EKA KSR IE 0821 B 5 &
Rk 30 4 8 A 21 H

WmAEXES (F) &k B

BAGBEERE - AEHEERERLEEETHRE
( &~ H & B )

=R~ 7 (BlaFHfz) WA OREERMEET A T A
(FEMERO I R i) DER K DN fEREE T 1 R 74 > (3
AR A, EMEEANE, SESEHE, BARE. THEAR T X
YU UARERCERE) O—HEIEICONT

REMBGES EWEOEARSGE 2016 (Ek 28 46 A 2 HEFHEIE) 128
WCVEHFWEREGLOBEAOKE(HEELZXKD 2 ENEVAENT-Z L 2%
JCVEHNEERELZEICLE R BFICRET 220 I REEAEEY A K
FA v EERRTAZEE L TWET,

S, =R~ T (BETFMEBRZ) ®8E (RE4 - 47T — KRR E
20mg M OVE A #E 100mg) 12T, M g s o Bz fil |2 %k L C R D B

DHEBFHZMNKRO LB EfEHEET A RTA4 L LTHRY LD FE
LT . ZOFERICYZ> TR ATA RTAIZHOWTHEESIND XY,
BENOEEHRBEROERICHT2EmE BEWLET,

Fo, =R~ T (BEFEZ) 8F A I/ Nl E Lk OEEREAREIC
WL THATAIBOBEEHEICOWTE, =R~ 7 (BxFlkhz) &
FIRONLT 0 Y X~ 7 (Eia T z) B O &K@ AfEET A R7 A4~
(FE/INA R it gee B OV L@ iE) (22T (CERk 29 4E 2 A 14 B AF T3 A
I 0214 F 1 FEANBEER  AFEHERERLEEESHBEREM) .,
SESEHE IS L CHEAT 2BOEEFHIZOWTE, =R v~7 (BIET
M z) BB ORKESRHEEDT A R A > (BESEEE) (220 T (R 29
3 H 24 AN ERAIREIE 0324 F 11 BEAFEE EEK AJERAFER
MEEEHER), BHEEE NEBAR X ) NI LTHEAT D
BOBERIEIZOWCIE., (=R~ 7 (EBETHE2) 8K o 5@ i
EHA RTA Y (BHELEOEBRAR YU VR E) (220 T (AL



2944 H 18 BAHITIRAERKER 0418 F 1 BFEAFEEEE - EEHERE
WL EEETHBERBEN) ., BEICTL THEATIBRORBERHEIZOWTIL,

(=R n~7 (BT lfz) M ORBEFERHEET A VT4 (BE) O
VERL K O i i FHHEE T A R T A > BB/ AR At | BB S o | SRS |
RS R OV AR U Y VX E) O — BB DWW T (SR 29 4E 9
H 22 BAHIT3EAZEEI 0922 F 1 FEAETEHEEE - AEHERERELE
TEEHBRBEM 2, ENEFNUURLTEXRZEZATT,

Sk, =<7 BEFEB L) BHIZOWT, /N mE, EEE
il GEEEE . B, TR X U UNEROEE BT SRk
XN R I HERVCHEO —HEEN AR INTZ LIV EZEE
FHEEY, TN EFNIEO LBV HRIEVWLZLELIEZOT, EENOERKERE &
OEBIZRTL2EME BBV LET, b, WEEOKEMERHEET A N7
A%, BliREEDO LB T,



ElIEES

FE/ NI it OO Bl B FHERE D A BT A L OUGETEFT G IHx RER)

k<l "
HYANN— (AT ERD) 2R A (B/EAREREIBR)
2= XGg L b RIERUHE 2= L7 b AEROHE
WEL. A=A A~T (EETERL) L L WE. RAZIZ=ARAr~T7 (B z) L L
T, 1181240 mg % 2 AR CAMEHFET 5. T, 1[0] 3metheUATE) % 2 JERIFIR CARERHE
T 5,
3= 2. ARHNOKEE. 1ERKF 3= 2. ARHNOFE. 1EREF

I 7D — R R 20 mg X OELAREERE 100 mg
(—f4  =Fh~7 (BETHEBRZ), LIT, IR
A1) X, RS TEERASHE A X Ly 7 X4t
FHITVARL =AY —X 2747 BMS) )
B L7-t bk PD-1 (Programmed cell death-1)
IZx3 5 M 1G4 £/ 7 v —F AHURTH 5,
(%)

T/, BEERAEAE CIHEBRE T MiaEE
THA v E =Tz~ (IFN-y) [2k-T
PD-L1 OFBNFHFE I, B L EEHBEIZE
I7 % PD-L1 OFHL L ik O LG & OICED
BB H 5 & DHE L H D (Sci Transl Med
2012; 28: 127-37),

(%)

F 7Y — R EEEE 20 mg4100 mg (—fk4 - =
M~ 7 (BEFHERZ), LT TRAl 2055)
X, DEPELTERASHE AT Ly 7 24 (B
TYRARL =AY —RX 2747 (BMS) #) 2
BA¥ L7-t K PD-1 (Programmed cell death-1)
(x4 2t M IgGd £/ 7 u—FILHETH S,
(%)

Fo, EMERAEBE CIIHEBREE T MianELE
THA v E =Tz~ (IFN-y) [2k-T
PD-L1 OFBNFHFE I, B L EEHEBKIZE
I7 % PD-L1 OFBL L5k OEFHM & OIZED
BB H D & DHEL H D (Sci Transl Med
2012+28:127¢a37),

(%)




4= @i/ E M ARFRER (CA209017 3XBR) (N Engl J Med | 4 X—2 @uEs S MARRER (CA209017 386BR) (N Engl J Med
2015; 373: 123-35) 2015; 373: 123-35)
(%) (%)
(X ) (X B%)
X1 0S OHFEENT D Kaplan-Meier iR (ZE{E 0S O HEIfEHT D Kaplan-Meier #ifR (EE/EA(L S
At S -5EMH) N-5EM)
58— @uE/FEIFARER (CA209057 3B%) (NEngl J Med | 5 X— QuEs S MAARER (CA209057 385%) (N Engl J Med
2015; 373: 1627-39) 2015; 373: 1627-39)
(%) (W)
(X ) (X B%)
0S DO FEfEAT @ Kaplan-Meier mifg (#E/E 0S DO HFEfEMNT O Kaplan-Meier BifE (E/EAL S
At S -5EMH) N-5EM)
6 R— _(PD-L1 FEBURILBI DA M e O 2 1) 6 L— (B

WAV ETIARERER (CA209017 3RER K Y CA209057 7
) ITHAANGINTEREFED S b, EEMERKICE
VT PD-LT 2 3B L B 5 o 52 EE (B
T, TPD-L1 3ELZE)) IZBAT o HFRIELNT-—
HMOBEDOT —ZIZESE, PD-L1 HEFEHIIZH
SRAVZIRHT 24T » To B IME R OV M OfE F AT L
ToLBY THoT,

(%)

(X B%)

PD-L1 FBURIAI OF ik Kk OVZ 2t
UEAVETIFEZABR (CA209017 3B K& T8 CA209057 2
) ITHAANGINTERED S b, EEMERKICE
VT PD-LT 2B L - BN 5o 52 E5 4 (B
T TPD-L1 BHLE| Lns) (T HHFHRNED
NT=—EOBREDT —F|ZFH-S&, PD-L1 IR
BN IRAT 24T - T2 A M R O 2 D fE
RBIILLToOEBY THhoTz,

(B%)

(X B%)




CA209057 FRBR D PD-L1 FEKFI]TD 0S D
1S FEAT O Kaplan—-Meier gi#R

(££K : PD-LI<1%DEFEM, AKX : PD-L1=1%
D BEEH)

CA209057 3B D PD-L1 FELLH|TD 0S O Fffz
Hr D Kaplan-Meier gi#R

(£ : PD-LI<1%DEFLEM., AKX : PD-L1=1%
D FBE L)

7=

g ~— v

[Z2 2]

¥ bR
OEMNE DAEER (0N0-4538-05 FBR)
F 1 RN %L EOREIEH

(F W)

7eks. RMVEMERTZER 2 6] (5.7%) . KBk - HE
OTH 2 (5.7%) ., HREEE (F7 2 - NL—JE
BEHESF) 3 (8.6%) . NTRERERES 2 #1 (5. 7%) .
FROR AR ERESE 3 3] (8. 6%) . HEIEHEEREE 1

(2.9%) ., BEHERESE (RMEMEMEBERE) 14l

(2.9%) KON infusion reaction 2 i (5.7%) 23
ROBNT, o, BEEOLERE (KEHER
TEMERE, ZIHLEE, JEREES) . T EREHEERESE
| BUBEPR . WEZC . EIEARIEEE. Mk - BEMEZR.
SEIBEREROHRITEBD bz otz, AR
TEARBERNIIYEFSOMESES FEARBREE
AEZEL) 25 0EEREZTT,

QiESETIFEER (CA209017 388) (N Engl J Med

7=

g ~—

[Ze 4]

¥ bR
OEMNE DAERER (0N0-4538-05 FBR)
FEELER 5%LL EOEIEH

(F )
B, FEMHEMESR 26 (5.7%) . KEBK - BEEOD
T2 B (5.7%) . HRRESE (7« NL—ERE
BEE) 34 (8.6%) . FtEmEREE 2 #l (5.7%) .
BRI BE R -3 5] (8. 6%) . BIIBM&RERESE 1

(2.9%) . BEHRERE (REEMEEBERE) =1
5] (2.9%) KO infusionreaction+£2 {5 (5. 7%)
TREOOLNT, o, EEOKEREE (KB
IREfERE. ZRALEE, JEREES) . MTEEKEERE
=, OLABERE, BER. EEMEE. MK - #f
JER, 5 E D BERENODHRITFED biviedoT,

QiESMETFEER (CA209017 388) (N Engl J Med




9~

2015; 373: 123-35)
F 2 FBED %L EOREIEH

(F &)

7eks. RMVEMERTERE 6 ] (4.6%) . KEGHK - HE
DOTHI 116 (8. 4%) . #HiEfEE (F7 2 - SL—
JEMRESE) 13 451 (9.9%) . fFpkaErEE 4 51 (3.1%) .
PR AR REREE 5 3] (3.8%) ., BHkREREE (RMAE
RIEMREREE) 46 (3.1%) . HIEAESE 1 4]

(0.8%) M TN infusion reaction 1 (0.8%) 23
WO LN, o, BEOKLERESE (KEMER
TEMERE, ZIHLEE, JEREES) . TERAEHERESE
B FEREREE . | BUONEIRIR . HER. MM - BEIRIE.
SEIRER I ROLIHRITRD biLenroTc, ARl
TEARBERNIIYEFSOMESES FEARBREE
HAEZ251) 2B 0EHERE T,

(FER LR
OEMNE TFERER (0N0-4538-06 #ER)
£33 EHRN %L EORIER

(& 1)

ek, MIEMERERER 46 (5.3%) . KBk - EE
OTHI5 F (6.6%) ., HfREEE (72 - NL—E
ERESE) 10 1 (13.2%) . fFi&nelEs 5 1 (6.6%) .

9

2015; 373: 123-35)

FELRD 5%LL_EORIEH

(& )

7p¥, MIEMRER 6 6 (4.6%) . KIBK - BEED
THRLL I (8.4%) . MIREE (¥ 72 - NL—IE
RFESE) 13 6 (9. 9%) . FHEREREE 4 B (3. 1%) .
FR IR RERE 45 5] (3. 8%) . BHERElEE (JRAM
EREMEBERE) 46 (3.1%) . HEHEMESE 1
1] (0.8%). &N infusion reaction+&1 i (0. 8%)
TROLNT, -, BEEOLREEE (KEKKE
IRIEGERE, AL, EREES) . TEAHER
= RIBHEEREE. | BUBERIA. BER. MM - BE
g, 589 BER KOOI RITRD bz o7z,

GER LR

OENE T AR (0N0-4538-06 75R)

LD 5%LL_EOEIER

(& 1)

7ok, FMVEMERER 4 6] (5.3%) . KIBK - EEO
TS B (6.6%) . MHREEE (X7 - NL—ERE
B%) 1041 (13.2%) . FFHEREREEES 5] (6.6%) .




10—

FROR IR REREE 10 3] (13. 2%) . BB REREE 1 4
(1.3%) . BEEREE (RMEMEEERE) 406
(5.3%) J N infusion reaction 3 (3.9%) 23

ROLNT, o, EEOREREE (FRERER

TEMRE, ZIHLEE, FHREES) . T RAHRERESE,

1 BUMEPRIA .. WEZC. BIEMENE. MM - SRR,

S EIEREPNOHRITZRD bz o7z, ARl

ERARBFRMITILFZEELZOEEES (BARBREME

BE 2Bl 2R R T,

QuEs S MARRER (CA209057 385%) (N Engl J Med
2015; 373: 1627-39)
F£4 FEEERN %L EORIER

(F B

7p. MEMMZER 10 6] (3.5%) . K%K - &
EOTR 22 6] (7.7%) . #&EEE (¥F7 - L
—IEMERETE) 26 4 (9. 1%) | ITHERERES 15 1] (5. 2%) |
FOIR RIS REREE 27 ] (9. 4%) . BHEREREE (R
EREMERRZE) 76 (2.4%) . BMZ - BEEK 16
(0.3%) X UNinfusion reaction 8 ffl (2.8%) 2%
RBOLINT, £, EEORERE (KEKR
FEERE, ZIHLEE, ERIEES) . FTERFEIERE.,
R REREE . | BUONEIRIR ., MER. BEIEFEIE,

FOR IR RERE 10 1 (13.2%) . BIEHERERESE 1
Bl (1.3%) . BEEESE (RMEREERRE) &
4 5] (5.3%) }% " infusion reaction 43 {51 (3. 9%)
TRDONT, £, BEEOKREES (FRERHE
IREMERE. AL, BREES) . TEEKEERE
FH.OLBRERA, R, BEIEMESE, MKk - B

JRR . 5 E DR R NODHRITFRD biviedo T,

I

QuEs S MAARER (CA209057 385%) (N Engl J Med
2015; 373: 1627-39)

FELRD 5%LL_EORIEH

(& B

e, MVEMEMZER 10 6] (3.5%) . KBk - EE
DOTH 22 ] (7.7%) . MfEEE (¥F7 2 - N b—
SEMERETE) 26 1] (9. 1%) TR REFEEE-15 41 (5. 2%) |
FOIR AR RERE =427 5] (9. 4%) . BHEREREE (R
AE VB RS 76 (2.4%) . BMZK - Bl
1 1] (0.3%) KX infusion reaction +£8 ] (2. 8%)
TROLNT, -, BEEOLREEE (KEKKE
IREERE, ZRALEE, EREES) . TEEHERE
= ORIEHEEEE. | BIRERR. ERX, BEEMHE




S EIRER KR COFHRITFRD bivigin-oTz, AE|
TERRBURIUT S FEZOREES (FEARRAE

Rz al) 2albEtERETT,

THE, 5 E I ER RO FHRITZRD IR o7,

11—

(A - HZ]
AHIOBEMAEYHEET LV ZFHA LTI 2
L—ya s i, K&l 3me/kg (KE) it 240
mg % 2 BRI C&RES LB ORAO Mg T iEE
DRET Sz, FORER, KH 240 mg x5 LT
RO GEEIT. K 3 mg/keg &G L IZBEORE
BB CGEEZRT ETFRISNZ OO, H
ANBEIZBVDTERENER I D HYE -
HE (10 mg/kg % 2 BEMFIECHEE) CTAHAFZE

5 UL BOWRE R & il U CIR(E 47T & TS
iz (F#HR), Mz T, BEoOEREICBITAT—X

(CFESE, AAIS mg/kg (RE) iF 240 mg % 2
E AR TES L BEOARR OEREE & F oY
FZ et L OFEAHRET DBREUGET VD E
I, MEEEIZ OV TREI DM T O R,
LELOME - HEOM THIMER O 2B
mERIRWNETFRS N,

£5 FAARIOIEYEHRE T A —F

ik A (ng/ml|_(ng/mL| (ng/mL| (ug/mL| (ug/mL| (ng/mL

) ) ) ) ) )
3mg/kg | 51.6 | 16.6 | 24.3 | 113 [ 62.1 | 77.6

([Ai% - HE] omEEEM)




Q2w (35.2,| (10.7,| (17.1,] (75.0,| (27.1,| (42.1,
70.8) | 24.5) [33.9) | 171 107) 127)
72.7 | 23.5 | 34.1 159 87.8 109
240 mg Q2w (51.1,| (15.2,| (25.1,| (102, | (41.5,] (62.1,
103) |34.6) |47.8) | 254) 158) 187)
10me/k 191 61.3 | 90.8 398 217 278
JJ—QZW (147, | (51.2,| (79.0,| (331, | (184, | (237,
= 219) | 79.2) | 114) 532) 313) 386)

o (5%, 95%) . Q2W @ 2 MM, Coa : 4]

[E1 52 512 O Fe s MLIE TR EE L Coinary : PIEFR G 14

LB D AARMIEPIRE . Covars : FIEIHRE1£

14 A B £ TOFHMBEPRE Cp oo *ﬁﬁi’i’éil

BT 2 mem i {E PREE Cmm s EFIRBEICEBIT S

FRARIIE PIREE . Covg s REEIZ IS Téqii’]ﬁu

B RE

12 45—

ORIz 2T

DO-1 TFiEo (1) ~ B) OWThceEs T2

Mz ThHDH I &,

() BAFBRENEET 203 A FEEENL AR
Bese (ERENF IR AR EEHEMLSURRT, Hitg s
AU TREHEHLS R, BN ARSI R &)
(FRk 30 4F 4 A 1 BB ¢ 437 fsk)

) FrEtkrembe (R 29F 6 H 1 HIRFR - 85 file
3

() FENF AT NS ET D D ABEEEREE ()
ISR TETRRE. DS AR 19k,

10 ~—2

DOREF% 2>V T

DO-1 TFiEo (1) ~ B) OWThcsEsT5

Mz ThHdHZ &,

() BAFBRENEET 203 A FEEENL AR
Bess (ERENFIR D A REEIL AR, HUE )
ARSI IR, B AR R &)
(FRk 2845 10-H 1 BRI A : 427 6E3%)

(2) FFERERERPT (R 284 9-H 1 HEFS : 840E
e

Q) FHEFEAFENEET 2 0 ABEEERE (2
NSRBI ETRRE. DA EREER IR,




DS A2 TRIEEEHEE TR T /e &)
(4) FhFAbRERE R E L, S k(b FRENE
ATHNRALFEIENR 2 OfEs %E_Méﬁ
HAEIT> T DhEax (CER 28 £ 7 A 1 BRFA
2540 fiEz%)
(5) PLE é@ﬁﬂmﬁﬁﬁm%@m X FAEI TR D

S AR EEHEEHEE R /e &)
(4) Fh AL FRERE R E L, S k(b FREMNE
XAFASRACFRIENR 2 Ofg %E_Méﬁ
A T > T o fiak CER 247 A 1 BRFAL
2538t 5%
(m#ﬁiﬁfﬂmﬁﬁﬁm%@ﬁ X FAEI TR D

Em%ﬁofm X (K 284 7 H 1 HE JEHZAT > TV D ffiex (R 2747 A 1 BEF
n\ . @ﬁiﬂnﬂ) ,'f—I—'\ . -1—284—)5@13
14 _—3 (B2 B4 5 FIH] 12 R—3 (B2 B3 5 FIH]
(© 1) (O B%)
15— @ TRICZYE T 2B T 2 A K|OF 5 % UM QT RITEY T D EBE T DAEFN O 5 K OF
HFEZODWTIE, RAIOFMEDHESL ST RTEIZOWTIE, RBIOFRMEN LS T
BOoT, AFOBEERNGR LB, BoT, AFOEERNGRE LB,
o (LFRIERBREOESE o fEFREERBEOBEE—
o fiTRMBIRIE o (IiTRMBMEEIREE—
o fhoFUEMEEGA AL RGNS o fhOFEMEEA - o0 H—
BE (B%)
(%)
EMRAEOREERMEET A N7 4 v OUETET GriHXTERR)
i H
Y= (FHREBIEED) HY - (BEHAERHIBR)
2= KR ERDIEEIIHE - EEEAE 2= KR L 72 DIIREXITNE IR IR R R




ML DREROHE

BE. RAZF=Ar~7 (EaFEfz) &L
T, 1[F240 mg % 2 MR CRERFET S, &
2L, EMEERAREIC BT DR EHEEOS AT

BEHMIT 12 W ABETET D,
RIGUIBRARE 2 B B EAEICRH L A B AT
(L%%ﬁ@i)kﬁﬁ?é A1, BE. A
WZiX=R~7 &z T z) k L. 1/ 80mg
%3@%%@?4@&%%&#50%@%\:ﬁ
N7 (B Z) & LT, 18240 mg % 2
[ ERR CAREEET 5,

E

ﬁ%%kiﬁéﬂﬂ/f&()\ﬂﬂg ;

WE. A=A LT BETERZ) &L
T, 1Al 3metkeHEE)—% 2 ARG CAEFE

T2,

AV Lv7 (Barfiz) Lofificks-o

WE. A=A LT BETERZ) &L
T, 1Bl bmetke—UEE)—7 3 ARG T 4 [BLAHE

BT 5, 0%, =R~ 7 (ElaFlfz)
& LT, 1A 3metkeAE)—7% 2 BRI T AE

2 N—

(%)
EMEERARICERT D Y — AR A AIEEHER 50 mg (—
et A8V h=7 (BEfaF#HZ)) OBEREXIT

FE, RiEROHE

ANBESUT BN A - ARIB OB gE 22 A B

(&% D)




BEROCHE  @E, RAZEFAEY AxT (B
rAz) S LC1[E3 mg/kg (KE) % 338
IR T 4 BLE#EEHET 5, 723, oM
BHRIEFAT 25 E81E. =dh~7 (BEHEfR
z) CPEHTSHZ &

3= Fo. BEEREAERE CIIHEMEE T MaNEE | 3— T, EMRAERE CITEBNRE T MR EE
THA v E =Tz~ (IFN-y) 12Xk T TAHAf v HE—TxzarHr~< (IFN-y) 12Xk -5T
PD-L1 OFBENFHFE I, & L EEHBEIZE PD-L1 OFRBENFHFE I, &8 LI EGEARKIZB
I7 % PD-L1 OFHL L ik O LG & OICED I7 % PD-L1 OFBL L5k OEFHM & OIZED
BN DD L DWED H D (Sci Transl Med HHEERER N D D L DWED H D (Sci Transl Med
2012; 28: 127-37), 2012+28:127¢a37),

4= |3 EEkRE A4~— 3. BRRAGH
BV R EO KGR ICEHE 21T o 72 72 BRIRE R UIbR A g Ao B B0 iE O KGR EFIZFEA 24T -
BR O RAE & T, 7= R BERFEBROSEE T,

4= O FMFEFRER (CA209066 FXER) 4= OyE/FEMFERER (CA209066 FRER) ¥

v-raf vV AREY 1 NV ARERTFEDRER
7Bl (LAF. [BRAFJ) V600 ZER D7\ b2k
FRIGEORIRUIRARE A MH/ IVEI TR OE
MR AESE (ECOG Performance Status 0 &L TN 1)
418 ] (AFIEE 210 3], DTIC Bf 208 f3]) Z %412,
DTIC Z %t & U TAEK 3 mg/kg & 2 @G TH
TEEE Lz L X OFIER LA RE LT,
FEFMEEE Thor24FHM (LI, ToS)) (#

v-raf ¥~V AREY 1 IV AEELFEDREO S
Bl (LLF. [BRAF]) V600 ZEE D72\ MU FEER
TRIE ORI RE 72 T / TV H S0 L 36 o0 B4
BEafERE (ECOG Performance Status 0 KTV 1)
418 i) (AFIEE 210 3], DTIC Bf 208 f3]) Z %412,
DTIC Z %R & U TAK 3 mg/kg & 2 @G TH
HEE Lz L X OFIER LML RE LT,
FEFHMEEE Th o 24FHME (BLT, T0S)) (#




5 ~—

JAE [9SWEFERXM]) O RIARNTRE R, AFIEE
IZNE*[NE~NE]# H .DTIC#£ T 10. 84[9. 33~12. 09]
B ATHY  AFNLDTIC |[ZxF LRI ERE R
RER Zo~ Uiz (N8 — REE 0. 42 [99. T9%E#E X R -
0.25~0. 73], p<0. 0001 [J& %] log—rank f&7E ], 2014
FO6H2HBT—Zy A7),

T HEEAREE (AT, [AER)

(X1 W)

@VESVEIIAEERER (CA209037 3XBR) 2

AV L~T (BiEHE#z) LT, A2
L~7]) XX BRAF [HERI Bt b FIRER A2 H
T HRIGUIBRREE 2 I/ IVEI I H R OEMEE
ffEEE (ECOG Performance Status 0 TN 1) 405
] (CRFIEE 272 1], Ab59RE (DTIC XU AR
SFLERT Y RXEALOMA) B1334) %
RBRIZ, fLFEEZ R E U TAA] 3 mg/kg & 2
TR CAEFFRE L & X 0FIMEROZEM
et Uic, EEFHMHER Th 55303 (RECIST
HA RITA 1L 1RICES S FIflEIC L5 CR X
ILPR) IZOWTARKINE G Sz 120 iz
FEAT R GAER & U CH AT 21T o 7o i 5. ASH
FET 3L 7% (95%FFEXHE : 23. 5~40. 8%, 2014 4F

52—

Al [95%EREXM]) 1T, AFIFEILNE [NE~NE]
# H . DTIC # T 10.84 [9.33~12.09] W A THY .
AAFNLDTIC Ik LAFHFRICABRRIER Z R L
7= (NNH—REE0.42 [99. TOXEHEXE : 0. 25~
0.73]. p<0.0001 [J&% log-rank #7E]),

(X1 B8

@¥Es B IIAREABR (CA209037 FXEBR)

AEY h~7 (EBlaFHfz) T, (Y4
~ 7)) XILBRAF [REAIZ BTt FRER L H T
2 IRIGUIBRRRE 72 I/ IVHA ST R O B R A
fEEFE (ECOG Performance Status 0 TN 1) 405
Al CAAFIEE 272 ], fbFEyE (DTIC UL VAR T
SFLERT Y RXEALLOMM) B1334) %
SR, AbFREE X E L TARA| 3 mg/kg % 2
TR CAEFFRE L & X 0FIMEROZ LM
et Uiz, EEFHEEE Th 5823 (RECIST
HARTA L TRRIZHES S e EIZ L5 CR X
1L PR) H—AFIF 5 ST EHWID 120 FIRFEAT
XGEERM &<, ARFIFET 31 7% (95%EHEX R -
23.5~40.8%) Th o7z, 12k, FERIIEHERDOH




6 ~— v

SHI0HBT—4h v b A7) Thotz, 2B, F
ANCEIROBEIFREL TV o7z, 9 —
OOEEFHEE TH 5 05 (FRAE [95%FFEX
M) 2o\ T 182 DA X2 b (FET) T TH
IR 21T o TofE . AFIFET 15,47 [12. 39~NE]
B A ALSRIERET 13.67 [11.50~NE] 7 A TH
D RENIEFFRIEIC LRI ERER
RS ole (AP — R 0.93 [95%E X -
0.68~1.26], p=0. 6299 [ /&% log—rank f&7E ], 2014
FUALHT—Z Wy b A7),

OEMNE TFERER (ON0-4538-17 3 ER)
L FRVERIB R ORIG U GE 72 I/ TVEI X%
BROBEMSEEAREERSE (ECOG Performance Status
0Kk 30 BlEXIEIT, RFlEA VY AT %
Ot (LT, TREI+A BU =7 )) 5Lz,
FEHFHMIEE Tdh 5% (RECIST A KT A~
1. 1RRICEE-S < drgefl) 212 K 5 CR XU PR) 1 33. 3%
(95%(EHEIX[E @ 17.3~52.8%) Th-o71=, 2.
HANCRE LT BEEIT 23. 8% Th - 72,
* : A& 1mg/kg (KE) LAY L~7 3mg/ke
(KHE) 2FEHIC 3 BEFBRET 4 FAESEE
L7zt A3 mg/kg ((KH) % 2 AN

EITEXE L TWieotz, b9 — 2D EEFHME
HTHD 0S (FRAE [95%FHEXE]) (22T 182
DA X~ FEL) BT THREMBNT 21T > 7o iE
B OAFIEEE15. 47 [12.39~NE] A . {LFEE
BT 13.67 [11.50~NE] ZATHY ., KFlII(bF
PEIEICR LIEEH RIS A B RIER R S o -
(B — R 0.93 [95%EHEX M @ 0. 68~1.26],
p=0. 6299 (&% log-rank #iE]),

G@ENE T AERER (ON0-4538-17 3ER)
L FRERIRE ORIR VIR EE 72 T/ TV X%
BROBEMBEAERATE (ECOG Performance Status
0 &) 30 BlEXIEIT, RFEA VY AvT %
fFH (LLF. TREI+AEY A7) "5 Lz,
FEHFHMIEE TH 5 %= (RECIST A KT A~
1. 1RRICEE S < drgefl) 12 X % CR XU PR) 13 33. 3%
(95%EHEX R @ 17.3~52.8%) Th o7z, 2B,
FRNIERE LICBEIL 23. 8% Th o 7,




TRIEEHE LTz, PPARERICZBVWTE, K
FlaRUICHRE L, A Y L= T I3ARF O
5T 05 30 53U EOHEEE BV TRE %2
BA%E L7z,

OSSR (CA209067 #ER)

L FRVERTBRE ORIG U GE 72 A/ IVE] D
HmMEEAESESE (ECOG Performance Status 0 &
O 1) 945 il (RAI+A BV A~ 78314 i, K
FIEE 316 B, A U L~ T7EE315 ) ZXf4IT,
AV LA=wTHEEEZNBE L TR+ A EY A~
TG R OKRFE G DOFIMER OZeME B L
7ro EEFMIEE TH D 0S (FRME [95%EHEK
M) OREBITFERIT. AF+A Y L= THT
NE [NE~NE] 7 A . AHIHETNE [29.08~NE] #
H. AU L~7ET19.98 [17.08~24.61] 7
AHTHY ., BEI+A VU b~ THEE KR OEAERS
A Y A~ T EEITH L FICARRIER
Rl (RF+A Y A~wT7#E  F— Kk
0.55 [98%IZHEIX [ : 0.42~0.72], p<0.0001 [=
Bl log—rank M E ] AFN#E 5~ — Kk 0. 63[98%
{SHEIX R 1 0. 48~0. 8171, p<0. 0001 [JER! log-rank
ME], 200658 A1 BT —4 v bA7),

6 ~—

@O/ EIARRER (CA209067 #X5x)
b FEIERIGE ORIG VIR EE 72 I/ IVE] D FE
MEARERFE (ECOG Performance Status 0 KON 1)
945 f5il (AKI+ A vV L~ 7 % BE 314 5], ARKIRE
316 fl, A BV L~ THESI5 H) ZRIRIC, A F
Jbh<T7HEZWBLE L TARI+A VY v T
B R OERE &G ORIMER VLR ZRE LT,
FEFMEE TH 5 0S (PR [95%FFE X ])
DEAEIFHTHRE RN A+ A BV L~ 7HE T NEINE
~NE] WA, BAFETNE [NE~NE] W H., A EV
L= T7RET19.98 [17.08~24.61] WA THY .
AH+A Y AT EGRORAEGIIAEY A
~ 7RG LR RIS AERRIEE AR LT
(FH+ AV LhvwTEE P — R 0.55 [98%
{EFEX A : 0.42~0. 72], p<0. 0001 [&%! log-rank
RIE], AFIBEE -~ — FE 0. 63 [98%EHEXHE -
0.48~0.81], p<0.0001 [&%H! log-rank R7E]),




(X2 W) (X2 W)
72, RIGUIBR R RE e BEE B A fERE 2 X 51
AE+A Y b~ TEBIZOWTHRE L NS
I FAEXER (CA209004 #XER) D =aA—F 8IZEBIT S
ZNE (modified WHO FE#E|ZE-S < CR i PR)
1%, ALFEERIBEEFE T 46.4% (13/28 fi, 95%
7= {EHEIXE : 27.5~66. 1%) . {LFEEBLRFEEE T
38.5% (5/13 {5, 95%(EFEIXF : 13.9~68.4%) T
HoT
73— | _(PD-L1 FEERIBI OB IER OV tE) 14— | (g
(%) PD-L1 R ELIRIBI DA M K Oz 2k
(B%)
X3 CA209067 3Bk PD-L1 FEHLFRRF]TD 0S O X4 CA209067 3Bk PD-L1 FEHLFRR]TD 0S D
Kaplan-Meier &z Kaplan-Meier &z
8 — DEFEHFEFH AR (0N0-4538-21/CA209238 X (DB

BR)

SEAYIBRYE OMb/c #/IVEF OB B A fE RS
906 5l (HANFESE 28 il & e, AKIEE 453 {5,
A L~=T7 (BB Z) B 453 ) Z2x5
2. A Y A= T 5B E UTRA 3 meg/kg % 2
TERIRI MR CARRE L L X 0FIMER OZ4EeM
et Lic, EEEHlTEH Td 5 M3 A 17 1 R




(o [95%EHEXE]) DTS RIL, &
HIFETNE [NE~NE] WA, A BV L~TETNE
[16.56~NE] W A THY RANIA U L=T|Z

*t USEHFRICE B RIER 2R Lic (0N — Rk
0.65 [97. 56%{SFEXM : 0. 51~0.83], p<0.0001
[JE5] log—rank #iE]. 201746 A 12 HT —X
By b A7),

% : AJCC (American Joint Committee on Cancer)

R (BB 7ThR) (230 <FHfl,
(X4 ")
4 EEFAFHE O Kaplan-Meier HifE

9 ~— v

10 4=

[Zz21t]
OEWNZE TR (0N0-4538-02 5XER)

(%)

(F1 1)

ek, MIEMRER1HF (2.9%) . Kk - BE
OTHI 1B (2.9%) . FRREE 4 6] (11.4%) . &
REFEE 5 ] (14.3%) . BireElEE 2 61 (5.7%) . H
RIRPREEREE 8 (3] (22. 9%) . BIRREE 1 441 (2. 9%) .
EEOREREE1H (2.9%) KOS E 9L 1 4]
(2.9%) OBz, £o. TEEEEES
infusion reaction, 1 BUMEPRIG. WESR. EIEME
JE. BdE - BEMESE, DRSS, e, . BRI

6 ~—

7R—
g t—

[Ze 2]
OENE DR (0N0-4538-02 FER)

(B%)

(£1 )

e, MIEMEER1HF (2.9%) . KBk - BE
OTHT L (2.9%) . FHERFEE 4 61 (11.4%) . IF6&
REfEE 5 i (14.3%) . Bi&relEE 2 41 (5.7%) . H
RIRPREEREE 8 5] (22. 9%) . RIRREE 1 441 (2. 9%) .
EEOREEE 16 (2.9% KROSLEHEL 1 F

(2.9%) <EOLBNT, £, TEEEERES
infusion reaction, 1 ZBUMEIRIF. BEA. HEIEME
JVE. B - BRI, LAk, fhk. TS, B
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FRRRARAE/ X o+ 55— Ot MR PR
BERIRRD o 7, ABIERRRRIIL,
LHHFGOMEES ERREMREEET) &
BURTHERERT,

@EWNEE TR (ON0-4538-08 5XER)
BEESIT 22/24 F] (91.7%) (23RO B, KEI&
DOERFEBRNEETERVEEFERIL 18/24 7
(75.0%) (TR BT, FHERD 5% EOREINHE
HAIITEROLEBY ThHoTz,

(F2 )

2B, KB - EEOTH 2 6] (8.3%) . FFH&iE
fEsE 1 (4.2%) ., FEEMAEEREE 16 4.2%) X
ONERARAEREREZE 7 1] (29.2%) RO BHILTZ, £
7=, MVEMmZER, HREE (X7 - NL—IE
RS, BHEEE (RMEMREEERE) . &l
BX[EZE . infusion reaction. 1 ZUPEFRIF. EE D
FRREREE (REHEIREGER, 20, ERE
B, R, EEMEIE, MKk - HEK, S
RS, DR, k. . BEBUTRIARIE/ X A
NF— R OB MR I MR B SR BE R 13380 B i
o, REWEARBMRIIL, Y%FESOME
=S (BAREEERFZED) 2850EHERE

FRARIE/ < ST — R O e L M P55
BERIXRI bV T, ABIERRIKIRIL,
LHFSOMEFS CRREERFELAD) &
ORI R AT

O@EWNZE MR (0N0-4538-08 FXER)
HEEGT 22/24 ] (91. 7%) 123D i, iB5RIK
EDORFEBARNPTETERWAEEFSRIL 18/24 i

(75.0%) (2RO L AL, FEIEN %L EDOEIE
HAIITEROLEBY ThoTz,

(F2 )

k. KBk - HEOTH 2 6] (8.3%) . FikeE
P 1] (4.2%) . TEEEERE 16 (4.2%) K&
OEDIRARFSREREE 7 1] (29.2%) RO LNTZ, £
7o, FIEMEMER, HREE (X7 - NL—E
RFESE) . BirElEE (RMEMEEERE) . &
BX[EZE . infusion reaction. 1 ZUPEFRIF. EE D
FRREREE (REHEIREGER, 2, EXE
B, PR, EEMENE., MK - #ER, SE
I IES, DR, Bk, IS, BEBUTRIARIE/ X A
NF— R OB I MR B SR BER 1338 0 B i
o le, RRWERFBBRDUL., Y%FROEE
=5 (BERBREMEREE 25T 250EHERZ
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AN

OEMFMFEFRER (CA209066 FRER)

(%)

(#3 B8

72 ¥ AFIFEC BV TRE MM R 3 6 (1. 5%) .
KGR - BEOTHI6 ] (2.9%) . MHiRES (X7
Ve N —JEERES) 28 ] (13.6%) . FFHREREE
7T (3.4%) ., BEiEEEREE 4 B (1.9%) . TEMEHE
REFEE 4 1 (1.9%) . FUIREREERERES 13 1 (6. 3%) .
infusion reaction 15 i (7.3%). 1 FUKEIRIE 1 4l
(0.5%) . EHEDLEEE3HF (1.5%) KUSED
2 15 (0.5%) 2RO, £72. BIREE,
fE . BEIEMEESE, MK - BERK. LHRk.
%, FFoc, BRBURARIE/ X A /3T — R Ot i
IR SR BEIR 13RO bR o T2, REIEH
FEHRIIL, YHFLROBEEES (BRREMERE
Bral) EUEEREETT,

@VESVEIIAEERER (CA209037 3XBR) 2
(H%)
(F4 B8)
7pds . AFIFEEIT I T RVE MR R 8 1 (3. 0%) .

9 R—y

10 ~—

Y

@ESMEMARFABR (CA209066 tER) V

(W)

(£3 ®)

¥ AFIFEC BV TRE MM R 3 6 (1. 5%) .
KB - BEEOTH 6 6 (2.9%) . MREE (¥7
Ve N —EERES) 28 ] (13.6%). FFiREREE
7T (3.4%) ., BEiEREREE 4 61 (1.9%) . TR
REFEE 4 1 (1. 9%) . FUIRIREERERES 13 1 (6. 3%) .
infusion reaction 15 i (7.3%). 1 FUKEIRIE 1
(0.5%) . EEDLEEE3HF (1.5%) KUSED
B2 1] (0.5%) CRDBHNT-, -, BIBEE,
FEde, EIEANIESGE, MK - BERER. O, B
%, FFoc. RRIURBARIE/ X A /3T — R Ot i
/N TSR BER ITRR 0 B e o 7=, AREIER
HERMIL, YEEROBEESES (BRREMERE
wrat) PEUEERERT,

@¥Es B IIAREABR (CA209037 FXEBR)
(B%)
(F4 B)
7pds . AFIFEEIT I CTRVE MR R 8 41 (3. 0%) .




