RBEHAEET A KA
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(BR5E4 : A7V — R EMBE 20 mg, 7V —RNEHEFHE 100 mg, 7V —
N R ERE 240 mg)
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1. iIIUHI

EELOFHE - ZERMEOHEROTZDIZIE, U SIEFICE SO #@E2RFEH SRS
BND, EHIC, EEORFRFOEAIC LY | FURERS 2 © OFHE 72 # L 7E%
FEFELDEARINDIF T, INOOERMLZEICLERBEICRMT 5 Z & RO
ML 7o TRV RIEMBGES & EDOEARSTE# 2016 CERL 28 4 6 A 2 HMERIRE)
IZBWTH, EHMERLEOFEAORBEIHEEZXD Z L ST,

BrREAMFERMLT, BEEASRZRET 0 7 7 A ADBEFOERS LB 5 MR
BRHZENDD, O, AIMERONZEEICET HERD+EET L £ TOM,
UHEFMOBELZBRSZIT 52 EnMfFSNIBEFIC LTERT S & & bic, BIfE
FANRFHL L BRI E 23t n 2 & D 2 & AR 72— E O BF % fiii 7 3 R RS CfE A
THLZENEETHD,

L7eioT, AL RTA 2Tl FRBHECZNE TICB LT D R -
R RIS & | LUT OB O Boli 726 2 a5 D8R D LB R B, BX
HFROEEEEE T,

I, ABAA BT A 0%, MSIATBOENEEL EFERG O, ARtEEARAR
BRI P, — Rt EE AN B ARBRAR AR ES R O—RAAEMEAN B ARLRF2 O %10
& EERL LT,

KfG L I D ERE AT VR AEERE 20mg, A U — R EEEE 100mg, A7
— R EEE 240 mg (— %4 - =RV~ T (EEFEEEZ))

REEROPEIDE « FFESUTEEMEO HHAYR Y XU LN

REERDRERVHE  ®H . RAIZ=RL~7 (EETFHEIEZ) & LT, 18 240mg
Z 2 BN CREEET 2,

Bl B GE ¥ F NEFEMS T EKRLSH




2. AR, 1EREF

A7 — R EIEERE 20 mg, R ATEFRHE 100 mg & O\ELEEEE 240 mg (—i%k4% 1 =
A~ 7 (BEEEBEZ), DT, TRAL &vo,) 1d, MRS TERASEE 2 &
Ly 7 2%t BT YUZARL - ~vA¥—X 2747 (BMS) ) 23B% L7~ + PD-1
(Programmed cell death-1) {Zxf3 5 & Nl 1gG4 &/ 7 v —F LHKTH 5,

PD-1 1%, &M L L72 Y "8k (T MifE, BMRAK OV F 2 7% 7 —T flifa) KOE
BERAARIC BT 5 CD28 7 7 X U — (T MR OTEME(L 2 iBIIICIE & BICHIE 35 4
FH) ICBT2ZAEETH D, PD-1 IFHURRHIIZFHET 2 PD-1 U K (PD-LI1
FKONPD-L2) EfEA L. U SERICHEINES 7L B RE L TV o S BROE MR RE %
BIZFHEI L TW5, PD-1 U H v FIIFURR MRS B N OFR & 22 IR I C 8 B
LTHY, BEHEBREEEE)OUIRLIEGHEMKIZI TS PD-L1 OFREL L ik DAESF
M & ORICEOMBIRERN S 5 = L n@dE S Tuv%  (Cancer 2010; 116: 1757-66) ,
Fo EHERAREEE CIEBRE T MRS EAT S ¥ —7 a2~ (IFN-y)
\Z& > T PD-L1 OFRBENFE SN, 68 L EBHERICK T 5 PD-L1 OB Lfitko
AR & ORNCIEOHEBRERN & 5 L O & 5 (Sci Transl Med 2012; 28: 127-37)
X512, PD-L1 Z3RHIRHA SN M, PURMRA CDS 5 T MilaoiifasE
TEM 2 EE9 S 528, L PD-L1 HfAT PD-1 & PD-L1 & OfEAZAET D &L DM
BEEEDEET L Z LR ENTND, FEDIZ LD PD-1/PD-1 U U > FEERIE, 23
AR TR RAYZR T MR O OWEBEFEZEREET SHFO—2 L LTEX LT
5o

