A T o—RmiEEEE 20mg
A T o—REiEERE 100mg
IZEA9 S & #

RGN LR S NI AU LR 2 HER e O DO BRI/ N B i TR £
IRBT 20D TH Y, Yizlfdz wEEH LS ORI BTS2 &
FTEEREA,

INFEARIERASH
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1.5 BEBERXIXEFEROEBRRUMAROER
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/\v75—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



1.5 B R 3FE R D8k Mo OB RS D e
=ARN~T A Y AT (BN A)

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.
2007 Jul;19(7):813-24.

2)  Graziani G, Tentori L, Navarra P. Ipilimumab: a novel immunostimulatory monoclonal antibody
for the treatment of cancer. Pharmacol Res. 2012 Jan;65(1):9-22.

3) Intlekofer AM, Thompson CB. At the bench: preclinical rationale for CTLA-4 and PD-1
blockade as cancer immunotherapy. J Leukoc Biol. 2013 Jul;94(1):25-39.
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1.6 HNEICHE T HERREFICET 588

MHERKIEHA T



1.6 SHEIC

B DA IR S

(2B DR

=R~ T A h=T (BHERA)

1.6
1.6.1

ETERIN TS, SEIC

=R T LAY h~T L OB EDOBHIN A

NEIZHTAEARREICET2EH
NEIZEITHEAKR
=R~ 71%, 2018 4E 4 A 20 HEE, B

ST HA,

= %t B e -

KE KL WNEU 25T 60 7 [ELL
B =R~ 7 OR&ERNEER 1.6.1-1 (TR LT,

ZHEIZB LTI

\ZHEIT 3588 B IVTZFFFE X
(EERE AR YT R
A

[E] T 2018 £F 4 HIT/KRR &4, EU T 2017 4 11 A2 BMS #VEKGBHEE 217> T 2.
KEA SCEOMEZ R 1.6.1-2 IR LT,
#£1.6.1-1 NEIZBITHEREBRKRR
E4 HR5E4 ABE | KA/ EE ZheE - ZhE A - HE
HB
kE |OPDIVO® 2014 4F UKIEVEESA] 0 BV A~7 KO BRAF  HERHE - A&
(nivolumab) 124228 |13 7Lt V600 H{B T2 H MDY |[OPDIVO 240 mg % 2 i
injection, for 40 mg/4 mL 1% BRAF BHLE A C O 1A% [HHRE X% 480 mg % 4
intravenous use (10mg/mL) , | ICHEAHEAT A3 3R B AL 7= [ RIRR C 30 59200 T
100 mg/10 mL R HE TR M B R e 5
(10 mg/mL) X (o i
015 4 (13240 meg24 mL |55 R % A g ol R
3740 (10 mg/mL) VLT & B e SR
(CHETT 338D & U= i
- b B RN AT 23 A
2015 4F 7T FF WA a B e bR
10 A9H ‘{£ X BIRER XTIRE %
ICHEAT SRR LN T-aB
SE/INRRLAT 23 A
2015 4F 5 B A PR E AN L D IR
11 A23H Vi 2 A3 2 HEAT PR R 3
A
BRAF V600 %548 D g5
VIR I T L i
\Zxh9 % AL
2016 4= BRAF V600 1815175 B15
1H23H M D EIBRAHE S VLA P
M S Lk B BRI A
2016 4F EESiilz S RpE AT
5717 H (HSCT) KUk~
LR T NRFFU
TR DRI FEFE SUTHEFT A
D BV LR % v
U ooRfE
2016 4F 7T FF K B G bR
11 A 10 H 112 X B IEH R S UTTER %
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% 1.6.1-1

NEICHITHEEBRE @S 1)

E4

HR7E44

AR
AH

Aie/ & &

2hee - TR

M - HE

K

OPDIVO®
(nivolumab)

injection, for

intravenous use

2017 4F
2H2H

IRVEMEES A -
131 T
40 mg/4 mL
(10 mg/mL) ,
100 mg/10 mL
(10 mg/mL) X
13240 mg/24 mL
(10 mg/mL)

2017 4F
4 H 25 H

2015 4F
9 H 30 H

2016 4F
1H23H

2017 47 H
31 H

2017 49 H
02 H

2017 4 12
H 20 H

7T F I 2 G e iR
A & DB SUTIR IR
TR b, B L
BT 7 FF iz a et
SERRIEIC K D IR
WHBDRIEDN S 12 1 A LI
D R PITHEAT XATHERE ML IR
LR A

HESE L - &
OPDIVO 240 mg % 2
MR bR 313 480 mg % 4
i TR C 30 0T T
SRR EHET D

HZ HSCT KU L3
VT RRFUIEEOR%
SUIHF HSCT 2803 T
U DT RREDERIC
FE UTET AR ST
(BN RN A S N SV IV
i

BRAF V600 A5 o B[
NBE S TSR A L i
WZXHT DAY AwT LD
Of H L

HESE S - &
OPDIVO 1 mg/kg % 30
Gy ORI R,
FHIZAEY h=T

BB BE ST BRSSP B
EIEICKRTT DAY AvT
L OO HEE

3 mg/kg & 90 53 7MF T
AR T S, Zoff
5.3 3 IR T
oK 4 BT 5. %
DO# 1%, OPDIVO

240 mg HiAl% 2 WM
I X 1% 480 mg B & 4
A [ BB C 30 2303 T
REEET 5.

TFerl) IV, A¥F
V) FTFUORNAY T
T3 N K B IEHR%IT R
(TL7z, mEE~A 7t
T 7 A MARLEEMEXIEI A
~ v FEE A KA D RN
ROV (128%LLE) @
AN YAV

HELERE - &
OPDIVO 240 mg % 2 i
T RIRRE C 30 2327 T
W EET 5.

VT 7 =7 XDIRERE
i S Y aw OV

HESE L - &
OPDIVO 240 mg % 2 i
[ R bR 313 480 mg % 4
1 TR C 30 0T T
R EHES D

WRIGEIRZ O VU o EHilsk
Z kD TR M A
e K38 DT 14 il Bl

HESERE - AR

i 1 45, OPDIVO
240 mg % 2 A EMEX
1% 480 mg % 4 JEMH[H
[T 30 23 23 C A E

9 5.
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#&1.6.1-1 NBEIZHEITHEEBRRE (e 2)
E4 R4 ARBE | AR/ EE ZhEe - ZhR A% A&
AHB
*k[E |OPDIVO® 2018 4F RIRVEES A © Intermediate (% poor U A HELEFVE - A&
(nivolumab) 416 B |11 T 7 DRIGE OHEFT MR H OPDIVO 3 mg/kg % 30
injection, for 40 mg/4 mL MANTKT HA U A= 7 550T T AEEEEE,
intravenous use (10mg/mL) ,  |> PR FHICAEY Ao
100 mg/10 mL 1 mg/kg % 30 23 0F T
(10 mg/mL) X ST S, T of
{3 240 mg/24 mL 03 3 BRI T 4 [
(10 mg/mL) EhiT 5. FD%IL,
OPDIVO 240 mg H#| %
2 3 PRI R 51 480 mg
A% 4 38 IR T 30
3T TR
5.
EU® [OPDIVO® 2015 4 OREPEES AL - A DEETT (BIERRRESU L HERE A - &
10 mg/mL 6 H 198 1234 7L fnfe ) BEME L AEIC %97 |OPDIVO 240 mg % 2 i
concentrate for 40 mg/4 mL % HAIEE FAIRIIRC 30 573 C,
solution for (10 mg/mL) X 1% 480 mg & 4 i K
infusion 1% 100 mg/10 mL FEIEC 60 437513 C A
(10 mg/mL) FHET 5.
2015 4 (LFRIEIC X D IBRIE 2 A HER A - A&
10 A 28 H 9" 5 iR A O JRFTHEIT X 1385 OPDIVO 240 mg % 2 i
M - i FE/ Nl it 23 |FET TR C 30 490> TR
A T 5.
2016 4F (LRRIEIC X BIaRE A2 H
4 H 4R ERS YN R AP EL S
LIRS B2 IR/ INHE R A
N A
TGIRIR 2 B9 5 A OHEST HESZ R - & -
B AR S A OPDIVO 240 mg % 2 i
FRE T 30 20T ¢,
X 480 mg % 4 i [H]
IFE T 60 437 F T
T 5.
2016 4= N OHEAT (BIBRAREE L HESE I - &
5H 11 A k) EMERANEIC T A0 4 B (FEHIRE

L4 EY AT L OPE
VS

H1) X, 3 EEEET
OPDIVO 1 mg/kg % 30
oy T TR EE L,
PGS/ A
~ 7% 3 mg/kg % 90 43
T CRFEEET 5.
e < BLANREEINZIE, 2
i 5 [ f& C OPDIVO
240 mg % 30 /37T
T, X% 480 mg % 60
O3 T TR AT
5.
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£1.6.1-1 NEICHITSEEBRRE (EE3)

E4 HR5E4 ABE | AR/ EE 2hee - ZhR Mt - A&
HH
EU? |OPDIVO® 2016 4 ARG A - |8k i HESE L - &
10 mg/mL 11 A21 8 [I234 7L (ASCT) KT L% |OPDIVO 240 mg % 2
concentrate for 40 mg/4 mL PR T RRFUREORK |FHIFRT 30 53 7MF TH
solution for (10mg/mL) X iz FER SUTEATFARD & fiHET 5.
infusion 5100 mg/10 mL |72 g A0t g 5% >
(10 mg/mL) s
2017 4 77 FHRAN L DI
4 H 28 H SUTIERB I TARD 5
LT B R B A
2017 4% 6 H 7T F B & G TR
2 H EIZ K DIRWEARE L7
Motz, YIBRARE7Ze Mt
AT ATHRRSE D RRA D R I
R A

a) FOKREESFRUTL VAR [EUNMBE2HE (NAvX—, TAHTV T, F=za, To~—7, KAV,
TA LT, TANLTUR, Xy, A, TI0R, 7aT7F7, AZV7, 70X, Fh
vr, VhT=7, Vv TANT, NH)—, wVE, FTUH, A=A VT, F—F K, K
VBN, —e=T, AaXR=T, ANRKT, T4 T R, ATz —T U KOEE) WRNZT A
AR, VeTrvaZA N VT o —TER]

LD, UTOETERINTWS.
R AN
AART ), §E, ~hA, YOOTIET, AFH, TITTEREEER, ~VL—, LX), K,
FY, BE, Jux—K F—RANFVT, TLELF L, YUHFR—N, TTIN, AR, =a—
C—F R, HE—NL, BAET, Fv—r, ZUFN, GAFL, AXxTa, RXALTF, N—L—
v, aurET, vy, AL L—TT
SR/ 23 A (LT B Rz IR/ INRaAG 23 A)
AAT TV, §EH, ~ht, YOoOTIET, hFX, TITEREER, ~—, L), Fik,
FY, BE, oz —K F—RANFVT, TLELF L, YUHFR—N, TTIN, AR, =a—
=S5 R, AEx—N, AR, BAET, Fv—r, =TSN, GAF, AFa, REXIAxTT,
N—L—y, a7, a7, Ak~ —7T
RAMAR A A
AARATZN, YUTTIET, AFH, TITHEREER, ~v—, L2, FE, FU, B, 7
Jx—h, A—=ALTUVT, TILBUF, VUHR—IV, 7TV, ALA, =a—TU—F K, &
Z—), AR, BAET, AXTa, N—L—y, a7, aiTERRZA
AR X Y N
ARTxT), YUTTIET, TITHEREER, ~v—, LX), FE, sz — N A—RANT
V7, TABF v, AL R, BE—)L, GAE, Axa N—L—r, HA =Tk oW
R—ib, bva, TS50, B, EE, 1 FEXERNAv—
BRSNS A

ARATTN, YUTTIET, AFH, TITEREEER, v, JUx— N A—XFVT,
TFIAVBLTFo, AR, HE—I, AF¥ia, N—L—r, BA, Fv—1, VTR, B, &
EH, &, A8, 77VVEONMLa
R ERZN AU

—, TR FU, XA, @E, FE, LAy, BB, A—ARTUT, TIVNLVKEPAAL A
KIGW A -

LX), AARATIZI)VRNAA A
BN

HEE OB
FFHERR S A

ARTI), BFHE, L) URORE
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#1.6.1-2 XKERHXEOHME

E4 K[

E}iyi’iz OPDIVO (nivolumab) injection, for intravenous use

&4 Bristol-Myers Squibb Company (Princeton, NJ 08543 USA)
R | i
AZBEHARB | 20144124221
B . B A - BEIFERSA 7 VA 40 mg/4 mL (10 mg/mL) , 100 mg/10 mL (10 mg/mL) & O°

El 240 mg/24 mL (10 mg/mL) g

ZHEE « ZhE | 1.1 TR IIEBEEER A

+ OPDIVO® (=7AR/L~7) %, BRAF V600 B4 2459 5 YIBRAHE T Esfe Mk ik e lf B o

HANRRE IG5 [kt (14.1) 2] .

+ OPDIVO I, BRAF V600 /514 B2 A 3 2 UIBRABE X T MR B Al B E o AR

WAL T D [l (14.1) 2] .

Z OWRNE, SEEAFHRIC S X, REEKGREIE N ORRI L. 2 OIS DR Ok ST
I, BEERBRICB W CHROADIMEZFENIL, T2 ThHS.

A Y A=T EOAT 5 OPDIVO X, UIBRAHE IR v R il ORRE#IS S T2
[BEifatEe (14.1) ] .

Z OWRNE, SEEAFHRICE S X, REUEKGREIE N ORRI N 2 OIS OER OGS
I, BEERBRICB W CHRMADMEZFENIL, RHT22 L ThHb.

1.2 iR A X BB RE
OPDIVO X, RIEUIBRE DV > R Eifnf & £k O USRI EME RO RS O3 iR ihiRiE %
W& T D [k (14.2) 2447 .

1.3 BRI AT A% A/

OPDIVO (%, 7T FFHHK| % & T/t RIS K DR UTIBRB AT 2338 b iEBEIE )
FGZS A (NSCLC) HE iRy A i &9 5. EGFR XX ALK 7/ AgERE 2 H T 5 HBET
1%, OPDIVO #EHNZ Z D X 9 7 BH 2% 5 FDA /KGR % 52 1T T2 E TR EBEI T RO b Tn
HIENVETHD [k (14.3) 2] .

1.4 EITHRMMRS A

- OPDIVO I, I HAEBREANC L A 1ARIEZ AT HHETHEE MRS A (RCC) B O BANRKEZ

WG ET D [k (14.4) 2T .

A Y A~T BT S OPDIVO 1, intermediate X 1% poor U A 277 D RIGHEDESTHEB NI A
(RCC) BEDIRREMISETD [k (14.4) M .

1.5 HBAR DU VN E

OPDIVO (=HR~7) 1E, LLTFOIRRZICHRE UIEIT LR AOHHMAAR XU VoV E
(cHL) BHEDOIREEHEISETD.

- AFEEMESMEEE (HSCT) LOBHE#OT L YF o ~T XRFFy, X

« AF HSCT % & te 3 KIGHLL LB iRk

Z ORI, BRI X RHUKREIE T ORI, Z OIS OEKROMKES, AR

FIRBRICB W CTHRERADIEZIEA L, S8R+ 52 & Thd [MEAE (14.5) 2] .

1.6 HEHRELESA
OPDIVO X, 77 FF 8K % G TLPRIEIC & DIEFET UTTRRZ IREEI TR0 SR X
IR EEESART R S 23 A (SCCHN) BEDIRRAEIG L T 5 (kAR (14.6) M) .

1.7 RE LB A

OPDIVO (=RNA~7) 1%, LLFORITET UTEBIERE RS A BEOREL G E T 5
T F R B AL EREEIC X B IR SUTTR IR IR BT L - B

T F R B G L BRI X D IREUIHTEABIEE DS 12 4 7 IPISR S T L R
Z OEISIE, W R R OF RN S &, REUKGREIE T AR SN, OISO
DHRRESIEE, WEFRBRIC B W TR T2 L, ST 5 2L ThbD kst (14.7)
2] .

1.8 BHEE~A 7T 74 NREEME (MSI-H) XiZI X~y FEREEE (AMMR) O

BHERBBA

OPDIVO (=RA~7) 1%, FAFut ) IPy, 7XFHVTFITFUROAY )T h Nk BI1EE
BITIRBHEAT Lo~ A 7 a7 74 FARLENE MSEFH) X A~ v FEEHEE KB
(dMMR) O#sM%E KRG A (CRC) DR AKOVNE (12 5ELh B) BEOIRREZEISE 55 [k
i (14.8) BT .

Z OMISIE, F% (ORR) KOS &, HEUAGRHIE T ORRENT. Z Ok 0K




1.6 FLEIC

B D ARILAE B9 5 &R

=R~ T A h=T (BHERA)

RBOMKGEARIEIL, MEEABRICIS W CHIRIA HMEZEEA L, T2 TH 5.

1.9 FFHRRDS A

OPDIVO (=R~=7) 1%, VI 7 x=7 X BREELZATHIFHANA (HCC) BHEDIRRE
WIS LT 5. ZoWIGE, RO R R ORI RS &, REURGEHIE TR S, 2
DN DAB OGS, BAERBICB O CHRKRMAAMZIEHL, T2 THD [
Ak (14.9) =) .

R - HE

2.1 SIRTFREX TR RS REEIC T 2HRAR
B
OPDIVO HiAIWIETIL, FBET ITFAR CERVWEENROONDLET,

-+ 240 mg % 2 AR, %

-%m@%4ﬁ%%%
OWNTRLO AT, 30 520 CTRFEFHET D2 L2 HET 2
48)Avi&@%ﬁﬁ&
OPDIVO 1 mg/kg % 30 43/ CHAMFRHER, [FBIZA Y A~7 3mgkg & 90 535 CaififfiE
T5. ZO®EGIE3EHHR CRR4E, UIFETERVWEERRD LN ETO, Wik
WIS ECEIET D, 4 BOAREZE THIT, WEEITUIFR T RAVEFEESRD 6N D %
T, OPDIVO Hifl%

- 240 mg % 2 AR, %

+ 480 mg % 4 EMIFERE
DT IO T T 30 5370 THRIBFHET 2 2 & 259 2. BEBKICELD, A1) AvT
DI CEREE RES Z L.

2.2 B RAIEICH DI MBREIC RS 2R R
OPDIVO ¥, HEOBHRE IIHATERVWEEREONDHET,
240 mg % 2 AR, X%
+ 480 mg % 4 JEMIFEE
OWTNOAOHET, 30 90T TRIEFET D 2 L 2HE5ET 5. 2k, BREHMEIRE 1FME
T 5.

23 NSCLC iZBi} 5 H#RAR
OPDIVO ¥, BT UFHFE TERVWEEPBDOLNDH E T,
240 mg % 2 AR, %
+ 480 mg % 4 AR
OWTHNAORAET, 30 50 CREHFET S 2 L 2HERET 5.

24RCC 2B B HRAE
OPDIVO HLARIETIE, RBET UIFFAR CE RV EHEENRDOONDLET

-+ 240 mg % 2 AR, X%

+ 480 mg % 4 JERMFERE
DOWTNNHDOHET, 30 0000 TERMEFET S Z & a5
AU L~T L OBREE
OPDIVO . A U A~ 7 OB AL TIE, OPDIVO 3 mg/kg & 30 43 7H ) CTAIMEER, RBICA
E) A~7 1 mgkg & 30 0 CEIEHIET 5. 2 OFR53 3 BEEIN T 4 £S5 [k
B (14.4) M) . AROPRREE S THIL, BEET XUIFAETERVEENEBO LS £
T, OPDIVO Hifl%

+ 240 mg % 2 WFIFERR, X%

+ 480 mg % 4 EMFRR
DOWTRNO R T 30 4300 THIEFFET 5 2 L 295, HERBITESLD, 1) a<T
DU CEREE RESTZ L.

2.5 cHL IZRI1T 2 HERA &

OPDIVO ¥, BT UFHFETERWVEEPBDOLNDH E T,
240 mg % 2 AR, %
+ 480 mg % 4 AR

OWT IO FHET 30 0T CEMEET S 2 &2 H5E+ 5.

2.6 SCCHN (Z3\) B H#R f&

OPDIVO ¥, HEEITUIHE TERWVWEENBOLNDHE T,
- 240 mg % 2 AR, X%
+ 480 mg % 4 JEMIFERR

DOWT NN FHET 30 00 CRlEFET 5 2 L 2H#E5RET 5

27 R ERBAICRIT S HEERE
OPDIVO 1%, JHEBMEIT IR T RWEEREO b b £ T,
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- 240 mg & 2 AR, XX
- 480 mg % 4 HFHR
OWT IO AET 30 50 CRIEFHET 2 2 & 2 HET 2.

28 CRC 2B} 5 HRAHE

OPDIVO X, BT UFHFETERWVEEPBDOLNDH E T,
+ 240 mg % 2 EMIFERR

T30 S CRERET 2 2 & 2SR5,

29 HCC IZRIT A HERAE

OPDIVO 1%, BT UTHFETERVWEEPBDOLNDH E T,
- 240 mg & 2 AR, XX
+ 480 mg % 4 AR

OWT IO HET 30 0T CEMEET 2 2 &2 #5425,

E=35) L
B M | 51 SBETEMERR
B EOBE OPDIVO % 512 & 0 ey M EENfilgG AR (BIEREAT oA ROMEHZLEL L, ISR B

BRNLDLIER) WEBTL2IE0NDD. Bt e MEMERRE OME L H 5.

TR 1 & 2 IR OB CIER DO F IOV THEEEE=F Y /T 5 L. hkE
(Grade 2) XIE LV HJE (Grade 3-4) OfilEKIZOVTIE, BIBREAT a4 R 1~2 mgkg/day
(U R=Y MY E) 285, 20%, ZnZ2WKT5. EE (Grade3) IEMEL T
(Grade 4) M2\ "ClE, OPDIVO OF G- Kfehic i L, H4E (Grade 2) Offififseic

DWTIE, [EIfET 5 $TOPDIVO OG22 HWird 52 & [HL - HE 2.10) /] .

OPDIVO %

OPDIVO % B A G- SN TWABHE T, ENMTEMEMIRE DS EF D 3.1% (1994 45 61 44) TR
Oohil. BEETOWMOFIRMEIX35 A FFE 1 H~223 B H) Thoto. SENTEMEN
figg2s D 7=, 1.1% T OPDIVO O 5 Z KfeHc ik L, 1.3% CTHS5-Z2 hlr L=, gk Z2 83 L
TFHBEDOR 9% CRAEDRIEREAT oA K (FLU K=Y MY ETI H40mg bl k) 25
Eh, HEGWMoOFREIL26 B @GP 1 BH~6 8 H) Thotz. BED 67% TR E AT 1
A RO 5%, ERAZECEE L. 72, BEOK 8% T OPDIVO O #: 5 BR# (Ml
DEFNRD BT,

OPDIVO K TX1 E°Y A~ 7 PEHH W)

OPDIVO 1 mg/kg K O ¥'Y A~ 3 mg/kg OOf L

OPDIVO 1 mg/kg B O ¥V L~7 3 mgkg % 3 BB CHARG SN TS HBET, RENME
MMl N EBE D 6% (407 4 254) TROLNTZ. BEE COMMOFREIL 1.6 VA (#
124 A~10.1 B A) Thoiz. SENEMEMEE D2, 2.2% T OPDIVO KU v Y A=
PG Z KRN IE L, 3.7% CHLG-% Pl Lz, ilildids Z2 6B L= B 0 84% Tl B DR
BEEATEA R (FLR=Y U MYETI H40mg Ll E) 2GS, 58O FRET 30
H (#PH:5 H~11.8 1 H) Tholm. BED 68% TIERNEEICEE L. £72, BEDOK
13% T OPDIVO D% 5- PB4 12 fiillgise D FIE 3780 iz,

OPDIVO 3 mg/kg K O ¥'Y L~ 1 mgkg O
OPDIVO 3 mg/kg X O 'Y A~ 1 mgkg % 3 EMMECOHAELG SN TWDEET, RENE
PR A 2N B D 4.4% (547 4P 24 4) TRO LN, FEE COHMOPRET 2.6 7 (§
8 H~92 W H) Tholo. ENMEMMIER D=, 2.0% T OPDIVO KU £ Y A~ 7 (A
B b2 Kb L, 1.6% CTHE-Z Flr Uiz, Hiilgsk 2388 L7 BE 0K 92% Ca AR ORI
FEATOA R (FLR=Y UHEET H40mg Ll b)) AESh, BEHRoP L 19 A
(fEFH : 4 H~32 7 H) Thol=. BEOHN SN TEAHBRIBKEAT oA RiTx, 417U x
R T OEEPRE L o7 BED 79% TR FEAIZEE L, OPDIVO KU B Y AT D
PER B 5B b g OFRITRO b ol

5.2 FBENTEERBX

OPDIVO # 52 B3 A2 BN TEMERIBR (RIBEREAT v ROEREZLEL L, Bk
RN NHDOEER) BPRITIZENDHS.

KIGHR DMERIER DI HSONWTHREELE=F Y /T4 L. BHE (Grade3) XIFEmEEHH
9 (Grade4) KIGRIZHOWTIE, BIBFKLKEAT oA K 1~2mgkg/day (7L K=Y Y &E) 2K
5L, 20%, ThEHET5. 5 AMEZB2 TR T 2 T%E (Grade2) DOKRIGRIZONTIL,
RBIBRE AT oA F05~1 mgkgday (7L F=Y AN E) 2&5L, 0%, LT 5
B, BIBEEAT A RERBLTHLELT 22, WEXRDLNRWGEAIE, AEE 1~2
mg/kg/day (7' R=> Y &E) ([Z8HET 5.

FRASEE VX E RS (Grade 2 XUE 3) DKL IZOWTIE, OPDIVO O 5.2 4 5. s
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7 (Grade 4) KJEZ<° OPDIVO O H-FHCTHIE L7 KIBRIC OV T, OPDIVO D5 % ki
WICHIET D & [ - HE 2.10) 2] .

A Y L~T EORBEEDRE, TEE (Grade2) DRIFRIZOWTIE, OPDIVO KA B Y
LT OB ETWT 5. EEXIAMEE DT (Grade 3 X 4) KIFRSLHIE Lo KIBRIZON
TIE, OPDIVO kUM VU A= T OEG 2B T IS5 2 & Uk - HE (2.10) /] .

OPDIVO B A%

OPDIVO % HiA# 5 SN TWL BE T, SENTEERIBRNEF D 2.9% (1994 4 58 4) TR
O HNTz, FBFE COMMOTRMILSI A @A : 2 A~209 7 H) Tholz. GENMTEEKR
RO, BED 0.7% T OPDIVO D5 ZxGIICHIEL, 1% THREGZFEI L. KIBERM
BOHNTBFEOK N% B EHEORMBEELEAT oA K (FL F=Y UMY ET 1 H 40 mg 2L
k) 2GS, BEHMOFREIZ23 B FEH: 1 B~93 T H) Thol. 44DEETH
FAEORIBREAT oA RINzA 7 VFv~70R5208E Lz, BED 74%055412E]
B L7, BEDK 16% T OPDIVO £ 5-H I KIFR OFFR GO i,

OPDIVO & OF1 E°Y A~ 7S

OPDIVO 1 mg/kg B O ¥'Y L~ 3 mgkg O

OPDIVO 1 mg/kg B O ¥V A~7 3 mgkg % 3 BB COHARG SN TS EBET, RIEMNME

PERIGRDEBE D 26% (407 491107 4) THROLNTZ GADOETEET) . BHEE TOYFD
Pl 1.6 A H EFH -3 A~152 7 H) Thot-. FREMEMERBADT-9, 16% T OPDIVO
KOS BV A= T PRS2 KBNS IEL, 7% TR 2 Lz, KIBEIRD b BED

F96% CEABEDBIBEEAT oA F (FL F=Y U HYETI H40mg UL E) &b &hn, #

SR oOmREiX 11 8 A G : 1 B~12 5 H) Thoto. $23%DHBETEHARDOEERE A
TaA NIz, A7)V ~TOERENRMNEL R -T2, T5%DEENERICEE L. £,

BH DR 28% T OPDIVO KU B Y A~ T (i 5 OHBEBZRIC KGR DOBIERZED b,

OPDIVO 3 mg/kg K O ¥'Y L~ 1 mg/kg OO

OPDIVO 3 mg/kg KO B U A~ 1 mgkg & 3 BHME COFHE G- STV 2 BH T, RENMNE
PERIGRNEE D 10% (547 4% 52 4) TROLNZ. BBE CoMMOPREIX 1.7 H A G
(2 A~192 4 H) Thotz., SBENMEMKRIBEDIZD, 3.5% T OPDIVO KU B U A=
G2 AR IE L, 42% CHRGZ Ml Lz, RIBRBRD S EBE 0K 83% CTr l&Eo
BIBEEAT A K (FL R=Y U MHYET H40mg Ll b)) 2GS, #5HMo bR
21 AW @G : 1 B~27 7 H) Tholz. K23%DEETHHAROEIBREAT A Rz,
A7 VXU TORGBUEL o7, 89%DBENERIZEE Lz, £io, 24 DHBET
OPDIVO KO B Y A~ T (A5 O BB KGR OBHEIED bivi.

53 SENTEMATR

OPDIVO # 5-12i2 & 0 e eI R RIBREAT oA RELEEE L, MICHMERHERI 2RV
DEER) NRETDHZENH L. FHATROR GBI ENIC, FHREREER S OF E
OWNWTHEHELZE=FV 7 +52 . EE (Grade3d) XIIAmazE )+ (Graded) FT7 AT
F—¥ LS (FHoORE Y L E UV BEMOAHEEZRD2RV) (20T, BIBEEAT A K1~
2mgkg/day ('L K=Y Y E) &5 L, 0%, ZhzlET 5. 1%E (Grade2) @ b
FUAT I —E EFIZOWTE, BIBEREAT 2 A K 0.5~1 mgkg/day (7L K=Y fHY &)
45,

a2 A (HCC) TiEAWEFEDLES, FEE (Grade2) DRIENTEMEIFRICOWTI
OPDIVO O 5.Zthilr L, HEFE (Grade3) Xi3AmzEHd (Graded) FIENTEMITRIZOWT
I%, OPDIVO Ot %Kk Ib3 52 & [k - HE (2.10) 2T .

HCC BF DA, R VI Lo BN TEMEFROEELE, WO X—RAT A D AST LN ALT
I2353% OPDIVO O 5% kfthcH Ik, I SUIikeE T2 (4 - A 2.10) 2] . 1=,
SIE N TEMEIFRIZ X Y OPDIVO O 5% Fli X T H Ik L2581, RIBREAT A K1~
2mg/kg/day (7L R=Y U #%E) &5, TO%, ZhaWiEdss.

OPDIVO B A%

OPDIVO % HiA# 5 SN TWLEE T, SENTEEFRNEED 1.8% (1994 44 35 4) T
bz, FEBE CTOMMOPIRMILIIHA @FH: 6 A~9 W H) Tholz. HENEMEFED
55 0.7% T OPDIVO OG- KFINTPIE L, 1% TREEZTWL-. IFEERHEL-ETOR
HECEHAROBIEREAT oA K (LU R=Y VS ETI H40mg LLE) G Sh, #5400
OFRAEIZ 23 H @HiPH : 1 H~2HH) Tholz. 24 DEE TEARDRIEEE AT aA K2
ZIaTx ) —ABOBEENEL L-. BEDO 4% NERICEE L. 72, BEDOFK 29% T
OPDIVO D 5-FHBIZICIFROBERNRBD bl

OPDIVO K N1 E°Y A~ 7 (el

OPDIVO 1 mg/kg B O ¥'Y L~ 3 mg/kg O

OPDIVO 1 mg/kg X O 'Y A~ 3 mgkg % 3 EMMECHMZELG SN TV EET, BENME
PERFRANEBE D 13% (407 40 51 4) TRO LN, ¥BE CoMMop T2l v A G




1.6 AMENCE T D ARSI T 2 &k
=ARN~T A Y AT (BN A)

B 15 A~11 7 H) Tholz. SENEEIFELD 5B 6% T OPDIVO KU B Y AT &S
EAKBANZHIEL, 5% CTHREZFBI L. HFREEBELIZEFEOK 2% CEARORIEREAT
oA R (UK=Y UMY ETIH4mg L L) AEGEn, BREHMOPRMIT 11 28
fH:1 H~132H4A) Thote. BED 75%MNEaIZMEE L. iz, BEDK 11% T OPDIVO
O 5B IR OFRNRD Sz,

OPDIVO 3 mg/kg K O ¥'Y A~ 1 mg/kg OOF AL

OPDIVO 3 mg/kg X O 'Y A7 1 mgkg # PEHEE STV 5 EE T, GENEETRNEE
D 7% (5474 384) THROHLN. BEF COHMOFREIZ2 2 A (P : 14 H~268 %
A) Thot-. SEMEMEITRD 9 B 3.7% T OPDIVO KA v U A~ 7B 5 % kFer itk
L, 31% CHELGEFW Lz, HREZHRBLLIZBEOKN % TEHEORIBEREATrA F (T
K=Y UMY ET H40mg L L) AEEGEn, BSHMOPRMEIT 1.0 78 (P : 1 B~40 %
A) Thot-. BED 8T%NFRIZEE L, OPDIVO K UA v L~ 7 OO 5% b ITA
DEFBITRO N7z,

5.4 FENEENDWEE

TRAESK

OPDIVO 52 L 0 FTRAKRSHEKILT D E03H 5. FTERAKROBESEROF IOV THREE
FT=H VU TTHI L. FEE (Grade2) LD FEIKRIZOWTIE, FEEMEEES HIUEHLE
UITERRERITY, BIBREAT oA NI mgkgday (FL =Y ARYE) 2#%5L, 0,
INEWERT S, PEE (Grade2) XIXEE (Grade3) @ FIEMARKIZOWVTIE, OPDIVO D#h5
WS, EMEENT (Graded) FIEAELKIZOWTIE, OPDIVO O 5 % kFMIZHIET S
[V - A (2.10) BT .

OPDIVO 1%

OPDIVO ZHLAI G- SN TWHBHE T, FTERERDPEED 0.6% (19944 H 124) TRH LI
-, BHEETOHMOTRMEIZ49 H A &P : 14~11 B H) Thotl-. FTEEEDE-D, BE
® 0.1% T OPDIVO D&% KfktANZHIE L, 02% CTEREAZFRT Lz, FTERIERDEE DK 67%
WARNVE U RRREEZZITTEY, 3B3% CTEHARORIBEREATaA K (L F=Y U HYETI
H40mg Bl E) 2h53ni. HEMEOPAFEIL 14 B @ : 5~26 H) Tholz.

OPDIVO K TX1 E°Y A~ 7 PEHH W)

OPDIVO 1 mg/kg B O ¥'Y L~ 3 mg/kg O

OPDIVO 1 mg/kg KO U A~7 3mgkg & 3 BRI CHHEG SN TWDBHE T, NTEERX
BEBED 9% (407 4 36 4) TROOLN. FHELE TOHMOFREIL 2.7 4 H (FPH : 27 A~
550 H) Thotz. THRIKEDZD, HED 1.0% T OPDIVO KA B ) L~ 7O G % Kivi
BNZHIE L, 3.9% TG AT L7z, FTERELDEE DR 75%IZHRVE A FREEEZITY, 56%
TEHABRDRITREAT oA K (FU K=Y UMY ET] H40mg Bl E) 5 SN7-. # 5
OFHEIX 198 @GP 1 B~20H8H) Thot-.

OPDIVO 3 mg/kg KO U L~ | mg/kg DO HHEE

OPDIVO 3 mg/kg K O 'Y L~ 1 mgkg % 3 MR CTHAKG INTWDLEET, NEEE
NEBED 4.6% (5474 254) TROOLNZ. FEHRETOHKOPRMEIZ 2.8 B H HFH : 1.3 0
A~13HA) Thotz. FTEIKKRDIZWD, BED 1.3% T OPDIVO kA VY A~ 7 PFHEL %
KBRS IR L, 2.6% CHEGE2HET L7z, TERIKEOEBFZ ORI 712% IR NVE A FIRIEEITV,
60% CEMEDRIBFKBEAT A F (FL =Y MHYETI H40mg L) BEE5EnE-. &5
WM oOFRMEIZ 10 B @B : 1 B~16 W H) Thotz.

BB ER 2

OPDIVO # 512 LV BIBMEER &N RBELTH 2 e dH 5. BIBHEER EDOBECIEROF EIZ DU

THREZE=FV 732528, EHE (Grade3) XIiT&EMZEENT (Graded) RIBHFEAEIZO

Wi, FAIBEREAT A R 1~2mgkgday (FL F=V AN E) 251, Z0%, Zhial

W95, %R (Grade2) DOFEIBHERER AT OV TIE, OPDIVO O#% 5.2 i L, HE (Grade

3) XA )T (Grade4) FIEHEFEREIZ oW TIL, OPDIVO 0% 5 Z kiiiz i+ %
[ - A 2.10) /T .

OPDIVO B A%

OPDIVO Z# HAIBH SN TS HEHE T, RIBHIERENEHED 1% (199447 204) TROHLH
7=, REETOMMOTRMIT43 B A G : 15 B~21 B H) ThHho7=. BIBHEEREDT-
®, BHED 0.1% T OPDIVO OF 5 Z AN H 1L L, 05% TEEEZFE L7z, RIBEIERENR
O 6T HBE DK 85% IR VE UHTIIEEITY, 25% CEARDRIEEEAT A K (FL R
=Y UMY ET H40mg UE) G EN. BEEomREZ 11 e GEE 1 B~1 8 8)
ThHolz.

OPDIVO K N1 E°Y A~ 7 (el
OPDIVO 1 mg/kg KO U A~ 7 3 mg/kg OUFHHEE
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1.6 AMENCE T D ARSI T 2 &k
=ARN~T A Y AT (BN A)

OPDIVO 1 mg/kg KO U A~ 7 3mgkg & 3 BN COPHEE SN TV EBHE T, RIEHE
RENEZED 5% (407 4H 21 4) TRHO LN, BEE COYMOFRMEIX3.0 7 3 G : 21
H~94 7 A) Thot-. RBIFHEEREDT-D, HHED 0.5%T OPDIVO K1 'Y A~ 7 HFHE
HaEKGICHIEL, 1.7% G2 Pl Lz, BIEHEER SR b BE O 57%I12h /0T
VIRRIEEITY, 3% CRARORBIBREAT oA K (L F=Y VYR T1 A 40mg UL L)
NG ENT-. HEHMOTREITIoO R @ 1 H~27 4 H) Thor-.

OPDIVO 3 mg/kg KO U A~ | mg/kg DO

OPDIVO 3 mg/kg K O vV L~ 7 1 mgkg % 3 MR CTHMAKEEGEINTWLEBET, BIBHKLE
RENBEFED 1% (547 4% 41 4) TROLNZ. FEEETOYMOPRMET 340 A GEHE : 2.0
HH~23HBH) Thol=. BIBEEREDD, BED 1.3% T OPDIVO kU 'Y A~ 7 OFH
PG A KBRNCHIE L, 2.0% CHRG-% Pl Lz, BIEHEEETR 20RO T BE DK 93% 128V
EUMAIIEEIT, 18% CRARDRIBEEAT oA K (FL F=Y UM% ET 1 H 40mg LA

F) b asnk. HEHMoPR@EiX 12 B @EF: 1 B~56 0 0) ThHoT-.

FOR RS REK TRE K O IR R RE TLHEE

OPDIVO 512 1 0 B SRR HE BB 2 2 L 3 5. BGaIR OGP I EHN
2, HURERSREAZ E=2 ) v 7952 L. HRIMEREIK FREIC DWW, RVE U HFERE 21T
5. BRIMSRETTHEEIC OV CIE, 2 ha— O OIS ERREH A BT 5. BRISREIE T
JiE X 0% AR IR BE TUESE 12 %19~ 5 OPDIVO Ol B3 IcHESE S 7w,

OPDIVO ##)57%

OPDIVO # HAIF 5 X TV 5 BH T, HURIRESEEIK TE UL RIS R IR TEICE 5 FUR IR A
BED 9% (1994 4 171 £4) TROOLN. FEECOHMOPRMIT 29 # A (FPH: 1 A~
166 7 A) Thotz., FIRIREEIKTIENRD SNZELEORH 19% TCLRF aF v o infh s
N, 4% TCTIEHEIBEEAT oA FEELMLETHo 7. BED 35% CRIENTED bivi.

OPDIVO # Hifl# 5 ST\ 2 BE T, HURIMERETIEE N BE D 2.7% (1994 44 544 ) TR
OoHNTz. FEHRETOMMORRMIL 15 VA G : 1 A~142 B H) Thoiz. HRIMERETT
HESE D BB DF) 26% T A F~ > — /L3, 9% T carbimazole 78, 4% TT R E/LF AT TN, 9%
TEIBRKREATaA RREE Sz, BED 76% CRIENRD bivi.

OPDIVO R TF1 E°V A~ 7 HE e

OPDIVO 1 mg/kg X O ¥ A~ 3 mg/kg OOf L

OPDIVO 1 mg/kg XU BV A~ 3 mgkg % 3 HBEME CHARG ST DEET, FIRRE
REAR FRE SV R ARBERE AR FAE IS 2 FUIRIRE BB D 22% (407 4 89 44) TR L. %
HETOMMOFRMIET 21 A @M : 1 H~101 BA) Thotz. FUREERES TRESUTHR
MRDRD SNTZBE DK 3% TLRFrFL UoRNRESh-. BED 45% TRENRD b
7=.

OPDIVO KOS BV A~ 720G SN TWEEBE T, FIRIMEREIEENBED 8% (407 4
34 4) TROLNE. BBETOMBOTYEIX 23 B i 3 B~3.7 #H) Thot. H
RNFHERETTHEIE D FBFE DK 29% TA F~ ' — /LA, 24% T carbimazole 234 5- S iz, BED 94%
THEIENRO bk,

OPDIVO 3 mg/kg KO U L= | mg/kg DO ¥

OPDIVO 3 mgkg X BV A~7 1 mgkg % 3 HEMBCHHREG SN TOLEET, HIRRE
BEAR FAE S AR AR AE IR FAEICTE 5 FURARA B D 22% (547 4% 119 4) TR LI, %
BETOMMOTRMIL 22 A G : 1 A~214 B A) Thov-. FRIEEEEIR FAE T AR
MREDRED SNTZHBEOR 716% TLRTF XL o EEIRE. BED 31% CTRENRED L
7=

OPDIVO KO V'Y A~ T Z P STV DHEE T, HURIMERETTEESBED 12% (547 4
66 4) TROOLNIZ, FKEETOHMOPRMEL 14 VA (6 H~142 W H) Th-oiz.
R IR RE TUHEIE D FRE D) 14% TRA F~ V — /LA, 3% T carbimazole N5 37, BED
85% TEIE DGR H LT,

1 BB RS

OPDIVO #5412 L 0 1 RIS NIRRT 52 L83 H 5. BEOFEIOWTEELE=FY) T
FTH5Z L. HE (Grade3) mifgEOEFITIE, = br—A2E 55 E T OPDIVO O # 5
T 5. Afzg )T (Grade4) FIHFTIX, OPDIVO #% 5 % Ktz hik+25 2 & [
e A (2.10) 2]

OPDIVO H A

11



1.6 AMENCE T D ARSI T 2 &k
=ARN~T A Y AT (BN A)

OPDIVO #HiAIF G SN TWDHHEET, FERFVEED 09% (1994 £ 17 £4) TRHLHH, 9
B2 AIINEIREES R TV K=V A ThoTe., HELE COWMOPIMEIX 44 B A (G : 15 H~
21 A) Thoi-.

OPDIVO & O E°J A~ 7 (A

OPDIVO 1 mg/kg B O ¥V L~ 3 mg/kg O

OPDIVO 1 mg/kg KO U A~ 3mgkg & 3 BRI COHHES SN TS BHE T, BERMHEN
BED15% @074 64) TROLNL., BEECOMMOFRMIZ 25 A (EFE : 1.3~4.4
J1H) Toholz. OPDIVO KA BV AT OO GIX 1 A OBF THIETL, BERFBERIE L
2% B O BECRERICHIE L.

OPDIVO 3 mg/kg K O ¥'Y L~ 1 mg/kg O FEE

OPDIVO 3 mg/kg X O 'Y A~ 1 mgkg % 3 MMM CHAEG SN TWDEET, FERFM
BED27% (5474% 154) TROON-. FBHETOHHMOFRMEIL 32 2 H &P : 19 A~
168 7 H) ThHo7z. OPDIVO A & U L~ 7 OO G ITHERF 2 FAE L7235 D 33% T
WrL, 20% TARBAIICHIL L7z,

5.5 SUEMTEHB AR OVBHEEES

OPDIVO # 512 & 0 SafE MEMER R (BHREREE T Grade 2 L LD 7 LT F=v#imaidH v, FI
BREAT A Rl U, MICHfRBRRARNS0EER) BNEBAT2ZERHDH. BT
K OBEEHIB R EMNIC, g7 V7 F= o BN EICONWTREEE=Z YL 7T52 L.
Hfna )T (Grade4) M7 L7 F=2BINCOWTIE, RIBEE AT 1A K 1~2 mgkg/day
(U R=Y UMY E) 2851, 20%, ZnZEET 5. F%E (Grade2) MITHEE (Grade
3) OIEZ LT F =N HOWTE, BIBREAT v A R 0.5~1mgkg/day (7L K=Y Y
8) 2515, BT UIEESRD bR WA, BIBREAT oA ROMEE 1~2
mg/kg/day (7L K=Y A4 E) ICHERETS.

A (Grade2) XIXTEE (Grade3) DIMiEZ L7 F =2 HIMMNZ-OWTIE, OPDIVO O# 5%
WrL, £EfmzErT (Graded) MIEZ LT F=HNICHOWTIE, OPDIVO DO# 5 % kit
3%, % HE 2.10) ZH] .

OPDIVO B A%

OPDIVO % B A G- SN/ BED 1.2% (1994 47 23 £4) CTHIENTEMERF R K OIS RERE 23R
HHN, BEETOHMOPIAMIL, 46 A @ : 23 A~123 B H) Tholz. GEMENER
RIEOBHBEREED -, B D 03% T OPDIVO O#5-Z K fiic ik L, 0.8% THG-Z iy L
7=, BE2BICEHEBORIBREAT A K (FL F=Y U fHYETI1I H40mgllt) 2H51L,
BHWMOFRRMEIT 21 B FHPH: 1 B~154 8 H) Thot-. 48%DHRETELEICMEIE L.
OPDIVO O #5155, BRMKOBHEEREE N HR LIBFITRO oo T,

OPDIVO R TF1 E°Y A~ 7 HE e

OPDIVO 1 mg/kg K O ¥ A~ 3 mg/kg OOf L

OPDIVO 1 mg/kg KO 'Y A~ 7 3 mgkg % 3 MR COFAES S BED 22% (407 4 H
944) THIEMEVEBR R OB E RO b, BEE CoOMMOFRIEE, 27 80
Bl :9 B~79HH) Tholz. FENMEHEB LK OEREREDT-®, BED 0.7% T OPDIVO K&
OA BV A= 7RG 2Pk L, 0.5% TG4l Liz. K 67%DEFICEm RO/
BEBEATEA R (FL =Y U MYETI H40mg Ll b) %51, B5HMOFRET 13.5
B (#PH: 1 A~11H0H) Thot. BELBEMNERICEIE L. OPDIVO KU B'Y AT D
DFAE S 2B L7 24 T, BREOCBHBEREDOHRITRD OhRhoTz.

