I FHHEE T A KT A4
=R~ 7 (Eila i z)

(W52 = 77 O —RERHE 20 mg, 77 O — RS HE 100 mg, 72—
T EE 240 mg)

~HHAER YR Y Lo~

ERk 2 944 H (BFIoTAE 6 A iGT)
JEA G5 8
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1. 1ZILC®HIZ

IO - LEVEOHER DT DIZ1T, B SCEFICE SV o B A A R
BND, 6T, IEOREREMOMESRIZ LY, FUKEIRS 72 & OHH 72 3 1E A%
FPEISMPARINDH T, 2RO OERMZ BICLERBE RIS 25 2 & BB O
AL 2o TR REMBGE R & SO AT #2016 CEAL 28 45 6 A 2 H BIFERE)
IZHRNWTH, FHNEEREOHEAOREIHELZHND Z L &SN TWnD,

BORVERMFESR L, KEIEASCL 2T 0 7 7 A AVDBBEFEOEIRS & DI
MHZENBDH, ZDH, AINERONLZEMEICET HIERNHERT 5 £ TORM,
WHERLOBEEE T D2 ERPR SN BEICRH U THEMAT S & &b, BIE
DI BRI i % & D 2 & WS AHE e — T O B %4 7= 9 R R BE < i
THZENREETHD,

L7ei3o T, KHA RTA4 Tl BIREES N E TITHE LTV D EFEIRER -
BRI RN S-S & | DL O RIS O S 7o 8 2 HEE T 2 8L b MBS0k B %
FROEEFREE =T,

BRI, ARIA BT A 0%, MSIATBOE N ESE G ERE AR O, A EEANRAR
BRI s . —MRAERE N B ARER IR NRHE 2 M OV N B AR IR 5 O W 1) D
b EERL LT,

KGL IR BEIRSG - AR R ERE 20mg, AT Y — R AL 100mg, A
— R EREE 240 mg (— R4 =R~ T (B Z))

REERDPEIAR R SUTEIREO H MR % U R fE

HELRAMERONE @, RAICIZ=RL~7 GG/ Z) & LT, 118 240mg
% 2 ARG CAREHET 5,

fxE IR 9C ¥ F NI TS




2. KRHIOFHE, 1ERET

7 — AR S ERE 20 mg., R ERE 100 mg K VRS 240 mg (— k4 - =
R~ GBETEBRZ) . IR, TRA Evvo.) x, NEFERE TERAASE 2 &
Ly 7 24t BT VAR -~ ¥ —2 2747 (BMS) #) 2B% L7t ~ PD-1
(Programmed cell death-1) (ZX%3 5 MlIgG4 £/ 7 m—F AHATH D,

PD-1 1%, &M L L2 "8k (T #ifE, B N F =2 /0% 7 —T M) KOE

BRI R BT 5 CD28 7 7 X U — (T AR OIGMAL 2 # B 1E & BUSHIEE3 2 5>
T ICERT 2B AR TH D, PD-1 IFHURIRRAIIIZIEEL T % PD-1 U K (PD-LI
FOVPD-L2) EfEA L. U o SERICHEINES 7L a niE LT R ERoiE Ik EE %
BITHET LT\, PD-1 U4 FIFHURSR MBI b b Ok 2 22 SRR 2 585
LTk, EMERAMHEE )L UBR LG IT 5 PD-L1 OIEHL L itk DT
WM & ORNCEOFBEREZRN S 5 Z L nviis S Tuvv%  (Cancer 2010; 116: 1757-66),
F 7o R R AR TR T MRS EEAT DA v X —7 = a B~ (IFN=y)
IZL 5T PD-L1 ORENFHE I, 58 LI BRI T 5 PD-L1 ORI L% O
AR & ORI EDOFEARRS H 5 & DS & % (Sci Transl Med 2012; 28: 127-37)
S 512, PD-L1 ZFIFEEL S H 728 AT, HURKERAY CD8 Bk T i oo i e 555
TR 2P S ¥ 528, PLPD-L1 AT PD-1 & PD-L1 & OfEAZET S L2 oOMla
EEEENRRIET 5 Z ENRENTWD, D Z LMD PD-1/PD-1 U 2 REREIX, 7
AR TR R RAY 7 T AR D OBEE X BT 28 FD—2 & L TEZ LT
Do

