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THMUCHEBEOEY "2V IR LN

AEHOMY FENEEZLRAENEL @

° 7
SO LB TEEE VY9 TRl
VSNBSS L H2FFFDE IVE S ¥

TS EYALY .
QT IEBHEZOEY " LIEIUR
MR EEOEY "R 2N L HEN
WEHOEYC EXANBEE T LRAENEL @
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EFERHEET A T4
=ARN~T (E=FHE#Z)
(BR7E4 « A7V — R REHE 20 mg, 37V — KR EFEHE 100 mg)
~ FEME LA il ~

k2 942 A (FERk3 045 AtkED)
RAETBE




SR/

. Tz P2
2. AREIOFFR, (EREF P3
3. ERPRRAE P4
4, MEFRIZHOWT P15
5. #hExIG LI nBE Pi7
6. HEHEICBE L THEETREEHE P19



1. IXUHIT

EIEMOAIE - BEMEOEROTZOIZIE, B IFSFIZESWIDEEREMIRD
Bb, S5, ITEORZEROESRIZ LY | PURESKS 2 EOEFR 2 FRIERE
FEEMPRBINLIP T, INOLOEEDFEICHLERBREIRET 2 Z L BWED
ARRE L 2o TR GRFEIMEGES L O IARF #2016 (AL 28 £ 6 A 2 B BIFEIRE)
WEWTH, FiERLSOFERORBEHEELZXLZ L EhTWE,

FORERBE R E ST, SERERSSZ 2 7 0 7 7 A VD BEFOESER L IR
RAZENDD, ZO7d, AHERCEZEEIZET 2HRB+2ERT 5 £ TOR,
UREESOBREZMZITHZ EnHFsN2BEIIH L CERT L LB, BIE
MMFER U BRI LB e i A & D 2 &SN Alfig /e — TE O B 5 - 3 E LRI Tl
THIEDBEETHS, '

LizMoT, KA RTA4 - Thk, ABBEBESLINETIIBONTWAESIESR -
Bl R c S & | ITOEELOFEZEREZHEET 28 a0 b LERENE B2
FHROUBEFHEZ T, .

B, KHA BT A %, MSATERE NEF G EFRBEGR S, ARttMEARAK
ERARRE P . — IR EREAN B RBRAR ES R OARHERIEAN B ARERRFS0mh
Db EERR LT,

WBLERDERES AT — R AL 20 mg, 47— AEFRE 100 mg (—Hx4 ¢
=R N=7 (EETFHERZ))

MELRDPREUIHR - IR RE /2 R R ENE

HEERAMERUARE « <{LPRERIGE OGO R EHRAERE OBHE >
WE, A= LT (BETFHERZ) LT, 1E3 mgke
(fRHE) % 2 MEIRRE CRIMET 5,
A Y AvT (EEFHREZ) EORIZBWT, @, AR
=Rn<=7 GEETHEEZ) LT, 181 mgkg ((F&E) % 338
MR T 4 BIAGEHET 5, £0%., =FAr~7 (EETFliEz)
LT 1B 3 mg/kg (URE) % 2 FEREIRE CAuliiET 5,
A FHAERLR IR ORIGUIBR R RE R B R AEERF 0L & >
WE, AZE=R L~ T (EinF#iz) & LT, 1E3 meke
((REE) % 2 BRI IE 1 Bl 2 mgkg ((KE) % 3 AREIFRG TA
WEHET 5.

5 IR ge ¥ A NERERS TERRISHE




2. REIOFR, 1EREF

A7V — R R ERE 20 mg OV 100 mg (—i4L =R~ T GE{s iR z) . LU,
(A#D) X, INFERLTERRESHE AL Ly 7 2 ETVAML w4 F—X R
27 A 7 (BMS) #) H3BA% L7=t b PD-1 (Programmed cell death-1) (Z%}9 % & M 1gG4
® ) 7u—FAHEKTHD,

PD-1 i, #EMAE L7 Y w38k (TifR, B #ifak O 2 7 40% 7 —Tifila) ROvE
R AMAEICH R4S CD28 7 7 2 U — (T Ml oiEME b 2 wilhr)I ik & B4 5 4
TH#) LR THZEEKRTH S, PD-1 IIFURFMAaIZ 4 5 PD-1 U K (PD-LI
JUYPD-L2) L#EE L. U o SERITIEIE S 7 b B s L TV o SEROTEVE(LIREE %
BIZHHET L TWa, PD-1 U Ay i rfilaLisbic b b otk ~ 72 gkl o F8 8
LTHy, EHRREAEBED LU LMEHEEICIS TS PD-L1 DOFEH & DETF
WM & ORICAOMEBEBRENH D Z LA E S TVWD (Cancer 2010; 116: 1757-66) .
T/, B RAEERE IR T MRS EAT DA ¥ —Txza H = (IFN-y)
\2 L > TPD-Ll ORERFE SN, 656 LI EEAREIZIST S PD-L1 O3B L%
AHEHEEOMICEOHBEEER LA LOWELDH S (Sci Transl Med 2012: 28:
127ra37), & 52, PD-L1 Z 3kl 3 H S8 8 AMMarE, HUSUSEA CDS BEME T e
DHIEETEME %955 S8 255, HUPD-L1 HifA TPD-1 & PD-L1 & OFA#HET D &
ZOMREEREMEREIET S Z EARENTWVWS, D Z £b PD-I/PD-1 ) Hr Kig
PRI DS AUHIRE DS PURUS SAY 7 T HIR 2> & OB RS 2 [k AHF D — o L LTEX D
h<Twna,

AT, FEEEER OFE R b PD-1 Offifasi gtk (PD-1 U 77> FiE &) (256 L.
PD-1 &£ PD-1 UM FEDFEREMRETD Z L8 BAPURFFRNZ T MR oiEE
(LR O AU MRS k3 5 MBS EVE Ve & B3R 3 5 = & TR AR % R =
EMRER I TV,

