s 1

REFERHEETA N4
T a V2T (B z)
(BR5E4 : A 274 O EMBE 120 mg, A X7 4 P AEEHE 500 mg)
~ 7INHH P i ~

TH24E8 A (7 3 HHET)
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1. [ZTHIC

35 DA INE - BEVEDOWER O T2 DI2IE, IRMN SCESIZ IS il E 2l 23Rk
bND, ST, IHEOREEMOMEAIC L0 | FUREIRS 22 & O 72 5 BLE R
FFERMPAR INLHT T, 2O OERNZ2 B LERBE IR 2 2 L B O
AR L 725 T 0 RRE M BGER & SOEOFEAR T E#F 2016 (CFAL 28 4 6 A 2 HE&RULE)
ZBWTYH, FFMERNEOFEHAOREHEEZXD Z L L ShTn5,

BORMERMFERG T, REERASRZ RN T 0 7 7 A VRBEFOEIRS &5
Wi Z el D, 20D AMEROREVECET 2 WA+ 0% 5 £ Tof.,
UHERGOBREZRZ T2 2 ERMFRF SN2 BFICH L THERT 2 & &b, BlE
FRE U - BRC LB e ki g & D 2 & ANAHE e — & O B % Jiii 72 97 R A% R i
THZENHEETHD,

L7eRoT, RIA RT A TiE, BB ZNE TITBE LN TV EFIFH] -
BHFR RIS & | LUT O 3K 5 0 St 7068 2 HEE T~ 2 8L O B e gipk . B %
FROEEFHERT,

I, RITA RTA 0%, MSCATBOE NS R A R, AatEE AN B AR
ERA MR s . — AR B ARERIRINBHE S . RrE IR RNEENE N B AN L Ot
—fFEENEN B A2 OO b EERC LT,

KGR LR DEIRN A 2T 4 UV RIEERE 120 mg, A 2 T 0 2 VST FE 500 mg (—
4« 7T ans w7 GBIEFEZ))

KGR DRETRR « HERAL N
FR SRR/ NI G i | 2 3 1T 2 ARVE B b P O B 15 4% O MEFFR 15

WG LR D HER O E - R NI i)
4 RPUEMEIES A K R h AR R EOJFRICBW T, @i, A
W7 2 r~ 7 (Binf##2) & LT, 118 1500mg % 3 i
MR T 4 [8, 60 ZyMILL LT CailifET 5, 0%, T2
=T (GBI R Z) & LT 118 1500 mg % 4 @ [#[ERE T 60
SrRIA BT CRTEERET 5, 7272 L, KE 30 kg LT OHAD 1
[l 55T 20 mg/kg (KE) &35,
(BEJRIBR/INA AL B L2 33 1 2 AR TR AL S U BRI 7% ORI
WEENITT 2 b= 7 (Bis i z) & LT 1R 1500 mg
% 4 WG T 60 /MLl LT T+ 5, & 5HIIE 24
AWM ETET D, 72720, (AE 30 kg LFOBED 1| [EHF5 &L
20 mgkg (KH) &5,

BYE g 7 ¥ F T A NI ERAIBRASH:




(&%)

VAT TF U OREITE., AL OHE

SHRE ST AL « /N e

FEROHE : VA7 TF 2 LT 70~90 mgm? (REmAE) 21 H 1EHES L, D7kl
LY 3HEMIKEST S, Thelr7—nE L, &EEBDIET,

TN T T F DR TN F, LK O &

ZhRE XX 2N« Fifi/ M e

MEROHE @, RAIZVRTTF e LT, 1 B 1A 300~400 mg/m? ((KFE
B 25 L, Al b 4lEKETS, Zha 17— L, 5%
Wi, 7pds, BehRE, Fls, R ERICK 0 EEENT S,

T MR Y ROBREITZN R, FEL O E

SHRE ST I+ Wi/ s

HIEROHE : = bR RFE LT, 1 HE60~100 mg/m? ((KFEH) % 5 HIEER i
EL, 3HEBKRETS, el r7—nE L, ®EEBDIET,
ks, BEGEITRA, ERIC X0 EEEES S,

PRRERBR I3 1 2 B8 F O ik - MET 13, BRREGR OE P5~) 2



2. AKIDOKHK, 1ERKRF

A X7 4 YV RIEEE 120 mg K& ONRELETEFHE 500 mg (—ix4 - T a2 v vv T (B
faf#H z) . LAF TAHI) 1. & |k programmed cell death ligand 1 (PD-L1) (Zxf9 %
a7 Y 2 Glx (IgGlkw) 727 7 A0k MUE ) 7 a—FAHKTH D,

CD274 (PD-L1) &, AEENIZE W THIRESMEICHEBL L TV, EHEbLZY
VoRER (THME, BAIIE OV T2 7 0% 7 —T fifl) %3425 CD279 (PD-1) K&
N CD80 (B7-1) &AL, s 2 AlcHli#El+ 5 & & 2 5405 (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116:1291-8), F 7=, PD-L1 1%, FEx OIEEHHIELIC B
LTW5AZ & (NatMed 2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 3 SN TH
V. PD-L1 & PD-1 &4 L7-#REKIE, NI HUR AR RAY 72 T Ml ) b OB S % [A]
BET AT O~ L LTEZLN TV,

AFNZ, PD-L1 OFIfEsEIZF5ES L, PD-L1 & PD-1 OFiAZET 2 2 L% X
0 BABHURFRER 72 T M O MG ETE M2 858 L, R OHEM A k25526
nTn5,

AFN ORI 5D < B DS SUGIZ K 2 BIER SR & & i, B TSI
ELARMEN D D, AANOEEG PR ORGHICIE, BHEOBREEZ T2 TV, BE DR
0 BT H AT, FEBL LT RIS U7 B R0 Jnak & R & RO Bl & i L Tl
EN728E R ATV M O SRS X D AIER D BEDIL D HE1TIE, BB R AV
E AIOERESF O L ALE 21T 5 MED D D,



3. ERIRBUR

THE PR/ I e g B OV Ry P NI L2 35 1 D ARTR A b P U e 1 1% D fERFIRE R D

TRGRIE | Z R 21T - 72 72 B R RBR O il 2777,
[AzhiE]
@O EERLE S AFAEER (CASPIAN #5#R)

(L ZEEVEIE O 7o e R AL N R T 255 (WHO/ECOG Performance Status 0 313 1)

537 Bl (A & A SR PUBEMIEES (LR 7 FF o I AT FF ) += hRY R)
[AAOEIREE2268 F], AERPUEMIELAl (DNAVRTFF oI ATTF ) +=
RART N DRIIEEES269 B11]) (H AN 34 5] [AFIOEIIRE 18 i, XIHEHEE 16 #11]) &)

Rtz AAL AERPUEMEIEES] (DR T7F o NI AT TTF ) = MR

¥ R EOFR B UT2358 O 9 K OV % Gt Lz,

AR OFE R, EEGHmEE TH D 0S (A [95%EHEXH 1) (336 A <
2R L AAPEARET 13.0 [11.5~14.8] W H | AHEEET 103 [9.3~11.2] THTH
D ARFIOFHER S ROk LGRS E BRIER 2R LT (0T — R [95%(5 47
Xfi] : 0.73 [0.591~0.909], p=0.0047 [JE%! log-rank fiE, AEAKKE () 0.0178],
20193 A 1N AT —% 1y hA7),

*1 : (K 30 kg B> >OAmerican Joint Committee on Cancer (55 7 i) DO IVEAXII@IAHHICH 7= D HEEK
DG A HH L < TSR R E WV 2 &I K0 THE TR 7 U BRI R S T — R 5
FANICIE D & 570 T3~4 OBREHAAN LT,

#2 0 ARAI1,500mg ROI VAR T ZF 2 (AUCS5~6) XL AT TF L (75~80mg/m?) DWWk
EHA 7001 BEIZ, S6IC ARV F (80~100 mg/m?) &KV A 701, 2, 3 HEIC3E
IR CRoR 4 VA 7 V8%, A 1,500 mg % 4 WEREFERE CRH- L,

*3 . WARTTFL (AUC 5~6) XUTT AT TF 2 (75~80 mg/m?) OWTFHinE{HA 2710 1 H
HiZ, SHIZ= MR R (80~100 mg/m?) Z&VA 74D 1, 2, 3 HHIZ3 BREMETRK 6V

