Al HEE T A N Z A >
=A~7 (B )

(Wx7edn « A7V —ANRHEEE 20 mg, 472 — R EHFE 100 mg, 472 —
A S T 240 mg)

~ B~

T2 94 H (FRR3 041 1 HYET)
JE A T8
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L. 1ZC®IZ

EH L DA « ZEVEDOHER O T2 DI, ISR S Wl IE 22 23R 0
BND, 6T, TEORFRENOESRIC LY | FUREZS e & O HH0 72 8RR
FREHR D AR SN D P T, 2 b DEHM 2 BIC LR EE TR 5 2 L BB
ML 0o TR BREMBLEE & SO FART #2016 CFRk 28 426 A 2 A B E)
IZBWTH, FHNERGEOERORE(LHEEZ XD Z & L ShTna,

BELE R S, EEEHSCZ 2T e 7 7 A VBB OES S E SR
BRHZENDDL, O, AWEROLZEMEICET D IERA+0ERET 5 £ TOR,
YK EEGOBEL R ZIT 52 ENIFF SN BEICH L TEMT L & & bic, BIE
N LTI Bkt S % & D 2 & NAHER— 8 O B: 2l 7= I g B <
THZEREETHD,

L7725 T, RKIA RTA Tl BBBEREL I E T/ LA TN D EFIEF -
BEFR RN EES & | LT OEEG O K2 A2 HEE T 28080 b B R B & X
HEROEEFEHE =T,

I, RIA BT A %, MSIATBAE NEIR G ERE I OHE, ASHEEANRR
BRIR I o . —MRAERTE N B ARERIR N E 2 M O — it HIE AN B A RS2 O 1
HDH EERR LT,

RS L I BEIRS, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4
— R EEERE 240 mg (— 4% - =R~ T GEfs-## %))

RZERDRREUIR « IR EIBRASBE SRR 0 B il

MBERDAERORE - BE, A=A ~T GBiaf#L %) & LT, 18 240mg
% 2 RN C AT 5,
(L ZFEARIRIR OIRIEUIBRA HE XU TSR o Bl A 12k L C
A AT (BEFHEBRZ) EOFHT 561, @, A
X=AN~7 GBI z) & LT, 18240 mg % 3 HEHH
AT 4 BLEHEET 2, T0%, =R~ 7 GBI z) &
L. 1[8]240 mg % 2 A RIks CAmErET 2,

B I 5B 3O /NP TERRUSAE

(%)

AL B35 v — AR A SRR S0mg (— 4 A BV A~ T GEIs1HLIRZ))

DIFRE TN R, HIER O H &

2 RE X% 2h B ARIE YIRS RE U TESRME O B

MR OCH&E: =R~ (BaHEfiz) Lotz T, @, AL

) A~7 GEfa#fez) & LTCI1IE 1 mgkg (KE) % 3 H#H

kR C 4 [ EET 5.




2. KRANIOFHE. TEREST

F 7V — R I ERE 20 mg, [FLSIEEE 100 mg K& ONELSEEHTE 240 mg (— %4 - =
R~7 GBI Z) . LUF. TRAD X, DN TERASTE ALy 7 X
f BEZTV AL e<w A Y —RX 2747 (BMS) t1) 23B8% L7= & k PD-1 (Programmed
cell death-1) (Zx4 2 b MMl 1gG4 €/ 7 v —FLHIRTH D,

PD-1 1%, &M L L2 Y 38k (T A, B AR N F 2 7 0% 7 —T fifn) KOVE
BERMIRIZ R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B0 IE & BUSHITE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFELT 2 PD-1 U 4 K (PD-LI1
FOVPD-L2) EAFEA L. U o SERICHHIME Y 7 v niE LT U v EROEMAIREE &
BIZFRET L TWd, PD-1 U W NIFHURE MBI B b O 2 22 SRR T8 B
LTk, BMERAMEBE) LU L EEMMICI TS PD-L1 OFEEBLLIEDELF
HIM & OMICADHEBEBRN & 5 Z & HE I TWv% (Cancer 2010; 116: 1757-66)
F o EMR AR ISR T MlaS AT 24 v X —T 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMARRIZI T 5 PD-L1 ORI LD
AALEHIR & ORNCEDOFBIRRE N & 2 & DHiE S # 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 H S E -8 AMiaiE, PUsRFER CDS Btk T Mifa ol fafs
TEMEZ 59 S 54, H1 PD-L1 /KT PD-1 & PD-L1 & OfEEEET S &2 OHIN
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AR TR R A7 T MR O OB A BT 5HFD—2 L LTEX LT
Do

AFNT, FEHEBR OFE R DS PD-1 DML EIR (PD-1 U H > RS HEE) ITHEE L.
PD-1 & PD-1 U T REDFEEZEILET S Z EI2X 0, BDATURFFRN e T MO
PEAL K O AABIRNE k9~ 2 MBS TG M 2 58 5~ 5 2 & CRefc e PuiEgsh R 4~ 9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC 20 55 Lo L MIfF S,
R IR R A b B & U T BRI 2 S U L A 2 K OV DS AR S AL 7z,

ARHNO BRI 355 < BIE DS I & 5 BIWEISEN 8 B i, ol UESETIC
FH AN D D, AR ORGP ROREHIIT, BEOBBETHITO, BENRE
0 & NI EICIE, FBL LT BRI U 7= BRI S & 8 2 #5DERT & 34 L i
GBI AT, BEOGRIESUSIC X B BIEMA D BB AL, BRI
BN DR G E OB I E T D BERD 5,



3. RS
FRIBYI R A BE S THE RS ME 0D B M BaEs oD K RIS (2 34 2247 - 7= 3= 72 R 3Bk o i &
<Y,

[H2hE]
OEFEILFEFMARRER (ONO-4538-03/CA209025 7b#)

MEFAEREERZ AT 2HEMEEGEA (TF T =T A=F =T VT Tx2=T
XY IR=T ) AT TRIEIE A A 9 D AT SO TER RS 0D 38 I R R el e AR
821 il (HARNBE 63 Hlzgte, AKIRE 410 ], =1 U AZFE41H]) ZxRic, —
R ARERRE UTAA 3 mgkg & 2 BN CAEMEEE L & oMk 0%
EMEZ R Lo, EERHIEE Th 224 (LT, ToS) ) (i [95% (54X
1) 1%, ARFIFET 25.00 [21.75~NE"] Z A, = U LAARET 19.55 [17.64~23.06]
AATHY | KANT=1 Y AR LHFEHFRICH BERIER 28 LTz (N — R 0.73
[98.52%FHEX[H : 0.57~0.93] | p=0.0018 [J&%!| log-rank fE] . 201546 A 18 HT —
By NAT)

1.0
0.9
0.8
0.7 e
s 067
17 0.5

= 0.4+

0.3- 8Ee--0

—A— AHIE
O INOYLE

0.2
0.1
0.0+

L L S L SO DL B BN B L
0 3 6 9 12 15 18 21 24 27 30 33
at riskE £77EAR (B)

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

X1 OS O HRf#EHTHE D Kaplan-Meier i




F7-. BARNIBER 63 ] RFIEE 37 #il, =1 U A ARE 26 1) @ OS (Rl [95%
EHEXE] ) 1%, AFIBET 2737 [23.62~NE] # H, =1 J L ZAETNE [NE~NE]
HHTH-T- (Y — R 1.50 [95%(EHEX [ : 0.49~4.54] ) .

o HEERRE (BUF, [FIER)

1.0

0.9
0.8 1
0.7 1

0.6
£
77 0.5

§§04-
0.3
0.2 1
0.1+

0.04__

—A— KEB¥
kD IO LR BE

e I T ©

0
at risk X

AHEE 37
INAOYLRAEE 26

9

12 15 18
H1F8AE (B)

