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1. LI

L DT - AN ORROE DI, BECESCE SV EEIERER AR
HENS, oo, FEORSERFOHEMRIC LY, FUFRERGZ X ORI HBE
S FEERARRINAH T, TAbOERRFEILERREICRETS 2 L2
BSOMEE S fo o TR Y, RFMEGER L EOLARLH 2016 (FRL284 6 5 2 HE
BIRE) WWBWTYL, SHNEESEORHORBIEEZRAZ L LS TS,

FHRERBFER LT, BHERSLESMNET 0 7 7 A VPBEFOEIES EH ST
BIpBIERBDH, 0D, FOERUCEEECETAFERN+SEETLETO
B, YSERLOBEABZT A LNHMFIN2BF I LTERTLS & &b,
BIVER MR LS LB it & 5 2 LA — OB 2 TEREAT
HHTAZ EREETHD,

LERNoT, AL FIA TR, BREBEERLINETIELATWSESRES
B - B RHICESE . UTOERLORBERFEREHET B0 0 LEREMN,
HF XS R OCEEREEY R,

R, AHA RTA i, BIITEE AR ELERESER O, OEEAR
AREEFEESS, —BEHEA A RBEENBIESRTCARAEEA R KEBEHERD
WAoot E{ERR LT,

W LR BAEES AU F A EERRE 200 mg (—RA  ToULe T (BB T
Z))

FHE LB AR R - ARIABYIBRAEE A A L LRI

HELHEAMERURE - B, AR T~ 7 (Efryaz) LT, 16 10
mg/kg (RE) % 2 @RMRT 1RERELL L2 TRmERET 5.

AR B E . AT AL FT RS




2. FHIORE, ERERE

R F A EREE200mg (—#%4 . 7L< GEEFEBREZ), BT TAA &
WH) k. A dta— BB LA E b programmed cell death ligand 1 (DATF

[PD-L1] & 9,) IZxdade MlGI €/ 27 0 —F K THD,

PD-L1 i, AERICEBWTHIERTMRSICHHR LT, Bl Y 33k (T
FEE, B MBAUYFF 2 FAX T T MlR) FiwET 5 CD279 (BAT PD-1) &0
9.) BT CD80 (B7-1) (AL, BEERZXRBICHETSLEZLN TS (Am
NY Acad Sci 2011; 1217: 45-59), PD-L1i%, fE~ OfEEMEAICLER L TWHZ L (Int
Immunol 2007; 19: 813-24) EBWE I TEY, PD-L1 & PD-1 &40 L7-#EEIT, FEE
RS PURS R T HEA L ORBEREMTAIEFEO—2& LTEILNRTNS,
¥To. ANAARBEEIIBWVT, PD-L] BRI LTS Z & (Cancer Immunol Res
2013; 1: 54-63 B UF Clin Cancer Res 2013; 19: 5351-60) FMXHME I T D,

AH13 PD-L1 OMIaSMERIZR A L. PD-L1 & PD-1 L OFEZHE L THAFE
B T AR OMREEEMEL2E®RTA I LEIcky, BEoBBEME T L EX
BILTHD,

AR OERBFICESCBECREFINC L SBIFHS L bbh, ERIRET
WELTREERDH D, FFOREPRTERERICIE, BEOHREL IV, BF
REHLNEE IR, BELCERIIS UMM L R ¥ -OEM & B
L CHEE BB 21TV BEORERISIC L 2BIFRABEPROHEITIE, BIE
BEARAE CRORSEOBROLLELIT O LERH B,



3. BRI :
SRR AE 7 A L A L ABRRE O BRRI I ST 217 - 7= L2 BRER IR O Rt 2 R o,

[H4hE])
EIRE L[ D435 (EMR100070-003 3U5R)

ERIEB AT ARSI AN NVIIERE O S b, S— |k A Tl bR
RO 3 5 BE 88 Bl (AARMNEFE 3 BEETr)., /S B TIMBEREREO W EBE
29 il &%t & LT, AFK 10 mgke & 2 WEIRIRG CARMBEE Lz, 23—~ ADOTEFN
BHTHHEHE L, 31.8% (95.9%EHXE? : 21.9~43.1%. 2016 £ 3 5 3 A7 —
FhwbFdT) Thot, B, FANIERE LEEERDEDL 20%Tholz, /S—h
B OEIEEEMIER ThHHEYE O P RAITER 1T 62.5% (95%EEHIXM : 354~
84.8%. 20164F 12 A 30 HF—& B A7) Thol,

#] : RECIST #1 Ko 4 > LIRRIZES<CMyTHIEICZL D CR XL PR,
¥2 o AEAERTIRAG SR A B L L RIRRAT A B S R T 0 L T 0.025 A WK EIARAT I
Bt A4 3 L OEZARE 00045 &2 LRl B BAEER 1 0.0205 & AT, 95.9%EEIKME R

HTsZkshi,
*3 HMRT RO 3 b, KA GBS 1380 bElE s 16 BIOFR,

1 AR (EMRI100070-003 3B

R—F A A~ B

FE (%) wHE (%)
EEHEE (CR) & (9.1) 3 (188
IAarEE) (PR) 20 (22.7) 7 (43.8)
#IE (SD) 9 (10.2) 2 {12.5)
T (PD) 32 (36.4) 3 {1%8)
BT T e 19 (21.6) 1 (63




[Z 2]
ERL RS I FEEER (EMR100070-003 35R)

BEFRII/N— A86/88 i (97.7%). +3— k B 2829 #i (96.6%) (Z3HHIL, &
e ORPEMEEAEETERVVEESRRII/A— M A 62/88 il (70.5%). +S— b B 23/29
Al (79.3%) (ZEDH BN, WO/~ N THRBEEN S%LULEORERIZITFEN &
BYThHoT,