AFNL, FEERERORE RN S PD-1 OfMIaSMER (PD-1 U # o REEEREIR) IZREE L.
PD-1 & PD-1 VAV REDEEEHET I LICLY ., BDAFURBERENZ T Miaoik
PEAL R O AR 33 2 MRS BTG 2 iR 35 2 & CREGR e PB4 /R 9
ZEDPHER ST VD,

INDOMEAND | RANTEMER AT 2 B2 RIGEEICRVEDL O LIRS,
AR Y X U L ONEBRE RIS L LR RBR A EiE L, Ao, REMROAR
PV TR S Tz,

AENIOERBEFIZ D BEOREFIGIZ L 2BERER & b o, BEXIILTIZ
EOWREMDN 55, ARIOREGEF R OEERIZIL, BEOBEL DTV, BEDNR
D HNTHEITIE, BH L ICERIIS CroB MR 2k & iR 2 R oEA &#dE L
G782 ATV IBE ORERIGIZ L DBHER S SO 25821, BIBRERV
T RO EEDBEY)RALE 21T 5 MEDR D D,



3. BRREE
BREIIEEEOE AR X U VRO AR GG 2 1T - 72 E 72 B R FRER O
D% -t

(B 2]
O ENE DR (ONO-4538-15 FHER)

HFEEMSBMARBELE YT LY Ry ~T XN Fr GBaHEfz) CLF, 71
YR LD ) ITHERPIMESUIATHE O B3 SUTEHREO H AR % U v
fE#£E (ECOG Performance Status 0 X OV 1) 17 il & 82, AH| 3 mg/kg % 2 1 [H
b CAEERE Lo, EEFMER TH 2 FDFE (SET IWG criteria (2007) (22D < sk
HEIZ K D complete remission (LA, TCRJ &9, ) XiZ partial remission (UL, TPR]
LWV 9 ,) DEIE) 1X 75.0% (95%EFEXME : 47.6~92.7%) Th-o7-, I, FRNIK
EL7=BEIL 20.0% TH -T2,

@ WA E TR (CA209205 3B%) (Lancet Oncol 2016; 17: 1283-94)

B F & M EIITRIC T L oY o~ 72 L DIRE A% -5 UL EE
OEMER Y ) VoNERE (27— b B, ECOG Performance Status 0 2 T8 1) 80 il
ZRPIT, A3 mg/kg & 2 MMM CARREEE L, EEFMMIER THOHRZE (W
FT IWG criteria (2007) (23S < HFHHEIZ L D CR UL PR OEIE) 13 66.3% (95%(F
FEIXM : 54.8~76.4%) Tholz, 7ok, FEANIRE L-BEIL 20.0%TH -7,

[Z &%)
O ENZFE DR (ONO-4538-15 RER)
BEFERIIEONRD b1, KA E ORREBERPEE TERVWEEFL L 2HIZED
b, FEEEN 5% LORIERIZTRO LB ThoTo,
#1 BEEN5%UEORIER (ONO-4538-15 B  (REMMTRER)

B BIRHE BiE (%)

N 17 1

(MedDRA/J ver.18.1) 4> Grade Grade3-4  Grade 5

2RIEH 17(100.0)  2(11.8) 0
MEFR LY REE

=il 1(5.9) 1(5.9) 0

U SERBUDE 1(5.9) 1(5.9) 0
Hi XUk s

BT 1(5.9) 0 0
R A s

FR IR RE A T 3(17.6) 0 0
B I E

il-2r 1(5.9) 0 0

1550 1(5.9) 0 0

T 1(5.9) 0 0



e PN B (%)

