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BEMBEE L REOEAFS 2016 (FRR 2846 A 2 BHESBRE) Itk
WO EFHNEERGOERAORBILEERZRIZ L ABEVRAEREI &5
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ek, EEMRER2F (5.1%). KBk - EED
TRI2F (5.7%), HHEEE (¥F712 - NLU—ER
BEE) 341 (8.6%). RFHEEREZ 24 (5.7%), ¥
WA E 341 (8.6%) . BIBMEREE 14

(2.9%), BHERE (RETHEEBRS) 146

(2.9%) K UNinfusion reaction 2% (5.7%) M8
BN, £, BECKEEE (KR
REMRRE, B, EREES) , TREKERE,
1BIBEERIR, e, BEIEMEIE, Bk - BRAK,
FEIEARVLHRIIRD bhiehoTz, REl
ERZRFRIIEESS (BEREEREELED)
PEDENERETRT,

P, MEEMER2H 6.7 . KBK - BED
THRI26] (5.7%) . HREEE (X7 « NL—ER
BELE) 34 (8.6%). FPMEEREZ 24 5.7, B
WRMEEREE 36 (8.6%) . BIBHEREE 14

(2.9%), BiEEE (REFMELELAS) 14

(2.9%) XU infusion reaction 2] (5.7%) 73
BHLNT, ¥, EEOKREEE (KEHER
HEMREE, ST, ERAES) . TREEBEESE,
1 RIS, B, EESGEE, Mgk - SR,
B ERARTLHBRITBD bgdbolz, AEl
ERRERISSESORESES (ERREE
RERED) 2EULEMERETT.

g R— @ ¥ESEMERAER (CA209017 3RBR) (NEngl JMed | 8 _—¥ @ ¥R (CA209017 3BR) (NEngl J Med
2015; 373: 123-35) 2015;-373: 123-35)
£2 REENSUUEOBIER ®2 FEEHN5RLEOBIER
(& B (£ B
2B, BENMEBR6H (4.6%), KBK - -BED 7P, MEHRB6H (4.6%). KKk - EED
TH 115 (8.4%), MEREE (¥7 « NL—E TH 11 5] (8.4%). MREE (F7 v - NV—JE
EREss) 1361 (9.9%) . FFAEREE 44 (3.1%), REEEE) 1340 (9.9%). FFiBREREE 441 (3.1%).
ERIBRAEREE 54 (3.8%) . BiEEEE (R EREMsRRREE 5 ] (3. 8%), BEEREE (REE
BEMBAE) 44 (3.1% . BEEGESE 146 BEEEAE) 44 (3.1%) . EEGEE1H
(0.8%) K UFinfusion reaction 11 (0.8%) 73 (0.8%) R UFinfusion reaction 1% (0.8%) 2%
Zobii, ¥, EEORREEE (REHER EHhnT, ¥, EEOREEE (KEHER
REMREE, BT, ERAEERS) . TEFEIERE. fEGERE, ST, EREES), TEMEERES,
BIRMEAERSE, 1 BUREIRYE, Bk, B - BEEA, BIRMREREE ., 1 BUREIRS, B, Bk - BB,
S HERROLGRITED Doz, &El SESEAERLHRITBO bNedhol, KB
ERFERERIIEESES: (BEREERELZED) ERRARMIILSEROEEES (BRRER
FELENERETT, BREZED) 2EDEHERETT,
81— (FERT LR §~— (R R
© ENETHERER (0N0-4538-06 FAER) O ERNFE DA (0N0-4538-06 RER)
#£3  RBEER 4L EORHER #3 FEIH 5L EOBIER
(& B) (& B
gR—Y i, BIEMMES 45 (5.3%) ., RBRK - -BEED| 93—V 7, MEMMRE45 (5.3%) ., KER - EED

THISH (6.6%), MREE (¥7 - SV—ER
BESE) 10 B (13.2%) ., ATHEREREE 541 (6.6%) .
FRIEEEREE 10 61 (13. 2%) ., BIBHREREE 1 4]

(1.3%) . BimemEE (RMEREERRS) 445

(5.3%) RUFinfusion reaction 34 (3.9%) 23
Dbk, ¥, BEOREEE (RWHER
REERE, STLH, EREES) . TEAEREREE,
| BIBERRIR, Bk, ESERREEITE. Mgt - BERRR,
SESBERRVOLGRIEIROO NP, KB
ERSRRRIZEESSR (BEREEREELZED)
PEDEHERE T,

THISH (6.6%) . MREESE (¥T72 - NV—ERE
BESE) 10 61 (13.2%) . FFigeEmEE S 41 (6.6%),
FRR MR ARRE 2 10 41 (13.2%), BIEREEERESE 141
(1.3%), BHEEREE (REEMEEETASE) 446
(5.3%) ETinfusion reaction 3 (3.9%) 2

BN, £z, BEEOKREEE (BMHER

SEERE, STACHE, ERRAES), TEABRERS.
1 BUMERG, MR, EIEMESE. M - SRR,
HEUIERRCLHRIIBO bhRhole, &E
ERZERRILHESOHEER (BRREE
BREEZED) 2BLEMFERERT, '




9m— @ ¥ESMEIFEERER (CA209057 3RBR) (NEngl TMed | 92— @ ¥ EIAARER (CA209057 3AER) (NEngl J Med
2015; 373: 1627-39) 2015; 373: 1627-39)
F4 BEBRSUUEOBIER #4 BHEBNSWLULOBHER
(R B (® )
2k, MEMMES 104 (3.5% . KBk - EEE 2B, HMEEMRB 106 3.5%) , KBk - BEE
OTFHF 226 (7.7%) . WREE (F72 - Rb— DOTHF 225 (7.7%) , HREE (FF7 - NL—
TEERESE) 26 41 (9. 1%) | FFIRERES 15 41 (5. 2%) . FEMREESE) 26 B (9. 1%) | AFHERERESE 15 41 (5. 2%) |
BRI AEREDE 27 4 (0. 4%) | EHEREREE (RAR R IRMSEEREE 27 4 (9. 4%) . BT (R4
EREMERE) 76 (2.4%) . Bk - BBk 1 EREHBRSE) TH (2.4%) | K - BEs1
#] (0.3%) KO infusion reaction 84 (2.8%) & (0.3% R infusion reaction 8 (2.8%)
BEHbE, £, BEECOKEEE (KEHE BREROBNE, £, EEOREEE (KREHE
10—y | RERE, S0, EREES) | TEAEE| 10—y | RERE. SHAO. HREEZ) | TREEE
EE, BIRHEREE. 1RERR. Bk, BES EE, BIEMEEE, 1MERRK. BR. BEES
B/HE, SEIEREVLFRIIBDO O EAHIE, SEIERXRRVLHREIBD LN
7oo REWEARBRRIBEESESR (BRREESR oo ARIERARBRRITISHESORESRS (&
BEEEL) 2EUEMERETRT, KREFEEEZEL) 2ELEHERETT,
14 _— 5. 8E5ExHL 258 14— 5. EMGLRDBE
(F5hiEiz B4 3 F1E] [ZR&t i+ 35E)
(8%) ()
15 _R— [Z2MizB+ 5 FE] [BE#hiEicEET 2 8E]
(B) (%)
BEMEGQEORBEFEREEY M FIA v ORETER (HiEdER)
il [3]
B (FHRERIBRT) B— (B THAREBAIR)
28— XL irAERESE : 2= X E R DERES
F7 VR ERHE 20 ng, V- REHHE F7P—REAEHIE 20 ng, TSV —RRERIE
100 mg, A7 PR AMEEE 240 mg (—i%% : = 100 mg (—i84% : =KL ~7 (EEFHEEL))
BT (BEFHEEZ))
3= 2. AEIO®KEK, EREF 3R— 2. FHIOKH, ERBF
ZF 7R RHEHE 20 mg, FREHE 100 mg & F 7V — R RHEE 20 ng BOEARBHE 100 ng
VESERE 240 ng (—4% : =Rr<=7 (BB (—f4 : =R =7 BEFHELL), BT, IR
FHEMEZ) . AT, TAHD) &, PEFRESTEKRX ) i, PEERTERRSHL AT Ly I X5
SLAF LY IR BETVR MV =S — FETVARMV =¥ —X A7 47 (BMS) £t)
X A7 A7 (BMS) %) BEHFE L7 + PD-1 MAEFE L=t b PD-1 (Programmed cell death-1)
(Programmed cell death-1) 233 %t MEY IgG4 IZx5 e b 1G4 £/ 7 u—FRETH B,
T/ 7u—FHEETH B, (B&)
(%)
9=y | [ReH] 9~— (2] ‘
OEMNEIERER (0N0-4538-02 BAER) OENE IR (ON0-4538-02 RER)
(%) (B%)
£1 RBHEER %L EORIER £1 REENR YL LOBEIEA
(® B (® B
W0_—T |k, BMEMEMERL1E (2.9%), KX -EED | 10—

i, MEHMER 16 (2.9%), KBk BEO




THEI LG (2.9%) ., FRREEE A5 (11.4%) . FFHEAE
BEE 54 (14.3%), BHEEE 24 6.7, BR
IRbseEREE 8 (22.9%). BIBEE 1A (2.9%),
EECKBEEL1H (2.9%) ROSEIEXRLHEA
(2.9%) MBH LRI, ¥, TEEEEREE,
infusionreaction. 1EIPERIF. Bk, BEEFE
FEE. B - BRRESs, DR, Bk, BT, BERL
SRR/ R A NF — R UREE /MR R
BERRIZERD b oz, ABITERRIURILILE
EER (BRREERREED) 2RUKEER
AT,

THRILEI (2.9%) . WREEAHF (1L 4%) . FrHtae
BEE 54 (14.3%), BigEEE 26 6. 7). B
BiseErEE 8 4 (22.9%) . BIBES 14 (2.9%).
EEOKEBELM (2.9%) RUREIER 16
(2.9%) PRHLNIZ, Tf, TEFHEEEE,
infusion reaction, 1TMERIE. BER., EIEME
JUE, B - BEEd, LfFk. SRk, FFR. BAK
FERRIE/ X A F — R UM E e f /RIS 58
HRIIED b ot, & BIfEARERRIE
YmEapiEEs (BEREEEE L) %
SUEHERETFRT.

10~—y |Q@EMEIHERR (ON0-4538-08 BB 10— | QENHIHFRE (0N0-4538-08 B8
(B&) (#&)
72 FHBEHN 5L LOBIER F2 FBBN5%LLEORIER
(R B) (& B
P, KB - BEOTH 24 (8.3%). AR BB, KBk -EEOTH 24 (8.3%) . FrHsEm
E146] (4.2%), TEHOBEEEFE 16 4.2%) KU =146 (4.2%), TEMHEEST 16 429 RT
R IBHSRRRESS 7 41 (29. 2%) RO bl i, Bk R aemEEE 7 41 (29.2%) MR B, £,
FIEHEER, BREE (X7 - NU—ERH RIEMMER, FREE (X7 - NV —EER
%), BaEs (RUETHEETAS). BIFE %), BHEREE RETHEETRAS). BITE
2% infusionreaction., 1EUERIF, EEOKE % infusionreaction. 1BUEER¥S., EEDOKME
11 R— REE (R ErEERERRE, ST, EREES), | 11— BE (REHEIRERR, 2HaR., EXEES).,
S, EREFEIE, WK - BERER, 5 &HER, B, BEGENE. BK - BEEK. SRR
DR, B, TR, BBUBRARE/ I A F—Kk DY, Bk, Bk, BEGBME/ IFRTF—R
g/ MR ERERIER D bhido Vg / MR EEEREIR D oo
7r. ABMERRBRAIEEES (BRREMESR e, AEMERARBIRRII LSESROEEES (5
BEED) 2AUKRHERETT. RREEREZ2EL) 2E80EHERETT,
11— | @USMEERER (CA209066 RER) ¥ 11=—Y | @EBAEIERER (CA209066 HER) ¥

(u&)
#£3 VTR0 TRERN SR EORIER
(F

B, FEBZBOCREERRAIH (1.5%),
KBk - BEEOTR6H (2.9%) . WHERHEE (¥7
v N —EREREE) 28 41 (13.6%). FFHEREREE
76 (3.4%) . BRIEEE 46 (1.9%) ., TEEE
BEREE 4 ) (1. 9%) . FRIRSaERE 13 41 (6.3%) .,
infusion reaction 15 i (7.3%), 1 BUBERRIE 1
i (0.5%), EEOREEE3IF (1.5%) RUSHE
SEE 1B (0.5%) MEHONEZ, i, BIBE
= Pk, BEGESE, Bk - BER, L%,
s, Frsk, BEHRAE/ I A F—RURENE
/MR SRR IR S b b o fz, ABIE
FRBERRIIEEES (BRREERELED)
P EUDEMHERETRT,

(%)
#3 WThhOBTREES 5% LORHEA
# B '

2B, BB CHEMEMER 36 (1.5%).
KB4 « EEOTH 65 (2.9%) . HREE (X7
Vo NU—ERBEY) 28 ] (13.6%), FPEERERES
7 (3.4%), BEEEEEAM (1.9%). TEMAH
BEREE 4 61 (1. 9%) . FRBREEREREE 13 41 (6. 3%),
infusion reaction 15 ] (7.3%), 1 ¥R 1
#l (0.5%), EECREEE3IA (1.5%) RUEE
Sk 1H (0.5%) BARHBNT, Fiz, BITFE
=, Bk, EREGENE. M - BBR, OFR,
e, FFsc. BRURMIE/ I AT — R UGS
MAMERA HEERBER LR bhieh o fz, REIFE
RRERRII—SEELOEERESR (BERRERE
BEERED) 2 8LEHERETT,




12— | @#SVETIERER (CA200037 BRERR) 2 12— | @Q¥ESMETIFERER (CA209037 2RER) ?
(9 (%)
4 WTRLOBETRRENSYLLEORER R4 VWTNOORETHERN 5%LL ELORIER
(& ®B (& B
2B, FRBICBWCHESERA S (3.0%), B, FAHBCBVCHEBERTES 85 (3.0%),
Kigse - EEOTHAH (1.5%), HiEREERE 33 4 KGR - BEOTHAH (1.5%) , ®EEREE 33 4
(12. 3%) . FFEREmEE 22 1 (8.2%). BHEERE (12.3%), FFHgeEREE 22 4 (8.2%), SigpemE
(RARERIEMER%) 56 (1.9% . FRIRKAE (RARERIEMBAE) 541 (1.9%), FRRgEE
B 23 51 (8. 6%) . BIBMEE 141 (0.4%) . infusion FEE 23 B (8. 6%) . BIFEEE 1 41 (0. 4%) . infusion
reaction 10 #l (3.7%), EEOKERE 14 reaction 10 il (3.7%), EEOKEEE 14
(0.4%) . BEK 24 (0.7%) ROEY 5k 34 (0.4%), BEZ 26 (0.7%) BRUEE 5@k 346
13 R— (1.1%) BREHohiz, £z, TEEEEREE, (13- (1.1%) »P@EHon, Fiz, TEEEEES,
1 B0BERR. BIERFEIIIE, MM - BB, O 1 BINERIR, EREGEE, Bk - BER, O
%, o, Frdk, BEUSRAEE/ I A F—R D% K. BR. L, BEGRABE/ I ARF—R UM%
B NMER O EIER IR bh ko fn, & B/ MR SRR bbb o e, &
BIfERRERRIDESES (BEREEER S BIEHRBERRII— LS ELOEEES (BER
tr) ZEDEHERETT, EEEEEZED) 22 UEHERETT,
1B3R—Y | QENFEIMARR (0N0-4538-17 RER) 13— | QEWNE IH#ER (0N0-4538-173E8R)
(%) (B&)
#5 FBEN 5% EORIER £5 FEEN5UUEOBHER
(& ™) (& )
43— |2, HREEIH (30.0%). FESEEE 14 6l (14— | 2B, BEEZEOH (30.0%) . IFHEEEE 14 4
(46. 7%) ., FURARMEREREE 74 (23.3%) . RIEME (46. 7%) . FRBMEREREE 741 (23.3%). BEME
BB 3 (10.0%) . K%k - EEDOTH 34 MR A3H (10.0%), KBKR - EEOTH 34
(10.0%) . BEEOKEEE 34 (10.0%) . FTEE (10.0%) . BEOKEEE3IM (10.0%). TEHE
HaeEE 2 (6.7%). SE L 1LH (3.3%), BEEEE 26 (6.7%) . SEIEELH (3.3%),
BEBRRMRIE/ X A/ _F— 24 (6. 7%) RUEIRML BB RMARE/ I 4 3F— 24 (6. 7%) RUBRIRIL
BRERIE L (3.3%) BRHONE, £z, B BRERE1H (3.3%) RBDLNE, T, B
T, BITMEREE. 1E3ERA. Bk, EE EREE, BITHAERE, L BBERE. Bk, BE
FREESTE. MM - BEREZ. infusionreaction, i HIESE, B - BEEZS, infusionreaction. I
B, fhsk, SREHERL/IMRIRD HEBER R TR BR, HR, B/ MR ESREER R O %
BRD oo, FEIERARTRRIIEES RO oo, FEWERRBRD L4
% (BERREEREZ2ED) 28DEHERET FHolEES (BEREEEEZED) 280
T : £HBRETT,.
U= | @ESFEIFHERR (CA209087 FRER) 14~~~ | @S EIEEAE (CA209067 FRER)
() ()
£6 WVWTHIOBETREIEN SWAEORIER K6 WTNHLOBTREEN 5% LORIER
(& ) (& W)
15— | 2B, FH+A Y 2o TRICBOTHREESS (15 2—Y | 2B, FH+4 ) A= THICBOTHREE 86

Bl (27.5%) . FPERERESE 102 4] (32.6%), FIRAR
HSREREE 87 B (27. 8%) . BHEAERETE 21 A (6. 7%) .
RIEHERZER 25 4] (8.0%) . KIB% - EEDOTH

60 il (19.2%), BEOKBEE 2161 6.7, T |

B (27.5%), FFigeEmEE 102 4 (32.6%). FIRER
HREREE 87 4 (27. 8%) . BHEERETE 21 4 (6. 7%),
RV 25 B (8.0%), K%k - EEDTH
60 51 (19.2%), BEEDCKBEE 2146 6.7, T




TMSESREE 27 #1 (8.6%). BITHAEEE 14 4l
(4.5%), BESK 3H (1.0%) . BAZK - BERER 2 &1
(0.6%). infusion reaction 13 %Y (4.2%), &&
5@ 3450 (1.0%). Fze 3] (1.0%). SREUHmm

FRIE/ I A /3F—50 5 (16.0%) . FF& 14 ) (4.5%)

B ORARMARERAE 2 6] (0.6%) BEDHOLNIZ,

¥, 1 BERE, EREGENE. ODHRRVA

BN/ MRS EREREIRD bR o7, K

FIBEZ W CTHERREE 66 1 (21, 1%) . FFMRERE

247 (7.7%), FIRIRBRERESE 47 61 (15.0%), B

HeaEmEE 341 (1.0%), FIEMERRA S B (1.6%).

KB - BEOTH 16 41 (5.1%) . EEDKMKEE

=84 (2.6%), TEAEEEREIF (1.0%), &l

AR 3 41 (1. 0%)  BE#% 3 41 (1. 0%) | infusion

reaction 14 ] (4.5%), S & 55 241 (0.6%),

SR RARAE/ I A/ F—28 ] (8.9%), FF& 241
(0. 6%) RUEIRMEERLE 146 (0.3%) 2D

b, £, 1EERR, EEHEIE. L -

BaREse, DA, BRRUGREE/MER A MR

BRIIR® bniahofe, RBERARBRRRIZE

BEES (MEREERELZED) 2E0HEHER

ERT,

(W)

TAMREEREE 27 ] (8.6%). BIBMSHEREE 14 4
(4.5%) . BES 3 (1.0%), Mg - BEBL% 2 4
(0. 6%) . infusion reaction 13 fl. (4.2%)., S &
S 341 (1.0%). A5 340 (1.0%). HERUHRE

FREE/ X A 1F—50 ] (16.0%), FF#& 14 41 (4. 5%)

RUIRIARIRE 2 5] (0.6%) 2D LI,

7, 1RERF, EEGENE. DHRRUSR

M ML/ MR BRI R D bk o e, &R

FIBEIC RV THRIEE 66 61 (21. 1%), FFilseREE

24 ] (7.7%) ., FORBASRERESE 4741 (15.0%). &

HEEEREE 361 (1. 0%), MIEMERRB 5B (1. 6%),

KEE - BEEDOTH 16 4] (5.1%), BEOKEE

=84 (2.6%) ., TEMEHEEEEIH (1.0%). B

B seEREE 3 47 (1. 0%) 2% 3 4 (1. 0%) . infusion

reaction 14 %) (4.5%), S & 5Bk 246 (0.6% .

WS RARAE/ X A F—28 ) (8.9%), AP 2 41
(0.6%) RUBIRMAERLE 1 #1 (0.3%) 258D

bhiz, £, 1 BERKR. EEHENE. BEK -

BRI, O, AR USREMED/ MR MR

BRIIR bk ol, REWERARRRIIZ—

UyEanBEES (BEREERFLZED) &

BLEHBERETRT,

(%)

16—y

17 R—y

OERRIFH MRS (0N0-4538-21/CA209238 3
®)
(B%)
£7 VTR OBTRRAEN 54U LORIER
& )

B, AFIBECBOCRIESEMRER 11 4 (2. 4%),
MR RARIE/ R A3 F—48 1 (10.6%) . FPEERE
5 40 45 (8. 8%) . FURAEEERERETE o1 #1 (20. 1%) |
R 83 5] (18. 4%). BHEEEE 6 51 (1.3%),
BISeeEE 64l (1.3%). TERAHREREESH

(1.8%) . infusion reaction 11 % (2.4%), KB
% - BEOTH 21 4 (4.6%), EEOREEES
B (1.1%). 1EEERF LH (0.2%) . HELK 34

0.7%), & & 5k 24 (0. 4%) | FF4 3 %1 (0. 7%)
REOONE, o, BEGENE. VHX. B
2. Gt/ MR MESEBER . BiZ - BEIRZK.
R MARFASTE R ORI E 1338 ® b v ie
o7, REIVEASSEUAIIEEES (BRREE
BEEE0) 2EUEHEREETT,

(%)

16—

17 2=

@EMEL RS MAERER (0N0-4538-21/CA209238 3R
B
(W)
R7 WThPOBTRERN UL EORIER
(& )

2B, FAHBITBWCEEEMRE 11 5] (2.4%) .
AR ARE/ X A F—48 B (10.6%), FFikeR
R 40 4 (8. 8%) . FURIREEREREE o1 ) (20. 1%) .
HREREE 83 4 (18. 4%), BHEEEEF 6 61 (1.3%).
BlEaerEE 6 (1.3%), TEAERESH
(1.8%). infusion reaction 111 (2.4%). KiB
% BEOTH 21 #] (4.6%), EEOREEES
B (1. 1%), 1EUBERR 16 (0.2%) . B3 H)
0.7%) . 5 & 5 % 2 ) (0. 4%) | FF% 3 6 (0. 7%)
RED LI, 7o, BEGHENE. DHR. B
%, S/ MR SRR, BNJE - B,
FIRMRERER CE{LERERITRD Dhnr
o7, REHEARBRIIMSZESLORETRS (K
EREEREL2ST) 2ELEHERELTT.
(W)

21 -

5. BREMFLRDERE
[E3hiEic T 2%HAE]

21 N

5. REXNGLRDEE
[ZaiicB+ 25H]




(9] (B&)
22— [Z&McET 33E] (B4 5 EE]
(B8) (%)
B OSEHEREET A P54 2 OWETER (FHBFERR)
# 15|
YR (THREBIERE) B R— (AR VERFEBHIBR)
2= XL e BEHER 28—y XL BAEES :
F T —REFRFE 20 ng, ATV —REFHE F7V—REREHE 20 mg, AT V—-RERHE
100 mg, AP —FRERRE 240 ng (—RA : = 100 mg (—iR4% : =R <=7 (BIEFHEERL))
A+ (BETHEEEZ))
3= 2. REOKHE, ERBF 3= 2. FEIOWKH, EREF
A7 VR EHEHE 20 ng, FEHBE 100 ng & AT V=R AR 20 mg ORISR 100 ng
VREBESE 240 mg (—R4 : =R~ 7 (Bfs (—#% . =R<7 (BEFEHRL). LT, [
FHEMEZ) . AT, TARFD X, /MRS TR ) X, MEELTEGRRSH LA Ly 7 23
SHEAF VY TR ATY RV <A F— B TYR IV e F—X X747 (BMS) 1)
R Ay A7 (BMS) #) BEFELAZE b PD-1 MNEEFE L7~k k PD-1 (Programmed cell .death-1)
(Programmed cell death-1) Zxf9 % & & IgG4 w33 M 1gG4 £ F v —FAFEKTH B,
®)Ju—FAHETH B, (7%)
)
B— [Z4tE] 6R—Y (2]
I BE% (7] 245 I AR BBk (ONO-4538-11/CA209141 3RER) FE) R4 AT 4% I AH 3R B% (ONO-4538-11/CA209141 3RER)
(") (%)
#1 FHEREEPSUCULOBIER (REMEMEITAS #1 RERNSWEORIER (REMMITxs
$£6) £H)
& ® (F& B)
2B, MEMERESR 76 (3.0%) . FEEUFRARE/ BB, FEERER 7 (3.0%) ., BEGRARLE/
AT 54 (2.1%) ., FrsERESF (2.1%). IANF—58] (2.1%) . FFEEEEES B (2.1%).
R IRBEEREE 17 41 (7.2%) . WREE 746 FRRBAEEREE 17 F (7.2%) ., HREE7H
(3.0%) ., BHrEEE 14 (0.4%) . BIEEE1H (3.0%), BHEEE 16 (0.4%). RIBEEZ 14
(0.4%), TEMHEEE 26 (0.8%) ., kML (0.4%), TEEHWAEEE 2 4 (0.8%) . FiRMmie
ZERAE 14 (0.4%) KW infusion reaction 3%l R 14 (0.4%) KT infusion reaction 34
(1.3%) BBDHdB N, £, BEEHENE, O (1.3%) B@EHdO NI, £/, BEGEIE. O
k. k. KBk - EEOTH. 1 BERMA. gk, Bk, KBk - EEOTH, 1 BUBERIR.,
St i/ MRIBAESEBER, FFd. Mk - BEIRR, S/ MR VESRBER, TR, MK - BElEZ,
EEOEEEE. SEIBERARUVEEORERESE EEOREEE., SEOIBELARVCEEOKRERSE
RO LN o T, FREIEARBRRIIEEE ERD oD ofe, AEEARRRIIISESE
£ (BRREERELZED) 280EHERET #olEES (BRREERELZID) 280&
3, BHERETRT,
10 _—2 5., BEXBRLLDBE 10— 5. BEXNRLRIBE
(B3 B+ 2 EE] [ZaticB+ 25E]
(%) (#8)
[Z2MICd5FE] (A&l B4 2 EE]




[ | (&) | | (%)
SR DBCEE RV A RT A L ORETERT (FrIRXBR)
# [2] :
Y- (THEIER) BYR— (BIHHRERHIR)
2R—Y | HBRLBBERR 2:—Y | XHBRERDERS
F 7 — R EERE 20 ng, AT Y—REAFHRE F PR EAEEIE 20 ng, 7YV —RAFHE
100 mg, A7V —RAEHE 240 mg (—4 : = 100 mg (—#%4 : =R~ 7 (BETHEERZ))
B<7 (BEizFHEEEZ))
3~ 2. FEIOKR, ERAKF 3= 2. FHE DI, EARF
A7V =R RIEHE 20 ng, FAATEEE 100 mg & F 7R RREEE 20 ng BORARRETFE 100 mg
RS R 240 mg (—R4E : =FRA~T (&R (—fk : =R+ (RicTHEBRZ) ., BT, TH
FHE#R %), AT, TAHD ik, DNEFRSBIIHEKEX #)) X, MEELILEGRRESHEAF VY 7 At
SHLAF VIR ETVAM - T— BTIV RV =L F—X 2747 (BMS) )
R 27 A7 (BMS) ) NBIFE LAt b PD-1 MEAZ L7t b PD-1 (Programmed cell death-1)
(Programmed cell death-1) X343 % & & IgG4 3Bt M Ig64 € 7 u—FNHETH B,
£/ 7u—FTARETHD, (B%)
()
8§~ —Y [Z4&H] 8— [Z&tk]
@ ERLREMARER (0N0-4538-03/CA209025 O ERLFAFETMARE (0N0-4538-03/CA209025
BR) Ev ) :
(%) : ‘ (%)
£1 OVThrOBETREE WL EOBIER #£1 OWTNLORTREREY WA EORHER
(& B (& )
9= 23, BIEMERTER R 19 5 (4. 7%) R 161 (0.2%) . | 9 ~=—¥ 2B, EEMEMES 19 5 (4. 7%) . FH7e 14 0. 2%) .
MRS RARIE/ I A3 F—56 B (13.8%) . KB#K - MRS RMRE/ X A 3F—56 ] (13.8%) . RiB% -
BEEOTH 1041 (2.5%), 1 ZUFERR 141 (0.2%). EEOTH 104 (2.5%) . 1EWERR 161 (0.2%),
FREEREEIT 46 6 (11.3%), AFR 140 (0.2%) . FFESsEREET 46 4 (11.3%), FF& 141 (0.2%).
PR B AR E 34 1) (8.4%). IRMEE 55 4 FRIRAEREE 34 B (8.4%), MREE 55 #l
(13.5%) . BHgEEE (RATMELBTRE) 28 (13.5%), BHEREE (RETHELERSE) 28
Bl (6.9%) . BIBHEREEGH (1.5%) . infusion %l (6.9%) . BISHEEREE6 B (1.5% . infusion
reaction 21 #f (5.2%), BEEOCOKEREE 4/ reaction 21 ] (5.2%), EEOKREEES 4 4
(1.0%) . TEAHEEE 246 (0.5%) . BER 18 (1.0%), TRisaemEE 24 (0.5%), BL1H
0.2%) RS ESIBELLH (0.2%) BRHLH 0.2%) RUEESIER LA (0.2%) FEHLHH
Teo ET-, BEMENE, LHR. REEN/MR Teo ETz, EEFEIE, LHRK, SFEED/MR
B MERBER, Yk - B R URRIR AR BARAE WO HEEHER, WA - B R URIRMLie R IE
BB bhiahrol, FEMEARBRRLIZEES RRD LN o7z, FEWEARBERIIISFZEF
% (BRBREEREL2EL) 280EHERET solEEs (BRREERELZED) 280K
¥ HERETT,
9= OEFEEBLFISMAERER (ON0-4538-16/CA209214 B | 9 _— QOEKRLFFMAARER (ON0-4538-16/CA209214 B
®) ®)
(H%) (B8)
£2 VWTRLOBETREREREN 5L EOBIER £2 WTFhMOBTREESEN 5L LEOBIER
(& ) (£ m)




