HEFERHEETA N1~
TV X7 (BaTRE#RZ)
(BR7E4 - 72> b Y 7 BifHE 1200 mg)
~ AR~

SR24E9H (Ffn445 A%ET)
JEAE F
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1. IXUHI

IS DOF N - BEVEOHER DT DIZIT, BT SCEFITE SV o B A A RO
BND, 6T, IEOREREFOMESRIZ L0 | FUKEIRS 72 & ORI 72 3 1E A%
FPEIMMPERINDH T, 2O OERNZ BICHLERBF RIS 5 2 & BB O
FRRE L 2o TR Y BRFEMBOE & O AT EE 2016 O 28 4= 6 A 2 H M#ERE)
IZBWTYH, EHMERNEOHERAORE(LHEZXS Z L L ShTnd,

PRV ERR T, KEEASCL 2T 0 7 7 A VDBBEEOEIRSL & B DI
RHZENDD, DD, HMEROLZEMEICET A IERNH0ERET 5 £ TORM,
WMHEERGLOBEEEZIT D ERPRF SN BEIRH UTHERT L & L b, BIE
RMFEBL L 7B B3t & D 2 & A hE /e — 8 O B i 7= 3 S BE A
THZENEETHD,

L7 oT, BRHA T4 Tl BARBEESCZINE TR LTV D EFEIREN -
BRI EED & | DUT O RIS O it 70 8 2 HEE S 2 8L b MBI 8k B 2
F RO EFREEZ T,

I, ARHA BT A 3 MAZATBAE NEIE L ERESH O, /IS EEEARAE
BRI IR s . — AR N B ARERIR NRHE 2 e OVt [ E N B ARl O 1 /) o
b EER LT,

KGR ERDHERN TR N 7 EREE 1200mg (—#4 7TV Y Xv T (B
AR )

KA ERDMETIE  CIBRARE 722 MR

HELEROMERVHE : XNV X7 (Bl HH#LZ) L OPFHICEN T, BHE. A
F7 7Y ) XA~7 (Eiaf##z) & LT1[E 1200 mg & 60 43
23T T 3 MR T REFMET 2, 23, YIRS OAEMEN R
I ChIUL, 2 BIH LD G R 30 /7 £ THMETE 5,

B 0E Ik 8 - PO A

(&%)

NNV AT (BIaFHBZ) OZREUIRNIR, BELOHE

SNRESFZN R+ GIBRANRE 7R JIT s e

MIEROHE : 77 Y ) A~x7 (BloF#az) EoOfFMIZRNT, @H. BRAIZEN
N A=7 (Bl ffz) & LTI1E15mgke (IKHE) Z s #E RN
N2, &KEMFRT3HEFEU EET 5,



2. AHRN DR, 1EREF
TR b T EHEEE 1200 mg (—#%4 : TT YY) XA~T GEm R Z) . LR,
[AF &9 ) 1 KE D Genentech, Inc.iZ &V AI# S 4172 programmed cell death ligand
1 (AR, TPD-L1) & 9,) x5 s e7 Y Gl (IgGl) 727 72Dk M
F)7u—FAHUERTH D,

CD274 (PD-L1) i, EEMNIZEW THUFIR MBS IZEI L TR | & ELY
V8ER (T MR, B MR OV F =2 T % 7 —T fifn) 3B+ 5 CD279 (LLF, [PD-
1] &»5,) KUCD80 (B7-1) &ifia L. EISEZRICHIET S LEX 6 TWD

(Immunity 2007; 27: 111-22, Int Immunol 2007; 19: 813-24), F7-. PD-L1 %, Fix DfF
EAIEIZ BB L T\d Z & (Cancer Immunol Immunother 2007; 56: 739-45) 73#iA XA
THk Y. PD-L1 & PD-1 241 L7 &I, JEBHIL S HFURSRF A7 T Mifd) & OB B
RS AFDO—D2 L LTEZLNL TN,

AFNX, PD-L1 OAAASMEIRICHRE S L. PD-L1 & PD-1 &L OfEAZIALET 5 Z L5
0 DAFURFEERR 2 T Mifa oM EFTEME 2 ¥R U, 5 OHEM A I+ 2 &5 %
HITND,