OPDIVO 3 mg/kg K O ¥'Y L~ 1 mgkg O

OPDIVO 3 mg/kg KU ¥ U A~ 1 mgkg % 3 HHMIE COFHE G SN BED 4.6% (547 4
254,) THIENTEMER R R OVBHHSREE E 23500 DAL, RELE CoMM ot i, 25 v A i
Bl :1B~13247H) Thole. RENMEMEBERELOBHEIREREDZD, BED 1.1%T OPDIVO
ROA ©U b~ 7 OG22k BRIChIE L, 27% TG 20l Lz, K 76% D ERFEICEHED
RIEREAT oA R (FL =Y S ETI H40mg L b)) 25 L, H5HIEO D RES 15
H (P : 1 BH~59 7 H) Tholo. 64%DEFTELEIZREIE Lz, 1 4 DEFTOPDIVO LY
A B Y A= T OO G E %I RREREE O R0 ST,

5.6 SEMTEREO B E ORIVER

OPDIVO #5012 L0, AF 4 —T v R « Vg v ) U5l (SIS) M O35k 3 1 8 58 Al ie
(TEN) 72 & OGN ERBRRIT 52 E08H Y, LRI &R DEFNBRD SN TWD.
SIS X% TEN OFEWR U AEN D b 7=8A1%, OPDIVO 05 & ik L, & OGO -
DIZEEZHMEE BT, SIS XL TEN 2R S840, OPDIVO O# 5.4 5221k 3
D [ A 2.10) 2]

GENENERB O S B, BHE (Grade3) XIIAEmzENT (Graded) FBZBIZHOWTIE, BIBEE
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1.6 FLEIC

B D ARILAE B9 5 &R

=R~ T A h=T (BHERA)

A7 8aA R 1~2mgkgday (7L K=Y Y% E) 2&5 L, TO%, ZhzlnkTs. HEE
(Grade 3) DFIBIZOWTIL, OPDIVO O 5% Hlir4 5. £EmzEHo7 (Graded) HBITOWN
TIX, OPDIVO O#% 5 % kfehz b3 5.

OPDIVO A%

OPDIVO % HiAIF G- SN 7 BE D 9% (1994 4 171 £4) THRIENEMERERRB O L, BELET
O OHRIEIL 2.8 B P : 1 BARM~258 B A) Thol-. SENEERB OO, BE
® 0.3% T OPDIVO D#5-Z K femic ik L, 08% TG AW L7z, BZBE2RRLI-BHEOH
16%IZEHEDRIBRLEAT oA K (FL R=Y U MHYETIH4mglE) 2#5 1L, #5100
@*%Eﬁua(ﬁﬂzlﬂwgﬁﬂ)f&@,%% B EAT oA R RS L.
48% DBHE TREAIZEIE L. 1.4% D BE TRENERIZEIE L72%I1Z OPDIVO OF 5% 7
L, BIERERELL.

OPDIVO K N1 E°Y A~ 7 (el

OPDIVO 1 mg/kg KO ©° U A~ 7 3 mg/kg OO R

OPDIVO 1 mg/kg KO U A~7 3mgkg & 3 HEFRE COPRAE L SN EBHED 22.6% (407 4 H
%%)f%r TEMERENRO b, BB CoMoPIEiX 18 A @PH: 1 A~97 #H) T
Botz. RENEMRB DD, BED 0.5% T OPDIVO LU BV A~ 7 GG % Ko
tb,w%f&5%¢%bt.%@%%ﬁbt%ﬁ@%N%K%%%®ﬁ%&g1?m4F(7
vF:fVW%iTlE«mguL)%&5L,&5%%@¢%mimﬁ (#PH : 2 H~4.7 7
H) Thotz. 47%DBETREEIZEIE L. 5 6%DEHE TRAIZ[EIE L-%IZ OPDIVO KU
VY AT OB G EEE L, BN L.

OPDIVO 3 mg/kg K O ¥'Y A~ 1 mgkg O

OPDIVO 3 mg/kg X O 'Y A~ 1 mgkg % 3 B COAEE SNIZBED 16.6% (547 4 H
91 £4) THIES fé%ﬁ# WO B, BEEETOWMOFRAEIL 1.5 A GG : 1 H~209 4
A) Thotz. RENFEERIZOT-D, BED 0.5% T OPDIVO KU v Y A~ T tHEE %Kik
%K%mt,w%@&ﬁ%#%bt.%%%%ﬁbt%ﬁ@%w%t%%i@@%&gx%m4
F(ka:fymégfla«mgui)%%ﬁb ﬂﬁ%ﬁmw%muzsa(ﬂ@ 1 H~
231 B H) Thotz. 64%DHEEFETERZEE L. K 3.6%DHEF TREAICEITE LI
OPDIVO } UM BV A~ TG 2B L, RBRERLE.

5.7 SEATEMERN A
OPDIVO #5128 0, MBI ZRIBR D 72 W GE N TEENR BT 5 Z L Bb 5. WRIERER
?5%%KOP1ﬂﬁ%ﬁ7 P IE, MRREEFE O LS, M MRI L OWEHEZRIN & E N5
A, ZAUTERE S 7.
*@ﬁﬁ%%ﬁ@@@%mﬁﬁxiﬁ%ﬁ@%bt%ﬁfimmwo®&5%¢ﬁb FRAEEE 7>
D O IR E L Téﬁmﬁxi%@%@ﬁl%%@fétb@&ﬁ%ﬁo Sy
TEPEIN S #%ﬁbt%%1m®rwwaﬁﬁht BIBRE AT a4 R 1~2mgkgday (7
vr VUMY E) b L, T0Dk, ;ﬂ%ﬁﬁ?é ﬁﬁ TEMEN 75 TlX, OPDIVO D#:5 %
Wik B LY HE 2.10) 2T .

OPDIVO %

OPDIVO % HiAI#R 5 SN2 BED 02% (1994 4 34) THRENGRO LN, 1 ADOEFTIE
OPDIVO DN IE S, BIBEEAT oA RBRFRGIRZICHLr»b 6, &5 72 1 A%KIC
HAA RN R RO BTz, FOfh 2 4 OFEFE T, [FIFE HSCT MifTHICMAE NI Lz [
R OMEH EorE (5.10) M) .

OPDIVO J TX1 E°Y A~ 7 PEHH W)

OPDIVO 1 mg/kg K O ¥ A~ 3 mg/kg Of L

OPDIVO 1 mg/kg KO ¥ U A~ 7 3 mgkg & 3 B COFAEE SN 14 (02%) T, &5
Mo 1.7 B ABITHE DTS biT.

OPDIVO 3 mg/kg K O ¥'Y A~ 1 mgkg OF R E
OPDIVO 3 mg/kg XM 'Y A~ 1 mgkg % 3 HFFMR COAES Sz 14 (02%) T, f4
71 A W OWRBEZ IR DB Ll

5.8 ZOMORBENTEHBIER

OPDIVO #5102 X v, EEPREYIC TR M OBIENED Z DD S MAEMERIER SRR T 5 2 L 03 b

5. F7-, OPDIVO OEHHILZICHAENTEMRIERNAE L L Z En3H 5. SENTEHERIERN
B Db DIz oW, MORREZRNT D Z L. BIERAOEEEIZHKESWT, OPDIVO O# 5
ZIKBENZH ST L, BHEORIBEEAT oA REa®&RE L, HEITEG U THRVE A
EEBRIT 5. Grade | BLFICEGE LicthiE, BIBKREARAT a4 FOMMEAZRLE L, 147 HLL EoT
TR Z e 5. RIBEREAT a4 NlEsE 7%, FHROHEELIZES T OPDIVO O# 515

BRaEEET5 [k HE 210) 2] .
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1.6 AMENCE T D ARSI T 2 &k
=ARN~T A Y AT (BN A)

OPDIVO O HFIF G-t A BV A~ 7 L OPFHE S OEERARBRZE L <, LT OBREMICEKR 5%
BENEVERIER (—IRIFE IR 2%, OPDIVO 4% 5 SHi-HBED 1.0% R TR b b
e, PRECHEMRE, fhide, SE MK, Mgk, FER, BRMPRR SRR LK OYMERR 2R
Wi iEE, U U~ TS RAE, AOME S —a T —, X T - NL—JEERE, FEEHEE
IKTRE, REMRERICIEGRE, H%, +HBE%, rad K=&, MREERIEEEMEY o SE
g (FHuR) |, EEMERERE, Mk, FAEREMEEIm, OB, SO IERRE.

ZOMOFIENTEVERIER & 5 L CREIBERBFEE LIZHE, 74 —2 b « /M - JFRERERE
HEBETLILNEND D, [FFEAIX OPDIVO HLAIHRE XX OPDIVO KU 'Y A~ 7 O fEE
TRDOOLNTEY, KEEMRBENERO ) 27 2K T H7-DICAT A ROLEEGENRLE LR
HAREMEN B B

5.9 TAIZHE D Kk

OPDIVO #5142k v, HEEOEAIME D KEAHRBT L2 ERH Y, BRRRTIE, BED 1.0%
Al THA S, EEXIIAEME B D TIEANIE S ISP BE IR bhegA 1L, OPDIVO ©
BH5E2PRILT 5. BEIPHEEOFTEANCE D USSP EBFICRO b HGaE, 52 Hh+2

», EAEEE D [HE - HE 2.10) 2]

OPDIVO HAE%
OPDIVO % BLHIT 60 437 CTAHEE SIIZBFE D 6.4% (1994 471 127 £4) THEAIHE D KIS
MWD BT,

X0 EEAHE TG U255 O KW EIRE &K O 20 % 31l L7235 TiX, OPDIVO % 60 43 7)>
ORI SN BRE D 22% (36841 84) , 30 0T CHRIEEHIESIIZBED 2.7% (369
L 10 40) TIHEAIHEI SRR D bz, £z, TRENDOHBRED 05% (6841 24) I
1.4% (369 4 54) T, #5 48 RERILINIZRIB LZFAIEHIZ L Y OPDIVO O# 5 AERH, kel
Te P HH b RS T ICE S 7.

OPDIVO & UM E°Y A~ 7 (FEHpls

OPDIVO 1 mg/kg K O ¥ A~ 3 mg/kg OOf AL

OPDIVO 1 mg/kg X O 'Y A~ 7 3 mgkg % 3 MR COFAES S BED 2.5% (407 4 H
104) TEAICHES RIGBRO b7,

OPDIVO 3 mg/kg KO U L~ | mg/kg DO
OPDIVO 3 mg/kg KO ¥V A~ 1 mg/kg % 3 BRI COHAREG SN BED 5.1% (547 4+
28 40) TTHEAIZSE S USRS b7z,

5.10 OPDIVO #5817 L 72 FIf& HSCT D& BHE

OPDIVO # 5-# |2 [Aff HSCT 2% 1F - BHICB W T, B EzERE2SLAMHEN I L.
CHECKMATE-205 ¥ (O} CHECKMATE-039 T, OPDIVO D #¢5-H -1 Z[FfE HSCT 232 1) 7= 17 4
DERJF 2T L7z (15 4 IS IT BB RATE 4, 2 44 IS E BEE RTLE 21T > T\ o) .
HSCT fifTHEOAERERD P oRAiiE 33 % (FiPH : 18~56 %) T, OPDIVO ¥&5-[m1%k o> hdefiix 9 [A]
(#PH : 4~1610) Thotz. 174 64 (35%) 7 OPDIVO #5142 1T L 7= [AF& HSCT D&
BHEIC XV Lz, B LBED S B 5 4 135 UTEHAYEOBH A x5 145 (GVHD) &4
PFL Tz, Grade3 LA EOEM GVHD 23 17 4H 54 (29%) (Z#is &z, BAM GVHD (8
FPRTEATL 14 HLIPIZHEBL L7 GVHD & EFR) 24 (20%) ITHE Sz, Btk 6 LA
2, A7 A ROREZ BT HRBVHEGER (BYRRPFE SN THRY) BAes (35%) Ik
HIN, SATAT A BB LI, 2A4ITIMERHE S, | LIRS FE S ey
Grade 3 DU L/ \WEMRMRHELL, AT a4 RCEELZ. 9 14 Tk Grade3 O 7 A /L AR
MEEDON, FLUANAEKIZ LY [EHE Lz, BREERATALRE & VAT HSCT #5217 72 1 & (I #RRA
FEMEE . (VOD) 23%EL L, GVHD M USRI L WAL L.

Z DM, BHERTIC PD-1 ZARKEFEFAR RS ST ) U EOBHEICB T, MR
WLiE K ONEIFE HSCT £ OF VOD 238iE S vz, Eumay/e At GVHD OJER b #E S/,
B OEDHEE, PD-1BA%E & R HSCT OMICIAEEZ N ASHETHAE UL AR H 5.
BAEIZBEE U 7= & 0HE, #I3BAME GVHD, &% (Grade3-4) &k GVHD, A7 nA K& H
D FEESEWERE, [ VOD KO O O%E N TEMEORIVER O R OMEIC W TlREE L <H#
2L, EHICAETH L.

511 & - JRIREME

VEFIREFE K OB BR DT — Z 775, OPDIVO [XIEIE T D& MEIC 595 LGB B A KIE
BENARH D, BWE AW ARR CIX, =R~ T 20 =7 A4 PIVIZERBETERE OB &4
hETHEET L L, WMELORMEETNEM L, ERETOLMECE, BIR~DY X7 &HH4
HZ b WHRT D AREEO ® D LI, OPDIVO &4 LY A v O#GHIR H M Ok 5140 72
< &Y 5 HAMNE, HRRHEEE R CD KD IWCHRES D [HEDEMIZEIT S 6.1,
8.3) B .
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1.6 FLEIC

B D ARILAE B9 5 &R

=R~ T A h=T (BHERA)

BIfEM

6.1 FRIRRBRCTORER

FE AR BRI IET 2 R R T CEM SN D720, & 5 IAIOIKRER TR SN RBITEH O3B
1%, BIOEF DR CORBE L EERKTE T, £2ERES TRO LN AR L KM

LCWRWAREE S & 5.

Mg e OME A EOVEE ] OIEICEEH STV DRI ERRBWER OF — 213,
CHECKMATE-037, CHECKMATE-017, CHECKMATE-057, CHECKMATE-066, CHECKMATE-
025, CHECKMATE 067, CHECKMATE-205, CHECKMATE-039 {5 (< NSCLC ® Hi—RfitER

(117%) Bk S T2 1994 4 DA IZRIT A EAFIE LTo OPDIVO BRE DR R &2 ik LT\ 5

[Z (Mf#ﬂ@& (5) ] . £7=, OPDIVO & A vV LA~ 7 ZHHH&HEE L= & & DK
i3]t éj:f; IfEf1Z, CHECKMATE-067 (313 4) MI3% HIARME(EA LABR (94 44) ([28ESN,
OPDIVO & A V'V A~ 7 Z 0 S Siiz 407 4 OFEMERAIEEE IOV CEHME L7-. TP O
RRBRICBUT DRENEERER OMEEEZME L Ule [ZEER O FoE () 2] . &
51Z, OPDIVO 3 mglkg XU BV A~~7 1 mghkg Z(FH#E L7z & & OEFRMICEKZ2RIERH
%, CHECKMATE-214 BRI B Gk S L7 BHIIE 2 A RS 547 £ 12 DWW CHHI L 7-.
DTSR EN TV DT =21, YIRS IR B e B % x5 & Uiz Bk A b 528kt

MR T %, OPDIVO HiF|# 5.0k CHECKMATE-037, CHECKMATE-066, K& (®
CHECKMATE 067, W NZ OPDIVO KU v U A~ 7 5 OB CHECKMATE-067 IZ351) %
OPDIVO BEBEDFE R A L TW5. F72, BiIBUIM%E% ) /~1IB/C ﬂ;ﬁ&owﬂ;)i@ﬁré%éﬂ;ﬁ_%%‘

R DI BRI A AT U 72 SR (LR T D CHECKMATE-238, #5f4ME NSCLC B4 % %f
G LT BEZA LB CH 5 CHECKMATE-017 }2 (08 CHECKMATE-057, #1714 RCC B8 % %l 5
L U7 ImEA LB C©H 5 CHECKMATE-025, RiGHEOHETTIE RCC B3 2 %5 & LT OPDIVO 3
mgkg X O B Y A~ T 1 mgkg & OFAE G % W{EA(LRER ThH 5 CHECKMATE-214, cHL ¥
gl LI-HEMmELHEa -~ — B Tdh 5 CHECKMATE-205 & U8 CHECKMATE-039, F3& X%
faf Mt SCCHN B x4 & LI-IEVEALiBR Tdh 5 CHECKMATE-141, RIS ERS A BE 255
LLE-EERBRTHD CHECKMATE 275, AONZ HCC BH &% & L= IFE Rtk ar— Mkl
Td % CHECKMATE-040 |Z351) % OPDIVO HAI#¥5.0F — &% { LTI L T\ 5.

BIRARE I EE R A

BETE IR DR B B N

Bi#l L LT OPDIVO OZ4MEE, VIR T EE BAERE 370 4 255 & LT,
OPDIVO 3 mg/kg % 2 ARG THARMNEE S (n=268) , XIMLFREL FE (n=102 ; IBREIE
ERIOFEIWHC LV, XA A32 2 1000 mg/m? BAIZ 3 BTG, XIIVARTZF > AUC
6 % 3 WM+ 327 U ¥ X1/ 175 mgm? % 3 WEIKWE COPHLS) Lz, EEALIEERAR
® CHECKMATE-037 IZFBWNCFMHlE L7e [dk#Cgk (14.1) /7] . WS (hRfl) %
OPDIVO #HIZEWT 53 # A (#ifH : 1 H~138 B A +) , ({LEFRERICRBWT2 2 @ 1
H~9.6+#7H) Thotz. ZOETHORBRTIL, BED24%03 6 1AM, 3% 1 4,
OPDIVO # ¥t 5 S,

CHECKMATE- 037 T, BEITA U L~ 7 KT BRAF V600 {5125 BB D 35413 BRAF [HE
K TORBRITIRBET NGRS TV, BERERBOBE, /1 EY A~ T7ICB# T 2 Grade
4 OFEWER (NWEEZERS) OBEEEZHE T 288, JBBE 12 BRLNIZHER L TH2R0D,
WYy hr—EnTWRWA B Y A~ 7 ICBHET % Grade 3 ORIER A3 2 8%, RIEK
BATuaA K (L RF=Y U HHYE T H 10 mg#8) ORI &G U ho G mfiiEl 2 ¥ &
T HRMED B, BRI CHFRMRERMEOESE, KOHIV OBER 25T 25 B8 2R B S
LT

OPDIVO #f & AL IERE O RBRER OB EEI L T Y, PERINE 66% 23 Fitk, 4FHHD g fi |
59.5 %, AFEIZ 98% AN, ~X—AF A O Eastern Cooperative Oncology Group (ECOG)
Performance Status (ECOG) @ Performance Status 1% 0 (59%) XiEx 1 (41%) , WA FEIL 74% 08
Mlc TH Y, T3%FEREOME, 1% BGET, 73% 13T LU“%X IR PR B
HHNGHRELZ 2 [ELL EA L, 18% MR A A LT\, 2L, N—X T4 I ILEEI K ER
# (LDH) ¥§in%z r L7= B35 OPDIVO BETE o T- ({LFEIERE 38%I2%F L, OPDIVO ##
51%) .

BIEFAICL Y, 9%DHEFE TOPDIVO O ERHIES . RIERIC X 25 0L, OPDIVO
BED 26% TR bz, EEZLEWERIX, OPDIVO BED 41% T b7, Grade 3 Xix 4 DOFEIE
1%, OPDIVO #?D 42% Tl Hil-. OPDIVO B TR GHENED -T2 Q%LIE, 5%RiH)
Grade 3 X1T 4 OFWERIE, 8%, 1K) VU 7 AMJE, ASTHIM, RONY R—BEINCTH -7z,
CHECKMATE-037 @ OPDIVO £t T 10% LA LD BHE IR LN REIWER 2% 2 1Tmd . ROBEEN
VD Q0% LA ETHAE SN BWERIIRSE TH o7,

3 2: OPDIVO #D 10% LA LIZHE L, 1 obFRER L Y BREEXR» - BIER [(BEME 5%
Pt (& Grade) XiX2%PAE (Grade3~4) 1 (CHECKMATE-037)

OPDIVO B (LSRR
(n =268) (n=102)
REIER £ Grade Grade £ Grade Grade
3~4 3~4
BEOEIE (%)
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1.6 AAENCE T AFEHRNEICET 288
=ARN~T A Y AT (BN A)

BER X O TALk R
FEI5 ¢ 21 0.4 7 0
& 5 FERE 19 0 3.9 0
FER R, MRS K OWERR
fEE
%I 17 0 6 0
BRYSE
FAGERRY 11 0 2.0 0
—i - EFEERL LU
SEALORE
EiERieaea 10 0 5 0

#1113 NCI CTCAE ver.4 12 5:5<.

©RBIE, BUK BRI, KBRS, £ O EEMRE, IR, BRIREE, mBtERE, BE
MRS, INKEMERS, ROSEREERZG0EAETHS.

b RRGEEYE, B, WEEKR, RORHEAZELEATETHS.

CHECKMATE-037 ® OPDIVO #£C 10% A3 O BE 12788 G AT RIS EEE e O OFIERIC
IFROHDONRH 5.

DAREE - L EE R IR

/= AR RS NS

— AR DEIEF OB DIRTEE - TENTAE D UG

B - 7 3o — B, U S—E 8

PIREFEE RO, R 2 — T, = o — S F—

SLIER O THiklER - FIMMERIE R, ZIALEE, SHMEOBE, ot

#3: OPDIVO BD 10% LA EICHEBR L, 2 ofbFBRIER LV RARRE - BAREEER
(R—=RFA4UnbDE) [BERZESWLULE (£ Grade) XX 2%l E (Grade3~4) ]
(CHECKMATE-037)

FERBRBEDR—Z T4 b DELERTREDES *
" OPDIVO & (LSRR
FRAR R RN 4 Grade Grade 4 Grade Grade
3~4 3~4

AST #4701 28 2.4 12 1.0
TAHYERRAT 7 2 —F 22 24 13 1.1
B
) b U 7 AfE 25 5 18 1.1
ALT #4n 16 1.6 5 0
) T A E 15 2.0 6 0

KRR ORBERIE, X—2 T4 UEEERBRF R 1 EOBKRREO W A A FET
B -7 &% (OPDIVO Bt 252~256 4, fLZHIERE 94~96 44) 12HE5<.

RIGIED I Bt R fE

CHECKMATE-066

OPDIVO D224k, RiGHED BRAF V600 B AT % 9~ 5 RIGHE O YIRAHE UL M B
JEHRE 411 412 OPDIVO 3 mg/kg % 2 MR CTEARNEE S (206 4) , XIXH B3 1000
mg/m? % 3 EMMERTHERE Lz (2054) , HEEA ZHEEMRIEHKEFERO CHECKMATE-066 T
P U7e [EkaCgE (14.1) 2] . OPDIVO #& 5o il 6.5 7 A (§FH : 1 H~16.6 7
H) Thot=. KRBT, BED47%) 6 B A, 12%7° 1 5FE#8, OPDIVO %5 Sii-.
HOSERBEET28E, MORIBEREAT oA K (FL F=Y U MHEYETIH 10mgiR) Ok
4B e 5 I o SR B 2 3 & 3 DARRE D B A REBR A SRS L.

OPDIVO Bt & # B VXY U BEORBEM ORFEIX,  59% 23 B, Efpo byl 65 ik, AFEIT
99.5% AN, HEHIEHIL 61%23 Mlc TH Y, T4% N ERANE, 11%05KEBEAET, 4% K
B2 L, 37%M_—RA T A I LDH 8% 7~ L7=. ECOG Performance Status 7% 0 O B3 1%
OPDIVO BT o ie (FHNRY R 59%I2%F L, OPDIVO Bf 71%) .

EHWEAIZ L Y BE D 7% T OPDIVO OF: -3 KGN H Ik & 720, 26% THRE-HlT L 7o o7,
OPDIVO #5-F1 1L D K5 % 15 D 5 R € OFBRORIERIL /e o 72, EEREINEMIX, OPDIVO #if
D 36% TRRO HNT=. Grade3 it 4 OFEIVEM X, OPDIVO BED 41% TiE® Hiv/=. OPDIVO BET
ELHEENE NPT Q%L E) Grade3 Xt 4 OFIERIZ, v — 2 NVEZIN KT AT =T —EH
M (3.9%) KOFHI (3.4%) Thol-.

OPDIVO #£T 10% L, EOBEITED b EREWEAZE 4 177, RbHEERED -7 (20%
P bETHESN, FHNANRDUREL 0 RBRENEN-T2) BIERIL, €9, EE, BBEEROT
IFEETH T,

#4: OPDIVO BED 10% A LIZFE L, 2O2F WAV UEL OV RERRBE»- - RBIER
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1.6 AAENCE T AFEHRNEICET 288
=ARN~T A Y AT (BN A)

[HERI2E S% A E (£ Grade) XiX2%BLE (Grade3~4) 1 (CHECKMATE-066)

OPDIVO # F AN
_ (n=206) (n=205)
AR £ Grade Grade 3~4 £ Grade Grade 3~4
BEOCHE (%)

— % - EFEER L OB SIAL
DIRKE

W TF 49 1.9 39 3.4

VI 12 1.5 49 0
HERRRB X O ERREE

5 AR © 32 29 25 24
BB XU THgES

3695 © 28 1.5 12 0

D FEIE 23 0.5 12 0

HLBE 10 0 29 0

=M E B 11 0 0.5 0
RAYUE

R R ¢ 17 0 6 0

FEME1% NCI CTCAE ver.4 (243 <

o R PR, BRI, RSV, OOV, SRBMERE, RRERE, AKE, RO

PR EET
b EEE, HE,
ENb.

¢ DERmIZIREGZ, RLBEVERE, € 5 MRS,

B, ANIEVERE, B,
BRIz &t

dBK, UANARR,

i E RS R, AR AT,

WHSRYE, M ONERINEAZS 25 e

PR, FHERE, DUBW, SR, ROHHERSE

BILMRE, BRIREE, mBMERE, MR
T VR, RIBTERER, STERRBUEZ,

CHECKMATE-066 ™ OPDIVO E£T 10% A D BH (278D H - BRIICEE 22 OhogIERIC

WIRDEDNH 5.

PIREFN

&R = 2 — X —

#5: OPDIVO #ED 10% LA LIZEI L, »OoFWNAVUEL D REEABRE N> - ERBEERE

ERE (R—RF4 b DREL)

(CHECKMATE-066)

[(BEMZE 5% LA E (£ Grade) XiX2%LhE (Grade 3~4) ]

BERBEMEDR—R 54 H b DE(LERTREDHE S

o e OPDIVO B H RN B

4 Grade Grade 3~4 4 Grade Grade 3~4
ALT ¥4/10 25 3.0 19 0.5
AST 831 24 3.6 19 0.5
TNHIVKRAT 74 —F
- 21 26 14 1.6
UL E N 13 3.1 6 0

¢ ERAMER G OFBERIL, N—RT A LT G 1 EIOBEKERE O T A A HET
o7 &% (OPDIVO B 194~197 £, X AN U 186~193 44) 12H5<.

CHECKMATE-067
A Y A~T EOFRES LI2GE T AR 5- £ LCo OPDIVO OZEME, RIGEOUIFRAREE
SUTHERREAE OB BANEEE 937 44 2 xR E LT EEAL (1:1:1) —EERARTHD
CHECKMATE-067 TiFili L7z [Hadatst (14.1) =T -

OPDIVO 1 mg/kg L O VU A~ 7 3 mg/keg % 3 MBI 4 B 5%, OPDIVO 3 mgkg %

HF & LT 2 MMmIc 595 (OPDIVO U ') A~ 7 OFRRE, 3134)

OPDIVO 3 mg/kg % 2 #5325 (OPDIVO HLAIRE, 3134) , XX

AV LT 3mgkg % 3T LICARIETELTD (AU LT, 3114)
OPDIVO O #: 58I (hefi) X, OPDIVO X B Y A~T7HEHBEC28 A (H#PH : 1 A~
188 7 J1) , OPDIVO HAIFET 6.6 W H GHiPH : 1 H~173 #H) TH-o72. OPDIVO KL TA £V
L~ 7 OFARETIZ 39%72% 6 7 A LLE OPDIVO % #:5-8, 24%75 1 FFiBH% 5 S 7=, OPDIVO H
FIRET 53%72% 6 7 HLLE OPDIVO 25 -&h, 32%2° | 4G Sz,

CHECKMATE-067 TliX, HOMEEREZATLEE, IBHREOEK LGS 14 HATLLNIZEIR E A
TuA K (FLUR=YUMYETI H 10 mg#8) O2H 5 IO il 2 54 2 2R
RED B, BRIXIE CRUFRMAERIEDBE H 5T HIV OBEE 2 A 5 B 2R S sk L
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1.6 AAENCE T AFEHRNEICET 288
=ARN~T A Y AT (BN A)

7=.

RREFOREX, 65% 0B, FMOFRIEIT 61 5%, AFILIT%NAN, X—ZAT7 1O
ECOG Performance Status (X 0 (73%) XiZ 1 (27%) , FWHHEIT 93% 5 AICC DIEHEIZFES A
T—YIVH, 58%23Mlc THY, N—AT A VB LDH N &R L7 BE 1 36%, M OREE
EHTDEEN 4%, KOWIRIELZZT T BER 2% Tho Tz,

CHECKMATE-067 T, BEEZBIEMZRH L7-H8EIL OPDIVO KA v Y A~ 7 HHHARET
73%, OPDIVO HAIRET 37% (LLTFFEIE) , RIERIC XV ESRFIEIhZBE T 3% LD
14%, FEPNIEH SN 72 BT 55% K 100 28%, Grade 3 X% 4 DFIEMIX 2% K1 44% TH Y,
OPDIVO HAIREIZ 3 L OPDIVO KA U A~ 7B HRECT N CTRIBEE N E - 72,
BOEENEN-T- (10%LLE) EEARBIVEMIX, OPDIVO kU vV A~ 7 () O OPDIVO
HAFIFECTTHIN 13% KN 2.6%, KBED 10% KT 1.6%, FEEDN 10% K 0.6% Th-o7=. &5
HIRICE S 2R b HERNE - -BITEAIZ, OPDIVO KU U A~ 7 HEHEE K Y OPDIVO Hi
FECENZINTHID 8% N 1.9%, KIFGRD 8% KN 0.6%, ALT HMDS 4.8% KX 1.3%, AST 4
TNAS 4.5% K TR 0.6%, il 1.9% K% 0 03% Téh-7-. OPDIVO KO Y A~ 7 HFARETR S
ZLBOLNTZ (20%L ) BIERIEIEYy, 95, T/, B, RHBE, IEEL R RECH -
7=. OPDIVO HAIFE TR b Z B LN Q0% L) BIERIX, Y, 32, FHREOELT
& >72. CHECKMATE-067 T OPDIVO O ¥t 5% FLREDOWT 3T 10% L EOBEIZRD bz
BIVER O3B E R 6 IR T.

% 6 : OPDIVO R 'Y A= 7RIS XIZ OPDIVO #ED 10% LA EIZRER L, oMY AvT
B VRBRIEL-EWER [BEHZE 5% E (£ Grade) XiZ2%LAE (Grade3-4) ]
(CHECKMATE-067)

BEOHE (%)
) ey T‘;Oﬁ% " OPDIVOR e v TR
BlfEA (n=313) (n=311)
(n=313)
£Grade G;i;l ¢ £Grade G;i;l ¢ £Grade G;i?e

—f% - 2HEER X
OB EHALORE

g e 59 6 53 1.9 50 39

FEEN 37 1.6 14 0 17 0.6
KEB X OB TR
EE

95 53 5 40 1.6 42 39
BInEE

T 52 11 31 3.8 46 3

B 40 35 28 0.6 29 19

Mg - 28 3.5 17 1.0 16 1.6
Mk EE, MR IO
=

), R 20 22 12 13 13 0.6

#11X NCI CTCAE v4 (23:5< .

a MIPER O 2B LHEAETHSD.

b MeEvER B, ReEse, SIBRERCE S, T UAX—MERRE, T M —IERE Sk, KIEMERE %,
HIBMER RS 2%, WERERRALRG 2%, #9B, RLEE, HBMERIS, MBS, S5, BLIREE, B
WEIBIREE, BIZHREE, TSRS, TBERNLRE, &5 FEMEES K OIRRERIER 2 &1
HAEBTHD.

CHECKMATE-067 ® OPDIVO K UM B Y A~ 7 (f #E X iX OPDIVO HAIREDO W 175> T 10% A
DOBFITRD SN BRI EE 22 OMOBERICIIRO L ORH 5.

B - NDE, 2R SL

SEIER OV FlghE = - 5 B

TE SRR OFEL RIS - I N F—, o= — 7 L UIEGRE, AR

PIREAIER - A%, BB AR AR

#7: OPDIVO KU1 ¥V A= 7 HEABEXIZ OPDIVO HAIRED 20% LA LIZHB L, oAU A
< 7RIV BHABRE» S ERREMERE (R—X 74 b0l k) [BERZE %L (2
Grade) it 2%PlE (Grade3-4) ] (CHECKMATE-067)

BEOHE (%) *
OPDIVOK A ¥° o .
R R U Ie o B R OPDIVO# ALY A=TH
£ Grade £ Grade £ Grade
Grade 3-4 Grade 3-4 Grade 3-4
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1.6 AMENCE T D ARSI T 2 &k
=ARN~T A Y AT (BN A)

ELEHRE
ALT #4410 53 15 23 3.0 28 2.7
AST £ 47 13 27 3.7 27 1.7
) b U 7 A e 42 9 20 33 25 7
Y —-BHEhn 41 20 29 9 23 7
TAHVERT 7 2 —F
. 40 6 24 2.0 22 2.0
& v AfE 29 1.1 13 0.7 21 0.7
7 T—PHm 25 9.1 15 1.9 14 1.6
7 LT F = HN 23 2.7 16 0.3 16 13
MEERE
A 50 2.7 39 2.6 40 6
U RERJDE 35 48 39 43 27 3.4

a HRAERE ORRERL, N—R T A R ORBRPD22 LY 1 B TR R 2R E 7]
R CTh o7 E [OPDIVO KU v U A~ 7 FHEE (§iPH : 241~297) , OPDIVO At (i :
260~306 4) KO vV A~ TR (HiPE : 253~304 4) ] 12HS<

T LG RIS B IR B L

HHK| L LTo OPDIVO OV, RIGEIFRE () 7= TB/C HISUXIVI o MEvE A NERE 905 4 %

%12, OPDIVO 3 mg/kg % 2 EMIFRT (45244) , XA BV A~7 10 mgkg % 3 BRIFRT
(453 &) 4ESHEIEL, T0%, 24 HES 12 BEMET, &E 1VERICHZ D SHEEL

7L (1: 1) ZHESHR5 CHECKMATE-238 Talli L7- [AE4#58 (14.2) 2] . W%

M (hfi) (ZOPDIVOBET 1S W H, AV ALASTHT2TI A ThH-T-. ZOH#ITHOR

BRCiX, HBED 74%0 6 7 A %% TOPDIVO %45 .

FWERIZ X W, OPDIVO BED 9% KM v U A~ 7RO 42% T 521 1k Sh7-. OPDIVO FED

28% IFEIERIC X 0 1 [BILL B4 52 458 L7=. Grade 3 i 4 OFEIVEM X OPDIVO #£D 25% THE®

54, OPDIVO BECHR BLBENRE N7 Q%LA L) Grade3 Xix 4 ORIERIX, TH, U/ S—¥H

MEOT 7 —EBHMCTh-oT-. BEERAIEMIL, OPDIVO HED 18% T bill.

I BEEENE 2 o 72 (OPDIVO BED 20%LL ECis Shrz) RIERIE, 585, T/, %2, oE

IR, €O FERE, PR, O, FRGBRELKOWER Ch ol BENR D o M EMERIEM

%, B2 (16%) , NHL/ KGR (6%) KOIFE 3%) Thol-.

CHECKMATE-238 #Bt > OPDIVO T 10% LA LIZFB O S 7= RIER 2% 8 1TR7.

# 8 : OPDIVO #D 10% LA LicF3 L 7-BI/EF (CHECKMATE-238)

OPDIVO & 4 Y A7 10 mg/kg B
o (n=452) (n=453)
RIfE £ Grade | Grade 3-4 £ Grade | Grade 3-4
BEOHEIE (%)

—R% - 2HREBR X OE5EAL
DIREE

7 57 0.9 55 2.4
HIREE

A 37 24 55 11

L 23 0.2 28 0

MR © 21 0.2 23 0.9

K 10 0 9 0
BER X UK TR

FI5 35 1.1 47 5.3

9 FEIE 28 0 37 1.1
RBRYHER & OV A BE

R RGE G ¢ 22 0 15 0.2
HERRE L O AR IEE

B FE IR © 32 0.4 27 0.4

FAfi 19 0.4 13 0.4
HRRREE

ISR 23 0.4 31 2.0

FEMED N T 11 0 8 0
ek, MERER L OWERRREE

WK Pk 19 0 19 0

19




1.6 AMENCE T D ARSI T 2 &k
=ARN~T A Y AT (BN A)

- DRV E 57 A e ] 10 0.4 10 0.2
R E
FOIR AR BEAR T E @ 12 0.2 7.5 0.4

#11X NCI CTCAE v4 (23:5< .

a BIEE G Te.

b JEESASPREL, FRETRE,  REERE K OMET L &S L.

c Bk (ZERE, 7 LK, KIEHOTHBNE) , KB (8, FBHE, BOR, miBE,
BRIk, 2 o FEtE, MM, INKIEME OISR ) R OSRIE & 5 .

d UANVAYERIERY R & O FRGEEYE, TROERY:, &k, THIER K ORIHEER 7 & 16,

e WEME, BYE, OrERRIE, FERCRARNTRIER, R, SR, EHER K ONUER A A .
£ ARAEPED E VR OEEEMED £V 2 Gt

g e R IR B AR T E K OV E O e PR AR IR AR TE 2 & T

#£9: OPDIVO BD 10% 2L EICHBR L 2 BEREEREY (R—XTF1 b oE(b)
(CHECKMATE-238)

BEBEEDON—Z T4 P LOBLE TR LIZBEOES
FRARREMRE OPDIVO # A Y L=< 10 mg/kg B
4= Grade Grade 3-4 4 Grade Grade 3-4
MRFEARRE
U L SERIEE 27 0.4 12 0.9
21, 26 0 34 0.5
H R i 14 0 2.7 0.2
A ERISAE 13 0 6 0.5
E{LERRE
U —P 25 7 23 9
ALT 840 25 1.8 40 12
AST 41 24 1.3 33 9
7 2T —EHIN 17 33 13 3.1
& kU U AdE 16 1.1 22 3.2
Y T A ME 12 0.2 9 0.5
7 LT F =N 12 0 13 0
&7 v 7 A IfE 10 0.7 16 0.5

a BRAEMER ORIRIT, X—RATA VIEERBRT V2L L L 1RO OBERANFTHET
HoT-BFE% [OPDIVO B (HulH : 400~4474) , A BV A~7 10 mgkg #f (A : 392~443
&) 1 icsL.

MR R R I/ N A3 A

AP NSCLC IZH81F 5 OPDIVO OZEML, FI3FFET Ly MaatbRikL ¥4 & Fif
HOE 1 BRI IR RS EET T LT iR ME IR R - B R FR /NI 2 A (NSCLC) B E R & L
TR (LIEE M iR LA B T 5 CHECKMATE-017, RO\ T FFF 7 Ly Faatefbi
PEL VA U EFENET XT 1 [BIFEE %R ISR BT Ui MR R L NSCLC IBE E x5 L L
T~ EEA (LI E M s LA B T & 5 CHECKMATE-057 Ciffth L7= [Mfkats (14.3) £

ME] . HBAFIZIE, OPDIVO 3 mg/kg % 2 HRIIFR T 60 2303 THRNE 59220, REZ XL
75 mg/m?® % 3 W THIRNEE S L7-. OPDIVO O#5-% 5 1F - 12 31F % #5- B[ oo vh hfil
1%, CHECKMATE-017 2333 % H (#iFH : 1 H~21.7+% A) , CHECKMATE-057 32.6 7 H (i
PH : 0~24.0+%5 H) T&H-o7-. CHECKMATE-017 Ti¥, HED 36%IZ OPDIVO % 6 7 H UL E#& 5
L, 18%I\Z OPDIVO % 1 4ELL 3% 5 L7=. CHECKMATE-057 Ci%, B#H® 30%!Z OPDIVO % 6 7
AL L, 20%(Z OPDIVO % 1| 4Ef#A# 5. L7=. CHECKMATE-017 &% (" CHECKMATE-057 C
W, IEEMEE CAUEERR A A T A, SOl 2 BT 5 RN AR O B S TE R R
fEBEA T REZRI L.

iR A8 LT, OPDIVO D545 - BF OEE T RIEIE, 615 (HlH : 37~85m%) Th-o
72, 65 LA EDBEIL 38%, BED 61%NHBME, 91%NANTH-7=. MiEBE2ET 5 HREI
10% T Y, ECOG Performance Status IZ 0 (26%) Xix 1 (74%) Th-o7-.

BIERIZ X W OPDIVO OF 523 H IE 7z 1T 11%, HGPEH SN EBEIL28% Tho7-.
OPDIVO #ED 46% |2 EERRIVEM 2 5 L=, OPDIVO #£D 2%LL FIZHESH, mbHEENG
Mol EEZRIERIL, MK, WMIERE, MERREE, B, MoK, RBXEOERERAETH 7.
CHECKMATE-057 @ OPDIVO FED 7 ZIFELENFERNTHLE L, DI B 14F=a—FL AT
R oo A BRFA G, 4 BIIMTAIE, | BILLBRMEPRA T Lz, miRBizml <, &
HRBBE O E N7 20%LL BTl Shie) RITERIE, 9E97, Frakim, ok, RO EEE & O
BHPHGETH 7=,

OPDIVO #£D 10%LL O BE TR LAV b BB O @2 > 7o ERRWER 22 10 [ZRT
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=ARN~T A Y AT (BN A)

%10 : OPDIVO BT 10% LA EITRHL, O FEF X EARL ) REBRE - -BEA (M
2= 5%LlE (£ Grade) Xi%2%PlE (Grade3-4) ] (CHECKMATE-017 %1 CHECKMATE-
057)

OPDIVO#E (n=418) FEZXELHE (n=397)

BIER £Grade | Grade3-4 £Grade | Grade3-4

BEOEIE (%)

FERAE, MERIS X UERRIEE

Ik 31 0.7 24 0
KRB L ORREE

A BkIEEE 28 1.4 23 15
REB XU THBES

9 FEE 10 0.2 2.0 0

#1013 NCICTCAE v4 (2 H:5< .

OPDIVO BEDBFH TRR® LN MOEKRMICEE2RERATH Y, NeX X AEOBE CTHREKD
RBRTHoZFHINEA, 20 6 HOWTIUC LA SN TV RN DIZIFLL TR S 5. KIS
JE (Grade 1-4 2% 48%, Grade 3-4 7 5%) , fiE#IE (33%) , MK (4.5%) K OVHZERSE
(3.3%)

# 11 : OPDIVO T 10% LA LITRB L, 2> FEFZ AR L U RHERBEI 724 NCI
CTCAE Grade ODFEFEBREMREE (R—X54 b)) [BEREZE S%LE (£ Grade) XX
2%LAE (Grade3-4) 1 (CHECKMATE-017 % (' CHECKMATE-057)

BRBREEDONR—RT A b OBLER L
. BEOHE"
BRI R OPDIVO# K& 38
£Grade Grade 3-4 £Grade Grade 3-4
ELEHRE
&) N U 7 e 35 7 34 49
AST #4n 27 1.9 13 0.8
TV Y RAT 72— 26 0.7 18 0.8
ALT #4n 22 1.7 17 0.5
VA R=Vg ) 18 0 12 0.5
TSH £ ® 14 N/A 6 N/A

a FRAMERE OFRBRT, X—RT 4 UEERBRFDRL LY 1 BIOM T OREKERAE IS EET
boT-BHE% [OPDIVO B (#iPH : 405~4174) , RNeX ¥R (HPH : 372~390 4) ] 123
-3<. TSH: OPDIVO #£ 314 4, RNt XXt ARE297 4

b NCICTCAE v4 IZ 5 < EIZE T,

B A3 A

TEIENE 295 BRI A B

OPDIVO O Z4MIE, D72 &b 1 BB EOMEF ERFEAIOIGHR L ¥ A v % FEhfih IEEmE#IC
JREBHEITASER® H 4L, OPDIVO 3 mg/kg % 2 MM TH G- (406 41) Xid=~n U AR 10 mg &
HHEE (397 4) Si7- 803 4 DHEIT RCC BE % & LI-EIEA(LIFEMEBRTH D
CHECKMATE-025 Tl L7 [Mfk#tle (14.4) /4] . 58RO P SfEix, OPDIVO #A 5.5
HA FEH 1 A~296+AH) , =_Xo U AZXFEN3TAH G 6 B~257+ 7 A) Tho
7.

BIERIC & 0 BEBRIIEN T IE SN BE 1L, OPDIVO BET 16%, =11l AARET19% Th -
7=. OPDIVO Bf®D 44% D HBF TIE, BUEMIZ L v #E5EM S/, EEZRIERIZ, OPDIVO
BED 47% 1B bTz. BEDODRL &b 2% FICHE SN, BROBEHRBENE - - EERE
TEANE, BMEBAR4A, Mk, Mk, FTHEOEDLY D AGETH- 7.

TREREE DO G TR 5% 30 H AN OSE T 3L, OPDIVO BED 4.7%I1Zx L, =1 U AARE
TiX8.6% ThH-1z.

KORBBEAEOE -T2 0%, Bl anr) RBIERIZ, 59, Wk, i, 352, RN
W, R, SRS, ABEEE, TR O TH 7. OPDIVO BET 15%BOERE IR b
T=EWEA 2% 12 1TRT.

