EfEHEET A R A v
T7Y IV X=7 (BinFr#Z)
(BR7E4 : 72> b Y 7 SEEE 1200 mg)
~ I e ~

SN2 98 (FFf 74 2 A%ET)
JEA A




SR

AN e

X LI

ARHN DR, 1ERET
i PR BSAR
Higklc oW T

S EED O B ASY ey

BEICER L CTRET & HIH

P2
P3
P4
P8
P10
P11



1. IXL®ic

IS DOF N - BEVEOHER DT DIZIT, B SCEFICE SV B A A R
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 J R 1E A%
FERMDPEARBENDLHF T, 20 DOEEKNZ FICHLER BT IR 5 2 & PR
PR & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 (CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMERNEOMHRAORE(LHEZXS Z L L ShTnd,

BOFVE RS E SR ST, SRS 2 T 1 7 7 A ADRBEE D ES L & B S i
RHZENDD, DD, HEROLZEMEICBET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIfF SN BT I LTERT S & &bz, mIfE
RMFEBL L 7RIS B 23t % & D 2 & DA fE /e — 8 O B i 7= 3 e BE CfE
THZENEETHD,

L7 oT, KRHA RTA4 Tl BARBEESINE TR LTV D ESEIREN -
R RN EED & | DUT O E IS O it 70 8 2 HEE S 2 B0 b B e ik B 2
F RO EFREE T,

I, RKHA BT A %3 MAIATBAE NEI L EREISH OHE, NS EEFEARAE
BRI IR s . —MAERTE N B ARERIR NRHE 2 e OVt E N B ARl O 1 ) o
b EER LT,

KRG LI HEM TR MY 7 SEEE 1200mg (—4 T TV Y AT (Bfs
THREH %))

REERDEUINE © BIBRARE 72 AT s

WEERDMEROHE : "NV X<7 (Ba7HEIRZ) EOFRICRENT, WBHE., AL
377V A~7 (Ein R z) & LT 11E 1200 mg % 60 43
2N C 3 EM MR CARMEEET 5, B, YIRERGOBFENE
HChiuE, 2 BIH LD GREEIL 30 oM & THEMETE 5,

B MR e ¥ oSk

(&%)

NNV AT (BT Z) OZREUIZIR, BiELOHE

BNRESUTANR « YIBRASRE 7 AT e

MIEROHE : 77 Y ) A7 (BlaF#az) ORI T, @H. BRAICEN
N A=7 (Binff#z) & LTI1E15mgke IKHE) Z s E RN
W2, &KEMRT3HEFEU EET 5,



2. AHRN DR, 1EREF
TR b T EHEEE 1200 mg (—#%4% : TT YY) A~T GER R Z) . LR,
T4 &9 ) 1 KE D Genentech, Inc.iZ & 0 AI# S 4172 programmed cell death ligand
1 (BAF, TPD-L1] &£ 9,) IZxtd 2 s e Gl (IgGl) 727 72Dk M
E)7u—FAHUETH D,

CD274 (PD-L1) 1%, AEENIZEW THUFEIR RIS ICEI L TRV | & ELZY
VRER (T MR, B MR N F = T % 7 —T fifn) ZI2HEL+ 5 CD279 (LLF, [PD-
1] &»5,) KUCD80 (B7-1) &ifa L, EISEZRICHIET S LEX 6 TWD

(Immunity 2007; 27: 111-22, Int Immunol 2007; 19: 813-24), F£7-. PD-L1 %, Fx DfE
EREIZ HRBLL T\b Z & (Cancer Immunol Immunother 2007; 56: 739-45) 73 XA
TH Y., PD-L1 & PD-1 #47 L7ofRB& 1%, MRS AL HURRFELAY 7 T AR OB
RS AFDO—D2 L LTEZLNL TN,

AFNX, PD-L1 OAASMEIRICHRE S L. PD-L1 & PD-1 & OFEAZILET 5 Z L5
0 DATURFEERR 2 T M0 oM EFTEMEZ R U, 5 OHEM A+ 2 &3 %
LTV D,