FEARGE 17 5
(MedDRA/J ver.18.1) 4> Grade  Grade 3-4  Grade 5
T Bk 1(5.9) 0 0

G 1(5.9) 0 0
— % - REEER X OS5 ORRE

it 2(11.8) 0 0

bas s e AT 1(5.9) 0 0

ek 2(11.8) 0 0

FEEN 7 (41.2) 0 0

ARG 1(5.9) 0 0
RRYSIER K OV HhUE

IR 1(5.9) 0 0

Jiti 5% 1(5.9) 0 0
BE, BEB L OWEASGHE

A D KR 1(5.9) 0 0
AR R A

FFREREfR A 2 5 1(5.9) 0 0

s MRE R 1(5.9) 0 0

{REHM 1(5.9) 0 0

i R 1(5.9) 0 0
R L OvseskEE

KAV U AlffE 1(5.9) 0 0

KT Y ¥ A fE 1(5.9) 1(5.9) 0

FARIR 1(5.9) 0 0
E R B L O A Rk EE

RA& 1(5.9) 0 0

R TR 1(5.9) 0 0

ik 2(11.8) 0 0
TR E

FEIMED E U 1(5.9) 0 0

IEprA 1(5.9) 0 0

KM=z —m RF— 1(5.9) 0 0
MR, MEhEs X OWEhmREs

R T R 1(5.9) 1(5.9) 0

FREDORIE 1(5.9) 0 0
R R X OV THLRREE

B E 1(5.9) 0 0

F2 I SE N 1(5.9) 0 0

SYEAR B 2% 1(5.9) 0 0

9 EENE 5(29.4) 0 0

5 4(23.5) 0 0

¥, EVEMERERE 1B (5.9%) . BEEGHBARE/ X A ~F—2 6] (11.8%) . KEFXK -
BEEOTH 1 F (5.9%) . IFEERERESE 1 1 (5.9%) . FREERERES 3 61 (17.6%) .
TR FESE 3 5] (17.6%) K O infusion reaction 1 7] (5.9%) 3F@OLNT-, Fi=. EIEMH
HAE, OFR, Figk. 1 BUBERIS. St MRS YESREER . TR, BEREREE.
BIBREE, MK - BEER, EEOKEEE., FIRMEERE, TEAEERES, PEXK
VDS EIERITRD b2 oo, REWEARBERNIIBAEESR BABREERE 45
) ZEUEHERETT,



© WA E TR (CA209205 #5R)

BEFSIL 238/243 fil (97.9%) (3O HiL, AH L ORBEBEENEETERNEE
FE5T 185/243 i (76.1%) (ZFBD B vz, FEEEN 5% LORBERIITERDO LEBY T
HoT,

£2 RBERY 5% EDORIER (CA209205 38k (All Treated Subjects)

