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RN (BIEFREHZ)

(R4 : 7V — R G 20 mg, ﬂ‘f/*fﬁﬁﬁ& 100 mg, 73'7"/‘*‘
BN RTGHE 240 mg)
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1. iz

EIE G DE LM - BRMEDTERD O, FAFTEEICESWEERERNRD
bhd, &b, WEORZERTOESIZ LY, MAEEES L FoEHFMAREFRERS
FEELNARSNZTT, ZhbOEEL L EICHERBEHICRMET S 2 L BEED
ML 25> THY BEHEEY L k0 EAS 2016 CERL 28 426 A 2 A IHRE)
KBV TH, BENERLSEOERAOREIMELRL - L LShTVE,

PR ERL T, REERCRRME T 7 7 A VREEOERR L L MCR
A ERHDB, 0D, FIMRCEEHIZET A HERA+0ERT S E TOM,
WHEELOBELRZIIIEBYFINIBEICHLTERT B L L biT, BIfE
ARER L BICNERRIEE L B 2 & SRR — OB 2T ERSE R
THEILNBETH S,

L7eiRoT, KX A BT 0T, BREBERZNE TGS T B EREREN -
BRI ESE, UTORERORERHEREHET 2880 b REREF, B2
FRUOBEEELTT,

g, AHA BT A o0k, MITATEEA EEREFER S, ANEHEABRA
BRIEE Y S, —MRHEIRA FABKARES, SEREHEDEA AABBRESRT
— Rt A B AR BRELOBAO Y L IER L,

wF L R AERR ATV —RRAMEE 20mg, A7 V—FRWEHE 100mg, ATV
— R RREE 240 mg (—R% : =A< 7 (BiFHEBRZ))

HRERLPETENR « DIBREE/REST - IO IE/NBRRSE

HPLROBERVAR  BE, A=A <7 (BE-FH#Z) & LUT, 16 240mg
% 2 BRI T REEHET 5,

s R IE K E NBERIERASH




2. AH O, FHEFF ,

F 7R EERRE 20 mg, FUSREE 100 mg R URLREETRE 240 mg (4 @ =
Rav7 GRETFMEBRZ) . BT, [RAD) 3, MEERIERISHEAF LY IR
HETVRA Vvl ¥—Z A7 A7 (BMS) #£) 2B Lzt b PD-1 (Programmed
- cell death-1) {ZH34 5k FlIgGs &/ 7 g —FAHETH S,

PD-1 7%, ML) 28k (THIIR. BMRROTF =5 4% 5T HilE) RO
BERMIRIC SBT3 CD28 7 7 2 U — (T MJEDIEMAL £ MBI E & B ITHIET 24
T KR TARERTH D, PD-1 TR THMRICEERT S PD-1 YV F (PD-L1
BUPD-L2) &AL, UV SERICmEiES 7 2mE L TY V8 ROBESE LRES
BT LT3, PD-1 U H Y FIZBUREETRMBELIMC & b Offx ZRIBERRRICFER
LTRY, BEEAEREN LR L ESEGICISITS PDL1 ORE LIFHEOET
B & oRicAOHBEESREH 5 Z L FARE S TS (Cancer 2010; 116: 1757-66),
e BMERAESAS TIHABEE THARBSELET LA V¥ —TzrH < (IFN-y)
X o TPDL1 OREFFEEh, BB LIEFERICBIT S PDL1 OB LITERD
AFHIN & OMICEORBREREH 2 L OHEDB H S (Sci TransI Med 2012; 28: 127-37),
& b2, PD-L1 ZHIFE IS B AL, RS EYN CDS B T R oMIgEE
EMEA G X E AR, $PD-L1 BT PD-1 & PD-L1 & DS EZMAETS &2 0HNE
BEFEERBIHETHZ EBTEINTWS, EDIZ 55 PD-1/PD-1 ) 7 FREREIL, 23
CAMBEBRTRERRA T MiEH0 ORBEEERTAEFO—DE LTELLRTH
B

AFix, EHRER O R & PD-1 OAIASMEIR (PD-1 U H > FREAHRIE) K4 L.
PD-1 & PD-1 DAV FLDFESEMETIZ LICLD, BAME/REN2 T MROME
PEAL R OB AMIBRICH T 2 MREEEE 28T 5 Z &L TRRENZHEBESDR 2R T
ZERHREINTWS, _

ZhEBDOMRR S, AENIBEEE T A RRREC RV ES b0 MRS,
NIt RRRE 2R E LEBRRRRZHE L, M, 22 R UCEFESHER S
ni,

AR OERBFIZESQBECRERGC L ZBERE NS bbb, BEEXIIFETI
EAFERMERDB, AFROBREFRURESHIZT, BEOBEL TSIITV., BENR
H BBEA I, BR U FRITE U BMn a5k & BB A o LB U CE
EI2ERBE 21TV, BEOREIGNICL 2BWEAREDN A AL, BIBEERL
RO EEOBEIRNEEIT I LERD B,



3. EREERGS
GIBRARE AR ST - BROIE/NIEME (BELERBRLUERELERE) ORERFICEHT
i %&4T o e ERERERBRO B2 TT,

(F%h:]

(R LR :
OENE DHEMER (ONO-4538-05 BUER)
77 F TR SO A EREREEE T AU RELR LB H/VHXIIBERORFE LEE
B4 (BECOG Performance Status 0 2T 1) 35 Fl2at&Ric, AH 3 mgke % 2 BEMERT
FRFE L, ZEFMIEE THE5ERE (RECIST VA K74 2 L1 RIRES Pi
HIFEIT L D CR XILPR) §E25.7% (95%IEMAXME : 14.2~42.1%) Thotz, BB, Fhi
IZRRAE LTz BREIZ 9.0% Th - T,

OMESEMRRER (CA209017 35R) (N Engl J Med 2015; 373: 123-35)

77 F MR RSt L EREREE AT AW RERIIB B/ VI BROR T LEE
B# (ECOG Performance Status 0 ZTF 1) 272 #1 (FFIHE 135 . W& HFE/H 137
#F} ZRIZ, FEFFeLE2R)RE LTEAA 3 mgkg % 2 BB TRERHELE,
FEFGER ThHE4FHM (Pl [95%EEKM]D . &FIBET 9.23 [7.33~
13271 # A, FEZFEAHT601 [513~733] P ATHY, FRIX FEX FEAIZ
*LBHFRICEREREREZ R L (AF— R 059 [96.85%ERX R : 0.43~0.81],
p=0.0002 [J&3I log-rank }RE]),

1.0~

- -
E- T - T - ]

Probability of Survival

o
w

0.2
01
0.0
T N N T i T T i N F o - T T - T
] 3 6 g 12 15 18 2% 24,
Overall Survival (Months)
MNutnber of Subjects al Risk
Nivolumab 3 mgikg
13% 13 BG 69 52 N 15 7 o
Docetaxel
137 103 68 45 30 14 7 2 o

'"'"""“”; Nivolumab 3 mg/kg (events : 86/135), median and 95% Cl; .23 (7.33, 13.27)
= 8= Docetaxel (events : 113/137), median and 95% CI: 6.01 (5,13, 7.33)

1 OS ®PREIAT O Kaplan-Meier fhif (EESBLSh-EH)
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(FERmF_LE 52
OEMNE T#ERE (ONO-4538-06 ER)
75 F A S CEFER S AT A MR B B/ IV IBHOIERF LK
FEEE (ECOG Performance Status 0 2T 1) 76 Bl % 42, A& 3 mg/kg % 2 EE R
THRFHE Lz, TEFMER THHEHE (RECIST HA F7 A4 L1 RIZESLH
JOBIFEI £ B CR XL PR) 12 19.7% (9S%IEHXM : 12.3~30.0%) THotk, 28, F
BICRRE L-BEIZ 9.0%Th -,

@SN EIAESE (CA209057 SABR) (N Engl T Med 2015; 373: 1627-39)

75 FF BRI B ST LA R A T A URTHERIB i/ IV IIBROIERELE
E#8E (ECOG Performance Status 0 e Ut 1) 582 Bl (AFHE 292 4, Rk & &8 290
F) Exrpic, FeZ3eA20BE LTHA 3 mykg & 2 BHIMB TRBRREL .
FEFMEER TH A AN (PRE [95%EEREMI) &k, AFIFET 12.19 [9.66~
14981 ¥ A, FEZHFE/HT0.36 [8.05~1068] WA THY, FHX FEeFFEAZ
W UBEHEMICE B RERET L (AF— R 0.73 [95.92%54RXR] : 0.59~0.89],
p=0.0015 [J@3! log-rank #R7E 1) . '

1.0

1R}

0.8

Probability of Sunvival

0.0

N i N 1 N T T i T ] T [] T T T * N
0 3 [ ] 12 15 18 21 24 27
Qverall Survival (Manths)
Number of Subjects at Risk

Nivolumab 3 mg/kg '
202 232 194 169 146 123 62 32 9 Q

Docelaxel
290 244 194 150/ 1 28 34 10 5 a

—=&- Nivolumab 3 ma/ky (events : 190/292), median and 95% CI: 12.19 {9.66, 14.28)
@+ Docetaxel {events : 223/290), median and 95% Cl : 9.36 (8.05, 10.68)

H2 OSOPREFT OKaplan-Meierdi it (E{ERL I 58



(PD-L1Z IR ILB DA LM O E e )

WS B MAEERER (CA20901 7B K (PCA209057RA8R) ICHAAN DR EBAFED S b, &
BRIV UPD-L1 2R 8 U EEMRS S 584 (BLTF. PD-LI1FEE]) 1M
THERBBONTE—HMOBEDT —F ILFEI3&, PD-LIBERIICRROICHERT 21T
SRR VEEMORFBRIILUTOLRBY Tholz,

BB L T, BELEE T, PDLIORERERIZE G, FeEZFEARE TR
L TARIFE COSHER T HEMARD LIE,

FER I ERFE T, PD-LIBEER1%ERB ORI FEF 3B L iziZREOBRT
Hotz (FHE),

2B, RELER, #ERFELEREL LI, PDLIORRFBIZL T, AFOREMT 1
77 A NIRRT H -,

1.0f—,
X!
0.9 ",
*r
H
0.9 -,
.7 e
2 ‘ H
FLL -“\\k‘_ a
3 0,5 3 2
=04 .., =0
3 i i
& 03 e e :
b - - vz,
G2 L 2
"
|
0.1 . 81
oo T T L} T T T T T T 0g - T T T L] T T T T T
L] a 6 9 [ ¥ 15 18 Fil 24 27 a 3 6 9 2 15 18 21 24 27
Overall Survival (Menths) . Qverall Suryival (Monthsk
Number of Subjects at Rlsk Nymber of Subjerts al Risk
Nivolumab 3 mg/kg Nivalumab 3 mg/hg
108 az 70 60 48 ki) 25 17 A4 a2 123 6 B6 7 73 45 2 13 . 5 ]
Dotetaxel Dutglaxel
123 102 BO o 44 a6 13 4 3 ]

103 a7 69 53 B L] 12 5 2 b
& Nivolumab 3 mofkey (events & 77108}, median and 35% <11 1041 {7.29, 14.26)
% Docelaxel {evenls ! 75101), median and 5% C1: 10.08 (7.36, 11.93}
Hazard Rutip (Nivélumil 3 myikg over 1) and 95% €1 : 0.90 (C.86, 1.24) Hazaid Rato

K3 CA209057 B PD-L1 H#HBFCO 05 OHEARNT O Kaplan-Meier fhif
(£H : PD-L1<1%0OBERE, &HE : PD-L121%0 B4 M)

=== Nivelumab 3 mgthkg (events T 681123), median and 95% €3 117,15 (12,09, 20.63)
=4+ Docotaxek {ovents : 934 23), mediah and 95% €1: 9.00 (2,16, 10.55}
3 mytky over D and 855 Cr: 0.59 (0.43, 0.82)




[Z4it]
(R L)

OEARE DA (ONO-4538-055357)
®1 BEER5%I EOBHER

Grade £ Grade Grade 3-4 Grade 5
EIfEAEAE RE RBEE | BE RAR | BE 0 BE$
{MedDRA 12 X % SOC-PT 5335) =¥ {%) HE (%) Hi (%)
*RE 5 35 35
ik 24 ( 68.6) 2 { 57 0 (0.0)
CMEERIUVI L SEME  RERRAEY GIE 1) ) KRR TN II IERBI R
i 2 ( 57
| RATREE BV R A (114y-
EEﬂE&?H&;’é 2 {57}
CEEBEEE L - ST 0 T ) N I
TH 2 ( 57
T 3 ( 8.6)
VAR 2 WERIUREEEORE o LA (314)
BEm 5 (143
A MR 2 { 57
g 5 (143}
CREREE L2 (.50
L EEE 2 ( 57
| BRPREREE ol B (229) ) 2 STy |
77<A7¥/§é&7-./1~7/z7:7-—€iﬁm 2 ( 5.7
M PV TF i AR —E RN 2 ( 57
Vo BR 3 ( 8.6) 2 (5D
CEiRLUOemE - T (2
E7 7 v MiE 2 ( 57
BHOHIR 5 (14.3)
CEEERRLUERHREE. g S e e
B 2 ( 57 .
(HERRE. S U - S () N DO
AR = 0 — 2 ( 57
R RR. IR LU 5 (143) | -
FiH i 2 ( 57)
ERRIUETHREE - o (286 |
IR %% 2 { 57
g 2 { 57)
B 5 (14.3)
HREBIRES 2 { 57

EED GIRE SHiEFTEERAE, MedDRA ver 17172 ANTRAE .
Grade}XCTCAE (Common Terminology Criteria for Adverse Events)’ v4 BAEEERICOGRRIZHE L 5,

Rk, MEMEMERER 24 5.7%) . KBL - BEOTR 24 (5.7%) . #EEE (¥
'ﬁy.mf—ﬂﬁa‘%@%) 3450 (8.6%) . FFHSBEREE 241 (5.7%) . FIRHRHEREIESE 3
(8.6%) | BIBHEREREE 1 41 (2.9%) . BHGEREE (RMEFREMEERS 14 2.9%)
EWC 1nfusmnreact10n2 Fl (5.7%) BEDHENTI-, Tz, BEEOLEREE (FEHEERE
BE, STHBE, HARES) | TERMAEEES, | BERA, L BEMHENE,
Mg « BB, S5 BEARVCILFRIIRD bRk o, ARIERRTRILIS S

& (BEMAHERFEED) 2e0EHEREETT,



@iEEIFERER (CA209017388) (N Engl J Med 2015; 373: 123-35)

2 REEN 5% LoBHER

Grade 2 Grade Grade 3-4 Grade §
R RE RHRR | B RHE | B RBEP
(MedDRA 12 £ % SOC-PT 548) HE (%) HE (%) HE (%)
MeEE 131 131 131
2% 76 (380 9 (69| 0 0O

T
)

24 (183)
10 ( 1.6
12 (98

CRRAWEREURGREORE e 3 | eyt
$EE 13 { 99 .
By o o 21 (160 1oy |

RIS RUSREE sl o1 sy
A EhiEE 14 {(10.7) 1 ( 0.8)

RN BICH RS
paH

S e

RIS 6 1 21) S A ISR

B bBESNEERSRAIT, MedDRA ver 17.1J5 AW THAE L=,

GradeiZCTCAE (Commeon Terminology Criteria for Adverse Events) v4IZi# U 3,

ek, FEMMRB 6B (4.6%) , KEBK - BEOTH 11 41 (8.4%) | WiERE (¥
S NRU—ERES) 134 (9.9%) | FTHEEE 441 (3.1%) . PIRIRERAERE 5 5]
(3.8%) , EiaEEE (RAMEFHEEERSE) 46 (3.1%) | EREHENE 14 (0.8%)
B Finfusionreaction 1 ] (0.8%) BB/ o, £z, BEEOEREEE (REMEEE
Elt, ST, HERERES) | TEREEES, BITMERE, | BUERRE, B,
BEZE - fERYE, 5L 5 RERVLHEITED S ofn, ABIERZERRIL B
# (MKREEREEZIT) 2E0EHERETT.

(FERR T B

OEANE IHERE (ONO-4538-06505)

3 RERP5%IEOBER

Grade 4 Grade Grade 3-4 Grade §
EHERER BE RAR | RE REFE | BER  EH3
(MedDRA = & % SOC-PT #48) HiE (%) HE (%) EH (%)
FBREY 76 76 76
£ff 64 (84.2) 16 (21.1) 0 0.0)
PR 9 sy |
L RiREERETE LT e
AR )26 (34 |2 (28
LS 5 ( 66 |
T 4 { 51
E"L.\ 8 (10.5)
mls g 4 { 53
nEnt: e e e A 058 | .
TR SAEERLUREHMORE 29 (38 | 1 (.13)
b g 9 (11.8) 1 {13
ek 11 (14.5)
R 11 (14.5)
EREBRBRE 1 (23m |3 (39)
o US| 6 (79 2 (29
R LUFREE (4| 3 ( 39
I ARE 4 { 5.3 2 { 2.6)




MR 13)
ERREE 13
BEED TN 1.3)

R, R L URRIEE

3 H H
PRISRCY g R g Sy

O N O SO <) B SO A OO - 1 DO
EMBLOETAENEE L | O T
I 1.3)

%
BER BB

11
4

EM»HHE SNTEFEERAE, MedDRA ver 17.0]2 AW THAE .

Grade/XCTCAE (Common Terminology Criteria for Adverse Events) v4 BARFERRICOGRRICHEE 5,

R, HIEMENEBAR (5.3%) . KBk - EEOTHISH (6.6%) . #iEMEE (¥7
Ve S L—EEREE) 1061 (13.2%) | ITHEBEREE S (6.6%) . FIK AR REIES 1061 (13.2%) .
BISHEEREE 1 (1.3%) . BHEREE (RMEMEMESLRSE) 461 (53%) & Finfusion
reaction 3 (3.9%) MR SNI=, £, EEORBEE (FEIRIBEREE, WA
B, ERAES) | TEAEERES, \BERA, B, BEFENE, MK - SRk,
S EIHBERECLBRIIFRD b -, FARIERRERIUZEESRESR (RRREE
BEPEL) 2ELEMEREZRT

@/ B IARRER (CA209057 &) (N Engl Y Med 2015; 373: 1627-39)
#4 BE$EH 5%I EOBWER

Grade §

Grade

£ Grade

Grade 3-4

BHFRIER
{MedDRA = X % SOC-PT 548)

RBE  RER
4 (%)

BE  BERR
B (%)

BRE  RER
HH (26}

ABEE

287

287

237

£k

199

(69.3)

30 (105)

0 (0.0

L RSIIRE

19

{ 6.6)

Mgl

(258 |

SO O > N ST

TH 2770 T o
B 34 (118) 2 {07
IR 15 ( 52)

- sHEERRGEREORE T

-

(314) | 4

ENiE 29 (10.1) 03)
BH 46 (16.0) 1.0)

CRBtBrOGGRmE |

B

N LD
e e

BN

%) 1

A ERHGHR 30 (10.5)
 BERABIUEGARESE 36 (s |3 EREN
EikiEn) 16 - ( 56)

TERBLUETReME
ZSHEE
s

80 (209

24
27

( 84)
{ 94

] ( 03)

PEETiAs b S SN T HEYRA 1T, MedDRA ver 17102 W THEAE L.

GradeiXCTCAE (Common Terminology Criteria for Adverse Events) v4iZifiL 3,

pds, MIEMENEE 10 6] (3.5%) . RIE%K - EEO TR 22 #) (7.7%) | #HEEE (¥
T N L— RS 26 B (9.1%) . FFEEREREE 15 41 (5.2%) . HUIRIMEAEREE 27
il (9.4%) | BHREREE RMEMEMEBRE) 74 (24%) | fidk - SERZ% 1 4 (0.3%)
E O infusionreaction 8 7] (2.8%) BFEHbRi-, -, BEEOEEESE (EEERE

9



RRE. WAL, RRRE) | TRABERS. BITMERS, | 2ERAE, B,
HEEMBEAE, 55 BERVLHRITED bhizinoi, ARHERFRIRILEEEF
% (BRREEAEEZEL) 230HEHERETT

10



(A - AE]
AFIOREFEYEBRBEFANVEZABELEY S 2 b—va it kY, F5I3 mgkg (&
H) Xi%240 mg % 2 @MMRETRE L BROAROLEPREFSRR S, £O5HE
BOARH 240 mg 5 UIZBOBRERIY, KA 3 mgke 2RE L EORER & K
LCEEEZFTETFRAEREZLOD, BAABRLBOTCARESBBEEINATHDH
W B (10mgke % 2 ARIFRTRE) CEHZ2HE LZBOBRER L I LU TEM
FRTEFRESNE (FR), M2 T, BROBEBICBIT A7 —#10E3%, 25| 3mgke
(FE) Xik240 mg % 2 AFERRTRES LIEBEOAROBRER L AT et &
OEEEWET ARBRIGEFASEE SR, BREEC OV TRFNBThn AR,
ROk - RO THEIMERUEZLMEICARRERIERWE FRIS U,
#5 FHOEBEM NG 2 —F

FB ?.% . Fﬁ i Crmax Cminqlrt Cavgdl4 C.max,ss Cmin,ss Cavg.ss
{pg/mL) (pg/mL) (pg/mL) (pg/mL) (ug/mL) (ng/mL)
3 ma/kg Q2W 51.6 16.6 24.3 113 62.1 71.6
(35.2,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
240 mg Q2W 727 235 34.1 159 87.8 109
{51.1,103) | (152,34.6) | {25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8 398 217 278
10mgkg W | (149 510) | (512,792) | (790, 114) | (331,532) | (184,313) | (237,386)

POE (5%5, 95%A0) . Q2W : 2RI, Cmax : BEHREGHEOBRFMBEPRE, Cunas: FIEHREHE14
A Bz 3 REME R EE, Copne: FIEREZ148 B E TOEHMIBERERE, Cons : EFRIBIZE
B AR EMFPRE, Cuns : EFREBIZBT3BEMHETRE. Cue: BB 2 L0 FF
354

11



4, HERRIT2OWT

AREME LTERARERE (FFE) NBEEbhTWAIED, YEKAELE
PNCEHTE MR THILNER DD, F0O LT, AR OESPED2BE DI - &
EL, BFOBRECL Y EELBERERA LEBICHIET 5 2 L BSERD, BT
DO~ T _NTEMITHRICBWTERTHIRETHAS,

O HEBITHOWT

@1 FTRED (1) ~ (5) DWThACHATIMRTHD Z L, |

(1) BEEFBRERBETDBADTCESBILSFERS GEMFRS A ZEESILIER.
HIgEAS A SRR IS L A AR . MRS A SRR R &) (ERR304FE 4 A 1 BN 1 437
HEER)

(2) FEHRERE (ERK294E6 A 1 BRER : 85 fiEaR)

() FHEFRMEINMEET 2 VARREERE (BARRESEERR., BSABRERE
WAk, 2 ABFEENERER A &)

4) FEIbEFEREPRE L, SRS REmE | O3S bEEmEneE 2 oLl
KRB BHEIT> TV BHER (FRR 2847 A | BREA : 2540 Mifk)

(5) MEMEBAMLSEENEORBREEICRIBHEIT> T A1k (AL 28 & 7
A 1 RERA : 1290 MEE%)

@2 FEOCFERERCEHERFERFORMGIC 57200 & BB E2 R OB (TRO
WS T SEM) 8. YEBRHORAICET BIRROBLE L LTRESh
TNz &,

2

o EMHKREEREY% 2 FONPTHEEZR T LARIZ 5 ELUEORARBEOREIHEL
fTotWazZ E, 5B, 28U X, PAEGRERZE L LEREBFROVHESL
fTFoTWBIZ &,

o ERRIFRES 2 EOMBBHEL KT L®IC 4 F£LEOBREREFTLTVS
Z&. 3h. 3FEUER. BEORARYREL B URFRBRFEORKIMER T -
Tz ek,

@ RENOEXRBEFREROMERHICOWT

EESERETRIIETIEEENRB S, NECENLOFRED, A2
SHSEPEROFTHRR UEMSIOT B FRRMES, FEFRNBELLEAORE
%, SERELHLITORBEHIE-THB L,

12




® BIER~DORBIZ2ONT
@-1 fEER iz B 5B

EEMEMEREOERLAEMSRAE L BT, 24 BEBRENO T, YRERX
FEEEIERR T BV T, BB LEBERIZE CTAREEEC CT S0RIER OERI.0
BERREOKRPYBEPICELI, ELICHIGFREREHBETWEI &,

®@-2 EREEER L SFFFSALICET 2 BMH
BDABRICEDAEMMNRMBRECEEL AT EREEEREHERE=2 Y 7
EEDEEROAY ) —=r 72TV ERE L FRLHF TE 57— AEREHIBE
HWERTWBZ L, B, BlHEEElizonT, BABRE L FOFRIHDIEAMEhT
WaAZ &,

®@-3 BHER oRErexSIcB LT .

