hER #-5-2
5 . 1.

1 8

XEERHEETA RT A
Tan w7 (BaTHEEZ)
(BR7E4 1 A 27 4 P AFEBE120mg. 1 7 4 2 A 500 mg)

~ T e e ~

Sf44E1 2 A
JE A 8
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1. IIC®IZ

=S 5 DA R « L RMEOREROT-OIZIL, IR SCEFIZEE S W2 Ee i H R D
bID, I HIZ, WFEOREHERTOMESRZ L U | FUREILS 72 & OFHH 72 Fr %
FFEIMPARINLGF T, TNOOEEGZ EIZHEREF TR 5 2 LB
R E 72 o TR Y | BRFMEBGEE &SRO IR #2016 KRk 28 4F 6 H 2 H
E) IZBWTH, FHERLEOMEHORE(HEELZX S Z & LI Tn5D,

FHER PRI, SR ERCZ 2T m 7 7 A VDB F O EIES & U 5 TR
RHZENDDH, T, AR OZEMICET 2 EHRN+EET 5 F TOR,
MHEEGOBELZBRZITHZEDBHFRFINLIEBFICH L THERT L &I, BIE
HNPFEBL LT BRI LB 72kt S 2 & D 2 & DS AIBE 72— & D B A3 7 3 = e B < H
THZENEETHS,

L7 oT, RITA R4 Tl BRBERESLZNE TIZE LTV D EFIE PR -
B I S & | BUT O RIS O feiid 725 2 HEE T 2 8LA 0 O B R B %
F RO EFHE RT,

I ARITA BT A %, MSIATEBE NESE LR S, A E AR AR
BRI s . — Mt E N B ARERIRN B R 2 K O— it [iE N B A= O W /) o
b LR LT,

KRG L IR BEIE A 27 4V EEEE 120mg, A 2 7 0 YV ATEERE 500mg (—
4 T 2= T GBI R))

RG LR DRRIIRE - GIBRASHE 72 1T s

M LRARER R @E . RACIET 2~ 7 (Bl Hlfz) & LT, 1181500
mg % 4 FFRIBE T 60 23 BILL L2 T CrddrE+ 5, 72720, (AHE
30kg LN DA 1 A% 5 81% 20 mgkg ((KEH) &35,

35 R 58 ¥ FH T A NI BRI SH

(23%)

MU RAUA~T (BETHIEZ) OREUIIE. FIEKOHE

R AT - BIBRARE 72 T AT R e

HIEROHE : 7 a2\~ 7 (B ) EoffHIcs T, @i, lAZiE b
AV AT BIEFHEEZ) LT, T2~ (BIEEBRZ) OF)
[ 5-FELZ 300 mg % 60 /ML BT C 1 BISEET 5, 2720, RE
30 kg LT OHAE O 1 [0l 5 &1L 4mgkg ((KE) &35,

1

BRRFBRIZ B 1 2 A HAN O L - EIE 13, ERIREGE DI P4~) M




2. AHNORR, TERBEF

A7 4 Y RIEENE 120 mg X OELEEEHE 500 mg (— %4 T a2 v~ T (G
L z) . LA TRAI)) 1%, & b programmed cell death ligand 1 (PD-L1) Zxf9 5
s a7 v Gl (IgGlk) 727 T ADe "Mt ) 7 u—FAHiETH 5,

CD274 (PD-L1) 1%, ZEENIZEBW THRRSMEICHE L TR Y | EHfbL2Y
VRER (THIME, BRI OV F = 7% F7—T fllfin) &84 % CD279 (PD-1) &
' CD80 (B7-1) &fEE L, MEINEZAICHIET 5 EBFZ 25 TW% (Annu Rev
Immunol 2008; 26: 677-704, Blood 2010; 116: 1291-8), F7-. PD-L1 (. T4 O fEEHi
WIHRBLL TWAH Z & (Nat Med 2002; 8: 793-800. J Immunol 2003; 170: 1257-66) 23#R4E
ENTEY, PD-L1 & PD-1 4 L7=RREIE. BEEAAE S FURRR A7 T M) 5 DK
W A AT AR D —HD L LTEZ LN TN D,