13 8=

14—

KIGZK « EEOTH 4 6] (1.5%) . MHEEE 33
(12.3%), FFFgEEREE 22 5 (8.2%) ., BHEREREE
(RAME IR %) 561 (1.9%) . FRRIRHRE
fEE 23 f41] (8. 6%) . BIBFES 1 #1 (0.4%) . infusion
reaction 10 {5 (3. 7%) . ELEE D 2 JE = 1 431 (0. 4%) .
e 2 B (0. 7%) KOS E S EKE 3 F (1.1%) 2
RO, o, TEEEERE. 1 BPERRA,
HIEAEIE, MK - BEIEK, DR, k. T
R BERURBARIE/ 3 A /3 F— R OV M i/ MR I
DPEERBEIR 33RO B e o T2, ARRIVERAZEEIR
T, HEFELOMEFESR (BRREMEET 25
ie) ZEUEBRLTT,

OEMNE TFERER (ON0-4538-17 3 ER)
BEEZII2HE (100%) (2RO LIV, BH I ED
RERBEGEAGE T RVWEEFSEL 26 (100%)
IR BTz, FEEN WL EOBHWERIZTERD
EBYThoT,

(5 &)

7B, MRRREE 9 f#] (30.0%) . FFHEREREE 14 4
(46. 7%) . FURIRESBERES 7 /51 (23.3%) . &M
FfiE R 3 51 (10. 0%) . KBS - EEED T 3
(10.0%) . BEEEOKZJERESE 3 6] (10.0%) ., FEME

11 ~—2

KIGZ% - EEOTH 4 6] (1.5%) . MHEEE 33 4
(12.3%) . JFHEREREEE 22 (] (8.2%). BHEREMREE
(RAME IR %) 561 (1.9%) . FRRIRHRE
fEE 23 f41] (8. 6%) . BIBFES 1 f1 (0.4%) . infusion
reaction 10 {5 (3. 7%) . ELFE D 2 JEREZE 1 31 (0. 4%) .
e 2 B (0.7%) KOS E HEKE 3 F (1.1%) <
RO, o, TEEKERE. 1 BFERRA.
HIEMEIE, MK - BEER, LR, Bk, T
K. FERURBIARIE / 3 A /3 F— R OV M i /MR I
DPEERBEIR 133 0 B e o T2, ARRIWVERSEHIR
B, YEFELOMERES (MAREERETZS
i) R UETBRLTT,

G@ENE T AERER (ON0-4538-17 3ER)
HEFGITILE (100%) (2RO LI, {pBRELO
REBGENGE T RVWEERFSEL 26 (100%)
IZERD BTz, FEFIEN WL EOBHWERIZTERD
EBYTHoT,

(&5 H)

75, PRIREEE 9 (30.0%) . ATHEREREE 14 5
(46. 7%) . HURBRIERERESE 7 51 (23.3%) . REME
FfiE£R 3 51 (10. 0%) . KBS - EEED T 3 4
(10.0%) . BHEEOKLEREE 3 6] (10.0%) . TEE
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EREREE 2 5] (6.7%) . S E I EHR 1] (3.3%) .
PR RARAE/ X A3 F—2 61 (6. 7%) K OFRIRIL
FRIERIE 1 5] (3.3%) WO, £7o. B
REfEE . BIRHREERES. | BUMEIRA. R, FIE
RIS E, AXJE - BEEZS. infusion reaction, /L»
k. Wi, SRR ME I/ IR MR SR BT e O 2%
RO LN Do T, REWEARBLRGUL, Hi%
FHOEEES (BAREERTLEE) 280
EEHER LT,

®#EFMENARRER (CA209067 FXBR)

(%)

(6 B)

B, AKEl+A VY A TEICEB W TR EE
86 {31 (27.5%) . FFH&rEREE 102 3] (32.6%) . HIR
IRFERERRE 2 87 1] (27. 8%) . B REREE 21 151 (6. 7%) |
VR MR ZR B 25 5] (8.0%) . KABZ - HED TH
60 {5 (19.2%) . EEDOKEREE 21 ] (6.7%). T
FERFEREREE 27 ] (8. 6%) . EISHEREREE 14

(4. 5%) JEEZE 3 11 (1. 0%) . B 2% - BB Z% 2 18] (0. 6%)
infusion reaction 13 fl (4.2%). 5 & 9K 3
B (1.0%) . #5253 (1.0%) . HEEUHRAELE/ 2 A4
XF—50 5 (16.0%) . FFZ 14 ] (4.5%) KO

12—

13—

EREREE 2 5] (6.7%) . SE I ER 16 (3.3%) .
PR RARAE/ X A3 F—2 6 (6. 7%) K OFRIRIL
RIERIE 1 ] (3.3%) <O, £7o. B
REfEE . BIRHREERES. | BUMEIRA. R, BIE
RIS E, AXJE - BEEZS. infusion reaction, />
k. Wi, SRR MR IR MR SR BESR e OV 2%
RO LN Do T, REWEARBLRGUL, Hi%
FL2OEEES (BAREERETLEE) 280
EEHER LT,

@O/ EIARRER (CA209067 #X5x)

(%)

(6 B)

B, AEl+A VY A TRICEB W CHREE
86 {3 (27.5%) . FFHrEREE 102 3] (32.6%) . HIR
IR REREE 87 7] (27. 8%) . B HEREREE 21 11 (6. 7%) .
M MR B 25 B (8. 0%) . KBS « BE O THI
60 7l (19.2%) . BEOREFEE 216 (6.7%). T
FERFEREREE 27 ] (8. 6%) . BISHEREREE 14 4

(4. 5%) JEEZE 3 11 (1. 0%) . b 2% - BB Z% 2 18] (0. 6%) .
infusion reaction 13 {4 (4.2%). 5 & 9% 3
B (1.0%) . fH2¢ 36 (1.0%) . HEEARRIARIE/ X A
NF—50 il (16.0%) . fFok 14 il (4.5%) K OFE




ARimieZERE 2 1 (0.6%) WO, £/, 1
BIBEPRIA. EIEM B, Ofh 2 K OV i/
BRI PEEEBER LR DI o 7o, ARAIEEIZE
W TR IEE 66 1 (21.1%) . ATHEREREE 24 17
(7.7%) . FRIREEEREESE 47 1] (15.0%) . BH&sE
b 3 5] (1.0%) . FEVEMERTZEES B (1.6%) . K
A% « EEDO THI 16 ] (5.1%) . EEOREEE
8B (2.6%) . TEEMHEEERESE 3 4] (1.0%) . BEIF
PEREREE 3 1 (1. 0%) . fEEZE 3 1 (1. 0%) . infusion
reaction 14 5] (4.5%). 5 &9 R 2 ] (0.6%).
RERCHR R RIE/ S A 3 F—28 5] (8.9%) . fiFs¢ 2 4l
(0.6%) M OFARMASZERAE 1 ] (0.3%) 2338
bivle, Fio. 1 BUBERP ., EEMEE, MK -
BERESS . DR dE. e K OV M I/ N P 55
BORITERO bR oTn, AREWERSSERILIL,
UHZFESOMERES BRREERTZED) %
BUEFER LT,
RIEGIBR A GE 7n B B G0l AR & )P BRI ARA+
AV LA~TEESZHmE L WA E 1 R
(CA209004 3XBR) DAk — b 8 IZBW T, LK
ERIREBAF 28 (5] & (LR EBEIRRE B 13 ffil &
DOHEIT, ZMEICHAMERAZR IR D bR o7,

AR Az ZEARAE 2 1] (0. 6%) TR LIz, £/, 1
BUBEPRIS . BEIEMESE, O K & O/
ISR BER IR D2 o 7o, AAIFEICE
W CHREEE 66 61 (21.1%) . FHEREREE 24
(7.7%) . FRIREEEEREESE 47 1] (15.0%) . BH&EE
fEE 3 M (1.0%) . FEVEMERERES F (1.6%) . K
A% « EEDO THI 16 ] (5.1%) . EEOREEE
8B (2.6%) ., TEEMHEEERESE 3 4] (1.0%) . BEIF
PEREREE 3 1 (1. 0%) . fEZE 3 1 (1. 0%) . infusion
reaction 14 5] (4.5%). 5 &9 R 2 ] (0.6%).
RERCRR R RIE/ S A 3 F—28 5] (8.9%) . fiFs¢ 2 4l
(0.6%) K OERMRIMAZZERAE 1 ] (0.3%) <R
bivic, 7o, 1 BIERA., EEMEE, KK -
BEREIS . DARdE. A K OV M /N P 4R
B ITERD B o 72, ARRIWEARBIRIIL.
LHESOMERS BRREERTLZED) %
BUEER T T,

16 ~—

DEEILFE S MFAZRER (ON0-4538-21/CA209238 &

(@DD3EM)
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HEREGIIAKIEE 438/452 5] (96.9%) . A Y
L= 7 HE 446/453 5] (98.5%) |ZERDH HiL. JRERIK

EDORBEBRNEE TE RWHERSIIAKIEE
385/452 5] (85.2%) . A ¥ U L~ 7 RE 434/453 Bl
(95.8%) IZRD BNz, WTNDOEE THIIEN

S%LL EORWERHIZT TRO LBV THoTZ,
(£7 B8
7RB. AREIEEIZ BV CRIE MR L 11 4]
(2. 4%) . REBUHRIARSAE/ X A 23T —48 il (10. 6%) .

S REREZE 40 {51 (8. 8%) . FIRARMEREREE 91 3
(20. 1%) . %R 83 {5 (18.4%) . BHEAEREE 6

B (1.3%) . RIEHEREREE 6 5] (1.3%) . T HE{RpE
BEFEZE 8 71 (1. 8%) . infusion reactionll f] (2. 4%) .

KGR - BEO TR 21 5] (4.6%) . BEEOKERE
E5F (1.1%) . 1 AERE 1 F (0.2%) . BER 3
181 (0. 7%) . 5> & 9 JiES% 2 1] (0. 4%)  iFZ 3 451 (0. 7%)

VRO NIz, £lo, BIEMHENLE, LK. 5
K. SRR VEI/IMRIBD PEERBES R, Bt - BRAR IR,

Ef R AR FEARTE K (L PERRE R ITERD H 7 d»
oo, ARWEAFREBRRNIT L HEROEERS: (i

KBREERE 2 al) 2ot Rerd,

18 _—

B - &)

([ - HE] omEEEM)




AENOREMEYEEET LV EZFHA LTI 2
L— g 0280 AEIS mg/kg X1F 240 mg & 2
i [ R T 5 L 7= BE O ARF O i 15 S8 B A3 iR at
Shic, ZORERE, ARH 240 mg 25 L EROB
TEld, KA 3 mg/kg #8E L -BEOBRTEE L
B CEELTRT ETRSNTZLOD, HRANER
FEIZBW AR MRS TV HE- HE (10
mg/kg % 2 AR CT&E) TAHRAIZHEE L
DIEFEE & | CIRfEZ 3 & FRIESE (F
F) 2 T EBHOBEICB IS T—XIZESX,
A4 3 mg/kg X% 240 mg & 2 iﬂFﬁ'ﬂFﬁ'ﬂﬁr@'@TQ’%‘ L7z

BROARFN OURFE & & A ME T LM & O #E %
FRET 2 BT U E T /L MRS éh\%&%ﬁﬁ
DWW THREIDMT O R, FERoME - HED
M CHEDMER ORI ZZRIT e & T
SNz, F, ERBEEREICEBTILT—ZIZ
Eox, KA mg/kg XiFE80 mg A Y A=T
3 mg/kg % 3 AR CTEE L-BEOERAOEE
& 7ot OB A REET DBRE RIS ET LA
BE SN, HFEEIZOWTREI DM T O R,
FEROAE - HEOM CEEMICHE R Z= R T
WeE TR,
=8 AHFNOEYERE T XA —XF




Cmin, ss Ca\'g, ss
(ng/mL|_(ng/mL

ik & (ng/mL| (ng/mL|_(ng/mL|_(ng/mL
) ) ) ) ) )
51.6 | 16.6 | 24.3 | 113 | 62.1 | 77.6
(35.2,] (10.7,] (17.1,] (75.0,] (27.1,] (42.1,
70.8) | 24.5) |[33.9) | 171 107) 127)
72.7 | 23.5 | 34.1 | 159 | 87.8 | 109
240mg Q2W (51.1,| (15.2,| (25.1,| (102, | (41.5,]| (62.1,
103) |34.6) |47.8) | 254) 158) 187)
191 | 6.3 | 90.8 | 398 | 217 | 218
M‘%&— (147, | (51.2,] (79.0,] (331, | (184, | (237,
ez 219) | 79.2) | 114) 532) 313) 386)

HrdfE (5%, 95%s) . Q2W : 2 AMIENE. Cu : ¥

3mg/kg
Q2w

@&5%@@%%@(%':‘]0%5\ Crindia_: #El#% 5% 14

HBIZH T DRARMBEDIRE,. Cou - AIEIRE%

14 HEB £ TOEHMEFERE Cw . EFIRFEIZ

B A EEMBEFEE,. C.. EHRECBITS
ARG FIEEE . Cop e EFIREEICE T 2 M

B RE

19 ~<—v

4. FEFXIZOWT
RIGUIBRARE 2 B R AT AT 255
(2, GRS L L TEAAGERE (2fEE)
DREELNTWD I LD, YEAELZEYICE
fi CE D CHOHMLEN DD, TDO LT, EE
i U A 7 EHENE (RMP) (ZES X | ARF|OEIEM

2 MEREARTEEN ~ O I 25 & D fiisk T o
T, KRORGEYREE 22 - FFEL, &

15 ~<—2

4. FEFXIZOWT

ARG L U THEABERE (2FFFE) 2
HNTWVWAHZ ENnD, BEKRE L EUICERETX
Lk ChHMENDDH, £D LT, KElOEE
N BE AN - FFEL, RAlOREIZLY
EELBRWEAZRBHR L ZBICHIET D 2 L AN
7272, LTFOO~@DFT T a2l iakick
WTEAT2RETH D,




FloFEIZ LY BEELRBEWERZ R LZBICHRS
THZENRRERTED, LTOO~QDFT X Tx
Wl HRICBWTHERATAIRETH D,

21 ~—

22 R—v

(B2 B4 25 F1H]
O TEROBFIZBWTARKIOADMENRINT
W5,
- ALEFREIERIRE K OBEIR IR ORIEUIBR 58
72/ VI IIEROEEE AFERE
» SERYERE OIMb/c Hi/IVH] %2 oM EE
B RRE (235 T D 1l i Rl B I
723, BRAF B TAEREZHT HEFITBV T,
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FERWICEI DAY D=7 O EFREHENE:
HERPBTRESINDBERIBFBLNATND (Tp B

), Zo7, RIGURRA R EERAEEE T
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pharmDx [# 2| KR I TV D

W5, 7272 L, KA+ AEY <7 L EARKH
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wL_ WCHEIME O 2T > Wil & a5 E

ZIKﬁJTQ’%kEP [ TE Y (Z 8h R DR %ﬁ e,

fotio\ e mighRiE L L TR 2881213, K

AlOBEHENL12 WHETETHZ &,

SHERHEE OB HHEET A F T A ol

RTEERT (BT IR AR

F 7Y — R AEEEE 20 mg K OEAEERE 100
mg (—f%% : =R ~7 GEFHEHZ). LT,

TARF) 1%, DEFELTEKRASLEA XL Y
2% BT UVRARL s ~AF¥—RK A7 AT (BMS)
) NEEFE L7=t b PD-1 (Programmed cell
death-1) (242t N 1gG4 £/ 7 o —FLHT
BThob,

(%)
Fio, EMERAEBE CIIEBRE T e ELE
THA A =Tz~ (IFN-y) I2k-T

il [=
L= (THEERD) Y= (BB HIBR)
2= RHE LD AEROCHE 2= S ERDAEROHE
BE. RAZITZ=RAL~T Bl z) L L BE. RACIZ=ARAL~T BlETEz) L L
T. 1[A1240 mg % 2 MAFERE CAREERET D, T, 1 [A] 3methe UEE) % 2 BERMFERE CAEERE
T 5,
3= 2. AHFNOFE, 1ERKRF 3= 2. AHNOFE. 1ERKRF

F 7 — R A EEE 20 mg KT 100 mg (—i%4 -
=R~ T GBIl Z). LR, TRA) 1

NI T MRS E AKX Ly 7 24 (BT Y
ARV ewAY—R A7 47 (BAS) 1) HFHFE
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THE MU Ig64 €/ 7 u—FAHETH D,
(B%)

Fim, EERAEBE T
FTAHAHE—Txzuar K~ (IFN-v) I
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PD-L1 OFBNFHFE I, B L EEHBEIZE
I7 % PD-L1 OB &% OEFHIM & OMIZED
BB H 5 & DHE L H D (Sci Transl Med
2012; 28: 127-37),

PD-L1 OFBNFHFE I, B L EEHEBKIZE
I7 % PD-L1 OFB L% OEFHIM & OMIZED
BB H D & DHEL H D (Sci Transl Med
2012+28:127¢a37),
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5— _(PD-L1 RBURILBIDOE R OV 4ik) 6 ~L— R R
PD-L1 FBURIAI OF ik Kk OVZ 2t
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(X ) (X B%)
ONO-4538-11/CA209141 #BR D PD-L1 IR TP ONO-4538-11/CA209141 #BR D PD-L1 IR T D
0S DHFEFENZ 2FE 7+ —T v T —ZD 0S DHEfFEN % HET7 A v —T v 7T —Z D
Kaplan-Meier &z Kaplan-Meier &z
(££K : PD-L1Z1%DEFEM, AKX : PD-L1<1% (£ : PD-L1=1%DEFEM, AKX : PD-L1<1%
D BELEM) D BFEH)
62— [Z221%] 5R— [Z2 %]
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(F BR)

7ok, MVEMERER T B (3. 0%) . FEBUHBARIE

/X AT —5 Bl (2. 1%) . FFHEREREZE 5 1] (2. 1%) .

FORAREERERE S 17 1] (7. 2%) ARARBETE 7 151 (3. 0%)

[ B8 e [7] 25 T AR FRBR (ON0-4538-11/CA209141 3X5R)
(%)
Fx BBEN %L EORIWER (L2
L)

(& B

72k, MVEMERER 76 (3.0%) . FALEARE
561 (2.1%) . FFeEREE 5 61 (2. 1%) . AR
REFEEE 17 3] (7.2%) . FRHEFEE 741 (3.0%) . B




EsRElEE L] (0.4%) . BIRESE 161 (0.4%) .

TEAMREREE 2 #] (0.8%) . FRARMARERE 1 F
(0.4%) KU infusion reaction 35l (1.3%) 2%
WO, T, HEMESE, LK, Bk,
KEIGHK - EEO TR, 1 BHERE, G/ MR
B MEEREER . T2, MMk - BEIER. EEOKE
[EE, SEHREREVEEDREEEIIRO b
o, AREARBBRIUISZEROESE
% ERBREEET L) 2B OEEREY TR
R

REFEE 1 1 (0.4%) . RIBREE 141 (0.4%) . T
(REEREREE 2 1 (0. 8%) . FRARIMARZERSE 1 1

(0. 4%)~infusion reaction3 5] (1.3%) <R
b, £, HEMEE, OFHK. k. K
f4% - EEOTF, 1 BUERPF. M/ MR
DPEEREER . . Nk - IR, EEOKLERE
E,SEVERRVCEEDKEREEITRD bk
Nl

7=

(A - HZ]

AFNIORBEMAEYHREETT LV ZFHA LV I 2
L—a A2k, KAI3mg/kg (FRE) Xid 240
mg % 2 BRI C&RES LB ORAO Mg T iEE
DEET S, ZOREE, KH 240 mg x5 LT
BEOMREE ST, KAl 3 mg/keg 285 LB OBRE
ELHBRL CEELZ RS ETFRISALLOD, H
ANBEIZBVDTERENER I D HYE -
HE (10 mg/kg % 2 AMHIMETEE) THRHZ &

5 LI BOMEER - ok U CIR{E A R & THIS
iz (F#HR), Mz T, BEoOEREICBITAT—X

(2D E . AHI3 mg/kg ((RE) T 240 mg % 2
FEEERETES LEEOARFOBRERE - AoitEX

([Ai% - HE] omEEEM)




IFE 2 L ORE A RETT 2BERIGE T LD ME
FEIN, UEBEEIZ OV TR TR,
FROAE - AEOR CHMER N2 IZ I E
RFER IV E RIS,

K2 AKEOEYERE T XA —~

ik & (ug/mL|_(ng/mL|_(ng/mL| (ng/mL| (ng/mL| (ng/mL
) ) ) ) ) )
51.6 | 16.6 | 24.3 113 62.1 | 77.6
(35.2,| (10.7,] (7.1,| (75.0,| (27.1,| (42.1,
70.8) | 24.5) |33.9 | 17D 107) 127)
72.7 | 23.5 | 34.1 159 87.8 109
240 mg Q2W (51.1,| (15.2,| (25.1, (102, (41.5,| (62.1,
103) | 34.6) |47.8) | 254) 158) 187)
191 61.3 | 90.8 398 217 218
(147, (51.2,| (79.0, (331, (184, (237,
219) [79.2) | 114) 532) 313) 386)
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OARFNIERRILFRFMARRER BV T, 2REMH
[ZBWTRFREE ISR U CAIMEDREES LTV D
23, PD-L1 BERIZI V GOMEOERD R D 2
EDPTRBINDEERNELNTND Z &0 b,
PD-L1 B i L7 bk CAF O G 7] & ¥
Wra325 2 &R E LV, PD-L1 FEIED 1%K1H
ThHD I ENHERINTZEBEITB TR, REILL
SOIFEEIRK L BET 5,

* AFNOZWE & LT, 584 : PD-L1 THC 28-8

pharmDx [Z 2| AR IIL TV D

» A IR i
» ML OFUEMEREIGA & D0 H—

OAAIEEIFRFBMFERR IV T, 2REH
B W TRBBREIZ R L CRAIMEDRRIES LTV D
23, PD-L1 BERICIV FEOMEOBERD R D 2
EDTRBEINDREENEONTND Z &b,
PD-L1 ¥ H R LR L7 £ CTARBI O 5745 0f)
Wra325 2 EAEE LV, PD-L1 FEIRED 19K
ThD I PR INT-RFIZBWL T, AEILL
SOIEEIRK L BET 5,

g O FolfE HEE T A KT A Dk

TR (FIARRE)

#Hr IH
Y- (T#REBIERD) D (HRHARER A BR)
2= XL 72D EROHE 2= R ERDPEROHE

BE. RAZF=Ar~7 (EaFEfz) &L
T, 1B 240 mg % 2 ARG CAEIFET S,
(L FEIEARIGIE OIRIE UIFRANGE XL SR O B A
mﬁKﬂLT4EJA7f<ﬁE%ﬁ@z>&ﬁ
AT 25a1E, @, RAICIZ=FA1~7 (GBI

BE. RACIEZ=AL~T BT z) L L
. 18] 3metke &) % 2 38 I REIIE CAafE iR
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A Z) & LT, 1081240 mg % 3 FREIRRE T 4
ElREEET 2, Z0%, =dhV~T (BTl
#aixz) & LT, 1[[240 mg % 2 BRI CAREE
F1 5,

2= (%) (ZZDEM)
R AR (2 BA S 5 v — AR A AU BRI 50 mg (—
it AV A~vT BETHBEZ)) OZEET
R, AEROCHE
ZhEE I N F - ARIGUIBRA B XIS ER M O B Am
E
REROHE  =AL~7 BEEFEBEZ) Lo
HRIZBVWT, #@E. RAICBA Y A~7 (B
AMz) S LT1E1 mg/kg (KE) % 338
kR T 4 ELEFEEHEST 5,
3= 2. AFIORE. (ERERF 3= 2. KFNOFE, 1EREF

7V — R AEERE 20 mg R OEAEERE 100
mg (—ix4 : =R ~7 (BrFH#Ez). LAT.
[RAD) X, DEFEG TEGASILE AL L v Y
At BT YA -<AF¥—X X7 A7 (BMS)
) 2BA3 L7=t b PD-1 (Programmed cell
death-1) (Z%9 2t F IgG4 £/ 7 v —F il
KCThHD,

(%)

F TR R ERE 20 mg4100 mg (—H%4 ¢
=HRN~T BETFHEBZ) . LAT TRA] 2n5)
X, DEPELTERASHE AT Ly 7 24 (B
TUARL =AY —X 2747 BMS) fH)
% L7-t K PD-1 (Programmed cell death-1)
2958 M 164 &/ 7 m—FAHURTH 5.,
(B%)

Fo, BEMEEERE CITEMEE T MiarEEs




T/, EMEERAEAE CIHEMEE T MinsEL
THA v E =Tz~ (IFN-y) [2k-T
PD-L1 OFBENFHE I, BB L EEHEBKICE
I7 % PD-L1 OFHL L ik O LG & OICED
BN DD L DWED H D (Sci Transl Med

THA =Tz~ (IFN-v) I2k-T
PD-L1 OFIENFHFE I, B L EEHEBKICE
I7 % PD-L1 OFB L% OEFHIM & OMIZED
HHEERER N D D L DWED H D (Sci Transl Med
2012+28:127¢a37),

2012; 28: 127-37), (B%)
(%)
4= [Bzhi%] 4= [Bzhi%]
DOE R4 [R5 MAEERER  (ON0-4538-03/CA209025 7 By R e sk gn L L7 [ BRI [F] 56 AR R BR

BR)
MEFEREERZH T 2oUEEEES (7
%*7 A=F=T VT Tx=T
%) ZEt b FRERZH T 5T TR
ﬁ@%%%%@%%%ﬁ%ﬁ&l%(ﬁﬁkﬁ%
63 Bl & &de, AFIRE 410 B, =2 U HAEE 411
) Zxtgic, =X U AAZRRE L TARH 3
mg/kg % 2 HEFFERE CAREEE L & XOFNME
ROt Uiz, EEMEEE Th i ekt
FEHIR_(UAT, ToS)) (FdefE [95%EXH]) 1X
AFKIFET 25.00 [21. 75~NE*] BH, =12 Y LR
FET19.55 [17.64~23.06] W HTH Y, AFT=
N Y AAZxF LR PRI BERIER 2~ LT
(NP — R 0. 73[98. 52%{E #E X : 0. 57~0. 93],

2R =

(ONO-4538-03/CA209025 FX5R)
MEFAEREEAZA T 2EMEREA (07X
VF=T A=F=T VT T =T
TE) FEULFEEIEREEE T HETEXIIERS
P DB AR A A B il R ;B3 821 5l (A AR NARFE
63 Bl & &te, AAIFE 410 B, =X U A AEE 411
) ZRBRIZ, =X Y ARAERBE L TERA 3
mg/kg % 2 JARIFMRE CRREERE LT & ORI
ROZEMEREF Lz, TEMEEE Th a4
AR (g fil [95%ERE X T ]) 13, ARHIHE T 25. 00
[21.75~NE"] B H, =~ U LAZXFET 19.55
[17.64~23.06] A THY ., AFNTz~a U A
TR LETFRICAEERER 2R LT (N —
NEe 0.73 [98.52%fE#H X : 0.57~0.93],

2R =




p=0. 0018 [/@% log-rank FE], 2015 £ 6 H 18
BF—4%hy b47),
(X B%)

p=0. 0018 [/E%I log—rank ¥7E]),

(X B&)

0S o 1 [ EHTHF D Kaplan-Meier i 0S O EFEENTIF O Kaplan-Meier B

5N—Y Fro. ARNEER 63 ] CRAIRE 3T #l, = | 5 — £72. BARNESEM 63 ] (RFIRE 37 1, =
N U s AFE 26 Bi]) O 0S (H il [95%E#E X ]) N AREE 26 ) OLLFHR (R [95%
X, ARHFIFET27.37 [23.62~NE] B A, =< EHEXMID) X, AFIBET 27.37 [23.62~NE*] &
LAFETNE [NE~NE] WA TH-72 (NPF— R H., =~ AZXBETNE [NE*~NE] # A Tho
1. 50 [95%EFAX[H] : 0.49~4.54]), 7z (Y — RH 150 [95%{FHEXH : 0. 49~4. 54]),
o HEEAEE_(LUE, [FBR) % : HEERE
(K &) (X B)
K2 AARAEMIZBIT S 0S O FEARTE O BARANEMICE T S 0S O AR HT B O
Kaplan-Meier Hi#R Kaplan-Meier Hi#R:

6= QEERIFEFEIAARER (O0N0-4538-16/CA209214 & (@L3ENi))

)

(L ZFIERTRE OHELTHE T E M O P
e P R i A g FR R 1, 096 51 (B AN N FBEE 72 il % &
tr, AV L~T GEETHM#Z) 0EFH (LLF.
(AH+ AV L~=T ) “FEE50 6], A=F=7
B 546 ) 2B, A=F =T &% L L TK
B+ AV 2T OHENER PR ZRET L
-, EFEFMIEHEH T&H D International




Metastatic RCC Database Consortium (UL T .

[IMDC]) U A7 43¥E" @ Intermediate X TN Poor
VA DEE (BREI+A Y L~ T8 425 il A
=F=TFE 422 ) (\ZBIF D 0S (FRME [95%E
XD X, KK+ A YU LA~ TETNE [28.16
~NE] WA, A=F =7 # T 25.95 [22. 08~NE]
TATHY, KF+A Y L= TRIFA=TF =T
Hlox LS FRIICERRIER 2R LT (0 —
NEE 0. 63 [99. 8%(EHE X ] : 0. 44~0. 89], p<0. 0001

[JZ5] log—rank #E], 20174ES8 H T HT—4 4
v NAT7),

*1 : BHIRER I T 2 2 EEIEOIRERE I 220
BE, L. UTORAFYSIGEREICE
LOANAN
SEAYIBRFIRE 722 B AR A |-kt U C 1RO
AT B R R (=72 U, Ifn % PN AR HE G
B+ (LLF, [VEGF]) XiF VEGE SZR{E%
By & U723 H A Br <] AHEAT S 4. 2 OHTHET
AT B RVE D s 5726 6 I H UL |
RIBB IR L-5E

*2: AK| 3mg/kg RE) LA U L~7 1mg/ke

(FHE) #FHIZ 3 AFEFRET 4 [BAEEE
L7cte, AKI3 mg/kg (RE) % 2 AR




7a—

CrgmarE Lz, PRBEGRICHBWTIE, A
Bl 2ROl E L, A BV L= TIEARKO#K
5T 6 30 5V EOMBEEBWTHEE 2
BHAE L7,

%3 : LT OO~@DWT AT HFZYE LW &
\Z1% Favorable U A7 1 X3 2IHH &/
A1 Intermediate YV A7 . 3 THHLL
a7 THEITIT Poor Y A7 L Iz,
O HfnE & 2 ST b AR 0 E{E
ZEF T £ T 14ERM, @Karnofsky —fi%ik
RE 80%ATH . @ ~FE 7 1 B AENEEVEE TR
Kii. OWEZ OB 7 LMEH 10 mg/dl
AR D, O FPERESEAEE FRAE X
% . ©if/MrE D FEEE FRA#E X 5,

)

X3 0S & EfEMNTEE D Kaplan-Meier ghifR
AT XIS - Intermediate 2N Poor U A 7 M
=

B lﬁ%ﬁi\tﬂ%mw%ﬁ%ﬁ
(ON0-4538-16/CA209214 3XBR) (28> T, IMDC U
A 7 53 ¥ Favorable UX7@$%L I EEFHmE
HOMITGEM & S oz, HEaBRICH




I A B AT Favorable YU A7 ODBREFE DT —X|Z

KO, RN AT o IR, FAI+ AV

UL~ TREHEBL CTA=F =T TRIFRRER

NESHTVWS (TR,

(X B&)
4 0S O FENTEE D Kaplan-Meier HiR
FEMT X REE : Favorable Y A7 B3

g ~—

9~

[Zz21t]
OEREHLFEFSMFEFER (ON0-4538-03/CA209025
BR)
BEREGIIAKIFEE 397/406 5] (97.8%), =1V
I AFE 386/397 5l (97.2%) ZFRD Hav, JREREK L
DREERNE E T RVVE EREGIIAHRE
319/406 f5il (78.6%), =<2 U LA 349/397 31
(87.9%) IZERD HNT-, WTNDORETHREEEREN
5% EORWERIZTTRD LB TH o7,

£1 VTR ORETRER 5L EOEIER
(# W)

ek, MBS 196 (4.7%) . f5k 14

(0. 2%) . FERLAHRUARIE/ X A 23T —56 il (13.8%) .
KB - BEO TR 10 5] (2.5%) . 1 BHERF 1
B (0.2%) . FFHSEEREZ 1T 46 1] (11.3%). FF%1

6 ~—

7R

[Z2tt]
B R ek G L A= [EI BRI [R) 55 TIAH AR

(ONO-4538-03/CA209025 FX5R)
HEREG | TAILRE 397/406 7 (97.8%), =Xl
I AFE 386/397 5l (97.2%) ZERD Hiv, IREREK L
DOREBENEE TE WA ERHGI T4
319/406 f5il (78.6%), =<2 U LA 349/397 3
(87.9%) 123D BTz, WAL DOFE THRILER)N
5% EORWERIZITRO EEBY TH T2,

WL ORETIHIBLED 5% EORITEH
(& )

7B, EVEMEREEE 19 61 (4.7%) . fhs 1 fl

(0. 2%) . BELBIARIE 56 1 (13.8%). KAk -
EEDO TH10 B (2.5%) . 1 ZFERF 1 61 (0. 2%) .
AFHERERE T 46 5] (11.3%). AF4¢ 1450 (0.2%) .




i (0.2%) . FURIRISREREE 34 1 (8. 4%) . ik
=655 5l (13.5%) ., BHEREREE (RMEREEER
%) 284 (6.9%) . EITFERERES 6 #1 (1.5%) .
infusion reaction 21 f (5.2%). EE D& ERE
EZ 4 (1.0%) . TEEHKRERE 2 6] (0.5%) . P
K1 (0.2%) KROSESER1HF (0.2% 237
Doz, £, EEMEE, OfHK. A
M/ RIS PHEEEBERS . 2% - BRI K OV R e
FERIEITFRO SN o Tz, REWEARBURILL
UHHEROERS HMAREEREZET) %
EUEFER ST,

FOR AR REREE 34 ] (8. 4%) . ffRFESE 55 f
(13.5%) . EimelEE (RMEHEEMERKE) 28
il (6.9%) . RIBHRERES 6 (1.5%). infusion
reaction 21 # (5.2%) . EEDKEREE 4 )
(1.0%) . TEEHEEREE 2 6] (0.5%) . FEX 145
0.2%) KOSEIER LA (0.2%) <D B
oo Fo. HEMBEE, LR, SEMEML/ MR
BUOMESEBENR . AN - BEIEZ I OV IR A ZE48 i
RO e oz,

9 ~— v

QEREILFE M AHFER  (ON0-4538-16/CA209214 7%
BERBIIARA+A VY L~ TEE 544/547
(99.5%) ., A=F =7 532/535 5] (99.4%) |38

Do, BBRELORRBEATE TCERWVWEE

FLIIARF+ A Y L~ 7B 509/547 5] (93. 1%) .