AN DVERBS I S GBIEORIERIIC X ARIERSEN 6 &b, EEIETIC
ELHAREMENR D B, AF OSSR UESHZICIE, BEOBZEL 00Ty, B
D HNIZGAEIT, I L 72 FHGUTIE U7 PRI 2 F0ak & iR & FroE R &l U -Co
GIARERFE T 24TV, B ORIERISIZ L ARIER A RN 28551213, RIS kL
T LHOFEFEOME L INEEIT O LERH D,



3. BEERRER
R UbEAGE B B EE o AGERH G 21T » T2 £ R R RBR O 47~ 3,

[ zhtE])
OEMNE DS (ONO-4538-02 545#)

RN (LU, IDTICY) 12 X A{eFEEEREY BT HIRIEUIBRARE R M E/IVIH Y
LR OB B i R E (ECOG Performance Status 0} UF 1) 35 51 2 588212 AAI 2 mg/kg
7 3 RERIRG CaliaiE L7z, EEFiEE THHEMFE (RECIST A1 KT 4 1 1.1
WAz ZE-S5 <P HRHNTEIZ LD CR XX PR) 1T 22.9% (90%IFHEIXH : 13.4~36.2%) Th
ofc, 7k, FRCEREL/ZMEIZ 125% Th o7,

@EANF RS (ONO-4538-08 iA%5R)

L ARG ORIGUMRAREZ2Z I/ IV IR OB RAIERE (ECOG
Performance Status 0 2 T8 1) 24 il % %8212 A& 3 mg/kg % 2 MEERG T @i Uiz,
FEFHEIHE T 53303 (RECIST A FZ A4 > L1 fRICESSHPRJIEIZEL D CR
MIX PR) 1E 29.2% (90%(SHHER : 16.7~45.9%) Th o7z, 7o, FANIFRE L7 MH
1 6.0% T -7z,

@SB THERER (CA209066 5k) ¥

veraf ~ 7 ARNEY 4 L ABBEFESR T 7 Bl (LLF. [BRAF)) V600 ZER o7
VMEFIRIERIGIEORB YRR 2T/ IV T BE RO EBEEREIEERE (ECOG
Performance Status 0 J2 O 1) 418 i (ASAIRE 210 ], DTIC B 208 f5il) % xt4iz, DTIC
Zexf PR & L CAHI 3 mg/kg 2 2 WRIMIRR CTRIEAE L7z & 2 0f R U222 et
Uiz, FEFHBIEE Th o 24EFME LT, ToS)) (ol [95%E8KM]) 11, &
BIFEIZ NE [NE~NE] # A, DTIC #£T10.84 [9.33~12.09] 7 A TH Y, AHIL DTIC
W2t LREH R c A B e R %o L7z (A — FEE 0.42[99.79% (538X 4 :0.25~0.73]
p<0.0001 (k=5 log-rank f7E]),



e RHBE
D HHIISLBY

5
L e | SN S A T Sy S
4] 3 6 9 12 15 18
at risk3% 1R (A)
AEIE 210 185 150 105 45 8 0
AhILISSBE 208 177 123 82 22 3 0

1 OS ® Kaplan-Meier Hif#

@HES B MFAER (CA209037 #5R) 2

A AvY BEFEMRZ) CIF, (4 Y A<7)) Xk BRAF HERIZ STk
FIEREZA T AMRBUIRARZIM/ VI X 3HEoEEEAEES (ECOG
Performance Status 0 2 T8 1) 405 5l CRAFIFE 272 4, (b58E (DTIC XX ALR T T 5
s ) xRl o) BE 133 B 2R, LRk E R E UTAA 3 me/ke
% 2 MR CAEEHE L7z & 20RO etE A iiat U, EEFDEE Th 5
F5h$E (RECIST HA R7 A4 v L1 ARICE-S < FHfEIZ LD CR XL PR) &, AR
Pe b SN AI D 120 BRSNS & S, AFIEET 31.7% (95%fEHEXME - 23.5
~40.8%) Thol-, 2B, FANITFDFOBMEILRE L TWiedoiz, 9 —o0E
T E TH 5 0S (THE [95%(FHXEE]) 122\ T 182 fildA ~» | (FEL)
V2RI 24T o 7o A5 R AR 15.47[12.39~NE] & H  Ab3#FEMT 13.67(11.50
~NE] #HTHY ., RAENICFEFRECH LR FERICHBERIER 2R 72272 (0
P— FH 0.93 [95%ISHXTH] : 0.68~1.26]. p=0.6299 [FgHl log-rank #i7E]),

GENE IR (ONO-4538-17 555)
{LFRERBFEORBORAREZTH/ IV UT RO B BEQKEHE (ECOG
Performance Status 0 T8 1) 30 il z2 %2, AFlE A ) A~T520FH (BLF, TAH
+A ) A=T)) EELE, 'F,,Hdhffill‘ca‘o/ O (RECIST HA FFA 2 1.1
WUz FE-S< FRHFEIZ L D CR XUE PR) 13 33.3% (95%(5HE XA : 17.3~52.8%) THh
o7z, 7B, FEICERE L-HEIT 23.8% Th o7



@®HESFE M HIEER (CA209067 k)
LW ERG R ORIGYIBRAGER I/ IV o BB AKBE (ECOG Performance
Status 0 BT 1) 945 5l (FAI+ A €U L<=T*BE314 . FABE3I6H], 1) L~T
31501 Z2R/RIZ, AV A~TEREEZHBE LTERE+ A EY A~ T7HE5 ROFEA
BHORHER RS LT Uiz, EEFMER Th 5 0S (P9 i [95%F X ])
DR AR RIZ. AA+ A Y A< 78T NE [NE~NE] # A, &FIBET NE [NE
~NE] ZH, A Y LA=7ET 1998 [17.08~2461] HWHTHY ., KA+ L=
TG ROAFIESITA E) A~ 7 EHICH URFENICABRIER 207 Lz (RA+
A B Y A= TS o — N 0.55 [98%15 HiX [ - 0.42~0.72] p<0.0001 [k 5!} log-rank
BoE], AFHES Y — K 0.63 [98%{E 48X [H] : 0.48~0.81], p<0.0001 [&5H log-rank
WED.,