# 12 : OPDIVO BT 15% 2@ 2 THRBR LU2BIEA (Grade 1-4) (CHECKMATE-025)

OPDIVO % (n=406) T_a Y AREE (n=397)
BEDOEE (%)
Grade 1-4 Grade 3-4 Grade 1-4 Grade 3-4
BIEA 98 56 96 62
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1.6 AAENCE T AFEHRNEICET 288
=ARN~T A Y AT (BN A)

—i - 2FEEB L

OREFFALDIREE

97 @ 56 6 57 7
FEB 17 0.7 20 0.8
PR, MEB LT

fithmarEE

R, ARk 34 0 38 0.5
T &

giﬁﬁ%m% 27 3.0 31 2.0
RGE Y 18 0 11 0
HBkEE

B 28 0.5 29 1
T © 25 22 32 1.8
5% 23 0.5 18 0.5
Mg i 16 0.5 16 0.5
BB X O THARES

H9% 28 15 36 1.0
iéiggﬁﬁ 19 0 14 0
Rt L OHREEE

Xl Bl 23 12 30 15
HERRBIUHKE

rERRIEE

B iR 20 1.0 14 0.5
HHEE 21 3.4 16 28

#1013 NCICTCAE v4 (2 H:5< .

a T, TREMEIRT, JE97 R OMERIEE &t

b EHEES, WHSEZS, SRMONT A NV APER B AE & L.

c RE%, BREOEGRE G,

d FifEdk, SBRRRESR, FBMEES, SHMERE, BIRES, BRLBINEE, EBEES, %

D FEMERS, ZIALEER OMLEE & & Ts.

CHECKMATE-025 ORI EE /22 OMOBIERIZIZL TR dH - 72,
W« BEIEER RGBS DREE . RRPETENE, iR
BHGIER . NG9%  ARTR

TSR O 4Rl - VU, fihEr ks

PR B R, RRME= 2 —a T —
Bt s . IRED

JEIEEEE . R BRI A A

NReRTAPHEL, 30%LEOBRE TRD BN RERN KL & L HFE R,

7 UTF= N, U LoSERBAME, &I, ASTHI, TAh UKRZATy Z2—EHEMN, KT RY D
AMffE, U Z VRV RENEOED VU AMAETH-72. OPDIVO BET 15% %8 % 5 BIFTITHR

O DT BRI A B 23R 13 1R

# 13 : OPDIVO #£ T 15% % B X THRHE L ZBRREERE (R—XF 4 2 bDME()  (Grade
1-4) (CHECKMATE-025)

BKREEDS—2 54 b DL E R BEOHE "
BMAREERR OPDIVO # TN Y A REE
Grade 1-4 Grade 3-4 Grade 1-4 Grade 3-4
MR
Y L SERIBUE 42 6 53 11
=il 39 8 69 16
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1.6 AAENCE T AFEHRNEICET 288
=ARN~T A Y AT (BN A)

ALEHIRE

LT F = LR 42 2.0 45 1.6
AST 84 33 28 39 1.6
TNHVRAT 7 & —LHN 32 2.3 32 0.8
Al NURVN 1 32 7 26 6
&Y 7 A MIE 30 4.0 20 2.1
&N L LfE 23 0.9 26 13
ALT #/1n 22 32 31 0.8
AV ILSE 19 32 6 03
BE

U ZUEY R0 32 1.5 67 11
2L AT a— LN 21 0.3 55 1.4

a BEMEMERT ORRLL, N—ATA VR ORBRFD2< &b 1 RO CRARE A E "]
RETH - 72 BEH [OPDIVO #f (HiPH : 259~4014) , —v U LAARE (HFH : 257~376 44) ]
1z#o<.

£/, N—R T A VT TSHE ULN K Ch-o71=BRED S b, REriAETIC ULN 28 %1 %
TSH [EOHMAFRD BT WBrE OEIAIL, OPDIVO #EOF N AAREL Y LEmhoTe (£
NEI 26% KT 14%) .

RIEIED NI AN

A Y L= 1 mgkg & HEHEE L7ZFED OPDIVO 3 mg/kg D2 4M1%, OPDIVO 3 mg/kg K A
vl A~T 1 mgkg OUFHES % 3 EMMET 4 B 5 L, Z D% OPDIVO 3 mgkg % 2 HFR
THAIRLG (5474) 5, XIA=F=750mg % 4 #K 1 B 1 [ OEEH£IC 2 BERIKESTS
AYA 7)) (5354) , 1082 £ DORIGFEDOHEIT RCC IBEE G & LI TEA(LIEEMRAERT
%% CHECKMATE-214 Cilti L7z [ifkatlt (14.4) /7] . B O RfEL, OPDIVO &
VA Y L~T O GEENTI A P 1 H~214+ 0 H) , A=F=7HN78»H &
BH 1 H~202+WH) THo7=. KikBRTlX, OPDIVO XU VY A~ T HFHEGREOBRE D
57% CIRBHIFN 6 W A% X, 38% T 1HEE2BA

BIVEMIC X 0 3 BpiEs ik S B#E 1L, OPDIVO KU U A~ 7 ORH#EERET 31%, %
=F =TT 21% TH-o7z. OPDIVO KA BV A~ T DU 5D 54% DEBHE XL PA=F =
THO 3%DOBETIE, FAWEAICL W ERENEH SN, £, A=F=THD 53% TR5ED
RN SE L 7272, 723, OPDIVO KU B A~ 7 OGS CIIHEIZRD ST\ A
V. EERBIERIE, OPDIVO KU VU A~ T ORHEGEED 59%I12, KUA=F =T HD
BRIZED BT, BED 2% FICHE S, &bBIMED RN - BEERRERT,
OPDIVO KO U A=T7 OO A& GRECIETF, 88, Mfige, Milgd, TmAZ%, ArERESE
ML IR, FIBHERER S, BLXOKRBEATHY, A=F =7 TIIME, Mk, FRRETH->
7.

B b RBUBHE OB 272 (OPDIVO KU B Y A~ 7 OFFHEGHED 20%LL L THE Shiz) E
TERNE, J&55, 3692, T/, BVEm, < O8iE, B, Wk, B2, BEE, KOBfEEET
bHo7z. OPDIVO LA B U AT OFfHEGHET 15%BORE IO LN-EIER 2% 14 127
E

# 14 : OPDIVO KU1 U AT ORERBRERED 15% L LICRF L2BHER (Grade 1-4)
(CHECKMATE-214)

OPDIVO U B Y b= R=F=TF
DOH 5B (n=535)
(n=547)
BEOCHE (%)

Grade 1-4 Grade 3-4 Grade 1-4 Grade 3-4
Bl1EA 99 65 99 76
—R% - 2HREBR X OE5EAL
DIRRE
Wy e 58 8 69 13
e 25 0.7 17 0.6
T 16 0.5 17 0.6
PRk AR, MERE X ORI =
Wk i Bk 28 0.2 25 0.4
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1.6 AAENCE T AFEHRNEICET 288
=ARN~T A Y AT (BN A)

IR IR E, 57 VI PP 0 R B 20 24 21 2.1
BIREE
T 38 4.6 58 6
BINN 30 2.0 43 15
Mgt 20 0.9 28 2.1
MR 19 1.6 24 1.9
5 17 0.4 18 0
BEB X O TS
5 © 39 3.7 25 1.1
IR RV D FEE 33 0.5 11 0
HOWESE
FOIR IR REAR T E 18 0.4 27 0.2
RRREE
GEE 19 0.9 23 0.9
R R OREESE
ARRIBOR 21 1.8 29 0.9
HERRE X O AR IEE
AR ¢ 37 4.0 40 26
RA S 23 13 16 0
FME1E NCICTCAE v4 (2#:-5< .
a EEE & T

b ARIPERIE, REIERZ ST,

¢ PR (ZUERE, AKIEMEROHBNE) , 392, foz (RIBME, B, BoLME, 25, BRI,
BRR AR, Bk, 2 S FEILE, ROBEN) ROEERE &,

d EEE, B, ERERIRE, TSR, PR, SEORE, DUSOR K& OFFHER 2 S e

R—=2F A HELL, OPDIVO KU BV A~ 7O ERED 30% L L0 BE TR by
HERNIR S @D R MERES 1L, UV 3—88m, gi, 7 L7 F=80, ALT #80,
AST ¥4IN, (&0 MU o AMAE, 77 —8BHM, U EkETH o7, OPDIVO KU B Y A
~ 7 OO GEET 15% B0 BE TR - R R R 2% 15 1287

#15: OPDIVO RO BV A7 HAREHD 15%BICRE L -BAREERYE (R—XF4 v
M5 DE(L)  (Grade 1-4) (CHECKMATE-214)

BERBRBEEDOR—R T A U hbOEERLIZBEOES
OPDIVO U ¥ A<= 7 BEA# A=F =TSR
L

FER AR Grade 1-4 Grade 3-4 Grade 1-4 Grade 3-4
MRFERRE
2 1. 43 3.0 64 9
U RERJE 36 5 63 14
HEILERRE
Y S — P HINN 48 20 51 20
7 LT F =N 42 2.1 46 1.7
ALT #40 41 7 44 2.7
AST H#4/m 40 48 60 2.1
7 3T — PN 39 12 33 7
K7~ U 7 A i 39 10 36 7
TAHVKRRAT 77— 29 2.0 32 1.0
BN
5V U AE 29 24 28 29
& v I fgE 21 0.4 35 0.6
K~ 27" %3 0 A LJE 16 0.4 26 1.6

a EMEMEEOREEL, X—RAT7A UBLRBRPDRL LD 1 BIOM G OEKRRA IS ATFET
Bol-BHEE [OPDIVO KO Y A~ T OFREGE: (H#iPH : 490~5384) , A=F =78 (i
BH : 485~523 4) | 12H-3<.

Fo, N—ATA VB TSHEZN ULN L F CHTZBED H B, REBRIEETIZ ULN 2825
TSH [ OHNNNEED b= DEIE 1L, OPDIVO A B A~ 7 ORI GRED TN A =F

24
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=ARN~T A Y AT (BN A)

=THLY Ko (ENEN 1% KRV 61%) .

THAF TR YR

OPDIVO 3 mg/kg % 2 FBIIFE TR G- L1z & & 0%, 266 4 DA cHL B & 5141
i L7~ (CHECKMATE-205 7% 243 4, CHECKMATE-039 7% 23 4) . #%51%, WEdErT, &AD
FERHINFE 7 ¢y P XUTFHFRCERWEERRO LN E T T L & LT

RO R RAEIT 34 % (HEPH : 18~72 /%) TH Y, HZE HSCT OIE{ TN H 5 HBHE L 8%, 9 LA
Tl HSCT ORiATIREN B D5 BE IR, Ty F o ~T NRF UL BIGEBENH 5 BE 1L 74%
Thofe. BHBIEO LY A NZL DENEREOTYRMEIT 4 B @ : 2~15E) Tholz
OPDIVO O # 5[l dfiid 23 [0 (B 7 v)  (&PH : 1~48 1) TH Y, RO F il
W11 B A GPH  0~23 W H) THotz.

BIERIZE Y, 7%DHE T OPDIVO O#FENFIE SN, BIEMIC L 0 BG5S S Sz Bg T
34% ThHoT-. BED260%I\CEELRFRNEHANBHR L. BED 1%L EICHE S, KbIEEHEE
DD o T EERBEIWERIL, Mgk, HAILEED KOG, FE, KEBRSUL TR, Mk, il & o
BThoTz. 11 BITRBMEITUSNDFR T LTz 1 3 AT =R I~ 7 ORHEEG5 30 HLN
WZRBLZFRWER, 2413=F L~ 7 ORE5ETH 802D 9 1 A% OKYYE, K6 4 1A
HSCT OAHHEIZ L D LD TH -T2,

TRCOBEFE TR LEBBEENEN -T2 (BED 20%L ETHEEnz) BIEMIL, LRIERK
Y, WEYT, WKWK, TR, REN, WER, BZ, BELEOZEIEETHo T

L2 MR S RAE T 10% LA HICERD SN R A E & bR < BWER 2 % 16 (IR LTz,

7 16 : cHL BE D 10%LL LR L2 BERBREMELSNOBWER (CHECKMATE-205 KO
CHECKMATE-039)

OPDIVO cHL
REMBITHBRER (n=266)
BEOEIE (%)

BIVEMA » 4 Grade Grade 3-4
—i% - 2FEER L OREHAORE

i 39 1.9

FEEN 29 <1
HIREE

R 33 1.5

L 20 0

Mg - 19 <1

JiE R ¢ 16 <1

5K 14 0.4
RYSE

RGERG, © 44 0.8

Mg,/ R S * 13 3.8

! 11 0
ek, MERR L OMERRREE

Nk, Yk 36 0

W% PRV EE 57 VP o0 R B8 15 1.5
BEB X OR TAfkES

FIG ¢ 24 1.5

& 9 FEIE 20 0
HERRE X OSSR EE

e k9 b 26 1.1

ENENG 16 <1
HoWEE

FORBRMSREIR NIE FOR IR 2 12 0
HREREE

SHJR 17 <1

KM= 2 — R F—i 12 <1
BE, T1EBLUUESFHE

HEAITPE S G 14 <1

FME1E NCI CTCAE v4 (2 #:5< .

a KEBMRE DT, =R~ T EEEG% 30 A ETICRD DN FHLEETe. RN EMRIE
ARROENTZGE, AN~ THEa—ADKTH 30 HE TIZRILL THWIUE, =FRL~TH
BEHROKIGEEZTDHZ &L L.

b MEIREE ETe.

c KIER%EET.

d AR R O 8 % & e,
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e SWRPHZE, WHEHZE, S9EK ORImIER %G,

f MEENZ, ~A 277 A~/ VP=2—F L ZAF A « f B _XFA iRz ETr.

g Ffg%, SERRESR, FIMMEREAR, ROBER, EBtE, BRREBIR, £ 58, FBE S0
SRR LR SN R & ST,

h W, BE, TERCRNRE, B ASTRES, AR, FEEE & OV R & e,

i TR, EOTHURR, SEEGYE, RERGE, RMMEES)= 2 —m 3 —, KRR = 2 —m X
F—K OS2 —a " F—%2EL. TNOLORFITRARIBRE T CRALEZHELTHS.

i PR\ B 2 72 BIVE RN B9 2 8N

T SEINTEPENNESR - CHECKMATE-205 X 08 CHECKMATE-039 Ti, OPDIVO Z# 5 &h/-HE D
25 6.0% (266 4 16 4) CTRIEMENER B % STl AR Hiviz. a1,
OPDIVO B0 4.9% (266 44H 1344) TRDHNTZ (14728 Grade 3, 12478 Grade2) Th o7z,
FHECOHMBOT T 45 WA EEFE 5 A~12 8 H) Tholz. BLEBICRIFREAT 0
A4 R EHEE S, 1240860 L. 4 4 TR D728 OPDIVO O 523 KGRI 1k X
72. 844 TiX OPDIVO OG- 3kt S (3 43 GAEMI%) , 95 2 4 CHlilRE AR Liz.

= = — mNF— : CHECKMATE-205 } (8 CHECKMATE-039 Ti%, OPDIVO %5 &= H
EDHH 14% (266 4 H 31 4) TRMME= 2 —a SF—RNREREE F TR L. 284

(11%) 1FHREOREIE= 2 — a8 F—TH Y, 04T 3LIEIXR—ZATA onbDETH->
oo 14 (<1%) IS BT Grade 3 DFLEERE, WTFHMOFESL D Grade | X2 TH oz,
FHE COMMOHRIAEIF S0 B &G : 1~309 H) Tholz.

OPDIVO 5512177 L 7% [l fE HSCT DEDHE : [ZER O FOMHE (5.10) BHT .

cHL & D 10% U L TRBUUTEML U7 BRRAEEL La R 17 10R7. RBRiaR F TRl L,
WOIEIHE ORI 72 20%LL L THE Shl) RKRREMOFGIT, mERBNE, [THER
H, ROUAN—BHNR ETHD. TOMOEIHED R (10%LL LTl Shk) BIFERI,
VT F= oW, BRERE, ROT I 7 —BRNThoT.

% 17 : OPDIVO 285 Sz cHL BE D 10% LA LIZRB L ZBRRREMRE (N—XF41 U»
& DE(L) (CHECKMATE205 % U CHECKMATE039)

OPDIVO cHL
EEVERYTHRER °
ERRMREMER Y BEOEE (%) ©
£ Grade Grade 3-4
MRZERIRE
1 ifn BR D JiE 38 4.5
I P ERIBE 37 5
1 RIS E 37 3.0
Y L SERBDE 32 11
2 ifi. 26 2.6
E{LERE
AST $#1 33 2.6
ALT #4/0 31 3.4
U X—B 22 9
TIH VKRR 7 Z2—EHN 20 1.5
&)~ U U AMAE 20 1.1
KAV © A fE 16 1.9
7 LT F= N 16 <1
&A1V 7 A SE 15 <1
e/ SYRAVN| ki 14 <1
Fh Y U AIGE 15 1.5
727 =B8N 13 1.5
B L E 11 1.5

a ZRVERENT R GUER G AT HE 722 A $51% 203~266 4 TH - 72,

b =R~ TG 30 BE TICRBOONERE ST, RENTEMRIER R b

B, =HRL=THET—2ADKTH 30 BUNICER L TWORIE, =R~ HRESORIGEE

HHZ EE L.

c EBHIT, TR GEN TR THE/ BT BT, SN IEE (2955 Gradel ~

Grade2) 7869 &4 274 (39%) T, ZEfEMHKMpE (254 Gradel ~Grade2) 7% 69 4 114
(16%) THE SN,

FREUTEBERRRR T LR A
OPDIVO DZ&tkid, 77 F 7 WA &2 & oAb HRIEIC X DIRR T UG EREZ T Thrb 6 T HLL
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1.6 FLEIC

B D ARILAE B9 5 &R

=R~ T A h=T (BHERA)

\IRBEAT 23R DA - FE3E U THEB I SCCHN BB 2 %14 & LT IR AL EH S RIS M i
uAﬂﬁ%T&écmmmWUEMIT%ﬁbt[ﬂ%ﬁﬁ%ﬂé}*%7 B30 OPDIVO 3
mg/kg (236 44) % 2 FAFFRRT 60 /03T CTHRIEFHE, SUITRBTRIE Y ERT AR L 72 LU T O b5k
EOWT D EENE L.

vy Xxi~T (134) , AfHR 400 mg/m? 1Z#Hi< 250 mg/m? O 1 [\ EHE
f%bv#%~%(%%)m~mmyﬁmL1lE%#E
Fe %t (524) 30~40 mg/m® DI 1 B #E

OPDIVO # 5 % %1} - BE TR 2 =R~ TIEEHIR (P9efE) X 1.9 7 H (HEPFH : 1 BH~16.1+

HRA) Thote. ZORBRTIE, HED 18%M 6 7 AR, 2.5%7 1 £, OPDIVO ##%5-&h

7=.

CHECKMATE-141 T, &EMER CAERB 2 a7 508, 2 aEmilz 8455888 1<k

R ST ME D SRR A, m%irsuma%a*” DSARH, MR SO IR AR o R - B s A
CREMEEEME R GE R &) 2/ T 5RE R L.

VR BT 7= 2B OFRmO P IEIT 60 n% (FIPH : 28~83 %) TH Y, 65kl LoBFIX

OPDIVO BEAS 28%, XHREEMN 37% TH Y, 83%MNHEIET, 83%MNAN, R%NT VT N, 4%N5E

ANTHoTz. _—2AF A D ECOG Performance Status £ 0 (20%) Xix1 (78%) THY, BED

A5% T BHIIEO LY A AT X DHNREE 1A, 520 O 55%1% 2 BILLESZ Tz, 90% i3kt
MRERIERE 2 L.

BIERICE Y, 14%DHEE T OPDIVO 0523 d ik &h, M%m%%f%@ﬂﬁ%éht B

D 49% \ZEHEZRRIVERASH L7z, OPDIVO 5 IN7=HBED 2% LIZHE S, b REME

ENmE»o -EERREME, Mgk, MPRNEE, PR, ﬁﬁ/ﬂﬁua&zﬁurfbo 7.

SCCHN fBF 1T B L 72 FIMER K ORE R MR A E a1, B RANEAHE LN NSCLC BFIZRILL

T2bDO L CREETH > 7. OPDIVO %5 S 372 A D 10% L EIC 3B U 7ZBITEA Cic b 4R

FEME L, 1RBREAERER S EIN U7 b2k L 0 RBRNE o 72 b O, Bk ORI K <

Hol.

OPDIVO % # 5 SN BED 10% 0L EICRIL L2 BFEREMRE CROUMENT L, 1BRERR:

PFIBE L VRBENEDST- b DI, TAHIVERRAT 72—, 75—, Eshriy

LAME, @AY v AMAER O TSH N TH - 7.

R EREBA

OPDIVO O &4, 77 FF#AIZ & T LFHRIEIC X 2 IR U ISR BEIT Lz, XX

7 Z FFEUH G e SR X D INRTSUI R BIEIE N S 12 7 A DNICREEST LT, RAT

HEIT SUTIERMEIR IS ER S B 270 £ &5t 5 & LT, BT UIHR TE RV EERRD b

% % T OPDIVO 3 mg/kg % 2 MK CH5-7 5 HiEaER T 5 CHECKMATE-275 Cilli L 7-.

WMo IEIL 33 B A #0205 134+ H) Tholz. BRED 46%MNENEIC L #%
IHEH LT,

144 (52%) OBENMFBEITLUANDOFRNTHLE Lz, 9544 (1.5%) 1% OPDIVO O 5T
K9 2 Wil XIIERIB/ABIC L DT ThH o7z, Fiz, 17%DHBE TREIWEA D=5 OPDIVO O
Be G a il U7z, EERBIWERD 54% CHRELL-. BED 2% THE SN - & bRIFEEDS
WHEEZREWEAX, IREEYUE, MunfE, T, MR, ROeg@ERER Fchor.

2546 (9%) 12, REMEMORIER DS, AT L R="">1H 40 mg LA EARYS 285 LT
[2 Wfﬁﬂ@/fﬁ“ (5) =4 .

BORBBEORWENER (BE D 20%0L ECliE Shi) 1305, Eim, B, RORK
WORTH 7=,

10%BOBH THREAL-AEHRER 18 ITRT.
£ 18 : BED 10% LA LICRH L=BIfEA (CHECKMATE-275)

OPDIVO DR E%Z T 7 R LB A BE
BEOHEIE (%)
4 Grade Grade 3-4

BIYEM 99 51

—% - £HEER L ORETN

DR

WIVRE 55 /e TSR 46 7

FEEN /NI R 0D K B 17 0.4

TRIE, R PRI AR M ISR 13 0.4
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=ARN~T A Y AT (BN A)

RYME RS & O A BUE

ﬁ%@%ﬁ/k%%%/ﬁ%ﬁﬁ 17 7
Y

FERER, HERI X OMtREE

NGk, A Ik 18 0
I [R5, ” 33
F5 VMR [ S

BBEE

AL 22 0.7
T 17 2.6
5% 16 0.4
i @ 13 1.5
M i 12 1.9
BE I L O TRAfREE

B b 16 1.5
% 9 FEAE 12 0
HERRE IO A HRES

kB © 30 2.6
B iR 10 0.7
KRB L ORREE

AR 22 22
P

CION e 15 0

#1% NCI CTCAE v4 (2 #-5< .

a MERARIREL, THEIR O EREHE & &t

b BER, SUERREER, AMEVERESR, ROGHME, BRIR, WMk, BRREZBIR, 3T S etk
LR s RB AR BT,

c WEE, B, TERCRIOR, FrERUYE, SRR, B, TR & O HER & & L.

d B oSt RS, (P TSH Y, 1 TSH 8500, FORIREAETUHERE, AR IRBERE(R TiE,
HORIRZ, U A ad v obd, Wl A oo U mn, o a8, R 3 — Ry A m
=M, YA — R A = linE S,

£ 19 : 10%A L0 BEICRE LZBRREMBEY (X714 »b0E(L) (CHECKMATE-

275)
OPDIVO O# 5% 31} 1 JREs ERA A "
Ay e R s BEOEE (%)
4 Grade Grade 3-4

KA

VU SERIEAE 42 9
. 40 7
M/ NSRS il 15 24

1 if BRI iE 11 0
LR

3 U 42 24
Al NURVN 1 41 11

7 LT F= 39 2.0
TAA YRR 7 2 —LHIN 33 55
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1.6 FLEIC

B D ARILAE B9 5 &R

=R~ T A h=T (BHERA)

& L LfE 26 0.8
AST #4n 24 35
&Y 7 A MIE 19 12
ALT #10 18 12
e~ 7320 AUE 16 0
Y S—E N 20 7
77— 18 4.4

a BSHREMEREFE ORI, =2 T A VEROREBRFD2< &b 1 B0 TR E 7]
BETho T BE (FPH : 84~256 4) 12#5<.

FERIAEAS A

OPDIVO OZ 4, sk tAIEE MR TdH 5 CHECKMATE-040 28k Sz, YT 7 ==
I K BIBBEPITRBEIT L, T Y T 7 = =7 ISRMZ 0 HCC K O Child-Pugh 2748 A OJIFAE

BrBTDHEBE 154 4 OHSEH TG L=, BE D AST KON ALT IZIEFHME RO 5 LU, »

SHE UL E I 3 mg/dL A & L7z, OPDIVO # G W o il 6 # A Th o7z

HEATIE HCC B g a w7 e 7 7 A VX, F U A7 I —BEEOE ) L E U fE ES

DRBENE D122 LB BRE, MONABRETBERSINEFET 0 7 7 40 LREEIL TH

7=. OPDIVO #5512k v, FRBRIGHE T TIHBL L 7= Grade 3 XX Grade 4 DA EHGL L LT, ASTHY

23274 (18%) , ALTHEMA 164 (11%) , KBV AEHMA 114 (1%) 1RO LR

7. i%iﬁm&g1734F%Z£&bt%r TEMEIFRIZ 8 4 (5%) TR BT,

6.2 THAR%B DR

OPDIVO O AGRHZDOERIZEB W T FORWERANRE SN TWD. 20X 5 ZREIVERIZHR AR
@ﬁ%ﬁl#%é%m #Lénétw FEBUARE BT DML O @ W HERHC SRR 6T B
RRBROSLAENEIZ A HETH D L ITR S 72\,

WRIEE : 74 —2 | < /DB - JEH (VKH) HEWRRF

6.3 SR ME

TRTCORFEAEAE & FERIZ, OPDIVO X FENR S 5.

OPDIVO 3 mg/kg % 2 IR TH G- I, 2 ofi=RL~ 7HUERAD /HE Th o 7o B 2085 4
2334 (112%) X, BRALZFLHE (ECL) EIC L 2REICEWT, REBRIAHE F CRILL
=R~ T HUERBECH o7, =R~ T ﬁTé¢ﬁ#Wily%«H%)fww6nt
R - SOSTITTIE, Pl=m~ THIRDREAIC L 23 MBNEESR 7 1 7 7 A L OZEALLIEAIE
I BOS OFRBBEE O Z R EF v ZIRD bR o 7.

OPDIVO & A V'V A~ 7 20l S i, 2 ofi=R L~ 7 HROGENFEMAHECTh - - BFIC
BWT, Hi=R~T7HROREARL, =KL~ 7 3mgkg 2 H 5%/ ) A~ 1 mgkg % 3
VAR R CTHG L 7= 05 T 26.0%, —=RA~7 1 mgkg #5504 Y A~7 3mgke % 3 8
MIIRE TR G LR 5 T 37.8% Th o 7-. =R~ 71T 2 PRHEOREERIL, =Rr~7
3mgkg #HGZIZA BV AT 1 mgkg & 3 BTG LIo#BE T 0.5%, =AL<7 1
mg/kg ZEHHZIZA Y A~7 3mgkg & 3 HEARRCRYEG LIoERE T46% ThH o7z, Jif Y
L~ T PURIRA D A E T%ot%% TBWT, HiA U A THIEROFERIL 6.3%0 5 8.4%DH
PH T, 4t)Av7 5B FRHUAR DRI R 0 225 0.3% DI TRD b7,

ARIIC T»v7#¢@?$ %, BAITHED RIS OB OHINSUTG MR 2
;’&%T?IET/X B BN T,

PURTERR OB, WIS EORRE & fr RPEICREICRFET D, £z, HEEO T THIKREER (F
bk EEte) | ,MEwﬁ&m,@%®W&w,ﬁ%®ﬁﬁﬁﬁ,%%%,E%%%QE,%O
MORTFAT L > THEBLZ T AUEERHSD. 2Dk 572 E) S, OPDIVO IZRT BHUADIE
R LM OIEANGT D HURDOFIR L O LEIIEMREZHLS BTN D S.

B3] OPDIVO IZ8\\ T, BRI M AR I B4 2 BRARRBRIT SN L TV

tHAEEH

EREDER] | 81 HiR

cRiFe | LIoR%

= VERMEFE B OB R D5 — & 726, OPDIVO (ZAHIRE Ot i 545 L IBRIC B % I3
£ BENNDHD EPERE (12.1) 2] . OWERCATERBRCHE, =RL~T e =s 4L

’“aﬁﬁ%@%%b% MhETREST L, mﬁkoi%%ﬁtﬂ@mbt[%—iﬁﬁi =
b 1gG4 IZHEAEREM 25892 2 L MM BN TRY, =RL~=7 132 0fE s/ a7 Y v G4 (IgG4)

DIFETHD. Z07d, =R~ 7 ZRENLRBERORRIZICEITT 5 AlREMENH 5. OPDIVO
DT, ﬁ%*%&@*%# Dk%w&%i%né.ttb,%ﬁh%@btUzﬁK%?é
v hOTF—H 3. HIRT O LM RIBE~DY A7 23T HZ &
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1.6 AMENCE T D ARSI T 2 &k
=ARN~T A Y AT (BN A)

WIS I T 2 FERE R KRB L WEOE T AZIIAPTHS. LirL, KEO LRI
B2 EBERERERBOERY 271, BROICHTE SIVZIEIRO 2~4%, FREILR 15~20%
Thb.

g

T —4

PD-1/PD-L1 #& D F:7- 2RI, MRVEICxHT 2 RMAOGIE MR & HEFFT 2 2 & 1C L DR OAkEE
ThH5bH. PD-LI O T FIRZEOHER X, BIRICHT2EAZELL, BEOETEHEMIELZ L
PIRET L~ U A THERINTWS. £, KL, ERAR 3 mgke 5 RFOBRFERED 9
~42 % (AUCIZHSK) O=RN~T 2B OB otk E Tl 2 BEE L, HAR K
AR ORAEICHT R ELMF LI L 25, AR L& BEM A2 B IRREE ORI M O A 5t
TOHEMBED L. FIZ, FRAEF»D, BREO=FR L~ TgEIL, M EEEEORAER
ILIE W 22 0B E DAL D U A7 IS5 AREMERH V0, 20 ) BB fEEEEIC >V T
PD-1 /v 77U Y TATHEESNTWS. BB, =R A~T2HE L= PILDEFR
(FAIERFETED 16 PTHR 11 PTicx L, 32 PCH 18 J8) TIEH L difBId A b vy, F A TE)
SR, SRR, R OMERIRERAN T A — X kT BT 6 ATz o TRD B
Mol

8.2 &H

Y X7 DOWFEE

OPDIVO D RFLF~DOBATIZMER SN TRV, Hilk2E %< OFEANIRFLICH SN D Z &,
F 72 OPDIVO iAo RICEERBEA 25 S EZTBEhRn®H 5 Z L2 5, OPDIVO IZ &
DIREPIIARALE P D K o IciEET A 2 L.

83 AFHREDH B LR TBH

AT

YERMFFD 5, OPDIVO IZ4FIRT Dt 592 L IR RICER B2 R FTBZENNH D [FFED
ZEHIC BT SEH 8.1) M . RS D ATREMED B % 4otkicid, OPDIVO O #5310 H M OV
KB G% A7 &b S AL, RMIZSEHTEZ VD KO ICRETH L.

84 NRE~DEKE

OPDIVO D ZEMR AL, A IV, FXVVTIFUROA Y ) ThH LD
TRRBRBELT LR E~ A 7 oY 7 74 MREEE MSI-H) XTI A~ v FEEHETEKE
(dMMR) O#sM% K2 A (mCRC) @ 12 5% LL EO/NRBFICB W T EN TN D, 20
IR~ OPDIVO D% 5-1%, i A MIC-H X% dMMR mCRC f#H %z x5 & L THEM S iz,
OPDIVO DI > L FHEESNEZHBROLEONT, =FRL~T7 OEEIREICH T 2BFE I3 L
THEERSCERRENERNICEERPEL RIS/ L, £/ 7 —F KON TIEY ~DiR
BEDEAML O 12 L Lo/ NEBETHEE L TWS Z &, ¥{Z MSI-H X% dMMR mCRC DOf%i#
DA OVNEBE THEEILTEY, RABREDOT —ZO/NREE~OIMERTTRETH D = & &R
TEMOREFEYIET — 2 R DT EF U ALV EMTF LTS, 125 Eo/NRBE
O Z OISR HHERAEL, RAOHERHRER oD [HL - HE 28) , BKEEYDE)
BE (12.3) , ROVEEKFAGE (14.8) 2] . (1) MSI-H X% dMMR mCRC @ 12 ARl o/ NR
CBITD, Xt 2) FOMoOEKRSINT-#IL~D 18 A O/NEBRFEIZEIT D, OPDIVO DZE4:
PE R OV IR ITREN S LT e

8.5 Wi ~D&E

CHECKMATE-017, CHECKMATE057, CHECKMATE-066, CHECKMATE-025 } {8 CHECKMATE-
067 T OPDIVO HAIREICMEMEAEIM T SN 1359 4D 9 B, 65 kLA 1X 39%, 75 Ll i 9% T
Hotz. ZhoORBCEIEBE L IEEMEE ORI IIANED RN TS S Qv
U

CHECKMATE-275 (JR¥&_ERzAA) Tid, 65mLl % 55%, 75l EiX 14% Th -7, &b
LI ERE O LB UIAIEO BRI E ST,

CHECKMATE-238 (B BRIkt 2 I BEE) <, 65 bl 1% 26%, 75 Ll Fix 3%
Tholz. EiERE LIEERBE OZEM I INED SRR ZTHE STV,
CHECKMATE-037, CHECKMATE-205, CHECKMATE-039, CHECKMATE-141, CHECKMATE-
142 J}2 OV CHECKMATE-040 Ti¥, 65 &bl Lo BEIZB T HEANIERMmESE &L B2 0B %W
LN TE DI EDOTHRBOEMEITEEN T o T,

CHECKMATE-067 T OPDIVO KU\ BV A~ 7 HFHABICIEERBIFIT SN 314 4D H 5, 655%
AT 41%, 750 BiIX 11% Th o7z, @i & IEmiindad Oz et a0 2R 772
T Z TR,

CHECKMATE-214 (ZFHIla’A) T=RL~=7 3mgkg KA BV A~=7 | mygkg 5 EIES
BT ENTZ5504 D9 5, 65wl 1L 38%, 75 bl LIZ 8% Th-7-. mlhE & IEming 0
MO RRIREITRE ST, Intermediate U A 7 X (& poor U A7 OEBEIZEBWNT, A
TPED BRI 72 22T ST TV7R0,

8.6 BEE
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RESEHSE BRI IC S < &, BIRE 247 2 B8 7 2 M EHEITRHc R s ey LEY
R (12.3) ZH] .

8.7 fflEsE

FHE MBI REMANTICIE S < &, BE TP EEONFEE 287 2 B8 1Txhd 2 A& IR
TN, BEOHEELZATHHBE LG LT 5 OPDIVO ORBRILINM STy [z
HH (12.3) M) .

BERE | OPDIVO Dl 5B S dud e,

WA STED | 201844
®ETFA R
BRI OBt R A

+ CHECKMATE-037 (NCT01721746) (X, UIBRAGEXITEEBMEOEME RAERE 238 & L= SR, EEmRR
THD.

RIGEDEBIETEE R AR
- CHECKMATE-066 (NCT01721772) ¥, BRAF V600 #5451 %2 A 2 UIBR ARG X T B BB 2 xR & L
ZhigktE, ZEER, BEALRR (1: 1) #BThHo.
CHECKMATE 067 (NCT01844505) 1%, RIBEOUIRATE X T o BB E 265 & LS hixdtm
HEMR, HEEAL (1 ) RBRTH 5.

T EL IS0 B IR A B R E
+ CHECKMATE-238 (NCT02388906) 1%, A7 —IB/C X{ZAT—IVOELEBAMAZBIGUR L-EBEELGE L
WEALL_EERABR THS.

SRR R/ IR 23 A O —SRIRIGHR
« CHECKMATE-017 (NCT01642004) %, 77 FF X7 L v hEETALBRIEL U X /%:%JMEPX I 1 EEMRIRE
HEATHAFRD BN TR T E R IR NG AS A B b & LT EEAL (1: 1) EERARBRTH 5.

SN IE R I/ NIRRT DS A OB SRIRIGHE
« CHECKMATE-057 (NCT01673867) (X, 77 F X7 L v M E&T{LFIREL VA /%;’%ﬁmqﬂx EQ WSy RN
HEATAFRD BN TR T E R IR NG AS A B b & LT EEAL (1: 1) EERARTH 5.

EATHEB RS A

+ CHECKMATE-025 (NCT01668784) 1%, 1 ¥ i 2 MO MEH AL ER OIEHR L Y A AT & D EIREROFE R T
TR I AT AR DN AT BRI N A BRE 255 L LA (1:1) FEMRRTHS.

+ CHECKMATE-214 (NCT02231749) (X, RIFEOEITHEBMIENARE EXIRE LEEEESL (1:1) FEEHRRART
HD.

EHAR Y VN E
« CHECKMATE-205 (NCT02181738) 1%, cHL #xf%& Li-H—#, JHEEH, Sk, 2Eats— MRBRTHD.
- CEHCKMATE-039 (NCT01592370) I%, cHL ZXf%& L7-IEEKR, ZhizkdtFE, HEERRTHD.

BEXIEBEEETRE LEBSA

« CHECKMATE-141 (NCT02105636) 1%, KM (GIBRARGERFTEIT) UL SF T CRiBhIRE SUIATRITMBhE
HEE LTOT I F A E SR 2REIC X DR U E2Z 1 T b 6 A LIRISHEETRGRD b= %
NITERBE SCCHN B 2 x4 & Lo M\IEA(L (2:1) RIEHBIFERARTH .

R ERHA
* CHECKMATE-275 (NCT02387996) (X, 77 FF8AI% & et B0k X AR SUTIRRBITHREEIT Lz, X
75 FFHE G e b SIRIEIC & BRI SRR AABIRIE D 12 4 A UPNIOREELT L7z, BFTE T O3B R
FREBRAIBREENSRE LI-EERBRTHD.

BHEE~A270Y T 54 NAREME (MSI-H) Xiis A<y FEEEEKE (AMMR) OERBHERBSA

« CHECKMATE-142 (NCT02060188) 1%, 7/ AU Iy, XV TITF KA Y )T 02 ETLLHRED
AR, TB0R%E, JUIRMAZ R L, W8T L2, BT dMMR XX MSI-H #5814 CRC B#F 2 x5 & LT 5k
L7=Zhaax 3R, FEEH, BBk TH 5.

FERIARAS A
- CHECKMATE-040 (NCT 01658878) (%, Y 7 7 = =7IC L ZIRBPITHREEIT L2, XY 77 = =7 ICARME DT
A (HCC) BREZMRE L THEM LSRR ERRRTH 5.
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

OPDIVO (nivolumab) injection, for intravenous use

Initial U.S. Approval: 2014

RECENT MAJOR CHANGES
Indications and Usage (1) 4/2018
Dosage and Administration (2) 4/2018
Warnings and Precautions (5) 4/2018
INDICATIONS AND USAGE

OPDIVO is a programmed death receptor-1 (PD-1) blocking antibody indicated for the
treatment of:

e patients with BRAF V600 wild-type unresectable or metastatic melanoma, as a
single agent. (1.1)

e patients with BRAF V600 mutation-positive unresectable or metastatic melanoma,
as a single agent.2 (1.1)

e patients with unresectable or metastatic melanoma, in combination with
ipilimumab.2 (1.1)

e patients with melanoma with lymph node involvement or metastatic disease who
have undergone complete resection, in the adjuvant setting. (1.2)

e patients with metastatic non-small cell lung cancer and progression on or
after platinum-based chemotherapy. Patients with EGFR or ALK genomic tumor
aberrations should have disease progression on FDA-approved therapy for these
aberrations prior to receiving OPDIVO. (1.3)

e patients with advanced renal cell carcinoma who have received prior anti-
angiogenic therapy. (1.4)
e patients with intermediate or poor risk, previously untreated advanced renal cell
carcinoma, in combination with ipilimumab. (1.4)
e adult patients with classical Hodgkin lymphoma that has relapsed or
progressed after®: (1.5)
o autologous hematopoietic stem cell transplantation (HSCT) and brentuximab
vedotin, or
o 3 or more lines of systemic therapy that includes autologous HSCT.
e patients with recurrent or metastatic squamous cell carcinoma of the head and
neck with disease progression on or after a platinum-based therapy. (1.6)
o patients with locally advanced or metastatic urothelial carcinoma who®:
e have disease progression during or following platinum-containing chemotherapy
¢ have disease progression within 12 months of neoadjuvant or adjuvant treatment
with platinum-containing chemotherapy. (1.7)

e adult and pediatric (12 years and older) patients with microsatellite instability-high
(MSI-H) or mismatch repair deficient (IMMR) metastatic colorectal cancer that
has progressed following treatment with a fluoropyrimidine, oxaliplatin, and
irinotecan.? (1.8)

e patients with hepatocellular carcinoma who have been previously treated with
sorafenib.? (1.9)

@ This indication is approved under accelerated approval based on progression-free
survival. Continued approval for this indication may be contingent upon verification
and description of clinical benefit in the confirmatory trials.

b This indication is approved under accelerated approval based on overall response rate
and duration of response. Continued approval for this indication may be contingent
upon verification and description of clinical benefit in confirmatory trials.

DOSAGE AND ADMINISTRATION
Administer OPDIVO as an intravenous infusion over 30 minutes.
¢ Unresectable or metastatic melanoma

e (OPDIVO 240 mg every 2 weeks or 480 mg every 4 weeks. (2.1)

e QPDIVO with ipilimumab: OPDIVO 1 mg/kg, followed by ipilimumab on the same

day, every 3 weeks for 4 doses, then OPDIVO 240 mg every 2 weeks or 480 mg
every 4 weeks. (2.1)

¢ Adjuvant treatment of melanoma

e (OPDIVO 240 mg every 2 weeks or 480 mg every 4 weeks. (2.2)
* Metastatic non-small cell lung cancer

e (OPDIVO 240 mg every 2 weeks or 480 mg every 4 weeks. (2.3)
o Advanced renal cell carcinoma

e (OPDIVO 240 mg every 2 weeks or 480 mg every 4 weeks. (2.4)

e OPDIVO with ipilimumab: OPDIVO 3 mg/kg followed by ipilimumab 1 mg/kg on
the same day every 3 weeks for 4 doses, then OPDIVO 240 mg every 2 weeks or
480 mg every 4 weeks. (2.4)

e (lassical Hodgkin lymphoma

e (OPDIVO (nivolumab) 240 mg every 2 weeks or 480 mg every 4 weeks. (2.5)
e Recurrent or metastatic squamous cell carcinoma of the head and neck

e OPDIVO 240 mg every 2 weeks or 480 mg every 4 weeks. (2.6)
e Locally advanced or metastatic urothelial carcinoma

e (OPDIVO 240 mg every 2 weeks or 480 mg every 4 weeks. (2.7)

e Microsatellite instability-high (MSI-H) or mismatch repair deficient (dMMR)
metastatic colorectal cancer

e (OPDIVO 240 mg every 2 weeks. (2.8)
e Hepatocellular carcinoma
e (OPDIVO 240 mg every 2 weeks or 480 mg every 4 weeks. (2.9)
DOSAGE FORMS AND STRENGTHS ------------=--===--=---

Injection: 40 mg/4 mL, 100 mg/10 mL, and 240 mg/24 mL solution in a single-dose
vial. (3)

CONTRAINDICATIONS

None. (4)
WARNINGS AND PRECAUTIONS

¢ Immune-mediated pneumonitis: Withhold for moderate and permanently discontinue
for severe or life-threatening pneumonitis. (5.1)

e Immune-mediated colitis: Withhold OPDIVO when given as a single agent for
moderate or severe and permanently discontinue for life-threatening colitis.
Withhold OPDIVO when given with ipilimumab for moderate and permanently
discontinue for severe or life-threatening colitis. (5.2)

¢ |mmune-mediated hepatitis: Monitor for changes in liver function. Withhold for
moderate and permanently discontinue for severe or life-threatening transaminase
or total bilirubin elevation. (5.3)

¢ Immune-mediated endocrinopathies: Withhold for moderate or severe and
permanently discontinue for life-threatening hypophysitis. Withhold for moderate
and permanently discontinue for severe or life-threatening adrenal insufficiency.
Monitor for changes in thyroid function. Initiate thyroid hormone replacement
as needed. Monitor for hyperglycemia. Withhold for severe and permanently
discontinue for life-threatening hyperglycemia. (5.4)

e 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. (5.5)

¢ Immune-mediated skin adverse reactions: Withhold for severe and permanently
discontinue for life-threatening rash. (5.6)

¢ 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. (5.7)

e Infusion reactions: Discontinue OPDIVO for severe and life-threatening infusion
reactions. Interrupt or slow the rate of infusion in patients with mild or moderate
infusion reactions. (5.9)

o Complications of allogeneic HSCT after OPDIVO: Monitor for hyperacute graft-
versus-host-disease (GVHD), grade 3-4 acute GVHD, steroid-requiring febrile
syndrome, hepatic veno-occlusive disease, and other immune-mediated adverse
reactions. Transplant-related mortality has occurred. (5.10)

e 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 (>20%) in patients were:

e OPDIVO as a single agent: fatigue, rash, musculoskeletal pain, pruritus,
diarrhea, nausea, asthenia, cough, dyspnea, constipation, decreased appetite,
back pain, arthralgia, upper respiratory tract infection, pyrexia, headache, and
abdominal pain. (6.1)

e QOPDIVO with ipilimumab for melanoma: fatigue, rash, diarrhea, nausea, pyrexia,
vomiting, and dyspnea. (6.1)

e OPDIVO with ipilimumab for renal cell carcinoma: 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

Lactation: Discontinue breastfeeding. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.
Revised: 04/2018
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

1.1 Unresectable or Metastatic Melanoma

* OPDIVO® (nivolumab) as a single agent is indicated for the treatment of patients
with BRAF V600 wild-type unresectable or metastatic melanoma [see Clinical
Studies (14.1)].

e (OPDIVO as a single agent is indicated for the treatment of patients with BRAF V600
mutation-positive unresectable or metastatic melanoma [see Clinical Studies (14.1)].