AFNE, PD-L1 OMEAEIRICAEA L, PD-L1 & PD-1 OS2 ET D Z &2k
0 DSAPURRFRI e T RO MRS ZEE 2 B8 U, RO A MHT 2 525
NTW5,

AFNOAEFIEIFIEES GREDOREFUGIC L BBHERS N & &b, BEUIETIC
B ARENED 85, AR OBG R OBGHIIL, BEOBERE D117V, S0
o IV AITIE, FEHL LIS GRITIE U 72 M 7 itk & AR BR A Fe D PR & G L Ciid
Gl BRI AT\ M ORIERIGIT L BRI B D S HAITIE, BIBRE AL
T LA OB GO G 7RILE EAT D MBNR D D,



3. BREREGE
YIBRANBE 7 FF MR D A GRIRE I Z 5T & 1T - 72 3= 72 B R 3R O il & 7~ 97,

[F 5]

EIFRILEZE 1 AR (HIMALAYA #5%)

B AL PRIEE O 72 Child-Pugh 208 A OYIRAHE 2 IF M 235 (ECOG
Performance Status 0 X% 1) 1,171 5l (K&FI+ FL AU A~7 (Ba#z) (BLF,

[hL AU L~T)) "2 [AAIGEREE 393 4], AHIHEME 57 K HEMEE 389 fi], v
77 = =7 [RHHEHE389 f51]]) (HARN 108 6l [AHKIOFHHEE 34 5], ASKIHEAEE 45 B, xF
FREE 29 O] Z&de) ZXRIBRIC, AAIE LAY A~ T 20HHEE LT5A L OARHK %
B 5 L7256 O A MR OVE et 2 et L,

FEFHMIEE & S 2AFHE (BT, ToS)) (i [95% (58X (836 4
DA R R) E, AFGEHARET 16.4 [142~19.6] 1 H . AFIEMEET 16.6 [14.1~19.1]
71 A, RHEREET 13.8 [12.3~16.1] ZHTH Y . AFIOHHERIZRBRERIZ R LRI
BERIERE 2R LT (AN — R [95%E8XH] : 0.78 [0.66~0.92], p=0.0035 [/&5!]
log-rank fR7E, A EKME () 0.0398]), F7=. AFIHIMEEIZOWT, ~NPF— KD

BEKUEIZ G L7 B XM O EIRNSFANHE LD E~—2 0 THD 1.08 & F
[A] 5 72 2 & b  ARHHEAREE O I Z 69~ 5 IELMED TR S u7z (O — RER[95.67%
EHEX ] : 0.86 [0.73~1.02]) Q021 4E8 H 27T HF—4 N1~ b4 7)),

] RPEE (REIT ) —VEEARE, T DA MBEIIRE, ~ A 7 aIREEERE, FFBIRIERR
/B JE s, MORRRIES) OIS & 72 2 BE IR S -,
*2 0 AKI 1,500 mg KOVR LA U AT 300 mg & 1 Bl Z D% 4 WEORIRZ 22T, A4 1,500 mg

% 4 B EERE CRIRN T 5
*3 : RAI 1,500 mg % 4 38R CEIRNE S Lz,



0.8 1

% 06
&)
» 04
=

0.3

0.2

os#xiE (A} [95% CIl
¥/t 774 16.4 [14.2~19.6]
FAFE 138 [12.3~16.1]
NHE—FHe (95% Cl) 0.78 [0.66--0.92]

At riski

4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46
RESRTH > DR (A)

AP GTFIE 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 ©

0.9

0.8
2 0.7
% o6

=

&
~ 0.4

0.3
0.2

0.1

At riskZ1

osshkfa (H) [95% Cl]

— AFEmEE 166 [14.1~19.1]

— XfEEEE 13.8 [12.3~16.1]

N — Ft; (95.67% CI)  0.86 [0.73~1.02]

2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46
EERZGH O OHRE (B)

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

1 OS ® Kaplan-Meier i



[Ze421E]

