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=RN=T (BEFERL) BAOFBEEMEET A K71
GEAfEiafiE, EMRAE, EHBE,. FlE, HHRASR
TRy Y UoE, BERUERMKSEE) O--fgiETown
<

R BOER L M EOREAKFS 2016 (Frk28FE 6 H 2 AMEBERE) 0B
WT HFMEREROFEROEBEMHEELRZ BB VAERLI L 2R
O EFWER LR P EICNERBRFICRET I DICEHEERHEET A F
SAVEERTBRIEELTWVWET,

=L (RETFEEZ) WEH (K%L 4708 SEE 20mg &
URLAE 7 100mg) ZIE/MMkiE, BEHEalE. EEEE. Flas,
LM RESEF Y URE BEROEEREFEEICH L TERTBEOH
FHECOVWTHE., =R~ (EEFEEL) R o REERHEGET
RS 4y (EMMEDRE) OERECREEHBEETA N4 FHM
Ra i, EMERENE, EEEE. SHEE, HRNKRTXR U CNERTE
) O—EWEIC2WTI (ERE 30 4£8 A 21 AT ITEEAIRES 0821 55
SEANGEER - AEHLEREEMETEHRREM) KLV FLTEE
& ZATY,

%ﬁ\:ﬁ»vf(ﬁr%ﬁﬁi)%ﬁf%éff?—fﬁﬁ%&MMg
PAEAB XN LoV, YUBEEFEY, T ENBIEO LBV HEWE
LELEDT, BENOERBERCERICHTIEMERBEWLET, 2
B, WFEZORBEHERMEEST A RI A4 4, BlREE0LBY T,

.

T



FE/NHARIE O SOl AHEENT A R 74 o OBETERT GBiIA ER)

pallpiis

# A
B (THRFEGESD) Y= (BRTHARERHIER)
2R— SRR BDEIKS 2= RRE IR BEIES
F 7 O— RN AR 20 mg, 7Y R A Z PR BT 20 ng, A7 O—RAERE
100 mg, A7V — R EAMWERTE 240 mg (—HRE : = 100 mg (—4A : =R~ 7 (Bl FHEMEZ))
B (BRFHEEZ))
INR—Y 2. REIORK, ERER IAR—Y 2. FEIOYH, 1ERBAF
F 7V —R R 20 ng, [FATHHE 100 mg & A7 — R RFERE 20 mg BRI 100 mg
URAETE 240 ng (—fif% : =<7 (Eis (—iA : =A< 7 BEFEMEZ)., LUF. K
FHEHER) . BAF, TAREIDD ik, /NEFEER TR A ik, AFELRTERSHE A F vy 2 Z1E
St AF V7 R4k BTV AP = A FEFTIVRM =AY —X 2747 (BMS) 4h)
A A2 A7 (BMS) #) BT Lk + PD-1 MEAFE L7=t k PD-1 (Programmed cell death-1)
(Programmed cell death-1) 12595 & R TgG4 WAt M 1g64 B 7 a—FARETH D,
E ) ra—FABETH S, (%) '
(&)
72— [Z2H] 7R [Zetk]
(RE_ERERE) (RELBE
@ ENE T35 (ON0-4538-05 FRIER) O ENE TR (ON0-4538-05 FR)
F1 FERN S EOBIER #1 FRRFH SR EOEIEM

(& WE)

(F& &)




¥, MIEMMER 24 (5.7% . KBR - HED
THRI26] (5. 7% . FHEMEE (¥7 2 - NU—fEE
BE) 34 (8.6%). FFHEREEE 241 (5.7%), B
WRIRBAEEE 3 (8.6%), BIBHERES 1 4
(2.9%), BHIERE (RIEHEHEZRE) 14
(2.9%) XU infusion reaction 2 (5.7%) #%
Bobhie, £z, EEOREREE (FERRER
RERRE, STHEE, HREES) . TEREEEES,
1 BUEERE, g, EEMEE. MK - fERK,
BE D BEERODERIERD bivihot, &E
VERRBRRIIEEESR (BRAREEREZS D)
FEUEEERETT,

7B, MEMERRE 26 (5.7%) ., RBK - BHED
THI260 (5. 7%) . MWREEE (FF7 2 S L—ER
HE) 340 (8.6%), FrHksEEE 241 (5.7%). W
IRPREEREREE 3 1 (8.6%) ., BIFSHREEE 1

(2.9%), EHEEREE (RMEMEEERE) 1451

(2.9%) KU infusion reaction 2 (5.7%) 2%
Zobhi, £, BEEOHEEREE (KEHMIER
TEGERE, AL, HREES) . TEAREREE,
1 BUBEFRAS, R, BREMEARE, MR - BRR,
S EI AR OLHRITRD bhoiz, AE]
TERRBRIIISSESOMERSR (RARRER
AREET) 2EUHEHBERETT,

g R—

@ WBAEIFERE (CA209017 RER) (N Engl J Med
92015; 373: 123-35)
F2 RBERNWLLOBRIEA
(& )

ks, MEMERR 6 (4.6%) ., KK - BEED
FHD 1L B (8. 4%) . MEBREE (X¥T7 v e NV—iE
fEREZ) 1341 (9.9%) . FFEEEREE 441 (3.1%).
B IAKSEERSE 5 /7] (3. 8%) . BHSEERE (JRME
R MR A% 446 (3.1%) . BEMHEAHE 14
(0.8%) X Ninfusion reaction 14 (0.8%) 73

g ~—v

@ WS EMAERE (CA209017 3EE) (NEngl J Med
2015; 373: 123-35)
£2 FALH 5 LORIER
(& W8

i, BEMERES G F (4.6%) ., KiB%K - HED
THI 1L B (8. 4%), PREE (FF 2« NL—iE
fERESE) 136 (9.9%) . AFMeEEE 44 (3. 1%).
R IRHSRERSZE 551 (3. 8%) . BHEEEE (RE
MR MEERE) 446 (3.1%) ., BEMIENE 1LH
(0.8%) M TFinfusion reaction 17 (0.8%) 23




BN, El, BEOKMEE (REHBEE
REGERE, SIVATEE, JERAES) . TRIAERE.
RIBMAEREE, 1 ABERRIR. M. MMZ - BERZZ
B 5 EREOLHRIERY bhanot, Kl
ERERRRILEERS (MRREERE2ED)

wmbbhie, £z, BEEDRERES (BERREIR
FEMRRE, ZHLHE, HAREES) . TEEHEERSE,
RITFARARIEE, 1 BOMEIRS. R, MM - BEIEZR.
L LS BERECOLHRITBO bhipdole, KE
TERBEBURNIN I SFHFEROERS (RRREE

2 URHERERT, REZE0) 28 0RHBRERT,
8 ~— (FER T LB 8 r— (FERE L Br#E)
O EAS RS (0N0-4538-06 ) @ EA% IR (0N0-4538-06 BAEY)
3 FBIIAEN 59 EORIVEA #3 FBHIFN 5L LORIER
(F M) (F& )
0—v | mp, MEMIRE 4B (5.9, KB BED | 9~—3 | . MEMIER4F (.3, KB - WED

TS B (6. 6%), MEEE (F72 « NL—ER
L) 10 # (13.2%) ., FFH%RERE=E 54 (6. 6%) .

- | FURIREEAEREE 10 41 (13. 2%) . BIBAREREE 1 41

(1.3%) . BHeelE (REEHEMEELRSE) 44
(56.3%) RUFinfusion reaction 3] (3. o) 2%
b, £, EEOKRERE (FEIEIR
SEH. 2N, EREES) . TEABEESE,
1 BUBEIRA, Bk, BEIERTIEIIGE, A - Mk,
S EIRREVLHBRITBOH bNid o7z, ZAREl
TERBRRNIIEEES (RRREREER 251
rEUEHERETRT,

THI 5] (6.6%), HRREE (¥F 2 - N —ER
) 10 B (13.2%), FFEREEMRESE 5 41 (6. 6%) .
FURIREAEREE 10 A1 (13. 2%), BIEHSHERSE 1 61
(1.3%), EHBrEEE (ROEREEERE) 44
(6.3%) BT infusion reaction 3 (3.9%) 23
Boohi, £k, BEEORBEE (FERIER
SERREE, ZSHLEE, HREES) . TEEREEEE,
1 BUBEIRIA, FESe. BREMESAE, Bk - HEEXR.
SEIBERBERLHRIZED bR d o7, A
FERRRIRRIT S S ESOERES (BRRREHRE
HELZED) 23 0EHERETT,




gR— @ WA E IR (CA209057 3A8%) (NEngl JMed | 9 —¥ © WS EMAERER (CA209057 3RER) (NEngl J Med
2015; 373: 1627-39) 2015; 373: 1627-39)
FA4 RBERRBSYLLLEORIEM *4 FEBN SR LOBHEA
(& K. (R IK)
¥, BEMMER 104 (3.5%) . KIG%K - EE i, MEMEMRR 104 (3.5% . RKIBR - BEE
| DTFHI22 B (7.7%) | WREE (K7 — DOTFEI22 6] (7.7%) , #EEE (¥F7 2« Sb—
FERFESE) 26 1 (9. 1%) | ATHEREREE 16 41 (5. 2%) . SEREL) 26 41 (9. 1%) . AFHERERESE 15 1) (5. 2%) |
SRR ARREEE 27 1 (0. 4%) . EHREREE (R FR IRHEARIEE 27 1 (0. 4%) . TEHAEREE (JRAA
HFREHMERE) 76 (2.4%) | Bk HEKL HREMBRES) 76 (2.4%) . MMz - fEK L
5] (0.3%) B TXinfusion reaction 84l (2.8%) & (0.3%) K¢ infusion reaction 8 (2.8%)
BRHLNE, Eo, EEORBEE (RGN BEDLNI-, ¥, BEOKERSE (BIEMNE
10— | IREEGR. SR, HREES) | FEREMEEE | 10—y | REGRE. S£W0. JXEEY%) | TEREHE
M, ISR, 1 BURERAE. Wk, BEEMR M. BIBHAERES, 1 RUPERSE, k. EEMD
EHIE, SEIERBRCLBRIBO b MHE. 2 ¥ BEERNLHRIED SRR
7o ARMERRIVAMIIEESES (BAREERE 7ro ABHERZIIRIIT ST SOERES (5
BEED) 2EUEHERERT, FREEREEET) 250EHERETT.
14 ~=—3 5.%Gx5 LD BRE 14 ~—3 5. %G58 e 2B EBE
[AZhitkicBE4 2 HIE] (&2 Bd 55 E]
(&) (%)
15 _—y ([ZeticBEd 2 %] [E%hiEicBE 3 2 1]
(H&) (B%) ‘




BHERAECREEMMEEN 1 FOA ORI (3185 #ER)

i [=
Y= (THREsEED) By (BRI HI )
2=y RERERAERL 2R ML DEREM
A7V R ERERE 20 mg, A7 YU—R AT A7 — N ERRERE 20 meg, AU — A AERRE
100 mg, Z 7 —RLFEERE 240 mg (—AR4L : = 100 mg (—i%4A : =ARAr~<7 (BETHEEL))
AN<7 (BfaTHEz)) '
3R 2. ABIORER, EREBF 3 R—Y 2. AF ORI, EREF
A O — R SRR 20 mg. R 100 mg & 7P — R AT 20 neg HORATEREE 100 ng
D ERFEHEE 240 mg (—if4 : =FV~<7 (B (—4 : =FN~<7 (BEFHEEL), LUF, TR
FHREMZ) . BLT. TARH)) ik, ANEFEER T3 ) ik, NFERTERNESHEAS Ly 7 A3
BHEAF VY IR BTIVR bM< ¥ — (BTVAM v ¥—X AT AT (BMS) 1)
X RI7 A7 (BMS) %) MBI L= b PD-1 B L7~ » PD-1 (Programmed cell death-1)
(Programmed cell death-1) {Zx¢ 2 bt F IgG4 RS MY Ig64 T/ e—FNRETH S,
I a—FARETHS, (&)
(3]
Q=3 (2] 9= [Z 2]
OEME TAERER (ON0-4538-02 3RER) ' OEMNE TS (0N0-4538-02 FRER)
(R&) ()
F1 REBNEILLLOBIVER 1 FEHRP 5% EORIER
(# (F M)
10—y | i, MEMMAS 16 200, XIB%k - BEO | 10~—y | 2, MERIEE 16 (2.8, KBk - BED




THI 14 (2.9%), #HREE 441 (11.4%) . FFae
fE 5 41 (14.3%) . BHREREE 241 (5.7%). FR
JRESAEREE 8 41 (22.9%), BITEHESE 14 (2.9%).
EFEQOKRBES 16 (2.9%) ROLEEHEL 1H)
(2.9%) MBFEHLNE, £, TEFRERS
infusion reaction, 1ZUBEFRIE. BEZS. EERIE
FIE, B« BEIER. DB, BHR. gL, B
FRRMIRAE / X A3 — R OVSa g i /N TR A PE SR
MBI b hoTs, ARIVERZRIURIILE
HESR (RRREERELZSD) 280EHER
T,

THAT LB (2.9%) . iR 4 4] (11, 4%) . ATHERE
fEE 5 F] (14.3%), BHEEE 24 (65.7%) . R
BRARERESE 8 A (22.9%), BIEHEE 141 (2.9%).
EEOKREEE1H (2.9%) BRUEE )L 145
(2.9%) »Fwohic, iz, THEAEREREE
infusion reaction. 1ZUHEIRAE. MK, EEHE
FIE. RS - BANESE, DERAE. fBSE. BFA. BAIK
B RMRAE/ X A3 F — R UM E M i /MR SR
BRI bvieh oo, & BIERARERRE
werHSOEEES (FRREEREZED) &
SUEIBERETT,

10—

1] R—

OENE I1E:E (0NO-4538-08 FRER)
(&)

F2 FEMBHR UL LDREIEM
(& B

B, Kk - BEEOTH 24 (8.3%) . FFHRERE
E1H (4.2%) ., TEREHEERST 16 (4.2% KT
R IRERERES 7 1] (29. 2%) MDD LTz, Eie,
MEMERER, #REER (F7 2 - SU—fERE
%), BHEEERET (RINEREMERS) . BIEE
ZE  infusion reaction, 1BYYERNG., BEE DKM
BE (IERRIREERE, ST, EREES) .,

10 N—Y

11 ~2—

@EME DFERER (ON0-4538-08 FER)
(&)

#2 FRMBEM L% LOBITER
(R B&)

k. KBk EEOTH 241 (8.3%). FHEE
F 14 (4.2%), TEAEERS 1A 420 AT
R AR AR 7 4 (20. 2%) R bhiz, £z,
MEMEMERAR, HREE (¥7 2« S L—ERE
&), BEEEET (RETHEEEASE). BIEE
=2 infusion reaction, 1ZBUPERF. HEDKE
BE (MEHEEIRERER, £, EXEES).




Fede, EAERMNAE, s - WIRKR, &9 EL,
LEER. Bk, FF%k. BBIHRMREE/ X 33 F—&
UM R ML/ MR PSR BER IR 0 D2 d o
oo ABIERBERRIIBEEESR (REMEER
BEat) bR HERERT,

PR, BREAMEAE, MK - 8RR, S& 5 RE,
Ok, Bk, B, BREERMRIE/ X 3 _F—K
UM /N RO W RBER IO bh iz o
7o, ARIEARBERRITSEEROEEFS (R
KHEEEEEED) 22 0EHERETT,

11 _=y

QWM ETIHEZRER (CA209066 3ER) V
(%) :
Fz3 WINHORTRRIARN 5%, EOBIVEH
(# 8 ' ‘

7k, ARBICB W THEELMESR 3F (1. 5%),
RIBR - BEOTHG6H] (2.9%) . WHEESE (¥7

Ly e NU—EEEEE) 28 41 (13.6%). JFikiepEsE

76 (3.4%) ., BHEEEE 45 (1.9%) ., TEKE
HERESE 4 41 (1. %) . FRIRESEEREE 13 B (6. 3%) .
infusion reaction 15 & (7.3%). 1 #UFRYE 1
) 0.5%), HEDOMEEE3F (1.5%) RUSL
SR 1 H (0.5% MHWOHbLRIE, T, BITE
E. MR, BEEFESE, ML - BEIEE, Lk,
e, Brde, BUBUMRIRIE/ X A _F— R USa M
MLAMRIBA PEBERE IR b o7z, KRIfE
RZEBRRNTHEESRS BRAREEREE2ST)
FEDEHERERT,

11—

@uE/ AR (CA209066 FER) ©

()

#3 WINLOHTREEN LWL EORIER
(£ ) ' '

B, AR THEEMMRE 36 (L. 5%) .
KiF#K - BEEOTH 6B (2.9%) . MEEE (X7
v NU—RERREE) 28 41 (13.6%) ., FPHEREREEE
76 (3.4%), BHEBEE4H (1.9%)., TEMEH
BEFESE 4 4] (1. 9%) ., FARIREERERESE 13 41 (6. 3%) .
infusion reaction 15 i (7.3%). 1 B4HERH 1
B 0.5%) ., HEEDOREES 3F (1.5% KUK E
IR 141 (0.5%) BEHLNE, iz, BIBE
|, R, BEREHEIE, B - L, DR,
k. T4, SEURRIARE/ X A F— R U
/R AMEZRBERIZFR D bhih- =, &REIE
ABBTRIII— S B R OMEES (HRRAE
BRELZE) 280EERETT,




12 —3

13—

@¥Es MRS (CA209037 FRER) 2
(%)

F4 WDOTRLORETRIREN SULL EORIEH
(F &)

2B, AFIFCBWCHEMEMESRS8H (3.0%).
KB - EEOTH 4F (1.5%) . FEFESE 33
(12.3%) . ATaAemE= 22 4] (8.2%) ., BHHEEE
(RANERIE M B 2e%) 54 (1.9%) ., FIRERHEEAE
fEE 23 4l (8. 6%) . BB 1 4 (0. 4%) ., infusion
reaction 10 fFl (3.7%), EE OKEREE 1 4l
(0.4%) . Bk 241 (0.7%) BROUBESEL 3 FH
(1.1%) H@RD LN, T, TEEERREE,
1 BUPEIR, ENEMMEAE, MK - REIRK. D
%, Wk, . BRmRMRE/ S F /3 — R U
I D ARIRA M BRI D D dr o7z, AR
BIEARBRIEESES BRAREEREEE2S

ie) BELEFERETT,

12 _—¥

13—

@Y/ B IR (CA209037 RER) 2

(%)

F4 WTRLOBETHEREN SR ELORIWER
(& )

R, AHBFICBWTEEMEMER 84 (3.0%).
KIGH - BEOTRI4H] (1.5%) . #EFEE 33 F
(12. 3%) . FTHépeps=Z 22 5] (8.2%) . BEEMEE
(REME %) 54 (1.9%), FIRERERE
fEEsE 23 {51 (8. 6%) , BIRF[ESE 1 61 (0. 4%) . infusion
reaction 10 #l (3.7%). EEOEEEE 14
(0.4%) . B 26 (0.7%) RUOLKY 3 EK 341
(1.1%) BB bhiz, £, TEEREES
1 BUpERR, BUERESE, K - REIER. O
%, foe. TR, BEUHRRE/ X FF—RUR
FEME /PR SEERIZR D bhvie o T, &
BIfEA BTN IS B0l g (BRRIR
BEAEEZED) 2ELEMERETT,

13—

OEMNE TR (ON0-4538-17 FER)
(%)

%5 IR UL EORIER
(&

13—

GOEME IR (ON0-4538-175RER)
(%)

#£5 FHEERSILLEORER
(& M)




[1am—y

2., HIREZE OF (30.0%) . FTHEGERERE 14 4
(46. 7%) . FRRARFEREREE 7 61 (23.3%) ., MEM:
FBER 341 (10.0%) ., KB& - EEDOTH 34
(10.0%) . EEOKREEEF3H (10.0%), FI:ME
HWreEE 24 (6.7%)., SEHIEHK 16 (3.3%),

BESEMIE/ S A 3F— 2 ] (6. 7%) R ORI |

FREMIE 1 F] (3.3%) @D ohik, i, B
BEMEE. RITMRRMEE. 1EERME, He, =E
THEENRE, P - BENRZS. infusionreaction. .
R, Bk, MmN R PSR BER R U4
1RO oo Te, AREITEFAFEIARILILBEESE
& (BRREEEEEZESh) 250EFERE2T

X

14 _—

s, PRRREE O (30.0%) . BTEEREMEE 14
(46.7%) . FUIRNREEEREE 7 41 (23.3%). RIEM
B AR 3 (10.0%) ., K&K - EEDOTH 3
(10.0%) . BEEOEMERE 34 (10.0%), TE!E
WRERE 241 (6.7%), SEDEL 141 (3.3%).
BORCAR BMARAE/ 2 AR F— 261 (6. 7%) R UFENRML
RERIE1H (3.3%) BB bhlk, £, TH
RElEE., BIEMEEE. 1 TUERA. Kk, BE
e AE, % - BER%. infusionreaction, >
fhde. Mgk, SRtk R PESREER B OTF 48
RO bhabhole, REWEMZEBRINIT—S8%
HEpBEES (RAREMEEEZ2ED) 280
SRR ERT,

14 R—¥

15—

CHEA EIAERER (CA209067 FAER)
(BE)

#£6 VWTNPORTHRRABE SR LEORER
(& M) ‘

B, AEI+A Y e TEHC B THRIEE 86
7l (27.5%), FFHEEREE 102 4] (32.6%). FIRAR
HEHERETE BT 1 (27. 8%) . BFHHSEERRTE 21 1 (6. 7%).
B MERA 25 #] (8.0%), KiBK - BEDTH
60 1 (19.2%), BREORERES 21 4] (6.7%) ., F

14 ~— 3

15 _—

OUEAFEIAERER (CA209067 FER)
(B)

F6 WITINPAORECRIREN SR EDRIEA
(& 1)

I, AR+ A Y A TRIBWTHRIES 86
#) (27.5%), FFEEREREE 102 61 (32.6%). FIRAR
HEREREE 87 471 (27. 8%) , EHEEEREE 21 I (6. 7%) .
PR MR AR 25 7] (8.0%). KBX r BEDOTH
60 % (19.2%) ., BEOLEEE 214 6.7%). T




FEAHEEREE 27 4 (8.6%) . RIEHEERSE 14 4]
(4.5%) . e 34 (1.0%), B - BEIRZ 2 f
(0. 6%). infusion reaction 13 %1 (4.2%). &¢&
HIEZR 3E (1.0%) ., A 3/ (1.0%) . HHiEhR
fiRdE/ X A 3F—b50 H (16.0%) . HT4¢ 14 B (4. 5%)
EUSIRMARIERIE 25 (0.6%) RO LN,
Fio, | BUEERA, EESHEE, LHRRTR
ek i /NI PSR BER IIER Y Do Te, A
KB BV THREE 66 4] (21, 1%), ATHEERES
24 1 (7.7%) . FIRDREBSEEREE 47 H (15.0%). B
REREREE 34 (1. 0%) ., FEIRLMH:MEEE 561 (1.6%) <
KB4 - EEOTH 16 B (5. 1%) . HEDKERE
=g H (2.6%), TEMAHEEEREE 34 (1.0%). B
REHEHERESE 3 1 (1. 0%) ., B4 3 U (1. O%) . infusion
reaction 14 ] (4.5%), & HEHK 241 (0.6%) .
BESU RIS/ S A 3 F—28 5] (8.9%). AP 24
(0.6%) RUFEARMMRIERE 1461 (0.3%) 2370
bz, £, 1ANERF. BEMEE., MK -
BENES, DMhe. Bhoe R UMRE ML/ MR A 58
BRI bhiahofe, ARBWERRBIVRILILE
HES (BEREERTL2ED) 230EHER
RT,
()

EAHBEREREE 27 F (8.6%). BITHAEIEE 14 #i
(4.5%), MEZe 34 (1.0%). HM#& - BEMR%K 2 41
(0.6%). infusion reaction 13 %1 (4.2%)., S¢&
HRES 3H (L0%). & 3F (1.0%) . PEiHhA
R/ 3 A 35 —50 5 (16.0%) . FF4 14 % (4. 5%)
RUERMARZERSE 2 ) (0.6%) BB/DH LI,
7o, 1AMERA, EEGENE. DHRRUTR
B ML/ MR R EBERIIRD b o fz, &
KIBEIC BV TR IES 66 4] (21. 1%) . AFHREmEE
24 B (7.7%), FORIRHEGEIESE 47 41 (15.0%), B
HiemsE 3 (1. 0%), RIEMENRA S F (1.6%) .
KIGgs - EEOTH 16 ] (5.1%) ., EEOLERE
=84 (2.6%), FTERIMCHIEEEE3IF (1.0%), Bl
S RkHEREE 3 1 (L. 0%) . % 3 441 (1. 0%) ., infusion
reaction 14 ) (4.5%). 5 & HIELHK 2 4] (0.6%),
R RMRRE/ S A 3 F—28 4] (B.9%), AT 2 #
(0. 6%) R UEARMARERE 1 4 (0.3% »RD
v, Efe. 1R, EEMLEILE. MK -
PElER ., OFFZ%. B4 R UM M/ MR R
BORIERD bhvieiofo, RRIVEARBIRILIT—
WwerEAORAWES (BEREEEAELED) &
BOEHBRETRT,
(%)




16 ~—

17 R—%

OEBRLREIFEE (0N0-4538-21/CA209238 3
5
()
KT WTNHLOF THREEN 5WLLEORIER
(R K

2B, FEFEC B THRIEMEMER 116 (2.4%) .
UGB RIREE/ S A 3 —48 ] (10.6%) . [T
BESE 40 41 (8. 8%) ., FIRIpEERERESE o1 B (20. 1%).
PRARMESE 83 ] (18. 4%). EHERERES 6 41 (1.3%).
RIBHEREREE 6 F1 (1.3%) . THEMAHEERE 84

(1.8%). infusion reaction 118 (2.4%). KH&
%« BEOTH 21 il (4.6%), BEEOREEES
B (1.1%) . 1 BUEEIRS 1 &) (0.2%) . JE4 3 4

(0.7%) . .5 & 5 e 2 4 (0. 4%) | ¥ 341 (0. ™%)
BRD LN, T, EEGESE, LHE.
K. SEMEM/NRIEAPESRBERE, MM - BE%,
FRIVR AR 2B E e OB REF R IR S e
o7, ARBIVERARIRIABEES (HREEE
BHZED) 2S0EHRELRT,

(&)

16 =

17 ~m 30

@EEEIL RS TAERER (ON0-4538-21/CA209238 3
5)
(8%)
27T WTHANOETRESEN S EDORIER
(# 1)

2B, ARV THEMEMES 114 (2.4%) .
PSRRI/ S A3 F—48 il (10.6%) . JFikss
fEE 40 5 (8. 8%) . HLIRARBEEEEET o1 41 (20.1%) .

A 83 1 (18, 4%) . EAMACKEE 6 4 (1. 3%) .

