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BMETRE (AT, [Cupel &V 5.) 1. KA
240 mg % 2 AR THES LIZED Cup . LFRELT
BEFRENT (FH), Fio, AH 480 mg % 418
HERCTES LEABOERREEBITA2EEMLE
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FIEHRLBERENRAPT, T b DEERFEICNERBEICRLT 2 Z L ABARED
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PD-1 4k, BEMEE L7 U2 oSER (T #A, BH#IAR U F 2T 0% 5T Hil) ROE
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i, Bk EREE CIVIREE T HRRELETBA ¥ —T = u v H = (IFNy)
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PD-1 k& PD-1 Y WV REOAEMETZZ LItk Y, BARFAEROR T MO,
AL R U AR B MBS SR 2 M B kfﬁ#%tﬁ@%ﬂ%%Tf
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| 5P A BRI A 5 SRR B B/ VAU RO R A

B (ECOG Performance Status 0 & TF 1) 35 il &5t ie, A4 3 mg/ke & 2 BRMET
AR L, ZEFMER THEEDE (RECIST H4 K74 > L1 RICIES S dise
YIEIZ LD CR XL PR) X 25.7% (95%IEHEIXM : 14.2~42.1%) Thot, 721, FFHi
WERE L= MEIL 9.0% Ch T,

@S EMFERER (CA209017 3R8&) (N Engl J Med 2015; 373: 123-35) ‘

TS F IR e T L RRRE S 4 AR REZ TR B/ VI X B R ORF L
B3 (BCOG Performance Status 0 Ut 1) 272 F (CAHI#E 135 Fl, K& FEAH 137
F) ZR&ic, FEFZSELEZHRE LTEHR 3 meke % 2 REHBECREFHE L.
TEIFMEEE ThALETFHM (PR [95%FEXM]) 12, AHPEET 9.23 [7.33~
1327} HA. FEZXFEAFETE0] [5.13~733] P ATHY., FHX FEXFEAC
M UBHZFMICHEERERZ TR L (NF— Fik 0.59 [96.85%5FEK M : 0.43~0.81],
p=0.0002 (&4 log-rank #x7E1),
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01
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T N T I T N i T B ] - 1] T i T A T T T.
] 3 & 9 12 15 18 it 24
Overall Survival (Months)
Number of Subjects at Risk
‘Nivolumab 3 mg/kg .
135 113 86 69 52 3 15 7 0
Docetaxel -
37 103 = €8 45 30 14 7 2 0,

—#— Nivolumab 3 mafkg (events : B6/135), median and §5% Ci : 9.23 {7.33, 13.27)
=~8- Docetaxel (events: 113/137), medlan and 35% CI ; 6.01(3.13,:7.33}

1 OS ORI Kaplan-Meier WH (CA209017 BUER) (MEAE4{k & vz dRED)
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- OWESMETIHAEASR (CA209057 ﬁﬁ) (N Engl J Med 2015; 373: 1627-39)

75 FF A A TR & A A R 472 TIB #1/IVH I ER O R L
#E#BE (ECOG Performance Status 0 B TR 1) 582 8 (AHIBE 292 #], K& & %8 290
B) EREIC, REFFeirsesRe L'CZiI%IJ 3 mg/kg % 2 WHIMFRE CARRTHE L.
FEMEEB TH A LAETEHM (Il [05%EMEXMD) 1k, AAWT 12.19 [9.66~
14981 B . FEZXBAIET .36 [8.05~10.68] # B THV . FF(IL N & Al

L ENEAFRREEZ R L (0 — Kk 0.73 [95.92%(E#E XM : 0.59~0.89].
p=0.0015 [JBH log-rank 1), |
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. Overak Survival (Months)
Number of Subjects at Risk, .
Nivolumah 3 mgikg B
292 232 194 169 146 123 L7 B ¥ 9 ¢
Docetaxsl .

250 pol) 154 150 114 88 M 12 5 o
o Nivolumab 3 mepkg {events 1 190/292), median and 95% Cl 1 12.19 (9.66, 14.98)
==& - Docetaxet {events : 223/290}, median and 95% Cl : 9.36 (8.05, 10.69)

2 OSOT AR O Kaplan-Meierlifft (CA209057505%) (EEBESRA)
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108 E7] E =] 48 k-] % 7 4 [ 123 9 26 -77 Ex] 65 b2 13 5 ]
Docelaxsl - Docetazet .

0] v 54 53 k1] 0 13 5 F1 0 123 102 30 o 44 3 013 4 3 0
= Nivolumal ¥ /g (svents | 77108), median and G5% CI ¢ 10,41 (7.29, 14.26) = Nivolumab 3 mgrkg (events ; 68/123), median and 95% C1 - 12.i5{12.09, 2063) |
-~ Docataxel fevents £ 75/E01). medkan and 95% €1 ; 10.09 (1,56, 11.95} * -2 Docetaxel (events | 93/123), median and 95% C) © .04 {7.10, 18.55)

Hazard itatia {Nivolumab 3 maikg over D and 95% C1 < 0.99 (0,66, 1.24) Hazard Ratio (NWeluinal 3 my/kg over Dacetaxel) ad 955 C1 2 059 {0:43. 0.A2)

I3 CA200057 R PD-L1 SEKEITO OS D IARHTD Kaplan-Meier it - - -
(EH : PD-L1<1%DBELM. EH : PD-L121%0 BEER)
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(8.6%) . RIFHERERESE 1 £ (2.9%) . BHREEET (RMEMEMLETRE) 161 2.9%)
& infusionreaction 2 ffil (5.7%) AT L=, £/, HEOFHEEE (&J%#EEEET‘ ‘
R, SRAH. ERERS) . TEEKREREE, | BERR. Bk EEHENE.
%%'%ﬁ&\gEﬁﬁ&&Gﬁ%&ﬁmb%ﬂﬁmotnﬁﬂﬁﬁ%ﬁﬁﬁm%ﬁ%
& (BRREERLEE0) 2EhEsHERERT,



QM EMFARER (CA2090173%) (N Engl J Med 2015; 373: 123-35)

F2 RPN 5%L LORIER (CA209017 5
%ﬁﬁfﬁll;/\;ﬁﬁ ‘ Wf;;ﬁjﬂé‘;)
(ﬁi:];rll{Aﬂ ver.17.1) ‘ 131 #1
o £ Grade Grade 3-4 Grade 5
£REIHEN 76 (58.0) 9 (. 69) 0
CEIBEEE e e T e e
TH 10 ( 7.6) 0 _
ED 2 (%) 0
i HE 13 { 9.9) 0
L B e e 2L (100 1 (08 0
f’t%i%iﬁ‘%%]%%— S e e e e R LS St R
Skl 14 (10.7) 1

lﬁﬁﬁﬁ i e i it 7 . .( 5.3) : 0 MR T 0 MR

. IR 6 Bl (4.6%) . KIBZ - BED TH 1161 (84%) . #highssE (%
T v RL—ERERE) 13461 (9.9%) | [FEREEE 4 61 (3.1%) . FREREERERESE 5 4
(3.8%) | BAREEREE (RAIGHIEHRAS) 400 (1% . BEHEE 1 6] (0.8%)
KUt infusionreaction 1 ] (0.8%) A3F8d bviz, ko, EEOKBEEE (BEHBEIRE
B, STAE., EREES) | TERAKERE, BITHRERE, | BRERE, Dk,
Jge - GRS, B Y 5 AR OUEZRIZTRD b o T, ARERIREIKBLIL
% (RBEMEERELED) 2aDEERETRT, :

(FERYE LR
OEAE IR (ONO-4538-0635h)

3 RERNR5%UEOBEWER (ONO-4538-06308)
EBA o , FlE ()
AR : 76 15
{MedDRA/T ver.17.0). . . 4 Grade Grade 3-4 Grade 5
SREHER 64 (842) 16 (21.1) 0 -
P 3 EL

AR E RO




B RIS IR : : : gL (%)

HeAET 76 il
(MedDRAJT ver.17.0) oo Grade Grade 3—4 Grade 5
CIHE ORI e b e e T e e e e
I U ™ AfndE 4 ( 53) 2_ ( 26) 0

Akl ' 11 (145) 1 (13) 0

R R i
. ﬁﬁbﬁmpip\ ~ . 4 { 53) 1 (13 0
EIRER. MeRls & GRS e e
Fﬁﬁmﬂlﬁﬂﬁ

Fi . ) 11 (14.5) 0 0
BRSNS ‘ , 4 (53 0 0

2%, FMEMMEEME (53%) . KIBK - EED FRISH] (6.6%) . MEEE (¥7
| 2R LSRR 10 (13.2%) SFFHEAERERE ST (6.6%) . RIS 1041 (13.2%) |
RIPBHSREREE L4 (1.3%) | BHREREE (RVEHIEIERL%) 440 (5.3%) K Uinfusion
reaction 3% (3.9%) MWD LI, T, BECKEES (RGHEIRERR. ST
BE, BRAUES) . TROSIERE, (ZUERA, Mgk, BEMEIE, Bk - BBk,
S5 H%&)Eﬁtﬁbﬁ%ﬂmzﬁ W bnAd o, ARIEARERIIIEEES (E%Fﬂﬁﬁ{ﬁ
' %% EEie) %ﬁ&ﬁ%ﬁ%%j"ﬂ‘ "

' @ﬁ%%mﬁ%‘ﬁﬁﬁ (CA209057 #E) (N'EnglJ Med 2015; 373: 1627-39)

#4 FEERH U LOBHER (CA209057 35

BENKHE | j— Bl (%)
' ; ‘ AR
| (ﬁjggkm 17.13 287 5l ,
- ‘ <% Grade Grade 34 ~  Grade3
SMHER ‘ 199 (693) 30 (105) 0

"IEH_-I: _
S AR R ONE

rsmsE - 24 ( 84) 0 0
K55 27 (94 1 (03 0




i, MVEMEMRE 10 4] (3.5%) . KBSt - EEOTHI 241 (7.7%) | S (¢
LT RU—REREEE) 26 41 (9.1%) . THEREEEE 15 (5.2%) . FURIREEREREE 27
B (9.4%) | EHEAEREE (RMIG MBS JL) 701 (24%) . W% - BAIEZS 1 481 (0.3%)
& W infusion reaction 8 il (2.8%) MRS b, Fi, HEORGEE (B RRIRE
BB, L3, BREES) . TEEBERE, RIBTMERSE, | AERR. BEX
EEMESARE. 585 BERVLIHIIRD Db ole, ARTERFEBRLIIERE
% (GRREMREZED) REDEERETRT, ‘
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{Hk - AE]

AR OFEREHEIEETAFFHALEY T b—a 4T kY . A9 3 mgkg (K
H) NI¥240 mg % 2 BRERRETHRE L BRoAR O MERREN T SN, O/
R, FH 240 mg BHE U BROREERIT, AF 3 me/kg #HG LICBROBRREE & LR
LTEEEZFTEFHENZEOD, BAABZFCRBWTAFTERHERINTHDH
PR - HE (10mg/kg % 2 ERIBIECRE) THALEE LEBRORER & LB L TR
ERTETH SR (FR), AT, BROBEICET 57 — 2 iciE3% A4 3 mgke
(%E)Rmﬂm@%2@%%%(&5Lt%@$ﬁ@&ﬁ%&ﬁwixmﬁéﬁa
OBEZ BT ARERIGTT ANEE I, YEEEIZ W THREBThI SR,
. FROBE - AROBMTADMER CREMICPRERERTAV & FRIS KL,

‘ 5 FHOEWBE T A—F ‘

Mk - Ma  Cx -~ Crind14 Covpld . Crnmgss Cotins " Coges
{pg/mL) (ng/mL) {pg/mL) (pg/mL) (pg/mL) (ug/miL)

POV | (35‘2 '760‘8). “0-17?;34'-5j | (17-21‘,;?3-9)' (75.23171) (27?12,‘107) (42.717,.?27)

Mm@V | ¢ '-7‘2":03) (15-22?'??4-5) (25-3137.8) (10;,5354) (41.857'?5'3')' ' (62.11(,)9! 87)

10mg/ks QW (14'119;19) (51 621 739 2) (799(;] ?14) (33::9232) ' (1831;135 (23?17235)

e RAE (5%, 95% ) « QW 1 BRI RBE, Conax ¢ BB 2 ORI TE P HREE | Crinate : PIENIE 514
A B iziiT B BIEM A PIEE . Cavars : FIEHRSE 140 HE TOFHMPFPREE, Cuuss 1 EFRIEICS
V% i I 3 cmuxss.kcﬁ:mnmwéﬁ‘cﬁmﬁqﬂ%ﬁ cavgssr'mm?uoh‘zaT 3] i 7 o
e '

‘itwﬁﬂ®ﬁ$@%%@%%?méﬂ%LkViaV—Va?Kinx$ﬂ4%mg
% 4 BRRRE TR XIBREO FE - RS TRE L BOXRA DG FRESRT

Ehic, TORR, A 480 mg & 4 BRIFEECRE LEBOEFEIREC R 52F4Mm -

TERIEE (BT, TCags) EVV9. ) b, A5H 240 mg % 2 BEER THRE LD Cuges
EELY B LTRSS (FR) o iz, A 480 mg % 4 WAMRTRS LcRoR
FIREBICBT 2B IETEE LT, (Cuxsl &£V33, ) by AH 240 mg % 28R -
IR T U7 BED Crms LB L TEEEZ R E TSN b0, BANBETE .
WTASHRHRI TV - BE (10mgkg % 2 BRRIR IR L) CAF &Y
LB Coess & A L CIEMERT E FRShE (FH) , M T, EROBEICE

BT — s IS A 3Imgkg (AE) 7ok 240mg % 2 MPIRINE, HL AR

4mmg&4ﬁ@ﬁ@f&@Lt%@mﬁmﬁﬁﬁaﬁﬁﬁxmﬁé&e@%@&ﬁﬂ
T BB T A BHES I, BRI OV TRE M TORIER, Lﬁ@ﬁ%
m%wﬁfﬁﬁﬁ&Uﬁéﬁkﬁﬁﬁﬁiﬂ&w&%ménto

I1



#F6 FRDREYBIENT A —F

m ?f: . ﬂi % Cm-n,; Cm[ndzs ' Cnvgdzs Crmx,ss Cmin,ss Cavg,ss
{pg/ml) {png/mlL) (pg/mL} {pg/mL) {ug/mL) {pg/mL)
3 ok 02W 516 272 300 113 62.1 776
mg/kg Q (35.2,70.8) | (16.5,403) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127) .
72.7 383 437 159 87.8 109
240mg Q2W | 511 y03) | (233,59.0) | (30.8,609) | (102,254) | (415,158) | (62.1,187)
145 29.7 53.0 216 73 109
4B0mg QAW | 100 207) | (15.5,47.4) | (37.0,748) | (145,336 | 75,131 | (621,187
, 193 996 116 396 214 275
10mghkg QAW | (146 990) | (86.5,132) | (101,148) | " (329,525) | (184,303) (236, 377)

gLl (5%, 95%A%) |, Q2W : 2 ARG, Q4w : 4 BMIRINE. Curax: ?JJE!&%?&@&%‘MW:%E.
Crica2s : #IEIF 5% 28 B B ic T A GBI P B E. Cogus : FIEHES# 28 A B ¥ COEHMIEPE
ﬁ\ Crnax,ss : ﬁ:’ﬁ%f@l:iﬁﬂ' 6-&%]"”§¢ﬁg\ Cmin.;si Eﬁ’f}{f?ﬁ'ﬂﬁ”’éﬂ{ﬁlm?ﬁ@ﬁﬁ\ Cmrg,ss : rJIII:‘H:EJI%'

SRIEIZ 51 5 FAIMLIE R
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4, mﬁkowf

%ﬁkbfﬁ%&%ﬁﬁ(@ﬁﬁﬁ)#&ﬁ%ﬂfwé Ehh, BEREEE
@Ji_%ﬁt‘f"a‘ BIERTH 5 BERD B, £DOLT, Kﬁ]@?x‘—}ﬁ\ﬁ@&ﬁ%% R
ﬁ:’bf AR OB VEELBERZFE LRSS 5 2 EBPER D, BT
DO~B@DFRTZIWITRBUTBNTHAT 2 ETH D, ‘

@ fEERIZDOWT

@1 TR (1) ~ 6) OWThRCEYETIRRTHDZ &,

(1) A SBIRE AT 28 A B REES LA RS (EAT RS A DT,

 ESARBOEMHLRAL, M AR ) )
OW v _ : a

@)ﬂﬁﬁ%ﬂ$mhﬁféﬁh%ﬁﬁﬁrﬁ(ﬁ&%%ﬁ%ﬁ%ﬁﬁ\ﬁb%ﬁﬁ%
AR, 2 ABRCES SRR ©)

(4) SRICEREEZRE L, ﬂ%%tﬂ‘afﬁ*{%ﬂﬂ%IK&i%ﬂE{B%ﬁﬁiﬂﬂ’gzd)ﬁt REE

R DBHET TV B MR
'6)#ﬁEﬁ%ﬂ%ﬁ”@ﬂ%@ﬁu%ﬁk%éf&%ﬁoTw5K£

@2 WO R O {’Fﬁi%ﬁﬂ#ﬂ)ﬁmﬂc—l—ﬁfif&ﬂ%&ﬁfﬁ%ﬁoﬂﬁfﬁ (F&RD .-

WERRNCRET SR l:Efﬁ) il Mn/ﬁﬂﬂ)ﬁiﬁﬂkﬂﬁﬂ‘é%‘ﬁ@EE%k L'CEE%‘%%L '
BTk,
S

AToTNBZ Ty Db 2HBLEE, ﬁb%%%&&z&btﬁﬁﬁ%+@ﬁ%%_
AToTWBZES™ -

. ERREIREE 2 FONBBHEL ET Lc&ic 5 £U EORVBROBERFES | . -

. BRI %z$m@%ﬁ%&%7bt%h4¢uiwhﬁ&%%ﬁbrwagg’ |
&, 5B, 3MEBLER, e

TndZ &,

. @ %WwﬁﬁnnﬁﬁmﬁﬂJﬁiﬁkowf o

FRA MR b 5 W AR S 1, BERSE DA . A2 - 52
SSRHOWROTARCERSIC T SRAMRS FEFEIRELLBAONE

e %mﬁ%mwﬁbﬂ6Wﬂﬁ%ofw5 L.
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@ EWEA~DORIEIDNT

@-1 skl o8 HF _

C MEMMEASOEELRRERSRAE LI, 24 FREBRREHOT, SFEiEgX
LSRR BT, BE LARER IS U CAREER O CT H0EIER ORI
ERRECHENY BPIELR, ELICHEFRERERPE-THDZ L, ‘

®-2 EREEEICL 53 EELRMNCE T B

M ABFCED 2 EMN R ARECRERE T 2EREEEVRNHTE=2 Y 7
EEDERDORAY Y — oV FETOERE L FRE LG TE 55— AERKHAE
BENTWBZ L, Bk, BHEENIZSVT, BABRE L ZOFRICHIICBM ST
wa Tk,

@-3 BIfERORBECRBICE LT .