35 35 34 24
24 24 24 20

21 24 27 30

16 8 4 0
15 9 3 0

2 HARANEMHIZEIT 5 0S O HffEHTIRF O Kaplan-Meier ik



QEFEIF S MFHRER (ONO-4538-16/CA209214 7 5#)

(LRRIEARTRIE ™ OHELTHE U TSR O W T R A B M e g ;B 1,096 61 (H AR NGBS
N2 HEGEL, AY LT Bz 0 CUF, TRAI+A B A~7)) i
550 i, A=F =78 546 f) AXGI, A=TF =T EXME L TR+ A Y AT D
FIME M OV 2 et LTe, FEFEHBIEE CT& 5 International Metastatic RCC Database
Consortium (LLF, [IMDCJ ) U A7 43%8% @ Intermediate &2 O) Poor U A 7 DB (AKH
+A Y A~ TREAS B, A=F =T HE422 ) ICBT D OS (FRAE [95%(FHEX ] )
%, AAFI+ A BV A~ T7EETNE [28.16~NE] 7 H, A=F =7 T 25.95 [22.08~NE]
THTHY ., AF+A BV AT RHUIA =T =7 RHIK LEHFIIICAE B RIER 27~ L
7= (= R 0.63 [99.8%(ZHEX 4] : 0.44~0.89] | p<0.0001 [JEH#! log-rank #7E] . 2017
FEHTHT—H Ay "A7)

*1 BRI X 5 R RIEOIRRER 2 WEBE, 72720, LLFOBEITSHIGREICE DR,
SEABIBR FIRE 72 B IR E [k LT 1 FEEEOMTAT UM MBIRE (7272 L. & N SRR+
(LLF. [VEGFJ ) XIZ VEGF ZZREZIEN & LI-3EKN 2 BR< ] AIETT S, A-oiiRi1 it
BAEBRIEO RGN D 6 7 B UL ERRIBZICTER Li-HEe
*2 AAI 3mgkg (RE) LA BV A< 7 Imgkg (KE) Z[F HIZ 3 AFFNET 4 BLEHE L2,
AH 3 mgkg (KE) % 2 BREMRECAREEE Lz, FHESRICBOTIE, A4E2EPICEE
L., AV AT IEIARFOBGHKRT NS 30 oLl EOMREE BTG 2Bt LT,
#3 0 LLFOO~@DWFIUT B %Y L2V AT Favorable U 27 1 XiT 2 HA &= 3H4CT
Intermediate ¥ A7 | 3 HHHELL L& 38545 121% Poor U A7 & &z,
ORI & 2 ST B ARTRBR O BEAEA BT £ T 1 4400, @Karnofsky — iR TE 80%AH |
O~E /v BB R TIRASH, OIE% OB LY 7 AMED 10 mgdl 2B 2 5. O FER-ER
FEYEE EIRAZ 2 5, @i/ MR EEHEE FIRA B 2 5

10 D‘Q\—\
0.9 ',___:\\\‘\
T —~
_ o8 B ——
s 0.7 TN g
A e
= 0.6 L ey,
z 'N
> -
o 0.5 e
S
£ 0.4
-
% 0.3
& —_— T A Y AT
0.2 ———m AT TH
O A FTED
0.1
0.0
T L4 T T T T T T T T T
o 3 G 9 12 15 18 21 24 27 30 33
Overall Survwval (Months)
AHI+A Y A= TR 425 399 372 348 332 318 300 241 119 44 2 o
A=F =T 422 387 352 315 288 253 225 179 89 34 3 o

3 0S O EfiFEHNTRF O Kaplan-Meier it
FEMT T RAER] : Intermediate & O Poor U A 7 &

6



72k, EBILFEF IR (ONO-4538-16/CA209214 #ER) (23 C, IMDC Y 27
7FE7N Favorable U A 7 @ B X F HAHIIE H OfAT M GHEEF & S ieho T2, Ykt
BRIZHLA AL S H7= Favorable U A7 OFBE DT — X IZHES X | RBEMITIENT 21T - 72
R, AR+ AV A TR L CA=F =T HTRFRERME LTS (T
B,

0.7

0.6

0.5

0.4

0.3

Probability of Overall Survival

0.2 AR L TR
_____ AT TR
0.1 ORUL : $TEIY

0.0

T T T T T T T T T 1 T T T 1
0 3 6 9 12 15 18 21 24 27 30 33
Overall Survival (Months)

AHI+AEY A~THE125 124 120 116 111 108 104 98 78 27 2 0

x=F=7F 124 119 119 117 114 110 109 104 84 32 3 0
4  OS O [EfiFEMTRF D Kaplan-Meier ik
FEMT KT RAER] - Favorable V) A 7 &



[Ze 2]

OEFR L[ AR (ONO-4538-03/CA209025785%)

BERFGUIARAIRE 397/406 B (97.8%) . =1 U A AHE386/397 # (97.2%) (272
HAL, TREREE & ORRBRAGIE T E RWAFHEGITIAAIRE 319/406 1] (78.6%) . =~
= U AR 349/397 B (87.9%) ITFBWD ALz, WAL DORE TIHILED 5%LL Lo gIE
HIZTTEROEBY THhoTz,

K1 WINHLORETHIEDN 5%LLEORITEA

Bi%x (%)

[sl= g NG
Rt A =<a AR
" 406 1 397 5
(MedDRA/] ver.18.0) 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

2RIEA 319 (78.6) 76 (18.7) 0 349 (87.9) 145 (36.5) 2 (0.5)
MiEIs LV >R bEE

B 1 32(7.9) 7(1.7) 0 94 (23.7) 31 (7.8) 0
W WREE

FOPR IR A REAR T E 24 (5.9) 1(0.2) 0 2(0.5) 0 0
H ks

{550 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

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

A% 8 (2.0) 0 0 117 (29.5) 17 (4.3) 0

Mg - 24 (5.9) 0 0 36 (9.1) 1(0.3) 0
—f% - REEER L OB GENORE

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

I8 57 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

KB S NE 11 (2.7) 0 0 75 (18.9) 12 (3.0) 0

AR M 17 (4.2) 0 0 56 (14.1) 2(0.5) 0

TEEN 34 (8.4) 0 0 37(9.3) 2 (0.5) 0
FRIR R A

M = L 25 m— L HEN 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

Mz L7 F =8 27 (6.7) 1(0.2) 0 33 (8.3) 0 0

R 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
Rt Lok E

L AT a— L fiLE 2(0.5) 0 0 29 (7.3) 0 0

e L 9(22) 5(1.2) 0 46 (11.6) 15 (3.8) 0

#w Y Z U %Y RifjE 5(1.2) 0 0 64 (16.1) 20 (5.0) 0

AR 48 (11.8) 2(0.5) 0 82 (20.7) 4(1.0) 0
B RR & O A RkiEE

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

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

S Y0 11 (2.7) 0 0 51 (12.8) 0 0

SEIR 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
PR ER. MOERIs K OMithm e =