BIVER (RIEMSEIMEARINZ, BEEMEE, DFik, i, MEUGRRIARE, Kz,
BEEOTH, | BERRF. FERE, PRIBESEREE, REE, BEE (B1re -
RIMEEEHEBREET) ., RIBES, M, EEOREES. #IRMARZRE. infusion
reaction, FafEtEM/MRIBAMESRIDR (TP) | BEORERS, BRIEEE., LEEE (O
M) - @RAR - ORUEBISMAEE) . EOERN%E) 26 LT SR T REER
MEOHEMEELE T2 EN &8 L RIEAORECRICE LTHEERUEEXZT
bRAEtIZHBIE), ELICHERABRTEZFHHNESTNDZE,

13



5. REARLRDBE

[FEEIC B 5 HIR]

O TROBECBWTHFAOFHENRIES LTS,
 TIFTRAZEDMEFREERZE T S0 TEE R IB B/ VA GEEOR

T ERERE
« TIFTRAEZSDMCFREELE T SRR LB B/ VHIIHEROE
R LB A

2k, HERFELEE TEGFREBE TE R ITALKBR A EE T B AE IRV T,
RHI& UTEGFRTF 1 % v % —YHRER TALKF v % o % —PHREAO
BREEFTHAE,

@ TRICHSTBBFHIHT BAROREREAFEICONTIL, AHOFE
ARELESN TR BT, AHORIRRL BB,
o EERERRROBE
o RIS
. MOFEMEIREH L G L TRE Sh B

@ MBZRIA F7A4 2 (BARMRESH) 128 T, ECOG Performance Status 0~1
EN = 75 3R Pl . XX ECOG Performance Status 2 %0 0 B8 Cl. 5 3 #feHimEH
(FEFFEAE) OBRRFAFRENEREINATREY, 7777 _HEOFER#ERE MR
WiEHERENZWSr—ARBD B, ZOHEE. F7FTRBOTHAREB R EHE

3 i RBUERIBEAICOBRKREE AT IREFILBVTCE, FAORELERTE S,

@ AFNIESIEIERRIIBVWT, RELEBERVHERTELEEBEOWTHOREICE
W R AR L CTEEERRIEShTWE, 2E L, ERELRED
BE T, PD-LIZERRICE Y APECHARRAR S Z L WTRR SN B RSB
NTWaIZeEhb, ERELEBEOBFIZBWTIIPDLIZRBLME L ETK
KO EATOPMET B I ENEE LY,

«  PD-L1 ZHEN 1%EFRTHDZ LPERENTERE LEBEFITE VTR,

(D ECOG @ Performance Status (PS)

Score EH

0 | &<{MBER{EHTES, HHAMLALAFAEESHRAZLTLD,

PIRENZ I LWEBNIHIR S 7128, BITARET, BIEECE - TORRIITI B CE S,
) BVERT, TR

BT TR TESOEOERD OZ L TR THREMERICERY, BP0 0% EIE~_y F4ATRD
_3...

3 BoiEL0HEOEMIOIE LPTERY, PO 0% EELy FBTFCRITT,

4 | &<EHiTRYy, BAOEFOEN O LR TEhW, B2y FhEF R IT,
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EA, FE&FEAEORFLSOHESEIEERNORES 2 EET D, ®Y
_RAT ) XvS (BEFERL) O3 =32 EE (RFE4 : PD-L1IHC
22C3pharmDx [#'=] ) (XD PD-L1 BRELEER LR LEBOBRE
ThoT, AEIOZEE (BRFES : PD-L1IHC28-§pharmDx F =2y ) 12X 3
BRENEHZEECE, LTOXMELZSBIFHOREDO R ZBFNTSE
B,

SCHRER)

+ 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

[Z&itic@T 5 FE] .
@O TRICHEYUTIREZODWTRAFIORGPERL SNTNWE I b, REETT
pRRnZE, | '

AR O LRBEOEAEREOH 2 BH

@ BEITOFEMzBNTTRIEZYTI2EBEH IOV T, AR EIHEI RN

yil)

. MOBRERINER 2WHEIIRY . HELHHEZERTIZL2BRTED,

MEMEMEBOSH I EOCH S BE

BT ERRE CRERE 2R 5 BE R UNFENME O B iR e o R il ¢
HOMIRENEEBLONDBE .
HDAERAOSH., JUIBERNARE L RERED B CRERBOEERD
HoHBAE

[BaaiEE CEhsMaBiELEl) OHRE
ECOG Performance Status 3-4 &P OBF

ED 97 L, MORBEHRBERORECSVT, BB, HERSLHYT B Lo, BRLMEL 2
BEERORRADOBENRH 2%, EFEFEETEY L SncBE GIHESR) T o0 TERETORY

TV,
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6. REBRLTHEETEFH

O HRAXESICMA, hERFESVSRET EPSIESERBNOREL CHEIEME
Holbi RBERERE+SICEBELTHLERTAZ L,

@ EEBRIZHEL D, BEXIEFORREIZAEDMEVEREE+SEHBEL, AELE
ThERETBE,

® JERFELRBIZBVWTIL, PDLI BEEBLHER L2 L THFAOBREAE LT3
ZENEE LA, PDL1 HEERFER TERWEAIR, AR OEROETE2E
TNl L= ETiRET B L,

@ ELREHWERO~AY AL FIZONT

BEEREERD bbNAZEBHEOT, RRNOKEIZSHT- - Tid, BKIE
WO EEE, k., BEE) OBRRUES X BRREOCEES., gL+
T2k, T, BBRACTHEE CT. iF~— I —SORELERTD
¢,

FH OB EITEED infusion reaction 1242 CEARKIC SR O TE 3
WaAT ol ECHIAT 5 2 &, 2.2 [E B BBEOAK|E 5B infusion reaction
BHBbDZLbdHDOT, FHRERRUFEHREETHRIZASA ZAFA
YERETAE, BEORESX+SICEET A L, /288, infusionreaction &
ZEH L IE AL, RTOMERVERSZRICEE T E TERE 2 +2EHE

CFBol,

FRIRHREREE R 5 bbb = & B 5 DT, FRIOR S BIAETR U4 54
PRI AR R IR AR (TSH. I0RME T3, WEHE T4 SORE) 22T 3
Tk, '

ARSI LY | BEOREFRICERET 5 &5 2 b biic REBROFRE
BhHobh3dolibs, REMEDLAEHEACE, BELASRIIS LR
B N L R IO BN & B UGB R ERBE 21T, BEORE
FSIC X 5 BERREDN 3 B0, ARIORIEIH I, B ORIREEE K
NEVRIDBES Y EET B L, B, BIBRERLVELORER L ETE
B OMENRD SNRWEAITIE. BIREERVE LSO G R o8 m
LERT S,

RERTH, HAR»LEY BEBALTHLEERRRET A Z L RHBE 2D
AR OB EETHICHEWER ORRI+HHICEET 5.

| BRI (BUE 1 BUEIRE 280 Bh bbh, RS FTv F—v R
EHIEHDHHOT, OB, B, BHFOEROREFLMAEED LA+
SEBTAH L, 1 AERFEAEDNCESCRRESPIEL, £ 2R VL
OB S EOEN2WEEITS Z &,

® AFAIDERRBIZEBNT, R5M6:0 91BA. ThIBRE, REFEND1F
ﬁM3E&%%T_&;Fﬁﬁwﬁﬁ%ﬁoTWm_k%ﬁ%k AAFTE T
EHRNICEZRE CHROMHELITI Z &,
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: o (FE2) BURE
R, HERSE, BRERMELE2DREIEROCSS R

< FeEZXEABRERELLRDIBE>
HELRBHMHOH D BHF
BEESHLTWSAE

BEEEE LRISEDRE DN D BAE
ERRANCREEOREECH D BE
ERTER L CW A EEEROH B BE
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1. LI

EIESOENE BEEOREROLDITE, BAXESFCESWERERFERIARD
bbb, &bz, ITEORHEEFOERIZ L v, FUEESER 2 L OREH L FHR/ERS
FEEGBEBEIAITT, INLOEERFHEICLHERBEICRIT L XPEED
FEE - THY BFMEGEE L E0EARFE 2016 CERL 28 £ 6 A 2 A BIEHE)
CEWTH, BENERMNEOEROREHELRZ Z L EINTNS,

PR EER I, RBEAPRER T u 7 7y A VRREOERS LB bR
MABZENRDDB, IO, AHHRURSHEIZETAFRNSTL0EHT S E ToOR.
HEEEMROBEY R FT A2 EPHFENRIBFIH LTERTA L LB, BIE
FDFEBR LI BT BERHIEZ & D 2 LD RIRER —E QBN 2 7 EREE TEA
TAHZEBREBETH D,

L7iedoT, KIS FZA T, ﬁ%&%@ NETRELNTWAEFEREY -
BRI ESE, UTOERRORBERERZHIETIEANOMNEREY,, B2
FRUCABEELZRT,

BB BHA R A 0%, MIAITEEAERSEFREEREHE, AREEEARER
ERREESE S, —REIEA B ARRAR ES R UREEEAN B REERZSOH
DY EAERR LT,

WL RERR A7V R ARRE 20mg, A7 V— N ARRE 100mg, 7Y
— AR RRRE 240 mg (—fif% : =R =7 (BETHEBRZ))

gL RAPEXINE - BHEOIE | |

WL RAMERCAE  BE. MARE=SAAL<Y (BETHRBEZ) & LT, 1H240mg
% 2 BEERCARRET 3, =7 L. BERBAEICKIT B
HENMREBEDBEIX, REMEIX 2 7 AMETLT 3,
RIBUIRTRERESRBRAEBIIS LTSI YY) AT (BT
Z) LOFRT 2861, 8%, A=A <7 (BiEFHR
z) LT, 1 E80mg & 3 WM T 4 BAREHET S, €O
%, =FRN~<7 (BETFHEHEZ) L LT, 15240 mg % 2 HE
HIfR T AfEFRET 5,

B R B % & NFELIENRASHE

(&%)

EMEANMEICETA Y — R A AEERSOmg (— R4 A ) AT (HEFHEMEL))

DOEREIHE, BERUCHRE

Zh e X ik % B IRIBUIRARELRENRERNE

BHEROGRE: B BACEAEY s~ BEFHERZ) & LTI1HE3 mgke

(EE) 23 BRMRBT 4 BLARFET 5, 2B, thoRBELEE

FEHERAT 2 EAR. =R~ 7 (BEFREEL) LERTBE L,




2. FHIOKEK, MERBIF

A7 O— R AR 20 mg, AT 100 mg & O AR 240 mg (—iR4 @ =
Aw7 BEFHRZ) . BT, TR & AFERITERRSL L AT Ly 7R
HEATY AN ¥ =X 2747 (BMS) #h) #EFEL 7t b PD-1 (Programmed
cell death-1) 2§35t FlIgG4 = /) ZF u—FVHETH B,

PD-1 i, :E’riﬂs L7z w788k (THIAR, BHIRRKR U THF = F 0% 5T HR) RUE
S BIC FEET A CD28 7 7 I U — (T MR DIEt(b 2 MBI E & B HIET 25
FH) WRBTAERETH S, PD-1 IHRERMRICERT 2 PD-1 YV F (PDL]
BUVPD-L2) EFEA L. V¥ 3Rl s 7T V2 EEL T Y VRO EM(LIREE
AR LTW5, PD-1 U4 FRRPURRFHIILSMC & b O 22 BRI 583
LTRY, BERAEREN LML AIEERMRICIITS PD-L1 ORRLIFROLF
B & ORI ADHBEBENHD Z EBREINTNS (Cancer 2010; 116: 1757-66) .
§ 7o B AR E CIAGRE TIAREAT B4 V¥ —7 =1 v~ (IFN-)
ik~ T PDL1 ORBEANFESh, BB LEERRIZIT 2 PD-L1 ORHRLIFRO
AETEHAR & DRI IEDOEBE R H B & OMEH H B (Sci Transl Med 2012; 28: 127-37),
& Biz, PDLI ZMHIFRR S SR AMRIT, SURKRI CD8 BE T Ml OiniadsH
EMEZHEE S5, 1 PD-LL HifF<T PD-1 & PD-L1 & OREGEEET S &0l
BEFESAEET 5 Z LARENTVS, O &5 PD-1/PD-1 U ¥ FEEIE, 2
AFERRA PR RRAZ T MRS ORBELERTIBFO—2L LTEL AT
%o _
AFE, FERPOFRD D PD-1 OHIKAR (PD-1 U 7> FESR) IREE L
PD-1 & PD-1 VAV FEDORBEEMETDHZLic LD, BAFRMENZR T HIROE
Pk R O AR IS S 2 AR BV 2 W08 T 5 = L TR R AIBBPIR 2T T
TEBERIhTND,

AFOIERBFICES GBEORMERINC L 2RHERER S b hh, BRI
EBHWREENRD S, FROBRETRORERIE, BEOREEZIITO. RESR
» bR P EAICE B L BERIS U HMRR MmN L BRE OB & EE L TE
B2 ERZETETTV, JJ‘E’:JECDﬁaFJEFL‘LJ:55'11’Fﬁﬁ7ﬁ>ﬁb2’b5#ﬁ""*h_li B R E RN
EUROREEDOHGZNBET ISR H D,

f



3. ERPERRK
%ﬁ%ﬁﬂi@ﬁ(ﬁﬂ#l:ﬂﬁ BT ol ERBRERBRORE YT,

(&3]
OEWENARE (ONO-4538-02 35k |
FhNA Yy (BT, [DTICY 12X B{E3REE S 4 5 RIS HIRA6E7 2 I/ IV
XREROBEHEBEAKEESH (ECOG Performance Status 0 X R 1) 35 Flaxt&ic, &7 2
mg/kg % 3 BEMERECRBEFELE, ZEHMERR ChHEDHE (RECIST ¥~ F74
VL fRICE-S L i lEic LB CR XL PR) 122.9% (90%IEMEEM : 13.4~36.2%)
Tholk, 2B, FICERELEZBRER 125%Thot,

@EANFE IHRR (ONO-4538-08 RER)

{LFERERBROBRIGUBRAEZ I/ VX IFREOEYBAHEEE (ECOG
Performance Status 0 B O% 1) 24 & #8142 . A% 3 mg/kg % 2 W MRECRMETFHHE L,
FETER THHEFHE (RECIST HA FFA > 1.1 RIZES S PREEIZLS CR
XIX PR) 1% 29.2% (S0%STERR : 16.7~45.9%) ThH-oT-, 2. FANTWE L
{EIL 6.0% T o7z,

Qi FEIAERER (CA209066 k) V

vraf = U ARE Y 4 VARG FERFRET TS Bl (BLT, [BRAF)) V600 ZRODR
VAL ERERIGRORIBYBRARELZIHN/ VHXIBEROBERGAESRE (ECOG
Performance Status 0 T8 1) 418 7 (AFIR¥ 210 /), DTIC ¥ 208 ) %34z, DTIC
R L U CRA 3 mgkg 7 2 AHEFR TAREE L & 2 0FERTE2E 2R
Uiz, TEFNER CHALETHM (LT, Tosl) (FhRil [95%E#HEM]) ok
fRATRE B, AFBEIX NE' [NE~NE] & A. DTIC # T 10.84 [9.33~12.09] Z A TH
V., FANX DTIC %t LK FICHBRERE TR Lz (V- Fik 0.42 [99.79%1558
KM : 0.25~0.73], p<0.0001 [JBRY log-rank ¥7E], 2014 £ 6 A 24 AF—F b v b A
7)o ' ‘

*: HEERHE (BT, B



weDom HHNISILBE

T N
F 0]
$(.}.4- -

m%m:
0.3 &
0.2 ko
0.1 -
004, L . A T A N I
0 3 6 g i2 15 18
at risk# ‘ AETFHAM (H )
AXig 210 185 150 105 4 8B 0
AhWITUEE 208 177 123 82 22 3 0

® 1 OS @ Kaplan-Meier ghf

@S EIAERER (CA209037 RER) 2

LY heT (BEFEKEZ) CUF. 14 BV A<7]) XikBRAF MEAZ ST
sk R AT ARG MR RER LY/ VY XRBEROBHEGAEAE (ECOG
Performance Status 0 U8 1) 405 5 (A<FIEE 272 #5l, {bFFEE (DTIC UXAART T F
vz Y EXENLOHH) B 133 8 2RI, {LEREL MR & UTKRH 3 mgke
% 2 TR CAMHE Ui & & 0 R ERERRET L, SEFEEE TH5
EHE (RECIST HA FI4 2 11 RRICE-S PREEIZL S CR Xt PR) 1220V TEK
HBEE SR 120 FleMaSEm & LCRmn £ 1T iR, KRBT
31.7% (9S%IZRERERE : 23.5~40.8%. 201443 A 10 BF—FH v A7) Tholz,

23, FAEHROBERREL TV, b5 —o0EEHEEE TH5 08
(PR [SWIEIRRAD oV T 182 HlDA N b (GEL) U CTHRAT 21T o 72

ORER, AFIBET 1547 [1239~NE] I B | {LFEEH T 13.67 [1L50~NE] A TH Y .

AENIEEFE S L ERNICEBRRER 2RI hofe (A= FH 093 [95%(E
X : 0.68~1.26], p=0.6299 [[BR log-rank #RE], 201411 B 2 BF—FH v |k
A7)

GEMFE IR (ONO-4538-17 FHER) . .

L RERGFEORBIRAERTMH/ VAR IEROEHEAEAE (ECOG
Performance Status 0 &8 1) 30 flZwBI, FRENE A Y AT %2R LT, THA
+1ED A=) BB Ui, TEFMIEE THHELHE (RECIST VA K74 11K



I E-SC R ER LB CR Xt PR) 13 33.3% (95%ISHERKM @ 17.3~52.8%) Tih-o
Te. 7238, FRNCEE LRI 23.8% Th o e,
* Al I mgkg (FB) LAY A7 Imgks (FE) 2R B2 3 BERMEET 4 B SHE#ELHE.

AE| 3 mg/kg (RE) % 2 BN CRAGE L, SFARERIZREWTIL, A2 EMCRE L,
A Y L= SRR EHET 0 30 S EORIBZ BV TRE LA LI,

@S EMAARER (CA209067 FER)

(L RERIGROBIBYIBRAE LI/ IVHIOENRAHESSA (ECOG Performance
Status 0 LT 1) 945 (BF|4+ 4 U A= 314 F, FRFE36H, F1EV AT
B35 B 2Bz, A B) A-TREERMBLE LTHE+ A ) AvTRERUFA
BEOEDMEUCRESEERT Lz, TEFEER TH 5 OS (F Rl [95%E1EEK R 1)
DEMINTHRERIT, AH+ © Y A< 7B CNE [NE~NE] # A, AT NE [29.08
~NE] Z A, A1) A=7FET19.98 [17.08~24.611 ZATHY, FH+ AV AeT
BERUAFIREILA V) AvTRES LR EMICAERER 2T Lie (RAl+A
Y AwTRKE N — NIk 0.55 [98%EHEER : 0.42~0.72], p<0.0001 [/B5) log-rank
WE], FAEHRE : ~Y— FEL 0.63 [98%ISHRKH : 0.48~0.81]. p<0.0001 [J&5! log-rank
WE], 20165 8H 1 AF—F 0y bAT), '
1.0 55
os]
0.8
0.7
0.6
0.5

041 e FH+AEYLTTH i~ W
. 03 RO

‘ A RHEE
' 0.2 - AP ARTHE

01 ¥, ARTO : §T81Y
001 . . ; . ; Y . . : - y S—
0 3 ] 9 12 15 18 21 24 27 30 33 36 39
at risk$ £ ()
AR+ AEUATTH 314 202 265 247 226 221 208 200 198 492 170 49 7 0
' FME 316 202 265 244 230 213 201 181 181 175 157 55 3

AEULTTH 315 285 254 228 205 182 164 149 136 128 104 34
X2 OS ® Kaplan-Meier i

HHtHr

*: Al I mgkg (FE) &4 'Y A=Y Imghkg (FE) 2R 8123 BRMRET 4 BARRBELLE,
FF 3 mghkeg (FE) 2 2 BHMERCRAMNEDE: L, PRRERIZEWCH, AFIZERIRE
L, AEY A7 EEHOBRERETHE 30 U EOBRERCTREEHE L.