£
# .
* 04 . : S o
: A FHH A EY LT TR i Y—
031 A &l e
021 -G AEULTTR
0.1 ¥ ARUO - THY
0.04

_ 0 3 6 ° 9 12 15 18 21 24 27 30 33 36 39
at risk2f EFBM (B)

AR+ AEULTTHE 314 292 265 247 226 221 209 200 198 192 170 49 7 0
FRE 316 292 265 244 230 213 201 191 181 175 157 55

AEYLTTH 315 285 254 228 205 182 164 149 136 129 104 34 4 0

2 0S8 ?® Kaplan-Meier i

=oAL A ] mgke ((RE) AU L7 3meke (RE) #RHBIC3 ARG T4 B &05H
FEL-#, FAI1 |3 mgkg ((FHE) Z 2 8RR CRERE L7, SFRRSIFIZESWLTIHE,
AAlZfalcig s L, A YU AT 3ERAOBRERT 90 30 58 EORE B 0TS 40
LT,

(’“AH]

OEMZ O HEE (ONO-4538-02 A 5R)

BEFRITIEFE (100%) (2RO, AAEOREEENBTETCERVEER2IL
7l (85.7%) 238 bil-, EIHFEMN %L LORERIITEDEBY Th-o72,



F 1 RHEN 5% EORIER

= PN L (%)
EAGE 35 fi)
(MedDRA/) ver.16.0) = Grade Grade 3 LLE
AEIER 30 (85.7) 9 (25.7)
A ML
PR IR AE (C T i 5 (14.3) 0
Bk E
THI 4 (11.4) 1 (2.9
T 2 (57) 1 (29)
P4 2 (57) 0
i - 2HEER LGRS oRE
I 5 5 (14.3) 0
AN 2 (57) 0
FEEN 3 (8.6) 0
AFAHE
s 2 (57) 2 (5.7)
ALT 880 4 (11.4) 1 (2.9)
AST 180 5 (14.3) 2 (57
M7 A7 2 i 2 (5.7 ]
P CK Em 5 (14.3) 3 (8.6)
2 L7 F = o Em 2 (57 0
fd = = o P 2 (57 0
[ LDH #hi 5 (14.3) 1 (29)
1.5 TSH i 3 (8.6) 0
M TSH A 7 (20.0) 0
CRP #3/m 5 (14.3) 1 (2.9)
RS ER SO N 4 (11.4) 0
y-GTP 1890 4 (11.4) 4 (11.4)
R = o i 2 (57 0
~E ST 3 (8.6) 1 (2.9)
U oo SERERE 5 (14.3) 1 (2.9)
AP ER R 2 (5.7 1 (2.9)
At paFRE IR T 2 (57) 0
i /SR 2 (57 1 (2.9)
e i B 2 (57 1 (2.9
[ i R E e 6 (17.1) 0
SHEHE T3 ¥ hn 2 (37 0
BERE T3 Rl 8 (229) 0
nEEE T4 8L 6 (17.1) 0
WEEE T4 B3N 2 (57 0
U v FEF N 3 (8.6) 0
e ALP Bihn 3 (143) 1 (2.9
R IN R EN B 3 (8.6) 0
HRE = —F — 1N 2 (57 0
RS ETRES )| 2 (5.7) 0
=Ty F T OTA M 4 (11.4) 0
i CK sl 2 (57 0
B R L U S ks
TR ISR 2 (5.7) 0
,M;#_\l:" e
e 2 (57 0
Kt = 2 — o siF— 2 (57 0
P i35 X ONE T i keeR
B 6 (17.1) 0
& 2 FESE 1 (31.4) 0
15 2 (57) 0
BEME 9B R 9% 2 (57 0
R IR H R 42 2 (57) 0
B 6 SRRkl 4 {11.4) 0




ads. PREPERRIE 1§ (2.9%) . KB - O TR | 4] (2.9%) | Wbk 4
@ (11.4%) . FFESASREEE S (1 (14.3%) . BUARERSSE 2 6] (5.7%) . PR EkdE [!‘%‘% 8
1 (22.9%) | RIBEE 1 # (2.9%) . BEOREREE 16 (2.9%) RUEE 9k
5l (2.9%) TFEH BNz, Fi-, FEAREEAERSE . infusion reaction, 1 BUEFR R, Bids.
WREMRARDAE, Mgt - BEISISE, Ofihge. Mhge. BF4E. WREUHBMARIE/ I A F— KU
Ptk /R SEBERIERR D bz o fo, ARWEARIARIL, YZERoREE
% (BRMEMERTE2E0) 28 DEMMERERT,

@EME TERER (ONO-4538-08 7t5#k)
AEFFGRIL 2224 5l (91.7%) RO BN, ERIEL ORLEEENEETERVWEES
S1318/24 B (75.0%) [CRO b7, EBED 5% LOGHERIITED LB Tho
il

2 FEEEN 5% EORIER

B R F3 (%)
AR 24 14
(MedDRA/I ver.18.0) 4= Grade Grade 3 L1 E
2EIER 18 (75.0) 2 (83)
P _
 RRIRHEAEIE T 6 (25.0) 0
CHBEE
Lo 2 (83) 0
- BHREES L OB S B okE
fE AR 4 (16.7) 0
ERORIRE
fRERL 2 (83) 0
ABRER 2 (83) 0
FEIR AR EEnEs KO E
FEFEREE 2 (83) 0
FERG 35 & UV TRlakRE
EIBE 5 (20.8) 0
I EEIE 3 (20.8) 0
B EIB R 2 (8.3) 0
e, KGR - BEDOTR 2 1 (83%) . NFHEREREE 1 ] (42%) . FE(SHEREE
F 1 (4.2%) KOFIRIRHRERE 7 f?lJ (29.2%) TERH LR/, if:\ i B s
MRRREE (¥ T v - N —EERES) | BRREEE (RS RIS S RS | RIEE,
infusion reaction, 1 FUPERRN . dipE LDJ}‘LJ—‘L fEE  (F7fEk E%‘iﬁfl-‘EEflﬁéﬁﬁf’i\ LWHLEE, KA
WESe, EAEFHEESE, Mg - SRS, S Y MRS DERSE. Ahde. T4, B