A=F =7 FE521/535 B (97.4%) IZFRD bz,

WO DORETHRIEE) 5%, EORIERIZ TED

EBY ThHolz,

K2 WFNAORETIHIER) 5hELEORIEH
(& B%)

(@DBEN)




10 ~—¥

B, AR+ A VY A< TREICBWTC, HRE
= 136 i (24.9%) . AFHEREREZ 98 5 (17.9%) . H

RIEREREREZE 147 7] (26.9%) . BHEBEREE 46 f

(8. 4%) . REVEMEMHEE A 35 7l (6.4%) . KRBk - &

FED TH# 36 fFl (6.6%) . BEEDRZEREE 20

(3. 7%) . TIEAMHEEEREE 24 1 (4. 4%) . BIEFHERE
B 32 ] (5.9%) . 1 BUHESRYE 5 il (0.9%) . BESR
7 (1.3%) . ESERELE 161 (0.2%) . A6 - B
fEJ¢ 2 1] (0. 4%) . infusion reaction 22 4 (4. 0%) .
SEIHER 2 Bl (0.4%) . LK 1B (0.2%) . AR
K 2 Bl (0.4%) . FEECEHRARIE/ X A3 F—102

(18.6%) . 4 7 51 (1.3%) J% OEIRIMLAEZEARIE 2
Bl (0.4%) PRH NIz, Fio, MmN
DRSBTS OMEALEARE RIZR O b o
7o, AEMERARBERNMIIEEZESZOEEES (&
EREERE &) 2 E0EHERZRT,

11 ~—=2

[HiE - HE]
AEIOBEMEYFHEET LV EZRALEZV I 2
L—ya iz k., AHIS mg/kg XUE 240 mg % 2

RIS TG U 2B O AF o L iE T E DS e Et
Iz, TR, AH 240 mg %5 LB OE

FTEIT, AH 3 mg/kg %5 LIZBOBREE LIE

WL CEEZRTETFRASNIZLOD, BARAR
BIZBW AR R STV 5 H¥E- HE (10

mg/kg Z 2 BEHE THRE) THAAZKRE LK

([ - HE] omEAEEM)




OigFEE L UREA T EFHISHE (F
)Mz T BHOBBEIZES T T —ZIHEIX,
A 3 mg/kg X 240 mg z 2 MAMERERETHES L
EROARFN OIRFE & & B T Z et & O E 4
RETT 2 BRBERUSE T VDB 4, Y% |
DWW THREIMTON R R, FROMHE - HED
M CHMER OZEMEIC A2 ZZRIL 20 & T3l
iz, F-, BENRBEEAERFICBILT—ZIT
FEOX, AHI1 mg/kg XiF80 mg LAY A=T
3 mg/kg & 3 MMM TEE L I-BROARAIORETE

& BN L ORRE A RETT DIBERISET LD
RS X MEEIEIZ O W THREIDM TV R,
FEORE - HEOM CREMEICHE/RZZ R T
We RSN,

=3 AHOEYERE T XA —XF

Chax Cuindid | Caveatd | Cuaxess | Cuinss | Cavass
ik & (ug/mL|_(ng/mL|_(ng/mL| (ng/mL| (ng/mL| (ng/mL
) ) ) ) ) )
5.6 | 16.6 | 24.3 | 113 | 62.1 | 77.6
(35.2,| (10.7,] (7.1,| (75.0,| (27.1,| (42.1,

70.8) 24.5) 33.9) 171) 107) 127)
72.7 | 23.5 | 34.1 | 159 | 87.8 | 109
240 mg Q2W (51.1,| (15.2,| (25.1, (102, (41.5,| (62.1,

103) 34.6) 47.8) 254) 158) 187)
191 61.3 | 90.8 398 217 218
(147, (51.2,| (79.0, (331, (184, (237,
219) 79.2) 114) 532) 313) 386)

3mg/kg
Q2w

10mg/kg
Q2W




P fE (5%, 95%a0) . Q2W : 2 IR, Co. : F
@&5’-@@@%%@{%':‘30%5\ Cuindia_: %ﬂ@&’—?—‘fﬁ 14
HEIZE T 2 FARMITE IR, Copue : FIEIEE1%
14 A B £ TCOPHMIEFFIRE Cpu oo @ TE R IRFEIZ

B D mmM{EFRE, Cu, .. EFIRFEICET D
AR TS THREE . Coyy o : EHRARBEIC IS T 5 VI

B PR

12— | 4. fEERIZDOWT 8 N— 4. FEERIZOWT
(LR IEREIG IR O RIB YR A 6 ST IR O AR L L THEAMERE (2FFE) 2S8RE
Ml B AT DB aICiE, AEREMEL LT SENTND T Lb ., YUHHEEL @Y Em X
ﬁﬁ%@ﬁ?(é@ﬁﬁl#ﬁﬁ%ﬂfwé:; ARG D UE DD, 20 LT, AAOEE
Mh, BEMELZEIIEM T 2R TH D4 o o . _
B, 20 O I Y 2 EEEHE (RP) NEGRBE LW - HEL, KRlOREIZLY
SIS X | AHIOER 7 R RIEB ~ D1 ) ERAUFRERE LRICHINT S - LALE
KB I AR T o T, AR O 53588 72 B 2=, LTOO~QDT RT3 Rz
Faolr - BEL, AROREICL Y BEZREIE WTEEAT 2~ ThH D,
A ZEFBLLTBRICET 5 2 ENRERTD, L
TOO~@DT T &I RISV THEAT
HRETH D,

12 "—2 OEs% Iz oW\ T 10 ~—2 OhE% Iz >\ T

O-1 TFo (1) ~ B) OWVTNNITELYT D

M ThHDHZ &,

(D) A REDEET 52 A EEHEILSR
Bk (ETIEFIRAS A S EGE L SR e, g3

DO-1 TFiEo (1) ~ B) OWThcsEsT5

Mz ThHdHZ &,

() BAFBRENEET 203 A FEEENL AR
Bk (BRIEATIR DS AR RREBEHL SRR, Hitsk A




B LSRR . HUISS ARSIRIR R R L)
(FRk 30 4F 4 A 1 BB ¢ 437 fsk)

) FrEtkrembe (R 29F 6 H 1 HIRFR - 85 file
3

() FENF AT NS ET D D ABEEEREE ()
DIFCEEETE P, DS AIREEE T 1P
AR R 7 L)

(4 A SRALFIREE 2R E L. SREENE 1
I FALFIRIEINE 2 Ofink ZEHEITLR D s
HA2IT > T D HEek CEAK 28 427 A 1 HRFAA
2540 HiFX)

(5) P& i@ﬁ%kﬁ£EMé@m X EEILR D

PR EENL SRR, MU AR 7 L)
(FRk 2845 10-H 1 BRI A : 427 6E3%)
(2) FFERERERPT (R 284 9-H 1 HEFS : 840E
e
) EENF IR TN ET D DB ABEEERRE (2
%%@#ﬁ*rﬁ S AR IFEEE T 1R BT
PEE R 2 E)
(@%%m%ﬁﬁié XE L. SSRIEEREME 1
1%%m%$&mﬁ2@m X FEITAR D A
HAEIT> TV AHEEE CERL 2747 A 1 HEEA
2538 fifiz%)
(a#ﬁiﬁrﬁkﬁ£EM£@w X EAEILR D

AT > TS ffiek (CER 28427 A 1 BEF JEHZAT > TV D ffiex (R 2747 A 1 BEF
B : 1290 fifik) M 1284 JifiER
15 ~_— [B2hEIZ B9 5 FIH] 10 =—3 [G2EIZBd 53]
OTROBEIZEBWTARFIOFAIMENRIES LT OTFRRDOBEIZTB W TERAN OB DM REE S 41T

W5,
o MEHMAEMBIERZAE T 5 UEMEEREA
(T F=7, A=F=T7, VT T =
T NI R=TEE) mEbFIRIER YR
T 2RI UIBR AN EE T ER R o B HE AR g
BE (RAEMEE)
o (LEEERIGED IMDC U A7 fHEN

W5,
o MEHMAMBEREZA T 2EMEERA
(THF=T, A=F=T VYT T =
7. XY NR=TE) EEibFERER TR
T B IRIRUIBR AN E SRR O Bl e e




Intermediate X}& Poor U A7 2 piRiA
OB RE TS E O B lam e (1 &
V=7 L OftHES)
Q@ TFHICEY T2 BEITHT HEFN OB E K OME
RFEIZOWTIE, RAIOFIEPELS TR
O, RFIOEERZE LR DR,
o (LFRERBEBER N A NI A BEF O
FDIRIRIE % H 9 2 BFE IR 2 ARFH b i
5o
o fiTRABIEIE,

R =5 - S I I | O
(ONO-4538-16/CA209214 #ExR) 2B\ T, LA
TOO~®ODVFTHIZHFZY LRVWHEITIT
Favorable Y A7, 1 I 2 HE #3545
{Z1X Intermediate U A7 3 THELI E&#T-
T &I Poor YA L EnTz, (6 ~—TVF

&

B & 2 M S AL T b AREER O HEAE

BENTITET1LHEERR

Karnofsky —f%RAE 80%ATH

~E T 0 e AR FEAEME T RA

HHIEH DOV 7 MED 10 mg/dl ## 2

CASICENS

Q@ TRICHZ Y T 5 BF I3t D AKH| O 5 K O
RAFEICON TR, AR OFENHEIL SN TE
5T, RENOFEEXG LB,
o (LFIEERBIBEDEER N A NI A v
HNDOHDOIRERZ BT HEE,
o ITRMBMEIEE,
- HE@FE%'I@EE%“%I (”: ¢ } ST :@J%lé:,&
fo) LoOOER




2
© HFPERENEEE EREZEX D
© I/ IMRENFEEE ERZEX D

16 X— | QFANOBERRERIZB VT, [LFEEBRREERE |11 = OARNDOEERABRIZB VT, &S5BS 1 FER
(2B 1T 5 BHAREG CTIEHREREND 1 FHiL 8 A X8 Z L IZAMEOFE 2T TV Z & &
e, (ERIERIBEREIZBILA VY A+ SEIC, REIEE I IELNICEGRE TR
T O I 5RRE S 1 ERIT 6 B T L MREITH 2 &,
(WIENE 12 EE ) (THEEMEOFE 24T - TV
ZEEHEZ, AFEGFIXEMOICEBGHKRET
hREOREREITH 2 L,
WHA)R X U oNEOREERMEE T A KT A > OWETEIT G IEXERR)
i 5]
7= R (FHREBIEED) 7= R (BEHAERHIBR)
2= Gl b HEROHE 2= KR L7 RAEROHE
BWE. RANCIZ=RAL~T GBrEaz) L WE. RAZIZ=ARAr~T7 (B z) L L
T, 1[81240 mg % 2 B CREHET S, T, 16 3metke (AR 7% 2 ARG CAmErE
T 5,
3= 2. BKIORE, (ERERF 3= 2. BHIORE, (ERERF

F 7V — R SR 20 mg K OELEEREE 100
mg (—i%4 : =R L~7 CGEEFHEEEZ). LIT.
[RAD) X, DEFEG TEGASILE AL L v Y
2%k BTV ARV =AY —X A7 A7 (BMS)

F 7Y — R EEEE 20 mg4£100 mg (—f%4 -
=R~ T BEFHEBZ) . LLT TR 25)
X, DEPELTERASHE AT Ly 7 24 (B
TUYUZXARL =AY —X 27 A7 (BMS) #) 2




) 2BEF L7t k PD-1 (Programmed cell
death-1) (Z%9 2t F IgG4 £/ 7 v —F il
KCThHD,

(%)

T/, EMEERAEAE CIHEMEE T MinsEL
THA v E =Tz~ (IFN-y) 12Xk T
PD-L1 OFBENFHFE I, & L EEHBEIZE
I7 %5 PD-L1 OFE & itk D AEFHIR & OMIZED
BN DD L DWED H D (Sci Transl Med

FA¥ L7-t k PD-1 (Programmed cell death-1)
IZxtd 2 MMl 1G4 £/ 7 u—F KR TH S,
(B%)

T/, EMERAEAE CITEMEE T MinsEL
THA A —TxraHr<w (IFN-y) I2X-T
PD-L1 OFBNFHFE I, & L EEHKICE
I7 % PD-L1 OFB L% OEFHIM & OMIZED
HHEERER N D D L DWED H D (Sci Transl Med
2012+28:127¢a37),

2012; 28: 127-37), (B%)
(%)

4= [Zz21t] 4= [Zz21E]
OEWNEE TR (0N0-4538-15 3XER) OENZE TR (0N0-4538-15 3XER)
BEFEZII2HNERD b, KAl OKRFEBHR BEREGIIRMHNIERD b, AFEKLE OKRREBER
DEBEETERVWEEFEZL MR LN, NEETERVWAEEGZLLMIIRD b,
BB %L EORWERIZT TREDO LB ThoTz, HRN %L EOBWERIZTRDO LBV ThoT-,
F1 BHERN UL EORWER (REMMETE FELED %L EORIER (ZRMEMIT S EM)
££H)

5N— (£ %) 5— (£ &)

ek, FEVEMZRE 161 (5. 9%) . B RLARAE
[ AT —2 fFil (11.8%) . KK - EEDO TH 1
Bl (5.9%) . IFHEREREE 1 5 (5.9%) . FURARFERE
R 3 pl (17.6%), thiEkEE 3 fl (17.6%) KO

e, MIEMEMER 1 H] (5.9%) . T BAE
26 (11.8%) . KBHK - EEO THI1F] (5.9%) .
JFHgREREE 1| 1 (5.9%) . FIRARMERERESE 3 fl
(17.6%) . rfebEsE 3 i (17.6%) KON infusion




6 ~—

infusion reaction 1 f3 (5.9%) 23F8H LTz, £
7o, BEIEREESE, LR, Bk, L BIFERE, %
PR MR SR B . A, B REREE . A
RREE, MK - MEK, BEEOREREE, #ki
REERE, TEAKERESE, BAEROSE S ERE
TR LI o7, REMERRBRITYZE
SoEES BRAREEREZET) 28048
FHERZRT,

@B/ TAEFER (CA209205 3BR)

BEFGIL 238/243 5l (97.9%) IZRRDHIL, A
FlEOREEBRPIEETERVAEERIT
185/243 {5l (76. 1%) (258 BTz, FELFEN 5%LL
FORMERIZITROLEEBY THHoTz,

Fz 2 FEBED %L EORMMEA (All Treated
Subjects)

(& 1)

7pk. RVEMERIRA 15 B (6. 2%) . RERUT AL
fE/ I AT —19 6] (7.8%) . K%K - EED THI
6 % (2.5%) . FFirEREE 22 511 (9. 1%) . FFZ 5 il

(2.1%) . FIRIRHEEERESE 28 B (11.5%) . FR#ERE
=40 5] (16.5%) . BHEREREE 4 61 (1. 6%) . %K -
BEREA 131 (0.4%) . EEOKLEREE 3 61 (1.2%) .
Bk AR ZEARSE 1 1 (0. 4%) . infusion reaction 38

6 ~—

reaction 1f (5.9%) TREDHOHNTZ, £/=., HIE
HEE, (OFhd, k. 1 BUERAE, SE ML
INRIBUD PSR BETR . T2, BRERERESE . BIRREE.
fgs - BB, BHEEOREEE, FFIRMRZERE,
TEAEKERES, BEREKOSEIERITRO LN
ARy

@iEFME M ARRER (CA209205 F5R)

BEFESRIT 238/243 5] (97.9%) 12RO HIL, &K
KLEOREEBEPGETERVWEEFZ I
185/243 i (76.1%) \ZFRH b vz, FEIRD 5%
UELOBHWERIITROEBY THoT2,

FEELR) 5%LL EORIEA (A1l Treated Subjects)

(F B&)

7ok, FIEMEMZERE 15 B (6.2%) . FEAHREAE
JiE 19 1 (7.8%) . RIGZK - HEED T 6 i (2. 5%) .
i eEREE 22 1 (9. 1%) . &5 (2. 1%) . IR
RFEREREE 28 {4 (11. 5%) | FHHEFEE 40 51 (16. 5%) |
EPRREREE 4 1] (1. 6%) . Aok - BB 2 1 1 (0. 4%) .
HEORKBEREE 3 # (1.2%) . FFIRMARZERE 1 5]

(0. 4%) . infusionreaction 38 5 (15.6%). MEAR




Bl (15.6%) . FEESR 2 B (0.8%) KROSE D IEK 2
B (0.8%) 2RO LI, iz, BIEMEE.
O, FhZk. 1 BUBEIRA ., S i/ Mis D P 5R
DR, RIS RO EAEEERES IR bk
nolz, REMEAEFIRLI L FEER OB ERES
AR EERE 22 2 U0EFER LT,

261 (0.8%) RO&LE DK 2] (0.8%) RO 5
i, £z, HEMBEE, LEHR, FHx. 1R
PRI, Seeth i/ MR PESRBER . BB FEE K OY
TEAEEREIIEO b ol

7=

(A - HZ]
AFNIORBEMAEYHREETT LV ZFHA LV I 2
L—ya s i, K&l 3me/kg (KE) it 240
mg % 2 AN C&E L= BEOARK O i 7 § 5 &
DRET Sz, FORER, KH 240 mg x5 LT
BEomEEIT. AKl 3 mg/keg 5 UIZBEORE
ELHBRL CEELZ RS ETFRISALLOD, H
ANBEIZBVDTERENER I D HYE -
HE (10 mg/kg % 2 AMHIMETEE) THRHZ &

5 LT BORE #  H U CR(E AR L TR
iz (F#HR), Mz T, BEoOEREICBITAT—X

IZED X, AHI3 mg/kg (FE) X 240 mg % 2
R TRS LEEBEORF OBREE & At
ISR & ORI A MRETT 2B ST T LD ME
FEIN, UEBEEIZ OV TR TR,
LEEOMHE - HEOM THMER O 2 IZ B
RER IV EFRIS N,

([Ai% - HE] omEEEM)




#3 AKAIOFKYERE T A —F
C

max Cmind14 Cavgd14 Cmax ss Cmin.ss Ca\'g s

ik & (ug/mL|_(ng/mL|_(ng/mL| (ng/mL| (ng/mL| (ng/mL
) ) ) ) ) )
5.6 | 16.6 | 24.3 | 113 | 62.1 | 77.6
(35.2,| (10.7,] (7.1,| (75.0,| (27.1,| (42.1,
70.8) 24.5) 33.9) 171) 107) 127)
72.7 | 23.5 | 34.1 | 159 | 87.8 | 109
240 mg Q2W (51.1,| (15.2,| (25.1, (102, (41.5,| (62.1,
103) 34.6) 47.8) 254) 158) 187)
191 61.3 | 90.8 398 217 218
(147, (51.2,| (79.0, (331, (184, (237,
219) 79.2) 114) 532) 313) 386)

o (5%, 95%) . Q2W @ 2 MM, Coa : 4]

3mg/kg
Q2w

10mg/kg
Q2W

@&5%@@%%@(%':‘]0%5\ Crindia_: #El#% 5% 14

H BB DRARIMEPIRE . Covu : ARG

14 H B £ COFEIME IR Con, o JE T IREEID
BT L@ MIE TR, Cuns : EFIREEIZEIT D

ARG PR, Cop oo EFIREEICISIT 5 1ML

B RE

g ~—

OfEx =2\ T

O-1 TR (1) ~ (6) OWVTFIMNIHEETH

M THDHZ &,

() BEAFBRENEET 203 AZEEENL R
Bese (ERENTF IR ARSI SRR, Hig s
AURSTREHERLS IR, A AR &)
(CERC 30424 H 1 ARERA : 437 figk

7 R—

) G IANE
O-1 TiEo (1) ~ (B) OWVTINICELETD
MEXTHDHZ &,
(1) BAEFERENEET 205 AEEENL SR
BesE (ERENFR S ARSI, HUE )
DREEL SRR, IS AR L)
(ERk 28-4F 10-H 1 H RS : 427 sk




() FrEtkrembe (FA 2946 H 1 HEFA : 85 M
54

Q) HEFRAFNIEET 208 A FEEERPE (2
A%@fﬁi@%#ﬁﬁ%ﬁ%\ DS ARSI HE T ) TR

ZEEEHEERPE 7 &)
(4) %Eﬁft%ﬁé{i@% XE L. SRIEFRENR
SATANRALFEEIEINE 2 OfEsx 2R 5@

HAEIT> T DhEax (CER 28 £ 7 A 1 BRFA
2540 fiEz%)

(5) PrEMEE %Umﬁﬁﬁbn%@m X FAEI TR D

(2) B EMAERPT (LRk 2845 9-H 1 AR : 840
B9,
Q) FEMFRAFNIEET 208 A2 FEEEERPE (2
A%ﬁﬁ%ﬁﬁ%ﬁ\ﬁhﬁﬁﬁﬁﬁﬁ%ﬁ\
PR EEREERPE e &)
<@%xm%$&@% XE L. SRIEFRENR
XAFASRACFRIENR 2 Ofg %E_Méﬁ
A T > T o fiak CER 247 A 1 BRFAL
2538t 5%
(m#ﬁiﬁfﬂmﬁﬁﬁm%@ﬁ X FAEI TR D

AT > TS ffiek (CER 28427 A 1 BEF JEHZAT > TV D ffiex (R 2747 A 1 BEF
B : 1290 fifik) M 1284 JifiER
10 ~—¥ [(B2hiEIzBE 3 5 F1H] 9= [B2hiEIzBE 3 5 FH]
(© 1) (© #%)

@ TR AT 2 BREITHT 2 KA O G K OE
ATTHEIZOW T, RAIOFNENHESL ST
BoT. AFOBRGHE LRG0,

o ALFERIERIGROESE
o MOFUEMEEA AL TREEND
BE

@ TR AT 2 BRE AT 2 AKFN O G K OME
TR OW T, RAIOENENHESL ST
BT, AROREMFR LRG0,

o ALFRERIGR O BH—
o fOHTTEMEERA] & OO H—
(%)




F 7Y — R SR 20 mg R OELSEERE 100
mg (—#%x4 : =R ~7 GEFE#Ez), LT,
[RAD) X, DEFEG TEGASILE AL L v Y
Attt BT VAL~ —K 2T A7 (BMS)
) NEEFE L7=t b PD-1 (Programmed cell
death-1) (x93 5t Ml 1g64 &/ 7 v —F /L1
KThHs,

(%)

T/, BEERAEAE CIHEBRE T MiaEE
THA v E =Tz~ (IFN-y) 12Xk T
PD-L1 OFBNFHE I, BB L EEHEMKICE
I7 %5 PD-L1 OFE & itk D AEFHIR & OMIZED
BB H 5 & DHE L H D (Sci Transl Med
2012; 28: 127-37),

(%)

B OREMSEHAHEET A N7 A4 OUETEFT FrlHxRER)
i 5]
7= R (FHREBIEED) 7= R (BEHAERHIBR)
2= Gl b HEROHE 2= KR L7 RAEROHE
wE., AT =R L~ GEEEfz) &L WE. A= RL~T (&HEiz) &L
T, 1181240 mg % 2 MMM CARBEEFET D, T, 1[0] 3metke &) % 2 MG CAMHERE
T 5,
3= 2. BKIORE, (ERERF 3= 2. BHIORE, (ERERF

F 7Y — R EEEE 20 mg4£100 mg (—f%4 -
=R~ T BEFHEBZ) . LLT TR 25)
X, DEPELTERASHE AT Ly 7 24 (B
TUYARLV =AY —X 2747 (BMS) #) 2
BA¥ L7-t K PD-1 (Programmed cell death-1)
2k 5 M 1G4 £/ 7 0 —F AFURTH 5,
(%)

T/, EMERAEAE CITEMEE T MinsEL
THA A =Tz~ (IFN-vy) I2X-T
PD-L1 OFRBENFE I, &8 LICEGHMRIC
I7 % PD-L1 OFBL L5k OEFHM & OIZED
HHEERER N D D L DWED H D (Sci Transl Med
2012+28:127¢a37),

(B%)




4=y

5 ~<—

[B2hE]
[EIFR I [ 26 MAERSR  (ONO-4538-12 #B#)

2 DL EOALHIFRIER 2 H ¥ HDIEEREICIS
AL O VR UIBRARE /2 EAT - BRO T BT
BEEEAWE (EEOTLNREETESELY
ETF5em INIZALET 2 M0E) B 493 61 (HA
NEFE 226 Bl &2 & Te, AFIFE 330 5l 77 AR
163 fiil) Zxt&ilc., I RAExBE LTERA 3
mg/kg % 2 HEFFERE CAREEE L & XOFNME
ROZEMERF Lz, TEFMEEE Th 2%
AR (R gefiE [95%EREX ) 1. AAIHE T 5. 26
[4.60~6.37] B A, 77 &AREET4 14 [3. 42~
4.86] WATHY ., RENXT T BARITH LFEHF
FIWCHEREE 2R L7 (O — KEe 0.63 [95%
{EFEX A : 0. 51~0. 78], p<<0. 0001 [JE5/] log—rank
WE]D .

(X )

[Zz 2]

OENFE AR (0N0-4538-12 FXER)
BERELIIARFIRE 300/330 1] (90.9%) . T+
NEE 135/161 5] (83.9%) IZERDH AL, JRBRE L D

P

50—

[AzhE]
—~ PR fe b e b U= [F] B R [R] 5 AR A BR

(ONO-4538-12 3 5&)

2 DU EDCFIFERE 28T DIEERE IS X
IR OB OIBRARRE 72T - BROBEIIR
HEEANE (BEOFLIABEFTEAHLY B
T 5 em INICALE T 2 M) B3 493 5l (HARAN
BFE 226 Bl B Te, AKIFE 330 ], 7T AR 163
) ZxBIz, 77 B RERFRBE L TARA 3 mg/ke
7z 2 BB CREEE L & X OFEER IR
ML RE L, EEFmEE Th 524 FHIM
(FHRAE[95%(EFEXE]) 1%, ARFKIEET 5. 26 [4. 60
~6.37] # A, 7T BREET4L 14 [3.42~4. 86]
B ATHY . KFNTT T BRI LR FRICE
BRIEE 27 LT (O — RE0.63 [95%[5EX
] : 0.51~0.78], p<<0.0001 [JEH] log-rank &
£

(0 m%)

(4]

OENFBMAEER (0N0-4538-12 FBR)
BEELRIIARAFIFE 300/330 B (90.9%) ., 77k
AR 135/161 5] (83.9%) IZFB® HiL, {BERIE & D




HEMEPNGETCERVWAFTERIIARAIR

141/330 5] (42. 7%) . 77 & REE 43/161 151 (26. 7%)

[ZRRWD BTz, VTN ORETRELEN %L L0

EWERIZITROLEBY ThoT-,

1 WTNULORETHEEN WL EORIEH
(& )

7B AFIEEIT IV TREVE MM R 7 61 (2. 1%) |
RER R RIARAE/ 2 A /X F—9 ] (2.7%) . KiF% - &=
FEOTHI 46 (1.2%) . 1 HEERYE 3 F (0.9%) . AT
PeREREE 18 31 (5.5%) . FFZe 1 48 (0.3%) . KA
PEREFEE 13 # (3.9%) . FREERESE 10 1 (3. 0%) .
RkREREE 1 ] (0.3%) . TEAEKREEE 1 4
(0. 3%) | EFHRMARZERRSE 1 51 (0. 3%) % OF infusion
reaction 14 (0.3%) 233O LIz, F7-. HEHIE
i IE, L. k. ML MR SR
B, BIBREE, EEORBRESE. MK - X,
FER K RS E I ERITBO b oTz, REME
ARBRMIILZEZOEEES (EEREER
Eaeaty) ZEUEHERETRT,

HNEBEBRPNEECTCET R VEEERIIAREKR
141/330 5] (42. 7%) . 77 & REE 43/161 5] (26. 7%)
IZERO BTz, WT I ORETHILED 5% LD
BWEHIZTEOEEBY Th-o7T-,
WD DORE TR ShLl EORITEM

(& )

B, AFEEZBWTHEMEMEE 76 (2. 1%) .
FESCARRARIE O B (2. 7%) . KB - EE D THI 4
B (1.2%). 1 BUEERRIE 3 61 (0.9%) . FHREREREE
18 5l (5.5%) . 4 11 (0.3%). FUIRIRFEREREE
13 51 (3.9%) . FhREEE 10 1 (3. 0%) . BHERERESE
1 (0.3%) . TEEMAHEEERESE 1 1] (0.3%) . FRARM
FeZERRNE 1 ] (0. 3%) <M " infusion reaction 1
Bl (0.3%) RO ONT-, F7=. EIEMHEIE,
DR, k. St/ MROBD MR TER . B
B, BEOLEREE, MK - B, XK
RS EINERITBD Lo Tz,

6 ~—v

[Hi£ - AE]
AEIOBEMEYEEET LV EZFALEZY I 2
L—ya ik, AFI3mg/kg (IRE) T 240

([Ai% - HE] omEEEM)




mg % 2 AN C&E L= BEOARK O i 7 § 5 &
DRET Sz, FORER, KH 240 mg x5 LT
BEomEEIT. AKl 3 mg/keg 5 UIZBEORE
ELHL CTEEL T ETFRISHEZD OO, H
ANEFIZBW THREPER SN TV D AV -
HE (10 mg/kg % 2 BEMFIECHEE) CTAHAFZE
G LEBEOBREE LB L UREEZ RS & FHIS
e (PR, Mz T, BHOBECBILT7T—F
(ZEED X, AHI3 mg/kg (FHE) XJF 240 mg % 2
R TS LIZBEORFOBREE L AR
TR & ORI A MR 2 BRE RS ET LD ME
I, MEEEIZOWTHREIDM TR,
LEEOMHE - HEOM THMER O 2 IZ B
RER TRV ETFHISE,

#x2 AHOEYERE T XA —XF

Chax Cuindid | Caveatd | Cuaxess | Cuinss | Cavass
ik & (ug/mL|_(ng/mL|_(ng/mL| (ng/mL| (ng/mL| (ng/mL
) ) ) ) ) )
5.6 | 16.6 | 24.3 | 113 | 62.1 | 77.6
(35.2,| (10.7,] (7.1,| (75.0,| (27.1,| (42.1,

70.8) 24.5) 33.9) 171) 107) 127)
72.7 | 23.5 | 34.1 | 159 | 87.8 | 109
240 mg Q2W (51.1,| (15.2,| (25.1, (102, (41.5,| (62.1,

103) 34.6) 47.8) 254) 158) 187)
191 61.3 | 90.8 398 217 218
(147, (51.2,| (79.0, (331, (184, (237,
219) 79.2) 114) 532) 313) 386)

3mg/kg
Q2w

10mg/kg
Q2W




R fE (5%A, 95%.5%) . Q2W : 2 MAMRINE. Cmax :

RIEE G- 12 OO i B IR Coingg : PIEHR G2

14 H BIZHT 2 FARMIE PR, Covgars : FIEIER G

% 14 B B & TOFHMEFIRE Cy, o EFREE
(CBT DA ME TR, Cuy o 2 FEHFAREEICIB S
% FARME PIRE, Cop oo 2 FEFIRREICIS T 5 1Y
I 35 o A
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OfEx =2\ T

DO-1 TFiEo (1) ~ B) OWThceEs T2

M THDHZ &,

() BAFBRENEET 203 A FEEENL AR
Bese (ERENTF IR ARSI SRR, Hig s
AU TREHE LS SRR, HUIEAY AR R &)
(FRk 30 4F 4 A 1 BB ¢ 437 fsk)

() FrEtkrembe (FA 2946 H 1 HEFA : 85 M
3

Q) FENF IR FENFEET 5 D ABEEEFRRE (2
DIFCEEETE P, DS AIREEE T 1P
DS s R P 2 )

Do FALFRIEEZHE L. FRIEFRENR 1
AT FALFHIRIENE 2 Ol EHEITIR D A
HAIT> TV HhEsx CER 28 £ 7 A 1 ARFA
2540 fiiFx)

6 ~—

) {1 NE

DO-1 TFiEo (1) ~ B) OWThcsEsT5

MEXTHDHZ &,

(1) BAEFEBRENEET 205 A EEEERL SR
BesE (ERENFR S ARSI, HUE )
ARSI R, Bk AR R E)
(FRk 2845 10-H 1 BRI A : 427 6E3%)

(2) B EMAERPT (LRk 2845 9-H 1 AR : 840
e

Q) FEMFRAFNIEET 208 A2 FEEEERPE (2
NI EIRPE. S AR 71 9RBE.
S AR EEHEEHEE R /e &)

DRI FREELRE L, ISRIEFRENR 1
ATHNRACFEIEINE 2 O 2 EIHR D @
AT > T o fiak CER 27 A 1 BRFA
2538-fifi 5%




G) FrEME AL T BRI E O BEEITR D
JEHEITH> TV alngx (KR 28 47 A 1 HEF
A 1290 HiEy)

(5) PrEMERE S AL B BINE O % IR D
JEHEIT > TV Baltigt (CERK 2747 A 1 HEf
J5 1284 fEER)

8 —v @-3 BIEHOZWrCRHISIZEE LT 7= @-3 BIEHOZWrCRHISIZEE LT
BIVER (RIEMMZERICMZ, EEMGEDE, O BIVER (RIEMMERICNZ, EEMEDE, O
e, Fhde. BBUARRARIE., KIBK. BEE O TR, e, Fhde. BBURRARIE., KRIBK. BEE O TR,
1 BUERYA . TFiRelEE . RUIRIRMERERES . Rk 1 BUERSA . IFiRelEE . RUIRIRMEREREE . ik
EE, BEE (Bre - REEREEE XS, R, BEE (Fre - REEHEEEREED).
BIEEE, MK, BEEOLEESE, HiRmeER BIEREE, MK, EEORERE, #HikiieER
JE. infusion reaction, FfE M/ MR MHEEEEE JE. infusion reaction, FfE ML/ MR MHEEEEE
i (ITP) . BEEORERIG, IR IREME. LlEE /i (ITP) W@ DFRERIG, MR R, LIRESE
= (LEME) « IR - OEMEEISMUES) . Bt (L EAEE) - RAR < DEMSEEISMUES) . EilEE
BIM%E) 125 LT, Bk XIXTBEEREER o MA) 1Txt LT, HBiZhasx XITabEERERE D&
HAEZ BT HEMEEE L (BHEHOZE-oxt FItE2 B HEAEEE L (BRHWEHOZEr-oxtIS
JSICBE L THRERUXEEZ T ONLRMEICH D B L THERUIEAZ T N5 MHICH L 2
Z L) BEHITHE R AEN TE DEEHINE S TU &) EDLITETIRLEN TE LRGN ESTVWD
HI Ll Z &,

9L (BB 3 5 FHE] 8§ N— [(BhiEIcB 3 5 FH]

(@© m)

Q@ TFRUICFEYS T D BEIIHT D ARF OB G & OME
RTGEZHOWTIE, RROFNEPHESLS LT
BoT. AFOBRGHE LRG0,

s —HIBEACTRIBEZZ T TRV E

(@© #%)

Q@ TSNS T 2 BEIIHT D ARF OB & OME
RATEZHOWTIE, RROFNEPHESLS LT
BT, AROREMFR LRG0,

o —WIBFEROZRIBFRZZ T TORVER
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1. [ICBHIT

EIMOBEDNE - ZEVEOREROT-DITIT, I SCEFITES W EIE R 2R
HND, SHIT, IEEOBEHTOMEARIC L0 | HUREERES R & OB ERK
FEELVPABENLF T, IO OERRZHEICLEREFE RIS 5 2 L PREO
B L o> TR Y RFMBOEE & SCEO AT #2016 CFRL 28 £ 6 H 2 A MFRIRE)
ICEWT Y, EHWEERLEOEMOFBEMHELXD Z L a3 TV,

R ERBRF E S AR BRI R &M T 0 7 7 A A DBEFOER S L 52 R
O ENDD, ZOlD, FEROEEMEICHE T D HERN+OERT D £ TORM,
UHEELOBELZRZIT 2 2 EPEFS N OBFICH L THERT 2 & & biz, BIE
FAMFEEL U BRIC B RIS & & D 2 & DS AIRE /R —TE O ZEAF & i 72 9 AR O A
TLIENEETHD,

LIZ3o T RAA RTA T, BIREBESL N ETIC/ LN TV HEFEER -
BRI RIS & DU OEZRS O Rl 72 (8 2 HET 2880 O LB, BX
HROEBEEREZ T,

Ieds AAA BT A E MISATBIE NE R EIRBas e ST, AmtEMEA R AR
BRARIES R, —RAEEEAN B ARBRRNRER, MEFEFTEENEAN A RMEER L O
—EAEFIEN BARFREER OO b EAFR LTz,

R LI HEER AT VR AREEE 20 mg, 47U —RAREHE 100 mg (—%
% =R~ T GEEFHEEZ))

RRERDPREXIDE : DAALFIFRIER (THEE L - YIBR R 72 1T - FF38 0 L o Bz
e

HELRARERVRE @, BRAICIZ=AL~7 (BEFHEEZ) L LT, 1E240mg
% 2 A CRREERET 5,

f3E IR 58 ¥ F DR TEKSHT




2. AAIDORE. 1ERBF

F 7Y — R R ERE 20 mg X OEARREFHE 100 mg (—ik4 - =R~ 7 (BTl
#z). LUTL TRHFD) 1, B ERTERKStTE A Ly 7 24 (BT U X M-
<A Y¥—X X7 A7 (BMS) ) 2BA% L7=t K PD-1 (Programmed cell death-1) |Z%}
THE MIgGs £ 7 a—F K TH D,

PD-1 (%, {EMHEAL L7 U > %8k (THfE, BMRAK T F =27 0% 7 —T /i) ROE
BRI Z R BT 5 CD28 7 7 X U — (T MR OIEMEAL 2 BRI IE & BIZHIE T 5 5
TH) ICBT2ZAEETH S, PD-1 IFHURRAIZIZIEEL T S PD-1 U W K (PD-LI
KOPD-L2) EfEA L. U SERICHFIE Y 7 v A LT UV oSBROIEELIREE %
AIZHAEI L TWD, PD-1 U > RIIHURRRMRRLSNZ B N ORR ~ 22 IEE A% I C 3 B
LTHY, BEHEREEEE)OUIRLIIEGEMKIZI TS PD-L1 OREL LTk O4EF
i & ORMICEOMBERRN H 5 Z & NHE I TS (Cancer 2010; 116: 1757-66) ,
7o, R AEEE CIHEEEE THMRNELET LA ¥ —T7=a 2~ (IFN-y)
IZL > T PD-LI OFHENFEIN, BB L EEERKICIIT D PD-L1 OFH LMk D
AFHIR & ORICEDOHERRN H 2 & OEE L H 5 (Sci Transl Med 2012; 28: 127-37)
X 512, PD-L1 % @ R XS 7- 03 VMiRIE, PURRFRA CDS BHE T Mila o E
IEMEZ T S 2528, 1 PD-L1 H1£ T PD-1 & PD-LI & OfEEEET S &M
EEEENEET 2 Z ENREINTWD, D Z LMD PD-1/PD-1 U T2 RiRE&IX, 7
/AR FUR R AV T MO OWBEE LB 2FO—o L LTEX LA TN
Do

AN, RO R 6 PD-1 OMfasiEE (PD-1 U 7 NiEE58EE) IT/EE L.
PD-1 & PD-1 U v FEDOFFEEEBET L2 LIk, BAGURFEENZ T MIROE
PEAL R O AR *F 4 2 MRS EiE T 2 88589~ 5 = & TR R FUIEEZ R 2 R4
ZENHER SN T WD,

ZHOOREDN D RFNTEMEERIC ST 2872 RIREEIC 0B L0 L #IFES N,
BEE MR IR Aot R & LT-ERRRBR 2 E e L, At BEeMER BRI TR
ST,

FENDOVEABRTFICES BEDOHRERINC L 2EIERER S bbb, BEXIIELTIC
EDLARMEDNH D, KA OREGHROEESRIIT, BEOBELTDITTV, BEDFR
D HIIZHEITIE, FH L T-FRITE U PR 2t & RBR 2 FF AT &8 L Ci
Bl EE R 2 ATV IBE ORERISIZ X DEIER DL 25681218, BIRRE RV
F RO GEDBEEILE 2T O LBERH D,



3. EEERRE
P AA R HE B L 7= OB R AR 74T - 75 396 0D BBt B o i B D ARG | ST AT %
> 1= L R B FRARBR D A 2 71

[FH2hE]
ENE TAERBR (ONO-4538-41385R)

TIFFREE RN UX R R R Y T LK & OB B ICRIS XUERE O 8]
FEABEZRIELT « BR OEME MR G EEEE (ECOG Performance Status 0 & OV 1) 34 il &
ST A 240 mg Z 2 B EIERE C AR ERE U7-, EEFHEEE Th 2 F203 (Modified
RECIST criteria (2004)(Z35-5 < 41 7EIZ X % CR XUE PR) 1529.4% (95%(ZHEXH :
16.8~46.2) Th-o7-, 7ok, FENIRE LIZFEIL5.0% TH- 7,

[Zz2E]
ENE DHERER (ONO-4538-413K5%)
BEFEGIL32340] (94.1%) 1RO AL, KH L OREBEENEBE CERVEERER
132373441 (67.6%) 12388 HivT-, BEEN%U EOBWERIZITRD BV THoT-,

F REBAFDP5S%LULEORIER (ZEMMT A RER)

HE AFIEE
Grade 4= Grade Grade 3-4 Grade 5
RIEREE RHL ORHE | BRI ORBE | B ORBE
(MedDRA (2 X % SOC-PT 433 R (%) R (%) R (%)
e 34 34 34
FOPR IS RE (X T iE
T 4 11.8 2 5.9 0
A% 3 8.8 1 29 0
i 2 5.9 0 0
W i 2 5.9 0 0
R 3 8.8 0 0
55 2 5.9 0 0
FeEN 2 5.9 0 0
U —-BHE N 4 11.8 2 5.9 0
T35 3 8.8 1 29 0
U SERERD

FEARIGR

B

b1
RN N

Rl S SN BEFRL L. MedDRA ver 20.0] ZAWTHREZ 77,

Grade |X CTCAE (Common Terminology Criteria for Adverse Events) v4 Z (ZHEL 5,



7R, MR E 2 B (5.9%) | FFHEEEREE 1 B (2.9%) . FRIRIREREE 4 1] (11.8%) |
VB PERGPRE 2 1 (5.9%) . KIBZ - EEO THI2 i (5.9%) . 1 BUFERIE 1 61 (2.9%)
DR NIz, o, BHERE, EEOREREE, TEMAKERES, BIRHERE
Bede., BEIEME I, Mk - BEMESE, infusionreaction, 5 & 9 Ak, OLfdk. k.
FRRRMARIE/ X A X F— S/ MR HEERBER . T2, FRlRAR ZER20E K OV b
PEREE RITRD b o To, REWEAREBLRNII S EROMERESR (BRREER
BEEl) EEUEHERETT,



4. FEFRIZOWT

EFM Y X 7 EHEE (RMP) ([ZESX | KA O EREGZ M ERIEE~O 8 1A
W DI Th o T, AR OFEGNEY) 2 BELZDZW - FE L, AFIOTEGIZI Y HE
7RBEWER 2B LI-BRICHIE T 5 2 EBRER T LLFOO~@ DX T &7 7
FHIZBWTEHRATLZREXTH D,