10— | B, FH+AEL) DT BICRBNT, HREE 10—y | 2B, FEl+A Y A= THIZBWT, HREE
136 il (24.9%). FFEREREEE 98 B (17.9%). F¥K 136 i (24.9%), FPE%RERES 98 B (17.9%) ., FOMR
JRHSREFEE 147 5] (26.9%), BHEEEREE 46 4 IRMSREREE 147 41 (26.9%) . BHEREE 46 4
(8. 4%) . RIEMEIERR 35 6] (6.4%). KBk - & (8. 4%) . FIEMEMZA 35 6] (6.4%) ., Kipk - &
EOTH 36 5 (6.6%), EEDOKBEEE 20 4l EOTH 36 4l (6.6%) . EEDKEEE 20 #
(3.7%) . TRAKHBEREE 24 6] (4.4%), BIB#RE (3.7%), TEAEERSE 247 (4. 4%), BIBHKE
BEE 326 (5.9%) . 1RERFESH (0.9%), BER BEE 324 (5.9%). 1EERBESHI (0.9%) . BER
760 (1.3%), EEGESE L (0.2%), Bk - 7TH (1.3%), EAEMSESELH (0.2%), Bk -
BEREZ 2 1 (0.4%) . infusion reaction 22 B 2 Hl (0.4%) . infusionreaction 22
(4.0%), SEIER 26 (0.4%), LFz% 16 (4.0%), BLHBHE2H (0.4%), LFHKLH
(0.2%), fEE 26 (0. 4%) . BEACERRLARRE/ X A% (0.2%) . Bz 261 (0.4%) . BEEUHRBARRE/ I A
F—102 F (18.6%). FFR 7HI (1.3%) RUEIR F—102 # (18.6%) . FF 74 (1.3%) RUEHIR
MARFEARAE 2 61 (0.4%) MWD LN, ik, & MmASERE 2 5 (0.4%) BROONTZ, i, &
B /RIS A SR BE R B OV MR AR A6 1T3R D T /RIS PERBER T UM LA R 2138
biehot, ARMEARFERRIIBEEESR (B biiahol, AREERARBRAITUSEROH
EREMBESED) 2E0EHERETRT, HES (BRREEERZED) 2E0EHER
: ZRT, »
14— 5. 5B LRBE 14— 5. EMNBLLRDEBE
[tk 5 %] [ZaticB+ 3 HIE]
(%) : (#%)
15— [ZetiziE+ 3 53E] 16 _—Y (B4 5 3E]
(%) (B%)
HHHR DX Y B OBEEREET A K4 L ORETER (FriEsRz)
B [3]
B (THRERETE) B (BRIEARET HUBR)
2~ Y XRLRDERS : 2= NBRLRBERS :
FFO—REEHIE 20 ng. IO —RAEHE FFO—REEGE 20 ng. A7V —FKAERE
100 mg, A7 V—F SEEE 240 mg (—f% : = 100 mg (—f&4 : =R ~<=7 GEGFEKEZ))
BA=T (BEFHEEZ))
3= 2. KEIO%H, EREF 3N 2. FHIOREH, ERBAF
F 7 —R AR 20 mg, FARESHIE 100 g & AT — R AT 20 mg O REHE 100 ng
URLAEEE 240 mg (—4% : =Fr~<=7 (GBfz (—ft : =R ~<7 (BEFERL). BT, X
FHEMEZ) . AT, TAH) &, PEFERSTEKRK ) X, PHEERLHTESRRSHE AT Ly 7 2%
SHEAF VI A RATVAI v AP — BTV R Ve T—X AT AT (BMS) #b)
R A7 AT (BMS) 1) 2B L/~ + PD-1 MNEFE Lk bk PD-1 (Programmed cell death-1)
(Programmed cell death-1) Zx3" %t M IgG4 T 5 M IgG4 & 7 u—FAHETH S,
=) 7u—FAHEKTH B, (B%)
(%)
42— [Z2t] 4= [Z2H]
OEANEIHERR (0N0-4538-15 FER) OEAFE IR (0N0-4538-15 FRER)
(#%) 9]
#1 EEBRSUUEOBHER (REMMEITSR #1 BIERNSULLEOBRMER (REMMTE
#£H) £R)
(& B (& ¥




AT =R AREHE 20 ng, ATV R AHHE
100 mg, A7V — R REEHE 240 mg (—4 =
A<7 (BEFHERZ))

5 R—Y 723, MIEMERER 1 E (5.9%) . HHSEHBAREE/ s, FEMHMER LA (5.9%) . SREERARE/
IARF—24] (11.8%). KBk - EEOTH 1 RFRF—24] (11.8%). KEB%k - EEOTH 1
B (5.9%) . FrigsEmE 1461 (5.9%). FOREHERE Bl (5.9%) . FAEEREEE 16 (5.9%) ., FIRREE
BEE 340 (17.6%), MEmEEE 36 (17.6%) RV B 34 (17.6%) . #RREE3H (17.6%) RV
infusion reaction 14 (5.9%) MEHohi, infusion reaction 14 (5.9%) M@WDHhiz,
7, BEGENE, LK. k. 1EEREA. E7-, BEEGEHE. LK. HR, 1EERRA,
St /MR ESREER . ATk, EHlERE. Sl /MRIR A PESRPER . TR, BHREREE,
BIRFREE, MMz - BB, BEEORNESE. Bk BIBREE, Mgk - B, BEOREESE. #IR
MmieZERSE, TEAMEESE, BRRUSEIE MmARERE, TREMERE, BRRUSLE IR
RIIBEH NP o, FABIERRARRLEE RITBD b ed oz, ABEARTRILITISE

| B (BRREEREZED) 2R 0RHERE FHoBEESR (BRREERELED) 280

2R ‘ ERHERETT,

5 QA E IEFER (CA209205 FER) Qs ELHERER (CA209205 RER)
(%) (%)

61— #2 REBBVSUILUEOCEIEA (ALl Treated #2 HHBHSGLLEOEIER (ALl Treated
Subjects) Subjects)
(& B (£ B
¥, MEHEMRE 15 51 (6.2%) . HREUHRARE/ 7B, WBEMERRS 15 6] (6.2%) . TREAFRAZE/
IAF—19 Bl (7.8%), KK - BEEOTHG IANF—19 B (7.8%) ., KBk - EEOTH 6

I (2.5%) . BFieEREEE 22 4 (9.1%). AP S A B (2.5%) . FFRgRemEsE 22 41 (9.1%). FFR5H
(2.1%) . HURIASAEREE 28 4 (11.5%), M&E (2.1%), FRIpAERESE 28 51 (11.5%). MR
2240 ) (16.5%), BHEEE 44 (1.6%) . B - =40 B (16.5%) ., BHSREREE 4 81 (1. 6%) . B -
BEmRgE 161 (0.4%), EEOKBEE 36 (1.2%). B 161 (0.4%), EBEDRMEE 361 (1.2%).
AR MARSERRIE 1 41 (0. 4%) , infusion reaction 38 B R M A ZEARE 1 1 (0. 4%) . infusion reaction 38
Bl (15.6%) . BExK 24 (0.8%) RUSEIER2 #l (15.6%) . FELR 25 (0.8%) RUOLSL HER2
# (0.8%) RBHONT=, Fh. BEFHENE. @ (0.8%) MNEDLNIE, Eir. EEGEE,
D% Bk, 1 BERA, S/ MR DR, ik, 1RBERA. SEtEi/ MR
%3N, BIBEERUTEHAEEEEIIZDON %UER, BIBEERUTEABERESIRD LN
Rhote, AEIERARBRIEESES (BRR Bhot, AEHERARBERUIMUSZEROHES
BEREEED) 2 EURMBRETT. % (BFEREEREZ2ED) 2E80HHERELTR
' 3,

10 _—y 5. &ENBRLLDBE 5. #EXNBRLRZBE
(F2hEz B 5 BE) [ZekiciEd 2 5HE]
(%) (B%)
[Zetic T 2 HE] (Bt B4 2 HIE]
(%) (B%)

BEOREHEARET A KT A4 (1B R
B [2]
Y- (THRERER) (BUYAREBHIER)
2=y XL IR DEES R DEKS

A7 O— R AR 20 ng. A7 V— RN AERE
100 mg (—i4 : =Rr<7 (BiEFHEBRZ))




3=y 2. AF DR, ERAKFE 3R—y 2. FEO®KH. 1ERgS
F 7V —R A TEHIE 20 mg, FAREEIE 100 ng & FF PR A 20 ng BOURAREEE 100 mg
VRSB 240 mg (—% : =RA~7 (Ef= (—f% : =FRN~<7 (BETEHEL), DT, I
FHA ), BUT. TAH) M, NSRS TEBK H)) ¥, MEESTERREHE AL Ly 7 A4
S ATV 7 A (RTVRA MV = A BITYVR M =¥ —X AT 4T (BMS) $h)
X A7 A7 (BMS) #) MHEEL~E b PD-1 MAEHZH L7t k PD-1 (Programmed cell death-1)
(Programmed cell death—1) Zxh3 3%t N IgG4 I3 5e M 1g64 £ 7 u—F VB TH S,
T ru—FARETHB, €9
(8%)
5 [Zatk] 5R—Y [Z2i]
OENEIHERER (0N0-4538-12 FRER) OEANFMAERE (0N0-4538-12 FRER)
(&) (%)
£1 WTFhOLOBTREER UL EOBIER K1 WTLOBETREESN 5% EORIER
HERE -3 ) (& B
B, REBCBOCCRIEERER 7H (2.1%) . BB, FEBICBOTHEEMRB 7 (2.1%),
S RRE/ I A3 F— 96 (2.7%), KBk - BERERAE/ S A _F— 96 (2.7%), KBK -
BEEOCTHAH (1.2%). 1ZHERR 36 (0.9%). EEOTHA4H (1.2%, 1BERB 36 (0.9%),
FEEREREESE 18 1 (5.5%). FF4& 141 (0.3%). HIR FrigREREE 18 41 (5.5%). FF& 141 (0.3%), B
BRESREREE 13 61 (3. 9%) . ®EBEE 10 41 (3.0%). BRASREREE 13 41 (3.9%), #HREE 10 4 (3.0%),
FHEEE LA (0.3%). TEABMERSE1H BHEES 14 (0.3%)., TEAMERE LA
(0. 3%) , BARMAS ZEARAE 1 41 (0. 3%) R UX infusion (0. 3%) , BRI AR ZEARE 1 41 (0. 3%) B TX infusion
reaction 14l (0.3%) »FHoLhiz, £/, EE reaction 14 (0.3%) @B ohiz, T/, EiE
BEIE, LBR. HR. REEL/IMRBD R FHESRE, DERR. Bk, fSlEl MR
B, BISEE, EEOREES, Ik - HEL, B, BIBREE, EEORBES., Mk - ok,
BEAROR Y SEAIRD bhho e, KEIE BERARVEE IBEREIBD SRR o T, RBIE
ARBRIIBEESR (BRREBEREEED) ARERRILFESORESES (BRREER
FEDEHRERETT. BEEL) 2RUEHERETT,
gR— 5. BENRLLDBE g - 5. BEXMNBRLLRDHBE
(B4 5 5HE] [Z&itic+ 55HE]
() (B&)
[Z&ikizpa4 5 5E] [&&iE Iz BT 5]
(G2)) (B%)
B REOREERMEET A oA L OWETEFR (FRRE)
] [5]
FYR— (TRERETD) BYR— (B4R ERHIER)
2= SR LRIEER : 27—y MNB LR HEES
F7V—RERBRE 20 ng, T V—FREHEHE AT V=R REHE 20 ng, A7V —RRERE
100 mg, A7V —RAMEEE 240 ng (—E : = 100 mg (—i34% : =FKr~<7 (EBEFEBRZ))
A=7 (BcFHE#z))
3R—Y 2. AR O, 1ERMF 3=y 2. FEIOHH. 1ERMF

FF—REEHE 20 ng, AEESE100 e & |-

CELAEHE 240 mg (—B4 : =F<7 (Bfs
FHEHLZ), AT, [AF)) i3, AFRLTERN

F7V—REREE 20 mg O AR 100 ng
(—f& : =R~ (BETHERL). ST, R

D 3 MERGTERAESH L AF Ly 7 A4t




SR LAF VIR T VAR 2 AT —
R A7 A7 (BMS) #t) MR L7k k PD-1

(Programmed cell death-1) x4 5 b FE! Ig64
£ 7 u—FtARETHD,

EFVR IV 2L F—X R7 47 BMS) #)
MBI L7=k b PD-1 (Programmed cell death-1)
x5k M 164 B 7 u—FNVHETH B,

(H%)

(%)
42— [Zeik] 4= [Z2H]
‘ EE TERER (0N0-4538-41 FHBR) ENE D3R8 (ONO-4538-41 RER)
(%) : (1)
#1 REENRSUILOBER (REMMEITHE F RERBSUALOBIER (BEMBITHRE |
£FA) 5]
(&R B (R B
5R—Y np, mREE 2 (5.9%) . FFHERE 1 6| 53— B, WREE2H (5.9%) . FFHEEREE 14
(2.9%), FARIMEEERES 4 41 (11.8%). MVEMERH (2.9%) . FiRBESEEREE 4 41 (11.8%), FIEMEM
BRE 245 (5.9%), KiBge- BEDTH 24 (5.9%) . WHE 2 (5.9%) . KIBR -BEEOCTH 2 #(5.9%) .
1EIBERE LB (2.9%) ARoohz, T, B 18MERB 16 (2.9%) BRBHbhi, £k, B
MiteEE, EEOREESE. TEMKERE,. 8 HEEE, EEORBEE. TREEERE. 8
TS, Bk, BESEIE. MR - BERE. EHReREE, Bk, EESHEE. Bk - HEE.
infusion reaction, & SR, DLFERK., HE. infusion reaction. & & %4, DR, FHK.
R/ < A3 F—, St/ MR ER BERARE/ X A 3F —, St/ MR R
B, APde. MR ZERER CE(LMEERIZ PR, . BIRmAeERER OELERE KX
B o hoTe, AEEARTRILIIEEES B BNEPoTz, REWERARBRIIILZER
(RERREERE 2 EL) 28 LEHERETT, o EES (BRREEREEEZED) 220EH |
BERETT,
8 R—Y 5. BEXMRLLIBE 8 —Y 5. BEXMNBLERLBE
[FahiEiz B+ 2 FE] (&2t 24 551E]
(B) (B
[Zetkizig+3EHE] Bz B4 2 =1E)
(H%) (%)




REEHHEETA FF A

=R <=7 GBEFHE#Z)

(R4 : A7 O—RRIEE 20 mg, A7V —FRHHE 100 mg, F7T—
A RFHFE 240 mg)

~ /Bt ~

VR 2 942 A (ER3 041 1 ARG
BABE

H¥&

LB

RO, (ERBRF

REPR AR

HERITDOWT
BEXNREBDEBE
BEZBLTHEETNXHE

IO

P2
P3
P4
P12
P14
P16



1. enic :

EEGOFNE - REMOREBROLDIIE, BAIESCESWLEERERAI KD
bbb, Ebiz, MEOREENOERIZ LY, MEERLR L OBHORFRIERE
FEELFERBENZPFT, ChOOEERZHICHELBEICRET 3 2 L BBEO
BEL 2o TRY BEEMBOEE L HEDEATE 2016 CERL 28 426 A 2 B HEIE)
CEWTH, EFNERGEOFEROREIHEERZHS - L Eh T3,

PRl ERS L, BEEACREE e 7 7 A VEBEEOEER LA L MR
RHBZEDBHD, ZOkD, APHHERCREEICET A ERN+HEBET 5 £ TOR.
UHEXKOBRBEEZEBIRIZ LB/ INIBEIH L TERAT L L BIT BIE
RABRRLLBCLERRGE & 52 L SRER—E OB & i T ERSE A
THILBREETHS,

LeBoT, BHA FTA4 Tl BREESINE TIBE LR TV AEFEREM -
PR ESE UTOERROEBEREREHET 2RI OBEREMS, B2
FROCEEEFEETRT,

BB, AHA KA 003, BMITREAERLEREBRLASHE, AREEEABER
BREERE, —BREFAEA BABKARES, HEFEFZESDEREA B ERMEESRT
— A EEA AAFPRRES OB A Db L ER LTz,

MHLRHERES AT VR RHE 20mg, A7 O — R REFHE 100mg, A7V
— R R 240 mg (—RA : =R+ T BREFHERZ))

HRLDBPREXEIFR - VIBRTRRERELT - HROIFE/NIRIHE

HELRBAERVAR - BH, RAKR=FA<7 (BEFA#Z) L LT, 1E240mg
% 2 BRI CAREET 2,

B IR E & E  NBERIERASH

2. ARIORE. (EHBF

F7 VR R 20 mg. FAREHE 100 mg RORREF#E240mg (—&4 : =
Ru~7 (BETEEZ). BT, TAAL B, MNERGSTERISHE AF VY 7 X
HETVRA MM ¥ —X X747 (BMS) #1) #BAFE L7t k PD-1 (Programmed
cell death-1) 12345 & b IgG4 &/ 7 u—FAHETHS,

PD-1 b, FEHAL L7 Y Lo%Ek (THEME. B IR U9 = F 4% 5 —T M) RUE
FERMIRICRIT 5 CD28 77 XY — (T MRS MBI IE L RIZHET 55
T8 KR T32FETH S, PD-1 EFIFERHIRIZER TS PD-1 V¥ F (PD-LI
RURPD-L2) EREAL. UV S RICHEIES VI EELTY Vo ROEELIREE
AFAG LTS, PD-1 YV FIZRFEERARUSMNC e O REFHEEIC KRR
LTy, EHBAEREH LR L EGAKIZS TS PDL1 ORRLFROLTF
B & ORIICADHEBEEFERD S Z L BMESH TS (Cancer 2010; 116: 1757-66).,
i BNEAEAE CIIERRE THREELTSA V¥ —Txu < (FN-y)
WX -CPDL1 ORBESFHE I, B8 LESERICE TS PD-L1 ORRLIFED
PRI & ORICEDOHBEERNSH 2 L OHEHH D (Sci Transl Med 2012; 28: 127-37),
& bIT. PD-L1 ZMHIRR I ¢S AMIRIL. RERES CDS B T At oMl E
EEEHFESE B, H PDLL HifE T PD-1 & PDL1 L OESZIMEFT S L T O
EEBRMERBIET 2 EBRINTVD, EDOIZ & 55 PD-1/PD-1 U 4 MBI, 2
AR TIREROR T Mo 0XBERERET 2F0—o & LTEXL LR T
B,

AFNL, KERBR O R O PD-1 OHIASE (PD-1 Y F v FEAHEIR) ITHEE L.
PD-1 & PD-1 U NV FLEDFEREMETHZ &Ik . BAFRRRNR T M0
AL RO AR T B RS ERE R RT3 2 &L TREN R REESR 27T
ZEBERINLTNS,

IhoDHMEN D AFITESEBRECHT AF R BERCRIE b0 L HF I,
FE/NRIRRREEE B xR & LERRRREER L. . REMRUCERESER S
iz,

AR OVERBAICES BEORERIGIC X 5BIERSSE H bbb, EEXIFETIC
ELTRERD S, AROREPRUEERICE. BEOBREZTHUTY, BESR
B LRSI, BELEFRITE U B2 L BRE R OEM L 2 LGB
G2ERBWEITV., BEORESC L 3EERSRDIL 2 HEITIE. BIRRERL
EVRIOBREEOBYIRMERAT O BERDH B,



3. ERBRAELAE
U ST - BROI/NIRIGE (RELEERGHERTE LEE) ORBRICTE

i %47 > Fe ERBRRBROBIRE T T,

[AhiE]

(R _EResE)
OEMFE IERR (ONO-4538-05 3RER)
75 F AR ST LERERE 2T T S RAFERIB B/ VEXIXERORE LEE
B3 (ECOG Performance Status 0 U 1) 35 Fl&R&IC. A# 3 mgkg % 2 BHEMRE T
ARFE L, TEFBEA THHEME RECIST HA FIA v LLRICES fk
W LD CR XL PR) iX25.7% (95%IEHEXM : 14.2~42.1%) Thotz, 2B, FHi
IR E LB 9.0% Th - 1z,

Q¥ HMAARARR (CA209017 3258) (N Engl J Med 2015; 373: 123-35)
75 R e ST R REE A T 5 IR RA2 B B/ VA A EROR T LS
" #%#% (BECOG Performance Status 0 BT} 1) 272 B (AR 135 6. N & %EL8 137
B) BRBIT. FEFFEAZHBE LTHA 3 mgke % 2 BRIFERTREHELE,
EEVMER THHEAFHR (FRE [95S%IEEMEE) iX. AFBET 9.23 [7.33~
13.27] A, FEZXEBAET6.01 [513~733] PATHY ., AR FEF RN
5 LB EICE B RER R R Ui (AN —Fik 0.59 [96.85%SHEX M : 0.43~0.81],
p=0.0002 [J&H! log-rank #E]),

Probability of Survival
-
o w o ~

b
w

0.2

01

0.0

T T T T T T T
0 3 6 9 12 15 18 21 24

Overall Survival (Months)
Number of Subjects al Risk
Nivolumab 3 mg/kg
135 13 86 69 52 n 15 7 ]
Docetaxel .
137 103 68 45 30 14 7 2 0

~* Nivolumab 3 mgrkg (events : 86/135), median and 95% CI : 9.23 (7.33, 13.27)
~ ¥ Docetaxel (events : 113/137). median and 95% CI : 6.01 (5.13. 7.33)

E1 O0S OHMAENT @ Kaplan-Meier Bi# (EfEH{LSh-4£H)

4

(FER T LR
OENETHERR (ONO-4538-06 AE)
TS FFRAR S LCERER LA T 2 ERAMERIB #I/IVHI ITERDOIERE LK
#EHEFE (ECOG Performance Status 0 & U8 1) 76 & Xf&RIZ, A 3 mg/kg % 2 BRFER
THEBEEE L, TEMER THHEHR RECIST HA K74 v L1 RIZESLH
FHEIZ XD CR XX PR) 1% 19.7% (95%IEHEM : 12.3~30.0%) ThHoTz, 226, F
AN E LRI 9.0% Th - T,

QS EMARRR (CA209057 3/8%) (N Engl J Med 2015; 373: 1627-39)

75 FFEA R S ERERE 2 A T 5 R IB #I/IVHUTHEROIERFE X
#EHRE (ECOG Performance Status 0 & TF 1) 582 4 (AFIE¥ 292 B, Nz &%/ 5290
B) ERBIC, FEZFe 2B e LTAA 3 mg/kg % 2 BRMR CARERELL,
FEFMER ThHHEAEFHM (PRIE [95%EERM]) 1. FABT 12.19 [9.66~
14981 A, FEZ XA ET0.36 [8.05~10.68] ZETH Y. FHI R F XA
XU RO EEREEEZR Lz (09— N 0.73 [95.92%{E4EXR : 0.59~0.89],
p=0.0015 [EH log-rank BRE]),

10

Probability of Survival
e o 2 o o o o
W A " o ~ - w

o
1Y)

o

0.0

0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mg/kg
292 232 194 169 146 123 62 32 9 0
Docetaxel
290 244 194 150 m a8 34 10 S 0

2~ Nivolumab 3 mgrkg (events : 190/292), median and 95% C1: 12.19 (9.66, 14.98)
O Docetaxel (events : 223/290). median and 95% Cl : 9.36 (8.05, 10.68)

B2 OSOTRIAENT OKaplan-Meiertiift (E1EHL X h/-5EMH)



(PD-LIFFR I OB IR LK)
WA EMARRER (CA2090173 B R (FCA209057:48R) 1WA ANLhBEDI B,
BB BV CPD-LI 2 RBE L EHERS 5D 584 (BUF. PD-LIERE]) B
T HEERE LN E—BORE DT —F ES %, PD-LIRBERIICRRAICHET 21T
SRR OZEMOBRIIUTOLBY Thot,

AYECE LTI, RELEETI, PD-LIORARZLLT, FeFe Bl
U CARB COSHIERT HEABRBD bhi,

R LB CIX PDLIRBERBI%RFBEORAW Fe & e i miﬁﬁoﬁ%rv
H-ot= (FHD,

2B, BELERE., FRELEEL bIC. PDLIORRRCL T, FHOEL£HET o
T A NIRRT H -7,

S

S

Prabahity of Survival
e 2 o o o ¢
Prohabillty of Survival
5 2 o 8 @8

] a1
a0 . § 00l
[ 3 s ° 1z oS B u oz o 3 [ ) 215w on v
Ovesall Survival (Morths} Overals Survival iMonths)

Number of Subjects at Risk Number of Subjects at Risk
Nivolumab 3 mgkg Nivolumab 3 mg/kg

108 82 7 60 a8 3 26 17 4 o 2 e e w7 s 2 B s [
Docetaxel Oocetaxel

101 87 69 53 38 30 13 5 2 a 123 102 80 61 4 13 o

“ qulmﬂ b 3 mg'kg {events : 77/108), median and 95% C) : 10.41 (7.29, 14.26) =~ Nivolumab 3 mgrkg {events : 641123}, medan .-1 95%C1: 17.15 uz 09, znfm
el {events : 751101). median and 95% C1- 10.09.(7.36, 11.93) * - Docetaxel (everts : 33123), median and 95% C): 9.00 (7.10. 10.55)

Mazard Ram ervaI mah 3 mg/kg overs Docetaxe!) and 95% CI : 0.90 (0.66. 1.26) Hazard Ratio (erﬂlumb 3 mgikg over Docetaxel) and 95% CI : 0.59 (0.43. 0.62)

B3 CA209057 B PD-L1 RILHERTO 05 O IMARYTD Kaplan-Meier Hifit
(£ : PD-L1<1%0EEME. AH : PD-L1=1%0BEHEH)

[Z&]
(R¥_LR#E)
OEMNFE IR (ONO-4538-0538)
1 RIEBBs%UEORHER

Grade £ Grade Grade 3-4 Grade §
BHEREE e REE | BR  REE | R AL
(MedDRA IZ X % SOC-PT 5Y4) ¥ %) H¥ 6] Hi %)
HRER 35 35 35
EX: 24 (68.6) 2 ( 57 0 0.0)
ML OV RS - 2 ()
Al 2 (57
N WEE 4 (11.4)
Eaﬁﬁﬁtﬁ!#&ﬁﬁ 2 (57
W iR s (143)
T3 2 (57
B 3 ( 86)
RS HRERBLCREBORE - 11 -7 (314)
HEs 5 (14.3)
AN PERRE 2 ( 57
R 5 (14.3)
Fo i RNEE 2 (¢ 57
BEUE 2 (57
BERE 8 . (229) 2 (5D
TARGRART I/ NIRRT = F—E M 2 ( 57
M ZLTF L ARRGFF—Em 2 (57
Yo 3R B> 3 ( 86) 2 ( 57
RBISIUSENE 7 (20.0)
{E7 AT ME 2 (57
RFREGR 5 (14.3)
HRABRBLUESESRE 2 ¢ 57
BafiE 2 (57
ARRRE 3 ( 86)
ﬁiﬂﬁ&@ﬁ:—:——w\f—— 2 ( 57)
B3R RIS KUK & 5 (143 |
fiideating 2 (57
RO THGRS 10 (28.6)
SHEERIT A 2 ( 57
#LEE 2 (57
323 5 (143)
BRESRES 2 ( 57

EEfiD b ShicHERRAIL, MedDRA ver 17.11% FVVTHRAE X e
GradetXCTCAE (Common Terminology Criteria for Adverse Events) v4 A A<3EfRICOGRRICE L 3,

¥, FEEMRE 2H (57%) . KBk - BEOTH 24 (5.7%) . HEEEF (¥
Ty NU—IERREE) 361 (8.6%) . FHBRES 261 (5.7%) . FURIRSREREE 3 5
(8.6%) . RIBHERREEE 1 B (2.9%) . BHEEE (RETHELETRS) 141 (2.9%)
E W infusionreaction2 ] (5.7%) BRO LTz, £, BEOKRBEE (REKERE
B, SR, BREES) | TREAMEEE, 1| ERKE. R, EEREE.
Bk - SRS, B E S BEREBIMERITFED bhizho iz, ARIERBBIRRIIEES
% (REBREERERETD) 2B80EHNERELRT.