A I NEE L,
1 e OSHRE (F)[95% Cn
M"-----.._L_ — FFGAR  130[15~148]
08 \.‘\ SHEEE 10.3] 9.3~11.2]
e Ty = FH [95%CI) 0.73 [0.591~0.908]
& 07
o
& o5
04
a3
@1
g 0 3 6 ;3 12 15 I:i 2“- 2;:
at riskE At DRSO WD
XK AR 208 244 214 17 18 57 % 5 0
oLt 3 269 242 208 163 82 44 17 1 9

1 PREfENTEEO OS @ Kaplan-Meier Hif# (CASPIAN ihl5k)
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@ [EFIFESEIAERER (ADRIATIC #X5R)

5 D[R] IR AL 7 S S R 1™ B R BT 2338 D & AU 7 W R R TR/l o it £ 5
(WHO/ECOG Performance Status 0 3% 1) 530 5] (RAIRE 264 i, 7" Z & REE 266 #1)
(AN 50 I [AREIRE19 6], 77 BREE31 B]] 25T 23500, (L PSR E
T 42 HEAWIZARAI UL T T 8 R 2 &G LTc 6 OAIMER OV E B2 at Lz,
Mk X, AA1,500mg X7 7 AR % 4 AR CHAIRNE G52 L L sh,

PRIBHEATHS U <3P 5P Ik S HEIZEE Y 372 Uik 24 A (26 1 7 1) $Eh
BT o2 L L anis,
T OFE S, FERHMETEE O—-2>TH 2 5 FMST I GEmH] e 12 & 2 ey s
AW (LU, TPFS)) (308 DA X b)) DFERICHOWT, AFIBHILT 7 2 REEIC
kUSRS B IR 2R LTz (O — R [95% 511X M ] £ 0.76 [0.606~0.950]
p=0.01608 [J&H!| log-rank f/E, A EAKUE (Miff]) 0.02805], 20241 A 1S HT—% %
v hA7), PFS O Il [95%(EHEXM] 1L, AFIHET16.6 [102~282] B H, 77
YAREET92 [74~129] WA TH-T=,
T, b Y —OOFEEFMEE TH 5 2AFMM (LT, T0S)) (261 fFoA x> 1)
WZDWT, ARFIBRL T 7 B ARBEC KR USRI BRI R 28 Lie (O — REE[95%
{E#EXH]]:0.73[0.569~0.928], p=0.01042[ &5l log-rank 15 i, 77 B K UE (i) 0.01679]) |
20241 A 1S BT =Xy bA7), OS O RAE [95%(SHEXM] 1%, AAKI#ET 55.9
[37.3~NE?] #H., 77 &AREET33.4 [255~39.9] WHTH-7=,
*1 : (K 30kg #>> American Joint Committee on Cancer (AJCC) / (UICC) (%8 8 hiR) 1233 < BRARIA
I ~MHPOBHE (1 I TNHOHEITELWUIRREEREBEE) BMAAN LN, (LFEREL
LT, BERHEMEEA (VA FTF L XUIHARTITFL) Lx bRy R OBRE5% 4 4
A 7R R LIS LT, BRE & LT, 6 M THRIRE 60~66 Gy #1575 1 A 1 ElOi#
H oy BIRSRE U 3 M TR 45 Gy 248595 1 A 2 BIOMERSEFIBFEO W T ERIR
U7z, PR AR S RS 2 AT 0 I C M TR & S, (LSRR R T4 1 B L
MEVE AL R QTR O I G- 1~42 BLNICSE T 52 8 & Lim,

%2 HHEE R



b PFStha i (A)(95% CIf
— &M 16.8 [10.2~28.2)
cod Y El-RtE 8.2[ 74~129)
s nif— FEE[95%CH) 0,76 [0.606~0.950]
® oar
t
f' oo
:I 08
&
S
o , SOU
B e ™1
oiaas.
0.3 L P T T}
0.2
a1
o0
0 o 12 18 H 0 0 az 48 54 o0
at riakgr i T B A Sl IR FED
ET T S w8 "3 01 B4 51 = 18 12 1 o
IHesn 148 100 1 ™ ar 1 B ] s o

X 2

i fEIfE AT D PFS @ Kaplan-Meier #if (ADRIATIC #t5%)

104 OSH i (A) [95% CI
— FHIH 55,0 [37.3~ NE]
0.9 4 —_— TRl 33.4 [25.5~30.9)
= svHF— FH [95%C1] 0.73 [0.569~0.928]
E R
&
F 06 4
#l
& o5 4 ""‘ﬂlllq-;.“_"~
L]
0.4 4 Ha,
YW e
0.3 4
02 4
01 4
0.0
] ] 12 18 24 30 36 42 48 54 60
at riskit BEBTTHCONEM ()
e L 284 248 23 189 172 141 20 51 g n 1
Tl 266 a7 2 175 151 123 80 L] a3 8 1

X 3

T RIfENTEED OS @ Kaplan-Meier Hif (ADRIATIC 5%%)



[Z241k]
O [EBEILFES MAHRER (CASPIAN #5E#)

A FEFHGUIAFIDHEE 260/265 5] (98.1%) I Ut FEHE 258/266 il (97.0%) 12788 &
izo RFIGFHBECI W T, AL ORBEBERPEE TERWVWEERESR (BIEH) 1%
156/265 5l (58.9%) IZi@DH HAL, D H LI H] (Grade5) X, 1/265 %1 (0.4%) ThH
ST, ARFIGEARETHIED 5% L EORIERITTRO LB ThoTz,

#1 AHGEABECRBEEN S% U LORBIER (R&MMIr8REH) (CASPIAN RHR)

BE (%)
ENKRIE | BEAGE .
(MedDRA/J ver. 21.1) — AFIOFAEE (265 1)
4 Grade Grade 3-4 Grade 5

2FRIVEH 156 (58.9) 40 (15.1) 1(0.4)
MiEE LN > RpEE

=il 21(7.9) 2(0.8)

i R ER PR AME 21 (7.9) 9 (3.4)
PR 0 I R

FOPR IR FE RE TUAEESE 21 (7.9) 0 0

HR B RRAR T E 23 (8.7)
R#EB L OREREE

BARGE 21(7.9) 0 0
BB E

T 14 (5.3) 2 (0.8)

GV 32 (12.1) 0
—i% - 2HEER L OGO R EE

T 20 (7.5) 1(0.4)

% 16 (6.0) 0

72k, LTI B g4 2 3 Lo R E I S BUIR I OB GG S 2 7~ 7 AFIDFABEIC BV T,
W MERRE 7 6 (2.6%) . KIFZ 16 (0.4%) . TEEO FHI2 61 (0.8%) . FFEAER:
F 1461 (53%) . HURIERBIR TE 23 B (8.7%) . HUIRARE FUHESE 25 B (9.4%) |
RIS RERE E 2 1] (0.8%) . 1 ZBUBEFRIE 2 B (0.8%) . infusion reaction 3 41 (1.1%) .
FEENELF P ERIRME 2 1 (0.8%) D3R8 Hiviz, Fio, BkEE (EEMEERS) | k-
BEACHEAEIE, (O, SIER MDA, T IRMEEREREE . BRI M OV il Mk b
PEEEBIIR IR O DIV o T2,

@ EFEEFRS ISR (ADRIATIC #ER)

A EHEFRIIAFBED 247/262 1] (94.3%) KT 7B REED 234/265 ] (88.3%) (278
WOz, AFFEZBWNT, AHlE ORREABNAEETERWAEETRS (RIFEH) 1%
176/262 ] (67.2%) IZFBD AL, £ D 5 BHIE LA (Grade5) 1E. 2/262 f5] (0.8%) ThH
ST, ARFIHETIELRD 5% EORWERITTERD LB ThHhol,

8



#£2 FEBECRIRN 5% EORIER (REMITXIEER) (ADRIATIC RBR)

FEERIRDIE | EARGE e ;ﬁf (;6/02) o
(MedDRA/J ver. 26.1) P
4 Grade Grade 3-4 Grade 5

2FRIVEH 176 (67.2) 23 (8.8) 2 (0.8)
PR3 T e

FOPR A RE TUEESE 23 (8.8)