O HERIZOWT

O-1 TED (1) ~ (5) OWVTNNITFEY T DM THHI L,

() EAEFEBKRENEET D0 AREEEEIL SRS ERIENT RS AL SRR,
HUIE S ARSI EE L AU . B VRS2 &) (R 30 4R 4 A 1 HIRFAL - 437
e 7%

(2) HrEgrembs (ERL294E 6 A 1 H A - 85 fak

(3) FEFERFFNIEET D08 vislFEEERE (S AU REETEERPT. 2% A2
W IIRBE. DY ARSIRE S HEERPT /e &)

4) A FALFFIEE A FHE L, AR EEEENE | USSR LB 2 OfiFk L7
IR D AT > TV D e (CERK 28 4E 7 A 1 BHEEA @ 2540 ffk

(5) PTUEMEEAIL G EEME O EE R D EEEZIT> TV DhEax CER 28 4 7
H 1 BEFS ;1290 fEa%

O-2  EMEMRE T BE O LSRR & OVRIE A 38 B O St SIS 40 7 ik & iR BR 2 F5
ER (FROWTNNIEY T HEM) 25, LR OARFNCET 2RO BEE &
LTRESNLTWDZ &,

*

o  [EHIRFFEGER 2 FOPHINHE KT L7211 5 LU LD VIREDOEERIHE %
THoTWBZ e, 296, 28U BT, BAEYWERELY L LZEBRRIEEZONHE %
1Treo>TWAHZ &,

o [ERMEFFEUE% 2 FOUHTHEZ KT L-1%IC 4 FLULEOBREREZHF LT\ D
ol b 3ELL T, BRI R E D A A YRR E A S T e R 2R 2 O R PR
WHEZ{T->TW\WDHZ &,

@ BREHNOERMEREFEROEHIZONT

EHRELERETERICERET 2 EENRE S, BRSO OFRED, A - %
EWHEEZFROEER OEME I 2 HFRIZME, FFEEGLRE LIZHE0oHRE
¥R, BENEODITON D EHINESTWDHZ &,




@ BIER~DRIITOWNT
@-1 FER I B3 2 B

MEMERR BRSO EEZREWERANRA LIZBRIC, 24 BREZIEEHIO T, Yi%iEsk X
VBRI 23\ T BB L -BIWERICIS U T ABRREE KO CT Z OREIWER ORI
FERBREORKRENY B RICE G, BEHICKISFREREHNESTND Z &,

@-2 ERUEFEFIC L 2AEFLMNGICET 2 EH

DAIRIZEED DEMM AR L O A2 A T 2 EREEEVEIERE=21 7
EEOERDOAY V== T EITWERE L FEREYILH TE 2F — LAEREKHINE
SN TNWDZ &, ok, BlEEGHNZOWT, DABRE EZOFKRICHDIZEMm ST
W5HZ &,

@-3 BIfEH ORKT-OoXITIZBE LT

BITER (REMERIREIIN A, BEIEMEE, LR, FH, BHRUHRAPE, KIBK.
HEOTH, 1 BBERIE, IFikaERRE . FUIRIRREERRE, hiklEEs, BEE Bre -
FRAEREMEE R 2 ETe) | BIBMREE, MK, EEOLEREE, FikmieZERE, infusion
reaction, gL/ MR PESREER (ITP) | 18 & O 5652 KOS, IR IR, OlffEE (o
By - 4RIR - DEMEIAMNHES) . WIMAEEmSE) 125 LT, L%k XITTBEER
B OBEMMEZ A 5 ER & EEE L BHEAORE-CISICE L TRREROEZZ S
DNLRHICH LD Z L), BEHITEYIRLENTE DEHNE->TWD 2 L,



5. B#EXG LD BE

[Z 2R+ 2 FEH]

O TRICEZYETIEFIOWVWTUIRFORENER L INTNDLZ b, 52T
bipnz b
o FKAEIORS R LIEBBUE DBEEED & 2 BFH

@ BERETOFHIIZHB W T TRRICEZY T 5 BEF IOV TL, AFIOFEEITHEE I L »

D, ORISR 2 WIHEICRY | EEICAFZEHT L2 2BETE D,

o MEMMEROEMHIIBEOH 5 EBE

o fENE SR E CRIER 2 D BE K OTEENE 0O KU B IR 2 < Ge 4 At ¢
FEOMIZIIENEE N A O D BE

o HOMEEROAM, XIXEMHALE L IIEEMEO B CREZEROBERD
b 5B

o lESBEE (EmEMaBERE L ET) O HHEHE

e ECOG Performance Status 3-4 """V D 3

(BB 3 5 F1H]
O TROBFIZBWTEAFIOBFDEN RSN TND,
o ALFEREREO D HUIRARE/EIT « FE3& OB Mufsch 57 & s

@ TREICEZY T 2 BE T 2R KOG K OMEHRFIEICOWTE, REIOF M
DHELSINTE LT, RAOTEGHAR LR BN,
o —RIREEZITCVRVEE
o MOFEMESR LA L TSSO BEE

WED ECOG @ Performance Status (PS)

Score EF

0 | e<MEREH T 5, AL [E U R &EARNHRZR ATZ D,

PRBICH LUEBNIHIR S o203, BATAIRE T, BB > TOMEEITIT O LN TE D,

Ul o o, simres

BATRIRECH D OFE ORI O Z 13T R CREEEDEEILTE 2, BH O 50%LL BT~y N cild 2

ks

3 [RoNTZEHYOHEOEY O L LTER, BERO 50%LL EE Xy KR il 24,

BT RV, BAOFOEY O LT TERV, BRIy KRR+ TR,

8




6. BEIZBE L CTHETREFH

O WAXEZ IO, BUEIRGEER DR 5 BB 2D X ARA| O Fpi%E K& O IE
O DICHEREREHDICHER L TChOERT D Z &,

@ JRERRMAICIENL D, BE UL E OFRICEDIER OfEEE -+ L, RE 425
ThoEETHZ L,

@ ERBIWEHO~RT A MMZONT

MEMEREENRD LoD Z ENRNH DD T, REIDOFZEIZH 7=~ Tk, BHRIE
B (R R, ik, FEEVGE) OMERK O X RO EmSE, BiEr+52
AT T &, Flo, BEISUTWE CT, MiF~—h —FOMEZEH T2
Nl

KA O EITEEE @ infusion reaction |2 2 CTEAFIC+S7 %S0 TX A #E
Hx21T > 72 LTI 5 2 &, £72.2 [B] B LI O ARFIH 572 infusion reaction
WHHONDZ L bHDDT, KEIREG R OEFEGHETHRIT AL Z WA
YEPET 5%, BEOWREELZHSIZEBETHZ &, 7ok, infusionreaction &
FHLIZGE 2T, 2 TOEELWERNTERICEET 5 E TREL +OBIE
T5HZ L,

FURIRESREREE N O DD Z E03d 5 DT, KAIOF 5B tawT & O 5-HfH
FILEHRIC BRI RERR A (TSH., 078 T3, 0E8E T4 S ORIE) #FET 5
Z &,

AR OFEEIZ LY WEORERISIZERT 2 &5 2 HILHHEA R RECREE
DHLOLNDZENDDLH, BEDNRBDOLNIZGEITIE, BB LEZERIS U
BEFRR 720 ek & AR BR A e o [EAT & U CE b e iR M 21TV B E O
FOSIZ X 2 BWER D SN 256101, AFIORFE T I, R OEIE RE R
NEROBRGELBRET L2 L, 2B, BIRKERVEOREIZLYEIE
R OUBEENTRD HIRWIGEIZIE, B BB AR /VE LA o sz il oo87n
LERT D,

BEET %, BoRMOLEI ARE L ChOEIERNEIRT 2203 H 5720,
KA OFEHTHRICHEWERORIIZH2IZEET D,

1 BUBE R (BIE | BUBERF A &) b bbiv, FERBEES N7 F—3 &
WCEDZENRDHLHDOT, AYE, Eo, EEFEOEROFHL M E O EF I+
SEETLHZ L, 1 BEREN RO EICEESEFIEL, AR
H O E5EOBYIELEITH Z &,

@ FHIOERFABRIZIBWT, 3EHEEZE (6 HI L) ITAMEDFMZIT> T
L EBEFIL, FAREGERITEHRICEGHRE THROWREITOI Z &,



BEERHEET A RT 4 v
=R~ T7 GBIFRHZ)
(724 : A7V —HREEEE 20 mg, 47V —R S FRE 100 mg)
~ FE /)N e g ~

YR 2 92 A (FRL3 048 AHET)
BT BE
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1. 1ZUHIZ P2
2. KRFENIOFE, /ERER P3
3. BRFRAKAR P4
4. HgRIZHOWT P12
5. \EXG LD BRE P14
6. HEIZEL THETNEFIH P16



L. IXC®»IT

EHM OB - ZRMEOTEEOTZ DT, WA TEFEICESWoBERFE R RD
B, EHIC, IEORZEROMEAIC LY | FUREIER L & OBEHR 72 FHEERK%
FEERMPARINDP T, TNHOEEMLZEICHEREFITRES 5 2 L AREO
MR L 70> TR Y RFMBUEE & ORI #2016 (FAL 28 £ 6 A 2 A MFRRE)
IZRWTH, FHERMEOFEMAORBEHEELZXD Z & LN TND,

PR E AT EIE L, AR Z 2 T 0 7 7 A VD BEFEOESREMS & B 5 R
BHZENDD, Ok, EIEROZEMEICET OERNP+0EET 5 TOM,
LHEELOBELRIZT D ENEIFSN2EF I LTHERT 2 & L big, BlfE
RN L TBRIC BRI A & D 2 & DS ATRE 72— 8 OB &3 7= 3 i B <
TLIENEETHD,

Lo T, AAA FTA TR BISEERL N E TIELN TV HEZEER -
PR RIS & | LUT O EH G O Folii 20 2 #EfE - 2 8L 0 b LR B, B2
HROEEHEEETT,

IR BHA RTA %, WMIATEIE NER M ERESRR O TE, AEHERIEABA
BRARIES AR, —RIEFIEN BARKRARES, FEFFEFTEENEN B AE RS RO
— BN AR FR OB IO b EAERR LT,

R LI HEER AT VR AREEE 20 mg, 47U —RAREHE 100 mg (—%
% =R~ T GEEFHEEZ))

R ERDMENIHE - UIBRRAE/RHEIT - R OIE/NBIE

HELRARERVRE @, A=A L~7 (BEFHEEZ) £ LT, 1E 240mg
% 2 AR CRREERET 5,

o3& IR 5E ¥ F B IRG TEESHT




2. AAIDORE. 1ERBF

F 7Y — R R ERE 20 mg X OEARREFHE 100 mg (—ik4 - =R~ 7 (BTl
#z). LUTL TRHFD) 1, B ERTERKStTE A Ly 7 24 (BT U X M-
<A Y¥—X X7 A7 (BMS) ) 2BA% L7=t K PD-1 (Programmed cell death-1) |Z%}
THE MIgGs £ 7 a—F K TH D,

PD-1 (%, {EMHEAL L7 U > %8k (THfE, BMRAK T F =27 0% 7 —T /i) ROE
BRI Z R BT 5 CD28 7 7 X U — (T MR OIEMEAL 2 BRI IE & BIZHIE T 5 5
TH) ICBT2ZAEETH S, PD-1 IFHURRAIZIZIEEL T S PD-1 U W K (PD-LI
KOPD-L2) EfEA L. U SERICHFIE Y 7 v A LT UV oSBROIEELIREE %
AIZHAEI L TWD, PD-1 U > RIIHURRRMRRLSNZ B N ORR ~ 22 IEE A% I C 3 B
LTHY, BEHEREEEE)OUIRLIIEGEMKIZI TS PD-L1 OREL LTk O4EF
i & ORMICEOMBERRN H 5 Z & NHE I TS (Cancer 2010; 116: 1757-66) ,
7o, R AEEE CIHEEEE THMRNELET LA ¥ —T7=a 2~ (IFN-y)
IZL > T PD-LI OFHENFEIN, BB L EEERKICIIT D PD-L1 OFH LMk D
AFHIR & ORICEDOHERRN H 2 & OEE L H 5 (Sci Transl Med 2012; 28: 127-37)
X 512, PD-L1 % @ R XS 7- 03 VMiRIE, PURRFRA CDS BHE T Mila o E
IEMEZ T S 2528, 1 PD-L1 H1£ T PD-1 & PD-LI & OfEEEET S &M
EEEENEET 2 Z ENREINTWD, D Z LMD PD-1/PD-1 U T2 RiRE&IX, 7
/AR FUR R AV T MO OWBEE LB 2FO—o L LTEX LA TN
Do

AN, RO R 6 PD-1 OMfasiEE (PD-1 U 7 NiEE58EE) IT/EE L.
PD-1 & PD-1 U v FEDOFFEEEBET L2 LIk, BAGURFEENZ T MIROE
PEAL R O AR *F 4 2 MRS EiE T 2 88589~ 5 = & TR R FUIEEZ R 2 R4
ZENHER SN T WD,

ZHOOREDN D RFNTEMEERIC ST 2872 RIREEIC 0B L0 L #IFES N,
FE/NRME R A xR & U ERREBR 2 e L. AhE, ZatE R OB R HER
iz,

FENDOVEABRTFICES BEDOHRERINC L 2EIERER S bbb, BEXIIELTIC
EDLARMEDNH D, KA OREGHROEESRIIT, BEOBELTDITTV, BEDFR
D HIIZHEITIE, FH L T-FRITE U PR 2t & RBR 2 FF AT &8 L Ci
Bl EE R 2 ATV IBE ORERISIZ X DEIER DL 25681218, BIRRE RV
F RO GEDBEEILE 2T O LBERH D,



3. EREIRRGE
UIBRANRE /AT - B OIE/ MR (R ERE LR O ER T LR E) OF&RFEEICGE
24T > 7= E 7R RBR O R E &2~T,

(F2hE]
(R _ERRE)

OEWNE TR (ONO0-4538-05 #HER)

7T FF BN G TALFRIERE A B T 2 UIRRRE R B B/ IVE UL HR ORI LR E
#£35 (ECOG Performance Status 0 &2 08 1) 35 il & %512, AH| 3 mg/kg % 2 BT
REFE Lo, FEFHMEER Th2EM=E (RECIST A KT A > 1.1 JRICES < ke
HIEIZ L D CR XL PR) 1125.7% (95%[EHEXH : 14.2~42.1%) Thotz, 72, FAi
\CEXTE LT-FEIL 9.0% TH - 7=,

@A FMAARRER (CA209017 3B%) (N Engl ] Med 2015; 373: 123-35)

7' F TR G b FEIERE A G T 2 UIBRNRER IB #/IVH ST FH O R L EE
B& (ECOG Performance Status 0 XN 1) 272 5l (CRFNEE 135 ffl. R & B /LEE 137
Bl) ZRBIZ, FEZFBA2RRE L TAHRA 3 mgke % 2 @EMMRCRBHE L,
FEFMEE TH L L2ETFHM (PRME [95%EEXM]) 1L, AAFIFET 9.23 [733~
1327] WA, FEZFRAEET6.01 [5.13~733] BATHY ., AHENTZ K ZFENLIZ
*F LR FRINCH BRIER 2R LT (AT — R 0.59 [96.85%E#HIXH : 0.43~0.81],
p=0.0002 [J&%!| log-rank f&E]) .

1.0
S,
S

0.9+ Sy

0.8! S

a

~
P
-

o
-
L

{

Probability of Survival
o
w

|

o
N
o

o
=

0.04
T r . I I 1 B i . 1

0 3 6 9 12 15 18 21 24
Overall Survival (Manths)
Number ot Subjects at Risk
Nivolumab 3 mg/kg
138 113 .1} 69 kY4 11 15 ! 4]
Doc etaxel
137 103 68 45 30 14 ? 2 0
Nivalumab 3 mgrkg (events @ 86/135), metian And 9%% C1 9.2347.33, 1320
Nocetaxel (events . 113137), medhan ard 9%% €1 6.01 (5.1, 7.33)

X1 0S OHFfENT O Kaplan-Meier ik (HE{EZ(L S 7-4£EH)
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(FERF LR
OENFE TR (ONO-4538-06 #5x)
77 F R R G T LERERE A T S U R B B/ IVE X ITFEROIER T LR
JE B3 (ECOG Performance Status 0 2 TN 1) 76 5l &%t 512, AHAl 3 mg/kg % 2 @R
TRIEEE L., ETEFMER Th2FMFE (RECIST A K74 2 11 RIZESLS H
JLHTEIZ L D CR XUE PR) 13X 19.7% (95%(5#EIX[H : 12.3~30.0%) Th-o7-, 7ok, F
BNZREE L7-FMEIX 9.0% TH - 7=,

OB E B (CA209057 3ER) (N Engl ] Med 2015; 373: 1627-39)

75 F AN % ETAEREE 2 AT D U IIB 1/ IV U R ORI
& 3 (ECOG Performance Status 0 J2 T8 1) 582 5l (ARAI#E 292 fil, RNt & & /LEE 290
Bl) ZRBIZ, FEZFBAZRELE L CHRA 3 mgke % 2 @EMMRCARBEEHE L,
FEIMIEE TH 2 2AFHM (hRE [95%EEXMI) 1T, AFIEET 12.19 [9.66~
1498] B H, KEZFENLEETI36 [8.05~10.68] A THY ., KANL Kk ¥ FtE1i
X LA FRICHEERIER 2R LT (AN — RE 0.73 [95.92%E8E XM @ 0.59~0.89],
p=0.0015 [J/&%5! log-rank &7E])

0.9 IS

vel N
07 N

06 \\

Probabdity o Survival
o
//

0.2 e L

0.1

0.0

T T T T T T T T T
0 3 & 9 12 15 18 21 24 27
Owverall Survival (Months)
Numoer of Subjecls at Risk
Nivoiumab 3 mgikg

292 2352 194 169 146 123 62 32 9 &
Docetaxal
290 244 194 150 M a8 34 1% 5 0

Nivolumab 3 mgiky (events @ 190/292), medran and 95% CI1: 12,19 (9.66. 14.98)
Daocetaxel (events @ 223/290), median and 95% Cl  9.36 {B.0S, 10.63}

X2 OSOHREfiEHT O Kaplan-Meier it (ME(EZ{L S 7-4EH])



(PD-L1ZEBLR IR OB hE K OV )

WA ITHERER (CA2090173868 & (\CA209057:888) (A AN B -8BEDH B, il
AR Z BV CPD-L1 2 33 U 7= S 5o 2814 (LLT, TPD-LIZIEER]) (2B
THERNE LN —HOBEOT — X IZESE | PD-LIZBRFNARRNI I 21T
STEHIMER NLEEEOFBRITILLT O LB ThoTz,

BHMEICE L Tid, RELEETIEL, PD-LIORBERICL L, N Z 3w 8Lk
U CARHFIFE COSHIER T DM 2GR bz,

IR LR Tl PD-LIRBE N %RFEOHEIZ R ¥ LB L IRIERFEO/BRT
Ho7= (T,

B, REERE. EREEERELES HIZ, PD-LIORBRRIZL LT, AFOREME T o
77 A VERIRCTH -7,

1 10
. [
o cal oy
W TH -
- v =N -
5 o 7t -
H z Ve
Z uhy b E Ll .
s N v -,
Loaw | F \“\-\_‘
£ EN o
ndi =N —
; tdi ¢ 4!
£y . S i )
. :
ra '_ T2
— '
e . o
1+ Il
\ - ; . . .
© 4 N a 'd T ‘8 o7 i a7 14 J Y El 12 L B 21 4 r
Uveta: butswva honths Cryera |l Sare va -Morths)
Moot LS et ok e A el ROl et Risk
Neriiman 4w - e
e H. I (A1} Ad NN “u i 4 I -7 7 e % il 13 5 4
Sucetase
100 I ™ i ) 0 4 5 2 . E : =N 1 24 " ] a 3 L
anlumal ¢ SN P T meran and e v AL A e e e L R R L R R R L L
Liv cetle dul 1w Coetdn end Wate L 10 UG P ik 't us Lovatagelieveils 95 20 Media dnd $hva ol SRR U RN}
chaard TEAbE Savn amia LRy ween DOEataart ae 19 T CO0 D0k, | 2% slavaad ahie tewarieah fonepke seee Receleahane 455,71 T RS 043 1R

X3 CA209057 3RERD PD-L1 FEILRF|TD OS O HEMENT D Kaplan-Meier i
(£ : PD-L1<1%DEBELE. AKX : PD-L121%DBEEFEM)



[z 2E]
(¥ R
OENE T HERER (ONO-4538-0535%)

F1 FEENP5%LL EORIVEH
Grade 4 Grade Grade 3-4 Grade 5
RIVERTEE RHL FEHE L R R RIE
(MedDRA = L % SOC-PT 43%) EH (%) FH (%) FH (%)
R GFE 35 35 35
AR 24 (68.6) 2 ( 57 0 (0.0)

B O o RIR %

T

B

RIEVEEEIE 2

I EUE

T ANTGXUEET I )N AT 27— BN
M 7L T F L RARFF—BHN 2
U SERIR D

&7 V7 I E
RARIEE

B i

**ﬁmﬁ@ﬁ:z‘—lﬂ/f%-—

YRR S
HLBE

%5
BEIR SRS

Rl S SN BEFERL1E, MedDRAver 17112 AW TH AR Z 7-.
v4 H ARZEFRICOGRRICHE L 5,

GradelXCTCAE (Common Terminology Criteria for Adverse Events)

7ok, FEMEMESR 2 6] (5.7%) . RKIBK - EEOTRH 241 (5.7%) . #EES (F
T v NU—IEGEREE) 301 (8.6%) . NTREREFREE 2 ] (5.7%) . FURIREEREREE 3 4

(8.6%) . BIFEHERERESE 1 65 (2.9%) . B¥EEREE RMEMEMEERE) 16 (2.9%)
& O infusion reaction 2 f5i (5.7%) MO LT, T2, BEEOKERE (FKEFEIRE
R, ZIALEE, FHREIES) . TEMMEERE. | BUFERK. X, EEMHEE,
fbids « BERRESS . 58 9 RER L VDI RITIRO R o T2, REIERZRBRIT S %EF
SOMEER MAREEREZET) 28 0EHEREZTT,



O EMARREE (CA209017388%) (N EnglJ Med 2015; 373: 123-35)

=2 FHEN 5% EORIEA
Grade 4 Grade Grade 3-4 Grade 5
BI{EHEE R R FEL ORBIE FHL IR
(MedDRA |2 £ % SOC-PT 43$H) B (%) R (%) EES (%)
St RE 131 131 131
LN 76 (58.0) 9 ( 6.9) 0 0.0)

10 ( 7.6)
12 ( 92)

13 ( 9.9
21 (16.0)

BAE
ERT D SN AEERLIL, MedDRA ver 17.11% AWV TRiAEEZ 72,
GradelZCTCAE (Common Terminology Criteria for Adverse Events) v4lZH#EL 5,

7ede. MVEVERZRE 6 il (4.6%) . KRIGZK - EEO THI 11 6 (8.4%) . MiRfEE (¥
T v N U—IEERER) 13 61 (9.9%) | ATHRRERESE 4 B (3.1%) . FURIRHEREREE 5 41
(3.8%) . BikrEfEE (RMEMEEERE) 46 G3.1%) . EEMEE 1 51 (0.8%)
J% O infusion reaction 1 {5l (0.8%) 23F8& Hiiz, Fi-, BEOKERE (FKERBEIRE
BERE, ZIALEE, FERIEES) | TERAEMEREE. RIBEERE. 1| 8RR, X,
B 2¢ « BRI, 55 E D BER L VDA RITRO bivie o 7o, REIWERBTURIUTI S ZE
ZOMEFESR BRAREERTLED) 2230EHERERT,

FER Y LR
OENE DHEAER (ONO-4538-06385%)
#3 FEEN5%LL EORIER

Grade 4 Grade Grade 3-4 Grade 5
RIVEFTEE FHL R FHL REHR FHL R
(MedDRA = L % SOC-PT 43¥H) RS (%) R (%) RS (%)
R REK 76 76 76
B . 16 (21.1) 0 (0.0)
FROIR IS RE (R T E
K 5 ( 6.6)
T 4 ( 5.3)
L 8 (10.5)
A% 4 ( 53)
Mg - 4 ( 5.3)
I 55 9 (11.8) 1 ( 1.3)
xR 11 (14.5)

V22 SERBG D

TR D A E



FEPED EN

B VAT R

TOFENE
5
BEIR LSR5

( 79
(14.5)
(53

ERT DS SN AEERLIL, MedDRA ver 17.01% AV TRiAEEZ 72,
Gradel/ZCTCAE (Common Terminology Criteria for Adverse Events) v4 H AFERICOGRRIZHEL 5,

7ok, MMM BAF] (5.3%) . KIGK - HEO THISH (6.6%) . MiRfEE (X7
LS LR 10/ (13.29%) . FFHEREREE ST (6.6%) . R IBAARREE 101 (13.2%)
BIEHEEREE I (13%) . B¥ElEE RAEMEEBRE) 461 (5.3%) K& Linfusion
reaction 35l (3.9%) MFRD LTz, £7-, BEEOKLEREE (KREHFEIRIEMERE, A
BE. FHRHEIES) | TEEHEEEREE. VRUBERMR. FER, BEEMESE, MK - SERK.
SEIVER R PODHRITRO biven o7, REWERFEBRIUILFZFEROBESES
(FRARREERT 2 E50) 2a0RHERE =T,

OQuFFMEMAERER (CA209057 35%) (N Engl J Med 2015; 373: 1627-39)

#F 4 FEEN 5% EORIEA

Grade 4 Grade Grade 3-4 Grade 5
RIVEFRTEE R ORHEE B ORIR RHL FEBER
(MedDRA = L % SOC-PT 43¥) HI (%) R (%) RS (%)
R GFEEL 287 287 287
XS 199 (69.3) 30 (10.5) 0 (0.0

TR BRbHE S P o (60l

T 22 ( 77 2 ( 0.7)
i 34 (11.8) 2 ( 0.7)
M it 15 ( 52)

29 (10.1) 1 ( 03)
46 (16.0) 3 ( 1.0
IECETE N
6 (50l

( 84

4 S
%

BA i

24

ZHERE
5 27 ( 9.4) 1 ( 03)

BERfi s Sh oA EHEFRLIL, MedDRA ver 17.11% AWV TREAEE 2 72,
GradelZCTCAE (Common Terminology Criteria for Adverse Events) v4lZHEL 5,

7ok, RVEMEMER 106 (3.5%) . KBS - EEO THI 22 #] (7.7%) . #HREE (%
Z Ve NL—ERESE) 26 ] (9.1%) . FFHEREREE 15 1 (5.2%) . HURIRFGEERESE 27
Bl (9.4%) | EHEREMEE (JRME R EMEERE) 761 (2.4%) | M - BEEZE 1 61 (0.3%)
KON infusion reaction 8 il (2.8%) 23RO Lz, £7-. EEDOFLEEE (K ERIEIRE

9



e, 2B, FHFEIES) |« TERMAEERT, BIBKERSE. 1 BERRF. Bk,
BIEFEIE, 5 &9 BHERBOOHRITFRD bR Tlz, RRNWERMEILRIUL L 7%E
ZOMEFES (FRREEREZ250) 250EMEREZTT,
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[HE - A&

AR ORFERFEYIEETALEZFF LY I 2b—a 2LV, KH 3 mgkg (&
H) XL 240 mg 2 AR CEE LIZBoARF O MEFRENRT SN, Ok
FOARHK 240 mg G UT-BEOBREEIL, AHE 3 mgke 25 LI-BOBRERE & g
LCEELZTTETFRISNIZEDOD, BRANEFIZBWTARENHER SN THDH
- HE (10mgke % 2 BB CEE) THRFIZ#&E LI-BEOREE & ik L CEE
g E RIS (FR) M T EROBEEICB T 57 — 2125 AHI 3mg/ke
(fAE) X240 mg % 2 BEMEE TR E L7-BORBOBREE & Fo0E T2 et &
DR E A MRET T 2BBERST T ADEE S, BEBEEIC OV TR DT OV R,
EFROME - HEOM THEIMER NZEEICHAERZR TV ETRIS L,

£5 AHOEMBE T A—F

R - R Crmax Crindi4 Cavgats Conecss Corins Covass
(pg/mlL) (pg/mL) (ng/ml) (ug/mL) (ng/ml) (ug/mL)
3 mefke Q2W (35-5; .760‘8) <l0‘17?'264.5) (17.23'333‘9) (75}){3171) (27.612,':07) (42717,'?27)
HOme QW | (1 -7'2"?03) <l5‘22?‘354.6) (25.314}‘4:7‘8) (10;,5254) (4l?57,‘?58) (62‘11(,)9l 87)
10 mglke Q2W (14;,9;19) (51.623 ‘;9.2) (79.90(?21;14) (33??232) (18421,l§13) (233,7286)

FORAE (5%45, 95%53) . Q2W 1 2R, Crmax @ FIEIR G4 DR @ MG FIREE ., Crinaia : PIEHE G- 14
HE Iz Z)l%ﬁiﬁl?%q:‘{%E\ Cavgdl4 . *ﬂ@&"??&]‘”ﬂ H i“(@qu@ml?%tq]{%§\ Cmax,ss : E#%@L:E
T2 BeE MLIEFIRE . Cuinss © EFIREBICIB T D RARMIEFIEE . Cavgss : EFIRBIZIT 5 FHMIIGF T
iz

11



4. HERRIZOWT

AL L L CEARERE (2FFRE) AEELNTWDEZ b, YT
UNCER T DMk THHIVEND D, T LT, KE OB EO R EE 220 - 45
E L, AFOBEEICL Y EERAWERZRER LERICHET 2 2 BB ERED, LIT
DO~BDT X TE-THHICBWNTHERT L2 TH D,

O MEFRIZOWVT

O-1 FFEo (1) ~ (5) OWTINIFEYE T LM THLZ L,

() BFEAEFEBKRENIEET 505 V2B EEILRIRITE BB RS V2 EE LSRR
HUIE S ARSI EE L AU . B VRS2 &) (R 30 4R 4 A 1 HIRFAL - 437
e 7%

(2) HrEtsremlE CERC29 4 6 A 1 HREA - 85 fEgk

(3) FEFERFFNIEET D08 vislFEEERE (S AU REETEERPT. 2% A2
W IIRBE. DY ARSIRE S HEERPT /e &)

4) ARAEFEIEEZRE L, AR L FRIEME | ISR L EEIEINE 2 OfEax 5 e
IR DB AT > TV D e (CERK 28 427 A 1 HEEA : 2540 Sk

(5) HUENEREG AL, & HANE Ofis BRI AR D R 21T > TV D faak (R 28 4 7
H 1 HEEA : 1290 fifizk

O-2 AL FRE R CRIVER IO RIS +57 72 H5% & RBR & FF O &R (TRO
WTIICEZE T D ER) 2, B2 RBOARFICET HEROBEMLE L LTERE SN
TWhZ L,

<

o [EANEFFEUE% 2 FOUEATHE KT L1211 5 FLLEON AIREDERRIHE %
IToTWNWHZ &, 96, 2L EX, BAEYREZ L LTEBRRESESOWE %
THoTWHZ L,

o EMGRFFEREE 2 FOUHIIHEZ KT L7 4 FLUEORKREREZA L TV D
Tl Ob 3ELLEE iR O) A TEYIREE & ORGSR F OBRIRTHE 21T -
TWNWHZ &,

@ BENOEXKMLEREEDOEHIZONT

EELIERTHRICEET 2EEENEE S, REAENDOFRED, A9 - &7
EEFEERENEROERL VEME T 2 EREME, FEFRVEE LG EOHRE
EH, BRESHIATONDEENE-STWDEZ L,

12




@ BIER~DRIITOWNT
@-1 FER I B3 2 B

MEMERR BRSO EEZREWERANRA LIZBRIC, 24 BREZIEEHIO T, Yi%iEsk X
VBRI 23\ T BB L -BIWERICIS U T ABRREE KO CT Z OREIWER ORI
FERBREORKRENY B RICE G, BEHICKISFREREHNESTND Z &,

@-2 ERUEFEFIC L 2AEFLMNGICET 2 EH

DAIRIZEED DEMM AR L O A2 A T 2 EREEEVEIERE=21 7
EEOERDOAY V== T EITWERE L FEREYILH TE 2F — LAEREKHINE
SN TNWDZ &, ok, BlEEGHNZOWT, DABRE EZOFKRICHDIZEMm ST
W5HZ &,

@-3 BIfEH ORKT-OoXITIZBE LT

BITER (REMERIREIIN A, BEIEMEE, LR, FH, BHRUHRAPE, KIBK.
HEOTH, 1 BBERIE, IFikaERRE . FUIRIRREERRE, hiklEEs, BEE Bre -
FRAEREMEE R 2 ETe) | BIBMREE, MK, EEOLEREE, FikmieZERE, infusion
reaction, gL/ MR PESREER (ITP) | 18 & O 5652 KOS, IR IR, OlffEE (o
By - 4RIR - DEMEIAMNHES) . WIMAEEmSE) 125 LT, L%k XITTBEER
B OBEMMEZ A 5 ER & EEE L BHEAORE-CISICE L TRREROEZZ S
DNLRHICH LD Z L), BEHITEYIRLENTE DEHNE->TWD 2 L,

13



5. B#EXG LD BE

[Z 2R+ 2 FEH]

O TRICEZYETIEFIOWVWTUIRFORENER L INTNDLZ b, 52T
bipnz b
o FKAEIORS R LIEBBUE DBEEED & 2 BFH

@ BERETOFHIIZHB W T TRRICEZY T 5 BEF IOV TL, AFIOFEEITHEE I L »

D, ORISR 2 WIHEICRY | EEICAFZEHT L2 2BETE D,

o MEMMEROEMHIIBEOH 5 EBE

o fENE SR E CRIER 2 D BE K OTEENE 0O KU B IR 2 < Ge 4 At ¢
FEOMIZIIENEE N A O D BE

o HOMEEROAM, XIXEMHALE L IIEEMEO B CREZEROBERD
b 5B

o lESBEE (EmEMaBERE L ET) O HHEHE

e ECOG Performance Status 3-4 """V D 3

(BB 3 5 F1H]
O TROBFICBWTEARIOFENSHIES LTS,
o  TIFFRIAIEETALFIRIER AT D UIRAREERIIB #/ IV XUIHER O R

¥ ERERE
o TITFTRAIESTCFIRIERE 2T 2R EER B H/ IVESUIHEFR O
R b B R

728, FERF B CEGFREBR A £ FIALKE & & (n - IERE 1BV T,
JFHI & UCEGFRF 2 ¥ v > F F—EHEH UIALKT 1 X v > X —FBHEAR| D
REREEZ A3 DEE,

WED ECOG @ Performance Status (PS)

Score TEF%

0 | e<MEREH T 5, AL [E U R &EARNHRZR ATZ D,

PRBICH LUEBNIHIR S o203, BATAIRE T, BB > TOMEEITIT O LN TE D,

Ul o o, simres

BATRIRECH D OFE ORI O Z 13T R CREEEDEEILTE 2, BH O 50%LL BT~y N cild 2

S

3 [RoNTZEHYOHEOEY O L LTER, BERO 50%LL EE Xy KR il 24,

BT RV, BAOFOEY O LT TERV, BRIy KRR+ TR,

14




@ TRICEZY T 2EE T 2ARF 0GR OMEHRFIEICOWTE, REIOF M
DL INTEOLT, RAOTEERNGE L2 B2,
o (LFEERIGEOERE
o iR MHBIRIE
o MMOPIEMEER R L TSSO BE

@ MEZETA F74 » (AERMEFSMR) (23T, ECOG Performance Status 0~ 1
WD 75 5% Pl . X3 ECOG Performance Status 2 'V o #BE Tl. & 3 tH{CHuE
Al (FeZ2 v L% OBFERSPHESNWTRY ., 77 F T RAIOERHEREE T
BWeDFERENLRWTr—2A03H 2D, Z0%a, 77 FFRAOENREN 2 &b
% 3 HRPUBEAIEAI COBRBEREZ G T 2BF BV UL, AFlORELEBETE
2,

@ AANTEAFMARBRICBNT, RELEEROERTELEEEONTNOEREICE
WTH REZ VBRI L CTEBESRIES L TWD, 7272 L., FERFELERED
BETIX, PD-LIEBERIZI DV EHEOERN R D Z ENREINDERNIED
NTHhDZEnn, FRFEEEEOBREIZES O TCIPD-LIERELHER L ETR
R OBERAIROHW 2T 22 ENEE LU,

*  PD-LI FHEN 1% THDHZ & DMHER I NT-IERFE EREREIZB VTR,
JFAI, NEZ X e VEORF LS OMBMEBE O 5 2 B4 5, 2

o RAavulXvT (BaTH#iz) O =4 BHE (BFE4 : PD-L1THC
22C3pharmDx 4 =] ) (2L Y PD-L1 3B E2FHER L-IERTELEBEOBRE
T o T, KFNOZWE (BRFE4 : PD-L1THC 28-8 pharmDx [# =1 ) 2k 5
BRAEVSRELRSZEIZIE. LT OXELZSBIIRA ORGSO RIEG # it C &
Do

SCHREE)
« 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

WD g2 U M UBSEREIA OB AT, AR, WIS T 5 Z & ofts, Bisk R 72
HENEFIORIOB TN D 5%, EFEE LY LH S -8 HESE) 1250 Tz DRY
T,
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6. BEIZBE L CTHETREFH

O WASCEFICN X, BhEIRGEER DR 2 @RS 10D & AR KO Fei K Ol Ef#
RO B RERE DB L THOERT L Z &,

TRIERIRICENL D . BE IZ OFRICEDER Vet x +oF L., B 5
ThoEETHZ L,

R EREICI W TIE, PD-L1 FELRE G L2 ECARJI O G /IE 244 2
ZENEFE LW, PD-L1 BEEDNHER TEXRWEEITIEL, RAEIOFEH O S % 1@
NCHr L7- BT 545 2 &

FEREWERHO~R Y AL MMZOWNT

@

®

MEMEREEND 5D Z ENH LD T, RKEIDOHEEIZH 7= > Tk, BEILE

R (PR REE, ok, #EE) OfEER O X MmEOERE, BIEr+5

ATH T, Flo, KLEIEUTHE CT, ME~—V—%0MELFERT D

Zk,

AR O EILEE @ infusion reaction (22 CEARFIZ 7% nD TE 5 U

HZ21T > 72 E TRt T 5 2 &, £72.2 [B] B LI OARFIH 572 infusion reaction

WHHOLNDZ L bdHDDT, KEREG R OEFIEGHET#BIT A Z A

CERET 5%, BEOREEL+SICBIET S 2 L, e, infusion reaction &

FE LA, 2 TOMEBEROERNERICEET 5 F CEE L2 +08lE
T5HZ L,

FURIRSREREE N B DD Z E03d 5 DT, KAIOF 5B taw & U 5-HifH

FILEHRIC BRI sERR A (TSH. 078 T3, 0ERE T4 S ORIE) #FET 5

Z&,

AENOHEGIZ LY | WEOREFRICICERT 2 LB 2 BN DR % REESREE

NoHLLNDZ ENDHDH, BENBDOLNIZHEIIE, BRLEFLITS U

BEFRR 72 ek & AR BR A e O [EAT & U CE O iR M 21TV B O mE

FOSIZ X 2 BHWER D SN 2511, AFIORFE T IR, R OEIE RE R

NECHIOBRGELRZET DI L, ek, BIBRRERVEOREIZLVEIE
RAOUENRD HNRWGEIZIL, BIE BB R /LE LIS o Sz i #0080

LEET D,

BEETH%, BoREMOLEIARBE L COHORIERNERT L2203 H 5720,
KA OFEHTHRICHEWERORIIZH2IZEET D,

1 BUBERIA (BIE | BIBERAR A &) bbb, FERBEES F 7 F—3 &

WCEDZERDHLHDT, AYe, Eo, EEEOEROFHL M E O EF I+
DEERTAHZ &, 1 BERAENSRONIHGEIIERGEHRIEL, AR 8
F O 5F DU IRAE LTI Z &,

KR ORI N T, BEFGEH 9B E., ThUUREIL, &ERBEND 1F
3 B G T Z L ICARMEORHE 21T > TW e 2 £ 2551, ARG DI
TEHARCE B RAE COROMEREIT O Z &,
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(E2) Bk
He, EHEKRS, BRERMES 2 2EIEHOZSE5

< KEZXRANEEG LD HBE >
W EREIT O b 5 BE
EYYEZ GOF L TV 2 RHE

FEENE A URGSE DR D B

i P R B BUE ORBEE IR D & 5 B
PR SRR LT D ATREME D & 5 FB

< R XRANEERS LR EE>
HRaE o » 5 BE

VR R I 2 SV RHESE O & 2 B
FEEO & 5 HRE

BR[O B B R

FIED & % B3

PERRT 2 ATREME D & D B

< RE&XEALOEKRZENWEM >
(EiEn

vav iR T F 74 T7Fv—
P, A, HHRERE

AR R A
RVRTERfZ. it
DA

REREME M N EEESEGAE (DIC)

WE zfl, B, il R g. RiBsk

AL TR

oMMt S (A

SRR

B2 R ARE W RE  (Stevens - Johnson JEMHE) . HaEMER BIEIESE (Lyell SEMEHE) . ZIHLEE
DF R F =T WAKIE, FIE - R

OFIEZE, R AR TEARAE

SR YA

PURIRAS V& AN A Sy WE R AF  (STADH)

HAE R NN ORI, M 28, AREPRRIETE . DU oo B A% o0 AR R MEE B . Radiation
Recall B4

17



EERMEETA RF 14
=AnN<7 (BT Z)
(BRFE4 « 7V — R EFEHE 20 mg, 47— REEE 100 mg)
~HEERAE~

TRk 2 928 (Epk3 04 8 AT
B F @A



SR

A o

XU oI
AHIOKRFE, 1EFKRF
B PR RS AE
T4 e VANE
BeHxGg L7 b ERE

RO L TEE T~ EHH

P2
P3
P4
P19
P21
P23



1. [ZU®IZ

EE L OB - ZRVEOHER DT OIIT, B XESICESW B ERFER RS
BND, BT, TWEOREHFMOESIC LY, FUREIR 72 & OFEHRI 2 Frif e
FEERLNPARINLGF T, 20O OERMZHICNER B ICRMET 5 2 L RO
ML o TR Y RBEMBCGEE L EOEA S 2016 (AL 28 456 A 2 HEERE)
IZBWTYH, EHMEEMEOHEAOFELHEEZXL Z L STV 5,

e E R L, EEERRL ST 0 7 7 A ANBEFEOER G LB )R
RHZENDD, ZOH, AHERORZEMEICET HIERNS+0ERET D E TORM.
UHEELOBELEIZT D ENFRINDEFICH LU THERT L & &b, BIE
RN LT BBICHE R e E & D 2 & NAREZ R —E OB % i 7=+ EE A RS < A
THZENEETHD,

L7l o T, RITA RTA4 T, BARBEESSINE TITELN TV A EFIRFR -
Bl RHICESE | UTOEERGLORE FERZHEET 2880 b 0NERE N EX
FROEEFREERT,

I RITA KT A 0%, MSIATEGE NEE G EREEISRR SRS, AtMEANEAR
BRI e . — BN B AREBRRANR ES RO HEN B AR ER 72O
DY EERR LT,

WL IR HERS AT R ETEEE 20 mg, A7 YU — R ATHEEE 100 mg (—i%
% =R~ T (B Z))

RELROMEIIDE : B EANE

HELRIMERVAE  @E . RAIIZ=ARL~7 (BEEFHEEZ) & LT, 1[E240mg
% 2 MM CREEFET 2, 277 L, BRI D14
MEEEOSG AL, REHMIT 2 VW AMETET 2,
RIGUIRARE R EMER A LA v ) A~ 7 (B FiE#
%) EPFRT 2% AL, BE, RAIIE=A V<7 GRE T
%) LT, 1[E80mg % 3 EEMIET 4 B SHEEET 5, €0
%, =A~7 (BiafE#z) & LT, 1[E 240 mg % 2 H@fH
fifE C RS 2.