QWS EMEFE (CA2090173888) (N Engl J Med 2015; 373: 123-35)
22 BERN 5% ELOBWER

Grade 4 Grade Grade 3-4 Grade 5
BHEMER #£H REE | BA REFE | HE BES
(MedDRA 12X % SOC-PT 58) HH (%) % (%) ER (%)
SREK 131 131 131
EXS 76 (580) | 9 (69 [-0 0.0)
B B 24 (183) 1. (08"
T34 10 ( 76)
B 12 ( 92)
—f%- EHEERSLUR S ORE 9 (3L3) 1 ( 08
B 13 ( 99
B 21 (16.0) 1 ( 08)
ARBEBLUSRRMRE 18 (137 1 ¢ 0.8)
AERER 14 (10.7) 1 ( 08)
BREERBLURSEMEE - ’ - 17 (13.0) B
BOARAE 7 ( 5.3)

EMPLBEINAEFERAIL, MedDRA ver 17135 AWV THRLEA 2.
GradeiXCTCAE {(Common Terminology Criteria for Adverse Events) v4iZ# U5,

28, FEMEMRE 6 51 (4.6%) . Kk - EEOTH 1141 (84%) | fEREE (¥
T NL—SERBEE) 1341 (9.9%) . FFBLEEREE 4 41 (3.1%) . FURIRMSEEREE 5 41
(3.8%) . BHREREE (RATHEEBSRS 48 G.1%) . EREFEIE 14 (0.8%)
K Rinfusionreaction 1 B (0.8%) AR bhiz, £, BEEOEEEE (RELEIRE
B, SN, EREES) . TERAOHBEES, BITHEESE. 1| 2ERR. Bk,
FRi% - B, B8 O BEARGLBRIEIRD bhihotz, ABWERARBERRIIEESE

AHER i1 (14.5) 1 ( 13)
(e 10 (132) 1 ( 13)

#eiEnEn 4 ( 53 1 (13
PR, Bi¥Ris LURERRRES 12 (15.8) IS ( 53)

IR HEREEE 4 (53| 2 ( 26)
HWBLUH TalkE 26- (342 1 ( 13)

EHEIE 6 (79 1 (L3

B 11 (14.5)

ERESRES 4 (53

BN BERE Shi- G ERRA L. MedDRA ver 17.0JE FIVTHRAE L.
GradelZCTCAE (Common Terminology Criteria for Adverse Events)  v4 B AFBRRICOGHRIZ® U 5,

2. BEPEREBAG (53%) . KK - BEEQTHISH (6.6%) . HREE (¥5
Ve N —FEMRREE) 1061 (13.2%) | FHEREREE 5B (6.6%) . FHIRIRESREREE 1061 (13.2%) .
BISHREE 14 (13%) . BHGEEE (RETHREETRSE) 46 (53%) Rinfusion
reaction 3% (3.9%) BB bz, ki, BEOCHBES (RMREIEREE, SHA
B, ERAEES) | TEAEEEE, 1 BURERE. B, BEEME/E. Bk - Bk,
58 HERECLMERIIRD bhizholc, AEERARBERRIIEEES (RRREE

REEED) 2aDERKRETT,

QWS EMAERER (CA209057 3ER) (N Engl J Med 2015; 373: 1627-39)
F4 BBRR 5% EOBHER

% (BRREERFLED) 230EERETT,

GERT_LEE)
OEANEIERER (ONO-4538-068)

#3 RBRBR5% EOBRHER

Grade £ Grade Grade 3-4 Grade 5
BHERIHE R RER | BRRE RAKR | BRE  RBR=%
(MedDRA iZ X % SOC-PT 437) H¥% %) - S D) %
EOF St 76 76 76
2k 64 (84.2) 16 (2L1) 0 (0.0)
R WEE 9 - (1L8) B j
PR IRMERRIE T 52 7 ( 92)
WBRE 26 (342) 2 ( 26)
i 5 ( 66)
T3 4 ( 53
Bl 8 (105
amk 4 ( 53)
WERE 4 (53
— - R REE B L OB ERATORB 29 (382) 1 ( 13)
Y 9 (11.8) 1 ( 13)
RS 1 (14.5)
) 11 (14.5)
[T 18 (37D |3 (39
UL IR 6 (79 2 (26
REESIUSERRE 17 (24| 3 ( 39).
{EF DYDY A LfE 4 ( 53) 2 ( 26)

Grade 4 Grade Grade 3-4 Grade §
BHERRE BE RAR | BR  RRE | RE  RBEX
(MedDRA 2 X % SOC-PT4 ) HXK (%) i %) K (%)
HBEEK 287 287 287
2k 199 (693) 30 (10.5) 0 (0.0)
PAMERE R L . ] 24T 84) :
FRBURREETE o 19 ( 66)
wmEEC . R 7% (258) 4 ( 14
TH 22 (77 2 (07
Bl : 34 (11.8) 2 (%))
BERE ) s ( 52
—f - S HEERBINE SR ORE L 90 ey | .4 ( 14)
B HIHE 29 (10.1) 1 ( 03)
i ) . 46 (16.0) 3 (109
RFBLOFEEE | o . 43 (15.0) 2 ( 07
REREGR 30 (10.5)
BRERBIUS SRS E 36 (12:5) 3 (. 10
B 6 (56
BERBICRTRERE T 60 (209)[::3 (- .LO)
EHEERE 24 ( 84)
5 27 (94 1 ( 03)

BB H8E SNAHEESAL, McdDRA ver 17.0E AIVTHAEL L,
GradetXCTCAE (Common Terminology Criteria for Adverse Events) v4iZ# L3,

i, FEMMZRR 1046 3.5%) . Kk - BEOTH 22 4 (7.7%) | iEHEE (¥
T« NU—IERREE) 26 B (9.1%) | TPEAREEE 15 B (5.2%) . FUIRIRBEREREE 27
Bl (9.4%) . BHARREE (RMEMEEBRSE) 76) 24%) | Bk - SEBE%E 1 81 (0.3%)
B infusionreaction § %] (2.8%) BRWd LNz, £, BEOMEERE (BUEREIRE

9



BB, WA, BRERS) | TEHOBEES. BIT®MERE, 1 ZERA, Bk,
HEMRENE, 58 IBEECLHRIIBD Db o, FEIERARRRRIIEES
% (BRREERELZS0) 230RIERETT.

10

(R - FHE]

RO BERERBHRETAVERALEY I ab—a 2k Y, &H3 mgkg (K
BH) %240 mg % 2 BMERE CRE LEBROAH O MEFRESRF Shie, TOF
R AH 240 mg HHRE UBROBRBEEIL, AH 3 mgkg 2RE LILBROBRER L B
LTHREZRTEFRENLE b0, ARAABFCRVWTEEESER STV A
- RE (10mgkg % 2 BEFRTRE) TAREZRE LICBROBREER - ik L TEE
AT LEFRISRE (TR), MA T, EROBBIZB T 27 — 2 I2E-3& A 3mg/kg

(RE) 3t 240 mg % 2 BREIFRTRE LEBROFAOBRER L APIE T L ek L
ORE LRI IBRBRSET NVHIBES L, YEEEC OV TRASIThRER,
LREOME - AEOM THEMERUEZEMICARRER TRV FRIE N,

£S5 FHOEKWEE/ T A—F

Y - AR Conax Crind14 Cavgd14 Cunaxss Cainss Cavgss
(pg/mL) (pg/mL) (pg/mL) (ug/mL) (ug/mL) (ug/mL)
516 1656 243 113 62.1 776
3mehkg QAW | (355 70.8) | (107,24.5) | (17.,339) | 150,17 | 71,100 | 21,121
JPp— 727 235 341 159 878 109
mg Q (51.1,103) | (152,346 | (251,479 | (102,259 | 41.5,158) | (62.1,187
191 613 %08 398 217 278
10mefke 2W | (147 219) | (512,79 | (190, 114) | (331,532) | (184,313) | (237,386)

PRAE (5%, 95%R) . Q2W : 2MMIHMR, Coux : HIEEREROBRFMETRE. Cuinas : DEHREH%14
A B3] B RIEMFIRE, Copaus : PIEHEH%14A B ECOEHMBEPRE, Coms: ERRBICE
i} 2B MTEPRE. Coinss | EFRRBICE T DRABEMBFME, Cons 1 ERRBITHT 5 LI MFP
REE

11



4. ﬁﬂk’_-’)b"(

BEML LTEABERHE (2FFI SBRELATWA I Eh b, YEREYHE
@Jbu%lﬁ’(%éﬁﬁ RTHDLBEEHD, 0 LT, AROREPEL R EE LB - 5
L., AROBRFICL Y ERLZEWEAERBR LIBT3 2 L SR ERH, BT

DO~QDFTRTEWIETHRIBVWTHEAT I ETH S,

@ mERiI-O>WT
@1 TR0 (1) ~ (5) DWTFRMIESTIHRTHE &,

(1) BEAFBREIEET D5 ABRESILRIES EEFRD A DRESILRRER.
HSRAS AR LR, KA ABRREE R &) (AR 304R4 A 1 ARER 437

Hisk)

) il (AR 294F 6 A 1 BREA : 85 MR

() MERFRAEIIGET 5 RADICEMEADE (354 BFOEBISERBL. 1A DFOES
W, B ARBROERHEERB: )

(4) SRACEFIEEEZRE L, AFALERENE 1 sk REmeE 2 ofigr i
RBBHEIT> TV AHER CERR 2847 A 1 ARER @ 2540 HEsR)

5) NEMEFALSTENEORRERMEEBHET> TV DM (ER 28 £ 7
A 1 BERA ;1290 fEsR)

®-2 %ﬁ@!lﬁ%ﬁiﬁ&(ﬁﬁﬂfﬁﬁl%ﬁﬂv’?@ﬂﬁ(C+’\7‘a‘:%ﬂ%e‘:ﬁﬁ’&#ﬁOEﬁﬁ (F&®
WSS S ERM) 2. YEBERAOFAICET IRROTELL LTREBEN
TWsZL,

#£

o EMEHFRAE 2 FOUEPTHER KT Lz 5 £ LoRABROERHEL
ToTndZ e, 5b, 28 LT, BARYRESZT L LCBREBEEFONEY
fToTNBZ &,

+  EMKIFREE 2 FOTMPPHELKT Lt &z 4 EULOBKRREHREFLTND
i, 56 3EU . EORAEYREEESUNHRBRZOBREFERT-
T3z,

@ BEHOERMERTEOEKFIZOVNT

| EESEHTRICRETIREESRBIA, HECENLOBRAR., A%
SHERLHEROTHY CEMS T 5 HHIRE, AEFLSRE LEBA0BE
. SHELHITONBEHRE->TVB L,

12

@ BWER~OBRITHONWT

" @-1 MEkHICE T 5 B

REHRBEOEEREWEASRAE LB, 24 BEBREHOT, YUkl X
IGEERRIZRVC, BERLEBERICRE CTARERL Y CT Z0RIER 0BT S
ERREOKERAY I/ L. EBkﬂET%&W%mgorwé &,

@2 ERUEHFITL A FHIRHSCET BN

RABRICED ZEMHRMMR CRELZ T T 5 EREFESRERE=2 Y 7
EEDEERORY Y= FRTOERE L EREIE TE 55— AEFEHPE
HEh T3 Z &, 2, BEfFEHIZOWT, 7§>h$\%‘t%®%ﬁk+’f}k)§]kﬂ &hT
(AR

@-3 BIfEH ORI LT
BWER (REMERRBICI X . EAEMENE, Dk, K. BMEUGRRE. KBk,

BEOTH. | BIBERE., HgEEE, PREWEES, hREE, BEE (Fre-
RAEHMELBREET). BITREE. Mk, BEEORBEE. HFIRMOLZERE. infusion
reaction, SREEM/ MR PESRBERR (ITP) | BE DO BERIS., BIRREE, LEEE (0
BB - AR - DEEMIAUES) . BitEEnS) (28U C, - YRR SULEBEER
BEOEMIE LA T B R & EEE U @UER oBE-eR B L CRER OB 2%
bha&ichd L), ELICEHMRLENTE 2 EHBE-THEZ L,

13



5. REARLRDBE
[(Hshitic B4 53]

)

TROBFICBOTAAOEPEBRIES L TNS,

«  IIFFREAEECRRIERL AT 2 URAERIB H/VHUIEROR
FLEEaE

o TIFTEEEERCERERSE T A URTEANB B/ VEHUIEEOHKE
RELRERE

2B, ERFELEE CEGFREGTER XITALKR G BT RIERE TV T,

BAl & LCEGFRF B % ¥ v ¥ F—EHEERIIALKF 1 ¥ & ¥ F—LHER D

BRELHT8E,

TRICES T 2BE KT AHOBRERERFEICOWTIE, AROAERE
BREILENTEL T, FHOBREFRE RGN,

o ALEEEBERGEORE

o IBREBIRE

o fhobUEEEREH L HRA L TREShBE

WEZEN A ¥F 4 (AXIEESME) 1238V T, ECOG Performance Status 0~1
@ 75 gLl k. Xid ECOG Performance Status 2 &0 D& TiX. 8 3 HARGES

(FE &3 EA%) ORABRESERINTEY . 77 FFRAOMERRREIE
WEBER SN —ARDH D, TOBRE. TIFHHAOTERERL L bE
3 HCHSHIEA COBREY BT 3RV T, ARORSEERTE 5,

FHZEABMERREBN T, RELRERUERELREOWTIOBECE
WTh FEZ 3B L TEBESRIEEST TS, 7L, ERFLEED
BE T, PD-LIRRBIZL Y APHHOEMBRL D ZEPTRRENIERPED
hTW3zZehd, RRELEBEORFICH WV CIIPDLIRERbHE L LTH
BlOBEABEOHWI2T5 Z L BEE LW,

*  PD-L1 HEER 1%RHTHS Z & PHEINIERT LEEBREICBOTL,

®0)  BCOG 0 Performance Status (PS)

Score

TR

AR ERTE S, BRMTLRLAREESHRRIITXS,

PIRRIIZ B LVEBNTHIRE N B2, SMTRETC, BIEEOE > TOMEEITI Z LB TE S,
Bl : BORE, BHER

BT THSOHOEY OZ L ik TR CTRESMERIITER, BHO S0%E LRI~y FATHRT
3. )

FRl. FEs& XA EorBUNOREEERRORE 2 EET D, &2

o RATu) XwT (BEFREZ) Oz _=F 28 (RFE4  PD-L1THC

22C3pharmDx  [#31) ) ik D PD-L1 REEREHR LI ERE LEEOBE
ThoT, AROBHHE (BR54 : PD-L1IHC28-8pharmDx [#=2] ) 12X %
HRENSHERZBATE, L TOXRE*2ELAFOBREOEERFTE
P

X%

« 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

[ZeticB ¥ 5 BE]
O TREELZTIEZFIOVWTUIAFIORERERE SN TVS I kb, REET

bRnwz e,
o FEORICH VIBBUEOBERD 5 5 BE

© HBEHOECBV T TRICKY T3 BE IOV, AR OBRSEIHRE I L2

B, ALOBFBRES R VHECRY . BEICARZFERATI L2 EETES,

- MEMMRAOCEHIEEOLLBE

o HEGRE CREE 2R 5BRERUTEBEORMRIRA LRI
ZOMICRIEMEEMR RN D BE

o HEARBERBOAMH. XiTBMENRE L IERMED 8 SaBERRAORTRED
HoHBE .

s ERBHERE GhHNRBHEELZED) ObBE

*  ECOG Performance Status 3-4 &0 0 ®#H

BONEESOEOEY O & LATERY, BHO SO%ULLEE~Ay FHRTTBITT,

2LBT RV BAOFOEY DT LEFE TERY, ELEANy FIAHTFTBEITY,

14

@D kL, hoRBEEENOREICOVT, $E, BERFICHS TSI Lo, BREREL R
SEERORAOBLNAH 5%, EERFETHY LA S BE GUESE) KoV THEORY
TRV,

15



6. REIBL TEET&I0R
O FAXEFIOMZ., BIERFTEEENRICT 2 ENEICE S S FA OB R TEER

RAOD I hERERETHCEBE L CrLERTAZ L,

@ WBREMBICELL, BEXRZORBECAEDHERTERELZHSRAL. AEZE

ThogETEHE,

® FRFELEEIZI VT, PDLI BRELRHR L L CHRAORETE L HET 2
ZEMEFE LW, PD-L1 BEERERTELWREZIE, AFOEROBET2H
Pyt Lz EoREsT52 L,

@ FHRBEHO~RIRA Y M2 T

s HEMMEBERHODLNDZZERHBOT, FAFOREIHT--> Tk, BRE
wCEREEE, k., BEA%) ORBRUES X BREORES. BR%2+5H
ITH 2 &, Fh, HEISTTHEE CT. LiF~v—r1—S0oRELZERT S
Tz,

o FAFOHEEIZELE D infusion reaction (2{f 2 THRARKIC RSO T 3%
EEIT-Ic ECRMT 5 Z &, F72.2 B B LABRORAR 5-FFZ infusion reaction
BhHobndZLbho0T, FAFARENROAFBELTRIZ A VI A
VERUET S, BEORBEHHICBETHZ L, ¥, infusionreaction %
RELEESIIE, 2TOoMERVERSZECEE T CaEL RS
THTZE,

o HRBEREEERDLDLISZ E2RH 50T, AR 0OREERAH R U5
PIESRIC PR ISR E (TSH. 28k T3, BlE T4 ZEORE) 2EHT S
Z &,

o AROREZIY ., BECKERGICERE TS LEL N34 RRECHE

BhHobhbIedbHs, REPRBOONEHEEITIE, BRULBRITSCE .

FME 2505 & BB E S OER LB L CEYRENZIZTV., BEOKRE
BUSIC L 2BHERD RO BT, AROKREX TP, RORBERE S
NEVRIOBREEEERTHZ L, 28, BIBREFVECOREICLVEHE
AORERTD SNLRWEEICH, BIERERVE VU ORI OBM
bERT S,

o REKTH. KEE»OEVARB L CHLBERSREHET I L BL 5D,
FROREXTRIZOBERORBEI+HHICERT 5,

o 1 EUEERYE (BUE 1 BMERFEZET) Bbobbh., BRFES F TV F—v R
EELZEBHDDT, A, Bb EHEOERORECMEED ERIC+
HEBTHZ L, 1 ERFEIRDNHECHAEEEZPIEL, A RY B
FoEKEZEOENLABEITH> Z &,

® FADOHBERBRIZB VT, REFHBE?S 9ER, THERL, BEHGHS 14

L 3 EIREET Z L ICHEPEOFM 1T > TV el L 2BEI, ARSI

EHEICERRE CHROBRBEITIZ L,

16

(E2) &
B, HERS, BREREL 25BEROSEEY]

< FEZREAPERLRDBE>
HERERFRMHNOL 5 BHE
BEEZEHFL T RE

REEH LBREOREDN S BE

o P AN R BUE OBEEED & 5 8K
R R L O3 AREOH 5 BE

< KEeZFEANPEERS L RIBE>
FHEE OH 5 BE

PR SUSRREIED B 5 BE
FeEobsBE

BEEOHIBE

BEOHLAE

IR SR BH 2 BE

< FEZXeLOBERREWER>

B EaH

VavZER-TFI4TFV—

HE. Fre, FFgeERE

AHERE

FEIERG A, BsRMEnE

DRE

ERIEDENEBERE (DIC)

BERL. Bpdn, BnfERBr, KBx

AVIR

SRR R SRR

SRR

B AEIEERAE (B (Stevens - Johnson SEMREY) . PHIMEREEIAE (Lyell FEMBRRE) . 2K
LB RF—F, RAKE, BE - FRTE

DGR, BiRMLRERE

BRYurE

BRIRFNE REESWIEREE (SIADH)

ERRNAREORER, IER, REHEEE, NEOKABREDORIHEESRESE, Radiation
Recall H$:
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BEEHAEETA FT AV

=R <7 GBIEFH#Z)

(BT : 47O —R R 20 mg, A7 T~ R AR 100 mg, +7V—
RRTEFHE 240 mg)

~ERAE~

FR2 94E2 A (ERR3 0451 1 AR
A

B&k

XLoic

KR DR, (AT

PR R AR

)5l el AN e
BExBEBRDBE
BECELUTEERTN&ER

ARG

P2
P3
P4
P19
P21
P23



1. XUdic

ERMOFHDE - BLMORBEOTHIZIE, B IEZCESWEEERERBRYD
bha, SLi, IEORZEERNOESIC XY, EERRR & OSSR RS
FEEGPERBENDTC, ZhbPERMHEPECLERBECRMET 5 2 &SRB
BEL-oTEY BREMBOEE L EOEL LS 2016 CEAR 28 45 6 A 2 BEABRE)
KBV TH, EFMERGNEOHERAORBEHELZRSL L L& T3,

FHRERABTERL T, BREERARCEEN v 7 7 A VEEEOEREL EHL MR
RBZEBHD, 0D, AIMRUCESMECETAERB+HERT 5% TOM,
UBERGOBRELZBIZITZ L PHMFINIBEICH L THEATS L b, BIE
ARER LB LEREE L 52 LR —EOES BT ERRE CER
THZLREETHS,

LidioT, BZHA RT A4 Tk, BREERPINETREBLN TWIEREEH -
AEHRBICESE, LTOERROREREREHET IEAPOLERER, X
FRUOBEFERZTT,

RB. BHA T A A%, MSITEREAERLERBBREAHE. ARTEEARR
FRERIER RS, — BN B ABEANRES R UCAREREA B REBRFES O
Db LERLE, )

RREBRBZERS ATV ERHE 20mg, 37— RERHE 100mg, 47
—RERHHE 240 mg (—B% : =R (EEFERL))

ARERHPRREDE : BERaRE

HRLRDRERVAR : BH, BAKR=F~7 (BETHERZ) L LT, 1H240mg
% 2 BB CRBERET S, 2L, BHRAEIZ T BiE
MEREOBEIY, BEHMX 2 VARE LTS,
RGBT ALBERARIIH L TA Y Av T (BrFHER
Z) LOHRTBEAL. B%E. BARR=R LV~ (BEFER
x) & LT, L[ 80mg % 3 BRIERT 4 BAFRET S, £0
%, =A< 7 (BaTHEz) & UT, 1[E 240 mg % 2 8/
IR C AR EET 5, ’

B R TR E DNFERLERRSH

(B5) v ]

BRI 5 YR A SRR SOmg(— R4 A B A~ T GBRIzFHRBL))

OPREXIIDE. RERCHE

e X IE R RBRURRRELELRAE

AERCHE: BF RACRAE) A~T (EEFHREX) L LTI1E3 mgke

(EE) % 3 @AMER T4 BEARTET 5, 2B, hoRELEE
AEATIHBRR. =RV ~T7 BEFHEBRL) LHERTRZ L,

2. ARIOKE. 1EARF

A7 — R ERHIE 20 mg, RAATRHTE 100 mg R ORRFEHE 240 mg (—dk : =
Ru=7 (BEEFEEZ). ST, [XHD i MBESIEGREELAF LY IR
HEFEFTVRA VoL~ X747 (BMS) 1) BEFE Lzt b PD-1 (Programmed
cell death-1) 12345 & M IgGa &/ 7 n—FAHETHS,

PD-1 1, ML LZY >8R (THIBE, B MIIRR O F 2 740% 7 —T #ilR) RO
BRAICRE TS CD28 7 7 IV — (T MRMOEHELEMBIMNICIE & AICHIET 25
T8 KB T32BETHS, PD-1 ITHERTMIQICEE ST 2 PD-1 Y ¥V F (PD-L1
EUPD-L2) ¢REA L. VU BRICIEItES 72 EE L TY U BRoEE{bREE
BIZHAE LTS, PD-1 U H Y AR RSN b b kL 22 EEHRICREL
LTHY., BEHEAERE OB UEEERRICIT S PDL1 OFRLFEOLERF
#IR & OMCAOHBEREH 5 = L BRESN TS (Cancer 2010; 116: 1757-66) ,
i BHRGESBE CIHASEE TMRNEET S A ¥ —Txr rH < (IFNy)
itk - T PD-LI ORESHES N, & L EFASICHIT 5 PD-L1 ORELFKRO
ETrHIE & ORICIEOHEBEBMENH D L OWE b H D (Sci Trans Med 2012; 28: 127-37),
X512, PDL1 BMHIRR SN AMIL, FUREN CD8 Bk T MRoMEE
EERZ BB EE D2, i PD-L1 JifKT PD-1 & PD-L1 & OBAERET S & F DMK
BEREEPEE TS Z LB RERTVS, EOZ L5 5 PD-1/PD-1 Y H o FERIE, 2
AMARBFERERNZ T BR» L ORBELERET 2WFO— L LTEL LR T
B,

AFNL, KEFRR O R 5 PD-1 OMFASMESL (PD-1 U H v FESHRIR) IS L.
PD-1 & PD-1 U AWV FEDRBEEMETIZ LICL Y, BAFRBERNA T AROE
LR OB AR X~ 2 MRS EIE 2 58T 5 = L TGN R EESR 27T
ZEDBERIN TV,

AF OB &S BEORERSC X BEWEREL b bbh, BEEXIIFEL
ELTREERH B, AROBREFRCHRERICIL. BEOBEL AT, BENR
B BRI EIT L, RE U EITR Ui B R/ 403 & IR 2 O IEHT &l L i
DREBWETV, BEORERISIC X 2 BHERRRDR 2 HEIIE, MBRERL
EVHO B EEOEY 2B HAT ) BERD B,



3. FRPKERAEE
B BB ORI 21T - . ERERBROBEERT,

[FHzhik])
OENEIHRE (ONO-4538-02 RER)

FHANATy (AT, IDTICYH 1T &k B{LBRERELH T SRIETRTRER2IH/IVE
XidEROBHREAEERYE (ECOG Performance Status 0 X TY 1) 35 FIE X HRIC, &A 2
mg/kg % 3 AEERCEEE L, SEFMBEEE THHEYR (RECIST HA( FFA
V11 RIS E-S FREEIZE D CR XL PR) 122.9% (90%IEHEKXR : 13.4~36.2%)
Thole. BB, FANIHRE LBIEIX 125% ThH o7z,

OEANFE IEFAER (ONO-4538-08 #5k)

(LFERERBEORBIRARALZNH/VHXIEROBELRAERSE (ECOG
Performance Status 0 & UF 1) 24 il % 38212, 4541 3 mg/kg % 2 WHEIKIR CABERIELE,
FEFMIEDS THHEHE (RECIST FA FI4 ¥ L1 RIRES FREEIL LS CR
X% PR) iT 29.2% (90%ISHEXM : 16.7~459%) Thotz, 2B, FACHREL M
1EiX 6.0% CThH o7, :

QUES B MARRER (CA209066 FRER) »

viraf = U ZBIEY 4 VARG FEY AT S Bl (LT, [BRAF]) V600 ERED:
WEERERBREOBBIRTREL2MH/ VY X IIFROELRAERE (ECOG
Performance Status 0 & UF 1) 418 i (ARF|#¥ 210 41, DTIC B 208 #) & xHiz, DTIC
EXME UTAH 3 mg/kg % 2 BRI CRERE L L & OFRMER RS ERE
Lk, TEFHMEEE TH22EFHM (CUTF. ToS]) (PR [95%EHKM1) ki
BRI RIL. AFBEINE [NE~NE] A, DTIC BT 10.84 [9.33~12.09] ZATH
Y, AFNI DTIC iext LS EMC T RAER LR L (P — FHE 0.42 [99.79%(F48
KR : 0.25~0.73]. p<0.0001 [JB3! logrank #RE], 2014 &£ 6 A 24 BT —¥ Vv b F
7)o :

< iEETRE (BT, FRR)

1.0 -
0o, i —A— SH¥
g e AT B

0.8

07 \

4 0.6 . Q'N
1F 0.5 .

* 0.4 g

om%
0.3 . &,
0.2 ko
0.1
0.0 : . . . . .
0 3 [ 9 12 15 18
at risk3 £ (A)
AHIB 210 185 150 105 45 8 0
FhIVINT B 208 177 123 82 22 3 0

1 OS @ Kaplan-Meier Hi#

@S HEMAARE (CA209037 RER) ?

