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A EE 9 AF FEe mga)
1 53] B hiR= hyi =] =3I byl =)

3, dEFY IR, ddEZAY ARd, FEA 9FY, s 2, 29Ad
TR, A 3R, FRbg TR, v 3z, vy 3 T, #3103, A4
27 9 x4 B0e T,

E 38 A9 10% o1delA EAZR ZIAAEG o3tE AFAAA (Y3
CHECKMATE-649)

o] ¢FHAFOLFOX =+ CapeOX HE£ FOLFOX T+ CapeOX
PAHALA o] [(782%) (767%)
1~453%) | 3~45F %) 1~4 53%) | 3~453®%)
A A
AT AT 73 29 62 23
M AT 69 12 59 9
o as 68 7 63 4.4
G| 59 14 60 10
HET AT 59 12 49 9
g 35k AA

ASTZ7} 52 4.6 47 1.9
Azs 45 42 1.6 37 1.0
s 41 3.9 38 2.7
ALTZ7} 37 3.4 30 1.9
AYEEF 83 34 6 24 5
ALEES 27 7 24 4.8
g Fd g3 24 2.8 21 2.0
Aol F7} 15 1.0 9 0.5
17E 33 14 1.4 11 0.7
AdG s 12 0.7 9 0.2
IYEFIZ 11 0.5 7.1 0

P WY EL X} Holx s o]4te] dAAIE dAAAATE e B FE
ZAZ 3. o] <3 FOLFOX =HE CapeOX HE FofF(H9:407-7673 2
32p 7 FOLFOX T+ CapeOX Fof (8 9]:405-7357 2] A1)
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ol A7 Aol A= AMYG £ A= HFF AL A=
[¥8A@ ONO-4538-12]
o] oFo] kAL AIEAY A 9 AY Ees A= HAEF A BA
491985 tFo R o] oF e 9oke v 25 F<F 3mg/kgl® T3 7249 wiA
ol w7/, 9l tx PFAIEA ONO-4538-12¢14 Bt Qi Fo 7]|3he]
T 1.92 /HE0E 9 0-19.570 )0l o o] dgA AN 19%2] &7} 6704
o]’ o] oF& Fowkoki 3.6%2 AL 1 o] o] oF& FANYT)

Foke gate] 7.0%, AFE Fore Ao 7.5%7F o AHE FolE
FTEAI o] oFS Fojuke Fhxte] 19%, floFS T Fxte] 17%0)A o)
AHEE e Fol Ade] AT o] & Foire §xpe] 40%S foFS Folide

Fl

3 3900 o] ofS FofukE kAo 10% ol ol EAE oY AtElE foFstATh

E 39. o] g Fojle #Bxe 10% ol FelA WAT o F Ad D FET
s WAES B o4 AHUE T ATt 5% oMEE BF) EE: 2%
o) &(3-45 )L A E ONO-4538-12)

oy Al o] °(330%) 912K(161%3)
RE %) | 3-4 53%) | 2E S3%) | 3-14 3F®)

7 93T B

24 20 0.3 14 1.2

A} 18 1.2 9 0.6

H ] 14 0.3 6 0
W% 9 98 23 Fof

2%% | 16 | 0 | 9 | 0
® 4=

AA 715 PR == ol A= HFPA XYY 13 A&

[Y4A1d CHECKMATE-648]

o] ¢k} st gW T ol FHe] BE& QWA AL ojde AsE

Zo] Qe HAl Er53 APA == HolA 2w HPA LY IS Ao

F29], A U=z, oo, 3 d3AE S CHECKMATE-648914 3 7F= At}

AAEL g A8 T 3 of jkgkt,

o (45 ZtA) 1 LAt} 15 YAfell o] <F 240mgs FA3t, 1~
5-FUZE £ 2%2+4) 800mg/m’day AHWMES o
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A }1LOl%°§P”%b¥%ﬂ%%4%%%P46maﬂéﬂ$%#
A Eowe sael 69%olA AT o °ke seaws A Fowe
el 2% oyl 2ad % M S el AdE Y A, ol
2 %), A= B Q%) F4 A & Q9% 2 A @3%0ATk of ok
R B Relwe B4 2% ool na E NN T o4
AH = #H2(10%), TE4.3%), IIﬂoﬂz-(4%) AR #HHGBT%), A3t Z=H3.7%), It
715 ©1°32.8%), A& TA(2.8%), F4A FEH(Q2.5%), &4(2.5%) °] AT}
o] okt ssame WA Fowe @A 59 (L6WwAA APHU
BAE T, oldd o4 Adze ALZ, A JF AP D FA A Sl
=3,

o] obi} olWe WIS T Fojwe 7 58 (LewolH AW ol Az}
Sge . oldd ol Adlze AWE A4 W A W AWE 34 5§

d

oY A

o

o
A
ot
1o
fo
L
flo

9_',
)
m
2
ﬂu:
rlo
rigt

shpo] 39%) M Fel7h FUHAL, A

A 2
o] oft spsta Wt Al Tk Ak 20% ol delM Hi® b &3 ol
Al Q. =2

Atele 4, A8 Fa, ¥

o] ¢kx} olFa|wlml 3 Eojure 3 }/] 20% olgolA BRu® 74 &3 o)
Al 2, vz, Ed, o4, AA E e

¥ 4037 3 419] CHECKMATE-6484 -z o] Abelel AGAARA] o)<
Lokt

F 40. o] F Z IS FALE &AL 10% o]FolA LAY o] AL
(9%4+18 CHECKMATE-648)
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o] o7l ANAFgHl|o] o o|P T (NAFHE EL
2 5-FU (n=322) 5-FU
ol Al (n=310) (n=304)
EE 59|3-4F F|2E e9|3-45 9|2 ¢9|13-4+5 7
(%) (%) (%) (%) (%) (%)
A3E Fol
o4 65 4.2 22 0.6 56 2.6
1 H] 44 1.0 20 0.3 43 1.0
T 44 9 11 0.6 35 3.0
AAL 29 2.9 22 1.9 20 2.0
TE 23 2.3 15 1.6 19 3.0
st L&t 14 7 12 5 12 4.9
5P 13 1.9 10 0.9 11 0.7
AA 2 FF
A8 51 |7 |17 [4.0 [50 B
4l Zef
y] 2° 47 3.5 28 2.5 41 4.9
ukgd 19 0.3 23 0.9 12 0.3
e 16 0 7 0 13 0
A A el
B AN HF 118 1.3 12.8 [0 [13 [1.0
A2 &
L l16 [0 B [0 [10 0.3
5 2 g5 x7 Fof
k7] 16 0.6 31 3.1 7 0
2% 11 0 17 0.9 3.6 0
R 10 0 11 0
357, % 2 T4 Fl
713" l16 0.3 [13 0.3 [13 0.3
Ze 2 7185 74
AN 113 5 |14 18 110 2.6
U] ol
A Ass |7 l0 |14 l0 0.3 [0
AAL o)
As Fa 112 0.6 [12 1.9 [11 [1.0
o4 4 AYFEA oA
224 X 11 0.3 [14 0.6 E 0.3
=4 532 NCI CTCAE v49) wsgth.
tolzE A, A AYE A, A d5s 2T
PER BHZE SER B 9 AER =29 y33ir
cFEFY dH e 28T
Iz A9 98 233
¢, AA BE xR Y 2 S xSt
T2y 39, 47 As, &% 92 A ¥F 44 &% ¢x A4 ¥EF 9 ¢¥x
27y AA BES Esh
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TNRY, JESY N5, FA/H ARG, FEA NRG, FF 04, DA
MR, FHRA S, A UR, v R, b PR R, R o0 2 Ak
B2 EFAG

"&A e 2R

NAg AR, AEE A" Y fERGs Ade £FeT

5HY B% 2 FE 2244 §¥ 5% 2%F 4Y 55 A4 53 % ¥%
53¢ TFa

E 41 A9 10% o) dellA AR 7IA XK o3tE dGAAR] ol (A3
CHECKMATE-648)

o] ¢k} o] ok} AN2Egd %
AN2Zg9 € 5-FU (oD F % 5-FU
AGHALA] o] (n=310) (n=332) (n=304)
1-45F[3-45F[1-4533-45F[1-4533-4%5 7
(%) (%) (%) (%) (%) (%)
N A
ElE] 81 21 52 7 66 14
HET AT 67 23 50 13 44 8
TRT AT 61 18 13 1.3 48 13
WY A ZF 53 11 39 5
o aF 43 3.3 12 1.0 29 2.8
A 35t AA
AYER 835 52 15 45 11 40 8
AZdE dF 43 3.0 32 0 23 0.7
AdotEd F7} 41 2.3 15 0.7 31 0.7
Autadg 83 35 1.7 15 0 25 1.8
g 34 0 43 4.3 36 0.8
1ZE 43 33 2.3 23 1.6 24 0.7
AE 85 29 9 19 5 17 6
AZre] Ak W g S7F (26 1.3 31 3.3 15 0
AST Z7} 23 3.3 39 6 11 1.4
ALT &7} 23 2.3 33 6 8 0.7
AdG s 18 0.4 15 1.2 7 0
14 g3 11 2.6 15 2.0 8 0
L2 AL o] MY EL TIAX S} Hojx sy o]t A AHEAATE A=
gz FE AR o o] ¢y AxZEEl ¥ 5-FU ®¥HE FoAF (HY
60-30594), o] <k ojde|Fut B8 FoF (H: 59-3074H), e AlxEgtE ¥

5-FU & Fofa (66-283%)
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olA A7 T F£Fo] E/S3 AFPA, A 9 AHolA A =HPA =E

[FA1E ONO-4538-24]

o ofe e ERozvmEn WIAAE Ho B BE LWL T
F, o Aol BeA Er BUAHL 2 A% APAZ B 8PS TFow
$ Tagl Wy, Bl BA tE QAP ONO-4538-2400 4 Bhs|lom,
dAL o o 240mgge 2F UASE RolsAu B AA (ARE EE
S eA)E Afe] AYHAL G BT 5H B4 A7 RS o
oF Rolpel wE sIze] @ 26909029 00712-29.271 Dol ol
QHABAA, o o Felel 2% 671 o4, 94%E 19 ol o] ok
=l shsint

97 Fol FHOR olorl o] Aldl: of of Fole] 13%, thEe] 17%elA
PG Fol AUOE oozl ol Al o] o FolFel 26%, thETel

60%l A LA TE o) AHEE 7 &F -2 o] of FojFeAE HiHA|
stom, tzeke Foid BATe] 37%A BATA FUF ol Ade ol
FEATe 30%, T 36%A 2T

42 o o] °Fg Foe Ao 10% olaelA BAE o4 AEE aorsidrt

B 10 &&Z

E 42 0] obe Fqwe Aol 10% o)A AT o4 Ad B WEzEt
e VAL HA o} A [ 7 Aot 5% oHEE BF) E: 2%
0] F(B-45 )Y ZAIE ONO-4538-24)

o] °(192%) = 2F(194%)
EE 57@®) | 3-4 55 (D) | R T3(%) | 3-4 5(%)

o1 A

S5< NCI CTCAE vdol whatoh,

E 43 °] e FdH H‘:’_— 2o 10% oldolA AT ZAHAEG °3td
FZAAR o) 3H dEzTHEHYG TAEC] T2 AFAAA olBT T A7t 5%
O HEE TF) =T 2% 01%(3—4%—%)] (Y428 ONO-4538-24)

o] ¢}(192%) 2 2H(1947)
RE 23 | 3-4 23 | RE 3@ | 3-4 SF%)

QIANR o4
R,

AdotEld ST} 80 0.5 68 0.5
AST <=7t 40 6.8 31 1.0
dze QA e ma SO 33 5.2 22 1.0
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ALT =7} 32 5.7 21 2.1
L d45 21 6.8 14 3.1
TSH =7} 20 N/A 14 N/A
TSH #F4° 13 N/A 3.6 N/A

“NCI CTCAE v4el we} 558 WA skt
A= FAE gidoz gk d4AE ONO-4538-24/CHECKMATE-473 ol A o] k&
Foldk 1929 9] &4 F 3H1.6%)2 AN FF o] TAsAT

A= BE 9 4= HARE 49 2xaH

[9’4 A% CHECKMATE-577]

o] oFo] AR L 1 g HAsS AW & IR
i R I S Ee 8 AR A o 84 192He ddew §
29 wg, fF iz, ol =M, trld 98AE CHECKMATE-577 A
F7HE AT o] YRAPAAME FE A TA g ane A AU,
4719 A A i 24, A7} Rl Aghe ZHR A,
H2ol=010mg/de] ZH=yE 571 e 7IE d99dAAd=

F=E I~ = Al
AeE asts AHAY A AT BAL 165 5% of o 240mg E:
Slobe 2% HAom 308zF AWoR Fojwm 17FARE o o 480mg i
Slobe 4F Ao 087 AWow Faugith BAL Asto] AAEA, &
Brhsd 54 24 WA EBE £ 7130 190 2 wiA oke Saaar.

of okg Eowe @A wE e FARS 10ALCES: O1 -
UADOIRT gt B sas 94 01 - 1Al o okg
Eolure SRl AE 61%7) 6719e 2Hatad o ofol wEHAT, 54%7} DL
27514 o] oko] wZH AT

o] oke Folwe 3%l BAA FuF o4 A BANAT. o ok
oy Aol 29 olgold RiE FUF o4 AdE Az o] oke
Soure $hx} 19olA AWAQ FrhF o4 Al AT AAjo] walslgT,

ol

At = Qs &ARe] 12%01A FAE FESHAAL FAS] 28%CA

¥ 443 T 4594 AXAAF  CHECKMATE-5779A4 Zz=E o)A Alg 9
o]

E 4 o] %S FAETES FAY 1% o)A EA} o) A
(932 ¥ CHECKMATE-577)
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CHECKMATE-577)

o] oF ek
PEAALA o] (5329) (26073)
RE SF%) | 3-4 7% | BT TF®) | 3-4 TF®)
g 35t AA
AST =7} 27 2.1 22 0.8
AdZg Ak ¥ ax St 25 0.8 18 0.8
dyRwl F7} 21 0.2 18 0
ALT =7} 20 1.9 16 1.2
ol glolAl F7} 20 3.9 13 1.3
AUEF dF 19 1.7 12 1.2
IE 8T 17 0.8 15 1.6
ANdE dF 12 1 11 1.2
oful Mo] &4 F7F P 11 1.5 6 1.2
A5 A E
YL aF 44 17 35 12
nE 27 0.8 21 0.4
FRAT AT 24 1.5 23 0.4
L DA EE TIAX S} Ao st o] YRAFE ABHAATE e SdATE

SAE g o] of TR 163 - 526 W A, A FATL(HH: 86 -
2563 o 2HAh).