Bl AR 5T ¥ F LB TERSSH

(%)

B AEICRE 9D VR SRR SOmg(— %% A BV A~ T GBI FH# L))

DRI ER. BERUHE

2 RE X% 2 B RIB IR R R M R A E

AEROCHE: @F, RAZEAE)L~T GBEFHEEZ) L LTI1E 3 mgke
(RE) # 3 @R T4 BRFEFET D, i, OHUEMEREE
& PERT 25AE =R v~7 GBI x) EHFRT 52 &,




2. KR OR. (ERBEF

7V — R R EHE 20 mg K OELEEERE 100 mg (—i%4% : =R r~7 GEETH
#z) . LAT. TARAD 13, IABFELTERKSHE AT Ly 7 20 (BT Y X L.
<A Y¥Y—X X7 A7 (BMS) 1) 2BA% L7=t K PD-1 (Programmed cell death-1) Z%}
THE M IgGs £ 7 a—F K TH D,

PD-1 (%, {EMHEAL L7V 78k (THfE, BMRK T F =27 0% 7 —T /i) ROE
BRI C R BT 5 CD28 7 7 X U — (T Ml OIEMEAL Z BRI IE & BIZHIE T 5 5
FH) | E?é%ﬁ%?%éImli#ﬁ%?%@:%ﬁ?éPDlUﬁyPGle
KOPD-L2) EfEE L. U ERICHFINES 7 F V2R L T U V7 SEROTEMELIRRE
BIZHAEI L CTWD, PD-1 U F v RidURiE RSN tb@%ﬁ&ﬁrﬁ%;%ﬁ
LCHY, BHEREERE)OURLEGEMKICISIT S PD-L1 OFRBL L ik D AT
I & ORICAOFBEREGRN B 5 2 L n#HE STV D (Cancer 20105 116: 1757-66)
F7o, BEERAEEE CIIEEE THMRNELET DA ¥ —T7 a2 H 2~ (IFN-y)
IZE > T PD-L1 OFBENFEE I, 88 LIEEAKICI T D PD-L1 OB L&D
AFEHIR & ORICEDOHBERRL ® 2 & O#EE S 5 (Sci Transl Med 2012; 28: 127-37)
X 512, PD-L1 % | R XS 7- 03 VMiRIE, PURRFRA CDS BHE T MilaofiaisE
IEMEZ T S 2508, 1 PD-L1 H1£ T PD-1 & PD-LI & OfEAEET S &2 O
EEEENEET 2 Z EDNREINTWD, D Z LD PD-1/PD-1 U T2 RiREIL, 73
/AR FUR R AR T MO OWBEE LB 2FO—o L LTEX LA TN
Do

AN, RO R 6 PD-1 OfMfasiEE (PD-1 U 7 NfEE58EE) ITREE L.
PD-1 & PD-1 U REDFEEZEFET L EICEY ., BDATURFFEMNZ: T kOIS
PEAL R O AUARBRLZ 69~ 2 MRS BTG ME 2 38R+ 5 = & TR R PUIES D R 2~
T ENFER I TWA

AANOVERBEF I EES BEOREFISIZ X 2BWERE R & bbb, EEXIIFLTIZ
SRSl @#%6 FHIOBE PR OFTRERITIT, BEOBELZ 2TV, BEDPR
D HNIZHEITIE, TR L T-FRITE U MR 2 et & RBR 2 Ff AT &8 L Ci
@ﬁﬁ%@ﬁ%ﬁw\ug@%&ﬁf L LEIWERDBRDONLHEITIE, BIEEE AL
F RO GEDOREEILE 2T O LBERH D,



3. ERRER
T 5B 60 0 AR BT 417 - 72 /2 R AR 0D Bl e 1,

(B 2]
OEWNE TR (ONO0-4538-02 )

FHNRYr (LUFL TDTIC)) 1T & 2L FFIERE 2 F 3 HARIG IR NG I/ IV
IR oBEMHEAREREE (ECOG Performance Status 0 TN 1) 35 il 2 5tRI12, AA| 2
mg/kg % 3 HFMRE CTRBINE Lo, FEFMBEE Th 584%FE (RECIST A K74
VLRI EES < I EIC L D CR UL PR) 1322.9% (90%(EHEIXE @ 13.4~36.2%)
Tholo, ok, FANIRE LTZFEIX 125% TH -7,

QEWNE DR (ONO0-4538-08 )

LR ERBEORIGUIBRAR 2/ IVH I/ OBEEREEEESE (ECOG
Performance Status 0 &2 O 1) 24 5l & % G212, AAl 3 mg/kg % 2 18 [ @ C AR EFE L=,
FEFMEE Th 2883 (RECIST A FT7A4 2 1.1 RICESS FRHFEIZL S CR
XUE PR) 1% 29.2% (90%(SHEIXM : 16.7~45.9%) Th-o7-, 72k, FANIHRE LI-H
fEIX 6.0% TH -7z,

OB IFEFRER (CA209066 ABR) v

v-raf ~ 7 AH[EY 4 L AEBETESDSRE R Z Bl (LT, TBRAF)) V600 ZEH D77
WAL SRR TR TR O ARG BB R RE 20 I/ IV U3 A % o B B A EH  (ECOG
Performance Status 0 X OV 1) 418 5l (CAAI#E 210 #], DTIC £ 208 ) % xt5iZ, DTIC
A %HIR & UCAHI 3 mg/kg % 2 SRR CARRE L7 & & OFMIER 2 2 4 i
L7z, FEFHIEE Th 2 24AFHM (LT, ToS)) (FRE [95%EHEKH]) o
FEMTHE 1, AFIBEILNE" [NE~NE] # A, DTIC BT 10.84 [9.33~12.09] 7 A Th
V. AAENL DTIC (2 ULHFHFRINCERRIEE 2R LTz (O — REE 0.42 [99.79%5 %8
X[ : 0.25~0.73]. p<0.0001 [JBH! log-rank #7E]. 2014 £ 6 H 24 H5—4 h v b A
7)e

* o HEERRE (AT, [FAR)



1.0 =
0.9
0.8 Y

0.7 - %‘%

0.6 gy
% 0.5- %

—A— XHHK
O FHNI B

0.4+ 'b{m&}“:
0.34 5
0.2 oo
0.1
0.0+ . . : . : .
0 3 6 9 12 15 18
at risk3¥ S1FHAR (A)
AHE 210 185 150 105 45 8 0
Fhisi B 208 177 123 82 22 3 0

X 1 OS ® Kaplan-Meier i

@S EIAERER (CA209037 #BR) 2

AU LvT7 (BrFEEz) CIF, 42U L<7)) XL BRAF BHERZ &1L
FIIERE A G T 2 MIGUIBRARE R M/ IV I RO BEEBRAEEE (ECOG
Performance Status 0 &2 T 1) 405 B (ARFIEE 272 . {b3EE (DTIC X VART T F
YRy ZxEl OfFR) B 133 B) ARRIC ALFERIEE 3R & L CAAN 3 mg/kg
% 2 B CREEE L & X OFMMEROZEM A BT Lz, FEHMEEE TH 5
ZNE (RECIST A T A > 11 MUZES S FRHEIZE D CR L PR) (IZOWTH
BN FG ST m )0 120 Bl 2 BT REM & U TR 21T - 7o R, AHIRET
31.7% (95%(E#EIXF : 23.5~40.8%, 201443 A 10 AT —X v hA7) Thoiz,
B, BRNCEDEROBMEIIREL CWehoTz, b —2OFEFHER THDH 0OS

(P afiE [95%IEHERR]) 12OV T 182 BIDA < v BEL) I THRIMRT %17 - 7=
it o, AHFIFET 15.47 [12.39~NE] U A | ALFEERE T 13.67 [11.50~NE] Z A TH Y |
AFNIEFRIEI G LR FRNCE B RIER 2R S o 7o (0N — FEHE0.93 [95%(F
FEX[E : 0.68~1.26]. p=0.6299 [JBF log-rank FE]. 2014 E 11 A 12 BF—F B v
7).,

GEMNE THERER (ONO-4538-17 3R5R)
{EFRERBEORIGUIRARE 2 IH/ IV I/ OBEEREEESE (ECOG

Performance Status 0 X U0 1) 30 il & X512, KHIE A ) L~=T7 Z0H (LU, TRA

+A Y L=T)) BeE Lic, EEFHEEE ThH2HFEDHE (RECIST HA K74 11K



[ZES S RRMEIZL D CR XX PR) 1 33.3% (95%(EEXR] : 17.3~52.8%) Th -

7o 2B, FENIHREL-FHEIX23.8%TH- 7=,

* R Lmgkg ((RE) LA E U A~=7 3mgkg ((FE) Z[F A IC 3 BT 4 [BLRGREHE L2,
AAI 3 mg/kg ((KE) % 2 BRI CAREHE L7z, PR SRICEW T, A2 Rk b L,
A Y L~ TIEIARFOELHET 05 30 5L EORMEZ BV TG 2B LT,

@MW FE AR (CA209067 3ER)

{LFEEERIBEORIBUIR AR 2/ VB O EE B G EEFE (ECOG Performance
Status 0 TN 1) 945 f5il (KHFI+A U L~ 7 8314 i, KFFE36 6, A Y L~wT
B350 2/, A AT HEELHBE L THRAI+ A VY L~ T EEROARA|
TG OEIMER NZEMEE R Lo, EEFMBEE TH 5 0S (FRAE[95%EHEXMH])
DEASNTHERIL, AFI+A Y L~ TEETNE [NE~NE] H A, AHI#CTNE [29.08
~NE] B H., A Y L~T7EET 1998 [17.08~24.61] THTHY . KK+ A Y h~<T
B 5 RK ORFNFE G 1IA BV A~ TG LEFHFEMICE R RIEE 2R LT (REI+A
Y LA TG = NEH0.55 [98%(EFEIXH : 0.42~0.72], p<0.0001 [J&%!] log-rank
ME], AHIEE  ~TF— R 0.63 [98% (XM : 0.48~0.81], p<0.0001 [JE5! log-rank
ME], 2006 F8 A1 BT —4% B> A7),

1.0 \‘\.\Q
08 A

08 Shea

0.7 T _

0.8 x.“_\_\ “*M'_.‘:'_‘:“ "--_“M”:wl
% 0.6 “\__L__“ T
£ 04 - T

e KF A LTTR sy,

031 A KHH e

0.2 O AEULTTR

0.1 * . ARUO : $TH1Y

0.0

0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk% SHFHM (R)
FH+AEVLTTH 314 292 265 247 226 221 209 200 198 192 170 49
AHE 316 292 265 244 230 213 201 191 181 175 157 55

AEYLTTE 315 285 254 228 205 182 164 149 136 129 104 34
X2 OS ® Kaplan-Meier Hi##

* o ARH 1 mgkg ((KE) & A BV A~7 3mgkg ((RE) #[F B2 3 BT 4 BUSGEEE L72%,
Al 3 mg/kg (RE) % 2 BRI CAMAE L, SFRBRGEICBO T, REIZ RIS
L. A EY L= TI3ARBOBELSET 5 30 Ll EORMEE B\ TR G2t LT,

7B ARIBUIBR A RE R B R EAERE 2/ RICAF + A v A~ THEEIZOWTHRE
U7~V T HEEBR (CA209004 38BR) D =2k — | 8 1281 5EBE (modified WHO £
HEIZHES< CR XE PR) 13, B IERIGEEE T 46.4% (13728 fil, 95%[EHEXH -



27.5~66.1%) . {LFIEEREIGEBRE T 38.5% (5/13 f5il, 95%(E#EX [ : 13.9~68.4%) T
HoT,

(PD-L1 FEBURILA O F 2% OV 2E)
WA E TARER (CA20906735R%) |ZHEA AN BIVZBE OT — FITESE | EEHM
IZFBWTPD-L1 258 L7 @SR 5 281G (BAT. TPD-LIZEER]) BICERER
\ZHEAT AT S To A IMER O Z ORI T O LB Th o7z,

BEMEIZE LC, PD-LIEBREN %KM (PD-L1<1%) OBFEMN L HE L T1%ll E

(PD-L1=1%) D BEEM TA U L~ 7 O EREHEIMEVEAIRE S L2 (FTR),
B, BB+ A ) AT HORENET 0 7 7 A VIFPD-L1<1%0 BHFEM L PD-L1=
1% D BEEM CRIFETH -7,

PO-L1SERE1% ik PO-LtRB\E 1L E
g 10—
S Tt
00 kR - T
ad- e KL T
ut TNy a7 ' T TE,
=T - T — -
96 N - - = ag
— - ®
£ B, S # s
x e Seee e, ) 54 - By, om
TR REMHAELLYN Yo W EMr AT IR
93 A KM e R S ¥
92 G LA 12 G AR AR
al- SLARUD MY - €, ARG . TY
acy .o - . - . - o . . .. . . 40 2 e
0 3 6 6 12 15 14 20 o2& 27 3 3 W 3 . [ T TP R Y R LI O AT K B
ansk¥ SRR (A i riski® EFAM A
FRAAEULTIH 223 113 102 91 32 B2 TR 4 74 @2 65 18 4 0 AMAAEULTIE RS 144 132 127 4§ MZ 5 102 w1 de 85 22 3 0
FME 117 123 RE P& 73 Gh 62 Ge 57 45 51 16 2 a FMH 171 (65 5B 48 159 121 422 17 112 108 9B 36 1
AEGLTIE 112 % B ¥ 7t 51 57 S0 43 43 32 0 1 a AEYL7 g GRS 155 38 126 th 0p ARG 85 W T4 B @t ? a

K3 CA209067 :ERD PD-L1 IR TD OS @ Kaplan-Meier iz
(£X : PD-LI<1%DBEEM, AKX : PD-L1=21% D BFER)



@EEEEFRIFMFERE (ONO-4538-21/CA209238757)

SEE YRR O Mb/e #/IVE OEME R AERE 906 ] (HARNBE 28 Bl 2 EiTe, ARHFIF
4531, A ) L~T (BIcFHBZ) BE453 60 26RIC, AEY AT Z2xBE LT
AFH 3 mg/kg % 2 BN CEREE Lz & 2 OFIMER L2 2 et Lz, TEH
HE Th o HEHAFHM (FRE [95%EHEXM] ) OFRFTHERIL. RFEET NE

[NE~NE] # A, A U A~T7EETNE [16.56~NE] A THY ., KFNIA Y L~T
W3t LRI A B R IER 2 LTe (O — REE 0.65 [97.56%(EFEX[H : 0.51~0.83] |
p<0.0001 [JEH! log-rank 7E]. 201746 A R BT —4 v hA7) |

*: AJCC (American Joint Committee on Cancer) JRHI¥E (55 7 i) 123 < 5L,

1.0
0.9 \ =By o KB
A —6— - AEULTTH
0.8 '\Q_,‘__
0.7 o ‘ ____
ﬁ \\EL\‘ o T AN — My - A -
B 06 ﬁm“_&
i 05 : e eeateree- o2
F o4
0.3
0.2
0.1
0.0 T T T T T T T T T T
0 3 5 9 12 15 18 21 24 27
at risk HBRELTHMB)
AFIBE 453 399 353 332 311 29 249 " 5 0

AL 453 364 314 269 252 225 184 56 2 0

X 4 EEREAEFLIE O Kaplan-Meier B



[Z414%]
OEMNE TR (ONO-4538-02 R ER)
BEFERITIEE (100%) ITRD LI, KH L ORREEBRNPEETERVWEEERIT
30/35 Bl (85.7%) IZFB®H LTz, FIEN S%LLEORIERIITRO LB THoTz,
F1 BEEN 5% EORIER

FRE B F%x (%)
HAGE 35 {3
(MedDRA/J ver.16.0) 4 Grade Grade 3 LA b

ERIEA

30 (85.7) 9 (25.7)

FOPR RS REAR T E 5 (14.3)
|

T 4 (11.4) .

B 2 (5.7) 1 29

A% 2 (5.7)

JHBE

ALT #80 4

AST #4n 5 (14.3) 2 (5.7)
M7 L7 3 R 2 (5.7) 0
1A CK #aAn 5 (14.3) 3 (8.6)
M7 L7 = 880 2 (5.7) 0
=~ Ko RN 2 (5.7) 0
i LDH #n 5 (14.3) 1 (2.9)
i TSH jE4 3 (8.6) 0
1A TSH #E4n 7 (20.0) 0
CRP #41 5 (14.3) 1 (2.9)
T EEEREAE M 4 (11.4) 0
y-GTP #4/0 4 (11.4) 4 (11.4)
PRA TN FERG 2 (5.7) 0
~F 7T R 3 (8.6) 1 2.9
U oo RER SR D 5 (143 1 (2.9)
B HPER SR 2 (5.7) 1 (2.9)
=S abiliR 2 (5.7) 0
/ISR ER > 2 (5.7) 1 (2.9)
IR I BR AR 2 (5.7) 1 (2.9)
M i ER ¥R 6 (17.1) 0
WERE T3 HE 0 2 (5.7) 0
HERE T3 IR 8 (22.9) 0
B T4 6 (17.1) 0
WEEE T4 H8h0 2 (5.7) 0
U o< FE T 3 (8.6) 0
A ALP #8500 5 (14.3) 1 (2.9)
FUALIR IR 3 (8.6) 0
Hifa -~ — A —HEn 2 (5.7) 0
BN ES Y| 2 (57) 0
Y=oy s 2 T T A AEN 4 (11.4) 0
I CK B 2 (5.7) 0
RS 2 (5.7) 0
I o 2 (5.7) 0
K= = — o /g — 2 (5.7) 0



B RIR S Bl (%)

HAGE 35 4l

(MedDRA/J ver.16.0) 4= Grade Grade 3 LA E
EE 6 (17.1) 0

2 5 EEfE 11 (31.4) 0
FeI5 2 (57) 0
BEIR BB IR 5 2 (57) 0
NETRMER & 4 2 (5.7) 0

B2 I .55 m ) 4 (11.4) 0

¥, MVEMEMEE B (2.9%) . KEBK - BEBEOTH 1 H] (2.9%) | #HRkEE 4 4
(11.4%) | FFesRefEsE 5 Bl (14.3%) . BHEEEREE 2 6] (5.7%) . FURARBEREREE 8
(22.9%) | BIRMREE 161 (2.9%) . BEEORJEESE 16 (2.9%) KOS E SR 1 H
(2.9%) MO BN, F7o, TEMEEEERE., infusion reaction, 1 BUFERIF, FEK.
HIEMEE, Mok - SIS, Ok, ik, TP, BRUHRARIE/ X 4 F— KR U
P M R PSR BRI GRS BV o 7o, R RIERFEBLRIUE, YiZFROME
2 (MAREEREREZET) 250EHERETT,

QEMNE TR (ONO-4538-08 3 ER)

BEFERSIL 2224 B (91.7%) IZEO DI, KH L OREBERNEE TCERVEESR
GUE 1824 5] (75.0%) IZFBD BTz, FHHEN S%LLEORIWERIZITRO LBV THho
770

# 2 REEN 5% EORIEM

EBIRE BE (%)

N 24 {3

(MedDRA/J ver.18.0) 4= Grade Grade 3 L\ |
ARIE 18 (75.0) 2 (8.3)
|

FRIR R RE (R T 6 (25.0) 0
|

2 (83)

PEIR BRI

¥, KK - EEO TR 2 i (83%) . IFHERERE | il (4.2%) . TERHERERES
1l (4.2%) R OFRERESEERSZE 7 6 (29.2%) 23R BNT-, £7-. FEMFEE,
MIRREE (7 v - NL—EFEESE) | BEEEE (REFREETAS) | aITEE,
infusion reaction, 1 BUBEFRF, EEOKEREE (HEMEIREMERE., ZFAH, ERE

10



BE) | R BEEMFEE. B - BIER. SEOIRR, LK. Bk, FFR. ML
FREARIE / X A/ T — R O e L/ IR PR SR BER 1338 O B e o 72, AREIVER %
BURILL, SZFEROMEFS (REAREERT250) 280EHERETT,

OUFESFH AR (CA209066 RBxR)

BEREGIIARFIRE 192/206 ] (93.2%) . DTIC £ 194/205 5] (94.6%) (238 Hh, R
B & O RBIR NG TE T 72\ W EFRIIARHFIRE 153/206 1 (74.3%) .DTIC £ 155/205
Bl (75.6%) 1Z3RO LN~ WTNOBETRIEN 5% FOREERIZITEDO B T
HoT,

£33 WITNOORETREED 5%U EORIEA
Hil% (%)

SN |

oAk AR DTIC &
(MeugDRA/J ver.17.0) 206 1 205 1
4 Grade Grade 3 ULk 4 Grade Grade 3 ULk
2FEIEA 153 (74.3) 24 (11.7) 155 (75.6) 36 (17.6)

i HP BRIV ME 0 0 23 (11.2) 9 (44)

I/ R E 0 0 21 (10.2) 10 (4.9)
.

B 22 (10.7) 0 25 (122) 0

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

L 34 (16.5) 0 85 (41.5) 0

Mg 13 (6.3) 1 (0.5) 43 (21.0) 1 (0.5)

1 S0 21 (10.2) 0 25 (12.2) 1 (0.5)
55 41 (19.9) 0 30 (14.6) 2 (1.0)
FEER 15 (7.3) 0 10 (4.9) 1 (0.5)
R ARG 11 (53) 19 (9.3)

B 12 (5.8)

IEPE)

FLEE 3 (6. 4 (2. 0
Se R mE e 3 (1.5) 0 11 (5.4) 0
% 9 FEIE 35 (17.0) 1 (0.5) 11 (5.4) 0
E 2 31 (15.0) 1 (0.5) 6 (2.9) 0
aEMEABE 22 (10.7) 0 1 (0.5) 0

7ok, ARFIBEIZ W CRIEMEMMZERE 3 6 (1.5%) . KBk - EE O TH 6 il (2.9%) |
MRRIEE (X7 v - SNU—EGRES) 28 61 (13.6%) . ATHEEERSE 761 (3.4%) . B
REFEE 4 B (1.9%) . TEMREERE 4 61 (1.9%) . FAREBEEES 13 61 (6.3%) .
infusion reaction 15 3 (7.3%) . 1 BYHERRIF 1 5 (0.5%) . EEOKEREE 3 # (1.5%)
KOS E IR 1] (0.5%) PO BT, £, BIRES. BER, HEMEE, K
Ko BEIESE. LRI, AR, ITOR. BERUHRARIE/ < A/ — R OMe M L/ Mis D 4%
SRPERITRR D bR Do 7o, ABIWERREBRIUL, BZFELROMESES (FRRMREER
HEal) ZaEitwRe T,

11



@HFESH AR (CA209037 #RBxR) 2

BEFRITARAITE 265268 #i1 (98.9%) . {LFHIERE 98/102 5 (96.1%) 1ZFRD 5
. 1RBREE & ORRBERNGE TE RV FFRITAFITE 199268 i (743%) . L
FEVERE 85/102 1 (83.3%) ZERYD H LTz, WA OBECRIEN 5% EORIVEMRIE

TEROEEBY THoT,
£ 4 OFRDORETRHIEN 5% EORIER
Bk (%)

B VAN
kel AT e
(MeugDRA/J ver.17.1) 268 I 102
4 Grade Grade 3 ULk 4 Grade Grade 3 ULk
2FEIEA 199 (74.3) 33 (12.3) 85 (83.3) 35 (34.3)

Zrifn 18 (6.7) 3 (1.1) 24 (23.5) 5 (4.9)
M ifn Bk i 1 (04) 0 8 (7.8) 2 (2.0)
i HR BRI E 0 0 20 (19.6) 16 (15.7)
I/ R E 1 (0.4) 1 (04) 12 (11.8) 6 (5.9)

FOPR IS (R T E 18 (6.7) 0 0 0
|
e 11 (4.1) 0 15 (14.7) 1 (1.0)
T 42 (15.7) 1 (0.4) 16 (15.7) 2 (2.0)
GV 33 (12.3) 0 39 (38.2) 2 (2.0)

g - 12 (4.5) 1 (0.4) 21 (20.6) 3 (2.9)
|

) E 14 (5.2) 0 7 (6.9) 0

55 82 (30.6) 3 (1.1) 41 (40.2) 4 (39)

HEANIZAE D G 4 (1.5) 1 (0.4) 9 (8.8) 0

ALT #8n 14 (5.2) 3 (1.1) 1 (1.0) 0

AST 8571 15 (5.6) 2 (0.7) 2 (2.0) 0

I ERBR D 0 0 7 (6.9) 3 (29)

ISR &R > 1 (04) 0 8 (7.8) 3 (2.9)

3 1 BR Ak 3 (1.1) 0 8 (7.8) 2 (2.0)
N

RBRIOE 18 (6.7) 0 17 (16.7)
|

B 15 (5.6) 0 13 (12.7) 1 (1.0)

5 P 11 (4.1) 0 8 (7.8) 0
|
K= =2 —a /g — 1 (04) 0 10 (9.8) 1 (1.0)

BERGE . 10 (9.8) 0

(=1

-0 LR B 3 (4. 8 (7.8)

i EAE ( 28 (27.5) 0
% D FEAE 51 (19.0) 0 2 (2.0) 0
95 34 (12.7) 1 (0.4) 5 (4.9) 0
BEIR BB IR R % 16 (6.0) 0 2 (2.0) 0
=5 FBE 24 (9.0) 0 0 0

7R, AFIFEC W CRIEMEMER 8 # (3.0%) . KIFZK - EEO TH 4 6 (1.5%) |
TR 33 1 (12.3%) . AFHSEEREE 22 5] (8.2%) . EEMERERETE (FRAMME R EMER 2%
) 501 (1.9%) . FARIRHEREREE 23 3] (8.6%) . BIR[EZE 1 41 (0.4%) . infusion reaction
106 (3.7%) . EEOKEREE 1l (04%) . FEX2 6] (0.7%) KOS E HREK 3 B

12



(1.1%) 2RO BT, Fio, TEEKRERE, | BIFERKE. BEMEE. KK - f
e, DRk, k. TR, B ﬂﬁfVQﬁA%—&Uﬁﬁ%mmWWbﬁ%MF
RO BV o 7o, REWERREBRIUL, ¥ZFELOMEFES (BRRAREERE LS
@)%aﬂ%ﬂﬁ%%mfo

\

GEWNE TR (ONO-4538-1735)
BEFEZIIEH (100%) IZRD BV, RAIE OREBEENGECERVWEEFERLE
Bl (100%) 238D Hiz, FEERNS%ULEOBIERIITERO LB ThoTz,
£5 REEN 5% EORITER

BRI HE BlE (%)

%2{; 30 f

(MedDRA/J ver.20.0) 4 Grade Grade 3 UL E

RIEH 30 (100) 23 (76.7)

.

2. 2 (6.7)
e

FROPR R B RE TUAEE 2 (6.7)

FOIR IS RE (R T E 7 (23.3) 0

Tk 2 (6.7) 2 (6.7)
e

LA 5 (16.7) 1 (33)

T 16 (53.3) 1 (3.3)

SR 2 (6.7) 0

Lo 4 (13.3) 0

EERE/S 3 (10.0) 0

M - 6 (20.0) 1 (33)
e

st 5 (16.7) 0

iR 7 (23.3) 1 (33)

AP NS 2 (6.7) 0

FeEN 12 (40.0) 1 (3.3)
e

iR = 7 (23.3) 4 (13.3)

JH R 2 (6.7) 0
.
ALT 880 11 (36.7) 3 (10.0)
73T —BHm 5 (16.7) 1 (33)
AST #80n 11 (36.7) 2 (6.7)
y-GTP #4/0 5 (16.7) 3 (10.0)
U 23— HAm 12 (40.0) 7 (23.3)

AR E R 2 (6.7) 0

M7 vh YRR T 72 —EHAN 4 (13.3) 0
.

Eh Y D A E 2 (6.7) 0

E7 7 2 v iE 2 (6.7) 1 (33)

K7 U o AIfE 5 (16.7) 4 (13.3)

RARRER 8 (26.7) 1 (3.3)

B 5 (16.7)
e

R R 2 (6.7)

G 5 (16.7) 1 (33)

R AR FR 2 (6.7) 0
e N R 2 (6.7) 0

ju|
|

13



B K HE B (%)
HEARGE 30 {5
(MedDRA/JT ver.20.0) 4 Grade Grade 3 UL E
% ) EEIE 10 (33.3) 0
#9%5 18 (60.0) 2 (6.7)
BEK BRI B 4 (13.3) 1 (3.3)

7B, HIRFEEIF] (30.0%) | FFHEEEREE 1401 (46.7%) . FARIRHEREREZETH] (23.3%) |
R At R A (10.0%) . KB 2% - B O T3 41 (10.0%) | B O R34 (10.0%) |
TEAHEREREE2H (6.7%) . 5 & 9 K1 (3.3%)  BEAURRARIE/ X A4 X F—261 (6.7%)
T O ARMARERIE B 3.3%) RO LN, £7-, BHEEE, BIREERE, 11
PERIA. BER. BEIEMMMEIE. NS - §EMEJ%. infusionreaction, A2, Fhd. ot
/R PR B K OFTF R ITER 0 B e o 72, REWERREBR L, YiZFER O
HES MABREERELED) 25 0EHERE T,

@A F MR (CA209067757)

BEFERIIARA+A U L~ T7H31231361 (99.7%) . RFIFEE312/31361 (99.7%) . A
v Y L~ 7830831141 (99.0%) ([ZFRD LA, JEBRE L OREBERNEE T RWVEE
BRI+ A BV L~ TEE300/3130] (95.8%) ., AFI#E270/31341 (86.3%), A U A
~ 7 EE268/3114 (86.2%) IZFBD BTz, WO THRILENS% U EORIERILT
HOEEBY THoT,

F&6 WTNOORETHRBEEN 5%LL EORIEH

Pl (%)

=] YAS <
kel FATAEY ST FANE e L TR
" 313 f 313 4 311 f3il
(MedDRA/J ver.19.0) — - - -
4 Grade Grade 3 LA E 4 Grade Grade 3 UL | 4 Grade Grade 3 VA E
ERIEM 300 (95.8) 183 (58.5) 270 (86.3) 65 (20.8) 268 (86.2) 87 (28.0)
|
IR IR B RE TUHESE 34 (10.9) 3 (1.0) 15 (4.8) 0 3 (1.0) 0
FRIR R B RE AR T 51 (16.3) 1 (0.3) 32 (10.2) 0 14 (4.5) 0
E S 23 (7.3) 5 (1.6) 2 (0.6) 2 (0.6) 12 3.9 5 (1.6)
|
fiE s 28 (8.9) 1 (0.3) 18 (5.8) 0 28 (9.0) 2 (0.6)
NI D 40 (12.8) 26 (8.3) 7 (2.2) 3 (1.0) 35 (11.3) 24 (7.7)
S 12 (3.8) 0 19 (6.1) 0 17 (5.5) 0
T 142 (45.4) 30 (9.6) 67 (21.4) 9 (2.9) 105 (33.8) 18 (5.8)
ORI 19 (6.1) 0 13 (4.2) 0 7 (2.3) 0
HL 88 (28.1) 7 (2.2) 41 (13.1) 0 51 (16.4) 2 (0.6)
M - 50 (16.0) 8 (2.6) 22 (7.0) 1 (0.3) 24 (1.7) 1 (0.3)
0 )IE 31 (9.9) 1 (0.3) 25 (8.0) 1 (0.3) 17 (5.5) 2 (0.6)
EE 22 (7.0) 0 12 (3.8) 0 10 (3.2) 0
W 55 118 (37.7) 13 (4.2) 111 (35.5) 3 (1.0) 89 (28.6) 3 (1.0)
FeEN 60 (19.2) 2 (0.6) 21 (6.7) 0 21 (6.8) 1 (0.3
]
ALT #4n 59 (18.8) 27 (8.6) 12 (3.8) 3 (1.0) 12 3.9) 5 (1.6)
7 35— 23 (7.3) 9 (2.9) 17 (5.4) 5 (1.6) 15 (4.8) 4 (1.3)
AST #8/0 51 (16.3) 19 (6.1) 13 (4.2) 3 (1.0) 12 (3.9) 2 (0.6)
U S—BHEIn 43 (13.7) 34 (10.9) 24 (1.7) 12 (3.8) 18 (5.8) 12 (3.9)



Bl (%)

ZAEwl NG 5 = - . py
ﬁﬁg;é;‘j FHEI+A Y b B AR AU LT HE
(M;';DRA/J ver.19.0) 313 B 313 311 i
o 4 Grade Grade 3 ULk 4 Grade Grade 3 UL 4 Grade Grade 3 UL

(SERE 19 (6.1) 0 10 (3.2) 0 4 (13) T (03)

BERER 60 (19.2) 4 (13) 36 (11.5) 0 41 (13.2) 1 (0.3)

BAfR 42 (13.4) 1 (03) 29 (9.3) 1 (0.3) 21 (6.8) 0
ik 17 (5.4) 1 (0.3) 15 (4.8) 1 (0.3) 9 (2.9) 0

FEMED F 0 17 (5.4) 0 15 (4.8) 0 11 (3.5) 0
MR R 14 (45) 0 18 (5.8) 0 9 (2.9) 0
SHIR 34 (10.9) 2 (0.6) 24 (7.7) 0 25 (8.0) 1 (0.3)

MK 24 (7.7) 0 20 (6.4) 2 (0.6) 15 (4.8) 0
PR ) 36 (11.5) 3 (1.0) 20 (6.4) 1 (0.3) 12 (3.9) 0
fitilig ¢ 21 (6.7) 3 (1.0) 4 (13) 1 (0.3) 5 (1.6) 1 (0.3)
|
R RS 15 (4.8) 0 17 (5.4) 0 11 (3.5) 0
% 9 FEE 112 (35.8) 6 (1.9) 67 (21.4) 1 (0.3) 113 (36.3) 1 (0.3)
23 91 (29.1) 10 (3.2) 72 (23.0) 1 (0.3) 68 (21.9) 5 (1.6)
RN RN 38 (12.1) 6 (1.9) 14 (4.5) 2 (0.6) 38 (12.2) 1 (0.3)
= EPE R BE 27 (8.6) 0 28 (8.9) 1 (0.3) 16 (5.1) 0