FOPR A REAR T E 39 (14.9)
RS L O mEE

RARIGE 22 (8.4) 0 0
e, FOERES K OMERRRE S

il 2 24 (9.2) 3(1.1) 1(0.4)
B GRS

T 13 (5.0) 2 (0.8) 0
I8 R X O T RamkmEs

% 9 FEIE 25 (9.5) 0 0

®% 21 (8.0) 1(0.4)
—fi% - BHEES L OGO REE

T 13 (5.0

I 57 21 (8.0)
R R AR AT

TI=2VT ) RN T AT 27— B 13 (5.0) 1(0.4) 0
m

7285, LN 4 2 5 oRIE S BURI O R 2 m 3, AFIFEIZFH W T, M
R (RS 2 & de) 45 B (17.2%) . HEO TH 2 6] (0.8%) . [ikAER
F g - mEPEIRAE 2 25 1 (9.5%) . HURIRBEREIR TE 39 il (14.9%) . HUIRAREERE
JUHESE 25 B (9.5%) . RIBEEREREE 3 #1 (1.1%). T EEAkEREREE 2 6] (0.8%). 1 FpE
PRIFE 16 (0.4%) . O 161 (0.4%) . MdZe 161 (0.4%) . thiggheds (7 - N L—
JEMEREZ G Ee) 361 (1.1%) . infusion reaction2 1 (0.8%). WX 16 (0.4%) 2338 5
o, Eilo. Kk, BhEE (BEMEERE) . Hk - BEUHRRE, B GE, &
FE D R JEREE . FEEVELF R ERIBUE . TEILE 2L, SIS So Mk NSO MR SR BE R
K OPRIFERIE 1IR3 B2 o T,



4. FERIZTHONT

FEAE Y A 7 PG (RMP) (ZHD & | A 0D B2 38 5 22 e MERE BTGB~ oD 1 ) (A
WMo D Mgk Tl T, AANOE G 70 BEZZWr - FrE L, AR O EIZ L HIE
TREWER Z 3B LT2BRCIS 35 2 E 3 gi/e 7= LLF OO~Q@ DT~ T & 7= 3 H
FRIZBWTHHT & TH D,

@ MERIZTOVT

O-1 T2 (1) ~ (5) OWPTNNITHEYST HHRTHDHZ L,

(1) BAFBRENEET 22 AR AR B E TR AS A RSB R
Be. Hudskns ARSI SRS, IS ARSI RE e &)

(2) FrEHREIRPL

(3) HENFIA SR IEE T D03 A HaE b (A3 AR SR T, 23 ARSI
W 1bE. S AR HERE P &)

(4) ARACFEREE A U, S RIS LR IE 2R 1 S RIS LRkt 2
NATHHRE B BRI IR 3 ORiak B UEIAR D M 21T > T D ik

(5)  PUEMEREES AL E BN O gk FEHEZAR 2 M 21T > T D Mk

<

©-2 Wi OALFIRIE KL ORI FEBURF O XIS A0 Ze k0 & 18R 2 FE o=l (FRO
WTINTEE Y T D ER) 23, U2 RBOARAN BT 2RO EEE L L TRIE S L
TnbZ L,

*

o [ERifREHESE 2 EOWBIIHEZAE T L2141 5 0L EO N ATRIEDERIRIHE %
IToTWBHZ L, 9B, 24D T, DAEDRES T LEEBRBESSONHE %
{THoTWBHZ L,

o [EAIGFFEUS®% 2 FOYHINHEAE T L72&I1Z 4 FLL EORKEREZH LT\ D
k. 9B, 3MELLEE DD A SEY L % B e M AR S D ERIRAHE 21T -
TWAZ L,

@ BitNOEESEREBROEHIZOVT

PR S A B T S B SR S, RS EN S OFRA D, A - &
YRR T RO E B ORISR ISR T 2 it it AFFSNRBAE LT HA OWmE
TS, ERHOATONDIEEHINE S TNWDHZ L,
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® BIER~DORHIZOWT
@-1 fErRAHlz B3 5 B

VMR RS O EE R BIEA S A LB, 24 RERHRIRHIO T, Ma%iia X
TEHERERR 2B T L L2 RIERNITE U CAREE B L O CT % ORIVEH O#FRI 2
LRREORANE APICHE LI, EHOICHSARERARI N ES> TN Z L,

@2 EREHHICLDAEERMNISICHET 2 EH

S AR 0 B R 22 s % O RE 2 A D IR IE T BRIE T =2 U > 7
EEWIETROA Y V== 7 ZATOEIRE LFlE A TE 5 F — LEFR A 235
HENTNDZ &, e, BHEHICOWT, BABHE L ZOFFEICHIEmEn T
W Z Lk,

@-3 BIfEA OB Eroxt it L T

RIVER (RVEMEME R (RO il se 22 & de) . ITRRRERE T « IT5 - (L MERRAE 2%,
W WS (RUR IS REREE | BT M RERE S . T ERAMEREREE) | B R infusion reaction,
KIS - BEEO TR, 1 BIBERTE, A - BRSCHBMRAE, s, BREMMEJRE, Rl
%R, SIEVEIM/ IRIBODYESEBE R . k. BHED GRS, MhikEE (70 - SL—IE
BERE A B de) | AL FHRIEDF IR OFEEELF R ERJEVDE | WAL E 2L, BER . JRIFEREF )
W2 LT, Makhtiax AT BrE Repg B O R 2 A 3 2 ERD &oE LU (RITERH o2
SIS L TIRER SRR ZZ T O NG H D 2 L), EHITHIRLENTE S
KNS TND &,

11



5. REMRLIRDEE

(A EC B3 % FH]

O TFROBEICIBONTHRA, ASRFUBEEH WARTT7F o XFe AT T F
V) RO bARY R EOHREGEOHIER RSN TND,
o ALPEFREIRE D 72 AL N it R

© TROBEICEWTAAIOEME GO RIN TN D,
o HARPUEMIEL A 2 5 ORISR BO R ER ISR BT 3R O b
UWFR SRR NI [ T ~TH (1 U3 T O 5A 13 E2ICUIRA RS E) ]
(ZkF U CHERRIFIE DM T o 2 /B

@ TR T 2 BE T D AFN O£ G K OEH FIEICOW T, AFIOF

DHESLEINTE LT, AFOEERG LR B0,

o OTERHDARMED TR STV AR O HTENEEIEA & OfE %5

o HESRPUEMMEA A 5 T AR R L U ERIRE O TR HEIE O 72\ O BR R N
R i FR T L2k~ D AR o # 5-

o HARTUEMIEE A A 5 AL U R IE R ISR BT AR DT
R SRy N R e R L k9~ D AR A O # -

o /RN R I DI AR IE & L CORBI O S

[ZeetEicBd % ]

O TRICZYT DEEICOVTUIARAOEENEERE SN TNDLZ b, BEEIT
bipnz &,
o ARAIORSIZ 3 LIBHEUE OB D & 5 B

@ R/ INHIRE R (2 36 1T D ARG UL AU R R OMERPRIEIC BV T FREICEZ
Y42 BE T 2ARNORGICHONTIE, AFROLZEENHELSNTELT, K
HOEE R LR B 720,

o ARIBEUETE RO FRIEEIC LV Grade 204 EORVEMERTZ R Ol #rifilise & &
tr) OIEHHFRO LI BH

@ TRIERTOFMIZ BV T TS T 2 BE IOV T, AFIOE G IR S ipn
D3, M OTEFRPUL DN I WIGEICIRY | HEICAFEZEHT 22 2ZETE 5,
o FEVEPENIEE OHHRiER 2 5de) Db 5 EBE UIZ OBEREDO H % BE
(LRI T 2 FH] OIS LR WGAIZIRD)
o JEEIEIRAT TR 25588 B 5 B S QUYL At 2 55 0 il R AEPEZ L

12



DAL BE ([ZRMECET HFH] OIZEY LW aIZiRD)

H OB E B OO U IB MR 7e45 U < ITF3EMED B O 9uE 5= R OBEERE D
b5 BE

WHO Performance Status 3-4 1V o

(ED WHO ¢ Performance Status (PS)

Grade
0 Fo K MBEREH CE 5, FREOHERAVEL T, BFaLFE LB EAGESHRR T2 2.
1 P ARALZ I LB SRR S 223, BITRRE T, BRIEESMIEIIT) 2N T 5, #ERELZFERAT LS
L— RO LRI MEEREH CE2BELEEND,
2 BATARET, B OHDFEDLY O Z L FE&TRFEES (EEIFTE RV, B D 50%L, B~y MR ZT,
3 [RONTZBDOHEOEDLY DO L LM TEAR, BFOD 50%L L&y R+ T2,
4 Fo<@J, BOOFOEDLYDOZ LiFFE-7L TERY, LRIy KT TR