EIFRILEZE 1 AHFER (HIMALAYA #5%)

AEFRIIARANDRE 378/388 5] (97.4%) . AAIHIMEE 345/388 151 (88.9%) K Ubxt
HERE 357/374 151 (95.5%) IZ#BO BTz, WL DOIRERIE & ORIRBEGRAGE TE 22
WHEERS (BIEH) 1%, Z4u241 294/388 f1] (75.8%) . 202/388 51| (52.1%) K TN 317/374
B (84.8%) 25D HAL, £ D 9 BILTH] (Grade 5) 1L, ZALE41 9/388 3] (2.3%) ., 0
B KON 3/374 61 (0.8%) T o7z, WTNNOEERETIRIRN 5%LL EORBITERIZ T

HOELEBY Th-oT,
£ 1 WTFhLOBRERHTREAENS% U LOBIER (REMMITIRERM) (HIMALAYARE)
FEARSHE / BiE (%)
FEARGE
(MedDRA/J ver 23.1) ARAIDEHEE (388 1) AFIHEAUHE (388 i) *HRREE (374 1)
= Grade | Grade £ Grade | Grade = Grade | Grade
Grade 3/4 5 Grade 3/4 5 Grade 3/4 5
A EIVEH 294 95 | 9(@23)| 202 50 0 317 138 | 3(0.8)
(75.8) | (24.5) (52.1) | (12.9) (84.8) | (36.9)
o ibE
R i RE U E 31 1(0.3) 0 8(2.1) 0 0 2(0.5) 0 0
(8.0)
R B RE AR T E 42 0 0 15 0 0 8 (2.1) 0 0
(10.8) (3.9)
R L OvesrEE
BAEOE 21 1(0.3) 0 10 1(0.3) 0 45 2(0.5) 0
(5.4) (2.6) (12.0)
B IEE
T 64 13 0 23 5(1.3) 0 145 15 0
(16.5) | (3.4) (5.9) (38.8) | (4.0)
CiTIN 20 0 0 13 0 0 36 0 0
(5.2) (3.4) 9.6)
Mg - 10 | 2(05) 0 7 (1.8) 0 0 19 1(0.3) 0
(2.6) (5.1)
G5 4 (1.0) 0 0 4(1.0) 0 0 21 3(0.8) 0
(5.6)
A% 4 (1.0) 0 0 2(0.5) | 1(0.3) 0 27 1(0.3) 0
(7.2)
R H KO T kbR
7 9 SR 66 0 0 28 0 0 21 1(0.3) 0
(17.0) (7.2) (5.6)
BI5 76 | 6(1.5) 0 29 1(0.3) 0 47 | 4.1 0
(19.6) (7.5) (12.6)
JlESE 1(0.3) 0 0 3(0.8) 0 0 48 0 0
(12.8)
For - BERFMER | 2(0.5) 0 0 0 0 0 164 33 0
BIEBERE 43.9) | (8.8)
—f% - RFEER L OB ORE
97 57 30 | 6(1.5) 0 25 0 0 55 5(1.3) 0
(1.7 (6.4) (14.7)
1 9% 11 2 (0.5) 0 14 1(0.3) 0 27 9(2.4) 0
(2.8) (3.6) (7.2)
1 A
s 3(0.8) | 1(0.3) 0 2(0.5) | 1(0.3) 0 56 20 0
(15.0) | (5.3)
M. MEREs K OWEhmmE S
RS 1(0.3) 0 0 1(0.3) 0 0 19 0 0
(5.1)




SRERIRHE / B (%)
FEARGE
(MedDRA/J ver 23.1) AFOERRE 388 61) | AHIEMEE 388 %) | KHEEE (374 i)
AR A

TI5=T I T 18 | 4(1.0) 0 22 5(1.3) 0 8(2.1) | 3(0.8) 0

A7 =7 —EHIN (4.6) (5.7)

7T —EHN 21 10 0 7(1.8) | 2(0.5) 0 4(1.1) | 1(0.3) 0
54 | (2.6)