ARFNE, SR OFE R 6 PD-1 Ol (PD-1 U 7 FREAHEIE) ITHA L.
PD-1 & PD-1 U A Y REDEEZEET D LICLY, BAFURRFRNZ T Midois
PEAL R O AR 63 2 ARG ETEE 2 B95R 3 % = & TRkt 2R Uil 2h B 2R+
ZEDNHER STV D,

ZIH DR G  ARFNTENENEG T 22 R VG b0 L HifF S,
LR U U VORI B RS L LT EERRR A S L, A, Bt ROER
PEDSHERR S ATz,

HANDVEFEFFIC 5 < HBIE DRIER ST & B RIERSEN S b b, R U
BB AR B D, ARIOR TR O G RICIE, BEOBREE YT, RENE
0 AT ANT I, FEH L7 BT U P72 Kk & RRBR & 5 AT & it U
OIS ATV, BE ORI 5 BIEM DN S HAIIE, BT E S
LD BRI 21T 5 LB B D,



3. HRIRHGRR
BRI SUTEAYED W IREY A 2 3% U L SR O AGRIF IS FEAT 21T - 7 722 B AR R
(D% i e B

[ 2]
O [EWNE TR (ONO-4538-15 #EHR)

HFEEMBMRBHE T LYy Xy <7 NRNFr (Ealfiz) CLF, 171
YR T L) ITHRFIMESUIATNE O 3 SUTEHAE O AR % U v
NJEEF (ECOG Performance Status 0 &2 TN 1) 17 il & %P 512, KA 3 mg/kg & 2 i ]
PR C A EHE Lo, FEFHMEEE Th 528203 (BET IWG criteria (2007) 1225 < ke
HIEIZ X 5 complete remission (BL T, TCRJ &9 ) XX partial remission (LA T, PR
EVVD ) DEIG) 1E 75.0% (95%EHHIXH @ 47.6~92.7%) Th-oT-, 72d. FAMIEH
EL7-BIEIX 200% CTH - 72,

© s M ARRER (CA209205 7%) (Lancet Oncol 2016; 17: 1283-94)

B F & M BRI TR T LY 2o~ T K D IRE A2 2T T2 R U A
OEMFIR ) U oNERE (24— b B, ECOG Performance Status 0 278 1) 80
RGBT, AAI 3 mgkeg & 2 WRHIFIRRE CAREHE L7z, FEFHMEEE ThoEME (&
7T IWG criteria (2007) (23525 < Y] EIZ L %5 CR XX PR OEIE) 13X 66.3% (95%1F
X @ 54.8~76.4%) Th o7z, 723, FANIRE LIZEIHEIX 20.0% THh > 7,

[Ze4xtE]
@O EWE TR (ONO-4538-15 #ER)
AEFRIIEONGZO b, AH & ORRFEBPEE TERWVAFRER L EFIIED
iz, RN S%LLEORWERIZITERD LB ThoT,
# 1 FHLEN 5%LL EOFIVET (ONO-4538-15 k) (1M S4E )

Il 00

BN o

FEAGE

(MedDRA/J ver.18.1) - 17 41
%= Grade Grade 3-4 Grade 5

2RITEH 17 (100.0) 2(11.8) 0
MR LY > GREEE

A 1(5.9) 1(5.9) 0

U 2 RERRA E 1(5.9) 1(5.9) 0
HiB LUk RS

S 1(5.9) 0 0
L Pan A

PR IR e AR T 3(17.6) 0 0
El e

i3 1(5.9) 0 0

s 1(5.9) 0 0

T 1(5.9) 0 0

DS 1(5.9) 0 0



BiEx (%)