BIVER (REMEMZREIC I X . TR hRE, O5J, 1545, SREUmMInE, KI5%k,
NB%. EEOTR, | R, FRE, FFHREEE, Tk, TCEREK, FRR
BIEEE, TRAMARSE, HREE. TS, MRS, Mk, BEOMERE, #
PRMALZEIESE, infusionreaction, EEIE/ M¥KIESE. MEREREMETE, i, Kk, BE
DSERS, EIRREE, CEREE (OBEME - R0 - OEEGAINGES) . RS,
SEFLE) 1o L O MRIER SULE B ERSE OS2 B+ A EM L e L EHER
DBERREIE L TSR ORER I bNAREH B - &), B bICH R 0E
RTEBEEHBPESTNB T,
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5 BENBLELEE
[kl 3 5 20T :
) T@@%%kkmfmﬁwﬁﬂiﬁﬁﬂénfm
__- 7T F R R ST LR A ?5@][&%77*?%7211[]3 H/IVH N IIEROR

S LB R
s TTTFTHE Ea@m%&&:@%ﬁﬂ’éﬂ%ﬂ”ﬁ%&ﬂm ﬂﬁ/wﬂ;‘iﬂtiﬁ?%‘@#
- RELEESRE

721, FRIE LEE CEGFREEFE %XﬁmxmAﬁﬁ%%&ﬁﬁk AN =N
‘ﬁmauammfu#//#%~tm FHILALRT 0% &0 % F—EHEHFIO
RS 5 B, - ¥

@ TREHEYTIEFIHT AR ORERUERAFEIZ OV, AR OFHE
BT ENTRLT, $§®Eﬁﬁ%k&6@w )
. {eEpUERBEOSE
. BB
. mmrﬁ&@%ﬁkﬁmbrﬁﬁéné$%

® MERHEAA KT (RAKE i #%) IZH\ T, ECOG Performance Status 0~1 . -
@D 75 5% LA E. X% BCOG Performance Status2 %0 DB CIE, 5 3 HILHIEA. -

(FE& 3% OBMEBSAHEESNTEY ., 75 FFURAOERMIRETE ..

WEBHER SRV — 2R BB, TOHE, TTFFEROFIEERRS &b -
3ﬁﬁﬁﬁﬁﬁﬁf@%ﬁ@%ﬁf@%ﬁmﬁmru,xﬁ@&ﬁ%%ﬁvgég-w~

© ARTEAMB IR, ﬁxt&ﬁ&u%ﬁﬁiﬁﬁ@wﬁnmaﬁ B
ST RS SRR L TERBEARIES ATV, RE L. ERTEERO

U BETH, PDLIRBRIC LD A OEMRER D - L ATRINERAEL ¢ -

- hTwaZ &mB\#ﬁ$h&ﬁ®%%hkwfmmnn%ﬁ4%%%Ltﬁfﬁ-_~!~1-f

ROBRSTEOHTET 52 LBBELL

GED  £COG @ Performance Statis (PS)

Score | Fss

o £ WERENTE S, BMEETLE LI EEERHIRRITLS.

BRI LS HIB S B35, AMTAIRET. B o ORI 5 CERTED,
0 : ENFE, WhEE

FHITTETASOHFOED O kﬁ?ﬂfT%L#W%ﬂT%&w BP0 50%8 Lid~<y FATERST, |

1
2
3 mahtﬁﬁmﬁmlbo_abmritw Ao 50%EL 12~y BB CRIT,
4

£<{ETAY, AROSDEY O LELel TEhV, BRlTLy ]*“73!1'%!"(‘1! 7.
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* PD-LI %Eiﬁ#—?b 1R Tl D = & AR SN IR T R RE BT,
BRI, FEZFEASORKLAOTEMREH OR S 2 EET s, ®2

. RATOY RV (BETFREEL) O = B (K554 : PD-LITHC
22C3pharmDx £ =} ) 122 ¥ PDLI REREHR L ERTE L EHEOBRE
ThoT, FHIOBWE (R524 : PD-L1 HC28-8 pharmDx 5= ) &5

BRrESHEEREEITE, lRTUDSEﬁ%%%%%GUIKﬁH@&@@FI%‘%T:#ﬁ?ﬂ“é‘%

B, :

k)
Andreas H Scheell et al. : Mod Pathol. 2016; 29: 1165-72
Fred R. Hirsch et al. : J Thorac. Oncol. 2016; 10.1016/.jtho.2016.11.2228
Marianne J. Ratcliffe et al. : Poster presented at the American Association for Cancer
Research (AACR) Annual Meetmg 2016; New Orleans, LA, USA; April 16-20,
2016

[Ze2 i B9 3 5]

O TRICESTBBHECOVTHAROBRENHERE SNTWB b, K ET
bHNT k,
. Kﬂ@&%ﬂﬁbﬁ@ﬁ@%&ﬁ@%é%ﬁ

@ WBEAMOFEIZR VN CTRICEYS T 3 BE 20T, FAFOR 53R Sy

B, MOBFERESRVEAICRY . HEKAREERT L 2EETE3,

+ MEEMEROSHNEEEOHZBE

+ OHEBERECHERZRD L BERUED &wﬁﬁﬁﬁﬂﬁﬂﬁﬁ'?D@ﬁéfﬁiHﬁ&
L OMCRIEMERHONDEE

«  HRARBOEPH XITEHERZHS L IIERED B ERERBOEEED
hasE

. IEEBEE GELSMIEEELAT) 0bsEE

o EEOBEIETEERT AL

«  ECOG Performance Status 34 70 DB

WD L, MoRBEEEROESITOWT, BR, HEEEICE ""3’?.5 & o, FEERELMELER
Z)fﬁﬂf’ﬁlﬂ@?éﬁ@:h%i’mh 3%, EFEFEARY LN EALRE GHESH) KovTIREDRY
T,
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6. BERBLTEET R &4E

® ﬁﬁi%%h%x.&Lﬁk¥%#%%¢5§H#h£o%$H®%£&Uﬁ£ﬁ
DI DI N BE M L Th b AT 52 &, |

@ EBAICETD, BEXITORRCEDEROERES TSBH L, REEE
ThLRETEI L, . | |

@ FRELEMIBN T, HHJ%@$%% | L E AR OB ETE R HNTT 5
Z L AEE L3S, PD-L1 RBRRIER T E RVBAICIL, A OUF OME %
BICHINT L7 bR ETB T L, '

@ TREMERO=ZT AL KMo T

® FHOEERBICBENT, BEEEHD 9EEH, ThUlliE, BERHE»D 1E

MEEMRERESHbbNA Z & BHBDOT, FHOERSITHIzo Tk, BHRIE

PR, W, ) ORRR I X RREOEHS, BEE+H
AT T &, e, MBI LTI CT. i~ —h —EORERENT S
Tk,

ZAH O EIIEED infusion reactlon Vo 2 CTERERE] L_+ﬁ7‘;:$<‘j‘ﬁf 0)“("‘?,—? Y
21T o7 ECBIET 5 = b, 7.2 FIE BIEOAME 5T infusion reaction
RhbobhdZEbhdOT, FEEESPRUAHEGHRT BRI SA FTA

L ERRAET L, BEORBETOICEETSH I L, /2B, infusionreaction &
FERUESIZE., 2 TOBERCERBESI El{i‘ﬁ‘éi'@*’%"%“{‘ YEE -

THTE,
mﬁﬁ&%ﬁ%;TﬁW$ﬁﬁ%&6@%ﬁ%ﬁ%abnazaﬁ@amv\
A O BRI R O 5 IR SR I E ST s RIS (TSH, 58 T3,
B8t T4, ACTH, i aiFY - EoRE) 2EET2Z L. -

AFIOBEI LY BEORERIGICERT 2 LB L ONAKL REBDHE -
 BHLbRBIEBHB, RESRDONEEHEEIE. RELLERIIECE - -

A b R A O L LT HEEIRERIRR BT 21TV, BE DR

RIS L ARIERREDR BRI, AFIORE T, R ORI RE R
NELVRIOBEEREETE I, 20, @%&ET»%/@&ﬁLiU@#
AOGENRTED LRRVEAITIE, @%&ET»%/uﬂmﬁﬁmﬁﬂoLm.

bEET S,

BEACT o, BORMA BEOY A8 LT bEHERRRRT 5 = a#@étbv__,.

AFOBERT HIC B RHER ORI DI EET 3.

1 RUBETRR (BUE 1 BUEIRB 28 T) Mddbh, HBRFEES F7 ¥ F—vx

KEDZLBHDLOT, A, Fiy EIE%%ODTHQUD%ERQM%W@J:ﬁL”P
HEETHI L, | BERENEDRISEIT IR EEPIEL, /( VAY LB
Ao SEOWMERAEELITI Z &,

FiL 6 B Z L A PEDTHE 21T o TV Z & BB, FAHEFIIERM
SR E CHROWRBEIT I 2L, |
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| (F2) BIEE
B RS, SR b 7 B B 0B £

<FEFFEARZRLRDEHE>
RERERNFEI 05 B BE
BHIEZGPEL T2 8

REEH LBREOR DN D BH

8 T FEH VSR EOE DU D b D BE
R UIEHE L T A TR0 5 B

< FEZFEVPHEERT LRDBE>
BRSMOSHZ L%

M 26 UL IRARAE D 3 B BB
FFREERD B 5 B -
BHEEOH B BY

IR & 5 BE

SEIR 5 AT OB 5 B

< Wi 7 X e OEKRENEE>

BRIME |

Yay iR TTT4 7R

WO, PR, IFHsAERE

AMEEARL

HIETHERTZS, B

DA :

WML N EEERER (DIO)

s, WM, SEmiEXEE, KRk

e o

AR LS R

BfERESE

RGBSR RE (Stevens - Johnson SERRE) . TEMRIEE (Lyell BER) ., STHLKE
DF R FliARE. TEIE - (R -

DAL, BRI

e

SRIRANE L R A S WIEEE (SIADH)

FAEA IR ORI, Mk, SHHEIEE, THOBARSOARMIEERES, Radiation
Recall I .
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Bl FHEE A RS A
=R e (ﬁ'f?\%fﬁﬂjﬁ Z.)

(RFEA : AP —R AT 20 mg, 37D —F SRHE 100 mg, F7 05—
A SRR 240 mg)

~EHERAE~

R 2 9428 (fF124 9 AKED)
JE A S




B

LI

AR DR, TERIEF

I R Bl

g i OUNT
BEXGBLRLBE
BEICBRLTER T ~&FE

= O

P2
P3
P4
P20
P22

- P24



1. 2L

EIR G DA - TRMEOTERD T2 I L, ﬁﬁﬁﬁ%uﬁémtﬁmﬁﬁﬁm*b
bILD, &b, TEORSEHFORINC L ) | UAEER A Y OEFWRIHRERE
FERLPERINAHT, T bOERR & EICNERREICRET 5 - LRERO
AL 2o TRY IREMBGEE & &3O EAT #2016 (TRL 28 4F 6 A 2 R BIEERE)
KBWThH, EFMEELSOERORELIEEERDZ L L ShTWa,

B VE R E R EEA e TR 7 7 A VDBETEDEIE R & B & 2 R
RABZERDD, OED, HHEROLZEMICET 3R FAERT 2 oM,
MYERSOBERR T DI LAYESNDIBHICH LTHEAT S & & biz, BIE
FADTE LB NERRS S & 5 2 & BN — m@%ﬁ%ﬁtfnﬁ%%rﬁm
THIEREETH B,

LR oT, AXA RTA Tk, BRBERREST hifkﬁ%ﬂfbéE%%%%
B M 5% | BT OEES ORI ER 2 HE T 2B AN b UERE, 2
FRUBEEI YT,

Rk, A4 KTA4 ik, MITITEI:E A ESER SRR AN, ABEREARK
FEBRIEgESES . — ARk A B AR NA B L ORI B AR EREE 0%
Db E{ER LT,

ML RAEES AT ORI 20mg, 7Y — R AT 100meg, 7Y
o R 240 mg (R4 =A< T (BIETHARZ))
HRERHIPEIPE - B AR »
HBLHAMERUAR  @%. A=A~ (BEFE#ELZ) & LT, 1[E240mg
2 BERIFE XL 1 B 480 mg % 4 BRIFR CAREHFET 5, -
72U, BHEAREICE T DG MBIBEOSA. 5T 12
HAMETETS,
BIBYRFEREERAIICH LTA B Y AT GEEFHE
%) LHERATAESE, B, AR =FAL~T GEETER
%) & LT, 18] 80mg % 3 MMM T 4 BLABEST 5. Z0
%, =FEA~T (EETEEZ) & LT, 1240 mg % 2 R
, ﬁﬁ2m1@4mmg&4ﬁﬁﬁ%?ﬁﬁﬁ&¢5

%Em%%%d%%ﬂﬁwwﬁ

(B35)

ﬁ%£ﬁﬁh%?é%~f%£ﬁ%&ﬁmmg—&ﬁaﬁ;waﬂﬁﬁ%m%xn

OEEXIEHR, AERVHE

2hfe X ik % R RBUBRTEREREEAHE

A EkUCRE: BY, RACRAEY AT (EETFEEx) £ LT 1B 3 mgke

(KE) % 3 ERMRT 4 BARRET 2, 2B, thofiFBiEER

AT REBAER. =R <7 BTl L HRT3 2 &,




2. FH ORI, FRET
7 DR AT EE 20 mg, (Al SRIEERE 100 mg K ORLAHEHHE 240 mg (—H%4 -
AN=T (BURTFRBEZ) ., BT, TR v ),) 3. NEERETEEKRE LAY
Ly 24k BTVR I v ¥—X 2747 (BMS) 4 HBAF LI b PD-1
(Programmed cell death-1) 123443 & M IpGd £/ 7 m—F AR TH B,
PD-1 i, #EH(E LIz Y 2 SR (T HR, B AIER U F = I 4% 7 —T Hila) &tﬁ‘%
BCRMISICIIRT 5 CD28 7 7 3 U — (T Ml OEME b2 EEMICE L AICHET 545
TFEE) LB T ARAERTHE, PD-1 Giﬁﬁ%ﬁﬂﬁak%’%ﬁﬂ“é PD-1 Y H > F (PDLI -
EUPDL2) EFEA L. U SERICHIBINES 7 2 REL T U o SBROEM LR IE R
BIZTE LTS, PD-1 U AV Ni3HRIE RSN L b O 2B 7
CLTRY., ENBANEEREH LU L IESEc ST 5 PDLL O LR OLF
i & ORI AOHBEBERE DD Z L FRESH TS (Cancer 2010; 116: 1757-66)..
e EERATERE TIIEGRE T MIANEETBA V¥ —T = n L H i (IFN-y)
& 5T PDLL OBEATHEEN, BB LRSI RIT 5 PDLL OB LIFERO
AR & ORICEOHEEBERE S D L OWELHD (Sci Trans] Med 2012; 28: 127-37),
&bz, PD-L1 ZMMHIFEER S B3 AMKE, FURRRK CD8 Btk T Mila DMl E
HEZ T S B3, HLPD-LL HifET PD-1 & PD-LL & DS EMET 5 & T OMlE
EERE éyﬁ:lﬁlfﬁﬁ“‘é LARERTWS, 80T L PD-UPD-1 U Hy MR, 2% -
AAENEDFER R T M) e @Bz%%%@:&#é%f‘@—o ELTEZLRTY
Do
AHNL, FEHEAEROFER b PD-1 @#ﬁﬁ@&#ﬁﬁﬁ (PD-1 U #> FiEA ) 1A L.
PD-1 & PD-1 U AR k@f*A%:[Sﬂﬁ'é“é ik, BAGURSRRMZ T MlgnlE
AL R UH ARl 2 MIREEEE 2 E 8T 2 2 & TRV TEEDR 2 RT
T EREERINTND, : e

 AHIOERSEICES GREDRERISIC & BEHEMENS bibh, EEXEETI
 EDVHMAD D, FROBREPROBERICIT. BEOHSE AT, BESR
B BIICEHAITIL, R U ERITIS U BRI 410 & B i S & i L Ol
QRERRIFEAT . BEORERISIC L SBHEN IR SHAITR, HBHEIY
T HIORE B OB PNBEAT D BEBDH B,



3. BRIRREE
ff.ﬁéﬂ%@ﬁiaﬁ Héfkn?ﬁﬂi BIT o lE RO fiE Y~

[H %]
OEME THRR (ONO-4538 02 FAER) .