AV heT (BEFEEZ) CIF. (4 ¥Y A<71) Xik BRAF BEEAIZ &b
EHREELET A BEURTRANS/ VX EROESEAEMAE (ECOG
Performance Status 0 2 T8 1) 405 # (AFEE 272 B, L& (DTIC XXANRT FF
VeI Y EXENL OB B 133 H) BXRIC, LFERER R & UTHA 3 me/ke
2 EMMBCAEBE L L EOFIERCEEMERE L, TEFMEHEA TH S
EHE (RECIST HA KT 4 L1 RICES fRBEIZ L D CR XX PR) IZOWTAHR
RARESNERENO 120 FlEBITRER L UCHRBN 2T o 7R, FHIBT
31.7% (95%{STEXR : 23.5~40.8%. 201443 A 10 AF—F Ay v A7) Thole,
7B, FCEHROBEIIREL TWikol, bH—H>OZEFHMEEE THD 08

(P RAE [95%IEHEM]) oW T 182 DA~ b (/L) FISTHRBIT 21T 72
R, AFIBET 1547 [1239~NE] b A | {L22FREH T 13.67 [11.50~NE] A TH Y,
AFNALFREIC S LS RICH B RER R & d ol (NF— 093 [95%(F
KR : 0.68~1.26]. p=0.6299 [/ER logrank #E], 20144 11 A 2 AF—F v b
F7)s

CEWE IIRRR (ONO-4538-17 3ER)
{LERERGROBBDBRELZTH/VHIXIBEROEXBAERE (ECOG

Performance Status 0 TR 1) 30 flstRic, AR EA VY o7 20H ST, 54

+A VY AT ) e L, TERMEIER THHESHE (RECIST V1 FF A ¥ L1



WCESHRBFEIZ XL D CR XiZ PR) X 33.3% (95%(EHEXME : 17.3~52.8%) Tho

Tzo B, BRNCHRE L7-BHEIX 23.8% CTho T,
*: % t mgkg (KEB) LA EY hv7 3myke (KE) AR 3 BRAMKT 4 EARHE L,
FF 3 mp/kg (KE) % 2 BRIBR CAREE L, SRSV TR, FRERMIRE L,
A Y A TEAAOBREET 5 30 SULOBMBEZ BV CRE LB LE,

@MEAMEIARER (CA209067 RER)

LEFRER ISR ORISR TR 2N/ VHOEMREEEAE (ECOG Performance
Status 0 KT 1) 945 (AFI+A VY A=T"FE314 5, AFBE36H, A Y AT
B35 B) ZXRIT, A Y ATREENR L LTHE+A Y AT RERTEH
BEORMERTREM LRI L, TEFMEEE TH 5 08 (FR1E [95%EHERE])
DEAEMIRERIT. FH+ A €Y A~ TETNE [NE~NE] 7 B, AHB TNE [29.08
~NE] #A. A Y A= T 1998 [17.08~24.61] TR THY, AE+A ) A=
BERUARREIA Y AT REICH LEHFNCHEBERER LR Lk (FRF+ 1
vy A TRE AP FH 0.55 [98%E KR : 0.42~0.72]. p<0.0001 [/B%5 log-rank
WAE], AFHRE : ~F— R 0.63 [98%SHEX R : 0.48~0.811. p<0.0001 [/&H! log-rank
WE], 2016488 L BT —F# Iy bA7),

1.0
0.9
0.8
0.7

06
05

041 e FH+ALULTTH T v,
03 A AR Yoo

0.2 & AEVLTTR

HihH

01 * ARUO : fTHY
0.04,

0 3 8 9 12 15 18 2 24 27 30 33 36 39
at risk# EFHR (A

FR+AEYLTTR 314 202 265 247 226 221 209 200 198 192 170 49 7 0
AMBE 316 202 265 244 230 213 201 191 181 175 157 55 3 0
AEULTTE 315 285 254 228 205 -182 164 149 136 129 104 34 4 0

2 OS @ Kaplan-Meier i
* 1 FH) Lmgkg (BE) &4 V') Av7 3mg/kg ((RE) %R B 3 BMBRT 4 BREHE L%,

AH| 3 mg/kg (BE) % 2 BHEBECRRRELL, SHARSRCREVL T, AR MRS
L. 4 €Y A= 7R3FROREKT 25 30 2UEORRE BN TRE LB L,

23, RIGTIRR A B RAERE 2 HRIAR + 1 ¥ v THRECOWNTRS

L7-¥ESME 1 1030 (CA209004 B D a7k— ) 8 1281 BEMHE (modified WHO £
HIZES< CR XL PR) i3, LBRIERIEREHE T 46.4% (13/28 #il, 95%EHIKA :

6

27.5~66.1%) . {LEFRIEBEIRRBE T 38.5% (5/13 B, 95%{SHEXRT : 13.9~68.4%) T
Hot,

(PD-L1 BHRWB OB IR VR 2H)

WEAE TR (CA209067RR) WCHAAN LN BEOT —F IS & | MEFHR
WHRWIPD-LIZRER L EEMRAR E»58E (LAF. IPD-LIZRE]) BHIHREM
RN 2T AR UREORREILUTO LB Thol,

BB L T, PD-LIEREER1%EKH (PDL1<1%) OBREFLEH &L T1%E

(PD-L121%) D BEHEM TA ') A=7 O LREHREMMEMERI TR E W (FRD.
2B, AH+A Y A THOZEME T v 7 7 A VIEPD-L1<1%O BHFEM L PD-L1=
1%DBAEEBTRKE CH -7z,

PO-LIRBARI6RR PDLISREI%6LLE

& ae
§ # 05
® e e - % o4 T
ok AWM+ EULTTHR =, A FHEAEYLITR 5
03( & zmm Rt 031 & xmm e
02{ & fEULTIR 021 @ 4EVLTIR
01 + ARUO : fre1y 01 e ARUO:1OY
oo oo T T T T T T ™
o 3 6 9 12 15 18 21 24 27 30 33 236 39 Q 3 6 0 122 15 18 21 24 27 30 33 36 9
ariskRy ERME () AR (A)
FMEAEULTIN 123 113 W02 91 B2 B2 79 74 74 T2 €6 18 4 o EMHALULITR 155 144 132 127 16 12 05 102 W1 99 BS 27 3 o
AME 17 103 8 T6 73 65 62 S ST S5 50 16 2 0 FME 171 165 158 1A 13 13 122 M7 112 109 98 3}/ 1 0
AEWLIIB M3 % & 79 T1 61 ST M 44 43 2 0 1 0 AEYLTIM 163 155 13 126 M5 102 8 83 77 14 64 2 2 O

3 CA209067 BABRD PD-L1 HRLJTD OS D Kaplan-Meier Hit
(&8 : PD-L1<1%0BERE. A : PD-L1Z1%DBERE)



DEEXFRFMARR (ONO-4538-21/CA2092383 ) [Z 2]

SLYR% O Mv/c H/IVAT OEECHEERAE 906 ] (BANBE 28 PIE ST, A OEMNE DA (ONO-4538-02 3ER)
4536, 1) hvT GRIEFHEZ) B4534) 2RI, APV AT 2RBLLT HEBRIZLH (100%) KBH L, KA L ORRBERBBEETERVAEFRIT
A 3 mg/kg % 2 BHERRCARBELE & 2 OFPERCEEMEHRE L, FEE 30/35 B (85.7%) 2D bz, FBERER S%UEOBERAITROLEBY Thotk,
HA ChHLHERRAERDYN (PRE [95%ERXR] ) OFFBTERIL. AFEFT NE # 1 BERN 5% LOBER
[NE~NE] #A. 4 Y A<= 7B TNE [16.56~NE] A TH Y. FHUIA Y AvT %ﬁzfgﬁﬁ W; ;’f’
Wt LRREHFRNC A B RIEER &R L (N — R 0.65 [97.56%(SHEIKRE : 0.51~0.83] | (MedDRA/J ver.16.0) £ Grade Grade 3 SLE
p<0.0001 [fE%Hogrank #7E]. 20174E6 A 12 BF—F A v h47) ' i%ﬁs 30 (57) 9 257)
* : AJCC (American Joint Committee on Cancer) IfiZ¥8 (B 7ThR) (CE-3< 3¢, FRRBARARIE FHE 5 (14.3) 0
HINEE
T 4 (11.4) 1 (29)
B 2 (57 1 (29)
1.0 A% . 2 (57) ) 0
A —R - 2MNER L OB ORE
0.9 o - *ﬁ“# B 5 (143) . 0
—O— - AEYLTTH BER 2 (67 0
0.8 B 3 (86) 0
it e e :
— il 257 267
WA )
B 08 ALT /0 4 (11.4) 129
kS AST 8/ 5 (14.3) 2 (57
y 05 b T AT LR 2 (7 0
ﬁ 0.4 i CK 38 5 (14.3) 3 (8.6)
LA mR7 V7 F= M 2 (57 0
S . W7 FysEm 2 (57) 0
- . M LDH #8/m 5 (14.3) 129
0.2 e TSH ¥ 3 (36) 0
fih TSH 7 (20.0) 0
0.1 CRP 5810 5 (14.3) 129
R 4 (114 0
0.0 Y-GTP 580 4 (11.4) 4 (114)
T T T T T T T T T T Rp7 ko sbiE 2 (5 0
0 3 6 9 12 15 18 21 24 . 27 ~ETRYEUED 3 (86) 1 (2.9
atoal | BeRLEEmoD) bt 2 6n L 6o
% 3 1 (2!
FFIB 453 399 353 332 311 201 249 T 5 o BT T 2 57 0
AEYLTTE 453 364 314 269 252 225 184 56 2 0 T/MEERY 2 (57) 129
Frin BRI 2 (57 129
=4 4 _Mei BRI 6 (7. 0
B4 EFERAFEPNO Kaplan-Meier it gt > G 0
WRE T3 B 3 (22.9) 0
Wl T4 B> 6 (17.1) [
WERE T4 H9H0 2 (5 0
Y v RFHEM 3 (36) 0
futh ALP 3/ 5 (143) 129
HRRIRA 3 (3.6) 0
R — 2 — 2 (57 0
P Ham 2 (57 0
Y=y s H NS urA M- 4 (114 0
P CKBY 2 (s 0
RRETRE L U S :
R 267 [
FRERMEE )
BREEEE 2 (57 0
K= 2 —a F— 2 (57 0
BENES L ORBL A sRRE R



BERIKRSE CEED)

EAE 356
(MedDRA/T ver.16.0) £ Grade Grade 3 BLE
AR 6 (17.1) 0

5 EE 11 (31.4) 0
b33 2 (57 0
BERESREE 2 (57 0
REiRER R 2 5.7 0
BRERRBD 4 (11.4) 0

7ris, MEMEMRE 161 2.9%) | KBS - BEOTH 1 H (2.9%) . HiEEE 4 61
(11.4%) . JFHAERESE 5 411 (14.3%) . BEEREREE 2 41 (5.7%) . FRIRERERE 8
(22.9%) . BIBRE 141 Q%) . BEEOREEE 5l 2.9%) RUSE5EL 14
(2.9%) B@EHbN, i, THREHEEEE, infusion reaction, 1 BUFERIF. MK,
EEGEIE, BK - SRR, UIER. HiR. R, SEHRRE/ I A F—R %
Bt/ MR M SRR IR b b o fo, ABRIEARBERRIIEEFSR (RERE
ERELET) 2EDEHFERETT, :

OENFIERH (ONO-4538-08 )

BEERIL 2224 §] 917%) KR LI, FH L OREPRBBTETCELVWEESF
RiL 1824 ] (75.0%) 1D BTz, BREHR %LU LOBERMIZTERO LBV THho
7

%2 BEER 5%LLEOBIER

BERASE it (%)

HARE 24 %

(MedDRA/J ver.18.0) £ Grade Grade 3 JLE
28R 18 (75.0) 2 (83)
RS N o N X .

PRBRUSRRIE T IE 6 (25.0) 0
A _ -

i 2 (83) 0
—RR - REBRED L CREMLOWE

R 4 (16.7) 0
BEHRiREE .

R 2 (83) .0
B KU : .

BHRMGE 2 (83) 0
PRIRER, BRI X R E - : :

RRE : 2 (83) 0
B SR TR . :

=313 5 (20.8) 0

TOEE ' 5 (20.8) 0

BHREZIRES 2 (83) . 0

2, Kk - EEOTHR 26 (83%) . RS 1 5l d2%) . TREKEEE
1 B (4.2%) RUEIRBESEEREE 7 51 (292%) B3RO bhiz, Ei, BIEMEMERE,
HREE (¥7 - NUERES) | THRERT (RETHEEBRY) | BITHEE,
infusion reaction, 1 BUNERSS, BEEOKEREE (REHEREGRR. LK. BRE

10

BE) | Bk BEHENE. BK - BEBR. /Sic‘fﬁﬁﬁév\ DR, Bk, Tk, HX
ERAARIE/ X AT — ROREEE /MRS HESREER IS8 S o T, ARRIFRIR
BRULIIBHESSR (BRREERE2ED) 28U0ERMERETT.

@M EHERER (CA209066 &)

BEFRITAFIEE 192206 1 (93.2%). DTIC B 194/205 5] (94.6%) IR/ Lh, ¥
BRE L ORREBRBBFE CE VA EERIIAHTE 153/206 F1 (74.3%) . DTIC ¥ 155/205
Bl (75.6%) CRD BRI, WERPOBCREEN UL LOBHERIRTRO LY T
Hot,

#3 WFhIORTRBREN 5% LOBER

- P (%)
BERAE P DICE

(MedDRA/J ver.17.0) 206 1 205 91

4 Grade Grade 3 BLE £ Grade Grade 3 BLE

Bl 153 (74.3) 24 (117D 155 (75.6) 36 (17.6)
B LY REE : - ’ .

SFPERBDIE 0 0 23 (11.2) 9 (4.9

fAMEEPTE 0 [ 21 (10.2) 10 (4.9)
ApEE

B 22 (10.7) 0 25 (12.2) 0

T ’ 33 (16.0) 2 (1.0 32 (15.6) 1 (0.5

B 34 (16.5) 0 85 (41.5) 0

-4 ) 13 (63) 1 (0.5 43 (21.0) 1 (0.5
—f - SHRER LRSI ORE

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

B 41 (19.9) 0 30 (14.6) 2 (L0

R _ ) 15 (73) 0 10 (4.9) 1 (0.5
MG L UGB RPN .

BHEIE 7 ) 11 (53 0 19 (9.3) [
HRERR L USRS - : :

i T ) 12 (58) 0 3 (18 [
HERME : :

2t ) o 9 (4.49) 0 14 (6.8 ~0
MBS IR TRREE )

FBE 13 (6.3) 0 - 4 20 0

JEARRBIER S ’ 3 (1.9 0 1 (54 0

Z SEEE 35 (17.0) 1 (0.5 11 (5.4) 0

%y 31 (15.0) 1 (0.5 6 (2.9 0

St aBE 22 (10.7) 0 1 (0.5) 0

721, AFIBIZB W CRIEMMERRE 3 8 (1.5%) . KBk - BEDOTH 6 41 (2.9%) .
WREE (F7 2 - SU—EREE) 2841 (13.6%) . FFHREREE 76 (3.4%) . B
REREE 4 6 (1.9%) . TEREMERE 4 41 (19%) . FRBEERE 13 6 (6.3%) .
infusion reaction 15 # (7.3%) . | BUBERRS | B (0.5%) . BEOREEE 34 (1.5%)
ROEESBEK 161 (05%) p53B»bhi, £io, BIBEE. Bk, BEHEE. M
% - B, LABYE. RdE. HFA. RBREUGEARE/ I A — RO Rs i f /MR
KBRS Dhiz ok, ABIERARRRREIEEHRS: (BEREEREZED) %
BhEERETT,



@S EIMARRR (CA209037 RER) 2

AEFRITAHIFE 265268 5] (98.9%) . ALFHRIERE 98/102 # (96.1%) IZRED D
h, BBREL OREBRIEE TE VWA EERIIRAEF 199268 41 (743%). L%~
PEIERE 857102 61 (83.3%) IR LI, WTNhOB CREARN 5% LOBIERIX

TROLEBYTh-oT,
R4 VWThIORCRRER 5% LOBIER
- FI% (%)
%g’;:;;ﬁﬁ AFIRE flZ= 505
(MedDRA/J ver.17.1) 268 ) 102 41
£ Grade Grade 3 LA E £ Grade Grade 3 LA b
SaHER 199 (74.3) 33 (12.3) 85 (83.3) 35 (343)
MR XY VAR o
R 18 (6.7 3 (LD 24 (23.5) 5 (49
BRI 10 o 3 (1.8) 2 (2.0
HPIRBUDIE o 0 20 (19.6) 16 (157
MR IE 109 1(0.4) 12 (11.8) 6.(59)
P i
R BUMEARIE T 18 (67 0 0 0
RABEE . = o e
R 11 (4.1 0 15 (14.7) 1 (1.0
TH 42 (15.7) 1 (04) 16 (15.7) 2 (2.0)
Bl 33 (12.3) 0 39 (38.2) 2 (2.0
L ) ; 12 (45) 1 (0.8 21 (20.6) 3 Q9
— - £HMESICREBEORE . . .
it : 14 52 0 7 (6.9 0
EFH 82 (306) 3L 41 (402) 4 (39)
#F, s LCABEPHE
B D R 4(15) 1(04) 9 (88) o
BEPkiRE cn y E S
ALT 8/ 14 (5.2) 3 (L) 1 (10 0
AST 39/ 15 (5.6) 2 (0D 2 2.0 0
SRR 0 o 7 (6.9) 39
MAMEEED 1 (04) 0 8 (7.8 309
AR ) 3 (LD ) 0 8 (18) 2 (2.0
Rt L USRERE -
ARRBE o 18 67 0 17 (167 0
HEERE LR SRREE 3 . : :
Bassh 15 (5.6} 0 13 (12.7) 1 (1.0
BB 11 (4.0 0 8 (7.8) 0
AR ) . . : .
K= 2 —w S 1 (0.4) 0 10 (9.8) 1 (1.0
SERRE 3 (LD 01009 0
PRR 3R, BEEIS L UG A ' N :
PR REE o 3@y 0 8 (7.9 0
B LB FARRRRES o S
BEEAE 2 {07 0 28 (27.5) 0
2 HFEE 51 (19.0) 0 2 2.0 0
R 34 (127 1 (08 5 (49) 0
PR EB RS 16 (6.0) 0 2 (2.0) 0
BHIELBE 24 (9.0) 0 0 0

2B, FHBEZBWVTHEEMEMES 8 8 3.0%) . KIBL - EEOTH 4 41 (1.5%) .
MIRREE 33 41 (12.3%) . AR 22 4 (82%) . BigfEEE (RATHEMEER
) 561 (1.9%) . FIRAREEREREE 23 B (8.6%) . BIBREE 1 #) (0.4%) . infusion reaction
106 (3.7%) . BEOKBESE 15 (04%) . L 28] (07%) ROEY SEX 34

12

(11%) BRDO LT, Flo, TEREHREE, | 2ERK. SEHEE. K -8
gk, LEK, B, FFoe. BEUGRRMEE/ I 4/ F— R OSBt l/MRIBA 4R B
HR»ohahrol, ARWEARRRRIIEESRR (RRREERELED) 2808
EHERETT,

GCENEIHARAR (ON0-4538-17:8%)
BFEFRIILH (100%) KR LI, FFIE ORRBEERTETCERVWFEERDLE
Bl (100%) KRB, HBERENS%L FOBHERIITROLEBY THol,
£5 RBERHE 5% LOBIER

BERIKRSE % (%)

A 30 81

(MedDRA/J ver.20.0) £ Grade Grade 3 L b
2BHER 30 (100) 23 (76.7)
MR LRV FBE Lo : :

Hift 2 (67 0
RO BEE .

FRARBR AR T EE 2 (6.7) 0

FRBREAEE T AE 7 (23.3) 0

T 2 (67 2 (67
LI =3

& 5 (167 1 (33)

TH 16 (53.3) 1 (3.3)

LR 2 (67D 0

B 4 (13.3) 0

oMk 3 (10.0) 0

1 6 (20.0) 1 (33)
— - £HRES L TR ORE

'’y 5 (16.7) 0

R 7 (23.3) 1 (3.3)

AT 2 (67 0

BH 12 (40.0) 133
i el & R ’

IR R 7 (233) 4 (13.3)

s 2 (67 0
Bk ’

ALT 8/ 11 (36.7) 3 (10.0)

T L 5—EHmM 5 (16.7) 1 (3.3)

AST $#8/m i1 367 2 (6.7)

v-GTP 3840 5 (167 3 (10.0)

Y 3= E 0 12 (40.0) 7 (23.3)

[ix:% 24 2 (6.7 0

WpT ALY KRT 77— 4 (133) 0
RS LUakRESE : ’

A Y v AMEE 2 (6.7) Ry

E7AT I VIE 2 (67 1 (33)

EF b Y v admE 5 (16.7) 4 {13.3)

RERME . 8 (26.7) 1 (3.3)
TEiERR LR ERERE .

PBAfS 5 (167 , 0
HEREE

REAR 2 (67 0

G s (167 133
FERE., B X R :

R RAR B 2 (67 0

O PR ; ) 2 (67) 0
B LU PR .

13



BEHASE FE %)

EAEE 304

(MedDRA/J ver.20.0) £ Grade Grade 3 DA L
TR 10 (33.3) 0
B 18 (60.0) 2 (6.7)
BERESREE 4 {13.3) 1 (3.3}

2, WIREEH (30.0%) | FFHSEREEE 1401 (46.7%) . FURIMEHREREE 74 (23.3%) |
RIEHERTEC 3 (10.0%) KBRS - BEE > THI3HI (10.0%) . EAE O B BREE 35 (10.0%) |
TRFEAEEE2H] (6.7%) . 8 & 5 BR1E] (3.3%) EBIHRIARIE/ 2 A /3F—261 (6.7%)
RUOEBHIRMZEREIF (3.3%) B3FBHbhiz, £/, BHEEE, RITHEEE, 12
PEIRAA, B, EIEMMESAE. M - BERR%. infusionreaction, DA, k. faEl:
/MR HESRBR R ORISR b h oo, ARIEARBRRIZEESSR (FRK
REMERE L) 2 E8tEHERETT,

@S EMARR (CA209067RER)

BEFRIIFH+A VY A< TE31231361 (99.7%) . FFIEE312/31361 (99.7%), A
Y A= TEE308/3114] (99.0%) ICRH LI, BRELORNEBRESTETCERVWEE
FRITAH+ A E Y L= TH3003136 (95.8%), RFIF270/31351 (86.3%), A 'V A
~ 7HE268/31181 (86.2%) IZRH bz, WTNLOB TREENS%LL EORIERILT
ROLBY Thol,

R 6 _WThr0RTREARS 5% EOBER

o % (%)
BB A E) b TR AR TEV TR
(Mc:DRA/J ver.19.0) 313 ¢ 334 1)
4 Grade Grade3PLE = 2Grade  Grade3 Pl 2 Grade  Grade3 LLE
2RHEM 300 (95.8) 183 (58.5) 270 (86.3) 65 (20.8) 268 (862) 87 (28.0)
WWE - '
FARRRISRE TS E 34 (10.9) 3 (1.0) 15 (4.8) 0 3 (1.0} 0
FRBREARE TIE 51 (16.3) 103 32 (10.2) 0 14 (4.5) 0
TEGHR 23 (73) 5 (16) 2 (06) 2 (06 12 (3.9) 5 (16)
BB . :
ot 28 (8.9) 1 (0.3) 18 (5.8 0 28 (9.0 2 (0.6)
b3 40 (12.8) 26 (8.3) 7 (22) 3 (1) 35 (11.3) 24 (17
B 12 (3.8) 0 19 (6.1) 0 17 (5.5) 0
TH 142 (45.4) 30 (9.6) 67 (21.4) 9 29 105 (33.8) 18 (5.8)
0P 19 (6.1) 0 13 (42) N 7 23 0
Bl 88 (28.1) 7 (22) 41 (13.1) 0 51 (16.4) 2 (0.6)
-1 50 (16.0) 3(26) 22 (70) 1 (0.3) 24 (17 1(0.3)
—f% - EHWESLURE - . A : )
AL ORE - .
k. vard 31 (9.9) 103 25 (8.0) 1 (03) 17 (5.5) 2 (0.6)
B 22 (7.0) 0 12 (3.8) 0 10 3.2 0
By 18 (37.7) 13 (42) 111 (35.5) 3 (1.0 89 (28.6) 3 (1.0
B8 60 (19.2) 2 (0.6) 21 (6.7 0 21 (6.8) 1 (0.3)
BHRRE . o o s .
ALT $8fn 59 (18.8) 27 (86) 12 (3.8) 3 (1.0 12 (3.9) 5 (1.6)
7L F—EHm 23 (1.3) 9 (2.9 17 (54) 5 (1.6) 15 (4.8) 4 (1.3)
AST $#5m 51 (163} 19 (6.1) 13 (42) 3 (1.0)- 12 (3.9) 2 (0.6)
Y —HEm 43 (13.7) 34 (109) 24 (0.7 12 (3.8) 18 (5.8) 12 (3.9)

- B ()

BRI FAAACT e TR e TEVATTR
A 313 9 313 §i 3 -
(McdDRA/J ver.19.0)

£ Grade  Grade3WE £ Grade  Grade3E  £Grade  Grade3 Ll E
[ F:7 ] 19 (6. 0 10 32) 0 4 (13) 1{0.3)
B IS X USRI
BEHIE 60 (19.2) 403 36 (11.5) 0 41 (132) 1(03)

HRERB I URORRE . ) : '

&5 : .

BAfE 42 (13.9) 1 (03) 29 (9.3) 1 (0.3 21 (6.8) 0

TRE ) 17 (5.4) 1 (03) 15 (4.8 103 9 (2.9 0
HERRE

BEEDEN 17 (5.4) 0 15 (4.8) 0 11 (3.5) 0

SRERE 14 (4.5) 0 18 (5.8) 0 9 (2.9) 0

i 34 (109) .2 (06) 24 (1.7 0 25 (80) 1 (03)

RS MBI URRR. . -

& ; .

L 24 (1.7) 0 20 (6.4) 2 (06) 15 (4.8) 0
PRI R 36 (11.5) 3 (L0 20 (6.4) 1 (0.3) 12 3.9 [\
i 23 21 (6.7 3 (1.0} 4 (1.3) 1 (0.3) 5 (1.6) 1 (03)
BERESS X OB THERR S . :
B R 15 (4.8) o 17 (5.4) 0 11 (3.5) 0
% S FEIE 112 (35.8) 6 (1.9) 67 (21.4) 1 (0.3 113 (36.3) 1 (03)
% 91 (29.1) 10 (3.2) 72 (23.0) 1 (03 68 (21.9) 5 (1.6
BER EBRIES 38 (12.1) 6 (1.9) 14 (4.5) 2 (0.6) 38 (12.2) 1 (0.3)
BRI G 27 (8.6) 0 28 (8.9) 1 (0.3) 16 (5.1) 0

B, AKEHA LY b TRICEVCHIEREESCH] (27.5%) . FFHEERE 10261
(32.6%) . FORBRHEREREESTH (27.8%) | BHEREREE2161 (6.7%) . MIRMEMIRE2S
Bl (8.0%) . K%k - EEOTH6OH (19.2%) . BEOCHEEE214] (6.7%) . TH
BeREETH] (8.6%) . BIBHSAERESE 1401 (45%) | BEZesll (1.0%) . Wik - BohE
#2871 (0.6%) . infusionreaction 1361 (4.2%) . & & 5 BER3H (1.0%) . FHR3H] (1.0%) .
HHRAARAE/ 2 A /3F—5061 (16.0%) . mmm (4.5%) R O#RAR AR FARTE 2451 (0.6%)
BRD G, Fiz. BUERK. BEGEME. OFRR ORI R/ MR HEREE
IR ohihot, z:zmw_mvmmﬁ%esm (21.1%) | AFHEREREE 2481 (7.7%)
BRIRSEEREB47H (15.0%) . BHEEREEIS (1.0%) . BEMEMREBSH (1.6%) .
KB&R-BEOTHI6H) (5.1%) . EEDEBREESH (2.6%) . TEAHIEREEH] (1.0%) |
BIBHERREEH (1.0%) . BER3H) (1.0%) . infusionreaction 1461 (4.5%) . S & HE
22061 (0.6%) . PRWUGRARIE/ I AT —28%1 (8.9%) . FF42fl (0.6%) RUERIRM
BRESEW (03%) ABDbhi, £, 1BWERR, BEFENE. MK - BRE,
DFER. BHRE RN/ MR YESEBERITERY bhviad > fo. RRIERZREBRRIX
BE¥S (BEREHERELED) 2R0HEERETT,
REBEDBTRL2EMREERE 2XNRIIFA LY AT RELRETLSNE
1 18588k (CA209004 3RER) @ aF— b 8 IBWT, {LEEERERIGREBE 28 5l & {bBHK
EERRAE 36 OMT, REMICHERZERIZD I ol,



DEBLRS MR (ONO-4538-21/CA209238HER)

BEERITIMEE3S4520] (96.9%) . A U hv TREA46/4530] (98.5%) 1B S
., BREL ORREEFREBEE CERVASERIIAFIFE85/45261 (85.2%) . A 'Y
A T HE434/4530) (95.8%) R LT, WO CRERINS%_ EORITEM I

TROEBY Thol,
#7 T hpORCREAEN %L EORIER
HE FRIH AEYLITR
Grade £ Grade Grade 3 BAE £ Grade Grade3 BAE
ElfEREE BE BO% | BE REE | BE ERE | R REE
(MedDRA iZ & 3 SOC:PT 534R) E¥ (%) | EE O | EEK W | B W
HBRER 452 452 453 453
24k 385 (852) ] 65 (1a4)| 434 (958) | 208 (459)
BREERBLICESNBEE . RN B : . L
AR 57 (126)f 1 (02| 49 (108 2 ( 04)
el T 35 Canf 1o conl 19 (4 f 1 (02
HRE ; i ‘ g :
TH 110 (24.3) 7 (15| 208 (459)] 43 (95
s 68 (15.0) 1 (o) 9 (200
-4 29 ( 64) 46 (102) 1 ( 02)
L 12 (27 1 (o0l 4 (9m 2 (04
jalgx 3 24 ( 53) 14 (31
KRR , o 9 (200 3 (on| 4 (99| 34 (715
—R- EHEEFBIUREMAORE. o) 0 ; ) :
B 57 (12.6) 1 (02} 53 (1m| 4 (09
wy 156 (34.5) 2 (04| 149 (329 4 (09
R 7 (18] 54 (19| 2 (04
BEERIRE - " ) :
YD 30 (66| 19 (4n| 26 (5D| 16 (395
ALT #850 28 ( 62) 5 (L)| 66 (146 | 26 ( 57
AST 1M 25 ( 55) 2 (04| 60 13y 19 ( 42)
L TSy 3 (s 9 (2] 4 (3| 5 (L
RMBEUSRNRE B T
RAEER 18 €40 | % (88| "1 (02
ﬁ’ﬁ%ﬁﬁf i o . . .
= ; a4 (97 I (0| 7 (174 7 (15
BRI TABKERER - - B
BER EBIRES 24 ( 53) 50 (10| 9 (20
TOFESE 105 (232) 152 (336 5 (LD
B ) 90 (199 s (L 133 (24| 14 (3D
PRIR SR TR 30 S USRI IR : : ’ s = s
PRRERRE ) ‘ 5 03y 2 Ccoes| 24 (sH|
FRIRRREIE T 49  (10.8) 1 (02 31 ( 68) 2 (04
R AR R TTHERE 6 ( 8.0) 1 (02 18 ( 4.0) 1 (02
TEER 7 (19 2 ( 04) 48 (10.6) 11 (24

28, FRBCRBWCHEEMRSR 11 81 Q4%) | BEIHRARE/ I 4 3F —48 fi
(10.6%) . HFHSREREE 40 i (3.8%) . FIRMRMEGRREE 91 41 (20.1%) . PRIREEE 83
Bl (18.4%) . BHEEEE 6 F (13%) . BIBKEEES 6 41 (13%) . TEABERE
8% (1.8%) . infusion reactionll # (2.4%) . KiB%K - EEOTH 214 (4.6%) . E
EORBEESH (1.1%) . 1BHERE 15 02%) . BER3H (0.7%) . S IER
28 (04%) . FE% 3B (07%) AB® bR, i, BEGENME, LK. Bk

16

SefE PR/ MRS YR EREERR . B2 - BEIRESS. FiRMARERE R (LR E /R IIRD b
Nighotz, FEERAERRRIBEER BRAREERELED) 2E8DEHERY
%,

1) Robert C.etal. : N.EnglJMed., 372 :320, 2015 (CA2090663 %)
2) Weber J.S. et al. : Lancet Oncol., 16 : 375, 2015 (CA209037 3REr)
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(R AE)