PALT &7}, AST 718 £33k},

@ IVNE-FujEFA EAAAMS-H) == EYX EF §3Ax ZFAMMR)

[94A 38 CHECKMATE-142]

o] ¢k} o]l FEW WE Foo AL 11999 Aol AARYL FAE
daew @ orlw,  u-RRe, oEF @y-msE, A A
CHECKMATE-1420l 41 #7715 dc}. o] WM oAl A= o] <F Bmg/kgﬂr
olF g Fq Img/kgS 3F A2 49
518 BUlse =4 4 dA7MA 25 T
| ok} o] Ryt W FEodt B 47%A4 S ol At#Elzt EAst AT
o] ¢fo] o] AtElE Qs 13%Y FAolM ANB7 FEEUL 45%2] FAol A

o

AARAG. 2% oldel B mu® g EF FUF o Ads
ARALAA, 7 5 o1, BE, F4 A £4, 89D, 9Lt 20% o4 Bl A
B3P b B FUR oY AdE W=, AN BY, 2874 53 BE 4£9F,
o4, WA, g h TEAG
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ol4e aotsta.

463} 3 479 Y4AIE CHECKMATE-142¢] A

E 46. FA2] 10% o EAZ o] Atd (Y34 CHECKMATE-142)

o]’ At

o o & o

o (119%)

EE 535%)

)7
| 3-4 5F%)

A2 o] 4 5o 59 oy

¥ 8 49 6
7 36 0
ZE 4 Fol
A} 45 3.4
EED 30 5
94 26 0.8
TE 20 1.7
W) 15 0
o33 2 A% 23 #f
o437 B3 36 3.4
HAE 14 0.8
3E7, % 2 4 Fof
RE 19 0.8
TE 2 13 1.7
& 9 A3 24 F
1}z 25 4.2
Aok 28 1.7
A4 95 11 0
Z% EH] Fol
WA Aeks 14 0.8
A AR F 12 0
7% NABA Fol
TE 17 1.7
o] %] ] ¢ 11 0
WA 2 FF Aol
A8 Pz | 20 | 1.7
ZE AA Fof
2z | 13 | 0.8
dA FHA
AF B | 10 | 0
NCI CTCAE v4¢] wigkt}.
¢ EYSE XSt
PAER Ex SlER E= BB Bzt 33
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of ofel B F AL F, THeF 2L ol AESel FAAAUG. olHF ol
AEEe BER Fre mAvA ARHow RuH Y] wWEd, i ol

o A WMEE AFY YA FRHAG o

T BRI E-3opgr]-sgttt F3 7 (Vogt-Koyanagi-Harada (VKH) syndrome)

5% ZIRAE|2(HSCT, hematopoietic stem cell transplantation) ©]& o] <F
59 dHF AE BE3H, 5 548 2 WA o4 o 5 FSGVHD, graft

versus host disease)

g4 9 HzA AHNHHH FHE =2 7 #A4A dEZ 2FA

(hemophagocytic lymphohistiocytosis, HLH, (%] =

2384 Wd¥(autoimmune hemolytic anemia)

AAA AN H5d @Y A5 23

3) A iy o] AL

HA 7] ol AMEIES e dAAIEd dig o] ¢ &S wEdT o
&% 943 CHECKMATE-037,  CHECKMATE-017,  CHECKMATE-057,
CHECKMATE-066,  CHECKMATE-025,  CHECKMATE-067,  CHECKMATE-205,
CHECKMATE-039 & HlZAMZH < BadF AAAFAI7TH)) 38 1,9949; o
°F Img/kgs} ol F 3mg/kgel HE 8% UAE CHECKMATE-067(313%)
T 729wl A E49); o] ©F 3mg/kgd ol F Img/kge] WM& 9W
A% CHECKMATE-214 =& CHECKMATE-142 (666%); ©] ¢t 3mglkg 23
olZel =y Imglkg 65 7+A9] W& 8 AAAE CHECKMATE-227(5769)
HECKMATE-743(300%); ~12]31 o] °F 360mg®} o] e] %% Img/kg¥ 257]<]
7Iqk ssta e W& 9w UAE CHECKMATE-9LA®361%); o]  <F
240mg} 7HEFEY 40mg W& 2% A4AFE CHECKMATE-9ER(320%). B uj)
o]} Atdlel oA ZEyde ANAP CHECKMATE-238, CHECKMATE-275,
ONO-4538-24/CHECKMATE-473 o = <13 o] ).

1% K
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horr & o> 1
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© A9 WA A9Z
o] ofe mEEIiE o= Ago]l LTHM THE Welo] WHAEA ¢
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9= 8oz o & EawS @4 F @Y w4 dA9ze
SIMCLBLIDOIRAE, @ WA ATl WHAVIA 0 T
AR 10223 DelTk A sl SPFow s L1%sl B
do| BolE 97 FusRon, Lol WA o o FoiE wRst QT
UERA oF 89%9] $be Tgwre] FEEFAH RO E(HA A0mg/Ye] ZaEle
S7lhE Eojuglon], s7te] FEe 260089 19-67 Dotk 67%2]
A7l 9hhe HEHJL. o oF R A o 8% FAA HAZol
Fa} .

[‘[l‘
o 9

{0

A

-
T

& o
o oj\

A2 o g 3 UAAE CHECKMATE-238, L 2AvA 2t 3ix=
o2 3 YAAIE CHECKMATE-275, A% A= tjao=z 3 ANAE
ONO-4538-240| A, HS w7 #HFFY A ZERIL & T4 g4
23 AR T
o] ¢} ojdF7t HE 8
o] °F lmg/kg® o]z F% 3mg/kge] W&
AdAE CHECKMATE-0679 4, o] ¢F Img/kgs} o]ZelF% 3mg/kge] HE QW
EJ 2 = Ay uis) dEGFe FHELS 6%(25%/407H)0IA Tk MY i) FHHFo]
WalZ1 7k 717ke] S0 Le/ANECES: 244-10.170)eldek. Ay miAy
HAEASOE 22%9 &A= o] o o|Fe e FAE I FTsIRoH, 3.7%=
o] ¢fx} o] EH BAE HFAUCH HIASES UehH o] 84%7} 182
IFEZEIAHZO|E(HA 40mg/Lde ZHE=ULE SI7IRHE FoRigton, 7|3He
a2 309 (9 5¢€-11.87 D)ot} 68%2] Ayt 3] FEFHITH o] oF
FoE AME oF 13% Aol A #HFFo] AT
o] °F 3mg/kg® o]z F Img/kge] W&
2448 CHECKMATE-214 9 CEHCKMATE-142 oA, o] <F 3mg/kgs} o] =] 55t
Img/kgel W& 84X A T WY wirl HAFY TAES ALY SANA
4.4%247/547%) ol HAZY FAA 1.7% @QW/119%)elAutk. | ujsl
HAFol EHIZ7ZEA 7zrY FNHe ARG XA 2.671LE 9
8U-9.271 o]z HAAT FhAto A 1.97]LCHRY: 27Y-3/1Y) oAtk B wA
Aoz A3 2 AAAM666%) T 1.8%2 3Ats o] F ojFE Fite
o, 17%= °] <3 oldgFHe FoAE HFSIATH
Stat= A ZEHIAZHEZOES AR AL, 92%71
(H& 40mg/€e ZHY<s 57HEHE Fougton,
Fe]  FhEkE 19%(‘%'.?%’4: 44-3.27MDolAtk. oF 8% A= AL
ElZ g Eo|to FIE QAZYAYLS Foutolorgit). 81%9 3HA7} A3
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FEFHAT AAFAGe] s 1M FAfoA o] <3 ol ET HE FAE
AN & H S0l ALsA T
AFAIE o A, o] ¢F 3mglkgS 25 14, ol F¢ ImgkgS

O
T
1]
@)
~
=
>
—
m
M
)
ﬂ

6F Aoz WE T Ao 9%6G0E/5768)NA WS w]  HdFo)
AR o™, 4550.5%), 3553.5%), 2554.0%) HY w/ HHESE ek
4780.7%)° FA7F HdFez APt 71zke]l Sk LoZRECES:
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4% #AE ooz 94AE CHECKMATE-238, @2/4d9Axqt #45
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o] ¢F 3mg/kg¥ ol€=F% 1lmg/kge W&
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FHFoRE 294 oA o %5 AGVHD), F4 o4 o =5 2g, 74
ol o %3 HI, AAE HAAA FT AW HAa4g  F@AIKVOD),
ZHZolE-274 94 5T L 29 =FIH. ol T2 PD-1
AT B 28 HAHXE o4 FA XSl Esial MY ¢ 9t




9% 2 A 2%0 o] of2 3mgked Folwy FURTPGAY AT B
2,085 F 233%W(11.2%)°] A7 IUEFLIFA FAukS

AAolA FHAFAL AEAAY. FUBERDAY Agow d FYursol
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L
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10. 2k 7ol Al i3 Fo

11. JFFS Al AHX
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o] ¢fo] 2 Felo o
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olth. melA, WA

1 A A
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o
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25L& PD-L1 AE(FARBR 55 7I+2 A&
(B/C~7] ©f IV Mla-Mlb7] o IV MlcZ7DE 71&F0.2 =315
AAES 11 29 wiAEo] o] ¢F 3mglkge 25 AR AW FEoRAL
o]z Fg 10mg/kgS 3F ZACRE 43 AW Eoue & =
127 tAo 2 AW 1dA7tA Fof g

34 AxE FAY AEo®, 7249 ALY HAx AW(FL, 99 AL
v 94 o)), 2L iy ZAF =& AR 73 F 9
AFA Afolo] Azto g, AFAtel o3 HIiEHJT FAEL A 29t 1250kt
T H7HE A8l B4 AAE AlAsR I, 1 ol Fel= 671 ntth Aldsk T
shat Ageol F=hgke 554189 18-864)), Aol 58%, Helo] 95%, 90%2
3txtE0] ECOG 3 ZJEi7l 0ol AW EA2 AJCC IIB71(34%), HIC71(47%).
IV71(19%), Mla-b71(14%), BRAF V600 o] <%4(42%), BRAF oF48&(45%), LDH
F5@%), FFAE Axure] PD-L1 2dEo] 5% ooz uw 3xK34%),
Feto = Hol= 3274 (48%), A& Z9K(32%)°) A T} AGAH
CHECKMATE-2389] 4] ©] < FEojye o F7 10mg/kg FH+3 Hlw s}
FALYEANA FAFOE {3 AdE HER T
24 Aide ofg ¥ 48% 19 1o YERATH

H3hel AJCC H7)

¥ 48. A3 (Y449 CHECKMATE-238)
o] of o]F 7 F % 10mg/kg
(4527) (4537)
FAL AE
Ay AL F& Al 154 (34.0%) 206 (45.5%)
FAd AE FH0NE) NR? NR?
2€n](97.6% CIP 0.65 (0.51, 0.83)
p-value® p<0.0001

¢ =eebx] g kthNot reached).