F2 VTR~ FTRERY 5% EORHER (EMR100070-003 BB

FBERIK ik (%)
FEAGH si b A s3— |} B
{MedDRA/J ver,19.0/19.1) 88 26 4
4 Grade Grade3-4 Grade5 4 Grade Grade3-4 Grade 5
SEHEM 62 (70.5) 7 (3.0) 0 23 (79.3) 5 (17.2) 0
TH 9 (10.2} 0 0 2 {6.9) 0
Bl N 9 (10.2) o0 164 0
i EHERBS I UERSHBN i : I L
W 21 (23.9) ¢ 0 g (27.6) 0
s tha 7 (8.0) ¢ 0 0 ¢ 0
FFRRLIE A i s ' : ERR SR
ALT 380 364 1) 0 2 (69 164 0
HH#. PERLUUNEARIHE S : R
EEANZE D BUER _ 13 (148) 0 0 4 (138 134 0
{LBds & UM R ' : ' : SR
FREIR 6 {6.8) 0 0 0 0 0
U =¥ 0 0 0 3 (103 0 0
R E 0 0 0 2 (69 0 0
& b Y 7 AMAE 0 0 0 2 (6.9) 0 0
EERIGE FHEgEE - 0 e
w5 8 9.1} ] 0 0 0
T DR 5 (57 0 0 2 (6.9 0 0
BLW LI 5 (5.7 0 ] 1 (3.4) 0 0

I, b ARBRUVS— R BRBOWTENTN, MEERESE 1 H (11%) kU0
i, ATESEEREE 8 4 (9.1%) RU 24 (6.9%), KIGHK - BEEOTH 1 # (1.1%) KRV
0 ., FRILARERAEREE S (5.7%) RUT OB, 1 RUBERM 16 (1.1%) RO 0#l, &
% - BEBUEARAE 3 ] (34%) ROV (34%), WMEREE (X7 - AL —EERE
i) 114 (12.5%) RU26] (6.9%), BIEF 26 (23%) RU 1461 (3.4%), FTNT
infusion reaction 19 ] (21.6%) BZUSH (17.2%) @D LN, Fiz, BIBFHEES,
LR R ORI « SEIER IR b oo, AREARBREIIEESER (BER
TEEE L EL) 280ETFEREFRT.
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BIoIGT B D L BLERED, LTOO~@D T X TR HERIZE W THMH

Téfi‘éff‘%éo

O HERiIz-OWT

D-1 Fito (1) ~ (5) OWTFhNLIZEEY T AR THH D

U)EE%@%E#%E?%#E”ﬁﬁ%mﬁfﬁﬁ(%Lﬁﬁ#k RS LS L R
B, HbdgeAs A B HGHESHL ST, HUSRARBERR AR Y) (SfixE 7 5 | AR
5436 fERk)

(2) $SESREmEhE CER31FE 48 | HEFA 86 Mk

(3) EBATIRAEAEE T D0 AR (BA DB ERIR. 1A BFNE
B RRE . A RSEOEEEHEIERET 22 &)

(4) P EALFRRERERE L, SRRk ieet | NMRIBE L ARIEDS
B2 oOMBRBEEIIIGLIEHEZT TV AR (EZR29F7A | B © 2531 iR
(5) FIEMEERAFEFRMNEOMREEEIGELIREEITo TV DR (P 29 4 7

H 1 B 1287 FEER)
O -2 F B {K%a??(z*i&@m'%%%éfﬁﬁ#@%r“ -Gy Ap ik & BREBR A Re0ERT
(FROWVTNMNTHEYTHEM) A, YEZBFRHORACET SHREOETE L L
TEEINTWSH I &,
i

s ERRIFEES 2 EONBIHERET LB SEU LOBABEOBRKHEL
ToTWwBIE, 9b, 2 2L B3, AAEEIRES L U ERREESOUHE
BITHTCNB I L,

o [ERRRETEER 2 EOFHIBHESIE T L=k 5 £ Eo FEESIEEREOR
FRERAPA L TWAE I &,

@ BEHNOBEESBHEHEROEHICIOWT

ARSI ST ATEESRESh, MEEENLOBRED, HHE
REMEELHEROTHL CEMS AT 2ERER, AFERBBELIZBESD
AR, SRAECHIITORAKREIAE > TWAH Z &,

@ EBIfEROMBITONT
@-1 BMEB BB ORSEEICET 2 B4

REMERSOEEARERNRA LERRIC, 24 BEZEEROT, LR X
VOB I RWLT, BELUABERHISE U TAREBE P CTEOREH OENIZ
FEARREDFBENYATCELN, ELICRHSAERERIPESTHWEH 2 8,




Q2 BERUER N LR EERANEHETOES

BABEICEDL DEMPN LM EPHEEE T 2EFEEETLEHERs=# ) 7
PEODIEEEOAZ )V —o T ETOWERELEHELA TE 55— AEREERHDE
ENTWBZE, vk, BEEREIZS VT, BABRELEFOFERICFSICEDESHL
TWnaI &,

@-3 BItEA OB ORIRIZBE L C

BMEM (MEMMEEIMA, FFEERE, KBk  BEEOTH. AowEs (F
RIREREIEE . RIBHRERES . TEEMRES), 1| BRRM, L%, B - S
BUERTE, TRXEE (X7 - A ER#FEEZED) ., BEE. infusion reaction, L,
fgs - BERESS, BIESEES) T LT, MR L ABESREEOEMELH
THEMEEE L BEROBEPLHICEL THRERUSHEB 2% T LN &M4ICH
B L), EHICEDRLERTE DEHSE->THBE I L, |



5. EXNBLRLBE

(A 23 E]

D ALEEEEO R VR TMEEREREREO H B IRIBUR SRR A 47 A BE I
WTARBDHIMERRENR TN D,

@ TRICHEST D REFICRT 2 RA 0K S L TMERFEC>WTE, RBRIOFDIME
DR SN TELT . AROBREHB LRV
o fHOPEMEEA LHH L TRESNDEE

[Zateicfg ¥ 2 9]