22 B BRI BE (%)

FEAGE 243 {4l

(MedDRA/J ver.18.1) 4= Grade  Grade 3-4  Grade 5

2REIVEMH 185(76.1)  48(19.8) 0
Mmgds LY >R kEE

I BRI 13 (5.3) 6 (2.5) 0
Wi

PR IR REA T E 14 (5.8) 0 0
B IGhEE

R IR 14 (5.8) 2(0.8) 0

T 34 (14.0) 2(0.8) 0

L 24 (9.9) 0 0

i 19(7.8) 1(0.4) 0
— % - 2FEER X OG0 REE

i 50 (20.6) 2(0.8) 0

FEEL 21(8.6) 0 0
BE, PEB L OWLEA HE

HENTHE D RS 33 (13.6) 1(0.4) 0
AR R AT

ALT #gn 13 (5.3) 7(2.9) 0

AST #1 14 (5.8) 5(2.1) 0

U —EHEN 14 (5.8) 9(3.7) 0
B R RIS & OV SRR

A 19 (7.8) 0 0
TR IEE

SR 14 (5.8) 0 0
R 3 KOV TRk S

9 EENE 21(8.6) 0 0

R15 28 (11.5) 2(0.8) 0

k. MVEMERRE 15 81 (6.2%) . BERUHRARIE/ X A/ F—19 il (7.8%) . KI5
K -BHEOTHI 6B (2.5%) . FFHERERESE 22 il (9.1%) . FF& 5B (2.1%) . FRER
HEREFEE 28 5] (11.5%) . FFRFEE 40 Al (16.5%) . BEHERERESE 4 61 (1.6%) . MKk -
BEREZ 1 6511 (0.4%) . EEOKEREE 3 6 (1.2%) . FEikmeZERE 161 (0.4%) .
infusion reaction 38 ¥ (15.6%) . MEXK 2 5l (0.8%) KOS E IR 2 ] (0.8%) 737
bivlc, E£io. EEMENE, DK, Fik. | BUERFE . LM MR SR BER |
B REE R N T RAEIEREE IR Do T, REWEARBERIIIBEESES (R
BEMERERELET) 2E0EHHRE T,



[k - HE]

KR OBEREYERRES L ZRA LY I 2L —2 a2k, AH 3 mgke (&
H) XIE240 mg & 2 BN TG LIZBROARAIO MG HIRENRE Sz, £OR
R ORHKI240 mg #HE LIEBEOBREEIL, AF 3 mgkg &5 LI BEOBRE R & i
LCHELZRTETRISNIZEOD, BARABEICSWTCAEENERINL TV A
% AR (10mgke % 2 BREMRCRE) CTAAIZRE L-BEORER L g L CKE
ot TS (FR), MA T, BROBIEIZIBIT 57 —ZICES & A 3 mg/kg
(fKE) X240 mg z 2 HEMERR CHEE L-BEORF OREE & & BTt &
OBE A R T 2BBELIEE T ANMEE S, YEBEEIC OV TREIMT bz fE R,
EFROAE - AROM TEMER R 2SI ZR TV E TRl SN,

£3 FEOEKMBIHE T A —H

Fﬁff . )EHE Cmax Cmind14 Cavgdl4 Cmax,ss Cmin,ss Cavg,ss
= (ng/mL) (ng/mL) (ng/mL) (pg/mL) (pg/mL) (ng/mL)
3 ma/ke Q2W 516 16.6 243 113 62.1 776
me/ke (35.2,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 34.1 159 878 109
240mg Q2W 1511 103) | (152.34.6) | (25.1.47.8) | (102.254) | (41.5.158) | (62.1.187)
191 613 90.8 398 217 278
10mefkg Q2W | (147 919) | (512.792) | (79.0. 114) | (331.532) | (184.313) | (237.386)

Epg:\"'fﬁ (5%1‘%:, 95%;‘3‘?‘1) N Q2W : 25@'5'5%?5‘5”3%\ Cinax : ?ﬂlﬁl&ﬁ-?ﬁ@%%m%*{%fi\ Chind14 : ?‘ﬂ@&’é‘fﬁl“
El E &:}3 ﬂTZ)HE%ﬁJ]']l%q:‘/&%E\ Cavgdl4 : @@EE‘?&]“ El E if@slzi@[ﬁlﬁﬁﬁpﬂi%g\ Cmax,ss : Hﬁﬁﬂﬁ%ﬁd‘%ﬂ:js
T DR MiE TR, Caminss 1 EHARIBICI T 2 RARMIFE TR, Cavess 1 EHARIEIZIS T 2 A MLIE T
TREE



4. HERRIZOWT

ARBEME L CTHRARERE (265 PEEohTnd 2 &b, YRt s2E
UNCETE DR THHMLENDH D, O LT, REIOEENEY) 2 B3 220 - 45
E L, RAIOEEIZL Y BEERBIERZEE LEICHIET 5 2 ERNERTD, LT
OO~BDFT RN TEHMILTHEICBWTERTLHXETH S,

O HERRIZOWT

DO-1 T (1) ~ B) OWVWTNMNITEYT IR THDLZ L,

(1) EAEFBRENSIEET D03 ABFEEILS RS ERE R A BRERERL S F.
HidE 23 A RSB ML SRR . USRS VR &) (BFIoeE 7 A 1 BREA : 436
%)

Q) HErsEEmbE (CER 3144 B 1 BEAS @ 86 filigk)

(3) HBEMFRINFNIEET 20 ABFEERPT (DS AREEETEERPbT. 2 ARHEE
W 19FBE. DS A IR HEE R 7R &)

