EERAHETA R4
=AN~<7 (BinTiH#z)

(RFE4 : A7 V=R REFE 20 mg, A7V —RRE#E 100 mg, 7YV —
A AREFHE 240 mg)

~ FE7IN B i s ~

ERk2 942 A (SFnIe4E 6 AkET)
B A G A
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1. IILBIC

RIS OF M « L RMEDOREROTZ DI, U SCEFICE S W2 E R D
BND, S5, IHEORFEMOMEAIC L0 | PURER S 72 & OFH0 7 5 BLE %
FREIRGEDARIND T T, 2O OERGZ FICHNERBFITRMLT 2 2 L BBEO
AL 2o TR Y RFEMBGE R & SO FAR T #2016 (AL 28 45 6 A 2 H BIRERE)
IZRWTYH, FHERLEOHHORE(LHEEZXS Z L& Tnb,

BORAE RS E R ST, KBRS 2 7 0 7 7 A ARBEFE D ER L & B S i
BRHZENBDH, ZOH, BINERONRZEMEICET HERNHERT 5 £ TOM.
WM ERLOBEEEZIT D2 ERPR SN BEICR UTHEMAT L & &b, BIE
AT LIRS & D 2 L WS AHE 7 — i O B %35 7= 9~ Rk BE < 4
THZERHEETHD,

L7eRoT, RIFA RT A Tlid, BARBERELZNE TITELN TV D EFITFH -
B2 RN S-S & | LUT O =35 O gt 70 6 & HEdE 3 2 8L D B B 5 %
TR O EERERT,

I, ARITA BT A A%, MSIATBOE N ESEG EFRIEER SR, At ENEAN B AR
BRI o, — M EENE N A ARERNB ES FEFEEFITEEE A B AN 22 & O
—MRAEEEN B AR ER TR OO b AR LT,

KGR LR DEIRE AT R A EE 20mg, A7 Y — R SR ERE 100mg, A7
— IR EEERE 240 mg (R4 =R~ T (B Z))

R ERDPREIAE « CIBRAREZRHETT - FRRE DI/ NI R s

WG ERAMEROHE W%, RAICIZ=ARL~7 (BT z) & LT, 1[[240mg
% 2 TG C Rl EET 5,

g R e ¥ DB TERASHT




2. AFNORHK. TERBF

7V — R SRR 20 mg. [FSIEEE 100 mg M ONELSTEETE 240 g (— k4 - =
P~ 7 GRIETHHZ) . AR, TARAL Evvo,) 1d, AN T¥ERAS e 2 &
Ly 7 2t BTV AL~ —2 2747 (BMS) ) 2B L7-t k PD-1

(Programmed cell death-1) (23 % MMl IgG4 £/ 7 m—F A HiATH 5,

PD-1 1%, {&MEAL L2 o )Ek (T M, BN F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T AR OIGMEAL Z # B IE & BUSHIEE3 2 5
TR TR T 2R RTH D, PD-1IFHURIRRMIIRIZRELT 2 PD-1 U 7 K (PD-L1
JONPD-L2) EfEA L. U o SERICHEINES 7L nE LT v R ERoiE AR EE %
BITHRET LT\, PD-1 U NidHURfR ML b b OFk 2 22 ISR I FE B
LTk, BMERAMEEE )OO LB T D PD-LL OFRBLLINEDAEF
I & ORI A OMBEIBIfRR & 5 Z & il X Tuvb  (Cancer 2010; 116: 1757-66)
F o B R A NERE CIHRREE T MRS ELET DA v ¥ —T7 a4~ (IFN-y)
IZX > T PD-L1 OFIANFHE SN, BB L7 EEMAIZIS 1T D PD-L1 O3H L% O
A & ORIZIEOMBERRD Y H 5 & DS S & 2 (Sci Transl Med 2012; 28: 127-37)
X HIT, PD-L1 i@l 5s 5 S H 7= AMlaiE, PUsURFEAY CD8 [tk T Milia o il il
TEMEZ 5 SH 57235, HT PD-L1 HI/A T PD-1 & PD-L1 & DA ZHET 5 & Z DAl
EEWEENREIET 5 Z ENRENTWD, D Z LMD PD-1/PD-1 U 7y RIEREIX, 7
AR TR R RAY 7 T AR D OBEE A BT 28 FD—2 & L TEZ LT
Do

ARFNL, SR OFE R 6 PD-1 OffifasElk (PD-1 U 7 RFEAHEIE) ITRA L.
PD-1 & PD-1 VY REDIEARZETHZ LICLY ., DAFFFFRNZ T MO
ﬁk&@ﬁhm% Zxbd DA EEE AR T D 2 & TR A FUE S R R A R T
ZEDER I TVD

;h%wﬁﬁﬁ%.ﬁﬁiﬁiﬁf (X DB IIRIEIRIC 72 V1S5 b O & IR S d.
FE/ R B A xS & LT BRRER B A e L. A b, et O D R
e,

AANOAEFEFIZ D M DRIESUSIC X DEIERENH bbb, HEX iﬁEti’
=5 A fi?fha‘bé ZIKﬁ'JODTQELEP&U\?&ELf& T, BEOBEZ T3IATV, BE R
D OIS E I, FEB LA EELT_%F‘%E’V@%M%k@%%%ﬁliﬁﬂib_ﬁLTJ_
J@J@ﬁ%ﬁ%'ﬁ%ﬁ%ﬁb\ W DRIEUSIZ & D RITEI RO 561213, BIFE R E AV
T RO GO Y IR ALE 21T 9 MR D D,



3. HERPRBUE
UIBRANRE 72 AT - PR OIE/NRaME O 7 B R R OFER - ERCE) OGREREIZRE
4T > 72 72 G R RER O plig 2~ 9,

(A2htE]
R BB )

OEME D FFER (ONO-4538-05 ##R)

7T F SR a B e AbFEREE A A T D UIBRAREZR TIB 1/ IV I SUE 38 O - LR
8% (ECOG Performance Status 0 2 T8 1) 35 il & %4212, AHAl 3 mglkg % 2 i@ RIS <
RIRFHE L7, FERHMEEE TH LR (RECIST A T A > L1 RICHEES < ik
HEIC LD CR UL PR) 1%25.7% (95%IEHX M : 14.2~42.1%) Th o7z, 72k, FAi
ZE%E L7 BEIE 9.0% THh - 7=,

QuEsEMAEFRER (CA209017 387) (N Engl J Med 2015; 373: 123-35)

7T FF RN G AL TFIRERE A2 AT D VIR REZR TIB 1/ IV ST 38 O /7 LB
fB# (ECOG Performance Status 0 2N 1) 272 i (CARHIRE 135 #il, RN & & /L EE 137
B) ZXRIC, ReX XA ZxiRE UTAS 3 mg/kg % 2 MR CRMEE L,
FEFHHE E CTh 2 2EFHM (hufi [95% X H]) 1%, AFIRET 9.23 [7.33~
1327] T H. FEZF®ABET6.0L [513~7.33] ZHTHY, AANL R X FELiC
X LR FRICH B RIER 2R Lz (O — R 0.59 [96.85% 58X fH : 0.43~0.81],
p=0.0002 [J&5! log-rank # 1),

'I.EI}ET

0.9 “‘\

=
=
r

e

L=]
o
o

Frobability of Survival
2 o
N v
-

._

=
b
1

0.1

0.0
T T T T T T

0 3 ] ] 12 15 18 Fi] 24
Crverall Survival (Months)

Mumber of Subjects at Risk
MNivolumab 3 mg'kg

135 13 a6 &9 52 £} 15 ) 0
Docetaoel
137 103 68 45 30 14 7 F o

MNiviolumab 3 mg'kg (events : 86/135), median and 95% C1: 9.23 (7.33, 13.27)
Docetaxel (events : 113137), median and 95% C1: 601 (5.13, 7.33)

X1 OS OHHIfEHT D Kaplan-Meier Hift (CA209017 #BR) (MEfFE Ak S L7 4EH)
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GER- ERgE)
OEMH THE (ONO-4538-06 #llHR)
7T F SR G TIRERE A A T D UIERANREZRIIB B/ IV SUI I D IF R B
Je B (ECOG Performance Status 0 2 (OV1) 76 3] & %4212, ASAl 3 molkg % 2 bR
THRIEEE L, FEFHEEE Th2R9%F (RECIST A R7 A4 v L1 RIZESLH
JLHEIZ L D CR XL PR) 13 19.7% (95%(5#HX[H : 12.3~30.0%) Th o7z, . F
ANZERE L7 BEIL 9.0%TH - 7=,

O/ E M AEER (CA209057 #%) (N Engl J Med 2015; 373: 1627-39)

7T F SR G TIRERE A A T D UIERANREZRTIB B/ IV SUI I DO IF R B
&3 (ECOG Performance Status 0 J2 U8 1) 582 f3i] (AHIRE 292 f5i], F-& & & /LHE 290
Bl) ZRRIC, FEZ T2 E L TARA 3 mkg % 2 MR CHRREHE L,
FEFEEH Th 5 2EFHH (P RE [95%EHEKH]) (X, AFI#ET 12.19 [9.66~
14.98] 7 H. REZFE/AFETI.36 [8.05~10.68] 7 H THY . AHL FEXF /i
X LR IS H B IER 28 Lz (N — R 0.73 [95.92% 5 #E X M : 0.59~0.89],
p=0.0015 [J&5! log-rank # 1),

1.0 .\t
0e]

0.8 \\

0.6
0.5 g,

- kL \_\;\\\»
0.3 "h.ﬁmil \“\_-L
0.2 B g =

Probability of Survival

0.1

0.0

T T T T T T T T
] 3 [ 9 12 15 18 21 24 27
Cwerall Survival (Months)
Mumber of Subjects at Risk
MNivolumab 3 mogikg

292 232 194 169 146 123 62 32 9 a
Docataxel
290 144 1594 150 111 BA 34 10 5 o

Nivolumab 3 mgfkg (events : 190v292), median and 95% C1: 12.19 (9,66, 14.98)
Docetaxel (events : 223/290). median and 95% CI @ 9.36 (8.05, 10.68)

B2 OSSO H[EIf#EHT O Kaplan-Meierfhif (CA209057:8k) (HE/EA (L S v /-2EH)



(PD-LAFEHLIR LB O A ZIME R OVZ2 21)
WA S TIFEAER  (CA209017:7806k & TNCA209057#5R) ICHLA AN HILZBED H b, il
FERRRIC B\ CPD-L1 & J 3 U 7= I iAE s (5 0 2 E1 A (LU T, IPD-LIFIE | L 9,)
BT D IERP G LN —HOBEOT — 2 TES X PD-LURBLER BN R I MRHT
AT T2AIER L EMEOFERIIUT O LB Th-o 12,

ARMEICE LT, RV BT, PD-LIOFEHRKICE S, N Z TR REL
L CAAIBECTOSHIER T DA AT BT,

FER-_E RO TIE, PD-LIZE B R AN 1% AR DA R 2 2 URE L IRIERBEOM R T
H-o7= (T,

B, RELRE, FRELRRES HIZ, PD-LIOFRBRRIC L ST, AFHOLEMET o
77 A WVEERETH o T,

X3 CA209057 BERD PD-L1 FERR|TD OS D J HHEIT D Kaplan-Meier #i%
(£K : PD-L1<1%DHBELEF, AKX : PD-L1=1%0 BEEM)



[%24:4£]
CRF_ R

OEWNE TR (ONO-4538-05745R)

F1 RERP5%LLEORIWER (ONO-4538-053R8%)

Grade 4= Grade Grade 3-4 Grade 5
AlERIEE L B | B JEBIER | B RBIE
(MedDRA IZ & % SOC-PT /0¥8) FE (%) FE (%) FE (%)
ESE 35 35 35

EXES 24 (68.6) 2 (57 0 (0.0)
MARFBE OV SHREE 2 ( 5.7)
Zif 2 ( 5.7)
W WAk 4 (11.4)
B O S R RIR R 2 (57
H ks 5 (14.3)
T 2 ( 5.7)
CA 3 ( 86)
— k- 2 EFEERSL ORI REE 11 (31.4)
Rk 5 (14.3)
RAB PR IE 2 ( 57
FEB 5 (14.3)
o fE R EE 2 ( 57)
I RBUE 2 ( 5.7)

B PR AR 8 (22.9) 2 ( 57)
T ANRGRUET I NT AT 2T —EHIN 2 ( 57)
M 7L 7 F o ARART T —B N 2 ( 57)
Vo SEREGR D 3 ( 86) 2 ( 5.7)

KRB LOFEREE 7 (20.0)
&7 V7 I MsE 2 ( 5.7)
RHEOR 5 (14.3)
i #E R ds KO A Rk 2 ( 57)
B &R 2 ( 5.7)
PR R PR TE 3 ( 86)
KRR =2 — 3T — 2 (57
PR R R3S JOMRERRIE S 5 (14.3)
Jii 1. 2 ( 5.7)
FEFER L O TRk E 10 (28.6)
SIBRRR G 5 2 (57
FBE 2 ( 57)
2 5 (14.3)
SR INTRZ SNG4 2 (57

ERT2 SIS SN AHHLL T, MedDRAver 17.10% AW THiAR 2 7-.
GradelZCTCAE (Common Terminology Criteria for Adverse Events) v4 H AFEFRICOGHIZHET 5,

¥, FEMEMZEE 2 6] (5.7%) . KBk - BEOTHI2 4] (5.7%) . fhikkEE (%
7 v NU—ERREE) 341 (8.6%) | ATHEEERET 2 65 (5.7%) | HUIRAREERERET 3
(8.6%) . RIEHEREREE 161 (2.9%) . B pkrekEE (RMEHIEMEERE) 141 (2.9%)
J O infusion reaction 2 5l (5.7%) 23i8D Hiviz, F£io, HEEORZEREE (FEARIEE
ERE, ZIEALEE, BOOEIRSE) | TRMAHRBREE, 1 BURERM. Bk, FEREMMIAE,
% - BEEAE . 5 E 9 BER L IR ITFRD Hivie o iz, REWEFAZEBLIRILT B 5
% (RRREMERETEET) 280EHEREZRT,



O/ EIAEER (CA209017585%) (N Engl J Med 2015; 373: 123-35)
F2 FBEN 5% LORIER (CA209017 #ER)

Grade 4= Grade Grade 3-4 Grade 5
BIlVE A A L RBIE | B RBIE | FKBL BRI
(MedDRA |2 L %5 SOC-PT /338 RS (%) K (%) RS (%)
ESEN 131 131 131
L 76 (58.0) 9 ( 6.9) 0 (0.0)
bR E 24 (18.3) 1 ( 08)
TH 10 ( 7.6)
A0 12 ( 92
— - A FEE B IO G- E DR EE 41 (31.3) 1 ( 0.8)
195 13 ( 9.9
57 21 (16.0) 1 ( 08)
KRB L O SREE 18 (13.7) 1 ( 08)
RHHOR 14 (10.7) 1 ( 0.8)
EHRB IO G Rk E 17 (13.0)
BAEA 7 ( 5.3)

ERT2 SIS SN AHHLL T, MedDRAver 17.10% AW THiAR 2 7-.
GradelZCTCAE (Common Terminology Criteria for Adverse Events) v4IZHEL %,

72k, RVEMEMEE 6 B (4.6%) . RIBK - HED TH 1161 (8.4%) . ffkfEsE (¥
Z v NU—IEGEREE) 1341 (9.9%) | IFHEREREE 4 61 (3.1%) . HUIRMRHEREREE 5 ]
(3.8%) | BEREREME (RAETHEMLERSE) 401 (3.1%) | HIEMEIAE 141 (0.8%)
J O infusion reaction 1 5l (0.8%) 23D Hivlz, Fio, HEEOKLEREE (FEAIRIEE
fEfE, ZTEALEE, BURHEIESS) | TERAHREREE. RIBMERE. 1 BOERKN. FEX.
e - BEESE . 5 E D R K OV RITFED Divieho o, AREWEFZETLRILIX B
% (RRREMERETEET) 280EHEREZRT,

(FER bR
OEWNE I AHER (ONO-4538-06:45)
#=3 FBERBN5%LL EOREIER (ONO-4538-06348k)

Grade 4= Grade Grade 3-4 Grade 5
RITEH I E FBL RBIE | BB RBE | BB ORHEE
(MedDRA I X % SOC-PT 434) HH (%) FE (%) HH (%)
REFH 76 76 76
B0 64 (84.2) 16 (21.1) 0 (0.0)
P WA 9 (11.8)
FDR IR REAR T4 7 ( 9.2)
H kS 26 (34.2) 2 ( 2.6)
feEF1 5 ( 6.6)
T 4 ( 5.3)
G 8 (10.5)
AR 4 ( 5.3)
MR A 4 (53
— - R HFEERBLOE GO REE 29 (38.2) 1 ( 13
I FT 9 (11.8) 1 ( 13
35N 11 (14.5)
FEEN 11 (14.5)
FRIR MRS 18 (23.7) 3 ( 39)
Vo SERER D 6 (7.9 2 ( 26)
KRB LU E 17 (22.4) 3 ( 39)
= wa WA #NIikiH 4 ( 5.3) 2 ( 2.6)




Grade 4= Grade Grade 3-4 Grade 5
BI{EMEHR YL RBILR FHL IR YL IR
(MedDRA I X % SOC-PT 43#H) HH (%) FHI (%) HH (%)
RESE S 76 76 76
ESE 64 (84.2) 16 (21.1) 0 (0.0)
RHHOR 11 (14.5) 1 ( 13)
TR R IR 10 (13.2) 1 ( 13)
FEIED FO 4 ( 5.3) 1 ( 13)
IR R FS S OO P 7 12 (15.8) 4 ( 5.3)
TR P 4 ( 5.3) 2 ( 2.6)
G R LU PRk E 26 (34.2) 1 ( 13)
EOFEIE 6 (7.9 1 ( 13)
B 1 (14.5)
ESINTR 3N 4 ( 5.3)

[EhfiH HE SNIcAFEFL4 1L, MedDRA ver 17.00% IV THiARE 2 72
Grade/ZCTCAE (Common Terminology Criteria for Adverse Events) v4 H AGEFRICOGhRIZHE T 5,

7B, FEMEME RG] (5.3%) . KK - HEO THISE] (6.6%) . fffkfESE (¥7
LS L R 101 (13.29) . FEHEAEREE5(51 (6.6%) . MR A AEREE1061 (13.29) |
RITEHERERE 161 (1.3%) . BHEREREE RMEREMEE K %) 461 (5.3%) M Vtinfusion
reaction 35 (3.9%) 2NFRD LTz, T, EEOKLZERE (RERRIBEGR, 2
BE, JERRIESE) | NEABEERETE . URBEIRAS, BEK. SIEM I E, IS - BRI,
SE D PER I DR RITRD Hie o Tz, REIWERRBURIUIR#E F S (KR
B aEte) eI ERT.

@EAMEIARRER (CA209057 75%) (N Engl J Med 2015; 373: 1627-39)
F 4 FBRN 5% EOBIER (CA209057 3Ek)

Grade 4= Grade Grade 3-4 Grade 5
RIEMREE YL RBIR FHL IR YL IR
(MedDRA |Z X % SOC-PT 4% FH (%) E (%) H (%)
RES S 287 287 287
BN 199 (69.3) 30 (10.5) 0 (0.0)
R 24 ( 84)
R AR B REAR T iE 19 ( 6.6)
H kS 74 (25.8) 4 ( 14)
T 22 (77 2 ( 07
G 34 (11.8) 2 ( 0.7)
Mk - 15 ( 52)
— - R HFEERBLOE GO REE 90 (31.4) 4 ( 14)
1719 29 (10.1) 1 ( 03)
i 46 (16.0) 3 ( 1.0)
R B RO FREREE 43 (15.0) 2 ( 0.7)
AARIGR 30 (10.5)
i #E R ds KO A Rk 36 (12.5) 3 ( 1.0
B 16 ( 56)
FEIER L O Pk E 60 (20.9) 3 ( 1.0
EOPERE 24 ( 84)
B 27 ( 9.4) 1 ( 03)

EERfi D SN A HEEL4 1L, MedDRA ver 17.10% W TRtk 2 72.
Grade{ZCTCAE (Common Terminology Criteria for Adverse Events) vAZ#EL 5,



7. B R 10 i (3.5%) . KB - HED THI 22 il (7.7%) | PhfkFEsE (%
Z v NU—IEBRERE) 26 1 (9.1%) | THEREREE 15 1 (5.2%) | HUIRIRBEREREEDS 27
B (9.4%) | BHERERES (FRAME HIEMEB RS 761 (2.4%) | MKk - BERZE 1 41 (0.3%)
J2 ¥ infusion reaction 8 f51] (2.8%) 23588 Hilz, F7-. BEOKLEREE (K GRBIRE
e, ZIALBE, ERMEIES) | TEAKERS., BIEMERE, 1 BURIRE, Pk,
FHIEARIESIE, 55 & 9 IR K OV IR DI by o 1o, ARINWEF S BRI B
% (IERREMRT 25T 2E0EHEREZRT,

10



(M- HE]

AR OREMEYBETT L EZFHA LY 2 2 b— 3 42k v, AKI3 mgkg (k
) NIE 240 mg % 2 RN TS LEBEOARF O Mg IR E S RF S vz, Ok
. AH 240 mg x5 LTZBROEEEIT. AH 3 mglkg &5 L7-BROIREE & & g
LCEEZRT & TPRIENIZEOD, AARNBEICEBWTHARMERHER SN TWD
% - & (10mglkg % 2 ERFR T YE) TARAIZ B G U7z BRogE & & el L Rl
oy &P ENT (FR) MA T EROEBEICK T 27 —ZIEE25& | AH4I 3mglkg

(IREE) 0% 240 mg % 2 SERIFIR CTEG L 7ZBROARKI OIS & & Ao SUI L ek b
OB A RS 2 IREESUGTE 7T VD S 4L, YRLBEIZ DUV TRRET D T AL TG 5L
EREOME - HEOR THIMER L SMICHER 2RIV E Tl Sz,

£5 AHOKYBENRTA—F

ﬁﬁ{f . )EHE Cmax Cmindl4 Cavgdl4 Cmax,ss Cmin,ss Cavg,ss
- (ug/mL) (pg/mL) (ug/mL) (pg/mL) (ug/mL) (pg/mL)
3 malkg O2W 516 16.6 243 113 62.1 776
9/kg (35.2,70.8) | (10.7,245) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 341 159 878 109
240mgQ2W 1 (59 1 103) | (152,346) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8 398 217 278
10mg/kg Q2W | (147 219) | (51.2,79.2) | (790,114) | (331,532) | (184,313) | (237,386)

Al (5%.%, 95%5) . Q2W : 20 R [RIIE. Cmax : #IEI#:5-1% O fic i i TP, Crninasa : HIHI# 57214
A BT 2 HARMmiE PR, Cavgars : FIEIR 542140 B £ TOFEIMIFETIRE . Crmaxss : E T IRIEICIS
T 2 B MAE L Cminss 1 7EHIRRBIZ I 1T D B ARILTE PHEE, Cavgss : EHRIRIEIZ 1T 2 F ML iF
TefE

11



4, FEERIZDOUVWT
KRG & U TR (SFFHE) AE o Tnd Z &b, Ykl 2@
(230 T & DR TZ?)ZDJAEZM?)%S D LT, KFOFE Y I B 22 W - R
/EL\ AFNOFEZ K BEZREWEMN 23 LT-BRITHIST 2 2 LA ERT-D, LIT
@®~@@?“f\“f%{?ﬁfﬁﬁmfm CBWTHHT & TH D,

D MRIZTHOWNT

@1 T (1) ~ B) ONWTINIHEYT IR THD Z &,

(1) JEAEFBRKEDEE T 503 A BRSPS (BRE TR0 A SR EE L SRR
Higl A3 A BB R IL RO BE . kS A FR DR e &) PRk 30 45 4 A 1 HIRfAR - 437
fia%)

(2) HrEtgnesshs CERk 29 45 6 H 1 HIFE S ;- 85 gk

(3) HBENTEAEDFRE T 2 S A EEHBT (03 ARSI ERIbT, 3 A
W bE. S AR REGEEREE LR &)

(4) ARALFRIEE 257 %L/%%k%ﬁ%ﬂ%lﬂi%%k%ﬁ&%%zww % L YE
IR DR Z T > TV D leR (CEAK 2847 A 1 HIKEA - 2mom >