B, RE+A Y LTI THIREES6H (27.5%) | AFHEEEREE 1024
(32.6%) . FIRIRHEREREERTHI (27.8%) . BEiMREFEE2161 (6.7%) . FEVEMERTER B25
Bl (8.0%) . KEEZ - EEDOTHI60HE (192%) . BEEOREEE26 (6.7%) . TE
(RHgRERE 2761 (8.6%) . FIEHEREREE 14651 (4.5%) . FER3HI (1.0%) . Adsc - BERE
P20 (0.6%) . infusion reaction 13ff (4.2%) . 5 & 9 ER3F] (1.0%) . 2361 (1.0%) |
PR RARIE/ X A3 F —5011 (16.0%) | FF 914451 (4.5%) K Ok 4 ZE42 2151 (0.6%)
WERO LAV, FTo, VEERE, EIEFHEGE, O K & OV /MR s 252
JRIXFE D DR o 7o, REIFIZ I W THiRREEF66H (21.1%) | ITHREREE 2441 (7.7%) |
FORIRBEREREE4761 (15.0%) | BHREREE3F (1.0%) . FEMHEMEESH (1.6%) |
KIS - EE O THI6M (5.1%) BB D R EREESH (2.6%) | T HARHEREREE 35 (1.0%) |
B REREREESH] (1.0%) . FELR3H] (1.0%) . infusion reaction 144 (4.5%) . 5 & 9
2201 (0.6%) | BERARRMARIE/ X A/ 3F—28%1 (8.9%) . K72 (0.6%) K OERARIL
REREIF (03%) PROONT-, Tio, 1BUBERE, EEMBEIE, M - BEEER,
DR 2% 9% B OV & PRI/ IR D PR SR BEIR IXRR 9 D e o 7o, AREIWEF R BLRILIE,
UHFEROMEFS (BABREMERTZET) 28 0EERETT,
RIGEIRAGE A M B EEEE 2 RICAA + A U A~ T EE 2R LB S
I #B3ABR (CA209004 3XER) D =7k — b 812\ T . (LFRIERIBEEE 28 ] L (LR
EEEIRIERIE 13 1 & O] T, BEMICHARLRZRITRD bhiehoiz,
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DEFEHLFRFEMFERBR (ONO-4538-21/CA2092387-57%)

AEFGUIARAIREA38/A45201 (96.9%) | A U L~ THE446/45301 (98.5%) 1B 6
. 1RBREE L ORRBRIGE TS WA EHERIIAKRAIRE385/45201 (852%) . A 'Y
L TEEA34/45345] (95.8%) IZERD HALTZ, WTN O CRILEN5%LL FORIVERIE
TROLEEY ThHoT,

£71 W Tho OB CRBRN5% U EORIER

THEH AFIBE AEYLRITE
Grade 4 Grade Grade 3 UL E 4 Grade Grade 3 UL E
BIEMEE FHEL O ORBIE | ORI ORIBE | B ORBE | BB ORHE
(MedDRA (= X % SOC-PT 4y4H) T (%) T (%) w8 (%) w8 (%)
XREH 452 452 453 453
LN 385 (852) 65 (144) | 434  (95.8) | 208  (459)
|
BA&R 57 (126) 1 ( 02 49 (10.8) 2 (04
7 A 35 (17 1 ( 02) 19 ( 42) 1 ( 02
e
T 110 (243) 7 (15| 208 (459)| 43 ( 9.5)
ML 68  (15.0) 1 ( 02 91 (20.1)
il-2r) 29 ( 64) 46 (10.2) 1 ( 02)
& - 12 (27 1 ( 02 4 ( 9.7) 2 (04
F PN Rz 24 (53) 14 (3.1
INES 9 (20 3 ( 0.7 45 ( 9.9) 34 (15
0 ) E 57 (12.6) 1 ( 02) 53 (11.7) 4 (09
it 156 (34.5) 2 (04| 149 (329 4 (09
FEEN 7 (15 54 (11.9) 2 ( 04)
U —PHa N 30 ( 6.6) 19 ( 42) 26 ( 5.7) 16  ( 3.5)
ALT #4/0 28 ( 62) 5 (LD 66 (14.6) 26 ( 57)
AST #4n 25 ( 55) 2 (04 60  (132) 19 ( 42
75— ( 55) 9 14 ( 3.1 5 (LD

FEARIGR

R NITR SN 22 24 (53) 50 (11.0)
ZHEEIE 105 (232) 152 (33.6)
95 90  (19.9) 5 ( LD 133 (294)

PR R 15 (33

FOPR IR R T 49 (10.8) 31 ( 6.8)
PR IR B e TUAEE 36 ( 8.0) 18 ( 4.0)
TR 7 (15 48 (10.6)

7RI, AFIFEIZIB W CHEEMEMZERE 11 61 (24%) | BEEEHRARIE/ X 435 —48 fi
(10.6%) . FFEERERESE 40 5 (8.8%) . RURMRFEREMRETE o1 1 (20.1%) . MHiRFEE 83
Bl (18.4%) . BHEREREE 6 il (1.3%) . RIEHEEREE 6 51 (1.3%) . TEEHKEEREE
8 {4 (1.8%) . infusion reactionll il (2.4%) . KEG&K - EE O TH 21 ] (4.6%) . =
EORERES B (1.1%) . 1 BRERF 161 (02%) . BER 3B (0.7%) . 5E 9K
2 5 (0.4%) . FF25 3 1 (0.7%) MBH BN, o, HEMEIE, LK., HK.



o PRI/ MR VESRBER . AN A - BRI, BRURMAR ZEARE J OB LPERRE 28 13580 B
nighrolo, KEWERERRWILZFLOBESRES BREEEREZ2E0) 280
EIHERETT,

1) Robert C.et al. : N.Engl.J Med., 372 : 320, 2015 (CA209066385%)
2) Weber J.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 R ER)



[HE - HE]

AENOFEFEYBREET AV EZFALIZV I 2 L—2 3 12X 0 £HI 3 mgkg T
240 mg % 2 AR TS L7ZBROARF O MEFIRENSBRT Sz, ZomE. FH
240 mg Z I E L-ROREEIL. AH| 3 mgkg 25 L-BOBREE - HE L CEHE
T EFRHENZ OO, BANBEICBW TERENHER I TV AE-HE 0
mg/kg % 2 AR C&E) THRBILZEL L-BEOBRER & ik U CREE RT & T3l
Shiz (FR), Mx T, EROFEEIZIIT 27 —FI1HESE | KA 3 mg/kg XL 240 mg
% 2 MR TR E LIZBEORFORE & &AM IR 2 & OBE 2 i 5%
BRISET APMER S, YZBEEICOWTRMBM TN ER, Lo Ak - AED
B CTHEDMER O 2 CHE R ZRIT RV E PRS-, £7-, BERGEEE BT
DT —HIZHESE | AH 1 mgkg XL 80mg & A Y A~T 3mgkg & 3 HEFMME T
B LEBRORANORTGEE L ZEeM L OBEZ MET 2BESISE T LV OMEE S, Y
BlEIZ W TR TR, LMk - HEOM TR aMICHfE R ZRIT e
LRI,

£ 8 AFDOEMBE T A —F

PR - R Cmx Crinds Cavads Conrcss Coines Cavess
(ng/ml.) (ng/mL) (ng/ml.) (ug/mL) (ug/mL) (ng/mL)
3 mefke Q2W (35-5; .760‘8) <10‘17?'264.5) (17.214,"333‘9) (75}){3171) (27.612,':07) (42717,'?27)
HOme QW | (51 -7‘2’.?03) <15‘22?'354.6) (25.314,‘;7‘8) (10;,5354) (41 ?57,.?58) (62‘11(,)? 87)
10 mglke QW (14;,9519) (51,62} ‘;9.2) (79,90(?‘?14) (33?,9232) (1811;3) (23?,7286)

FORAE (5%45, 95%53) . Q2W @ 2R, Crmax @ FIEIR G4 O @ MG FIREE . Crinaia : PIEH G- 14
HE Iz Z)l%ﬁiﬁl?%q:‘{%gx Cavgdl4 . *ﬂ@&"??&]‘”ﬂ H i(qut/}ij%sq]{%gx Cmax,ss : E#ﬁﬁﬁbzﬁ
F 2@ MLE PIREE . Coinss ¢ EFIRIBIC I T 2 BARILIE TIREE . Cavess © EFRIEICI1T 2 FHMIF
b33



4. FEFRIZHOUVWT

VB EIERARE 7o B R A B E (A - 2 5810, AGRAME & LR R A (4201
) DT BN TWD Z &b, Y2 M FE M CE DME THLIVERH D, £
O BT, EHG Y 27 FEEHE (RMP) (25D & | ARAIOBERE S Z MRS BN ~D ) (K
723 & D hiax Td - T, RA OG- D) 72 B 22 - FriE L, AA oG XY HEEkR
RWER 2 3Bl LI BRICKHE T2 Z & BB 272, LLFOO~@ DT a7 3 ik Z
BWTHEHTLXETHL,

D HEFRIZ2OWT

@1 FEED (1) ~ (5) OWVWTNNICEYT IR THDHZ &,

() BFEAEFEKRENTEET 508 V2B EEILRIRETE BB RS V2 FE LS IR P
Hittel ) A2 B ML SR RT . iU AURSIEIRRE R &) (CERK 30 4F 4 A 1 ARFAR 1 437
T 5%

(2) ¥rEREEERRE CERL294E 6 H 1 HERG © 85 gk

(3) #MENFRFNFENEE T D0 AR REEERRT (D ARSIEEIERE R, 25 A2 RERE
Wb, DY ARSI EEEHERE R e &)

4) I RALFFRIEEZRE L, AR ERIENE | ISR LZRIE NG 2 o jifi 5% 1

Mé@ﬁ%ﬁofwémm($mmﬁﬂﬂlﬁﬁ£-%mm~

(5) PUEMEREGAIL T ERINE O EEIIR D BHEZIT > TV ohEEx (CERk 28 4F 7

H 1 HEEA : 1290 fifizk

O-2 FEHEBEMEOCFRER ORIVERFEBLRE O SIS0 70 Fmk & 125k 2 B EERD
(FTROWTINIEZE T DER) 23, BEZ2ERORFICET 2BEOEEE L LT

BlE SN TSI &,

*

o [ERNGFFRERL 2 FOWHMHEZ KT L7212 5 FELLEO N VIGIROERRHE %
ToTWAHZ &, 96, 28 EIF, BAEYEELZFE L U-ERRESFEOME S
T TWBHZ &,

o [EETRFFEER 2 FOMEIPHE ALK T Lic&IZ 5 LU Lo R EEMEER 2R O
RIEFRAZH L TWDH Z &,

@ BHNOERLFEHREHROMEHIZONT

EELIERERIEETOIHEEENRE S L, REAENLOFREQ, AN - &
EMEERZAFROEHEL VEME IS T L BEHRIEML FFERVEELLEEORE
FH. FRESHITTON D EFINE > TS Z &,




@ EBHEHORRIZDWT
®-1 BIVEFARBLEE ORI AEIZ B 5 B

MEMERE RSO EEZRBIERANRA LIZBRIC, 24 BERBZEERH O T, YiZiisk X
VBRI 23\ T BB L -BIERICIS U TABREE K O CT ZE OEIWER OERINIZ
ERBREOKENY B RICE G, BEHICKISFREREHNE S TND Z &,

@2 ERWEEIC I 5HFEFESIINICET 2 E NG

WAIRIZED 5@ M CKEE A T 2ERIEEEVNERERE=2 1 7
EGOIERDOAY ) ==V T 2TOERE LIFREZILE TE 5 F — AEREHINE
HINTVWDZ &, Rk, BHEHIZHOWT, BDAUEE L EZOFREICHZIZEAMS LT
WoHZ ek,

©-3 BIfEH ORKr-OoXISIZBE LT
BITEM (FEMERREICMA, BEMFHEE, LA, ik, BHRUHRARLE, KIHK.

HEOTM, | BBERp, ITHERERE. RS, miEaEsE, BEE (Bre -
RAEREMEE R Z G L) | BIBREE, MK, EEOREREE, FikmieZERE, infusion
reaction, SefE LI/ MRBA ESRBER (ITP) | 18 O %fE S, IR R, OlEfEE (o
By - IRIR - DEMEIAMNHES) . WIMAEEmMSE) 125 LT, Lk XITrBEER
B OBEMMEZ A 5 ER &EEE L BHEAORKE-CISICE L TRREROEZ XS
DL H LD Z L), BEHITEYIRLEN TE DEHNE->TWD 2 L,

20



5. REXBRLRDBE

(Z &M+ 2 FEH]

O TRICZYTIEFIZOWVWTUIRFORENEZ L INTNDLZ b, 52T
bipnz b
o FAEIORS IR LIEBUE DBEERED & 2 BF

@ RFERTOFMEICIH VT TRICEE T 2 BE IOV TEL, ARIORSIFHES LRy

D, AMOTEFRETUR D R WIGREICRY | BEICAHZERN T2 2L 2BETE D,

o HEMEMEREOEGH I EO® 5 EE

o JaEEGHRE CRER 2RO 5 BE K OTEBME O KU Bl 5 G it 5
FE ORI RIETEZALN A B D BE

s HORERERBOEH, UTBMERZE L IIEHRMED B R R EOBERED
b Do BE

o JEssBEE (EhEMRBEELZT) OboEE

e ECOG Performance Status 3-4 @V &

(BB 2 1E]
O TROBEIZBWTAROFEDIENRINTND,
o ALFERERIGE L OBHEE ORIGUIRR A e 72 I/ IVEI I3 BR O B EAE
B
o SEEUIRE Db/ #/IVE V52 oo B Bl B (235 1) 2 i B ik
723, BRAFBIGFERZ AT 58BEIZE\V T, BRAFFARERIC L 2B L EE
HZE,
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Score E %

0 | <M TEBTE D, Fml &l U HHEAEESHRZ ATZ D,

PIREIZIE LUWDIEENIHIR S 102 28, BTHRE T, BAFEM > TOEEIIITO 2N TE D,

Ul g oo, s

BATARECTH O OEIY O Z 13T R CHEEENEEIXTE 2V, BHRO 50%LL BT~y N4k T

2 | L
i Ry S

3 RONZZADOHDEY DL LinTERY, AFD 50%AEZ A~y R+ Tl 29,

4 ELET RV, BAOFOEY O Z LI TERV, BRIy KRR+l

(2 AJCC (American Joint Committee on Cancer) JHEHIZME (857 B 12355 < 27
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@ EKH+A U L~ THEREIICFFIERBEORIGUIR A B R AEEE 2 5
& LAV B IRRER (CA209067: 5 1B\ T, ML S/ E) A~vT &S
Wt L CAEMEDRBIES N TV D, 7272 L, KREI+A BV A~ TG & ARE| EHm
52l U RRA e BEHC BV TR, PD-LIRBRAICEI VA B Y A~wT D L5
ERDERDEMDTRESINDBRA/ELNTND (p2R) . £, Rib
UIBR A Re e B B EEREEIZB VT, AFlE A B Y AT L OGO RE %)
Wrd 254, PD-LIFHF+ MRS HZ ENEE LV, PD-LIEHEN1%LETH
D2 EMHERR S NICEE TRV TR, JRAL ARIEME S A EET 2, s, Big
UIBR R e M R R 2 xR & U7-ysh e 1 FEEER (CA2090043888) D =27k —
F8IZIR W T, (L RIERIGEEE S (P RERRERE L O TEAI+ A ) A
~ TG OHIEICHAMREZERITEED TV,

Sk AFIOBME L L, IKFE4 : PD-L1THC 28-8 pharmDx [# =] DNAEGREN TV D,

22



6. BEIBELTHETREEH

O W XEZE M, BUEIRFEER DR 5 BB 25D X ARA O Fei% K& O IE
RO DI LERERE B L T BHERAT DL Z &,

@ REBMAICENT D, BEIZOFRICEDER OfEEE +oBiA L. AEE2 S
ThoR5T5HZ L,

@ RIFUIRAREREEREAERAZFICBWVT, KBl A B Y A~T L OFRKES ORT
R DA, PD-LI BRE LR T2 Z &N E LV, PD-L1 FEER)FER
TEXRWIBEITIE, AR A VY A~ T & OBEAOBEES 28Ik L7- LT b
THZ L,

@ FERBEAO~HT AL MIONT

MEMEMEERNH DN D Z ENBH DT, AR OEEI\ZHT- > TL, BRKIE
B (PRI REE, ik, FEEVGE) OMERK O X RO EmE, BiEL+52
ZATO T &, Flo, LEIDEUTHEE CT, MiF~—V—%DOMELERT D
e,

RENOBe 5 IXEE O infusion reaction (Zff 2 CERARFIZ 72 XS0 Tx AU
HxEAT -7 E TR 2 Z &, £7-.2 B B LI O ARFIFE 5-HF 2 infusion reaction
NHHOLNDZ L bHDDT, KEIREG R OEFIEGHET#IT A Z A
CERBET 5%, BEOREBE+SICBIET S 2 L, B, infusion reaction &
FEL-HE I3, 2 TOMEBEROERPTERICEET 5 F CEE 208l
T5HZ L,

FURIRSREREE N B DD Z & 03d 5 DT, RKAIOF 5B tawT & O 5-#fH
HILE R BRI sERR A (TSH. 078 T3, 0E8E T4 S ORIE) #FET 5
N

AR OETEIZ LY BWEOHRIEISITER T 5 & B X DDk % IRREHRRE
DHLLNDZENDD, BENPRBOOLNTZHEITIE, BELEZELRIISUE
BFRY 70 15k & 1R BR & Fe O [EA &l U CE IR R 21TV B O %E
FOSIZ X DRWERAD DO D HEITIE, AFIORIE I I, ROEIE RE R
NERIOBRGERZBRET DL, B, BIBRKERLVESOREIZLYEIE
RAOUENRD LR WEGE I, BIE BB R /LE LIS o Sz i #0080
LEETDOZ L,

BHET%, BoER» O8I ARRE LT LENERANEBR T L Z R H D720,
AHNOBEETZIZGRWERORBUIH2ITEETH T &,

1 BUBERIA (BIE | BUBERR A &) bbb, FERBEES F 7 F—3 R
WCEDZENRDHLHDOT, AYE, Eo, EEFEOFEROFHLC M E O EF I+
SEETLHZ L, 1 BERFEN RO EICEESEFIEL, AR Y
H O 5EOBYIEEITH Z &,
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® RipUIRARE L EERABEE ICHER T 2RITIL. RROBRKRBRIZBW T, &5
BAGEND 3 I ALUN, AL LRI, 5G| FERIL 6 I & IZHEMEDFE
iz T > TV Z L 2BEIL, FARGEPIXEHICHROBERELITH Z &,

© SEEUIREOEEBABEERE ~OWEMEPERE L L TERT 2RI RH ORER
AHERIZHBNT, 2B L ICHEIMEOFE 21T > T\ e Z L2 5BIT, KFIKREGHIL
EHHNZNROMERZATH Z L, 2, iTamBrRIES L CTHERT 258121 &
BHoOBSHIIX 2 VAL TETDHZ &,
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1. iXtHic

EE L OB - ZRVEOHER DT OIIT, B XESICESW B ERFER RS
BND, BT, TWEOREHFMOESIC LY, FUREIR 72 & OFEHRI 2 Frif e
FEERLNPARINLGF T, 20O OERMZHICNER B ICRMET 5 2 L RO
ML o TR Y RBEMBCGEE L EOEA S 2016 (AL 28 456 A 2 HEERE)
IZBWTYH, EHMEEMEOHEAOFELHEEZXL Z L STV 5,

e E R L, EEERRL ST 0 7 7 A ANBEFEOER G LB )R
RHZENDD, ZOH, AHERORZEMEICET HIERNS+0ERET D E TORM.
UHEELOBELEIZT D ENFRINDEFICH LU THERT L & &b, BIE
RN LT BBICHE R e E & D 2 & NAREZ R —E OB % i 7=+ EE A RS < A
THZENEETHD,

L7l o T, RITA RT4 T, BARBEESSINE TITELN TV A EFIRFR -
Bl RHICESE | UTOEERGLORE FERZHEET 2880 b 0NERE N EX
FROEEFREERT,

I RITA KT A 0%, MSIATEGE NEE G EREEISRR SRS, AtMEANEAR
ERARIEE s, —BAEEEAN B RBARANRIES, —BEFEAN B ARE SEGER S RO
NEEEFENBROBEARE2OmM IO b B LT,

WL IR HERS AT R ETEEE 20 mg, A7 YU — R ATHEEE 100 mg (—i%
% =R~ T (B Z))

REERDHENIDE - FR =R E &G 9 5 ESERE

HELRAMERONE @E. AT =RL~7 GEEFHEIEZ) & LT, 1[E240mg
% 2 AR CARmEHET D,

o3& IR 5E ¥ F R TEESHT




2. AR ORE. 1ERF

F 7Y — R R ERE 20 mg X OEAFEFE 100 mg (—ik4 - =R~ 7 (BTl
#az). DUT. TARHFD) &, DABES TERKStHE A Ly 7 X4 (BT U X M-
<A Y¥—X X7 A7 (BMS) ) 2BA% L7=t | PD-1 (Programmed cell death-1) {Z%}
T5E MlIgG4 €/ 7 u—FVHURTH D,

PD-1 1%, &M AL L2V 738k (THER, BAIRE YT F 27 0% 7 —THik) KUE
BERMIARIZRELT 5 CD28 7 7 X U — (T MR OIEMHEAL 2 /BRI IE & AlZHIET 2 2
THE) BT 2ZEKRTH D, PD-1 IIHURRMAIZHEE T 5 PD-1 U > N (PD-LI
KOVPD-L2) EfEA L. U SERICIEIES 7T AzZE L C U 2 7 SBROJEMALIRRE &
AICHRET L CW5, PD-1 U Wy NIRRT MRLSNZ & Ofk % 22 [EEEA I F R
LTk, BEHBREAREEE)OUBR L IESEHEMKICIIT S PD-L1 OFRBL L IFEOEF
R & ORICADOHEBERRGRRH 5 Z & N#HE I TW5 (Cancer 2010; 116: 1757-66)
F o EBEREERE TN THIRNSEET DA v ¥ —7 = 5 < (IFN-y)
IZX > T PD-LI ORBEAFBEIN., I8 L EEHARRICI TS PD-L1 OFH LiffE o
AT & ORIZIEOMBEREGRN H 2 & OE S & 2 (Sci Transl Med 2012; 28: 127-37)
X 5|2, PD-L1 #5853 X728 VM. PURRREEY CDS BEtE T Miflg OffifalsE
EMEZ S S8 5723, H1 PD-L1 Hi{&T PD-1 & PD-L1 & OfEEAAET 2 &2 Ofia
EEEENEIET L2 2 ENREINTND, O Z &5 PD-1/PD-1 U 7y RERRIZ, 73
AR TURRR R 72 T MR O OB EZERHET 2FO—> L L TEX LT
Do
AAFNZ, FEBRRER OFE F 0~ 5 PD-1 Offifasigisk (PD-1 U 7> N5 &) IC/REE L.
PD-1 & PD-1 U W REDFEEEET L Z L2k, DAFTUREREANZ T MlROIE
PEAL R O AURBREIZ ot~ 2 A BT ME 2 iR 35 2 & ORI 2 TER I R A R~
ZEDNHERINTWD,

ZAND DR G | ARFNTEMERES T 287 eIV ED L O L HIFFS i,
SHSHEE R x5 & LT BRIRAREBR 4 0 L, A2, B EMER OB A R ST,

AENOVERBEFF I EES BEORZEFISIZ X 2BWERE R & bbb, EEXIIFLTIZ
EDLAREMEDN DD, AANOBRGHROFTEERICIT, BEOBEL DTV, REDR
D LI EITIE, R U TFRITIE U R 2 Gk & 2B 2 FF O ERT &8 L Ci
BB 2 ATV IBE ORERISIZ X DEIER DL 25681218, BIRRE RV
FURORGEDOREEILE 2T O LBERH D,



3. FERERAGE
B3R LEREER 2 F 9 5 BESASNE O AR IR 21T - 72 £ ERRRER O piiiE 2
=~

(B3]
BRI E S MAEEAER (ONO-4538-11/CA209141385R)

75 FFUH B &L BERIE R T %0 D6 A UINICR BT UIBFRENZED Hh
7o ARG B RO BFPERIE OIS & 7 B AW/ IV O BESESE R - B R 2 g 36141 (B
RNBE2IH % ETe, AFIEE24006], REBEE1216]) Z2%RI1C, RBRIEYERMER L
wBE (A MMLFXFH—F FEZIFEALUIEBEYFO<T) 23R E L TERAIB mgkg%
ARG CRBEE L L S0 IMEROEEELBFT Lz, FZEFMER Th oL
AR (LT, ToS) )  (FRfE [95%EHHEXE] ) O HRMENTRERIL, REIFETT7.49

[5.49~9.10] H A . RTEBEETS5.06 [4.04~6.05] I H TH Y, KRENIIEERTE Y ERTAHN =
RUTIERICHR LRI FEMICE B RIEE # /R Lz (0N — KE0.70 [97.73%(5#E X4 :
0.51~0.96] . p=0.0101 [fEHlog-rankiEE] ) ,
*1 ARG B AT DL O R % B 1,
% R L SR FEREAIE, AlE, - TR ORI,
10m

Y - AF|E
0.9{ ™,
% -&- B8R
0.8 s
iy
0.7 by
£ o6
; .
£ 05 b \-\l
0.4 .;'LA Y
0.3 "“—LsMA.’ H—I—“—I—Q—.H
0.2 '",_,_
0.11 ;l----t--t
0.0 R S ——
0 3 6 9 12 15 18
at risk#& £FHM (A)
AHIBE 240 167 109 52 24 7
HEEB®E 121 87 42 17 5

X1 OS ® Kaplan-Meier HifR



(PD-LIZFEBLIR LB OB K OV )

ERSIEFEFEMFEEER (ONO-4538-11/CA209141388R) ISEAANONT-BED I L,
FESS AR AR I C 35V CPD-L1 & 3851 LU 7= FEB M G oo 5814 (LT, [PD-L1ZELE]) (2
B 2ERNE LN OBREF DT — X ZHES & PD-LIRRRHNIRRAN RN &
T BAIMER O ZEHEDERIZLUT O E LY ThoTo,

BHMEIZE LT, PD-LIZEHEN1%REOBRSICHBEE L ZERBEOKETH- 7= (T
X)) .
728, PD-LIOFRBRKIZL 5T, REOLZEMET o7 7 A ) VERETH - 7=,

100 . 100 T
—Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
ol X Investigator Choice e e Investigator Choice
80 g
g g
& &
W 60 W 60 o
S k]
oy =
& 4 5 i
I+ e 40
#H H
“ 20 “ 20
0 T T T T T T T T T T T T d 0 T T T T T T T T T T T T )
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
SEFWMA) SEFBM(A)
atrisk at risk
Nivolumab 3 mgkg 96 74 39 42 30 25 22 19 16 11 8 N 1 0 Nivolumab 3 mg/kg 76 54 39 3229 20 19 17 15 I 5 4 3 0
Investigator Choice 63 45 24 14 10 6 4 3 2 2 0 0 0 0 Investigator Choice 40 30 19 14 10 7 5 4 4 1 0 0 0 0
Nivolumab 3mg/kg (events:81/96), median and 95% CT: 8.1 (6.7.9.5) A Nivolumab 3mg/kg (events:67/76), median and 95% CI: 6.5 (4.4,11.7)
"""" Oreeee Tnvestigator's Choice (events:60/63), median and 95% CT: 4.7 (3.8,6.2) w0 Tnyestigator's Choice (events:39/40), median and 95% CT: 5.5 (3.7.8.5)
Nivo vs INV Choice - hazard ratio (95% CI): 0.55 (0.39.0.78) Nivo vs INV Choice - hazard ratio (95% C1): 0.73 (0.49.1.09)

ONO-4538-11/CA209141FRBR OPD-LIFE BRRB|TOOSO PR %2467 + 0 —7 v 75— & OKaplan-
Meier i ##
(K : PD-L1Z1%DBEEE. AKX : PD-L1<1%DBEEFEM)



[Zat]

ERE L FEFE M ERER (ONO-4538-11/CA2091413E8)

BEESIIARFIFE229/236% (97.0%) M OSTRREE109/1114] (98.2%) ([ZFEH B, 18

B L ORI BERNEE CTE R WA ERERIIAFIEE139/236f (58.9%) . HAEE86/111
il (77.5%) (23D BT, FEERENS% L EORWERIZTREO LBV THoT-,
FBENSY% A L ORIWER (22T xt B4 )

HE AFE xf FREE
Grade 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
RIVERTEE FEL ORI | REL ORISR | RBH O ORBE | BB ORBSR | BRH O ORBE | RE ORHR
(MedDRA |Z X % SOC-PT 43%8) (%) T (%) B (%) B (%) B (%) T (%)
R GFE 236 236 236 111 111 111
SN 139  (58.9) 31 (13.1) 1 ( 04) 86  (77.5) 39 (35.1) 1 ( 09
2 12 (5D 3 ( 13) 18 (16.2) 5 ( 45)
1 BRI E 9 (81 8 (72
T 16 ( 6.8) 15 (13.5) 2 (1.8
i 20 ( 85) 23 (20.7) 1 ( 09
A% 5 (21 1 ( 04) 100 ( 9.0) 3 (27
L 8 ( 34 8 (72
0TI E 10 ( 42 1 ( 04) 16 (144) 2 (19
% 33 (14.0) 5 (20 19  (17.1) 3 (27
FEEE D I NE 3 ( 1.3) 14 (12.6) ( 1.8

(RED
FEERIBLR

KM= 2 —m 8 F—

JEAE 14 (126)
i 1 10 (90
ZHFESE

15 5 ( 45)

BERT7 DA SN-BEHERL X, CTCAE v4.0 2 W TEEM L. MedDRA ver 18.1] Z W TH AR Z -,

7o, FMVEMERZER 7 61 (3.0%) | FEREFHRAEIE/ X A F—5 il (2.1%) . FFi¥se
B S Bl (2.1%) . FRIRBERERESE 17 ] (7.2%) . MFRMESE 761 (3.0%) . BEHEEERE
E 16 (04%) . BIBFEE 161 (04%) . TEMAKREREE 2 6] (0.8%) . HARMEZER
JE 1 6] (0.4%) K O infusionreaction3 5l (1.3%) MFEH LV, Fiz, BEIEALEIE.,
O, g, RIBK - EEOTRH, 1 BHERMA, e/ MO EEREER. TR,
Mo - BERREZG, BEEOREESE, 58 9HERKOEEOREREEIIRD o7z,
AEIWEABBRIMUILZEFROBEFESR MAREERE 220 2 80EHERE T
SR



(At - HE]
KFNOFERAEYBREET LV ZRM L7V I 2 b—2a 280, KH 3 mgkg (E
H) XX 240 mg & 2 HEMRCHR G LI BoORF O MEFRENSBRETT SN, Ok
B, KKI240 mg #BE LT-BEROBREEIL, A 3 mgkg 25 LIZBEOBRER & L
LTEEZTRT ETFRISNZHDOD, BRANBFICEWTEAREL R I N TWD A
% HE (10mgkg % 2 BEMECRYE) TAREIZHRE LIZBOBREE & HHE L CRE
T ETHIESNTE (FR), MA T EROBEEIZKIT 527 —ZIZESE | KA 3 mg/kg
(fAE) X240 mg % 2 BRI TR E L7-BORBOBRE & & FohETZ et &
OB E A RETT 2BRBERIST T VBEE S, YL E IO W TREIDIThI R,
ERRORE - HEOR THIMER OZ2MEICHE/RZR TV E RIS,
#£2 AROEMBRE T A—F

)Eﬁfﬁ . ﬁqﬂ Cmax Cmindl4 Cavgdl4 Cmax,ss Cmin,ss Cavg,ss
= (pg/mL) (ng/mL) (pg/mL) (ng/mL) (pg/mL) (ng/mL)
3 mafke Q2W 51.6 16.6 243 113 62.1 77.6
- meke (352,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 34.1 159 87.8 109
240mg Q2W 15y 1 103) | (15.2.34.6) | (25.1.47.8) | (102.254) | (415.158) | (62.1,187)
191 613 90.8 398 217 278
10me/kg Q2W | (147 219) | (512.792) | (79.0.114) | (331.532) | (184.313) | (237.386)

FORAE (5%45, 95%53) . Q2W = 2R, Crmax : FIEIR G4 DR @ MG FIREE . Crinaia : PIEE G114
HEBIZBIT ?éﬁﬁml‘?%;q](%fﬁ\ Cavgdl4 . %)JIE&%‘?&]"-H H ifﬂjqzigml?%;q](’%rg\ Crnax,ss iﬁ%%b‘:ﬁ
T 2B ILE PIREE . Coinss ¢ EFIRIBICI T D RARMILIETIRE . Cavess © EFRIEICI1T 2 FHMIF
b33



4. HEFRIZHOWT
AGREM L L CHERABERE (2FFFE) PO TndZ b, YT 2@
WCEETEXDIER THILEND D, ZD LT, KFOBEN @Y BEE2W - 5
/EL\ AHNOFE G L EELRBWERZRBA LIRS T 2 Z LNV ER-oH, LITF
OO~ T XTEFMI-ITHEICE W THERTLIXETHD,

O HERIZOWT

O-1 T2 (1) ~ (5) ODWTNMNITEE T HMRTHLZ &,

() EAFEBKRENEET D0 AREESEIL SRS ERE R ASRILEIRRBE, H
WS AR EERL AR, s AU RIEIRRE e &) (CERC 30 4 4 A 1 HIRFA : 437

MiE%)

(2) HERRERRE CERL 294 6 A 1 B A @ 85 fligk

3) %Biﬁﬁkﬁn%uibiﬁff—a“é75%?&%@#%& (N AIREIETEERBE, 2 AR
W IERBE. S AR RIS HEE R R &)

4) &F;léﬂz‘:*iﬁﬁzt@fzp B L. AR b REiEE 1 USSR IE N 2 OfE sk B vE
IR DR AT > TV DHRx CERC28 427 A 1 HIRFAL @ 2540 fiifx

(3) PUEMEREGAIL G ERINE O EEIIR D BH AT > TV o lEax (EARk 28 4F 7
A 1 HREA ;1290 fEgx

DO-2  FESEENE DAL FEE K OBIVE R FEBLRE O RS 440 72 Fnask & 125k % B D =Rl
VI RERT (FTEOWT Y T 2 ERSUIERIERD) 23, YEZ2ER oA
THBRBEOEEE L L TEHESNLTWS Z &,

=

o [ERMGIFEEE 2 FOUETHE LT L2112 5 UL EON ATREDERIHE &
THoTWDHZ e, 96, 28U BT, BAEYEELY T & LI-BRERZOWE %
ToTWBZ &,

o [EfiGFFEGEE 2 FEOVHIFHE 2K T L-1%I12 4 F£LL B H SMAERfEE O G K
Eﬂ%%ﬁo TEY, 95, 2FLEIE, DAREYEEL G OEESET EEESEZIE O
RUHEZIT>CW\WDH T &,

. l:EFﬁﬁ‘EanX LR E R R FF IS S OWIEAHE 24 T L%z, 5 L o OEsAF
DEFRMHE T TRV, 25, 2FELEF, BAEYEEZETOENAROR A
TREOBRIHEEZIT> TS Z &,
2B, AANC X DIERICB W CQIEERAS 02 ENEBRA2ET 5720, BEOIRE
2% 7= ZHBHERNE EOROWT NIRRT S 27T ER (BESEEE O L
ER ORIVER R EREEOSHSC+0 72 55k & R A RO BERR) & OBREn#EEED ¢ &

ZRIET D Z &,




@ BENOEEKMLEREEDOEKHIZONT

ERLEREBICHEE T 2 EENEE S, 8RO OFRED, A9 - &7
EMERENFEROBTER CEMUIHEFERMS T 2 EF R AEERNBEL
T-BE OBEER ., SRECHITONAEEINE > TND = &y,

@ BHWER~DRIRIZDNT
@-1 fagk iz BE 4 5 B

MEM R ARSEOEEZRBIEANZ A LIZBIC, 24 BRERZERHI O T, YiZhisk X
VEERERX 2\ CL B LEIWERICIS U CARBREE L O CT ZOFEIEA ORI &
BRMREORBRENY BHICEDIL, BEHICKHSFRER KR NESTNDHZ &,

@-2 EERMEFEICL5AFFLRIMCICET 2Bt

DRI D DEMM LR AR L OB A2 AT 2 EREEEVEIERE=2 1 7
EEOERDOAY V== T ERITWERE L FERELILH TE 2 F — LAEREKHINE
fESNTVWDZ &, ok, BlIEEGFNZOWT, DABRE EZOFKRICHDIZEMm ST
W5HZ &,

©-3 BIfER ORKr-OoXISIZBE LT
BITER (RYEMERIREIIN A, BAEMEE, LR, FH, BHRUHRARE, KIBK.