i fad I“/ A3 F— R OV s P/ Rk b ti EBERITERD LI o -, ABIER %
BRI, SZFE0BEES (BRREEREL S 2 S50EIHSRE2 T,

@i/t E M FHFAER (CA209066 t5R) "
AEFEITAFIRE 192/206 (7 (93.2%) . DTIC ¥ 194/205 5] (94.6%) (2265, i8R
3L OREEREFREATE TE R OAFERERIIAFIEE 153/206 5] (74.3%) . DTIC ¥ 155/205



i (75.6%) 1ZERSH B, WO TRILEN 5%LL EORERHIITRD L EY
TCholz,

%3 WThhOFTHEEED 5% EORIER
FIEL (%)

BEHIRS

ot AR DTIC B
(MedDRA/I ver. 17.0) 264 205 H1
4 Grade Grade 3 LL E % Grade Grade 3 LL E

2HIHER ) 153 (74.3) 24 (11.7) 155 (75.6) 36 (17.6)
iz LR AR EE

L ER E 0 0 23 (11.2) 9 (4.4)

1 /MR A E 0 0 21 (10.2) 10 (4.9)
s

{8 it 22 (10.7) 0 25 (122) 0

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

Bl 34 (16.5) 0 85 (41.5) 0

gt 13 (6.3) 1 (0.3) 43 (21.0) 1 (0.5
ik - AR s L OYR B RN otk EE

I8 RE 21 (10.2) 0 25 (12.2) 1 (0.5)

W 41 (19.9) 0 30 (14.6) 2 (1.0

RN 15 (7.3) 0 10 (4.9) 1 (0.5)
(RN S J :

fraRiRGE 1 (53) 0 19 (9.3) 0
s e ds L UG Rk RE

P34 % 12 (5.8) 0 3 (1.5) 0
R

id 9 (4.4) 0 14 (6.8) 0
B R E L O T LR

FLBE 13 (6.3) 0 4 (2.0) 0

Seua B R G 3 (1.5) 0 11 (5.4) 0

& D HERE 35 (17.0) 1 (0.5) 11 (5.4) 0

FEE 31 (15.0) 1 (0.5) 6 (2.9) 0

E%E B EE 22 (107 0 1 (0.5) 0

7. ASKIREIZ BV CRVE MR R 3 61 (1.5%) . KB - BEEO THI 6 {5l (2.9%) |
MRREE (XF 2 - NU—IEERSE) 28 I (13.6%) . FFHREREE 701 (3.4%) . BiE
BEBEE 4 A (1.9%) . FEEAEGERE 4 5 (1.9%) . FURIRgEerEE 13 4] (6.3%) .
infusion reaction 15 il (7.3%) . 1 BUBERRIE 1 1 (0.5%) . EEORFES 3 # (1.5%)
BOSE AR 1H (05%) TR LIz, £72. RIEEE, Bk, EEMEE, B
g5 - BEIESS . OERAS. WA, ATZS. HRECRHREMRIE/ 2 AT — B OV Ve i/ s b M
SEBE TR B h oo, ARRIHERREBLRIL, M FLoMERS (REREMR
wmEET) EUHEEHERERT,

@A ETTFEASR (CA209037 allR)

A EFGTAAEE 265/268 (3] (98.9%) . {LZEEERE 98/102 4] (96.1%) (22D B, 15
BASE L OREBEDS T E TE RWVEEERIIAFITE 199268 5] (743%) . {bLrhikkE
85/102 5] (83.3%) 2R b7, WO TRBEEN 5% EORIERITI TR
Y THoTl,



T4 WTRDOOBETREREED 5% EORIER
FET (%)

BRI IE

A B R
B 2o Flre
(MedDRA/I ver.17.1) ~
4 Grade Grade 3 L)L = % Grade Grade 3 Lk
RIER 199 (74.3) 33 (12.3) 85 (83.3) 35 (34.3)
MFERB LV Y o SREE
=yl 18 (6.7) 3001 24 (23.3) 5 (4.9)
B 1 ER A SE I (0.4) 0 8 (7.8) 2 (2.0)
HF IR RE 0 0 20 (19.6) 16 (15.7)
I s AE 1 (0.4) I (04) 12 (11.8) 6 (5.9)
P IR
FLH A HE 1K T iE 18 (6.7) 0 0 0
BIGEE
e fit 1 @1 0 15 (14.7) 1 (1.0)
T 42 (157 1 (0.4) 16 (15.7) 2 2.0)
T 33 (12.3) 0 39 (382) 2 2.0
gt 12 (4.5) 1 (0.4) 21 (20.6) 3 (29)
- BRTEEE LR oRE
N IE 14 (52) 0 7 (6.9) 0
520 82 (30.6) 301D 41 (402) 4 (39)
BE. BEHR L FUEAHE
EATE S S 4 (1.3) | (0.4) 9 (8.8) 0
ER R IR
ALT #n 14 (5.2) 3 (1) 1 (1.0) 0
AST #85n 15 (5.6) 2 (0.7) 2 (2.0) 0
T PR R 0 0 7 (6.9) 3 (29)
RS R 1 (0.4) 0 8 (7.8) 3 (29
B M ERER L 3 (1) 0 8 (7.8) 2 (2.0)
fae iR T :
BRI 18 (6.7) 0 17 (16.7) 0
Bt Rd K U G
P e 15 (5.6) 0 13 (12.7) 1 (1.o)
55 P I 0 8 (7.8) 0
PR R
kit =2 — s iF— 104 0 10 (9.8) 1 (1.0)
HERETE 3 (1.1) 0 10 (9.8) 0
IpRde. BThE X Ui E
PRI [ 13 (4.9) Y § (7.8) 0
FERE S X O
i =EAE 2 (07 0 28 (27.5) 0
E IEE 31 (19.0) 0 2 (20) 0
s 34 (127 1 (04) 5 (4.9 0
53 N E S TN R 16 (6.0) 0 2 (2.0 0
=& 1B 24 (9.0) 0 0 0