6)#ﬁﬁﬁﬁﬂ@ﬁ£@m%®m R TAR D R 21T > TV D faak CERE 28 4F 7
H 1 BEEA ;1290 fitigk)

©-2  filies DA ERE K OEIE I FEBURF O RIS A-47 72 k05 & 8Bk & R =Rl (TR O
WPHLNITEE ST D ERN) 23, U2 REBOAANET 2RO FEMLEE L L TRESH
TnsZ L,

e

o [ERIFEEE 2 FOPMAHEAE T LI2#%IC 5 FELL O ATBRDEEFRIHE %
fToTWBZ e, 96, 2FU BT, BNAERYERELS T & LR BEESONHE %
IToTWBH I L,

o [ERRFFISER 2 FOMBIHEZE T L72RIZ 4 FLL EORKEREZ A L T\
Z &, Oh, BFLLEIE, DR AR & S e MR AN S O BRIRIHME 21T -
a2,

@ BENOEEKMERERDOEHIZONT

P IEHRE BT T 2 FTEE D EE S, REBEN D OIFRE D, Ao - &
EMESEIEAE RO E B L OEMSEIC T 2 IRt A FFRBBAE LG H oRE
¥, HRHSODIATON D IRHINESTWDHZ &,

12




@ BHER~DRIGIZDONT
@-1 mEarAHIC 3 2 B

MV MENGR B O B 2 RITEA N R A LIZBIC, 24 BEERIRIAHIO T, Bkl X
IR 23T RBL L 72 RIEANIZIS U CARBEE B L OY CT ZOFIER O8R4
PFRRAEOR RN Y AIZE O, EHITRISATREZRARI N > T D Z &,

@-2 ERUEEEFIC L 2AFFRAINICHET D EMS

S ABHRITHE D D BT 22 e e O\ BE 2 A 2 BIRIEFRE D EIE =2 ) 7
EEDIEROA Y ) == 7 2TV ERE L FwE A TE 5 F— LR 2R
SN TVD Z &, 2B, BiAHIZOWNT, BDABE L ZOFRBE 2T mshT
WwWnHZ &,

@-3 BIEADZWr-Oox I LT

BIVER (VB MR BTN 2., EAEM M DAE ., OIhR., Tk, BUBHRRE . KIG%.
EEOTH, LARERE, R4, FHEREREE . TR, M brERRE 2, R IRFERER T |
TR, MRS, BEE (BAE - REEMEEBREZET) . BIBEE,
fde. EREED SRR HARMARFEFE, infusion reaction, &R IMEMEE, MERER
JEMERE, FERE. EEEOREMR, IR ENE, LIRS (OEAE) - BRIk - DEMESsL
INHESE) %) 1ZxF L CL Yakhisk B ERER O B2 a3 S =M &g L (A
TEHROZKCHRIGIZE L THRER O EEZ T ONORMEICH D L), EHIZHEy7
QLB IR CE DIRHI RS> TS Z &,

1

I

13



5. REXRLLRDBE
(2B § 2 F1E]
O TFTROBFIZBWTARAOHENBRGE S TN D,
o IIFFRHEGULTIRIERZ AT 2 URARER B W/ IVHI XTI FHHE DR

bR ERE
o TITFTRAEGTACFIRIERE 2 AT S UFRRNEEZRIIB 1/ IV U I DI
R bR B

2B, R L CEGFRE (L2 B IIALK@ A& a G IERE I BV T,
JFHIE L CEGFRT 1 & v o - —ERHEH ALK T 1 % o > % —BFHEAR| D
IR H T 585,

@ TREICZYET 2 BE T D2AFN OG- M OEHITEIZ OV TR, AFIOF R
PHESLSNTE LT, AFOREGXR LRI,
o ALTFRERIGRO B
o IR
o MOTUEMESGA L O L TR Sh o B

@ MiEZETA K74 (AAMEFESHm) (28T, ECOG Performance Status 0~1
U= 75 5% LA . X% ECOG Performance Status 2 Y o BBE i, 45 3 SHUEH
(FeXZFv %) OBARERHESINTEBY ., 77 F /A O HHESEE 1T
WD SN Tr—An b5, ZO%E, 77 FFRBIORHREN R L L
3 R PUEAIHEA TOWBREREE AT 5 BEITBW UL, AAloEFEE2ZBETE 5,

@ AFNZUFEAFMAHRBRICB W T, R LR R OIER T EREOWThoBEICE
WTH FEX FEARCK L TEBMERRGES TS, 72720, R LD
B TIR, PD-LIRBLRIZ LV AOMEOMEM AR D Z & 3R S HRER 1G5
NTWDZ b, ERFEEREOEBFIZEB W TIIPD-LIEB R LR L2 ETAR
RO GOUB AT 2 Z ENEFE LV,
*  PD-L1 HHLEN 1%K Th D Z & AR S VIR LR B 2BV T,

(1 ECOG o Performance Status (PS)

Score | EF%

0 | &<l IEB T 5, Rl U HHAEESHIRZ AT 5,

PIRRIIC I LUNEENIHIR S D23, BATARET, BRI > TOMEREIIT O 2 &R TE 5,
RS N 2

AITARECH A OH DAY O Z L 13§~ TAFELZAERIZTE RV, HH O 50%LL Bid~y FATl 2

1
2

3 ROENTZHSOHOEY OZ L LTERY, BFO50%L EE~y Rk T,
4 AL TRV, BOOFOEY O Z L34 TERY, BEICy KW+ TilId,
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P

JFHI, Re4 XV EORRILSOFUEISH O 5 2 k45, 2
Rh7nl) A< (BIaFHELZ) O =AU 2k (Ik5e4 : PD-L1IHC
22C3pharmDx %' =] ) 2LV PD-L1 BEEZ R LI IR T LEmo B
ThoT, AFloZEE (W54 : PD-L1IHC 28-8pharmDx 4% =1 ) |2k 5
HRAENKREERG ST, LT OXEREEZ S BICAF OG5 O WS % i T &
Do

SRS
Andreas H Scheell et al. : Mod Pathol. 2016; 29: 1165-72
Fred R. Hirsch et al. : J Thorac. Oncol. 2016; 10.1016/j.jth0.2016.11.2228
Marianne J. Ratcliffe et al. : Poster presented at the American Association for Cancer
Research (AACR) Annual Meeting 2016; New Orleans, LA, USA; April 16-20,
2016

(289 % HH]

TRUCHEU T HEEICOWTIIARORENED L SN TWDAZ Enb, 5 21T
F oA AN

ARHFND B35 Ui #UE O BEERE D & 5 B3

TBRATORHIIZ B W T RRCICEZ Y T 2 BE IOV TE, AAOHRGTHERE S e
N, AOTRFERIRL D 2 WG AR Y | HEICAFZHEN T2 2 L 2B/ TE D,

B MR B DA P iE%ﬁiO) HDHEE

i 0 T 4 A A C FEYRL B & R D D FRAE M ONR B O JHSC it R T i 2 < S e M At ¢
LD RIEVEZALR DD B

H CAERBO A, TR Z2E L < IXFERIED B CfE R B OB ERED
HHHEE

s (&M EEL 5T Db 5EHE

T OREGSAIE R 2 A 2 B

ECOG Performance Status 3-4 "V o

(£ 2)

TlEZeu,

22U, MOPUEMESA ORGSOV T, R HERGICHKYE T 2 Lo, BR ERELE 2
LEWER ORI OB E NN b 5%, EFHEY LAY Ll Shic i GIRSR) (2o TEZO/RY
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6. BEIZEBEL THEETNEEHE

O WA SCEFICN A, BLERTEES D TR 2 BRSSO E ARHI O Rtk & OV E A
FHOT=DIZ B fE R Z H B L T BT 2 &,

TREBRAAICIENE D | BE UL OFEICAIMER O Z i L, FE %5
ThoEETHZ L,

FERT EEOEIC BV T, PD-LL ZBLHE & iR L7z L CAKI OB G/ 5 & |3 %
T EDNEE LA, PD-LL BN R TE RWIEA I, AF O H O %

@

®

Al

THIEr L7 ETHR G 2 L,

FREWERH O~ A DN T

BEMERREN D 5 d ZENH D DT, KFOFGIZH = - Tik, FFIE
W (PR IREE, ik, FEEVE) OfERE K O X #ifRds 0 i, Blgx +5
WZATH 2 L, o, MBS CTHEE CT, i~ — —SFDR&x £+ 5
Z &,

AFN OB EIXEE D infusion reaction (2 2 TEEERRIC 0 et D T 5 U
1T o7 ECRRMGT 2 2 &, F72. 2 [81 H BARE O AA % 51512 infusion reaction
WHHONDZEbHDDT, KFIEE R OARFEGHE T HRIT AL Z A
ERAET D%, BEOREBE I8l T 52 L, 72k, infusionreaction %
FHL L TEGA TR, 2 TOMEE R OER D ERICEE T 5 £ THRE 2 +08l4
THZ L,

ORI RERE . T RAREREER DCRIEEEN S DI ENHDHDT,
AFN D ¥ 5B AERT M O G-I I E IR IZ Ntk Re iR A (TSH. iE#E T3,
WEHE T4, ACTH, I =L — VEORIE) 2#FEET 5 2 &,

AR OEFIZ LY | BEOREINTER T 5 & & 2 B Dk~ IR BT E
DHLDONDZ ENbD, BRENBDOOLNEHGEICIE, BELEFERIIS U
BRI 70 ik & AR R A FEO AT & U CE b 2RI W A 1TV B O E
FOSIT £ 5 RWER D G 2355 121E, AFIOREE T 1L, K OEIE B AR
NWEHIORGEEZETHZ L, B, BIBRERLVEORGIZLYEIE
MOYUEDRD B NRNGE I, BB BB ARV - LIS o S mi| F o8
HLEET D,

TR, BOEBNSED ARGE L T ORIERNRERT D Z 08B D70,
AR OEEHETHIZ S RWER ORI 21T EET D,

1 BUBERS  (BIE 1 BUBEIRIE 2 & de) Db bbiv, BERFES R 7 v F—v 2
CEDZENHLHLOT, A, Bl MR ORER DRI MM D _LH7- 121
EETDHZ L, LABREN DN GG 2RI L, AR 8l
H O HEOWEE) LB ZITH Z L,

AENOERRERICINT, EHANG 9 A, ZLIRERIZ, &E5G1G 14
[FIE 3 ER G T Z LA DR 21T > TWe Z L 2551, ARSI
FEHINZ BERA CRIROMEBEZIT O T &

16



(7 2) KL
Hm. HERG, R LR S 225 BIEH 02 E 4

< REXXRARKR LD BE>
HELEHIH O H 5 BE
YEE S OFL T B B
FEEA UBRYYE Db 5 B

i P SEAN B BUE DBEEE O & 5 3
B0 AR L TV B RTREtE D & 5 B

< FRZFRANEEREG L RDBE>
HHEIE OB 5 BHE

R MR 28 ST IRRRMEIE D & 5 B
JFBEE O & 5 B

IEEDH D BE

FHEOSH 5 EE

RS 2 ATREME DO & 5 IBH

< FEHFRADEKRLEIERN>
B BEH

av IR T T 4 Tx v —
PUE, TPARA, IFREREREE

AMERA
PRTPERGZe . e
DARA

REREME M A8 N EEEDEERE (DIC)

PR 2R L, BRI, MRS . KR

AL 7R

TMEREIR AIEJE E B R

MR

PG AL ARSEMRE  (Stevens - Johnson SEBRE) . Hagith R EEEAEAE (Lyell JEMERE) . ZIEALEE
DF R =T WKIE, FIE - R

OHFEZE, FRIR AR ZE AR E

JERYLE

PURIR AN R A 7 USEGERE (SIADH)
HERANREFEORER . MAE R, RARES . MU O B S ORMMES)F . Radiation
Recall #1542
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B AHEET A FF A4 v
=R ~T7 (BEFEEZ)

(k74 « A7V —ARREE 20 mg, I 7V — R ARFE 100mg, F7P—
AR R ERE 240 mg)

~EMERAE~

YRk 2 92 A (FFnseE 6 HiksT)
B A G A
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3. ERIRHE P4
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1. IXC®IZ

=35 DH M « L RMEOHEROT-OIZIL, IR SCEEIZEE S W2 Ee 2R D
HID, I HIZ, WFEOREHERTOMESRZ LV | FUREILS 72 & OFHH 72 B
FPIESEMDPEBINDHF T, 2o OEELZ BICHLERBEITRMET 5 2 L EREO
MU L Tp o TR R M BGE R & SO AT #2016 Ak 28 4 6 H 2 H BB E)
IZBWTYH, EHMERLEOFEHORECHEELZXD Z L LI Tn5,

FORVERB PRI T, SREMESOZZ M7 0 7 7 A W RBEF O RIS & B 52 R
RHZENDHDH, T, AMELPLEMHICET HIERN+0EET 5 £ TO/R,
MHEREGOBEEZRZITHZEDBHFRFINLBFICH L THENT L &I, BIE
HDFEL LT BRIC Bt IS 2 & D 2 & DN AEE7R — 8 O BF 24 7= 7 Rtk B < H
THZENEETHS,

Lo T, KA KT A T, BAFBEESLZNE TILHE LA TWLEFIETH) -
By I S & | DU ORI O feid 725 2 HEE T 2 8LA 0 b MEE R R B %
F RO EFHE R~T,

B ARTA NI A A%, MNATBAE NEE G ERESR S, AARTEAN A
BRI o . — Mk E N B ARERIRNEL R 2 R VAR E N B AR EF P2 O W )
D EAER LT,

K L IR BEISL ATV — R S ERE 20mg, A Y — AR R ETE 100mg, A 7Y
—RERERE 240 mg (— R4 =R~ T (B Z))
REEBRDPMEIAR « VLR AN
KELRAMEROHE @E ., A=A r~7 GEia ¥ z) & LT, 1A 240mg
% 2 BN CREEET 5, 2720, BERAEICE T D1k
MEFE DAL, BEWRIT 12 W AMETET 2,
VBB AR R EME R A L TA Y A~ 7 (B
z) EOFHT 2581, @, RAIZIZ=Rr~7 (BE
%) & LT, 1[F80mg % 3 MMM T 4 BLAHEFET 5, D
%, =R~ 7 (Bicf#z) & LT, 118240 mg % 2 JH[H
b C R T 2,
w3k IR B 3 NI, T RIS AE
(235)
T BANE ISR 5 v — R A SRR 50 mg (— %4 A BV A~ T GBI R ))
DRIRESUTN R, HIER O &
2 RE XX 2h B IRIB IR AR R M R AR
Mk kOl & @, RACEAEY A~7 (B z) & LT3 mgkg
(RHE) % 3 IAMMIET 4 BT 2, 7236, MofrErkEg
FEPERAT 2581, =R~ 7 GBI z) 0T 52 L,




2. ARNORE. TERBF

7R AR ERE 20 mg. [FSIEERE 100 mg K& ONELSTE T 240 mg (— R4 =
R~ BB, IR, TRF Evvo.) i, B TERAASE 2 &
Ly 7 2t BTV AL ~AF7v—2 2747 (BMS) ) »B%¥L/-t k PD-1

(Programmed cell death-1) (ZX%f3 % MMl IgG4 £/ 7 m—F Ak TH D,

PD-1 1%, {&MEAL L2 Y o )Ek (T M, BAfL NV F 27 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T Afa G MEAL 2 # B IE & BUHIEE3 2 5>
T IR T 2R RTH D, PD-1 IFHURIRRMIIRIZRELT 2 PD-1 U 7 K (PD-L1
JONPD-L2) EfEA L. U o SERICHEINES 7L nE LT v R ERoiE AR EE %
AT L TW5, PD-1 U W RIZFURSRRMRLISNZ B N DRk~ 22 AR I 8 B
LTHY, EMEREAELEE LU L EGHEMKICI TS PD-L1 OFEL L1tk DAAF
HIM & OMICADOHBEBRR S 5 Z & AME S TWu%  (Cancer 2010; 116: 1757-66) ,
F 7o R R E B CIRARRTE TN EET DA v ¥ —T7 = a B~ (IFN-y)
IZX > T PD-L1 OFHENFHE SN, 858 LI EEERRICIIT 5 PD-L1 OFH L itk D
AL & ORNCIEOHBIRIR D & 5 & D S & 5 (Sci Transl Med 2012; 28: 127-37)
I 51T, PD-L1 ZJRiIFEBL S B 7= 8 AR, HURKERLAY CD8 Bk T e oo il e (555
TEMEZ 88 S ¥ 57235, HU PD-L1 HI/A T PD-1 & PD-L1 & OfEEZHET S & Z DAl
EEEENREIET 5 Z ENRENTWD, D Z LMD PD-1/PD-1 U 7y REREIX, 7
AR TR R A7 T AR D OBEEZ BT 28 FD—2 & L TEZ LT
%,

ARFNL, SRR OFE R 6 PD-1 OfifasElk (PD-1 U 7 o FREAHEIE) TR A L.
PD-1 &£ PD-1 VW REDFREARZILET D Z LICE D, DAPURFRNZ T MifROTE
PEAL R O AR 63 2 A E ETEME 2 B99R 4 % 2 & CRikt A 2R Ui 2h B 2R+
ZEDPHER STV D,

AN VEFEFFIC 55 < HIE DRIER ST & B RIESEN S b b, R U
B AR B B, ARG OB ERICIE, BHEOBEE FYT, BEARE
0 AT ANT I, FEHR L7 BT T P72 Kk & RRBR & 5 IEAT & it U
ORI ATV B ORAERSIC & BRI B EDN 258101, RIB AL
LA P D LB A AT D B B B,



3. BREE
HEE LA Il O KGRI R 21T o 72 E R IR IR REBR O il 2 7R 9,

[H2htE]
OENE T AHRAER (ONO-4538-02 7R)

ZHINRYy (LR, IDTIC) £ 9 ,) I K DL FRIERE A2 AT D RIGUIBRAGE /2
H/IVEI ST 3 o B B A fE RS (ECOG Performance Status 0 K U8 1) 35 31 & %5212,
AF 2 molkg % 3 BEEIFRE CRMRNE Lo, FEFHMmEE Th 528%0% (RECIST H A

RT4 v LIRRICHES < FHEIZ LD CR XL PR) 122.9% (90%(E#EIX [ : 13.4~
36.2%) Th o7, 7B, FANIHEE LIZFHMEIX 125% Th - 7=,

QENE TSR (ONO-4538-08 #H#)

b FVE RV O ARIGUIBR A RE 72 MUY/ IV ] SUIT AR o B R A E B (ECOG
Performance Status 0 &% U* 1) 24 51l 2 % 5212, A7 3mglkg % 2 3 AT HIRR C R EfE L7,
FEFHMIEHE Th 52885 (RECIST U4 K74 2 L1 JRIZE S FIefElIc L 5 CR
XIE PR) 1% 29.2% (90%(E4EX [ : 16.7~45.9%) THh -7z, 728, FHANIERE L7
fEIX 6.0%ThH -7,

@UEAEAHFER (CA209066 #5x) Y

v-raf ~ 7 ZREY )V ARG EY AT 7 Bl (LLF, IBRAF) 95 ,) V600
BB O I MEEERIERIRR ORIRYIBR A RE 72 AT/ IV ST s o B B fE R

(ECOG Performance Status 0 &% T 1) 418 il (A4II#F 210 {4, DTIC ¥ 208 i) A %F5:12,
DTIC Z %[ & L-CAKI 3 mglkg % 2 # I C Rl ifiE Lz & & O E & OV etk
FRRE L7, EEFHMEEA ThH2AFHM (BUF, Tos) Evo,) (hdfi [95%(F
FEXR]) OIS IT, AFIEEE NE” [NE~NE] # H., DTIC #C 10.84 [9.33~
12.09] WHATHY . AANX DTIC 1T LFFHFRICHAERIEEZ 7R LT (~F— Kb
0.42 [99.79%fZ#EX M : 0.25~0.73], p<0.0001 [J&5! log-rank K& ], 2014 456 H 24 H
T—=H v bAT),

. HEERRE (IR, AR



1.0
0.9 1

0.8 )
0.7

4 06
7 0.5
0.4
0.3+ :
0.2 o
0.1

0.0+ — — : . S
0 3 6 ] 12 15 18
at risk 3 EENR (R)
*HE 210 185 150 105 45 8 0
dhNa B 208 177 123 a2 22 3 0

—&— FH|E
@ Hhis -{i;:.,ﬁ_

X 1 OS ® Kaplan-Meier #hi#f (CA209066 3RER)

@Y/ EE I AHRER (CA209037 #ER) 2

AV AT (BaH#z) (BIF, MY AT EW)H,) Xik BRAF FHEH
T E T RIEIRE 2 A T 2 IR U BR A RE 72 I/ IV 1 S 73 %6 o B L 6o il FR

(ECOG Performance Status 0 J2 T~ 1) 405 5] (ARHIEE 272 i, {b7iE (DTIC XX v
RTTZF ey ) 2w EONH) B 133 1) & R50c, {LFEEEXRE L TR
# 3mglkg % 2 HFIFIRE CAEMEE L2 & S ORI R Vet Ma Uiz, TR
HHETHDHESE (RECIST A KT A4 > 1.1 MUTEES < HyfEic X% CR XX PR)
[ZDWTAREID G ST R 120 5l % fEHTRIGEER] & U CHIRET 217 - 72/ 5.
AHIEET 31.7% (95% S HHIX[H : 23.5~40.8%, 201443 H 10 HTF —¥ 1~ h47) T
Hot, B, FRNCEDHROMMEITRTE L W eholz, b9 — DO LEFMEE T
H5 0S (Pl [95%EFEXME]) TN T 182 FldA Xk (BET) i THMIfEYT
AT S TR, ARFIFET 15.47 [12.39~NE] # H .| (b7 #L#E T 13.67 [11.50~NE] 7
HThY ., RANEHRIEICH LR RICE B RIER 2 /RS ol (0N — R
0.93 [95%(SHAIX [ : 0.68~1.26], p=0.6299 [J&%5I| log-rank F7E], 2014411 A 12 HF
— X7y NAET),

O@EMNE M FHFER (ONO-4538-17 #lkR)

b FVE RV O ARIGUIBR A RE 72 MUY/ IV ] SUIT AR o B BB B (ECOG
Performance Status 0 &z Y1) 30 filZxf4ic, AFlE A Y A~T7 20 (LT, TARH
+tA BT LA=T] EWD,) WE Lz, FUERHMEEA TH 5 R%FE (RECIST A K7



A 2 LA RRICES < el Elc L D CR XX PR) 1% 33.3% (95%15 #E X [#] : 17.3~52.8%)

Thol-, 7B, FANIRE LML 23.8%THh 7=,
*: ARHKl Lmglkg (KE) &1 E Y A~7 3mglkg (KE) #[F HIZ 3 WM T 4 BLAGRHE L72%,
AH| 3mglkg (REE) % 2 RIS CAiiE L7z, PFRBGRICI W TIE, AF & KNP s L,
A Y L= T EABOFEGET D 30 Ll EOMEE BV TR 2 BtA Lz,

®MEs MRS (CA209067 #45R)

(b HRERIBIR ORIBYIBRARE 72 LY/ IV o v B B35 (ECOG Performance
Status 0 &2 OV 1) 945 3] (RAI+A &V A~ 7B 314 B, AFIFE3L6 6], A Y A~vT
B 315 f5) 2 RIC, A B Y AT HREEZRRE UTAR+ A U A~ T8 KOKRA
B G- OBEIINER V22 A G LTz, FEFHMMIEE Thd 5 OS (H Jefi [95%(5 1 X [H])
DEHEIRITAERIL, AF+A VU L~ THETNE [NE~NE] » A, AAI#ET NE [29.08
~NE] B A, A ) A= 7RHET19.98 [17.08~24.61] W HTH Y . KA+ A Y L~T
B 5 R OAAFI G134 BV b~ T EHITH URFHROICH B R ER 28 Lz (RAI+ A4
B A7 N — R 0.55 [98%(EHHIX[H : 0.42~0.72], p<0.0001 [J&%!] log-rank
ME], ARFNIPE G~ — R 0.63 [98%(F X [H : 0.48~0.81], p<0.0001 [J&%!] log-rank
RE], 2006 F8 H1HT—% 1> hA7),

2 0OS @ Kaplan-Meier gh## (CA209067 3RER)