2ERIGUBRTRERELERAEAE ZHRICHFA+ 1 €V A= REIT OV THE
L4 1 FARRER (CA209004 3RER) D =od— b 8281 5 F%H= (modified WHO
HEIZE-S3< CR XiX PR) 1., {BEFRIERIGHEAE T 46.4% (13/28 Fl, 95%SHXMN :

6



27.5~66.1%) . {LFRIEEEIARRAE T 38.5% (5/13 B, 95%{SHUXM : 13.9~68.4%) T
5)07}:0

(PD-L1 BELRIMBIDE LK Vg i)

HESMEIARRER (CA2090678) IWHMAANDNEBEOT —F ICEI3& | AR
ICBWTPD-L1 &M L EEMES 5D 58& (BUT, PD-LIFEIREK) BlICRER
(ZIRAT 24T > L AR VR 2MORRIZUTO LB TH o7,

BEMEIZB LT, PD-LIFEENR1%EHR PD-L1<1%) OBFELEF LB L T1%HUE
(PD-L121%) D BEEETA Y b7 O LREHRMEVERANRR E N (TR,
BB, BH+A Y AeTBHOREME T e 7 7 4 VEIPD-L1< 1% D BEEM & PD-L12
N%DBEEFATCRBETH T,

| PDLARTMENRS POLIBIRIGLLE
1.0 {»

00
08
07
o8

10 I
[13:]
0.8
o7
08

% o5 % 05 T e
bl Y et
041 e R4S EULATTIH ke 041 ke ameseavIH e
03] A Fmm s ‘ 031 A mn bad
02 -@ qevLwIH 02{ -@ «EULTIN
01 = ARUO: 1Y 04 « ARUO: 3T
ag D.D L 1 T T ) I T L T L L L
Q 3 g 9 12 15 183 21 24 271 20 33 ¥ I 0 3 6 0 12 15 1& 21 24 27 30 33 36 3%
akriskiX ERMB A) FITI £ (H)
EMHAEVATIM 123 113 02 91 a2 82 7¢ 4 W 72 88 18 4 0 EM+IEYATIR 155 444 132 127 48 112 105 102 101 99 BS 27 3 4]
wMM 17 103 B85 7B 73 65 62 %S9 5T 55 53 16 2 1] FMP 11 465 158 148 139 131 122 4T 4312 108 BA 38 1 o
AEULTIME 13 % B7 70 T 81 57 S0 44 43 32 10 0t ] AENDATFR 184 455 138 128 5 102 B9 B3 Y? T4 B4 A1 2 [}

3 CA209067 B PD-L1 BHEHEEH[TD 08 @ Kaplan-Meier Hi#
(£E : PD-L1<1%DBERE, FHE : PD-L121%OBELE)



DERREFE TR (ONO-4538-21/CA2092385ER)

SEEGIFRE OMb/c H/ IV OBMERGIEERE 006 Fl (AARABHE 28 Fledte. AHRE
45381, AV AT (BEFERL) F4536) 2RI, AU AT E2XBELT
AHE] 3 mg/kg & 2 BRIRFIRG CRMFHE L & E0FDMLRUESE 2R U, TE3M
HE THIEERETHR (PR [95%EEREM] ) OPRIFRERIT, AAET NE
[NE~NE] # A, A €Y A< T7HTNE [16.56~NE] ZHATHY, FFliZA Y beT
WXt LRI A B RERE S L. (Y — FE0.65 [97.56%EHEX M : 0.51~0.83] |
p<0.0001 [JBH logrank }R7E]. 20174E6 A 2 BF—% Ay hAT) ,

* 1 AJCC (American Joint Committee on Cancer) JB#A%EE (B 7hR) B35 < A,

(s

-A- _ RHIRE

0.9
- O -~ AEULTTR

0.8
0.71
0.6
0.5

0.4

Bt HE o O

0.31
0.2

a.1

0.0

L m— L * 1 Y gt — — 1 s gy

0 3 6 9 12 15 18 21 24 27

at riskﬂ %ﬁ%i#ﬁﬂﬁsﬁ (A)
FHIBE 453 399 353 332 311 291 249 T 5 0
T APYLTTEE 453 364 314 269 252 225 184 5B 2 0

M4 EBERHRLEFHB O Kaplan-Meier B2



[Zeetk]
OENE THRER (ON0-4538-02 FER)

AEESITLHE (100%) KRDH L, AHE ORREBEENTECTE RVEESRSIT
30/35 ) (85.7%) IZR® b, FHEELN %LU ELOBERIXITROLBY Thot,

1 REEK 5% EORER

WERIRME P (%)

EXEE 358

(MedDRA/ ver.16.0) 4 Grade Grade 3 DL E
éﬁuﬂém . 30 (85.7) 9 (257)

Bl 2 (5D
APk 26D

L= SRBES P URERVORE . -

54
2 (57
L 3@6e) 6

e i {1'.1..4'..)...‘.”.‘y....v.w.;wmi.m SUE DR
AST s 5 {143}

MAFAT I g 2 (5.7
I CK M 5 (14.3)
e 7 F =0 2 (57
e ¥ SN 2 (57
s LDH 3#3in 5 (14.3)
i d TSH & 3 {8.6)
i A TSH #4/m 7 (20.0) 0
CRP 3/ 5 (14.3) 1 (29
AFREERETUEAD 4 (11.4) ¢
v-GTP 1§ 4 {11.4) 4 (1149
RP7 FoEBE 2 (57 )
~FFE YR 3 (8.6) 1 2.9
Y o SERECGHED 5 (14.3) 129
P EREE 2 (57 1 (29
EERIATEEET 2 (5. 0
L SRR 2 (57 129
et BRI D 2 (57 1 29
B M Bk 6 (17.1) 0
WK T3 AN 2 (5.7 0
HERE T3 Wb 8 (22.9) 0
SERE T4 Wb 6 (17.1} 0
SEEME T4 AN 2 (5.7 0
D o= FEFEM 3 (8.6) 0
o ALP 3870 5 {14.3) 1 {2.9)
PR RB F 3 (8.6) 0
HBRR~= — 7 —3An 2 (5.7 0
ik aRes | 2 {57 0
F—Tr I FrbFUTA N 4 (11.4) 0
| CK 3 , 26D 0
| BERRE AU AIMES U
fEAE 26 e

iﬁﬁﬁﬁﬁw”“.mmwmuwmﬁwm&me~m_m__wmmwwwmmmwww
LRIEE 2 (5.7

| EE=a-nAYF— 26D

BB ECRTAUEE

s



BEMASE g (%)

HAGE 351

(MedDRA/T ver,16,0) 4 Grade Grade 3 LI E
= 6 {171} 0

% 5 FEAE 11 (31.4) 0

5 2 (57 0

B BB S 2 (57 0
RRIRHE R 4% 2 (57 0

i JEkg g 4 (11.4) 0

Rk, BIEMERES 1H 2.9%) « KBk BEEOCTH 1F (2.9%) . WREE 4 5]
(11.4%) . JFHsserEsE s 6l (14.3%) . BHEEEE 24 (5.7%) . FREEEES 8 4
(22.9%) . BIRHEE 1 F 09%) . BEEOKEES 14 29%) EUSE5ER 1A
(2.9%) BROENT, Fi, TEREWIEREE, infusion reaction, | BUFFRA. R,
- ERERPARSIAE, PMZE - REREZK, DARdE. Mgt PR, HEERARE/ I AT R UK
FEME ) /MR SR DR IR D b dvo fr, ABIERREIURILIZEEE S (RRRE
EREEZE) 2R UEMERETT,

@EME IEFER (ONO-4538-08 ER)

FEERIT 2224 1 91.7%) BB B, AH L ORRBHEPBETERVAEE
81X 1824 #] (75.0%) ICRD b, BEEN SRULORIERARTRO LB Y Tho
ol

£2 RERN s%ULOBHER

BEIRSE %k (%)

A ‘ 24 )

{MedDRA/I ver.18.0) ] £ Grade Grade 3 Ll b
£8IEH 18 (75.0) 2 (8.3
ApEEE I
 FRRERTE 8 80) 0
B B R e e e e
B VT 0 ¢~ A S
TR SREBICREMEORE
feRm o4 e , 0
BRI e
L BERD e 2830
AR R URBIEE e
C BRpagoR 28y
(R, MBS URREE o :
L RPEE L 28R 0
B ICRTHMMEE

HEE 5 {20.8) 0

€ DA 5 {20.8} 0

BOIL ik 2 (8.3) 0

i, KK - BEOTH2H] (83%) | IFHEEREE 14 (42%) . TERMAHERSE
161 (4.2%) BOWRBHEERSE 761 (202%) BB b, 7z, BEEMES,
MEEE (X7 2 A U—EEFS) | BHEEEE (RETMEMERS) | RITES,
infusion reaction, 1 BUHERF, EEORBEEE (REINRIBEGRERE, £WAH, JRXE

10



W) | B, EEMEE. Bi%k - MRS, BY SR, DK, Bk, R, B
FERAARIE/ X A 3T — R Ot i/ M AMESEBER 13580 b hvied o 7o, ARIEAZE
HARIBERSR (MRREEENEED) 2ADENBRLTT,

QUESEIIARRER (CA209066 FHBR) ¥ _

HEISIIAFEE 192/206 1 (93.2%) . DTIC B 194/205 il (94.6%) 2R B, 1
BRIK & DR RAIR ﬁi‘%ifﬁ“’éé 72 Wﬁ%%% FEASKIBE 153/206 1 (74.3%) . DTIC B 155/205
B (75.6%) @D BN, WTNRHORETRIAER sS%U LORHERIXATROLBY T
Hoin,

#3 WP OB TRERN 5% LOBIER

. . HiIs (%)
%;ggggmﬁ AHIBE DTIC 7%

206 £ 205 41

(MedDRA/ ver.17.0) £ Grade Grade 3 £l I £ Grade Grade 3 Bl .k
£BHEA 153 (74.3) 24 (11.7) 155 (75.6) 36 {17.6)
VRS K TRY LSRR S P ' e

FFPER M I 0 [} 23 (11.2) 9 (4.4)
g 0202y 10 (49)
BB E

E 22 {10.7) 0 25 (12.2) 0

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

Bl 34 {16.5) 0 85 (41.5) 0
o B 18 a0 105
iy SAREBIOBEEMORIE e

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

¥ 41 (19.9) 0 30 (14.6) 2 (1.0)
... 15 (7.3) 0 10 @9 108
RS USRS o o s ' -
L
(BRI L UNRIRETE
BAERE .. 12068

BRI 80y 0 1468 0

CE I B CHCE N T

B ‘ 13 (6.3) 0 4 (2.0)

| REHBRBER RS 3 (1.5) 0 11 (5.4
O IE 35 (17.0) 1 (0.5) 154
B 31 {15.0) 1 (0.5) ( 6 {2.9)
L SArASE 22 {10.7) 0 1 (0.5)

ocoeoc o

il AFIBEC RO CRIEMEIRE 3 B (1.5%) . KB4 - EEOTH 64 (2.9%) .
PIREEE (FT v - SAU—IEGERS) 2841 (13.6%) . FFHSEEREE 741 (34%) . B
BEREE 4 6] (1.9%) . TERAFHEAEREE 4 1 (1.9%) . FIRIMERERE 13 6] (6.3%) .
infusion reaction 15 % (7.3%) . | TSR 1 f] (0.5%) . BEDRMES 3 4 (1.5%)
EORSESER 16 (05%) BROONE, Tz, RITEE, Mk, EEHEIE. K
7% - BERSR, DR, B, FFE. BBBRMRE/ I A8 F— R URENE /MRt
SEER IR e ot ARIERARTVRIVIEERES: (RAREERELZED) %
SLEERR LR, |

11



@A EMAARER (CA209037 FRER) 2

BEFRITAFIRE 265268 B (98.9%) . {LFERIERE 98/102 4] (96.1%) IKFBDH
. BREL OREBRABTETE RWEEERITAAITE 199268 #] (743%), k¥
FEIERE 85102 1 (83.3%) IZRBD BN, WO THEREEMN 5%LL EORIERX

TEOEBY THoT,

#4 WL ORTRERN 5%LL LOBHER
. B (%)
BERI R P R
{MedDRA/T ver.17.1) 268 41 102
4 Grade Grade 3 2L L 4 Grade Grade 3 LAL:
2BIER 199 (74.3) 33 (12.3) 85 (83.3) 35 (34.3)
S X TRY SRR e
#Hif 18 (6.1 3 (1) 24 (23.5) 5 (4.9)

B 1 3R E ) 1 (0.4) 0 8 (1.8) 2 (2.0
FFrhERE HE 0 ] 20 {19.6} 16 (15D
JAvERE Lo 1 12QLR) 6 (59
CNSWEE e e e
L PDABRGRAEETRE 0 1B’6H 0
EipmE e " ‘
LE7S 11 4D 0 15 (14.7)
TH 42 (15.7) 1 {04 16°(15.7)

. ED . 33 (12.3) 0 39 (38.2)
.1 - 12 45 14 2] (206
P RHEEBLUREIMORIE e

EAE 14 (5.2) 0 7 (6.9) 0
&y 82(06)  3(LD) 41 (402 439
L, PER I UMRAHHE . o .
o BARMIRE 408 1 0 968 0
{FRERIAZE ' : T

ALT 180 14 (5.2) 3 (1)

AST 15 (5.6) 2 (0D

FhrRERD 0 0

A AR I (04) 0
 HmMRERL 33y oo e
PR ... 86Dm 6 17aen 0
BEMRE L UHAEREE : e S e

E3)iErsy 15 (5.6) 0 13 (127 1 (1.0}
L) T | B 1 Y S 0 8@y 0

K= — T~ 1 {0.4) 0 10 (9.8 1 (1oy .
 SER® oo oo e oo owees 0
CRRRES, MMM RUMEREEE e
. EREEE o w 134 0 808 0
B L O B T B e oo o st s

IRBE 2 (0.7 0 28 (27.9)

T S EE 51 (19.0) 0 2 (2.0

BRi5 34 (12.7) 1 {0.4) 5 (49

BEIR BB R S 16 (6.0 0 2 20

X e A=) 24 (9.0) 0 0

(1.0}
(2.0
(2.00
(2.9)

TSR

(1.0} 0

(2.0) 0

(6.9) 3 29
(7.8) 3 (2.9
a8 200

.90 GO0~ N e

o ooo o

2B, AFBECBWTHEMENRE 8 # (3.0%) , RIB&K -EEOTH4F (1.5%) |
REEE 33 1 (12.3%) | HTHBREREE 22 B (82%) . BHsEEE (RMEMEMES K
) 54 (1.9%) . R IRERER=E 23 #1l (8.6%) . RIBFEEE 1 41 (0.4%) . infusion reaction
1061 (3.7%) . EEOCEBESE 14 (04%) . R 240 (0.7%) BEUEE 5 ER 35
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(M%)#mtht,it\TﬁW%mhn\lm%ﬁﬁ\ﬁr%mﬁﬁ\ﬂﬁ'%

. DR, Whge. BTgc, PRBURRBIAREE/ X A 39— R UMb Mk /MRS AME: SRR

mb&ﬂ&#otaﬁﬂ@ﬁ%ﬁﬁﬁm%ﬁ$ﬁ(Eﬁmﬁﬁﬁﬁ%aﬂ)%ﬁﬂﬁ
ﬁJrn%ﬁ'l'é%’?Jﬁ‘o

GOENEIFARE (ONO-4538-173A5)
HEFHITLH (100%) 1ZBD b, A8 L ORREENTECERVATERLE
B (100%) WRHbhiz, REERNRSKLUELOBHERIITROLBY ThoT,

5 BB 5% LORIEA
BEIASE Rl (%)
A 06
(MedDRA/T ver.20.0) £ Grade Grade3 BL E
£BIER 30 (100 23 (76.7)
2 (6.7}

Eﬁmﬁwﬁ&mﬁr 2 (6.7 0
RS RRIE THE 7 {23.3) 0
. FERR . ‘ 26m 26D
L ﬁwﬁg g e i s s s o R ,....Vhwm...,.DN w,:
% 5 (16.7) 1 (3.3
TH#i 16 (53.3) 1 3.3)
e 2 (67 0
‘ 4
3

Eis (13.3) .0
A8 {(10.0) 0
oMM B ROD 1 (33)
R EERRESIUMEENORE T T
g 5 (16.7) 0
it 7 (23.3) -1 (3.3)
FARMEIE 2 (6.7 0
. o l2(00) 103
FEREE AR - o e el
FrgrR R s 7 (23.3) 4 (13.3)
xﬁﬂ:mﬁ e et e v v v .,..‘:.,.:.;,.w.v.w..mmi....‘.m. IR :,Ll.”,.,.v. w \ ..ww,_‘w.,_,.lv:.:v:..,u ,,_E
ALT iﬁjm 11 (367} 3 (10.0)

2 F—¥Rm 5 {16.7) 1 (3.3)
ASTfEJ'Ju 11 (367 - 2 (6.7
y-GTP 3870 5 {16.7) 3 (10.0)

Y AA—EHEN 12 {40.0) 7 (23.3}
kBN 2 {67 0
Jfﬂq’Tﬂ"’ IRAT 75— *‘ﬁﬂﬂﬂ SR 0 3.1 S
TEmAU wmﬁ -2 (6.7} 0
E7AT v 2 (6.7 1 (3.3)
5
8

&7 R Y A ME (167 4 {13.3)
o RgkeoR . 8Gen 133
 ERRRBLOEAEREE T
ol L sben 0
CRERAIEE o o o TN S
R 2 (6.7) i
] 56y 1B
RS, MBI URHRRCE e
AR RS 2 {6.7) 0
L DEEMEERS o ..o.2%em L0
MBSV TARMEE . i

13



BEMRSE Pl (%)

EATE ) 30 7

(MedDRAJT ver.20.0) 42 Grade Grade 3 LA E
E 5 I 10 (33.3) 0
RE 18 (60.0) 2 (6.7)
HER R 4 {13.3) 1 {3.3)

7R¥, WRRERLEOBY (30.0%) | ITHUREREE 1441 (46.7%) | FURIRIREREE 741 (23.3%)
FVE MR 3401 (10.0%) | KABZS - TERE > T3 (10.0%) . T BE 00 B SR EE3451 (10.0%)
TEEHEEREE2 (6.7%) . 5 & D IBR15 3.3%) TR/ R A/ SF—24] (6.7%)
EORMIRMIEERE 6] (3.3%) AR bhiz, £, BHeREE, BIEgkmrs, 13
VEPRIA, WEge, EREME IR, Mg - K%, infusionreaction, Dk, fHzk, Sk
/NI PESRBER B USRI b hia o 7o, ARBIMEARBRIUBEEFRS (FRK
BREBREEZED) 2EUEHRREETT,

@WESMEIIAERE: (CA20906735R)

FEERIIFAI+A LV A7 3123136 (99.7%) . AFNTE312/3134] (99.7%),
) A 7 EE308/31161 (99.0%) IR b, FRELDORRBESBEETEAVEE
BRITIFF 4+ €V L= FE30031340 (95.8%), AFIFE270/313410 (86.3%), - °U 4
= 7 RE268/31141 (86.2%) IR b, WTFNMhOR TRBRN %LU LEDORIVERIZT
ROELEBY Thote,

# 6 WIh O TRIERN 5% EORIER

- % (%)
ki FRTAE) hr T HAIRE =T
o 313 410 313 B 311 4
(MCdDRAJ“J ver.19.0) 4 Grade Grade 3 B 4 Grade = Grade3 BLE 4 Grade Grade 3 2L E
2RITER 300 (95.8) 183 (58.5) 270 (863) 65 (20.8) 268 (86.2) 87 (28.0)
PRBEE R B o ' o
FHRBMBAETIEE 34 (10.9) 3 (L0 15 (4.8) 0 3 (1.0} 0
R RR R ARIE T 51 (16.3) 1 (0.3) 32 (10.2) 0 14 (4.5} 0
 TEES o B0y s0e 0 206 206 1209 506
;€51 28 (8.9 1 (0.3 18 (5.8) 0 28 (5.0} 2 (0.6}
KEBH . 40 (12.8) 26 (8.3) 7 (2.2) 3 (1L0) 35 {11.3) 24 (7.7
E# 12 (3.8) o 19 (6.1) 0 17 (5.5} 0
T 142 (45.4) 30 (9.6 67 (21.4) 9 (2.9) 105 (33.3) 18 (5.8)
alr7 19 (6.1}~ 0 13 (4.2) 0 7 (23} 0
B 88 (28.1) 7 (22 41 (13.1) 0 51 (16.4) 2 (0.6
g 50060) 0 86 20 103 240G7 103
L RABREBLITRE '
BRI .
Flipard 31 {9.9) 1 (0.3) 25 (8.0) 1 (0.3). 17 (5.5} 2 {0.6)
F 22 (7.0) 0 12 (3.8) 0 10 (3.2} 0
¥ 118 377 13 (42) 111 (35.5) 3 (Lo 89 {28.6) 3 (1.0}
L ER 60 (192 206 267N 0 2168 103
BB
ALT Wi 59 (18.8) 27 (8.6 12 3.8 3 (1.0 12 (3.9) 5 (1.6)
3 5—¥m 23 {7.3) 9 (2.9) 17 (5.4) 5 (1.6) 15 (4.8)° 4 (1.3)
ASTiEﬁD 51 {16.3) 19 (6.1) 13 (4.2 3 {1.0) 12 (3.9} 2 (0.6)
U A—Eigim 43 (137 34 (10.9) 24 (1.7 12 (3.8) 18 (5.8} 12 (3.9}
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Fl¥ (%)

BEBKRSHE

prara A+ AEY LT AAIRE AC) Lo TR
 {McdDRA/T ver.19.0) 313 ) 313 51 311 )
£ Grade Grade3BlE £ Grade Grade3 Pt £ Grade Grade3 Bl
2 ey 0 10432) Oww 4.4 3) .A...n._.},.M(E:EL,
i I T e o2l

36 11.5) Tos

e (132)

§ﬁ’n’ﬁ#§_ kltﬁi@%‘*ﬁﬂﬁﬁt
B&iﬁmﬁ 42 (13.4) 1 (0.3} 29 (9.3) 1 (0.3) 21 (6.8) 0

B o 17 (54) o1 (03 15 (4.8) 1 (0.3) 9 (2.9) 0

REIEDE N 17 5. 4) 0 15 (4.8) 0 11 (3.5) 0

R R 14 (4.5) 0 18 (5.8) 0 g (2.9 0
B 34(09) 2006 240n 0 2560 103
DRRIRRR. MNRIS L OMELRREE . e T T R LA I

L34 24 (1.7) 0 20 (6.4) 2 (0.6) 15 (4.8) .0

TR % (R 36 (11.5) 3 {1.0) 20 (6.4) 1 {3 12 39 0
Mk 2 (6m 300 403 103 506 103
TEEBEURTIREE . o il ' il

B 15 (4.8) 0 17 {5.4) i} 11 (3.3) 0

£ 5 R 112 (35.8) 6 (1.9) 67 (21.4) 1 (0.3) 113 (36.3) 1 (0.3)

21 91 (29.1) 10 (3.2) 72 (23.0) 1 (0.3) 58 (21.9) 5 (1.6)
 HEREBRERE 38 (i2,1) 6 (1.9} 14 (4.5) 2 (0.6) 38 (12.2) 1 {0.3)

SEERK " 27 (8.6) ] 28 (8.9) b (0.3) 16 (5.1) 0

7B, zli%ﬂ+4t)ivv7ﬂ¥b~. BWTHRESESSH (27.5%) . FFHRemEE 10261
(32.6%) . FIRIGHEAEREESTHI (27.8%) . EHLAEREEZ 2141 (6.7%) . RIEMEMRM2S
Bl (8.0%) . KiE%S - EEOTHI6ONM (19.2%) . EEOKSES216 (6.7%) . T
{BAEEEREE27H] (8.6%) . BIBHRAEREE 146 (4.5%) . HESR3IF] (1.0%) . gk - BEAR
45245 (0.6%) . infusion reaction 1341 (4.2%) . 5 & 5 JB%K3H] (1.0%) | FHZE34 (1.0%) .
KSR RARIE/ 2 A3 F— 504 (16.0%) | T 4% 14 (4.5%) B OR M AR Z2ARSAE 26 (0.6%)
NI BT, Eio, 1BEERK, BEGIELE, OH%EUFREEL MBS
TITFRD B e o fe, FABEITB VN THIBEF66H (21.1%) | ATHHERRE 2481 (7.7%) |
FORIRBEREREE 476 (15.0%) . BEHEBREE3H1 (1.0%) . Fﬁ%ﬂﬁﬂﬁiﬁﬁism (1.6%) .
KB4 - EE D THRI6H (5.1%) B D B REREESH (2.6%) . T ERAFHEABEE3H (1.0%)
B skaeREE3m (1.0%) . BEZ3f (1.0%) . infusionreaction 14f] (4.5%) . 5 & I
%ol (0.6%) . MASFFBMAREE/ X A 37 —28%1 (8.9%) . JF42fl (0.6%) R UH:ARIM.
WIERELE (03%) BEDONE, Fi, BERR, EREHENE. MK - SEBE,
DY . B4 R VSt L MR PSSR I8 bV e b o To., ARIERISRBLRILIL
RS (BRREERELZES0) 2E0EHERE2TT,
RIGEIEA R BB AEAE 2 HRICAF + A U heTREERE LIS
IHAEER (CA209004 HER) D =ik— b 8 I2BWT, {LFEFRIERIATAE 28 fl & 1b55k
HBEESREE 341 L O T, B2t HBLEREIBD ONRLoT,
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@EPELFFETFARER (ONO-4538-21/CA209238F5R)

FEERIIAFITL38/45200 (96.9%) . A 'Y A= T HE446/4535) (98.5%) ICRH L
. BRIEL ORRERNPEE T RVAEFRIIARFATE8S5/4524) (852%) . A EY
2 TREA34/45345) (95.8%) ITTR BT, WA ORECREINS%E EORHER X

TROLEBY Thol,

F7 WA OR CHEREENSW EOREA

A

FHi3

AEVLTTH

Grade

4 Grade

Grade 3 LA &

4 Grade

Grade 3 8L L

BIfEHER
(MedDRA 1= & % SOC-PT 248

RE RRR
HH ()

RE RBER
H (%)

REE RIS
#E 0

T RER
#H )

*HEEH

452

452

453

453

L]

385  (85.2)

65 (14.4)

434 (95.8)

208 (45.9)

CRBRRIUHEaMEEE o o |

B3R

CHERRE |

Tl
B
-5
It
H PIRES:
KRB

wi
R

M‘i)‘,\-";_.giéﬁh' USSP R S S S I

ALT #4/m
AST 50
TIZ—EHIN

FRRER

57 (126) |
350D,

63 (150)
29 { 64)
12 (27
24 { 53)

SR U JUUOL. S <) 3
exEEsLvRsmyoyn - | |
57 (12.6)

156 (34.5)

1 (02

ST

1 (02

1 (02

3,007

L CAD

o1  (20.1)
46 (102
4 {97
14 { 3D

- S 2

1 ( 02)
2 (04

CEERETT

28
25

62)
5.5)

T~

PERIE |

SAM

MBSV T R
TN NS £
TIEENE
R

I WRRLUHRRE

RO R

FRBREEE TE
PP R A T
Tl

105 (23.2)
90 (199

» (108

36 { 80)
7 {15

33 1.9

— -
CHE
N H

1.1)
0.4)

