YA A EHEIRS0mg (2
392 &k

ARERHZRLE SN IFRITR DR N ONEFEOFEEIL, 7 U X
RV e =AY —RXRAT A4 THEASLIZH Y 9, YL OE
EfEH O BRLA ORI HHNIAREE 2R 35 Z i3k E
A,

TYRAXRNL e~ A TY—RAT A THRKXESH
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1.5 EBERXIXEFEROEBRRUMAROER
AHFEIL, =R~ 7 (BEFE#Z) CIF, =FRr~7) &) s~ (BTl
#z) (LT, A0 A~7) OFFFRETOBMIEAN KT DEE - DR OFS % B
ELTWD. BERIZEBWT, =R~ 7 OHRARRIEL RIGEIBRARRE SIS O Bl i
DINEE « R THEBENTNVDED, AU AT IIRERTHD. =R~ TROA B U A
~ 7 ORLJF THE OB Z UL ISR,

1.5.1 BRX(TRREORR

1) ZRLTT

=R UL, NS TS AL (LU, /NBPEEAL) & OK[E Medarex 4E [H1, Bristol-
Myers Squibb - (LLF, BMS #1) | 2ME# L7-t b Programmed cell death-1 (PD-1) (Zxf9"
5t MUt 7 u—F APk Th s, =HRA~T1L, PD-1 & PD-1 UH > REDREEHILE
L, DPAFURRREA 7 T ML OVEE L ONEMAL 289582 2 LI K W PG R 2~ &5
ZHNTNWD V. =R~ 71%, BHART 2014 4 7 A2 47 2—RAHEHE 20 mg, [A
100 mg) DH7E4 T MRIGUIBRARREZR B REAME] 22 - iR & L ClbEREAR S 1,
TRIGEIBRABE USRS RE O AN NG | D RIRE « 2543 2016 45 8 HIZBIMS iz,

2) A1EYLTT

AU A< 71E, KE Medarex f (B, BMS 1) 23{E# L 7= Cytotoxic T lymphocyte-
associated antigen 4 (CTLA-4) ZIEIRIYZR 1gG 77 T2 1 (k#X8H) O57ELe M€/ 7
B—FAHERTHD. AV L7, IEHE LS Tl BICREBLT 2 CTLA4 & Uiz
Al BICHEBLT % BT (CD8O/CDS6) 43 F & DAHAMFMZHEST 22 &k ¥, 1EML
T MR OIMFIFFHER 2 L, 23 AHURRRRAY e T Hifa 2 5 L NS L S &, R4
T 5. £z, AV L~T71E, FHIEYE T M (Treg) OHEREIR T & OMES I T 5
Treg B O L 0BG SRS Z TLES Y, UEESIR L ~TEEZ . A1) LA~
7%, HARTI 2015 4 7 AIC T —AA [REER 50 mg) OIRFEA T MRIGUIBRARE R
BMERANE) 2006 - R L L CTRIERTEKR S L7z,

3) ZARLTTEAEY LI TDHA

SRS T EAEY AT IE T MEOTEEICEE LR E 2630, el s
R LT D, FEERIR L OREIRICE T 5 FRIRHECIX, =R ~T7 LA ) A= TD
DR SIC E DHRDEN RIS TS Y Y R T Mifaz AV-iHliRics T, T
MR T = > 7 R A > MHEFERIC X0 O R BRI NHE S, ZhbaEiifaoRo T
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MR TF = > 7 RA o FHEFICK T 2 EZMEN @S E DR S 5 Z LAVREnT. 51T,
~ U A EMERAMRIIEE D AT T /UIZEB W T, HT PD-1 HUASUIHT CTLA-4 kD52 X
Y, PD-1 M O CTLA-4 B PEIESRRE T M 23 L7= > . 7=, B0 RCC BF %
xR & LIS AR (CA209016 28R, LI 016 #R) Tif, =Ar~7LA U A
<7 OO HEE T, BRLEAHRBROMETIEIH D bODOETNENOHAIRE & ik L TE
W% (ORR) 2D OHN TN D, THDLDRERNE, =R~ T LA ) AT DN
BEIZEY, ZNENOBEMEE I bHUEBEERSEDL LB bR,

=R T LAY AT OPFFRIER, AARTIE 2018 4 5 JIC TRIGUIFRAGE 20k
BANE] OMEE - IR TEBEINLTWD. —J7, KETIE 2015 4£ 9 AIZ lin combination
with ipilimumab, of patients with BRAF V600 wild-type unresectable or metastatic melanoma.| D%
AE « ZhH Tt &FE (accelerated approval) , 2018 4= 4 A|Z TOPDIVO, in combination with
ipilimumab, is indicated for the treatment of patients with intermediate or poor risk, previously
untreated advanced renal cell carcinoma (RCC)] DZhAE « ZhH THEFR I N T 5. EU Tl 2016
45 H1Z Tin combination with ipilimumab is indicated for the treatment of advanced (unresectable

or metastatic) melanoma in adults. ] DOZNEE - IR TERB I N TN 5.

1.5.2 B#ERaMA (RCC) IZDVT
1) RCC MEZFIZDINT

ENEDSAGEE v 2 —DWEIC LD L, BADOE « BRI (Bitabk<) OEMEFAS OH
TEFEEBHUT 24865 44 (2013 4E) TH Y, RCCIEZDHH 85%~90%% LoD O 7 B
Ao (BHEEFRS) ICX 2 EHIE, 2010 45C 4049 4 (51 : 2738 44, ik 1311 44)
2015 T 4766 4 (BE : 3182 4, #ME 1584 £4) LS TRy, MIMEMICHDY 2.

RCC DY A7 RT-& LTiE, BEO 10 fog 10 12 ROWEME 'Y 2 E3mbh Tk b,
EFNOPHE—TII72<EEMIEA L TEPADY A7 @b TNDHEBELZ LTS, &
7=, BHTHESE TO RCC O E #7254 13 J (N von Hippel-Lindau (VHL) Ji & fEE 2 BE L
RCC DFIE & OBHEMEIZ OV THE N H D W . RCC O FHRNFEETEES Y, HHILHS
LTV D D Memorial Sloan-Kettering Cancer Center (MSKCC) Y A7 /348 & International
Metastatic RCC Database Consortium (IMDC) U A7 3 TH 25 19 19 . FEZ IMDC U A7
SYERITBUE DREREIRIR T 54y THERIHKIC X B 1R & %) 7= RCC B OfE 5L 4 FICHEE
NTWDHZEnDb, KYBED RCC DIEFEREZML TVDH EEZLNTVD. ZiLb
DTV IFEETIE, TRINTOZYEHIZE Y, favorable U A7, intermediate U A 7 KON
poor U A7 \Z538H S, IMDC U A7 5B THIA LT RIGHR O RCC BHE OEALFHM (0S)
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OFRAEIL, FHE RS BAf7e favorable U A7 OBE TIX 432 B H TH A, intermediate
VA7 O poor V AV DERETIIZENZTN 25 DAKNTIS WA EHESNTND 17,

2) RCC M;aEDIIRICDLNT

HEATHE SUTHERPE D RCC DIRWEIZOWT, ATl Vascular endothelial growth factor
receptor (VEGFR) -tyrosine kinase inhibitor (TKI) ®Y T 7 ==7, A=F =7, /=
7, TXF =7, Cabozantinib, L' NF =7 (=Xl AR LDOHHA) KO Tivozanib,
Vascular endothelial growth factor (VEGF) IZXxI3 25/ 7 0 —F AFUEDO_NRT X~T [ A
Y2 —=7=xznra (IFN-a) LOHH] T mTOR FEFEHOTN1 Y AZRTT L n
U LADF 10 AIAEAGES I, AARTIEI O S B Cabozantinib, L2/ F=7 (=~ml LR
EDOPEM) |, Tivozanib KON U X~ T 2R 6 APNAKRSN TS, 2B D5 TR
FITMZ T, FETF = v 7 BA 2 MHLEAITH 2 =HR /N~ 703 BAROMIMNT IS TR
NTnD., #HESHTOLEANL, HARRONTNUORRETA T4 TH U A7 558U
B TSI TU 5. National Comprehensive Cancer Network (NCCN) 7 A N7 A T,
—WIEWRICIE, VA7 ZBDTA=F =7, N NR=T RN X7 (IFN-a & OFFH)
DHELES N CEY, poor U A DEEFIZIIT L) AARHERI N TS 1 0 BRINEGK
&5 72 (ESMO) DA A FJ A Tld, favorable U 227 KUY intermediate ) A 7 DEHIZ
A= F =T, NI NR=ZT KON X7 (IFN-a & OFFH) BHEREX I, poor U A7 D
BEIET Ly R Y AAJRORA=F =T RHEHE <RI THD 2. £, AARDOH
A4 RZ A TiX, favorable U A7 KN intermediate U A7 DFEFIZITA=F =T ROV
ST RHELEX AL, poor U AV DEBFITIZT LAy AARPA=T =T RHERI TS
200

EWNEH A BT LRI A AT 5 RCC BED 5 FAEFRIL1L.6% M TnD 19 .
RIGD RCC HBED 0S OHFIAEIE, TFN-o &I LIz A =F =7 OFEMAARER CTIE, =
=F=THET 264 WAKDIFN-a $ET 21.8 WA 2V, A=F =717 2L A L
T =7 OFEMAHRER (COMPARZ #lR) TiX, /Y =TT 284 DHROA=F
STBET293 A LHESIN TS 2 . 2 b —IEFHR THOW LR TW D IR OH T, 0S
DA FEIRIER s LTz 3EAIIE, poor U A2 D RCC B#F XI5 & LT IFN-a &l L7zT A
vaUARADRZTHY ¥, ZOMO—RIHFETHWS TV D EFNE, B A7
(PFS) #ZHEtE & LT ASMRITMMAES LTV D23, OS DIERANRITMAES LTV, £
7o, BUE—RIBROEERRE L THHESN TW AR =F =712 LT, ZiE TITHZME
TEBMESREES N2 EANT RV, &512, A=F =772 LD VEGFR-TKI [ZiiftEo R
HY W, RKIGHD RCC BAE DT %2 SET 2 HBUARIED LEMEITFm W EE XD,
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1.5.3.1 mBEICET SHBRDERE
SBIO=ZFRmN~< T RO Y AT O—EHFFEICELT, mEICE L CHZICRET2E
BHI 72U,

1.5.3.2 JEERIREERDF1E
AEDO=FRmN<TRORA Y AT O—EHFEICE LT, FEERICEL THZICRET S
EERHI AR,

1.5.3.3 BiifanA (RCC) xR & LI-ERRABROEZER

=ARN=T A ) LA~ T OO RFEDORIIL, EITHEITEBMED RCC BHEZ XS L
L7z sh e T AR (016 3R) 4 2012 L 0, RIGFOMETHUTEEBMED RCC BE %
gL LTz A AR Z & T [ERE LRSS IAHFER  (ONO-4538-16/CA209214 3R, LLF 16/214 #5H)
Z 2014 FEXVEMML TS, 16214 FRERICOWT, 2017 8 HOT —H#X—2A 1 v 7D
Tk D OS ORI AT ONTRER, M7 —2E=F2 ) I EZERLV AP
DEVEDR IS, KHFEICE-T-.

I e
- r 1
1 1
|

1) BERT— 2y r—o

BRR T — 2 /o r—U %R 1.52 1R LTc. RIGED RCCIZHKTH=AN~T LAY A
~ 7 OUFRES LTORREEZ B E L, BT UIEBED RCC BEEZME L L
WS T AR D 016 FUBR M OSRIEHE OHETTHE ST ORI R RCC BFH & x4 &
LU [E BRI R S AR D 16/214 BBRZFHIE R L L7z, B, =R~ 7, A A<
TENENOHEBEIEZ M L, S ORBME RCC BEZ MR LE LIZIE 1b
FAFRBR D 009 5BR, TL-2 HEHUME T IL-2 BIEICREE O AT — VIV OB RCC BHE
Zxtg & Uiz st e W AHEEBR D MDX010-11 3BRIIS B &k & LTz,
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£152 BERT—4/\v75r—o
ij@gﬁf _?‘:jﬁ%y KB R - B 5 BRI
AN
& =R/~ 7 L SUN XiZ PAZ (FREE>
=R~ 7 2 KNS5 mgkeg, Q3W, HRA#ES
51 . ST HE 15321; : s(())omg, 2; H F{'ﬁ&“;gm AR, O
CA209016 | FExff, | BiEo RCC 2 800me, WMHEEIIERT 153
iR | M | e AT LA B Y L TS
=A< 01 XT3 mgkg, Q3W, 4 EIEHIRFIHES
AV A~7 01 E 3 mgkg, Q3W, 4 [EIFHIRPNEE
5., 2O, =R)L~<7 :3mgkg QW
L MAEHALER OIREES D >
%5 1bAH R B | =R L~<7:03, 2 XN 10 mgkg, Q3W, #lRIN#EE
CA209009 #ﬂﬂﬁ’ FAaE RCC 5. 91
BEEE ™ B L MAEFAERER OTEEIE R L >
=HR/N~<7 : 10 mgkg, Q3W, FARINEG
ey |
ERIRE 0:/#@7{%\0)2 AV LYY 3 mgkg & 1 BHFKEGE L%, |
MDX010-11 FEMR — sty | mgkg, Q3W, FRWELS 61
BELER rar | <= 2>
R(;ffi %% A EVU A< 3mgkg Q3W, HRMIESE
AANBH & &t R R R
K=RN~=T LAY AT EARE>
EAIIgE RIBREOMEST | =R N~7 : 3mgkg, Q3W, 4 [EIFHIRNES 1082
ONO-4538-16/ | IEEM, PETEEBME | A BV A=  1mgke, Q3W, 4 RIS,
CA209214 FEHEH | O®BR | Fo%, =ALr~7 3 mgks, QW
SEAE R RCC % <SUN BE> ghe Q HAR SR
SUN : 50 mg, 28 HIM#5, 14 HHIAE, o5 72

RCC : B2 A, SUN: A=F =7, PAZ: /"Y' =7, Q2W : 2 BRI HEE, Q3W : 3 HMEIMmks,
IL2: f ¥ —uaAfF2

(1) S 1188
a) BYE 1HAEER (016 HHER)
016 RBRIL, RIGHEIIEEBEOMEITIE TizBM D RCC BEEZ R, =R~ T L

A=F =T, RYNR=TIA Y AT 20K Lz L 2oLtk BRI OEDIME
AT A LA HIE LIcIEERABRTH Y, 2012 4 2 AICBHIE L. ek, =R~
T eA VY A TR, EITHEXITEBME OB RCC BFE LS L L. A
e HEE, =RV~ 7 A ) AT OHEL, =FAr~7 (1 X 3 mgky) KOA
vV A~7 (1 X% 3 mgkg) % 3BREMIRT4 BIERIRNEES L72%IZ=RL~7 3 mgkg &
2 WM CEIRN G L2, ARRBRTIE 153 4 OWBRE IIERENEE Sh, 095 b=
RN~ T A LT RHREESHEHREIL 100 4 (=R~ 7 3 mgkg+ A U A
~7 1 mgkg : 47 4, =HN~7 | mghkgt+A Y A~7 3 mgkg :47 %4, =HKNL~<7 3
mgkg+A U A~T7 3mgkg: 64) Thoi.

ARREROFER, =RV ~7 3 mgkg &A1 BV A~7 1 mgkg OUFHEEL, =HALr~7 1
mgkg & A BV A~T 3 mgkg OOFHBEEEE LT, AMERRBRECTHY, ZaMEiE
LTV D Eofr L 7e.
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b) #B5E IbMEHER (009 :HER) (BEEH)

009 BRI, ABMEOWBIMIIAE RCC BF 23, mh T Miay 7ty b, MmigrE
T A AN EPUREREE (CD) 4 KO CDST AR O G ~DRIEIZ X3 25T PD-1 HLik 3
TGP EIE 2 Rl 95 2 & 2 HA L L2 e BRI TRER IE/EALRBRCTH v, 2011
9 HICBtE L7z, H¥E - &I, =8~ 703, 2 X% 10 mgkg % 3 HF MR CEHARPN
5 Uiz, RRBRCIL 92 AnEEALIST, T0 9 bR~ 7 B3 Eh S E 91
4% (0.3 mg/kg B : 22 4, 2 mg/kg B : 22 4, 10 mg/kg ¥ : 23 4, 10 mg/kg ARTGHAE : 24 40)
Tholz.

ARRBROFE, WTNOHESBETREL Il S, 2% (ORR) |, MR ALFHIMH
(PFS) KOS DFERMNE, WTNOHE LR ENERH D EEZ T,

(2) BHEIDHEFER (MDX010-11 HKER) (BEEH)

MDXO010-11 #RERIE, IL-2 #EHTPESUE IL-2 FEIEISARGER O 27— VIV ORI RCC
BEEZRRIC, A VY LT OREMROCAIMEORFZ AL LI EERBHRBRTH Y,
2P Bt L. il - HENE, SR 1 TIEA B Y A~ T 3 mgkg & 1 EHEG LTz
%, 1 mgkg % 3 FMEMRECEHEIRNES (3-1 mgkg #) , /S—F 2 TEAEY A~<T 3
mg/kg % 3 MR CEHARNE S L= (3-3 mgkg Bf) . ARBRTIZ61 4 (S—h1:214,
N— R 2:404) DEERIIN, TRTOHEREIA Y AT BRIz,

ARBROFER, 3-1 mg/kg BEL O 3-3 mgkg BEOWT IO ML « HETHEKRAIMENH
LEZEZ LN, BEVEDFERIZONWT, A Y AT O@EMEIC K DETITRD LRI
. HERAFEFRRIIERGHEO 53% (324) , HEZREWEMIZ33% 204) [Z@DHHH
. Grade 3 ML LOFEFELRKOEBRAFEFLROL IRENMEMOESR (EICHIHESE
THY, 3-1 mgkg B & L LT 3-3 mg/kg BECHBERENE M- T2, 1T LA EORENENER
EFELITHESO @A ERERE AT 0 A MRIERORVE CAFeRE L 5 it e ingIic
LV EHETH ST,

||

e

(3) EREEREMAERER (16/214 HER)

16/214 RBRIT, RIBROMEATHE XTI ORHMIESE RCC B#H %1412, ORR, PFS
KON 0S & FHEFMEEHE & L C=Rl~7 A BV AT ORFRIFEEE A=F =7 OHAE
Eol s B E Lo 2 i LR EEA(LIEERRBRTH Y, 2014 4 10 AIZBA L. A
- R'lE, =R~ 7eA ) AT OHAETII=RL~7 3 mgkg LAY LxT 1
mg/kg % 3 RN T 4 [FFIRNE G L7-%IC =R~ 7 3 mg/kg % 2 1R TR
HL, A=F=THTIEFEA=FT =750 mg % 4 M 1 B 1 B OEL U725%IC 2 HFEIREES
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HZYA 7 NVEGE LT, ARBRTII=RL~T LA V) AT OHABLOA=F =T R
U AT OFRFIZEITI 550 4 KO 546 44 DIE(EL(L S 4L, 1RBEEIZZNEI 547 4 K%
W 535 4G ST, F7-, intermediate U A7 LT poor U A7 OHERE X2 ZH 425
B RN 422 2 PR L S, IRBRIEIT TN E I 423 4 KON 416 A4l G- &z, ARMED
EEFEIEE TH D 0S, PFS TN ORR @ EfEHTIL intermediate U A 7 KON poor U A 7 DHY
BRE kgl L, BIREFENTE LCRY A7 OBRFE L 5L Lz, 2017 8 A 7 HOD
TR _R—2A0 v J DT — 4T ORR K} PFS O EHEFEHTIE TN OS @ 1 [B] H 0 1 [Ff#EHT
iTo 0.

AFHABROFER, intermediate Y A7 KN poor U A7 OHERF D OS [T=A/N~T &AL
LT OHMAREE A=TF =T HTENTIRE [95%CL: 282, —] KT 260 7 H [95%
Cl:22.1, —] THY, =RL~=T LAY LA=TOUARIED A =F =716k 5 EHE
DRGRES Tz (N — R 2 0.63 [99.8%CI : 0.44, 0.89] , J&@#I log rank FE : p<0.0001) .
Fiz, &Y A7 OHBRED OS THEKOFRNGELN, =R~ T7 LAY A~wT OO
FED A =T =Tk 2 EEERARGE S e (O — REE 2 0.68 [99.8%CT : 0.49, 0.95] ,
JE %] log-rank & 7E, p=0.0003) . Intermediate U A 7 & OF poor U A7 O#ERFE D PFS (XZ 1
ZI11.6 7 H [95%CI: 8.7, 155] K84 HH [95%CI: 7.0, 10.8] THV, HEEMEIMR
AES 7ol (AN — R 0.82 [99.1%CI : 0.64, 1.05] , J&5] log rank IJE :
p=0.0331) . Intermediate VU A7 KX poor U A7 O#ER#FE D ORR I1XZNEI 41.6% [95%
Cl: 369, 46.5] &KT*26.5% [95%CI: 224, 31.0] THVH, =HhL~7 LAY LT O
RBED 95%CI O FRRIZA=F =T HED 95%C1 O L[R% ElA 57z,

LBRVEIZOWT, =AA~T7 A ) AT OMHEIETOREET e 7 7 A VIA=F
=T LU L CHRIRAR LD Thotz. £, =R~ T LA V) A~ T OHREEICE
WCHTZ R B EEOBREITRO bR -olz, T—F_X—2 1 v 7 KE TORBIEOHMEIC
LD ENE =R~ T A AT OUHFRIETCT AR DPA=T =TT 44 ThoT.
4 Grade 2 O Grade 3-4 OHEHELRAEERLOFEIEH, WG FILIZE>T-HEREGK
VDRIWEAORHARIZI=RNL~T LA Y A~ T OMHBEETEL, Grade 3-4 DHEHES K
VDEWEHORBRIZI=FR L ~T LA BV A~ T OHFHEETIR) > 72, 42 Grade DA EFR
FOBWEHORBRII=AN~T LA V) A~T OHEELE A=TF =T CTREE TH-
7z.

=N T A AT OMHBEOREET 2 7 7 A V1, intermediate U A 7 TN
poor U A7 DR & &Y AT OPIERE TH GBI R Do 72,

%< ODBET REAEFRLORENMEMEAEFFRIL Grade 122 THY, 1F& A EIFEE
XITHER SN DIREHT A KT A4 CEEARETH o 72.

10
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2) MHIUTBHEAEEXSERBBREHEBLONENS

[ L b EE GIeEEr I ERa e gIeiy)
€25 ko B ERES =323 23 EOIEES ANENDaGEN 0
- 1 | [ |
I L7 [
. |&
L CHEENZERZ 7T 2 L xRETH Y,
I | T o L H L EX LG, I
I, - 0> et 7,
- .Jr 10|

I [ N, (> i A 1

L koo RigxisE 2, s I s T =
el el e 0 = |
a1
T
B o

3) RCC LN DEEERRE LIzEHRAKICONT

=R~ T LAY AT OUHKEEIZL D RCC DS DBIFRIZOWT, /MBS, 7V
ARV~ —RX 27 A TS (BMSKK) &Y BMS #1223, FE/ NI AN A, JHFAE
Fa2s A B ORI A7 EaxtGe b LIRS BR 2 b CTh 5.

1.5.4 PN

1) Okazaki T, Honjo T. PD-1 and PD-1 ligands: from discovery to clinical application. Int Immunol.
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3) Intlekofer AM, Thompson CB. At the bench: preclinical rationale for CTLA-4 and PD-1
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1.6
1.6.1

ETIX 2018 4E 4 A IZA&AR &I, EU TiX 2017 4 11 HIZ BMS #H03&:ER

NEIZETAERAKREFICET 5EH
SEIZH T B EARKR
A BV LA=T70E, 2011 4F 3 H 25 BICKECTRIISKR S, £ 0% BU TIEX2011 47 A
13 FITARESNTWD (GE 1.6.1-1) . 2018 4 4 H 20 AFFET, H#H5 60 DL EOE & HilkT
ARSI TN5.
=RV~ T A Y AT L OPFRRIEOBHIRNS AACK T HRNEE - SIRICBE LT, K

FHEITHoTNA.

FRERBEORA LEE U TORERMN CEORLEZRAM L, ZOMEELR 1.6.1-2 ITRL

7.

#£1.6.1-1 NEIZHITHEBERR

E4 HR5E4 ABE |FE/ & ZhEe - HE R AE
HB

KE [YERVOY D011 4 50 mg/10 mL g AR OV (12 5% B0 BB Z & IC&EH4 B, 1EH
(ipilimumab) 3 7 25 5 (Smg/mL) | }) (2817 HUIRAEE |72V 3 mgkg & 90 43T T
injection, for 17 4z 200 mg/40 mL |y g LR R S
intravenous use 7 H 21 A (5 mg/mL) DR EIE LT 5.

2015 4 ViR eEste BEMEIEIC4E, 1HHEZY
10 A 28 A JFATY >3~ 1 mm 10 mg/kg & 90 437 T T il
T Z DIREFRES  [E%, 10mgkg & 12 #HE 2 &
e BEERAERE CRE 3 FEMEST 5.
DIRTBYIER S D4 A/
BhFEIE
2018 4F Intermediate X3 poor V |=7R/L~7 3 mg/kg % 30 73 »
4 A 16 H 7 ORIBROMETE | F THEEHEE, FBIC
FIIE 695 =R/ [YERVOY 1 mg/kg % 30 43 H i)
~ 7 L OPFREEAE [CORBEET S Zo&k513
&+ 5. EMEE T 4 EFEET . 20
% =R /)L~ 7 240 mg % 2 R
eIl & 7213 480 mg % 4 FH [
F@C 30 43 A TR ERE T
D.

EU |YERVOY 2011 4F 50 mg/10 ml |l A DHEITHR (BIBRA A FS KOV 12 5RlL E O FAEH]
5 mg/ml 7H 138 RO0mgA0ml mes i 3lEE) B RO HERESHAEABO MR, 3
concentrate for 13 4 10 12 5Ll Lo FEMICE [BERECAF4 B, 1 [EY7-
;gﬁﬁmf 31 F % EME RO | 3 mgkg % 90 47T T AT

2018 4 & T 5. ET 5. BEE, FREOH
1H29A B IBEAFIR A DB RT3 D
57, DBEMENBDLNBIRD
EAHOETOHRE (4 BOR
5) BT HRETHD.
12 A D /N
12 A O/ NRICx T 54 &
U b~ 7 OReEEB L OENE
IIHESE SFL TR0,
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£ 1.6.1-2 REFMAXEOHE
E4 kE
R5E4 YERVOY (ipilimumab) injection, for intravenous use
£tt4 Bristol-Myers Squibb Company (Princeton, NJ 08543 USA)
—RALFR | (EU LT
AFEAR | 201143 25 A
KA - &8 A 0 50 mg/10 mL (5 mg/mL) & U* 200 mg/40 mL (5 mg/mL)
ZhEE « 2R | 1.1 VIRRARENINEBHEESEAE
YERVOY (ipilimumab) %, AR OVNE (12 5%EL 1) 12361) 2 UIBRARGE I Tis R Bk R Ao
BRI E T 5 [BRHER (14.1) 8] .
12 BHEaBEONSHBEIRE
YERVOY (%, k) > /3~ 1 mm &8 2R AR L, &) v/ HiEE L Temws
BRI & 5 7o B BB O SBABREL G & 32 [BRRR (142) 28] .
1.3 ETRMNE
YERVOY /4, Intermediate X% poor U A 27 DARIAHE O HEIT B MINHE L2535 nivolumab & o ff I
EEES T2, [BRA (143) 2211
A AR | 21 RAEXEIEBEESERAEICRT o HEAR

YERVOY OHESEA R, 3BT LICAFH 418, 1EIHZY 3 mgkg & 90 23 RIHNT TRfisE &
T2, BUERELEGESIIREZERET D22 E03HD S LvZ2ngy, kS5 16 BRELINIZ
ETORGZETTHZ L [HERR (14.1) R] .

2.2 EMRAEOREMBREICRS T 2#RAR

YERVOY OH#ELEH R, 3BT Lic4(m, 1HH7-D 10 mgkg % 90 23 Ml T T alifii ik,
10mg/kg 7 12 M Z & ICRE 3FEMET2 [BARR (14.2) 2] . HERECEGEEFEE %
SR, EHIT L.

2.3 EITEMREOHEREE
nivolumab 3 mg/kg % 30 43 2N CRMF#I%, [ HIZ YERVOY I mg/kg % 30 430t CmfiiE
5. Zofhx 3 EMERC4EIERT S, [BREE (143) 228] . JFEEG 4B THIC
nivolumab % H#| & LT :

240 mg % 2 WG, E721%

480 mg % 4 A HIR
DWFNINE, FEERETELRIFRTEAVEENE LS E T30 400 TEIEHET 5. BltAwT
|Z nivolumab O LELEMRT H 2 L.

2.4 BRI B85 0OHME

# 1|2 YERVOY O EFEOHESE %773, YERVOY & nivolumab & O 5B\ T, & EIE
W4 2856810%, WAlZ&5E3 5 2 &, nivolumab O H &GS OHELEIZ DU TIE, nivolumab @

USPI &35 &.

R ~ PR O R SOSS8O DAL, B2 PR IR EGEHEZELEH 2 L. HE
BBV B DT TEF SRS 58D b BAE, #5a2hik+52 L.

% 1: YERVOY QOHZEERERAMNE LB RICHEINIBREORS

R /IRERR FlfEH (CTCAE v4) B 50O
N5 WsR SEFNE D N4y Wb YERVOY O 5%t H4 %

BIVEF SRSy 0 AL 5E 42 i 2%
(Grade 0~1) L, 1 HdH7=Y

prednisone 7.5 mg tH 2 &L T 2 G-
DERFITIE, YERVOY D5 % FHiH

+5.
FEGPEDRIEM 23 6 HRLL £ | YERVOY OREEHIET S
FLTWD
R E AT 1A RO 5%
1 H&72Y prednisone 7.5 mg H
W TR TE AL
IRFR Grade 2~4 DFIE YERVOY 052 ks 5

JRPTERE T 2 WHELIAIZ Grade 1
o L7ewy, XU
EHRENVLETH D
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ZOfh+<_C | Grade2 YERVOY D425 % L4 %

RIVE R 358500 X FE 42T &
(Grade 0~1) L, 1 HH7=Y

prednisone 7.5 mg FH 2 =L T &2 5.1

DERFIZIX, YERVOY O# 5% 5

T5.

Grade 2 DEIERI2S 6 HIILL 15 | YERVOY OBe5-2 HIET %

L Tn5

BB EAT oA ROREREE

1 H&72Y prednisone 7.5 mg H

METHETE 2N
Grade 3 X3 4
e 7L
AR UOYER | YERVOY O HIC LY, BEEROBEGNZGENRIERNRE T EBRH 5. [BHESS
Eork ]

YERVOY % nivolumab & ff #5454, nivolumab & /4% YERVOY OF 558 T # I 5
X% nivolumab DEE 72 Y 2 7 [ZBF A EHIZOUVNT, nivolumab OURM TEEERTHZ &

5.1 B

YERVOY OfEANZFE, BB REF % G e R BT 22 B d 5.

Mpde (T, ME%, MR SO, BEAOF AR L) KOBEL (EROMEEL N, Ly 2R
) ORI OEROEFEHEZOWTHELXERT 22 L. ERVPBD O D EEL, BYYENREA
TN Z EEMERR L, ERPFHT 2EECHEEOEHAY, NEEREEZRFIT 5.
EEOMREZFEEL LT BHE TIX YERVOY OFE2HIE L, BMMHES 1 BH72 Y prednisone 1~2
mg/kg FIY BEORIBREAT oA ROREES %263 5. Gradel Bl FIZti# L2 T, BRI
BATaA FOWREAZRIG L, D2 &b 15 o CHERRICHNT 5. BRERBRTIX, RIBA
BATaA NOWEEZ SN TERE L2 EBEO—BTHREOBFRELEREANRBD BN, 3015
S HUNICRIBRE AT v A RGNS L BRI SE LERICHENR A LN %
PEPERS A DF BBV C TNF BREIR S L IS0 S imfilFl 2 8Mm4 2 Z & 258 T5 2 L.
FEEOBROSATX, YERVOY OFGAIEH T 5. ILEEAEE L, 1 HEZ#Bx TR 5
L&, 1 H®72 Y prednisone 0.5 mgkg fHY RORMEREAT v A RO EE BT 5. [A
&k 2.4) M

YERVOY Bj#&

B EE R A

MDX010-20 (NCT00094653) #RER T YERVOY 3 mg/kg # &G SN-HBEDH B, 344 (7%) ([ZHE
BE, B0 d, H2DWVIEEmIREEGR (=2 T A & T EILLE ERID TR, FEER,
A VLA, EBREEER ; Grade 3~5) 23FEBLL, 28] (5%) I[CHEE (R—RA T4V EHKK6
[B] (812 T, MER, KSR ST M(E ; Grade2) DRFRMFEI L=, YERVOY O# 5% %) 7-7
RTCOEE GLLABD) O>6, BEFLNSH (1%) , GOHEIC X 2T 46 (0.8%) , HEHE
DIFRIZ X D ABED 26 il (5%) 127D Hiiz

YERVOY O 5-BtE) & 3IE £ TOMM O IAEIX, Grade3~5 DR EFHKH LI-BHE TIX 1.7
H A (P : 11 B~3.1 7 H) , Grade2 DIFRAEFBELI-BETIX 14 A 2 H~43 70
H) Thotz.

Grade 3~5 DIFRERILLZEED 5B 2941 (85%) NEMBEOREREAT oA K (1 HH1ZY
prednisone 40 mg MY &L ) #H&G5-3h, ZORGEOFREIL | HH72Y prednisone 80 mg FH Y
w, EhHHMohRL 16 Al (k& 320H) ThY, TORRIBREARAT 0 A FO#L &I
Wi Sz, PEEOBRERBLIZEE 286025, 46%IFIRIBHEAT oA RO EE%
ZAF T, 29%Ii% 1 Hd72 Y prednisone 40 mg 84 AR O 54517, €O GHM O IfEiT 1.2
MATH-T. £z, 25%FXEHERORIBREAT v A RE&ESh, BIBEEAT v A Rl
OFEHE ORYLAEIL, 10 B CTHo7o. R, EEITEME LD TREENREZRE LT
BERHDILS5HF (8%) T, RIBEKEAT oA ROBERESE ol BIA 7Y Fv~<T
BNEEH SN

Grade 3~5 DGR ERILIZBE 34 B0 H B, 74%F52EICMIE L, 3%% Grade2 £ TekFEL,
24%3 i L2 o 7=, Grade2 DIFRZFEBLLI-BEHE 286D 5L, 79%IT5=EICHEE L, 11%T
WENRD B, 1% TIXEENR LN -1,

HEMEAEIC BT B S s

CA184-029 (NCT00636168) &5 CT YERVOY 10 mg/kg & 321 TW I BE TIX, 76 1 (16%) T
Grade 3~5 D5EMERGZ, 68 15 (14%) T Grade2 DIFRNELT-. 76 (1.5%) NEFILEL
L, 3640 (0.6%) RNAEOUHEDT-OIZIELE L= [BIFEH (6.1) ] .

Grade 3~4 DGR OFRIE £ COMMOPRAEIL 1.1 » A GHPH - 1 B~33.1 # H) , Grade2 D%
WL TIE 1L » A (P 1 H~206 » H) THot-.

Grade 3~4 OIFHREFHBL L= BH 71 Bl (95%) DEIBREAT oA NOEE®RkGE5%1F7-. &Y
I OFRAFIE, 47 9 H & 523 H) Tholz.
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WEEONGR KB LT-BE 68 HID 5L, 51461 (75%) BRIBKEAT oA NOLERS %%
i, ZOBREHOPRMEITZ3S v H ®ESR25H) Tholz. 1EEA 7 XT =T DHMNG
RSN DRI EAT a4 RUSNOGREIHIFIEIL, Grade 3~4 OISR 2388 LT- 38 D 36%,
Grade 2 DHELZ B L2 BED 15% THEH Sz,

Grade 3~4 OREMIGR 2B LIZERE 15 FID 5 B, 86%IX5ZRICEIE L, 3% Grade 1 £ T
#FL, N%ELEELRD o7z, Grade2 DIGREZFKBELLIZBE 68 HlD 5 6, 94%ITEAITEIE L,
3%I% Grade 1| ETHWHE L, 3%ILkE L7z,

nivolumab & DHFHEE

YERVOY 1 mg/kg & nivolumab 3 mg/kg & DO

B

SIENTEMERIBRDEE D 10% (52/547) 1CHRBL L. BEETCOHMMOTRAEIT 1.7 » A TH -
7- (EPH : 2 H~19.2 » A) . RN EMEREEZY YERVOY & nivolumab & OHFHIC X 0 ki)
RHIRIZE S T2 DTHRE D 3.5%, —HRRTIEICE S T-DIZBED 42% Th-72. KIFRBED
FI3%TEmAEaLFaxTaAf K (1 BYE0 AL RF=Y U B T40mg UL L) Z#ESh, #&
EMMoR Rz 21 B #H :1 B~27 7 H) Tholz. BEDOK 23%IE, mAEaLFaxT
O RiZA 7V Fv~TOBMELEL LZ., BED8I% TREEELEZ R L. YERVOY &
nivolumab & OHFAIC LV FBIZICEE 2 FITRIGRAFTR LT-.