BIEHEREEE 6 #1 (1.3%), TEAHEEESE 8 F
(1.8%). infusion reaction 11l (2.4%). KB%
K-BEEOTH 21 i (4.6%). HEDKEEED
il (1.1%) . 1 BUGESRIE 14 (0.2%) . BEHK 341
(0. 7%) . 5 & S IE% 2 5 (0. 4%) , FF% 3 51 (0. 7%)
PROLNT, £, EEMESE. LHR. B
%, RBEMEM/RIRAEERDER, Ak - BERES,
FRUR AR ZEARIE B ORE LR 212586 B h
o, ARWERARBTRINIT U ELORESRSR (F
KFREEREEZED) 2eDEBRETRT,
(H&)

21 R—

5. BYRGEDBE
(B%hiEic B4 5 EIE]

21 -

5. BEMRLLRDEH
[‘LefhicBid 5 5E]




(%) (&)

22 X— [Z2iticBEd 2 3H) (FzhtEic B 5 51H]
(%) (&)

SESAEREE OB A S A 74 o O%ETEAT GFIERtRR)
) =

BY = (FAREIERD) MY (ERHARERHIER)

2= S LI HERES 2= RNBLRDEEL
F 7O — R AT 20 ng, T U—FRRBEE AT O— RN EETE 20 mg, A7 VR AR EE
100 mg, X7 VR EFHEE 240 mg (—ix& = 100 mg (&4 : =FRN<7 (GEFHEBEZ))
AN<7 (BEFHRABRZ))

3N— 2. FEIORHL. EREHF 3=y 2. AEIORAU, TERBF
AV — R A TEERE 20 me, FRIAATRENE 100 mg &2 A7V — R IR 20 mg 2eONE A TEERE 100 mg
O FEREE 240 mg (—ikA - =FAr<7 (EiE (—fx4 : =R~ 7 (BEFHEEEZ). AT, TR
TR Z) . BUF. TAH) 1k, /NEPEES TR F) X, ABERETERASHLEA T Ly 7 24
S AT V7 A BETVA MLV wA v — (FFTVAM =AY —X ZZ7A47 (BMS) #b)
X As AT (BMS) #:) MBI Lt b PD-1 REEH L7z b PD-1 (Programmed cell death-1)

(Programmed cell death-1) Zx%f 3 5 bt hE! 1gG4 et Ae N 1g64 &/ F u—FLRETH S,
F/)7a—FRETHD, (&)
(&)
6 R— [Z &) 62— (2]

|E| 8 3 (R 2 T AE S4B (ONO-4538-11/CA200141 3RER)

(] |2 4 [R] 45 ML AE 3 BR (ONO-4538-11/CA209141 FR5R)




(&)

Fel FEBBH SR EODORIER (LEMEART*ER
- 35i))

(& M)

feds, REMEMRATH (3. 0%) . BHES AR/
I AT — 5] (2. 1%), FFHEREREE 541 (2. 1%),
FRARIRMEEEIREE 17 #] (7.2%) . #MREE 7 4
(3.0%), EEHsERmEE 14 (0.4%). BIEREE 14
(0.4%), TRMAWAERED 24 (0.8%) ., FHFAkiMmie
FERRGE1H (0.4%) MU infusion reaction 344
(L.3%) A@Edbhi, £, BEGEAE. L
. s, Rig%k - EEOTH. 1BRE.
S e /MR ESEREIR ., ATAS. BNZR - BEIEL,
BEOREEE, SE5EARVEEDKRERSE
EED bR fe, ANEIERSELRN I BEE
% (REREEEFEE2ET) 2E80EMERET
T

()

F1 RBEENSWLLOBHER (et s
££5)) ’

(F )

pds, MVEMEZESA 76 (3.0%) . FEIUASBIARGE/
AT 6 (2.1%) ., TFEREREE S (2. 1%)
FORIREEREREE 17 1 (7.2%) . HREE 7 41
(3.0%), EHREREE 14 (0.4%), BITHESE 14
(0. 4%), TIHEMEHEEEES 2 51 (0.8%), FHikfis
FEARAE 1 (0.4%) AU infusion reaction 3
(1.3%) BRdbE, i, BEMEHE, 4
gk, Wk, RB%k - EEOTH. 1 BUERE.
e Fe e ML/ R I MRS EE R, BTSNk - B,
EEORERE. SEOIRRRUVEEDOEERESE
1RO bhvie o iz, ARITERAFBBRIUIIYES
SoMER (FRREERTEED) 28048
FHIERERT,

10 R—2

5. BERBRLILDBE
(BZhEICE ¥ 5 E1E]
(%)

[Zethizfd 5 FH]

10 ~—3

5. xR EpDRBE
[tz B9 5 HIH]
(&)

(A %tk B9 5 HIH]




| (1)

]

L)

AR OBEERNEE T A F T4 o OUGETERT GFIEXRE)

# 5|
Y- (FHHEERD Y- (B EARERHIBR)
2= WL R HEMS 2R MR & IRDHERM
AR 20 me. VR AREEE A O—RETEEHE 20 ng, 7YV —RARFE
100 mg, A7V — AR REHE 240 mg (—ix4 : = 100 mg (—fi%4 : =RA =7 (HEEFHEEZ))
A< (BETFHIBR))
3NR—Y 2. ARFIOEK, 1EREF 3= 2. AFNOKEK, TERBF
AP ETRE 20 mg. [FIAUTEEEE 100 mg K TR AT 20 mg BOFATEEE 100 mg
OFELE T EHE 240 mg (—H4 : =F<7 (Bfs (—k4% : =FAN~<T7 (BaTHmz), BLF, [
FHRMEZ ), BATF. TARHEID) 1. /hEFSEE MR 1) i, NEEATERKSHE A S Ly 7 A5
SHLAF LI R (BT VA - =AF— BETVR I =LY —=X ZAT AT (BMS) 1)
X A7 A7 (BMS) #) MEEH LA b PD-1 3pA%E Lick b PD-1 (Programmed cell death-1)
(Programmed cell death-1) T3y 5t Y 164 bkt ade M 1gG4 B Fu—TFAHETH D,
® ) Ja—FARERTHD, (I )
(&)
82— [Zz 2] 8 _R— (2]
O EEEFRFBMAERER (ONO-4538-03/CA209025 O EEEEFEMEFER (0N0-4538-03/CA209025
FRER) FER)
(&) (E%)
#£1 WO TREAEN SR EORHEA

FK1 WTNLORETHRERSE SR EORIEA




9~

(& M)

7ed3, VPR R 10 61 (4. 7%) | f5 4% 151 (0. 2%) .
B BRI/ R A S —56 1 (13.8%) . KBS -
BEEDOTH 10 4] (2.5%) . 1 BFERR 15 (0.2%) .
FrHSEERE LT 46 B (11.3%). JF4 148 (0.2%).
FURIREEREIE S 34 1 (8.4%). HEREESE 55 4
(13.5%) . BHREEE (RMEMEESLRE) 28
) (6.9%), BIFHSEEREZE 64 (1.5%) . infusion
reaction 21 # (5.2%)., EEOEEEE41 4
(1.0%)., TEMAHEEE 246 (0.5%) . HEH 1H
(0.2%) RUESEIEK1H (0.2%) H@EHLR
Tro $£ic, EEMEE, LB, L&/ MR
WA SRR, AN - BEIEZ R UVER IR AR AR E
RO b2 oTe, AREARTURIIZEES
£ (BEREEREZSD) 280EHERETR
£ '

0 -

(& M)

s, B AR A 10 B (4. 7%) . 4% 1 4510, 2%) .
REBUGRIARIE/ 2 A4/ F—56 ] (13.8%). KIF%
BHEOTH 10 #) (2.5%). 1 BUHERR 161 (0.2%) .
FrisREREE T 46 B (11.3%). JF4e 1480 (0. 2%).

FURIRMEEEREEE 34 1 (8.4%) ., #EREE 55 4l
(13.5%) . "SHEREE (RUEETHREEELSE) 28
& (6.9%) . BIE#HAEEES # (1.5% ., infusion
reaction 21 #] (5.2%), EEDOKEESE 4 4l
(1.0%), TImMAHEEREE 24 (0.5%) ., K& 14
(0.2%) RUKEESBEL LH (0.2%) BRHLN
Tro Fio, BEEMEAE, LHR. S8/
WAMESEBERE ., PMZE - BEIEA K OBRIR M4 224
IR Lo, REIWERRBIIRRIISHSEF
HOoBEFES (RAREEEEEZED) 2808
HERERT,

9 —

OEREHLFFEMAERALE (ONO-4538-16/CA209214 2R
)
(1% )
2 WVTROOBETHREEN SULLEOBEH
(R B)

9=y

QERRLFE AR (ON0-4538-16/CA209214 2
B
(%)
K2 WDTNOORETRERARN UL EORBIEA
(&




10— | A28, AE+A U AT TEIZBO T, MREE | 10— |26, FH+A E) A TRICBOT, WREE
136 4 (24.9%) . FrEkgeREE 98 i (17.9%), AR 136 ) (24.9%), FFHREREE 98 41l (17.9%). AR
[apktefEE 147 F (26.9%). BHEEREE 46 ) PR AERESE 147 ) (26.9%), BHEEEEE 46 Fl
(8, 4%) . B MMt 35 ] (6. 4%), KBk - E (8. 4%) . R MkAtZE A 35 il (6.4%) . K&K - &
BEDOTH 36 #l (6.6%), EEDCEMEESE 20 EOTH 36 # (6.6%), EEOHERE 20 4
(3. 7%) . TEMESAEREE 24 4] (4. 4%) ., FIEHRE (3.7%) . FERMAMEEREE 24 7 (4.4%) . BIEHE
feE 32 0 (5.9%), 1BUERMSH (0.9%). BR ez 32 5] (5.9%) ., 1FLEERRAS S (0.9%) ., FER
7T (1.3%), EEMLIE LH (0.2%) . MM - 7 (1.3%) . BEEMRESGE LF (0.2%), Mk -
BEIE S 2 5] (0.4%) ., infusion reaction 22 f PR 2 5] (0.4%) . infusionreaction 22 4
(4.0%), SESEK 24 (0.4%) . OHE1H (4.0%), S & HHEK 2H] (0.4%), LK 1H
(0.2%), #5421 (0. 4%) . ¥EBUHRMRRE/ I A/ (0.2%) . fi5de 241 (0.4%) . PBEBUBBAMRIE/ X A%
F—102 ] (18.6%). KFZ 76 (1.3%) RUHEHIR F—102 B (18.6%), AFLR 741 (1.3%) RUFEHK
MRFERIE 26 (0.4%) PEOEIE, T, & MARZERIE 2 7 (0.4%) B@EHBNI, T, &
e if /AR IRk ME SR B B OV L RE A 28 1358 98 P ol /AR B SR B P e VR (L P IR R TR
bhiahol, ARIVERARBUREUIBESS (B B 0T, AREIERARERTRLIISHEEROCH
FRTEEREZET) 2E0HEHERETT, WMES (BEREEREZST) 230EHER
R, '
14 ~— 5. 5B LLDBAE 14 =Y 5. #ExgLinsEE
Gl A G | (Z2Mici§ 2 5FHE]
(k&) (&)
15—y [Zz2thioBEd 2 HE] 16 R— [A%hEC B4 2 53H])
(H&) (%)




HER D% v ) VRO B A S A K5 A L OREITERR (5 R ER)

s 1=
BY— (THREFIERE) =R (R VAR EREIRR)
2R— B LI DERS 2= MRE I BERS
A7V — R AT EE 20 g, A7V —RAFHE IV — RN ETEEE 20 mg, AT U— RN AT
100 mg, A7 —RAHEHE 240 mg (—i%4 : = 100 mg (—i4 : =FA~T (BERFHEHEZ))
A7 (BETREBRZ)) '
3 R—Y 2. KBRS, 1ERBF 3=y 2. KR, (ERF
A7V — R R ERE 20 me, [RETEERE 100 mg K& A7 — R RIREE 20 meg Be O] AR E 100 mg
ORI 240 ng (—#4 : =R )b~ (B (R =R T (BETHEBRR) ., BT, TR
FHEMER) . BATF. TARF) X, /DEPEE R Tkt A ik, AEELRTERSSHE A Ly 7 25
L ATV 7 At (BT VR =, ¥ — (BRTVAPMN =LY —X X747 (BMS) #)
X A7 A7 (BMS) #t) APEE L~ ~ PD-1 B L7~ b PD-1 (Programmed cell death-1)
(Programmed cell death-1) x4 2t FEI IgG4 Woxtdadb M 1g64 &/ 7 u—HETHD,
E 7 a—FNHETHD, (I1%)
(%)
42— [Ze4itk] 40— [Z2t]
OENF IEHER (0N0-4538-15 BER) OE P TS (0N0-4538-16 FER)
() ()
F1 FHER SR EOBER (MR F1 BHENSULEOBER (LR ts
££MH) #£H)
(F 18 (& %)




5re—S 7pks. FEMMES 16 (5. 9%) . BRRMEE/ | 5 N— mis, BIEMMER LF (5.9%) . BN RARLE/
I RF—-24 (11.8%) ., KIFR - EEOTHI1 I A RF— 25 (11.8%). KIBK - EEDOTH 1
B (5.9%) . FFHEREREE 140 (5.9%) . HIREREERE 7 (5.9%) . FFieEfE=E 14 (5.9%) . HIRIRBERE
BEE 3 (17.6%) . MREE 3F (17.6%) KT MEE 3 (17.6%). MHRRPEE 36 (17.6%) RO
infusion reaction 14 (5.9%) MR bLhi-, infusion reaction 1 (5.9%) 233 ohiz,
£, BEMENE, DR, B, 1LEMERRE. 7o, EIEMIEAE, LK. Bk, 1TUERA.
Syt /R ESRBER. TR, BHERE St /RIS SRR, T4, BHRERES.
RIBREEE, MK - HERA, EEORBEEE. Fik B EE, MM - BiEK, EEORBES. ik
MmAAZEMRGE, TERABERES, BREVUCSEIER | MR ZEMRE, TRE#SEES, BRRRUEE SR
KITBD bR ho e, AEWERRBLRILIEE HITED behot, FEVERARBRIII S
= (BAREERT2ED) 2E0EHERE EHOMEHES (MEREREEZED) 281
KT, HEHRRERTS,

Br— @S TG (CA209205 FRER) 5= Qs TR (CA209205 RER)
(W) (%)

62— #F2 RBENSYLL EOBIER (All Treated | 68— #2 FEERPSILLEOBIEA (Al Treated
Subjects) Subjects)
(& 18 (#& %)

. FVEMEZRA 16 6 (6.2%) , AT RIARE/
I 8F—19 fl (7.8%) ., KIBK - EEDTHI6
i (2.5%). FFHksEREE 22 ) (9.1%) . FF4% 54
(2. 1%), HIRIRESAERES 28 f (11.5%) ., +HiRRE
=40 ] (16.5%), BHSEEREE 4 4] (1. 6%), MR -

frde. FIEMENGRE 15 61 (6.2%) . BARASAIARLE/
I AT —19 Fl (7.8%). KiB%K - EEDOTHIG6
% (2.5%) . FFHSAEREZ 22 1 (9. 1%) . AT 541
(2.1%), FURIBESAEREE 28 B (11.5%) . PFRREE
=40 7 (16.5%), BEHEEEREE 4 61 (1. 6%), Bzt -




famde 141 (0.4%) ., EEOKEES 36 (1.2%),
IR AR ZERAE 1 41 (0. 4%) | infusion reaction 38
Bl (15.6%) . HEZK 246 (0.8%) RUSE S EL2
#l (0.8%) DBOONT, Fi-. BEMFESE.
DERR, R, 1AYEER, stk d/ MR g
R, BIBEEROCTHRE#EBSIIERD LN

BENEZE 14 (0.4%) . BEEOKEREE 34 (1.2%).
PR R AR ZEARHE 1 4] (0. 4%) | infusion reaction 38
Bl (15.6%) . Bk 260 (0.8%) RUEL IIER2
5l (0.8%) BB bhi-, Fio, EEHLEAE,
Dffige, gk, 1BUBERF. fuiEik i MR
SREER . RIBEER O TREKEREIRD L

o, KREWERARENIIEESES (ERBE o, AREWERREBRINII S ESROEES
TERE2ED) 2SDEHEEEZRT, % (MERETEAEEZET) 2SOEHBREZR
TD
10 ~—3 5. RENBRERDBE 10 R— 5. MEXMNBLRDIBE
(A%l BE4 5 B1E] (Lt fi+ 5 %E]
(%) (B%) '
[Z2ptic B4 5 3] (it B 5 20E]
(B&) (M%)
BREOREBEERIEEY A FF54 o OWETERT (FIPE3H)
5 I=:
YR (FHRERBED) BYR—Y (BB EREIER)
2= XREIMBERES 0 AL XL 72 D EIES :

A7V —REERRE 20 mg, A7V —REHRE
100 mg, AV —H FHEERE 240 mg (—fik% =
R<7 (BETHEEZ))

AT O—R AR 20 ng, 7Y —REHEHE
100 mg (—i34 : =R <=T (BIBTFHEHEZ))




3~ 2. AFIOE, EEE 3 2. ARIOKFK, 1EREHF
A7 U 20 mg, [FLAEHHE 100 mg & ATV RTEHE 20 mg RO RIFHHE 100 mg
UELEE T 240 mg (—i%4 . =FR<=7 (Efs (—f . = RN <7 (BEFHEEL ., BT, IR
| R BT TAKD i /NERET TR AFD L AABFELRIERASL L AS Ly 7R3
BIL AT Uy 7 A4 BTV R P w A T RTYR P v A7 =X 2747 (BUS) D)
R Ay AT (BMS) #) B L~ k PD-1 BEIFK L7zt F PD-1 (Programmed cell death-1)
(Programmed cell death-1) 2339 At ¥ IgG4 g B e b Ig64 B I r—TARBTH D,
£ ) 7 u—FAHETH B, )
(M)
5=y | [%4MH] 5= | [Rait)
OEMHEMAARE: (ON0-4538-12 ) OEMFEIAAZER (0N0-4538-12 FER)
(li%) ()

£1 OWTNPORETEER)N SR EORIEA
(& %)

R, AEBICBW THEMMER 741 (2.1%).
B RMRIE/ X A XF— 9B (2. 7%), KB -
BEOTHAMF (L2%), 1TEERE 341 (0.9%).
FretnerEs 18 41 (5.5%) . AFge 14 (0.3%) ., PR
JREREERESEE 13 4 (3. 9%). HIRMEETE 104 (3.0%).

| EHEAEREE L (0.3%), TEMAHEREE1H

(0. 3%) . FRARIMAR ZE420E 1 71(0. 3%) & U infusion
reaction 1 (0.3%) B@EH LI, £, BE

K1 WTNAORFTHRRARERS 5L EORIVEH
F ’

2B, ABBITBOCHEMMER 76 (2.1%).
BB/ 2 A3 F— 9l (2.7%), KRIBZ% -
BHEOTR4H (1.2%) . 15BER® 34 (0.9%) .
FresRErEsE 184 (5.5%), AF# 141 (0.3%) . FIR
AREHEREE 13 1 (8. 9%) . PRERMEE 10 41 (3.0%).
RERSREREE 1 (0.3%), TEAMERE 14

(0. 3%) , AR MARZERRAE 1 41 (0, 3%) % UF infusion
reaction 18] (0.3%) AW b, i, HIE




ARARRE, DS, B, SRRt/ MR
B, BIRREE, BEEOREEE. Bk - fRL,
HRR OGS EIERITRD DR h o7, REWE
RFBTRIIIBEEFS (RAREERELZET)

ERDEHRERETT,

FRAAE, UERR, ARYe, SafEthil/ MR SR
B, BIRMEE, BEOREESR, Wk - fiEE,
BR RS E S REITRD biviah o, KEMHE
RRBRILIILHFROEEES (RRREMSR
BEEt) 2RLEHERETT,

9 ~R— 5. 5B LR ARE g~ 5. HEuREh5HEE
(B Bi 3 53] [Zeiz B4 A5EIH])
(14%) () ‘
(%4 B % B1E] [ %0 B85 % 3]
(H%) (&)
R R o Bz BB oD B R el FRHEE T A F“"ﬁvf OUWETEET B ER)
¥ |2
G- (THERIBEE) ZUR—=T (A VH BRI B)
2= WL DEEL 2=y N e B EES _
A7 — RN R E 20 ng, A7V AEED F TV — R EFERE 20 mg. A7V —REBBE
100 mg, A7 P—A SHEE 240 mg (—ik% : = 100 mg (—iF4% : =FBA~<T (BIEFHBEZ))
A<7 (B z)) :
3AR— 2. FAFIOFM, EREHF 3R—Y 2. FEIOFHE., ERBE

| AT VR EFERE 20 mg, FLAERE 100 mg &

UELREFE 240 mg (—fk4 : =RA~7 (Eis

FAAHRZ), BUF, TAHID i, ANEPERS T3

AP — IR TR 20 mg BONRELETEEHTE 100 mg
(—i%4% . =AN=7 (BizFHEEL), LF, (&
F) b, DFEETERRESHE AT Vv 7 R




SHEAFVy A ETIVA PV =A ¥ —
A AT A7 (BMS) #) MBBFEL/Mve | PD-1

{(Programmed cell death-1) %3 5t hE I1gG4
)7 a—FVEETHS,

(BETYVR IV o= F¥—X RZ AT (BMS) 1)
2B L7t bk PD-1 (Programmed cell death-1)
WA e N 1G4 £ 2 a—FAHETHB,

(&)

(#%)
42— [Z4ei] 42— (22 f]
ERETERE (ON0-4538-41 ) N ARG (ONO-4538-41 FRER)
(M%) (B%)
#1 ZEHRPSYLULOBIER (REMERATE # RBRBR WL LORIER (ReMfEiTifeE
AT ) )
(& ) (& I8)
5— B, MREEE 24 (5.9%), FTREREREE 1 fl| 5 —v &%\Wﬁﬁézm(a%LHW%mﬁglw

(2.9%) . FORIREEERES 441 (11.8%) . HIE MM
B 2410 (5.9%), K% - EE DO TH 2 5] (5.9%) .
1 BUBELR 14 (2.9%) B DL, o, &
HEEEE, EFEOFBEE, TREBERSE. Bl
EHSREREE fEgc, EFEMFIEIE. AMIE - BEIEZ.
infusion reaction, 5 & 9 EZ., DEHK. ik,
BRBURRIARIE/ 3 AT —, Sl MR
AR, FFge. BhiRifuie Zae e Kk UME{LHEE 40
ROLNEboT, ARMEARFRIIEHES

(BERMEEREEZED) 2E0EHBERETRT,

(2.9%) . FIRIRMEREIEE 4 4 - (11, 8%) . FE L
SR 24 (5. 9%) . RIBR -BEEDOTHI 2 #](5.9%).
1 BUEEGRAS 141 (2.9%) PR bhi, £/, &
PieEE, BEEORBEE. TEMEERE. &l
BEREREE, Rk, BEMEDE, MK - $EEE.
infusion reaction, A& 9 JEZ, LEHE, fHK.
BOOUSRMERRE/ = A/ S i /MR TSR
BER. AT, $RMieZERE R ORE/LIERE KL
B bNaholk, REIERARBRRIZLSZEFSR
OEERER (BEREMRTZIT) 2 ELERH




g—v

5. REARERDEHE
[Fahitkic B4 5 FE]

| ()

[ZetEicfiT 2 FE]
(%)

g —

5. WEMNRELRDBHE
[ZaticB+2%HE]
(#%)

[F2hitiz B4 5 H]
(&)




EEfEREET A R4
=BT GRETEHZ)

(BRFs4 « 70— RABGEE 20mg, A7V —RAHHE 100mg, A7P—
R TR 240 mg)

~FE/INHB R iR~

ER2 9FE2 A (FRR3 01 1 AHED
BAEZBE



ER/

I. DI

2. FHOKFE, (KT
3. ERPRERIR

4, HEFRIZOWT

5. BEXRERDERE
6.

BECRELTEETNEFR

P2
P3
P4
P12
P14
P16



L. HE®IZ

EXFOFIN: - BEEOHFEOTDIZIE, BT EFTESWIOEERER B RD
BB, &HIT, IHEORFHENOMEHIC LY | FURERTR SO RETHRIERE
FEELBEARBENLZPT, INHOEERFPEICAERBEICRILT 52 BREO
ML RoTHY RFEMBGEY L WEOIASE 2016 (FRL 28 £ 6 A 2 ARRRE)
BN TYH, EHFNEESEOCERORBILEEEZRSZ L LI TV,

BRI FFIER R, BEEASEa T v 7 7 A MBBEFOERR LA LT
BAEZERDD, TOED, AIERVREEICET 2 EHRAIT-SERT I ETOR,
WUHERIOBEZHEZTH I EAMBINBFIHLTHERT S L & bIK, BIfF
FANEE Lo NERRIEE & B 2 L BT —EOEFE R T ERE TER
THLLDBEETHD, :

Lo T, AHA FTA T, FAREECINETCIEONTWHEFEFR -
RBlp R ESE | UTOEERRDORERMHEHET BN D BLERES, 51
HFRUOERFHRETY,

BB, KHA BT A 3, BfTBIEAERSERBESASEME. ASHRBARER
BESRIEE S, — kA A ARBRARIES, HEFEREESEN A FMEFS R U
— A B AR RS ORI Db LR LT,

W b BERE AU R ERRE 20mg, A7 P— R A 100mg, ATV
— R SR 240 mg (—#& - =<7 (EETFHEER))

WL RIPRIDE - TIRREERLET - R OIE/ NI

Aol HELUAE - W@, AR V<7 (BEFEHRZ) & LT, 1FE240mg
% 2 AR T aAMEET 5.

¥R 5F ¥ A AEFEMSIEERASHE




2. FRIOFE, FRBF

AU R 20 mg, FAAFTHE 100 mg R ORLATEHYE 240 mg (—ik4 : =
A (BEFEH#RZ), BT, FE) & MSFELTERRSH L AF Ly 7R
Hﬂﬁj)xbn'?4?*2:&%ﬁmewﬁﬂm%%bttbPDl@mmmmﬁ
cell death-1) [Tx4+ 2k M IgG4 £/ 7 u—FAHETH B,

PD-1 i, FEMA L L2V o8k (T #IRE, BHIRER)F 25 0%5—TH#HK) ROF
PRMIRICRELT S CD28 77 T VU — (T MfOEEL 2 FBIICIE & 8IS 54y
T CETOXENRTH D, PD-1 RHUFRHIRICRETZ PD-1 U A F (PD-L1
EO'PDL2) &AL, Uy SBRICHfE S VY FAREBEELTY V3 RofE kg%
AR LTWS, PD-1 U H Y FIIFURIRTHIEUAMC &k Ofk 2 IEEERRIC 8
LTRY., EREAESED LR UEEHEEICRITS PDL1 ORME LIfEROLR
%ﬁkﬁﬁkﬁmﬁﬁﬁ%#&6_k#ﬁ%éhfhé(@mammJMJﬁ%%L
-, B EEMEEAE CIOHERE T ARRELT B A v F—T 1 M 2 (FNvy)
K- TPD-Ll OEBRPFEHIN, &Y UREAGIZISIT 3 PD-L1 OB LIFHD
AAFH L ORICIEOHBEERYEH 2 L O#E L H S (SciTransl Med 2012; 28: 127-37),
S BIZ, PD-L1 & HEIRR I TP AMIEE, FURERA CDS Bt T MlaoiaEs
FEMEEZRE S E 54, #i PD-L1 AT PD-1 & PD-L1 ¢ OFEAEIHET S &0
BEEEREETI Z LPTRENTWS, EDZ L » 5 PD-1/PD-1 U Fir FEREIL, 7
AABREBSHUR A T MlEh b OBBRE L BT 2 FDO—2 L LTEZ LT
5,

AFNE, BB O R b PD-1 OFIEAER (PD-1 U H o FEAFIR) IS L.
PD-1 & PD-1 U A FLDEEGEZMAETAZLIZL Y., PAFFSERN2 T MO
PR U AR ST 2 ARG EEM 2T 5 Z L TR FBSEH R LR
TERERIRTWS,

INoOHADPL, AFNIEEEEIC T 25 RBEERIc v B3 b0 L ik &,
AR EE xR e Uk ERAREZER L. A9, Z2MROEEESERS
iz,

AHIDERABFICESOREORERISC L 2EWERE bbb, BENIIFECI
EDLAEENR LD, FAOEEPRUTRESLIZIT, BEOREL ATV, BRERE
DHONIHEITIT. BHLUEERITE CFMR M8 L RREESEM & 8 LTS
L2 ERRE TV, BEORERISI X RERARDNAESITI. BISEE L
ERIOREGEOFEURAEZRIT O LEND D,



3. ERIRRGE
EIRRRE/ T - R OEMHENE (RPLEEERVCIERELERE) ORI
B ZIT - = ERERARBROREE R,

[F2hiE]

(R LR g
DEAE I HE (ONO-4538-05 #AER)
75 FF R R E b FRERE A BT A URAERZ LB H/ VA IEIBEREORE LEE
#% (ECOG Performance Status 0 & TR 1) 35 fFl&5t4iz, 4% 3 mgkeg % 2 BREIFRT
JRIEERE L, FEFMEER THBHEDE (RECIST V4 FIA 2 LI RICES ik
YIEIZ LB CR XL PR) 1 25.7% (95% 58X : 14.2~42.1%) Thol, 2B, Fl
IR E L= BMENE 9.0% Th o7,

@A S IHEER (CA209017 348%) (N Engl J Med 2015; 373: 123-35)

75 F A R ST b ERER A T A OB ERIB B/ VX IERORTE LEE
#3# (ECOG Performance Status 0 BTN 1) 272 5l CAFIE: 13541, FEZFBARE 137
Gl) ZElr, FEfxEA2%RE LTHA 3 mgke & 2 BRERRCRRETE L.
FEFMEEE Th B4R (PRl (5% EEXM]) ik, ARFFET 9.23 [7.33~
1327] #A. FEZFEABTG6OL [513~733] PATHY ., KHT FEF B
W UMSHRC A B RERE YR LE (AF— KLk 0.59 [96.85%{58IXH : 0.43~0.81],
p=0.0002 [}&3! log-rank #E]) .

1.0

i
o

Probability of Survival
- @
(¥

02

0.1

0.0
- N T N N T H F N T N T ] B - T
0 3 3 5 12 15 13 21 24
Overall Survival (Months)

Number of Subjects at Risk
Nivolumab 3 mgfkg

135 113 86 &9 52 3N 15 7 0
Docetaxel

137 103 63 45 30 14 7 2 0
—&— Nivolumab 3 mafkg (events : B6/135), median and 85% CI : 8.23 (7.33, 13.27}
--&-+ Docetaxel (events : 113/137). median and 95% Cl: 6.01 (5.13. 7.33)

1 0SOHEfigHre Kaplan-Meier lifg (Mefiz b X ni-4EHD)
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(GERFE L)
OEAFLHARR (ONO-4538-06 HER)
7T FF MR EGT{EFEER AT A URARELRTB M/ IV IIHEROER L
#EBE (ECOG Performance Status 0 TP 1) 76 $l% 5812, A% 3 mg/kg 2 2 BEFERG
TREHE L. FTEFMMATHLIEHE (RECIST VA R4 11 UICESH
RFEWC LD CR XL PR) 1 19.7% (95%(EHEKE : 123~30.0%) Thote, B, F
AR E L2 EEIL 9.0% TH - 7=, -

O EIHRR (CA209057 3RBR) (N Engl J Med 2015; 373: 1627-39)

75 FFEF AT ERERE S T A HRAGERIB I/ VX IIBEEOERELE
FEHEFE (ECOG Performance Status 0 B Tr 1) 582 fil (ARFITE 202 7], K& Z &R 290
) Zxgic, FEZFXEALEREE LTHES 3 mgke & 2 BREFE CEBHELE,
FEFMEL THLILEFMN (FRE [95%EERM]) X, FFFET 12.19 [9.66~
14.98] # A, FEFFELAEET .36 [8.05~10.68] WHTHY . KA FEF XL
X LM FERICHERREREZTR L. (v — FIE 0.73 [95.92%F1HKXM : 0.59~0.89],
p=0.0015 [JE% log-rank #&7E]),

1075

Probability of Survival
Q@ oL oo o o
[~ E- w th ~

hd
N

e
“

.0

i T L] T TF L L
o 3 6 E] 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mgikg

92 232 84 169 146 123 62 32 b 0
Docetaxet
250 244 94 150 m 88 34 10 4 0

—= Nivolumab 3 mgkg fevents : 1904292). median and $5% Cl: 12,15 (9.65, 14.98)
“-% Docetaxel fevents : 2237290, median and 95% CF: 9.36 (8.05, 10.68)

E2 oSO FEfREN T OKaplan-Meiertlliii (IE{E4 L & hi-4M)



(PD-L1ZEE I D7 %R G 2E)

WA ETIFEERER (CA20901 72888 L U'CA20905 75 88) A AN LW EBED I, &
AR BUVNTPDLI 228 L2 BEMEn 5 A58 (UUF. PD-LIEHE)) (ZHE
TAEBRBE LN —ROBREDT — It E-3%, PD-LIFERINCERIN AT 21T
ST BYERCEEEDBERIILLTOLBY Thotz,

HEMEICE LT, BELEH T, PD-LIOFEBARICL LT, FEZ3BAFEL L

L CARBECOSHIERT A HRANFED bl
IERE R Gl PD-LIRRESI%RFEOBEIZ FE 2 e VB L IRERBROERT

Hole (FED,

2B, BELEE. EREEEEL BIC, PDLIORERRICL BT, FFoietrw

77 ANMIAERTH T,

1.0F

tY]

s o
@

Pacbability of Survival
a o
a_in

a
L

a
N

e

[}
a

T T T T ¥ T T T
Q 3 6 9 12 15 L3 It 24 7
Overall Survival (Months)

Number of Subjects at Risk
Nivelumab 3 markg

toa £2 70 &0 48 k) 6 17 4 [}
Dogedaxel

m 87 69 5 3 n 13 5 2 [}

—&— Nivolumab 3 mghg (evenats ; 77/106). median and 95% Cl: 10.41 (7.25. 14.26)
-+~ Docetaxel {events £ 75107), median and 95% C1 2 10,09 @736, 1.9}
Hazmd Ratia {(Nivolumab 3 mg#hy over Decetaxel) and §5% £1: 0,90 (0.66, 1.24)

g

g

T T T T T T T T T
] 3 3 5 12 k-] 13 21 24 7
Owenll Survival {Morths)

Number of Subjects at Risk
Nivolumab 3 mgfkg

123 98 28 7 B 65 7 13 5 L]
Dozetaxe]

3 m B0 61 £ 36 13 4 3 Q
~—r Nivolumab 3 mgrkg (events : BAIZE). median and 85% €1 : 47.15 (12.09, 2063}
-=® - Docetaxel (events £ 93M123). median and 95% €3 9.00 (7.10. 10.55)
Hazard Rafio (Nivclumab 3 sgvkg ever Docetaxel} and 95% Cl: 0.59 (043, 0.02)

E3 CA200057 RBD PD-L1 ZHERCO 08 O PRIAFHT D Kaplan-Meier Hi#
(£ZH : PD-L1<1% D BELRFH, £FH : PD-L121%0BEHEM)



[Zz i)
(R ERE)
OEAFTHEZRER (ONO-4538-05R5R)

F1 REEHF5%L EORER

Grade 4 Grade Grade 3-4 Grade §
EMER®EE FE WS | RIE  FIS | BB OBES
{(MedDRA i X 5 SOC-PT 9% bk (%) HH (%) E (%)
REE 35 35 35
4{k 24 (68.6) 2 ( 57 0 (0.0)

L s RO SR

lx-t '3
BRI 5 (14.3)
e 2 ( 57
REh 5 (14.3)

ﬁuWu?’fﬁzT#ﬂ*—fﬂth
J{/\ﬁﬁi&ﬁ)}

{&7;»7"’ L
L

MRS RBLUR GRS

é’ﬂf’k‘k‘ﬁrﬁﬁ% 2 ( 57
FLEE 2 { 57
3] 5 (14.3)
HOR EIIRE 8 2 { 57

BERHAS B ST A4 12, MedDRA ver 17,113 JOVVCERA 2 7.