FHANRT (BT, IDTIC) &0 5,) 2 X B {LFRIEEL &+ S RIBTRAAE 2 I
H/IVH T EROEM BRAERH (ECOG Performance Status 0 2T 1) 35 Bl & w41z,
A 2 mg/kg % 3 BFFRTRIEHE Ui, EEFHMIEE TH 245 (RECIST 1
NS4 LRSS PREEI LB CR XL PR) 1 22.9% (Q0%SEXMA : 13.4~
36.2%) Th-lz, 723, FATICRE L I 125% Th o I,

®@W%H$Hﬁ%ﬁ (ONO-4538-08 iﬁiﬁﬁ) _

{LEEFRERIGE O RIG TR e f;mﬂﬁ/wﬁ;ﬁﬁi;‘rﬁ%&@%&%@ﬂi%% (ECOG
Performance Status 0 & UF 1) 24 {5 256t 12 . 255 3 mg/ke % 2 S8 RIRARE CARIRA: Lz,
EEFMIEE ChHHFLHE RECIST VA F74 ¥ 11 JRIZESSFRYEZ LD CR
WiE PR) X 29.2% (0%SHERFL : 16.7~459%) Th-otz, 25, TENCRE LK
i 6.0% Tho Tz, -

_ ®rﬁ5’1~%mma&*5ﬁ (CA209066 3%ER) "

vraf = 7 ABIE Y 4 L RABEETFEDTRE2 S Bl (BUF, IBRAF] £\ 5,) V600
| BROAVEERER RO REIR AR AR L/ IV X R BRI EE
(ECOG Performance Status 0 & Ut 1) 418 il (AFIFE 210 i, DTIC $## 208 #) & 41T,
DTIC &% & LTAH 3 mg/kg & 2 MRMRETREHE L L & OFMER TR
ERA L, FERMIMRE THH AR (UT, 1085 & d.) (FRE [95%E
KR ORI RIE, AFEE NE' [NE~NE] 4 A .- DTIC BT 10.84 [9.33~
12,091 ZATHY, FFZ DTIC (o LHFHFNWCHRREEZR L (ARl

0427 [99. 79%1‘%?!1%3 -0.25~0.731. p<0 0001 (/@51 log-rank TR 2014 456 24 B

CF—=E sy bET),
*; HfEdraE (BAF. FIER)



—A— FEFE .
- ﬁﬁ)ld‘?:)’.‘.-fg

0.6-

1% 0.5

= 041
0.3- !

024 - S | o

0

oo

. 0 & 6 g 12 15 18
at risk# H:AEHAR (R) -
 kHiEE 210 0 185 150 105 45 8 0
FRNSTSUEE 208 177 123 82 22 3 0

X1 OS @ Kaplan-Meier Hifgt (CA209066 3RER)

@RS ETARRRER (CA209037 FAR) 2 e s
AEY AeT GBETHRERZ) GITF. 14 €Y A7) LV5,) Xid BRAF BHEA
RELEREEEE T RBOR AR NN/ VEX I EROBMHEAHEEAY

(ECOG Performance Status 0 B0} 1) 405 %l (AR#IBE 272 B {L2e6k (DTIC TN -

CRTIFF LRI Y EREAE O B 133AE) BT, BRREEWRE LTE

# 3 mg/kg % 2 R CHRMEHE UL L & 0FIERUREEERIT U, ZEFFM - - B
HETHHEEE (RECIST H1 FIA > L1 U ES PRHFEIC LD CR UL PR) -+

VN TAAIAE 5 S RO 120 BIARATAHRIET b LTI 2T o R

AFIBET 31.7% (95%(SHEXH : 23.5~40.8%., 20144E3 10 AF—FH v hAT)Tr

Chot, BB, FHIEEHEOBMERREL OO AP0k, bI—DOXELEERT

% 08 (I [9SUIERKM]) 12oVT 182 A <2 b (EL) T CRRMRE - —

BT ToAER. AABET 1547 [1239~NE] 7 A, (LEMWIERET 13.67 [11.50~NE] %
ATHY, AR EEECR RSN ABRREREZRE R ok (AP Fi
0.93 [95%fEHK[H : 0.68~1.26], p=0.6299 [JER! log-rank #XE]. 2014 4 11 A12EF
= E Ry AT, | :



@EME TR (ONO-4538-17 IR
{LREREROBRBOBRTFELTH/IVH LI EROBEHREAKEES (ECOG
Performance Status 0 ZT8 1) 30 FlEd8ic, A& A VY AT &0 (WUF. A
+A4 AT D) BELE, EEFMER THHELE (RECIST H A FZ
4 v 11 B3-S < bl EIC & 2 CR U3 PRV 33.3% (95%( 2R R : 17.3~52.8%)

T Tholt, B, TWENCERTE LB 238% Th o T,

* oA I mglkg (KH) &4 F U 5= 3mg/kg (ki) %[ A& 3 AR 4 B STEE L,
A 3 mefke () % 2 MR CRIHE L, SEARSEHCB OO, ARl EEmcis L.,
AU AT IEAEROREET L 3000 LOBEEB N THRSEMIE L,

OB HHHE (CA209067 HER)

LR R IE R ORIBUIEAE 2 M/ IVEHCD M BAEAE (ECOG Performance
Status 0 LU 1) 945 B (AF+4 U L 7B 314 5. AFIBE 316 B, 4 Y AvT
BEIS P BRET, 4 EY AT HRERHBLE LTHA+A EY Av T REROAH
B OEHER TSR R Uiz, ZEMIEA Th 5 08 (HRAE [95%EE X ])
DB RIT, AF A+ A Y A~ TETNE [NE~NE] # H. &K C NE [29.08
~NE] #A. AU L=T7HET 1998 [17.08~24611 ZHATHY . FF+ A Y e
BERUSFREEIIA €V hv T 5ICH UK S0 B R IER &R L (KK +
EY Aw TS Y FH 0.55 [98%E1RIKRA : 0.42~0.72], p<0.0001 [JF5! log-rank
WE]. ARBRE . ~Y— i 0.63 [98%EHRIXRT : 0.48~0.81], p<0.0001 (BRI log-rank

BE] 20164E8 A 1 BT —F Wy FAT),
# A 1 mgkg ((KER) & BV A7 Imghkg ((KE) £ A2 3 BNMEC 4 ELAR T Lok,
AR 3 makg (IKFE) % 2 MG TARESE L, SRRARSERIZBWL T, Kﬁl%iﬁ‘ﬁ*}m&@
L. A4 Y A FHAFIORERTHO 30 5 LoMBEBWTREEMELE - -

1.0
0.9
0.8 TR,
0.7 hk“w"‘- il VI —
& o _‘S\_\..\ ~ Ay e
Z 05 S X
23 0.4 . il - Sy
B MW FMAAEYLITR M@
03 A BB DB
0.2 S AEULTTHE
0.4 *  ARUO : 51904
0.0 s r : ; . r : . . . . ' .
: 0 3 6 8 12 15 18 24 24 27 30 433 3 39
at risk# . . £FHM (A}
FHIEULTTR 314 292 265 247 226 221 209 200 198 192 170 49 7 0
AW 316 202 265 244 230 213 201 191 181 175 157 55 3 0
AEULTTRE 315 285 254 208 205 182 164 149 136 120 104 34 4 0

2 OS @ Kaplan-Meier Bifgt (CA209067 3X5%)



7248 IRIG IR AR R M B AN EE & M RIAH + 4 EY Av T BER OV THE
- L7o¥BSAE TARRER (CA200004 RER) D =hk— b 81T 2EH%F (modified WHO #
HEZHS < CR XU PR) i, (W PHREERIBIRIBFE T 46.4% (13/28 i, 95WIIREIE :
27.5~66.1%) . {LEFRIEITIAFERE T 38.5% (5/13 fil, 95%EHAKR] : 13.9~684%) T
HoT, - ; '
(PD-L1 BER BB B UG E) -
MAMETIHRERER (CA2090673ER) LA AN DNIEBEZF DT — ?L%d% HEGEHERL
2BV TPD-LI R R H LA Bl & 5 81e (BT, [PD-LIFEHE] L 3.) Al
CIRROCIRIT 24T - I DR R SEORRIILU TR LBV Thol,

ﬁ@ﬁK@URPDU%ﬁ$ﬁM$ﬁ(Hme%)0%%%@km&LTMQL
" (PD-L121%) DBEEFTA €Y L= 7 O LFEEHRIMEMERISRIE S L (TED,
2B, $ﬂ+4tUA77ﬁ®Ké%fm774»@HH&Q%®$%%@&HHJ>

1%@%%%Efﬂﬁr@otn.
PD-L1RNFRI0aEN - B . PO-LA R B165LE
1.0 . BT -
o1 ae
081 0.8
o7 o7
! : 08
& &
g 113 - g 05 -
j ] AL ot L
A1 ok IATARYLT I e O skeamisevszo o C %
93 AEEm _ ; B3 A t-e
02] O TEYLITR ) 021 @ AEYLTIG '
o4 L ARUQ : 1Y 041 m, AREO: TR
00 R . —_— — ‘ ¥ - e
... B 3 8 8 12 15 18 P4 24 2 20 33 3\ 39 03 6 8 12 a5 .18 21 24 27 3033 3, 38
atefskg ‘ £wAR (R : atriskik praa .
FMHALOLTIR 423 113 W2 91 82 82 T¢ T4 T4 T2 8B 18 40 *ﬂ+-ﬂf‘)la?7$ 155 144 132 12F 16 1§2 905 101 101 g5 85 2 3 D
MW N7 103 86 T6 73 65 62 59 57 '55 S50 19 Z o zmg i74 165 158 148 39 3% 122 417 12 169 88 3E 1 0
EULTIR V3 68 a7 Je T &1 s 50 44 a1 2z 18 1 o ALULTII- 164 155 {8026 15 w2 80 e W oM 862 2 0

-3 CA209067 E @ PD-L1 %ﬁ$gu-c® 08 @ Kaplan-Meier Hifg _
(El PD-L1<1%®F§%*$EH\ JEIXI PD- L1>1%cm§$‘$ﬁ) : e -




@ERIER MR (ONO-4538-21/CA20923855k)
SEEUIRRHE D Mb/c H/ IV OEMEAEES 906 7] (AAANBE 28 filEETe, AHKE
45361, A Y Ao (RETFRER) BE4S3P]) ZXHENC, A CY A TERBE LT
RH 3 mefkg & 2 EMIRGCATEME Lk & X OB R UL S 2RI U, FEIE
HBE CHAEBRATFHM (PRiE [95%EHRXH] ) OREATERIZ. &AH# T NE
[NE~NE] #H. A Y AvT7HTNE [16.56~NE] #ATHY, AFNLA Y e
R LEFHERICH B RER 2R Lz (0 — R 0.65 [97.56%(51EXH < 0.51~0.83]
p<0.0001 [/B3H log-rank #RE], 2017FE 6 H 2 HF—Fhy +47) ,
* : AJCC (American Joint Committee on Cancer) #1433 (3 7HK) o463 < B,

10

0.9+ . —A— REIE

G EYLTTR
0.8
1.7

0.6

0.51

0.4

1 B HE o B

Q.3

0.2

0.11

0.04 .
T r——————— T ]

] 3 6 2 12 15 18 21 24 27
at riskﬁ : %ﬁﬁﬂi@%ﬁﬁ(g) o

, AFIEE 453 399 353 332 311 291 248 71 . B 0

APYLTTE 453 364 314 269 252 225 184 56 2 - O

B4 SEFSEAEFHIMO Kaplan-Meier it (ONO-4538-21/CA209238 RBR) ~ 7



[Ze2it]
DEPME MR (ONO-4538-02 SKER) _

HEBERIZIEH (100%) KRD B, AH L ORRBREBEETE RVWEFERIZ
3035 B (85.7%) IZ@BH b, BEED 5% LORHERIITROLBY Thole,

#1 RBHBR S%HJ:OEIHHH (ONO-4538-02 28

SRS Wik (%) .
JGAEE : 35 4
(MedDRA/J ver.16.0) ' : 4 Grade Grade 34 - Grade 5
LRIENT 30 (85.7) 9 (25.7) 0
i Wf}wliﬁ"% i

RS T

o '('i'i'.'li)' :
2 {57

5 (143)
2 {57 0 0.
3 (8.6)

4 (114 0

AST K¥n 5 (14.3) 2 (5.7 0
M 7 Ao 3 o 2 (57 - 0 0
1= CK 5 (14.3) 3 (3.6) 0
M & L7 F-=Hm 27D ) i} 0
7 ¥ o ks : 2 (5.7 : 0 0
LA LOH B ’ 5 (14.3) - 1 (2.9} 0
1  TSH ¥ ‘ <. 3 (86 i} 0
L TSH B o 7 (200) 0 0
CRP #§im o - 5 (14.3) 1 (29) 0

- GIEERREGE ) 4 (11.4) 0 0
y-GTP HYAN o 4 (11.4) 4 {11.4) 0
R T o HREH: 2 (5.7) ¢ - 0
RS T A-R -4 % h 3 (3.6) 1 (2.9) 0
YRRy : .5 (143) I (29 0
bk s ' -l 2 (5.7) 129 - -0
EERECIEET . 2 (57 0. . 0
ooMEgML - - S2.(57 1 (29) ' a
- FROERE A o o e e e - 2 (ST 1(29) -~ -——— 0
PLEESEYy . 6 (17.1) 0 ]
A T3 35 . : 2 (5.7) 0 0
THERE T3 Ml - g {229) 0 0
1EAE T4 dReb 6 (17.1) 0 0
JUEEE T4 ’ . 2 (571 0 0
Y o FIETHM : 3 (8.6) 0 0
theef ALP H0° 5 (143) 1 {29) 0
I I LR e X5 : ' 3 (3.6) 0 0
= — s — 2 (5.7 0 0

- Bk MR 2 (5.7) 0 o
F—Ty 2 FTETA HN o4 (14 0 0

: ]

JﬁL*CK?ﬁE’/‘




HEE RN ‘ Bl (%)
EAGR : 35 ¢

(MedDRA/Y ver.16.0) 4 Grade Grade 3-4 Grade 5
TR RO R
AEE 6 (17.1) 0 0
595 . 11 (31.4) 0 0
TEIE 2 (5.7 0 0
BEIR ik pe v 2 (57 0 o .-