5.2 HREMERTR

YERVOY OfERIZFE, BIER 7R REF] & & eI RSB T2 2 L b 5.

YERVOY O FERNC, FHEERARE IFFT7 AT I —E RO U Ve U EH) ZHEGEL,

BEICBT D FEEOMER RO HAHERT 5 2 & SN Sz B8 T, BYYE

SOTTEMERESE AR Tl N2 L 2B L, HART 5 E CHEEREDORK AT Z L.

Grade 3~5 ORFE MR O B BF TIL, YERVOY O#eh5ZF 1L, 1 A&®7-Y prednisone 1~2

mg/kg Y BORIRREAT 0 A RORHFEG 21T . FFHEEERE ORI R 8E T _R— 2 7 A

UADEENRRD LA EAE, BIBEEAT oA FOWREZBEL, 1 » A TR0 R

9 %. YERVOY DKM T 0/ T LA%@ LT, BARORIBKEAT oA RERS L THLEE

DORFRPFEGET 2 BF I a7 = ) —VEERERG Sh7-. Grade 2 DIFEMENFED b5 BE T

1%, YERVOY O¥G%#IEMT 5. [HE - /HLE 24) /)

YERVOY B &

EBEE A

MDX010-20 352 T YERVOY 3 mg/kg Z %5 S B#H 8l (2%) ICHEE, Ami&hd, i

e F e (EYEE BIRO 552 2 5 AST XU ALT #1, & 2\ 3B EIRO 3 528 %

HRE VL E HEINN ; Grade 3~5) MNIEH L, 0.2%IZE IR AT RO B, 0.4%05 AFE L

7o, ZOf 1361 (2.5%) 12, FHEGEmAERE (GEMEE BB 2.5 58 ~5 5L F D AST X%

ALT S9N Z RN EBRO 1.5 5#B~3 (5L T O E U L E 00 5 Grade2) & L THN D HEE

OIFFIERTRD Bz, BRI TORE THIE SN TRV, SEERF RS - E R

Lot FERTHE LR INIZBEEN R0 TH L7120, KEGOEFEEEORBILH S 2

TIE7R0.

RGBT R MR

CA184-029 5% C YERVOY 10mg/kg # %5 SN TWAHEED I H, 514 (11%) 73 Grade3 5 4

DEIENTEVENT S %, 224 (5%) 7Y Grade 2 DS NTEMERF A & F8JE L 7=, Grade 3 725 4 DRF %

ZRIE LT 6 2Kk L CHEME L2 ER CIEEmE £ 2 H BB RO EF 2R EN

72. Grade 3 225 4 DOJFRFIEE TORFE O TP RAFIL 2.0 » A (GEPH : 1 225 42 % A) , Grade 2

DOIFRFBIEETIX 14 5 A G : 13 B05 65 5 H) 7257, Grade3 75 4 OGRIENTENERTF%&

ERIELTBESI LD B, HRNTEEMI LIZDON 94%, Grade 1 £ TOUWEN 4%, wFE LA

Mo T=DWN 2%72 > 7. Grade 2 DRIENTEMITFREZRIE LIZEBF 24055, FRBEEWLL

72D 91%, E LIRS TZDN 9% -7,

Grade 3 700 4 DIFREFIELTZBED I H 464 (90%) &G MEarFaxTaf RTHREL

. R OFRiEIX 44 7 H KES61 5 H) oz, EEOHRERELZBEDI B

164 (13%) #&gMarFaxTof RTHRELEZ. BRGMoRREE 26 » A (kK414 %

A) o=,

Vemurafenib & DGR E

FEZHERBR T, YERVOY (3mgkg) O vemurafenib (960mg % 1 H 2 [BIX (X 720 mg % 1 H 2

B) ZOHEESN-BF 106IH 6 FIT, REYALEUHEMELES, & DWIEED7V Grade 3

DT AT IS —BHEIMMRZRD Sz,

nivolumab & D5

YERVOY 1 mg/kg & nivolumab 3 mg/kg & DHFH

PR e A

CIEMAEVEITF R NBE D 7% (38/547) 1B L1z, BHETOHMOTRE L2 » A TH-7=
(FEPH : 14 A~26.8 » H) . $EMLEMEATZ 7Y YERVOY & nivolumab & OBERIC X v Jkigin7e

IEICE S 7= DITEE D 3.7%, —HRTIEICE S T=OIFBRED 3.1% Th 7=, IFRBEHE DK 92%

DEMEaLFaZToA R (1 HY20 7L R=Y U 40mg L L) 25 Sh, &G5O

L 1.0 » H (8P - 1 H~4.0 » A) Toh-o7=. YERVOY % {£ 9 nivolumab DA% B

D 87% CHIFR DRI DRI ER LT,
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53 MR ERIKEEA BRI
YERVOY Offi FHIZ Y, BEEH 7 IER % & e fu M SR A RBLTH 2 L3 5.
FIB O D FEIE R & DB R OB R OFER OB IOV CTHEEZBIEIT 52 & OFEK 2 FF
ESNTWRWIRY, R OMIE & OERIZGRENE E BT RETH S.
AT A4 =T VAR T a ) EERE, PEERKESRAE, EEAE O TN, K
MY U< T mPEDER 2 &0 L7235 035380 b7 B3 Tk, YERVOY 052 F k45, 1
A d7- v prednisone 1~2 mgkg FHYBDRIEREAT 0 A N2 R2HE5T 5. KERNR=a L ha—
NENTWDEAE, 1 4 AU ENT CRIRKEAT v A REMNNT 5 2 & R~ O
P OVEIRDSFR B 5 B TlE, YERVOY O#5-2EH+ 5.  [HE - % 2.4) 2]
[RIFHIZ2FIB 0% 5 FEfE 72 & OB E~ B O R JFR OSATY, SHEFEEIT O . 1 EELINICE
ROBCEDRHED bR WEAIE, BIBRERAT v A RORFTHE G XII2H 52179 .
YERVOY Bl &
B EE R A
MDX010-20 #8% T YERVOY 3 mg/kg Z %5 S 7= HBF 13 6] (2.5%) ([CHEE, AmzEnd, X
BRI B ER (B« AT 4 —T U R Vg ) EGRE, RS EERRIE, B
A8 OB SUTHESE, A9, L OFERZ S J85 5 Grade3~5) BAFHLLIZ. 161 (0.2%) 1%
MR ESEMAEIC L VBT L, 2 oM 1 fIIXEEDKELR OO AR ZE L. 63 f
(12%) NHZERE (Grade2) DEFERAZFEIHLT-.
YERVOY O#5-BtAN S, A58, BHE 3 AME B0 RS § % OB £ TCOHM O ik
EIX22 HTHY, mRET40 WA TH-TZ.
YERVOY % #5-&h, BIEOKEREZRILLTZEBE 76 (54%) DNEHARORIEREAT oA K
Peh (HEOWIAE : 1 BHH7= 0 prednisone 60 mg FHY &) 7z, BIEKEAT v A KOWIH
MOEGHMIIRKE T34 WA TH-o72. LTI D, 6 FITRERENRO LN, AEET
OWMIIRE 36 WA TH-T-.
PEEORERZFBLIZEBE 3 HID S B, 256 (40%) BPRIBREAT oA NoegEkE (&
HEOWHRAE : 1 HPH7=Y prednisone 60 mg FHY &) %% f, TOEGHMO T IfEIL 15 AT
Hotz. i, 16 (11%) ZRIBEEAT v A RORFEREGEOHREZIT, 316 (49%) 1ZEIB K
BATuA FOEEEE L RAHREG LZ T RhoT-., PEEORIEK % IEH LI B 44 6
(70%) Tre2RHENRO B, 761 (11%) TEE (Grade 1) ~OERH LI, 1261 (19%)
TIHEER SN Te.
RGBT R MR
CA184-029 i&57C YERVOY 10mgkg # %5 SN TWAHEED I H, 194 (4%) 7 Grade3 /25 4
DSFENTENER G R 2 HHE LT, W (Grade2) DFRERREZIIELIZDIX9%4 (21%) 7Z-
7=. Grade 3 205 4 ORZJERFIE L CTORFMOFIAEIL 14 B GHPH : S BH2S 113 5 H) , Grade
2DORERFIEETIT 1L A @ 1 Ab 166 v A) 7207z,
Grade 3 75 4 DSRPENTEVER JEREFIE LT-RED 164 (84%) 2aFMEaLrFazxsuf KT
HFOfE T 21 A (RE 492 5 H) IR LT-RER, FRET43 v H (RK444 1 H) TRERNM
AWK L., REMELITIRFMEa L TF axT o, RTHBELRP>T-BE 3L (16%) D5
H, 24 (11%) TEEHEEL, 14728 Grade | ICHFE L.
Grade 2 DFZJERZFIELTZBRE 9LD I L, 674 (68%) ZEFMEaLFazxsuf ReMAL
THRAET 2.6 » AIRIR, 164 (16%) ZRFTaLFazrrTof ROLTHKEL, 164 (16%) 1%
EEMELITaNTFaAT AL NTRBRLA»-T, 714 (718%) TRIGAMNEEMEL, 154
(15%) THEE (Grade 1) FTHELED, 74 (T%) 1FkFE LMo Tz.
nivolumab & DHERERE
YERVOY 1 mg/kg & nivolumab 3 mg/kg & DHEH
A
CIENTEERIZ B EBH D 16.6% (91/547) IZHEB L. BELE CoOHMOFRMEIZ 1.5 7 AThH-
7= (i 0 1 B~209 » H) . $ENTEPERIB S YERVOY %19 nivolumab o kigehY 72 i 1L
BoT=DOITHRED 0.5%, —BHRPIICES>T-DIZBED 29% Th-7-. FEBHRE DK 19%05 5
MEaLFazrTFaf F (1 BY720 7L =Y U 40mg L L) 2530, &5HMoH Rk
fEIZ25 B (#iPH : 1 H~23.1 7 A) Tholz. HED 4% TREMIE R L. HEEIZ
YERVOY % {9 nivolumab % B L 7= & DK 3.6% TRENER LT,

54 REMEMRESREIEA

YERVOY DO FIZ Y, BEER 7RG 2 & e fa B MR E N R BT 5 2 L3 5.

— U SUETPE D AT, R IR & W o 2 E B = 2 — e A TF— R &M= 2 —n
RF—DIERDOFRICONWTHEEET D2 L. X570 « NU—REREREZ CEED (B H4AIEIC R
EEET) ma—uXF—035E0 b BE T, YERVOY 052 IET 5. EEO=2—n
NRF—Zx LT, MEEFNNAEITY. BEO=a—a X F—08AX, 1 BHY
prednisone 1~2 mg/kg FAY BOFIB L EAT v A ROEEEGORGEEHNT D, HEED (AF
IR KRENRNY) =2 —a XF—RRD LN DL BE T, YERVOY OFGEIEHT 52 &.
[ - 5 (2.4) /]

YERVOY B &

EBEE A
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MDX010-20 T YERVOY 3 mg/kg #5172 EE T, BMmiRXT o - NV —EGRED 14, &
JE (Grade 3) DORMMEEER M= 2 — 1/ F— 1 FiIFEH L7=. YERVOY DOFEKE T 0 /T L4
EEBUT, EEMEAEL XT L « S U—EERSOERARE STV S,

HE A E O BREE

CA184-029 3B T YERVOY 10mg/kg 5 SN TWAHEED I L, 84 (2%) 723 Grade3 /5 5
DTN = 2 — o XF—ZRIE L2, M —DREHNIX T AN —EREREOAIHEIC L D b D
otz [BIER (6.1) #2ZMH] . 14 (02%) OBRENHEED Grade 2 DHIENEME= 2 — 3
F—HFIE LT,

Grade2 75 5 DTN = 2 —m XF—OBEF A DOKEE TORMIL 1405 274 » Ao
7=. Grade3 "6 5D 8ADREEEZ2HEaLVFaxT o RTHEEL @@ 3 AnD

383 %), 3&WIEZ 7Y AALEE LTZ. Grade3 205 5 OGENEN = 2 — 0 8F— % %
JELTZRBFE 4D OB 44 TREMAL, 14 TR,REE (Grade 1) ETHELLD, 34EFEELR
Molz. Grade2 DRENTEME= 2 — a2 NF—%RIE LTZBHF 1AL, avFaxTaf REER
LN T a— R F—RNEaeilk L.

5.5 REENSWEE

YERVOY DO IR, Afn 28 D IIES] 2 & T st/E tEN DI EN RIS 52 03 H 5.
TR, FIBHERE @7V —BEat) , WOUSFIRIRFERE TTHERE K ONFUIR AR RE K T iE
Lo TR e B K YR O EC DWW CHERR T D 2 &L J857, UAIW, REMuRIEZ L, MW,
PHEBEO R K MKMEEZ 2T 52 En3H 0, W USIEMER B &2 Do IR &R L 72
R RO RTERZ R T ZEBH 5. ZOMOBHRBFEE SN TODHEEERE, NS O
SUTIERIE, REMEE AT RETHD.

P GBRAARYE, BB GaT, WONIERICEES < BRI EMEICIE U T, BREACERE, B RCE R
WARNEY (ACTH) EEOHIRIMERERE 2832 Z & DO BETIE, ERREICL YK
THERDIERARD Hi, TEAK EBW ST,

SEGEMEDOYA X, YERVOY OG22, 1 H&H 72V prednisone 1~2 mg/kg 12 B O RITE
BATFuA FOEFHEGEMMBL, WURRVECMFTIRELRGT 5. [HE - % 04) &
H]

YERVOY B &

I EERAE

MDX010-20 352 ¢ YERVOY 3 mg/kg &% 5 SN BH 9 6 (1.8%) (CHEE~Am a4 it
WABEE T (AL ADEZNNANEET D, HD VLA FEERICKES %727 ; Grade 3~
4) BRBLLTZ. 9 BTN TON TERIMMEER TELA L, —HOBREIZZOMICRITHERSE,
PREEHEAS T M OV R B AEI TREZe EOWNDWEEZ R LWz, Zhb 9 Fild 6 BlITEE DN
SWEFEDTZDIZABE L. 1261 2.3%) OBFICPEEONSWEE (KT AFEERE T
ERMNAEZET S ; Grade2) ARHLL, TONFTUL, HRIEREIKTE, [BIBEERS, TE
IRESREIR T, W ONZ FURIRFEBE TUHERE e OV » & v THEEREN S 1 il Th o 72. YERVOY D
GRRMGTR, P~ EEOGEIEN DR E ORI E TOMB O R REIL 2.5 A THY, HET
44 77 HThHoT=.

PR~ mE G T NIWEFELZ BB LI BE 21005 5, 17 F0NEMORLVE L HERES
B, NiRE LCRIBRERLVEY (104) EOFRBEEAALEY (136]) BEhoT.

HE B O TR AR

CA184-029 3Bk T YERVOY 10mg/kg # %5 SN TWAHBED I L, 394 (8%) 7 Grade3 25 4
DEIENAEMEN S WIEE 2, 934 (20%) 7Y Grade 2 DFFENTEME W T % F8IE L72. Grade 3
NE 4 ORENTEENSMEEZFIE L1239 4D 9 b, 35405 FEMEIEIR TE (FIHEER
4, MEREREIR TE, FRRBEREIE TIEZR &, 1 D F 3RO KNS WIEELZ LS ) , 34
DSHURARAERE TUMERE, 1 4 2SR HUIRARFE AR TRE % 6 L CU /2. Grade 3 205 4 OSIENTE
PN IR E OFIEE CORFMOPRAEIZ 22 » A (HEH 2 B H 85 H) 2ol 394095
274 (69%) MEIENEPERNWEEZBHIZABL, 44 (10%) TRMEPHESHhT-

Grade 2 DENTEPENFIMEEDBEZ 9340 5 L, 74 L 0NFFME T ERAEER TE (BIRHE
R4, MERREEREIR TAE, AURIREEREIR TAEZAR &, 1 D E 38O RN SIMEEZHES) , 9
£ S REE R ARFE IR TE, 3 4 23 FUIRARMERETTHESE, 3 44 25 HUIRARBERE A T E & 72 13U THESE %
PES FURRRZS, 2 4 2SERRFBSREIG ME, 1 4 23 FURARMSRE TUHEE & TR MEO® 7, 14
23 R BRARE 2 569 L C U2, Grade 2 OB TEMEN 43 WARE 5 O FIE & C O IREFE] O H BT
217 A (HPH:9 H2 5 193 » A) T, 20% CREMENHE Xz

124 4,75 Grade 2 75 4 ORIENAEPEN S WEEE DIGHE & L CTHRIEMHIFIR L O/ £2I3RIE R
EBUMAIREEZ T, 209, 24 (34%) BalrFarTof Refilkt b2 8RN TEL.
73 4473 Grade 2 225 4 ORIENTEVERNFUIEFOWEFK E L THRIRF VeV 2 &GS, Z0)
B, 144 (19%) DERIBARLVE CHiREREFIET 2 N TE -,

nivolumab & D

YERVOY 1 mg/kg & nivolumab 3 mg/kg & O

B

TEEK., TEAERDPEBED 4.6% (25/547) IREBLLT7-. B COMMOPRMIZ28 » AT
Hodz EPH: 1.3 » A~73 » A) . FEAEZLN YERVOY %5 nivolumab D 7K#HiHI72 kI
BEoT=DIXEED 1.3%, —BHRPICES7-DIZBED 2.6% Th-7-. FTEELKBEDOK 12%




1.6 AAMENZE T AR B 2 &
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DANLE U FEEEERE SN, 0% EMEaLFaxTos F (1 BY720 7L F=y U #HE
40mg L L) &5 S, GO REZI08 (FEH: 1 H~16 7 H) Thot-.
BISHEEAR LS. RIBHERENBEED 1% (41/547) 1ZHH L1~ R E TOHM ORI

34 7 AChH-o7 (P : 2.0 » A~223 » H) . BIBHEER 22 YERVOY % 9 nivolumab d 7K
7R P IEICE S 1= DITBRE D 1.3%, —HRPIEICES>7-DIZBRED 2.0% Th 7. BIEHEE
RAEBE ORI BUNTLEUMFIRELFRG SN, 18%AEHAEaLTFazxTaf R (1 BY%%D
T R=Y U 0mg Ll E) R Sh, BEHMoPRiT 12 8 @1 A~56 2 H) T
HoT-.

ORI AR K THER L O H R IR TTHERE.  HURAREARIR TE & 7 1 X RIS RE TUHEIE S BT O
22% (119/547) IZHEBL L7z, FERETOMEOPREIL 2.2 » HThHo7 (HPH : 1 H~214 »
A) . ERRARESRE(R TE F 73 RS RE L IE B E O T6% N L AR TF u X v ARG SN &
FHD 3% TIHRER L.

FROR RS RE TUEIE S BB D 12% (66/547) \CHTLLT-. RBE COHMOPREIZ 1.4 » A Th-
7= (HGPH : 6 B~14.2 » H) . HURIEMERETTEIE B OK 14% 08 A F~ V' — L2 #h S, 3%0
TN~ — L EEESNTE. BED 5% TIHkE R LT,

1 BUBEIRA. BEIRIFAEEE D 2.7% (15/547) (CHBL L=, B E CoOMMOPRMEIL32 » AT
BT (G : 19 H~16.8 » A) . YERVOY % 9 nivolumab % #§JRJ5 & FBL L 72 BH D 33% T
—FZH IR L, 20% Tk AIC PR L7=.

5.6 SR TEMEITRIE

e % B T S A TENENIRZE 23 YERVOY %1 5 nivolumab THELT 5 A[REMENH D . X HREIE
TIKMRIZOWT, FMilEROFERICOVWTEREEZE=F DV 7 T52 8. HEE (Grade2) F
7212 & 0 EE (Grade 3~4) ORI 7LV K=Y U T 1~2 mg/kg/ H DG ETaLFaxT
oA RaEh L, TokalrFarrsos Reikd s &, hWEE~EEDOIRE - iERE~THE
#1213 YERVOY O# 5% —Ipgic k45 2 &, Az #hd (Grade4) MiliEZ121% YERVOY
ZARBICHIET S Z 8 [HEE - AR 24 221K .

nivolumab & DO

YERVOY 1 mg/kg & nivolumab 3 mg/kg & DH:H

A

SR TEVENTIR IS 3B D 4.4% (24/547) (ZRBL L7, BBLE COHROFREIX 2.6 » A TH-
7= (#PH : 8 H~92 » A) . SN EMMilgZ S YERVOY % £ 9 nivolumab 0 7K#5eH 72 H1 1k
BoT-DITHRED 2.0%, —BRRPILICEST-OITBED 1.6%TH 7=, JMEKBEE DK 92%)8
BHEaLFaZTaA R (1 B4 L F=Y U #E 40mg LE) 285 S0, 58T
X 19 B (HiPH : 4 H~32 7 ) Tholz. BEDOK %L, @R LFaxTaA NiA
V7 UX VT OBMELEL L. YERVOY %9 nivolumab % BB 2 BE O 79% CIiliEse
NEFROERWERER L.

5.7 SENTEHB AR L UBEHEES

G AENER 2828 YERVOY % £ 9 nivolumab THEILT HIHE 03 H 5. KRR L OVAE P IZEH

B, G2 V7 F=v ERIC W CEEEE=4 Y v 7352 L. EmEdEsT (Graded) Ifn

WO LVLTF=v ERICT L F=Y VR T I~ 2 mgkg/ HOFEERTarFaxTaf FNeks

L, TOH%anrFaxsof R2E+ 52 L. P%E (Grade2) ~FEE (Grade3) PDIfLiEZs v

TF=v ERICTV K=Y U T 0.5~ mgkg/ B OFHETaLFazxTaf Rekhg L, BE

THERREEEZRDLRWGE, aLFazxrudf Re7L R=Y VBT 1~2 mg/ke/ B IZH &

THI L. HEE~EEOIKE - JERE TR ICIE YERVOY & —Iipichibk+ 52 &, Az

04 (Grade4) IiE2 L7 F =2 EFIZIZ YERVOY Z ko452 & [k - A&
(24) W] .

nivolumab & O

YERVOY 1 mg/kg %45 nivolumab 3 mg/kg

PR e A

TN TENE B A6 L OVBMERERE 2N BB D 4.6% (25/547) \THRIBL L=, JHE TOWHIR O gl

X25 » HChoT= (#PH : 1 B~132 » H) . SENEEERE L OEHRERE . YERVOY %

££5 nivolumab O 7KFEHI 72 FIEIZE S 7= DITBFE D 1.1%, —HRPILICE > T=OIXEED 2.7%

Thotz. BEOKI16%RImMAEaLFaxTaof K (1 AY7-) 7L K=Y U5 40 mg UL E)

G SN, HEWBORREIZISH @1 B~59 » A) Thoto. BED 64%IT5eEn %k

%R L7-. YERVOY % {9 nivolumab % FiBH#IZEBH | 4 CTRR - ITBHRERE N HR L.

5.8 AT TEMERN

SR EVERN AR 23 YERVOY % £ 9 nivolumab THRELT 2 wHetEN & 5. MEER 2 /7§ 38 OFT
fZIE, MRRBHE~OFERR, M MRI, X OBEHEZNE TN, THIZRE S .
FHUCTEBL U 72 WP B ~ B OB IR - SRR & R 93 O YERVOY % —REAgichik L, o
A8 B ~ B DA RE AL 00 Y DR IR R0 Z OO IR % 44 5 72 atilid 5 2 & . thodFIA
BB ENDHGE, SENTEEMEEE I L R=Y VR T 1~2 mgkg/ A OG- ETCanFa
AT7uA FEHEL, TohalvFazxsof FEEET 52 &, GEMEEMRIZIE YERVOY
RIS IET S 2 8 TG - AR 24 221 .
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nivolumab & O

YERVOY 1 mg/kg & nivolumab 3 mg/kg & DHFH

I

BRI O 4 o A1RIC, SENMEMERNRDSBE 14 (02%) (THBLLT.

5.9 EARIG

EEDOEANKIED YERVOY % £ 9 nivolumab THRELT 2 AlfEMENdH 5. EE - I3EMEENT
FEANISZRTHRETIL YERVOY 2/ 1425 2 &, BEEZIIPFEEOEARISEZRTREFICIE
FWFEITEANEEZE LT (A AR 24 220] .

nivolumab & DO

YERVOY 1 mg/kg & nivolumab 3 mg/kg & DHEH

A

TEANITHE D SUSHRE D 5.1% (28/547) IZHBLT-.

5.10 HRIERZ i F DO REERER

YERVOY B &

R BN BB T E OB MERIE A & BB L 723541, YERVOY OF 5% hik425 2 &, #HE

OREEEWERNRD LNTZEAIE, 1 BHH72 Y prednisone 1~2 mg/kg tHY EDRIB L E AT 1A
NRER e TRl o RN

MREEME O 5 £ 72 IR IO W CHRE RT3, IRFME OB £ 72 BRI ATR B R A K

TREEND. RENTEEOIRFEEIX IR EEC KA BN EREE O BAENSH S, 7 KUK

R, E 12013 BRI 2 FE LI BE G LTEL, a2 F a2 2T a4 RoARMA 28545 2

L SIENTEMEIRIRE B R TS IR IE DS R % R S 2 WA AR O F 5 % K AT 1T 5

& [ THE - AR 24) ) 228 . GENEMRIER & &7 R UBERZRBLLTZHAE,

AFN %P b L= BEICRO BND 7 4 —7 b - /M - FUEREEREICOWTRETT 2 2 &L KA

WAERDY 27 AR T D720, 28 AT 04 REEIZIDIBBRBVE L R DGERDD.

B EE R A

MDX010-20 T YERVOY % &5 72 B8 D 1%AKMIZ, LT ORI EE R aE o RIER R

RO b MERED Sk, Ml REMEZE, GOIRZE, 7 RURER, MR

i EAEC BT bR AE R

CA184-029 T YERVOY % 5 SN 7= TiE, LA F ORI EE 2 0Z RRNER 580 b
(RSN TOWRWIGA I 1% - MERED G PEREINE (2.1%) , Bk (1.3%) , B,

fililigde, ras K=, DS, SE DMK, BOEMELTE [FIEH 6.1) M .

filL D BE PR AR B

YERVOY 0.1~20 mg/kg 23 &5- 417z 21 O &R ERBR 2,478 ) #@ LT, ®%EMORIIERO

AHREMEDS WL T O RSN HE Sz (AR SN TR WEAIE %K) - Mg EE, [IsEEk

&, MR, Vo~THESRGRE, SEL, R, EIRER, s, Mgk, BMmERRREE M

B, SIALBE, Wofig, BAEIZ, B CSaEPERNIRIRA, ROEMEREMRTY, B CraE e
(M28) , fhoe, ZasMEfRdk, RAZ, MERBD (2.5%) KOVE%

nivolumab & DOHEH

YERVOY 1 mg/kg & nivolumab 3 mg/kg & DHEHEE

A

nivolumab % YERVOY & #5345 &, MoK EE CESEA 2R MEMRIER 2 5] &

BT Z DD, REMEEBIERIZ YERVOY IBIRO P I ZICRRT 2/ EENH D, HOW

LN TEMERITEH DR MCOWT, fMoJRINZERINT 5 Z &, BIEHOEEMEICE S,

YERVOY % KGRI HIEE 23— RiicHik 32, sHEaLvFaxTas RE£5T5, BX

R BE, AT MAEEZRIET S 2 &, Grade ] L FICSELRE2LF aATaA( K

O AEBFG L, 1 72 AL EChico Tz ik 2 2 & FROBEEMHICESE, arFax

T oA ROWEZ5E T#%IC YERVOY OFB 2 a4 5 2 &.

Bl & L CE721% YERVOY & fFH#5 S 7= nivolumab OEFIKERIZFW T, LUTFO X 9 R BK

B BB R R M AEVERIVER  (— BB IXEm 7R imIT) A O 1L0%ARM CRIL L « Lk, M

WORMMREIE, Rk, SE OIS, WAk, MK, BEER L OVMBRER 2R, BiEE, U o~ Tk

LI, HOEN = 2 — 0 NF—, X5 « N U—JEERE, FTEMEIER TE, 29 MEAER

WIEMERE, B4, T, P ad R—R, FHBRERMEEEZENE Y LoNEiR (BgdE) ,  EThE

REREE, MmE%R, BARRMEML, L, X OWEEGRER.

5.11 WR-BR IR BN

T OVERBF L OEWRE» BN T — XIS &, Emic&kS5 3754, YERVOY iX
TR EZ RIS T AN 5. BT TIE, B =2 1 VU E TR & 451 £
Tipilimumab Z 5. L= & 2 A, WipE, SLEKRORFE (ZIUTHES HAKREDOKT) ORBRN
SR L, FLIBFET SR HBERFANCHIIN L7z, ipilimumab O/EMIZEE PR OBH TEW EE X
LS. MEEICIE, BRI 2ENY A0 2iazx b 2 k. ESEENR S 5 tEiCiX, YERVOY
EEIL LU AL OFEG KO YERVOY ORHMEL G 3 5 AMITE ebHE 2T 5 X 98
ST 5L [FFEHREFTEM O 8.1,83) =M .

BIfEA

LT ORIERIZOWTIE, FROMOIETE W FEMIICEEL TN 5.
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GIEMENG R (AR e EoviE (5.1) ST

GIEVERT R [ R O LR (5.2) 2HE]

GIEVER R BR EH BSOG [ZER O EOEE (5.3) /]

GBI RRNER [ R O O (5.4) 2]

GIEVENYIRRE [ZER O Lo E (5.5) 2HE]

GIENENERNR S (B L M LR (5.6) 2] .

GIENEMER RIS KL OBHRERE S [ZE5B L O/ EoMEE 5.7) #50] .

IR R [ L O Lo E (5.8) 220 .

NSRS (BB L O FoitE (5.9) &#20] .

NRER % Lo 2 DO SIEMERIWER (BB L O/ LO/EE (5.10) 354
© IR-RRIEEME [BEBL O FodE (.11) #2ME]
MDX010-20 35k TUIBRAE ST IEENME R ANED 72 912 YERVOY 3 mg/kg 25217 TV - BH T
1, HAMREESZT TOTZEBE D 15%, gpl00 ~7F RV 7 F o & OPFREE2 % T BED
12%73 Grade 3~5 OFEMERIMEM 24 U2, CA184-029 B CHRANEDMBIFRE L LT YERVOY
10 mg/kg %3207 TV B TIE, 41%2° Grade 3~5 OB PERITER %42 Uiz,

6.1 ERRFRBR TORRER

BRI O ESRMENRE S B2 5720, BERFEBEIT, T OMho KR CTORBLCH

T ADIERIECTORME & BEHEHKT 52 L3 TE T, RHRIKRTROONDHBHFEZ LWL THRWN

AREMED B D .

DUFICRE L7 — 4 1%, UIBRREE O3B R aERH 2 x5 & Lie 7 v & MMeiiR
(MDX010-20 35%) (2315 YERVOY 3 mg/kg, YIERFHHOIFEH A (>1 mm OV > 3Eitni b

v) , MB, XOHIC (in-transit #5872 L) OEEREEBEF LG L LizT & MMEiR
(CA184-029 #BR) 1231) D YERVOY 10 mg/kg ~DIRFTEZ KM T 5. Fiz, RIGFEOHETT RCC

BEE G L2 T v &7 2MEGRERCd 5 CHECKMATE-214 (NCT02231749) D45 F & LA FIZ/R T

Z OFRBIZIVTIEL, YERVOY Img/kg & nivolumab 3mg/kg 23 F 5 S 47z,

FEARAIC E 22 FIMEHIE, MDX010-20 35k & (8 CA184-029 BRI Z, YERVOY % 0.1~20

mg/kg O FHETES T2 21 O HEHERE (n=2478) TS5 %2521 7248 T 982 il B#H THF

fli stz EEROEHH EoERE (5.6) 28] .

FIBRAFRE X T EB R R AR
Z U H MM, “HEERBREKRR (MDX010-20 #B%) T, YERVOY O3l L7z, AREBRT

X, RITREIED & 5 UIBR R RE S T E e MR Bk B fEFR 38 643 B3, YERVOY 3 mg/kg @ 4 [l #f
HEHAEE (131 61)) , gplo0 X7 F KU 7 F > (gpl00) & YERVOY Z#FH# 45 (380 #) , K&
Weplo0 X7 F KU 7 F o 28MmEE (1324) OREEZz. ERER (14.1) 3R] AR
B BAE BT DGR O UL El 4 (8] (FPH : 1~4[B]) ThHoto.

MDX010-20 FRERCIX, IHEMED B Oy 7 RS SUINRER AR 0O 2 B S i s 2 i1 74 o
BE TR STz,

HRER O BEEMRE - FElOHRAEIL 57 5% P : 19~90) , BHEOEIGIL59%, AAOEIAIX
94%, ~X—AZ A > ECOG performance status 73 0 DE| 51X 56% TH - 7=.

HBE D 10%3FITEH D 7212 YERVOY D52 Hik L.

MDX010-20 5% C YERVOY % &L GREDEE D S%UL LIZRBLLT-F50 5 5, XD
gp100 {ZxF LT YERVOY Z & 1o 5HET 5%LL E%& ElAl> THBLL 724 Grade DHFS, WX
HET 1%L RT3 LT Grade 3~5 ODHFEH A2 FK 2 ITRT.

% 2 : MDX010-20 AR CTHE L =B EDEHER

BEOEE (%) *

YERVOY YERVOY
3 mg/kg 3 mg/kg+gp100 gpl100
131 %1 380 i 132 41
= Eéi;;? el 4 Grade Gridse 3 4 Grade Gr:dse 3 4 Grade Gr:dse 3
EFEEBIT
®5 RPTiRE
I J7 41 7 34 5 31 3
BREE
A 32 5 37 4 20 1
PNIZDS 8 5 5 3 2 0
HEBIUKT
RELRER P
& D FEIE 31 0 21 <1 11 0

10
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B2 29 2 25 2 8 0

¢ ARFINR LT BRI, KERBMROAIEICH 0D 0 2, AFFRRWRE IS REETH
2.

MDXO010-20 3R CHRB| LZEE, AmEEnT, HIW0IEEMIenZERIERORE Z L 0%
BIRAE K 3 ITRT.

% 3 : MDX010-20 HER CHRE L -EE~BGNGREEEER
BEOEIE (%)

YERVOY YERVOY
3 mg/kg 3 mg/kg+gp100
131 41 380 %
2T OHREMEIER 15 12
Bk > 7 7
i 1 2
BER 2 3
= o —nrXF— 1 <1
NRWEE 4 1
AR TE 4 1
I R e N4 0 1
T DAt
Jitiig 2% 0 <1
NS 0 <1
(EES 1 0
S P BRHEANIEE © 1 0
DR 2 0 <1
@ BOERIR T & G T,
b I wALE BT,

¢ FEREFIRIERHEGE S Tz,

HEM A E BT B S s

YERVOY DZ4t1L, BIRFEAOFEH A Glmm OV oA Eifimgshv) , B, KOIIC (in-

transit i 70 L) O KRG R AMEEE 045 F123 3 M T L2 48], 1[EH72Y YERVOY 10 mg/kg
(n=471) X7 7 tR (n=474) % SiaEER, 10 mgkg & Week 24 705 128 Z & ITKE 3 4

MZT7-5 o &b (1:1) , ZEHER, 77 bRRHERR (CA184-029 B TIHMEEN7- (B

RBR (142) 2] . KRB TIE, BED36%N 6 » A Z#A T, BED 2% 1 FE2#82T

YERVOY O 5. %% 1}7=. ARBRT YERVOY O 5 %51 7= BE 12T 28510150 i,

48] (#iPE : 1~16) ThoT-.

CA184-029 iABATIX, BEEIIxT 2 2HWILE, HOGERE, SHamklEN LBk

NH5HEE, XL B AL, CHRITFR UL HIV REGIED BE BRI S .

B REMORMEILLTO LB ThoT RO FRAL ST 5% (FPFH - 18~84 %) , Tk 62%,
FAN99%, X—ATA LD ECOG /N7 4 —< L AAT—H A0 (94%) .

HED 52% T, BIEA D= HIZ YERVOY ik Enr-.

CA184-029 iRBR T YERVOY D% 5- %2 F 12 HBED 5% ETEL, 7T BRBELY 5% E% 5

L 7-4 Grade DERIZHOWT, BEOENWER 2% 4 17T

& 4: CA184-029 HEETRIELI-RHEDRMER

BEDEE (%) *
YERVOY 7R
10 mg/kg
471 474 4
WEBIRTI 4 Grade Grade3~5 | 4 Grade Gradse 3~
AEAFE
BRE I L U THERR RS
B 50 2.1 20 0
ORI 45 23 15 0
HIBREE

11
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T 49 10 30 2.1

LT 25 0.2 18 0

NN 16 8 15 0.4

I i 13 0.4 6 0.2
BRI E

R 32 0.2 9 0.4
—f% - EHEER L OBRESFMORE

92 97 46 23 38 1.5

HEN 18 1.1 49 0.2
HREREE

SER 33 0.8 18 0.2
KRB LOREBHRESE

HEX5//5 Bl 14 0.2 3.4 0.2
RrEE

AHRSE 10 0 4.4 0

: ARFNR LT BBRE, KERBMROAEIZ) D0 2, AFFRMEICESSRBETH
5.

b FEC 1 Bl a ST,

CA184-029 352 C YERVOY O 5252 1F 1 BE D 10%LL ETHEL, 7T BRICH A TRIENE
UWVREE O BRI AR E 2 5 1R 7.