BRI

(MedDRA/J ver.18.1)
4 Grade Grade 3-4 Grade 5
T ELD 1G.9) 0 0

—f - 2EREEFER X OGN OREE

957 2 (11.8) 0 0

E SR AT 1(5.9) 0 0

He 2(11.8) 0 0

HEN 7 (41.2) 0 0

i 1(5.9) 0 0
YL R K OVE A UiE

LERER/ 1(5.9) 0 0

Jiti g% 1(5.9) 0 0
BE, PR L OLEA OHE

HEAITPE D B 1(5.9) 0 0
B R AR AT

R e AR A S 1(5.9) 0 0

i/ MR FE 1(5.9) 0 0

ARG 1(5.9) 0 0

1 if Bk Es o 1(5.9) 0 0
e L OseaEREE

KA Y v A 1(5.9) 0 0

fKF b U 7 AffE 1(5.9) 1(5.9) 0

FARIGE 1(5.9) 0 0
AR L O A Rk b

B Ei 1(5.9) 0 0

(RER 1(5.9) 0 0

#7 PIJE 2 (11.8) 0 0
PR S

FEMED N 1(5.9) 0 0

SER 1(5.9) 0 0

K= 2 —a /35— 1(5.9) 0 0
Mk s, MoEREs L OViEhRREE

R M 8 £, 1(5.9) 1(5.9) 0

RGEDORIE 1(5.9) 0 0
FEJE B KO kb

WiESE 1(5.9) 0 0

FZ G SENE 1(5.9) 0 0

SIERRR S % 1(5.9) 0 0

& 9 FESE 5(29.4) 0 0

bt 4 (23.5) 0 0

ek, FVEMERIZE 1B (5.9%) | BEHRARIE/ X A~ F—2 61 (11.8%) . Kk -
HED TR (5.9%) . ITFEREREE 1 61 (5.9%) . HARBMERERES 3 61 (17.6%) .
PRERESE 3 3 (17.6%) KON infusion reaction 1 3] (5.9%) 23i8D b7z, Fiz, FHIEMD
BEIE, DR, Mgk, 1 BBERA . vl MR PESRBER . TR, B,
R PR, MM - Bl ZE, EEEOREIEE ., FlRMmieZEmRiE, RS, R KL
VU5 EIBERITRD N2 Do To, REWEARILRIUIEER SR (BAREER Y 25
t0) ZHUEFERETRT,

@ WIS ARRER (CA209205 FER)
FHEFELIT 238/243 B (97.9%) IZF8H HiL, AF|E OREBGBNREE TEXRWAE
FHT 185243 B3] (76.1%) IZFBD BT, FEEMN 5% LORWERIZTRD LD T