* AKI 1mglkg (KE) &1 Y A~ 7 3mglkg (KE) %[ HIC 38T 4 B iE L7z,
Al 3 mglkg (KHE) % 2 MR CREEE Lz, JFARGRICRE VT, A% Rick s
L. A Y AT IEAROREGET NG 30 n U EORMRE BV THRELBR LT,

7B RIGUIBR AR BE 72 B A R 2 P RICAHK + A BV A~ T E5IZOW TRt
U7-vEAN e T AHRER (CA209004 #ER) D adk— b 81281 AE%ZE (modified WHO &
#EIZFS < CR XUE PR) 1%, (bRIERTRIRAETFS T 46.4% (13/28 15, 95%(S5HAEX[H :



27.5~66.1%) . L PR IERETER B3 C© 38.5% (5/13 4], 95%[Z#EX M : 13.9~68.4%) T
HoTm,

(PD-L1 FEBLIRTLA DA 2hiH Mo OV 4 4)
WAL B AR AR (CA2090675 %) ICHLA AN DT BHE OT — X IZHED & | JEEHHR
2BV TPD-L1Z R EL L7 @S S 251G (BUF, TPD-LIFEER] L)) Jl
(ZERERWNZIRIT AT o T2 R OV B ORERIILL T O LB TH o7z,

BENMHEIZEI LT, PD-LIRBIZEN1%AT (PD-L1<1%) OFBEFLEN & g L T1%lL E

(PD-L1=1%) D BEHFHEMTA U L~ 7 O _EREZNEMEMER SRR S 7= (FH),
B, AF+A Y A~ TREOLEN T 0 T 7 A VIPD-L1<1% D BEHEMN L PD-L1=
1% D BEEM TR CTH -T2,

X3 CA209067 ERD PD-L1 FERR|TD OS D Kaplan-Meier i
(£ : PD-L1<1%MDBFEEM. A : PD-L1=1%0DREFEH)



@EBE RS AR (ONO-4538-21/CA2092387:57)

SEAYIBRME O Ib/c #/IVHI OB RANEEE 906 5 (HARNEF 28 filx&Te, AHIRE
45341, A ) L~ (EiFHHZ) BE4B3 M) 2RI, A ) LA~T 25 RE LT
A 3mglkg % 2 MR CHREEHE LT & S OFMMER L2 MG Uiz, Z25Hm
HE Th o BEARAAR (PIfE [95%EHXM] ) O EMITHERIZ. AFIFET NE

[NE~NE] Z A, AU LA~T7HTNE [1656~NE] #ATHY ., AFlIA Y L~T
(TR LRSEHARIC A B IE R 2R L7 (O — REE 0.65 [97.56%(F 4 [H] : 0.51~0.83] |
p<0.0001 [J&H!] log-rank IRE]. 2017 4E6 A 12 HT—&% H» b4 7)

* : AJCC (American Joint Committee on Cancer) J#iZ04E (55 7 i) (28 < G,

X4 EFRRAFEHB O Kaplan-Meier B¢ (ONO-4538-21/CA209238 3R ER)



[Z41]
OEMNE T FFER (ONO-4538-02 #l5kR)
BHEFRITIAE (100%) (2RO HiL, KHE OREERNPEETERVAEFRIT
30/35 # (85.7%) IZ#B® LTz, FHHEN 5%l EOFRIERIZTROLEBY THhoTz,
#Fz1 HBBH 5% EOEIVER (ONO-4538-02 3ER)

B A3 Bi% (%)
HARGE 35 {3
(MedDRA/J ver.16.0) 4 Grade Grade 3 UL F
AEIER 30 (85.7) 9 (25.7)
o3 WAk
FOR AR REAR T E 5 (14.3) 0
H e
T 4 (11.4) 1 (2.9
L 2 (5.7) 1 (2.9
AN 2 (5.7) 0
—i% - EEREER X OB SR Ok
I I7 5 (14.3) 0
B 2 (5.7) 0
HEEN 3 (8.6) 0
JHENEE R P
JiF B 2 (5.7) 2 (5.7)
i R AR AT
ALT #4Hn 4 (11.4) 1 (2.9
AST #ahn 5 (14.3) 2 (5.7)
M7 LTI 2 (5.7) 0
1 CK #En 5 (14.3) 3 (8.6)
g7 L7 F =890 2 (5.7) 0
17 R o BN 2 (5.7) 0
1L LDH #4n 5 (14.3) 1 (2.9)
1L TSH 4 3 (8.6) 0
1 TSH #50 7 (20.0) 0
CRP #4/0 5 (14.3) 1 (2.9
I ER BRI N 4 (11.4) 0
y-GTP #3410 4 (11.4) 4 (11.4)
PR R o bR 2 (5.7) 0
~NEZ BV 3 (8.6) 1 (2.9
U o SERER D 5 (14.3) 1 (2.9
I FREREORD 2 (5.7) 1 (2.9
fERAFI IR T 2 (5.7) 0
i IR 2 (5.7) 1 (2.9
7R ifn ERER ) 2 (5.7) 1 (2.9
i R 6 (17.1) 0
WEBE T3 HE0 2 (5.7) 0
WERE T3 P 8 (22.9) 0
WERE T4 v 6 (17.1) 0
WEBE T4 B8N 2 (5.7) 0
U v~ F R 3 (8.6) 0
1 ALP #500 5 (14.3) 1 (2.9
LR R A 3 (8.6) 0
A~ — 2 —88hn 2 (5.7) 0
FUZHUAREE N 2 (5.7) 0
=TI B T aTA N 4 (11.4) 0
1 CK e 2 (5.7) 0
kSRR & O%E ARk
R 2 (5.7) 0
PR SRR
W P 2 (5.7) 0
KM= 22— RF— 2 (5.7) 0
g ¥ KO PR ARREE



BRI Bl% (%)

HATE 35 {3

(MedDRA/J ver.16.0) 4> Grade Grade 3 LI I+
EES 6 (17.1) 0

Z 9 FEIE 11 (31.4) 0
F95 2 (5.7) 0

iR INGRZSING A 2 (5.7) 0
REIRME R G 2% 2 (5.7) 0

B o 3 4 (11.4) 0

¥, HVEMEMSE 16 (2.9%) . K%K - HEO THR 1H] (2.9%) | MfkkE=E 4 4]
(11.4%) . T#snebaEs 5 61 (14.3%) . BEERERETE 2 61 (5.7%) . HARIRBEREREE 8 4
(22.9%) . RIEBEE L6 (2.9%) . EEOREESE 146 (2.9%) KOS E S HEK 14
(2.9%) NRO BNz, Fio, FEMAHEEERED, infusion reaction, 1 BUBEIRIFE, FE,
HIEMMESJAE, MM - BEEEAE. (DR, Ak, S, BERBUTREARIE/ X A 3T — KUV
PN /NS PE SR BEIR 138D B LR o 72, AREIERRBURILIZBI#H HESR (AR
EREEET) 2 E0EIKRE =T,

@ENE T AHRER (ONO-4538-08 7R)

AFFRIT 22124 5] (91.7%) (ZRBO Hiv, AHE ORPBBRNPGETERVNAFSR
503 18/24 1] (75.0%) (2338 Tz, FHHRED BB LOEWEHILTRD LB TH-
72

#2 IR 5%LL EDORIVER (ONO-4538-08 35%)

FRE RIS B (%)

FEARGE 24 15

(MedDRAV/J ver.18.0) 4> Grade Grade 3 1 I

RITEH 18 (75.0) 2 (8.3)
o akEsE

RO IR RE AR T 6 (25.0) 0
Bl

ML 2 (8.3) 0
— % - EEEEERS KOS OIREE

[i=9R3 4 (16.7) 0
AR AR A

IR EJD 2 (8.3) 0
Rt L Ok REE

AARIR 2 (8.3) 0
Mk gs. MEREs K OViEhRREE

P8 7 i 2 (8.3) 0
R x5 L O FRRkRE

= 5 (20.8) 0

& D FEIE 5 (20.8) 0

RN Y N 2 (8.3) 0

B, KIBHK - HEO TR 241 (8.3%) . FHEREREE 161 (4.2%) . FEAHAERS
161 (4.2%) M OVHDIRGHSREREE 7 41 (29.2%) 73388 Bz, £7-. BIEMEMREER,
PRRRRE T (367 v« NL—REERESE) | BT (RMEHEEERE) | AlEFEE,
infusion reaction, 1 BUHEPRIT, EHEEDREREE (REAEIRARIERRE, AL, BRE
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B R, BEIERBEE, AR - SR, SE I IRR, LR, MR, ITR. B
RRMRIE / < AT — R O e e /MR PESE B 13580 B e v o 7o, ARINEM %8
BURTLIIBE SR (RRMAER T 2 Et) 2B EZ =T,

@UEA M EAHFER (CA209066 #5R) Y

B EFLIIAFIRE 192/206 1] (93.2%). DTIC £ 194/205 5] (94.6%) (2388 HiL, 1A
Bk & ORI FBIR G E T & 70 \WA EFRITAFKIR: 153/206 1] (74.3%) . DTIC £ 155/205
Bl (75.6%) 258D BTz, W ORECRBLEN 5%LL EORWEMIZTEDO LBY T
Hol,

~~ o~

F3 WTNOLOBTRIER) 5062 EDOEWER (CA209066 35R)

T
wBBIRGE A S DTIC 7T
=h
%(ﬁ/EDRA/J ver.17.0) 206 1 205 41
o 4= Grade Grade 3 UL E 4= Grade Grade 3 UL E

AEIER 153 (74.3) 24 (11.7) 155 (75.6) 36 (17.6)
MiRE LY 3 REE

I FRERIE 0 0 23 (11.2) 9 (4.4)

1/ RIS E 0 0 21 (10.2) 10 (4.9)
H I he

(s 22 (10.7) 0 25 (12.2) 0

T 33 (16.0) 2 (1.0) 32 (15.6) 1 (0.5)

BTN 34 (16.5) 0 85 (41.5) 0

Mg - 13 (6.3) 1 (0.5) 43 (21.0) 1 (0.5)
—i% - DEEEER X O SEA RS

HESIE 21 (10.2) 0 25 (12.2) 1 (0.5)

97 41 (19.9) 0 30 (14.6) 2 (1.0)

HEEN 15 (7.3) 0 10 (4.9) 1 (0.5)
Rt KOsk s

BARIEE 11 (5.3) 0 19 (9.3) 0
E R BRI L O A MRk E

EANEN 12 (5.8) 0 3 (1.5) 0
TR R P

SHIR 9 (4.4) 0 14 (6.8) 0
R R X O Pk

HLBE 13 (6.3) 0 4 (2.0) 0

SRR SOS 3 (1.5) 0 11 (5.4) 0

& 9 FEAE 35 (17.0) 1 (0.5) 11 (5.4) 0

b2 31 (15.0) 1 (0.5) 6 (2.9) 0

=M E B 22 (10.7) 0 1 (0.5) 0

728, ARV CTHRVE MM R 3 41 (1.5%) . KBS - O THI6 6] (2.9%) |
MREREE (F7 2 - NU—ERRES) 28 f1 (13.6%) . FTHERERETE 7 61 (3.4%) . Bk
REFETE 4 B (1.9%) . THEEMAHERERET 4 41 (1.9%) . HUARIREERERET 13 6 (6.3%) .
infusion reaction 15 {4 (7.3%) . 1 UBEIRS N 1 61 (0.5%) . EE D ZJEREE 3 #] (1.5%)
KOS E IR LB (05%) MFEe b, Eio, BIBESE, Wk, BIEMREIE, MK
% - BERIE, DRI, AR, TSR, BERUTIRLARIE/ X A/ ST — K OVt fs NRs A 4
BRI b o T, ARIEHARBURGUIBEE RS (BRRAEMEEE L2 50) %
BUOEINERE R T,
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@Y/ AHRER (CA209037 #5R) 2

A EFRITAHIRE 265/268 41 (98.9%) . {b FhEIERE 98/102 151 (96.1%) (Z#D 5
A, TREREE & DK RBIRDEE T & RWE FEFRITAAIRE 199/268 5] (74.3%) . b7+
WRIERE 85/102 151 (83.3%) (238D AL, WL DRE TRERN 5%, EoRITERIX

TEOEEBY TH-oT-,
F4 ODTNHLOBETRERN 5% EORIER (CA209037 3A8R)
BE (%)
L YAN'S
ﬁgiﬁgmﬁ AR o IRETE
(MedDRA/J ver.17.1) 268 #1 102 71
4= Grade Grade 3 UL E 4= Grade Grade 3 UL E
AEIER 199 (74.3) 33 (12.3) 85 (83.3) 35 (34.3)
MiRE LY L REE
2 1fn. 18 (6.7) 3 (1.1) 24 (23.5) 5 (4.9)
M BRI i 1 (0.4) 0 8 (7.8) 2 (2.0
i H BRI E 0 0 20 (19.6) 16 (15.7)
i/ MRS E 1 (0.4) 1 (0.4) 12 (11.8) 6 (5.9)
W UEE
R RS REAR T 18 (6.7) 0 0 0
H ik
(XN 11 (4.1) 0 15 (14.7) 1 (1.0)
T 42 (15.7) 1 (0.4) 16 (15.7) 2 (2.0)
i 33 (12.3) 0 39 (38.2) 2 (2.0)
Mg L= 12 (4.5) 1 (0.4) 21 (20.6) 3 (2.9
—f - EHEER X OGN OREE
4% 7 14 (5.2) 0 7 (6.9) 0
I 97 82 (30.6) 3 (1.1 41 (40.2) 4 (3.9)
BE hER L OWLEAIHE
HEANTHED RS 4 (15 1 (0.4) 9 (8.8) 0
R AR S
ALT #4n 14 (5.2) 3 (11D 1 (1.0 0
AST H#4/n 15 (5.6) 2 (0.7) 2 (2.0 0
B ER AR 0 0 7 (6.9) 3 (2.9
I/ D 1 (0.4) 0 8 (7.8) 3 (2.9
[ i BREsi 3 (1.1) 0 8 (7.8) 2 (2.0)
R L OseagpEE
RBRIEE 18 (6.7) 0 17 (16.7) 0
W B R KON A Lk
RAHR 15 (5.6) 0 13 (12.7) 1 (1.0
5 AR 11 (4.1) 0 8 (7.8) 0
R
KM= 2 — a8 F— 1 (0.4) 0 10 (9.8) 1 (1.0
BERCH 3 (1.1) 0 10 (9.8) 0
MEas. MoERIs X OWthm
- ) 13 (4.9) 0 8 (7.8) 0
R KO T sk
EEYTE 2 (0.7) 0 28 (27.5) 0
5 FEIE 51 (19.0) 0 2 (2.0 0
R 34 (12.7) 1 (0.4) 5 (4.9) 0
BEIR BIBIRE 5 16 (6.0) 0 2 (2.0 0
=M A BE 24 (9.0) 0 0 0

¥ ARFIBZ I TRVE MR 8 41 (3.0%) . KM - EEED THI 4 4] (1.5%) .
PRREE S 33 451 (12.3%) . JHFBEREFETE 22 f5] (8.2%) . EFHERERETE (JRMNE MIRMER 2
25) 541 (1.9%) . HURARERERSE S 23 1 (8.6%) . Bl 1 41 (0.4%) . infusion reaction
10 Bl (3.7%) . HEDKEREE 161 (0.4%) . K 2 61 (0.7%) KOS E I %K 3 il

12



(11%) 3@ biviz, £z, TIPS, 1R, BEEREEIE, B - 3l
fge, DERR. FER. AT, BUBUHRBMRLE / X /3T — K O M /M s A 1 S8 DA
TR0 bR o Tz, KREIERFEBRR IR EFS (FAREERERE 2 aT) 2508
GiR T Seae

GEMNE T AHRER (ONO-4538-1757Kk)
BEFZITEH (100%) (258D Hiv, AHlE ORREABRPEGE TELRVWAEFHFRL LR
fiil (100%) 1ZFBD bz, B NEWLL EORWERHIZI TRDO LB ThHhoT-,
£5 FBEH 5%LL EOEIER (ONO-4538-17 3ER)

FRE RIS % (%)

FEAGE 30 f3i

(MedDRA/J ver.20.0) 4> Grade Grade 3 ULk
RIEH 30 (100) 23 (76.7)
MiEFR LY o GREE

i 2 (6.7) 0
aPan A

LI A BE T 2 (6.7) 0

R AR REAR T 7 (23.3) 0

BRIV 2 (6.7) 2 (6.7)
El e

(BE7A 5 (16.7) 1 (3.3

T 16 (53.3) 1 (3.3)

] 2 (6.7) 0

L 4 (13.3) 0

AN 3 (10.0) 0

M - 6 (20.0) 1 (3.3
— % - EEEEER X OB OIREE

I FT 5 (16.7) 0

R 7 (23.3) 1 (3.3

ARG PR 2 (6.7) 0

FEEN 12 (40.0) 1 (3.3)
JFRELTE A e

AR e S 5 7 (233) 4 (13.3)

JHFBE 2 (6.7) 0
AR AR A

ALT #4n 11 (36.7) 3 (10.0)

75 —EHIN 5 (16.7) 1 (3.3)

AST #a4h0 11 (36.7) 2 (6.7)

v-GTP 40 5 (16.7) 3 (10.0)

U —BHIN 12 (40.0) 7 (233)

IR EWD 2 (6.7) 0

M7 AA Y RRT 7 Z—BE 4 (13.3) 0
R KOS

U T A fLfE 2 (6.7) 0

&7 7 2 e 2 (6.7) 1 (3.3)

K b U U A E 5 (16.7) 4 (13.3)

BAEGR 8 (26.7) 1 (3.3)
BRI L O A r Rk E

RA HiiR 5 (16.7) 0
TR R

ST Y 2 (6.7) 0

SHYR 5 (16.7) 1 (3.3
M. MEREs K OviehRRE S

R e i € 2 (6.7) 0

11 eI SF R 2 (6.7) 0
FRGx KO FRRkRE

13



B BIRE Bl% (%)

N 30 fi
(MedDRA/J ver.20.0) 4> Grade Grade 3 L I
& 9 FEIE 10 (33.3) 0
F95 18 (60.0) 2 (6.7)
I INIRZ SN S 4 (13.3) 1 (3.3)

72, FIRIESE M (30.0%) | ITHEREREE 1401 (46.7%) . FURIREEREREET7H] (23.3%) |
R T A J. 381 (10.0%) | KIBZ% « BEE 0 T #1345 (10.0%) | FEJE oD Bz i P 55 345 (10.0%)
T EREEREMEE 201 (6.7%) . 5 & 9 I 1651 (3.3%) MR lARIE/ < A/~ F — 24 (6.7%)
M OEFlRImAR ZERRIE LR (3.3%) 235B8 Hiviz, F7-. BHEREREE . mIBHGemE, 13
PERIE, e, BIEAEEAE, MZ - Bl infusionreaction, /OMiidk. Mk, oyt
i NI PESRBESS I O R ITFRD S 7o 7z, ARRIVEARBURILIZB#E S (kK
REERT 2 E5T) 2ETOEIERE =T,

®EsFEMAHFER  (CA2090677K5R)

BEFGIIARA+ A BV L~ 7 RE312/31361 (99.7%) . AFIFE312/31361 (99.7%) . A
B U A~ 7 RE308/311%1 (99.0%) IZFEO HAL, 1RBREE & ORRBENEE TE RWEE
FLRIIAAI+ A VU L~ 7 HE300/313%1 (95.8%) . AAIRE270/3136%1 (86.3%), A U A
~ 7 HE268/311%1 (86.2%) (238 LTz, WO ORE TRELRNE%LL EORIERIZ T
HDOELEBY Th-oT,

£6 VDTN OBTHEERL 5%LL EORIEM (CA209067 3ER)

% (%)
oL A<
T FA LA E D D TR IR UL TR
(MeuanR A/Iver.19.0) _ 313 44l 313 4 311 4
4 Grade Grade 3 UL E 4> Grade Grade 3 UL E 4= Grade Grade 3 UL |-
AEIER 300 (95.8) 183 (58.5) 270 (86.3) 65 (20.8) 268 (86.2) 87 (28.0)
PN IR
FOIR AR e L E 34 (10.9) 3 (1.0) 15 (4.8) 0 3 (1.0 0
R RS REIR T 51 (16.3) 1 (0.3) 32 (10.2) 0 14 (4.5) 0
BRI 23 (7.3) 5 (1.6) 2 (0.6) 2 (0.6) 12 (3.9) 5 (1.6)
H ke
iz 28 (8.9) 1 (0.3) 18 (5.8) 0 28 (9.0) 2 (0.6)
PN TS 40 (12.8) 26 (8.3) 7 (22) 3 (1.0) 35 (11.3) 24 (1.7)
5 12 (3.8) 0 19 (6.1) 0 17 (5.5) 0
T 142 (45.4) 30 (9.6) 67 (21.4) 9 (29) 105 (33.8) 18 (5.8)
PN R 19 (6.1) 0 13 (4.2) 0 7 (2.3) 0
L 88 (28.1) 7 (2.2) 41 (13.2) 0 51 (16.4) 2 (0.6)
Mg - 50 (16.0) 8 (2.6) 22 (7.0) 1 (0.3) 24 (1.7) 1 (0.3
— % - EHREER O 5
ALK TE
0TI 0E 31 (9.9) 1 (0.3) 25 (8.0) 1 (0.3) 17 (5.5) 2 (0.6)
EE 22 (7.0) 0 12 (3.8) 0 10 (3.2) 0
I J7 118 (37.7) 13 (4.2) 111 (35.5) 3 (1.0) 89 (28.6) 3 (1.0
FEEN 60 (19.2) 2 (0.6) 21 (6.7) 0 21 (6.8) 1 (0.3)
R R AR S
ALT #4 59 (18.8) 27 (8.6) 12 (3.8) 3 (1.0) 12 (3.9) 5 (1.6)
735 —E N 23 (7.3) 9 (2.9) 17 (5.4) 5 (1.6) 15 (4.8) 4 (1.3)
AST #4n 51 (16.3) 19 (6.1) 13 (4.2) 3 (1.0) 12 (3.9) 2 (0.6)
U o—EHn 43 (13.7) 34 (10.9) 24 (1.7) 12 (3.8) 18 (5.8) 12 (3.9

14



Bi%x (%)

B |
T AT ALV S TR R eV LT

(ME"SDR AlJ ver.19.0) 313 #i| 313 {4l 311 f4

4= Grade Grade 3 UL 1= 4 Grade Grade 3 UL 1= 4= Grade Grade 3 UL 1

TRE %D 19 (6.1) 0 10 (3.2) 0 4 (1.3) T (0.3)
R L OseagpEE

BARIHEE 60 (19.2) 4 (1.3) 36 (11.5) 0 41 (13.2) 1 (0.3)
W B R KON A Lk

BAEIR 42 (13.4) 1 (0.3) 29 (9.3) 1 (0.3) 21 (6.8) 0

5 AR 17 (5.4) 1 (0.3) 15 (4.8) 1 (0.3) 9 (2.9) 0
PR SRR

FEMED E W 17 (5.4) 0 15 (4.8) 0 11 (3.5) 0

LR Sw 14 (4.5) 0 18 (5.8) 0 9 (2.9 0

SHIR 34 (10.9) 2 (0.6) 24 (1.7) 0 25 (8.0) 1 (0.3)
MEas. MoERIs X OWthm R

W%k 24 (1.7) 0 20 (6.4) 2 (0.6) 15 (4.8) 0

I (K] 36 (11.5) 3 (1.0) 20 (6.4) 1 (0.3) 12 (3.9) 0

fififi 2 21 (6.7) 3 (1.0) 4 (1.3) 1 (0.3) 5 (1.6) 1 (0.3)
28R KO PRk E

R g 15 (4.8) 0 17 (5.4) 0 11 (3.5) 0

& 9 FEAE 112 (35.8) 6 (1.9) 67 (21.4) 1 (0.3) 113 (36.3) 1 (0.3)

¥ 91 (29.1) 10 (3.2) 72 (23.0) 1 (0.3) 68 (21.9) 5 (1.6)

iR INRZSING A 38 (12.1) 6 (1.9 14 (4.5) 2 (0.6) 38 (12.2) 1 (0.3)