This indication is approved under accelerated approval based on progression-free
survival. Continued approval for this indication may be contingent upon verification
and description of clinical benefit in the confirmatory trials.

e QPDIVO, in combination with ipilimumab, is indicated for the treatment of patients
with unresectable or metastatic melanoma [see Clinical Studies (14.1)].

This indication is approved under accelerated approval based on progression-free
survival. Continued approval for this indication may be contingent upon verification
and description of clinical benefit in the confirmatory trials.

1.2 Adjuvant Treatment of Melanoma

OPDIVO is indicated for the adjuvant treatment of patients with melanoma with
involvement of lymph nodes or metastatic disease who have undergone complete
resection [see Clinical Studies (14.2)].

1.3 Metastatic Non-Small Cell Lung Cancer

OPDIVO is indicated for the treatment of patients with metastatic non-small cell lung
cancer (NSCLC) with progression on or after platinum-based chemotherapy. Patients
with EGFR or ALK genomic tumor aberrations should have disease progression on
FDA-approved therapy for these aberrations prior to receiving OPDIVO [see Clinical
Studies (14.3)].

14 Advanced Renal Cell Carcinoma

e OPDIVO as a single agent is indicated for the treatment of patients with advanced
renal cell carcinoma (RCC) who have received prior anti-angiogenic therapy [see
Clinical Studies (14.4)].

e OPDIVO, in combination with ipilimumab, is indicated for the treatment of patients
with intermediate or poor risk, previously untreated advanced renal cell carcinoma
(RCC) [see Clinical Studies (14.4)].

1.5 Classical Hodgkin Lymphoma

OPDIVO (nivolumab) is indicated for the treatment of adult patients with classical
Hodgkin lymphoma (cHL) that has relapsed or progressed after:

o autologous hematopoietic stem cell transplantation (HSCT) and brentuximab
vedotin, or

o 3 or more lines of systemic therapy that includes autologous HSCT.

This indication is approved under accelerated approval based on overall response
rate. Continued approval for this indication may be contingent upon verification and
description of clinical benefit in confirmatory trials [see Clinical Studies (14.5)].

1.6 Squamous Cell Carcinoma of the Head and Neck

OPDIVO is indicated for the treatment of patients with recurrent or metastatic
squamous cell carcinoma of the head and neck (SCCHN) with disease progression on
or after platinum-based therapy [see Clinical Studies (14.6)].

1.7 Urothelial Carcinoma

OPDIVO (nivolumab) is indicated for the treatment of patients with locally advanced or
metastatic urothelial carcinoma who:

e have disease progression during or following platinum-containing chemotherapy

e have disease progression within 12 months of neoadjuvant or adjuvant
treatment with platinum-containing chemotherapy.

This indication is approved under accelerated approval based on tumor response rate
and duration of response. Continued approval for this indication may be contingent
upon verification and description of clinical benefit in confirmatory trials [see Clinical
Studies (14.7)].

1.8 Microsatellite Instability-High (MSI-H) or Mismatch Repair Deficient
(dMMR) Metastatic Colorectal Cancer

OPDIVO is indicated for the treatment of adult and pediatric patients 12 years and
older with microsatellite instability-high (MSI-H) or mismatch repair deficient (IMMR)
metastatic colorectal cancer (CRC) that has progressed following treatment with a
fluoropyrimidine, oxaliplatin, and irinotecan [see Clinical Studies (14.8)].

This indication is approved under accelerated approval based on overall response rate
and duration of response. Continued approval for this indication may be contingent
upon verification and description of clinical benefit in confirmatory trials.
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1.9 Hepatocellular Carcinoma

OPDIVO is indicated for the treatment of patients with hepatocellular carcinoma
(HCC) who have been previously treated with sorafenib. This indication is approved
under accelerated approval based on tumor response rate and durability of response.
Continued approval for this indication may be contingent upon verification and
description of clinical benefit in the confirmatory trials [see Clinical Studies (14.9)].

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage for Unresectable or Metastatic Melanoma
Single Agent
The recommended dose of OPDIVO as a single agent is either:
e 240 mg every 2 weeks or
e 430 mg every 4 weeks
administered as an intravenous infusion over 30 minutes until disease progression or
unacceptable toxicity.

With Ipilimumab

The recommended dose of OPDIVO is 1 mg/kg administered as an intravenous infusion
over 30 minutes, followed by ipilimumab 3 mg/kg administered as an intravenous
infusion over 90 minutes on the same day, every 3 weeks for a maximum of 4 doses
or until unacceptable toxicity, whichever occurs earlier. After completing 4 doses of the
combination, administer OPDIVO 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 ipilimumab for
additional information prior to initiation.

2.2 Recommended Dosage for Adjuvant Treatment of Melanoma
The recommended dose of OPDIVO is either:
® 240 mg every 2 weeks or
e 480 mg every 4 weeks
administered as an intravenous infusion over 30 minutes until disease recurrence or
unacceptable toxicity for up to 1 year.
23 Recommended Dosage for NSCLC
The recommended dose of OPDIVO is either:
e 240 mg every 2 weeks or
e 430 mg every 4 weeks
administered as an intravenous infusion over 30 minutes until disease progression or
unacceptable toxicity.
24 Recommended Dosage for RCC
The recommended dose of OPDIVO as a single agent is 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.

With Ipilimumab
The recommended dose of OPDIVO in combination with ipilimumab is OPDIVO 3 mg/kg
administered as an intravenous infusion over 30 minutes, followed by ipilimumab
1 mg/kg administered as an intravenous infusion over 30 minutes on the same day,
every 3 weeks for 4 doses [see Clinical Studies (14.4)]. After completing 4 doses of the
combination, administer OPDIVO 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 ipilimumab prior
to initiation.

2.5 Recommended Dosage for cHL
The recommended dose of OPDIVO is 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.

2.6 Recommended Dosage for SCCHN
The recommended dose of OPDIVO is either:
e 240 mg every 2 weeks or

OPDIVO® (nivolumab)

e 480 mg every 4 weeks

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

2.7 Recommended Dosage for Urothelial Carcinoma
The recommended dose of OPDIVO is 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.

2.8 Recommended Dosage for CRC
The recommended dose of OPDIVO is
e 240 mg every 2 weeks

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

29 Recommended Dosage for HCC
The recommended dose of OPDIVO is either:
e 240 mg every 2 weeks or
e 430 mg every 4 weeks

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

210 Dose Modifications

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

There are no recommended dose modifications for hypothyroidism or hyperthyroidism.

Interrupt or slow the rate of infusion in patients with mild or moderate infusion reactions.
Discontinue OPDIVO in patients with severe or life-threatening infusion reactions.

Table 1: Recommended Dose Modifications for OPDIVO

Adverse Reaction Severity* Dose Modification
Grade 2 diarrhea or colitis Withhold dose?
Withhold dose? when
administered as a single
- . . agent
Colitis Grade 3 diarrhea or colitis - -
Permanently discontinue
when administered with
ipilimumab
Grade 4 diarrhea or colitis Permanently discontinue
" Grade 2 pneumonitis Withhold dose?
Pneumonitis — - -
Grade 3 or 4 pneumonitis Permanently discontinue
Aspartate aminotransferase
(AST) or alanine
aminotransferase (ALT) more
than 3 and up to 5 times the Withhold dose?

upper limit of normal (ULN) or
total bilirubin more than 1.5 and
up to 3 times the ULN

AST or ALT more than 5 times
the ULN or total bilirubin more Permanently discontinue
than 3 times the ULN

o|f AST/ALT is within normal
limits at baseline and
increases to more than 3 and
up to 5 times the ULN

Hepatitis/non-HCC®

o|f AST/ALT is more than 1 and
up to 3 times ULN at baseline
and increases to more than 5
and up to 10 times the ULN

Withhold dose®

Hepatitis/HCCP

o|f AST/ALT is more than 3 and
up to 5 times ULN at baseline
and increases to more than 8
and up to 10 times the ULN

If AST or ALT increases to more
than 10 times the ULN or total
bilirubin increases to more than
3 times the ULN

Permanently discontinue

(Continued)
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Table 1: Recommended Dose Modifications for OPDIVO

(Continued)
Adverse Reaction Severity* Dose Modification
. Grade 2 or 3 hypophysitis Withhold dose?
Hypophysitis — - -
Grade 4 hypophysitis Permanently discontinue

Grade 2 adrenal insufficiency Withhold dose?
Grade 3 or 4 adrenal

Adrenal Insufficiency

insufficiency Permanently discontinue
. . Grade 3 hyperglycemia Withhold dose?
Type 1 Diabetes Mellitus - - -
Grade 4 hyperglycemia Permanently discontinue
Serum creatinine more than . a
Nephritis and Renal 1.5 and up to 6 times the ULN Withhold dose
Dysfunction Serum creatinine more than —
6 times the ULN Permanently discontinue
Grade 3 rash or suspected Withhold dose?
Stevens-Johnson syndrome
. (SJS) or toxic epidermal
Skin necrolysis (TEN)
Grade 4 rash or confirmed SJS | Permanently discontinue
or TEN
New-onset moderate or severe | Withhold dose?
Encephalitis neurologic signs or symptoms

Immune-mediated encephalitis | Permanently discontinue
Other Grade 3 adverse reaction

First occurrence Withhold dose?
Recurrence of same ; :
Grade 3 adverse reactions Permanently discontinue
Life-threatening or Grade 4 " -
adverse reaction Permanently discontinue
Other Grade 3 myocarditis Permanently discontinue
Requirement for 10 mg per
day or greater prednisone Permanently discontinue

or equivalent for more than
12 weeks

Persistent Grade 2 or 3 adverse
reactions lasting 12 weeks or Permanently discontinue
longer

* Toxicity was graded per National Cancer Institute Common Terminology Criteria for Adverse
Events. Version 4.0 (NCI CTCAE v4).

2 Resume treatment when adverse reaction improves to Grade 0 or 1.

b HCC: hepatocellular carcinoma.

¢ Resume treatment when AST/ALT returns to baseline.

2.11 Preparation and Administration

Visually inspect drug product solution for particulate matter and discoloration prior to
administration. OPDIVO is a clear to opalescent, colorless to pale-yellow solution. Discard
the vial if the solution is cloudy, discolored, or contains extraneous particulate matter
other than a few translucent-to-white, proteinaceous particles. Do not shake the vial.

Preparation
e Withdraw the required volume of OPDIVO and transfer into an intravenous
container.

e Dilute OPDIVO with either 0.9% Sodium Chloride Injection, USP or 5% Dextrose
Injection, USP to prepare an infusion with a final concentration ranging from
1 mg/mL to 10 mg/mL. The total volume of infusion must not exceed 160 mL.

e Mix diluted solution by gentle inversion. Do not shake.
e Discard partially used vials or empty vials of OPDIVO.
Storage of Infusion

The product does not contain a preservative.
After preparation, store the OPDIVO infusion either:

e at room temperature for no more than 8 hours from the time of preparation.
This includes room temperature storage of the infusion in the IV container and
time for administration of the infusion or

e under refrigeration at 2°C to 8°C (36°F to 46°F) for no more than 24 hours from
the time of infusion preparation.

Do not freeze.

OPDIVO® (nivolumab)

Administration

Administer the infusion over 30 minutes through an intravenous line containing a
sterile, non-pyrogenic, low protein binding in-line filter (pore size of 0.2 micrometer
to 1.2 micrometer).

Do not coadminister other drugs through the same intravenous line.
Flush the intravenous line at end of infusion.

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

3 DOSAGE FORMS AND STRENGTHS

Injection: 40 mg/4 mL (10 mg/mL), 100 mg/10 mL (10 mg/mL), and 240 mg/24 mL
(10 mg/mL) clear to opalescent, colorless to pale-yellow solution in a single-dose vial.

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS

5.1 Immune-Mediated Pneumonitis

OPDIVO can cause immune-mediated pneumonitis, defined as requiring use of
corticosteroids and no clear alternate etiology. Fatal cases have been reported.

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. Permanently discontinue OPDIVO for severe (Grade 3) or life-threatening (Grade 4)
pneumonitis and withhold OPDIVO until resolution for moderate (Grade 2) pneumonitis
[see Dosage and Administration (2.10)].

OPDIVO as a Single Agent

In patients receiving OPDIVO as a single agent, immune-mediated pneumonitis
occurred in 3.1% (61/1994) of patients. The median time to onset of immune-mediated
pneumonitis was 3.5 months (range: 1 day to 22.3 months). Immune-mediated
pneumonitis led to permanent discontinuation of OPDIVO in 1.1%, and withholding of
OPDIVO in 1.3% of patients. Approximately 89% of patients with pneumonitis received
high-dose corticosteroids (at least 40 mg prednisone equivalents per day) for a median
duration of 26 days (range: 1 day to 6 months). Complete resolution of symptoms
following corticosteroid taper occurred in 67% of patients. Approximately 8% of
patients had recurrence of pneumonitis after re-initiation of OPDIVO.

OPDIVO with Ipilimumab
OPDIVO 1 mg/kg with Ipilimumab 3 mg/kg

In patients receiving OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks,
immune-mediated pneumonitis occurred in 6% (25/407) of patients. The median
time to onset of immune-mediated pneumonitis was 1.6 months (range: 24 days to
10.1 months). Immune-mediated pneumonitis led to permanent discontinuation or
withholding of OPDIVO with ipilimumab in 2.2% and 3.7% of patients, respectively.
Approximately 84% of patients with pneumonitis received high-dose corticosteroids
(at least 40 mg prednisone equivalents per day) for a median duration of 30 days
(range: 5 days to 11.8 months). Complete resolution occurred in 68% of patients.
Approximately 13% of patients had recurrence of pneumonitis after re-initiation of
OPDIVO with ipilimumab.

OPDIVO 3 mg/kg with Ipilimumab 1 mg/kg

In patients receiving OPDIVO 3 mg/kg with ipilimumab 1 mg/kg every 3 weeks,
immune-mediated pneumonitis occurred in 4.4% (24/547) of patients. The median
time to onset of immune-mediated pneumonitis was 2.6 months (range: 8 days to
9.2 months). Immune-mediated pneumonitis led to permanent discontinuation or
withholding of OPDIVO with ipilimumab 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 OPDIVO with ipilimumab.

5.2 Immune-Mediated Colitis

OPDIVO can cause immune-mediated colitis, defined as requiring use of corticosteroids
with no clear alternate etiology.

Monitor patients for signs and symptoms of colitis. Administer corticosteroids at a
dose of 1 to 2 mg/kg/day prednisone equivalents followed by corticosteroid taper for
severe (Grade 3) or life-threatening (Grade 4) colitis. Administer corticosteroids at a
dose of 0.5 to 1 mg/kg/day prednisone equivalents followed by corticosteroid taper for
moderate (Grade 2) colitis of more than 5 days duration; if worsening or no improvement
occurs despite initiation of corticosteroids, increase dose to 1 to 2 mg/kg/day
prednisone equivalents.
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Withhold OPDIVO for moderate or severe (Grade 2 or 3) colitis. Permanently discontinue
OPDIVO for life-threatening (Grade 4) or for recurrent colitis upon re-initiation of OPDIVO
[see Dosage and Administration (2.10)].

When administered in combination with ipilimumab, withhold OPDIVO and ipilimumab
for moderate colitis (Grade 2). Permanently discontinue OPDIVO and ipilimumab for
severe or life-threatening (Grade 3 or 4) colitis or for recurrent colitis [see Dosage and
Administration (2.10)].

OPDIVO as a Single Agent

In patients receiving OPDIVO as a single agent, immune-mediated colitis occurred
in 2.9% (58/1994) of patients; the median time to onset was 5.3 months (range:
2 days to 20.9 months). Immune-mediated colitis led to permanent discontinuation
of OPDIVO in 0.7% and withholding of OPDIVO in 1% of patients. Approximately 91%
of patients with colitis received high-dose corticosteroids (at least 40 mg prednisone
equivalents per day) for a median duration of 23 days (range: 1 day to 9.3 months).
Four patients required addition of infliximab to high-dose corticosteroids. Complete
resolution occurred in 74% of patients. Approximately 16% of patients had recurrence
of colitis after re-initiation of OPDIVO.

OPDIVO with Ipilimumab
OPDIVO 1 mg/kg with Ipilimumab 3 mg/kg

In patients receiving OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks,
immune-mediated colitis occurred in 26% (107/407) of patients including three
fatal cases. The median time to onset of immune-mediated colitis was 1.6 months
(range: 3 days to 15.2 months). Immune-mediated colitis led to permanent
discontinuation or withholding of OPDIVO with ipilimumab in 16% and 7% of
patients, respectively. Approximately 96% of patients with colitis received high-dose
corticosteroids (at least 40 mg prednisone equivalents per day) for a median duration of
1.1 month (range: 1 day to 12 months). Approximately 23% of patients required addition
of infliximab to high-dose corticosteroids. Complete resolution occurred in 75% of
patients. Approximately 28% of patients had recurrence of colitis after re-initiation of
OPDIVO with ipilimumab.

OPDIVO 3 mg/kg with Ipilimumab 1 mg/kg

In patients receiving OPDIVO 3 mg/kg with ipilimumab 1 mg/kg every 3 weeks,
immune-mediated colitis occurred in 10% (52/547) of patients. The median time to
onset of immune-mediated colitis was 1.7 months (range: 2 days to 19.2 months).
Immune-mediated colitis led to permanent discontinuation or withholding of OPDIVO
with ipilimumab 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 OPDIVO with ipilimumab.

5.3 Immune-Mediated Hepatitis

OPDIVO can cause immune-mediated hepatitis, defined as requiring use of
corticosteroids and no clear alternate etiology. Monitor patients for abnormal liver
tests 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 severe (Grade 3) or life-threatening (Grade 4) transaminase elevations, with or
without concomitant elevation in total bilirubin. Administer corticosteroids at a dose
of 0.5 to 1 mg/kg/day prednisone equivalents for moderate (Grade 2) transaminase
elevations.

For patients without hepatocellular carcinoma (HCC): withhold OPDIVO for moderate
(Grade 2) immune-mediated hepatitis and permanently discontinue OPDIVO for severe
(Grade 3) or life-threatening (Grade 4) immune-mediated hepatitis /see Dosage and
Administration (2.10)].

For patients with HCC, permanently discontinue, withhold, or continue OPDIVO based on
severity of immune-mediated hepatitis and baseline AST and ALT levels as described in
Table 1 [see Dosage and Administration (2.10)]. In addition, administer corticosteroids at
adose of 1 to 2 mg/kg/day prednisone equivalents followed by corticosteroid taper when
OPDIVO is withheld or discontinued due to immune-mediated hepatitis.

OPDIVO as a Single Agent

In patients receiving OPDIVO as a single agent, immune-mediated hepatitis occurred in
1.8% (35/1994) of patients; the median time to onset was 3.3 months (range: 6 days
to 9 months). Inmune-mediated hepatitis led to permanent discontinuation of OPDIVO
in 0.7% and withholding of OPDIVO in 1% of patients. All patients with hepatitis
received high-dose corticosteroids (at least 40 mg prednisone equivalents) for a
median duration of 23 days (range: 1 day to 2 months). Two patients required the
addition of mycophenolic acid to high-dose corticosteroids. Complete resolution
occurred in 74% of patients. Approximately 29% of patients had recurrence of hepatitis
after re-initiation of OPDIVO.

OPDIVO® (nivolumab)

OPDIVO with Ipilimumab
OPDIVO 1 mg/kg with Ipilimumab 3 mg/kg

In patients receiving OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks,
immune-mediated hepatitis occurred in 13% (51/407) of patients; the median time to
onset was 2.1 months (range: 15 days to 11 months). Inmune-mediated hepatitis led to
permanent discontinuation or withholding of OPDIVO with ipilimumab in 6% and 5% 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 1.1 month (range: 1 day to 13.2 months). Complete resolution occurred in 75% of
patients. Approximately 11% of patients had recurrence of hepatitis after re-initiation
of OPDIVO with ipilimumab.

OPDIVO 3 mg/kg with Ipilimumab 1 mg/kg

In patients receiving OPDIVO 3 mg/kg with ipilimumab 1 mg/kg every 3 weeks,
immune-mediated hepatitis occurred in 7% (38/547) of patients; the median time
to onset was 2 months (range: 14 days to 26.8 months). Inmune-mediated hepatitis
led to permanent discontinuation or withholding of OPDIVO with ipilimumab 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 OPDIVO
with ipilimumab.

5.4 Immune-Mediated Endocrinopathies
Hypophysitis

OPDIVO can cause immune-mediated hypophysitis. Monitor patients for signs and
symptoms of hypophysitis. Administer hormone replacement as clinically indicated
and corticosteroids at a dose of 1 mg/kg/day prednisone equivalents followed by
corticosteroid taper for moderate (Grade 2) or greater hypophysitis. Withhold OPDIVO
for moderate (Grade 2) or severe (Grade 3). Permanently discontinue OPDIVO for
life-threatening (Grade 4) hypophysitis [see Dosage and Administration (2.10)].

OPDIVO as a Single Agent

In patients receiving OPDIVO as a single agent, hypophysitis occurred in 0.6% (12/1994)
of patients; the median time to onset was 4.9 months (range: 1.4 to 11 months).
Hypophysitis led to permanent discontinuation of OPDIVO in 0.1% and withholding
of OPDIVO in 0.2% of patients. Approximately 67% of patients with hypophysitis
received hormone replacement therapy and 33% received high-dose corticosteroids
(at least 40 mg prednisone equivalents per day) for a median duration of 14 days
(range: 5 to 26 days).

OPDIVO with Ipilimumab
OPDIVO 1 mg/kg with Ipilimumab 3 mg/kg

In patients receiving OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks,
hypophysitis occurred in 9% (36/407) of patients; the median time to onset was
2.7 months (range: 27 days to 5.5 months). Hypophysitis led to permanent
discontinuation or withholding of OPDIVO with ipilimumab in 1.0% and 3.9% of
patients, respectively. Approximately 75% of patients with hypophysitis received
hormone replacement therapy and 56% received high-dose corticosteroids
(at least 40 mg prednisone equivalents per day) for a median duration of 19 days
(range: 1 day to 2.0 months).

OPDIVO 3 mg/kg with Ipilimumab 1 mg/kg

In patients receiving OPDIVO 3 mg/kg with ipilimumab 1 mg/kg every 3 weeks,
hypophysitis occurred in 4.6% (25/547) of patients; the median time to onset
was 2.8 months (range: 1.3 months to 7.3 months). Hypophysitis led to permanent
discontinuation or withholding of OPDIVO with ipilimumab 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

OPDIVO can cause immune-mediated adrenal insufficiency. Monitor patients for
signs and symptoms of adrenal insufficiency. Administer corticosteroids at a dose
of 1 to 2 mg/kg/day prednisone equivalents followed by a corticosteroid taper for
severe (Grade 3) or life-threatening (Grade 4) adrenal insufficiency. Withhold OPDIVO
for moderate (Grade 2) and permanently discontinue OPDIVO for severe (Grade 3) or
life-threatening (Grade 4) adrenal insufficiency [see Dosage and Administration (2.10)].

OPDIVO as a Single Agent

In patients receiving OPDIVO as a single agent, adrenal insufficiency occurred
in 1% (20/1994) of patients and the median time to onset was 4.3 months (range:
15 days to 21 months). Adrenal insufficiency led to permanent discontinuation of
OPDIVO in 0.1% and withholding of OPDIVO in 0.5% of patients. Approximately
85% of patients with adrenal insufficiency received hormone replacement therapy
and 25% received high-dose corticosteroids (at least 40 mg prednisone equivalents
per day) for a median duration of 11 days (range: 1 day to 1 month).
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OPDIVO with Ipilimumab
OPDIVO 1 mg/kg with Ipilimumab 3 mg/kg

In patients receiving OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks,
adrenal insufficiency occurred in 5% (21/407) of patients and the median time to
onset was 3.0 months (range: 21 days to 9.4 months). Adrenal insufficiency led to
permanent discontinuation or withholding of OPDIVO with ipilimumab in 0.5% and
1.7% of patients, respectively. Approximately 57% of patients with adrenal insufficiency
received hormone replacement therapy and 33% received high-dose corticosteroids
(at least 40 mg prednisone equivalents per day) for a median duration of 9 days
(range: 1 day to 2.7 months).

OPDIVO 3 mg/kg with Ipilimumab 1 mg/kg

In patients receiving OPDIVO 3 mg/kg with ipilimumab 1 mg/kg every 3 weeks,
adrenal insufficiency occurred in 7% (41/547) of patients and the 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 OPDIVO with ipilimumab 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).

Hypothyroidism and Hyperthyroidism

OPDIVO can cause autoimmune thyroid disorders. Monitor thyroid function prior to and
periodically during OPDIVO treatment. Administer hormone-replacement therapy for
hypothyroidism. Initiate medical management for control of hyperthyroidism. There are
no recommended dose adjustments of OPDIVO for hypothyroidism or hyperthyroidism.

OPDIVO as a Single Agent

In patients receiving OPDIVO as a single agent, hypothyroidism or thyroiditis resulting
in hypothyroidism occurred in 9% (171/1994) of patients; the median time to onset
was 2.9 months (range: 1 day to 16.6 months). Approximately 79% of patients
with hypothyroidism received levothyroxine and 4% also required corticosteroids.
Resolution occurred in 35% of patients.

Hyperthyroidism occurred in 2.7% (54/1994) of patients receiving OPDIVO as a
single agent; the median time to onset was 1.5 months (range: 1 day to 14.2 months).
Approximately 26% of patients with hyperthyroidism received methimazole,
9% received carbimazole, 4% received propylthiouracil, and 9% received
corticosteroids. Resolution occurred in 76% of patients.

OPDIVO with Ipilimumab
OPDIVO 1 mg/kg with Ipilimumab 3 mg/kg

In patients receiving OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks,
hypothyroidism or thyroiditis resulting in hypothyroidism occurred in 22% (89/407)
of patients; the median time to onset was 2.1 months (range: 1 day to
10.1 months). Approximately 73% of patients with hypothyroidism or thyroiditis
received levothyroxine. Resolution occurred in 45% of patients.

Hyperthyroidism occurred in 8% (34/407) of patients receiving OPDIVO with
ipilimumab: the median time to onset was 23 days (range: 3 days to 3.7 months).
Approximately 29% of patients with hyperthyroidism received methimazole and
24% received carbimazole. Resolution occurred in 94% of patients.

OPDIVO 3 mg/kg with Ipilimumab 1 mg/kg

In patients receiving OPDIVO 3 mg/kg with ipilimumab 1 mg/kg every
3 weeks, hypothyroidism or thyroiditis resulting in hypothyroidism occurred in
22% (119/547) of patients; the 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 receiving OPDIVO with
ipilimumab: the 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

OPDIVO can cause Type 1 diabetes mellitus. Monitor for hyperglycemia. Withhold
OPDIVO in cases of severe (Grade 3) hyperglycemia until metabolic control is achieved.
Permanently discontinue OPDIVO for life-threatening (Grade 4) hyperglycemia [see
Dosage and Administration (2.10)].

OPDIVO as a Single Agent

In patients receiving OPDIVO as a single agent, diabetes occurred in 0.9% (17/1994)
of patients including two cases of diabetic ketoacidosis. The median time to onset was
4.4 months (range: 15 days to 22 months).

OPDIVO with Ipilimumab
OPDIVO 1 mg/kg with Ipilimumab 3 mg/kg

In patients receiving OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks, diabetes
occurred in 1.5% (6/407) of patients; the median time to onset was 2.5 months (range:
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1.3 to 4.4 months). OPDIVO with ipilimumab was withheld in a patient and permanently
discontinued in a second patient who developed diabetes.

OPDIVO 3 mg/kg with Ipilimumab 1 mg/kg

In patients receiving OPDIVO 3 mg/kg with ipilimumab 1 mg/kg every 3 weeks, diabetes
occurred in 2.7% (15/547) of patients; the median time to onset was 3.2 months
(range: 19 days to 16.8 months). OPDIVO with ipilimumab was withheld in 33% of
patients and permanently discontinued in 20% of patients who developed diabetes.

5.5 Immune-Mediated Nephritis and Renal Dysfunction

OPDIVO can cause immune-mediated nephritis, defined as renal dysfunction or
>Grade 2 increased creatinine, requirement for corticosteroids, and no clear alternate
etiology. 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-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 OPDIVO for moderate (Grade 2) or severe (Grade 3) increased serum
creatinine. Permanently discontinue OPDIVO for life-threatening (Grade 4) increased
serum creatinine [see Dosage and Administration (2.10)].

OPDIVO as a Single Agent

In patients receiving OPDIVO as a single agent, immune-mediated nephritis and renal
dysfunction occurred in 1.2% (23/1994) of patients; the median time to onset was
4.6 months (range: 23 days to 12.3 months). Inmune-mediated nephritis and renal
dysfunction led to permanent discontinuation of OPDIVO in 0.3% and withholding of
OPDIVO in 0.8% of patients. All patients received high-dose corticosteroids (at least
40 mg prednisone equivalents per day) for a median duration of 21 days (range: 1 day
to 15.4 months). Complete resolution occurred in 48% of patients. No patients had
recurrence of nephritis or renal dysfunction after re-initiation of OPDIVO.

OPDIVO with Ipilimumab
OPDIVO 1 mg/kg with Ipilimumab 3 mg/kg

In patients receiving OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks, immune-
mediated nephritis and renal dysfunction occurred in 2.2% (9/407) of patients; the
median time to onset was 2.7 months (range: 9 days to 7.9 months). Inmune-mediated
nephritis and renal dysfunction led to permanent discontinuation or withholding of
OPDIVO with ipilimumab in 0.7% and 0.5% of patients, respectively. Approximately 67%
of patients received high-dose corticosteroids (at least 40 mg prednisone equivalents
per day) for a median duration of 13.5 days (range: 1 day to 1.1 months). Complete
resolution occurred in all patients. Two patients resumed OPDIVO with ipilimumab
without recurrence of nephritis or renal dysfunction.

OPDIVO 3 mg/kg with Ipilimumab 1 mg/kg

In patients receiving OPDIVO 3 mg/kg with ipilimumab 1 mg/kg every 3 weeks, immune-
mediated nephritis and renal dysfunction occurred in 4.6% (25/547) of patients; the
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
OPDIVO with ipilimumab 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 OPDIVO with ipilimumab.

5.6 Immune-Mediated Skin Adverse Reactions

OPDIVO can cause immune-mediated rash, including Stevens-Johnson syndrome (SJS)
and toxic epidermal necrolysis (TEN), some cases with fatal outcome. For symptoms
or signs of SJS or TEN, withhold OPDIVO and refer the patient for specialized care
for assessment and treatment. If SJS or TEN is confirmed, permanently discontinue
OPDIVO [see Dosage and Administration (2.10)].

For immune-mediated rash, administer corticosteroids at a dose of 1 to 2 mg/kg/day
prednisone equivalents followed by a corticosteroid taper for severe (Grade 3)
or life-threatening (Grade 4) rash. Withhold OPDIVO for severe (Grade 3) rash and
permanently discontinue OPDIVO for life-threatening (Grade 4) rash.

OPDIVO as a Single Agent

In patients receiving OPDIVO as a single agent, immune-mediated rash occurred
in 9% (171/1994) of patients; the median time to onset was 2.8 months (range:
<1 day to 25.8 months). Inmune-mediated rash led to permanent discontinuation of
OPDIVO in 0.3% and withholding of OPDIVO in 0.8% of patients. Approximately 16%
of patients with rash received high-dose corticosteroids (at least 40 mg prednisone
equivalents per day) for a median duration of 12 days (range: 1 days to 8.9 months)
and 85% received topical corticosteroids. Complete resolution occurred in 48% of
patients. Recurrence of rash occurred in 1.4% of patients who resumed OPDIVO after
resolution of rash.
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OPDIVO with Ipilimumab
OPDIVO 1 mg/kg with Ipilimumab 3 mg/kg

In patients receiving OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks,
immune-mediated rash occurred in 22.6% (92/407) of patients; the median time
to onset was 18 days (range: 1 day to 9.7 months). Inmune-mediated rash led to
permanent discontinuation or withholding of OPDIVO with ipilimumab in 0.5% and
3.9% of patients, respectively. Approximately 17% of patients with rash received
high-dose corticosteroids (at least 40 mg prednisone equivalents per day) for a median
duration of 14 days (range: 2 days to 4.7 months). Complete resolution occurred in
47% of patients. Approximately 6% of patients who resumed OPDIVO and ipilimumab
after resolution had recurrence of rash.

OPDIVO 3 mg/kg with Ipilimumab 1 mg/kg

In patients receiving OPDIVO 3 mg/kg with ipilimumab 1 mg/kg every 3 weeks,
immune-mediated rash occurred in 16.6% (91/547) of patients; the median time to
onset was 1.5 months (range: 1 day to 20.9 months). Immune-mediated rash led to
permanent discontinuation or withholding of OPDIVO with ipilimumab 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 OPDIVO and ipilimumab
after resolution had recurrence of rash.

5.7 Immune-Mediated Encephalitis

OPDIVO can cause immune-mediated encephalitis with no clear alternate etiology.
Evaluation of patients with neurologic symptoms may include, but not be limited to,
consultation with a neurologist, brain MRI, and lumbar puncture.

Withhold OPDIVO 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 OPDIVO for
immune-mediated encephalitis [see Dosage and Administration (2.10)].

OPDIVO as a Single Agent

In patients receiving OPDIVO as a single agent, encephalitis occurred in 0.2% (3/1994).
Fatal limbic encephalitis occurred in one patient after 7.2 months of exposure despite
discontinuation of OPDIVO and administration of corticosteroids. In the other two patients,
encephalitis occurred post-allogeneic HSCT [see Warnings and Precautions (5.10)].

OPDIVO with Ipilimumab
OPDIVO 1 mg/kg with Ipilimumab 3 mg/kg

Encephalitis occurred in one patient (0.2%) receiving OPDIVO 1 mg/kg with ipilimumab
3 mg/kg every 3 weeks after 1.7 months of exposure.

OPDIVO 3 mg/kg with Ipilimumab 1 mg/kg

Encephalitis occurred in one patient receiving OPDIVO 3 mg/kg with ipilimumab
1 mg/kg every 3 weeks (0.2%) after approximately 4 months of exposure.

5.8 Other Inmune-Mediated Adverse Reactions

OPDIVO can cause other clinically significant and potentially fatal inmune-mediated
adverse reactions. Immune-mediated adverse reactions may occur after discontinuation
of OPDIVO therapy. For any suspected immune-mediated adverse reactions, exclude
other causes. Based on the severity of the adverse reaction, permanently discontinue
or withhold OPDIVO, 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
OPDIVO after completion of corticosteroid taper based on the severity of the event [see
Dosage and Administration (2.10)].

Across clinical trials of OPDIVO administered as a single agent or in combination
with ipilimumab, the following clinically significant immune-mediated adverse
reactions, some with fatal outcome, occurred in less than 1.0% of patients receiving
OPDIVO: 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.

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 OPDIVO or OPDIVO in combination with ipilimumab and may require treatment
with systemic steroids to reduce the risk of permanent vision loss.

59 Infusion Reactions

OPDIVO can cause severe infusion reactions, which have been reported in less than
1.0% of patients in clinical trials. Discontinue OPDIVO 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 (2.10)].

OPDIVO® (nivolumab)

OPDIVO as a Single Agent

In patients receiving OPDIVO as a 60-minute intravenous infusion, infusion-related
reactions occurred in 6.4% (127/1994) of patients.

In a study assessing the pharmacokinetics and safety of a more rapid infusion, in
which patients received OPDIVO as a 60-minute intravenous infusion or a 30-minute
intravenous infusion, infusion-related reactions occurred in 2.2% (8/368) and
2.7% (10/369) patients, respectively. Additionally, 0.5% (2/368) and 1.4% (5/369) of
patients, respectively, experienced adverse reactions within 48 hours of infusion that
led to dose delay, permanent discontinuation or withholding of OPDIVO.

OPDIVO with Ipilimumab
OPDIVO 1 mg/kg with Ipilimumab 3 mg/kg

In patients receiving OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks, infusion-
related reactions occurred in 2.5% (10/407) of patients.

OPDIVO 3 mg/kg with Ipilimumab 1 mg/kg

In patients receiving OPDIVO 3 mg/kg with ipilimumab 1 mg/kg every 3 weeks, infusion-
related reactions occurred in 5.1% (28/547) of patients.

510  Complications of Allogeneic HSCT after OPDIVO

Complications, including fatal events, occurred in patients who received allogeneic
HSCT after OPDIVO. Outcomes were evaluated in 17 patients from the CHECKMATE-205
and CHECKMATE-039 trials who underwent allogeneic HSCT after discontinuing
OPDIVO (15 with reduced-intensity conditioning, two with myeloablative conditioning).
The median age at HSCT was 33 (range: 18 to 56), and a median of 9 doses of
OPDIVO had been administered (range: 4 to 16). Six of 17 patients (35%) died from
complications of allogeneic HSCT after OPDIVO. Five deaths occurred in the setting of
severe or refractory GVHD. Grade 3 or higher acute GVHD was reported in 5/17 patients
(29%). Hyperacute GVHD, defined as GVHD occurring within 14 days after stem cell
infusion, was reported in 2 patients (20%). A steroid-requiring febrile syndrome,
without an identified infectious cause, was reported in six patients (35%) within the
first 6 weeks post-transplantation, with five patients responding to steroids. Two cases
of encephalitis were reported: one case of Grade 3 lymphocytic encephalitis without
an identified infectious cause, which occurred and resolved on steroids, and one case
of Grade 3 suspected viral encephalitis which was resolved with antiviral treatment.
Hepatic veno-occlusive disease (VOD) occurred in one patient, who received reduced-
intensity conditioned allogeneic HSCT and died of GVHD and multi-organ failure.

Other cases of hepatic VOD after reduced-intensity conditioned allogeneic HSCT
have also been reported in patients with lymphoma who received a PD-1 receptor
blocking antibody before transplantation. Cases of fatal hyperacute GVHD have also
been reported.

These complications may occur despite intervening therapy between PD-1 blockade
and allogeneic HSCT.

Follow patients closely for early evidence of transplant-related complications such as
hyperacute GVHD, severe (Grade 3 to 4) acute GVHD, steroid-requiring febrile syndrome,
hepatic VOD, and other immune-mediated adverse reactions, and intervene promptly.

5.11 Embryo-Fetal Toxicity

Based on its mechanism of action and data from animal studies, OPDIVO can cause
fetal harm when administered to a pregnant woman. In animal reproduction studies,
administration of nivolumab to cynomolgus monkeys from the onset of organogenesis
through delivery resulted in increased abortion and premature infant death. Advise
pregnant women of the potential risk to a fetus. Advise females of reproductive potential
to use effective contraception during treatment with an OPDIVO-containing regimen
and for at least 5 months after the last dose of OPDIVO [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.

e Immune-Mediated Pneumonitis [see Warnings and Precautions (5.1)]

e |Immune-Mediated Colitis [see Warnings and Precautions (5.2)]

e Immune-Mediated Hepatitis [see Warnings and Precautions (5.3)]

e Immune-Mediated Endocrinopathies [see Warnings and Precautions (5.4)]

e |Immune-Mediated Nephritis and Renal Dysfunction [see Warnings and
Precautions (5.5)]

¢ |Immune-Mediated Skin Adverse Reactions [see Warnings and Precautions (5.6)]
e Immune-Mediated Encephalitis [see Warnings and Precautions (5.7)]

e (Other Immune-Mediated Adverse Reactions [see Warnings and Precautions
(5.8)]

e Infusion Reactions [see Warnings and Precautions (5.9)]

e Complications of Allogeneic HSCT after OPDIVO [see Warnings and Precautions
(5.10)]
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6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in
the clinical trials of another drug and may not reflect the rates observed in practice.

The data in the Warnings and Precautions section reflect exposure to OPDIVO, as a
single agent, for clinically significant adverse reactions in 1994 patients enrolled
in the CHECKMATE-037, CHECKMATE-017, CHECKMATE-057, CHECKMATE-066,
CHECKMATE-025, CHECKMATE-067, CHECKMATE-205, CHECKMATE-039 trials or
a single-arm trial in NSCLC (n=117) administering OPDIVO as a single agent [see
Warnings and Precautions (5)]. In addition, clinically significant adverse reactions
of OPDIVO administered with ipilimumab were evaluated in 407 patients with
melanoma enrolled in CHECKMATE-067 (n=313) or a Phase 2 randomized study
(n=94), administering OPDIVO with ipilimumab, supplemented by immune-mediated
adverse reaction reports in ongoing clinical trials [see Warnings and Precautions (5)].
Clinically significant adverse reactions of OPDIVO 3 mg/kg administered with
ipilimumab 1 mg/kg were evaluated in 547 patients with advanced renal cell carcinoma
enrolled in CHECKMATE-214.

The data described below reflect exposure to OPDIVO as a single agent in
CHECKMATE-037, CHECKMATE-066, and CHECKMATE-067, and to OPDIVO with
ipilimumab in CHECKMATE-067, which are randomized, active-controlled trials
conducted in patients with unresectable or metastatic melanoma. Also described
below are single-agent OPDIVO data from CHECKMATE-238, a randomized trial for the
adjuvant treatment of patients with completely resected Stage IIB/C and IV melanoma,
CHECKMATE-017 and CHECKMATE-057, which are randomized trials in patients with
metastatic NSCLC, CHECKMATE-025, which is a randomized trial in patients with
advanced RCC, CHECKMATE-214, a randomized trial of OPDIVO 3 mg/kg with ipilimumab
1 mg/kg in previously untreated patients with advanced RCC, CHECKMATE-205 and
CHECKMATE-039, which are open-label, multiple-cohort trials in patients with cHL,
CHECKMATE-141, a randomized trial in patients with recurrent or metastatic SCCHN,
CHECKMATE-275, which is a single-arm trial in patients with urothelial carcinoma, and
CHECKMATE-040, which is an open-label, multiple-cohort trial in patients with HCC.

Unresectable or Metastatic Melanoma
Previously Treated Metastatic Melanoma

The safety of OPDIVO as a single agent was evaluated in CHECKMATE-037, a
randomized, open-label trial in which 370 patients with unresectable or metastatic
melanoma received 3 mg/kg of OPDIVO by intravenous infusion every 2 weeks (n=268)
or investigator's choice of chemotherapy (n=102), either dacarbazine 1000 mg/m?
every 3 weeks or the combination of carboplatin AUC 6 every 3 weeks plus paclitaxel
175 mg/m? every 3 weeks [see Clinical Studies (14.1)]. The median duration of
exposure was 5.3 months (range: 1 day to 13.8+ months) in OPDIVO-treated patients
and was 2 months (range: 1 day to 9.6+ months) in chemotherapy-treated patients.
In this ongoing trial, 24% of patients received OPDIVO for greater than 6 months and
3% of patients received OPDIVO for greater than 1 year.

In  CHECKMATE-037, patients had documented disease progression following
treatment with ipilimumab and, if BRAF V600 mutation positive, a BRAF inhibitor. The
trial excluded patients with autoimmune disease, prior ipilimumab-related Grade 4
adverse reactions (except for endocrinopathies) or Grade 3 ipilimumab-related adverse
reactions that had not resolved or were inadequately controlled within 12 weeks of the
initiating event, patients with a condition requiring chronic systemic treatment with
corticosteroids (>10 mg daily prednisone equivalent) or other immunosuppressive
medications, a positive test for hepatitis B or C, and a history of HIV.

The trial population characteristics in the OPDIVO group and the chemotherapy
group were similar; 66% male, median age 59.5 years, 98% white, baseline Eastern
Cooperative Oncology Group (ECOG) performance status 0 (59%) or 1 (41%), 74% with
M1c stage disease, 73% with cutaneous melanoma, 11% with mucosal melanoma,
73% received two or more prior therapies for advanced or metastatic disease, and
18% had brain metastasis. There were more patients in the OPDIVO group with elevated
LDH at baseline (51% vs. 38%).

OPDIVO was discontinued for adverse reactions in 9% of patients. Twenty-six percent
of patients receiving OPDIVO had a drug delay for an adverse reaction. Serious adverse
reactions occurred in 41% of patients receiving OPDIVO. Grade 3 and 4 adverse
reactions occurred in 42% of patients receiving OPDIVO. The most frequent Grade 3
and 4 adverse reactions reported in 2% to less than 5% of patients receiving OPDIVO
were abdominal pain, hyponatremia, increased aspartate aminotransferase, and
increased lipase.

Table 2 summarizes the adverse reactions that occurred in at least 10% of OPDIVO-
treated patients in CHECKMATE-037. The most common adverse reaction (reported in
at least 20% of patients) was rash.

OPDIVO® (nivolumab)

Table 2: Adverse Reactions Occurring in >10% of OPDIVO-Treated Patients
and at a Higher Incidence than in the Chemotherapy Arm
(Between Arm Difference of >5% [All Grades] or >2% [Grades 3-4])

(CHECKMATE-037)
OPDIVO Chemotherapy
(n=268) (n=102)
Al Grades All Grades
Adverse Reaction Grades 3-4 Grades 3-4

Percentage (%) of Patients

Skin and Subcutaneous Tissue

Disorders
Rash? 21 04 7
Pruritus 19 0 39

Respiratory, Thoracic, and
Mediastinal Disorders

Cough 17 0 6 0
Infections
Upper respiratory tract infection® 1 0 2.0 0

General Disorders and
Administration Site Conditions

Peripheral edema 10 0 5 0

Toxicity was graded per NCI CTCAE v4.

@ Rash is a composite term which includes maculopapular rash, erythematous rash, pruritic
rash, follicular rash, macular rash, papular rash, pustular rash, vesicular rash, and acneiform
dermatitis.

b Upper respiratory tract infection is a composite term which includes rhinitis, pharyngitis, and
nasopharyngitis.

Other clinically important adverse reactions in less than 10% of patients treated with
OPDIVO in CHECKMATE-037 were:

Cardiac Disorders: ventricular arrhythmia

Eye Disorders: iridocyclitis

General Disorders and Administration Site Conditions: infusion-related reactions
Investigations: increased amylase, increased lipase

Nervous System Disorders: dizziness, peripheral and sensory neuropathy

Skin and Subcutaneous Tissue Disorders: exfoliative dermatitis, erythema multiforme,
vitiligo, psoriasis

Table 3: Laboratory Abnormalities Worsening from Baseline Occurring
in >10% of OPDIVO-Treated Patients and at a Higher Incidence
than in the Chemotherapy Arm (Between Arm Difference of >5%
[All Grades] or >2% [Grades 3-4]) (CHECKMATE-037)

Percentage of Patients with Worsening Laboratory
Test from Baseline?

