TTE)
“'rt A B #f : Process B D
" AH) 10 mg/kg
BIBRARGE XX | . . :
X - Zat A B#E: 3737 7't A C #f: Process C D
> F M HE M B C R AN
CA184087 1 EE P PR Fav R CHE 3838 51 10 mg/ke PK®, 4t
% | s 3 EMME, 4 F#EE (128
= | fE DR TTHE)
Group A HL[EI# 5.« AH]
7.5 mg/kg, 10 mg/kg,
B Bk AN BE 31 | GroupA, HilEl#%5-:30/30 | 15 mg/kg, 20 mgkg
MDX010-15 1| SRV B | GroupA, [KAE#5-:34/34 | Group A K 5- : PK, &4k
4 i GroupB : 24/24 2.8 mg/kg, 3 mg/kg, 5 mg/kg
Group B X fE#& 5 :
10 mg/kg*
IR AR BE I | 10 mg/kg+7“7jy: K| AH 10 mg/kg 7Ty = A
CA184007 2| AR M | 58/58 DEREE S N
{4 JiE 10 mg/kg : 57/57 10 mg/kg & 77 &HR
CA184008 2 | BEWRIE O B | 226/155 AHAl 10 mg/kg FhE, OS
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X | H | L, N . T B MU | Lop e -
o | R4 | smE Ry, A AR F e iHmTE H
N Ere 3. 4 RS
P L L i
FIMFE G« AF 10 mg/kg
AV 1O %
NSCLC RS T F A
R 58 < 70/70 N \ .
i - . v MBS 58 AHKI 10 mg/kg
RIGWE D AT | NEKZLEGHE : 68/68 . .
— ¥ b X | 7 TR 66/65 iX7 ) F XA RGHIV
CA184041 2 IV O NSCLE % | scLe ’ R7I7F 0 PFS|, #gh
. = o 7T RRE  AKT TR
U'SCLC k51 : 43/42 ] g
“IEYK& [iﬁ . 42/42 (Va7 5"“’('{2/1/&07311/
ézidzﬂi 1 45/44 ”L:j?f/%ﬂq
3EMME. 4 BHES (12
EOHERHE G- FTHE)
- 10 mg/kg + DTIC:250/247 | A7 10 mg/kg & DTIC fif
CA184024 3 ;E%.—E]féggg DTIC : 252/251 X% DTIC 0S. PFS,
VB IR 4 I 3B, 4 s (1238 | TR
e At 502/498 ORI B ATHE)
- FR L 125%07S BREREDOR
CA184332 = RRE LR | 157¢ AHl 3 mg/kg ., BetE &
| v v oSt
® 6 O Y bR BREREDOR
CA184338 e | FHEXTER | 273 K| 3 mg/kg &, Bt &
| MR E v oSt
KR O Ul ~ e o
ﬁ CA184202 2 | FeeriEs | 201s gﬁu 10 mg/kg (= DTIC fif I/\’TE:E(%#—\ E7S
PR S o -

RIS, BESEOMNER I TOARVWES

7 o Z IR DY

FTARTEGH
BEYZOWE, ZEMOFL, JRRERE (55, FIREHS) OfE. 0S oML CEHfE, FdfE, 4
TFHRE)
AH| = Ipilimumab, DTIC = # #/L 32 NSCLC = FE/NifaftE, OS = &AM, PFS = MEebgaEA 17 iR,

PK = JK¥@EhtE,

SCLC = /Nl A fifida

B DR A X 1.4-1 1ITRT

. RIBEKOBEHRENTHOBE b x4 & Lotk
T U MMeBE, FET X MMERBROS S BREREIEK
TrtABETREAC TOARADPK ZiHlid 52 & & EEAME Lz,

Group A B G- 134K 3 B3t 5. Group B IKIEH 513 A 10 mg/kg % 3 HERE, 4 [Bli5
TTY = RIFT TR e THiHE LI256 O Grade 2 UL EO FROSEE 2 FHfi4 5.
FTH P50 I R E R 1T £ D < M TR A7 I R O FEA
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1.5  ERERBHED S AT 45 R U AR

EWNIZI T 2 AT MR AR ) 2 1R9IE, BU/E, DTIC HUMBRIEAEEISHRIE & L CHE
RENTHER Y| BRRBRICB O TEFEREDONE T 4 v MIRESN TR LT, 0N
IR L TR TE D DO TR, £/2, =R~ 72O T, LRRERIGREBEE ST S
AR O BMEDRHESL L TWRWNZ & D 2TRE - AVRICEE T 260 EoEEICRB W T, i
RARIT HATWD, T7bb, ENICKT 5 ETHEERAEICH LEWT Ay h=—XNR
FETDHENZ D,

Ipilimumab 3SR E 3 HHEER (MDX010-20 #8R) (23T, AT R AR EE 125 LA
THAFMRIER 278 U BUE, R 40 » B ECTEGR ST 5, BB 0BT —Z12 L,
Ipilimumab # 512 X 0 AFRITI3IFEHUBE—E L 72D, K I10FETOEEPERIN TS,
Z @ Ipilimumab OAEFIERANF T v M, RIGHE K ORETBER OMEAT WM R AR EE (2[RRI
BOLITWND Z Enn, WHAOEERT A RTA4 2 TIXIREROAIZE D 53 Ipilimumab 23
AT MR A LR ST 5, E£72, Ipilimumab ORFER 72 Z IOV TR, 2
F CHEM SN ERRFERS 18,000 Bl 2 2 5 TG DT — XLV —BMOH DA AIRE /2%
BT T 7 A VPRI NTWD, Ipilimumab OFEFLOITEALEX tAE THY, ZhbD
rAE [3FEN. SNTZEHT L TY ANIHEH Z & T, +RIlE B TH L EEXbND, 7,
irAE OF BT L2 Y X AT TS TR EH SN TR Y | [EHNTHEME L7z BRRBRTHA
BT L TY XNZEESWT IrAE & H LT,

ENEGRRRER (CA184396) (23U T Ipilimumab 3 mg/kg HMPRIEIL, HESL & FIERIC, MHATTHE
T, AHEFRIEHTRETH D Z EOVREN., o, RIGEH L OBEREEIC BV CHUERE 2R
DHHIT,

PLEJZ D | Iplimumab 3 mg/kg BUMMEEIL, HARNEATHIEMERAEEF IS L TH, IREED
HEIZD DL T, BIRICEROH D227 v PIENZRIFRA_NRT 4y N A7 TFa Ty
ANV ERAETE D LT LT,
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Fa—TIZE 0 FRIEKZ 90 43T CEIEERET 5,

ABRUVEE

50 mg/10 mL (5 mg/mL)

200 mg/40 mL (5 mg/mL)
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L3561 (1%) . BOHEIC L 2FETD 461 (0.8%) . EEDBRIZE D AR 26 1 (5%) 1272
bl

YERVOY O 5Btk B3AE F TCOHMOFIEIL, Grade 3~5 OIFREZFE L7-EF TIE 74 #
M (FPH : 1.6~13.4 HRE]) . Grade 2 DGR ZFH L7-HBE CTIlX 6.3 B (FpH : 0.3~18.9 #E]) T
ol

Grade 3~5 DGR B LIZBED S H 29 f (85%) EMEORIEREATHA R (1 HH7ZY
prednisone 40 mg fHY &L ) AL SN, £ORGEOTIEIL 1 H&H7-Y prednisone 80 mg FHY
B, RGHE O RMEDT 2.3 8 (K& 139 #H) THH, TORRBBELAAT v FOEGEIT
MR S L7, FEEORBREFRBE LIZEE 28 HI0O 5B, 46%IIRIBREAT rA ROLFEE &%
T3, 29%I% 1 Hd& 720 prednisone 40 mg A0 Y EARGG OG- 2521 F, £ OFGHIF O I 5.1 8
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BEHH O P REIL, 10 B CTh oz, PEE, HEXIAEMEEG N T REMERR BB L2 BE
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EDZRD L, 1% TIZEENR L SR> T,
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RN & EfER L, SRR T 256 CHEOLGIL. WHEMREZ R 2.

HEORBRZRE L EE TIE YERVOY o hHZ2F 1L, BitHEZ 1 HH72V prednisone 1~2
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Kk L2,

JEENED AL, YERVOY OF 5% EH 45, 1 HH7=Y prednisone 1~2 mg/kg 4 B ORI K E
AT uA4 ROEFEE5 G L., WYRRLVE MAEREEZBGT 5, & - HikE 2.2) 2H]

5.6 RERZECEOMOZEMLERIER

B 1 T YERVOY Z &5 S BE D 1% AR, LAT ORIV BE R ORIERN AR 5
Mo R Mg, B, DESE. TR TR, AR K O v i

YERVOY DRI 1 7T Ak Z2i8 U T, SEHEORIEHOARENE DU T OFRE 1%K
OB TS 7 Ok, MRS, MEREIRE, &%, VU~ TR, MK,
IRMpge, bomiiige, gRIBEAc. PMLBRAEMEMEMAE K, ZIALBE, dofiE, Bk, BAfiZk. A oM
WA, vad R—v 2 EEMERIKT, B OB EP R RbEE (M) |« iR, 23R
P T ONR A 2%

BRI BB ST E B OB MERIMER 2 588U L 7235581, YERVOY O G A I+5Z &, HED
R MERIERA NGRS b eA1E, 1 HH72 Y prednisone 1~2 mgkg Y EDRIBREAT A R
DEHEGZRIET 5,
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7 KUK, ER XL LR 2R LB TR E AT A RARAZEEST 5, JRAT
RIS TRV RN WS IRE R OB A 13, YERVOY O 552 i+ 5 2L, [k - &
2.2) M)

6 ={EHA
PUFORIERIZOWTIL, FrROMOETIL Y FEMICERLTW5,

VERGR [ZEER O ForEE 5.1) M)

PERFR [ R O EOEE (5.2) M)

MRS [ZEER OMEH] LD EE (5.3) 2H]

VAP S [BER O LOMEE (5.4) /)

o SUEMEINIREE [EAR OMEH EOEE (5.5) ]

o RERZ EZOMOGRIEIERIER [BER O LOWEE (5.6) 2]

6.1 Ee R BR AR

TR O AP RE < D70, BWEAREI=IZ, € OMOERKRRER TORIRE 7
7 ADIGHEI TORGE & BT 5 2 kifé‘*ﬁ“ KRR TRRO b D FBLR AL BB L T
ATREMEDN & Do

BRIRBAIE 7' 1 77 ATk, IEEMED B Ol i BRI Ih **””%ﬁﬁ#@i?fﬁﬂm?ﬁ%/y&mﬁﬁqﬂ
DEBFIIRI SN, T2 A, ZEERERRER GUR 1) T, BREED & 5 IR R
HR B I L RS 2 %P 512, YERVOY 3 mgkg O 4 [A] s &5 2 58M L 7=, [%ﬁﬁﬁ?z‘ﬁ%
(14) 2] 131 BIOBRE (FRsO R IRAE : 57 5%, BHEOEIE : 60%) (2 YERVOY HUME L% £ 5-
L. 380 f3] (@D RAE @ 56 7%, BYEDEIE : 61%) 1T gplo0 X7 F KU 7 F > (gploo) &
YERVOY Z0F#5- L. 132 5l (GEEOPRAE : 57 %, BYEDOEIE : 54%) 1T gplo0 <7 F KU~
F o B G Lz, KRBROBFICE T 5% GEEOPIEIT 4 1] bR : 1~4 [B) ThoTo,
BED 10%3FHEF D 72512 YERVOY D5 % dik Lz,

B & F P
P

YERVOY3 mg/kg %5 S N7 BEICRB L= FRBIER (5%LL L) 1%, 35, T, % 9 FEiE,
IR ORBR T Tz,

B 1 T YERVOY Z G e 5HEDBED 5% LICRBLIZFERD S5, FIREED gpl00 12k LT
YERVOY % & 1o 57ET 5%LL B4 R > THBL7=4 Grade DFEG ., I ONTRFREE T 1%LL EI23
] U7 Grade 3~5 DHEREF 1 |T7-7,
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#1: RB 1 CREALIZBEEORIER
BEOEIE (%) *
YERVOY YERVOY
3 mg/kg 3 mg/kg+gp100 gp100
131 4 380 #i 132 41
%ﬁgﬁgﬁ/ 4 Grade Gridse 3 4 Grade Gridse 3 4 Grade Gridse 3
HBEE
N 32 5 37 4 20 1
UNIZES 8 5 5 3 2 0
BB LUK THamsEE
% O FEE 31 0 21 <1 11 0
95 29 2 25 2 8 0
EHEFEB LT
# 5 Rk
g5 41 7 34 5 31 3

TORFITR L HHERIT, RREBROG )0 b0 72 <

AR 1 THEHLEE,

AHEFRZREITESIBIARTH D,

BT, b B BRI LRI E O A 12 ) ORI K

21TRT,
*£2: B 1 TRIEAL-EE~BAm g RIER
BEOEIE (%)
YERVOY YERVOY
3 mg/kg 3 mg/kg+gp100
131 4 380 %

2TORZEERIER 15 12
B - 7 7
fratt: © 1 2
BBk 2 3
—a—npSFt 1 <1
N WEE 4 1

T HEARHEBEAR T E 4 1

BB R RE 42 0 1

% DA
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*2: AR 1 TRELICEE~BM R a el R
BEOEE (%)
YERVOY YERVOY
3 mg/kg 3 mg/kg+gp100
131 % 380 il
Wi 0 <1
i 0 <1
R 1 0
L BRERHE IAE © 1 0
DEEE 0 <1

T BRI A S e,
b eI E AT,
¢ ERERIEIRIIHER SN TV,

YERVOY % 0.3~10 mg/kg O EHPH TG LI EE ORI TIX, LTORIER b #Hs S
iz (FFICHRET 2562 E . BEE 1% =2 Q%) . KBS, BiEK, Sk
FIHSEERE. B A4 K O infusion reaction,

BMERAEA G L LIIR T 1 77 AR TORMRRICIEDS & BR KL ONFR DI B K OV FEEE
IHEERFNTHLLEADND,

6.2 RERE

B R s B <, BEMm ATREZR BB 1024 B> 1.1%28, BRALFFEE (ECL) B2 X 2B CTht
ipilimumab FUREGM: CTh -7z, AFRERTIX, ipilimumab OFFTE T TOHL ipilimumab HEOHR IS
WTRERHRIPR DTz, T 11 FIOBFIZEBNT, BBIEXIXT 74 7% —D X577
infusion (Z B8 U 72 313 infusion #A7JEIA DG, 3 ONT ipilimumab (2%} 32 HFIHUEDO WL HER
ORI,

Ipilimumab ® k7 7T ECL 7 v A OFFR ETWT 5700, &b b7 7IREMEWHERE A X
GUTHARE 72 T2y MENTEAT o 70, Z O CIE, I RTREZe S S8 Bl 9 5 6.9% (0.3 mg/kg
51 7 ipilimumab (2503 2 HUiAEABR TR & 72 o 72,

G R BR ORE S, RO E K O RME, RB7E, BB o BdR ., BREHRID Z A 2 v 7,
OISR R OB R B 72 EOBEBDORFITREKFET D, ZHHDEENG, HT YERVOY Hiikd
FAR L MO RAN ST D HUROFEA L2 i+ 2 L3N E L 5 ATREMEDR & 5,

7 EYEEER

YERVOY % HW o ER 7 SR EhAE a0 3 AVEFRUBRITSEE L TRy,
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8 Al BEREATOER
8.1 YEYR
RHIG ISR E IR C

kg Uz, mblZe stz E & L <EB SNz YERVOY ORERIZZ2V, HEF D YERVOY
OFEAE. BERNRFRRIC L - T, BIBICHT 2BEN Y 27 NIELL SN EEICRET D Z &,

I - BRIEFEAE & REEM R OCHAER OREDE SRR TIX, HIED =7 A VIOUITHIRI OBk
HABRAAEE N & i £ C. WK & TdH 5 ipilimumab 3 mg/kg TORFEE (AUC) @ 2.6 L 72f%L
72 HUREEE LV, 3 M Z &I ipilimumab Z 5 U7z, SERPIEIR ONRIC . AEREIC KT D&
HAZBEE L= A EERITRD b v oo, RGNS | ipilimumab $¢ 58 CTHiiiE, JEH#E K OV
PE (ZHUCHE D MAEREDOIKT) R EOEEOHEMEOREEN LA L, SRR & ik U<, #LIE3E
URN RN ER Uiz, [k ZI 7 (13.2) S/

v~ IgGl [ TEEREMAZEET 522 ENMBNTE Y, ipilimumab (% 1gGl TH DS, L7cdi-> T,
ipilimumab (ZREE HIEVICRAT T D AlREME R & 5,

8.3 Rilim

Ipilimumab 23 & FELHFICBITT 20 ENEIARHTH D, & N TOHERHEICKIT A2BEED 2.6 &
725D FERE L 2 D AR5 S /=L Cld, ipilimumab 23 0.1 & T 0.4 meg/mL D T
2RO B, IMIE T EDIRE DR KK 03% Thoiz, < OEAINE MLHTITBITTHZ L.
YERVOY WHVUCEERRWEMZ5 R TSR H D Z &b BB ~OAREL G OHEEM
ZEEJ L ET, #AETIET50% 5T YERVOY O 5% k342 04+ 25 2 &,

8.4 INRADEE
INBEBEIZEBIT D YERVOY O M M OVE Zh I IMEST ST,
8.5 BRE~AOERE

YERVOY3 mg/kg % #5- S N7 EH 511 HID 5 6, 28%I1% 65 bl ETh o7, mlmEE (65m%LL 1)
R (65 IRT) O TR AN U NED 2IRN e 21T e o T2,

8.6 BHREREE
EREREMRE BE Tl HEREIIANETH D,  [HRFERE (12.3) ZH]
8.7 RFHEREREE

BB REfE S B (e Y ey (TB) 28EYEME LR (ULN) @ 1.0 f5H~1.5 fF XX AST 28
ULN #] Tk, HEREIIRETHDH, TEE (TB 2 ULN @ 1.5 (58~3.0 5. ASTIEZRIHA0)
ITXEE (TB 2% ULN @ 3 £, AST (Xfb72\y) OfFREREE B 2 x4 & L7 YERVOY O
BRI L CunZpny,  [EEARSER (12.3) &
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10 BERS
YERVOY D &Efe 5 2B T B IEHRIT R0,
11 27N

YERVOY (ipilimumab) (3 ##ix & b€/ 7 a—F L HRTH Y . MIEEME T MinbiR-4
(CTLA-4) IZH5ET 5, Ipilimumab (% IgGlx ffE 7 v 7Y o ThH Y | 4 &I 148 kDa Th 5,
Ipilimumab [XFHFLEEMAE (T % A =— A NLRAZ =) HERICKVELEIND,

YERVOY [38EE T, RAFAIAEHOBHA~DLT M AW L, O~ EAOFIRNE 5 AR T
by, DEOHRBARLEEN~AAOIEMME ipilimumab KL F2 32 & 03H 5, AHNZ
50 mg/10 mL }2 TY 200 mg/40 mL O H[EIEHANA T AL THDH, 1mL %720 5 mg D ipilimumab &, &
mFlE LTy F Lo b7 I hEEE (DTPA)  (0.04mg) . v =F—/L (10mg) . AU Vv
~N— | 80 (EMHsk) (0.1mg) . HLT hU 7L (585 mg) . U ARMEEEHE (3.15mg) KUK
EERB AR K EEZAH L, pHT ThH D,

12 FRPR3ERR
12.1 ERtEF

CTLA-4 T T MfIEMEIZI T 2 MEEORIKE FTh b5, VU L~ 7L, CTLA4 IZHG L.

CTLA-4 &Husitfiiia o> B7 (CD80/CD86) 431 & DFHAEAEMZHEST €/ 7 v —F AHULT

&%, CTLA-4 DILEZ, T HIROIEMHELR O AR S, ZOERICIIEGICRET =7 =

74 —T MROIEHL LB b EEND B2 bNDH, £7-, CTLA-4 OFREX, HlEME T Mk
(Treg) DOHEBEZIKT S, PUEESGZE Gie THIOKSE AR EH L B2 b5,

12.3 VBT

Ipilimumab % 0.3, 3 Xi% 10 mgkg O HET 3 HH Z L ITAHEE 4 B 5 S UIBRARGE U TR
PEREIEERE 785 B2 XI5 ipilimumab OIEYENREA FRET L7, Mt L 72 FHE&LFH T, ipilimumab
DEEIRE (Coax) « N7 7IRE (Coin) K OUISE AR EE-Re R N AE (AUC) XM & HpRIic
EH U7, 3 M Z & OER G Tk, ipilimumab @2 U7 7 A (CL) [ZRFICX L TARETH
LT ENREN, BHEREIL ISEU T Thole, 3EIHDOEE £ TIZ, ipilimumab OEFIRAETD
BEIEICE LT, 3 mgkg #KEHE LIz & X OEFIREIZEIT 5 Y Chin1E 19.4 meg/mL TH o 72,

REEERI S BB ARt T DL 7o PR [REERE (%) ] 13, BARMEE (tp) T 154 H

(34%) . CLCiX16.8mL/h (38%) Toh -7,

FER 20 BB ET] - Bk 7 RS BN ipilimumab O SR EHIEIC M T 9 R A REAE [T SR B REARAT CREAM
L7z, Ipilimumab @ CL IZAFEHEII E-> T EF L2, mgkg (ZHSWTHERET DB, (KEICRH
L HABERAGSITHEE SNV, IR DK F1X, ipilimumab @ CL % L CHRRANC EE /R E KT S
ot AR (23~88 %) . PEBI. performance status, BHERERETE . EEEEATHEREREE . ISR
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HANBEML PR—R T A U COHLBPMKZEERE, AANDINOEMATEHEONT =T —Z B Do T
72, ANEOEBIZOWTIIHRFT L7207,

B eI - RHEFSRY B REARAT C. #REE (GFR : 60 mL/%y/1.73 m? LA -~90 mL/%3/1.73 m® A,
349 i) | HPAEFE (GFR : 30 mL/%3/1.73 m” LA ~60 mL/43/1.73 m® i, 349 5, 82 fif) W L EpE
(GFR : 15 mL/43/1.73 m® BA_-~30 mL/43/1.73 m® A, 4 B) OEHEREERE % w510, BHkhe
MIER 72 (GFR : 90 mL/4y/1.73 m> BAE ; 350 f51) & bhiis L. BHEARERS Y ipilimumab @ CL
(ZRAT TR B A TN U 7o, BRERERE AR & BERE N (E R 72 B ORI T, ipilimumab @ CL (ZERARR)
WCHEHBERZI R o, [FFENREZTEL TOMREH 8.6) ZH]

HFFEREFF 2 - RESE IS Bh AN © . BRI RERE S RE  CRIENL ABFERT O IR BE R D JEYE
ZHWZEFRDO LBV, TB2S ULN @ 1.0 f5~1.51%, XX AST 7% ULN# ; 76 ) & *f52, fFik
HENIEH 723 (TB LY AST A% ULN LLF ; 708 f5l) & ke U C., FFHERERESE Y ipilimumab @ CL
(CRAE TR A T L7z, R RE IR 5 B3 & IFRERE DN IE R 72 B3 O, ipilimumab @ CL IZff
PREIC BRI 20 - 7=, A (TB S ULN @ 1.5 fF#8~3 fi5. AST il 7e\) T EE
(TB 7% ULN @ 3 fi5#, AST (Zfo7e\) IFHREFREE G 255 & L7z YERVOY OallRIL I L
TV, [N REETEL TOMRH 8.7) 2]

13 JEERERE T

13.1 NAURN., TREME. ZHREOCESE

DSANFEIE

Ipilimumab D73 VJFEMEIZ DU T, RHIEMW R TR S v Tuvieny,
FRIE

Ipilimumab OEREMEIZ OV T, Bl S LTV e,

ZREEDEE

Ipilimumab D32 ARRERERIFFEME S AL TUVRYY,

13.2 EMcE T ABERU ./ XITER

IRV OIS E IR BR AR 2 B 3 % ¢ 3 M Z &2 ipilimumab %% 5 SRS =7 A L
TRO BN FPE, EEL AR OEEOF LISz [FHl/BEEHATOHT (8.1) &
] . FEWNT ipilimumab 30 mgkg (BRRHEREHE ToOE MIEBIT5H AUC D 7.24%) ITHRE ST
Sl 2 BlOUWIRAETHESRICHEARE N LI, Sl 1 B CrEeR &k OURE O —flrEd:
RYEB IR, ShilmiEv L 1 B CIXIRIERASH & 2tk O IRIBEAZE L ONRFETIED 8O DT,

BIETEEICLVER S 72, ipilimumab OFER) T 5 CTLA-4 D~T i~ 7 A (CTLA-4+/-)
T L Z 2 S, A RITEE CTLAAH-~T a8k~ A ThoT-, KX 7=
CTLAA+/—~T a Sk~ 20 HARIT CTLA-4 KB (ADOKREHESIR., CTLA4—/—) ¥ T AT
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o7, CTLA-A—/-BADOKREHEBRIERTH D HAERITMEERE L Bz, 2 Bl E ClcEligamo v o)
HATEMER RO 2 7n U, ISEFHO U o/ HEHE & s ORI EE 2 L v 3~4 Bl E Tl T
L7,

14 EREREER

Aldesleukin, Z B3P TV 1 I R, fotemustine XIIHNVARTZF Do B 1 fEEM FICX
% AEHRIE 263 2 UIBRRRE U B M RAE RS 676 Bl ZMHAANTZ T & Mb (3:1:1) |
TEHEMR, F7NAE =B GRBR 1) T YERVOY OLZEMR VEMEERE Lz, 2D 676 6
D5 5. 403 #1725 YERVOY 3 mg/kg & Freund D RFERT ¥ a2y NEHWEERORTF KU -
F > (gpl00) & DOOFAEEREC, 137 517 YERVOY 3 mg/kg BAMPRIEREIZ, 136 f512% gpl00 HfhRE
ERRZ T 2 BT STz, ARl E{s A8 HLA-A2*0201 DEF DA Z A AN, =
® HLA B TAUX, IR ONTF RU 7 F o OEiR a2ttt d 5, /-, ARERCiximtto
H O R B2 9 2 BE LNl AR O 4 B 5o 58 IR L % e d T o BE TR S vz,
YERVOY /77 & R% 3 mgkg OFAET 3#B Z L I2AF 4 E, AiE#EESNZ, gploo,/ 77 ER
X _TF R 2mg OMET 3 @M ZLITEE 4 |, R TES Sz, HUED 2R OFHmIL.
Week 12 TN Week 24 L 2Dt 3 » H Z & I124To 72, Week 12 T Week 24 THEBSE/ NSO T8
LNTBFIZONTE, DR ORHEMEZ MR T 5720, T Week 16 2 X Week 28 DRE A THE
17T~ 7,

THEMIIE H X, gplo0 BMBRIERE L Ikl L7~ YERVOY+gpl00 #% 5-BEC 81T 524171 (0S)
ThoTo, RIKFHETEH X YERVOY BUHPRIERE & ik L7z YERVOY+gpl00 £ 5-#£0 OS, gpl00 H
MPEIERE & I L7= YERVOY HAMUEIERED OS, Week 24 DZ%h3E (BORR) DA sBRAEM O i,
ZhHIER ETh o7z,

T MESNTZEED S B, YERVOY+gpl00 #5-#E, YERVOY HMEIERER O gpl00 Bl IL
FEOBHOFIGIZZILEI 61%, 59%M O 54% Th o712, 29%7A% 65 kLl b, Al F il 57 ik,
T1%IFIEH Mlec TH Y | 12%DFHER O H LR 42 A L, 98% T ECOG performance status 7% 0
KON Tholo, £72. 23%|T aldesleukin DF5HEN &V | 38% T LDH Ml A H ALz, W iun
® YERVOY #GHEZT v X MMESNTZBED 61%035FHE S iz 4 oG- %22T%Iit -, B
O RAEIL 8.9 » A TH o7,

OS DFfEFRAF 3 L O 112337,

#3: AGFHMORKER
YERVOY YERVOY+gp100 gp100
137 403 B 136 i
NP — R (% gp100) 0.66 0.68
(95% CI) (0.51, 0.87) (0.55, 0.85)

P i p=0.0026" p=0.0004
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#3: 2AGFHMORKER
YERVOY YERVOY+gp100 gp100
137 5 403 136 il
NH— R (%F YERVOY) 1.04
(95% CI) (0.83, 1.30)
PE (5 A) 10 10 6
(95% CI) (8.0, 13.8) (8.5, 11.5) (5.5,8.7)

b ZEE OREITIT o TV,

B1: AT

£
= .
74 ]
0.1 1 e
0.0 4
l T 1 1 l 1 1 l T 1 1 l 1 1 l 1 1 l T 1 1 l 1 1 l T 1 1 l T 1 1 l 1 1 l T 1 1 l 1 1 l T 1 1 l T 1 1 l
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56
U5 D8 BRERE N g
Ipi+gp100 403 297 223 163 115 81 54 42 33 24 17 7 6 4 0
Ipi 137 106 79 56 38 30 24 18 13 13 8 5 2 1 0
gp100 136 93 58 32 23 17 16 7 5 5 3 1 0 0 0
a Ipi+gp100 T dpi ~—~ ~gp100

X X X ooog

TR ETERTOFMIZ L 5 %% (BORR) (X YERVOY+gpl00 Jf &% 5T 5.7% (95%CI : 3.7%
~8.4%) . YERVOY HUMFEIERET 10.9% (95%CI : 6.3%~17.4%) . gpl00 HIMIEILERET 1.5%
(95%CI : 0.2%~5.2%) To o7, NI OFRAEIZ, YERVOY+gpl00 JFHEGEETIT 11.5 »
HT& Y. YERVOY HUMEIE I O gpl00 HMBEIERE CIIRBETH - 72,

16 HamE / BRERTERY HKL

YERVOY (LA FOBRE TG & b,
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= UHNE NDC
Hi[Elf#E O 50 mg /N1 7L (5 mg/mL) 1A NDC 0003-2327-11
HA[EfEH D 200 mg /31 7L (5 mg/mL) 1A NDC 0003-2328-22
YERVOY & 2°C~8°C (36°F~46°F) TR L. Wi SERWIZ &, "ATNAEENTDHZ L,
17 BEHAIUEY VITER
BRFEG 1 FEZHDZ £,

o SEMRIEROEBIEN Y A7 IZOWTEAFICHATLZ &,

e  YERVOY O EHIZ YERVOY &N A Radite L 5 BFICHETDHZ &,
o  ZMEIZIX YERVOY PIEIRICELE KIFTAEEMERN L Z 25 T5 2 &,

o FHMITIZ. YERVOY OFEGHIIEAIAL LWL SBETH2 &,

BUETT
Bristol-Myers Squibb Company
Princeton, NJ 08543 USA

U.S. License No. 1713

1321675A0 2013 4 12 H T
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VARERLIZBME=X) VT OXMBTH D, BINT=HX I TICKoT, Hil-p 2R a2 R
HICHERT D Z ENAREL 72 5, EEMEEHICIXRERA N RON D b OT R TEMETH Z LK
oD, BIWEROHREFIECONTIL, 48HAZSRDOZ L,

1 EE&RE
YERVOY 5 mg/mL A3 3 F A

2 HARUSE

FEAENE 1 mL %472V ipilimumab 5 mg =& A,

10 mL /XA 7V 1 K721 ipilimumab 50 mg % & A,
40 mL /31 7V 1 A4 72V ipilimumab 200 mg Z & A,

Ipilimumab 1%, BRI EINICL Y F v £ =— 2L Z —JIRMILE W TEESIND5ELR
b Mt b CTLA4 GEMREGEME T Midbis-4) €7 7 n—FAfik (IgGlk) Th b,

ANA
AR 1 mL %729 0.1lmmol ®F U A (FhU T A230mg) #E5HT D,

WO —%E 1L, 6.1 HABBDOZ &,

3 HE

AR R PR (R R RN )

B~ DT NIIRE LT BE~BEHAORIRT, MhT (b3 286 T52&03HY, pH I
7.0, F AENREIL 260~300 mOsmkg T %,

4 BERLOEH
41 EIGE
YERVOY 1. A DOHEITH (BIMRARRE I Tiin& M) iR AEOER A2 #EL S T 5,

42 HE-R&E
IR ORISR 2 A3 2 FMENRZ G LEET 5 2 &,
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=

YERVOY OHERE I 2B A O &L, 3 HMMERTAE 4B 1E4S729 3mgkg & 90 737 T
REFRET 5, BEIX. HREOHBIUIBEEREDOEKIZH D BT BEMNRDLNHRY
HAMOETORE (4 Bo#E) 2% 25T o, FUIEEDNEOMMITEAMOK THICE
fid 5z &,

N—2 7 A KN YERVOY O BHRNZIF#RERA L O HF RIS AR R A7 HMi 2 2 &, &
512, YERVOY O#HHIT IR KM 72 & 5 B o mIVEH O XATIER O F 1 % feid
HZ Ll (FI1A, £ IBRU44TESBR) |

BELE 7 1 R )T 557 G

o BE ORIEH OB E D725, YERVOY O£ HIERI X i385 NS H BRI RE AT 1 A
ROEEHEZ2ETAA[EENH D, —HOREMTIZ, FOMoOGEImEREDBMb B2 =
LB DH GATEHBR) |

P ETHESE S U7,

Bk 3B IR T A58 A 1A KOV IB IO, ISR EIEH O BRI T 5 26
efabta 44 THICEHET 5,
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Ipilimumab
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# 1A YERVOYD#&E-%#H LT R&EIFE

UTORIERNRD b -BE TiX. YERVOY D&EE5EE2HILTHZE, D DREHWEAPGEREETH
DLHERINTERZEDLDVIXRLNAEAICIE. BHAERRIBRERT A FO2FEEPMNERBAN

HD GEEEIESHICOVWTIZ44EHESROZ L) |

HEX S AEMarH o RIER

NCI-CTCAE v3Grade®

HILE -
HEORER (R, HEO FHRSUIPERE O RIE2 2L,
i, B, HeEZEL)

Grade 3 X% 4 O TR RIS

Frig :
BEOTANRTEUBT I ) NI A7 x2T7—F (AST) . 7
ST AT 2T —E (ALT) XUIRE U LE O
#hN. & 2 WIIITEEME DR

AST X% ALT : ULN @ 8 fiF# X
s

WMEY LYY  ULN O 5 (51

g .