% 5: YERVOY DR EZZ(TEBEED2I0%TELER—RASA UMD DEKBREEEE(CA184-

029 EAER)*
R—=R 54 )b OBEKRREEHES R OhIBED
HE®
YERVOY 7R
RE 4 Grade Grade 3~4 £ Grade Grade 3~4
LR
ALT #n 46 10 16 0
AST 41 38 9 14 0.2
Y S—BHIf b 26 9 17 45
T T—EHm® 17 2.0 7 0.6
TNTV KRR T 72— 17 0.6 6 0.2
B UL e N 11 1.5 9 0
7 LT F =N 10 0.2 6 0
MRZFERIRE
~NE ST E U 25 0.2 14 0

a BMEORAERIT, X—=ATA KR OEERT 1 [E 2L EOERBAENEESFH T 5 BEK
IZHSL U= ROT 2 7 —F, YERVOY £ (#FH : 466~470 ) KO 7Rkt (#EHH
472~474 ) LISt

b YRX—PJ] T I F—F, YERVOY B (#ilH : 447~448 ) M ONF T wREE (Rl : 462~
464 Bil) %A

CA184-029 RABR THRIEL L L HEE, LMz By, &H2WVIFBARRMEERIIEN OBE 2L 0RH
FEF6IIRT.

% 6: CA184-029 KB THE L -FE ~ B REEEI1ER

BEOEE (%)
YERVOY
10 mg/kg
471 1
ETOHREEBER 41
7 Sl 16
T4 11
K% 4.0
—a—nNF— 2 1.7
P UL 8

12
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THRRERBIR TE 7

JEFEME HUR BB BB ARG T E 0.2
FOR I RETTHESE 0.6

Z O

DR ® 0.2
2o 0.4
DRSS © 0.2
Jitiflig s 0.2
SEIER 0.2

! BOEMIIRIR 2 & L.
° e LA S Te.
¢ FLAERYI IR THERS S AT,

it D B PR AR

YERVOY % 0.3~10 mg/kg O A RHiPH TG L - @BOBARRBR AT, DNORIEM bl X

Nz FRCHRT 25 A% RE, BBIE %R  SWE Q%) , KBEE, &iEk, SV

FRIEAEMERE, B4 & O infusion reaction.

M EEAFE AR L LR T 2 75 AR COREICHES X, B4R OWFR DI K OV FEREE

FHEERGFNTHD EEZLND.

IR D B H T

YERVOY 1 mg/kg & nivolumab 3 mg/kg Jf F ¢ 5 % 42178 CHECKMATE-214 CTiHMis /=, Z o

BT, RIBFROEEIT RCC B 1082 412 YERVOY 1 mg/kg & 1 C nivolumab3 mg/kg % 3 ¥ 2

L2 4IPS L, D% nivolumab HAI% 3 mgkg O 58 (n=547) T2 & FoixA=F=

7 50mg/H A& 4 BREROEES L, 20% 2 BREAEEZEY A 7 L THEM (n=535) L7cIE{EA{LIE

BERABRTHS. [(WEEE (14.3) 2] . BRI O 9fE X nivolumab+ YERVOY 1A &

ZTBRETIO A G 1 H~214 7 AUE) , A=F=T7IREEZ T -EBETI8 7 A
(fPH : 1 H~202 » ALLE) THotz. KRB TIE, nivolumab+YERVOY HEDHBH D 57%08

6 » ARBOIBREZ T, BED 8% | FERBOIEREELZ T/~

TRERIEEE 5.3 8I/EH D 7= % nivolumab+ YERVOY #5-8BE D 31%, A=F=TEH5ERED 21%T

ik L7z, nivolumab+YERVOY % #5 SN/ BHE D 54%, A=F =7 % H5 SN BE O 43%H58

BUWER D= GIEH & 72 o7z, A=F =T TITEF D 53%H03 &% Z L7253, nivolumab+

YERVOY VEHHE CIXMELZEO b o 7. EEZREIEMIL nivolumab+ YERVOY %53 h

THRED 59%, A=F =T %HESNBE D 43%2FKBL L2, nivolumab+ YERVOY iR % 3% 1T

ToBE D 2%, BICHs Sk b BE O EEZRAEM T, TR, JE, Mk, Mildds, TEA

%K, AEEEEE, PN BIBEERE, BXOKBAETHY, A=F=T1BFEsZ -85 T

i, Mge, MOk, 3B L OWERINEECH - 7.

B IS ARONEIER (nivolumab+ YERVOY 1AM %32 1T 72 BB D 20%LL L CTHAE) 1%, &Y,

B, THI, BRI, OEERE, B, Wk, FEN, B, BLXOBBEERTH T,

nivolumab+ YERVOY 755 % 52 1 J 72 & O 15%BIC B LI BIE 23 7 12897 5.

# 7 : nivolumab+YERVOY ##8E5Xh-BED 15%EZTHREL = Grade 1~4 OEIER

(CHECKMATE-214)

nivolumab+ YERVOY A=F=F
(n=547) (n=535)
BEOEIE (%)
Grade 1~4 Grade 3~4 Grade 1~4 Grade 3~4

EIYER 99 65 99 76
—i% - 2FEER L RSO
R

e 58 8 69 13

FEHN 25 0.7 17 0.6

VENE © 16 0.5 17 0.6
PR A%, MENES X OWERR R &

WK Y K 28 0.2 25 0.4

W% DRI EE 57 A/ % PR 20 24 21 2.1
BIBEE

F 5 38 4.6 58 6

E 30 2.0 43 1.5

Mg - 20 0.9 28 2.1

[ 19 1.6 24 1.9
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{ERE 17 0.4 18 0
& FS X OV TR I

95 © 39 3.7 25 1.1

% 9 FEIE VR S FEE 33 0.5 11 0
N InbEE

FOIR AR B BEAK T 18 0.4 27 0.2
HRE R E

SEYF 19 0.9 23 0.9
R L OREES

BARIEER 21 18 29 0.9
FERRB X O A RkEE

A ¥ 0 ¢ 37 4.0 40 2.6

BA i 23 1.3 16 0
#1413 NCI CTCAE v4 |Z L ¥ Grade 3iF L7-.
a EIE % & T,
b KA MENE, RRERZ & e,
c SUERRECE R, IEMERIER, IR &R, FE, HBERE, (BERE, BAMER
%, SRS, BREE, BRREBIRES, EBUEE, €O EERE, BEMRE, EERS
e

d WEE, EE, AR, BRI, SRS, R, DOEDR, FHERZ ST
nivolumab+ YERVOY (AR % ST 72 BE D 30%LL ETR—XF 4 UL UL Lo £ <
Ron-lRMmAEEREEIE, V=88, 4, 7 v 7F=80, ALT #0, AST #h1, K
FRU U AME, 7 T7—EHM, BIOU L oREKBIETH 5. nivolumab+ YERVOY 759 % 5%
2 B D 15% IR BL L - BRI A R 2 2R 8 ICENT 5.

3 8 : nivolumab+YERVOY #5NEED 15% B THRELE-R—XS5 4 5D Grade 1~4 D

ERREEREDE/ (CHECKMATE-214)

R—=2F 4 U PLORFREESEMLEBEORE
RERREERR nivolumab+ YERVOY A=F=F
Grade 1~4 Grade 3~4 Grade 1~4 Grade 3~4

LR FEHRE

A 1. 43 3.0 64 9

U U NEREUDE 36 5 63 14
iR A (L RORRE

Y R—B N 48 20 51 20

7 LT F = 42 2.1 46 1.7

ALT 840 41 7 44 2.7

AST #4Hn 40 4.8 60 2.1

7 27 —EHN 39 12 33 7

)~ U U A iffE 39 10 36 7

THH Y RAT 72— 29 2.0 32 1.0

SNk 29 2.4 28 2.9

AU U AIfE 21 0.4 35 0.6

&~ 7" % 37 ALSE 16 0.4 26 1.6

@ KEREORIL, X—R T A ek L OB ORRRANE T 1 [BILL o7 28 AT /TRE
T BEHICESL  nivolumab+ YERVOY £ (#lH : B3 490~5384) BLOR=F=7
BEO(HEDH - B 485~523 44) .

N—2 T A B TSH 28 ULN A FOBE T, A=F=7# (61%) &l T, nivolumab+
YERVOY # (31%) THRERIGHETIZ TSH A ULN k0 & EF LIZHBEDEIEN/NE otz

6.2 TR DORERR

YERVOY OEBEMEATIEL, ATORWERAPFFE SN TND. Z1b ORWERITHEEA AR 72
HEMICHNRT D BRMRRETH DD, LT LLZTORELZMREICHETE D, b DV ITHAgR
L ORBERERSLTE D LIFRS 220,

SEIE S o O FAIFRIE - G RRERIEIN & B ek &0k 5 SRS (DRESS JEGERE)

6.3 iRk

ETORFER Y )78 ERRRIC, SURFMEORTREMERH 5. PURERORIIE, 7 vt A1 OE
LEREEEICRE KTET D, TNITINZ, 7 v A OHik (BRbikz 5T BHENBIERINDE
G, T oAk, EmAROBRY B, EAREROX A I 7, A%, BIOEBEREZEL N
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MOERIC L > TEELZ T LAEERHD. ZHOOHEAICLY, LUFIRTRERO ipilimumab
DFEF A Z MO O OPUATAE L T 5 &, BRERBENRH 5.

FFAMG AT HE 72 B BR A BE USRI R A E O B 1024 Bl 1.1%23, EBRALFHIE (ECL) EIC X
LB TR F T2 B L 7= B ipilimumab LIRS (TE-ADAs) Th 72, ARBATIL, ipilimumab
DIFE T TOHL ipilimumab FLEDBHIZB N TR E HilKN H o7z, B RARICKIT D%
BRiE D 728 Ipilimumab D5 %3217 72 144 BIOERED H B 7H (4.9%) K OT T ROFKE%E
ZAFT 156 BIOBED 5B 7H (4.5%) 13E I -3 AMEZ 95 ECL 7 v A ZHNT
TE-ADAs [GMETH > 7-.

RFPURE I D B XN 2 dv o 7=, TE-ADAs 51t D B3 Tl infusion reactoin 11388 HiL7270 >
7=,

Yervoy # & OY nivolumab TIE# % %1}, P ipilimumab FLIEDFENTEM AlRE/RBE D S B, i
ipilimumab HTADFEIIL 6.3% T Y, nivolumab 3 mg/kg % T ipilimumab 1 mg/kg % 3 #H = &2V
72354 @ ipilimumab (2392 HFIBLAE & DBE LV R > 72, Hi ipilimumab FLIEDIFIEIC &
D, FEABFEORBIDHE LTz &3 AL 727> 72, B nivolumab FLIROTELEDSF-AM AT RE 72 B
D 9B, P nivolumab FLIRDFHLIT 26.0% TH ¥, nivolumab (2% 2 PFIFLIRDFELIL,
nivolumab 3 mg/kg # |2 ipilimumab 1 mg/kg % 3 0 Z LIV, 05% CTh o7z,

FMFIEAER | YERVOY (30T, BHmiE Er 5 A (I T % Bk st L 220 L C U7z,
REDOEHIC | 8.1 &R
BIBERA | YA OBH

BWRR LG LN T = RO OIEAKFFICIESL &, Hicb Sniz$4, YERVOY %
MERICEZ KT ARENAD D R (12.1) 2] . AR, =714 ek
ETERHIBAGERE D & /3 Mt F C ipilimumab # 5. L7 & 2 A, WE, FHELORE (ZHUIHEI M
AREOIRT) OXBERN EF L, LWRETRBHERENEM L (F—228R) .
Ipilimumab OIEfIFIRFH R OBEH TEWEBZZ b5, b b IgGL IR L @RS 5 2 &
NS TEY, ipilimumab X 1gGl TH 5. L7238 T, ipilimumab (ZRE2 DRSBTS
AREMER B B, ITEO YERVOY BERICET AT —Z IR+ Th 5. IHmIciX, RT3 5%
Y AT R BT L.

KEO— AR TR SN B REF R OWREOHEE Y A7 1%, FhEh 2%
~4%, 15%~20% T 5.

YERVOY D #5-% 52} 1= W OIEIRIE M 2 WUET 5 72 D OITRZE BV — o T AR DS HEE
SINTWA, EEEMHE 0T, BEZEETHI L, HDVITEHFIT 1-844-593-7869 IZHERE L THE
BEEEELTHH ) Z R HEEEND.

F—4

BT —5

IR - BRI A & JEPER R AR OO AR T, TIRD =7 A PIUIEROIH OB IR
HABHAAIE 2> B 4385 % T 3 W 2 & 12 ipilimumab % #5- U7z, ARG R OIS, A5t 5
B G5B L= A EERITRD SN0 -7, ipilimumab O 5.3t h TOBRKHETH D
ipilimumab 3 mg/kg TOBRBEEDK 2.6 1D 72 LR BB LV TH Y, ITREMS,
PE, FEPERONERE (ZHUCRE S HAEKREORT) NHBEKENICES L, KOSLIFECER AL
7-. MZ T, FEWNT ipilimumab 30 mg/kg (ERARHAELEHECTOE MIBITDH AUC D 7.2 %) 1T
T ST shi Y 0 2 BIOWIRATFZRICIAERE DA BTz, Sty 1 FCIiAaR R OIRE O
— RIS RV AR, Shiim YL 1| B CIIpRE BASH & Z AUl O IR IS BAZE K ONBRFE T3 580 &
.

W TEEIC LV ER S/, ipilimumab OFE)TdH 5 CTLA-4 D~T B~ A (CTLA-
44/-) 1 IfEEE L E 2 B, HAERITEEEZ CTLA-4H-—~T u SR~ 7 A Tho7-. KR EHET-
CTLA-4+/—-~F a5~ 7 2O AT CTLA-4 K48 (ADKREHESIK, CTLA-4—/-) 7 AT
HoT. CTLAA—/—EADKREESRTH D HAERITRE L Ebnn, 2 @ lE ClcEiEasao ) v
SEGEVMER R OMEEZ R L, JREIPHO U oS HE &SRB OFRRIEEIZ L0 3~4 @il E TIZAeT
LT L7z

8.2 3L

UR7 DO

YERVOY 28t MALHTFICBITT 2 MENIARHTH D, (F—F2/MF) YERVOY OHLHERK~D
AN L7727 — & 1372\, LML, YERVOY 5 R OR#&EE NS 3 7 A% E Tl
EHIETAEH98ETH L.

F—4

b N CORESEHEICH T BT RO 2.6 KON T2 EORER L 25 AR B Sz LT,
ipilimumab 7% 0.1 & OF 0.4 meg/mL D THIHUZFRD B AL, LG IR E D 5 KK 0.3% T
HoT.

8.3 AEDH LMK UCHE
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BT

TOERBFICE S L, MRS S84, YERVOY IZMRIBICEE KIS aTREMENH 5
(FrEOEMICBITHEM (8.1) &MR] . AJEEENRH 5 &LMEI2iE, YERVOY O#&F L H LK

YERVOY O 5700 3 5 AMIIA R 7Tk AT 5 X o fRET 52 &

8.4 MNAE~DOEE

YERVOY DMK OAMEIE, 12 EO/NBEBE THRIILEN TS, ZOERETO
YERVOY O fIE, BRAZRGE Uiz, @O RasEs, IEHEINZ YERVOY ORERE
KOTZET U AITMZ, 3 mgkg CTOMEEEA/NLLORARERCR%ETH D Z L &3 RHMEM
HMFRET —ZIZ Lo TSNS, 61T, AL 125 Eo/NE B TS o &M Fr %
MR OSEFTHE R AR BRGE N ELL L TWA 2D, ADT —& 2/ NEBREIIMNET D Z LT
LD,

12 AR O/ N ERE T D e R OVE MR, s ShTuniwy [HE - HiE Q1) , K
HE (12.3) , ERARERER (14) 8] .

YERVOY 13 2 - OEGRRBRIZI T, 2T 45 Hlo/NREBE CHMli Sz, AEHERR T,
PRV ST ER A I E IS O/ N UEFE 33 Bl Sz, FlRo g 13 5% (HiFE 2~21 5%)
T, 20F23>12 5% T o7, YERVOY [L3BE T &4, 1HHAD 1, 3, 5, 10 mgkg A% 90
ST CREEIE S L, EO%IE 12 B 2 LI XUIREGEPIEE TRE I,

YERVOY &, {RFEENH D, UL WUIBRAREZRI 3 3 4 0B RAELZ /T 5>12 5% (#
P 12~16 %) O/NREE 12 B2 xR e LoIFEmBERBRcbmatan. BFE3EmI LI
41, 90 43f#1ANF T YERVOY 3 mg/kg (4 f5]) Xi% 10 mg/kg (8 #) s %5177

R C YERVOY O 5 2% 7> 12 MO RBIEES 17 H 09 D, 2 FNEEIZESHEZ4AT, 1
BIOERIZRINT 16 » HiZhT- - TR L7=. BAEDSOE B EE TRINIMER S Lo
7.

INROVEEIZB T 5 YERVOY O&R et 7 a 7 v A WL, RAOREETe 7 7y A1k
L7z,

PMNROZEDERE (PK)

BRNESTRE LTz 4 0% 2 B (N=521) KO 2 o/ hNERER (N=44) DBEF 565 1 OFIH
AIREZR 7 — VT — & & RO T REERT PR fEATIC IS < &, (KE TIESUE L 72 ipilimumab © 7 U 75
VAT NEE LNLEFETHE L TWE, 3 IR E LU A U EZIT TWD/NNREBEICK
WTC, EF ATV R 2 b— b L7z ipilimumab O MLiEH E— 27 O b T 7 BE DKM (CV%)
1%, 65.8 (17.6%) K 1*20.7 (33.1%) mecg/mL (2~67%) , 70.1 (19.6%) KT*19.6 (42.9%)
meg/mL (6~<127%) , 73.3 (20.6%) KU 17.8 (50.8%) mecg/mL (12m&Lh ) T, BANEFITH
PLLTW .

8.5 WinE~D&5

MDX010-20 (GIBRARE TSR LM BAAE) SBRIZI VT, YERVOY 3 mg/kg &5 S i
FSNBIDS L, 28%FL 65l EThH o7, &l (65m%Lh L) EEFEE (65 miAim) D
TR UTE IVED AR 72551 e D o 7.

CA184-029 CEMBAMEICIST 2T mibhFiEEH) RERICX, FOORFLKIENERLED
M B DI+ 53708 D 65 Il EOBERHEFEIN T\ o Tz,

CHECKMATE-214 (E#HE#E) < YERVOY 1 mg/kg & 312 5- X315 nivolumab 3 mg/kg (2 ME/EZ
B ESNTZEBE S50 409 5, 38%08 65kl b, 8% 75 MLl ETh 7=, FElERE & BERE
EDOMOREMIZONWT, RN MEEITRE S eho7. PEE~THI) A7 OEREBET, A
ZHPEIZ DOV TORIRI MRS S o T

8.6 BREE
BHSREREERE T, HBEABIARECH L.  [FAFERE (12.3) /]
8.7 fiFhEsE

RENFRERERE SRS (RE U Ly (TB) 2 LR (ULN) @ 1.0 f58~1.5 % XiX AST 2
ULN ] Tix, AEREIEARETHS. PHE (TB 23 ULN @ 1.5 58 ~3.0 fi5, AST (b7
V) UTEEE (TB 28 ULN O 3 {54, AST X 7e\) DOfFHkeR S B 2514 & L7= YERVOY
ORBUTER L TR, [HFEHFRE (12.3) 2/E]

BEESE YERVOY O &G D IF ML .

WATScEmd | 201844 A
HED;:E

14.1 YIBRFRE XTI R AR

Aldesleukin, Z 1 /XY , TV 1 I R, fotemustine XIEHNVKRTTF oD o6 1 fFEEELL B X 2R0EEEEZ AT 54)
PRARE SRS VRN R ONERE 676 Bl A ANT-T v 2 b (3:1:1) , “HEMR, #7414 I—ilBt (MDX010-20
B, NCT00094653) T YERVOY OLEMROEMMEAMF Lz, Zh b 676 1D 5 5, 403 fi43 YERVOY 3 mg/kg &
Freund D RFERT ¥ a0 bERWEEHORTF KU 7 F 2 (gpl00) & OPFRAFSHEZ, 137 4123 YERVOY

3 mg/kg HIMFIEREIZ, 136 B3 gpl00 HAFIEFEIZ T o & LEI T Sz, ARBRTIL, 85178225 HLA-A2*0201 O/
BOBREMHAANNT. 2O HLA @I, HERAOSTF RV 7 FrofuEitrz i+ 5. £72, KRR CIXIGH
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P B O RB AT 5 B IR O 42 B o Mk 2 if T o BF 13RS S iz, YERVOY,/ 7' 7 &R
X3 mgkg DAETIWEM I LIZEFH4 ], SEFESN. gpl00,/ 7T BREIRTF R 2mg ODFAETIEM I LITh
41, EEETHEN SN, FUEE R OMIL, Week 12 LT Week 24 &£ F D% 3 » H Z L1247 o72. Week 12 KT
Week 24 THEESHE/NIRDFERD DIV BEITONWTE, 2IROFHIEZ R T D720, ZiE4 Week 16 & T Week 28 O
Wi TR 2T o 7.

FHEEANE H L, gpl00 HLAMPEEERE & Hoit L7= YERVOY+gpl00 #5812 3517 2 24AEFHIR (0S) Thot-. BIKEENE
H X YERVOY HAMUREIERE & bl L7 YERVOY+gpl00 £ 5-8£0> OS, gpl00 HAMFRIERE L bz L 72 YERVOY HARFEIERE
@ 0S, Week 24 DF#h% (BORR) DOFREREEH] O LL#e, il & Th o7,

T EMEENTBED D, YERVOY+gpl00 #51E, YERVOY BMBEERE KL O gpl00 BEMBEERED Bk oEI& 11Xt
T 61%, 59%K TN 54%Th o7z, 29%08 65 kLA b, FO TR 575, 7T1%ITWHA Mlc TH Y, 12%03HiTHE
Do LR A A L, 98% T ECOG performance status 75 0 KN 1 Th o7z, F7z, 23%IZ aldesleukin OFEGERH Y,
38% T LDH EfER A Lz, W i0rd YERVOY FGEHC T v & ME ST BE O 61% 035l S 4 BlO# 5 24
T, BEEO T RIEIL 8.9 » A Th o7z,

0S DFEREFR I KL OK 1 IT/RT.

£9: 2EFHHOER

YERVOY YERVOY+gp100 gp100
137 % 403 4 136 %)

AP — R G6f gpl100) 0.66 0.68

(95% CI) (051, 0.87) (0.55, 0.85)

P p=0.0026* p=0.0004

AP— K (f YERVOY) 1.04

(95% CI) (0.83, 1.30)
FfE (v A) 10 10 6

(95% CI) (8.0, 13.8) (8.5,11.5) (5.5,8.7)

@ L BB OREIIIT > TWARW.

1: HEEFHR

1.0 Jeg,
09
w 087
Z 074
=z 064
&
= 054
P
2 04
S 034
%024
0.1
0.0

R E o s R EEE s e o e e e REm
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56

SUBJECTS AT RISK MONTHS

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

Ipi+gp100 -=-==lpi === gpl100

@e@e CENSORED xxx CENSORED ooo CENSORED

TRBREAEE M OFAM I & 528405 (BORR) X YERVOY+gpl00 ff M55 T 5.7% (95% CI : 3.7%~8.4%) , YERVOY

FAMRERET 10.9% (95% CI @ 6.3%~17.4%) , gpl00 BIMFIERET 1.5% (95% CI : 0.2%~52%) Th-oiz. FEWIH O

LI, YERVOY+gpl00 JFA#EGHETIL 115 » A TH Y, YERVOY HAMFEE K O gpl00 HEAMFRIERE CTIIREET

Holz.

14.2 B RAREOH% EBIRE
BEeEoMBIREIC AV D YERVOY O K OEIEE, MfRFAICHE SNEYBREAOFH A Glmm oV >
NEEEEH V) , B, LKOIC (in-transit 5872 L) OREREAEEBEZXIGE LT 24k (1:1) , —EEHR, 7
Z B ARXRRER (CA184-029 3R, NCT00636168) THeFt &7z, BFIE, 3WEE T &I 4 M, SAEHEE LT
YERVOY 10 mg/kg XL 7 7 EARIZH X, 12 M I & O YERVOY 10 mg/kg XX 7 7 R % Week 24 75 Week 156 £C
B4E) , XITHES. SNT-HEBFHRE IIBRBRTRERFEORI E T2, BERIQIE, 7% kT 12 BRELNOE
270 ) VNGB A 0E O BRAEOZEEYGRANE TH 2. BREEORTEEE, B ORERER, SR R X
PR ® 5 BEL, Tl Tho7z. 7 F Muix, KEXBAARZEES (AICC) 2002 /5% (1 mm OV > Hilxk
N DM A, JFH B, 1~3 HO VU BN H 2% IC, 4L EDY L oRHi#sBE i d 2 9F M 1IC) 12Xk 597
RO ek, B, A=A F V7)) LBk S . B0 EEFHMEER X, T & AME L7z BB AE
B3¢ (RPn, M, XILEMREES) LT OoWThNREN G E TOMRM E ERIND, WFEAELES25HE L7 IRC
S K D EEERAEAFHE (RFS) MORAEFHE Ch o 7=, FELIT, Ry 341X 12 BMTE, FHCi 24 M
T LIRS £ T S .
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Bk ESNTEBE 951 Bl H B, 475 FllX YERVOY, 476 Iz 7Tt R 2% 35 L 9 T v F MeEaniz. FEimohdmix
51755 (HEPH : 18~84) , 62%MEM:, 99%NEANT, 94%D ECOG /87 +—< L ARATF—H AL 0 Tho7l=. WL
TIE, 20%725>1 mm DV 3 EilEB 203 5% A, 44%72355 ) 1B, 36%7235 ] IIIC (in-transit #5872 L) Th -
7o, REBRREMOMOEBEEMEL, UTO LB Tho7z  BEEMICHMINATEEZR U >~ (58%) , 2fHLL LD Y v 3
Btk (54%) , FORIRE OB (42%) .

HNMEDRERAF 10 KO 2 1Z7R7.

% 10 CA184-029 RERA DB MEHER
YERVOY Placebo
A
RN 475 i 476 1
AR K 234 (49%) 294 (62%)
% 220 289
i 14 5
hofE (5 A) 26 17
(95% CI) (19,39) (14,22)
N— R 0.75
(95% CI) (0.64, 0.90)
P f& (log-rank #7E) P<0.002
AT
ERY
Pl 162 (34%) 214 (45%)
ANP— R 0.72
(95% CI) (0.58, 0.88)
P f# (log-rank 7€ *) p<0.002

a Disease stage C/EHIHL S 7=,

H2 ££FHM
1.0 v,

PROPORTION ALIVE
(=]
T

0.4+
0.3
0.2+
0.14
0.0
rTrvyryrrvrrrvyrvyerrrvyrvyvrrrvrrrervyrrtrra
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
Number of Subjects at Risk MOBITHS
Ipilimumab
475 456 431 404 369 343 325 307 290 276 199 119 62 24 4 1 0
Placebo
476 457 413 382 348 318 297 283 273 249 178 112 58 24 8 0 O
—— 10 mg/kg Ipilimumab ---A--- Placebo

143 RIGEOETBHIKTE

CHECKMATE-214 (NCT02231749) (X, RIGFEOETEMAEBF BT 2 E|IELL (1) FERRBRTH 7. BF
1% PD-L1 OFEBURIUC L O PBER S 7=, CHECKMATE-214 1%, WMinf, EHEhika CEtmm, £ zix e s
HET D EFIREONT IO OB 721308 0 & 2 BE 2 RS L. B3 1L International Metastatic RCC Database
Consortium (IMDC) F# %227 ¥ X Ok L v @Rk & ni-.
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IMDC £ LV 6 DO THEREF D 1 -DLL L% $ D Intermediate/poor U A 7 FBFIZI T H A0 Z TN L7 (A
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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 use
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. 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. (2.4)

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

RECENT MAJOR CHANGES
Indications and Usage (1.3) 4/2018
Dosage and Administration (2.3, 2.4, 2.5) 4/2018

Warnings and Precautions (5.1, 5.2,5.3,5.5,5.6,5.7,5.8,5.9,5.10)  4/2018

INDICATIONS AND USAGE
YERVOY is a human cytotoxic T-lymphocyte antigen 4 (CTLA-4)-blocking
antibody indicated for:

® Treatment of unresectable or metastatic melanoma in adults and pediatric
patients (12 years and older). (1.1)

® Adjuvant treatment of patients with cutaneous melanoma with pathologic
involvement of regional lymph nodes of more than 1 mm who have
undergone complete resection, including total lymphadenectomy. (1.2)

® Treatment of patients with intermediate or poor risk, previously untreated
advanced renal cell carcinoma, in combination with nivolumab. (1.3)

------------------------ DOSAGE AND ADMINISTRATION------mrmmemmmmemeeee

® Unresectable or metastatic melanoma:
0 3 mg/kg administered intravenously over 90 minutes every 3 weeks for a
total of 4 doses. (2.1)

® Adjuvant melanoma:
0 10 mg/kg administered intravenously over 90 minutes every 3 weeks for
4 doses, followed by 10 mg/kg every 12 weeks for up to 3 years or until
documented disease recurrence or unacceptable toxicity. (2.2)
e Advanced renal cell carcinoma:

O Nivolumab 3 mg/kg administered intravenously over 30 minutes
followed by YERVOY 1 mg/kg administered intravenously over 30
minutes on the same day, every 3 weeks for a maximum of 4 doses, then
nivolumab 240 mg every 2 weeks or 480 mg every 4 weeks,
administered intravenously over 30 minutes. (2.3)

® Permanently discontinue for severe adverse reactions. (2.4)

---------------------- DOSAGE FORMS AND STRENGTHS---------nneenmeeeev

® Injection: 50 mg/10 mL (5 mg/mL) and 200 mg/40 mL (5 mg/mL) in a
single-use vial. (3)

CONTRAINDICATIONS
None. (4)

------------------------ WARNINGS AND PRECAUTIONS---------meemeemme -
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, 5.4,5.5,5.6,5.7,5.8, 5.9,
5.10)

® Immune-mediated hepatitis: Evaluate liver function tests before each dose
of YERVOY. (5.2) Withhold for moderate and permanently discontinue for
severe or life-threatening transaminase or total bilirubin elevation. (5.2)

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

® Immune-mediated pneumonitis: Withhold for moderate and permanently
discontinue for severe or life-threatening pneumonitis. (5.6)

® Immune-mediated nephritis and renal dysfunction: Monitor for changes in
renal function. Withhold for moderate or severe and permanently

discontinue for life-threatening serum creatinine elevation. (5.7)

® Immune-mediated encephalitis: Monitor for changes in neurologic function.
Withhold for new-onset moderate to severe neurological signs or symptoms
and permanently discontinue for immune-mediated encephalitis. (5.8)

® Infusion reactions: Discontinue for severe and life-threatening infusion

reactions. Interrupt or slow the rate of infusion in patients with mild or
moderate infusion reactions. (5.9)

® Embryo-fetal toxicity: Can cause fetal harm. Advise of potential risk to a
fetus and use of effective contraception. (5.11, 8.1, 8.3)

ADVERSE REACTIONS
Most common adverse reactions (>5%) with YERVOY as a single agent are
fatigue, diarrhea, pruritus, rash, and colitis. Additional common adverse
reactions at the 10 mg/kg dose (=5%) include nausea, vomiting, headache,
weight loss, pyrexia, decreased appetite, and insomnia. (6.1)

Most common adverse reactions (220%) with YERVOY in combination with
nivolumab are fatigue, rash, diarrhea, musculoskeletal pain, pruritus, nausea,
cough, pyrexia, arthralgia, and decreased appetite. (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.

------------------------ USE IN SPECIFIC POPULATIONS------nmmmmmemmemee
® [actation: Discontinue breastfeeding during treatment with YERVOY. (8.2)
See 17 for PATIENT COUNSELING INFORMATION and Medication

Guide.
Revised: 04/2018
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FULL PRESCRIBING INFORMATION

WARNING: IMMUNE-MEDIATED ADVERSE REACTIONS

YERVOY can result in severe and fatal immune-mediated adverse reactions. 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 (2.4)].

Assess patients for signs and symptoms of enterocolitis, dermatitis, neuropathy, and
endocrinopathy, and evaluate clinical chemistries including liver function tests,
adrenocorticotropic hormone (ACTH) level, 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

1.1 Unresectable or Metastatic Melanoma

YERVOY is indicated for the treatment of unresectable or metastatic melanoma in adults and
pediatric patients (12 years and older) [see Clinical Studies (14.1)].

1.2 Adjuvant Treatment of Melanoma

YERVOY is indicated for the adjuvant treatment of patients with cutaneous melanoma with
pathologic involvement of regional lymph nodes of more than 1 mm who have undergone
complete resection, including total lymphadenectomy [see Clinical Studies (14.2)].

1.3 Advanced Renal Cell Carcinoma

YERVOY, in combination with nivolumab, is indicated for the treatment of patients with
intermediate or poor risk, previously untreated advanced renal cell carcinoma (RCC) [see Clinical
Studies (14.3)].
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2 DOSAGE AND ADMINISTRATION

21 Recommended Dosing for Unresectable or Metastatic
Melanoma

The recommended dose of YERVOY is 3 mg/kg administered intravenously over 90 minutes every
3 weeks for a maximum of 4 doses. In the event of toxicity, doses may be delayed, but all treatment
must be administered within 16 weeks of the first dose [see Clinical Studies (14.1)].

2.2 Recommended Dosing for Adjuvant Treatment of Melanoma

The recommended dose of YERVOY is 10 mg/kg administered intravenously over 90 minutes
every 3 weeks for 4 doses followed by 10 mg/kg every 12 weeks for up to 3 years [see Clinical
Studies (14.2)]. In the event of toxicity, doses are omitted, not delayed.

2.3 Recommended Dosing for RCC

The recommended dose of nivolumab in combination with YERVOY is nivolumab 3 mg/kg
administered as an intravenous infusion over 30 minutes, followed by YERVOY 1 mg/kg
administered as an intravenous infusion over 30 minutes on the same day, every 3 weeks for 4
doses [see Clinical Studies (14.3)]. After completing 4 doses of the combination, administer

nivolumab as a single agent, either:

e 240 mg every 2 weeks, or
e 480 mg every 4 weeks

administered as an intravenous infusion over 30 minutes until disease progression or unacceptable

toxicity. Review the Full Prescribing Information for nivolumab prior to initiation.

2.4 Recommended Dose Modifications

Recommendations for YERVOY modifications are provided in Table 1. When YERVOY is
administered in combination with nivolumab, if YERVOY is withheld, nivolumab should also be
withheld. Review the Full Prescribing Information for nivolumab for recommended dose

modifications.

Interrupt or slow the rate of infusion in patients with mild or moderate infusion reactions.

Discontinue in patients with severe or life-threatening infusion reactions.
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Table 1: Recommended Treatment Modifications for Inmune-Mediated
Adverse Reactions of YERVOY
Target/Organ Adverse Reaction (CTCAE v4) Treatment Modification
System
Endocrine Symptomatic endocrinopathy Withhold YERVOY
Resume YERVOY in patients with complete or
partial resolution of adverse reactions (Grade 0
to 1) and who are receiving less than 7.5 mg
prednisone or equivalent per day.
e Symptomatic reactions lasting 6 weeks | Permanently discontinue YERVOY
or longer
¢ Inability to reduce corticosteroid dose to
7.5 mg prednisone or equivalent per day
Ophthalmologic | Grade 2 through 4 reactions Permanently discontinue YERVOY
e not improving to Grade 1 within 2
weeks while receiving topical therapy or
e requiring systemic treatment
All Other Grade 2 Withhold YERVOY
Resume YERVOY in patients with complete or
partial resolution of adverse reactions (Grade 0
to 1) and who are receiving less than 7.5 mg
prednisone or equivalent per day.
e Grade 2 reactions lasting 6 weeks or Permanently discontinue YERVOY
longer
o Inability to reduce corticosteroid dose to
7.5 mg prednisone or equivalent per day
e Grade 3 or4
2.5 Preparation and Administration

e Do not shake product.

o 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

o 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.

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.
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o 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

e 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.

When administered in combination with nivolumab, infuse nivolumab first followed by YERVOY
on the same day. Use separate infusion bags and filters for each infusion.

3 DOSAGE FORMS AND STRENGTHS

Injection: 50 mg/10 mL (5 mg/mL) and 200 mg/40 mL (5 mg/mL) as a clear to slightly
opalescent, colorless to pale-yellow solution in a single-use vial.

4 CONTRAINDICATIONS
None.
5 WARNINGS AND PRECAUTIONS

YERVOY can result in severe and fatal immune-mediated reactions [see Boxed Warning].

When YERVOY is administered in combination with nivolumab, review the nivolumab Full
Prescribing Information for information on the serious risks of nivolumab administered after
completion of YERVOY with nivolumab.

