Hi¥s 3

HEERHEETA N1~
T ans =7 (BIEFHEEEZ)
BR7E4 : A I 7 4 UV REBEHE120mg, 1 I 7 4 vV EHBHE 500 mg)
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1. IZILBHIT

L DA N « L EVEDTARDT-DIT1E, T SCEEITH S W IE 2 A3k
HHND, S5, FEORFEMOESRIC LV | FUREEKL 2 & O 281
FFERLPAREINLT T, ZHHDOERN.ZEICHER B ICRET S Z &N
MEXDFRE & 70> T Y | RIFMEGER & dOEO AT # 2016 (FRk 284-6 A 2 H
MIEE) 12V Th, BEHNER NSO HORBEEHEELZ XS Z L L ST
%o

PRV ESR L, REERSCL SN T 0 7 7 A VRBEE D ESRS & B 5 iz
BIpDZ ENbD, 20D, AR OZEMEICET A EERN+0E-T 5 ETO
W, YZERGOBELMS ZIT D ERMHBSNIBFICH L THERTL LY
2. BIERIASSEHL LT BRIC Bt d & D 2 & INATRE7 2 — T D B % jiti 7o 31 e i
BTHEATHZENEETHD,

L7z o T, AHA RTA4 Tk, BABEMSCINE TIZG LR TV D EFHKSE
1« BRI IS & . DUF OESR G O feili 72 2 HEtE T 28l D L B /e
T, B2 R OEEFEERT,

I, RHA BT A 0%, MAATEE NESR G ERER O, ASAMEANR
AR o — B FEN B ARBRRANRES L O ik A B A= O W
Db EAERR LT,

XG LT HEHS - A T 4 VSRR 120 mg, A X7 o 2V AR ERE 500 mg
(—f%4 : T a2 L~7 (Bl z))

K5 LB DRAIIHE - DIBRASRE 72 170 s

S LRAREROAE B RAICIET 2 L~ 7 (BE L Z) & LT, 118 1500
mg % 4 FERKIFE T 60 LA L2 CHRiEiE+ 5, 72720, 1K
H30kg LLFOGAD | B G-82I1T 20 mgkg (KHE) &35,

Hl3E R 58 ¥ FH 7 A T BRI HASH

(2%E)

R AU AT GBI L) OZEEUIZNE, FHEROHE

BRE TN - UIBRASRE 72 IR e

MELOHE : T a2 =7 (Blalfz) SOz, @, Az
AV AL~T (BaH#fZ) & LT, 300mg % 60 53 LA BT CHlA] A
TS 2, 72720, RE30kg L FO5E D 1 Bl G- &1 4 mgkg (K
#H) &7 5,



2. AFOKK, {ERBERF

A X7 4 2V RTEFE 120 mg K ONESGEERE 500 mg (— 4 - T a2 v b~ T (GE
i z) . LR TARAI) 1X. B B programmed cell death ligand 1 (PD-L1) Zxf9 %
s u7 ) v Glk (IgGlk) Y727 ZA0e Mt/ 7 u—FAHiikTh s,

CD274 (PD-L1) 1%, EEANIZEW THRRSMREICHE L TR Y | EHfkL2Y
VRER (THEME, BHRE T F 27 0% 7 —T/Mla) ZICHEBLT 5 CD279 (PD-1) K&
O CD8O (B7-1) & L. MEISELAICHIET 5 EE X5 TWS (Annu Rev
Immunol 2008; 26: 677-704, Blood 2010; 116: 1291-8), £7-. PD-L1 %, &% @A
WICHFEBLL TV D Z & (Nat Med 2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 72345
ENTEY, PD-L1 & PD-1 &4 L7ZfREKIE. BRSO S FURAR A 72 T M) 5 03K
B AT AT O —o L LTEZLN TV,

AFNE, PD-L1 OFEAEIRICHES L, PD-L1 & PD-1 OfEA &2 HET 5 2 L%k
D S AHURER R 2 T MR OIS SR 2 58 U, IS ORE A2 I+ 25 L &5 25
nTW5b,