N N 2% 2 (57 0 0
BTG D . 4 {11.4) 0 0

ede, MIEMERGEE 161 (2.9%) . K% - EEOTH1H 2.9%) . HRIEEE 4 #
(11.4%) . FPERREREE 5 61 (14.3%) . FHERRRESE 2 ) (5.7%) . FLRIRBEREREE 8 f4
(22.9%) . BIBEE 16 Q%) . EEOKERFE 1§ 29%) RUKEE I LK 15
- (2.9%) BRBHOIIL, T, TRERERST, infusion reaction, 1 BYEERE. e,
EREGEARE, MK - H, Dk, k. ITL. BEGHARE/ I A F—RU%
R ME LRI A EEBERITER D bR o T, ABTEARHERRIIEESER (BRRE
EREEED) FADEIGRERT,

@ENE L% (ONO-4538-08 k)

FEHRRIT 2224 ] (91.7%) ICRHLB, AR OREERSEETERVWEESR
131824 1 (75.0%) WZRH BTz, REER %Y LOBERIITROLBY Tho
7

22 FEHEN 5% EOBHER (ONO-4538-08 BAER)

EWRSE IR (%)

ARG ' . 24 {5

- (McdDRAJT ver, 18.0) 4 Grade Grade 34 - . Grade5 -
SRR 18 (75. )

FIRGEE

rid

Bakimil

gETEE ,

FIRE 5 (20.8) i} 0
T IHE 5 {20.8) 0 1]
BES BFE R 2 {8.3) 0 ‘ : 0

e, KIBK - EEOTR 240 (83%) , FFHHEERSE | 4] (4.2%) . TEA&HEEREE
16 (4.2%) BRUHIRIREERERE 7 61 (29.2%) AEDH O, i, FHEMEMER.
BRREE (T - N RRE) | %&ﬁ‘élﬁ% (RADERIEHED L) | BITHEE,

10



infusion reaction, 1 BUBFIRA, OGRS (B HEIIRIE GERE, BIATEE. EPRI]
WE) | ek, HREGEE. ik - BBk, B OBk, Dk, Bk Bk, B
HTRMREE/ X A 35— R O e M/ MER R BER IR D bivab o7, RBRIERFE
BRI EES (ERREERELED) 2EDEMERERT,

@WESEIHRE (CA209066 3RER) ¥ | -

HEHRIIARHIEE 192/206 §1 (93.2%) . DTIC # 194/205 B (94.6%) 7R zsb bh. 1
BRI L ORRBERPTETE IRV E T AFIRE 153/206 41 (74.3%) .DTIC J 155/205
5] (75.6%) Laﬁﬁ’) b, U\ﬁ'nﬁxmﬁif%‘ﬁ47b= S%U\J:O)E[ {’EH? FiT?%@ LEYT
Hol,

ﬁs WPRAORTRBER 5%l EOBHER (CAzoyoﬁﬁatﬁ)

: i (%)

[{T{FEEYSTI N _'}
ik o KRR DTIC T

 {(MedDRAJ/ ver.17.0) 2068 205 ¥

4= Grade Grade 3-4 Grade 5 4 Grade Grade 34 Grade 5

2EHER - 153 (743) 24 (1L.7) 0 155 (75.6) 36 (17.6) [}
MBSO R L =
IR 0 0 23 (11.2) 9 (4.4) 0

l[ILJJ‘JrE'H’J)Jfﬁ ’ 0 0 21 (102} 10 (4.9) 0

22 (10.7) 0 0 0
33 (160) 2 (LO) 0 32 {156) 0
34 (16.5) 0 0 85 (41,5) 0
713 (6. 0 43 (21.0) 0

30 (14:6)

g 13 (6.3) 0o 0 "4 (2.0 0

Jéﬁz@%c&b‘dt i 4 o~) S I 0 1 (54) = 00 T D
* S¥FEEE - 35 (17.00 1 (0.5) 0 1 54 0 0
B 31 (1500 1 (05) 0 629 - 0 0
ARG 22 (10.7) 0 0 1 (0.5) 0 0

728, AFEEIC :]bb\“CFEJ’ETiHﬁi%% 341 (1.5%) . KiF#k - BEOTHI6 4] (2.9%) .-
MIRREE (T - NSRRI 2881 (13.6%) . FFHEEREE 761 (34%) | B
BEREE 4 B (1.9%) . TRACHEERE 4 61 (1.9%) . FRIMEHERE 13 4 (63%) .
infusion reaction 15 § (7.3%) . 1 BULERAT 1 B (0.5%) . BEOKIEREE3F (1.5%)
BOEY I EK 1F (05%) BREDOT, -, JISEE, Bk, BEHENE. M
g% - BhlEgS, DEZ. M. FFA. BBEUHRARE/ I A ST — RO L MR
SBERIERED b edbo T, Zliaﬂ{’ﬁﬁi%ﬁﬂwﬂiﬁﬁﬁﬁﬁ (BRREMAEEFTZED) %
BUEHHERETT.

11



OHEASEIAHTRER (CA200037 W) P
ﬁ$$%fizt:ﬁﬂ%‘¥ 265/268 il (98.9%). {LZEPRHERE 98/102 # (96.1%) &:%E&b =
. RERRIE L OERBIGH T E T E RVTEFRITAAME 199268 4 (74.3%) . (b3
&%{iﬁﬁ% 85/102 ] (83.3%) IZEE® bz, L\‘ﬁ“#’bﬁ!@ﬂif%ﬁfﬁ.ﬁr—# 5%LA EDRWER
TEROLBYTHsE, _ .
F4_VTULOBRTRERS 5% LORIER (CA200037 M)

.. . FE (%)
B AV T
I AN 262 {5l ’ 102 #
(MedDRA/S ver.17.1} % Grade  Grade34  Grade5 % Grade  Grade34  Grade 5

AERIE 159 _(74:3) 33__(12._3_)____ _ a 85 (833) : 35 (343) 0

ilﬁl‘f{fﬂb‘l@‘)y»’{?ﬁﬂﬁ% . R TR T ST T : 7 -

gyl . 18 (6.7} 3 () 24 (23 5) s (4 9) [i]
T IRER ML dik I (0.4} ¢ $ (7.8 2 (2.0) o
ST ERMI SE 90 - 0 20 (19.6) 16 (157 ]
mwmf)r 1 (0.4) 1 0 12 (118} 6(s9) 0
ﬁi&%ﬁ“ﬁv

{Eﬁz 11 4.1} 0 0 15 (14 7} 1 (1.0) 0
TH#l 42 (157 1 (0.4) 0 16 157y, 2 (200 - ¢
I 33 (12.3) 0 0 39 (38.2) 2 (2.0) .
upm:f. 12 (4 5) 1 (04) 0 21 (20.6) 3 (2.9 o

ﬁ%‘

PR ek J:U&&ﬁ“‘-ﬁ?ﬁ o
#J\LH') 7

:&,ﬁﬁﬁﬁl
ALT 1in 14 {5.2) 3 (LD 0 1 (1.0) 0 ¢
AST Hm 15 {5.6) 2 (0,7) 0 2 (2.0) 0 0
L PRI , 0 0 0 7 (6.9) 3 (2.9 .0
JUIWIRS T~ T 2 1 (0.8 0 0 8 (71.8) 3 (2.9) 0

3 (LD 0 . 0

“1‘73 '(iz.%)'
8 (7.8)

10 (9.8)
)

13 @9)

ﬂ?@gtﬁ%ﬁ

s LR Pl
ks 2 (0.7 0 0 28 (27.5) 0 0
F DT 51 (19.0) 0 0 2 2.0 ¢ 0
Jte 34 (12.7) 1 (04) 0 5 (4.9) ¢ 0
Bk R R B 16 (6.0) 0 0 2 (2.0) ] 0
HEHERRE 24 (9.0) 0 0 0 ) 0

¥, AR BV TREERZRA 8 41 3.0%) | KBk - BEOTHI 4 4] (1.5%) |
HRREE 33 41 (12.3%) | FRgEEREER 22 ) (8.2%) | BAERMEEE (RMEEMEMERL
%) 561 (1.9%) . FURBRMSAEREE 23 4 (8.6%) . RIEIEE 1 1 (0.4%) . infusion reaction

12



1061 (3.7%) . EEORERE 16 (04%) . BEL 24 (0.7%) &U&Eiﬂ%ﬁﬂﬂ_
(L1%) PBH b, £, TEREEERE. | BEERA, BEGEIE, Mk - i
Mige, OB, g, F4E. BSSUBTAME/ T A S — R USRI MRBA MEE BE

BERD bR do T, FEERRRRRIIEEES (RRRENREESh) 2ahE
RIRERERT

GEAHIHERR (ONO4538-17TRB) -~ |

FEFEITIAH (100%) KED bh. AF & OERBESTECERVHEFRLS

Bl (100%) 128 b, BRFERSHEL EOBIERILTFRO LR Y Thols,
#5 FEHERR s EOBRIER (0N0-4538—17 BR)

EBRSSE i (%)
HAFE : 304
~ (MedDRA/I ver.20.0) . ) £ Grade Grade 3-4 - Grade 5
T 50 (00) v

IS TR LR

=1l

i ARG i
ERINIY e v h 2 (67) ’ [ ]
PSR TEIE TAE ) ' 7 (23.3) 0 _ ]

T 1

ALTtﬁJJu 3 (10. 0

7 I —Eh - 1 (3.3) 0 -
AST HUm : ‘ 11 (367 2 (67 0
y-GTRHm o 5 (16.7) 3 (10.0) 0
U S—EH _ 12 (40.0) 7 (23.3) 0
e 2 (6.7) . 0 0
0

__‘drt':[ﬂ?)wb é FAZ 7 #—EHm

hY :jl y ﬁi\lﬁlf‘ 0

L7 AT 2 ol ‘ . 2 (6.7 1 (33) - 0

413.-)* l- ) U LR 5{6mn 4 (133} 0
0

5 (16.7)

ﬁamu’m%
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PR i3 (%)
ARG 30 {51 :
{McdDRA/J ver.20.0) 4t Grade, Grade 3-4 Grade 5
e '”liIUEiﬂ'i o el

%oh‘.ﬁ : ) 10 (33.3) 0 i
Bit323 18 {60.0) - 2 {6.7) 0
SR g LE 4 {13.3) 1 {3.3) ]

7235, FRREEH] (30.0%) . JTHEAERESE 145] (46.7%) . HUIRISBAEREE 764 (23.3%) |
R P it 283451 (10.0%) | KB 4% - BEEE O THI3H (10.0%)  FLEE D B REREE 341 (10.0%) .
TR E 25 (6.7%) . 5 & 5 g 141 (3.3%) | ﬁf@tﬁ%ﬁ%ﬂﬁﬁiﬂ I A F—245 (6.7%)
RUEHIRMDARESIE L (3.3%) MRS LI, £/, FHEREE. BIE#EREE, 12
FEIRR., Fede, BIEMERE, M4 - BilES. infusionreaction, IMEZE., gk, ik
ML/ NR I 555 B O R 13588 b dro 7o, ABIERRBLRBUIEEE S (K
MAEMREEZEL) 2ELEIHERETY,

4

@WF/HIERER (CA2095067705k)

HEEGIIAK A+ EY A~ 7E3123136 (99.7%) . FAFFE312/313641 (99.7%) . A
) A TEE308/31141 (99.0%) IR b, RBRE L OREBREITETERVWEE
HFEIIAF+A U A7 HE3003130] (95.8%) . AHIEE270/3136] (86.3%), A U A
< 7HE268/31141 (86.2%) R bivI, W ORE TREIALN UL LORIFAIET
BZDEBOTHoT, |

#z6 u\fniawﬁi'@%ﬁwi 5% EOBIER (CA209067 38

T Fls (%) | .
Lk FATAED AT AT A he TR
(Medg'];M 313 ] ) 313 {5 311 45
ver.19.0) -
4 Grade Grade3-4 Grade5 4:Grade Grade3-4 Grade5 2 Grade Grade3-4 Grade§
AEIEH 300 (95.8) 183 (58.5) 0 270 {863) - 65 {20.8) 0 268 {(862) 86 (2.7 1 (0.3)
T
BRI IE 34 (109) 3 (1.0) 0 15 {4.8) 0 0 3 0 0
MRS TR 51 (16.3) 1 (0.3) 0 2402 - 0 . 0 14 (4.5) 0 0
(7.3) 5 (1.6 0 2 {0.6) 2 {0.6) 0 12 (3.9) 5 (L6) 0

L 23

7 (2.2) 3

(59

35 (1} 3) 24, (7:7)

KN 40 (12.8) 26 (8.3} 0 0
CIE . 12 (3.8) 0 12 (6.1 0 17 (5.5) 0 0
T 142 (454) 30 (9.6) 67 (214) 9 (2.9 ¢ 105 (33.8) 18 (5.8) 0
19 {6.1) o 13 {4.2) 0 0 7 (2.3} 0 0
88 (28.1) 7 (2.2) 41 (13.1) -0 0 51 (16.4) 2 (0.6) 0
50 (16.0) 8 (2.6) 22 (3 1 (0.3) 0 24 (1.7) 1.{0.3) 0

R B EUSEE DRE
31 (9.9) 1 (0.3) ] 25, (8.0) 1 (0.3} 0 17 {5.5) 2 {0.6) 0
22 (7.0 0 ] 12 {3.8) 0 0 10 (3.2) 0 0
o 118 (37.7) 13 (4.2) ¢ 111 (355) 3 (1.0} ] 89 (28.6) 3 (1.0} 0
60 (19.2) 2 (0.6} 0 0 21 6.8 1 {(0.3) 0

50 (18.8) 27 (8.6) . .
725 —EHN 23 (7.3) 9 (29) o 17 (5.4) 5 (1.6)
AST H1m .51 (163) 19 (6.1) ] 13 (4.2) 3 (L.0)

15 (48) 4 (13)
12 (3.9) 2 (0.6)
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: Wl (%
FHHAAEY hvTHE AT 2E Y AT THE

R BE

=T
(gj;l;ﬁyj ver.19.0) —— 313 ¢4 _ 334 - 31143
4% Grade  Grade34 Grade5 “=Grade Grade3-4 Grade5 4* Grade Grade 3-4  Grade 5
U= 43 (13.7) 34 (109) [ 24 (770 12 (3.8) ] 18 (5.8) 12 (3.9) 0
WL 19 (61) 0 0 10 (3 2) 0 0 4 (1.3) L (0.3) 0
AR Ui e T L T
ReRkdER . 50 (192) 4 (1 3) 36. (115)
Eﬂﬁ'ﬁ'*ng‘}b J:Uﬁ%: Aﬁ%ﬁ% : _ R G HE
paftimE 42 (13 4) l (0 3) 29 (9 3) . ;
A% 17 (54) 1 (0.3) 0 15 (48) . .
st 8 AL e L e T e T
#‘?@Jt‘ta)iu\ 17 (54) 0 15 (4 s)
DSt 14 (4.5) 0 18 (5.8
o 34 (109) (7
R WEEEORREE R
Wk 24 (7. 7) 0 -0 20 (64)  2(06 . O .15 (48) 0 0
© IRk R 36 (11.5) 0 207 (64) 1{03- 0 i2 (3.9 0 0
Bl 21 6.7 0 4 (1.3) 1 (0.3) 0 5 (16) 1 (0.3) 0
EE S F O AR Lo R T ey Pl e
SR is [ 0 17 64 0 0 11 (35) 0 0
E D FESE 12 358) 6 (19 0 67 214 1 (03 0 113 (363 1(3 0
bt 91 {29.) 0 10 (3.2) 0 72 (23.00 1 (0.3) 0 68 (21.9) 5 (1.6) 0
bR TN A 38 (121 6 (1.9} 0 14 (4.5) 2 {0.6) 0 38 (12.2) 1 @3 0
-0 0 0

AR .27 (8.6) 0 16 (5.1) 0

28 (3.9) 1 (0.3)