ZIDDHEN G | AANTHENERES T 28 7 R IniE I 2 0155 6 O L WIRF S,
A B 2 b 5 & U7 R IR AR 2 320 L . A 20, 2t R OB M R S 7z,

ARFNDVE P BB DGRERIRIC L D RIEREDR S bbi, BHEXIIELT
(CED AR B D, AFIDOBEG-h R ORERIZIT, BEFOBRE 71270 BEN
R BT AT, FEBL L2 FRITIE U 7S MR 22 Nk & B8R 2 R D ERD &g L T
WY BERRE W 2 ATV B OSRE RIS X D RITER 2 5D 2 5 a 12id. B RE AR
IV CHIDBGE O Y RLEZAT O MERDH D,



3. ERPRARE
YIBRASRE 72 A e D AGREF I Z 5l 2 1T o 72 72 B R 3 BR 0 il 2 7 37,

[ 2]
] BRI [R] 27 11 AHERER  (IMbravel50 #5R)

EEALFHIERE D 72\ Child-Pugh 7758 A OYIBRARE 72 FFM s 1501 1 (A AN
61 il & &ie) ZxtBRIT, AFIK NN X7 (BIn i z) CLTF, R <=7
EV9,) OOFHEE RAIGEAEE. 336 ) OFEIMER L2 EZ Y 77 =7 hiL
e (LLF, (Yo7 7x2=7) Lw9o,) (YT 7==TFE 165%]) &9 55 I
ARER A T2 L7272,

FERHMEHEE O—>Th 5 24EEHE (LUT. T0S] & 9,) OF ST O E, ITT
EHICBNT, AFIPFHBECTY 77 2 =T IR L THERIEERRO Hiv (O —
R [95%5#EX[#] : 0.58 [0.42,0.79]. P=0.0006 [J&5!] log-rank #E ], MHIA E K UE
0.0033) . HRAE [95%EFIXH] (IAAOFHEE ChoERE (HEERE], VI 7 x2=
TRET 132 [104, #EEAREE] WA THH-7= 2019F8 A29 BT —X b b4 7,
D, &9 — >0 LAl H CTdH 25 RECIST ver.1.1 (2553 < ST AR H] & 12 L 2
e A LEHARY (LR, TPFS) &\ 9.) 1IToWTh, FMIFOFER. ITT £z T
ARPERABETY 77 = =T L IR L THERIERARD b (N — R [95%15#
X :0.59 [0.47, 0.76], P<0.0001 [J&% log-rank FE ], MHIAEAKAE 0.002), H ik
il [95%EHE XM ] 13AFIGFHAEET 6.8 [5.7,83] WH., VT 7 =2=THET43 [4.0,5.6]
HHATH-T= Q0I9FESH2 BT —4Hhy vA47, X2),

*1 RIRE GREI™ & ) — VEEAFRE, T O AR, ~ A 7 vl E ek, FFaiRIEH i
W AFBIIRA L EA R, BOATRRES) OEIG & 72 5 B XA Sz,

*2 ¢ ARFIGFARETIIAA 1,200 mg L ONRANY X< 7 15 mglkg % 3 W Z L ICEIRNES., Y77 =
=TIV T 7=2=7400mg % 1 H 2B OFEE LT,

1.0 "'“_‘\“;\\_1—\
iy AFI B
08 h\\‘\, T /
H‘“g, —

¢ I . LL%
b 0.4

0.2

0

EEZEMTH» 5088 (B)
Atrisk % 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17
AFIGAIRE 336 320 320 312 302 288 275 255 222 165 118 87 64 40 20 11 3
VSZ=zTBE 165 157 143 132 127 118 105 94 86 60 45 33 24 16 T 3 1

X1 OS ® Kaplan-Meier BiR (IMbravel50 3AB%) (ITT £H)



‘\ . St
0.6 T %

{FkE

& VST enT B o

Atrisk ¥ 0 ] ) y 1 3 [ ; 8 . 9 I 1 12 13 I
ARFEIGEEEEE 336 a2 270 23 232 200 180 137 120 7
VPR 165 s 109 st 0 57 1" 4 2 15