Mz Bht R (AT 4 —T A« Vg Y UEHEREXILH
MR YEFRMAIER &) HHWTAFAFIC K E 2 X/~
WTEZI AT ES S, BEOREIHICHDTZ 5% 9 FEIE

Grade 4 O35 X% Grade 3 D%
5 FEAE

PHFRFHY Grade 3 3% 4 OMEBNE TR
R OEBNME TR ENE = 2 — 1 X F— O PR BT EA PE= 2 — 1R —
Z DN R " Grade 3 LL_I o> 60 B3 oD 4 11

(Bl - g, Miiligde, MEde. FERRULME L)

JRPT S WIRRIE N CTH D
Grade 2 LA _E D095 B D AR [ 5

* Grade 13K EENL A AMFZEFTA E 255 2l I ZEHLYE Version 3.0 (NCI-CTCAE v3) 12X %,
b B ORIER LR SN, D VIEEDI B OMOEIERIZ OV TIE, CTCAE (24> T Grade 2581 %

Z &, YERVOY O#EHIEIIEREEICHESWTIRET D Z &,

¢ OBRNECRTRRIEIC L o CHBIATHE/AREE (Grade 3 XiE 4) OWNYWEEZ AT HBEICONTIE, 5k

Paes
HEo

ULN = JEHEfE R

# 1B YERVOY D& 5 % IEH T R & 56

DIT OB ECRIMERANED b~ BE TiX. YERVOY O E *ZEH+5 = L, SFMREEES I
DWTIX44THESZRDZ &,

BRE~HEEORITER LB

HLE - 1) BIMERZY Grade 1 X% Grade 0

EFRERIC L > Tay hr—/LRFE. HA5WITFE: (5~7
H) SUXHE% LI EE O R XX KGR

Frig :

MEED T A7 27— (AST Xi% ALT 2% ULN O 5 {8
~8ELLT) XTI Y ey (ULN O 3 fEB~5{ELITF) OHY
i

2)

3)

T 2ET (HOWIEN—RTF
A NETHET) HEZELT
2o

HiE L7 a ik /RAT 2
d

o

B8 LaWigaid, BETLET
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# 1B YERVOY D& 5 % EH T R & 56
R - RG2S L. % FB T 5
d

e~ B (Grade 3) °DIIB UTIEFPHD /B L\NF 5 FE °

SE, ERZMb A, 4) Grade 1 X% Grade 0 ~DEI{E H %
9 WEAR— R T A L ~DEE DS

P - N7 EA T, YERVOY 05

RIVE R FEPE T E A B EmEEIc kv ary vr—r k945,

REONDWIROEEOEIER (FHEKL L OHIRIRE 72 )

TR A

A (Grade 2) "OJRARHOEE M= = — o F— 51K

TR =2 —nXF— G EEE2BE2 CE5T5)

ZDMOFEEDRIER ©

a

YERVOY D& ITHELE S e\,

Grade (3 K E[E N AW FEITE EH G408 HRE R YE Version 3.0 (NCICTCAE v3) 12X %,

¢ ZOMORERZRORER T, REEEOREREEX5ND L DL CTCAE 124> T Grade 258+ 5 Z &,
YERVOY OG- HILIFEEEICIESOTRET D Z &,

R AROREGAIPEEE LS 16 BRI OWTNHRENWRERE TET 5,

ULN = JE#EfE LR

b

d

AL

18 AR D/NIZI 1T D YERVOY DOZZEMER OFIEIIMENL STV Ry, T—X 355 T0
720, YERVOY % 18 Al /NI 59 R & Tl e,

FFH 2R
A ~ OG-

il BE (65 Ll L) LIEmEmBE (65 WRi) DML EMERCHERIVED IR RET o7,
e B D Rl HEMEN TR ETH D,

KRB A

EHEREREE B A5 L Lie YERVOY ORAMEROHMEORBUTEN S h TR, BRI
WEhBEMENT DFE RIS & | B~ S OB ERE T, Bl HERSIIAETH D
(52IEB) |

I

TR RERR 5 B

JFRERERE SR 2 %5 & L7z YERVOY DZEM K O MEORERIT I 1TV 7wy, REEMEE
YIEhREMRHT DS I EE S & . WERATHSRERE E B Tl EHEII A ETh D 52 HBMR) |
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NG AT IF—FBERRX—ZAT A VAT ULN O 5220 EXIZE Y LV EAED ULN @ 3 (24248
2 HHBFETIX, YERVOY ZEEICKE LARTUER 620 (51ESR) |

5771k
HELE XA 5 M ERERE L 90 3T T B

YERVOY (FA R TICHARNE G325 2 L L rRETH 503, HEHAH 9 mg/mL (0.9%) PR X
VIS A 50 mg/mL (5%) 7 RUBFEREREZ O THER L, BE I~4 mgmL OFKETHZENT
x5,

YERVOY % 20d# 5 32 E L Tide b,
B E-RIDOAF OB T 2 F/RIZHOWTIE, 6.6 HEZZHDOZ &,

4.3
BRI X 6.1 TR T ERAINFI O AN %9 5 I EEUE,

Bt

=
m0H

44 BRHLEERVERALDIEE

Ipilimumab (X, $EIEMO EF MR 72 0B IE IS KX A RIEEORIER (GEBEORNEM) %
FIEERZITZENDH D, Thid, REIOIEREFIZBEE L TV rIREMER VY, BE XA 52
I ERE ORNWER X, L. IFIg. FRE. AR, N XUXZ OO RICH BT 5 ATHE
HRH 5, FEREEHORIER DL IHE AR FIZHBL L7223, ipilimumab OfEEEL 1 H500 A
BORBELHEINTND, TOMOBRRNEFE SRR Y . T, PEEEEHE M, mE,
REMAEME LA, BZEEONDWEE L, REMETH Y ipilimumab & OBHENH D & AT 2L, 4
MEENTEIHEZR/NRICE EDDHT-DI2iE, FHOBZW & EE) e EHENMLER K TH D,

HEOREMEDORIEMOEH O, @mHRRIEEE AT v A FORHHG K OB O 5 #m]
WAL LB L 72 5 A[REVEN 8 %, ipilimumab FFA7 O S0 % BE o GIVE R OB Ba#t 2 LI N ICRE#T 5,

S B O {E AR O B {EH]

Ipilimumab (3 B 22 0 BLE O E ORIWER & OBENEBD ST\ 5, KRR CIL, WMk
AL DERME SN TS W-8IEBHR) |

% 3MHEBR (MDX010-20, 5.1IHZM) (27T ipilimumab 3 mg/kg O HEME 5432 1 7-#4TH (WIBRA
RE TR E) EMERAEOBE IV T, \EEUIEMmBIZL (Grade 3~5) FfEBHEDOHLE O
BIVER ORBLE COMM O IEIL, 5% 8 Wi (FPH : 5~13 #iH) Thoiz, 1EBRFEN
FHEFICHE S NTCEBEEHC L 0 . Z< DJEF] (90%) TEIE [HREE (Grade 1) LA T XEI~RN—2A
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TAVOEIEFEA~DOUFE] BIRD B, FEENSEEF OO P REL 4 @M GEPH : 0.6~22
HE) Thoi-

G B O K2 SUTTHALE 22 FL 2 R TR REMED & 2 HALE OB L OERIZOWT, B3 28152
T 5L, BEHRIERE LT, BEVELES JUTtEb 2w, TR, PEEREL BN, IR S i {8 H i
NHEZ HND, Ipilimumab % 5-Bl461% O FHISUTKIGRIZOW TR, EHONITFHME L, B2 0
OJRKIZ L DL DT AW & 2MERT 5 2 &, BRHEBRCIX, fEBE o RIFRIZ, EE Lo
HEEZ) DD O THRIEO KA. U o SERIZE XTGP ERE M A > T e,

TRISUTRIGR DEBICOWTOHELERIH L, SEROHEIEK (NCI-CTCAE v3 O EIEE/THIZL D)
IZEDNWTWD, BEE~PERE (Grade 1 & 2) O NI (1 A Y4720 OFEEZD KK 6 BEIHEN)
EHETH, HOLWVTRE~TEEDO KGRI DS (B R OXMFE) B3 TiL, ipilimumab
DG ZfkE L TH K, xHERE (F: v XTI R, fiiR) KOMEERBIEZITI 2L, BE~
HREEEDRER DS RE 8 DT 5~7 A MFHET 2% A 1%, ipilimumab O TER G- ZEH U, @I KE
A7 wuA R (] : prednisonel mg/kg @ 1 H 1 BEREAFGAY) ORLEZFMET 5 &, Grade 0~1
SNOEHE IR =R T A o ~DEIENFRD b7z 5E 11X, ipilimumab OG5 ZHH L TH Ly (4.2
HBH)

HE (Grade 3 XX 4) O TFHIUTIKRIGRZREL L7 B TlL, ipilimumab O HZF L (425HS
) | EBICEMERIBEREAT oA Foegikh (FIkNkE) ZnT 52 8 (BRHEER T,
AFNT VU R=vnrr 2 mgkg/HaMM) . TRIXOZDOMOFERAEBLTE UX, BRIRAHENIZ
EOWTRIBREEAT v A RO AT 2, HRRERCIX, B4 mWiE (1 » HARG) TF
i U 7= B3 O —¥ T F R XX KRIBR OFREPBD Hivlz, WHLEZ AL XIIIERK OF HIZ oW T
RT5HT Lk,

RIS R AT 1 A IO FRIUI ARG R OB BB 2 R RBR TORBRIT DS, BB
BAT v A REIEICEOMOGEMEERZBMNT 5 2 & 2HRF LT L, BRRBR T, 28T
HOGHEERE, A7 VXU~ T 5 mgkg OHEIERG B I 7, HE AL SUIHBUMAE 2 B
ONDHEF, A7 VX ~T7E2FERALTUIRLRN (7 ) F~7 ORMELLEEZ 5
M .

S BEE D AT EE

Ipilimumab 1%, FEE R EREONFENE & OBIENTRD LTV D, EEKRR TIEE R IR 2
PEHESNTVD (48HEM) |

MDXO010-20 3R ipilimumab 3 mg/kg HIMPL G5 TlL, HEE~EE I IEm72 (Grade 2~5)
DRFEBNE O FEME O FBREIL, & 5HMG%E 3~9 Bl CTh o 7o, 1RBREMGHEFICHE SN E
BEERHC LV | BEE TOWIRIZ 0.7~ 2l TH -7,

PO ERRR AL O AT HRZ RO FR OFA % R~/ EEEN H 5 Z 225 ipilimumab D&%

BRANIF R Z AT I F—EB RO U VB 23 L2 T UE7e 670 (42 THEBH) | FERERE
fED FRIE, BIRIERZ DN &b D, AST XX ALT HAHVNIHRE U L B L OHEINZ 2E4f 4
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HZ Lok, By, EEOEEIFEHE L W I FREOEOMOJER A2 PR L. B8 £ T#
B9 5 L, GMEBEEDOIFRIMEE R L EBEOFER CIE. SMERIE ek, Vo REkE D=
ru 7y —) N LT,

Ipilimumab & OBSEEEIDIL D, ULN O 5 5 ~8 {5LL F D AST X% ALT O#i&H %\ X ULN O
3fEEE~5 ELL T O E UL B IR A BN D B TIL, ipilimumab O FEHRGZIEH L, B8 x
THERER A 2 B2 5, ITFHEEERAEM OUE (AST OV ALT 28 ULN @ 5 f5LL K, e U e
2N ULN @ 3f5LLF) . ipilimumab D52 HBT25 2 LN TE 5 Q2HBMR) |

ULN @ 8% 25 AST it ALT O¥EIMNH HUVNEI UNL D 55225 B U L E v OBIMMATED S
AU, ipilimumab & ORENEEDI D EBE TIL, AFOFKG 2T L 42 HSZR) | S &R E
AT A ROFIRNEEEKS (Bl : AF L7 L R=vnrr 2mgkg % 1 A 1[EFHY) ZEHICHA
THIEL, TOXHREFTIE, FHEMRAELZOEF{LE TBETLZ &, JERBERL, IF
BERE MR A S HERE A 70 0 TR — R T A ~DEE Z R LTeGE 1R, BRRAHIENIZ RS W CRIE
EATaA NOMWEAZBGT 522 L, 1 5 HBLET TS 25 2 & Wi I i sE A E o
FAPRBOONTHGEIEL, RBRKEAT A FEHE L, WROEELHEDLZ L LAETH D,
RBIFERE AT A RIZHEGWMEO KIE TSR A LR 2~ F T, BIBREAT v A FEEIZ
ZDOMDOEEMHIFEZ BT 5 Z 2 HREt L Th L, KRR CIX, RIBREAT e, FTHER
DIRWEE, HDWIIRIBREAT v A FOEET I IT#ERRAEE?S AL, BIEREATaA R
ZHELTOLYENR - T-BEICE, a7 /) —BE7=FANMEASIN: (337 =/ —
NVEEE 7 = F VOB EZ S )

Sy BRI O P2 g SR FILE

Ipilimumab 1%, S IZBE T2 AIEEME B 2 BELR KRG RRIEA & OBEIZED 5T\ 5, K
BRI, B e R R BSERARE N SN TS GRIEEH) |

Ipilimumab FHFEMEDFIB K OE 9 FEREDIZ & A S I3 I HEE (Grade 1 XX 2) THY, xHiE
WL TRNEN A BT, MDX010-20 3R Ipilimumab 3 mg/kg B 54T, s~ & X
e 72 (Grade 2~5) ORJERFEWER ORBE COMMORREX, B5546G% 3 B (FH
0.9~16 ) ThoTo, RBRFERFHEEICHE SN EHEERHC LY, 1Z& A EDEER] (87%) T
EEAA B, BB GEE E COWMOF i 5EM (0.6~29[H) Thotz,

Ipilimumab FHFHMEDOFEE K OE O FEIEIT, BIEEICEKSWTEET 5 Z &, BE~F%E (Grade 1
XX 2) DORJEREWER &R B LI Tl xHERE (F - fie 22 I 03K) 2E LR 6
ipilimumab O 5-Z k2 Z L N ARETH D, BE~FEEOREZ XL 5 FEIEN 1~2 HFFH
L. RIBEREAT oA FORPTELTYUELR2WGAE, RIBREAT e A FOROEL 27
Lol (Bl v R=Y>r 1mgkgl B 1Y)

HE (Grade 3) DO RENEH 23 L-H#F TliL. ipilimumab O P EHG AL+ 5 2 L, 44

OIEIRDNEEE (Grade 1) F THFHED 5 WITIHE T UL, ipilimumab OG5 Z L TH Lvy (4210
ZH)
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MR CHEE (Grade 4) OFIZ I (Grade 3) OF 9 FEIEZFEBL L2 B TlX, ipilimumab O
Hadilk L 422K | BEHICEHERBREAT v A ROFIRNET &L (Bl : AFALT LR
=vnrr 2mgkgH) ZRRETDHI L, BEBEXIIXL IFEEN T e — /L I BIiE, BRI
(ZHEDE, RIBEREAT oA FOWREZEGT 522 &, Wisld 1 » MU ENT TITS 2 &,

S BRI O PR R RIE

Ipilimumab (X EE 72 50 BIE O MIRENER & OBIE RO 5T 5, BRRABR TIEX., iy
X7 2« NU—RERDNHRE SN TN D, BEEMEERERORE L H D 48 HBM) , B
BHETFTE2TT LD, BREM=oa—a XF—RNEKBHT 555,

A CERWVERIME = 2 — e NTF— T IR R = 2 — " F— 4 A48 TRk
DEEIE. BTRHB A TV, SRR, Y, AEHEGEE X OV 3872 & 0 SE LLA O JRIR 2 JEBR
95 Z &, Ipilimumab & BN H D FIREMEDS B W EE (Grade 2) D=2 —nwm NF— (JEFEME
Za—uRXF—ZM), HOLWIFELRWEEME = 2 —a XF—) I LTEETIE, TELT
WOHEG AT 5 Z &, MRRRIERNN—R T 1 U F CEIE LB IX, ipilimumab O 5 % 7
PHLTH KW 2HHEW)

Ipilimumab & OBENEEDOINL HHEE (Grade 3 XX 4) DEREM=2—nm T —%2H7T HHEE TIL,
ipilimumab OG- Z2HIET 52 L 42 HER) , ERME= 2 —a F—OFHIZET L EFEERE O
FREHIE > THREZIBR L bown, £o, BIBREAT oA ROBARNES (B . A F
NT VU R=Ynrr2mgkgH) ZEBICEET L &,

HENE = 2 —a SF =BT T HBENRD DN HA L, REEE L L L TEHTHZ &,
REMROFE DD LT, BE (Grade 3 T 4) OE#NE= 2 — 0 /F— %23 H LI BE T,
ipilimumab O G235 Z & 2HSH) |

G075 BRI D PN Sy iR

Ipilimumab (X, FIEE(RZE, THEEMREEREIR ME. BIFHEEE N2 &K OFREEREIER TIEZR EOERZ 2
TONDWRIBERDORIELZ SIS T2 nH Y 48 HBM) | B IR I EMREE R &%
O D JRIK & FEEL L 72 IR RN IER 2R T 2 3D D, EREEKRERE LT, BRAO T 70 &
NdH, Fio, REXE, T8E L, EREEEEMERLEE W7 ERZTT 2 bd D, BE
DIERDJFRDBENE 7 VU —B TlixenZ & 2R L2 T e 5720, Ipilimumab (2 X 2 N5 UAkRE
FHORRKRERIT D 720,

MDXO010-20 Bk ipilimumab 3 mg/kg OB G4 TlL, FEE~RDH CTEE (Grade 2~4) D%
FEBHE O NP ERBLE COMMIZ, BS5BME D 7TEM HIEE 20 A OFE TH o7, BER
R TR B AT PE B O N R I, s R IE R OV Ve UiREIEIC K = b
27—V i,
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HEDOHK, KILEXIEZY 3 v 7R EORIE 7 U —BOBIENED 6N 5581L. B HICIVE R
BBEA FMEMZATHRIBREAT v A FOFIRNKR G 2179 Z PRI D, £z, BUiiE X
ITREBDOFEIZOWTHBEZMT 2 2 &, BIBFHEERNEOEENH L07EIE 7 ) —B TIEhnyg
B BBRRAE L OCEBRER EO S LRIMELMGT 52 L, RIBKEAT v A NO&5-BRALEHT
(2. NUERE & BT 2 7 O OERIRRARE R 25 L CTd K, FERO BEGR A LN 55 W
REDIRRAEICERE N & 55 51L. MERORIEOTER & LT, MO ERIB R EAT oA
RFE (B 6 REIZ L DT XV A0 0 4 mg F0Y) BRSNS, F£72. ipilimumab O FE LT
WOEGIIEF T RETHL 42 HSHR) , BIRFA T, BIEEEAT 2 A ROREIZLY RO
BEREENEIET 5 0ENIRHTH 5, WHRALE CMARELRBT S 2L, EHEORLE
UHHFERIEN LI L I D RREME D B D,

TER ST R R D EE S, B OUENY 52 & 72> 728213, ipilimumab O $5- % #BH
LTh LW, Fio, ERAPHENCESWTRIBE AT v A FO#iRZ G & Th 5, #iEilx
1y HUETTITS 2 &

T DAL 0> 5075 BEHE O il

Z Oz, MDX010-20 3R D ipilimumab 3 mg/kg HMEE 541 T, R & g 5L T ORIEH
DG SN TWD - 7 RUBRR, GFRREREEIE, U S—EBHME OSRERIRE &, F72. MDX010-20

ABRIZH1T 5 ipilimumab 3 mg/kg & gpl00 ~7'F RU 7 F o OOFHFIT, fEk, wmtEgm, 7
7 —EHN, ZEESHEAEL MRS S TVWD W8 HBM) |

HE (Grade 3 XX 4) THIEAIZ, BHERBREAT A NO2HEEORRIEIT &
ipilimumab O HHIEEZESTHZ LR35 (42 THZM) , Ipilimumab & B#EOH 57 R oAk, AT
TR T EREEER T, EFPRNEMEIZS U TRIBREA T v A4 RRIREO R 52425 2
&

Frpl] 70 B EAE

IR BN, USRI RCR BN B A & ONEEMEMEER 2 A9 2 83, EE AR
TIFTHEAN N7 (1HESHR) |

infusion reaction

EERFRER T, LD infusion reaction 2L I 7z, FEEED infusion reaction 23788 HALTZHE X,
ipilimumab OFHEAGHZH I L, WURAEEZITH 2 &, BEXIIHPHFED infusion reaction Z FEHL
L7 B, EEICHIE L2 BT ipilimumab 25 L TH LV, EGKK OB e X # I U 3EOH]
BHEZBFTLTH LW,
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H OO R B

BEAE OIS ENE B O 508 R BTN S A R O 72 O I E MR R O 2 5 5. 2 B4 2 B E 250,
B O (S5 BB & O U B S AL 72 HOR IR RB AR T E % O N0 b 5 LIAL) - D BEAEJE
EATHREICONT, KRR CIEFHMIN T e o7, Ipilimumab (X6 ISE % FIEEICT 5
T AIIEIRE - Ch D72 (5.1 HZBM) | EMHFEIC T L, SR B O E I F i
BOGD Y 27 P2 723 vaetend 5, EEOIFENEE QiR BEE TlX, & 5722 RETEME
BIC L > THEMDERMNA C 2 AIREER & 5 729, ipilimumab OfEfIT#ET 2 & THDH, HOR
ERBOBEREEZ AT 52 OMOBF T, H4IZBENRY X7 « XX 7 4 v MEEEICHRTL
72 BT, ipilimumab ZHEIZEH T ~E TH D,

BHROM EH T OB

AFNE 1T mL %720 0.1mmol (37205 230mg) OF M UV LAEZEAT L, BREOHESEHPOR
Fix, BETHZ L,

Vemurafenib & OG5

% 1 fHRABR T, ipilimumab (3 mg/kg) & vemurafenib (960 mg % 1 H 2 [0 X(X 720mg % 1 H 2 [a])
OPFRFEEIZ LV . EREGENED Grade 3 D F T AT I F—P I (ALT/AST : ULN @ 5 £%8) K&
OCEULEEN (BE Y LE Y ULN O 3EB) K@i Sz, o0l T —ZIckES%,
ipilimumab & vemurafenib O ff % 513 HELE S v /ey,

45 ZOMOEEREOHEEARTEOOEEER

Ipilimumab I¥t hE/ 7 0 —FAPURTHY , F 7 a L PASOEE (CYP) XiXZ DIy H
BRI L DRt a =T 720,

RIBIR D AT I LM B If R 260 5212, Ipilimumab % HAJM J OMEZRRRTER] (& R 0 EoN
7V EXRNSANKRTTF ) EOPFRTEREGT 2EMMHAERRERZERE L, CYP 7 7F (FF
IZ CYP1A2, CYP2El, CYP2C8 & (* CYP3A4) & OFRHEAEH %M L7z, Ipilimumab & /37 U & %
TS INKRTZF o FANANY o XTEORENTHD 5-T7 I /A IX Y —/-4- T3 VR FH 3
K (AIC) & ORICERRIIIZ R & 72 2 KW EhRer A AAERIEERD b e o7z,

Z DO AAEH
FIEEHRT A N

N—=2F A, T2 ipilimumab & GBREFTOREELE AT v A RO FE(X, ipilimumab O
D FHNETER OB ZIEEZ B D AN S D72, BT HRETH D, 7272 L. ipilimumab DO
G #%IC, %EBEOREHOIBROT-DIZRIBREAT v A FORHE G XITE OMOmE
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HIEDOKE%#1TH Z LIXAIEETH S, Ipilimumab O 5-BIGRICRIBREAT a1 FeaH b L
Th., ipilimumab OFNMERHEL OIS Z LTV EEZ BLD,

VIGEATFE

PriEEEE DM LV BIGHD U 278 AT 2 eRmbinnTnsg, BEHMIE ipilimumab @
RIVERCTHL @8HSM) ZLhbh, HUBEEOMKG 2ET 2 BFIIEBEIBE T L2 &,

46 ZHaRE. HIRE VR
LR

IR B30T % ipilimumab OFEFIZET 57— & 13720, @%%ﬁu%ﬂﬁ%ﬂﬁ? AEFEFFE D R &
iz (33 HEM) . v b 1gGl IR E @RI 5, BIEAEICKT2EEN Y 27 I3IRHTH 5,
Eé%rﬂﬁﬂﬁb%fﬂﬁ URY % ERIB5GEERRE, ﬁfﬁmébéu\ iﬁxﬁfoﬁlﬁiﬁﬂf’i’ﬁi)ﬂ L CTWARWER
AR e MEIZ BT D YERVOY O FIFHESE S 72w,

IEBRFPIC ipilimumab & 5 SN2 =7 A PV OFHTHed TIRIRE O ipilimumab 23788 H 172,
mMmmmﬁt%ﬂ%¢ﬁ%ﬁ?éﬂ§#ﬁ$%?%é b ML A~D 1gG OBATIIEL TH 722
<, IgG DRERANAL FT XA ZEV T 4 bRV, ASUTERO S 2 2HBFEITE TN EB 2 b,
B ST BRIk 2 R if;v\&%ﬁ!éméo LovL, Bz 5z ohnk-giicesT
LRWERORIREMEDR B D72, FHHTZ & > TORILOFGE & FHIZ & > TD YERVOY # 5 -OF|i%
ZHEE LT, #ILEHIET 50 YERVOY OEH-Z 1T 2 0 ERE L U7z 5720,

<G BE
ZREREIZX T 5 ipilimumab DA FEAM T 2 iBRIXFEME S TWRY, LR -> T, BhoOXIhEE
Zx4 % ipilimumab O I A TH 5,

B
o>

g

4.7 EERX(IMBREICHTEIRE
YERVOY [F#EHRRE /) M OBEMARAVERE 1T L CTh T i 8% KT 1,

W g EORIER O REM: (4.8 TARM) 23H 5729, ipilimumab 2EREZ MIF X202 & WD
EINDHET, BEITEE I EL EEIZIT O & Th D,
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48 &El¥EMA
LEVET T 7 7 A VDL

kR % 72 & ipilimumab OffA 7o BBk 2 H 259 2 EK 7' 1 777 AT, ipilimumab (359
10,000 FlOBFIZHEK G- Sz, FICHRT 2562k TIORT T =213, EERAMEZ XS
& L7Z B R3BR C ipilimumab 3 mgkg D7 —# Th 5, F 3 HHHE MDX010-20 (5.1 M) Tl
BE OGO IEIL 4[] FHPH : 1~41]) THoT-,

Ipilimumab [T FNZHRIETENED EA IFERI 22 0 TEEN G A LD REWEH & OBENFE O b TV 5,
HEOIGZE D, b D% < (1Y) 72 0E OB 4A#% 33 ipilimumab OG- IR IZTHK LTz
(RZEBHEORIEHOEERIZOWTIE, 44THEZSH) |

MDX010-20 7B ipiliumab 3 mg/kg B G4 TOERRIEM (BED 10%LL EIZFRE) 1, TH,
BB, HEEE, . Bl EE, BAGEER K OWER CThole, £D% ITRE~PEE (Grade
1 Xi%2) Thole, BED 10%DEWERH DT ipilimumab O 5-% 11 LT,

RIVEH OFEERR

KRR T ipilimumab 3 mg/kg Z #5- S VAT R EBS (767 1)) ICHBLL-RWEH 2R
217,

NG ORIERIX. SRE BRI E ORBSEE RN R LT\ 5, FBISEL X, very common (1/10
LI k) . common (1/100 LA E~1/10 AJifi) . uncommon (1/1,000 LA E~1/100 &) . rare (1/10,000
L E~1/1,000 K5i) | very rare (1/10,000 A3ii) EEFL7-, HBBEEOKSFENT, BIEHZHE
FEDEWE DN BR LT, MDX010-20 3B T ipilimumab %% 5 S 4172 HLA-A2*0201 [ HREICEH
I B EBEORIER ORBLRIL, AT 17T AR TRO LN REREFRRE TH -7,

5% 2 FER OV 3 HHERIREBR 2R TOFA L7 b FERIBIE DB (75 6, AiaRbH ) | Wiz L
hu 27T 4 7RISR 2 BRI T 2 RIGEHE (273 FI LT 157 #) 2T D
ipilimumab 3 mgkg DZEMET v 7 7 A ik, BEREOEITHERREAEEE CRO b Zet
n7 A NERBKTH T,

# 2 : Ipilimumab 3 mg/kgZ 5 SN IETHEMLREERE (767 6]) (TR LIRITEM"

RRYSE S & O F 4 HUE

Uncommon BOAE . BOErE S 2 o 7 O RERIE Y, RE R
BtE, BMEBIOHEMAAOHEY (BRBLORY) —T2ET)
Common RS SR

Uncommon P RE A E i

MR LY v REE

Common B, U 2 SERJE
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Uncommon VEIMPERL M °, IR AFERERIEANNE A TR

R REE

Uncommon O

Very rare TFT7 4 TRk

NWBEE

Common FEAEEETE (FEAZRZET) . R TE ©

Uncommon RIEHERE A A . HeseMERIE BOEMRE RN 2 ¢, FRIRIRAERETTHENE ©. PERRBEAEIR T
Rare B AR HEFRRZE ¢, FRRRZ ¢

KRB L OREEE

Very common BAKIRGR

Common Wi, &V 7 AfGE

Uncommon KT P Y U AMmAE, T A — X ARY CERMAE, TESAREERRE, KT A
Ifi 5 ¢

FEPHIEE

Common BETLIRBE

Uncommon ke e, 5o, U B F—jak

PR REE

Common RMMER = 2 — w3 F— FEMEO E U, BUF. BIR

Uncommon XT o NU—EGRE S, Bl (RN | H OO (%) 4 %k
M= 2 —mNTF— RE, R = 2 —a X TF— EEGH, IRk, I 47
H—X A HEREREE

Rare EE RS M ¢

IRFEE

Common b 2N 371

Uncommon 7RO A, AT, ARERTRIE ¢ IRBE K 4 HMET. IR0 B,
A

DB

Uncommon AHENR, LD

I REEE

Common fRIE, WL, 1ETH

Uncommon MEs, MRS R, S

Rare {gEB R 2% ¢

PR aR,. MIZRE L O S

Common

P08 IR B8, Ik
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Uncommon WP R4 AR S R O BRI, MAKRE, FlEZE. 7L —PhEk

HBEE

Very common TR, MR, 3RS

Common ERL, B O, R, AR, IR KA JE ¢

Uncommon LAPERAL ™, RMBEEAL DS, MRAFSRAL DS R O e, WA, BEZE, Mk
a{,aﬁ KT, s, 11wz

Rare E R ¢

JFFREE R

Common JITHRE S8

Uncommon FFAR4 S iFde, FFRER, #E

B L O TS

Very common 3% C. T D FEE €

Common RS, ALBE, |EMEEBE, S, W5 BB BT, R

Uncommon AP SR BUTE AR O, 1T T BRRERAE I . BRI, B ¢

Rare ZIGHLBE ¢, HLfE ¢

BERRE L O AR E

Common BAfm . M. AEARIR. AR

Uncommon U U FIEL R, fhigk . BIfigk. T ¢

Rare E2 i

BB X ORKES

Uncommon BARAD RERRBR S HEREEER L BIRMEET v F—v A, mR*

Rare EARC

AFERB L OHEEE

Uncommon 1 H

—i% - £2HEEL X OB SHALORE

Very common W gy VERHELSUG ., FEE

Common IR MEAE, TR, KR, AT PR

Uncommon LR 4 be, B MESIERUTIEGERE ¢ EAICEE 9 KOS

ERRIRE

Common TI=UT ) NIRRT 27— BN, TARTGXUBRT I ) I AT 2T —
PN, M7 AV ARRAT7 7 Z—EEind, e Ve s, REED

Uncommon y-INEINRT AT =T =PRI fh s L7 F = BN, e RR R A
JVECHIN, A v = i R BE b e v U S — BN S
M7 X — BN, BUSHURGIE ¢ b7 2 b 27 a2 b
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Rare i R RS AR L8 b 4 A R v b L T e T s T R

a FEHUBEEE L, MM RANEZ 68T ipilimumab 3 mg/kg & ME L 72 BEERER 0 B O AT — X 1T EKSL,

b BOEHERIR Z & T,

¢ ZNHOREMDRRENEN H 2 BWEMICET 2 2 oo ®Ae TREDEWEM O] KU 44 HIRT, Lo
BT T — X1, & 3 M5B MDX010-20 ORFEEZ KM L T\ 5,

d BEEREELE NG E T 55T LIZEERERR O RBLSNOT — & 280 CTRBEME 2RO 7=,

M BRAEOBARBR I3 T ipilimumab % Z OO & (3 mgkg A XX 3 mg/kg #) THE S
NEERFIZBWT, £ 2 DAORIERAbHRESINTWD, 2D ORWERAORERIL, FRHHRLT
LD EERE, %KM Cholo @ BBYE, OHK, OIEERITH. OE, B CmErEFE, fiH
PEALBE, B CfufEtEfise, T IABERETCHEME ., FIF IRIRMRE IR TAE ., YIRS, RoRikd . 53
g, LA —BlR, FE - BIERFRMERDIEGERE, A SV A VBHEGERE, radg F—
A, M ES R e e, BMmEREE, ARIEREEIE, U o EREGIE, BRAG M OGS T
FE T,

K& ORIWVERH Ok

LT 256 amE, UTORECRWEHICET 27 — &1, #1T7H (GIBRRRETEEBME) M
BafEOF 3 AR (MDX010-20, 5.1 THZM) 128\ T, ipilimumab 3 mg/kg Hiafte 541 (131 1)
X% ipilimumab 3 mg/kg & gpl00 OPFREL GBI 380 ) MoEoN=bDTHD, T b DOEIER
DEHER & 44 THICEEHT D,

G SEBIE DL E DFIEH

Ipilimumab X 72 0 BEOWLE OFRIER & OBE RO 5T 5, Ipilimumab 3 mgkg &
gp100 DHFHF 541D 1% T, THLE ZEILIC K DR T D bz,

Ipilimumab 3 mg/kg BB GRETIX, BEIEE Z DV FRIE OKRIBRDZNZEI 27%K% DY 8% T
WHhilo, BEE (Grade3 XL 4) O NHIMOEE (Grade 3 X 4) ORIBROBIEITENEN
5% CTholz, BEEXIIHMAY7L (Grade 3~5) 0 BEOIELE ORIEH ORBLE CTOMM O H 1k
fEix, BGEGEAS 8 M (FPE : 5~13 #H) Thoto, IRRFEMFEZICHE S NI EF IR
2k, < OREF (90%) ThEIE [#EF (Grade 1) Ri~DEE, HDHVIIRN—AT A L TOE
FEE~OEIE] BA B, FEHREE COMM O P RET 4 BHE (#H - 0.6~228[) Tho
7o BEIREER Tl S BIED KIFRIIE - T, BB LA D LD RVAEIRE, WwNT Y >
PRERIRHE M OV R ERIZ S A B ALz

S SE I DT 7

Ipilimumab (%, FHE 722 00)% BIE D TN & OBHENTR® 50T %, Ipilimumab 3 mg/kg HAME 5451
D 1%A CEA R HE SN TV D,
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FEE Z R 720y AST KUY ALT $MAEE DOZ T 1%L DN 2% Treed 7z, HE (Grade 3 X
IX4) @ AST XU ALT TR B e oz, FHEEE~EE I Bmry7e (Grade 2~5) Fuy% B
OB E COMMIT, B5HE% 3~ B Th o7, IRBREMHEEICHE ST EHEEH
2LV, WEAETOHMIX 0.7~2 B TH -7, BERRER CIx, GEBEOIFHEMEZ B LB
DOIFAR CEMERIE ek, Vo Kk~ a7 7 —Y) B b,

HESE 24 %2 5 HE® ipilimumab & & V32 2 L OFFH# 541 TiE, ipilimumab 3 mg/kg O HAH
541 L0 b S REE O TEE TR b,

SESEPIE D SR I

Ipilimumab (X, e (CBIHT 5 ATRENEDS & 5 HE 22 R REIER & ORENRD b T 5, ERR
ARERTIE, ipilimumab & gp100 OOF 5451 D 1%A T T E Ay 72 Hh Bk 2 R BEAE B ARIE 23S X
T2 (5.1HEEHR)

Ipilimumab 3 mg/kg BB GHETIL, BEAEE & D7 WIIE KOV 5 FEIED BF DOE LI 26%I123
B L7-, Ipilimumab i REMEDRZ K ONZE D FEIEDIF L A SITEEFE (Grade 1) UL (Grade 2)
THO ., IHEFRIETHER R LN, FEE~FEE UIEMA72 (Grade 2~5) & RENER D3
BLE COMMOFRAEIT, &E5BED 3 8M (&P : 0.9~16 H[H) Th o7, RBREMMFTEEIZ
HESNEEHIEHICL Y, 1ZEALE (87%) DIEFITIHINERD b, FHNOWHEE TOHM
OFYAEIL 5 EM P : 0.6~29#[E) TH o7,

SESE D PFER FITEH

Ipilimumab (3 8 72 50 )% BE O MR EIEH & OBENFE S 5Ty 5, Ipilimumab 3 mgkg &
gpl00 DHFHAFE GBI 1%A0H TEMAVRX T o« NU—JERBENHRE STV 5, BEERBRTLY
@ A& ipilimumab % 5 SV D 1% T, BIEMG E/EARIER RO TV 5,

S SELIE DY 57 i

Ipilimumab 3 mg/kg BUMPE GHEC, IR Z MO0 T ERAKEEIK TIENEHF O 4% TRO L,
HIEE & DO EIBRERE AR, FUIRIRHERE TUEIE & O IR IS BRI T E 1B O 2 i 2%I1Z
BB LT, EE (Grade 3 X% 4) O TERAKHEEIK TETEED 3% TRO LTz, HEXIIMHD T
HE (Grade 3 X 4) ORIEHREEANA, FURIMBERE FTHEIE £ 72 X FIRIEREIR TREIX A D e o
Too WA~ THE (Grade 2~4) D5 BE DN RS OFBL £ TOMMITR 5546026 7
TR ~IZIE 20 8E Th o7z, FRARRER TR b7 RE O NWEEFIL, Bk vE ik
Bz hr—nani,

F DD LEREFHE DI EH
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ZOMIZ, ipilimumab 3 mg/kg B 541D 2%A T, REBE & b D LU N ORIER B #is S
NCTWD 0 7 RO, IFRRERIEIE, U S—EBIIL OSRERIRE &, F£7-. Ipilimumab 3 mgkg &
gpl00 X7F KU 7 F U OFERMIT, Mgk, WmEEM, 77 —8HN, Zhas N4k O
RPPEINLTND

BEH D& O

AHNARBZRIZB T 2EWEH O WOMEITEHEETH DL, ZHUTLD AKFOXRT v k- URT
INT U ADMGEN R BEN ATRE & A0 D, [RIEIEEE X, Appendix V (IR LIZEOME T AT L% il
LT, &6 LEHEHORWZHRE IV,