ARFNOVE RIS < W O RS X 2RIE-FEN & boh, BESUIELTIC
EDLWREMD 5 5, AANORGH KR OEEGHRIZIT, BEOBIEL TIATV, BE DR
O HIVIZEEITIE, FEH LT F RIS U BEPR 2 ek & BB 2 B D BEfT & L Tl
SN2 8RR Z2 ATV P DERUSIC K D RIER 2 B 2 56 1213, BIFRRE AL
TR OB GO IR ALE 21T 9 MEDR B D,



3. BB
BIBRRNBE 7 FF MR O A GBI Z GTAG 2 1T - 72 3= 72 B AR 55k D il & 7~ 37,

[ 5hE]
[EFRIC[EZE 1 AR (HIMALAYA %)

B PRIERE O 720 Child-Pugh 238 A OUIRARE R PR B E " (ECOG
Performance Status 0 X{% 1) 1,171 5] K&+ FL AU A~7 (B f#z) (BLF,
TR AU L~T)) "2 DRAIGEEE 393 fi], AFIEME L [ARKIEAMEE 389 Fil],
T 7 x=7 [RHRHE389 f51]) (HAN 108 B [ARFIGFHEE 34 B, AHKIHEAMEE 45 61, %}
FREE 29 ] ZEdp) ZXIRIC, KA FL A ) A~ T 20 E LT-5ha K OAHS %
BUMP: 5 L7236 O A M M OV a2 Gt LT,

FEFHMIHE & S (LU, T0S)) (Sl [95%EHEXH]) (836 D
AR B) R, KFIGERRET 164 [142~19.6] H A . AFIHEMEET 16.6 [14.1~19.1]
A XIREET 13.8 [123~16.1] WA TH Y | ARAIGHHEEI S RERIC ) LHERHFIIC

BRRERZ R L. (A — R [95%(E/EIXH] : 0.78 [0.66~0.92], p=0.0035 [J=%I]
log-rank &, AEAKUE (W) 0.0398]), F7-. AFIEMEHZHOWNT, NPF— FEDf
BRI TSRS LI E X O _ERNSFEFNCHE LTS E~—T > Th D 1.08 % FE
ST Z LD ARFIEMEEO R REHC R 2 IELMER R I e (N — R [95.67%
EFEXM] £ 0.86 [0.73~1.02]) Q021 4E8 H 27T BT —4h v h47),

1 RPEE (R ) —AEARGE, T OAMBEIRE, ~ A 7 aREEERE, FFBIRER
W/ RFBINRL SRR, AR IES) OGS & 70 5 B IIBRA ST,
#2 0 RAI1,500mg KOVR LAY A<7 300mg & 18, Z0D% 4 B ORMREEZ 22T T, AHI 1,500 mg

% 4 T RRERE CEIRN B S,
*3 : RHA 1,500 mg % 4 W [E RIS CHARNEE S L 7=,



1
os#=fE (A) [95% CI
0.9 4 — +F/i M 16.4 [14.2-19.6]
MW 138 [12.3~16.1]
0.8 4 A= (95% CI) 0.78 [0.66-0.92]
2 0.7 4
% 056 -
[
0.5 4
&
» 0.4
(=]
0.3
0.2
0.1 4
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 48
FESBIFH >R (B)
At riskik

AFTFI 393 365 333 308 285 262 235 217 197 190 176 168 158 150 119 98 75 55 32 19 11 1 0 0O
FTITE 389 356 319 283 255 231 211 183 170 155 142 131 121 106 79 62 44 32 21 12 5§ 1 0 0O

1 -
osHiskft (H) [95% Cl]
0.9 - — AF|HmEE 166 [14.1~19.1]
— NfEE 13.8 [12.3~16.1]
08 1 N —FH (95.67% CI) 0.86 [0.73~1.02]
20.7—
E 06 4
=
05
&
& 0.4
03
0.2 A
0.1 4
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 4
EERETHO>OHRE (B)
At riskZ

FHHAhE 389 368 327 285 266 241 230 214 199 183 169 160 153 133 107 87 61 39 27 20 16 6 2 O
A{8RRE 389 356 319 283 255 231 211 183 170 155 142 131 121 106 79 62 44 32 21 12 5 1 0 O