& Mo
o~~~

IR Y
1 (02
2 (04

T

20

RRrCIE

149 (32.9)

R 8 R )

66 (14.6)
60 (13.2)

4 3D

N

é,.,. t .0.4) ot
[y
B (esy
1 {02
2 (048
M (19

700y
4 {09
2 (04
{ 315
{ 57
19 ( 42)
(SRR

Loy

500 (11 |

152 {33.6)

133 (28

(68|

18 ( 40)
48 (10.6)

9 20 :
5 (LY
4 30

T
(02
11 (24

B, AAFHCRWTHESEMER 1L (2.4%) . PERIARLE/ X A3F—48 f
(10.6%) . FTHEAEREE 40 41 (8.8%) . FURAREEREMESE o1 41 (20.1%) . RHEREEE 83
Bl (18.4%) . BHEEE 6 Fl (13%) . BIFEEES 6 f (13%) . TEREEEREE
8l (1.8%) . infusion reactionll # (2.4%) . KHE# - BEDOTHI 21 F] (4.6%) . &
EOREEEsH (1.1%) , 1BERA 16 (02%) | BER3IH (0.7%) . SEIEE
2 B (0.4%) . BF4e 3 B (0.7%) PR bhic, o, BERENE. Lk, k.
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SRS /MR P RBER . B¢ - REMEZR, BRARMAREEARE B URE LR R i3FE0 &

o te, ABERRRRREIETS (ERREERE YD) PR UEHERY
= |

1) Robert C.etal. : N.Engl.J.Med., 372 :320, 2015 (CA2090663%5%)
2) WeberJ.S. et al. : Lancet Oncol., 16 : 375, 2015 (CA209037 3i&R)
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(i - BE]

AHOBEAEYBEEFLERARAC LI 2 L—va vic k0, 513 mgke XiX
240 mg % 2 WEMIECHRE Li-BoRFlomERBENRRN SN, FOBR, £
240 mg R E L RORERIT, A& 3 mgkg 2B E5 LBRORER L L THH
ERTETFRESHE OO, BAABE BV TAEERER I THA B -HE 10
mg/kg % 2 BRMRTRE) TARZRE L-BORER LI L UERERRT LT
ahi (TR, MAT, BEOBEICBIT 7 —FIZES3%, &% 3 mgkg XX 240 mg
% 2 BRERTERE LEBEORFORER & A NiXEet & OBEEREFT 28
BRIGEFAVBPBESR, YREECSWTRNAThhEER, FEoRE - ARO
M THEER ORI REZRIZRVETFRIShE, £, BEEEAERE BT
BEF—ZIZHESE, AF 1 mgks XX 80mg &4 Y Av 3mgkeg & 3 BREIGRTH
L LEEBROFROBRER L L2 L OBRELRF T ARBRLET VAEE SN, B
BEIZ DWW TR IThI R, LR - AROB TR ICHge =R
EFR T, ,

%38 FROEYBIB NG A —F

ﬂ%‘&i . ﬂaﬁ Crmax Criind14 Cavng szur,ss Cmin,ss Cavg.ss
{pg/mL) {ug/mL) (ng/mL) (pg/mL) (pg/mL) (ng/mL)
3 mgkg QW 516 16.6 243 113 62.1 776
me/ke (35.2,70.8) | (10.7,24.5) | (17.1,33.9) | (750,171} | (27.1,107) | (42.1,127)
72.7 235 34.1 159 87.8 109
240 mg Q2W (51.1,108) | (15.2,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | {62.1,187)
191 613 90.8 308 217 278
10mgkg QW | (147 210) | (512,79.2) | (79.0,114) | (331,532) | (184,313) | (237,386)

SR (5%, 95%4) . Q2W : ARG, Crax : PEHEEEORBMFTTIBE, Cunae : TIEFHREH 14
B B iCiBl 3 RENFHPHEE. Cagas: VEREHI4A B COFYMIEPIRE, Crws @ ERRIBICE
T AREMFNRE, Cune : EFREBIEBTAREMIFPIRE, Cups : EFREBICE T 5 EYMTFF
b3 3 :

18



4. HERIZOWT

RIS R B B S AR EAT B Ea T, ARERM L LCHARERE (26
TE) BBELNATWEZ &b, BE ﬁﬁ%ﬁ@k%ﬁtf%éﬁ’ﬂgﬁf%éﬁﬁﬁh%é e
LT, EERY A7 EHEHNE RMP) (CHES% | AR OERR TSR ~D BN
B33 BB Tl T ARDEEIHI 2 BE L DI - SR L, AROREIC L ) EES
BMER & 3B L Bc ST 3 = & BRERLD, UTOO~@0F T &l fiskic
BWTHERTARZTHD,

@ HRiz-HWT

D1 TEO 1) ~ 6) OVWFhICESTIERTHB L,

() EASBRERIEET D MADFOEEILARES GREA RS A SIS FT,
RS A S FOEEEIL AR, HBIRAS AR /2 ) (ERE304E4 A 1 BIGA : 437
HEEk) |

(2) 4FTEMAEREE (K294 6 A 1 HIGM - 85 MERY)

(3) FEMFRMEREET 2 RADIEERE (A DIOESISER. SABREHE
Bk, B ABFOERHEER A &)

(4) ASEILSERREE R BRE L, SSRLEREME 1 i SR 2 OMa s
IR BB BT o TVAMES (ERL2847H 1| BB : 2540 FEfR)

(5) FEMEEROAFEEMNEOCHREREICEIBHEITo TV HHEER (ERK 28 £ 7
A1 B : 1290 HERY)

D2 BEMEEAEOLERER CEIEBRERIEO MR 4572 Mk & BB F B
(FROWTHHICEYTIEM) M, YEB2RBOFFICETIBEROBREEL LT
BEBEINTWDZ &,

*=

o EFHRIFRESE® 2 FOWEPTHER KT LIz 5 £ EORARROBERITE L
TFoTWaBZE, 5b, 2EMU I, PARYEELY X LEBRIBESROWEL
FoTWBI L,

¢ ERRIFREE 2 EOWMHPFHMEERRT LitkiC 5§ FL Lo R EEREEESEOMR
REREFLTNDZ L,

© BADERSBEHREROHEHITONT

ERGERERAEFT 5 EEEPEE SN, BRSO OFRERD, Ao - &
LHERFOFROFRR CEMFICNT 3 FHRME, AEFRNRE L BEOWSE
W, SRHEPHIATONS FHBAE-THBZ L,
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® EBIERORRITOWT
@-1 BHEFARBR OIS KE BT 5Bk

R MR RSO BB RERSRA LIsIRc, 24 BEBREHOT, YHERX
EERRIC RV T, R LEEHERICS U T AR ER U CT Z£0RIERDEINCY
ERBEOBRNY B PCBON, EHISHETRRENIE->TNB 2L,

@2 EREFEFILLIAFTFRHSCETES

RABRICED A EANREREOBEEE T3 EREESNAERT =2V v
EEOEERORS ) —= v FETVWERE LFHE LT TE 27— LA ERMKH NE
fEEh sz &, B, BERRIZOWT, BABE L ZOFBRICHSIBMENT
WAz k,

®-3 BIER DRETCHBIZE LT

BUER (MIEMRBIZINA, EEMRKE, WHR. . BBUHRARE, XIBHK,
EEOTH. | BUERG, ITREES. FREREES, mEEE, BRE (Bre-
RADEMEME R ET) ., BIEEE EM& BEOREEE ﬁ%ﬂll’ﬂf&*jﬁ_%ﬁr infusion
reaction, FEHEM/MRIBAMESEBER (ITP) ., BEDRENIG. IEIRIREME, LRIFEE (0
EARE) - #RAR - DEEHSMURSE) . BEOEEDE) T8 LT, HERERULEEER
BEIORMML AT 5 EM &8 L (BHER OB ST L CRERUREER T
bhBRHIZHDZ L), EHICHMRAENTE ZEFIE-THEI L,
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5. BREMNRLIRDBE

[Fahikic B 2 %]

O TROBHICBWTHFAOEENTEATHD, R )
o (LIRS R OBEIA R ORGSR iR I/ IV X B R OB B

B

o EEEREONb BI/IVE &0 oEMEEEREICB DR ABRE
7235, BRAFEE FEREZF T HREIZE VT, BRAFHEFIC L 3AR b E/ET
5L,

@ FH+A VY hv T REIHERRERGRORIBYR 2B BB RE 1%
& UMM B IARERER (CA2090678R) I2BW T, MR & ShikA v ) A~vTRE
et LTHSESRIESR T3, 727280, FF+A VY bw 75 L AH B
EZ Wi U BERO2BTFTICE W TE, PD-LIBERRRIEEI VA Y AT 0 L5
EHRBRRDEANTRREINDIFEESEONTH2 (pBR) . T0cH, RIS
TR EMSBRABAEZICRENT, AHLA ) AT LORARESEORE 2
Wi 38E. PD-LIRRB+E2MRT I LHAEE LV, PD-LIBBER 1%L ELTH
B EPFERESNTZAFIIBWTE, RAL FAIEMREEEETD, 2B, RS
PR ELRBEEAEBRE 2R L LB/ E I #IEER (CA209004F8R) D aFR—

FIZIBWWT, (EERIERIGRBE LEFERERRRBE LOMTAA LAY A

+ 7R EOEHEICARRERIIRD LR THARN,
* AFOBWEL L LT, W{IESL : PD-L1 IHC 28-8 pharmDx [# 2| BEBESHh T3,

(#1) AJCC (American Joint Commiltee on Cancer) ISR (5 7hD) &3 < 5
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(et 87 55H] .
O TREESTIBEL OV TERAROREPER L ENTND ZEME, REET

brRwzk, .
. KRFIORSICH LBERECKERD H LA

ERATOFEICB W T TFRICEYS T 5BFIT 20T, B OREITHERE I LZW

B, OBFORIRERZWEEICRY . BEIZFFEZERTIZLEBMTE S,

o MEMMEAROESHIIECH S BE

o JOEEHEMRE CRIEK 2 R0 B BE R UTEEINE O B IS O B i 4
GORICREMER LD BE

o BORERBOAHH, MiXBHML2E L IIERED B CREEARDOEARED
ok Y] A

o [BHRBEE (EhBRMEBERELEh) OHDHBE

*  ECOG Performance Status 3-4 2 D #H

(Ee)

ECOG @ Performance Status (PS)

Score

£

E{MERKEBTE S, BRMEAUABEESRBR2TAS,

PIRETIZ I LVEBNZHIR S h 5 88, SITIRET, BIERDE> ToERRTI LR TES,

) VRS, SRR

FITTEETESOFOEY O Z &R T_THESREETTERY, BP0 0% EE~Ry FH4T
p0 iy 8

BohEESOFOREID O & LATERY, BFO S0%LEE<y FIBFFCIRIT,

£ Witiy, BROEORMO I XL TERY., BEEAy FifF el T4,
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6. |EKBLTHEETREFH

O HACEZIIMNL, BIERFGEESPRET 2 EREICESE FR O ER NRIESR
BODILERERETRICEE L THOERTDZ &,

@ WEEEBICEL DL, BRI IFORECAMER N ERELHORAL, RELZE
ThoRETHI L,

® REVBRFELEEEBQEREIZBNWT, FEL A ) AT LOHFRAREDORT
YT 5454, PD-L1 BRIRFLHR TS LHEFE LA, PD-L1 BERBIFER
TERVFETE, AR A YY) he7 L OHROEE ZEINCHE L ETRE
TBHZE,

@ ERBWERO=ARY AL PCONT

MEMMEERS bbNE 2 ERNHEDT, FEORECH - Tk, BEE
W OOEREEE, Sk, RAE) OERKOHE X BREOEES. BEE 5
TS 2k, Fh, BES T CT. MfF~—b—F0RELERT S
ze,

EF| OB EIIERE® infusion reaction iZ{i 2. CTEARFIZ -7 exin D TE& D
2Tl L THtsT A Z &, 7.2 B B LR OAF|IR 5K IT infusion reaction
BHhbbh3ZibdHd0T, FARGEPROCFARERTRIZ A Z AT A
YERET 5%, BEORBEHSICEET 5 L, 7256, infusionreaction &
BELULHAIE, £ TOMBERWERSZECESE TS ETRELTHEE
TBHI L,

FRBSREREEN S DN 5 Z L B35 20T, REFI0HR5FIAHTR U5 HIH
PR EHAIC IR AE R A (TSH, HEHE T3, R T4 F0WE) 2EHT 5
&, '

A OBREIZLY | BECRERIGICEET S LB X b 5#kA RKREBCHE
BHobhdZ e®ihs, RENEDoEREITER, R bfc?%i:ﬂ'? L
HFA AR & R o ERT LB U TR ERBE 21T IRE DR
R & ARERREDN B HEITIE, FAOREX IHIE, ROBERESR
NEVEIDREEREET B L, BB, AIBRESLVEYORE LY EHE
HoORENRD bR RWEEITE., BIFREFRNE - LA ORIEIHIR BN
HbEETDHI L,

BEBRTE. LER» LI AEAL THrLRERRRETIZ L BH D7D,
FEIOBRELTRICHBIERAORERICHFICEET S L,

| B R (BUE 1 RMERE 2 &1 MdHbbh, BREES T F—v &
KEZZERHHOT, AE. B, WEEOEROFEHESLMEEHED LA+
SEETIZ L, | BERRARDN SRS EPEL, A XD R
Ao EEDHERNEZITI Z &,

T3



® RIFURTELZEERAESRE ICERT IR, FARAORKRRICEWNT, &5
BAH 5 3 7 AL, U, REMES D 1EMIT 6 BT L IE kDR
MEAT> TR & EHEL, FRREFIIEMNDROERETI 2 &,

® EEUREOEEBOERE~OWEMEFEL L TERT SIS, ARIOHERE
RERIZEWT, 2B LITEMEOFEMEIT-> TV L 2BEIC, AFBEFIX
EHENCDROWREITO 2 &, B, EMBREL LTERT B8R, &
RoOBEMMIiX 12V AETETBHI L,

24






BEEHEET A N5 A v
=ARn~=7 (RETFREEZ)

(BR5e4 - A7 U— R AR 20 mg, 7 U —F AIEEE 100 mg, F7 30—
B R E 240 mg)

~ B~

Vrk2 9% 3 H (FER3 041 1 AED)
B4 HEE
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1. XEHIZ

EEDOEDMY - BEHORBOEDITR, WAXEBSICE SV B ERFERRRD
bid, &b, EECRERINOESICL Y, PEERLDR Y OB HHEIERE
FERERPABINIPC, IN60EERZEIIANELRBFICRL T2 Z L XERED
ML 2o TRY BEMEOEE L B0 EAR L 2016 (Fk 28 E 6 B 2 HE#HRE)
KEWTH, BFNEERSOHEROREEEEZREZ L LINTNWS, -

FRERABEFERLT, BREERSCESEE T u 7 7 A VERBBEOEES LB LR
RBEZLERHD, TODH, AHMERUEEMICET A ERS-FOoEHT 5 X TO/M.
UHEELOBRBEBR T EAHFENIBE I LTERTS L LT, BIE
ASEE LB BRERNE & B 2 LN RER—E OB 2 T ERSE TR
THILLEBERETHD,

LeB>T, BHA FIA 2Tk, BREBRLINETIRBLN TV BEREE -
BEMRMIZESE, UTOEERORERERZHET 28810 NERERF, X
FROCEBRFEETT, |

B, BHA KT A 0%, MSITEGEAERK S ERERA S, A8HREBEARE
BRIEEYS . —REREA B ARBRARES, —REFEAN B AT SEERES R
AWHFEAN B ROBEABESOWIOL L1EKR L,

RRERDEIER A7 VR AW 20mg, A7V —FAREE 100mg, F7Y
— IR AR 240 mg (—iRA =R~ T (BETFHERL))

WEERDPRIINE  BRIUIERER 26 T 2EEEE

HELRARERVAR  BE. KA =FRA~7 (BEFEHEL) & LT, 1[E240mg
2 B T RiEFET 5,

o IR 5E 3 MRS TEKRAST




2. AE|ORKK, EREBF

A7 PR EFHHE 20 mg, FATEHE 100 mg & OR AEE 240 mg (—F4 @ =
A< GEfcFRERL), DT, TRFD X, ABESITESRSTL AT Ly 7R
#HEBETVARM w4 ¥Y—K Z7 A7 (BMS) #) BBRFE L7k k PD-1 (Programmed
cell death-1) 2% Bk Ml IgGe &/ 7 v —FVETH D,

- PD-1i%, &ML LY 288k (T #ERR, B HIIRE G F 27 0F% 57 —-THilR) RUE
BERAIRICRIRT 5 CD28 7 7 2 U — (T HAE OFEMAL 2 M BIRYIZIE & RUCHIET 55
TH) WERTAZAEKRTH B, PD-1 FHFEBTMIRICHER TS PD-1 YA K (PD-LI
RUPDL2) EEA L. VL SBRTGE S 7 IV EER LT Y Vo SBROEELIkIEY
BRI LT3, PD-1 U H Y FEZFIRIE TSNS & b ofkx Z2IEGEHEBKEICHER
LCkY., BEEAESRE LR LEEEEICRTS PDL] ORRLIFEOLRF
1 L OficAOHBERHENH 5 Z E BB I TWS (Cancer 2010; 116: 1757-66) .
i, BHEAERE CIHRMRE T HRRELET DA V¥ —T=a v H < (IFN-y)
12 & - T PD-L1 ORFBEMNFE I, B8 LIZESERICEB TS PD-L1 ORELHTED
ATEHR E OMICIEOMEBRERH S L 0HE D H D (Sci Transl Med 2012; 28: 127-37),
X bir, PD-L1 ZiRHIRM S - R AHMMRE, PR CDS Bt T o MiuEE
A IR S50, P PD-L1 fiflT PD-1 & PDLI1 & OEAZEET S L 20O
EEFRENRERT R ZERRENTND, O L5 PD-1/PD-1 U H > FIERIL, 23
AL HRERAR T Ml b0RBS2EMT2BFO—2 L LTELLRTY
Do , s
AENZ, EKEABR O RS PD-1 OIS MEEE (PD-1 U 7 FRESHED ITHEE L.
PD-1 & PD-1 U NV FLOREEEAETAI LIV, BAFFERNR T MloiE
MEAL R OV AZBRRIC R B MM TR 2 38T 5 & & TR RIBER &R T
ZEBRERENTND, ‘

IHhBOERMS, FRIEMERII N T A RIARECRVEL O LHfFEN,
PRSEMERE 2R L LR e I8 L. A2, RERRURBFEMPHE S hi,

AR OIERFIC S  BEDSRERNIC X 2BHERZ R H b b, BEEXIFEEE
EB RN D B, AROBREFROBERIZE, BEOBRLHTA. BERSE
H HNEA T, BE U BRI U BRI Mm% & BB e - EM &8 L TF
2R BE 2TV, BEORERRC L 3RWERAEDIL 3 BAIE. BIBEE L
L HOBEEOEINRNE ST O BENH B,



3, BRIRERMH
BRELERESZF T S BEHENEOAKRFICFEMEIT o 2R BERRBROKEL
R,

[F%hit]
ERIE R FEIMAERER (ONO-4538-11/CA2091413KER)

7 FFRA ST L ERETR T E,NH60 A LINICREET IIERPRD LN
7o iRB B MO RBTFRE OB & /2 b 72 W ITHY/ VH O IR R F L BB B 36141 (B
RABEP L ST, AEIBA40H, RBBEI21G) %5650, RN ERTNBIR L
B (AR LEY— b, FEZFVARITEYF 7)) 2RBLE LTHEB mgke®
2BMMR CREHE L E E0EPERVESMEZMRF L, TETHERThH L
ATFHIE (BLTF. ToS1) (hRif [95%E1EXM] ) ORHEIMITRERIZ, AT T7.49

[5.49~9.10] H B, WHEEET5.06 [4.04~6.05] XA TH Y, AHFIIEHREYEMIE
WU LN ERIER 2R L (Y — FH0.70 [97.73%E1EKH
0.51~0.96] , p=0.0101 [/BHllog-rankiRE] ) . 0

*] : RGBSR O LSRR a T,
2 wHR L SN JRBEEMIIL, ARE, % - TUEEER USEEE,

1.0 oy
0ol & - AR
' 5 - IR
0.8 .
0.7-
£ 06
F
FE 05
0.41
0.3 ‘
0.2 - ;
01 ] ”"i---*—-{
ool ]
0 3 6 9 12 15 18
at risk# ' £33 (A
AXKIE 240 167 109 52 24 7
W 121 87 42 17 5

B 1 OS ® Kaplan-Meier Bi%3



(PD-L1FIRIRBIDOF MR R 2HE)

ERE RS MARE (ONO-4538-11/CA20914188R) ICHAANBHIZBAED S B,
JESEAEMARIT 3\ CPD-L1 2 3B L2 JERMiR A S 281G (BLF, IPDLIFEHRE]) i
BT 5 ERRE LN HOBEDT —F ICE-S3%&, PD-LIREFICERN AT
Tolr AR ESEOERIILUTO LB Thok,

AEEIZE LT, PD-L1FEIRER1%ARM OB RE L ISERROFBR THo7 (F
), -
E, PD-LMD%@F;%S E 6T, FEOREM a7 A VIR TH T,

100 L
— Nivolumab 3 mg/kg w=Nivolumab 3 mg/kg
od Investigator Cholce . s e Investigator Cholee
£ : £ '
a a
% 60 1 % o0 -
] [
& =
f:.; 40 E ap o
¥ “ 20
[} v v ! T ¥ r g 0 Aremeny T v v +
o 3 6 9 1z 15 18 21 24 27 a0 33 36 39 ¢ 3 6 9 312 15 18 2 24 27 3 33 36 39
FEFAMIA) SEFNAMA)
atrisk strisk
Nivoumab3mgkg 96 74 S8 42 30 25 2 18 16 11 B 5 1 0 Nivoumab3mgkg 76 54 3% 32 29 20 13 17 15 11 3
Invesligator Chofce 63 45 24 14 10 6 + 3 2 2 0 ¢ 0 0 Investigator Cholee 40 30 19 14 10 7 E] 4 4 1 o

A Nivolumab Img/kg (cvents:67/76), medinn ond 93% CE 6.5 (4.4,11.7)
e frestigator's Choice (events:35/40), median and 93% CL: 5.5 (3.7.8.5)
Nive v3 INV Chaice - hazand ratio (95% CI): 0.73 {0.49,1.09)

i Nivelumab Jmg/kg (evenis:81/96), median and 95% CL: 8,1 {6.7,9.5}
ssmneQuessns fnyectigntor's Choles (events:60/G3), median and 95% CL 4,7 (3.8,6.2)
Nive vz INV Choice - hazard mtio {95% Cl): 0.35 (0.39,0.78)

ONO-4538-11/CA209141 3R D PD-L1 RN R C 0 OSO RSB #24E D 3 v —7 v 75— & DXKaplan-
Meier g
(£ : PD-L1Z1%OBEREA. HFE : PD-L1<1%DBAEME)



(2]

ERIE R FIEEER (ONO-4538-11/CA209141585%)
FEERITARANTE229/23661 (97.0%) R USHRAEEL09/1116) (98.2%) IiHbh, 1A
BRI L DERBRERBFETERVWEETRITAAIREL39/23681 (58.9%)
B (77.5%) RBD b, BEHENSUULOBEIERIZITROLBY Thot,

% BRFES6/111

;Eﬂaﬁ__;'-—w\a'--—' et

T

FESE 14 (12.6) 3 (27
i 120 7 ( 30) 10 { 9.0)

THIEE 17 (1)

b e 18  ( 76) 5 (4.5 1 {09

#1 FHAENRs%L LOBHER (ATt
HE AHIBE S EREE
Grade £ Grade Grade 3-4 Grade § £ Grade Grade 3-4 Grade 5
RIfEHERA BE REE | RE RBEE | BE BRRR | BE ERP | BE BRER | BE RER
(MedDRA = X 5 SOC-PT 534R) ¥ (%) | HE (%) B (%) | H¥% (%) HE (%) | H&% (%)
BB 236 236 236 111 111 111
&% 136 (58.9) 31 (13.1) T ( 04) 86  (71.5) 39 (35.1) 1 { 09)
MBI SRE e TTIUT N,
b= i} 12 ( 51) 30 (13) 18 (162} 5 (49
o ERREeE o] 8D 8 (T
1L N R R
FH 16 { 68) 15 (135 2 {18
E 20 ( 83 23 (20.7) 1 ( 09)
F R % 5 (21 1 ( 04) ‘ 10 ( 9.0) 3 (27
. IR PR SN O . SRS H IR SO G <) B SO I
LR MERSICREMMORE | B [N IO i
Fiipatng 10 ¢ 42) 1 04) 16 (144 2 (L)
wH 33 (14.0) 5 (2 19 (17.1) 3 (27
HROLE 3 1Y M4 (e 2 (18)
cBERERE e e :
hEBD - ] L 4 (1D 6 {54
CRBerUemE | Ao b :
 RBREGE BLEE S - L T T R

B LBE XN HFEFRAIL, CTCAEvAL 2 AWV TIEM L, MedDRA ver 18.1] #HWVWTHLHEZ i,

B, MEERESR 76 (3.0%)
RN
BIEEE 14 (0.4%) |

BEESH (2.1%) .
=14 (04%) .