I K 36 (8.9) 0 0 77 (19.4) 0 0

EF-% R 30 (7.4) 3(0.7) 0 51(12.8) 2 (0.5) 0

R 3(0.7) 0 0 41(10.3) 0 0

Jififig 2 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
KB L O PRk

SIERR G 2% 12 (3.0) 0 0 20 (5.0) 0 0

B S 26 (6.4) 0 0 33 (8.3) 0 0

T BEFETREN T ASREGERE 4 (1.0 0 0 22 (5.5) 0 0

% O FEAE 57 (14.0) 0 0 39 (9.8) 0 0

95 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0




¥, MEMEEE 19 6] (4.7%) . 5528 161 (0.2%) | AT RMRIE/ X 4/ 3F—56
Bl (13.8%) . KEGZ - EEO TH 10 61 (2.5%) . 1 BEERE 161 (0.2%) . FFHRER:
Fix 46 1 (11.3%) . TR 161 (02%) . FURIREEREFRTE 34 f51] (8.4%) . FhFRFETE 55
Bl (13.5%) . BEkaekEsE (RMEMEMER2£5%) 28 61 (6.9%) . EIEHREREE 6
(1.5%) . infusion reaction 21 {5 (5.2%) . FEEDLEREE 4 6] (1.0%) . TIEAEHKRE
fEE 2 B (0.5%) .« BESR 1B (02%) KROSE IR 161 (02%) ARD LN, £
fo. ERERNEESAE, OFFSR. oM MRS ESRBES . IS « BEREA M OVFRR f e €
FIEITRR O BV o T, AREWERRBLR DU E SRS (BRAMEEREE L ET) 25
CEFER LTI,

@HE B ILFFH MAEFER  (ONO-4538-16/CA2092147-5%)

BEREGIIARA+ A BV L~ TR 544/547 $11(99.5%) . A =F =7 532/535 1511 (99.4%)
IZRRD L, {BRELOREBEENEE CERVWEEFRIIAA 1A Y A~ TR
509/547 B (93.1%) . A=F =Tkt 521/535 Bl (97.4%) (RO LTz, WITIDORE
THELRN 5%LL FORIERIZTTERD LB Tholz,

K2 IR ORETHRIED 5% EORIEH

iR ok 'fﬁj;& (%)
EEEE'JT%@ KA+ A Y bv T RE A =F =Tt
%ﬁ EfDRA/J 200) 547 15 535 {3
€ ver-=% 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
EIEH 509(93.1)  250(45.7)  0( 0.0)  521(974) 335(62.6) 2( 04)
MR LY > RkEE 47( 8.6) 8( 1.5) 0 183 (34.2)  73(13.6) 0
2 34( 6.2) 2( 04) 0 83 (15.5)  24( 4.5) 0
M i BRI E 1( 02) 0 0 30( 5.6) 3( 0.6) 0
I BRI E 3( 05) 1( 02) 0 69(129)  32( 6.0) 0
i/ N E 2( 04) 0 0 95(17.8) 25( 4.7) 0
PG s 160 (29.3) 34( 6.2) 0 140 (26.2) 1( 02) 0
[EIkEY: = N 28( 51)  11( 2.0) 0 0 0 0
FR B RE TS 59 (10.8) 2( 04) 0 12( 22) 0 0
FOPR IR FEREAR T E 85 (15.5) 2( 04) 0 134 (25.0) 1( 02) 0
B IR 287(52.5) 41( 17.5) 0 430 (80.4) 67 (12.5) 0
e85 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
- REE 9( 1.6) 0 0 30( 5.6) 0 0
{5 %% 35( 6.4) 0 0 39( 7.3) 0 0
T 145(26.5)  21( 3.8) 0 278 (52.0) 28( 5.2) 0
M PN RZIG: 31( 5.7) 0 0 32( 6.0) 0 0
LR R 15( 2.7) 0 0 96 (17.9) 0 0
i 3( 05) 0 0 27( 5.0) 0 0
H R TR R 6( 1.1) 1( 02) 0 55(10.3) 0 0
BITIN 109(19.9)  8( 1.5) 0 202(37.8)  6( 1.1) 0
A% 23( 42) 0 0 149 (27.9) 14( 2.6) 0
Mg - 59 (10.8) 4( 0.7) 0 110(20.6) 10( 1.9) 0
—f% - RHEERLOBREEMOKE  314(574)  33( 6.0) 0 415(77.6)  75(14.0) 0
1 9E 72 (13.2) 8( 1.5) 0 91 (17.0) 12( 22) 0
95 57 202(36.9) 23( 4.2) 0 264 (493)  49( 9.2) 0
FENE D SAE 13( 2.4) 0 0 152(28.4) 14( 2.6) 0
A 25( 4.6) 1( 02) 0 29( 5.4) 0 0
FEE 79 (14.4) 2( 04) 0 33( 6.2) 1( 02) 0
Iige R A AT 210 (38.4)  111(20.3) 0 224 (41.9) 100 (18.7) 0
TI=2VT ) RN TVAT =T —
EHI 60(11.0)  27( 4.9) 0 50( 9.3) 8( 1.5) 0
72 7= 71 ( 13.0) 31( 5.7) 0 41( 1.7 17( 3.2) 0
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BiEx (%)

B e YA
ﬁg“iﬂﬁ AFl+A U 2~ ThE 2 =—F =B
" 547 51 535 51
(MedDRA/] ver 20.0) % Grade  Grade3-4  Grade s % Grade  Grade3-4  Grades
TANRTH T X R AT
= 7 —EHm 58 (10.6) 19( 3.5) 0 49( 9.2) 7( 1.3) 0
7 V7 F =480 35( 6.4) 1( 02) 0 35( 6.5) 2( 04) 0
1 RRR BRI A L 0 11 ( 2.0) 0 0 30( 5.6) 0 0
U —BHIN 90 ( 16.5) 56 (10.2) 0 58(10.8)  35( 6.5) 0
I R EREGR D 3( 0.5 1( 02) 0 40( 7.5) 23( 4.3) 0
RN~ el % 4( 07 1( 02) 0 73 (13.6) 36( 6.7) 0
(GNEEN 18( 3.3) 0 0 28( 5.2) 0 0
i BREGR 6( 1.1) 0 0 40( 7.5)  11( 2.1 0
Rftes L O E 156 (28.5) 48( 8.8) 0 197 (36.8) 33 ( 6.2) 0
1 I A 28( 5.1) 8( L.5) 0 10( 1.9) 0 0
AARIBHR 75 (13.7) 7( 1.3) 0 133(249) 5( 0.9) 0
B HSRE & O A HRRREEE 149 (272) 14( 2.6) 0 121(226) 5( 09) 0
RAHivR 76 (13.9) 5( 09) 0 39( 7.3) 0 0
7 P 49( 9.0) 3( 0.5) 0 26( 4.9) 0 0
el 17( 3.1) 1( 02) 0 36 ( 6.7) 1( 02) 0
PR R PR E 136(24.9) 11( 2.0) 0 253(473)  7( 13) 0
TR B 31( 5.7) 0 0 179 (33.5) 1( 02) 0
SEIR 53( 9.7) 4( 0.7) 0 65 (12.1) 1( 02) 0
M. MIEhis K OEhmmR S 107 ( 19.6) 8( 1.5 0 145(27.1) 10( 1.9) 0
I K 45( 82) 0 0 31( 5.8) 0 0
e R e 31( 5.7) 1( 02) 0 33( 6.2) 2( 04) 0
s 0 0 0 55(10.3) 3( 0.6) 0
fififige ¢ 32( 5.9) 6( 1.1) 0 0 0 0
eI $ KO TRk E 289 (52.8) 20( 3.7) 0 358 (66.9)  58(10.8) 0
R i g 40( 7.3) 0 0 46 ( 8.6) 0 0
ES 2w 0 0 0 29( 5.4) 0 0
FEE - R IEFEIRN TR ENE AR 5( 0.9) 0 0 231(432)  49( 9.2) 0
& D FEIE 154 (28.2) 3( 05) 0 49 ( 9.2) 0 0
W% 118(21.6)  8( 1.5) 0 67 (12.5) 0 0
B NITRZ SN 22 50( 9.1) 8( 1.5) 0 22( 4.1) 1( 02) 0
G 2( 04) 0 0 27( 5.0 0 0
T g 0 0 0 43( 8.0) 0 0
MRS 37( 6.8) 9( 1.6) 0 225(42.1)  87(16.3) 0
5 LT 12( 2.2) 4( 0.7) 0 216 (40.4)  85(15.9) 0

2B A+ A EY A= TRECRW T, ffReREE 136 1] (24.9%)
(17.9%) . HARMEERERE T 147 1] (26.9%) . BEHEEERET 46 5] (8.4%) . RHVEMEMGRE
B35 61 (6.4%) . KB - EEO T 36 il (6.6%) . D RS 20 #1] (3.7%) .
TEERPEREREE 24 (5] (4.4%) | BIEHERERETE 32 61 (5.9%) . 1 BOBEIRIE 5 61 (0.9%) .

e 701 (1.3%) . BEAEAHEEIGE 1 6#] (0.2%) . K -

. FPEERERE T 98 il

RSS2 51 (0.4%) . infusion

reaction 22 {4 (4.0%) . 52 & 9 48 2 5] (0.4%) . DG 1651 (0.2%) . #5728 2 51 (0.4%) .