Grade}ICTCAE {Common Terminolagy Criteria for Adversc Events)  v4 R AIERRICOGRRIZHEL B,

ek, MEMRERER 26 (5.7%) .
LTV NU—IERES) 34 (8.6%) .
(8.6%)
XV infusionreaction 2 #1 (5.7%) H3%%
R, SMHEE, HRERS) |

THRERERE

K% - BEOTH 261 (5.7%) .

FressEREE 2 ] (5.7%) .
. BIEHRREIESE 1 B (29%) . BHMERER (RUSHEETRSE) 14 (2.9%)
R b, £k, BEOHREEE (FEEERE
1 BIEIRIA. BESE. EIERFEENE,

HEES (¥
AR IR R

&2 3 4

% « BERK. 5 & RERTLHRIIRD b kdo ke, ABERREROUEE S

& (BIERERERK

2E0) EELEIRERETTS



@S EMAERER (CA2090173858) (N Engl ] Med 2015; 373: 123-35)

F2 RERHR5%LLEORHER
Grade 4 Grade Grade 34 Grade 5
BHESiRE £y REPB | @B BHR [ RE EHR
{MedDRA IZ £ 5 SOC-PT 35D HE (%) B (%) I (%)
fop B 131 131 131
ik 76 (58.0) 9 { 69) [} 0.0)
THEEE .. T sy | ee
TH ( 78
ML _— ( 52)
AR (99
< . |2 e | 1 (08 |
PREEEONERRE T T Ty T Ay 6 08) S
ik 14 (10.7) 1 { 0.8

[ REFRRI R EHARE.
P

D b A SN AT HA 1T, MedDRA ver 17.11% AW THEAHF 272,
GradeiCTCAE {Common Terminology Criteria for Adverse Events) v4IZHEL 5,

75, [EVEMENRER 6 B (4.6%) . KBk - HEO TR 116 (8.4%) . fEEE (¥
5 e N SRR 134 (9.9%) . FFHEERESE 4 61 (3.1%) . FRRIRMERERE 5 41
(3.8%) . BHESEERSE (RUEHBEMBLS) 4 3.1%) . EEMFENE | £ (0.8%)
¥ infusionreaction 1 ] (0.8%) A3 bhiz, £, EEOKENE (BEHEIRLE
BRE. SAEL. ERGEES) | TEERERE, BITHRERES. | B5RAE. KR,
Bz - Bz, B &5 AR UL bR ol, ARIERFBLRMIZEET
£ (FRRETEREZEL) 23DKRHERETT,

(FERT LR
OENE IIERHE (ONO-4538-06305)

F3 ZBRRP5%L EORIEA

Grade £ Grade Grade 34 Grade 5
RI{EBEE FE IR | BB BB | BE KR
{McdDRA {= £ 3 SOC:PT £33) = (%) % (%) . | FE (%6)
HEBER 76 76 76
2K 16 (o1 | 0 0.0)

MEnl:

Pyt amERLUNESoRE: o 2971 (38) L3y
o 9 (11.8) 1 ( L3
Bk 1 (14.5)

FEh 11 (14.5)

TEERE oo o o T 185 (23 s

L D SERERD 6 (79| 2

R ar N IR E RN e O T 177224y 30
il WL RN ik 5 4 ( 5.3) 2




SR U s | 1 (13

iﬁ'&%ﬁ' : s : : = =
I EL
MEhEL

PO T "_
Tt B
~E 1 (145)
BER R R 4 (53

EfD oY S HHWRAIE, MedDRA ver 17.05% fl W TR 272
GradelXCTCAE (Common Terminology Criteria for Adverse Events) v4 A ASTERRICOGREI- AL L B,

k. MEMERREBAE (53%) . KIBK - EEOTHSH (6.6%) . HREE (¥5
Vo N ERREE) 106 (13.2%) FFHERERSE S (6.6%) . IR REAEREE1061 (13.2%) .
BIEMRERE 1A (1.3%) . BHEES (RMEHESETLRS) 44 (53%) R Uinfusion
reaction 3ff] (3.9%) BFEH bhiz, T, EEOREESE (KEGEIRERR, Z2HA
B, HXAIEE) . TEMSHERE. 1BBERRE, Bk, EGHEE, KL - Bk,
S BEROOHRITED behol, KRWERARBERIIEESES (BERERE
BHEEET) 2EUEHERERT,

QA EIHERER (CA209057 #5%) (N Engl I Med 2015; 373: 1627-39)
F4 RARN 5% EORIEM

Grade 4 Grade Grade 3-4 Grade 5
BI{ERSE FER O ORESE | BB RBHEP RHA  HEE
(MedDRA iZ £ 5 SOC-PT 450 K (%) B (%) FHH (%)

MEEE 287 287 287
] 30 (105) | ©0.0)

el =
PRI IEE T4
IR

24 ( 84)
217 ( 94) 1 { 03)

ELfids 5T S EHFRA 1L, MedDRA ver 17105 AW CHAHE 2 1.
GradebZCTCAE (Common Terminology Criteria for Adverse Events)  v4lZHEL. 3,

2B, MEEMRE 106 35%) . KL - EEOTH 26 (7.7%) |, gEE (¥
T ¥ NU—SEBREE) 26 01 (9.1%) | NFHSEEREE 1541 (5.2%) . FIRIRESAEREE 27
Bl (9.4%) | BWHEREREE (RAMETIEMERRS) 746 (24%) | 44 - BilEse 1 61 (0.3%)
B X infusionreaction 8 #] (2.8%) MFWb bz, £, BEORSES (RISHIERE

9



FEE, SRoas, EREES) . TEEEREE. JIBRERS. 1 BERR, BE,
BEGEHE, 585 BERROLGRIIRD bhishofe, FEWERRBIURILIZ S
& (BERBREERFELZED) 2ECHEARRETT ‘

10



[R¥% - HE]

AR OBERMEYERECT L E2RHLZY I 2 b—3 3 2k Y, KA 3 mgkg (K
) X240 mg % 2 AR THRS LEBRoRS oMEhRERBT S, FORk
B FA 240 mg ZHRE L EORBEIL, A5 3 mgke 2#E LI-EEOREER &
LTHEZTRTEFRENTELOO, BAABRFIZB W TEFSIERIRTVWAHA
% - A& (10mgke % 2 BRAMRTHRES) TARZ2&EE LZEOBREE L i L TER
ERTETHENT (FR) MA T, EROBEIZBIT 57 —ZI10E3%, A% 3mgke

(BRE) XiX240 mg % 2 BRERBR CHRS LIBEORK OBRERE & A2tk e
OEEEZRHFTIRBEISTTABEESN, YREEIC SV TRER TR,
LRORE - AROM AR E AR RERII RV L TR S hE,

£S5 FHOEHEE T A—F

M - ME Crax Crind14 Cavgars Crnaxss Cninss Cavgss
(ug/mL) {ug/mL) (pg/ml) (ug/mL) (pg/mL) {pg/mL)
3 me/kg Q2W (352 .-fo.s) (10.17(,3'264.5) {17.21?':-?3.9) (75.23171) (27.612,'11 07) (42?1??27)
240 mg Q2W (s 1.712,{03) (152??4.6) (25.31‘,1:7.8) (10:]2,5354) (41?5—‘:.?58) (62.11(,)S; 87)
10 mgfkg Q2W (14;,9;19) (51.623 '39.2) (79?0(2'?14) (33???32) (132,1 ; 13) (23??286)

U (5%%, 95%) . Q2W : 238 IR, Cuex : HEHR S HOEBIMTETEE, Cuns : JIEEEH14
B HICHBIT D HERME I, Cogas - FIEHES#148 B E COFEHMIEPIRE, Cus: TERECE
("J'Z)ﬁﬁll?ﬁmiﬁgx Cmi.n,ss: iﬁmﬁ%li’n‘l‘f 6%&&'-%111%&\ Cavg,ss : Eﬁiﬁﬁ}:-ﬁtj‘émiﬁ]mﬁqj
HEE

11



4, j{ﬁﬁﬁ‘hob\'c

B L LTERRERE (26 7)>n%ﬁ6n'c‘b\6 Ehb, LYEHERRE
mu%rr%a# R THBUENRD D, TO LT, REO®REPEG 2 B 20 - 5
EL, FROBEICL YV ESRAERAZRHA LEBEICHIST 5 2 L BBERTD, UT
OD~@DFTRTEWHETHBRIIBWTHERATZETHE,

@ mERIcoWT

D1 FTRD (1) ~ (5) OWTFHCEY TR THDZ &,

() EEFBHXESREET D BABEESILRRS GRER R A BFEEIL AR,
Hirtel 43 A R ML SR I, IS AR &) (CHERE304FE 4 A1 1 AR 1 437
Hiz%) '

(2) HemEHseb: (CERE 29456 A 1 HERA - 85 FER%

(3) TEAFRMENSIEET DB ADTOELIRIE (DA RRERIEERL, BABRERE
BAFEE, BSABREEHEERE R )

(4) SIALFIRLEE R WE L, SR L SREMNA | USSR RS 2 Ok
ICRABHET> TV AR (ER2847 A 1 BEA @ 2540 JE5R)

(5) PUEMEEHNIT EEME ORMBRIEEIR DB ET> TSR (PR 28 45 7
A 1 B 1290 HERR

D2 WEOCRIRER URIEH BB ONGIC 570500 & BRZHOEM (TRO
WPHACEY T BEM) 23, YR EROARICHETSERROREE L LTRESH
TWaZ kb,

s

o EfiGHRER 2 EOFPIHERRT LERIC 5§ EUL OB ABROBKTHER
FoTWaZE, 5b, 2E EIZ. PAFEYEESZ T L LEBERBERFOEL
ToTWAI &,

o EMGIFREE 2 EOUITHESR KT LRI 4 FLUELOBKRRBEZRLTWD
Z &, Db, 3L L. ROBAERHILEE S TR FEOBRKTHELT-
TWaHZ &,

@ BEADEERMEFREROMKHICONT

ERREHETHII T 3 BEEIRE SN, MEMENOOFMEN, AP K
AMEEENEROEER CEMEC T 2 BRER, FEFRBRELLGEORE
Y, EREPLHITOILEHEE-THD I L,

12




@ BHER~DXRISIZOWVT
@-1 fEsrdH B4 524

FEEFRBEOERLBIEAMRAE UZERIC, 24 WFRZERERO T, MEHERX
EEHERRR ISV T, BERULEHERICS U TARERR T CT E0ORWER D&%
BERREOHRAPY BPF/LIL, ELICHISTRERERHBE-THWD I L,

@2 ERUEEFI L IFEFRHGICETIESR

BABIRIZHED D EMN RS RURREE T 5 EREFENIERAE=% V) 7
ZEOIERORA Y ) ==V T E{TVERE LFRELE TE 25— AERKHNE
HENTWBZ &, 2B, BEAFIZOVWT, BARE L ZOFREICHFCAMESNT
WwWa Ik,

®@-3 ElfER o2 i-eaiscBE LT
BIER (BIEMEMERICIN A, EREMGEIE, D%, 545, SUTRARE. XIBX.

HEOTH, 1 BERPA, TGRS, FRIMSERES, pREE, BRE (BFe-
REEMNEETREST) ., BIRES, Nk, BEEONEEE, HIRMEIZIEIE, infusion
reaction, $uFEPEML/ MEEAESEBER (ITP) . BE OREE G, IRHIESEM., DEEE (O
EE - 20k - DRSS . BOELS) T LT, YR IERER
BEOFEMMELE T AEM &EEE L EUHEROBRE PRSI E L TEER T ELZ
BUDEMHIIHHZ L&), HHITHEDRAERTEBEFINE-THB &,

13



5. BERBLRHBE
(Al 3 53]
D TROBFIZBWTHRROHRIESBRESLTHD,
o T FTREE ST LEREREEE T AURARERNB S/ VHXIIEREOR

e LR BAE
o FIFTHEERETEEREREE A T S URTERIB H/VIIXIIEREOH
R EBERE

B, FEFRFELEE CEGFREEFEANIIALK@ S BEFHERE IRV T,
[ER] & LCEGFRTF 1 F 30 ¥ F—EREFI ITALKF 1 % ¥ F I —EHER D
REERH T 5B,

@ TEIHEYTIRFIHTIARORERUERFTEICOWTHEL, FFloFE
REE SR TE LT, AROBRERABLRLRY, |
o (EEERERIMEOBE
o RTINS
. MOREENEES L G L TREShDBRE

@ MEREIA FT4 2 (AAMESSE) BT, ECOG Performance Status 0~ 1
@0 75 # LA F . X% ECOG Performance Status 2 1 D BRE TIX, §F 3 HHAHEH
(FEHFEL%) OBABRERHERINTREY, 77 F A OEAHEE K
WEDER SRRV —2AR DB, ZOHAE, 77 F T HEAORERER L BE
3 HRFEAER TORRBLETABRECRBW T, FHORSEEEETE S,

@ FFNIE/EIHERIIBNT, RELEBRUERELEEOWTILOBEICE
WTh FEZ S EABICH L TESERRIEENTWS, EL. #RFELRED
BETIE, PDLIRERIZL Y AOMEOHRBERD L HTRENDIFERETL
HTWABZ e, RFELEBOBFICEBWTIEIPD-LIBHEELER LI LTK
ROBEFGEOHEE2T5Z EBEELY,

e  PDL1 BEER 1%RETHD I EBPHRINIHERELEEBE TN T,

1) ECOG @ Performance Status (PS)

Score it

0 | 2<MEREHTE D, ZFA1LF U A EARNE B T D,

| BN LSRR S h B 25, $AFHT, BIEESE-TOMERITI L TES,
7l s BOEH, FEEEE

5 AR CE SO OE Y 02 EIEd -~ TARENELITERY, BP0 50% i~y FATRZ
—a-

T T REREEADEDED DT L LI CE v, ATD 0%l EE~y FART TR T

4 &IV, BOOEOED O LA TERY, By FORTCERI,

14




KA, Fi&FerLoRF 4 ofEERBENORE 2 BEET 5, &2
NAT e Y Xvd BEFHRL) oo =42 (IRFE4 : PD-LITHC
22C3pharmDx [#=) ) 12X v PD-LI #ERELFEAL-FRELEEORE

ThoT, AFOBWE (IR5E4 : PD-LITHC28-8pharmDx [#=2 ) k3

ERESEMLELTICE L FOXREEZSEZ AR ORIOREZRFTE
50

SCHRSE)
*  Andreas H Scheell et al. : Mod Pathol. 2016; 29 1165-72
* Fred R. Hirsch et al. : J Thorac. Oncol. 2016; 10.1016/j.jtho.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 '

[Z2tiz 3 3 EHE]
O TREENTIBEIZOVWTHAKORERER L SR TNBEZ b, B52T
bz,

AH| DS IR LIBBHRE DEEEEO 5 5 BE

@ BERIOFEMICBWTTRICHEY T 3BF VT, Al oB S g anizn

H

 MOBEEREERWERICRY | HECAREERTLZ L 2EETES,

MEENRBOGH I H 2 BHE

ME G RE THRIEE 28D 3 AE L UNEEN: O MU SR A R e i e
LOMICKEMELR AN BE
HOAERBOAE, IBMHAARE L BERED AN EEONERED
HDHERE ,

BB (EmslaBEL2 &) ObHHBE

ECOG Performance Status 3-4 %V D &3H

B2 gL, OFEESAOR S0V T, R, BEREICEYSE D & O, B EmEE 2
BHRWEMORBROB TN H D, FLIRYE RN LB Sh =B (BRI Zo>WTIRZORY
TR,

15



6. BERBELCTHEETNEEHE :

@ HACESCL, BEREES BRIET 2 BRSICESE AR OFER THEERS
RO PEBRERE TICEBE L ThOHRTIZ L.

@ IKBRMRIZAES L, BE NI ZOFEICEIMERUEREZ-AFHAL, REEXR
ThoRETHZ L,

@ FERFLEEIZBV T, PD-L1 BERELHGE L L CAROR G EEHET 5
T EMEE LA, PD-LI BERBHAHER T RWEEICE, AAOFEROEG 2B
iz Ui ETRETH I,

@ ERRERO=RI A M2 T

MEEEREH bhNDE 2 ERHEDOT, AFORLEIZHT- - Cid, BEE
% (FEIRREE, . RBE%) ORERRUE X SRECERS., BEL S
W5 2k, £, BEICGUTRE CT, iF~—r—-S0REZERT D
Nl

FF O EITEEED infusion reaction 2L THRERIZHARREOTEDHHE
W E2ITo T L CHtEd 5 Z &, £, 2 BB O FFE 5 infusion reaction
Rhbobh3dZ L bHa0T, FEHFRSPRCARRERTRIZ A FPA
VENET A%, BEORERFNCEETHZ L, 728, infusionreaction &
FRE LSS T, £ TORBERUERDZLEET 2 X TREZ TAB8E
THZE,

BRI AR EN H b D Z E B H 0T, A O 5T R Uk EHIH
R ERIRO I ORISR (TSH. JERE T3, 205 T4 EORE) 2KMT 5
&,

AROBRSIZLY , BECRESIMCERT 2 & &L b bRy RRECRIE

 Rbhbbh2IiRbhs, BEXABDLNLBEIE, BRUZFERICSLL

EEF R e N L R B E O E M & U CEEIRENRBET 21TV MEORE
R L ABHWERA R 2 BAE, AFOAREXTFIE, RUBIRERESR
NEVRIORESEEERT DI L, BB, BIEREAVEY OFRSITIYBIUE
FOMERRD LARWVESITE, BIBRERE U ORI OB
LHEET D, :

WERTH, ZEAEHOEDABRBLTHALEEARRET A Z L 8H 571D,
FZH|I OB ERTHICHREAORRITHFICEET 5.

L BRI (B 1 IR 2 A D) Rhbbh, BRFEES FT Y -2
WEAZZERHADOT, O, Bd, BHEOEROZRCMEMD ERIZ+
SNEET AL, 1 BERERELOR SRS EFIEL, AR B
HoBELEOBEERLEZITIZ L.

© AFIOEHRRBIC AT, BRGNS O BH, TR, BERE»S 14
B 3 EH AT = & I A DS & 1T o TV = & B2, AR
EMRIC IS RE CTHROERE{TO> 2 &,
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HE, HERS, BREBEL 2 3EHOBEE]

< RESFEAPERLRDHRE>
EERBHENROH 5 83E
BREFASH LTI EE

FMEH LBREDR DI S B

{f HEANCIRBEFE DB O H A BT
HEE ULITR L TV A TN D 3 5

< FeEZFEAREERS ERDBE>
FHIH 0L 5 BE
FEMERR T REERE D 5 2 B
FEERE D5 B BE

FEEOHDEE

RIED H BB

HEIRT SRR H 5 BE

< FEZFXEAOEKEEERM>
H EEHHY

Vay IR TFI74T5F—
BH, AP, FrHReREs
SEFAE

BRI, FRHEE

DA

MM NEREERE (DIC)
MREZEL., BB, EmiERBK, KiFk
AL

SRR (A SR R

SRRgE

(T 2) Bl

BESGHEARIEAREF (Stevens - Johnson SEMREE) . MEEMERIEIIE (Lyell SERE) . STHAK

D BT ARE, ERIE - R
DL, BRMAR IR

B

FFIR R NE A UERERE (SIADH)

BR2 ANRE OIS, MEHR, KRS, MO ISRSORMEERRE, Radiation

Recall 3%
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EEREET A FT7 A~
=R~ (RETFHEER)

(IRFE4 « 77— RN AR 20 mg, A7 DR AR 100 mg, A7
AR 240 mg)

~EMRAE~

Rk 2 942 H (FE3 041 1 AHED)
BAFEE



A&

A o

BRI

FHRIOFHE., ERRRF

R R AR

FRIZ2WNT
Bhxtg b pBE
BECELTEETREEH

P2
P3
P4
P19
P21
P23



1. DT

IR DALMY - ZEMOTEROT- DL, A SGESIEIWEEERERIRD
bhd, S5iT, IHEORSEEROEHICL Y, FUREIERZ CoEH 2R
FERLBPERINIPC, 2NbOEERZEICHEREFICRET 5 Z L PR
B L o TR Y REHBOEE &SRO EASE 2016 (FRL 28 £ 6 A 2 A MRSIRTE)
IBWTYH, ERNERGSOHEHORBEHEEERL L LI TNS,

BHEEFSFEERIL, BEERAPREM T 7 7 A LBBRFOEREML LHLNICA
RAZENRHD, 0D, AYMERUCERSECHET AERP+OERT 5 ETOM,
W EERSOBESMS SR ERHFINIBEICH LTERTS & &bl BIfE
FANRE LRI NERISE L D D LA — OB &R T EREE CE
THIENEETHD,

LieiioT, BAHA KA T, FIREEPINE TIZHE LN TV HEFESRT -
BRI ESE, UTORELSOREAERZMET 28RN DLERENR, B4
FRUBEEEZTRT,

R, BFA RT A 0, MSITERIEAERS BRSSO, ANHEERARE
FERIEE A A B A RARES R OASHEEA B ARISRHE2OBN
Db B LT,

WL R BERER AT U R AT 20mg, AT V— R AHEEE 100mg, ATV
— R SRR 240 mg (—ARA : =R T (BETFHEHZ))
WL ROMENESE  EERARE
HErhAMERUHE: BE., A= <7 E{ETHEEZ) & LT, 1B 240mg
% 2 WERE CAERET 3, L. EERAIEIC LT 1
MBI EOSREIT., BEHRII R VARETET 5,
C RBEMAREAEMEEEIH L TA VY AT (EIRTHE
%) LHERTABAIE. BE., BARE=RLeT BiaFaik
Z) & LT, 1[E 80mg % 3 @R T 4 EAATHEFET D, TO
%, =FA+7 GEEFHRERL) & LT, 10 240 mg % 2 BH
FIRE TR 5,
B3 IR 5T ¥ NEFELTERRASE
(%)
EBATEI B 5 v — R A AR S0mg (—R4 A YU AT BETHERZ))
OB IIHE. ABERUHRE
X R RGBT RREMERARE
AERUCHEE: BF. RAKEA Y AT (BEFEBRZ) & LTI1E 3 mgke
(fRmE) % 3 BRIFRT 4 EATREY 2, 2B, OEEES
#l GRS 2EAE. =R~ 7 (EETHEER) LHFRATH L,




2. FHIORE. 1ERBF

A7 O— R AT 20 mg, FLSRFSEE 100 mg R ORI AR 240 mg (84 : =
RNw7 (BETEEZ), BT, TR . MEESTERRESLEL ALy s 2
HETIRAM MY —RX R7 47 (BMS) #) PBEFE L7zt b PD-1 (Programmed
cell death-1) T332t MlIgGs €/ 7 a—FAHHETH B,

PD-1 b, - & L7 Y 238k (THIfR, BRIIRE OV F o5 0% 7 —T k) ROVE
BEAHEMRICIEEL T2 CD28 7 7 I U — (T M OFEME( 2 HBIICIE L BICHEST 59
TH) KRBT SRFHTH D, PD-1ITFUFIRRMIICRET 2 PD-1 U H 2 F (PD-LL
BUPD-L2) &G L. VI SBRICHEIME S 72 R LT Y ki b ke %
RICFREI L T 5, PD-1 U A Y FIZHEETRALSC b b O£ e EEA R R
LTRY, BMLAEEE» LR L EEERKICBITS PD-Ll OB LIFROLER
M & ORICAOMEERGERH 2 = ENPE SR TVWS (Cancer 2010; 116: 1757-66).
R EHERAERE CIIHESRE T MASELATBAL v —T = H < (IFNy)
\IZ& - T PD-Ll OREENFEIN., &= LiBEE#ICBIT 3 PD-L1 ORE Lifzo
AR & ORMICIEOHBEBERS S L OWELH B (Sci Transl Med 2012; 28: 127-37),
EHiZ, PD-L]1 5 REHE S A A, FUE&RN CDS Bt T Mlaniiags
EHEZMEEE S E 52, B PD-L1 T PD-1 & PD-L1 L OFESEHET 2 EF0Mla
BEEEREET D ENRENTNS, D Z L35 PD-1/PD-1 U H Y FEEKIT, A
AR TURRFREY R T MR & OWRE R R 5 FED— E LTEZ bR TY
B,

AR, FHHERBR O RN B PD-1 OMBRSESE (PD-1 U > FREAEE) IT/E L.
PD-1 & PD-1 VUV FEOFEAGEEETAI L0k Y, BARESRE T SIAOHE
AL R OB AMBRIC K3 2 MRS FE 2 T 2 = L CRENRTEEN R4 R4
ZLBRERBITNS,

FRIOEMEFICE S BEORERGK X AEWERSERS bbh, BEEXIRTII
EIFRERD D, FRORETRCREZITIT, BEOBEZ T, BERE
D BRI EITiE, BB LIRS U PR AR R 2 B R0 L L O
YIRERZE 2TV, BEOKERISK L ARIERRREDR 2 B4R, BIBKRERLV
T RIORGEOBEEOIRNEETT D HRERH B,



3. FEEERGE
mu B OARECIHME T ERERRROREEZ T,

[F2hik]
OERFETHERAE (ONO-4538-02 #E)

FHnDy (LR, IDTICH) 2 & DEBRERLH T HHRIATIERT G2 ML/ 1V H]
RitEROEMEAIESRE (ECOG Performance Status 0 2T 1) 35 Bl & wi&ic, A5 2
mg/kg % 3 WRIBR TRERELE, TEFMER THLEDE (RECIST VA KT A
v LIRS FREFEIC L D CR L PR) X 22.9% (90%(EFEKM : 13.4~36.2%)
Thot, BB, FHCRE LEBEX 125%Th o7,

@EMNE IHARE (ONO-4538-08 3E)

LT EREEORBURARER TN/ VA IEREOBEREAESRSE (ECOG
Performance Status 0 % Ot 1) 24 % #4212, A5%) 3 mg/kg % 2 BRI T SfE#E L,
FHEFHERB CHHEHR (RECIST A K74 > 1.1 RICESSHRMEIZ LS CR
XIX PR) ik 29.2% (Q0%(SHERE : 16.7~45.9%) Th-olz, 7, HANCHRELLHE
1 6.0% T o7z,

O EIMFEERER (CA209066 &)

veraf = 7 AR Y 4 A AEEGTF ST R 2 Bl (BUF. [BRAF]) V600 ZERDZ
Ve SRR I ORI YRR ER M/ VH IR OBEREESRE (ECOG
Performance Status 0 & T 1) 418 ] (AFIF 210 41, DTIC # 208 #) ZXFHRiZ, DTIC
%R L LCAH 3mg/kg % 2 BREIMRE CAFHELEZ L & OFMERCEEMEE T
L., EEFHMEEE Tha LA (CIF. T0S)) (Rl [95%EHEM]) OFH
fEATRE R, AKIEEIE NE' [NE~NE] 4 A, DTIC BT 10.84 [9.33~12.09] #ATH
Y . AAIIE DTIC io%f LS 2 A ERER £ L (O FH 042 [99.79%{598
KB @ 0.25~0.73]. p<0.0001 (/B3 log-rank FRE], 2014 4F 6 3 24 BT —F W v bt
7)o

* HERORHE (BUT. AR



1.0
ool Sm ey ZSFARE
By e EHII B

0,8 '

0.7

e 0.6 @‘\
17 0.5

Eoad .

o@%_ﬁ.
0.3 6,
0.2- _ bo
0.1-
o4
0 3 6 g 12 15 18
at risk$ £FEM )
AFIE 210 185 150 105 45 B 0
HHIISGLBE 208 177 123 82 22 3 0

K1 OS @ Kaplan-Meier Higi

@A ETARER (CA209037 FRER) 2

AV AT (BIETHEZ) (BT, [ 2V a<T7]) Xid BRAF [REHRIZ &k
FREEL AT OMBORAELOH/ VX IFROESBAEHRE (ECOG
Performance Status 0 2 T8 1) 405 #1] (AR 272 i, {L325EE: (DTIC XiZINAR S5 F
7Y FRENEOGHHMA) FE 133 F) BRBRIC, EFEEE R L LTAH 3 me/ke
Z 2BAFRCRETHEL L 2 OFDHRUVRSEE2BRI LE, TETHEE TbH S
ZE5hE (RECIST A RT3 LI FRIZES f¥Elz £ 3 CR XL PR) IZ-0WVWTA
HPBEEEaNTRYO 120 FlEEASRER L LCHRET 2T o iS58, ARIHT
31.7% (95%(E9EXR] : 23.5~40.8%, 20144E3 B 10 BF—ZF Wy bZ7) Thols,
BB, BRNCEDHROBEIEIREL TWiadot, b5 — >0 EFGEE TH5 0OS

(FRAE [95%ISEHER]) oV T 12 HlDA4 > b FEL) Hic THEMT 21T -7
TR, AFIBET 15.47 [12.39~NE] 7 A | {LE2HIERE T 13.67 [11.50~NE] Y A Th Y,
AFNI LR LRI B RER 2R & b olz (F— FEH 093 [95%1E
FEIXH] : 0.68~1.26], p=0.6299 [Jg3 log-rank #E]. 20144E 11 H 12 BF—Fhw kb
A7)

OEAETHAE (ONO-4538-17 HER)
EFRERBROBBUORAELZNH/ VIR BEROEMERAIESRE (ECOG

Performance Status 0 TR 1) 30 HlEFFRIZ, AFEA L) AT 200 (AT, TAH

A EY AT ) Bl Uik, TEFEMER Th 5 EHE (RECIST VA K542 11K



WS R XA CR UX PR) 4E 33.3% (95%ISHEXR : 17.3~52.8%) Tho

7ro 2B, FANCHRE LML 23.8% THh ol
*: FH 1 mghkg (HRE) k4 EY A7 Imghkeg (RE) 2FRIC 3 HBEET 4 B Uiz,
A4 3 me/ke (RIE) % 2 BFIMRE CAMNRE L, SPRRERIC WL, AR BEINHRE L.
4 Y A FEEROREHT 55 30 UL EOHRE W TR EME LT,

@ EIAHFAER (CA209067 )

{ER R IR ORISR AE R I H/ IV O &4 2EEHRE (ECOG Performance
Status 0 U 1) 945 Bl (AF|I+ A €U A7 314 4, FFEE36H., A1) LbvT
B35 6)) 2B, LD AT HEEHBE LTER+ A Y v TRERUFRA
B EOEDHR RSN EZRE Ui, ZEIMEE Th 5 08 (T RAE [95%ERIXM])
DB RE E1L, AHl 44 vV A< 7 BT NE [NE~NE] & H, FA# T NE [29.08
~NE] #H. A Y AwTET 1998 [17.08~24.61] BHTHY, FH+A T A<wT
BERUAABEEILA CV b= 755 LM FRIEEERER 2R U CRAI+ 1
VY Ae e ~H— R 0.55 [98%E4E X : 0.42~0.72]. p<0.0001 [J&3H! log-rank
BE], ARNEE : ~Y— FH 0.63 [98%{53HX M : 0.48~0.81], p<0.0001 [JF7! log-rank
HE], 201648 A1 87 —% Iy 7)),

1.0 B 2

0.9 T

0.8 TR

0,7. h‘-"n.\\- .:“'"--.._“. . .