HEOTH, 1| BBERIE, IFikaERaE . FUIRIRREERRE, hiklEEs, BEE Bre -
RAIEFEEE Xz a1 BIBEE, Mk, BEEORERSE, HIRMAZZERIE, infusion
reaction, SefE ML/ MBI ESRBER (ITP) | 18 B O %fE RS, IR R, OlEfEE (o
By - IRIR - DEMEIIAMNHES) . WIMEEmS) (25 LT, Lk XITTBEER
PEBE OB 2 A9 2 AT & EEE L (RITEH OB ISICE L THRE R OSHR 2% 17
DNLRMICH D Z &), BEHICHEYRLEN TE DEHNE-TNWD 2 L,



5. BEXB LR BE
(ZaetEICB+ 5 FH]
O TRICEYT2EFICOVTEARFIOFEENEZR L IR TNDLZ b, HE52(T
bz &,
o ARHIORITHR VIBEUE OBEERE D H 5 BFE

@ ERATOFHMIZHE W T TRRICIZY T 2BEF IOV TL, AFIOFEEITHEE I L 0»

D, A OTRFRIIE A 2 WIHEICRY | EEICAFZEHT L2 2BETE D,

o MEMMEROEMHUIBEEOH 5 EBE

o fENE G MRE CRIER 27 D BE K OTEENE 0O KU B IR 2 <0 Gs 4 it ¢
FEOMIZIIENEE N A O D BE

o HOREEEROAED, XITEENLE L ITHERED B CaEERBOBERED
b5 BE

o [EEEBHE (EhEMaBEELE) Ob o B

e ECOG Performance Status 3-4 """V D 3

[(FEIZBEd 5 HIE]
© 7FI7F TR ZETLERIEREDOH 5 BE BV TAROFEN RSN TN D,

@ TRICEZY T 2 BEIHT 2 ARFN OB E K OE A B0 TR RFIOBFZEN
SN TELT, KEOEGEG LB,
o TIFFEHFEETALFERIEIC L DIEEREO I WEE
o iR MHBIRIE
o MMOPIEMERA LA L TS SN DEE

@ AANIEPRILR B MARRERIZ W T, BERERICI W THRHRREEIZ T L CTHOMED R
AES TV DAY, PD-L1 BRI LV GFRMEDMHEM N R D Z L DNRE I DGR
DELNTWND Z b, PD-LI FELE* iR Lo B TRA OGRS O %
THZENEELY, PD-L1 BEHEN 1%RETHD Z ENERSNZEEICTE D
T, RAILSOEFEERE L ZET 5,

kAFIOBMEE L U<, IKFE4 : PD-L1THC 28-8 pharmDx [# =] JAEGREN TV D,

WED ECOG @ Performance Status (PS)

Score TEF%

0 | e<MEREH T 5, AL [E U R &EARNHRZR ATZ D,

PRBICH LUEBNIHIR S o203, BATAIRE T, BB > TOMEEITIT O LN TE D,

Ul o o, simres

BATRIRECH D OFE ORI O Z 13T R CREEEDEEILTE 2, BH O 50%LL BT~y N cild 2

S

3 [RoNTZEHYOHEOEY O L LTER, BERO 50%LL EE Xy KR il 24,

BT RV, BAOFOEY O LT TERV, BRIy KRR+ TR,
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6. BEIZEEL CTHETREFH

O WACEZIOMZ, BUEIRGEER DR 5 BB 2D X ARA| O Fpi%E K& O IE
RO DI LB R EREZ oL CThOERTLZ L,

@ JBRERIBICEL D, BEUIE OFERICEIER OfERMEZ 4R L, RE 425
Tho&EETDHZ L,

@ PD-L1 3 LR L7z ECARBIOBE GRS 2l 2 2 E AL E L, PD-LI
BRI FER TE WAL, BB OMEH OmES 2@ Lz Ecfb4 5
Z &,

@ FERBIWEHO~RT AL MMZONT

MVEMEREEND bbb 2 ENH DD T, BRANDOEEIZHT- > Tk, BEEE
M (PRI REE, mk, FEEE) OERKORE X gtk oEm%E, BIEx+50
AT D 2 &, o BEIEUTEE CT, MG~ —V—F0OmEL2 EMT D
&,

REFNOBe 5 IXEE O infusion reaction (Zf x CERAIFIZ 72 XS0 T AU
Hx21T > 72 LTI 5 2 &, £72.2 [B] B LI O ARFI# 572 infusion reaction
NHHLOLNDZ L LB DDT, KA R ORFERGETZIT A Z P A
VEBET D%, BEOWREEZHSICEET HZ L, 7ok, infusionreaction %
FEHLLIZGE L, 2 TOMBER ERPTERICEET 5 TREL +HB8IE
T5HZ &,

FIRIREEREE N S Lo d Z L3 5 O T, AKFIOF 5Bt ET & O 5-HifH
IEMRIC FUR IR EERR A (TSH. 08 T3, 0ERE T4 FORIE) 2FEMT 5
ek,

AENOFEGIZ LY | BEORERICTER T 5 &B 2 B DRk~ REERIE
NhHLONDZ Enbdbd, BRENEOLNEHEIE, BELLEERIZS UL
B 70 15k & iR BR & e DA &l U CE U R @RI M 21TV R O %E
FOSIZ X2 RIWERN S ON 2561213 RFIORESUIH I, K ORI KE R
WEVEIOBRGEZZET L2 L, ok, BIBEREFRLVEOHRGIZEENE
R OUBEENFRD LIV WIEEIZIE, B EE AR /VE LSO sz il o8N
LEET D,

BE&TH, AR AR L COLRWERANRET L Z Enb D=0,
KENOEGAE T ZIZOGEWER ORI+ 2ICEET D,

1 BUBERR IR (BIE | BEIRIR 2 &) b bbb, FERBEMES 7 v F—v X
WELHZENRHLOT, A, Bl MREFEOEROFEHELMAEED LR IZ+
DEETHZ &, 1 BIERBE N ERDODN S IIEGE2FIEL, AR 8
RO GEOBMUIRAELEITO Z &,

® AHOEFKRFEBRIZIWNT, BE5mNL 9EE, ZNLIRIL, &E5FEND 1 £
% 6 8 Z L IZHEDMEDOFHEI 21T > TWe 2 L 2B EIT, RAFREGDITESRY
(CEWROMERZAITO Z &,
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REFEHHEETA KT A4
=R~ (B z)
(R4 : 7V —REEEE 20 mg, 37V — R SHEFRE 100 mg)

~ P e g ~

YR 2 94 A (FRL 3 048 AET)
R4S BE



SR/

1. 1ZUHIZ P2
2. KRFENIOFE, /ERER P3
3. BRFRAKAR P4
4. HgRIZHOWT P12
5. \EXG LD BRE P14
6. HEIZEL THETNEFIH P16



L. IXC®»IT

EHM OB - ZRMEOTEEOTZ DT, WA TEFEICESWoBERFE R RD
B, EHIC, IEORZEROMEAIC LY | FUREIER L & OBEHR 72 FHEERK%
FEERMPARINDP T, TNHOEEMLZEICHEREFITRES 5 2 L AREO
MR L 70> TR Y RFMBUEE & ORI #2016 (FAL 28 £ 6 A 2 A MFRRE)
ICBWTH, EFNEELEOHEROREHEELZN S Z L L INTND,

PR E AT EIE L, AR Z 2 T 0 7 7 A VD BEFEOESREMS & B 5 R
BHZENDD, Ok, EIEROZEMEICET OERNP+0EET 5 TOM,
LHEELOBELRIZT D ENEIFSN2EF I LTHERT 2 & L big, BlfE
RN L TBRIC BRI A & D 2 & DS ATRE 72— 8 OB &3 7= 3 i B <
TLIENEETHD,

L7e3o T, KAA T4 TR BAEERECINE TIIHELNL TV D EFHEE -
PR RIS & | LUT O EH G O Folii 20 2 #EfE - 2 8L 0 b LR B, B2
HROEEHEEETT,

IR BHA RTA %, WMIATEIE NER M ERESRR O TE, AEHERIEABA
BRI 2 — AR B ARBRRAFE S R O — BN B ARG 2 O
T EARRL LT,

R LI HEER AT VR AREEE 20 mg, 47U —RAREHE 100 mg (—%
% =A< T (BElTHEEZ))

R ERDPREHR - ARG OIBRABE X TER RS 0 B MR

REERARERDVHE 8. RACE=R L~ (EEF#z) & LT, 1[E240mg
% 2 RN CREEET 5,
(L RIERTAIR ORTEUIBRA e XUTER % O Bl R 12 %f L C
AV L~T (BEETHEEZ) COFRT 2581, 8%, A
IF=R <7 GEETHZ) & LT, 1[8]240 mg % 3 M
fRC4ERRHEET L, Z0%, =AL~7 (BlaTl#z) &
LC, 1[5 240 mg % 2 WM CAEFET 5,

B3k IR 58 ¥/ NEPERG TS

(%)

AR BT D v — R A SEERHER SOmg (— & A VY A~ T (BEFEEZ))

DIFREX TN R, HIEROHE

2 BE X% b B ARV YRR RE U ER B O B

MR OCHE: =FLvyy (BEHEBRZ) EofBIckW T, @E., BRAIZIEA
Y A~7 GEfaFfiz) ELTCI1E T mgkg ((KE) % 380
Rz T 4 BLAREFET D,




2. AAIDORE. 1ERBF

F 7Y — R R ERE 20 mg X OEARREFHE 100 mg (—ik4 - =R~ 7 (BTl
#z). LUTL TRHFD) 1, B ERTERKStTE A Ly 7 24 (BT U X M-
<A Y¥—X X7 A7 (BMS) ) 2BA% L7=t K PD-1 (Programmed cell death-1) |Z%}
THE MIgGs £ 7 a—F K TH D,

PD-1 (%, {EMHEAL L7 U > %8k (THfE, BMRAK T F =27 0% 7 —T /i) ROE
BRI Z R BT 5 CD28 7 7 X U — (T MR OIEMEAL 2 BRI IE & BIZHIE T 5 5
TH) ICBT2ZAEETH S, PD-1 IFHURRAIZIZIEEL T S PD-1 U W K (PD-LI
KOPD-L2) EfEA L. U SERICHFIE Y 7 v A LT UV oSBROIEELIREE %
AIZHAEI L TWD, PD-1 U > RIIHURRRMRRLSNZ B N ORR ~ 22 IEE A% I C 3 B
LTHY, BEHEREEEE)OUIRLIIEGEMKIZI TS PD-L1 OREL LTk O4EF
i & ORMICEOMBERRN H 5 Z & NHE I TS (Cancer 2010; 116: 1757-66) ,
7o, R AEEE CIHEEEE THMRNELET LA ¥ —T7=a 2~ (IFN-y)
IZL > T PD-LI OFHENFEIN, BB L EEERKICIIT D PD-L1 OFH LMk D
AFHIR & ORICEDOHERRN H 2 & OEE L H 5 (Sci Transl Med 2012; 28: 127-37)
X 512, PD-L1 % @ R XS 7- 03 VMiRIE, PURRFRA CDS BHE T Mila o E
IEMEZ T S 2528, 1 PD-L1 H1£ T PD-1 & PD-LI & OfEEEET S &M
EEEENEET 2 Z ENREINTWD, D Z LMD PD-1/PD-1 U T2 RiRE&IX, 7
/AR FUR R AV T MO OWBEE LB 2FO—o L LTEX LA TN
Do

AN, RO R 6 PD-1 OMfasiEE (PD-1 U 7 NiEE58EE) IT/EE L.
PD-1 & PD-1 U v FEDOFFEEEBET L2 LIk, BAGURFEENZ T MIROE
PEAL R O AR *F 4 2 MRS EiE T 2 88589~ 5 = & TR R FUIEEZ R 2 R4
ZENHER SN T WD,

ZHOOREDN D RFNTEMEERIC ST 2872 RIREEIC 0B L0 L #IFES N,
A R AR b LT BB A M L A R R OB B R Sz,

AN VEFRHSFEI 355 < MBI DSIERUSIC X S BIERSER B & b, EE XTI
LA D D, AFORE PR EHRICIT, BEOBRE /T, RENR
0 6T A ITIE, R U RIS U7 0072 ik & 85 % R BT & S8 Lol
ORI AT\ BEORIESISIC X 5 BIERAEDN S HAITIT, BT
VAR EE OB LB & 1T 5 LER BB,



3. FRIRAE
RIBYIFRABE XX ERFE M O B AR g D AGRER I ZFHI &2 1T - 7= E 72 B KRR EBR O pliiE 2
NG I

[F2nE]
OEFRLFEF MR (ONO-4538-03/CA209025 X5R)

MEFEREEREZET HDMEBEMEERS (TX L F=7, A=F =7, VTFTTx=T,
YR =T ) EETHLERIERE A T DT SO TER R 00 1S B A IR B B e AR
821 il (HARNBE 63 il ate, ARNEFEAI0 0], =~ LAREEAH]) ZxRiIC, =
N LARAEREE L CAA] 3 mgke % 2 B CAETHE L EXOFIMER VR
EVEZRE LT, EEFHMEER Th224FHM (BAT. T0S) ) (FRfE [95%EHEX
M1 ) 1, AHFIBET 25.00 [21.75~NE"] H A, =X U LAREET 19.55 [17.64~23.06]
AATHY | KENT=_a Y ARTK LHEFIFEIICEERERIER #R Lz (AN — R 0.73

[08.52% 5 #EX[H : 0.57~0.93] . p=0.0018 [J&%!| log-rank #27E] . 201546 A 18 HT —
271 NET)

1.0F

0.9

0.8

0.7

0.6
3

1% 0.5 S
I‘ i .- ks . .
" 0.47 %%

—A— AHB
O IAOYLZE

0.3 S
0.2-
0.1-
O'O—I"I"I"I"I"I"l"l"l"l"l"
0 3 6 9 12 15 18 21 24 27 30 33

at risk# HFHR (B

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

X1 OS OF TR D Kaplan-Meier B




£/, BARNERSE 63 5 CRARE 37 B, =1 U L AFE26 ) @ 0S (FHfE [95%
EHEXE] ) 1. AFIEET 2737 [23.62~NE] B A, =~z J LAZXEETNE [NE~NE]

TR TH-T= (N — FH 1.50 [95%(EHEXE : 0.49~4.54] )
L HEETRE (BT, A4

10
0 9
081
0.7
sy 064 —O— AR
o5 SO IAOULAET
0 4 -
0.2 1

0.2 4

S HE

0.1 1
00-_ e —
0 & 9 12 1% 18 21 24
at riskEs ek I HINE =N
AXE#1 37 37 36 35 35 34 24 16 8 4
IANDLRAEE 26 26 24 24 24 24 20 15 a 1 0

X2 HBARAEFHICBITS 0S OFEMENTEFO Kaplan-Meier R

30

2
o]
~1



QEFEE R FEMFERER (ONO-4538-16/CA209214 FX5R)

(LFRREARTRIE " OWELTME S THERE 4 0O W A M e AL i e e e AE 2 1,096 1 (A AR NEBFE
N HEEL, AV LT (Bl FH LT, IRE+A ) L<7)) 28
550 fil, A=F =T 546 fil) ARG, A=F =T EXHRE L THRAI+AEY AT D
BHMER WZEMEE T L2, EEFHBEE TH 5 International Metastatic RCC Database
Consortium (LAF. [IMDCJ ) U R 743%™ ® Intermediate & X Poor ) A 7 OEFE (FFH|
+A Y LTS5 Fl, A=F =T FE422 1)) (28T D 0S (FIAE [95%FFEXH] )
I BREF+A B Y A THETNE [28.16~NE] 7 A, A=F=7F T 25.95 [22.08~NE]
TATHY, BEl+A Y LA~ THIIA=F = 7B LFREHRAICE R RIEE 278 L
72 (ONY— RH 0.63 [99.8%{SHEXE : 0.44~0.89] | p<0.0001 [J&H! log-rank FE] | 2017
ESAHTHT—F Iy A7)

*1 o BRI )T D 2HRIEOIRREN 2 WERE, 72720, ST OEEIXEZRIGREICE D2,
FERUIBRFIRE A BRI 6 L C 1 FE ORI G MBEE 272 L, MmN R 1

(BLF, TVEGF] ) MiZ VEGF ZFEEIEN & U723 A2 BR< ] 25T Shv, 2o ai il

BFBIFRIEO RGNS 6 7 AL ERRE%RICHER Li2hE

*2 0 AR 3mg/kg (REH) LAY A<T Imgke ((RE) #[F B2 3 AR T 4 B §E L2k,
AFI 3 mgkg (KHE) % 2 EMMRECRBEELZ, PPRERSERIB VLTI, AR Kulicks
L. A Y AT E3ARROBEGHET NG 30 U EOMBE BTGB LT,

#3 . LT OO~ODWFIIUZ %Y LARVEAICIE Favorable Y 27 1 YT 2 HE 2 7- 84121
Intermediate U A7 | 3 IHA LLEZ#72 9551213 Poor U A7 & Shiz,
ORI & 2 ST b ATBR DO IE(ELAEIRH T F C 1 A0, @Karnofsky — K HE 80% A
@~F 7 1 B AEDS S FIRANMN ., OWIEZL DDV LMED 10 mg/dl 2B 2%, O EREN
FAEE ERAH 2 5, @/ MRS EEME FREZE X 2

LIV M T

J.-D-‘._‘.._\
(1] el
el T

[ el
; et TN
07
3
" B R
= ¢ T, -
£ Rl R,
&S o dm e
o
M oA
.é'_)
=0
w . N . o
ar —_— il S e

L - IR |

e B
(430 ]
on
T 1 M 1 s
o ‘ 2 - 12 1 1 2t 244 e 1 [N
.

S Sl o hd AT R T Tl 4 ] &4 " g

Fo UEL 40y H S gy LA N P ShA SN R Hih 4 ]

X3 OS DHEENTRFD Kaplan-Meier Hifz
FEMTXIREM : Intermediate &2 Poor U 2 7 BBE

6



72k, EERLFEFEIAEFER (ONO-4538-16/CA209214 3RER) (23 C, IMDC Y 27
Z3¥A7 Favorable U X 7 O BE | IEEFHIIE B O REM & Sz o7o, HiZR
BRI A2 AL S 47~ Favorable UV A7 ODBRFEOT — X | IHSE | BRI 21T 7=
R, AA+A Y AT HLEBRL CA=F =T HTREFMERENESNL TS (T
).

0.9

0.8

0.7

0.6

0.5

0.4

0.3

Probability of Overall Survival

0.2 —_— e SR :

0.1 U

0.0

0 3 6 ] 12 15 18 2 24 27 30 33
Overall Survival (Months}
Wi AT 2E 124 1200 1160 111 108 104 98 78 27 2 0

LTRSS 124 118 19 117 114 110 109 104 24 32 3 o
X 4 OS OHEfRHTRED Kaplan-Meier Hi#R
RMTRIEEER : Favorable U X 7 B



[Zz2tE]
OERELFRFEMFEFER (ONO-4538-03/CA2090255%5)

BHERGIIAREIRE 397/406 B (97.8%) . =X U A REE386/397 il (97.2%) (2788
DAL, 1EBREE L ORRBERNEE TERWAEERITARAIRE 319/406 ] (78.6%) . =~
2 Y LARE349/397 B (87.9%) IZREH HITZ, WITIORETHRIAREN 5%LL EOEIE
AIZTRO LB THoTe,

K1 WITUOORETREED 5%U EORIEA
Bl (%)

aa B BIR - - =
gmﬁ’j AHITE =o)L AR
(=]
(MedDRA/J ver.18.0) — 406 f 397 4l
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

319 (78.6) 176 (18.7) 0 349 (87.9) 145 (36.5) 2 (0.5)

32 (7.9) 7(1.7) 0 94 (23.7) 31(7.8) 0

|

(=3

FOPR IS R T E 24 (5.9) 1(0.2) 0 2(0.5) 0

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

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

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

A2 8(2.0) 0 0 117 (29.5) 17 (4.3) 0

M - 24 (5.9) 0 0 36 (9.1) 1(0.3) 0
]

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

e F 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

KR 0> I8 fiE 11 (2.7) 0 0 75 (18.9) 12 (3.0) 0

AP 17 (4.2) 0 0 56 (14.1) 2(0.5) 0

FEEL 34 (8.4) 0 0 37(9.3) 2(0.5) 0
]

M= v A5 o — LHEhn 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

M7 V7 F =880 27 (6.7) 1(0.2) 0 33 (8.3) 0 0

(SR 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
]

B L AT a— LILE 2(0.5) 0 0 29 (7.3) 0 0

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

mhU 7YY RiGE 5(1.2) 0 0 64 (16.1) 20 (5.0) 0

RRRGER 48 (11.8) 2(0.5) 0 82 (20.7) 4(1.0) 0
]

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

5 PR 23 (5.7) 0 0 5(1.3) 0 0
]

BRI AL 11 2.7) 0 0 51 (12.8) 0 0

GHI 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
]

%k 36 (8.9) 0 0 77 (19.4) 0 0

T ) 30 (7.4) 3(0.7) 0 51(12.8) 2(0.5) 0

B 3(0.7) 0 0 41 (10.3) 0 0

fitilig 2% 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
]

UG R 12 (3.0) 0 0 20 (5.0) 0 0

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

FE - JRER R A DI R 4(1.0) 0 0 22 (5.5) 0 0

% 9 FEIE 57 (14.0) 0 0 39(9.8) 0 0

KI5 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0




2B, MEMMEE 196 (4.7%) . 52 1 (02%) . BEUHBARIE/ X A4/ $F—56
Bl (13.8%) . KB - BEO TR 10 F (2.5%) . 1 BUERRE 161 (02%) . ATHERERE
Fix 46 Bl (113%) . FFR 161 (02%) . FURARBEREREE 34 5] (8.4%) | THfRFETE 55
Bl (13.5%) | BeEREE RMEREER K% 28 #l (6.9%) . BIBKAERE 6 #
(1.5%) . infusion reaction 21 5l (5.2%) . EEDOLEREE 4 ] (1.0%) . TIEMRHKEE
BEE 2 il (0.5%) . BESR 16 (02%) ROVSEHIER 1 H (02%) BRDONT, £
7o, EIEFEGE, (OARK. SN/ IMRIBUMESEBER . XS - BRI K OVERAIR M ie 28
BIEILRRO LR d o T, REWEARBIRUITIYZEFROBESS (FRREMEEE %
Bil) HETEHERE T,

QEPEILFEFEMIEZFER (ONO-4538-16/CA2092143854%)

AEEFERIIARA A+ A VY L~ T 544/547 $11(99.5%) . A =F =7 Ff 532/535 1 (99.4%)
RO B, RBRELOREBEGHATETCERVWEZEFRIIAF+A VY A~v TR
509/547 5l (93.1%) . A=F =7 521/535 BBl (97.4%) (T3 HiLiz, WD
THRBEN %LU EOBWERIZITRO LB THHoT-,

#2 VDWTNLOHETREEN 5% EORIER
Bil% (%)

DD"“'I’II VA
Eﬁ%ﬁ”” FHI+A €U b~ TR A=F=TH
A 547 {3 535 fl
MedDRA/J ver.20.0
(Me ver.20.0) 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
AFIEF 509 (93.1)  250(457)  0( 0.0)  521(974) 335(626) 2( 04)

& 1 34( 62) 2( 04) 0 83 (15.5)  24( 45) 0
M i ER R E 1( 02) 0 0 30( 5.6) 3( 0.6) 0
I HP BRIV E 3( 0.5) 1( 02) 0 69 (12.9) 32( 6.0) 0
1/ N iE 2( 04) 0 0 95(17.8) 25( 4.7) 0
e
BB pE RN 4 28( 5.1) 11 ( 2.0) 0 0 0 0
FOPR IS RE TUAESE 59 (10.8) 2( 04) 0 12( 2.2) 0 0
FR B RE (IR T E 85 (15.5) 2( 04) 0 134 (25.0) 1( 02) 0

[0 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
REE 9( 1.6) 0 0 30( 5.6) 0 0
K 35( 64) 0 0 39( 7.3) 0 0
T 145 (26.5)  21( 3.8) 0 278(52.0) 28( 5.2) 0
F PN R 31( 5.7) 0 0 32( 6.0) 0 0
HIERR 15( 2.7) 0 0 96 (17.9) 0 0
37 3( 0.5) 0 0 27( 5.0 0 0
R E MR 6( 1.1 1( 02) 0 55(10.3) 0 0
L 109 (19.9) 8( 1.5 0 202 (37.8) 6( 1.1) 0
AN 23( 42) 0 0 149(279) 14( 2.6) 0
M - 59 (10.8) 4( 0.7) 0 110(20.6) 10( 1.9 0
]
1 S9E 72 (13.2) 8( L5) 0 91 (17.0) 12( 22) 0
i 202(36.9) 23( 4.2) 0 264 (493)  49( 9.2) 0
FERBE 0D i 13( 2.4) 0 0 152 (28.4) 14( 2.6) 0
A PN 25( 4.6) 1( 02) 0 20( 5.4) 0 0
FEEN 79 (14.4) 2( 04) 0 33( 6.2) 1( 0.2) 0

TI5=T X)) N TR T 2T —
B HEN 60 (11.0) 27( 4.9) 0 50( 9.3) 8( 1.5)
7 27— 71 (13.0) 31 ( 57 0 41( 7.7) 17( 32)

oo
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Bl (%)

FE MRS

E - FH+ A ) v THE = F =R
" 547 f3 535 3l

(MedDRA/J ver.20.0) 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

TANTXUWT I ) NT AT

= 7 — BN 58 (10.6) 19( 3.5) 0 49( 9.2) 7( 1.3) 0

g7 L7 F= 0 35( 64) 1( 02) 0 35( 6.5) 2( 04) 0

i H R ARAIRE AR L€ B8N (¢ 20 0 0 30( 5.6) 0 0

U o 3—BHEm 90 ( 16.5) 56 (10.2) 0 58 (10.8) 35( 6.5) 0

At P EREGR D 3( 0.5) 1( 02) 0 40( 7.5 23( 43) 0

1/ N E R 4(C 07 1( 02) 0 73 (13.6) 36 ( 6.7) 0

R EJ 18( 33) 0 0 28( 5.2) 0 0

I i BRI 6( 1.1) 0 0 40( 75 11 ( 2.1 0
]

e I 28( 5.1) 8( 1.5) 0 10( 1.9) 0 0

FRREGER 75 (13.7) 7( 13) 0 133 (24.9) 5( 09) 0
]

BA&R 76 (13.9) 5( 09) 0 39( 7.3) 0 0

AP 49 ( 9.0 3( 05) 0 26( 4.9) 0 0

[=3

U4 ik e 17( 3.1) 1( 0.2) 0 36( 6.7) 1( 0.2)

PR AL 31( 5.7) 0
Ep) 53( 9.7) 4( 07

[

179(335)  1( 02)
65 (12.1) 1( 02)

[

[=3
[=3

AU 45( 82) 0 0 31( 5.8) 0 0
e % IR B 31( 57 1( 02) 0 33( 6.2) 2( 04) 0
S i 0 0 0 55(10.3) 3( 0.6) 0
fitilig 2% 32( 5.9) 6( L1 0 0 0 0
]
B wgg 40 ( 7.3) 0 0 46 ( 8.6) 0 0
B 0 0 0 20( 5.4) 0 0
FE - LR A DIE R 5( 09 0 0 231 (43.2)  49( 9.2) 0
% 9 FESE 154 (28.2) 3( 05) 0 49 ( 9.2) 0 0
95 118 (21.6) 8( 1.5) 0 67 (12.5) 0 0
BEIR BB IR R 50( 9.1) 8( L35) 0 22( 4.1) 1( 02) 0
R 2% 4, 2( 04) 0 0 27( 5.0 0 0
Eahd 0 0 0 43( 8.0) 0 0

& 1 12( 22)  4( 0.7 0 216 (404)  85(15.9)

[

B, A+ A EY L= TRIZRBWT, MIRREE 136 6] (24.9%) . ITHEEEREE 98 f
(17.9%) . FARARFEREREE 147 B (26.9%) . EHEREREE 46 il (8.4%) . MEIMEMIE
B35 (6.4%) . KAGHK - EE O THI36 i (6.6%) . HEEDKLFEREE 20 # (3.7%) .
TEAHEAEREE 24 B (4.4%) | BIBHREREE 32 ] (5.9%) . 1 BUBERIE 5 1 (0.9%) .
Fede 761 (13%) . BEIEMESE | 6] (02%) . AMZE - BEIE% 2 1 (0.4%) . infusion
reaction 22 5 (4.0%) . 5 & 9 BES 2 1 (0.4%) . Oofmde 1 (0.2%) . 7575 2 1 (0.4%) .
FERCARRARIE / X A /3T —102 ] (18.6%) . %K 7 (1.3%) KON R M2 2E 2 0E 2 4
(0.4%) DB Bz, T, MM/ MR EBER & OB LIRS 23RO b
o T, REIWEARBRINZEROBEESES: (HEREERT 28T 250%
FHERERT,
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(M- AE]
KFNOFERAEYBREET LV ZHM L7V I 2 b—2 a2k, KH 3 mgkg (E
H) XL 240 mg 2 AR CEE LIZBoARF O MEFRENRT SN, Ok
. ABHN 240 mg TG LT-BRORBERIT. KA 3 mgkg %5 L7 RORE & & HEL
LCEELZTTETFRISNIZEDOD, BRANEFIZBWTARENHER SN THDH
- HE (10mgke % 2 BB CEE) THRFIZ#&E LI-BEOREE & ik L CEE
g E RIS (FR) M T EROBEEICB T 57 — 2125 AHI 3mg/ke
(fAE) X240 mg % 2 BEMEE TR E L7-BORBOBREE & Fo0E T2 et &
DR E A MRET T 2BBERST T ADEE S, BEBEEIC OV TR DT OV R,
FEROME - HEOB THEIMER VEEMICHERZR IV RIS, £, B
MRS R BT 27— ZICE X A 3mgkg Xt 240mg & A BV A~<7 1 mgkg
# 3 HEEMRTHRS LIEBEORB OREE - Rt & OMEZ R T 2BRERISET
VBB S, YZBEEICOW TR TR, ERRORE - HEOM TLEEME
\CHARERER I W EFRIS N,
%3 AHOEMBRE T X —F

i - B Crax Crind14 Cavgdl4 Cinax.ss Cormin.ss Cavass
(ng/ml.) (ng/mL) (ng/ml.) (pg/mL) (ug/mL) (pg/mL)

} melke Q2W (352 .760.8> (10.17?'264.5) (17.214,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)

240 me Q2W <5‘-7‘2’.?03) <15‘22?'354.6) (25.314,‘;7‘8) (10;,5354) (41?57,.?58) (62‘11(,)? 87)

10 mg/kg Q2W (14;219) (51 621 '739.2) (79?0?'?14) (33?,9232) (lsi,l ;3) (23;7286)

FORAE (5%45, 95%53) . Q2W @ 2R, Crmax : FIEIF G4 O @ MG FIREE . Crinaia : PIEHR G- 14
HEBIZRBIT %)%ﬁfﬁl‘?%;q](&%fﬁ\ Cavgdl4 . %)JIE&%‘?&]"-H H ifquigm?%;q](’%rg\ Crnax,ss Hﬂiﬂﬁ%%l:ﬁ
T 2 @ MLE PIREE . Cuinss ¢ EFIRIBICI T 2 BARILIETIREE . Cavess © EFRIEICI1T 2 FHAMIFH
b33

11



4. HERRIZOWT

(L ZRRIEREIRIR OARTE YIRS BE TR O B B IR T 25581 1d, &GR
St & UCTHEARERE (20IFE) NEELNTWD 2 enh, YEAE L ®EYICE
MECE LR THLINEN DD, DO LT, EEMKY X7 EHFE (RMP) ITHEIX,
AN O EE ML ZEMEETIEEN A~ O N RHI03 & 2 izt Th > T, AR OGN #EY)72 R
FEh2lr - FEL, AROTREG IV BEZRIERZ BB LRIZHIST 5 2 &N NnE
R, UTFOO~@DT T AWM RICBWTHERT & Th D,

O MERIZOWNWT

D1 FiEo (1) ~ B) OWVTFNNITHELYT IR THD Z &,

() BEAEFEBKRENEET 208 V2 REEILSIRPES ERET IR A2 EEEIL AR,
HisE ) A2 RGBSR . HiUE S ARSI R &) (CERK 30 42 4 A 1 HIRER 1 437
i

(2) HrEtgRembs (ERL294E 6 A 1 H A - 85 fak

(3) #LEMFRFNFENEE T D0 AR REEERET (D A2 IREERE ERbT. 05 A2 ROERE
W IRbT. DY ARSI HEE R 2R &)

4) A FACEFEEAZRE L, SR FRIEINE 1| ISR FRIEIE 2 Ofiax L1
ICHRD R 21T > T DR (PR 28 45 7 A 1 B 1 2540 Sk

(5) PrEMEESEAL S EEME O EEI IR D BHEIT > TV DlEa% (R 28 4 7
H 1 BB ;1290 Jifia%

O-2 B O R E R CRIVERFBRE O RIS+ 72 Hi5%k & R BR A2 B o =R (T
ROWTNNIIEZE T HER) Y, B2 REORFNET 2REOELE L L CERE
INTWBHZ L,

=

o«  [ERfMIFEEE 2 FOVEPTHE AR T LRI 5 FELLEON ATRRDERRTHE %
THoTWBZ &, 296, 28U BT, RAEYWERELY L LZEBRRIEEZONHE %
ToTWnWBHZ &,

o  [EHIRFTFEGER 2 FOPHINHEZ KT L2110 4 L EOWRIEZOEERIHE
PITH-> TRV, 95, 2L EE, B O N AZEWEEZ & 1o AR OBRK
WHEZIT->TWAHZ &,

@ BRHNOERMEREFEROEHIZONT

ERLERERICEFT T HHEEDEE SN, BEAENDOFRED, A9 - &
EWEEZOEROFER OEME T 2 EREL AEFELNRE LIZGEGO®RE
E£W., ERESOHIATONDEHENE-TWDE L,
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@ BIER~DRIITOWNT
@-1 FER I B3 2 B

MEMERR BRSO EEZREWERANRA LIZBRIC, 24 BREZIEEHIO T, Yi%iEsk X
VBRI 23\ T BB L -BIWERICIS U T ABRREE KO CT Z OREIWER ORI
FERBREORKRENY B RICE G, BEHICKISFREREHNESTND Z &,

@-2 ERUEFEFIC L 2AEFLMNGICET 2 EH

DAIRIZEED DEMM AR L O A2 A T 2 EREEEVEIERE=21 7
EEOERDOAY V== T EITWERE L FEREYILH TE 2F — LAEREKHINE
SN TNWDZ &, ok, BlEEGHNZOWT, DABRE EZOFKRICHDIZEMm ST
W5HZ &,

@-3 BIfEH ORKT-OoXITIZBE LT

BITER (REMERIREIIN A, BEIEMEE, LR, FH, BHRUHRAPE, KIBK.
HEOTH, 1 BBERIE, IFikaERRE . FUIRIRREERRE, hiklEEs, BEE Bre -
FRAEREMEE R 2 ETe) | BIBMREE, MK, EEOLEREE, FikmieZERE, infusion
reaction, gL/ MR PESREER (ITP) | 18 & O 5652 KOS, IR IR, OlffEE (o
By - 4RIR - DEMEIAMNHES) . WIMAEEmSE) 125 LT, L%k XITTBEER
B OBEMMEZ A 5 ER & EEE L BHEAORE-CISICE L TRREROEZZ S
DNLRHICH LD Z L), BEHITEYIRLENTE DEHNE->TWD 2 L,
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5. ‘ZREMG LD BE
[Z&tEIcBE4 2 FIEH]

O TRICHEYTHIEEIOWVTUIARFIOBENEZD L SN TWDH I EnD, BE5 21T

brenwz &,

o ARHIORTIT R LIBBUE DBEERED & 5 BE

@ JRERTOFHIIZ BT TRIZEZ

LI HBEIZOVTE, AR OREFHSE S L0

D, MOIEFREIRBD 2 WHEICIRY | BEERICKAZEMNT D E2BETE D,

o FHEMMREDOEHIIBEDH L BE

o MOEEg R CHRE R 2D D BE K OVEEME O U BRI S RGP ¢
F ORI IIESEZALDN A DI 5 B

HOREREOEHE, SUTEMERZRE L ITHEREED B CREREDOBERED

boHRE

o [EEFBME (EiEsMlaBpEELrSt) OboEE
e Karnofsky Performance Status 70%A<i /Y 0

WED Karnofsky Performance Status (PS)
Score EF%
100 EH, FEICXHT 2BFEOFR N2V, BRER
L
H O SARE, K R LETR, N \ s —
IEH OTEBAS ATRE, FERI7S B2 B2 50 B ERERIHo R EEEHTE
80 78 Y BRIRSEIRD S 2 A3, 8577 L CIE R OB AT RE
Sl = LR, HE AR CX T, B 70 BB OWEEITE D0, EFOIES - #T5
’ - PP : L IFRAEE
i v E G7IRBRRIZ L Z DD, N N :
Ly b 0 | AnIcHBERC LECE L0, L& CEADILE
- ° 50 R E BB L B#ER L OESN R ERITA DN LE
40 | B @SR ESRES K OVE#ED 4E
FOEY DO L EHSTCE A, i B 30 LT, ABRBHLEENBITES LEE - T
. : "
VGl i ﬁkh % Wa 70 7 PN i, o 7 ks Y S~
Aottt il I T [E 5 T PN T S DT T
e T ° 10 | B2 ES- TS
0 e
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(B2 B3 % H1H]
O TROBEIZEBWTHRAOHEIMEPNBRIES LTV D,

o MEFHAMBERZE T OEMERH (TXF=7, R=F=7, VT
=7 N R=TE) BETLERIERAZ A T HRIGUIRRRE SUTERREE O
EREE R (RAI R M S

o (LEERIERIBROIMDC VU 2 7 43%¥E7) Intermediate X/ ZPoor U 2 77 W2 DRG]
FRARE ST OB MiaEEE (v A~7 EOFHEKRE)

@ TFRIHUT B BE AT 5 AR OB SR MRSV T, AAOEE
PR SN TE T, ARBTG5 R,

o ALFRIERBEREROY A M A VBAOLOIGRELA G 5 BEICKT
2 A BRI 5

o TR mBIRTE,

(1) [ st [ 5 AR ABR  (ONO-4538-16/CA209214 3BR) (2B VT, LUTFOO~@DWFhic bi%y L
eV E 21T Favorable Y A 7 1 X3 2 THE &3 72 3786121 Intermediate Y A7 | 3IHE LA E %723
AT Poor Y A2 L anT, (6 X—T &)

BRI & 2 S Ch B ARRBR O EAEAEIT T £ C 1R
Karnofsky — R HE 80% A

AN D EEE T R A

WIEH OV T LMEDS 10 mg/dl 25

AP ERBON BB EIRAH 2 5
MR EEHEE EIR A2 2 5

POEOOO
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6. BEIZBE L CTHETREFH

O WAXEZ IO, BUEIRGEER DR 5 BB 2D X ARA| O Fpi%E K& O IE
O DICHEREREHDICHER L TChOERT D Z &,

@ JBERIBICEL D, BEIE OFERICEIER OfERRMEZ 49 L, RE425
ThoEETHZ L,

@ ERBIWEHO~RT A MMZONT

MEMEREENRD LoD Z ENRNH DD T, REIDOFZEIZH 7=~ Tk, BHRIE
B (R R, ik, FEEVGE) OMERK O X RO EmSE, BiEr+52
AT T &, Flo, BEISUTWE CT, MiF~—h —FOMEZEH T2
Nl

KA O EITEEE @ infusion reaction |2 2 CTEAFIC+S7 %S0 TX A #E
Hx21T > 72 LTI 5 2 &, £72.2 [B] B LI O ARFIH 572 infusion reaction
WHHONDZ L bHDDT, KEIREG R OEFEGHETHRIT AL Z WA
YEPET 5%, BEOWREELZHSIZEBETHZ &, 7ok, infusionreaction &
FHLIZGE 2T, 2 TOEELWERNTERICEET 5 E TREL +OBIE
T5HZ L,

FURIRESREREE N O DD Z E03d 5 DT, KAIOF 5B tawT & O 5-HfH
FILEHRIC BRI RERR A (TSH., 078 T3, 0E8E T4 S ORIE) #FET 5
Z &,

AR OFEEIZ LY WEORERISIZERT 2 &5 2 HILHHEA R RECREE
DHLOLNDZENDDLH, BEDNRBDOLNIZGEITIE, BB LEZERIS U
BEFRR 720 ek & AR BR A e o [EAT & U CE b e iR M 21TV B E O
FOSIZ X 2 BWER D SN 256101, AFIORFE T I, R OEIE RE R
NEROBRGELBRET L2 L, 2B, BIRKERVEOREIZLYEIE
R OUBEENTRD HIRWIGEIZIE, B BB AR /VE LA o sz il oo87n
LERT D,

BEET %, BoRMOLEI ARE L ChOEIERNEIRT 2203 H 5720,
KA OFEHTHRICHEWERORIIZH2IZEET D,

1 BUBE R (BIE | BUBERF A &) b bbiv, FERBEES N7 F—3 &
WCEDZENRDHLHDOT, AYE, Eo, EEFEOEROFHL M E O EF I+
SEETLHZ L, 1 BEREN RO EICEESEFIEL, AR
H O E5EOBYIELEITH Z &,

@ AHI ORIV T, ALFRERRREE 21T 2 BAKR G TII&RERAD
O 1FEMIT 8EM Z & ALFEFRIERIBREE ISR 54 v A<= 7 S T
FGBR G 1 ERIT 6 BE Z & (WIENT 12 @R%) (ICARMEOFAM 21T > T
122 ERBBI, ARG TITEMAICEGRE CTHROMER LTI Z &,
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XEEHEET A RF A
=AN<7 (BT Z)
(RFe4 : 7V —REWHEE 20 mg, 27V — R AR ERE 100 mg)

~HEBR XY UNE~

Rk 2 944 A (ERK 3 04 8 AKET)
ERES L2



SR/

1. (LI

2. FAIOF, TEREF

3. ERRAUE

4. FERXIZDOUVT

5. &EGXG LR DEE

6. HEIZBEL THEHETREFH

P2
P3
P4
P8
P10
P11



1. Ui

EIERBOFE M - BEMEOREMROT- DL, IASIEEICES W BEIE AR
bBID, DI, EFEORFEEMOMEAIC LV | FURESRmR e & OB FH 22 LR
FEELPEARINDIF T, N6 OERMZEICULEREBEIRET 52 LR
BB L 2o TR Y RFEMBOEE L etdE DA #2016 CFARL 28 £ 6 A 2 H MFEIRIE)
IZHRWTH, EHFMERMLEOFEAORBHELZXD Z L LI TVD,