B BARIE/ < A 73T —102 1] (18.6%) . NTR 761 (1.3%) K& OEHRfARZERIE 2 i
(0.4%) VRO BT, FTo, M RIS IR B & OB IR K 135890 B

inotz, AREWERFBURPUIRERS (MAMREMRE 51 28 0EERE T

‘@—‘O

10



[ - HiE]

AR OREMEYFETT L ZFHA LY 2 2 b— 3 02k v, AHKI3 mgkg (K
) NIE 240 mg & 2 MR TG L2 EROARF O MG R E DS BRET Sz, £ 0fk
Ry A 240 mg 4G UTBROBREREIL, AA 3 mgkg Zixh L -BROBRE & & ik
LCREEZrT & TFHENTZbDOD, AARNBEICBOWTHAEERNHERINTWDH
% - A& (10mgkg % 2 BRIFIR TR L) TARFIZ &L LB OREE & & g LTkl
o g e PSSz (F#R), MA TEBOBEEICK T 57 — #1255 & KA 3 mgkg
(REE) 1% 240 mg % 2 WFEFIRE TG L IZBROARF| OB FE R & Ao 32 etk &
OB A M9 DRI SOGT T AV DEEE S L, Y EBEIZ OV TIRE M T v o ki &,
FROME - AEOB THIME R OVZEMICHMERZER 1TV E TSR, 72, B
MRS BT 57 — XIS X AH 3mgkg T 240mg & A U A~ 7 1 mg/kg
Z 3 EMMRE TG LIZBEOARRORE R & Zettl OB 2 RiH) 2REKSTT
UBHEEE S, YKBEIC O WTIREI M ThN R, R0 L - AEoM etk
(CHARE R ERIT R  E Tl S LT,

%3 KHOEMIRE T A=

M - R Chnax Chnind14 Cavgd14 Cimax.ss Comin.ss Cavess
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)

S meke Q2W (35-521 .760-8) (10.17?'264.5) (17.21‘,"333.9) (75.1)1,3171) (27,612,'107) (42.717,.?27)

240 me Q2W <513%ZO3) <15§f§219 (25i?i78) (10&?254) (41iZ?58) (62a??87)

10 meke Q2W (14;?;19) (5121392) <7923§14> (33??232) (18i};13) (23§7§86)

OB (5%, 95%50) . Q2W @ 23 ] [EIME. Crmax @ #5192 O fe @ MG F IR . Cminaia : PRI 51414
HEICEHT DR IIE P UL . Covears : FIEIHRE%14H B £ TOFIHMIETILEE . Caxss © E i IREEIC I
VB eI PR EE . Crmings @ EFOIRREIZI 1T B ARG FIRIE . Cavess : EFIRREIZI T B ¥ Mg
R
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4. FERXIZDOWNT

{LEFIEBEIR IR O ARIABIBR A BE X T iR M o B M AR L 3~ 2 358121, A&GR
G UCTHERABGERE (2FRE) ST Tnas 2 et YERE 2 EuIcE
MTE LR THAIMNENRD D, O LT, EEL D X7 EHGE (RMP) (TS,
AN D B 22 MRS B~ D Wb SR 23 8 2 ik T do - T, A D $e b3 15 B 72 1R
Fa 2l FrE L, AFIOFEGIZ I BERREAZRBEBLLZBRITHIST 5 2 LA EE
7272, UTFTOO~@DFT R CEH-TIxICBWTHERAT 2 XEThH 5D,

O MiFxlzoWT

O-1 Fio (1) ~ (5) OWTHNIIES T HMEHTHD Z &,

(1) BAGEBKREDEET 503 AR REEEHLRPEE (BRE TR S A2 RO HEIL RUR P
il 23 A2 IR EERL AR T, MUY AR2IEIRPE 72 &) (CERK 30 454 H 1 HIRFA 437

i)

(2) HrEksREmbe CERL 29 4E 6 H 1 BIRS © 85 figk

(3) HBEAFERFNFNFEET D0 AFEEERPE (S AV REHETEEWRPL. 23 A sl
W DIEBE, S ARs R HERE R R )

4) A RALFIRIEE A FRE L, %ﬂéﬂﬁ%f?ﬁ?ﬁéﬂﬂﬁ1221%3%4[2%)?%7)[1%2@7}@ & B
R D AT > T D ftiag (CFERK 28 4: 7 A 1 HRFAL : 2540 fiigk

Q) #ﬁﬁﬁiﬁﬁlﬂﬁ@ﬁbu%m@ HILHEI AR D M Z T - T Dftiak (Rl 28 4 7
A 1 HRFA : 1290 fi sk

-2 Bl O K ORIWE T BURE O RIS 453 70 ik & ik BR A FF o R (F
KOWTNMNITEZ LT HER) 2, UE2REBORANCET DIEROEMTE & L ThE
ENTNWHZ &,

*

o EARFFEUTE 2 FOMMFHEZ R T LIZ&IC 5 4L LD D ATRIR O BIRIHE %2
ToTWDHT &, 96, 29U RIX, DAFEMIFRELY & UIZBIRIER - ONHE %
ToTND T &,

o [ERIFESE 2 EOPIHINHEAZ K T LI2&IC 4 FELL EOWRESREHS: O FRIHE
1o TR, 25, 2400 EE, BHALEE O 2 A SEMERE & & Te S ATRIR D EE K
HHEZIT-> T WA Z &,

© BENOEIEMIGFHE B OEKHIZ DN T

ISR PICEE T 2 5L DR E S, REEAEN O OFRED ., A2 - &2
é‘fi%%?ﬁ@‘%ﬁi@ﬁ@ﬁ&@[:%“ I D IEHIR UL, A HFFRDBEAE LTS E OWmE
EH . FEREHSLHIATONDEHIRE S TND Z &,
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@ EHEHA~DX I HONT
@-1 Hii sz (R BE 3 2 A

[V MM B O HEE R BIE 2L L72BRIT, 24 WFRIEZIERIRTHI O T, ikt X
IREEE S IV T, FEEL L2 BITERNOIE CCABRE L O CT S D RIEM O 24
HAMRADRERD Y H PGSO, EBISIS A RER AR 8-> TnDd Z L,

@-2 EFRUEFHIZ L DA FFGNISITET % 2t

ARSI D D BT 72 50 e O\ Re 2 A 2 BIRIERE D RIEE=2 Y 7
EEDITEROA Y ) == T ZATOWERE L FME A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAHNZOWT, DABE L ZDOFEEIZHHIHm ST
WnHZ &,