‘-—‘S\ ----- Tt .

& 05 "‘\_“_ S T,
7 05 "‘--_..___'S i
2 ST e,

041 e A+ VLTI ‘}'M

0.3 A FHE fclo=1]

0.2 O AEYLTTH

0.1 *, ARTO : $T81Y

004

_ 6 3 6 9 12 15 18 21 24 27 30 33 36 39

at risk$ £HFMRE (A

AMAACUATTE 314 202 265 247 226 221 209 200 198 192 470 49 7 O
#MB 316 202 265 244 200 213 201 181 181 175 157 55 3 O

APYLTTE 315 285 254 228 205 182 164 149 136 129 104 34 4 0
2 OS ® Kaplan-Meier Bz
*: A&# 1 mgkg (KH) &4 U AT 3mghe (KH) 27 AIC 3 BRME T 4 BRRTHRE LLE,

A7 3 mghkg (KE) % 2 MM CAMGRNE L, FRAZERIBEVWTE, ARZHIICRS
L. 4 E) AT RAKOHEET 5 30 5L LOBBE BV TREEZRMG L,

5 R UIRAE EEAIERE LRI A+ A VY A T REILOVWTRE
U ¥Eshas 1 48388k (CA209004 3RER) D 2dv— b 81281 2 EF)#E (modified WHO
#7H-S5< CR XX PR) bk, {LEEEREERIGIRBE T 464% (13/28 il 95%ERER :

6



27.5~66.1%) . m#ﬁ%ﬂ%?‘aﬁ%ﬁﬁ%f 38.5% (5/13 ], 95% SHAXR] : 13.9~68.4%) T
&J’JTCO

(PD-L1 ZER B OF LR U2 )

MR IAERAER (CA209067R48R) ICHAANDNICBEDT —~ZIZf-5E | LR
[CBWTPD-L1ZRE L EEMRRS G254 (LUF, IPDLIFEE]) Bl ERA
AT BT o AR ORSMORBEIIUTO LB Thol,

HEMEIZE L. PD-LI%ﬁ%‘SﬁI%ﬁEﬁE (PD-L1<1%) OBEFERME L T1%2L 1

(PD-L1=1%) DEFELEATA BV A7 O LREPDRBEVVERERE I (FH),
BB, FR+A Y AT HORSMETa 7 7 A MIPD-LI< %O EAFERM L PD-LI=
1%0 EBEEATRETH- -,

PO-LA R %65 PD-L1REME135LL
1.0 .

10 fy
o8

as

08 08
or L I T —
L 4 °f ' \\‘__. N
& os g 05 T,
® BAY o BB EULT IR ST o4 S xRy LTI M
03] A rmm ) fi ) 03] A My don
82y - SAEYATIR 02 - sUYLYIR
o1  ABUD : i 011+ ARTO: fTY
L] - - ‘ . Y
¢ 3 8 9 92 15 18 29 24 2z 30 33 3} 3 D 3 8 @ 12 {5 8 1 M HF M m B/ W
~ =W (F) SFERA (A7)
ERMHAEYULTIR 122 113 2 91 B2 B2 TR T4 T4 T2 66 18 4 0 KMHAEULTIE 155 {44 132 127 {6 M2 105 102 (01 99 85 2¥ 3 0
KME 117 W03 86 75 73 BS 62 59 S 55 50 16 2 0 EME 171 165 150 148 139 131 122 W7 M2 W9 98 B 1 0
AEULTFR M3 BT BT 79 71 B ST SO 46 4% = 0 1 0 APMLTI® 164 155 138 120 M5 02 B9 &3 YT M & 1 2 O

&3 CA209067 FABR® PD-L1 FHEFITO 0S @ Kaplan-Meier g
(£E : PD-L1<1%DAERE. FX : PD-L121%DOBEER)




@ERLRIS IR (ONO-4538-21/CA209238345R)

SEL B O b/ Hi/ VAT OEM: R EAHES 906 il (A AABRE 2802 &L, FHF
453 fFl, A U AwT GEETFEBEZ) #4530 ZHRZ, AV ATTERRLELT
A5 3 mg/kg % 2 BRIRIE AT Lz & 2 OFMERUR SRR Lic, B
HETHAHEFERAFHMN (hRE [95%EEKM] ) ORMETRHERIE. FH#BET NE

[NE~NE] #A. 4 VU A< 7EHTNE [1656~NE] #ATHY, FANIA LY heT
W LB A B RIER 2R L (N R 0.65 [97.56%S#E X : 0.51~0.83] ,
p<0.0001 [J8Hlog-rank #E], 201746 A 2 BF—% Ay bA7) ,

* ;. AJCC {American Joint Committee on Cancer) JEHISYE (O 7THR) 1033 <SG,

1Of

S Sl

0.9
O~ AEYLTTH

3.8

.....
-

0.71 b h\‘i’“""%&_

Mo A ot ~ A%
0.6 N
0.5 S

0.4

it b Hr de d 2l

0.3
0.2

0.1

0.0
- —
0 3 6 "9 12 15 18 21 24 27
at risk3% EFREFHE(A)
EHIBE 453 399 353 332 311 29 249 T 5 0
AEYLTTE 453 364 314 269 252 225 184 56 2 4]

X4  EFESEATFHRBR O Kaplan-Meier Bi##




[Zz 4]
 OEMNZE 7B (ONO-4538-02 FER)
 HEESEAHF (100%) KEDLI, FE L OREERATETE RVEEREI
30/35 f5l (85.7%) KB biiz, FHFEN 5% EDORERIITEDOLEY Thok,

# 1 BRARHN 5% EORIER

EMXKSE BIE (%)
HAFR 35 4
{(MedDRA/I ver.16.0) 5 Grade 3 LU E

2R

4 {(11.4)
2 (5.7
2 (5.7)

SRR E RSO

R

ALT Hm 4 (11.4} 1 (2.9)
AST H3r 5 (14.3) 2 (57
M7 T 2 ki 2 (57 0
A CK 8900 5 (143} 3 (86
7 7= 2 {57 0
M7 R o BERsn 2 (57 )
linsfr LDH $#0 5 (14.3) 1 (2.9)
Mo TSH dfd 3 {8.6) 0
e TSH H4im 7 {20.0) 0
CRP Hin 5 {14.3) 1 (29
SFEEEREININ 4 (11.4) 0
¥ GTP #30 4 {114) 4 (11.4)
R skt 2 (57 0
~T S o 3 (8.6) 1 29
Ut SEREE . 5(143) 1 {2.9)
B RS 2 (5.7 1 {29
MeFMATEET 2 (5.7 0
Bl T2 ey 2 (5.7) 1 (2.9)
R B S 21> 2 (57 1 {2.9)
B i R &kis > 6 (17.1) 0
THEEE T3 Hn 2 (57 0
ek T3 w 8 (22.9) 0
FRE T4 Rl 6 (17.1) 0
BERE T4 #9500 2 {(57) ¢
U o= FEEHm 3 (8.6 o
AT ALP BN 5 {(14.3) 1 (29}
FUT IR R 3 {8.6) 0
Al —H—$m 2 (5.7 0
Prikivksgin 2 (57 0
=Ty FFw T T80 4 {114) 0
0

e s 2 (57)
RS SORARERE BT




BEBIRAE g {%)

TR 35 {5
{MedDRAJS ver.16.0) £ Grade Grade 3 B
[AHE 6 (17.1) 0

F H¥EE il (31.4) 0

B 2 (57 0

HER [LiEIR R 2 (5.7) 0

R e R % ' 2 (5.7 0

BE R 4 {11.4) 0

E, FEHERE 18 (2.9%) . KBk - EEOTH 1H (2.9%) | #RES 44
(11.4%) . JFHSREREE 501 (14.3%) . RHSREREE 2 61 (5.7%) . FURIMEAEREE 8 #1
(22.9%) . BIBEE 146 (29%) . EEOKEESE 16 29%) RUSE SRE 14
(2.9%) WD BIF, Fir. FTEMAHAERE, infusion reaction, 1 BUFERIF, k.
EEMES R, B - Bk, DSk, ik, TPk, HBURRRE/ I 3 3F— R U%
S /N MBI R D bR o o, ARMERZRTUNDUIEES S (BIRRE
EREZE) 2EUEHERETT,

OENETFEFEE (ONO-4538-08 FHER)
HEEST 2204 ] (91.7%) I2RDH LI, AHE ORRERERTETERVWEESF
&1t 18/24 4] (75.0%) ICRD bV, REERN S%LLELOEWERIXTROLEBY Th-o

T‘-p
—o

%2 FEEHR 5% EORIER

BTRIAST B (%)
s 24 1
(MedDRAJJ ver.18.0) 4% Grade Grade 3 L 1
b i i) I T ¢ - N— |

R T
Figy ZHRES IORTHAORE

e T S e

I fEE 5 (208) 0
HEHR Bk B 2 {8.3) 0

. KBk - BEOTH 24 (8.3%) . IFHHERE 1 6] (4.2%) . TEARREEES
16 (42%) FROERBHESEEREE 7 6] (202%) BB O, iz, FEMEMEE,
PR (T2 SRS | BEEEE (RMEMELELS) | BITEE.
infusion reaction, 1 TUHFRF, EEOKIEHEE (REHBERAEGE. SN, FRIE

10



HEE) | B, EEBENE, Bk - BB, SLORE, LER, Mk, e B
FALEAE/ < A AT — R Ut i/ MR RBERIAR O bhvied o f, AEIERAZR
TR BESRSR (REREERTZET) 28LEHBERETT,

QUES BRI (CA209066 HBR) ¥

B EFGIIAHITE 192/206 §1 (93.2%). DTIC B 194/205 B (94.6%) @b bHI, WK
BRI L OREBESTETE RVE EHLIIARAIRE 153/206 £ (74.3%) . DTIC B 155/205
# (75.6%) \ZRBD bhiz, WINMOBCRARER 5% LORERIITRO LBY T
Hol,

Fz3 WThAOECREEEN 5% Lol

- o Bl (%)
2% ;!i'. ﬁggﬁ}ﬁl AeAEE ~ DTICHE
(McdDRA/JT vcr.l'I;‘.O) 206 1 205 -
£ Grade Grade 3 LA |- 4 Grade Grade 3 EL I
éﬁllﬁ-fﬁ 153 (74.3) 24 (11.7) 155 {75.6) 36 {17.6)
RS L) e e
R ] 0 23 (11.2) 9 {4.4)

M\ﬁiﬁf)ﬁ . 0 0 21 (10.2) 10 (4.9)

22 (10.7) 25 (12.2) 0
Tl 33 (16.0) 2 {1.0) 32 (15.6) 1 (0.5)
Bl 34 (16.5) 0 85 (41.5) (]

nlﬁrﬁ: _ 13 (6.3) 1 (0.5) 43 (21.0) 105

!ﬁ%ﬁjaﬁz N 21 {10.2) 0 25 (122) s
41, (19.9) 0 30 (14.6) 2 (1.0)
1 ©s)

13 (6.3) 0 4 {2.0) 0
JeRRE RS 3 (1.5) 0 11 {5.4) 0
R} i 35 (17.0) 1 {0.5) 11 {5.4) 0
55 31 (15.0) 1 (0.5 6 (2.9) 0
AT 2 (10.7) (] 1 {0.5) 0

723, ARIBCRB O THEMERRA 35 (1.5%) . KB% - BEOTH 6 5 (2.9%) .
MREEE (67 2 - N LRSS 28 (13.6%) | FTHERERED 74 (3.4%) . BH%
REREE 4 0 (1.9%) . TEAMEHEREE 441 (1.9%) . FERIHSERE 13 6] (6.3%) .
infusionreaction 15 ] (7.3%) . 1 BUFFRE 1 F (0.5%) . EEOKEEE 3 F (1.5%)
BEOEESBR 16 (0.5%) BRO b, Tz, RIS, Bk, BEGENE. M
% - BB, AT, 2. ATH. BRAUSTRMARAE/ T A ST M ORISR A
FERIRD ook, AREARBRIIEERES (BEAREREY2SD) %
BLEFHERERT,

11



@uEA EIFARRER (CA200037 3E) 2

HEERITAFUEE 265268 5] (98.9%) . {LIEPRIREE 98/102 f5 (96.1%) IZEEDH 6
., BBRIEE ORRBERTETE RWVEEBERITAFRE 199/268 £ (743%), 1k
FEEEE 85/102 B (83.3%) WERBH LN, WO CEREEN 5% LORHERIZ

TEOLBY ThoT,
#4 WThhORCHEBED 5% EORITER
i - i (%)
fkescis T TCETERT
¢ ! 268 {51 102 #
MedDRA/T ver.17.1} N
4 Grade Grade 3 EA - 4 Grade Grade 3 L |
ATIHER 199 (74.3) 33 {12,3) 85 {(83.3) 35 {34.3)
(MBS LR g e e T
. 18 (6.7) 3 (LD 24 (23.5) 5 {49)
A L ER B fE 1 (0.4} 0 8 (7.8) 2 (2.0)
S ERE M 0 0 20 (19.6) 16 {15.7)
12 (11.8) 6 (59)

UMD 2 e ) OB L

MEni:
L R REE ST o oRE
ﬂE}JF

ALT 3/

AST 1§01
AT EREOE
R

ifﬁ'“'m’ﬁ*‘;a L OB GHEREE

5 iET

o nem
HRHHE =2 —a st 1 (0.4) 0 10 (9.8) 1 (1.0}

- . . gy 0 10 (92)

r“?ﬂ%%ﬂﬁﬂiﬁ:t%ﬁ[ﬁ% B T B i pa

nsa%r 2 (0.7 0 28 (27.5)
£ HHEHE 517(19.0) 0 2 (2.0,
b3 34 (12.D 1 {0.4) 5 {49)
Bk RSB IR B 16 (6.0) 0 2 (2.0)
SR EBE 24 (9.0) 0 0

[ =T I o o

7235, AFIBOC BV CRIE IR 8 6] (3.0%) . Kk - EEO TR 4 4 (1.5%) .
HREE 33 6] (12.3%) . FPHERREREESE 22 6 (8.2%) . BREREE (RMERMEMLERR
) 5 6 (1.9%) . BURBRHEEERESE 23 ] (8.6%) . BU'EREE 1 f5] (0.4%) . infusionreaction
10 (3.7%) . EEOLGHES 1 6l (04%) . X260 (0.7%) RORE DR 3 F

12



(1.1%) #38% !’o:h,to e, THREMERES, | BIERAE. EEMENE. N - M
Bk, DBk, k. T, BEURBIRE/ S A 3F — R USRS M /MR M S B
RO Lo T, ARERARBRIUIEESHS (BRREEENZED) 2804
HERERT,

GENTF TR (ONO-4538-17:45h)
AEERITL2H (100%) iTBD LR, AH L OREERPGETERVHEESLE
Bl (100%) KEH LI, BEENRSUL EORBERIZITROLBY ThoT,
#5 FEEH 5% EOBIER

BRI g (%)
Wokis 30 &)
(MedDRA/J ver.20.0) 4 Grade Grade 3 B I
___@__mlf’nfm‘ _ _ 30 (100) 23 (76.D

RS L
RIS F A
S g

|
5

TR
4
L
TR EREER T ORI DR
e
Bas
SRl

5
i1
2
4
3
6

11 (36.7) 3 (10.0)
73— 5 (16.7) 1 (3.3}
AST #i0 11 (36.7) 2 (6.7
y-GTP H3m 5 (167 3 (10.0)
U 22— N 12 (40.0) 7 (23.3)
T 2 (67 0
W TV U R AT 7 7 —Em 4 (13.3) 0

IREEITEREE Eh

wA Y o AmE .7)
{E&F A~ 3 o lnfE 2 (6.7 ]
£ R U & s 5 (167 4 (13.3)

e PRI

2 (6.7
5 (16.7) 1 (3.3}

“'m%&wmm= 2 67 0

Bl I 2 (6.7) 0
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BENASE i (%)

LLAGE 30 {5

(MedDRA/J ver.20.0) 4 Grade Grade 3 BL |-
£ IR 0 (33.3) 0
Bis? 18 {60.0) 2 {67
I;'«I#tﬁ:%ﬂc&ﬁ 4 (13.3) 1 (3.3)

RE. R EEME (30.0%)  FTHSREREZ 144 (46.7%) . FARIRHSEEIEE 76 (23.3%) |
R BT PENER HR 3 (10.0%) « KB - BEE O T HI3H (10.0%)  EEE O Bz REREE 351 (10.0%) .
TIRAEASEELE) (6.7%) . & & 2 IEL 1] (3.3%)  BREURAHE/ < A3 F—24 (6.7%)
B OERILSIEREIS (3.3%) BR®bhiz, £, THEEE. BIBEERES, 12
SRR, eSS, EIERTEESRE, MMZS - BEfEZS, infusionreaction, DMK, fhHk. fafEtE
/R SRR B O IR b v o o, ABIVERRERILIEEES (BER
BEMBRELET) PEDEHERETT,

@HEA SETAERER (CA20906755k)

HEFELITAER+A BV A~ 731231361 (99.7%) . ﬂ:ﬁjﬁﬂwmfﬂ (99.7%) . A
Y A 7EE308/31140 (99.0%) ICBRH B, BRE L ORRBERBETETERWVWAEE
FWHLITAR - U AT EE300/3136] (95.8%) ., AFFE270/31341 (86.3%) . A U A
< 7EE268/31161 (86.2%) \CERD bhiz, WD OB CREFERSRLULLOBIERIEZT
ROEBYTHoT,

#6 WTFhhOFCRIERR 5% LORIER

o % (%)
WA FAFAEY b THE AFINE A €U hvTEE
313 {4 313 311 4
(MedDRA/I ver.19.0) % Grade  Grade3 BAE % Grade  Grade3 BlE 2 Grade  Grade3 BAE
fRl{ER 300 (95.8) 183 (58.5) 270 (86.3) 65 (20 8) 268 (86.2) 87 (28.0)
P IE SR FE R =

R A 14 (08 30 15 (4%

R4 B I T e 51 (163} 1 0.3) 32 (10.2) ¢

3 (7.3)

B S

28 (8.9) 1 (0.3) 18 (5.8) 0 28 (9.0) 2 (0.6
40 (12.8) 26 (8.3) 7 (22) 3 (1.0) 35 {(11.3) 24 (7.7
12 (3.8) 0 19 (6.1} 0 17 {5.5) 0
142 (45.4) 30 (9.6} 67 (21.4) 9 (2.9} 105 (33.8) 18 (5.8)
19 {6.1) .0 13 (4.2} 0 7 (23) 0

51 {164} 2 {0.6)
1 {0.3)

4**E)H” 31 (99) 1 (0.3) 25 (8.0 1 {0.3) 17 {5.5) 2 {0.6)

g 22 (7.0) 0 12 (3.8) 0 10 (3.2) 0

wwE 118 (37.7) 13 (4.2) 111 (35.5) 3 {1.0) 89 (28.6) 3 (1.0)

o , 60 (19.2) 2 (0 6) 21 (6.7) 2 21 (6.8) 1(03)
?ﬁ&ﬂ_ﬁ%ﬁﬁi-:f R SRR e T L I e

ALT #n1 59 (18.8) 27 (8 6) 12 (3.8) 3 (1.0 12 (3.9) 5 (1.6)

7 25— 23 (7.3} 5 {2.9) 17 (5.4) 5 (1.6) 15 (4.8) 4 (1.3}

AST Hn 51 (163} 19 {6.1) 13 (4.2) 3 (1.0) 12 (3.9 2 (0.6}

) B 43 (13.7) 34 {10.9) 24 (1.7 12 (3.8) 18 (5.8) 12 (3.9

14



% (%)

WEAADE

ity FH+A Y AT FHIE A Y Ae R
- 313 {5 313 3114
(MedDRA/T ver.19.0) A Grade Grade3LlFk 4 Gmde Grade3 Ll 2 Grde GmrdedBiE

0

T
TREE R

15 (4.8)
12 (3.9}
5068 1

il

Jicddon e 15 {(4.8) 0 17 (5.4 0 11 (3.5) 0
T D HERE 112 (35.8) 6 (1.9) 67 (21.4) 1 (0.3) 113 (36.3) 1 {0.3)
FiE 91 (29.1) 10 (3.2) . 72 (23.0) 1 (0.3) 68 (21.9) 5 (1.6
BOik Bk T 18 (12.1) 6 (1.9) 14 (4.5 2 (0.6) 38 (12.2) 1 (0.3)
SEM 27 (8.6) 0 28 (8.9) 1 (0.3) 16 {5.1) 0

BB, BHA Y A TSRV THREREEM (27.5%) | FrEERE 1024
(32.6%) . FUREREREREERTH (27.8%) . BHEREREE2160 (6.7%) . RIEMMEE2S
7 (8.0%) . KB - HEDOTHIGON (19.2%) . BEOKEEE=216 (6.7%) . Fi&
EEERE2H (8.6%) . RIBHMEREE 146 (4.5%) . W43l (1.0%) | 4Zs - LERE
962051 (0.6%) . infusionreaction 131 (4.2%) . 5 ¥ 5 B34 (1.0%) ., £525380 (1.0%) .
BRHRARRIE/ X A 73T 5041 (16.0%) . I 4 14451 (4.5%) B OVERIR 42 22X FE 241 (0.6%)
PRO DI, £, 1BEEERE. EEHEARE, O R UM /MR M5BT
FRILFR®D bIigd o fo FAIBITI W THREE6661 (21.1%) | ITHLAEREE 2441 (7.7%) .
FORIRBSREIRE4701] (15.0%) . B30 (1.0%) . RIEMERESRSE (1.6%) .
KIG% - BEDFHI6HI (5.1%)  EE D ERESH (2.6%) , FEAMEEREEIH (1.0%) .
B EEREREE 30 (1.0%) . FE£3%] (1.0%) . infusionreaction 146 (4.5%) . & 3
20 (0.6%) . MREFRRMARSE/ I A F 2861 (8.9%) . FFZ25 (0.6%) R USEIRM
RIERIEIF (03%) P b, £, 1 BERE. EEDEE, Mk - Bk,
DR, 5 R O E i  MRIR A MR R IR0 Db o -, ARIWERREIRRIT
Bid#s FRREEAEZESD) 2E0EHERTTT,

RIGVIRTELEERAERE 20BICEH A VY AT BE 2R LS
I #A3AER (CA209004 3ER) D k— b RITHIWT, ({LERRIERTSHEUERL 28 ] &b {L225k
HELIEREE 36 OB T, TR LERIIZD ORI oT,

15



@EREREMIEREE (ONO-4538-21/CA20923875) .

B EEGIARITE438/45205] (96.9%) . A YU L 7 HE446/4531 (98.5%) T L
. BRI L DRBEEPEE TERWAERSITAKRE385/4526] (852%) , A 'Y
bw TEEA34/4534] (95.8%) IR b, W MhORETRIREN SN EORER X
TFTROLBYThoT,

#7 WThih R cREFENS%L EOREHER

TH FHIEE A1) LT TR
Grade 4 Grade Grade 3 LI I 4 Grade Grde 3 LA E
AfEHEE I RIS | BE BRWE | BRI RHK | FEH KA
(MedDRA = 1 5 SOC-PT 5350 (W () HE (W) HE )
Ik 452 452 453 453
Ax{k 85 (83| 65 (144 | 434  (958)| 208 (45 9)

LR RRE UM

BRI . 1 (02| 49  (10.8)

/g L (0| 19 ( 42)

T 110 (24.3) ( 135) | 208 (459)

b ’ . . 3

Rz

LA

A MR

A% .7 .

DR H B UM BRI ORIE T i
WG 156 (34.5) 2 (04| 149 (329) 4 (09
N 7 (15 54 (U9 | 2 (04

LB B L S e salamn
USRI 30 ( 66) 19 ( 42) 2 (57 16
ALT Erjm 28 ( 62) 5 (1| 6 (14.6) 26
AST JiH 25 ( 55) 2 (04| 6 (132 19

L TIZ—EWm { 5. 9 ( 2f .

U R IT F A T
BEIK [TE IR . g (20
THEERE 152 (33.6) 5 (LD
RiE 133 (294 14 ( 31

R MR SO i R
@Mmﬁ 3)

BRI TR 49 (10.8) 1 ( 02) il { 6.8) 2 (04
EEEIN B g misnd 36 ( 8.0) 1 (02 18 { 4.0) 1 (02
TRREHK 7 ( 19 2 (04 48  (10.6) 1 ¢ 24

R, ARIEEC BV CHEERES 11 4] (24%) . BAHRARE/ 2 A 3F—48 4
(10.6%) . FTHEASIEE 40 i (8.8%) . FIRIRMSAEREE o1 1 (20.1%) . FEEEE 83

FH (18.4%) . EfEE 6 ] (1.3%) . BIBHRERE 6 1 (1.3%) . TEAEEEREE
8l (1.8%)

B HERE
. infusion reactionll # (2.4%)

EOEEESE S (1.1%) . 1 B5ERK 1460 (02%) .
s 3 (0.7%) BRH N, o, EEMHEALE,

2 1 (0.4%) .

16

% 3 451 (0.7%)

. KB - BEEOTH 21 41 (4.6%) . E

. BEIER

D, BHR.