AR OBEMEDBEEFTNVEAALEY I 2 b—Ta ik ¥, AF 3me/keg X
240 mg % 2 BREIBIE CRE L BoAROmETRERRN ShE, FO/KE, A7
240 mg IR E LI BEOBREEIX, A4 3 mghke 215 LBOREER & 8 UTEE
2R EFRENE OO, BRNBEF TR W TEAESRER S T2 Rtk A& (10
mg/kg % 2 BRMR CRE) THFAZRE ULEOREE & 8L TREERRT & TR
Shiz (FR), M T, EHROBEIZBT 57 —# 12 EI% | AH| 3 mgkg X% 240 mg
Z 2 BERRTEE LEROFSOBRER L HIMEXIEZSMH L OFEE BT 28
BRICEFAUMEESh, YEEBCSWTREMTObh &R, LEoRk - A0
B CAHDMR RS IR ERIIENE TSN, £, EHRAEREICET
BF—H I ESE, FH 1 mghkeg XiX 80mg &1 'Y A~ Imgkg # 3 BERIERE &
ELEBROARRORER L R L OBER RN 3BREBRISTTVBEES L, Y%
B SWTREBIThI R, LRk - BEOB TEeMICHBERZER TRV
L¥RENE, _

RS FHOEWEE T 2 —F

M- AR Crnax Chrindi4 Cavgdl4 Craxss Conin,ss Cavgss
(ug/mL) {ug/mlL) {png/mL) (pg/mlL) (ug/mL) (pg/mL)
516 1656 243 113 62.1 776
3mehg QW | (352 70.8) | (107,245 | (7.,339) | @50,17) | @7.1,10m | (421,129
240 mg Q2W 72.7 235 341 159 878 108
e (51.1,103) | (152,34.6) | (25.,47.8) | (102,258) | (415,158 | (621,187
191 613 908 398 217 778
10mghkg QW | (147 919) | 512,792 | (190,114 | (331,532 | (84,313 | (237,386)

FRAE (5%, 95%R) . Q2W : 2BRIEIM. Cow : FNEREHORF MM FREE. Cuinara : FIEHEE%14
B BZB1) 2 RARM B PIRE ., Copars : FIEHEE%148 B ETOIMBEDPRE, Conxs 1 EFRBIE

© FERBMETRE, Crne : ERRBIZBT 2RIEMBIRE. Cops : EFRBICRY 5 EHmAFD
MWBE

4. HRkizoNT

RIBORTRELEERGEREICER T2 HE I, AREM L LCHRBRERE (61
FE) PBEOLNTCNB I L2h, UURFELBIICER TE IR THDILEN DD, ¥
DT, BRLY A7 EEHE RMP) IE-5% | AROERHEEMERED ~OH /1
HIRHBMERTH T, FRORENEY2BELDN - HEL., FHORSICLVERS
BUHEREREBR LRSS T 2 2 L BARBER2D, UTOoO~@0 < TEM TR
BOWHERT5ETH5, '

@ #EWRicONWT

@1 FTio (1) ~ B5) OVWTFRPRZLATHIRERTHDHZ L,

) BEAZRBREPBET 5N ALTOEEI RS EOERT RS A B FEEEIL IR,
HUR A A B EOESIL AR, IS A BRI L) (R 30424 A 1 B - 437
Hiak)

() WHEMEERET (FRR294E6 A 1 BIRA : 85 1R ,

(3) BEFEAERRET S 0ADFEEREE (B ARFEERERR. 25ALRER
BB, BABFRCESEERER Y)

@) S RILEREELSRE L, SARGERENE | USSR BRENE 2 oReR R
KRB BHEIT> O BHER (ERR 28427 B 1 BREAR : 2540 §EfR)

(5) FiESEEAAFEENEORBEBCELBHEITo TV MR (ER 28 47
A1 AR - 1290 HERR)

D2 EHBRGECLFRER VRIERRBRIEOS 072 MM L BB 2 KO ERM
(FROWThPICHYTIEM B, YEBEROFRNCETBROBREEFL LT
BEEhTnsZL,

*

o EMRIFREGE 2 E£OVEIPTHER KT Lt®IZ 5 FL LOBABROKBKRIHE Y
FoTWBZ &, b, 2L, PAEDRER XL LEBKREBREZOMEL
fToTWBZ &,

o EMRHFREE% 2 FOMHBHELET Lkl 5 FULOREREESEZHOE
RRBREELTNBZE,

@ BRROERLEBREROKHICONT

EERSEREECAFTTIEEENRESh, NEAEMOOBRED, - &
SHESRFNEROEER CEMESISET 2§ R, HFEERBRE LB E0RE
%, SIERLHIITON A EHBE->TNB Ik,




@ BIER ORI 2NT
G@-1 AHERRSR OISR 2B

FEMHRBZEOEERBWERSTEAE LIZBIC, 24 HFHBZEREROT, YFHERY
REEBERIZBV T, BRRLULBWERIDS U CARSER K CT Z0RIER OEIIz®
ERREOKENSL BRIZELL, EbHICRHINTREREHNE-THE I L,

@2 ERREEEICL A ESRAIET 55

BABRICED I EMNAABRECERE2E T 2ERREENEERT=4 Y 7
EEDREERORS ) —=2 7 RITOVEBE &8 EE TS 5F— AEREHNE
BEnTWBT &, 25, BREHICOWT, RABRE L Z ORI+ HEMENT
WwahZ e, .

@-3 BfEAOBETRIICE LT

Bl (MEMMRBCmL, TEGEDE. LK. Bk, ROHRAE. KIBXL,
BEOTH, | BIBERMA, FHSEEE, PRIMEEEE, vRES, BEE (Fre-
RAEHESEELAEED) . BITEE, Mk, BEEORMBEE, #IRMZERSE, infusion

reaction, FIEHEM/NMRIBAMESEIER (TP), BEORERA. BIRREH, CBRES (L

EHE) - AR - LEEHMUES) . BILEELE) LT, SRERSULEBRER
HEOFMLEET S EM LESE L @RI L TEERCEE R
bRSEFITHBZ L), ELITENRLESTE ZHRRMBE-THNDZ L,

20

5. Bebx@LRoBE
[EaEic B8+ 52 %H]

@ TROBFTBWTAHOFEMERFIL TN,

o (LEERERIER R UBRR OB L M/ VAN IR 0B BRAE
BE

. ERYREONYe H/IVE] ® oEHRGERE IR IR ERE
2%, BRAFEBGFERZH T 5 BE BV Tid. BRAFFHERIC L 5 16R b B R T
3z &,

@ FH+A Y Av 7 BEICEREREBROBIBTRAELZEERAERE 2R
L L7 M E AR (CA2090673/8R) I\, AR L ShizA Y AT RS
R U CEIERRIES N TWD, L, A&+ A v A~ 7 RE L AR EmEE
B b UiRRARBRFICHEW TR, PD-LIRBERRICE VA Y AT DR
EHRBERAEARTRENLIERB/TLATNS (7p2B) . T0d, RE
DBRFELEMRAEREICRBVT. ALY AxT LOHAREOREZH
Wi 5E4. PD-LIRRBEHRTHZ EBEE LW, PD-LIBRER 1%L LETH
BZEPHERSNBECRWTIE, R, AFRERRESL2ELET D, 2k, RS
IR EMRAEEE 2R L LIS 1R (CA209004388%) O =k—
FRIZRBWT, {LBRERIBRAE L LRI AE L OB THRA+ A Y A
< 7 HREOAPHICARLRERIIED bh Tz,

*AHIOBUIE L LT, K54 : PD-L1IHC 28-8 pharmDx ¥ 2] BEBEE N TV 3,

@1 AJCC (American Joint Committee on Cancer) ISR (BT WE-5< 3l
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[Z2MEic B2 FHE]

)

@

TRIZZYET2BEC OV TIHIARORERER L EhTNE 2 Lh b, BEET
bz, i
o ARSI LRBIECBEED H 5 BE

TBRAOFEZ BV T TFRISKE T 5 BEIC VT AROR SRS 12N

B, AMOBRFBRESRZVBEICRY | BECAAEERATLZ L 2BETE S,

» MEMMEROEGHUIIREOHI8HE

o AMESRE CHRIEE LR 5 BE R UTEEME 0 B R Rt ik
LEOMICREEE RSO BE

«  HERERBOEH, XITBHENLE L IIERLO B CAERBOBERD
HoBE N

- JERBHEE (EhRNMRBEELSh) Ob3AE

*  ECOG Performance Status 3-4 ®2 D@82

[¢:3)]

ECOG @ Performance Status (PS)

Score

T

2 MR EHTES. BRI E LB EEBIRIREITXS,

PRI B LV EBNTRIR S 28, BT, BIERCE- TORERT) 22 BT 5,
B - BWRE, EHEE

BATARCEROFOE Y O Z LiT T TARERERITTE R, BP0 50%EIEy FiT
BT,

BohEBZOFOR YOI & LpTERY, BHO 50%U L2y FREFTRIT,

BTV, BHOFOEY DI LIREL TERY, 2K~y FABFTRIT,

22

6. BEITBLTHETEIE

@

@

@

WASCESIOML, $ERFGTES PRS2 BRI E S & AR 0 R R OSEIESRE

RO LERERETAICERL OO BERT 2L,

TRIRBAMRIC RN B, BENIIZORKAPHEREREEZ ToRAL. AELE

ThbRETRZ L,

RISTRTEPESRRGEREICREVT, AFL A LY AT L OHRAREDOTE

YT 554, PD-L1 REEOLHIET 5 Z EBEE LS, PD-L1 BEENRER

TERVWEAIIE. FF L A VY AT L OFEAOBEE 2@ Lz Lo E

T35Z&,

ERBHERADO=R VA MZoWT

¢« MEMMERBADODLhZZLBHIOT, FAROREIZHIo Tk, BKRIE
w (CEORREE, Wk, ERL) ORDRUHE X BREOERKES. BEr+50
TS5k, £, BBISUTHE CT, hiE~v—b—S0oREL2EHT S
Z &,

o AHDFEIIEED infusion reaction X THRAMZHoRRAEN TE B
W% 1Tl L CBEET 5 2 &, £ 2.2 B B & O 5FIZ infusion reaction
BHLPREZ L bbBEOT, FEREFRUFHRESHK T HRIT AL 2T A
ERET %S, BEORBEL/ICBET S L, 7236, infusionreaction &
BRLBECL. @TOBBERWERPZEZRE T ETREL HHEE
THZE, '

o HFRBEEBRESHODLIDZ L0H 50T, AR ORERANR O 51/
PIIEHIMIC FOIRIRAERT (TSH., 28E T3, B T4 SOWE) 2FHE TS
&,

o FAAloEERZLY, BEOKERSIKERT S LEZ LBk REBORE
BHLLNBZ L BH5, BESBOLNEHAICIE, BRLEZFRIIE LR
A2 50E & RBR A O ERT & U CIEE BRI 1TV, B DR
BISIC & ARIEAB RO 2 FEITIE, FROREIPLE. RUBIBRESR
NEVROREZEEBERTHZ L, B, BIBREFRLVEOREIZLYEHE
BAOBRERRD bNBRWFEICIX, BIBRERAE VUNORZETHA 0BM
bERTZZ L,

o BHEHRTH. ARG OLEVABRBLTCHLEERABRR T I LBH D7,
FRIOBEEHR TR HBIERORBBICHICEET 22 L,

o IEERYE (BUE | BIERNEE ) Bhbbh, BRFEES TV F—v R
KEZZENRHDOTC, 0R, Bl BHEEOEROHEHSOFEED LRI+
HEETHZ L, 1 HERRAREDLDN SRS E2HREL, AR ) 3
HoOBREEOHENRLAELITO Z &,

23



® REURTELBHECERFIMERT B, FACERKRRIZBNT, Y
BAkED 5 3 W ALIN, TR, BEBEA G 1 ERIT 6 B I L icH M0
HEToTWEIZ L 2B, FRARETIXEHCHROBERELTIT L,

® FEEUBRBEOBEHREEBRE ~OMEMBIIRESL LTERT 3BT, ZFOBRK
RBIZBWC, RBI L IHPHOFMEIT o TV L EBER, AHRE P
EHMCHROMREITO L, 2B, MEMIRELE LTERTHE8TE &
ROBRSHMIT 12 VAETLTEIE,

24

REERHEET A KT A >

=RKr~=7 (BREFERZ)

(R34 : AV —RERBE 20 mg, 7P —AAKFE 100 mg, 7 P—
FRBEEE 240 mg)
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H&

XUz

ARIORK, {ERBAF

FE PR RRAE

HRRIZ DN T
BRENRLRDBE
BEZELCEETR&EIE

S E Wb~

P2
P3
P4
P8
P10
P11

1. BLdic

ERSHOAME - REMORROE DI, FAXESESWEEERERSRD
b, &bIT, EEORFREROESRIC LY, HAERRR EOEFN2HHRERR
FEERPEKBEINITC, WO OEERLE2EICKHERBEICEET 2 2 L BREO
BEL o TRY BEMBOEE L WEDEA #2016 (B 2845 6 A 2 HBAEIE)
CBWTH, EFMEESEOFERORELIEBEZRZ Z L & TV,

FHERRFERELL, ERERPRAE /a7 r A VBPETEOEELLALPICE
RBZEBDD, 0D, EHERCESMICET SERS+LEMT 5 L To/M,
UHEELOBREZRZT B LSRN BECH L TERATS & & biz BHE
ARRALEBCHERRIEE & 5 2 L SRR —EOEM 27+ E RS A
THRLELEBEETHD,

LIzt oT, AFA FT4 0 Tik, BARBEESLPINETTEALN TV IERERY -
BEHRMICESE . UTOEXRORELERZHET AL L LERENR, B2
FROUBEFEETRT,

BB, BHA FIA %, BTEREAERSEFESASEM. ASdEEARE
BREERS, —REFABEAN BRBERNBES, —REFEA B AT SRR 2SR O
AWHEFEANBROEARZSOBIO b L{EFR L.

B LRDEEKR  F 7 O— R EREHE 20mg, &7 P—RARRE 100mg, 7Y
— AR 240 mg (—R4 =R ~T (BEFERZ))

HRLRAPEXIHR - BRXIIFRREGB 2 H T 5 EHETE

#RERAMERCAE - A%, RARKIZ=R V<7 BEFHEBRL) LT, 1[240mg
% 2 BRERER CRFERET 5,

B3R X E NFERTERREAH




2. FROKE. 1ERBF ‘

A7V — R AT 20 mg, RURFEHE 100 mg RUORERFE 240mg (—4 : =
A= (BEFEHEZ), ST, (B & APBERIERISHE AT VY7 R
HETIR IV 2L ¥ —R 2RI A 7 (BMS) #) #BRFE LIt b PD-1 (Programmed
cell death-1) 12333 b MM IgG4 &/ 7 u—FAHikTH 3,

PD-1 1%, AL LI D 288k (T MR, BMREG)F=254%7-THR) ROF
BRI RIS D CD28 7 7 3 Y — (T HMlOFBEMHLEFHBINICIE L AICHET 55
FB) BT A%AETH B, PD-1 HHFRRTHIRICEERET S PD-1 Y ¥ F (PDL1
RUPD-L2) EFEE L. U SBRICMEIES 7N REEL TY VS BROBEE(CRIES
AICHAS LTV, PD-1 U H > FIIFRRRIHELMC b b Ok x RIEFHERIC TR
LTkYy, BUHEAERE,» LUK LEEERICRBIT 5 PDL] ORBR LR OLE
IR & ORIC A OB H 5 = L BBE STV (Cancer 2010; 116: 1757-66),
e, BEEAERE CIAEEE THRBEEAT DA V¥ —T=u < (FN-y)
X o T PDL1 ORESFHF RS, B% LIZEEARICIY 5 PDL1 ORRLIFED
ATFEIR & ORICIEDOHBIEFRRH S & DFELH S (Sci Transl Med 2012; 28: 127-37),
& 5T, PDL1 ZAGHIRA S-S MM, HESREDN CDS B T MltoMiassE
EMZHIBEIE 5, 5 PDL1 Hifk T PD-1 & PD-L1 ¢ DEAZHET S L 20MK
EEEEREETSE I EARENTHS, EOZ )5 PD-1/PD-1 U H FERIZ, 28
ARRBPHRARNL T MY O OBRBEELEET SWFO—0 L LTEZ DR T
B

Ak, KEHAROKE RS b PD-1 OMIISGER (PD-1 ¥ U FREGHER) IS L.
PD-1 & PD-1 Y H > KL DREEEFHETDIZ LI2L Y. PAGERRGR T RO
HALR CHB AR T 5 MREEEE 2T 5 2 & TN R REESRE R T
ZEBEREINTVS, '

b ORMAND | AFITEEIEEC T S H e RIBRECR VB bO LM,

FERBRAE LR R L LEBERRR T R L. A0, B2k CEREARR SN,

AR DVEFBFFCE-S BEORERIGI L 2BHERENRSH bbh, BRI T
EATRMAD B, AFIOBREFROBEHIT. BEOBEEHMTH, RENE
W SNTIHEITIE. BR L BRI U FME 2 mER & BB 2 F-oEM L & LGl
PR ERBR ATV BEOKERIST L 5BIERASRDI 2 HEICIE. BIBRRERNY
ELHOREEOEIRNBEIT O BERD B,

3. BRPKRRMR
BREUIERES 28T 5 BETEORRBICHEM 2T o LI 2BRRRORE Y
G

(B3]
EE RSP MRS (ONO-4538-11/CA209141388k)

FIFFRA S ETMEEFRE K TE» 560 A UNIORBEITXIIERE SR D LR
7= RIS B R0 RFTEIE OIS & 72 b RWITEY/ IVEI OSSR R 2R E 36141 (B
AANBE2H &S, AFIBE2400, HBH214) 2RI, BRIEUEMISRIR L
B (AP RLERY—h, FEIFEAUTEY S V=T) 23R E UCHAIS meke%
VAR CAMEEE L X0 IMERUTESEFRE L, TEFHER THIE
AT (AT, Tosy) (Pfl [95%EMXR] ) OPBIMITRE R, AFIBET7.49

[5.49~9.10] # B . HBEET5.06 [4.04~6.05] FATHY . AFIIERIBUEMIR
RULIERCH LREAZNCEBREREZ R L (NP —FH0.70 [97.73%EHEXMA :
0.51~0.96] . p=0.0101 [fZRlog-rankiRE] ) .

*1 : 1R BTG OIS RseE L ST,
2 B L SHERRALL. DR - THEERUEHE,

1.0 &z
. gi* Fp——
' ‘\ - SRR

0.8

0.7
0.6

BRtHE

0.5
0.4
0.3
0.2 i

0.14 ‘ ) [

0.04 , _ _
0 3 6 9 12 15 18
at risk# M (A)

AHIBE 240 167 109 52 24 7 0

HEE 121 87 42 17 5
1 OS @ Kaplan-Meier Hi##




(PD-LIZEBURBLA DA M J OV F 22) (2]

ERL RIS MATRER (ONO-4538-11/CA209141R8R) CHMAANLNIZBED I B, B RIS MAERE (ONO-4538-11/CA209141338%)
MEFARERIZ W CPD-LI 2 REL L EEMaS 5w 584 (BUF. TPD-LIERE]) I BEERIIARIBE229/2365] (97.0%) RURRE109/11161 (98.2%) DL,
BT 5 EEBsRLNE—HOBEDOT — X LBSE&, PD-LIFERARINCERRINHT & BRI L ORRBANEE TE RVEEFERIIAFB39/23661 (58.9%) . AFREES6/T11
TolBMEROZEMEORRIIUTOLEBY ThHotz, Bl (77.5%) iR o, BRENRSULUL EORERARITROLBY Thots,
AHECEL T, PD-LIRREN1%RBEOHEITHBH L IZERKOBR Th o7 (T £1 BRRFE5%UEOBHER (RAAEMITHRE)
=), T HHITE *PARE
. Grade £ Grade Grade 3-4 Grade 5 £ Grade Grade 3-4 Grade 5
23, PD-LIORBRRIZL T, FHAOELMT 07 7 A ViXAkThH o7, EIFRE RH, RRE | BB REE | BE RRE | BE RRE | BE  RIE | B RA=
(McdDRA 12 & % SOC-PT %) xR (%) R (%) B (%) ¥ (%) % (%) K (%)
R HREEK 236 236 236 11 111 111
10 + —_ Nivolumab 3 m 100 _ £ 139 (589) | 31 (B[ 1 (04| 8 (715 1 39 (351) 1 (09
N et “ st O AEBECIS RS T : :
e 01 % Al 12 (s 3 (13 18 (162) 5 (45
g, & | FPREBE 9 (8| 8 (79
8 e HiREEE - .
R o Ew T 6 ( 68) 15 (135) | 2 (18
g 5 B 0 ( 85) B (20m | 1 (09
o L. ez 5 (2 1 ( 04) 0 (90| 3 (27
| J LU N 8 (34| 8 (72
n.; 3 é ; iz 15 18 1'1 u ir ;u 3 36 39 ° o a é ; u :5 1:u n 2 47 3’0 3.3 s‘s 59 —ﬁfgﬁiﬁlwﬁm@ﬂﬁ i 10 ‘( 42) 1 (¢ 04) 16 (14;4) ‘2 ( L8)
SERAMIA ) LEFUMA = 33 (140 [ s (2D 19 (1H ] 3 (27
Mvol.lmbs:g/kg % 74 59 4 30 25 2 13 ¥ U 8 5 1 0 Mwmm:&‘z 76 54 3 32 2 2 1 17 15 11 5 4 3 0 *‘ﬂi")&ﬁ R 3 (13 14 (12.6) 2 ( 18)
InvestigatorCholce 63 45 24 14 10 6 4 3 2 2 0 0 O 0 InvestigatorChoice ™ 40 30 195 14 10 7 S 4 4 1 0 0 0 O 73,5 . - 1. N N s . -
A Newhumab 3t o934 C1 81,675 T Mol et i 16344117 EERD _ oA O . : 6 (354
NiwvlINVChoine-hmdnﬂuGS'ACn:055(039,0.‘7§)(3v 2 NiwvslNVChiu-hnmimio(95%0!]:0.73(0.0;:)‘11'”) Ra;j;(g}i?*wﬁ . ' T 17 ’ ( 72)7 8 ( 7.2)
ONO-4538-11/CA20914 1FIROPD-LIFE SR COOSO FMF #2647 4 0 —7 v 75— OKaplan- HEREE T '
. Fr T AR P 1 (04 7 ( 63)
Meierihifi . ERMBXUETRRNE : - ‘ :
(&K : PD-L1Z1%DBEHMH. A : PD-L1<1%0OHBHHER) BEE 14 (26| 3 (2
. ) a7 7 (30 10 ( 90
TOFESE 17 ( 72
RS 18 (76 5 ( 45) 1 (09

Efd» L#E ShicAETREIL, CTCAEvA0 ZAVTIHEL. MedDRA ver 18.17 2 AV THAR L,

B, MEMEMNES 76 (3.0%) . HEEUGRAELE/ I A F—5 6 (21%) . KR
BEE 5G] (2.1%) . PIRBHREERES 1741 (7.2%) . WEEE 76 (3.0%) . BiEeE
E 14 (04%) . BIBEE 14 (04%) . TEAKERE 245 (08%) . #ikEER
5E 14 (04%) KR infusionreaction3 ] (1.3%) NRH S, £, BEEFEHE.
DS, gk, KBk - EEOTH, 1 BEERRE, Seiethi/ MRl HRsems, .
Mk - K, BEEOHREEE, SLHBRRVEEOREREFIRD bRl T,
AEMERRBRREEES (MEREEREFEST) 2SDEHERETT



[ - AR]
AR OBERMEDEBEFNAZRRA LY S ab—ya iz kv, 543 mgkg (K
) Xi%240 mg ¥ 2 BREMRTHRE LEBOARFOMEPRENREF SN, T

B KA 240 mg FBE LEEORBEIL, AA 3 myke RS LEBOBER L B

LCEBZRTETFRShELOD, BARABFLBOTESESEREIA TSR
- FE (10mgke % 2 BEMRBCRE) THAAZ2EE LEBEORER & B L TEE
ERTETFRISRE (TR, AT EROBEICET 27— Z iK% 24 3meke
(fFE) Xi%240 mg % 2 WK CRE LEBROFEFIOREE L O UIRLEEL
OEELRFNT IBRBRISETTIAPEREIN, YHBEHEIC OV TRFABIThh IR,
LERORE - BEOM CHEMMERUCLZEMICRARLEZER IRV LTSN,
£2 ANOEWSB T A—F

- BE Crnax Cindi4 Cavgdl4 Craxss Chinss ) Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
3 kg QZW 516 166 243 113 62.1 776
(352,70.8) | (107,245) | (17.1,339) | (750,171) | 27.1,107) | (42.1,127)
240 mg Q2W 727 235 341 159 87.8 109
(51.1,103) | (15.2,34.6) | (25.1,47.8) | (102,254) [ (41.5,158) | (62.1,187)
191 613 90.8 398 217 278
Wmgkg @W | (149 219) | (512,792) | (19.0,114) | (331,532) | (184,313) | (237,336)

PRl (5%, 95%5) . QQW : 2B, Cou : DIEERESHOBRMFETRE. Cunas : EHEHR14
A BB B RABMFPRE, Copae : PIEREGH 145 B £ COVYMPBPRE. Cons : EFREITS
I BRBMFEFRE, Coinss : ERRBICHT ZRABMFPIMEE,  Crpss : EERIRIZISIT 5 T3 M
i3 3

4. Bz T

AREMEL L THEARERE (2FFE) SRBELA TR b, YEBEELE
M ERTEDHWRTHEISLERD D, TOLT, AR OBRENENRBELLH - %
EL, AADBREIC LY EBLREERZRZRA LZBRICIHET 2 2 L BBERTD, UT
DO~QD TR TEMITHRICEVTERAT I & THS,

@ mEH:IZoONT

D1 TFTED (1) ~ (5) OWThPEYTIHRTHB L,

() EABBRESSET 338 ASFESEN SRS GhERRS AR, i
RS A BREEEIL AR, MRS ARERBIe Y) (T304 4 B 1 BERR : 437
M%)

(2) HEMEERbT (FRR294 6 A 1 AREA - 85 HEsk)

(3) FERROEIEET ZBABIEEREE (BSABRESIEERb. BADREE
WHwbE. BABFROEEEERE: L)

@) SRIFREREZRE L. SR FREME 1| XA RLERENE 2 O ERE
CRBBHEIT - TV AHER (ERR 2847 A 1 AR : 2540 JERR)

5) MEMEERNS TENEORRERIEIB/HETo TV S iR (TR 28 £ 7
A 1 BRFA : 1290 HEs%)

O-2 EERBEOMERERCEEARBRRORMSICHo R a#k e BREFOEMX
FERER (TEOWTANTHRY T B EMXIIEFIER) 235, YLD oAA)IcE
THREOEMEEL LTEEINTWAZ L,

£

o [ERRHFIREGE 2 EOPMBHEERR T LRI 5 FLL LOBARROBRIHE S
TFToTWAZ &, 56, 24 R, BARYREREE LIZBREREFEOWESR
fToTWHZ &,

©  EMGRIFREER 2 FOPNPBHEELKT Ltk 4 £ EOH ARBRRIRORK
HEET->TEY. 56, 2EU LR, BSARDREL SUERREEEREZEO
BARBHERIT> TS Z L,

. EFRFRIIEANEMGTREROMEIHELKT Lickic, sEU Lo O

DERTHELT-oTHEY . 5 b, 248 kik, BARMREL S OEABORA
BROBRFELIT>TVHZ L,
BB, FANC L ABRRICBVCREHERZ0LSWEBR L ET 2720, BEOEK
1257 B ERHERL EOREOWTNMOTT SR T ES EEDBEOLERE
R CEERRERORIC+5 7258 & RREFOEM) & 0OBRGREEODL L
RETsZ L,




@ BENOEEGFREROAHIZOVT

EEMERETHCRFTIELENEB Sh, HELEMLOBRED., Aot &
EMERPNFROTER CEM X IEFHEMSI T 5 HHiglt, A FFERBRBEL
T HE OWMBEE, ZRELHIITORAEHEESTVWEZ L,

@ BHER~ORIDOWT
@1 HEREHICET s ES

FEMEWRRSEOEEZEIERNREAE LRI, 24 BREZRERHOT. YsklERX
IEEERICBV T, BE LEBERIUS CTABREFERC CT £0ORIMERA OERIZ L
ERREOCKERNYAFICELN, BLICHSR2ERHRE-THBE L,

@2 BERHEEFCLIARFSIGCET 2 ES

BARRCEDL 2EMN2ABRE CER 2T EREESENEERAC =2V v 7
EEDEERORS Y —=r PR ITVERE L EBE2LF CTE 57— LAEFERBE
HEhTnaz L, 2B, BEEHIZOVWT, BASBE L ZTOFRRICHSICAMENT
wazet,

®-3 BHER oIk cBI L T
BIfER (MEMEMRBICMZ, EEFEE, LHR, B, SEEHRARE. XIBX.