49 BskE
Ipilimumab @ i KMt EIIAERR STV, BRARRER TIlX, &K 20 mgkg &5 IN7-BE THL
IR EMEERIZ A BN o T2,

B 5-O5EL. BWER OBE L OYEROF BIZ OV CEE 2 EEICBIZ L, @Yt BgEs
z&,

~
A

O &
N

5 EEPHNEHY
51 FEHEEMH
B 7 2 PUEESK, £/ 7 v—F A8tk

ATC =— kK : LOI1XCl11

TEHTY

ARREENE T U o "EkPUs 4 (CTLA-4) 1E, T HIRIEMEO FE2HIEA - CTh b, A BV Av 7
CTLA-4 RKIC L > CTHEEND T MlEOIEIES 7TV ZHET D CTLA4 T = v 7R A
MEERTH Y | GRS U CEEE T MlaofERKS 2R 2 T 7 = 7 2 —T Mok
NS E 5, £7o. CTLA-4 OFLEIX, Hl#EME T Mkl (Treg) OMREZIKT S8, [EEHRE G
EEET 5, WIT, A BV A~ TiE, EBEHERICET D Treg HA @RI S5 AIREMERH Y |
ZORER, BN ORI T Mlask & Treg ot (=7 =7 Z—T i, Treg) 23N L CHEEHM
JFEEFHETHEHZ 2 HD,

PRI

Ipilimumab % % 5 S U7 RAJERE TiX, SAW 28 U TR LT D5 U /SR 5
(ALC) 258U 7=, & 2 HEBRTIX. ZoBINIAEKEETH 72, MDX010-20 A5k (5.1 H
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ZM) T, gpl0o0 P XIZIEHFH T ipilimumab 3 mg/kg #5125 0 | EAHZ@E U T ALC M4
IMUT=R, BRI TH D gpl00 ~TF FU 7 F o 2 HE G5 SRR O BE T, ALC ([2F
Do HEAIT 2o T,

P RAMEBE ORI TiX, ipilimumab 5% (21&ME{ HLA-DR+ CD4+} (O} CD8+ T i o>
BIEIGOBMMAED i, T OVEAKF & —F L iz, Ipilimumab O#F 5%, &2 b T4 E
U —T#if@ [(CCR7+ CD45RA-) CD4+& ) CD8+] DO FEHEIGOHM, WRNZ LV /SR ER=
T2 X —AF Y —THiII [(CCR7- CD45RA-) CD8+] D NHJEIG OGO b7z,

S R

%2 AR M OV 3 FAEABR T ipilimumab %% 5- & AU 72 T B R E 0O 9 BT ipilimumab HUA
O BN BEIL 2%RTM T o7, W o BE b5 B 3 4% 53807850 o@EuE X7
T4 TX RGN E R S 7o 72, Ipilimumab (2T A HRIPUAIZR T S e o Te, BiRE L
T. HUEREEA L BIWER ORI & 072 BEEME L 22 d o 72,

e

5% 3 FEEER (MDX010-20) TiX, RHERED & H81T7H] (WIBRARE ST ME) R AHES I
BT, #ELEHETH D ipilimumab 3 mgkg OGN (0S) OEMMEN R I, IREERE
JEE ., JRFEME AR R R AE, IREMENEER . b MR AR RIEY A LA (HIV) | B BUIFR K
W CHMFRZAT 2EE L, FEBEIKRRICHAAN O 20 o7z, £2, BRAKRER TIX ECOG
performance status 2% 1 % # x 2 EEMERAREF IR SN, BN R R—ZXT7 1400
AST 73 ULN O 2.5 5282 5 BFH ., B4 H LX—2Z 74 D AST 28 ULN O 5 5% 8 2 2 845,
WRZAR—=AT A ORE Y LE 3 ULN O 358 ETh o 72 BF BRI S 7,

HEREREOBMERERZ AT 2 8Z IOV T, 44THLZMOZ &,

=

MDX010-20

O3 _EERRRICBWT, IL2, FAARY . TEY IR, fotemustine XA VR T T F
YOI, W 1 B EZ2ETRRNREREO H 5T (IR IR TE) HE B fE R
FrEMHEANT, BE % 3:1:1 O T ipilimumab 3 mg/kg + {GERIE gpl00 <7 F KU 7 F > (gpl00)
PGB, ipilimumab 3 mg/kg BUMPE G-HE XX gpl00 BB H5EEIZ T X LZE D 1T 72, X TORA
FH HLA-A2%0201 BUCTH - 7=, Z D HLA AU gpl00 DR EdEd 5, BEOERTIZE W
T_—R27A O BRAF BROFEITEE Ligd - 7=, BFIC 3 M I &1 ipilimumab % A5 4 4],
BAETLHROEE L CEAHD . BAHIOK TENIH S22 S EOMMBFED b BF 1L,
performance status 7343 ThIUX, BETHRO BALREZHkGE LT, BAHOK 7%, Week 12 i
#%1Z ipilimumab OHUIE RN IR 2 38 L 72,
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WIE OEERSFE [PR (& Y) XX CR GERFEY) 1 23580 b=tk X wlle o g 5
SD (%) (mWHO RE¥EIZL D) 23 » AZBA2 TROLNI-HKIZ PD (#EfT) 2Bl L-EBHEIC
%f L C ipilimumab |2 & 280185 (F&5) Z17-o7-, FEEFAGEE H (X ipilimumab+ gpl100 ffH 5
BEE gpl00 HAMBE GREOR O OS D Th -7, EREIKEFHEE 1L, ipilimumab+ gpl100
B G#E L ipilimumab BB SEE O, I ONT ipilimumab BRE 58 & gpl100 HARE G-REORE D OS
D TH Tz,

ARF 676 BN T > Z KBTS Tz, WERIL, ipilimumab BME 5#E2Y 137 5], ipilimumab + gp100
OF I 5EED 403 511, gpl00 B HEEN 136 Bl TH o 72, BEDITE A EWN 4[0]0E A5 23~
Tz, 32 BInHE&EEEZZ T, 2055 8 il ipilimumab HAMEHHE, 23 123 ipilimumab +
gpl00 FFFFERE, 1 BIAS gplo0 BB ERECTH -7, BHHIRITRE 55 » HREITH o7z, _—*%
T A IR R G CHETH o T, FloOPREIL 57 . BEDZ (71%~73%) OFEH
% Mle, BED 37%~40% CTX—2 T A  OFAMNKFERESRE (LDH) &ENRD b, £72. 5
77 75 BER S DO RITEREIE 2 A L T,

Ipilimumab % & e HAHT, X TH D gpl00 B GRE L LB L C, OS ITHIT AHEIMICHE
BAMEE R LT, Ipilimumab HMEEGRE S gpl00 HA& 5/#ED OS bk L7 ¥ — Kkt (HR) 1%
0.66 (95%CI : 0.51,0.87 ; P=0.0026) T -7,

BN IC L BB bz 0S OkFEIL, 1FEAEOEBEED M (EEB) BH., (v
HZ—1AF 2ICKDREHERE, N—ATA D LDH, 4, PERI K ORHRR O N O] T3
LCWe, —F., 50 ma Bz 5 &M TiE, ipilimumab (2525 OS OFELZESITLHT — X137
Mmolz, LTein-T, 50 ma itz 5 MICxtd % ipilimumab O G MEIIAEE TH D, HoEHME
WO GBER DN Vi o=l BT — 2 0 biEENRmE 1S5 Z L IXTE 20,

1 KL 2HETO OS DHFHIAE N CHEEEIG 23R 31277,

*3: MDX010-20 2RBR 31T 52471
Ipilimumab 3 mg/kg gp100*
137 4 136
N . 10 % A 6 H
HEoFJfE (95%CI) (8.0, 13.8) (5.5.8.7)
14ETD 08 (95%CI) 46% (37.0, 54.1) 25% (18.1, 32.9)
24ETOD 0S (95%CI) 24% (16.0, 31.5) 14% (8.0, 20.0)

d gpl00 T T NU 7 F T ERARE L THW,

Ipilimumab 3 mg/kg BB GHETlL, SD NA L A2 BE L PD NALNTZEFITIHIT 5 0S LA
IZFNZFN 2 # AR 8 5 H Thot-, AFEMrORE ST, CR XX PR 34 b Li-BE To vl
IIRBETH T,

B 528 U= B3 Tk, BORR (L) | ipilimumab B 5HET 38% (3/8 f51) . gpl00 HAjH
BERETIL 0% THo7z, a2y ba—/L# (DCR) (CR+PR+SD & EF) 1ZZNTH 75% (6/8
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B) KO 0% Tholo, i O TIIRSRBELD Do L35, ipilimumab F% 5-0OF
MEICRE U CREERI R/ f 2155 2 LITTE 220,

Ipilimumab % 5-% O ERRTEME DR B IHER T, AIBKEAT 2 A ROREEGOFEIZ)IND 5
PTRRECH T,

€ DD

Ipilimumab 3 mg/kg HME 512 L2 OS &, & 2 FAR OV 3 FRERRBR R COFS L 7o (b iiERTs
WOBE (718 B, T Z2Lfhl]) &, L buxXr 7 ¢ THERER 2 BRiCBIT 2 RIBEOBRSE
(273 Bl Je 8 157 fil) <, BhRa—E L Tz, B 2 SRk W, TN R AEOZ
BRI 28 L COW BB OESIXZNTN 121% K 33.1% Th o7, b DORERTIx, #E
TE 1FEAEGRIT 59.2% (95%CI : 53.0~64.8) KN 46.7% (95%CI : 38.1~54.9) ThH -7, # 2K
O 3 FHEGARRBR 2R COFS LI AL SRIERIGE OB (718 ) TOHEE 1 4, 2 FEKOV 3 F4£LF
RKITZFNZI 54.1% (95%CI : 42.5~65.6) . 31.6% (95%CI : 20.7~42.9) F1X23.7% (95% CI: 14.3
~344) Thol,

RN =S P 1, B AR O IERRICHOW T, NERERICBITS 1| DU oS ESTHE LT
YERVOY OiRERGEROIEHIAREZIER L7 UNE~OEREIZET A ERICOWVTIL, 42 HSR) |

52 ZEYEELORHE

Ipilimumab ®EAH & E LT 03~10 mg/kg % 3 M T L ICHEE 4 IR 5 S A7 BT R A f A
785 Bl & *ZIZ, ipilimumab O REYENRE A FrEt L7z, Ipilimumab @ Cpa Cpin 2OV AUC 13, Fd
L7- HERPENCHELFIMEEZ R L7z, Ipilimumab % 3 M Z LI EREG L&, 20T 7
ZIREMIC K> TEAL L i T, £, BHEERD 15 BFUTThHo72Z &b, BHEERHILD
<OTMNTHo72, 3 EHHOEE £ TIT ipilimumab OEFAREEICE LT-, RHEMSRYEIEEMHT IO
S ipilimumab DYHJRT A—% [EEUERE (%) 1 IZLLFOEY Tho7o, HEFRMIL 154
H (344%) . &5 7 V7 7 A% 168mL/h (38.1%) . EFIREOMAFE T 7471 (10.1%) T
BHoTz, 3mgkg OEAMOEHFIRETO ipilimumab C, FHIME (L8625 (%) 1 1% 19.4 pg/mL
(74.6%) ThoTz,

Ipilimumab @7 U 7 Z > AIEEIEINKL OR—RF A > TOD LDH EDO EFIZfE-> T EF L=ns,
mg/kg I[ZHADWTE G T 5%, LDH #INXIXMEEIZ T 5 HERHEIIAETH DL, 7 VT 7 A%
il (ERPH - 23~88 k) . MBI, 7T Y = FXIFIHX AR O, performance status .,
HLA-A2%0201 OFHE, BEATHERERE S, B E . R R O ORNRIC K 2 8 A2 2T 7
hole, BANUADORBEMATOT =2 DR+ Tholoiod, NEOEEIIMF Lol /b
A & 2 W IFATREREFE 5 ST B RERS T B E R 2 6 R ipilimumab 48 2 2FAfh 4 2 s
U AEES =Y (NG AVAI AN
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HETHAREME AR 2 9 5 HBE 497 Bla %5 & U iR-SOS T Tld., OS IXRITEE DO 25 HrE i
EEEREGRTHY . MAEF O ipilimumab Cminss (EFIRFEIZEIT D N7 7IRAE) O EH L IRITIER
ST,

PR RERR

RN BANERSE 2 0t & LR CF Do 7 — ¥ ORHEREEM BN REMAT CIX. BEFO
B S S O RS RERR 1 ipilimumab D2 U T T U R IZEEE RIF X eW 2 ERN RS T, BE
17O EEBHREREE BT 2R T — ¥ R OERWEhieT — 2 13072 <, HEFAENHLE L 225 AlHE
PEIZOWTIE, HERT D2 LN TERY,

Tt ER

R AR RS 23t & LEBRRRER CR b e 7 — # ORMERISEW BB fEHT <, BEFO
B ST RERERE 1T ipilimumab D7 U 7 7V RTHELE RIF SN2 RS, BEfFOHEE T
FERERE E B 2 BRIR T — % L OSSR EhRE T — Z 130 70 < . HERAE N ME L 72 5 A[REMEIC DWW T
X, fERT D ENTERY, BRRBRICEBW T, BEFOEEMSERELZ AT 2BFIIHFESN
ot

53 HBRKZREMET—4

P& DT ERIRN R % 5 iR BRIC B L ipilimumab O BEMEIHEL TR TH 72, %
PERIVEA ORBUBFE XK (W 3%) . KRIBE (1 BINFECICED) . FEXKD infusion reaction
(FEANEE R o T2 2 EITRKR T 2872 A N A VRIS L D REH V) R ENRH LT,
1 #BR CHURIR R O RO EEIK FFED B0, ZHUCeE S MR E AT X e o7z, 4
T RO ERIREENME IR TH 5,

Ipilimumab 73 HAERT# OREICKIETREL =7 4 Pz AT BR TGS Lo, iR VICiE:
BRATH D2 E AP 4R B 40l ¢, ERIRHE TH 2 ipilimumab 3 mgkg TOIREFER (AUC)
ERRREIT L D EWVIRE L~V T, 3 T T ipilimumab &5 U7z, (AR L OV,
EFBNC SRS 2 % 5 B L 7= A BRI bR o 7=, AEIRE I 5. [ ipilimumab # 5 T
TRPE, SEPERCOVREE (ZAUSHE D HAEREOIRT) 72 EORHEN LA L, L LT, 1
W CHER B Lz, TR OFUUIHBEFEN TH -7, S5I2, FHNT ipilimumab (ZHEHE S
NIl 2 BIOWRATEER T, SMBLR OO R A B 05580 b iz, Sl » 1 1 1Tz
B USRS O FrBIME S R IR, ShIREET » b 1 BICILIRIE IS & Uik 5 Rl 2K O
YR FYRIEANRD Bz, TS OGRS L B 5 L OBEMII AR TH 5.

Ipilimumab D28 BLJFUME K& OVS AR 2 B9~ 2 5 BR 1T 550 S v CunZewy, F72, ZIERERER I35
I TR,
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6 HFIFAREYE

6.1 FnH—%

U RS (2-7 X /-2-8 Ra v A F-13-7 a /" U4 — LI ERE)
WAk U DA

~r=hk—/ (E421)

N7 Mg (P F L MU TR )

AU Y L_— |k 80

KigfkF U v L (pH FHEEH])

ik (pH FH%EH)

5K

6.2 BE&H;

BLATERBR D I STV AR WIERIE, AR 2o ESREM EIRE LTI b0,

6.3 AXhHARR
RKBEAE DA TV 3HH

PRE

S EHERR - AT O, AFNIRREZE B ICEE, HOWVIEHERL THRETETH D,
FRATE OEAER (1~4 mg/mL) 122\ T, 25°C Y 2°C~8°C T 24 FE DAL K O BRIV 732
AR ZEMENRGESNTWD, BEHIHEHA LARAWEAIE, AlEEE @GERETUIAIRE) 2 xE
24 B & THIEIRTE (2°C~8°C) UL=HIRMRAF (20°C~25°C) T°5Z LN TE B,

6.4 REFICETIFRIGER
WIREIZRTFT 52 & (2°C~8°C) .
BRESERNZ &,

IO, STDUEDEEMRFTH &,

AN D Ee ¥ D B EF & AT ATIRE ORIFSRAFIZ O TR, 63THEZSHOZ &,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

YERVOY® (ipilimumab)
Injection, for intravenous infusion
Initial U.S. Approval: 2011

WARNING: IMMUNE-MEDIATED ADVERSE REACTIONS
See full prescribing information for complete boxed warning.

YERVOY can result in severe and fatal immune-mediated adverse
reactions due to T-cell activation and proliferation. These
immune-mediated reactions may involve any organ system; however,
the most common severe immune-mediated adverse reactions are
enterocolitis, hepatitis, dermatitis (including toxic epidermal
necrolysis), neuropathy, and endocrinopathy. The majority of these
immune-mediated reactions initially manifested during treatment;
however, a minority occurred weeks to months after discontinuation
of YERVOY.

Permanently discontinue YERVOY and initiate systemic high-dose
corticosteroid therapy for severe immune-mediated reactions. (2.2)

Assess patients for signs and symptoms of enterocolitis, dermatitis,
neuropathy, and endocrinopathy and evaluate clinical chemistries
including liver function tests and thyroid function tests at baseline and
before each dose. (5.1, 5.2, 5.3, 5.4, 5.5)

--------------------------- INDICATIONS AND USAGE
YERVOY is a human cytotoxic T-lymphocyte antigen 4 (CTLA-4)-blocking
antibody indicated for the treatment of unresectable or metastatic
melanoma. (1)

e YERVOY 3 mg/kg administered intravenously over 90 minutes every
3 weeks for a total of four doses. (2.1)

e Permanently discontinue for severe adverse reactions. (2.2)

e 50 mg/10 mL (5 mg/mL) (3)
e 200 mg/40 mL (5 mg/mL) (3)

CONTRAINDICATIONS

None. (4)

------------------------ WARNINGS AND PRECAUTIONS---------mmememm

Immune-mediated adverse reactions: Permanently discontinue for severe

reactions. Withhold dose for moderate immune-mediated adverse reactions

until return to baseline, improvement to mild severity, or complete resolution,
and patient is receiving less than 7.5 mg prednisone or equivalent per day.

Administer systemic high-dose corticosteroids for severe, persistent, or

recurring immune-mediated reactions. (5.1, 5.2, 5.3, 5.4, 5.5)

¢ Immune-mediated hepatitis: Evaluate liver function tests before each dose
of YERVOY. (5.2)

e Immune-mediated endocrinopathies: Monitor thyroid function tests and
clinical chemistries prior to each dose. Evaluate at each visit for signs and
symptoms of endocrinopathy. Institute hormone replacement therapy as
needed. (5.5)

ADVERSE REACTIONS

Most common adverse reactions (=5%) are fatigue, diarrhea, pruritus, rash,

and colitis. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Bristol-Myers
Squibb at  1-800-721-5072 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

e Pregnancy: Based on animal data, YERVOY may cause fetal harm. (8.1)
e Nursing mothers: Discontinue nursing or discontinue YERVOY. (8.3)

See 17 for PATIENT COUNSELING INFORMATION and Medication

Guide.
Revised: 3/2015
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FULL PRESCRIBING INFORMATION

WARNING: IMMUNE-MEDIATED ADVERSE REACTIONS

YERVOY can result in severe and fatal immune-mediated adverse reactions due to T-cell
activation and proliferation. These immune-mediated reactions may involve any organ
system; however, the most common severe immune-mediated adverse reactions are
enterocolitis, hepatitis, dermatitis (including toxic epidermal necrolysis), neuropathy, and
endocrinopathy. The majority of these immune-mediated reactions initially manifested
during treatment; however, a minority occurred weeks to months after discontinuation of
YERVOY.

Permanently discontinue YERVOY and initiate systemic high-dose corticosteroid therapy
for severe immune-mediated reactions. /[See Dosage and Administration (2.2).]

Assess patients for signs and symptoms of enterocolitis, dermatitis, neuropathy, and
endocrinopathy and evaluate clinical chemistries including liver function tests and thyroid
function tests at baseline and before each dose. /[See Warnings and Precautions (5.1, 5.2, 5.3,
5.4,5.5).]

1 INDICATIONS AND USAGE
YERVOY (ipilimumab) is indicated for the treatment of unresectable or metastatic melanoma.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosing

The recommended dose of YERVOY is 3 mg/kg administered intravenously over 90 minutes

every 3 weeks for a total of 4 doses.
2.2 Recommended Dose Modifications

e Withhold scheduled dose of YERVOY for any moderate immune-mediated adverse reactions
or for symptomatic endocrinopathy. For patients with complete or partial resolution of
adverse reactions (Grade 0-1), and who are receiving less than 7.5 mg prednisone or
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equivalent per day, resume YERVOY at a dose of 3 mg/kg every 3 weeks until
administration of all 4 planned doses or 16 weeks from first dose, whichever occurs earlier.

e Permanently discontinue YERVOY for any of the following:

o Persistent moderate adverse reactions or inability to reduce corticosteroid dose to 7.5 mg
prednisone or equivalent per day.

2.3

Failure to complete full treatment course within 16 weeks from administration of first
dose.

Severe or life-threatening adverse reactions, including any of the following:

Colitis with abdominal pain, fever, ileus, or peritoneal signs; increase in stool
frequency (7 or more over baseline), stool incontinence, need for intravenous
hydration for more than 24 hours, gastrointestinal hemorrhage, and gastrointestinal
perforation

Aspartate aminotransferase (AST) or alanine aminotransferase (ALT) >5 times the
upper limit of normal or total bilirubin >3 times the upper limit of normal

Stevens-Johnson syndrome, toxic epidermal necrolysis, or rash complicated by full
thickness dermal ulceration, or necrotic, bullous, or hemorrhagic manifestations

Severe motor or sensory neuropathy, Guillain-Barré syndrome, or myasthenia gravis

Severe immune-mediated reactions involving any organ system (eg, nephritis,
pneumonitis, pancreatitis, non-infectious myocarditis)

Immune-mediated ocular disease that is unresponsive to topical immunosuppressive
therapy

Preparation and Administration

¢ Do not shake product.

e Inspect parenteral drug products visually for particulate matter and discoloration prior to
administration. Discard vial if solution is cloudy, there is pronounced discoloration (solution
may have pale-yellow color), or there is foreign particulate matter other than translucent-to-
white, amorphous particles.

Preparation of Solution

e Allow the vials to stand at room temperature for approximately 5 minutes prior to preparation
of infusion.

e Withdraw the required volume of YERVOY and transfer into an intravenous bag.
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e Dilute with 0.9% Sodium Chloride Injection, USP or 5% Dextrose Injection, USP to prepare
a diluted solution with a final concentration ranging from 1 mg/mL to 2 mg/mL. Mix diluted
solution by gentle inversion.

e Store the diluted solution for no more than 24 hours under refrigeration (2°C to 8°C, 36°F to
46°F) or at room temperature (20°C to 25°C, 68°F to 77°F).

e Discard partially used vials or empty vials of YERVOY.

Administration Instructions

¢ Do not mix YERVOY with, or administer as an infusion with, other medicinal products.

e Flush the intravenous line with 0.9% Sodium Chloride Injection, USP or 5% Dextrose
Injection, USP after each dose.

e Administer diluted solution over 90 minutes through an intravenous line containing a sterile,
non-pyrogenic, low-protein-binding in-line filter.

3 DOSAGE FORMS AND STRENGTHS

50 mg/10 mL (5 mg/mL)
200 mg/40 mL (5 mg/mL)

4 CONTRAINDICATIONS
None.
5 WARNINGS AND PRECAUTIONS

YERVOY can result in severe and fatal immune-mediated reactions due to T-cell activation and
proliferation. /See Boxed Warning.]

5.1 Immune-mediated Enterocolitis

In Study 1, severe, life-threatening, or fatal (diarrhea of 7 or more stools above baseline, fever,
ileus, peritoneal signs; Grade 3-5) immune-mediated enterocolitis occurred in 34 (7%)
YERVOY-treated patients, and moderate (diarrhea with up to 6 stools above baseline, abdominal
pain, mucus or blood in stool; Grade 2) enterocolitis occurred in 28 (5%) YERVOY-treated
patients. Across all YERVOY-treated patients (n=511), 5 (1%) patients developed intestinal
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perforation, 4 (0.8%) patients died as a result of complications, and 26 (5%) patients were
hospitalized for severe enterocolitis.

The median time to onset was 7.4 weeks (range: 1.6—-13.4) and 6.3 weeks (range: 0.3—18.9) after
the initiation of YERVOY for patients with Grade 3-5 enterocolitis and with Grade 2

enterocolitis, respectively.

Twenty-nine patients (85%) with Grade 3—5 enterocolitis were treated with high-dose (=40 mg
prednisone equivalent per day) corticosteroids, with a median dose of 80 mg/day of prednisone
or equivalent; the median duration of treatment was 2.3 weeks (ranging up to 13.9 weeks)
followed by corticosteroid taper. Of the 28 patients with moderate enterocolitis, 46% were not
treated with systemic corticosteroids, 29% were treated with <40 mg prednisone or equivalent
per day for a median duration of 5.1 weeks, and 25% were treated with high-dose corticosteroids
for a median duration of 10 days prior to corticosteroid taper. Infliximab was administered to 5
of the 62 patients (8%) with moderate, severe, or life-threatening immune-mediated enterocolitis
following inadequate response to corticosteroids.

Of the 34 patients with Grade 3-5 enterocolitis, 74% experienced complete resolution,
3% experienced improvement to Grade 2 severity, and 24% did not improve. Among the
28 patients with Grade 2 enterocolitis, 79% experienced complete resolution, 11% improved, and

11% did not improve.

Monitor patients for signs and symptoms of enterocolitis (such as diarrhea, abdominal pain,
mucus or blood in stool, with or without fever) and of bowel perforation (such as peritoneal signs
and ileus). In symptomatic patients, rule out infectious etiologies and consider endoscopic

evaluation for persistent or severe symptoms.

Permanently discontinue YERVOY in patients with severe enterocolitis and initiate systemic
corticosteroids at a dose of 1 to 2 mg/kg/day of prednisone or equivalent. Upon improvement to
Grade 1 or less, initiate corticosteroid taper and continue to taper over at least 1 month. In
clinical trials, rapid corticosteroid tapering resulted in recurrence or worsening symptoms of
enterocolitis in some patients.

Withhold YERVOY dosing for moderate enterocolitis; administer anti-diarrheal treatment and, if
persistent for more than 1 week, initiate systemic corticosteroids at a dose of 0.5 mg/kg/day
prednisone or equivalent. [See Dosage and Administration (2.2).]



5.2 Immune-mediated Hepatitis

In Study 1, severe, life-threatening, or fatal hepatotoxicity (AST or ALT elevations of more than
5 times the upper limit of normal or total bilirubin elevations more than 3 times the upper limit of
normal; Grade 3—-5) occurred in 8 (2%) YERVOY-treated patients, with fatal hepatic failure in
0.2% and hospitalization in 0.4% of YERVOY -treated patients. An additional 13 (2.5%) patients
experienced moderate hepatotoxicity manifested by liver function test abnormalities (AST or
ALT elevations of more than 2.5 times but not more than 5 times the upper limit of normal or
total bilirubin elevation of more than 1.5 times but not more than 3 times the upper limit of
normal; Grade 2). The underlying pathology was not ascertained in all patients but in some
instances included immune-mediated hepatitis. There were insufficient numbers of patients with

biopsy-proven hepatitis to characterize the clinical course of this event.

Monitor liver function tests (hepatic transaminase and bilirubin levels) and assess patients for
signs and symptoms of hepatotoxicity before each dose of YERVOY. In patients with
hepatotoxicity, rule out infectious or malignant causes and increase frequency of liver function
test monitoring until resolution.

Permanently discontinue YERVOY in patients with Grade 3—5 hepatotoxicity and administer
systemic corticosteroids at a dose of 1 to 2 mg/kg/day of prednisone or equivalent. When liver
function tests show sustained improvement or return to baseline, initiate corticosteroid tapering
and continue to taper over 1 month. Across the clinical development program for YERVOY,
mycophenolate treatment has been administered in patients who have persistent severe hepatitis
despite high-dose corticosteroids. Withhold YERVOY in patients with Grade 2 hepatotoxicity.
[See Dosage and Administration (2.2).]

Concurrent Administration with Vemurafenib

In a dose-finding trial, Grade 3 increases in transaminases with or without concomitant increases
in total bilirubin occurred in 6 of 10 patients who received concurrent YERVOY (3 mg/kg) and
vemurafenib (960 mg BID or 720 mg BID).

5.3 Immune-mediated Dermatitis

In Study 1, severe, life-threatening, or fatal immune-mediated dermatitis (eg, Stevens-Johnson
syndrome, toxic epidermal necrolysis, or rash complicated by full thickness dermal ulceration, or
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necrotic, bullous, or hemorrhagic manifestations; Grade 3-5) occurred in 13 (2.5%)
YERVOY-treated patients. One (0.2%) patient died as a result of toxic epidermal necrolysis and
one additional patient required hospitalization for severe dermatitis. There were 63 (12%)

patients with moderate (Grade 2) dermatitis.

The median time to onset of moderate, severe, or life-threatening immune-mediated dermatitis
was 3.1 weeks and ranged up to 17.3 weeks from the initiation of YERVOY.

Seven (54%) YERVOY-treated patients with severe dermatitis received high-dose
corticosteroids (median dose 60 mg prednisone/day or equivalent) for up to 14.9 weeks followed
by corticosteroid taper. Of these 7 patients, 6 had complete resolution; time to resolution ranged
up to 15.6 weeks.

Of the 63 patients with moderate dermatitis, 25 (40%) were treated with systemic corticosteroids
(median of 60 mg/day of prednisone or equivalent) for a median of 2.1 weeks, 7 (11%) were
treated with only topical corticosteroids, and 31 (49%) did not receive systemic or topical
corticosteroids. Forty-four (70%) patients with moderate dermatitis were reported to have
complete resolution, 7 (11%) improved to mild (Grade 1) severity, and 12 (19%) had no reported
improvement.

Monitor patients for signs and symptoms of dermatitis such as rash and pruritus. Unless an
alternate etiology has been identified, signs or symptoms of dermatitis should be considered
immune-mediated.

Permanently discontinue YERVOY in patients with Stevens-Johnson syndrome, toxic epidermal
necrolysis, or rash complicated by full thickness dermal ulceration, or necrotic, bullous, or
hemorrhagic manifestations. Administer systemic corticosteroids at a dose of 1 to 2 mg/kg/day of
prednisone or equivalent. When dermatitis is controlled, corticosteroid tapering should occur
over a period of at least 1 month. Withhold YERVOY dosing in patients with moderate to severe
signs and symptoms. /See Dosage and Administration (2.2).]

For mild to moderate dermatitis, such as localized rash and pruritus, treat symptomatically.
Administer topical or systemic corticosteroids if there is no improvement of symptoms within
1 week.



5.4 Immune-mediated Neuropathies

In Study 1, 1 case of fatal Guillain-Barré¢ syndrome and 1 case of severe (Grade 3) peripheral
motor neuropathy were reported. Across the clinical development program of YERVOY,
myasthenia gravis and additional cases of Guillain-Barré syndrome have been reported.

Monitor for symptoms of motor or sensory neuropathy such as unilateral or bilateral weakness,
sensory alterations, or paresthesia. Permanently discontinue YERVOY in patients with severe
neuropathy (interfering with daily activities) such as Guillain-Barré-like syndromes. Institute
medical intervention as appropriate for management of severe neuropathy. Consider initiation of
systemic corticosteroids at a dose of 1 to 2 mg/kg/day prednisone or equivalent for severe
neuropathies. Withhold YERVOY dosing in patients with moderate neuropathy (not interfering
with daily activities). [See Dosage and Administration (2.2).]

5.5 Immune-mediated Endocrinopathies

In Study 1, severe to life-threatening immune-mediated endocrinopathies (requiring
hospitalization, urgent medical intervention, or interfering with activities of daily living;
Grade 3—4) occurred in 9 (1.8%) YERVOY-treated patients. All 9 patients had hypopituitarism
and some had additional concomitant endocrinopathies such as adrenal insufficiency,
hypogonadism, and hypothyroidism. Six of the 9 patients were hospitalized for severe
endocrinopathies. Moderate endocrinopathy (requiring hormone replacement or medical
intervention; Grade 2) occurred in 12 (2.3%) patients and consisted of hypothyroidism, adrenal
insufficiency, hypopituitarism, and 1 case each of hyperthyroidism and Cushing’s syndrome. The
median time to onset of moderate to severe immune-mediated endocrinopathy was 11 weeks and
ranged up to 19.3 weeks after the initiation of YERVOY.

Of the 21 patients with moderate to life-threatening endocrinopathy, 17 patients required
long-term hormone replacement therapy including, most commonly, adrenal hormones (n=10)
and thyroid hormones (n=13).

Monitor patients for clinical signs and symptoms of hypophysitis, adrenal insufficiency
(including adrenal crisis), and hyper- or hypothyroidism. Patients may present with fatigue,
headache, mental status changes, abdominal pain, unusual bowel habits, and hypotension, or

nonspecific symptoms which may resemble other causes such as brain metastasis or underlying



disease. Unless an alternate etiology has been identified, signs or symptoms of endocrinopathies
should be considered immune-mediated.

Monitor thyroid function tests and clinical chemistries at the start of treatment, before each dose,
and as clinically indicated based on symptoms. In a limited number of patients, hypophysitis was

diagnosed by imaging studies through enlargement of the pituitary gland.

Withhold YERVOY dosing in symptomatic patients. Initiate systemic corticosteroids at a dose of
1 to 2 mg/kg/day of prednisone or equivalent, and initiate appropriate hormone replacement
therapy. [See Dosage and Administration (2.2).]

5.6 Other Immune-mediated Adverse Reactions, Including Ocular
Manifestations

The following clinically significant immune-mediated adverse reactions were seen in less than
1% of YERVOY-treated patients in Study 1: nephritis, pneumonitis, meningitis, pericarditis,

uveitis, iritis, and hemolytic anemia.

Across the clinical development program for YERVOY, the following likely immune-mediated
adverse reactions were also reported with less than 1% incidence: myocarditis, angiopathy,
temporal arteritis, vasculitis, polymyalgia rheumatica, conjunctivitis, blepharitis, episcleritis,
scleritis, leukocytoclastic vasculitis, erythema multiforme, psoriasis, pancreatitis, arthritis,
autoimmune thyroiditis, sarcoidosis, neurosensory hypoacusis, autoimmune central neuropathy

(encephalitis), myositis, polymyositis, and ocular myositis.

Permanently discontinue YERVOY for clinically significant or severe immune-mediated adverse
reactions. Initiate systemic corticosteroids at a dose of 1 to 2 mg/kg/day prednisone or equivalent
for severe immune-mediated adverse reactions.

Administer corticosteroid eye drops to patients who develop uveitis, iritis, or episcleritis.
Permanently discontinue YERVOY for immune-mediated ocular disease that is unresponsive to
local immunosuppressive therapy. [See Dosage and Administration (2.2).]



6 ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail in other sections of the labeling.

e Immune-mediated enterocolitis /see Warnings and Precautions (5.1)].

e Immune-mediated hepatitis [see Warnings and Precautions (5.2)].

e Immune-mediated dermatitis [see Warnings and Precautions (5.3)].

e Immune-mediated neuropathies [see Warnings and Precautions (5.4)].

e Immune-mediated endocrinopathies [see Warnings and Precautions (5.5)].

e Other immune-mediated adverse reactions, including ocular manifestations /see
Warnings and Precautions (5.6)].

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, the adverse reaction rates
observed cannot be directly compared with rates in other clinical trials or experience with
therapeutics in the same class and may not reflect the rates observed in clinical practice.

The clinical development program excluded patients with active autoimmune disease or those
receiving systemic immunosuppression for organ transplantation. Exposure to YERVOY
3 mg/kg for 4 doses given by intravenous infusion in previously treated patients with
unresectable or metastatic melanoma was assessed in a randomized, double-blind clinical study
(Study 1). /See Clinical Studies (14).] One hundred thirty-one patients (median age 57 years,
60% male) received YERVOY as a single agent, 380 patients (median age 56 years, 61% male)
received YERVOY with an investigational gpl100 peptide vaccine (gp100), and 132 patients
(median age 57 years, 54% male) received gpl00 peptide vaccine alone. Patients in the study
received a median of 4 doses (range: 1-4 doses). YERVOY was discontinued for adverse
reactions in 10% of patients.

The most common adverse reactions (=5%) in patients who received YERVOY at 3 mg/kg were

fatigue, diarrhea, pruritus, rash, and colitis.

