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T M ES 7IAX S Jolx st o] AAAIE ARAAATE e SATE
TAZE gt} o] ¢F FAF(HE: 163 - 526 He| AP, A FoAF(HS: 86 - 256
“391 g}
b ALT &7}, AST =72 233t}
@ FHNE=-FHuReH BAAHAMSI-H) == Edx 23 ASHIMMR) HolAl A
At
MSI-H =& dMMR HolAd 2ZAAete] ojde 7ty B¥E QW
(Y734 CHECKMATE-8HW]
o] of¥ ol Ft kﬂ% Y EE d5 9 AL WY dY 8 A=
Aol gl MSI-H =& dMMR Aol AZAA4mCRCO) SAE ooz 3 7%
9, &7/ =, A3 01’2} Ald <2l CHECKMATE-8HW | A4 3 7}= At}
=L e F st A EE WHdTh
o] ¢k 240mgS 3F 7H4, oY FEH 1 mg/kgs 3F HASE HU 43 T3
T, oF 480mge 45 A OE A& Fo
o] ¢F 240mgs 25 A OSE 63 Fog &, oF 480mge 4F HAHASE A& F

]

A7 zpe] Mele] we etslst . mFOLFOX X FOLFIRI

of o3} olHYFF W& FoTNA, o] e T =E VIE2 205710l e
(29 0-35.9704), gAke] 70%= 6712 o], 63%< 1'd 23 o] oo =AU,

o] oF TIE Eo oA 7‘_} +Z 7|Zto] 16.471 €)Y (E 9 0-3671¥),
64%+ 6719 =3, 54%e 1d 23 o] ¢Fo] =&FH AT

e

o] otz oWt W FAFONA 46% o oF TE HojolA 30%2] Aol

SR o] ArEZF EA A

o] o3} o]FEF S WL FAF ZAoA 1% o] Hid M &% %1‘4@ o]
A AHlE BA BAQ8%), HEFAID2.8%), AAH2.0%), BE502.0%), 2% =
(2.0%), #FAN=H1.7%), 5748 2 £40.4%), Ag-vj7] A% AdAH1.4%), wﬂuv(lA%),
AZE1.1%), A #HAMN1.1%), 22 FA1.1%)°| AT}

o] of EJ% Fof oA 1% 23 BiH 7 &3 TS o) Atdle A H
2.3%), a4 21 £7401.7%), COVID-19(1.7%), &B5(1.4%), A AH1.4%), 73 2 5(1.4%),
2E Uﬂ%li%(l %), A MHAF(1.4%), FA F1(1.1%), H=HA.1%)o] ATt

o] ¢f#} ol TS W8 FAT A F 29H0.6%)0A XHA o] AreEst
AslRod, ol ASd 117 HAIGE 1doUth o] oF dE T4 3z F 39
0.9%)1 A XA o] Ar#ElZ7} WAstRA, o] T HAF 271, 5 o5 T9F5
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Aol Zggahel Ff B THE B8 5ol B4 & 10%= o F Ad= o
s o] o WEE oW R FoIE JT FUHACL
I7 Fwel g B olF AANOINS FA FAA4R), B-vA) &% A

(1.1%), =<

Z(1.1%)°] AT}

o] of W% Fo Bx F 13%E o o FlE 4T Fuakdnh
o4 AR 28l o] o WEE olBel R
oA 48%0m, B ¥ BRI 37%elA o] of Foizh AA= AL,

¥ Rolh A8 AeE WE Tl B2

o] o3} oW T WE Fol Bl 20% o4 HuE s} EF o4 Ads

2, AA, 2SS BE 234 5F, 7FYoIAH
o] ofF G= Fo FAlAA 20% ol RiHE 7 B3 ol Atdle A=E, AN &
5, AUF &=4 5309t
¥ 469} 3% 470] CHECKMATE-8HWeolA o] ¢f 2 o]Hg|#vt HE FoJF3} o] ¢F
o5 BoFoA #FH F9 o) A9t AAHAANA o] S 2okt
F 46 BE 53 Ve E EAF 7 BAHE 2ol7}t 5% sk, 2 FolA 10%
o] BI1¥E o] AE? (Y74A1E CHECKMATE-8HW)
o] ¢F W o]Pg -t o] of
o] Abel (3521) (3514)
TEZF %) 34 5F % EE SF% 3-4 S3%)
2% g1aa ol
ESPNE 35 45 30 3.4
7% g vjetzz o
Aok 30 0 23 0
227 9 A% 232 Ao
HHE 20 0.6 15 0.6
W) o)
dA Atz 18 0.6 10 0
A R 12 0 5 0
=EASHFE NCI CTCAE vbhol whgkt),
AR, AA &A% AAY, dY-u) A% AFAES S
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ALT &7} 33 12

AST S7} 40 12
AUEF 5 26 5
Adag 45 16 0
AntavlsE 5 18 0
ofd ghobA] 7} 36 3.4
g 249 =7} 21 5]
AdE dF 15 1.8
Adoted F7} 25 3.6
1zE 49 23 0.9

a 7t BABS NAAG Aol st oo YPNE AFAAATL dE BASE
2AZ B W7 bsd B 59 WAE o of FelFe 62 - T1gol:, o ¢f
3} olBel Py WE FolFe 87 - 1149elth
2) A% F A
o] ko] H7b F A F, Thed e ol AdEe] FAHUT oHT ol A
AEe 254 FRe BAWA Awoz nuHm 9] WRel, ¥ olHB
o AdEY MES AHY YA FAAAY FE wZel U ARBAE B
g 5 9 A otk

dE

-aopr]-steltt &3 +(Vogt-Koyanagi-Harada (VKH) syndrome)

MR

Z ZdEA|E|2](HSCT, hematopoietic stem cell transplantation) ©]& o] ¢F X
59 FWF A5 EIA, TF5 848 ¥ W4 oAH o s HEHGVHD, graft
versus host disease)
g9 g9 HxzA Af(HBFH FHE E2FH ET 4 =
(hemophagocytic lymphohistiocytosis, HLH, (X% =# & =x33H) A7} 2494 &
g4 H¥(autoimmune hemolytic anemia)

ABA Aol A (B9 F4-d 23

3) A uwjzf o] Akl

HA izl o] Al ES ths YAAIEA tid o] ofe] =& RIgEt. Os &
H A CHECKMATE-037, CHECKMATE-017, CHECKMATE-057,
CHECKMATE-066, CHECKMATE-025, CHECKMATE-067, CHECKMATE-205,
CHECKMATE-039 =& vHlAAEZH G ddT A4AFA17H)o Z23H 1,994; ©]
ok Img/kgy olZ 2] F% 3mg/kge HE& 99X IAAE CHECKMATE-067(313%) =
= EA9 WA AAAEG49); o oF 3mg/kgd o)D) Img/kge HE& o o
AA1dl CHECKMATE-214 =+ CHECKMATE-142 (6669); ©] ¢F 3mg/kg 2 +4 3}
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olZe ¥ % Imgkg 65 7r2< W& 89 YA @ CHECKMATE-227(576%) T+
CHECKMATE-743(300%)); 22]3 o] ¢ 360mg3 o] =&l %5t 1mglkgs 277]9] W
J1r sstae] Wa W dAAE CHECKMATE-9LAG361%); o] oF 240mg 7}
BFEY 40mg ¥ 29 943 CHECKMATE-9ER(320%). W&l uj7) o4 AL
o]  ekdA  =ZEyde  UAAE  CHECKMATE-238,  CHECKMATE-275,
ONO-4538-24/CHECKMATE-473 o] = 3% o glth

O \WY w7 HALS

o] 2 IFEEIXHEOIEY A&o] QFHT O E HW<lo] HWEsA &
7] HAESS o71E F Aok AWAHR Ad o] RaE S

9= 9

GE QHOoR o] ¢E FoRe dx F WY vy #HESY TAAELS 3.1%061%
/1,994%)o] k. A wiZl #HAFo] W7 7A] 73] FXhgk 357E(H 9 1
U-22.371)elAth. HY wiyl] HAEGFoE Q] 1.1%9] A= o] kol FAE
T TEstF o, 1.3%9 A= o] ¢ FAE BERIAT. HALSS UERA oF 89%

7ol

rlo

o] = nEF FEREFZAHZOE(HA 40mg/de] ZY=UE S7HHE T
woron, 7|17k S 264 (H S 14-671)olATh 67%2] A7) 43 35

o
Ht) o] oF FAE AT oF 8% FALA HHFo] AL
SAE S oz 3 UAAY CHECKMATE-238, L2 T M EY xS o
doz 3 JAAE CHECKMATE-275, A= AE tidoz 3 Id4AE
ONO-4538-240 A, WS wj7] #HHEFY A ZERIL 2 T4 g4
A3 AT
o] ok} ol TR W& oY
o] ¢F Img/kg¥} ol=ZeF7 3mg/kge] W&
AA1E CHECKMATE-06791 41, o] ¢F 1mg/kg¥ olZ&F % 3mg/kge] HE& 89
2 5 W1y uiy] HdFe BAEL 6%025%/4078)0| Atk A wA] #HHFo]
571 7kA] 717be] F3hEke LoNECE 9 249-10.170 D)otk | wiz) #H <
5O 2 22%% &A= o] of oY R BAE I FEHEA LT, 37%e ©]
oFi} ol Fite] FHE HFAT dA9SS YERA 9] 84%7F a8 =
EfI2HECE(HA 40mg/d e ZHEYUE S7HHE Fougton, 7|1ke] St
2 3049 59-11.871)ol ATt 68%2] A7} s 3 HE QT o] ¢ Fo
E AN o 13% A A #HEFo] ALsEAT
o] ¢F 3mg/kg¥} olZEFH 1Img/kge W&
A4Ad CHECKMATE-214 ¢ CEHCKMATE-142 o4, o] <¢F 3mg/kg3} o]Ze]F%
Img/kgel W& 84X A T WY wirl HAFY TAES ALY SANA
4.4%249/5479) olx. A AR FAANA 1.7% 28/1198)1 k. Ay /] HAS
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AR SkAfol| A 197H%;1( $: 274-3704) oAt WY wpl HEFoE AR
21 AH666™) 5 1.8%2] A= o] <} Ol*”ﬁl—‘%%«l FoAE 97 A
o, L7%+< ©] %3 o] F e FAE EFth HAF F4S B BEE
A= Al ZEEI2HROEE HRFE YA, 92%7F 18HFe = | =
E(Ai 40mg/d e ZHEYE S7HHE FoARton, 7|3He] Sk 19903
44-3.270D)o|t}. of 8%S &A= 1B iEF/lq*Eﬂ ot FIE UF
A]Qr% Fojdtolobgit) 81%9 SA7F A s] I EEHJT. ARG A= 159
Abol| A o] o olhe| it W FoAE AN fﬂoc‘~°1 A st A T
Ald CHECKMATE-22791 4, ©] ¢F 3mg/kgS 25 4, o|Z | F+7 Img/kgs 6
Ao 2 W B3 dxe] 9%G0H /57690l W ujs HFFo] LAY
f‘% 4550.5%), 353(3.5%), 255@.0%) B w7 HAFFS £t 49(0.7%)
A7 HEFORE AMRSIATE 71XEe] FHEkS LS/NEE S 59-25+7) )l
CHY w) HAFCE 5% A= o] oF oY T FAE I THSE
Row, 3.6%= o ¢k o|FYFHe FoAE HFSAT HIASS YEhd A9
100%7F 4l ZE2E I~ REOJEE Fo ¥ o]F IZEHIAXHECE HolHHS
a2 Stk 72%9 A7t HAFo] I FHAUT o] ofF FAE AT oF 13%(2
H/1678)2] Aol Al HHZFo] AL3FHAT
AdAd CHECKMATE-9LAI A, o] ¢F 360mg= 35 34, o]y ¥ Img/kgS 6
T 24, 25719 Mg )bk e s HE T vAA XY oA WA
7] HAF TAES AL o] o oY FHE HE FAT A &
Sl TS o
9] CHECKMATE-7439l A, ©] <F 3mg/kgS 25 3t74, o|HgF % 1mg/kgS 6
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U-20.970 Dot W wiy) AFAFoz s Ak F 0.7%= o] ko FEAE
T TR e, 1%= o oF FAE HFsATH 94: 91%¢] &A7F 1 8&Fe A=
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= Fof wolopdth. 74%2] AUt ks I HEHJT 3 EH & o] oF
2 F Aol AT S 16%°] At
= o2 3k AdAAE CHECKMATE-238, Q23 A 2 SAE o
Aoz 3 Y4AE CHECKMATE-275, A% SAE tide=z 3 ddAd
ONO-4538-24°4, HY w7/} AARHY HHA ZEHL LS & dTolA FUd
A3 AT
o] of3} ol T WL 8
o] ¢F Img/kg¥} ol=ZeF7 3mg/kge] W&
A4AE" CHECKMATE-067°14, ©] <F Img/kg¥ olZz]F% 3mg/kge HE& oW
3z = W W) ARG TAHELS 26%(107H/407) oAtk MY wjs) AR o]
W7 74A] 71309 S0E2 Lo 9 3L4-15.270)oldth. A wir) A<
o= 3} A F 16%c ©] oFF ol F e FAE JT FEEALH, "%
o] ¢k} ojHEFrte] BEAE HFIAT. oF 96%e SAv} 18T IZEZEH I
Eo|E(H4A 40mg/del ZHEYUE F7HHE FoEstoew, 7|xke gk L1A
A9 1L-1270 D)ol of 23%9 A= 18 IAEEIAHZEO| B FUHE
AZHA TS Foolol gt 75%9 &A7F s I EEHIJT 35 & o] oz
oldg it W8 S AT A F WY i ARHo] AL A= oF 28%
o]tk
o] ¢F 3mg/kg¥} olZEF1 1Img/kge H-E
924~ CHECKMATE-214 9} CHECKMATE-142 oA, o] ¢F 3mg/kg¥} o]z F5t
Img/kge]l W& 8W A 5 WY 7] AFAe] S ELS Y Aol A 10%(52
H/547)0l N3 AL A A T%@8E/119%) oAt A w7 AR o]
817 744 1 ol ke ARG Ao A L7TILHE S 29-19.270 )AL
A AARY Aol 247 L0H 2295270 D)otk HY wi) ARE=E
At B AARG A (666W) F 3.6% ©] & o] R BEAE I
st o, 3.9%% o] % oldeFHFe FAE HFSIAUT. 2SS UEHA
AA IEZEFIAHZOEE Q= 391, I = 80%Y AU &
H 2ol =(H 4 40mg/de] ZHEUE S71HE Foutow. 73t &
21403 9): 1€-27/1) oAtk oF 23%9 3AE 18FY F=ZEHIAAHEO|E
Z JAZYARE FEontolol ). 88%2] 37t &3] I EFHT 292
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o] k& WxOo R Fouke 2 F WY wj) P BB ES 1.8%(35%/1,994%)
olATh WY Wi/ FkHo] WA 7IZEY] FXHES 33MLEH: 6¥-971€9)
oAt W Wi 3t
o, 1%< o] ¢fo] ¥
A 40mg/E e ZHE
271 Delde. F AUt
Fojutolof itk 74%9 A7t 43 I HEHAUT I & & o] o BAE AT
22t 5 | Wil kol Adg
SAE xE gideE 3 A4
dog2 3 YA E CHECKMATE-275, 21=¢ 3AE oz 3 JAAE
ONO-4538-240ll A, ® < w7 tde] kA ZE2ude T2 GFolA &dd A
I FrAFSEA T
o] ¢z} ol FH W& QY
o] ¢F Img/kg¥} ol=ZeF5 3mg/kge] H-E
) 4A & CHECKMATE-067o A, ©] ¢F Img/kgy olZaFv 3mg/kgel #HE Q¥
szt T Ay ujs) g el HAHES 13%(51%H/407H)01A Tk MY wisf kP o] Ty
L7174 A 717re] F=hgEe 2 10LCAS): 159-1170)0uth Ay wizl tgew
A3 A F 6% o] ok ol Ry W8 SWS T TSR, 5%e ©
oFs} o) F5t HE AWHS HFIIAG oF 2% AU} g Fol FZE I H
FolE(HA 40mg/¥ e ZHEYLE FUHHE Fo @kon, 73 F3hake L1
L0 19-13.270 eItk 75%2] x7F ks I EFHIAT. I E & o] o
ol T W& WS AT A F Aol AEI A= oF 11% AT
o] ¢F 3mg/kg¥} olZeF1 1Img/kge W&
) 4A & CHECKMATE-214$} CHECKMATE-1420l4, o] ¢F 3mg/kg¥ o|ZeF¢
Img/kge] W& S A F W uj/] e BAELS AL A T%(387/547
et A AAG A} 8%(10%/119%) o]t WY i) ko] W7 7FA] 7179
F7hgre A A 2 L(E Y 149-26.870)F A AR Ak 2.270 L8 9122
Y-10.571 ol At W iy Aoz Qs AAY 2 HAAAY A (6669) F
3.6%= o] < oldEl Ryt ¥E 9WS IF FUsALH, 35%= ©] <k o]Hg
ek e oWS HEIYch 7kd W BE A= AL ZEEI2HZO| =
Qa2 3P, I F 9% A7} 1L&Fe] FZE I AH RO E(HA 40mg/d
THEYE FUHHE Fof @wkow, 7|7t Fhgk2 UL S 1€-719)0]
At 83%<] AVF SHF] 3 EEH G
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o] ofx} ZHHZIEIY HE aW

o] ofx} ZIHZIEIY WE 8¥MoE, 35w H 455 ALT =< AST 57171 11%9
Baol A TRH AT 8379 Aol A ALT E= AST/E A4 48219 3u) Z3HQ
sH °l7F BRaEAa, O T 2378(28%)2] §‘r7<}7} ZEHILHZ = HAl F
B ogton, 748@I%)e FA7E 0-1 79 ALT ®=& ASTE 3 EHITH 253
ol/de] ALT & AST7E #EEHAY &4 F 470 ©] o (11%) EE 7HEIHY
W WE R x o o5} AMAHUE e ANUDOET AFolusicl