EEOTH., 1 2ERA, FRERE. PRIMEERESE, nREE. BBE (817
REEMEER R ST . BIBEE, Mk, EEOKBEREE, HBIRMBLIERIE, infusion
reaction, S M/ MR ESRBER (ITP) | BEE DS RL. RS, DBEE (0
FEHE) - 0% - DEMEHISIES) . BREERS) kLT, HEREROLERER
BEOEMELE T EM L EE L EIEROBECHISCE L CHEER OB 22T
BNHSMITH DI L), ELICHEMUEN TE DEHBE-TNDIZ L,

5. BeEp& 25 BE
(BB 5 FH]

)

@

T F TR EDEFEROLH 2 BE BV TAROAEEI R Eh TS,

TRICES T 3 BEITHT 2FFNORERCERFEIZOWTRE, FHRIOFZES
WSS TRLT, FRORERRL 2520,

s TIOFTRAEZSTLERREC LD IEREO RV BE

«  EREEIREE

+  (OREHEESRIE AL TREESNBE

AFTEBREFBIAERRICB VT, SFERICREW TH BRI L TASMES KR
FEShTWAA, PDLI BREEIZ LV EHEOBEMB RS Z LRTRENDRE
BELNTWDZ LAb, PD-L1 EEB*HHER Lz L TAFIORETNE OHE %
FTHZEREE LY, PD-L1 BEREN 1%RHECTHB Z & BPERBINZBE RN
Th, AR OEERIRB L EET 5,

* AR OLEIEL LT, 54 : PD-L1 IHC 28-8 pharmDx ¥ =) REBEh T3,

(2B 23E]
O TREEUTIBECOVTRAAOREPETLERTVE I L0 b, BHZTT

bhrwnil,
o FEOMSTH LEBREORERD H 5 BE

REATOFMICBWV T TRICKY T 5 BEICOWTHL, AR OB ESIMER SR

AN, MOEBEFRREARZWVERICRY ., BEKAREZERTIZL2EBETES,

o BEHMRBOGHXIBEOHIBE

- INEHRE CHEREER D 5 BE R UNEENEO U BRI R 2
KOOI RIEME B A DN BE

+ HORERBOAM . XixBMENARE L RERED B CAERBOBEERD
»H5HBE

- [RBEBME (EhBRWEBHEELE) 0boBRE

*  ECOG Performance Status 3-4 %0 B

@1 ECOG @ Performance Status (PS)

Score

EE

0

L MERKERITE S, RRATLFELBREBSHIRR TS,

1

PR LWEBIIHR SN S B, SITTRT, BIEECE-> TOERIIITS ZLMNTED,
Bl WoRE, TR -

2

HITARETESOFOEY OZ LT T X THRELBERILTERY, BP0 S0%U R~y FA TR
+

3

BOhBEHOFOEY D L LHTERY, AFO50% LRy FARF RIS,

4

2BV, BHDFOED DI LFE TERY, BBy FARFTRITT,

10




6. BECBRLTEES&x3g ,

@ FACBECMA, BERTEE SR 5 RS ICE S S AR OB R O ES
QDI LEREREHOIER L THhLERTS - &,

@ BERESCETD., BEULTORFCEPERORRIEE +AZHL, AE2E
ThLBRETBIL, ,

® PD-LI BRELHER Lz L TCEAFOBREAEE2HE$5 2 L BEE LW, PDLL
REENRERTE RVEAITIE, RAOEROEE & BN L ETRETS
Zk, '

@ EREHEAO<RYAY MZoWT

FPEMRERENRD Lbhd Z 2 BH 30T, FRORETH T - Tk, BKE
W O(FRUREREE, Wk, FHEE) ORBRUET X RRECERS, BEE S
52k, £, REQISUTHE CT, E~—r—S%0RELEKET S
Z &,

AR OB EIXBEE O infusion reaction (% CRARICH RO TEX B
HEiTol L CHfAT 5 Z &, £7-.2 B B UBROAAE SR infusion reaction
BHobhad Il bdbdr0T, FHRETROVFRBRSHETRIZ NS ZATA
YEAETAE. BEORBEHSICBET S L, 128, infusionreaction %
ERLEBAKE. ETOBBERERSERKEE T ETREL B8
TBHIE,
FRRERERERD b5 Z L85 30T, AFROR 5Tk OB 541
L ERIRIC R EEREE (TSH. b8l T3, &l T4 S oRE) 2EHET 2
&,

AFOFTEZ LY, BEOCRERSCERT 5 LE X b die REBORE
BHLLNBZERHS, REFRDLNZEER, BRLUEZFRIISTE
B & BRI OEM &8 U CEDAENRZET 2TV, BEORE
R & 2EHERRE DN 5 BAIH, AFORE T, RUBBEER
VEVRIOREESEERTHI L, 2B, BIBREFRLVEYOREIZLVEIE
AOBERTED bAARAWEEIZIR., RIBREFRNLVE SN OfEmFE R OB
bERET S,

BERTH. BERP LRV ABER L THLEWEABRRR TS Z B3 H B,

AR OEBEXRTHITHRERAORBZI+HHICHERT %,

1EERES (BUE 1 BERKRZED) bbb, BREFES M7V F—v X
CEDRZLEBHD0OT, 0B, B, BHZOERORECOEHED LRI+
SEBTIZ L, 1 BERFAEDN-HEAITRRELPIEL, AR Y VB
RoOBBLEDOFNRNBEITIZ &,

® FAFIOWKRRBRICIVT, BEMMEDDL 98B, ThIUBL, BEBE»L 14
B 6 38R & L ICEMEOTMEAT - T Z L BB, FFREPIIEHN
CEHROBREITI Z &,

11

REERAEET A FF A

=R=7 (BiaTFHHEZ)

GBI : A7 PR REE 20 mg, 47 UG RHHHE 100 mg, 47 9—
R REEHE 240 mg)

~ T R ~

FRR2 9448 (FR3 041 1 AKED
B BE



H&

IXLHIZ

FHN O, EREHF

R R R

HERIZDOWVT
REMBRLBDBE
BECERELCERT&EHR

AR e

P2
P3
P4
Pi2
P14
P16

1. BXL®ic

EERMOHDNE - TEEORROT DI, BASTEFICE SV EEERERP KD
BB, &bIT, EEORHFEENROESIC LV, MEERR R ¥ OEFNLFRERS
FEEEPERINIFT, T OOERRPRICUELRBFICRET 5 = L BREO
BEL - TEY JRFMBCEE L WEOEAFE 2016 (R 28 426 A 2 AEHRE)
KEWThH, EFNERRSEOEROREIEERRLZ L L EA TS,

FRERBFERMD, FRERPRME T v 7 7 A VIBFEOEREMS L AL MR
RHBZEDDHD, 20D, HEIMERCEZSMCETHERP+AERT 3 ToM.
UHERRORELRDIT S LRSS INSBFCHLCERTI L L bic, BlE
FARRER LB SNERMIEE & 5 Z L SRR — RO &R T EREE oA
THILREETHS,

Lo T, AHA FT4 0Tkl BARBEBSL I ETTELN TV HEREEN -
AEHRMIESE UTOERRORKBERERLHEET 28RN LEREN, B2
FROEBREHERRY,

BB, FHA FTA 0%, BIITEEAERSERERG SR, ARHERBRABA
FerRER2S, — A EEA B AREARES R C—RALAEA B RABRBRESOW
Db LB Lz,

HBLRHIERSR 7 V—FEWEE 20mg, 47V —RRAHEHE 100mg, 37V
—REEHE 240 mg (—% =RV~ (EiETHERZ))

AR RAPRUIHE « RIGEIBRTRE RS O BHlaE

HRLRIMERVAR  BE. RACH=RL~7 (@EFE®RL) & LT, 1 H240mg
% 2 RERRE TREHET 5,
(LR ERIEROBRIBIBR TR LB O BMARSEIZX LT
AV Ae7 (BETFEARZ) LHFATIHAE BE. RAR
=R~y BETHEEZ) & LT, 1E 240 mg % 3 @R
RC4ERFERET 2, TO%k, =FA~T7 (BETHERZ) &
LT, 1B 240 mg % 2 BREIRERE CABEHIET 5,

¥R R ¥ F  ANFELRTERASHT

(%)

BRI BT 5 v — R SIEEER SOmg (—RA 1 A ¥V AT (EETHIEX))

DOPREXIIHR. RERUVHAE

ZhBE XX % R RISTRTREXITEBE OB HRSE

AERUCHE: =FRLer @EFERZ) LofRBNT, #@%. RAKIES

VY AaeT GEETFHRIELZ) LLT1EHI mgkg (BE) % 3 H/

IR T 4 BLATHET 5,




2. AFORE. EREF

FF PR AR 20 mg, B 100 mg RURABEFHFE240mg (—%4 : =
Br<7 (BEFEEZ). BT, THH) & MEBERIERISHE AT VY7 R
HETIVRIM =¥ —X 2747 (BMS) 1) 23BAFE Lzt b PD-1 (Programmed
cell death-1) (=549 % & MR IgGs &/ 7 u—FAHETH B,

PD-1 i, FEMAL LY V53R (T #IM. B MR O F 27 0% 7 —T M) RUF
BRAIIRICRET S CD28 7 7 2 VU — (T HIROEE L EFBIMIZE L A THIET 55
FE) CRT5%ESTH D, PD-1 RHFURRTHRICEET S PD-1 Y > K (PD-L1
BOPDL2) EfEA L, VBRI S EEL TY S BROBMHEIRE S
RIZHE LCW5B, PD-1 V¥ FIXFURE RSN £ b Ok 2IEFHBRKICRR

LThY, ENEAEREND YR LUZESEABRICEBITS PDL1 ORBLIFTROLTF -

R & ORIZAOHBEEERH S Z L BSBE I T3 (Cancer 2010; 116: 1757-66).
Fie, BEREGEAE CIHRBE T NRSELT A/ Vv F—T=uaH < (FNy)
Z X - T PDLI ORESFHEIh, BB LEESEMICET 5 PDL1 ORBLLFERD
AFHB L OMICEOHBEEERNRD 5 L OHELH D (SciTransl Med 2012; 28: 127-37),
& 5|, PDL1 ZMHIRR I SAMR, RRSERN CDS Bt T MiaoMiEss
FEHEZHHFEE S, HPDLI HETPD-1 & PD-L1 L OBEXEEFET S L 2O
BEEMERERET 52 LRENTWS, O Z L5 5 PD-U/PD-1 U F v BRI, 2
AMEARSHEERNR T ME» O ORBEREM T ZBFO—Do L LTELLRTY
5,

AFNT, KERBROFE RS 5 PD-1 OISR (PD-1 ) V> FRESER WS L.
PD-1 & PD-1 YW FEOBEEMETHZ LIcL Y. BARRBERNZ T AROE
AR OB AR 2 MM EERE R8T 5 2 & TR REEHR 2T
ZEBERRIh TS, -

ThbORmEND, AFEEEEEICH T2 H e RBERCR VB bOLHIfF S,

BHIERE LR e L BRBRE R L. A9N, B2 R CREMIRER Shic,

FHIOIEFRBRICES BEORKERRIC L 2BWFRER S bbh, ERUIRTIIK
ELARMERDH D, FROREFRCRERITIT, BEOREL ATV REPR
D LRI EITIT, FB LIRS U FFR2 0 & RRE o ERM L B LGl
DR ERBMT EITV. BEORERGIC L 2EHEAREDN S BEITIL, BIBEESV
ELROBREEDOENRVB LT 5 HEXD D,

3. RS
RGBT TS O BEIRE O KR TIME 1T o Z ERBRARO KL
=T,

[#H2hi]
OEESERFE MRS (ONO-4538-03/CA209025 FRER)

MEHFEREER 2T HABMESEH (T F=7 R=F=7 | Y5722
R R=TE) R ETCERER AT A BT X IEBE ORI MRS s g
821 il (AAXABE 63 flaEir, AFBE 4105, =<o Y ARFEL1H) EHRIZ, =
Y ARERHBE UTHA 3 mg/ke & 2 BRRBR CRABHRE L L X ORAPMERTR
SMFRE Lz, TEFHEDCHL LAY CT. Tosl) (PHRIE [95%EEK
BI1 ) . AFEET 2500 [21.75~NE'] B A, =< U LARBEET 19.55 [17.64~23.06]
HATHY | AFNI=RT Y AR LR ERCERRERE R L (F— FH 073

[98.52% 548X : 0.57~0.93] . p=0.0018 [&H log-rank BE] . 201546 A 18 BT —
Bhy vET7) .,

—A— XEE
—O— INOYLRE

77 0.5
% 041 :
0.3 -0
0.2-
0.1-
0.0 :
RS LA RO SELA N SN IR LD SULENLINN IR AN S |
0 3 6 9 12 15 18 21 24 27 30 33
at riskE 7R (B)
A#IB 410 389 359 337 305 275 213 139 73 29 3 0
INOULREE 411 366 324 287 265 241 187 115 61 20 2 O

E1 0S OFEHTRED Kaplan-Meier Hiff




iz, BARANRDER 63 41 (RARE 37 B, =~Xv Y AXEE26 6) @ 0S (FRAHE [95%
BHEXE] ) 3, AFBT 2737 [23.62~NE] B A. =<_u ) AR TNE [NE~NE]

BRATHoTe (NPF— R 1.50 95%EHEXM : 049~4.54] ) ,
* R (LT, FUR)

1.0
0.9
0.8
0.7 1

® 0.6
# 0.5 ~@ INO)LZEE

* 0.4
0.3
0.2+
0.1-
0.0

0 3 6 9 12 15 18 21 24 27 30

at risk$x ETEHAM (R)
KEBE 37 37 36 35 35 34 24 16 8 4 0
INOYLABE 26 26 24 24 24 24 20 15 9 3 0

H2 BARAEHIZBITS 0S OPHEREITRFO Kaplan-Meier H#R

OEBEFAFE MR (ONO-4538-16/CA209214 FRER)

{LRFRERIEF OEITHE X ITEBHE ORI IR S Ml B8 1,096 51 (B ARNBRE
2 FEED, AV LT (BEETHEEZ) 608 T, IRF+A ) A~T)) 28
550 Bil, R=F=TFE 546 i) BRBII, A=F=TERMBL LTERA+A L) =T D
HOEROEESME RS Uiz, TEFEEE CTH 5 International Metastatic RCC Database
Consortium (BAT, [IMDCJ ) Y X% 538" @ Intermediate XU Poor Y 27 DEBH (FH|
+A Y AT 25, A=F =T 422 B) 12B1T B 08 (BRiE [95%EHKRI] )
13, AFI+ A EY A< TEETNE [28.16~NE] 7 B, ZA=F =78 T 2595 [22.08~NE]
FATHY, FF+A Y AeTHRIA=F = TR LRI ERERERL
To (NP— FEH 0.63 [99.8% SHEXR : 0.44~0.89] | p<0.0001 [fEA log-rank B&E] | 2017
E£3HTETF—F¥ Iy bE7)

1 : BRI AT 2 SHREOBRRESRVEE, LU, UTOBSIRSMERECE DR,

EEYRTRREMECH LT | MEOHNIIRERBRE (5L, RENEHNERT
(UUF. [VEGF) ) Xid VEGF SAKLEN L LAERER<] BB Sh, i
BHBFEORMBEESG 6 0 A HEBHICHER LIEE

*2: AH 3mg/kg (KE) & A &Y AvT 1mgkg (FE) %M B3 HRFRT 4 BEURREEE L%,
A 3 mykg (KE) % 2 ERMIRCARRKE L, BHERSHICRVTE, FRAERIICES
L. 4 E) AvFRARORERT 55 30 AU EORBE BN TEEEME X,

*3 : LT OOQ~@D Wiz b %% LARVIZEIIX Favorable Y 27, 1 Xik 2 RE 2R HEAKIE
Intermediate Y A2 3B L& THSICIE Poor Y 227 L &Nz, )
OFHRa & IS T bARROE(ER BT X T 1 45k, @Kamofsky — RS 80%AHE.
O~EY T AESEIE TR, ORERDHA YD MEN 10 mpd #HBX 5, OFHREH
B FRAAE X 5, OMUMRSEEE EIREE2 5

1.0
0.9
0.8
k]
€ o7
5
n
g 0.6
S os
k]
£ o4
5 os
& —_— KT LY AR
0.2 eee RV
DRV Y
0.1 T Tyl
0.0 .
v T T T T T ¥ v T T
a 3 o ° 12 LE 10 21 24 27 30 a3
Overalt Surwwal (Months)
FMHLCYAT/BE 425 399 372 348 332 318 300 241 1My 4% 2 o
A=F=TB 422 387 352 s 288 253 225 179 89 34 3 o

3 08 OHEREFTRED Kaplan-Meier Hifit
b a S 4EH - Intermediate 2T} Poor ¥ X 7 B4
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pi. ERSILRSMAARASR (ONO-4538-16/CA209214 FRER) B\ T, IMDC Y A7 [Ze&4t]

Y575 Favorable V R 7 O BEFIITEFME B 0TI REMA L Shihof, YR OEERERAFMARR (ONO4538-03/CA20902538)
BRIz AN bVl Favorable Y A7 OBEFOT —FIZESE | BT Z1To7 BEFRIISFRE 397/406 B (97.8%) . =< U LREE386/397 B (97.2%) IZ3®
R AR ACY AT BRI EE LU TASF =T CREREERESL TS (T L, WRE L OREBERATE TE RWVE EFRIIAHIBE 319/406 § (78.6%) . =
=), . v Y AREE 349397 B9 (87.9%) TR b, WTNHDEETRIEN 5% LORIE
RiIXITROLBY THoT,
F1_WThIORTRRER 5%LL EOBIER
- P (%)
. ﬁgﬁllgﬁﬁ T PN
H 406 &) 397 6
- - | (MedDRA/S ver.18.0) % Grade _ Grado34  Grade5 & Grade  Grade34 _ Grades
2 07 : SEIIER 319(786) 76 (18.7) 0 349 (879)  145(365)  2(0.5)
H ; MR LT v AR . ! :
5 06 ! &l o 32(1.9) 707 0 94 (23.7) 31(7.8) 0
g ; RS DU v :
005 ' PREERETE 0 - 4069 102 0 205 0 0
3 oa : B ' e
= \ B 24(5.9) 1(0.2) 0 21(5.3) 0 0
=03 H TH 50 (12.3) 5(1.2) 0 34 (21.2) 5(13) 0
2 : B 57 (14.0) 1(02) 0 66 (16.6) 3(0.8) 0
02 o — : nR% 8(2.0) 0 0 117295  17(43) 0
iRt Al ; w ] 24(59) 0 0 36 (9.1) 1(03) 0
0.1 DRSS ! =% - 2HEERIS L CREHAORE . .
‘ ' ®hHE 18 (4.4) 102) 0 33(83) 7(1.8) 0
0.01 . : ; ; : : . : ; o E 3 134(330)  10(25) 0 134(338)  11(28) 0
KO RtE 11@7 0 0 75(18.9) 12(3.0) 0
0 3 6 9 12 15 18 21 24 27 30 33
Overall Sunvival (Months) FRAYE PR 17(42) 0 0 56(14.1) 2(0.5) 1}
p ) ] 34(8.4) 0 0 37(9.3) 2(0.5) 0
BRRE - T - ' ’ R
AM+AEVA-/BI25 124 120 116 111 108 104 98 78 27 2 0 fish=a L RF a—ul 1(0.2) 1(02) 0 24(6.0) 1(0.3) 0
Mg L7 F =M 27(6.7) 1(02) 0 33(8.3) 0 0
z=F=/% 124 119 119 117 114 110 109 104 84 32 3 0 *ER . 19@4.7) 1(0.2) 0 29(73) 1(03) 0
: . B KU : : o o :
4 0S OHEENTIO Kaplan-Meier B EalLAFE—AME 2(05) 0 0 29(73) 0 0
X . 1 5 i 922) 5(12) 0 46 (11.6) 15(3.8) 0
AT EEM : Favorable ¥ X 7 BF BN 7YY R 5(1.2) 0 0 6a(161)  20(5.0) 0
. : ABMIR , 48(11.8)  2(05) 0 82(20.7) 4(1.0) 0
HRERE LR AR s ;
B : 2767 1(02) 0 14(3.5) 0 0
A : 23(57) 0 0 5(13) 0 0
EEREE . : .
RMBRE @D 0 0 51(12.8) 0 0
= ) . 24(59) 0 0 19(48) 1(0.3) 0
FRRER Rl L UNRERNEE L B
L3 36 (8.9) 0 0 77(194) 0 0
FERERRE 30 (7.4) 307 0 51(12.8) 2(0.5) 0
St 307 0 0 41(10.3) 0 0
L2 ) 16(3.9) 6(1.5) 0 _ 58(146)  11(28) 0
BB LR TAaMmE . . . . :
Eg 25 P 12 (3.0) 0 0 20(5.0) 0 0
4 17 26 (6.4) 0 0 33(8.3) 0 0
FH - RERFORNLIERSE 4(1.0) 0 0 22(5.5) 0 0
T D 57(14.0) 0 [4} 39(9.8) 0 0
25 41(10.1) 2(0.5) 0 79(19.9) 3(0.8) 0




728, REMEMER 196 (4.7%) . ik 161 (02%) . BRSHRARIE/ I 4 /3F—56
Bl (13.8%) . KEB#K - EEOTH 104 (2.5%) . | BUERAE 1 61 (0.2%) . FFEkRERE
FEix 6 Bl (11.3%) « FFR 160 (02%) . FUIRIREEAERES 34 4] (8.4%) . TRIREESE 55
Bl (13.5%) . Bi#EEE (RETHEHELERSE) 28 41 (6.9%) . BITHEEEE 6 &

(1.5%) . infusion reaction 21 B (5.2%) . EEOKEEE 44 (1.0%) . TESEE
BEE 2 61 (0.5%) . BEZ 1 B (02%) RS E IR 16 (02%) PRHLNE, £
fe. BEEMEE. LRk, SR/ MR EERBDR, Bk - SRR R UHIRORZE
BIERED b b oz, AEIEAZERRAIIEESFS: (BEREEREZED) 28

OERHARBRETT,

QOEBEFEMAARER (ONO-4538-16/CA2092143R5R)

FEHERIIFA+ A ©Y hw THE 544/547 5 (99.5%) . R =F = 7BE 532/535 1 (99.4%)
RLboh, BRE: ORRBESEETCERVEERERIARF ALY A~wTH#
509/547 B (93.1%) . A=F =7 521/535 Bl (97.4%) IZFBH STz, WTFhrOR

TREER B LOBHERIXITRO LB Y ThoTz,

BB (%)

9

2 WThHORTRERN %L EOBIER
N FI% (%)
BENXRSER FHRIACY) Ao THE A=F=TBE
%ﬁfDRA/J er.20.0) 547 91 535
e 2 Grade  Grade34  Grades % Grade  Grade34  Grades
. 2EIER 509(93.1) 250(457)  0( 00) 521(974) 335(626) 2( 04)
ML LR ST 47(°86) . B¢ LS)- 0 .- 183(342) . 73(136) 0
R 34( 62)  2( 04) 0 83(15.5)  24( 45) 0
Sk w25 1( 02) 0 30( 56) 3( 06) 0
SFRRREAE 3( 05) 0 69(12.9)  32( 6.0) [}
/MR E 2( 04) [ 95(178) 25( 47 [\
Psr s 160(29.3) - 34(62) 0 140(262)- 1( 02) 0
BIB@ETLS 28( 51)  11({ 20) 0 0 0 0
FRBSRRTOERE 59(10.8) 2( 04) [ 12( 22) 0 [
PRI RRIE T RE 85(155)  2( 04) 0 134(250)  1( 02) [
Ll e 287(525) 41(:175) 0 430¢804) - 67(125) 0
B 38( 69  2( 04) [\ 38( 7)1 02) 0
LR 9( 16) 0 o 30( 5.6) 0 0
& 35( 64) 0 0 39( 1.3) 0 0
THI 145(265) 21( 3.8) 0 278(520)  28( 52) 0
afL=7 3 31( 57) 0 0 32( 6.0) 0 0
HIERER 15¢ 27 0 [} 96 (17.9) 0 ¥}
3] 3( 05) 0 0 27( 5.0) 0 0
-Eesropuib iz S 6( L1) 1¢ 02) [} 55(10.3) 0 0
Bl 109(19.9)  8( 15) o 202(37.8)  6( L1) 0
afF3 23( 42) 0 0 149(27.9) 14( 26) 0
W L 59(108)  4( 07 0 110(206) 10( 19 4
—f - RHWEBLUREIIORE 314(574)  33(.60) .0 415(776) - 75(140) 0
I 72(132)  8( 135) 0 91(17.0) 12( 22) 0
b 202(369) 23( 42) 0 264(49.3) 49( $2) 0
HEREOJAE 13( 24) 4 0 152(284) 14( 26) 0
A 25( 46) 1( 02) 0 29( 5.4) 0 0
BE 79(144)  2( 04) 0 33( 62) 1( 02 0
RHRRE . 210(384). 111(203) 07 -7 224(419)  100(¢187) 0,
TI3=VTRI) MGV RT=T—
A0 60(11.0) 27( 49) 0 50( 83) 8( L9 0
T —¥im T1(130)  31( 57 0 41( 17 17 32) 0

BERASR AR+ EY Av TR A=F=ThE
%ﬁfn}u\u 20.0) 547 41 535 9
ver2h % Grade  Grade3-4  Grade5 4 Grade  Grade34 _ Grade$
TARG RV FT VAT
=5 —EHm 58(106) 19( 35). 0 49( 92)  7( 13) 4
W7 V7 F= g 35( 64)  1( 02) 0 35( 65 2( 04) 0
1 o F SRR L€ A 1( 2.0 0 [} 30( 5.6) 0 0
Y —2Hm 90(165)  56(10.2) 0 58(108) 35( 65) 0
SFRER¥ORD 3( 05) 1( 02) 0 40( 75 23( 43) 0
M/ MRERD 4( 07 1( 02) 0 73(136) 36( 67 0
HERD 18(¢ 33) 0 0 28( 52) 0 0
BRI 6( L1 0 0 40( 75 H( 2. 0
R K TGRS 156.(28:5) 48( 8.8 0 197.(368) 33( 62) 0
L 28( 51  8( LS 0 10( 1.9) 0 0
AKRIR a ) 75¢137)  7( 13) 0 133(249) 5( 09) 0
BB RB L USRS 149.(272)  14(. 2.6) 0 121(226)  5( 0.9 0
B 76(139)  5( 09) 0 39( 7.3) 0 0
e 49(¢ 9.0)  3( 05) ., 0 26( 4.9) 0 0
ORI SRR ¢ G 5\ I O ) 0. 36( 67 1( 02 0
R - 136(249)  11°( 2.0) 0 253(473)  7( 13) 0
BRE R 31( 57 0 0 179(33.5) 1( 02) 0
. ) ) 53( 97  4( 07 0 65(121)  1( 02) 0
PEEECME X kR - 107.(196) ~ “8(. 15) 0 145(271) . 10( -L9) 0
L4 45( 82) 0 0 31( 58) 0 0
R PR RE 31( 57 1( 02 0 33( 62) 2( 04) 0
St 0 0 0 55(103)  3( 06) 0
.. 32( 59 6( 11) 0 0 0 0
I Eoptidan it e ] L. 289(528)  20(.37) 0 358(669) 58(10.8) 0
)4 ] 40( 73) 0 0 46( 8.6) 0 0
ES 2 43 0 0 0 29( 54) 0 0
F¥ - EERFRAETLERSE - 5( 09) 0 ) 231(432) 49( 92) 0
5 154(282) 3( 05) 0 49( 92) 0 0
5 118(21.6) 8( 15) [} 67(12.5) 0 0
HRESRRS 50( 91)  8( 15) 0 22( 41) 1( 02 0
BERE s 2( 04) 0 0 27( 5.0) 0 0
_ Bexm 0 o 0 (80 0 0
EWE : C37(68) 9.(7:16) 0. . 225(421) " 87(163) 0
E 12( 22)  4( 0.7 0 216 (40.4) _ 85(15.9) 0

2B, FH+A Y A TEHITBWT, HEEE 136 51 (24.9%)

(17.9%) . FIRBUSEEREE 147 61 (26.9%) . BERREEE 46 ] (8.4%) . FEIEMEMZE
B354 (6.4%) . KIBK - BEOTH 36 41 (6.6%) . BEDKEREE 20 61 (3.7%) .
THEBEREE 24 # (44%) | BIBHERE 324 (5.9%) . | ZEERE 5 61 (0.9%) .
B 761 (1.3%) . BEAEFFESE 1 51 (02%) . Mk - BEE%K 2 41 (0.4%) . infusion
reaction 22 #il (4.0%) . 5& 5 gk 2 B (0.4%) | D% 14 (0.2%) | #5725 2 B (0.4%) .
BEERRRIE/ < AP —102 5] (18.6%) . FF5 761 (1.3%) RUBFIRIMRIERSE 2 1

0.4%) BRSO, Eio, At/ MR HEEBDR R CEELHEEERIIBD Oh
Rhvolc, AEHEARBERUIBEETRS BAREEERESED) 2ELEHEREF

LR
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(R - AE]
AHRNOSEREYHRETAVEFALEY I 2 b—va ik, 43 mgkg (K
B) Xid240 mg & 2 BREAER CIRE L BoRA OB RES RN SN, EO/K
B, AH 240 mg 2HRE LULBEOBRERIT, FA 3 mgke 285 LEROBER L Ik
LCEREERT L FRENE OO, AFABBCSWTRFEPERELTVWIHA
- AR (10mgke % 2 BRMRTRE) TAAIZRE L BOBER & B L TRE
ERTEFRIENE (FR), MA T, BHEOBERICBIT 37 —Z It E53% K& 3mg/kg
(BE) ik 240 mg % 2 BREIERTRE LEBOAFORER L AP ITRLEME L
OBEZRFT ZRERSETABBES N, AHBIEC OV TRABSITPIIER,
FROME - HEOBMTHEDERVCEZLECHERZRIRVW L FRIENE, 2. B
HMBERECRBIT A7 —F KEJ%, K 3mgkg Xk 240mg & A EJ A< I mgkg
% 3 BARRRTHRE LEBOABFIORER L Rt L OFELRIT 2RERIGET
NMBEBE SN, YEEEICOWTRMNBITEON R, LRoRE - RO TZeM
CHRRERIIRVETHAIEN:,
R3 EAOEBMB T A —5

Mk - AR Crmax Chind14 Cavgdla Cumaxss Cuinss Cavess
(ug/mL) (pg/mL) (pg/mL) (pg/mL) (ug/mL) (pg/mL)
516 16.6 243 113 62.1 776
3 mghke @2W (35.2,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
240 W 72.7 23.5 34.1 159 878 109
mg Q (51.1,103) | (15.2,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 61.3 90.8 398 217 278
10mghkg Q2W | (149 219) | (512,192 | (790, 14) | (31,530 | (184,313) | (237,336)

hE (5%, 95%A).. Q2W : LERMR. Coux : HEREHOKFMIEPRE, Crinae : PEREH14
B BICRIT 3 RAEMFTRE, Cagas : FIERER 4P B ECOFIMBPRE, Coms: ERRBIZE
i B R M P REE. Cunss | ERHRBIZIT 2REMETRE. Coes : EFRBRIZET 50T
e
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4. HERIZOWT