5.1 Immune-Mediated Enterocolitis/Colitis

Immune-mediated enterocolitis, including fatal cases, can occur with YERVOY.

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
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in some patients. Consider adding anti-TNF or other immunosuppressant agents for management
of immune-mediated enterocolitis unresponsive to systemic corticosteroids within 3 to 5 days or

recurring after symptom improvement.

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 (2.4)].

YERVOY as a Single Agent

Metastatic Melanoma

In patients receiving YERVOY 3 mg/kg in MDX010-20 (NCT00094653), severe, life-threatening,
or fatal (diarrhea of 7 or more stools above baseline, fever, ileus, peritoneal signs; Grade 3 to 5)
immune-mediated enterocolitis occurred in 34 YERVOY-treated patients (7%), and moderate
(diarrhea with up to 6 stools above baseline, abdominal pain, mucus or blood in stool; Grade 2)
enterocolitis occurred in 28 YERVOY -treated patients (5%). Across all YERVOY -treated patients
(n=511), 5 patients (1%) developed intestinal perforation, 4 patients (0.8%) died as a result of
complications, and 26 patients (5%) were hospitalized for severe enterocolitis.

The median time to onset of Grade 3 to 5 enterocolitis was 1.7 months (range: 11 days to 3.1

months) and for Grade 2 enterocolitis was 1.4 months (range: 2 days to 4.3 months).

Twenty-nine patients (85%) with Grade 3 to 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 16 days (ranging up to 3.2 months) 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 1.2 months, and 25% were treated with high-dose corticosteroids for a median
duration of 10 days prior to corticosteroid taper. Infliximab was administered to 5 (8%) of the 62
patients with moderate, severe, or life-threatening immune-mediated enterocolitis following

inadequate response to corticosteroids.

Of the 34 patients with Grade 3 to 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.
Adjuvant Treatment of Melanoma

In patients receiving YERVOY 10 mg/kg in CA184-029 (NCT00636168), Grade 3 to 5 immune-
mediated enterocolitis occurred in 76 patients (16%) and Grade 2 enterocolitis occurred in 68
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patients (14%). Seven patients (1.5%) developed intestinal perforation and 3 patients (0.6%) died
as a result of complications [see Adverse Reactions (6.1)].

The median time to onset for Grade 3 to 4 enterocolitis was 1.1 months (range: 1 day to 33.1

months) and for Grade 2 enterocolitis was 1.1 months (range: 1 day to 20.6 months).

Seventy-one patients (95%) with Grade 3 to 4 enterocolitis were treated with systemic
corticosteroids. The median duration of treatment was 4.7 months (ranging up to 52.3 months).

Of the 68 patients with moderate enterocolitis, 51 patients (75%) were treated with systemic
corticosteroids with a median duration of treatment of 3.5 months (ranging up to 52.2 months).
Non-corticosteroids immunosuppression, consisting almost exclusively of infliximab, was used to
treat 36% of patients with Grade 3 to 4 enterocolitis and 15% of patients with a Grade 2 event.

Of the 75 patients with Grade 3 to 4 immune-mediated enterocolitis, 86% experienced complete
resolution, 3% experienced improvement to Grade 1, and 11% did not improve. Among the 68
patients with Grade 2 enterocolitis, 94% experienced complete resolution, 3% experienced
improvement to Grade 1, and 3% did not improve.

Nivolumab with YERVOY
Nivolumab 3 mg/kg with YERVOY 1 mg/kg
Renal Cell Carcinoma

Immune-mediated colitis occurred in 10% (52/547) of patients. Median time to onset was 1.7
months (range: 2 days to 19.2 months). Immune-mediated colitis led to permanent discontinuation
or withholding of nivolumab with YERVOY in 3.5% and 4.2% of patients, respectively.
Approximately 83% of patients with colitis received high-dose corticosteroids (at least 40 mg
prednisone equivalents per day) for a median duration of 21 days (range: 1 day to 27 months).
Approximately 23% of patients required addition of infliximab to high-dose corticosteroids.
Complete resolution occurred in 89% of patients. Two patients had recurrence of colitis after re-
initiation of nivolumab with YERVOY.

5.2 Immune-Mediated Hepatitis

Immune-mediated hepatitis, including fatal cases, can occur with YERVOY.

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.
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Permanently discontinue YERVOY in patients with Grade 3 to 4 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 (2.4)].

YERVOY as a Single Agent

Metastatic Melanoma

In patients receiving YERVOY 3 mg/kg in MDX010-20, 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 to 5) occurred in 8
YERVOY -treated patients (2%), with fatal hepatic failure in 0.2% and hospitalization in 0.4% of
YERVOY-treated patients. An additional 13 patients (2.5%) 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.

Adjuvant Treatment of Melanoma

In patients receiving YERVOY 10 mg/kg in CA184-029, Grade 3 to 4 immune-mediated hepatitis
occurred in 51 patients (11%) and moderate Grade 2 immune-mediated hepatitis occurred in 22
patients (5%). Liver biopsy performed in 6 patients with Grade 3 to 4 hepatitis showed evidence
of toxic or autoimmune hepatitis. The median time to onset for Grade 3 to 4 hepatitis was 2.0
months (range: 1 day to 4.2 months) and for Grade 2 hepatitis was 1.4 months (range: 13 days to
6.5 months). Of the 51 patients with Grade 3 to 4 immune-mediated hepatitis, 94% experienced
complete resolution, 4% experienced improvement to Grade 1, and 2% did not improve. Of the 22
patients with Grade 2 immune-mediated hepatitis, 91% experienced complete resolution and 9%
did not improve.

Forty-six patients (90%) with Grade 3 to 4 hepatitis were treated with systemic corticosteroids.
The median duration of treatment was 4.4 months (ranging up to 56.1 months). Sixteen patients
(73%) with moderate hepatitis were treated with systemic corticosteroids. The median duration of
treatment was 2.6 months (ranging up to 41.4 months).
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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).

Nivolumab with YERVOY
Nivolumab 3 mg/kg with YERVOY 1 mg/kg
Renal Cell Carcinoma

Immune-mediated hepatitis occurred in 7% (38/547) of patients. Median time to onset was 2
months (range: 14 days to 26.8 months). Immune-mediated hepatitis led to permanent
discontinuation or withholding of nivolumab with YERVOY in 3.7% and 3.1% of patients,
respectively. Approximately 92% of patients with hepatitis received high-dose corticosteroids (at
least 40 mg prednisone equivalents per day) for a median duration of 1.0 month (range: 1 day to
4.0 months). Complete resolution occurred in 87% of patients without recurrence of hepatitis after
re-initiation of nivolumab with YERVOY.

5.3 Immune-Mediated Dermatitis/Skin Adverse Reactions

Immune-mediated dermatitis, including fatal cases, can occur with YERVOY.

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 (2.4)].

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.

YERVOY as a Single Agent

Metastatic Melanoma

In patients receiving YERVOY 3 mg/kg in MDXO010-20, severe, life-threatening, or fatal immune-
mediated dermatitis (e.g., Stevens-Johnson syndrome, toxic epidermal necrolysis, or rash
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complicated by full thickness dermal ulceration, or necrotic, bullous, or hemorrhagic
manifestations; Grade 3 to 5) occurred in 13 YERVOY -treated patients (2.5%). One patient (0.2%)
died as a result of toxic epidermal necrolysis and one additional patient required hospitalization

for severe dermatitis. There were 63 patients (12%) with moderate (Grade 2) dermatitis.

The median time to onset of moderate, severe, or life-threatening immune-mediated dermatitis was
22 days and ranged up to 4.0 months from the initiation of YERVOY.

Seven YERVOY -treated patients (54%) with severe dermatitis received high-dose corticosteroids
(median dose 60 mg prednisone/day or equivalent) for up to 3.4 months followed by corticosteroid
taper. Of these 7 patients, 6 had complete resolution; time to resolution ranged up to 3.6 months.

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 15 days, 7 (11%) were treated
with only topical corticosteroids, and 31 (49%) did not receive systemic or topical corticosteroids.
Forty-four patients (70%) with moderate dermatitis were reported to have complete resolution, 7
(11%) improved to mild (Grade 1) severity, and 12 (19%) had no reported improvement.

Adjuvant Treatment of Melanoma

In patients receiving YERVOY 10 mg/kg in CA184-029, Grade 3 to 4 immune-mediated
dermatitis occurred in 19 patients (4%). There were 99 patients (21%) with moderate (Grade 2)
dermatitis. The median time to onset for Grade 3 to 4 dermatitis was 14 days (range: 5 days to 11.3
months) and for Grade 2 dermatitis was 11 days (range: 1 day to 16.6 months).

Sixteen patients (84%) with Grade 3 to 4 dermatitis were treated with systemic corticosteroids for
a median of 21 days (ranging up to 49.2 months) resulting in complete resolution of dermatitis
within a median time of 4.3 months (range up to 44.4 months). Of the 3 patients (16%) not treated
with systemic or topical corticosteroids, 2 (11%) had complete resolution and 1 had improvement
to Grade 1.

Of the 99 patients with Grade 2 dermatitis, 67 (68%) were treated with systemic corticosteroids
for a median of 2.6 months, 16 (16%) were treated with only topical corticosteroids and 16 (16%)
did not receive systemic or topical corticosteroids. Seventy-seven patients (78%) had complete
resolution, 15 (15%) improved to mild (Grade 1) severity, and 7 (7%) did not improve.

Nivolumab with YERVOY
Nivolumab 3 mg/kg with YERVOY 1 mg/kg
Renal Cell Carcinoma

Immune-mediated rash occurred in 16.6% (91/547) of patients. Median time to onset was 1.5

months (range: 1 day to 20.9 months). Immune-mediated rash led to permanent discontinuation or
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withholding of nivolumab with YERVOY in 0.5% and 2.9% of patients, respectively.
Approximately 19% of patients with rash received high-dose corticosteroids (at least 40 mg
prednisone equivalents per day) for a median duration of 25 days (range: 1 day to 23.1 months).
Complete resolution occurred in 64% of patients. Approximately 3.6% of patients who resumed

nivolumab and YERVOY after resolution had recurrence of rash.

54 Immune-Mediated Neuropathies

Immune-mediated neuropathies, including fatal cases, can occur with YERVOY.

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 (2.4)].

YERVOY as a Single Agent

Metastatic Melanoma

In patients receiving YERVOY 3 mg/kg in MDX010-20, 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.

Adjuvant Treatment of Melanoma

In patients receiving YERVOY 10 mg/kg in CA184-029, Grade 3 to 5 immune-mediated
neuropathy occurred in 8 patients (2%); the sole fatality was due to complications of Guillain-
Barré syndrome [see Adverse Reactions (6.1)]. Moderate Grade 2 immune-mediated neuropathy
occurred in 1 patient (0.2%).

The time to onset across the 9 patients with Grade 2 to 5 immune-mediated neuropathy ranged
from 1.4 to 27.4 months. All 8 patients with Grade 3 to 5 neuropathy were treated with systemic
corticosteroids (range: 3 days to 38.3 months) and 3 also received tacrolimus. Four of the 8 patients
with Grade 3 to 5 immune-mediated neuropathy experienced complete resolution, 1 improved to
Grade 1, and 3 did not improve. The single patient with Grade 2 immune-mediated neuropathy

experienced complete resolution without the use of corticosteroids.
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5.5 Immune-Mediated Endocrinopathies

Immune-mediated endocrinopathies, including life-threatening cases, can occur with YERVOY.

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 clinical chemistries, adrenocorticotropic hormone (ACTH) level, and thyroid function
tests 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 and consider referral to an endocrinologist.
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 (2.4)].

YERVOY as a Single Agent

Metastatic Melanoma

In patients receiving YERVOY 3 mg/kg in MDX010-20, severe to life-threatening immune-
mediated endocrinopathies (requiring hospitalization, urgent medical intervention, or interfering
with activities of daily living; Grade 3 to 4) occurred in 9 YERVOY -treated patients (1.8%). 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 patients (2.3%) 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 2.5 months and
ranged up to 4.4 months 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).

Adjuvant Treatment of Melanoma

In patients receiving YERVOY 10 mg/kg in CA184-029, Grade 3 to 4 immune-mediated
endocrinopathies occurred in 39 patients (8%) and Grade 2 immune-mediated endocrinopathies in
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93 patients (20%). Of the 39 patients with Grade 3 to 4 immune-mediated endocrinopathies, 35
patients had hypopituitarism (associated with one or more secondary endocrinopathies, e.g.,
adrenal insufficiency, hypogonadism, and hypothyroidism), 3 patients had hyperthyroidism, and
1 had primary hypothyroidism. The median time to onset of Grade 3 to 4 immune-mediated
endocrinopathy was 2.2 months (range: 2 days to 8 months). Twenty-seven of the 39 patients
(69%) were hospitalized for immune-mediated endocrinopathies, and 4 patients (10%) were
reported to have resolution.

Of the 93 patients with Grade 2 immune-mediated endocrinopathy, 74 had primary
hypopituitarism (associated with one or more secondary endocrinopathy, e.g., adrenal
insufficiency, hypogonadism, and hypothyroidism), 9 had primary hypothyroidism, 3 had
hyperthyroidism, 3 had thyroiditis with hypo- or hyperthyroidism, 2 had hypogonadism, 1 had
both hyperthyroidism and hypopituitarism, and 1 subject developed Graves’ ophthalmopathy. The
median time to onset of Grade 2 immune-mediated endocrinopathy was 2.1 months (range: 9 days
to 19.3 months), and 20% were reported to have resolution.

One hundred twenty-four patients received systemic corticosteroids as immunosuppression and/or
adrenal hormone replacement for Grade 2 to 4 immune-mediated endocrinopathy. Of these, 42
(34%) were able to discontinue corticosteroids. Seventy-three patients received thyroid hormones
for treatment of Grade 2 to 4 immune-mediated hypothyroidism. Of these, 14 patients (19%) were

able to discontinue thyroid replacement therapy.
Nivolumab with YERVOY

Nivolumab 3 mg/kg with YERVOY 1 mg/kg
Renal Cell Carcinoma

Hypophysitis. Hypophysitis occurred in 4.6% (25/547) of patients. Median time to onset was 2.8
months (range: 1.3 months to 7.3 months). Hypophysitis led to permanent discontinuation or
withholding of nivolumab with YERVOY in 1.3% and 2.6% of patients, respectively.
Approximately 72% of patients with hypophysitis received hormone replacement therapy and 60%
received high-dose corticosteroids (at least 40 mg prednisone equivalents per day) for a median
duration of 10 days (range: 1 day to 1.6 months).

Adrenal Insufficiency. Adrenal insufficiency occurred in 7% (41/547) of patients. Median time
to onset was 3.4 months (range: 2.0 months to 22.3 months). Adrenal insufficiency led to
permanent discontinuation or withholding of nivolumab with YERVOY in 1.3% and 2.0% of
patients, respectively. Approximately 93% of patients with adrenal insufficiency received
hormone replacement therapy and 18% received high-dose corticosteroids (at least 40 mg
prednisone equivalents per day) for a median duration of 12 days (range: 1 day to 5.6 months).
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Hypothyroidism and Hyperthyroidism. Hypothyroidism or thyroiditis resulting in
hypothyroidism occurred in 22% (119/547) of patients. Median time to onset was 2.2 months
(range: 1 day to 21.4 months). Approximately 76% of patients with hypothyroidism or thyroiditis
received levothyroxine. Resolution occurred in 31% of patients.

Hyperthyroidism occurred in 12% (66/547) of patients. Median time to onset was 1.4 months
(range: 6 days to 14.2 months). Approximately 14% of patients with hyperthyroidism received
methimazole and 3% received carbimazole. Resolution occurred in 85% of patients.

Type 1 Diabetes Mellitus. Diabetes occurred in 2.7% (15/547) of patients. Median time to onset
was 3.2 months (range: 19 days to 16.8 months). Nivolumab with YERVOY was withheld in 33%
of patients and permanently discontinued in 20% of patients who developed diabetes.

5.6 Immune-Mediated Pneumonitis

Immune-mediated pneumonitis, including fatal cases, can occur with nivolumab with YERVOY.
Monitor patients for signs with radiographic imaging and for symptoms of pneumonitis.
Administer corticosteroids at a dose of 1 to 2 mg/kg/day prednisone equivalents for moderate
(Grade 2) or more severe (Grade 3-4) pneumonitis, followed by corticosteroid taper. Withhold
YERVOY dosing in patients with moderate to severe signs and symptoms. Permanently
discontinue YERVOY for life-threatening (Grade 4) pneumonitis [See Dosage and Administration

(2.4)].
Nivolumab with YERVOY

Nivolumab 3 mg/kg with YERVOY 1 mg/kg
Renal Cell Carcinoma

Immune-mediated pneumonitis occurred in 4.4% (24/547) of patients. Median time to onset was
2.6 months (range: 8 days to 9.2 months). Immune-mediated pneumonitis led to permanent
discontinuation or withholding of nivolumab with YERVOY in 2.0% and 1.6% of patients,
respectively. Approximately 92% of patients with pneumonitis received high-dose corticosteroids
(at least 40 mg prednisone equivalents per day) for a median duration of 19 days (range: 4 days to
3.2 months). Approximately 8% of patients required addition of infliximab to high-dose
corticosteroids. Complete resolution occurred in 79% of patients without recurrence of

pneumonitis after re-initiation of nivolumab with YERVOY.
5.7 Immune-Mediated Nephritis and Renal Dysfunction

Immune-mediated nephritis can occur with nivolumab with YERVOY. Monitor patients for
elevated serum creatinine prior to and periodically during treatment. Administer corticosteroids at
a dose of 1 to 2 mg/kg/day prednisone equivalents followed by corticosteroid taper for life-
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threatening (Grade 4) increased serum creatinine. Administer corticosteroids at a dose of 0.5 to 1
mg/kg/day prednisone equivalents for moderate (Grade 2) or severe (Grade 3) increased serum
creatinine, if worsening or no improvement occurs, increase dose of corticosteroids to 1 to 2
mg/kg/day prednisone equivalents. Withhold YERVOY dosing in patients with moderate to severe
signs and symptoms. Permanently discontinue YERVOY for life-threatening (Grade 4) increased
serum creatinine [See Dosage and Administration (2.4)].

Nivolumab with YERVOY
Nivolumab 3 mg/kg with YERVOY 1 mg/kg
Renal Cell Carcinoma

Immune-mediated nephritis and renal dysfunction occurred in 4.6% (25/547) of patients. Median
time to onset was 2.5 months (range: 1 day to 13.2 months). Immune-mediated nephritis and renal
dysfunction led to permanent discontinuation or withholding of nivolumab with YERVOY in 1.1%
and 2.7% of patients, respectively. Approximately 76% of patients received high-dose
corticosteroids (at least 40 mg prednisone equivalents per day) for a median duration of 15 days
(range: 1 day to 5.9 months). Complete resolution occurred in 64% of patients. One patient had
recurrence of nephritis or renal dysfunction after re-initiation of nivolumab with YERVOY.

5.8 Immune-Mediated Encephalitis

Immune-mediated encephalitis can occur with nivolumab with YERVOY. Evaluation of patients
with neurologic symptoms may include, but not be limited to, consultation with a neurologist,

brain MRI, and lumbar puncture.

Withhold YERVOY in patients with new-onset moderate to severe neurologic signs or symptoms
and evaluate to rule out infectious or other causes of moderate to severe neurologic deterioration.
If other etiologies are ruled out, administer corticosteroids at a dose of 1 to 2 mg/kg/day prednisone
equivalents for patients with immune-mediated encephalitis, followed by corticosteroid taper.
Permanently discontinue YERVOY for immune-mediated encephalitis [see Dosage and
Administration (2.4)].

Nivolumab with YERVOY
Nivolumab 3 mg/kg with YERVOY 1 mg/kg
Renal Cell Carcinoma

Immune-mediated encephalitis occurred in one patient (0.2%) after approximately 4 months of

exposure.
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5.9 Infusion Reactions

Severe infusion reactions can occur with nivolumab with YERVOY. Discontinue YERVOY in
patients with severe or life-threatening infusion reactions. Interrupt or slow the rate of infusion in
patients with mild or moderate infusion reactions [see Dosage and Administration (2.4)].

Nivolumab with YERVOY
Nivolumab 3 mg/kg with YERVOY 1 mg/kg
Renal Cell Carcinoma

Infusion-related reactions occurred in 5.1% (28/547) of patients.

5.10 Other Immune-Mediated Adverse Reactions, Including Ocular
Manifestations

YERVOY as a Single Agent

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.

Monitor patients for signs or symptoms of ocular toxicity, which may include blurred vision and
reduced visual acuity. Immune-mediated ocular toxicity may be associated with retinal detachment
or permanent vision loss. 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 (2.4)]. If
uveitis occurs in combination with other immune-mediated adverse reactions, consider a Vogt-
Koyanagi-Harada-like syndrome, which has been observed in patients receiving YERVOY and

may require treatment with systemic steroids to reduce the risk of permanent vision loss.

Metastatic Melanoma

In MDXO010-20, the following clinically significant immune-mediated adverse reactions were seen
in less than 1% of YERVOY-treated patients: cytopenias, nephritis, pneumonitis, meningitis,

pericarditis, uveitis, and iritis.
Adjuvant Treatment of Melanoma

In CA184-029, the following clinically significant immune-mediated adverse reactions were seen
in less than 1% of YERVOY-treated patients unless specified: cytopenias, eosinophilia (2.1%),
pancreatitis (1.3%), meningitis, pneumonitis, sarcoidosis, pericarditis, uveitis, and fatal
myocarditis [See Adverse Reactions (6.1)].
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Other Clinical Experience

Across 21 dose-ranging trials administering YERVOY at doses of 0.1 to 20 mg/kg (n=2478), the
following likely immune-mediated adverse reactions were also reported with less than 1%
incidence unless specified: angiopathy, temporal arteritis, vasculitis, polymyalgia rheumatica,
conjunctivitis, blepharitis, episcleritis, scleritis, iritis, leukocytoclastic vasculitis, erythema
multiforme, psoriasis, arthritis, autoimmune thyroiditis, neurosensory hypoacusis, autoimmune
central neuropathy (encephalitis), myositis, polymyositis, ocular myositis, cytopenias (2.5%), and
nephritis.

Nivolumab with YERVOY
Nivolumab 3 mg/kg with YERVOY 1 mg/kg
Renal Cell Carcinoma

Nivolumab in combination with YERVOY can cause other clinically significant and potentially
fatal immune-mediated adverse reactions. Immune-mediated adverse reactions may occur after
discontinuation of YERVOY therapy. For any suspected immune-mediated adverse reactions,
exclude other causes. Based on the severity of the adverse reaction, permanently discontinue or
withhold YERVOY, administer high-dose corticosteroids, and if appropriate, initiate hormone-
replacement therapy. Upon improvement to Grade 1 or less, initiate corticosteroid taper and
continue to taper over at least 1 month. Consider restarting YERVOY after completion of
corticosteroid taper based on the severity of the event.

Across clinical trials of nivolumab administered as a single agent or in combination with
YERVOY, the following clinically significant immune-mediated adverse reactions, some with
fatal outcome, occurred in less than 1.0% of patients: myocarditis, rhabdomyolysis, myositis,
uveitis, iritis, pancreatitis, facial and abducens nerve paresis, demyelination, polymyalgia
rheumatica, autoimmune neuropathy, Guillain-Barré syndrome, hypopituitarism, systemic
inflammatory response syndrome, gastritis, duodenitis, sarcoidosis, histiocytic necrotizing
lymphadenitis (Kikuchi lymphadenitis), motor dysfunction, vasculitis, aplastic anemia,
pericarditis, and myasthenic syndrome.

5.11 Embryo-fetal Toxicity

Based on its mechanism of action and data from animal studies, YERVOY can cause fetal harm
when administered to a pregnant woman. In animal reproduction studies, administration of
ipilimumab to cynomolgus monkeys from the onset of organogenesis through delivery resulted in
higher incidences of abortion, stillbirth, premature delivery (with corresponding lower birth

weight), and higher incidences of infant mortality in a dose-related manner. The effects of
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ipilimumab are likely to be greater during the second and third trimesters of pregnancy. Advise
pregnant women of the potential risk to a fetus. Advise females of reproductive potential to use
effective contraception during treatment with a YERVOY-containing regimen and for 3 months
after the last dose of YERVOY [see Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS

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

¢ Immune-mediated enterocolitis/colitis [see Warnings and Precautions (5.1)].

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

e Immune-mediated dermatitis/skin adverse reactions [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 Immune-mediated pneumonitis [See Warnings and Precautions (5.6)].

e Immune-mediated nephritis and renal dysfunction [see Warnings and Precautions (5.7)].
e Immune-mediated encephalitis [see Warnings and Precautions (5.8)].

e Infusion reactions [see Warnings and Precautions (5.9)].

e Other immune-mediated adverse reactions, including ocular manifestations [See Warnings
and Precautions (5.10)].

e Embryo-fetal toxicity [see Warnings and Precautions (5.11)].
In patients receiving YERVOY 3 mg/kg for unresectable or metastatic melanoma in MDX010-20,

15% of patients receiving monotherapy and 12% of patients treated in combination with gp100
peptide vaccine experienced Grade 3 to 5 immune-mediated reactions. In patients receiving
YERVOY 10 mg/kg for adjuvant treatment of melanoma in CA184-029, 41% experienced Grade
3 to 5 immune-mediated reactions.

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 data described below reflect exposure to YERVOY 3 mg/kg as a single agent in MDX010-
20, a randomized trial in patients with unresectable or metastatic melanoma and to YERVOY 10
mg/kg as a single agent in CA184-029, a randomized trial in patients with resected Stage II1IA (>1
mm nodal involvement), IIIB, and IIIC (with no in-transit metastases) cutaneous melanoma. Also
described below are the data from CHECKMATE-214 (NCT02231749), a randomized trial in
previously untreated patients with advanced renal cell carcinoma. In this trial, nivolumab 3 mg/kg
was given in combination with YERVOY 1 mg/kg.
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Clinically significant adverse reactions were evaluated in a total of 982 patients treated in
MDXO010-20 and CA184-029 and in 21 dose-ranging trials (n=2478) administering YERVOY at
doses of 0.1 to 20 mg/kg [see Warnings and Precautions (5.6)].

Unresectable or Metastatic Melanoma

The safety of YERVOY was evaluated in MDX010-20, a randomized, double-blind clinical trial
in which 643 previously treated patients with unresectable or metastatic melanoma received
YERVOY 3 mg/kg for 4 doses given by intravenous infusion as a single agent (n=131), YERVOY
with an investigational gp100 peptide vaccine (gp100) (n=380), or gpl100 peptide vaccine as a
single agent (n=132) [see Clinical Studies (14.1)]. Patients in the trial received a median of 4 doses
(range: 1 to 4 doses).

MDXO010-20 excluded patients with active autoimmune disease or those receiving systemic

immunosuppression for organ transplantation.

The trial population characteristics were: median age 57 years (range: 19 to 90), 59% male, 94%
white, and baseline ECOG performance status 0 (56%).

YERVOY was discontinued for adverse reactions in 10% of patients.

Table 2 presents selected adverse reactions from MDX010-20, which occurred in at least 5% of
patients in the YERVOY-containing arms and with at least 5% increased incidence over the control
gp100 arm for all-grade events and at least 1% incidence over the control group for Grade 3 to 5
events.
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Table 2: Selected Adverse Reactions in MDX010-20

Percentage (%) of Patients®
YERVOY YERVOY
3 mg/kg 3 mg/kg+gp100 gpl00
n=131 n=380 n=132
System Organ Class/ Any Grade Any Grade Any Grade
Preferred Term Grade 3t05 Grade 3t05 Grade 3to5
General Disorders and Administration-
Site Conditions
Fatigue 41 7 34 5 31 3
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

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

Table 3 presents the per-patient incidence of severe, life-threatening, or fatal immune-mediated
adverse reactions from MDX010-20.
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Table 3: Severe to Fatal Immune-Mediated Adverse Reactions in MDX010-

20
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
Other
Pneumonitis 0 <1
Meningitis 0 <1
Nephritis 1
Eosinophilia® 1
Pericarditis™* 0 <1

4 Including fatal outcome.
b Including intestinal perforation.
¢ Underlying etiology not established.

Adjuvant Treatment of Melanoma

The safety of YERVOY was evaluated in CA184-029, a randomized (1:1), double-blind, placebo-
controlled trial in which 945 patients with resected Stage IIIA (>1 mm nodal involvement), I1IB,
and IIIC (with no in-transit metastases) cutaneous melanoma received YERVOY 10 mg/kg
(n=471) or placebo (n=474) administered as an intravenous infusion for 4 doses every 3 weeks
followed by 10 mg/kg every 12 weeks beginning at Week 24 up to a maximum of 3 years [See
Clinical Studies (14.2)]. In this trial, 36% of patients received YERVOY for longer than 6 months
and 26% of patients received YERVOY for longer than 1 year. YERVOY-treated patients in the
trial received a median of 4 doses (range: 1 to 16).

CA184-029 excluded patients with prior systemic therapy for melanoma, autoimmune disease, a
condition requiring systemic immunosuppression, or a positive test for hepatitis B, hepatitis C, or
HIV.

The trial population characteristics were: median age 51 years (range: 18 to 84 years), 62% male,
99% white, and baseline ECOG performance status 0 (94%).
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YERVOY was discontinued for adverse reactions in 52% of patients.

Table 4 presents selected adverse reactions from CA184-029 which occurred in at least 5% of
YERVOY-treated patients and with at least 5% increased incidence over the placebo group for all-
grade events.

Table 4: Selected Adverse Reactions in CA184-029
Percentage (%) of Patients?
YERVOY Placebo
10 mg/kg
n=471 n=474

System Organ Class/ Any Grade Grade3to5 | AnyGrade Grade3to5
Preferred Term
Skin and Subcutaneous Tissue Disorders

Rash 50 2.1 20

Pruritus 45 2.3 15
Gastrointestinal Disorders

Diarrhea 49 10 30 2.1

Nausea 25 0.2 18 0

Colitis® 16 8 1.5 0.4

Vomiting 13 0.4 6 0.2
Investigations

Weight Decreased 32 0.2 9 0.4
General Disorders and Administration-Site
Conditions

Fatigue 46 2.3 38 1.5

Pyrexia 18 1.1 4.9 0.2
Nervous System Disorders

Headache 33 0.8 18 0.2
Metabolism and Nutrition Disorders

Decreased Appetite 14 0.2 34 0.2
Psychiatric Disorders

Insomnia 10 0 4.4 0

@ Incidences presented in this table are based on reports of adverse events regardless of causality.
5 Includes 1 death.

Table 5 presents selected laboratory abnormalities from CA184-029 which occurred in at least
10% of YERVOY -treated patients at a higher incidence compared to placebo.
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Table 5: Laboratory Abnormalities Worsening from Baseline Occurring in
>10% of YERVOY-Treated Patients (CA184-029)"

Percentage of Patients with Worsening Laboratory Test
from Baseline?

YERVOY Placebo
Test All Grades Grade 3to 4 All Grades Grade 3to 4
Chemistry
Increased ALT 46 10 16 0
Increased AST 38 9 14 0.2
Increased lipase® 26 9 17 4.5
Increased amylase” 17 2.0 7 0.6
Increased alkaline phosphatase 17 0.6 6 0.2
Increased bilirubin 11 1.5 9 0
Increased creatinine 10 0.2 6 0
Hematology
Decreased hemoglobin 25 0.2 14 0

Each test incidence is based on the number of patients who had both baseline and at least one on-study laboratory

measurement available. Excluding lipase and amylase, YERVOY group (range: 466 to 470 patients) and placebo

group (range: 472 to 474 patients).

patients).

For lipase and amylase, YERVOY group (range: 447 to 448 patients) and placebo group (range: 462 to 464

Table 6 presents the per-patient incidence of severe, life-threatening, or fatal immune-mediated

adverse reactions from CA184-029.

Table 6: Severe to Fatal Inmune-Mediated Adverse Reactions in CA184-
029
Percentage (%) of Patients
YERVOY
10 mg/kg
n=471
Any Immune-Mediated Adverse Reaction 41
Enterocolitis®” 16
Hepatitis 11
Dermatitis 4.0
Neuropathy? 1.7
Endocrinopathy 8
Hypopituitarism 7
Primary hypothyroidism 0.2
Hyperthyroidism 0.6

Reference ID: 4248855
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Table 6: Severe to Fatal Immune-Mediated Adverse Reactions in CA184-

029
Percentage (%) of Patients
YERVOY
10 mg/kg
n=471
Other
Myocarditis® 0.2
Meningitis 0.4
Pericarditis® 0.2
Pneumonitis 0.2
Uveitis 0.2

@ Including fatal outcome.
b Including intestinal perforation.
¢ Underlying etiology not established.

Other Clinical Experience

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.

Previously Untreated Renal Cell Carcinoma

The safety of nivolumab 3 mg/kg, administered with YERVOY 1 mg/kg was evaluated in
CHECKMATE-214, a randomized open-label trial in which 1082 patients with previously
untreated advanced RCC received nivolumab 3 mg/kg in combination with YERVOY 1 mg/kg
every 3 weeks for 4 doses followed by nivolumab monotherapy at the 3 mg/kg dose (n=547) every
2 weeks or sunitinib administered orally 50 mg daily for 4 weeks followed by 2 weeks off, every
cycle (n=535) [see Clinical Studies (14.3)]. The median duration of treatment was 7.9 months
(range: 1 day to 21.4+ months) in nivolumab plus YERVOY-treated patients and 7.8 months
(range: 1 day to 20.2+ months) in sunitinib-treated patients. In this trial, 57% of patients in the
nivolumab plus YERVOY arm were exposed to treatment for greater than 6 months, and 38% of

patients were exposed to treatment for greater than 1 year.

Study therapy was discontinued for adverse reactions in 31% of nivolumab plus YERVOY patients
and in 21% of sunitinib patients. Fifty-four percent (54%) of patients receiving nivolumab plus
YERVOY and 43% of patients receiving sunitinib had a drug delay for an adverse reaction. In the
sunitinib group, 53% of patients required a dose reduction; dose reductions were not permitted in
the nivolumab plus YERVOY treatment group. Serious adverse reactions occurred in 59% of
patients receiving nivolumab plus YERVOY and in 43% of patients receiving sunitinib. The most

25

Reference ID: 4248855



frequent serious adverse reactions reported in at least 2% of patients treated with nivolumab plus
YERVOY were diarrhea, pyrexia, pneumonia, pneumonitis, hypophysitis, acute kidney injury,
dyspnea, adrenal insufficiency, and colitis; in patients treated with sunitinib, they were pneumonia,
pleural effusion, and dyspnea.

The most common adverse reactions (reported in at least 20% of nivolumab plus YERVOY -treated
patients) were fatigue, rash, diarrhea, musculoskeletal pain, pruritus, nausea, cough, pyrexia,
arthralgia, and decreased appetite. Table 7 summarizes adverse reactions that occurred in greater
than 15% of nivolumab plus YERVOY -treated patients.

Table 7: Grade 1-4 Adverse Reactions in >15% of Patients Receiving
Nivolumab plus YERVOY (CHECKMATE-214)

Nivolumab plus YERVOY Sunitinib

(n=547) (n=535)

Percentage (%) of Patients
Grades 1-4 Grades 3-4 Grades 1-4 Grades 3-4

Adverse Reaction 99 65 99 76

General Disorders and Administration
Site Conditions

Fatigue® 58 8 69 13

Pyrexia 25 0.7 17 0.6

Edema® 16 0.5 17 0.6
Respiratory, Thoracic, and Mediastinal
Disorders

Cough/productive cough 28 0.2 25 0.4

Dyspnea/exertional dyspnea 20 24 21 2.1
Gastrointestinal Disorders

Diarrhea 38 4.6 58 6

Nausea 30 2.0 43 1.5

Vomiting 20 0.9 28 2.1

Abdominal pain 19 1.6 24 1.9

Constipation 17 0.4 18 0
Skin and Subcutaneous Tissue Disorders

Rash® 39 3.7 25 1.1

Pruritus/generalized pruritus 33 0.5 11 0
Endocrine Disorders

Hypothyroidism 18 0.4 27 0.2
Nervous System Disorders

Headache 19 0.9 23 0.9
Metabolism and Nutrition Disorders

Decreased appetite 21 1.8 29 0.9
Musculoskeletal and Connective Tissue
Disorders
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Table 7:

Grade 1-4 Adverse Reactions in >15% of Patients Receiving
Nivolumab plus YERVOY (CHECKMATE-214)

Musculoskeletal pain 37 4.0 40 2.6

Arthralgia 23 1.3 16 0

To
a

xicity was graded per NCI CTCAE v4.

Includes asthenia.

Includes peripheral edema, peripheral swelling.

Includes dermatitis described as acneiform, bullous, and exfoliative, drug eruption, rash described as exfoliative,
erythematous, follicular, generalized, macular, maculopapular, papular, pruritic, and pustular, fixed-drug eruption.
Includes back pain, bone pain, musculoskeletal chest pain, musculoskeletal discomfort, myalgia, neck pain, pain in
extremity, spinal pain.

The most common laboratory abnormalities which have worsened compared to baseline in >30%

of nivolumab plus YERVOY-treated patients include increased lipase, anemia, increased

creatinine, increased ALT, increased AST, hyponatremia, increased amylase, and lymphopenia.