9
0 F o] e W B 29, ANZEYS W A 29, o] o ARAE YL
WEOR FoWe B TRl A 257 o4 ATL EE AST Z7b7h Aashch
@® W w RE ¥E

55

4% o

67%«] H’B%rxﬂoﬂ A7 S22 A

FolE(FHA 40mg/¥ ZH =YL FU7HEHE FoEgton, 7|3te Fhpk2 14

5-26)°]| Lt}

AME JAE o ZE 3 dA4AE CHECKMATE-2383 Q243429 31x}

Aoz 3 dAAE CHECKMATE-27590 A4, H3lrA e kA A =

ATolA  Edd AR FARIES. AES ﬂx}i o=z &

ONO-4538-240l| 4], o] ¢F Fo3a} F HFAE S BixA] Zshtth

o] ¢k} ojFE TRt B8 8

o] ¢F Img/kg® olZe]F 5 3mg/kge] W&

?M}/\]f‘fj CHECKMATE-0679l 4, ©] ¢F Img/kg¥} o]Zal 5% 3mg/kgel HE& &
2 FEoqure gz F YA WHES I%36™/407H)0) ATk 713ke] F3

27N % 27¢-5.571)e] ATH bqo}Txﬂod o= 23 A F 3.9%7} o]

SHes ¥7 TR, 1L.0%7F Fo BFEHJAT oF 5% HotrAd &

22 A 8He HLE}OD% 56%= waeo] TEE| T E Zo]=(H A 40mg/

gy 57188 Fogiton, 77ke] S-S 19903 $]: 1¢€-2.071€¥)9]

o] oF 3mg/kg¥} ol Hul 57 1mg/kge] W&
A48 CHECKMATE-2149} CHECKMATE-142914, ©] <F 3mg/kgd} o]= ] ¥y}
Img/kge] W& s¥ozm E4uwe FHx F HieAd ITHELS Y %
4.6%(25%/547) %k AR FA 3.4%AH/119%)01 AT WY 7R 7)) F

+2i
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e A A 2871 (HE): 1.3-7.3/0)H A% g 3719 (" 9:2.8-5.5
Mol Att. HatrAdoRz sl A = AAZY AH666%) T 1.2%7F ©]
oFi} ol 9t W8 SWES FT TSI, 2.6%E FAE BFSFATE F 2%
o] H3trAE FAUE T2 diA SHS wtow, 55%9 AUt nEFe =
ElZ2HZEoE(HA 40mg/d ZH =YL 57HHE F , 71%be] SRk
13Y0EY: 19-1.671¥)el Tk

2
%
)
(o
&

]
o5 8
9= oX 3z F R BAo] wAELS 1%(20%/1,994%)0] 1, LI 7kA] 717t
o] T 43MLE S 15Y ~ 21/ D)oldh B4l FHo =z s A F 0.1%

4
of k& T FUSL, 05%E FAE WFESATE o 85%9) PA A BA}
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HESTE APE AHUASDAAL o] o Fof A A AFgol ARY A% ol
ko] FolE 3T FudAh

o ofx} ol@e R WE oW A FEEQE

T Foak
3) @ oA B 7 HA

o] ¢k FoqZ WY iy ko]l MAY F ATk A5 A} Az F HU|Ho=
715 AAF o)del tial #EAE BRUEHH ST F A FHl St s AAg
o] TFBsH) B A¥ES AFs=(Usa) otvlx o] B4 Aol ds] ZH=
U& S7tgo 2 1-2mg/kg/day €359 ZEE|ZAEHEO|EE Eodla ojojx ZE
Haze2ol=8 A3t $535CsHY otrle ol Ha Aol s Zd=
U S7HEFe 2 0.5-Img/kg/day &S ZE2E| A AHEZO|EE T3
FToo@sa) A9 "Wy Hdol= o] oFY FAE HFdta, $506FE) B AW
< A E=EUSHE) B9 ) Bl o] ¢ BFAE I THEAG

o] o3 7}RZEY W& 8H

o] ofi FHHZIEIHEY HWE Fol= o] oY ©= T Hls| 35EH 459 ALT
2 AST S71H] W=7t B =3t X8 A& A3 X8 F F7]1H 02 (HaLE B
UHP gt ¢FEo] @E g ow BEAHGS Wt Hluste] Ha4AE HIHsHA &
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a4 %

< ZYUHZZY 53 A Ay A A AFH e
e S2E gASHS AYsta, ZHEYE 7SR Img/kg/day &3¢9 I=
ElZ2HZo|EE FAFtal o|ojix IZZE|Z2HRO|=EE IFIL. T5F0QEH)
e T5G5Y A4S o ¥ BEAE BHFsa, AHS A¥s=dsE) A=
HatgpAgol dAystE AS o] Y FAE IF THITH

Al FA

o] ¢fo] BEE W wjy)] FA RHo] HAT At B4l HHo] AFep FAd
& S RUEHHIY FHG5F) == YL AEG=USH) A= Al
FAde P UL s7HFS R 1-2mg/kg/day] & %9 IZEEIXHEOEE F
okl olojA IEE|IZH|ROIEE AFIH. T5TCLETH)ANE °o o FAE
HFeta 36d Ex degolAs o] ofe] oS5 97 T@H

A3 Astsd 33 3R

oN jp HE
=2
=
2
o
o
S
e
o
ek

Gtk N A% N7 F Ao
ol el BAE mUHPIT. AW APFEUST) BF
Y

(o] R [e)

o3stal olojA IEZEIZAHEOEE HEFIT F550CEFHE) BT T
zH YL SrtEo 2 0.5-1mg/kg/day &

HZEolEg Fosta, 9 GsEAY NAdEA gou &3 =

EIR=ABEC Ei
55053 == 5065 H) 84 ZdoleEld Aol tis] o] ¢F BEHE BHF
sta, A S 3= A AFolEd Aol dsiAs o e FEHE 4
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o] ¢fe] Fo= Boa-2E 337619 54 %29 A SMTENE 2333
Y wiA Exe] WY F vk BE AHEX-EE FFTH 54 %29 A &
e AWHAT. 2EHEA-EE SFF Ev 54 %1 A &3l S e
A7 et o] ko] BAE HFSHAL, HUF 9 A8E S AEA ARE @
A7F WS g Al ok mEeF 2B R a-EE SETo|Y 54 ®9] AA &7t F
AW o] ko] FoAE 7 LT

He i EZlel g3 FAE RUE LI F565E) B AE S AHst=(

o] TRell= ZHEYE S7FFC R 1-2mg/kg/day 839 IEEILE 20

ol

o
1©
Lo
i
2 In

L

|=]

Fo3la olojA FEE|ZAHZOIE=EE ZEIT. =G5
HFsta, AWe Adsiedss) dxlod=

7 AS wjf =

TN TFY AABTH AT FHo] A DA S o] Y FAE
HFeta, 7Y =e g2 ddd g3 5535 =5 539 AATH o3 o7&
HiAE 4 JAE=A Frighoh ek g2 ®ele] miAFE Y, |y ujy] HAd =
THEYE FU7HFCE 1-2 mg/kg/day &7 IZEEIAHEOEE FHstal o]d
A ZEREZ2HZOE BAE ZEFSTH WY ujs] HA WA Al o] o] BEAE
FdrHo R FHsch

8) 71El W w7l o] At

718t QA2 fFogt W wisl o] AEIZE HAE & Aok Ay uis) o] Ab
gl o] 9 Fof d & LAY 5 Qo WY sl o] AbeEl7F o AEHE
Aol Hglo]l o] Ao FFEo wet o] o FFHOE FHIAY FAE
HFsly 18% IZEHIAHZO|EE FA3Yy. o A9 =28 dALHS
ANZET 155 ol8tE MAER IEEIAHEO|E S AZEa Holx 17)
4 ool AA TFES AETTE o) AtEle FEEC wel IEHIZHEOE
g T5 F o] ofo Fof AME 1T

9) FYRE

59 FYTHEL 1.0% P A A BRuFHUY. TFT B AES A=
TUE] - o] ofo] BAE RRIT ABF v T3 TUMZY B F
oAF EHFdAY FASEEE =0

10) o] °F B & X 23 BAX o2 FHF

_87_




oA #d gzl A=A FASS Ads| BB SA SANF FF. 5E =
SAZ o] HHSCT) AFol PD-1 584 e GAE FoAshs o) fo4 oy

oz g T A, o o

o] °F 3mg/kgs 3F 4, olEYF Img/kg= 3F 3H4
W YEFg g oojde kel CL

EE ol A4 ©s Fo Ao} H WSS

< W37 itk

o] ¢F Img/kgS 3F 7, o]+ 3mglkgs 3F (Ao 2 W& Fao] A o] ¢

‘%% T At HwEH e W YUEFTH CLL 29% S7sts e, oldeg|¥q o
Fol Aot Hugs w ojFe e CLe WA ¥shtt

°] °F 3mg/kgS 25 14, o|HE|FH Img/kgsS 65 HHFo 2 ®HE Fo A, o] <F

= Fol Aot HlwES o UEFW CLS W3yt glgla, oZeFy o=

Fol Aot vlugls w ol Fe CLe 30% S7tatd ot

o] oF 360mg< 3F +4, ol F 9 ImglkgS 65F 4, 3staH S HE Fof A,

o] oF ©x Fo| Ao} HWEHS wf UEFHS CLS Wart gidla, oldg 4

a5 5o A9t vugls o ol ¥ CLe 22% Sttt

HE gWog BEo A, YEFTY CLe JYEFHIA HEHE A5 20% 5

7t AT

2) ot A= HWEo Fosnt

o
=

orE Az A AR 71291 9 A
AuA EE RS HE WG 0F FET BN B
AU T WSO AT Sl i AT AU 51 g;;ﬂlj ijjjj gé‘ =
w21 AAE AT A
6. Y&, T, 7Fdod el tid Fo
D o+
28713 FEAIRA AT ZASEA o] ‘-’450 Ao FAT F5 Hol &4& ¥
o7 g Utk AXAZAHAAZANA o] o Aol VAFAHV|FE F4HES F3H
Akt 7] Abgol Frhe e I%E IgG4‘— Byt A S FHste Zow delA
ARem, o] kg HASEEY GAIgGHo|B=E o] o2 AR EFE Ejolol|A o|P=H
7hs/del Atk o] ¢k Al T B 3ol YIS & sl =o AMEel O
g FEdE Aol dE A5 vk dFoAE Hotol mA FAH FdFES L
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2) FHE

o] ofo] Atgke] ol EAjstEA dRE & £ gk FAE T B oFE
()

o ofe] g7l wel PAF o Po] Fojwre F APAA Ao WAY &

kel
= . =
Atk QA TFsAol Qi e o] o Foir|zk Fk 8 o] ofo] mAY Fo ¥

7. Zof Fol 3k Fo
AA S EAok Ao}, Fok, frol e aotol] tE FHFAL FHEH JA FH
(A& 3ol ).

= 84§ <A@ CHECKMATE-017, 057, 066, 025, 0674 F2-¢] ¥ 1,359
o &A F 39%7F 654 ol oIl 9%t THAl ol oIk =l fAket He #
Ak Zrell Qb FEA A AREA QL Afol= HalE A g9kt
Ad 1 CHECKMATE-037, 205, 039, 141 ¥ 142 oA & a2 $Apehe] wbg xfo]
FAE = A= 654 o] FAFTE SESHA Esdth
FAlE CHECKMATE-067 (521 1k X524 ©= Q¥ E& oo FHie
& aRDolA o] oF Img/kg¥t olHe]F 3mg/kgel HE 2oz 729 vidd
314 9] A} F 41%7F 65A ©1/, 11%7F 754 o] ot =9l 3Ate} e Ak
ol PR3 FaAgolA ARAQl Xpol= HAHA sttt
43 d CHECKMATE-238 (FAFollM ] & & HEa®)olA 26%2] &A7} 65
Al ool ar 3%7F THA ool th =l &Ae A A Jhel HHA I F A
ol A bz QL Rpol= HAFHA FUTH
A4AE CHECKMATE-816 (RlAMEZHLANAY F& d HEQ
360mg # W 7Rk stk oS 3F 4 3 F7] ¢ HE ey o
H 17978 9] A} T 48%7F 654 ©l4, 6%7F T5A] ool ATt 654 o]l =gl =
Zheb #@2 A} 3F R FERACAA ANl Aol= HuE A T
dFA Y CHECKMATE-227 (PD-L1 ®d G (=10 2A, BlaAZH S 13 A&
24 oldElFael ¥E awW)olA o] of 3mg/kg 25 14, olZZFH lmg/kg 6
T 49 HE ayor FAL] wiAd" 576 Y A F 48%7}F 654 o, 10%7t
THA ol oIttt =l fhatel F2 A ol A FaEA A MHbHQl Ao
= HIEA U

H
k]
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AdA I CHECKMATE-9LA (Wl &A|Z#H ko] 12 A 5=A oldeF, Wa 7|¥k
stet gy 257]9ke] W8 aW)olA o] ¢F 360mg 35 xt4, o]+ lmg/kg 65
A, Mg 7k geker 35 HA40Q3 Foo e aoe s A9 A" 361
ol &z F 51%7F 654 ©123, 10%7} 7541 ool =91 3}t 32 Ak 3t
| FAAAH FARERAANA MR Apol= HE A ettt
A3AE CHECKMATE-743 (ot F5 S99 1A A 52A oldeFHae BE&
XA o] ¢F 3mg/kg 25 Xt4, oldFW 1Im/kg 65 HAHS BE QHo=E F
2be] ¥R 303" Y &R F T7%7F 654 o, 26%7F 754 ootk =9l SR}
A2 oA 0 kAT FEAANA AWl 2ol BAEA] ekt
A3AE CHECKMATE-214 (AAZF 12k A5 2A ol Fe] M-8 Q) A
] °F 3mg/kg# ol€eF % lmg/kgel W& SWo= F29 viBH 550789 A}
% 38%7F 654 o], 8%7F 7oA ol dolAtt. =gl Ao} FH2 &k el b
FradolA JAHrAQl xpol= BIEA] ettt
9)4A % CHECKMATE-9ER (WM ZeF 12 X 22 A 71RAE Y7o HE 2w)oA
o] oFy 7R ZEY W& QWS e 32089 A F 41%7} 654 o]Aol o
9%7F T5A1 ool =]l &Akel F2 A el bAoA HAREA Q] Afol=
HuwA .
)443 CHECKMATE-901 (2243 A ®ete] 13} N 2ax AxZged @ A4
=]

o

o

O

d

E}
el e aMelA of ok AsZeld B AAElTe] We ame we 304
Wel 8 % 40%7} 654 ol 4bol R om 11%7} 754l o] Abol ATk 654 ol FAbe}
He 84 7 BN AWH Aol wuE R eksirh of ki AxZetEl 9
AAEE ] He ade] GNP & A va) FARH FaAS ol
AAelr] 9% 54 ool FEF BASE TdeA 2ot
3

4Ad CHECKMATE-274 (2= 54 B34y e & HxaW)dA a&x F
56%7F 654 ool e 19%7F 754 oottt )l &Akeh &2 A bl &
A FEANA MHbAQl Aol HuE A sk

AGA @ CHECKMATE 9DW (RFA|ZeFe] 1A X524 olde|Fae B¥E 8W)
oA o] ofx} ojdeFFyte] ¥E gWor A9 wiH® HA =7l M=
4 &2 335 F 52%7F 654 o], 14%7F T5A ol el =<l ke F &
2 2ol AT FEA A AREA ] Aol HAEA . LU, 764 o]
FApo A TR o) Al TAEF o] A A= UAF Fo FTEHE (H4F
67% F 35%)2 ©] ofF olHEFe Fouwhe A SAHAZ 53% B 27%)°l W
s o =AU

o] ¢k} oY T WEAHOE Xgke MM EY S 499 F, 29%E 65
Aol A 74X Aboler, 8% 754 o]/ oltt. o] oF3} ojEZF-Hte HE W

—~
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of that A HoNM= 654 o)’de] HAES &ALV S13] 2dHA &l o=
o] B 2 FAEH TE S HoleA AFE ATstr] ofH U