b =3} Hlg 9¥ = d(stratified proportional hazards modeDol| 7]4F&Hc}.
¢ Z3l"l 21 83 AA (stratified log-rank test)ol] 7]4kgch.

p-values= FAZ FoldS 7] s &t 0.02449F Wl sk

[="

a8 1 FAT AE (Y3418 CHECKMATE-238)
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Prodaddty of Recurrence-Frie Survival
=

03
0z
=i~ OPONO

o —— T

ﬂﬂ'lr FTr'JTmymy i T T T 1

] 3 & hﬁ .rEM 15 18 P M o

LT nC e S-Lmliw

Mg of Sutyhits &1 Fegi
OPOND

43 ¥ ¥ @ m ¥ 8 N 5 0
ipdemumab 10 mghg

Q@ AA 7HeHFTE¥I] dem o) Ev X BZE) HAANEHIY & A
B % 8 H(neoadjuvant)

[94A @ CHECKMATE-816]

A3A1E  CHECMKATE-8162 F2¢ wiA, 371 LAz AA 7}
HaAdZzd S s gde= Py AJICC/UICC  73& 7+
zAgtH o7 HAAd B (dem o), 7] == MA7] AA 753 vHlAAZH Y
32}, ECOG <3 A= 0 == 1, RECIST vlle] & =4 71%3 AHS zt=
s ZEe A

EGFR Wolu ALK AFR7F AAY, 255 ol Ex

Azt == A WY AV Had 9T AH Y SAEL2 AL HUT
IAEL O F Fo2 F29 wiAg=d
eo] °F 360mgs 30wxt AW A F P wlE 7Nk oS 3F (HHoR
Ao 377 ¢ Fo ==

ol 7|k 33 S 33 Ao E HU 3F7] 7HA B

2l A 175 mg/m® ®=+ 200 mg/m® & 7R g8 AUC 5
EE AUCE (2E =43F), HAWEIAANEZ 500 mg/m® 3 AxZFFdd 75
= AAER 1000 mg/m? =& 1250 mg/m® 3 Al ~Z el
2 FAFHAT. A5 7§k ssta o s Bl=ERl 25
mg/m’ == 30 mg/m’T A2ZgE 7omg/m’, E=E =AE4 60 mg/m® == 75

2

I©
N
@
o
1
Fo
i
rlo
5=
il
AC)
!
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mgm’ 3 Al=Zgtd 75 mgm’ (BE =Ae| T 9 F/ A2 2o
Z AT

A3 the A3 Q4SS PD-L1 2% 2Hd F£F (=1% vs. 1% ==
1423, 29 oA B/ vs. MMA), 2 A¥E (&4 vs. oA)olAtt.

Y Wk AN, % UL o, £ F 297 12% A, ol F 34T 649

747, 53z od AR Wl AWHAY AP @A AAHAA

o ik

Fo §E4 A%E w4¥E 539 Y AEGICR Bl 2AR TAR

@+@m>w w798 =9 ¥e AE GPRY od WrR Wty 97
SECRCIT F7h89 fE4 A% 32 A YE09L TF3sh.

AR BA WS o] ok MF s ey W WA T WP A

s ot @ P179%) 0.2 P29 uj g e,

S7 Aol FIEEES 65H08 ) 34-84M)0l B, 654 o4 BAE 51%, T5A ol 4

SAE 7% AL, ohAokel 50%, M) 47%, Fl 2%, HA 71% ol AT,

714 % ECOG <3 el 067%) T 133wttt 714 = PD-L1 F% &d

FH =1%9 A= 50%01Ra, 5%+ IB/7], 64%= MA”Z] °ltt. 51%+= 33

24 FY, 49%< vHEP =S Fde zHa AT 89%= AAFA
:g‘_

&d <=(definitive surgery)2 ©] oF3 Mg 7|dk 3Sta ¥ HE W #Ak
83%, 3}t QW $Hx}o] 75%0l| A wglrk

CHECKMATE-816°14 EFSe} pCRelA FAACZ Fo3 /AdE dE3sHATH
FaAd Ades & 499 19 29 AAIE] AT
= 49, A7} (Y42¥ CHECKMATE-816)
o o3t MF 7w ke SE L LA
(179%) (179%)

BICR #4171 A& (EFS)

AR (%) 64 (35.8) 87 (48.6)
3 O €e)a 31.6 20.8
(95% CI) (30.2, NR) (14.0, 26.7)
18 1lb 0.63

(95% CI) (0.45, 0.87)
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F3tel =1 =9 #A p-valuec 0.0052
BIPR W2 3H4 @A -8 (pCR)
pCR $kAt4 43 4
pCR Y& (%), (95% CDd 24.0 (18.0, 31.0) 2.2 (0.6, 5.6)
F48 AR Aol (95% CDe 21.6 (15.1, 28.2)
p-valuef <0.0001

FARA Aol tis HA F3 7132 2Ll
 Kaplan-Meier =% 7]4t3it},
b =3ly FZ~ vld 93 =d(stratified Cox proportional hazards modelell

slg 21 9 AA (stratified log-rank test)ol] 7|¥kdich. BAA FoA o

Z3A: p value <0.0262

23 -3] o] &(Clopper-Pearson) ol 7]4HksH

¢ 33 ®BA zole VtFEAE £ Zad-ALE-dA HA (Cochran-Mentel-Haenszel
test)oll 7] xkghet.

f 239 Iaza-A9-a4 A4 (Cochran-Mentel-Haenszel test)ol]l 7]uFgte.

o

19 2. FA AEE (Y8AF CHECKMATE-816)
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1.09ec
0.9- n\ku&

0.8- "&Z‘i_&

0.7 \:\m‘

0.6+ i

0.5- 1“‘&H‘ %zo—mw—@

0.4- Jua—_

0.3
0.2+
0.1
0.0

[P E—YY

—&— (PDIVO + platinum-doublet chemotherapy
—-&—- Platinum-doublet chemotherapy

Probability of Event Free Survival per BICR

rTrrrorrrrrrrrrrrrrrrrTrrrrrTrTrTrrrT T rToroerrd

D 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Event Free Survival per BICR (Months)
Number of Subjects at Risk
OPDIVO + platinum-doublet chemotherapy
179151136124 18107 102 87 74 41 34 13 6 3 0
Platinum-doublet chemotherapy
79144126109 94 83 75 61 52 26 24 13 11 4 0O

AR AE 24 BA, BAY 26%7F AP AA A0Stk Aol
ARE FHEHNA HFE BIES 057 (95% CL 0.38, 0.8Mola, FAH F4
AAE GA &g

Q@ Heold =EE ALY ¥¥Ey nAAETHLY 1x A8E2A FHEEHY,
G2 gA, WA Tt e 2y

(94 A1d ONO-4538-52]

WA F ONO-4538-52& Th71&h, F2¢l WA, olF w719, 9loF dz Age=
ststan Adol la A WA e¥ol AFsA e 3BAY) me ARA
aEy madEdgel Sl #A4E tgos JYH/UT EGFR Wl e ALK
EE ROSL A7t e #A= AHT #2452 o o 360mg EE ke
FFRZEI(AUC 6), 3Z2 84200 mg/m?), WHFAIFH15 mg/kgo® T4
st BEshe 35 AR Al 657]17HA] TR, o] F o] of 360mg
flefs HPEkAIFHAS mg/kg@t WEst 3F Ao R Fosiin. W&

Feb o] k2 WA Folstz, o F HFaPe Ha 0% o=

T N

+ RECIST vllo] m& "Wo] IIFHAY & =/ 54 A HA7HA
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o,
rr

HAat TFB7le A 48F B 67 HEHoE AFPHIL, I o|Fd&=
o] xld wj7tA] 125 HA 2 AAEHATE AGAI P FHATE A} AR 9
T 66M0HR: 27-854D=E, 654 o]de A= 56%, T5A ol A=
11%ol A 3L, F8(75%), oFA10F:1(100%)°] At

&  F83A AZYd FHY AT [959%CDe UEFHTNA
12.1270€[9.76-14.00], YFFoll A 8.1170€[6.97-8.54]0]Q 3L, ©] < FoAFLLS
Aok HuFPSA EAFHcE {3 AAES Uebltth(hazard ratio: 0.56
[96.37% CI: 0.43-0.71], p < 0.0001 [stratified log-rank test], data cutoff on February
10, 2020) (1¥ 3)

ot

Al
|

¥ 3 5 AE (Y3AF ONO-4538-52)

100 1
%ik O OPDOVOHChemotherapy (C)
| £ Placebot+Chemotherapy
&0 4 \

=
€
£
o
g e
&
=1
£
S
E 201
]
£
04 1 ] 1 ] ]
] L] 8 12 16 Fail 4 28 R
Progression-free survival (month)
Number at msk
OPDIVO+C 275 acd| 163 f28 A8 153 G 0 0
PlacebotC 275 225 127 53 27 41 ? 0 0

@ olAe] A& B e A=Y

[9)4A @ CHECKMATE-214]

A8 CHECKMATE-214&= 1:1 29 #jA, 37 dAAFez ojdd A=
e YA A zY 25 e s JPHAT FAES PD-L1 39

Aglol 2RHAT. AAAEH CHECKMATE-214 e 34 5L A ¥ Ho|r}

UAAY, &4 A7 A9 A3 & dAHo=z HYdAAE B=E st FH Y

aEo] AYHAT. #FAEL IMDC 4%  HS(nternational Metastatic  RCC

Database Consortium prognostic score) 2 A &S 7|Fo 2 =35 Ut}

#8242 IMDC 7] W& 67FA oF fdda 5 H4: A oS 7HAx

AE F31H2 F(intermediate risk) 22 12 F(poor risk) Aol A H7LE A THE =

—_— =

‘do

[‘.Y:‘oh‘.lj

rlo
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Az Hee we AZ|ERE 729 wiA7tA 19 mRke] 7]3F, Karnofsky
= 2 ==Y X, 10mg/dL =3 Zw
BAFR, A ARt 5 a3 X, Z4 FIANEG 5 Ay

<
AAEL theo ¥ For TAS wAsHYon, g AWHAY 3§ B
oFg

FolstAit

e o] °F 3mg/kget 0]%6}3—% mg/k < 3F AL E 43 Rt F, o] of
dmglkgs @= QWOE v npth Fof(o] of olEEFH W& FAL,
42578),

T

e FUHY 50mgs 19 13 AF2 453 Fosta 2573 Foste AL 157712
stod WHEHUE Y FoT, 422 o)

2 A % o] 4]

gatE 8%olAh thrd At FA(73%), M AB7%)01 1 o™, Karnofsky 3 =7}

} 26%, 90-100%%1 317} 74%0°] LT},

8 FE4 AA4s U S 19T FATAAY A AE, FY AYERRC
7 3 E(IRRC H7PHE  HIIEHAT. ol AT, o] o
el #HE FoATY HA AE 2 ARAH 6EELS FUEY FoAT tiH]
Ao R F23 MALS Yetlt (F 50 2 138 4. #AA AE9 7/pxe PD-L1
A& #AIgle] BEEIUT. o] YA PA FRW YES A FAHCE
olslA] FUTH.

A4 A1el CHECKMATE-214¢] 84 A5 & 509 Yel At

ol 273 61M(E 9 21-854)E, 654 o] T 38%, 754
]_

® 50. &4 23 (423 CHECKMATE-214)

/2P FAL
o] ¢} ol FH H TYEY
£ (425%) (4227)
AA BE

Abr 140 (32.9%) 188 (44.5%)
AL TORE) NE 25.9
A¥11(99.8% CD? 0.63 (0.44, 0.89)
p-value® <0.0001
32 Wg-E(95% CD) 41.6% (36.9, 46.5) 26.5% (22.4, 31.0)
p-value®® <0.0001
A 3| 40 (9.4%) 5 (1.2%)
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HiE e 137 (32.2%) 107 (25.4%)
=

A 293712 S EOR)(95% CD) NE (21.8, NE) 18.2 (14.8, NE)
TR AE

Aze 5& ALY 228 (53.6%) 228 (54.0%)

TR AE FH0ONL) 11.6 8.4

A1E1(99.1% CD? 0.82 (0.64, 1.05)

p-value® NS

@ =3} vl 93 =d(stratified proportional hazards modeloll 7]¥+g+ch,
b =35l® 27 @3 @A (stratified log-rank test)ell 7]wkstch,

¢ p-valuee FAZ 8-S A7) f8 &3 0.0029F ¥ w3k T

¢ 2315 DerSimonian-Laird testell 7]%+3ich.