ZIDDHIEN G | AANTHENERES T 28 7 R IniEKIC 2 0155 6 O L WIRF S,
A B 2 5 & U7 R IRARBR 2 320 L . A 20, 2t R OB M R S 7z,

ARFNDVERREFF LD B DRERIRIC L D RIEREDRN & bbi, BHEXIIET
(CEDAREMD B D, AFIDOBEG-h R ORERIZIT, BEFOBRE 72T BENR
P BT AT, FEBL L2 FRITIE U 7S MR 22 Nk & B8R 2 R RN &g L T
WY BERRE W 2 ATV B OSRE RIS X D RIER 25D 2 5 a 1213, B RE AR
IV CHIDBGE O RLEZAT O BB D D,



3. BRPRARE
YIBRANBE 72 BT MR D A GRIRFIZ A &2 1T - 72 F 72 B R 5Bk O il &2 7~ 37,

[ 2]

] BRI R 27 11 ARERER  (IMbravel150 #5R)

EEALFHIERE D 72\ Child-Pugh 7758 A OYIBRASRE 7 M 1501 1 (A AN
61 il & &te) ZxtBRIT, AFIRONRAL X7 (B z) CLTF, R X< 7
EVD,) OFFRES (RAIGEHEE, 336 ) OBENERNLEMEE Y T 7 =T F L
el (LLF, (Vo7 7x2=7) Lw9o,) (YT 7==TF, 165%]) &l 2% 11+
FRER A I L 722,

FERHMEHEE O—>Th 2 24EFHE (LUT. T0S] & 9,) OFRIfEIT O E, ITT
ERNZEBNT, RAIGFHBETY 77 2 =T EEL I L CHERIEEDNRD HiL (HNF—
R [95%5#EX[#] : 0.58 [0.42,0.79]. P=0.0006 [J&5!] log-rank ], MHIA E K UE
0.0033) . HAE [95%ERIXH] IIAAIDFHEE ChdiERE (HEERE], VI 7=
TEEC 132 [104, HEEARHE] WA THH-7- Q01948 H29 AT —H v hA7, K
D, &9 — >0 LAl H CT& 25 RECIST ver.1.1 (2553 < ST AR H &2 X 2 M
e A LEHARE (LR, TPFS) &\ 9,) 1IToWTh, FMIFOFEE. ITT £z T
ARPFRABETY 77 = =T L IR L THERIERARD b (N — R [95%5#
X1 :0.59 [0.47, 0.76]. P<0.0001 [J&%5 log-rank #&]. A EAKUE 0.002), H%k
B [95%EHE XM ] 13AFIGFHARET 6.8 [5.7,83] WH., VT 7 =2=THET43 [4.0,5.6]
HHATH-T= Q0I9FESH29 HTF—Xhy vA47, X2),

1 BRI (REIT & ) — VEAFRE, T O A BRI, ~ A 7 v EEE ek, iR
W/ RFEIIRI LS JER RS, HOHARIRESE) OIS & 72 5 B IR Sz,

*2 o ARFIBEARETIIAA 1,200 mg RO <7 15 mg/kg & 3 WE L ICHRAZRE, V57 =
ZTHTIEY T 7 2=7400mg & 1 H 2 BRRO&E LT,

1.0 “‘“—&._\\\_\L‘
i ARE G
0.8 TN T
HH“—‘\—v——‘_. N o : ) it TR -

4—13 0.6 / b -
iﬂtn VS5T7z=7#
e 0.4

0.2

0

EEA3TGT»o0HE (A)
Atisk% 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17

REIFIAEEE 336 320 320 312 302 288 275 255 222 165 118 87 64 40 20 11 3
VI7xZDR 165 157 143 132 127 118 105 94 8 60 45 33 24 16 7 3 1

X1 OS ® Kaplan-Meier %t (IMbravel50 #5%) (ITT £H)



1.0 { ey

%
08 ’Xﬂ
@ B T A HAY
—:: 0.6 \“\; /
‘,T: }—ﬂ\\j—‘_ - % B | -

& VST2=T B S

Atrisk ¥ 0 | 2 y 1 f 8 9 10 1 b }
FEIHARE 336 a2 20 2 a2 201 169 137 120 74 50 A M1
VP22 DRE 166 148 109 s 80 57 1 4 27 15 ) | 2 |