AdA 1 CHECKMATE 648 (PD-L1 Td A (=102, A= HHPA|ESS] 13t
Amn2 FFzydrdA 3 ¥g 7 ststa Hate] W§E 2¥) 31 CHECKMATE
649 (9] A, AAEHTT A, A=ADANA o] 43 EFe=vgndA 5

-m
-12i

=7 g
= 7IRF slsta el M8 a¥ow = HHX4H 1,110 9 A} F 42%7} 65A
o]4F, 10%7F 754 ol doldtt =9l Fxlol F& kAt 7t kA FEAANA At
ARl Apel= HolA| &t

A7dA1d CHECKMATE-648 (PD-L1 od YA (=1%S. 24, A% HFPAEL] 13k
AR 0BT PIY P& AWoIA o] ok} ojBeTPOT Wg AW Be
32579 @A F 43%7F 6541 o4, %7 T5A olAolth w3l BAY Fe BA
2ol QA FEAANA AWAQ Aol BHA gkgtrh. LU, of o3} 0B
oo Wg WL e mE AxQ3%0l vs) T5H o BAGHIA ol
AR A% AP FH AR O EUTh ol AEE AF AYFE BYBL

gslaoz XaWe 754 ol A= 33%P T BRE A= 23%051‘:}
Al

USGAE CHECKMATE-577 (A= =& 9] A= AFF %H;] S T Bz QW)
A B2 F 36%7F 654 l“oloiﬁlml 5%7F T5A o]t =l FEAHE5A 1)
oF #2 2A Tholl A MW ARk Ql Apol= HAE A gt

o

A& A CHECKMATE-8HW (Heold =Zadete] oldelfwtate] & WH)olA
MSI-H T+ dMMR HolA =A< %X} < o] of3 ojFFRe] BE FoTol
wAS) wiHE 3549 F 657 oS 44%, T5H olAbe 14% Atk o] oF ©E Ed
ol F29) wigE 3539 % 654 o) 45%, 754 ol 4+& 13% Stk

o] ofi ol FRF W& FoyLolA 664 ol A 3TH Ex 45w ol At
g B E(G5%)-S, 654 HYE fhAH42%)] Blel T =Skt == HE aWS e
654 o] Aol 35w T 45w ol Al TAHEGINS, o o ©E FoE

e 654 o4 BAUIRO] HANE H Bk
o] o W& ool 654 ol HAUI%G 654 T BAMUS%) ol 35
ol Ael WAES FAG Foli YUAUTh EH, of o} oW R
o 654 ol AN ol AEE QAW AE FUEWL, o oF
o FYU Ay BAASBET Fkch
5

e 8 B OE el W2 20 S48 S &4 1Y

ot

™
1
0
offt
1o
M
i
itn
)
>
o
2
rict
X
2
X,
oo

ol

BN

N
rlo
r
o
Al
N
&
rr
v}
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10. 2+ 7ol Sk}l thek Fo
A oFsst &4 239 Ao 1 Aol SAA &F =d2 AZHA F=r T
% EE $5Y 3 Ao Al tigk Ae FAHA sk

11 5] Ae] 2
o ofe] T Fofo] @ FuE fich

12. 2% 0 2 g4e] Fo

SQHo 2 v YAy HALE AAgTh o] o2 B A g FAo A AgE =
FAo] goolt), s AY, WA AU, B 259 BEEHoA Aol
4 dAE AL A7 vHAE 23k A5 AV ST E54 e

1) =A Al

- o] ¢S5 Hag & wjyo] AWMFALL &UV|E FXTH

- o] °%& 0.9% *331*‘05‘"*}"“ EE 5% EEFTFAYCE Mt HIFTFEVH
1-10mg/mL7} H =% 3t T FUFS 160mLE @A F=F 3o

O

Az o] 40kg " J‘?l SHA}=

84 Aol R AolFH FAG 1P B
- o] oFe HEAES TFSA Btk
- zA ¥ 54 g A (20°C - 25°C0) R AUSA A AHRE Fo
FE AAAA A 8z B BB Aok HHE S 20-8CA WA
BB 5 AAY HYRE A T SEAA F L8 Azko] UAZE 2HA
t ook Hh QA ge

2) Fol A=

- WEA A Y el sha Fs), 2§ el FoishA gt

3) Fei A

- o] ofe HH ANFAGORY Folsy F& FAFAE A @i

T, WA, Aduas ekl ZE0.2-1.2 pm)E AR+

- o] ope] Eo A
0%l AA Foldtct
e HA 7 G0 TR GBS I FoshA et
- 3¢ 2T HH 7Y G AHD
- o] ok thgol we thE XNaA ofR WE POE FolPuk
B TR P& AW: o] L WA FUT F 2L 2 Holo] 0BT UL
F et
LM u St PE eW: o] oS WA FUR F 2L J FHolof WP
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OgEs
el Ty % WM s HGamel BE 4w o] e WA FUY F gL
g Holo] ojWel¥y, Lejm WF N Hetaye FYdT
grogvguaA 2 BF 1w g e] BE 8 o oS WA FYD
3 e g Holo] TrewmvdA @ WMI W staye FUAT
- 27t BelE 798 W3 PHE SR
- Mg 23 e whold Y gEe W]k

D 9AE A
DO FAEY 5% F REAY

(9744138 CHECKMATE-238]

U dAd CHECKMATE-2382 249 i, o5 w7id ddAdoe® a4 A

S We AICC 7#E Vo ®E Agd [B/CY] e N7 SAF 24 906 &
|

o o
-
L)
do
=
o
(@))
=
o
%,
o
=
2
+
v
o
o7
N
o)
L
(o
il
>
ro
o
o
it fo
lo

o o
=
]o
o
Wt
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b
o
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—
(@]
(@]
o,
N
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(@]
N
=
=
=z
—
<
=
—
o
N
=
=
=z
5
N
i o

b
riot
N
e

AN AN

ki =2 ot |o o

11 28] miA = o] ¢F 3mg/kgs 25 HA S
Omg/kgS 3F A SR 43] A Eojulo

_>|‘l_,
(o [
ol
o
[
32
Au

AN Y Mo NN gt o dor oft i
ok
N
NI
A
>
£
(o
it
3

® rr ko o o
Jo
fol
o,
B
4]
[r
1
2
l'U]I‘
o

oL F}-N
(o
fr
1t
}'i
do
=
ol
e
i)
B
P
2
@
Hl
br
off
18
2
o
g

SAF EE ARAd] B F WA BASE
Aole] AZEom, ATl o BAHUL. BAEES A 2d¢e 12F vt
ke 98 9% AAE ABSAL, T ol Fol 67hUrhet YA

A o] FIgEE S5ACAS: 18-864), FAo] 58%, Melo] 95%, 90%S] TAES
o] ECOG <3 =7} 0oltt. AW FA42 AJCC 1IB71(34%), NMC7|(47%). V7]
(19%), Mla-b71(14%), BRAF V600 Wo] </4d(42%), BRAF oA &(45%), LDH &%
(8%), FUAE AZore] PD-L1 W@ go] 5% o] 402 Aok BAG4%), Ko
Hol: YmUUSY). AW FU(B2A0IATE U 4A P CHECKMATE-23814 o] o

>

ot ofx
02

X
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< vehid.
G8A ABE obel E 503 1 1o] JERATH
® 50. 84 23 (44+A13d8 CHECKMATE-238)

o] of old g% 10mg/kg
(45273) (453%)
A A=
A A E== A 154 (34.0%) 206 (45.5%)
AR AE SR0ONY) NR? NR?
23 n81(97.6% CI° 0.65 (0.51, 0.83)
p-value®? p<0.0001

¢ =23hA] gktk(Not reached).

b =3} vlg 9@ =d(stratified proportional hazards modeDell 7]4+3tc},
¢ =39 271 3 7HA (stratified log-rank test)oll 7] %3},

¢ p-valuers 5A2 #2948 47 Y8 &t 0.02449F vl w3} T

a8 1. FA A= (44418 CHECKMATE-238)

@ A 7hsHETFAT] 4dem o) EE FA
% 9 *H(neoadjuvant)

(Y7419 CHECKMATE-816]

A34AE CHECMKATE-816 F2t9 v, 370 ABAIZoE HA| 7153 H4A
2 Yg IAE ez JPFHAT AJCC/UICC 73S 7|Fow zAs Aoz Mk

o
[
i
R
[
X
b
)
1o
1o

>
)y
=
29

p

oo

i)
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H<= 0 =+ 1, RECIST vl 1°ﬂ e =4 7t
EGFR ®Holu ALK A#7} dAY, 255 ol &
A% == A4 99 A7 ad o5tz

AREe theel ¥ roz e WA=
o] o 360mge 3087 W HA FU B MF /W 3PS 3F HHoE
Al 3%7] 9 Fo E:
02w Bt 3% Ao A 357 744 B

w2 s|he 3lek g
5 =+ AUC6 (RE

o wZFgekd 175 mg/m* =+ 200 mg/m® 3 7R Z2HE AUC
z28}), HMEHAA= 500 mg/m* I A2=ZeE 75 mg/m? (H]
A A EFE 1000 mg/m? =& 1250 mg/m?® # Al 2=Z2El 75 mg/m?
Aot W 78k ey AdE vxdul 25 mg/m® E==
75mg/m?, = Z=AEA 60 mg/m? =& 75 mg/m?® I Al X

Bl 75 mg/m* (& 2Fshe] F 7o F71 X7 2¥o] LA}

Fo)stoll gk AZ3 24E5S PD-L1 % 23 £F (21% vs. <1% == HA
5}, AW oA (IB/H vs. HIA) 2D Al (G4 vs. o Aotk

71 A A, 149 oW, & ¥ 24zt 125 314, o]F 3dzt 6/1¢Y
] 7‘}2512& Aol AAsAY HPd wf7px] Z]A X A A Y=

® g m
S O_\aoﬂ
xrQ

3, b *21
g
> >
- e
tld

I&%J
[“S‘-_l, O_L,

7

\l
—_-

(@]
rL
Fi r[r

J}‘uoﬁ,ﬂﬂj}i

t elgE SPFYUIBICR) Brlel 2AF A AZEFS)
W e AE GPRC) o8 HrhE Welshd 9 w3 (pCRIo| AT
T4 A% 4 WA A=09e ZISAT

@} 3589 o] ofx MF swk ke WE aW179w) E== WF A
wb9] g = e

e 6540090 34-844)0]m, 654 ol TAE 51%, 754 ol

q
Jo
o fol

N
und
k)
rO

(o5
g

Lo 2
fo
'k
(-
>
35‘:
(o
f

A AR T
= AL, ofAlokRl 50%, M1 47%, 521 2%, FAd 71% ©| AT
] ECOG 3 e+ 067% =+ 133%°lAth. 714 A PD-L1 % & 4
=1%9 A= 50%°1 a1, 5% IB/I7], 64%+ MAZ] °]th 51%= HE =2
St T, 49%= vEE 2453 Fge 2 AT 89%s AA/EA FAAN

T LT Y

24 s<=(definitive surgery)2 ©| °fz} w5 7|8k 3}etay W& QHT A9
83%, 3} QM 3=} 75%0l A vkgrTh

CHECKMATE-816°14 EFS$} pCRAlA FAIAHSZ Fost /MAE AdFsdt &
Ad A= & 519k 2™ 20 AAIFHO U

3% 5l FaA A (Y%4A1FE CHECKMATE-816)

-
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o ofsf Wz 74 sietad M3 7w sheta

(1799) (1799)
BICR ¥k A& (EFS)
A (%) 64 (35.8) 87 (48.6)
=3k OUll¥)a 31.6 20.8
(95% CD (30.2, NR) (14.0, 26.7)
2@nDb 0.63
(95% CD (0.45, 0.87)
=35td 23 ¢9 AA p-valuec 0.0052
BIPR ® &8t ¢4 w-3-(pCR)
pCR #A44 43 4
pCR HIE (%), (95% CDd 24.0 (18.0, 31.0) 2.2 (0.6, 5.6)
F4%E A= #o] (95% CDe 21.6 (15.1, 28.2)
p-valuef <0.0001

FARA AEol gk HA& F32 71 2ol AT
¢ Kaplan-Meier =
" F3E F2 v
=3

=239l 21 &9 AA (stratified log-rank test)ol] 71¥+3ich. EA A fo)Ado] tf
3+ A p value <0.0262

& 2 3 -3] o] &(Clopper-Pearson) el 743t}

¢ Z3t A Aol /tEXE w ZIH-"WE-dA HA (Cochran-Mentel-Haenszel
test)°ﬂ L lsia=

239 zgd-wa-3a4 #44 (Cochran-Mentel-Haenszel test)oll 7] ¥Faic.

o

a9 2. FA AEE (Y8AE CHECKMATE-816)

o2
2
N,
=
e
i)

$¢ =d(stratified Cox proportional hazards modeDol 7]4Fgk

=

O

[="

=

_96_



1.0
0.9- .\i—;\‘

0.8- '*r?fl_&

0.7 \:\m‘

0.6- i

0.5- - Lﬂﬁ-ﬂ-\ e %%o_«»—o_@

g S

0.4 Y i el
0.34
0.2+
0.1
0.0+

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

Probability of Event Free Survival per BICR

rTrrrorrrrrrrrrrrrrrrrTrrrrrTrTrTrrrT T rToroerrd

0 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

179151 136124 118107 102 87 74 41 34 13 6 3 0
Platinum-doublet chemotherapy

179 144126 109 94 83 75 61 52 26 24 13 11 4 0O

A AE A A, A9 26%7F AP RT A A0Stk Aol AA

© Mol me AL wdd HlaAzH e 12 A52A MRS, dEYE
A, WupA TR e BE 8

[274A1% ONO-4538-52]

YA ONO-4538-52= Th71%, H29] w4, ol% =7kd, 9o vz Ago=

ssaw Aol gla ZAH PAAN ewdl AREA o 3847 EE ALA v
B waA o] Qe FAE g2 JAPHUT EGFR Wo] EE ALK &
ROSI A&7t 9l S AHAT BAEL o] o 360mg Ei= 9% 70E
ZHEI(AUC 6), 9Z81E4(200 mg/m?), #WukAFRH15 mg/kg)o 2 FAH 3
P gte] 3F A0z A 6F717kA Fugnt o F o] oF 30mg T 9f
& WEbAERA5 mgkg)t W g3t 33 ACR Rt WE LWEAL o

kg WA Folda, o F HFLWE Ha 0% NHOE Folstgrh
A2 RECST vL1ol mE 2ol Q4= AY 3§ Bbsd 54 04 A7A A
&89t FYAE A 48F TU 65 BACR AYAYTL, 1 o) Fol =
ARD Wx 125 Ao ARk ARGl FlT Ba Aol Fge
664101 9): 27-854)=, 654 olake] b= 56%, T5Hl olakel Bk 11%el 9, W
2(75%), oA oF21(100%)°] k.

