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1. IILBIC

PRI OF N - BEMEOMRDT-DITIT, YA STESICHE SV @ e 2 Rk
BND, S5, EOREEM ORI L0 | FURESR G 72 & OFHH 725 L E R
FPEEMPERINDH T, IO OERMZBICLERBF RIS 25 2 & BB O
AL 2o TR RFEMBGEE & SO R T #2016 (% 28 45 6 A 2 H BIRERE)
IZHRNWTH, FHNEELREOHHOREIHELZHD Z L &SN TWnD,

BORVERMS T ESR L, KEIEASCL 2T e 7 7 A VDBBEFEOEIRS & D IR
BMHZENDD, T, AINERONZEMEICET A ERNHERT 5 £ oM.
VHEIMOBEEZMRL ZIT 5 2 ERHIFF SN EBFIC LTERT 5 & &bz, mIfE
FANFH LIRS % & D 2 & WS AlHEZe— 8 O B %35 7= 9~ Rk BE <4
THZENRHEETHD,

LTeRo T, KAA RTA4 2Tl BFEME 2L E TIBE BTV B [EFHEPH -
B2 RN IS & | LUT O =35 O i 7o (6 & HEtE 3 2 8L D LB Bk B2
RO EERER~T,

I, ARTA BT A A%, MSIATBOE N ESEG ERIEERR SR, A EEAN B AR
BRI s . —MRAERE N B ARER IR R 2 B OV A B N B AR R ES B F2 O
Jiob EERL LT,

KR LR DRI, AT R AR EE 20 mg, AT U — R A EHE 100 mg (— %4 -
=HRN~7 GEE X))

REERDHENTNR - ARTACIFRANHE S TER A 0D B M A s

REERDMERHE W, RAIE=A L~ (EaT##z) L LT, 1 A 3mgkg
(k) % 2 HEFRERECARREFET D,

B IR 5C ¥ DB TS




2. AHN DR, TERBF

7Y =R A EHE 20 mg/100 mg (—f%4 - =R~ T (B z) . LI IR
Bl Lo, i, R TERKSHE AL LYy 7 24 AT VAL s <A ¥ —
X A7 A7 (BMS) ft) 2BH¥ L7zt b PD-1 (Programmed cell death-1) (Zx9" % & K
T 1gG4 €/ 7 a—FTNANHURTH 5,

PD-1 1%, #&MAL L72 U 8Bk (TR, BMREK T F =2 7 0% 7 —T ) LKOVE

BRI R BT 5 CD28 7 7 X U — (T AR OIGHAL Z i BhHIZ IE & BUSHIEE T2 2
TR ICBRT2ZAARTH D, PD-1 IFHURIR RAIIIZIEHL T 2% PD-1 U K (PD-LI
FOVPD-L2) EfEA L. U o SERICHEINES 7L A nE LT R ERoiE AR EE %
BIZHRE L TWd, PD-1 U H > RISHUREERMBELIAMNC B b Ofk & 722 RS RR I 585
LTHY, BEMERAMREEE )G UER L2 EGHEICHT 2 PD-L1 OFRBLLIFEDAEF
Wil & OMICADOFBEIEIR & 5 Z & 23 S Tu % (Cancer 2010; 116: 1757-66)
F 7o B R AN TR T MRS EET S ¥ —T7 a2 H v~ (IFN-y)
12X > T PD-L1 ORBENFHEI ., 8 L2 EEHKIC T 5 PD-L1 ORI LHE O
A EOMICEDOHBEBBERH S EOWME L H D (Sci Transl Med 2012: 28:
127ra37), & 512, PD-L1 Z @B S S23 AUMIIRIE, PURKR A CDS Btk T #ili
OGS ETE M2 )55 S 5 2%, L PD-L1 /KT PD-1 & PD-L1 L OfEEZAET D &
Z OIS EFEMENEIE T D Z LN RENTWD, %D Z LD PD-1/PD-1 U H > Rk
BT, DS AR AN IURURE S0 72 T AR & OBURE Z [T 2B F O —2 & LTE XD
ncTuna,

ARFNE, SR OFE R 6 PD-1 OffasME (PD-1 U 7 FREAHEIE) ITHA L.
PD-1 £ PD-1 U > REDREGEIET S Z LIk v BAPURE RN T ROk
(LR OB AR %t~ 2 MRS B TE M A R 3 5 2 & CTRefe M 2 PtiEEsh i 2~ 2
EMHER STV D,