13




6. BEICEL THEETNEHE
O WRASGESIT A, BLEIRIEER DR U 2 BB IT LD & AHK O Rk & O E 4L

MO DI B E 0 I8 i L T+ &,

@ TRIRBIARIC N D . BE T E OFIRICADIME R OfEtE 42+ L, [FE %215

ThoEGTLZ L,

@ FREWEHD~FR Y AL MZONT
o WEPEREER RHREES 2 5 Te) B Sbhd 2 ERd 50T, WIHIER
(BO0h, MEURIRISE, nemk, FEEVE) ORER L OWER X IR o F2hiss:, B
EHolATH) 2k, F. HEIDN U THE CT, Mg~ — 1 —F0mE % 5%
s %z &,

e infusionreaction 23 H LD Z ENH Y (2 A H LLEO A 5152 1 infusion
reaction 3% HOIND T ENHDH DT, KK GRHZIZERIEE ORIEE 4
\ZHZ29 5 Z L, infusionreaction 3 FR D BN AL R ALEETTH L L b
(2. JERAEIET S E THREOWRREL IR T 5 2 L,

o HURBRHERERE D, RIBHREREE RO TERAKERENSNH SbNDLZ BB DD
T AHI B 5B AART & OV - R X @ B N > WA RERR S (TSH, b78E T3,
WERE T4, ACTH, I = LF ) — VEORE) 21TV, BE ORIEL 40128l
BYLHZE, T2, MBS THEHBRESOEELBET 52 L,

o AKEIOEHICLY | BEOGERISICERT S & B2 DDA IR RSN
NoLONDZEnbb, BIEEZ 72TV, BENRD LNITZLEEITIL,
FEDGIESOSIZ X DERIWER OB A BB L, MO Enawair> 2 &, i
DRIE LT & 2 BITER RS 2 B A1, RFIOEL-ORSE, Hik
RN RO SR BEET DL,

o BEKTH, BOHBI S5 ARGE L T SEWERNRILT D Z e R 5T,
AHNOPHAE T HIZ S EIVERORBUZ A 2ITEET 5,

e AST (GOT). ALT (GPT). y-GTP, BV At %0 b7 A2 ITHREREE . T
K, WEPEIRE RN S Lo d 2 LR35 O T, AFIBGBR bR T M O 53
T EIRIC R 21TV BEOREBE H oIl b,

o JRMERTEER L, REKERBEREOBEEND LD Z LR DD T, KAl
P 5 BRAART M OV G- IR X E I B RE R AR 21 T\ ). BB OIRREZ 431
BT 5z b,

o 1 HERIGN D Hboiv, BEREMES TV R—VRARZELZENRHDHOT, O
B, Bl EHEEEOEROFBBCMEHE D LRI+ rEET 52 & 1 AR
RN AITIE, A A ) U RUE 2 R 5 5 S oY) 2 AVE A &

Any

-0}

5

ADRIATIC BRERICIB W TII P H-BME S 72 EENIE 8 A4, 96 MM £ TiX 12 A,
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ST RIRIERR DHERIRIE L L CORAORGHRIZ 24 W HETLT D &,
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1. [ZTHIC

35 DA INE - BEVEDOWER O T2 DI2IE, IRMN SCESIZ IS il E 2l 23Rk
bND, ST, IHEOREEMOMEAIC L0 | FUREIRS 22 & O 72 5 BLE R
FFERMPAR INLHT T, 2O OERNZ2 B LERBE IR 2 2 L B O
AR L 725 T 0 RRE M BGER & SOEOFEAR T E#F 2016 (CFAL 28 4 6 A 2 HE&RULE)
ZBWTYH, FFMERNEOFEHAOREHEEZXD Z L L ShTn5,

BORMERMFERG T, REERASRZ RN T 0 7 7 A VRBEFOEIRS &5
Wi Z el D, 20D AMEROREVECET 2 WA+ 0% 5 £ Tof.,
UHERGOBREZRZ T2 2 ERMFRF SN2 BFICH L THERT 2 & &b, BlE
FRE U - BRC LB e ki g & D 2 & ANAHE e — & O B % Jiii 72 97 R A% R i
THZENHEETHD,

L7eRoT, RIA RT A TiE, BB ZNE TITBE LN TV EFIFH] -
BHFR RIS & | LUT O 3K 5 0 St 7068 2 HEE T~ 2 8L O B e gipk . B %
FROEEFHERT,

¥, RITA RTA 0%, MSCATBOE NSRRI AR, AattRE AN B AR
ERA MR s . — AR B ARERIRINBHE S . RrE IR RNEENE N B AN L Ot
—fFEENEN B A2 OO b EERC LT,

RHBERAESKT . T a7 GBfE R )

RGERDMEIHE « GIBRARE 72 R TS T O JE/ Nl BR i |2 35 1 2 ARTR L BUR B 1%
DAERFIEE
BIBRARBEZeHEAT + I8 O I/ NI e fifigee

HELERDRERVCHE : (BIBRASREZ2 SR FTHEAT O I/ MR IGRE 12 35 1 D ARTEI L F U R i 14
DHEFFIRE)
W AT 2 v v~ 7 (BIsFiEZ) & LT 11E 1500 mg %
4 B EERRT 60 Z2EILL BT CREES 2, HEGHIRIE 12 7 ARE
TETD, 2L, (AE30kg LLFOBHAED | A5 81T 20 mgkg (K
&) 95,
(GIBRASBEZeHEAT + FFI8 DI/ INHI R ifigee:)
LAY AT (BIRFHHIRZ) ROAESRTUENMERES 4 &3 o bt
RMERES A & OOFHICR W T, @ AZIET 2 =7 (EiET
ML Z) & LT, 118 1500mg % 3 ERIMNE T 4 18], 60 43R LL AT T
HMEET D, 0%, Tab~T (EaTifz) LT 1[E
1500 mg % 4 FRIFET 60 /RILL BT CRfET 5, 72720, K
H 30kg AT OYEO 1 BIf 5 &81% 20 mgkg ((KHE) &35,

LU R I A S Nl Wk S Ve o

2




(55)

bLAY AT GEETFHIRZ) OMEIINE, LR R

BNRESUIIRIE « GIBRRREZERT « FE5E 00 I/ A

RO AL : 7 2 b b~ 7 GRS FHLIR ) RO B & & Eol O LM
B & DO BH AT b LA Y A5 7 GRIZTHIRZ) & LT 1 7S mg
% 3 AR 4 [, 60 AL LA CRIFIET 5, Z0t%, TEBOMAEE 2T T, b
LAY =T (EEFHRZ) & LT 75mg % 18 60 4yFILL B CAGE#ET 5,

%%?ﬁ%ﬂl%@f%%%ﬁu@%yf . )ﬂ%ci |'3 ED/%-EKEE,(%‘;J @IE PS"\-») 7}/%/@"\@\



2. AKIDOKHK, 1ERKRF

T ans w7 (Ela iR z) (LT TAHD) X, & b programmed cell death ligand
1 (PD-L1) iZxt¥2%% a7V v Glx (IgGlk) ¥ 7277 ADe Mt/ 7 a—F
R Ths,

CD274 (PD-L1) &, AEENIZE W THIRESMEICHEBL L TV, EHEbLZY
VoRER (THME, BAIIE OV T2 7 0% 7 —T fifl) %3425 CD279 (PD-1) K&
N CD80 (B7-1) &AL, s 2 AlcHli#El+ 5 & & 2 5405 (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116:1291-8), F 7=, PD-L1 1%, FEx OIEEHHIELIC B
LTW5AZ & (NatMed 2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 3 SN TH
V. PD-L1 & PD-1 &4 L7-#REKIE, NI HUR AR RAY 72 T Ml ) b OB S % [A]
BET AT O~ L LTEZLN TV,

AFNZ, PD-L1 OFIfEsEIZF5ES L, PD-L1 & PD-1 OFiAZET 2 2 L% X
0 BABHURFRER 72 T M O MG ETE M2 858 L, R OHEM A k25526
nTn5,

AFN ORI 5D < B DS SUGIZ K 2 BIER SR & & i, B TSI
ELARMEN D D, AANOEEG PR ORGHICIE, BHEOBREEZ T2 TV, BE DR
0 BT H AT, FEBL LT RIS U7 B R0 Jnak & R & RO Bl & i L Tl
EN728E R ATV M O SRS X D AIER D BEDIL D HE1TIE, BB R AV
E AIOERESF O L ALE 21T 5 MED D D,



3. EREREGE

YIBRAEE 72 R AT HE1 T 0 FE/ N IS |2 B 1T B IR 1B WL S AR i 1% O #ERrTE K&
NYIBRASRE 72 61T « FR3E DI/ I e D A GRRF I ZGEAT 217 - 72 72 BRIk O ploi &
ﬂ—_\"g—o

(B xh]