TANRTEERT ) 22 9(2.3) 0 25 9(2.3) 0 10 6 (1.6) 0

AT == | (5.7) (6.4) 2.7

m

U —BHIN 25 17 0 12 8 (2.1) 0 10 8(2.1) 0
64) | (44 (3.1) 2.7)

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

(7.2)

2B AFIPFABRCRBWT, MEMMEER S (2.1%). KIFK 86 (2.1%)., FHE
O FF 13 B (3.4%) . FFiREREE - BF2 - BALPERRAE & 57 01 (14.7%) . BRI RE(R
THE 43 1] (11.1%) . HARARFERETCHESE 39 6] (10.1%) . EIFEHEREREE 6 5l (1.5%). T
MIRFEREREE 2 1 (0.5%) . BFEE (MEEELS) 361 (0.8%). fhidk - BUUH @ fRIE
4 151 (1.0%) . infusion reaction 8 %1 (2.1%) . Lo 4 2 $1] (0.5%) . EEIE 75 HE J1E 2 151 (0.5%) .
HEORERE 16 (03%)., ffkkES (72 - SU—JEfEiELZ ET) 561 (1.3%) .
S 4 41 (1.0%) H3F8& HAvTz, | BUFEIRIF . FEEMAEAT R ERIBVE . iM%, THILE 22 4L,
BERR IS Mo OV P I/ N AP SR B 1 3GR D B v o 72,

Fo. ARFIEMBEZIS VT, FEMEMZEROH (1.5%). KIEZK261 (0.5%). EED
THISH (1.3%) . FFHEREREEE - JIFZ% « m(LPERAE 2854061 (13.9%) ., HRAREEREIR TIE
1561 (3.9%) . FURIRFSRETTHEEIE 1261 (3.1%) . RIBHEREREE4B] (1.0%) . 1HLHEIRIFR1
5] (0.3%) . infusion reaction 5% (1.3%) . ‘L1451 (0.3%) . FEIEMHEIAE1H] (0.3%) .
DR EEEINN0.3%), MfkEE (X7 - N —JEEELETe) 15 (03%). B
RK1B (03%) DFRH LT, BhEE (MEEERE) . 5 - BUBHRAEE, T A%
RERETE . FEBWELF P ERIB/E, IMJe, THALE 2R AL, BERREAR Sk OV i i/ MRS PR S5 B
RITFED Lo T,

ARIVEAFBUR DU I B 5 2 SRR R A T~ T,



4. FEERIZOWNT

RIS Y A 7 EHIEHE (RMP) 1THED& | AHI O [ 3E 52 M EE STE B~ oD fih ) (Al
NdHMEHTH > T, AFN OGN EE) 2 EBEZZW - FEL, AFOFEGICL Y HE
7REWER Z B LT BRICIS T 5 2 E BB 72 LLFOO~@ DT X T & 7= 7l
RICBWTHHT I RETH D,

O MERRIZOWVT

O-1 T (1) ~ (5) OWTIhNIIEY T I THDLZ &,

(1) EAFBRENEET 203 VW EERL SRS (BRE T IR S A B2 HE L R L
HE A AR HEEE L SR E . HUES AR 7R &)

(2) FFEHERENRPE

(3) HEMIRAENRET 2 08 AREEEERPT (B AR EWPL, 23 A
W /IEBE, D3 A EEHEE BT /e &)

(4) A KA TFRIEE 2 5E U ARIEE bk st 1 USRI b PR k2 0] 2
DRERZ FEHEIZAR D Ja tH &2 AT > TV D filaak

(5) PUEMEREEAILL G & BN O s UEIZ R DR H 21T > TV D itk

-2 JHHE R DAL 75 K OVBIE RS BLRE O %HESIT 0 7o sk & f ik 2 FF o =hh (F
FOWT NS T HIER) 25, Yi%i2 BRI OARANZE T HIREOELE & L CRlE
ShTWnWabZ e,

=
o [ERIGFFEUSE 2 FEOPIAHE ZE T L 721212 5L E DD AR D EIRHE 21T
STWHIZ L, 95, 28D EIE, BDARKYPRESR £ L UZRRESE S ONHE 21T
STWAZ L,