F, ARSIV THEMENZE 8 5] (3.0%) . K% - EEO FHI4 6] (1.5%) .
PRRERRTE 33 (1 (12.3%) . ATHEREMEE 22 5] (8.2%) . EHEAERET (PR REIIER 4
55) S| (1.9%) . BRI REREE 23 (3] (8.6%) . @IHSFEZE 1 {5 (0.4%) . infusion reaction
10 7l (3.7%) . EEOKEEE 1 ] (0.4%) . P2l (0.7%) RO E 5055 3 6
(1.1%) TREH LMz, Fiz, TEMEEREREE, | BRI, FEEMMOIE, W - 5
fEge, DARdR. Ahde. NF4S. BRAUHRIMARIE, I A4/~ F — R O R PE i/ R R PSSR
RO EN2 o, ARERRRRINGL, Yt FSo#Es (HREEMAT 25
te) ZELEFERERT,

10



GEMH TS (ONO-4538-173U50)
AERGIIEE (100%) (B0 b, RBRIEE DRREERELSTECERVWAEELD
iw(mm)km@bnto%1tmﬂ@umﬂwmibf@kbwf%oku

#5 FEREN %I EORIER

BRIk E R (%)

HAEE 30 {51

(MedDRA/) ver.20.0) 4 Grade Grade 3 UL
M 30 (100) 23 (76.7)
MmHEds LR L GREEE

i 2 (6.7 0
PR 4 i

LR AR BE A TOESE 2 (6.7) 0

R AR EERE IR TIE 7 (23.3) 0
THE(R S 2 (6.7 2 (6.7
H
B f 5 (16.7) 1 (3.3)
i 16 (53.3) 1. 235)
Vel 2 (6.7) 0
ML 4 (13.3) 0
BN ES 3 (10.0) 0
I - 6 (20.0) 1 (33)
— - SEEFRE L OB ERIORE
EF 5 (16.7) 0
er 7 (233) 1 (3.3)
AT N 2 (6.7) 0
HAN 12 (40.0) 1 (3.3)
T RBAE A
AFfent B 7 (23.3) 4 (13.3)
H i i 2 (6.7 0
e
FI=T I/ hF AT T —EHM 11 (36.7) 3 (10.0)
7L —EHm 5 (167) 1 (3.3)
TANGRCEET I ) P AT 2 7—EHM 11 (36.7) 2 (6.7)
y =TI IN T RT RN 5 (16.7) 3 (10.0)
Y o= 12 (40.0) 7 (23.3)
(e 2 (6.7) 0
M7 v VR A7 7 7 —EHE 4 (13.3) 0
{Rilld L UEREE
@AY 7 A iAE 2 (67 0
K77 3 > miE 2 (6.7) 1 (33)
& kU 7 AlfE 5 (16.7) 4 (13.3)
frihipoR 8 (26.7) I (3.3)
b L O S AR RE
P i 5 (16.7) 0
2 (6.7 0
7 5 (16.7) 1 (3.3)
ﬂFW{ a5, Bashis X UNEmE R
PP A i 2 b 2 (6.7 0
O BT 2 (6.7) 0
FERE 3 L UH g S
F 9 FEAE 10 (33.3) 0
WIE 18 (60.0) 2 (6.7)
S N RS N A 4 (13.3) 1 (3.3)

s, MPRFEESTOME] (30.0%) | AFHERERETE 1415 (46.7%) . LﬂU\lkfffmI i (23.3%) |
R M i 319"J(1o.o”o)j<ﬁ%:;é-.ﬁ‘ @ T35 (10.0%) | E o Rz REREEE3 ] (10.0%) |
THEEREERER 200 (6.7%) . SEIELKIF (3.3%) | ’fﬁﬁi{ﬁﬁﬁiﬁm/ F3F—24
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(6.7%) B OHHIRMARIEIRAEI 5] (3.3%) Tl b, F72, EHEREREE . BIBKEAE

Fé”ﬁ‘\ VRUBEIR A . eSS, SEEARIE AIE . BM4E - BEIRYS . infusion reaction, UMilZs. A
ﬁ%f’t'iffM\iﬁ?@Z’“ﬂ%‘i}%Hﬂ%&U"JH:f" Tyﬁ&’)bﬂﬁbvj oo ARWERISEMBIL, X

“”%2\@@31&?% ERRIR AR 2 5ie) 2 DEFERE T,

O FH IS (CA20006775%)

AEFERQRIIAA A+ A E ) L~ TRE312/313651 (99.7%) . AFIEE312/3134] (99.7%) . A t°
U L= 730831161 (99.0%) (Z588H B, IE%HIE L DR EBZENREETERVWEES
BUIRAFI+ A Y A= TEE300/31301 (95.8%) . AFIEE270/3136] (86.3%). A vV A=
TEE268/3114 (86.2%) IZRD BTz, W OB TRIAERN%L EOBERIXT
KOEBY ThoT,

Ko WTNLOBECTRESED 5% EOBIER
g (%)

R A
mgg”fﬁ’iﬁ FHI+A Y 2+ TRE AFIRE LY LwTRE

Exia 313 {3 313 {3 311 {7

(MedDRA/) ver.19.0)

4 Grade Grade3 LAl 4 Grade Grade3 LAt 4 Grade  Grade 3 UL L

ERlER 300 (95.8) 183 (58.5) 270 (863) 65 (20.8) 268 (86.2) 87 (28.0)
P i

PR R RE TOMEE 34 (109) 3 (1.0) 15 (4.8) 0 3 (1.0) 0

BRI RE IR T 51 (16.3) 1 (0.3) 32 (10.2) 0 14 (4.5) 0

TR 23 (73) 5 (16) 2 (0.6) 2 (0.6) 12 (3.9) 5 (1.6)
HIBEE S ; :

(20 28 (8.9) b(03) 18 (5.8) 0 28 (9.0) 2 (0.6)