¢ p-valuers SAA A4S 71 8 L 0.0019F ¥lw ko)

T obw} 0.009914 FolskAl ekskot.

a9 4 AR BE EL F
104
091

A AT (Y8413 CHECKMATE-214)

rlo
Rl

E 061 M’

v OPDIVO + iptlimumad
011 —©—- Suntind
i::lnif"l'I"l"l"'l'l"l"'l"l“T"
0 3 6 9 12 15 W 21 4 21 W B

| Overall Survival (Months)
Number of Subjects at Resk
OPONO + pilmumab

425 399 372 348 332 318 300 241 119 4 Z 0
Sunitinib

422 387 352 315 288 253 225 179 89 M 3 0
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-

AJAAE CHECKMATE-2140l4=  IMDC 7] mWE 37 4353
9] d(favorable risk) A5 (2494) SA| o] oF3} o] Fvt HE FoJT+ (1269)

EE FUEY FolE (UBoz TAY wFstel A o BT
FEA BAT TIHA At AUP BATAA FUEHY Tl ol of
oFz} olWel R e Folwe AA AE AWHE 14505% CL 075, 2.8DATH

od AT Adel §lE AW AMEL B4 o] o} oW T e 2ol

[ A E CHECKMATE-9ER]

d/dA1 e CHECKMATE-9ER-& 7249 wig, 37 YA ol A5 Ade]
g APY TS IS gozm o oy FRFEJe HE EO:] 2
TUEY SdFoAE Frisiain. 444 d CHECKMATE-9ERAI A #A47} wie] Ak
T2 HAHoRE WYAAAE AR ste FHo FAES AU 9‘*1}%%
=A Aol AT dolEMol BAAEIMDO) dF HEEE vs FT Vs
y®)el  PD-L1 FF  BE  (21%  vs. A% T  wEx) o
AU /AU HAFH/EFE vs UHA 57bE 7oz S3E[AY. EAse
o] of 240mg (v 25 vith Ao Fof)3} 7FEAEY 40mg(1e 18] A+ FoNe BHE
Fo3239)stAY FUEY S0mgY 13 453 AT Fo & 233 Febs
&Y F4(3289)3k Atk RECIST vllel @& A®o] APHAY 58 Brted 54

WA A7EA] A s ALGEA

AdAI ol o3t S AFol FIHFe 61AI(HS: 28-904DE, 654 ©]d<]
A= 38%, THAl olde]  EAE 10%elt o EAe EA(74%),
W 1(82%)°1 R 2™, Karnofsky <=3 AFEJ(KPS) 70-80%%1 A7} 23%, 90-100%<2
kA7 T7%°) At

A= IMDC dF Hol met 22% 43, 58% &1t 20% YEo = EXHT
8 FE4 A= 5HFT L*37}(131(:11)011 2% T8 YEPF)CZ =AY
42 fEH Ay AL HdA AE0S37  BICRH7be| AT
2 k-85 (ORR) ] 1 . THHU Folel Hluwste o] ¥ FIRIEHES
HeagdS o) 729 wiAE 29 PFS, OS, ORROA EAZ o2 §23F 7j4o]
A=HA. A3 AE CHECKMATE-9ERS] faA ZAx= # 51 & 18 59 19
6ol e AT

® 5l F+EA A3 (Y4A8 CHECKMATE-9ER)
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o] %3} FIEAEY HE FYEd
(323%) (328%)
TR AE
AzE =2 AFH%) 144 (45) 191 (58)
TR A= FH0O1E)Y(95% Ch 16.6(12.5,24.9) 8.3(7.0,9.7)
2811(95% CI)P 0.51 (0.41, 0.64)
p-value® <0.0001
AX BE
AF(%) 67 (21) 99 (30)
SO E)*(95% CI) NR® NR(22.6, NR®)
219 1](98.89% CI)° 0.60(0.40,0.89)
p-value®®! 0.0010
AAA W-gE(95% CD* 55.7%(50.1,61.2) 27.1%(22.4,32.3)
p-value® <0.0001
& Hkg 26(8%) 15(4.6%)
BB S 154(48%) 74(23%)
WS- 717F F 2k ON€)(95% CD? 20.2(17.3,NR®) 11.5(8.3,18.4)

® Kaplan-Meier &4 7|93t}
b =3ly FZ~ vld 93 =d(stratified Cox proportional hazards modelell

271 <=9 AA (stratified log-rank test)el] 7]4¥Fsic},
I =519 227 £ A4 (stratified log-rank test)ol] 71¥Fst oF
¢ =gshA gkgkth.(Not reached)
Fp-valuers 3t 248 98] &9 0.01119F ¥ w st
¢ Z 73 -3] 0] =(Clopper-Pearson) %ol 7|9kl CI

o

" Igg-we-slA AR (Cochran-Mentel-Haenszel test)oll 718FsF %= p-value

AN

p-value

a9Y 5. 533 A= (Y3A ¥ CHECKMATE-9ER)
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Probability of Progression Free Survival per BICR

|
—~A— (QPDIVO + Cabozantinib 9
011 o sunitinib as
0.0-
LINNEL R AU L DR (L R N NN ANENE DN N DN D DNNEE A DR DNNRL A BN DN R R NN
0 3 6 9 12 15 18 21 24 27
Progression Free Survival per BICR (Months)
Number of Subjects at Risk
OPDIVO + Cabozantinib
323 2719 234 196 144 i 30 11 4 0
Sunitinib
328 228 159 122 79 31 10 4 1 0

138 6. MA AE (Y4AE CHECKMATE-IER)
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1.0F
0.9-
0.84
0.74
0.6-
0.5
0.4
0.3+
0.2+

Probability of Overall Survival

—A— OPDIVO + Cabozantinib
011 —-o—- sunitinib
0 3 6 9 1 15 B 2 24 7 3
Number of Subjects at Risk ~ 0verall Survival (Months)

OPDIVO + Cabozantinib
323 308 295 283 259 184 W6 55 1" 3 0
Sunitinib

328 296 273 253 223 154 83 3 10 3 0

® AA 5 == do)d 2zAERTLY 13 &

[¥4A1E CHECKMATE-901]

9] 4A¥ CHECKMATE-901& o]do] & Ado] g A4 E7%

QBALRUG BAE Ao A9 WA, T APl
Q

o
[
2
2

o
oy
iy

o

—

Do

=

e

o

o

. o
=
—

40 ox o X

oo oF = oXx

22 =ls
(=1% vs. <1% =+ "2} 3t xqo]giljr szl o)
L1 72938530,
ol Uo] o] oF 360mg B Aol 657] F AxFed 70mgim® e 1 Ik 2

219 Fo 8 UAo] AAEN 100mgm? el o) F Awo] AWHAY 38T 4
Qe ZAol vehd WA ol o 480mg 4Fvith ©E Fol. dwo| WA
GAL, HET 5 gl FAol glE A% o] k2 A WA FolgzyE Ay 2d
59 BB A&agin).
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o At 657] w<¢F 1 Yol A2~Z2ke 70mg/m® 181 Aol AP ALY g
F e A Yehd w7z 1 A 2@ 219 Fo| 8 o AAEI
100mg/m?* &

T8 §34 Z3F}= RECIST vlls Agske] BICRA s B@rid AA A&

T AE2PFOez SAHAY. FrHHo= Fa84d 23 SA LS BICRO o3

B7tE ARA HEES EsiAT dAAIRe FAd s A"l FIb

6541 (H $1:32-86)=, 75A4 o]/l Fxb= 12%, ofAloFl 23%, W<l 72%, 321 0.3%,

0.3% otel7t d59 Ee deja7h AN, O 9 4.9%, 3slavY == gEA

12%, G4 T1%2 TFAE ATk 7142 ECOG 3 AHE 063%) == 1(46%)0191E}

ZIAXANA 87% BA= 20% It HolE EIEtY FHold Q[LEBAEGILS Z

AN, 11% SAE =4 JAPA QZAZTAIY, 51% A= QZAEAT

ZA8HA HolE ZFu 9t

e g 7 gt a el BE o FolA 499(16%) 2 AlaZFEw

FolA 43H(14%)e AHolx 3 Fr] A 2ZTE Eo o%

Aggch AAE CHECKMATE-901¢] &4 ZA#4E % 52 ¢

2

)
o

Hil Hil

P
ks
©

® 52. w&A 23 (443 CHECKMATE-901)

o S AEEER R ) szga 2 gag
AAE 38 (3047%)
(304%)
AA AE
AHA, n(%) 172 (56.6) 193 (63.5)
S3HEONE) 21.7 18.9
(95% CI) (18.6, 26.4) (14.7, 22.4)
0.78
218 81(95% CIP (0.63. 0.96)
p-value® 0.0171
FR3 g
AFA, n(%) 211 (69.4) 191 (62.8)
SO 7.9 7.6
(95% CI) (7.6, 9.5) (6.0, 7.8 )
0.72
218 81(95% CIP (0.59. 0.88)
p-value® 0.0012
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g g
HH-S-E, n(%) 175 (57.6%) 131 (43.1%)
(95% CI) (51.8, 63.2) (37.5, 48.9)
S wkE, n(%) 66 (22%) 36 (12%)
HF5 1k n(%) 109 (36%) 95 (31%)
g 71zt
FZHaON4) 9.5 7.3
(95% CI)* (7.6, 15.1) (5.7, 8.9)
4 Kaplan-Meier =4 7|43k},
bz3slg Z~ wyg 93¥  wd(stratified Cox proportional hazards modelell
71 Rkgo},
¢ Sstd 23 =9 A7 (stratified log-rank test)ol] 7]¥kgk = p-value
¢ BICR w&} 37139tk

a8 7. A BE (Y4A1E CHECKMATE-901)

1.04 %
M, —&— POV with gemeitabine s cisplatin
0.8 B:t-.‘ )
— l— - bemcinsres - Onplam
0.8 .-_K
‘E 1
e 074 B
2 e 0
3% %
é 0.5+ n‘c,%'::‘
=
Z 041 :%.""‘"ﬁ..,
8 031 -, PO
E ! h”"—" [T ———
02- 0
01 o e
0.0+
| LN BLELE BLUELE B LN LN R LB LES LEE BB TPYTyT LR RAE LAEREE]
I}GEU21::5321?42?3&33353’3424:#3:1545?%53

(verall Suraval (Monthis)
Musmiber of Subjects at Fisk
OPDINVO with gemcitabine + cisplatin
MM BEHI NG IET W2 10 07 B4 GO 53 4B B B AW B R T 4 2 0
Gemcitabine + cisplatin
FUFTMZNABE M0 202 B2 65 9 M I M 1T 16 13 9 4 4 1 0

19 8 7338 AL (Y4413 CHECKMATE-901)
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104w,
o) %- —i—— OPONO with gemeiabee -+ Ciaplatin

Yy — 45— - Gamcitmbine +¢aplbn
084 %‘
074 ﬂi
0.6 g3

054 ‘E
0.4- AL
03 e
N B e,
0,24 “."?-, e “‘L"'_h -a
e i
014 e .

Probability of Progression Free Survival per BICR

EF .1 LT TrTea,

0.0

003 6 O 1215 18 21 24 27 30 33 35 39 42 45 48 51 54 7
Progression Free Survival per BICR (Months)

MNurnber of Subjects at Fisk
OPDIVD wath gemcitabine +cisplatin

IABIMINMG B2 65 57T 49 40 36 31 26 9 M M W06 5 1 O
Gemcitabine + cisplatin

ATIMOEI B B W12 009 8 65 2 110000

® AL ol T2 o5 A TFYY Hza W
[24Ad CHECKMATE-274]

AdA e CHECKMATE-2742 o] ¢S REzowWo=w ok txd 73
°olF w7HH Ade=E, WF e AR Q2R EE
QEAFAA EGe] 22 HAA=R0O) F 120¢ ©] |

e s =AU

AL o] w2 JEL D FE A RFaW(neoadjuvant) o2 A
setas we APUARE ypT2-pTda =& ypN+ ®7]eola, 2)
HxoWog AN2Eg® 3gawd FAASAY olE AR A
35t WS R e APUdAlE pT3-pTda =+ pN+ Wr|ojof . b
o] oF 240 mg & {oFS 2F HFLE AW & F8Y F gle 40 A
W7kA A 1d 9k FoARsin. #SAE2 2 "J=zd AN+ vs. 1070
njuk PYZAS A A NOX vs. 107] o] F=ZHE AAF N0), PD-L1 =3
THAZ(=1% vs. <1%) R A=Fedl A3 35t AR o R(d vs. ol R)
met SIEAT AGAIFA FAd A AH Y FE 67TAIE S 30-924)DE,
dAo]l 76%0)a WMA(76%), ©oFAoFl(22%), 320 (0.7%), ot ezt YFW ==
27t AFR0.1%) o2 FAEHJT A9 43%+= o|Ho| & A BRFE8H
ANz=Z2ted sistaHS wkgtow, uwx 57% FAE FAAQ2%), A
AEEE3% 92 ZIEHRIEA X502Y AFE ol & A BHEaW

fo
i
= 2
f
N
jus)
rjlg:::
ol

o
i
rlo
ox
[-40
r (
X
ok

i)
b
e
1o
o

)

i S
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ANzE2td Fstalle A it @Ae] 40%=  PD-L1 2™l 1%
olgelRer, #xel 21%E HHALRAAIIUTUO AT F8 fFaEA A