7B, zliﬁjwhzrl:)l\vﬂﬁdowﬁﬁiﬂ ER6M (27.5%) . ITFHEREREE 102{5 _
(32.6%) . FRBMBAERIERTH (27.8%) . BRREMENN (67%) . FEMmESRS .
Bl (8.0%) . KIg%k - EEOTR6ON (19.2%) . BEOKERE2AH (6.7%) . Tl oo
IRESRERTEE2701 (.6%) . RUBHEAERESE 1461 (4.5%) . WEZ3f (1:0%) | Mgk - #fIE
#5245 (0.6%) . infusion reaction 136 (4.2%) . 5 & 5 B%3IF (1.0%) « FHZ3fH (1.0%) . A
BRBUHRIARE/ < 43 —501 (16.0%) . FF46 1441 (4.5%) RUHIRILISEASIEIF] (0.6%)- -~ — -~ = =
ARED b, B, VSRR, SEFEE. OHRRUATEL/ MO RS _
TR D Do To, R BV CHERIEE66] (21.1%)  THRREEEA (7.7%) = oo
R RERE 4761 (15.0%) | BHEREES (1.0%) | FMEEMRESE (1.6%) -~ 70w
Kb - EED THI6HI (5.1%)  EE O SGIEERPI (2.6%) . FRAMEEREMI (L0%) - - -
E'Imﬁéﬁbﬁﬁifﬁm (1.0%) T HEZ83%~(1.0%) . infusion reaction 1445~ (4 S%)y U RESE T
F261 (0.6%) . WBUIFRIRIE/ I 23 F—2800 (8.9%) . WF42B (0.6%) RUWREL . -
RERIEF] (03%) BRD I, e, IBUERR, EEGIOE, MK - BEK,
D%, TR U /MR HRBERIL D b h i he o T, RBMERRIRIL
s (BRREERELE) 22LERETT,

RIBR AR B R R RIS 2 Y Avf&fr%:*ﬁ-j‘btﬁﬁ%

1838k (CA209004 FBR) D zd— b 8 IRV T, {LBRERTARESE 28 Bl L (L35
EEEISRAE 13412 OfIT, RelicHRLZRIRD Ok,
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DE R HFESTARER (ONO-4538-21/CA209238ER)
ﬁ%f’ﬁ%mz{iﬁﬂﬁiﬁwsmsm (96.9%) . - BV A~ FHE446/4535] (98.5%) IZFBH 5
. BB ) ORBEEEATE TE RV EESILAHIBE385/4520] (85. 2%) « A EY
.b.-?7‘%5|5434/453fﬂ (95.8%) @D BTz, t,\?“nma)ﬁi*c%%m:s%uta)au{’ﬁﬂ%t:.’c
TEOEBY ThoT,
£7 WTRPORCTREARNS%I LOBHER (ONO-4538-21/CA209238308k)

e ] e £ Flf (%)
ﬁ‘iﬂffx‘ﬁﬁ iiﬁilgjﬁ : ey 5 T
452 453
(MedDRA/J ver.20.0) 4 Grade Grade 3-4 Grade § 4 Grade Grade 34 Grade 5
£EIER 385 ( 85 2) 65 (144) 0 434 ( 9s. 8) 208 (45 9) [i]
MAHEBLURLARES, T e o e T T T T
(ST 57 (12 6) 1 (02 o0 49 (10 8) 2 ( 04) 0
%1% ' 35 ( B T A ) 0 19 (42 L.een o
- FHl 110 (24.3) 7 (15 0 {459y . 43 ( 95 O
L 68 (15.0) 1 (03 0 {20.1) 0 0
Jgi N 29 . { 64) 0 : 0 (10.2) 1 (oyn O
Ut 12 (.29 1L (06 0 ( 9.9 2 (04 O
SR 24 { 33) 0 0 ( 3. (] 1]
. 9 ( 20) 3 0 { 99) ]
AL RLUEE ORI, e i

i (126)
156 (34.5)

)/\—fiﬁ)m
ALT #3
AST #i30
7:3—-1:’1?}%

105 - (232) 0 0 152 (36 5 (L) 0
.90 (199)

¢ 4:0) { 0:2)
{ 10.6) N { 24)

| RRETGESE 36 ( 890)
TR 7 { 1.5 {

2k, FFFICWVTREMERSR 11 6] 24%) | SEUHRRMEE/ I A/ 3F—48 §l
(10.6%) . NTHERSIRETEE 40 4 (8.8%) . MURIREEASEET o1 4] (20.1%) | #hiRMLE 83
Bl (184%) . BHEREE 6 6 (1.3%) . BISHAEREE 6 (1.3%) . TERAHERS
8 {5l (1.8%) . infusion reactionll i (2.4%) . XiE% - EEDOTHI 21 F (4.6%)-. &=
EEORERESH (1.1%) . EEERE 16 02%) . BEE 3 (07%) . BE Sk
24 (0.4%) . 2 3 @ (0.7%) A3 p-._\bb Bi’bf:n Eie, HEEMENRE, L%k, Bk
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SAEREIL MR SN, % - BEMRZE. BIRIMICIEIONE B OB RS RD b
namote, ARNERREIRTIGESS GRREERYT 281 2 UERY

I -

L

1) Robert C.etal. : N.Engl.J.Med., 372 : 320, 2015 (CA20906675%)
2) Weber J.S. et al. : Lancet Oncol.,, 16 : 375, 2015 (CA209037 A5
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A

[k - Ri]

AHOREMBEDEECTAEFH LY I 2 b—a it kY, £5# 3mg/kg X
240 mg % 2 BRI CIRE Lo AR O mE T ERENSRN Shi, TORER, &%
240 mg 1% 5 L PEDRBEEIT. AH 3 myke 235 UBRORGEE L il U CEiE
ERTE PSR SO0, BAABH IO TRAENHER Sh T2 Ak A& 10
mg/kg % 2 ARG CHRE) CARBRE Ul BoRBER & ik L CEBERT & Tl
CaNnTE (THR), MAT, BHOBIECBIT A7 —ZI2ES5% & 3mgkg Xid 240 mg .
& 2 B TES LB OARIOIRE R L AT E S b OB R R BB
BEBETFABEESL, YFEEC OV TRIENTbN R, LR0ORE - A&
R CASHER BRI AN L PRl h, i, EMBEAEREIZBT
HF—H2HASE, AH 1 mg/kg L 80mg & ¥V A< 3mgke & 3 HERHR TH
L BOFFORER L 2t & OB RIS AREUSET ARSI, Y
BELIZ D\ TRET TR, EROM - RO TR Iz IR ERIT RV
LFRENTE,

| #®8 AHOEGEE AT A—F

T - R Crmax Crind14 Cavpd14 Conaxas Corinss ' Cavp.ss
{pg/mL) (pg/mL) (ng/mL) {ug/mL) {pa/mL) {(pg/ml)
3 mg/kg Q2W (35:2 .'?0.8) (10.17‘,5'54.5) { |7.21?§3.9) .(75 1}131 71) (27.612,':07) (42.717,'?27)
2H0mg QIW | (s 1.712,'103) (15.22?'3?4.6) (25.31‘:“::7.8) ' (10;,5254) (41 ?57:.51558) (62.1](,)91 87)
10 mg/kg Q2W (14;,9519) (51 gl ?9.2) (79.90(3.?14) (33??232) (1832 12) (233,7286)

el (5%25,95%8) . Q2W : 2BRARIIE. Cx : DA S HEOBMEMETIRE, Cooas : FIHRSH 14
A BiC BT B RAEMFE PRI, Cugas : IEEEH140 BE TOVFRMBEPERE, Cos  HEHRIEBICE
VB B T PR AL, Crminss @ EFNIRIEIZISH B BARME B, Cavges 1 EFIRNBIZE T 5 THIMTTH
wE

$7e, AHOBEREMBETFAEFALEY S 2 L— s L X Y, FH 480 mg

% 4 W TR EXIIBEARO AL - BES TRE LEBROAFOmE FRESER - -

Ehiz, TOFBFR, FA 480 mg & 4 BFBRTERS LB ERREEIC 51 5 i m

PR (LAT. [Cagel EVVI, ) 1, AH 240mg % 2 W RIHIE CHE LIZBEO Cugs

LELT A L TFHIERL (TH) . o, 41480 mg % 4 WHMRE RS LBEOE
FREBICB T A REMNETRE AT, [Casl EVVD. ) 1 A5 240mg % 2 38

B TR UTBED Coss LB LTEEERFT E THENREZLOD, BAAREITE.
WCRBEMERHEE ISR TWA B - AR (10mgkg % 2 BMERTHRE) THEI2 &S
L 72 BED Craxss & i L TEE R T & ﬁ"i_ﬁlJéJ]’LT: (FHR)  Mx T, EHOEIECE

[FAF—F Iz HSE,; AF 3mgkg ((KE) F721E 240mg % 2 BRI, 3 L < A

480 mg % 4 BRRKBETERY LEBEOAFOREE LT ﬁﬁl&iﬁé&k O BB & BRET
TAHRBRIGETAREREZ SN, YEZEEIL D WTERFPMM T ER. LEORE -

AEOBTHMER CE2MICARRZER IRV L TRl h .,
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&9 AROEREIEAT A

S - R — Crmax Crmind23 Cavgdis Crmax,ss Cruin,ss Cavgss
‘ {pg/mL) {ug/mL) {ug/mL) (pg/mL) {pg/mL) (ug/mL)
3 mekg Q2W (35.521 J7So.8) (16.25?220.3) 21 321 1(1)3.9) -(75.1)23171) (27?12,'107) (42.71??27)
240 mg Q2W (51?12,'103)’ (233?';9.0) ‘ (30.‘;?‘;].9) (105,5354) (41?57,.31358) (62.11(,)9187)
480mg QaW | ¢ 105307) (1‘5.25?17.4) (37.:(;)?.34.8) (14?,1 23'6} (27,751,'?37) (62-11?91 87)
| 10 mge QZW (14(15,9;22) k86.959,.?32) '(1‘01,1 t1548) (323??25) (152,1 :03) (23@,7;77)

Pl (5%, 95%8) . QW

B T

2ERINIRE. QAW : AFTIRE . Conr : FIEIEE- 502 0 5 5 ML F L E.
Crintzs * DB 54228 1 BT 351F 2 SRAS LTS FEEE . Covears : DIEIR 54428 A [ % CTOTHIMIY AR,
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4. HRRITOVT | ,

BIGUIERA G R B R AR EN T 2 56 10, ARB4&M L L THEMABGERAE (2
FA) B LN TND Z &b, NEEELMEI T T il XTHDLLERSHD, €
DLET, ERRY A ZEEHE RMP) KE-S3% | AFIOREERLLMEGRE~DWHHiE
HIR LB Th - T, AROBRERBEERBEEBE - HFEL, AFORSICL Y EER
BIVEM 2 RE U BT SS 4 5 - E RUER D, UTFOO~@0F T &k ki
BWUERT & THD,

O HERICOVT | -

@1 FTED (1) ~ 5) OWThILTEYT IR THD Z &,

() BAESBKEASEET 55 A IR SILERRS RERFRS AR SRR
A A O . M A R &)

(2) FEHREREL

@)ﬁLﬁkﬁgﬁFmTé#b*W£#F%(mb%ﬁﬁﬁﬁﬁrh\#b*ﬁ&ﬁ
B, 4 AR IR HEERT 2 ) 8

(4) RSk R R E L. ARG | SUIA el RN 2 DR e
R BB ET > T3 hEe% :

(5) HUEMERESAIALST S EANE O R H IR B R E 1T o TV B MR

®4 ﬁﬁ%@ﬁwm%ﬁﬁﬁoﬂwm%ﬁﬁwﬁmh+\&ﬁ%&ﬁ%%ﬁoﬁﬁ
(FEOWTRMITERYTHIER) 23, UEDERORFNCET A IBROBFEHF L LT
EEINALTND I L,

= '

| e EMRHFREER 2 FOMIKELET LIRS 5 FL EORABROIERTHER |
C fFoTWAIZE, 96, 2L LT, BAEYREY L LEBREEEOHESR
ToTWARZ L,

o EMRFIREGE 2 FOOHFHERET LB 5 ﬂiutmﬁlﬁﬁ&ﬁ% %03%%

HRBEA LTSIk,

@ BRHACERRFREEOEHICOVT

ER RGBS 5 WA RRE Sh, BEEEH 5 OWRED, A - %
SHETPNHFROTER CEMFICAT D HHEML, AEFRNRE LLEGOWRE
R, EREPHATORAFRBE->TVE I L,
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® BHERAORRZ2NT
@-1 BIVEHSEBRE O REE B 5 B4

RS OERRBVEM R RAE LIZBRIC, 24 FRIBERERIOT, SiEiERX
OEEEER I B W T, B LEZEHERICIE U TABREEE O CT E0BIER D&
%tﬁiﬁﬁ@fﬂ%méaqﬂk%en [ERZY il = i,eﬂ:%ﬂ;b%o‘cwé L,

@2 ERPEERIT L 5% EHEENICET 5 ¥{4=

A BHI T 5 EPIR R e R OB R 4 B ERMEFE ARNER T =5 ) L Y
REDIEROAY V= T EITVERE L T E I TE 27— AERKHISE
fishTnsZ L, 28, %ﬂ*ﬁiﬁﬁﬂkob"c RABE L7 DFHRI SRR SRT
b\é &,

@3 BHEROBERRIGIE LT | T
CBMER (MERERRBICI L, BRI, LIS, %, SUNBIRE, K%, -
AN, BEOTH. | BEERAT. PRE, MRS, T, BLAEIag %R, RE

HAEREE, TRACKAERE, MikRE, BHE, wﬂvi JEde, EEQRERE, B

[ dn A2 AR fE mfusmnreactlom FHE R MIREE, BRIEERE, S HR BE
DEFER HIHnEfﬁ:f . JLJ\H&F“—*— (L BE S - é&}iﬁ wh\il‘iﬁﬁ%i&?ﬁ%) JEEE L, -
BEFLEE) ITx LT, MY B ER R O MM A DEAD L L (E’H’Fﬁﬁ
w“[fﬁ'ﬁaﬁﬁ.‘h@L'C?E%RUEZ’&%’&H%?}’L%)%{EFIL.%ZD &), Ef’okﬂﬁ@]fﬁkﬁ :
7)5'6‘?-_* 5f4§fﬁﬂ7b>§ofb\5 <‘: =
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5 mEHBRLLLEBE
(A5 2 3E]
@ Tﬁ®$%L%wT$ﬂ®ﬁME#Téhfwé ,
o ARERRERIGEE L BRI ORIRUIRAE &m%HWﬁRﬁﬁ%mﬂﬁiﬂﬁ
B
. ﬁﬁ@ﬁwmwﬁWme“@ﬁﬁiéﬁﬁﬁkﬁwéﬁ%ﬁ%ﬁﬁ
7235, BRAFHETER % # 4 5 BFITHV Ti, BRAFILEAIC X 3B bZES

Lk,

@ AH+A ¥V b T B RERIEEORIE DR T B R EERE 2 55
b Ui E AR ER (CA2000673408R) 103\ C. B E &hics BV AeTHE
W LTHDERRIES TS, 2L, BH+4 Y ATy & RRINTE
G U RENRBREFHIRE W T, PD-LIBERBIC LDV A B AT O R
BRSPS R DEANTRENDBERBLN TS (pBR) , TOLD, Rk

SRR IR E# BT, AR E A E) AT LORRRSOTEEN

65384 . PD-LIRIER* SRR 5 - & ASZE LV, PD-LIFERNR 1% ETH

B EBRHERSNERFITBVTE, Bl ASEREEREET S, 2B, IBE

IR AR TR AR B kR b LB TAERER (CA209004508%) 0 =2 b —

CRSBIEBNT, LR RIARAY L LR RURE L O AR+ B Y AL
- T B DA AR R ERIIED b T,

* AT OBRE L LC. {4 : PD-L1 IHC 28-8 pharmDx [#'=2] #EBER TS,

1) AJCC (American Joint Coramittee on Cancer) FRHEASYEH (5 7RO o363 < 3/
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bz &,
. z:ﬁucoﬁiz %»ﬂbﬂﬁ&ﬁ@ﬂfﬁﬁ@%{)%%

@ %ﬁm@&m_awaﬂLréfa$%Lowrm AF DB IR S
R, OBIERRERRVSAICRY , HERAREER TS L BETE D,
. ﬁEﬁ%ﬁ%@%ﬁXdﬁ%@&é%ﬁ ' '
 MOEEGRECHEY LR 5 BE R CEBIEOHSTRITHBYALIR
: ',#@%Lﬁf&f&W&&ﬂé%ﬁ ' ‘
o HESERBOGHE, XHBMMRE L EEREMO B SRR B OIEED
| Yt
. BEDEE ELBTRBEEERER) 0b5HnE
. BROBL AR ET D RE
+  ECOG Performancé Status 3-4 (2 0).%&%

@) ECOG @ Performance Status (PS) ‘

Score | B

0 ﬁ(%%&(ﬁﬁf%é %ﬁmtﬂbﬁm%ﬁ#ﬂmt<ﬁzé

RERICH LW EENIHR SN D8, SMTHRET, BIERPE-ToERITI = kmr%a
| B : SR, SEE{ER

[y

BohiH40EdoRY O & LTy, Hhos0%e 22y FEFTER 9,

ERET A ) b

L0y, BESogoEbOZ L2l TERW, B2y FOEFTR T,
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6. BECELTEETREHHE