176 (7.2%) .

 BRECERRMARAE/ X A F—5 B (2.1%) . FPBEeR
MRREE 76 (3.0%) .
TEEEERES 24 (0.8%) . FiRMRER

B ikhER

#iE 1 B (0.4%) R tinfusionreaction3 B (1.3%) BBH SNz, i, EHEMEE,
1 BUBERRIR, Stk i/ MEE M SRBER, ITE.

LR, k. KIBHK - EEOTH,

Nz - fERESe, EEOKEEE, SEBEARVELEOKE
ARWERRERIIIEEFR (BRREERFL2ED) 23DEMERETT.

BEIRD LRl T,



(R BE] _

AHOBEFAEYBEEFAVEZRIBLIEY I 2b—Ya itk v, F5I3 mgkg (&
) X240 mg % 2 WK RS LBRoAFlomEFRESRM IS, Z08K
B AH 240 mg R E L-BRORERIT, AE 3 megkg G LIREORER & K
LTAmELZRTETFHlEhEbo0, BAABEBIZBWTASFESHRRABINTWNSH
%« AR (10mgkg % 2 BRMRTHRE) CHRAZERE L-BEOBRER L L TR{E
PR L FHERE (FR) ML T EROBIEIZ BT 35— & It 3% &% 3 mg/ke

(RE) ik 240 mg % 2 BREIFECRE L BOAF OREER X Ao ist b
OEF R HBRERIGT T ASHBE SN, YEEEIZ SV THREBITON IO R,
LEREORE - HEORTHE %'&&tﬁﬁéﬁt:%ﬁ%f;iﬁ%ﬂm\ EFH &N,

#2 FRORWSME ST A—F ‘

m {E . }-ﬁ ﬁ Cumax Crindi4 Cavng Cmnx,ss Cmin.ss Cavg,ss
{pg/mL) (pg/mL) (ug/mL) {ng/mL}) {pg/mlL) {pg/mL)

3 mgkg Q2W 51.6 16.6 243 113 62.1 77.6
(35.2,70.8) | (107,245 | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)

240 mg Q2W 72.7 23.5 34.1 159 878 109
(51.1,103) | {152,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)

191 613 90.8 398 217 278
10mghkg Q2W | (147210) | (512,792) | (790, 114) | (331,532) | (184.313) | (237,386)

g (5%, 95%A) . QAW : 2BRIEINE, Cuax : WIEREE OBRBIIEFTIRE. Crs : FIEHREE4
BBz 3RIE0TEFME. Cupae: PEREZI4D B ETOEAMBPRE, Cous : EEREIZE
T ABEBEMEPIBRE, Cuns ! EERBICHEIT 2REMFEPIRE, Cops : ERRIBIZEIT 5 FEHM0EF

B



4, HERIZOWT

TRERGRMF & L THEAMERE (£FHE) SBEbhThwaZ b, YiLhELH
PNZEMETE MR THISER DD, £OLT, FFNOWRESE 2 BELLH - &
EL, FHORECLVEEREEAEREA LRSS 5 2 L BLERD, UT
DO~@D TR TCEMETHRICBWNEATEIRETH S,

@ HEERicoOWT

D1 TRED (1) ~ (5) OWTFNILIEYT AR THEZ L,

(1) E4AEFBXRENEET 2BALRESBILARRS GERREADELSRR, #
S A FRESEILRRES. MR AREORIE A &) (AL 3046 4 A 1 AR : 437
HEE%)

(2) KEREERRE (ERL294E 6 A 1 BFER 85 JlERR)

(3) FLEFFRAMENBET INABREERE (NARRERIEERR. RNADRENE
BAFR, B ARFEHEEERIE R )

@) HFALFFEZEZFE L, SR EFREME 1 A EEEME 2 O Al
CEBBIHET TV AR (FR284E7 B 1 BRGA : 2540 fiER)

(5) HIEMIBEALS SEMEORELEEIBHET> TSR (FK 28 4 7
B 1 BERR ;1290 MEFR)

@D-2 AT O(LEEER OBIE AR BRF OSSR+ 2 Mk & R & B0 [E Al X
IIHERHER (FROWThMIEET 5 EMIIEREMN) 23, SR OFKICHE
THRBROREE L LTERESh TSI L,

#®

o [ERfGEIFRAE 2 FOMMPHMEER LT L2®BIZ 5 FL Lo AIEROBERIME &
ToTWAZ &, 95, 2FEUER, PAEYEERZT L LEBEEIEEZEOHHER
TFoTNBZ &,

EERFEREE 2 EOYBMIHERET Li=%IC 4 F£U o B REMERER OB
THEEIT->TEY, 55, 2FULR, RAERYRELSDETESEMEESRD
BREMEZIToTWA T L,

» EMRFXIEREMARTFRBHEOMETHESZ KT Lz, SEL Lo AR
DOEERFHEZIT->TEY, 35, 2E LI, PAERYREEZ ST OEARORA
BROBRERIHELITo- TS Z &,
2B, AR L AERCBVWTHENERE 02N EBRZET 5720, BEOHBK
122 7 B ERHERT EOROVT ISR T R4 R - T ER (EREE /LR
ERCBHWER RGO IGIC 272 i L SRR HoEM) & OBRBREEDL &
KRR TsZ L,




@ BENOERMFREBRDOGHIZONT
EEAERERC T S HEEPRER SN, NIESED L OWRED ., BE - &
SHERZHFROFER CEM X TEREMEICKT 2 FRIEH, AFEEFRBREL
BSOS, EREPHTTbNAKHI BTV &,
® RBER~OMBRIZ2WT
®-1 HERR iR BE 5 B
MEMEMEBEOREREMERNRAE LB, 24 BERREROT, HZERX
GRESSHR IV T, BER LARERICE T ABREEREN CT Z0BHER OB %
BRBEOCKEENYBFIZE O, BEHIEETEERERSIE-THWDEI L,

@2 EFGEEEIC L A EERNBICET 3B

RABECHED 5 MR MBRR CRIRL AT 2 ERUESHEDRERT=5 U V7
EEDLEROAY Y —=r FETOERE L BREIHE TE 55— AERKH SR
HENTNBZ &, 28, BREERICOVNT, BABE L EOFRICTHTAMENT
W5k, ‘ :

@-3 BIfEFORBWPHBIE LT o
RIVER (RN AICIN X, EERENE, L%, %k, MEGHRRE, KB%K.
EEOTH. | BIFERG, FgmEs, RRBRERS, HERE, BEE (BTe .
RAMEREEBAEET) . BIERE, M, BEEORNES, BIRMBLIRAE, infusion
reaction, fefEtEii/ MR MESREER (ITP) . BEORENG. BiEREME, LEEE (D
BEAE) - 4R - DEMESMTRES) . WA MS) o LT, YRR SUIERER
HBIDEMMEE 4 5 END & EHE L FHER ORI L TSR OXEL ST
BRAGHIEHB L), EbiCENAMERTE BEHRE->THEZ L,



5. RENRL2DME
[Faitkic BT 2 HE]
O FIFTEAZELAFREREOSH BB TRV THFRHOEMENREA TS,

@ TRRIZERYT 2EEF T 2FADORE R TERFIEIT W T, AFIOF S
B SN TELT., FHOBRERRERDR,
o IIFTRAEETMEHREC XS RRECRVWAE
o IR
o fhoPUEEEEA & OFA L TR SN S BE

@ AFITEEFERFEIBRRIZBWT, 2FAEICBWTHBAICR L THIME R

 REERTWAM, PDLI ERFBICLVADMOBEMBRELRSL Z EBFREINLFHER

BEONTWAZ Ehb, PD-L1 BERP LR L L TARR OH 5 FE O ¥z

TBIENEE LV, PD-L1 HBEER 1%RHETH D2 ENMRILEZBE TR
T, AAIUAOEFRIE L ZE T 5,

* AFNOREFE & LT, AEFES : PD-LI THC 28-8 pharmDx [# =2 BARBEE T3,

(RatEizE+ 5 HIE]
O TRIEEETIBBCOVTHAFDORESFERL I TNDZ b, BEZTT
iz b,
o FHOAGICK VIBBUEDBEFRE D H 5 BE
@ BRERTOFMHIC BV T TRICEY T5 BEF IOV TE, FRIOREEIHER shiawn
M, MOERFBRIREAR2WEEICRY, HELARRZERATIZL2ZETE D,
« HEENERBOSHIEREEOL5BE
o JAERERRE CEMERERD D BE R UTHEIE OB RRIT IR R EIT 5%
EOMICHEEE BB LD BE
o  HOREERBOAG, UTBMHENZRE L IXERED B SRERBOBEERD
hDBE
- [RRBHEE (EnRARREEEZEh) Ob3EE
»  ECOG Performance Status 3-4 &V 83

(ED)  BCOG @ Performance Status (PS)

Score it

0 | &<MER{EMTEDS, BFEALR LR EEENHRR<ITZS,

| | BHRICE U EBLEIR S D8, SITRRET, BIFRCE > TOMRRATI Z LA TE D,
il BWRE, FH{EE

) BITFTRTESOEDEY O LT ~THWREEMEEZEZ T2y, BRo 50%8 EiEx<y AR
_g— -

3 RONCAFOEOEIOI L LATERY, BPD 50%UAEESy FPRFTRIT,

£<BTRV, BOOEDEY O LiZEL TR, B2y FABFERTT,

10




6. BEIZRL CTHETREHE
O BAFCEFICMZ, BERFTEE PRI 2 BRI E DS & FF OSSN R OEIERE
@@t WKHERERETSICEBE L THhbERTEZ L,

@

TRPRBARAICIEIL b, %%Km%wﬁﬁkﬁﬂ&&Uﬁ@E%+ﬁﬁ%L REE5

ThoRETDHZ &,

® PD-L1 BRAELFER L ETAFIORETEZHBIT 5 Z L AEE LA, PD-L1
FEHEPFER TERWESTIE, FACEROEE 2 BN L L TRET 5
&, ‘

@ ERRMERO~XVAY MZOVT

\

MEMRERD D Z BB ADT, AROEEIHT- o Tid, BEAE
RO(EREEE, ik, A% ORERRRUIE X BRECELS., Bgr T4
CATS m b, Eh. BHERGUTHEE CT. i~ — 1 —S0oRELEHTS
Z &,

AF| O G ITEE O infusion reaction 22 TREMFIZ-HARMIEHDTE D H
51T LCHIAT 5 Z &, 7.2 B B LABEOAHZE 5--F1Z infusion reaction
BHobNdZEbbbDT, AFRETRUARABER TR AL 2P A
vEAETAE, BEOREE+SICEBETHZ &, /28, infusionreaction %
LT HEICE, S TOMBEREVERSEEICEE T3 2 TRE 2 HHE
THZE,

HORIBEREEER D DB Z LR H DD T, Kﬂ@&%%ﬁﬁ&ﬁ&%ﬁ%
i EREICFRREREIRAE (TSH. ﬁ%T3ﬁﬁﬁM%®ME)%%K#%
halP

Kﬂ@&%klb WEOHRERICRRAT S &% 2 bh b2 R RBOHE
BHLPbRBZENHD, BRESEDLNAEEAICE. BALEERIZELE
HMEY 7205 & BRER A RO ERD LB L CEDRERIZE 21TV, BEORE
BRI X 2RHERS DN AHEEICIE, FROKREEPRIE, RUBITRESR
WERIOBRESZERT AL, 0B, BIBREFNVEOFREICLYEHE
FBOWERED LILR2NWEEIZR, BIBEERNT LA OGREMEIF OB
HERT B,

BER TR, SORM DY ARE LT LENERARR T Z L i3h oD
FHIOEEHRTHRIZHRNERORRICHRITEET 5,
lmﬁﬁf(ﬂﬁlﬂﬁﬁf%ﬁb)mﬁabh ﬁﬁf&&%?/b—/z
EAZERDHEZOT, Al B, BEHEOERORBRLOMEED LT
SEETLZ L, 1 EERBESEDNESICEREEPIEL, ARV VMl
HOBREEDOBNRNEEITOIZ &,

® FHDHRKBRBUZISNT, £EMAN 9BH, TRUREL, REMEND 15
R 6 38 Z LI AMEDRMEZIT o TWe Z L 28E 0, FFREFIIEHH
ERNROFEREZITI Z &,

11



BEEHEET A FF 1 v
=R (EETFHEERZ)

(B4 : A7 V—RRHEEE 20 mg, A7V RHBIE 100 mg, F7V—
AR FRE 240 mg)

~ T i ~

?&29¢4E($&30$11ﬂﬁﬁ)
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1. FUsic

ERELOFEE - KEMOREROEDHITE, BMIXESICESHWERERFERI KD
bILB, &bz, IEOREFRFOESIC LY, MKERR R OEFRRERIERE
FEELBRBENIPTC, ThbOERLFEICLERBECRET S 2 L NEED
REEER2oTHBY BEMBEE L EOERFE 2016 (FRL 2846 A 2 H MERE)
BN Th, EFNERLRSOHERAOREMEEZRIZZ L LETWA,
FORIERER SRR, REERAPREN T v 7 7 A VBBEFOERR L AL 1D R
MBI ERHD, ZORD, HPHEERUCESEIZETAERS+AERT S T TOR.
YUHEEMOBELEIZT 5 Z 28 ifFSh b BE R L THEBAT D L L b, BlfE
ARRB L EBICHERGE LB ENTER—BEOEG RN+ EFREH CER
TAHLBERETDHS, ‘ .

Lo T, BHA FFA T, ABEBRLZAETEELNTWHEZRETR -
MENRMICESE, UTOERRORKERERAZHET 2R AL b NELRESF, B2
FROEBREERERT, |

BB, BRIA FT A 0E, MSITEIE AERG EFERRAHEE. ANHMEARA
FRERIEHE S, — BN B ABRKARES R OC—RAEEEA B ABREBRZSOR
SO EMERR LT,

¥ RBEER A7 R ERE 20mg, A7 O— R AT 100mg, 7Y
— R A ETE 240 mg (—i¥% 1 =BT (BETEBRR))

SR ERAMEXIHR ¢ IRIEIERFRE LI O B .

L RARERVAR BE., RAKIR=R <Y GBEFEBZ) L LT, 1E240mg
% 2 HEMR T AREENET 5,
{LERERBRORIBUIERT M IR O BRI LT
AV AT (BEFERL) SHRTESE. BE, RAR
=hn<7 (BiEF#ifz) LT, 1240 mg % 3 BRIH
BT 4 EREHET S, T0%, =F <7 (BETFHEERL) &
LT, 1[8]240 mg % 2 @R CABEHFET S,

B3 R E O E NFEMRIENRISH -

(&%)

RAMIAEEIZ B 5 v — R A AR S0mg (—iRE . A YV b= (BEFEAMRZL))

OFEX TR, BERUVHE

%h B8 i1 %h B ARTEEIBRREE S I XERE M 0 B

BERUVCHAE: =Frery (BEFERL) EoRBNT, B8, RAEA

Y AwT (BEFHEBRLZ) ELTI1E] mgke (FE) % 3 HE

MR T 4 BELEERHET 5,




A

2, AHIOREH, TERBK

F 7O — R IR 20 mg, RURTETEE 100 mg B ONELATETE 240 mg (—R4% : =
Rr~w7 (BEFHEBRZ), BT, AHD i, MERHIEHRASHLEAF Ly IR
HETVR IV e Y —X AT A7 (BMS) 1) »3BF L7~ b PD-1 (Programmed
cell death-1) 2345t FBlIgG4 =/ 7 v —TFAFETH B,

PD-11§%, LY %8k (THIME, BRIBR UG F=2I40%7—TH#ilk) KUOE:
BERMMARIC RIS CD28 7 7 2V — (T HIROEME(LEHMBIMIZIE & BITHIEHT 25
TH) CBRTHAZEETHS, PD-1IFHEERFMIBICHE TS PD-1 D 7 F (PD-L1
BOPD-L2) &fEA L, VU BRICHEE S T A BRELTY o S3RoiEE kiR
BICHRE LT3, PD-1 D H v FidURRRMRLMC E b Ok~ ZRIBERRRIC R
LTRY., BEREAESAE LY LI IEEREIZRT D PDL1 ORRLWROLRF
ML OMcAOHEBEBERD D Z EBPRE SN TS (Cancer 2010; 116: 1757-66),
7 BEMEAERE CIIABEE THRAEELET A v —Tzn v H v (IFNy)
2L - T PD-L1 DFEFASFE I, BB LZEEBRICIIT S PD-L1 ORREIFHED
£ & ORI ECHBBENS S E0HESLSH S (SciTransl Med 2012; 28: 127-37),
& B, PD-L1 ZHHIRA S8 AR, PURERA CDS Bk T MO MaEE
EE2EHEEEM, N PDL1 HiATPD-1 & PDL1 & DFEAZEETS L 2O
EEFRMEREET A LNRERTWS, EOZ 05 PD-1/PD-1 U FERI, 2
AABBRASPUR AR T M b ORBE 2 EET 20— & L't%x BT
Do

AR, ERRBROBED D PD-1 OMIRSMER (PD-1 U ¥ FREATEED &FE& L.
PD-1 & PD-1 U HV FEDOBERZMAETAZ LI D, BARESAENS T MilAORE
MAER OB AR 2 MR EETE LT 5 Z & TR RIEEDIREEZ T
ZEBHER ST,

ZHEORMAN D, AANIEMIESE I T A RERERIC R B b0 LSRN,
BRI ERE 2R L LBRRR L £ L, A, B LR AP ER SN,

FHNOERBFICE S BEORERIGZ L 2BERER S bbh, EEXIIFETIC
ELAREMESDH D, AFOREPRURERITT, BEOBREE+oTiT, RENR
» BB EITIE, BB L HRIS U BMR0 R Mk & RRE R0 ERD &8 L TF
BRI RIS, BB DRERIGIT & BRSO SHE I, BIBEHEFRV
=R OBREEDHENRNE E1T 5 BEF D B,



3. BRERHEAR
BRI e T R O B IR O R BRI M 21T - e EREERRORE Y
b

[&%htE]

OERRLEFRFEMIBHEE (ONO-4538-03/CA209025 RER)
MEFEREERE2FT2NBHEERR (TR F=7, RAaF=F V577227,
R NR=T %) BETCRFERE R R 3 ETH BB O RAMRE B ARE RS
821 ) (AANBE 63 Fleaie, AKBE 410 G, =< ) AXEE 411 H) ZHBIZ, =
R ) AREREE LTHE 3 mgke & 2 ARMBECRRRE L E0EDRRVE
2WERM UL, ZEFEER THH24FHH CLT, fos)) (FR{E [95%E1EK
Bl ) 1, AFBEET 2500 [21.75~NE"] # B, =<0 U AAHET 19.55 [17.64~23.06]
ARATHY, FRlT= e U AR LR EMCERRERE ST Lz (AF—FE 073
[98.52%fB4EX A : 0.57~0.93] , p=0.0018 [JFR logrank }RE] | 20154F 6 B 18 AF—

HHw bAT),

1.0 15,
0.9
0.8

—A— KHIBF
D TAOYLRE

0 3 6 9 12 15 18 21 24 27 30 33

atriski A 7FHAR (A)
A#IEE 410 389 359 337 305 275 213 139 73 20 3 O
TAOYLZEE 411 366 324 287 265 241 187 1156 61 20 2 0

1 O0S OFHARHTEFD Kaplan-Meier ﬂﬁ



E72, AANERSER 63 5] CRFIBE 37 4, =1 ) AR 26 1) D OS (FFRAE [95%
BT ) 1k, AFIFET 2737 [23.62~NE] #H, =z ) ARFETNE [NE~NE]

HAThoTe (NHF— R 1.50 [95%EEXH : 049~4.54] ) ,
* R LT, AR

1.0 = —
. by

0.9-
0.8+ T GO SO
07+ -

g_cio.s.- —A— KB
?:_; 0.5~ ,@ I/{mljj_\;(ﬁ
$e.4~
0.3+
0.2-
0.1+

0.0 e et et
g0 8 6 9 12 15 18 21 24 27 30

at risk¥y E1FHR (A)

AFE 37 37 3836 35 35 34 24 16 8 4 O

INAOULAEE 26 26 24 24 24 24 20 16 9 3 ¢

- M2 BARANEMIBITS 0S OFEFEHTEFD Kaplan-Meier i

[0}




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

(LB FREARIEHE OMEITHE XIS DY BRI SIS BE 1,096 #) (B ARABRE
2 HlEE, A1) AT GRiEFERL) A CF, TR+ YV A7) 28
550 fil, R=F =B 546 B} ERBIC, A=SF=TEMBL LCEAH+A Y AvT D
BiEROCREEEZRE Lz, ETEFMEE THS International Metastatic RCC Database
Consortium (BAF. [IMDCJ } Y R Z %45 0 Intermediate U Poor ¥ A7 DBE (A
LAY Av R4S B, R=FoTEE 422 F) 12T B 08 (RIE [95%EHEKRT)
i3, AHI+A ) AvTBET NE [28.16~NE] # A, R=F =7 BT 2595 [22.08~NE]
HETHY, FH+A Y AeTPIRA =T =SB LRSI BB REREERL
7o (AN — R 0.63 [99.8%{SHEXAT : 0.44~0.89] | p<0.0001 [fBH log-rank F7E] | 2017
FEL8ATRF—F I bA7) ,

*1 : BRI S 2 REOBRREN VAT, L. UTOBSRYURAREIZEH2,
AR EMISRICA LT | SISO IFRSaEE (AL, WS HNEIEMHET

(BAF. [VEGFI ) Xi& VEGF A& ENE LA 2R ] AT SN, 2ol gl

EMBRE ORI TN D 6 1 A U HERR I LB

%)+ AH) 3 mg/kg UEE) & A €V A= | mgke (RE) % H - 3 WEIRING T 4 EARTEE L,
AH 3 mgkg (5E) % 2 BERENGTARRE L, SHRRSRIRO TR, AARRMICES
L. 4 BV Aw AR OREHT 5 b 30 SU EORR L BT S S Mk Lk,

#3 « PP OOD~@OWTIs 5SS LAV RS Favorable ¥ A2, 1 Xit 2 BB &= THEI0E
Tntermediate ¥ A2, 3TEH L L&2§ETHAIT Poor Y R F L &,
ORABRIG & BT S 1 Ch bARBROBIERBUFT £ T | 58, @Kamofsky —RIRE 80%3T,
@~ES 0 AR ERE IR, OMIEROAI AT MEDS [0 mg/dl 2825, @FPIRER
HUE FIR B 5, @I/ LRE B X 5

1.0 rn
0.9
[+ X.]