Table 1 presents selected adverse reactions from Study 1, which occurred in at least 5% of
patients in the YERVOY-containing arms and with at least 5% increased incidence over the
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control gpl100 arm for all-grade events and at least 1% incidence over the control group for
Grade 3-5 events.

Table 1: Selected Adverse Reactions in Study 1
Percentage (%) of Patients”
YERVOY YERVOY
3 mg/kg 3 mg/kg+gp100 gpl100
n=131 n=380 n=132
System Organ Class/ Any Grade Any Grade Any Grade
Preferred Term Grade 3-5 Grade 3-5 Grade 3-5
Gastrointestinal Disorders
Diarrhea 32 5 37 4 20
Colitis 8 5 5 3 2 0
Skin and Subcutaneous Tissue Disorders
Pruritus 31 0 21 <1 11
Rash 29 2 25 2 8
General Disorders and Administration
Site Conditions
Fatigue 41 7 34 5 31 3

? Incidences presented in this table are based on reports of adverse events regardless of causality.

Table 2 presents the per-patient incidence of severe, life-threatening, or fatal immune-mediated

adverse reactions from Study 1.

Table 2: Severe to Fatal Immune-mediated Adverse Reactions in Study 1

Percentage (%) of Patients

YERVOY YERVOY
3 mg/kg 3 mg/kg+gp100
n=131 n=380
Any Immune-mediated Adverse Reaction 15 12
Enterocolitis™’ 7
Hepatotoxicity” 1
Dermatitis” 2
Neuropathy” 1 <1
Endocrinopathy 4 1
Hypopituitarism 4 1
Adrenal insufficiency 0 1
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Table 2: Severe to Fatal Immune-mediated Adverse Reactions in Study 1

Percentage (%) of Patients

YERVOY YERVOY
3 mg/kg 3 mg/kg+gp100
n=131 n=380
Other
Pneumonitis 0 <1
Meningitis 0 <1
Nephritis 1 0
Eosinophilia® 1 0
Pericarditis™* 0 <1

? Including fatal outcome.
Including intestinal perforation.
¢ Underlying etiology not established.

Across clinical studies that utilized YERVOY doses ranging from 0.3 to 10 mg/kg, the following
adverse reactions were also reported (incidence less than 1% unless otherwise noted): urticaria
(2%), large intestinal ulcer, esophagitis, acute respiratory distress syndrome, renal failure, and
infusion reaction.

Based on the experience in the entire clinical program for melanoma, the incidence and severity
of enterocolitis and hepatitis appear to be dose dependent.

6.2 Immunogenicity

In clinical studies, 1.1% of 1024 evaluable patients tested positive for binding antibodies against
ipilimumab in an electrochemiluminescent (ECL) based assay. This assay has substantial
limitations in detecting anti-ipilimumab antibodies in the presence of ipilimumab.
Infusion-related or peri-infusional reactions consistent with hypersensitivity or anaphylaxis were

not reported in these 11 patients nor were neutralizing antibodies against ipilimumab detected.

Because trough levels of ipilimumab interfere with the ECL assay results, a subset analysis was
performed in the dose cohort with the lowest trough levels. In this analysis, 6.9% of 58 evaluable
patients, who were treated with 0.3 mg/kg dose, tested positive for binding antibodies against
ipilimumab.

Immunogenicity assay results are highly dependent on several factors including assay sensitivity
and specificity, assay methodology, sample handling, timing of sample collection, concomitant
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medications, and underlying disease. For these reasons, comparison of incidence of antibodies to
YERVOY with the incidences of antibodies to other products may be misleading.

7 DRUG INTERACTIONS

No formal pharmacokinetic drug interaction studies have been conducted with YERVOY.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category C

There are no adequate and well-controlled studies of YERVOY in pregnant women. Use
YERVOY during pregnancy only if the potential benefit justifies the potential risk to the fetus.

In a combined study of embryo-fetal and peri-postnatal development, pregnant cynomolgus
monkeys received ipilimumab every 3 weeks from the onset of organogenesis in the first
trimester through parturition, at exposure levels either 2.6 or 7.2 times higher by AUC than the
exposures at the clinical dose of 3 mg/kg of ipilimumab. No treatment-related adverse effects on
reproduction were detected during the first two trimesters of pregnancy. Beginning in the third
trimester, the ipilimumab-treated groups experienced higher incidences of severe toxicities
including abortion, stillbirth, premature delivery (with corresponding lower birth weight), and
higher incidences of infant mortality in a dose-related manner compared to controls. /See
Nonclinical Toxicology (13.2).]

Human IgGl is known to cross the placental barrier and ipilimumab is an IgGl; therefore,
ipilimumab has the potential to be transmitted from the mother to the developing fetus.

8.3 Nursing Mothers

It is not known whether ipilimumab is secreted in human milk. In monkeys treated at dose levels
resulting in exposures 2.6 and 7.2 times higher than those in humans at the recommended dose,
ipilimumab was present in milk at concentrations of 0.1 and 0.4 mcg/mL, representing a ratio of
up to 0.3% of the serum concentration of the drug. Because many drugs are secreted in human

milk and because of the potential for serious adverse reactions in nursing infants from
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YERVOY, a decision should be made whether to discontinue nursing or to discontinue
YERVOY, taking into account the importance of YERVOY to the mother.

8.4 Pediatric Use
Safety and effectiveness of YERVOY have not been established in pediatric patients.
8.5 Geriatric Use

Of the 511 patients treated with YERVOY at 3 mg/kg, 28% were 65 years and over. No overall
differences in safety or efficacy were reported between the elderly patients (65 years and over)

and younger patients (less than 65 years).
8.6 Renal Impairment

No dose adjustment is needed for patients with renal impairment. /See Clinical Pharmacology

(12.3).]
8.7 Hepatic Impairment

No dose adjustment is needed for patients with mild hepatic impairment (total bilirubin [TB]
>1.0 X to 1.5 X the upper limit of normal [ULN] or AST >ULN). YERVOY has not been studied
in patients with moderate (TB >1.5 X to 3.0 X ULN and any AST) or severe (TB >3 x ULN and
any AST) hepatic impairment. [See Clinical Pharmacology (12.3).]

10 OVERDOSAGE
There is no information on overdosage with YERVOY.

11 DESCRIPTION

YERVOY (ipilimumab) is a recombinant, human monoclonal antibody that binds to the
cytotoxic T-lymphocyte-associated antigen 4 (CTLA-4). Ipilimumab is an IgGl kappa
immunoglobulin with an approximate molecular weight of 148 kDa. Ipilimumab is produced in

mammalian (Chinese hamster ovary) cell culture.
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YERVOQY is a sterile, preservative-free, clear to slightly opalescent, colorless to pale-yellow
solution for intravenous infusion, which may contain a small amount of visible translucent-to-
white, amorphous ipilimumab particulates. It is supplied in single-use vials of
50 mg/10 mL and 200 mg/40 mL. Each milliliter contains 5 mg of ipilimumab and the following
inactive ingredients: diethylene triamine pentaacetic acid (DTPA) (0.04 mg), mannitol (10 mg),
polysorbate 80 (vegetable origin) (0.1 mg), sodium chloride (5.85 mg), tris hydrochloride
(3.15 mg), and Water for Injection, USP at a pH of 7.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

CTLA-4 is a negative regulator of T-cell activity. Ipilimumab is a monoclonal antibody that
binds to CTLA-4 and blocks the interaction of CTLA-4 with its ligands, CD80/CD86. Blockade
of CTLA-4 has been shown to augment T-cell activation and proliferation, including the
activation and proliferation of tumor infiltrating T-effector cells. Inhibition of CTLA-4 signaling
can also reduce T-regulatory cell function, which may contribute to a general increase in T cell

responsiveness, including the anti-tumor immune response.
12.3 Pharmacokinetics

The pharmacokinetics of ipilimumab were studied in 785 patients with unresectable or metastatic
melanoma who received doses of 0.3, 3, or 10 mg/kg once every 3 weeks for 4 doses. Peak
concentration (Cpay), trough concentration (Cp,), and area under the plasma concentration
versus time curve (AUC) of ipilimumab increased dose proportionally within the dose range
examined. Upon repeated dosing every 3 weeks, the clearance (CL) of ipilimumab was found to
be time-invariant, and systemic accumulation was 1.5-fold or less. Steady-state concentrations of
ipilimumab were reached by the third dose; the mean C,,, at steady-state was 19.4 mcg/mL
following repeated doses of 3 mg/kg. The mean value (% coefficient of variation) generated
through population pharmacokinetic analysis for the terminal half-life (t;,) was 15.4 days (34%)
and for CL was 16.8 mL/h (38%).

Specific Populations: The effects of various covariates on the pharmacokinetics of ipilimumab

were assessed in population pharmacokinetic analyses. The CL of ipilimumab increased with

increasing body weight; however, no dose adjustment is recommended for body weight after

administration on a mg/kg basis. The following factors had no clinically important effect on the
15



CL of ipilimumab: age (range: 23—88 years), gender, performance status, renal impairment, mild
hepatic impairment, previous cancer therapy, and baseline lactate dehydrogenase (LDH) levels.
The effect of race was not examined due to limited data available in non-Caucasian ethnic

groups.

Renal Impairment: The effect of renal impairment on the CL of ipilimumab was evaluated in
patients with mild (GFR <90 and =60 mL/min/1.73 m? n=349), moderate (GFR <60 and
>30 mL/min/1.73 m? n=82), or severe (GFR <30 and >15 mL/min/1.73 m% n=4) renal
impairment compared to patients with normal renal function (GFR 90 mL/min/1.73 m?; n=350)
in population pharmacokinetic analyses. No clinically important differences in the CL of
ipilimumab were found between patients with renal impairment and patients with normal renal
function. /See Use in Specific Populations (8.6).]

Hepatic Impairment: The effect of hepatic impairment on the CL of ipilimumab was evaluated in
patients with mild hepatic impairment (TB 1.0 X to 1.5 X ULN or AST >ULN as defined using
the National Cancer Institute criteria of hepatic dysfunction; n=76) compared to patients with
normal hepatic function (TB and AST <ULN; n=708) in the population pharmacokinetic
analyses. No clinically important differences in the CL of ipilimumab were found between
patients with mild hepatic impairment and normal hepatic function. YERVOY has not been
studied in patients with moderate (TB >1.5 X to 3 X ULN and any AST) or severe hepatic
impairment (TB >3 X ULN and any AST). /See Use in Specific Populations (8.7).]

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis

The carcinogenic potential of ipilimumab has not been evaluated in long-term animal studies.

Mutagenesis

The genotoxic potential of ipilimumab has not been evaluated.
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Impairment of Fertility

Fertility studies have not been performed with ipilimumab.
13.2 Animal Toxicology and/or Pharmacology

In addition to the severe findings of abortion, stillbirths, and postnatal deaths observed in
pregnant cynomolgus monkeys that received ipilimumab every 3 weeks from the onset of
organogenesis in the first trimester through parturition /[see Use in Specific Populations (8.1)],
developmental abnormalities were identified in the urogenital system of 2 infant monkeys
exposed in utero to 30 mg/kg of ipilimumab (7.2 times the AUC in humans at the clinically
recommended dose). One female infant monkey had unilateral renal agenesis of the left kidney
and ureter, and 1 male infant monkey had an imperforate urethra with associated urinary
obstruction and subcutaneous scrotal edema.

Genetically engineered mice heterozygous for CTLA-4 (CTLA-4+/-), the target for ipilimumab,
appeared healthy and gave birth to healthy CTLA-4+/— heterozygous offspring. Mated
CTLA-4+/— heterozygous mice also produced offspring deficient in CTLA-4 (homozygous
negative, CTLA-4—/—). The CTLA-4—/— homozygous negative offspring appeared healthy at
birth, exhibited signs of multiorgan lymphoproliferative disease by 2 weeks of age, and all died
by 3—4 weeks of age with massive lymphoproliferation and multiorgan tissue destruction.

14 CLINICAL STUDIES

The safety and efficacy of YERVOY were investigated in a randomized (3:1:1), double-blind,
double-dummy study (Study 1) that included 676 randomized patients with unresectable or
metastatic melanoma previously treated with one or more of the following: aldesleukin,
dacarbazine, temozolomide, fotemustine, or carboplatin. Of these 676 patients, 403 were
randomized to receive YERVOY at 3 mg/kg in combination with an investigational peptide
vaccine with incomplete Freund’s adjuvant (gp100), 137 were randomized to receive YERVOY
at 3 mg/kg, and 136 were randomized to receive gpl100 alone. The study enrolled only patients
with HLA-A2*0201 genotype; this HLA genotype facilitates the immune presentation of the
investigational peptide vaccine. The study excluded patients with active autoimmune disease or
those receiving systemic immunosuppression for organ transplantation. YERVOY/placebo was
administered at 3 mg/kg as an intravenous infusion every 3 weeks for 4 doses. Gp100/placebo
was administered at a dose of 2 mg peptide by deep subcutaneous injection every 3 weeks for 4
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doses. Assessment of tumor response was conducted at weeks 12 and 24, and every 3 months
thereafter. Patients with evidence of objective tumor response at 12 or 24 weeks had assessment
for confirmation of durability of response at 16 or 28 weeks, respectively.

The major efficacy outcome measure was overall survival (OS) in the YERVOY+gpl100 arm
compared to that in the gpl00 arm. Secondary efficacy outcome measures were OS in the
YERVOY+gpl00 arm compared to the YERVOY arm, OS in the YERVOY arm compared to
the gp100 arm, best overall response rate (BORR) at week 24 between each of the study arms,
and duration of response.

Of the randomized patients, 61%, 59%, and 54% in the YERVOY+gpl100, YERVOY, and
gp100 arms, respectively, were men. Twenty-nine percent were =65 years of age, the median age
was 57 years, 71% had Mlc stage, 12% had a history of previously treated brain metastasis,
98% had ECOG performance status of 0 and 1, 23% had received aldesleukin, and 38% had
elevated LDH level. Sixty-one percent of patients randomized to either YERVOY-containing
arm received all 4 planned doses. The median duration of follow-up was 8.9 months.

The OS results are shown in Table 3 and Figure 1.

Table 3: Overall Survival Results
YERVOY YERVOY+gp100 gp100
n=137 n=403 n=136
Hazard Ratio (vs. gp100) 0.66 0.68
(95% CI) (0.51,0.87) (0.55, 0.85)
p-value p=0.0026" p=0.0004
Hazard Ratio (vs. YERVOY) 1.04
(95% CI) (0.83, 1.30)
Median (months) 10 10 6
(95% CI) (8.0, 13.8) (8.5,11.5) (5.5,8.7)

* Not adjusted for multiple comparisons.
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Overall Survival

Figure 1:

PROPORTION ALIVE
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The best overall response rate (BORR) as assessed by the investigator was 5.7% (95% CI: 3.7%,
8.4%) in the YERVOY+gpl100 arm, 10.9% (95% CI: 6.3%, 17.4%) in the YERVOY arm, and
1.5% (95% CI: 0.2%, 5.2%) in the gp100 arm. The median duration of response was 11.5 months
in the YERVOY+gp100 arm and has not been reached in the YERVOY or gp100 arm.

16 HOW SUPPLIED/STORAGE AND HANDLING

YERVOY is available as follows:

Carton Contents

NDC

One 50 mg vial (5 mg/mL), single-use vial

NDC 0003-2327-11

One 200 mg vial (5 mg/mL), single-use vial

NDC 0003-2328-22

Store YERVOY under refrigeration at 2°C to 8°C (36°F to 46°F). Do not freeze. Protect vials
from light.
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17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide).

e Inform patients of the potential risk of immune-mediated adverse reactions.
e Advise patients to read the YERVOY Medication Guide before each YERVOY infusion.
e Advise women that YERVOY may cause fetal harm.

e Advise nursing mothers not to breastfeed while taking YERVOY.

Manufactured by:
Bristol-Myers Squibb Company
Princeton, NJ 08543 USA

U.S. License No. 1713

1321675A1 Rev March 2015
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MEDICATION GUIDE

YERVOY® (yur-voi)
(ipilimumab)

Read this Medication Guide before you start receiving YERVOY and before each
infusion. There may be new information. This Medication Guide does not take the
place of talking with your healthcare provider about your medical condition or your
treatment.

What is the most important information I should know about YERVOY?

YERVOY can cause serious side effects in many parts of your body which can lead to
death. These side effects are most likely to begin during treatment; however, side
effects can show up months after your last infusion.

These side effects may include:

1. Inflammation of the intestines (colitis) that can cause tears or holes
(perforation) in the intestines. Signs and symptoms of colitis may include:

e diarrhea (loose stools) or more bowel movements than usual
e blood in your stools or dark, tarry, sticky stools
e stomach pain (abdominal pain) or tenderness

2. Inflammation of the liver (hepatitis) that can lead to liver failure. Signs
and symptoms of hepatitis may include:

yellowing of your skin or the whites of your eyes
dark urine (tea colored)

nausea or vomiting

pain on the right side of your stomach

bleeding or bruise more easily than normal

3. Inflammation of the skin that can lead to severe skin reaction (toxic
epidermal necrolysis). Signs and symptoms of severe skin reactions may
include:

e skin rash with or without itching
e sores in your mouth
e your skin blisters and/or peels

4. Inflammation of the nerves that can lead to paralysis. Symptoms of nerve
problems may include:

e unusual weakness of legs, arms, or face
e numbness or tingling in hands or feet
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5. Inflammation of hormone glands (especially the pituitary, adrenal, and
thyroid glands) that may affect how these glands work. Signs and
symptoms that your glands are not working properly may include:

e persistent or unusual headaches
unusual sluggishness, feeling cold all the time, or weight gain
e changes in mood or behavior such as decreased sex drive, irritability, or
forgetfulness
e dizziness or fainting
6. Inflammation of the eyes. Symptoms may include:

e blurry vision, double vision, or other vision problems
e eye pain or redness

Call your healthcare provider if you have any of these sighs or symptoms
or they get worse. Do not try to treat symptoms yourself.

Getting medical treatment right away may keep the problem from becoming more
serious. Your oncologist may decide to delay or stop YERVOY.

What is YERVOY?

YERVOY is a prescription medicine used in adults to treat melanoma (a kind of skin
cancer) that has spread or cannot be removed by surgery.

It is not known if YERVOY is safe and effective in children less than 18 years of age.
What should I tell my healthcare provider before getting YERVOY?

Before you are given YERVOY, tell your healthcare provider about all your
health problems if you:

e have an active condition where your immune system attacks your body
(autoimmune disease), such as ulcerative colitis, Crohn’s disease, lupus, or
sarcoidosis

had an organ transplant, such as a kidney transplant

have liver damage from diseases or drugs

have any other medical conditions

are pregnant or plan to become pregnant. YERVOY may cause stillbirth,
premature delivery, and/or death of your unborn baby

e are breastfeeding

Tell your healthcare provider about all the medicines you take, including all
prescription and non-prescription medicines, steroids or other medicines
that lower your immune response, vitamins, and herbal supplements.
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Know the medicines you take. Keep a list to show your doctors and pharmacists
each time you get a new medicine.

You should not start a new medicine before you talk with the healthcare provider
who prescribes you YERVOY.

How will I receive YERVOY?

You will get YERVOY through an intravenous line in your vein (infusion). It takes
about 90 minutes to get a full dose.

e YERVOY is usually given every 3 weeks for up to 4 doses. Your healthcare
provider may change how often you receive YERVOY or how long the infusion
may take.

e Your healthcare provider should perform blood tests before starting and during
treatment with YERVOY.

It is important for you to keep all appointments with your healthcare provider. Call
your healthcare provider if you miss an appointment. There may be special
instructions for you.

What are the possible side effects of YERVOY?

YERVOY can cause serious side effects. See "What is the most important
information I should know about YERVOY?”

The most common side effects of YERVOY include:

tiredness
diarrhea
itching
rash

These are not all of the possible side effects of YERVOY. For more information, ask
your healthcare provider.

Call your healthcare provider for medical advice about side effects. You may report
side effects to FDA at 1-800-FDA-1088.

You may also report side effects to Bristol-Myers Squibb at 1-800-721-5072.
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General information about the safe and effective use of YERVOY.

Medicines are sometimes prescribed for purposes other than those listed in a
Medication Guide.

This Medication Guide summarizes the most important information about YERVOY.
If you would like more information, talk with your healthcare provider. You can ask
your healthcare provider for information about YERVOY that is written for
healthcare professionals.

For more information, call 1-800-321-1335.
What are the ingredients of YERVOY?
Active ingredient: ipilimumab

Inactive ingredients: diethylene triamine pentaacetic acid (DTPA), mannitol,
polysorbate 80, sodium chloride, tris hydrochloride, and Water for Injection, USP

This Medication Guide has been approved by the U.S. Food and Drug
Administration.

Manufactured by:
Bristol-Myers Squibb Company
Princeton, NJ 08543 USA

U.S. License No. 1713

1321675A1
1321744A0 Rev December 2013
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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

YERVOY 5 mg/ml concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each ml of concentrate contains 5 mg ipilimumab.
One 10 ml vial contains 50 mg of ipilimumab.

One 40 ml vial contains 200 mg of ipilimumab.

Ipilimumab is a fully human anti-CTLA-4 monoclonal antibody (IgG1x) produced in Chinese hamster
ovary cells by recombinant DNA technology.

Excipients with known effect:

Each ml of concentrate contains 0.1 mmol sodium, which is 2.30 mg sodium.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Concentrate for solution for infusion (sterile concentrate).

Clear to slightly opalescent, colourless to pale yellow liquid that may contain light (few) particulates
and has a pH of 7.0 and an osmolarity of 260-300 mOsm/kg.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

YERVOY is indicated for the treatment of advanced (unresectable or metastatic) melanoma in adults.
4.2 Posology and method of administration

Treatment must be initiated and supervised by specialist physicians experienced in the treatment of
cancer.

Posology

Adults

The recommended induction regimen of YERVOY is 3 mg/kg administered intravenously over

a 90-minute period every 3 weeks for a total of 4 doses. Patients should receive the entire induction
regimen (4 doses) as tolerated, regardless of the appearance of new lesions or growth of existing
lesions. Assessments of tumour response should be conducted only after completion of induction
therapy.

Liver function tests (LFTs) and thyroid function tests should be evaluated at baseline and before each
dose of YERVOY. In addition, any signs or symptoms of immune-related adverse reactions, including
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diarrhoea and colitis, must be assessed during treatment with YERVOY (see Tables 1A, 1B, and
section 4.4).

Permanent discontinuation of treatment or withholding of doses

Management of immune-related adverse reactions may require withholding of a dose or permanent
discontinuation of YERVOY therapy and institution of systemic high-dose corticosteroid. In some
cases, addition of other immunosuppressive therapy may be considered (see section 4.4).

Dose reduction is not recommended.

Guidelines for permanent discontinuation or withholding of doses are described in Tables 1A and 1B.
Detailed guidelines for the management of immune-related adverse reactions are described in

section 4.4.

Table 1A When to permanently discontinue YERVOY

Permanently discontinue YERVOY in patients with the following adverse reactions.
Management of these adverse reactions may also require systemic high-dose corticosteroid
therapy if demonstrated or suspected to be immune-related (see section 4.4 for detailed
management guidelines).

Severe or life-threatening adverse reactions NCI-CTCAE v3 Grade®
Gastrointestinal:
Severe symptoms (abdominal pain, severe diarrhoea or = Grade 3 or 4 diarthoea or colitis

significant change in the number of stools, blood in stool,
gastrointestinal haemorrhage, gastrointestinal perforation)

Hepatic:

Severe elevations in aspartate aminotransferase (AST), alanine | * AST or ALT > 8 x ULN or
aminotransferase (ALT), or total bilirubin or symptoms of * Total bilirubin > 5 x ULN
hepatotoxicity

Skin:

Life threatening skin rash (including Stevens-Johnson
syndrome or toxic epidermal necrolysis) or severe widespread | ® Grade 4 rash or Grade 3 pruritus
pruritus interfering with activities of daily living or requiring
medical intervention

Neurologic:
= Grade 3 or 4 motor or sensory

New onset or worsening severe motor or sensory neuropathy
neuropathy

Other organ systems”: » > Grade 3 immune-related

. C
(e.g. nephritis, pneumonitis, pancreatitis, non-infectious reactions
myocarditis) * > QGrade 2 for immune-related

eye disorders NOT responding to
topical immunosuppressive
therapy

Toxicity grades are in accordance with National Cancer Institute Common Terminology Criteria for Adverse Events.
Version 3.0 (NCI-CTCAE v3).

Any other adverse reactions that are demonstrated or suspected to be immune-related should be graded
according to CTCAE. Decision whether to discontinue YERVOY should be based on severity.

Patients with severe (Grade 3 or 4) endocrinopathy controlled with hormone replacement therapy may remain on
therapy.

ULN = upper limit of normal



Table 1B When to withhold dose of YERVOY

section 4.4 for detailed management guidelines.

Withhold YERVOY dose® in patients with the following immune-related adverse reactions. See

Mild to moderate adverse reactions

Action

Gastrointestinal:

Moderate diarrhoea or colitis that either is not controlled with
medical management or that persists (5-7 days) or recurs

Hepatic:

Moderate elevations in transaminase (AST or ALT > 5to <8 x
ULN) or total bilirubin (> 3 to <5 x ULN) levels

Skin:
Moderate to severe (Grade 3)° skin rash or widespread/intense
pruritus regardless of etiology

Endocrine:

Severe adverse reactions in the endocrine glands, such as
hypophysitis and thyroiditis that are not adequately controlled
with hormone replacement therapy or high-dose
immunosuppressive therapy

Neurological:

Moderate (Grade 2)b unexplained motor neuropathy, muscle
weakness, or sensory neuropathy (lasting more than 4 days)

. C
Other moderate adverse reactions

. Withhold dose until an adverse

reaction resolves to Grade 1 or
Grade 0 (or returns to baseline).

. If resolution occurs, resume

therapy.*

. If resolution has not occurred,

continue to withhold doses until
resolution then resume treatment.’

. Discontinue YERVOY if

resolution to Grade 1 or Grade 0
or return to baseline does not
occur.

No dose reduction of YERVOY is recommended.
Version 3.0 (NCI-CTCAE v3).
Decision whether to withhold a dose should be based on severity.

d

ULN = upper limit of normal

Paediatric population

Toxicity grades are in accordance with National Cancer Institute Common Terminology Criteria for Adverse Events.
Any other organ system adverse reactions that are considered immune-related should be graded according to CTCAE.

Until administration of all 4 doses or 16 weeks from first dose, whichever occurs earlier.

The safety and efficacy of YERVOY in children below 18 years of age have not been established. No
data are available. YERVOY should not be used in children below 18 years of age.

Special populations

Older people

No overall differences in safety or efficacy were reported between elderly (> 65 years) and younger
patients (< 65 years). No specific dose adjustment is necessary in this population.

Patients with renal impairment

The safety and efficacy of YERVOY have not been studied in patients with renal impairment. Based
on population pharmacokinetic results, no specific dose adjustment is necessary in patients with mild

to moderate renal dysfunction (see section 5.2).

Patients with hepatic impairment

The safety and efficacy of YERVOY have not been studied in patients with hepatic impairment. Based
on the population pharmacokinetic results, no specific dose adjustment is necessary in patients with




mild hepatic impairment (see section 5.2). YERVOY must be administered with caution in patients
with transaminase levels > 5 x ULN or bilirubin levels > 3 x ULN at baseline (see section 5.1).

Method of administration
The recommended infusion period is 90 minutes.

YERVOY can be used for intravenous administration without dilution or may be diluted in sodium
chloride 9 mg/ml (0.9%) solution for injection or glucose 50 mg/ml (5%) solution for injection to
concentrations between 1 and 4 mg/ml.

YERVOY must not be administered as an intravenous push or bolus injection.

For instructions on the handling of the medicinal product before administration, see section 6.6.
4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

4.4 Special warnings and precautions for use

Ipilimumab is associated with inflammatory adverse reactions resulting from increased or excessive
immune activity (immune-related adverse reactions), likely to be related to its mechanism of action.
Immune-related adverse reactions, which can be severe or life-threatening, may involve the
gastrointestinal, liver, skin, nervous, endocrine, or other organ systems. While most immune-related
adverse reactions occurred during the induction period, onset months after the last dose of ipilimumab
has also been reported. Unless an alternate etiology has been identified, diarrhoea, increased stool
frequency, bloody stool, LFT elevations, rash and endocrinopathy must be considered inflammatory
and ipilimumab-related. Early diagnosis and appropriate management are essential to minimise
life-threatening complications.

Systemic high-dose corticosteroid with or without additional immunosuppressive therapy may be
required for management of severe immune-related adverse reactions. Ipilimumab-specific
management guidelines for immune-related adverse reactions are described below.

Immune-related gastrointestinal reactions

Ipilimumab is associated with serious immune-related gastrointestinal reactions. Fatalities due to
gastrointestinal perforation have been reported in clinical trials (see section 4.8).

In patients who received ipilimumab 3 mg/kg monotherapy in a Phase 3 study of advanced
(unresectable or metastatic) melanoma (MDX010-20, see section 5.1), the median time to onset of
severe or fatal (Grade 3-5) immune-related gastrointestinal reactions was 8 weeks

(range 5 to 13 weeks) from the start of treatment. With protocol-specified management guidelines,
resolution (defined as improvement to mild [Grade 1] or less or to the severity at baseline) occurred in
most cases (90%), with a median time from onset to resolution of 4 weeks (range 0.6 to 22 weeks).
Patients must be monitored for gastrointestinal signs and symptoms that may be indicative of
immune-related colitis or gastrointestinal perforation. Clinical presentation may include diarrhoea,
increased frequency of bowel movements, abdominal pain, or haematochezia, with or without

fever. Diarrhoea or colitis occurring after initiation of ipilimumab must be promptly evaluated to
exclude infectious or other alternate etiologies. In clinical trials, immune-related colitis was associated
with evidence of mucosal inflammation, with or without ulcerations, and lymphocytic and neutrophilic
infiltration.

Management recommendations for diarrhoea or colitis are based on severity of symptoms (per
NCI-CTCAE v3 severity grading classification). Patients with mild to moderate (Grade 1 or 2)
diarrhoea (an increase of up to 6 stools per day) or suspected mild to moderate colitis (e.g. abdominal
pain or blood in stools) may remain on ipilimumab. Symptomatic treatment (e.g. loperamide, fluid



replacement) and close monitoring are advised. If mild to moderate symptoms recur or persist

for 5-7 days, the scheduled dose of ipilimumab should be withheld and corticosteroid therapy (e.g.
prednisone 1 mg/kg orally once daily or equivalent) should be initiated. If resolution to Grades 0-1 or
return to baseline occurs, ipilimumab may be resumed (see section 4.2).

Ipilimumab must be permanently discontinued in patients with severe (Grade 3 or 4) diarrhoea or
colitis (see section 4.2), and systemic high-dose intravenous corticosteroid therapy should be initiated
immediately. (In clinical trials, methylprednisolone 2 mg/kg/day has been used). Once diarrhoea and
other symptoms are controlled, the initiation of corticosteroid taper should be based on clinical
judgment. In clinical trials, rapid tapering (over periods < 1 month) resulted in recurrence of diarrhoea
or colitis in some patients. Patients must be evaluated for evidence of gastrointestinal perforation or
peritonitis.

The experience from clinical trials on the management of corticosteroid-refractory diarrhoea or colitis
is limited. However, addition of an alternative immunosuppressive agent to the corticosteroid regimen
may be considered. In clinical trials, a single dose of infliximab 5 mg/kg was added unless
contraindicated. Infliximab must not be used if gastrointestinal perforation or sepsis is suspected (see
the Summary of Product Characteristics for infliximab).

Immune-related hepatotoxicity

Ipilimumab is associated with serious immune-related hepatotoxicity. Fatal hepatic failure has been
reported in clinical trials (see section 4.8).

In patients who received ipilimumab 3 mg/kg monotherapy in MDX010-20, time to onset of moderate
to severe or fatal (Grade 2-5) immune-related hepatotoxicity ranged from 3 to 9 weeks from the start
of treatment. With protocol-specified management guidelines, time to resolution ranged

from 0.7 to 2 weeks.

Hepatic transaminase and bilirubin must be evaluated before each dose of ipilimumab, as early
laboratory changes may be indicative of emerging immune-related hepatitis (see section 4.2).
Elevations in LFTs may develop in the absence of clinical symptoms. Increases in AST and ALT or
total bilirubin should be evaluated to exclude other causes of hepatic injury, including infections,
tumour progression, or concomitant medication and monitored until resolution. Liver biopsies from
patients who had immune-related hepatotoxicity showed evidence of acute inflammation (neutrophils,
lymphocytes, and macrophages).

For patients with elevated AST or ALT in the range of > 5-< 8 x ULN or total bilirubin in the range
of > 3-<5 x ULN that is suspected to be related to ipilimumab, the scheduled dose of ipilimumab
should be withheld, and LFTs must be monitored until resolution. After LFT levels improve (AST and
ALT <5 x ULN and total bilirubin < 3 x ULN), ipilimumab may be resumed (see section 4.2).

For patients with AST or ALT elevations > 8 x ULN or bilirubin > 5 x ULN that are suspected to be
related to ipilimumab, treatment must be permanently discontinued (see section 4.2), and systemic
high-dose intravenous corticosteroid therapy (e.g. methylprednisolone 2 mg/kg daily or equivalent)
should be initiated immediately. In such patients, LFTs must be monitored until normalization. Once
symptoms have resolved and LFTs show sustained improvement or return to baseline, the initiation of
corticosteroid taper should be based on clinical judgment. Tapering should occur over a period of at
least 1 month. Elevations in LFTs during taper may be managed with an increase in the dose of
corticosteroid and a slower taper.

For patients with significant LFT elevations that are refractory to corticosteroid therapy, addition of an
alternative immunosuppressive agent to the corticosteroid regimen may be considered. In clinical trials,
mycophenolate mofetil was used in patients without response to corticosteroid therapy, or who had an
LFT elevation during corticosteroid tapering that was not responsive to an increase in the dose of
corticosteroids (see the Summary of Product Characteristics for mycophenolate mofetil).



Immune-related skin adverse reactions

Ipilimumab is associated with serious skin adverse reactions that may be immune-related. Fatal toxic
epidermal necrolysis has been reported in clinical trials (see section 4.8).

Ipilimumab-induced rash and pruritus were predominantly mild or moderate (Grade 1 or 2) and
responsive to symptomatic therapy. In patients who received ipilimumab 3 mg/kg monotherapy in
MDXO010-20, the median time to onset of moderate to severe or fatal (Grade 2-5) skin adverse
reactions was 3 weeks (range 0.9-16 weeks) from start of treatment. With protocol-specified
management guidelines, resolution occurred in most cases (87%), with a median time from onset to
resolution of 5 weeks (range 0.6 to 29 weeks).

Ipilimumab-induced rash and pruritus should be managed based on severity. Patients with a mild to
moderate (Grade 1 or 2) skin adverse reaction may remain on ipilimumab therapy with symptomatic
treatment (e.g. antihistamines). For mild to moderate rash or pruritus that persists for 1 to 2 weeks and
does not improve with topical corticosteroids, oral corticosteroid therapy should be initiated (e.g.
prednisone 1 mg/kg once daily or equivalent).

For patients with a severe (Grade 3) skin adverse reaction, the scheduled dose of ipilimumab should be
withheld. If initial symptoms improve to mild (Grade 1) or resolve, ipilimumab therapy may be
resumed (see section 4.2).

Ipilimumab must be permanently discontinued in patients with a very severe (Grade 4) rash or severe
(Grade 3) pruritus (see section 4.2), and systemic high-dose intravenous corticosteroid therapy (e.g.
methylprednisolone 2 mg/kg/day) should be initiated immediately. Once rash or pruritus is controlled,
initiation of corticosteroid taper should be based on clinical judgment. Tapering should occur over a
period of at least 1 month.

Immune-related neurological reactions

Ipilimumab is associated with serious immune-related neurological adverse reactions. Fatal
Guillain-Barré syndrome has been reported in clinical trials. Myasthenia gravis-like symptoms have
also been reported (see section 4.8). Patients may present with muscle weakness. Sensory neuropathy
may also occur.

Unexplained motor neuropathy, muscle weakness, or sensory neuropathy lasting > 4 days must be
evaluated, and non-inflammatory causes such as disease progression, infections, metabolic syndromes
and concomitant medication should be excluded. For patients with moderate (Grade 2) neuropathy
(motor with or without sensory) likely related to ipilimumab, the scheduled dose should be withheld.
If neurologic symptoms resolve to baseline, the patient may resume ipilimumab (see section 4.2).