2 PFS @ Kaplan-Meier Eifg (IMbravel50 388 (ITT £2£MH)

HARNBEEMICKIT S 0S Ol [95%(5 #8 X [ ] 13XAKOF I REC oS fioRszE [
EARGE], VYT 72 =T7HET 149 HEEARE] WA NP — R [95%E/XMH] : 1.71
[0.50,5.84] Th o7z (K3), £7=. BARNBEZEMIZIIT S PFS O Rl [95%EHH
X EAAIGHARE T iRz (6.4, HERBEIVH .Y 77 = =TT 7.74.2,12.7]
A =R [95%EFE XM ] : 0.85 [0.39,1.86] Tho7z (K4),

1.0 {+—
\—-\777:7—7%3

FEIGAE

0.8

0.6

EFEE

0.4

0.2

0
FERET I 508 ()
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17

Atrisk 3
AEIFFEEEE 35 35 35 3 33 30 30 29 26 2 17 9 8 5 3 1 1
VIJxZ 8 26 23 22 2 22 20 20 20 18 14 11 7 5 4 1

3 BAANEMIZEITS 0OS @ Kaplan-Meier Bt (IMbravel50 35%) (ITT £H)

1.0 {+—+—

08 ( RA A

: 0.6 ]L
N o >
= | B 5
£ VITRmT B l
02
0
Atsisk$l L2 i 6 7 s 2 1
FHRIHER o 5 29 29 28 2 22 7 15
VIFe= T8 o 21 20 16 1

4 BAEANEHIZEIT S PFS @ Kaplan-Meier fi#R (IMbravel50 38%) (ITT £H)



(224 14]

[E PR L FBIAHRER  (IMbrave 1 505K05%)

B EFGITAAIO IR 323/329 5] (98.2%) . ¥ 7 7 = =7 Jf 154/156 {5 (98.7%) IZ
R B, BB (AAIGFARE CIIAR TSNV X~T | VT T2 =THETIEY 77
==7) & ORRFEBPEETE RWAFRERIIAFIONEE 276/329 1] (83.9%), ¥ 7
7 = =7 147/156 5l (94.2%) (ZRRD HAVTo, FEBLHED 5%LL EDOARA] & ORFEIRN
BETERVHEEHRZIIR1DOLEBY Th-o T,

#£1 EHABYRS%ULOEFIE ORBEBERVEGETERVAEEES
(IMbravel50 3ER) (REVEMRNT I RER)

SRERIRIYEE (SOC: System Organ Class) AFIOFREE (329 1)
HAGE (PT: Preferred Term) 4> Grade Grade 3-4 Grade 5
(MedDRA ver.22.0) B (%) Bl (%) BilE (%)
A& DRRBRPEETERVWEHERS 252 (76.6) 90 (27.4) 4(1.2)
FR AR A 107 (32.5) 41 (12.5) 0
AST #8n 45 (13.7) 14 (4.3) 0
ALT #4 34 (10.3) 7(2.1) 0
M e v e s Hhn 27(8.2) 2(0.6) 0
/R 23 (7.0) 7(2.1) 0
—i% - RHEER L OB SEALOREE 91 (27.7) 6 (1.8) 0
I 57 49 (14.9) 5(1.5) 0
FEEN 27(8.2) 1(0.3) 0
B IBkEE 83 (25.2) 12 (3.6) 1(0.3)
T 34 (10.3) 1(0.3) 0
LD 19 (5.8) 0 0
BTGB KOV TR RRbE & 82 (24.9) 2 (0.6) 0
% 9 FENE 43 (13.1) 0 0
W5 29 (8.8) 0 0
AR L OvseahEE 58 (17.6) 6(1.8) 0
BARIBOE 29 (8.8) 1(0.3) 0
PG WA 35 (10.6) 1(0.3) 0
FERIREERE AR TE 25(7.6) 0 0
B, PR L OWLE A HHE 33 (10.0) 7(2.1) 0
HEAIZLE S RS 32(9.7) 6(1.8) 0
BB L OUREKREE 33 (10.0) 6(1.8) 0
Gl 27(8.2) 4(1.2) 0
1M pEE 21 (6.4) 8 (2.4) 0
& I 17(5.2) 7(2.1) 0