8 REAH AT RPY BEEYE [95%CDe UBFRTAA 121249
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[9.76-14.00], 9k A 8.1170€[6.97-8.54]01 a1, o] ¢F FAFL kT vl w3l
SA BAAHSE Fo3 AAS Yebdth(hazard ratio: 0.56 [96.37% CI. 0.43-0.71],
p < 0.0001 [stratified log-rank test], data cutoff on February 10, 2020) (L& 3)
a9 3. XY AE (Y4A1E ONO-4538-52)

160 1
‘h\-‘ O OPDOVOHChemelherapy (C)
i £ Placebo+Chemotherapy
&0 4

E- |
£
g
-
H
i
=
i
s
E w1
]
£
D * 1 1 1 1 1
o i 8 12 16 20 4 8 32
Progression-free survival (month)
Number af msk
OFDINO+C 275 3 163 88 4 16 G 0 0
Placebo+C 275 225 127 53 27 b 2 a0 0

olFo A& AFPol gle AlAMES
CHECKMATE-214]
CHECKMATE-214+= 1:1 72 oA, 370 YFAPLE ol Xm F
o] slv PA AAEZY FAE oz PHAY. $4E5LS PD-L1 X<
Aglel HHAAL. Y4AE CHECKMATE-214o1 = 47 5 @A ¥ do|7}
A, 54 A7 A9 A3 52 [AANHoE AYJAAE E8E st FE Y
a0l AYgHAY. FAELS IMDC o F  H(nternational Metastatic  RCC
Database Consortium prognostic score) @ A ¥& 7|&Fo 2 =3} A}
FrEA2 IMDC 7]&dd W& 67FA dF A@AA T AL VA ol ds 7HA L
79 d(intermediate risk) &2 1 ¥(poor risk) Aol BI7LE ATHE =
o eks e AV|ERE 729 ajAZ7bA 19 w)eke] 7)%k, Karnofsky
A% ARG g dEZEN %], 10mg/dL =39 ZF BA
AR & 4% FX], B4 FIAEG =2 Al S5
TOo 2 FA9 v, d3o] IYPHAY & B/
A A7A ks Tt
o] oF 3mg/kget Tl 1mg/kgS 3F (A CE 43 Foro
95 ayo=w b 25 mitp Bof( o ojHFYFit W
TUHY 50mgs 1¥ 13] AFE 453 Foqsta 253

—
(o]
il
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e

&M

0 oo no
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=
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el

=
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B2l= 8%°] AT E‘r—’F/] @rXPL FA(73%), W 01(87%)01010El Karnofsky —rﬁﬂEj}
70-80%<1 A7} 26%, 90-100%20 A7) 74%°] AT
T8 88 Ade 3 5L 1@ T FATANA Y HAA AL, F218 AERRC
H7h, 484 ¥-3E(RRC B7HE H7IE AT ol 5 SxpollA], o] oz o]heF
g e FATY HAA AE 2 AAF BSES FUEY FoT OiH BAHCE
o3 AMAS el Y (F 52 2 19 4. AA F=] MAS PD-L1 2@ &3 &
Aglo] AZEIT o] AdAPolA FX& AES NAHL FAHSE {FostA &
Rkt

A34AE CHECKMATE-214¢9] +84 A#E & 520 YepfAT
¥ 52. a4 A% (d4A1¥ CHECKMATE-214)
SR BT
o] oFxm} olFe|Ft TUEY
£ (4259) (4229)

A AE
A3 %) 140 (32.9%) 188 (44.5%)
AE Z30001D) NE 25.9
218 11(99.8% CD? 0.63 (0.44, 0.89)
p-value™® <0.0001
A3 Qb-g-E(95% CD 41.6% (36.9, 46.5) 26.5% (22.4, 31.0)
p-value®® <0.0001
4 #3(CR) 40 (9.4%) 5 (1.2%)
F&2 #3(PR) 137 (32.2%) 107 (25.4%)
A &S 713 SR ONE)95% CD NE (21.8, NE) 18.2 (14.8, NE)
TR yE
Ay 28 == AFH%) 228 (53.6%) 228 (54.0%)
TR AE FFHOIY) 11.6 8.4
214891(99.1% CD? 0.82 (0.64, 1.05)
p-value® NS

@ =23} vl 98 =d(stratified proportional hazards model)oll 7]¥Fgic}.

b Z3l9 =3 @3 AA (stratified log-rank test)ol] 7]wkghc},

¢ p-valueE BAA Fo)ds 471 98 €3 0.0029F Bl w33 T

¢ 23}9 DerSimonian-Laird testoﬂ dhlia=3

¢ p-values FAA F8<S A7) Hsl €3 0.0019F ¥l nlskA T

T kst 0.009904 98k %}E}E‘r

I8 4. AA AE (T 52 3198 AT (74413 CHECKMATE-214)
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Probabiity of Overal

iy OPDIVD + ipilimumab
011 —o—- Sunitind
00-.1,,

S T T T T ST
0 3 6 9 12 15 W 21 4 27 ¥ I

_ Overall Survival (Months)
Number of Subjects at Risk
OPONO + ipilmumab
425 399 372 348 332 318 300 241 119 44 2 0O
Sunitinib
422 387 352 315 288 253 225 179 89 M4 3 0O

AdAlE  CHECKMATE-2140l A4+ IMDC 7~]&d W& 37t Fsd A9
(favorable risk) $2b5 (249%) HAl o] oF3} ojEF-o BE FoT
TUEY FoT (1249)e= 529 wgste] Hrlstiith o A= #aX
Aol ZEHA FdT AP SATAA FUEE Fol thyl o] °fy} o]
i 8 FATY AA AE A@ul= 145095% CL: 0.75, 28Dt oA A& 7
ol A= AAD AAES BAolA o] oFx o] P TR ¥E 8He| 8L
HEA okt

A’dA1d CHECKMATE-9ER]

d

43 9 CHECKMATE-9ER2 72k w7, &7 G d ez oo A7 4Fol
fle A AAEd SAE tde= o] 3 7HEIIEHe ¥E Fo o sUHE
H TdFAE FUhsidth. 94418 CHECKMATE-9EROA #7F Ay A3 52
AdHez AGAAAE AR st ZHo FA=2 Ad=ENT. dAs2 =4
Aol AM=ZS dolguol2 HAAF(IMDO) o$ A(YE vs FIF vs L)<}

B =2

PD-L1 &4 @& (21% vs. <1% =& vZ2A) 2 A 2/AAIHAFH/E
vs UM A Z7hHE 7102 S3EAT FAELS o] oF 240mg (v 2Fmit AWE
o) 7HEZEY 40mg(lY 13] AT TS ¥E& FAG@23%W)I}AY FUEY
50mg(1Y 18] 453 AT T F 253 FohS DU FE(328%)stth. RECIST

Jo
i
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viiel W& HHe] JAHAY & 7t 54 DA A7AA AzmRs ASFHU

=3
A G Foqst Sx AdH ol S 61A(0H 9] 28-904D=E, 654 ©]/de] =t
T 38%, 75A4 o149 A= 10%°lAth o Sats FA3(74%), WA B2%) 0] AL
™, Karnofsky T3y ”ﬂ%(KPS) 70-80%<1 A7} 23%, 90-100%%0 A7) 77%©] AT
2= IMDC o & o met 22% $5, 58% =3t 20% YE oz EXFHUT
T8 34 2y whEE Ss"35YH7HBICRY AT 713 AEPFSo=
SAEHAT. F7HEQA FaA 29 SAHL2 dA AE0S)H BICRHE 7V &A% A3
A ¥2E(ORR)O)AQE. FUEY B9 vludld o] <3 7lRAEIYS B LY
< u F29 wiA" 3xe] PFS, OS, ORRAIA EAA S ZE {23 /Aol AZH
At d4A@ CHECKMATE-9ERS &4 A¥E 3% 53 9 19 59 I9 69
Bl ot
# 53 a4 A% (d74A1F¥ CHECKMATE-9ER)

o] 3} FIRIEY W& FUEY

(323%) (3287)

TR AE
249 1Y == AH%) 144 (45) 191 (58)
T8 AE F0301€)495% CD 16.6(12.5,24.9) 8.3(7.0,9.7)
A&H(95% CDP 0.51 (0.41, 0.64)
p-value®? <0.0001
AA A&
AFH(%) 67 (21) 99 (30)
SHEORYE)M95% CD NR® NR(22.6, NR®)
2131 1)(98.89% CIP 0.60(0.40,0.89)
p-value®d! 0.0010
{2 W-3-E(95% CDF 55.7%(50.1,61.2) 27.1%(22.4,32.3)
p-value® <0.0001
& HkS 26(8%) 15(4.6%)
BE WS 154(48%) 74(23%)
HEE-717E SO0 €)(95% CD* 20.2(17.3NR®) 11.5(8.3,18.4)

 Kaplan-Meier Z# o 7]43it},

b =3l F dld 93 =d(stratified Cox proportional hazards modeDol] 7]4l3F
}.

¢ Z3l" 21 &9 AA (stratified log-rank test)ol] 7]4Fgch.
I =519 227 $9 A4 (stratified log-rank test)ol] 71¥Fst oF
¢ =aebA| gFgkth.(Not reached)

" p-valuex 7 E4< s &yt 0.01119F ¥ w3

_11}1'

p-value
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¢ Z 23 -u] o] &(Clopper-Pearson) W ol 7143k Cl
" Ia@-wg-d4 AA (Cochran-Mentel-Haenszel test)ol] 7]ukat oF=
a9 5 78 AE (441 CHECKMATE-9ER)

Probability of Progression Free Survival per BICR

0.2 LR i
—~4A— OPDIVO + Cabozantinib %}

011 —o— sunitinib oo

0.0

T T ] T T ] T I ] T L] [ T T ] T T ] T T | T T [ T T
0 3 6 9 12 15 18 21 24 27
Progression Free Survival per BICR (Months)

Number of Subjects at Risk
OPDIVO + Cabozantinib

323 219 234 196 144 7735 1 4 0
Sunitinib

328 228 189 12 79 31 10 4 1 0

19 6. HA AE (Y4AE CHECKMATE-9ER)
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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

%—iﬁl %7}%%& e Aol QEANZAYYY 1A X8
HECKMATE-901]
6@. HECKMATE-901-& o™ A5 A3l Q= AAl E7lsd = HolAd
[EAZGIG SAE Ao r T2 aiAd, I A IFelth o e H B
=

o m

Fe T oAGaMe AR HRUYZVE 1AL oY olF AY Awol
b HgEUT AaTeE Folo RAFYAL B FFAGA Aol
A= BASL AYAUT. TAARE A AFH LhE PD-LL HH (1% vs.
A% == M@ 7 Aotk FAE g F U Fohns] 98 Lle vH
SEETES

1 Qo] o] oF 360mg X AT 657] o AxFee T0mgm’ 1T 1 A
9 219 Fol 8 Axbel AA B 100mgim’ Fo o F Aol AAHAY HEY 5
Gl S0l Urhd w7k o] o 480mg 4Frieh ©E Fof. Wgo] WAHA 2
g, 58T 5 o9l 4ol 9k A ol o2 3 WA FJUsRE A 2d 5

Folg A3,

Ao 657] B¢ 1 LApo] AxZehe Tomgm? 127 Awo] APHAY &8
g 4 gt EAol ueg w4 1 Ux 2 219 Fo 8 Uxpe] AAE

o
_{
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100mg/m* &

T8 84 A= RECIST vlle AR83ste] BICR o8] B7bd AA A&} F3
y AEPF)ez SAHHANY. F7HH oz a4 23 542 BICRA o) B7Hd
AH2 WrgES AT YR FHAFR S AR FIHES 654
%'32-86)& 75A4] o]de] A= 12%, oFAlokRl 23%, A 72%, 521 0.3%, 0.3% ©f
W27l dFN e dHi2Tt AFR, 29 49%, sl2vY e gEA 12%, 34
1% %L”Eloilﬂr 7I|A X ECOG 438 “JEl= 063%) =+ 1(46%)°] A th.
ZIAXANA 87% BA= 20% X HolE EFFsle] HolAd QBRAM XIS Zha
N, 11% A= w4 WA Q2A|Z409), 51% S L 2A| 2499 =
gtA HolE zZta Ut}

o] oFi} AlxEEtel 7|Wk st yte] W QW ol 498 (16%) B Al=EEHE
719k 31t ] oA 43W(14%)2 Aox 3 F7] AN=EEE Fof o]F JtHEE
gHog Het. d4Ad CHECKMATE-901¢ a4 ZAA4E &+ 54 9 O¥ 7%
19 8o YER AT

& 54 w84 A3 (44413 CHECKMATE-90D

Moo

o

e

o] ¢k3} AlA~ZgEl o
I ekt A get AzEere 5 AN ER
AAELE &

(304%3) (30479)
AA HE
A, n(%) 172 (56.6) 193 (63.5)
FRONE)1 21.7 18.9
(95% CD (18.6, 26.4) (14.7, 22.4)
<1 9H95% CD° 078

(0.63, 0.96)
p-value® 0.0171
R A
A, n(%) 211 (69.4) 191 (62.8)
FTHRONL) 7.9 7.6
(95% CD (7.6, 9.5) 6.0, 7.8 )
<1 9H95% CD° 072
(0.59, 0.88)

p-value® 0.0012
M#AZA wL-gl
H-8-&, n(%) 175 (57.6%) 131 (43.1%)
(95% CD (51.8, 63.2) (37.5, 48.9)
2k wkg, n(%) 66 (22%) 36 (12%)
& 98, n(%) 109 (36%) 95 (31%)
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w3 713k

O -)

(95% CD*?

 Kaplan-Meier =70l 7|43t}

9.5
(7.6, 15.1)

b Z3® 2~ dld 9¥ = D(stratified Cox proportional hazards modeDol| 7]

o},

¢ Z3ld 21 49 AA (stratified log-rank test)ol] 7]Hkgk <F

¢ BICR uwhg} % 7}ah9d .
a9 7. AA A= (Y341F CHECKMATE-901)

7.3
(5.7, 8.9

A\

p-value

10{&,
0.0 ; —k—— (OPDND with gemcitabine + cisplatin
' ; — -©— - Gemcitabine-+cisplati
0.8+ -
™
= o
g 0.74
T
= (.64 &
g %
S (.54 3
B
E 0.41 \Ql:h—"‘ﬂ
£ 034 =, g VO
E W, |—h--ﬂﬂ--l-i"t-ﬂ
0.2- o
04- - 1= 1]
0.04

[111|l'|'rlrl1r'rl11r|1lTrl[:r['.|||:1r'|rl|'|r1rl1[1’r[1r'|rl'|r1rl'|'|':l'||1r'|

0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63

Overall Survival (Months)

Number of Subjects at Risk
OPDIVO with gemcitabine +cisplatin

304286264228 196 167 42 119 07 84 69 58 48 36 25 20 15 12 7 4 2 O

Gemcitabine +cisplatin
304 277 242 208 166 140 122 102 82 65 49 39 33 24 17 16 13

193 8.

rix

(9448 CHECKMATE-901)

w3 A

9 4 4 10

-5}

T
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1.04%

0.9 %\ —&—— OPDNO with gemeitabine +cisplatin
: — 45— - (Gemcitabine +cisplatin

0.84 §

0.7
061 3
0.5 %\
0.4 %
0.3- 5

Sa. o
ﬂ.?' -,%0.1 m—h_“ & ﬂ

0.14 S S

0.0+

Probability of Progression Free Survival per BICR

L LA LA LN LA LA L L LI L L LI L L L L L L R |

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Progression Free Survival per BICR (Months)
Number of Subjects at Risk
OPDIVO with gemcitabine +cisplatin
304253 179 116 82 65 57 49 41 36 31 26 19 4 11 10 6 5 1 0
Gemcitabine +cisplatin
304223119 63 35 26 177 12 10 9 8 6 5 2 1 1 0 0 0 O

©® Aol Aol w2 IF WAEFAH HFLY Bxay
9] 4k A1 d CHECKMATE-274]

A& CHECKMATE-274& o] oFS BHxzgowo=w 9¢ka) thxd 72 wjA, o
T WM AFeZ, WF e AR SZRIS = a9 VYT a2 4TA =

1
del 24 dAER0) F 120 ol AT ¥ w2 A FAE ez A

[}

A 2 7lEe D ¢ A EzgHmeoadjuvan) 0.2 Al ~ZEE 3lst g

He e /\l uﬂl’*Z}% ypT2-pTda == ypN+ ¥7]olaL, 2) F< % H
of FAFsIAY olE AFst AlzEtE dtawls A
A o T3-pT4a =+ pN+ H7]oJof gt} 3AEL o] oF 240 mg =
Aofe 27 Aoz A e 8T F e FAol T4 € A A 1
S FoRn. A2 WS "d=zd N+ vs. 1074 U]UP HZAHS A
g NO/x vs. 1071 o] F=ZdE& A A N0), PD-L1 &2& FHHZE(=1% vs. <1%)
S A=ETd A ssta o] AFE o F(d vs. oty 2) wEl SIEAT. A
ol Fofzt fx AP T2 67TAIHES: 30-924D=, Aol T6%lar M}l

fo >
il
k)
r

oF i‘l
ITO

= IIE

5 r
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(76%), oFAoF21(22%), 321 (0.7%), O}uﬂﬂﬂ AT B Ay 27 4F70.1%) &
2 FAFEAY. A9 43%= ol & A HEaWy AlxZTE s gHS W
grom, Um=zA 57% A= B AQ22%), ﬂx} A5 |

2% AHFE ol & A BREQW AxEeH i}?&&‘ﬂé% L 00 = ) S
9] 40%= PD-L1 ®do| 1% oldolom, Aol 21%+= AH Q8243 HUTUC) 9]
At T2 FEA Ads FEAY A=DOF9ez ZE E—&% R RS O Sl
PD-L1 =1% A7 o2 FriEAt. 7248 A& HAx A (54 824
&, o4 H-L 249 =5 4470, B AR A%

F7HQA FEA A 4L AA A0S EF3IAT AWOﬂ 273
oA, Yk vlnste o] kS FASIAE W =

>~ r\rl

=1% B4 SAToIA BAMOE Fola DFS) A4o] Y2 S5 A
43 GHUTUC) K149 FAH SEAT B4, o] ok 9fekast mw
Ay AEA Mol BEHA Atk AFHHA e AW Y29 Y
& FA8A= 1.15 (95% CI: 0.74, 1.80)°] At

3 55. &4 A3 (744 CHECKMATE-274)

A 729 wA PD-L1 =1%

o] ef $oF o] of $ler

(353%) (356™) (140%) (1429)
wAy Az
A2, (%) 170(48) 204(57) 55(39) 81(57)
T A 47(13) 64(18) 10(7) 24(17)
A7 Ak 108(31) 127(36) 40(29) 52(37)
s 14(4) 10(3) 5(4) 5(4)
BAY AE STRONL)P 20.8 10.8 N.R. 8.4
(95% CD (165, 27.6) (83,139  (21.2, NE) (5.6, 21.D
e 0.70 0.55
(95% CI 0.57, 0.86) 0.39, 0.77)
p—value 0.0008¢ 0.0005¢
N.R. &23}# &ttkNot reached), N.E. 4% & Qith

e 71/3}] ALAA A S XL (ZE2EF HA), o] oF FoF 140 ¥ 9o &
o 31

b Kaplan-Meier Z# ol 7]gkgtt},

¢ 23y F~ vy Y =d(stratified Cox proportional hazards modeDel] 7]4F3k
=3

vl o] oF vs 9 ekolt}

1 old ARz Ax=Zgd, W s
1%/m AR m2t 38 =271 &9 %

_—

IA

]
)