IO OFEN S | AFNTEMEIEBE ) 2 Bl 2R EIc 20 55 Lo L HIfF S,
AR R A P B & LT BRI RRER & S U b e R OB R S vz,

AFNOVEFIHEFICHES B OREFUSIC & BRHERS N & &b, B UIETIC
B ARENED 85, AR OBG R OBGHIIL, BEOBERE D117, R 93
o BT AITIE, FEHL LIS GITIE U 72 M 7 itk & AR BR & Fe O PR & G L Ciid
G122 BRI 24T\ B D SERURIC K B BIFER 2 D D541, BB B R L
T A OB GO Y RINE 217 ) LERD B,



3. BRRE
RIBUIERASBE ) THA RS oD B il B s 0D A GRIF I AT 2 1T o 72 = 72 iR 3Bk o il &
ZT_“‘ng

[B2h]

e R Ak & U - [E B ILR AS TAH R (ONO-4538-03/CA209025 7ER)
MAEFAREER 263 2SS (T F=7 A=F=7 VI T =7,
I R=T ) TG TALTERRIERE & B E TV SRR 00 18 B A 2 R A i FE
821 5l (HANBE 63 Bl Gte, AKIEEA10 I, =_a U AZAFEALL B]) Z%6fBic, —
N Y AR ERE UCARAIS mg/kg & 2 B R CRFEFRNE L & S OFMMER OVZ S
PEERRE LTz, FEFMEEE Ch 2 2AEFHM (FRE [95%EHEXM] ) 1%, AFIEET
25.00 [21.75~NE"] B H, =0 U LAZARET 19.55 [17.64~23.06] T HTH Y, AHNx
TR U ARTHR URRHEIICE B IER 2R LTz (O — REE 0.73 [98.52%E 48 X [ -

0.57~0.93] . p=0.0018 [J&%HI log-rank #E] ) .

1.0
0_9_%‘6?3\. —A— AHIE

O INOYLRE

0.8
0.7

#® 0.6

¥ 0.5
$0.4—
0.3
0.2+
0.1
0.0-|,,|”|”|,,|”IHI,,I,,I”|”|”l

0 3 6 9 12 15 18 21 24 27 30 33
at riskZ A7FHIE (B)

AF|FF 410 389 359 337 305 275 213 139 73 29 3 0
INOYLZEF 411 366 324 287 265 241 187 115 61 20 2 O

0S O HEfiFEHTE D Kaplan-Meier Hi%




F7o. BARNEREN 63 i RAIEE 37 ], =X U AARE266)) ORAEFHRM (F
JE [95%EMEXE] ) 13, AFIFET 2737 [23.62~NE'] 7 H., =~ L AT NE

[NE'~NE'] 7 HThotz (NHF— FE1.50 [95%(EHEX : 0.49~4.54] )
* o HEERHE

1.0 =
0.9 ~

0.8 1 : e CEIE =+ G )

0.7 -

0.6 - —A— FEIEH
4 .
77 0.5 e IO LARS
ﬁm—
0.3
0.2
0.1+
R e e

0 3 & 9 12 15 18 21 24 27 30

at risk# £ (B)

AEIBE 37 37 36 35 35 34 24 16 8 4 0

I~NOYLAEE 26 26 24 24 24 24 20 15 8 3 0

HARANEFIZEIT S 0S OH[EfENTRFD Kaplan-Meier Hif3




[Ze 2]
R B A kR & U7 [E BRI B T AHRRER  (ONO-4538-03/CA20902575%)

B EFGUIARIERE 397/406 B (97.8%) . =11 U XA 386/397 il (97.2%) 258
L, 1RBRIE L DR RBIRN TR E T E WA EFEFRIIAIERE 319/406 # (78.6%) . —
N Y NARE349/397 ] (87.9%) (TR HILTZ, WT I ORETIHILED 5%LL EOE
EFHIZTERDOLEEBY TH-oT-,

WT OB TRBLRD 5% EORIfER

B B (%)
ﬁgj'gimﬁ RIRE =~ U LA
" 406 397 451
(MedDRA/J ver.18.0) 4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