X2 PFS @ Kaplan-Meier i (IMbravel50 38 (ITT £MH)

HARNBEEMICKIT S 0S O 9l [95%15 #8 X [ ] 1XAKIOF I REC oSl Rz [
EARGE], YT 7 =TT 149 HEEARRE] WA NP — R [95%E/XMH] : 1.71
[0.50,5.84] ThH o7z (KM3), £7=. BARNEBEZEMIZIIT S PFS O Rl [95%EHH
X EARFIO AR TSRz (6.4, HERGEIV A, VT 7 = =THET 7.7[4.2,12.7]
IR = R [95%EHEX ] : 0.85 [0.39,1.86] Th-o7c ([H4),

1.0 {+

b+ _ -
—\ N F AL =T BE
0.8 e A P 4 :
mwaﬂmaﬁ/
4o 0.6
o
b
#H 04
0.2
0
EEZHFT»5088 (B)
Atsisk % 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17

FEIHBEEE 35 35 35 34 33 30 30 29 26 20 17 9 8 5 3 1 1
VI72=DF 26 23 22 2 22 20 20 20 18 14 11 7 5 4 1

3 BAANEMIZEITS 0S @ Kaplan-Meier B (IMbravel50 35%) (ITT £H)

10—

‘.
- 1
08 | RE G
04 / ]
= VT==T B |
0.2
0
Atrisk# ) | 3 4 5 [ 7 8 ) 10 1 12 13 1" 15
FRIEERE 5 5w % 2% 2 7 15 0 A | 2 1 1 1
VIO % 2 20 6

4 BAEANEMHIZEBITS PFS @ Kaplan-Meier i#f (IMbravel50 38%) (ITT £H)



(24 14]

[E B AL [F B IFERR (IMbrave 1 505K05%)

B EFGIIAAIOI IR 323/329 5] (98.2%) . ¥ T 7 = =7 Jf 154/156 f] (98.7%) I
R B, BB (AAIGFARE CIIAR TSNV X~ T VT 72 =THETIEY 77
==7) L ORRERMPGE TE RV FHERIIARANOHEE 276/329 1] (83.9%). ¥ 7
7 = =7 147/156 5l (94.2%) (ZRRD HAVTo, FEBLHEDN 5%LL EOARA] & ORISR
BETERVHEEFRZIIR1DOLBY Th-o T,

#£1 EHABYRS%ULOEFIE ORBEBERIEETERVWAEEES
(IMbravel50 3RBR) (REVEMRNT I RER)

IRERIARSYEE (SOC: System Organ Class) AAIGFHEE (329 1)
FHAGE (PT: Preferred Term) 4 Grade Grade 3-4 Grade 5
(MedDRA ver.22.0) Bl (%) B (%) B% (%)
A OREBFENEE TERNWEHERR 252 (76.6) 90 (27.4) 4(1.2)
ER AR A 107 (32.5) 41 (12.5) 0
AST #n 45 (13.7) 14 (4.3) 0
ALT 0 34 (10.3) 7(2.1) 0
fmh e YL e B 27(8.2) 2(0.6) 0
i MR 23 (7.0 7(2.1) 0
—i% - RHEER L OB SEALORRE 91 (27.7) 6 (1.8) 0
7 49 (14.9) 5(1.5) 0
FEL 27(8.2) 1(0.3) 0
HlEE 83 (25.2) 12 (3.6) 1(0.3)
T 34 (10.3) 1(0.3) 0
LD 19 (5.8) 0 0
G B KOV TR RRbE & 82 (24.9) 2 (0.6) 0
% ) FENE 43 (13.1) 0 0
W5 29 (8.8) 0 0
R L OveakfEE 58 (17.6) 6 (1.8) 0
BARIBOE 29 (8.8) 1(0.3) 0
Mo islE S 35 (10.6) 1(0.3) 0
FRIREE RE AR TE 25(7.6) 0 0
55, hEk L OWEADHE 33 (10.0) 7(2.1) 0
HEAIZLE S RIS 32(9.7) 6(1.8) 0
B L ORI RS 33 (10.0) 6 (1.8) 0
EHAR 27(8.2) 4(1.2) 0
i R 21 (6.4) 8 (2.4) 0
& I 17(5.2) 7(2.1) 0