=M E B 27 (8.6) 0 28 (8.9) 1 (0.3) 16 (5.1) 0

BB, AEI+AEY A TR W TR REESSH] (27.5%) | JFHRE R 1024
(32.6%) . HUIRNIRHEREFEF8THI (27.8%) . EHEREREE21%1 (6.7%) . B MR 25
B (8.0%) . KiFse « HEEED FHI60%H] (19.2%) . BEEDOKEREE221H (6.7%) . FiE
REERERE 2761 (8.6%) | FITEHERERE 14051 (4.5%) | FER3M (1.0%) . fidse - Bl
201 (0.6%) . infusion reaction 13f31 (4.2%) . 5 & 9 525341 (1.0%) . fh 4341 (1.0%) .
RERL R REAE /) X A3 F—5011 (16.0%) | ITF 514451 (4.5%) S OVE Ak ifi 4 ZE 42 i 2451 (0.6%)
MERO LTz, Flo, VRERE, EIE AR, OAhR & OVasE M i MRS 1 S5 5E
IERR D B AVIR Do To, RAIFEIC I W) TR E 6601 (21.1%) | IFHEREREE 2445 (7.7%) |
FOR IR RERE 4761 (15.0%) . BFEREMRE3M] (1.0%) | MIEMENEESE (1.6%) .
RRG5% - B D T #1161 (5.1%) | F1EE 0 KRR 581 (2.6%) . N (AR RERE 3641 (1.0%) |
BB HERERE 305 (1.0%) . WEA3HI (1.0%) . infusion reaction 1445 (4.5%) . 5 & 9 s
20 (0.6%) . BERUHRMEIE/ S A/ 3F—2801 (8.9%) . ATF4c2/ (0.6%) M OERRIML
FRZERRELE] (0.3%) MR8 DTz, F7o, VRUBEIRSSE, BAEMME, Mk - Bk,
O A S O MR i/ M PSR BER 13RO DAL 0o 7o, REIMVERZEBLIRI X
Bl ES (KRR 251 2308 RE =T,

IR EIBRA e 7o M AR BT 2 Xt RICAAK+ A U A~ TG 2 LI sh e
I fH7ABR (CA209004 7kBR) R — b 812\ TC, fLFRRIERIBHEE 28 ] & (LA
ERERIR B 13 6 & DT, ZetEIcHfE R 2RI b7,
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@EBE RS AR (ONO-4538-21/CA2092387:57)

B EFLIIAKIREA38/4521% (96.9%) . A &' U L~ 7 EEA46/45301 (98.5%) (Z780D 5
Ao, 1RBRIE & DREBIRNEE TE RV FFHRITIAFIEBS/4520%1] (85.2%) . A £
I~ 7 REA34145301 (95.8%) IZFRD BT, W ORECTRIVRNE%LL EORIVER X
THROELEEBY ThHoT,

#£7 VTR OBE THIBHI5%L EOEIVER (ONO-4538-21/CA20923838k)

HH ik AEYLRTE
Grade 4= Grade Grade 3 LA |- 4= Grade Grade 3 L4 |-
RIVEHTE A FEEL B | B IR | BB IR | EI EIER
(MedDRA 12 k. % SOC-PT %y48) (%) ¥ (W) () ()
KRB 452 452 453 453
ESL 385 (852)| 65  (144) | 434 (958) | 208 (45.9)
W HE R B KOS AR Rk S
RAER 57  (12.6) 1 (02 49 (10.8) 2 (04
i PR 3B (77 1 (02 19 ( 42) 1 ( 02
H ks
T 110 (24.3) 7 (15| 208 (459)| 43 ( 95)
L 68  (15.0) 1 (02 91  (20.1)
-8 29 ( 6.4) 46 (10.2) 1 (02
gt 12 (27 1 (02 4 (97 2 (04
(IR 24 ( 5.3) 14 ( 31)
KGR 9 (20 3 (07 45 (99 34 (75
— - RHBEERB IO GO REE
I JTRE 57  (12.6) 1 (02 53  (11.7) 4 (09
95 156  (34.5) 2 ( 04)| 149 (329) 4 (09
FEEN 7 ( 15) 54 (11.9) 2 ( 04)
R IR AR A
Y S—P N 30 ( 6.6) 19 ( 42 26 ( 5.7) 16 ( 35)
ALT #5n 28 ( 6.2) 5 (11 66  (14.6) 26 ( 57)
AST #8/0 25 ( 55) 2 (04 60 (132 19 (42
TIT—EHIN 25 ( 5.5) 9 (20 14 ( 31) 5 ( 11)
RFtBL O FRERE
AARIBOE 18 ( 4.0) 39 ( 8.6) 1 (02
PR R PR
SER 44 ( 9.7) 1 ( 02 79 (17.4) 7 ( 15)
BB LU MRS
BLIR Bk 5 24 ( 5.3) 50  (11.0) 9 (20
EOFERE 105 (23.2) 152 (33.6) 5 (11
it 90  (19.9) 5 ( 11)| 133  (294)| 14 ( 31
RO B, MEREs KONGRS
M- R e 15 ( 3.3) 2 ( 04) 24 ( 53)
W Wb E
FHR IR BEAE (R T E 49  (10.8) 1 (02 31 ( 6.8) 2 (04
FR R RE TT IS 36 ( 80) 1 ( 02 18 ( 4.0 1 (02
ERS 7 ( 15) 2 (04 48  (10.6) 11 ( 24)

B, AFFEZB O THEEMEMZEE 11 6] (2.4%) | BEEUTBARIE/ X 4/ F—48 fi
(10.6%) . NTRERERES 40 51 (8.8%) . HUIRMRFEREFETE 91 5] (20.1%) . Fhikk&E 83
B (18.4%) | BHEREREDE 6 1 (1.3%) . RIEHEREREDE 6 # (1.3%) . TELHERERE
8 1 (1.8%) . infusion reaction1l f5 (2.4%) . KB - EEO T 21 ] (4.6%) . &
FED R fEREE 5 F (1.1%) . 1 AUBEIR 161 (0.2%) . BER 361 (0.7%) . S& D%
2 5l (0.4%) . FF2e 341 (0.7%) MRD BN, F/o, BHIEMEIIE, LK. k.
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o M M/ IS D VESR BRI . A2k - Bl AR AR FE AR E M OMBEALMERRAE 2013580 B
nipinoie, RREWEHSEIURILIIREE SR (BRRAER T 2 &) 2Btz
Y,

1) Robert C.etal. : N.Engl.J.Med., 372 : 320, 2015 (CA2090665:%#)
2) Weber J.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 #tfR)
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URiE - i&]

ARAFNOREMIEYBREET T L EZFIH L2Y 2 2 L— 3 2L v AHKI 3mglkg Xk
240 mg % 2 BN CTHE LIZBROAH O MG HiRE P RET S, ZORER. AFH
240 mg Z 5 L7 BEOMEEERIL, AA] 3 molkg & 425 L7CBROMERE & L i L CEfE
AT ETHE N bO0, AARNBEIZEW TARMEDN MR S TW5 ik A& (10
molkg % 2 AR THRE) TAKIZ &S LI BROREE L i U CIRMEZ <3 & T
Ehiz (F#), Mz T, BEOBEIZBIT 5T —ZI12H-3& | AH| 3mglkg 1% 240 mg
% 2 WHRE TG LBROARKI OBREE & & AT 2 e & OB 2 a2 5%
BLUGET VDR S, SEBEIC O W TREM TR, ERRO M - H&ED
B CHMMER OZRIEC R 2 2RI e TRIS s, Fio, BERAHREEICBT
DT — A HSE . AHI 1 mglkg Xt 80mg &1 U A~ 3mglkg % 3 HHMHIRE T
5 LT BROARFI OIRFEf & 2t & o Bl 2 i3 2 REGEROSE 7 AR S, 2%
B ICSOWTHRE A TR R, LML - RO TLatkic B R 2813720
ETHEnT,

#8 AFDOEMBRNT A —F

}Eﬁ{f . )EHE Crnax Chind14 Cavgdl4 Cmax,ss Cmin,ss Cavg,ss
- (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
3 ke O2W 516 16.6 243 113 62.1 776
kg Q (35.2,70.8) | (10.7,245) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 341 159 878 109
240mgQ2W 1 (59 1°103) | (152,346) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8 398 217 278
10malkg Q2W | 147 219) | (51.2,79.2) | (79.0,114) | (331,532) | (184,313) | (237,386)

UL (5%.5, 95%5) . Q2W @ 23 RIMINE. Cmax : FIEIEE5-1% O fe ) ML IR EE . Crinaaa : FIEIEE 51414
HBIZH T D EARMIE P IRE . Cagas : PIRIEE G140 B £ TOTFHIMIEFIRE, Crass : EFIRIEIZE
T B MG IR Cminss : EFIRFEIZE T 2 F i R, Cavg,ss : EFARTEIZ B T 5 EH g+
TR
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4. FEERIZOWVWT

IR U 72 R AE BT I T 256 1C1E, AR E U CHEARRERE (261
PE) DELNTNDHZ Enb, émﬁﬁ%@@’%hf%ém X CHOLLENRDD, *
O T, EEE Y A7 EHGEHE (RMP) (23S & | AFIOE RG2S BN~ 71k
Hill 238 B fiigk Tl o T, AR OE G EHY) 72 BHE Z2Wr - F5E L, AFIOEEIC L HER
BIVER 2R LIS T 2 2 AR E -0, LFOO~@D T T &= 3 hiakic
BOTHERT2XETH D,

O MERRITOWNT

D1 T (1) ~ B) OVWTINIHEYT IR THD Z &,

(1) JEAEFBRKEDEE T 03 AR EEILS RS (BRE TR0 A SR B SRR
Hitel A3 A B2 e IL RURBE . kS AR e &) (CFERK 30 4 4 H 1 AR - 437
fiiFx)

(2) HrEtERERERE (CERR 294 6 A 1 H IS - 85 Jifiik

(3) FENFEAFENIEET 203 VP EEFPT (D3 AR EWPL, 3 A2 HH
W 1EBE. 23 AR HEE R L /e &)

(4) ShRAbFRIE=EAF %L.%%M%%ﬁm%lﬂi%%m%%&m%2®m%
IR DR EIT> TV DlieR (CEAK 2847 A 1 HIKEA - 2@0% >

6)#ﬁﬁﬁfﬂ%ﬁ£ﬁm%®m R AR D R &2 1T > TV D faak CERE 28 4E 7
H 1 BEEA ;1290 fitigk)

®-2 EMERAREO TR E & ORIWEH FEBLRE O IR 57 72 ik & R 4 FFD E Al
(FROWNT NS T DIER) 2, BYEZEROARFNCET H15EOEME L LT
BlE SN TWnWbZ &,

*

o [ERiREFEIG% 2 FEOVHIIHEZME T L2112 5 DL EO D ATER D BRRIHE %
fToTWBZ &, 95, 2FEL RIT, RARYIREE L LRSS OHHE 2
T TCWNWAZ L,

o ERIGRFFIGFE 2 FOYMEINHEZAE T L721%IZ 5 FLL Lo B IR 2 5 O i
IR Z R L TWDH Z &,

@ BEHNOEERFREBRDMEHITHOVT

Eﬁﬁﬁﬁﬁﬁ*%iﬁéﬁﬁﬁﬁﬁﬁéﬂ\@%ﬁ%#%@%ﬁ%ﬂ\ﬁ@ﬁ'ﬁ
AMEEIPRFROE L REMFEICHT SRR, AFFELRBE LG E0ORE
HEH, EDRESHITTONDIEREIRFE S TND Z &,
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® EBIERA DRI ONT
@1 BIVEARBUR: DXL A2 BT 2 B

W PERTR BRSSO B 2 BITEA N AE LB, 24 BERSIRIEHIO T, Mikhaak X
MR (23T B L2 BIERNICIS U CABEE B L N CT ZOFIVER ORIz 4
PFRMRAEOR RN L AIE O, EHITRISATREZRARI N > Tnd Z &y

®-2 BEREFEIC L IFFFRMNNCET 28 S

DS AR\ 0 D B I ik M O R 2 A3 o IR E DNEEH =421 v 7/
EBFOTERDOA TV —=0 7 2TV ERE Ll 2 G TE 2 F — L ERA 235
SN TnBZ L, ek, BREAFIZOWT, BABRE LEZOFBRICHSIZEAmIT
W5nHZ &,

@-3 BIEROZKCRINICE LT

RIVER (RIEMERZE BTN 2 | EREAG B AE, DAR ., AR, BB RMIRAE . KIBA.
BEOTH, LRBEIRSG, AL, IFHREREE . IFR. s kMR E &, FURIRESRERE 5
TEARRERET, MPRREE, BEE (BAL - RMEMEMEREZET) . RITEE,
fds. EEED R REREE . FIRMARZEMRE, infusion reaction, BE 7 MiklEE, MmEKER
SEGERE, f5Z, B ORESOG, IR, DIREEE (L EME) - 1Rk - DS
IAESE) 45) 1Tk LT, MRk U B E R O RME 2 9 5 Al & s L (E
TER OBWCRISIZE L CTHRER OB Z T O 5&MEICH D 2 L), BEHIZEY2R
WUENRTE DIEFIRES>TND Z &,
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5.

BENR LI DBE

(A2 B9 2 FIH]

o)

@

TROBEIZBOTAROEMEN RSN TS,

o ALFIRIERIGR K OBEIER OARTGEIER AN RE 72 TLHT/ IV 3 SOV o0 S R o i
BE

o ERYIFR%OIb/c #H/IVH Y oM BAEEE ST DN ABIEIE

728, BRAFEG T AR Z AT 5 BEIZHE WO TL, BRAFLEANC L 2 1RE L B ET

LTk,

KA+ A Y AT i{lﬁ%ﬁﬁﬁiﬂ%“(“%@*&?“@%T“focﬁ'fiiéﬂiﬁ;%%%ﬂ%%
& Lo g B IAEEER (CA20906730R) 12 W T, xflRE SN/ B AT &G
R U TEIMEPHRES LTV D, 7275 L, AAl+A BV A~ 7G5 & ARKIHh
5 b UT- B e Mz B8 W CiE, PD-LIBEBLIRPLIZL VA B Y A~ 7 O L3
IR PERDERDPRRENDERPIGELNLTND (Tp2R) . 207D, Rin
@JE%T%?ZCE'@EEH%%% IZBWNWT, AFlE A Y A~ T7 OB O
Wrd 556, PD-LIBR*Z AT HZ ENEE L, PD-LIEEEN1%LL ETH
HZ &73%%; SNTBE TN TR, JRAL ARIEMEREAERET S, ok, R
UIbR AR RE 2 B R A E AR 2 x5 & L7y as T AHRER (CA2090045805R) 0 =27k —
FBIZHRW T, (b PRIERIGIEEE AL P RIEMEREE L OB TAAI+ A B U A
~ 7 &G OFGNEICAMRZRITFRD DTV,
kARFIOBWIF L L, 524 : PD-L1IHC 28-8 pharmDx [# =1 | 23/KR ST\ 5

(1)

AJCC (American Joint Committee on Cancer) JRHIZHE (85 7 hR) (23 < 3
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[Ze a2 FH]
O TRICEET 2BECOVTEHAAOREPERE SN TVDL Z b, BHE1T
brpnZ
o AANORIITH LIRBAEDBEIEE D & % &

@ BFEATOFMHIZB VT RIS T 2 BFICOWNTIE, AAIOELITHERE S e

D, AOIREERTUL A 2 WG EITIRY | HEICAFZEH T2 2L 2B ETE D,

o [WEMMZEEOEGI IIBEED H 5 BE

o JRoER I AR A CRVE R 258 6 D B K ONE B 0 Sl i i 2 <o e 1 it 2%
LEOMICRIEMEE A DI D B

o HOMEEEBOA, XIXBIEMZRE L XD B CuE R B OBEERED
oD HRE

o RERBHE (GEMSMaBREEELET) ObbEBE

o ORI R AT HEE

»  ECOG Performance Status 3-4 2 o @3

(20 ECOG o Performance Status (PS)

Score | EFE

0 | <ML IEBTE 5, FMWHls R U HHAEESHIRZ AT 5,

PARBIZIE LWEENIHIR S5 28, BTHIRE T, BAFELH > TOERIITI 2N TE D,
Bl mOFE, FEEE

BATRRECTH Y OHOEY O Z L33 X THREZMMEEITI TE 2, B O 50%LL BT~y RAACIla 29,

1
2
3 RONTZHSDHEDEY DL LNTEXRY, HHO50%LL A2y R+ Tl 24,
4

E<BHT RV, AZGOHFOEIY O Z LT TERY, BRIy R iFTiHId,
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6. EICEL THETNEHE

O WA SCEFITIN A, RIEREEE DRI D ERFE IS & ARHI O Fe: K OV EfE
RO DI EREHRAE I B L T2 2 &,

@ BRI D, BESULZ OFRICAINER ekt 2+ L, FE 25
ThroHEETLHZ L,

@ MIGUIRAREREERAEEBE BV T, AF LA B Y A~ T L OO O R
ZHWrT 586, PD-LL BEBE G MR TS Z ENEE LWV, PD-LL RBL=R A R
TERWEAIZIE, AAIL A B Y L~ 7 & OO DA Z W fr L7z BT 5
THZ L,

@ FEREWEHDO~<H T AL MZDONT

BEMEEERR S 5D Z ENHDDOT, AFOEEIZHT-> L, BEE
W (PRI IR EE, ngmik, FEENE) ORER L O X fRfR s O L, B4 157
ZATH 2 &, Fio, BEIZS U THRE CT, i~ —b —S0hREZ £ 5
ek,

AFN DY 51X EEE D infusion reaction (Zfif 2 THEARRC 43 226G D T X % U
i a1T>7c L CTRRMT 5 2 &, £ 7.2 [81 B LI O AHI$ 5812 infusion reaction
WHHONDZEbHDDT, KFIEE R OARFEGHE T HIT AL Z A
ERAET D%, BEOREBE I8 T 52 L, 72k, infusionreaction %
FHLLTEGA TR, 2 TOMEE R OER D 5ERICEE T 5 £ THRE 2 +08l4
THZ L,

ORI RERE . T RAREREER DCRIEEEN S DI ENHDHDT,
AFN D ¥ 5B AR M O G-I I E IR IC N ikRe iR A (TSH. EHE T3,
Wl T4, ACTH, =T —VEOHIE) #EiT 52 L.

AR OEHIZ XY | BEORPEESINTER T 5 L& 2 5Dk~ 7B R
NHLLNDLZENDHD, BENRDLNTHAITIE, B LIZFRIILE U
B[ 72 NGk & RR SR A RO PR AT & s U C bl 22 R M 2 1T IR O
BOGIZ £ 2 BEWER DB b 2358121, ARIOKRIE TR 1L, R OEIE RE R
NECHOBRGEEBRT L2 L, 2B, BIFRERVEOREICLYEIE
M OYEERFRD SR WAL, B BB R VE LSO sz il o n
LEET DL,

B TH, BOEBNSED ARGE L T ORIERNRERT D Z 08B 5720,
AR OBERETHRIZGRWEH ORISR T D 2 &,

1 BUBERS  (BIE 1 BUBEIRIE 2 & de) Db bbiv, BERFES R 7 v F—v 2
CEDZLBHLOT, HiE, Bl EHSEORER O FEHC M E D EF (21
SEBT L&, LERERFBE DN G ICERGE R, A2 )
F O 55 OME) LB 51T H 2 &
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® RGO R AR T BRI, ARIOEKRBRICB N T, &5
Bah 6 3 7 HLUAN, EALLARRIE, B GG 1ERIL 6 W Z & IS/ IMEDRE
ﬁ%ﬁofwt:&%%ﬁ’ KA G FILERN DR OMEREITO T &,

©® SERUIERYE O MR EANEEE ~OIRAMEIEE L U THEMT BRI, AHIORIK
ﬁ% IZBWT, 12l Z L ICHMEOF M Z1T > T\ e Z L2 5BI0, ARG X
EHHNCN R OMERAAT O T &, I, RMiBRE S LTl 2558103, K
ok 5MEIx12 "AETETHZ L,
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B AHEET A FF A4 v
=R ~T7 (BEFEEZ)

(R4 : A7 V=R REFE 20 mg, A7V —RRHE#E 100 mg, 7Y —
A AREFHE 240 mg)

~ BRSHER R ~

YRk 2 943 A (FFnseE 6 HiksT)
B A G A
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1. IXC®IZ

3K DA M « ZENEDHECR D 7o DI, WA SUEFIZE DWW ol E e 23K D
BiILD, ST, IEFEORFENOERIC LY | FUREIRS e & OF i 72 Fri E %
FFEIEMPARINDGHT T, TNHOEEGZ EIZHEREF TR 5 2 LB
PR & 72 o TR Y RREMBOEE & SO O AR EE 2016 Rk 28 4 6 H 2 H BRI E)
IZBWTYH, EHMERLEOFEHORECHEELZXD Z L LI Tn5,

FHERS PRI AT, SR ERC R 2T r 7 7 A VDB F O EIES & U 5 R
RHZENDHDH, T, AMELPLEMHICET HIERN+0EET 5 £ TO/R,
UHRERLOBEZRSZIT L2 PRI BEICH LU THERT S L & b, fE
HDFEL LT BRIC Bt IS 2 & D 2 & DN AEE7R — 8 O BF 24 7= 7 Rtk B < H
TAHZENEETH D,

Lo T, KA KT AT, BAFBEESLZNE TILHE LA TWLIEFIETH) -
B RN EES & | DUT OEIES O fei 7ol 2 HEE T 2 8LA0 b B R BfE | & %
FROEEFREERT,

B ARTA NI A A%, MNATBAE NEE G ERESR S, AARTEAN A
BRRIE 7. —MAEHEN B AREEIRINFHE 2 — M EEN B AR H SIEER 72 KO
INSFERTEN AR ARSI Db EAER LT,

K L IR BEISL ATV — R S ERE 20mg, A Y — AR R ETE 100mg, A 7Y
— R EEEE 240mg (— %4 =R~ T GBI Z))

MR ERDMENIHE « R T =R 2 A9 5 ESHA S

WEERDMEROHE @, RAIIZ=RL~7 (BfH#z) & LT, 1[0 240mg
% 2 MR TR 5,

B s I 5B ¥ /NP T RIS




2. AANOKER, TEREF

7V — R SRR 20 mg. [FSIEEE 100 mg M ONELSTEETE 240 g (— k4 - =
R~7 GEBIETHHEZ) . AT, TARE Evvo,) 1d, NP TS 2 &
Ly 7 24 BTV AL w4 Y —X 22747 (BMS) #) 2% L7-t ~ PD-1

(Programmed cell death-1) (Z%}9 % & hiIgG4 & / 7 o —F LFURTH 5,

PD-1 1%, V&ML L7 U o NER (T fifa, B N F 27 0% 7 —T fila) KOvVE
BERMIAIC R BT 5 CD28 7 7 X U — (T AR OIEME L 2 i BhAVIZ I & BUCHIET 5 5y
THE) IR T A2ZEKRTH D, PD-1ITHURESMAIZIE S 5 PD-1 U > N (PD-L1
KOPD-L2) EfEA L. U o ERICHRIES 7V ZARE L TU v BROIGEIREE %
BIZHHET L CTW5, PD-1 U W RIZFUREAMALIANT B N DRk % 72 SRR B
LCHY, BMEROMEERE LU L EGHEMKICI T2 PD-L1 OFEL & itk DAAE
M & ORI ADOFBEBRN S 5 Z & 3#E S Tuv5  (Cancer 2010; 116: 1757-66)
Fo EERAEBRE IR T RN ELET S A v X —T a2~ (IFNy)
12X > T PD-L1 ORBENFE S, 58 L EEMARICB T 5 PD-L1 ORI L FHE O
AR & ORI EOFBARGEN S 5 & OiE & 5 (Sci Transl Med 2012; 28: 127-37)
512, PD-L1 Z oI R B =08 AT, PUSRSEEA CD8 Bk T Mifia oMl fn 5
TEME 28T S 528, T PD-L1 HUAT PD-1 & PD-L1 & OfEAZET S & OHMif
EEEENREIET 5 Z ENRENTWD, D Z LMD PD-1/PD-1 U 7y REREIX, 7
AR FUR R RO T AR D OBBE L2 RS 28FO—>2 &L LTEX LTV
Do

AHN L, FEEABR OFE R 5 PD-1 Offifush it (PD-1 U > RiEA ) (IZHE L
PD-1 & PD-1 U A > REDFEAGEET D Z EICLD ., DAPURRERNZ T MO
PEAL K O3 AUKIIELT K9 2 MAE G M 2 B3R 5 = & TRk e fiiis2h 2~
ZEDER I TV D,

ZID DN G | RENTEMERES SR 2 i IR 0155 b O L MR S,
SHS I R 2 xR & U7 B AR aRER & 550 L . B2hiE, et L BRI R S v,

AFN OISR Ho S < MBEE DS RUT £ 2 BIERI 238 & i, TS TS|
5 AN 8 B0 AFIDB AR O S4ITIE, BEOBRE T, RENR
W BAVTIAIT IR FEHL L7 H T U S A 7 il & O A o PSR & s L
GRS 21TV . HBEE DS RT & 2 BIERI S B DAL 2 A 101, BT E AL
B LFIOB GO AE 21T 5 LB D B,



3. BRERRE
BR LR 2 A 7 5 ESAE R O &GRS Gl 2 17 - 72 £ 72 R IR R O ik &
ZNE R

[H2hE]
[EFR [ 25 M AHFRER  (ONO-4538-11/CA209141545R)
7T FF W & G LA R T R 56 A LINIZIR B T U HERE AR 51
72 ARG B A D SR ATIRIEOEIG & 72 B 2 T /IV ) 0 BESEE R L J s 2 36141 (H
ARNEBE2TH 2 G de, AFIRE24001, KEFREE12161) Z %51, JRBRFE Y AT S8R L 7=
B (A M ML —b, FEZXFEALTEY X ~T) xR E L TAHI3 mg/kg%
23 FEII0E C A ERE Lz & 2 ootk Vet Mt Uiz, EEMEEE Th o4
AR (BLF. ToS) &wvo, ) (Pl [95%EHHIXH] ) o FREIMRATRS SRiL, A
FIBETT7.49 [5.49~9.10] # H ., XJHREET5.06 [4.04~6.05] 7 H TH Y . AFNTIRBRIHEY
Rl 2SR L 7= IR LR FIIC A B RIER 2o LTz (A — RE0.70 [97.73%1F
FEIX[E : 0.51~0.96] . p=0.0101 [J&%!log-rankiiE] ) .