@-3 BIEHDOZWrCxR I LT

AWER (B MBI BREGEDAE, (DR, TRk, SO EAEE., KiK.
EAEO TR, 1 ANERIE, ITHReRED . FURIREEREIRE . MRS, BEE (Bre
PRADE RVEMEBR 2 ETe) . RIS, MK, BEEO LGRS, FIRLEZERSE, infusion
reaction, S ME M/ VRV PESREENS (ITP) | W8 O 9% KOG, IR R EME, OlFEE (O
o) « ZRAR - ODSPEIAMIGHESE) | iR ) (2xf LT, ek )T B e
PRI D EMEZ G 5 AN & EEE U (BIEH OZB-CRIGIZEE L CTRER SR 2320
LLRMICH D Z L), EHITHEYRLEN TE SEHRE->TWD Z L,
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5. BEXR LR DEHE
(5B 3 2% F1H]
O TROBEIZBWTARAOGIEDRFES LTINS,

o MEHAMFERZAGT 2PEEMEEN (T F=7, A=F=7, VT7
=T NYNR=TE) B ET LT RIERE 2 AT D RIGUIBR AR RE U TR D
RIS R (A B 5-)

o ALFRIERIGHEDIMDC U A 7 45%E7)5 ntermediate X [ ZPoor U A 7 TV (DARTEY)
PRABE XTI E OB EE (v Y A7 L OFHES)

@ FRICHRST B BE KT B AFIOB 5 OB THEIC ST, AFI DA B
WL SITE ST, AAOB TR L 72 B,
o ACEREARBIRE ROV A b A BB ORI S T 5 BE AT
% ARH B 15
. TR,

GED [t [F 45 AR ABR (ONO-4538-16/CA209214 #BR) (2B T, L FODO~@®D W HUZ Ha5% L
72 WGAITIE Favorable U A7 1 X0d 2 THH #7295 1213 Intermediate Y A2, 3B L &3
LAl Poor U A7 L&t (6 X—T&MH)

BRI & 2 ST D AR O BEIEA B 1 £ C 1 FARm
Karnofsky —fi%{KHE& 80%ATifi

~E T T E A FEEE T BRAT

WIEH D AN 7 MMED 10 mg/dl 22 5
IFHPERE DS Y LR 2 2 2

/R DS IV LR A % 5

CISICISICAC)
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[Zz 4EIc B4 % $H]

O TFTRICHEYTILIEFICOVTEHARIORENEZD L SN TWDH I D, F5 %217

DN &,

o ARHNDORSTI R UIBBUE DRBEERE D & 5 B

@ BRATOFHIZ BT FRISE Y T D BE IOV TE, AR OFEITHELRE S e
R, ALDOTRFERIRB D 2 WGEIZIRY | HEICAFZ A T5 2 L 2BETE 5,

o HEMEMREDOESUIBED H 5 BHE
o iR G TR R 280 D B M ONE B O U SR il 2% <l et i 2
DI IRIEMERL N A DI D BFH
o HORERBOEPH SUTEMERLH L I3FZEMED B SRR B OBER O

% 6 l%\%
o EEVBMEE GEMERMIaBREEE ST Ob b EBE
. Karnofsky Performance Status 70%A5 2 o Fg
(#2) Karnofsky Performance Status (PS)
Score TET%
100 EH, RRICHTDEEDOF N2, BBEIER
) L
A Y N EINDA \ N
EROEBDITRE, FHEEILRT, 90 | BORAIEREH B, EREHTE
80 D372 0 BRARSEIRD 0 5 23, 8370 L CUER OIEE) AT HE
% = IR, HE AT TR . 70 HyBHOMEHITE 228, EFOIEE) - 515
A - ° N N = N
e L CINEY et %, . - -
B K PBP D% T [ lcumh = ERCE 0, E& DS ADILE
e ° 50 | miREEE LI F#ES X OEMN R ERITA DS GE
40 i3, EOAREEL LORESNLE
BOED Do L s EsCcE R, s | 30 | ESBIT ABRREERAEES LEE STk
— o [5) I/\
FEOF E AEOFWELE LT 5, Rl : \ —
ittt W W = T NP2 S LT
R s ° 10 | SEMASE- TG
0 5t
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6. HEICERL CTHET REHIH

O WASCEZEION X, BOEIRFEES AT 5 BRFE I D & ARE O Feit KOG 1E i
O DI B R A+ ICHE L ChAT5 2 &,

@ REBIIAICENL D, BE T OFRICHE MR Okt z2 -+ L, FEz25
TobEhET 5L,

@ FEREMWEHORT AL MZONT

MEMEMRERD LoD ZENRNHDHDT, RFOEKGIZH T2 > Tk, BKIE
AR (PR RIS, ik, REVE) OMEFE R OISR X #f A O =%, Bl a 145
AT 2k, Fio, BEIRUTHES CT, MiF~— —%DRE 4z £ 2
Z &,

AFN O EILEE D infusion reaction (22 TEEARFIZ 72D TE 5 UE
HxAT> 72 ECBt 2 2 &, £72.2 [B1H AR O AHAI# 5112 infusion reaction
MWHLONDZ L bHDLDT, KFIERE R OAFEGHHE T HIT A Z YA
YEWET H%E, BEFEOWREE SIS S 2 L, 70, infusionreaction &
FEHL LI B 12IE, AT OB K QYRR ERICIEE S 5 £ TRE L 0Bl
T5Z &,

ORI REREE 2N DD 2 L3 d 5 DT, RAIOF 5B haHT & O 5-H1fH
T EIIRI ORI B RE M A (TSH., 028 T3, b5l T4 SFORE) 2 FEhET 5
Zé&,

AHNOEEGIZ LY | WEOREFINTERRE T 5 L& 2 BN DHEk % REEHIE
DHLOLNDZENHD, BRENBOOLNTGAEITIL, BELLEFERIIS L
B R 72 ek & 8Bk 2 e O Al & i U Cli bl A BRI W 21TV B O
FOSIT X 2 BWER AN g0 255118, AFIDORFES T I, K OEIE RE R
IWECHIORGEEZBET DL, ok, BIBRERLVEORGIZXE Y EIE
MOYEEDRTRD BN WGEITIE, BT B R E o DSOS fiil Al o160
HEET D,

BeEA&T %, BOEM O ARGE L T O RIERR BT 2 2 03B 570,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBEPR IS (BIE 1 BUBEIRI 2 5 de) 23 Hiodv, FERWMES RT3 R—v &
ICED T ENDHLOT, NG, B, IRILEORER O FEB M FEHED EF7- 12+
SEETAZ &, 1 BRI EON T SGE TR G2 HIEL, 4R 8
Al OF 5 E DY R EZIT I Z &,

@ AHI ORI T, ALFHRERTRIREE 2T 5 ARG T3 5B ia
S 1ML 8 MM Z & ALFIRIERBREZ ICBIT 54 B A~ TR E T
BEBRMAD G 1 AERIT 6 HE Z & (WIENT 12 EREER) (A RPEDOF AT 24T > T
122 & &BBIT, ARG TITEHAICEGMRAE CHIROMERR 21T O Z &,

16



i s HEE T A N7 A
=R~ T GEIE TR

(Mot - A7 ¥ —RATHEHE 20 mg, A7 Y — A RGEEHE 100 mg, 472 —
A SRR 240 mg)