@

@

®

BATSCES I IN 2 A IRTT S A AT A R I H S & AH D B R U IE 48
B Dbl SERERE T SICERE L ThBERTB Z L.
BIRBIEAIC B b, BE X E OFRCA PR UEREE +ARAL., RE%2%

CThbERETDI L,
BB RLEERBEAEEZF BN T. AREANEY AT ®{#Jﬂ?E5.r®TE

ZHIWTT A5A, PD-L1 BEELHERT D Z ENEE LA, PD-L1 RBEEMRN

6smw%ﬁmﬁ;xﬂa4EUAvjemﬁm@ﬁﬁéﬁ@mﬂwuthvﬁﬁ

T3k,

EREWERO-R I A M2 T

. BEHRREBAR D bbhd I kit 50T, ARIOBEICh o Tk, BRI
O (FPIRIREE, WK, BEE) ORERUINE X SUREOEIES, BEE 15
'Kﬁﬁ:aoit\%EKEETMH(va%7~ﬁ~%®ﬁ§%imTé
sk,

Ce ARFOEEEIZEF O infusion reaction 12 2 THRARKIZ+SREHICOTE A

i %21T o7 L TR 5 = &, 7.2 [F B LABEOAFHE SRFIC infusion reaction
BHOONDI L bHDIOT, FHBEPRUFARGET RIT A Z YA
VERBIET 5%, BEOREERHSICEBET BT L, 1B, infusionreaction %
R LIBEITE, @ TOMERIERPEEICERET 5 E TRE 2 +0EE
TBHIE,

o FRIRHEERE . TEREMERERVRIEEES oL LBHIDT,
AH| D5 ik %&Uﬁﬁﬁﬁﬁaﬁ¢5iﬁﬁﬁﬁﬁkﬁ/\wﬁ§ ERRE (TSH. WFEE T3,
WEfE T4, ACTH, MA /L5 - ZEnRlE) #EHETBZ &,

o RHDEEIL LY . BEORERISICERT S & E % bh ARk AEASKE

BhbbhdZ eihd, REREDONEEAIE, RALEESRIIELE
PR A A b R R O L L U CE ISR AT, M D
- RIS & B BER SR D BEIT L, A ORE T, RUEIBRE R
LEVRIORESEEERTD L, BB, MEBRESLE ORECEVEIE
FIDBEEAR D HARVRSI I, BB RVE L LD S oEm
bEETHT L. ‘ | |

o BEHTE. BOEMSLED BEE L ThLENERRRET A LB BT,
FEN OB GH TR ENEAORBU+ I EET 5 2 &,

o I EERE (BUE 1 BMERIE R ST A5 Dbl EEREY 7Y R-Y R
WWEAZLRHHOT, O, B, IBHEOERORRCMEED LA+
SEETB L, Iﬂﬁﬁrﬁ%bht%Akmﬂﬁ%¢mL LAY B
OB EEDOENRLEEITS = &,
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IRIL IR R e B P R B W (5 B i, AHI OB RIRIC T,

BEEDN D 3 WAL, TR, BERBND 1ERME 6 B Z & I AR O

MZATo>TWEZ & 2EZI, FAFRSTIEMNICHROMBEIT I Z &
AR OB B QIERE ~ OGRS & L CHERT BB, AR
HBRICBNT, 12 Bl S A DOEEET o T E I L 2B EIT, AFIRE
BRI SR OREREIT 5 & &, 28 S BmRE & LCERT 38410,
AROBEHRNL 2 VAL TETE L, ' ‘
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BEEHMEET A KT 1
=R~ T (BETHEEL)

(BR7E % A7V — W R 20 mg, AT V—R AT 100 mg, A T—
A AT 240 mg)
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1. T

EH DA - BN OTRO T DIz, T B S5 e ER MR KD
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THLLBEETHD,
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PD-1 i, FEME{E L2V 233k (THIj. B MlaR Y 72 70% 7 —THIf2) ROE
BERMIal- FB4 % CD28 7 7 X ) — (T MIaDiEMALE MM E & ITHET 54
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3. ERERERAE :
B3R RIS S 2 3 5 ISR ORI 21T - - e R R OS2
Y,

[H4E]
E RSt MAERER (ONO-4538-11/CA2091413548)

7 F R E ST b B RIEE TR D6 A LA IREEIT UIEERRD bR
7= ARIE B A0 RBTIRIE O & 72 & 220 T/ IV O BRER R T £ RO 36141 (A
ANBEMA EEte, AFIFR2400), 12140 23R, RREYEAMIFER L

VR (A B R LFH— b, FEZFEAITEY <7 B3BE LTAAL mgkss
2HERERR TEBRIE L ZOEYMHR RSN ERN Lz, FEFEMERTHI 4
AR AT, [0S] 29, ) (hiE [95%IEBIXH] ) ORIk RE, &
HIBET7.49 [5.49~9.10] 0 H | RHERHETS.06 [4.04~6.051 1 A Th Y . ARILIRERIEY
PERRASERR U 7o TR IS LRERT 200 BRERESR L (~F— I~ £0.70 [97 3%15 -
HEXM : 0.51~0.96] . p=0.0101 [E‘E’Jlog—rank#ﬁ;:ﬁ] ) o '

*1 ¢ MU B B9SURHHE O LSO R R e,
« 1 R b IR TRIEEAE, O, T TUBGIR UMEEH,

1.0

oo - KEIE
0.8
0.7
& o8
=
£ 0.5
0.4
03] ,
02 - T,
01 R
’ 0.0”! . . T T T T T T T T * T T T T T T
0 3 6 9 12 15 18
at risk# £HEHM (B
AMBE 240 167 109 52 24 7 0
HEBE 121 87 42 17 5 1 G

1 0S8 ® Kaplan-Meier Hi (0N0—4538-11/CA209141 a&)



(PD-L1FEBR B DT B OV 1)

ElRRERB ARG (ONO-4538-11/CA2091417B) IHLAAN BIERED S b,
FEFRLHT W CPD-LI 2 3 L2 Bl 5 284 (BUF. TPD-LIFEHEE] v
5.) KHET 2HRBRON e —HOBE DT —F icd-5&, PD-LIRRRNC RO
JEHT % AT = e H MR RSO RIILTOL K Y Tho T, |
FEMECHE LT, PDLIRHEER %R OB I RR L BT REORRECh o= (F
). ' : - :

V2B, PDLIOEBRRIZE LT, FROEZEWET 07 7 A MZFRETH - T,

o ’ 100
—Nivelumab 3 mgfkg < e . ~ —Nivolumab 3 me/ke

r---Investigator Choice

a0 | . -+ Investigator Choice
£ ! g€ . -
o i &
w 60 ! |-
[ . [+ :
g 5 I
B a0 "».;‘"’ g a0 i
8 80
El] *‘ 2 I
e e eer e ;
0+ — et - P! . :
o 3 6 9 12 15 18 . 24 27 30 33 35 38 4 3 6 9 f2 15 18 1 24 2 0 33 3
2&FME(A) . - 2EFRRA)
atrisk ' : wrisk . )
Nvolwmab3mgfky 9% 74 S 42 30 25 22 19 16 .1F 8 5 I 0 Mivcumab3mghg - 76: §4 39 32 29 20 19 17 15 1§ 4 3
Investigator Cholce 63 | 45 24 14 10 6 4 3 2 2 L] a 0 [} Investigalac Chalce 40 30 19 14 10 7 5 4 4 1 o0, a 1]
A—N'ivu[umnb!mgfkg(c\mu:B[ﬂﬁ),nMnnnrld95%Cl.'3.! (6.7.95) ’ —A— Nivolumab 3mg/kg {cvents:67/76), median and 95% CE 6.5 (44,187 - .
B i s Choiee 0/63), moditn and 95% CL: 4.7 (3.8,6.2) = Jnvestigalor’s Cheice {ovenls:39740); median and 95% Ck 5.5 (3.7,8.5)
_ Nivas v INV Choics - harand ratio (95% CI); 0,55 (0,39,0,78) ‘ . Nivo vs TNV Choicc- barard ratio (95% CT: 0.79 (0.49,1.09)
ONO-4538-11/CA209 1413 B OPD-LIBER R COOSOWREFE22ET 4 v =T v /T —FD
Kaplan-Meier i ## '

(R : PD-L1Z1%0BERE, A : PD-L1<1%DBEHEM)
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BRI L DR RBIEHEE TR RVVEEFGIIARAE39/23601 (58.9%) | RAERER6/111

il (77.5%) I b, REENRSUL LORHIERIITRDO LB TH-oT:,
1 FERHMS%ILEOEWER (ONO-4538-11/CA209141808) (i RirdSaH)

, - g (%) :
| [ =fe A
kot I ' ST
. (McdDRA/Jver.18.1) 236 1 111
4= Grade Grade 3-4 Grade 5 4= Grade Grade 34 Grade 5
SRVEH ‘ 139 (589) 31 (I13.1) 1 ( 04) 8 (77.5) 39 (351) 1 ( 09)
IMEREOU A ARES - - o e e e
i 12 (5 3 ( 13) 0 18 (162) 5 ( 45 0
o EppskMiAyE 0 o oo b2 (&) 8 22 0
TTTI6 (68 0 0 15 (135) 2 ( L8 0
20 ( 85 0 0 23 (7 1 ( 09) 0
(21) 1 (04 0 - 10 (90 3 (27 0
0 2 0 ¢
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THgREs

0 0 0 14 (126 3 (27 0
R IR 7 (300 0 0 10 ( 50) 0 0
ST 17 (712 0 0 0 0 - 0
b 18 ( 7.6) 0 0. 5 (45 1 (09 0

LB, MEMEMER 7 H (3.0%) | BEUSRAEE/ I A8 —s Bl (21%) . FTEEE
5 41 (2.1%) . FORBMEREREE 1761 (7.2%) . FHEEEE 741 (3.0%) . Biakk
E 14 (04%) . BIBEE1H (04%) . TEEMERE 26 (0.8%) . BiRLEER
$E 14 (0.4%) KT infusionreaction3 #1 (1.3%) DD DTz, £, EREMGIEIHE,
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B - BEbZe, BEEOEBEE, 5EIIEARVEEOKEREEIRD bhikhoT,
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(i35 - &)
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DOREE BRI BRBERIST T ANHE SN, YKBEE SV CHRERTbh R,
DAY - AEOM AR GRS AR R L TRl S,
£2 FHOEDEEAT A-F

A s )i % Crnax _ Cmi.ndl4. Cavgdi4 Crnax,ss Chruin,ss Cavgss
. - {pgfmL) {(pg/mL) {pgfmL) (pg/mlL) {ng/mL) {pg/mL)
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H B ICHB B SARMIE AT . Cavgatd » FIMIESE 140 HE COTMMBIIIE . Cunss: EHRBICE

VDB ETFTTRIE, Coins 1 EHRBICIHT DREMF T, Cowss 1 EHRBICBT BTHMIED
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THRBEFSETASHESN, YHEEC OV TRIIYTPRICER, X0 -
- AROMETHSMER U R R ZRII RV E TR S hi,



%3 AROKYEIE ST A —¥

v - Coux Chind2s Cavpd2s Crmaxss Cnin,ss Cavg.ss
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H0mg AW | (g, .712,.?03) (23.33?‘539.0) {30.‘2.;0.9) (i 0;.,5354) | ?57,'?58) (62.11(,)91 87)
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L BOMICRIEMEERALNDEE -
-'EaﬁrﬁﬁwAﬁ-Rﬁ@ﬁ%tﬁb<mﬁ%ﬁwﬁaﬁﬁﬁ%m%&ﬁw
 bhrEE

.‘-Mﬁ@ﬁ@(ﬁmﬁmmﬁﬁﬁ% ) OhbERE B

¢ REROBENESEHLER T 5 A
*  ECOG Performance Status 3-4®P D B4

@) BECOG ¢ Performance Status (Ps)

Score

T

0

2 MER JEHTE S, %rwkﬂbﬂaiﬁﬁﬂﬁt<ﬁxé
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B CEBSIN £, BEEREERVRIT 2 ERS I ESE AR O BIER TR IEMS
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VEMET DS, BEOREL SIEBRYT 52 L, 423, infusionreaction &
RB U B AT, ﬁT@fﬁ{%&Urﬁtﬁ SEEICEET A E CREE HBE
T3,

RS, TE RN R CRIR IS D b G D LR E DT,

AH 1% 5 BEAART R UUR 5 BRI i E RIS A WA AS IR (TSH, T8 T3,

TEHE T4, ACTH, m¢:w%/mw%®@m)%¥m¢5 L o
AFIOBEI LY | BEOGRERISCERTS k%‘x B BRE 4 RO

R bbha Dt Bihb, BEREDORAEHEAICE, RRELELERITGLE

"EW%E%%&&%%%OE%&@%Lfﬁﬂﬁﬁ%%%%ﬁw‘ﬁﬁwﬁﬁ

iz L BEIERABEDN 2 /AL, AROERE TR, RURIBERESR

NELVRIOREERERTDI L, 2B, BIBEERLTrOREICL Y EIE

O RERT b&htw%Akm;@%&Eﬁ»%ym%®%EMﬁH®ﬁm

LEET D,

BT, BuAf 6#7%] b L’C NHERWER 733%%%?‘25 EWRBHBHTD
AR OB FHETRIZHRIERAORBIC ST ERT 5,

1 BUBERRS (BME | BIEEIRIS 2 &) Bd bbb, HEREMES 7Y F—v R
WKERAZEBRHBOT, 0B, Bl EHEOEROBRLOIEED LHIC+
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B 6 BB Z & ICAMEOTHERIT - Tz & 2EBEFIT, FEHEFILEH
W ROHERBEITI Z L, '
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Bl AREET A KT A
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Rk : 47— A 20 mg, 47 U — R AR 100 mg, A7 —
‘ R AT 240 mg)
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1. LI

EAR DO « MDD T, RSB ZICESWEHIERER RS
bhd, EBic, MHEOEFEIFOERIZ LV, HEERRA X OEFLFTIRERE
rlz%uufilﬁiﬁgéﬂé Fe, T BDEESFEIDNELRBEICRMET S Z L PEREO
WAL lp o THY BHMEBOER & WEOREATE 2016 7L 28 42 6 A 2 A RMERE)
BWT Y, EHMERLEOHEAORBEHERRKZ L EENTNA,

SREMEFERD T, REERSTEEM T 7 7 A VBBREFEOERS EHL IR
RBZLENDHD, TOED, HohiE R OE2EI T 2 15R8+2ERT 5 £ oM.
UHEESOBHEEPMLZITESD bﬁ%ﬁéhé%ﬁkﬁbfﬁﬁ?%&&%thW
ANKER LB NEL R & 52 L WAHER—E OB & W= EFRg R < A
THILBEETHS,

LishioT, KHA NI 2T, BREELINETREELNL TV B EEIEEY -
BRI E-SE | UTOEESOREBERZHET 2B OLEREN, B4
FRUEBEFEEETT, ' '

R, BHA BT A i, (TR EERRSSR O, AREHREBARK
BRI S, — A A B AREARIES R U— A HEA B ARRSEEZ2OW
Hob EEKR L, '

MBEPBEER A7 —R AT 20mg. A7 PR RS E 100mg, 7Y
o R AN 240 mg (— k4 - =T (EGTIRE))
S LRHMEHDE - RIATISREE S TIER M 0 B
RELRAMERCAE : BE. BAE=REL~T @EETHELZ) L LT, 1E240mg
2 WRIRIRG XU 1 [ 480 mg % 4 JARIMING T ARHET 5,
(LSRR IERIG R ORISR X B o BHllam iz LT
AV b7 (BETHEBRE) LOATHEAE, B, RAK
RERaeT (EEFEsZ) & LT 1E 240 mg & 3 #iRR
'ﬁ%l—m EAHHET B, 0%, =HleT (BETHRL) L |
‘l@mmm%zL%ﬁ%RMIEQM%%4ﬁﬁﬁ%r
5@%&#5 :
5 & R O E NIRRT RS
(&%) .
BRI BB Y — R R S0mg (—E4 1 A BV A~ (BEETHERR))
OFRE ISR, HiEMUHE
e X i 3 5 ARIBEIRRRE BB O BRI ,
ABERCHE: =fLe7 @EFRRL) COFRICBWT, B, RACE
A VY AT (REFEBA) L LUTIE Imgkg (KE) % 3 EHMRT 4 B8R
T3,




2. iﬁ@ﬁﬁ TEHBR

A PR GG 20 me, [RLATEEA 100 mg K ONRL ST 240 mg ( s -
RA<7 BETHEEZ), BT, A8 L0 ),) i AEREGTERRS ﬁk%&
VyZ At BT VAPV v ¥—X A747 (BMS) #) BRARELLE b PD-1
(Programmed cell death-1) 12595 & hB 1gG4 & / 7 m—F AHETH Do