*1 1 ARE H B0 SRS DA ORI 2 B,

*2 1 RpR b SNEREALE, Qe o+ FUHE K OWEEE,

1 OS ® Kaplan-Meier g (ONO-4538-11/CA209141 #Ek)
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(PD-L1FE BLIR IR D A 0 Mo OV 42 )

[EIRR A 55 MAHFRBR  (ONO-4538-11/CA2091417858) ICHHAAN BNT-BED S b,
NSRRI Z BV CPD-L1 2 3 8L L 7= Il 5o 2814 (LU, TPD-LIZBLE] L W»
o) BT DHERNE SN OBEDT — X THS & PD-LIZEHLRNIERIIIC
AT 24T > T AR OVE MO FIILL T LB Y THh o7,

AIMEIZE LT, PD-LIFEELH N 1% A OGS ISk REE L ZIEFRBROFS R CTh 72 (F
%)),
723, PD-LIOFBRIZL LT, KFOLEMET w7 7 A VITEETH -T2,

100 . 100
—Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
o | e Investigator Choice %0 "-E ----- Investigator Choice
g g '
a a
W 60 B 60
S (]
= =
® 40 3
* & %
# a
20 20
0 0 T T T T T T T T T T T T \
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
SEFHMA) LEEHMA)
at risk at risk
Nivolumab 3 mg/kg 96 74 59 42 30 25 22 19 16 11 8 5 1 0 Nivolumab 3 mg/kg 76 54 39 32 29 20 19 17 15 11 3
Investigator Choice 63 45 24 14 10 6 4 3 2 2 0 0 0 0 Investigator Choice 40 30 19 14 10 7 5 4 4 1 0
A Nivolumab 3mg/kg (events:81/96), median and 95% CI: 8.1 (6.7,9.5) A Nivolumab 3mg/kg (events:67/76), median and 95% ClI: 6.5 (4.4,11.7)

""" 0" Investigator's Choice (events:39/40), median and 95% CI: 5.5 (3.7,8.5)

"""" R Investigator's Choice (events:60/63), median and 95% CI: 4.7 (3.8,6.2)
Nivo vs INV Choice - hazard ratio (95% Cl): 0.73 (0.49,1.09)

Nivo vs INV Choice - hazard ratio (95% CI): 0.55 (0.39,0.78)

ONO-4538-11/CA2091413RER DPD-L1R B RB| THOOSD FRHFENI #24E 7 4 v —7T v 75— F DKaplan-
Meier g
(X : PD-L1=1%D B EFLM, A : PD-L1<1%0 BELMH)



[Z4tt]

[EFR [ 25 M AHFRER  (ONO-4538-11/CA209141545R)

HEFRIIAKIRE229/236651 (97.0%) K O HEEE109/111%1 (98.2%) (258 HiL, 1A
BREE & DR R NG E TE RV EFRIIAKIREL39/236/1 (58.9%) | xHHFAES6/111
5] (77.5%) (238 HT-, BEENSNLL EORWERHIZTEDO LB Tho7-,

#1 FHEBHN5%L EOEIER (ONO-4538-11/CA2091413088)  (RAMAENTI L)
THH AFIE IR
Grade 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
RBEHEH FEBL BLE | B ORBLE | BB BIE | BB ORBIER | BBL BB | EHL RBBIE
(MedDRA |Z X % SOC-PT 4y%) 5 (%) FE (%) #FH (%) FH (%) FH (%) #5 (%)
e 236 236 236 111 111 111
AR 139 (58.9) 31 (13.1) 1 ( 04) 86 (77.5) 39 (35.1) 1 ( 09
MIEFR IOV R EE
E=in 12 ( 51) 3 ( 13) 18 (16.2) 5 ( 45)
T ER A 9 ( 81) 8 (72
Ik
T 16 ( 6.8) 15  (135) 2 ( 18)
BITN 20 ( 85) 23 (20.7) 1 ( 09
HH % 5  ( 21) 1 ( 04) 10 ( 9.0) 3 (27
I - 8 ( 34) 8 (72
— - B FEEBI O GERA O EE
) 10 ( 42) 1 ( 04) 16 (14.4) 2 ( 18)
9 33 (14.0) 5 (21 19  (17.1) 3 (27
KB D I I 3 ( 13) 14  (12.6) 2 ( 18)
i AR AR AT
R 4 (17 6 ( 54)
Rt OsEREE
AARIBOE 17 ( 72) 8 (72
PR SRR
R = o — S — 1 ( 04) 7 ( 63)
J2 R L OB R kbR
iR 14 (12.6) 3 (27
R g 7 ( 30 10 ( 9.0)
EHFERE 17 ( 72)
¥ 18 ( 7.6) 5 ( 45) 1 ( 09

ERiD SME SN-AEELRLIE, CTCAE VA Z WV Tl L, MedDRA ver 18.1) & VTRt 2 72,

7ok, MIEMEMEE 7 6] (3.0%) . BEBTRERIE/ I A 3F—5 fil (2.1%)
B2 5 5] (2.1%) . HURBRHSRERSZE 17 4] (7.2%) . #RFEEE 7 4] (3.0%) .

. FpkHE

PR AE R

E 14 (0.4%) . RIBRESE 161 (0.4%) . FEARERERES 2 4] (0.8%) . #kinfeZEs
JiE 1 %1 (0.4%) K U infusionreaction3 ] (1.3%) 23i8 Hiviz, F7=. BEIEMEIIE,
DR, g, KBS - EEO TR, 1 BERW, oMl Mas o MESEBER . T,
e - S, BEEORERSE, 5& 5 ERLKVEEDORERFITRD broT,
ARIERARBURIUIBEE RS (BRREMET 2 &) 28 0EHBREERT,



[Hik - HE]

AR OREM Ry @R T T V2R L7y I 2 b—a 2k, AHI 3 mgkg (K
) X% 240 mg & 2 AR TG L7 BEOARF O MG HIRES R Sz, 0k
. AH 240 mg x5 LTZBROEREEIT. AH 3 mglkg Z 5 L7-BROIREE & & g
LCHEEZRT ETHSINTZEOD, HANEFIZEW TEEEN HER SN THDH
% HE (10mglkg % 2 ERIFE TR YE) CTAAIZ G LIZBoORE R L ik L R E
g PRl ENT (FR), AT, BEROEREIZEIT 27 —#ZI2HE5& A5 3mglkg

(fRE) X1 240 mg % 2 NG TG LI BEOARKI OgE & L 72 ix et &
OPBEZ fRFTT DIRFESUGTE 7 AV DMEE S, Y BEIC OV TREIDM T O R,
FROAE - HEOM THIME,R WEEMEICHM R ZR T2 E Tl s,

£2 AKEOEYE}MEENRT A —H

}Eﬁ{f . )EHE Cmax Cmind14 Cavgdl4 Cmax,ss Cmin,ss Cavg,ss
- (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
3 ke O2W 516 16.6 243 113 62.1 776
kg Q (35.2,70.8) | (10.7,245) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 341 159 878 109
240mgQ2W 1 (59 1°103) | (152,346) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8 398 217 278
10malkg Q2W | 147 219) | (51.2,79.2) | (79.0,114) | (331,532) | (184,313) | (237,386)

TP (5%.%, 95%5) . Q2W @ 2MBEIHING. Cmax : FIIEI#E 55 D e MLl IR EE . Crminata @ FIIE1H 5-1% 14
El E &:3&75%{&m23ﬁ5${%§\ Cavgd14 . ?ﬂ@&’ﬁ:‘ﬁél4 E E i*’(@I‘Zi@[ﬁlFﬁEEP{%J;f\ Cmax,ss . Eﬁ%ﬁ?&zﬁ
T B MG IR Cminss : EFIRFEIZE T 2 F R R, Cavg,ss : EFARTEIZ B T 5 EH g+
TR B



4, WEERIZHOUNT

RS L U TGS (20HE) NREonTWD Z &b, Y%k 2

Y2 520 C & 5 ik ‘(a‘béﬂ%@b%é ZDET, ARNOE #8072 BE 272 W - R
E L, AFlOEGICE Y EE 1@%%%%%%11715% W5 2 MLEERT= LT
@~@@#«T%ﬁt#m BWTHERT2RETHD,

@

HEFRIZ DWW T

@-1 TiEd (1) ~ B) DVWTANTHET MR THDHZ &,

1)

)

@)

(4)

(5)

®-2

JEA B RE SR E T D DS A FHEEIL AR e (BB RS AL R b, Hi
S AR L SR, U AU EERE 7 &) (A 30 4F 4 A 1 HIREAT : 437
fifiz%)

FEEMSEEIRPT Rk 29 456 H 1 HREAR : 85 fitigk
%ﬁﬁﬁﬂ%ﬁ%ﬁ?éﬂh&%@#ﬁh(ﬁhﬁ% HEEFE ERT. 23 AR
W 19FRE. 3 ARSI EEHEE R 72 &)

IMRAL AIRIE R A % 8 L A SRAL R IEINE 1 IS SRALARIENN A 2 sk FEuE
AR DB A T T Dlieg (k2847 H 1 HIREAL - %mm )
PUBMEREE AL 7 & BINE Ok FEEITAR D R 21T > TV D liEax CEEk 28 4 7
H 1 BEFA ;1290 fitigk)

SHSE I DAL PR K OVRIE A FEBURE D e I 457 70 ik & #RR A B D= Al X

TEBHEM (FROWTNANIEL Y T D EM ST EBHER) 25, YaZ2 R O AN
TORFEOEME L LTHRESNTND Z &,

*

ERIFFIUS% 2 FEOHHINHE Z{E T L7212 5 FLLEDO N ATER D BRIRIHE %
IToTWHZ L, 95, 24 I, NAERYIRERZ T L L-RKBESESOIHME %
ToTWVWAHZ L,

ERfFEE% 2 FEOMIHEZE T LI2%IC 4 FLL Lo B & iRMERE R o i %
WHEZIT->TEY ., 95, 28 X, DAKYREZ & te S M RE 2R D
BERMHE 1T > TN D Z &,

[ il 0 27 S R T 0 PR B 2 D MIHE &6 T L7=f%10. 5 4FBL LoD AEAM R
DEHRIHE 21T T30 . 5. 24 LI, BAKMIRES ST NEARON A

R D BERTHE %17 > T\ % = &,

7285, AFNC LD BIICB O CHAEN SO SR E B4 2% -1, BHE OB
220 7= 2 BERHERTIE L D3 DUV F IR T 4o 2 i 7 3 AT (TSR O L2
T OV PR BRI 0D S T A2 -4 72 Sk & ORI % F S L) & O BREE A D &, &
S AN




@ BENOEZRMFHREEOMEHIZOVNT

PRSI W BN E T D RMEE N E S h, BRSNS OfFRE D Ao - %
VAR EEH G H D B BE K ONE R ST BT AE 63 H 1 ik, A FFRN AL
TG OWEER . FERELCHLIITONDEHINE S TNWD Z L,

@ BIER~DXIINTDOWNT
@-1 fask Iz BE 4 B

VMR B O EEZRBITER 233 E LIZBIC, 24 BRIRIRHI O T, Mi%hiisk X
TEEE R (23BN T, EEL L 2 BIENCS U CABRE L O CT & O FIER O BRI 2
FRRAEDORERD Y HPICE LI, EHOHICKHS TR > TWnD Z &,

@-2 ERUEEEFIC L 2AFFRAINICHET D EMS

S ABHRITHE D D BT 22 e e O\ BE 2 A 2 BIRIEFRE D EIE =2 ) 7
EEDIEROA Y ) —= 0 T 2ATOWERE & FwE A TE 5 F— LRI 2R
SN TVD Z &, 2B, BiAHIZOWNT, BDABE L ZOFRBET 3T mshT
WwWnHZ &,

@-3 BEADOZWrOR M LT

BIVER (VB MR BTN 2, EAEM B DAE ., OAhR., Tk, BUBHRAE . KIG%.
EEOTH, LARERE, R4, FHEREREE ., TR, i brERRE &, R IRFERERE
NIEEARRERERR S MRRPEE, BREE (BAE - IRNEMEEREREZET) . RIREE,
fde. EREED SRR HARMARZEFE, infusion reaction, FEEZRIMiEMEE, MERE A
JEMERE, FERE. B ORE MR, IR ENE, DIREE (OEAE) - BRIk - DEMESL
IHESE) 45) 1oxh LT, YRk U BEE B O P 2 A9 5 EAf & s L (F
TER OZWCHRISIZE L THRER O EEZ T ONO5MFICH D L), BEHIZHEY) 7
RLIE ST E DIRHIRHE > TND Z &,

1

1



5. REXRLLRDBE
(FZhPEIZBE 3 2 F]
O FI7F TR EG0LFRIERO®H 5 BE BN TARAOFE N RSN TNS,
@ TRLICEY T 2B D AF O 5K O FIEIZ DWW TR, RAIOF MEDR
ML SNTELT, KROEEGHRE LR B,
o I TFFHRIFEGTALTFRIEIC X DIREREO W EE
o iR MBI A
o fhoPuEMEEREA L OFH L TG S5 BHE
@ AANTZEPELF B AR IV T SRERITI W TRBRERIS ST U TR MM
AES VTN DAY, PD-L1 FBLRIZ L W ARMEDHMI A2 D 2 & AREB SN DRER
DELNTWD Z b, PD-L1 BELRE*E sl Lo L TAFI OG- Al & O] 2
THZENEFE LV, PD-L1 BEEN 1% KM TH D Z & NHER S - BE B
TiX, AFIDSOIEFREIL S ZET D,
kAFOZWH L LT, W54 : PD-L1 IHC 28-8 pharmDx [# =] 23R EN TV 5,

(“Ze2EIZB 4 % F1H]
O TRICEYTDIEFICOVTUIARIOEENED L SN TNDEZ b, #5517
branz &,
o FRANIORGI T LSBUE DBEERED & 2% B
@ IBFEATOFHHIZEB O T FRRICHEN T 2 BE IOV TR, AFIOF G ITHER X /e
D3, OIRFERPUL A 2 NG EICIRY | HEICAKZEHT 22 2BETE 5,
o MEMMEROEI IIHEEDH 5 BHE
o R AR A C MV R 2 5B 0D B R K ONE B D Jc S it ik ¢ 0 e 1 i 2%
FEOMIZRIEMEAL N A B BE
o HOMEEEBOAD XUXBMEMZRE L ITFEHEMEO B O R B OBEERED
boBHE
o ISR GEMERMEBEEEET) ObDHBRE
o ORYSUIMEEE AT DBRE
e ECOG Performance Status 3-4 "V #35

4l

(D ECOG o Performance Status (PS)

Score | EFE

0 | <ML IEBTE 5, FMWHls R U HHAEESHIRZ AT 5,

PAREVZIE LWEENIHIR S5 25, BTHIRE T, BAFELH > TOERIITI Z LN TE D,
Bl mOFE, FEEE

1
2

3 RONTZEHSDHEDEDY DL LNTEXRY, HHO50%L A2y R+ Tl 24,
4 £ELEF RV, BOOFEOEY OZ LT TERY, BRIy R R+ TiEsd,

10

BITHRRE CH Y OH ORI O Z L33 X THEEEMEEII TE 22, BHO 50%L Ly RA il 29,




6. BEIZBEL THEETNEEHE

O WA CEFICN A, BERTEESD DIRELT 2 BRI D & AF| O R & OV 1IEf#
DT DI B E R+ CBR L C b5 2 &y,

@ RIRBIAICHENT D, BE UTF OFIRICAE DR Oamit 2 4 L, FE %25
Tho5TsZ L,

@ PD-L1 HBLEHMEGR L7 ECAA OB G /S 2 k2% 2 EAEE L, PD-LL
FELEDPHER CE WA, AFIOMEHOES 2@ N HE Le ETiE5T5
&,

@ FEREMEHO~RT AL MIONT

MEMREN D S bNDZENHDHDT, AANOEGITHT- > Tix, BHEIE
M (PR R, ngmk, FEENVE) ORER L O X SiRds O Efi%E, Blggx o
2479 2k, Fo, MEIDS U THE CT, mi~—h—%0RE%z £+ 5
z,

AFN OB EIZEEE D infusion reaction (24§ 2 TEARFIC /xS D T % U
1T o7 ECRRMGT 2 2 &, F72. 2 [81 H BARE O AA % 51512 infusion reaction
WHHOINDZ L bd DD T, KFIEE R OKRFE G THITAA Z A
ERAET D%, BEOREBE I8l T 52 L, 72k, infusionreaction %
FHHLLT25A 1T, & TOMPE R OERDERICEIET 5 F TREZ o8l
THZ L,

FURARBREERS . T HRMAEEREL ORIBEENH b d Z &R H 5D T,
AAKN O 5-BAhGRT L OB G- FIF I E MRS N wegae e d (TSH. 7 T3,
WEHE T4, ACTH, Moy —VEORIE) #Eid 52 &,

AFNOBHIZ X0 | BEORERIGICEK T 5 &5 2 5N DA R B
BHLOLNDZERH D, BENROLNT-GAITE, BELE-FRIUL U
BEF ) 72 05k & R B A RO R AT & s L CGEUIZRENRE ATV, IBE Ok
O & D BWER BN D565, REIORFETH IR, R ORI EE R
NECROBRGEEZBRETLHZ L, vk, RIBRERVEOREICLYEITE
HOYGEENTRD BV WIGAIZIL, B BB R /VE DSOS Al oehn
LEET D,

BETH, BGARI O AR L T LEWERN BB T2 20835720,
AFNOBEHE TR HRIER ORI A3ITHET D,

1 AREPRI (BIE 1 BBE RIS 2 & de) Nd Hbiv, BERFIE7 7 R— &
CEDZENHLHOT, A, Bl MR ORER ORI MmAEE D _LF7- 121
MEETDZ L, 1BEREN b A IRk S 2t L, AR il
RO HZHEOWY @& 21T 5 Z &,

® AFOEFRKRBRIZINT, &E5GL 9MH, ZhLEE, BERMG1D 14
X 6 M Z L ICHIMEDOFHMEi 21T > TWe 2 & 2B BT, AFIE G HITERT
(R OMERZAT D Z &

11



REFERAMEET A R 14
=AN~<7 (BinTiH#z)

(RFes 1 A7V —RAWHIE 20 mg, A7 V—RAMEIE 100 mg, 47 V—
R R EE 240 mg)

~ R ~

YRk 2 94 A (FFnseE 6 HiksT)
B A G A



B &

1. IZIL®IT

2. AHNOFE, (FRET

3. FERIRRHE

4. JgkiZ >\ T

5. &G LD EE

6. HEICEL THET REFHIH

P2
P3
P4
P12
P14
P16



1. IILBIC

RIS OF M « L RMEDOREROTZ DI, U SCEFICE S W2 E R D
bNb, SHIZ, Fﬁwﬂiﬁmmﬁﬁgib\#mc%&&ewiﬁ%&ﬁEWﬁ%
FREIRGEDARIND T T, 2O OERGZ FICHNERBFITRMLT 2 2 L BBEO
R E 7o TR Y RFMBOEE & SO AT $F 2016 (Fhk 28 4 6 H 2 H EERIE)
IZBWTH, FFEEGLEOMEHOREE(EHELZXS Z & L3 Tnd,

BORAE RS E R ST, KBRS 2 7 0 7 7 A ARBEFE D ER L & B S i
BRHZENBDH, ZOH, BINERONRZEMEICET HERNHERT 5 £ TOM.
MHEREGOBEEZRZITHZ BRI NLBFICH L THENT L &I, BIE
%ﬁ%ﬁbt%_u%@ﬁm%&ékkﬂmb@ TE D B % Yot 7o 3 R A R O
THZERHEETHD,

L7eRoT, RIFA RT A Tlid, BARBERELZNE TITELN TV D EFITFH -
B2 RN S-S & | LUT O =35 O gt 70 6 & HEdE 3 2 8L D B B 5 %
RO EEEE RT,

I, ARITA BT A A%, MSIATBOE N ESEG EFRIEER SR, At ENEAN B AR
BRIRIES s | —MAtEIE N B ARBRIRNEFE 2 K O FE N B ARIBIREEHF2S O W
Jiob EERL LT,

KGR E T2 B RIS AT VR R ERE 20mg, A7 U — R A E 100mg, ATV
— IR EEERE 240 mg (R4 =R~ T (B Z))

REERDMTTER « ARVEEIERANRE SRR D B e

WG ERAMEROHE W%, RAICIZ=ARL~7 (BT z) & LT, 1[[240mg
% 2 IR CAEERET D,
{EZFIERIRIR ORIEUIBRA B X T HE B 0 Bl g 12 % L C
AV A~T (Brifz) EOPRT 25681, 8%, A
IX=R~7 GEEEfZ) & LT, 18240 mg % 3 i [
fRCA4EAMBEES 2, Z20%, =RL~7 (BlaFH#z) &
LT, 18240 mg % 2 @[ IR CAfEERET 5,

fE IR 5E ¥ F N IRG TEEASH

(235)

RIS I B D Y — R A SR EREIE 50mg (k4L A U A~ T (Ein R Z))

DRREXITNE, TEK O &

2 HE 0T 2h R ARIRUIERANEE SUTEARE A OO B A

MLk OH &E: =ALv~T7 GBEFHEIL) Lotz T, @HE, AL

Evbvj(éﬁ%ﬁﬁi)kbfl@lmW@(%E)%3 ﬁ

[FFR T 4 LR T 2.