Ipilimumab must be permanently discontinued in patients with severe (Grade 3 or 4) sensory
neuropathy suspected to be related to ipilimumab (see section 4.2). Patients must be treated according
to institutional guidelines for management of sensory neuropathy, and intravenous corticosteroids (e.g.
methylprednisolone 2 mg/kg/day) should be initiated immediately.

Progressive signs of motor neuropathy must be considered immune-related and managed accordingly.
Ipilimumab must be permanently discontinued in patients with severe (Grade 3 or 4) motor neuropathy

regardless of causality (see section 4.2).

Immune-related endocrinopathy

Ipilimumab can cause inflammation of the endocrine system organs, manifesting as hypophysitis,
hypopituitarism, adrenal insufficiency, and hypothyroidism (see section 4.8), and patients may present
with nonspecific symptoms, which may resemble other causes such as brain metastasis or underlying
disease. The most common clinical presentation includes headache and fatigue. Symptoms may also
include visual field defects, behavioural changes, electrolyte disturbances, and hypotension. Adrenal



crisis as a cause of the patient’s symptoms must be excluded. Clinical experience with
ipilimumab-associated endocrinopathy is limited.

For patients who received ipilimumab 3 mg/kg monotherapy in MDX010-20, time to onset of
moderate to very severe (Grade 2-4) immune-related endocrinopathy ranged from 7 to

nearly 20 weeks from the start of treatment. Immune-related endocrinopathy observed in clinical trials
was generally controlled with immunosuppressive therapy and hormone replacement therapy.

If there are any signs of adrenal crisis such as severe dehydration, hypotension, or shock, immediate
administration of intravenous corticosteroids with mineralocorticoid activity is recommended, and the
patient must be evaluated for presence of sepsis or infections. If there are signs of adrenal
insufficiency but the patient is not in adrenal crisis, further investigations should be considered
including laboratory and imaging assessment. Evaluation of laboratory results to assess endocrine
function may be performed before corticosteroid therapy is initiated. If pituitary imaging or laboratory
tests of endocrine function are abnormal, a short course of high-dose corticosteroid therapy (e.g.
dexamethasone 4 mg every 6 hrs or equivalent) is recommended to treat the inflammation of the
affected gland, and the scheduled dose of ipilimumab should be withheld (see section 4.2). It is
currently unknown if the corticosteroid treatment reverses the gland dysfunction. Appropriate
hormone replacement should also be initiated. Long-term hormone replacement therapy may be
necessary.

Once symptoms or laboratory abnormalities are controlled and overall patient improvement is evident,
treatment with ipilimumab may be resumed and initiation of corticosteroid taper should be based on

clinical judgment. Tapering should occur over a period of at least 1 month.

Other immune-related adverse reactions

The following additional adverse reactions suspected to be immune-related have been reported in
patients treated with ipilimumab 3 mg/kg monotherapy in MDX010-20: uveitis, eosinophilia, lipase
elevation, and glomerulonephritis. In addition, iritis, haemolytic anaemia, amylase elevations,
multi-organ failure, and pneumonitis have been reported in patients treated with ipilimumab 3 mg/kg +
gp100 peptide vaccine in MDX010-20 (see section 4.8).

If severe (Grade 3 or 4), these reactions may require immediate systemic high-dose corticosteroid
therapy and discontinuation of ipilimumab (see section 4.2). For ipilimumab-related uveitis, iritis, or

episcleritis, topical corticosteroid eye drops should be considered as medically indicated.

Special populations

Patients with ocular melanoma, primary CNS melanoma and active brain metastases were not included
in the pivotal clinical trial (see section 5.1).

Infusion reaction

There were isolated reports of severe infusion reactions in clinical trials. In case of a severe infusion
reaction, ipilimumab infusion must be discontinued and appropriate medical therapy administered.
Patients with mild or moderate infusion reaction may receive ipilimumab with close monitoring.
Premedication with antipyretic and antihistamine may be considered.

Patients with autoimmune disease

Patients with a history of autoimmune disease (other than vitiligo and adequately controlled endocrine
deficiencies such as hypothyroidism), including those who require systemic immunosuppressive
therapy for pre-existing active autoimmune disease or for organ transplantation graft maintenance,
were not evaluated in clinical trials. Ipilimumab is a T-cell potentiator that enables the immune
response (see section 5.1) and may interfere with immunosuppressive therapy, resulting in an
exacerbation of the underlying disease or increased risk of graft rejection. Ipilimumab should be



avoided in patients with severe active autoimmune disease where further immune activation is
potentially imminently life threatening. In other patients with a history of autoimmune disease,
ipilimumab should be used with caution after careful consideration of the potential risk-benefit on an
individual basis.

Patients on controlled sodium diet

Each ml of this medicinal product contains 0.1 mmol (or 2.30 mg) sodium. To be taken into
consideration when treating patients on a controlled sodium diet.

Concurrent administration with vemurafenib

In a Phase 1 trial, asymptomatic grade 3 increases in transaminases (ALT/AST > 5 x ULN) and
bilirubin (total bilirubin > 3 x ULN) were reported with concurrent administration of ipilimumab
(3 mg/kg) and vemurafenib (960 mg BID or 720 mg BID). Based on these preliminary data, the
concurrent administration of ipilimumab and vemurafenib is not recommended.

4.5 Interaction with other medicinal products and other forms of interaction

Ipilimumab is a human monoclonal antibody that is not metabolized by cytochrome P450 enzymes
(CYPs) or other drug metabolizing enzymes.

A drug-interaction study of ipilimumab administered alone and in combination with chemotherapy
(dacarbazine or paclitaxel/carboplatin) was conducted evaluating interaction with CYP isozymes
(particularly CYP1A2, CYP2E1, CYP2CS, and CYP3A4) in patients with treatment-naive advanced
melanoma. No clinically relevant pharmacokinetic drug-drug interaction was observed between
ipilimumab and paclitaxel/carboplatin, dacarbazine or its metabolite,
5-aminoimidazole-4-carboxamide (AIC).

Other forms of interaction

Corticosteroids

The use of systemic corticosteroids at baseline, before starting ipilimumab, should be avoided because
of their potential interference with the pharmacodynamic activity and efficacy of ipilimumab.
However, systemic corticosteroids or other immunosuppressants can be used after starting ipilimumab
to treat immune-related adverse reactions. The use of systemic corticosteroids after starting
ipilimumab treatment does not appear to impair the efficacy of ipilimumab.

Anticoagulants

The use of anticoagulants is known to increase the risk of gastrointestinal haemorrhage. Since
gastrointestinal haemorrhage is an adverse reaction with ipilimumab (see section 4.8), patients who
require concomitant anticoagulant therapy should be monitored closely.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no data on the use of ipilimumab in pregnant women. Animal reproduction studies have
shown reproductive toxicity (see section 5.3). Human IgG1 crosses the placental barrier. The potential
risk of treatment to the developing foetus is unknown. YERVOY is not recommended during
pregnancy or in women of childbearing potential not using effective contraception, unless the clinical
benefit outweighs the potential risk.

Breast-feeding

Ipilimumab has been shown to be present at very low levels in milk from cynomolgus monkeys treated
during pregnancy. It is unknown whether ipilimumab is secreted in human milk. Secretion of IgGs in
human milk is generally limited and IgGs have a low oral bioavailability. Significant systemic



exposure of the infant is not expected and no effects on the breastfed newborn/infant are anticipated.
However, because of the potential for adverse reactions in nursing infants, a decision must be made
whether to discontinue breast-feeding or to discontinue from YERVOY therapy taking into account
the benefit of breast-feeding for the child and the benefit of YERVOY therapy for the woman.

Fertility

Studies to evaluate the effect of ipilimumab on fertility have not been performed. Thus, the effect of
ipilimumab on male and female fertility is unknown.

4.7 Effects on ability to drive and use machines
YERVOY has minor influence on the ability to drive and use machines.

Because of potential adverse reactions such as fatigue (see section 4.8), patients should be advised to
use caution when driving or operating machinery until they are certain that ipilimumab does not
adversely affect them.

4.8 Undesirable effects

Summary of safety profile

Ipilimumab has been administered to approximately 10,000 patients in a clinical program evaluating
its use with various doses and tumour types. Unless otherwise specified, the data below reflect
exposure to ipilimumab at 3 mg/kg in clinical trials of melanoma. In the Phase 3 study MDX010-20,
(see section 5.1), patients received a median of 4 doses (range 1-4).

Ipilimumab is most commonly associated with adverse reactions resulting from increased or excessive
immune activity. Most of these, including severe reactions, resolved following initiation of appropriate
medical therapy or withdrawal of ipilimumab (see section 4.4 for management of immune-related
adverse reactions).

In patients who received 3 mg/kg ipilimumab monotherapy in MDX010-20, the most frequently
reported adverse reactions (> 10% of patients) were diarrhoea, rash, pruritus, fatigue, nausea, vomiting,
decreased appetite, and abdominal pain. The majority were mild to moderate (Grade 1 or 2).
Ipilimumab therapy was discontinued for adverse reactions in 10% of patients.

Tabulated list of adverse reactions

Adverse reactions reported in patients with advanced melanoma who were treated with
ipilimumab 3 mg/kg in clinical trials (n= 767) are presented in Table 2.

These reactions are presented by system organ class and by frequency. Frequencies are defined as: very
common (> 1/10); common (>1/100 to < 1/10); uncommon (> 1/1,000 to < 1/100); rare (> 1/10,000

to < 1/1,000); very rare (< 1/10,000). Within each frequency grouping, adverse reactions are presented in
the order of decreasing seriousness. Rates of immune-related adverse reactions in

HLA-A2%*0201 positive patients who received ipilimumab in MDX010-20 were similar to those
observed in the overall clinical program.

The safety profile of ipilimumab 3 mg/kg in chemotherapy-naive patients pooled across Phase 2 and

3 clinical trials (N= 75; treated) and in treatment-naive patients in two retrospective observational
studies (N= 273 and N= 157) was similar to that in previously-treated advanced melanoma.

10



Table 2: Adverse reactions in patients with advanced melanoma treated with ipilimumab
3 mg/kg (n=767)"

Infections and infestations

Uncommon ‘ sepsis’, septic shock®, urinary tract infection, respiratory tract infection
Neoplasms benign, malignant and unspecified (including cysts and polyps)
Common tumour pain

Uncommon paraneoplastic syndrome

Blood and lymphatic system disorders

Common anaemia, lymphopenia

Uncommon haemolytic anaemia®, thrombocytopenia, eosinophilia, neutropenia
Immune system disorders

Uncommon hypersensitivity

Very rare anaphylactic reaction

Endocrine disorders

Common hypopituitarism (including hypophysitis)®, hypothyroidism*

Uncommon adrenal insufficiency®, secondary adrenocortical insufficiency®, hyperthyroidism®,
hypogonadism

Rare autoimmune thyroiditis’, thyroiditis

Metabolism and nutrition disorders

Very common

decreased appetite

Common dehydration, hypokalemia

Uncommon hyponatremia, alkalosis, hypophosphatemia, tumour lysis syndrome,
hypocalcaemia’

Psychiatric disorders

Common confusional state

Uncommon mental status changes, depression, decreased libido

Nervous system disorders

Common peripheral sensory neuropathy, dizziness, headache, lethargy

Uncommon Guillain-Barré syndrome™®, meningitis (aseptic), autoimmune central neuropathy
(encephalitis)’, syncope, cranial neuropathy, brain oedema, peripheral neuropathy,
ataxia, tremor, myoclonus, dysarthria

Rare myasthenia gravis®

Eye disorders

Common blurred vision, eye pain

Uncommon uveitis®, vitreous haemorrhage, iritis‘, eye oedema’, blepharitisd, reduced visual

acuity, foreign body sensation in eyes, conjunctivitis

Cardiac disorders

Uncommon

| arrhythmia, atrial fibrillation

Vascular disorders

Common hypotension, flushing, hot flush
Uncommon vasculitis, angiopathy”, peripheral ischaemia, orthostatic hypotension
Rare temporal arteritis

Respiratory, thoracic and mediastinal disorders

Common

dyspnea, cough

Uncommon

respiratory failure, acute respiratory distress syndrome®, lung infiltration,
pulmonary oedema, pneumonitis, allergic rhinitis

Gastrointestinal disorders

Very common

diarrhoea®, vomiting, nausea

Common gastrointestinal haemorrhage, colitis™®, constipation, gastroesophageal reflux
disease, abdominal pain, mucosal inflammation®
Uncommon gastrointestinal perforation®, large intestine perforation”, intestinal perforation™®,

peritonitisb, gastroenteritis, diverticulitis, pancreatitis, enterocolitis, gastric ulcer,
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large intestinal ulcer, oesophagitis, ileus

Rare proctitis®

Hepatobiliary disorders

Common abnormal hepatic function

Uncommon hepatic failure™, hepatitis, hepatomegaly, jaundice

Skin and subcutaneous tissue disorders

Very common | rash®, pruritus®

Common dermatitis, erythema, vitiligo, urticaria, eczema®, alopecia, night sweats, dry skin

Uncommon toxic epidermal necrolysis™, leukocytoclastic vasculitis, skin exfoliation, hair
colour changes®

Rare erythema multiforme’, psoriasis*

Musculoskeletal and connective tissue disorders

Common arthralgia, myalgia, musculoskeletal pain, muscle spasms

Uncommon polymyalgia rheumatica, myositis‘, arthritis, muscular weakness®

Rare polymyositis®

Renal and urinary disorders

Uncommon renal failure®, glomerulonephritis®, autoimmune nephritisd, renal tubular acidosis,
haematuria®

Rare proteinuria’

Reproductive system and breast disorders

Uncommon ‘ amenorrhea

General disorders and administration site conditions

Very common | fatigue, injection site reaction, pyrexia

Common chills, asthenia, oedema, pain, influenza-like illness®

Uncommon multi-organ failure”, systemic inflammatory response syndrome®, infusion related
reaction

Investigations

Common increased alanine aminotransferase®, increased aspartate aminotransferase®,
increased blood alkaline phosphatase’, increased blood bilirubin, weight decreased

Uncommon increased gamma-glutamyltransferase’, increased blood creatinine, increased

blood thyroid stimulating hormone, decreased blood cortisol, decreased blood
corticotrophin, increased lipase®, increased blood amylase®, positive antinuclear
antibody, decreased blood testosterone

Rare decreased blood thyroid stimulating hormone?, decreased thyroxine®, abnormal
blood prolactin®
a Frequencies are based on pooled data from 9 clinical trials investigating the ipilimumab 3 mg/kg dose in
melanoma.
Including fatal outcome.
c Additional information about these potentially inflammatory adverse reactions is provided in “Description

of selected adverse reactions” and section 4.4. Data presented in those sections primarily reflect
experience from a Phase 3 study, MDX010-20.
d Data outside the 9 completed clinical trials in melanoma were included in frequency determinations.

Additional adverse reactions not listed in Table 2 have been reported in patients who received other
doses (either < or > 3 mg/kg) of ipilimumab in clinical trials of melanoma. These additional reactions
occurred at a frequency of < 1% unless otherwise noted: meningism, myocarditis, pericardial
effusion, cardiomyopathy, autoimmune hepatitis, erythema nodosum, autoimmune pancreatitis,
hyperpituitarism, hypoparathyroidism, infectious peritonitis, episcleritis, scleritis, Raynaud’s
phenomenon, palmar-plantar erythrodysaesthesia syndrome, cytokine release syndrome,
sarcoidosis, decreased blood gonadotrophin, leukopenia, polycythaemia, lymphocytosis, ocular
myositis, and neurosensory hypoacusis.
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Description of selected adverse reactions

Except where noted, data for the following selected adverse reactions are based on patients who
received either ipilimumab 3 mg/kg monotherapy (n= 131) or ipilimumab 3 mg/kg in combination
with gp100 (n=380) in a Phase 3 study of advanced (unresectable or metastatic) melanoma
(MDXO010-20, see section 5.1). The management guidelines for these adverse reactions are described
in section 4.4.

Immune-related gastrointestinal reactions

Ipilimumab is associated with serious immune-related gastrointestinal reactions. Fatalities due to
gastrointestinal perforation have been reported in < 1% of patients who received ipilimumab 3 mg/kg
in combination with gp100.

In the ipilimumab 3 mg/kg monotherapy group, diarrhoea and colitis of any severity were reported

in 27% and 8%, respectively. The frequency of severe (Grade 3 or 4) diarrhoea and severe

(Grade 3 or 4) colitis was 5% each. The median time to onset of severe or fatal (Grade 3 to 5)
immune-related gastrointestinal reactions was 8 weeks (range 5 to 13 weeks) from the start of
treatment. With protocol-specified management guidelines, resolution (defined as improvement to
mild [Grade 1] or less or to the severity at baseline) occurred in most cases (90%), with a median time
from onset to resolution of 4 weeks (range 0.6 to 22 weeks). In clinical trials, immune-related colitis
was associated with evidence of mucosal inflammation, with or without ulcerations, and lymphocytic
and neutrophilic infiltration.

Immune-related hepatotoxicity
Ipilimumab is associated with serious immune-related hepatotoxicity. Fatal hepatic failure has been
reported in < 1% of patients who received ipilimumab 3 mg/kg monotherapy.

Increases in AST and ALT of any severity were reported in 1% and 2% of patients, respectively.
There were no reports of severe (Grade 3 or 4) AST or ALT elevation. Time to onset of moderate to
severe or fatal (Grade 2 to 5) immune-related hepatotoxicity ranged from 3 to 9 weeks from the start
of treatment. With protocol-specified management guidelines, time to resolution ranged

from 0.7 to 2 weeks. In clinical trials, liver biopsies from patients who had immune-related
hepatotoxicity showed evidence of acute inflammation (neutrophils, lymphocytes, and macrophages).

In patients receiving ipilimumab at a higher than recommended dose in combination with dacarbazine,
immune-related hepatotoxicity occurred more frequently than in patients receiving
ipilimumab 3 mg/kg monotherapy.

Immune-related skin adverse reactions

Ipilimumab is associated with serious skin adverse reactions that may be immune-related. Fatal toxic
epidermal necrolysis has been reported in < 1% of patients who received ipilimumab in combination
with gp100 (see section 5.1).

In the ipilimumab 3 mg/kg monotherapy group, rash and pruritus of any severity were each reported
in 26% of patients. Ipilimumab-induced rash and pruritus were predominantly mild (Grade 1) or
moderate (Grade 2) and responsive to symptomatic therapy. The median time to onset of moderate to
severe or fatal (Grade 2 to 5) skin adverse reactions was 3 weeks from start of treatment

(range 0.9 to 16 weeks). With protocol-specified management guidelines, resolution occurred in most
cases (87%), with a median time from onset to resolution of 5 weeks (range 0.6 to 29 weeks).

Immune-related neurological reactions

Ipilimumab is associated with serious immune-related neurological reactions. Fatal Guillain-Barré
syndrome has been reported in < 1% of patients who received ipilimumab 3 mg/kg in combination
with gp100. Myasthenia gravis-like symptoms have also been reported in < 1% of patients who
received higher doses of ipilimumab in clinical trials.

Immune-related endocrinopathy
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In the ipilimumab 3 mg/kg monotherapy group, hypopituitarism of any severity was reported in 4% of
patients. Adrenal insufficiency, hyperthyroidism, and hypothyroidism of any severity were each
reported in 2% of patients. The frequency of severe (Grade 3 or 4) hypopituitarism was reported in 3%
of patients. There were no reports of severe or very severe (Grade 3 or 4) adrenal insufficiency,
hyperthyroidism, or hypothyroidism. Time to onset of moderate to very severe (Grade 2 to 4)
immune-related endocrinopathy ranged from 7 to nearly 20 weeks from the start of treatment.
Immune-related endocrinopathy observed in clinical trials was generally controlled with hormone
replacement therapy.

Other immune-related adverse reactions

The following additional adverse reactions suspected to be immune-related have been reported

in < 2% of patients treated with ipilimumab 3 mg/kg monotherapy: uveitis, eosinophilia, lipase
elevation, and glomerulonephritis. In addition, iritis, haemolytic anemia, amylase elevations,
multi-organ failure, and pneumonitis have been reported in patients treated with ipilimumab 3 mg/kg
in combination with gp100 peptide vaccine.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

The maximum tolerated dose of ipilimumab has not been determined. In clinical trials, patients
received up to 20 mg/kg without apparent toxic effects.

In case of overdose, patients must be closely monitored for signs or symptoms of adverse reactions,
and appropriate symptomatic treatment instituted.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, monoclonal antibodies
ATC code: LO1XC11.

Mechanism of action

Cytotoxic T-lymphocyte antigen-4 (CTLA-4) is a key regulator of T-cell activity. Ipilimumab is

a CTLA-4 immune checkpoint inhibitor that blocks T-cell inhibitory signals induced by the CTLA-4
pathway, increasing the number of reactive T-effector cells which mobilize to mount a direct T-cell
immune attack against tumour cells. CTLA-4 blockade can also reduce T-regulatory cell function,
which may contribute to an anti-tumour immune response. Ipilimumab may selectively deplete
T-regulatory cells at the tumour site, leading to an increase in the intratumoral T-effector/ T-regulatory
cell ratio which drives tumour cell death.

Pharmacodynamic effects

In patients with melanoma who received ipilimumab, the mean peripheral blood absolute lymphocyte
counts (ALC) increased throughout the induction dosing period. In Phase 2 studies, this increase was
dose-dependent. In MDX010-20 (see section 5.1), ipilimumab at 3 mg/kg with or without

gp100 increased ALC throughout the induction dosing period, but no meaningful change in ALC was
observed in the control group of patients who received an investigational gp100 peptide vaccine alone.
In peripheral blood of patients with melanoma, a mean increase in the percent of activated HLA-DR+
CD4+ and CD8+ T cells was observed after treatment with ipilimumab, consistent with its mechanism
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of action. A mean increase in the percent of central memory (CCR7+ CD45RA-) CD4+ and CD8+ T
cells and a smaller, but significant, mean increase in the percent of effector memory
(CCR7- CD45RA-) CD8+ T cells also was observed after treatment with ipilimumab.

Immunogenicity

Less than 2% of patients with advanced melanoma who received ipilimumab in Phase 2 and 3 clinical
trials developed antibodies against ipilimumab. None had any infusion-related or peri-infusional
hypersensitivity or anaphylactic reactions. Neutralizing antibodies against ipilimumab were not
detected. Overall, no apparent association was observed between antibody development and adverse
reactions.

Clinical trials

Overall survival (OS) advantage of ipilimumab at the recommended dose of 3 mg/kg in patients with
previously-treated advanced (unresectable or metastatic) melanoma was demonstrated in a

Phase 3 study (MDX010-20). Patients with ocular melanoma, primary CNS melanoma, active brain
metastases, human immunodeficiency virus (HIV), hepatitis B, and hepatitis C were not included in
the pivotal clinical trial. Clinical trials excluded patients with ECOG performance status > 1 and
mucosal melanoma. Patients without liver metastasis who had a baseline AST > 2.5 x ULN, patients
with liver metastasis who had a baseline AST > 5 x ULN, and patients with a baseline total

bilirubin > 3 x ULN were also excluded.

For patients with a history of autoimmune disease, see also section 4.4.

MDX010-20

A Phase 3, double-blind study enrolled patients with advanced (unresectable or metastatic) melanoma
who had previously been treated with regimens containing one or more of the following: I1L-2,
dacarbazine, temozolomide, fotemustine, or carboplatin. Patients were randomized in a 3:1:1 ratio to
receive ipilimumab 3 mg/kg + an investigational gp100 peptide vaccine (gp100), ipilimumab 3 mg/kg
monotherapy, or gp100 alone. All patients were HLA-A2*0201 type; this HLA type supports the
immune presentation of gp100. Patients were enrolled regardless of their baseline BRAF mutation
status. Patients received ipilimumab every 3 weeks for 4 doses as tolerated (induction therapy).
Patients with apparent tumour burden increase before completion of the induction period were
continued on induction therapy as tolerated if they had adequate performance status. Assessment of
tumour response to ipilimumab was conducted at approximately Week 12, after completion of
induction therapy.

Additional treatment with ipilimumab (re-treatment) was offered to those who developed PD after
initial clinical response (PR or CR) or after SD (per the modified WHO criteria) > 3 months from the
first tumour assessment. The primary endpoint was OS in the ipilimumab+ gp100 group vs. the
gp100 group. Key secondary endpoints were OS in the ipilimumab+ gp100 group vs. the ipilimumab
monotherapy group and in the ipilimumab monotherapy group vs. the gp100 group.

A total of 676 patients were randomized: 137 to the ipilimumab monotherapy group, 403 to the
ipilimumab + gp100 group, and 136 to the gp100 alone group. The majority had received all 4 doses
during induction. Thirty-two patients received re-treatment: 8 in the ipilimumab monotherapy

group, 23 in the ipilimumab + gp100 group, and 1 in the gp100 group. Duration of follow-up ranged
up to 55 months. Baseline characteristics were well balanced across groups. The median age

was 57 years. The majority (71-73%) of patients had M1c stage disease and 37-40% of patients had an
elevated lactate dehydrogenase (LDH) at baseline. A total of 77 patients had a history of previously
treated brain metastases.

The ipilimumab-containing regimens demonstrated a statistically significant advantage over the

gp100 control group in OS. The hazard ratio (HR) for comparison of OS between ipilimumab
monotherapy and gp100 was 0.66 (95% CI: 0.51, 0.87; p = 0.0026).
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By subgroup analysis, the observed OS benefit was consistent within most of the subgroups of patients
(M [metastases]-stage, prior interleukin-2, baseline LDH, age, sex, and the type and number of prior
therapy). However, for women above 50 years of age, the data supporting an OS benefit of ipilimumab
treatment were limited. The efficacy of ipilimumab for women above 50 years of age is therefore
uncertain. As the subgroups analysis includes only small numbers of patients, no definitive
conclusions can be drawn from these data.

Median and estimated rates of OS at 1 year and 2 years are presented in Table 3.

Table 3: Overall survival in MDX010-20
Ipilimumab 3 mg/kg gpl00*®
n= 137 n=136
Median Months (95% CI) (lé) 51,1 (;I_?l,tgi ?Snsl(’)gﬂ;;
OS at 1 year % (95% CI) 46% (37.0, 54.1) 25% (18.1, 32.9)
OS at 2 years % (95% CI) 24% (16.0, 31.5) 14% (8.0, 20.0)

gp100 peptide vaccine is an experimental control.

In the ipilimumab 3 mg/kg monotherapy group, median OS was 22 months and 8 months for patients
with SD and those with PD, respectively. At the time of this analysis, medians were not reached for
patients with CR or PR.

For patients who required re-treatment, the BORR was 38% (3/8 patients) in the ipilimumab
monotherapy group, and 0% in the gp100 group. The disease control rate (DCR) (defined as
CR+PR+SD) was 75% (6/8 patients) and 0%, respectively. Because of the limited number of patients
in these analyses, no definitive conclusion regarding the efficacy of ipilimumab re-treatment can be
drawn.

The development or maintenance of clinical activity following ipilimumab treatment was similar with
or without the use of systemic corticosteroids.

Other studies

OS of ipilimumab 3 mg/kg monotherapy in chemotherapy-naive patients pooled across Phase 2

and 3 clinical trials (N= 78; randomised) and in treatment-naive patients in two retrospective
observational studies (N= 273 and N= 157) were generally consistent. In the two observational studies,
12.1% and 33.1% of the patients had brain metastases at the time of advanced melanoma diagnosis. In
these studies, the estimated 1-year survival rates were 59.2% (95% CI: 53.0 - 64.8) and 46.7%

(95% CI: 38.1 - 54.9). The estimated 1-year, 2-year and 3-year survival rates for chemotherapy-naive
patients (N= 78) pooled across Phase 2 and 3 clinical trials were 54.1% (95% CI: 42.5 - 65.6), 31.6%
(95% CI: 20.7 - 42.9) and 23.7% (95% CI: 14.3 - 34.4) respectively.

The European Medicines Agency has deferred the obligation to submit the results of studies with
YERVOY in one or more subsets of the paediatric population in the treatment of melanoma (see
section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

The pharmacokinetics of ipilimumab was studied in 785 patients with advanced melanoma who
received induction doses ranging from 0.3 to 10 mg/kg administered once every 3 weeks for 4 doses.
Cinax> Cmin and AUC of ipilimumab were found to be dose proportional within the dose range examined.
Upon repeated dosing of ipilimumab administered every 3 weeks, clearance was found to be
time-invariant, and minimal systemic accumulation was observed as evident by an accumulation

index 1.5 fold or less. Ipilimumab steady-state was reached by the third dose. Based on population
pharmacokinetic analysis, the following mean (percent coefficient of variation) parameters of
ipilimumab were obtained: terminal half-life of 15.4 days (34.4%); systemic clearance of 16.8 ml/h
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(38.1%); and volume of distribution at steady-state of 7.47 1 (10.1%). The mean (percent coefficient of
variation) ipilimumab C,;, achieved at steady-state with a 3 mg/kg induction regimen was 19.4 pg/ml
(74.6%).

Ipilimumab clearance increased with increasing body weight and with increasing LDH at baseline;
however, no dose adjustment is required for elevated LDH or body weight after administration on

a mg/kg basis. Clearance was not affected by age (range 23-88 years), gender, concomitant use of
budesonide or dacarbazine, performance status, HLA-A2*0201 status, mild hepatic impairment, renal
impairment, immunogenicity, and previous anticancer therapy. The effect of race was not examined as
there was insufficient data in non-Caucasian ethnic groups. No controlled studies have been conducted
to evaluate the pharmacokinetics of ipilimumab in the paediatric population or in patients with hepatic
or renal impairment.

Based on an exposure-response analysis in 497 patients with advanced melanoma, OS was
independent of prior systemic anti-cancer therapy and increased with higher ipilimumab Cminss
plasma concentrations.

Renal impairment

In the population pharmacokinetic analysis of data from clinical studies in patients with metastatic
melanoma, pre-existing mild and moderate renal impairment did not influence the clearance of
ipilimumab. Clinical and pharmacokinetic data with pre-existing severe renal impairment are limited;
the potential need for dose adjustment cannot be determined.

Hepatic impairment

In the population pharmacokinetic analysis of data from clinical studies in patients with metastatic
melanoma, pre-existing mild hepatic impairment did not influence the clearance of ipilimumab.
Clinical and pharmacokinetic data with pre-existing moderate hepatic impairment are limited; the
potential need for dose adjustment cannot be determined. No patients with pre-existing severe hepatic
impairment were identified in clinical studies.

5.3  Preclinical safety data

In intravenous repeat-dose toxicology studies in monkeys, ipilimumab was generally well tolerated.
Immune-mediated adverse reactions were observed infrequently (~3%) and included colitis (which
resulted in a single fatality), dermatitis, and infusion reaction (possibly due to acute cytokine release
resulting from a rapid injection rate). A decrease in the weight of the thyroid and testes was seen in
one study without accompanying histopathologic findings; the clinical relevance of this finding is
unknown.

The effects of ipilimumab on prenatal and postnatal development were investigated in a study in
cynomolgus monkeys. Pregnant monkeys received ipilimumab every 3 weeks from the onset of
organogenesis in the first trimester through delivery, at exposure (AUC) levels either similar to or
higher than those associated with the clinical dose of 3 mg/kg of ipilimumab. No treatment-related
adverse effects on reproduction were detected during the first two trimesters of pregnancy. Beginning
in the third trimester, both ipilimumab groups experienced higher incidences of abortion, stillbirth,
premature delivery (with corresponding lower birth weight), and infant mortality relative to control
animals; these findings were dose-dependent. Additionally, developmental external or visceral
abnormalities were identified in the urogenital system of 2 infants exposed in utero to ipilimumab.
One female infant had unilateral renal agenesis of the left kidney and ureter, and one male infant had
an imperforate urethra with associated urinary obstruction and subcutaneous scrotal edema. The
relationship of these malformations to treatment is unclear.

Studies to evaluate the mutagenic and carcinogenic potential of ipilimumab have not been performed.
Fertility studies have not been performed.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tris hydrochloride (2-amino-2-hydroxymethyl-1,3-propanediol hydrochloride)
Sodium chloride

Mannitol (E421)

Pentetic acid (diethylenetriaminepentaacetic acid)

Polysorbate 80

Sodium hydroxide (for pH-adjustment)

Hydrochloric acid (for pH-adjustment)

Water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life
Unopened vial: 3 years

After opening:

Solution for infusion: From a microbiological point of view, once opened, the medicinal product
should be infused or diluted and infused immediately. The chemical and physical in-use stability of the
undiluted or diluted concentrate (between 1 and 4 mg/ml) has been demonstrated for 24 hrs at 25°C
and 2 to 8°C. If not used immediately, the infusion solution (undiluted or diluted) may be stored for up
to 24 hours in a refrigerator (2°C to 8°C) or at room temperature (20°C to 25°C).

6.4 Special precautions for storage

Store in a refrigerator (2°C-8°C).

Do not freeze.

Store in the original package in order to protect from light.

For storage conditions after first opening or dilution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

10 ml of sterile concentrate in a vial (Type I glass) with a stopper (coated butyl rubber) and a flip-off
seal (aluminium). Pack size of 1.

40 ml of sterile concentrate in a vial (Type I glass) with a stopper (coated butyl rubber) and a flip-off
seal (aluminium). Pack size of 1.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

Preparation should be performed by trained personnel in accordance with good practices rules,
especially with respect to asepsis.

Calculating the dose:

The prescribed dose for the patient is given in mg/kg. Based on this prescribed dose, calculate the total
dose to be given. More than one vial of YERVOY concentrate may be needed to give the total dose for
the patient.
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] Each 10 ml vial of YERVOY concentrate provides 50 mg of ipilimumab; each 40 ml vial
provides 200 mg of ipilimumab.

. The total ipilimumab dose in mg = the patient’s weight in kg x the prescribed dose in mg/kg.

] The volume of YERVOY concentrate to prepare the dose (ml) = the total dose in mg, divided
by 5 (the YERVOY concentrate strength is 5 mg/ml).

Preparing the infusion:

Take care to ensure aseptic handling when you prepare the infusion. The infusion should be prepared
in a laminar flow hood or safety cabinet using standard precautions for the safe handling of
intravenous agents.

YERVOY can be used for intravenous administration either:

. without dilution, after transfer to an infusion container using an appropriate sterile syringe;
or
] after diluting to up to 5 times the original volume of concentrate (up to 4 parts of diluent

to 1 part of concentrate). The final concentration should range from 1 to 4 mg/ml. To dilute the
YERVOY concentrate, you can use either:

. sodium chloride 9 mg/ml (0.9%) solution for injection; or
. 50 mg/ml (5%) glucose solution for injection
STEP 1
. Allow the appropriate number of vials of YERVOY to stand at room temperature for

approximately 5 minutes.

= Inspect the YERVOY concentrate for particulate matter or discoloration. YERVOY concentrate
is a clear to slightly opalescent, colourless to pale yellow liquid that may contain light (few)
particulates. Do not use if unusual amount of particles and signs of discoloration are present.

= Withdraw the required volume of YERVOY concentrate using an appropriate sterile syringe.

STEP 2

= Transfer the concentrate into a sterile, evacuated glass bottle or IV bag (PVC or non-PVC).

. If applicable, dilute with the required volume of sodium chloride 9 mg/ml (0.9%) solution for
injection or 50 mg/ml (5%) glucose solution for injection. Gently mix the infusion by manual
rotation.

Administration:

YERVOY infusion must not be administered as an intravenous push or bolus injection.
Administer the YERVOY infusion intravenously over a period of 90 minutes.

YERVOY infusion should not be infused at the same time in the same intravenous line with other
agents. Use a separate infusion line for the infusion.

Use an infusion set and an in-line, sterile, non-pyrogenic, low protein binding filter (pore size
0of 0.2 pym to 1.2 pm).

YERVOY infusion is compatible with:
. PVC infusion sets

] Polyethersulfone (0.2 um to 1.2 um) and nylon (0.2 um) in-line filters

Flush the line with sodium chloride 9 mg/ml (0.9%) solution for injection or 50 mg/ml (5%) glucose
solution for injection at the end of the infusion.

Any unused medicinal product or waste material should be discarded in accordance with local
requirements.