Ay AEOFSez RE A9 wWAE"E AL PD-L1 =1% €A
ez FHriER FEAW O AELE Hx AT (54 L2498, =4
H] 3;»44 wT: AR, Ee ARG Atew AogHU. F71A<
FEA AF AL AA A209S AT AR AAE FIHEA A,
9 F umo}oq o] fS FASAS W e 729 WA AT H PD-L1 =1%
gx ST BAFHSE  Fod  DFSY iAol AFHAG.  EF
G2 GUTUC) &24(14978)2] =AY k9 &AM, o] & ffa
Hlwste] T4 AEolA Aol #FHA It ASIHEA & FEAH &Y
A9 vl& FAHAE= 115 (95% CL 0.74, 1.80)°] AT,

T~

B o r[r

¥ 53. A3} (YA A CHECKMATE-274)
ZAA 729 W3 PD-L1 >1%
o] o ok o] ¢ Aok
(3534) (3561) (1404) (142%)
TAY A&
AFA? n(%) 170(48) 204(57) 55(39) 81(57)
o2 A 47(13) 64(18) 10(7) 24(17)
LA A 108(31) 127(36) 40(29) 52(37)
Abr 14(4) 10(3) 5(4) 5(4)
FAY AE FHONE 20.8 10.8 N.R. 8.4
(95% CI) (16.5, 27.6) | (8.3, 13.9) | (21.2, N.E) | (5.6, 21.1)
Agm© 0.70 0.55
(95% CI) (0.57, 0.86) (0.39, 0.77)
p-value 0.0008¢ 0.0005¢

NR. =234 ¢athNot reached), N.E. FH& 5 glth

AR AN A S Z3%T (ZEEF HAb; o] ofF FoAT 1A
Fol 37

P Kaplan-Meier Aol 7]gFgtc},

¢ Z3t" =Z2~ vy Y¥  =d(stratified Cox proportional hazards model)ol]
MLiii=g

H|= o] ¢F vs ¢ ol

Tolzl 2Rz ANxZetd, ¥Esty Id=xd A 2 PD-L1 28 Hel(=1% vs

1%/ A ot T3e =27 =9 HAE, AA 749 A SAoA SA A

)

9l

—

.

=)
o

:
[k

A
N
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ol del g A A: p value <0.01784
Cold ARz AxZgtdl, Wz dxd A oo S3tE 2O o9 A4,
PD-L1=1% gtAtoll Al FTAZA Fodel thak A p value <0.01282

a8 9. ZE 739 iR E $ANA FAY AL (44 CHECKMATE-274)

Probability of Disease Free Survival

021 _e— opONVO
014 —A—- Placebo
[]"U-r T 1 ] T 1 [ T 1 I T 1 '| T T I T1 ] T 1T [ T I T 1 [ T 1 l T :| T T [ T 1 l L '|' T T I T 1 '|' T 1

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Disease Free Survival (Months
Number of Subjects at Risk { )

OPDIVO

353296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0
Placebo

356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 O

@ A=

A B3 =5 Aol TAEY

[94A1E CHECKMATE-9DW]

1’4418 CHECKMATE-9DW-2 HAl E7153 Ze Hold AMEY dxs
o2 g F2AY (LD, 3/ ¥ dFAFHo|. ol Aol zAgHo R
B 7PA=<H Child Pugh A 53, ECOG %3 4 z1384 74
| tial o]Hel] Al XEE WA S 184 o4 *éL 27 23E A
Aol AUAZ HA= o Ardo] ot ek AlRoA = &4 A7te e 23
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3 TA W4 1219 o), @& F 60,000
FOI@ R, A4 @ o) A8 BRE oA e, HV
o wlole] A(HCV) = HBVS} D 7+
ko & 22 (HDV)-‘H 24 FA Aol Y FAE A HAL
As) F2ke) W= Ao,

]
e o] oF 1mg/kg% 3F ACcE 30=o A AWM HAH FU% F 2

< o
o]Fe TS 308 A 3F Fow HA FYPoE A 43 HEL QW T
o] oF 480mgS 45 A SR 304 ZAX AW HH FYOE ©@E 8

o Aol Mele uhel
HElY 8mg (E%-A 60kg ®|9 A) =& 12mg (BFA 60kg °)4) WY A+

e
2=

rr

B

2hod 400mg skF 23] A7 Fo

9 WS WAMHBV vs. HCV vs. HlHpolg 24, didd AW Z/=s 149
(F7), 2eal &3 gjo} @(AFP) X](=400ng/mL = <400ng/mL)ell =z}
ﬂﬁ‘”‘?} ol ofz ol Fwte] W& ey AW Y, & Bited 54

¢ AFHAT. o] BTl 7]Qlg F2Eo = s HE 2WHe

o re oo Mo AL o
o o rtLorr OINr 2 »
i
ﬂ:ﬁz
\&}

™
an{:lll
©
ot
=2
L
ﬁ:{
i
\
-
Q
oo
Aut
32
kW)
o\
o2
o
AN
N
rlr

165, ol% 485714 w] 8F, 1 Fol= HW ¥, A
N2 AIZEA | 12 vie SR EAT. T8 HUPHsE FAS 8" 2
AA AEOS)eIAT. F7F FEAX  HUESE BICRe]  Hrie A#A
H-8-&(ORR)# ®¥Hg A <47]XHDOR), ¥
=4 o+3} AZHTTSD)o] =35 At}
3 668“8‘-‘-'4 gz7E o] o 01%?4%3—%%45% Hg QW33 e dTFAe
A 1 AutEY = agEdE al7] flal F&9 A=A AFA
{Eﬂj%oﬂﬁ—t— 2 8Hke gxlo] 85%7} Eﬂlﬂ} 93-S, 15%7F &84S Fofigtd.
BAF FAAd A HE EAALE A#H9 T2 66M(HES: 20~89H o,
53%7F 65A1 o], 16%7F 754 olteldth. AFHEE 53%7F W, 44%7}
o}Alo}Ql, 2.2%7F Z0) A, 82%7F Aol 71A X ECOG 438 AEl= 0(71%)
EE 1Q29%)°1 Atk 34%2] A7y HBV 2+, 28%7F HCV Zrdolda, 36%= HBV
T+ HCV & A4+ gtk
19%2] A= dF2A A3, 11%= H-4FZSA AWgEe] ok giREo

ki
ey
olN
(i
g
1o
i
iy
bt
il
N
23
o
fu
o
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3t2k= 7] BCLC W7] C (73%) A3 7FA I AR, 19%+= W7 B, 6%= W7
A 3t} Child-Pugh H<471 5, 6, 7 o142 &A= 22y 77%, 20%, 3% <14tk A
54%2] BA7E k9] HolE, 25%7F ¥ AWE, 33%7F AFP X =400 4 g/L<
7FA 2 A AT

UMM FEA AFdE ¥ 54 D 28 109 YEFAATE o] oFzb o]F e it
HE Qo Ades A7y ARl dAntEd e A g vlaste] HAFH
717k 26.871Y 7|vto 2 3ttt

® 54. 724 23 (32138 CHECKMATE-9DW)
o] o3} olFERY | AulEg =& AFdHY
(3354) (333%)
A A&
A (%) 194(58%) 228(68%)
FONE) 23.7 20.6
(95% CI) (18.8,29.4) (17.5,22.5)
21 n] 0.79
(95% CD*? (0.65, 0.96)
p-value® 0.0180
AA WHS-E, n(%)° 121(36.1) 44(13.2)
(95% CI) (31.0, 41.5) (9.8, 17.3)
p-value <0.0001
& 9-§-(%) 23(6.9) 6(1.8)
B d-2(%) 98(29.3) 38(11.4)
Ll saivd Pl
S ONE 30.4 12.9
(95% CD‘* (21.2, N.A) (19.2, 31.2)
H 2 2.1+. 32.5+
8 Z5tE F2 vy mdo ZhHkgith

21 B3 AR 7t A A 7ol

1& AFg3tod BICRe| weh #H71stat.
= Fad-wd-ad AA (Cochran-Mentel-Haenszel test)dp 7]
d ZAA: p-value<0.025

73 Al:p-value <0.0257

=
(o
@
0p)]
—
—

Wk,

a

+ A Zl

=

=kl
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of ofi oldATHEE ane £= 2ol Hle] FACT-Hep HCS
SGHEANN S oE AL 2 fostA PAaHAZAT. HR 0.76
(95%Cl: 0.62,0.93); p=0.0059). 4 otal7ixlo] AL R2H9] WMiAE =E Axjo] A
FACT-Hep HCS #91¥5e gnos on Qi AaC]2Ho2RE Hi 6%
27k MAY WAA Y FAS] WA AHEE AR ReoHdrh

a9Y 10. AA A= (J48A1d CHECKMATE-9DW)

1.0
4 —— OPDND + lpdirumat
= iy — e WV choics

0.8
07
0.6

0.5

04

Pratiability of Overall Survival

0.3

0.2

01

0.0

] 3 § g 12 15 18 21 24 27 30 33 ] 39 42 45 4B A
Humber of Subjects at Risk
CPTHVD « Ipllimumal

335 30 M4 O X MG 1M 162 150 137 4 n 42 4 1 B o o
TNV Chalce
o M0 M5 M6 1M 164 14 116 106 [ “ ] 20 1 3 1 o

g EE 9 A= AR F FE F B2

[ AA)E CHECKMATE-577]

ddAE  CHECKMATE-5772  F2¢ wid, orla, ols w7Hd AFe=
FTALA FAILHCRDE B & AAleS A F FFYstEdso] e
A e AEHTEYS A 7949 ez JIPsnh. AAELS FA9
AR DOE o] oF 240mg == fFS 165F B9 25 A S 308 ZAH A
Fo I 17FHE o] ¢F 480mg EE S 4F Ao =E 308 AX AW
Fogitt, AWo] AEAY 8 5 gle FHo U w7 Ho 1d
ek N8I ALEHAG. T2 A A 4~165F ool ¥4 HAES e FAU}
o

oy Jm o

>

o 2
kW)

0o
=2
>
-
i
=
ot
ks
ok

S
>

A SALRCRDS WA sk, 4714 4A
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(H4A >l0mg/de] Zgycy<s
e £ da=ste dHAd A
AFATE F2Z9 WAL PD-L1 £ &d e (=1% vs <1%), ¥eElstd g
(¥ =ypNl vs. &4 ypNO), ZASHHH vs. Aho=z F3=E ATk
a4 Axe 7449 *@i(DFS)Oi 29l AL A Hx AT (54, AY
I A REAZRE 92), e AR ) T 1A BAsE A Abole
ro =z, A=A ol 9]°H H7HE AT

AdAF gt A AH FFLE 62AI(HEH: 26-864DE, 6564 o]e
shabs 6%l BAE 85%7F  WAOIT,  okAokI(5%),  M<1(82%),
EA11%e2 FAHAT. A EJL 27 43w GAlolA AJCC 1I71(35%) =+

il
o
Y]
[
o
i
o
m

AN (e
fr o mw rfror

M7165%), 4 =5H60%), §1 A= AR SHAWOIAT, AAE A2t A W eHA
B4 WT AUGH). AR Ee MBATICWSl =AHHoz
el s gint

AR PD-LL 2% W AbE =1%9 SAE 16%01QUL, 72% 1% 1ol
71M X ECOG 38 el 0058%) E+ 1(42%)°] A Th.