754_ e 2 PD-L1 & HHi(=1% vs
AR FAS) wg Bl A EAH 9

o o
o |
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3+ A p value <0.01784

e o];ﬁ ARz ANxZge, wostd axd A wa =55 27 49 744,
=1% A} A FAA 24l EH? Z4A: p value <0.01282

d 9. Be 729 A" AN A AL (Y8A1E CHECKMATE-274)

Probability of Disease Free Survival

21 _e— opDNVO
011 —.A—- Placebo
D‘U-r"]”r"l"]”I"]"r"l"rT’I"1’Tr"I'TTT‘I"TTT

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
353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0
Placeho
356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 0
@ A EG
AA B7153% == oA A=t
(&) 4418 CHECKMATE-9DW]
AXAlE CHECKMATE-IDW-S AA| E7}53F = Hold HA XY A= U
o] =%

2 g A9 @D, 3 22 Aotk o] Al@de 2ATHoRE gl
Al3z¢F, Child Pugh A 55, ECOG 43 AOEH =1, g IPA Aol dis
oMol AL ANEE WA FE 184 o]FY A4 At £FHJH. FF Aol H
WA AAE o F ARgro]l ofY iTh Alzﬂoﬂﬁb g4 Artay A ¥ EBs

A
Fuk Aol 7HA ¥ W= (3F9 WA 12719 olu), 43 4 60,000 7] 5F, AAA
o foF %4, A4 W oA Amsk Wad olshd 4w, HV 24, BY )
Hlo] ¥ ~(HBV)SF CE 3+ wlo] 2 2~HCV) == HBVS} DE 4 Hlolz 2 (HDV)<9
g4 TA Eol A= FA= ALdHIU
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Fo, &

- 42Hd 400mg sFF 23] AT Fo

F29] wlAd 2 WAMBV vs. HCV vs. Hlule]H2A), tidd ¥ H/x=s= 19 A
ol(+%), AL &3}t Ejo} ©(AFP) +X](=400ng/mL E+& <400ng/mL)ell wet A
3=tk o] ofd olde e WHE e AW X, & Eled 54 =
+ A 29 ¢ ASHIJS olFe TGl Vel FAEoR °1<>H HE aHs
TS A= @E QYO E o] oS AET g YA FAT AFH R kA S
T QA oelg Wi tim ATAY} Bee A4S RECST 11 Xéf—ﬂ% 4y
& olF= X 87 J&HAT FF Brie 7], FEAS AR T 97 F 165,

]

g %
o] % 48F7hA wi 85, 1 Fole AW I, AR T e FH A5 AFE AL
A w125 et FRFEAT. 2 FrPEes FAS A 2 Ao dAA AL
(OS)O]S’iE‘r. F7F &84 B7 = BICRo] #H71e A#3 w-3-E(ORR)FH vh3 A
£71ZHDOR), 1ex AFd 4o 4 HEE 7vte = 3
Eiazhsy
6687 2] A7} o] ofx} ol FHhdte] W& 2W@G3/W) e ATAY AY
(333‘1‘)(’] e e e afbde Foshy] As) 72 AHAS. d7A A
grolAe ARES &xke] 85%7F AuEIH S, 15%7F &t de Tt
DEANZel FoA &2 HAad S-S AP TS 6641039 20~89U o1,
53%7F 6541 ©]F, 16%7F 754 oot AFH == 53%7F W<, 44%7F oA o}
D, 2.2%7F Z<loldar, 82%7F FEA oIt 71A A ECOG <3 Jel= 0(71%) E=
129%)°1 ATk 34%%] A7y HBV Z+<d, 28%7F HCV Zrdelflal, 36%+ HBV X+
HCV 9 4= sl
19%9] &A= daSA HEE, 11%e ¥-L¢EZ24 Aol AATh tiFE9 g
A
I

N' 5| _Il-

A= %271 BCLC ¥7] C (73%) AgE 7HA L AJ AL, 19%= 7] B, 6%+ W7
At Child-Pugh <=7} 5, 6, 7 o]l fAb= 42 77%, 20%, 3% ©lAtt. A=
54%°] A7 29 HMolE, 25%7F EH AW -E, 33%7F AFP X =400 1 g/L&
7HA AL A+

PIANE FEAR AF/E £ 56 2 9 100 GEFAATE o] ¢k o|HE| TRt
e ¥ A= AR Adel #RtEd = &g Hlaste] HAFH
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o] ¢k} ol Byt  wulElY EE Agtuy

(3354) (333%)
A A&
AH(%) 194(58%) 228(68%)
FHa0N4) 23.7 20.6
(95% CD (18.8,29.4) (17.5,22.5)
kLl 0.79
(95% CD? (0.65, 0.96)
p-value® 0.0180
A 9b-g-E, n(%) 121(36.1) 44(13.2)
(95% CD (31.0, 41.5) 9.8, 17.3)
p-value! <0.0001
& 9-3(%) 23(6.9) 6(1.8)
BE 9-3(%) 98(29.3) 38(11.4)
hlacapd ks
Z01Y) 30.4 12.9
(95% CD*? (21.2, N.A) (19.2, 31.2)
H 9 2.1+ 32.5+
133l S22 vEHE 2dof 7Rk
b =23l = 2 W AA NIt BAA oA AA: p-value<0.0257
¢ RECIST 1.1& A}83}e] BICRO| we} #7713ttt
¢ 2318 = zgd-dgd-dl4d A4 (Cochran-Mentel-Haenszel test)ell 7] wkgich.
EAZA o4 A p-value<0.025
+ HEd A

o] ofx} oldY TRt & 82 utEld & &ghEgel Bls) FACT-Hep HCS
; 2 Aoz FostA 7FAaQ24% A ZATE HR 0.76

(95%Cl: 0.62,0.93); p=0.0059). Z7 29 mAdE" 2E Ao A

FACT-Hep HCS &t =9 dHo = oun Q&= HAaUIFAHozRE HA 64

Za)7b BT w7 o] F-249] v AHFE AP R A oEH T

a9 10. AA A& (93AF CHECKMATE-9DW)

,ﬂ
ot
N
N
o
>
)
rlo
1
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4 —— OPDND + lpdirnumat:
. e, T — e — WV choica
0.8

07
0E
0.5

04

Pratiabaity of Overall Sunvival

03

02

0.1

0.0

[i] 3 [ 9 12 15 18 4| 24 o 30 ] 35 33 42 45 4B |
Humber of Subjects at Risk
GPINVD « Ipllimumak

S A 7949 G R XPeAnt dAES

o] ¢F 240mg =& %S 1657 & 25 A =E 307 2
Z2}HE o] oF 480mg T YoFE 4F HF o2 3089 ZAA
Bl AU AT - g S0l et

33 300 254 20 20 N6 LFic) 152 150 13 Ll f 42 24 1 B o o
TNV cheice

‘ ':333 . 20 M5 6 194 =] 4 L 106 6 “ M A 4 3 1 0
HEQ EE 9 AR AYR ¢ 5o F nxad
[9)°4A1% CHECKMATE-577]
944413 CHECKMATE-577¢ =249] mid, thr] @, olF =/b) Algoz gorial
A EALHCRDE B3 48 AAEe AW F AFEAFHAB] JE A=
EE Y E 2Y
=
Z

QAAYAN S B BELAL FALACRDE B
& W9, Ak By A, iiﬂiéﬂliOI‘:H/\ Slomgldel e Soh

T 7|E AYgAAZE AA X" L 23l= FHIE A= AgHAY. FF
ol MiAL PD-L1 £ =d A (>1% vs <1%), W]t ‘“J*LZ‘—;i AU =
ypN1 vs. <4 ypNO0), ZZsHHH vs. Ahoz =3 F2 F84 AxEE

AW YEDFSoE, 729 wiALdH Hx AL (54, AY EEt 12 AA 59
ZRE 9F), B AHE] 7 F WA BASIE AIH AtolY Ao, AT
Aol o] H7h= AT

PG Aol FAd SA; AF Y FIHgES 62H(A S 26-864)E, 654 ©]/de] At
= 36%0lAtt A= 85%7F FA oL, oFAlokel(15%), WM21(82%), Z2N(1.1%) 0. E
TAHENY. 2 EAL x7] X" @A oA AJCC 1171(35%) =& I17]1(65%), 2]
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[

E360%), ¥ A% HAEgHF dU0wolAfar, d4AE A2 Al HEled A "Hxd
FEN58%), MLETI%) EE BBALLI%] AT Aoz Felu it

A% PD-L1 ¢ od A =1%9 A= 16%°lA3L, 72%= 1% v|Tke] AT}
A %] ECOG 3 “dEll&= 0068%) & 1(42%)°] ATt

oF EolFs} wmste] o] ok Folstgle W FAFOR fFod T
Aol QZEAY. FAW Az ojele PD-L1 £% WA 2 zAsts @Aglol
B3 9o,

N N

REE

L

rJ
i
>

AAA1E CHECKMATE-5779] w824 ZA3E 3% 57¢F 19 119 YeE AT
¥ 57. 84 A3 (d3A¥ CHECKMATE-577)
o] of 9 o
(5329) (262)
2 Az
AHd, (%) 241(45%) 155(59%)
F0HAD) 92.4 11.0
(95% CI) (16.6, 34.0) (8.3, 14.3)
F M2 (95% CD) 0.69 (0.56.,0.86)
p-value® 0.0003

@ =3l9 n)g 99¥ =d(stratified proportional hazards modeDell 7]4F&+c},
b =3y 27 +£¢ #A (stratified log-rank test)ol 7]®Fgc},
a9 11 52y AE (Y3413 CHECKMATE-577)
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per Investigator

0.31 B & O SIE0— — 2 —

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

=

© AA Bbsd QWY =t Hold AE ABALHESCO 14 A8
[¥7dA1 e CHECKMATE-648]

CHECKMATE-6482 o]zl x| &% Zo] gle v+« &7}
Hold ESCC (W% =i Aud z2hHE 717 8
FyF oz, T YAADIUTh o ANFL FY
PD-L1 %% Hl§ H(IPSE e Bre +

o
o X iﬁ
ool
> A % off
S ‘l’f e
- (o]
LIRS iy
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j&; = oy
o -
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(
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5-FU(EF 22 $-214) 800mg/m°/day Ao Ee] & 1 Ixjol] Al=Zed 80mg/m” A
) %o
o] ¢F 3mg/kge 2F 774 L Y FET Img/kgs 65 H2 HE QW
© (4F 7)) 1-59A ) (597D 5-FUEF L2524 800mg/m?*/day AW Fo] & 1
Yol A 2~Eeel 80mg/m? 4 T o
52 Agko] XPHAY 58 BV}

=

29 WA FF AlE PD- Ll Ll (>1% 1‘41 1% T+ E8E), AY (FotAlot
) 71e} ofAlol 1 o] Z]El X)), ECOG <=3 &) (0 o D = HAol" &7
(=1 o} =2)° wz} S35 A
FT¥ AMxe PD-L1 =1%% Aol A H7Esk =8 84 ZA3 3732 =+ BICRY)
w2} H71gk PES ¢ OS o RECIST vl1.le w& % H7l= 48F271A] 65+ It
Ao =, o|Zd & 12F Zl-Zﬂ o2 2A 39T
CHECKMATE-648°1 4 & 97078 o] &x}7F 7249 wid A o™, o T 9654 kAt
= Z]1A XA A st 7]—551- ¢ Mol PD-L1 HdESHEA{Y. o] F, 47349 3
e Y ME PD-L1 = 1% ©ldaL, o] ok o|dg 4o HWE 8T 1584,
o] ¢k} s}t a e W8 X 1584, e 1579 o] At
ol ~ekel EAREL A a7 2AH AAHoE #3S o FAth T Al=x PD-L1
= 1% ZHANA A FF-2 634 (B9 26-85A1), 8.2% 754 ©|, 81.8% A3,
73.1% oFAlo}Ql, 23.3% Wi do] At
A= AofA] 2AEH o T HHMEW(98.9%) EE AHFMERAL1%CE &2l
Ao 714 ECOG 43 El= 0 (45.2%) =+ 1 (54.8%)°] A Th.
a4 A= F 5837 OF 12 9 29 139 AAE U
#® 58, &4 A3 (Y744 CHECKMATE-648)

o] ¢f3} AN =ZEte o] of ojH R A xZEE 9 EFF

4 ZFoz ekl (n=158) L7 A

(n=158) (n=157)

Z9F A PD-L1 > 1%
A AE

A (%) 98 (62) 106 (67) 121 (77)
73 1Y) 15.4 13.7 9.1
(95% CD (11.9, 19.5) (11.2, 17.0) (7.7, 10)
£33 0.54 0.64 -
(95% CI)P 0.41, 0.7D (0.49, 0.84)

p-value® 0.0001%! 0.0010% -
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nAg AE

AW A = A (%) 117 (74) 123 (78) 100 (64)
S 019 6.9 4.0 4.4
(95% CD (5.7, 8.3 2.4, 4.9 2.9, 5.8)
kLl 0.65 1.02 -
(95% CDP (0.49, 0.86) (0.78, 1.34)

p-value® 0.0023% NS -

2 BICR uw}2} % 7}3lsc}.

b zskE 22 wesy =del Jurdth 24 24 2R9 Y ssadTs v
o ofo] EFH Fol BT YFusF BuHh
cF3E = 2o 43 Aol et

shos23.0.005, 0.014 2 0.015 Zr2+e] BA ZAA S vlwd 2l d p-value
W EAHoR FodHA
g 12, AA AE (Y3AE CHECKMATE-648) - A3 PD-LID1%olA A A

} 0

Gl 8 —o— OPDIVO + ipilimumab
0s *bv;\q — 2~ OPDIVO + chemotherapy
i 'y ==4==- Chemaotherapy

Probability of Overall Survival
=

b A AT AR DN DR R A T NSy [N ) NEASN TR
0 3 6 9 12 1B 18 21 4 ¥F 0 I B W
Overall Survival iMonths)
Mumber of Subjects at Risk
OPDVD + ipifimumab
156 136 16 98 8 63 50 40 N A2 mn 8 4 0

OPDVO + chemotherapy

158 142 129 105 & M 53 ¥ 2 w 4 2 0 0
Chemotherapy

157 13% 105 72 5 3% 2 12 &8 4 2 1 1 0

a8 13, FA8 A= (AAE CHECKMATE-648) - ZFAZ PD-LID1%oN A F3Z
3 AE
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=

—&— 0OPDNVO + ipilimumab
—&—— (PDNVO + chemotherapy
==+==- Chemotherapy

¢ @
e
#

EIH"-I

n
[

O 1 R T
L 1 1

= |
=
1

Probability of Progression Free Survival per BICR

e A NS
0 3 ] 9 1”2 v 1B’ 21 A4 ZF W 3
Progression Free Survival per BIGR (Months)

Number of Subjects at Risk
OPDIVO + ipilimumab
158 @ 48 38 3N 8 4 13

[ -]
=
=
[ ]
[ =]

OPDIVO + chemotherapy

158 107 5 47 29 1B 10 8§ 5 3 1 1 0
Chemotherapy

1% 67 3% ¥ 5 1 1 1 1 1 1 1 0

rlr
A
e
ﬁ',
e
-
i)

0 IN=-Fr|FEFA ELAZMSI-H) = SHAMMR) Aol A4
A +

AALE AHERE ZF 7139 FF e met £ MSI-H =+ dMMR ZJEi7F &
A FAE xZIpete] FE F29, 37, Y JGAF ot MSI-H el o
gt T4 HAA= PCRAdylla MSD, dMMR “ZgEfel i 54 AAb+= [HC(Omnis MMR)
& T3l Ao =2 HAE ol &std, AY HAFA el MSI-H/AMMR ZH #38-&
A3l AHEE AAE nEoE FFHor FPHAT. T HAF A3} MSI-H =+
dMMR “FEf7} glE s 8 B4 didTs FASAT B dAAFAE
Fol A HHdol, &4 AU Ay A HLE IZZEIAHEOE e HY
AAA AHE T A HAAZAAA A5 o]Ho] A+ SA= A H AT
AAES e F sty AEE BEE FA9 WA EHAJT

o] ¢ 240mge 3 AR Fosta, T Imglkgs 35 HACE AU 4
37k4] W8 Fo &, o] oF 480mgs 45 (HHSE F

o] oF 240mgS 25 AR F 63 TSk & oF 480mgS 4F [HF o R T4
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ATFAe] Ado) w2 35}3t3 W

- mFOLFOX6 (&atg]Zgtel, 31, FU) + H¥ASFE == HEAY S
Zg8  8mg/m* , FIREY 400mg/m , FU 400mg/m* AWFA 3, FU
2400mg/m*® & 46A17tol AR 25 FASE Fl. WA T Smg/kg & A FA
7 500mg/m® & mFOLFOX6 Fof Ho 25 IFA S =2 Fof,