19



7. MARKETING AUTHORISATION HOLDER
Bristol-Myers Squibb Pharma EEIG

Uxbridge Business Park

Sanderson Road

Uxbridge UB8 1DH

United Kingdom

8. MARKETING AUTHORISATION NUMBERS

EU/1/11/698/001-002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 13 July 2011

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.cu
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ANNEX IT

MANUFACTURER(S) OF THE BIOLOGICAL ACTIVE SUBSTANCE(S)
AND MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

21



A.  MANUFACTURER(S) OF THE BIOLOGICAL ACTIVE SUBSTANCE(S) AND
MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) of the biological active substance(s)

Lonza Biologics, Inc.
101 International Drive
Portsmouth, NH 03801
United States

Name and address of the manufacturer(s) responsible for batch release

Bristol-Myers Squibb S.r.1.
Contrada Fontana del Ceraso
IT-03012 Anagni (FR)

Italy

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic Safety Update Reports

The marketing authorisation holder shall submit periodic safety update reports for this product in
accordance with the requirements set out in the list of Union reference dates (EURD list) provided for
under Article 107¢(7) of Directive 2001/83/EC and published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2. of the Marketing Authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be submitted:

. At the request of the European Medicines Agency;

. Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

If the dates for submission of a PSUR and the update of a RMP coincide, they can be submitted at the
same time.

. Additional risk minimisation measures

The Marketing Authorisation Holder shall ensure that all physicians who are expected to prescribe
YERVOY are provided with the following:
° Healthcare Professional FAQ Brochure
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. Patient Information Brochures including Alert Cards

Key elements of the Healthcare Professional FAQ Brochure (Q&A format):

o Brief introduction to ipilimumab (indication and the purpose of this tool).

. List of important immune-related adverse reactions (irARs) and their symptoms, as outlined in
section 4.4 of the Summary of Product Characteristics (SmPC):
o Inflammation of the gastrointestinal tract, such as colitis, which can lead to bowel

perforation

o) Inflammation of the liver, such as hepatitis, which can lead to liver failure
o Inflammation of the skin that can lead to severe skin reaction (toxic epidermal necrolysis)
o Inflammation of the nerves that can lead to neuropathy
o Inflammation of the endocrine system. including the adrenal, pituitary, or thyroid glands
o Inflammation of the eyes
o) Other related irARs (e.g. pneumonitis, glomerulonephritis, multi-organ failure...)
o Severe infusion reaction

. Information that ipilimumab can cause serious side effects in many parts of the body that can

lead to death and require early intervention, as outlined in the guidelines for the management of
immune-related adverse reactions in section 4.4 of the SmPC.

o Importance of evaluating liver function tests (LFTs), TSH and signs/symptoms of irARs before
each treatment.

. Follow-up of patients due to late onset (months after treatment) of irARs

o Reminder to distribute the Patient Information Brochure, and to educate patients/caregivers

about symptoms of irARs and of the need to report them immediately to the physician.

Key elements for the Patient Information Brochure and Alert Card:

o Brief introduction to ipilimumab indication and the purpose of this tool.

o Information that ipilimumab can cause serious side effects in many parts of the body that can
lead to death and need to be addressed immediately

o Request to inform the physician of all medical conditions before treatment.

o Description of the main symptoms of irARs and the importance of notifying their treating
physician immediately if symptoms occur, persist or worsen.
o) Gastrointestinal: diarrhea, bloody stool, abdominal pain, nausea, or vomiting

Liver: yellowing of your skin or whites of your eyes

Skin: rash, blisters and/or peeling, mouth sores

Eye: blurred vision, vision changes, eye pain,

General: fever, headache, feeling tired, dizziness or fainting, dark urine, bleeding,

weakness, numbness of legs, arms, or faces, changes in behavior, such as less sex drive,

being irritable or forgetful

o The importance of not attempting to self-treat any symptoms without consulting their
Healthcare professional first.

o Placeholder including the weblink of the Package Leaflet on the EMA website

o The importance of carrying the detachable wallet-sized Patient Alert Card at all times to show it
at all medical visits to healthcare professionals other than the prescriber (e.g. emergency
healthcare professionals). The Card reminds patients about key symptoms that need to be
reported immediately to the physician/nurse. It also contains prompts to enter contact details of
the physician and to alert other physicians that the patient is treated with ipilimumab.

o
o
o
o

The Marketing Authorisation Holder shall agree the format and content of the above material with the
National Competent Authority prior to launch in the Member State.
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. Obligation to conduct post-authorisation measures

The MAH shall complete, within the stated timeframe, the below measures:

Description Due Date

The Marketing Authorisation Holder shall perform a randomized | Final study report:
comparison study of 3 mg/kg versus 10 mg/kg evaluating efficacy | 4Q2017

and safety in advanced melanoma with a survival endpoint, based
on a CHMP-agreed protocol.
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ANNEX III

LABELLING AND PACKAGE LEAFLET

25



A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

YERVOY 5 mg/ml concentrate for solution for infusion
Ipilimumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each ml of concentrate contains 5 mg ipilimumab.
Each vial contains 50 mg ipilimumab.
Each vial contains 200 mg ipilimumab.

3. LIST OF EXCIPIENTS

Excipients: Tris hydrochloride, sodium chloride, mannitol (E421), pentetic acid, polysorbate 80,
sodium hydroxide, hydrochloric acid, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Concentrate for solution for infusion

50 mg/10 ml
200 mg/40 ml

1 vial

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intravenous use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

For single use only.

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.
Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb Pharma EEIG
Uxbridge Business Park - Sanderson Road
Uxbridge UB8 1DH - United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/11/698/001
EU/1/11/698/002

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

VIAL LABEL

1. NAME OF THE MEDICINAL PRODUCT

YERVOY 5 mg/ml sterile concentrate
Ipilimumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each ml of concentrate contains 5 mg ipilimumab.
Each vial contains 50 mg ipilimumab.
Each vial contains 200 mg ipilimumab.

3. LIST OF EXCIPIENTS

Excipients: Tris hydrochloride, sodium chloride, mannitol (E421), pentetic acid, polysorbate 80,
sodium hydroxide, hydrochloric acid, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Sterile concentrate

50 mg/10 ml
200 mg/40 ml

5. METHOD AND ROUTE(S) OF ADMINISTRATION

IV use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

For single use only.

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.
Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb Pharma EEIG
Uxbridge Business Park - Sanderson Road
Uxbridge UB8 1DH - United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/11/698/001
EU/1/11/698/002

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

YERVOY 5 mg/ml concentrate for solution for infusion
Ipilimumab

VThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains
important information for you.

] Keep this leaflet. You may need to read it again.
] If you have any further questions, ask your doctor.
. If you get any side effects, talk to your doctor. This includes any possible side effects not listed

in this leaflet. See section 4.
What is in this leaflet

What YERVOY is and what it is used for

What you need to know before you use YERVOY
How to use YERVOY

Possible side effects

How to store YERVOY

Contents of the pack and other information

AN

1. What YERVOY is and what it is used for

YERVOY contains the active substance ipilimumab, a protein which helps your immune system to
attack and destroy cancer cells by your immune cells.

Ipilimumab is used to treat advanced melanoma (a type of skin cancer) in adults.

2. What you need to know before you use YERVOY

You should not be given YERVOY
. if you are allergic to ipilimumab or any of the other ingredients of this medicine (listed in
Section 6 "Contents of the pack and other information"). Talk to your doctor if you are not sure.

Warnings and precautions
= Talk to your doctor before using YERVOY.

- inflammation of the intestines (colitis) which can worsen to bleedings or bowel perforation.
Signs and symptoms of colitis may include diarrhoea (watery, loose or soft stools), an
increased number of bowel movements than usual, blood in your stools or darker-coloured
stools, pain or tenderness in your stomach area.

- inflammation of the liver (hepatitis) that can lead to liver failure. Signs and symptoms of
hepatitis may include eye or skin yellowing (jaundice), pain on the right side of your stomach
area, tiredness.

- inflammation of the skin that can lead to severe skin reaction (toxic epidermal necrolysis).

Signs and symptoms of severe skin reaction may include such as skin rash with or without
itching, peeling of the skin, dry skin.
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- inflammation of the nerves that can lead to paralysis. Symptoms of nerve problems may
include muscle weakness, numbness or tingling in your hands or feet, loss of consciousness or
difficulty waking up.

- inflammation of hormone producing glands (especially the pituitary, adrenal and thyroid
glands) that may affect how these glands work. Signs and symptoms that your glands are not
working properly may include headaches, blurry or double vision, tiredness, decreased sexual
drive, behavioral changes.

- inflammation of the eyes. Signs and symptoms may include redness in the eye, pain in the
eye, vision problems or blurry vision.

Tell your doctor immediately if you have any of these signs or symptoms or they get worse. Do not
try to treat your symptoms with other medicines. Your doctor may give you other medicines in
order to prevent more severe complications and reduce your symptoms, withhold the next dose of
YERVOQY, or stop your treatment with YERVOY altogether.

Please note that these signs and symptoms are sometimes delayed, and may develop weeks or months
after your last dose. Before treatment, your doctor will check your general health. You will also have
blood tests during treatment.

Check with your doctor or nurse before you are given YERVOY

. if you have an autoimmune disease (a condition where the body attacks its own cells);

= if you have, or have ever had, chronic viral infection of the liver, including hepatitis B (HBV)
or hepatitis C (HCV);

. if you have human immunodeficiency virus (HIV) infection or acquired immune deficiency
syndrome (AIDS).

Children

YERVOY should not be used in children below 18 years of age until more information becomes
available.

Other medicines and YERVOY

Before you are given YERVOY, tell your doctor

. if you are taking any medicines that suppress your immune system, such as corticosteroids.
These medicines may interfere with the effect of YERVOY. However, once you are treated with
YERVOY, your doctor may give you corticosteroids to reduce the side-effects that you may
have with YERVOY.

= if you are taking any medicines that stop your blood from clotting (anticoagulants). These
medicines may increase the likelihood of bleeding in the stomach or intestine, which is a side-
effect of YERVOY.

Also tell your doctor if you are taking or have recently taken any other medicines.

Do not take any other medicines during your treatment without talking to your doctor first. Based on
early data, the combination of YERVOY (ipilimumab) and Zelboraf (vemurafenib, another medicine
for the treatment of melanoma) is not recommended due to increased toxicity to the liver.

Pregnancy and breast-feeding
Tell your doctor if you are pregnant, if you are planning to become pregnant, or if you are
breast-feeding.

You must not use YERVOY if you are pregnant unless your doctor specifically recommends it. The

effects of YERVOY in pregnant women are not known, but it is possible that the active substance,

ipilimumab, could harm an unborn baby.

= You must use effective contraception while you are being treated with YERVOY if you are a
woman who could become pregnant.
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] If you become pregnant while using YERVOY tell your doctor.

It is not known whether ipilimumab gets into breast milk. However, significant exposure of
ipilimumab to the infant through breast milk is not expected and no effects on the breastfed infant are
anticipated. Ask your doctor if you can breast feed during or after treatment with YERVOY.

Driving and using machines

Do not drive or use machines after you have been given YERVOY unless you are sure you are
feeling well. Feeling tired or weak is a very common side effect of YERVOY. This can affect your
ability to drive or to use machines.

YERVOY contains sodium
Tell your doctor if you are on a low-sodium (low-salt) diet before you are given YERVOY. It
contains 2.3 mg sodium per ml of concentrate.

3. How to use YERVOY

How YERVOY is given
YERVOY will be given to you in a hospital or clinic under the supervision of an experienced doctor.

It will be given to you as an infusion (a drip) into a vein (intravenously) over a period of 90 minutes.

The amount of YERVOY you will be given will be calculated based on your body weight. Depending
on your dose, some or all of the content of the YERVOY vial may be diluted with sodium

chloride 9 mg/ml (0.9%) solution for injection or 50 mg/ml (5%) glucose solution for injection before
use. More than one vial may be necessary to obtain the required dose.

How much YERVOY is given

The recommended dose is 3 mg of ipilimumab per kilogram of your body weight.

You will be treated with YERVOY once every 3 weeks, for a total of 4 doses. You may notice the
appearance of new lesions or growth of existing lesions on your skin, which can be expected when you
are being treated with YERVOY. Your doctor will continue giving you YERVOY for a total of 4
doses, depending on your tolerance to the treatment.

If you miss a dose of YERVOY
It is very important for you to keep all your appointments to receive YERVOY. If you miss an
appointment, ask your doctor when to schedule your next dose.

If you stop using YERVOY
Stopping your treatment may stop the effect of the medicine. Do not stop treatment with YERVOY

unless you have discussed this with your doctor.

If you have any further questions about your treatment or the use of this medicine, ask your doctor.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them. Your
doctor will discuss these with you and will explain the risks and benefits of your treatment.

Be aware of important symptoms of inflammation
YERVOY acts on your immune system and may cause inflammation in parts of your body.
Inflammation may cause serious damage to your body and some inflammatory conditions may be

life-threatening.

The following side effects have been reported in clinical trials:
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Very common (may affect more than 1 in 10 people)

loss of appetite

diarrhoea, vomiting or feeling sick (nausea)

skin rash, itching

feeling tired or weak, reaction at site of injection, fever

= Tell your doctor immediately if you get any of these side effects.
Do not try to treat your symptoms with other medicines.

Common (may affect up to 1 in 10 people)

tumour pain

underactive function of the thyroid gland which can cause tiredness or weight gain, underactive
function of the pituitary gland

dehydration

confusion

damage to the nerves (causing pain, weakness and cramps), dizziness, headache,

blurred vision, pain in the eye

low blood pressure, temporary redness of the face and neck, feeling of intense heat with
sweating and rapid heart beat

shortness of breath, cough

bleeding in the stomach or intestine, inflammation of the intestines (colitis), constipation,
heartburn, stomach pain

abnormal function of the liver

inflammation of the inner surface lining of a particular organ

inflammation and redness of the skin, skin colour change in patches (vitiligo), hives (itchy,
bumpy rash), hair loss or thinning, excessive sweating at night, dry skin

pain in muscles and joints, muscle spasms

shivering, lack of energy, swelling, pain

flu-like illness

weight loss

=> Tell your doctor immediately if you get any of these side effects.
Do not try to treat your symptoms with other medicines.

Uncommon (may affect up to 1 in 100 people)

serious bacterial infection of the blood (sepsis, septic shock), inflammation around the brain or
spinal cord, inflammation of the stomach and intestines, inflammation of bowel wall (causing
fever, vomiting and stomach pain), urinary tract infection, infection of the respiratory tract

a group of symptoms due to cancer in the body such as high blood levels of calcium and
cholesterol, and low blood levels of sugar (paraneoplastic syndrome)

allergic reaction

underactive function of the adrenal glands, overactive function of the thyroid gland, which can
cause rapid heart rate, sweating and weight loss, defect of the glands producing sex hormones
decreased function of the adrenal glands caused by an underactive hypothalamus (part of the
brain)

a group of metabolic complications occurring after cancer treatment characterised by high blood
levels of potassium and phosphate, and low blood levels of calcium (tumour lysis syndrome).
changes in mental health, depression, lowered sex drive

severe and possibly fatal inflammation of the nerves causing pain, weakness or paralysis in the
extremities (Guillain-Barré syndrome), fainting, inflammation of the nerves within the brain,
excessive accumulation of fluid in the brain,difficulty in coordinating movements (ataxia),
shaking, brief involuntary muscle contraction, difficulty in speaking

inflammation of the eye which causes redness or pain, bleeding in the eye, inflammation of the
coloured part of the eye, reduced vision, a foreign body sensation in the eyes, swollen runny
eyes, swelling of the eye, inflammation of the eyelids

irregular or abnormal heart beat
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inflammation of the blood vessels, disease of the blood vessels, restriction in the blood supply to
the extremities, low blood pressure when standing up

extreme difficulty in breathing, fluid accumulation in the lungs, inflammation of the lungs, hay
fever

bowel perforation, inflammation of the membrane of the stomach wall, inflammation of the
small intestine, inflammation of the bowel or the pancreas, peptic ulcer, inflammation of the
food pipe, blockage of the intestines

liver failure, inflammation of the liver, enlarged liver, yellowing of the skin or eyes (jaundice)
severe and possibly fatal peeling of the skin (toxic epidermal necrolysis)

inflammation of the muscles causing pain or stiffness in the hip and shoulder, painful joints
inflammation of the thyroid gland, the kidney, or the central nervous system

multi organ inflammation

inflammation of skeletal muscles

muscle weakness

kidney function failure, kidney disease

absence of menstrual periods

multi organ dysfunction, reaction related to infusion of the medicine

change in hair colour

=> Tell your doctor immediately if you get any of these side effects.
Do not try to treat your symptoms with other medicines.

Rare (may affect up to 1 in 1,000 people)

inflammatory disease of blood vessels (most commonly head arteries)

inflammation of the anus and the rectal wall (marked by bloody stools and a frequent urge to
defecate)

skin disease characterized by dry red patches covered with scales (psoriasis)

inflammation and redness of the skin (erythema multiforme)

=> Tell your doctor immediately if you get any of these side effects.
Do not try to treat your symptoms with other medicines.

Very rare (may affect up to 1 in 10,000 people)

Serious, potential life-threatening allergic reaction

= Tell your doctor immediately if you get any of these side effects.
Do not try to treat your symptoms with other medicines.

In addition, the following uncommon (may affect up to 1 in 100 people) side effects have been
reported in patients who received other doses of YERVOY in clinical trials:

triad of symptoms (meningism): neck stiffness, intolerance of bright light and headache, flu-like
discomfort

inflammation of the heart muscle, weakness of the heart muscle, fluid around the heart
inflammation of the liver or the pancreas, nodules of inflammatory cells in various organs of
your body

infection within the abdomen

painful skin lesions of the arms and legs and face (erythema nodosum)

overactive pituitary gland

decreased function of the parathyroid gland

inflammation of the eye, eye muscle inflammation

decreased hearing

poor blood circulation which makes toes and fingers numb or pale

damage to the tissues of the hands and feet resulting in redness, swelling and blisters

=> Tell your doctor immediately if you get any of these side effects.
Do not try to treat your symptoms with other medicines.
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Changes in test results
YERVOY may cause changes in the results of tests carried out by your doctor. These include:

] a variation in the number of red blood cells (which carry oxygen), white blood cells (which are
important in fighting infection) or platelets (cells which help the blood to clot)

] an abnormal variation of hormones and liver enzyme levels in the blood

. abnormal liver function test

. abnormal levels of calcium, sodium, phosphate or potassium in the blood

] presence of blood or proteins in the urine

. an abnormally high alkalinity of the blood and other body tissues

. kidneys unable to remove acids from blood normally

] presence of antibodies in the blood against some of your own cells

Reporting of side effects

If you get any side effects, talk to your doctor. This includes any possible side effects not listed in
this leaflet. You can also report side effects directly via the national reporting system listed in
Appendix V. By reporting side effects you can help provide more information on the safety of this
medicine.

5. How to store YERVOY

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and the vial label after EXP.
The expiry date refers to the last day of that month.

Store in a refrigerator (2°C to 8°C).
Do not freeze.
Store in the original package in order to protect from light.

Do not store any unused portion of the infusion solution for reuse. Any unused medicine or waste
material should be disposed of in accordance with local requirements.

6. Contents of the pack and other information
What YERVOY contains
. The active substance is ipilimumab.

Each ml of sterile concentrate contains 5 mg of ipilimumab.
Each vial contains either 50 mg or 200 mg of ipilimumab.

. The other ingredients are Tris-hydrochloride, sodium chloride (see section 2 "YERVOY
contains sodium"), mannitol (E421), pentetic acid, polysorbate 80, sodium hydroxide,
hydrochloric acid and water for injections.

What YERVOY looks like and contents of the pack

YERVOY concentrate for solution for infusion is clear to slightly opalescent, colourless to pale

yellow and may contain light (few) particulates.

It is available in packs containing either 1 vial of 10 ml or 1 vial of 40 ml.

Not all pack sizes may be marketed.
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Marketing Authorisation Holder
Bristol-Myers Squibb Pharma EEIG
Uxbridge Business Park

Sanderson Road

Uxbridge UB8 1DH

United Kingdom

Manufacturer
Bristol-Myers Squibb S.r.1.
Contrada Fontana del Ceraso
03012 Anagni (FR)

Italy

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgique/Belgié/Belgien
N.V. Bristol-Myers Squibb Belgium S.A.
Tél/Tel: +32235276 11

Bbarapus
Bristol-Myers Squibb Gyogyszerkereskedelmi Kft.
Ten.: +359 800 12 400

Ceska republika
Bristol-Myers Squibb spol. s r.o.
Tel: + 420221 016 111

Danmark
Bristol-Myers Squibb
TIf: + 454593 05 06

Deutschland
Bristol-Myers Squibb GmbH & Co. KGaA
Tel: +49 89 121 42-0

Eesti
Bristol-Myers Squibb Gydgyszerkereskedelmi Kft.
Tel: + 372 6827 400

EALGOO
BRISTOL-MYERS SQUIBB A.E.
TnA: + 30210 6074300

Espaia
BRISTOL-MYERS SQUIBB, S.A.
Tel: +34 91 456 53 00

France
Bristol-Myers Squibb SARL
Tél: +33 (0)810 410 500

Hrvatska
Bristol-Myers Squibb spol. s r.o.
Tel: +385(1)6311-833

Lietuva
Bristol-Myers Squibb Gyodgyszerkereskedelmi Kft.
Tel: +370 52790 762

Luxembourg/Luxemburg
N.V. Bristol-Myers Squibb Belgium S.A.
Tél/Tel: +32235276 11

Magyarorszag
Bristol-Myers Squibb Gyogyszerkereskedelmi Kft.
Tel.: +36 1301 9700

Malta
BRISTOL-MYERS SQUIBB S.R.L.
Tel: +39 06 50 39 61

Nederland
Bristol-Myers Squibb B.V.
Tel: + 31 (0)30 300 2222

Norge
Bristol-Myers Squibb Norway Ltd
TIf: + 47 67 55 53 50

Osterreich
Bristol-Myers Squibb GesmbH
Tel: +43 160 14 30

Polska
BRISTOL-MYERS SQUIBB POLSKA SP. Z 0.0.
Tel.: +48 22 5796666

Portugal

Bristol-Myers Squibb Farmacéutica Portuguesa,
S.A.

Tel: + 351 21 440 70 00

Roménia
Bristol-Myers Squibb Gyogyszerkereskedelmi Kft.
Tel: +40 (0)21 272 16 00
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Ireland
Bristol-Myers Squibb Pharmaceuticals Ltd
Tel: + 353 (1 800) 749 749

Island
Vistor hf.
Simi: + 354 535 7000

Italia
BRISTOL-MYERS SQUIBB S.R.L.
Tel: +39 06 50 39 61

Kvnpog
BRISTOL-MYERS SQUIBB A.E.
TnA: + 357 800 92666

Latvija

Slovenija
Bristol-Myers Squibb spol. s r.o.
Tel: +386 1236 47 00

Slovenska republika
Bristol-Myers Squibb spol. s r.o.
Tel: +421 2 59298411

Suomi/Finland
Oy Bristol-Myers Squibb (Finland) Ab
Puh/Tel: + 358 9 251 21 230

Sverige
Bristol-Myers Squibb AB
Tel: +46 8 704 71 00

United Kingdom

Bristol-Myers Squibb Gyogyszerkereskedelmi Kft. Bristol-Myers Squibb Pharmaceuticals Ltd

Tel: + 371 67 50 21 85

This leaflet was last revised in

Tel: + 44 (0800) 731 1736

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu

The following information is intended for healthcare professionals only:

Preparation should be performed by trained personnel in accordance with good practices rules,

especially with respect to asepsis.

Calculating the dose:

The prescribed dose for the patient is given in mg/kg. Based on this prescribed dose, calculate the
total dose to be given. More than one vial of YERVOY concentrate may be needed to give the total

dose for the patient.

] Each 10 ml vial of YERVOY concentrate provides 50 mg of ipilimumab; each 40 ml vial

provides 200 mg of ipilimumab.

] The total ipilimumab dose in mg = the patient’s weight in kg x the prescribed dose in mg/kg.
] The volume of YERVOY concentrate to prepare the dose (ml) = the total dose in mg, divided
by 5 (the YERVOY concentrate strength is 5 mg/ml).

Preparing the infusion:

Take care to ensure aseptic handling when you prepare the infusion. The infusion should be
prepared in a laminar flow hood or safety cabinet using standard precautions for the safe handling of

intravenous agents.

YERVOY can be used for intravenous administration either:

= without dilution, after transfer to an infusion container using an appropriate sterile syringe;
or
. after diluting to up to 5 times the original volume of concentrate (up to 4 parts of diluent

to 1 part of concentrate). The final concentration should range from 1 to 4 mg/ml. To dilute the

YERVOY concentrate, you can use either:

" sodium chloride 9 mg/ml (0.9%) solution for injection; or

39



. 50 mg/ml (5%) glucose solution for injection

STEP 1

. Allow the appropriate number of vials of YERVOY to stand at room temperature for
approximately 5 minutes.

= Inspect the YERVOY concentrate for particulate matter or discoloration. YERVOY concentrate
is a clear to slightly opalescent, colourless to pale yellow liquid that may contain light (few)
particulates. Do not use if unusual amount of particles and signs of discoloration are present.

= Withdraw the required volume of YERVOY concentrate using an appropriate sterile syringe.

STEP 2

] Transfer the concentrate into a sterile, evacuated glass bottle or IV bag (PVC or non-PVC).

. If applicable, dilute with the required volume of sodium chloride 9 mg/ml (0.9%) solution for
injection or 50 mg/ml (5%) glucose solution for injection. Gently mix the infusion by manual
rotation.

Administration:

YERVOY infusion must not be administered as an intravenous push or bolus injection. Administer the
YERVOY infusion intravenously over a period of 90 minutes.

YERVOY infusion should not be infused at the same time in the same intravenous line with other
agents. Use a separate infusion line for the infusion.

Use an infusion set and an in-line, sterile, non-pyrogenic, low protein binding filter (pore size
of 0.2 um to 1.2 pm).

YERVOY infusion is compatible with:
. PVC infusion sets
. Polyethersulfone (0.2 um to 1.2 um) and nylon (0.2 pm) in-line filters

Flush the line with sodium chloride 9 mg/ml (0.9%) solution for injection or 50 mg/ml (5%) glucose
solution for injection at the end of the infusion.

Storage conditions and shelf life:

Unopened vial

YERVOY must be stored in a refrigerator (2°C to 8°C). The vials must be kept in the original
package in order to protect from light. YERVOY should not be frozen.

Do not use YERVOY after the expiry date which is stated on the label and carton after EXP. The
expiry date refers to the last day of that month.

YERVOY infusion

From a microbiological point of view, once opened, the medicine should be infused or diluted and
infused immediately. The chemical and physical in-use stability of the undiluted or diluted infusion
solution (between 1 and 4 mg/ml) has been demonstrated for 24 hours at room temperature (20°C

to 25°C) or when refrigerated (2°C to 8°C). If not used immediately, the infusion solution (undiluted
or diluted) must be used within 24 hours when stored either under refrigeration (2°C to 8°C) or at
room temperature (20°C to 25°C). Other in-use storage time and conditions are the responsibility of
the user.

Disposal:
Do not store any unused portion of the infusion solution for reuse. Any unused medicine or waste
material should be disposed of in accordance with local requirements.
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(2) WA TR O B R
FIZBWT, RAS B\ T4
B HT D8 R
H 5 OEIT R HE ST
Wa

AT SCEOIERREEA B

201343 HGET (B9
h&)

20144 11 ki) (BB 3
i)

20154E2 H&GET (BB 3
hiR)




CTD 55 1 &
1.8 FAXE (F)

TYR KM 94—kt
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1 MEXTHR, AERUVAERORERN
1.1 SHEEX (I2hER

o UIFRARESITHRRE ML M

1.2 RN (I ZH R D& TERBL

BEIRIR O AT REVE RIS 35 10 5 A0

eSS 3 AHRER Td 2 MDX010-20 #BRIE, BERROEITHIEERAEZ R L LB ThHy . £
DOFEHEHHIL, Ipilimumab 3 mg/kg+gpl00 £ & gpl00 FEO AWM (LI, 0S) w452 &

Tholz, EREIRBRE L TIE, Ipilimumab 3 mgkg #f & gpl00 #£ D OS % k5 2 &,
Ipilimumab 3 mg/kg+gp100 #f & Ipilimumab 3 mg/kg #£D OS #3452 & Th o 7=,

MDX010-20 #ERIZF5 T, Ipilimumab 3 mg/kg % & ¢ 5-#f (Ipilimumab 3 mg/kg+gpl100 #f M Y
Ipilimumab 3 mg/kg #) TiX gpl00 #E & s LC, LU A7 WA ENRZNZI 32% [HR : 0.68
(95%CI: 0.55, 0.85) . p=0.0004] . 34% [HR : 0.66 (95%CI: 0.51, 0.87) . p=0.0026] TH V. #Hizt
FHABEDRD vz, —J5, Ipilimumab 3 mg/kg+gpl00 #f L& Ipilimumab 3 mg/kg FEDHEM T OS
\ZEERBDIRIN-oT2Z D, gpl00 (% Ipilimumab OEFRARIZHEE 5 2 7002 EREAM T B
7=
0S O HJfE L, Ipilimumab 3 mg/kg + gpl00 #£T 9.95 » A (95% CI : 8.48, 11.50) . Ipilimumab
3mg/kg FET 10.12 # A (95% CI : 8.02, 13.80) . gpl00 FETIiL 6.44 » 7 (95% CI: 549, 8.71) Th

ST,

1 KON 2 EAFROHETEEIL, Ipilimumab 3 mg/kg Z2 & Te# 5RE T gplo0 BEE B L CT—E L TH
Moto, | FAEFROHEEMIZ, Ipilimumab 3 mg/kg + gpl00 T 43.6%. Ipilimumab 3 mg/kg HET
45.6%., gpl00 BE T 253% CTh o7z, 2 FAEFROHEEMIZ. TN 21.6%, 23.5%& D 13.7%Th

7,

WS 2 fHRRBR T D CA184022 3Rk, CA184004 7R K& O MDX010-08 (233 T Ipilimumab 3 mg/kg
BRI T o F DME S NVTZBRE R O TR R A D OS o REiXEnZEh, 8.74 » A, 11.53
B H. 1166 # HThot-, | FEFFRIL, CAI84022 iER 38.44%. CA184004 7XBR 49.23%.
MDX010-08 7k 45.75% TH V| 2 FEFHEIX, CA184022 3Bk 23.06%, MDX010-08 55k 32.68% T
boto, B 2 FHRER TS DAL LTI A E O BEVERR B O 77 AR X, MDX010-20 35k & A2
ETH-oT,



Ipilimumab 1.8.1 ZhiE - Zh R L OHE - HEOR EMRAL Page 3

RIGIR DHEATHIEME R ANEIC B T D A0

s 4 3B (MDX010-20, MDX010-08., CA184004. CA184022) DO#AT —X #fHH LT, RHiIIGHE
OFMRNZFEN L=, #ET —# TILEIZ Ipilimumab 3 mg/kg HAMBETLE TOAEFAE BT 5 RFHM
#iT o7,

AR OFE R, OS OFRfElL, RIEEF B5#1) T 135 % H (95% CI: 8.77, 15.5) . BEIBEH]
(254 151)) T9.72 5 H (95%CI : 8.34,12.1) Toho7-, | FAGFROHEEIEITRIGED T 51.5%., BE
BB T 43.9% TH o7z, 2ELELFROHETEMIIARIGEY] T 24.2%, BEIRWEFIT 24.7% TH > 7=,

FTo ALFIRERIGREE (78 1) T OS OHRAEIL, 13.5 5 H (95% CIL: 11.2, 19.6) | {5 RVERE
TREF 211 61) < 9.1 %A (95% CI: 7.6, 109) Thoto, | FEFRMETEMIL. LFEIERIAE
BT 54.1%. {LFHIEBEIRRAIT 41.6% CTh o7z, 2 FAMFRNEEMIL, (LFRERIGRHFT 31.6%.
(L REBEIRIE B T 22.1% CTh o 7=,

RGO RIBIFEBI COFMEE S HICHBRT 5720, < OMER G 430 #) Z5&T 2 >Ost
U ha x0T ¢ 7HEIEGBR (CA184332, CA184338) |Z81F % Ipilimumab 3 mg/kg HAMERIE D A A7
AR DT 21T > 72, CA184332 ik & CA184338 AR T OS HfEILX, T ZEh 11.5 v H (95%
CI: 89, 16.6) KO 145 A (95% CI: 129, 18.7) TH Y. 1 FAEGFEROHEIEIT. 46.7%K
59.2%Td ¥ | Ipilimumab DK RER CHERE S ALTZ RIS &AL FHRIERIGEFI OFER L —BE LT
oo S HIT, KRIBERZ x5 & L7z ipilimumab 10mg/kg & DTIC O {f &1L & DTIC BAMUEE DA %)
PR V22 4k % 5EAl U 7214056 3 AHRRBR CA184024 FBRIZIS1T D DTIC T OS FHRE, 1 447
R L CTRIERIZ S o T,

ENRERIZ I T DA 2%

FEINEE 2 FHERER (CA184396 3klh) TlE. (LSEBEIERIGHE SUIREIRHR O B A AT WM Bl B
Z x5 & L7z Ipilimumab O BfEA— 72 7 ~ULEE 2 fHRER TH 0 | Ipilimumab 3 mg/kg BB L D%
A R OV 29 % 3 A L 7=,

EEHMIX Ipilimumab 3 mg/kg HMEIEOZ M EZFHMET 52 £ Tho7z, BEIRERIZ, mWHO #
#eZ2 HWTC, Ipilimumab BAUERIEOHUEEL SR (BORR) Z#H#ET HZ & ThoTo,

Ipilimumab 3 mg/kg 2345 5- S 4172 20 BilH, PR 23388 LAV DL 2 Bl CRIBHFEG] K OBEIRHE B D45 1
#) . SD 2 FRO LT DIT 24 (FTEERIER]) . PD 23580 b/ 13 il FHlAREDS 3 151
(IE D FESSREARATICSETS) T - 72, BORRIE 10.0% (95% CI: 1.2, 31.7) . DCR % 20.0% (95%
Cl:57,43.7) Thol=,
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HEATHEVE R A E I 5 5 Ipilimumab 3 mg/kg D72 4MEIZ DOV T

HEA K ONENFRER OFE S5 | Ipilimumab 3 mg/kg NSEITHIEPERAE I L, AEEOH (200
DOTMARAETHY, AEFRIEHEHAETHDL Z RSN, (FEV 22—/ 2.74)

o EIREMIZ 6t L L HEN S 3 AHRER (MDX010-20 38BR) | W ONCBEIRIRGI M ORIEHE G
ExGL Uiz 2 DO¥ESNE 2 AR (CA184004 B M (Y CA184022 #kER) D4 3 mg/kg
BEIN D 70 D 2 AVEfTEEN] (BF 754 #1) 128V T, Ipilimumab 3 mg/kg BB EIXIMIZS 7] fE
ThY, AEFRIEHTETH-T-, T2, BHFEFEZSRE LEE 3 HRR
(MDX010-20 #5#R) 1238\ T, BHAFEOFESUIRNAFRIEOEIC L 5 irAE ORBLEIG LY
HIEEOZEITRD e o7,

o VA 473ER (MDX010-20 55k, MDXO010-08 75, CA184004 7k, CA184022 #ER) ZHA
L7c et G 696 #) @ 5 b AL FRERIBES] 141 HlIZF1) 5 Ipilimumab
3mgkg DAL, ALFFIEREIREG] 555 FlE R CTH 7=, Fio. RIBEF 55 Bk
i} % Ipilimumab 3 mg/kg D& EMEIXEBEIR RG] 641 Bl & FEECTH -7z, L7z - T,
Ipilimumab 3 mg/kg ITRMTERDOE DL TMHAFRETH Y, AEFFRITEHATRETDH
277,

o WAL FEANT T ¢ THIERBR TH D CA1840338 RERD RIBHFHIZI T 2 Ipilimumab
3 mg/kg HMPRIEDZ AN, FIRFER DG FFRIERTGIFR G N OCBLIE R BN BT 52t &
FEETH > 7=,

EINE 2 FHakBR (CA184396 #kBR) (ZH\\ T, Ipilimumab 3 mg/kg HEAMERYE (XA T HA M B fE o H
ARANEBRF IR LIAEFRETH Y, ML SNTFHT AT X L2V THERGIIEHEETDH
ST, WERMET B 7 7 A VTR LR TH Y . WS & i LT a L D &
I IRFTRIERD bivienodz, Fo, ENE 1B (CA184113 &BR) TIL., HAA NSCLC #5
FIIKIT 2307 V2 XNV KRANRTTF P T TO Ipilimumab 3 mg/kg & O° 10 mg/kg DIl %
PR S LT,

LLEDRERE R D ARIHGET 220 TR RIT TOIRARE TSI R A & 3E LTz,

1.3 BAZERUHRE

WH. AR, AV A~T GEaFlfaz) & LT 1 & 3mg/kg Z 85 L, 3 BERKRET
4B 535,

1.4 AR UARDREELL

BETG R O THA M A RS 2 %05 & L7z MDX010-20 588% (N=676) Ti&. Ipilimumab ® ¥
BE LT, 3mgkeg% 128 CEAH) (2H7=0 3EMET 4B 5 L7z, Ipilimumab 3 mg/kg ITAEH)
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%K,{j@ﬁﬂa& E',g‘ﬂ"é in vitro T@T‘_‘& (:’E' /3—‘_‘/]/ 2.7. 2 3.1.2 IE) &U‘%i’bif ﬁ,ﬁéhf:%ﬁl;
KRB O RICESEBIRSN - ARETH o2 (P 2—1 272, 3.61H) |

MDX010-20 FABROFE R, Ipilimumab 3 mg/kg [ZBW T, BERAICEWRDH D, MOMetFICH &
RAEFMOIEE PRI, MAEELRO NI, £o. ANMEICET 5 E-R ST ORR,
Ipilimumab 3 mg/kg # 5-RFIZHEHI X415 Cminss @O 5 /83—t Z A VEHE W I RVIRFEREIZBWTH
Ipilimumab #5723 OS ZIEE S5 Z E B 51TV | Ipilimumab 3 mg/kg O HEIZIBW TR 7
Ay bbb T ILENARTHLIEEZALNL (EV2—/b 272, 331 H) , &b
MDX010-20 55R T? Ipilimumab 3 mg/kg HIREIE O HURE S RIL Ipilimumab 3 mg/kg HAME 5- 217
ST 2 FHRBRO ARG E b —B L TR, PK, EIFEr—% (HZIC ALC 23#E0)
225 b Ipilimumab 3 mg/kg 7 XFFTARERNPEOLNTND (P 2—/1 272, 3.61H) ,

S 512, Ipilimumab 3 mgkg Z & E Lo RIGFEMRGT —4% (N=35) KROMbFRIERIGERGT —#
(N=78) 28T, MDX010-20 Bk & RO EFRBONMHER I N TR Y, £72., Ipilimumab
3mgkg @ PK. E-R fEHT R V22T, AT I R AR 2 aiaRIEO A EIZ L K
XRMETRD N2 (B 2=V 272, 3.6 R OEY 2—/1274) ,

PLEX Y | ETHEERAEORNARIEO A I ) 57, Ipilimumab 3 mg/kg % 3 H & T 4 =]
595 FIEIFHESEHE - HEE L GENTH D LB LT g

CA184396 sl Tlx, AARNETHIEMERARMBHE (N=20) ZX5 L L, Ipilimumab 3 mg/kg % 3 i
FIFR T 4 [ 5 L7e, ZORER, EBREREREL S OAEFS OB, BEBEE L OEEE I
SONT, ZNE TICENRBR TIRESNIZ LD EH_NTRERERIALON -T2, AARNCH
HIZHBL LA EFZIIRO LNT, SRR & RRICIRRE L BEOH 5 FHEFGOL  1T0E
BEDOHFEFEZ ThoTc, ZNODOREEOHEFERITIEHAIETHY . MAFRETHD Z &N
EREINT (£ a—274) . AhETIE. Ipilimumab 3 mg/kg 2385 &7z 20 %, 2 5112 PR

(RIBFEG R OBEIE B O 1) . 2 BIZ SD (T XTBEERAF) 2RO LN, £z, ARBRO
BORR } ' DCR I Z AV E TICHARABR CHlE SN DO ERETH Y . HARANTBW T b RITAFEE
DHEE DO AL RET LR RPHERINTWD, 72, CA184396 B L U'H AN
NSCLC & Zxt4 & L7z CA184113 RERDFER D, BARNE HARALSD PK K O 5412 B
LU CHERMICEE I W2 RS (BEV=2—1272) .