o1,

22 FEBUEDN 5%LL EOFIEA (CA209205 35%)  (All Treated Subjects)

1] 00

B o

FEARGE

243 3]
(MedDRA/J ver.18.1) —
%= Grade Grade 3-4 Grade 5

2RITER 185 (76.1) 48 (19.8) 0
MR LY > GREEE

i PRI iE 13 (5.3) 6 (2.5) 0
I anA e

FR R REAR N IE 14 (5.8) 0 0
H bR E

i) 14 (5.8) 2(0.8) 0

T 34 (14.0) 2(0.8) 0

LTI 24.(9.9) 0 0

Mg - 19 (7.8) 1(0.4) 0
—f - 2EREER L OGN OREE

957 50 (20.6) 2 (0.8) 0

FEEL 21 (8.6) 0 0
BE, hER L OWLEAS OHE

EANIZLE D KOs 33 (13.6) 1(0.4) 0
R AR AR AT

TI=rT ) R UAT =T —BHN 13 (5.3) 7(2.9) 0

TANRGE VBT I ) N T U AT =T —BHM 14 (5.8) 52.1) 0

Y S— I 14 (5.8) 9(3.7) 0
A EHRE X O A HRkEE

BAfm 19 (7.8) 0 0
PR R R S

SRR 14 (5.8) 0 0
FEJE B KO FhiAskReE

& O FESE 21 (8.6) 0 0

w5 28 (11.5) 2(0.8) 0

7k, RVEMERERE 15 B (6.2%) . AREUTREMAREE/ X A3 —19 f5l (7.8%) . KI5
&« HEOTH 6 H (2.5%) . AFHEEEREE 22 ] (9.1%) . AFR 5B (2.1%) . FIRAR
BERERETE 28 B (11.5%) . 1H#REETE 40 6] (16.5%) . BFEERERETE 4 41 (1.6%) . Jixk -
BEREZE 16511 (0.4%) . EEOZRERESE 3 61 (1.2%) . FlRMARZERGE 1 6] (0.4%) |
infusion reaction 38 il (15.6%) . B2 2 65 (0.8%) M ONSE D% 2 i (0.8%) 73R
bz, Fio, EIEMESE, O, M. 1 BUBEIRIF ., e R PSR B |
B [ e O A RERE S 13380 B e o T2, ARIWEREBLIRIUZ R EST S (K
REMERT 2 &) 2EUOEIERE =T,



(A - &)

AR OREMFEYEEE T L EZFH LY I 2b— 3 2k v, A 3 mgkg (&
) XX 240 mg % 2 B MR TG L2 BEOARAO MGEHIRENREF S, £ Ok
R AKH 240 mg G LTZBROBREERIL, AH 3 mg/kg G L7 BROREE & L g
LTHEEZRTETHIESNTZLDOD, BAANBFIZBW TAFERHBE I TS
% AR (10mgkg % 2 BRIENE C&E) CTAFIZ &G LI-BROREE & ik L CRE
ord EPHIENT (F#), A T B#EOBIEICKIT 57— 22D & A& 3 mgkg
(REE) 1% 240 mg % 2 WG CTH G L IZBROAF| O & & Ao e et &
ORE#H Z RT3 2 BBESET T AR S, YHBEEIZ OV TRE M Thiv -k 3.
ERROME - HEOR TAINER L2V 2R IT v E PRI S,

#3 AKOENBE T A—F

M - R Crax Crind14 Cavgdi4 Crnax.ss Chnin,ss Cavg.ss
(ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL) (ug/mL)
3 meke 2W (352 '760-8> (10-17?'264-5> (17.214,";3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 me Q2W (51-712"309 (15-22?'354-@ (25.3127.8) (10;,5354) (41?57,'21%58) (62.11(,)9187)
10 mgkg QaW (14;,9;19) (51.62T '739.2) (79.900,'21;14) (33?,925;32) (18421,1 ;13) (233,7286)

HPUE (5%45,95%45) . Q2W : 2MBEIHING, Cmax : FIEIHE 55 D fe @ ML HIREE . Coinata @ #IEIHE 5-1% 14
E' H &:%&Té%{&ﬁu{%ﬁ%}%E\ Cavgd14 : *ﬂ@&’g‘ﬁél4 E' E i“(@qzi@ﬁll{ﬁqu)i%lﬁx Cmax,ss : ﬁ#%%c:%
i



4. WEFRIZoWT

R L U TR (2FFHE) e TnDs 2 b, Yikiild 2
U ST & D fiax “Ca‘béz%i#a‘bé O LT, AFI OG- Y e B A2 W - K
T L, AROEGIC L0 mERRAER 288 L7BRICRRT 2 2 ENRERZD, LIT
03@“*@@?“’\“?%{%71?7}&& IZBWTHEHT 5 XETh 5,

O MERIZoOWT

D1 Fieo (1) ~ (5) OWTNNITHEYT IR THDH Z L,

() JEAEFBREDSIEET 503 A FEEEILS RS ERE T RS A SR EE L SRR
Higk 23 A BB RUR e . ks AU Ze &) CFERR 30 45 4 H 1 H IR : 437
fiz%)

(2) HrEtkrembe CERR294E 6 A 1 BB - 85 ik

(3) HARENFERENFDEE T D 03 V2R EEFRT (D3 AR EWPE, 23 A2
W 1EBE, 23 AR HEE R B e &)

(4) SRACTFFIEE LT %L.%%m%%@m%lxi%%m%%&m%zmm% %
IR DR Z T > TV D laR (CEAK28 47 A 1 HIKEA - %mm >