Slof Folw mmste] o] ke Foldgle w FAHOR fold Paw Ao
Aol AZHLUT. FAw Ao ooje PD-Ll % Bd 2 x25} BRI
B3 ook

Q4 A% CHECKMATE-577¢] &4 A%E = 559 719 11o] JEP)Th

® 55. +EA A3 (Y4418 CHECKMATE-577)

o] ¢ S oF
(532%) (262%)
A AE
AL (%) 241(45%) 155(59%)
EARA A=) 22.4 11.0
(95% CI) (16.6, 34.0) (8.3, 14.3)
$18n)? (95% CI) 0.69 (0.56,0.86)
p-value® 0.0003

@ =319 wg ¥ =d(stratified proportional hazards modeDol] 7]®Fglc},
b =3y 2 49 #A (stratified log-rank test)ol] 7]wrgtc},

a9 11 7A AE (948417 CHECKMATE-577)
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0.41

per Investigator

B e o
L I
0.3 H & - OWIO— — © —

Probability of Disease-Free Survival

0.21

011 —@— QOPDIVO
— €3> — Placebo

T T T T T T T T T T T T T T T I

0 3 <] 9 12 15 18 219 24 27 30 33 36 30 42 45
Disease-Free Survival per Investigator (Months)

0.01

Number of Subjects at Risk
OPDIVO

532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 ]
Placebo

262 214 163 126 96 B0 65 53 38 28 17 12 5 2 1 ]

@ HA E7Fsd AP =

[94A18 CHECKMATE-648]

rr
2
L
2

d A5 HPAZHESCOY 1% X =5

CHECKMATE-648& o] @] A gue o] gl £% 27163 134, AL =t
FolAd ESCC (A% =g AUs =AHE 71 &AE ez 3 7349 6jA,
gk thx, I dEAFolAT o] AFL2 FF METO PD-L1 A& [+,
PD-L1 ¥4 Hl& AF(TPO s e H7/ME + de FAE 5393, TY
AAE 94 AF A PD-L1 IHC 28-8 pharmDx 7|ES AM&3te] H7}sldct

Forsehi A @ oy e 2L X5 E BE F gle 3V SEHAT A s
240 e o)A Ame AY 55 A 671E ol olHd 95d A¢ F&HAG
o] AlgolA F4E EFW HHo], &4 AUt WY HES AT AU,
AL FZEI2HEO|E TE HIAAAAES ALY A, TE AT T
-G Ari=e] wWugk o 7|dd 238 = vF ¥ E2 A=
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AP A= g A8 = UE EAusE T mjA =T

o (45 7HA) 1 Yt} 15 Y=o o] oF 240mge Fsta, 1-5¥¢ak H¢ (5U7D
5-FUE R 2 %g4)  800mg/m?day AWMES = 1 Axpd A 2ZetE
80mg/m® A ™ &

e o] °F 3mg/kge 25 4 Bl o] F¥ Img/kgE 65 14 BE &

e (4F ¥7A) 1-5¥atol (GYZD 5-FUEFL25-2+4) 800mg/m?/day B Fo = 1
A ztoll Al A~Z2hel 80mg/m? A W F-of

252 AFo] IPFHAY FE Brhed 54 LA AR AsS8HAY HY)

2A7MA] FEokglt), o] okg ey W8 Fougty ZReI e H/Es

AxEFedg T XA, g2 FA4 FE Am8y AL FH7

& 8-5 Aot

olF FHOZHE 7S o] AHE 3 WE a¥E FUd IAE °9H

fHo = o] o5 A& FoubE Fo] F&HIU

F29 wjge Fo AE PD-L1 2 (=21% o) <1% =+ 98, Ao (FolAlo}

of 7]t omo} A ol 718 A 9), ECOG 433 &8 O o D 5 Aol &7 <
(=1 o =2) w2} 3= A

FAIZ o] PD-L1 =1%%1 $Apellx B7ek F8
g} H7hgk PFS 9 OS itk RECIST vl.le] uwh
HAOR, o] Foll= 125 AR HAA ST
CHECKMATE-648°1 4 & 970W 2] A7} 249 sjA = Ao, o F 9657 <
Fae ANAAANM AFE s TS MES PD-L1 FALRAG. o F
473789 &A= FF M2 PD-L1 = 1% ©lUaL, ©] <3} ojde ke W&
SR 1589, o] ofx} zstawe] 4§ W 1587, BT 1578 oIt
o A AAHoT HFFL& o]FYT. ¢ AE PD-L1
THEE-E 6341 (Sl 26-854D), 8.2% 754 o]/, 81.8% A3,
o

o\-N

3 7}2 =+ BICRY|
TE HIl= 4B8FA7MA 67

=
o
[

C L
-0,
Jlm
o
[t
rlo
2
tm

73.1% o}/\]o}o]
AL AmM xSt oR ARAEK98.I%) Er AHARFAEILINOE
A AT 714 ECOG 43 el 0 (45.2%) =& 1 (54.8%)°] At}

AR A= % 567 1Y 12 2 29 139 AAFH )

:|o_l

E 56. w&EA 23 (423 CHECKMATE-648)

o] ofF ANAFEE | o] 3 ojHFF | A 2T
2 E202¢34 |@=158) 2=
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(n=158) | |(n=157)
Z9% AX PD-L1 > 1%
AR AE
AR (%) 98 (62) 106 (67) 121 (77)
=3k Oh9) 15.4 13.7 9.1
(95% CI) (11.9, 19.5) (11.2, 17.0) (7.7, 10)
21 n] 0.54 0.64 -
(95% CIP (0.41, 0.71) (0.49, 0.84)
p-value® 0.0001°! 0.0010%? -
FR3 P&
A9 Jy =2 AT (%) 117 (74) 123 (78) 100 (64)
3 Oh9) 6.9 4.0 4.4
(95% CD) (5.7, 8.3) (2.4, 4.9) (2.9, 5.8)
218 0.65 1.02 -
(95% CIP (0.49, 0.86) (0.78, 1.34)
p-value® 0.0023% NS -
TBICR @t BT
b Z=3le Z~ vy =l st 72t B4 2 Y Y s e vnd
o] ¢ko] x3tHE Fo tigk Y@yt RadE
CEslE 4= 2 P33 FgA 7hkgoh
sl s2.53.0.005, 0.014 2 0.015 z+zhe] A=A AA S ¥ F9n% p-value
CEAHoR folEhA Wg

a3 12. AA AL (I4AE CHECKMATE-648) - FYAME PD-LD1%oIA A A&

1.0
ﬂgi —— OPDIVO + ipilimumab
- ﬂﬂ‘- h’k\&l — == OPDINVO + chematheragy
e 3 A ==+--- Chematherapy
Z 0.7
?é 0.6+
=] (.51
L=
z ™4
=2 0.3
E 0.24
014 |
1]'u""1"r"1 T B B B B Lo IR A R e
0o 3 6 9 ®# wB W 2 ¥ ¥ O O\ W/ I
Oreerall Survival (Months)
Mumber of Subjects at Risk
OPDIVD + ipitimumab
158 136 16 98 89 63 50 40 3 o2 n o9 4 0
OPDMD + chemotherapy
158 143 120 105 88 70 53 3% 2 ®w 4 2 0 O
Chemotherapy
157 135 Wh V2 5 3/ AN 12 & 4 2 1 1 0
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aY 13, FRAY A= (YAAAT CHECKMATE-648) - ZUAX PD-LID1%olA

2R A=

1.0-8, —&— OPDNO + ipilimumab
0.9 —&—— (PDVO + chemotherapy
084 T 2 ===+--- Chemotherapy

L S FALLE TR R Fd e R AL FACES PREE S ROie 20 Ne
0 3 i 9 12 1B 8 21 M & I 33 3
Progression Free Survival per BICR (Months)

Number of Subjects at Risk
OPDIVO + ipilimumab
8 78 48 38 3 1®8 4 13 8 7 4 2 0

Probability of Progression Free Survival per BICR

OPDIVO + chemotherapy

158 107 75 47 29 1B 10 & 5 3 1 1 0
Chemotherapy

%7 6 3% ¥ 5 1 1 1 1 1 1 1 0

A EAZAAMI-H) == ELA 55 3R Z2H(AMMR)

Jo

HECKMATE-142]
o] A% CHECKMATE-142= cir|e,  w-2ze) oz-%a HsE /)
]

PAANFoRE ol FEFFLEIFvd, SAYEHE Ee olgxHZE 7w
slstgio g X853t B¢ Ee AR F A, IRE-dAWESFA
E-obA A(microsatellite instability-high, MSI-H) ®=+ Edx 23 ZAF(nismatch
repair deficient, dMMR)o] &= =4 APAH T ol AZAAS HAd FAE
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o CRFell w2 Wl Adudatel 34.3%7F HBV, 27.8%7} HCV, 36.4%7} w7+ o] ich.

o tf F-3& Child-Pugh <71 5(77.4%) =+ 6(19.5%)°] At

o FEo] BCLC W7] C(73.1%) % .

o AlF A9 65.6%7F MVI 2/== EHS$ 3L nivo+ipiz-oll 4] EHS ®W1%=(56.1%)= SOC(51.7%)x
o FAHOE tid 3 MVI H1523.0%)= SOCT(27.6%) Rt ThAa w3kt

[ 33.1%°l A1 AFP(AF4) %7} = 400 ng/mL A .

Table 3.1.2-1:  Baseline Demographic and Disease Characteristics Summary - All Randomized Subjects

Nivo + Ipi Sora / Lenva Total
N = 335 N = 333 N = 668
AGE (YEARS)
N 335 333 668
MEAN 64.5 65.3 64.9
MEDIAN 65.0 66.0 66.0
MIN , MAX 20 , 86 20 , 89 20 , 89
01, Q3 59.0 , 71.0 59.0 , 73.0 59.0 , 72.0
SD 9.95 10.51 10.24
AGE CATEGORIZATION (%)
< 65 162 ( 48.4) 149 ( 44.7) 311 ( 46.6)
2 65 AND < 75 126 ( 37.6) 123 [ 36.9) 249 ( 37.3
275 47 ( 14.0) 6l ( 18.3) 108 ( 16.2)
SEX (%)
MALE 271 ( 80.9) 277 ( 83.2) 548 ( 82.0)
FEMALE 64 ( 19.1) 56 ( 16.8) 120 ( 18.0)
RACE (%)
WHITE 179 ( 53.4) 174 ( 52.3) 353 ( 52.8)
BLACK CR AFRICAN AMERICAN 11 ( 3.3) 4 ( 1.2) 15 ( 2.2)
NATIVE HAWATIAN OR OTHER PACIFIC ISLANDER 1 ( 0.3) 0 1 ( 0.1)
ASIAN 140 ( 41.8) 152 ( 45.6) 292 ( 43.7)
ASIAN INDIAN 3 ( 0.9 0 3 ( 0.4
CHINESE 76 ( 22.7) 88 ( 26.4) 164 ( 24.6)
JAPANESE 25 ( 7.5 3L ¢ 9.3) 56 ( 8.4)
ASTIAN OTHER 36 ( 10.7) 33 (9.9 69 ( 10.3)
OTHER 4 ( 1.2) 3 ( 0.9 7 ( 1.0)
ETHNICITY (%)
HISPANIC OR IATINO 47 ( 14.0) 30 ( 9.0) 71 ( 11.5)
NOT HISPANIC OR LATTINO 166 ( 49.6) 157 ( 47.1) 323 ( 48.4)
NOT REPORTED 122 ( 36.4) 146 ( 43.8) 268 ( 40.1)
REGION (%)
NORTH AMERICA 15 ( 4.5) 5 ( 1.9 20 ( 3.0)
EURCPE 129 ( 38.5) 140 ( 42.0) 269 ( 40.3)
ASIA 133 ( 39.7) 147 ( 44.1) 280 ( 41.9)
REST OF THE WORLD [ROW] 58 ( 17.3) 41 ( 12.3) 99 ( 14.8)
BASELINE ECOG PERFORMANCE STATUS (%)
0 233 ( 69.6) 243 ( 73.0) 476 ( 71.3)
1 102 ( 30.4) 89 ( 26.7) 191 ( 28.6
NOT REPORTED 0 1 ( 0.3 1( 0.1
Nivo + Ipi Sora / Lenva Total
N = 335 N = 333 N = 668
WEIGHT (KG)
N 335 332 667
MEAN 73.42 72.45 72.93
MEDIAN 71.20 70.00 70.70
MIN - MAX 39.0 - 134.9 36.5 - 160.0 36.5 - 160.0
0l - Q3 62.50 - 84.00 62.00 - 82.00 62.30 - 82.70
SD 15.565 16.251 15.906

TIME FROM INITIAL DIAGNOSIS OF HCC TO RANDOMIZATION (%)
YEAR

<1 195 ( 58.2) 174 ( 52.3) 369 ( 55.2)
1 - <2 YEARS 48 ( 14.3) 81 ( 15.3) 99 ( 14.8)
2 - <3 YEARS 26 ( 7.8) 30 ( 9.0) 56 ( 8.4)
3 - <4 YEARS 13 ( 3.9 14 ( 4.2) 27 ( 4.0)
4 - <5 YEARS 16 ( 4.8) 17 ( 5.1) 33 ( 4.9)
25 YEARS 37 ( 11.0) 47 ( 14.1) 84 ( 12.6)
ETICLOGY PER CRE (%) (1)
HBV 114 ( 34.0) 115 ( 34.5) 229 ( 34.3)
HCV 90 ( 26.9) 96 ( 28.8) 186 ( 27.8)
UNINFECTED 124 ( 37.0) 119 ( 35.7) 243 ( 36.4)
HBV/HCV  (2) 7 ( 2.1) 3 ( 0.9 19 . 1,5}
ETIOLOGY PER CENIRAL IAB (%) (3)
HBV 99 ( 29.6) 98 ( 29.4) 197 ( 29.5)
HCV 27 ( 8.1) 27 ( 8.1) 54 ( 8.1)
UNINFECTED 209 ( 62.4) 208 ( 62.5) 417 ( 62.4)
VASCULAR INVASION (MVI) (CRF) (%)
YES 77 ( 23.0) 92 ( 27.6) 169 ( 25.3)
NO 258 ( 77.0) 241 ( 72.4) 499 ( 74.7)
EXTRAHEPATIC SPREAD (EHS) (CRF) (%)
YES 188 ( 56.1) 172 ( 51.7) 360 ( 53.9)
NO 147 ( 43.9) 16l ( 48.3) 308 ( 46.1)