O FRIEYTAERZIZOVWTHARDOBEERBE L EINRTWEZ L, 5%
Thianwz b,

AR DAt LREGEORERO H 5 8H

@ WHBEMOFEIIEVT FRRIEZEY T 2BRFIZ2WVWTHE, ARlowGITHERE 2
VS, D ISEERIUR A B AR . MBI AR RERET S D LA BEETE
%,

o MEMMEAROAEHIREOH D BE

o MEEGRE CRIE R 2320 5 B E R UTEENE O B BRSO B M R
SEOMIZSERER AN D BE

s HOAEEBOAM, EENAEL REREC E SRS RAOBTE
D DB

»  ECOG Performance Status 3-4 &V O #B3FE

1 ECOG @ Performance Status (PS)

Score pik

0 [£<MaAailTED, BHMEED 0DEEEH TiiEiEfi(ﬂ;c%’}

FHERIZIM L WIREIHIEIE Sh B3, ST AE T, BIERRE - TOMERET I L8 T 5
) ;A R, HRER

7 HEFRRETHASOEOEY O XS TE SRR T ERY, BPO S0%EL By FATIH I,

3 EEQ)#IT:EIQOD%’@@UU) LLpTELY, BRO S0 EESy Kl FTHE I,

4 |ECEHERY, BSOEORDOILEETERY, BRIy KB FTRIT,




6. WEZBELTEETNEHE

O BB ML, BERFESIRETAIERNS A SEARFHOBERUEE
HHOEDIZLERFRE HSICEBRL THhERT 2 &,

@ BIERBICESL, BEXFORECEMERCEREZ H2EAL, RIEE
BThbRETHZE,

@ FhREMERAO~RY AL MZHONT

&

FMEMHRENHLLRD ZERHLOT, AFORELHI. > T, W18
e (B, MRREE, RS OEREUIEE X BREoERE, B8
EFHCATS 2. £, HEISCTHEE CT, miE~—b—B0RELE
Midno k.,

FARE, FgEREE, FEEELLNE I EBELO T, TEHICITH SR
% (AST. ALT. y-GTP. EUAE L EDAIE) 217, BEOREL S
BETs L,

RS REREIE S, AIEBEEBELUCTERERBEREESSLDLNLZ LD
OT, EHFANIASWERERA (TSH, #8E T3, 8 T4, ACTH, =
F—NEORE) 2T &,

SHEHEE, RATHEEBERAEOBEERHLDLRLIZLBHLDT, E
BRI BEBRE 21T, BEOREBLE HoICBRET L2 L.

1AVBEIRAT (BME | BIBERAE &L BAhobh, BREES FT ¥ F—1 X
WWEDZZLRHHOT, OB, Bl BHEOEROBRPLMEED LA IC
+HEETHI & | BEERASREDNLEEAIEERSEFEL, AR
A O HGEOBULLBEEITI Z &

TFT 4T H RN, B, EE FFREESE ST Infusion reaction i H
EbhBZERHAOT, AFOBESIZEE D Infusion reaction IIEATREA
R H 0t T AR 2T L TR 52 &, /2, 2EHLED
AF¥% 5052 Infusion reaction BHH LA I & LHHOT, BEORES T+
AMCERET A Z &, frEs. Infusion reaction 23ERS LIV AICIT. WY A
BAEITH L b, BERSEET A ETREFOREL+DICBESTDHZ &,
AFOEEIZL Y BEOCRERISICERTS L EZ bh 5~ RERSLH
BAHLLADLIERHD, BEMREDONESEIDE, BRULERILS
U7 EManmil & BREFOERM & B L CRE SN2 ET, BE
DORIEFIHZ L DBUERBRDLDN HHEGITIE, RAOKRE IPRE, RUE
BREERLTCHROREELERT AL, B, BBEERLVEORE
EDRFROHRERRD LABRWEAIZIZ., BIBRERAVE ALUNDRE
MHFRIOBMLEEST S &,

BeHEETE, BB OBAHBR L THoRHEALRBREAET LIRS BT
W, RAOEGHERTHRIZHGBHERORRAIHSITERT L&,
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I. LB

ERHOBNE - BEHOBEODITE, BT XESICESWIEERER R
Hhb, XHIC, ITEOHEHHEOERIZ LY, FUEERLZ EOEFNLITRE
MBFERLPEARENIFT, ZhOOEELZRICHERBEIRHETA LA
BROFEEL->TRY, REMEGES & EOLRGE 2016 (FRE284 6 B 2 HIM
BRE) BV THL, EFNEEMSEOHAORBEILHEEEZRKEZ &N TN S,

FOREREFEERSIL, EREARCEEN e 7y A ABBEEOEES B L
BB eRndd, Zodh, EPERCESMICE T A HEN+EET 2 ETO
M, YSEEHOBBEEBCETTHAZEPHBEANABFIINLTERATE L L DI,
BITER DRI U BE iR g & 2 2 LS ARE 2 — IE OB 4 il /- T EREAERE ¢
ERTHZENBEETHS,

LEBoT, BHARFTA LTk, BREREBSIULETRELATWDOIESHESFE
- BEMRRICE-SE, UTOREGKOESE LERZHET 2 BAN LS ER BN,
EZHFRCEEFHZ T,

¥, RHAA BT 4 0k, BTITEIE AR ER EREREAHEE, ABHHEAR
REFEESS, MHEEABARBRNBIES R U EEEA B AW R TS O
Whob LERLE,

W LA BIERE AU F A SERE 200 mg (RS ToUbe 7 (BET MK
Z))

HBELDMENIDE  ARTEUIRARE X TIEBVE O B M

HELRARERVAR 77X F =7 L 0HRIZBNT, #E. RACERT LT
CBEFEEL) LLT, 1310 mgkg ((FE) % 2 BRMRT
1 BRFRICL Bt C i1 5,

B RFEE ANIASFT AL

(%)

A FAFE Il mg, FE Smg (k4 7HF L F=07) OMEXLGER, HERUH

ﬁ

SRR SUTAN R © RIS LIRS X I LI R

FAERUHE @, AR TS F =7 LCIESmgk 1 B2EIEORET A,

ek, BEORBICLYEERETA, 1B 10mgl R2EETHEE

T&D,




2. AR, ERBTF

SRR F A EERTE200mg (RS TV~ (BETHEBR), UT TERA) &
WH) IR, AT AL Ty —w RSB Ltk programmed cell death ligand
1 (BLF IPD-L1} 09} it HEe MG €/ 7 r—FAmETHD,

PD-L1 . AEMNIZBWTHFERTHESICBRRL TR, EHEELZY w8k (T
MilE, B MR U FaZAXT—T fila) FIZHET2 CD279 (LT TPD-1] &
5,) KUr CD80 (B7-1) &HEE L., ERERARIETSLEX LN TS (Am
NY Acad Sci 2011; 1217: 45-59), PD-L1 %, Fix QOEMBIZHERBE L TWDL 2 & (Int
Immunol 2007; 19: 813-24) E3#E S TEK Y. PD-L1 & PD-1 Z 47 L7-REBEIE, REE
MR NEURAF R T ML OWBEFEETIHFO—2L LTHEILNTND
F 7. BHRESICB VT, PD-LI BB L TWAEZ EENHREINLTVSD {(Cancer Res
2006; 66(7): 3381-5)