PD-1 i%, WL Y >0k (THIRL. B HIRR OV F 2 0% 5 —T Hild) ROE
BERMIICTET 5 CD28 7 7 I U — (T MAOFEMAL 2 I IE » BICHET 54
CFED) KRTARARTH D, PD-1 RFUFRTAIICHEIT 5 PD-1 Y Fo F (PD-LI
BRUPDL2) LA L. UL BRI 7T AR RE LT Y RO R IE %
BIZRE LTW5, PD-1 U F ¥ FidbiFIEIRLA T & b Ofk 4 22 SRR IC 38R
LTRY, EHEAREED LR LEHEBERICIT S PD-LI ORE LHFHROERT
i & O ROHEBBERRH 5 Z L A#E &N TV 5. (Cancer 2010; 116: 1757-66).
e BERAEEE TSRS THIENEELTBA v — T o u e (FNY)
-LiofﬂﬂJ@%ﬁmﬁﬁén 58 U BRI 5 PD-LI OB L %0
AFFHIM & ORICEOHRBEEREYEH B & DS bH D (Sci Transl Med 2012; 28: 127-37)
&5z, PDLI ZMRHRE S A AMIE, HURSRAY CD8 Btk T MilaONIKEE
FEMEE S &858, B PD-L! Hif&T PD-1 & PD-L]1 & DS #EETS L F0Mla
EEFEEREET 2 Z ERRINTNS, 0T EH 5 PD-1/PD-1 U 4 FREE, 28
ABTRABSHUEUS R T M & DRIRE 3 EET 2 FO—o b LTEZ BTV
Do : S .
- FRHIL, SEERBOBE RN & PD-1 OMIIASMENR (PD-1 U ¥ > FIEA L) KA L.
PD-1 & PD-1 Y X KL D& EMAET S - Lok ), PAFUFSRGR T MOE
ML R O AR T 5 Mg %&%ﬁ%?é LT FUEE SR E R
LERRERERTVS,
_hamﬂﬁﬁ%aXﬁmﬁﬁﬁﬁLﬁféﬁtt%ﬁﬁktDﬁé%wk%ﬁéh
%ﬂ%ﬁ%ﬁ%ﬁ%kbtﬁﬁﬁ%%%ﬁb7&M¥ﬁéﬁ&0§@%m BENE,

xﬁowm%#r§d<@E@ﬁfﬁﬁﬂ;é@ﬁﬁ%ﬁ%abh,nga%tm
EAAREMERH B, FEOEREDRUBEHIZE, BEOBELZ 5TV, BEFR
» BITEAIT I, FER U F RIS Ul B MA ik & SR E R E L sl L O
C ORERNREETY. BECRERIGC L 2AERANEDNISHAIT. AITRES
LR OB EEOBEIRLEET O BERD B, |



3. BRREE
ARIBEIERASRE SIS 0 B BRI O KGR AG IS R & AT - T E R BRI O SR &
Y

[AZhE] :

OEELFF AR (ONO-4538-03/CA209025 FUER)
MEFEREEREE T IHESEES T3 F=T RA=F=7 YIT7=2=27,
L RV R=TE) Et LR R AT TR O S A R B A i AR
821 4 (HARAEE 63 Flegte, AFBE41046], =< ) ARFEAFH) Exgic, .
Ao Y AREFRE UTAH 3 mghke 2 2 BREERTRAEHE L & & OFHERTE
SEE e Uic, TEFMBER ThH LM CIF, Tos) Lvwi, ) (hofdE [95%
EHERKR] ) . AFIEET 2500 [21.75~NE'] # A, o2 U ARFET 19.55 [17.64~
23.06]1 A A THY, FANZ=An Y A% LRFHERIC B RERER L (AF—
R 0.73 [98.52%IS#EXH - 0.57~0.93] . p=0.0018 [JERI log-rank #R7E] . 201546 A

18 A7 —FHy A7) o :

1.0 s
04-
0.8
0.7
0.6-
&
1F 0.5+
b= 4
T 0.4
0.3~
0.2-
0.1
0.0- LIRLANE SULAL AN MILANG N AL SRR RS RN JACARLI SRS M A
. 0 3 8 g 12 15 18 21 24 27 30 33
at risk# Eﬁ-ﬁq f& (ﬁ )
AHIE: 410 388 358 337 305 275 213 189 73 28 3 0
INCWLAEE 411 366 324 287 265 241 187 1158 61 20 2 ]

1 OS OHE#FHTRD Kaplan-Meier Hi#R (ONO-4538-03/CA209025 3X5%)

A AEIE
O IANOLZEE




Fio. BARANESER 63 F) CGRAEE 37 fil, =<a U AREE 26 1) @ OS (F91E [95%
IR ) 1k AFEET 2737 [23.62~NE] HA, =~ ARFETNE [NE~NE]
B A TCHoTz (~Y— REE 1.50 [95%EIEXRH : 049~4.54] ) ,

*EEREE (U,

0.8+
0.8
0.7
- 0.6- A 3
75 0.5- : welre TAROPILARE
044
0.34
0.24
0.14
L S S —— R T T
0 3 6 9§ 2 15 18 21 24 27 30
atnskdr ' E1FERE (B) B
 OEME 37 a7 36 895 35 34 24 16 8 4 O
3:/‘(5:‘!')!-\23? 26 26 24 24 24 24 20 1 9 3 0

X2 EIFFJ\%@L:PQ 73 08 UDEFFEJMR#OD Kaplan-Meier g
(ONO-4538-03/CA209025 35




QOEEELRIF MR (ONO-4538-16/CA209214 3ER)

{bZaFRRIBHE OMITHESUERB ORI RS A 1,096 ] (BARNEE
72 FlEEty, AV AT (BB 8HH CT. TE&El+A Y b= 20
o) PEESSOBl, A=F=TEESA6 ) ERBIC, A=F=TEHRE LTHRAH-A
Y b< 7 OFEIERCLZEMEE BT Ui, EEFHEXHR B T& % International Metastatic RCC
Database Consortium (LA F. [IMDCJ &35, ) U 275388 0 Intermediate & U% Poor U .
%7 DA KA A U AvTRE425 fl, R=F=TRE42B) IBIFB 08 (T

[95%{SHXE] ) 1. AF+A Y A<= 7T NE [2816~NE] # B, R=F=T7#
T 2595 [22.08~NE] #ATHY, FH+4 Y Aw TR =F = 7R LEEFE
MR BRIER AR L (Y= FE 0.63 [99.8%(S4RXM : 0.44~0.89] . p<0.0001 [}&

B logrank ARFE] | 20174E8 AT HF—F Ay bR T) .

*1 : BHIFEE I A S REORTHES 2VIE, AL, UTOSSRYUERHEICE DR,
SERUERTATAEAR W AIRAE T LT | AREOATATIUIT AR, (e L. i PIIERR
(LR, TVEGF] &5, ) 3E VEGF SRR ENYE LB R <] BT Eh, ool
R AT MR DR 05 6 1 A B EREBH I TS LI B
2 RH 3 mgfkg UK &4 €V he Imgkes (KE) %@ B 3 MIIMIRT 4 FAFHTE Lk,
A7 3 mg/kg ((KED) % 2 WMMETRATHE L. SPRREGRICEW TR, R ROICRY
L. A BV 5o THARMOBSHT 5 30 U EORRZ BN TG ERG L, _
#3 : BUFOQ~@DW T b LSl Favorable ¥ 27, 1 3L 2 THA 2o T&Ik
Intermediate U A # " 3T B L EF /=T 8-81 Poor U A2 S, . -
OB U & BUF S Ch HARBROEEABIHT £ T 1 45500, @Kamofsky —BUIRTE 80%3#i,
B~E 2 7 BRSNS TR, @WEROD LT AMEN 10 mg/dl 2825, O RERENS
HBEE FRREE X S, ©MUMERASEER EIREE 25

Frobabilly of Overal Sendval

0.3 .
N A ]
OR}  -wem pREFIIR
A TE

oaf ORULITEY
d'ﬂ L

T L3 T ¥ ¥ T T T —T T T

o 3 [ a =2 L R 2 24 27 =2 "

Loveral Sucval (Monthsa)

EBEAEPATFE 425 309 3¥2 s 33X 6 00 My NP L4 2

Rzf=FE x22 387 IS 315 288 283 235 . 1M 89 24 ¥ o

X3 OS OFFEITRO Kaplan-Meier (ONO-4538-16/CA209214 SRR
BTN : Intermediate &} Poo_r YRy BE

6



2t EBRSLFIBIERE (ONO-4538-16/CA209214 3GR) 123 T, IMDC U A2
S4EA Favorable Y A 7 ORZ X EEFMIE B ORATHRERM & Shib o, HiEgR
BUCH A AN BT Favorable U A7 OBRENT —F ILHES& | BRAGICHT T
R, AF+A Y AT LB LTRA=F = 7‘?’;‘1&&%#%#%6%@% (F
&),

0.7{.

6.6

es

0.3}

Probability of Overall Survival

0.2 e :j}:ﬁ'_r!'i"fbf?}‘-"‘”"'jﬁ"
Cemen pREFET R .
013 Crva:fTgy

e R e W S U D WY b B0 B B S0 A A T T o 1

04 ¥ E B T T T T T % ¥ T
6 3 & 6 12 15 18 -21 24 27 30 33
“Overal Survival (Moaths) ' ’
FMALTLCIENE 4 1200 M6 M1 108 104 8 7B W 2 O

REFTE W 119 119 117 14 110 108 104 B¢ 32 3 6

El 4 08 a)t[ﬂ%ﬁﬁ@#rﬁ@ Kaplan-Meier Bh## (0N0-4538—16!CA209214 2ER) -
ﬁ@ﬁi‘i&%@ Favorable - %%"



[2e4etk] _
OEEILFRIFS AR (ONO-4538-03/CA200025505k)

HEFEITAFIBE 397/406 51 (97.8%) &\ =0V bR EE386/397 ] (97.2%) mb\&b
B, BRI L ORFEFERPEE TE WA EEE TR AT 319/406 # (78.6%) .
U A RBE 349/397 B (87.9%) \ZRE® bivir, WO CRERN 5%14J:o>ﬁl 1E
REETROELEBY Tholz,

#1 Wb OFECHRHEEN 5% EDBHER (ONO-4538-03/CA209025 SRER)
I (%)

%E??iﬁ'fﬁ B _ o~n ) bAAR
%QHZDRA/J 18.0) 406 #1 397 #i
¢ Ver-Te. % Grade  Grade 34 Grade5 % Grade  Grade34  Grades
=HEH 39 (786)  76(18.7) 0 349 (87.9) 145 (36.5) 2(0.5)
CAEB EUY SR T il e D S A T
i _ S 32 (7 9) 5 94(23.7)  31(78)
l!'ﬁlﬁ%ﬁt{&ﬂu 24 (5 .9) 2(0.5) [
Mﬁﬂgﬁ% e Een LT M
{3 _ 24(5.9) 0 21¢5.3) 0
T 50(12.3) 5¢1.2) ] 84(212) - 5(13)
oY) - 57(14.0) 1(0.2) | 0 66 (16.6) 3(0.8)
u pq;g : 3(2.0) 0 0 117 (29.5) 17 (4.3)
0 sen 103

h "A!%;Bﬁ%’ S OMEEIAr OB - e R AR TR
piFLnd i (4 4) 1(0.2) o 33 (s 3) 7(1.8)
B : 134 (33.0) 16 (2.5) 0 134 (33.8) 11 (2.8)
FERE o> FELE 1@n 0 0 75 (18.9) 12 (3.0)
it vl 17 (4.2) 0 0 56 (14.1) 2(0.5)
by ) 34 (8.4) 0 0 37 (9 3) 2 (0.5)

CBEDedeE e
mf= s o '-*}[ri‘E'}J{l
il {7 L7 F =M

) 24(60) . "'}'1:'(:6.'3)” ra—
33 (8.3)

o I/Z‘T I -—;l-*]fl],ﬁ 0 29(7.3) 0
b ) ] 46 (11.6) 15 (3.8) )
RV ZUEY FIEE 0 64 (16.1) 20 (5.0) 0
FrRIRIR 0 820207 4(1.0) 0

e g e ey 1o
i
]

- i e
BREESLHT 11 (2.7) 0 ] 51{12.8) 0

ﬂﬁaﬁfi . MG 0 0 19(48)  1(03)

mﬁ "36 3.9) 0 0 77 (19.4) 0
30(7.4) 3(0.7) o 51 (12.8) 0
307 0 41(10.3) 0
16 (3.9) 0 0

R £ U

: 12 (3.0) 0 0 20 (5.0) 0 0
B R ' 26 (6.4) 0 o 33 (8.3) 0 0
P . F_Eaﬁakiua/rﬁﬁ:mi 4(1.0) 0 ) 22 (5.5) 0 0
% 3 A 57(14.0) 0 0 39 (9.8) 0 0
w5 41 (10.1) 2(0.5) ] 79 (19.9) 3(0.8) 0

3. FIEMMER 196 (4.7%) . {555 16 (0.2%) . BEFEREHE/ I 43556 .

1 -



Bl (13.8%) . KIBg - EEO TH 1041 (2.5%) | | BHERH 1 61 (02%) . [FHheE
CET A6 ] (11.3%) . HTZ 1B (0.2%) . FORIRERAEIEE 34 ] (8.4%) | FHRFES S
B (13.5%) . BsEEE (ROFMEESLS) 28 F (6.9%) . RIEHEEERE 6 4]

(1.5%) . infusion reaction 21 #i (5.2%) . BED KRS 441 (1.0%) . FEMAHEE
fEE 2 i (0.5%) . BE#R LB (0.2%) JSiU\«E»J: IR 1B (02%) MBFEH b, F
7. EhE ﬁfﬂﬁr e, FRIEVE f/ MR MESR BTSN s - BENESS B UVRIRILARTE
RIETTFRD e oz, AEEABIRRDITEETS (BRREEREE %’é‘t&’) E
ﬁ%%F%%TT

QOEREIER S MFFRE (ONO-4538-16/CA209214388R)
HEBERIIFR+ A OV bw TR 544/547 51 (99.5%) . A =F =T 532/535 1 (99.4%)
IR b, BRI & OREBENRBETERVWEELERZIIFF+ ALY A TR
500/547 ] (93.1%) . A=F =TT 521/535 il (97.4%) 1T {’om‘_b b\a“:mbsmi

' T%‘Eﬁ#—?ﬂ: s%uJ:fDﬁM’EFH ii‘Fi%oD LBV ThHoT,

%2 b\ﬁ‘hﬁx@ﬂ%‘f%ﬁ$ﬁ= S%JAJ:OEU{’FEJ (ONO0-4538-16/CA209214 FAFR) -

o it (%)

%Laﬂ”f?ﬁﬁ 7&%“4_4 B AR . RA=F=T R

%ﬁ:ﬁDRMI ver.20.0) 547 B 535

T £ Grade  Grade 34 Grade 5 4 Grade  Grade 34 Grade 5

SHIEN - -
Linges DS s s

Al ‘ T 34( 62) 0 83 (15.5) - 24(- 4.5) 0

B I ERSR A ‘ 1¢ 02) 0 30( 56) - 3( 06 0

TP kbR SE 3 0.5) 0 690129  32( 6.0) 0
Mg 2( 04 q _25( 47 0
Hepssrey

- BIEHERETS . 28( 51) 11 20)

ik ol - 0 - 59(10.8) 2( 04) . 0 12( 22)- 0

85155} 2( 04)

RS TR

( 69 . .
J_Hﬁl’ﬂsr 9 1.8) 0 . 30( 58 -0 0
{58 . S 35( 64) 0 J39( 13) 0 ]
T Se T o [45(26.5) 0 278 (520) 28( 5.2) 0
Al 31 AT 0 ¢ 60 0. 0

itz C ‘ A5( 2.7 0 . 96(17.9) 0 0 -
L ' . : 3( 03) 0 27( 5.0) 0 0
B B TER U idi5 s S 6( 11) 0 55(10.3) 0 0
- 109(19.9) 0 202(37.8)  6( LD 0
C23( 4 0 149 (27.9)  14( 2.6) 0
59 ( 10.8) 0 110 ( 20.6) 0

10( 19)

) 7 8 ( 12(

2) . (17.0) -2)
202(369) 23( 4.2) 264 (493)  49( 9.2)
WIS HAE : ‘ 13 24 0

152(284) 14( 2.6)