FHEARFERRL L, BEEASCE ST 0 7 7 A ADBEFEOESRS & B 5 R
BHZENDHD, ZOD, BOEROLZLEMEICET HERN+25ERET 5 E TOM,
LHEELOBELRSZT 5 Z NPT SN 2EF I LTERT 2 & L big, BlfE
DT LIRS LR RS & & D 2 & DS AR 72— T8 O B % i 7= B i B < f A
THZENEETHD,

LIziio T, RIA FIA4 Tl BABEBELINE TITRELNL TV OEFIEFH -
BPR RN S & | LUFOERES ORI 2R 2 #2880 b LEREN, BX
R OEEFELTT,

I, BHA FTA A% BIATEIENER G ERSER SRS, AmEEEANR K
FRIRIES . — R EEE N B ARERIRNEHE S R O — it N B AR L= 0 o
& EMRERL LT,

WL R HERS AT R ETEEE 20 mg, A7 U— R ATHEEE 100 mg (—i%
& =R~ T (B Z))
REERDBEXIDE « BFUTEEEO TR U U oV E
HELRARERVRE @E. A=A L ~7 GEEFHEIEZ) & LT, 1[E240mg
% 2 AN CRREEHET 5,
¥k F o DEPEER TEKRSHT

B aE IR

clt




2. KFIOR. 1ERERF

F 7Y — RN R ERE 20 mg X ONRAREERE 100 mg (—&4 - =R r~7 (BETE
#ix), DU, TARAD) X, DAEERTERSHEAX Ly 7 24 BTV X ML -
<A Y¥—X X7 A7 (BMS) ) 2BA% L7=t | PD-1 (Programmed cell death-1) (=%
THE M IgGs £ 7 a—F K TH D,

PD-1 (%, {EMHEAL L7V > 8k (TH#fE, BMEX T F =27 0v% 7 —TfMia) KOE
BRI C R BT 5 CD28 7 7 X U — (T Ml OIEMEAL Z BRI IE & BIZHIE T 5 5
TH) ICBT2ZEETH D, PD-1 IFHURRRHIIRIZFHELT 2 PD-1 U K (PD-LI
KOPD-L2) EfEA L. U SERICHFIE Y 7P v A LT UV SBROIEELIREE %
BIZFRET L CTWD, PD-1 U H v RIEHURERMELAMNI B b Ok« 72 ISR 58
LCHY, BHEBREEEE)OURLIIEGEMIZIIT S PD-L1 OFEL L ik DEF
M & ORICAOFBEREGRN B 5 Z L n#HE STV D (Cancer 20105 116: 1757-66) ,
7o, BEERAEEE CIIEEE THRNELET DA ¥ —T7 =1 H >~ (IFN-y)
IZE > T PD-L1 OFRBENFEIN, B8 L EREHRICIS T 2 PD-L1 OB Lk o
AR & ORNCIEOMHBRRN ® 5 & O & 5 (Sci Transl Med 2012;28: 127-37)
X HIT, PD-L1 #5835 S B2 AME, PURFFRA CDS Btk T Mila o MiaisE
EMEZ T S 2528, L PD-L1 H1£ T PD-1 & PD-L1 & O#EEZAET S &0l
EEEENEET D2 Z ENRENTWND, EDOZ NG PD-1/PD-1 U T2 RREEIL, 73
/AR FUR R AR T MO OWBEE LB 2FO—o L LTEX LA TN
Do

ARHFNL, FEHERBROKE L) 6 PD-1 OMifasaaE (PD-1 U o R & EE) IZREE L.
PD-1 & PD-1 YUY REDFEEEAET DL LICLD, DAFURREN T Mok
PEAL I O ARBIRIC R~ 2 MEIRE EIG M 2 5895 2 & TR et R 4~ 9
ZENHER SN TV D,

ZHOOREDN D RFNTEMEERIC ST 2872 RIREEIC 0B Lo L #IRES N,
AR U X ) LoNERE ARG L UTERRARER A M L, AE, BEEROAR
PESTERR S L7z,

AHN OV I B SBE O RIESISIC L DRIEREN H b b, BEEIIFLTIC
EDOFREMED S D, RAIOEEHROEEGHITIT, BEHEOBEL H2ITTV, BEDR
D LT EITIE, FEB LIZFRITIE U7 SR 7 ke & 5 2 B O [ERT &EE Ul
IR W 2 ATV IBEORERISIZ L DEWERABEDN 2 HEITIE, BIRRE AL
T UAIOBEEDOEY RALE ZAT O LERD D,



3. BRIREGE
BREUTIEREO IR U U L oXEOATERFICEHE 21T - 72 E R BRRRER O
R A T,

(B 2]
O EANZE TR (ONO-4538-15 3BR)
BFEMEMEBEL T L oYX v~T XRFr (EBarfz) CITF, (71
YR ) ATHEGUE IR OB UTEHEE O BB AR O X ) oNEBRE
(ECOG Performance Status 0 2 T8 1) 17 il & %512, AA| 3 mg/kg % 2 @AM T A
BiE L7-, FEFMBIER TH 5 F4hE (25T IWG criteria (2007) (2ES < ¥ EIZ &
% complete remission (LLF, TCRJ) X partial remission (UL, [PR]) DEIE) 1L
75.0% (95%IEEXM : 47.6~92.7%) Th-oiz, 7ok, FANIFRE LI=BHEIL 20.0% T
HoT,

@ WA EMAERER (CA209205 #B%) (Lancet Oncol 2016; 17: 1283-94)

B F & MEs B REMITEIC T L oY o~ 710k H1RE A2 - B3 UL E T
OEHEHAYR DX U 3 fEERE (24— B, ECOG Performance Status 0 %2 T8 1) 80 43
ZRIGRIT, AA 3 mg/kg % 2 BEIFR CREEFEL7-, EEFMER THL2EDFE (K
ZT TWG criteria (2007) 1ZES < FIHEEIZ L D CR XL PR OEIE) 1X66.3% (95%(5F
FEIXM : 54.8~76.4%) Thoiz, 7k, FANIRE LIZBEEIX 20.0%THh -7,

[Z41%]

O ENFETHERE (ONO-4538-15 35x)
AEFRITIEONGED b, KH & ORRERNPEE TS RVEFER L E2HIZFR D
LT, BN 5% EORIERIZITRO LB ThoTo,

&1 FREED 5%ULOREM (REMMITIRER)
Bl (%)

RIS

sARE AR
(MedDRA/J ver.18.1) 17
4 Grade Grade 3-4 Grade 5
2RIVEH 17 (100.0) 2(11.8) 0

& 1(5.9) 1(5.9) 0
U o SERRRVDE 1(5.9) 1(5.9) 0

HEmE 1(5.9) 0 0

FROR BB RE (S TE 3 (17.6) 0 0

i 9/ 1(5.9) 0 0
K 1(5.9) 0 0
T 1(5.9) 0 0
5 5% 1(5.9) 0 0



Bl (%)

SRR -
(MedDRA/J ver.18.1) 17 f1
4 Grade Grade 3-4 Grade 5

TN 1(5.9) 0 0
it 2(11.8) 0 0
BSOS 1(5.9) 0 0
BRI 2(11.8) 0 0
FEN 7 (41.2) 0 0
TG 1(5.9) 0 0
LENERS 1(5.9) 0 0
Jiti ¢ 1(5.9) 0 0

ENED /S 1(5.9) 0 0
e

FFERE R 1(5.9) 0 0

[/ IR F R 1(5.9) 0 0

REHE N 1(5.9) 0 0

M iRk 1(5.9) 0 0

& U 7 A ifdE 1(5.9) 0 0

&7 kU 7 A fE 1(5.9) 1(5.9) 0

RARIEE 1(5.9) 0 0
e

A &R 1(5.9) 0 0

e 1(5.9) 0 0

75 AR 2(11.8) 0 0
e

RIS F U 1(5.9) 0 0

Eb) 1(5.9) 0 0

K= = — /T — 1(5.9) 0 0
e

PR i FR 1(5.9) 1(5.9) 0

RSB O RIE 1(5.9) 0 0
e

i B A 1(5.9) 0 0

2 I FE R 1(5.9) 0 0

SUEBRRE 2% 1(5.9) 0 0

% 9 FEE 5(29.4) 0 0

RI5 4 (23.5) 0 0

7p¥s. FVEVERTERE 1 B (5.9%) | BEEUHRARIE X A/ 3F—2 61 (11.8%) . KIH%K -
BHEOTH 1 (5.9%) . IFEEREREE 1 1 (5.9%) . FRIREEEES 3 61 (17.6%) |
MHRRREE 3 H (17.6%) MU infusion reaction 1 ffil (5.9%) MO HNT-, F7-. HIER
EIE, DR, Mk, 1 BBERA, SEtEl/ MrRBUD SRR, TR, BHREREE.
BIRMEE, MK - SRk, EEOKRERS, HIRMERERE, TREEKERS, XX
OS5 EIRERITRD b ign o Tz, KEIERBBRIUILZEZROBRESFS (BRARHRA
EEREZET) 2EBOEERELTT,

@ WIS IARER (CA209205 #BR)
BHEHRERIT 238243 il (97.9%) IZRO B, KA E ORBEEBNEE T RWVWEE
T 185243 B (76.1%) (ZFRD BT~ BEEN SN EORIERIZITERDO LY T



HoT,

# 2 FEBEN 5% EORIER (All Treated Subjects)
Bl (%)

[sl=p~=—d I I\
ﬁgii T AAIEE
(MedDRA/J ver.18.1) 243 fl
4 Grade Grade 3-4 Grade 5

ERIEM 185 (76.1) 48 (19.8) 0

I HPERIBUE 13 (5.3) 6 (2.5)

[=3

FROIR I RE (X TE 14 (5.8) 0 0
]

[0 14 (5.8) 2(0.8) 0

TH 34 (14.0) 2(0.8) 0

T 24 (9.9) 0 0

M - 19 (7.8) 1(0.4) 0

% 50 (20.6) 2(0.8)
FEER 21 (8.6) 0

[

AT D KG 33 (13.6) 1(0.4) 0
|

TI=UT I RNTURT =T — BN 13 (5.3) 7(2.9) 0

TANRGXUET R ) N T AT 2T —EHM 14 (5.8) 5(2.1) 0

U 3—EHIM 14 (5.8) 93.7) 0

RAfR 19 (7.8) 0 0
]

HEJm 14 (5.8) 0 0
]

% 9 FEE 21 (8.6) 0 0

KI5 28 (11.5) 2(0.8) 0

ek, FVEMERER 15 B (6.2%) . FREUHRMARIE/ X A4/ 3F—19 5l (7.8%) . K5
%« HEOTH 6 (2.5%) . FFHEREREE 22 i (9.1%) . FF& S Bl (2.1%) . HIRER
PRREREE 28 B (11.5%) | HHIRFEE 40 B (16.5%) . BHEREREE 4 B (1.6%) . MHk -
BEEESE 1 B (0.4%) . EEOKEREE 3 F (1.2%) . FEIRMEERE 16 (04%) .
infusion reaction 38 5] (15.6%) . &S 2 5] (0.8%) M TONSE DA 2 B (0.8%) FED
b, £z, EEGEIE, DK, fhgk, | BUFERIE, St MM SEBER |
BB FEE K O T RS IR b o 7z, REWERARHIRIIL Y ZES O R
S (BAMREERELET) 280EHERERT,



(R - AE]

AR ORBEMEYBETT L EZFRALZY I 2 b— a2k v, AHI3 mgkg (K
H) XL 240 mg & 2 B TS LIZBoRK O MEHIRENBRET SN, Ok
B, KEKI240 mg #EH LT-BEOBREEIL, A 3 mgke 25 LI-BOREE & iR
LTEEZ =T ETHISNZEDOD, BARABFICEBWTARENERINLTWDHH
- HE (10mgkg % 2 BB CEE) TARFIZ#&E LI-BEOREE & ik L CEE
AT ETRISN (TR M T EROERBIZBIT 57 —ZI2ESE K 3 mgkg
(fAE) X240 mg % 2 BEE TR E L-BORBOBREE & FohETZ et &
DORE A MRFT T 2BERST T AR S, BEBEEIZ OV TR T OV R &,
EROAE - HEOM TEIMER L EMICHAfERZR TRV TR S Lz,

R3I FKHOFEYBENTA—F

)Eﬁfﬁ . Jiﬁﬂ Cmax Cmindl4 Cavgdl4 Cmax,ss Cmin,ss Cavg,ss
= (pg/mL) (ng/mL) (pg/mL) (pg/mL) (ng/mL) (pg/mL)
3 malka O2W 51.6 16.6 243 113 62.1 77.6
3 mg/kg Q (352,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 34.1 159 87.8 109
240mg Q2W 1511 103) | (152.34.6) | (25.1.47.8) | (102,254) | (41.5.158) | (62.1.187)
191 613 90.8 398 217 278
10me/kg Q2W | (147 919) | (512.792) | (79.0.114) | (331.532) | (184.313) | (237.386)

FORE (5%45, 95%53) . Q2W 1 2 IR, Crmax : FIEIER 512 O @ MG FIREE, Crminaia : FIEIZ 51414
HE Iz Z)l%ﬁiﬁl?%q:‘{%E\ Cavgdl4 . *ﬂ@&"??&]‘”ﬂ H i(qutng%sq]{%gx Cmax,ss : E#%E&‘zﬁ
F 2@ ILE PIREE . Coinss @ EFIRIBICIS T 2 BARMILIE TIREE . Cavess @ EFIRIEIZ I 1T 2 A IMIF
b33



4. FEERIZOWT

ABGM L L THERARERE (25 PHEonT0nd I b, Ykt s
UNZEMTE DX THOIVEND D, TOET, KAIOEENEY) 2B 2207 -
E L. AFIOBREIC XY BEZREWEMZFH LIZBRICIST 2 2 N nE iz, LU
DO~@DT X THEE-THFICBWNTHERTLIXETH D,

O MEFRIZOWT

O-1 TiED (1) ~ 5) ODWTNNITHEET LR THD Z &,

() BFEAEFEBKRENTEET 505 V2B EEILRIRBTE BB RS V2 FE LS IR .,
Hitdel ) /U2 B ML SR E . iU AURSIRIRE 2R &) (SERK 30 4 4 A 1 HIRE R 1 437
M%)

(2) HrEREERE (CER294E 6 H 1 HRG @ 85 sk

(3) #LENFRFNFENEE T D0 AR REEERRT (D ARSIEEIE R R, 25 USRS
W IRbT. 2 ARSI HEE R R &)

4) A FACFEFEEZRE L, SR FERIEMNE 1| UIASRILFRIENNE 2 Offisk
AR DJEH AT > TV DlaR (ERC28 7 A 1 HIRFAR : 2540 fiax

(5) PrEMERESEAL S EEME ORI R D BHEIT > T D hEs% (AL 28 4 7
H 1 BB ;1290 Jifia%

O-2 HHEAR VX ) VRO LR E K OBIER SR ORI+ 72 H5k & 1%
BraFoEM (TEOWTINIZEY T DER) 2N, YZ2BEROARFNCE T 218D
EEEELHEBEINL TS &,

*

o  [ERGFFRER 2 FOWEMHEZ KT L2122 5 FELL EON VIGEDEERHE %
fToTWHZ &, 96, 2F L EIT, PAEMEEY L LIZERRIERZONE %
THoTWBHZ L,

o [ERNGFFERERL 2 FOWEMHEZ KT L2122 4 L EORKREREZE L T\ 5
Z L, 9B, 3ELEIT, EMEREMRER O ALY E A & TR R Mk OHE
BT TCWBH I &,

@ BEADERLFEREBOKHIZOWVT

EIRMERERIEE T H2EENEE Sh, BEAENOOFRED, Ao - &
SHEEFAEROEE R CEME I3 D FEREME, AEFELNREE LIHEGOME
EW., ENESODIATONDEHENE-TWDE L,




@ BHER~DRISIZOWNT
@-1 fEsR A HIC B4 5 B

MR RSO EEZRBIEANRAE LB, 24 BERERZEERH O T, YiZiisk X
VBRI 23\ T, BB L -RBWERICIS U CARBREE KO CT ZORIVER ORI L4
ERBREOKENY B RICE G, BEHICKISFREREHNE S TND Z &,

@-2 ERWEFEEICL 2AFESINCET 2 EMS

WAIRIZEED 5 H MMM CKEE2 A T 2ERIEEE VRN E=2 1 7
EEGOERDOA V==V 7 2TVERE LIEREZ A TE 2 F — LERMEHIE
HINTVWDZ &, Rk, BHEEHICHOWT, BDAUEBEE L EZOFREICHZIZEMS T
WhH &,

@-3 BIfEHOZErox NI LT
BIVER (FVEMEREREICIN 2 EEMENE., 0K, ik, BEUHREE., KIBK.

BEEO TR, | BIRERA, ITRREREE. FRIRRRERES, miRfEEs, BEE (B re -
FRABEREMEB RS . BIBRESE., Mk, EEOKEREE., fFFIRMLERE., infusion
reaction, SV M/ MRIBUDMEEEBER (ITP) | B OE IS, e R EE, OiEESE (0
FEAE) « SRR - OEHERISMES) . IR ) 16 LT YakiEk XTI R
B DO HMMEZH 3 D EA & EE L (RWER OZE-CRISICE L TIRERUOSE 23201
ODILOEHICHLZ L), EHITHEURLEN T LEHINESTWDL L,



5. BExBRLRDBE

(Z &M+ 2 FEH]

O TRICZYTIEFIZOWVWTUIRFORENEZ L INTNDLZ b, 52T
bipnz b
o FAEIORS IR LIEBUE DBEERED & 2 BF

@ RFERTOFMEICIH VT TRICEE T 2 BE IOV TEL, ARIORSIFHES LRy

D, MOTEFEFUR D R WIGBEICRY | BEREICAHZERT 52 2BETE D,

o HEMEMEREOEGH I EO® 5 EE

o JaEEGHRE CHRER 2RO 5 EBE K OTEBE O KU B2 G il 7
FE ORI RIETEZALN A B D BE

s HORERERBOEH, UTBMERZE L IIEHRMED B R R EOBERED
b Do BE

o JEssBEE (EhEMRBEELZT) OboEE

e ECOG Performance Status 3-4 @V &

[(FEIZBEd 2 HIE]
O HZREMLHMRBHEL DT LY X o< 7 ITHEGUE IR O F 3 T EEEE
DEMAYRE D F ) UANBEEFEIZB WD TEAROFEMEN RIS TV D,

@ TRICKET 2BEISHT 2AFORE KR OFERAFTIEICOWTE, KEIOFHME
WHESLENTE LT, KADOTREFHR LRI,
o ALFRIERIGROEE
o MOTUEMEEA L OFH L TREG Sh o BE

(D ECOG @ Performance Status (PS)

Score TEF%

0 | @< TEHTE D, Ml sl U HEAEESHRZ ATZ D,

PIRBGIZH LUVEBNIHIR S 220, BATRIRE T, BAIEEEE > TOMEEITITO 2 LN TE D,

Ul moss, wsEe

BATARETH T OHF OEIY O Z L1 3T RCAEEEDMEEILTE 2V, B O 50%LL B~y R4S

Rk

3 [RONZHSDOHDOEY O L LHTERY, RO 50%U EEXy Rk CiId,

ELET RV, HOOHFOEY O Z L3 TEhy, BRIy KR+ iR,
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6. BREELTHETREEH

O WACEFICN  BERFEER DR 2 @B 1T D & AR O Feik & ONE Ef#
RO DI LERERE B L T BHERAT DL Z &,

@ IRERLRICENL S, BEUIE OFRICEIER OfERMEE oA L, REEE
ThoEETHZ L,

@ FERBUERAO~RT AL MIONT

MEMEMEERNH DN D Z ENBH DT, AFOFKEIZHT-->TiL, FBERIE
AR (FRIRREE, Zuk, REEE) OMELOME X BRE0FEmSE, BlEs+50
ZATO T &, Flo, LEIDEUTEE CT, MiF~—U—FOMELXFEMHT D
e,

RENOFe 5 IXEE O infusion reaction |Zfi z CERABRIC 7%t Tx AU
21T 7= ECRAtGT 5 2 &, £72.2 [BI B LAREOARHF|# 51512 infusion reaction
NHHOLNDZ L bHDDT, KEREG R OEFIEGHET#HIT A Z A
YERET 5%, BEOREBE+SICBIET S 2 L, 72, infusionreaction &
FEL-HE I3, £ TOMBEROERPTERICEET 5 E CEE L2 +08lE
T5HZ L,

FURIRESREFEE N O DD Z 03 5 DT, KAIOF 5B taaT & O 5-H#1fH
HILE R BRI RER A (TSH., 0#RE T3, 0E8E T4 S ORIE) 2EMT 5
&,

KRN OFEEIZ LY WMEORERISIZEE T 2 &5 2 DKL REECWEE
NHOLLNDZ ENDHDH, BENBDOLNIZHEIZIE, BRLEFLZISU
BLFRY 70 15k & R BR & e D[R & U CE b AR RR2 Il 217V B 0%k
FOSIZ X D BIWERA D SO 25 E1TIE, AFIORFE T, R OEIFERE R
WERIOBREGEEEBET LI L, B, BIBRKERLVE S OREICLYEIE
R OBEENRD HIRWIGEIZIE, B BB AR /VE - LSO Sz il F o180
LEETDOZ L,

PG TH%, BRI ARE L T LENERANERTLZENH L7,
KA OFEMETHRIZHBEWEROREBIZHDIZEET DT &,

1 BUERR I (BE | BERA 2 &) b bbiv, FERFEES h 7V F—v X
WCEDLZENDHLHOT, Big, Fl, EHEFEOEROFEHLMIEED EFIT+
DEETDHZ L, | BBERBEREDNZSGE I REEPIEL, AR 8
F O 5F DY B AT H Z &,

@ AHIOBERRBRICIHNT, HERBD 6 7 AUNIE 8 B &lc, FRLIREIL.
BEBRME D 1 EME TIX 128 T S ICEEOFMZ2IT> T2 25 EI,
AH G HILEHRICE G RE CHROMBEEZITHI Z &,
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EEERHEETA R4
=R~ T7 (EBinFRE#z)
(BRFE4 « AT AT 20 mg. 47— R AT 100 me)

YRk 2 949 A (FERR 3 04 8 AkED)
BASBE



SR/

1. 1ZUHIZ P2
2. KRFENIOFE, /ERER P3
3. BRFRAKAR P4
4. FEEXIZHOUWT P7
5. \EXG LD BRE P9
6. HEIZEL THETNEFIH P10



1. IIC®»IZ

EERRLOFNE - BEMEOTEFE DT DI, W STEZICES W@ E AR
HDb, SHIC, IWEOREFFTOMEAIC LY | FUAEIRS 2 & OFEHH 2 Hri /E A%
FEERLDEAREINDLIHT, 2O OERMZEICNERBFICERMLT 52 L DBEO
MRE & 7o TR Y REMBOEE & QEO AR # 2016 (AL 28 4 6 A 2 H MR E)
IZBWTH, EFMERLSEOFAORBILHEELZXD Z L LEENTND,

HHRERASFER M, EEERASRZEE T 0 7 7 A ADRBEEOERS S LR
RHZENDD, 0D, BIERONZEMEICET A ERNHSERET 5 E TOM.
YHERLOBRELZMSZIT 52 LRI NLBFICH L THERAT L L & b, BIfE
FANFEBR LIS LBt e g & D 2 & A ARE /e —E OB 2 7= 3 =R %EE ¢ A
TOHZENEETHD,

L7z o T, RIA RTA Tl BIBERELINETILELN TV D EFIEFH) -
Bl RHc S & UTOERMOKE ERZHEET 2880 b 0B, B X
FROEEFEEEZRT,

BRI, RKIA KT A A%, MSIATBUE NEELEREIRR S, ARtMENAR
BRI 7, —BALEEN B ARBARARES R O—BEMEN B RBEFSOH 0
& &R LT,

KR ERDERM AT VAR RREE 20 mg, A7 V—RRHEFHE 100 mg (—
% =A< T GBETHEEZ))
HEERDBEIAR : 2 AALERRIER ICHEE L@ bR R ee 20l T - BROFE
MEERIRERVHE  @%., A =RL~7 (EnFiz) & LT, 1[a240mg
Z 2 EIERRE CREEHET D,
7E A /NG TRt

i
(ol
i
3




2. AFIORE. (ERRF

F 7Y — R R ERE 20 mg X ORI AFEEFRE 100 mg (—4 - =R~ 7 (BTl
#z). LUTL TRHFD) 1, B ERTERKStTE A Ly 7 24 (BT U X M-
<A Y —X X7 A7 (BMS) ) 2BA% L7=t | PD-1 (Programmed cell death-1) (=%
THE MIgGs £ 7 a—F K TH D,

PD-1 (%, {EMHEAL L7 U > %8k (THfE, BMRK T F =27 0% 7 —T fMia) RKOE
BRI Z R BT 5 CD28 7 7 X U — (T MR OIEMEAL 2 BRI IE & BIZHIE T 5 5
TH) ICBT2ZAEERTH D, PD-1 IFHURRRHMIRIZFHELT 2 PD-1 U K (PD-LI
KOPD-L2) EfEA L. U SERICHFIE Y 7 v A LT UV oSBROIEELIREE %
AIZHAEI L TWD, PD-1 U > RIIHURRRMRRLSNZ B N ORR ~ 22 IEE A% I C 3 B
LTk, BEEREAEEBE) LUK LUEGHEMICIIT S PD-L1 ORE L& OETRF
i & ORMICBOMBERFRN H 5 Z & NHE I TS (Cancer 2010; 116: 1757-66) ,
7o, BEERAEEE CIHEEEE THRNEET S ¥ —T7 a2 H < (IFN-y)
IZL > T PD-LI OFHENFEIN, &8 L EEEKICI T 5 PD-L1 OFB L itk o
AR & ORIZIEOMBERERN H 2 & OE S & 2 (Sci Transl Med 2012; 28: 127-37)
X 512, PD-L1 % SR8 XS 7- 03 VMBialE, PURRRERA CDS 5% T Mifa ofifa &=
EMEZ T S 2528, L PD-L1 H1/£ T PD-1 & PD-L1 & O#ESZEET S &0l
EEEENEET D2 Z ENRENTWND, D Z NG PD-1/PD-1 U T2 RREEIL, 73
/AR FUR R AV T MO OWBEE LB 2FO—o L LTEX LA TN
Do

AN, RO R PD-1 OfMfasiEE (PD-1 U 77 > NEEHEE) I2RE L.
PD-1 & PD-1 UGY REDFEGEET L Z LIk, BAFUFRRERAZ T Mla0iE
PEAL R O AR BRI R 9~ 2 MRS IS M 2 58 - 5 = & TR et R 4~ 4
ZENER SN TV D,

IO OREDD | ARNTEMEER T 2872 RaEEIC VG Lo L #IFEE N,
BREEE L SR L LBRRBRLERm L, A, R OIEEI BRI,

ARAN O 1R HFF I 25 < HBIE DS RUSIC & D BIER SN B & b, BB XTSI
ELRREND D, BRI OREGEH R OHREGHIIT, BEOBEL 71TV, BENRE
W BT EITIE, FBL LI FRITIE U Tz BPR 72 5ek & 185 & RS BEAT & L Cil
GIERIR M ATV SRE O SIEFURIC X S BIEA S DI 2 B AIC I, BIBEE AL
L HI OB 5E OB EAT D LER D D,



3. FRERAE
N IALEIRIES R U -G UIBR N RE 72 AT - B3R O BB O ARG HME 21T - 72
FREERRBORE LY =T,

[F2nE]
ERS L FFMAERER (ONO-4538-12505%)

20Ul B OALSERRIERE & A DB IR RIS U R O 1R R U R R RE 72 4T - FF%
OEE T EEFEETE (EFOFONREFTEAT LY ETSemlNIZNLE T 5 IR
) BE4936] (A ARNEE22600% 5T, AFIFEIZ0E, 77 BAREE1636]) ZXt5IT,
7T RN AR E LTRSS mekeZ 2B MR CREFELZ & EORIMEROZS
PEA Rt Uz, EEFMIEE Th 2 &AM (F o [95%EMXHE] ) 1L, KRFIEE
T5.26 [4.60~637] B A. 7T BREETA14 [3.42~486] WATHY . KENLZT TR
W23 LRI E BERIERE 2R LTz (O — FE0.63 [95%EFE XM : 0.51~0.78] |
p<0.0001 [/&%log-rank #7E] )

104 & — AR
ood AN 77tRE

08 -
07 -
06

05

ETE

04

03+

024

014

004

T T T T T T T T T T T T

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

at risk %k TIFARMECE
AHEB 330 275 192 141 94 56 38 19 10 5 3
JotREE (63 (21 82 53 32 16 10 4 3 3 {



[Zz2tE]

OENFEMAERE (ONO-4538-12 75k)

BHEREGIIAREFIRE 300/330 6] (90.9%) . 77 £ REE 135/161 5 (83.9%) 123D b,
1RBREE & ORI FEBIRNEE CE WA EFEFGIIAHFIEE 141/330 il (42.7%) . 7T &R
#E 43/161 B (26.7%) (2D LIz, WTNORETIHEBERD 5% EORIERIL TR
DBV THoT,

1 WTWHLOBETREEN 5%LL EOREIER
Bl (%)

BRI HR - —
A ” iNilpisa 75w AREE
(MedDRA/T ver.19.0) 330 161 f1
4 Grade  Grade 3-4 Grade 5 4> Grade  Grade 3-4 Grade 5
A F 141
2RIEH oo 34 (103) 4 (1.2) B 267 7 (43) 2 (1.2)

TR 23 (7.0) 2 (0.6) 0 3 (1.9) 0 0

I 5 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0

9 HEIE 30 (9.1) 0 0 9 (5.6) 0 0
895 19 (5.8) 0 0 5 (3.1) 0 0

PRF  AFIBEC W TRV MR BB 7 61 (2.1%) R RRIE / 2 A X F—9 {51 (2.7%) .
KRG - EEEDO THI 4 1 (1.2%) . 1 BLEERSF 3 61 (0.9%) | FFHEREREE 18 65 (5.5%) |
FFZ 161 (0.3%) . FRARBEEERESE 13 B (3.9%) . MEFEE 10 ] (3.0%) . BiHEaER
E 16 (0.3%) . TEMAEREREE 1§ (0.3%) | FRIRMEZERE 1 6] (0.3%) &1 infusion
reaction | 5l (03%) 2FBH L Lz, Fio, BEIEMESIE, LK. fHf. REMEMm/ MR
B PEEEEER ., RITMREE, EEORERE, MK - BEER, BERKOES L SRR ITRD
Lo te, RRWERABBRIMUILZFROMESESR (BRREERE 8 25
TEFERETT,



(M- AE]

KR ORFERFEYIEETTALZFF LY I 2 b—a kY., KH 3 mgkg (&
H) XL 240 mg 2 AR CEE LIZBoARF O MEFRENRT SN, Ok
B, KEKI240 mg #EH LT-BEOBREEIL, A 3 mgke 25 LT BOEREE & iR
LTEEZ =T ETHISNTZEDOD, BARABEFICEBOWTARENERINLTWDHH
- HE (10mgke % 2 BB CEE) THRFIZ#&E LI-BEOREE & ik L CEE
g E RIS (FR) M T EROBEEICB T 57 —ZI2HESE | AHI 3mg/kg
(fAE) X240 mg % 2 BEMEE TR E L7-BORBOBREE & Fo0E T2 et &
DR E A MRET T 2BBERST T ADEE S, BEBEEIC OV TR DT OV R,
EFROME - HEOM THEIMER NZEEICHAERZR TV ETRIS L,

£2 FEOEWEE T A—F

ik - Cmx Crindts Cavatis Crans Corines Cavgss
(pg/mlL) (pg/mL) (pg/mL) (ng/ml) (ug/mL) (ng/mL)
3 mefke Q2W (352 .760‘8) <l0‘17?'264.5) (17.23'333‘9) (75.231 71) (27?12,'107) (42.717,'?27)
HOme QW | (1 -7'2"?03) <l5‘22?‘354.6) (25.314}‘4:7‘8) (loé,5 254) (41 ?5??58) (62.ll(,]91 87)
10 m/kg Q2W (14;,9;19) (51.623 ‘;9.2) (79.90(?21;14) (33?,9232) (18421,1; 13) (23§:7§86)

FOE (5%45, 95%5%) . Q2W 1 2 IR, Crmax : FIEIE 512 O @ MG FIREE . Crinaia : FIEIZ 51414
HEBIZBIT Z)l%ﬁiﬁl?%q:‘{%E\ Cavgdl4 . *ﬂ@&"??&]‘”ﬂ H i(qutng%sq]{%gx Cmax,ss : E#:H(:ﬁfﬁ‘zﬁ
T 2 Bem MLIEFIRE . Cuinss © EFIREBIZI T D RARMIE T IE . Cavess © EFIREBIZ I 5 FHIMIEH
b33



4. FERRIZTOWT

EHEL Y X7 EHEEE (RMP) ([ZE-SE | A4 0 EEKL L M RIEEN~O W 7 (i
D LR T > T, AFNOFGNEI2EFELZDZH - fFEL. AFOTRGICEIVEE
REWER Z5EL LZBRICRIG T2 Z E 3B e 7= LT OO~Q@D 3~ T & 7= 37/
RIZBWTHEHRTHIRETH D,

@ MERIT2OVT

O 1 TR (1) ~ 5) OWTNMNIIFEE T HMETHDHZ &,

() BFEAEFEBKRENIEET 505 V2B EEILRIRITE BB RS V2 EE LSRR
HUIE S AV RSB EE B AR . MBS AVRSIEIRRE 7 &) (AR 30 F2 4 A 1 HIREA @ 437
e 7%

Q) HrEtkREmbe CERK29 4 6 H 1 HEFA @ 85 fifisk)

(3) FBEFFRFFNIEET D08 Vi FEEERRE (08 VRSB EIRPT. 7Y ARsiRE S
W IIRBE. DY ARSIRE S HEERPT /e &)

@) ARACFRIEEZFRE L, AR EFRIEME | ISR BN 2 Oheax 51
IR D AT > TV D feR (CERK 28 42 7 A 1 HFEA : 2540 fEak

(5) HUENEREG AL, & HANE Ofis BRI AR D IR 21T > TV 2 faak (AR 28 4 7
H 1 HEEA : 1290 fifizk

©-2  BEOCFRIER ORIERFEBRE OXIS IS0 2 a6 & Rz FFOER (TR
WL T DERM) 25, SE2FEBORANE T oRROBEE L L TRESH
Tnb Tk,

ES

o [EEIRFFEER 2 FOUHINHEZK T L7211 5 FLLED D AIRE DEERIHE %
ITHoTCWBHZ L, 96, 2FLEF, BAEWEEZ L LU-ERIESESOIHE %2
TP TWBHZ &,

o [EEIRFFEER 2 FEOMBPHE 2T LIRS, IMEREODAEMIRIEL G 5
FUEOHLEAIB ZDER 2T > TND Z L,

o [ERNGFFRERL 2 FOWEMHEZ KT L7212I1C 4 FEL EORRKRERZE L T\ 5D
Z &, by 3HELLEIE, EALIE O VFEMIERE & & T E L ER S O BRRAHE &
ToTWBHZ L,

@ BEADERGIFREEROMAEMHIZONT

EELERERIEETOIREENRE S L, BEAENLOFREQ, AN - &
EMEERZAFROEHEL VEME ST BRI FEFERVEELLEEORE
EHB. FRESNITITON D EHEINE > TND Z &,




@ BIER~DORIRIZ2OUVNT

@-1 fERRAEHIZEEd 52l
MEMEMEREOEERBIERANRA LRI, 24 FERZEEHIO T, Y%k X
VBRI 23\ T BB L -RWERICIS U CTARREE RO CT ZOFIER ORI 4

FERBREORKRENY B RICE G, BEHICKISFREREHNESTND Z &,

@-2 EERERICL2AEFSRINCET 2 E S

DAIRIZEED D EMN R L OB A2 A T 2 EREEEVRIERE=2 1 7
EEOERDOAY V== T HITOWERE L FEREILE CTE 2 F — LEREKHINE
fESNTWDZ &, ok, BIEEGFNZOWT, DABRE L ZOFKRICHDIZEm ST
W5HZ &,

@-3 BIfER ORELoRITITBE LT
BIER (REMEMZEERICINZ, EEMENDE., OfHK. Bk, B RARE. XK.

HEOTH, | BEERKE., IFHREERES. FRBEEERES, mRES, BEE &F1re -
FRAEREMEB X ZETe) ., RIBEE, Mk, EEORERE, FURMLERE, infusion
reaction, $0J% M M/ MR MESREENR (ITP) | i@ EE OB RIG, RIE IR ENE, OlEEE (0
FErlE) « AR - OEEBAMUES) . iR M) 123 LT, BEkiak STl BEE R
RO HEMMELE T HEM & EE L RIEROZE-CHISIZE L THREROIR A =T
ODNAERFICHDHZ L), EHICHETIRLENTE HEGHNE-STWDL 2 &,



5. BEXRLLDEE

[Z 2B+ 2 FE1E]

O TRICHEYTHIEEI OV TUIERFIOBENEZD L SN TWDH I EnD, HEZIT
brenwz &,

AHN DA% LIEBUE OBEERED & 5 B3

TRRETOFHIIZ B W T TRRICHEY T D EBE IOV T, RADOBGTHELE I L)

AR

ORISR D R VGEICIRY | HERICAKIZHEHRT 2L 2BETE D,
FEMEMEEOE N XUIBEED & 5 BFE

b 0 1] {6 i A C TRV B & RR 00 D BB e ONEH B O Uit i At ik 2 <0 SRR e P i ¢
FEOMIZIIENEE N A O D BE

H O REEEOAED, SUTEBMERN R L IXERED B 2 e REROBEERED
b 5B

s e (EMEMRBERE L 51y) Db DEE

ECOG Performance Status 3-4 "V 0 #3%

(BB 3 5 F1H]
O TROBFICEBWTEARIOFDENSBIESILTWD,

2 DU EDALERRIERED & 5 IR RE 2 AT - B BEEE

@ TFRICHY T 5 BEICHT 5 AAOEE R O HEIC oV T, RHIOH S
PR SN TROT, AROBRTIG L 72 BRI,

—WRIGE R O ZIRIGE & Z 1T TV W EBE
1% A6 Bh R
fh OFLEMEERA & 0P L TR 5 S b B

(D ECOG @ Performance Status (PS)

Score %

0 | &<MERIEBTE 5, AL R U EAENHIRR <1725,

) AREIZIE LUVEENIHIR S5 08, BITRIRET, B{EESE > CTOMEEIZITY 22N TE D,
B \RNFE, FHIEE

5 BATARECH D OHOEIY O Z S 13T CRBEEAMEEILTE 220, BHO 50%LL B3~y RAACilg =
D

3 RONT-ESDHEDOEY DL LNTERY, HPO 50%U 2Ry RkFCERId,

4 ELENT RV, BooFOED OZ LiEe TEXR, BRIEy KR CiId,

9




6. BEIZEEL THETREFH

O WA XEZ IO, BUEIRGEER DR 5 BB 225 X ARF| O FeiE K OVl IE
O DICHLEREREHDICHR L CHOERT D Z &,

@ JRERRMAICIENL D, BE UL E OFRICEDIER OfEEE -+ L, RE 425
ThoEETHZ L,

@ ERBIWEHO~RT A MMZONT

MEMEREENRD HOND Z ERH DD T, REIOFEEIZH 72> TiE, BERIE
AR (FRIRREE, K, RBEE) OMERLOME X BREOFEmSE, BlEs 50
AT Tk, Flo, BEIISUTE CT, MiF~—0 —F0OMmEZEmT 2
Nl
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