SRS IR ST . e - BORRZE . SRIRILAR SERIE B O (LI 6135000 &
nipiot, FENEABRRARSEIESR GAREEREEET) 2ADERERY
Z

1) Robert C.etal. : N.Engl.JMed., 372 : 320, 2015 (CA2090667%5%)
2) WeberJ.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 E&)
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[Hi: - HE]

AR OFEAEYEEETAZAALLY I a b—3a 2 LD FH 3mgkg XX
240 mg % 2 BRERTHE LEBOAR omE FRESRT S, £OER, 4
240 mg &5 L BEOBRBERIL. AF 3 mgkg 2H 5 UICROBRRER & B L ORI
FRTEFAEINAELOO, BAARFCRW TARESHE SN TWSHE-REQO
mgkg & 2 BHEBRETHRE) THRAZES UEORER & i L CKEE 7R3 & T3l
Xhie (T2, AT, BEOoFEICBIT 27 —#IC&3% . FAl 3mgkg X 240mg
% 2 ERRERE CRE LEBEOARIORER L M ITZ LML OMEZ R 58
BSEFNVREBEEN, YREEIZ OV TR TDORICRER, EROME - HRO
B CAMER ORI IR RERIT RV L RIS hiz, £, BERAEEE IR
BF—plcHSE | AH| 1 mgkg X 80mg & A Y Av 3mgkg % 3 BERIEC&
5 LBEOASORER L 2kl oEEE BT 2BEGET VBHEESh, B4
BRI SV TREII TR, LROAE - HEOM cRattic =R iin
EFHENnTz,

#3 FHOEMEE T A~

- R Conax Crmind14 Cuvpdra Crouaxss Cninss Cavpss
{pg/mL) {pg/mL) {pg/mL) {ug/mL) {ug/mL) {(ug/mL)
3 mgfkg Q2W (35.523 '760.8) (10.17(,5.264.5) (17.21?3.9) (75.:)13171) (27‘.512,'107) (42?17,‘?27)
240 me QW (51-712,‘.{03) (15-22?§4.6) (25.31‘,‘;7.3) (1 05,5354) (41 ?sﬁss) (62.11(,)5; 87)
10 mgfkg Q2W (14'11,9;19) (51?2} '?9.2) (79.9(2'?14) (33???32) (183;,1 ; 13) (23%7?35)

B (5%5, 05%/5) . Q2W : ZERIFIME. Crax : MEHREH ORI PIEE. Cunaas : RS H14
A H 3305 A RIS TS IR . Covpare : FIEH 4140 B £ COTBHMBEPMEE, Crus : EFNREIZES
A TS ITE P EEEE . Cains © FERIRIBIZ ST B AR M IS FEEEE . Covss 1 EFRIRICE T BT MATR
e -
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4, HERIZONT

RIGUIREA R B B AR CER T 2 BA 1013, AREM L UTHENRERE (246
HE) BRELNLTWBZ M0, YEFEL EUNCERTE 2R THILERL S, *
LT, BEEM Y A7 EFHHE (RMP) ESE | AFOERSZEUERFSH~OH
FBBHLHER TH- T, FE ORGP ETLEEZTBE - FEL,. AROBREIZ LV EER
BIERZ BB LEBCET 32 L BSERED, UTOO~@0F A TEH TRz
BWTERTHZ~ETHD,

D HERIZoONT

@1 TFRED 1) ~ 65) OWTFIhREYT IR THI I L,

() EEFBREIREET 2P ABINESILARIRE BT RN AL ROERIL SR,
HUEAS A RS OB EE ML AR, DS AR FERRe R &) (TR 30484 A 1| ARRA 437
HEz%)

Q) FEHEREE (ERR 2946 A 1 AREA : 85 1E83)

() FENRAFPIEET 2B ADEEMERE (PASIREEEERR. RADIOHE
BRRR. DA RSEOEEE R &)

@) ARACFFEZEEZTRE L, A bBREINE | USRS 2 ofef e
KERDBHEToTWHHERR (ER 2847 A 1 BERA 1 2540 Higk)

(5) PLEHEEEAIA T EENEOHREE BRI BHEZTo TWAHEEE (GERR 28 4E 7
A 1 BRA 1290 fiik)

O-2 BEHERAEC(CERIER CRERAREROMISIC 20 & BB L B E
(TROWThPIZFEY T 5 ERD) 25, &ﬂﬁﬂ@ﬁﬂk%?%%ﬁ@%&%ktf
CEEIhTWwaZ X,

=z

+  [ERTARITEGE 2 £FOPMTHEZR T L%IC 5 LU LOBABEDEETEL
ToTWBZ L, 55, 2L X, BAEDRERL XL LEBREEE2OMES
ToTnWAZ L,

+  EMRITREE 2 FOMHIIHERRT Lz 5 B Lo EERIEESEORE
ERBREHFLTNEZ &,

@ EHNOERSESETHOEHIIZOVWT

EEMFRERINETIELEBNEE SN, BEAEN L OBRED, G- %
EHERZNFROTARCEMEICHT 5 HREM, FEELRRBE LEEESORE
S, ENEONITh A BB E- TR L,
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@ EHEAORKIZNT

@1 BIERARERON A IIZBE3 A2 E 4
MEMHEBRSOEELEWERPRE LRI, 24 B EAEI O T, YikiEik

PR I BT, R L ZRIMERNICS U CAREE ERUCT%®ﬂ¢ﬁ®%%L~

EARBEOREN S ARIZEbh, HHIKREELERNIE-TWLZ L,

@2 EFREEC LIAEESHIGETERF

KA D 2 EME R AR R CRES T T 3 EREEE PAERE=2V v 7
EFEDEEROAY Y —=r FBFFVERE L BB IE TE 5F— LERIEH] R
BERTWBE D L, B, BEERICSOWT, BABRE L FOFECHFICAMENT
WwWaz &,

®-3 BWER ORHTCHIRICBE LT .
BHER (MEMMZERCMA, ﬁif“ﬁﬁﬂﬁjjfh\ LFRfe, ik, BRAUHBARE, XIBK.
BEOTH, | EPER. IFHEREE, FURIRRAEREE, MRiEE, BiEE (Bfs-

RABEREHERLEEZED). EU%%E%%?\Eﬁ€§\ HEOEBESE. HiRiEERE, nfusion

reaction., FfEHE M/MRIAMEKEDE (ITP) . BEORESUS, Wi EE, DS (D

B - 4RIR - DEESISMNEES) . S EEIS) WO LT, MR HER

MBI DM % A B EAT & EEE L BHER ORBKRORR I L THRERUXREE R

BRBEMEICHB L), EhEHENRAERTE SEHPE-TNDHT &,
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5. BERBLRBBE ~

[FahEicBEd 5 E]

O TROBFIBWIAHOGEIHMERTIhTWA,
o ALTFRERIGE R UBLBR ORIB IR TH/ VX IIEROES 2 [E

B

o E2EEREOMb/e $/IVE O oEM BRI IC S AT MR
723, BRAFEGFERZATHEFICBVTIL, BRAFFEEAIC X AT b EE 4
BTk,

@ FH+A Y A TR CERERIBEORGUBR AL EEAAEERE 235
& LA B IAERAER (CA20906738R) B WT, RMBL ShizA Y A= THE
o L THEPMERREESLTWA, L, FHl+4 2V A= T718E5 & A B
S 2B LR R BV TIE, PDLIRFRRIC LAY AT D L5
YHRBRZLBANNES N HFERARB/LR TS (1p2R) . 20k, Bk
PR BEEREF IRV T, AL A Y a=T7 L OfRREOTE R4
Wri5%a. PD-LIREREHRT A ENLEE LU, PD-LIREZM %L ETH
DI EPER SN BE TN, RA, AFEMEERELT S, B, #E
VIR TRER BB AEEE 5B & LciEs s 1 HHMER (CA200004585) D ad—
FRIZRWT, (BFERIERIAR AR L LR EEAMEBE L ORI TAK+ 4 Y A
< TR EOHEPICHRERERIETRD DR TR,

*AFOBWEE L LT, BEIE4 : PD-L1 THC 28-8 pharmDx T4 2] BABEIA TV B,

@D AJCC (American Joint Committee on Cancer) FEHISYET G 760 12355 < S
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[tz M§ 2HH]

@

TRICEYSTAEZFICSVWTIRAROBRERZET L ENTWBE L e b, BEZTT
Pz k&,
o AEIOEATH LIREHEDREREREO H 5 BE

%ﬁm@&ﬁhkerﬂw %4 B BE T OV, FAAlORFITHEE SRR
S, fLOTEESERENSRWEAICRY , HERAFEER T LEBETED,

o EEMHRBEOEGHIEEOH D BE

o JEESESRECRER 2D B BE R UTEEIE O SR iSO I
EOISIEEE R H LD BE

o HOAERBOSOE NTEBMHMNLE L IIERED H CRaRREOIERD
HBHBRE

o SRR (EnSMRBHEELSh) ObLBE

«  ECOG Performance Status 3-4 52 @ BH

{ik9)

ECOG @ Performance Status {PS)

Score

£

0

£ MEA L REBTE D, FRAE LA RARSHRAR TR,

1

R LB AIIR S h 588, SMTTTEET, IBIFRECHE > TOMSIIT3 = LIRTE B,
] RVEE, HIER

2

%ﬁﬁ%ﬁﬁﬁ@%mnnw:&mf&tﬂﬁﬁﬁﬁ%ﬂ?%twnHmwm%uxm&yF%f
T,

3

BonEBROEOEY O & ULhTERY, R0 S0%EE~y FPRTTHIT,

4

2TV, HROFOEDOZ LIE2L TERY, BRIy FRHFTEIT,
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6. BEIBELUTHETREHIE

O WATEFCNA, WERFEEENEET 2ERSEESE AR OEE R UBEEMS
ROt RERERE2+SICEBR L ThLERTZ L,

@ WRERMAIZELDL, BE X E0KEICHEHEROEBREL+omBE L, AERE
ThbiEdazE,

@ RIBVIRARERESMECERZIZEWT, AL 1 Y Aw7 L ORREORE
ZHWT 554, PDLI BRBHHERT D2 L PR E LU A, PD-L1 FBHREEH R
TERWESIIE. AR LA ) A7 L OFAOBES 2 EENT W Ui L oils
T+, ‘

@ EREHERAD<=RI AL Bz T

FRMEMRERHODNDZ L BHBZDOT, AFOFREILDH - Tid, BRE
WK (PRIREE, i, REE) ORRRUIE X BREnsZis, e+
AT 2 &, £, BERZISCTHE CT. MiF~— T —S0RES EET 5
ZE,

FHRNOEEIIERED infusion reaction 1Z{f 2 TREMIC IO RO T 2%
2dT o7 ETHAT D 2 &, £, 2 [ H AR OAAIR 5112 infusion reaction
BHLLNDZLEHDOT, AFERGFROCAFFRERTEIL AL ZAHA
YEAET S, BEORER BB TSHZ L, A28, infusionreaction %
RELIBET. 2TOBEBERWERPERIAIE T 5 E CaE o8
TBHZE,

FRBEEEEX D bbhE Z RSB0 T, AR OB HIATIR U 51
PRI RIS AR (TSH, 58E T3, ¥ T4 SORIE) 2EET3
&,

FENOREIC LY, BEOCRERIGICER T3 LEX bh s REEPFEE
BhHhobhdZ e¥bsd, BERXBDONEZESITIR, BHLAESIIGUE
BFRO 7 50el L IR B B IS O E M &l U COEYI R SRR ATV, BEORE
RIS L3 BERAREDN D HEIIT, FFOAEIZPIE, RUBIRRE R
NEVRIOREELZERT DL, 2B, BIBRERLVEOBREIZ LY EIE
MR OUENFRD LIV EEITIE, BIBRERNE LSO iAo
HEETDHZ L,

EERTH, BTER» OB ARB LT LRWEABRET A L B8h A1,
AHROBGEHETRICOEHERAORBIC+SICEET D - &,

1 RERA (BE 1 BERBRE2SD) Bbbobh, ERBEMES M7 F—o 2
WEDLZEHHHOT, A, Fl, BHEOEROFEFEPMIEED LRIz
SEBETDIZ L, 1 BERBFAEDN-BSICIESEPIEL, AR Y 8
ROBLEEOFHYLNEEITH 2 &,
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®

®

ISR A e B R GRS ICERT 2RI, AFIOBRRBIZE VT, K
BEESASE 3 4 A DI, EREAMERL, BEBIAS D | 4ERIL 6 BRI L ITHMEDRF
MHFTo TVl & 2BEIL, AFEESFRIEMRICHROMREIT D 2 L.

s A I 00 TEA: FBL A2 B R~ OOHTA BN RS & U CRE 3 B BRICIS, AHI DERER
HER T BT, 1285 8 CESEOFI T o TV I L 2BFI, AFESTIL
E SR OREREITY T &, R, WRMEEL LTHEATEAKE. &
HoBEEHMT 12 BETETHT L,
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BEERHEET A KT AV
=A< (BlaFi#z)

(BRFed : A7 O —HERHHE 20 mg, A7 PR EFHE 100 mg, FT7V—
: R RFTHLE 240 mg)

~ SRS~

ERR2 943 A (ER3 041 1 AHED
BETBE



SR/

XU

AR ORE, (ER#F
HEERIZ >N T

ERRERTE By s
BB LTES T &EE

AN S ol

P2
P3
P4
P8
P10
Pi1




1. LI

[EIRE O - REMEOTAEODITIE, BAXESICESWEEERERS KD
Cbhd, b, IHEORERITOESRC L U, FUREER e EOEHNRTRIERE
FEELPAKRENRDITT, ThbOERSFREICHELRBEFICRMLT 5 Z L B3RED
ﬁ%kﬁotﬁﬂhﬁ%ﬁﬁﬁﬁ&&E@%ﬁﬁﬁamﬂﬁﬁawﬁﬁﬁ25%%&@)

BHWTH, EFMEELEOFEROREFHEEZRE & L EINTWS,

%ﬁﬁm%ﬁﬁﬁmﬁ:%ﬂ@ﬁ%xé&#n?74»#%f@@% CHLMCE
BRABZENHD, 0D, BHERUESEIZET 2HERP+H5ERET 5 ToM.

W R OBELRS ST AP EINIBEICH LTERT S L &b, BIE
FANBHE LB RERRIEE LB 2 LR —EOES M- T EREECER
THELEREETHD,

LidioT, AHA FIA L Tid, BHBEECD :}’Liﬂ’fr%"oh'(b\é!:-%ﬁc%ﬁ’)
HSm A ESE UTOERLORBERERAZHET B0 D BRERE, B2
FRUBEFERETY,

¥, BHA KT A 03, mzﬁﬁmAﬁﬁmEﬁ%ﬁﬁAﬁﬁ INEEAERHEEA B A
MEERIEESE ., — B A A ABKAR ES, —R4tFEA B FESEGRFS R T
AHFEEA R AOEARZS OB A0 LR L,

Wb R DERS . &7 O—REHEE 20mg, & 7T —REWHEHE 100mg, 47
' — R R 240 mg (—i% - =R~ T (EETEBRZ))
HEERAPREIRDE | FRUIERES 25 1 2 RETH
HELYRIRERUAE  BE. A= ~7 EETEERL) 2 UT, 10240mg
Z 2 BB CAEET 5,
¥ AR 5 ¥ A NS TEERSH




2. FFNOBM. EREF

F 7"V — N RAERE 20 meg, (R ATEEE 100 mg R ORAERRERE 240 mg (—iL : =
A7 (BEFHERL). BT, TFFD) &, MFELTERRSH L A S Ly R
# ETVRAM ALY —X 27 A7 (BMS) #) BBAR L7zt b PD-1 (Programmed
cell death-1) IZxd 2t FR IgG4 £/ 7 n—F VK TH B,

PD-1 i3, &AL L2 Y 38R (THIlE, BAHRRR U F oI55 —T HiA) LUE
BERMIIC RIS D CD28 7 7 X U — (T MR OTEMEL 2 @BIRIIZIE & A I- B+ 5 4
FH) WRT5ZHETHD, PD-1IPUSIRTHIIIC BT 5 PD-1 U H > F (PD-L]
RBUPD-L2) LHEA L. U B3RSy 7 FABEEL T Y o RoiEE{RkiES
BICHHILTWD, PD-1 U4y FIZEEIRSTHALANC & b D2 2B 25,
LTRY, BHEBEESAE» LUK LI-EEREKICHITS PDL1 ORI EHiBoLE
B & ORICADHBBGERH S Z L BBEINTWSD (Cancer 2010; 116: 1757-66) ,
o, BERAERE CIALBEE T MIRREET A ¥ —T 2 a0 H < (IFN+y)
WZ X - TPD-L1 ORENFEIh, BB UIEEERECHIT 5 PD-LI OFHE L Higo
AFHIN & ORIcEOBEBRRSH B L OFMiELH D (Sci Transl Med 2012; 28: 127-37),
S HiZ, PD-L1 2R X EH B AT, FURKRN CDS Bt T M=
EREEZEE ST 5, #i PDL] HiffT PD-1 & PD-L1 & DFESEMET S L2 0HlE
EEEEREET 2 ZEBRERTWD, DO L5 PD-1/PD-1 U H v R, 28
AR TURRRRIZR T HKEH 5 OBBRE L ER AFO—2 L LTELLRTY
Do .
AFNL, BHRBROFE RS PD-1 OMIERSGEE (PD-1 U 7 FESEE) ITHES L.,
PD-1 & PD-1 VH > FLOfRFEEMETIZLICIY., BARBERN, T Ha0K
PR OB ARIRIC A 2 MREESTEEZ T 5 2 & TR FIEEDR ST T
ZEPFERIR TV, ,

IRODMEN D, FFIIEEIEGICH T A AR RV ES O L Sh.,
SRERRR BB R & U BB & 50 U, A9, el R UOBREENHR IR,

FRIDERBIFCES BEORERKGIC L 2BIERERSH bbh, BEXIETIC
ELFEEMER DD, FROKREFRUVRERICIL, BEORZL 0T, BERR
HONTHEITIL, BH LTS U BRI & R E R EHT & i L OE
WRERRBE 21TV, BEOCKENGC X 2EEABRDI S BAICIE, RIBEERL
TLAIORSEOEERLEE(T S LERD B,



3. EERRERK
BRUTERES 26 2HEEE O KRB ME2T o ERBREAROMREZ
K,

[FHEhtE]
EEs RS IEZER (ONO-4538-11/CA2091417ER)

FIFF RS bEEETR T % 560 A MR BEfT X IIEREIRD b
7 R B RO BETEFEOES &k bW ITH/ IV O BFSER L R 2B 3614 (H
EANBEIF RS Te, AHIF2400], FBEE1216]) ZxRIT, BBENEMABRR L
B (APPSR — R, FEFFEAIIREYF 7)) 2HRE L TR meke%
SEMIER CABBE L E0FOHRUEEEERF L, TEHOEE CTHLE
AT AT, T08)) (il [95%{EHIXH] ) OFRMEITRRIZ, AFHET7.49

[549~9.10] HH. XMHEETS5.06 [4.04~6.05] ZATHY, FENITRBIB Y EHIHER
RUFIBERICS LB 2N FEREREZR LE (O — FE0.70 [97.73%E3HER :
0.51~0.96] . p=0.0101 [[@Hlog-rankiR7E] ) .

*| ;MU H TR O RO R i,
* b b SRS, A, o - R R UM,

1.0 -,x_\

- AKHK|E
0.9{ %,
" -&- 3 EEEE
0.8 L\\
0.7 %
& i
= 08 -;_?..M
£ 05 Y
0.4' ;‘&M__
=,
0-3‘ Mﬂ_“&ua: LH.—--uqH
0.2 ;
0.14 S SR
0'0_1 T T ¥ i ¥ T T T T T ] g T T
0 3 &6 9 12 15 18
at risk# £FNM (B)
AFB 240 167 109 52 24 7 0
WEHE 121 87 42 17 5 1 0

X1 OS ® Kaplan-Meier Bt



(PD-L1REF AR BB D F S0 e U L4tk)

ERIEFETEARR (ONO-4538-11/CA2091417:88R) A AN ORI BED S b,
SR RISV UPD-L1 2 BB LI B 0 281E (BUF, TPD-LIFEEER)) T
BT 28R Eont—HOoBEOT — ¥ 12E-3&, PD-LIBHERBRICIEZENIfitr %
ToeAPHRUVESHEOBRIILUTOLEY Thot,

AEMEIC B L T, PD-LIRBEN %R OB IR L IFERBOER TH o7 (T
&),
2B, PD-LIORRARICL LT, FEOREMET 0 7 7 A VIZREETH -T2,

bl . 100
; —Nivalumab 2 mg/kg M —Nivolumab 3 mg/kg
au«% ----- Investigator Chaice a0 i\ --- Irvestigatar Chaice
« « H
¥ 60 ® 60 -
3 3 !
g -
3 40 - E a0 :
W 0 -!
i
o - . . , \ R T . . . 0 - . . - - - - - )
0 3 6 9 12 15 18 21 24 27 EL EE 36 39 o 3 6 -] £ 15 138 21 14 22 30 EE kL as
2EFMM(FA) 2EFRMA)
af risk atrisk
Nivchoab3mghkg S6 74 59 42 30 25 2 19 16 11 8 5 1 0 Nvokmab3mgkg 76 54 39 32 20 20 19 17 15 11 5 4 31 o
Investigator Choice 63 45 24 14 10 6 4 3 2 2 [/ ] Q Q InvestigatorChoice 40 30 19 14 |0 1 5 4 4 1 0 0 L] ]
A Nivolumab 3mgkg (cvenls:8/I6), median and 95% C: 8.1 (6.7,9.5) A Nivolumsh Smplke (et 67/76), medin a0d 95% CE 6.5 (4.4,11.7)
—mO fvesigator's Chofee (evenis:60/63), median and 93% CE 473862y 00 < o Investigator's Choice (events:30/40), modinn and 95% CL: 5.5 (3.7,8.5)
Nive vs TNV Chaice - hezand ratio (5% CI): 055 {(039,0.78) Nive vs INV Choice - hazard ratie (95% Cﬂ 0.73 (0.49,L09)
ONO-4538-11/CA209141RB OPD-LIRHBR TO OSO TR E21FE 7 3 0 —F v 75— F DKaplan-
Meieriii#

(ZE : PD-L1Z1%DBEEM, HE : PD-L1<1%DEFEM)




[Z4ik]
EEERSMAERR (ONO-4538-11/CA20914 17 ER)
HEFSIIAFRE229/2366] (97.0%) R UHHHARE109/1114 (98.2%) KR biv, 1§
BRI L @lﬁ%ﬁﬁ{%;&iéﬁ“@% RWEEESIIAKIEE39/23601 (58.9%) | xPREER6/111
Bl (77.5%) WRERD Lo, FREENRSUL LOFHWERIITRDOEBY Thol,

#1 FEHEER5%ULOBHER (REtEARiTxSREH)

HHE Al pofLshiig

Grade 4 Grade Grade 3-4 Grade § £ Grade Grade 3-4

Grade 5

HIfERHEA BM ORES | RE OERSK | BE OREE | BRI RN | BE REXR
(MedDRA i L 5 SOC-PT Z3HD B | K (%) | BE (e | HE O | HE A

RE  FeEH
e )

FiE ) 236 236 236 111 111

£k 139 (58.9) 31 {13.1) 1 { 0.4) 86 71.5) 39 {35.1)

1 _( 0.9)

= G S e ) B e
SRR SRR U SN .

HREE el

B = _ (68) ek SR 0 15 ('t‘:é.'éj
el 20 ( 83) 23 (20.7)
mlZEEAS 5 (20| 1 (0B 10 ( 9.0 3 (2D

ngnk ) ‘ 8 (34 8 (1
T ST REOREMEORE ||

e REE 10 { 42) 1 (04 16 (144 2
wIr 33 (14.0) 5 (2.1 9 (17D 3

*53@5&1& i _ LY S 14 (128 | 2 (1L
Lo s EERTERmEE (e Sk o sn et i e

/l\#ﬁ'i——:-—‘ﬂl\af“" o .
| EEBITEEARES o T
FEsthd 14 (12
FE R 7 (30 0 (%0
FHIELE 17 ( 12)
R 18 ( 7.6) 5 ( 45) I (09

A b X o HU R4 1L, CTCAE va.0 £V TFHE L. MedDRA ver 18.1] #HWTHESRE LI,

i, BIEMERE 76 (3.0%) . BUSUFRLARE/ S A 375 Bl (2.1%) .« BPBtEE
B 5 ] (2.1%) . FURAGHRAEREE 174 (7.2%) | HEEE 74 (3.0%) . EHAER
=14 (04%) . BIBEE 14 (04%) . FEREREEE2H (0.8%) . FHRMSER
fE 1 5] (0.4%) RV infusion reaction3 ] (1 3%) PRED b, Eio, EEHEIE,
DMEZE. . KEBZk - EEOTH, | BUERR. AL/ MR SRR, TR,
fZs - BEMEds. BEORMBEE, 55 EARCEEQKEREEIRD bhihoTk,
ARERARRARREEES (BRRETERFEZ2ET) ZEUEMHERETT,



(A% - &)

AR OFEMEYHEETAZRHALELY I 2 b—v a2k b, &4 3 mgks (&
W) XL 240 mg % 2 BEAMR TRE LSO MFEFRBESRN SN, TOR
R, A 240 mg 2 H/ G LEBEOBREEIX. 5 3 mgke 285 LZEORER L ik
LTHREZFTLEFAShELOD, ARABEFRBVCESENEHEENTWEA
- A (10mg/kg % 2 BEFR THRE) CAAEZES LILBOBER L Bk L CEE
FRTETHENE (TR, WA T, EROBEICRBIT 55— 2o k3%, &K 3mg/kg
(fRE) 3% 240 mg % 2 @RI THRE LEBROAR OREE L FOE TRt L
DEEZ BT 2BRBLOSTT ABEEINL, YEEIZ OWTRNPIThh R R,
LR - BEOH CHESMRUREMEICIHRERZRIIAW TR,

%2 KHORHBE 5 A—F

By - R Conx Cinind14 Cavgd14 Coaxss Crinss Cavgss
{pg/mL) {pg/mL) (ng/ml) {ng/mL) {pg/mL) {ug/mL)
3 ma/kg Q2W (35.52} fo.s) (10.17?'264.5) ( 17.21?'333.9) (75.23171) (27.612,';07) (42.71?‘1527)
Hme QW | (s -112:.;!03) (15-22? 5546) (25.?::7.3) (105,5354) (41 .85??58) (62.11(,)? 87)
10 mg/kg Q2W (14}1,9;19) (51.33 ?9.2) (79.9(2‘?14) (33?,9232) (18421,1 ; 13) (23'21:]§86)

HRAE (5%4, 95%40) . Q2W : 2BBIBING, Cuw : FIEHEEZ OEBIEPIBE ., Cunad - JIERSH#14
A BB 2 BBIMIEPBRE, Cupaq: HIEERS %140 B E COFEMMBE PRI, Cuxs 1 EFFRIERES
DRSSPI . Coinss : EHREEBIT 2 BEDETIRE, Cups  EERECET 2 F8@iE



4. HERRIZHOWT

BBAIEE LCHEFREHE (L) SEELATNE T Lhb, YEHELE
O ECE BIRCTHBLERD D, TO LT, ARORGFED2EE LW - 4
L. AAOBEI L ) EEREER 2 ER LS T 5 2 L SRERED, UT
PO~ TRTEFHETHRICBNTHERAT & TH S,

@

)i d (e 1 AN

-1 T2 (1) ~ (5) OWTIRDIIHRET IR THDZ &,

D

@

()

)

%)

EAESERENIEET DS ABEREISEH RS (EREAT RS AR IR L.
S ARSI SRR, MRS ARERbZ L) (FRL304FE 4 A 1 HRER £ 437
HEFR)

HrERSRERIE (TFRR294-6 B 1 HEFA : 85 JEGR

R RAEREET A BAREEERR (BASRESEREREL. 25ABIEE
BARNE, A EEEHSERR A &)

SN ERREE L RE L., SR FREME | AR bFEHEENE 2 ORI
WARA BB T T ARER (Erk 284 7 H 1 AR : 2540 fiigk

PUEMIEERN S EENE O EEIGE I BHETo TV DHER (F/L 28 F 7 -
A1 AR - 1290 HEgk)

@-2 HEEE O L RER UE {’Eﬁﬁ%ﬁﬁmﬁlfﬂzﬁ—ﬁf&éﬁu%kﬁ%&&ﬁoEﬁﬂfX
HERHEM (FROWTAPITHY T 5 EMIUIERER) 25, HEBFRORACH
THBRROBEEE L LTREELTHND L,

=3

EMRERES% 2 SO ELRT LEBIZ 5 L LB AREOBIKIHE R
TFoTWBZE, 55, 28 LIk, BAEWRES T L LEBERBEFOHEL
fToTnBIE,

EARETEREHE 2 FOUHFEELRT LRI 4 ﬁuiwﬁﬁﬂlﬂ"{%ﬂﬁﬁﬁﬁ@ﬁﬁﬁi
HHEZ T TEY., 3H. 24Dk, PAEYEEL & HIREHENEEERED
RIKTHEZ{ToTWD 2 &,

E i 5 TR E MR RSSO MERHE 2 T L&IT, 5 EU Lo AR
DEEFRIHEEZIT-oTHBY. 5 b, 2EMEE, BPARGRELADDIEARORA

BRDBEERIHEZIToTWA T &, :

B, AR L ABBRICB W TIHEERSO25MEB 2T 510, BEOBR
7 AR EAIE EOEOWTNBITRT R R ER EEEHEO(LFER
R ORHERERFEEORIRIC e ik & BREF o EM) L ORERELDD &
BRI LT L.