~ AR S Y S~

YRE 2 944 H (CERE3 04E 1 1 HEkET)
JR AT A



H

XU ®IZ

AFN DR, MERBEST

A R BAR

el ANE
BhHRGR L 2 DB
BHICER L TEE TN HH

SR W=

P2
P3
P4
P8
P10
P11



1. IZL I
IS DN - BEMEOHER DT DIZIT, B SIESFITE SV i B A A R
BND, 6T, IEOREREMOMESRIZ L0 | FUKEIRS 72 & OHH 72 3 1E A%
FPEHRLDAREIND T T, 2O OERMNZ EIZHNERBFIRMLT 5 2 L BBED
FRRE L 2o TR Y RFEMBGE & O AT EE 2016 CF% 28 456 A 2 H MFERE)
IZBWTYH, EHMNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AR ESR ST, KEEASCL 2T 0 7 7 A AVDBBEEOEIRSL & D IR
RHZENDD, DD, HER LSBT HIERSHERET 5 £ TORM,
MHEIRMOREZMLZIT 5 2 EnHIFF SN EBFIC LTERT S & & bic, mIfE
RMFEBL L 7B B3t & D 2 & A fE7e— 8 O B il 7= 3 S BE ¢ A
THZENEETHD,

L7 oT, KHA RTA4 Tl BARBEESINE TR LTV D EFEIREN -
BRI EED & | DUT O EIK S O el 70 8 2 HEE S 2 8L b MBI 8k B 2
FROEEFREEZRT,

I, RHA BT A %3 MAZATBAE NEIR M ERESH OHE, NS EEEARAE
BRI s . — AR N B ARERIR NRHE 2 I OVt [ E N B AR IR -2 O 1 7 D
b EER LT,

WG L IR B ERN ATV — RS EE 20mg, A7 Y — R AR 100mg, ATV
— AR 240 mg (—#A4 - =R~ T GBI 7R Z))

REERDPMEIAER « PR SUTEEIEDO AR V% U N

R ERDMEROHE « W%, RACIZ=R L~ (EaHH#z) & LT, 18240 mg
Z 2 JE MR TR 2,

B IR e ¥ OE DRI TS




2. AHIOFHE. 1EHEF

A7V — AR R 20 mg, [RLATEERE 100 mg K OVR SEERE 240 mg (— 4 - =
R~ 7 (BIEHE#Z) . LIT. TARAL) 1, AR T¥ERASE A X Ly 7 X
BTV AL e<w A Y —RX 2747 (BMS) t1) 23B8% L7= & I PD-1 (Programmed
cell death-1) (Zxf9 25t MMl IgG4 €/ 7 v —F LHUKTH 5,

PD-1 1%, I&MAL L7V 58k (T HIfE, BMIfAL O F 2 7 0% 7 —T M) KOVE

R R BT 5 CD28 7 7 X U — (T MR OIEHAL Z i BhHIC IE & BUZHIE T2 2
%Ei) LRI HZEETH D, PD-1 TP TRAIRIC BT 2 PD-1 U o K (PD-Ll
JOVPD-L2) EFEA L. U U RERICHIRINE Y 7V B AREE L C U Vo ERDTIE L IREE
BIZHET L TW5b, PD-1 U H Y RIZFURSR RSN B N Okk & 22 A% _%Efﬁ
LTHY, EMEREAELE LU L EGHEMKICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIRN & 5 2 & A ST % (Cancer 2010; 116: 1757-66)
F 7o R R JE B IR T N EET DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, 5B LSRRI 5 PD-L1 ORBL & ik D
ALEHIR & ORI EDOFBARRR 5 & OHE S & % (Sci Transl Med 2012; 28: 127-37)
I 5T, PD-L1 Al FE S 723 M, PUsFFER CD8 [t T Hiia ol s &
TEMEZ 59 S 54, H1 PD-L1 /KT PD-1 & PD-L1 & OfE&EEET 5 &2 OHIN
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AKIBA TR R A7 T MM O OBREE A BT 5HFD—>2 L LTEX LT
Do

AFNL, SRR OFE R 6 PD-1 Offfas M E (PD-1 U # o REEAREI) I2R5A L.
PD-1 & PD-1 U REDFEREIET S LICL 0, DATURRERNZ T MRS
PEAL K O AKIIENS %9 2 MBS =G VE 2 #9585 = & TRkt 2 PUEE2h 3 2 4
ZERHERINTWD

TS OHIRN S | AFNTHENENEG 6T 272 G EERIC e VG b0 L IS,
HHAER VX ) UoERE S b LR A i L. AR, et R O
PEDSHERR S LTz,

AANOERFEF 2D BB DRIEZFUSIC X DBIERENH bbb, HEX tMEti’
£ % HH ﬁﬁ%@é Zliﬁﬂﬁ)%frtlj&()\&%i?& (T, BEOBRZ 40TV B
NSV gWiek® e tell = NS 1 A O a: =3 ﬂ?L?‘:%‘-F‘%’Jiﬁ%ﬂﬁkfé%%%’ﬂiﬁﬂik@jﬁLTL
72 8RR Lﬁ%ﬁb\ W EDGRIE UG & DRI gD 58121, BIF R E RV
R OB G E DY R ILE 21T 9 BN E!?J Do



I OB O i) R O ) LR E O A GBI EM A 4T o 72 AR R R R EBR D
A & R,

[H2hE]

@O HEWF DB (ONO-4538-15 FER)
HEEMEBHREBHEE YT LY v~T XRF v Efnrffiz) IR, 70

VY F = 7)) ATHEGUESUIARMA OFFFESUTEHAMEO H A & 3% 2 U N JERE

(ECOG Performance Status 0 &2 O8N 1) 17 Bl & %512, &K 3 mg/kg 2 2 ¥ ] & T A0
HHE L7, FEERHEEE T 5285048 (MET IWG criteria (2007) (235 < Ao E12 &
% complete remission (LA, [CRJ) | partial remission (LA T, [PRJ) DOFEIE) X
75.0% (95%IEHEXH : 47.6~92.7%) Th o7z, 7eds, FANIRE L72FIMEIX 20.0%T
Hol,

© MWpshaE MARRER (CA209205 #%%) (Lancet Oncol 2016; 17: 1283-94)

H 1S M B I T I T L Y ® o~ 7 L D IRIRE 2 - B3 UL G
O R oNEERE (24—~ B, ECOG Performance Status 0 2OV 1) 80 {3
ZXRIGAT, ARA 3 mgkeg & 2 BRIEIRE CARMEHE L7z, REFMHEE ThoHEME (&
FT IWG criteria (2007) (233 < FIfEIZ L D CR UL PR OEIE) 1 66.3% (95%1F
FEX M : 54.8~76.4%) Tholz, 7ok, FANIRE L-BIEIL 20.0%TH > 72,

(2 421E]
@O EWHE THFB (ONO-4538-15 7lER)
AEFZIIEONGZD Hiv, AH & ORRFEBPEE TERWVAFER L EFIED
T, FERD S%LLEORWERIZITERD LB THhoT,
1 FEHHEN 5% ORI (LR xR EH)
B e

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

EEIEN 17 (100.0) 2 (11.8) 0
MR LY v RS
g 1(5.9) 1(5.9) 0
U SR E 1(5.9) 1(5.9) 0
HiB OBk EEE
ST 1(5.9) 0 0
aanA e
R IR BEREAR T E 3(17.6) 0 0
B ImhEE
i) 1(5.9) 0 0
i 1(5.9) 0 0
T 1(5.9) 0 0
TS 1(5.9) 0 0



Btk (%)