PLEX Y BARNEITHEEM: B E B (2% Ipilimumab 3 mg/kg BHAMEE O 3 MR, 4 BI#5
ITEDNRIBRIETH S MWL, SEHRETL2HELOCHER B, AKX, A8 AT
(B 7HAHL2) & LC1RE 3mgkg & sdfeiE L, 3R C4mBEET 5, | ERELL,
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1 FRALOIEE () B&LUTORERRN
A EoEE (%) AR TE AR AL

€ LAFNIHEEG R TH 0 . KA O

1. AANL, BEEHI XIS TE B ERRICBW T, XA
EFIFIRIC A5 7205 - R Z R OEMO & T, KAlD
i A3 Y & S D JEFNIC DWW T OREET 5 L,
T, WBIEBRICEN D, BE XX OFRICEDHEL D
faltE 2+ L, REEHRThHhoRGTLHZ L,

2. KA GIZE Y, EER TR, KBk, HILEZELR D
LD ENRDHY ., RFOEGKET IO EH ARIZHE
L, ECICE-sZHbmE SN TWD, GHREZT TR
<, BHERTHLBIZZ 01TV, BENRBO LN
B2, BIRERE ANV CHOFREEOM#EY) I VE 21T 9
ZE, (THEKOCHEICEETMEH EoEE) . THE
BAERREE) . TERKREWEH] OIEER)

EFICER L. B DL b ONE
EAE A HEYE DB S 5 LR R RIS
DT, B e BrE MRS A O R
HWICHEL CRRE LT,
2EERABRICB W T, AFOFK G T
Bon A%ICEE R TH., KBX, 1§
{LEZANFEBL L, FHTICE S 4
b@EShBy, &5HRETF TR
<, HERTHROLBIEZ 01297
W, BENRBD LN EHEACE. B
R AT RO GO E Y] 7
WA 2T OMEN D HT-ORE L
77

22 ROBEFICEFHESLAENIE) ]
AFN DRI L B FE OBBUE DBEFERE D & 5 B

RENDO R HR LT, HE OIBEUE D
BEERR S DEEFEEEER L LT,

<EER T RICEHET HERALDTE>

(1) TEERAAE) OIHONEZ B L, RKEIOFMER N4
PEZ 0B L7 BT, EISEBEORIREZITY 2 &,
BRI, ARIRBEN 72 WEBE ~OF 52O TiE, AFIL
DGR D EFEIZ DOV T HIEEICHHT 5 Z &,

QARAFN DM t2 MBI L FHIEZ I T D A ME K OV A 1R NT
LCW7auy,

(D) AR BT D%, TERRGRE
DEONRERI L, K& OH M
KOV E 2B g L= BT,
TSR ORINEZITH 2 L DNET
HDHZLEMBREE LT, o, BA
WREN R VEREF~DEEIZ ST
L. ARFILSDOIEHE D FE R IZ->u T
HIEEICRFNTOIMNENSH D Z L0
LRXE L,

Q) AFNOWL L FHIEI BT 568
2t e OV PRI HENT, S LTV R
ZEMBERTE LTz,

<AZERUVAEICEET 5MRALOIE>

(1) RANIM O FEMERA & FH Lanz &,
DIEE] OHEBM)

Q) BIWEANRE LIESHAICIE, Tl EHEESEITAK O
WhHEZIEM TP ik+ 5 2, ( TEEAREKRHE
B . TEXKZEWER] OEBH)

B 5IEH K OV IR o Fa

AL

Grade | L T X|IX—RF
A NZEIET S £ THRS
IEMIT 5, N WEEE
(ZDWTIE, SER A ETE
T 5 F THREZIEH S
5,

FREREHEE CHE LW

( TZoft

RITEH

- Grade 20D RIWEH (N5 sk
ER O EREE AR

+ Grade 3D i fE =

o JEAGEME 0D PN 4y W i

(1) ERARFRBRIZ BN T, ARFNLS B
DURIFIRAT T =T L OHF R
FAZ &0 HE O RE R 0N =
B LTz, £72, ZOMoFrEMs
RSB & DOPFHIZOWT ., b &
OZEMIIHEL L TV RN D
BRE LTz,
BIVEF A RE LG, #ho
FEUE|Z D & A & B 3 kT
REZ LD, HKEBRCHERLE
BIEMREHET L) X LEITCITHEE
L7,
(3) AFNZ. 90 432 TR EEAT
2T &, Fe, AT HHEAICIE,
AFAEI UL 5% R 0B ERR

@

SN—
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A EoiEE (5)

A EARAL

Had, g zehikd
Do

KL IET 5,

- Grade 3DRIEM (N iskE
FROBFEE 2 FR<)

- JRETHY 7 S IR E A
ZhC72\\ Grade 2Lk E DR
bR E

+ Grade 40 7 Gk E

Grade X NCI-CTCAE (Common Terminology Criteria for

Adverse Events) ver.3.0 [ZH#EL %,

3) AANZX, 90 T CTRmEET S Z &, 7ok, KH % A
RLCRET2HEEICT. AFAETE UL 5% 7 K oEE

A WD Z L,

EHND Z ENBRRIE LT,

1. HEBRS (ROBEICITEECHRETEL)

(1) BEDOIFHEREREE O & 2 BE [T L TR0, ]

(2) A EERBOA O TR L < IXFE3EMED A Bk
BOBEEROH 5 BE[H ORERENNET LI2B8Z0WNH
%, ]

(1) EE DO AFHERERE D & 5 B ITARH
PG LI-SAa ot ld o+
DIRT =PRI EPHRIEL
77

Q) AFNFE G X, B OREEEN
EITOIBZENWDRHDLIENLREEL
77

2. EELEXRWIERE

(1) ARG T 80 H%RICEERBWEN (TR, K%k,
TRAEKERTIES) PbobbnbdZ&RdHh, FETICE
STH L HEINTWVWDHDOT, KFITG-RTH LBIEL T
ATV, BEPBO NG EA X, BYRAEZITY 2
Lo (ML) O TERZEIEM] OHEZH)

(2) F R4, AST(GOT). ALT(GPT)% D b5 % fF 5 FFkaeRE 2
HbobNdZENDHDHDT, EHRITITHERREZITV,
BEOREL IR T A&, ( TERZEIEH] ©
HZM)

(3) FHERK, TRAFEEEIX TAE, FURIREEREIR TE, BRI HERE
RERDLLNDZENH DO T, EMACH R IR EER
BEEITW, BEORELZ+DICHRTH L, £, ME
(IR T 2 v — v ACTH O RFRRAE ., Hi{RiR
EOEGEET DL L, ( [HERZREIEMH] OESHR)

(4) Infusion reaction 23 F& 8192 F[REMEDY 8 %, Infusion reaction 73
D LN EITE G RLE 21T 5 & &b, JERAEIE
THETCEREOREBEZ IR TH L, ( TEKRZRE
EH) DEZR)

(D) AAIEGHET N BE oy ARICERER
BERR S LOND ZENH D L
MBFRE LT,

Q) MHREEERHL LD Db
0. EHH L ITHERER A 21T O B
BHDHZENLRE LT,

(3) FEE(RZE, TIEMABEREMRTE, FR
IRBEREAR TE M ORI M e 20 &
LD ENRHY, EHRIZRHR
BREERERR A D FEREIZIN 2, MBI
CCif=vF Y — ACTH %D
i DR A SO T A A D FE it 2 B T
REXZEDLRELZ,

(4) Infusion reaction 23 HL 7~ 5 A EEMEDS
HHENBERE LT,
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lEH EoEE (%) X EARHL

3. EEA

BMERDOME RIlVEH O ZE

< [E P ERAR R > ENE 2 HRBRICBW T, BEHRH

FEIPNEE 2 FERRBRIC IV T, AFIAS B 5 S 7z 20 6194 12 41
(60%) ICRMWEANRED bz, ERRWEAIZ. 3892 741
(35%) . FE\. AST (GOT) L&, ALT (GPT) L& % 34
(15%) . Z 2 FEiE, BAEGE, TH & 261 (10%) Th-o

7z, UKGBIF)
<SR AR >

AN 3 AHRRBR IZ VT AR G- S 7= 131 69 105
B (80%) ZEIER RS Hivlz, EREWERIL. TH#i 36
(27%) . F IO, I 3261 (24%) . L 314
(24%) . FZ 2561 (19%) . W& 16 11 (12%) . BAkJER
1561 (11%) Thot-, KRR
[ERABEVER] kO TZofogfER] ORREEIL, H
W 2 FHRRER K OWESN 3B 3 FHRRBR O ARFIREDFE R 2 B bH T
%&Lh)@:ﬁ%%3ﬁﬁ%@$ﬂmmmﬁmﬁ?@%ﬁ
BEEE)
FRERBRUAN TR SN EIERIZ DWW TIIBEE R & Lz,

(WEXEZEIER

) KREER, EILBEZRIL - KIEx (7%) . WEEZEL (1%*) 2
HEPONAZERDHY, HTICEST2HILIEIN TV,
T2, HILEZEINR D LN ZITBUIENS H S b 724
WMESNTWEOT, BEL 7TV, BRESRD LN
LA, AFI O GIEH T F IR, B RERLVE CH O
B LY RLEEZITH Z &,

DEEDOTH : BEEOTH 4% NELDONHZENHDHD
T, BIEZ 01TV, BEIRBO ONTGAITIE. AFO
BEFIE, BIBRERLVE RO 55O 7oL E 51T 9
ok,

3) FARE, FFHREREE - IFA2 (1%A0) . ALT (GPT) L5
(3%) . AST (GOT) LH (3%) %&£ fFHsRER =N H
SONAIERHD ., WEICESTHHHESNLTWVWAD
T, HHEREOFME, BEE HoIdTV. BZERRDL
NI AIZIE, AR O GEM X T ik, BB RE R LE
R OB HEDEE) I EZITH 2 &,

4) BEOREEE | PR ZESAAFIE (Toxic Epidermal
Necrolysis : TEN)  (1%Adii*) | AFELEREIN & 2 EfEdk 2 1
I HY s (DRESS)  (BHEAH]) ZHOEEORERENH
LONDLZENHLDOT, BIEEHIIITV., BREDRD L
NI AR, AR O GEM X T ik, BB RERLE
R OB HEDEE) L EZITH Z &,

5) FEfEK, TERABEETE, FRBSEIETE, BRI
e FEEE (1%) . FEEEEETE Q%) . HIRR
HERBIR TIE (1%) M OEIEHESES (1%) Adbbhd Z
ERBHDHOT, FIRIMRIERE O ESE, Bleie 01T
W, BENRD LNIEAICIE. AR ORGER, BB
RIVE CHIOES., R A FEIRIES O A AL E 21T D
&,

6) RIHRREE : X7 « N U—JEERE (1%RH*) S0ORM

10% 2L LD RIVEH 2 Fo# L7z,

WA 3 AERBR OAKIFEICIB VT, F8
HREN 10%LL FORIERZ 38 LT,

HR72EINEH L2 OMOEIER O3
BUREEIX, ENE 2 MR & OV
3 FRFREBR O ARFIRE 2 A Lo R
SR L, (k. LRoOfRT
FEN RS, WA 3 HHREBROA
Fl+gp100 DRAIIECTHRBMN R LI F L
WZOWTIE, TORBBME LT L
72, ) F7=. Company Core Data Sheet

(LN, CCDS) ZH-D> = Fdak L7z gl
TERIE. BEARB & Lz,

(HEXR2REIWEA

B DR 3R K O A I TR IS 3B L
CEMER OO B, FRCIEBENLE T
DIZHOWTEL#H L7,
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A EoiEE (5)

A EARAL

MRREENH HDLNDLZ ENRDY, HEICE ST HHE S
NTNDHDT, BIRE5IATV., BEDRDONTEHEIC
X, AFNOFGIEH T I, BIEREARVE S OG5
DO 7REZATH Z &,

7)BEE  BALY (1%) SOBBERHLDONDLZLNRHD .
LI E ST A SN THDHOT, BlEE 3TV,
DD DN AT, AR ORGIEY S TH 1k, FIE
BERNVE CHIOEGEOBEIRE 21T 9 2 &,

Q) BV EMERERAR « SVEPEL S nE AR (1% Am*) | Miilse
(1%A*) FEOREMEMEENH L DLNDZ ENH Y| JE
CIZE ST HE SN TWDHD T, BlEEL I TV, &
WO BAVGA TR, AR OB GIEH STk, B
BHRNVE RO FEDOBEYIRNEZITH Z &,

9) Infusion reaction : Infusion reaction (1%) 2H LoD &
WD DT, BELT7ITATV, BENRD bILGEIC
X, AR OG- Z RIS 5FOMU R EEZITO Z L,

(2)% DiLDOBIER

mE 5%k
B

5% REARH

BRE | & D FRIE, %

123

O FEMERE . BE TR
%, BERLIBIREE, HL
BE. ®HMET O FEIE. &
WEABE, BB, BT

PGS, 15, R
B BUEHIL, KOS
RO, I BRAR A

Mg, BEEE

HAE | B TEe,
o N

HEES AL, TS
fERL, R

B,
TR, RIER,
NEmEde. Mgk, @
FRCEENIPNAIECN
AVTA Y=
L& T IT—
LS

==
N
g7

LR AR RE TTHEAE

PERRFEREIR T, ik
FCR BRI AR £
&L =g
—ViA =
FakrUEd,
s A hATE
B, 7wz s
F B

ALP E&H, ey e
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BT LTz,
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PEMfatt 2 Bl S & S h DG LAMTITRE Ly
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A EoiEE (5)

A EARAL

L LTV, B b IgG i3 a# A @i 5 2 & AN &
NTHEYH ., RFENIREA~BITT LML L, £z, @
WMER (V) TREBRY»O ot E CoRbEIZED,
AUC (i CHRIERE EORN 83 fFICHY TG ET, W
JRAFERR SR ORI, HpE, HARKEENED b, AUC
Lol CHERIR B EOR 3.1 YT 5% 58T, FiE, &
PE. HIZER O RIZE OB OHMAFRD HA T
%o ]

QMG T 2561, BALEPIbEsEsrZ &, [BWE
B (D) 1B DIEMMT o#E T, HLith~oBIT
NRDOLNTWD, £72, & b 1gG Xt b8BT+
D, A OBATT B MRS 5, V]

WCARBN B G- D0, KREIFEGHO
AR L7256, ARG
K DA, TRPEENE L 5 AlhE
WRDHDHZ L EBBECR LT, +54
BT MR H D Z ENDEREL
776

) iz HBRICIB VT, Fith
W EICBITT D2 2 ERHE ST
WhHZ &, 2 b IgGlit MR
AT 2720, KRILBITT D
AREMENR B D Z E D DERE LT,

6. INRFE~ADHRE
INRE T DM B OB I IMEST LT 7au,
BR2N 720N ]

RESEES

INRECOERRBRN L, Btk
OB IEDNTEST L TR W EN B R
E LT,

7. WALDEE

(1)ERSEF

DA GHNC, WikE BRI E VRS D 2 &, RANT S
A~BAODOMAL 2RO BB DD, ML H1d1A 74
VI ANE IV RESND, eB. ACARY XTI L
REANPBEO GNDGEIIEH LN &y

DAANX, ToFFE, b L IFEFREEIR UL 5% 7 N BT
FHikZEHOT 1~4 mg/mL OREIZHINL, £HETLHZ L,
AR L . R IECICHERT S 2 &, F. EiRIE
BIETH L,

Q5

DARBNISFEEER & LToRHFAN, 2RI ThR o
E,

DAAKNL, 02~123 78 DAL T T T 4 NE—ZHN
ATA T4 NE—FBLTHGTDHI L,

NAANT, ML LT ek v EET L L,

CCDS M OMLoOFEAITOFLHIZHE L T
FRE LT,

8. TDMDIE

(WS K EN OFERRBRIC BV T, AANSKT 2 HiR 0 pEA
DWE SN TWND,

QAR E XTI RS LIZENE 2 FHRBRICE W
T, EEOEEREENGHEEICEBLL, AFENRRD 5
Nhotz, Fio, RFNERLAT 7 =2=T 2B E L
WAV 1 AHRBRIC W T, B O TR RERR 5 23 m A B 1R
L, ZEMERBD NN T,

(O ONE N ERRRERIZ BV T, AR
BNt T D HURDEAE DN RE ST
WAHZ bt L,

(2) E N KL QAR R AR I T, Al &
BHNVNRD NIRRT T 2= b
OFFRIZ LV | FEEONFHERERE 2
EREEICRE L, ARENRED LN
IR To T2 ORIE LT,




201X 4= X APERR (585 1 hiR) EES S
AT
874291
Frik: EN L. WS A, 2~8°C TR RRE
BRI AR T P A SEAIL L
R IS, AT v Mt k CTLA-4 &/ 7 0 —F PR [ weme
' —R A ° B ERE & 50mg
YERVOY® Injection
A Y AvT (Blarfz) BH
[E4]) <EEXIEZRICEET SERLOEE>
1 AAIE, BARC 4 RtEC X HFR&KLHT\ﬁAM (1) TERPRARAT) DIEDINE %3 L, AFIOH IR 0% 42
SN |53 72 T - EERA FE SRR b & G ARID M BB L LT, SRS ORIRETTH T L, BT
%w&ﬂm*ﬂéfbmow*@A&5¢7 N L BITEIRIE A 2 R ~ DB AT DU C i AR DIEFED

BRAAICIENE B | B XL E O F IR I K Oa et 2 -+t
AL, RIEEESTroiRETHZ L

2. RFIFEEIZEY EER TR, KR, HEEZALRG LD
NHZENHY | KHIOBGHE TNy AHRIZHBL L, BT
WE sl s Tnd, EEHRET TR, &5}1‘*1’&
LB E ATV BRESRD SRS, BB R
VR VHIDOEEEOBY B ETTH Z &, <FH4«1LJ><@H4£
WBE T A ForE) . [EEAEARNER) | TEXk
BIEH) DEZH)

ERIZOWTHEEICRF T2 &,
QAFN OWEAB L FAEIE R IT 2 A 201 OV MRS
[PQAYAIAN

[RERUVAE]
WE, RAZIFA B AT BIEF##Z) & LTLHILE
3 mgkg ((KFE) % 3ERIFER CARLAHEEET 5,

(#£E (ROBEICEEELEGNIE) ]
AR DA UEEOBBIEDOBIEREO & 5 BF

<AERRVARICHAET A LOEE>

(WARANI O FUEMIEEAl & 0P L22nw 2 &y
B DHEBHR)

QREITEA B RBL LT 8HA8121E, FrodiEHEE BB ITARF O£ G-
BIEHIH T 52 &, ( THREREAMER) . THEKR
REWER ] OHEBH)

(TZofhovE

IR TIBRA RE 722 e T (0 I

(H

(48R - HE4K] B 5RO E DR
1. 48R AL L
. 134 71 (10mL) o Grade 200FIWEM (NAMWFEE | Grade 104 F X3~ —
R sy B B A B <) AT A AT
— - — * Grade 3D JZ fI#E ETREZIEHT D,
Ak AVY A~T (s 7HIRZ) 50 mg . RO P A I A TR 12 VST
b o A 2 VIR 315 mg . RERASEE B
‘ Bk r v L 584 mg THREEEHT 5,
O oS Sl 100 mg AR TR L7
# CZF Ly N T I AR 0.39 mg WAL, WS AT
Y L— |k 80 110 mg 7.
Z Ol pH WEiIA &2 EH T 2, * Grade 3ORNER (NS | &5 &2 5,
FHNETF v A =— AN L2 Z —JREHIEE v TibE S 5, KO SRR A bR <)
2. HAIOMR o JRPTRY IR e MRIRE N B %)
M~ A D XT3N HL T72\ Grade 2L EOIRREE
S8l FOtE 29 21T kL 2 DT 7z  Grade 40 J7 g%
BOHZ LN D, Grade (% NCI-CTCAE (Common Terminology Criteria for Adverse
pH 6.6~7.6 Events) ver.3.0 [Z#EL 5,
BEER (PR COAANEZ. 90 32T THRIEFHET D2 &, P, AHIZHR
Wk 5 ) 91 LTl 59 25010 id AT UL 5% 1 o BHESHE
EHWAHZ L,
(%R (EZhER]

{Em:w;rsl
. HERE (ROBEICKEEICHSTEL)
(1)@“0)%%’% HED D D BE[ AR L THRY, ]




(2) B SR B OB O UMY L < ITEHEIED B Ot
PEOBAERED & 5 BEH[ A CAERENEET 2T n
Ho, ]

2. BELGERNERE
(WAANBER T DHon ARICEEZREWER CF#, K%,
FREAHEBIKTES) B bbhd T ERHY | ELITE-
BB HE SN TVD DT AHIFGHE T % BB E 471
TV RFEPRD GNGEIT SR AE 2T 2 L, ([
H1 . THERZEWEM) 0HESHR)

QHF R4, AST(GOT). ALT(GPT)2D | 5-% 1 5 ATHEREFEE )Y
oD T LN LT, EMRIITHERE LTV, &
FEOREL TR T D2 L, ([EXREER) 0ES
)

Q) FEMARK, TR TE, FIRIRERICNE, &I HELE
REND HLND Z LW 50T EMBNT FIRIERE R A
ATV, BEOWREL TR T 22 L, £, MBS
Ui a gy — ACTHS ORRARIRA ., Mg o %
EHEBETDHZ L, ( TERRRER 0EZHR)

(4)Infusion reaction3 & 3% A[REMEA & 2, Infusion reaction)?
R ONTG AT LB AT 5 & & bIC SRR EE T
LETHEOREEZ H2ICHERT 5 2 &, (THERZENEM)
DEZH)

3. EMEA

BEMEROME

< [E P ER AR AR >
EINEE 2 FHRBRICI VT ARAIA BAE: 5- 47z 20 B 12
B (60%) (ZRIVEMZFES bz, EARBIERIZ. 35 76

(35%) . ¥#E, AST (GOT) E&H. ALT (GPT) L& 43
Bl (15%) . & D FERE, AABOR., TH & 261 (10%) Th
ofc, (KRR

< YRS R AR AR R >

WA 3 FHERBR I I W T UARRI B 5 S 7z 131 6l 105
Bl (80%) IZRIMEFMRD bz, FREWEMIZ. T 36 i
(27%) . & 9 FEIE, JHH 4 32 B (24%) | L 31 41 (24%)
392 25 B (19%) . &M 16 B (12%) . BAKIEEE 15 41 (11%)

Thotz, OKRE)

TERZ2BIER KO T2OMORIER ) ORBUEEIT, EHN
5 2 FHERBR K ONEAM 55 3 MR DO AFIRE DR R 2 & D TR
L7ee (e ifEshes 3 ARBRBR O AH+gp100 (FHIHE T DR BUHE)
ERCERBR LA TR0 DV RWERNC O W TSR & LTz,

(HWEXLGEIER
1) KEge, HILERH : KBK (7%) . HEEZRL 1%*)
DHOLOLNLIERDY FHLICESTflb@RES TN,
Fio. HILEZRLD 5 DN ZIINAED & & DI fl b
WESNTVWDOT, BIEEZ DT, RESBD LN
e icid, AROEREGEH ST PIL, BB R E CHIO
B GE OB R E 2T S T &,

2) EEDOTH : HEONH (4% BdHobndIeNHDHD
T, BBz o7V, BEED DG EITIE, AH

ORI, RIRBEE R NE K OB E5 DY) e L E %
1792 ¢&,

3) BF£, @RS : T4 (1%K0) . ALT (GPT) k
A (3%) . AST (GOT) k5 (3%) %% k5 fFhErEEN
HoONDHZZ ENHY FHEICES=HHHRESNLTNDD
T, FHRERAE O FEhi%, B4 0170, BELIRD S
NIHA T, AR OFGIEH 3L, B B A VE v
FlOEGHEOEY RN EZITH Z &,

4) BEEOKRRESE : PErERLZBELMAIE (Toxic Epidermal
Necrolysis : TEN)  (1%A0*) | AFEEERIEIN & 2 &Rk %
PE5 3 ROE (DRESS)  (BEEARH) HOEE DK ERE
BHOLOLNDZ EBHHDT, BEETHITITV, BENR
B HNTZHEITIE AR OFRGIEM T 1L @IS g A
EURIOFGEOBEY LB AT Z L,

5) FTEAK, TEFEBREETE. FRIREEETE. BITH#
RBAE : TEARK (1%) . FEEEELRTE 2%) . Fik
MREEREIR T (1%) R ORIEHERS (1%) e 5bihd
WD DT, FRIEREMRE O FE NS BlEE & 40T
WV, BENERD B EAITIE., AAIOBGIES, BT RS
BNEVRIOEE RVE ARFFRIESE OO e #2175
Zk,

6) FHMEEE : X7 - SLJEBERE (1% ok
MREEND LD ENHY FHELEICE 2 b HE X
NTWD DT, BEE 5TV, BEIRD bNHEIC
X, RFOFGIEH T AL, BIE BB A VE OG5
DR RAGEEITH Z &,

7) BEE BAE (1%) ZOBEERL LD EBHY
HEICE ST LME SN THDDOT, BlEE oI TV,
EENRD LNIZGEITIE, AR OB GEH TP 1k, &I
BOE RN CHN OB G EOMEYRNEEZITO 2 L,

8) MEMERERE - SMEMER S5 EAEERE (1%A) | Ml (1%
Kii*) HOMEMEMEERH b2 ERNHY, LI
Eolflb W SN TWADT, BEEE T4524T0, BN
D BT EITIE, AFN OB GIE SO IE | R R R
WV RO HEOBY R E AT Z L,

9) Infusion reaction : Infusion reaction (1%) 23& HHiLd Z &
DO T HBEE+HIATO L EERRD b HAITE,
KEN OB G2 P I+ HEOWEY R ABEEITH 2 L,
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M H L A

& | JEsw AR, GERA, MR | FEMERE. mEK,
o fEmse, ik, @

@




|R, WX, BR.
B, RIS,
A LR Y R—F
LR FT T —
¥ EH

. Ty FHAYMERE (L, L ST

i i e AR, D

g JZR A E

H

ifi. 1. i, Vo]

i’ BRIBUIE 4 BRI
DE LN R
JiE. AFBRERYEINE

G

SiE

4 9 H %

JH

%%

H FORARFERETTHERE | MEARFEREIK T, M

5 FROR IR o % A v £

A v ERL = vF
i N
LFabu U
DT A R AT
v R i e
Z U F R

i3 ALP L& My | g FFER, BEE,

i Ve k5 vy -GTP L5

& SRERIRRE 8 B SR A
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e T8/
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%

2| PRI HE WIEOMIPE. B | KEORE, EHE.
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. WD, A7z | RIERSIEGERE

Ei'a YRR BT

5. JERR, HESEALIE

h Ji. RSN

Iiva

| AEkEEE ik JEIEE A E A B | (K

Eil J1 Y v AME, K
KU v AME, K Y
VERMAE, TV h m
— R

iR B, 7 KUK | RS, AR,
GV N AW N
BN | R > E Ak

B SEUR . BRIE RN K= 2 —nm

& F— KRR =

S 2 —a T — FH)
D FE W, IR, K
1 AERERE T M
i, iR bR, E
TR, R, 1A
7 u—X A EIER
MEJPEAER . B
[LES

Uil SETLIRAE, Fniikag

i b, 9o, U E
R — Rk

i EIAL, IRME., 13 | mAEL. mEREE,

©)

4. EHRE~ORE
— I EEE TR AEBEENMET LTS 2 ERZVO T, #
FOREBEMFR LR OEEICEET L2 L,

5. pEtw. ER. BIAEE~ORS

(DA SUXAESR LT 5 FTREMED B Bt IS, 1R Lo B
PENfERME R BRI &R S 4D G DM G L
Tk, E, MR A AREME O B B im AL, W) ARk
ERHWAEHEET L 2L, MIRPICAAIZRETE0. A
Fil#e G- i 0 BEDILIR U 7235618 RFI 512 L DM,
TPESENA U D AREMEN H D 2 Lo\ T, BT+
T5Z &, BHRFOERGIZBET 2 22T L TR,
b MgGIEEBE @R T 5 Z L RME SN TR Y . AFITE
WA~BATT DA R S D, £, BER (1) CHRE
RN DO E COREIC LY . AUCHE: Cla IR &
DRI MY T 5 58T, R AETERS R DO HTE, T,
HIZE RIRIRE 2GR0 DAL, AUCHE: CRIRIRE B O3 1%
ICHIY 28 58T, HiEE, B, AR O RIIET S 0%
BUEEOBMAED LTS, ]

QBRI ET 2561, BAEPIEsSEs L, [EE
Br(Y ) B AIRME R 085, St P ~0BTN
WHOHLNTWS, F72, t MGttt MLHHICBITT 572
b, AFLBITT AR S D, V]

6. MNEEFE~ADIKE
INRENT T D 2 M R OV B R I3 RE ST L TR,
BRAS 72N ]

[ e

7. BALOEE
(1) SR
DAFIFRGAIC, WiEE BRICE VR 52 &, AANTY
B~ OO T 2RO D ENH DM, RLF1%1 >
TAVT AN —IZEVREEIND, B, FORH U
HOELREARROONDGEIFHA LN &,
DAEFNL, ZOFEE, b LAFEHEBER UL 5% 7 KU EE
FHE A T 1~4 mg/mL OREICHIRL, BE5TDHZ L,
3R L, RIS 2 &, T, R
ITBEETH &,




mL)

TR (g

i 4 A B

QEEE
DAFNIAEFER & LToRAV, SlEEIIfThRn D
L,
DAANZ, 02~12 3700 DALT T T 4 E—H N
AV IA VT AN E—2BLTHEETHZ L,
NAANT, M L7=T A k05T 52 L,

8. TOMDIEE

(HHES K ONE N D B R RBR 12 3\ T L AFNC K B HifRopEL
NREINLTND,

QAR & X HNRY 2 FPEHEES LT ENEE 2 BRIz B0
T, HEONFHEREMR S S B ICRE L, AEERRDO B
Rinotz, o, AHERLT 7 2 =T OGS LTZiEA
%1 HMRBRICIW T, BE ORI E AN S I HEL L,
BAREDBRD SN o7z,

[EEhRE)
1. Mg

(1) BE#BSE<SIEANEITIEE>
FRIBEIBR A AE 7 MR R RS 12 IS AA] 3 mg/kg 25 LTz
L EOMEFRENSRE LB T A — & KON g
R EHERE A UL FICRT,

£ 1 : HERGROEWEIRE T A —2

Cmax (pg/mL)* 84.5 (38%)
AUC(0-21d) (ngeh/mL)* 12383 (32%)
Tmax (h)** 1.75 (1.5, 4.0)

T-HALF (day)*** 17.3 (11.0)

CL (mL/h)*** 13.8 (8.1)

Vss (L)*** 5.88 (1.61)

*RTEIE (EERED), PR (R IMIE, RORAE), e
TEE (FRUER )

100

N
0 7 Y 21 28
B[] (dav)
;W RO M ) A TR (T

YR 22)

(2) REBEE<BXRANIZHITDHHE>
H ARG IERR RE 70 M R G R 20 B AH 3 mg/kg & 3
TR HRR C 4 RLRRFE L7 & & O Mg hRE 2 DL FISR T,

K2 MERGRHOWFETA L) LT O =7 REXD T

TR
. E— 7 R ~Z 7R
P4 7 GAIER)
* (pg/mL)* (ng/mL)*
1(10 ) 59.0 (36%) [20] -
3430 H) 79.0 (27%) [16] 16.4 (25%) [14]
4(64H H) 17.5 (31%) [14]

* RIS (EBERED (B2

(373579
1. ERNE 288>
HRIAEIBRRRE 72 A)/IV ] o BEvE B Il R 20 B (RTTRIRIE %
BT 58 16 6], AGREO VB 4 4]) Zxtgl LT,
AA 3mg/kg % 3 BWIHING T 4 BAHETHE Lz, A2V mhE
HTH-o=FME (BT WHO YIS TREHEICL D
SE27%% (CR) SUIEESZEE (PR) ) 11 10.0% (95% {EHEX
M :1.2,31.7%) ThHoT=,

2. BAEIHEER (SUALEC-ETFRERRAR) ¥
BIVRIRIE % A3 2 IR GIBRASBE 72 T/ IV H o0 HEE B (2 i FR 3
676 Bl ARG L LT, AHl 3mgkg & gpl007?, AFK| 3mg/kg X
13 gp100 % 3 FAM MR T 4 [E# 5 U (AN ARFHE, gp100
IR TS o FERHEIEE & S 2 ORI T
DEBY ThHoT,

" HLA-A2%0201 BB 0 A 35k 42

2 EMERAERSEOFRRTF B, RER

1.0 oy
09 4 X —— Ipi+gpl00 B
08 4 - - - - Ipi BE
2 07 N ——— 100
£ o6 4 5N
7 oos 4
o044
03 4
02 4
01 4
00 4
T LIS A LA B BN BN B | L B B BN B |
V27 0 4 8 12 16 20 24 28 32 36 40 44 48 5. 56 )E]
Tpitgp100 Es 403 297 223 163 115 81 54 42 33 24 17 7 6 4 0
Tpi B 137 106 79 56 38 30 24 18 13 13 8 5 2 1 0
epl00 ¥ 136 93 58 32 23 17 16 7 5 5 3 1 0 0 0
2 24FHIE O Kaplan-Meier B
23 : WEANE 3R 23 ) 2 BRI RS 1SR B bR
AFl+gp100 AAIHE apl00R¥:
DF e (n=137) (n=136)
(n=403)
B AN MK 306 100 119
AAF AR T REL A ] 10.0 10.1 6.4
(95%(5 5 IX i) (8.5,11.5) (8.0, 13.8) (5.5,8.7)
epl00REIZXTd % 0.68 0.66
AN — REE (95%(F X 1) (0.55,0.85) (0.51,0.87)
gpl00HEIZ %9 2 pfiE 0.0004
e 0.0026
(it A T 7K ) (0.05)

“4)




AHl+gp100 AFIHE gpl00F¥
P (n=137) (n=136)
(n=403)
AFIFE KT D P — Rk 1.04
(95% 5 X ) (0.83,1.30)
AFIBEIZ KT 5 pfi 0.7575
(€-3E-$:5))
ERBRF

A Y A= TG EMN T U o oSERPUR-4 (CTLA-4) 1259
HHUETHY ., CTLA-4 LZD Y B FTh HHUEI RN L
@ B7.1 (CD80) K 1*B7.2 (CD86) 43+ & DfaZET S Z
Lk v iR T AR IS T B INHIRORRED & sk U, FEERT
JFUR EL 72 T ABAR O BEFH , TEMEAL S OSRaE = TG O 13RI &
O RS A BH S 5, F7o. AT HAEME T M (Treg)
OBEHEIRT R ONESRRIC I 5 Treg HOBIC X v EER
RS ETUE S, PUEEDIRETTEBELOND,

(A3 ICBET S EEFEMAHR]

— A BV AT GEEEREZ)

Ipilimumab (Genetical Recombination)

RE A ) A~TE, B MEIREHEMTY o ERPUR-412%F
THBIGTFHBZ & MgGlE /) 7 u—F AHUETH 5,
AV AYTIE, Fr A =—ANLRAFZ—JIRHIC X
DIEEAESND, A EY A~ T71E, 48O T I BRFEIED
LRLHEE (Y181 2KKOR1SEDT X ) BRFEIEN &7
DL (cff) 2R TRER SN DS V308 (T8
#7148,000) TH 5,

(&4 ]

1SS A 7 Wl 2 E O b YN TR D Z L,

2. ENTOWBRBIEF A RO TRON TN D Z Lh b RERTE
%, —EROEGSRD T —F BRI D ETORIE, 4
R 2 St AT BRI 2 M52 2 &ic &k v . AHIEH
BEOEREREILET 5 & L b, RROLEMEROHR)
PEIZB T 27 — 2 2 BNTIER U, AH OB IER IS5 2
B LD Z L,

[a%]
X —ARA R ER50mg : 10mL 131 7 v

[EEXHRE U XHEFERE]

FEXH

1) tENERE SRR R A FT & O AR D3I T 2 3Bk
2) thEEL  MESN S TR R RS (MDX010-15)

3) thNEEL  EPNE MR AR (CA184396)

4y tENERE - WSS R R (MDX010-20)

AR &
MEZSCER) ISR OB RIS E E LTH FRUIC THER T
S,

T YA v A T —ABRAEEE AT 4 DIVIERS

©)
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1 ERD—&EEAFE (JAN)

R 26459 H 17 BAFEEEEAETR 0917 F 2 Sl L v@mman RHEE) |

— B2

(HAA) A LT (BisFHEHR)

(& 4) Ipilimumab (Genetical Recombination)
L4

(AAA)

AU L~T7IE, B MREGENE T U o EKbUR-4 (IS 28 FH e b 1gGl £/ 7 n—F
NPERTHD. AU LAYTIE, FXA=—ANLRAZ—IIRMBIC IV ELAINDS. A A~
7N, A8 EOT I VKNGS HEH (W18 2 ARKK 21507 X/ BREEN 6725 L#H (x

B) 2ATHERSNDHEY 7B (15 K 148,000 TH 5.
(e 4)

Ipilimumab is a recombinant human IgGl monoclonal antibody against human cytotoxic T-lymphocyte-

associated antigen 4. Ipilimumab is produced in Chinese hamster ovary cells. Ipilimumab is a glycoprotein

(molecular weight: ca. 148,000) composed of 2 H-chains (yl-chains) consisting of 448 amino acid residues

each and 2 L-chains (k-chains) consisting of 215 amino acid residues each.