O EFEEFRZE AR (PACIFIC #ER)
Hip Ll 2 YA 7D BERENE T ARTEEU L RO SRRIE R (R BT 338

O BN TYIBRARRE 7 Ry AL T O R/ N it 23 (WHO Performance Status 0 X
D) 713 B CRAIRE 476 . 77 BARE 237 61) (BAN 112 6 [AFEE72 6], 7
TR 40 B] AETe) AxPBU, ALTFHURERRIERE T4 42 HUNICAH] 10 mg/kg F
X7 7 e Rk 5 AE L, 2 MR CUF, TQ2w)) THRIEFHELZ & E D%
PER OZ2MEZ Rt Uiz, EZRHMITEE Th 2 P yvlliElc & 2 S AR (BLT,

PFS)) (Hefif [95% SHEXM]) OFEHRIX. AAIRET 16.8 (13.0~18.1) B H, 77
TREETS5.6 (4.6~78) BHTHY ., AFNTXT 7 wRITH LHEFHARICAH B R IEE 2 R
L7z ONY— KL 0.52 [0.42~0.65], p<0.0001 [J&}5!] log-rank f#27E], 201742 H 13 A
T—=2 Ny N T),

iy Median PFS (85% CI)
0.94 E S 16.8(13.0, 18.1)
0.0 75tk 56(4.6,7.8)
it A= FH(85%CI)  0.52(0.42,0.85)
0.7
.
;| o0
L
# 0.4 ©
&
.4':'_‘.- 0.34
" oy P8
0.2+ L ST T
0.1
0.0
T T T T T
1 1 12 18 10 21 -] 29 10
SEARNSHISOMM ()
Number of patients at risk
Month 0 3 6 9 12 15 18 21 24 27 30
3 476 T 30 264 159 86 a4 2 4 1 0
77ER 237 163 108 87 52 28 15 4 3 0 0

X1 HIRHEEIZL D PFS O EIENTERED Kaplan-Meier ghifg

iz, b OO TEEFHEEE TH HAFHIM (LLTF, ToS)) (it [95%(54H
Xf1) @ 1[EHOHRREfENT (299 DA~ h) OfERIT, AHFIEET NE™ (34.7~NE)
A, 77 REET28.7 229~NE) ZHTHY , KANLT 7 2 RITx UHFHEICH
B AR L (N — R 0.68 [0.53~0.87], p=0.00251 [J&5!] log-rank W/E, A&



AYE (W) 0.00274], 201843 A 22 HTF —¥ > FA47),
£ EERE AT, AR

1 Median OS (95% CI}
g NE (34.7, NE)
09 Tk 28.7 (22.9, NE)
H— FLE (95%Cl) 0.88 (0.53, 0.87)
0.8 -
- Ty
=
i gs
0.5
TS A i e P e e e d e
04
0.3
0.2
— &l
01
..... v o L |
o 3 & 8 12 15 18 21 24 27 30 3 3B 3B 42 45
Number of patients at risk W iERD a0 MECB)
E ]| 478 484 431 415 385 384 343 319 274 210 116 57 23 2 0 0
oA 237 220 188 178 170 156 141 130 "y 78 42 Fal 2 3 1 1]

X2 OS DRI Kaplan-Meier Hi#3

AARNEEEN 12 6] RAFET72 61, 77 2 AREE40 1) @ PFS (PRl [95%(54H
X1 IAHFEETNE [109~NE] ZH, 7Z7®A#ET72 [20~186] HH (K¥F—
RE 0.49 [95%(EHEX ] : 0.26~0.89], 20172 H 13 HF—% A~ b4 7)., 0OS (H
JLE [95%(SHEX M) (X, AHKIFETNE [NE~NE] # H., 77 & AT NE [NE~NE]
WA ToHoT (NP —RE0.96 [95%EHEXIH] : 0.48~1.92], 2018 -3 A 22 HF —#
B hAT),

Median PFS (95% CI)
x| NE (10.9, NE}
F54M 7.2 (20, 1886)

| #vHf— FIE(95%CI) 049 (0.26, 0.89)

B P -
1
Tedl
0z Median OF (25% C1)
—_— FH NE (NE. NE)
04 g F5+H NE (NE, NE)
“““ A =i (95%C1) 0,96 (048, 1.92)
¥ 1 % s & 2 o 0 0 3 8 8 2 55 ®W 1 B F N ¥ B N &
MNumber of patients a risk W E AT TS I MNurmber of patients at risk w1 A SISO MR
5 41 H a ® e 3 @ o i 7 n 68 & 6 8 & 58 57 4 z2 o # q ]
21 17 % E| ] 1 [ 0 ot 40 38 B M BB AN O™ PR 58 5 o0

X3 HARABZLEFIZRIT 5 PFSEU0SD FREIAENT IR D Kaplan-Meier i
(£ : PFS, A : 0S)



FiENE

PD-L1 TC x25%

PD-L1 TC 12-<25%

PD-L1 TC <1%

PD-L1 Unknown

(PD-L1 F&BLKR IR DA Zht e OVZ2 4=44)
[E B [F S5 MAHRRER (PACIFIC 3BR) ([CfLAAN BN BE D O B JEEEEIC
T PD-L1 Z 381 L7 EEAIus 5 o 2815 (LR, TPD-L1 3885 ) 127 2 A 5
LN O BRE DT — XIS X | PD-L1 BB RRINMENT 21T > T B0
OZEMEDORERIZLL T D L B Th o7z,
ANMEIZBI LT, PFS LT} OS DWW FHICEWTE PD-L1 BEHEMEVEE T TR
FELZRIT D2 ARAFFEO A — DA R E LS RDHMEMDRO B (M 4), PD-L1 JEBLFR
D3 1%A & O PD-L1 FBLHEN 1%L EOBFEEMITIIT H 08 @ Kaplan-Meier #H#RIT

X5DEBYTHoT-,

728, PD-L1 OFIRICL BT, KFOLRZEMET v 7 7 A VIZEETH - 72,

A B (%)
*# el 4
- 214/476(450%) 157/23T{BE.2%)
[ ABI15(417%) M4 (T0.5%)
et} IFETAT A% 28M4T(596%)
—_— 45/90(54 4%) 40758 (80.0%)
BUNT4(486%) 5288(859%)
T T 1 T T
a.z a.4 a.& a0 i.Q

HR (95% C)

0.52(042 085)

0.41(0.26. 0.865)

0.4%(0.30,0.80)

0.73{048,1.11)

0.58({0.42 0.83)

A BB (%)
*#M Tt
suem [ 1BIATE(38.4%) 118237 (48.9%)
PD-L1 TC z:25% e | ITMIS(322%)  2e4(B2I%N)
PD-L1 TC 15-<25% — 3397 (34.0%) 24T (46.8%)
PD-L1 TC <1% e —— 4UB0(456%) 1958 (328%)
PO-L1 Unknown p——a TITA(41.4%) S5288(80.1%)
T T T
0.8 1.0 1.5 2.0

X 4 PACIFIC #RBRIZEB1T 5 PD-L1 BERWHITD PFSEKROSD 7+ VA Sy b
(£% : PFS. X : 0S)

oy
.

Median OS (85% CI) |

M NE {20.8, NE)
Foud NE [27.3, NE)
| 13— FEE (85%C1)  1.36 (0.78, 2.34)

o

D 3 8 ] 12 B ® A M ¥ =W o} ® =

Numiber of patients at risk A B e S D
*5 90 B8 M@ 72 85 B B0 45 35 20 7 4 [
* 5 58 47 45 4 4 4 % B 21 M B 3 1

o o
1 1]

HR (95% CI)

0g8(053. 08T

048 (027.0.78)

080 (035, 1.03)

1,36 (0.78. 2.34)

082043 0.89)

------

*
7

#vHF— FH (85%C1)

Median OF (85% CI}

™
Tttt

NE {NE, NE)
29,1 (17.7, NE)
0.53 {0.36, 0.7T)

Ay
-I-h“‘.LI
R
e YR OPRIE R o oy I
H 3 8 3 2 15 w =z ® ¥ X ¥ B W

Mumber of pabents at nek 1% 281 (1 by e ¢ D
tE 22 208 193 187 178 m 166 156 1 106 a2 M 12 1 '}
S5t 1 B TR @ e S8 52 48 4 20 AT T B FI @

B 5 PACIFIC RERIZIT 5 PD-L1 REBLRHLHITD OS @ Kaplan-Meier BifR
(£H : PD-L1 #ER<1%DBEELE. £ : PD-L1 BHE=1%DBELEH)




@ [EFIFESE MRS (POSEIDON F5R)

b PRAERE D 72 O BR AN RE 72 AT - 38 O JE/N e it 5 E T (WHO/ECOG
Performance Status 0 X% 1) 675 5l (KFIZ2+ FL AU A~7 (B z) (LT,