EEE%IJQ%E I
Ak 17 61
(MedDRA/J ver.18.1)
4 Grade Grade 3-4 Grade 5
T ELD 1(5.9) 0 0
—f% - BEREER L OGN OREE
eI 2(11.8) 0 0
AL SOS 1(5.9) 0 0
Rk 2(11.8) 0 0
FEEN 7 (41.2) 0 0
REAE 1(5.9) 0 0
JRYSE R K OVF A dUiE
LRNER/S 1(5.9) 0 0
fiti g% 1(5.9) 0 0
BE, PR X OLEA OHE
TEANTHE D SO 1(5.9) 0 0
Y7 R e
SR RE I A S 1(5.9) 0 0
i MR 1(5.9) 0 0
REIE 1(5.9) 0 0
F i ERHR 1(5.9) 0 0
R L Ol
KA Y 7 AlfiE 1(5.9) 0 0
%) b U 7 A 1(5.9) 1(5.9) 0
BKROE 1(5.9) 0 0
R L OYE A Rk b
RAfR 1(5.9) 0 0
iREs 1(5.9) 0 0
77 P18 2 (11.8) 0 0
AR R R E
FEMED E 1(5.9) 0 0
SR 1(5.9) 0 0
KM= 2 —m/RF— 1(5.9) 0 0
MRk g, MElEs & OVithRRE S
R M 2 1(5.9) 1(5.9) 0
FRGEDORSE 1(5.9) 0 0
B X OB Pk
M B9 1(5.9) 0 0
¥ $EHE 1(5.9) 0 0
SUERRRRG 2% 1(5.9) 0 0
& O PEIE 5(29.4) 0 0
B 4(23.5) 0 0

¥, FVEMERTZRE 1B (5.9%) . BREUHREARE/ X A xF—2 1] (11.8%) . KEFK -
HED TR (5.9%) . IFREREREE 1 1 (5.9%) . HREERERED 3 61 (17.6%) .
RS 3 5] (17.6%) KON infusion reaction 1 5] (5.9%) 3ilked HiL7-, F7-. FEIEW
HESIE, OARR. Fhge. 1 BUBEIRIN, St MRS ESRBER . PR, B HEREREE
RIS, MM - BB, B OGRS, FIRMEIERIE, TS PRk
VDS EIERITRD bR Do 1o, REWEMFEBURIUIEERS (HAREEEE +5
te) ZETEFHERZ R,

@ WESNVE TAEERBR (CA209205 #ER)
HEFLRIT 238/243 ] (97.9%) 12D L, AFE OREBEBAEE T RWAE
HET 185243 ] (76.1%) IZFRD HTZ, FEEMN 5% EORIERIZTERDO LB T



HoT,

# 2 FBLED 5%LL EORIEH (Al Treated Subjects)
B (%)

oo e VA 1
ﬁgi”g;” H KA

(MedDRA/J ver.18.1) 243

4= Grade Grade 3-4 Grade 5

RITEH 185 (76.1) 48 (19.8) 0
MiEER LY > GREE

i HRERIBE 13 (5.3) 6(2.5) 0
aanA

FOR R REAR T E 14 (5.8) 0 0
Bl

20 14 (5.8) 2 (0.8) 0
T 34 (14.0) 2(0.8) 0
LTI 24 (9.9) 0 0
/A 19 (7.8) 1(0.4) 0
—fi% - REEER L OGN OREE

T 50 (20.6) 2(0.8) 0
FEEN 21 (8.6) 0 0
BE, hEB L OWLEA OHE

HEAIZPE S B 33 (13.6) 1(0.4) 0
FR AR AR AT

TI=T ) FIRT =T — BN 13 (5.3) 7(2.9) 0
TANRTGXUET I ) N T AT =T —BHN 14 (5.8) 5(2.1) 0
Y R—E N 14 (5.8) 9(3.7) 0
R R K OV A Mk

BAfR 19 (7.8) 0 0
PR R IR E

SR 14 (5.8) 0 0
R B X O kb=

& O FEIE 21 (8.6) 0 0
b 28 (11.5) 2(0.8) 0

¥, MRS 15 6] (6.2%) | BREUHREARIE/ X 43T —19 # (7.8%) . KK
K-BEOTH 6B (2.5%) . AFHERERE 22 61 (9.1%) . PR SHI (2.1%) . HRIR
FEREFE T 28 5] (11.5%) . FREERETE 40 il (16.5%) . B RElE 4 61 (1.6%) | MKk -
BEEEZ 1 B (0.4%) . BHEEORERES 3 6 (1.2%) . FFIREIERE 1 6] (0.4%) |
infusion reaction 38 f3 (15.6%) . W& 2 5] (0.8%) KOS E I K 2 # (0.8%) 723788
bivlo, E£io, EIEMEDIE, O, gk, | BUREIRIE ., Sy M i MR P 2R |
BB e OV F IAARSRERE X380 D e o 7o, AREWERRBURILIX B E S (R
RAERE 2 5T) 2B DEERE~T,



[k - ]
AR OREMIEDBREET NV EZFIH L2 I 2 b—a A2 E D KHI3 mgke (K
H) 33240 mg %z 2 ARHFIE TG LIZEROARA O Mg HiEARE Sz, € oORs
R KA 240 mg 2 x5 LIZBROBREREIT, AH] 3 mgkg & 55 LIZEROREE R & ik
LTmEZrd & TRSNZbOD, AAANBREICEWTEAENI R S TS H
%« & (10mg/kg % 2 A TR G) TARIZ&KG LIZBROREE & & ik L CTRE
ZRTETHShE (FR) AT BEOEEICIS T 527 — 2125 E | AH 3 mgkg
(RE) X% 240 mg % 2 WFEIFIRE THR G L 7ZBROARA| OIREE & & A 20 3L e &
DB AR DRI LS T 7T VPR S L, UEBIEIC OV TRRES DT DAL T RER
EREOME - HEOH THRME R O AZR TRV ETHRIS U,
£3 AAOEYEE T A —F

M B Crmax Chind14 Cavedl4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
S mefke Q2W (352 7608) <10-;?§4-5) (17-21‘,"333.9) (75.}){3171) (27.612,'107) (42.717,.?27)
240 me Q2W 61.712,?03) <15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mglkg QaW (14;,9;19) (51.6; '739.2) (79.9(?,'51;14) (33?,9232) (18421,1 ;13) (23$,7§86)

AR (5%4%,95%40)  Q2W = 2B MIIFAE, Conax : HIIEIHE 522 O fic i L5 R EE . Crinara @ A 5-2 14
HH ﬁ:j—,\;”—é%{ﬁm{%ﬁup{%};f\ Cavgdl4 : %ﬂ@*&’%‘?ﬁl“' HH iT@qug[ﬁl{%iEP/%fg\ Cmax,ss : %ﬁ%fﬁ@:iﬁ
ajé%%m?%iqj/%};f\ Cmin,ss : ﬁﬁ%ﬁﬁéi%ﬁé%ﬁm(%qﬂﬁ%ﬁ\ Cavg,ss . iﬁ%ﬁéczﬁff%ii@m{%l:'j

i3S



. JEERIZOWT

ARBEM & U CTHHRERE (275 Ao Tnd 2 &b, Uik 2
UNCEf TE Diisk THOLMEND D, DO LT, AKFN OGN @Y7 BF 220 - 5
E L. AFIOREIC XD BEEZREWEMN B LIZERICRIGT 2 2 & AngE i, LI
DO~@DFT N T AT HIZBWTHHAT 2 XETH D,

O {4 1ANE

O-1 Fio (1) ~ (5) OWTNNITHEY T O/ THDH Z &,

(1) BEAETBREDEET D03 V2 REEEHLEIRPE S (BRIE IR S A2 B HENL RUw P
Mt 23 ARSI SRS . s S A BSIERRE 72 &) (PR 30 45 4 A 1 HIRE: 437
Jii5%)

(2) FrErgREmbt CERL29 4 6 H 1 HEEA © 85 fitiak)

(3) HAENFRENFDEE T D 03 USRS (D3 ARSI BT, 3 A2
W I19PBE. D3 ARSI EEHEE R 72 &)

(4) IRACTFIFRIEE A %L/%%M%$&Mﬁlli%%ﬁ%%ﬁm%2®m X L
(AR DR 21T > T Dfiax (R 28 427 A 1 AR 1 2540 fiak