2 ERE—AEETR (INN)

ipilimumab

(International Nonproprietary Names for Pharmaceutical Substances (INN) , WHO Drug Information,

Vol. 20, No.3 (2006) List 56 (p.216) (FRATEEF2) )
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AEY A-TIE, b MREENET U > SERPUR-4 1ICkT 5 BB TE#L & b 1gGLE /
Ja—F PR THD. AV LTI, Ty =—ANAAX IR L0 EA
B4 - 34 | SnD. A ) L~T0E, 4487 I VRN O 5 HEL (Y1480 2 KK 215 H D
TR BEENS D L (B) 2R TR SN V28 (18
148,000) TH 5.
72 EBEEAI RO AT 4 RiES X 1R
&

B SR 1 X2

RIRE - DR

RAIAUIBRASRE 72 M R A i

WHE L, RACIEA BV A~T (EEFHfz) ELT1H 1A 3mgkg ((KE) % 3@

A HE bR C 4 B AHEERET D,
BISRSEDFRE
4 RO | T A A G R 50 mg
LT TR | sy - A BV b~ T BB TEIRZ) . AR 1500 mg
M B Al f g e
HEWS D ESE & (mg/kg) ERRAN
P AL > 30 mg/kg
A $¢ 5-7
B, | 55 ST s
B HRg (mg/kg/day) | (mg/kg/day) E7RPrR
Yoo |28 (q3d x | 3,10,30 30 30 mg/kg : FMEREL - KRR BRI
3) . FARMA m, RIMEREL - ~EZ B -~
~ 27Uy M
v 14 AR 10 10 L
(qw x4)
FEIRPY
v 3 AR (79 10.1,1,10 10 2L
ENED)
(qw x
10) . &R
L 6% HAM 10 10 10 mg/kg : FIRIR - FEEEEOW/D
(g4w x
5 . #RA

© 2R G EERRER O W) Rl 5 TR A R L 72,
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q3d : 3 HIC 1 EEES, qw : @ 1 [EES gdw : 43812 1 [EIES-

RI1EH ENE 2 FHERBRICI W T, AR EME 5 S 07z 20 514 12 641 (60%) (ZEITER 235388
bz, ERBUWERAIX., %2 76H 35%) . FE. AST (GOT) LE&H-. ALT (GPT) k
&30 (15%) . & 5FAE, BAJHEE, TH & 261 (10%) Tho7o,
HEAME 3 ARRRBR IC BT ARSI G- S 7= 131 #9105 61 (80%) (CEITEH 3R
Doz, EREWERIL. FHI366 27%) . Z 9 FEAE, HHEE 32061 (24%) | s
316 (24%) . 32 2561 (19%) . WEM- 16 (12%) . B8R 156 (11%) Th-o
7.
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FARD R AR

421 SRR

4211 B0 & BT % B

N P EE BN ES o ES S s B

F 7 ESllbtoay 2%

42111  |(MDX-010-008-R) Human Anti-CTLA-4 Monoclonal P 1mga~ |t FE A it
Antibody Cell Line Development 20

42.1.1-2 (STR-131) Binding of Ipilimumab (MDX-010) to r g~ | FEN R B
Human FcyRI/CD64, FeyRIIA/CD32a and Fcy 20 +g
RIII/CD16 Determined by ELISA

4.2.1.1-3  |(MDX-010-006-R) MDX -010-Mediated Effector _ 2~ et FEP At it
Function In Vitro 20

4.2.1.1-4  |(930025694) Effect of Ipilimumab on Complement- _ 2y~ |t FEP At it
Dependent Cytotoxicity 20l

4.2.1.1-5 (930023602) The Effect of Ipilimumab (MDX-010) onE 2qEegi~ |t FE A
Antibody-dependent Cellular Cytotoxicity 200

421.1-6 (MDX-010-015-SR) Activity of MDX-010 Antibodies 20 ~ st FE B2l
Derived from I =" I 24 ¢
J i~ Cytotoxicity Assays

42117 |(MDX-010-005-R) Effects of Human Anti-CTLA-4 | 2@~ [#5 FEP At it
Administration on Unstaged MC38 Tumors in 20l
hCTLA-4 Transgenic Mice

42.1.1-8 (930031729) Monoclonal Antibody Adjuvants for the 2qEegi~ |t FEH B2l
Improvement of DNA Vaccines 20
Study Report - Memo 01 ‘
Study Report - Memo 02 ‘
Study Report - Memo 03

42119  |(TIB-06-001) Effect of BMS-734016, BMS-663513 or 2y~ st FEP it
their Combination, on the Immune Responses to 2(.£E-ﬂ
Simian Immunodeficiency Virus DNA Test Antigens |
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4.2.1.1-10  |(TIB-006-001) Peripheral Blood Long Term E g~ st FEN R wF A
Immunophenotyping in Cynomolgus Monkeys After 20 a7
Treatment with Ipilimumab (BMS-734016), BMS-
663513, Alone or in Combination, During Concurrent
Treatment with Simian Immunodeficieny Virus (SIV)
DNA Test Antigens

4.2.1.1-11  |(930021444) Ipilimumab (BMS-734016): Exploratory | EEEEEEEE |- iZ48 FENHR 55
In Vitro Activation and Cell-Surface Binding Using
Mouse, Rat, Rabbit, Monkey, and Human Tissues
Study Report Amendment 01

4.2.1.1-12  |(MDX-010-013-R) Cross-Reactivity of MDX-010 to = - Z48 FENHR Z5
CTLA-4 from Multiple Species

4.2.1.1-13  |(930019518) Summary of MDX-010 SPR F - Z48 FENHR Z5
Experiments: Cross Reactivity with Rat CTLA-4-1g

4.2.1.1-14  |(930019520) Preliminary Analysis of Dose Response - AN FEN R ZE
MDX-010 Binding to Human CTLA4-Ig and Mouse
CTLAA4-Fc Surfaces by Biacore

4.2.1.1-15 |(MDX-1106/010-002-R) PD-1 and CTLA-4 Blockade _ - Z48 FENHR 25
in the Murine MC38 Colon Adenocarcinoma Model

4.2.1.1-16 |(MDX-1106/010-003-R) PD-1 and CTLA-4 Blockade _ - iZaS N z5
in the Murine CT26 Colon Adenocarcinoma Model

4.2.1.1-17  |(MDX-1106/010-004-R) PD-1 and CTLA-4 Blockade _ - iz N z5
in the Murine SA1/N Fibrosarcoma Model

4.2.1.1-18  [(MDX-1106/010-005-R) Tumor Response to PD-1 | DD |- iz N z5
and CTLA-4 Blockade in Murine B16-F10 Melanoma
and J558 Myeloma Models

4.2.1.1-19  |(MDX-1106/010-006-R) Effects of Combined PD-1 | EEEEEENN |- iz N z5
and CTLA-4 Blockade in the Murine FcyRIIb—/—
Autoimmune Model

4.2.1.1-20  |(MDX-1106/010-007-R) Effects of Combined Anti- | AN |- {sh FEPHR z5
PD-1 and Anti-CTLA-4 Monoclonal Antibodies in the
Murine NOD Autoimmune Model
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4.2.1.1-21  [(930031040) Activity of Antibodies to CTLA-4, I 22 P 2%
CD137 and their Combination in Murine Models of
Colitis
4.2.1.1-22  |(930031045) Antitumor Activity of Antibodiesto | REEEEE |- iZ48 FENHR Z5
CTLA-4, CD137 or Their Combination in Murine
Tumor Models
4.2.1.1-23  |(930043090) 3.2.5.3.1.7.4 CTLA-4 Binding Kinetics |- - AN FEN R 5%
(ipilimumab,
4.2.1.1-24  |(MDX-010-011-R) Physicochemical Characterization - AN FEN R 2E
of MDX-010 |
4212 Bl R SRR
472 1L)
4.2.1.3 VPR
TR 7o Py E=2 B ES N ES e )
G =P BE
4213-1 (T1B-06-001) Effect of BMS-734016, BMS-663513 or | NN 2O ~ /@5 FEN R B2l
(4.2.1.1-9) [their Combination, on the Immune Responses to 20l
Simian Immunodeficiency Virus DNA Test Antigens
4.2.14 )R HEY A BAE AR
IR [ A by E2 RREGHE [ ElGor Bl At/
G ES[albtian 2%
4.2.1.4-1  |(TIB-06-001) Effect of BMS-734016, BMS-663513 or [ NN 2OW <@ ~ |[#5+ N At it
(4.2.1.1-9)  [their Combination on the Immune Responses to 20
Simian Immunodeficiency Virus DNA Test Antigens
4.2.1.4-2  |(930031729) Monoclonal Antibody Adjuvants for the g~ [t FEPHR Al it
(4.2.1.1-8) _|Improvement of DNA Vaccines =MH
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4.2.1.4-3 (T1B-006-001) Peripheral Blood Long Term g~ st FEN R wF A
(4.2.1.1-10) |Immunophenotyping in Cynomolgus Monkeys After 20 a7
Treatment with Ipilimumab (BMS-734016), BMS-
663513, alone or in Combination, During Concurrent
Treatment with Simian Immunodeficieny Virus (SIV)
DNA Test Antigens
4.2.14-4  |(MDX-010-001-R) Effects of Anti-CTLA-4 and I 2y | FEPH A i
Dexamethasone in a Therapeutic SA1/N Tumor Model 2047
4.2.2 S Bh e AR
4.22.1 IHHERONY T — 3 s &
T P E=2 B ES N ES T )
Ea = N RS 5%
42211 (1477-00) Flow Cytometric Analysis for Monkey 2qmegi~ |t FHP R &
Pharmacokinetics of 10D1.3 20
42212 |(VR1794) MDX-010 Pharmacokinetics Assay 2~ et FEP At it
Monkey or Human Plasma Validation Report 200
Amendment No.1 to MDX-010 pharmacokinetics
assay monkey or human plasma validation report
Amendment No.2 to MDX-010 pharmacokinetics
assay monkey or human plasma validation report
Standard Test Method 1693 (Versions 0-5),
MDX-010 Pharmacokinetics ELISA
4.2.2.1-3 (E267.3) Quantitative Determination of BMS- AN FEH B2l

734016 (ipilimumab) in Cynomolgus Monkey Serum
by Enzyme-linked Immunosorbent Assay (ELISA)

e Method Report ] 267-3 Version 1.01,
BMS-734016 ELISA in cynomologus monkey serum

Addendum No.1 to the validation report

Addendum No.2 to the validation report

Amendment No.1 to the addendum No.1

Amendment No.1 to the addendum No.2
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42214

@ 267.5) Quantitative Determination of BMS-
734016 (Ipilimumab) in Cynomolgus Monkey Sodium
Heparin Plasma by Enzyme-linked Immunosorbent
Assay (ELISA)

I ethod 2675, BMS-734016 (Ipilimumab)

ELISA in cynomolgus monkey sodium heparin plasma

42215

(VR1771) MDX010 Anti-MDX010 Antibody
Formation Assay Monkey and Human Plasma
Validation Report

20 ~

ZAS

FEPIH

B

Standard Test Method 1699 (Versions 0-5), ELISA
Detection of anti-MDX-010 Antibody Response

20m ) ~
2047

ZAS

FEPIH

A

4.2.2.1-6

@3022) Validation of an Immunoassay for the
Evaluation of anti-MDX-010 Antibody Responses in
Human Subjects

=
=

3022 (Version 0-1), Bridge
ELISA method for the detection of anti-MDX-010
antibodies

20 ~

ZAS

FEP

AT

42217

(930021595) Electrochemiluminescent (ECL)
Immunoassay for the Detection of BMS-734016
Antibodies in Cynomolgus Monkey Serum

[l Method Report 143,

Electrochemiluminescent (ECL) Immunoassay for the
Detection of anti-BMS-734016 Antibodies in
Cynomolgus Monkey Serum

20 ~

ZAS

FEP

AT

4.2.2.2
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AR 5 it 1 ]
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4.2.2.2-1
(4.2.3.2-7)

(- 1416-128) A Repeated Dose Toxicity and
Efficacy Study MDX-010 or MDX-010 i in
Combination with HBsAg and SKMel Vaccines in
Cynomolgus Monkeys

Amendment No.1 to the report

20~
20 @A

EZAS

FEPI R

A
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4.2.2.2-2 (DS07167) Single-Dose Intravenous Exploratory F 2T~ e FEN R wF A
(4.2.3.7.7-1) |Pharmacokinetics Comparability Study in Monkeys

Amendment No.1 to the report
4222-3  |(EE-0919-128) NN Study 0919-128; A iz FEPH A i
(4.2.3.2-2) |2-Week Toxicity Study of Human Anti-CTLA4

Administered by Intravenous Intravenous Injection to

Cynomolgus Monkey
4.2.2.2-4  ((7114-100) 14-Day Intravenous Toxicity Study with _ 22 P B
(4.2.3.2-3) |mAB 10D1 in Cynomolgus Monkeys
4.2.2.2-5 (DS06064) BMS-663513 and BMS-734016: One- AN FEN R wF A
(4.2.3.2-4) |month Intravenous Combination Toxicity Study in

Monkeys
4.2.2.2-6  |(EEI00106) A 4-Week Combination Toxicity Study | 1St R AT
(4.2.3.7.7-2) Jof MDX-010 and MDX-1106 Administered by

Intravenous Injection to Cynomolgus Monkeys with a

1-Month Recovery Period
4.2.2.2-7 (I -0992-128) An Immunogenic Study Following | Qg ~ st FEN R 2E
(4.2.3.2-5) |Combined Intravenous/Intramuscular Administration 2047

of MAb10D1/HBsAg, Retrospectively, to

Cynomolgus Monkey
4.2.2.2-8 (E00006) An Investigative Repeat-Dose Toxicity 2R~ s FEN 5%
(4.2.3.2-6) |and Efficacy Study of MDX-010, 4C5 and 5H1 in = 20m a7

Combination with HBsAg, DNP-Ficoll and SKMel

Immunostimulants Following Three Monthly

Administrations
4.22.2-9  |(TIB-06-001) Effect of BMS-734016, BMS-663513 or 2~ st N z5
(4.2.1.1-9) |their Combination, on the Immune Responses to

Simian Immunodeficiency Virus DNA Test Antigens
4.2.2.2-10 |(01-3460) MDX-CTLA4: A 6-Month Intravenous g~ (st FEPHR z5
(4.2.3.2-8) |Toxicity Study in Cynomolgus Monkeys
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42231 (DN10020) Intravenous study of pre- and postnatal | g~ | FEN R B
(4.2.3.5.3-1) |development in cynomolgus monkeys with a 6-month 20l
postnatal evaluation
4.2.2.4 A
47 L)
4225 P
47 L)
4226 B RE LR AR GERRIR)
472 10)
4.2.2.7 Z D FEY B RERAER
(&7 L)
4.2.3 AR
4231 LATEIE S SR
(&7 L)
4.2.32 JAE B G- AR
IR [ A by E2 EC S AN ES R o as At/
Fe MRS+ 2%
42321 (126-002) Repeated Dose Toxicity Study of Anti- I I~ st FEN R 2%E
CTLA4/10D1 Administered via Intravenous Injection 20ma7
to Cynomolgus Monkeys
423.2-2  |(-091°-128) N Study 0919-128; A [ g~ (st FEPHR Al it
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1, Tokyo.
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5.3.1.2-1 (CA184087) A Randomized, Parallel, Open-Label 2w+~ AN P &

Study to Compare the Pharmacokinetics of Ipilimumab 20 +g

(BMS-734016) Process C to Process B in Subjects

with Advanced Melanoma
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472 1L)
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5.3.1.4-1 (930021725) MDX-010 Pharmacokinetics Assay g~ s FEN -

Monkey or Human Plasma Validation Report (1794) 2(-5!5.)%

(930021725) Validation Report Amendment 01 (1794)

(930021725) Validation Report Amendment 02 (1794)

(930021725) Method Report (1693)




A1EYLTT

112 ZHEH—R

Page 24

53.1.4-2

(930021722) Validation of an Immunoassay for the
Quantitation of MDX-010 in Human Plasma (4656)

(930021722) Validation Report for a Quantitative
ELISA to Detect MDX-010 in Heparinized Human
Plasma (4657)

20 ~
20 a7

FEPIH

5.3.1.4-3

(930018662) Quantitative Determination of BMS-
734016 (Ipilimumab) in Human Serum by Enzyme-
linked Immunosorbent Assay (ELISA) Validation
Report

(930018662) Validation Report Addendum 01

(930018662) Validation Report Addendum 02

(930018662) Validation Report Addendum 03

(930018662) Validation Report Addendum 04

(930018662) Validation Report Addendum 05

(930018662) Validation Report Addendum 06

(930018662) Validation Report Addendum 07

(930018662) Validation Report Addendum 08

(930018662) Validation Report Addendum 09

(930018662) Validation Report Addendum 10

(930018662) Validation Report Addendum 11

(930018662) Validation Report Addendum 12

(930018662) Validation Report Addendum 13

(930018662) Validation Report Addendum 14

(930018662) Validation Report Addendum 15

(930018662) Validation Report Amendment 01

(930018662) Method Report

(930018662) Method Report v1.01

(930018662) Method Report v1.02
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(930079094) Validation of a Cell-Based Assay for the
Detection of Neutralizing Antibodies to BMS-734016
in human serum
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(930041541) Validation of an
Electrochemiluminescent (ECL) Immunoassay for the
Detection of Anti-MDX-010 Antibodies in Human
Sodium Heparin Plasama
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5.3.1.4-6

(930023865) Electrochemiluminescent (ECL)
Immunoassay for the Detection of BMS-734016
Antibodies in Human Serum Validation Report

(930023865) Validation Report Addendum 01

(930023865) Validation Report Addendum 02

(930023865) Validation Report Addendum 03

(930023865) Validation Report Addendum 04

(930023865) Validation Report Addendum 05

(930023865) Validation Report Addendum 06

(930023865) Statistical Report Addendum 03

(930078204) Method Report

20 ~
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5.3.1.4-7

(930054538) Validation of a Drug Tolerant
Electrochemiluminescent (ECL) Immunoassay for the
Detection of anti-BMS-734016 Antibodies in Human
Serum

(930054538) Validation Report Addendum 01

(930054538) Validation Report Addendum 02

(930054538) Validation Report Addendum 04

(930054538) Validation Report Addendum 05

(930054538) Validation Report Addendum 06

(930054538) Validation Report Addendum 07

(930054538) Statistical Report

(930054538) Statistical Report Addendum 01

(930054538) Statistical Report Addendum 02

(930054538) Statistical Report Addendum 03

(930054538) Statistical Report Addendum 04

(930054538) Statistical Report Addendum 05

(930054538) Statistical Report Addendum 06

(930054538) Statistical Report Addendum 07

(930054538) Statistical Report Addendum 08
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(930054538) Statistical Report Addendum 09

(930054538) Statistical Report Addendum 10

(930054538) Statistical Report Addendum 11

(930078229) Method Report
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(930025188) Electrochemiluminescent (ECL)
Immunoassay for the Detection of Neutralizing Anti-
BMS-734016 (Anti-Ipilimumab) Antibodies in Human
Serum

(930025188) Method Report
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20l

FEPIH

5.3.1.4-9

(930021726) MDX-010 Anti-MDX-010 Antibody
Formation Assay Monkey and Human Plasma
Validation Report

(930021726) Validation Protocol

(930021726) Validation Test Method
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2047
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FEP

5.3.1.4-10

(930022049) Bridge ELISA Method for the Detection
of anti-MDX-010 Antibodies

20
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FEP
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(930021621) Validation of an Immunoassay for the
Evaluation of anti-MDX-010 Antibody Responses in
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(930021621) Validation Protocol
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5.33.2-1 (MDX010-15) An Open-Label Pharmacokinetic and |- 2@~ (B FEPHR 25
Safety Study of MDX-010 in Subjects with 20

Unresectable Stage 111 or Stage IV Malignant
Melanoma Study Report

5.3.3.2-2 (CA184007) Randomized, Double-Blind, Placebo- |- 2@l [ FEPHR 25
Controlled, Phase 2 Study Comparing the Safety of 20
Ipilimumab Administered With or Without
Prophylactic Oral Budesonide (Entocort EC) in
Patients with Unresectable Stage Il or IV Malignant
Melanoma Study Report

(CA184007) Study Report Addendum 02

5.3.3.2-3 (CA184008) A Multi-center Single Arm Phase 2 - 2qmegi~ B P &
Study of MDX-010 (BMS-734016) Monotherapy in 20 +a
Patients with Previously Treated Unresectable Stage
111 or IV Melanoma Study Report

(CA184008) Study Report Addendum 02

5.3.3.2-4 (CA184022) A Randomized, Double-Blind, Multi- |- g~ [ FEPY R At it
center, Phase Il Fixed Dose Study of Multiple Doses 20|
of Ipilimumab (MDX-010) Monotherapy in Patients
with Previously Treated Unresectable Stage 11l or IV
Melanoma Study Report

(CA184022) Study Report Addendum 02
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5.3.3.5-1 (930042350) Ipilimumab Population Pharmacokinetics|- 20 +m7 N -
and Exposure-Response Analyses for Efficacy and
Safety in Subjects with Advanced Melanoma
5.3.3.5-2 (930057648) Ipilimumab Population Pharmacokinetic |- 20 +m7 N -
and Exposure-Response Analyses in Previously
Treated or Untreated Subjects with Advanced
Melanoma
5.3.3.5-3 (930082362) Ipilimumab Population Pharmakokinetic |- 20 +g PN -
and Exposure - Response Analyses in Previously
Treated or Untreated Subjects with Advanced
Melanoma
5.3.3.5-4 (930083072) Population Pharmacokinetic (PPK) - 20 +a PN -
Analysis for Ipilimumab in Non Japanese and
Japanese Subjects with Advanced Melanoma or Lung
Cancer
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5.3.4.2-1 (CA184004) An Exploratory Study to Determine - 2~ (e N S
Potential Predictive Markers of Response and/or 20m a7

Toxicity in Patients with Unresectable Stage 11l or IV
Malignant Melanoma Randomized and Treated with
Ipilimumab (MDX-010/BMS-734016) at Two Dose
Study Report

(CA184004) Study Report Addendum 02
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Absolute Lymphocyte Count (ALC) Report Study
Report
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5.3.4.2-3

(CA184078) A Randomized, Parallel, 3-Arm Study to
Characterize the Effect of Ipilimumab on the
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(CA184078) Study Report Erratum
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(MDX010-20) A Randomized, Double-blind,
Multicenter Study Comparing MDX-010
Monotherapy, MDX-010 in Combination with a
Melanoma Peptide Vaccine, and Melanoma Vaccine
Monotherapy in HLA-A*0201-Positive Patients with
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(MDX010-20) Data and Analysis Methods for Screen
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(MDX010-20) Study Report Addendum 01
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5.3.5.1-3
(5.3.3.2-4)

(CA184022) A Randomized, Double-Blind, Multi-
center, Phase Il Fixed Dose Study of Multiple Doses
of Ipilimumab (MDX-010) Monotherapy in Patients
with Previously Treated Unresectable Stage 11l or IV
Melanoma Study Report

(CA184022) Study Report Addendum 02

53514
(5.3.4.2-1)

(CA184004) An Exploratory Study to Determine
Potential Predictive Markers of Response and/or
Toxicity in Patients with Unresectable Stage Il1 or IV
Malignant Melanoma Randomized and Treated with
Ipilimumab (MDX-010/BMS-734016) at Two Dose
Study Report

(CA184004) Study Report Addendum 02
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(CA184024) A Multi-Center, Randomized, Double-
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Receiving Dacarbazine Plus 10 mg/kg of Ipilimumab
(MDX010) vs. Dacarbazine with Placebo Study
Report - Part 1
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(CA184024) Analytical Report (BSR)
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Ipilimumab in Japanese Subjects with Unresectable or
Metastatic Melanoma

(CA184396) Study Report Addendum 01

2~
S

(&[N

FEP R

A

5.3.5.2-2

(CA184113) Phase 1 Study of Ipilimumab (Bms-
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with Previously Untreated Unresectable or Metastatic
Melanoma
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Carboplatin dosing for adult Japanese patients. Ando Y, Shimokata |- EWN Nagoya journal of

T, Yasuda Y, medical science. 2014-
Hasegawa Y 02;76:1-9.

- An immunogenic study following combined - - ESP4S Sierra Biomedical, 20-
intravenous/intramuscular administration of Apr-2001. BMS
MADb10D1/HBsAg, respectively, to cynomolgus Document Control No.
monkeys (Studyjjij 0992-128), Report 930009968.

- High-dose recombinant interleukin 2 therapy for Atkins MB, Lotze |- ESP4S J Clin Oncol. 1999;
patients with metastatic melanoma: Analysis of 270  [MT, Dutcher JP, et 17:2105-2116.
patients treated between 1985 and 1993. al

- Fotemustine compared with dacarbazine in patients  |Avril MF, Aamdal |- ESP4S J Clin Oncol. 2004;
with disseminated malignant melanoma: A phase Il [S, Grob JJ, et al 22(6):1118-1125.
study.

- Final version of 2009 AJCC Melanoma Staging and  |Balch CM, - ESP4S J Clin Oncol. 2009;
Classification. Gershenwald JE, 27:6199-6206.

Soong SJ, et al

- Bcl-2 Antisense (oblimersen sodium) Plus Bedikian AY, - ESP4S J Clin Oncol.
Dacarbazine in Patients With Advanced Melanoma:  |Millward, M, 2006;24:4738-4745.
the Olimersen Melanoma Study. Pehamberger H, et

al

- BMS-663513 and BMS-734016: One-month - - ESP4S Bristol-Myers Squibb
intravenous combination toxicity study in monkeys Company; NN
(Study No BMS Document Control

No. 930021064.

- Updated overall survival (OS) results for BRIM-3,a |Chapman P, etal |- ESP4S J Clin Oncol. 2012;
Phase 111 randomized, open-label, multicenter trial 30(No_15 suppl; abstr
comparing BRAF inhibitor vemurafenib (vem) with 8502).
dacarbazine (DTIC) in previously untreated patients
with BRAFV600E-mutated melanoma.

- Mechanisms of Resistance to RAF Inhibition in Chapman P - =4+ ASCO EDUCATIONAL

Melanomas Harboring a BRAF Mutation.

BOOK. 2013; e80-e82
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- Phase 11l Multicenter Randomized Trial of the Chapman PB, ESPAS J Clin Oncol. 1999;17
Dartmouth Regimen Versus Dacarbazine in Patients  |Einhorn E, Meyers (9)2745-2751.
with Metastatic Melanoma. ML, et al
- Identification of a Peptide Recognized by Five Cox AL, Skipper J, ESPYN Science. 1994; 264: 716-
Melanoma-Specific Human Cytotoxic T Cell Lines et al 719.
- Immunization of stage IV melanoma patients with Di Pucchio T, Pilla ESP4S Cancer Res. 2006 May
Melan-A/MART-1 and gp100 peptides plus IFN-alpha L, Capone I, et al 1;66(9):4943-51.
results in the activation of specific CD8(+) T cells and
monocyte/dendritic cell precursors.
- Cutaneous melanoma: ESMO Clinical Practice Dummer R, =4+ Ann Oncol. 2012; 23(7):
Guidelines for diacnosis, treatment and follow-up. Hauschild A, viig6-91
Guggenheim M, et
al
- Effect of Human Anti-CTLA-4 Administration on - ESE4S Medarex Inc, 22-Dec-
Unstaged MC38 Tumors in hCTLA-4 Transgenic 2006. BMS Document
Mice (Study MDX-010-005-R) Control No. 930020107.
- Prediction of survival using absolute lymphocyte count|Ege H, Gertz MA, [+ Br J Haematol.
for newly diagnosed patients with multiple myeloma: a|Markovic SN et al 2008;141:792-98.
retrospective study.
- Re-evaluating the role of dacarbazine in metastatic Eggermont AMM, ESE4S Eur J Cancer. 2004;
melanoma: What have we learned in 30 years? Kirkwood JM 40:1825-1836.
- Results of a multicenter, randomized, double-blind Eisen T, Trefzer U, ESE4S Cancer. 2010; 116:146-
phase 2/3 study of lenalidomide in the treatment of Hamilton A, et al 154.
pretreated relapsed or refractory metastatic malignant
melanoma.
- Estimates of cancer incidence and mortality in Europe |Ferlay J, Parkin ESE4S Eur J Cancer. 2010
in 2008. DM, Steliarova- Mar;46(4):765-81.
Foucher E
- Time trends of cutaneous melanoma in Queensland, [Garbe C, McLeod =4+ Cancer. 2000;89:1269-

Australia and Central Europe.

GR, Buettner PG
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- Guidance for Industry, Bioanalytical Method - - ESP4 US Department of Health
Validation and Human Services,
Food and Drug
Administration, Center
for Drug Evaluation and
Research (CDER). May
2001
- Guidance for Industry, Estimating the Safe Starting - - ESP4 U.S. Department of
Dose in Clinical Trials for Therapeutics in Adult Health and Human
Healthy Volunteers Services, Food and Drug
Administration, Center
for Drug Evaluation and
Research (CDER). 2002.
- Guidance for Industry, E14 Clinical Evaluation of - - [+ U.S. Department of
QT/QTc Interval Prolongation and Proarrhythmic Health and Human
Potential for Non-Antiarrhythmic Drugs Services, Food and Drug
Administration, Center
for Drug Evaluation and
Research (CDER). 2005.
Pharmacokinetics of cis-diammine-1,1-cyclobutane Harland SJ, Newell |- ESPYS Cancer Res, 1984; 44:
dicarboxylate platinum(ll) in patients with normal and |DR, Siddik ZH, 1693-1697
impaired renal function. Chadwick R,
Calvert AH, Harrap
KR.
- Results of a phase 11, randomized, placebo-controlled |Hauschild A, - [+ J Clin Oncol. 2009;
study of sorafenib in combination with carboplatin and |Agarwala SS, 27:2823-2830.
paclitaxel as second-line treatment in patients with Trefzer U, et al
unresectable stage Il or stage IV melanoma.
- Therapeutic Protein-Drug Interactions and Huang SM, Zhao H, |- =4+ Clin Pharmacol Ther.
Implications for Drug Development. Lee JI, et al 2010; 87(4):497-503.
- Ipilimumab Summary of Clinical Efficacy, 2010 - - [E4+ Bristol-Myers Squibb

Company; 2010. BMS
Document Control No.
930028112.
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- Ipilimumab Summary of Clinical Efficacy, 2012 - - =4+ Bristol-Myers Squibb
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Document Control No.
930073968.
- Ipilimumab Summary of Clinical Pharmacology - - =4+ Bristol-Myers Squibb
Studies, 2012 Company; 2012. BMS
Document Control No.
930073968.
- Ipilimumab Summary of Clinical Safety, 2010 - - =4+ Bristol-Myers Squibb
Company; 2010. BMS
Document Control No.
930028133.
- Ipilimumab Summary of Clinical Safety, 2012 - - [+ Bristol-Myers Squibb
Company; 2012. BMS
Document Control No.
930073968.

- Statistical profiles of malignant melanoma and other |Ishihara K, Saida T, |- ESE4S Int J Clin Oncol. 2008;
skin cancers in Japan: 2007 update. Otsuka F 13:33-41

- An immune -active tumor microenivroment favors Ji RR, Chasalow - ESE4S Cancer Immunol
clinical response to ipilimumab. SD, Wang L, et al Immunother. 2012;

61:1019-1031.
- Checkpoint blockade in cancer immunotherapy. Korman AJ, Peggs |- ESE4S Adv Immunol. 2006;
KS, Allison JP 90:297-339.

- Meta-analysis of phase Il cooperative group trials in  [Korn EL, Liu PY, |- ESPYS J Clin Oncol.
metastatic stage IV melanoma to determine Lee SJ, et al 2008;26(4):527-534.
progression-free and overall survival benchmarks for
future phase Il trials.

- Increased vaccine-specific T cell frequency after Lee KH, Wang E, |- ESE4S J Immunol. 1999 Dec
peptide-based vaccination correlates with increased  [Nielsen MB, et al 1;163(11):6292-300.
susceptibility to in vitro stimulation but does not lead
to tumor regression.

- Global perspectives of contemporary epidemiological |Lens MB, Dawes M |- =4+ Br J Dermatol. 2004;
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