Table 8 summarizes the laboratory abnormalities that occurred in greater than 15% of nivolumab
plus YERVOY-treated patients.

Table 8: Grade 1-4 Laboratory Values Worsening from Baseline Occurring
in >15% of Patients on Nivolumab plus YERVOY (CHECKMATE-
214)
Percentage of Patients with Worsening Laboratory Test from
Baseline?®
Laboratory Abnormality Nivolumab plus YERVOY Sunitinib
Grades 1-4 Grades 3-4 Grades 1-4 Grades 3-4
Hematology
Anemia 43 3.0 64 9
Lymphopenia 36 5 63 14
Chemistry
Increased lipase 48 20 51 20
Increased creatinine 42 2.1 46 1.7
Increased ALT 41 7 44 2.7
Increased AST 40 4.8 60 2.1
Increased amylase 39 12 33 7
Hyponatremia 39 10 36 7
Increased alkaline phosphatase 29 2.0 32 1.0
Hyperkalemia 29 24 28 2.9
Hypocalcemia 21 0.4 35 0.6
Hypomagnesemia 16 0.4 26 1.6

4 TEach test incidence is based on the number of patients who had both baseline and at least one on-study laboratory
measurement available: nivolumab plus YERVOY group (range: 490 to 538 patients) and sunitinib group (range:

485 to 523 patients).
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In addition, among patients with TSH less than or equal to the ULN at baseline, a lower proportion
of patients experienced a treatment-emergent elevation of TSH greater than the ULN in the
nivolumab plus YERVOY group compared to the sunitinib group (31% and 61%, respectively).

6.2 Postmarketing Experience

The following adverse reactions have been identified during postapproval use of YERVOY.
Because these reactions are reported voluntarily from a population of uncertain size, it is not
always possible to reliably estimate their frequency or establish a causal relationship to drug

exposure.

Skin and Subcutaneous Tissue Disorders: Drug reaction with eosinophilia and systemic symptoms
(DRESS syndrome)

6.3 Immunogenicity

As with all therapeutic proteins, there is a potential for immunogenicity. The detection of antibody
formation is highly dependent on the sensitivity and specificity of the assay. Additionally, the
observed incidence of antibody (including neutralizing antibody) positivity in an assay may be
influenced by several factors including assay methodology, sample handling, timing of sample
collection, concomitant medications, and underlying disease. For these reasons, comparison of the
incidence of antibodies to ipilimumab in the studies described below with the incidences of
antibodies in other studies or to other products may be misleading.

Eleven (1.1%) of 1024 evaluable patients with unresectable or metastatic melanoma tested positive
for treatment-emergent binding antibodies against ipilimumab (TE-ADAs) in an
electrochemiluminescent (ECL) based assay. This assay had substantial limitations in detecting
anti-ipilimumab antibodies in the presence of ipilimumab. Seven (4.9%) of 144 patients receiving
ipilimumab and 7 (4.5%) of 156 patients receiving placebo for the adjuvant treatment of melanoma
tested positive for TE-ADAs using an ECL assay with improved drug tolerance. No patients tested
positive for neutralizing antibodies. No infusion-related reactions occurred in patients who tested
positive for TE-ADAs.

Of the patients who were treated with ipilimumab and nivolumab and evaluable for the presence
of anti-ipilimumab antibodies, the incidence of anti-ipilimumab antibodies was 6.3% and there
were no patients with neutralizing antibodies against ipilimumab with nivolumab 3 mg/kg
followed by ipilimumab 1 mg/kg every 3 weeks. There was no evidence of increased incidence of
infusion reactions in the presence of anti-ipilimumab antibodies. Of patients evaluable for the
presence of anti-nivolumab antibodies, the incidence of anti-nivolumab antibodies was 26.0% and
the incidence of neutralizing antibodies against nivolumab was 0.5% with nivolumab 3 mg/kg
followed by ipilimumab 1 mg/kg every 3 weeks.
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7 DRUG INTERACTIONS

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

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary

Based on data from animal studies and its mechanism of action, YERVOY can cause fetal harm
when administered to a pregnant woman [see Clinical Pharmacology (12.1)]. In animal
reproduction studies, administration of ipilimumab to cynomolgus monkeys from the onset of
organogenesis through delivery resulted in higher incidences of abortion, stillbirth, premature
delivery (with corresponding lower birth weight), and higher incidences of infant mortality in a
dose-related manner (See Data). The effects of ipilimumab are likely to be greater during the
second and third trimesters of pregnancy. Human IgG1 is known to cross the placental barrier and
ipilimumab is an IgG1; therefore, ipilimumab has the potential to be transmitted from the mother
to the developing fetus. There is insufficient human data for YERVOY exposure in pregnant
women. Advise pregnant women of the potential risk to a fetus.

In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

A Pregnancy Safety Surveillance Study has been established to collect information about
pregnancies in women who have received YERVOY. Healthcare providers are encouraged to
enroll patients or have their patients enroll directly by calling 1-844-593-7869.

Data
Animal Data

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. No treatment-related adverse effects on reproduction were detected during the
first two trimesters of pregnancy. Beginning in the third trimester, administration of ipilimumab
at doses resulting in exposures approximately 2.6 to 7.2 times the human exposure at a dose of 3
mg/kg resulted in dose-related increases in abortion, stillbirth, premature delivery (with
corresponding lower birth weight), and an increased incidence of infant mortality. In addition,
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 3 mg/kg dose). One
female infant monkey had unilateral renal agenesis of the left kidney and ureter, and 1 male infant
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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 to
4 weeks of age with massive lymphoproliferation and multiorgan tissue destruction.

8.2 Lactation
Risk Summary

It is not known whether YERVOY is present in human milk. In monkeys, ipilimumab was present
in milk (see Data). There are no data to assess the effects of YERVOY on milk production. Advise
women to discontinue breastfeeding during treatment with YERVOY and for 3 months following
the final dose.

Data

In monkeys treated at dose levels resulting in exposures 2.6 and 7.2 times higher than those in
humans at a 3 mg/kg dose, ipilimumab was present in milk at concentrations of 0.1 mcg/mL and
0.4 mcg/mL, representing a ratio of up to 0.3% of the steady-state serum concentration of the drug.

8.3 Females and Males of Reproductive Potential
Contraception

Based on its mechanism of action, YERVOY can cause fetal harm when administered to a pregnant
woman [see Use in Specific Populations (8.1)]. Advise females of reproductive potential to use
effective contraception during treatment with YERVOY and for 3 months following the last dose
of YERVOY.

8.4 Pediatric Use

The safety and effectiveness of YERVOY have been established in pediatric patients 12 years and
older. Use of YERVOY in this age group is supported by evidence from adequate and well-
controlled studies of YERVOY in adults and population pharmacokinetic data demonstrating that
the exposure at a dose of 3 mg/kg in the pediatric and adult populations is comparable. In addition,
the tumor biology and course of advanced melanoma is sufficiently similar in adults and pediatric

patients 12 years and older to allow extrapolation of data from adults to pediatric patients.

30

Reference ID: 4248855



The safety and effectiveness for pediatric patients less than 12 years of age has not been established
[see Dosage and Administration (2.1), Clinical Pharmacology (12.3), and Clinical Studies (14)].

YERVOY was evaluated in a total of 45 pediatric patients across two clinical trials. In a dose-
finding trial, 33 pediatric patients with relapsed or refractory solid tumors were evaluated. The
median age was 13 years (range 2 to 21 years), and 20 patients were >12 years old. YERVOY was
administered at doses of 1, 3, 5, and 10 mg/kg intravenously over 90 minutes every 3 weeks for 4
doses and then every 12 weeks thereafter until progression or treatment discontinuation.

YERVOY was also evaluated in an open-label, single-arm, trial in 12 pediatric patients >12 years
old (range 12 to 16 years) with previously treated or untreated, unresectable Stage 3 or 4 malignant
melanoma. Patients received YERVOY 3 mg/kg (4 patients) or 10 mg/kg (8 patients)

intravenously over 90 minutes every 3 weeks for 4 doses.

Of the 17 patients >12 years of age with melanoma treated with YERVOY across both studies,
two patients experienced objective responses including one partial response that was sustained for
16 months. There were no responses in patients with non-melanoma solid tumors.

The overall safety profile of YERVOY in children and adolescents was consistent with the safety
profile in adults.

Pediatric Pharmacokinetics (PK)

Based on a population PK analysis using available pooled data from 565 patients from 4 phase 2
adult studies (N=521) and 2 pediatric studies (N=44), body weight normalized clearance of
ipilimumab is comparable between adult and pediatric patients. In pediatric patients with a dosing
regimen of 3 mg/kg every 3 weeks, the model simulated geometric mean (CV%) steady-state
serum peak and trough concentrations of ipilimumab were 65.8 (17.6%) and 20.7 (33.1%) mcg/mL
(for 2 to 6 years old), 70.1 (19.6%) and 19.6 (42.9%) mcg/mL (for 6 to <12 years old), and 73.3
(20.6%) and 17.8 (50.8%) mcg/mL (for 12 years and older), which are comparable to those in adult

patients.
8.5 Geriatric Use

Of the 511 patients treated with YERVOY in MDX010-20 (Unresectable or Metastatic
Melanoma), 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).

CA184-029 (Adjuvant Treatment of Melanoma) did not include sufficient numbers of patients
aged 65 years and older to determine whether they respond differently from younger patients.

Of the 550 patients randomized to nivolumab 3 mg/kg administered with YERVOY 1 mg/kg in
CHECKMATE-214 (Renal Cell Carcinoma), 38% were 65 years or older and 8% were 75 years

31

Reference ID: 4248855



or older. No overall difference in safety was reported between elderly patients and younger
patients. In elderly patients with intermediate or poor risk, no overall difference in effectiveness
was reported.

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
to 1.5 times the upper limit of normal [ULN] or AST >ULN). YERVOY has not been studied in
patients with moderate (TB >1.5 to 3.0 times ULN and any AST) or severe (TB >3 times ULN
and any AST) hepatic impairment [See Clinical Pharmacology (12.3)].

10 OVERDOSAGE
There is no information on overdosage with YERVOY.

11 DESCRIPTION

Ipilimumab is a recombinant, human monoclonal antibody that binds to the cytotoxic T-
lymphocyte-associated antigen 4 (CTLA-4). Ipilimumab is an IgG1 kappa immunoglobulin with
an approximate molecular weight of 148 kDa. Ipilimumab is produced in mammalian (Chinese

hamster ovary) cell culture.

YERVOY 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
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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 (PK) of ipilimumab was 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.
The PK of ipilimumab is linear in the dose range of 0.3 to 10 mg/kg. Following administration of
YERVOY every 3 weeks, the systemic accumulation was 1.5-fold or less. Steady-state
concentrations of ipilimumab were reached by the third dose; the mean Cmin at steady state was
19.4 mcg/mL at 3 mg/kg and 58.1 mcg/mL at 10 mg/kg every 3 weeks. The mean value (percent
coefficient of variation) based on population PK analysis for the terminal half-life (ti2) was 15.4
days (34%) and for clearance (CL) was 16.8 mL/h (38%).

YERVOY with nivolumab: When YERVOY 1 mg/kg was administered in combination with

nivolumab 3 mg/kg, the CL of ipilimumab and nivolumab were unchanged.

When administered in combination, the CL of ipilimumab was unchanged in presence of anti-
ipilimumab antibodies and the CL of nivolumab increased by 20% in the presence of anti-
nivolumab antibodies.

Specific Populations

The effects of various covariates on the PK of ipilimumab were assessed in population PK
analyses. The CL of ipilimumab increased with increasing body weight supporting the
recommended body weight (mg/kg) based dosing. The following factors had no clinically
important effect on the CL of ipilimumab: age (range: 23 to 88 years), sex, 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
PK 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 (n=76) compared to patients with normal hepatic function
(n=708) in the population PK analyses, and no clinically important differences in the CL of
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ipilimumab were found. YERVOY has not been studied in patients with moderate or severe hepatic
impairment [see Use in Specific Populations (8.7)].

Pediatric Population: [see Use in Specific Populations (8.4)].

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

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

the genotoxic potential of ipilimumab has not been evaluated.

Fertility studies have not been performed with ipilimumab.

14 CLINICAL STUDIES

14.1 Unresectable or Metastatic Melanoma

The safety and efficacy of YERVOY were investigated in a randomized (3:1:1), double-blind,
double-dummy trial (MDX010-20, NCT00094653) 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 gp100 as a single agent. The trial enrolled only
patients with HLA-A2*0201 genotype; this HLA genotype facilitates the immune presentation of
the investigational peptide vaccine. The trial 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 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 plus gp100 arm
compared to that in the single-agent gp100 arm. Secondary efficacy outcome measures were OS
in the YERVOY plus 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

trial arms, and duration of response.

Of the randomized patients, 61%, 59%, and 54% in the YERVOY plus gp100, YERVOY, and

gp100 arms, respectively, were men. Twenty-nine percent were >65 years of age, the median age
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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 9 and Figure 1.

Table 9: Overall Survival Results
YERVOY YERVOY+gpl00 gpl100
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)
2 Not adjusted for multiple comparisons.
Figure 1: Overall Survival
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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 plus gp100 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 plus gp100 arm and has not been reached in the YERVOY or gp100 arm.
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14.2 Adjuvant Treatment of Melanoma

The safety and efficacy of YERVOY for the adjuvant treatment of melanoma were investigated in
CA184-029 (NCT00636168), a randomized (1:1), double-blind, placebo-controlled trial in
patients with resected Stage IIIA (>1 mm nodal involvement), I1IB, and IIIC (with no in-transit
metastases) histologically confirmed cutaneous melanoma. Patients were randomized to receive
YERVOY 10 mg/kg or placebo as an intravenous infusion every 3 weeks for 4 doses, followed by
YERVOY 10 mg/kg or placebo every 12 weeks from Week 24 to Week 156 (3 years) or until
documented disease recurrence or unacceptable toxicity. Enrollment required complete resection
of melanoma with full lymphadenectomy within 12 weeks prior to randomization. Patients with
prior therapy for melanoma, autoimmune disease, and prior or concomitant use of
immunosuppressive agents were ineligible. Randomization was stratified by stage according to
American Joint Committee on Cancer (AJCC) 2002 classification (Stage IIIA >1 mm nodal
involvement, Stage IIIB, Stage IIIC with 1 to 3 involved lymph nodes, and Stage IIIC with >4
involved lymph nodes) and by region (North America, Europe, and Australia). The major efficacy
outcome measures were independent review committee (IRC)-assessed recurrence-free survival
(RFS), defined as the time between the date of randomization and the earliest date of first
recurrence (local, regional, or distant metastasis) or death, and overall survival. Tumor assessment

was conducted every 12 weeks for the first 3 years then every 24 weeks until distant recurrence.

Among 951 patients enrolled, 475 were randomized to receive YERVOY and 476 to placebo.
Median age was 51 years old (range: 18 to 84), 62% were male, 99% were white, 94% had ECOG
performance status of 0. With regard to disease stage, 20% had Stage IIIA with lymph nodes
>1 mm, 44% had Stage IIIB, and 36% had Stage ITIIC (with no in-transit metastases). Other disease
characteristics of the trial population were: clinically palpable lymph nodes (58%), 2 or more
positive lymph nodes (54%), and ulcerated primary lesions (42%).

The efficacy results are in Table 10 and in Figure 2.
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Table 10: Efficacy Results in CA184-029

YERVOY Placebo
N=475 N=476
Recurrence-Free Survival
Number of Events, n (%) 234 (49%) 294 (62%)
Recurrence 220 289
Death 14 5
Median (months) 26 17
(95% CI) (19, 39) (13, 22)
Hazard Ratio 0.75
(95% CI) (0.64, 0.90)
p-value (stratified log-rank?) p<0.002
Overall Survival
Number of Events, n (%)
Death 162 (34%) 214 (45%)
Hazard Ratio 0.72
(95% CI) (0.58, 0.88)
p-value (stratified log-rank®) p<0.002
@ Stratified by disease stage.
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Figure 2:

14.3

CHECKMATE-214 (NCT02231749) was a randomized (1:1), open-label study in patients with
previously untreated advanced RCC. Patients were included regardless of their PD-L1 status.
CHECKMATE-214 excluded patients with any history of or concurrent brain metastases, active
autoimmune disease, or medical conditions requiring systemic immunosuppression. Patients were
stratified by International Metastatic RCC Database Consortium (IMDC) prognostic score and

region.

Efficacy was evaluated in intermediate/poor risk patients with at least 1 or more of 6 prognostic
risk factors as per the IMDC criteria (less than one year from time of initial renal cell carcinoma
diagnosis to randomization, Karnofsky performance status <80%, hemoglobin less than the lower
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limit of normal, corrected calcium of greater than 10 mg/dL, platelet count greater than the upper

limit of normal, and absolute neutrophil count greater than the upper limit of normal).

Patients were randomized to nivolumab 3 mg/kg plus YERVOY 1 mg/kg (n=425) administered
intravenously every 3 weeks for 4 doses followed by nivolumab monotherapy 3 mg/kg every two
weeks or to sunitinib (n=422) administered orally 50 mg daily for 4 weeks followed by 2 weeks
off, every cycle. Treatment continued until disease progression or unacceptable toxicity.

The median age was 61 years (range: 21 to 85) with 38% >65 years of age and 8% >75 years of
age. The majority of patients were male (73%) and white (87%) and 26% and 74% of patients had
a baseline KPS of 70% to 80% and 90% to 100%, respectively.

The major efficacy outcome measures were OS, PFS (IRRC-assessed), and confirmed ORR
(IRRC-assessed) in intermediate/poor risk patients. In this population, the trial demonstrated
statistically significant improvement in OS and ORR for patients randomized to nivolumab plus
YERVOY as compared with sunitinib (Table 11 and Figure 3). OS benefit was observed regardless
of PD-L1 expression level. The trial did not demonstrate a statistically significant improvement in
PFS.

The efficacy results from CHECKMATE-214 are presented in Table 11 and Figure 3.

Table 11: Efficacy Results - CHECKMATE-214
Intermediate/Poor-Risk
Nivolumab plus YERVOY Sunitinib
(n=425) (n=422)
Overall Survival
Deaths (%) 140 (32.9) 188 (44.5)
Median survival (months) NE 259
Hazard ratio (99.8% CI)® 0.63 (0.44,0.89)
p-valueb’C <0.0001
Confirmed Objective Response Rate (95% CI) 41.6% (36.9, 46.5) ‘ 26.5% (22.4,31.0)
p-value® <0.0001
Complete Response (CR) 40 (9.4) 5(.2)
Partial Response (PR) 137 (32.2) 107 (25.4)
Median duration of response in months (95% CI) NE (21.8, NE) 18.2 (14.8, NE)
Progression-free Survival
Disease progression or death (%) 228 (53.6) 228 (54.0)
Median (months) 11.6 8.4
Hazard ratio (99.1% CI)?® 0.82 (0.64, 1.05)
p-valueb Ns'
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Based on a stratified proportional hazards model.

b Based on a stratified log-rank test.

¢ p-value is compared to alpha 0.002 in order to achieve statistical significance.
4 Based on the stratified DerSimonian-Laird test.
p-value is compared to alpha 0.001 in order to achieve statistical significance.

Not Significant at alpha level of 0.009

Figure 3:  Overall Survival (Intermediate/Poor Risk Population) - CHECKMATE-214
1.0

0.9
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0.31
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, _ Overall Survival (Months)
Number of Subjects at Risk

OPDIVO + ipilimumab

425 399 372 348 332 318 300 241 119 44 2 0
Sunitinib

422 387 352 315 288 253 225 179 89 34 3 0

CHECKMATE-214 also randomized 249 favorable risk patients as per IMDC criteria to
nivolumab plus YERVOY (n=125) or to sunitinib (n=124). These patients were not evaluated as
part of the efficacy analysis population. OS in favorable risk patients receiving nivolumab plus
YERVOY compared to sunitinib has a hazard ratio of 1.45 (95% CI: 0.75, 2.81). The efficacy of
nivolumab plus YERVOY in previously untreated renal cell carcinoma with favorable risk disease
has not been established.
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16 HOW SUPPLIED/STORAGE AND HANDLING
YERVOY (ipilimumab) Injection 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). Protect YERVOY from light by
storing in the original carton until time of use. Do not freeze or shake.

17

PATIENT COUNSELING INFORMATION

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

Immune-Mediated Adverse Reactions

Inform patients of the risk of immune-mediated adverse reactions that may require corticosteroid
treatment and withholding or discontinuation of YERVOY, including:

Reference ID: 4248855

Enterocolitis/Colitis: Advise patients to contact their healthcare provider immediately for
diarrhea or severe abdominal pain [see Warnings and Precautions (5.1)].

Hepatitis: Advise patients to contact their healthcare provider immediately for jaundice,
severe nausea or vomiting, pain on the right side of abdomen, lethargy, or easy bruising or
bleeding [see Warnings and Precautions (5.2)].

Skin Adverse Reactions: Advise patients to contact their healthcare provider immediately
for rash [see Warnings and Precautions (5.3)].

Neuropathies: Advise patients to contact their healthcare provider immediately for
neuropathies [see Warnings and Precautions (5.4)].

Endocrinopathies: Advise patients to contact their healthcare provider immediately for
signs or symptoms of hypophysitis, adrenal insufficiency, hypothyroidism,
hyperthyroidism, and diabetes mellitus [see Warnings and Precautions (5.5)].

Pneumonitis: Advise patients to contact their healthcare provider immediately for any new
or worsening cough, chest pain, or shortness of breath [see Warnings and Precautions

(5.6)].

Nephritis and Renal Dysfunction: Advise patients to contact their healthcare provider
immediately for signs or symptoms of nephritis including decreased urine output, blood in
urine, swelling in ankles, loss of appetite, and any other symptoms of renal dysfunction
[see Warnings and Precautions (5.7)].

Encephalitis: Advise patients to contact their healthcare provider immediately for
neurological signs or symptoms of encephalitis [see Warnings and Precautions (5.8)].
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Infusion Reactions

e Advise patients of the potential risk of infusion reaction [see Warnings and Precautions
(5.9)].

Females of Reproductive Potential

e Advise female patients that YERVOY can cause fetal harm. Advise females of
reproductive potential to use effective contraception during treatment with YERVOY and
for 3 months after the last dose [see Use in Specific Populations (8.3)].

e Advise female patients to contact their healthcare provider with a known or suspected
pregnancy. Advise females who may have been exposed to YERVOY during pregnancy to
contact Bristol-Myers Squibb at 1-800-721-5072 [see Warnings and Precautions (5.11)
and Use in Specific Populations (8.1, 8.3)]. Advise patients that there is a Pregnancy Safety
Surveillance Study that monitors pregnancy outcomes in women exposed to YERVOY
during pregnancy, and they can be enrolled by calling 1-844-593-7869 [see Use in Specific
Populations (8.1)].

Lactation

e Advise women not to breastfeed during treatment with YERVOY and for 3 months after
the last dose [see Use in Specific Populations (8.2)].

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

U.S. License No. 1713

[print code]
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MEDICATION GUIDE
YERVOY® (yur-voi)
(ipilimumab)
injection

Read this Medication Guide before you start receiving YERVOY and before each infusion. There may be new
information. If your healthcare provider prescribes YERVOY in combination with nivolumab, also read the Medication
Guide that comes with nivolumab. 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 | should know about YERVOY?

YERVOQY can cause serious side effects in many parts of your body which can lead to death. These problems may
happen anytime during treatment with YERVOQOY or after you have completed treatment. Some of these problems may
happen more often when YERVOY is used in combination with nivolumab.

Call your healthcare provider right away if you develop any of these signs or symptoms or they get worse. Do
not try to treat symptoms yourself.

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

diarrhea (loose stools) or more bowel movements than usual

mucus or blood in your stools

dark, tarry, sticky stools

stomach pain (abdominal pain) or tenderness

you may or may not have fever

Liver problems (hepatitis) that can lead to liver failure. Signs and symptoms of hepatitis may include:

¢ yellowing of your skin or the whites of your eyes e pain on the right side of your stomach

e dark urine (tea colored) e bleeding or bruise more easily than normal

e nausea or vomiting e decreased energy

Skin problems that can lead to severe skin reaction. 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 or peels
Nerve problems 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

Hormone gland problems (especially the pituitary, adrenal, and thyroid glands). Signs and symptoms that your
glands are not working properly may include:

e persistent or unusual headaches e changes in mood or behavior such as decreased sex
e unusual sluggishness drive, irritability, or forgetfulness

o feeling cold all the time e dizziness or fainting

e weight gain

Lung problems (pneumonitis). Symptoms of pneumonitis may include:

e new or worsening cough e chest pain e shortness of breath
Kidney problems, including nephritis and kidney failure. Signs of kidney problems may include:

e decrease in the amount of urine e swelling in your ankles

e blood in your urine e |oss of appetite

Inflammation of the brain (encephalitis). Signs and symptoms of encephalitis may include:

e headache e sleepiness

o fever e seeing or hearing things that are not really there
e tiredness or weakness (hallucinations)

e confusion e seizures

e memory problems o stiff neck

Eye problems. Symptoms may include:
e Dblurry vision, double vision, or other vision problems e eye pain or redness
Getting medical treatment right away may keep the problem from becoming more serious.
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Your healthcare provider will check you for these problems during treatment with YERVOY. Your healthcare provider
may treat you with corticosteroid medicines. Your healthcare provider may need to delay or completely stop treatment
with YERVOY if you have severe side effects.

What is YERVOY?

YERVOY is a prescription medicine used:

o to treat a kind of skin cancer called melanoma. YERVOY may be used:
0 in adults and children 12 years and older when melanoma has spread or cannot be removed by surgery
o0 to help prevent melanoma from coming back after it and lymph nodes that contain cancer have been removed

by surgery

¢ in people with kidney cancer (renal cell carcinoma). YERVOY may be used in combination with nivolumab in

certain people when their cancer has spread.

Itis not known if YERVOY is safe and effective in children less than 12 years of age.

Before you receive YERVOY, tell your healthcare provider about all your medical conditions, including if you:

¢ have immune system problems (autoimmune disease), such as ulcerative colitis, Crohn’s disease, lupus, or
sarcoidosis

e have had an organ transplant

e have liver problems

e are pregnant or plan to become pregnant. YERVOY can harm your unborn baby.

o0 Females who are able to become pregnant should use effective birth control during treatment with YERVOY
and for 3 months after the last dose of YERVOY.

o If you become pregnant or think you are pregnant, tell your healthcare provider right away. You or your
healthcare provider should contact Bristol-Myers Squibb at 1-800-721-5072 as soon as you become aware of
the pregnancy.

o Pregnancy Safety Surveillance Study: Females who become pregnant during treatment with YERVOY are
encouraged to enroll in a Pregnancy Safety Surveillance Study. The purpose of this study is to collect
information about the health of you and your baby. You or your healthcare provider can enroll you in the
Pregnancy Safety Surveillance Study by calling 1-844-593-7869.

e are breastfeeding or plan to breastfeed. It is not known if YERVOY passes into your breast milk.
o Do not breastfeed during treatment with YERVOY and for 3 months after the last dose of YERVOY.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements.

How will | receive YERVOY?

e YERVOY alone is given to you into your vein through an intravenous (1V) line over 90 minutes.

e When YERVOY is used in combination with nivolumab, nivolumab is given to you into your vein through an IV line
over 30 minutes. Then YERVOQY is also given through an IV over 30 minutes on the same day.

e YERVOY in combination with nivolumab is usually given every 3 weeks for 4 doses. After that, nivolumab alone is
usually given every 2 or 4 weeks.

e Your healthcare provider will decide how many treatments you will need.

e Your healthcare provider will do blood tests before starting and during treatment with YERVOY.

e |tis 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.

e See “What is the most important information | should know about YERVOY?”

e Severe infusion reactions. Tell your doctor or nurse right away if you get these symptoms during an
infusion of YERVOY:

o chills or shaking o dizziness
0 itching or rash o fever
o flushing o feeling like passing out

o difficulty breathing

The most common side effects of YERVOY when used alone include:
e tiredness e headache
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e diarrhea e weight loss

e itching o fever

e rash o decreased appetite

e nausea o difficulty falling or staying asleep
e vomiting

The most common side effects of YERVOY when used in combination with nivolumab include:
e tiredness e nausea

e rash e cough

e diarrhea o fever

e pain in muscles, bones, and joints e decreased appetite

e itching

These are not all of the possible side effects of YERVOY.

Call your doctor 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.

General information about the safe and effective use of YERVOY.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. You can ask your
healthcare provider or pharmacist for information about YERVOQY that is written for healthcare professionals.

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

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

For more information, call 1-800-321-1335

U.S. License No. 1713

[print code]

YERVOY?® is a trademark of Bristol-Myers Squibb Company.

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised: April 2018
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3. MEEH

AFNLFEIZ CYP3AL/S TREESND DT, AREEROTEME

W RIETER LB 2581

i3, EE L’C&Erﬁ‘é

Z L. CYP3A4/S #PBHET HHA L OffAIc LY, RElO

R DPEE SNAK O MR RES EHT 2 AHe

PER B 2.

F 72 CYP3A4/S ZFETHIA L OPFHIC LY, KHIOR

3. FAEEH

3. FAEEH

7=, AEEIMERELEEL

BIOMEEE S FRENK NI 2 AlREER H 5. [ 1Y
Ffe] DOEHBM]
BEREE (PERHICEET S L)

FAL S BRAIEIR - IR T - JaRiA T

CYP3A4/5 [ | &7 k= by — LG Lz s
A &, BB GRE T, RAlO

D OFEHIE N
CYP3A4/5 D X it

AFNTE L UTIFRBIEECYP3AMT L TREtS N,
BIFET HCYPIAMZ L > THRBEND. F7-, KFH|
IIPHEER (Pgp) DOIETHLH B0, AKFAHIRE D&Eufé:@
WRIR & 42513, CYP3A4X TPepll % M 3-AIC

DEBEZTLHEEZLND. OTMMZH@mi%é

(D) prAgs PHHLARVWZ L)

WIEFFEER 20 T 2 AN OW T, thoBEIc AT
5Xiﬁw%§%%£#5$%%ﬁb(WMMXi%p
WA RIETERAI L OO AL FTRERIB VBT 2 2 L. &
THE D R Bt 2 ERE T
W, MEEAEOHE L0 kT 28581, BTARBIO R
T7REFAEL, BSREARHETIZ L.

7V =% | Cmax B OAUC- B ZNZN50% | iEHEAFLET S 7
PUELE A K O06% N L. AFlomdg | o, AFlomEs
(7 had | RESERL, BHWEHORBUEE | BERS RS 5
Vo—ov (8 | ROEEESNT2BZThRH | GEERSS.
Bl K S | BOT, CYP3A4/SHLEIEM O
Ao EBHNER | DIUITOIRA A~ A BT
KE) A | BT RUEGHTOUHT HERC
M7 oa F | EAMOBREEETLIEED
V=) 2, BEOREAEEICBZEL,
~ 77 A | BHWERREBICHEET LI L.
FREAED
m(r 7Y
= G
g )
HIV 7 v 7
7 — B E
A (U kT
ELAE)
Jv—77
=Y 2 —
A
CYP3A4/5S i | D7y rvEv G Lz | Zhb oA,
vl &, HUMBEGRE L X, KA | CYP3A4/S O R
T X A X | Cmax & CAUCL- B ZNZNT1% «am_» FET D7
v K OT9% AT Uiz, A0 i , AF O sER
7oz = b A | EMETL, AAIOHENRTS @ﬁﬁﬁ?#éﬂ
N TLHBENNN B DH DT, HEERD 5.
At CYP3A4/5?6§§J’EJ‘H®&WX&§5§
vy WIEFI~ORFEEBET D2 L.
Uz roE
P
7 x /) N )

PSR BRARSEIR - HEE 1k BT - a1
LUy Fr (ERsEE | EIH T CEY 2 F %&mmTfiv
ERLAT 7 Fo, W | YEBERTLERES | /T aBERT S
BBEHEER LAY F | HEZANLLOTH | L, FHEME
v, BOAERYVATZ | HLARVWZ L. Zd 6 bR
T, HEBCG %) D5,

Q) iHEE WHHICEET S Z L)

PSSt FRARER - AR D715 BT - fEBRIK T
V7 rrEvy AANOMAPBESET | Zh b oA ONR
V7 TF THZENHDHDOT, i # (CYP3A4

DT 2% aiak | %) FEEMIC X
Eof N ERIEE | 0 ARF ORI
FRIZGBECORER | S EEZD
THZ L. ns.
T EGTORT 55
BIIE, AR OF M
DRTI D ATREMEDS &
L5 LEBETL
L.
BLCAm A AR O A R EE DM
T )X —L THBEINNDS.
Tr= AV BER 2 HaicE, A
NP FIOFEHENRITT D
HLHIV 7 AR DD Z L & H
77 EL Y [ R
E A
BB R AT A
FRIAL T

In vitrosRBRIZ

P4503AA (CYP3A4) |

B3 (UGT1A9) |

THEA L O D

7z, in vitroiki T, ZliﬁU@UGTlAl,

BOT, KRNI NHBERT L7 25— L

12 X BRI & v o v Rl
EB TN UEBREAIC R RS
zhé EPRRE ﬂ“Cb‘éfD’C‘ KRR OIEMEIC A Z KT
iE, BRELCERSTLE. F

UGT1A9, CYP2B6,

CYP2C9 KL TXCYP2C8IZxI 3 A HEEMEA /R ENTE Y,

ZH DRER
S5 AHE

ORHEE DFHICEET 2 8)

(2 &0 R S D o FEH o i PR A B -
PR 5.

B21% B LTz & DO
HERDD.

Pk FEAER - HFE 1k B - faRA T
AV I Thy AV )T HROED AAHNTUGTIALC &
T T b 2 SN- [T 3 1))
3BOAUCHTNZN26 | GEEETLZL
~42% K 6T~120% 12k Y, SN-38Df
BNt EoWERD | #EMEL, P
5. BEL LR SED
AR H D
FXvresy KXY BT DAUC | HEFFAREH

CYP3A4AHIE (U
TrvEYY, 7=

U7y EY Lol
JHIZ L0 AADAUCH

In vitroiBRIZ I\
T, AANXCYP3A4

36~80%HML7= & D

SNLEE—L, Tz 37% b Uiz & oA JZ’J’CM%Iéﬂ
MY, IAR=EE N5, ZENRIEEN
v, FRYRAEY CYP3A4FHEASE D fif rwé
%) RS U b 12 &0 Ao i
FUYY (Bv b TR T 9% TREME
Va—rX-U—}h) N5,
A
UNT 7Y U7 ) rEGFRL | BFAH
THEBNZ BT, Hif
DA 7= = v
DML (INRfED L
) ORERHDH. K
FEULT 7Y A
AT 25610, EM
E5] A= NS = I eV 3
I3 ZINRDE =4 1
ST ETHZE.
K%t RE &t/ OAUCH | HFFH

NUEME) LT 0A VS L
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By THEVF=T =R Y AR V57 == bUVERE
£
]
i B — LA T R=V o k% WENH S,
! A3 vA T = VR BB A OMmApPEES LS | R @ m & Ry Z xRN TN SR UAXEAROS | BFRW
FEU YT A TFaFy—n THZERHDHDOT, (CYP3A4%E) @ RTZ7Fv NRTZF v & DP
& ( St. John’s RYaFy—n DR 258 IRIRH | Il SOEES i & 12 & ARAIDAUCKH
D Wort, & > TNaF =k LORWENERIEE | v, AR ORBI 1%L, R Y4
e ke va— LEZGEICORMER | BEIND EEX F RO DIEHER
- YR 7= THIL. bhB. i Ci> %6-OH/ S
=8 M) EHR R ESTOHT 55 U B ¥ELOAUCHZ
i BITIE, ARH 2T N2I29% K OS50% 1Y
LIlEERTLEL MU= & OWERH
Hiz, BEFORELE %.
MICHZEL, AERRE HRUBE HRUAEROFED | R
BlotnEET L2 R T 2 7 v
L. FuvZ L OAUCH
~ 7 m 74 RRUAEY | AROmTRER L5 ZINEI50% B OS52%
THEBENRD . HN L7z & OWER b

TIVFwA v (%
FA - [EIRARETE)

TV ED
DRI &0 Ao AUC
MIAWIRT L7z & O
HERDD. HEWTE
OO X 0 AHI o 1.
HEP PR IE DMK T 3% B]
MR D 5.

T VFw AT
DN HE~D
BBk, KA
DHGATFEER DM
Shb.

AN T A DARTE & FE B
NI L L, RWERFHICt5
=HAVE EETLZ L.
UNFT R L
HIV 777 —PHE
bl
FNT 4 F e
AT FEN
RAT T L En
U b et
RiET 7 F U F OB | S mslE RS
RiffbA 7Ty | hWignBEnnbdbsd. kotTovrFric
Py F s 5D RGO
FORANAE SR WY )
5.
FAEH AL - XY | A HF O AUCH 271, U hFTELD
27 L e Y RFE | Cmax 23470512 EF L | CYP3A4BH 55
L LLO@RERHL. X | LRV, KAIOHK
DER/RVGGERE | #PEESND

DEHERT 5 = k. R
e B OS5 50
Sk, ASERET S
SLEEETHELY
iz, BHORIEEEE
BRI RS

g TL L.