- FOLFIRI (o]g]x=H|ZF, F2HEH, FU) + HBAFT == A EAT: olgl:-H It
180mg/m* , F2Z X ¥ 400mg/m* , FU 400mg/m* A=A 2D FU 2400mg/m* S 46
AZboll AA 25 Ao = FA. H¥kAIFR dmg/kg =& AlSAIT 500mg/m® &
FOLFIRI o Ao 25 1tHo =

49 A4S T AAGS O HS5) 2 od A=
2 AZ3EAT. 38 awTel FFY wA"E 3

f
Y

G AEer el AW AW, B8 Hhsw B4 B4 474, E of ofsh ol
PR Me oW w0 o BE QWS we A9 Ao 24744 A&HAG of
delRgo F o4 AUz He 2We T AAE o o BE gyow
22 ALY 4 AT o ok oW Ty WE 3o} BWAglel, RECST 11
zol wet Ay Aol FrAR A=, AT Bekatel YAH ool Y7 A
2 2 Ae A9dE A% Fd¥ 4 AATH RECST vi1 7|20 ma 5%
AR AR F AL UFAAE 650, o F 96F7IAE 80T, o] 144
A& 1650}, o] ol 245wt A A H YT,
9 Wrle % A2 MSIHAMMRo] #el®l Hol4 = AAHmCRC) B4 %
12 A5 AANA o ok oldewy Wg eI 88 ey ¢ vw, 1
o AN o obm o|WART We RUTH o o BE QUTF 7

—_

QLY

FQ faA HrPASE BICRO 98] RECIST 1.1 7|02 Hr7td X3 A=
(PFS)eH, Tﬂ FEA Hr7pAsE B3 9Hg-E(ORR), BICRO whgl Hrid w3
X1¢717}(DOR), ZA AE0S)0] EEH AL

T 8391 Y A9 A Ao JA EALS tEH 2ok T A% 6341039
20~87xﬂ), 654 o]’de] 46%, T5Al o]/do] 14%R 1, FA4L 50%9 T UFS w0l
87%, o}Aollo] 9.3%, 39l EE ol FtA w=elo] 1.5%, 71EF Q1Fo] 2.3%R°
o, IFL 3| =gY/etdA T 9.2%, Bls| =3 Ho] 50%, P&l 41%R . ECOG
Fse HrlEsE 00] 52%, 10] 48%9 L, o)A Xzl &= 0829 56%, 18}l 0]
24%, 2811 o)del 19%Ath. T AA= 5ol 69%, FHSo| 31%it. T A
& MSI-H/dMMReo] &1d ko] 714 54L& A 729 w8 Sxket FASIoh
ol Zdeg]Fitte] ¥ gWHoZ 12 8 ¥

- 117 -




12 A& 2 o] o3 oldeyo W¥E 27 (202%) B st e HT(101%)L

2 729 e S 3039 5, ¢ AA 23 MSI-H/AMMR ZgEi7F geld fabk=

BE aHTolA 1717, 3t 2T ol A 847 o] Ut

12 A gl A, o] oF3 ol RRt W aWwel wiAd" 2029 F 2007, 3}s)

Tl MAgE 10178 F 88Wo] Adefs Ha 13] oY Foigith

318 aS T 88% T, 08%v S ETE VIWk 8WS, 42%= olE:H|
= H, 66 (75%)& £2 A=A HuAIFR (64%) ==

=]

<Y AALZ MSI-H/AMMRo] #ld $xk &, 13 A5 Ao F29 wjgd o]
of3 ojEz o W& él‘ﬂq:rh)r §Pf—‘| 2¥T Zke] BICR #H7bel W 7338 AE
(PFS) A= % 59 9 11 140 AA = ATt

2432 "-3E(ORR) 2 A AE0S)9] mlw Aa= AHd Zod A4 44 A
gkol] we}, PES 4 AlolA = AlFHA FUuT

£ 99. FrEA A3 - 1A A5 (Y4AE CHECKMATE-8HW)

o] o B o]Pal T s aw
1714) (849)
BRI Y
AW Ad T AH%) 48(28) 52(62)
g ORYL)P NR 5.8
(95% CD (38.4, NE) (4.4, 7.8)
AFn°
0.21 (0.14, 0.32)

95% CD
p-value® <0.0001

NR. &23a# &%thNot reached), NE. 4% 4 Qith.

dolg vy (20233 10€ 12¢9) 71+ H4 F4 T 7|17 6.171€E oAtk

@ Z2 vy 93 =d(stratified Cox proportional hazards modeDoll AF&¥H T3
Hapo] me} AlZsd 23 B3 FJAA 7Nkt $AA {94 AA: p-value
0.0209

P Kaplan-Meier = oj 7]uksit},

¢ FTYF AANEFH= vs )l wt IRTdnteractive Response Technology)E 7]&0. 2
AZ3tE Cox vlElY = (stratified Cox proportional hazards modelol whe} AF=
H $13HIHR)

a9 14 FXE AE Ax & o] o %W oISy vs Istaw) -
CHECKMATE-8HW
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0.1 L e e L RS —+— OPDIVO + Ipilimumab

—=£3-= Chemotherapy

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Progression Free Survival per BICR (Months)

Probability of Progression Free Survival per BICR

Number of Subjects at Risk
Arm B: OPDVO + Ipilimumab
171 144 132 122 108 95 92 77 64 53 42 37 2 10 9 1 0

Arm C: Chemotherapy
84 53 29 20 10 6 5 5 3 2 0 0 0 o0 0 0 O

ol F-el HE aor MA A8 oW
RE Azdle EYstel of ot olWelRYs WETOHMW) % o o U5
(353H)oz T2 wiA"E = 7079 A =, = AAZ MSI-H/AMMR AFE] 7}
golH = H Lol A 296 , ol A 2867 o] AT

NS Az 18 o) g Folwe Fa: WETIA 3549 F 3529, TEToA
3539 = 3519 elAtt
EE AR 2AHA, ¢ AAZ MSI-H/AMMRe] &l &ap 5 o] ofx o|d
g wit WgT o o TS ko] BICR Wrbel @ R HYEPFS) 2L 2w
bl 71E 159 A EH AT

L A Ao® BA B4 Ml wel PFS B4

¥ 60. %E*é A3 - & A5 2R (Y7348 CHECKMATE-8HW)

o] o Bl o]We] 7} o] o B5 e
(2967) (286™)

TR Y=

AW A3 w== AH%) 101 (34) 136 (48)

g ORL)P NR 39.3

(95% CI) (58.8, NE) (22.1, NE)

(e} _3‘]]:] C

A 0.62 (0.48, 0.81)

(95% CI)

p-value? 0.0003
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AR W-gE
WSE, n (%) 209 (71%) 165 (58%)
(95% CI) (65, 76) (52, 63)
& &3, n (%) 90 (30%) 80 (28%)
BB s n (%) 119 (40%) 85 (30%)
p-value? 0.0011

NR. =23x &4th(Not reached), NE. 4 4 it}

dlolH vty (2024 8¢ 28¢Y) 71+ HA F4 #F 712 16.70€ oAU

@ Z2 vy 93 =d(stratified Cox proportional hazards modeDoll AF&H FL 3
Hao wet AlFstd 21 |3 AA gt FAA Fo4 AA!: p-value
0.0095

P Kaplan-Meier 4ol 7]wkgtt},

¢ ZU4 AAEFH= vs $=)o) wl RT(nteractive Response Technology)E 7]|F o0&
AZ3tE Cox vlElYd =¥ (stratified Cox proportional hazards modelol whe} Ak=
H gn(HR) ¥ IRT o w& ol X&' A0, 1, 23} ©]X)

22 1y g 2doA Asd 5Y3 Wl wet AFdd zad-ad-3a
#7 (Cochran-Mentel-Haenszel test)oll 7]¥ketch. EA12 F2ol4 7 A:p-value 0.00
6

a9 15 X8 AL (e A= 2Ql- o] of 9 o] vs o] of ©=9H) -
CHECKMATE-8HW

1.0
004
0.8
071

[ = ' B i y
e L
i 1._“1:‘1;. H—A_H_‘]_h
- = e
o -‘-i_-.l_u.p-_.,_

0.5 ] e T e o o e
0.4 4

0.3

0.24

0.1 —=— (POND + Ipilimumab
e (PO
0.0

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Progression Free Survival per BICR (Months)

Probability of Progression Free Survival per BICR

Number of Subjects at Risk
Arm A& OPDIVO
286 210 191 179 69 64 158 141 124 W09 98 495 &1 F2 69 W 3 15 12 1 1]

Arm B OPDIVO + lpilimumab
296 248 234 225 24 207 200 180 164 146 136 134 121 102 100 61 54 29 23 0O O

i

groEveud, S4EAY L olgxH A8 F APH MSIH == MR

Aol HA%e

.
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[973A1d CHECKMATE-142]

XAl E CHECKMATE-142= thr7)3, v]-FZ9], g=-33 ITE, Z7/ d4AH
o= ojde| EFF=Eygrd, S4YEYHE e ol 7|8k 3tstay o
73 Eo = X7 & A NE-dAr|RA B A (microsatellite
instability-high, MSI-H) =& EUX] &5 ZAF(mismatch repair deficient, dMMR)©]
2449 4R FAE e PHAY. Mol

5
l:l

UAeE =4 APYAH T HolA
Azl 3] HA 3 28y N8BS B 7|AHX ECOG 43 A7 0 == 1 18

I EE5A8 HAo], &4 AU WY de =& A4 A9 AAVE Hadk s A
7} obd &AtEo] Aol SREHIUT. o] o ol F Y WE IZIE F
MSI-H #ol4d 2ZAA¢ #AEL o] oF 3mgkg 2 o]H ¥ Imgkgs 35
O F 43] AW EASE & o] oF 3mglkgS ©E QWOE 2FIHAHoE AW B
Utk F HZIE AFAEANA AEE & BT A 9 AR A
o] WAty A7FA AL EH AT
o] ¢f g ojFPE T WE Fo MSI-H ol AL IS Eo F 1199 A7}
TEHAT. A AB O FIHaS SBAI(HEH: 21-884D=E, 654 o]/de] fA= 32%,
754 o]e] BAt= 9%olar, FAdol 59%e]ar, wWilo]l 92%o]Att. 71 A %] ECOG
T3 FEl7E 045%) T=5 165%)°1R A, 29%7F Ax S5Fo 2 Ry, A
2k 1199 F 69%7F EF=yeud, S4aeEgd 3 ojg Eﬂﬂ% oj e A
ST 10%, 40%, 24% 183l 15% A= o)A Ade) s 22 1,23 =&
47} o]/l ol A4 S-S Wk, 29%9] A= anit-EGFR A XS5 94T
F2 84 A&+ RECST v1.1S AFE3Fe] BICR H7beo| A AdA Hg&
(ORR)# ¥F-§-2] & A ZHDOR)©] A Th.
A4AE CHECKMATE-142¢] 84 ZA3E 3% 619 YeER T
¥ 6l 824 A% (Y4A1F CHECKMATE-142)

o

rﬁ_&r_}im
o T i

AA §A o A% (FFoEHY
(119%) R
olewHZt 74k sheta
%)
(82%)
BICR AA| ®--&& (%); n(%) 71(60%) 46(56%)
(95% CI)P (50,69) (45, 67)
e Al (%) 17(14%) 11(13%)
T2 sl (%) 54(45%) 35(43%)
HEg A 7] 71
671 ol WS717E Bl & 89% 87%
12709 o4 W37 Hlg 7% 74%
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16 AEH

T FERA7} PR FER BE AR | fEE8REAY #E AR
AR LA} 2025.08.04. 2025.08.04. 2025.08.04.
Hekg A=} 2025.08.25. 2025.08.07. -
Hebgaedat 2025.12.08. 2025.12.09. -
HFA LA 2026.02.23. 2025.12.09. 2025.08.21.
49 1] A e T =
€4 2] A A8 QoF

- 1238 -




(29 1] A4 $E4 2 F1E R AR A4En

[(MEXE 2=)

O #HEMA : A=A AA o FHS7FAATFAAFAFFAAA A [FE]] > A2F > M. P F=
MR > 1 AZL 5% - &3, 2. MEE 89 - &F
A e Ws
2w =45 2 3 4 5 6 .
ko 1 7} s 7t 2 718
npEbE R LR EME6 D R E G T

X‘"%—Z‘—_‘E_,_ 1. O |x X X X X X X | x X X X X X X X X X X X X X X X X X X X (o] X A X O [x

Z—"%Z]—g_ 2. O |x X X X X X X | x X X X X X X X X X X X X X X X X X X VANI WiN X A X X

Z—"%qu?- O [x |x [x |x [x |x |x [x |[x [x |x |x |[x |x |[x [x |x [x |[x [x |x [x |[x [x |x [x [x |[x [x |[x [x |O|x |O

A A A 4. ¥, 5. 7HE, O 28713 3 Foilo] B TS AlEd ARR e
O ASAR 5

L71d = 2 5 EA slel #3 A%

6. YA DA A3 A5

7. FU-SelAe] Ag B AT ol BE AR
8. 718 1 JkEY B4 BE AR
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Term Definition

1L first-line

2L second-line

ADA antidrug antibody

ADR adverse drug reaction

AE adverse event

BICR blinded independent central review
BMS Bristol Myers Squibb

BOR best overall response

Cavg average concentration

Cavgss average concentration at steady state
chemo chemotherapy

CI confidence interval

CL clearance

Cmax maximum concentration

Cmaxss maximum concentration at steady state
Cmin minimum concentration

Cminss minimum concentration at steady state
CoC contribution of components

CR complete response

CRC colorectal cancer

CSR clinical study report

CT computed tomography

DBL database lock

DCR disease control rate

DMC data monitoring committee

dMMR deficient mismatch repair

DoR duration of response

ECOGPS Eastern Cooperative Oncology Group performance status
EMA European Medicines Agency

EORTC European Organization for Research and Treatment of Cancer
E-R exposure-response

ESMO European Society for Medical Oncology
FDA Food and Drug Administration

Gr2+ Grade 2 and above

HCP health care practitioner

HLGT high level group term

HR hazard ratio

HRQoL health-related quality of life

ICH International Conference on Harmonisation
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Term Definition

IMAE immune-mediated adverse event

ipi ipilimumab

v Intravenous

KM Kaplan Meier

mCRC metastatic colorectal cancer

MedDRA Medical Dictionary for Regulatory Activities
MID minimally important difference

MMR mismatch repair (of DNA)

MPM malignant pleural mesothelioma

MRI magnetic resonance imaging

MSI microsatellite instability

MSI-H microsatellite instability high

Nab neutralizing antibodies

NCCN National Comprehensive Cancer Network
nivo nivolumab

OESI other events of special interest

ORR objective response rate

0S overall survival

PCR polymerase chain reaction

PD progressive discase

PD-L1 programmed cell death ligand-1

PES progression-free survival

PFS2 progression-{ree survival on next line of treatment (time to second progression)
PL package leaflet

popPK population pharmacokinetics

PR partial response

PRO patient-reported outcomes

PT preferred term

QLQ-C30 Quality of Life Questionnaire-Core 30
QoL quality of life

QXwW once every X weeks

RECIST response cvaluation criteria in solid tumors
RFS recurrence free survival

SAE serious adverse event

SAP statistical analysis plan

SCE Summary of Clinical Efficacy

SCP Summary of Clinical Pharmacology

SCS Summary of Clinical Safety

SD stable disease

SmPC Summary of Product Characteristics
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11. AFEARE

e International Nonproprietary Name: Y &-F5}
o At AHFF "‘ﬂlw:_—au]‘j’kf‘] EQH3 ’“(MSI—H) T BYA B Z3(dMMR) Heold A2t

o

2]

- AA BV 2 1R =-du|R4A EQF4Y A(microsatellite instability high, MSI-H) == &YX
& ZAgHmismatch repaire deficient, dMMR)©] Q1= ZolA A% 4l Sxtol A oldeF-74
o ¥& 9

o 2HE71A ¢ QIZF 1G4 A ZE FAolA wis- 54 < PD-1 i #AZ AA

12. 719 2 /MEAE 4
o UEZuN(ST]H[OPDIVO® 1, BMS-936558, MDX-1106, ONO-4538) <17t IgG4 @2 dxo|#}
W¢ SR PD-1 W] TE A A otk
- Feane Oﬂﬂloﬂ u}w A FF-w A *Jiz}%% 2A¥GI AAAG. stane T
5 %

3 A% N8 2 A8Y

CA2098HW Algdo] Al&= e o, A £7F == o] MSI-H/AMMR CRC &ztol] tha
datA s<dE 1L 8 FAHLE AESHA AA (VEGF =+ EGFR dAA) Fo o Fe} 733 53
aXolAn. CA2098HW Al sAolM B EZFRe] KEYNOTE-177 A9 A3E Hlgo=