(R LAY L=T7)) 2+ JeFl 25T byl DRAIFHRE 338 fil], AaiiAz 5
T S B [RFRREE 337 1] (HAS A 49 i [RAFIOFHEE 21 1, <FHREE 28 1] %
Gite) XU, AK b LAY AT KONESRA Z Gk RIE A OB S L=
B DOFIE R O A G LTz,

OS (HHufiE [95%fEHE XM ]) (536 fED A X N) OFERIE, AFIPFHEET 14.0 (117
~16.1) A, #EEET11.7 (10.5~13.1) 7 ATH Y, AFIGEHEE T REE I Uit
FINCH B IRER 2 R Lz (0N — R [95%(5HEIX ] :0.77 [0.650~0.916], p=0.00304

(&5 log-rank # 7€, A =K% ([B1) 0.007971, 2021 43 H 12 BT —4Hh v b A7),

*1:RE30kg BTHY . LEIEMATZRME (LT, TEGFR)) BIETERRMENDORGY L E
X —¥ (LT, [4LK)) @ABEGEFREOBRENHE L Sh-, 7L, RY¥ LRI INmIRE
BE L Kirsten 7~ AT A L ZEEGTHRE T S (KRAS) B TE RGO BE L EGFR &
BTARR ALK EBETAROBRELZ EML 2N EXFTREINI,

#2  RAN1500mg EOh LAY A~ 75mg 50, 3, 6, 9BEBICK 1 EEE L, TO%E 128H
MNHAFA] 1500 mg % 4 @R (LLF. TQAW)) TG L7z, £/2, F16HBIZ LAY AT
75mg & 1 E#RE LT,

B3 EME LA 7 LE LT, ORZ Y 23 (FAT7 I EM) (1. 8,15 H BIZ 100 mg/m?
) +AARTITF (1 HEBIZAUCS XUT6 ##5), @7Fav7ey (BB1, 8 HEIC
1,000 mg/m? 343 1,250 mg/m? 4% 5.) +L A7 T7F > (B 1 HBIZ TS mgm? & 5) FHLILh
NRTZTFr (E1RBIZAUCS L6 2##5) (RELBEEOA), XT@~<A FL¥E K (5
1 HEIZ 500 mg/m? &#5) + 27T F 0 1 HBIZTS mgm?Z2Hh) HLIAIANAVRT T
T (1 ABICAUCS XX 6 28Hh) FERFELEEBEOR) OWTFNng 4 A4 7 V5 Lz,
KRB CIT, RELHWSNIBEIDIZ 2 VA IV NVETEMATE Lz, @A ¥k F+H
SRIFE 5B ITFENEIT L TORWVEBEFIL, XA FLd ' R (500mg/m?) HERFRIE CRAIPEH
BECIL QAW 5., IMREECIT 3 MR IL Q4W & 5) ([2ffT L1z,

osH&fl (B) [ 95%Cl ]
FE+FLAYLTT
+EENAIHRLCESES 140 [11.7~161]
Le@EEEE 117 [105~13.1]
~HF—FH (95%Cl) 0.77 (0.650~0.916)

on~

@it b

04

op =

a2+

o -

o 3 L3 o 12 15 17 n 4 7 0 n w ¥ [+ & &R
at riskat HFARGro08E (B)
EH+ LAY LT T +ESERGREETEER
338 298 256 217 183 159 137 120 109 95 88 54 41 20 9 0
EEAFALEEEREN
37 284 236 204 160 132 111 81 T2 62 52 38 21 13 6 0

X 6 OS ® Kaplan-Meier it

8



[Z41%]
O [FEBEILFRZEMAHRE (PACIFIC 7R5R)

B EHGUIARHKIRE 460/475 5] (96.8%) M N7 7 & AREE 222/234 ] (94.9%) (25D 5
iz WINOIRBREE L OREBERATE TCE WEERS @EIER) 12, 2hTh
322/475 Bl (67.8%) KON 125/234 Bl (53.4%) ([ZRO HiL, £ D 5 HITH (Grade 5)
X, ENEN 747561 (1.5%) KOV3/234 6 (1.3%) Tholo, WT O THRILE
D 5% EOBIERIZTRD B ThoT,

£1 T ORETRBEEN 5% EOBWER (R2HMITREM) (PACIFIC HBR)

BRI | FEAREE B (%)
(MedDRA/J ver 19.1) ARHIEE (475 ) 77 IREE (234 i)
4> Grade  Grade 3/4 Grade 5 4> Grade Grade3/4  Grade5

2EIEM 322(67.8) 56 (11.8) 7(1.5) 125(53.4) 10 (4.3) 3(1.3)
Mo WREE

R AR RE TUUEE 30 (6.3) 0 0 3(1.3) 0 0

FR AR RE A T 50 (10.5) 1(0.2) 0 1(0.4) 0 0
B IS

T 46 (9.7) 2(0.4) 0 19 (8.1) 2(0.9) 0

) 26 (5.5) 0 0 14 (6.0) 0 0
—f% - BHEES JOBREHAORE

79 28 (5.9) 3(0.6) 0 15 (6.4) 0 0

i1 62 (13.1) 1(0.2) 0 26 (11.1) 0 0
Rt LOSEREE

RAREGER 27 (5.7) 0 0 7(3.0) 1(0.4) 0
M. FERFs L OMiERRRE S

I 25(5.3) 0 0 4(1.7) 0 0

ST ] 28 (5.9) 3(0.6) 0 8 (3.4) 0 0

Jitifi e 43 (9.1) 6(1.3) 4(0.8) 8 (3.4) 2(0.9) 2(0.9)
&5 X OV T ARk

% 9 PFEIE 33 (6.9) 0 0 5@2.1) 0 0

KI5 37 (7.8) 1(0.2) 0 13 (5.6) 0 0

. ARFIFEZIBWNT, FEVEMZEE (RS mEL 2 5te) 66 B (13.9%) . HIR
IRFEREAR TE 50 511 (10.5%) . HRAIRBERE TLHESE 33 1] (6.9%) | AFHREREH 20 51 (4.2%) |
infusion reaction8 il (1.7%) . KIFZ 2 6 (0.4%) . HEEDO FH 2 6 (0.4%) . BhEE

(PR 161 (0.2%) . 1 BUBEIRIE 1 1 (0.2%) . RIEHERERETE 1 41 (0.2%)
WO BT, £z, sk - BBUHRARIE, OFK, EIEMHEE, FRAERERE,
A Ko OV g M I/ N A PR SR B 137800 572 708 o 7o, ASEINE 38 BRI 1 X B 5
G h B UEINER T R~ T,

@ EPIEFESIEER (POSEIDON #5R)
B EFGIIARANGHRE 321/330 B (97.3%) I OSGFHRREE 3207333 il (96.1%) (278D 5
iz, BB & RGBS E CX 20 aERS BIEA) X, 2 306/330 fi

9



(92.7%) 21X 298/333 il (89.5%) IZidd HiL, £ D 9 BLILTH] (Grade5) 1%, £ %
AU 117330 1] (3.3%) J2 0" 8/333 f5i] (2.4%) ThH o7z, WTINDORETHRILEN 10%L4 =
DEWERHIZTERO EBY THo T,

£2 OWTH OB THRBER 10% EORIER (ZESMMITIRER) (POSEIDON RE)

FERKRHE | BAREE BIE (%)
(MedDRA/J ver 23.1) AFIGEEE330 61) xFBREE(333 f51)
4> Grade  Grade 3/4 Grade 5 4 Grade Grade3/4  Grade 5