LI VA XY VY
(St.John’s Wort, >
heVa—rvX-U—
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(143%) , F89% 45 6l (12.6%) , 1EH 42 Bl

(11.8%) , FH 38 51 (10.7%) , &R 38 i

(10.7%) , FRgwsE 36 B (10.1%) , BRESLE 36 4]
(101%) EThot. (KRFFETOREDER)

i & A 5 B B g & Lz ENE THRERIC
BT, AFInES Sz BAAN 64 6% 63 5] (98.4%)
WCEIER (RRMREERT 2 5T) B@o bt £l

41 %1 (15.0%) , = S FEIE 39 Bl (14.2%) , JEYE 39 #1
(142%) , FKRgwzse 36 B (13.1%) , S 34 41
(12.4%) , PRORAEE 28 51 (10.2%) , BRESLE 28
(102%) HTh-o7-.

(GRERIE TR DSER)

FAERAR N oy AN R 2 et B & L 7 55 TIUAR 2] e i e Rk
Bz, AAIBE 204 ] (HAN 23 Bl &Te) i,

&
5} TEVF=T S =N 3 VS5 7=z=7 NLAEEE
4
g
f# ) ah b TUA XY T OEA | DORHIEE S L
iz AEMEERLRNE D LHEEZEZLND.
EETHZ L.
S JLv—T 7N =2 | KFOMFRENER | SLv—TT7—Y
) Va—RA TEIBEINADHDD | Va—ARBED
ea T, AAIRARIE | HEERE 2 PLES
oy EREFH T L Hiickdes
= Zbihd.
v ARY KB OISA FT AT (A
BT BRI (CYP3A4%) O
Lzt o@ERS L. ALY, KA
PRI 2581, A | ofREBRHEESL
FlaRET s Las LHEEZEZLND.
Bdaelbic, BFE
DR % 1 B8R
L, RIVERZBIC 5
EETHZ L.
AT A (BKROA IEYIT A (BOH A A A CYP3AL D
[EPSREE) %5 ENRBE) Lol | WE L 5B EHO
Ik, 34V ILD | RgEHEEL, Mm
Cmax7325%, AUC 7% | HigEs L5 ¢
30% ES-Liz & oWis HAREMER S D
N5,
fif | 4. RIVEH 4. FIfEH 4. FIfEH
A | B2 AT 2 BMiaEET 2Rl U EBREFREIER | B R MR 235 & L2 B IEERILFERRRS | Bimas 255 & U ENE TR, s
| BRIz WT, AFINEE N7 356 6 (HAAN 25 #Bil2E IZBWT, ARFEE 274 51 (HARAN 1S HlaETe) #F, Fl BEExIGRE LENS AR, 0 b8 ORI B
D | ) 32261 (904%) (ZEIVER (BRBREMRE 25 TEAIE 248 151 (90.5%) IZH BT, ERRBIERIZ, DTN | BFENHRE L7 EEE IR S TR BRI 0N BRI
| Te) Ao ERRIERIE, T 181 41 K (OENIEES 42 aT) 120 6] (43.8%) , 385 81 f (b3 K SR IRBE R B xR & L= [EN S AR ER AR
B (50.8%) , ML 140 ] (39.3%) , JEY5 124 4 (29.6%) , #ifn 77 B (28.1%) , ¥%57 68 f4l BRiCIBWWT, 370 51 (HARAN 175 Bl 2E&Te) 359 4
(34.8%) , ML 100 B (28.1%) , RAKIKIE 99 4 (24.8%) , THI656 (23.7%) , EJIIE 63 f (97.0%) ([CEMERARD biviz. EAREIER ORI
(27.8%) , FFEmE 8B (27.5%) , FTEIEMERE 96 B (23.0%) , BAEGE 57 B (208%) , @M=L AT —)IL GEBIR) 1%, TILIEGERE 250 7] (67.6%) , ik 202
(27.0%) , HURBUEREIK TE 65 #1 (18.3%) , MEJ10E MSE 54 6] (19.7%) , L5361 (193%) , KR KAE (54.6%) , THI190 B (51.4%) , %35 - KJEHKIE 166
60 15 (16.9%) , W& 59 % (16.6%) , ARTEERED 58 4 48 B (17.5%) , WEM: 48 B (17.5%) , RAEPEFEAE 46 B | B (44.9%) , % (DN, B8, B9, S8R &0
(16.3%) , HEEDRAE 52 B (14.6%) , EPIZ% 51 4l (16.8%) , @Y 7 VY FiSE 44 # (16.1%) , Wk | ABIMEETe) 126 B (34.1%) , M+t 126 4l

(34.1%) , J&97 116 B (31.4%) , HRERA 95 #i
(25.7%) , UV 8—F EH 8741 (23.5%) , AANK (OKN
TR OVEIR &2 de) 8561 (23.0%) , BAKRIR 83
(224%) , 7IT7—CELH 656 (17.6%) , F&FE 63 #i
(17.0%) , #4611 (12.4%) , ALT (GPT) k& 39
Bl (10.5%) %ETholz.  (HFIRIRESHEBIMAGIEE)
(1) ERZEIEM

(7Bl L7 0A Y/ L2

FE— W BIEE L]
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TERVF=T
TERIE, IE 54 51 (84.4%) , TIEiwEfEht 48 i
(75.0%) , TH#I41 %1 (64.1%) , EER 376

(57.8%) , FEmkEE 34 41 (53.1%) , % 3141
(48.4%) , HUIRAMHEAEIS TAE 31 6 (48.4%) , ABKELHE
23 %1 (35.9%) , TSH M 20 5] (31.3%) , {REFA 19
Bl (29.7%) , EL 1661 (25.0%) , AST (GOT) #4hn 15
il (23.4%) , ALT (GPT) H&hn 1561 (23.4%) , FEJE 15
Bl (23.4%) , AN 1561 (23.4%) , S 14 4]

(21.9%) , %% 1351 (203%) , BAEH 12
(18.8%) , BREE 12 4] (18.8%) , ALP 40 11 4

(172%) , WEM: 10 1 (15.6%) , BE% 8 B (12.5%)
LDH #m 8 #il (12.5%) , RS il (12.5%) , %Wk 8
B (12.5%) , Maofw 760 (10.9%) , {#F 7 51
(10.9%) , 1f/IRERD 761 (10.9%) , F#IE 7 6
(109%) EThote. (KRFFETORMEDLER)
BERAREIER KR OZE OMOEIEROBEIZOWTIE, B
A9 D BRI R ek G & U T R B R R 28 AR AR B o
HEEICHES SR L2, B, T ORI D D
EIXEERA L LT,

(1) EXRZ2FEIER

) EiE, smEry JV—F  SiE 39.3%) 2dh 5
b ZENHDHOT, AENOES MBI %
TABERL, BEPRO SN, EEien
BEITHZ L. ok, BEHTEARVEEORMEA
BOOLNTEAIIREST L L. £, &MEY
V—t (06%) BHLONDZENHDHOT, ME
OWBEICHAER L THRETE L. EEY
V—ERdobn5maE, #52Fh1EL, @Y
WEZ{TH T &

2) BRIMARIERSSE © —WVERME M IEIE (0.8%) , R
BREAZE (0.3%) , MMIMEFIE (BEEARE) |, L)
FEZE (BEEEARH)) HOBIRMARIERIEN H O b b
ZERDBHD. BEE DI, BRENEO LN
LA, i, RIS E IR L, e
BEITH>Z L.

BIVERIE 195 1 (95.6%) I2H b, EARBIEMIZ, O
W& (DRSS 2 aT) 13161 (642%) , 355 99

(48.5%) , THI 7041 (343%) , ¥%57 66 15

(32.4%) , FRYLE 49 1 (24.0%) , RAYVEFZIE 45 41
(22.1%) , 4161 (20.1%) , BAEGE 41 41
(20.1%) , Y& 40 B (19.6%) , EHiif 36 {51
(17.6%) , #3561 (17.2%) , BER R 35 5
(172%) , REED 34 61 (16.7%) , WEH: 31 41
(152%) , & 5FEAE 30 B (14.7%) , i bk 28 fi
(13.7%) , I/IBEE 27 611 (13.2%) , HEFIE 26 #
(12.7%) , JRNOREE 26 6] (12.7%) , Ml 25 4
(123%) , ZE 2441 (11.8%) , BZWik 23 {5

(113%) , ma L A7 o —/VifE 21 6 (103%) , &R

HLfEE 21 11 ’(10.3%) BTHoT.
(BHREUT N R0 — 2 /KRR £ TOHERD)

THALAE USRI N WA R % k5 & U 7= SB TIAR B
HAEEARBBRIC VT, AAIBE 202 1 (AARN 76155
o) H, BIEFNE 193 61 (95.5%) (A bhl=. EREIE
AiE, A% (DPENEESELSET) 12746 (62.9%)
T 63 4] (31.2%) , JEY 62 4 (30.7%) , REYWE 59 4
( , BB S50 (272%) , RIEMFE 52 4
( , L3S B (17.3%) , MES0E 33 4
(16.3%) , &1 33 %1 (16.3%) , BABGE 32 #1
(15.8%) , BRICHFE 30 B (14.9%) , Nfiigd 27 61
(

(

(

—~ o~

, Bk 26 B (12.9%) , & 9 FEIE 26 B
, FEE22 B (10.9%) , ks 21 4
10.4%) , FEOLIREE 21 6] (10.4%) Z&Tho7z.
(BhHE T Zh R D — KRR £ TR
TR haS UK (estrogen receptor, ER) BtEAD
HER2 [2PETL hu Yy — L X x 7+ A b uy — Uit
O JRIFHETIE TR O RSB E 5 & LI
TR [EBR AL [F B AR BBR IC I\ T, AFIHR G 482 1] (AAN
71 BlEETe) W, BIVERIZ 46561 (96.5%) IZH BT,
ERRWEAE, DA% (DFENEESE2ET) 309 4

1

2)

FIEMGRE (10%LL E) , FIBERER (1~10%H
W) PRAEERE, RBMERERRH b Z &
MDD T, FIFIERDN B D OIS A I ITRHERR
%, WE, REUIRGOTIEEZET S L.

TR R R SESERRIE  (Toxic Epidermal Necrolysis :
TEN) , FZRGREIRARAE (AT (Stevens-Johnson JE{G
B HEARH) , IR (1~10%A0H) : T8
PR HICRIRIE, R REREIRARIE GRS, ZIALEEDS
HobNDZ ERBHDHOT, BEE ST, B
WHRRBDONGEITIIR G 2P L, M E
L R

7 b7y b=, KEARHE (1~10%K
W) 7 NT AV b, RIEEEMIER S 5
bhadZENRHDHDT, BEELTHIITY, BERN
RO LN HEIT RS 2P L, @Y LE AT
2z k.

Hifn (VA i, &GE i, i, PEER
i, i, JRPRH L, MR, AEEHm)  (10%2L
) YR I, RGE R, R, EEE Y i A
OEELRBMAH b ZEnHY, FEEICED
BIRHE SN TS, ARG IS E +014T
VY, EERMMARED b A i S 2 ik
L, wYI7eEEZITH L.

BIERFJ (AR |, IFHRERS - 30H (1~10%
K, AL HEARH) , FFHME BER
B) : BFEFZ, AST (GOT) , ALT (GPT) Ok
Ao IFgkeerEE, #E, R4, HHIMIED H
LONDHI ERHDLHDOT, BEE STV, B
DR BN IR A s, RS G-
L, WURMEEITH Z &, ek, FFEREIEE
WA SUIATIEZ O & 5 A IZB W THRE S
TWLDT, ThbDBFEICERET DT, Bl
FEOHKRERZ oo L.

Ve, FMEMEMZ (BEERE) o e
E, MEEMERH b ZERHDHDT, MK
IR, FEEN, WS ORRRIER Z ol dlss L, #

(Y OEIE) LT (A Y/ L2Ae

FE— W BIEE L]



1374

THVF=T

Rl AR

V57 xz=T7 MUAEEE

WHEOSFIFRNEE |

3)

4)

5)

6)

7)

8)

9)

R MARTEARAE © MHIERRSE (0.8%) , VEIMSHRMR AR
JE (03%) , MABHARPAZE (03%) , MEMCHIRMmAR
JE (0.3%) SOFARMRIERIEN D Hbid Z &0
b5, BEETSITTY, BREPEDLNZGEAIC
I, BE, REESOTERS AR L, YA ALE 1T
52 L.

i Sf (5.3%) , MR (1.4%) , EHIn
(1.1%) , &1 (0.6%) , MHim (0.3%) , T&B
HEE M (03%) , HHifm (0.3%) ZEoHimasd
DI ENHY, HEICES TPl bMEINT
W5, BIERE ST, BESRD LNESA
W, R, REESOTER G AR L, EE) e ALE AT
52 L.

HLE 2R 4L, BB : LSl (BEAH)
B (03%) BHobndZEndhy, HLEZEL
XV RETICE Sl ESI TS, Bz +
ATV, LB ZRILNRO 5N 5GE51E, #5%
kL, WEUIRAEEZITO Z &
FORIRMSRERE S« FORIRMEAEIS TE (18.3%) , H
RIRERETTHEE (0.6%) BHHLNDHZ EnHDHD
T, FORBIEREITV, BRESRD SRIHEAI
I, EYIRALEETTS 2 L.
BUSTRREIE : AIEIBEERE (0.6%) 2 Hbhd
ZEMBBH. AGIREELEN S Db HAITE,
BN BT 2 E CARROEEZFIETHZ L.
A VR RE R« IS VB RE (R
(03%) RNHHbIDZ ENDHD. ANt M
SESEWEREDREME SOTIENR (B, SEFAE, WBIR,
SEEL, BH, PREREE, MiREE) 2Nd bbbl
AlE, REIBEG IR L, BEYARLEEZITO
L.

fFineRsE © AST (GOT) (1.1%) , ALT (GPT)
(2.0%) O ERZEES FgiEREE S bbb 2
ERHDHOT, BHBMARTR 0PG5 I I e
ICRFRERERAE 21T O 70 &, +oBlgziTy, By
MWD SNBAITIE, WORLEZITH Z L.

(64.1%) , %35 163 i (33.8%) , 57 115 4l
(23.9%) , BAEGE 96 51 (19.9%) , T 94 {4
(19.5%) , BERHHE 92 1 (19.1%) , Hl> 85
(17.6%) , EYYE 77 1 (16.0%) , iz 72 451
(14.9%) , REBA 66 B (13.7%) , Hifn 55 i
(11.4%) , L 54 # (11.2%) , & 51 45
(10.6%) , IM/IBOBZE 50 1 (10.4%) , % 9 FEIE 48

Bl (10.0%) FETH-7z
(Bhae TR R D — 27K £ TOLEE)

HATIEEE GROkRR) BE 255 L L2 THE N IR
BRICEBWNT, AFIBEL 53 B, BEIFERIZ 52 61 (98.1%)
WA BN, ERBEWERIE, OR% 3861 (71.7%) , &
BRAIR 25 1 (47.2%) , 3835 23 f5] (43.4%) , J&55 22 H

(41.5%) , L1361 (24.5%) , < 9 FEE 10 4
(18.9%) , BEREHE 9] (17.0%) , M/IMRIEAIE 8 4
(15.1%) , TFHi8Hl (15.1%) , Il 8 fi

(15.1%) , ##6 Bl (113%) L ThoT-

(B TR DAEET)

FEERPEREALIE ST INTNME U o 2 IR 5 RE L £ 5 B 5
REWARE (AN U o SHIRAE AR FERE L2 12 5 & i A2 i g A R
FKIKF) BEEXRE LB IAEE BRI FREERRBRIC W
T, AFBEG 7961 (AAN T BlEEte) o, BWEMIX 76
Bl (96.2%) \THBNZ. EREIWERIZ, ANEL (DEN
BESEETe) SO (74.7%) , JRYE 33 f
(41.8%) , Ba L AT o—/VILSE 18 6] (22.8%) , &
1241 (152%) , 35 1061 (12.7%) , 2l 8 4
(10.1%) , LDH 0 8 %] (10.1%) , AMEREAME 8
(10.1%) , 84 (10.1%) ¥ ThoTz

GhRE U B D—ZE KGRI £ TOHE)

FEEPERICRE ISR 5 _BACT E AT R IaE B A %
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IR VA N ADOEERLZ LT, A2 bETIC
BLHAREMDR DD . AF DG HI T 3R EHE T %
1, EMIRICIRRER A 21T O 2 8, RV A NV AD
FHEMALDBUBERIERORBUTEET D 2 L.

- ARANE, BEERHC RIS TE DEREXICEWT,
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1 EHERE (ROBEITEEICRETDHZL)

(1) ML 2380 5 B BB BN 5
SE, HELT BTN H D, ]

(2) MHgtEREEOH 2 BE [(AFlOMPREN EHT2
BEnAH D, ( [3EpEhE] oESR) ]

(3) YMEZ GO L TV D EBH [ mslic X v yyE
NETDBENNH D, ( [EERLANEE)
DIESH) ]

(@) FRIANRA, ESEOREUIBHE 2 AT 5B
(AR ET 28ENAH D, ( [EEALANE
B omEzMR) ]

1 EEKRE (ROBEICIEEICRESETSZL)

(1)
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(7)

(8)

©)
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PR EOATREREREE 0 & 5 B (KRR ICE
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EIMEOBRE (@l E EREEEN LT 5652
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ER (1) ERARRIER] OIES)
DHERERREDO Y A7 R 2R/ 3 58% (B, 7>
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k28NS 5. ) (12, EEARIEARNE
B, T4 BHER (1) EXRARIER] OEEM)
QT BRI OB D & 5 B, FIRIEIRIEM O
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NxeH5H. £z, BIKHBRICBWNT, BB
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KREWER] DEZK)
ARRE:, AUSATERE L CORWEE BIEE
REENRDH b ZERnH5. 1 (T4, BIVEH
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BB TOREFERET A2 L. [ TEKZANE

M1 omEsR]

1) AEBHRTZ, W5 CTRELAFEmEL, MR
eIk, REAEORRKIEROGT R MR L E
T, BB OFELEEICHET S Z L.

2) ARABEHBRLARIE, TSR ME CT Mtk & Fh
L, MoOREHTROAMEZEEICHET LI L.
MR R, WK, FEEVE ORERIER RS b
AL, SESUT, HfRERA (Ihikhdhe
71 [DLCO] , WhiRfnfiesafafn Rl E %) 2 K
L, B&8EE+m51475 2 L.

3) BEITRIUTIE, MEREEE, ek, REEORK
SERDN D DN IZHAITE, EHIEET DX
BEFsZ L.

infusion reaction & L"C, WAL, Mofi, PERAEEE, K

ME, MERE, BERkEER, 7574 7X v—FORE

KRHELNDLZENRHY, BmiRiEfizizEs

ZERBHDHDOT, REOEGIIEE D infusion

reaction (2 2 CTERAREIZ /3 225G D T X 5 YEfifi &

1Tolz ECTHItAT 2 Z &, 2 [B B LR O ARA B 515

\Z)® CHEFED infusion reaction ZHH T 52 L b dH

HDT, REFGFIIEREBEOREBICH0ERET

BTl REBGRBZRIIAAL I A v DE=S

VU T RAT O I EREOREE HICBET S Z

L. infusion reaction R EL L= 5121, 2 TOM

e R OER A 524 B 3 5 & THRE 2+l #iss

4252 &. F£7-, HEZ: infusion reaction 235D H L

%A, BE5ERIEL, BURAEEZITO Z L.
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52 k. [ TEXZEWER) oHEZMH]
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(1
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I, B, RIEEoRE) @ AT 2 k. ([
&Y, T4 BWER (1) EXRRENER] OESM)
FILERS b Z ENHDHDT, REIOELH
I K OV G- B H e 0 i B E 21TV, 24
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792 &, EHTERVEEORMENRD b7
ek, KT (T4 AUER (1) EXRZ
EIWER) DHEZ)
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)
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BEOWRRICS U CTHBT 52 L.
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BREOFE ORI H LD Z LR D
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3. MAEEH
InvitroskBR T, AFNORFHITEIZT 7 17— AP450

NN,
Tx=hAY, N
B — L R U,
V7T Fr, U
Ty Evy, A
vt hFY VY
(St. John’s Wort,
VheYa—rX-
U—bh) A&
%

D AD M P REE DS T
L, AH OB HEAN W
B DR H D

3. MEIEH
(1) pEHZER BEHLRWZ &)
A B IR - HEE 515 B - fERIN T
T T (VRS G T CAEY 7 5 eI T AT
FERR LAY 2 F CEBERT D ERIETS 7 F vk ERT S
v, WIS L LBENNE DD THE LEGE L,
AT IFv, ROA JALARWZ & % & b I3 Al HE
RVATIFv, W N 5.
i BCG %)
(2) PEHEE BFHICEET S Z L)
SeHI4 EEAEIR - HHE Ik - faliR 1
CYPIABEHEHEIEMZ | 7oy m ) AARGZE | ZhboIRANL,
H9 % HHA| ORHHTHDH Y | CYPIA4/S & #hE

I licky, &
Hl kU2 DR #7
Thoval LR
O if T EE A AR T
SELBENR D
5.

CYP3AREFRHE (R %
HI DEA

7a T 7 —EHEH
(FV7 4 FEN,
U hFEASE) ,
HEH (4 ~7a)
=, rhat
V=, RY aFf
V—=NVE) , won
T4 RRREME
() 2~ A v
v, 77V ArvwA
v, Su—7
TN—=YTa—2A,
NRININ, TTL
EHUh &

FThvm ) AARORE
DR THD Y
LA O PR E Y R
T L AREEND DO
T, BEFORELEE
B L, AEMRE
WCHpEET L L.

e o AL,
CYP3A4 % [HLET 5
ZElLkY, KA
KO o R#y T
bHHva Y NAD
o A RS
tiHrBZEh N b
5.

RET 7 F > (RiG
kA 7oy
F )

V7T DRRNEE
RECBZNLDS.

G % 4R A I
KoTU s F I
XD RIERE D
nruwksThnrd
.

(CYP) 3A472%, —HBCYPIA2K URC8HMREET S Z &)
5, CYP3A4PHEF K OFEANIAK O S B gl e84
RIETAREMEN S B, F7=, ARANICYP (2B6, 2C8, 2EIl
K UBA4) , UGTIAL} (ROATPIBIZ[HE L, P-PFEAE

(Pgp) M OBCRPOIEE Th - 7-.

PEEE (DFHICE

HI5ZL)

A4

AR - H1E 7 15

BYFF - fEBRA -

T AT T

7u kR FIREHA]

TYRAT T =D
Pz kv, AHo

7a bR T
FEHIAEH N Oy

K166 % K VW45 % H N
L.
CYP3A4FLEMEH D72
W IEFHOEEA~ D1
BEEEToZ L. OF
HDEET B E
2%, AEROREL -
HSRICTER L, o
EEETDHI L.

T =TT )=

AHBGRE T L —T

AUCK UCmax?3 € 41 WEMST 5 2 &
ZIAI40% B V42 % 1K T, ARFIOVERE
TLizLOWENRD D AMET LI ME
DT, Ta bR | FTHWREERS
BRLFEFH & OPFRIETTRE | 5.
TeROBETH L.

CYP3A4 [LEA rhaFy—LEoff | Zhb oA

kA — L JAZ LD, AFIOAUC | CYP3A4 IEHMEE PHE
K OCmaxix, £hZ THZLicky,

A ORI
S, PSS
RSB ATREMEDS
b%.

Cmaxi¥, ZHZHH
54% K O35%AKF L
7=

CYP3A4iFHEAEH D72
WG FIVFRA A~ DR
BEBETLZ L. OF
FICE LTI, Al
AED RS 3D FTHE

(Ya—2R) TN—Y (Ya—2R)
EERLRWE S TR
THI L.
CYP3A4iH 7 ANAR=EEY, 7= B DA
HIR=PE = hA UL ORI CYP3A4EM: % 7538
Txz= A L0, ARDOAUCK Y | §5Z&12ky,

AAN O
S, PR
KR4 % TRErES
b%.
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V70U RIfE 32 61 (39.0%) , BECRIE 30 4
(36.6%) , ALT (GPT) EH 271 (32.9%) ,

Bl (31.7%) Th-oiz. (KA
A TUAR IR PR R

1 LB 26

@%%mm%%ﬁ@ TRWT, ZeEREMixg: 208 i+
ZDEREINEH

195 f5il (93.8%) ICRIEAARD T,

I SE 83 B (39.9%) , FEZ 7061 (33.7%) ,

Bl (32.7%) , HL 54461 (26.0%) ,
(24.5%) , ﬁﬁkﬂ}ﬁ 47 B (22.6%) ,

MAE 43 61 (20.7%) , AN 41 611 (19.7%)

B (183%) Thot-. (kIR
0l F R R A

#ifL 68

B IE 51 41

Bl AT a—)L

, RIS 38

MR OREENARANE (&) (2T, FAINES

472 1001 B 778 Bl (77.7%) CEIVER A8
2. ZOEREWERIZ, D% 2676 (26.7%)

rolo¥ el

AIELHE

&

# FAvarY AR 2R TS
4

)

fif ACEJH A AL Z OFEF OV | B PR I D = & R BT
= TFTTYN, V| kY, MR Bk,

J IV, XFFY | RS (B 5 BREE2 YR E =% AR EMEEF T ) 2 AHIACYPIA4K Y
= Sk AR RBL LT R FELDAUCK R CYP2CRIEE % [
D RIGEET) NS Cmax# % 21K FHlicky,
7 nTns. WBRUSIRIMEE | /37 ) 5% L0
i = sk

2 RN %
FRF=7 FRF =7 LD FRF =T
L0 ARHIOAUCK Y CYP3A4, PgpKk O}
Cmaxl, ZILENK BCRPOIETH Y
59% J TS 1%H# L PLEER 2 A9 %
7-. ZEltkB.
SUNRABTF PRI L v ALT R B N )
(GPT) N EHT 2B 5.
B DD,
fif | 4. BITEH 4. RIVEH
H | EEIRE (727) AR AR PRSI BE & kG & U= EB I R IAHRBR I B0
b | ENEETE THERRBRICBWT, RAIDNEL S T, ARlERE I 240 Bl (HARAN 31 filZETe) 219
@ | 82 I 81 %1 (98.8%) ICRIERAMNRDbNT=. DX | #l (91.3%) ICHEREMEER 25 0RIER S HE SN
| RIERE, 2892 48 i (58.5%) , DINZE 47 4 2. TOEZRBLOIE, FH130 41 (542%) , 55 126 4
B (573%) , oL AT a—/VIiE 35 B (42.7%) , & b 52.5%) , Tl 116 4] (48.3%) , EilLE 94 4

(

(39.2%) , %%ﬂ‘f 93 5 (38.8%) , EAKJEHE 82
(34.2%) , RERB 73 61 (30.4%) , BRI 65 6
(27.1%) , W&t 61 %1 (25.4%) ThoTz. (KFREF)
R R 2 A & U7 E BRI 5 AR BB K OS5
MAHFRBRIZR T, ARFZHRG STz 844 filf (HARA
29 & Ede) 795 B (94.2%) ZHEIRMAE RH 2 & tem]
ERMNEE SNT=. 20X b OIE, T 451 4
(53.4%) , M E 361 6 (42.8%) , #57 324 {4
(38.4%) , FFHERERETE 296 51 (35.1%) , My 286 f
(33.9%) , BEZEE 27841 (32.9%) ﬁ@kﬁ& 244 15
(28.9%) , BRFHE 184 6] (21.8%) , WEM: 181 f
(21.4%) , T - BIEFFAEREIEGETE 175 61
(20.7%) Thot=. (kiREE)

U RIER OBEEICOWTIE, ErERE RS B %
g & U7z FEIBE S R 55 TORE BB ON B R e AR & st e

(Y OEIE) LT (A Y/ L2Ae

FE— W BIEE L]
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FiiEE 173 6] (17.3%)
(11.1%) ,
(7.4%) ,
(6.1%)

WHEOSFIFRNEE |

6S

/N 111 451

= IIFE 98 61 (9.8%) , F&95 74
#6371 (6.3%) , mEfFILE 61 1

B3 L AT B —/VISE 55 61 (5.5%) & CTho
(FRARE T IRE)

EAAEIEA

MV MR (17.1%) : FEMERER S bbb
LTENHY, BMRRIFETZED LD,
BH BRI %2 +012ATV, BERRD bz
B a2, ERIIS U TREE IR T 5 70 Ll b)
TRAEEITH Z L.

FJE D infusion reaction (BHEERHA™D ) : infusion
reaction 3H HONDH Z ERH Y, BEmiiin)EE
2EDHZELHHOT, BEEHSIITIZ L. B
JE D infusion reaction 23F2 & LN A IZIXE B I H
HadikL, @R LEEIT) L.
IR AR IEARE (SRR MARIE, MiZERRAES) |
MmARMEFRSE (TR BEEERIEY ) FlRkiit
EMIE (EEEIRMARIE, FHEEARIESE) |, MmAetki
REBRHHONDZ ENHDHDOT, BEE LT
W, BENREOONSAICE, BEEFRIET 5%
DN IRIEZATH 2 &

BARE HEEARHED) BRENHLDIDZ &
N bHOT, BIEE DT, BRENSED LN
a2k, @URAEEZITO 2 L.
WILEZIL (1~5%AK0H)  MEEZEILLR D b
LT ENHDHOT, BEEFHITITY, BENED
LN E TR 2RI L, U EEITS 2
L.

DEEEITE EETRHED ) LIEERITEN S LD
N ENHLHOT, BEEZHHITITV, BENR
O OLNTHEEITITE G 2RI L, #EYAAE 1T 5
k.

flak 5%LLE) :MKBRHLONDZENRHDD
T, BEZTH5ITY, BRENRED SNHEITT
BhHERIEL, WURNEEZITY &

b U7~ [EBE L R 2 ARG ER J QNS 28 IAREABR O FE 3 % B
bETHEH L. B, IbLOBKRRBRLUNLHEX
= BIERICOWTIIBEERIA L L.

(1) BwERZEIEH

D) AL BEERE) , GRS (28.4%) AR
4, AST, ALT, BULE VKRN y -GTP %%
IFHERERENH DD Z LY, HLICED
BIRME SN TNDDOT, BIEEHo5IC T, BE
DRSO BTGB ESUIRIE L, WY 70 JLiE
iTH 2 k.

2) mifE (42.0%) , @IEZ V—=E€ (0.6%) : @i
ENHOEDONDZ ENHDHDOT, AEFIOESWIRMF
FEZ 2B L, BREXIRDONHEITIE,
WY REEITH Z L. 7k, EHETERVWEED
EIMERFED NG EIIIRE T2 L. i,
EIfEZ )V —ERH bbb ENnHHDOT, MIE
OHRBEIZHNERLTRETZ 2. @ity
V—ERnbobhGacl, FE5ERIEL, Y
TRRLBEELITH 2 &

3) DEREREE (2.8%) ) oIk AR AR OV SR
B TEOMERERERH SDbNDZ EBH DD
T, BEE ST, BREPRD bNGEITE
VB I TARIR S, WU LE AT Z L.

4) QT MMIERE (0.6%) , DEMEATENR (Torsade de
pointes #%Tp)  (0.1%) : QT MMRILE, LE|EMER
FR (Torsade de pointes & de) M Hbid Z &
BdHBHOT, BEELHIITY, RESED LN
WEclE, HMURLEEITH 2 L.

5) EhfiRfmietEEg: (1.8%) : DAFF%E, PoOE, i
PR AE R, PR M AR, O R i % o> Hh IR I
BMEENH DN Z ENHDHOT, BEE
ATV, BESRD LNESEAICE, B EE
rTHoz k.

6) WARMASTEFS (1.1%) : BlRILAESE & OWfiZEIE
NHLONDZ ERNBHDHDOT, BEE DI,

FE— W BIEE L]

(Y OEIE) LT (A Y/ L2Ae
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FTha AR

Y R TR

WHEOSFIFRNEE |

Q) JEhE (BHEARHED ) RN HOLDLNDZ END
HDT, BEETSIITY, RENBOSNTHE
WG AL, BEEURAEZITY Z &

9) MM (1~5%AK3m) : MM d Sbh s Z &R
bBHDT, BEELHATY, BEPBD LN
BliFESEPIEL, @URLEEIT Z L.

10) @ifpE (45.1%) - BERHE, MPHERERT % o &) b
NHLDONDZENHDHDOT, BEETHITITV,
B NRD SN HAICIEY B 21T 2 b

1) BYYE (13.4%) : ik (=2—FT AT 1 A%k
EETe) GOREERBYIEN S LDONDZ ENHD
DT, BEETZIZITY, BRENIEDLNGEAIC
2P IET 5%, WURAEEZITH 2 L.

12) FZJERGIEIRAEMERE (Stevens-Johnson SEMERE)  (BHE
REAED ) RS REEARSEMERE (Stevens-Johnson JiE
R BNHOLbhDZENRHDHOT, BEEZ I
1TV, BEPRD oNGAEIITE G E2FIEL,
YR ALE % ATH Z &

13) BRETEMAEE (BEEEARBIED )« BRSO RLARIE A &
LbLhBZENRHLOT, BEEL TV, BE
BRD NGRS 2L, @Y LEE
1TH5Z &

14) DA% (67.1%) : ONE, OFEPEREA, &
%, OENREROLDLNLZ ERHHOT, Bl
Z53CATV, BE AR BN SA I IE ) e AL
BaiToZ L.

15) A (30.5%) , f/h#Ed (31.7%) , Bk
B (19.5%) , AFHERED (11.0%) , U o7 BRI
D (73%) : &Alfn, MR, AfERED, G
BRI, U R S bbb D Z ERHDHOD
T, BEE ST, BEPRD ONGAICE
W) 7oA E 2T H b

(2) Z o EIEH

5%Uhk 1~5% At SHEERBTY

FIZ (T D MRS,

R R ERINTRZNZ N 10| S TR FRIBLE B R 2%

MRS, W5 &5 T)

BENRD ONT-HEIE, WURE AT 2

7) i (13.2%) : MEERSE M 2 & de, MMH i
0.5%) , Wi (1.3%) , MLEHM (4.1%) ,
MR (1.8%) , MM (0.1%) , & (4.9%)
EZEOHMNRH 5D ENHDDT, BERE 5
ATV, BEDBERD BN GEITE, YR AE E
1THz2 L.

8) HLEZIL (BHEARH) , WLEE (05%) : 1Ek
BRI, WLEERLLDLNDZERHLHDOT, Bl
Sh /T, RENEDSNIHEITIE, @Y
TRAVEEITH Z k.

9) HUIRMRBEREREE (12.6%) : HIRBUERERE R H &
bhaZENRHDHDT, BELTHIITY, BEN
RO LA, EYRLEESIT) Z L.

10) * 7w —BEfRE (0.1%) , EAK (125%) : 3
7 u—VEREE, EARBIOLDLNLZZERHDHD
T, BEEZTSITY, RENRD LNIZGAIC
1%, #5E2PIET 25EE) R NEEITH Z L.

11) BYJE (8.6%) : HFHERBD OFEIZ)» D LT
BEERBRYER D ODOND Z LDV, BlEE 45
ATV, BENRD LNZBAITIE, EYRLE A
17952 ¢&.

12) AGIREEIE (0.4%) : AIGIREEEN H Hbh
2TENHD. AGIERRBIEDN & b bl Ha1c
1%, AUE IR D £ CARIOR G2 1E+ 5 2
L.

13) BVEPERGZ (0.1%) : RVEMEE R H Hbh b =
ERBHDHDOT, BIEETDITY, BENREO LN
AT, WEETIEL, WURAEEITH 2
L.

14) et NEE (0.1%) ket s %
SKBEAE, VMM R ST (SR oD AR PR I i
BHLLNDLZENHDHOT, EHNREEITS
e CBEEHOITATY, ERRMERZ LS A, 1

N

(Y OEIE) LT (A Y/ L2Ae

FE— W BIEE L]
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FTha AR

Y R TR

WHEOSFIFRNEE |

(50% L4 1), RO
T OE, SR

CEEME, &Y T L
LA

176 Bt 2 i i T
s imm,%%,%%@
AR IR, T, ENEERE, MW,
ke L, Wk &,
IALT (GPT) k5,
" IAST (GOT) L #H,
fitiE ALP |- 5-, v-GTP L 5,
5 D TR ERE
== L AT 1 — LI
(40% LA L) , @ kY
(R - N6 (77 ) & U RifE, K Y &g i

IR, TEREREREE AR NI H AT, &

Gk U, b7z

-

T5Z&.

15) wltEsg VB IMEE R (BEEEARET) - LR A
ERGESERE (RPLS) BNHOLONDHZ ENH DD
T, RPLS (7 28R (RilE (fEore
Wit B 25) , BHE, RERMK T, REgseLl, Kk

16)

17)

CREE =& Ok
%, AAloRGEPIEL,
TRAEEAT O Z &

7E) BRO LN LA

AL EE 25D, HY

e (3.8%) HMRVPHLDLNDLZLAHDHD
T, BEETDITY, BRETRT DIERBH 5
PhEGaE, etk L, WERLEZT

Zi.