N |
0.7 Lo N e
'Y e
0.6 ey )

B Lot

— cHEE A Y AR
0.2 -——— AL
CRDN Y

Prababildy of Overal] Survival

T Ll ¥ T T T T T T T Y
o 3 [+ e 2 1% 18 21 Za 2 1.3 33

Cverall Survval (vionths)

HHK+4 VY A= 425 399 a7z 346 332 38 300 241 118 44

A=F=7B 422 387 352 315 282 253 225 179 as 24 3 [+

K3 0S OPHERNTIRG Kaplan-Meier i
RS 4ER : Intermediate 2 TR Poor U R 7 &

6



%, ERERBIHERAR (ONO-4538-16/CA209214 RER) 1HVT, IMDC Y A%
574RH Favorable Y X 7 OBE T EEFME B O RER & Shiphole, LR
BIZHAH AN b Favorable D R 7 OBEOT —FItHE-I&, BREBIAITEIT-72
TR, AA A EY AT TREUBR L TA=F =R CRERERPBOA TS (T
=),

0.7

0.6

0.5

0.4

0.3

Probability of Overall Survival

0.21 A ey s
----- r AmFan TR
0.1 QBEA Y

0.0

T — T e R
¢] 3 6 9 12 15 18 21 24 27 30 33
Overall Survival {(Moaths)

A+ AwTBE425 124 1200 116 111 108 104 98 78 27 2 0

A=FRIM 1260 19 119 M7 M4 110 109 104 84 2 3 0
X4 OS DOPHRENTRFD Kaplan-Meier B
AT RIS 4E ; Favorable U X7 BB
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[Z2it]
OEFLRFENIPRE (ONO-4538-03/CA20902585k)

HEEGIIAFIFE 397/406 B (97.8%) . =~ U LREF 386/397 B (97.2%) iIT@B®H
b, BB L ORRERMPEIE T WA EFLIIARKIBE 319406 B (78.6%) , =~
o U AR 349/397 B (87.9%) ICRD b, WThh O CREEN 5% EORIE
BIETROLBY THoT,

1 WThhHoORTRRESR 5% EORHER
BEBIANE | e LA

AR
(MedDRA/T ver.18.0)

=g ) A AR
406 {71 397

4 Grade Grade 3-4 Grade 5 % Grade Grade 3-4 Grade 5
2RIER 319(78.6) 76 (18.7) 0 349 (87.9) 145(365)  2(0.5)
s R a0 4@y 310y 0
 FPRBMBERKTE 0 4G9 10n 0 208 0 .0
- ERRE L

B 24 (5.9) 1(02)

T 50 (12.3) 5(1.2)

Bl ©57(14.0) 1(0.2)

AR#% 520 0
L ST .1 ) B S

2153) 0
84 (212) 5(1.3)
66 (16.6) 3(0.8)
117(29.5)  17(43)
_6en o 1e3

soooo

0
0
¢
0
0

33(8.3) 7(1.8)
134(33.8) 1128
75(18.9) 12 (3.0)

56 (14.1) 2(0.5)

LBen 208

18 (4.4 1(0.2)

k] 134 (33.0) 10(2.5)

FEBED P IE 11@n 0

FAHIEZNE 17(4.2) 0
T A O
R e e

M= L RFa—AHMm - 1(0.2) 1(0.2)

LA V7 F =470 27(6.7) 1{0.2)
CEBRD e ARG TOD)
ML UNRREE

oL RF r—AmiE 2(0.5) 0

ik 9(2.2) 5(1.2)

BRYZVEY FiE 5(1.2) o
CmmomE o 480l 205

coooo
oocoo o]

T R T
33(8.3) o
LBy ey 0

oo
o

o

29(7.3) 0
46 (11.6) 15(3.8)
64(16.1)  20(5.0)

. 82Qo7y 400

[ =2 — I = =3

o oooob !

-
B

R
B

(=2

e 27(6.7) 14 (3.5) 0

fii I Lnen. 0 0 3(1.3) o ... 0

R SEE 1en 0 0 51(12.8) 0 0
L. . S .4 2 B S L@y 103
PR, MBI CHRME 0 T

NZEREL 36 (3.9) 0

R 30 (7.4) 3(0.7)

M 3(0.7) 0

il E o 7 1639y 6(18)
DR RUBTRMEEEE e e

Y3308 £ 12 (3.0) 0

Ji-d; 130 26 (6.4) 0

F¥ - RERFROETSERR 4(1.0) 0

% 5 EE 57 (14.0} 0

BiE 41 {10.1} 2(0.5)

=)

77(15.4) 0 '
51(12.8) 2(0.5)
41(10.3) 0

58(146) 1@y

oo oo
coco o o

20 (5.0)

33 (8.3)

22 (5.5)

39 (9.8) 0
79 (19.9) 3(0.8)

oo o]

cooo o
Pio oo ool




7, FIEMEMER 196 (47%) | % 16 (02%) . SEEREE, I 4739 —56
B (13.8%) . KIB4K - BEOTH 106 (2.5%) , 1 BBERB 1 5 (02%) | FridaerE
Tz 46 Bl (11.3%) . FF& 140 (02%) . FIRIRMEREREE 34 B (8.4%) . WiEHEE 55
Bl (13.5%) . BHEEER (RMEMEMETRS) 28 4] (6.9%) . RITHERERESE 6 #

(1.5%) . infusion reaction 21 fl (5.2%) . HEOKEEE 441 (1.0%) . TEEHER
BEsE 2 1 (0.5%) . BER 16 (02%) BRUSE SR 14 (0.2%) 7b=wab b, E
7o, BEEGENE, DR, REEn/ MR MEERER., M - SEES R USRI AR E
BEEZR® bz o7z, ARERARRRIIEESESR BEREEREZED) 28
CHEEHERE AT,

QEFXEEFE MR (ONO-4538-16/CA209214785R)

BFERBIIAR A VY L~ T 544/547 F1(99.5%) , A =F =7 B 532/535 $1](99.4%)
KEDLh, BRELOEREGHEETCEARAVWEEERIIAF+A Y AwTHE
509/547 ] (93.1%) . A=F =78 521/535 ] (97.4%) WD LNz, WThdhOHE
TIHERMN SHULDORIERRETED LB Thol,

#2 VDT ORETRIBRS 5% LOBIER

,h % (%)
ﬁgﬁgﬁﬁ FA A Y hv TR A=F=T R
(MedDRA/T ver.20.0) 547 91 l 535 41
o 4 Grade  Grade 3-4 Grade 5 4 Grade  Grade 3.4 Grade 5
£EIER 509(93.1) 250(457) O( 00) 521(974) 335(626) 2( 04)
(MBS EGY oSREE L 47¢ 86)  8(.L5) o 0000 183(342).  73(136) . 0. ..
=gl 34( 62) 2( 04) 0 83(155) 24( 4.5 0
B i ERkigb e 1( 02) 0 o 30( 56)  3( 0.6) 0
§FRERBDAE 3( 0.5) 1{ 02) 0 69(129) 32( 60) 0
DbREAEE 2004 0 0 95(178) 25( 47) 0
PISHE 160(29.3). . 34(.62) 0. 180(262) . 1602 . . 0 .
BlEtETs 28( 51  11{ 20} ¢ 0 0 0
FLRRRSRE T S9(108)  2( 04) 0 12(2»n . 0 0
L PRISIRIETE 85(155) 2( 04 0 134(250) 1( 02 0
CENgmEE T T TR (5a8y AL TSy 0 430(804)  67(128) 0.
fEHE 38( 69  2( 04) 0 I8 1{ 0.2) ]
LREERRE ~ 9( 1.6) 0 0 30( 5.6 0 0
LEiE 35( 64) 0 0 39( 7.3) 0 0
FH 145(265)  2i( 3.8 0 278(520) 28( 52) 0
MRS 31( 57 0 0 32( 6.0) 0 0
LR R C 15 27 0 0 96{ 17.9) 0 0
2l 3( 0.5) 0 0 27( 5.0) 0 0
B AR 6( LD 1( 02) 0 55(10.3) 0 0
El 169(19.9) 8( L5 0 202(37.8)  6( L1) 0
AP 23( 42) 0 0. 149(27.9)  14( 2.6) 0
. Jau s9(108) 4( om0 10206 10( 19 0
i,—h\,,é%ﬁﬁ%kitﬁ&@%fﬁwwﬁ 314518 33(80) 0 - CA156778) (140 o
4 72(132) B( 15) 0 911700 12( 2.2), 0
202(369) 23( 42) 0 264 (49.3)  49( 9.2) 0
FERED JEAE 13( 24 0 0 152(284) 14( 26) 0
AP 25( 46) 1( 02) 0 29( 54) 0 0
L BEm T 204 0 33( 62)  1(02) 0
RERE 210(384)  111(203). 0 224(419) 100187 . . 0 .
FIoVFPI)NF AT T —
0 60(11.0)  27( 4.9) 0 50( 93) 8( L% 0
T LT -—ERM TI(13.0)  31( 37 0 41( 1T 17( 32) 0

9



R %)

BERXGT FH+A Y Ae TR A=FoTHE
%ﬁfmm 20.0) 547 ) 335 A
ver--t: % Grade  Grade34  Grade5 % Gmde  Grade3-4  Grades
T TRANGRXVERT I FFVRT _
=F—¥RmN 58(10.6) 19( 3.5) 0 49( 92y  7( 13) 0
M s L7 F= 88 35( 64) 1( 02) 0 35( 65) 2( 04). 0
ifn, o R R kA i A= L 30 11{ 2.0) 0 0 0( 56) 0 0
Y 3—EHin 90(16.5) 56 (10.2) 0 58(10.8)  35( 6.5) 0
SRR 3( 0.5) 1( 02) 0 400 75 23( 4.3) 0
Jiil s 4( 0.7 1( 02 0 73(13.6) 36( 67 0
&R 18( 3.3) 0 ¢ 28( 52) 0 0
 BEmEE@sL o 6(LY) 0 0 4n( 75 n(21) 0
LM DUNREE 156(28.5) __48(_8.8) 0 197(36.8) . 33(.62) 0
& gk 28¢ 51 8{ 1% ] 10( 1.9 0 0
LOBERMOE o Ts(1m . 7(13) 0 133(249)  5( 09) 0
EREABLURSAMNE 0 1490212 14(.26) 0 121(226 5009 . . 0
B ©T6(13.9)  5( 0.9) 0 39( 1.3) 0 0
et 49( 9.0)  3( 0.5 0 26( 4.9 0 0
. Dk —— Ly 18 0 En 10y 0
CwRERERE T T136(249) 120y 0 283(473) T 1»H 0
ShERE (57 0 , 0 179(335) 1( 02 0
LB oo S3(.9T . 4(0m. 0 65(12D) 1( 02 0
PPRRR, HEMEBLOMMEE 107019.6) . 8(.L3) 0 145(27.0) _10( 19 .0
gk 45( 8.2) 0 0 31( 5.8 0 0
PR R 3 57 1( 02) 0 33( 62) 2( 04) 0
ML i 0 0 0 55(103)  3( 0.6) 0
Mg o %(Ss% (LY 0 0 0 0
ERELUETHSESE 289(528) 200 37 0 358(669) 5B(108) O
7 nd 40( 7.3) 0 0 46( 8.6) 0 0
BREE 0 0 0 20( 54) 0 0
FXE - RERFAETSERR 5( 09 0 0 231(432) 49( 52) ¢
2 5 154(282) 3( 0.5) 0 49( 92) ]
BB 118(21.6) 8( 1.5 0 67(12.5) o 0
BEREBIES 50( 91)  8( 1% 0 22( 41) 1( 0.2 0
ERER 2( 04) 0 0 27( 50 0 0
 wegs 06 0 0 43080) 0 0
OEEEE 37068 9(. .16 . 0 . 225(421)  87(163) 0
& E 12( 22)  4( 0.7) 0 216(404)  85(15.9) 0

2B, FHHA Y b7 BITBWT, WEREE 136 5 (24.9%) | FFEEGERE 98 4

(17.9%) . FIRIREEEREE 147 41 (26.9%) . BHREEE 46 1 (8.4%) . FIEMEMIE
B350 (6.4%) . KIBHK - EEOTFH 36 # (6.6%) . BEOREREE 2041 (3.7%) .
T RS 24 1 (44%) | BIBHEAEREE 32 41 (5.9%) . 1 BUBEIRA S 61 (0.9%) .
fES 78 (1.3%) . EREHEIE 1 4] (0.2%) . MHge - BERESS 2 B (0.4%) . infusion
reaction 22 A (4.0%) | 3 ¥ 5 BEZ% 2 5 (0.4%) . DEEZE 1B (0.2%) . 1548 2 51 (0.4%) .
FRECTRIARIE/ X A3 —102 1l (18.6%) , JFR 781 (1.3%) RUEIRMARIEREE 2 #i

(0.4%) PO b, Fie, SoEEIN/ MBI ESEITR R CRILERE R IO b
o t, AEWEARBRRIIBEES: REREEREELED) 28 0EMEREER
R '
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[H - BE]
FRIOBERBEYBEETAEZFALEZY I ab—va 2y, &5 3 mgke (B
- E) Xi1240 mg & 2 WEFRTRE L BRoRR O PREXRE S, €O
B AR 240 mg ZEES LEBORBEERER., AH 3 mgkg 285 LRORIER & ik
LTHEEEZFTETFRHSAEbO0, AARAABFICRWCEREEPHEESNLTWEH
% - BE (10mgks % 2 AFBETRE) THRIZHRE LBEORER & i L CEME
PR EFRIERE (TR), MAT, S#EOBBICBIT AT —XICE-IE, FF 3 mgkg
() XL 240 mg % 2 BB TRE LE-BOAROBRRE E FHEEIREME
OEELZRHNTARBRISTTIAMEESN, YEEEIZ SV TRFEBI TR,
FERORBE - AROB CHEMM R R SMICARRZR TRV TFRIShE, 72, B
HNaEREICRBIT AT —F I EIE&, A 3 mgkg it 240mg & A £V A=7 1 mgkg
% 3 AR THRES LBEOARIORERER L Rt L OBFEZRFT 2BRERIGET
ABBE S, YRV CREMThhERR, LROMAE - HEOMcRet
WHAREARZER IRV E FRISRE,
$£3 FHOEDRE NG A—H

}Eﬁiyi - BE Crnax Crind14 Cuvgdl4 Conaxss Crninss Cavg,ss
{ng/mL)} {ug/mL) {ug/ml) (pg/mL) (ug/mL) (ug/ml)
3 mgkg QW 51.6 16.6 243 113 62.1 77.6
(35.2,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
240 mg Q2W 72.7 23.5 34.1 159 878 109
(51.1,103) | (15.2,34.6) | (25.1,47.8) | (102,254) | (415,158} | (62.1,187)
191 61.3 90.8 398 217 278
10mghkg Q2W | 1477510y | (51.2,792) | (790, 114) | (331,532) | (184,313) | (237,386)

FRIE (5%, 95%8), QW : AR, Coax : MIER S HOBMMTE TRE, Crnaa : FIEHREH14
A BB ARELEFRE, Cogus: PIEREHE140 B E COFEHMBEPRE, Coms 1 EFREIZS
FABEFEOERRE. Cuns 1 ERREBICET 5REOEPRE, Cops : EFRBIZET 2FEHMEF

i 3: 4
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4, HWRRIZOWNWT

(LSRR IRR DORBTBRA R UIEEME O SHRE A CER T3 RE I, &R
Sl LTHARERE (&FHRE) MREOhTWAZ b, YERERBDICE
BTEDMBRTHHLERDD, €OLT, BERY A7 EHEEHE (RMP) tEOX,
FHIDEEDZSIEERFD~OB AN H DR CTh- T, FAORENERA
HEZH -FEL, AHORESC IV EERAERAZRER LLBOEHR T2 Z L BLE
iR, LTOO~@0FT RTEHMIETIRRICBWTHERTRETH D,

@ KRRz T

D1 FiED (1) ~ 6) OWTFRLEETI/ERTHBZ L,

(1) EASHBRKENBET 52 ALROEEILARS BREF RS A ZROERILAL.
HISRAS A BB RIS AL A2, MRS AR R &) (AR 30 424 A 1 ARFR : 437
HiE%)

(2) 45TERRERRT (ERZ294-6 A 1 BIRRA @ 85 MEER)

(3) FEFFIRAMERBET S NARERKELRERR (BASRESIEERER,. BARRESE
| BAFRE. 2B ABFCENSHEERR: &)

4) SSE(CEEFIREERBE L., S EmE 1 TITAASRACEFRENG 2 O faR Ly
WWRBBHEIToTWARER (FRL284E 7 A 1 BRERR « 2540 Higk) -

(5) MEBHEIEEROSEEMBE O EAEITBRIBHET > CWBHER (ERE 28 € 7
B 1 BB ; 1290 HEFR)

D2 BHEEOLERER CRERARBARONISIC a2 EBREFOEM (F
FOVWTIMNTHKY T BEM) 2, YMRRAOAFICET B IGROBESE & LTRE
EhTnwaz &, '

=

o EMMBRHFMER 2 FONMMELRT LI 5 LU EOBRAREOIBKIESL
TFoTWdIZ L, 5bH, 24EL EiE. BRARYEEY T E LEBRRESZOMEL
fToTWBIZ L,

o EMAFTFEREE 2 ﬁ@@]ﬁﬁﬁﬂx%%_f Liclz 4 L L OWRBE FE O EEKRHE
EI{ToTEY, 2b, 24ELL R, BHUIEE OB AEMIIEE B 100 ATRIROERK
MHEZIT-TWAZ L&,

@ BRERNOEELEREROEHITONT

EELEREEBICHEETIEEENEB S, MROENLOFRED, Aok &
2HEmENFROTBE VEMSICIH 2 FRIEER, FFLBRBE LLBEORSE
EF, EREPLPIITON A FHRESTHAH I L,
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@ BHER~ORRRIZ VT
@-1 MR R T 5 Bk

RSO EE R BIEAARA LBIC, 24 BEDREHOT, YMHRY
FESERRIC I T, BB L BWER IS U ABREER U CT £0B|/ER GEAICY
ERREOERENY BFIE b, EbICAS TR AR - TnE T X,

@2 ERNEEERC L 5AFFRNLICET 2B

M ABIRIC D A PR R O R T A BRI EES BB e =X ) v Y
EEDIEEROAY ) —= T RITWERE LIFHRE LG TE 5 F— AERAH %
HEanTnWa e, 2B, BHEERIICOWT, BABRE L FORERIHIIARENT
WAk,

@-3 BlI{ER OB RSB LT _

BIER (MEMEMERICNZ., EEFEHE. LK. B, BEGRAE. KigK.
EEOTH., | BEERE, RS, PRIBEERS., WiRES, BRE (Fra-
RAEREES AL Et), HIBES. M. EEOKEES. FIROLEERE, infusion
reaction, S tEdl/ MR HEREER (TP)  IMEORERIG. BIsREE, DEEE (L
EARE) - AR - DEEHSEEES) . BOEELS) IR LT, MR UTIEREER
BEOHEMMERE T 5EM LEE L RUEAOZE-CHISIZEA L THRERVEE LR
bNAEFIZHHZ L), EbICENBRABNRTE 2FHBIESTNWD I E,
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5. REMHRLEROBE
(F2hiEiz B 2 51E]
O TEOBHFICBWIHFROFEESRILSH TS,

» MEFHEREERE2ETOIRERBER (TX =7, A=F=7, Y77
== ATR=TE) BT RERE S T S IRIGHIBRR RSB
Frifa A (AR E)

o {BFEFRHERIGEOAIMDC U A 7 53RN Intermediate X ik Poor U A 7 B0 DiRTAE)
PR IIEREOBHIEES (Y a7 L ofRES)

@ TREZEYTHIEEHTIFHORERCERFEIZSWTIE, AR OFEME
B SNTBLT, FAORENZ LR,
o (EFRERBRBERCYA A VRAOHOERELET 2 BEITAHT
D AH| EM RS,
«  INERAEBIRIE.

D Eps RS IHERER (ONO-4538-16/CA209214 RER) 2B 0T, BUTOO~@0 W FhIZh % L
2RV BB Favorable U A2, 1 X3 2 H B 27 TSI Intermediate Y 27, 3EHBLEL E&7=
BEITiE Poor V A7 L ERT, (6 ~— &)

TR L ZETE N TH L ERAFRBROMIESBITIT = ¢ 1 55
Kamnofsky —R:IRHE 80967574

~EBS B AR EIEETIRRR

WEE O D LMEDR 10 mgldl 2IBZ 3
FRERE S ETEE LR B XD

MRS RIEE EBE2EL 5

CISRCY SRS

14



[Zetic 7 53EH]

(D T'ELE%%?‘ZD%%‘P_OWT@:122!{%”03&"—5—755»—@& ENTNWB I Ehb, BE21T

bipnz b,

© FAOMS IS LIBEEDSEEEDCH 5 BE

© JEREATOIEICH Y T T RICERYS T 2 BBV T, AFIOR SRS hzn
B, MOBEFRIRESL2WEEICRY, BEKFRZERTIZLE2ERTE S,

o [BEMRERBOSH IO H S BE
o MEGRE CERER 2RO 5 BE R OTEEME O BUR SRR IR O Rt b &
DR E R B bR S BE
«  BEfRERBDOEH. Rﬁ@&%&%b<m%%ﬁmaaﬁrﬁﬁo%ﬁﬁo

HHBE

. W%@ﬁ@iﬁﬂ%%ﬁ@ﬁ@%ﬁb)@&éﬁ%
. Karnofsky Performance Status 70%75# =2 DBE

2 Kamofsky Performance Status (PS)

Score

ES

.—LE"I%J' oﬁ@lﬁs qﬁau 4#5” fﬁ%ﬁgﬁgﬂ‘gf\; % \n

100

EH, RRIZHTREOFRLN RV, BEERE
L

20

BOEBERERES 525, IERTEEE -

80

e Y BRI H B8, BH L CER OED T

BT AHZ LT, BETERTET. F
BIFELALEANRERIZLIE LD THS,
BaRBECMELELT S,

70

BB E ok cE 34, EXORKE - H§T 5
z LiXA W

60

HACBERILITEDN, L EENBPBLE

50

RREELEE LI EBEE L UCENNLRERITANLE

HOEY DI L EEHTTERN, HRHBL
HFEROER L ASOBULLELT5, KA
PABCERT LTV 5 MRS 5.