@ BADERELFREROERITONT

EHESIFRERICEFTOFEESEE SN, WECEPLOFRED, HihE - &2
EREEFAIMEROTER OEMIIWR EMSIC T T 5 {FREM, FEERREEL
A DOREER., ENESLLITITDN A ERIBE-TNEZ L,

® BfER~OR BTN T
@-1 SEE AR BT 3B

IR BRSO EERREANRA LRI, 24 BERERAHIO T, Yk
EESIERRIC VT, BB LIBIER IO U CABRS B E O CT % ORIEA OERIIC%
ERREOCKENY ANTIB LR, EbICHSTREAENRE-TWAZ L,

@-2 EFUEHFEI L 2T EHSHMICET S ES

BABRCEL IFMNRAME CKERZA T 5 EREEESEHERAE=4 ) 7
ERDICERDAY ) —=r P ETVERIE L FREIEH TE 55— AERERIE
RS TnDs L, 2B, BHEEHIZOWT, PLBE L ZOFRC+SIZEMESRAT
WaHZ &,

@-3 BHER OREIHGIELT
BIEN (BEMMEBICIN L, EEGEE, LR, 5k, SEUHREE, Xk,

BEEOTH, | TUFERF. FEEES, RREERES, mRiEE, BEE (874
RMEWNEREBTREZST) ., RITHESE. Nk, EEOHBEE, #IRMALELSE., nfusion
reaction, FefEtE M/ MRIEA MR (ITP) , BEORERIS, WIAIREME, DIEEE (b
BHIE - R - DEMEHAMGES) . ElmtEE ) T LT, YR I rBE R
BEOFEMMEZF T A EH &EE L (RIERORESH IS L TR EROREL ST
D&M HD T L), ELICHEEZAENCTE 2ERHBE-TNE I L,



5. BEHPLRDBE
[F2hiEic B+ 5 FEH]
Q FIFIRAEETEFREREOD S EF BN THARORIER RS TV,

@ TFTRICEYTDHREIIFT 3EHOE SR UERFEIZ DN TE, AR OFZHHEN
WX EhTRLT, ARORERBRLERLIR,
o FIFFRIAE ST ERERICLAREEORVWES
« YT HBIERE
o {LOMTEEEER LA LTRSS Sh BB

@ AFNTERLERASIERRICE T, REEFICBVTHRE T L TRk H
XN TWAMR, PD-L1 BELIC LV AMEOEMMARAR D Z LIVRE S DR
RELNTWVWEZ b, PDLI FRFEFHER L2 L THRAORENEOHE %
F %o EAEE LUy, PDLI REER 1%EHTHD D L AHB ShiBEIzEn
Thk, AFIDAOEFRRE L ZET 5,

*k EFOBWEE L LT, KA : PD-L1 IHC 28-8 pharmDx [# =] BERBI TS,

[Zatic B4 25E]

@ TFTRIEEZYTABFIZOVWTHAFOBRENERE ENTHWHZ b, BEZIT
bhiznr b,
o FHIORSE LIBEGEOBEEEO B B 8E

@ MEPERIOFHIC BT TRICEYT2BHE OV T, Aok EIHESR2W

B, MOBIERIRERRVESIRY , HELARREATI I L2BEBTE S,

o BHEMEMRBOEIIZEBEDH S BE

o BIREERE CHEE 2RO 5 BE R OIS O M BRI e i
LD SIERTE LB A LN D BFE

«  HERERBOSH. XXBHaRE L IIERED B ORFREDHERED
HHBE

o BEBEE GEnsERBEESS) ObORE

«  ECOG Performance Status 34 ®V D BH

(£ ECOG @ Performance Stats (PS)

Score EFR

0 | ®<HEREHTE S, EFiiLFELAHAEE R T2 5,

REMICH LVETIIGHIREND S, STTET, BIEEPE-s TOMEITIZLHETED,
il MRUNREE, FES{EX

_a—

3 BoHhiBAOEOBEY DL LHTERV. ANO S0%EL L&~y R Tl T 7,

4 | 2<ENTRY, BAOORY O EEETERV, RSy FOBTTRIT,

10

LA METHSOIOR Y O LT < THREFEBELETE AR, BP0 50% LX<y FATRD




6. BEIZBLTEETREHE

O TS FES L, BERFGEEVRET 2 ARSI E S AHOFERCETES
HOEDIZVERERETSICEBMRE L ThBERTBEZ &,

a BRI e, $%RM%@%ﬁrﬁﬁﬁ&UF@&%+ﬁm%L FMEZE
ThbERETHIE,

PD-L1 BERFLER LI LA OBRENTEHM T2 Z EBEE LV, PD-LI
FERFEHR TERWVWESIIL, FROEROBET 2 HIICHE L ET&E5T5
&,

ERBER O A Moo T

@

&)

MEMEMRERHOND Z B2 DT, FROELEICHE > Tk, BHRE
W (PRREEE, Sk, RBEE) ORSERUINE X SRAEOEEE, BEr1+5

AT T, Ei MELHSLTH@% CT. MFE~v—b—FEDKRELERT 2

&,

FHNIOFEITEED infusion reaction 1218 2 TREMIC 4RO TE 34
HZIT -7 L TR T 5 Z &, F£72.2 B B LI OARFHE 58T infusion reaction
BHobndZLbbHBDT, FABESEFRUERZRERTEE AL FTA
YEUESTHE BEORELX +HIBET 5 L, 2B, infusionreaction %
FERLIEBEEICIE, ETORERVERNZL2IEET A TRE 2 +oEE
THZ L,

RRIMSEESENH DD Z L3S 20T, FEOHFEEEARIE U5 HIR
*mi%%h@%ﬁ% ERE (TSH. WM T3, B8k T4 £0RIE) 2EHT5
Tk,

FHROBESIZLD | BEORERNGERT 3 LE L bha B RIEEOREE
BhbbhdZ eRHs, EEMEDLLREESICE. BELEERIIELT
HFAR 2 milk & BB 2RO EM L8 U CEEIREMZ 21T\, BEOAE
RIS & D EHEAB RO HEICIL, AROKREIITE, RURIERER
NECRDOBREEEZEERTHZ L, 2B, BBEREFRNVELOBEIZ L VEIE
ROBERBD bARWEERITI, BIERESAE A OSSR OBM
HERT S,

BEHTH, BERA»LEIARB L THLRIERNBRTAIZ L BDHEED
AR OFTEHETRICHRIERORBIC+DICEET S,

| BBERR (BIAE 1| BIEIRE 2 5te) Bbobih, HEEFEEF b TV F—o
KEDZZLAEDHDOT, AE, B, BREFOERORELMEEO LRI+
FHEETHZE, 1 BERFREELDNZBECEREZTEL, AR ) 8
FOREEOHENZABELZITI 2 &,

FHRIDERBRICBNT, BHERIEAD 9BR. ThEFEL, #58HE15 14
R 6 I8 2 & ﬁ«’lﬁ?jﬂf@"ﬁquﬁﬁ%ﬁo TN Z L E2BERE, FRRS FERN
CEIRDHERBEITO Z -
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EEERHMEET A FoA v
=R w7 (BETEHRL)

(BR324 : A7 O—RARSE 20 mg, 7 P— A RE#E 100 mg, 72—
RNIRTEHE 240 mg)

~ B ~

Yrk2 94 H (B3 041 1 AET)
B4 B EE
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1. IZU®IZ

2. AHIORE, ER#F

3. EREERR

4, FEFRIZDOWT

5. BEXGE D BE

6. THEITBHELTHEETN&HEIE

P2
P3
P4
P12
P14
P16




1 ¥z
EEROAIE - REUOHRDI DT, B TELIESVCHERERIRD -
bid, &b, iEFEORESHTOEINC LY | FEKERRR EORFRFTRIEN SR
FEZESPERINZHT, ThbDERRFRICVNELRBEITRET S 2 L BRED
ML o TEY RFMBOEE L WEOIATE 2016 (AL 28F 6 A 2 A RERE)
CRVTH, SHNEELSEOHEMAORBILAEEZRD L L ERTNE,

B e ERR T EBERRRA T e 7y A AR EOEEL LB L MR
RBEZERDD, ZOkD, FOERUEZEMERCET HERS -8 HET 5L TOM,
UERLOBEE M ET B L ERPESNEBEICH LTHAT B & 2 bic, BlfE
FRRE LB RERINE & 5 2 L R —E OB R 3 BRI TR
THILLEBEHERTHD,

LEe#io T, AHA KTA T, BRBIMR N E TIB LN T BEFREM -
R Ric 5% . T OERMOSEREAEHEET 5BURN b RBERER, BX
FRUHEFEEZTT.

BB, FHA F7A 0k, MIATEEAERLERGSERCHE, ARHREBEARR
FERIER S, — A B ARRAREQ RO EHEA B ABRSNFI O
hob EER L

WL R AELET &7 P—R AR 20mg, A7 PR ARHTHE 100mg, ATV
— R 240 mg (—RA - =R (EETERZ))

HR L RDIPEUIRE  RIGEIBRARE X ILEBAL OB RS

WL RAAERURE  BE, A= <Y GEEFEEEL) & LT, 1E240mg
% 2 MR CEREiHET 2,
(LR EARBER ORIBTIRT IR EOF M x LT
AV AT (BieFEfz) SR 2581E. BE, BRAK
=<7 (EEFE#z) & LT, 1[E 240 mg & 3 BEHE
T 4 ELAEET 5, 20%. =<7 (BEFHE$RZ) &
LT, 18240 mg # 2 BB CRABIHET 2.

B3 Bk % A NBER TEERS

(B%E)

WX ARSI B9 B Y — AR A SRR S0mg (—iR4A A VY AT GEETHEER))

ORISR, MERUHE

%) BE X 1 B R IRBUBRN RIS O B HlE

AEUOCRE: =FArey @EFHRRL) LOFRAIKBNT, BE. RAIKEA

P Aw7 (GEEFRELZ) L ULT1EI mgkg ((KE) % 318/H

FEIFE T 4 B AEEET D,




2. AR O, (ERERF

A7V — R AR 20 mg,  [FATEERE 100 mg & UR AR 240 mg (—ff4 -
AT (BETHEEL) ., BT, TAAD) 1, MFELTESMRNSHE A X LY IR
ATV RA ML Y—X R7 47 (BMS) 3£) BFEF L7k b PD-1 (Programmed
cell death-1) 1242 MR IgG4 E ) 7 u—FAHETHD,

PD-1 i, EEM LAY 38k (THIFE, BAMRR T F 2 I 0% 7 —T MiR) RUE
BERMIIZHER T 5 CD2R 7 7 I U — (T HfOEHAL 2 MBI IE & Al HIET 54
FH) KBTS RGKTH D, PD-1 EHEERTHICHRET S PD-1 YA F (PD-LI
BUPD-L2) LEA L. U rBRicHiBtE S 7 A2 EEL TY 8RBt bikE s
BICHET LTS, PD-1 U H > FIZFFRIRTHREAMC E b otke REERS RS
LTRY, BERAEBE» YRR L BEMRIZIBITS PDLI ORBR LR OLT
M & ORMICAOHBEGERH 2 Z L BAHE I TS (Cancer 2010; 116: 1757-66) ,
E  BHRABERE CIHEREN THRIELET DA vF—T7 xarH < (IFNy)
X2 TPDLl OFABFEIN, &8 U EEASICBIT S PD-L1 OB - HiD
EHFHM & ORI EORBEREYH S L 0t b H D (Sci Transl Med 2012; 28: 127-37),
S HiZ, PD-L1 %GR XA AMIRE, HURERA CDS Bt T Milaniiiaiss
EHZETSEE0, 5 PD-LI Hi{&T PD-1 & PD-Ll ¢ OESEHEETS & F0OH
GEEEREET I ZEBRENTWDS, FO I L2035 PD-1/PD-1 U 2 FEEEIL, A8
AR GRS RS T MiaA b ORES F BHET BBFED—2 L LTEL LR T
Do

AFNL, FEERBR O RN b PD-1 OHASESE; (PD-1 U v FESHER) I2/HE L.
PD-1 & PD-1 U FEOHESEFHEETAZ Lz, BAFRKERAAYR T Hla0E
AL OA AT 2 laE EEE 2T 5 2 & TR RIS R 2R T
T ERHERRENTWS,

IRHDHMAND ., AANTEMEESE I T 2 H - RBEREIC R VB2 bo bW sh,
BB g b LR S L A4t B2 R OB EENER &N,

AHNOIEREF I &S GREDREFUNC L 2BERE RS bbh, EEXIIETIZ
EDWEERDH D, FHORETRUEREGLITE. BFOBEL ATV, RENE
B O HEITHE, BB U FRICIE B2 A & BB OB L ES L CE
DRRERIRE 21TV, BEOHEERIGIC L 2EHEHREDNAGAIIX. BIBREHR LV
TR OBREEDBEYNRLEEZIT S BEYRH D,




3. EREREAR
RIS SR TER M OB MRS O KRR EM 21T - L ERBKAROBE %
P B

[F%hE]

DEFILFI S MRS (ONO-4538-03/CA209025 FE)
MEFAREEREZETIHELESH (TXoF=7, A=F=7, V7727,
2R R=TE) RETERREE R 2 BT ISR o B I R M s R
821 il (AARABE 63 HEEl, FAFEE 4104, =<V AREE411 6] ZExiHic, <
~r Y AREXBE UTHHA 3 mgkg & 2 BERBETRITHFELL & 2 OBHERTR
ME R Ui, TEFMEER THALETHM (BIT. T0S)) (il [95%FEK
Bl ) k. AFIEET 2500 [21.75~NE'] B, =<_o U ARFET 19.55 [17.64~23.06]
HATHY  AFNTTAm Y AR UHRHENICERREEZ R L (AP —FH0.73
[98.52%{E#IX 8 : 0.57~0.93] . p=0.0018 [/&H logrank #E] . 20154F 6 J 18 HF7—

FHy hAT) . - '

1.0-4%
0.9-
0.8+
0.7
o 0.6
1F 0.5
* 0.4
0.3~
0.2+
0.1+
' 0 3 6 9 12 15 18 21 24 27 30 33
at ;iskﬁ ﬂiﬁ%% (R )

AFIBF 410 380 359 337 305 275 213 139 73 29 3 O
INOULAEE 411 366 324 287 265 241 187 115 61 20 2 O

M1 OS ORI O Kaplan-Meier #if

—A— FHRE
P INJLAEE




i, HARANESER 63 6 RATRE 37 #l, =~e U AAEE 26 ) @ OS (HdLE [95%
BEEE] ) k. ARBET 2737 [23.62~NE] #8., =<l AAFET NE [NE~NE]

BATHoT (HNF— R 1.50 [95%EHER - 049~4.54] ) .
o EEAREE (BLF, A8

1.0 =3
0.9+
0.8-
0.7-
4z 057 _
= 054 @ TROYLAR
Foad
0.3
0.2
0.1
0.0+
0 3 6 9 12 15 18.21 24 27 30
at risk ETFIR (B)

AFE 37 37 3 35 35 34 24 16 8 4 0
INRALREE 26 26 24 24 24 24 20 15 9 3 0

B2 RAXRALHIZB 5 0S5 OFRISENTRFD Kaplan-Meier ghi




OEELERPSIIERE (ONO-4538-16/CA209214 FER)

(LSRR TAHRT OHEFTHE RS M O B MR B B AR FB o 1,096 B (R A ABE
2 HEEL, A ) AT (BETHERR) 0A GIT. TAAl+-A ) L)) 2EE
550 ffll, A=F =7 BE 546 Bl) BHBRIT, A=F =T EHRBE LTAH+A LY AT D
AR O REt Lic, EEMZEE TH S International Metastatic RCC Database
Consortium (EAF. [IMDC] ) Y A7 548 @ Intermediate LT Poor U A7 DB (KX
+A VY A TEA5 G, RA=F=TF 422 F) 2B 08 (FRE [95%EEERM] )
1. BFI+ A E U A< 7EETNE [28.16~NE] I A, A=F=7F T 25.95 [22.08~NE]
HHTHD, FF+A Y b T HIRA=F = 7RISR LR FIICE R RERZRL
7= (= KL 0.63 [99.8%{SHEX R : 0.44~0.89] | p<0.0001 [JEH log-rank BZE] | 2017
F£8BTHT—FHy  ETT) o

* : BHNSHIC AT AL EMEORKEN 2 VEY, XL, UTOSMIYRSEREIC DR,
AR BN I L 1 RS OMWRTUIITE Ml (22 L, mASPrBUNmRE T
(M F. IVEGF! ) XidVEGF ZEMEIME LEMER] BIGFS R, AR
HANETRE ORI G 6 7 H U ERBRICER LI
*9 : AH 3 mgkg BHE) & €V b+ | mgke (KE) & F A3 AR T 4 BRI L%,
#5793 mgks ((EE) % 2 BRIMIECARRE L, SHARSEICEV TR, AR2RMcRy
L. 4 U Ae T i2AROREHET 5 30 5Ll EoMfRE TR 52 Lx,
*3 - BUFOO~@OWFhic %Y Ly Ao Favorable U 22, 1 XiX 2 THE TGS
Intermediate ¥ 27, 3B L L& THEAICIZ Poar Y R 7 L 3T,
OB & DU SN TH HARROEEREYHTE T 1 R, @Kamofsky —HRTE 80%KiH,
B~ 7 1 UAEAS R TR, @RI AL 7 AMES 10 mg/d) #BA D, @F FEREMR
I L ER A5, @M/IMREHEEE IR e 5

1.0~
a9

Probabiity ol Overatl Sunvval
=]
in

— A Y AR
0.2 ———— ARG
CRUA {18

0.3
.0
¥ b 13 - T E) Ll L} L] ¥+ " +
o 2 (2 » - Az 15 18 k41 24 2y X0 ;2
ool Sanvseal (Mondn)

R4 A VY AeTRE 425 3 are 348 a3z ae 300 23} 119 45 2 -3
A=Fo=7E Az2 387  3sz 316 FBA 253 RS 1S B9 34

®3 O0S OHEfRITEEOD Kaplan-Meier Hif#
AT EER « Intermediate 2 TF Poor U A7 [BFE
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2k, EEREREIHERR (ONO-4538-16/CA209214 RER) 2B WT, IMDC ) 27
S3¥R7S Favorable U A 7 @ RBFIITEETMIE B OfRITHRER & Shiabotz, MR
BRITHAAN G- Favorable U A7 DBREFEOF —F it E3%, BREOTHEITE2IT-o 7=
R, AH+A Y AT HELEBE L CR=F =R TRERERSE LA TNS (F
=),

e
~N

&
o

o
W

Probability of Overall Survival
[~
(1]

021 — smeqryLeTm
————— AR
0.1 ORTEA « iTE S

=
Ee
U pap .

.0
L) N i 1 N i 1 v R 1] oy T R i L) i N k N L]
o 3 6 g 12 15 18 21 24 27 30 13
Overall Survival (Months)
AA+AEY A-FMEIE 124 1200 116 111 108 104 SB 78 27 2 1]
A=F=S% 124 #3118 117 114 10 103 104 84 32 3 o

- B44 OS OHRIEEHTERFD Kaplan-Meier fiii
FRAT RIS 4EM : Favorable U R 7 B#



[Z4tt]
OERSLFEMAERE (ONO-4538-03/CA20902535)
HEES LA 397/406 5] (97.8%) . Tin Y AREE 386/397 ] (97.2%) L..m
B, BERIE L ORERENTE T E WA EESIIARAIRE 319406 B (78.6%)
T Y AR 349/397 7] (87.9%) BB LA, WO TRERR S%JAJ:CDE'H’?
HIETEOEBY ThoT,

# 1 VThh QR THBEES 5% EORHER
i (%)

BENXSH

LA *ﬁ‘lﬁ =~u hAK
406 397 5
(MedDRA/S ver.18.0) % Grade  Grade3-4  Grade5 2 Grade  Grade3-4
2R 319 (78.6) 76 (18.7) ] 145 (36.5
BB L R R i e R
L. ___ 32 20, 9) . 94 (23 7 31(7.8)
N IIJ ﬁlﬁuﬁ {&ﬂm 24 (5 9) .
LIiE ] 4 (5.9) 1(0.2) 0 21 (5. 3) o
THi 50(12.3) 5(1.2) 0 84 (21.2) 0
;Y 57 (14.0) 1(0.2) 0 66 (16.6) 0
(WY E (2.0 0 117 (29.5) 0
ML N 2469 ) ¢

TR ERRMER LTSRN ORE S L
R 18 (4.4) 1(0.2) 0 33(83) [}
S 134 (33.0) 10 (2.5) 0 134 (33.8) 0
RO 2 AE 117N 0 0 75(18.9) 0
AT 17 (4.2) 0 0 56 (14.1) 0
T 0 0

T A e T e ik
M=v2Asye —}lffﬁilll 24 (6 0)

Bt L7 F =8 33(8.3) ]
i

U PO

HalLAFO —-Mm!ﬁ'z i} 29(7.3)
e LB 5(1.2) 0 46 (11.6)
F R ZUED FlfE 0 64 (16.1)

ARk 0 82 (20.7)

R E e e B ey -yt i e e G i
it 27(6.7) 1(0.2) 0 14 (3.3) 0 0
k] 237 {1.3) 0
BRI RAT 1127 0 0 51(i2.8) [} 0

e 24 (5.9) 0 0 19 (4 B} 1(0.3) 0

TR s LR e SRR T sl
[T 36 (3.9) [} 0 77 (19 4) 0 0
WO (B3R 30(74) 3{0.7 0 51(12.8) 2(0.5) 0
EHM 3(0.7) 0 0 4] (10.3) 0 0
fitifigt 16 (3.9) 0 58 (14.6 0

(BN S & OB T ARRERR S e Ll &
XIEBR R & 12 (3.0) 0 (] 20 (5.00 ) 0
Jirdidun 26 (6.4) 0 0 33(8.3) 0 0
S - DETERNER SRR 4(1.0) 0 0 22 (5.5) 0 0
F DB 57(14.0) 0 0 39 (9.8) 0 ]
RBiE 41 (10.1) 2(0.5) 0 79 {19.9) 3(0.8) (]




7k, FEEMRE 196 (4.7%) . R 14 (02%) . BEERRRIE/ S A4/ 35F—56
Bl (13.8%) . K% - BEEOTHI 1061 (2.5%) | 1 BIEERA 1 61 (0.2%) . Frepens
T a6 6l (11.3%) . FF2e 160 (0.2%) . FURIRHBAERES 34§ (8.4%) . FhRREE 55
Bl (13.5%) | BHEREE (ROTREEBELS) 28 6 (6.9%) . BIEHEERSE 6 fF
(1.5%) . infusion reaction 21 % (5.2%) . BEIEOKREE 4 5] (1.0%) . TIEMEEE
BEE 26 (0.5%) « BEE 1 Hl (02%) RS 5L 18] (02%) BARDOhE, F
Te. EAERGEODE. USSRt/ HEREER, TS - BT R U IR AR ZE
RIEIZZED bz ote, REWEARBRAIIEESS (BRREERYEED) 25
eEFHERETRT,

QEERIRAFMEFSE (ONO-4538-16/CA2092147X5R)
FEFRIIEF+ A © U A~ 7 EE 544/547 51 (99.5%) . R =F =7 BE 532/535 4 (99.4%)
KR oh, BRELOFNREGRBTECERLVWEEFERIIFA ALY AvTH
500/547 ] (93.1%) . A=F=TB 521/535 B (97.4%) ICBH BRI, W OFE
TRARN 5% EORWEHIZ TROEBY Th o7,
2 WP OR TRARN 5% EORIER

. 1% (%)
WM FATAEY Do T R=7=7T
" 547 451 535 #51
(McdDRA/ ver.20.0) % Grade  Grade3-4  Grade5 % Grade  Orade34  Grades
SRIER 0( 00) 521(974) 335(626) 2( 04)
AR RIS R e 3847 B o
Frdn 34( 62) 83 (15.5) 24( 4.5) ]
[Efik#: 7 hd i( 02) 0{ 58 3( 0.6 0
Srep R SE 69(129) 32( 6.0) 0
g
RS
el Loy AR ety 28( 51) 11 2.0 |
HAR G EERE TOAE e 59(¢108) 2( 09 0 12¢ 22 0 ]

!Ihﬂtﬂﬁ% I FAE 134¢250) 1( 02 )
07686:4; it

38('69) 3¢ ) 1( 02)

0 0
9( 1.6) 0 0 30( 5.6) 0 0
35( 64) 0 0 T3¢ 7.3) 0 0
145(26.5) 21( 3.8) (] 278(52.0) 28( 5.2) 0
3¢ 57 0 0 32( 6.0) i} 0
15( 2.7 0 0 96 (17.9) ] 0
3( 0.5) 0 0 27( 50) 0 o
6( 1D 1{ 02 0 55(10.3) (i} 0
109(19.9). 8{ 1.5) 0 202(378)  6( LI 0
23( 4.2) 0 0 149(279)  14( 2.6) 0
30( 10.8) 0 0

COIRME | AT4(574) 850G

91(170)'

72(132) © 8( 1.5 0 o
202(368) 23( 42) 0 264 (49.3)  49¢ 92) 0
IR ORE 0 152(284) 14( 2.6) 0
HHHETRE 0 0 0
e 1.0 L
? A AL B ey Vo 00 TR g
FTi= /7\/F7/Z7m7“
EHtin 60(11.0)  27( 4.9) 0 50( 93) 8( 1.3 ]
T Z—HE8n TI{13.0) 31( 357 ) 41( 1. 17( 3.2) 0
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il (%)

B HAACY hT TR A=F=TE
(MedDRA/J ver.20.0) 547 4 535 4

4 Grade Grade 3-4 Grade 5 4 Grade Grade 34 Grade 5

T AN R TET R P TSRS

=7 —HEf 38(10.6) 19( 3.5 0 49(¢ 92) 7( 1.3) 0
p# L7 F=8m 35( 6.4) 1{ 02) 0 i5( 6.5) 2( 04) 0
T b ARG B 2 o HEN ¢ 2.0 0 0 30( 5.6) 0 o’
U o 8—F RN 90(165)  56(10.2) 0 _58(10.8)  35( 6.5) 0
RIS 3¢ 0.5) 1( 032) 0 40( 1.5  23( 43) 0
1 RS 4( 0.7 1 0.2) 0 73(13.6)  36( 6.7) 0
R 18( 3.3) 0 28( 52) 0 0
B ERBGEL 6( LD 0 A0(¢ 75 ¢ 2 0
CRESEUERREE T e (2R L e 10T C368Y B e
Py 28( 5.1) 0 16¢{ 1.9 0 0
__ TEkEnR - 750137 ( 0 3(249) 0.9) 0
R FELCEEHRNE 149,272y 14 Qi 10226y 50209 il
Mt 76 (13.9) 0 39( 7.3) 0 0
% Pasas 49( 0.y 0 26( 4.9 ] (]
M 17( 3.0 0 36( 67 1{ 02 0
R e (A9) . AL L 20yt G o 053 (AT3Y L G Y 0
GRS 31( 57 179(33.5)  1( 02) 0
..., S 309D J65(1any 10y 0
ﬁm&%hﬂﬁgkggﬁmﬁﬂ i i:;’107(196):'f3{'3“" L 2 T gy i B
G . 45( 82) 31( 58) 0 0
[EE0K PR 5E 3 57 33( 62) 2( 04) 0
Al 0 55(10.3) 3( 0.6 0
., DB o 32(_59) . 0 0
IEMBIUETESESE . 289(528) 0 20 A YSR669Y. 58 C108) i
Jied oo 40( 7.3) 0 46( 8.6) 0 0
EHEA A ] ) 29(¢ 5.4) 0 0
Fit . RIERRNE T SRR 3¢ 0.9 (] 231(43.2) 49( 9.2) 0
% 3 IE8E 154(28.2) 3( 0.5 0 49(¢ 9.2) 0 0
%5 118(21.6) 8&( L5) 0 67(12.5) 0 0
BER gk i 50( 9.0  8( 15) 0 22( 4.1) 1¢ 02) ¢
BERTEE 2( 04) 0 0 27( 5.0) i} i}
T S B 0. #3800 0
e T T A e ) Al e TS CART)  RTCLed) e O
EaiE 12{ 22 4( 07 0 216 (404)  85(15.9) 0

¥, AF A VY b TREICEV T, MEREE 136 {ﬂ (24.9%) ., FPEEREREE 08 44
(17.9%) . HILRISHREEREEE 147 B (26.9%) . BHEAEMEE 46 0 (8.4%) . PAEIERNR
B35 (6.4%) . KB - HED THI36 ] (6.6%) EE@&J&@ 220 B (3.7%) .
TRAKSEEREE 24 5] (44%) | BITHEEREE 3261 (5.9%) . | BURESRSE 5 81 (0.9%) .
BEg 748 (1.3%) . EIEREESEE 1 6] (0.2%) . MM - BEfEZ 245 (0.4%) . infusion
reaction 22 il (4.0%) . 52 & 5 A4 2 5 (0.4%) . DB 1] (0.2%) . 2% 2 41 (0.4%) .
B AR/ S A F—102 B (18.6%) . AP 74 (1.3%) RUFHIRILRZERE 2 61
(0.4%) BEH BT, Fi-, AEMm/ MRS MERR R CRLEEFERZITED N
Rhoic, ABMERABEKRIIEEES (BRREERR2ED) 280EERET
R
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(R - BE] :
AHEOFLEMBEDBEECTAFZMA LY I 2 b—Ya itk b, K513 mehkg (&
H) T 240 mg % 2 BREERG TH L L BROFF O i FRESERT Shi, ok
R, A 240 mg ZRE LBREOBEBRIL, &4 3 mgkg #HE UTZBEOBRER & ik
LTHEEZRTLETFRAEShEZbO0, AFRABBESWTIEEERHERINL TS A
% - i (10mgks % 2 BRIERCRE) TARZES L BOBRER & ik L TRE
ERTLFAENE (THR), ML T, EEOBEICRBIT 327 —FI2E5&% , A% 3mgks
(fREE) 311240 mg % 2 BB TS LEBROARORER L FEtE X3 Lt
OEEZ BT DRETETABPEBE SN, YZEEIZ >V TREMTFbh SR,
FRRORE - REOM CHSMER U RS RZEREIRWETFRISE, 12 B
MR EFICRT 27 —FICESE, KA 3mgkg Xid 240mg & ¥'Y A< 1mgkg
% 3 HEFRTES LEBOFROREE L 2 olEL RN T BERSTT
PSS, HEEEICOWTHRFIYThIIER. LROFE - BRORcRek
WHARERZZERITIR W E TSN,
#3 FHOEDURE T A—F

M - R Crnax Chindi4 Cavgdi4 Cinxss Chinss Cavgss
(ug/ml) (pg/mL) (png/mL) (pg/mL} (pg/mL) (pgfmL)
3 mgfkg QW (35.521 ?0.8) (10.11?'264.5) (17.21?'333.9) (75.1){3171) (27.612,.: 07 (42.717,"1527)
240 mg Q2W (51.712,';]03) (15.22??4.6) (25.31?;:7.8) (102,5254) (41?57,‘?58) (62.11(,)£: 37
10 myks Q2W (14}/?;_19) 1 621 '739.2) (79.90(:'?14) (33?,9232) (mi,l ; 13) (233,7235)

I (5%47,95%2) . Q2W @ 2B MIMIRA. Coax ¢ TR 5 8 DI MK PILEE . Coioara : FIEER G514
A B IZBiT 5 BAGm i# PRI, Cogae : IS E140 B £ COTHMBHERIE, Cougs 1 EHREEICE
2R M FEREE, Coinss : EHREBIC BT 2 RASMBHRE, Cogs 1 ERRBIC B 5 T M &
i7::3
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4. HEEIZOVWT

(TR EETA RO R TR IR 8 RS M o BRE E T iE A B 54X, &R
ik & UCHERAENRE (FfE) MBREbh TWwaZ Ehbh, YikHELHICE
HCEAMRTHAIVERDD, TOLT, EEHTRA7EEE RMP) ILESE,
AE O EYR FZMEEES ~OW A KR35 BHE ThH o T, AR ORI EEIRR
EEBE - BEL, AFOBRSICIVERRREAZRR LEBISHR T I EBBE
i, LTFOO~@DTATEMWITHRIEBWTHERTIETHD,

O HERiE2NT

D1 TR 1) ~ (5) OWThHCHEETIHRTHDLZ L,

(1) BEESBHRENEETDRADFRELIARES EhER RN ASFERIL R,
HUIR A A B LA e, HURAS A HRRE AR &) (R 30454 A 1 B 1437
HEER)

Q) HEeRbt (ER29F6 A1 Elaa‘fﬁ 85 Hiax

(3) FEFRIMTEAEET DD ABTELEHE (7S A BRI R, 25 A R HGHS
Bk, BABFERSEERER &)

@) AL FRERLHRE L. AR EERERME 1 ISR e ERREINEA 2 OiisAAE
WARBBHEIToCWAHER CERL28 47 A | BER @ 2540 HE5%)

(5) PUEMEREHRIALT FEME OMBREEIR S B ET > TSR (TR 28 £ 7
A1 B 1290 BEER

-2 'E%B]HEFGME‘?‘%%EELUEIH’E% FEBIRFORIZA- 4370 505 & BB F-OEAT (T
KOWVTRNITIEE T HER) 2. BB EROARIHET 5 EROREE & LTERE
ENTWHZ L,

e

. EEAEAY 2 EONMTHERRT LB 5 E 0N ASROERHER
FoTNBE b, 55, 24 ER. BSAEMRES & LEERIEE2OTFES
TFoTWnBZ &,

. EMGRHERBE 2 EOTMTHEL KT LBIC 4 FLLEOWRBRZORKTHE
FIToTHEY. 95, 2EL T, BHREOHRARDIREL ST AGROBR
PHEZRTH-TWD I L,

@ BEROEEMERTEOKHIZONT

EES EAEICEE T A EIESEE S h, A L OFRED, At - R
SRR OB R CEMEC T 5 FRMS, FEFERRELEEGORE
. BRBONITONAEHIRE-TNLZ L,
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® BHERA~ORREICONT
@-1 HEEREhlicE+T 2 EH

MEMEMERSOEERBERNRAE LRI, 24 BHZEES O T, Yk
IR IC BV T, BB LEEWER IR U TAREER T CT S0RIER DE5 L_z\
ERREOCHRPEATIE LI, EbLICHIEREREHNBE-TNE L,

@2 EFREER I LAFEFESINCET ES

BABRICEE L 5 MO RMBR O EELZH T 5 EREEENEEAT= 57 PN/
EFEDEEROR Y ) -2 P RITOERE L B RE T 3T — AERE
fachTwna L, ok, BEERICOWT, BABE L ZOFEILHHICEMERT
nwaz kb,

©@-3 BHERORE-CHMEIZBEIL T 4
BER (RIEMERERRICMZ, EEGEIE, LIk, g, SEUGRAHE. KB,

EEOTH, | TIRERE, FrEMEREE, FRIREERE ﬁﬂﬁﬁﬁ%\ FhEE (T4 -
RAEFEMBLEZED), BIBESE, Hmﬁ% EEG)B‘EJ“;’ =, BIRMLARZERIE, infusion
reaction, SefE i M/ MR EEEBTE (ITP) ﬁgwﬁiﬁ}im JRRE R, JDOBEEEE (D
FHRED - R - DEBHERSMES) . Bl mEE) ox LT, MR IR EE
BB OF A F 9 B ER &ERE L (BIER OBEF-ox Bl L CHEE g Y 21T
LRI HDZ L), ELICHDRABER TE B EHRE-THEZE,
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5. BeERHERHBE
[Fathic 3 5 %1E]
O TROBEFIZBWIAHOFTHENRIESL TS,

o IMEFHEMEEALZATHIREEEER FXoF=7, A=F=7, V77
=7, XY R=TE) RETEHREREEH T SRIBBRTRIER L0
SR EE (B E)

o {EEERUESRIEROIMDC Y A 7 S8 A Intermediate X 3 Poor J A 7 &V o>iRiEH]
BRREIIEBE O BHIMERE () AT L OFARE)

® TRICHNT5AEICHT BAAOR TR OEAFEC VT, AR E
BRSLSNTHLT, AHOBRFREER LAV,
. EEREREREE RO A h A CEEAOROBIEREE AT 5 BB
BAKI B .,
. R,

G [Epest FAMHERE (ONO-4538-16/CA200214 38) 1BV T, UTFODO~@DWVTHITHEL L
2NEAITIE Favorable U R 7, 1 XiZ 2 A 272 T4 Intermediate ¥ 27, 3HA LA E&#727
BAITIE Poor ) A7 L ERTE, (6—TVER) :

SHENAEE & B S h T b ARBROEERBT T ET | FRW
Karnofsky — R AE 80%A

~E YT A B T R

HIEHDO DN T MED 10 mg/d! ZBZD
ATk A IR A B 2 5

H /NS FE I LR A B A D

CISISISICNS)
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[ZeticB 5 HEH]

O TRIZZYTIHFIZOWTHAROREREZD E ENTWAZ b, 52T

iz e,

*  FHNORESICH LRESEOBEFREOH 5 HE

@ HBFERIOFHICBWTTRICEYS T 2 BFIC 0Tk, FFloRSIHES 2N
B, MOBFERER2WERICRY, BEEAREZERTAZ L 2EETES,
+  BEMMEREROASIIUIBE D H D BE
 MEREEGRECHEELRD 2 BE R UEEMEO KRR Ryt ik
EOMITRIEEET(LB A ON A BE
«  HOAERBOA, IEHALE LAIEREOE CHERBOTERD

HHEE

«  EBBEE GELSNEBEELESD) Obd BE
. Karnofsky Performance Status 70%:&5 &2 O B#

2 Kamofsky Performance Status {PS).

Score

E

EH OB, SN 2EBRLER,

100

EH. KRIHT 2 BEORLBR, BEERS
L,

0| BCEAEREHLY, EARHTE
80 | 270 BHAERYEHHA, FH L TERORE T
s Sy EE DG . i, ER . 3
BB LR, BECARTRT, B | 0 | Dy DA OREHTESN. EHORS - S5
E Ekkiz g = = -
AR S 2b0THD. | & | BaicaBht LRCESh, LE VS AUIDE
: : 0| RRESE LIRS LU R BT AT L

0| BT, BOREES L ORI LS
S0mY 05 s pBTeE R, R | 30 | ECBITS ARSLEESRRE LTSI
N MROEMELRL T KR % | FACEE. AP EE AR AR LT

= = ° 10 | #BHPE-TND
T
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6, BEICEBLTERET&SHE

@ HBASCEZSICM R SEEREEE D RAET BRI 35 & ARF| O R K USEIEME
RO LERERY FHICEM L TreERTHZ L.