RGeS 2 EOHINME 2 & T L 72 R IC4FL LOBRRBRZ A L T\D 2
o DB 3IELLRIE, FFMIaRE DA A SR E 2 2 Lo IR - D B IRBHE 217 -
TnnHZ L,

© BEANOEKMLIFEREBEDOEHIZOVNT

I IEHRE BT 2 FEE D EE S, EAEN D OFRED ., Ao - &
EMAEIERE RO E B L OEMSEIC T 2 WMt A FFRBBAE LG H oREs
¥, HRHSODIATON D IRHINE S TWDHZ &,

® BWERA~DRIGIZONT
@-1 MEsHHIC B 5 B

PABTMEZ B O B /2 B2 A LIS, 24 WFRIIRIRHIO T, Mk X
EEERERR (ST FEBL L RERICIS U CABEE B L O CT F ORIVEH OS2
WAREORENY B PICB DI, BB TR RN E - T 5 = &,



©@-2 ERIEEEC L DA EFRISITHET D 2M:

S ASIR I HE D 5 REFIH) Z2 sk M OB BE 2 A D IR IWEEA D EEl = =42 Y > 7
EEDITEROA Y V== T ZATOERE L FwE A TE 5 F— AR 2 R
flishTnD Z L, B, BiiAHICHOWT, DABE L ZOFEEIZHHIZAmENT
WwWnHZ &,

@-3 BIEADZWrORIMZE LT

BIVEA (RVEMERERE, RS - R - B{EMEIRE R, WOWESE  (FUIRIREEE
[, BIEPERERES . T EAEERERET) . BfETE . infusion reaction, KM% - HEED T
L1 BBERRI . fA% - BREUTIRMARAE . (O, BIEANIEIAE, BEMRSE . S M sk
BUDVESRBENS . MMk, BHEOREREE, MikkEE (¥7 0 - AU—JEEEZ ). b
FIREDF R DR EVELT R ER VD E . AL 2L, ERSE) 12k LT, Yikhuak 33
Wi = SRR B D REFI M 2 A A Al & U (BIER OZEr-oxbc B U TR E L OB
BT ONLEMICHDHZ L), BEHITHUIRAEN TE HEH N ESTND 2 L,



5. BEXRLBRDIBE
[H2hEIC B3 % 1]

o)

@

(%
)

@

EHALFRRIERED 720 Child-Pugh 2538 A OUIFRANRE 72 AT BB 12 B TAH
E MLV AT A=T EOOFHEG L OARKIHEMB G- OB IEDN RSN TN D

TRLIZRE Y T 2 BE KT D AHN OB 5 K O T IEIZ DWW TE ARIOF LMD

L L TR LT, AADOHTRLGHR L 2B,

o O TAHADEZMENR R STV OFUEMEEL A & OfF 5

o RPTRIE (RERT X ) —/WENFRIE, 7 VA WBEARIE, ~ A 7 2R
B, ITEhIRIEARIR L/ ITEIIR L 2 SRR A, ORI IESE) DTS & 72 2 AT
R B E

AFNOEEIZHT= > Td, AFIE LAY A~T L OFRAKEGICOVWTIEY 77 =
= TNTRT DR SRRGE S LTV D — T T, AFIHEMBE GO\ TR Y I 7 ==
TR T DIEEHEDO RN R EINTWD Z L%, HIMALAYA Rk O AkkE %2 0 (2B
L7 BT, BEORELEBE L, HiE HEZERIRTH2XLERH 5,

(2R84 % F]
Tﬁ_Méﬁé%%_ow1i$ﬁ®&5ﬂ“3&§MTwé LD B EAT
bipnz by
o AKHFNDOESITRT LIRBUE OBEERE D & 5 BFE