AFUI PD-L1 O#MIASMERICHES L, PD-L1 & PD-1 L OFEEEHE L URASRS:
By T MIEOMBEEREL#EERT A LS LY, EE0EBELMiT5 L5 2
HILTWV S,

ZIKﬁIUD{’Fﬁﬁ%%FT? WESCBEORERIGICEDRVERS RS bbh, EEXIIIEL
ICEBAENERD S, ARORSRRUERERICE, BEOBEE TV BY
BED LIEA IR, BEH LAFERITN U AR MGk & IRE A fF oA Lok
LT g Iiifr%ﬁb\ WEEORFERINC L ZRIERREDLN S HEITE, BIF
BB RNV RO G EOREDGLELRIT I LERH S,



3. BRERRRASR
RIGEIBRARE TG B M O BRSO AGRRF I 24T » 1 A 2 BIRRBR O Rig %
R,

[H%hE]
ERFSE IR (B9991003 3U5)

fLFEER O RIBYBRREE TR ORI Rl A 886 ] (H
BANBE THIEEE) 2B L LT, AL TXUFo T LOHHES (LT THA
JTHEVF=T) b)) N AnFaT ) rdiE (UT (R=F=7) L
5. TOFEBERCRESESRE SN, FEHER L PD-LI BT BEILBIT S
g A F R (LU TPES) &9, ) RUSRAETFEN (LT oSy £ws, ) T
HY, BIEHMEER & LT PD-L1 ©OBHE MRV BHF BT 5 PFS LU 08 23R
Fahiz.

PRI ORR QUISFE6A20HT—F Uy bA7) | BE/T X F=T7HILPD-
Ll BEREEFR U PD-L1 OEREMDLNERFIZEIT D PFSOVTRIESVTE
A=F=TRUTE U THE SRS R ERER 2R LT,

10 AL 10 mgkg & 2 BIEEB TABEBELL, TRUFSTIEES mg #BEHARL LT,

2EENERE LT,

#: A=F=T0 6BME 1YL LT, SOmg A [ B R 4BMEQERS Lok, 2 8RR

B HEE Shi,
AN BICFRBERMIC TS e AT TS RTF 4 o ¥ AMD P& Optiview PD-LI
(SP263) | TV REEREREI L M SN, EEERICET S PDL 2B L
RS 5 BEIEDY 1%L LG PD-L1 B & Hi s e,

1R

=1 FHHERE (89991003 B
PD-L1E5 B EREEM
At%”iw}?f‘a.‘/? 2 = F = T EE zlzﬁg_/_?%“/% A=F =T
=7 # (200%1) =75 (444051)
(27041) (4424)
PFS™ | pdefE (H) 13.8 72 13.8 8.4
[95%CI] [11.1, NE] 15.7,9.7] [11.1, NE] [6.9,11.1]
A R 0.61 0.69
[95%CI] [0.47,0.79] [0.56, 0.84]
Jr Rl <0.0001 0.0001
0S8 PdfE (H) NE NE NE NE
[95%CI] [21.3, NE] [21.0, NE] [NE, NE] [21.0, NE)
NY - R 0.82 0.78
[959%CI] [0.53, 1.28] [0.55, 1.08]
H {lpfE™ 0.1911 0.0679

Cl: (B#HIX[], NE : #ERT, *1: MR HEITE I, *2 1 ECOG performance
status (0, 1) RUMEE CRKE, #F4 -HBHI—n v/ ZOMOHE) 2L 585
Cox Ll ¥~ FE 7/ R UEH log-rank $R7E




0-
9-
il.‘éﬁ 7=
::3 . o
fE KHEN/ T X F =T
= o
4-
5.
27 A=F =T
01~
oa - T T T T B H T T B H H
0 2 4 6 8 16 12 14 16 18 o= 4
iSRS O (B)
At risk £
FR/THELFET a3 w3 14 1200 %6 53 3@ 23 13 3 1 a
AEFET gy e 1 M9 s 4 3B 16 13 s 0
o
o-
- a-
A
Eo . -
4 E/ T xR F =T
TS
3-
2.
a1- AmF o T
10 I S A _— 5 e
9 2 4 6 5 10 12 14 % 18w 00m 24
EBEABUT S OMHE (B)
At risk $
FETF XxLF o A2 o4 31 250 193 127 2 2 42 24 i 1 0
A=F=7 4w ne [EARES ! 50 64 2 0 8 2 0

X1 PFS OHEENTEED Kaplan-Meier Fi#R (89991003 3AEY)
(LH - pD-L1 BMEEEERE., TR : £8F54H)



(PD-L1 BBKIR B O L)

EIBE SR (B9991003 HE) ITHAANLONEBREFOT —FILE I,
PD-L1 BRELFNIERIZEBT 2T o T H IR UEREHEOBERIIUTDO LB TH
Yo Y ral

HEMEIZHDWT, WFhe PDLI BREBEOD v FATVHETHI v hATHEHE EERUHE
WOERE LI ASF TR LS L AR/ 7 % o F =7 BICEBT 5 PFS D LRI A NEE
H BN, PD-LI BRAENBVIIFEEDENREEMBED N,

723, PD-L1 OFBRRIZLLT, AFOREMT 27 7 A WMEEHR TH o7,

2 B9991003 RENTEY 5 PD-L1 HHSERIO PFS

PFS
PD-Li % Eiia B it gy PR [95%CT] A e B ERT
i *2@ 3
(B A) [95%CI] REAFHRO p il
AR T EFLFT 132 16.1 [9.7, NE]
<1% ) . 0.89 [0.609, 1,308]
Az=F =7 120 113 [6.9,17.3] 0.2406
AE/T FF =T 270 13.8 [11.1, NE] ’
=1% ) 0.61 [0.475,0.790]
AnF =T 290 7.2 157,9.7]
AR/ TEF=T 293 16.1 [11.1,NE]
< 5% ) _ 0.73 [0.566,0.943]
AmFmS 271 6.8 [7.1,12.6] 0.6238
AT HEF =T 109 12.5 [8.4,NE] )
=5% | 0.63 [0.432,0.513]
RmF = 139 57 [4.4,64]
EHIF R F s 363 14.7 [11.1,NE] . .
< 10% . 0.73 [0.581, 0.509]
AmF = 359 9.1 [7.1,12.5] 0.1569
HE/TEF=F 39 13.8 5.6, NE] '
= 10% ) 0.48 [0.260, 0.886]
ARoF =T 51 42 [2.8, 6.9]