2RITEH 306(92.7) 171(51.8) 11 (33)  298(89.5) 148 (44.4) 8(2.4)
MEE LY 3R EE

1 144 (43.6)  57(17.3) 0 145 (43.5) 68 (20.4) 0

T ERIB A iE 96 (29.1) 53 (16.1) 0 75(22.5) 40 (12.0) 0

1N E 53 (16.1) 18 (5.5) 0 53 (15.9) 17 (5.1) 0

B I BRI iE 42 (12.7) 9(2.7) 0 36 (10.8)  12(3.6) 0
Rl

FOIR IR RE AR T 35(10.6) 0 0 3(0.9) 0 0
R#HB L O mE

FAREER 69 (20.9) 5(1.5) 0 70 (21.0) 4(12) 0
B E

N 124 (37.6)  4(1.2) 0 115(34.5)  5(1.5) 0

M - 47 (14.2) 4(12) 0 40 (12.0) 4(12) 0

T 46 (13.9) 5(1.5) 0 35(10.5) 4(12) 0

oY 27 (8.2) 0 0 49 (14.7) 2 (0.6) 0
B ¥ KO TRk

395 52 (15.8) 4(12) 0 10 (3.0) 0 0
— % - RHEEL OG- ORE

st 65 (19.7) 5(1.5) 0 62 (18.6) 72.1) 0

%) iE 41 (12.4) 8 (2.4) 0 26 (7.8) 5(1.5) 0
AR IR AT

7727 T AT 34(103) 4(1.2) 0 41 (12.3) 72.1) 0

= T —BHIN

B Hr BRSO 35(10.6)  24(7.3) 0 57(17.1)  25(7.5) 0

2. AFIGHABCBW T, AFIUL L AU A~ 7 & ORERRAGETE 220
EERR R 15 B (4.5%) . KEGZ 16 1] (4.8%) . FED T2 41 (0.6%) . {HILEE
FL 161 (0.3%)  HRAMSAEIS TIE 34 61 (10.3%) . HURIREEEE CHELE 21 61 (6.4%)
RIS AR 6 5] (1.8%) . FEEMAFERERET 561 (1.5%) . 1 ZBERRIN 1 61 (0.3%) .
RS REREE « IF % - A LPERRAE 2% 48 5] (14.5%) | Bk (FEERE L) 2 61 (0.6%) |
A%« RERUTIRARIE 2 61 (0.6%) . AR 161 (0.3%) . SaEtEm MRS ESRBER 1
il (0.3%) . infusion reaction 11 5l (3.3%) . FEEMEAFHERIECE 161 (0.3%) . HEHFE
DR JEREE 1 6] (03%) . MhikiEE (X7 - SU—EEEREEZET) 16 (03%) . M

10



K101 (0.3%) . R TH 2.1%) 3B LNT-, Fio. BEIEMEIE R ORISR IR
O Lo T, AEIWERRBBUR DB E S 2 G e B R 2 RT,

[Hik - HE]

AFN O RHEM S REMATT T L 2 H W=y 2 2 b—3 3 12 K Y | PACIFIC iR
BHEEIAH] 10 mg/kg 2 Q2W XUE 1500 mg Z Q4W THE L7- & & D Li P n
Mgt S e, £o. RAOERSE —POSEITET VN I ab—3 3 /2 kb,
PACIFIC 3B D BEEHIZAA] 10 mg/kg 2 Q2W XX 1500 mg & Q4W THhH L7 & %
D 0OS BT ENTz, ZOREE, AH 1500 mg QAW FHHFD Coinss 1E. AHI 10 mg/kg
Q2W $& H-HFD Cinss & Pl L TIREZ R & FRIS NI H DD, 10 mgkg Q2W £ 5- &
1500 mg Q4W #%5-& ORI T, OS ICHMRZRITRO b FllSnTz, £/, K
#1500 mg Q4W 5D Conss (3. ASEK 10 mg/kg Q2W 2 H-HF 0D Craxss & HEBE L T
oy EFRENTZHDO, PACIFIC iBRIZIBUVTAH 10 mg/kg Q2W #5- L 7 BRI
T & e & ORISR 72 BEIXFE O B ALR D o T2 T & R OEJR B /Nl e £
[ZASEE 1500 mg Q4W $& 5 U 7= B O i L 22t & ORI B 72 B I I38 0 S e i
S Z Enn, I NIREBE BV T HAA] 1500 mg Q4W FH5IIAHK] 10 mg/kg
Q2W 5 L [AIRRICAAARE L B 2 BT,

# 3 PACIFIC RBOBELEFICBVTFRSNIAHID PK /35 A —4

)Eﬁff * Fﬁ% z%%‘ik AUCss (pgday/mL) Cmax,ss (].lg/mL) Cmin,ss (I.lg/l’llL)
10 mg/kg Q2W 473 7633 (4695-11581) 365 (251-511) 160 (91.0-250)
1500 mg Q4W 473 8055 (4996-13326) 567 (400-827) 130 (65.4-238)

FRE (90% T . AUCs : ZEFRERIZ R 2854 28 B O M i — R iR FHEE, Cuins ©
TEFREBIZR T DRIEMIE TR, Cnacs 1 EFIRBICEIT DI Mg ERE (A& TR
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4. FERIZTHONT

FEAE Y A 7 PG (RMP) (ZHD & | A 0D B2 38 5 22 e MERE BTGB~ oD 1 ) (A
WMo D Mgk Tl T, AANOE G 70 BEZZWr - FrE L, AR O EIZ L HIE
TREWER Z 3B LT2BRCIS 35 2 E 3 gi/e 7= LLF OO~Q@ DT~ T & 7= 3 H
FRIZBWTHHT & TH D,

ON TSN

O-1 Fio (1) ~ (5) OWFRMNITE ST DM THDH Z L,

(1) BAFBRENEET 22 AR AR B E TR AS A RSB R
Be. Hudskns ARSI SRS, IS ARSI RE e &)

(2) FrEHREIRPL

(3) HENFIA SR IEE T D03 A HaE b (A3 AR SR T, 23 ARSI
W 1bE. S AR HERE P &)

(4) ARACEREE A U, S RIS LR IE2 IR 1 S RIS LR ikt 2
AT AN RRESA LR E2 IR 3 ORtiaR FHEIAR D JmH & 1T > TV D fitiak

(5)  PUEMEREES AL E BN O gk FEHEZAR 2 M 21T > T D Mk

<

D-2  JiliE DAL SRR 1 % & o DS A SRR TE K OVRIVE I 28 BLEF O b it 2 44 72 20
ik LB A FEOERT (FEOWIT TS T SRR 2, MBI OARNZET 5
WBEOEMLE L LTRBEINTWA Z L&,

*

o [ERifREHESE 2 EOWBIIHEZAE T L2141 5 0L EO N ATRIEDERIRIHE %
IToTWBHZ L, 9B, 24D T, DAEDRES T LEEBRBESSONHE %
{THoTWBHZ L,

o [EAIGFFEUS®% 2 FOYHINHEAE T L72&I1Z 4 FLL EORKEREZH LT\ D
k. 9B, 3MELLEE DD A SEY L % B e M AR S D ERIRAHE 21T -
TWAZ L,

@ BENOER S TFHRE B OKHNIZ SOV T

PR A B 9 2 BEE D ICE S, BRSO OB A . A - &
VSRR WO B ORI (64 2 i i, A FRNRE LIS OWmE
L, FERERLPIATON SRR ST D 2 L,
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@ BIER~DORIGNZONT
@-1 sk RHNCB 7 5 B

R PERR B (RO BRI & & de) SO EERBITEH N RA LIZBIC, 24 REEZH
IO T, Yekhtisd XTIV T, BB L ZRIERIZS U CTABEEBE LY CT
SEOFNEH OBERNZ L EE 72 AR A OREFAY B IS DAL, B 5 I3 ATRE 7 (Al 538 -
TWbHZ &,

@2 EFEMNFEHICL DA EFSHNCET 2 850

S ARSIRICHE D 2 B 20 1k R O e & A 3 2 IR R IE R B DRER =2 ) v 7
EEDIEROAY ) —=2 T HTOEIRE S HFRE LA TE 5T — LR 2
ENTWDZ L&, 28, BHEHEICOWT, RAERE L F2OFBEICHyEmE T
BTk,

@-3 BIHEHOBW-LRISIZBE LT

BITER (VB MEMGRE O ge 2 & de) . IFHERERR S
P UBRETE (HURIRBRAERE | B RAERRE | T IR (APRERE ) | B | infusion reaction,
KA - EEO TR, 1 BERIE, i - MSORARE, Ok, BEME L, B
P, SR/ IR D PESR B . Mk, TEOREREE, MRfEE (F7 2 NU—JE
it 2 Te) AL HRIEOF R O FEBMWEAF PRI IE . LA 2R AL, REAR . RIFER 56
(26 U T itk ST PR SRR B O REPIE 2 A4 % RN &g U (BRI 02 lr<o
SIGICE L TR R OB EZZ T bNDRMMICH D 2 L) BEDLICHEYZRLENRTE S
KHIBES>TND Z &,

IR R S AR /N

AV ==g
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5. REXFRLRDHBE
(A2l BE 3 2 F]
O TROBEIZBWTAAOFME G OEIENRFEE N TN D,
o AABFE S T RIBEUE TSR E OB ITHRBETT R O B iL7eh o 728)
BRAREZR R AT T O FE/ NIRRT (Stagelll) (Z5h L CHEFRIRIEN TN S B