2RIEA 319 (78.6) 76 (18.7) 0 349 (87.9) 145 (36.5) 2(0.5)
MEE LY v RbEE

2 1fn. 32(7.9) 7(1.7) 0 94 (23.7) 31 (7.8) 0
P 3 IARE

FOR R RE AR P 24 (5.9) 1(0.2) 0 2 (0.5) 0 0
A ks

R 24 (5.9) 1(0.2) 0 21(5.3) 0 0

T 50 (12.3) 5(1.2) 0 84 (21.2) 5(1.3) 0

BTN 57 (14.0) 1(0.2) 0 66 (16.6) 3(0.8) 0

A% 8 (2.0) 0 0 117 (29.5) 17 (4.3) 0

Mg - 24 (5.9) 0 0 36 (9.1) 1(0.3) 0
—% - BHEFR L OGN OREE

9 18 (4.4) 1(0.2) 0 33(8.3) 7 (1.8) 0

957 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

I D JE 112.7) 0 0 75 (18.9) 12 (3.0) 0

A PN 17 (4.2) 0 0 56 (14.1) 2 (0.5) 0

TFEEN 34 (8.4) 0 0 37 (9.3) 2(0.5) 0
R IR AR A

M= L 25 o— LN 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

m 7 V7 F =8N 27 (6.7) 1(0.2) 0 33 (8.3) 0 0

IR E D 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
Rt L O RS

3L AT o —/ LI 2(0.5) 0 0 29 (7.3) 0 0

e I 9(2.2) 5(1.2) 0 46 (11.6) 15 (3.8) 0

m Y 7YY RifE 5(1.2) 0 0 64 (16.1) 20 (5.0) 0

BARBGR 48 (11.8) 2(0.5) 0 82 (20.7) 4 (1.0) 0
T E R SR ES L ONE ARk E

RAHR 27(6.7) 1(0.2) 0 14 (3.5) 0 0

3 P9 23(5.7) 0 0 5(1.3) 0 0
PR

USCE Yo 11 (2.7) 0 0 51 (12.8) 0 0

ISP 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
LR E N TS SR N s

DAL 36 (8.9) 0 0 77 (19.4) 0 0

IR 0 [ 30 (7.4) 3(0.7) 0 51 (12.8) 2(0.5) 0

S, 3(0.7) 0 0 41(10.3) 0 0

Jitifig 2% 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
B KO Pk

SUERRBLIE 12 (3.0) 0 0 20 (5.0) 0 0

B R 26 (6.4) 0 0 33 (8.3) 0 0

FEE - BRI AR SRR 4(1.0) 0 0 22 (5.5) 0 0

& D FEIE 57 (14.0) 0 0 39(9.8) 0 0

5 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0




7pde. MVEMERTERE 19 B (4.7%) gk 161 (0.2%) . BB RUAEAE 56 1] (13.8%) |
KRGS - EEED T 10 1] (2.5%) | 1 BUFEFRIA 1 61 (0.2%)  IFRERERE 1 46 1] (11.3%) |
2 161 (0.2%) . HUIRIRBERERES 34 ] (8.4%) . PHARMETE 5541 (13.5%) . Eikne
fEs (PROME FVELPER 22 55) 28 191] (6.9%) . Il FEREFETE 6 5 (1.5%) . infusion reaction
21 5l (52%) . EEDKRERE 4 6§ (1.0%) . FEARERDE 2 #] (0.5%) . % 1
B (0.2%) KOS E SR 16 (0.2%) TRO LN, £, EEMBEIE, DK,
S M IR PESRBER . iM% SRR K OV IR AR ZERRSE 1 TR0 D B hr o Tz,



4. HEERIZDOWT
AR E LTl HBGERE (AT AL N TS Z enh, HEHAE L #EY)
(2520 T & % ik T%éﬂ%ﬂ%é ZD kT, $ﬁ@&5@@@&%%%%% e
L. AFIOEH I X 0 BEEZREWER 238 LI-BRICHIGT 5 2 ERNE e, LIFO
®~@®¢&T%ﬁt¢Mm_kwfﬁ%ﬁéméﬁaéo

O MERRIZOWVT

D1 FiEo (1) ~ 5) OWPTHMNITHEYTIHME THHILE,

(1) BEAETBREDEET D03 V2 REEEILSIRPE S (BRE IR S A2 HEIL RUw P
M A A RSB ML SRS, MUY AU BHRIERE 7R &) (PR 28 4F 10 A 1 HIREA
427 fiEg%)