Cl: {Z#K[. NE: #FEART, *I : ECOG performance status (0, 1) RUME kB, #7574 -Wma—nav
A, Boo#E) 2 EMETF & L ERCoxtEiF— FEFe, 2 OR458. OrD-LIRBERERG
OHEEHEPD-LIRERR L R EEHE2HERE UiCoxtb il — FEF A

H - FE R 5
o h es Lo

" !‘""'\m\ s S
” R . - it % R .
% . ey KA T % F =T B i Ty AR T T = TR
N FO S
iz e B I L
‘5‘:‘ et s L R oo s wl_,
o - ,{i o ] “_lmﬂ
B A=F =T A=F =T .
o1
L 29
6 2 4 6 B 10 12 14 16 18 20 22 24 ‘ 0 2 4 & 8 10 12 14 16 18 20 22 24
At riskEL EEBREF TS OMWM (1) Atrisk#% EEBRTT AL oMEE (8)
AR/ THL-FoF 270 227 205154 120 76 53 32 23 13 3 1 0 AE/THFLF=F 132 105 90 7z 34 40 31 8 14 6 2 0
A=F=F 290 210174 119 85 49 35 16 13 5 ¢ F=F=7 120 97 78 &1 50 35 25 [0 5 2 1 0O

B2 B9991003 RERITEBIT D PD-L1 BB KB D PFS O Kaplan-Meier B
(ER : PD-LI BRE21%OBEFEME, £ : PD-L1 REE<1%OCHEHMH)



[£atE]
[ BRILFIF MHERRER  (B9991003 3XER)

FEESL, AR/ T F =7 432434 ] (99.5%). A=F =T F 436/439 )
(99.3%) 23R 6N, TRBRE L 0RAMFRLTETERVAEFFS EIER) & £
MET 4147434 %] (95.4%) B TR 423/439 5 (96.4%) 238D bz, WTROREEE
THBEN 10%LL LOBWERIXTRO LB ThoT.

#3 WThORTHEEED 10%L EORIER
(B9991003 FER) (LML)

BEEMNANSEEXGE - \.ﬁjﬁ(%) e
(MedDRA v21 .0/ v21.0) ART RS F =T A=F =T
434 1| 439 {7
4> Grade Orade3-4 Grade5 42 Grade Grade3-4 Grades
N 414{954) 241(55.5) 5(1.2) 423(364) 242(55.1) 1{0.2)
B iR
T 235{54.13 22(5.1) 0 196 (44.6) 11 (2.5) 0
Bl 107 (247 3(0.7) ] 148 (33.7)  5{LD) 0
nede 96 (22.1 8(1.8) 0 100(22.8)  4{0.9) 0
HE 42(97) 1(0.2) 0 68(155) 7(1.6) 0
HEIETR _ 24 (5.5) 0 0 74 (16.9) 0 0
— - EFREERS X OBSTMEOWRE
o 156 (35.9) 13 (3.0) 0 159(36.2) 16 (3.6) 0
Hegn 62(14.3)  1{0.2) 0 16 (3.6) 0 0
e 145 41 (94) 5(1.2) 0 54(12.3)  8(1.8) 0
FEIE D S SE 58(13.4)  5(1.2) 0 50(13.7)  4(09) 0
BEMEER. HARGds L UNERRREE
2 P 116 (26.7)  2(0.5) 0 1227 0 0
RN [ 53{12.2)  6(l4) 0 24 (5.5) 1{0.2) 0
FERds L0 THsRE S
T . BIRREFMEFSHEERE 144(33.2) 25(5.8) ] 148 (33.7)  19(4.3) 0
Et S 54(124y  2(0.5) 0 42 (9.6)  2(0.5) 0
£ 9 BERE - 53 (12.2) 0 ¢ 19 (4.3} O ]
BT
B 49(11.3)  7(1.6) ] 17(3.9) 1(0.2) 0
ALT 130 S7T(13.1) 21 (48) 0 43 (9.8) 9(2.1) 0
AST #40 49(113)  12(2.8) 0 48¢10.9)  6(1.4) 0
e L 7 (1.6) ] 0 61 (13.9)  22(3.0) 0
B RS 1(0.2) 0 0 44 (10.0)  25(5.7) 0
iR
& nE 208 (479) 106 (24.4) 0 142(32.3) 67(15.3) 0
{Cddds LU EmE
frikiEsR 86{19.8) 7(1.6) 0 115(26.2)  4(0.9) 0
R SRR
W R 56(12.9) 0 0 141 (32.1) 0 0
R LU SRR
BT 52(12.00  1(0.2) ] 24 (5.5) 0 0



B (%)

BEMNRSESEXE

(MedDRA v21.0/] v21.0) AT HLT=TH A=F=TH
434 439 f
4 Grade Grade3-4 GradeS5 4 Grade Grade3-4 Grade$5
o -
L B R T 105{242) 1(0.2) 0 59(134) 1(0.2) 0
{5, hEids L UMLE & i S
FEATEE S B 52¢12.0) 7(1.6) 0 0 0 0
s LY o ARES
2y} 9(2.1) 1(0.2) 0 73{166) 22(5.0) ¢
R E 12 (2.8) 1(0.2) 0 78(17.8)  24(5.5) ]
1 sk 6(1.4) 1(0.2) 0 79(18.0) 3477 0

ek, AR/ T HRCF TR THEEMRR 6 (1.4%). R 260 (0.5%).
ATHERERS S 88 1 (20.3%). KAB#E - HEO TR 31 4] (7.1%). FRIRERERESE 1224
(28.1%) . BIEHHEREE 9 41 (2.1%). TERAHEREE 2 4] (0.5%), 1 BHERE 2 #
(0.5%). D226 (0.5%). #HEEEE (¥F7 2 - AL —JEREEEE) 186] (4.1%).
BREESH (1.2%). EEFHESE 1F (0.2%) KU infusion reaction 112 f1l (25.8%)
BRO L, Fe, R - BEERAE RO - BIERIERED Do, R
BIERRBUARIIBEEES (BRREERFE2E0) RS LEHERERT,



4, HERIZOWT
AL LTHAEERET (2FFE ST Ttnd I b, SERER
Y ERTEARMRTHAILERD S, TOLT, KAOKEFBUIREELS
Wi« SFE L, AROBREICL ) EELBHERERR UABIIHE T 2 80BN
B, LTFOO~@DTACEFBTREREICBOTERTLINETHD,