(5) #ﬁ@ayﬁ@ﬁ@mu%m@ HHME AR D I AT > TV D litiax Rk 28 4 7
A1 BEER ;1290 gk

D-2 HHMAR T U o EO TR R R ORIE AR BLEE O XIS+ 50 72 0k & 1%
Bra R oEAT (FEOWT IS T DIERN) 2, YE2EROARRIZE T 5 1BED
ETEHEE L TRHEINTND I &y

#

o [EEMFFESE 2 FOUIMIMHEZ K T L7212 5 FELL LD D AUIBE DR IRIHE 2
{ToTCWAHZ &, 95, 2L R, BAREMIRIELS I & LIZBRRIEREFONHME %
IToTCWVWHZ L,

o [ERIMEFFEUSHE 2 FOYIHEZE T L72RIC 4 FLL ELOEKRERZ AL Tnb
k. 96, 34EDL R, M asENERES O 23 A S IEE & A el R i S O HE
BIToTWAH I L,

© BENOEEMIGFHE B OKHIZ DN T

IS PUCEE T 2 5 EE AR E S, REEAEN O OFWRED ., A2 - &2
PSP RE RO E I CERE IS 215 WL, AEFSRNRE LG oMWmE
B, EDRERMNATONDIERHINE S TWnWD Z L,




@ BEHA~DHIEIZHONT
-1 Sz Al B9~ 5 2

VR MR R D B ES 7R BIE R 3 3842 L72BRIC. 24 BERESIRIAHIO T, Mi%hiak X
IR AR 23 T FEBL L2 BIPERNICIS U CABE B KON CT ZOFIVER ORI 4
BRBAORERIY BRI LI, BEHICRSTRERAR N E > Tnhs 2 &,

-2 EFEMEEFICL DA EFRISITET 2 21

AR 2 M2 G L OB e 2 AT H EREFEEDEER =4V > 7/
HEOIERD ATV —=0 T fTWEIRE LE R LA TE 5 F — AERES
SN TWBZ L, B, BEEHICHOWT, DAERE L ZTOFRICHSICEmEnT
WnHZ &,

@-3 BEHOZWr=oxH B LT

BIVER (FRVE MR BTN 2 | EAEMEEDAE, OFR . Mk, B RARE ., KIBXK.
HEO TR, 1 RBERA, ITHEREFETE . HURIRS e, MRitbas . BiEE (BFre
PRADE MEMEB R 2 ETe) . RIS, MK, BEEOLERS, FIRMLEIERAE, infusion
reaction, S ME M/ VRV PEEREENS (ITP) | W8 O 9% KOG, IR IR EME, OlEE (O
o) « ZRAR - DS PEISMIGHESE) . iR ) (2xf LC, Makhiiak )T B e
PRI D EMEZ G 5 AN & EEE U (RIVEH OZBr-CRGIZ B L CRER R 2320
LRORMICH D Z L), EHITHEYRLEN TE SEHRE-TWD Z L,



5. G LR HEE

(B2h I B3 % 1]

O HBEFEEMBMEBRELNT LY %< 7 ICHRGUE T ARITES O B3 L EEaTE
DOEHAE XU U AREREICB W TABIOFEIMEIN RIS TV D,

@ TR T 2 BE KT 2 AFN OB G K OMEHFIEIZSW TR, ARAIOH 2
WHELENTE LT, AFOBERG L2 H20,
o ALFIRIERIGIK D B
o fLOHUEEMEEES L OFH L Tk SN D BE

[ZathZ B4 5 $H]

O TRICEY T 2EEIZOWVWTIARORENER L SN TN b, 5217
DR L,
o RPN LISBUEDBEERE D & % BH

@ IRFEETORIEIC BV T RIS T 2 BF IOV T, AA OB G ITHRE S R0

DS, AMOTEPERPFUE DS R WIGEITRY | HEREICAFZENT 52 L 2B ETE 5,

o MEMMEEOAI IO H 5 BE

o MR AR A CRHVE S 2 58 60 D A K ONEENME OO H BRI s 2 S0 G it ¢
LEOICRIEME A DD B

o HOREREOAI, JUTBMERZRE L IXFHMED B O ik B OB ERE D
oraysecy

o EERBEE (&R A 5 Te) Ob D ERE

*  ECOG Performance Status 3-4 " 0B

GED  ECOG o Performance Status (PS)

Score EF

0 | &<MEARIEH TS5, BT &lE U R EAERNHRZR AT D,

PIEREZIE L WEENIHIR S 1525, BTHIRE T, BAFRELH > TOERIITO 2N TE D,

Ul o, wmsee

BATARETH A DOHDOEY O Z 13T _RTHEEZAEEIZTE R, HHRD 50%LL 1T~y RahTila s

2| 5

3 ROENTHOSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ TilaZd,

4 ELENT RV, BAOHFOEY O Z L34 TERY, BEICy R+ T4,

10




6. WHIIBEL THET X FHH

O WACEFIIN A, REREER B TRALT D GRS 1T D & AH D Frie M ONiE 1EA#
DT DIZLE R ERE B L ThBEERT 52 &,

@ JREBALAIZIEN D BE UL OFIEICHIMER OfERMEZ ot L, FE x4
ThobETHZ &,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD ZENRNH DD T, RFOEKGIZH T2 - Tk, BKIE
AR (PR RIS, ik, REVE) ORI OISR X A O =%, Bla 145
1795 2 &, Fo, BEISUTHEE CT, Mg~ —F —%50ORELET 5
Z &,

AFNOP 5L EE D infusion reaction (2 2 CEAMFIZ 572D TE 5 Y
%47 -7 L CThT 5 2 &, £72.2 [ B BB OARFHI % 5-FFIZ infusion reaction
NHLOLNDZ L HHDHDT, KAE M OARAFE G TRIT AL Z YA
CERET 5%, BEOWREBEL+H2ICBIET 52 L, 723, infusionreaction &
FHLLT2E 121, B TOMEE R OYERA ERICEE T 5 ThREZ +o#ls
T5Z &,

ORI REREE 23 oD 2 L3 d 5 DT, RAIOF 5B haHT & O 5-H1fH
T EIIRI ORI P RE MY (TSH., 028 T3, ifEfE T4 SFORE) 2 FEhET 5
Z&,

AHNOEEIZ LY | WEOREFINTRRE T 5 L& X BN DER 2 R EEHIE
DHLOLNDZENHD, BRENRBOOLNTGAEITIL, BELEFERIIS LT
B 72 058k & RRBR 2 FF D[R Al & g U Cal bl 2 B nie W 21TV il o
FOSIT X 2 BWER A g0 2 355113, AFIORIE T I, K OEIE BE AR
NEHOBRGEEZBET DI L, 2B, BBRERLVEOREIZEYETE
R OYGEERFRD B WIGEIZIL, B BB AR VE - USO gz Bl BN
LEETDZ L

B TR, BOAM N OH I ARE L CHORIERREBLT A2 Z B3 H 5720,
AR OBEHETHRIZBRWEMORBUCH2ITHEET D 2 &,

1 BUBEPR IS (BIE 1 BRI 2 5 de) 23 Hiodu, FERWMES R 7Y R—v &
ICED T ENHLOT, NG, B, RIS O FEBC M FEED E57- 12+
SERETAHZ &, VBRI SGE TR G2 RIEL, 4R
HlOF 5 E DY L EZITH Z &,

@ AHOERRABRIZINT, BEBGG 6 U HLUINIE 8 M Z &I, ZALLARERIT.
GBS VAERE TIL 128/ Z & IO 21T > TWe Z L 2B BT,
AT E IR BRI E TR OMERZ1T O Z &

11