(2) HrTHERERBE CERL 28 459 H 1 BN © 84 fiigk

(3) HARENTIREN TG E T 2 03 U2 REEERRT (73 A2 HER TEIRPT, 05 A2
W 719PBE, 23 ARSI EEHERE R 72 &)

(4) S RAbPEIEE AR E L, %%m%ﬁﬁm%1Xi%%m%ﬁﬁm%2@m L
IR DR Z T > TV D lEeR (CEAK27 47 A 1 AR - %mm >

(5) #ﬁrﬂ%ﬁﬁmﬁﬁf?&ﬂu*ﬁmm RILYEAR D R & 1T > TV AR (CERR 27 48 7
H 1 BFEA ;1284 fitigk)

D-2 B Db FEE K ORI - FEBURE O XG53 22 Fnitk & #RBR 2 RO Al (T
KOWTNNITEE T HER) 25, SE2RBOAFNCET 2R OBEH & L TEE
ENTNHZ L,

*

o [ERNEFFEISH 2 FEOPIINHE 2 T L7212 SHLLED D AR D BEIRMHE 21T
STWAHZ L, 96, 2L EIF. BAEMEEEZ £ & LRSS ONHE 217
STWbHZ &,

o [ERNFFEUGE 2 FOWIINHE 28 T L7212 12 4 S LL_EOWREREL =D i R HE %
1ToTHBY, 256, 2L, BHREE O AR 2 & Te D AR O g KRBT
ExEIToTNBEZ L,

@ BENOEFEKMFRERDEHIZONT

= 3K %%ﬁﬁﬁ IHERET D EEEDNEE S, JEREEN O OERE N, Aok - 24
PEEESRLAE RO S B OERISEIC T 2 EHIEth, BEFENRE LIGAOMmEE
w. % ﬁ%ﬂ_ﬁbhéwﬁﬂﬁofwézko




® BUEA~ORRRIZ2ONT

@-1 HERHHIZ BT 5 B

VBTN RS D TEAS A B A 2362 LI, 24 IRRIRSIR IR0 F L 2Ll i
AR50 T L REL L BRI U CABRE LR O CT S ORIEA OB 4B
IR ORI E A I B, EHICKHS ATRE AR KT 238 > T\ 5 Z &y

@2 BEEHFFIC L H5AEFLMICET 2 EMS

ARSI D 2 P 2 G O RE A BT 2 BRI FEDEIERHTE=4 ) > 7%
GOTTIRDORA 7 V) —= 0 T 2TV EIRIE & EHRE ILA TE 5T — L EFRRH D3 H
ENTWVWDZ &, B, BIHAHIZOWT, DABRE EZOFRICHSITEmESinTn
5HZ L,

@-3 RIFEA OZKr=CHIZBI LT

RIER (REMERMZERION A, EEMBEILE, OfK, ik, BBHRMAE, KX,
EEO TR, 1 ANERE, IR, FURIREEREIRE S, MRS, BEE (Bre -
JRANE FEMER K2 Ete) RIS, Mo, EEORERE, #RMeIERSE, infusion
reaction, oI ME ML/ NI IBD PESEBERS (ITP) 5 D6y RO, IR gt DS (0
Al « RAR - DEMEAMUHES) . ' maE) (2xF LT, Yazhiax ITarBrEpR
B D ELFME 2 A3 D R &l LU (BIEH O 20Xt B L THRE R OSSR 2% 1T
DNAFRMEICHHZ &), EHICHEY)RMLENTE HERFINESTND Z L,



5. BEXRLBRDIBE
[‘ZZeMic B4 5 F1E]

D FRATHEY T 2 BFITONTIIAF O 5

F oA AN
AHN DRI

@

AR

P R AN

LENTWAZ Enbg, BHEA2TT

st LisBUE O BRI D & 5 B3

TBIERTOFHIIZ B W T R Y T D BE IOV TIE, AR OB ST HERE X u7g

D, ALOTRIEERE A L2 NGEEIZIRY | HEICKAZEHNT L2 L 2B ETE D,

JBT Bl

° =57

i £ A A C ]

FOMIZRIETEEALNH B D B

oo EBE

SRl tlE Sh PR o) |

FEVERR B OB IFEUIBERE O & 5 BE
D B FE M ONE B D U A i 2 <0 Sk G

P2

B AR BOE0E, UTBMER A L ITHEFREMO A SR B DR D

Karnofsky Performance Status 70%Ai; " o> g

O TROBEIZBWTAADOAMENBEES LTV D,

A e

0 BT AP 2 T B HEIERA (7% F =T, A=F=F, VT
=27 R R=TE) AT LRI A A A IR

(T

@ FRICHEYT BB IR B AFI O 5 I OB SISV T i, AR DB RS
ML SNTHBLT, AAOEEHEE R DR,

o IERMHBNETRTE.