O HERizoWT

@-1 Fxd (1) ~ 5) OWTFRNTENTHAIMBRTHDLI L,

(D FE%"@kmﬁ? ET DR ABEOEEIL SRS (BB IR A B R

. BN A SRR SRR, S AR L) (BT 7 B 1 BHE

}ﬁ : 436 fEEk

(2) BEREERRPE (CERL314E4 B 1 HEEA 86 5EER)

(3) EIEATELAESFEE T DS AR (BARREERE R, BABEE
et FARRE, DA EEEE R 2 &)

(4) S RALFRGERARE L, S REECEFEREE | UM REE /L FRE2
BoOREECEIBHEIT> T AMERR (CER29E 7 A 1 AR - 2531 MiidX

(5) PLEMEEANFEEMEORRERIRIBHET> T DhEsR (ERE 29 4 7
F 1 8ES - 1287 5ER%)

@ -2 BB O R URHER RIR OIS I+ a7 il L B2 RSB (F
FOWTIUMIIE YT HE) 2, SEBEROFRACHETLIEROBEE L LTR
Bantnszeé,

¥

o [ERfGIIERE 2 EOWHMERE T LRI SEL 0D AIBROBERFHE S
IToTWAZ L, ah, 24D RT3, BAEREERESL T LEEERIEEREOVHE
BiIT-TWnAI L,

o ERMGRITRES 2HEOFIATHERIE T L2212 4 EL L OIBRSBH FOBEMEETT
STEY, 26, 2 E L BT, SO R A BYREE SR ARBEOBRRHE S
fToTWBI L,

@ %W@E%%ﬁﬂ%ﬁmﬁﬁmowr

ERMERSRIIRE T AEAEIRBSh, BELENLOBHED., B -
ﬁiﬁé%%m@%@%ﬁ&@@%&ﬂ%?é%wﬁ&‘ﬁ%%ﬁﬁ%&bt%é@
HE R, ERESHITbRAERNE S TND I k.




@ BIfEAOHIGIZOWT
@-1 BIERRRFFO RIS EHICBET 25

MG MK BRSO RELBERNRAE UEIZ, 24 FEBEER O T, SR X
VBRI RV T, BRLUAZBHER IS U TAREEL U CT FOEVER OB
ERMEORERAYBPCESH, ELHICGAEERERBE-TnE T &,

@2 BRUEER I L 2HEESNRICET2EY

BABEIZEDL D HMMN LB EUOEREE T IEREEFE FEHERE=F I 7
EEDREROAYZ V== FETOERE SR Y H C& 2 F — LEFREH A%
BanTnwao b, BB, BEESICSWT, BPABELZ0ERICHSIEMER
TnAZ L,

@-3 BEROBEFORIRIZB LT
BIER (RIEMMEBIZINZ . FFEEREE. KL - BEOTH., NOWEE (F
WS REREE . BB, TRSEEIEE) . 1 2R, OH%. 04 - S8
BUARIE, WIREE (T S L—EENEET) . BME, infusion reaction, FEZ,
R - BEREZS . BURME SRS TR LT, MR L R E SO S A
THEME L GUERORERHNCE L TRERURER ST bR B4 H
BIE). ELICENZAENTE SEHRESTHE D,

10



5. BENRLRHBE

(BB 2 $H]

O AbEREREO W RTAY R i O BlEE BRI VW TERR L 7 X >
F =7 L OURESOFIEIRENR TS

@ FRICHET D BBIKT B AR ORGSR O F I T, AR O AT
SEShTELY, RHlOFREGR LR LI,
. R EhREE
o RAID WA
v DTARBIOFENST ST VARV REMEBES & ORI S

[ZapEiclT 5 HIE]
D FTRICHYTIRFZ DV TEHAFOREREZLINTHH I ENL, 5%
fThnwl &,

o AREORSIN LIBBEOCRIERO S D BE

@ EEFIOFTMICB DT TRICES T 2RFICon L, BiloRSIIHE SRS

WA, OB ESBIREE R WESICRY, HEIIAREZERNTLI L EBRETE

5,

o MEMMERBOCSGHXEBEFOHLEE

o JESEREE TRIERY RO 5 BRE R UTEEE O FUR B AR g o R M it 2%
LORIIRIEREILE 2 N5 B

o HOMHEEAOAD. TIBMALRE L IIBREED B O AaREBORER
DB BRE

«  ECOG Performance Status 3-4 =Y O BH

W) ECOG @ Performance Status  (PS)

Score E

0 |&<EEeEBTEs, BENEMLBFEGSHRRTAS,

RS LOEBSIERE S 548, HITARE T, SEERE > TOFRIIITI it 5,

Ul e, gy

JATAETE DOE O O = LT <~ THEREEAMERRTERV. ARO 50%EL Ly FATEH I,

3 ([Eont-adoioEYol L LTEsy, BP0 s0% bE Sy FatlFTiE I,

4 | B<ENTy, BROZOEIOILEACTERY, BRIy FIET TR I,

11




6. MEIBLTHET~&FH

O BB, HERTEEIREHTIERESIIESEAAOHEATEE
FHOEDICVERERE DI L T LEHRTHZ &,

@ JEFERRMICENT DL, BEXIEOFRICEOERVEREEZ AFFHAL. REE
BThrbESTHI L.

@ FRENEHO=ARIY AL MIONT

L

MEMRERNLLLRABIENHEZOT, AFIOREIZETZ»TIE, 4
AR (BEDn, PRIREREE, ke ORESEARUHEE X BREO RS, 848
EHSITO D&, . LB UTHE CT, MiE~— v —F0ORELE
1 A SN

AL, FEERE, FEEHLLNAZERHD0 T, EHICHITHERE

& (AST. ALT. y-GTP. B YA EORIE) 21T\, BEORKEEZ DI
BETDH L,

BRI RERE S, AIESERERVUTERBEREER SOOI I & HD
DT, FEHWICNGWAERER A (TSH, #BE T3, 8 T4, ACTH, =1
FS—NEORE) BT L.