X1 OS ® Kaplan-Meier Hifg



[Zzpt]

[EFR I RS 1 AR (HIMALAYA #U%)
B EFLITARAIGI R 378/388 5l (97.4%) . AFHIHAMHE 345/388 il (88.9%) MK UNxf
HRFE 357/374 151 (95.5%) 23RO HITZ, W TN DIEERIEK & ORI EBURNGE TE 72
WHEEHRES (RWER) 1. 221 294/388 151 (75.8%) . 202/388 il (52.1%) KX
317/374 B (84.8%) ZRB® LAV, €D D BILTH] (Grade 5) X, T L4 9/388 Hl
(2.3%) . 0 BIR TN 3/374 6] (0.8%) Tdh-olz, WTNDEERETIILRN 5%LL L
DOEIWERITTFTERD BV ThHoTe,

1 VT OREGHETRAEENS% U LOREN (R IRER) (HIMALAYARRER)
FRERIRHE / B (%)
FEARGE
(MedDRA/J ver 23.1) AFIOFRRE (388 i) AFIHAMEE (388 #1) SHHEEE (374 1)
4 Grade | Grade = Grade | Grade 4 Grade | Grade
Grade 3/4 5 Grade 3/4 5 Grade 3/4 5
2EIEM 294 95 9(2.3) | 202 50 0 317 138 | 3(0.8)
(75.8) | (24.5) (52.1) | (12.9) (84.8) | (36.9)
A
PR BB RE TCAESE 31 1(0.3) 0 8(2.1) 0 0 2(0.5) 0 0
(8.0)
FOR IR RE AR T RE 42 0 0 15 0 0 8(2.1) 0 0
(10.8) (3.9)
R L O EE
EEXE IS 21 1(0.3) 0 10 1(0.3) 0 45 2(0.5) 0
(5.4) (2.6) (12.0)
B IBIEE
T 64 13 0 23 5(1.3) 0 145 15 0
(16.5) | (3.4) (5.9) (38.8) | (4.0)
N 20 0 0 13 0 0 36 0 0
(5.2) (3.4) 9.6)
& - 10 | 2(0.5) 0 7(1.8) 0 0 19 1(0.3) 0
(2.6) (5.1)
[0 4(1.0) 0 0 4(1.0) 0 0 21 3(0.8) 0
(5.6)
N2 4 (1.0) 0 0 2(0.5) | 1(0.3) 0 27 1(0.3) 0
(1.2)
G E KOV PRk E
Z 9 FERE 66 0 0 28 0 0 21 1(0.3) 0
(17.0) (7.2) (5.6)
% 76 6 (1.5) 0 29 1(0.3) 0 47 |41 0
(19.6) (7.5) (12.6)
[ESg 1(0.3) 0 0 3(0.8) 0 0 48 0 0
(12.8)
FE - BERFMEAR | 2(0.5) 0 0 0 0 0 164 33 0
BIEERE (43.9) | (83)
—% - EHEEES OG0 OREE
L 30 6 (1.5) 0 25 0 0 55 5(1.3) 0
(1.7 (6.4) (14.7)
10 S5 11 2 (0.5) 0 14 1(0.3) 0 27 9(2.4) 0
(2.8) (3.6) (7.2)
1A R
& I 3(0.8) | 1(0.3) 0 2(0.5) | 1(0.3) 0 56 20 0
(15.0) | (5.3)
MER R, MERES K OViEhRF
TS 1(0.3) 0 0 1(0.3) 0 0 19 0 0
(5.1)




IRERIRGH / BilE (%)
EARGE
(MedDRA/J ver 23.1) AFIGEEE 388 6) | AKIEMMEE (388) | xIHEE (374 #)
BRI A

TI=rT I hTv 18 | 4(1.0) 0 22 | 5(1.3) 0 8(2.1) | 3(0.8) 0

A7 =7 —EHN (4.6) (5.7)