YES 221 ( 66.0) 217 ( 65.2) 438 ( 65.6)
NO 114 ( 34.0) 116 ( 34.8) 230 ( 34.4)




Nivo + Ipi

Sora / Lenva

Total

N = 335 N = 333 N = 668
AFP (NG/ML)
N 335 333 668
MEAN 12107.73 5876.71 9001.55
MEDIAN 52.20 47.70 49.90
MIN - MAX 0.9 - 529738.0 0.6 - 152378.0 0.6 - 529738.0
QL - Q3 7.00 - 858.00 5.20 - 1069.00 5.93 - 953.45
SD 55633.850 17935.461 41469.515
AFP CATEGORY I (%)
< 200 NG/ML 209 ( 62.4) 201 ( 60.4) 410 ( 61.4)
> 200 NG/ML 126 ( 37.6) 132 ( 39.6) 258 ( 38.6)
AFP CATEGORY II (%)
< 400 NG/ML 227 ( 67.8) 220 ( 66.1) 447 ( 66.9)
2 400 NG/ML 108 ( 32.2) 113 ( 33.9) 221 ( 33.1)
CHILD-PUGH SCORE (%)
5 254 ( 75.8) 263 ( 79.0) 517 ( 77.4)
6 72 ( 21.5) 58 ( 17.4) 130 ( 19.5)
7 8 ( 2.4) 11 ( 3.3) 19 ( 2.8)
8 1 ( 0.3) 0 1 ( 0.1)
NOT REPCRTED 0 1 ( 0.3) 1 ( 0.1)
BCLC STAGING (%)
0 3 ( 0.9) 3 ( 0.9 6 ( 0.9
A 25 ( 7.5) 18 ( 5.4) 43 ( 6.4)
B 61 ( 18.2) 67 ( 20.1) 128 ( 19.2)
C 246 ( 73.4) 242 ( 72.7) 488 ( 73.1)
D 0 0 0
UNKNOWN 0 3 ( 0.9 3 ( 0.4

(1) HBV and HCV categories included subjects with past/resolved infection.
(2) No subjects had active HBV and HCV co-infection

(3) HBV includes subjects with HBsAg positive and/or detectable HBV-DNA at randomization; HCV includes subjects with detectable HCV
RNA at randomization; Subjects with past/resolved HBV or HCV infection categorized as “Uninfected” for stratification purpose.

3 frEAd 23

D 8548 89
Table 3.1.3-1: Summary of Efficacy - All Randomized Subjects

Nivo-+Ipi SOC
N = 335 N = 333
PRIMARY ENDPOINT
(0
# Events/# Subjects (%) 194/335 (57.9) 228/333 (68.5)
Median OS (95% CI), mo® 23.66 (18.83, 29.44) 20.63 (17.48, 22.54)
HR® 0.79
95% CI 0.65, 0.96
97.43% CI 0.64, 0.99
p-value® 0.0180

OS Rates, % (95% CI)

Rate at 12 mo 68.4 (63.1, 73.2) 69.7 (64.4, 74.5)
Rate at 18 mo 57.9 (52.3, 63.1) 54.3 (48.6, 59.7)
Rate at 24 mo 49.4 (43.8, 54.8) 392 (33.7, 44.7)
Rate at 36 mo 37.5 (31.6, 43.4) 24.1 (19.0, 29.6)

SECONDARY ENDPOINTS

ORR per BICR (RECIST 1.1)
N Responders (ORR, %) (95% 121/335 (36.1) (31.0, 41.5) 44/333 (13.2) (9.8, 17.3)
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Table 3.1.3-1:

Summary of Efficacy - All Randomized Subiects

Nivo-+Ipi
N = 335

SOC
N = 333

Cn?

Difference (%)°
95% CI

97.5% CI
Odds Ratio
95% CI

97.5% CI

p-value®

22.9
16.6, 29.2
15.7, 30.1

3.61
2.46, 5.29
2.33, 5.59
<0.0001

BOR
Complete Response (CR), n (%)
Partial Response (PR), n (%)
Stable Disease (SD), n (%)
Non-CR/Non PD, n (%)

Progressive Disease (PD) , n
(%)

Unable to Determine (UTD) , n
(%)

23 (6.9)
98 (29.3)

102 (30.4)
6 (1.8)

67 (20.0)

39 (11.6)

6 (1.8)
38 (11.4)

198 (59.5)
7 (2.1)

47 (14.1)

37 (11.1)

DOR per BICR (RECIST 1.1)
# Events / # Responders (%)
Median DOR (95% CI), mo®

Min, Max, mo

48/121 (39.7)

30.36 (21.19, NA)

1.5+, 36.9+

22/44 (50.0)

1291 (10.15, 31.21)

2.1+, 32.5+

Proportion of Subjects with DOR of
At Least, (95% CI)

12 months
18 months
24 months

36 months

0.75 (0.66, 0.82)
0.65 (0.55, 0.73)
0.55 (0.44, 0.64)
0.47 (0.34, 0.59)

0.52 (0.35, 0.68)

0.46 (0.28, 0.61)

0.35 (0.17, 0.53)
N.A.

TTSD
# Events/#subjects, (%)
Median (95% CI), months
HR®
95% CI
98.03% CI

p-value®

185/335 (55.2)
2.60 (2.00, 3.94)
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0.62, 0.93
0.60, 0.96

0.0059

226/333 (67.9)
2.14 (1.64, 2.79)



Table 3.1.3-1:

Summary of Efficacy - All Randomized Subiects

Nivo-+Ipi SoC
N = 335 N = 333

EXPLORATORY OBJECTIVES

PFS per BICR RECIST 1.1, primary
definition

# Events/#subjects, (%)
Median PFS (95% CI), mo
HR 95% CI°

219/335 (65.4) 215/333 (64.6)

9.07 (6.60, 10.51) 9.20 (7.89, 11.07)

0.87 (0.72, 1.06)

PFS Rates, % (95% CI)
Rate at 12 mo
Rate at 18 mo

Rate at 24 mo

41.1 (354, 46.7) 39.5 (33.4, 45.5)

33.7 (282, 39.3) 18.0 (13.0, 23.6)

28.4 (23.1, 33.9) 11.7 ( 7.5, 17.0)

Time to Progression per BICR
RECIST 1.1

# Events/#subjects, (%)
Median TTP (95% CI), mo®

149/335 (44.5) 165/333 (49.5)

16.46 (11.07, 22.14) 11.07 (9.26, 13.83)

PFS per BICR RECIST 1.1
secondary definition

# Events/#subjects, (%)
Median PFS (95% CI), mo®
HR (95% CI)°

247/335 (73.7) 272/333 (81.7)

9.33 (8.31, 11.14)
0.82 (0.69, 0.98)

8.97 (6.67, 10.51)

PFS Rates, % (95% CI)
Rate at 12 mo
Rate at 18 mo

Rate at 24 mo

41.5 (36.0, 46.9) 243 (36.6, 47.8)

22.8 (18.0, 27.8)
12.0 (8.4, 16.3)

33.7 (28.5, 39.0)
27.8 (22.8, 33.0)

PFS on Next-line Therapy per
Investigator (PFS2)

# Events/#subjects, (%)
Median PFS2 (95% CI), mo®
HR (95% CI)°

206/335 (61.5) 257/333 (77.2)

19.32 (16.23, 24.54) 15.44 (13.83, 17.02)

0.70 (0.58, 0.84)

@ AANE
CA2099DWell A OS 2= 72

T4k 35.207E(AF CA2099DW L=} CSRe] 3% 14.1.1.8 DE nivo+ipie=

SOC Wil BAIFCE fFosta Yo = fFoumg OS /NH(0S FLak: 23.66[95% CI: 18.83, 29.4417)
4)E JS3A oM (SOCTAA OS FYak: 20.63[95% CI: 17.48, 22.54171¥): HR= 0.79(95% CI: 0.65,

0.96), 53 &= 210 &9 AH p#t =

shgich

0.0180, A& frold AA < 0.0257(14 3.1.3.1-D.
@ KM =42 ¢ 137§ €l SOC thHl nivo+ipioll vF&EH28HAl w233 oL

A7 Al weh Bk F7)
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SOC#ol vl&l =Jt7HHR > 1.0) 6712 Fo wold oHHR < 1.0) o]= ©AE HR 43 Hesie
<=7 9 ¥(smoothed instantaneous hazards)(@ z} Al oF 5.8471 Q) =5 & Uz dT)

Figure 3.1.3.1-1: Kaplan-Meier Plot of Overall Survival - All Randomized Subjects
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Overall Survival (Months)

Number of Subjects at Risk
Nivo + Ipi

335 300 264 239 220 206 179 162 150 137 104 71 42 24 11 8 0 0
Sora / Lenva

333 310 280 245 216 194 164 144 116 106 76 44 34 20 4 3 1 O

—+— Nivo + Ipi (events: 194/335), median and 95% CI: 23.66 (18.83, 29.44)
— + — Sora/ Lenva (events: 228/333), median and 95% CI: 20.63 (17.48, 22.54)
Nivo + Ipi vs Sora / Lenva - hazard ratio (95% CI): 0.79 (0.65, 0.96), p-value: 0.0180

Hazard ratio from stratified Cox proportional hazard model. Hazard Ratio is Nivolumab + Ipilimumab over Sorafenib
/ Lenvatinib.

Two-sided p-value from stratified log-rank test.

Stratification factors for stratified analysis are Etiology (viral related-HCC vs non-viral related-HCC), Vascular
invasion and/or extrahepatic spread (present or absent), Alpha-fetoprotein (AFP) (< 400 ng/mL or > 400 ng/mL) as
entered into IRT.

Symbols represent censored observations.
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Figure 3.6-1: Kaplan-Meier Plot of Overall Survival by Age - All Randomized Subjects
Age: <65 Age: =65
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Cwerall Survival (Menths) Overall Survival (Months)

MNumber of Subjects at Risk Number of Subjects at Risk
Nivo + Ipi Niva + Ipi

162 149 134 122 115104 93 B7 78 69 53 34 22 12 5 4 0 0O 173 151 130 117 105 102 86 75 72 68 51 37 20 12 6
Sora / Lenva Sora / Lenva

149 136 125 112 101 93 81 72 359 53 43 26 20 13 2 1 10 184 174 155 133 115 101 83 72 57 53 33 18 14 7 2

Mivo + Ipl (events: 88/162), median and 95% CI' 26 81 (22 97, 32 99) + Nive + Ipi (events: 106/173), median and 95% CI- 18.83 {15.67, 27 14
— = — Sora / Lenva (events: 98/149), median and 95% CI; 22 74 (1912, 26 15) L Sora / Lenva (events: 130/184), median and 95% CI 18 17 (15 64, 21 45)
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Table 3.6-6: Multivariate Logistic Regression Death Occurring in < 5.84 Months from Randomization - Risk Factors
in All Randomized Subjects - Focusing on Age by Treatment Interaction Only

No. of Early Death/
No. Randomized Subjects

) Nivolumab + Scnrafe;‘j.llj Fi
Odds Ratio (95% Wald CI) P-wvalus 1 J Ienvatinib
TREATMENT (NIVOLU + IPILIMUMAE, BEFERENCE = SCRAFENIE / LENVATINIE) 0.005
TREATMENT * RGE CRTEGCRIZATICN 0.161
TREATMENT (NIVOLUMEE + IPILIMUMEB, REFERENCE = SORAFENIE / LENVATINIE)
AT ACE CATEEORIZATION VAIUE < 65 1.42 ( 0.70, Z2.80) 25/162 159/14%
AT EGE CATECCRIZATICN VALDE >= 65 2:82 { 1.48, 5.36) 41/173 20/184
ACE CATECCRIZATION (»>= €5, BEFERENCE= < 65) 0.266
RACE CATECCRIZATION (ASIAN, REFERENCE = NOW-ASIZEN) 0.051
VASCULAR INVASICN (CRF) (YES, BEFEEENCE = NO) 0.006
EXTRAHELATIC SPREAD DEESENT (CBE) (YES, REFERENCE = NO) 0.004
BASELINE ECOG DS CATEGORIZATION (»= 1, REFERENCE = O & NR) 0.019
BOLC CATECCRY AT BASELINE (C, EEFERENCE = NON-C & UNENOWI) 0.03€
CHITD-PUSH SCORE CATECCRIZATTON (> 5, BEFERENCE = 5 & NR) 0.00%
EASELINE AFD CATECORY (»>= 400 NE/ML, EEFERENCE = < 400 NG/ML) <0.001
ATRT GRADE AT BASELINE CATECORTZATION (> 1, REFFRENCE = 1) 0.036
MIMEER. OF LIVER NODULES CATEGORIZATTON (> 3, BEFERENCE = <= 3) 0.021
BASELINE TUMOE BURDEN PER INV (LARGE: »>= 125, REFERENCE = SMALL,/MEDTUM 0.070