BHEEE, RHFHEEBREOEEENRHPLDLNLZEBHLDT, &
eI EmE LTV, BEORERZ+SICBRET S L,

1 BUERA (BUE 1 RERAEZ D) Bhbbh, BEREES FTV F—T A
WEAZENHDZOT, BB, Bl EHEOEROBRLLEEO ERIC
+EET A &, 1 BEIBRFESEDNEEECESEPRIEL, 1R
WA OREHEOBYORABLITI Z b,

TF7 47X b, BEL EE WRRESS ST infusion reaction 23 H
LbhdZ ENBA0T, AHOESIZEE® infusion reaction (22 THERA
BRI o7 InD CE DHEERTo- ETHRBT2 2L, /2, 20IHLEO
AFIP 5052 infusion reaction AHLNBEZ L L HBHOT, BEOREL+
LAMIEERT S D L. 728, infusion reaction 23FRO LA EAIZIE, EE 20
BAEiT5 & bic, ERSEETIETREOREL+SIBETDH L,
AFNOREIZ LY BEORERISICERT S & B2 0N 514 2EBSH
EXbLbNAZ LD, BERROLABAIZE, BRELAFRIZE
U752 s RREFOEM & EH L TR ERBE 2Ty, BE
OFERISIZ L DEFRBELILAEEIZIE, FRAOKRE TPk, RO
BREFNVECRORGEEZEBETHIZ L, 2B, RIBEEFRArE-ORE
CEVEHEROHESED LRV HEIZIT, RIBREFRAE - USNORE
MEF OB EEETDHZ &,

BERTH, BRAMHLEIVERBBL THLAERREERETLIZEXHLHT
W, AAOEERTHRIZOBHERORBRIITHIEET L,

12



@ AFOHBRRBIZRBNT, EBEAEFTNL 8 VARG 6 BRI T, ThilE
L 12 B AYEORREEITo Tz 2 L 2 SFIL, FEFREHITEHIC
ROHREETT O Z &
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BEEREETA R A v
TN (BinTFRE#EZ)
R4 : _ARFF EFEEHE 200 mg)

~ R bR~

S3FE2H (SRS 2 AUED)
B EE




B

Y T e o e

LB

KA DOEHE, ERBEF

B PR Bl AT

MERIZDWNT

BB LRDBE
TR L THET & $H

P2
P3
P4
P7
P9
P10



1. LB

EEZOADE - R OBREOEDIIT, B XESIIE SO EEAER R
BHILD, E6D, WEOREHEEOHEAICLY ., HMEERL 2 SOEFN 2 HHE
FH#FERLPERREINDIT T, 2o 0EERERFEICHNERBHREICREMATLIZ &8
BREOMBEL - TEY, BEMEGER & EOEARGE 2016 CFRL284F 6 A 2 HE
BRE) CBWTH, BEFNEEREOFERORBEHEEFRLIZ L EEN TS,

AR ERL T, BRERAREEE T 7 s A VPBEEOEER LHL M
Birrbidhd, 20D, BOERVREHICETEEL+SE#ETLIETO
B, HSEELOREBELHRTDIIENYBINIBFII L TERTLH L EBIZ,
BIfER 2338 U I S ERd N 2 & D WA —F OB T EREE T
FERTAEIENEETH B,

LizidonT, KHA KA 0T, MEEMSLSIAETIIELATWLIEFEES
By - BEERRMICESE UToERMORERERZHET 28 A O NEREM,
ERZFREOCEBREETT,

B, BUA BT A 0, MiTEEAERDEFRESSERASEE, O8FHHEAR
AEHEEEYS, —EMEA B ARERNBES RO - RHEEAN B RREBH S
OB IOL EEE LT,

W b A BERSL - AU F A ERERE 200 mg (—RRE L T T GB{ETHEE
Z))

FEERAPREIHE - ARAUIBRREEZRE LREIZ BT A {LEEES% OHERRE

HELEARERUEER : B¥. AR TN Y (BEFHEBZ) LT, 1H 10
mgkg (FE) % 2ERBIRIFE T 1R EL T CTRERET 5.

BIERFTBEE: AN AAMF 77y —<HF S '




2. KA O, (ERREF

PSRN FF EIEERE200me (—BRE T (BETHE ), BT TRAD &
Wa) . AT AL F T v BERESAERE Lot b programmed cell death ligand
1 (BAF TPD-L1] &9,) Wt A MlIgGl £/ 7 e—FAHETH S,

PD-L1 4., AEAICB G THFIRERSICREAL TR, S L) w2 gk (T
e, B HIE U F 27055 —T flka) FIZRET S CD279 (LT [PD-1] &\
3,) RULCD80 (B7-1) &AL, RERZELRICHE TS LE20N0 TS (Am
NY Acad Sci 2011; 1217: 45-59), PD-L1 {3, i~ QIEEMILICLBER L TWH I L (Int
Immunol 2007; 19: 813-24) 3§ ST Y, PD-L1 & PD-1 241 LRI, BIE
MR REURE R T AL ORBEFEETIBFO—2L LTHEALN TS,
Fro, REEEBICIBNT, PD-LI BREEALTHLZEERRESR TS (Cln
Cancer Res. 2008 Aug 1;14(15):4800-8) ,

AFHL PD-L1 O#IQSERICES L, PD-L1 & PD-1 & OfA2I0E L THAFES
BN T MAOMIEEEEEZERT A LS L0, EEoBBEIrmi+s &2
LTS,

AEIOME RS S GREOSERIGIC L ABERSNS bbh, BEUIET
O R H B, AR STRUERSHICE. BEOBSE FoIiT, BE
PRI B AT, BE L FRITE U SMAS A SRk & R A B A &
LCEE A ERIBE 21T BEORERIG X ARHERSRDR B BT, HE
RO AR RO B EOVED RIAB A 1T 5 LENH B,



3. BRERERAR
RIGUIRTHE 2 R LEBICEB T 2B ER O EOARFIIHMEZ T 12
%fxﬁﬁiﬁ%ﬁwﬁiﬁﬁéﬁt

[F7h4:]
R A) 3 I AEFER (B9991001 ER)

75 FF MBS WAL EFEE G~6 A I ) ICTEBEITERD LA TV
W, IRVEUIBRRRE ARG EEOESE 7004 (HARABRE BHLEDR) 20HLE LT,
Z%| % Best Supportive Care (LA'F TBSC) &\ 72.) OGFHRRE (BT [E#I/BSCY &
Vo) e BSCEIMMEHEOE MR RSN e, PEBITOER (20194
10821 85 =% v +A47), FEFFMEE & XN/ PD-L] ORBHEFMbRyaiE