OPDIVO Chemotherapy
Laboratory All Grades All Grades
Abnormality Grades 3-4 Grades 3-4
Increased AST 28 24 12 1.0
Increased alkaline 22 24 13 1.1
phosphatase
Hyponatremia 25 5 18 1.1
Increased ALT 16 1.6 5 0
Hyperkalemia 15 2.0 6 0

2 Each test incidence is based on the number of patients who had both baseline and at least
one on-study laboratory measurement available: OPDIVO group (range: 252 to 256 patients)
and chemotherapy group (range: 94 to 96 patients).

Previously Untreated Metastatic Melanoma
CHECKMATE-066

The safety of OPDIVO was also evaluated in CHECKMATE-066, a randomized,
double-blind, active-controlled trial in which 411 previously untreated patients with
BRAF V600 wild-type unresectable or metastatic melanoma received 3 mg/kg of
OPDIVO by intravenous infusion every 2 weeks (n=206) or dacarbazine 1000 mg/m?
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every 3 weeks (n=205) [see Clinical Studies (14.1)]. The median duration of exposure
was 6.5 months (range: 1 day to 16.6 months) in OPDIVO-treated patients. In this trial,
47% of patients received OPDIVO for greater than 6 months and 12% of patients
received OPDIVO for greater than 1 year.

The trial excluded patients with autoimmune disease and patients requiring chronic
systemic treatment with corticosteroids (>10 mg daily prednisone equivalent) or other
immunosuppressive medications.

The trial population characteristics in the OPDIVO group and dacarbazine group:
59% male, median age 65 years, 99.5% white, 61% with M1c stage disease, 74% with
cutaneous melanoma, 11% with mucosal melanoma, 4% with brain metastasis, and
37% with elevated LDH at baseline. There were more patients in the OPDIVO group with
ECOG performance status 0 (71% vs. 59%).

Adverse reactions led to permanent discontinuation of OPDIVO in 7% of patients and
dose interruption in 26% of patients; no single type of adverse reaction accounted for
the majority of OPDIVO discontinuations. Serious adverse reactions occurred in 36%
of patients receiving OPDIVO. Grade 3 and 4 adverse reactions occurred in 41% of
patients receiving OPDIVO. The most frequent Grade 3 and 4 adverse reactions reported
in at least 2% of patients receiving OPDIVO were gamma-glutamyltransferase increase
(3.9%) and diarrhea (3.4%).

Table 4 summarizes selected adverse reactions that occurred in at least 10% of
OPDIVO-treated patients. The most common adverse reactions (reported in at least
20% of patients and at a higher incidence than in the dacarbazine arm) were fatigue,
musculoskeletal pain, rash, and pruritus.

Table 4: Adverse Reactions Occurring in >10% of OPDIVO-Treated Patients
and at a Higher Incidence than in the Dacarbazine Arm (Between
Arm Difference of >5% [All Grades] or >2% [Grades 3-4])

(CHECKMATE-066)
OPDIVO (n=206) Dacarbazine (n=205)
All Grades All Grades
Adverse Reaction Grades 3-4 Grades 3-4

Percentage (%) of Patients

General Disorders and
Administration Site Conditions

Fatigue 49 1.9 39 34
Edema? 12 15 49 0

Musculoskeletal and Connective
Tissue Disorders

Musculoskeletal pain® 32 29 25 24
Skin and Subcutaneous Tissue
Disorders
Rash® 28 15 12 0
Pruritus 23 0.5 12 0
Erythema 10 0 29 0
Vitiligo 11 0 0.5 0
Infections
Upper respiratory tract infectiond 17 0 6 0

Toxicity was graded per NCI CTCAE v4.

2Includes periorbital edema, face edema, generalized edema, gravitational edema, localized
edema, peripheral edema, pulmonary edema, and lymphedema.

® Includes back pain, bone pain, musculoskeletal chest pain, musculoskeletal discomfort,
myalgia, neck pain, pain in extremity, pain in jaw, and spinal pain.

¢ Includes maculopapular rash, erythematous rash, pruritic rash, follicular rash, macular
rash, papular rash, pustular rash, vesicular rash, dermatitis, allergic dermatitis, exfoliative
dermatitis, acneiform dermatitis, drug eruption, and skin reaction.

dIncludes rhinitis, viral rhinitis, pharyngitis, and nasopharyngitis.

Other clinically important adverse reactions in less than 10% of patients treated with
OPDIVO in CHECKMATE-066 were:

Nervous System Disorders: peripheral neuropathy
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Table 5: Laboratory Abnormalities Worsening from Baseline Occurring in
>10% of OPDIVO-Treated Patients and at a Higher Incidence than in
the Dacarbazine Arm (Between Arm Difference of >5% [All Grades]
or >2% [Grades 3-4]) (CHECKMATE-066)

Percentage of Patients with Worsening Laboratory
Test from Baseline?

OPDIVO Dacarbazine
Laboratory All Grades All Grades
Abnormality Grades 3-4 Grades 3-4
Increased ALT 25 3.0 19 0.5
Increased AST 24 36 19 0.5
Increased alkaline 21 2.6 14 1.6
phosphatase
Increased bilirubin 13 31 6 0

@Each test incidence is based on the number of patients who had both baseline and
at least one on-study laboratory measurement available: OPDIVO group (range:
194 to 197 patients) and dacarbazine group (range: 186 to 193 patients).

CHECKMATE-067

The safety of OPDIVO, administered with ipilimumab or as a single agent, was evaluated
in CHECKMATE-067 [see Clinical Studies (14.1)], a randomized (1:1:1), a double-blind
trial in which 937 patients with previously untreated, unresectable or metastatic
melanoma received:

e OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks for 4 doses followed
by OPDIVO 3 mg/kg as a single agent every 2 weeks (OPDIVO plus ipilimumab
arm; n=313),

e (OPDIVO 3 mg/kg every 2 weeks (OPDIVO arm; n=313), or
e |pilimumab 3 mg/kg every 3 weeks for up to 4 doses (ipilimumab arm; n=311).

The median duration of exposure to OPDIVO was 2.8 months (range: 1 day to
18.8 months) for the OPDIVO plus ipilimumab arm and 6.6 months (range: 1 day to
17.3 months) for the OPDIVO arm. In the OPDIVO plus ipilimumab arm, 39% were
exposed to OPDIVO for >6 months and 24% exposed for >1 year. In the OPDIVO arm,
53% were exposed for >6 months and 32% for >1 year.

CHECKMATE-067 excluded patients with autoimmune disease, a medical condition
requiring systemic treatment with corticosteroids (more than 10 mg daily prednisone
equivalent) or other immunosuppressive medication within 14 days of the start of study
therapy, a positive test result for hepatitis B or C, or a history of HIV.

The trial population characteristics were: 65% male, median age 61 years, 97% White,
baseline ECOG performance status 0 (73%) or 1 (27%), 93% with AJCC Stage IV
disease, 58% with M1c stage disease; 36% with elevated LDH at baseline, 4% with a
history of brain metastasis, and 22% had received adjuvant therapy.

In CHECKMATE-067, serious adverse reactions (73% and 37%), adverse reactions
leading to permanent discontinuation (43% and 14%) or to dosing delays (55% and
28%), and Grade 3 or 4 adverse reactions (72% and 44%) all occurred more frequently
in the OPDIVO plus ipilimumab arm relative to the OPDIVO arm.

The most frequent (>10%) serious adverse reactions in the OPDIVO plus ipilimumab
arm and the OPDIVO arm, respectively, were diarrhea (13% and 2.6%), colitis (10%
and 1.6%), and pyrexia (10% and 0.6%). The most frequent adverse reactions leading
to discontinuation of both drugs in the OPDIVO plus ipilimumab arm and of OPDIVO in
the OPDIVO arm, respectively, were diarrhea (8% and 1.9%), colitis (8% and 0.6%),
increased ALT (4.8% and 1.3%), increased AST (4.5% and 0.6%), and pneumonitis (1.9%
and 0.3%). The most common (>20%) adverse reactions in the OPDIVO plus ipilimumab
arm were fatigue, rash, diarrhea, nausea, pyrexia, vomiting, and dyspnea. The most
common (>20%) adverse reactions in the OPDIVO arm were fatigue, rash, diarrhea, and
nausea. Table 6 summarizes the incidence of adverse reactions occurring in at least
10% of patients in either OPDIVO-containing arm in CHECKMATE-067.
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Table 6: Adverse Reactions Occurring in >10% of Patients on the OPDIVO plus
Ipilimumab Arm or the OPDIVO Arm and at a Higher Incidence than
in the Ipilimumab Arm (Between Arm Difference of >5% [All Grades]
or >2% [Grades 3-4]) (CHECKMATE-067)

Percentage (%) of Patients

OPDIVO plus
Ipilimumab OPDIVO Ipilimumab
(n=313) (n=313) (n=311)
All Grades All Grades All Grades
Adverse Reaction Grades 3-4 | Grades 3-4 | Grades 3-4
General Disorders and
Administration Site
Conditions
Fatigue? 59 6 53 19 50 39
Pyrexia 37 1.6 14 0 17 0.6
Skin and Subcutaneous
Tissue Disorders
Rash® 53 5 40 1.6 42 3.9
Gastrointestinal
Disorders
Diarrhea 52 11 31 3.8 46 8
Nausea 40 35 28 0.6 29 1.9
Vomiting 28 35 17 1.0 16 1.6
Respiratory, Thoracic,
and Mediastinal
Disorders
Dyspnea 20 2.2 12 1.3 13 0.6

Toxicity was graded per NCI CTCAE v4.

a Fatigue is a composite term which includes asthenia and fatigue.

b Rash is a composite term which includes pustular rash, dermatitis, acneiform dermatitis,
allergic dermatitis, atopic dermatitis, bullous dermatitis, exfoliative dermatitis, psoriasiform
dermatitis, drug eruption, erythema, exfoliative rash, erythematous rash, generalized rash,
macular rash, maculopapular rash, morbilliform rash, papular rash, papulosquamous rash,
pruritic rash, and seborrheic dermatitis.

Other clinically important adverse reactions in less than 10% of patients treated with
either OPDIVO with ipilimumab or single-agent OPDIVO in CHECKMATE-067 were:

Gastrointestinal Disorders: stomatitis, intestinal perforation
Skin and Subcutaneous Tissue Disorders: vitiligo

Musculoskeletal and Connective Tissue Disorders: myopathy, Sjogren’s syndrome,
spondyloarthropathy

Nervous System Disorders: neuritis, peroneal nerve palsy

Table 7: Laboratory Abnormalities Worsening from Baseline Occurring
in >20% of Patients Treated with OPDIVO with Ipilimumab or
Single-Agent OPDIVO and at a Higher Incidence than in the
Ipilimumab Arm (Between Arm Difference of >5% [All Grades] or
>2% [Grades 3-4]) (CHECKMATE-067)

Percentage (%) of Patients?

OPDIVO plus
Ipilimumab 0PDIVO Ipilimumab
Laboratory Any Grade Any Grade Any Grade
Abnormality Grade 3-4 Grade 3-4 Grade 3-4
Chemistry
Increased ALT 53 15 23 3.0 28 2.7
Increased AST 47 13 27 37 27 1.7
Hyponatremia 42 9 20 3.3 25 7
Increased lipase 4 20 29 9 23 7
Increased alkaline 40 6 24 2.0 22 2.0
phosphatase
Hypocalcemia 29 1.1 13 0.7 21 0.7
Increased amylase 25 9.1 15 1.9 14 1.6

(Continued)
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Table 7: Laboratory Abnormalities Worsening from Baseline Occurring

(Continued) in >20% of Patients Treated with OPDIVO with Ipilimumab or
Single-Agent OPDIVO and at a Higher Incidence than in the
Ipilimumab Arm (Between Arm Difference of >5% [All Grades] or
>2% [Grades 3-4]) (CHECKMATE-067)

Percentage (%) of Patients®

OPDIVO plus
Ipilimumab 0PDIVO Ipilimumab
Laboratory Any Grade Any Grade Any Grade
Abnormality Grade 3-4 Grade 3-4 Grade 3-4
Increased creatinine 23 2.7 16 0.3 16 1.3
Hematology
Anemia 50 2.7 39 2.6 40 6
Lymphopenia 35 48 39 43 27 3.4

2 Each test incidence is based on the number of patients who had both baseline and at
least one on-study laboratory measurement available: OPDIVO plus ipilimumab (range:
241 10 297); OPDIVO (range: 260 to 306); ipilimumab (range: 253 to 304).

Adjuvant Treatment of Melanoma

The safety of OPDIVO as a single agent was evaluated in CHECKMATE-238, a
randomized (1:1), double-blind trial in which 905 patients with completely resected
Stage IlIB/C or Stage IV melanoma received 3 mg/kg of OPDIVO by intravenous infusion
every 2 weeks (n=452) or 10 mg/kg ipilimumab (n=453), by intravenous infusion every
3 weeks for 4 doses then every 12 weeks beginning at Week 24 for up to a 1 year
[see Clinical Studies (14.2)]. The median duration of exposure was 11.5 months in
OPDIVO-treated patients and was 2.7 months in ipilimumab-treated patients. In this
ongoing trial, 74% of patients received OPDIVO for greater than 6 months.

Study therapy was discontinued for adverse reactions in 9% of OPDIVO-treated patients
and 42% of ipilimumab-treated patients. Twenty-eight percent of OPDIVO-treated
patients had at least one omitted dose for an adverse reaction. Grade 3 or 4 adverse
reactions occurred in 25% of OPDIVO-treated patients. The most frequent Grade 3 and 4
adverse reactions reported in at least 2% of OPDIVO-treated patients were diarrhea
and increased lipase and amylase. Serious adverse reactions occurred in 18% of
OPDIVO-treated patients.

The most common adverse reactions (reported in at least 20% of OPDIVO-treated
patients) were fatigue, diarrhea, rash, musculoskeletal pain, pruritus, headache, nausea,
upper respiratory infection, and abdominal pain. The most common immune-mediated
adverse reactions were rash (16%), diarrhea/colitis (6%), and hepatitis (3%).

Table 8 summarizes the adverse reactions that occurred in at least 10% of
OPDIVO-treated patients in CHECKMATE-238.

Table 8: Adverse Reactions Occurring in >10% of OPDIVO-Treated Patients

(CHECKMATE-238)
OPDIVO Ipilimumab 10 mg/kg
(n=452) (n=453)
All Grades All Grades
Adverse Reaction Grades 3-4 Grades 3-4

Percentage (%) of Patients

General Disorders and
Administration Site

Conditions
Fatigue? 57 0.9 55 24
Gastrointestinal Disorders
Diarrhea 37 24 55 1
Nausea 23 0.2 28 0
Abdominal pain® 21 0.2 23 0.9
Constipation 10 0 9 0

Skin and Subcutaneous
Tissue Disorders

Rash® 35 1.1 47 53
Pruritus 28 0 37 1.1
Infections and Infestations
Upper respiratory tract 22 0 15 0.2
infectiond
(Continued)
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Table 8: Adverse Reactions Occurring in >10% of OPDIVO-Treated Patients
(Continued) (GHECKMATE-238)

OPDIVO Ipilimumab 10 mg/kg
(n=452) (n=453)
All Grades All Grades
Adverse Reaction Grades 3-4 Grades 3-4

Percentage (%) of Patients

Musculoskeletal and

Connective Tissue
Disorders
Musculoskeletal pain® 32 0.4 27 0.4
Arthralgia 19 0.4 13 0.4
Nervous System Disorders
Headache 23 0.4 31 2.0
Dizziness’ 11 0 8 0

Respiratory, Thoracic and
Mediastinal Disorders

Cough/productive cough 19 0 19 0
Dyspnea/exertional 10 0.4 10 0.2
dyspnea

Endocrine Disorders
Hypothyroidism9 12 0.2 7.5 0.4

Toxicity was graded per NCI CTCAE v4.

2|ncludes asthenia.

® Includes abdominal discomfort, lower abdominal pain, upper abdominal pain, and abdominal
tenderness.

¢Includes dermatitis also described as acneiform, allergic, bullous, or exfoliative and rash
described as generalized, erythematous, macular, papular, maculopapular, pruritic, pustular,
vesicular, or butterfly, and drug eruption.

dIncludes upper respiratory tract infection including viral respiratory tract infection, lower
respiratory tract infection, rhinitis, pharyngitis, and nasopharyngitis.

€Includes back pain, bone pain, musculoskeletal chest pain, musculoskeletal discomfort,
myalgia, neck pain, spinal pain, and pain in extremity.

fIncludes postural dizziness and vertigo.

9Includes secondary hypothyroidism and autoimmune hypothyroidism.

Table 9: Laboratory Abnormalities Worsening from Baseline Occurring in
>10% of OPDIVO-Treated Patients (CHECKMATE-238)

Percentage of Patients with Worsening Laboratory Test
from Baseline?

OPDIVO Ipilimumab 10 mg/kg
Laboratory All Grades All Grades
Abnormality Grades 3-4 Grades 3-4
Hematology
Lymphopenia 27 0.4 12 0.9
Anemia 26 0 34 0.5
Leukopenia 14 0 2.7 0.2
Neutropenia 13 0 6 0.5
Chemistry
Increased Lipase 25 7 23 9
Increased ALT 25 1.8 40 12
Increased AST 24 1.3 33 9
Increased Amylase 17 33 13 3.1
Hyponatremia 16 1.1 22 3.2
Hyperkalemia 12 0.2 9 0.5
Increased Creatinine 12 0 13 0
Hypocalcemia 10 0.7 16 0.5

2 Each test incidence is based on the number of patients who had both baseline and at least
one on-study laboratory measurement available: OPDIVO group (range: 400 to 447 patients)
and ipilimumab 10 mg/kg group (range: 392 to 443 patients).
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Metastatic Non-Small Gell Lung Cancer

The safety of OPDIVO in metastatic NSCLC was evaluated in CHECKMATE-017,
a randomized open-label, multicenter trial in patients with metastatic squamous
NSCLC and progression on or after one prior platinum doublet-based chemotherapy
regimen and in CHECKMATE-057, a randomized, open-label, multicenter trial in
patients with metastatic non-squamous NSCLC and progression on or after one
prior platinum doublet-based chemotherapy regimen [see Clinical Studies (14.3)].
Patients received 3 mg/kg of OPDIVO over 60 minutes by intravenous infusion every
2 weeks or docetaxel administered intravenously at 75 mg/m? every 3 weeks.
The median duration of therapy in OPDIVO-treated patients in CHECKMATE-017 was
3.3 months (range: 1 day to 21.7+ months) and in CHECKMATE-057 was 2.6 months
(range: 0 to 24.0+ months). In CHECKMATE-017, 36% of patients received OPDIVO
for at least 6 months and 18% of patients received OPDIVO for at least 1 year and
in CHECKMATE-057, 30% of patients received OPDIVO for greater than 6 months and
20% of patients received OPDIVO for greater than 1 year.

CHECKMATE-017 and CHECKMATE-057 excluded patients with active autoimmune
disease, medical conditions requiring systemic immunosuppression, or with
symptomatic interstitial lung disease.

Across both trials, the median age of OPDIVO-treated patients was 61 years (range:
37 to 85); 38% were >65 years of age, 61% were male, and 91% were white.
Ten percent of patients had brain metastases and ECOG performance status was 0
(26%) or 1 (74%).

OPDIVO was discontinued in 11% of patients, and was delayed in 28% of patients
for an adverse reaction. Serious adverse reactions occurred in 46% of patients
receiving OPDIVO. The most frequent serious adverse reactions reported in at least
2% of patients receiving OPDIVO were pneumonia, pulmonary embolism, dyspnea,
pyrexia, pleural effusion, pneumonitis, and respiratory failure. In CHECKMATE-057,
in the OPDIVO arm, seven deaths were due to infection including one case of
Pneumocystis jirovecii pneumonia, four were due to pulmonary embolism, and one
death was due to limbic encephalitis. Across both trials, the most common adverse
reactions (reported in at least 20% of patients) were fatigue, musculoskeletal pain,
cough, dyspnea, and decreased appetite.

Table 10 summarizes selected adverse reactions occurring more frequently in at least
10% of OPDIVO-treated patients.

Table 10:  Adverse Reactions Occurring in >10% of OPDIVO-Treated Patients
and at a Higher Incidence than Docetaxel (Between Arm Difference
of >6% [All Grades] or >2% [Grades 3-4]) (CHECKMATE-017 and
CHECKMATE-057)

OPDIVO (n=418) Docetaxel (n=397)

All Grades All Grades
Adverse Reaction Grades 3-4 Grades 3-4

Percentage (%) of Patients

Respiratory, Thoracic, and
Mediastinal Disorders

Cough 31 0.7 24 0
Metabolism and Nutrition Disorders

Decreased appetite 28 14 23 1.5
Skin and Subcutaneous Tissue
Disorders

Pruritus 10 0.2 2.0 0

Toxicity was graded per NCI CTCAE v4.

Other clinically important adverse reactions observed in patients treated with OPDIVO
and which occurred at a similar incidence in docetaxel-treated patients and not listed
elsewhere in section 6 include: fatigue/asthenia (48% Grade 1-4, 5% Grade 3-4),
musculoskeletal pain (33%), pleural effusion (4.5%), pulmonary embolism (3.3%).
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Table 11:  Laboratory Abnormalities Worsening from Baseline Occurring in
>10% of OPDIVO-Treated Patients for all NCI CTCAE Grades and
at a Higher Incidence than Docetaxel (Between Arm Difference
of >5% [All Grades] or >2% [Grades 3-4]) (CHECKMATE-017 and
CHECKMATE-057)

Percentage of Patients with Worsening Laboratory Test
from Baseline?

OPDIVO Docetaxel

Laboratory All Grades All Grades
Abnormality Grades 34 Grades 34
Chemistry

Hyponatremia 35 7 34 49

Increased AST 27 19 13 0.8

Increased alkaline 26 0.7 18 0.8

phosphatase

Increased ALT 22 1.7 17 0.5

Increased creatinine 18 0 12 0.5

Increased TSH? 14 N/A 6 N/A

2 Each test incidence is based on the number of patients who had both baseline and at
least one on-study laboratory measurement available: OPDIVO group (range: 405 to
417 patients) and docetaxel group (range: 372 to 390 patients); TSH: OPDIVO group n=314
and docetaxel group n=297.

® Not graded per NCI CTCAE v4.

Renal Cell Carcinoma
Previously Treated Renal Cell Carcinoma

The safety of OPDIVO was evaluated in CHECKMATE-025, a randomized open-label
trial in which 803 patients with advanced RCC who had experienced disease
progression during or after at least one anti-angiogenic treatment regimens received
3 mg/kg of OPDIVO by intravenous infusion every 2 weeks (n=406) or everolimus
10 mg daily (n=397) [see Clinical Studies (14.4)]. The median duration of treatment was
5.5 months (range: 1 day to 29.6+ months) in OPDIVO-treated patients and 3.7 months
(range: 6 days to 25.7+ months) in everolimus-treated patients.

Study therapy was discontinued for adverse reactions in 16% of OPDIVO patients and
19% of everolimus patients. Forty-four percent (44%) of patients receiving OPDIVO had
a drug delay for an adverse reaction. Serious adverse reactions occurred in 47% of
patients receiving OPDIVO. The most frequent serious adverse reactions reported in at
least 2% of patients were acute Kidney injury, pleural effusion, pneumonia, diarrhea,
and hypercalcemia.

Rate of death on treatment or within 30 days of the last dose of study drug was
4.7% on the OPDIVO arm versus 8.6% on the everolimus arm.

The most common adverse reactions (reported in at least 20% of patients) were fatigue,
cough, nausea, rash, dyspnea, diarrhea, constipation, decreased appetite, back pain,
and arthralgia. Table 12 summarizes adverse reactions that occurred in greater than
15% of OPDIVO-treated patients.

Table 12:  Grade 1-4 Adverse Reactions in >15% of Patients Receiving OPDIVO

(CHECKMATE-025)
0PDIVO Everolimus
(n=406) (n=397)
Percentage (%) of Patients
Grades Grades Grades Grades
1-4 34 1-4 34
Adverse Reaction 98 56 96 62
General Disorders and
Administration Site
Conditions
Fatigue? 56 6 57 7
Pyrexia 17 0.7 20 0.8
Respiratory, Thoracic and
Mediastinal Disorders
Cough/productive cough 34 0 38 0.5
Dyspnea/exertional 27 3.0 31 2.0
dyspnea
Upper respiratory 18 0 1 0
infection®

(Continued)

OPDIVO® (nivolumab)

Table 12:  Grade 1-4 Adverse Reactions in >15% of Patients Receiving OPDIVO
(Continued) (GHECKMATE-025)

OPDIVO Everolimus
(n=406) (n=397)
Percentage (%) of Patients
Grades Grades Grades Grades
1-4 3-4 1-4 3-4
Gastrointestinal Disorders
Nausea 28 0.5 29 1
Diarrhea® 25 2.2 32 1.8
Constipation 23 0.5 18 0.5
Vomiting 16 05 16 0.5
Skin and Subcutaneous
Tissue Disorders
Rashd 28 15 36 1.0
Pruritus/generalized 19 0 14 0
pruritus
Metabolism and Nutrition
Disorders
Decreased appetite 23 1.2 30 15
Musculoskeletal and
Connective Tissue
Disorders
Arthralgia 20 1.0 14 0.5
Back pain 21 3.4 16 2.8

Toxicity was graded per NCI CTCAE v4.

2Includes asthenia, decreased activity, fatigue, and malaise.

® Includes nasopharyngitis, pharyngitis, rhinitis, and viral URI.

¢ Includes colitis, enterocolitis, and gastroenteritis.

dincludes dermatitis, acneiform dermatitis, erythematous rash, generalized rash, macular
rash, maculopapular rash, papular rash, pruritic rash, erythema multiforme, and erythema.

Other clinically important adverse reactions in CHECKMATE-025 were:

General Disorders and Administration Site Conditions: peripheral edema/edema
Gastrointestinal Disorders: abdominal pain/discomfort

Musculoskeletal and Connective Tissue Disorders: extremity pain, musculoskeletal pain
Nervous System Disorders: headache/migraine, peripheral neuropathy

Investigations: weight decreased

Skin Disorders: Palmar-plantar erythrodysesthesia

The most common laboratory abnormalities which have worsened compared to
baseline in >30% of patients include increased creatinine, lymphopenia, anemia,
increased AST, increased alkaline phosphatase, hyponatremia, elevated triglycerides,
and hyperkalemia. Table 13 summarizes the laboratory abnormalities that occurred in
greater than 15% of OPDIVO-treated patients.

Table 13:  Grade 1-4 Laboratory Values Worsening from Baseline Occurring
in >15% of Patients on OPDIVO (CHECKMATE-025)

Percentage of Patients with Worsening Laboratory
Test from Baseline?

OPDIVO Everolimus

Laboratory Grades Grades Grades Grades
Abnormality 1-4 3-4 1-4 3-4
Hematology

Lymphopenia 42 6 53 1

Anemia 39 8 69 16
Chemistry

Increased creatinine 42 2.0 45 1.6

Increased AST 33 2.8 39 1.6

(Continued)
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Table 13:  Grade 1-4 Laboratory Values Worsening from Baseline Occurring
(Continued) in >15% of Patients on OPDIVO (CHECKMATE-025)

Percentage of Patients with Worsening Laboratory
Test from Baseline?

OPDIVO Everolimus

Laboratory Grades Grades Grades Grades
Abnormality 1-4 34 1-4 3-4

Increased alkaline 32 2.3 32 0.8

phosphatase

Hyponatremia 32 7 26 6

Hyperkalemia 30 4.0 20 2.1

Hypocalcemia 23 0.9 26 1.3

Increased ALT 22 3.2 31 0.8

Hypercalcemia 19 3.2 6 0.3
Lipids

Increased triglycerides 32 1.5 67 11

Increased cholesterol 21 0.3 55 14

@ Each test incidence is based on the number of patients who had both baseline and at
least one on-study laboratory measurement available: OPDIVO group (range: 259 to
401 patients) and everolimus group (range: 257 to 376 patients).

In addition, among patients with TSH less than ULN at baseline, a greater proportion of
patients experienced a treatment-emergent elevation of TSH greater than ULN in the
OPDIVO group compared to the everolimus group (26% and 14%, respectively).

Previously Untreated Renal Cell Carcinoma

The safety of OPDIVO 3 mg/kg, administered with ipilimumab 1 mg/kg was evaluated
in CHECKMATE-214, a randomized open-label trial in which 1082 patients with
previously untreated advanced RCC received OPDIVO 3 mg/kg in combination with
ipilimumab 1 mg/kg every 3 weeks for 4 doses followed by OPDIVO 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
(14.4)]. The median duration of treatment was 7.9 months (range: 1 day to 21.4+
months) in OPDIVO plus ipilimumab-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
OPDIVO plus ipilimumab 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 OPDIVO plus
ipilimumab patients and in 21% of sunitinib patients. Fifty-four percent (54%) of
patients receiving OPDIVO plus ipilimumab 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 OPDIVO plus
ipilimumab treatment group. Serious adverse reactions occurred in 59% of patients
receiving OPDIVO plus ipilimumab and in 43% of patients receiving sunitinib. The most
frequent serious adverse reactions reported in at least 2% of patients treated with
OPDIVO plus ipilimumab were diarrhea, pyrexia, pneumonia, pneumonitis, hypophysitis,
acute kidney injury, dyspnea, adrenal insufficiency, and colitis; in patients treated
treated with sunitinib, they were pneumonia, pleural effusion, and dyspnea.

The most common adverse reactions (reported in at least 20% of OPDIVO plus
ipilimumab-treated patients) were fatigue, rash, diarrhea, musculoskeletal pain,
pruritus, nausea, cough, pyrexia, arthralgia, and decreased appetite. Table 14
summarizes adverse reactions that occurred in greater than 15% of OPDIVO plus
ipilimumab-treated patients.
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Table 14:  Grade 1-4 Adverse Reactions in >15% of Patients Receiving OPDIVO
plus Ipilimumab (CHECKMATE-214)

OPDIVO plus Ipilimumab Sunitinib
(n=547) (n=535)
Percentage (%) of Patients
Grades Grades Grades Grades
1-4 3-4 1-4 34
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 20 2.4 21 2.1
dyspnea
Gastrointestinal Disorders
Diarrhea 38 46 58 6
Nausea 30 2.0 43 15
Vomiting 20 0.9 28 2.1
Abdominal pain 19 1.6 24 1.9
Constipation 17 04 18 0
Skin and Subcutaneous
Tissue Disorders
Rash¢ 39 3.7 25 1.1
Pruritus/generalized 33 0.5 1 0
pruritus
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
Musculoskeletal pain? 37 40 40 2.6
Arthralgia 23 1.3 16 0

Toxicity was graded per NCI CTCAE v4.

2|ncludes asthenia.

b 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.

dincludes 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 OPDIVO plus ipilimumab-treated patients include increased lipase,
anemia, increased creatinine, increased ALT, increased AST, hyponatremia, increased
amylase, and lymphopenia. Table 15 summarizes the laboratory abnormalities that
occurred in greater than 15% of OPDIVO plus ipilimumab-treated patients.
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Table 15:  Grade 1-4 Laboratory Values Worsening from Baseline Occurring
in >15% of Patients on OPDIVO plus Ipilimumab (CHECKMATE-214)

Percentage of Patients with Worsening Laboratory
Test from Baseline?

OPDIVO plus Ipilimumab Sunitinib
Laboratory Grades Grades Grades Grades
Abnormality 1-4 3-4 1-4 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 29 2.0 32 1.0
phosphatase
Hyperkalemia 29 2.4 28 2.9
Hypocalcemia 21 0.4 35 0.6
Hypomagnesemia 16 04 26 1.6

@ Each test incidence is based on the number of patients who had both baseline and at
least one on-study laboratory measurement available: OPDIVO plus ipilimumab group
(range: 490 to 538 patients) and sunitinib group (range: 485 to 523 patients).

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 OPDIVO plus ipilimumab group compared to the sunitinib
group (31% and 61%, respectively).

Classical Hodgkin Lymphoma

The safety of 3 mg/kg of OPDIVO by intravenous infusion every 2 weeks was evaluated
in 266 adult patients with cHL (243 patients in the CHECKMATE-205 and 23 patients
in the CHECKMATE-039 trials). Treatment could continue until disease progression,
maximal clinical benefit, or unacceptable toxicity.

The median age was 34 years (range: 18 to 72), 98% of patients had received autologous
HSCT, none had received allogeneic HSCT, and 74% had received brentuximab vedotin.
The median number of prior systemic regimens was 4 (range: 2 to 15). Patients received
a median of 23 doses (cycles) of OPDIVO (range: 1 to 48), with a median duration of
therapy of 11 months (range: 0 to 23 months).

OPDIVO was discontinued due to adverse reactions in 7% of patients. Dose delay for
an adverse reaction occurred in 34% of patients. Serious adverse reactions occurred in
26% of patients. The most frequent serious adverse reactions reported in at least 1% of
patients were pneumonia, infusion-related reaction, pyrexia, colitis or diarrhea, pleural
effusion, pneumonitis, and rash. Eleven patients died from causes other than disease
progression: 3 from adverse reactions within 30 days of the last nivolumab dose,
2 from infection 8 to 9 months after completing nivolumab, and 6 from complications
of allogeneic HSCT.

The most common adverse reactions (reported in at least 20%) among all patients were
upper respiratory tract infection, fatigue, cough, diarrhea, pyrexia, musculoskeletal
pain, rash, nausea, and pruritus.

Table 16 summarizes the adverse reactions, excluding laboratory terms, that occurred
in at least 10% of patients in the safety population.
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Table 16:  Non-Laboratory Adverse Reactions Occurring in >10% of Patients
with cHL (CHECKMATE-205 and CHECKMATE-039)

OPDIVO cHL
Safety Population
(n=266)
Percentage (%)
Adverse Reaction? All Grades Grades 3-4
General Disorders and Administration
Site Conditions
Fatigue® 39 19
Pyrexia 29 <1
Gastrointestinal Disorders
Diarrhea® 33 15
Nausea 20 0
Vomiting 19 <1
Abdominal pain? 16 <1
Constipation 14 04
Infections
Upper respiratory tract infection® 44 0.8
Pneumonia/bronchopneumonia’ 13 38
Nasal congestion 1 0
Respiratory, Thoracic and Mediastinal
Disorders
Cough/productive cough 36 0
Dyspnea/exertional dyspnea 15 15
Skin and Subcutaneous Tissue Disorders
Rash¢ 24 1.5
Pruritus 20 0
Musculoskeletal and Connective Tissue
Disorders
Musculoskeletal pain® 26 1.1
Arthralgia 16 <1
Endocrine Disorders
Hypothyroidism/thyroiditis 12 0
Nervous System Disorders
Headache 17 <1
Neuropathy peripheral 12 <1
Injury, Poisoning and Procedural
Complications
Infusion-related reaction 14 <1

Toxicity was graded per NCI CTCAE v4.

2Includes events occurring up to 30 days after last nivolumab dose, regardless of causality.
After an immune-mediated adverse reaction, reactions following nivolumab rechallenge
were included if they occurred up to 30 days after completing the initial nivolumab course.

® Includes asthenia.

¢ Includes colitis.

4Includes abdominal discomfort and upper abdominal pain.

€ Includes nasopharyngitis, pharyngitis, rhinitis, and sinusitis.

f Includes pneumonia bacterial, pneumonia mycoplasmal, pneumocystis jirovecii pneumonia.

9Includes dermatitis, dermatitis acneiform, dermatitis exfoliative, and rash described as
macular, papular, maculopapular, pruritic, exfoliative, or acneiform.

" Includes back pain, bone pain, musculoskeletal chest pain, musculoskeletal discomfort,

~ myalgia, neck pain, and pain in extremity.

"Includes hyperesthesia, hypoesthesia, paresthesia, dysesthesia, peripheral motor
neuropathy, peripheral sensory neuropathy, and polyneuropathy. These numbers are
specific to treatment-emergent events.

Additional information regarding clinically important adverse reactions:

Immune-mediated  pneumonitis: In  CHECKMATE-205 and CHECKMATE-039,
pneumonitis, including interstitial lung disease, occurred in 6.0% (16/266) of patients
receiving OPDIVO. Immune-mediated pneumonitis occurred in 4.9% (13/266) of
patients receiving OPDIVO (one Grade 3 and 12 Grade 2). The median time to onset
was 4.5 months (range: 5 days to 12 months). All 13 patients received systemic
corticosteroids, with resolution in 12. Four patients permanently discontinued OPDIVO
due to pneumonitis. Eight patients continued OPDIVO (three after dose delay), of whom
two had recurrence of pneumonitis.
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Peripheral neuropathy: In CHECKMATE-205 and CHECKMATE-039, treatment-
emergent peripheral neuropathy was reported in 14% (31/266) of all patients receiving
OPDIVO. Twenty-eight patients (11%) had new-onset peripheral neuropathy, and
3 of 40 patients had worsening of neuropathy from baseline. These adverse reactions
were Grade 1 or 2, except for 1 Grade 3 event (<1%). The median time to onset
was 50 (range: 1 to 309) days.

Complications of allogeneic HSCT after OPDIVO: [see Warnings and Precautions (5.10)].

Table 17 summarizes laboratory abnormalities that developed or worsened in at least
10% of patients with cHL. The most common (reported in at least 20%) treatment-
emergent laboratory events included cytopenias, liver function abnormalities, and
elevated lipase. Other common findings (reported in at least 10%) included elevated
creatinine, electrolyte abnormalities, and elevated amylase.

Table 17:  Laboratory Abnormalities Worsening from Baseline Occurring in
>10% of OPDIVO-Treated Patients with cHL (CHECKMATE-205 and
CHECKMATE-039)

OPDIVO cHL
Safety Population?
(n=266)
Percentage (%)°
Laboratory Abnormality All Grades Grades 3-4
Hematology
Leukopenia 38 45
Neutropenia 37 5
Thrombocytopenia 37 3.0
Lymphopenia 32 1
Anemia 26 2.6
Chemistry®
Increased AST 33 26
Increased ALT 31 34
Increased lipase 22 9
Increased alkaline phosphatase 20 15
Hyponatremia 20 1.1
Hypokalemia 16 1.9
Increased creatinine 16 <1
Hypocalcemia 15 <1
Hypomagnesemia 14 <1
Hyperkalemia 15 15
Increased amylase 13 15
Increased bilirubin 1 15

@ Number of evaluable patients for the safety population ranges from 203 to 266.

P Includes events occurring up to 30 days after last nivolumab dose. After an immune-
mediated adverse reaction, reactions following nivolumab rechallenge were included if
they occurred within 30 days of completing the initial nivolumab course.

¢In addition, in the safety population, fasting hyperglycemia (all grade 1-2) was reported
in 27 of 69 (39%) evaluable patients and fasting hypoglycemia (all grade 1-2) in 11 of
69 (16%).

Recurrent or Metastatic Squamous Cell Carcinoma of the Head and Neck

The safety of OPDIVO was evaluated in CHECKMATE-141, a randomized, active-
controlled, open-label, multicenter trial in patients with recurrent or metastatic
SCCHN with progression during or within 6 months of receiving prior platinum-based
therapy [see Clinical Studies (14.6)]. Patients received 3 mg/kg of OPDIVO (n=236) over
60 minutes by intravenous infusion every 2 weeks or investigator’s choice of either:

e cetuximab (n=13), 400 mg/m? loading dose IV followed by 250 mg/m? weekly
o or methotrexate (n=46) 40 to 60 mg/m?2 IV weekly, or
o docetaxel (=52) 30 to 40 mg/m? IV weekly.

The median duration of exposure to nivolumab was 1.9 months (range:
1 day to 16.1+ months) in OPDIVO-treated patients. In this trial, 18% of patients
received OPDIVO for greater than 6 months and 2.5% of patients received OPDIVO
for greater than 1 year.

CHECKMATE-141 excluded patients with active autoimmune disease, medical conditions
requiring systemic immunosuppression, or recurrent or metastatic carcinoma of the
nasopharynx, squamous cell carcinoma of unknown primary histology, salivary gland
or non-squamous histologies (e.g., mucosal melanoma).
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The median age of all randomized patients was 60 years (range: 28 to 83); 28% of
patients in the OPDIVO group were >65 years of age and 37% in the comparator group
were >65 years of age, 83% were male and 83% were White, 12% were Asian, and
4% were Black. Baseline ECOG performance status was 0 (20%) or 1 (78%), 45% of
patients received only one prior line of systemic therapy, the remaining 55% of patients
had two or more prior lines of therapy, and 90% had prior radiation therapy.

OPDIVO was discontinued in 14% of patients and was delayed in 24% of patients for
an adverse reaction. Serious adverse reactions occurred in 49% of patients receiving
OPDIVO. The most frequent serious adverse reactions reported in at least 2% of
patients receiving OPDIVO were pneumonia, dyspnea, respiratory failure, respiratory
tract infection, and sepsis. Adverse reactions and laboratory abnormalities occurring
in patients with SCCHN were generally similar to those occurring in patients with
melanoma and NSCLC. The most common adverse reactions occurring in >10% of
OPDIVO-treated patients and at a higher incidence than investigator’s choice were
cough and dyspnea.

The most common laboratory abnormalities occurring in >10% of OPDIVO-treated
patients and at a higher incidence than investigator’s choice were increased alkaline
phosphatase, increased amylase, hypercalcemia, hyperkalemia, and increased TSH.

Urothelial Carcinoma

The safety of OPDIVO was evaluated in CHECKMATE-275, a single arm study in which
270 patients with locally advanced or metastatic urothelial carcinoma had disease
progression during or following platinum-containing chemotherapy or had disease
progression within 12 months of neoadjuvant or adjuvant treatment with platinum-
containing chemotherapy received OPDIVO 3 mg/kg every 2 weeks until disease
progression or unacceptable toxicity. The median duration of treatment was 3.3 months
(range: 0 to 13.4+). Forty-six percent (46%) of patients had a drug delay for an
adverse reaction.

Fourteen patients (5.2%) died from causes other than disease progression. This includes
4 patients (1.5%) who died from pneumonitis or cardiovascular failure which was
attributed to treatment with OPDIVO. OPDIVO was discontinued for adverse reactions
in 17% of patients. Serious adverse reactions occurred in 54% of patients. The most
frequent serious adverse reactions reported in at least 2% of patients were urinary
tract infection, sepsis, diarrhea, small intestine obstruction, and general physical health
deterioration.

Twenty-five (9%) patients received an oral prednisone dose equivalent to >40 mg daily
for an immune-mediated adverse reaction [see Warnings and Precautions (5)].

The most common adverse reactions (reported in at least 20% of patients) were fatigue,
musculoskeletal pain, nausea, and decreased appetite.

Table 18 summarizes adverse reactions that occurred in greater than 10% of patients.

Table 18:  Adverse Reactions Occurring in >10% of Patients (CHECKMATE-275)
OPDIVO Urothelial Carcinoma
Percentage (%) of Patients

All Grades Grades 3-4
Adverse Reaction 99 51
General Disorders and
Administration Site Conditions
Asthenia/fatigue/malaise 46 7
Pyrexia/tumor associated fever 17 04
Edema/peripheral edema/peripheral 13 0.4
swelling
Infections and Infestations
Urinary Tract Infection/escherichia/ 17 7
fungal urinary tract infection
Respiratory, Thoracic, and
Mediastinal Disorders
Cough/productive cough 18 0
Dyspnea/exertional dyspnea 14 3.3
Gastrointestinal Disorders
Nausea 22 0.7
Diarrhea 17 26
Constipation 16 0.4
Abdominal pain? 13 1.5
Vomiting 12 1.9
(Continued)
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Table 18:  Adverse Reactions Occurring in >10% of Patients (CHECKMATE-275)
(Continued)

OPDIVO Urothelial Carcinoma
Percentage (%) of Patients

All Grades Grades 3-4

Skin and Subcutaneous Tissue
Disorders

Rash® 16 15

Pruritus 12 0
Musculoskeletal and Connective
Tissue Disorders

Musculoskeletal pain® 30 2.6

Arthralgia 10 0.7
Metabolism and Nutrition Disorders

Decreased appetite 22 2.2
Endocrine Disorders

Thyroid disorders® 15 0

Toxicity was graded per NCI CTCAE v4.

2 Includes abdominal discomfort, lower and upper abdominal pain.

PIncludes dermatitis, dermatitis acneiform, dermatitis bullous, and rash described as
generalized, macular, maculopapular, or pruritic.

®Includes back pain, bone pain, musculoskeletal chest pain, musculoskeletal discomfort,
myalgia, neck pain, pain in extremity and spinal pain.

4 Includes autoimmune thyroiditis, blood TSH decrease, blood TSH increase, hyperthyroidism,
hypothyroidism, thyroiditis, thyroxine decreased, thyroxine free increased, thyroxine
increased, tri-iodothyronine free increased, tri-iodothyronine increased.

Table 19:  Laboratory Abnormalities Worsening from Baseline Occurring in
>10% of Patients (CHECKMATE-275)

OPDIVO Urothelial Carcinoma?
Percentage (%) of Patients

Test All Grades Grades 3-4

Hematology
Lymphopenia 42 9
Anemia 40 7
Thrombocytopenia 15 2.4
Leucopenia 1 0

Chemistry
Hyperglycemia 42 24
Hyponatremia 4 1
Increased creatinine 39 2.0
Increased alkaline phosphatase 33 5.5
Hypocalcemia 26 0.8
Increased AST 24 35
Hyperkalemia 19 1.2
Increased ALT 18 1.2
Hypomagnesemia 16 0
Increased lipase 20 7
Increased amylase 18 4.4

2 Each test incidence is based on the number of patients who had both baseline and at least
one on-study laboratory measurement available: range: 84 to 256 patients.

Hepatocellular Carcinoma

The safety of OPDIVO was evaluated in a 154-patient subgroup of patients with HCC
and Child-Pugh A cirrhosis who progressed on or were intolerant to sorafenib enrolled
in CHECKMATE-040, a multicenter, open-label trial. Patients were required to have an
AST and ALT of no more than five times the upper limit of normal and total bilirubin of
less than 3 mg/dL. The median duration of exposure to OPDIVO was 6 months.
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The toxicity profile observed in patients with advanced HCC was generally similar to
that observed in patients with other cancers, with the exception of a higher incidence
of elevations in transaminases and bilirubin levels. Treatment with OPDIVO resulted
in treatment-emergent Grade 3 or 4 AST in 27 (18%) patients, Grade 3 or 4 ALT in
16 (11%) patients, and Grade 3 or 4 bilirubin in 11 (7%) patients. Inmune-mediated
hepatitis requiring systemic corticosteroids occurred in 8 (5%) patients.