& UNENOWN: < 125 OR UNENCERN)

(3) BICRel w2 ORR

nivo+ipi= SOC ¥l BAHSZ Fojsta dFdHe= {Fou g BICRA| mE ORRRECIST 1.1¢] 7]%)
2718 §) &3t Anivo+pis: 36.1%[95% CI 31.0, 41.5], SOCT: 13.2%[95% CL. 9.8, 17.3D), =3} %¥=
CMH A4 pzk < 0.0001, =3 FA pa AA < 0.025. ORR =Fol(nivo+pi vs SOC)E 22.9%(95% CI:
16.6, 29.2)9aL, AlS =4 =¥ 3.61(95% CI: 2.46, 5.29)0] At}

Figure 3.1.3.3-1: Kaplan-Meier Plot of Duration of Response per BICR (RECIST 1.1) - All Confirmed
Responders

1.0 T
0.9
0.8
0.7
0.6
0.5
0.4 Lok

0.3 I
0.2 I
0.1
0.0

Probability in Response

0 3 6 9 12 15 18 21 24 27 30 33 36 39

Duration of Response (Months)

Number of Subjects at Risk
Nivo + Ipi

121 116 97 81 74 67 59 52 39 22 14 6 3 0
Sora / Lenva

44 42 31 23 16 13 9 4 3 2 2 0 0 0

—+— Nivo + Ipi (events: 48/121), median and 95% CI: 30.36 (21.19, N.A.)
— + — Sora/ Lenva (events: 22/44), median and 95% Cl: 12.91 (10.15, 31.21)
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(4) HCS Ao 4 o3l7tA Azt

SOC Wil nivo+ipixol A 4 <3t AJ(TTSD)e] A= fFolsta JdH o= Foju|gt vt
AAT: HR = 0.76(95% CI: 0.62, 0.93); 23} ¥+5 =11 & AR p& = 0.0039, A Fo4d A pit

< 0.0197(% 3.1.3-D.

Figure 3.1.3.4-1: Kaplan-Meier Plot of Time to Symptom Deterioration of HCS Score - All Randomized

Subjects
1.0

0.9
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0.5
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¥
0.2 L T
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Probability of Being HRQoL Deterioration Free

0.0

Time to HRQoL Deterioration (Months)
Number of Subjects at Risk
Nivo + Ipi
335 98 58 40 34 3 28 21 17 10 7 3 1 0

Sora / Lenva
333 102 52 26 17 7 3 3 3 2 1 0 0 0

—+— Nivo + Ipi (events: 185/335), median and 95% CI: 2.60 (2.00, 3.94)
— + — Sora/Lenva (events: 226/333), median and 95% Cl: 2.14 (1.64, 2.79)
Nivo + Ipi vs. Sora / Lenva - hazard ratio (95% CI): 0.76 (0.62, 0.93), p-value: 0.0059

Hazard ratio from stratified Cox proportional hazard model. Hazard Ratio is Nivolumab + Ipilimumab over Sorafenib
/ Lenvatinib.

Two-sided p-value from stratified log-rank test.

(5 BICRol| @& PFS
PFS S4a (€At A 9))2 nivotipizell Al 9.07(95% CI: 6.60, 10.51)71€Lo]ar SOColl A 9.20(95% CI: 7.89,
110771 el th: HR = 0.87(95% CI: 0.72, 1.06). 127}€ ©o]% PFS H|&-2 nivotipivol Al FXH o2 &
stow 1870 A= T3 F5o] flo] nivo+ipitoll A 33.7%(95% CI: 28.2, 39.3), SOCT-oll A 18.0%(95%
Cl:13.0, 23.6)% .
AY7HA AIZE T2 nivotipit ol A 16.46(95% CI: 11.07, 22.14)71€, SOC=ollA 11.07(95% CI: 9.26,
13.83)78 ol At
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Figure 3.1.3.5-1: Kaplan-Meier Plot of Progression Free Survival per BICR RECIST 1.1, Primary

Definition - All Randomized Subjects
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Probability of Progression Free Survival

o

0.0

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Progression Free Survival per BICR (Months)

Number of Subjects at Risk
Nivo + Ipi

335 224 160 140 103 92 78 69 61 45 29 16 6 1 0
Sora/ Lenva

333 242 164 131 82 52 30 26 16 8 6 3 1 0 0

—+— Nivo + Ipi (events: 219/335), median and 95% CI: 9.07 (6.60, 10.51)
— + — Sora/ Lenva (events: 215/333), median and 95% CI: 9.20 (7.89, 11.07)
Nivo + Ipivs. Sora / Lenva - hazard ratio (95% Cl): 0.87 (0.72, 1.06)

Hazard ratio from stratified Cox proportional hazard model. Hazard Ratio is Nivolumab + Ipilimumab over Sorafenib
/ Lenvatinib.

4 ARAP A3

D ===

Z 3329 °] nivo(l mg/kg+ipi (3 mg/kg) Q3IWE Fof Wgtom 200We] ©=x8H 7|t + UEFH1480
mg Q4W)S Fof Wttt SOCHolAl Fof w2 A dA 32578 -, 50W o] A2t H((400 mg BID), 62
o] @AutEld(@ mg QD), 213% o] ;MutEH(12 mg QD)& Fof w3ttt

nivoHpist ol Al A FthAA thRRo] oy &% Fx2o 90% ~ < 110%S Fo wgkthnivoHpiz ol A Y
EFqel tial 80.1%, olZe ol disll 79.5%, UEFH T=aewe tis] 93.5%). SOCToA = &%
Za7b S EEA7] WEo Ao &% Axo WEAdel 4tk aduigadAe @ 24.0%2] A @A
ool E &% AR 90% ~ < 110%E Fol okt ;utEdel g o= &F Ax9 90% ~ <
110%5 FoA% AFh 3 vl &S 8 mg &% 49 53.2%, 12 mg &2 -9 26.3% A TH

L9 717 Y-S nivo+ipit © SOCTANA ZHz 4687029 2 6.937/€olit) 1271 € @A sy e w
& A} v &2 nivoHpitol A 30.1%, SOCTol A 28.9%R o™ 1871€ EA QWS whe Al duid
1-&-& nivotipivroll Al SOCTE T XA 02 HUTH22.9% vs 12.6%).

)~

2} B

) oAt
Table 5.2-1: Safety Results - All Treated Subjects in the Nivo+lpi and SOC Arms - Study
CA2099DW

Number (%) of Subjects

Nivo-+Ipi SoC
Safety Parameters, n (%) (N = 332) (N = 325)
Deaths (overall) 192 (57.8) 224 (68.9)
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Table 5.2-1:
CA2099DW

Safety Results -

All Treated Subjects in the Nivo+lpi and SOC Arms - Study

Number (%) of Subjects

Nivo—+Ipi
Safety Parameters, n (%) (N = 332) (N = 325)
Primary Reason for Death
Disease 139 (41.9) 202 (62.2)
Study Drug Toxicity” 12 (3.6) 3 (0.9)
Unknown 6 (1.8) 5(1.5)
Other *¢ 35 (10.5) 14 (4.3)
Adverse Event Grades
Any Grade Grade 3-4 Any Grade Grade 3-4
All-causality SAEs 176 (53.0) 154 (46.4) 143 (44.0) 115 (35.4)
Drug-related SAEs 94 (28.3) 83 (25.0) 47 (14.5) 42 (12.9)
All-causality AEs leading to DC* 88 (26.5) 69 (20.8) 75 (23.1) 51 (15.7)
Drug-related AEs leading to DC* 59 (17.8) 44 (13.3) 34 (10.5) 21 (6.5)
All-causality AEs 331 (99.7) 230 (69.3) 320 (98.5) 203 (62.5)
Drug-related AEs 278 (83.7) 137 (41.3) 297 (91.4) 138 (42.5)
> 15% of Subjects in Either Arm, by PT
Pruritus 93 (28.0) 5 (1.5) 10 (3.1) 0
AST increased 65 (19.6) 20 (6.0) 27 (8.3) 2 (0.6)
Rash 64 (19.3) 6 (1.8) 29 (8.9) 3 (0.9)
ALT increased 63 (19.0) 16 (4.8) 19 (5.8) 3 (0.9)
Diarrhea 47 (14.2) 4 (1.2) 114 (35.1) 10 (3.1)
Hypothyroidism 40 (12.0) 0 79 (24.3) 0
Asthenia 34 (10.2) 1 (0.3) 51 (15.7) 5 (1.5)
Fatigue 27 (8.1) 0 50 (15.4) 6 (1.8)
Decreased appetite 23 (6.9) 1 (0.3) 70 (21.5) 5(1.5)
Palmar-plantar erythrodysaesthesia 6 (1.8) 0 99 (30.5) 11 (3.4)
syndrome
Hypertension 5 (1.5) 0 134 (41.2) 38 (11.7)
Proteinuria 0 0 65 (20.0) 17 (5.2)
Adverse Event Grades
Any Grade Grade 3-4 Any Grade Grade 3-4
All-causality Select AEs, by Category
Endocrine 105 (31.6) 12 (3.6) 116 (35.7) 0
Gastrointestinal 83 (25.0) 20 (6.0) 127 (39.1) 11 3.4)
Hepatic 172 (51.8) 72 (21.7) 96 (29.5) 28 (8.6)
Pulmonary 9 (2.7 2 (0.6) 2 (0.6) 1 (0.3)
Renal 25 (7.5) 7 (2.1) 23 (7.1) 6 (1.8)
Skin 206 (62.0) 20 (6.0) 155 (47.7) 19 (5.8)
Hypersensitivity/Infusion Reactions 8 (2.4) 1 (0.3) 1 (0.3) 0
Drug-related Select AEs, by Category
Endocrine 94 (28.3) 12 (3.6) 102 (31.4) 0
Gastrointestinal 56 (16.9) 17 (5.1) 114 (35.1) 10 (3.1)
Hepatic 114 (34.3) 56 (16.9) 61 (18.8) 16 (4.9)
Pulmonary 7 (2.1 1 (0.3) 0 0
Renal 6 (1.8) 1 (0.3) 11 34 2 (0.6)
Skin 172 (51.8) 19 (5.7) 139 (42.8) 16 (4.9)
Hypersensitivity/Infusion Reactions 8 2.4 1 (0.3) 0 0

All-causality Non-Endocrine IMAEs within 100 days of Last Dose
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Table 5.2-1:

Safety Results - All Treated Subjects in the Nivo+lpi and SOC Arms - Study

CA2099DW
Number (%) of Subjects
Nivo-+Ipi SOC
Safety Parameters, n (%) (N = 332) (N = 325)
Treated with Immune Modulating Medication, by Category
Diarrhea/Colitis 28 (8.4) 15 (4.5) 1 (0.3) 1 (0.3)
Hepatitis 63 (19.0) 51 (15.4) 0 0
Pneumonitis 7 (2.1 3 (0.9 0 0
Nephritis/Renal Dysfunction 5 (1.5) 3 (0.9 0 0
Rash 51 (15.4) 14 (4.2) 2 (0.6) 1 (0.3)
Hypersensitivity/ Infusion Reactions 4 (1.2) 0 0 0
All-causality Endocrine IMAEs within 100 days of Last Dose
With or Without Immune Modulating Medication, by Category
Adrenal Insufficiency 18 (5.4) 6 (1.8) 0 0
Hypothyroidism/ Thyroiditis 62 (18.7) 1 (0.3) 11 3.4) 0
Diabetes Mellitus 2 (0.6) 2 (0.6) 0 0
Hyperthyroidism 36 (10.8) 2 (0.6) 0 0
Hypophysitis 9 (2.7) 4 (1.2) 0 0
_________________________________________________________ Adverse Event Grades
Any Grade Grade 3-4 Any Grade Grade 3-4
All-causality OESIs within 100 days of last dose’
With or Without Immune Modulating Medication, by Category
Myasthenic Syndrome 1 (0.3) 1 (0.3) 0 0
Demyelination 1 (0.3) 0 0 0
Pancreatitis 9 (2.7) 4 (1.2) 2 (0.6) 2 (0.6)
Myocarditis 3 (0.9 2 (0.6) 0 0
Myositis/Rhabdomyolysis 4 (1.2) 3 (0.9 1 (0.3) 1 (0.3)
Autoimmune Cytopenia 2 (0.6) 1 (0.3) 0 0
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7. 919 ALLE3E #3 AR
e =9 AlHY aFvaH FU}

=7} sALA & 7h AR
Hepatocellular Carcinoma (HCC)
OPDIVO, in combination with ipilimumab, is indicated for the

o 2025.04.11
15 first-line treatment of adult patients with unresectable or
metastatic hepatocellular carcinoma (HCC).
OPDIVO in combination with ipilimumab is indicated for the
9 2025.03.07 first-line treatment of adult patients with unresectable or

advanced hepatocellular carcinoma
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