(LT T&BE)] vd,) RUPD-LIBE?RAFICBITH24F8K LT los) &
W I,) IZWT, ARAI/BSC LT BSCHEICH L THRMHFEIIC R ERER T LT,
*1 : AL 10 mg/kg % 2 A MBE CEREFE L.
) SEBEEERAEC LY, ROWTFRSRELTEOS PDLIBEEHELE,
o ESHNEO 25%EL LICIER GRS LB,
o AHEIZIEE L SRR OBIA S 1% SRR O 25% LA B IC R B AL BILD,
« R U7 oA 1% DRIEMIEO 100%ICREREH LD,

F&1 HIMERE (B9991001 REY)

SBE L PD-L1 (BT HE
FH/BSC BSC AFl/BSC BSC
{n=350) {n=350) (n=189) (n=169)
0s g (B) 21.4 143 NE 17.1

[95%CI] [189,26.1] [12.9,17.9] {203, NE] [13.5,23.7]
P — ik 0.69 0.56

[95%CI] [0.56, 0.86] [0.40, 0.79]

Frfl p fiE* 0.0005 0.0003

BSC : Best Supportive Care, Cl: {E3RER, NE: #E%R0], . —PLEREOERBSHE (B
LIRS, B RUWNIEER (b0, 2 L) 1L B logrank IRE




06—~

>

AH./BSCEE

04 : s —
. %L‘“—Al—‘

0.2~
BSCH¥
01 -

0.0 -

,,,,,,, i . . O e e - ; i
1] 2 4 6 8 10 12 14 I8 18 20 22 24 2% W M N M 36

H#EATI D £ OB ()
At risk
AH 7 BSCE 350 242 38 294 2390 226 196 167 145 122 87 &5 51 3% 2 15 11 5 3

BSCHE 350 335 304 270 228 186 153 135 145 B3 68 55 41 33 18 12 g 2 1

L0
o9
68
07~

A BSCRE

06 -

o0
04
03 BSC#E

02

0.1-

a0

0 2 4 & 8 w12 14 16 18 20 22 24 2 2B 30 32 3 36

EEABY AL O/ (A)
Atsisk#

[Iv]

A F L BSCRE 189 185 177 165 146 120 114 93 81 VW 49 38 32 26 18 9 8 4

(%]
-

BSCHE 169 165 152 132 113 89 76 67 54 45 37 30 22 21 12 3 6

E1($®*m%ﬁ%®KWWMMa%ﬁ(mwmmﬁ&)
(kR : £8#4EM, THE: Pp-L1 BERELE)



el
FEIRSIEREE L FERER (B9991001 #ER)
FHEFRL, AKI/BSCEE337/344 il (98.0%) . BSC FE 268/345F (77.7%) 123D b
n, BRELOHEEEZTECEALAVEETESR EIER) 1k, £hEh 266/344 ]
(77.3%) BT 4345 # (12%) (C@BDH LA, WThhOREFETRERER 5%UL
OEWERIETROLEBY T o7,

F2 WThHhOETHERN 5% EOBER (89991001 RER) (ZLEMAITHER)

Bl ()

BRI/ S AR FEI/BSC ¥ BSCEE

(MedDRA v22.1/1 v22,1) 344 1) 345 4

%2 Grade  Grade 34 Grade 5 4 Grade  Grade 3-4 Grade 5

B ER 266 (773} 56(16.3) 1(0.3) 4(1.2) [ 0 _
=% - REHER X RS 0RE N e

48 T4 34 (9.9) 0 0 ] ] 0

FEH 33 (9.6) 1(03) 0 ¢ 0 0

g , 24 (7.0 0 0 G 0 0

FEN 23 (6.7) 0 0 0 o 0
BERG# & TR TRk RS R : : :

T HFELE 47 (13.7) 1{0.3) 0 0 0 0

% 25(1.3) 1(0.3) 0 0 0 ]

i deid e 18(5.2) 0 0 0 0 0

T 35(10.2) 0 0 ] 0 0

B> 24700 1(03) 0 o 0 0
BRERE LU SRS L e L

BEsE - 23 (6.7) 1(0.3) 0 0 0
PIS IR E JIEy R RO S RIS

PR R IR T 36 (10.5) 1(0.D) 0 0 0 0

F BB E JLUEAE 2i6.1) 0 0 0 ¢ 0
g, HEBIRESIHE B E s : R

AR S RO 35(10.2) 3(0.9) )] 0 0 0

¥, AHK/BSCBEIZRWTRIEMMER 124 (3.5%). R 361 (0.9%), ArideE
B 18 (5.2%), KIB#R - EEOTRSH (1.5%). FRIREEEREE 486 (14.0%),
Bl AR 4] (1.2%) . HRREEE (XTI - SL—EEBLED) 6 (1.7%). &
BEE 741 (2.0%). AR - BECHHRAARIE 2 4] (0.6%) KT infusion reaction 69 ] (20.1%)
BERO LN, £, TEEEERSE, | BIERE. OHR. BESEERUME -
BRI v oo, ABERARBRRLIIEEES BEREERELED)
EFEUEIFERE T



4. HERIZHOWT

ARG & UTHEREERE (205HE) SRR THhD I b, YEHEELY
FYICEETEX AR TCHALERHS, TOLT, AFAOKEPEOZEELD
B - BEL, AAORS IV EELRRVERERR UZERICHINT S Z L BnERT
B, UTOO~@O4 T aii T i hﬁw(&mfém%fhé

O Rz

@-1 Fio (1) ~ 5) OVWThZEATHERTHLI L,

(1) BEEBBRENEET D SABEOEEILEFERS REAFIR S A BRI s
T, HEHAS A SRR IR TRE, A A BB IRBL e &)

(2) FrEEERbT

(3) BOERBEENEET S SAREEERE (PADTEIEERNE, PADHE
ety S, S ABFESEHEERR R &)

(@) HRICFRERLRE L. IREECFERERER | UISRER L HRIES
£l 2 DR ERBEIR DR EIT > TV DR

(5) FLEMEIERA G FEMEOMEREEIE D BHET > TV DhEik

@ -2 R¥ tﬁrﬁ){tiﬁ??ﬁ&tﬁﬁﬂ1’?Fﬁ%§fﬁﬂ%€@‘ﬂfGl T3 PR Rk & PR R FF O EEAD
(FROWTIMIES T AER) 25, UHDEBORAMBETLHEOEEE L L

TERESNTHD L.

#
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