B AAIDFRBERC IS W CRVBEMERIZ SR 3 61 (0.9%) . FFHERERETE 87 # (26.4%) . K%
K HEOTH S H (1.5%) . R TH] (2.1%) . HARIREERERE 39 61 (11.9%) . FIEHRE
PR 1B (0.3%) ., THEEABERERE 1 6] (0.3%), #REE (¥F7 2 - NU—EERESEL S
7p) 1 %l (0.3%). infusion reaction 32 %] (9.7%). BHHERERESE (JRAAEHVEMERRE) 2 H#i
(0.6%) . EBEEORERES 2 #] (0.6%). FEiEEm 1 6] (0.3%), 4FFERED - FEE:AT
FRERIBAME 21 B (6.4%) K OVEYIE 20 B (6.1%) 23388 Haviz, £z, 1 BUERM, &=
FERRIERE, 2% - BEIRIS . Ahoe - AREUTIRMRIE ., (O R, MERE BAEMGERE, oM MK
B PEEREER 338 B L o Te, AR EFRBEBURDUIBIE SR (FRRREMERE 2 5T)



EETDEHBRETT,

AARNBEEMZIB T 26 FFLIIAHOHRED 35/35 il (100%) . xtHEBED 23/23
Bl (100%) (2788 B, 1HEHE & ORREARNGE TE WA FEFEZIIAAIGHIHED
31/35 Bl (88.6%) . XFHREED 22/23 il (95.7%) 258 Hiviz, AFIGHHABHCBWT, %
BN 5%LL EORAE OREEBRNGE TERWEEFZIIR 2D LBV Tholz,

#2 AARABEEFICBWTREARN S%LULOFRF L ORREBHEBIEETERVWEEES
(IMbravel50 338%) (ZEVEMEITXIREM)

IRERIARSYEE (SOC: System Organ Class) AZIOFHEE (35 1)

FHAGE (PT: Preferred Term) 4 Grade Grade 3-4 Grade 5
(MedDRA ver.22.0) % (%) sk (%) % (%)
A& OREBEDNEE CERVWEFERS 28 (80.0) 8 (22.9) 1(2.9)
— % - EFEER X OGO 10 (28.6) 1(2.9) 0
B 5(14.3) 0 0
FEEL 5(14.3) 0 0
i 2(5.7) 1(2.9) 0
MEIREE. MISRE & VHERES 8(22.2) 0 0
FHEEE 6 (17.1) 0 0
B R AR A 6 (17.1) 3(8.6) 0
AST #4/1 2(5.7) 2(5.7) 0
KR ¥ KOV TRk RS 6 (17.1) 0 0
O FEIE 3(8.6) 0 0
RN SN 42 3(8.6) 0 0
R L OB E 6 (17.1) 2(5.7) 0
K7 A7 2 e 3(8.6) 0 0
AAEOR 2(5.7) 0 0
B IBkEE 5(14.3) 2(5.7) 0
THi 2(5.7) 0 0
P oy MB35 3(8.6) 0 0
FOR IR RE AR T E 3(8.6) 0 0
EE, iR L OYLE A GHE 3(8.6) 0 0
EANITHE D RS 3(8.6) 0 0
M pEE 2(5.7) 2(5.7) 0
& IfLE 2(5.7) 2(5.7) 0




4. HEFRIZDOUVWT

AFN OG- 72 BEEZZW - FEE L, AFOFEGIC L EEZREWERZR%EL LT
BRIZIGNT 5 Z EmMpER72H  LLFOO~@D XTI hisk iz W THEHAT S
RETH 5,

O MEFITOWVT

O-1 TiEd (1) ~ (5) ODWTNNITEYT DM THDHZ &,

(1) EAFHEREDFEE T 205 A2 BRI RPE S G BT R A 2R EEHL R L
HUIEAS A RS BRI . Htk)s A 2Rl 7 &)

(2) FEEHERERPE

(3) HBENFIRAFFEE T 203 AP (D AR REEEIE ERPE. 25 AR
W wEE. S AR HEE R &)