B AAIDFABRC I W CRBEMEMIZ 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
FEE 1B (0.3%) ., THEEABRERE 1 6] (0.3%), #fEE (¥F7 2 - NL—EERSEE S
7e) 1 % (0.3%). infusion reaction 32 %] (9.7%). BHHERERESE (JRAAEHVEMERRKE) 2 H#i
(0.6%) . BEEORERES 2 #] (0.6%). HEiEEm 14 (0.3%), 4FFERED - FEE:AT
FRERIBAME 21 61 (6.4%) K OVEYIE 20 B (6.1%) A8 Haviz, £z, 1 BUFERM, &=
FERRIERE, 2% - BRI . Ahoe - AREUTIRMRIE ., (O R, MERE RAEMGERE, oM MK
B PEEREER 338 B L o 1o, AR EFRIEBURDUIBIEFESR (RRREMERE 2 5T)



TR R A R T,

AARNBEEMZIB T 26 FFRIIAFOHRED 35/35 il (100%) . xtHEFED 23/23
Bl (100%) (2788 B, 1HEHE & ORREARNGE TE WA FEFEZIIAAIGHIHED
31/35 51 (88.6%) . xtREED 22/23 B (95.7%) \Z#BH Lz, AFIPFHBHCRB VT, ¥
BUEMN 5%LL EOARK & ORREGENREETERWEFRFGUILR 2D LB Thoiz,

#2 ARABEEFICBWTREARN S%IULOFRF L OREBERBEETERVWEEES
(IMbravel50 338%) (ZEVEMEITXIREM)

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

HAFE (PT: Preferred Term) 4 Grade Grade 3-4 Grade 5
(MedDRA ver.22.0) Bk (%) i (%) Bl (%)
A& DR RBERPEE CTERVWEHEFS 28 (80.0) 8 (22.9) 1(29)
—i% - BHEER OGO REE 10 (28.6) 1(2.9) 0
[T 5(14.3) 0 0
FEEN 5(14.3) 0 0
W7 2(5.7) 1(2.9) 0
RS, WS & UHRES 8(22.2) 0 0
FHEfEE 6 (17.1) 0 0
R AR AR 6 (17.1) 3(8.6) 0
AST #1 2(5.7) 2(5.7) 0
KR ¥ KOV TRk RS 6 (17.1) 0 0
O FEIE 3(8.6) 0 0
R INIRZ SN 3(8.6) 0 0
R K ORERE 6 (17.1) 2(5.7) 0
&7 V7 2 ffE 3(8.6) 0 0
AAEOR 2(5.7) 0 0
B IBEE 5(14.3) 2(5.7) 0
T 2(5.7) 0 0
Por W 5 3(8.6) 0 0
FOR IR RE AR T E 3(8.6) 0 0
BE, R L OYLE A GHE 3(8.6) 0 0
AT D BOS 3(8.6) 0 0
M pEE 2(5.7) 2(5.7) 0
& IfLE 2(5.7) 2(5.7) 0




4. FEFRIZDOUVWT

AFN OG-8 72 BEEZZW - FrE L, AFOFEGIC L0 EEZREWERZR%ELLT-
BRIZKIGT D Z B2 LLFOO~Q@D T X C &7 hsk iz W THEHAT S
RETH 5,

O MEFITOWT

@1 FiEd (1) ~ (5) OWTNNLICHEY T HMX THH &,

(1) EAFHEREDFEE T 205 ViR PE S G BT RS A 2R EEHL R L
HIIEAS A RS BRI . Mtk )s A 2Rl 72 &)

(2) FEEHERERDE

(3) HBENFIRAFNFEE T 208 AP (D AR RESEE E P, 25 AR
W wEbE. S AR R &)