72T 21 10 0 7(1.8) | 2(0.5) 0 4(1.1) | 1(0.3) 0
5.4 | 2.6

T ARG EUEET X ) 22 [ 9(23) 0 25 | 9(23) 0 10 | 6(1.6) 0

ForvAT7=T—8H | 57 (6.4) 2.7)

i

U —F N 25 17 0 12 | 8@ 0 10 | 8@ 0
64 | 44 (3.1 2.7

IR R 7(1.8) | 1(0.3) 0 2(0.5) | 1(0.3) 0 27 2 (0.5) 0

(7.2)

7B, AFIGFHBRHCBWNT, FEMEMRE 8 6] (2.1%) . KIGE 86 (2.1%). EED
THI13 1] (3.4%) . JFHERERESE - A& - i LMENRE 2 57 6] (14.7%) . AR IEREIR T
iE 43 B (11.1%) . HURBRBERETTHESE 39 #1 (10.1%) . RIEHEREREE 6 1 (1.5%). T
RBERERETE 2 B (0.5%) . BFFERE (MM RE) 361 (0.8%). ik - B EAEIE 4
fil (1.0%) . infusion reaction 8 5] (2.1%) . ‘x5 2% 2 il (0.5%) . ELIE % HES1IE 2 61 (0.5%) .
EEORZERE 1 6] (03%), ffkkEE (F72 - SU—JEEEEZET) 56 (1.3%).
gk 4 B (1.0%) 2338 Havlz, 1 BBERIA . FEEVELF P ERIBAE, Idde. THILE 2R L.
BRI Ko OV M i/ IR A PSR BRI 1 58D B Ze o T2,

T, AFIEMEEZ BT, BN BB (1.5%). K26 (0.5%), EEDT
FISB (1.3%) . AFEEREREE - T4 « REALMEARAE 255461 (13.9%) . FUIRAREEBEIR TIE 156
(3.9%) . HUIRIRHERE TCHESRE 12451 (3.1%) | Bl ReRR E 4451 (1.0%) . 1AL IR % 1481 (0.3%)
infusion reaction 5651 (1.3%) . ‘L:HZ& 1B (0.3%) . FEAEFHIEIELH] (0.3%) ., BEE DK E
B E1451(0.3%), FPRRETE (X7 v« NU—JEEREE ETe) 161 (0.3%) . FER15] (0.3%)
RO O, BEE (MEEBRE) . Mk - BRUHRMAEE, TEAERREE, FE
PEAFH BRI E . B4 THARAE 2R AL, IR K OV M i/ RIS MESRBER 13380 B 4L
2o T,

AEWERFBRIUI B E RS 2 5 OEFE R 2 T,



4. FERIZOWVT

PSS Y A 7 EEEHE] (RMP) (THE-D& | A 0D 15 38 it 22 A M RS 1LY B~ oD i ) ARl
D DMk T o T, RANOF G722 BH 2 2W - FrE L, AKAIOFTEGICT LY EHEE
7RBEIMER ZRBL L 72BRICx T 5 Z E BB 72728 LLF OO ~Q@ D3 T Z i 7= 7 i
FRICBWTHEHATIRETH D,

O mEFITHOWVT

D-1 FrEd (1) ~ (5) OVWTINITEEY T DX THDH I &,

(1) EAFBRESEET 203 U EEIL SRS (BRE T IR DS A S HE L R .
BN A2 EEHL pRT . HlEAs AR HREIRRE e &)

(2) FrEHREIRIE

(3) #EMIRAENRE T 2 03 AREEERE (BARREERR TR, 23 A
W IIEBE. D3 AR EEHEE B /e &)

@) AHALFPIEE 2 FE U, ARG L RIEZIEEL 1, RIS b FRIEZ R 2
SATAN RIS G R 3 Ok FUEIAR DR H 21T > T D fiak

(5) PUEEMERE AL BN Ot FYE AR D i HH 21T > TV D Jitiak

-2 bR Db 755 K ONRIVE BN Ot S+ 43 72 Hak & R & Fr oAl (F
ROWTIDITEZ YT HER) A, Y2 BB OARFNCET 51RO ETH & L CEE
ENTWBHZ L,