2. AFNORHK. TERBF

7V — R SRR 20 mg. [FSIEEE 100 mg M ONELSTEETE 240 g (— k4 - =
P~ 7 GRIETHHZ) . AR, TARAL Evvo,) 1d, AN T¥ERAS e 2 &
Ly 7 2t BTV AL~ —2 2747 (BMS) ) 2B L7-t k PD-1

(Programmed cell death-1) (23 % MMl IgG4 £/ 7 m—F A HiATH 5,

PD-1 1%, {&MEAL L2 o )Ek (T M, BN F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T AR OIGMEAL Z # B IE & BUSHIEE3 2 5
TR TR T 2R RTH D, PD-1IFHURIRRMIIRIZRELT 2 PD-1 U 7 K (PD-L1
JONPD-L2) EfEA L. U o SERICHEINES 7L nE LT v R ERoiE AR EE %
BITHRET LT\, PD-1 U NidHURfR ML b b OFk 2 22 ISR I FE B
LTk, BMERAMEEE )OO LB T D PD-LL OFRBLLINEDAEF
I & ORI A OMBEIBfRN & 5 Z & il X Tuvb  (Cancer 2010; 116: 1757-66)
F o B R A NERE CIHRREE T MRS ELET DA v ¥ —T7 a4~ (IFN-y)
IZX > T PD-L1 OFIANFHE SN, BB L7 EEMAIZIS 1T D PD-L1 O3H L% O
A & ORIZIEOMBERRD Y H 5 & DS S & 2 (Sci Transl Med 2012; 28: 127-37)
X HIT, PD-L1 i@l 5s 5 S H 7= AMlaiE, PUsURFEAY CD8 [tk T Milia o il il
TEMEZ 5 SH 57235, HT PD-L1 HI/A T PD-1 & PD-L1 & DA ZHET 5 & Z DAl
EEWEENREIET 5 Z ENRENTWD, D Z LMD PD-1/PD-1 U 7y RIEREIX, 7
AR TR R RAY 7 T AR D OBEE A BT 28 FD—2 & L TEZ LT
Do

ARFNL, SR OFE R 6 PD-1 OffifasElk (PD-1 U 7 RFEAHEIE) ITRA L.
PD-1 & PD-1 VY REDIEARZETHZ LICLY ., DAFFFFRNZ T MO
réft&zmwﬂﬂﬂﬁ Zxbd DA EEE AR T D 2 & TR A FUE S R R A R T
ZEDER I TVD

;h%®ﬁﬁﬁg.Kﬁiﬁﬁﬁgvﬁﬁéﬁk&%%ﬁ’@Dﬁé%®k%ﬁéﬂ\
R B At g & LT ERRARER 2 S0 L A, et R OB iR Sz,

AANOAEFEFIZ D MEEDRIESUSIC X DEIERENH bbb, HEX iﬁEti’
=5 A fi?fhb‘bé AFN OG- O G20, BE OB Z 02TV, BEBR
D OIS E I, FEB LI AU FELt%ﬁ%’ﬂfoﬁiﬁﬂﬁakfx%%%/ﬂ:ﬁﬂi53_?‘*L“CL
J@Wﬁ%ﬁ%ﬂ%@ﬁ%%ﬂ\ W DRIEOSIZ & D BITEI R B 561213, BIFE R E AV
OGO Y IR ALE 21T 9 MR D D,



3. BRERRE
FRIBEIBRASHE T ER M o0 B i O Ak GRIRF I B 21T o 7= 3= 72 iR R 3Bk oD il i &
Zi

[H2hE]

OE B LR MAHRE (ONO-4538-03/CA209025 A 5R)

MEFEREERZET HHEMEEGEA (T3 TF=T A=F =7 VI Tx2=T,
XY IN=T ) H B TR A A T D AT SO THER RS 0D 38 B R R el s AR
821 13l (HA N 63 &G, AKIRE 410 ], =~V AHARE41LH]) xR, =
R Y ARERRE UCAA] 3 mg/kg & 2 BN CRfiE Lz & otk ove
BYEZ AT Lo, 2RI E CTh 2 2AFM (BUT, T0S) &), ) (i [95%
{EHEXE] ) 1%, AFIBET 25.00 [21.75~NE"] 7 H., =X U ARARET 1955 [17.64~
23.06] WHTHY, AFNT=~m Y AR LFEHFICA BERIERE AR LT (0N —
R 0.73 [98.52% 58X : 0.57~0.93] |, p=0.0018 [J&H! log-rank FE] . 2015 46 A
8HT =Xy " 47)

X1 OS DHEMENTE D Kaplan-Meier fi#k (ONO-4538-03/CA209025 FRER)



F 2. BARNEREER 63 61 (AAKIRE 37 51, =1 U A A% 26 41) @ OS (F4fE [95%
EHEXE] ) 1%, AFIEET 27.37 [23.62~NE] # ., =1 J LA RBETNE [NE~NE]

HHTHo7= (NP — R 150 [95%(5HEX M : 0.49~454] ) .
* o HEEARRE (BAF. AR

X2 BAAERICEITS 0S OHEfFEITE O Kaplan-Meier iR
(ONO-4538-03/CA209025 #E%)



OEBEILFEFE MRS (ONO-4538-16/CA209214 i 5H)

(L PRRIEARTRRE™ OMEL TS THERE A O W W A A B M e e /2 1,006 31 (H AN B
2 Blagte, AU LT BEHEEZ) O CIF, TRAI+-A ) A=T) L
9.) PHESS0 B, A=F =T HEL46 ) ERRIC, A=F =T w5 E L TARA A
U b~ 7 OB V22 et U, TERHiTE H Té % International Metastatic RCC
Database Consortium (UL T, TIMDCJ & 95, ) U A7 553FE2 D Intermediate }2 OF Poor Y
27 OEE KRR+ A ) LA~ TR 425 6, A=F=7Ff 422 f5]) 28175 OS (FIfE

[95%(E4EIX ] ) X, AFI+A U LA~ THET NE [28.16~NE] W H, A=F =7}
T 25.95 [2208~NE] ZHTHY, A+ A Y A~ TEIIA=F =T FEIx LFERES
PN B RIER &2 Lz (O — R 0.63 [99.8%5#E X[ : 0.44~0.89] | p<0.0001 [J=
B log-rank BE] . 20078 H 7T HT—Z v b4 7)

*1 B ST 2 RE A OIRREN R W, 72720, LT OHA T YZIRHREIZE DR,
SEAYI R ATREZR A 123 LT 1 FEOMRI UM R aB L (7272 L, A N IEFER T

(LLF. TVEGF) &9, ) MIE VEGF ZRFIRAIEN & LTc A ZBR< ] 2T &4, 2ol

A IR F B IE O G005 6 1 A UL ERGE%ICHE3E LI5S

*2: AHI3mglkg ((RE) &4 BV A~7 1mglkg ((RE) Z[FHIZ 3 EEMRT 4 [BSREEHE L 721%.
AH 3 mglkg (RE) % 2 MR CAREEE Lz, PFHEGRIZBOTIE, AAE VIR S
L, AU AT EARBIOBREHKT 205 30 0L EOMIEE B TEL 2846 L7,

*3: LLFOO~@DWTHUT H%Y L2ARWEAICIT Favorable U 27 1 X% 2 THH 2= HA 11T
Intermediate U 27 | 3B LA LA RT725EI2IE Poor U 27 L i,
OB MR & 21 ST b ARBBR O IEAEA BT £ T 14K, @Karnofsky —fHR g 80% A
@~ 1 B EN IR FIRAN, OMIER OB L 7 AMEA 10 mgldl 2B 25, @R ERE
FEVEE EIRZE 2 5, @i/ MO L IR % 5

3 0OS OHRIfENTEED Kaplan-Meier Bift (ONO-4538-16/CA209214 3BR)
FENTRIREM : Intermediate 2O Poor V) X 7 BB
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ok, [ERILFESMAEE (ONO-4538-16/CA209214 #X5R) (28T, IMDC U &2~
SY¥E7N Favorable U 2 7 OB (T HZRHIER B ORI REM & Shvaho T, Skl
BRI AL B 417 Favorable U A7 ODEREZEOT — X (TR X | BRI 21T - 7=

fid, AF+A BV AT LKL TA=F =T HTRGRERPELL TS (T
%),

4 OS OHEENTIED Kaplan-Meier B (ONO-4538-16/CA209214 3BR)
FEMTRIBEEH] - Favorable V) 2 7 B



[Zz 4]

OE B AL RIS (ONO-4538-03/CA20902554 5% )

BEFGUIAAIRE 397/406 61 (97.8%) . =<1 U A AHf 386/397 il (97.2%) |Z58
DAL, TREREE & ORRBERIGE T E RWAFHGIIAAIRE 319/406 5] (78.6%) . =~
7 U A ARE 349/397 ] (87.9%) (TR HTZ, WT I ORETIHILEN 5%LL EOEIE
HIZTFTROEBY THoT2,

K1 WTFNHIORTHEEEN 5%LL EDOEITEA (ONO-4538-03/CA209025 FRER)

Bl (%)

[s1=p=d N
Rt A ESTPNT
" 406 4 397 {4
(MedDRA/J ver. 18.0) 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

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

2 1. 32(7.9) 7(17) 0 94 (23.7) 31(7.8) 0
W WREE

FR IR BEAE (R T E 24 (5.9) 1(0.2) 0 2(0.5) 0 0
B ks

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

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

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

HNZ 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
—fk - RHEER OB G OIREE

I JTRE 18 (4.4) 1(0.2) 0 33(8.3) 7(1.8) 0

9% 5 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

HERRE D JAE 11 (2.7) 0 0 75 (18.9) 12 (3.0) 0

TR PV e 17 (4.2) 0 0 56 (14.1) 2 (0.5) 0

TEEN 34 (8.4) 0 0 37 (9.3) 2 (0.5) 0
B AR AR AT

M= L 25 a— LA 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

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

RE A 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
Rt L OB REE

L AT o —/LIE 2(0.5) 0 0 29 (7.3) 0 0

i LA 9(2.2) 5(1.2) 0 46 (11.6) 15 (3.8) 0

EhUZU'Y RifgE 5(1.2) 0 0 64 (16.1) 20 (5.0) 0

BARGE 48 (11.8) 2(0.5) 0 82 (20.7) 4 (1.0) 0
B HERd L OV ARk E

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

77 PR 23 (5.7) 0 0 5(1.3) 0 0
PR R PR

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

GV 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
MR AR, MOEREs X OVithRiEE

MWK 36 (8.9) 0 0 77 (19.4) 0 0

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

& 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
KRG ¥ X O TR fRbEE

SUERRR G 5 12 (3.0) 0 0 20 (5.0) 0 0

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

T« SRR AN T AN A 4 (1.0 0 0 22 (5.5) 0 0

9 FEE 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




7k, MVEMEMRE 19 61 (4.7%) . 2 16 (0.2%) . BB RlARIE/ X A/ F—56
B (13.8%) . KM% « EEO TR 10 6] (2.5%) . 1 HUBERIF 161 (0.2%) . AFEksERs
1L 46 B (11.3%) . HF&R 141 (0.2%) . HUIRIRHERERE S 34 5] (8.4%) . FR#RFEE 55
Bl (13.5%) . BHEErEE (RMEMEME RS 28 1 (6.9%) . EIEHERESE 6

(1.5%) . infusion reaction 21 {5 (5.2%) . FEEDZEESE 4 61 (1.0%) . FIEAEHKHE
fEE 2 B (0.5%) . MEZ 161 (0.2%) KROSE I IRKE 141 (0.2%) RO LN, £
7o, EIEFESE, (OARR . SIENEfL RIS PESR R . B JE - BEIR IS B OVERIR e 28
BIEIRR O B2 o 7o, ARIWEARBURIUIEESE S (RRAREERERT 25T 25
DGR T,

@EBE RIS AR (ONO-4538-16/CA209214757)

BEFGIIARA+ A YU L~ THE544/547 $4](99.5%) . A =T =7 #F 532/535 #i] (99.4%)
IR LN, BRI EDODREBEEIEE TERVEERFRIIAA -1V A~ TR
509/547 i (93.1%) . A=F =7 521/535 {3 (97.4%) Z7B® LTz, WTNDRE
THRILEN 5% EORWERIZTERO LB Thoiz,

K2 WTFNHORTRIEEMN 5%LL EORITEA (ONO-4538-16/CA209214 #RER)

Bl% (%)

oo INK
T FATAE) LT X=F =TT
" 547 {5 535 il
(MedDRA/J ver.20.0) 4 Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5
LRIEA 509(93.1) 250(45.7) 0( 0.0) 521(974) 335(626) 2( 04)
MigEs LY SRR 47( 86) 8( 15) 0 183(34.2)  73(13.) 0
A Ifi 34( 6.2) 2( 04) 0 83(155)  24( 4.5) 0
1 BRI I 1( 02) 0 0 30( 5.6) 3( 06) 0
L hER DA E 3( 05) 1( 02) 0 69 (129) 32( 6.0) 0
/RIS E 2( 04) 0 0 95 (17.8) 25( 4.7) 0
W WA 160 (29.3) 34( 6.2 0 140(262) 1( 0.2 0
Al B RE A A 28( 51) 11( 20) 0 0 0 0
FR IR B RE TUERE 59 (10.8) 2( 04) 0 12( 22) 0 0
FR B R T 85 (15.5) 2( 0.4) 0 134(25.0) 1( 0.2) 0
A ks 287 (525) 41( 7.5) 0 430 (80.4) 67 (12.5) 0
HE e 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
REER R 9( 16) 0 0 30( 5.6) 0 0
5% 35( 6.4) 0 0 39( 7.3) 0 0
T 145(265) 21( 3.8) 0 278(52.0) 28( 5.2) 0
H PRz 31( 5.7) 0 0 32( 6.0) 0 0
HILARR 15( 2.7) 0 0 96 (17.9) 0 0
B3 3( 05) 0 0 27 ( 5.0) 0 0
(ERESERL Ry 6( 1.1) 1( 0.2) 0 55 (10.3) 0 0
L 109 (19.9) 8( 15) 0 202(37.8) 6( 1.1) 0
0% 23( 4.2) 0 0 149 (27.9) 14( 2.6) 0
M 59 (10.8) 4( 07) 0 110(20.6) 10( 1.9) 0
—f% - EHREER LRGN ORIE 314 (57.4) 33 ( 6.0) 0 415(77.6)  75(14.0) 0
7 9E 72(13.2) 8( 15) 0 91 (17.0) 12( 22) 0
957 202(36.9) 23( 4.2) 0 264 (49.3) 49( 9.2) 0
NS JRAE 13( 24) 0 0 152 (28.4) 14( 2.6) 0
A P 25( 4.6) 1( 02) 0 29 ( 5.4) 0 0
FEEN 79 (14.4) 2( 04) 0 33( 6.2) 1( 02) 0
B AR AT 210(38.4) 111(20.3) 0 224 (41.9) 100 (18.7) 0
TI=VT ) RN T AT 2T —
B 60 (11.0)  27( 4.9) 0 50( 9.3) 8( 15) 0
7 X7 —EHm 71(13.0) 31( 5.7) 0 41( 7.7y 17( 3.2) 0
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Bl% (%)

B e PANT
ﬁg’fﬁi”ﬁ FEI+AEV Lv 7B ST
(MedDRA/J ver.20.0) 547 1 535 45

4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

T AN XM X PR

=7 —EHmn 58 (10.6) 19( 3.5) 0 49( 9.2 7( 13) 0
2z L7 F =8 35( 6.4) 1( 02) 0 35( 6.5) 2( 04) 0
i HRR IR RS L N 11( 2.0) 0 0 30( 5.6) 0 0
U R—EHIn 90 (16.5) 56 (10.2) 0 58(108) 35( 6.5) 0
i BRSSO 3( 05) 1( 02) 0 40( 75) 23( 43) 0
NNy % el 2 4( 0.7) 1( 02) 0 73(136) 36( 6.7) 0
LNEER 18 ( 3.3) 0 0 28( 5.2) 0 0
P R Es 6( 1.1) 0 0 40( 75) 11( 21) 0
(PSRN O T 156 (28.5) 48( 8.8) 0 197 (368) 33( 6.2 0
& I 28 ( 5.1) 8( 15) 0 10( 1.9) 0 0
AR 75(13.7) 7( 13) 0 133(249) 5( 09) 0
B Rd & OV ARk E 149 (27.2) 14( 2.6) 0 121(226) 5( 09) 0
RAEH 76 (13.9) 5( 0.9) 0 39( 7.3) 0 0
i IR 49 ( 9.0) 3( 05) 0 26 ( 4.9) 0 0
DU JEeg 17( 3.1) 1( 02) 0 36( 6.7) 1( 02) 0
PR R PR 136 (24.9) 11( 2.0) 0 253 (473) 7( 1.3) 0
R S 31( 5.7) 0 0 179(335) 1( 0.2) 0
GV 53( 9.7) 4( 07) 0 65 (12.1) 1( 02) 0
MR AR, MOERds X OVithmRiE = 107 (196) 8( 15) 0 145(27.1) 10( 1.9) 0
DAL 45( 8.2) 0 0 31( 5.8) 0 0
I-0% PR 31( 5.7) 1( 02) 0 33( 6.2) 2( 04) 0
S i 0 0 0 55 (10.3) 3( 06) 0
Jififig 2% 32( 5.9) 6( 1.1) 0 0 0 0
2 H KO PRk 289 (52.8) 20( 3.7) 0 358 (66.9)  58(10.8) 0
B2 R 40( 7.3) 0 0 46 ( 8.6) 0 0
ESy 2N 0 0 0 29( 5.4) 0 0
T« BIEFE AR TR SE R 5( 09) 0 0 231(43.2) 49( 9.2) 0
9 FERE 154 (282) 3( 05) 0 49( 9.2) 0 0
% 118 ( 21.6) 8( 15) 0 67 (12.5) 0 0
R NITRZ SN2 50( 9.1) 8( 15) 0 22( 4.1) 1( 02) 0
BEJGZ5, 2( 04) 0 0 27( 5.0) 0 0
HO 0 0 0 43( 8.0) 0 0
M REE 37( 68) 9( 16) 0 225(42.1)  87(16.3) 0
RIS 12( 22) 4( 0.7) 0 216 (40.4)  85(15.9) 0

BB, AKH+A Y L TRICIBNT, HRRERETE 136 61 (24.9%) . ATHERERE 98 51
(17.9%) . HRIEEERE T 147 B (26.9%) . BHERERESE 46 5] (8.4%) | IR MEAZE
835 451 (6.4%) . KIEZ - BHEED TH#i 36 il (6.6%) . HEEDFEREE 20 61 (3.7%) .
T HEREERERRE T 24 (5] (4.4%) | RIEHEREREE 32 41 (5.9%) . 1 BUBEIRE 5 61 (0.9%) .
Ege 741 (1.3%) | EAEFMESAE 161 (0.2%) . MMk - Bl 2 41 (0.4%) . infusion
reaction 22 4 (4.0%) . 5 & 9 54 2 f51] (0.4%) . Laide 151 (0.2%) . fide 2 1 (0.4%) .
BEACH BARIE/ < A3 —102 {31 (18.6%) . NTR 7 ] (1.3%) K OFHIRIMARZERIE 2
(0.4%) MR LT, FEo, ST/ IR TESRE & O LPEIRRE RITER O H i
o Tz, AREIWERZEBURDUIREH TSR (RAREHET 2 5T) 23 0ERRE R
ER
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(M- HE]

ARIOREMEYBEET LV EZFH L2V I 2L —v a2k, A3 mgkg (K
H) XiE 240 mg % 2 WG TR S LI2BEROARR O MLIGE iR ES R STz, £ Ofs
e ARHI 240 mg 25 LT-BRORE EIT, AA] 3 mglkg & B 5 L7 BROREE & & g
LTHEEZRTETHIENTZLDOD, HARANBFIZBW TAFERHBE I TND A
% R (10mg/kg % 2 ARG TR S) CTAKIZ G LI-BROgE & & ik LR

ord EPHIENT (F#), M2 T, #EOBIEICBIT 57— X122 X A%l 3mglkg

(IKHE) Xi% 240 mg % 2 IR TR G L 7ZBROAH| O R & A0 ke et &
DB Z fRET T DB LT T ARG S, YISOV TIRE AT ok R,
ERROHE - HEOB THIMER NEEMICHER ZR 1T n e FllSh, 72 &
%‘Hﬂﬁ’?ﬁﬂg% BT 2SS E . KK 3mglkg X% 240mg & A B U A~ 7 1mglkg

IR TG LT O AR Oz & & 2t & ORI E 2 it 2 BB ST T
/Wﬁ%’ﬁéh YZBEIZOWTIHRF M TONTRE R, LRt L - HEOM Ttk
(CHAfE 7 R T E TS Tz,
£3 AHOKYEENRT A —F

}Eﬁ{f . )EHE Cmax Cmind14 Cavgdl4 Cmax,ss Cmin,ss Cavg,ss
- (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
3 ke O2W 516 16.6 243 113 62.1 776
kg Q (35.2,70.8) | (10.7,245) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 341 159 878 109
240mgQ2W 1 (59 1°103) | (152,346) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8 398 217 278
10malkg Q2W | 147 219) | (51.2,79.2) | (79.0,114) | (331,532) | (184,313) | (237,386)

TP (5%.%, 95%%) . Q2W : 2MEEIHING. Cmax : FIIEI#E 55 D e i MLl IR EE . Crminata @ FIIE1H 5-1% 14
El E &:3&75%{&m23ﬁ5${%§\ Cavgd14 . ?ﬂ@&’ﬁ:‘ﬁél4 E E i*’(@I‘Zi@[ﬁlFﬁEEP{%J;f\ Cmax,ss . Eﬁ%ﬁ?&:k
T B MG IR Cminss : EFIRFEIZE T 2 F R R, Cavg,ss : EFARTEIZ B T 5 EH g+
e
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4. FEERIZOWVT

(b EBEIR IR O ARIABIBR A BE X TR M O B M BB L 3~ 2 58121, KGR
& U CHE ARG (20FFE) BEonTndZ enb, YAz muIcE
M CTX LM THHVERD D, O LT, BN X7 EHGHE (RMP) (ZF5X,
Kﬂ®i%%£éﬁ%ﬁ%@«®%ﬁ%%#%ém X Td o T, AFIOE G- 23] 72
Fa W FrE L, AFOFEGIZ I BERBEMZRBEL LB T 5 2 & A0S
@kb\UT®®~@®ﬁ&T%%t¢Mm_kwfﬁﬁﬁém%?%éo

D MEFRIZHOWT

D1 T (1) ~ B) OVWTHNIEL T HMEHTHD Z &,

(1) BEAEFEBREDEET 505 ABHREERLSFRRS BRE RS AR B SRR
Mgl A3 A BB L IL RO BE . kS A FRBE e &) PRk 30 4F 4 A 1 HIRfAR - 437
fiF%)

(2) HrEtgnessbs CERk 29 456 H 1 HIFE S ;- 85 gk

(3) HBENTEAEDFRE T 2 3 A EEHBT (03 ARSI ERIbT, 3 A IS
W 1EBE, 23 AR HEE R B /e &)

(4) AARALFRIEE A RRE L, %%fbﬁé/ﬁbu:@t 1 XUISSRALFFREINE 2 O fifiak 5
IR DR E T > TV D leR (CEAK 2847 A 1 HIKEA - 2mom >

(5) #ﬁrﬂiﬁﬁmﬁﬁﬁﬂu%m@ R TAR D R &2 1T > TV D faak CERE 28 4F 7
H 1 BEEA ;1290 fitigk)

D-2  BIEE O L K OFEIWE R R BLRE O XS IZ +-53 22 Fnik & 8Bk 2 RO =R (R
ROWTNNITEZ ST HER) 25, YE2RBORANCEET 21RO EMLHE & L TR E
ENTNHZ L,

*

o [ERIRFFEGE 2 FOWMHEZIE T L7212 5 L EDO N AIGIROEERIHE %
IToTWHZ L, 95, 24 R, NAERYIRERZ T L L-RKBESEFOIHME %
IToTWVWAHZ L,

o [ERNRFFEISH 2 FOPMBANHE ZE T L7-%I1C 4 L1 EOWRESE S O I RHE
1o TRV, 25, 280X, BB D23 A FWHRE 2 S Te HS ATRIR DB IR
WHEZIT->TWAHZ &,

@ BtNOEEKMERERDOEHIZONT
EH MG RE BRI F T 5 EEDEE S, BRSNS OFRE D, Ao - &2
EVEEIEHE R OB B L NEAZEICRH D EHmiEdt, AEFEPBE LSS 0o®SE
B SERHCNITIT O A IRHINE S TND Z L,
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@ BHER~DRIGIZDONT
@-1 mEarAHIC 3 2 B

MV MENGR B O B 2 RITEA N R A LIZBIC, 24 BEERIRIAHIO T, Bkl X
IR 23T RBL L 72 RIEANIZIS U CARBEE B L OY CT ZOFIER O8R4
PFRRAEOR RN Y AIZE O, EHITRISATREZRARI N > T D Z &,

@-2 ERUEEEFIC L 2AFFRAINICHET D EMS

S ABHRITHE D D BT 22 e e O\ BE 2 A 2 BIRIEFRE D EIE =2 ) 7
EEDIEROA Y ) == 7 2TV ERE L FwE A TE 5 F— LR 2R
SN TVD Z &, 2B, BiAHIZOWNT, BDABE L ZOFRBE 2T mshT
WwWnHZ &,