(4) ARALFRIEEZHE L. SOREE L FIRIEZIE 1. ARG L FRIEZ R EL 2

AT RN PR E 2 RORL 3 Oak FEEICAR D B 21T > TV D fitiax
(5) PrEEMEREREAIL T EBINR Ok EUEITAR B R 21T > TV B itk

O-2 AR Db FEE K OBEIWE RS BURE O REIG I 43 72 Fnitk & #kBR & RO =R (F
ROWTNNITEZ LT HEA) 25, SE2RBORANCET DR OELE & L TRE
INTWHZ L,

*

AN ETEUS% 2 FFOWIANHE 2T L7121 5 FELLEO B AIBRE DS RIHE %
{ToTWAHZ &, 96, 2L EIT, BAEYEEZ L LIEBRRIESGEONHE %
ITHoTWVWBHZ &,

ERTRFFEUS% 2 FFOPIIHEZIE T L7212 4 UL EORKRRBRAZ A/ LT\ 5D
k. 96, 3L RIE, A O D A SR L & e R S O BRIRIHE 21T
STWbHZ L,

© BENOERREREHOEHIZONT

G HE BUCIE R 2 BMEE S ALE S, BRSO OB D, A2k - &2
IR OB B ONERSE IR D I et AFFRNELE LG EOWmE
. FRESNITAT DN DIEHINE > TN D Z &,




® BIER~DOXBIZONT
@-1 FERREHICE T 5B

WV PEI B O B FE A2 RIMER 35 A4E L7 BRIS, 24 RERIEZHRIRHI O T | Maxhtiag 3%
MR BT B L2 BITERNCER U C AR B O CT 25 O EIEFH OSERINZ 0 5E
IRRRAEORER Y AL, EHHITRISATRRZRAH S > T Z &,

@-2 ERMAIEC L DHEERARICET 5 EH
M AR HE D 2 B 2 Sl fe O RE & AT 2 IR RE R H RIER B =4 U
EEDIEROA Y ) —=2 7 EATOLIRE L A 4T & 55— LR 2%
BENTVDZ L, 2B, EHEERICOWT, RABRE L ZOFRIKICHICAM ST
[AYSRapa

@-3 BIFERDZUTLRINICE LT

BIVER (MVEMEMZE, ITHReiE - ITR - PR R KGR - EEE O TR,
2. 1V BUBEIRIE ., Wb (FOREREREE . RIBHRREiEE . T HRAMEMREE) . ik
fEd (X7« NU—JEGEREZ ETe) . HEIEMBEIE, MK - BEEEK - 425, infusion
reaction, fhi%k - BRKCHREARE, BHERElE (RAMEFEMERRE) . BEEOLFRE,
O, MERERTEMRE, MR L, Sa M RIS SRR . DA% - DZERR T
B oA =7  ALFRIEOERA RO R G ek FEEWE L BRI E) |
(EFFIEDF RO RYLE ) 2% L C, Yakhiax X I BE RSB O M2 H T 5 =
Al & s U (RIER OZBr-ox S ICB U TR R OSHR 2= T oA &M eH 5 2 L),
B HICHE ) 72 E D TE DIRH S TnDH 2 &,



5. xR L BE

(B2 B3 % 9]

O EHLFHEIERED 220 Child-Pugh 4358 A OYIFRAHE 72 I B 123V TARA
KRN X7 L OB G OB RSN TN D,

@ TFRLICEEY T D RFICKT D ARF O G K OMEHIFIEIZ DWW T, ARFIOF N
N SN TELT ., AHIOELGERGE LB,
o DTHAAIDOAEZMED R S TOVZRUMEOFTEMIREA] & OHF %5
o JRPTRIE (BB T ) —/WIENRE, 7 VA RBERRIE., ~ A 7 v G E R
. ITEIREEAR R/ ITENIR L AR TS . U BIRIES) OWEIG & 72 5 T AT
FARE

(2t BE4 2 5]