TRIERTOFMIC I W T FRRICEE S T 2 B IOV TE, AAIOF GITHELE S 2w

D, ADOIEEEEIEL N e WIGEICIRY | HEICAREZMHEHT 52 L 2BETE D,

o HEMERER (B ﬁ‘?%ﬂﬁﬁ”{ Baite) ObDHEEIITOMEROH 5 BE

o B AR A CRHVE R 258 0 D B K ORGSR it 28 5 D il 2 RIEMEZE AL A3 7
bl b B

o HACOAEEROASOUIIEMEMNE L ITHHEMED B OB R EOBERED
o5 BE

e ECOG Performance Status 2-4 "V o 3%

1) ECOG ¢ Performance Status (PS)

Grade

0

F o MR IEBITE 5, FMA1 L [F U H#EAERESHIRR AT D,

1

PIRRIIZ I LUOETNIHIBR S 523, BMTATHE T, BEERLMAZEITITH 2 LR TE D,
Bl BEWFE, FE

2

HBATHRET, B OFOEDLY O Z LIXE&THREEN, fEEIXTE 20, HHO 50%LL Eid~Xy RA4ATi| 7,

ROENTZHSOHEDEDLYDZ L LNTERY, HFD 50%U EEXy R+l I1,

FoL@TR, BODHOEDLY DI LITE -7 TER, BRIy R+ T4,

10




6. WEICBLTHERETREEH
O WASCEFION A, BGERTEER DREET DGR T 3D & ARF DR K ONE E
M OT= DI B2 WA T B L T35 Z &,

@ BB D B T OFBRITAHIER Otz i L, FEER
TG+ 52 L,

@ ERBWEHDO~R Y AL MZDNT
o MVEVMERIER (aHERE 2 E5T) R bbb I ERH 50T, FIHIER
(RO, MR IR EE, gk, EVEE) OfER R O XA R AL O Fhi %, BlE2
AT Y k. Flo, MBI UTHERCT, g~ — 7 —Z DM % Fi
T5HI L,

e infusion reaction® & LD Z L3 H Y | 2[8] B LI O AAKE 5752 § infusion
reaction3 & HOILDH Z & Db D O T, KK HRHZ T EREIEE OREEZ +4312
#2295 Z L, infusion reaction23 58 LN LA XU 0 LE 2179 & & BT,
JERNEIE T 5 F THEOIREBZ +0ICMRET 52 &,

o HURIRFEREREE, RIBHEERER O TERIEERENRH SO Z ENRHH D
T ARHIE G- B AART K O 5- B TP IXE SIS N WS RERRAE (TSH., HEBET3,
WERET4, ACTH, M = /LF Y —LEDMIE) 2170, BEOREL 28
BYpH Lk, Fio, MEIDSC TEBREZOEMLEET 52 &,

o AHNOEEGIZEY [ @EORESISITERT D L F R DDA IR AR
WHHONDZENDD, BEETIIATV, RENBO ENTEAITIE,
EORPEROSIC L DRIEM OB L FE L. @Y R EHRZE 2175 Z & @
DRI L DEIWER DD ST B3, A OG- OREE, F k30T
BREBRNERORGEEERET D L,

o WHMTR. BORMOHE ARG LT LEWEHNERT L Z L0570,
ARAN DG TRICHEWERHORIUSA3ICEET 5.

* AST (GOT) . ALT (GPT) . y-GTP, B U LB 2D 5% 1F 9 HiReREE
26, WALMEREE RS Db d 2 &3 e 5 DT, AFIEG-BLAHT & OG-
FFIXESICIT R E 21TV, BEOREEZ+2ICBET 52 &,

o JRMEMEMEBR, REKERBREOCBEENHLOND ZENHDHD T, KAl
P& 5-BRAART K OB G-I I E IR IS RE R A 21TV, BE ORREE 312
BETHZ L,

o VEBEIRIED B S, FERFMES R TV R—YRZELZERHLHDT, 1
B, Bl MR OFER DR BLLMPEHED EHRICH0EET 2 2 &, VSR
RO ST, A A Y VA Z R T 5O RIEZITH Z &,

@  HIMALAYA RERIZEBWT, $5-80060 5 48 WL 8 4, T LRI 12 I

BRMEDOFHMZAT > T2 Z & 2 BB, RABGHIXESICE SR CHIRD

Cor

N =

I

—

Ho|
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