@-3 BIEADZWr-Oox I LT

BIVER (VB MR BTN 2., EAEM M DAE ., OIhR., Tk, BUBHRRE . KIG%.
EEOTH, LARERE, R4, FHEREREE . TR, M brERRE 2, R IRFERER T |
TR, MRS, BEE (BAE - REEMEEBREZET) . BIBEE,
fde. EREED SRR HARMARFEFE, infusion reaction, &R IMEMEE, MERER
JEMERE, FERE. EEEOREMR, IR ENE, LIRS (OEAE) - BRIk - DEMESsL
INHESE) %) 1ZxF L CL Yakhisk B ERER O B2 a3 S =M &g L (A
TEHROZKCHRIGIZE L THRER O EEZ T ONORMEICH D L), EHIZHEy7
QLB IR CE DIRHI RS> TS Z &,

1

I
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5. &#EXRLLRDEE
(G 2hEicBE 4 2 31E]
O TFTROBFIZBWTARAOHENBRGE S TN D,
o  MEHMAEMEBEEHZAET HIUEMEES (TX>F=7, A=F=7, VYIF7
=7 R =TE) BETERIER A T D ARIBUIRARE X TR E D
A R ORA R )
o ALEFRIERIBIEDOIMDC U A 2 43475 Intermediate X [ZPoor V) 2 7 Y AR IAY])
PR TR E OB B () A~ T L OO A& )

@ TREICZYET 2 BE T AR OG- M OERITEIZ OV TIE, AFIOF R
PHESLSNTE LT, AFOREGEXR LRI,
o ALTFIRIERIBIRBE ROV A M A VA OB OIGREZ AT 2 B8E Tk
D AANEAR G-
o IR MBIRIA,

UFD RS [ 55 AR5, (ONO-4538-16/CA209214 ) 1251 T, U FOD~®DWF 1T b5 L7
WEIZIE Favorable U R 7 | 1 XX 2 THE A 72 93581213 Intermediate YV 2 7 | 3THHE UL LA 35 A
IZiE Poor U A2 & Eilz, (6 X—T 2
BN & W S Th b ARBBR D MEVE A EIT 1 £ T 1R
Karnofsky — kK& 809%0A i
~E 7 B D FEEE T RRA
HIEB O H VT 7 MMED 10 mo/dl 2B 25
I ERES SRV B IR 28 2 %

M /NI BEYEME_EFR 2B 2 5

CISICISECAC)
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(ZathicBE4 % HIH]

©) ?ﬁ=wé?é$%=OWTi$ﬁ@&5ﬁﬁ%&éﬂfwézkﬁ%\&ﬁ%ﬁ

Dz &,

o KAIDORKITIX LBBUEDOBEAERED & % B4

@ “(“%ﬁﬁ@ﬁi{ﬁﬁ 2BV T TR l%ﬁ%ﬁ“é BEIZONTEL, AANOEGITHERE S

. MOTRRRRIRE D 2

(2R |

HEREICAFZHENT 5L E2EETE D,

. %Eﬁ%ﬁ%@A%Xi%ﬁm%é$%
o iR CRIE R 2 38 2 A K ONE EIE O B B i g J¢ <0 i ge ME it 2%
ORI RIEMEZL D B B D BFHE

o HOREREOSIR SUTE
&% B

BIERY e L <IEHFEMED B CERB OB D

o EERRAERE CEMEaBEEL GT) Ob LB
o MEEOBYSUIMEEET HEBEE
»  Karnofsky Performance Status 70% A 2 o B

(#2) Karnofsky Performance Status (PS)

Score

iE 7%

100

IEH . RIS 2 BE DR D20, BRRAERZ L,

T OTEB S /IR, BB A MBI, 90 B EERIEIR T 525, IE IS E T hE

80 7R 0 BEIRIEIR N b B A4S, 851 L CIE# OIE B AT AE
W5 - LR, BECTAETET. B | 10 giEiQﬁﬁifgéﬁ AL OIES) - TiBT 5 =
g N H7aksRk1z S . _
ey R PPC%: T [ Antumhe EBCE 5, L5 DSADILE

- ° 50 ik E LB LB L OEIN A BT A DL E

40 B3, U REERS KL OE#ENSLE
FOEY DL EANTTERN, M50 30 ST, ABASELEBEILS LEE > TR
R DB L WS OB L VI LT 5, HHA 20 FEWICEIE ., ABEA VB CRE S 72 1B R A B
MPAMICHEIT L TCWARTRENENRH 5, 10 FHIAE - TV D

0 3
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6. BEICEL CHETREEHE

O WA SCEFICN A, BLERTEES D TR 2 BRSSO E ARHI O Rtk & OV E A
FHOT=DIZ B fE R Z H B L T BT 2 &,

@ RRBMBICSL D BE T E OFERICA MR a2 oy L, [FE A5
ThoEETHZ L,

©® EREIWERDO~RT AL MZOWT

MUEMRIREBRDNH LoD Z EB8H DD T, KAIOFEEIZHT--> Tix, BHEIE
e (RO REE, nZuk, FEEVSE) OffsB K OWEE X SR O R hass, Blggs +5y
ZATH 2 &, Fio, MG U T CT. i~ —" —S%0RE % FEiid 5
Z &,

AH|OFe 51X EE D infusion reaction (Zfif 2 TEEARRIC 43 2256 G D T & % Y
faAT>7c L CRtET 5 2 & £72. 2 [8] H EARE DA HI$ 5112 infusion reaction
W HbILDZ L bdHDDT, KA HROKRABE G THRIT AL Z A
CERET 5%, BEOREBE+HICBlET 52 L, ek, infusionreaction %
FHL LG A 2R, 2 TOMEE L OERI ERICEIE T 5 £ TRE Z 085
THZ L,

ORI RERE . T RAEREREER DCRIEEEN S DD ENHDHDT,
AFN O Fe 5Bl b K OB - B R 3E BRI N iiine i Ay (TSH., iR T3,
Wl T4, ACTH, =T —VEORIE) #EiT 52 L.

AR OEHIZ XY | BEORPEEINTER T 5 L& 2 S DIk~ 7B R
MHLONDZERDHD, BENRBOOLNIHAICIT, BELEZFLRIUS U
BLFR A 72 05k & Rk 2 RO [ Al & s U G bl 2 R W 2 1TV SR ok
BOGIZ X2 EWER DB D 255121, AFIOWRIESUTH 1L, R OFEIERE R
NEVRIORGEEBRT L, 2B, BIBRERLVEORGIZLYREIE
HOBEENTRD B WA, BB VE v LIS o Sz il 75 o080
HLEET D,

BG4 T, BEM 5D ARE L COLRIERANRET D Z RN 5720,
AHNOBGHE T #IZHRWEHORBUC2ITEET 5.

1 RUBEPRI (BIE 1 BOBEIRIS 2 & 1) 2 Hbiv, BRI 7 v R—v &
ICEDZENDHLHOT, Hig, Hb, IEESEOIER OB LM E O LI+
SEBT L&, LERERFBE DN GRS L, A2 )
H OGO EY) R MEEZITH 2 &,

@ AHNOEFRFABRIC W T, AL RIERER B (21T 5 BAIR 5 Tl 5B ia )
O 1AEMIZ8HEM Z &, (L FRIERBREFICBIT 54 BV A~ T HEE T
BeHBRtA O VAFERIX 6 M Z L (WIENT 12 M%) ICEMEORHE 21T > TV
7 EESBIT, ARG TITEMOICEGRE CHROMRBEITI Z L,
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BEFERHEETA R4
—HhN~T7 (BiaFr#Z)

(EFE4 © ATV — R AMHE 20 g, A7V — R AMHE 100 mg, 47V —
RN R ERE 240 mg)

~HHEBR DT Y oNE~

ERL2 944 A (SFnIesE 6 AkET)
B A G A



B &

1. 1L
2. AHNOFE. (ERET

3. FERIRRHE

4. JFgkiZ >\ T

5. &G LR DEE

6. BHIZEEL THET XX HH

P2
P3
P4
P8
P10
P11



1. IZC®IC

R OB NE - BEVEOHERDT-DIZ1E, WA SUES IS E e 2R D
BND, 6T, IEOREREMOMESRIZ L0 FUKEIRG 72 & O 72 5 R E A%
FREIMMAERINDH T, 2RO OERMZ BICHERBF RIS 5 2 & B BREO
AL 2o TR REMBGEE & SO R T #2016 (AL 28 45 6 A 2 H BIRERE)
IZBWTH, FFERGLEOEHOREE(EHELZXS Z & L3 Tnd,

BORVERMS T ESR L, KEIEASCL 2T 0 7 7 A VBBEFEOEIRL & B DI
BRHZENDDH, DD, BINERONZEMEICET HIERNHERT S £ TOM,
WM ERLOBEEEZIT D2 ERPR SN BEICR UTHEMAT L & &b, BIE
HDRBL LT BRI LB RS 2 & D Z & DAIBEZR — E O B 23 7 3 = A B <
THZENEETHD,

L7ei3o T, KHA RTA4 Tl BIREES N E TITHE LTV D EFEIRER -
BRI R S & | DUT O =IO St 70 8 2 HEE T 2B D B B0k B %
FHROEEFREE =T,

I, ARATA T A %, MSIITBOE N ER G EFERRR O, ARAEEANB AR
BRI s . —MRAERTE N B ARER IR NRHZE 2 ) OVt N B AR IR 52 O W 1) D
b LR LT,

K L I HEISL ATV — R A ERE 20mg. A7 Y — AR R ETE 100mg, A7
— IR ERERE 240 mg (— R4 =R~ T (B Z))

R ERDMEIRE « PR SUTEETED AR % U LNl

HELRAMERONE @, A=A ~7 B/ %) & LT, 18 240mg
% 2 MM CAEEET 5,

s I 5B 3O/ NERIRGL T EERRUSAE




2. ARNORE. TERBF

7R AR ERE 20 mg. [FSIEERE 100 mg K& ONELSTE T 240 mg (— R4 =
R~ BB, IR, TRF Evvo.) i, B TERAASE 2 &
Ly 7 2t BTV AL ~AF7v—2 2747 (BMS) ) »B%¥L/-t k PD-1

(Programmed cell death-1) (ZX%f3 % MMl IgG4 £/ 7 m—F Ak TH D,

PD-1 1%, {&MEAL L2 Y o )Ek (T M, BAfL NV F 27 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T Afa G MEAL 2 # B IE & BUHIEE3 2 5>
T IR T 2R RTH D, PD-1 IFHURIRRMIIRIZRELT 2 PD-1 U 7 K (PD-L1
JONPD-L2) EfEA L. U o SERICHEINES 7L nE LT v R ERoiE AR EE %
BITHET LTV, PD-1 U4 RIFHURSR MBI b b Ok 2 22 SRR 2 F8 5
LTy, EHERAMEE )L UIER LG IT 5 PD-L1 OIEHL L itk DT
WM & ORNCEOFBEEEZRN S 5 Z L viis 4 Tuvv%  (Cancer 2010; 116: 1757-66),
F 7o R R E B CIRARRTE TN EET DA v ¥ —T7 = a B~ (IFN-y)
IZX > T PD-L1 OFHENFHE SN, 858 LI EEERRICIIT 5 PD-L1 OFH L itk D
AL & ORNCIEOHBIRIR D & 5 & D S & 5 (Sci Transl Med 2012; 28: 127-37)
I 51T, PD-L1 ZJRiIFEBL S B 7= 8 AR, HURKERLAY CD8 Bk T e oo il e (555
TEMEZ 88 S ¥ 57235, HU PD-L1 HI/A T PD-1 & PD-L1 & OfEEZHET S & Z DAl
EEEENREIET 5 Z ENRENTWD, D Z LMD PD-1/PD-1 U 7y REREIX, 7
AR TR R A7 T AR D OBEEZ BT 28 FD—2 & L TEZ LT
Do

ARFNL, SRR OFE R 6 PD-1 OfifasElk (PD-1 U 7 o FREAHEIE) TR A L.
PD-1 &£ PD-1 VW REDFREARZILET D Z LICE D, DAPURFRNZ T MifROTE
PEAL R O AR 63 2 A E ETEME 2 B99R 4 % 2 & CRikt A 2R Ui 2h B 2R+
ZEDPHER STV D,

ZIH DR G  ARFNTHENENEG 6T 25 R 0 ED b o L HIfF S,
AR X U VONERE B RG & LR A S L, A, et R OER
PEDSHERR S ATz,

AAN DI 55 < MBI DS RISIC & B BIERS D 3 & b, BT IS
5 WM B B, ARIOR TP R TR GHICIE, BEOBRRE HHIAT, RENE
&I B AT, S L7 TS U7 SR 2 il & SRR F5 O PEAT & il L il
ORI AAT BEORIEUSIC & 5 BIER S DN S 5HAITIL, BIREE AL
& LA 5E OO LB 1T 5 LB B D,



3. BREE
R SUTER MO )R U F o U RO A GRRFIZEE 2 17 - 72 £ 72 R R R D
RS 2T,

(B 2hE]
O [EWNE DS (ONO-4538-15 #5H)

HFEMSMRBHELE T LY X o~T NKNFr Gl z) LT, 7
YR L) ITHRFIMESUIANTNE O 3 SUTEHAE O AR % U v
RIEARFE (ECOG Performance Status 0 &2 (8 1) 17 1] &2 %512, AH| 3 mg/kg % 2 ¥ [HH
f@ CRIERE L7, FEFHMIEE CTh 2 E2h% (ZET IWG criteria (2007) 1255 < Hik
FIELZ X D complete remission (LR, TCRJ &9 ,) i partial remission (LT, PR}
LWV 9 ,) OEIE) 1X 75.0% (95%EFHEIXH : 47.6~92.7%) Th o7, i, RN
E L7= B 20.0%CTH - 7=,

@ s ARRER (CA209205 #f#) (Lancet Oncol 2016; 17: 1283-94)

B F i MBI T2 (2 7 L Y o~ TS & D IR 2 % ) T 38 ST e
OEMARE TR NERE (24— N B, ECOG Performance Status 0 2T 1) 80 3]
ZXBIT, Al 3mglkg Z 2 WM TR EHE L7z, FERHMIEE THh L RDE (K
717 IWG criteria (2007) (235 < HHIHEIZ LD CR XX PR OEIE) 13 66.3% (95%1F
FEHIXHE] : 54.8~76.4%) TdHh-olz, 72¥B, FANIHE L7-BIEIX 20.0%TH -7,

[Ze4tE]
@© EWE TR (ONO-4538-15 #HR)
AEFRIIEONGZO b, AH & ORREBRPEE TERWAFRER L EHIGED
iz, RN 5% EORWERIZITERD LB ThoT,
F 1 RBIERN %L EORIEA (ONO-4538-15 3EB) (MM xIRER])

o
BN o

FEARGE

(MedDRA/J ver.18.1) 17 4
4> Grade Grade 3-4 Grade 5

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

# 1L 1(5.9) 1(5.9) 0

U o SERIBE 1(5.9) 1(5.9) 0
B X OukkpeEs

WK 1(5.9) 0 0
W Wk

R AR B REAR T iE 3(17.6) 0 0
H kS

iz 1(5.9) 0 0

kK 1(5.9) 0 0

T 1(5.9) 0 0

Mk 1(5.9) 0 0



Bi%x (%)

BRI

(MedDRA/J ver.18.1)
4 Grade Grade 3-4 Grade 5
T EL 1(5.9) 0 0
— i - HEER KOG
9% 5 2(11.8) 0 0
TSRO G 1(5.9) 0 0
35N 2(11.8) 0 0
FE BN 7(41.2) 0 0
T 1(5.9) 0 0
JEYE RS K OV AR BUiE
EERER/ 1(5.9) 0 0
Jifi g% 1(5.9) 0 0
BE, Pk L OWES OHE
A S SR 1(5.9) 0 0
FRIR R AT
SRR A 2 1(5.9) 0 0
iR 1(5.9) 0 0
PRESEN 1(5.9) 0 0
1 i RS 1(5.9) 0 0
Rt KOs E
&7 U v 2 fiE 1(5.9) 0 0
S al NWRVFN 1k 1(5.9) 1(5.9) 0
RHHIR 1(5.9) 0 0
Mk Rds L O Gk E
B 1(5.9) 0 0
IR A 1(5.9) 0 0
7 AR 2 (11.8) 0 0
PR R R
FEIED E 1(5.9) 0 0
EpR 1(5.9) 0 0
KAt = 2 —na T — 1(5.9) 0 0
MR ER, EREs L OMEhRRE &
VR i F 1(5.9) 1(5.9) 0
RGEDORIE 1(5.9) 0 0
FERE 3 KO FlfkiEE
Jit B diE 1(5.9) 0 0
il og 1(5.9) 0 0
SIBERRBE 2% 1(5.9) 0 0
% 9 FEIE 5(29.4) 0 0
395 4 (23.5) 0 0

k. VBN E L6 (5.9%) . BSUHEARE/ < A 3F—2 41 (11.8%) . KiH7 -
HEOTH 161 (5.9%) . IFHERERES 1 641 (5.9%) . FARIREERERE 3 1 (17.6%) .
fifRRE S 3 6 (17.6%) M 0N infusion reaction 1 5] (5.9%) 23i8 Hiviz, £7-. HIEM
HEJE, OAR. Fige. 1 BUBEIRIE, St RSO PESREER . TR, B HEREREE
R PR, MMk - BElRZE, EEEOREIEE ., FRMmeZERIE, TR S, R KL
OS5 EERITRD N2 Do 1o, REWEHFRILRDUIEER SR (BAREER Y 25
te) ZHUEFERETRT,

@ WIS I AHRER (CA209205 #fER)
BEFLRIL 238/243 B (97.9%) IZ58D B, KKl L DR RN EE TERVWEE
FHT 185/243 3] (76.1%) ZFBD BT, FEEMN 5% LORWERIZTRD LBD T

5



HoT,
#2 FHRH 50 LOREITER (CA209205 38) (All Treated Subjects)

—
BRI ng o

HARTE Al

243 {5
(MedDRAV/J ver.18.1)
4 Grade Grade 3-4 Grade 5

AEIER 185 (76.1) 48 (19.8) 0
MR LY R EEE

L R BRI iE 13 (5.3) 6 (2.5) 0
P WA

R IR B REAR T E 14 (5.8) 0 0
H bR E

HER 14 (5.8) 2(0.8) 0

T 34 (14.0) 2(0.8) 0

G 24 (9.9) 0 0

Mg 1t 19 (7.8) 1(0.4) 0
—% - AHREER X OGN ORE

5T 50 (20.6) 2(0.8) 0

TN 21 (8.6) 0 0
BE, PRl L ORLES HE

EANZLE D KOs 33 (13.6) 1(0.4) 0
BRPR AR

TI=T ) NT AT 2T — BN 13 (5.3) 7(2.9) 0

TANRGXUEET I ) NT AT 2T —EHN 14 (5.8) 5(2.1) 0

U S—PH 14 (5.8) 9(3.7) 0
B A& R ds KON ALk s

ESEiEE) 19 (7.8) 0 0
PR R R

SR 14 (5.8) 0 0
B d KOV TR

% 5 FERE 21 (8.6) 0 0

5 28 (11.5) 2(0.8) 0

7k, RVEPERERE 15 B (6.2%) . ARRUTRMAREE/ X A 35 —19 f5] (7.8%) . KI5
&« BEOTH 6 4] (25%) . AFHEEEREE 22 ] (9.1%) . AFR 56 (2.1%) . FLIRAR
PERERETE 28 B (11.5%) . 1H#REETE 40 ] (16.5%) . BFEERERETE 4 1 (1.6%) . Jixzk -
BEEZE 14511 (0.4%) . EEDZRERESE 3 61 (1.2%) . FARMARZERIE 1 41 (0.4%)
infusion reaction 38 il (15.6%) . W% 2 6 (0.8%) KNS E DK 2 5] (0.8%) H3F&
biviz, Fio, EIEMHENE, O, k. 1BBEIRF, e MR PESR BN |
B [ e O T IR RERE S 13380 B e o T2, ARIEREHLIRIUZREST S (E
REERT 2 E5T) 2ETOEERE =T,



[k - H&E]

AFIOREMAEpERET LV EZMH L7y I 2 b—2a 2k, AHI3mgkg (&
) XX 240 mg % 2 B R TG L2 BEOARAO MEHIRENREF S, Ok
. KK 240 mg x5 LTZBROEREEIT. AH 3 mglkg 5 L7-BROIREE & & g
LCEEZ T & TRIENTZE DD, HARNBFTIZEBW THARERHRE I TWDH
% - & (10mglkg % 2 ERFRE T L) TAAIZ B G U7z B o & & el Ll
g &P ENT (FR), MA T EROBEICK T 27 —ZIEE25& | AHI 3mg/kg

(IREE) 0% 240 mg % 2 ERIFIR CTEG L 72BROARFI OV & & Ao UI L ek &
OB A RS 2 IREESUGTE 7T VD S 4L, YRLBEIZ DUV TRRET D T AL TG 5L
ERROME - HEOMTEIMEL VR EMICHfRZRIT Vv TR S,

£3 AHOKYBENRTA—F

}Eﬁ{f . )EHE Crnax Chind14 Cavgdl4 Cmax,ss Cmin,ss Cavg,ss
- (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
3 ke O2W 516 16.6 243 113 62.1 776
kg Q (35.2,70.8) | (10.7,245) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 341 159 878 109
240mgQ2W 1 (59 1°103) | (15.2,346) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8 398 217 278
10malkg Q2W | 147 219) | (51.2,79.2) | (79.0,114) | (331,532) | (184,313) | (237,386)

UL (5%.5, 95%5) . Q2W : 23 RIMINE. Cmax : FIEIEE5-1% O fe ) M35 FHIREE . Crinaaa : FIEIEE 51414
HBIZH T D EARMIE P IRE . Cagas : PIRIE G140 B £ TOTFHMIEFIRE, Crass : EFIRIEIZE
T B IMIG IR Cminss : EWIRFEIZET T 2 F i R, Cavg,ss : EFARTEIZ B T 5 EH g+
TR



4, HEFRIZHOWT

AR & U Ol SRR (2FIRE) AT ONTNWD Z Ennh, YigHE 2
YN T & Bk T%éﬂ%#%é ZD T, RENOE G 3w e BE W - R
E L, AANOBGIZE Y BEERRMEHZREL LRSS T 5 2 RN ERTH, LUF
®®~@®¢&T%ﬁtﬁMm_kwfﬁ%ﬁémﬁf%éo

O MERRIZOWVT

D1 T (1) ~ B) OVWTINIHEYT IR THD Z &,

(1) JEAEFBRKEDEE T 503 A BRSPS (BRE TR0 A SR EE L SRR
Hitel A3 A B2 e IL RURBE . kS AR e &) (CFERK 30 4 4 H 1 AR - 437
fiiFx)

(2) HrEksREsEby (CERL 2945 6 A 1 H IS - 85 ik

(3) HENFEAFENIEET 203 VP EEFPT (D3 AR EWPL, 3 A2 HH
W 1EBE. 23 AR HEE R L /e &)

(4) ShRAbFRIE=EAF %L.%%m%%&m%lﬂi%%m%%&m%zmm%
IR DR EIT> TV DlieR (CEAK 2847 A 1 HIKEA - 2mom >

6)#ﬁﬁﬁfﬂ%ﬁ£ﬁm%®m R TAR D R &2 1T > TV D faak CERE 28 4F 7
H 1 BEEA ;1290 fitigk)

@-2 AR % U ORISR E N ORIE I FE BN O SIS T 153 7 sk & %
Bz FOERM (TROWTNNISEE T DERM) 25, S%2HREFOARFICET HinREO
HEHF L L TRESA TS Z L,

*

o [ERiREFEIG% 2 EOVHIIHEZME T L2112 5 DL EO D ATER D BREIHE %2
fToTWBZ &, 95, 24FEL RIT. NARMIREE L LRSS OHHE %2
T TCWNWAZ L,

o [ERIGFFEGE 2 FOWMHEZIE T L7212 4 FEL ELOEKRREHRZH LT\ 5D
ZE, 9b, 3FEL T, M EMERE L O M A SR A G TR R MR S O MHE
BT TWAIZ &,