#*

[ Bifi 60 2P EUAS 1% 2 =D HIHIAHE 2E T L7212 5 LU E OB A IRE O IERHE %
fToTWBHZ E, 9b, 2 L EIT, DARYEEEZ T L UEHRIESZOWHE
EIToTWNDH T &,
P Bt S EUAS 1% 2 SEOFIIIRHE 21E T L7212 4 UL EOEERRREZ A LT D
ZE, b, 3 FELLRIE, R O 0 A SRYIREE & G e IR SR O R RBHE &
THoTWVWAZ L,

@ BENOEXKMFHREHOKHIZOWNT

I EHRE BCEE T 2 LA DR E S, BEEEEN O OERED ., AR - &
PRSP RGO G B OERZE ST 2 @i, AEFFLRRBAE LG E oW
¥, FERESDIATON LRGN ESTWND Z Lk,

® BHWER~DRIHIZOUVNT
@-1 HEEAHIC R 2 B

VR VEGRE R O B /R BIER S I8 4 LT-BRIC, 24 BERESIRIAHIO T, Mi%hiaR X
TEEE R (23T, BB L 2 BIENCS U CABREHE L O CT £ O FIVER OB 2
TRRAEDORERNY B IS, B HICRIGATEEREHI RS> TND Z &,



@-2 ERMEFE L DAEERMNCICETL2EMS

DA 2 B 7 ik K OB RE 2 A 9 D IR HE NEIEH T =XV v 7
EEOIERDOAY V—= T E2ITOERE & HREZ LA TE 57 — ARG
SN TWbZ L, k. BHEKEICOWT, DABRE L ZFOFBICHFSICEmENT
WhHZ L,

@-3 BHER OB ICBI LT

RIER (FEMEMZE R, HHSREREE - JTR - MR 2, NS (FR IR EE
[, RIEHERERE TS, T ERAPEEEREE) . BfEE | infusion reaction, KM - HLEED T F,
1 BUOBE IR . Ak - BRSUHRLARIAE, (O de. EAEMEESE, RIS, St i M
PEERBE, Mk, HEEOREHEE, shikEE (72 - NU—JERRE G | (b7
IEOF R OFEEME AT R ERIBUDE . THALE 22 4L, BER . ARIFEREESE) 1Tk LT, Makhitiax
ST B ER O B P 2 A 5 [EAD & U (RIHWER OZWrox s IR L THRE &
OXEEZITONDIEMICH D Z &), EHITEUIRAENTE DIRHNE S TnDH Z
&



5. REMBRLLRDBE
(AL B9 % FH]

@

)

B AV SERIERE O 72\ Child-Pugh 4738 A O UIBRARE 72 I B & 12 B W TARHA
E RNV AU LA=T L OO BE R ORI 5 OGN RS TWN D,

TRLCEZ Y T 2 BTt D ARKI OB G- K O FIEIZ OV TR AFIOF LD

ELLTE LT, AFIOEGRRE LB,

o OTAEBIOAHNMEN R S TV OFTENEEEA & O ff k5

o JRPETEE (R ) —NENRE, T VAL, v A 7w R EE
15, IFEhIREEAR RS/ TR L 28R R TE . B RRIES) WG & 72 2 IFHl R
JE R

AFN O G Tz > Tix, AFE F LAY A~T L DOPFREEICHOWTIXY T 7 =
= TNTHRT D EEERRRGE S TN D — T, AFIHEMBE GOV TRy I 7 ==
TN T DIELMEDO BRI ENTND Z &% HIMALAYA kB O Rkig & 45 1B
fig L7z B¢, BEORELEE L, HIE - HEZERT OIULERH D,

(ZzefEicBd % HH]

@

TRUCEY T HREEFIZOVWTEIAR OGN R E SN TWDHZ D, BE AT
Dipnz &,
o ARHNDRST KR LIBBUE DAL D & 5 B

TRERTOFHMIICB W T FRRUICEY T 5 BEIZ O WL, AFlO&GITHERE S

WS, OTEFERIUE R 2 WG A ICRY | EEICAREZERT 52 L 2B E T

%

o [HEMEMZEE (RSHRIRE 2 &) ObHEEXTZORERDO H 5 BE

o A E AR A CHE R 2580 D B K ORI ME T2 % O il 2 S MEZE L 28 22
Hivd B

o HORERERBOAUITEBIEN2F L IXHERMED B B REBOBEEED
o5 BE

e ECOG Performance Status 2-4 "V D H

(1)