(4) IRALFBRIEEZRE L, S EREINE | USSR SEREINE 2 Ok 5
AR DR 2T > TV DhEER (AL 304 7 A 1 IR 2516 sk

(5) PUEMEREBAINL S & EINE OMisk EEI R D mH 21T > TV 2 hEs% (FRL 30 4 7
H 1 BEEE 1297 fEgR

O-2 HHAYR DX U o EOALEEE R ORIVERA B OG5 22k & 7%
BRaFFOEM (TROWTNNIEE T LHEM) 25, G%2FEFOARFNIZET 5inE D
BEFLLTRESh TS Z &,

®

o  ERGIFEEEL 2 FEOPHMHEAET LI2%IC 5 FELLEDOR AVIBRDEERTHE %
fTHoTWBZ e, 96, 2FEU B, BAEYEELZ L LIZBEREEZOWE L
IToTWVWBH I L,

o  [EEMRIFESHE 2 FEOPHANHEZIET L7-%IC 4 UL EOBRERBREZE L T\ D
Z &, 96, 3EDEIL, EMEREMEEE O AEYIEEZ & IR R MR OMHE
EIToTWbH T &,

@ BEHNOEEMBFEREBROERIZOVNT

EELERERICEET L2EEEDNEE S, BEAENOOFRED, A - %
EMEEZOFEROEGERK CEMEICHT 2 ERIEME, AFEFLBRE LILGE0WE
(W, ERHENITON D EHINESTWDL Z L,




® BIER~DRIZ2ONT
®-1 fEak B8+ 2 EH

MR BEOEELRBIERNRAE LIZBRIZ, 24 BEZEREH O T, Y%k X
TEEREER 123N T L EWERICE U CAREE KL O CT Z0EIVER ORI
ERBREORK RN Y BHIZEOGI, BEOICKHISFRRRERNESTND Z &,

Q-2 BERUEFEIZLDAEFEISICET HE S

N ATIRIZIE D D BB M O EE A A T 2 ERIEEEVEERT=2 Y 7
EEDITEROAT V== T ETVERE L F#RZ2 A TE 5T — AEREHIHE
I TnDZ e, ek, BREFICOWT, DABE LZOFHEICHSIZEAMENT
WhHIZ &,

®-3 BHWEADZWr-ox R IZBE L T

BIVER (FYEMERRECINZ  EEMEDE, DK, Bk, BHRRARE., KIBXK.
INIESE, BEO TR, | BBERAE, RS, ITHREREE. IFsk. mLMEREE 78, FRIR
PREEMEE . TRAERERES, HiREE, BEE (B1re - REEHREEBERZ ).
RIS, Mk, EEORERE, FIRMLZERIE, infusion reaction, HE 722 MRS,
MmERE AR, Mz, B BEORERIS. W REE. LEES (ODEME - &
Ak« OEMEEISMTHES) . BN, EILE) IO L T, Bk LT BEEREE O
HMEAH T D ER & EEE L (BHEROZEORISICE L THRER S22 T 6D
FFECHDHZ L), EDICHEILRLENTE HEHPIES>TNDZ L,



5. REXMKLRLEE
[(FHzhPE B % ]
O BERE&EM#SMEBHEE N7 Loy o~ ZITRPUE U R A O B5% T EE T
DEBEYR V) UEBREIZB WD TARAIOFIEN RS TV D,

@ TRICHZET 2BEISHT D2AFN O G R OERITEIZOWTIE, ARIOF R
PHESL SN TR LT, AAIOTERR LR LR,
o ALFERERIGROBE
o MOTUEMEEA L L TRESh o BE