1 t"%‘aﬁ?ﬁsﬁiﬁﬁm&?ﬁmﬁﬁxﬁ‘émﬁaﬁﬁm%ﬂﬂ@ﬁ%ﬁziﬁ}ﬁf6%@!:bi‘ AR
&M LCHEARERE (2FFE) SREOLRTVWAZ &b, YtHRELHEICE
HWCEXIHBRTHEILERDH S, TOLT, EEHY X7 EEHE RMP) ZEIE,
AFIOERMEZEMERFE~OB NN D 2HEHR ThH- T, AR ORE/ET2E
HEDH -HEL, AAOREICX Y BERLREERAERBR ULEICHET 5 2 L NE
BRI, UTFOO~@DFTRTEHETHBRICBWTERTIRETH S,

@ HERIZOWT

@1 TEO 1) ~ 6) OWThPEESTIRRTHEZ L,

() BAEZBRESEET 25 ADFEERARES ERER IR A BRI,
HUIS S A B PR L AR . HUES A RBRRRBE e &) (ERL 3044 A 1 BRFA 1437
HEzR)

(2) ®EdEeRbs (FRL294 6 A 1 BRR @ 85 HigR)

(3) BEFRAENRET D BADREER (SARRESHEERR, BADRER
BAEbE. b ABREEHEERB: &)

4) SRICFFEZEEZRE L. SSREEREME 1 U RCEFREME 2 O ERE
RIRDBHET> T 3HER CER 2847 A 1 BFRR : 2540 FERR)

(5) MEMEEAASEENMEORBRERIEIBHET> TV HHER (FAk 28 £ 7
B 1 B : 1290 MEaR) :

@2 BRSO REER CRIERARBR ORI+ 725078 & BB A oER (T

ROVGTHMPICEY T HEM) 2, YRR OFANCET HRROELEE L LTRE

EhTn3BZE, '

E3

o  EMGFIG% 2 FONETHERRT LRI 5 £ LEOBABROKGKRIME L
TFoTWBZE, b, 28 RE, BARDEEEZ L LERKEEFEOWEE
fToTWBZ &,

o EFGRIFREH 2 FONPPTHELRT Lic&iC 4 £UEOWMRBAFOHRKIHE
ET-oTRY. 55, 268U, BHERBOSAEMFELSLEARROBER
HEE{ToTNBZ L,

@ BEROEXRLEREROERIZONT
ERLERSEICHEETIEEEPEB SN, BECENLOFRED, AP -E

| EUERFOEBROTER CEMEICKT 5 WEIREL AEERSARELECORE

5. EPESLPITITOR I ERIBESTHNE 2 L,

12




@ BHEH~ORERIZHONT
@-1 Rk klic B3 5 B4

BEHRREBSEOESLEMER P RA L2EIC, 24 BRZEREARO T, Y%HERY
OEERERICRBWT, BERLUZEERICE U TAREER O CT 20RIER ORI 4%
ERREOKEP L ATIZ/LN. EbIGRE2EHIESsTHWEZ L,

©-2 ERAEEHIC L 3 HEFSSIET 384

BABRICEDL 2EMNL B RUCREL T T A ERESERAMERT =5 Y 7/
EEDEERORAS Y~ FRITVERE L BRELF TE 57— LEHFAHNE
HENh TR ZE, 2B, BEHFEEHICONT, BABE L ZORKRETHSICBMENT
Ww3azZl,

@-3 BIER OBBFCHRNIZEL T
BIVER (RIEMERRBICIN A, BEEREE. Lk, k. BEGRRE. KBk,

EEOTH, | BERKN, FFREEE. IRIREEREE, wREE. BEE (T1e-
RATHMEEBRZET) . BIBES. Mk, EEOKRBEE, BIRMBRIELRSE. infusion
reaction, St/ IMRIAMESRBER (TP) . BEORERIS. B REE. CEEE (b
FEHE) - 2R - OEWHISMES) . FhiEERE) LT, YEER UL ERERE
WD B2 A4 5 ER &8 L RHEROBZERHMICHE L URERUXEEZIT
bRAEMHITHZZ L) ELITENRLERTE 2EHBESTVWLI L,
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5. BEXMHRERLBE
[HoiticBEy 2 FE]
O TROBECBOTHROFIERRIES LTS,
o MEFEMEEMLZETIRNEHESH TXVF=7, A=F=7, Y37
== AR TE) R ETMLEREERR T S RGBT R IEBED
- BNRERE CRAEMEE) :
o EEREERIBIROIMDC U R 7 53388 ntermediate X iXPoor Y 2 7 0 DiRiAY)
BRAREXIEBEOBHEEE (Y AT Lofifks)

@ TRIEETIEEHTIAFORERCERTEICOWTIR, AFAOHEZME
PR EINTELT. FRORERGZRLRBRV,
o (LFRERBRBERCY A b VRBIOZOERELH T 5 BE T
DAK BB S,
o IEEBIREE,

@D FERESMATRR (ONO-4538-16/CA209214 RER) 2BV T, BTFOO~@DWFhiz bty L
2B Favorable Y X 7. 1 X3 2 THEB #7285 121X Intermediate Y X7, 3TAM LA T
BAKIE Poor ) A7 L SNz, (6—VBR)

BERBAE & 2 S h T D FARROEMERBITT ¢ 1 k%
Kamofsky — iR R 80%AH

~ES U R EEE TIRER

WEEOIN Y AMENR 10mgdl 2RBX S
FRRENERELREEL 5

M/MEEREREE LR B XD

CISIOISIOXS)

14



(&2t 5 %E]
O TRIEZUTIBELCOVWTEHAFOBREPERLENTNEZ 06, BREET

blanz g,
o ARSI LIBEEOBERO b 5 BE

IREE O BV T FRICEY T 5 AFIToV TR, AFIOBSIHERS 2y

A, MLOBFERREARVIBESIBY, RERARRERTIZL2ERTES,

s HEMWEBROGHIBEEODH S BE

NESRECHEE 2R 5 BERCTESE O BB CRRER R
ZOMIRESEER R LN EBE

o HORERAOAR., TBMMNE L RERNED B CAoER~ROBERED

bHoHBE

s [BEDHEE (BLBARBEELZED) 0b5EAE
. Karnofsky Performance Status 70%K7 &2 O @BE

2 Kamofsky Performance Status (PS)

Score

e

EFROEBSE. KRB ESLER,

100

Eﬁ' RRICHHT 2 BEORLR 2V, BHRERR

90

&b\ﬁﬁiiﬁ#ﬁib 5%, EXEBE

80

272 Y BHRIERA H 285, BH L TEROESE

FHTHZLRTE, BETEECET.F
BRRLALBAMRERIZLEbOTHS,
BaRBEONBELELT S,

70

BAYEFOMELCE S0, EFXORES - HHITD
Z Li3FEEE

60

BORBERI LI TELMN, L& UENBBLE

50

FREER L EEE L UESNRZERITARSE

HOEYDZ L EAHTTERY, BRHHW
REROBRLNZEOFELLEL TR, KR
PRECET LW I ERERD B,

40

BT, GORERS LI UEERLE

30

2<BIT T, AEBLEESTRE LEE>TR
v

20

FRECEE, ARBHETHINRIRESLE

10

FEHIPE-TVD

5

15

6. BEITBRLTHETREYH

@

@

®

AT CESIOM 2., BIEIRFEES ST 2 BRS L ESEFAOBER NEIEMS

RO HEREREHHICEE L P LERTR 2 L,

HERBAMAICEL D, BE I ORKRICAMEREREL +ABAL. AELE

T bETR2L,

ERBWERO~RXT AV MZonT

o HEMMERRLLLNBILEHBZOT, AFORECHIZ> Tk, BKRE
W O(EREREE, R, RAE) ORBROBEE X BREOERSE, BELTH
ITH 2 e, £, LBCSCTEE CT, iF~— b —SORELERET D
Z &,

o+ FAHOEEIZEED infusion reaction A CTBEARICT o T& 5%

BEIT-o 7= LTS T2 Z &, ¥7-.2 [ B LIEOAFF SR infusion reaction
BHLONEZ L bhHEDT, KERE IR AR LR THRIT S SA ZAFA
VEEETHE. BEORBEHHICERT Sz &, o8, infusionreaction %

RALLEAICE. 2 TORBERERNERCEET 3 : CAE L +AES
TBHZL,

o FRBMSEREERH bbb L BH 50T, AFOREEREITR R HE

C LRI IR AR (TSH., EE T3, R T4 SORE) 2EMETS
Tk,

o ARSI LY, BEORERGICERT S L E L b5 iEx RRBORE
BHoLbhbI L ihs, RERRDONLBEIE. RRLLERE R
MR LR RSO ER & U CE R ERIBE 1TV, BEORE
RIS & BEHER S RN 3 HEIIE, AAOKRE T, RURITGRES
NEVEIDREEREERTE 2 L, BB, BBREFVELOREIC X VA
FOBERBD bRV E I, BIBEERNE LSO G mEHE BN
LERTS,

o BEKRTH. AR LY BB LT LEHERRRRET A ERHB D,
AROBER TR BEERAORIIC I EET 5,

o IEMERS (BE 1 BMERARZED) Bbobh. BREES P TV Ry
EEALZERBHHOT, 0, Bl EHZEOERORFESOE RS LR IC
SEETHC L, | BERRARDAEAICIIEESEPEL, AR VE
FOREEOFANRMEEFTH 2 &,

AR OBRRRICT T, {LEERRIEAREE IR T 5 A5 CII R 5 Mk

b 1ERIT S BT L, LRRERBRBECRT 51 VY A 7HARETIX

BEREHG 1 EIT 6 BMS . (E 12 8/%) RESEOTHEET> TV

T LeBHEL, FARE DTN ERRE CHROBBENT I 2L

16



REERHEETA KT 4

=Rn=7 (BaFH#EZ)

(R5e4 : A7 O —RRHRHE 20 mg, A7 V—R KBS 100 mg, F7/P—
ARG 240 mg)

~HHARS XY U~

YRk 2 9E4 8 (CERR3 04E1 1 ASED)
JELAE 5 flhAs

A&

SR W=

Lz

AERN OB, 1ERARHF
FRPREAE

5 dol ke

BEXR LR DBE
BECERLCEETN&HE

P2
P3
P4
P8
P10
P11



1. i

EXS O - BEMOREOT-DITE, BAIESIESWIEERERFBERNRD
bhd, &bz, IEORFERMOERIC LV, FERERMR Y ORFORETHIERE
FEELFEKRBENZPT, ZThbOEERZEICKRERBEICREMEET D Z L AREO
ML o TEY JREMBOEE b SE0EAI £ 2016 (K 28 456 A 2 B HRRE)
TEWTH, EFMEESZOFERAOREHEEZRSZ L IR TN,

FHRERBRFERLL, BRERASESN T u 7 7 A VEBEFOERS LA LNICR
RBZEBHDB, ZOkD, APMERCELEICETIHERSHAERT 5 ETOM,
UHERMOBELZBZIT A LBHFSNIBHEICH L TERTS L & bIT BIfE
FARKERLEBCOHERSE L 52 N —EOEF 2 W TEREE CER
THIENEETHS, .

LiedSoT, AHA RFA4 Tt BREBPLINE TIBLNL TN IEFEER -
BENRMCESE, UTOEESOREREAZHEET 2BANOMLERER, B2
FROEEEEERT,

BP. AHAL RT3 MIITBIRAER S ERBBER SRR, ASHMEAEAR
ERER S, — AN R AEEANESR G- REHEAN B RLRFS OB D
HEERLE,

W& BERS YR ERHE 20mg, A7 U—F REHE 100mg. 7Y
—REWHE 240 mg (—B4% : =R~ T (@EETEERZ))

HRERIPENEIHR « BRI OTHIAR DX ) LV E

HRERHMERVAE 8%, BARR=RL<7 @EFHA#EZ) & LT, 1H240mg
% 2 BRI CTRABHET 5.

R ¥ E . NERSTERASHE

2. AFIOHE. EHEEF

A7 O— R ERHE 20 mg, FARHE 100 mg RORSEHE 240 mg (—f4 : =
A< (BEFEBEZ), BT, TEHD) X MNFESIERRSHEAFT LY IR
HETIR NV - ¥—X A7 47 (BMS) ) B3B% L7zt b PD-1 (Programmed
cell death-1) 2333 € MRl IgG4 €/ 7 v —TAHETH S,

PD-1 i3, FEMAL L2V >8R (THI, BHIIRR O F =7 4% 7 —THilR) ROE
BERARRICRET S CD28 7 7 2V — (T HBOEM L EEBNICE LAHET S
FH) CRTHZARTH S, PD-1ITHEETMARICEE T 5 PD-1 Y 4 F (PD-L1
EOPD-L2) L&A L. U RIS 7 A 2R L T Y v BROEEIRE L
AIZFAS LTV, PD-1 U VY FIRERTHIRLMNC & - Ok R EEHRIc 5
LTy, EMBEAERE) LY UEEMALICII) 3 PD-Ll ORBRLIFEROETRF
ML ORICACHBEERD S Z L BBRESNTW3 (Cancer 2010; 116: 1757-66),
7o BARAERE CIRSEE THIRVPELT 5 ¥ —T =< (FN-y)
WX o T PDL1 ORESHE S, BB LZEEHESICRIT 5 PD-L1 ORFLIFEO
SFEHR L ORICEOHEBEERSH S L OBWEHH S (Sci Trans| Med 2012;28: 127-37),
X512, PDL1 #MMRER S-S AN, FURRER CDS Bt T HROMES
EHEE BB SE58, H PDL1 HifsT PD-1 & PD-L1 L OEE2MAET 3 L2 OMIE
EEEERERET A ERRENTVS, £O I 05 PD-1/PD-1 U H v FERIZ, 28
AHRESHRERA R T MO ORBE R EREY 2HFO—E LTEX AT
3,

AFNL, RERROE RS 5 PD-1 ORISR (PD-1 Y F ¥ FEEEHE) &S L.
PD-1 L PD-1 VWV FEDBAZMETBZLICLY., BPARFRERNS T M0
HAL R AR AMIRIZ 4 5 MIRRE EEE 2 8T 5 Z & CHRNAEESIRERT
ZEBNHER IR TV,

IR OMAN DL ARITEMEE T A H T RBREC 2V EL Lo LEF S,
HHRAOROX Y L EREEANRE LERERREER L, A REERUES
HRERENE,

AFIORRBAICES BEORERGIC L ARIERS S b bh, BT
ELWEMERDZ, ABOREFRUREZICE. BEOBREL LTV, REFR
HONHE I, BB LTSRS UEMN2 L RRE R OEM L EE L T
GIRENBWEITV. BEORERIS & 5BEANEDL S HEITIL. BIBRESV
EVRIDOREEOERNE LT O BEBDH D,



3. EREREBE ' ,
BRIEEHOHRAR DX ) N EORRRHCTEM 21T - 7o X REERRR O
B ERT,

[H5htE]

© BEWNEIHERE (ONO-4538-15 RER)
HEEASMRBHERCT L YR o< _FFY BEFRRX) GTF. 7

Y FR V7)) ERERETRHEOER B ORRAR DX Y L ERE

(ECOG Performance Status 0 XU 1) 17 W& 4RI, A3 3 mg/ke % 2 RERBERR TRHE
BE Lz, TEFMER THHELE (HKET IWG criteria (2007) 12E-3< PREBIZL
% complete remission (EATF, TCRI) XiX partial remission (BA\F, [PR]) OFIE) i
75.0% (9S%IEREIRME : 47.6~92.7%) Thotz, 7B, FERICHRE LBIEIX 200%T
Hot,

@ MWSETHRR (CA209205 3RER) (Lancet Oncol 2016; 17: 1283-94)
HEEMSBHRBEETRICT VY- I L 50 S BRI HSEY
DHERHKR XY ] ERE (25— b B, ECOG Performance Status 0 28 1) 80 41
ZRRIT, A 3mgkg & 2 BRER CTRBEE L, EEFHER CTHHEDE &
ET IWG criteria (2007) ZE-3< PHRYEIZ L5 CR XL PR DEIE) 13 663% (95%(5
BIXH : 54.8~76.4%) Thol, 2, FANIIHRE L2REL 200%TH o,

[Z=4tk]
® EHAEIHERER (ONO-4538-15 FER)
AEFRIIBPCED O, 5 L ORREBRABFETCERVESERLLHICRD
bhi, BEER SUUEOBIERIITROLBY Thote,
1 FBEN 5% LEOBHER (SHEMITARME)

BENALE B3 (%)

AR AR

(McdDRA/I ver.18.1) 176
£ Grade Grade 3-4 Grade 5

SRIER 17 (100.0) 2(11.8) 0
MR LY SRS

#i 1(5.9) 1(5.9) 0

Yy BRI E 165.9) 165.9) 0
B2 LURBME ; 2

s 1659 o 0
AREE ! :

R E TR 3(176) 0 0
BiBReE : -

i 1659) 0 0

o 1659) 0 0

o 1659) 0 0

L 169) 0 0

BB (%)

BE Slliﬁﬁ A
B 178
(MedDRA/J ver.18.1)
4 Grade  Grade 3-4 Grade 5
20 1(.9) 0 0
—R - HEED X TRESIORR
EY 2(11.8) [} 0
FEHHBATR S 1(5.9) 0 0
fi:3=5:4 2(11.8) [ 0
RBR 7(412) 0 0
B 1(59) [} 0
B L U
HE 1(5.9) 0 0
Mgk ) 1(5.9) 0 0
FE, PER I CLESIHE
EACEED BUS . 1(5.9) 0 0
WERtRE :
FHSRERERE 1(5.9) 0 0
R 1(5.9) 0 o
{EEEm 1(5.9) 0 0
& RN . 159 0 0
B LR RRE )
LY R N 159 0 0
[yl R FN 3 1(5.9) 1(5.9) 0
FRRRBGR 1(5.9) 0 0
REERE L URGERRE . )
BR s 1(5.9) 0 0
RS 1(5.9) 0 0
i1zl , 2(11.8) 0 0
HEREE . ’
e i 1: 2% 30 1(5.9) [ 0
1] : 1(5.9) i 0
K= a—u P — . 1(5.9) 1] 0
FELEE MR X O ’ '
FIRIEARE 1(5.9) 1(5.9) 0
LREORE 0 o 1(5.9) 0 0
BB XU TR
BBIE 1(5.9) 0 0
BRI 1(5.9) 0 0
AR R R 1(5.9) 0 0
T 9 HEAE 5(29.4) 0 0
b3z 4(23.5) 0 0

i, FIBMERRA 1 61 (5.9%) . BERURMREE/ X A /3T —2 8 (11.8%) . KBk -
EEOTA 1 H (59%) . FFEEREE 181 (5.9%) . FRBUSEEE 3 8 (17.6%) .
HREE3 ] (17.6%) K infusion reaction 1 #1] (5.9%) BEH LIz, /-, EIEMR
B|AGE, LR, BR, 1 BERE, REEDAMEROEREER, TR, B#EEE,
BIEEEE, MK - B, EEOLBEE, BIRLEERE, TEREBERE, BRR
VEE I ERTRD b ol, FEHERRBRNIEESS: (BRREERE LS
Te) BATEREREETT,

@ BAETIRRER (CA209205 RER)
FEERIT 238243 B (97.9%) IKEH L, AF L OREERBTETERWEE
FHRIL 185243 B (76.1%) KD L, BRI %LU EOREMITROEBY T

5



Holz,
#2 FBERHNE 5%UEOBIIER (Al Treated Subjects)

BENANE PR %)
AR
X8 243 8
{MedDRA/J ver.18.1)
£ Grade  Grade 34 Grade S

2EIEA 185(76.1)  48(19.8) 0
s LY RS o

PR E 13(53) 625 0
R R o

ORISR B THE 14(58) 0 0
BB . : )

A . 14(5.8) 2(0.8) 0

TH# 34 (14.0) 2(08) 0

Bl 24(9.9) [ 0

B 19(7.8) 1(04) 0
— « RERED X RS ORE ‘

] 50 (20.6) 2(0.8) 0 -

F ) ; o 21 (8.6) 0 0
., PER L CRRE HHE

AR R o 33(13.6) 1(04) 0
BRRE ) i : :

FI=VF I/ bPFVART =T —EWM 13(5.3) 729 0

TANRGXBT 2/ VT URT = T—EHM 14(5.8) 521D 0

Y —EHm . 14(59) 9(3.7) 0
BERRE LU A ERME FR :

)k 19(7.8) 0 [}
PR EEE R s

2t 14(5.8) 0 0
BRI XU AR : o -

= S 21 (8.6) 0 0

b2 28 (11.5) 2(0.8) 0

%P, FEMERRS 156 (6.2%) . BMEGRAE/ I A F—19 8 (7.8%) . KB
K-BEOTHI6H (25%) . FHSEEER 24 9.1%) . FLs5H 2.1%) . FRiR
BEREREE 28 B (11.5%) |, WREEE 40 B (16.5%) . BHAEREE 40 (1.6%) . %k -
gaREse 1 Bl (0.4%) | BEEOKBEE 341 (12%) . BIRMEERIE 1 5 (04%) .
infusion reaction 38 Bl (15.6%) . BER 2 B (0.8%) RUS Y SR 241 (0.8%) 2B
bz, ki, EEMGENE, LK, K. | BERE. St/ MBI HEESER .
BIEBER CTEAEEREIIED bhiRhol, FRERARTRLIEEES (BK
BREEREZED) 2ELEHERETT,

(A% - ARl

AR BEFAEYBBEFAERNALEY I ab—va itk v, 53 mgkg (fk
BH) XiX240 mg % 2 BEERTHRYS LEBEoRFIOMEFRESKRN Shi, O
B, AH 240 mg B E LBOBRERL, AH 3 mgkg 2RE L BOBRER L L
LTHREEZTTEFRShEbOO, AAABECEVCARESHRSNLTWEA
¥ AR (10mghke % 2 BB TRE) TAHIRRE L EROREER L ik L CEiE
ERTETFRESNE (FR). M2 T ER0OBEC ST 57— 2 L E5% A4 3 mg/kg
(fRE) it 240 mg % 2 ERIFERE RS L BOAR ORER L A3 T2 etk b
DEEFRNT ARBERSTFASEE L, SHEEC W TR BITh SR,
FRORE - AROMCEYHR LR HRZER T2V EFRShE,

3 FHOEHRDB AT A—F

- R Cunax Chind14 Cavgdl4 Cumaxss Crainss Cavgss
(pg/mL) (ug/mL) (ug/mL) (pg/mL) (pg/mL) (pg/mL)
516 166 243 113 62.1 776
3meke QXW | (555 708) | (107,245 | (17.1,339) | (750,170 | @71,10m | (421,127)
240 mE QAW 727 235 341 159 878 109
me (51.1,103) | (152,34.6) | (25.1,47.8) | (102,254) | (415,158) | (62.1,187)
191 613 908 398 217 278
10mghg Q2W | (147 219) | (512,792 | (79.0,114) | (331,532) | (184,313) | (237,386)

PRIE (5%, 95%R) . Q2W : 2ERIRIME, Coux : FIEBERORE MFEPREE, Conna : PR FH%14
A B i) B REMEFRE, Copa: PEREH148 B E COFYMFPRE, Cons : EFRBITS
i AREMEPRE, Cans : EFRBERT HRIEMBEFRE. Cops 1 EFRBITIT 5 P S
RE



4. HERIZOVWT

AREM L L CHEARERE (SFIFL) SEEONTVEZLhb, YHELE
PRETE DR THIMNER DD, £OLET, AFOBREREN 2 BE LD -
L. FROBREIZL Y BELBEREZRZBR LEBICHET 3 2 L BSEREZD, BT
DO~BOFT N TEWHETRRICBWERATRETHS,

@ HERicoOVWT _
®-1 FRO 1) ~ 5) OWTFRMTHETIHRTHL I L,

() EAFGHRESEES D8 ABREEILRERS GRET R ABREEIL SRR,

HOS AR B LA, MRS A BRI &) (TR 30484 A 1 HREA 1 437
k)

(2) FESRbE (ERR294 6 B 1 BREA - 85 MEgd)

Q) FEFRAEREET 2 PADHOEERIE (BADREMEREER. BADRERE
BAWRE, BADRESHEERRR L) '

4) SRLFRBRELRE L. A PREME | kLB REmME 2 OfRE%E
ZRDEHEIT> T 5HER (FRL 28487 A 1 BRI - 2540 JEsR)

(5) HEMEEALSEEMEORREREIIED BHEIT> T\ BHEd% (TR 28 4F 7
A 1 HEEA @ 1290 HEsR)

D2 FHUHRTF UV U REOLEEERVEHEAZRRBORSIC SRR E R
REREOEM (FROWTNMNIZEY T HERM) 25, Y%BEROARICET 3158D

- BEELLTEBEShTWaZ E,

e

o EMGRIFRIEGH® 2 FEOPEMBHER KT L2RIC 5 EUEORABBROBRTESL
ToTWaZ L, 5b, 24N EiX, BAEYRELZT L UBRIEBEZOTESL
FoTWBZ L,

. EMRNREE 2 FOTMTHEE KT LRI 4 U EOBREREE LTS
Zr. 5b. 3ELLER. EHBEMIEE N AR b S RO OTHE
EFoCnB oL,

@ ENOEESHFREROMAHIZOVT

ERXLERTHRICHFETIEAEIRESL, BRAEMLOBREN, A&
SHERZFOFROTERVEMSEICKT 5 FHRM, FEESRRELLESORE
¥, SRERHIITOhAEHIBE-STWEZ &,

Q@ BHER~ORRRITHNWT
@-1 R EHIC B2 B4

HEMHMRBSOEEREMERASRAE LB, 24 FERERERNOT, Yk
EERERICEW T, BRLUEZAERIE CCARTER Y CT S ORIWEA DB %
ERREOERENBY APRBLA., EHICHGTRERERSE->TWE L,

@2 EFUEHEIC L 5 AEFSANRCET 58

BABRIEL 2 EMNRARE R T EREEEVEIERE=FY 7
EEDEEROR7 V== TETVWERE LR IEE TE 27— 2AEREHHE
HERTWBZ L, 2B, BEHEERHIOWT, BABELZORRIHHIAMENT
Wz,

©-3 BHEH ORBECHRICE LT
BUER (MEMEMREBICMN L, BEGENE. LK. Kk, BSmRARE,. KXBK.