K& 40 (12.8) 26 (8.3) 7 (2.2) 3 (1.0) 35 (11.3) 24 (7.7)

{EFi 12 (3.8) 0 19 (6.1) 0 17 (5.5) 0

T 142 (45.4) 30 (9.6) 67 (21.4) 9 (2.9) 105 (33.8) 18 (5.8)

RIS 19 (6.1) 0 13 (4.2) 0 7 (2.3) 0

B 88 (28.1) 7 (22) 41 (13.1) 0 51 (16.4) 2 (0.6)

O M- 50 (16.0) 8 (2.6) 22 (7.0) I (0.3) 24 (7.7) 1 (0.3)
— {5 - S HEER L UR SR
iRk

1 1 1E 31 (9.9) 1 (0:3) 25 (8.0) 1 (0.3) 17 (5.5) 2 (06)

Eisid 22 (7.0) 0 12 (3.8) 0 10 (32) 0

5 118 (37.7) 13 (4.2) 111 (35.3) 3 (1.0) 89 (28.6) 3 (1.0)

FEEL 60 (19.2) 2 (0.6) 21 (6.7) 0 21 (6.8) 1 (0.3)
RS

FTI=sF7TI S RF A 59 (18.8) 27 (8.6) 12 (3.8) 3(1.0) 12 (3.9) 5 (1.6)
72T —EEmN

7 I T7—Erm 23 (7.3) 9 (2.9) 17 (5.4) 5 01.6) 15 (4.8) 4 (1.3)

TANSGECEETI /L 51 (163) 19 (6.1) 13 (4.2) 3 (1.0) 12 (3.9) 2 (0.6)
FLAT7 = T—EHMm

U os—ERahn 43 (13.7) 34 (109) 24 (1.7) 12 (3.8) 18 (3.8) 12 (3.9)

(R R 19 (6.1) 0 10 (3.2) 0 4 (1.3) 1 (0.3)
Ul LU EE

A BIGRGR 60 (19.2) 4 (13) 36 (11.35) 0 41 (13.2) 1 (03)
MEEARB L USSR

BaEn e 42 (13.4) 1 (0.3) 29 (9.3) 1 (0.3) 21 (6.8) 0

Ik 17 (5.4) b (03) 15 (4.8) I (0.3) 9 (29) 0
MR REEE

;mrwm 17 (54) 0 15 (4.8) 0 11 (3.3) 0

LR 14 (4.5) 0 18 (58) 0 9 (2.9) 0

B m 34 (10.9) 2 (0.6) 24 (7.7) 0 25 (8.0) I (0.3)



A% (%)

wmENKgE

BAE AFl+ A e A T AAIRE AEY LT
(MedDRA/I ver.19.0) e 213 6 3L
4 Grade  Grade3 LA E 4 Grade  Grade 3 L4 E % Grade  Grade 3 UL E

PR 8% WSEEs X OERRRE

0% 24 (7.7) 0 20 (6.4) 2 (0.6) 15 (4.8) 0

T [ i 36 (11.5) 3 (10 20 (6.4) 1 (0.3) 12 (3.9) 0

it ¢ 21 (6.7) 3 (1.0 4 (1.3) 1 (0.3) 5 (1.6) 1 (0.3)
F R B LU TRk

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

& I TEAE 112 (35.8) 6 (1.9) 67 (21.4) 1 (0.3) 113 (36.3) 1 (0.3)

s 91 (29.1) 10 (3.2) 72 (23.0) 1 (0.3) 68 (21.9) 5 (1.6)

iRINTRES N S 38 (12.1) 6 (1.9) 14 (4.5) 2 (0.6) 38 (12.2) 1 (0.3)

S TEEEE 27 (8.6) 0 28 (8.9) 1 (0.3) 16 (5.1) 0

B, AH+ A ) A= TR W THIREES6H (27.5%) . NTHERERE 1024
(32.6%) . FUIRAREEREREERTMH (27.8%) . BHEREREE214 (6.7%) . MIEMEMERE
250 (8.0%) . KB - HEOTHI6HE (19.2%) . EEORSEE216] (6.7%) . T
(RS REREE2 76 (8.6%) . BIEHEAERES 1401 (4.5%) | FEZe3f (1.0%) . e - fi
252051 (0.6%) . infusion reaction 13{f] (4.2%) . 5% & 5 543441 (1.0%) | #2301 (1.0%)
PEEUHAMIFAE/ < A/ 3F—5001 (16.0%) | AT 9% 144 (4.5%) K OVF IR Az ZEARAE2 4] (0.6%)
TR BNz, Fio, UVNEERP, SERENE, R R ORENE I R
LR B Do Tm, AFIBEIC BV THEREEE 66 (21.1%) | ITHEREREE 2411 (7.7%) .
HURIREERERE =470 (15.0%) | BHEREREE3M) (1.0%) | FIEMAERESH (1.6%) |
KBS - RO THI6H (5.1%) . BEEOMEEESH (2.6%) . T EAFBEGERE3H
(1.0%) . EIEEETEREE3E] (1.0%) . B340 (1.0%) . infusion reaction 14f (4.5%) |
SE 9 Mg (0.6%) . BERUHRMRAE/ S A SF—280 (8.9%) . FFZe2fl (0.6%) K&
U IRIAR ZERSIE 1] (0.3%) TR BNz, Fho, VRUBERE, EEMENE, Mk -
WAL . AR 2. e ROV PRI NG D MEESRBER R8O B e o Tz, AEITE 3
BURMIL, Y FRoEEES (RKREMRE 1) 28DERETT,

1) Robert Cetal. : N.Engl.JMed., 372 :320, 2015 (CA2090667%5%)
2) Weber J.S. et al. : Lancet Oncol., 16 : 375, 2015 (CA209037 7l#)
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(B35 EH)

PD-L I ZE BRI O 2h I K OV 24

A FE AR (CA200067:5%) (ZHMAAN BN BREDFT — &2 TS % | NEEHE
IZBWTPD-LI Z 38 L7 fEE e & » 2814 (LLF, TPD-LI1IRE]) B EERY
W 2T > T AR L2 ORBRIILITO L B0 Tho7-,