6.2 Postmarketing Experience

The following adverse reactions have been identified during post approval use of
OPDIVO. 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.

Eye disorders: Vogt-Koyanagi-Harada (VKH) syndrome

6.3 Immunogenicity
As with all therapeutic proteins, there is a potential for immunogenicity.

0f 2085 patients who were treated with OPDIVO as a single agent 3 mg/kg every
2 weeks and evaluable for the presence of anti-nivolumab antibodies, 233 patients
(11.2%) tested positive for treatment-emergent anti-nivolumab antibodies by an
electrochemiluminescent (ECL) assay and 15 patients (0.7%) had neutralizing
antibodies against nivolumab. There was no evidence of altered pharmacokinetic profile
or increased incidence of infusion reactions with anti-nivolumab antibody development.

0Of the patients who were treated with OPDIVO and ipilimumab and evaluable for the
presence of anti-nivolumab antibodies, the incidence of anti-nivolumab antibodies
was 26.0% with nivolumab 3 mg/kg followed by ipilimumab 1 mg/kg every 3 weeks
and 37.8% with nivolumab 1 mg/kg followed by ipilimumab 3 mg/kg every 3 weeks.
The incidence of neutralizing antibodies against nivolumab was 0.5% with nivolumab
3 mg/kg followed by ipilimumab 1 mg/kg every 3 weeks and 4.6% with nivolumab
1 mg/kg followed by ipilimumab 3 mg/kg every 3 weeks. Of patients evaluable for the
presence of anti-ipilimumab antibodies, the incidence of anti-ipilimumab antibodies
ranged from 6.3 to 8.4% and neutralizing antibodies against ipilimumab ranged from
0t0 0.3%.

Overall, there was no evidence of increased incidence of infusion reactions or effects on
efficacy with anti-nivolumab antibody development.

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 incidence of antibodies to
OPDIVO with the incidences of antibodies to other products may be misleading.

7 DRUG INTERACTIONS

No formal pharmacokinetic drug-drug interaction studies have been conducted
with OPDIVO.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary

Based on its mechanism of action and data from animal studies, OPDIVO can cause
fetal harm when administered to a pregnant woman [see Clinical Pharmacology (12.1)].
In animal reproduction studies, administration of nivolumab to cynomolgus monkeys
from the onset of organogenesis through delivery resulted in increased abortion and
premature infant death [see Dataj. Human IgG4 is known to cross the placental barrier
and nivolumab is an immunoglobulin G4 (IgG4); therefore, nivolumab has the potential
to be transmitted from the mother to the developing fetus. The effects of OPDIVO are
likely to be greater during the second and third trimesters of pregnancy. There are no
available human data informing the drug-associated risk. Advise pregnant women of
the potential risk to a fetus.

The background risk of major birth defects and miscarriage for the indicated population
is unknown; however, the background risk in the U.S. general population of major
birth defects is 2% to 4% and of miscarriage is 15% to 20% of clinically recognized
pregnancies.

Data
Animal Data

A central function of the PD-1/PD-L1 pathway is to preserve pregnancy by maintaining
maternal immune tolerance to the fetus. Blockade of PD-L1 signaling has been
shown in murine models of pregnancy to disrupt tolerance to the fetus and to
increase fetal loss. The effects of nivolumab on prenatal and postnatal development
were evaluated in monkeys that received nivolumab twice weekly from the onset of
organogenesis through delivery, at exposure levels of between 9 and 42 times higher
than those observed at the clinical dose of 3 mg/kg of nivolumab (based on AUC).
Nivolumab administration resulted in a non-dose-related increase in spontaneous
abortion and increased neonatal death. Based on its mechanism of action, fetal
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exposure to nivolumab may increase the risk of developing immune-mediated disorders
or altering the normal immune response and immune-mediated disorders have been
reported in PD-1 knockout mice. In surviving infants (18 of 32 compared to 11 of 16
vehicle-exposed infants) of cynomolgus monkeys treated with nivolumab, there were
no apparent malformations and no effects on neurobehavioral, immunological, or
clinical pathology parameters throughout the 6-month postnatal period.

8.2 Lactation
Risk Summary

It is not known whether OPDIVO is present in human milk. Because many drugs,
including antibodies, are excreted in human milk and because of the potential for
serious adverse reactions in nursing infants from OPDIVO, advise women to discontinue
breastfeeding during treatment with OPDIVO.

8.3 Females and Males of Reproductive Potential
Contraception

Based on its mechanism of action, OPDIVO 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 OPDIVO and for at least
5 months following the last dose of OPDIVO.

8.4 Pediatric Use

The safety and effectiveness of OPDIVO have been established in pediatric patients
age 12 years and older with microsatellite instability-high (MSI-H) or mismatch
repair deficient (IMMR) metastatic colorectal cancer (mCRC) that has progressed
following treatment with a fluoropyrimidine, oxaliplatin, and irinotecan. Use of OPDIVO
for this indication is supported by evidence from adequate and well-controlled
studies of OPDIVO in adults with MSI-H or dMMR mCRC with additional population
pharmacokinetic data demonstrating that age and body weight had no clinically
meaningful effect on the steady state exposure of nivolumab, that drug exposure is
generally similar between adults and pediatric patients age 12 years and older for
monoclonal antibodies, and that the course of MSI-H or dMMR mCRC is sufficiently
similar in adults and pediatric patients to allow extrapolation of data in adults to
pediatric patients. The recommended dose in pediatric patients 12 years of age or
greater for this indication is the same as that in adults for this indication [see Dosage
and Administration (2.8), Clinical Pharmacology (12.3), and Clinical Studies (14.8)].
The safety and effectiveness of OPDIVO have not been established (1) in pediatric
patients less than 12 years old with MSI-H or dMMR mCRC or (2) in pediatric patients
less than 18 years old for the other approved indications.

8.5 Geriatric Use

Of the 1359 patients randomized to single-agent OPDIVO in CHECKMATE-017,
CHECKMATE-057, CHECKMATE-066, CHECKMATE-025, and CHECKMATE-067,
39% were 65 years or older and 9% were 75 years or older. No overall differences
in safety or effectiveness were reported between elderly patients and younger patients.

In CHECKMATE-275 (Urothelial Cancer), 55% of patients were 65 years or older and
14% were 75 years or older. No overall differences in safety or effectiveness were
reported between elderly patients and younger patients.

In CHECKMATE-238 (Adjuvant Treatment of Melanoma), 26% of patients were 65 years
or older and 3% were 75 years or older. No overall differences in safety or effectiveness
were reported between elderly patients and younger patients.

CHECKMATE-037, ~ CHECKMATE-205, = CHECKMATE-039, = CHECKMATE-141,
CHECKMATE-142, and CHECKMATE-040 did not include sufficient numbers of
patients aged 65 years and older to determine whether they respond differently from
younger patients.

Of the 314 patients randomized to OPDIVO administered with ipilimumab in
CHECKMATE-067, 41% were 65 years or older and 11% were 75 years or older.
No overall differences in safety or effectiveness were reported between elderly
patients and younger patients.

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

Based on a population pharmacokinetic analysis, no dose adjustment is recommended
in patients with renal impairment [see Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment

Based on a population pharmacokinetic analysis, no dose adjustment is recommended
for patients with mild or moderate hepatic impairment. OPDIVO has not been studied in
patients with severe hepatic impairment [see Clinical Pharmacology (12.3)].

10 OVERDOSAGE
There is no information on overdosage with OPDIVO.
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1 DESCRIPTION

Nivolumab is a human monoclonal antibody that blocks the interaction between
PD-1 and its ligands, PD-L1 and PD-L2. Nivolumab is an IgG4 kappa immunoglobulin
that has a calculated molecular mass of 146 kDa. It is expressed in a recombinant
Chinese Hamster Ovary (CHO) cell line.

OPDIVO is a sterile, preservative-free, non-pyrogenic, clear to opalescent, colorless
to pale-yellow liquid that may contain light (few) particles. OPDIVO injection for
intravenous infusion is supplied in single-dose vials. Each mL of OPDIVO solution
contains nivolumab 10 mg, mannitol (30 mg), pentetic acid (0.008 mg), polysorbate 80
(0.2 mg), sodium chloride (2.92 mg), sodium citrate dihydrate (5.88 mg), and Water for
Injection, USP. May contain hydrochloric acid and/or sodium hydroxide to adjust pH to 6.

12 CLINICAL PHARMACOLOGY
121 Mechanism of Action

Binding of the PD-1 ligands, PD-L1 and PD-L2, to the PD-1 receptor found on T cells,
inhibits T-cell proliferation and cytokine production. Upregulation of PD-1 ligands
occurs in some tumors and signaling through this pathway can contribute to inhibition
of active T-cell immune surveillance of tumors. Nivolumab is a human immunoglobulin
G4 (IgG4) monoclonal antibody that binds to the PD-1 receptor and blocks its interaction
with PD-L1 and PD-L2, releasing PD-1 pathway-mediated inhibition of the immune
response, including the anti-tumor immune response. In syngeneic mouse tumor
models, blocking PD-1 activity resulted in decreased tumor growth.

Combined nivolumab (anti-PD-1) and ipilimumab (anti-CTLA-4) mediated inhibition
results in enhanced T-cell function that is greater than the effects of either antibody
alone, and results in improved anti-tumor responses in metastatic melanoma and
advanced RCC. In murine syngeneic tumor models, dual blockade of PD-1 and CTLA-4
resulted in increased anti-tumor activity.

123 Pharmacokinetics

Nivolumab pharmacokinetics (PK) was assessed using a population PK approach for
both single-agent OPDIVO and OPDIVO with ipilimumab.

OPDIVO as a single agent: The PK of single-agent nivolumab was studied in patients
over a dose range of 0.1 to 20 mg/kg administered as a single dose or as multiple
doses of OPDIVO as a 60-minute intravenous infusion every 2 or 3 weeks. Nivolumab
clearance (CL) decreases over time, with a mean maximal reduction (% coefficient of
variation [CV%)]) from baseline values of 24.5% (47.6%) resulting in a geometric mean
steady state clearance (CLss) (CV%) of 8.2 mL/h (53.9%) in patients with metastatic
tumors; the decrease in CLss is not considered clinically relevant. Nivolumab clearance
does not decrease over time in patients with completely resected melanoma, as the
geometric mean population clearance is 24% lower in this patient population compared
with patients with metastatic melanoma at steady-state. The geometric mean volume
of distribution at steady state (Vss) (CV%) is 6.8 L (27.3%), and geometric mean
elimination half-life (t;,,) is 25 days (77.5%). Steady-state concentrations of nivolumab
were reached by 12 weeks when administered at 3 mg/kg every 2 weeks, and systemic
accumulation was 3.7-fold. The exposure to nivolumab increases dose proportionally
over the dose range of 0.1 to 10 mg/kg administered every 2 weeks. The predicted
exposure of nivolumab after a 30-minute infusion is comparable to that observed with
a 60-minute infusion.

OPDIVO with ipilimumab: When OPDIVO 1 mg/kg was administered in combination
with ipilimumab 3 mg/kg, the CL of nivolumab was increased by 29%, and the CL of
ipilimumab was unchanged. When OPDIVO 3 mg/kg was administered in combination
with ipilimumab 1 mg/kg, the CL of nivolumab and ipilimumab were unchanged.

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

Specific Populations: The population PK analysis suggested that the following factors
had no clinically important effect on the clearance of nivolumab: age (29 to 87 years),
weight (35 to 160 kg), gender, race, baseline LDH, PD-L1 expression, solid tumor type,
tumor size, renal impairment, and mild hepatic impairment.

Renal Impairment: The effect of renal impairment on the clearance of nivolumab
was evaluated by a population PK analysis in patients with mild (eGFR 60 to
89 mL/min/1.73 m2 n=313), moderate (€GFR 30 to 59 mL/min/1.73 m2; n=140),
or severe (€GFR 15 to 29 mL/min/1.73 m% n=3) renal impairment. No clinically
important differences in the clearance of nivolumab 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 clearance of nivolumab
was evaluated by population PK analyses in patients with HCC (n=152) and in patients
with other tumors (n=92) with mild hepatic impairment (total bilirubin [TB] less than
or equal to the ULN and AST greater than ULN or TB greater than 1 to 1.5 times ULN
and any AST) and in HCC patients with moderate hepatic impairment (TB greater than
1.5 to 3 times ULN and any AST; n=13). No clinically important differences in the
clearance of nivolumab were found between patients with mild/moderate hepatic
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impairment and patients with normal hepatic function. Nivolumab has not been studied
in patients with severe hepatic impairment (TB greater than 3 times ULN and any AST)
[see Use in Specific Populations (8.7)].

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No studies have been performed to assess the potential of nivolumab for carcinogenicity
or genotoxicity. Fertility studies have not been performed with nivolumab. In 1-month
and 3-month repeat-dose toxicology studies in monkeys, there were no notable effects
in the male and female reproductive organs; however, most animals in these studies
were not sexually mature.

13.2  Animal Toxicology and/or Pharmacology

In animal models, inhibition of PD-1 signaling increased the severity of some infections
and enhanced inflammatory responses. M. tuberculosis—infected PD-1 knockout
mice exhibit markedly decreased survival compared with wild-type controls, which
correlated with increased bacterial proliferation and inflammatory responses in these
animals. PD-1 knockout mice have also shown decreased survival following infection
with lymphocytic choriomeningitis virus.

14 CLINICAL STUDIES

141 Unresectable or Metastatic Melanoma
Previously Treated Metastatic Melanoma

CHECKMATE-037 (NCT01721746) was a multicenter, open-label trial that randomized
(2:1) patients with unresectable or metastatic melanoma to receive either
3 mg/kg of OPDIVO by intravenous infusion every 2 weeks or investigator’s choice of
chemotherapy, either single-agent dacarbazine 1000 mg/m? every 3 weeks or the
combination of carboplatin AUC 6 every 3 weeks plus paclitaxel 175 mg/m? every
3 weeks. Patients were required to have progression of disease on or following
ipilimumab treatment and, if BRAF V600 mutation positive, a BRAF inhibitor. The trial
excluded patients with autoimmune disease, medical conditions requiring systemic
immunosuppression, ocular melanoma, active brain metastasis, or a history of
Grade 4 ipilimumab-related adverse reactions (except for endocrinopathies) or Grade 3
ipilimumab-related adverse reactions that had not resolved or were inadequately
controlled within 12 weeks of the initiating event. Tumor assessments were conducted
9 weeks after randomization then every 6 weeks for the first year, and every 12 weeks
thereafter.

Efficacy was evaluated in a single-arm, non-comparative, planned interim analysis
of the first 120 patients who received OPDIVO in CHECKMATE-037 and in whom the
minimum duration of follow-up was 6 months. The major efficacy outcome measures
in this population were confirmed overall response rate (ORR) as measured by
blinded independent central review using Response Evaluation Criteria in Solid Tumors
(RECIST 1.1) and duration of response.

Among the 120 patients treated with OPDIVO, the median age was 58 years (range:
25 to 88), 65% of patients were male, 98% were white, and the ECOG performance
score was 0 (58%) or 1 (42%). Disease characteristics were M1c disease (76%),
BRAF V600 mutation positive (22%), elevated LDH (56%), history of brain metastases
(18%), and two or more prior systemic therapies for metastatic disease (68%).

The ORR was 32% (95% confidence interval [CI]: 23, 41), consisting of 4 complete
responses and 34 partial responses in OPDIVO-treated patients. Of 38 patients with
responses, 33 patients (87%) had ongoing responses with durations ranging from
2.6+ to 10+ months, which included 13 patients with ongoing responses of 6 months
or longer.

There were responses in patients with and without BRAF V600 mutation-
positive melanoma.

Previously Untreated Metastatic Melanoma
CHECKMATE-066

CHECKMATE-066 (NCT01721772) was a multicenter, double-blind, randomized (1:1)
trial conducted in patients with BRAF V600 wild-type unresectable or metastatic
melanoma. Patients were randomized to receive either 3 mg/kg of OPDIVO by
intravenous infusion every 2 weeks or dacarbazine 1000 mg/m2 by intravenous infusion
every 3 weeks until disease progression or unacceptable toxicity. Randomization was
stratified by PD-L1 status (greater than or equal to 5% of tumor cell membrane staining
by immunohistochemistry vs. less than 5% or indeterminate result) and M stage
(M0/M1a/M1b versus M1c). Key eligibility criteria included histologically confirmed,
unresectable or metastatic, cutaneous, mucosal, or acral melanoma; no prior
therapy for metastatic disease; completion of prior adjuvant or neoadjuvant therapy
at least 6 weeks prior to randomization; ECOG performance status 0 or 1; absence
of autoimmune disease; and absence of active brain or leptomeningeal metastases.
The trial excluded patients with ocular melanoma. Tumor assessments were conducted
9 weeks after randomization then every 6 weeks for the first year and then every
12 weeks thereafter.

OPDIVO® (nivolumab)

The major efficacy outcome measure was overall survival (0S). Additional outcome
measures included investigator-assessed progression-free survival (PFS) and overall
response rate (ORR) per RECIST v1.1.

A total of 418 patients were randomized to OPDIVO (n=210) or dacarbazine (n=208).
The median age was 65 years (range: 18 to 87), 59% were men, and 99.5% were white.
Disease characteristics were M1c stage disease (61%), cutaneous melanoma (74%),
mucosal melanoma (11%), elevated LDH level (37%), PD-L1 greater than or equal to
5% tumor cell membrane expression (35%), and history of brain metastasis (4%).
More patients in the OPDIVO arm had an ECOG performance status of 0 (71% vs. 58%).

CHECKMATE-066 demonstrated a statistically significant improvement in OS for the
OPDIVO arm compared with the dacarbazine arm in an interim analysis based on 47%
of the total planned events for 0S. Table 20 and Figure 1 summarize the efficacy results.

Table 20:  Efficacy Results - CHECKMATE-066

OPDIVO Dacarbazine
(n=210) (n=208)
Overall Survival
Deaths (%) 50 (24) 96 (46)
Median, months (95% Cl) Not Reached 10.8(9.3,12.1)
Hazard ratio (95% CI)? 0.42 (0.30, 0.60)
p-value®© <0.0001
Progression-Free Survival
Disease progression or death (%) 108 (51) 163 (78)

Median, months (95% Cl) 5.1(3.5,10.8) 2.2(2.1,2.4)

Hazard ratio (95% CI)? 0.43 (0.34, 0.56)
p-valug®© <0.0001

Overall Response Rate 34% 9%
(95% CI) (28, 41) (5,13
Complete response rate 4% 1%
Partial response rate 30% 8%

@ Based on a stratified proportional hazards model.
b Based on stratified log-rank test.
¢ p-value is compared with the allocated alpha of 0.0021 for this interim analysis.

Figure 1:  Kaplan-Meier Gurves of Overall Survival - CHECKMATE-066
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At the time of analysis, 88% (63/72) of OPDIVO-treated patients had ongoing responses,
which included 43 patients with ongoing response of 6 months or longer.
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CHECKMATE-067

CHECKMATE-067 (NCT01844505) was a multicenter, double-blind trial that randomized
(1:1:1) patients with previously untreated, unresectable or metastatic melanoma to
one of the following arms: OPDIVO plus ipilimumab, OPDIVO, or ipilimumab. Patients
were required to have completed adjuvant or neoadjuvant treatment at least 6 weeks
prior to randomization and have no prior treatment with anti-CTLA-4 antibody and no
evidence of active brain metastasis, ocular melanoma, autoimmune disease, or medical
conditions requiring systemic immunosuppression.

Patients were randomized to receive:

* OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks for 4 doses, followed
by OPDIVO 3 mg/kg as a single agent every 2 weeks (OPDIVO plus ipilimumab
arm),

* OPDIVO 3 mg/kg every 2 weeks (OPDIVO arm), or

e |pilimumab 3 mg/kg every 3 weeks for 4 doses followed by placebo every
2 weeks (ipilimumab arm).

Randomization was stratified by PD-L1 expression (=5% vs. <5% tumor cell membrane
expression) as determined by a clinical trial assay, BRAF V600 mutation status, and
M stage per the American Joint Committee on Cancer (AJCC) staging system (M0, M1a,
M1b vs. M1c). Tumor assessments were conducted 12 weeks after randomization then
every 6 weeks for the first year, and every 12 weeks thereafter.

The major efficacy outcome measures were investigator-assessed PFS per RECIST
v1.1 and 0S. Additional efficacy outcome measures were confirmed ORR and duration
of response.

A total of 945 patients were randomized, 314 patients to the OPDIVO plus ipilimumab
arm, 316 to the OPDIVO arm, and 315 to the ipilimumab arm. The trial population
characteristics were: median age 61 years (range: 18 to 90); 65% male; 97% White;
ECOG performance score 0 (73%) or 1 (27%). Disease characteristics were: AJCC
Stage IV disease (93%); Mic disease (58%); elevated LDH (36%); history of brain
metastases (4%); BRAF V600 mutation-positive melanoma (32%); PD-L1 =5% tumor
cell membrane expression as determined by the clinical trials assay (46%); and prior
adjuvant therapy (22%).

CHECKMATE-067 demonstrated statistically significant improvements in PFS
for patients randomized to either OPDIVO-containing arm as compared with the
ipilimumab arm. Efficacy results are presented in Table 21 and Figure 2.

Table 21:  Efficacy Results in CHECKMATE-067

OPDIVO plus
Ipilimumab OPDIVO Ipilimumab
(n=314) (n=316) (n=315)
Progression-free Survival
Disease progression or death 151 174 234
Medkan in monts (95% C) (8.;,1i56.7) (4.3,'%.5) (2.§,'93.4)
Hazard ratio® (vs. ipilimumab) 0.42 0.57
(95% Cl) (0.34,0.51) (0.47,0.69)
p-valuebe <0.0001 <0.0001
Confirmed Overall Response Rate 50% 40% 14%
(95% Cl) (44, 55) (34, 46) (10,18)
p-value? <0.0001 <0.0001
Complete response 8.9% 8.5% 1.9%
Partial response 41% 3% 12%
Duration of Response
Proportion =6 months in 76% 74% 63%
duration
Range (months) 1.2+ t0 158+ | 1.3+ to 14.6+ | 1.0+ to 13.8+

@ Based on a stratified proportional hazards model.

b Based on stratified log-rank test.

¢ p-value is compared with .005 of the allocated alpha for final PFS treatment comparisons.
d Based on the stratified Cochran-Mantel-Haenszel test.
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Figure2:  Progression-free Survival: Unresectable or Metastatic Melanoma -
CHECKMATE-067
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Figures 3 and 4 present exploratory efficacy subgroup analyses of PFS based on
defined PD-L1 expression levels determined in archival tumor specimens using the
PD-L1 IHC 28-8 pharmDx assay. Tumor samples were available for retrospective
assessment for 97% of the study population; PD-L1 expression status was ascertained
for 89% of the study population while in 6% of patients, melanin precluded evaluation
of PD-L1 expression status. PD-L1 expression status was unknown for 5% of the study
population due to consent withdrawal or missing samples.

Figure 3:  Progression-free Survival by PD-L1 Expression (<1%) -
CHECKMATE-067
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Figure 4.  Progression-free Survival by PD-L1 Expression (>1%) -
CHECKMATE-067
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The data presented in Figure 5 summarize the results of exploratory analyses comparing
the two OPDIVO-containing arms in subgroups defined by PD-L1 tumor expression.

Figure5:  Forest Plot: PFS Based on PD-L1 Expression Comparing
OPDIVO-Containing Arms - CHECKMATE-067
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142  Adjuvant Treatment of Melanoma

CHECKMATE-238 (NCT02388906) was a randomized, double-blind trial that
enrolled patients with completely resected Stage IlIB/C or Stage IV melanoma. Patients
were randomized (1:1) to receive 3 mg/kg of OPDIVO over 60 minutes by intravenous
infusion every 2 weeks or ipilimumab administered as an intravenous infusion at
10 mg/kg every 3 weeks for 4 doses then every 12 weeks beginning at Week 24
for up to 1 year. Enroliment required complete resection of melanoma with margins
negative for disease within 12 weeks prior to randomization. The trial excluded patients
with a history of ocular/uveal melanoma, autoimmune disease, and any condition
requiring systemic treatment with either corticosteroids (=10 mg daily prednisone or
equivalent) or other immunosuppressive medications, as well as patients with prior
therapy for melanoma except surgery, adjuvant radiotherapy after neurosurgical
resection for lesions of the central nervous system, and prior adjuvant interferon
completed =6 months prior to randomization. Randomization was stratified by PD-L1
status (positive [based on 5% level] vs negative/indeterminate) and American Joint
Committee on Cancer (AJCC) stage (Stage IlIB/C vs Stage IV M1a-M1b vs Stage IV M1c).
The major efficacy outcome measure was recurrence-free survival (RFS) defined as the
time between the date of randomization and the date of first recurrence (local, regional,
or distant metastasis), new primary melanoma, or death, from any cause, whichever
occurs first and as assessed by the investigator. Patients underwent imaging for tumor
recurrence every 12 weeks for the first 2 years then every 6 months thereafter.

In CHECKMATE-238, a total of 906 patients were randomized: 453 to OPDIVO and 453
to ipilimumab. Median age was 55 years (range: 18 to 86), 58% were male, 95% were
White, and 90% had an ECOG performance status of 0. Disease characteristics were
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AJCC Stage lIB (34%), Stage llIC (47%), Stage IV (19%), M1a-b (14%), BRAF V600
mutation positive (42%), BRAF wild-type (45%), elevated LDH (8%), PD-L1 = 5% tumor
cell membrane expression determined by clinical trial assay (34%), macroscopic lymph
nodes (48%), and tumor ulceration (32%).

CHECKMATE-238 demonstrated a statistically significant improvement in RFS
for patients randomized to the OPDIVO arm compared with the ipilimumab 10 mg/kg arm.

Efficacy results are presented in Table 22 and Figure 6.

Table 22:  Efficacy Results in CHECKMATE-238

Recurrence-free Survival 0PDIVO Ipilimumab 10 mg/kg
N=453 N=453

Number of Events, n (%) 154 (34.0%) 206 (45.5%)
Median (months) NR? NR?

(95% Cl) (16.56, NR?)
Hazard Ratio® 0.65

(95% Cl) (0.53,0.80)

p-value®d p<0.0001

2 Not reached

b Based on a stratified proportional hazards model.
¢ Based on a stratified log-rank test.
4 p-value is compared with 0.0244 of the allocated alpha for this analysis

Figure6:  Recurrence-free Survival - CHECKMATE-238
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143  Metastatic Non-Small Cell Lung Cancer (NSCLC)

Second-line Treatment of Metastatic Squamous NSCLC

CHECKMATE-017 (NCT01642004) was a randomized (1:1), open-label study enrolling
272 patients with metastatic squamous NSCLC who had experienced disease
progression during or after one prior platinum doublet-based chemotherapy regimen.
Patients received 3 mg/kg of OPDIVO (n=135) by intravenous infusion every 2 weeks
or docetaxel (n=137) administered intravenously at 75 mg/m? every 3 weeks.
Randomization was stratified by prior paclitaxel vs other prior treatment and region
(US/Canada vs. Europe vs. Rest of World). This study included patients regardless of
their PD-L1 status. The trial excluded patients with autoimmune disease, medical
conditions requiring systemic immunosuppression, symptomatic interstitial lung
disease, or untreated brain metastasis. Patients with treated brain metastases were
eligible if neurologically returned to baseline at least 2 weeks prior to enrollment, and
either off corticosteroids, or on a stable or decreasing dose of <10 mg daily prednisone
equivalents. The first tumor assessments were conducted 9 weeks after randomization
and continued every 6 weeks thereafter. The major efficacy outcome measure was 0S.
Additional efficacy outcome measures were investigator-assessed ORR and PFS.

In CHECKMATE-017, the median age was 63 years (range: 39 to 85) with 44% =65 years
of age and 11% =75 years of age. The majority of patients were white (93%) and male
(76%); the majority of patients were enrolled in Europe (57%) with the remainder in
US/Canada (32%) and the rest of the world (11%). Baseline ECOG performance status
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was 0 (24%) or 1 (76%) and 92% were former/current smokers. Baseline disease
characteristics of the population as reported by investigators were Stage llb (19%),
Stage IV (80%), and brain metastases (6%). All patients received prior therapy with a
platinum-doublet regimen and 99% of patients had tumors of squamous-cell histology.

The trial demonstrated a statistically significant improvement in OS for patients
randomized to OPDIVO as compared with docetaxel at the prespecified interim analysis
when 199 events were observed (86% of the planned number of events for final
analysis) (Table 23 and Figure 7).

Table 23:  Efficacy Results in CHECKMATE-017

OPDIVO Docetaxel
(n=135) (n=137)
Overall Survival
Deaths (%) 86 (64%) 113 (82%)
Median (months) 9.2 6.0
(95% Cl) (7.3,13.3) (5.1,7.3)
Hazard ratio (95% CI)? 0.59 (0.44,0.79)
p-value®© 0.0002
Overall Response Rate 27 (20%) 12 (9%)
(95% ClI) (14, 28) (5, 15)
p-value? 0.0083
Complete response 1(0.7%) 0
Median duration of response, months NR 8.4
(95% Cl) (9.8, NR) (3.6,10.8)
Progression-free Survival
Disease progression or death (%) 105 (78%) 122 (89%)
Median (months) 35 2.8
Hazard ratio (95% CI)? 0.62 (0.47,0.81)
p-value® 0.0004

2 Based on a stratified proportional hazards model.

b Based on stratified log-rank test.

¢ p-value is compared with .0315 of the allocated alpha for this interim analysis.
dBased on the stratified Cochran-Mantel-Haenszel test.

Figure 7:  Overall Survival - CHECKMATE-017
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Archival tumor specimens were retrospectively evaluated for PD-L1 expression.
Across the study population, 17% (47/272) of patients had non-quantifiable results.
Among the 225 patients with quantifiable results, 47% (106/225) had PD-L1 negative
squamous NSCLC, defined as <1% of tumor cells expressing PD-L1,and 53% (119/225)
had PD-L1 positive squamous NSCLC, defined as >1% of tumor cells expressing PD-L1.
In pre-specified exploratory subgroup analyses, the hazard ratios for survival were 0.58
(95% CI: 0.37, 0.92) in the PD-L1 negative subgroup and 0.69 (95% Cl: 0.45, 1.05) in
the PD-L1 positive NSCLC subgroup.
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Second-line Treatment of Metastatic Non-Squamous NSCLC

CHECKMATE-057 (NCT01673867) was a randomized (1:1), open-label study of
582 patients with metastatic non-squamous NSCLC who had experienced disease
progression during or after one prior platinum doublet-based chemotherapy regimen.
Appropriate prior targeted therapy in patients with known sensitizing EGFR mutation
or ALK translocation was allowed. Patients received 3 mg/kg of OPDIVO (n=292) by
intravenous infusion every 2 weeks or docetaxel (n=290) administered intravenously at
75 mg/m? every 3 weeks. Randomization was stratified by prior maintenance therapy
(ves vs. no) and number of prior therapies (1 vs. 2). The trial excluded patients with
autoimmune disease, medical conditions requiring systemic immunosuppression,
symptomatic interstitial lung disease, or untreated brain metastasis. Patients with
treated brain metastases were eligible if neurologically stable. The first tumor
assessments were conducted 9 weeks after randomization and continued every
6 weeks thereafter. The major efficacy outcome measure was 0S. Additional efficacy
outcome measures were investigator-assessed ORR and PFS. In addition, prespecified
analyses were conducted in subgroups defined by PD-L1 expression.

In CHECKMATE-057, the median age was 62 years (range: 21 to 85) with 42% of
patients >65 years and 7% of patients >75 years. The majority of patients were white
(92%) and male (55%); the majority of patients were enrolled in Europe (46%) followed
by the US/Canada (37%) and the rest of the world (17%). Baseline ECOG performance
status was 0 (31%) or 1 (69%), 79% were former/current smokers, 3.6% had NSCLC
with ALK rearrangement, 14% had NSCLC with EGFR mutation, and 12% had previously
treated brain metastases. Prior therapy included platinum-doublet regimen (100%) and
40% received maintenance therapy as part of the first-line regimen. Histologic subtypes
included adenocarcinoma (93%), large cell (2.4%), and bronchoalveolar (0.9%).

CHECKMATE-057 demonstrated a statistically significant improvement in 0S
for patients randomized to OPDIVO as compared with docetaxel at the prespecified
interim analysis when 413 events were observed (93% of the planned number of
events for final analysis) (Table 24 and Figure 8).

Table 24:  Efficacy Results in CHECKMATE-057

OPDIVO Docetaxel
(n=292) (n=290)
Overall Survival
Deaths (%) 190 (65%) 223 (77%)
Median (months) 12.2 94
(95% Cl) (9.7,15.0) 8.0,10.7)
Hazard ratio (95% CI)? 0.73 (0.60, 0.89)
p-valug?© 0.0015
Overall Response Rate 56 (19%) 36 (12%)
(95% CIy (15, 24) 9,17)
p-value? 0.02
Complete response 4 (1.4%) 1(0.3%)
Median duration of response (months) 17 6
(95% Cl) (8.4,NR) 4.4,7.0
Progression-free Survival
Disease progression or death (%) 234 (80%) 245 (84%)
Median (months) 2.3 42
Hazard ratio (95% CI)? 0.92 (0.77,1.11)
p-value® 0.39

@ Based on a stratified proportional hazards model.

b Based on stratified log-rank test.

¢ p-value is compared with .0408 of the allocated alpha for this interim analysis.
d Based on the stratified Cochran-Mantel-Haenszel test.
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Figure 8:  Overall Survival - CHECKMATE-057
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Archival tumor specimens were evaluated for PD-L1 expression following completion of
the trial. Across the study population, 22% (127/582) of patients had non-quantifiable
results. Of the remaining 455 patients, the proportion of patients in retrospectively
determined subgroups based on PD-L1 testing using the PD-L1 IHC 28-8 pharmDx assay
were: 46% (209/455) PD-L1 negative, defined as <1% of tumor cells expressing PD-L1
and 54% (246/455) had PD-L1 expression, defined as >1% of tumor cells expressing
PD-L1.Among the 246 patients with tumors expressing PD-L1, 26% (65/246) had >1%,
but <5% tumor cells with positive staining, 7% (16/246) had >5% but <10% tumor
cells with positive staining, and 67% (165/246) had greater than or equal to 10% tumor
cells with positive staining. Figure 9 summarizes the results of prespecified analyses
of survival in subgroups determined by percentage of tumor cells expressing PD-L1.
Figure 10 summarizes the results of prespecified analyses of progression-free survival
in subgroups determined by percentage of tumor cells expressing PD-L1.

Figure 9:  Forest Plot: 0S Based on PD-L1 Expression - CHECKMATE-057
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Figure 10:  Forest Plot: PFS Based on PD-L1 Expression - CHECKMATE-057
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144  Advanced Renal Cell Carcinoma
Previously Treated Renal Cell Carcinoma

CHECKMATE-025 (NCT01668784) was a randomized (1:1), open-label study in
patients with advanced RCC who had experienced disease progression during
or after one or two prior anti-angiogenic therapy regimens. Patients had to have a

OPDIVO® (nivolumab)

Karnofsky Performance Score (KPS) >70% and patients were included regardless of
their PD-L1 status. CHECKMATE-025 excluded patients with any history of or concurrent
brain metastases, prior treatment with an mTOR inhibitor, active autoimmune disease,
or medical conditions requiring systemic immunosuppression. Patients were stratified
by region, Memorial Sloan Kettering Cancer Center (MSKCC) Risk Group and the number
of prior anti-angiogenic therapies.

Patients were randomized 3 mg/kg of OPDIVO (n=410) by intravenous infusion every
2 weeks or everolimus (n=411) administered orally 10 mg daily. The median age was
62 years (range: 18 to 88) with 40% >65 years of age and 9% >75 years of age.
The majority of patients were male (75%) and white (88%) and 34% and 66% of patients
had a baseline KPS of 70% to 80% and 90% to 100%, respectively. The majority of
patients (77%) were treated with one prior anti-angiogenic therapy. Patient distribution
by MSKCC risk groups was 34% favorable, 47% intermediate, and 19% poor.

The first tumor assessments were conducted 8 weeks after randomization and
continued every 8 weeks thereafter for the first year and then every 12 weeks until
progression or treatment discontinuation, whichever occurred later.

The major efficacy outcome measure was overall survival (0S). The trial demonstrated
a statistically significant improvement in 0S for patients randomized to OPDIVO as
compared with everolimus at the prespecified interim analysis when 398 events were
observed (70% of the planned number of events for final analysis) (Table 25 and Figure
11). OS benefit was observed regardless of PD-L1 expression level.

Other endpoints include confirmed overall response rates, which are also presented
in Table 25.

Table 25:  Efficacy Results - CHECKMATE-025

OPDIVO Everolimus
(n=410) (n=411)
Overall Survival
Deaths (%) 183 (45) 215 (52)
Median survival in months (95% Cl) 25.0 (21.7, NE) 19.6 (17.6, 23.1)

Hazard ratio (35% CI)? 0.73 (0.60, 0.89)
p-valug®© 0.0018
Confirmed Overall Response Rate 21.5% (17.6, 25.8) 3.9% (2.2,6.2)
(95% ClI)
Median duration of response in 23.0 (12.0, NE) 13.7 (8.3,21.9)
months (95% Cl)
Median time to onset of confirmed 3.0(1.4,13.0 3.7(15,11.2)

response in months (min, max)

2 Based on a stratified proportional hazards model.
b Based on a stratified log-rank test.
¢ p-value is compared with .0148 of the allocated alpha for this interim analysis.

Figure 11:  Overall Survival - CHECKMATE-025
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Previously Untreated Renal Cell Carcinoma

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 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 OPDIVO 3 mg/kg plus ipilimumab 1 mg/kg (n=425)
administered intravenously every 3 weeks for 4 doses followed by OPDIVO 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 0S, PFS (IRRC-assessed), and confirmed
ORR (IRRC-assessed) in intermediate/poor risk patients. In this population, the
trial demonstrated statistically significant improvement in 0S and ORR for patients
randomized to OPDIVO plus ipilimumab as compared with sunitinib. (Table 26 and
Figure 12). 0S 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 26.

Table 26:  Efficacy Results - CHECKMATE-214
Intermediate/Poor-Risk

OPDIVO® (nivolumab)

OPDIVO plus Ipilimumab Sunitinib
(n=425) (n=422)
Overall Survival
Deaths (%) 140 (32.9) 188 (44.5)
Median survival (months) NE 25.9
Hazard ratio (99.8% CI)2 0.63 (0.44,0.89)
p-value®© <0.0001
Confirmed Objective Response 41.6% (36.9, 46.5) 26.5% (22.4, 31.0)
Rate (95% Cl)
p-valuede <0.0001
Complete Response (CR) 40 (9.4) 5(1.2)
Partial Response (PR) 137 (32.2) 107 (25.4)
Median duration of response in NE (21.8, NE) 18.2 (14.8, NE)
months (95% Cl)
Progression-free Survival
Disease progression or death (%) 228 (53.6) 228 (54.0)
Median (months) 11.6 8.4
Hazard ratio (39.1% CI)? 0.82 (0.64, 1.05)
p-value® NSf

2 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.
dBased on the stratified DerSimonian-Laird test.

& p-value is compared to alpha 0.001 in order to achieve statistical significance.
f Not Significant at alpha level of 0.009.

Figure 12:  Overall Survival (Intermediate/Poor Risk Population) - CHECKMATE-214
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CHECKMATE-214 also randomized 249 favorable risk patients as per IMDC criteria
to OPDIVO plus ipilimumab (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 OPDIVO plus ipilimumab compared to sunitinib has a hazard ratio of
1.45 (95% Cl: 0.75, 2.81). The efficacy of OPDIVO plus ipilimumab in previously
untreated renal cell carcinoma with favorable-risk disease has not been established.

145  Classical Hodgkin Lymphoma

Two studies evaluated the efficacy of OPDIVO as a single agent in adult patients with
cHL after failure of autologous HSCT.

CHECKMATE-205 (NCT02181738) was a single-arm, open-label, multicenter,
multicohort study in cHL. CHECKMATE-039 (NCT01592370) was an open-label,
multicenter, dose escalation study that included cHL. Both studies included patients
regardless of their tumor PD-L1 status and excluded patients with ECOG performance
status of 2 or greater, autoimmune disease, symptomatic interstitial lung disease,
hepatic transaminases more than 3 times ULN, creatinine clearance less than
40 mL/min, prior allogeneic HSCT, or chest irradiation within 24 weeks. In addition,
both studies required an adjusted diffusion capacity of the lungs for carbon monoxide
(DLCO) of over 60% in patients with prior pulmonary toxicity.

Patients received 3 mg/kg of OPDIVO over 60 minutes by intravenous infusion every
2 weeks until disease progression, maximal clinical benefit, or unacceptable toxicity.
A cycle consisted of one dose. Dose reduction was not permitted.

Efficacy was evaluated by overall response rate (ORR) as determined by an independent
radiographic review committee (IRRC). Additional outcome measures included duration
of response (DOR).

Efficacy was evaluated in 95 patients in CHECKMATE-205 and CHECKMATE-039
combined who had failure of autologous HSCT and post-transplantation brentuximab
vedotin. The median age was 37 years (range: 18 to 72). The majority were male
(64%) and white (87%). Patients had received a median of 5 prior systemic regimens
(range: 2 to 15). They received a median of 27 doses of OPDIVO (range: 3 to 48),
with a median duration of therapy of 14 months (range: 1 to 23 months). Results are
shown in Table 27.
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Table 27:  Efficacy in cHL after Autologous HSCT and Post-transplantation

Brentuximab Vedotin
CHECKMATE-205 and CHECKMATE-039
(n=95)
Overall Response Rate, n (%)? 63 (66%)
(95% Cl) (56, 76)
Complete Remission Rate 6 (6%)
(95% Cl) (2,13)
Partial Remission Rate 57 (60%)
(95% Cl) (49, 70)
Duration of Response (months)
Median® 1341
(95% Cl) (9.5, NE)
Range® 0+, 231+
Time to Response (months)
Median 2.0
Range 07,114

a per 2007 revised International Working Group criteria.

b Kaplan-Meier estimate. Among responders, the median follow-up for DOR, measured from
the date of first response, was 9.9 months.

¢ A+ sign indicates a censored value.

Efficacy was also evaluated in 258 patients in CHECKMATE-205 and CHECKMATE-039
combined who had relapsed or progressive cHL after autologous HSCT. The analysis
included the group described above. The median age was 34 years (range: 18 to 72).
The majority were male (59%) and white (86%). Patients had a median of 4 prior
systemic regimens (range: 2 to 15), with 85% having 3 or more prior systemic
regimens and 76% having prior brentuximab vedotin. Of the 195 patients having prior
brentuximab vedotin, 17% received it only before autologous HSCT, 78% received it
only after HSCT, and 5% received it both before and after HSCT. Patients received a
median of 21 doses of OPDIVO (range: 1 to 48), with a median duration of therapy of
10 months (range: 0 to 23 months). Results are shown in Table 28.

Table 28:  Efficacy in cHL after Autologous HSCT
CHECKMATE-205 and CHECKMATE-039

(n=258)
Overall Response Rate, n (%) 179 (69%)
(95% Cl) (63,75)
Complete Remission Rate 37 (14%)
(95% Cl) (10,19
Partial Remission Rate 142 (55%)
(95% Cl) (49, 61)
Duration of Response (months)
Mediana® NE
(95% Cl) (12.0, NE)
Range 0+, 23.1+
Time to Response (months)
Median 2.0
Range 07,111

2 Kaplan-Meier estimate. Among responders, the median follow-up for DOR, measured from
the date of first response, was 6.7 months.

b The estimated median duration of PR was 13.1 months (95% CI, 9.5, NE). The median
duration of CR was not reached.

146  Recurrent or Metastatic Squamous Cell Carcinoma of the Head and
Neck (SCCHN)

CHECKMATE-141 (NCT02105636) was a randomized (2:1), active-controlled, open-
label study enrolling patients with metastatic or recurrent SCCHN who had experienced
disease progression during or within 6 months of receiving platinum-based therapy
administered in either the adjuvant, neo-adjuvant, primary (unresectable locally
advanced) or metastatic setting. The trial excluded patients with autoimmune disease,
medical conditions requiring immunosuppression, recurrent or metastatic carcinoma
of the nasopharynx, squamous cell carcinoma of unknown primary histology,
salivary gland or non-squamous histologies (e.g., mucosal melanoma), or untreated
brain metastasis. Patients with treated brain metastases were eligible if neurologically
stable. Patients were randomized to receive 3 mg/kg of OPDIVO by intravenous infusion
every 2 weeks or investigator’s choice of:

e cetuximab 400 mg/m? oading dose IV followed by 250 mg/m? weekly,
¢ methotrexate 40 to 60 mg/m? IV weekly, or
¢ docetaxel 30 to 40 mg/m? IV weekly.

Randomization was stratified by prior cetuximab treatment (yes/no). The first tumor
assessments were conducted 9 weeks after randomization and continued every
6 weeks thereafter. The major efficacy outcome measure was 0S. Additional efficacy
outcome measures were PFS and ORR.

OPDIVO® (nivolumab)

In CHECKMATE-141, total of 361 patients were randomized; 240 patients to OPDIVO
and 121 patients to investigator’s choice (45% received docetaxel, 43% received
methotrexate, and 12% received cetuximab). The median age was 60 years (range:
28 to 83) with 31% =65 years of age, 83% were White, 12% Asian, and 4% were
Black, and 83% male. Baseline ECOG performance status was 0 (20%) or 1 (78%),
76% were former/current smokers, 90% had Stage IV disease, 45% of patients
received only one prior line of systemic therapy, the remaining 55% received two or
more prior lines of systemic therapy, and 25% had HPV p16-positive tumors, 24% had
HPV p16-negative tumors, and 51% had unknown status.

The trial demonstrated a statistically significant improvement in 0S for patients
randomized to OPDIVO as compared with investigator’s choice at a pre-specified
interim analysis (78% of the planned number of events for final analysis). The
survival results are displayed in Table 29 and Figure 13. There were no statistically
significant differences between the two arms for PFS (HR=0.89; 95% Cl: 0.70, 1.13) or
ORR (13.3% [95% CI: 9.3, 18.3] vs 5.8% [95% CI: 2.4, 11.6] for nivolumab and
investigator’s choice, respectively).

Table 29:  Overall Survival in CHECKMATE-141

0PDIVO Investigator’s Choice
(n=240) (n=121)
Overall Survival
Deaths (%) 133 (55%) 85 (70%)
Median (months) 75 51
(95% Cl) (5.5,9.1) (4.0,6.0)
Hazard ratio (95% CI)? 0.70 (0.53,0.92)
p-valuebe 0.0101

a Based on stratified proportional hazards model.
b Based on stratified log-rank test.
¢ p-value is compared with 0.0227 of the allocated alpha for this interim analysis.