@ BEADOEIKMEREEHOEHIZOUVT

[ 3K mmﬁﬁﬁ CHEFET HEEENELE S, REIERENSONRED, A - &
VI EIOE OB B ONERIE SR D R, AFFE0RE LG o®RE
EW. SERHNIITONDIEHINESTWDH Z L,




@ BHER~DRIRIZ DN T
@-1 fEgx AHlic B84 2 B

W PERTR BRSSO B 2 BITEA N AE LB, 24 BERSIRIEHIO T, Mikhaak X
MR (23T B L2 BIERNICIS U CABEE B L N CT ZOFIVER ORIz 4
PFRMRAEOR RN L AIE O, EHITRISATREZRARI N > Tnd Z &y

®-2 BEREFEIC L IFFFRMNNCET 28 S

DS AR\ 0 D B I ik M O R 2 A3 o IR E DNEEH =421 v 7/
EBFOTERDOA TV —=0 7 2TV ERE Ll 2 G TE 2 F — L ERA 235
SN TnBZ L, ek, BREAFIZOWT, BABRE LEZOFBRICHSIZEAmIT
W5nHZ &,

@-3 BIEROZKCRINICE LT

RIVER (RIEMERZE BTN 2 | EREAG B AE, DAR ., AR, BB RMIRAE . KIBA.
BEOTH, LRBEIRSG, AL, IFHREREE . IFR. s kMR E &, FURIRESRERE 5
TEARRERET, MPRREE, BEE (BAL - RMEMEMEREZET) . RITEE,
fds. EEED R REREE . FIRMARZEMRE, infusion reaction, BE 7 MiklEE, MmEKER
SEGERE, f5Z, B ORESOG, IR, DIREEE (L EME) - 1Rk - DS
IAESE) 45) 1Tk LT, MRk U B E R O RME 2 9 5 Al & s L (E
TER OBWCRISIZE L CTHRER OB Z T O 5&MEICH D 2 L), BEHIZEY2R
WUENRTE DIEFIRES>TND Z &,



5. Xt LD BE

(H2hEIC B+ 2% ]

O HBHFEEMEMIABHE T LY F o~ ISP SUIR A O B3 TS
DOEHAR T ) VONERFICBWTAAIOGIENREIN TV D,

@ TRICHKET 2 BB T AR OB G K OEHITEIZ O TR, AFIOAF R
IMESLENTE LT, AFOTRGHR LRI,
o ALFRIERIGR D B
o MOTUEMESGA L O L TR Sh o B

(2 athic B4 54 H]

O TRICEA T D2EEZOWTIARORGERER L SN TND T b, 5217
DRNZ L,
o AKAIDRGIT KR LsBOE DREAEIE D & % B

@ BRFEATOREIZ IV T TREICE S T 5 BF IOV TR, AA DR GITHEE S

D, AOIREERTUL A 2N EITIRY | HEICAFZEH T2 2L 2BETE D,

o [WEMMZEEOGO IBEED H 5 BE

o JRER i AR A CRVE R 258 6 D B K ONE B 0 Sl i A 2 <o e it 2%
LEOMICRIEMEE A DI D B

o HOMEEEBOA, XIXBIEMZRE L IXFHMEO B CuE R B OBEERED
o 5HBHE

o RERBHE (GEMSMaBREEELET) ObbHBE

o EEOBYSUIEEE AT HEE

»  ECOG Performance Status 3-4 "V o #B3

(D ECOG o Performance Status (PS)

Score EF

0 | <ML IEBTE 5, FMWHls R U HHAEESHIRZ AT 5,

PAREVZIE LWEENIHIR S5 25, BTHIRE T, BAFELH > TOERIITI Z LN TE D,
Bl mOFE, FEEE

1
2

3 RONTZEHSDHEDEDY DL LNTEXRY, HHO50%L A2y R+ Tl 24,
4 £ELEF RV, BOOFEOEY OZ LT TERY, BRIy R R+ TiEsd,

10

BITHRRE CH Y OH ORI O Z L33 X THEEEMEEII TE 22, BHO 50%L Ly RA il 29,




6. MEICEL THETNEEH

O IRASCEFITN X, REIRGEEF DRI 5 BN IT D & AR 0 Feitk: K OV F
RO DB ERE H IR L T bERT 52 &,

@ RIRBIAICIEN B, BE R E OFRICADIE R O a2 Toydi L, FE a5
TobEhET5Z L,

@ FEREWEHDO~HRT AL MZDONT

BEMEEERLN S 5D Z ENHDDOT, AFOEGIZHT--> L, BEE
M (PRI IR EE, nmik, FEENE) ORER L O X BRfR s O L, B4 157
ZATH 2 &, Fio, BEIZS U THRE CT, i~ —b —S0REZ £ 5
ek,

AKFN DY 51X EEE D infusion reaction (Zfif 2 THEARRC 43 226G D T X % Y
i xAT>7c L TRRMT 5 2 &, £ 7.2 [81 B LI O AHI$ 5812 infusion reaction
WHHONDZEbHDDT, KFIERE R OARFEGHHE T HRIT AL Z A
ERET D%, BEOREBE 01T 52 L, 72k, infusionreaction %
FHLLT2GA TR, 2 TOMEE R OER B ERICEE T 5 £ THRE 2 +08l4
THZ L,

ORI RERE . T RAREREER DCRIEEEN S DI ENHDHDT,
AFN D ¥ 5B AERT M O G-I I E IR IZ Ntk Re iR A (TSH. iEHE T3,
bl T4, ACTH, M =T —VEOHIE) #EiiT 52 L.

AR OEHIZ XY | BEORPESINTER T 5 L& 2 5Dk~ 7B R
NHLLNDLZENDHD, BENRDLNTHAITIE, B LIZFRIIE U
B[ 72 NGk & RR SR A RO R AT & i U Cl bl 22 R M 2 1T IR O
BOGIZ £ 2 BEWEH DB b 2358121, ARSI 1L, R OEIE RE R
NECHOBRGEEZBRT L2 L, 2B, BIFKERVEOREICTLYEIE
M OYEEDRFRD SR WIGEITIE, B BB R VE LSO sz il o n
LEET DL,

B TH, BOEBNSED ARGE L T ORIERNRERT D Z 08B D570,
AR OBERETHRIZBRWEH ORI I EET D 2 &,

1BUBERS  (BIE 1 BUBEIRIE 2 & de) 0Nd bbiv, BERFES R 7V F—v 2
(CEDZLBRHLOT, N, Bl EHSEORER O FEHC M E D EF (21
SEBT L&, LERERFBE DN G ICERGE R L, A2 )
RO EEDOBEY 2 WEZITH Z &,

@ AFNOEEFRHABRICIBNT, &EBEG 6 7 HUWNIL 8 B Z Lo, FHLIRRIL,
G BAMAN S VAR £ TIT 1208 Z L ICAG MO 21T > TW\Wi=Z L 25 &,
AFN B G-I EARNCE G RE TR OMREZITH Z &,

11



REFERAMEET A R 14
=AN~<7 (BinTiH#z)

(RFes 1 A7V —RAWHIE 20 mg, A7 V—RAMEIE 100 mg, 47 V—
R R EE 240 mg)

YRk 2 99 A (FFnseE 6 HiksT)
B A G A



B &

X LI

AFN DR, MERBEST
el ANE
BHx G L 70 D A
BHICEE L CRHET N &EFHE

© s wDN PR

P2
P3
P4
P7
P9
P10



1. IILBIC

RIS OF M « L RMEDOREROTZ DI, U SCEFICE S W2 E R D
BND, S5, IHEORFEMOMEAIC L0 | PURER S 72 & OFH0 7 5 BLE %
FREIRGEDARIND T T, 2O OERGZ FICHNERBFITRMLT 2 2 L BBEO
AL 2o TR Y RFEMBGE R & SO FAR T #2016 (AL 28 45 6 A 2 H BIRERE)
IZRWTYH, FHERLEOHHORE(LHEEZXS Z L& Tnb,

BORAE RS E R ST, KBRS 2 7 0 7 7 A ARBEFE D ER L & B S i
BRHZENBDH, ZOH, BINERONRZEMEICET HERNHERT 5 £ TOM.
WM ERLOBEEEZIT D2 ERPR SN BEICR UTHEMAT L & &b, BIE
AT LIRS & D 2 L WS AHE 7 — i O B %35 7= 9~ Rk BE < 4
THZERHEETHD,

L7eRoT, RIFA RT A Tlid, BARBERELZNE TITELN TV D EFITFH -
B2 RN S-S & | LUT O =35 O gt 70 6 & HEdE 3 2 8L D B B 5 %
TR O EERERT,

I, ARITA BT A A%, MSIATBOE N ESEG EFRIEER SR, At ENEAN B AR
BRI s . —MRAEEE N B ARER IR NRHE 2 K OVt FE N B AR BT 0 )0
b EAERL LT,

RfG L I B EINL L ATV — R SR 20mg. A4 7Y — R L 100mg, AT
— AR EEEE 240mg (— &4 - =R~ T GEIaTEEZ))

KR ERDMEIHE © D AACEIRIER \TH I U 72 1B VISR A RE 72 61T - PR30 B8

HELRAMERONE @, A=A ~7 GBI/ %) & LT, 18 240mg
% 2 MM CAEEET 5,

B s I 5B 3 /NP T RIS




2. AFNORHK. TERBF

7V — R SRR 20 mg. [FSIEEE 100 mg M ONELSTEETE 240 g (— k4 - =
P~ 7 GRIETHHZ) . AR, TARAL Evvo,) 1d, AN T¥ERAS e 2 &
Ly 7 2t BTV AL~ —2 2747 (BMS) ) 2B L7-t k PD-1

(Programmed cell death-1) (23 % MMl IgG4 £/ 7 m—F A HiATH 5,

PD-1 1%, {&MEAL L2 o )Ek (T M, BN F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T AR OIGMEAL Z # B IE & BUSHIEE3 2 5
TR TR T 2R RTH D, PD-1IFHURIRRMIIRIZRELT 2 PD-1 U 7 K (PD-L1
JONPD-L2) EfEA L. U o SERICHEINES 7L nE LT v R ERoiE AR EE %
BITHRET LT\, PD-1 U NidHURfR ML b b OFk 2 22 ISR I FE B
LTk, BMERAMEEE )OO LB T D PD-LL OFRBLLINEDAEF
I & ORI A OMBEIBIfRR & 5 Z & il X Tuvb  (Cancer 2010; 116: 1757-66)
F o B R A NERE CIHRREE T MRS ELET DA v ¥ —T7 a4~ (IFN-y)
IZX > T PD-L1 OFIANFHE SN, BB L7 EEMAIZIS 1T D PD-L1 O3H L% O
A & ORIZIEOMBERRD Y H 5 & DS S & 2 (Sci Transl Med 2012; 28: 127-37)
X HIT, PD-L1 i@l 5s 5 S H 7= AMlaiE, PUsURFEAY CD8 [tk T Milia o il il
TEMEZ 5 SH 57235, HT PD-L1 HI/A T PD-1 & PD-L1 & DA ZHET 5 & Z DAl
EEIGEREIE T 5 Z EDNRENTND, DI &b PD-1/PD-1 Y 7 RERERIE, 23
AR TR R RAY 7 T AR D OBEE A BT 28 FD—2 & L TEZ LT
Do

ARFNL, SR OFE R 6 PD-1 OffifasElk (PD-1 U 7 RFEAHEIE) ITRA L.
PD-1 & PD-1 VY REDIEARZETHZ LICLY ., DAFFFFRNZ T MO
WK&WPMW Zxbd DA EEE AR T D 2 & TR A FUE S R R A R T
ZEDER I TVD

_nﬁg@%uﬁﬂb 5. 2&%! N FEMEREGZRET DB RIGREEIC R 0 152 b D & HifF S,
B EE 2t & LKA I L, A, et R OB R S 7,

AANOAEFEFIZ D MEEDRIESUSIC X DEIERENH bbb, HEX iﬁEti’
=5 A fi?fhb‘bé AFN OG- O G20, BE OB Z 02TV, BEBR
D OIS E I, FEB LI AU FELt%ﬁ%’ﬂfoﬁiﬁﬂﬁakfx%%%/ﬂ:ﬁﬂi53_?‘*L“CL
J@Wﬁ%ﬁ%ﬂ%@ﬁ%%ﬂ\ W DRIEOSIZ & D BITEI R B 561213, BIFE R E AV
OGO Y IR ALE 21T 9 MR D D,



3. BRERRE
D AAYFEPRERR (T U 72 1B DB AR RE 22 1T « TR O B O AKGREF It 2 1T - 7=
E KRR O 2R,

[H2hE]

EFRIL RIS M AR (ONO-4538-1275%)

2O UL EDALFEHRIEIE 2 3 DAEREIRIR IS XA R ORI BRAGE 72 1T - FF58
OB T EEEESTE (OO BRERESE LY ETF5emBlNICArE 3 25 iR
) BEA930 (A ARNEE22601 % & de, AFIFEIB0N], 77 B AREEL63M]) 2551,
7T AR AR E U TARHKIZ molkg 4 208 iR C R EHE L7z & £ O IMEROZ S
PEZMRET LTe, EEFIEE Th 2 24 (R JufE [95%EXH] ) 1%, AAIRE
T5.26 [4.60~6.37] 7 A, 77 HREET414 [3.42~4.86] W HTHY . AFNI7 7R
2k URSRHRICA B R IER 2R L (O — RER0.63 [95% S #EIX [ : 0.51~0.78]
p<0.0001 [J&Hllog-rank #RE] )

10 =, — AR
0.9 - :

0.8 1
0.7 -
0.6 1

0.5

t P

0.4 1

0.3 5

0.2 1

0.1 5

0.0

| | | T | | |
0 2 4 6 8 10 12 14 16 18 20 22

at risk %1 HFEM(R)
AFIEE 330 275 192 141 94 56 38 19 10 5 3 0
JS5tRE 163 121 82 53 32 16 10 4 3 3 1 0



[Zz4E]

OEWFE MRS (ONO-4538-12 7-5R)

HEREGIAFIRE 300/330 141 (90.9%) . 77 & REE 135/161 i (83.9%) (258D Hiv,
TRERSE & DR G E TE WA ERHGUIAKIRE 141/330 i (42.7%) . 77 &R
¥ 43/161 B (26.7%) (ZFE®H BALIZ, WO/ THRILRD 5% EORITEHIT TR
DEBYTHoTZ,

F1 WTNPOBETERIRN 5% LORIEA (ONO-4538-12 3Ek)
B2 (%)

B YA
e o 7T
330 fi 161 {5

(MedDRA/J ver.19.0) 4> Grade Grade3-4 Grade5 4 Grade Grade3-4  Grade5

SR wy #a3 ?P ueen 7ey 202
42.7)

B E

T 23 (7.00 2 (06) 0 3 (1.9 0 0
—i% « EHREER X OG-
DAKRE

e 55 18 (55) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
Fe R KO ARk

Z D FEE 30 (9.1) 0 0 9 (5.6) 0 0

W5 19 (5.8) 0 0 5 (3.1) 0 0

72 ARHIREIZ I TRV ME R BB 7 51 (2.1%)  BESCH BARIE / < A/ F —9451] (2.7%) .
K2 - BEED T 4 1] (1.2%) . 1 BUBEFRS 3 451 (0.9%) | ITH%RERZE 18 i (5.5%) |
FF4¢ 14511 (0.3%) . HIRAREERERE S 13 5] (3.9%) . #ifkREs 10 B (3.0%) . EHkRERE
E 14 (0.3%) . TEMAEEREREE 1 41 (0.3%) | FRRMARIERAE 1 1 (0.3%) & ¥ infusion
reaction1 {51 (0.3%) NFRBO BTz, F7o. FIEMMEIIE, O, AhZ. M/ MR
WO MESREES . RIS, EEOREREE, MK - ik, FERKOS S R ITRD
IR o T, REWERRBLRDUIEEES (BRMEERY 2 51) &5 OEFHER
R,



(M- HE]

AR OREMEYBETT L EZFHA LY 2 2 b— 3 42k v, AKI3 mgkg (k
) NIE 240 mg % 2 RN TS LEBEOARF O Mg IR E S RF S vz, Ok
. AH 240 mg x5 LTZBROEEEIT. AH 3 mglkg &5 L7-BROIREE & & g
LCEEZRT & TPRIENIZEOD, AARNBEICEBWTHARMERHER SN TWD
% - & (10mglkg % 2 ERFR T YE) TARAIZ B G U7z BRogE & & el L Rl
oy &P ENT (FR) MA T EROEBEICK T 27 —ZIEE25& | AH4I 3mglkg

(IREE) 0% 240 mg % 2 SERIFIR CTEG L 7ZBROARKI OIS & & Ao SUI L ek b
OB A RS 2 IREESUGTE 7T VD S 4L, YRLBEIZ DUV TRRET D T AL TG 5L
EREOME - HEOR THIMER L SMICHER 2RIV E Tl Sz,

K2 AHOKYBENRTA—F

ﬁﬁ{f . )EHE Cmax Cmindl4 Cavgdl4 Cmax,ss Cmin,ss Cavg,ss
- (ug/mL) (pg/mL) (ug/mL) (pg/mL) (ug/mL) (pg/mL)
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A BT 2 HARMmiE PR, Cavgars : FIEIR 542140 B £ TOFEIMIFETIRE . Crmaxss : E T IRIEICIS
T 2 B MAE L Cminss 1 7EHIRRBIZ I 1T D B ARILTE PHEE, Cavgss : EHRIRIEIZ 1T 2 F ML iF
TefE
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WM ERLOBEEEZIT D2 ERPR SN BEICR UTHEMAT L & &b, BIE
AT LIRS & D 2 L WS AHE 7 — i O B %35 7= 9~ Rk BE < 4
THZERHEETHD,

L7eRoT, RIFA RT A Tlid, BARBERELZNE TITELN TV D EFITFH -
B2 RN S-S & | LUT O =35 O gt 70 6 & HEdE 3 2 8L D B B 5 %
TR O EERERT,

I, ARITA BT A A%, MSIATBOE N ESEG EFRIEER SR, At ENEAN B AR
BRI o, — M EENE N A ARERNB ES FEFEEFITEEE A B AN 22 & O
—MRAEEEN B AR ER TR OO b AR LT,

RfG L I B EINL L ATV — R SR 20mg. A4 7Y — R L 100mg, AT
— AR EEEE 240mg (— &4 - =R~ T GEIaTEEZ))

WG ETDREIIE © 23 AALFIRIER (THE U 7 YRR RE 7R HEA T « 78 00 SR R gt o Rz
i

HELRAMERONE @, A=A ~7 GBI/ %) & LT, 18 240mg
% 2 MM CAEEET 5,

s I 5B 3O/ NERIRGL T EERRUSAE




2. AFNORHK. TERBF

7V — R SRR 20 mg. [FSIEEE 100 mg M ONELSTEETE 240 g (— k4 - =
P~ 7 GRIETHHZ) . AR, TARAL Evvo,) 1d, AN T¥ERAS e 2 &
Ly 7 2t BTV AL~ —2 2747 (BMS) ) 2B L7-t k PD-1

(Programmed cell death-1) (ZX%f3 % Ml IgG4 £/ 7 m—F LA TH D,

PD-1 1%, {&MEAL L2 o )Ek (T M, BN F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T AR OIGMEAL Z # B IE & BUSHIEE3 2 5
TR TR T 2R RTH D, PD-1IFHURIRRMIIRIZRELT 2 PD-1 U 7 K (PD-L1
JONPD-L2) EfEA L. U o SERICHEINES 7L nE LT v R ERoiE AR EE %
BITHRET LT\, PD-1 U NidHURfR ML b b OFk 2 22 ISR I FE B
LTk, BMERAMEEE )OO LB T D PD-LL OFRBLLINEDAEF
I & ORI A OMBEIBIfRR & 5 Z & il X Tuvb  (Cancer 2010; 116: 1757-66)
F 7o B R AN TR T RN EET S v ¥ —T7 za > H v~ (IFN-y)
IZX > T PD-L1 OFIANFHE SN, BB L7 EEMAIZIS 1T D PD-L1 O3H L% O
A & ORIZIEOMBERRD Y H 5 & DS S & 2 (Sci Transl Med 2012; 28: 127-37)
I 51T, PD-L1 ZJRiIFEBL S H 7= 8 AR, HURKERAY CD8 Bk T e oo i e 555
TEMEZ 5 SH 57235, HT PD-L1 HI/A T PD-1 & PD-L1 & DA ZHET 5 & Z DAl
EEWEENREIET 5 Z ENRENTWD, D Z LMD PD-1/PD-1 U 7y RIEREIX, 7
AR TR R RAY 7 T AR D OBEE A BT 28 FD—2 & L TEZ LT
Do

ARFNL, SR OFE R 6 PD-1 OffifasElk (PD-1 U 7 RFEAHEIE) ITRA L.
PD-1 & PD-1 UV H Y REDREGEETHZ LICLD, BDASURRRENZ T Mizols
PEAL K O AUKRIELS %19 2 MG EIGVE A2 #9585 = & TRk e PUBE 2 3 2~
ZEDER I N TV D,

IO OFEN S | AFNIEMIESE ) 2 Bl 2R EIc 20 55 b0 L HIfF S,
TR Bz AR A et R & LT BRI BR 2 520 U, A, 2 atE R O A M R
Sz,

HAN DRI 55 < MBI DS RISIC & B BIERIS 2 3 & b, BT IS
5 AN B B, ARIOR TP R R GHICIE, BEOBRE HHITO, RENE
6T B AT, S L7 TS U7 SR 2 il & BRSO PEAT & il L Tl
ORI AAT, BEORIEUSIC & 5 BIER S DN 5 5HAITIL, BIREE AL
& LA 5O LB 1T 5 LB B B,



3. BRERAEE
1To-E"%R ﬁ%%%ﬁ%@ﬁkn@a %mﬂ‘o

HETT « 7558 O M s v B2 1 D AKGRIRF |2 B At A

(F 0]
NEE T FHRER  (ONO-4538-41745%)

TIFFRAE R R UFE R R Y T LKW & OO B ICRIS AT AR OY)
BRASBEZRMEAT - FRR8 O EMENaE b Bz B (ECOG Performance Status 0 Jx U8 1) 34 i %
KGRI ARHI 240 mg % 2 30 [ @ C AR i U, FEGHEIR B CTH 5 22453 (Modified
RECIST criteria (2004){ -3 < Hisef| 12 & 5 CR UL PR) 1% 29.4% (95%1= [ -
16.8~46.2) Th o7z, 2B, FNIERE LT-FEIX 5.0 TH -7,

[“Z24tk]
ENE I AERER (ONO-4538-41785Rk)
HEEFL1L32/3401 (94 1%) (2RO BV, AHE DORBEEGENEE TERWE EFS
132313441 (67.6%) (2388 HLT-, FERNEWNLL EORWEMRIZ FRDO LB ThHoT-,

#F1 FHEBIERN5%LU LEORIEA (ONO-4538-4138A8) (LM SEM)

IH H AFIE
Grade 4 Grade Grade 3-4 Grade 5
RIVEREHE FEHL LR FEEL RBLE T FBLE
(MedDRA (Z L %5 SOC-PT 43%8) FH (%) (%) (%)
KRB 34 34 34

aanA e

FOR IR REAR T IE 2 (5.9) 0 (0.0) 0 (0.0
El

T 4 (11.8) 2 (5.9) 0

EIAPS 3 (8.8) 1 (2.9) 0

BITIN 2 (5.9) 0 0

Mg it 2 (5.9) 0 0
— - G FEE R L O 5L O AR

SR 3 (8.8) 0 0

57 2 (5.9) 0 0

TEEN 2 (5.9) 0 0
BRI AR AT

Y —BHINN 4 (11.8) 2 (5.9) 0

75— HIN 3 (8.8) 1 (2.9) 0

Vo SERHR 2 (5.9) 0 0
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AARIBOE 2 (5.9) 1 (2.9) 0
A R 38 L O A AL R e

RAEH 3 (8.8) 0 0
AN AN ik e

2 4 (11.8) 0 0

FIRINIR NV 2 (5.9) 0 0

Rl B S S AEES4 3. MedDRA ver 20.0) 2 W CHiAEZ 72,

Grade % CTCAE (Common Terminology Criteria for Adverse Events) v4 Z#|ZH#E U %,
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VR MERR R 2 5] (5.9%) . KRB « EED THI 2 6 (5.9%) . 1 BUBEFRE 1 41 (2.9%)
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DRI R T R T,
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