(4) IRALFRIEE A E L, AORIER L FRIEZ R 1 USRS L L2 e
2 OREFRFENEITLR D R 21T > T D filiak

(5) PrEEMEREREAIL T EBINR Ol R UEITAR B i 21T > TV B itk

O-2 AR Db P EE K OBEIWE RS BURE O RIS I 443 72 Fnitk & #%BR 2 RO =R (F
ROWTNNITEZ LT HEA) 25, SE2RBORANCET DR OELE & L TRE
INTWHZ L,

*

AN ETEUS% 2 FFOWIANHE 2 & T L7221 5 LA EO R AIBRE DS RIHE %
ﬁoTW5;ko9%\2ﬁuhi\ﬂhﬁ%ﬁ&%£kbﬁh NG DAHE %
{THoT WA &,

R EFEUS% 2 SFOHE 2T L72&RIC 4 L EORRREREH/ L TW\5D
ZE, OB, 3HLLER. BRSO D3 A SRS & G e PN 5 O B IR HE 217
STWNWHT &,

© BERNOERREREHOMEHIZOVT

G HE BUCIE R 2 BMEE DS ALE S, BRSO OB D, A2 - 2
IR OB B ONERSE IR D I et AHFFRVFEE LG EOWmE
. FRESNITATONDIEHINE > TN D Z L,




® BUWERA~OIIRIZ2ONT
@-1 FRRAHIZBEd 5 E L

PRCPERPR B O RS 20 BINE M 23R A L 72 BRI, 24 RERTRSHRIR OO T, Mttt 31
TR I T L FEB L BIEAICIE U TR B O CT S5 D BIMEF O S HINC 2432
IR ORERPZ Y AR O, EHHITRISATRRZRAH NS> TN Z &,

@-2 BRUREEEICL2FEELNNICET 2 ES

AR HE D 2 P 22 il S O RE A A 5 R E N RIER e =2 Y v/
EEDIEROA Y ) —=2 7 EATOLIRE L G A 4 T & 55 — AR 2%
BENTWAZ L, B, BEFICOWT, DABRE L FOFBEICHSITEmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

BIVER (MEMEMZE, ITHReiE - ITR - PR K. KGR - EHEE O TR,
2. 1V BUBEIRIE ., Wb (FUREREREE . BB RRErEE . T HRABEREMREE) . Mt
[ (K7 0« NU—JEBREZ Te) . BEAEME I, MK - 655, infusion reaction,
g - BERUTRIRIE, BsRelEE (RAE MEMERRE) . BEOREEE. OfK.
MEREBIEMRE, MR R I, St f MR PSRN | (L REDF AR o ik i

(G BRI | FEBEAF P ERECE) . ALFIRIEDFARE O BYYESE) 126 LT, ikl
B AT B R B D REFIME A A9 2 EAT & U (RIVEH O Er-extic o Bl L TR
"OZEEZITONDRMEICH D Z L), EHITEYRAE N TE DA I ES>TND
Zé&,



5. B#Extp L s BE

(B2 B3 % 9]

O EHLFHEIERED 220 Child-Pugh 7358 A OUIFRARE 72 I BE 123V TARA
KRN X7 L OB G OB RSN TN S,

@ TFRLICEEY T D RBFICKT A ARF O G K OMEHFIEIZ OV T, ARFIOAF N
N SN TELT ., AHIORERGE LB 720,
o DTHAAIDOAEZMED R S TVZRUMEOFTEMIREA & OfF %5
o JRPTRIE (BREW T ) —WIENRE, 7 U RBERRE, ~ A 7 v G E R
5, IFEhIRIEAR L/ T Eh IR L7 28 s . BURBRIRIESE) O & 72 2 A
FARE

[ZeatEicBE 3 % F1H]

O TRIZEYTHIEFICOWVTIEHAAOEGNEZ L INTNWEZ D, BE5EE2IT
brpnz &
o ARFIDEATIT R UIRBUE DBEERED & 5 B

@ HRATOFHMICIB W T FREICZ S T 5 BH 2OV T, AFOREITHRER IR

D, MOIRFEIIE D R WIGEITRY | HRICAHZFENTL2 2L 2ZETE 5,

o HEMERREDOSIUITOBED H 5 B

o JuEBEiGR A CHE R 2780 5 B K OVEEIE O B BRIMTE IS 058 G fiti ¢ 55
DI IIEVEZAL DN - B D B

o HOREREDD D EEUTIEMERE L IXFFMED B kB OB RO
o¥aysecy

»  ECOG Performance Status 3-4 =V 0

GED ECOG ¢ Performance Status (PS)