@ TROBHFITBOTAAL bR YL~ T KROALSRA ZE Tefth o UEMEER A &
DOHFREGOAEEI RSN TN D,
o ALFRIERE DI\ EGFR B AR HEIEM K VALK @6 B IR0 bR R
PRHELT - TR OISR g R

@ TRLIZRZY T 2 BB T D AR O G K O ITEIZ OV T AFIOAIEN

MSLSNTELT, AFIORGHG LB,

o AeA 2 S LRI HUL AR E OIR FRIE O 72 W IR GE 72 R Tt T o
FHe/ it A (SR D AFN D5

o A& Z S TRIGHE SR B IE ORI BEIT 2338 0 b - YRR hE
73 SR AT D J NI B (e D AA D -

o IR BE T D iR ABIRIE & L TOARF OB

o @ TAHNDAMEN RS I TVZRUWM O HURMEESAI & O HF 5

@  ARFNZEERIEFEF MAEER (PACIFIC 3BR) 2B\, BfEM T 7 BRIt

L CEEFMEE & 7z PFS LT 0OS OEEYERREES LTS, 72720, R
HIZRENTRE R CTldd 2 H DD PD-L1 HERIC KV GEMEN R D Z LRI
DRERVPHELNTNDZ D (PTZI) . GIBRAREZR SR PTELT O JE/INHIa it |
BT D IRIERUEF BRI ORI B O TAR 2 853 5 854121, PD-
L1 BERGHER L LT, HEAIGOHW AT 52 EAEE LY, PD-L1 R
D 1%RMETHD 2 ENHERSNIZEEITENTIE, AFIORGO VB2 HE IS
HIWrd 52 &
2%, PD-L1 BHRZHRT L= DAKRFDOZKE T ZF OptiView PD-
L1(SP263) T 573, LI FOILHRE #2512, PD-L1 IHC 22C3 pharmDx [ 4 =] X
| PD-L1IHC 28-8 pharmDx [# =2 | (Z 2 ¥ PD-L1 BEFEZ MR L. AFI O 50w
BERRTHZ L L TED,

SCHRE)
e Marianne J Ratcliffe et al. : Clin Cancer Res 2017; 3: 3585-91

e Antonio Marchetti et al. : J Thorac Oncol 2017; 12: 1654-63
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¢  Ming Sound Tsao et al. : J Thorac Oncol 2018; 13: 1302-11
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(2B 2% 5]

O FRICEY T LEFIZOWVTIARAOEENERE SN TWDHZ b, BT
bz &,
o AKRENIORSIT 5 UIBUE O BEERE D & 5 B

@ YIBRASRE 7R I ATHELT D FE/ INIIE IS |2 33 1T 2 MR LA i SR 1 14 O MERRIR RIS
BWT, TREICEET 2B TR T DARAN OB G DN T, ARFN DL N
INTHELT, FAIOEGRIR L 725720,

o IRIBAALFESRRIEIZ XV Grade 2 DL EORVEM IR B Ol RIS &2 &
Te) ORBANED LNTZBE
*  WHO Performance Status 2-4 "V &

@ YIBRAHEZRHELT « R OIE/NIOIE 2B W T, TREIZiZYS 4 5 BE T 5 A%
DOFEGIZOWTE AR OLZEMERNHESL SN TE LT AR O G R LR B0,
e WHO Performance Status 2-4 “*V DB

@ RREATOFHIIC BN T TFRRISZY T 2 BE IOV TIE, AHlOFRGIHEES L
. MLOTEHERIE A R WGE IR Y | HEICARZ T2 2 L 2B ETE 5,
o [EMERRE (BBRIIER 2 5 te) 0o 5 BETE OBHERD & % 8
([ZEMECBET 5 FH] @IZi%Y LRWERICIRD)

o MoErEigaR A CRIE R 2 D B K ORGSR 98 55 O il 2 JAEMEZA L3 7
b sl (eI 5FE] OIS LRWERITRS)

o HORERBOGH UM L < ITFZEMED B QR BOBEE~ED
% BAE

D WHO 0 Performance Status PS)

Grade

0 F o MRS TE 5, ERBEOMMEZLEL T, FFATL F U B HEEI KRR ATA D,

1 PIRRIICE LUEBIEHIR S D 23, BTAIRET, BIERSAFIIITI Z L3 CE D, #ERELEM TS
L— R0 LRICSKHBERGEBH CE2BELEEND,

2 BTRIRE T, BOOHDOEDLY OZ LX&TREEEDN, (EEFTER 0, BFD 50%LL Hig~<y RACi 29,

3 [RONTZBSOHOEDY O L LMTER, BHFEO S50%L L2y R)OBFCilId,

FozLE@iT R, BOOHFOEDLYDOZ LiFE -7 TEARY, BRIy RORFFTRIT,
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6. BEIZBLTHEEITREHH

O WA GRS A, BRI ER DRI D BRI LD & AR DO FEE K OV
O DIz el z Hoc B L Choffifda 2 L,

@ WHRIEBRIZ D BE T OFRICHINE R OERMEZ HodH L, FEE25
ThoEGTLZ L,

@ UIBRAHREZ: P HEST O e/ NI IS 12 38 1 D ARTE WAL Al S e 1 14 Dk Rpie s
IZHBWTIE, PD-L1 BEBE LR LI ECAKOR G 2§52 EEEL
W73, PD-L1 FEBLRDIERR C & 2GR, AHI O I o5 2 5k Ll L 72
ETERETDHZ L,

@ FERFEWEHO~RT AL MMIONT

MR R (SRR 2 5de) R bbb Z L nH 20T, FIHER
(EGIA, PRURIREE, ngmik, REGE) OREREM OV X S o s, 8142
AT ) Tk, Flo, RENIS U T CT, Mg~ — 0 —%0mE% 5%
T 5z &,

infusion reaction 23 & H L5 Z L35 1 | 2 [8] H LA O AHFIE G512 5 infusion
reaction 3% HONDH T EDRHDH DT, AFIBEGRAZIZERIEE ORELZ -+
\ZHBlE29 % Z L, infusionreaction 23588 HILZ LA IREUI 2B AITH L &b
(2, JEIREE T 5 F THREDORELZ H0ICiERT 52 &,

RURIRBERERE RIS R S M OV P RAEEEEN O bbb Z e RH DD
L AHN G- B aa i K OV G- HI ) i 30E BRI IS N s W RERR A (TSH, 176 T3,
UEBE T4, ACTH, i =L F Y —VEOME) 2170, BEOREE 40128
HTHZ L, o, MEIDL U THBBREFOEMEBET HZ &,
AFNOEHAZ LY | WEORERISIZER T 5 &5 2 bl Dk R R B RE
DHLONDZEND D, BEELTIITATV, BEPRD NIGAITIEL,
EDRIERIGIZ X 2 EWER O BLZZE L, @YW a1t 2 &, M
DFRPZFISNZ X DEWERD RN D58 11%, AAIORG- ORI, H ik XA
EEEBNVECROBRGEEEZZETHZ L,

BeEAE T, B OB HRBE L COLRIERDR BT ZERH D720,
AR OF & TZICHEWEHORBLUZ 3R T 5,

AST (GOT). ALT (GPT). vy-GTP, B U /L ¥ %0 k57 25 IFtRerE®E . iT
P, WALMEIRER D & B b Z L3 d 5 DT, ARFIE 5B hh i K O 5111
HIXEMC SRR A 21TV BEORBE+SICBIET L2 &,

PRADE VB 28, REREKBREOBERENHLDLNDLZ LR HDHD T, KAl
e 5B AT M O 5 HA R o3 @ AR I RS RE AR 24T\ . BRE OIRIEZ 4312
BT L L,

| RIBEIRII D 8> Dot FEIRPBIMES R TV R—V RACELZERHLOT, 1
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Ve, B, ﬂlﬁlﬂ:%@ﬂﬂtm%ﬁ%mﬂﬁmmiﬁ CHAEET AL, 1 AEER
NI AT, A v A VRA AR ET 2 FOMU R EEZ{TH Z L,
® AHIOEERRERIC :Jbu\*( PACIFIC 35 Cl3& 5-Bth 5 12 4 AR 8 i,
POSEIDON FABR TlI4x G525 12 WL 6 i, £ O1%i% 8 Mg I A RMEDRE
iZAT > T2 Z & BB, AFE G- HIXE I BB E TR OMREIT
Z &, ek, YIBRANREZR RETHEAT O FE/INKIRCU T 1 35 1 D ARTR L P O R 15 14
DOHEFFRERIEI T D ARKN OB GHBIZ 12 P HETETH &,
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