MAEERIEE (0.1%) : MEEREER H 5D Z &
HDHDT, BEETHATY, RUUE, SedlE, #

BRIE, SMETEDRD

Lhiaicly, IREHR

ErEl, R5E2TITEENRLEEZITO 2

5 JVvTF=v R
RER T (BE e
LR, Wb, HR &
1) i - 1
et st Y (B, HEKE
W, WL,
s, W £
), Bk, Wk
- W G
o B I
ST A R ﬁiﬁf’jo
W, R
T (TR & g
RS S i i
o, M, I W, P
ot D, [, b, B
AT ORI, ERER (7 07) % GBI 5 <
PEL s bR T S LT VR R
W2. BESUT, MEREZBTS LS BE LTS T

L.
(2) ZomoRENEH
30% LA 1 5~30% At 5% Al
(il [EX5N P15 [y E U N,
(%R — BkTE R, TR [REED EV, RIS -
F-—, ROE, R

(s — — TRIR (IS k)

R & 178 e PR R, Wk, KK

VIR I 7P TN 11 NI E R X () R e Ly 10 2T R R YL
R, AWK, Ef|, Bk Leo< b, FFL, wE
4 TR, S

I & B T4 - SRISFARN [RIBIERE, 2 9 FEAE, Bk
AR RIEMERE, FE[E, MomE, SE, KEES,
V5, BLESE, B |EER R
EESTZ N3N
3

RS — 7B A& IR P, BIEIE, RS

L% — B AT, AF |V o BRI A E, 77 I ERR e

TERIBDE, i
ERIAE, i

NUEME) LT 0A VS L

FE— W BIEE L]
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(2) BAFOIHNITHEET 22 & xRS, CaiT
BTGB EPIEIES L. [BAF
DOFFIZH T DL EVEIIMESL LTV 720, ]

&
5} FAT Y AR R =T R
4
pii
f# Gk iR — — 27 U7 = B, U <t
! s, R v Y IRAT 72—
CHN, LDHSH, kYo
S L, LS A,
) i 7Sy B, IR M
% U, iy S, e R g
oy e A -
= Zoft R [kEMEse, MEJGE RSV, Bmiein, W, 5
B, 1ETY, BE, SIHE, B
K, WESOR, TEME, B
5, FEH
fif | 5. milE~OHS 5. milE~O® G
| A OEARRRIZINT, &l CIImE, T, RS R A CIXAERRSEENME T LTV A Z LB 00
| ORIERD 2RBTAAREENEGERESL TS, T, BEAEORREZBE LN OERELTHRETHI L.
D | 72, —RICEERE TITAEFEBENMETLTCWADOT, A
E | BOREEZELELANSHEEICERETHZ L.
B T AH 25mg B HHECRBE 10% L, EOFERERRD S
B, 65 kLA OB TORIEN 65 AT D BH D
2B koA v B —T za - a EEED 65 Ll 1
D BHE TOFRELERD 65 mAM D BE D 2 EREOF
1EH.
fif | 6. Wlds, PEfm, WRHRE~OEE 6. ULhd, e, RIEE~ORS
i (1) 4E SUTATIR L TV 2 Al ReE O & A s AL, 5 (1) FEESUTIER L T D ARt o & Dl NiE, #5
i LpnZ e [BmER (> b, UHF) 2w L7pnZ b, ERAER TR ot LT, AH
) T, IR« BRISETC RO, R ERIENHE X BHRITHIEEIT O KO8T L. [@ER
jas nCTwa. £, BmER (V) 180T, # TlX, 7 b TRHARMNER OEFEE (OE A
=3 WIEMEIER (i~ =7) BEEINTHD. ] LOVEALERIE)  (Bmgkg/ HLLE) |, JRIZKREOKE

KOWREIEIER (1omgkg/ HLLE) , MESZIAROI
i (300mg/kg/R) , U FCRHAEME, HiE
(30mg/kg/H L 1) ROMBRMAEOEA (3mg/ke/H
Plk) BEER WD, ]

(2) BHA O NIIARFE G-I ST 52
L. [ FTHHBATICET 2T — 230, ]

(7Bl L7 0A Y/ L2

FE— W BIEE L]
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FTha AR
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7. NESEA~O RS
A EN, HrAlE, SR, SR SIS 4 % %4
PEIZHESE L CUNRuy (B FRRBR AN 22 0Y)

7. NEFE~ORE
RS 5 BRI STV, (RAIDIEH
Berr &0, AR RO EIC B Cl#E ORI
BRREBEE 52BN BH5. )

8. WmEEKG

e - FEWR : 1000mg/ H & O 2000mg/ H 6 5- %17 o 7= [B&
WZBWTC, SR OEMEABEE Sz

UE  AFIOBHE OGS L, MIEEABA RN E
Wiz, MBI ARBREETIERVWESZ 2 b 5.

HHEOFIFHESrEFHHOFTFRNER |

8. WH LoEE

(1) FRASLEE : ARFNOFENE, W 722K OV 28T
52 L. RN, REERD L BANRN EE
BRICXZ VIR T A2 L. £72, AFERG T
121X, DEHP (di- (2-ethylhexyl) phthalate : 7 % /L&
V- Q- F AT UN) ) BEERVERIRAN Y 7 -
AR, Wity NEERTAZ L.

(2) AANFFARFOBREBEIZAN, TRIRT LD
ICREFIH SN TWDOT, KT i (3) FRikIC
PEVESHR O AT 2 L.

ATV ESR
b — U &V SRR 25mg 1.2mL
(Frvm ) AR2ELT) (30mg)
IR AR 2.2mL
(3) FREE - AHIOPRIE, HEEAIC, ZBREORARGH
AT .

1) 123 TOVCHAH IR 1.8mL 2z, /AT
N ELIEVIRNT S, Kyanks S %5 F TFF
5, kTR EEBRICK VRS D 2
L. 20~25CTIE, 4L ETHL. 1B,
AR EEE, HREHEESERTHR LN &,

2) 1) THIRUMEND 25mL 2k &y, HEL
PRAHEIR 250mL (S GEL/NTIRAT 5. AR &R
T HEITHRLIEE 5 LW &b il 6 FF
BLNICE G2 T352 L.

9. H FEoEE

HRANAZ(F0 - PTP WEE DAL PTP > — M BV H LT
RATHEH>¥EETHZ L. (PTP > — hOREEKIC LY,
TEOSLA AR R~ L, BT ARE 2 L THE
WAl D EE R AIHEE DT 2 Z & AHE S Twn
%.)

(Y OEIE) LT (A Y/ L2Ae

FE— W BIEE L]



¥9

&
# FAvarY AR 2R TS
4
g

(4) WL OARANL, BEEIOBENNRD DI, il

DIF) L IXRE LR &

| 9. ZOMOBEE 10. ZOMOERE
| AH 15mg/ iR FHARNEE GICA =F =7 25mg R O 5- (1) ~7AZHWERIER S FERRICB T,
| (1 B~28R0) 20HH LS T HERRBRICBNT, 2R 1000mg/kg/ B DM CHIGEMEZ AL (AFBRPEZE BT/
D | ERFED BN o T R OWFMAEBER N2 2 KOV f) 2ERH 5
O AFNOEGRAE - HEEX, TAYRrUARXRELT ni-.
=3 25mg i 1 5 TH 5. (2) $hFET v bOA% 9~21 A £ THEE LB

T, 30mg/kg/ B LA CAREEIGMANG K OFHISE L 23
OB, £ 21~62 HE TR L BRICENT
1%, 10mg/ke/ H L ETRIRE OE/NRFED bz
(ZNHDOHBEITNTILH AT v MW Tl
DOEENLONT-HAREL Y HIEHE)
(3) AANERAMUFE REORTAF=T %0 L7-[H
TEsE R % & LTZERIRERBRIC I\ T, HfE oy
K, FECROBEMMRE Iz Rk sh
T3,

2017 45 ASkET (55 5 KD

2017 45 AkET (58 6 hiD)

= g R S N

(Y OEIE) LT (A Y/ L2Ae

FE— W BIEE L]
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1.8 WfH3eE (%)
=ARN~T A Y AT (BN A)

1.8 HXE ()

AEY A~T (BEEH#Z) (AT, AV LA<7) IXEANTIE 2015 4 7 Al TG
UIBRRREZR R R E ] Z0HE - R & L CHREEIRGEAGE S, S HIT 2018 4 5 HITRIA
Ulbr AR E R AaEIC T 5, =AL~7 (@ExHiz) CIF, =Ar~<7) &4v¢
U A~ T7Z20tHEST 28O - HEN BN,

AR AR A AGEREE (LU, AHE) 1, 2hhE - DIRKOHE - AR
BMEZAME LTRY, BACE () IBEFORMCE 201845 AYGT GEeh) 12
AHFEICET HONEZ BT 52 LI ER LTz,

1.8.1 B - DR () RUZORERHL

1.8.1.1 $hEE - R ()

IR U A RE 72 M S i

TR YIBR AR RE U R It o B A I

<HFhREXIIRRICPEE T S H Lok E >

(1) TERREGEE) OHEONEEZBINIL, RFIOH IR VL2V A -+ [ HfgE LT
BT, BISHREOBRIREZITY 2 L. KRS, (LRRERIGEORIGUBRA fE 20 B
P L0 I B~ O AKIHR A 52 B L ClE, iR o EiEiIc oW\ T HIEEIC
Bty s L.

(2) RIBVIBRARE U YE O Bz DA, IMDC DY 2 7 /3367 intermediate
Midpoor U AT DBREEXGLETDH I L.

(3) ARAIOWHARIEERIEC I 1T 2 AR O EMEIEMENL L T7eu.

D : International Metastatic RCC Database Consortium

1.8.1.2 2EE - R () DRERN
1) ZEE - R () DRERM

=R~ T LA Y A~ T OG- ORIEUIRARE IO B ieE (LT, RCC)
WX DA RNMEE, IRIBUIRRREE X IFHED RCC BE x4 24 M (BLF, 09)
HERAREA M (LUF, PFS) KROZEzh#E (BLF, ORR) ZHEFHMHEHEA &L LT, A=F=
TNZxET D I A E T U 7 [ERE L RS M AHRER  (ONO-4538-16/CA209214, LLF 16/214 7k
BR) OfEHICHESEFHE L7,

16/214 FRERIZBWNT, FHTHRER TH 25 IMDC U A 7 43560 intermediate & OF poor U
2T OWEHRED 0S (FRIE) 1F, =RL~T LAY A~ T ORFABERE (LT,



1.8 WfH3eE (%)
=ARN~T A Y AT (BN A)

NIVO+IPI Jf ) (42544) TIEARE [95%CI: 28.16, —] ROA=F =Tt (4224) T
1%25.95 77 [95%CI : 22.08, —] , NIVO+IPIFHRED A =F =T HEKIT D OS DN —
REEIE 0.63 [99.8%CI : 0.44, 0.89] TV, NIVO+PI (f FHBEOERIENRGE Sz (BRI
log-rank f2 7€, p<0.0001) (X 1.8-1) . Intermediate & U\ poor U A 7 OFZERZE AR ST {5 4] E
ZEA% (LT, IRRC) (2K 2PFS (HFfE) 1%, NIVO+HPIGFHHETIZ11.56 7 A [95%CI :
8.71, 15.51] KUNA=F =T HETIL 838 B H [95%CI: 7.03, 10.81] , NIVO+IPI fif HEED
A=F =T RECHRT D PFS O — REiE 0.82 [99.1%CI : 0.64, 1.05] T&H VY, NIVO+IPI
OFHBE OB IIMEE S ey o 72 (J85 logrank f7E, p=0.0331) ([¢ 1.8-2) .
Intermediate X (8 poor U A 7 OB @ IRRC (2 X % ORR 1%, NIVO+IPI fEFHEETIE 41.6%

[95%CI : 36.9, 46.5] FOA=F =T TIX 26.5% [95%CI : 224, 31.0] THDY,
NIVO+IPI fHEED 95%C1 O FIRIZA=F =7 H D ER%Z EEl> TwWe. JERIEf T L
7= ORR DFEfH]ZE (NIVOHPI fFHEE — A =F =7#F) 1£16.0% [95%CI : 9.8, 22.2] Th-
7= (DerSimonian and Laird 7%, p<0.0001) (& 1.8-1) .

7%, BBV REM Th 28 Y 27 OfERE O 0S (HIfE) 1%, NIVO+IPI
B (5504) TIHERE [95%Cl: —, —] ROA=F =78 (5464) TIL3292 7 H [95%
Cl: —, —], NIVOHPI i O A =F =7 FIZxt3 25 OS O — RElE 0.68 [99.8%
Cl: 049, 095] TH YV, NIVOHPI GHHBEOEMMERGES - (85 log rank #E, p=
0.0003) (¥1.8-3) . &V 27 O#ER#FH D IRRC |2 L 5 PFS (i) 1%, NIVO+IPI HFFIRE
TIE 1242 7 H [95%CI:9.89, 16.53] KOA=F=T7FECiL 1232 B A [95%CI : 9.79,
15.24] , NIVO+IPIFHEED A =F = THEITKF T 5 PFS O/~ — REI1F0.98 [99.1%CI : 0.79,
123] Thotlz (M 1.84) . U A7 OHERFE O IRRC (2L 5 ORR %, NIVO+IPI HFHIHET
1% 38.7% [95%Cl : 34.6, 42.9] KOA=F =T TIL 32.2% [95%CI : 28.3, 363] THDY,
JERIIK ¥ CHH%E L 72 ORR OFEMZE (NIVO+IPI JFHBE— A =F =7 #F) 137.2% [95%CI :
1.8, 12.7] T&»-7= (DerSimonian and Laird %, p=0.0191) (3% 1.8-2) .

—WIBRTHOOLNTWAEAI D S B, 0S8 OFERIEE 2 /R LIZHANL, poor U A7 D
BEFERBLL AV H—Tznr-a b HELTZT AR Y AADRZTHY YV, OO
IR THOWON DAL, PFS ZEEE Lo AMEIIMRAES LTV 523, 0SS DIEES
BIIMEEEN TR, LER-T, =R~ T LAY A~ T OHIEEL, —RIBED
EAEIRH & L CBIENA SN TWA A=F =TTk LT 0SS DIEENIRGES L2 #H TDIR
BETHDH. UELD, =R~ 7 LA VU A~T7 OPFRIEIIRIBYIBRARE Tt D
RCC BT L TmWARIMMEZ A LTS LT L.



1.8 IRfI30E (%)
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1.8-1 OS O Kaplan-Meier B1$8 (16/214 &%, intermediate/poor ') X - M)

fiENT R 5 4E ] : Intermediate/Poor-risk Subjects
1.0fg

0.9

0.8

0.7

0.6

0.5

0.4

0.3

Probability of Overall Survival

0.2

0.1

0.0

T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab + Ipilimumab
425 399 372 348 332 318 300 241 119 44 2 0
Sunitinib
422 387 352 315 288 253 225 179 89 34 3 0

Nivolumab + Ipilimumab (events: 140/425), median and 95% CI: N.A. (28.16, N.A.)
Sunitinib (events: 188/422), median and 95% ClI: 25.95 (22.08, N.A.)
Hazard Ratio (Nivolumab + Ipilimumab vs Sunitinib) and 99.8% CI: 0.63 (0.44, 0.89); p-value: <0.0001

1.8-2 PFS O Kaplan-Meier B (16/214 &%, intermediate/poor ') X 7 M)

fiENT R 5 4E ] : Intermediate/Poor-risk Subjects
1.0/

0.9

0.8

0.7

0.6

0.5

0.4

0.3

0.2

0.1

0.0

T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30
Progression Free Survival (Months)

Number of Subjects at Risk
Nivolumab + Ipilimumab

425 304 233 187 163 149 118 46 17 3 0
Sunitinib

422 282 191 139 107 86 57 33 1 1 0

Nivolumab + Ipilimumab (events: 228/425), median and 95% ClI: 11.56 (8.71, 15.51)

~ © 7 Sunitinib (events: 228/422), median and 95% CI: 8.38 (7.03, 10.81)
Hazard Ratio (Nivolumab + Ipilimumab vs Sunitinib) and 99.1% CI: 0.82 (0.64, 1.05); p-value: 0.0331



1.8 IRfI30E (%)
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1.8-3 OS 0 Kaplan-Meier Bh&® (16/214 &8k, £ XY £H)
i x5 4EH] . All Randomized Subjects
1.0

0.9
0.8

0.7

0.6

05

0.4

Probability of Overall Survival

0.2

1

1

1

|

03 "
1

1

1

0.1 !
1

0.0

L T T T T T T T T T T T
o] 3 [} 9 12 15 18 21 24 27 30 33
Overall Survival (Menths)
MNumber of Subjects at Risk
Mivelumab + Ipilimumakb
550 523 452 464 443 426 404 339 197 7 4 0
Sunitinib
546 506 471 432 402 363 334 283 173 66 6 0

= Nivolumab + Ipilimumab (events: 161/550), median and 95% CI: N.A,
7 Sunitinib (events: 204/546), median and 85% CI: 32.92 (N.A., N.A)
Hazard Ratio (Nivolumab + Ipiimumab vs Sunitinib) and 99.8% CI: 0.68 (0.49, 0.95); p-value: 0.0003

X 1.8-4 PFS M Kaplan-Meier Bh#R (16/214 &HE&, £ XV KH)
fiEAT Xt 424 M : All Randomized Subjects
10

09

0.8

Q.7

06

05

0.4

0.3

Q.2

a1

0.0

T T T T T T T T T T T
o 3 & El 12 15 18 21 24 27 30 33
Progression Free Sunival (Months)

Mumber of Subjects at Risk
Mivolumab + |pilimumab

EE0 406 I3 249 215 196 157 72 26 -1 1 4]
Sunitinik

546 388 290 218 181 153 113 687 28 L] a 4]

Mrviumab + iplimumat (events; 296/550), median and 85% CI: 12.42 (9,89, 16.53)
Sunitimib (gvents: 271/548), median and 95% CI; 12.32 (9.79, 15.24)
Hazard Ratic (Mivalumab + pilimumab v= Sunitiniby and 99.1% CI2 0,98 (0,79, 1.23); p-value: 084598



1.8 WfI3cE (28)

=ARN~T A Y AT (BN A)

# 1.8-1 ORR D#ER (16/214 8%, intermediate/poor ') R - $£H])
ONO-4538-16/CA209214 #X5x
NIVO+IPI {f FRE A=F =T
N=425 N=422
ORR (%) 41.6 26.5
[959%CI] [36.9, 46.5] [22.4, 31.0]

# 1.8-2 ORRD#ER (16/214 R, £V XV KH)

ONO-4538-16/CA209214 5k
NIVO-+IPI & A=F =T
N=550 N=546
ORR (%) 38.7 32.2
[95%CI] [34.6, 42.9] [28.3, 36.3]
2) e - RICEHET SERLDEEDERTERA

(1) ALFRAERIGIE OIRIGUIBR AR 72 M R EANED GG DO 2hEe - 2V RICBES 2468/ Lo
EEICBEALT, Z0B%ERLLE.
(2) 16214 BRI BT 2 EMHTRIRERT IMDC U R 7 53¥12 81T 5 intermediate & UY poor

VA7 OYPBRETHLD Z b,  MRIGUIRAREITEBIE OB Mgk 0% &, IMDC
EDY A 7 43¥E M intermediate (L poor U A7 DEF %G L35 Z L. ¥ : International

Metastatic RCC Database Consortium| % %€ L7~.

(3) 1ZoWT, kit Q) ZEBRLEZEICKVEEHIEZZE L, O CRidizm L.
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1.8.2 Ak - A& () RUZORERN

1.8.2.1 RZ-RAE (¥

1. IRIGUIERANRE 72 ML A I

LY NISY H A\ .
ZE ZE g

WHE, RACIFAEY A~ (BEHE#z) & LT 1HE-1[0 3 mgkg ((KE) % 3 #HH
M T 4 [EASEEHET 5. 7ok, MhoPiEEEEA & T 28581, =FALr~7 GBI
TR x) EPFHT D L.

22b S NIEY) EL/AN .
Z2AS .

2. WRIGYIBRABE UM O B

=R ~7 EETRHEZ) EOfHICBVT, WlE, RAKEBAEY A~T Gl

#iz) &L T1[A 1 mgkg (KH) % 3 WM T4 BELEREAETS.

<HEL O EIZEES S M Lo >

(1) BWERADHELL725GA1C1E, TR L BB ITARA O G 4 e 3 k5
HZ &, (THEEZREANER) , TEXRZREWEM] OHEZMR)

P& 5AEHA Ky OV 1 oD Y
mIEH AL
o Grade 20D EIIWER (N WkaE K O EEE | Grade | LLF XF_—RA T A IZ
ZFr<) B2 E TR AT 5.
« Grade 30 7§ E WP EIZ OV T, JERM
o SEAGEME D N4 WA mE+ 25 E CRE AT 5.

FRLEEEE CTRIE L2 WS
X, B5&2PIET 5.
* Grade S[SJ;_{\J:)O)E'WEﬂﬂ (NEER O E | BehE2Hhid 5.
FEEE 2 R <
o ST 72 SR BN RIE S A 2 T 72 O Grade 2
P EOHRREE
e Grade 4D JZ JERs=E

Grade {3 NCI-CTCAE (Common Terminology Criteria for Adverse Events) ver. 4.0 [Z#E

5.

(2) RIGUBRARE R BMERANEICX L C, =R ~T GBI FHfz) LOFHT S
Bald, BARBRICHAAN b BE ORHEEREEIZ OV T, [HRRRRR
DIHDNEZ B L, AR OANER OVZ 2V Z 0B g L7z BT, fHHD
MEMEIZOWCHEEICHT 22 &, Fo, AAlO=RL~7 (Bis i
Z) O LRI L DML, PD-L1 & FBL L 2SR 5 5 EIGS
(PD-L1 3HH) (LY RAasmimeshTing. =R ~7 (EisfFil
) &OPFHEGICEE L T PD-L1 FEHROUER R 3G 5, PD-L1 FEHAE




1.8 WfH3eE (%)
=R~ T A h=T (BHERA)

DRV Z & DHER SNTZRBE TR N TE, =R~ T (B x) Bl
HoOFEIZOWTHHafat Lz BT, EEICHETSZ L.
(3) AANL, RIAGIBRAGE BB AROE AT 90 4y, RIGUIBRAHE ISl
B HAARIE DA 1 30 50 T TRIBFHET D2 2 & 7eds, ARAIEZHNL TG
THHAICIE, AR T 5% 7 R EHKE WD Z L.

FRRES - B0 HUHRRER - HIBR

1.8.2.2 & - AE () ORFERR
1) & - FHE () DORERR

=R~ T AL OACFRRIERIEI D RCC BF TR T 2 A0 R O 23 T
FHERER (CA209009 #5R) 123\ TPIRBYICHET LT\ %23, 10 mgke, 3 MMM ES-OH
% HETORRIT 125% CTh-otz. F72, A BV L~ T HAPRIED RCC BEFITHT D44
PR OVZ2 M 2 146 o THAHFRER (MDXO010-11 38%) T2 FEO M - HE (3 mgkg T 1 [H]
Bh U7z 3 f#IC 1 mgkg Z 3 BT 3 Bl#ES, XX 3 mgkeg % 3 MMM T 4 [Bl#
5) TRl L TW525, ORR IZZENZEI 5% KN 125% THY, 3 mgkg & 3 HFHMNET 4
[E1$2 5 L 7B D 5 BALFRIERIBIROWRE Tl 214% Th -7

—5C, WANE T AR (CA209016 #BR) TIE, =AL~7 1 XX 3mgkg LA EY A
~ 7 1 X% 3 mgkg OOFHBEED RCC BE KT H AL HFTL, =ANV~7 3mgkg &
AV L<7 Imgkg OUFHBELE N=HR/L~7 Imgkg &4 Y L~ 3mgkeg ODOFAREICE
W, MWHEE HIZ ORR X 404% ThH Y, TNENOHAFIEL D AL YEET L2 &0
R ENTe., Fl=ARv~7 3mgkg & A B U AT 1mgkg OOFAREO TN, =KL~ 7 1
mgkg & A B Y AT 3mgkg OFFRBEE iR LT, EEREWEH, BEHILICEST-AE
FL K OEIERIZ N Grade 3-4 ORWEADORBLENMEL, ZRENENL TV D Ll LTz,
=R~ T DORARNEIEBRANOIEYEREIL, EAKONHNOE [ HRBROMS RS,
REKETHD ZEBHERSN TS, o, AU ATICO0TY, RHEMEYB)REMET
IZBWTHARANEIEAARAN L OO RIEMZE TR TREICE B8 L JE I 7202 & 23
LT THY, WAL S AARANEIIEBRANOIEYENEIC K E IEWVITRD bR o7,
PLEORREZRE 2, =R NV~7 3mgkg & A U L~T 1 mgkg OO Z ERRILFE
IR (16214 3BR) DML - RS L GRIRLE

16/214 FRBR TIIARIARE OEI T U ORI RCC BFEZH L L, =AL~
7 3mgkg LAY A~T 1 mgkg Z0FH T 3 BEMMRET 4 BIEE L2, =FRL~T7 3
mg/kg % 2 AR TR G L7z, 16214 SREROAZNEORE Fi% 1.8.1 ZhE « DR () K O*E

DOFRERII R LIZEBY THY, =R~ 7 3mgkg & A BV L~T 1 mgkg OOFFHEE



1.8 WfH3eE (%)
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WL EFAT I SREEM TH 5 IMDC U A 7 3% 0 intermediate 2 TN poor U A 7 OARTEUIFRAHE X
IFHEEMED RCC BEF TR L THZITH D Z RSz,

=R~ T A ) LT OMHBEEDOLZEMEIZONT, 16214 FRBRIZH T DRI O
PEIZ X DT OFBLFIL NIVO+HPL JFREET 1.3% (7/547 &) KOA=F =TT 0.7%
(4/53541) Tholz. ¥z, RBERE 5% 30 B £ TIOREL L2 EERRIEHREBIRIT
NIVO+IPI JFHEET 29.6% (162/547 £4) K ONA=F =T HET 15.1% (81/53544) , TRBRH A
P42 30 B F CTIZRBL L7259 1R E > 72 BWERR BRI NIVO+IPI JFHEET 21.6%
(118/5474) K OA=F=TRET11.8% (63/5354) ThHY, \WIiLh NIVO+HIPIHFHEET
EinoTo. —J, IBBIEREE 5% 30 B £ TIZHBL L72 Grade 3-4 OFEIfEHFEBLIRIT,
NIVO+IPI ffHEET 45.7% (250/547 4) R ONA=F =THET 62.6% (335/535 4) THY,
NIVO-+IPI ff FRE TIEA o 72 NIVO+IPL GFHHE TR ELRD @ o7z 2% L) Grade 3-4 @
RIVERE LT, U —EHN 102% (56/547 44) , 77 —EHM 5.7% (31/547 &) , 7
F=UT X NIRRT 2T —BHIIN 49% (27/547 &) , 957 42% (23/547 4) , T
3.8% (21/547 4) , TAXRTXUET I/ M7 A7 27 —EHN 3.5% (19/547 4) , 1K
F U T AMAE2.9% (16/5474) , FHAEK2.7% (15/5474) , KIFZ%2.0% (11/5474)
FOEIBREEER A 2.0% (11/547 £4) DO LN, KO OFEGITIER, =KL~ 7 &
A Y A~ T OFGIEW OIS I CEE TR L TR Y, BEHAREThH T,

16/214 FBRIZIB T 2 BANEH TORZEMET 17 7 A VT LT, NIVO+IPI (DTS
B OB L DT (MERERIEER) 1T 26% (138 4) , HEEZRFRERRHERET
42.1% (16/3844) , &GP IEIZE S ZRIERFEIRIL 31.6% (12/38 4) KU Grade 3-4 DAl
TEFRBIERIL 52.6% (2038 4) Tholo. HERBIWEAROELGTIRIZE S -RIERAIZS
T, NIVOHPI fFHBED A AR NEF ORBUR T RERER ORBLR & R TEERIZH -
ZbO0O, KEBOERITIERE, =HRL~T LAY A~ 7 OEGIEY TG F 1k TEE
TR L TRY, FHAETH-Z I 0D, BB LB L TRERER TRV EE
Z7e.

161214 BB CTRO NI =RA~T LA BV AT OIRKRGOREET 1 7 7 A VI,
A Y AT RO=RV~ T OFFEE, X E TIClSE ST 5 lA o pF LT
BN REETe 7 7 ANV E—H LT\, B LN ERIL, BRRBRTHO R
DHEFGOMLIET VT Y X LR, BN K O] 716 217 5 2 & CEBELHE
TholeZ binb, BEVETFAFREE S X T2

PLEX Y, WIGUIBRAREITEEBEIED RCC 12X 24 Y A~T7 0L - HE () X
=R ~=7 (BaFHz) EOPHRICEWT, B, RAKEA ) A<7 o
#.2) L LT1H1mgkg ((KE) % 3 HHEMRE T4 BARETET 5. | ERELL.



1.8 WfH3eE (%)
=R~ T A h=T (BHERA)

7k, RN EMERAEO M - HEICHOWT, il aiTo 7.

2) A% - AEICEEY 2 A LDTEDHRERM

(1) 1Z2WT, KHFEICLD2ET L.

(2) 1220\, WBIRUIBRAREZRERRAREIC LT, =AL~T (BIETHIZ) &O0FH
THHEE, BRI AN DI BE ORNRRIEEICOWT,  TRRIREGRE OHFE
DNEEBA L, KEIOFNER O R2MEZ 508 g L7 BT, fFHOMLEMEIC DN
THEEICHBT2MLERH D Z EEEE L.

(3) 1ZOWT, ERRABRIZKIT 285 HEEBEITRE L.

1.8.3 EALDEE (F) RUEZORERNL

KRRBEOERIZ ST > TIX, Ak 9 4 4 H 25 AFEERE 606 5 R EIRLING SCHED
FLHCEIHIC DV T UV 9 4 4 F 25 HATEREE 607 & TEEFEAEIS OMH EOER
FLELEGEIZ DT ICHEHL L, CCDS (Company Core Data Sheet) & 225 (ZFERGERFER I ONT
BRI R I DX R E L.

()

1. AANE, BERFICHIE T D ERMZICB T, BACERIEIC 7 mik - #%
BRAROEMO S &, AR OMHAEE) &HE S D EFIZ OV TOREET 5 2
L. FE T, BRI D, B XITE OFEECH INE R OSERRIEZE R L,
FEZEThrLEET L L.

2. AR EICEY, EELRTH, KX, WEERAROLLND Z RV, KHO
BERTHOE ABRICEBL, BEICESHLRESIN TS, #5F7Z0 TR
<, BEKRTHOBEEZT7ITITY, BENROLNIZHEEICE, AIRKERLVEY
RO EEORE RN EE1TH Z & ( THIEROHEICEET M LokE]
(EERAANER] , TERZREIEN] OEZMR)

i3

B,

(e ROBHIITEE LN L) ]
AFN DA% U EJE OBHUE DBEERED & 5 BE

B,
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1. HEELS ROBEITERICES T2 L)

(1) EEOITEREREE O H 5 HE LRI L TH R, ]

() BOREREBOESOUIEENT L IXHEREO B C B REBEOBRERO & 5 BE
[BCRERENEET 2B 200D 5. ]

B,

2. BHERIEARNER
(1) AFIO T MEFEMALIERIC LY, @EORENISICER T 2 & B2 b bika ek~

RWENH LD Z R D, BEE+HSIITY, BRENRD ONEAICE, @
FEORERINE L DEIERHORBLZZE L, @URERZEa21To 2 &, WEDR%E

(Y

RIS X D2 RIER DR REDILDBEITE, BIBKERLVECRORGELEET D
& (THERREWERM] OESR)

(2) AR GHT o8y ARICEEZREIWEN (TH, KIBKR, TEREKREIKTES) 2
HOHONDZENRHY, HEICESTHIHHE SN TNDLDT, KRARGHETH% L8
Lx+0IAT, RENRDONSET, BEURLELITS 2 L. (8]
[ERZFEIER] OESMH)

(3) A4, AST(GOT), ALT(GPT)%:D EH-%E 5 FEREREENH - DONDHZ ERHDHD
T, EHRICITERERE LT, BEOREEZ IR T2 L. ( TERZRAIME
A oESR)

(4) TR, TERAERIETE, HARERETE, BIBHRENE N bbhd Z LN
bH5HOT, EMICHRIBMEERE 21TV, BEORREZHDICHERTDIZ L. £
72, MBS U T 2 vF Y )b, ACTH %R, WEighd o it S8
52 k. (TERZEWEM] OHZH)

(5) Infusion reaction 23 F&EHL 72 FIHEMED N H 5. Infusion reaction 23588 B 7=HA 1 TE Y] 72
WEZEATH & &b, ERNEET S E TREORELZ +oIcHRTs2 8. ([HE
RIREWER ] OEZH)

’

B,

3. ®IfEH
RIE I OREZE

B OBEE 1o, B 5O
B S R 0)5‘2%/%& L//C, *E/é@]ﬁé‘?ﬂ:ﬁg
< B 5 CORE> o S L - 1 P 2 A
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IRIGUIFRARE 72 B B

EINFE2MRER (CA1843963858) (28T, AFHK|7Eh
BE S 200 124 (60%) (ZEIEMNZRD Hiy-.
EREIERX, #2768 (35%) , 3#\, AST (GOT) L
., ALT (GPT) E&H %361 (15%) , & 9FEiE, Bk
&, T A2 (10%) Tho7-.

HEAFE3 MR B (MDX010-205858) ([2BW T, AAINH
P S 13161 H110561 (80%) (ZEITEH 23389 B
7o ERBMERIE, FHIB6H (27%) , + O FEE, Y7
£ 320 (24%) , FEL31B (24%) , F 95254

(19%) , W&Ert1661 (12%) , ‘ABEGEISH] (11%) T
botz.  UKFEEF)

<=An=7 (BiafHz) PFREG TORGR >
IRIBUIBRANRE 72 B B

ENE2FERER (ONO-4538-175888) 2B\ T, AHKlN=
R~ 7 (BEHMZ) &OFRES S 7=306]H 3005
(100%) [ZEWERANRO b=, EREIERIL, #1218
il (60.0%) , FHIl6Hl (53.3%) , 3E, &V —FMm
JE #1261 (40.0%) , AST (GOT) L5, ALT (GPT)
& 1141 (36.7%) , & S FEIE106] (33.3%) , BBk
PR8I (26.7%) , HURIREREIR TIE, MBS, JHHEE
Bw K76 (23.3%) , MEH-6%1 (20.0%) , K+ FU ¥
AIMSE, &7 27 —FliE, y-GTPLER, {H, 357,
REER, SAR &S50 (16.7%) , ALP. LS., BEREZIR
Rz, B %461 (133%) , BNE3B (10.0%) T
HoT.

WA 3R (CA2090673 ) ([ZHBW\WT, ARFID =R
N~T (GBIS TR Z) L OFR S S 4723136143004
(95.8%) ICRIVERARD b, ERplERIX, F#l
14205 (45.4%) , JE9711861 (37.7%) , % 5 FE5E 11246
(35.8%) , FBIIHI (29.1%) , Ha88% (28.1%)
SN, RBRIEGE %6061 (192%) , ALT (GPT) E%-59
f5] (18.8%) , AST (GOT) L5, FRRESAERR FHE 4
5140 (16.3%) , T&EM-500%1 (16.0%) , =V /3—IfiE45

Bl (14.4%) , BAE w420 (134%) , KIGK41H]
(13.1%) , BRREZIREZ38%1 (12.1%) , FER IR #E36

Bl (11.5%) , SEJE, HIR IR B8 JC A IE 45 34 B
(109%) ThHoto. URIBUIBRARE 22 EME R AL
IBNE)

IRIG GIERAEE USSR D B M

EBS e FEE 3R (CA2092145888) 128\ T, AKIN
=R~ 7 (Gl z) LS Shizs54701
(AAAN3SHIZ G Te) 50961 (93.1%) (ZRIVEHERD

HiLz. EREWERIE, 5720261 (36.9%) , % 9 FENE
15451 (28.2%) , T HI14561] (26.5%) , F & 1184

(21.6%) , FL109%1 (19.9%) , U X—E #1904
(16.5%) , FARIREEREIS TIESSHI (15.5%) , FEEAT9HI
(14.4%) , B 7601 (13.9%) , £ Bk EE 75 6
(13.7%) , EEJE26 (13.2%) , 7 3 7 —BEIn7141
(13.0%) , ALT (GPT) 6o (11.0%) , MM K O

FOIR PR RS BE TUEEE 5951 (10.8%) K TMAST (GOT) BN

BR (CA184396:85%) K O\ME4k
HE3FEFER  (MDX010-2075%)

, =R~ 7 GBI
Z) EOPFHEE TORE &
LT, WRIGUIRARE 7o R
B CIITXENFE 2R R
(ONO-4538-1734 8k ) K O\
A5 3 FE R R (CA209067 7t
B %, WRIGYIFRARE 3R
BB iE T, ER
[ 25 34 A B (CA209214 7K
%; TOREIERRBR I Z R
L7z.