ECOG @ Performance Status (PS)

Grade

0

F o MR STRETE 2, FWATE [F U B HAERLHIRZR <ATA D,

1

PRI LUETNIHIBR S D23, BMTITHE T, BIEERMAIEITATH 2 LR TE D,
Bl BEWF R, K

2

BATARETT, HODOHOE DY OZ L3 THEEEN, EEEFTEn, B O 50%LL B3~y RACil 29,

[EHONTZHDOHEDOEDLY D L ULMTERY, BPO 50%LL L&y RpR1Cild 27,

FolB;FR, BODHFDEDLY D LT 572 TERY, BRIy R+ Tl =4,

10




6. BEICELTHEETREXEIE

O WA SCESITN A, REREEE DRI 2 ERHE IS & ARA| O R K OV A
F D72 DI ERIERE T EE L T BT 2 2 &,

@ TBEBMIZESI D . BE XIF OFRITHEIMER ettt 2 +o3A L. REE25
TorbE5T5Z L,

@ FREWEHADO~X Y AL MZHOWNWT

VR MERGR B ORI R 2 &) BN Dbhd Z ENH DD T, FIHIE
W (BGIdv, PRURIREE, mguk, FEEAEE) O O XE A O Eha s, #l
BeE+mcdto 2 &, £io, LEIDE U TWECT, MiE~—7—%0RE%
Fhid bz L,

infusion reaction73&% H 3L 5 Z &3 d V| 2[8] H BB OARHKI# 582§ infusion
reaction?3 & H LD Z &3 H DT, AFIEGRTITEREIEE OREE +5)
(#5395 Z &, infusion reaction23FR DAL A IXE YR LEZIT O & &b
(2, JERAEET D TREOIREE IR T 5 2 L,

R RERE S . RIBHEREELR O TREREREN O LDONDLZ LB D
DT, AREBEGBRAART R OB G-I X E RIS NIt RER A (TSH, i
HET3, WEAET4, ACTH, I = LT — VSEORIE) #4170, BFEORRES
T8RS AL, Fo, RBIOSUTHBREFEOFERE L EBET 52
&

AROEGIZED | WEORESUSITER T 5 &5 2 5D Ek% 2B
EBRHOONDLZLRhD, BEE ToIATV, RENBO NG EIC
(3, WEORIEISIC L DRIEH ORI L EE L, U2l 2175 2
&o WEDRIEISIT & DRIEH RO D562, AAIDOFE DOIREE,
PR IFRIB RE R NVE R ORGHFELZBRTHZ L,

TR T %, BORE S8 AR L T ORIERN BT 22 b b
O, ARIOFEGHE T RIS BIERA ORI H0ICEET D,

AST (GOT) . ALT (GPT) . y-GTP, B U L E %D L5 Z1F 5 IFHERER
=R, BALMERERN D N D Z ENH DD T, AEIFEGBMERT R
BRI EMPIC R A ATV, BEFEOREE +2ICBIEZT5 2
&

JRAE AR, REREBREOBEENHOLDLDNAZERH LD T, K
8 5-BRAG T K O 53R o e RO IS B R RE MR A 21TV, R OMREEE |
FICBETHZ L,

VRUBEPRIG N 8 Do, BERFEM S b TV R—=Y RICELZENHDHDOT, H
B, Bl WEHSE OFER ORBLLMMEED EFIC+H0EET 5 2 &, VISR
DREEDNTGAIIE, A VA CHBIE R ET HFOME R LEEITH 2

11



&o

HIMALAYA SRBRICEBW T, F5-FE G 48 B IX 8 Mg, ZUIREIL 12 BEICH
IMEDFL 21T > T2 Z L 2 BB, AAER G FIXEHMICEBRAE TR OM
BEITHIZ &,

12