40

Bii 9, EYRERES USRS E

30

2T T, AEBRLEEAERELEE-TAR
[P

20

FERICEE, ARBLECTRANZEBRERLE

10

FEMHE- TS

5E

15




6. BEKEBLTEETAZYIE

O WASCEZIME, BEEREEENEMLT 5 TS IC ES & R OB R UNEESS

OB RERERE S ICER L TR MERT S L,

@ MR AN D, BEXIIEOFRRICHDERVERIEEZ FARAL, AZ%2E
THLRETHIE,

® FREWEAD=HRIAL Mo T

BEMIERRD B DIE Z L RH B 0T, AFOREITHT Tk, BHE
W O(FRUREREE, Bogk, HBEE) OFESRERUNEE X RREOCERS, BBt 5o
AT Tk, Eie, LERZSUTCHLE CT. fif~—b —S0ORELERET S
Z &,

AEIOH|EIEE D infusion reaction 22 TRERIC+oRMISDOTE H1E
BEIT- - TR 2 Z &, £7. 2 B B BAEOARAIHR 55 infusion reaction
WHoEbdZbdd0T, AFREFRUEFFRERTRIZ AL F P
YERETHE, BEORBE+SICEE TSI L, M8, infusionreaction %
BELEBA I, R TOMERWERNERICEE T2 E AT - 0HE
THI L&,

FERBEAEIEER DL bbb 2 EXH DD T, AF O S th & U515
FILEHIEIC PR IREAERE (TSH. ERE T3, WHRE T4 S0RE) 2EMT5
Z&,

AFNOFGIZ LY, BEOCKRERGITRET D && X b dHka REBORHE
BHLbRDILENDHD, REFBOLONIEEICIE, R LEERIZE LR
HP ) e ik & R A R0 ERT & E s U CEEI SRR T ATV, REDORE
ISIZ & HRIERBREDN A BAITIE, AAOEREIPLE, RURIBRER
NEVRIOBREEEREETH L, 2B, BBEREFNVT OREICIVEHE
ROWEXIRD bNRWESICIE, BIRRERNVE - S OREmfkE 0B
bEET D,

REKRTH, BEM»LEYARB L THrLEERAXRRTAZ LA HEED
AR OB EHETHRIZHBIERADORBRITHSICEET S,

1 BUBEIRF (BUE | BIERB 2 &1e) Mo bbb, FRBES F 7 F—3 X
KEDZLPHHOT, A, B, IBHESFOEROREALMAEED HFic+
SEBTAIL, | HERBEEDNEGBESICESERIEL, 12X )
RoBSSOBENRAEEITH Z &

@ FAOERARIZBWT, 1t%ﬁ&%%ﬁ%ﬁ::ﬁﬁéh“aﬁlﬂ@'@m%%ﬁﬁém
B 1EMIZ S ERI L, (LERERBRBZICBIT 2/ ) A7 H#KETIX
BERBE»L 1EMIZ BRI (@E 12 BE%) CEIEOFMEIT- T
ek &2‘5%@_ FERE T EHMICERRE CHROMELITI 2 L,
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OB FRHEEN £ R A >
=RN=7 (BoFHEEZ)

GRAL : 47— R R 20 mg, 47 U — R SIS 100 mg, 47—
N RTEFHE 240 mg)

TR 2 9448 (T3 041 1A%
A



25/

XTI

FHIOFHE. VRS

B PR ANAR

ERIZDOWNT
BEXNR LI DBEE
BEELTEETRXEE

AN O

P2
P3
P4 -
P8
P10
P11



1. [T BT

EEROEDME - BRHEOREROEDIZE, RTXEBSCESOWEBEERERNRD
Bid, EbiC, FEORFEMOESRIC LY, FEERR R X OEFHRLITHRIERR
FEEMPEAKBENDPT, ThbOEERFEICKERBEICRMET D Z L ABRED
HEL o TEY BEMESEY & WEOEATH 2016 (TR 28 66 A 2 BRIRRE)
RN TH, EFMERSMEOEROREIEEZRI Z L Esh TS,

FRERBFERR L, BERERCEZ2M 7 7 7 A VBMFOERRB LA LNICA
RHBLEBHD, ZOH, FOERVCELMICETA2HERS+AEETIETOM.
WHERKLMOREZRZIIZEAWUFINIBEFENLCERTD L EbIT, BIE
ARRR LI HERNIGE & 52 LR — 0BG R T EFBE TER
THILREETHD,

LiedSoT, AHA RT4 Tk, BARERECIRETRELR TV IEFIEEN -
BENRHIZESE, UToERRLOER2ERE2HEET 2B AN OHERE M, 2
FRUBEFELTRT,

B, KA A KT A /i, MYTEEABRSEREFGSEE. ARHERIBEABRR
FRERIERYES, —AREEEN B ABERAR ES K U—REMEA B ARLIEFESOWHHO
b LR LT,

WBLEPEES 70— R AREE 20mg, A7 P — R ARHHE 100mg, A7
— R AT 240 mg (—FA =A< (BETAE#RZ))
HELRAPREUINE  BRIIMIBED T RK D% Y v 5E
HBLRARERCRE BE. AR =R A7 (EEFHEL) 2L T, 1H240mg
' % 2 AR CARSET 3,
LIRCN @ N 2 S B vt i




2. BRI, ERBAF

F 7 — R R E 20 mg.,  [F) A AT 100 mg &UH@%*’%& 240 mg (—H%4% :
R (BEFERL), BT, (A4 ik, MNEERIESERSHL AT VY IR
#H ETVA IV wL ¥ —X A7 AT (BMS) #) AP L~ b PD-1 (Programmed
cell death-1) 1235 b MU IgGd £/ 7 n—F A& TH S,

PD-1 1%, &M LY >8R (THIIR, BHREGTF2I0%5—THR) RUEF
BERAARICRELT 5 CD28 7 7 I U — (T Mja oiEH e 2 fiBhROIZIE L RICHIE+ 24
FH) CRTAZBEETH D, PD-1 [FFHIRTFMRICEER T 5 PD-1 U W K (PD-L1
EUPDL2) LA L, Vo BRiciiEs 7z LTV w8kt bikig %
RAICHREI LT3, PD-1 U AV FidbiRiEsaiUAIz e F ok 2 EEHBICRE
LTRY, BMRAERE D U LEFHERKIZITS PDL1 ORREFEOESF
M L oMz AOHBEBENH D Z L BBE SN TVWS (Cancer 2010; 116: 1757-66) ,
¥, B EAERSE TIRARRE TS ELY B v F—T =a i < (IFN-y)
2k - T PD-L1 OBENFEI N, BB LEEMRRICBITS PD-L1 OFRRLHFED
HAFEHE L OFICEDCREBEENH S & DHMEHH D (Sci Transl Med 2012; 28: 127-37)
X 5z, PD-L1 2 MAIRE S N AMIE, FUEMERA CDS Btk T MIROMILEE
EME 2 S5, i PDL1 HifAT PD-1 & PD-L1 L DESEIEETS LD
BEEEAEET S Z EBRINTND, EOZ L5 PD-1/PD-1 Y H 2 FEREIE, 5
AFERIUERREN: T MIfah o 0RBESRETABFEO—2 L LTELLR T
B

AR, FREHBEBROFREED b PD-1 ORI (PD-1 U F ¥ FESHEK) IS L.
PD-1 & PD-1 U H > FEDEAZMET - Lic LV, NAMBERN, T MIanE
PEAL R O AFRRIC RT3 2 AREEEE £ 0T 2 Z & CRENREENDR 2 =T
BB INTNS,

ZRBOMRM L, AFIEMEEIC T A HE R ERECR VB b0 L FSh,
HHARDF ) o ERELRRE LERRBR2 L, Fiit, TR UOEE
AR I,

AR DV 55 < BEORERISI L SBEHERZM b b bh, BEXECK
ELMEEMN DB, AROREFREESZITE. BEOBER T, RENE
B LRIEAICH, BB L SR U BN ek & R R B ER & il L Ol
BRERIBTEATV BECRERIIC & 5RIEMASEDI S BEITIL, BIBRE RN
F L HIOBR EEOED LB EIT 5 BERD B,



3. ERPRRGR
R UIERRE O IR VX ) A EORBEICFEMZ T - e 2 IRRARD
FRARE T

[Fzni]
© ENHEIHERE (ONO-4538-15 RER)
HEEMBMEBHEE T LY Fi<er RFNFy BEFREEZ) OT, [T
Y E 7)) CEREXIIAHBEOBR XSO RIF X Y L ERE
(ECOG Performance Status 0 U8 1) 17 & &Iz, F# 3 mg/ke & 2 AR CRE
#iE L, EEFAR ThB5EHE (@LET IWG criteria (2007) 123 < FRMEIZ X
% complete remission (LATF, [CRI) Xik partial remission (BAF, PRI} DFI&) iX
75.0% (95SWIEFEX : 47.6~92.7%) Thotr, 2, FENCHRE L7-MENE 200%T
Hoiz, -

@ #EAELFERER (CA209205 3R5) (Lancet Oncol 2016; 17: 1283-94)

B SE M MRBEETRIC 7 L oY ¥ o= I X AR T o BRI e
DEHIAFPF ) A ERE (=~ k B, ECOG Performance Status 0 Tt 1) 80 ]
BB, AH 3mgke % 2 BMMRCTABRELL, EEHIEE THLHENR (U
8T IWG criteria (2007) 1283 < PflEIC L5 CR XiXZ PR OEIE) 1% 66.3% (95%(5
KM : 54.8~764%) Thol, 72, FEICRE LB 200%TH -7,

(2]
@ ENEIHERER (ONO-4538-15 RER)
BHEERITEHNCHRD b, FH & ORRBREREE CTERVATFE L EHNRED
b, FHEEN %LU LOBMERRTRDOLBY Tholk.
# 1 HAER %I EOEHER (AT REm)

BERAN PIEL %)
AHIEE
LA 17 4
{MedDRA/T ver.18.1}
4 Grade Grade 3-4 Grade 5
2BHER 17(100.0)  2{11.8) 0
LS KRy SRR e e
& 1(5.9) 1(5.9) 0
o VesEEbE s,y 16 0
U dem S B 2 I
| HRBUSERIETE . L. 3y 0 0
PEMemEE N
g ) 1(5.9) 0 0
B 1(5.9) 0 0
T 1(5.9) 0 0
B 1(5.9) 0 0



BRI Mf:ﬁf;/;)
sty
1751

(MedDRA/J ver.18.1)
. 4 Grade Grade 3-4 Grade 5
TR SREERLUREREORE :
= 2(11.8)
BB RS 1(59)
B 2(11.8)
A 7(412) .
. USRI 1 ) S S
BRESLUFERE 000 o ,
ch 3% 1(5.5)
R MBS 0 R
B, TES LUCREATHE e e e et e o+ e
CCVENCHEORE 159 0 o
DRBRGREE : :
FrgREiR TR 159
MRS 1(5.9)
RN 1659
BmREE> 169
RIS RUGEMIRIE e
A U o A 1(5.9) 0 0
& b D v AMAE 159 1(5.9) 0
L CBARESE XG0 0
ERERBLUREHMBER
5t 1(5.9) 0 0
bt 1(5.9) 0 0
BB sy 00
PR R o : o
2D E N _ 139 0 0
1 1(5.9) 0 0
RS —mf— ey e
PRURER, M¥RES X UMM e .
R R AR 1659 1(5.9)
EEEostE e 0
VRSB R UBUFRBIEE e e e
JilEct 159
od; -3 159
¥ 250 Pl ' 1(5.9)
% 5 EEiE 5(29.4)
i 4(23.5)

coooo
cooc oo

(=]
o

cooo

‘oo

oo o oo
===

e, MEMERGRE 16 (5.9%) . BEUHRMRIE/ < A 3F—2 B (11.8%) . K% -
EEOTH | H (5.9%) . IFH#EREE 1 6] (5.9%) . BFRIMEERESE 3 6 (17.6%) .
PREE I F (17.6%) KU infusion reaction 1 il (5.9%) RBHShir, Fir, HEM
EAE, DS, R, | BIERA, R/ MEBMESREER. IT4R. BRRERE,
BIEEE, MMk - $EEAR, BEEOKREES, HIRLRERE, TREBEES, Bk
VR EIERITRD bR o, FRIEARRRRIIEEFR RKREERELE
) BADEREELTRT, | '

@ ¥EHFE DFEFER (CA209205 HER)
HEFSIT 238243 B (97.9%) WBH b, FHl: OERBENEETERVAE
BRI 185243 #il (76.1%) XD b, BIRENR SULLLOBHERITROLBY T

5



HoTo,

#2 HBRP 5% EOBIER (All Treated Subjects)

. s (%)
BRERXSER e

AR
{MedDRA/I ver.18.1) 243 51
£ Grade Grade 3-4 Grade §
LRIER 185(76.1)  48(19.8) 0
(MiEE LO Y REE ; L : -
COBEWEREPIE
(SRR '

..6.(2:.5)'.”'0”

[y 14 (5.8) 2(0.8) 0
Tl 34 (14.0) 2(0.8) 0
B 24 (9.9) 0 0
o B e oo JOCTBY 104 0
- RAREBLUREIMIOWRE | -
b4 50 (20.6) 2 (0.8) 0
BB 218y 0 0
. RBRIORREHHE o
CCEARMIERE .. 33088 104
CRRERAREL e e et i
PI=yFPI) SR T S 13 (5.3) 7.(2.9) 0
FARGHEVBT I/ A7 = 5—EHN 14 (5.8) 5(2.1) 0
Y —E 14 (5.8) 9(3.7) 0o
R R L M GHRE o  En
 pamEnE 19 (7.8) 0
i e N U U

RIE 28 (11.5) 2(0.8) 0

28, FEMMERS 156 (62%) . MEHRAE/I A1 F—19 6 (7.8%) . KB
% -BEOTH6H (25%) . B’Fﬁéﬁélﬁﬁ% 225 (9.1%) . & 58 (2.1%) . FIRIR
BEREE 28 ] (11.5%) | #EREE 404 (16.5%) , FHAERE 4 41 (1.6%) . Bzt -
BEREZ 1 B (04%) , EEORBEE 36 (12%) . BIROALZERE 1 # (04%) |
infusion reaction 38 i (15.6%) . HEZ 2 # (0.8%) RURE SRS 26 (0.8%) 2R
bie, ki, BEEGENE, OFFR, K, | BERRB. Skl MRS EEBR
BIEEER O TERAEEESIIRD bhihots, ABERRIRIIEBEES (BRE
BEEREEZED) 2EUEHERETT,



[H - FHE]
AHORHEMEDERBRETSAZFBLEY I 2 b—a it & ¥, &K 3 mgkeg (&
H) X240 mg # 2 BEME TRE LEBROoFF o MFFRESRF SNE, Z0O/#
R, FH 240 mg #HE LIZROBRBERIL. FF 3 mgkg 5 LmROBRFER & LB
LTREZTRTETFRIShZb00, BARABECENTEFESHBEIATVWEA
- AR (10mgkg % 2 BRMRTRE) THAAZERE LZBEORER & Lt L CERE
ERTEFRSNE (FR) M2 T BROBECRSIT 57— 2 ILE-S3&, 4543 mg/kg
(FE) it 240 mg & 2 BREIER CHRE LZBOARROBRER L §8M X iek
OEEZRFTIRERISETABBES L, HEZEEICOWTREBSfTTb R,
LREOMAE - AEOM CHAMER LI ERZZRR RV ETFRIZ L,
£3 FHAORGREAT A —F

Fﬁ ?% . fﬁ ﬁ Crnax Crindl4 Cavng Cmax,ss Cmi.n,s Cuvg,ss
{pg/mL} {pg/mL) (ng/mL) {pg/mL) (pg/mL) {pg/mL}
516 16.6 24.3 113 62.1 77.6
3Imgkg Q2W | (350 70.8) | (107,245 | (17.1,33.9) | (5.0,171) | (@7.1,10m | (421, 127)
—— 727 235 34.1 159 878 ~ 109
mg (51.1,103) | (152.34.6) | (251,47.8) | (102, 254) | (415, 158) | (62.1, 187)
191 613 50,8 398 217 278
Wmgke Q2W | (147 910) | (512,702) | (79.0,114) [ (331,532) | (184,313) | (237,386)

PRI (5%,95%R) . Q2W : 2ERIMIFR. Crma : FIEHR FEOFERMBETIRE, Conas : FIER G514
B Ricisi} 6%’[&.@.??*5&;\ Cavgdl4 : @J@jﬁ'-@-ﬁ% 148 H i'@@gﬁﬁﬂlﬁlﬁq’fkﬁ‘ Cronxss @ ﬁ:’ﬁ’ﬁﬁ@ﬁ:ﬁ
S REME P BRE, Crinss 1 ERRBIIBT 2 BEMEPRE, Cups 1 BHRBIZET 2 EH 0T

|



4, HHERIZOUWT

BALMEL UCH RGNS (SR SBEbRTVS 2 Ehb, NkHE s
B TE MR THAUERD B, 0O LT, FHORERENRBE LB - 1§
EL. AHOBEICE Y EEREWERZ RRA LIRSSt 5 2 & SBERD, T
DO~@OFT TR THRICBOCTEAT 52 Th 5,

O MgizonT

@1 FED (1) ~ (5) OVWTFRACHETIHRTHDZ L,

(1) EAEFBREREET B8 ABRESILSFERS GREMT RS A S REREIL R,
Hirkel A3 A RS BB HE L SRR . HBIR S AR R &) (AR 304E 4 A 1 BN 1 437
MR

(2) ¥TEHRERRT (FEL 2946 A 1 BIA « 85 TERR)

() #FHEMFRMERIBET 2P ABREERE (ﬁwﬂﬁﬁ}%h%{‘ BE, AARBTGEE
WohRRR, SABFREEHEERIER &) .

4) HR{EEREZLREL. ﬂﬂé’“ﬁ%ﬁﬁiﬂﬂﬁlxﬁﬂ%’ft%ﬁﬂ%ﬂﬂﬁ2®ﬁﬁ R UE
ZRBBREIT o TWAHER (FER284F 78 1 BERK : 2540 HEiR)

(5) MEAEEALFEEMEORRERIHRIBHE T T E MR (Fk 28 £ 7
A 1 HEE ;1290 HER) |

D2 HHHHUF LY L EOCERE R CBIE R BT O o o 4> 72 ik & i
Ba RN (FROVPRICKYST 5 E 2, SHDHAOARICET 51850
BEZL LTERBINATWE DL,

*

o EMAHFTREER 2 EOMBEERKT LRz 5§ EU EOBAREOBRKIES
ToTnBIZ &, 96, 2FEL R, PAFEYFEEZ L LREREZFZOES:
fToTWnAZ L,

o EMARHFEREE 2 E0PNBMIFEERET LRI 4 £ LOBREKRREFELTNS
e, 9h, 3ELU R, EMmEFEEMIER O R A R SRR LEFEOME
EiTFoTWBZ L,

@ BRANDERMFREEOERIZONT

EXELFRERICHEF T IHEESEE s h, HESCENCOFRED, FME - K
SHSEFHEROFHR OEMFICST 5 H8REE, FEFRIARE LTQ%AUﬁEﬂz
EE, ERESHTITONLFHBES-TVEZ L,




@ BER~OH BRIz T
@1 MR EHIZ B A B

MEMRMRBEOESRRERBRE LeBRIC, 24 RRBZHREHOT, MkiERY
EERRIC VLT, BRULZBERCIE U TAREEE WV CT Z0RIER OB %
ERREOHENRL BFICELN., EbiCRRAEREHRNEsTNE I L,

@-2 EFRMEERICLAAEESNGICHETAEY

BABRCED 2EMN2MREUERE2E T EREFEBRIERE=2V 7
EEDIERORAZ Y —=v V2T 0ERE L FRERA TE D F — LAEREHHFE
BERTWBZ &, B, BEEEIZOVWT, BABELZOFEERICHHEMShT
WAz &,

®-3 BHER ORHr-oxtiticB LT
BIfER (MEMEMERICML, EEMERE, LR, fik, HEERARE,. KiK.

BEOTH., | BUBERM, IFHEEEE, FRIREREES, mEEE. BEE (Bre-
RMEREEBTRE ST, BIBESE., ML, BEOKEREE. HIRMRZERIE, infusion
reaction, SR/ IMEEADHEEEEE (ITP) . BE ORKERIL, B REME, LEESE (O
EAREh - AR - DEMEDISANEES) . WmnEE ) T LT, SRR L MR R
BRAOEMEZF T HERM & ESE L RBEROZI-LHSCE L THBERUIEZ 2
BNAEBIZHDZ L), EHiCEZABENRTXIEHINESTVWEZ L,



. 5. BENRERDLBE ‘
(A% BT 52 BIH] ¢
O BFEOLHMRBERETT VY F i< STl A TAE OB X I EES
OEMEYE VF ) AERE BV THAROFIERT ST S,

@ "F‘EL..:/é’uTZ’a%%‘kﬂﬂ‘éﬂiﬁﬂ@&“iiﬁvﬁﬁﬁ&hob\'Ci AHN DA
RS ENTRL T, AROBENG LR B2,
o ARPRESRIBROBRE
«  fHOTEMEEER L HALTREShOBE

[ZetEicBEd 5 FIE]

O TRk %‘:‘3‘6%%Lob\ﬂiﬁ%ﬂ@%‘ziiﬁxmu& ERTHBZ L, BEELT
hinz &,
o FAORESCH LIBBUEOBEREOH 2 BE

@ BEHMOFMIIBWTTRICKRYT2HRFITOWTH, AFloREF#HE IR
M, MOBFBREERRVESITRY . BECSHLERTIZ L 2BETE 3,
 FMEMMRBOSHXIIBHEDH S BE
»  REERRE CHEER 2R 5 AE R UEBIME O B R A2 -0 Bt i 2%
LD RIERELR A LN D BE

+  HOEABEEBOADE XITBEALE L REEED B BREEROEERD
HHBHE

. BEBHEE GELSEEBEER ST 0h5 A%

s ECOG Performance Status 3-4 ‘=0 @B |

() ECOG O Performance Stats (PS)

Score ER

0 | 21 EmERl BMCE 5, SmiiL AT A BEENBIER T 5.

| PIREIZ I L EBNIHIRR S B 33, SMTAIEET, BIERRE- TORERTS 2B T3,
B : BVERE, WEEE

5 SITARCHSOEOEY O &3 2 THEFIERRTE R, BP0 50%LL EiZ=y FA-RT
| 7 .

3 B BHOFORID DI E LhTERN, BRO 50% L3~y FifF i,

4 | &2<BIky, BROHFOEY O LEE TERY, BRIy FAHFTBIT,

10




6. REBRLTHET~&¥H

Q BAXHFEZITMZ, SLERFTERBRET 2 BRSICE S & AR OFHER USEIERE
HOEDITUHERMERET THICBR L ThEERTIZ &,

BRBRIMRICEN D, BEXITZTORKRICEMERVEREZHSUB L. AEE2E
TheZETBHIE,

FEREHERO=R T X Mz T

@

©)

MEMMEARD bbb Z ¢BHBOT, KROKREICH > Tk, BEE
® (FRREEE, Wk, BIE) OEERUISH X BREOERSE, HEx+5o
WATH Z L, Eie, BHEDGECTEE CT. E~—h —F0RELERTD
e,

AF|OF 5IIEFE D infusion reaction 12X TRAMIC+LRMGOTE D%
& Tok L THtAT 5 Z &, F7-.2 BB LA OARFR 5-F-51Z infusion reaction
BHobid L bhd0 T, ARREPTRORERERT HIZ/ A F A
YEPETSE, BEORERTSICHETHZ &, 428, infusionreaction %
%ﬁbt%Akm'ﬁfﬁﬁﬁ&Urﬁ#mék@ﬁTéiT%%%+\ﬁﬁ
THL &,

FOREISIRE N S b b Z L B H 2 0T, AFOR 5B AT R UG- 1R
FILERRYIC AR IRbEREtREE (TSH., EHE T3, J5BE T4 So0RIE) #FEMT5
ek,

AEORECEY ., BEOCKERISICEET 2 L &2 bdHke REBORE
BHobhaZ eRHD, BEBRED R, RRELEERTE LR
B 22 ek & R F O EAD & EE U CETR BRI 1TV, BEORE
IS K 2BMERAREON D ERICIE, FAIOKREX TP, RUBIBRES
NEVRIDOREEEERTH L, B, BITREFNVEOREICTLVEIE
ROYENRRD LHRWGEITIT, BT RE RV LS ORI A 0B
LEETHZE,

BERTH#., BOEM» B8N A ﬁ%@ LTHhGEHERARBERTH LB D D

AR OB ERTRICHAWERORR T +HHICEET B Z L,

1 BERA (BUE 1 BERBRE D) bbb, BERAES P73V F—3 2
KELZZEDRHBOT, AR, Bl BHEOEROFBRESLEED LRI
SEBETAZE, 1 HERFARSEDLDNIZEEICEREEPLEL, F 2R VH
ROBEZEOBEIRLEEZITI Z &,

ARNOBEKRARIZBNT, E5HE»S 6 VAL S BRI &z, U,
BERE»H 1ERME TR 2BER S L ICEOMEOHEMET> TWel L 25 EIT,
AF B 5. R EHRICERRE CHROTEREITIZ L,

11






RBERMEET A KT A
=RNeT (BRETFHEEZ)

(RF4 : 7P —RERHE 20 mg, 7V —RERBE 100 mg, F7P—
R RTEERE 240 mg)

F2 9F9H (CFm3 041 1 HKED)
EA T BE



H&

I3 LB

AEIORE. 1ERBF

R PR AR

HEER =2\ T -
"ERBLIRDBE
BEIIBRLTEERETNEHE

AN

P2
P3
P4
P7
P9
P10



1, BB

- EEROFME - REWOHROIDHIZIE, BAXEFTESWEERERBRD
bind, E5I1Z, IHEORFEEOESRICL Y, HEERRZ ¥ OESHREFIRERS
FEELPEZBENEPC, TROOEEMEFRICNIEARBEICRET D 2 L BEED
BREL o TRV REMEGEY » SEDHEATE 2016 (ERL 28 4 6 A 2 B BIFRE)
RBBWTH, EFHERSEOHEAOREMEELZRSZ L LENTVS,

PRERARTEERRR, BERERPREN T 0 7 A AREFOERML AL MR
RBEZERDHD, 0D, R VESEIETAERE - ERT 5 E TOM.
UHEERLOBEZBZTIZIEXHFc3BHFTH L THERT L L bIZ. BUE
FARBRRELUEBRICHNERRIGE LD WAL —EOBG 2T ERBE CHER
THZENEETHB,

LiedioT, KA FFA 2 Cit, BREBESINETEBONTHEERESEY -
BRI ESE, UTOEXRRORBEREAZHETIHANDLEREY, B2
FEOCEEREZTT, ‘

B, BAHA FF7 A, MITEGEA B RS EFRSIESEE, ASHAEARAR
WREIEEYES, —HHEA A ARBREARESRC—BEREABRAREBES OB HO
t EER L.