(D Karnofsky Performance Status (PS)

EFRERIBRE D BE ROV A A WF OB OIRREZ AT 5 B,

L OFUEMERELA] (A1 oA SRR ET) L OB,

Score ER
100 IEH, RABICHT 2 BB OFFR 2372\, BRERAER 72 L,
EF OTEEMATHE, FRBIR BN LI\, 90 BWEEFIERITH 528, IEFIRE I HE
80 NV ERERIERR S D03, ) U CER OIFB Al RE
AN = < N A 7y . -
Gl 5T LR, BECAETE T, | 0 | AHAOURETCE S EROEE - TS <
N PP Ch%: 0 [ plcumh ERCE o0, £& PEADIEE
° 50 IR EEE LI FEER L OEN 2RI T AN
40 B3, EORERS L OEESLE
HoBEYOZLEHSTTE RV, fiixd s 30 L ENTT, ABERSMETZILI LEE - TZeny
IR DF#E L MEDFEELVNELT 5, TR 20 FEWNCEIE, ABENME TR AR BN LB
NARICHEIT L CW A ATREMED B 5, 10 FEHINE > TN D
0 B

10




6. BEIZELTHETREEFHE
O WACEFITNZ ., BOEREER DT 2 BRI D & AR O et J ONE IEfE

H O DI MBI fE W B L T AT 52 &,

@ RIS, BB XIXEDORIRICA ML EBEEZ o L, FREZS

Thbo&ETLHZ L,

@ EREMWEHO~R YA MZHONT

o [MEMMERNH LN ZENHHDT, KADOEGIZHT > TIE, BKRE
M (PRI REE, nmk, FEENE) ORER L O X MiRd O LM%, Bigx 1+
2179 2 &, Fo, BEIDSUTHEE CT, MG~ —h —%50RE%L EiT 5
Z &,

o ARFIOEHIXEED infusion reaction (I 2 CTEARFZ XL D TX 5%
i ZAT > 72 EChs 2 2 &, £72.2 B B LA OARA|# 5-KF 1T infusion reaction
NHHONDZ L bHDDT, KFERE P R OAFIE G THIT A Z A
VEPET 5%, BEOWREEZ BT 52 L, 708, infusion reaction &
FHL LG A IR, 2 TOMEE L ORI TERICEIE T 5 £ TRE Z 085
T5HZ L,

o HURERBEREFEE N H LoD Z L3 d 5 D T, KHIOF5-BRLERT M O 5111
HUIEMA IS R RERR AL (TSH., 7 T3, 5 T4 FOME) £S5
&,

o AKAOEFIZLY | BEORERISITERK T 5D &F 2 B Dk A IR B RE
DHLOLNDZENHD, BFENPROOLNTEAEIIL, BELLEZFRIIS L
B 72 5k & RRER 2 e R Rl &g U Cl bl e BRI W 21TV il o
FOGIT X 2 EWER 2N B0 2355 121E, ARFIORFES TP IE | K OFEIE BB R
NEHOBRGEEZBET L2 L, 2B, BIBEKERVEOREICLYEIE
R OYCEEDRFRD BN WIGEIZIL, B BB R /VE LSO Sz il Al o BN
HLEET D,

o BHEKTH., BOAMMNOEI ARRE LT ORIERNEIT L2230 5720,
AR OBEHETHIZ S RWEH ORI 2R T D,

o IHEUBEIRIE (BE 1 BUNEIRF A5 Te) bbb, BERBEMES FT7 Y F—3 X
ICED T ENDHLOT, NG, Bl IRIESEOIER O FEBLC M BEHED 72+
SEETLZ L, VEERFEN OIS EICII &G eIl AR 8
H O ORMYI R EZ1TH 2 &,

@ AHIOERRERIZIBN T, FERG D 1M 8 B Z & ITAIEDRHE 21T -

TW2Z & E2BEIT, ARG FIEHRCEBRE COROMEREZITO Z &,

()