MSI-H/dMMR mCRC] 1L &%el gt éﬂ—% okt

- @9 NCCN 7tol=gilo s dA 87F Ex Hol4 MSI-H/AMMR CRCO] 13 2% o2 nivo ©
= Ee ipl FEEAFY Ee ExEENHe] B8-S dudth EUCA ABEFRe] sold
%, ESMO 7tel=ghqle Al B/} & o4 MSI-H/AMMR CRCe| 1L aW o= HABEHFHS

A= E o] EF AT

o TAZ ZyF HY T o] FU¥ FFolA nivo (BPDD) +pi (FCTLA4) Z 0] &3 o] F

A7 &L FPD1 AA el Fe B FdE TS FAS BoFdn

- CA2098HW+= 1L MSI-H/AMMR mCRC A& FH*POE st oy oi¥] nivotipie] olF TE JA <
FEAY AP S RS AAE A 22 A FAYAMA dFAIFelth B AReAME
S 2 kel X (RE 24 oA MSI-H/AMMR mCRC 345 4o 2 nivo B58% iy
nivo+ipi & QMo FaAdF AT Hrigith CA2098HW A& Az & #Alv 22352 MSI-H
mCRC ##+¢] 1L & FPD1 @ AAE 22H FAL ERAARE, MSI-H/AMMR 224 & (o
RAS E<d®lo] T4 Aol g 23 Arkoll A 4 AAE oS A 27 &S 9
Wet ORRES =Y 713+ A3 A,

>
12

=
FL

iy

rlr )

14 AHEE7 A9 308 FAA A

o A wi7) o]t
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15. AZFEFY 37ty A 0
22

o 3 -
2. 7T=ZH-2Csey HME Y MESN MHEo e XER(E AR)
.« AP
3. ot Mof| &st Xz
o 3=
4. SMo| B3 X2
.« AFUE
5. efe| &t gof 2T Xtz
. A
6. LAAHMEHo| e K=
6.1. YFANFARY AFHH(GCP &)
e TOC A=
62. YFNEAEH Ma
oA
dEA & = = Fo & S
(kﬂo_il AAAE AE FD Al =77t g 718 =
Add)
+ o] ¢ 240mge 3F AR FEAsta
Img/kgs 3F t4 o= HU 4374A H
o] ¢F 480mge 4% Ao E Ed
IHIE U REA BA|e o] oF 240mge 2F AHOE F 63 T
MSI-H) =+ BYx B4 480mge 45 o E F4
A3IHAMMR) ol thad|e ATFAe Mego W& 559

3 |BAE WHoR @ URE
[CA2098HW] [ ©%, U5 ol
IRy ¥e == AYA
Ael ssranol BE A3
g T QA

¢

fl

1

o

- FOLFIRI (o] 2] =H|Z},

mFOLFOX6 (S48 &2+

2400mg/m* & 46

AFRE Smglkg  EE

mFOLFOX6 Fof Ao 25

=  ASAEE

F3RA, FU) +
s ASAT %’%F/l—e—i}% 85mg/m*

400mg/m* , FU 400mg/m?
ARt BA 253 AR F4.

A=A 5

AR T,
FREHY, FU) =
olg]xHZ+ 180mg/m*

7(4 i) Z/\]_

l

HHEA]

1z} : PFS(BICR)
22+ : ORR, DOR,
oS
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400mg/m?* , FU  400mg/m*® AW A 2 FU
2400mg/m* & 46AI3toll AA 23 FAC = F9). wn}
A% bmglkg == MEAH 500mg/m* < FOLFIRI
Fo Ao 27 HHSE Fo

@A Aol o 2454

o2 MSI-H/AMMR mCRC7}He =3 E] : YEF 3mg/kg q2w
3olE Al gARE A IZTED EF% 3mg/kg + olEEFH Imgkg 1
241 ; Rl ‘_} R Us ;J mg/kg 122 %7 1mglkg 15 : ORR
CA209142 o2 3 nivo =+ nivo | q3w (3 HE& T4 F YEF5 3mg/kg q2w) 23 PFS, OS
%&‘?..ﬂ o Oig tFE II|e iiEB UE29 3mg/kg q2w + o] ¥ Img/kg ) ’

s, A28 | 1 gbw
L

6.3. A@%%xﬂlﬂf\lfﬂ

6.4. YA

65. &4 R AAA4

65.1. FEA - AN AL
o 99} HTUI6.2 Fa)

6.5.2. A U4 (Pivotal studies)
D 3N AAEA

(1) YukALa}

ANE SES F 1Y 28 RER FHHET BE 1 552 a9 A5 Ao AN A st
Hom, BE 1 AF AZHE HE 2 552 Hdol4d HEo] g oz XNEE TE FHo] e AP
A AL didARh oA igetdch A 1L 2 2L A@oidAE 221 Bl&E AT (nivo), B
(nivo+ipd) E& C (381 o TRt =3L A@ddAE= 11 HEE AT (nivo) & B
(nivo+ipD) ol 29l A sttt BICRoA PD7} &<lE Ci+ Al uidAtelAl= nivo+ipi B89 (@t
L E) o2 wad 5 e AR} AH A
ANFgare] TS T AX (LEZF vs 9F) 9 ol AF] g oA A5 34 (8L,
1, =2; % E 1%t 33) o wet Zi}é‘}%{q N EATE S5 Ajdstr] HsiAEs A £F B
Abell whet 4zl F¥ MSI-H == dMMR FEi7E lojoF fnk =38 Al A@idatel =3
>4 APl AEste Y% MSI-H/AMMR AE1E 3l

n}i
N

olF U Wrhas

D FYellA MSI-H/[AMMR mCRC7F &R1¥ BE A A|@di’dAke] BICRO w& PFS (B vs A)

2) T4 MSI-H/AMMR mCRC7} &<l€ 1L Al @ dl’d=+2] BICR w2 PFS (BT vs C—TL)

Az A9 sista ] wWutAF B ASAIY Fo o R F33 mFOLFOX6 %=+ FOLFIRL 1L
(G171 B4 28 A% 0, 2L G171 98 A4 D EE 23 (018 A4 LB A4 2 o4,

510]
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o] U HrPHFo Ao oo A MSI-H/AMMR mCRC7F &¢ld 1L ZZYujA Ad A= (BT
= TYolA MSI-H/AMMR mCRC7} &l F2H9|vj A ]z;sjqq }aF (B VS AT) 9tk
AFA A gstal: wutAF Ee ASAYE o o 59} 783 mFOLFOX6 %=+ FOLFIRL

() EAA W

SAA FelAS A8 A& TF FHEA ( vs LE%) & T3 AR o]&ote FF I3 21
—EH AAS AHEstdt. alfTS Y + o ZF 91gH (HR) ¢ &4 100 * A -
a) % A3 (CD s} Cox ®ld #19 o FASAT FHS Aoz ATk
7 &
=
H 95

o

(o

[‘Ir OIN‘

Zt @+ PFS Kaplan Meier KM) +& A FAHH S o] &3t FAH3 T ZZ F AT
a9 PFS Yol i3l %= 95% Cle 221-271 Eﬂ;‘ﬂ Fa8 Adstdo 1A AH (@ F

FH 4 717P°ﬂ w2k 6 2 1270€) A2 PFS vl &S # % CIg} A A A stdtt. o8 d F
e KM FAgoA =&sH o, 4$3te Cle B4 =& 8 Greenwood &2 AEA g A
£H 2I-27 ¥M3E EYE =E3YTh

J
o
o_hm

i

P> &S
ol
o
g\l

2) 5F AT AR

D AARA 7 E

A HAdol= Eaﬂﬁgi oyl Aura = A= AAbd wEl ok MSI-H == dMMR A7
=2 gl dak= RECIST 1.1 7]1%0] wet AFEHG=E9 (CD

ol i, sRFYFTYE1F (ECOG) Al e (PS) 7t

n
™ o
B8
O
=
(@)
2 >
o
é“.:
°w-'
N
N
é“.:

EE= Z}71 w4 (MR) o=

< loJojof i}

@ FIE lAE slsta ] 9/xs 54 X849 ol Fo ofx #AGle s T F e AF
g AtE &5 T

@ FHE 20|A= Aol HFo) digt s
g F gle AEUIAR 555 AT

HEANEAZ A BAE Fa A9 7ES veF 2

@ A ¥ o] e A9 Holrt e AFWEAS ALsidtt. H Heolrt e AdudA & A
55 W2 ZHo] Al AF U4E F 8F o FH AFF A Fo A 28 ol e FA (MRI
== CD 7F 9ld Ae Attt H dolrt e AdhdAe] 49, Ak £ A Ha 14
¢ A Z=EFAzHzol=E O 10 mg/day ZHEYE FF) & BHA FFoE Fosjof =
2710 gl

@ FASA F 1Y o] BEERAHZE O 10 mglday ZAEUE B w J]E vl

oF s ue AGUAE Agsta ols APl A% BY A
hee] Aol §g W FY E: T 2ElRolSsh A oAl 2ER|S O 10 mg/day Ze=
o

) & 583
@ ol Hdo F=Zzz 0 HE AME dE-1 (PD-D), =0 AE AME gt=-1 (PD-LD), =213
ME AME Zte-2 (PD-L2), dMEFAE THZF dd @ d-4 (CTLA-Y) A =& TAEZ 5 A
=5 v "WYY #AE AEE BoldoE ZASE Ve A e oE (FFSF WA e 7E WY
A= FEAE o] 8 ol 8 X3 & TN AFdAE AlQstATh
TF 22 AAe T4 AP ASs=F a7HJY. @A MSI/MMR AALe] AHSH A3 543 |

2)
Holl A 537 Aoleks AA ol A 2 B =4 HAE 25 &5

@) AFSA
CA2098HWoll Al ®=

fn

2R Al Aol wel k]l JITEA B AW 542 dAE A 8WT
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el #¥o] & 3 9
Hol g Ake] w léﬂ}?_ EXEe
EE 1L F29uA

glE 1L

742 A

7O wgken, 9

3 FrEA A3

o} (Table 3.1.2-D).
S4e wE FAdNg TP 2
AR A dol el ATEA 2 é%<%é%

O =

(D 1LoIA 38ty thn] nivo+ip19] FaA

CA2098HWoll A1 nivo+ipi=

w& PFS,

ol A dMMR/MSI-H

B (5,

&
Ao

al

AN @oidatel A g o nivo+ipid ssteMa 3t
Lo o]z, shsta W BTt nivotipidtol <654 AlE iAo}

ZgollA MSI-H/dMMR mCRC7} &H1#
s}t Rl il BICRe] m& PFS (2 Ae]) ¢
3t HR = 0.21 (95% CI: 0.14, 0.32); <=
0.02095 =3ttt (Table 3.1.4.1-D.

2zt Frpda el tidk oj#d A3k o)Ak PFS
TGl A MSI-H/AMMR mCRCZF &lE Al o Aol A A

FAHLR freofst
3 2-%9

=y
-

HEQl A @ Ae] wE PRS2l thgk 318 thH] nivo+ipie] 44

ATt

>

Table 3.1.4.1-1: Summary of Efficacy for Nivo+lpi vs Chemo (1L) - CA2098HW (15Nov2023 DBL)

Arm B: Nivo+Ipi Arm C: Chemo
All 1L Randomized Subjects with Centrally Confirmed N=171 N =84
MSI-H/dAMMR mCRC
Primary Endpoint
PFS (per BICR, primary definition)
Events, n (%) 48 (28.1) 52 (61.9)
Median PFS (95% CI), months® NR (38.44,NA) 5.85(4.37,7.79)

HR (95% CI) °
HR (97.91% CT)°

0.21 (0.14, 0.32)
0.21 (0.13, 0.35)

p-valuc® p <0.0001
PES Rates (95% CI), % *
6-month 82.08 (75.37,87.11) 48.18 (35.58, 59.69)
Number of Subjects at Risk 132 29
12-month 78.69 (71.57, 84.22) 20.62 (11.18, 32.05)
Number of Subjects at Risk 108 10
Secondary Endpoint
PFS (per Investigator, primary definition)
Events, n (%) 48 (28.1) 55 (65.5)

Median PFS (95% CI), months®

NR (38.44,NA)

7.66 (4.21, 9.00)

HR (95% CI)° 0.20 (0.14, 0.31)
PFS Rates (95% CI), % *
6-month 83.51(77.01, 88.30) 50.22 (38.18, 61.09)
Number of Subjects at Risk 137 34
12-month 80.31 (73.43, 85.59) 19.11 (10.06, 30.34)
Number of Subjects at Risk 114 9
Exploratory Endpoint
PFS2 (per Investigator)
Events, n (%) 29 (17.0) 40 (47.6)
Median PFS2 (95% CI), months® NR (NA, NA) 29.90 (14.78, NA)

HR (95% CI)°

PFS2 Rates (95% CI), % *
6-month
Number of Subjects at Risk
12-month
Number of Subjects at Risk

0.27 (0.17,0.44)

91.22 (85.87,94.61)
155

88.75 (82.93, 92.68)
135

82.39(72.09, 89.17)
65

65.02 (53.20, 74.55)
45
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AN oA
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7+ %9} MSI AAF (PCR) =+ MMR (IHC) ¥ BICRo| W& PFS

FYollA MSI-H/AMMR mCRC7} &l mE 1L F29ug A goidatelA 3tsta¥ din] nivo+ipiel
BICRe| w& PFS (Y= Ao Ayde 24 T4 AAEE d#HA Jeyth MSI-Hel|l g PCR =&
MMRel & HC).

wo] 2~} PD-L1 48 BICRo| w}E PFS (24 7)

Tl MSI-H/AMMR mCRC7F &Eeld =& 1L F2uid AddidAtol A wlo]zgkel FF Al
PD-L1 && H (=1%, <1%) < #Agle] 318t oi#9] nivo+ipie] BICRO| w& PFS (¥a+ AH9))
o] #EE AT

o
pud

12 M

(@) & Aol A nivo tH] nivo+ipie] &4

T YA 0.0095F F=FsHr (Table 3.1.5-1).

BICRel w& PFS A= &9 A Bojd sl A nivo+ipi7b nivoR ot fralstdeh. Lxk B2t
HeEel FAE A nivotipie nivoet Hlws] ©E PFS H7bASE, & A @A wE PFS, FYolA
MSI-H/dMMR mCRC7} #le =& F2r9uld Algdddake] PFS2, =& F-2h9uld Al@dd#ke] BICR
of W2 PFSell tig PFS Ao Az #do] AU

A=t F7HHG A ol HUMH S, & FYolA MSI-H/[AMMR mCRC7F &<l|l 2E F-2h

ik zke] BICRO] @& ORRol tgh nivo thH] nivo+ipie] EAIZ o2 Fo)3k Aulo)] osj= Huk
ATk TGl A MSI-H/AMMR mCRC7F &lel =& F29u]g Al o) /dAlel A 1&g nivo+ipig} nivo
FolA A&EJon, ol Fo = DOR FYatel =23kA £33t

H

S

i
Mo g

4

12

]

il Lo

ut

BICRo| w2 PFSo|| thdt U= 249 7ZA4-L nivo+ipie] BICRe] wZ ORRe EAIHSZ §93 9

doll ofsf SR =i

@ ORR-2 nivoe} B3| nivo+ipiZ}t 13.0% © Ekew, &= 3t CMH HA pat = 0.00112 {9 &+
AAZE 0.006& =3ttt H Ao wrso g PDO HIS-E nivo+ipi (10.1%) 7} nivo (18.9%) Rt}
okt

@ == FARAMA AFiAAre] BICRO] whE ORR Z 3} (nivo+ipi vs nivoZl 63.3% vs 49.3%) = L3
S Al nivo+ipiZ} nivoR o & dith

@ =olA " MSI-H/AMMR mCRC7F ¢l& RE 309 wh$Ato) A BICR @& TRRO F=Uze
nivo+ipi (2.797/0 2[4, Fh: 1.2, 44.5) ¢} nivo (2.7670 L[ &, A 1.2, 29.5]) ol AT

@ =olA &eld MSI-H/AMMR mCRC7F & =

E ZJH vk-&-AFol A nivo+ipi®} nivo 5 DOR F
kel =2skA Xtk NivoE o nivotipiol #2213 DORS KM =4 &= of 1671 EA st
b=