Score

0 =< e <TEBN T X 5, FMRT L R U B HAEEAHIRZR <ATZ 5,

1 PRI LR TN RIBR S D23, AMTATRE T, BAEECHE > TOMERIIIT O J LN TE 5,
Bl BEWF R,

2 | BATAHECER OO O = LTS CAREEMERETE 2, ABO S0%LERA Y ATl T,

3 RONTZHSOHEOEIY OZ L LTEXR, HEO 50%LL EE Xy RR1Ci =7,

4 ELET RV, BOOHORY OZ LiFeL TERN, BRIy RO TiId,

10



6. HEICERL THETNEFH

O WMISCEFITA ., SERTEEE DRI 5 EBEFITEED & AR DRk K OV
M OTDIZ LB R EWME B L TS 2 &,

@ RERLRIZENL D BE XXZ OFIRICHIER a2+ o0 L, REE25
ThbokbETHZ L,

@ ERFWEHDO~FXT AL MZOWT

WEMEER S 5D Z ENHDDOT, AROEEIZHT--> L, BEE
W (PR IR, ngmik, FEEVE) OfERE R ORI X fifd 0 FEhas, Blgs 5
4TS 2k, Fio, BEIRUTHES CT, MiF~— —%DiE a2 £l d 2
ek,

AFNOP 5L EE D infusion reaction (2 2 CTEEAMFIZ 72D TE 5 Y
i % AT > 7c L THhRGE L. ARHFIR G- R OKRAF GHE T HIT A 2o 28
ET 5%, BEOREEZ /0285355 2 &, 7¢F5. infusionreaction % F8EHL L
AT, R TOBIER OERNZRICEIET H E TREZ 0BT 5 2
L

fFpgneREs . BFZe, BLMEERDI S LoD Z ENH DD T, AFI O L
IERT L OG- I I E W IFBERE R & (AST. ALT, y-GTP, Al-P, U /L
EVEORE) HEMT DI &, Ak, UIBRARRRAITIIE D% A, ITHRERE
ENPFEL LT BEOARFN ORI « i I O lE & 1T E L TV D (B
FEZR),

FORIRFERERE | RIBHSRERE E R OV F IR EEREN H DO D Z ENH DD
T, ARANOF G- BRAART & OB G-I P IXE SN IS RERR A (TSH., A
T3, i T4, ACTH, M =5 — VS OflE) 2 3EhEd 252 &,
AFIOBHIZ LY | BEORERISIZER T 25 &5 2 b b kA BN E
NHLDLNDZENDHD, BENRBDLNTHAITIE, B LZFRIIE U
RLFR 72 05k & FRBR & RO PR Rl & 8 U Clg Ul 22 BRI W 2 1T\ IR o ik
FOSIT X 2 BWER A S oi 2 3551213, AFIORIE TR 1L K OEIE B AR
WECHIORGEEEZRT D2 L, B, BIERERLEORGIZLYEIE
R OYGERFRD LR WIGEITIL, B BB R VE LSO sz il e n
HLEET D,

B HRE TR, BOAM NS5 AR L T LRIERNRERT D Z 08B D720,
AR OEEHETHIZHRWEM ORI 2ITEET D,

1 BUBEPRIG S & o, BERFES 7V R—V RZELZENRHDHDOT, O
B, Bl MRS OFER ORBLLCMAEED LIS HaEET 5 2 &, 1 BHER
WREON T HEIZT G EZ I L, A >R Y RFI OB GZ oY) 722 JLE %
152 &,

11



@ IMbravel50 FRERITIREBIAA)ND 54 £ Tl 6 MERIME, ZH LI 9 BT
HIMEDOFHl 21T > T2 Z & 2510, AAIEGHIEMMICEBRE TR
R x1T o 2 &)
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