(5) #ﬁﬁﬂifﬁmﬁﬁﬁmﬁmm RILYEIAR D R AT > TV A ltiaR (CERE 28 48 7
H 1 HEEA ;1290 fitigk)

D=2 HIEYAR D% U oA SRRIE K ORI S BRI 00 SIS 47 7 ik & i
BRaFrOE (FROWTINISHY T HERM) 25, 2R OARAN BT 5D
HEEH L LTRESA TS Z L,

*

o [ERIEFFEISHR 2 FOYPIHEZIE T L7-&IC 5 FLLEDD ATRRDEERNHE %
fToTWBZ &, 96, 28 BT, BDAEYEEEZ 3 & LRSS ONHE %
IToTWBHZ &,

o [ERIGFFEGEE 2 FOWMHEZIE T L7212 4 FEL ELOEKRREHRZH L T\ 5D
ZE, 9B, 3EL R, M EMERELS O M A KW R A G TR R MR S O MHE
BT TWABIZ &,

C>ﬁW@E£&%ﬁﬁ@@¢%:owf

mmﬁﬁﬁ CHEFET LEEENELE S, REIERENSONERED ., Aok - &
ér FHIN RO E B ONEMSE ISR D et A EFRMEE LG H0omE
¥, HPHSODIATON D IKHINE S TWDH 2 &,




® EWER~DRIEIZHNT
@-1 fitag& Al 2 B3 2 2

VRV S O B R BIEM 23 84 L72BRIT, 24 WeRIRBHIRHIO T, MRk X
IR 23T RBL L 72 RIEANICIS U CARBEE B L OY CT ZOFIER O8R4
BIRRRA DR Y A PITRF O, EDITKISFRERAERI R > TnD Z &,

©-2 EFRUEFEIZL DA EFRAISICHE Y 2 B

P ATBRRITHE D 2 I 72 e O RE 2 A 3 D IR E D RER e =2 ) v 7
EUOIEROAT ) == 7 EATOEIRE L HRE A TE 5T — AEFREHIDVE
HENTNDZ &, ek, BHEHIC OV T, BABRHE EZOFIRICHFITAmENT
[AY R

@-3 BHEROZWroxHNIZE LT

BIVER (BEMERR BTN 2, BIERIEJAE, DA R, ik, BB EARIE ., KIBXK.
FEO TR, 1 BPER, A4, FFHEREREE . Tk, A LrENRE 2, BRI RE R
TEAHEREREE, MRS, BEE (BAe - RNEHEEBREET) . &BIEkE
e, EEED R EREE, HARMARFERIE, infusion reaction, AR IMEMREE, MEKAR
SEMERE, FEEZ, MEORERIL, IR RENE, OlERESE (OEME) - #RIR - DEMESL
IHESE) %) 123 LT Yaghtisx T BEERER O FMMELZ A4 S EM & EE L (A
TEROBZWCRIGIZE L CTHEER O EZ T ONL5&MEICH D 2 8), BEHIZHEY)72
AUE 7S TE DIRHIAEE STV D Z &,

b i T X%



5. G LR EE

(H2hMEIC B+ 2% ]

O HBFEEMEBMABHL T LY F o~ ISP SUIR I O B3 TS
OWEHAE T ) VONERFICBWTARIOGIEN RIS TV S,

@ TREICHKNE T 2 BB T AR O G M OE T EIZ SN TR, AFIOAF R
IMESLESNTE LT, AFOTRLGHR LR LR,
o ALFRIERIGRO B
o MOPUEMEEGA L O L TRE SN D EBE

[Z PB4 2 3]