Figure 13:  Overall Survival - CHECKMATE-141
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Archival tumor specimens were retrospectively evaluated for PD-L1 expression using
the PD-L1 IHC 28-8 pharmDx assay. Across the study population, 28% (101/361)
of patients had non-quantifiable results. Among the 260 patients with quantifiable
results, 43% (111/260) had PD-L1 negative SCCHN, defined as <1% of tumor cells
expressing PD-L1, and 57% (149/260) had PD-L1 positive SCCHN, defined as >1%
of tumor cells expressing PD-L1. In pre-specified exploratory subgroup analyses,
the hazard ratio for survival was 0.89 (95% CI: 0.54, 1.45) with median survivals of
5.7 and 5.8 months for the nivolumab and chemotherapy arms, respectively, in the
PD-L1 negative subgroup. The HR for survival was 0.55 (95% CI: 0.36, 0.83) with
median survivals of 8.7 and 4.6 months for the nivolumab and chemotherapy arms,
respectively, in the PD-L1 positive SCCHN subgroup.
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147  Urothelial Carcinoma

In CHECKMATE-275 (NCT02387996), 270 patients with locally advanced or metastatic
urothelial carcinoma who had disease progression during or following platinum-
containing chemotherapy or who had disease progression within 12 months of
treatment with a platinum-containing neoadjuvant or adjuvant chemotherapy regimen
were treated with OPDIVO. Patients were excluded for active brain or leptomeningeal
metastases, active autoimmune disease, medical conditions requiring systemic
immunosuppression, and ECOG performance status >1. Patients received 3 mg/kg of
OPDIVO by intravenous infusion every 2 weeks until unacceptable toxicity or either
radiographic or clinical progression. Tumor response assessments were conducted
every 8 weeks for the first 48 weeks and every 12 weeks thereafter. Major efficacy
outcome measures included confirmed overall response rate (ORR) as assessed by
independent radiographic review committee (IRRC) using Response Evaluation Criteria
in Solid Tumors (RECIST v1.1) and duration of response (DOR).

The median age was 66 years (range: 38 to 90), 78% were male, 86% of patients
were white. Twenty-seven percent had non-bladder urothelial carcinoma and 84% had
visceral metastases. Thirty-four percent of patients had disease progression following
prior platinum-containing neoadjuvant or adjuvant therapy. Twenty-nine percent of
patients had received >2 prior systemic regimens in the metastatic setting. Thirty-six
percent of patients received prior cisplatin only, 23% received prior carboplatin only,
and 7% were treated with both cisplatin and carboplatin in the metastatic setting.
Forty-six percent of patients had an ECOG performance status of 1. Eighteen percent
of patients had a hemoglobin <10 g/dL, and twenty-eight percent of patients had liver
metastases at baseline. Patients were included regardless of their PD-L1 status.

Tumor specimens were evaluated prospectively using the PD-L1 IHC 28-8 pharmDx
assay at a central laboratory and the results were used to define subgroups
for pre-specified analyses. Of the 270 patients, 46% were defined as having
PD-L1 expression of >1% (defined as >1% of tumor cells expressing PD-L1).
The remaining 54% of patients, were classified as having PD-L1 expression of
<1% (defined as <1% of tumor cells expressing PD-L1). Confirmed ORR in all patients
and the two PD-L1 subgroups are summarized in Table 30. Median time to response was
1.9 months (range: 1.6-7.2). In 77 patients who received prior systemic therapy only
in the neoadjuvant or adjuvant setting, the ORR was 23.4% (95% Cl: 14.5%, 34.4%).

Table 30:  Efficacy Results in CHECKMATE-275

All Patients  PD-L1<1%  PD-L121%
N=270 N=146 N=124

Confirmed Overall Response Rate, n (%) 53 (19.6%) 22 (15.1%) 31 (25.0%)

(95% Cl) (151,249 (9.7,21.9)  (17.7,3356)
Complete Response Rate 7 (2.6%) 1(0.7%) 6 (4.8%)
Partial Response Rate 46 (17.0%) 21 (14.4%) 25 (20.2%)

Median Duration of Response? (months) 10.3 76 NE
(range) (1.9+,12.04) (3.7,12.04) (1.9+, 12.04)

2 Estimated from the Kaplan-Meier Curve

148  Microsatellite Instability-High (MSI-H) or Mismatch Repair Deficient
(dMMR) Metastatic Colorectal Cancer

CHECKMATE-142 (NCT02060188) was a multicenter, open-label, single arm study
conducted in patients with locally determined dMMR or MSI-H metastatic CRC who
had disease progression during, after, or were intolerant to, prior treatment with
fluoropyrimidine-, oxaliplatin-, or irinotecan-based chemotherapy. Key eligibility
criteria were at least one prior line of treatment for metastatic disease, ECOG 0 or 1,
and absence of the following: active brain metastases, active autoimmune disease,
or medical conditions requiring systemic immunosuppression. All patients received
3 mg/kg of OPDIVO by intravenous infusion every 2 weeks until unacceptable toxicity
or radiographic progression. Tumor assessments were conducted every 6 weeks for
the first 24 weeks and every 12 weeks thereafter. Efficacy outcome measures included
overall response rate (ORR) as assessed by independent radiographic review committee
(IRRC) using Response Evaluation Criteria in Solid Tumors (RECIST v1.1) and duration
of response (DOR).

A total of 74 patients were enrolled. The median age was 53 years (range: 26 to 79)
with 23% =65 years of age and 5% =75 years of age, 59% were male and 88%
were white. Baseline ECOG performance status was 0 (43%), 1 (55%), or 3 (1.4%) and
36% were reported to have Lynch Syndrome. Across the 74 patients, 72% received
prior treatment with a fluoropyrimidine, oxaliplatin, and irinotecan; 15%, 30%, 30%,
and 24% received 1, 2, 3, or >4 prior lines of therapy, respectively, and 42% of patients
had received an anti-EGFR antibody.

Efficacy results are shown in Table 31.

OPDIVO® (nivolumab)
Table 31:  Efficacy Results - CHECKMATE-142
Prior Treatment with
Fluoropyrimidine,
All Patients  Oxaliplatin, and Irinotecan
(n=74) (n=53)
IRC-Confirmed Overall Response Rate,n (%) 24 (32%) 15 (28%)
(95% Cl) (22, 44) (17,42)
Complete response (%) 2(2.7%) 1(1.9%)
Partial response (%) 22 (30%) 14 (26%)
Duration of Response
Median in months (range) NR (1.4+,26.5+) NR (2.8+,22.1+)
NR=Not Reached

149  Hepatocellular Carcinoma

The efficacy of OPDIVO was evaluated in a 154-patient subgroup of CHECKMATE-040,
(NCT 01658878), a multicenter, open-label trial conducted in patients with
hepatocellular carcinoma (HCC) who progressed on or were intolerant to sorafenib.
Additional eligibility criteria included histologic confirmation of HCC and Child-Pugh
Class A. The trial excluded patients with active autoimmune disease, brain metastasis,
a history of hepatic encephalopathy, clinically significant ascites, infection with HIV, or
active co-infection with hepatitis B virus (HBV) and hepatitis C virus (HCV) or HBV and
hepatitis D virus (HDV); however, patients with only active HBV or HCV were eligible.
Patients received 3 mg/kg of OPDIVO by intravenous infusion every 2 weeks. Tumor
assessments were conducted every 6 weeks for 48 weeks and every 12 weeks
thereafter.

The major efficacy outcome measure was confirmed overall response rate, as assessed
by blinded independent central review using RECIST vi.1 and modified RECIST
(mRECIST) for HCC. Duration of response was also assessed.

A total of 154 patients received 3 mg/kg of OPDIVO by intravenous infusion every
2 weeks. The median age was 63 years (range: 19 to 81), 77% were men, and
46% were White. Across the population, 31% had active HBV infection, 21% had active
HCV infection, and 49% had no evidence of active HBV or HCV. The etiology for HCC
was alcoholic liver disease in 18% and non-alcoholic liver disease in 6.5% of patients.
Baseline ECOG performance status was 0 (65%) or 1 (35%). Child-Pugh class and score
was A5 for 68%, A6 for 31%, and B7 for 1% of patients. Seventy-one percent (71%)
of patients had extrahepatic spread, 29% had macrovascular invasion, and 37% had
alfa-fetoprotein (AFP) levels >400 pg/L. Prior treatment history included surgical
resection (66%), radiotherapy (24%), or locoregional treatment (58%). All patients had
received prior sorafenib, of whom 36 (23%) were unable to tolerate sorafenib; 19% of
patients had received 2 or more prior systemic therapies.

Efficacy results are summarized in Table 32.

Table 32:  Efficacy Results in Trial CHECKMATE-040

OPDIVO
(n=154)
BICR-Assessed Overall Response Rate?, n (%), RECIST v1.1 22 (14.3%)
(95% CIy* (9.2,20.8)
Complete response 3 (1.9%)
Partial response 19 (12.3%)
BICR-Assessed Duration of Response, RECIST v1.1 (n=22)
Range (months) (3.2, 38.2+)
% with duration =6 months 91%
% with duration >12 months 55%
BICR-Assessed Overall Response Rate?, n (%), mRECIST 28 (18.2%)
(95% CIy» (124, 25.2)
Complete response 5(3.2%)
Partial response 23 (14.9%)
2 Qverall response rate confirmed by BICR.
b Confidence interval is based on the Clopper and Pearson method.
16 HOW SUPPLIED/STORAGE AND HANDLING
OPDIVO® (nivolumab) Injection is available as follows:
Carton Contents NDC
40 mg/4 mL single-dose vial 0003-3772-11
100 mg/10 mL single-dose vial 0003-3774-12
240 mg/24 mL single-dose vial 0003-3734-13

Store OPDIVO under refrigeration at 2°C to 8°C (36°F to 46°F). Protect OPDIVO from
light by storing in the original package until time of use. Do not freeze or shake.
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17 PATIENT COUNSELING INFORMATION
Advise 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 OPDIVO, including:

e 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 (5.1)].

e (Colitis: Advise patients to contact their healthcare provider immediately for
diarrhea or severe abdominal pain [see Warnings and Precautions (5.2)].

e 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 (5.3)].

e 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 (5.4)].

e 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 (5.5)].

e Skin Adverse Reactions: Advise patients to contact their healthcare provider
immediately for rash [see Warnings and Precautions (5.6)].

OPDIVO® (nivolumab)

e Encephalitis: Advise patients to contact their healthcare provider immediately for
neurological signs or symptoms of encephalitis [see Warnings and Precautions
(5.7
Infusion Reactions
e Advise patients of the potential risk of infusion reaction [see Warnings and
Precautions (5.9)].
Complications of allogeneic HSCT after OPDIVO
e Advise patients of potential risk of post-transplant complications [see Warnings
and Precautions (5.10)].
Females of Reproductive Potential

e Advise females of reproductive potential of the potential risk to a fetus and
to inform their healthcare provider of a known or suspected pregnancy [see
Warnings and Precautions (5.11), Use in Specific Populations (8.1)]. Advise
females of reproductive potential to use effective contraception during treatment
with OPDIVO and for at least 5 months following the last dose of OPDIVO [see
Use in Specific Populations (8.3)].

Lactation

e Advise women not to breastfeed while taking OPDIVO [see Use in Specific
Populations (8.2)].

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

U.S. License No. 1713

MEDICATION GUIDE

OPDIVO® (op-DEE-voh)
(nivolumab)
Injection

Read this Medication Guide before you start receiving OPDIVO and before each infusion. There may be new information. If
your healthcare provider prescribes OPDIVO in combination with ipilimumab (YERVOY®), also read the Medication Guide
that comes with ipilimumab. 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 OPDIVO?

OPDIVO is a medicine that may treat certain cancers by working with your immune system. OPDIVO can cause your
immune system to attack normal organs and tissues in any area of your body and can affect the way they work. These
problems can sometimes become serious or life-threatening and can lead to death. These problems may happen anytime
during treatment or even after your treatment has ended. Some of these problems may happen more often when OPDIVO
is used in combination with ipilimumab.

Call or see your healthcare provider right away if you develop any symptoms of the following problems or these
symptoms get worse:

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

e new or worsening cough e chestpain e shortness of breath

Intestinal problems (colitis) that can lead to tears or holes in your intestine. Signs and symptoms of colitis may
include:

e diarrhea (loose stools) or more bowel movements than usual
e Dblood in your stools or dark, tarry, sticky stools
e severe stomach-area (abdomen) pain or tenderness

Liver problems (hepatitis). Signs and symptoms of hepatitis may include:

e yellowing of your skin or the whites of your eyes e dark urine (tea colored)
e severe nausea or vomiting e bleeding or bruising more easily than normal
e pain on the right side of your stomach area (abdomen) e feeling less hungry than usual

e drowsiness e decreased energy




OPDIVO® (nivolumab)

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

e headaches that will not go away or unusual headaches e hairloss

e exireme tiredness e feeling cold

e weightgain or weight loss e constipation

e dizziness or fainting e voice gets deeper

e changes in mood or behavior, such as decreased sex excessive thirst or lots of urine

drive, irritability, or forgetfulness

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 inyour urine e |oss of appetite

Skin Problems. Signs of these problems may include:

e rash e skin blistering

e tching e ulcers in mouth or other mucous membranes
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 stiffneck

Problems in other organs. Signs of these problems may include:

e changes in eyesight e severe muscle weakness

e severe or persistent muscle or joint pains e chestpain

Getting medical treatment right away may keep these problems from becoming more serious.

Your healthcare provider will check you for these problems during treatment with OPDIVO. Your healthcare provider may
treat you with corticosteroid or hormone replacement medicines. Your healthcare provider may also need to delay or
completely stop treatment with OPDIVO, if you have severe side effects.

What is OPDIVO?

OPDIVO is a prescription medicine used to treat:
e people with a type of skin cancer called melanoma:
o that has spread or cannot be removed by surgery (advanced melanoma). You may receive OPDIVO alone or in
combination with ipilimumab, or
o to help prevent melanoma from coming back after it and lymph nodes that contain cancer have been removed by
surgery.
e people with a type of advanced stage lung cancer (called non-small cell lung cancer).
e OPDIVO may be used when your lung cancer:
o has spread or grown, and
o you have tried chemotherapy that contains platinum, and it did not work or is no longer working.
If your tumor has an abnormal EGFR or ALK gene, you should have also tried an FDA-approved therapy for tumors
with these abnormal genes, and it did not work or is no longer working.
e people with kidney cancer (renal cell carcinoma).
o OPDIVO may be used alone when your cancer has spread or grown after treatment with other cancer medicines.
o OPDIVO may be used in combination with ipilimumab in certain people when their cancer has spread.
adults with a type of blood cancer called classical Hodgkin lymphoma.
OPDIVO may be used if:
o your cancer has come back or spread after a type of stem cell transplant that uses your own stem cells
(autologous), and
o you used the drug brentuximab vedotin (Adcetris®) before or after your stem cell transplant, or

o you received at least 3 kinds of treatment including a stem cell transplant that uses your own stem cells
(autologous).
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people with head and neck cancer (squamous cell carcinoma)

OPDIVO may be used when your head and neck cancer:

o has come back or spread, and

o you have tried chemotherapy that contains platinum and it did not work or is no longer working.

people with bladder cancer (urothelial carcinoma).

OPDIVO may be used when your bladder cancer:

o has spread or grown, and

o you have tried chemotherapy that contains platinum, and it did not work or is no longer working.

adults and children 12 years of age and older with a type of colon or rectal cancer (colorectal cancer).

OPDIVO may be used when your colon or rectal cancer:

o has spread to other parts of the body (metastatic),

o is mismatch repair deficient (dMMR) or microsatellite instability-high (MSI-H), and

o you have tried chemotherapy with a fluoropyrimidine, oxaliplatin, and irinotecan, and it did not work or is no
longer working.

e people with liver cancer (hepatocellular carcinoma)
o OPDIVO may be used after you have received treatment with sorafenib (Nexavar®).

It is not known if OPDIVO is safe and effective:

e inchildren less than 12 years of age with MSI-H or dMMR metastatic colorectal cancer, or

e inchildren less than 18 years of age for the treatment of any other cancers.

What should | tell my healthcare provider before receiving OPDIVO?

Before you receive OPDIVO, tell your healthcare provider if you:

have immune system problems such as Crohn’s disease, ulcerative colitis, or lupus

have had an organ transplant

have lung or breathing problems

have liver problems

have any other medical conditions

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

o Females who are able to become pregnant should use an effective method of birth control during and for at least
5 months after the last dose of OPDIVO. Talk to your healthcare provider about birth control methods that you can
use during this time.

o  Tell your healthcare provider right away if you become pregnant during treatment with OPDIVO.

e are breastfeeding or plan to breastfeed. It is not known if OPDIVO passes into your breast milk. Do not breastfeed
during treatment with OPDIVO.

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

Know the medicines you take. Keep a list of them to show your healthcare providers and pharmacist when you get a
new medicine.

How will | receive OPDIVO?
e Your healthcare provider will give you OPDIVO into your vein through an intravenous (IV) line over 30 minutes.

e OPDIVO isusually given every 2 weeks or 4 weeks depending on the dose you are receiving.

e When used in combination with ipilimumab, OPDIVO is usually given every 3 weeks, for a total of 4 doses. Ipilimumab
will be given on the same day. After that, OPDIVO will be given alone every 2 weeks or 4 weeks depending on the dose
you are receiving.

e Your healthcare provider will decide how many treatments you need.
Your healthcare provider will do blood tests to check you for side effects.
e [fyou miss any appointments, call your healthcare provider as soon as possible to reschedule your appointment.

What are the possible side effects of OPDIVO?
OPDIVO can cause serious side effects, including:
e See “What is the most important information | should know about OPDIVO?”
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The most common side effects of OPDIVO when used alone include:

The most common side effects of OPDIVO when used in combination with ipilimumab include:

These are not all the possible side effects of OPDIVO. For more information, ask your healthcare provider or pharmacist.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

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

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

o difficulty breathing

Complications of stem cell transplant that uses donor stem cells (allogeneic) after treatment with OPDIVO.
These complications can be severe and can lead to death. Your healthcare provider will monitor you for signs of
complications if you have an allogeneic stem cell transplant.

feeling tired e rash

pain in muscles, bones, and joints e itchyskin
diarrhea e nausea
weakness e cough
shortness of breath e constipation
decreased appetite e back pain
upper respiratory tract infection o fever
headache e stomach pain

feeling tired e rash

diarrhea e nausea

fever e vomiting

shortness of breath e painin muscles, bones, and joints
itching e cough

decreased appetite

General information about the safe and effective use of OPDIVO.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. If you would like more
information about OPDIVO, talk with your healthcare provider. You can ask your healthcare provider for information about
OPDIVO that is written for health professionals.

What are the ingredients in OPDIVO?
Active ingredient: nivolumab

Inactive ingredients: mannitol, pentetic acid, polysorbate 80, sodium chloride, sodium citrate dihydrate, and Water for
Injection. May contain hydrochloric acid and/or sodium hydroxide.

OPDIVO® and YERVOY® are trademarks of Bristol-Myers Squibb Company. Other brands listed are the trademarks of their
respective owners.

Manufactured by: Bristol-Myers Squibb Company, Princeton, NJ 08543 USA U.S. License No. 1713
For more information, call 1-855-673-4861 or go to www.OPDIVO.com.

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

Revised: April 2018

1506US1801168-01-01
% Bristol-Myers Squibb
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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 NAEEE
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
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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
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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 %
U 72 S MRS AR BRI I\ T, A 78 i,
TERE 67 6 (85.9%) IZAbNT-. EREWEMIE, AN

WD LA TN G X SRS A
Ehd 2 Z L. RS, REEEREDNT
LA EEEZRIEL, BIREERLVE R ORS
LD BEITH Z L.

7) EMEZ U—¥ (0.1~1%KH) : @Er v —F¥
NHLONDZ ENHDHOT, MEOHBEIZ+5
EELAENOEETZZE. SEZ YV —E¥2RH D
e, ®%E42TIEL, BUARLELITH 2
L

8) PR FERMEAE R (0.1~ 1%Ri) @ Ark
B EOEMEEERRN L b ZLRNH 5D T, Bl
B ForiATV, TR FERERE AN B DT
THEE, ARloRGEPIEL, MED=a Y hr—
v, PURBER OB GO YR LE 21T H T L.

9) LR  LAEZE (1~10%AK0) @ O - O
EZENR D b D ZERH Y, ETITEDFINH
HINTNDHOT, BERE DTV, RENRD
LNTHAIITRE LTI L, BORLEETS
&

10) 9 »IfitEOoARE (1~10%AKM) : 9 > Mo RE
BHSLNLZENHY, WEICELHNRESH
TWAHDT, BEE 45TV, BERRD b~
LaIli3E G5 2RIk L, @MURAEEZITO Z L.

1) WMWEEZEL (0.1~1%AK0) , HEEEE GEER
) WEEZLL, MEEEESAL b Z LN
HY, MEFRILCE Y ETICELFNRE SN T
WHOT, HELEZRIL, WELERENSEDN-GE
Wi, AFloOFL 2 RIET 57 8, YR AE 1T
5z L.

12) HmPERGZE, MmiEigde EEERIE) o M bER
%K, BIMMHEBREOEERIGRN D Hbivd 2 &N
HBHOT, BEETSITITY, MUV - T -
MAEZEDRERN D b o= 5GE I &k 52 HIE L,
YR E E1TH 2 &
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10) DA DARE GEEARH) AdHobhd ZLhd

)

50T, BEE+TSIATY, BREDPBD bNIZHE
20, Hhapik L, @EORREETTO 2L,

Z OO EIEH

WD &5 REIWERDRRD b HEIlliE, BEITG
C, i, R, HH5PIEFEOBORAEEZIT
L.

10%24 1= 1%L 1 1% Al BEEE AR
~10% Al
N 53 U TSHESIN, T48900  [T338), TSHE
>, T3HM
kg [ EEEED F VN, RIRAD, KEERE, 6l
ES (10.7%) , Bk PE, SREE, RMEHEIR, SREHE, K
e = o — S F—, RFRTORTE,
(10.1%) 22, R, AR [EkEE, R
e, 5%, ik, MEIREEE, %
= HEEDRS
R T RN, AR,
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8.0 X ULN 9 2% F T 1 AR 4 FE )
ALT>8.0 X ULN Gradeluﬂbéu\i& SATEIC[EE 9% £ T
BhHa L, BE5E2HBET 58581, 400mg
DL LT D,
FPRtE, TFHEREMAEMRE (ALT>3.0x
ULN) AR L7cSa13, #5292,
ALT>3.0 XULN, ek (Grade 1 LA & 2 W G- FifEIZ 5]

FE— W BIEE L]

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

Y R TR

MoREY L E Y HI 25 E TR Z 8L
>2.0XULN (B
EULEL >
35%)

Grade 1% NCI CTCAE (2 & 5.
ULN : BEHEf 1R

FREEFRIANEEREIRER |

. AHNOEGICHT - TE, BERHC OIS TE 5E

PERERXIZIVNT, DAALFFEIC oy e il - A
FFoEROH & C, AFEN Y & PIWF S B ERIC
SWTOLERTH L. -, RERIRICESS,
B I OFRICEMER OEi: (B, MEE
JZEB OGRS, BETOREEE, XEICE-T-
BN D 2 L EICET DR oA L, FE
EETheRETH L.

. BRI T, AR OREGIZE Y, BEMEMRE

DO HILTEY, FLCICE S HINHE ST
. FGITER LTI, PPN, FEEAE D RRE
WITERET 2 & & biT, BERIKRORETITEHNIC
Mol CT A Em T 22 L. Fiz, BFENROON
AT, WURLEZTTO L & bIT, REHRO
I OWTHEBEICRHN T2 L. [ THE - AR
B D Lok, [EERERMER)
TERZRBIEH) OEHZMR]

CFRTAN AT Y VT OBETIE, AHIOEEHRH S

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,

W AACEFRIE A 7 - R E R oER O b &
T, AFOBEHEE] & HET S D IEFN DN TDE
BETH L. £, IR, BETE
DFEIRIAFKI DA DR et & +odti L, FE
2R/ TroRETHZ L.

. EERTERERE N L DD ZENRH Y, IFARRIC

FOHCICESTZFLHES N THDDT, AHlRE
BHAAHT M O G- H S E I I TR RERR A ATV, B
ORFEZ T3l 2 8. (2. EREAREANE
B, T4 RUWEREXZREIER ) OESMR)

. PR ORI E 2 AT 2 BE T, AHIO&K

KFHEIMENZ L3S, ZibDBE~DHREDR]
HEEEIHET S & & bis, AlakbGT 256
ARET 2L ( (HEROHRICBEE T S -
OEF) , N EEERS), Bl [ERRK
] DHEH)

il

L ARFIORS Ty m U A AFFEARICKRT L EE OBEUE

DEALIED b 2 B

CFERR OISR L CO D FREMED B Sim A [ T, P

i, RIWF~OHG ] OEEMH]

- ARFNDRT R LISBOE DAL D & 2 B
TR SUTIER L CW D RTREMED B D m A ( T6. iTf,

PR, RFUIRGE~OERLT ) OTHZM)

(7Bl L7 0A Y/ L2

FE— W BIEE L]
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Fha AR
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HHESHEHFRREE |

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)
()

(7)

(8)

©)

EHEOEHRERFES HHRBRA 2V, )
PR EOATREREREE 0 & 5 B (KRR ICE
WC, PEEOMERERE - H T 2 BE T o5&
Kii &2 200mg THH Z L BRI N TS, )
([Z=R], (HERCHEICEEST M Lok
B, [EEpwae] | [EERAGE] oESH)
EIMEOBRE (@l E EREEEN LT 5652
b sn. ) (2. EEARIEAMEER) , T4 Fl
ER (1) ERARRIER] OIES)
DHERERREDO Y A7 R 2R/ 3 58% (B, 7>
FIH A7) R EO LA T AN, K&
OIEHRIRIC X DIRRIEOH D HRE)  UERNE
k28NS 5. ) (12, EEARIEARNE
B, T4 BHER (1) EXRARIER] OEEM)
QT BRI OB D & 5 B, FIRIEIRIEM O
QT (Bl % IEF S ¥ 2 lHetE D & 2 Al % 5P o [
# (QT MIMIEREC LDEMEAERE B ZTRENANH
5.) (T20 EEARARMEERE) , T4 BIWEA
(1) \ERZ2EWEA] OHESR)

A ZEME U7 OB D & 5 B (ARG
X0 MARZERIEN B UIER T2 BETNNH
5.) (T4 BIER (1) BARARWER 0mEE
)

s 2 H T 5 H5E HRRRICBN T, WML
NHLOHMAERE S TWS. 1 (T4, BItEA
(1) ERZEUWER] OEZR)

s A5 5 BE (KRAEIIRIT 282
NxeH5H. £z, BIKHBRICBWNT, BB
OHmBARESN TS, 1 (T4 BIfEAE (1) &
KREWER] DEZK)
ARRE:, AUSATERE L CORWEE BIEE
REENRDH b ZERnH5. 1 (T4, BIVEH
(1) ERZFEWER] OHEZMR)

(Y OEIE) LT (A Y/ L2Ae

FE— W BIEE L]



99

Fha AR

Y R TR

WHEOSFIFRNEE |

2. HERARNEE

(€))

MEMMEE EGRiRRE- 80203 D)

BHOLDONDZENHDDT, BEBERTR S

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.

[ TEXZFAIER] OmESM]

FILEER S Db b Z ENH DT80, BehBRIARIR

OG- BbATR T, IR0 22 iE RE IR ORI E 21T

52 k. [ TEXZEWER) oHEZMH]

2. HELKNER

(1

AST, ALT R OB U LB %0 EF AL 5 PR
ERFEHL, FARRICEIVIECICE 2L HE S
NTNBHOT, KRAOESBRMGTTR O G-I EH
IR BER A 2 SEE L, WENRO b EAIC
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
PR U CHRIERIOBR 55175 72 &, b 7e v %
792 &, EHTERVEEORMENRD b7
ek, KT (T4 AUER (1) EXRZ
EIWER) DHEZ)

DESRER 2N RELT 5 Z L h, AAIOEG-FHAGRT
RO R EMIc LT a2 —50 DR A % 5
MEL, BENRDLNIZGEITE, MR AE T
52 &, (T4 FUER (1) ERZREM) 0ES
)

QT FIRRIEE:, LEMAEEAR (Torsade de pointes % 7
ie) BNHLOLNDZENHDLDT, KRENOFK GBI
BT R O 5 13 e WAL OB IR By OB A B T
ATV, MEIRUT, BRE (v vh, v 7
RXTUL, AV TL) BHIET S E LB, QTR
FERS O REENRDRD LNTHAITIE, )72
Aoz &, (T4 EER (1) ERZRRWER] ©
HZ M)

BIEIRE A2 OW DA REEDRH 5 DT, SEHILE
MNTEISITWDIEAITIE, SEHILE ORI AFA]
OEHZ T2 Z L. AARILER OB
I, BEORBIOSCTCHET2Z . (14 EHE
A () \EXRZEWEH] 0HESHR)
FORBMEEEREE N H LD Z ENBH D DT, AA|
OF 5-BAATT K O 53 1 H 1 I IR IR e
DORAEZERT D Z L. ARFIF G-I IR e R
ERRBOONEGAL, MURLEEZITY Z L.
(M4, AWEAR (1) ERZRIEMR] OHESR)

(Y OEIE) LT (A Y/ L2Ae

FE— W BIEE L]
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WHEOSFIFRNEE |

(4)

(5)

JRERBRER L OONDZ ERH DT, KA
Rk OGS, miEa v ATa—n, MUY
U FOREZITY Z &
AFlIOGFMENERIC X v, MW, BE, vALA
B 2 WFJF HRIT &2 EYGE S0 B AN RGeS B U
EAT25RREERHD, BEFREAVA LAY U T
D HBF T HBs HF et BEIZIB VT BRATL Y
ANADOFIEMHLICKDFRPHDOND Z ERnHD
5. AEEHIZLY, HRUANVA, [EESENEE
PEALT 2 WTREMEDS B 5 DT, AHHE G- T
RUANVA, FEEEORYEOF LR L, AFIH
LRCE AR AEZ LT 2 . ARSI
YRE ORBIIIHEIC IR T2 8. [ TEKR
REWER ] OIHEZMR]

BIERE 2B LT D AREMER H D720, FATRTE
AT 5 2 ERNEE LU, FiigORESFEEIX
BEOWRRICS U CTHBT 52 L.

BREND bbb, BMNREREZZEDZERL
B2, AHI OG- BIRANT K O 5Bl AA TR X E Y
g2 v F=r, mFRFEER (BUN) HoOF
et airo 2 L. [ TERARAER] 0ES
il

AFNFHAR TS ) —NEERT D0, FiRIETE
Ganspre 2# I HETVa— VOMEERIC
& 2 AR R A O BE8R O I REMER B D D T,
AFBGHOBZEORBEBILEL, TLra—LED
WENREDN DA, HEEOEGRS G 2
I OBEICHEE S ERVW LY BB T L.
KAV U AMSE, KY CERIENH HbiILd Z &M
BDHIW, TP EREREESITO 2 L.

(7

37 u—VIEGRHE, BEARPHLDNDLZLENDHD
DT, AFNOBG-BAART K O 531 R s E i
REAZBEL, REBBO LML ATED 2L
Eafro 2L, (T4 gHEM () ERAREM)
DIHEM)
BREOFE ORI H LD Z LR D
0T, AFlaET 25T TONEZETIC
BFICHAT 22 L. F7z, FPERFER, FRAE
GHEDORERENL L LD BB LDT, +
OB EATY, BRENRRD DL ATy e
M ZATH 2 L. BBEITG U TEREFICEHZ 2%
ZfEETL L.

(Y OEIE) LT (A Y/ L2Ae

FE— W BIEE L]
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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%.

(VUEIE) L2 0A VL2l

FE— W BIEE L]
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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

&

# FAvrY AR 2R TS
4

R

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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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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Fha 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 R=THEmE
4
poi
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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Fha 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.

WHEOSFIFHESrEFHHOFTFRNER |

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

&
# FAvrY AR 2R TS
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(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-.
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(ZNHDOHBEITNTILH AT v MW Tl
DOEENLONT-HAREL Y HIEHE)
(3) AANERAMUFE REORTAF=T %0 L7-[H
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K, FECROBEMMRE Iz Rk sh
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1.8 WfH3eE (%)
=ARN~T A Y AT (BN A)

1.8 HXE ()

=ARn~7 (EaTiEz) (BT, =8Lr~7) &, ERNTIE 2014 4 7 A2 T4+7
D — ARSI EE 20 mg, [ 100 mg) DOHRIEA T MRIGUIBRAREZR MR ANE] 22068 - 2R
&L CHRIEIRGEAR Sz, Ok 2015 4 12 HIZ TUIBRAREEZRMEST « BRI/ Nt
FE), 2016 4F 8 AT MRIGEIBRARE SUTHEBME OB MarE | , 2016 4F 12 A1 THFETEE
RO WRI)R XU Vo], 2017 4 3 A TERXTERES 26 3 2 S8R
BN 2017 45 9 AIS TS AALSRIER ICHE U 2R UIBR R B 2061 T - TR0 BB A etk
BIIEH, 6122018 4 5 AICIHRIGUIRARE 2B R AEICHT 5, =Rr~vT e/ Y
L~ (EfETMHx) (CUF, AV LA~T) Z0FHELGT 2Ok - HEMBNSh
7-.

ABLERFEAGEFH AT AREBEE (LT, A—EHEE) 1, RIS UTBM
DB T D, =R~ T A Y A~ T ARG B0 - AROBNE A
F1E LTWDA, IRCE () 3BFORMCE [2018 42 5 HkGT (BB 18 i) 1 1IoA—
ZERFECETOINEITNAT, A—LEHFLARCEET THD (DA FRIERICHEL
T UIBRANRE 7R HEAT - FRFE DREMEMINE T B IE D ZhRE - ZVR L OHNE - Ml&EoEn) ,  TRHo
B BEOREREAE) O EERAE~OLE R OHE - ARICEET M EodE TR
WL L C D ARHKN O I ERERRD 2 1 BFFEILLEA D 30 S3LL b~ TEMEREAECE
F DI ERIE OG- SR KO - AEOBEN] KO 1240 mg ®FIOFELEM] O
N BB L TR L7-.



1.8 WfH3eE (%)
=R~ T A h=T (BHERA)

1.8.1 Zhek - IR (X)) RUEDOHRERN
1.8.1.1 WEE - DR (F)

MR SbRARE A M R A

BIBRARE 72 EEAT « FEIE DI/ INHIf s

IR GIBRARBE SRR O B i ffE

BRI SUTER MO H AR % U N JE

6 T bRisf & 9 2 BESE

IR PAEFRER TR LI in i IR N RE 7R AT - FRIE D B

3 AR PRIEL AR L 72 UIBRASRE A0 1T - T8 O PR v B fi

<zhie « RICEET S EorE >

(1) DIBRAREZRMEAT - B DI OB E, (LFRIERIGREE BT OA
FI DA MR OV BRI L TR0,

(2) AbZSFFRIEARIRI OARIA UIBR A GE ISR O B Al 0354, IMDC MU =7

SyHED intermediate Xd poor YU A7 DHREFEXNR LT H I L.

(3) BRXITERESEZA T LHEMEOLE, 77 F A2z G RIEIC X
DIRFRIE D72 N B TR D AR O R O EMEIIHESL L TuZew,
(4) D AALTERRER I LI Ol N aE 2R AT - RO HEOSE, AFo—
WARIR K O " IRIGHRIZ BT D AME R O BRI HESL L T 7o,
(5) 23 AALZERRIERR (CHEEE U - UIBR N REZRIETT - PR OB T B DY, A
AO —RIGHRF T L AMER OB VEIFHENT L TV,
(6) /il fitife, B AR, SHSHERE M VB O%E, AARIOWE MBI E
2RI DA BNER ORI L TR,
(7) EMEBRONE, FEHiaibE, B, e e U oS K OSSR
DYE, TERREGRL OHOWNEZ BN L, KFOF K Ot 2 455 12 3L
fR L7 BT, WISEEORREITH Z L.

1) : International Metastatic RCC Database Consortium

FRRES - B0 HUHRRER - HIBR




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

1.8.1.2 HEE - HR (F) OFRFERN

ARIETIX, RIBUIRARE ST OB ME) (ST 5, =AL~vT7 Ay AvT
OG- DBEORRE « 2R () ORERILIZ SOV TR L.

1) HEE - DR (F) OFRFERN

=RV~ T LA Y L~ T OO GORIBUIRARRE UTEB O B MidE (RCC) (2%t
THEEE, RIBUIBRREE XTI D RCC B 2SI 2AF M (0S) , ML
A (PFS) KO%E%h% (ORR) % FEFHEEHE & LT, A=F =7 \Tkd 5 Bk 2
U7 [E B RS MAERRER  (ONO-4538-16/CA209214, LLT 16/214 #kBR) ORI S EFE
fili L7=.

16/214 FRBERIZIBNT, EENTIGERTH S IMDC U A 7 535E D intermediate & OF poor U
A7 OYERFE D 0SS (FRfE) 1%, =R~ T LA ) A~TOFRBRERE (NIVO+PI §fH
) (425 4) TIIRE [95%CI: 28.16, —] ROA=F =7 (422 4) TI% 2595 W H

[95%CT : 22.08, —] , NIVOHIPI JFHEED A =F =7 FHZKkIT 5 OS D — R 0.63

[99.8%CI : 0.44, 0.89] TV, NIVO+HIPI {f HEED BB REE S 417z (J8RI log-rank
iE, p<0.0001) (X 1.8-1) . Intermediate M OF poor YU A7 OHLERFE OIMNTHEHEZR B

(IRRC) (Z& % PFS (fiufE) %, NIVO+IPI FMEETIX 11.56 7 H [95%CI : 8.71, 15.51]
K OA=F =T HETIL 838 B A [95%CI : 7.03, 10.81] , NIVO+IPI ff HEfDO A =F =7
IZxt3 % PFS O /% — R 0.82 [99.1%CI : 0.64, 1.05] T&H Y, NIVO+IPI {f FHREDOMERE
PEITRRGE S 72y > 72 (851 log-rank #27E, p=0.0331) (¢ 1.8-2) . Intermediate }2 U} poor
U A7 OWERF O IRRC (2 X 5 ORR 1%, NIVO+IPI fJFHEETIL 41.6% [95%CI : 36.9, 46.5]
K ORA=F =T RETIE 26.5% [95%CI : 22.4, 31.0] TH VY, NIVO+PI HFHEED 95%CI O
TRIZA=F =T RO LRZ ERl>Tuve. JERIAF TH%EE L7z ORR OFEFZE (NIVO+IPI
OFARE—A=F =78 13£16.0% [95%CI : 9.8, 22.2] TH 7= (DerSimonian and Laird {%,
p<0.0001) (¥ 1.8-1) .

2B, BIREIRINTGSREM TH 5 Y) 27 OWRE D 0S (P IfE) 1%, NIVO+HPI §fH
fE (550 44) TIEARE [95%CL: —, —] ROR=F=T7FF (546 41) TIiL 3292 W

[95%CI1: —, —1 , NIVO+IPI fHEEDOA=F =TIk T 2D OS O Y — R 0.68

[99.8%CI : 0.49, 0.95] TV, NIVO+IPI ff HEEOEBE N REES 7z (J&51] log rank
&, p=0.0003) (X 183) . &Y X7 O#lrR#E O IRRC IZ L5 PFS (HRAfH) 1L,
NIVO+IPI fFHBETIX 1242 B A [95%CI : 9.89, 16.53] M UNA=F=T7FETIE 1232 # H

[95%CI : 9.79, 15.24] , NIVO+IPI PfHBED A =F =T REIZK 95 PFS O/ — Rk
0.98 [99.1%CI:0.79, 1.23] Th-o7= (K 1.84) . 22U A7 OYERF O IRRC 12X 5 ORR
I%, NIVO+IPI JfFHEETIE 38.7% [95%CI : 34.6, 42.9] M UNA=F =T FETIE 322% [95%



1.8 IvfICE (R
=ARN~T A Y AT (BN A)

CI: 283, 363] THYV, BEHIKT CTHIE L ORR OREMAE (NIVO+IPI i —A=F=
TEE) 1% 72% [95%CI: 1.8, 12.7] Td -7z (DerSimonian and Laird {%, p=0.0191) (3
1.8-2) .

—WIBETHW LN TWDIEAID H B, 0S OFERIERE %/ LIZ3EANL, poor U A7 D
BEERRLL AV H—Tzn-q b LT A0 ) AADHZTHY V, ZOflo
— IR THW LN DAL, PFS ZfE L LI-AMEIIRAES LTV 523, 0SS DIERS)
HIIMIE SN TR, LR T, =R 7 LA ) A~ 7 OHEEL, —RIBED
EAERH & L CBENA SN TWA A=F =712k LT 0SS DIEEDIRGES L8 TDIR
WETHD. LEXY, =R~ 7 LA ) A~ T OFHBIEIIRIBYIBRARE XXM D
RCC BH I LTEWARIMEZ A LT\ 5 L L7,

=R TN, HAIR G T ZRIBRLE O BB LN A xR & U7 E BRI 5 A R
(ONO-4538-03/CA209025) DOFRERBAEICIED X,  [HRIGYIBRAGE XL D B A |
ZRE - DR E LCBEICARENTWA Z 0D, KHGETOMEE - 2HROZEHITRE & H)
My L 7=.

] 1.8-1 OS M Kaplan-Meier Bi$f (16/214 33E&, intermediate/poor ') X - 5k[H)

fiEAT RIS 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% CI: 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 WA E (£)
=R =T /A Y =T (EHEBA)

] 1.8-2 PFS O Kaplan-Meier B8 (16/214 3XE&, intermediate/poor ') X kM)
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
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 + Ipiimumab (events: 228/425), median and 95% Cl: 11.56 (8.71, 15.51)
— ¥ ~ Sunitinib (events: 228/422), median and 95% Cl: 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

1.8-3 OS O Kaplan-Meier Bi#f (16/214 A%, £ XY £H)
fiE Mk B4ERH : All Randomized Subjects
1.0

0.9

0.8

0.7

0.6

05

0.4

03

Probability of Overall Survival

0.2

0.1

0.0

T T T T T T T T T T L T
o 3 G 9 12 15 18 21 24 27 30 33
Overall Survival (Months)
Mumber of Subjects at Risk
Mivolumab + Ipilimumab
550 523 452 464 443 426 404 339 197 71 4 a
Sunitinib
546 506 Lval 432 402 363 334 283 173 66 6 0

Mivalumab + Ipiimumab (events: 161/550), median and 95% CI: N.A,
Sunitinib (events: 204/546), median and 95% CI; 32,92 (N.A., N.A)
Hazard Ratio (Mivolumab + Iplimumab vs Sunitinib) and 99.8% CI: 0.68 (0.49, 0.95); p-value: 0.0003
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B 1.8-4 PFS M Kaplan-Meier g% (16/214 588, £ XV KH)
i x5 4EH] . All Randomized Subjects
1.0

0.9

0.8

a7

0.6

0.5

0.4

0.3

0.2

0.1

0.0

o 3 5] 9 12 15 18 21 24 27 30 33
Progresson Fres Sundval (Months)

Mumber of Subjects at Risk
Nivolumakb + Iplimumab

EE0 406 33 249 215 196 157 72 26 5 1 1]
Suritinik

546 388 290 219 181 153 113 67 28 & il a

Mivelumab + Ipilimumak (events: 296/550), median ard 95% CI: 12.42 (9,89, 16.53)
Sunitinib (events: 271/545), median and 95% CI: 12,32 (8.79, 15.24)
Hazard Ratio (Mivalumak + |pilimumakb vs Sunitinik) amd 99.1% Cl 0.98 (0.79, 1.23); p-value: 0.8458

% 1.8-1 ORR D#EHR (16/214 5XE&, intermediate/poor 1) X - $&H)

ONO-4538-16/CA209214 75k

NIVO+IPI {f FHEE A=F =T R

N=425 N=422

ORR (%) 41.6 26.5
[95%CI] [36.9, 46.5] [22.4, 31.0]

#1.8-2 ORR DR (16/214 Bk, £V XV £H)

NIVO+IPI f I RE A=F =T RE

N=550 N=546

ORR (%) 38.7 322
[95%C1] [34.6, 42.9] [28.3, 36.3]




1.8 WfH3eE (%)
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Hie - HRICEET SEALDIEDRTERRL
Bk O M GHEERNIRIRE O IMDC U A 7 4312331 % intermediate & TN poor
(2) 12 MEFRRERIG IR ORI UIFR AN RE ST D &

2)
16/214

VAT ODWRFTHDZ LD,
i DA, IMDC MY 27 55%73 intermediate X% poor U A7 DBREEZRIRLETHZ &

¥) : International Metastatic RCC Database Consortium] Zi%/E L7, 7088, =R/~ 7 HA|E

GO EE T M EoEgoid#ld, Mk - HEOMH EoEEOEICEE L.
ARHEE & RIRHZFER T Th 5 IR AR 2 im0 z#E 2, (6) @

FLHIRZ Y ¥ 2 B e 28R L7z,



1.8 WfH3eE (%)
=R~ T A h=T (BHERA)

1.8.2 A& - AR () RUZEORTERHL
1.8.2.1 B - AE ()

WE, A=A r~7 (BEaTfx) & LT, 1 [\ 240 mg % 2 MR CATE
FHET 5. 2L, EWREAEIZH T DR aEEOS A, FEHIMIE 12 » HH
FTLEFD.

BRI AR R EM B AR LA B ) A~ 7 (EarifRz) LOHET 2581

WE, RACIE=Ar~T (BiaHliz) LT, 1780 mg % 3 i WWMT4E5
WHET S, 20k, =FRL~7 (Blar#kz) LT, 1 [E 240mg % 2 FAFFEE
TRMEFRET 5.

2. FRIGUIRABE U THR M o B A AR
W, A=AV ~T BB Z) &L 1 A 240 mg % 2 R IR CaiiiE

T 5.
(LR ERIBE O RIE TR AR e U E O B EIC T LT B A~ 7 (BB
$aiz) LPEHTAEAIE, WEE, AICE=AL~T GElaH#z) 2L 1 [

240 mg % 3 AR T 4 BLATHREE TS, Z0%, =ARL~7 (B Hfaz) L L
T, 1181240 mg % 2 FA[E Ik CRuEEEd 5.