BIERBEEOEB kL L
T, ARFIEMEEE1X, RIGY)
R A RE 7o M B E CIXEN
52 FHRBR (CA184396 iAER)
KL OV A F 3 MR B
(MDXO010-20 #&XBR) DOAKIRE
DFEREZEPLETEY, =&
<7 GEfEFM#z) o
GEA B 508, RIGYIBRAREE 72
M EAECIXENS 2 MR
B (ONO-4538-17 #Br) KO
WSS 3 FHEER  (CA209067 74
Br) %, IRIGYIBRASGE X3 #x
Bk o B Tk, ERE
F%5 3 FH#RERE (CA209214) O
AHFl L =R L~7 GEETH
#iz) PFHBEOR 28 bY
THEHL, 72 EaRBRLS
THRODNTZRERICOWT
WIHERIAE L2 B L

—.

(1) ERZREWERIZHE T,
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5801 (10.6%) ToH o7z, (EMakIEERI AIBNEE)

[ERZREWER] RO TZoMOBIWER] ORBBEEIZ
DUWNT, AFIHEME G T E AN F2FH B (CA1843967K
BR) K OMESN 3B (MDX010-203888) O AKHKIRED
MRASDOYETHEEY, =L~ 7 B liz) Lo
GERA& 53 ENF2RER (ONO-4538-17386R8) , FeOE
AN FEIFHFER (CA209067 70 50k) K ONE R 36 [A] 55 3 A 7l ik
(CA20921478BR) OAA|E =R ~T GBI HHRZ)
FHBEORERZ b TR L. ok, TEKRKARRANE
1 ORI X, AFIEMEGER, =FAL~7 (B
TRIHEZ) L OGS EFEOIRICEE L. (¢
B HACEB T A 3SR (MDX010-2058058) D AH
+gpl1000f T DI BUSHE)

FRERER LA TR LT EIER I OW CIIBEE R &
L.

(1) EXRZREIWEH

1) KBS, HILEZL : KIBEE (7%, 71%) , HILE
A (1%*, 02%) NHLLNDHZENRHY, HLTIT
BEo-flbHEINTWS., F77, MEERILRH b
NT-BICUIIIER & S o=l b E S TWHD T,
BIE A TITATV, BENERO bNEAICIE, AHlO
e HFEW ST R, BB R VE R OB DY)
IRAVEETTH Z L.

2) BEDOTH : BED TFH (4%, 6.0%) 2XH5DiLd
ERBHDHOT, BEETSITITY, RENPRDO LN
LEZE, AflogsHik, RIBRERLVECRIOKRE
EOWYREEIT) Z L.

3) FAAE, IFHEREE : IFAE (1% R, HER
BH) , ALT (GPT) E&H (3%, 14.6%) , AST (GOT)
L5 (3%, 13.5%) HZE2FED IFEEREENH LI D Z
EBRHY, HTIZESTZHLHRESNTNDHDOT, K
FEMRAE OIS, BEE2+2I2IT, BRENREDO LI
LA, ARFOBGE TPk, BIBEERLVE S
FlOPHZEOME 72 EEITH 2 L.

4) HEEO R IFEE MR e R E (Toxic
Epidermal Necrolysis : TEN) — (1%Aii*, SHEAR]) , 3
AP BUEERRE (T SBEARY) FEOEE DK E
BEENRDHDOND ZLRHLHOT, BEE THITITY,
FLE DR DN GEITIE, ARFI OB G IEH] T Ik,
R BE A VE CHN OG- F OB RE AT Z L.

5) THEERZE, TERABEHEICTAE, HURAREEEIS TE, A
EHERER A - TEMAE (1%, 5.5%) , FERHEEREIS TIE
(2%, 0.8%) , HARBEREIS TIE (1%, 16.1%) MK OE
BHETER S (1%, 4.8%) RNHOLONDHZENRNHHDT,
FOR IR BER A O FEhESE, B2 oI Ty, BE SR
D OHNTEEAICE, REIOFEGIEY, BIBRERLE S
KO, RAE CRFFIEEO@EY) R E 51T H 2
L.

6) KM IEDE : ¥ « N —JEBERE (1%AR0*,

7 B B 2 A B B 51
=ARN~7 (Bis 7 Z)
E DR EREDNEIZFLEH L
2. 72, Q) ZOMOEIEM
TlE, AHHM 5K T O
EH, =ALr~7 (BB
#iz) & OO RO EIE
HoFzzhnZorLi-.
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0.1%) FDORBHREEENHOPNDL DY, T
CES BB ME SN TNWDHDT, BlgEE 75147,
BB DN HEITE, AR OFRGIEH Tk,
B BV RN A O¥ 55 DR YN LB E1T 9 2 &

7) BEEBEAE (1%, 1.8%) ZEOREEND Lbi
HBZERDHY, HTICESTHBHRESINTWNDHDT,
B2 +03TV, BRENSROD LN HAITE, AAlo
B GRS T k, BIREE AR CHOREEZE DY)
TRALVEEITH Z L.

8) M MEMRE « SRR S5 AEERE (1%AT*, SEJE
R, g (1%AR0m*, 6.1%) , BUEMEMER
EARH, 0.7%) ERnHobind Il EnH0, HLEIZE-S
TR LME SN TWDEDT, BEEZTIITV, BEN
PR LG AT, AFI O GIER Tk, B R
HARNE R OBGZEOMY) I LEEZITH Z L.

9) sk Rk (BEEEARB, 0.6%) 23dHbhbd I ENb
HDT, BHIMET, A, CK (CPK) EHRZ0#I54%
TATATV, BE D bNBEE I, AR o5
1k, RIBREFRNVECHOEGEOBEY) I AEZITH 2
L.

10) Infusion reaction : Infusion reaction (1%, 2.6%) 723& &
PNDZENHDHDT, BEEZ STV, BRENRD
ONTHEITIE, AR O G 2 H 14 50U 2 ALE
ZiTH 2 L.

(2) €O OEIEH

B 5

TSR/ 5%LL L 5%t BB

BARE

B O | ZOEMRE, & | BER, W5, #H
iE, F& | AMERE, BERE | B, BOW R,
2 BRI, RLBE, | BCRE RO, A ifER

BT D FEE, | SRR R, B
SHMEAN, BE | ZL6
iE, BT

Hikss | D AR, TH | Sk, HR8E
M ot R, (ERE, R | WURMEVRAR, Al
i3 %, MERE, B
#K, MERK, K
*®, BE, BlE
%, KBEE,
LA, JXN—F
EH, mH 7=
7—¥ kR

PRl FURARBRRETCHEE | MEIRARBEIR T, 1M
R R 8 A L
v EH, =
VF =,
M =aFabnm
v, T
A k2T v v

14



1.8 WfI3cE (28)

=R~ T A h=T (BHERA)

A=
F R

ALP L&, m#r
yrry k&

25, RFRER, &
JH, v -GTP L&

HRERIRE R, BIR
mEsTy R—
A, mH 7 vr T
= k&

UK, T R

MR R 4, il R
1, WikhE, 7L
S — B

NE
3
2

BIEiR, 5,
R, B

B Hi Ak, R AR
T, fEHE, U v
~ FUEZ I

w7,
B 5| JER

fiL

e, MJIE, 1B
B, RE, A=
B, 47T
VYRR, BT
JERR, TR LA
S, TESHEBAT SR

kO K E,
i, S R4A,
A By VSR E I E
frde

v

pIEs

Ak

WK

I 955 A S 0 0 B
KU U A MmiE,
K MU DA Mm
JE, KU v m
SE, 7o —
2

iR

F, 7 NUER

R, K H
i, AT, 4r
¥R, fEEAR, IR
DEYK, 74—

[N/ e
TEARE

IEE, KT

3
i
F

K=o —a
F—, KMMEEE
—a—u/NF—,
FEIE D F v, K
IR, e, HERREE
ELOEE, A
1B, B K
W, R, IA47
n—X A, BB
e ) BRI, B
%

K

BEELRAE, RERRIR
AL, 5 oM,
U e R—iak

o &
llﬂ

WAL, ARME, (F

)

i g %, i RE
H, RAHEE M,
LMK, A
R, L BAmE

15




1.8 WfH3eE (%)
=ARN~T A Y AT (BN A)

i 2 1fi. Witk m, v
BRI E, i
BRI E, 1N AR
W IE, A B ER Y
JINIE

JRYLE Y PRSI Yy, R E R
o

Al S A %

=R N~7 GBRIEFHHZ) LOAKRS

H N LA,
L, MErE

WM, TN,
Wede, H &, BT

i, W TP

R/ | S%Ll B 5%ANifi B
B
PeRE | & O FRIE, | BEBIE, KSR, B
B, B | BREE K, W, fL
Bk | B, BE2EA, 2T
%, PUSEL | E, BT, RLBEMER
pEd %, eHMERE, BEK
B, BB, %
O EEMERE, &G
Y, FHKZ, R,
= ik BE
oAb | 8, | BEEAR PR, | R
i B, P, | —HAEAR R, HRE

w7 X7

R T LTI

W5y | FRIRERE | FORIRZE, M R R

W TLHESE F AR LT D, I
o BRI A L
s

JHhi B L i
%, BmEUY L E M
JE, b7 A7 3
F—-¥IifmiE, ALP Lk
5., y-GTP L5

5 gk M7 V7| AR BB %

F=r k5

MW Rgmk, PRDG | DPENASESE, Mok, %

i ] PR

o | BRI, | EHE, OUET, M| v —2 Ly

% A B, e Hm, BHE | REMEEE, A4
RAffifES, BAfiK, &5 | T —
BRI, AR B AT

ES WENIE, | A > 7 PR

g - | 9, FE\ B, BERE, MoK

B 5 I A, K

AL W, A8, W, i
i, HEZE (REED

(il RAIGR, Wik, BESRF, &

16




1.8 IvfICE (R
=ARN~T A Y AT (BN A)

Y iE, &
U —Ffi.
EJ

SE, R LT T A
iE, &4V v AIE,
K7~ U oA, &
B U v LE, K<
IR U AME, K >
BeifgiE, BEIRPIPES
TV R—VA

IRGCHE, 5 & 5K,
T, kS

SHRE, WK
R

Z=

RRTEHORR, PEIR, RAH
M=o —aRXF—, &
BT, R R
S S IVINE SE e
fh, ZH=a—nmN
F—, Mg, BEER
REFE, 28, VB

HEV, BEEPED EL

B O %%
= =2 — 1 /N

91,_

R, 500, NIk
IE, SHELRTE

Bk, 1FTH, &
£, KMmE, RER,
BhiE, Dk

AN

A FRERIEANAE, A BK
W E, /N AR IS
JiE, FMEKEAE, Y
> SERID E

B B

o

filEse, Mgk, EXGE
Y, KSR

= A

S

EmE, LDH b5,
CRP L&, rradg
F—z

17




1.8 WfH3eE (%)
=ARN~T A Y AT (BN A)

4. ElRE~OFH-
— R E S IR AEFMENMET L TWA ZENRZNVWD T, BEOWRELZHRBLRND
HEICEGTH L.

EHL.

5. s, PEhw, BIIRE~OFKE

(1) B SUTAEIR LTV B ATREVED & DI AICIE, TRIR EOF SIENGRRME % EB 5 &f)
Wr SN DG ELAMNZIERE LianwZ &, £z, ERT A RO H 20 ANITIE, #Y)
IRBEHEEA VD KO85 2 L. IRPICAKI A & 5-T 20, ARAIEG P OBHE
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3) AFFFRE L, SRRITESLNTERN T2 2 & £, RRIIREETL L.
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1) Hudes G, Carducci M, Tomczak P, Dutcher J, Figlin R, Kapoor A, et al. Temsirolimus, interferon

alfa, or both for advanced renal-cell carcinoma. N Engl J] Med. 2007 May31;356(22):2271-81.
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XU LM, &Y~
B e, HEPRIETE S b
T RE=VRA

IR, 5 &9 K,
i, HAOEE

L N N
Pr=a—mXF—
JRI, R = =
=paXf Al %
= a—nmXF— P
RRAE . B ARAR AR
Mg, FEEMED E VY,
FEHEPED F U

H ootk =

o — 1 /NF—

R DO, AR
hiE, SHELIRAE

Bk, 1ZTH ., ®mim
£, KT, AR,
L) 2 SN 751

eYC=2 i)

“)




ifi& 2 ifn UFFRERIEINGE, 4FHER
WA E L I N AR R A
e, B ek E, U
o NBRE

& Y FENESE . Mgk, E5GE

JiEE YL, REXR

z D BWEE,. LDH L5-.

s CRP k5., rraqf R
— R

4. mEBEEADORE
— R EEE CIIAEBBESMETLTWA Z LBV T, B
ORIEETRR LN DIEEICKR ST D2 L,

5. bEOm, EW. BRAME~ORE

(1) M AR LT B aTREME O & B Ie NI, 1RFE EoF 2k
DMERMEE LD Ll S D SEUAMTIEE G- LanZ &,
Fio, HIRT D AREMED & D AITIE, Y7 EE A Vv D
L oWET D&, MIRTICARIZ LGS 50 AAEL- PO
BAEDLIR L5 B0E, ARG L DBEFB, WESENE
CHAREMER S D Z L2\ T, BEFICHIMITS Z &,
Ut O 52 B4 D 2 aMEIdR. LT, B MeGlX
MR A WS 5 Z ENRESNTEY . AFNIKRIE~BITT S
AREMEY B D, Eo, BIER (FL) CERERMED S o
FTOHEGITEY | AUCHE: CHRIRMETE RO YT 5
Beh B C, WIRATEGRROFE, R, HAERMKEERRD S

AU, AUCHLRE CERIRIREE B ORI S T 2% 58T, WE.

FEPE, HIZER O RBIFE CHEDRBBEOEMMARD 5T
%, ]

Q) FHRIEET LG, BHEPLESE L, [EWER
() ICBT DERBI T O8R5 T, I ~DBITHRD
LHTW5, £/, & MGkt MLHHICBITT S0, K
HLBATT D AMfEMER H D, V]

6. INRE~ADEZE
AN B B eV R O DR ST LT 7R,
A, ]

Cfe AR R

7. @ALDEE

(1) SRS

1) AAIE GRS, WRE BRICE D HRT D 2L, AANL LS
A~BEHEOOWMBL T 2RO ERH LM, MRLFIEA T4
TANE—IZRVREEND, B, HARYSUIH L NRE
BERRDLNDGEIIEHA L2 &y

2) AFNE, TOFEE, b L ITAEBEBEE UL 5% 7 Ko e
% VT 1~4 mg/mL DIRFEEITHRL, HETLHZ L&,

3) FIEFRRSL L, PRI IR T A 2 b, E2. BT
BEFEST D L,

Q) BE5r

1) ARANTEIEHER & LTORMV, BlEEHEIF Th2RVn D
2) AFNL, 02~123 270 DAV T T T 4 NE—ZHNTA
VIAL T ANE—FBLTEETHI L,

NAANX, ML LT A kv BEGTH L,

®)

8. TOHhDEE

(1) WA B OE N D ERRRERIZ IV T ARANT T D PR D EA )
WEENTWND,

(2) ARENE ZANAY o E GRS LIZENE 2 BRIV T,
HEOMERRREENSHEICHEB L, AEMENRD bieho
oo Flo, RENEARALT 7 2 =T 2 0FRES LR 1
BRIZIBWC, BEDOITHRERE N @B ICHBL L, BARERR
O Lo T,

[FEmErE]

1. M g e

(1) BEEE <AE AT 5 E>?
RIGUIBR R RE 72 B B AE RS 12 HICAHK 3 mgkg 285 Lick
ZOMBFRENOE M L EMERE T X — & KOS iR
HBZLUTIIRT,

1 MG RO EWERE T A —X

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)

o RPTIME (EERE), o FRE (R ME, SROKAE), e S
IME (FEHEfR )

+ B (rg/ml)

L e 1) 2

Z1 28 5 42
B (day)

X 1 HERESFOMET A ©Y A~ THRIEHY P+ R
#)

o 7 14

Q) RERE<BRNTRIT BEHA>Y

A ARG RE 2 B R GRS 20 B1ICAA] 3 me/kg % 3
IR C 4 [ R L7z & & O MmiE iR & U T ISR,

2 KEBREGFEOMEFRA Y AT OE— I REKO T 7§

Jie
\ C— ey
St o (I B
 GERD (ng/mL)* (ug/mL)y*
1(LHA) 59.0 (36%) [20] —
3(43H E) 79.0 (27%) [16] 16.4 (25%) [14]
4 (64H E) — 17.5 31%) [14]

* AR (ZEEVRED (15K



(27357

<AVBRTRCEMHEGE>

1. EINEE 2 858B% (CA184396 FRER) ©

FRIA UIBRABE 72 ILA/IV H o0 A B il R 20 1] (RiveRIEZ2 A5
LHHE 16 Bl BIARED R VEE 4 ) x4l LT, KA
3mgkg & 3 HHMKET 4 BAREFE L2, AMEFEEE Ch o
7~ (EIE WHO HYMEIZ S BREHEIC L 5 7eRy)

(CR) XUF¥#p537%%h (PR) ) 1% 10.0% (95% 148X : 1.2, 31.7%)

THo7=,

2.5 IR (54 LEZEEREER)
ﬁ) 4)

ATAPRAE 2 4 B ARIBUIBR HE 72 Y1/IV 4 o0 JBp: (0 [l R 571676
Flzstg LT, A4 3mgkg & gpl00?, AAl 3mgkg X1 gpl00
Z 3 EMMRT 4 BIEG Uie (RANTARIMERHE, gpl00 LK FHE
H) . TEFMMER & SNAELETFHMOERIUTOLEY T
HoT=,

I HLA-A2*0201 B8 o 3k 42

2 M RAERSROPURANRT T R, KA

(MDX010-20 %

0:9 Ipi+gp100 ¥
08 ---- Ipiff
4 07 ——— gplO0 B
06
’(? 0.5
%: 04
. T T T T T T T T T T T T T T T
at risk £ 0 4 8 12 16 20 24 28 32 36 40 44 48 5 56 )E]
Ipi+gp100 ¥ 403 297 223 163 115 81 54 42 33 24 17 7 6 4 0
[P‘m« 137 106 79 56 38 30 24 18 13 13 8 5 2 1 0
eplooBE 136 93 8 32 23 17 16 7 5 s 1 0 0 0
2 AFHIE O Kaplan-Meier fifR  (MDX010-20 785%)
23 BRIRIEBF X9 2% (MDX010-20357k)
AFKl+gpl00 | AHIEE gpl00FE
OF A RE (n=137) (n=136)
(n=403)
AN MK 306 100 119
AT A A 10.0 10.1 6.4
(95%(5 HE X [H) (8.5, 11.5) (8.0, 13.8) (5.5,8.7)
gpl00FEIZ3¥ 5
. 0.68 0.66
SR (0.55,0.85) | (0.51,0.87)
(95%{5 HH X ) U T
gplooaizzia“épfﬁ 0.0004 0.0026
(M K HE) (0.05)
IEEIZ %
ZX%J#@ xﬁ“é o4
SR (0.83, 130)
(95%(E#E X [#) U
ARFIBE T 5 pfi 0.7575

3. EIREE 2 #85K88 (OND-4538-17 BAER) ©

(©)

{ESEFREARTRIR ORI TR HE 722 TA/IV 9] S P56 00 S B 40 I
B 30 flaRgE LT, AAlL=Ri~7 (EETHHRZ) 20k
AL L=5, FEFMEEE ©h 5 R%%E (RECIST A K7 A v
1.1 BUC S < HRgRfEIc L D CR UL PR) 1F 33.3% (95%(SHE X
M : 173, 52.8%) Tholc, 723, FANIRE L7-HIL 23.8%T
bHolz,

# 4 TR (ONO-4538-17 #BR)

Bt (%)

547283 (CR) 1 (33)
#45r78%) (PR) 9  (30.0)
% & (SD) 12 (40.0)
# 47 (PD) 7 (233)
AR AR 1 (33)

4. 785145 3 HB5AER (CA209067 FRER) ©

(L RIERIGIR O RIG YRR AGE 722 TN/ IV 1 0 BB B 40 il ER 594551
(KA O=AN~T GRIZ R Z) DR (NHDFAE) “EE3 1441,
=R T GRIGFREZ) Bl (NER) BE31661. AKIHLALEE
31561) ZxBIc, ARFIFAEEZ ot R & U CONHIPFHTE & N
DEMER O REMEZ R Lic, ZEFGEE TH 5 2471
(FPoeflE [95%EHEIXE] ) 1. N+IPFHBETNE™ [NE, NE] » H.
AFNEMEET19.98 [17.08,24.61] % A TH Y, N+HIJFHEEIIAAF
BRI LR EMICE B IER R LTz (O — RH0.55 [98%

fEHEIX R 1 042, 0.72] . p<0.0001 [J&Hlog-rankiRE] . 20164E8 H
BT =%y A7),
1.0
0.9 %\ —— SRLTTEmE
os T — - SRR
. s s — S AEEBE
0.7 N e
£ 06 “"\‘?\\‘:"— N S
£ 05 .
0.4 TETe Ty .
0.3 ik
0.2
0.1
0.0
o 3 6 9 12 15 18 21 24 27 30 33 36 39
at sk HHMRR)
=L TEREE 316 292 265 244 230 213 201 191 181 175 157 55 3 1]
ZAHRILTTEEE 314 282 265 247 226 221 200 200 198 182 170 49 7 0

AFIHRE 315

285

254

228

205

182 164 149

138

129

104

34

3 : 2417 M O Kaplan-Meierfti#:  (CA209067:453)

F iz, EEHRERIC RSV TPD-L1 2 8 8 U= @S ia 28 5 o 2 &l &
(AR, TPD-LIZBLE]) ICBT MR LN —OBFDT
— ZZEDE | PD-LIFBRRNRBANIFHT 21T > 72, PD-L1%
BERY (1%R0M M K%L L) OELEHIRE O R %2 LT IRT,



—— SRR TEEE
os 1&1.‘\ s == SRLRTHRER
' e — €= FKHlERE

it St HE

0 3 6 El 12 15 18 21 24 7 30 33 36 39

at riskg EFHRR)
SALTIEREE 117 103 86 76 73 65 62 59 57 55 50 16 2 0
SALTIHHEEE 123 113 102 91 82 82 79 74 74 72 66 18 4 0
AF| BB 113 96 87 79 71 61 57 50 44 43 32 10 1 0

4 : PD-L1 % 3 3 1% R il © 4 4 77 1 ] @ Kaplan-Meier ffi

(CA2090677:5%)
1.0 =
O —— ZHRILTTEME
T - SR IR
08 Y N -
e — = - kEERE
& 07 . R —
£ ogs T, e
=
E Tl
.
04 %E!h‘
03 d—m
02
01
0.0
Q 3 6 9 12 15 18 21 24 27 30 33 36 39
at sk £ERRAAD
AL TEEE 171 165 158 148 138 131 122 117 112 109 98 36 1 0
AL FHRE 155 144 132 127 116 112 105 102 101 99 85 27 3 0
AE BB 164 155 138 126 115 102 89 83 77 74 64 21 2 0

5 : PD-L1 % Bl 5 1% LA b o 4 4= 15 #] ff] © Kaplan-Meier #H %%
(CA20906775%)

%5 PD-LIEB R O2EFHM (CA2090673 k)

PD-L1 BRERE 1l rh e fiE Y — Kb
JEH 8 [95% 1 # X [H]] [95% (= HE X

s (» 1) ]

<1% | N+HIpFEE | 123 NE [26.45, NE] 0.59
AFIEAMAE | 113 | 18.56[13.67, 23.20] [0.42, 0.83]

>1% | N+HIBEREE | 155 NE [NE, NE] 0.54
AFIEIEE | 164 | 22.11[17.08,29.67] [0.39, 0.74]

<1% | N+IfFHRE | 123 NE [26.45, NE] 0.74
NHMAE 117 23.46 [13.01, NE] [0.52, 1.06]

=1% | N+HPFAEE | 155 NE [NE, NE] 1.03
NHMAE 171 NE [NE, NE] [0.72, 1.48]

B AK 1A 3 mgkg RON=AR L~ T GRIEFHILZ) 118 1 mgke
Ze Al FIZ 3 AR R T 4 AR EE L7k, =R <7 (s F#
#iz) 18] 3 mg/kg & 2 AR CAMEE Lz, DR GRICE
W, =R~ T GEETRIRZ) ZROICES L, RKElIZ=
AN~ T (BETHEHZ) ORGHE TS 30 5L EoMFEE BV
TG ZBA LT,

<IBAVBRTFREX LEB O BHlE >
EBREFES 3 M3k (CA209214 3A8R) 7
AL 2235 v R IR IR 0 AT PE SIS R RS 1 oD 5 A A e TR P8 S o s
1096 Bl (HANBE 712 flEfie, =AL~7 GhinTH#x) Of

0

JH (NHLPEHD) ™ BE 550 . A=F =78 546 ffil) ZRIBIC. A=
F=TERBE LT NHOHBEOGINER e 2 HRE Lz,
TEIHMIIEE TH D IMDC™ V A 7 43 %H Intermediate & (Y Poor U A
7 B (NHLOFFHEE 425 fil, A=F=T7Ff 422 Bi) D24
(P RAE[95%EHEX D 1d. N+ fFF A T NE™ [28.16, NE1» A .
A=F =T RET25.95[22.08. NE1» A THY . NHHFHFEGIEA=
F=T i U FRICEERIEE 27 Lic (O~ — i 0.63

[99.8%{EHE X : 0.44, 0.89], p<0.0001[/&E 5! log-rank #& 7], 2017 4F
8ATAT—4h v bA7)
1.0
""‘“%\ —a SRLTTHRE
08 \ - A=FTE
08 o "-»\___‘_\_“_1
07 Few
0.6 I‘--&"'- = .
& ' "
# o5 .
* 0.4
0.3
0.2
o1
D.OI T T T T T T T
[+] 3 & a 12 15 13 21 24 k) 30 33
at risk# EFHMEA)
ARV THEREE 425 399 372 348 332 318 300 241 119 44 2 0
R=F-JE 422 387 352 315 288 253 225 179 89 34 3 0

6 : Intermediate }¢ U* Poor U A 7 835 D4 /E 7] Kaplan-Meier
iR (CA209214 3R

o KH 1Al Imgkg & =R~ T7 (GEfnFHIz) 1A 3mgke %
[ml Hic 3 IR C 4 [ AGisE L%, =R ~7 GEIE 1
#a2) 1181 3mg/kg % 2 38 M MIRE CAafffE L, DRRIRGRECE
WCOE, =R~ T (EETHEX) ZRIICEES L KA
AN~ T (BIEFHHZ) DG/ TG 30 5Ll EOHMEA
BWTERE B LT,

*> . International Metastatic RCC Database Consortium

6 . NEFHERE NGB

€3 E-251)|

eEBEF

A Y A=A EEE T U o SERkEUR-4 (CTLA-4) 12x9 %

PUERTHY . CTLA4 XDV T R THDHEIESME ED BT.1
(CD80) K U'B7.2 (CD86) 431 & DfEaZwMET S LIk,

TEMEAL TAARLZ 3543 2 Hik AR SR A 88T L, RS HURURE S0 72 T H

Ha O EFE, TEPEAL K O 15 M o #3812 K 0 BRI 5E 2 B

T 5, £, AL, HIEE T (Treg) OBEREIRT L OVERTHE

MACHIT D Treg FDWANC X 0 JEFRE G % U X, Pl

NREZRTEEZEZOLND,

(A% BT 2 BEFMER]
—E4 A ) AT (BEFHBLZ)
Ipilimumab (Genetical Recombination)
AE AV LA<7E, v MBREEMETD v kU433 5
Btz e MgGlE /) Zu—F Ak Tchbsd, A Y
L TNE, TX A =— AL RAZ—IRBEMIIC LV EA SN
Do AEY ATIE, M8HOT I MRS 72 5 HEH



(Y188) 2ARK OISO T I/ {RFkI» O DL (k8H) 2
K THERR SV OHER v X0 8 (Gr1H 2 H148,000) Th 5.

[RBEH]
1R Y 27 FHEEZRED -, @UNCEmT 5 &,

2. EWN TOIRBRIEF 3D TIRONTWDZ Enn, JERGER.,
—EBOEHNAR DT — 2 BERMI LD ETOMIL. BIEHE
KB RGERA 2 £+ 5 2 L IiIc kv, KFIEHBEE O
REREET D L L bic, AROLREMEROFEIEICET S
T— 2k RHICNE L, AR OEIEFRICLEREEEHELC D
Z &,

[E48])
—ARA EFEERS0mE - 10 mL 131 7L

[EZXHR R UCHREER 5]

FEXH

D) AENE R - JEFEBLAE R O AR O3 12 BT 2 3Bk

2) #EPNEEL  WEAME AR ER R ARBR (MDX010-15)

3) FEPNEEL - ENSE2MHERRRER (CA184396)

4)Hodi, F. S.,etal. : N. Engl. J. Med. 363 (8) :711 (2010)

5) PN EL « [EPNEE2AEER R B (ONO-4538-17)

6) FEPNEEL  VEAN 3 FRERIR AR (CA209067)

7) Motzer R.J. et al. : N.Engl.J.Med., 378 : 1277, 2018 (CA209214)

X HRERR 5%k
MESCHR) ISR ONBERHC & LT FRUICZRER T &
U,
TUR I =AY —R RT A TS AT 1 I VAERER
(FEAT) BT T 1 X PG T 6-5-1
(TEL) 0120-080-340 (A 72—,/ ¥ —RA HPZ A VL)

® : BRERPIE

SE IR e T
TURARV v —R A7 A THASHHE R
AR 1 XV B 1E 6-5-1

Fue—3 g Ui
NS FTRE 2 S
KB X AKERET 1 TH 8% 2 &

®)
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1.9 —fXAIAFRIZAR 5 30
=ARN~T SAEY A~ (BN A)

1.9 —RHABAFICHRIXE

1.9.1 JAN
TR 26 429 H 17 BAHEREHEAEI 0917 F2 FIC XV T LBV @mIiTnd.

HA% - A8 Y A~=7 (B FHfaz)

-

# 4 . Ipilimumab (Genetical Recombination)

1.9.2 INN
WHO Drug Information {Z Recommended International Nonproprietary Name (r-INN) & LT, LA
TOXIITHEHELTWD.

r-INN : ipilimumab
(r-INN: List 56, WHO Drug Information Vol.20, No.3, 2006)



1.9 — BRI FRITSR D 3CE
=ARN~T SAEY A~ (BN A)

1.9.3 BElF

(1

&N

72 RS RN AV T 4 RS

L #4

H 4

EIVLTQSPGT
GAFSRATGIP
QGTKVEIKRT
VDNALQSGNS

GLSSPVTKSF
QVQLVESGGG

ISYDGNNKYY
WLGPFDYWGO

LSLSPGERAT
DREFSGSGSGT
VAAPSVFIFP
QESVTEQDSK

NRGEC
VVOPGRSLRL

ADSVEKGRETI
GTLVTVSSAS

LSCRASQSVG SSYLAWYQOK PGQAPRLLIY
L

DFTLTISRLE
PSDEQLKSGT

DETYSLSSTL

SCAASGFTES
L

PEDFAVYYCQ

QYGESPWTEG

ASVVCLLNNF YPREAKVQOWEK

TLSKADYEEKH

SYTMHWVRQA

KVYACEVTHQ

PGEGLEWVTE

SRDNSKNTLY
TKGPSVFPLA

LOMNSLRAED
PSSKSTSGGT

1

TAIYYCARTG

AALGCLVEKDY
]

FPEPVTVSWN
CNVNHEKPSNT

H#{ Ql :

TLMISRTPEV
YRVVSVLTVL
TLPPSRDELT

SDGSFEFLYSK

H 84 N298 : FEgHiGA
H $H K448 : o atwv s

L 5 C215—H $4 C221, H &4 C227—H #{C227, H#{ C230—H #{C230 : YA/ 7 ¢ FiEE

TR PEBR DO HEEAIE -

SGALTSGVHT
KVDKRVEPKS
TCVVVDVSHE
HODWLNGKEY
KNQVSLTCLV

LTVDEKSRWQOQ

ARy e 7 g I g

FPAVLOSSGL
CDKTHTCEPC
DPEVKEFNWYV
KCKVSNEKALP
KGFYPSDIAV

GNVEFSCSVMH

YSLSSVVTVP
PAPELLGGES
DGVEVHNAKT
APIEKTISKA
EWESNGQPEN

EALHNHYTOK

SSSLGTOTYI
VELFPPKPKD
KPREEQYNST
KGQPREPQVY
NYKTTPPVLD

SLSLSPGK

N298
Fuc(a1-6)
(B1-4)GleNAc(B1-2)Man(a1-6)\ |
Galg.s Man(p1-4)GIcNAc(B1-4)GlcNAc
(B1-4)GlcNAc(B1-2)Man(a.1 -3)/
(2) %8 (XH)

ARY A ) A~71, b MlIREEE T U o SERPUR-4 1T 2 8B iz e b
IgGl £/ 7 a—F APk Thsb. AV LSTIL, Tr A =—ALAZ—J
AR XV BEAESND. A ) A~T1L, 48 HOT I JBREREN S/ H 8
(y1 8 2 REO 215 HOT I/ Wikkkn b2 d L (e 8 2 RTHERS
LS R (Gr & K 148,000) Th D.



1.9 —fXAIAFRIZAR 5 30
=ARN~T SAEY A~ (BN A)

#t 4 . Ipilimumab is a recombinant human IgG1 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.

3) #nFHX [HFE]

Ce472Ho979N173002004S40 [145,389.43] (X L /X7 B E 4y, 4 A4H)
H 8 Ca200H3391N5870660S 15 [49,247.97]

L # Ci036H1509N2790333Ss [23,450.78]



1.10 #3 - BIEREOREREEROE LD
ZARN=T A AT (BHIRESA)

110 B - BRFOEEEEEHOF LD
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1.10 F3K - BELE DR EEREEROE LD
=ARN~T A Y AT (BN A)

110 HE - BIEFOEEEEBEHDFELY

(BAT)

AV Aw7E, b MOFEEMNT U o BkPUR-4 10T A8 G Lz e
b2 - IgGl &/ 7 u—FAHETH L. A ) L=T1E, F¥ A =—ZXNLAHZ—H
] BHIIC LV EASNSD. AU AT, 487 I ) BEEr6725 H
Al B (1 80 2 AR 2USFOT I BRI DS LI (8 2 ATHR SR

HHES LRI (5B £ 148,0000 THD.

HE st 7 BEFIKE R AT 4 RiES X1 5
= WEREE < X2 B8
e - 2 | IRIGUIBRASRE 7 FEME B A il

L FEIRIERIBIE DS

WE, RAZIEA ) AT (BE7HHEEZ) & LT1 H 1[E3mgke (KHE)

% 3 MM T 4 BAREEET . 7ok, thobiEmEES & AT 256
A {lg |1E, =R~ T (Bl z) LRI L.

(L FFRIEREIRIR OS5 E

W, RACIFA B A~7 GEEETHEEZ) & LT1H1[F3mgke (KE)

% 3 MG T 4 R AREHET 5.

SR JRUA - R
&€ A AWk, BISE, AR
N J O S R 50
ar BB A CY Ae T GRIGTHURR) |, B 500 mg
= e ] 5% 5 m
HERE DESE B (mg/kg) FARAN
AL > 30 mg/kg

A e -

gy | &5HIM, H& TR B .

R P (mg/kg/day) | (mg/kglday) | T 2D

P |2 HE 3,10, 30 30 30 mg/kg : HMEREL - AR

(q3d % 3) , FUEHEN, ARMERE - ~F
RN ey -~~hZUvh
By
B |1 » AR 10 10 L
(qw x 4) ,
F RN
Y |35 AM 0.1,1, 10 10 L
(79 A1)
(qw x 10) ,
B RN




1.10 #3 - BIEREOREREEROE LD
=R~ T A h=T (BHERA)

H |6 H HM 10 10 10 mg/kg : FARAR « FEHLE
(q4w x 5) , BOWD
RN

2 [ AR e Bt R O W) el 4% G- C M Bt 2 3 L7z,
q3d : 3 HiZ 1 a5, qw: 8 1 B35, gqdw : 4 812 1 [BER5

il

< BT ORGEE >

EW%zmﬁ%(oumwa%%) TRWT, AAIDEMEE X7 20 4 12
Bl (60%) (ZEIMERNRD b=, EREWERIE, #1276 (35%) , FE,
AM(&H)Lﬂ,mn(@n)iﬂ%3M(w%),%5%%,@&@@,
TH & 26 (10%) Thoi-.

WAV 3 AEERER (MDX010-20 3RBR) 2B\ T, ARFINBEMB G 7z 131 #iH
105 5l (80%) IZRIVEMH RO BTz, zfoc IWERIX, THi36H 27%) , *
DEERE, JEITA 3201 (24%) , LD 3141 (24%) , I 2561 (19%) , MR-
16 51l (12%) , EHIBER 15 4 (11%) ThHol-.

<:ﬁw?7(ﬁﬁ%ﬁﬁi)ﬁm&ﬁf®ﬁ%>

[EINEE 2 FHRBE (ONO-4538-17 k) 2B WT, AN =R 1~<7 (EaHE
@z)&mm%ﬁéntmﬁw%MﬂUm%)’WW%# WD BT, R
YERE, 792Z 18 4] (60.0%) , #1661 (53.3%) , HE, |\ \—FiE %
12 5l (40.0%) , AST (GOT) E5&., ALT (GPT) L& % 1141 (36.7%) , %
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