AZNMEICE LT, PD-L1FE B SE081%AK00 (PD-L1<1%) OBEERM &L T1%Ll
(PD-L1=1%) DEEFEFTA Y A~ 7 O LT EIMEVVER ST XN (FR),
BB, AHl+A Y ATHOZEMT 2 7 7 4 VIIPD-LI < 1% 0 BEERM L PD-LI=
1%DBEEMATRERTH -7,

PO-L15ERR1%5E PD-LtEBE1%LLE
10 i, 10 oy
0ol N oo ;\;‘“\
o] 08 NI
h e Y e T N
07 My 07 . T
S . e
06 “"‘—\, R o i 06 LY
& L -y & Tl
# 05 o — o damd # 05 e
# ‘“"\mm s * 04 . T
041 ok wm+cEULTIH 0 S FHEAEY AT IR
03] A Ekmn S 031 & xmer bs
02i @ ALULTIE 02{ .@ fvyLeIH
01 * ARUQ . fTOY 011« ARUO:T9Y
0.0 00 T T T ) T T T T T 3 T Y
¢ 3 6 & 12 15 16 21 24 27 30 33 36 30 ) 6 3 B 6 12 .15 18 21 24 27 30 33 2B 29
atriska ERME (H) at riskiN H\mmM (/)
FMAAEULRIIR 123 13 102 Of 82 62 79 T4 74 72 66 18 4 0 CRMEACULIIE 155 144 132 127 16 M2 105 102 101 99 35 27 4 0
KRN 17 103 86 76 73 65 62 59 57 S5 50 16 2 0 AME 171 105 155 148 139 131 122 M7 112 109 98 3B 1 D
ENLTIH M3 S5 B 79 71 61 & 50 4 43 32 0 1 0 EULTIP 164 155 138 126 15 102 89 83 77 T4 64 2 2 O

B4 CA209067

AERD PD-L1 FEBERTO 08 @ Kaplan-Meier fi#3
(£E : PD-L1<1%0BEHEM. HE : PD-L121%0O BEEM)
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4. HaExlzHOWT

ARG & U CHEMARERE (B0RE) 2SR5 Tnad 2 b, Moz 2]
IEMTX AR THHLENRD D, FD LT, REIOE G0 EY) e BE & 2 W - FiE
L. AFIOFEGIC L0 EELRERZ3H LIZBBICRHNT 5 2 LB RERizw, LLTFO
DO~@DT ST EWIZTHRIZBNTER T 53&E TH D,

@O MERRIZ2WT

D1 Fid (1) ~ B) OWFRMLICEYT IR THLZ L,

(1) FEAGHEREDRET 5 25 ARSI IR IS (RE T RS A 2RO BRI rida e
Hib g 3 AL s SR HE BIL AR . MRS AURSiiEle e &) CERC30 4 4 H 1 Bk se 0 437
i 5%)

(2) FFEFERERPE (CERk 2996 A 1 BHIFEAL © 85 hiix)

(3) FHEFFEHEDFEE T 50 ARl (08 AR EPT. 2 A RS HOENE
i 79EkE, DA fm'éi EHEMETF T e &)

(4) SRR A A L, AR RIS | USSR R INGR 2 o hre JL i

AR BRI AT T Dfitiak CERK 28 457 A 1 AR @ 2540 sk

(5) NIRRT S PN O IR B R A T - T D ik CERk 28 47 7

H 1 BIREAL 1290 KiizR)

-2 LR ANE O R ORIVEF ZEB 00 34 i 143 72 il & B 2 1 D P fib
(FEOWTNAICES T HEM) 23, BEZDBRBOFANET HHEOELE L LT
BB XTSI L,

-
o [ERHIFIIGH% 2 EOYMIBHE A LT LIctRIT 5 FLLED D AR O ERANHE 21T
STWAHIE, 95, 2L I, PATEMEEE T L U RRIES 7 OMHE 21T

oTWBHI &y

o [EMTRIFIIGHE 2 EOMIIBHE & 46 T L7z tR1C 5 L0 Lo SR B ERB IR O B K
BBRERLTWS I L,

@ FRAOERREHREEROMEHIZHOWT

[ S A PRI ER-T A B EARE Sh, JRGENLOFREN, ok - L4
PES S TS R0 B BE R ONE RIS 123 2 R AL, AFFLBREL-HE 0OWRE ¥
. SaERITIT b A RRIAE S TWAE Z &,
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@ BHER DIz 2N T

@-1 BIVER RO EHIZEE 2 E

MV MENGE RS O EE 2 BIEM SR AE UIZBRIZ, 24 BERIReIRMAHI o0 F, YEkhuak Xt
R ERIC BT, B UZEWERICIS U T AREIRE O CT S 0ORIER OMEIZ 258
RREOFRESAYAPIZE LN, BEHICHICARERERPE-TnD Z L,

@-2 EFREFEICL2AEFRNCICET 5 E MG

ARSI ED D EME R A B T AEREFEPRIEHE=2 ) v /%
BOERDOAT V== ZERTWEIRE LEREILH T 2 F— L EFIRHI D
ENTWAHZ &, B, BHEHIZoNT, BABE ECOFREIZFDICEAMES T
LA

@-3 BIERA ORZWSIZE LT
RIEFD (BVEIERE IO % . BEERFIEAIE, OGS, M2, MERUHRIARE. KIS%E,
HAEOTH, | APERE, RGeS, RGeS, miREE, BEE (BFre -
RAEMEME &4 5T AIBEE. Mk, BEORMEE. ffURhfeZERAE, infusion
reaction, S/ PESEBER (ITP) . 1RE ORIERIG, IR RFME, OlEfES
L FAmEh « HIR - CEMEAMHES) . FEmbEE M) 12 LT, Mekhiax STk
RSB O B 2 A A R & U (RWER OBZM-CHISICA L TSR USRS
ZHONHEHICHAZ L), EHIZHEDRAER T HEHIE-TWDHZ L,
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5. REMNBRLRDEE