R ERBERR 7O R EBERE 20mg, A7 V—RATEFRE 100mg, 7Y
— R EFERE 240 mg (—ft% - =R =7 (BEFHIRL))

M ERBHEIINE « BAALEFER HEE L AR R ET - BROBEE

WL RAMERUAR - B, BACR=EA AT BEFHREL) LT, 1E240mg
& 2 EENRCAEEET 5,

PR F ¥ A IFERTERRSH




2. AH|OWEH. ERBF

7Y — R REFHE 20 mg, RATEHE 100 mg R ORAFHHE 240 mg (—fdh : =
Anw7 (BEFEBL) ., BUTF. TR &, MEFERTERNESH L AL Ly 7 X
HETVX v ¥ —X X7 A7 (BMS) #) #B% LIt k PD-1 (Programmed
cell death-1) 2% § 5t I 1gG4 & ) 7 u—FVRETH S,

PD-1 &, AL LY 238k (T HIBE, BHIRREOTF 27437 —THilR) BRUE
BERAMIRIC IR 5 CD28 7 7 3 U — (T MIROEM L ZMBIMICIE L RICHET 24
FH#) WBRTHZEETHD, PD-1 ITHFETMIRICHEE TS PD-1 Y F > F (PD-LI
EOPD-L2) &AL, V7 SBRICHIRIME S 7N B EE L TV R BROfEHIRER %
ARE LT3, PD-1 V Ay FEIHERTFHRELIMI e b Off 4 2 IEBHEEIC TR
LThY, BEYBAERE» OO LULERERICKITS PD-L1 ORRELIFEROET
i & B AOIHEBIBERA H 5 Z L BE S TWS (Cancer 2010; 116: 1757-66),
¥, BENRAMAE CIHERRE THRAEET RS ¥ —T7 21 < (IFNy)
2k oT PD-L1 OREAFHE S, BB L-IEBEMSIT1T 3 PD-L1 ORE L HED
ATEHM & OB IEDRBEREENH D E OME L H D (SciTransl Med 2012; 28: 127-37),
& 5T, PD-L1 Z3AHIZBEHE S-S AN, FURESRA CDS B T MiRoMiRES
EHEFHB S A, B PDL1 HifkT PD-1 & PD-L1 & DS EBETS L FOME
BEEEEREET D ZEBTINTWD, O L35 PD-1/PD-1 U F ¥ FERIE, 2
AABRRASHURAR A 22 T AR D OHBEZEMTAMFO—2L LTHE LT
B, '

A, SEERBR O R b PD-1 OFBRSHEI (PD-1 U H Y FREA TR IS L,
PD-1 & PD-1 VAV RFEDOREAZFRETIZ LIZL Y, BARRSERNZ T MIRORE
FEAL R O AR B MBI B IS 2 83 5 = L TR A FIBE MR &R
IEDNEBRBENTNS,

ZHHOHMRENS, AFIXEMEIERIC T 2 AR EC 2 B2 b0 L HiFEh,
TWBE TR L LERRBREEM L, A5, REERUBEESER ST,

FEIDIERBFICESBEOCRERIGIZ L SBWERSEN & bbh, BEEXITIETI
ELWREND S, FROREPRUCRERITIT, BEOBRBREL LTV, ZREFR
B HNTHFEITIE, BER LCFRICS U EMR2 a0 L BB L FFoERD &8 Ui
D@ TV, BECRERISIC X SRWERBRPN SHEICIL, BIBEESRN
EURIOBREEDBEERLE AT O BERDH D, '



3. BREREUMR .
BAACERERICEE LR RBRARE BT - BROBBOARICEMET -
FEirBERBOREE T,

(& %h:] :
ERLRFIAERR (ONO-4538-1280ER)

20l LD EERIERE % A 3 DT ERE I AR XA OGO iE R ET - B3R
O BRI AN TEAEE (B0 PLREETEATL Y EFS5cmB IR 2 iR
#E) BE49P) (AARANBE2260 25T, AAFEZH. 77 v RF16360) ZxRIiC,
T ERENRE UTHRAS mghkeZ 2 @RBRBTRAEHE L L E0FPERVES
PEERE Lz, EEFIEE CHAI2ETFHM (PR [95%EEKHE] ) 1. 550
T5.26 [4.60~6.37] B A, 7T ET4.14 [3.42~4.86] A THY, FFIZXF TR
Wt LRSI BREREER Lz (0 — FLER0.63 [95%EHEKM : 0.51~0.78] .
p<0.0001 [BRllog-rank #RE] ) .

1.0 =

0.8-

0.7

0.6

0.5

HETFE

0.4
0.3 S

0.2+

0.1 1 % -

T
]

0.0+

T T T 1 T T T T 7 T T T

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

at risk # HFEFEMORD
AKIEE 330 275 192 141 94 56 38 19 10 5 3 0
TS5EAEE 163 121 82 53 32 16 10 4 3 3 1 0



[Zz4ait]

OERNENFHRR (ONO-4538-12 3ER)

AEERITAKEE 300/330 41 (90.9%) . 7°7 EREE 135/161 Bl (83.9%) ICREH B,
THERE L DRRBANEE TE RVWEEFEIIAAITE 141/330 #1 @27%) , 77 &R
B 43/161 i (26.7%) RO NIz, WINDPDETRERED Sl EOBHERIL TR
DEEY Thol,

=1 uﬁnmmﬁ*@%ﬁ%ﬁ 5oL EoRIER

e FE (%) :
BRI e ST
(ModDRA/T ver.19.0) 330 £ 161 5
: o 4> Grade Grade3-4  Grade 5 4 Grade Grade3-4  Grade$
£RIfER ‘ (;;“7) 30 103 40D 43067 7@y 202
3fsﬂggﬁﬁé?fWZWQJLQQWQ;N;_QQ;“.”j;;ﬂ;::;mugﬁmuLMHJm;WW;i;;;;W;m;Wm;;w;n“;“;"”Nmqf”“}Vi;ﬁ,,:wu,m, e
i .23 (700 2 (06) 6 34®» 0 0
S SHEES FOREEE D
DRI T e R
EE 185 26 0 966 2002 0
* 5 EEE 30 (9.1) 0 0 9 (5.6) 0 . 0
5 19 (5.8} 0 c 5 (3.1) 0 0

B ARIBZ RO TR E R R 7 5] (2.1%) BREGHBREE/ I A /35—9 ﬁll'(z.'/%) .
KIS - MEDOTH 4 1 (1.2%) . 1 BEFERF 3 61 (0.9%) . FFHRREEE 18 1 (5.5%) .
BF4e 1 1 (0.3%) . BRIBHEEAEREE 13 4] (3.9%) . MEREEE 104 (3.0%) . EMRErE
=14 (0.3%) . FEREHEERS 1§ (0.3%) . FFiRMOARZERE 1 6] (0.3%) B infusion
reaction 1 ] (0.3%) AW b, T, EEMFESE. Ok, R, REML/ MR
B MESEBER, BIBHESE, EEOREES, Mk - MER, BRROEL S BRI
biizinole, AEWEARRKRIHESES (AREERELEY) LELEMER
2T,



[ - AE] |
AHOBERAFYEREANLZFALEVI 2 L—a it kb, &3 megkg (&

) Xid240 mg % 2 BREIRRCERE LEEORF omFHRES RN SN, O
B, KA 240 mg 2R E L -BEOREREL, F5 3 mgkg 2 RE L2 ROBRER & i
LTREZTRTETFRHIENZHLOO, BEAABEFCBWTAEFESHR SN TS A
- AR (10mgke % 2 BRBBTRE) TAFEZRE LUEZEORER & B L TEHE
FRTEFRIEN (THR), M T, EROBEICE T 7 —F I EI%, A7 3 mgkg
(fRE) XiZ240 mg % 2 BREIMBTRE LEBOARORER L S iTTemk s
OREZ BT ABRBRIGET ABBEI N, HZEEC W TRFPMThvEER.
LFEORE - HEOR CHOMLR ESEIZAMRAERII VW ETFRIE I,
#£2 FAOKBEENT A

)EEHE . Fﬁi Crmax Cmind14 Cnvgdld me,ss Cm‘m,ss Cnvg,ss
{ng/mL) {pg/mL) (ug/mL) {pg/mL) (ug/mL) {pg/mL)

3 me/kg Q2W 51.6 16.6 24.3 113 62.1 77.6
(35.2,70.8) | (10.7,24.5) | {17.1,33.9) | (75.0,171) | (27.1,107) | (42.1, 127)

240 mg Q2W 72.7 233 34,1 159 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
10 mg/kg Q2W {147,219) | (51.2,79.2) | (79.0,114) | (331,532) (184, 313) (237, 386)

POLE (5%, 95%8) . Q2W : 23K, Cmx: FIEREHROBESLEPBRE, Cuws: VIERSHEL4
B Bizisi? 5 EEMEPRE. Cugns: FIEHREZ148 B X TOEHMIFHEE, Cuuxs : EFRIERS
U BREMETIRE, Cuinss : EHRBIZBIT3RELIFEPRE. Cops : EFREICH T3 EH0LEF

HREE



4, HERRIZOWT

EIEG V A 7 BEHE RMP) 2ES5% | &K 0 EERZLEERZEI~D W 77 #iH
BHHMEHRTH-oT, FHOREVETD/RBEELBE - HEL, FRAOKRSICLVESE
REMERZ#FA LIBT3 2 L BUERED, UTOO~@0 T T2
RIZBWTERTARETH D,

@ MO T

D1 FiEo (1) ~ (5) OWThhRENTHRRTHIZ &,

(1) EAEFHRESEET 525D FOERILATIS ERERTIR A D FOESE I SR,
HigE AR ARSI AR, MUSS A B HEREE e &) (TR 30454 A 1 BIFA - 437

- hEER)

() #EtseEmbe (B 294 6 A 1 HHEA : 85 Migk)

(3) FEFRAMBIIRET HNBARFEERE (B ABRERSREERRE, 7 ABEES
W%, BABRREREHBERRR 2)

(4) ShRAVEREE R FRE L, S k{b3REME 1 I b FFaEME 2 ok

C RFEAEHEToTWAHER (ERK284E7 A 1 BIFAR : 2540 HEER)

(5) MEMBEALFSTHRNEORBREEIMRIBHEIToTWDBHER (K 28 £ 7
A1 HBEEA ;1290 k)

®-2 BEOERERUVBHERRBIROMGIC 2208 L BREFOEM (TRO
WIS T S ERD) 2. UEREAOABNCET S RROBLEE L LTEESL
TWaZ e,

=

o ERiGQIFFREE% 2 FOMYPTHER KT Lz 5 S EORABROBRIFELZ
ToTWBdZ k, 5b, 2L LIE, i)‘f\/%%ﬁ(ﬁ%%& bfgﬁaﬁﬁﬁ%%ﬂﬁﬂfg%
T2TnBI &,

. E%ﬂﬁmﬁﬁzﬁwmﬁﬁﬁ%%Tbtﬁm\%m%ﬁwﬁh%%ﬁﬁ%%ﬁs
L OWEBABEOEREIToTVE 2 &,

»  [ERGFFERER 2 FOMWMPHELKRT LRI 4 ELUEOBREKERRBREF LTINS
Z &, 3Bl 3EEL R ﬁ‘“ﬁiﬁ%ﬁ@733b%%ﬁ?ﬁ%ﬁ‘ﬂﬁﬂﬁ%ﬁr%@ﬁﬂ?@ﬂl&’?i’
ToTWaZ &,

@ BROERMESHTEOMEE COVNT

ERLEREBRCERTAHEENREIN, MESENLOFHED., F50E - &
SR IENIEROTHE WEMEIC R 5 FRiRME, AFSEERRLE LLES0HE
¥, SRHEMITON A EHBESTNHEZ &,




@ BHEA~DXRRIEDWT
@-1 HuEfsHlic B3 5 B

MEMMRBEOERRRIFANRE LEBIC, 24 MEBREROT., YERY
FESRERIC IV T, BB LRERICE CTAREER U CT FORIER OEHI4
ERRBEOKRVLE BFICHLN, ELICHETEREHPE-THD T &,

@2 EFRMEEE L3 FERRMECETIESL

BAREFCELZEMHLMBEOEESE T EREFEREHERE =5V 7
EEDEERORY V—=r VTV ERE L HHEER TE 5 F— AERFHINE
WahTWwaZ L, 2B, BlE#FHIic o0V T, BABELEZORKRCHFICAMENT
WaZ k.

@-3 BIfER OREF-ORRICE LT
BIEA (MEMMmERICIA, EEMHENE, Lk, fHdk. STMARE., KBk,

BEOTH, | BPERK, IFHEEE, FRIMEEEE, mREE, TEE (E1e -
FRAVEENE A EET) . BIBEE, M, BEEORMEEE, $IRMQERE, infusion
reaction, SRR/ NRIRA SRR (ITP) . WA DREIG., BIRRZME, LEEE (L
BB - RAR - DRSS . WA ox LT, HEMRER ULTRER
BB EMMEEF T SR & EE L @IERORBEOHRIZE L THRERVOZEEZT
bha&icha b)), BbENRAER TXIHHINETHWEIZ E,



5. BEXNBRLRHBE
(A3 B3 3 FH]
O TROBFIZBOTHFHOFHMENRIESNL TS,
o 20D EDLERFHEED D B IHMYBRA R ET - BREEAE

@ TRITHYUT2BE T 5 ARKORER OCHRAFELDWTIE, FHOFHME
BREL SN TR LT, FAAORGRFE LR B2V,
« —REFERVZRIBREZZ T TORVWES
o IFEAmBHIRIR
¢ oREERER AL TRESNOBE

[Zetkic B35 %]

O TFTREREYTIAFICOVWTEHAROERERSERE S TWE I b, #E21T
RNk,
o FEIORSCH VIRBEEDBREROH D BE

® EEFOTMCBNCTRICHEYT 2BEIZOVWTIH, AROTREITHEEZ LN
A, MOBPFEBRERRVIEEIZRY, EERABIZERTIZLEERTE D,
o EEMREROSHEIMAEDOHZBE

JEEfeRE CRIE R & 3R 3 BE R OTEEME O MR O RmYu ki

ZOMICSIERELSR L BN D BE

. HEREEBOAH. SUTBMERE L IRERIEO B EaERAOEED
hoBEE

o ERMBHERE GEmSRMIRBREEEZE) OHLIBE

s ECOG Performance Status 3-4 =V D BH

D EcOG @ Performiance Status (PS)

Score EE

0 | <R ENTE D, BRATEFALREERBHERRTAD,

| | AEECRLWEEITHIR S 5 88, HATAEE T, BIEECE - TOFERITI 2B TES,
Bl - HEE, WEER ‘

BT TCESOEOEY O LT~ THiRERERITERY, BPo S0%E L~y FATHBT

2 |y

3 | RENEEROBEOED DL L CE v, AP0 S0 EE~y FABT BT,

4 | &<ENTRY, BAOEOEY D YTl TERY, By FOBEF BRI,

9




6. HEIZHELTHETRSHIF
O BACEFICMA, BIERFTEEPRECT 2RI E S S AR OFER UEIERE
RO DI HBERERETHICEE L THBERT B2 L,

RRBRIC AT D, BEXIIZOFEICEDERVERELHSHAL. AEEHR
ThbRETHI L,

ERBEWERAO<=RI AV MZONT

@

®

REMITEERS b3 Z L Rb 50T, AFOREICHE o T, BFRE
W (PR RS, Rk, REVE) ORERE U X BREoEmSE, SEgr+o
KATS Z &, Eie, BBEZSUTHE CT, MiF~—b —SORELFERT S
&,

AHF| 051X HEED infusion reaction Z{§ 2 TRAMIZ SR O TE B8
HEITo ETHtAT 32 &, F/0.2 B HLEOARHFE 5-1FIT infusion reaction
BHbDZLbHDDOT, FARE PREUVHAR SR TRIZ A ZATA

VENET A%, BEOREYHITEBET A L, 2B, infusion reaction %

B LB AT, ETOBERERNS2ICRET 3 E TAF 288
THZL,

FORIBSEEEERH b d Z LS 20T, AF O SBIAATL U511/
S EEAR I RO AR R (TSH, WEEE T3, WBE T4 SoE) £2EmT5
NP

AHOEZ LY, BECRERGICERT 3 X N A4 IRREORE
BhbbhadZtdibs, AFRROONEBEERIZ. BRLEBTRIZISUL
BTN & RER T o [EAD & U CELRERZET 21TV, AEORE
S K 2EWER B EDN ABEEIZIE, ARIDOREIF L, RURIBEES
NEVEIORESPERTE I L. 2B, BIBEERALEORET LY EHE
AOEERED BILRVWIESITI, BIBEE ST B 00 MmEIAl BN
LEET D,

BERTE, AR OHEIPAERB L THhEEERARRE T2 BB H7ED,
AEOEREXRTHRICHEERORRIC+SICEET 5,

1 BERA (BE | RERFEE L) Bhobh, BRAES F TV -2
WEAHZLERHBOT, OB, B, RHEOEROBRSCOFEED LAIZ+
SEBTDHI L, | BEREARDREBAIIIEEEPIEL, AR VE
ROBEEOBENRNBEEITI Z &, '

AEOBEERERBRICBNT, BE5RGE1S 1EMZe AT L, FRUBE, 1287
LUHENEOFMEIToTWeZ L 22BIT, ARRESPIIEHMICEBRET
PDEOEEEITOZ &, '

10



BT A oA v
=R T (BTFRE#RZ)

(RFEA © A7 D — R A 20 mg, 77U — 8 SR 100 mg, 70—
R AEFEFE 240mg)

~ P i BB B R~

YRR 3 048 A (W3 041 1 AKED)
JE A Sl



A&

=)0

ARIORM. 1ERMF

i PR AR

MEFEIZ DN T

W5 R & DBE .
BECELTEET&HE

S i e
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1. IZL®ic

ER DA - BRMOTARD T DITIE, IR CBEIC SV HERERRRD
BB, Ebi. FEOBERIFOEBEIC LV, PUREIRR 2 & O ER2 55 M
FEERARBIN DT T, 205 OERR 2 EICKERDECRET S 2 & AMWED
B L 2o TH D REMECEY L WEDBEALE 2016 (FAL 28 46 6 A 2 B BIEBRE)
BN Th, BHNERSEDERORMLHEELRS - L L Xh T3,

SRR ERR L, EREARESN 70 7 7 A ABEEOERS B bR
RBIENRBB, TOED, BIEROELSEICET 3 HRA-AERT 5 2 To/M.
UHERSOBRERMET DD LA SNAREHNLTERTS L L bz, BlfE
FIASSEIA LI I MERRG 2 & B 2 L S ATRR AR — R0 B % Vi 7 3 [ B
THEZEREETHD,
L LE#SoT, AHA FIA T, FREMST nifkﬁaﬂfwéﬁ%%%m
AR RIS . UTOERRORERER 2 HEET BEAN b REREME, Bx
FROHEFERTFT,

BB AL FF4 4%, MIITBOE A EIERERSRR A, ANEREABA
BORIEESES . —AREEE A A ABERNRES, SIS A A AEEL RO
— B A B AR A OHAD b & fER L. |

R LR BEREMN AT O— R RHETE 20mg., A7 U— A EHEHE 100mg, 7Y
— RS 240 mg (—IR4% - =R T GRIERTFHEEZ))
HRERDPEIIDE « B ACLRER T L SRR A 72847 - BRSO Btz
fiE
HBLRABERVAR : B%. KA =FR <Y (BEFEEZ) L LT, 1E240mg
| % 2 TERIRIRR C AT BT 3,
B ¥ RR 5E % E  NBEETERAA




2. FFOsHE. EAERF

Z 7R AR 20 mg, BARTETHE 100 mg B ORABETE 240 mg (—f4h - =
A<7 (BEFHEEZ ., BT, TFRAD) & AFERTEENXSHLAF VY IR
HETIAM AT —X A7 A7 (BMS) #) 8B L7t + PD-1 (Programmed
cell death-1) {Zxf4 3t b IgG4 =/ 7 u—FVHETH B,

PD-1 i, &M B LY Vo SBR (THIEE, B HIRE T F 2 7% 5 —T ) RUE
BRI FEIT 5 CD28 7 7 3 U — (T MIAROREMEL 2 MBI E & BS54
TH) KRBT 2ZARETHS, PD-1 IR THIRIZEE TS PD-1 U > F (PD-L1
RUPD-L2) &S L. VY SERICHIGIMES 7 F A2 REL T Y N EROEERE L
BICHEEI LT3, PD-1 VXY FiEdfiEERRBLSMC e b O+ Z2IEEARICHRE
LTy, BEREAERFEN LR LIEFEHASIZITS PD-L1 ORE LINEOLERF
HIR E OMICAOHBRENH D Z L BBEEN TS (Cancer 2010; 116: 1757-66)
o, BEUEAEAE TIIAREHE TRRIEET S ¥ —T zr v (FN-y)
{Z X 5T PD-L1 OFERENFTEIN, &ER LIEERRIZRITS PD-L1 ORBREFEO
EFHIME & ORMICEOHEBEBGERH 5 & OWMED H D (Sci Transl Med 2012, 28: 127-37)
E bz, PDL1 ZMBHIRE B AMRE, FURFES CDS B T ffsoMIRES
EME 2T S ¥ 548, $L PD-L1 HL{&T PD-1 & PD-L1 & OF&ZEET 3 &2 0Hik
BEBRERRIETA ZEBRENTHS, HOZ L5 PD-U/PD-1 U F 2 FREIX, 2
AR HURREN . T M0 OB BE L EHET 2#F0—2 L LTELDR TN
Ba

AFNT, FEHERBROREEH S PD-1 OISR (PD-1 ) ¥ FHEEEHEE) HESE L.
PD-1 & PD-1 UV REDHEZHETAZ LiI2L Y, BAFRREKREN: T MBEOE
ML RO AAREIZ X 3 D MRS ERE 2 BT 3 Z L TR REREE LR T
T EBHEREINTN S,

ZABOMRANS, ARTEEERICH T A BRECRVELI O LS,
EMER R ERE F g e LTBRRRBRE B L, Ao, T2 R UESES MR
i, '

AENOERABFICESCBEOHRERGIC L 3EHERSER bbb, BB LK
BLWRERH D, FHOREPRGEERICIE, BEOBRELTHITTV. REFR
B HNBAIE, BRLUEFRICE U B R0 & RR 2 OERM L& L CE
R ERBE 21T, BEORERGIC L ZRIERSRDLABEIIT, BIBRERN
E R OBREEOHFENRNEEITI LERD D,



3. ERERALE
S AR IE R I E U T ST R AR AR 1T - ﬁ%ﬁﬂD%ﬁH@HﬁﬂF‘&Hi@ﬂﬁfﬁﬂ%Etﬁ“ﬂﬂﬁ %
ITo e ERBEHRAROREETT,

[F 7]
ENE IR (ONO-4538-4170%%) :

FIFFRE LA b L KRy Ak QBRI X LR O 8
BRARE/e T - BROEMMKRDEMES (ECOG Performance Status 0 KT 1) 34 &
REBIZ AH] 240 mg & 2 B HEIE T AREEE Ui, T EFHMEE B € 5 F5h® (Modified
RECIST criteria (2004)}225-3 < fpsul) iz L % CR XiZ PR) 1329.4% (95%RHAKM
16.8~462) Thotc, 2B, FANTRE L/=MEIL5.0%TH o7,

[Zztt]
EPRE DR (ONO-4538-4135%)
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