@ ILEEARICESI D, BE NI OFERCESERCEREE HATHAL, RELE
ThbFEGTHIL,

® FhBHERAO<RXT AL MI2NT

REMRER D bha 2 RhHADT, FFOEEITHz-Tit. BKRE
B (PRULEREE, ik, REE) OREFERUIR X ARECRES. BlEL TR
AT S Dk, . BRERSUTHEE CT, MiF~—V —SOoREEZEMT D
&, '
FF|DEEIIEE O infusion reaction 12l % CRBKFIZ+HRFISOTE HYE
BT -7 L CHIAT 5 2 &, 7.2 B B SO AFIIR 5K infusion reaction
RBeHobha 2t bbdDT, FHHEGFRUFAFERTRIZ A FATA
VEBIET A%, AEOREL THICBET 2L, 4B, infusionreaction &
I LRSI, 2 TOMEBERWERSE2IEET 5% THRE £-1-58%
TAHZ L, '

Rk ERERD bbb = L33H 50T, AF 0% 55T U S
3 BRI FR AR (TSH. iBE T3, il T4 EORE) &HET S
&,

AR OBE LV | BEOHRERIGCERT 5 &2 b bike REEOHE
RHLPREI ENRHD, REARBDONLHEICIE, BELEERIIGTCL
PR A A e b RRER B O BE AN & S L OB R RN ATV IRE DK
e X B RIEAREDN 2 BAIIE. AFOKRETHIE, ROBBEESR
NEVRIOBESEERERTD L, 2B, MBRKEFRLEOREICI D ATE
HOMERRS bRABVIESIIE. BIBEERVE - UAORENHFOEM
LERET D,

BERTE. FCAE»LHL AR L T LEERANRETZZ L BH DD,
AFI OB E/RTRTHEHEAORBRICTFICEERT 5,

| BUgE AT (BUE 1 BMERm R S) Abbbh, HRFEES 7V F—T A
KEAZERHHOT, OB, B, BHZEOEROFERLMEED LAIT
SEETHI &, | BERFEAEDh SRS EZRIEL, 1A R
Ko 5E0OBEOMRREEITI Z &,

@ FAEIOBERBIZBOT, {LRRENRERE IR 3 BARE TR REE,
b 14ERAE S ERE T b {LERERIBEEFI BT B4 Y A T HHARS T
WS D 1 AR 6 BB T & (WIENT 12 8RE) (CEBMEOFGETT - TV
o r L EBE. AREETIIESOCERRE CHROMEETI Z L,
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XEEREET A R A v
=hn<=T (BEFEBRL)

(BR7E4 : A7V R RREEHE 20 mg, F 7Y —FREFEE 100 mg, F7 00—
A ST 240 mg)

~EHBRERT XY U oE~

$&29$4ﬂ($&30$11ﬂﬁﬂ)
BT EE




=273

U I

AR ORHE, TERAEF

b LR A

HEERIZ-DOWT

BExRE 0 BBRE
WEICE L THEETREHFR

A o

P2
P3
P4
P8
P10
Pil



1. T

BEEA DA « RRMEORRO T DICIL, T BT ESWIEERERNRD
bIB, I BT, ITEORERHFTFOERIC L v, FUKERR L P OEHE 2 H /R
FEEMDERINIT T, TR ODEESLZEICLERBFITRMEET 3 - L S8
ML o TR Y RFEMEGEY & WO AL H 2016 CPRZ 28 426 B 2 A HIE)
WBWTYH, EFMERLZ0ERORBLEERXRNE L Eh T3,

LI R S T L, SRR PR AT 1 7 7 £ VREEOELT L b B
REZENDD, ZOED, HPHERCESECET 3RS TSEHT 2 2 TOM,
WRERAOBERR ST - LSS NABREICH LTERTS L L bz, BIHE
FAMFEER LB BB RN E & 5 2 L NI — R OB E R s
TARZLREETHS, | |

Lo T, BHA FIA4 T, BIREBECINETIZEON TV A ESESEY -
RFMRAMICES S, UTFTOERSOBERER 2 HET 2BAh b L ERER, 22
FHRUREEEEFRT,

BRI, BHA BT A 203, MITHEAEESEFASRA A, AXEREARA
BRIEE RS, — B D EERARES R O— B B ADEEL OB
bHEERLE,

ME L e DERM : A7V AERE 20mg, A7V — R AT 100mg, ATV
— NI 240 mg (% =R~ T (BEFHREZ))

HRLRIPENDE  BRIUIHIBEO H IR DX Y 38 .

HELROBEROAR : W%, RARKIE=RA~T (BEFERZ) L LT, 1H240mg
% 2 B TRERET 5,

BE R T EE DFERTERASHE




2. FRO%K, ERERF

A — R ATEEE 20 mg,  [RUATEERE 100 mg R U RRHEFE 240 mg (—iR4 - =
R<7 (BEFEKEZ)., BT, TR#AD X, MEFERTERISTE AT LY I R
HETVR M v, ¥—X A7 A7 (BMS) %) 235% L7zt b PD-1 (Programmed
cell death-1) 12532 & Ml eG4 & / 7 o —FAFHETH B,

PD-1 b, JEMEAE L2 Y V38R (T#IE. BMREDTF I 4% 7 -THll) RUF
BRI RET 5 CD28 77 2 U — (T MRS 2 FHBIANCIE & AICHIE 54
T8 KRBTSR ETHD, PD-1 iR TAMIRIZFEERT 5 PD-1 U7 F (PD-L]
BOPDLY) EESL, VS BRICHBIEY A B EEL T - BROEHE (RIREE
BICTH LTS, PD-1 U H Y FiZHEER T e b Off~ R IEEHERR I35
LTy, EBEAEES) O UZIESEASIC BT S PD-Ll ORBALMROAERF
IR & OfIc B OHBIEENH S Z EBHE STV (Cancer 2010; 116: 1757-66)
- EMEAERE CITHRBSE T MENELT LA ¥ —T ma s H < (IFN-y)
Iz ko> TC PD-L1 OXEERFESH, BB LIEEHAMICEIT 5 PD-L1 OFH L RO
AR & OB EOMBEGRH D L 0#E b H S (Sci Transl Med 2012; 28: 127-37),
X biz, PDLI 2HSE S-S AMKIIT. USSR CD8 Bk T MiaoMIsEs
EMEH RS S WA, H PD-L1 Hi{&T PD-1 & PDLI L OFAFHETS L £ OHMIT
EEEEAEET 5 L AARENTVS, FOZ &5 PD-I/PD-1 Y ¥ FEERRIL, 23
AUTRBSELE R RA 7 T MM b OXRLE L EHET BEFO—D2 & LTELLATY
B,

AF|iL, KERBR OB R 5 PD-1 OFIRSMEEE (PD-1 U > FRFEHEE) IZ/FES L.
PD-1 & PD-1 U H v FEOEEEEETHZLICLY., PAVUEERNZR T MiE0IG
PEJE R OV AR S A S SR 2% T 5 2 L TRENRFIEEDR 2~ T
TEBFERINLTND,

ThRBOHRND AFIESESIC T A F AR R B2 bo L i .,
HHRARSH V) v ABRERHSRE LEBERRBR PG L, H5, REERUER
AR I NI,

AHOEFFICE S BEDRERIGC X ABIERASR S bbh, EEXITETIC
EHAEEMENR DD, AFIOBRERROEESHITIE, BEOBSEEFMTV., ZEIR
B BB, BER L ERICS U SR L R RO R & EE LT
YRR 21TV BEORERINC & 3BERBREDLDBEITE. BIBEHARV
LB OB EE O RNEEIT I HLERDH D,



3. ERPRAEGR
HRETEREO T REYR D% > U 2 NEOKBRFIC M 217 o 7= R BB 0
R E T,

(& %]

@ EAEIMAEREE (ONO-4538-15 &)
EREOLHHEBHEEGT LY i<wT REFY BEFRRL) CLTF. [T

YYF T )) X RATHEOBERETEAEOTRANE X ) v AABBRE

(ECOG Performance Status 0 U 1) 17 & &RIZ. &A 3 mg/kg % 2 BRHIFRR T A%
WL, TEFHIER Th 2285 (4E IWG criteria (2007) 1233 < FRBIEIZ L
% complete remission (ELT. TCRI) 3L partial remission (BAF. TPRJ) DZEIE) 1T
75.0% (95%IEHEEM : 47.6~92.7%) Th-oT-, B, FENTHRE L-BEIX 200%T
Hofr,

@ WS IHERE (CA209205 3KE) (Lancet Oncol 2016; 17: 1283-94) ,

B EE M EMBBEEITRIC T VoY 2 o= L A 1REE ST ER TR
DERIPEVF Y A EEF (28— + B, ECOG Performance Status 0 R T8 1) 80 4
R, KK 3mgkg & 2 MEMRBCRAFEBELL, TEIMEE CHIENE &
5T IWG criteria (2007) (ZH-3 < HRHIFEIZ L 5 CR XL PR DEIA) 11 66.3% (95%(5
SR : 54.8~76.4%) Tholz, 2B, FHNRE LBHEX 20.0%Th o7,

[ 2]
O ERNFEIMERER (ON0-4538-15 5k
AEEZIEHCED o, £F L ORBRBEFERTECERVWEEES L L2FICED
b, BEER SUL EOEERIZTROLEBY ThoT-.
£ 1 RHRS 5%LLEOBWERE (RSN ELT)

BERIAHH AE o
£ATE 17 4
(MedDRA/T ver.18.1)
£ Grade Grade 34 Grade 5
RIER ) 0
£ 1(5.9) 1(5.9)

LPAMEE T , i e

O g oo LLT6) L
1(5.9) 0 0
1(5.9) 0 0
1(5.9) 0 0
1(5.9) 0 0




A3 (%)

BRI

o
{MedDRA/T ver.18.1)
£ Grade Grade 3-4 Grade 5
T 1(5.9) 0 0
FL 2(11.8) 0
FERHBAT B 1(5.9) 0
R 2(11.8) 0
i 7(41.2) 0
oS & € =) e D
CRRIMER LRI s e
P E % 1({5.9) 0
Mige . 0
R PEBIOMMATHE o e
CREERBRTD rniiiio e e s e
PR L
Rk
it
B ER R

D U o sdiiE
il RN i
TnRe L O SIREE T T T
P
SRR
.. A
CRREEERSE el et b s e e e T
EE S E
Bl
EE#]"ME::.“—D)"\’?‘_'
TRRIRER, WSMRRSLUMERRMES oL
[y 3L
. LR ORIE
REE
TR FEIE
yriadi-d vty
* 9 FEhE
RiE

723, RIETHEATERE 15 (5.9%) . BRBUGRMAREE/ I A F—2 il (11.8%) . KIB#K -
HEOTR G (59%) . RS 1 61 (5.9%) . FREREHERE 3 6 (17.6%) .
mErEE 3l (17.6%) KU infusion reaction 1 ] (5.9%) BB LIz, £, EEH
WA, UG, Y. 1 BUEERS, St/ MR AR, T, BRERE,
RIS, e - BElS, BEORIGES., FIRMRERAE, TEREERES, BERE
VR E 5 BERITRD bhiedh-otc, REEARSNIUIEESES BAREEREZS
o) 2EUEHBRETT,

© s ﬁifﬁ%ﬁfsﬁ (CA209205 3ER)
EEHEIT 238243 Fl (97.9%) WKEH B, FH L ORRERBEETERVWEE
BT 1857243 ] (76.1%) IZRD BTz, FHEED 5% L LORERITTRO LBV T

5



hol,
# 2 BEBH 5%EL EORIER (Al Treated Subjects)

o
BENIRE Bl ()
TEAE AR
TEATE A
{McdDRA/I ver.18.1)
42 Grade Grade 34 Grade 5
2RHEN

g

B ERY 7 SREE

14658)

14 (5.8) 2(0.8) 0
34 (14.0) 2(0.8) 0
24 (9.9) 0 0
g 19 (7.8) 1{04) 0
g e AR PO B DR ST B
g 50 (20.6)

TANRSHUEET I FF AT 25— FHIN
DS
ﬁﬁﬁ#ﬁ%ﬂo‘&vﬁé#ﬁﬁ%

CESEE T 21 (8.6) 0 0
& 28 (11.5) 2(0.8) 0

B, BIEMEMRE 15 6] (6.2%) . BEERMEE/ S A 8F—19 #i (7.8%) . KB
K-BEOTHG6H (2.5%) , FFHEEEE 26 (9.1%) . FF&s6] 2.1%) . FRiR
BRARERRE 28 0] (11.5%) . MHREEE 40 B (16.5%) . BHREREE 4 4] (1.6%) . Bz -
BEESE 1 61 (04%) . EEOKEREE 3 6] (1.2%) . HIRMRERE 1 6 (0.4%) .
infusion reaction 38 1 (15.6%) . BEz¢ 2 il (0.8%) RUERYHEL 26 (0.8%) BRE®D
bz, £, EEFEE. DK, H5K, 1 BRI, fafth i/ MR S50
AlIFREROCTREBEEEIZRD bk hol, REHEMBERRIIMEESES (K
REMREZED) 2ELEMERETT,



(R - A&

FRIOHERMEDBHETTALZ2FALEY T2 b—2a XV, A% 3 mghke (K
) Nk 240 mg % 2 AR CERE L BoASloMEFRES R SN, TORF
B A 240 mg 2 HE5 LEBOBRERE., AA 3 mgke 25 L-BRORER & HE
LTHEEZRTETRENZb00, ARABFICEWTERESER SN THDH
% A& (10mgks % 2 BRKERETRE) THFEAZEE LZBEOREER L I L TEE
BRTETFRENE (FF), Nz T BEOBMCBT 357 -2 1 E5% , A4 3mg/ke

(fKHE) Xk 240 mg % 2 ARIKR TR S LEBEOAFORER L H e Tt s
DEEZRFNT I2BREISEFAREE S, YHEEIZ YW TR Thh iR,
tERORBE - BEREOB THEMMERCREMICHMRAER IRV ETFRI SR,

£3 FEOEGMIE T A—F

fﬁ}% . m% Crmax Cnu'ndH CavgdH Cmax,ss Cmin.ss Ca\rg,ss
{pg/mL) {png/mL) {ug/mL) {pg/mlL) (pg/mL) {pg/mL)
X - 516 16.6 243 113 62.1 776
mg/kg Q (352,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | 7., 107 | (42.1,127)
72.7 235 341 159 §7.8 109
240mg QZW | (511 103) | (15.2,34.6) | (25.1,478) | (102,2549) | (415,158) | (621,18
191 613 908 308 217 278
10mehkg Q2W | (149 910) | (512,79.2) | (790, 114) | (331,532) | (184,313) | (237,386)

il (5%, 95%53) . Q2W : ZEMIRAR. Cuw : FIEE S OREMFFRE, Cuoaa @ FIEEZE5H#14
A BT A EEm T, Cagars : FIERE#140 B £ TOFHMAREE, Cone 1 TERIECS
FFAEE M B, Cons @ ERREICEST AREMFFEE. Cups: EFIREIZST 2 8T
BEE



4. FEERIZOWT

ARREM E LTHEEETAE (&) SRELTHnEZ Ehb, -:"u A F
PHoERTEBERTHAIMNERD D, TOLT, AROBREFHEN2BE 220 - %
EL, AROBRGIZ LY EEZEWERZHBE LBICHE T3 T L BRERED, 2T
DODO~@DTRCEH/AETHRICBWTHEHTRETH B,

O HFHFIZ-HWT

D1 FRED (1) ~ 5) OWThHIHRY TR THDZ L,

(1) BAZEHREREET 2 BAZRESERARRS FRENRSABRERILAREIR.
IR A FGE UL AU, B S A RRORIE R L) (FHE 30474 A 1 IR 1 437
HER%)

Q) BEHEEERE (ERL 2946 B 1 BREA : 85 Haik

(3) WEMBEMEREETHPALRREERE (BPARRESE SR, AR
WAL, 23 AR HEE IR AR &)

4) AE{LBEREETREL. %;E{I:%%&‘Jmﬁ 1 s Z2FEINE 2 Ot EHE
WARDBHEIT> T e CERR 2847 A 1 AR @ 2540 fink)

(5) FUEMEEEAAFEENEORFRIEEICRDIBEHZITo TV AR (B 28 F 7
A 1 BEFA : 1290 FEgs)

-2 HRARYX U CAEOERERCRERBIREOMISIZ o migk & &
BREROEM (FROWTIMIZYTIEM) A, BZZEROXFIZET I HED
HTEHELTREISLTWDZ &,

7%

o EMMRITFRGEE 2 EOTHIBHERRT Lzic 5 L LR ABROBKEIHER
ToTWaZE, 55, 2 LE, BPAERREY T LEBREBEEROHEL
THoTWAZ &,

o  EMHRITIEE 2 FOPMTHEL KT Li#ic 4 FLL ELOBEREREFHFLTVWS
Z k., 9B, JELIE, EIIBREEEEONA YRR S el R LiEFEONHE
Z{ToTWAZE,

@ BACEEMFTHEEOERICOWT

EEMESTHIINET IECHEPEES N, MESENOOFERED, F9E- £
LSRR OTER CEMSIC T 5 HRE, GEESRRE L SE0HE
S, EREOHICITER A ERRE--THHZ S,




® BWEH~ORIIT2DNT
B-1 fERAHIC BT 5B

RSB SOEEZEVERRRAE UBRc, 24 REDERERIOT, HkiERX
FOEEHERIC BV T, B LS BER IS U TAREE R CT ZORIEA OERNI S
EA B ORESY B RIZE LR, HhHSEERERHEE->TVWEZ L,

@2 EFfEFICLIFEFSNNCETIENF

B A Heb A MR AR R U R AT B EREEE BEER =S )
PEDEERORY V—=2 P RITNEIBIE L EREHATE 5F — AEFKHITE
BanTna o b, ki, BEEKEIIZOWT, BABRHE L ETORRICTFITAMINT
nwarzl,

@-3 BWEH o2 oL T .

BIVEE (RIEMEMigRRIc N, B, D2, fhdk. B mhmARiE. N
REOTH., | BEERR., FEEE, FRIBREEE, RIS, BEE (FAR4 -
FUERIEMER ST, BIRKEE, k. EEONEEE, HIRMRERSE, infusion
reaction. SaRSHE ML/ MBAMESEER (ITP) . BE DS RUR, GRS, DB (D
R - 2R - DEEDIAMLES) . BLMEELE) LT, WEIEER I B E R
B BRI R 3 B ERT & B U (BIER 0o iz i B LTRERUTEE X
ENALICHBI L), HHICHURLENTE ZEHIE-TNDHI L,




5. REXHEELERDEE

[Fhikic B4 5 HIE]

O HFELBHRBHEGT LY o< 0B UIRHE O B T HE 1T
DEHAFRE DX ) VBRI TR OFHER R STV 5,

@ TRIEHNTZBHEICHT AMOBERCERFEIZOWTIE, RRIOF
BHEZ SN TR LT, AFIDRERS LR LR,
o (LEEERIAHOEE
« MOWEMBER R LTRSS AE

[Z2tkic 3 23]

O TREZFETIBFISOVWTHFAOESNERL ShTWARZ Ehb, B5%1F
PR L,
s AFORSGICH LiREUEOBERO H 5 RE

@ WHRATOFMMIZIS W T FRICHEY T 2 BT VT, AROBREITHEESh RN

B, ORFERRIEARVERITIBY , MECAHEERTIZ L2 ZETE B,

»  MEEMRERAOSHIEAECH 5 B

s ETE{ERE CHER 2R D D BE R UTEEHE O MRS Somk it iz
EDMICISEMEBH BN 5 EH

*  HOEAERBOEH. UTBMENARE L 3IER M0 8 CaSERoBEEED
hHHBFE

+  [EBRBHEE (EMSNRBHEELZSH) OboEHE

*  ECOG Performance Status 3-4 0 @B #F

WD BCOG @ Performance Status (PS)

Score yick:

0 | &< BMR{EEHTES5. BpniLF L AEEFESHBRITLE,

PIAIGIZ B LWERNIHIR S ha 2, BITURT, BIEECH - COFERITS < LA CE 5,
AR N B S

PATARETH 3 OLDEY O Z LT~ CHREREAERIITE R, AP0 50%L My FATEs
.g—-

3 MONEARDEDEY DI L LATERY, HPO 0% &2y KRR o,

4 | RLERY, HADOHOMY DI LFHTERY, BRI FOBRFTROT.

10




6. BEIELTHETEHE

QO BESCEEICNL ., MERESPIRET 2 BRI E S & FRI Ot R USEIERE
RO ble LB fFRE HRICER L THhoERTEZ L,

@ thEEsckLb, BEXIIFORRCESERCGEREZHORHE L, REES
ThbEETEIE, '

@ FZREWEROSTRT AL MIOWT

»

BEHRER S BbNRB Z LR EH0OT, KR OBEIZSH T - Tk, BFRE
RO(PRIR RS, Wk, BEE) OREUHE X RREOEESE, BEY o
WWiT9H b, ¥, MBEREUTHEE CT. hiE~—F —SORELEMT2
hallp I

/’j:ﬁJd)jﬁ’é-tiEE@ infusion reaction {Z{fi 2 TRERFIZ RO TE HLE
%47 oo L CHtAT 2 2 &, 7.2 [F B LIEOFHFE 5051 infusion reaction
B bbb & bhD 0T, RFHRS P RSB ESE THRITAA Z AT A
YEAET 5%, BEORESZTHICEET S Z L, 2B, infusionreaction %
RE LRSI, 2COBERVERNERIRET 2 TAEEZ +oHlE
TAHIE,

FRIREEEREER H Db 5 Z L B 5 50 T, AR OF 5B iaH T & UR 5
TSR R IR AR R A (TSH. b8 T3, 88 T4 FoRIE) 2EE TS
&,

AFOHBEIZ LY BEOCHERIGICERET 2 L&A N Dk~ REBOIHE
BHobhbIERH5, EXENREDBNAEHEITE, BELULERIIECR
HPRH 2 ek & R ER R FO[ERT & U Ol SRR 21TV RE ORE
e X ARWER B EPR A EAIE, FROERE TR, RURERRER
NEVEIOBRESEFERTAE, B, BIBRERLT L OREIC I VEIE
FIOBENTRSD HARVEE I, BIREEAALE S LA O REHA DE

- BEBETDHI L,

WEKRTHR, B OB ARBL THLEERNRRER T L B8H DD,
AHN OB SR THIZHEEHORBUCHSITEE TS &,

1 BRI (BIE | ERBLZSD) Abbbh, ERBES b T F—T R
WEBZLBHIOT, AB, B, IBHEOERORETLMPEHED LR+
SEETACE, 1 BERFEREDNZBEICIEEEDRIEL, A AY H
OB G EOBETRMBEEITI T &,

@ FHOWHFRRBICBT, BEEHID 6 b A LIPE 8 WIS &1, ThEEL,
WERE S 1 EME T 128 S L IcAEOFMETo Tz Z EEB8EIC,
A5 P I R TR ORER RS T &,

11



BEREET A R4 v
=R GEBRTHE#Z)

(B4 A7 O—REFEHE 20 mg, 47V —FEAHHE 100 mg, A 7P—
AR FEEFE 240 mg)

T2 949 H (FR3 04E1 1 AET)
B AT BE



Bk

1. IZU®IZ

2. AFOKE. ERER

3. FERPRERIR

4, HEFRIZ2WT

5. kG BBEE

6. WHIZELCEETREHIE

P2
P3
P4
P7
P9
P10



1. LI

RIS DTN « RS ORERDI-HIZIL, BACESCESWIERIERFERSRD
B, &b, IEEORZEFFOESRICL Y, HEREERD L EOESRIIRMERE
FERGPABEINLGT T, ZhoDEEMERICHBLZBEICRET D Z L PBRED
AL o TEY BREMBEEE » EDEAITE 2016 (A 28 £ 6 A 2 A EZERE)
WWBWTh, BEHNEELZEOMAORE{LHEERRAZ L L ST A,

FHRERASFEEL T, BRERACTEMET o 7 7 A VHBEEFOERE M EH MR
RAZLRLD, 0D, HFOERUESEICET 3 ERPToEHT 2 EToOM,.
URERLOBEL B ZITAZ EBMFBEINIBFIER L TERT I L L HIC, BIE
HARRBE LRI MNELRRGE E D EXAER—EOBEY - S8 E cER
THILLEREETHD,

Lo T, AHA R4 Tid, RERBEECINETER/RONTOHERERFER -
RO RICK-SE, UTOERROREZEREHET B0 b NELTF, 2
FRUEESHEZ TR,

TRB., BHA BT A4 03, MISITBIEAERER SRR, ARHMEARR
BRI, kA B ABRRNRES R O—BHERA B RTHE2ORI0
L ER LT,

Wl R BEERS 7Y — R SRS 20mg, AT —R AREE 100mg, 47T
_ — AN EREE 240 mg (—%A - =BT EETFEERZ))
HEERIPRTEHR « BAALFRESIOBEE U ET - BROBE
HELRAMERCEER : BE. AR =R A~ BEFEHRZ) L LT, 1H240mg
% 2 EMRR T AT 5,
B & IR 5E ¥ 3 DNEFEER TEMRSH




2. AR, EREF

F 7V — R RTEEE 20 mg, FLEHERE 100 mg R ORAREHE 240 mg (—fiksk 1 =
AA<T (BEFEBZR), BT, B &, MEESTERRSHE ALy I R
HETYVR Vv Y —K A7 A7 (BMS) #1) 23BEF L7t I PD-1 (Programmed
cell death-1) =45t FMillIgGa €/ 7 va—FVH{ETH S,

PD-1 i3, L L= Y 38Rk (THIIE, BHIfRE U F 2 7 4% 5T H#ila) RUOE
RIS 2 CD28 7 7 2 Y — (T HIMROEEEHMBIICE L AKHIET 35
TH) TRTIRAEEKTHS, PD-1 IIREESHRICREE TS PD-1 ) H F (PD-L]
BOTPD-L2) LEA L. UV SERICHEINES 7P AR EE LT Y v SROBE I LR E S
BICFHEI L TW5, PD-1 U H Yy FIZFERMRLAMC E F O 4 2 EEHE I FHEE
LTHEY, BEHRAESE D LU L EEAKICIIT 5 PD-L1 ORE LR OLERF
M & OEICAOHEBEERERH 2 Z & BEEEIN TS (Cancer 2010; 116 1757-66)
T BMERAEBE CIIHMBRERE THRBELAT A ¥ —T2aH < (FNy)
(2L o T PD-LlI OFERFEIN, BB LIZEEARICRIT 3 PD-L] OFE LR
EFHR & OMICIECHEBEEIH D & OHEDL H D (SciTranst Med 2012; 28: 127-37),
E BT, PD-L1 IR X8 AMERIT. FURMREM CDR 5 T HilaomiaEs
EMEEEE R B, i PD-L1 H KT PD-1 & PD-L1 & OFAEMEET S & F M
EEREREET A ZLIRENTWD, O £ 56 PD-1/PD-1 U H ¥ MERIE, 28
AR MERSRAR T Mk o 0WBEZEMT A#FO—2L LTELLRTY
Do