(&I BE 4 2 FE]
O TFTRICEYTILIERFICOVWTIEHAFIOBREENER L SN TWDHZ b, HE5E1T
bz &
o AREIORIITHR LBBUEOBEERED & % BE

@ RERTOFMICIB VT TRRICEE T 2 BE IOV TIE, AHORGIFHEES LR

D, MOTEFEIRE DS R WEEIZRY | BRICARZERT 5L 2BETE D,

o MEMMERBROGHIITEEDOH L BE

o JAEE(GSEE THER 250 D BE K OTEBME O U BRI S0 R G it 7%
FEORIZRIENRLN DD BE

o HOREBEROAOE, XHEMERE L IXERMEO B O E R OBEERED
oo BE

o JEsBHERE (EmEMRBEREZ ET) Ob D EE

o FERORYSUIBEEAEET L BE

*  ECOG Performance Status 3-4 " & &

(D ECOG @ Performance Status (PS)

Score E#H

0 | &<{MERIEETE S, BHATL[FE LR EAERIHRZR AT D,

PRIEBIZI LUVEBNTHIIR S 225, BITRIRE T, BIEECEE > TOMEEITIT) LN TE D,
Bl RS, EE R

RONTZHSOEHEDEY DZ L LTE2RN, BHREO 50%LL EE2 Xy R+l Id,

=W

ELENT RV, BAOHOED OZ L TERY, BRIy K+ Id,

10

BATRIRE CH A OH ORI O Z L33 X CTRREEAEREIL TE 20, B O 50%LL B~y RACil 2,




6. BEIZBELTEETREHIE

O WMICEZHIOMZ , BUEIRFEEE DR 5 GRS & RA O Fei K O B
AOTDICHERERE HICHERE L CHBERT L Z &,

© VREBRRLAICES D, BEXIEOFBICHEDER OERELZ +o3A L, REZ G
TrbEhET5 L,

@ EREWERO~YRT AL MIONT

MEMEMEER D LoD Z ENRHDHDT, KFNOEGIZHT--> T, BHRE
W (RRUR RIEE, ik, FEEE) OMERK UM X HREoEME, BlEr+59
AT 2k, Flo, BEISUTHE CT, MiF~— W —F0BEZEHT S
&,

AR O EILEE O infusion reaction (Zfif 2. CTEARRC SR %InD T 5%
BaAT -7 L TRRRET 5 2 & £72.2 B B UIBE O A1 5-FFIZ infusion reaction
NHOLONDZEHHLDT, KEEH R OAFERGETHIT AL 2 A
YERET 5%, BEOREBL+SICBIETH 2 L, 70, infusion reaction &
FHLICGE I, 2 TOBERERDFERIZEIE T L £ CEE 08145
T5HT L,

R REIESE . TEAEERESZRVRIBEENH OO Z E0NHHD T,
AFN O 5B iaRT & O G- I EBIRIC N5 WERERR & (TSH., 78§ T3,
WERE T4, ACTH, IF =aLF Y —VEORIE) 2FET 5 &,
AFNOBEIT LY | WEORERIGTERT 5 L& X b Dk~ RREHE
DHOLLNDLZENDD, BEVNROONTHEITIL, BELIEFRIIS U
BFHRY 72 05k & 1RBR 2 e [EAT & U CEUI R ATV, IR E O E
FOSIZ X 2 RWER D SO DHE TR, AR OKRIEIH I, RORIBRE R
NECRIOBREEEZESTHZ L, B, BIBRER VT OREIZLDEIE
R OUEENRFRD HIRWIEEIZIL, BB RE R VE DSOS Fl OB
HLEETLHZ L,

BEAAE TR, BOERN O ARE L T LEWERDBRBER T2 nbH 57290,
AENOBRGETHZIZOEWER ORI+ ITEETHZ &,

| BUBERRIE (BIE | BUFER B 2 & 1e) Wb bbiv, HERFEES 7V F—T X
WCEDHTENRHLHOT, A, B, EEFOIEROFEHECMAEED EFIZ+
FEETLHZ L, | BEERBNEON-GEICITRGEEFIEL, A2 ) H
R OHE5ZEDOBEE R LEEITH Z &,

@ AR OEERRABRICBWNT, BEREGE)D 6 7 ALINIZ 8 BRI Z Lic. ZHUEIT.
BEBEND 1 EMETIT12BM I L ICHEIMEOFMEZIT-> T2 & E25E,
AR EHILEMMICEBRE CHROMIBEITO 2 &,

11