O TRICEZY T 2EEIZOVWTIIAFIORG N ESR L SN TNWDL Z b, 51T
DI L,
o KA LSBUE DB D & 2 B3

@ IRFEATOFHIIZIB VT TFRRICEE S T 2 BEIZ OV T, AAlOREITHERR S vz

D, MOIRFEIIE D R WIGEITRY | HEREICAHZFENTL2 2L 2ZETE 5,

o HEMERREDOSIUITOBED H 5 B

o MaES R A CRVE R 258 0 2 B K ONEBIME O KU S Al I <0 g M it 9% 55
DI RIEPEZAL D - L D B

o HOEREDOD D EEUTIEMERE L IXFFEMED B Q=B OB RO
o DB

»  ECOG Performance Status 3-4 "V 0 ##&

(ED ECOG @ Performance Status (PS)

Score

0 =< e <TEBY T X 5. FMRT L R U B HAEAHIRZR <ATZX 5,

1 PRI LR TN EHIBR S D23, AMTITRE T, BAEECHE > TOMERIIIT O Z LN TE 5,
Bl BEVWF R, P

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

3 RONTZHSOHEOEIY OZ L L TEXR, HEO 50%LL EE Xy RoR1Ci 27,

4 LTV, BOOHOMRY OZ L3a TERY, BRIy R TEId,

10



6. HEICERL THETNEFH

O WMISCEFEITZ ., SERTEEE DRI 5 EBHFITEED & ARH DRk K OV
MAOTDIZ LB EWME B L TS5 Z &,

@ RERLRIZEN D, BE X XZ OFIRICH IR a2+ o0 L, REE25
ThbokbETHZ L,

@ ERFWEHDO~HXT AL MZOWNT

WEMEEER S 5D Z ENHDDOT, AFOEEIZHT--> L, BEE
M (PRI R, ngmk, FEENVEE) ORER L O X Ml O F i, Biggx 1+
AT 2k, Fio, BEIRUTHES CT, MiF~— —%Dit 4z £l 2
Z &,

AFN O 5L EE O infusion reaction (2 2 CEEAMFIZ 72D TE 5 Y
i %17 > 72 ECBgA L, ARFIE G R OARFIEGHE T %1331 Z vt &
ET 5%, BEOREEZ /DI85 52 &, 70F5. infusionreaction % F8EL L
AT, R TOBIER OERNZRICEIET S TREZ BTS2
E

fFpgREREE . BF2e, BLMEE RIS LoD 2 ENRH DD T, AF O L
IERT L O G- I e W IFBERE R & (AST. ALT, y-GTP, Al-P, UL
EUVEORE) HEMT DI &, ek, BRI D% A, ITHRERE
ENRFEL LT BEOARFN ORI « i IOk & 1T E L TV D (B
F3EZR),

FORIRFERERE | RIEHSRERE E R OV F IR EEREN H DO D Z ENHDH D
T, ARANOF G- BRAART R OB G-I I E IS N IS RERR A (TSH., A
T3, i T4, ACTH, M a9 —VEOflE) #3252 &,
AFIOBHIZ LY | BEORERISIZER T 5 &5 2 b Hkx BN E
DHOLLNDZ ENRDHD, BENBDOLNIZLEITIE, BERLEFELIIL U
BRI 72 05k & 1R BR & RO R Rl & 8 U C bl 22 BRI W 2 1T\ IR otk
BOGIZ £ 2 BEWER DB 258121, AFIOWRIETH 1L, R OEIE RE R
NEHOBRGEEZBET D2 L, 2B, BIFKEARVEOREICLYEIFE
MOUEDTRD HIRNGE T, B BB R VE - LSO S i o8
HLEET D,

BT, BOAM N SED AR L T LRIERNRERT D Z 08355720,
AR OG- THIZHRWEM ORI 2ITEET D,

1 BUBEPRI (BIE 1 BB IR I 2 & de) & Db, BERFEMES h T v R—v &
IZEDZENHLOT, Hig, B, EEEDIER OB EO EAIZ+
EET D&, AR N DN GG EPIEL, AR ) #l
H O 5FEDOEN B ZTH Z &,

11



@ IMbravel50 RER T EG-BI4G0 5 54 1 £ CTiE 6 WEIMME. ZLIEIE 9 W FE T
HRIMEDOFHMZIT > T\ Z & 22 F1C, AAERGHIXEMICEERAE TR D
ERZ1TH 2 &)
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