FHL, FEABROFHERD O PD-1 OMSAEHE (PD-1 U > FESHED ITHEE L.
PD-1 & PD-1 Y HY FLOREEMETZZLIZIY, BPARBEKEREN:R T MiRoR
LR OH AR 2 Ml EEEE LR T 5 2 & TR EES R A2 RS
ZEBEREh TV,

IhbOMRNG, AFNTESEREI T A RIEEEIC A2V ES O L HIF &N,
BEBRELASRL LERARREE R L. 5. Z2ERVAFERER SN,

AR ORI 5 < BB ORBERURIC & BEHERSHH bbh, SR
EBTEEN DS, FAOEETRCRERITN. BEOBEE ATV, RENE
b B AICE, RE LI HGICIE U BPIHZ 40T L R 50 E 0 L 388 L O3
SRERIBIET, BEORERIGI & 3 BIERAEDN B HEITIL. IBEEEL
= VR OB SEOBNMVEETT ) BEFH B,



3. BEPRERE
M AAL SRR IR IO T L - 1A R A R R T - B RO BB O ARRICTME T
ERBERABROBEE T,

[F%hE)

ERE L REMAEERER (ONO-4538-12335%)

2oL Db SRR A T B AR AR IR O IS I R Be 72 81T - B3
OEHETAEEEATE (BEOFLAREETHEST LY L TSemRICES 2
) B4 (ARANBE26HIZ ST, FFIF306, 77 ERE1636]) Zx8I,
Z IR EFRE LTANS mekeZ 2B EME TARBELE L EOFVERUVERE
MERE L, TEFMEEE THARATHM (PRE [O5%EREM] ) ik, F5A8
©5.26 [4.60~6.37) h B, IS5 EREETL14 [3.42~486] A THY, FRIXZ7 TR
Wr LS I A B REREER L (O — FH0.63 [95%{FHEXH : 0.51~0.78] |
p<0.0001 [fF3llogrank HRIE] ) ‘

1.0 & — FRIF
el N T TSt

0.8+
0.7+
0.6

0.5 +

R

0.4

0.3

0.2

0.1 4

0.0

i T | [ T 13 3 L 3 I I

o 2 4 6 8 10 12 14 16 18 20 22

“atrisk ¥ EEHRA)
AFIE 330 275 192 141 94 686 38 19 10 5 3 0
JStaliE 163 121 8 53 3 16 10 4 3 3 1 0



2]
OEMFIHERE (ONO-4538-12 k)

BEBERITAFIBE 3001330 F1 (90.9%) . 7T & REE 135/161 ] (83.9%) IZs8B HH.,
RERIEL ORRBEITETERWVWEEFRITAARE 1417330 fi (42.7%) . 7T &R
¥ 43/161 5] (26.7%) BB LIz, WTILPORE TRBEDN 5% EORWEMIIT#
DEBYThoT,

#1 WihhORECRERES s%U EORHER

o il (%)
Eggi]iﬁﬁ AFE 7T e R
g 330 ﬁj 161 {5
(MedDRA/J ver.19.0) £ Grade _Grade3d__ Grade5 % Grade Grade34  Grade
2EER 141 4 (1.2) 2 (12)

34 (10.3) 43 (26.7) 7 (43)

58w 30 G0 0 0 9 (5.6) 0 0
i 19 {5.8) 0 0 5 {3.1) 0 0

7R AREIREC BV TRV AR 7 61 (2.1%) SRLUSRARE/ 3 A3 —9 {51 (2.7%) |
KIEHE - EEOTH 4 6 (1.2%) . 1 BUEERIE 3 51 (0.9%) | AFEEAEREE 18 4] (5.5%) .
fF 181 (0.3%) . HRIBHSEERESEE 13 ) (3.9%) . FHRMEE 100 (3.0%) . TSHLReRs
141 (03%) . TERAFHERR 1 5 (0.3%) . FIRILRIERSE 1 4] (0.3%) X infusion
reaction 1 i (0.3%) AFEW bNTr, Fin, EEHFEAME. LK, K, REHL/IME
WO HESEEER, BIREEE, BIEOREHE, M - BEA, HARDSY 3 BEIIRD
bhphotc, ARWEARBRNIIEESES: (MERETERE 2E) 280EHER
2R,



(A% - A&E]
AFlOBEMIEDEREEFAEZRA LY I 2 b— a2k v, A3 mghkg (&
) Xk 240 mg % 2 WRRE CHR S L BEoARIOmE FRESKR S, €0k
B A 240 mg BE U-BROBERIL. A 3 mgkg 2RE LBROBRER L
LTHEERZRTEFHENREL OO, ARABFILBWTEEERIERINWTWDLA
e IR (10mgke % 2 RERETERYE) TARZHRE L-BEORER & i U TEE
PRTETFRIENE (FR), M2 T, HEOBEEIC ST 57— IcE-5% | A 3mg/kg
(fKE) X% 240 mg % 2 BREBRTRE LI-BOFAOBRER L APE TR eMES
O BT BB EGT T AREE SN, YEEEIC OV TRFMTOhCRER,
TRk - AROBTHOMRUZSICARERERIIRVWE FRIS .,
#£31 FROEBPL S A —F

M - M Crnax Crind14 Cavgd14 Crnax.ss Croiinss Cngss
{pg/mL) {pg/mL) (ng/ml) {pg/mL) {pg/mL) (ug/mlL)
3 me/kg Q2W (35.523 .50.8) (10.;?'264.5) {17.2:?3.9) (75.&3171) (27.612,'107) (42.71—‘:.?27)
240 mg QAW (51.712,';]03) (15.22?.;4.6) (25.?1‘:7.8) (10;,5354) (41?57:.?58) (62.11(,]? 87)
10 mghkg QIW (14}1219) (512 "?9.2) (79.93'?14) (33???32) (18421,1 ; 13) (23§7§86)

PIRAE (5%, 95%5) . Q2W : 2 BIRIRR, Crex : FIEEL 55 O R IFTIREE, Crinara : HIEHEL 5814
H Bz 2 RIS P BE . Cogare : DEBEE #1410 B F TOTHMFFPIE, Cuae - EFRIE R
BB M PERE, Cuins ¢ EHIRE BT S RARMFTARE, Cops : EHRIEIB T 2 T T
#EE



4, HEERIZoVVT

EHS ) X7 EEEE RMP) IKES%, AR ERES ZLEERES~ D%
Wb B Th> T, ARORSRBERBELDH - HEL. AROBLEICL Y HS
RBER &R L BRI 3 2 L RUERED, UTFOO~@DF =T 2=
BITPNTHERTERETHS,

®© HERICHONT

@1 TR 1) ~ 6) OWTFhICHEL TR THE L,

(1) BEAEFEHREREETHBRADRESI RS EEN RS A ZEREIEIL R,
HUEAS AR SR EEHL BT, MRS AR RREER L) (R 304E4 A 1 BREA 1 437
HazR)

(2) FEHEHREE (R 2946 B 1 B : 85 MEs%)

(3) MERFRMFREET 2 BADFELERE (PAREEERERN. SADEREE
BRRE, B ARRCES R ) _

@) SRALFRRIEEZRE L. SRR 1 USRI EREMS 2 OMisR %
RS EHEIT> TV aHERR (FER284E 7 H 1 BREA - 2540 HEfk

(5) PUEMNEERA T TEMEOHRERIEBBILEIT > TV Al (ERE 28 £ 7
A1 BRFA : 1290 fEZR)

O-2 HEOEFFHERUCBIERRRFORIGIC ik L BRBEFFOEM (FRO
WY SRR B, HEREROARNCET IHREOELE L LTERESHh
TWaleE,

5

o [EENAFHFEIGHR 2 FOPHIFHEZ BT L&z 5 U LOBABROBEEIHES
ToTWaAZE, 55, 2FEUEE, PAEYDEREL L L-BREEROHES
ToTnBHZ &,

o [EMIGITREE 2 FOUMIPTHER KT LicRic, MESBoRAERDREZ S5
L EDOHLEARZDEREZToTNnB &,

+  [EMAFFERER 2 FOMETHEERKRT LB 4 £ LEOBREREZEFLTWAS
&, 3h, 3ED R, L OR AR R S T IR R O BEES
ToTWnWBI L,

@ RENOEEFREFHOERHZOWT

EEIMEFRETRIEET IHTENRE S, REEACENSOEHRED., F9E - %2
2HEEZHFBROTHR CEMEICHTT 3 ERRE, AEESSRE LBEASORE
EHE., ENFEPDHITORAERBES>TNBEZE,




® BIfEA~DORIRIZ-DWT
@1 HREHICET 2 E S

RIEMFERSEOEELEMERNRA LB, 24 HZEAROT, Sikiizk X
PYEEERRR I BV T, BELZEMERIIS L CARERR U CT £ORIEADERNC.Z
BERBEOERENY BPIZELL, EbLIMEAREGEFINESTHEZ L,

@2 ERHEEE X 3EEESINCET 2 ES

BABEICHEED AN MG R OB ET A EREEESBERE=2 Y 7
FEOEEROAY ) —=r VETOERE & fE#RE T TE D F— b EREH 2
fEEhTWAZ &, 2B, BiEEFEIIZ O W, BABF L ZOFRRICTFICAmEINT
A N

@-3 RIfEROZHeR B LT
BlER (MEMRBICINE, EEMERE, Ok, . FRREE. KBk,

EEOTH, | BEERE, FHSiEREE, RRBREEE, mREE. BEE (Fre-
RAEHEHELL ST, IBEE, Mk, EEORMES. HBIRMARERLE, infusion
reaction, FeEE i NRIBAD RSB (TP), IBEORZERIS, BiEREE. LDIEES (O
S - B0F - DEMYAGS) . BOEEng) o LT, YiEif UIaEER
BEOEMMEE T AERM & EE L (BEROZI-ORBICE L THRERUSE 2R
BRAEMKICHDHZ &), EDIKEYRZAENRTE SEHRHIBETNWDLI L,



5. BRENBERDIBH
(FEhiEic B3 5]
O TROBFIZBNVTARORIERRIES LTS,
o 2O EDREREREOD B ISEURAERET - BREELRSE

@ TREHYTIBFETERFOEERCERTECDVWTIE, AAOFEME
BREZENTRELT, FAFOTEMRLLELARN,
o —RIEEKR G TRIEREZIT T WESE
o IRBAHEIRE
o (HOPEMERER LA L TREShAEE

[ZetizigT5EH]
@ ?ﬁm&%?%%ﬁmowTMKﬂw&ﬁﬁﬁﬁkénfwécama,ﬁﬁéﬁ
blrnz b,

o ARORIIHE VIBEAEORIRERED 5 5 BF

@ WERATOFRIZE W T TRICEYS T 5 8F 20T, FFloFRSHERI L2,

A, MO EREP2VWERICRY | HEIAHZ2ERTHILE2EZEETED,

« FHEMWRBOSHXEISEECHDEBE

o IEHEGHRE CEERERED 5 BE R OTEEMORRSTBR A R Y i %
FEOMTPIEMEDR N BH

¢ HEAERBOSH. UTBMEARE L IXBREED 8§ CAERBOMERD
HoAE

«  [EEBHE GEhRMaBHEELZE) 0b2BRE

*  ECOG Performance Status 3-4#P D g

D ECOG & Performance Status {PS)

Score EH

0 | 2<PEAKEHTESH. B FCABEESGFREITLS,

AHFNIZE LSRR S n 328, HITTHET, BEERDETORERITI LA TE 5,
B B, EHTS{EE

BATHRETHAOEORY OZ LT+ THREERERITCE LY, HPO 50%LL i3y RATHERT
.j—

3 RonHASDEOEY DI E LA TERY, BROS0%LL 2~y FABFETRTT,

4 | &LENRY, BRSOV O LA TERY, B2y FBEFCRTY,

9




6. BEIZEBLTHETNEHE

QO WAXEENL, BEREEE PR 2EESFICESE FA OB R UEIEH
BADkDic N ERERETOCHEAELTHhBERTIZ L,

@ BB ESL D, BENRTORECEMEREREE+-SBAL, REERE
TinbE5352 L,

@ EREHERAO=RX YA Mz T

B MMERRLbDND = ERHEDOT, KFOREIH I > THX., BIRE
R (FRUREREE, whEk, FREVE) OREREUCER X BREOERES, BEx 50
WiTH ok, £, REISUTHEE CT, i~ —I—S0ORELEKET D
k&,

FE|DFEEIIEE O infusion reaction Wil X TR o xico T U
& T o7 L CRtA3 2 Z &, £, 2 B B UBEOXRA$ 51 infusion reaction
BhbbhdZEbha0T, BEFERSPRUOAFESKTHRIT A F 404
CERAET A%, BEORERSICEET S &, 723, infusionreaction %
FHLUITEATE, 2TOBERVERNSERICEET 2 TCRE L HEE
THZ &,

FURIEREIEER D Db b Z L B35 2 O T, AF| O 5-5IAFI R UHR-5HIRH
B IO AR SRS R (TSH. EBE T3, W T4 S0flE) #FEMHT 5
Rl

FHROHEEIZ LY, BEORESGICERT 5 & & 2 b3 8kx REBOHE
BHOLLNHZLERHD, BERRDONEGEICE, BRUEFRIIG LK
Ak & BRER 2 FFoIEHD & U CEYIRERIR IR ETV. BEDOKR
UGS L AREERARRDONAHEEITIE. FROKRE TP, RUBIBEES
NEVRIOBSSREETHI L, 0B, BIBRERVE L OBEIC LY EIE
B OREFIRD SNEVEEIE. RIS RE LT A ORETER DB
HEET D,

BEETE., SOEMPLEIARBL ChLRWERBRETAZ LA DD D
FHRIOBREXRTRIZOEEAORBRIC+AITEET 5. '

| BRI (BE 1 BIERFE A S0 Bbbbh, ERFEES P T =R
KEAZEXRHZHOT, 0B, Bb, IELFOEROFERLMIEED LHZ+
SEETHCE, 1 BERFERELAEESICESESTIEL, 1R Y /8
HOEEEDOBHRABE LTI L

@ AROERIFARIZBWT, Eﬁﬁﬁmﬁlﬁﬁﬁsﬁ TEL ERLARE, 12887
LIz OFEEEIT o TWE I L 2BER, FFERSPIIEHMICEBRET
HROMREITO>Z L,

10



iEfERHEET A R A v
=HNvT GRETHEEL)

(R5E4 « A7 P — R ERHE 20 mg, 37— R ERHEBE 100 mg, A7 P—
AR EE 240mg)

~ MR R~

L3 04E8 A (ERL3 04E1 1 AEET)
BA T BA




A&

LI

ZRIOR, FRER

I IR R AR

HEERIZ DWW T
REXNRERDEE
BREELTEETR&EFH

ARG S ot e

P2
P3
P4
P6
P8

P9



1. LB

EFEROFME - ZREMORR O DITE, BAXESCESWZBEERER I RD
bhd. Ehic, HEOHRFEREITOESIZL Y, HAEERS 2 & OESHMFRERE
FEELBERBINAFT, 2hbOEEGFHICVERRETEMT I Z L EARED
FREE IR TBY BEMEBGEE & 0 EARTE 2016 (FERE 28 £ 6 A 2 ARMZHIE)
BN TH, EFNEENZEOERORBEEEZHE 2L LEhTWS,

PR EA RS, AR ST e 7 r A VBBEEOERH LA L MR
B ENRDBD., ZTOED, FMRUREMICEAT I EEA+OERT BT TR,
UHREEMNOEEEHIZT A ERIFINIBHICH LTERT S L L bz, BifE
RAREE U BICSERIGE & D2 L ATER - BEOBEGE2H - T EREE CER
THRZLEBEETHD,

LER>T AHA FTA Tk, RBERERCINE TR O TV HEZEEN -
BEHRRICESE LTOEERROREREREHET A0 LERERE, 22
FERUBESEHRETT,

R, BAAA T4 . MITEEAER L ERERROHEE, AREMEATR
BREE Y, BB B RKERNBES, FEfEEFEEEA B FmREaSR U
—fxFEEEA B ARERSEFESOBHOL EER L,

S & e BERR ATV —FARERE 20mg, A7 V—RERHHE 100mg, 7Y
L INATERE 240 mg (—RA - =R YT GRETHIER))
A& E L DPRIIDR : BSAALEFRER IR U - SRR RE AT - BR OB
HE -
NEERARERORE . BE, BARE=RL<7 EEFHEEZ) L LT, 1H240mg
% 2 ERMRE T EERET 5,
B R O5E ¥ NERALEMRRSH




2. AHOBE., FRBF

R T EE 20 mg, [FATEEEE: 100 mg B ONR AL 240 mg (—HRA : =
Ru~7 GRETEEZ). UTF. IAH) i, MBESTERRSHL ALy 7R
HETVR IV -wA¥—R AT A7 (BMS) #) BBHFE L7 | PD-1 (Programmed
cell death-1) 12332 M 1gG4 &/ 7 v —F VA TH 5,

PD-1iX, B L L= U o8k (THIME, BREREUTHF 27 4% 7 —T i) RUE
MR RET 5 CD28 77 3 U — (T HIMR OB 2 MBI IE L AT 54
F8) WRTASEKTHSD, PD-1 EHERTHIRICHEE S S PD-1 U 7 F (PD-L]
BUPDL2) FEAL. Vi Skiciitey F e mZ LT v BRoEE(LREEE
BITHEE LTV D, PD-1 Y H FISFEERMIRLIAMC b b ofx 2B R E
LTy, EMEEEEESHR L EEEkICRT D PD-Ll ORARLIFROLESF
HI L ORIC B OMBEBERD D Z L BRE SN TVS (Cancer 2010; 116: 1757-66).,
Fie BMEAERE CIIEGERE T RAREETS A v —T =< (FN-y)
iz X »T PD-L1 OREABEIN, G5 LI IESE%ICHBT 5 PD-L1 OFRLHFHO
AR & ORI EQBEEGRS B & OHE L H S (SciTransl Med 2012; 28: 127-37),
X o, PD-L1 #MEIRE S S AMIa, FREERR CDS Bt T MitoMiaEE
FEME 2 S A, Hi PD-L1 HUET PD-1 & PD-L1 L OHEEFMET S L 2ol
(EEEEREET D 2 LRI TWS, 02 L5 PD-1/PD-1 Y FEEIE, 2
AAREAEEUS R T M, D OURE R ENT ABFO—2L LTEZLRATY
Do

AFli., FERER O SR B PD-1 OFIIAAMEE (PD-1 U # > FESHIED) IS L.
PD-1 & PD-1 U XV FEDOREE2MET A LICL Y, BAFURK RN T MAORE
MAL B U AR 24 2 MG = 2 1050 5 2 L TR RTUIEE SR BT
ZENBFERERTWD,

THODEEN D, ARITEEEEIC AT A ANREL R VA b LIFSh,
Ei g ERE e L LERRREER L, A3, ReRUEANSHER
i, '

AFIOIEFRFEICES BEDRERISIC L 2BIEHRERSH L bh, ERXIETI
BB WHEMRD B, AROBREFTRUORERICE., BEOBEL ATV, BEHHE
B BIEAITIL, FE L FRIOE Do MR 0 L BB & o [ERT & #HE LT
RENDH RV, BEOCHERISIC L SREAREDLIHEITI, BIBRESRV
& HI OB GEOHNBAEEZTT I LERH D,



3. BEEERRE
W AALTER LR IR L - UIBRARAE A0 T « 38 0 BB M M v B BB oD AR SRR 1 B &
fTol- ERERARBROKEL T,

[ %hi%])
EANE TIARE (ONO-4538-41305) A
TIOFTRALAA MR FF MY 0 LK E OFREEI RIS RIEO )
BRABEZRIELT - HROBHME R EERFA (ECOG Performance Status 0 & T8 1) 34 ffil%
HRIT AH] 240 mg % 2 BRI CARHE Uk, TERMEE T 5 E2h® (Modified
RECIST criteria (2004)IZE-3 < FHHIEIZ L B CR XL PR) 13 29.4% (95%(E#HX M :
16.8~46.2) Th-ot, 2¥. FaNIRE LB 5.0%THho 7z,

N2 et]
ERHETHRER (ONO-4538-41308r)

FEERII32B4H] (94.1%) BB LN, FH & ORRBERTETE RV EEHE
F323/3441 (67.6%) 1Z3R8 biviz, BEBISUL EORHWERIITRO LBV Thotx,

®1 BHEFNS%LLLOBHER (Z2EMITRSER)

HA FEE
Grade 4= Grade Grade 3-4 Grade 5
RIfERBA RE BB Y E b N B
{McdDRA (= X % SOC-PT 43H) HE (W g (W) HEk (%)

x‘f%&%ﬁz

ﬁ%’

P
TI5—EHIm

Jﬁa}:
BRIk RSN ES

2 (5.9)

2 (5.9)
1 (2.9)
0

[ERfAs B3R SR =T EH 441, MedDRA ver 20,01 % FIVCHddt 2 /v,
Grade #3 CTCAE (Common Terminology Criteria for Adverse Events) v4 3 lEﬂ‘-‘ L3,




IRE, FIRRETE 2 B (5.9%) | FFHEEEREE | 41 (2.9%) . FUIRARERAEREE 4 1 (11.8%) .
RIEHEMEE R 2 ] (5.9%) . KEBZ - BEOTH 241 (5.9%) . 1 BB 1 6 (2.9%)
MNED b, ¥, THREEE, EEOREEE, TEHREES. MFEERES.
Tede, ERERDIESIAE, WHZS - B, infusionreaction, 5 & I BR#K., OHR, Tk, #
FCHETRMIRSRE/ X A8 F—, Rt MR MEEER, PR, BiknRsEeie Rk Uk
HIEERIIRD bR P o, AEEAREREIEEES (RRREEEF ST

FEUERRETRT,



4, FRTONT

EXdam U R 7 EHEE (RMP) ILE-3%, FROERLEZLMERBE~0W
BhH LR TH-> T, FHOBRERHEDRBE 22U - FEL, 2ROREIZLVERS
ZEWERZRBLBRIIET 5 2 EBUERED, LFOO~@D T T i1
RIZBOTHERATBRE TH B,

@ KERRiZoWT

@1 TEO (1) ~ ) OWFThPIEETIMRTHIIL,

(1) BAEFBREIEET DDA ZFOEHEILIHSE FRERT IR A BHSHEEEIL AR,
HUE DS A RRE I L RS, HUsAS AR R &) (ERL 3044 3 1 BREA 1437
HEaR)

(2) FEEMRENERE (PR 20456 A 1 BIBEA : 85 Hisk ‘

(3) #ERFRMFSIEET HRALIEERTE (RABHESEER. 23 ABROE
W9RkE, A ARBECESEHEERETR L)

(4) AR{CEFREZERE L SRAAREME | USSR EREME 2 ORisk %
KRDRBET o TW DR (CER284F 7 A 1 AR - 2540 MRk

(5) PUEMENESAIQT EENEOHRERE R BN ET > TV B HER (6L 28 4£ 7
A1 AR : 1290 fEk)

O-2 EEREF EE O 2EFRER ORIER BB OIS Gl;f‘ﬁa\ﬁb’%[l%& k ﬁ‘éﬁﬁ%ﬁo
EHl (TEDOWTIDPICERY T HEA) 28, U2 EA ORI ET A EROETE L
LTEEEER TSI L,

*

+  [EENGEFEER 2 FOTMBHEL KT L2RIC 5 £LL LOBABROBERIHEY
fToTWadZ &, 25, 2L IR, PARYERELZE L L-BRESSEODHES
ﬁ'foio'f‘(‘;f) Z 2:0

«  [EMIGRITREE 2 FOUMPTHELZ KT LicBi 4 ELULEOBKRERZELTVS
T&e Db, IFLLLN, BALIRR BB B A KRR R S DR R A OBIR
BHEZIT-o-TWH T &,

@ BrROERLEREROEHICONT

EELEREHICHET T 2EEENEBR I, BECENOBRED, F9 &
SMEEEHFROTAR CEMSICHT 2 HFHREM, AEFSNBAE LERS0BmE
5, SRFERLMITORBEHRE-TNA DL,




@ EWER~DHIRIZONT

@-1 fERdHlIcEET 22
REMEMRAZEOBERREEANEAE LI, 24 BEHRRER O T, Mk

IREEEER I T, BRLUABEMCE U TAREELU CT £0EI{ER O&RIZ%

ERREOHERNYAPIE LN, ELICHISFRRERNBE- TS L,

@2 EFRUEEEIC L3 EFERNRICET 28 ‘

BAZEITED 35PN EHR R EZFTI2EEEFENBIERE=F 7
FEORERORAY YV~ FETWERE L BREPEETE 2F— LEREHIE
HEhTWAZ &, 2B, BEERICOVWT, BABRE L FOFRRICHFICAMENT
WaZ &,

@-3 BIfEHOZEoRGICE LT _

BIVER (MEMEMERICI A, BEGEE. OFE. ik, BHERRE, XIBX.
FEFO TR, | BIGER. ITHEEREE, WPIRREEERE . HREEE. BiEEF (Brae -
RBEEEEEL LS. BIBESE, Mk, EEOREEE, HIRMAERE. infusion
reaction. £ HE M/ MR MESERERS (ITP) | BE OHEERG., IRREE, DEEE (D
g - B0R - DEMDISMUGES), BOEREMS) et LT, HEEERTABER
HEEOEMEE AT 3 EM B L G 0ZERICE L THRERUXEEZXT
BNARMICHB T &), EBICETZAENTE SEMBESTHL I L,



5. BB LLDBE
[Aopteiz B4 2 #E]
QO TEOHBFIZBWTEFDOEYERREINLTND,
o ALEEEREOH DUIBRAREREET - BROBME T R ERE

@ TRICHES T 2BEHEICHT IXRAOHRERUEAHTEIZSW T, REOFH
PHELENTELT, FHoFsgEEbln,
o —WBREEZT T RWEE
o fHOPUEMEEA L OHA L TS SN AE

(Lol 53]

O TFTRICEYTIEFITOVTIHAH DR GAER L SRTWEZ ehbh, #5517
DN L,
o FBHIORESIIH VIBEEORERED S 5 B

@ IHEREIOFMEIC BT TRIEES T2 BH I VW T, A0SR EL2L

B, MOBRPERIERLZ2WHECRY . HELAREZERATHIZ L 2ERTES,

o HEERRBOSHIISEECHDBE

+ WHEGRE CRELEZRY 3 BE R UEDMEO U B IES e Btk ik
LD RIEMTACHH b D B

. Eaﬁrﬁ$®Aﬁ-K@@ﬁ%tﬁb<Mﬁ%ﬁ@ﬁﬂﬁﬁﬁ*®%ﬁ@®
HHHBE

«  [RSREHE (EheiagiEErSt) obsBE

»  ECOG Performance Status 3-4FV D%

(D ECOG ™ Performance Status (PS) .

Score yict 3

0 | @{HEREMTES, BHLFLAKAERIRIRRITL5,

R LOWEENRRIR S 88, BITHET, BIEESE-TORBIIITI 2R TE s,
B« EVRE, BEEE '

ATRHECHASOEOE Y O 2 LITT < TWESAMEEIITE v, IdO s0% Eit<y FATAT
Ep

3 RohHooHoEYOI L LATERY, A0 50% &<y FaEFHRTT,

4 | 2<LEFEY. BROHOED O LEEL TERW, SEirSy KRBT TR,

8




6. BERBELTHETREEE
@ WASCESFICMZ, MERTEERFRET 2 BREIC LS E FR O R NHIERE

Aot hEREREZ FOICER L THbERT AT &,

@ BRI, BENREOFEICADEECEREZ +ABFAL, REEZE

ThrHEETHLE,

@ FZEREMERAO-XZT AL MZOWT

o HEMHEERHLLNBIERHIDT, AHOBEEIZHIZ> Tk, BKRIE
W (PR EEE, ik, REE) OFRERUIEE X #hExo TS, B85+
WZITH 2 b, Ein, BEISCTHEE CT, fE~— I —%ORELER TS
P

o AH|OEEIIEE D infusion reaction [T X THEAKFZ 021 IL D TE HHE
HEITo 7z ECHtAT 5 2 &, F 72,2 [ B LA OAK| % 58T infusion reaction
BHobhdZEbHI0T, KRERENRUCFRRERTHRIZ AL FATFA
YERETSE, BEOREF+SICEET ST L, B, infusionreaction %
RE LUIEAIE, £ TOBERMERNERIEET 5 E TREEL +HERE
TBHZE,

o FRIBESHEREERD bR A Z LB HEO T, FHIOE SRR O SHH
FLERIEIC FR IR REREE (TSH. 5RE T3, L8 T4 FORE) 2EhT 2
&,

o FEIOFEEIZLY, BECKERINCERT L LB L LILLHEL REBORE
BHLbh3I B3, RESBOHLNIEEHITE., BRELEERIIELCT
HMHAY R L R ER A O EAT LB U CREIZRERIRBE 21TV, BEDRE
RISk 2BWEHBREDN A2 HEITIE, ARIOEREXEPIL, RURIERES
NEVRIORESEEEBRETZ L, 2B, BIBRREANECOREIZLVEE
RAOMENRD b 2WEEICE, BB RERAVE LA OLEMHIREIOEN
HEET D, _

o BERTE, EEILEIAREBLTHOREIERAARRT A Z EB3H DD,
AR OTEA THRICOEHERORBRIC - SITEET 2.

o 1 BBERE (BUE 1 BRREED) Bbbbiv, BREES FT VR
KEHZ LB HDOT, OB, Bl IBEFEOEIROEALMEEED EFIZ+
SEBETHI L, | BIFRENEPNE-GSICEFEESZHIEL, AR 8
HoOZGLEOBEOBRNEZFITIZ &,

@ AHNOEHREFRBRIZRBVTC, 3EHEZTE (HITE) CHFPEOFMEZT> TV

T RBED, AFREPIIEHCEBRE CHROERETOIZ L,