@ =& " wkgAo tigk DOR A3e FdolA &<eld MSI-H/AMMR mCRC7F e Ee &<1d
Hh-3-2ke x| ok

4) AR A=

D =24=

1L 8 Fo AgudAadA 89 7 S92 nivotipive] ssteHFRY o AUtk 13.52 (nivo:
13.52 70€; ipi: 2.1070€) vs 39670 Y. sst2HT vl nivo+tipizol A oF F ¥ ¢ B 1L 8§ T
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NBYAAEC] 6L B¢ AP S
1L nivo+ipi Fof ARl of ol
slsta Tl AE IL 29 o A
90%E Fourgkth. Nivo+pize Fof 3
I TdHe ey AwolA 5.0~ 90@%@

sstanlEoE olelnElZ 2P 2 (42.0%, 37/88) Bt SaelEetd T 23 (58.0%, 51/88)
e 1L 2¥ Fo ARudAe] vgol o wyth Sy EHR w2 F Jte) FYLe olYwHNR
o ok7t o Utk (283719 vs 34571 9). sEtem o= 1L 99 2o Aduazre] 75.0% (66/88)
74 WukAl F5E (63.6%, 56/88) T+ M EAIR (11.4%, 10/88) < 33 AE8A AAS Fojwgieh

o]

e

Skth: 68.5% vs 36.4%.
& A= =290%E FoARUAT: nivo 82.5%, ipi 85.0%.
F2o] 34.1%~58.9%7F N A Al the) oxd &F Fxo
o}zke nivor} 16.0, ipi7t 4.001%1th e T ol T

fo

=
a

o

o

}

O{N
No

tlo

(2 o)Akl

Aold MSI-H/AMMR CRC7F Sl+= 1L 89 Fof A @didAtel A nivo+ipi B-8&2% (nivo 240mg + ipi
Img/kg Q3W 43 %o & nivo 480mg Q4W Htj 2 F¢F Fof) o A Z2ade & Fo §3
o]]/q Az rAA ZEady AXSG Nivorpis Fstadias g2 ok Zagd e ngon,
2 3/45F AE BAEF] 2P = A AE Y EA JE}Eo] <35t (Table 2-1). Nivo+ipiol
3 iiJJr?:_!% 318 7Fs3slal o] ol nivo, ipi ¥ nivo+ipi M-& L8l sl SyE AE #e dag
ol g3t #e 7T MEE AR $HE FAFHA Lot

N 2 >1
o A rlo

() E3HA LA o FALE

3~455 AEZF RudE A duldAte] vlEe 3t B Y nivotipid ol A

Vs 67.0%). 7} HIWeAl BudE EE dlel o AE (BR& 5+, PT) & =% 71%9}14

@ Nivo+ipi: AAF 33.5%), 2%3F 27.0%), F83F 22.0%). 713 H1HsHA Hid 3~45F AE PT) & &
5 (B.5%), 91E (3.5%), glIolA F7F, FAZ|SEA (Z 3.0%) oo

@ sI3taw: AAL (56.8%), 24 (48.9%), FH 35 (39.8%). 7 WIWH3stA Ryd 3~453 AE PD + =
TTAAES 10.2%), TFT F 4 6.8%), 18 6.8%), FHZ (5.7%) ©1ATh

oE #AH AEV BE3adE 1L 8 Fo AR HE&L 38T RU nivotpiT ol Al FX|FH O R

o 93t (& 53 80.0% vs 94.3%; 3~45 5 AE (23.0% vs 47.7%); CA2098HW <=3t CSR1¢] 3% 8.2-2

Zx). 7H WA Bad ofE ¥E AE (_‘?_‘: 59, PD & o534 23

@ Nivo+ipi: 7H¢ HIWsHAl g okE @Y AE (ZE 53, PD £ &£%3 (225%), 44 QL0%), 13
A715A8ZE (16.0%) ©)th 7F2 9HstA Ru" ofE #d 3~4%5F AE PD & FA7| 3%
(3.0%), glgtolAl F7F (2.5%), ALT 571 (1.5%) At

@ sistaw: 7H HIAEHA RuE oFE IY AE (RE 5H, PD & 2AF 51.1%), 24 (46.6%), ¥
% (35.2%) ©lth. 71 wWIMeA Had of&E #d 3~453 AE PD & 57445 102%), &
T T 4 (6.8%), TE9F (5.7%) oAUt

[

=
=
==
=

@ FUIE o)At

ZE del o3 % ofE #¥ SAES] A W= nivo+piwtd 3t ay
nivo+ipixre] MR 3453 e Yol o3 SAEE R1uF AP
kth (34.5% vs 42.0%).

219 2 SAE (B Fo5E A 2¥ mpA Y T 5 30947bA) = nivo+ipic Al h/dARe] 1.0%,
seta s Ao L1%oA Bis

oA AR FAFA R
FA HEo] FAZ R H

i

(5) APE
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2023 1092 12 43 dolg vk 7|22, nivotipidolA 1L 8 Fo Al@uldAe] AL Hl &
o] (F&LuiA I U dolE mbkdel 20231 10¥€ 12¢ Abo] o AlFoME) gy RY X
Ao g golt): 22.0% vs 42.0%.
@ Nivo+ipi AlE@dAF 29 (1.0%) (A9 14, #53 19)
@ st AFUEA 19 11% (I8 AZH). o] A= 3stay s 59
&)= o] nivo 23] (Z} 240mg), ipi 13] (74mg) & WAIele] FEojwerow npxut Eo & 16Y6] AL
gt Ao ® BuETh o] AFE A E A7 nivotipiol #HEE AR 7&—7—’5‘}9114.
1L 8% Fo AFddAAA & ARfedl 710g AFE (A @A oE) 2 nivo+ipiw Al AL
45%, 3tste T AlFUdAe] 9.1%00A RaEAT Ve AFE Alfrol thgk 4R 31 8o (verbatim
term) & AP W JTolA s Atdler dAglom OFd AEAVE AE ks BEd Ao = 3

6) 58 AT oA

@© A7) oGtz

LS ALletar HUEHIA IMAEE o2 3~4swold oy, dF AR (=4.5%) oA 345

H U 2 H A IMAE7} HuHdo. W Hlﬂl IMAE i #-&22 1-255olitt (HstFAd A2 2.5%2 /\lfé
g Akl A 3~4 o}—rxﬂ"j‘ol HuE AT,

744 " sHA E_iﬂ IMAE (& 5+, #53) © =34 23t

@ Nivotipit: 3715 ASF/AEAE 17.0%), FA7155A 10.5%), 447153335 (9.0%)
[Table 2.1.6.2-1]

@ ey AAAAE, ANF/FY v, A7

IMAE B Xdxkoll A nivo+ipiz o] EE Atdl< ﬁ%%IMMEJH %7ﬂﬁﬁ-ﬂ%dd @Y F AU

©w, nivotipizel A IMM (-ri Al FZE2EI2EHROE) & FAYES o d4hdE AR HiuHdn
dE YEHA IMAEE &2 A Qo] A& Byl did Ao=E HFEEA &gt

(2
18

24
Asp o)l nivotipi F&ael tisl BuE Askeh XA Nivosipizel A wo] el
of nivo EE ipi ADAZF QAU £ AF Fo] 47 1L & Fo APugAe] o] Table
1-1) AFEh Nivox 531 ADA %4 ABtPA7L Y90m, ipis F3 ADA $4 AFTh3A7t 1
Hwolit (o] A@uhaatel 7A@ AR ipi ADASE 3 ADA FHolglon, mE & AAt
ADA &4l giTh.

rg

» o1g ©
s
oXx.

>

|

o1

Bttt ADA 77} 7Rt nivotipie] 1L 2% Fof Al 5 Rl
ADA &4 AN @EA (6.9%) <+ nivo ADA ¥4 A dAE (4.0%) oA 34
o, ipi ADA &4 Ak (5.7%) ¢ ipi ADA A thdAF (7.1%) A= 23
HaE o

6.5.3. HIF A U4 A & (Non-pivotal studies)

CA209142= @A Aol wet =gz oz MSI-H/AMMR mCRC7F &¢ld A dAE oz 3
nivo T+ nivo H-E Wl i3t E}% A5 E, B F2Q A, A24 JdAIFoelth (Figure 1.1.2-1). 5%
Ao A MSI-H/AMMR el & o2 YUty

old &W X}47F 1 o]Ael MSI- H/dMMR mCRC Ao QL+ A4 & ZSE 194 nivo &
ZQH == FFTE 20|A4 nivo+ipis Foukgith o]d AA ¥ Ado] e A AL AU+

-
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A = FZZE 394 nivoHpiE TSt CA209142°] AF 7]¥F Qo] tidk 444 dHolHe=
CA2098HWoll Al A& &= nivo 124 &3 (flat dose) & AAL] 71x7F HAh

HAA Ao wg} MSI-H/AMMR mCRC7F e EE Q¥ Fo AFUAAE tjA4 e 2 RECIST v1.lS o]
g3t Hrhgk Alg Ao mE ORRo|] CA2091429] =} HI7PHFAAT, e 8H Fo AldudAtd
g3k 71e4 B8 53 RECIST vl.1& ©]&3F BICRe| w& ORR¥ BICRe] w& PFS, OS®= #7814
=3

CA209142 =3 E 13 29 A@EA JAF5A 2 wojx=gidl 54L& ojdd Ax5&E W
MSI-H/dMMR mCRC &A-53 FARl e ol thdk thxAdo]l ATt (Table 3.2.2-D.
AFEA L wjo]~kQ] EA =3 CA209142 ZSE 39 Al dAe} CA2098HW S =E 1L F2-¢]u)
A AP A A FA O™ ol XEE WE o] gle MSI-H/AMMR mCRC #At=of thdk o
dol AU

CA2091422] 2021 11¥ DBL 7]+ HulolEE dolgHolA FAHAZ 7|t TYFk] ZIE 19] 70.0
(H4, Hd: 66.2, 88.7) /MYEolx, ZTE 27} 64.0 (F 4, Ho: 60.0, 75.8) /HL Y o, nivoe} nivo+ipi &
T MSI-H/AMMR mCRC 2L+ Al@oid=tell A 2442 &4 (ORR, DoR, PFS, 05) & f4Z3tdth
(Table 3.2.3-1). Nivo (ZEE 1) o H|3] nivo+ipi (ZEZE 2) 9o FEAHo] FXHo=Z ¢ =9t
Nivo+ipiE Fojuro AldAthAAE nivo thH] ORRe] FX1ZH o2 o =3kl (62.2% vs 37.8%), © 7L
(deep) HHgS BHPom (5 &2 CR; 26.9% vs 17.6%) © €428 ZAFHAT (TTR 3.86701<L vs 4.42714).
8% A& PD H|E&°] nivo (27.0%) Y] nivo+ipi (11.8%) oA FXH o2 ¢ wti= Aol A7
F2 A2 717+ F<F nivo thHl nivo+ipie] PFS 2 OS Y& FX&do2 ¢ 4o PFS 2 0OS Hl &

rlo
X
o

2020 @ 10¥ DBL 7]&, MSI-H/AMMR mCRC7} Sl HAolA A& tdk old oW ZHAdo g=
CA209142 Z5E 39 A@ddidAte] it FHAZ 7|F FIakol 39.3 (H4, Hul: 345, 44.00 NLL
o, nivotipi @2 A7) FHH#F 717 < 1L AFHFAANA 52 AE5H EFH £ PES 2 OS
H &S YERTH

CA2098HW Alg H7FE $18l nivo 240mg + ipi 1mg/kg Q3W 43] Fof & nivo 480mg Q4W (nivo+ipi
4) & AR A2 A2 CA209142 A3 ek PK 404 & Q4 dlolEo] ZA3ZF Zlolth
CA20914201 A= ol AmE W Aol AAY gfle MSI-H/AMMR mCRC Al @ikl A nivo
3mg/kg + ipi 1mg/kg Q3W 43] Fo & nivo 3mg/kg Q2W (nivo+ipi &) & Al gsAct o] 2 %

33 %A WS YFaAGOon, ol olF APUAAN 7123 PFSsh 05§40 oo

PK #42 F¢ #&ol t& Al@hdAtelA 3mgkg Q2W Fof¢} 240mg Q2W 3! 480mg Q4W 2
&F T FAE nivo =25 53k 480mg Q4WS] d =¥ Cmaxe HHA# Yool 454
%l 10mg/kg Q2W Fo =2 DA CmaxXHth @2l wokrt

-H/dAMMR mCRC Al@th’d#te] E-R #A7} ol el #&E 23 fAE o2 oqAdHa (§, 854
I} ok Ao] UA[flat]), 240mg Q2We} 480mg Q4We] nivo ko] E-R A9 Hekdl (flat) FEo|
S AoZ JAFATE S 11T v, & PK Ho]g= MSI-H/AMMR mCRCe| A nivo 240mg Q2W
o} 480mg Q4Wo] ArE-S S SAT. webs {FA 7|3tel+ nivo §E8 ¥ F1E Fo 9 F
A
=T
7
]

o [

fo kI mX ¥
£ ool i

MS

—

71 dEE (5, =7 7P 9e) Fol FA4<% nivo 480mg Q4W7F A H A

g Mo PK 4] @29 nivo+ipi W& 8 WA nivost ipi AAAE F AAY DA YERDG

7 AT Nivo+ipi M-&2¥ell g whg blRie] X3 125 HAP3, FDASH EMA <<l &
Woll A ipi @5 Qo] Q3W 43 Fojol= 2 CA2098HW ] nivo+ipi B & A E ipi Q3W & 43 &
o7F AR H A
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6.6. 712 A 5

o AFUE

67. B8 tha AAAYA

o At FRH PEIA Fx

7. =2 AT &ol 2ot Xz

b= 371 sAdzd

A B/ =& o)A MSI-H =+ dMMR o3¢t A0 2 ZAoK124]
o) Aol ol ¥EaW

o] = 2025.04.08 | adult and pediatric (12 years and older) patients with unresectable or
metastatic microsatellite instability-high (MSI-H) or mismatch repair
deficient (dMMR) colorectal cancer (CRC) in combination with
ipilimumab.

OPDVOE: olZel w3t B EaHoz 0 4% MR ®& MSIH
BALe 7H 49 B9 A m| Fol
- WA BASAY Rold el 14 A=

= 2024.12.23

Jo
I

OPDIVO in combination with ipilimumab is indicated for the treatment
of adult patients with mismatch repair deficient or microsatellite
instability-high colorectal cancer in the following settings:

- first-line treatment of unresectable or metastatic colorectal cancer;

8. I FAIMI Z2te| H|nHE A ol 2fFS2 SHo

o A=

2
(o

A=
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[ 2] s & AY 8oF

O F5 M.
ElNe Sk O W OFEZ Q] 4] 3] AL &7ty 2026.02.23.
A= #FHEF100mg(HE 75| ShikdderE ws val
GARA 23 (HA, eR)
FRE L FF |1 ve]¥(10 mL) T UEFH 100 L1
A F
1. o] EVbestAu deldd FAF A5 d=aW Es

JEEES D EE

4l AAes TS E’é%

N

H| 2 A 32 3] oF

1. AA 7Fs3HEFYFZ7] 4em ©)%

*H (neoadjuvant)
3ol Wga
sho] W g o

Firte] WEa
HI A 2 H S A58 T= QW
Y F 9T

TEo] BV A 9 sHF

JEEELEERE

5. ol MF A Harawel A

e

X1 0]

ARSAYL Holge HAF

FAlo A & F HFE QY (adjuvant) &2 TE QY

Al WZ 1L Aoyt Y ol

2. PD-L1 & 4 (=1%)22A, EGFR E&
Hold ‘e XH A v &AM EFE G 13 A B2A o]HEF

uﬂ:ﬂ-

4. EGFR =& ALK Ho|7} Q& HdolA
2o S5 99 1x} A52A 7tRZEHE, gZE A, wupA

=

L=

b

N

i
4
o
2
i
X

ALK Wol7} gle

3. EGFR =& ALK H®Ho|7l gle Aol & A HlAAE
H e 12 N2 2A o]HE 4,

T AT HiEE v

Z

T

Z13y

o,

w o] Ad

rr

gAol A 13 X 2 2A
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1oR

12+ Al22A 7FHEZIE Y 2]

ol o
=

X

3. JPA AlA

Nfo
)
™

™~

N
0

&

X

A

<)

A4 7128 B M| EZ o] 2] (Hematopoietic Stem Cell Transplantation,
HSCT) == Fof BIAEAT =" Fojdx A

oH
=]

o

2}
o

il
ﬁo
IS

13 A5=A

ol o
=

X

(@)
AA E7Hs3 = o4 [ ZAIA

N2EeE 8 A A e

R P

1.

)

)

=
-

Z]

)
=

tel 12 AB2A o

X

FA

AT

J

A

8% (adjuvant)
o

]
=

=

B
T Ao

A 9

o3
T

k<3

-
=

24 A
S F

L

2 (adjuvant) X5 12714 o]ol] &=

3.

)

)

s

)

g 7

<)

% A+

o3
I

3sta

iy
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T« o}
=
D

]

A
Al
1.

)

=

R

X

i

U (=1%) .24, HA Brl53

=]

)

L1

P

oA

olo
o

._MH
oA

ol
iy

o

Mo

)

mK

)

=

R

<)
pul

G (21%)02A, AA Bl

2. PD-L1 3

2] -5

)
=

|24 ol

A

o]
=

70 23] g v dA

B

o1

3.

B =% 8 " (neoadjuvant) &

e

X

<
A

o

o

)

Al
2

AN gsh =R e

AH
g

)

KH

ou]_
Z}
XA S

7g-

o)

AU Aol

S

=N

[}

(AMMR, mismatch repair deficient)o] U&= 40 SAfo| A o]

(adjuvant)
3 (MSI-H, microsatellite instability-high)

1

(dMMR) o] 24

A E7}

i

=

°

d HAEZR

4

o

i

s w7y

s

s

A &g 7t

c g HH ol
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