[H/‘”f (BT 5 FIH]
®

FRRICHEY T 5 BE IOV TIIRFORGE PR L STV
brpnz by
o AFIORSITH LilBUEOBEER O & 5 BE

[
[
r\t_,
o
O“‘J
WE
‘.l:-
=¥
N
I

RIFRATOFEMIZ B W T TRICEYE T 5 BFIZOWV T, AFIOE SISz v

D, MLOTEFEEFRIE A 2VEEICIR Y | HEICAREZEH T L 2BETE 5,

o HHEMEMEROSHIIEEOD 5 BE

o JaEBER A CRVE R A 7R D BT R ONE B 0 BRI 26 S0 gy M i 2%
FOMICRIEEE LB A B D BE

«  HOMREREBOSH, TEMENLE L IXHREMEO A SR REOBIERED
oo

o s GEMmEIRBEEE S Ob o B

*  ECOG Performance Status 3-4 ‘" 0 5%

(B 5 HE]

O ALFIEERE D 72 B B OMLFRIERE D b 5 RIGEIFR R e 72 B B EANE R I

WTARKIOFENRRENTWA,
725, BRAFEG T AR BT 2BHF TRV TIL, BRAFBERIC L AR b EE T
ards

TRRIC# T 5 BB AT B AA DR 5 R OHAIT RISV Tl AHI O D
S SN TR BT, AROBERIE L 2572,
- RIS,

Y1) ECOG @) Performance Status (PS)

Score ER

0 S WA AEBTE B, AT E F U A &EEGAHIRZ <1725,

| PAREZE LUVEEN IR S A 43, MRATRIRE T, BEECHE - COEFEITIT I 2 2B T& 5,
] EYE, iR R

5 FITARETHS OFOE Y O Z L1~ TRHEENERILITE 22w, B 50%LL Lid<y FAC
lcs a8

3 ROENZASOHEDOEIY OZ L LM TEARV, BRo 50%LL 2y FhkiT T,

4 2LENT eV, BHOROED O LiFed TERY, BRIy FafiF T8I,
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B AA+ A Y b= TR EFEERREORIGUBR TR 2B R e EE 2 x5
& L=V EEEER (CA209067:88) 2B\, Bt &hiA vl A~T7 K5
W LTHEDMERHEES M TWA, 2L, FAl+ A BV A= 7Hh L AK HEh R
5 bl U 7= BRI BEHC 35\ Tl PD-LIEERIRIZ L Y £ Y A~ 7 0 L5k
HEEB R AHMPTRESINAERBGEON TS (4p2HR) . Foizd, (b5
FRIERIBROBIBUIETEL B RGEREICBWT, FElLAEY AT L off
RGO &G EZHM§ 5355, PD-LIBHEZER T L5 LALEE LV, PD-LIJEH
FMR1%LLETH D Z EMRfERShZBHITE O, FAL AFIER S S A 5T
Ve

o
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6. BEICERLTHET~&HR

@

@

@

WA BRI A, RLEIRFEFER DRI A BRSSO & ARHI OFRE B ONE IEAE

o7 bIZ B EWE IR L Th T 52 L,

REBIIGIZ AL . BE ITE ORI IER et x o L., REE2S

ThbkEToz e,

LR ERIBIR ORIGUBRARER B RAERF BT, AflLA ) A=T L

OPFRBEE OFR 2P T H5A, PD-LI BREGMRTH I ENEE LV,

PD-L1 #BRFPHER TE R2WEAITIE, KA EAEY A7 L OIFHOBEE %)

I Lz L TiRETBHZE,

FERBMERAD<RT AL MZONT

o [FWEMMEERLLLND Z ERH DD T, AFOEBEEIZHT- > TiL, BEE
W (PRI IRIEE, nzmik, S8EAE) OfERE &L UM X R O FEMES, B4 +59
WITH 2 &, Eilo, BEIZSUTHE CT. ME~— b —%50RELEET S
el - 18

o AKANDOFEEIIEE @ infusion reaction |24 % THRARZ -+ oD T A
i ZAT 7z EThlta3 5 Z &, £72.,2 [FI B LAFE O ARAI 512 infusion reaction
DhobdZ EbbHDOT, KRR PR OAFIRGETHIZ AL XY A
YEHETHE, BEORES FOICBES 52 L, 728, infusion reaction %
FHH LB EITE, £ TofERERSERICEE T2 E TEEE2 HoEE
TR &y

o HRBEREREERD bbb d 2 L0 D0 T, AR5 BRMGET R UM% 510
FLE MBI HUR IR RER AT (TSH, b2 T3, 88 T4 S0RE) 2Eiw+ 5
o

o KHNOEEEIZ LY | WEEORERIGCERT 5 L E 2 b x R BSORRE
DhobhaZ ERbs, BENRBDONLESIZE., RELEFRIELE
BEPYRY 22 ik & R0 A RO EE RN & i U Clib) 22 8 RRe I 2 1TV ) B PE ot
FOGIZ X D EIER B EEbN 535613, AAIOERF 3 p Ik, RURIERE R
NECRIOBREERZETH L, ok, GIBRERLE OS5I RIE
M OUEEDTED R WIGEITIE. B B A L€ LA O e i Al o8
bBET DL,

o HBGKRTHR, BOEM O ARB L CTHLRIER PRI TA2Z LR H 570,
AHNOBEEETZRIZOGRVEH OB+ 2IEET L 2 L.

o 1 RUBERAE OBIE | BBER A S L) B o b, WERAEES P TV =R
WCEDHZEAHDHOT, A, B, REFEOEROBRCmBEED E& i+
SEBTBHZ L, | BFERFANSEDNLZISEAICTRS 2 PIEL, 12 8l
Al 5 E MY 2B E1TH Z &
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© AAOBRKREBRIZ BT, BERBENS 3 A ALN, ZHRLEIL, B55EM5 |
FRNT 6 I Z L IZABMEOFTEMZ T > TNz 2 & 2B BT RFIEES i E g
ICRHIROMEREZITO 2 L,