3. UIBRABEZRMEAT « R DI/ NAILATE, 4RI SIBRARE SRR oo B — T 78 X
(TEETEO AR U U VNl BRI 2 T 2 B, 2 ALK
IER T U7 TR i IR R 2R AT - 38 0 B, 3 AL IRIES (A L 72 BIBR AN AE
PRELT - FEE OO RN g R A R I
WH, RACIE=AL~T GEEEEx) L LT 1A 240 mg % 2 BEMFER T
HET 5.

W




1.8 WfH3eE (%)
=R~ T A h=T (BHERA)

2)

(3)

<HiE - HEICHET AH EoEE>

2 AHNL, 30 5 LL BT CTAEBEEHET S Z L.

AKFNOBEHICHT->TIE, A TFTA4 7402 — (02 X1F022um) ZfEHT
HZ L.
FRIG UIBR A BE SRR O B E s D56, (LFEIERIBEEE ROV A b

(4)

(5)

A L HHN D B DIRFRIE 2 H 3 % BE KT 2 ARG O F M OV et

[Ee VAP GAY/NA
FE/N R s, B — B R U U Lo, BESEEE,  FE & O

JapgErh SR DA, At O F AL I Ao AR S & DRH]
DN, FEMER LRI L T,

RIRUIBRARE R B B EEICH LT, A EY A~T (B THiz) LOHH9
D3AE, BRARRBRICHAAN DI BE ORHERIEZE IOV T, THER AR

DIHDONE B L, AR OFNER VL ez o c# g Lz BT, fEHO

MEPEIZOWCTHEEICHM A2 . Fi2, AV A~T (Bafri#iz) o

BRI K DB RNRIL, PD-L1 238 LIS MIass 5o %146 (PD-L1 %

BIR) XV R DHEAPRRIN TS, AU AT (BlaTHfiz) &
DO GIZEE LT PD-L1 BEBRORERRAF 541, PD-L1 IR R T
& PR S NIZBE TV TE, AABME GO FERIZHOWTHHoat L7z
T, HEIZHWETLZ L.

FRRES - B0 HUHRRER - HIBR

1.8.2.2

Ri% - FHE (R) ORERN

ARETIE, RIBUIBRARE B0 Bl ([R5 ik - AE () ORERILIC
DWTCREHE L 7.
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1.8 WfH3eE (%)
=ARN~T A Y AT (BN A)

1) % - FHE () OERERR

=R~ T HAEOLFEEEARIRE O RCC BHE T3 2 H MR VL2 XS E 1b
FHFER (CA209009 #ER) (ZBWTTHAVICHRTT LTV 523, 10 mgke, 3 ERIHRRG O
ML - HETORRIZ 125% CThotz. iz, A BV A~ 7 HAKED RCC BHEIRTHH
hVE R OVZ2 2 % o 35 TAREABR  (MDX010-11 3B%) <2 MFEO A - HE (3 mgkg T1
[E# 5 L7= 3 %S 1 mgkg & 3 MG T 3 B, XX 3 mgke % 3 BG4 [
#5) THMLTWDA, ORR IFZNEI 5% KN 12.5% TH Y, 3 mgkg % 3 HFMRET
4 [\ G LT O 5 BALFRIERTIBR OWBRE TlL 214% Th - 7-.

— 7T, WAV THEERER (CA209016 #BR) TiX, =AFA/L~7 1 X 3mgkg A BV A
~ 7 1 X% 3 mgkg OOFHEELED RCC BEIZHT HAMMEZRFT L, =H/L~7 3mgkg &
AV L~7 1 mgkg OPFHBER O=AR/L~7 1 mgkg &A1 BV L~ 3mgkg OOFAREC
BWT, MFEL HIZ ORR X 404% THY, TNENOHEAEL Y AL LEET L2 &
PRIBE NIz, Flo=hR~7 3mgkg & A BV L~ 1 mgkg ODOFFHBED HN, =KL~
7 1 mgkg & A BV A~T 3mgkg OPFFAREE LR L C, EEZRENEM, BETIEICEST
AEFEL R ORWEMIEONC Grade 3-4 ORIEHOFBEMNMIL, LB TV D L
L7z,

=R~ TDOHARNEIEBRAOEY BRI, ERNLNENOE T HRBROF RS,
REETHD ZERHERESN TS, F, A BV A~TICO0 T, RHEM Y B REMET
IZBWTHARANEIEARANE ORI ORERZITEDENEICH B2 EL KIF I 202 & 38
LTI TEY, WAlE b HARANEIFEAARANDOEYEREIC K E 2B NITFE O Lo Tz,

PLEofEREZHE %2, =HRL~7 3 mgkg &A1 BV A~7 1 mgkg OUFHEEZEREILF
WIARER (16/214 3BR) OME - HEE L GRIRLT-.

16/214 #XBER TIIARIBIR O HEITIE T IE O RCC BE 2% e L, =R~
7 3 mgkg LA EY A~T | mgkg Z0FHT 3 EEIMRECT 4 BIES L&, =R~
3mgkg & 2 WRHIFIR TG L7z, 16214 BEBROA IO FIX 1.8.1 2hEE - 2h5E () LKV
ZTOREMRIURLTZEBY THY, =R L~73 mgkg &A1 Y A~7 1 mgkg OUFHE
BT FEMIT X RERTH D IMDC U A7 5350 intermediate 2 Y poor U A 7 DARIEUIFRAHE
XIFHEREED RCC BEIZH L TAITH D Z LR E .

=N T EA Y AT ORFIFED LM ONT, 16214 HBRIZE T DRI DO
PEIZ L B0 OFBLERIT NIVOHIPL JFHEET 1.3% (7/547 4) KOA=F=TFT 0.7%

(4/535 41) Th-olz. ¥z, RBRERMKG% 30 B £ TIOHRBL L2 EERRIEMRBIRIT
NIVO+IPI i FIEE T 29.6% (162/547 41) KRONA=F =T RET 15.1% (81/5354) , 1RBRIKAK
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1.8 WfH3eE (%)
=ARN~T A Y AT (BN A)

P b4 30 B & CIORBL L7285 H RIS E > - BWEH R B NIVO+IPT fFHEET 21.6%
(118/547 £4) KMOA=F =T FET 11.8% (63/535 £4) TH Y, W3 NIVO+HPI PFHEE
TENoTo. —J, IRBEIREA&E % 30 A £ TICHEBLL7Z Grade 3-4 ORIEARBLFET,

NIVO+HIPI fJfHEET 45.7% (250/547 4) KA =F =THET 62.6% (335/535 4) THY,

NIVO+IPI ffF I TIRA» > 72, NIVO+IPI fFHE CHILRNm o 72 (2%LLE) Grade 3-4 @
RITERE LT, U N—EHIN 102% (56/547 44) , 7 X7 —EHN 5.7% (31/547 &) , 7
T=UT R M TURAT 2T —EHIN 49% (27/547 4) , ¥ETT 42% (23/547 &) , THI
38% QU547 4) , TARTIX VBT I N7V AT7 27 —8HN 3.5% (19/547 4) , K
TR U T AME 2.9% (16/547 40) , TEIKK 2.7% (15/547 %) , KK 2.0% (11/547 4)
FOBIBHEERE 2.0% (11/547 4) MR ONR, KD OERITER, =HRL~7 L
A Y b~ T OFGIEW TG I CEEOIRR L TR Y, FEHAREThH T,

16214 RERICBIT 5 BARANEH TOLEET 1 7 7 A4 VIZB LT, NIVOHPI fEHEEDIE
BB L DT (MERERIEMERE) 1L 2.6% (138 4) , HEZFIEMAEHERIT
42.1% (16/38 41) , WHHPILIZE S TRIEMREIRIT 31.6% (12/38 £) KU Grade 3-4 @
BITERZBLEIT 52.6% (20/38 4) Th o7z, HERFEWEMR L OEGHIRICE > 7=RIEHIC
DUVNT, NIVOHPIL GFHEED H AR N O R BT RREH O BLR & A~ THAER I 5
Mol b DD, Ky OESITIRE, =RA~T LA ) L~ T OFGIEL TG HIET
ST L TR Y, BHAETH 722 D, BREM & L TRE AR TR
EE 2T

161214 R CTRO NI =RA~T LA VU A~ T OIRARGOREET 0 7 7 A VI,
A B AT RO=RV~ T OEFFE, T2 E TICHRE STV mAOPHARET
BOLNTZEETe 77 AV E—BH LT, BOLNZERIL, BARRBR THOW R
DHEFERORLIET LT ) ZLIZHE, RENZZE R O RIaRK 21T 5 2 & CEHLATHE
TholeZ b, BEMITFFRIEELE 2T,

=R~ T DOHEIZOWNT, 16214 RER T, PAAGROESS ANE E FERIZ, =Rr~>7
AREBEHE 3 mgke, 2 AR TEL L. LaLans, (REHREHEIC K 53K
FIFHRI L E R OSAGRR & i35 LJHMECTH Y, BEFRBLS TO AN LRl RSO3
HaBiZ XD EREFWOBEN ) A7 L0 G5, 20, =R~ 7OME - HEx
REHFHENETH D 13 mgkgl TIERL, EEMETHD 1240 mg) ~EHT D7D DMK
ARBEIT DI, = AN~ 7 OREHIEMENEE T L K OGRESISET VEFM Lz
Lalb—varyOfiRNG, A B Y A= T L ORI GRER OHEAR 5RO =R /L~ 7 DOH
B% [240mg) ICAEF L7EHAE, =R~ OREEIIELS R EEZLNTEZLOD, &
BMEIIIRE PR L RIF ST, EADMEITHERFCX 5 Ll SN =728, RIREIFRAEE

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

XTI RCC IZHT D =R b~7 O &L, FHEGREEOCHEARGR L HI
M240mg] & L7z, B, A VAT LOHHABREROY I 2L —2 3 VORI
[2.7234] %, HAEEHOS I 2L —2 g VORERITHE - HEOLE IR D L HHE
(eCTD %134 : 291201003) ¢ CTD # &M Z L.

P bX v, WRIBEIBRARREXITEBMED RCC 23T D4 B U A~ 7 L Ot GRICET
LR ORE - AR () 13 16214 RBOMEEF L E 2, HEFRERBRED
MGV A RE ST OB AR IR L TA BV A~ T (B #fz) AT 254
X, BE, A=A~ (B z) LT, 118240 mg & 3 EERET 4 [
REFET S, 20k, =AN~7 GEETHE#Z) & LT, 18 240 mg % 2 HFRHET
STEERET S, ) ERRELE.

2) A% - REICEET 5 EALDIEDHRTERN

(1) 122V T, 16214 3B TIX, BUAROBEIC AVE L FERIZ, =RV~ 7% 60 0T
THRMFE L. L Lan s, RIFHOAREEL, BERAZ v 7 ROEEOAHEEICS
Y, FMEMEME T T2 2L ABESNS. TORLY, =R~ 7 OEMEERMNZ 11
REEIL B 226 130 2B B IZEMET 5 720 ORI DRE i Thivle. =R~ 7 OREEH
EENREET VAR L= I 2 b—2 a VORSEND, =R~ 7 0EMEERZ 60
3G 30 S EREL T, =AY T OEYBRRICITEEL RITS RV EE L b, &
HIT, YIBRARREZR AT TR ME O BN P S I FR T 2 PRI, =L~ 7 % 240 mg,
2 EMREINE CGREEHER 30 43) | TG LI2EWNE THEHE (ONO-4538-41 &) Tl
=R~ T7 % [3mgkg, 2 BRMIMMRE (GUEFEERRE 60 43) | TG LIZBEAGE ORI
MEZE R E UTERARRER & i L CERME T 1 7 7 A VTR E REWTRO LT, -,
—EDTURIGN R DD S T2 T2, IRIGUIBRARE X THsB D RCC BT 51 'Y
LT EOHREEGREOA B A~ T L OJFHEG/® THO =RV~ T OGRS 130
UL b E LTz 7B, v alb—va OMREEKOENE TR (ONO-4538-41 3ER)
DOfERIT, TRENHIE - HEOEEITSRD —ZAHG (eCTD X135 1 291201003) AT
BNVER T BRI AR D — 2GS (eCTD A% 5 1 291201002) @ CTD Z#ZMD Z L.

(3) 1Z2W\WT, =A< T AR TOFERIERIRREE T3S DA/ E R O 2
(THENL LTV Z E D, TRIAEIBRARE UL O BHINE D54, (LB RIEH
BFE RO A b A BB OB OIRIRIE 2479 2 IBE KT 2 ARFN M504 8 K OV
EVEITHESL LT, | ERRE LT,

(4) 1IZ2WT, RCC TIX 16214 HERDFERN G, A U LA~ T L OHFHTOARNIEDGR
D HIL, RAEMD BETRE LI Liz720,  TEMNE) (cBd 2iida bk L.
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1.8 WfH3eE (%)
=R~ T A h=T (BHERA)

1.8.3 FEALEDEE (F) RUTOHRERM

REDVERIZ STz - TIE, Wk 9 4F 4 A 25 BAEEIEE 606 5 PR R T SCED
RERUEGEICOWTY , KRUYERL 9 4F 4 A 25 BAHEERE 607 5 TERAEIL OB Lok
ERLEEREIC OV IZHEIL L, A D Company Core Data Sheet (CCDS) % &&|ZIERERK
AR DN BRI ERBR AR | D S BRE L7z

()

1. AFNE, BERHZ 03 E TE DERMRICHEN T, BAFRIEIC SR mE - &
BRaRrOEMO S &, AR OMHAEE] &HE S DEFICOWTORERET 5 Z
L., WBIRBMRICNI D, B XITE OFEECH INE R OERRIEZ R L,
FAEZETHrLEGTH L.

2. MEMEMEENS bbb, ECICESTEMLRES N TWDOT, WIHER (B
o, PRURRIEE, Mk, BES5AE) OfER & O X BRRE O FEMSE, BlEEE 01T
Tl e, BRENRDOONELAICEIAROKRG 2L, BIERERLECH D
BEEOBORAEEZTO 2 L. ( TEEKRSES) , THEEQREAMEER] , [EXR
AIVER) OHEEM)

EHRL.

I

(2 (ROEBEFEIIIRELARWNWZ &) )
ARFN D RS xF UilsBUE O REFIRE O & 5 BFE
EHERL.

EH EoiEE)

1. HELS ROBEFFEEICRGTHZ L)
(1) HORERBEOGH UM U IZHEFEMED B QB OBERED & 5
FH (HOmBEBENEESTIBEZNALNH D, )
(2) FVEMEMIRED & 5 BHE LZ OBERO b 5 B (MEMEMEENEES 55
Fhnd L. (g, TEEREAMEER) , [TEXAREWEH] 0EBR) )
(3) IsBAElE (&Ml EIEZ 5T) Db 5 BHE RAOEEIC LV Bhblkss
(R DSOS AT S E R REB T 2823 & 5. ]

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

2. EELRAARWER

(1) AAlD T MIEMACERICE Y, WEORESOSITERT S L Z X b ok~ 72
REIWENRHODONDL Z D 5. Bl oIy, RENRO I SLAIC
X, WEORESINC L DRENORBZZE L, WURENZK 2175 2 L. @
FEDORSEFIGT X D2BWER R SN 2581213, BIBRERLVE CAOREGE %2
BT 5L, £z, AABRGETRICEEREEANSLOND ZLBHDLDT,
ARG TR OBE L 2IATH> 2 8. ( TERZREIEM] OHEZMR)

(2) FEMEMEERHGDONDZENHDLDT, KHIOEGIZH Tz > TIE, ERARIER

(PR A, Wk, FEEGE) ORERM OWE X MO EmSE, B8z +012979
Tl F, REDSCTHRE CT, MiF~— V-5 EHT L L.
( Mgy, MEEKRG) , TERKREVEM] OHEZHR)

(3) FRRIRBEREFEE N D DL D Z &30 2 DT, AH|O ¥ G-FGHT & OF G- Wi
(TEHIRS AR RERR S (TSH, ERE T3, W58 T4 FORE) 2FHEhd 252 L.
AN G-I HIR IR REIE R bz al, ERlEs4i7H5> 2 &, ([H
RIcRIER T OTHZM)

4) TF7 a4 TF—, FBE, I, XTOMFEE, B2, millE, KiE, FERNEEE
Z & e Infusion reaction 3% 5N D T ENH LD T, AFIOEEITEE D Infusion
reaction (i 2 CRARFHIC RIS TE DM 21T 72 LTS 22 &, %
72, 2 [A1H LARE DA A H-F 12 Infusion reaction 23% H0I 5 Z & b dHDH DT, AH
B G- ORI GAE T RIIAA 2N A CERET D72 E, BEORELZ 71
Bl 22 L. 723, Infusion reaction ZFEHL L 72 G 2L, 2T OMUE L OERA
FERICAIET 2 E TCHEL +BIET 2 L. ([ERZEWEN 0HEZHR)

EHRL.
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1.8 WfH3eE (%)
=R~ T A h=T (BHERA)

3. MHAEEH
PEHEE (FRICEETHZ &)
HA 4 % & RAEIK - FE 1 7 v PP - fERRIN T
U T BRELEV I F T2 | AFIO T HlREEEERIC &
HEAET 7 F JE T a5 IS D < JER S D E DR IE RS Z 5 B
REbw 7 F o FEE LI BEA i) ETNRHD.
TAVEZITH Z &
ERH7e L.
4. BIfER Y
(B 5

(IR UIBR Ao ML L) 1203 2 ENES TAHRRBR (ONO-4538-02 & O* 08 #
o 59 ), [EIBERSLEISE AHEER (ONO-4538-21/CA209238 3k : H AN 28 45
te 452 Bl) ,  (GIBRAREZREAT - BRI/ N 12T S EINES O ARRER

(ONO-4538-05 K& T* 06 #kfk : 111 f51) ,  CIRIGUIERASRE SUTESRE M O B ds) |
%3 % ERR L FES MAERB (ONO-4538-03/CA209025 38k : AAN 37 & & T 406
B, (R SUIEHARTE O B A P X 2 ) Vo) ISR B E N T HRBR

(ONO-4538-15 &kl : 17 f5) , (HFEXITEWRIERE 2 A9 2 ) (23 2
BRILFRIZSMAEFRER (ONO-4538-11/CA209141 3Bk : HAN 18 BilzETe 236 f) ,

(DS AACFFRES T TS U 7 IR IR A RE 221 T - 8O B 1Cxhd 2 [EEEILR
BIAFHFER (ONO-4538-12 3k : HAN 152 Bz &Te 330 ) KOV (S ALY
%\ HE L - OB AN REZR AT - R D B M b R ) (x5 [EIPN A I AREBR

(ONO-4538-41 3AER : 34 f5]) DL AR OF 1,645 F, 1,160 # (70.5%)

WCEIER (BREREMRE 2 &) Moz, ERAER %L L) |
361 B (21.9%) , % O FEIE 237 B (14.4%) , TH#1 215 1 (13.1%) , F&Z 195 Hi

(11.9%) , L 178 #i] (10.8%) , EAGEGE 121 6] (7.4%) , HURIREEREAR TE
117 B (7.1%) , PSR 102 # (6.2%) K OMEET)SE 88 il (53%) ThH-o7-.

(_CGEVERAIEIC T DI MBI« (BAALFFRIER IR L VIR R RE 72
HEAT - PR D BBV AR - (FEEH &) — 2 KGR
MY A~T (BiarHfz) IFAESE)

RIGOIBR AR 70 R B AJE) 1267 2 ENE DAHFER (ONO-4538-17 7Bk : 30
B) , MEFME RS (CA209067 75k : 313 f5i) &Y GRIGUIBRAHE St
R AEE) (kb 2 [EIBR AL A A AR AR (ONO-4538-16/CA209214 3R : HARA 38
Bl % Ede 547 1) ORGSR SOF 890 HilHt, 839 5l (94.3%) IZEIWEM (ERR
MEMBT 2 51) R bz, EREIER (15%LL ) 1355 325 6
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1.8 WfH3eE (%)
=ARN~T A Y AT (BN A)

(36.5%) , T 303 B (34.0%) , % 5FEIAE 276 B (31.0%) , F2Z 227 f
(25.5%) , ol 201 1 (22.6%) , FE 151 B (17.0%) , & D/ S—RifiE 146
(16.4%) , HUIRMRBEEEAR TE 144 6] (16.2%) K OVEAKBEOE 143 #5 (16.1%) T
bole.  ( RIBUIRAGE SUIEBIE O EMa) HiEBINE)

ks, THERZEMWEM) ORI, HMBER, OFHESROIRICER L.

(1) \ERZRIEH

1) VB S
fifilgese, B, RS O R MERE (3.0%, 6.9%) BHLbiId I LEnd
HOT, N, RN, REL, MEORE (BEE) HOBKIERE 0108l
L, BENRDLNEHAITT, HONTHEXME, FECT, Mig~——%0/Rk
BEEMT D&, HEEMRERPREONZGACITRGE T IEL, BIBRERL
EURIOBRGEOMYNEEATH 2 L. (Mg, THEERYS) , [HEERE
RIEE ] OHESHR)

2) BEIEMVEESAE, (Og, B, BT AR
HAEMEEE (AR, 01%) , OFk GEERIH, 01%) , ik (0.1%,
0.6%) , FEABUBBAEE (BEEAIS 01%) BdobhdZEnHY, Zhbsk
AOFLIZEEZDNDER A SN TS, BMET, R TE, MRS, b
THEE, CK (CPK) k&, OEMEE, P EORFIA T r ey EREORSE
ATV, BESRED ONGAITES 2R IEL, BIRRERLVECHIOE
O LE AT 2 L. £, HEMEIIEICL D7 Y —B D DREICE
WAENHEITT D ZERHLHDOT, FFUCREEDOE I HEET S 2 L.

3) KB, EEO THI
K% (13%, 1.0%) , BEEO TR (1.0%, 6.0%) BHHONDL T LR3HDHD
T, BEE AT, BT 5 ML, MR, MESOERRS S bhGEIc
%, BEEPIET 5L, WURAEAITO 2 L.

4) VRUEIRR
VRIBEPRI (BUEVRBEIRIS 2 5Te)  (04%, 0.6%) b bbi, HERMES T
VR=VRIZELZENHDLOT, A, Eol, WRMHSEOGEROFEILMAEED L
FICHEET D 2 & VBRI RN G & I3 G2 IkL, AR Y v
H| OB F OB EZITO Z L.

5) SePENE M MR A PSRBT
oMM OB YRR BER (RIS, BHEARIY) bbb 2 e3hbH0
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1.8 WfH3eE (%)
=ARN~T A Y AT (BN A)

T, BEEHOIITY, BESRO DGR EERIEL, @Y E 21T
L.
6) NFHREREE, FK, mE{brEARE 2%
AST (GOT) #8/n, ALT (GPT) ¥4/, -GTPH{HN, AL-PHIN, © U/ v 8800
AL ITREREREE (0.7%, 4.7%) , R (03%, 2.4%) , BE{LMEIEE K (B
EARRY HEREY) RHLLNDIENRHDHDT, BIEE 51TV, BEN
ROLNTGAEIITRGEP T 572 L, @MURLEEZITH Z L.
7) HUR IR REREE
FORIRBEREAR FAE (7.1%, 16.2%) , FRRIRBERETTHEEE (3.1%, 10.7%) , FUIRAR
% (12%, 3.7%) HOHREHEREREERD bbb Z e NBHHDT, BEE+50
ATV, BEPRBO NG E IR ERIET 572, WURAEEZTH
k.
8) MRk
K= =2 —m XF— (1.2%, 3.1%) , ZF==a—uF— (0.1%, 03%) , H
OB = 2 — T — (RIS, BERIT) |, 7 - SLU—fEfEiE (F
FEARBR, 01%) , Wil (BHEARPTY, BERIY) EomREENLLDbILD Z
ERHDHDOT, BEETSITITY, RERXRBO NG AICIEREGEERIET 57
E, WEIRMEZITO 2 L.
9) B
B (0.5%, 1.8%) , RMEMEMEER (0.1%, 02%) FEOBEEN D LD
D2 ENHDHDOT, REOEEFIXEMINCBHIEREZIT, REIRO LN
LI G 2 kT 570 Y, EUREEITS 2 L.
10) R PEE
AIBHEREAR R (L0%, 4.9%) FORIFEEND LONDZ ENHDLDT, B
F3AT, BEPREO ONIGAIIIR G I T 570 L, MURAEEITO 2

N~

g BEARPH, 01%) BHbbhdZLRbH0T, BEE+HMITITY, B
DONTHEIITHK G2 TIET 572, WURAEZITS 2 L.
12) EHE DR EIEE
W R 2 R ESE M ARSE  (Toxic Epidermal Necrolysis : TEN) — (BEFEARBR™, A AEH
) B REEEARSE M AE  (Stevens-JohnsonJEMERE) (B RHTH, 01%) , ¥R
B HEARY, 01%) , ZIALEE (02%, 02%) FOBEEDOREHREENH LD

328
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1.8 WfH3eE (%)
=ARN~T A Y AT (BN A)

N5 ENRHDHOT, BIEEHHITITY, BERRDOLNGAIITREZ L
L, WYIRLELZITY Z L.

13) R A ZEARE
RESEFARIARIE (0.1%, 0.3%) , MiZERIE (0.1%, 0.1%) FOFARIMARIERAE
BHOHLONDZERDHLOT, BELE TIIATV, BENBO NI EICITE
HGahibdsnl, MUREEZTTS Z L.

14) Infusion reaction
ThT7 4 Tx—, BE, B, TOEE, B2, eillE, RiE, PRI EE,
W HUE S 23 TeInfusion reaction (2.5%, 3.9%) NHLONLZENHHDT, &
FHOWREE+2ICBEL, REPROONTEGEICE, 52T 5L,
U vE 21T 5 Z L. F£72, HE Olnfusion reaction?’ & H O TG EITIZE HIC
Gl U TR A@E 21T & &b, ERAEET 5 E TREOREL+
SITBET D L.
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6) AL OIRFEIT LN &,

(2) FhH#RHE
PRIk G- & L, T, BRARNICE&RS LW L.
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AANTARWEEDO R E L, SR 7OV &,
HUHRRES - HIBR RS . AH

(1) ®2) T2\ T
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1.8 WfH3eE (%)
=R~ T A h=T (BHERA)
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() ERIMZBOTARANCH T 2 HUADEAEDRRE SN TN D
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(3) MRAMERIRFRBRIZ I T, AFNT K 2D 12 (2[RI 1 L sp dl AR Al 78 FE e S AL 72 e 5l
T, HEARBATRE RS OBEBRES IHES RS bz,

EHERL.

1.8.4 SE X

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 May
31;356(22):2271-81.
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135 £ 291201003) , [EMERGAREIZH T 2 ERMBREDOLRE - WRKOHE - HED
BNy (eCTD ZA+& 5 : 291201002) KON 1240 mg BAIOAIFRLEM)  (eCTD =& 5 -
300720002) ORNEZEEFDI-HEMIRTSGE (R) 2R L.
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r-INN : nivolumab

(r-INN: List 69, WHO Drug Information Vol.27, No.1, 2013)



1.9 —fXPAFRICAR 5 30
=R~ T A Y AT (BMIENA)

1.9.3
(1)

WEF
e s

T X BRSO AT 4 RS

L&H

HEH

EIVLTQSPAT

ASNRATGIPA

GTKVEIKRTV

DNALQSGNSQ

LSSPVTKSEN

QVQLVESGGG

IWYDGSKRYY

DYWGQGTLVT

TVSWNSGALT

KPSNTKVDKR

EVTCVVVDVS

LSLSPGERAT

RE'SGSGSGTD

AAPSVFIFPP

ESVTEQDSKD

RGEC

VVQPGRSLRL

ADSVKGRFTI

VSSASTKGPS

SGVHTFPAVL

VESKYGPPCP

QEDPEVQENW

VLHODWLNGK EYKCKVSNKG

MTKNQVSLTC LVKGEFYPSDI

SRLTVDKSRW QEGNVESCSV

LSCRASQSVS
L

SYLAWYQQKP GOAPRLLIYD

FTLTISSLEP
SDEQLKSGTA

STYSLSSTLT

D?KASGITFS

]
EDFAVYYCQQ SSNWPRTEFGQ
SVVCLLNNFEY PREAKVQWKV

LSKADYEKHK VYACEVTHQG

NSGMHWVRQA PGKGLEWVAV

SRDNSKNTLE

VEPLAPCSRS

QSSGLYSLSS

PCPAPEFLGG

YVDGVEVHNA

LPSSIEKTIS

AVEWESNGQP

MHEALHNHYT

H# Q1 : #ome e 7 s I g
H 84 N290 : FEgHHSA

H #4 K440 :
L #5 C214—H #

oo Tat s s

T HEH DHEERE S

(81-4)GIcNAc(B1-2)Man(a1-6)

Gal0_2

(B1-4)GIcNAc(B1-2)Man(a1-3)

I
LOMNSLRAED TAVYYCATND

TSESTAALGC LVKDYEFPEPV

VVTVPSSSLG TKTYTCNVDH

PSVFLEFPPKP KDTLMISRTP

KTKPREEQFN STYRVVSVLT

KAKGOQPREPQ VYTLPPSQEE

ENNYKTTPPV LDSDGSFFLY

QOKSLSLSLGK

C127, HH{C219—H 4 C219, HH{ C222—H #H C222 : AL T7 1 FfEH

Fuc(a1-6)

Man(B1-4)GIcNAc(B1-4)GIcNAC



1.9 —fXPAFRICAR 5 30
=R~ T A Y AT (BMIENA)

(2) %8 (KH)
A% : =&AL~ &k PD-1 [Zxd 2z e b 1gG4 £/ 7 o —F LUk
ThHV, H# 221 HEHOT I JBRFEED Pro ICEHL SN TWD. =R~ 1,
Fr A =—ANLALZ—INEMRIC LV EAESIND. =AR~T71X, 440 HOT
RUBERENLR D HH (v48) 2 AR 21407 I/ EREN G5 L#
(k8 2ATHRSNDHES V7B (3 1& K 1450000 THD.

: Nivolumab is a recombinant human IgG4 monoclonal antibody against human PD-1,

b
Iy

whose amino acid residue at position 221 in the H-chain is substituted by Pro. Nivolumab
is produced in Chinese hamster ovary cells. Nivolumab is a glycoprotein (molecular
weight: ca.145,000) composed of 2 H-chains (y4-chains) consisting of 440 amino acid

residues each and 2 L-chains (k-chains) consisting of 214 amino acid residues each.

3) #FHX [HFE]

Ce362Hog36N171201008S42 [143,619.17]  (Z /37 B ERSy, 4 AREH)
H#H  CaisaH3326Ns760665S16 [48,443.96]

L#{ Cioo7H506N2800334Ss [23,369.66]
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B L8 (k80 2 AT ENDHEX V)08 (T8 51450000 Th
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G 7 X RS K OV 2R BRSO HEE & 1T RIRRITOR LTz,

BIRE - BR

FRIEYIBRASRE 72 L S (o il
BIBRARREZRHETT - FF3E O IR/ INHE R ity

FRIGEISEANBE XU THRR M 0 B HI

PR SUTERMEO AR U U VN

I T bR RS & A 5 SESHRT S

DS AALIRIEIR WA U 7 1B B BR R BE 70 BT - TIROD B

L - HE& 1. RIGEIBRAEE e i Al
(L RIERIGIR ORIG OISR A e e M B AJEBF 054
WH, RAF=FL~T BETHE#EX) & LT, 1 3mgke ((KE)
% 2 B EIRE T AT 5.
AV AT (BETE#z) EOFHICBNT, B, A=A~
7 Gl z) LT, 1A I mgkg ((RE) % 3 BMIMEE T 4 [ 555H
ET . 20Kk, =AL~7 (EEFHEEZ) &1L 1B 3mgkg (K
&) % 2 WA CREIET 5.
(L RIEREIRIR ORI OIBR A e 7o B B AEBF 054
WE, BAF=Ar~7 (BEHE#z) & LT, 11E3mgke (RE)
% 2 BMRRRXIE 1Bl 2 mgkg (RE) % 3 HEFMRECRFHRET 5.
2. UIBRRREZLELT - R OIE/ MR, RIGEIRAEE I THE R o0 B A
i, I SUTEEAMEOEEYR X ) oNE, FRUIERLEE AT S
SHSFERE, D3 AALFRIER IS U7 1R Bl AR RE 2R T - RO T B
W, RAIE=FRr~7 (EarHfEx) & LT, 1F3mgke (KE)
% 2 JA IR C R FET 2.
BISEEDRRE JRAR - BIZE
BUH AR, BISE, AF RN
MR R OEME | B ik =K r~7 B ifz)
gy s o BH . AT —REWEE20mg (1 34 7L 2mL Fic=RL~7 Glla+#
Hz) %20mg &H)
A7V — R SR EE 100 mg (1 34 7L 10 mL FiZ=RAr~7 (BT
#HAZ) % 100 mg BA)
I Ak
BRE | B s P B WS oD E05E e
(mg/kg) (mg/kg)
v FEARN g, 2 1, 10 >50
(10 mg/kg (FHED #) (H A MR O
REBR)
matt
[oILZ/Ea Beh% M ha ST ExAiT)
B 51 (mg/kg) (mg/kg)
e G4
v FEARN a, 2 1, 10, 50 50 RRRL T &R L
4 3 ]
138 1
FRA g, 2 10, 50 50 FERL T _EFT R L
13 3 H
13 2
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iz, EREWER (5%LIE) 1355 203 61 (17.5%) , & 5 FEE 132
(11.4%) , #l> 108 il (9.3%) , AR 101 61 (8.7%) , FE 101 i
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HELT - BRI ZhRg B M)
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GRIRUIBRA R e v AN (239 5 ENE MR (ONO-4538-17 3
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LG 343 B, 330 61 (96.2%) WZRIEH (BMRMREMEE 2 ET) 2558
oo, ERBIEM (15%LL 1) 1XTH 158 61 (46.1%) , ¥ 57 123 #l
(35.9%) , EIHIE 122 6 (35.6%) , F&2 109 5] (31.8%) , Hl» 92 fi
(26.8%) , 7241 (21.0%) , ALT (GPT) #4970 ] (20.4%) , £
BRIk 68 11 (19.8%) , AST (GOT) #4625l (18.1%) , FIRARFERELR
TIE 58 il (16.9%) , &V N—FISE 57 B (16.6%) K OMER: 56 4
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2. *&/A@JB%T ;’riﬁz M) inH’U“
W, A=AV~ G z) LT,
CTHE#EETS.
{LEFRERIBE ORIEUIBRAGE

1171240 mg % 23 FH FH R

IR O BRI L TA B Y AT
GBI TR 2) LOFHT2581E, B, BAKIE=FL~T7 (BB
#z) LLT, 1|E|240mg%;:3@%?%14@5/%9%@@“5 TD’, =
AL~ 7 B Z) & LT, 100240 mg & 2 MM CaiEiEd
5.

3. YIBRRAEZRMEST - B O/ NI fiig, 4By =S
TR U IHEER O H AR P ) VN, E%X %%@%ﬁ?é
SHSAHE, DAL I U 7 iR IR A e 72 4T - T O H o,
AACEFRER I L - YIRS BE 7o AT - P38 o0 SR it o Bz
WE, BACIE=RL~T (B z) LT,

fbE C AT 5.

BIERSE O E

WA R OVERIER | R . =R b~7 o z)

9 UK AT R RWEHE 20mg (1 31 7 2mL FiZ=FRv~<7 GEfE T
#z) %20mg &FH)
A7V — R SR EE 100 mg (1 34 7L 10 mL FiZ=Rr~7 (EET
HHLZ) % 100 mg BA)
A7 — R AREEHE 240 mg (1 XA T A 24 mL Hic=RL~7 GElsT
FHHLZ) & 240 mg &)

ik




110 #3E « BIEESEOF

REHFRAEROE L

=R~ T A Y AT (BMIENA)

RI1E

B 5
(dEnbnieaposompt HAJE) (2309 5 ENE TR (ONO-4538-02 KUY
08 #Bx : 59 1)) , EEEILFEFMAHGER (ONO-4538-21/CA209238 #ER - H
AN 28 Bl Erde 452 ),  (HIBRARHREZRMEST - PR DI/ NI (<%t
T HENE TFHFRE (ONO-4538-05 TN 06 385k : 111 41) ,  GRIGLIBRA
RESUSHIRR P E O BRI (1xhd 2 [ERS LRSS MAHEER  (ONO-4538-
03/CA209025 35k : AARN 37 & &L 406 ) ,  (FFFEXITEEARMEO &l
IR F U ) 2T B EPNE TAEFER (ONO-4538-15 3k : 17
F) (I ULENWEERS 2 A+ 2 BESHEE)  (CxT 5 EFR LR 55 AR R SR
(ONO-4538-11/CA209141 3Bk : HAA 18 il & &Te 236 ), (BRAALF
FRIEAL (CHEE U 72 R O BRANRE 2R AT - B O B (O3 2 [EERILR S T
FHEER (ONO-4538-12 3R « HAN 152 B2 & e 330 ) KON (BSAALFE
EHATHTE U - OV RE 20 AT - FRS8 O IEMER R B2 ) (SR 2 ENE 1T

(62%) J OV f15 88 Bl (53%) Tirote.  ( (BTN 351 5 i
B - (DS AL R S L 7= D) R B AT - P98 0 TP
A - (EEARL AR

AV L~T (BElafiz) fHREsL)
GRIRUIBRA e el ) (23t D ENEE T AHRER (ONO-4538-17 i
B30 41)) , MESMETIAHRABR (CA209067 3Bk : 313 ) K O¥ (RIBUIRAR
RE UM O B AR (2 xhd 5 [EFEIEF 5 M AHFER  (ONO-4538-




1.10 3 - BIEREDIRTHEEROE LD
=R~ T A Y AT (BMIENA)

A #E

VAW RN AOOTI RN

L#{ EIVLTQSPAT LSLSPGERAT LSCRASQSVS

HEH

ASNRATGIPA

GTKVEIKRTV

DNALQSGNSQ

LSSPVTKSEN

QVQLVESGGG

IWYDGSKRYY

DYWGQGTLVT

TVSWNSGALT

KPSNTKVDKR

EVTCVVVDVS

RESGSGSGTD

AAPSVEFIFPP

ESVTEQDSKD

RGEC

VVQPGRSLRL

ADSVKGREFTI

VSSASTKGPS

SGVHTFPAVL

VESKYGPPCP

QEDPEVQENW

VLHODWLNGK EYKCKVSNKG

MTKNQVSLTC LVKGFYPSDI

SRLTVDKSRW QEGNVESCSV

L

SYLAWYQQOKP GOAPRLLIYD

FTLTISSLEP
SDEQLKSGTA

STYSLSSTLT

D?KASGITFS

]
EDFAVYYCQQ SSNWPRTFGQ
SVVCLLNNEY PREAKVQWKV

LSKADYEKHK VYACEVTHQG

NSGMHWVRQA PGKGLEWVAV

SRDNSKNTLF

VEPLAPCSRS

QSSGLYSLSS

PCPAPEFLGG

YVDGVEVHNA

LPSSIEKTIS

AVEWESNGQP

MHEALHNHYT

HE# QI : #impr e 7y I g
H 84 N290 : BEHfE A

H 81 K440 :
L84 C214—H ${ C127, H#{ C219—H ${ C219, HE{ C222—H H{ C222 : YAV T7 1 FfEH

o Takty s

EABEHOHEERE

(B1-4)GIcNAc(B1-2)Man(a1-6)

Ga|0_2

(81-4)GIcNAc(B1-2)Man(a1-3)

I
LOMNSLRAED TAVYYCATND

TSESTAALGC LVKDYFPEPV
VVTVPSSSLG TKTYTCNVDH
PSVFLEFPPKP KDTLMISRTP
KTKPREEQFN STYRVVSVLT
KAKGQPREPQ VYTLPPSQEE
ENNYKTTPPV LDSDGSFFLY

QKSLSLSLGK

Fuc(a1-6)

Man(B1-4)GIcNAc(B1-4)GIcNAC



1.12 WAER—&
=ARN~T A Y AT (BN A)

112 HTEH—E

INFELTEKRSH
TYRPML - RA4¥—X R4 Tt



1.12 WAER—&
=ARN~T A Y AT (BN A)

112 FHHEH—F
1.121 BEH—%

E3& (EPa—I3) : REICHTIXE
AHFEICE L, H-IcET 5 WE IR T 5 30T 0.

48 (EDPa—)L4) : EBRKRHABRERES
ARHEEICERL, #riclCi 2 FEAR R RS T30,

B58 (ELa—5) : BERARBEE
52 =ZERKHABR—ER

5.2-1

LA — B3k

5.3 EREREBREEE

531 E£PERFHBRHREE

5311 NAAT7RLSEYT 1 (BA) RERBEE
MR L

5.3.1.2 LE BAFEBRUVEYEMREEYE (BE) HBRREE
AR L

5.3.1.3 In Vitro-In Vivo OB EZ 5T L -REBRREE
AR L
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53.1.4-1 (RHMEEH
Validation of an Electrochemiluminescent (ECL) Immunoassay for the Detection of Anti-BMS-

936558 Antibodies in Disease State Human Serum
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Validation of an Electrochemiluminescent (ECL) Immunoassay for the Detection of Anti-BMS-

734016 Antibodies in Human Serum

5.3.1.4-3 (REAmE R
Validation of a Cell-Based Assay for the Detection of Neutralizing Antibodies to BMS-936558 in

human serum

53.1.4-4 GEAmE R
Validation of a Cell-Based Assay for the Detection of Neutralizing Antibodies to BMS -734016 in

human serum

53.2 t FEGHRHEZEAVVE-EDSEEEOHKRBEE
HAERe L
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mEERe L
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U L

5.3.34 SNEAMERZE®RET L= PKEHBRHREE
B E e L
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Population pharmacokinetics of nivolumab and ipilimumab when administered in combination to
subjects with melanoma, non-small cell lung cancer, renal cell carcinoma, small cell lung cancer,

hepatocellular carcinoma, and colorectal cancer
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53.3.5-1.2 (FH&E £
Population pharmacokinetics of nivolumab and ipilimumab when administered in combination to
subjects with melanoma, non-small cell lung cancer, renal cell carcinoma, small cell lung cancer,

hepatocellular carcinoma, and colorectal cancer (Erratum)

53.3.52 (RHAmERH
Population pharmacokinetics of nivolumab and ipilimumab, when administered in combination, to

subjects with non-small cell lung cancer, small cell lung cancer, melanoma, and renal cell carcinoma
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5.3.5.1 HET HEIGAEICET b LB BHBRREE

53.5.1-1 (FHifiEEh

A Phase 1 Study of Nivolumab (BMS-936558) Plus Sunitinib, Pazopanib or Ipilimumab in Subjects
with Metastatic Renal Cell Carcinoma (CA209016)

53.5.1-2.1 (FHEEL)

A Phase 3, Randomized, Open-Label Study of Nivolumab Combined with Ipilimumab Versus
Sunitinib Monotherapy in Subjects with Previously Untreated, Advanced or Metastatic Renal Cell
Carcinoma (ONO-4538-16/CA209214)
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H AR NIRRT (231 A0 M O M EOfRHT % (ONO-4538-16/CA209214)
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An Exploratory Study to Investigate the Immunomodulatory activity of Various Dose Levels of Anti
Programmed-Death-1 Receptor (PD-1) Antibody (BMS-936558) in Subjects with Metastatic Clear-
cell Renal Cell Carcinoma (RCC) (CA209009)

53542 (ZEERD
A Phase 2 Open-label Study of Single Agent MDX-010 for the Treatment of IL-2 Refractory or IL-2
Ineligible Patients with Stage IV Renal Cancer (MDX010-11)
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NIVOLUMAB Injection for Intravenous Infusion

6-MONTH PERIODIC BENEFIT RISK EVALUATION REPORT (PBRER) #5

53.6-2 (BEBEEH
HERAERLICET 2 et EmEE (=RL~<7)
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IPILIMUMAB Injection for Intravenous Infusion
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53.6-4 (BZEEE
HERAERLCET 2 ZeEHmEE () a~vr)

537 BET S —ERRVEHIRE
5.3.7-1

BET—7 LR

5.3.7-2
AEFG R

5.3.7-3



1.12 WAER—&
=R~ T A h=T (BHERA)

HELAEFR TR

ESZA AT o Z =S G — B R T ARk - HLat)

54-2
AAWREE 2w BRI A R T4 2011 iR @ iikiatt

5.4-3
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5.4-4
DNIEMENEN  DBAMFEIRBLAE 23 A OHEER 16

5.4-5

National Comprehensive Cancer Network, NCCN Clinical Practice Guidelines in Oncology Kidney

Cancer Version 2. 2018

5.4-6

Escudier B, Porta C, Schmidinger M, Rioux-Leclercg N, Bex A, Khoo V, et al. Renal cell carcinoma:

ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. Ann Oncol. 2016

Sep;27(Suppl 5):v58-68.
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5.4-8
Motzer RJ, Hutson TE, Tomczak P, Michaelson MD, Bukowski RM, Oudard S, et al. Overall survival

and updated results for sunitinib compared with interferon alfa in patients with metastatic renal cell

carcinoma. J Clin Oncol. 2009 Aug 1;27(22):3584-90.

5.4-9
Motzer RJ, Hutson TE, Cella D, Reeves J, Hawkins R, Guo J, et al. Pazopanib versus sunitinib in

metastatic renal-cell carcinoma. N Engl J Med. 2013 Aug 22;369(8):722-31.

5.4-10
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 May 31;356(22):2271-81.

5.4-11
Rini BI, Atkins MB. Resistance to targeted therapy in renal-cell carcinoma. Lancet Oncol. 2009
Oct;10(10):992-1000.

5.4-12
Okazaki T, Honjo T. PD-1 and PD-1 ligands: from discovery to clinical application. Int Immunol.
2007 Jul;19(7):813-24.

5.4-13
Graziani G, Tentori L, Navarra P. Ipilimumab: a novel immunostimulatory monoclonal antibody for

the treatment of cancer. Pharmacol Res. 2012 Jan;65(1):9-22.

5.4-14
Lam JS, Leppert JT, Belldegrun AS, Figlin RA. Novel approaches in the therapy of metastatic renal
cell carcinoma. World J Urol. 2005 Jul;23(3):202-12.

5.4-15
Motzer RJ, Bander NH, Nanus DM. Renal-Cell Carcinoma. N Engl J Med. 1996 Sep 19;335(12):865-
75.
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Hunt JD, van der Hel OL, McMillan GP, Boffetta P, Brennan P. Renal cell carcinoma in relation to

cigarette smoking: meta-analysis of 24 studies. Int J Cancer. 2005 Mar 10;114(1):101-8.

5.4-17
Brennan P, van der Hel O, Moore LE, Zaridze D, Matveev V, Holcatova I, et al. Tobacco smoking,
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2008 Dec 2;99(11):1912-5.

5.4-18
Waalkes S, Merseburger AS, Kramer MW, Herrmann TR, Wegener G, Rsutemeier J, et al. Obesity is
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