O FRICEYTLEFICOWVWTIEHAKIOEENEZR E SNTWHZ b, 5 E21T
Drpnz &,
o KRB ORI UIBEUE DRBEERED & % BE

@ BFRATOFHIIZ BT RREICEY T 2 BE IOV TE, AA DR GFHERE S

D, MOTEFERIRE R WG EIZIRY | HEICARZHEHNT 5L 2EETE D,

o [WEMMREOGHIITEEDOH D BH

o JER AR A TRIE S 2 58 6 & B K OTEEE O JHS R i g 2% <ol g i 2%
LEOMICRIENEEA DD B

o HOAEREOAH, TR L IXEHEMED B O ik B OB ERED
b5 B

o BRI (GEMEHaBEEL ET) ObHEE

o BB IIBE AT DB

*  ECOG Performance Status 3-4 ! o @B

(ED ECOG @ Performance Status (PS)

Score TEH

0 | e<MERIEBTE 5, FWHTElF U HHAESHIRZ AT D,

PREZIE LWEENIHIR S5 28, BATHIRE T, BAFEH > TOEREIITO 2N TE D,
Bl mOFE,

RONTZESDOHEDEY DL LNTEXRY, BHO50%L EE2 Ry R+ Tl 23,

E-SIRVS R R )

AL TRV, BOOFOEY O Z L34 TERY, BEICy K+ Tz d,

10

BATHRECTH Y OH ORI O Z L 13T X THEEEIMEEII TE R, BHO 50%LL Ly FACiE 29,




6. HHICEL CHETREHE

O IRASCEFITN X, REEIRGEER DRI 2 BB IZ D & AR K 0 Fetk: K OV 1F
DT DI B E R+ CBR L T b AT 5 2 &y,

@ RIRBIAICIEN B, BE T E OFRICADIER O a2 Tordi L, FE a5
TobEhT5Z L,

@ EREMWEHDO~HRT AL MIDONT

MEMEERH LN D ZENH DD T, KEOEGIZHT-> T, BKRE
W (PR R, nmik, FEENE) ORER L O X fRfRds O L, B4 157
IZAT9 2 &, Fio, LEIG U THE CT. i~ — " —50RE&Ex FEiT 2
Z &,

AFN O 51X EE D infusion reaction (2 2 TEAFFIZ 72 %t HmD TE 5 UE
%47 > 72 L CTRRMT 5 2 & £ 72,2 [0 B LI O AHI$ 5-FF 12 infusion reaction
NHHLOLNDZ LB HDHDT, KARE T M OARAE G TRIT A Z YA
EAET D%, BEOREBE I8 T 52 L, 72X, infusionreaction %
FHL L2512, B TOME R OYERA ERIZEE T 5 F TREZ Hoiig
THI L,

FRIRBEREIRE . T IR E L ORIBEENH i d 2 &0 5D T,
AFN D ¥ 5B AART M O G-I I E IR I N RE R A (TSH. FHE T3,
WEHE T4, ACTH, I 2T — VS ORE) #FEhid 252 &,
AFNOEGIZ LY | WEOFREFISNTERKR T 5 L& 2 BN DER% RREHIE
DHLOLNDZENHD, BENRBOOLNTGEIIL, BELLEZFERIIS L
B 72 5% & BRER 2 RO R Al & U C bl 2R BNl 217V B %
FOSIT X 2 BWER AN g0 23551213, AFIORFES TP 1R K OEIE B 7R
NECHOBRGEEBRT L2 L, 2B, BIFKERVEOREICTLYEIE
M OYEEDRFRD SR WAL, B BB R VE LSO sz il o8 n
bEET DL,

BeHR&T %, BORM N OHE I ARGE L T DEIERNRET 2 2 0355720,
AR OB THRIZHRWEH ORI I EET L 2 &,

1 BUBEPR S (BIE 1 BRI 2 5rde) D3 Hiodv, BERWMES R T ¥ R—v &
ICED T ENDHLOT, NG, Bl IRMESEOIER O FEBLC M BEED 72+
SEETAHZ &, 1 BEREN NG EIITEGEZRIEL, AR 8
H O GEDHEE) R EZITH Z &,

@ AFNOEEFRHARBRICBWNT, &EBEG 6 7 HUWNIE 8 B Z L, THLARRIL,
BEBAMEN S VAR E I 1208 Z L IO 21T TW\WiZZ L 25 &,
AFN B G-I EARNCEGERE TR OMREZITH Z &,

11