BEOTH. | BERA. SERE, FRBEERE. PREE. BRE (Bre-
RAEMEEBTREET) . BIBEE, WK, BEEOCKRBEE, HIRMARERSE. infusion
reaction, SRIEMEM/MRIBAMESRBER (ITP) . BEORERR., IRERENE. CBEE (b
BAE - R - LEEHISIGES) . BhMANS) 1ok LT, YRR LB E R
BEOEMMEET 5 EM L EE L @WEROBIF-CXSICHE L CTRER VB L%
bhBEFIHDZ L), ELICHENBZABN TE HEHBE- TSI L,



5. RERRLRORE )
(BB 2 FH]
QO BFELHRMERBERVCT LY F U< 7 ITERAEXIRHE OBR ISR
DEHIR TR VY VAERE BN TEROFEPERTEN TN S,

G

@ TRICHNST ZBEICHT SFAORERTEAFECONT, AR OF M
PRMEINTELT, FRORERRLARLAR,

{LERRERIGROBE
fLOTIEAEER LG L TRESh S BE

[Z&HiclT 5 9H]
® TREEETIAFLOVTHARORESERL S TVE I b, RE2T
bRNZE,

AR ORESCx LIBBUEDBLERD B 2 BF

@ WBERIOFEIZB W CTRICEE T 2 BEF IOV T, FROBRERHERE I h R

N

HLOBFOBRBES R VB ARy, BEXAFEERT I 2BETE S,
REMEMRBOEH IR O H 5 BE

M ERRE CRER 2R 5 BE R CESHE OB RIRR RPN R
EOMCREERAH DN D BE

B ERERROSE. ILBENAE L ITEREEO 8 ERERBOREED
bHBE

REEEE (EOLRHRBEELZED) OHLBE

ECOG Performance Status 3-4 &0 DB

&Y ECOG O Performance Status (PS)

Score

et

0 | S<AEREWCE b, BRALAL B BEESHIE TX 5,

PRI LWEBITHIR S D28, STRTEEC. IEERCE - TOMERIMT ) LB TE D,
Bl BoeRE, EHEE

BITARTHSOFOEY O Lk FRTHEEIMEEITE RV, BNO 50%A Lix~y FATHBT
RS

3 | BRonEESOFOREYDILLATERY, BHOS0%UEERy FAFFTRIT,

4 | <&, BEXOEOEY 0T LIS TERY, BEKAy FAHTFTRIT,

10

6. BEITBELTHETREEFRH

O HREXESONA, BERTEESRET IENSCESEFRORER EIES
RAOEDITHERERE+HSICBR L THOERT S Z L, '
REBIAIZ Y D, BRI ORRCEMEREREZ +ATRAL, AELE
ThbkETHZ L,

ERBHERO=X YA Mo T

@

@

BEMHEERH DD Z BB B 0T, AROBREIZH - Tk, BKE
R (CFRIREEE, ik, REE) OREBRUWE XHARECOEES. BEL 54
A7) 2k, Eh. LESUTHE CT. Mif~—0—S0REL EHT 5
zé&, :
AAROBEEIXEE® infusion reaction {24f 2 TRARIC OISO TE 51
HETo ECRtAT 22 &, 7.2 Bl H O AAR 5 H# infusion reaction
BhHobhbZ L bhi0T, FRREPROAFFRERTHIZ A ZNTA
YEUETZE, BEORBETHICBET 52 L, 228, infusionreaction &
EHLEHAICHE., £ TORBRVERRELCEE T2 X CAE L +oBE
+BzL,
FRIRSRERER H bbh 5 2 L R H 50T, AR OF5BMEETR U541/
PRI FIRBHERE (TSH, &R T3, W T4 £08E) 2EKT5
&,
FROHTEIZ LY BEOKRERIGICERT 5 L& 2 bhbike RERCKE
BHLLNBZ LD 5, BEFPBOLNEBEIZIX, BRLEBRITE L
EMH 8 & RREREOEM &8 U CEYLRERZE TV, BEORE
RIS X 2RIER A BEDON 2 B4, AFIOEREXITIE, RUBBRES
NEVEIDRESRERT S L, BB, BIBRERNVECOREZLVEIE
FAoOREDPRD bARWEEITE., BIBEERNVE SN ORERGIF OB
bEETHZL,
FBELRTER, BOER» LBV ABRB L THLBEERABRRRTIZ LB H DD
FAOBRER TR OEERAORRUCHHCERTEZ &, '
1 EERA (BE 1 BERBZE0) 8bobh, BERFRES 7 F—v A
WELZEBHHOT, B, B, BHEOERORBRFLMFEMO LR IZ+
BEBTHZ &, | BERFAEDNESBESEESEFEL, ARy VH
FoBREEOWNRNBEITI L,

AROBRRBRICEB T, 556B»5 6 AN $ BRI &Iz, ThiBiX,
BEREI S 1EHETR RAMI L TEPHEOFEEIT o TNWEZ L EBEIT,
AHRE P EYNCEHBRE THEORERETOIZ &,

11



s RHEET A RT3 4 v
=A< (BiaTH#Z)

(5t4 : A7 —RERHE 20 mg, A7V —RAKHE 100 mg, 7 P—
HIRFEHE 240 mg)

~E i~

FR2 998 (ER30&E1 1 HKET)
EERWE

S A BN

. B&

LB

TR, TERKRF

FRER B

HEERIZDOWT
BERHBLIRDHBE
BECELCEETR&FHE

P2
P3
P4
P7
P9
P10



1. RUDI

ERROFHE - ZLORMROTDIE, T TESCESWEBERERSRD

bB, b, IEEOREEFOESICL Y, FURERRR EOEFN2FRIERE
FEELPERRBINDITT, INHOEERSRZERNERZBE RT3 Z L AERO
HEL o THEY REMBGEE L B OEA S 2016 (FRK 28 4 6 A 2 A EBRE)
CBWTH, EFMERMZOEROKELEEEZRSZLESh T3,

FHRERRFERS T, BRERCEEE v 7 7 A VERECERS LHALMIZR
RHBZEDBHD, ZOkH, FHRRCEEEICET 3 HERE+HOERT 2 ¥ TOR,
YUHERMOBEZB TS BB SN BHCH L TERT S L L bIC BIfE
RABFERLLBCLERRISE L 52 L PR —EOEM 2 T EREE cER
THIEREHEETH S,

LS5 T, AHA FTA Tk, BRBERSINETRELN T BEZEFM -
BEHRMIESE | PTORERKORERERZHET 28RN OLERENR, B2
FROGEBEHEETRT,

BB, KHA R4 0 T AERRERSSRRERE,. ANHEEEBEAREK
BRI YR —RHEAEA A ARKARESRC—BREFEA R REEZS OB HO
b LR LT,

W& LR HEER YR ERHE 20mg. A7 V—RREHE 100mg, AT
—RERHHE 240 mg (—B4 : =R <7 (BETEERZ))

HRLLDWRNIPR : B ALERER HEE L ISR T - BROEE

HELRABERCAR  BE., RARKR=R<7 (BiaFE#z) £ U<, 18240mg
% 2 WA CREHET 5,

IR T ¥ F ABELTERSH

2. AFIORE. (FRBF

F 7O —REBHIE 20 mg, FATRHE 100 mg RORREFE 240mg (—f4 : =
A< GREFEELZ). BT, T6#)) &, MEFRGHLERRESTEAF LY 7R
HEIVRAM =Y —R X747 (BMS) #) #F% L7zt b PD-1 (Programmed
cell death-1) 245t MG £/ Z u—FAHETHS,,

PD-11%. ML LAY 58k (THIIR, BMBEEUGTF2I4%5—T M) RUE
BRMRRICRES S CD28 7 7 2V — (T MlaOEHEL 2 fBICE L AICHIET 25
FB) KRBT AZAKTHS. PD-1 RHUFRIRTERICER TS PD-1 Y ¥ F (PD-LL
ERPD-L2) &AL, U o SBRICHEIMES 7 a3 L TY S IROEMELIRE S
AKFAH LT3, PD-1 VUV FRAFRRRHBLIMC b b Ok 2IEFRRICRR
LTRY, BEEAEEAHED LR L EEARICHT 5 PDL] ORRLIFROLETRF
HIRE & ORIICEOMEBERMRENH S Z L BPREIN TS (Cancer 2010; 116: 1757-66) ,
o BUREEEAE CIHERBRA T HRSELET DA V¥ —Tz=u < (IFNy)
{2k > T PDL1 ORENFESH, BB LBEERRCRT 5 PDL1 ORRLIFEHRD
AR & ORICIEOMEBEHRPH B L OEE L H D (Sci Transl Med 2012; 28: 127-37),
& biz, PDL1 ZHMBIRRA S BAMIL. AFSES CDS B T MRoMieEE
FEEEHIE S5, H PDLI #ifsT PD-1 & PD-L1 & DEGEMHET 2 L Z0Ml
BEBESEETE 2 EBREINTVWS, EOZ 25 PD-1/PD-1 U 4 FEEIZ, 2
AP HRSENS T BRI OBEE YRR 2BF0o— L LTEXLA T
3, '

AF L, KERROBRL L PD-1 OMIBSMEIR (PD-1 Y F ¥ FREEHIR) WHEA L.
PD-1 & PD-1 U XV FEDOKAZMAETEZ 2k Y. SARFIGRYNR T MlROTE
LR BB AR 3 2 MREERE RT3 2 & TN RREEHRERT
BB ELTWS,

IHDOMRADPL, AFITEMEREIC T 3 FH - REEECRVES Lo LR Sh,
BEAEENR L LZERRAREER L. A3, ZEERUCEFEIER SN,

AR OERABFICES GREORERAIC L 28HERER H bbb, EENXIIRETKK
ELTRENRD D, FROREFRUVERERICE. BEOBRRE ATV, BESR
» LNBE L, BR LA TR UMMM L BB 2 R oEM &8 LGl
WRERIBE 2TV, BEOKEFIGI L 3RIERARREDN I BEITIE, BIBEEARL
ELROBRESEOEN DB EIT O BERD D,



3. BB
BAACERERIEE L BRI T - BROBBOARMICTHE 21T o
EREERAROBRE LT,

[&%hiE]

EEREREIERAR (ONO-4538-12345k)

200 L ORI R A A ERERRIC ARG XTI R OB YR TR e 1T - BR
DEBXITREBESHE (BEOPLARETHAH LY ETSemPNITE T 21
) BE4935 (BARABE26HZ S, ARG, 77 2FREE1636]) R,
T ERERB L UTHAS mgkeZ 28RER TARRE L L E0FIERTRE
HERN Lz, TEFMEEE THhEEEHN (PRIE [95S%E|XHE] ) X, A8
T5.26 [4.60~6.37] B A, T EREETLI4 [3.42~4.86] WA THY, AFNITF &R
ot LSRR B RIER &R LT (O — RH0.63 [95%(EKM : 051~0.78] |
p<0.0001 [f&Rllog-rank 7] ) .

10, T — A
------ T5tRE
0.9+

0.8
0.7 4
0.6

0.5

S

0.4+

0.3

0.2

0.1

0.0

0 2 4 6 8 10 12 4 16 18 20 22

at risk % SEEFHEA)
AFEF 330 275 192 141 94 S6 38 19 10 5 3 0
JSERE 163 121 82 53 32 16 10 4 3 3 1 0

[Z41k]

OEANEMAFREB (ONO-4538-12 Ag)

BEERITAARE 300330 B (90.9%) . 7T & ARH 135/161 5] (83.9%) KRB LI,
BREL OREBRREATE CERVEEESIIAAEE 141330 ] (12.7%) . 77 ER
B 43/161 ] (26.7%) IZFBY bhic, WTh D ORETRERSRR s%L LORIERII TR
DEBY ThoT,

&1 WTh O TREEN 5% EOBHER

. B3 (%)
EERRGR A TSR

g(ﬁngRA/J 19.0) 330 4 161 F

¢ Ve % Grade  Grade3-4  Grade5 % Grade Grade 3-4  Grade 5

SR (:;‘.17) @ Y1 gy ey 202
R . : -

TR . 23 (710) 2 (06 0 3 (1.9 0 0
— & - 2HREL XGRS : o :

%% ) 18 (55 2 (0.6) 0 9 (56 212 0
BEWB LR TAREE s

& D HIE 30 (9.1) 0 0 9 (5.6) 0 0

R 19 (5.8) 0 0 5 (3.1) 0 0

728 AFIBEC W TR AR B 7 41 (2.1%) HREUGRARIE/ S A3 —9 51 (2.7%) .
KEB2% - BEDOTH 4 41 (1.2%) . 1 BIFER 3 i (0.9%) . FAEAERES 18 41 (5.5%) .
Frse 141 (0.3%) . FIRIMEREEREE 1341 (3.9%) . FREEE 1041 (3.0%) . BHERE
EF 14 (03%) . TEABERESE 1 61 (03%) | BIRMRERIE 1 6 (03%) R infusion
reaction 1 5] (0.3%) 2R SNz, £, BEFENE. OBHR. HR, LEMER/IME
WO ESREES, RIREE. BEORBEE. MR - R, BEAROELE 5 BERIIED
bhiphote, ARWEARBRRIIIBEEFS (BEREEREZEL) 28LEMER
2RT,



[ - F&]

AR OBERMEYBEEFNEFBLEY I 2b—va itk Y, A3 mgkg (K
B) XiX240 mg % 2 BEBRCRE LBEORFOMEFRERRH S I, £O
B, 5240 mg FI 5 LBORERIT. A 3 mgke %85 LEBROBRER L B
LCEEEZRTETFRAShAZLOD, AAABRBFERBWTEAESEREILTVWSA
- AR (0mgkg % 2 BRFRCRE) CAMEZRSE LEBROBRER - HE L CRE
RS EFRENE (THR), M T, BHROBECRBIT 57 —#IcEI% A5 3mgke
(FE) Xi%240 mg % 2 BHEBR TR E LEBROARORER L AP TR etk
OBEEZBRFATIRBERSETNVPBES L, SHEE OV TRIBIThhERER,
EFRORE - BEOM CHMERCEZSEICHRRER IRV EFRIS NS,

R2 FHAOEWER NS A —F .
e Crmax Camind14 Cagara Cormaxss Coinss C

-
(pg/mL) (pg/mL) (ug/mL) (ug/mL) (pg/mL) (pg/mL)
ook 2W | .51 166 243 13 62.1 776
(352,708) | (107,245 | 17.,339) | (50,170 | 71,101 | @21, 127
727 235 341 59 1 878 105
M0me Q2W | (511 103) | (152,34.6) | (251,478 | (102,254) | (415,158) | (62.1,187)
191 613 308 398 7 778
10mghkg QW | (147 210) | (512,792 | (790, 118) | 31,532 | (184,313) | (237,386)

RRIE (5%, 95%80 . Q2W : 2R, Cos : FIEREHOBBMIFPIRE. Cuinia - I 5514
B RIZBI ARIEMEDRE, Copas : DEHREH14H B COTGMEPRE, Cuns: EFRBIE
i BB PRE, Cons 1 ERRBIZE) 2REMFPRE, Cops : EFRBIZIST 290 P
REE .

4. BEBICOWT

ERM Y 27 EFHHE RMP) KESE | AROERSLZLUERBEH ~OHHIEH
BHBMRTHoTC, FHADORERHED2BEEDH - FEL. FHOREIZIVES
REMERZER LEBIEHIST 2 2 L BUERED, UTOO~@D T T ERHi T
RICBWTHERT & THS,

@ HRizonT

@1 TEO (1) ~ ) OVTRHITKLTIERTHEZ &,

1) BEAFBRESBET DB ABFEBILSRRS GRERT RS A S FRESIL AR,
IR A B FEEEE L ARRER., USRS AR &) (B 3044 A 1 B 1437
HaaR)

) HEWEREE (ERR294 6 A 1 AR : 85 MER)

(3) MENROESEET 2P ALRESERR (BADIEEEER. 7 AZRERE
BB, B AZREEHEER L &)

@) ARICFEREELZRE L., SSRBREME | ISR ERENE 2 OREREE
RS EHETo TV ARER CER 2847 A 1 BRRR @ 2540 JisR)

(5 MEMBEALFEEMEORBRERRLIBHUETo TV IR (Ek 28 4 7
A1 RREA - 1290 HERR)

O-2 BEMCFRERCRHERZRBEROI SIS RaE L BRE FOEM (FRO
WERBIES T B EM) 2. SEBRAOAFICHET ZRROBEE L LTRESh
TnW5sZe,

3

o EHiARIRGHE 2 FOIHESKT LI 5 £ LORABROKETHES
FoTWdZ e, 5b, 28 HX, BAERYRERZX: LEREBEEZOHER
fToTWBRZ &,

«  EMGFERGH 2 FOTMPTHELRT Lo RIC, WLBEOBARYRELZAD S
FLUEOHEBARZOEREIT>TNH T L,

o EMRFRESR 2 EONHTHERET LRI 4 £ LOBRKRRY AL TW5
z k. 9b, IEM LR, WIEREORARMREL S UEEBREORKRFEY
FoTWWBZ &,

@ BEROERMEREFROERICHO>VT ' :

ERRERTRICEET LA REBE S, NEARILOFFED, FPE - K
2MEEFHBROTERCEMEICT 5 HHEME. FEFRBBELLEFORE
L, EREONIITORIBHBE-TWDEI L,

7




® BER~OxRIzoNT

@-1 MR Ec B3 5 B
MEMEBRSEOESREEMNRAE LB, 24 BEZDRERO T, YF%EHRY
ISR ICIV T, BE LEBEERICE U TARSER K CT EORIER OERIZ L

ELRREOKERPLEAPE L, BEbLICRHSTRERERBE- TR L,

@2 ERHEFEC L 3HEFRMNICET B S

BABRICED 2EMMRMERCEELF T IERESTEPEHERT=4 V7
EEORERDRY Y —=r TRITOVERE L HFREILF CE 25— AEREHMNE
HEhTWaZ L, B, BESHICOWT, BABRE L ZORECHYICAMERT
warzZ &k,

@-3 BifERORBERCRIICELT
BITER (REMERRBCI 2., EEGEIE. LK. Bk, SEUEBMRE. KB,

BEEOCTH, 1BERA. TSR, FRIMGEES, wREE, BRE Bre-
ROTMEEE A E0) ., BINES, Rk, BEORBES. HIRMEERSE. infusion
reaction, St/ MRBUHESREER (ITP) . BEORERIS, EREEME. MBEE (L
EHAE) - R0 - DEMEHSES), BhERMS) Ok LT, URERULIRER
WBIOEMEEE T S EE &8 L EHERAOZECRISICE L RS RSB 2=
bhBEMFTHD L), EHITHENRLEN CE IGHBIBE-TNE L,

5. BREXRLIRDBE
[FiEic B3 550E])

o)

@

TROBHFIZBW TAHOFYESRIES L TN B,
o 20U LO{LRIREREO H 2 IHEYIRARET - BREREE

TRCES T 5 BF T 2FFORERGERFEIC>VTE. FHROFRME
BRESLENTELT, FRIORERGE RO,

+ —KIERRUCRIBREXT TV RWRE

s IRWEIRIE

o OFEEEER L HA L TREShDBE

[ZettizBET 29H]

0)

TRICEUTIBREFIC OV TRAHOBRERER L S TWAZ &b, B#EEZTT
bhnz &,
o AHORSICH VIREREOBREREOH 5 BHE

BFRTORMIC BV T TRIZRY T 2 BEL OV TIL, FFIOR SRS W

M, HOBRFEERESZWVEEICRY , BMERAREHERT I L 2ZETED,

o BEMMRBOGHIIBEOD D BE

c  MEGRE CHER R 5 BE R UL OB RATE R SRR YR &
LOMICRIERRERHR N5 BE

«  HEAERABOAH. XITBMEMNARE L ITERED A CRERAOHEERD
brBE

o IEBBHERE (EhRWREBHEELZST) OboEBE

+  ECOG Performance Status 3-4 &V > g%

@ ECOG 0 Performance Status (PS)

Score

ER

0

£ MR ERTE 5, SR L R LB HAHS HIRR TS,

1

RSB LWEBIRRIR SN 55, SITRT, BEEPES TOERIMTI Z LB TE 5,
Bl : BOFE, FHERE

2

BATARETESOHOEY O Z LT < TABEMERIITERY, BHO S0% LR~y MRz
+

3

BOMEBAROHOEY DI L LR, AHO S0%UEESy FAKFTRIY,

4

2<LB RV, BRDHEDEY DI LIFRL TERN, 2Ry FPRFCRIT,

9




@ WASCEEMZ, BERTEESRET IERSESE AR OFERUEIES =
RO NERERE TS ICBE LTI bERTRZ L,
@ IEEBIAICSEN D, BENXZORRICEMERERELZTAHAL. AEEE
ThoRETRZE,
@ ERBEAORXV AL MZoNT
o HEMWERERSLLDIBZEBHZOT, AROBREITHI o TL, BRE
RO(ERREE, WK, RALE) ORARVCES X BREOEES. 8182+

AT 2k, £, SBERZECTHEE CT. ME~—r—SORELEHET S _ s o=
oy - REERHEETA RS
o AHOFEIIEED infusion reaction 124 X CREARZTHxtGDOT& 2% . gy N N
EEfTo e ECRET 5 2 L, F2.2 [ B LAEOFAIR 5##IZ infusion reaction =hA=T (ﬁﬁ%ﬁﬁx)
BhobhdZtbdbbDT, FHREFROUAMBERTHRIZ A F T A (R34 « A7 P—RARBE 20 mg, A7 V—RIGHE 100 mg, 37 P—
VEUET %, BEOREBEHSICBET 5 Z L, 7235, infusionreaction & i AR ERSE 240mg)
R LIEBEEICE, @ TCORBERCERPEECEEY 2 £ CRELTIBE ~ EE: R b R~
TBHZE,

o FURBHEREREERD bbd Z LB H D0 T, AROKRSEEITR O 5-HH
FUSERNC PRI AR (TSH, #RE T3, &M T4 $0RE) 2EHTS
&,
o FAOBEIZLY, BEORERISIZRRETT S LE L LI Dk~ REBVRKRE
BHobhdZBhs, BEBRRDONIZHAITE, BELEFRLIL LK
HFR 0% L BRREFOEM & B L ORI RENRH 2TV, BEO&KE
B X 2BIER SN B BA IR, AAOKREX TR, RURERER
NEVRIDOBEELERTH 2, B, BIBREFNELOREZLYEHE
FRAOBESED LNRVIEEIIT. BIBRERNE PO G IER OB
bEET S, :
o BERTH#. HEMILEIAGRLTHLEERABRRERT A LB HZ 0,
FRIOBEHRTRICHRERORBIC+H5CERET 5,
o 1EMERR (BUE 1 BUERFBEET) Bbbbh, ERFEES FT VY F—VR
KEHZERHZ0T, NE, B, REZECEROFBECMEED EFIZ+
FEETHZ L, 1 BERFERERDNBAICIREEPIEL, AV RY
FOBEEOEDRNBEITS 2 L, : ,
@ FHOWERRIZBWTC, BEHGE»L 1ERR6ET L, ThIUBIE, 128D iy \ 1 =
LIZBEPEDOFEET> TV L L EBE, FARETIEHCERRET . ' :IZBE 30 ﬂg 8 H (:Fﬁjz 30 £|_=. 11 H &':?T)
DROBEITOIZ L, : Ei%ﬁfé‘

10



H&

Uiz

FRNORH. EREF

EEPR AR

FERRIZ DWW T
BEXBRLRDEBE
BEZERLTEETR&TE

S v R W

P2
P3
P4
P6
P8

1 ETBE :

ERBOEDE - REMORROI DI, T TESITES\ SREREA ST
BB, &b, EEORNERIFOEMSIT LY | FHRERR 2 & OEHO2ITHIERL
FEESARRENSIT, ZNbOERREHICHERBEICHRIT 5 - & BB
BEL 2o TRY REMBOEY & iEOEAHE 2016 (K 28 ££ 6 A 2 HERHERE)
BVTh, FHHERRSEORAORELEELES 2L L S T3,

FRAEFRFERR I, EREACREM T 0 7 7 A VABEFOERS L b2l R
RBTEBBB. TORD, HIER ORI B HEA-LHERT 5 % TOM,
LPERLORBER LY T L AW SN BBECH LTERATS 2 & b BlfE
PR LB B AR & & B T & SRR — R OB T B SRR T
5 LABETHS,

LIeBSoT, FHA FF A T, BRBRBRLZAE TIELh TOHEEIERFEN -
AR ESE | DT OERS ORI L HET SRANLLERER, B2
FROEEREETT,

7, AHA KT A ik, MIATHOE NERRERMBE AWM, ARLHEA B
BSRIE S, —REHERTE A B AR ES, RS ERIERIEA BAEES R O

- —RAEEEA BARRRBEEOR O L LIER L,

RREBRHERR A7V — R ARHHE 20mg. A7 —REFHHE 100mg, 7Y
—R AR 240 mg (—% =R A=Y (BizTERZ))

HBRERDIPERIIHE : 23 AALFEIRER T LI IR AR AT - FRRE OB MR 5
fE

AR LREZRERCRAR  ®E, RARB=SL<Y @i FEkz) & LT, 18 240mg
% 2 BRI TREHET 5,

B R E Y NFELRIERRSH




2. ARIOKE, (EFEF

A7 DR EBESHIE 20 mg, RS 100 mg RUORREFE240mg (—&4 =
Br<7 BEFEEZ). BT, A &, NBERTERISHE AT VY7 R
HETIVRAIN A F¥—X A7 47 (BMS) ) BBFE L/t k PD-1 (Programmed
cell death-1) X35 b Ml IgG4 &/ 7 v —FAHKTH S,

PD-11%. ML LY V38R (THIIR, B MREVTF 27 4%5—THR) RUF
BERAMIRICRIRT 5 CD28 7 7 T Y — (T HROFEELEMBMCEL ACHET S
FB) KB T22EKRTHS, PD-1 RFURERHRICREIRT S PD-1 Y - F (PD-LL
BUPD-L2) LA L. U VBRIl 2 EE L TY U SBROBEMLIRE S
BIZHSH L TWS, PD-1 U WY FIIRFRERMEUAMC b - otk ZIEEERICRER
LRy, BERAEAEDN LR LIEFERIZEITS PDLI ORBRLITROLR
BB L ORICADOEBEREESH B Z L BRE SN TS (Cancer 2010; 116: 1757-66),
I BENEAERE CIIARBE T RRSELT S, v F—T < (FN-y)
2k > C PDLI OREFFEIN, BF LEEEARKICRIT 5 PD-L1 ORRLHEO
AT L ORI ECHBREERDH S L OBELH D (Sci Transl Med 2012; 28: 127-37),
& biT. PDL1 2 HMARR S SN AN, AESEN CDS Bt T MiRoMREE
EMZEBH I TSP, # PDLI HFTPD-1 & PD-L1 L OREGEMAET S & 20MKE
EEFEERRE T 2B RINTWS, EDZ L5 5 PD-1/PD-1 U H MR,
ARIRBHRGRSY T MRS ORBELEHT HFO—2 L LTELLR TN
3,

AFNL, KERROE RS D PD-1 OMIBIAEER (PD-1 Y F v FEESHER) TS L,
PD-1 & PD-1 YAV FEOFBEEMETHZLICLD. BPAVFIFENS T a0
LR OB AMRRICKT T 2 MRESEE L HET 2 2 & TRENRHIESDHR 27T
EPHERENLTND,

IhHOMAEND ., ARITEMEEC T 2 B RRERICR VB O LB Sh,
B iR RS PR L LBRRRE EE L. A, ZE&MRUEAEE #HER
ahi,

FHIOYERBFICES GREOKRERISI X 2BWERSES b b b, ERUIETIZ
ELENES DD, FAOREPROBRESHICGL, BEOBREHHITTV, REPR
B OB ETIL, BE L EHIS Ul FME a8 L BR 2 1o EM L L Ol
PRENDE 2TV, BEOCKERISIC L 3REANRDI 3 HEITE. BIBRREFV
ELROBREEOBORMBEEAT I LEN D B,

3. FREREAE
P AACERER IOEE LTSI ET - BROBEM R T R EOARRIC T M %
To e ERBERABROBEZTT. )

[F3htE]
ENE TR (ONO-4538-41388%)

FSFFWF LA P LEE BT LY YAk L OSHER SRS IR O 8
R EE2EST - BROBMBIEPHERE (ECOG Performance Status 0 R U8 1) 34 Bl%
ST AH) 240 mg & 2 BRI TARHE L, TEFHEEE Th 5 E%5)%E (Modified
RECIST criteria (2004)i23-3< FRHEIEIZ L D CR XILPR) X 29.4% (95%EHXMH :
16.8~462) Th-olz, 2B, FANIRE LREIX50%ThHoT,

[Z2ef]
ENE TR (ONO-4538-41588%)
BHEERII2345 (94.1%) KRD LN, FA L ORBERNTETELVWTEES
1323/34%1 (67.6%) ICRH bivic, FBERENS%ULOREREITROLEBY Thot,
K1 BEERS%ELEOBIER (RSEMITHSRE)

HE FHB
Grade - £ Grade Grade 3-4 Grade 5
BIfEREE 5 RBRE | #E RER | 2R RBRB
(MedDRA i £ % SOC-PT £¥8) EH %) R %) & W)
- RREK 34 34 34

WORRE . i . )

FURBRRARE TIE ) 2 (59 0 0.0) 0 0.0)
L1 S . t L

T 4 (11.8) 2 (5.9) 0

ORIk 3 (8.8) 1 29) 0

Bl 2 (59) 0 0

EH 2 59) 0 0
— - 2GRS L OB SR ORIR . .

BEm 3 (8.8) 0 0

"y 2 (5.9) 0 1 o

FEM 2 (59) 0 0
A : . .

YoR—PHm 4 (11.8) 2 (5.9) 0

TIT—EHRm 3 (8.8) 1 29) 0

VRS ; . U - ¢ 2 T [ 0
REBSIUSERE : a s : :

RKHE V o 2 (59 1 @9 0
WERERBIURHAEREE :
L 3 @y | o o]0
BERSIUR T AaRE : : = : .

b3 4 (11.8) 0 0

HRESREE 2 (5.9) 0 0

BRI H#E ShAEFRAHIL. MedDRA ver 20.0] RV THAEF LI,

Grade §X CTCAE (Commen Terminology Criteria for Adverse Events) vd ZiICH# L 5,



RIS, IR 2 61 (5.9%) . IFHEEERES 1 4] (2.9%) . FOIRIGHEAEREE 4 4 (11.8%) .
RIEHEMRE 2 B (5.9%) . KIBK - BEDO TR 241 (5.9%) | 1 BUMERF 1 61 (2.9%)
BRI, Ei, BHERE, BEEOREEE, TERHRREES, BISEEE,
BESe. EFERFEIVE,. M - BEBESS. infusionreaction. A& D RELS. LEhk. ik, #
BUBMARAE/ X A 3F—, SEEHEM/MRIBEREER. PR, BIRRERER OEL
HIRFERIBO DR ok, FEWEARTRRRIEEFS BRBREERFZST)
EEDERERERT,

4. BRIZOWT

EHd Y 27 EEHE RMP) LESE | A OERRREMERT~0 W1 H&H
BhHIERTH-> T, FAOREPEDNZBELZDZH - HEL, AFOBREICLVEE
REMERERBA LEBICHIET 2 Z L BRERED, LT OO~@0 T T2l TH
RIZBWTHEATSRETH S,

@ EizoNnT

@1 FEDO (1) ~ 5) OWTFRRITEHEYTIER THBIL,

() BEFBRESBET S NALRRESEI SRS EEFR3 A BFREE LSRR,
HIR DS A FEEBEILRRRE, RS AR &) (FRL 30424 B 1 AR 437
HiaR)

(2) HEHRERBE (FRR294 6 H 1 BRES : 858

(3) WEFRAESEET 2NADREERB (BABREEEERV. SADREE
Bk, BSABICESHEERR R )

4) FRICFFEZEEZRE L., SSRIEERBME 1| XIS LEREME 2 Ok E e
CRDBHET>TOWSHERR (FRR2847 H 1 BRER : 2540 HERR)

() REMEEEALFEEMEOBREEIMRIBHEITo TV SR (K 28 £ 7
A1 RERA 1290 HERR)

@2 BEMETRECCEFRER OBERBRBOXISIC 20 L BREE-

Ef (FROWThPCHES T SEM) 2. YE2RROFFCET 2 BROBEE L
LTREBESHhTNDZ L,
#

o EMRIRG% 2 FOUMFHERKR T LRI 5 FEL EORABEDBRTEY
ToTWaZE, 56, 24U X, BARYEES T LBRIEESONESL
fTheoTWaZ &,

s EMEFIAR 2 FOMPPTHEL KT Lz 4 £ EOBKEREZFT LTV
T &, Db 3N R, BUEMRTRIED M AR S S LR B OBRK
WEZToTWH I L,

@ BREROEXRMFREROEBICONT

EELBERERAT T ITEENRE SN, BEAZILONBED. B - %
SHSEEHEROTRR CEMSICAT 2 EEHRE, ATEERRE L SEORE
5. SRECHITONBERBE->TWB T L,




® BHER~ORIBITOWT
@-1 Bk 254

BIEHMEREOESREVERNRA LEIC, 24 RERHREROT, MiERX
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