FAEE ) 25( 4.6) 1{ 0.2) 20( 5.4) 0
- )

G0(1L0) 27({ 49

. 93y 8( 1.5
F I —E8m TI(13.0) 31( 57)

41¢ 77 17(¢ 3.2)

oo 0 o0

AST B/ : 58(106) 19( 3.5) J48( 93  7{ L3)
fidp 7 V7 F =i 35( 64) - 1{ 02) 35(¢ 65  2( 04)
I 5fr BRI A A 2 B0 1M 200 . 0 30( 5.6) 0
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% (4%

i AT TCT av TR AeF TR
(MedDR A ver.20.0) 547 4 : 535
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
¥ =Ry 90 (165  56(10.2) 0 58(10.8) 35( 6.5) ]
AP ERBE L 3( 0.5) 1{ 02) 0 40( 7.5 23( 43) ¢
R : 4(¢ 0.7 1{ 02 0 73(13.6) 36¢( 6.7 )
{hmpEd 18( 33) 0 0 28( 52 0 )
e LYy 0B LAl 21 0
: 28( 5.1)
IO 5 SN ~1 € X ) N A O ¢ o 133(249) s 09) 0
EBRTB L URTA NIRRT o D e e e
A . 76(13.9) 39( 1.3 0
Fiizab 48( 9.0 3( 0.5 0 26( 4.9) ]
B SR 4 099~ ) I % & 360 6T O
15l S 3¢ 37 179 (33.5)
TR ] a3 em ..
Ul e e < I o
5 3 58
IR R 33( 62)
ol 55(10.3)
Miligz2 )
b otaliay T L S "
Al 0 46{ 3.6)
BB 0 20( 5.4) 0
Pk« JRIEZERN T AR AT 5( 09 ] 0 231(43.2) 49( 9.2) ]
T 154(282) 3( 05 0 49( 9.2) 0 ]
e 118(21.6) &( L5 0 67(12.5) 0 ]
BRIk R ) 50( 9.1) 8( L5 0 22( 4.1) 1{ 032) )
BRTAAS, 2( 04 ] 0 27( 5.0) 0 ]
ylryeNid] 0 0 0 0 0

[
P

(22

£5(159)

R, FHA EY AvTEHCEWT, MRS 136 1 (24.9%) . FHEAEREE 08 f

(17.9%) . AURERBEREREE 147 41 (26.9%) . 'BERREREE 46 1 (8.4%) . FIEIEAGR
B354 (6.4%) . KIB%K « EEOTH 36 # (6.6%) « BEEOKERES 20 6 (3.7%) .
TR 24 6 (4.4%) | BUBHMEREIES 32 41 (5.9%) . 1 BUEEIRSE 5 61 (0.9%) .
Bege 740 (13%) . ERESFEEARE L H (02%) . FMZk - BEMEZE 2 41 (0.4%) | infusion
reaction 22 ] (4.0%) . 5 & 5 ¢ 2 6] (0.4%) . D4 16 (0.2%) . #5575 2 81 (0.4%) | -
BRI RRIE/ 2 39— 102 F1) (18.6%) . A4 781 (1.3%) RUSHARMLARIERAE 2 1

(0.4%) PRED LN, T, GEEL/REDEEBERE CEEEREERIEIRD LN
Rinotc, ARMEARFRIIIEERS RREMEAELEL) 2ELEERETR
7, : -
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[ - }Eﬁﬂ]

IR OB EF A EFIE L I ab—a ek 0. A% 3 meke (&
OH) XE 240 mg & 2 BRI TS L BRI O EH EREART S, TORk
B AH 240 mg 5 U BEOBRBEEIL, AFH 3 mgke 2FRE L EOREER & ik
LTERMEEZFRTETHENZELOD, BERABECBW TAFESER I TWEA
i I (10mg/kg % 2 BRI CHE) TARE RS U BEORER & Hik U
BT EFRENE (FR). M T, BROBBICEIT 27— I0i3& | A#l 3mgke

(RE) Xid 240 mg % 2 BHMRE CHE LEBROARFOBRER L AN Z SN L
DB % R BRBEISE T APE S, SHEBEIC SV TRE T bR,
FRORE - BEOR TAMR LSRR ERII VW FRIENE, . B
HMEE BB BT B T FICESE | AH) 3 mgkg XiE 240mg & A Y A= 7 1 mgks
% 3 ERREE TRE LI BROFRIORER L Lotk L OBEZRET 5BEBSET
AR SN, YEEE SOV TRE TR, J:“aooﬁﬁ&e ﬁﬁ%@?ﬂ‘@yé
W RV & Tl S i,

£3 FAOKBEE AT A—F

T - iR Crnax Conind14 _Cavgdm : Crnax,és " Coingss Cavgss

. (pg/mL) {pg/mL) (pg/mL) (pg/mL) (ug/mL) (pg/mL)
3 mghke Q2W '(35.525-:?0}8)‘_ (16.17?'22.5) (1’7.21‘,1?3.9) (75.23171) "(zvi’z,'im) (42.7'17:'?27) '
2@- mg Q2W (517;2,?03') (15.225:.3?4.6) (25.337.8) {105,5354) 7' (4;?5??53) '(62.11?287)
10 mgfkg Q2W |. '(14'11,9519) (512'?9.-2) (79.9(;],'?14) (33??232) (18:21,l ;]13) ' (23?,7236) |

o P (5%AR,95%%) . Q2W : 2 EIRE. Crax : DI G- DT MG PEE, . Crvos : FIEHE 54214 -
A Bizislt DRI I PR, Covgaie : FIEHRS #1480 B E TOERMBT TR, Conxs : EHREIZS :
RF5 R GR i Cmm.ss 'ﬁ:’m!l}\fﬁkjbl:’réﬂ{&m?”ﬁi’%ﬁ Cavpss ¢ EHAREBIC T 2T -

‘it,xﬁ@aﬁﬁﬁwﬁﬁéf»éﬂmLtva;veygymxn\Kﬂ4mmg‘
% 4 BHIPRCH 5 UL BT I - S RS LR RO AR O i BB AR

Shic, TOFRE. AH 480 mg ¥ 4 WRIMRCRE L BORBIREBICRBY 5510 . .

EREE CUF, [Cugel E9,) I, A 240mg % 2 BRI TS LEED Cops
EET D e PRSI (TR Fie, AHl 480mg % 4 BRFRTHRE LIBROEK - -

REBIZ BT A B i iR (I;l”F [Comes] &V33.) 1, A1 240 mg % 2 BWEIEG

TERE LBED Cranss B L TEELZRT L TFRISNEL OO, AERABFIZRNT
HEMMPER SN TWD - HE (10mgke % 2 BRIBIECRS) CARIZHRELE .
BED Cunaxes & HE L TIREZRT & FHIShE (TR), MAT, SEOBEIECRITS

— Tk SE . AR 3mgke (KE) £701% 240 mg % 2 AR, 2L < 1A 480
mg % 4 AR CTHRE U BRoARFIORE R L A TRt L oEEF RS
BRERGEFAPBESN, YHEEIC OV TR IO R, EEOME - Bk
DR CHIMER O E LI W ERE 2V . FRIShE,
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#4 FHORPUIE ST A —F

Jﬁ ?f . Jﬂ _ﬁ'!: Cma.x Crnind2g CavgdZS Cn‘m,ss Cmin.ss Cnvg,ss
{pgfmL) (pg/mL) (ng/mL) (ug/mL) (pg/mlL) (ng/mL)
3 kg QZW 516 272 31.0 13 62.1 776
MERE (35.2,70.8) | (16.5,403) | (21.2,439) | (75.0,170) | (27.1,107) | (42.1,127)
72.7 383 437 159 878 109
240mg Q2W | (511 103) | (23.3,59.0) | (30.8,609) | (102,254) | (41.5,158) | (62.1,187)
145 29.7 530 216 713 109
AB0mg QAW | 105 507) | (155,474) | (37.0,74.8) | (4s,336) | (275,137 | (621,187
: 193 799.6 116 196 214 275
10mehke QAW | (146 29) | (865,132) | (101,148) | (320,525) | (184,303) | (236,377

L (5%, 95%.5) . Q2W : 2B [EIEINE, QAW : 4RI, Crax @ FIEHEE# ORE NLFE P ERE.,
Chrindzs * T 55328 H BIZ35VT DIRARMHEE PEIE, Cogers : TR E-H28 H H F TN EIME PRI
Cru;nx,ss . E%ﬂkﬁ[:ﬁﬁ' 6%%@.%4’%%\ Cmi.n,u : Eﬁ:ﬁ:{k?ﬁi’\:%ﬁ‘ 6%{-&.&[1?%*%&\ C:wg,ss H h?ﬁfl}tf?g
W3SV B RN T i e '
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4, Hﬁﬁkob\f
M%ﬁ&%%ﬁ@ﬁ%ﬂ%?%ﬂﬁﬁ@&@%m@ﬁ%ﬁhﬁﬁfé%ﬁkmiR
RIFE LTHARBEHEE (2035 SREOhTVE I LMD, YRErEcE
HiCx AR THINERD S, TO LT, EERY R/ EHEHE RMP) ES5&,
ARHIDEIES R MREEIET~ O B kI35 B Clho T AR DRSE B2 8
FEEDW - HEL, AR OREIC L ) EERREREBR L CBICRETS 2 &R0

RIED, UTFOO~@DT AT EMETRBICBOCEAT 3% Th 3,

O MEERiIZoWT ' o

@1 TED (1) ~ (8 OVFThPEETIHETHHZ L,

() EAERBAESEET B 2 A B Pal LS (%Bﬁﬂ?ﬁﬂwaﬁﬁ@%%m,ﬁr 7N
HiEEAS A D SRS SR MRS A BRI AR &)

(2) HeEERERRb

(3) FMERFEMENEET AL ﬁ?@#{“ Iim (7J=}u="JFﬁ§%¥";EF Bz, 7b>/u="%$}%

. BRIk, P ABROESHEHERER A &) -

(@ SR EEREEEREL. %%{t%a%mﬂnﬁlRb;t%%lz#ﬁ%ﬂu%z@ﬁﬁ&%@

AL B ETT > TV DR '

-‘@y#ﬁ&ﬁ%ﬂkﬁﬂﬁm%mmﬁﬁﬁkﬁaﬁm%ﬁorwam e e e

OY %Wﬂﬁ®M%ﬁ&&0m¢%%ﬁﬁ®ﬁmk+ﬁ&ﬂ%k&ﬁ%ﬁotﬁCF
HOVTIBIHEYT B EM) 2, SEBRBOARICHET 21AROBEE L LTRE
SHhTWBZ L, : : -

®

e SRR %2$®@%WF%%TLt” 5 L EDBAMBROBIRIHER: |- 7

ToTWVBHI L, D""o ZfﬁfJ\J:}i BARDREEEL Ltﬁﬁ"uﬁiﬂiig%@?ﬂﬂg%
L FeoTWBI k.

- EERREER &z&m@ﬁﬁ%%%?bn&k4¢utmwﬁ%ﬂ;@ﬁmﬁ%7737-777

ET-TEY, 55, 24U, %ﬁﬂﬂﬂﬁﬂ)ﬁxA%%ﬁfk%ﬁ“ﬁmb?“ﬁﬂ)ﬁﬁﬁ o
WEEIT-TWBHZE,

) %W@E%nuﬁﬁ&ﬁmﬁﬁ”uowf o ' -
EEBFEREBICESFTTS ﬁ&%#ﬁﬂ%éﬂ ﬁ%ﬁﬁ%?ﬁ‘%@%ﬁ”ﬂ AR

SHEREHEROTER OEMSITAT 5 H R, FEEERRA LG a0kE

%ﬁ\%ﬁﬁ$bﬁﬁbﬂ5¢ﬁﬁ¥oTW5 &,
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@ BUERA~OZIRIC2WT

@-1 Mgk kil BA3 B

- BRSO EE RE ﬂfﬂ%ﬂ%fbt%&_\ 24 BERARESIO T, ¥R
VOEEEERR I ISV, BB U RWERIZIE U CARBEE R L T CT ZORIER ORI &

BERREO/EERY FRICFE o, EBICHEAiERERPE-TWE I &,

®-2 ERUETFE I L 2FEFRAI &hﬁﬁfré%ﬁ: _

 BABECHD A EMM SR RS S EREEENRERAE =2 Y s
EEDEERDORAY NV —= T2 ITWERE L ERE LT TE 57— 2EREHIDE
WENTWEZ L, 2B, BHEERICOWT, BABRE L 20OREC A ST
WAk,

®6@%ﬁ®ﬁﬁ%ﬁmkﬁbr

AR (PRI % . BRI AR, D52, 1548, SEEURIBIE, RIBZ.
NBge, BEOTH. | BEERG, FFRL, IFHRMEEE, L, Bmegs, Rk
Hikehsss, TRAKHGEEE RIS, BEE. BBREE. ME. BEEOLERE, B
R4 FE4EfE . infusionreaction, EERIMEMESE., MBRERIEREE. ik, Kk, 1BE
 ORERS, BIBREE, LEREE (DR - R0 - ORENISIES) . B,
L) TR LT, MBUEROULEBERS B ORI R A Y 5 AT L L (RIER
L ORWRRISICE L TRERUKEE ST OB R H B T8 E IR 0E
MTELEHNE-TWET E, ' '
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5. BhExI&RLRBEH
[ hitkic B9 5 4]
O TEOBEFLELBWIAHIOFHEIRIEEESHLTNS,
e MEHAMEERZATAREMERN (TR F=F R=F=T, V5T
L m=T AYR=TE) RED RIS E T SRR AR RSO
,%ﬂ@ﬁﬁ%(ﬁﬁ%ﬂ&%)
< A lﬁ%ﬁﬂe?‘*ﬁwmc -7 ﬁ:}iﬁilllntermedxateﬂéil’oor U=y @ o)
@T%Rﬁ%@ﬁ@%mﬁraﬁ(4&)Avf&®ﬁﬁ&%)

@ TEL&%T&%%Lﬁféﬁﬁw&%&wﬁﬁﬁwmowfﬂ\ﬁﬂ@ﬁﬁ%

ﬁ%iéhf%%f AHIORERHR L 7R DR,
m%%£$%ﬁ$%&o%4bﬁ4/ﬂﬁ®#®%ﬁ%%ﬁfé$%kﬁT
HAEF MR E,

o e HIBhIRIE.

CED E A MARG (ONO-4538-16/CA200214 B 1=HBWT, ITFOO~@DVFhiz bk L
VRS Favorable Y A2, 1 XL 2EH ’&?ﬁt‘;‘%‘% 121X Intermediate J AZ 3B RIS
{ZiX Poor Y RZ Lahiz, (64— H)

SRS & 2l S ho T Bﬂiﬁﬁﬁwﬁ{’ﬁ?ﬁﬂﬁﬁ‘i T 1R
*Karnofsky —REIAAE 80%K

A~E SO AN R T IR

BEZOI AL T MMES 10 mg/dl 2825 - ) v

FEREAEEE LREEED ‘ ‘

BB R EE 2 5 : ) o

@@@@@@
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(22t B4 2 9E]
O TFTRICHE
F ol rd ARG

éfé$%howrm$ﬂ®&gw

&éhfwé:k#B,&E%ﬁ'

o REIOERSIC *TbﬂﬁrwﬁifIJE@%é%%

@ F‘%ﬁuﬂ)nﬂﬁﬁkkwf"ﬁﬂi:
3. o TEEBRIEN 2 VESIZIRY .

243 D BEFICOVWTIL, ﬁﬁ]@?ﬁ%@i%ﬁ&éﬂtb\
HEIAREZERTL L 2EETE D,

. ﬁﬁﬁ%ﬁﬁ@AﬁX@ﬁ&@béﬁ%

o EERRECHRERE

203 B B K O T O e T o R e i 2
o ST b 1 B

«  HORERBOEN R&ilﬁ&ﬁ‘]iﬁ?ﬁb(G:tﬁ%%fét@ﬁaﬁ'&ﬁ%%@%ﬁﬂ_ﬁw

HHBEE

- IBBBRE (ESERBHELESD) O 3% B

© HERORRIMEEZETLBRE

«  Karnofsky Performance Status 70%3&5% @2 o BE

(®2)  Kamofsky Performance Status (PS)

Score B
‘ ' 100 | EE, RBCHT 3REQHFANZV, EﬁﬁEﬁEﬂtfx L.

EROEHATE HNAFESLERN, |- 90 | BOBREREH B, ERIEHIhe

20 Hedp D EEIERA B B A, BAH L TEE DKL
. 08 D7 et =
5T L, pecameac, & | o | DARADREECESS, TROWY HWTa
s Pe P 8% T | AR SR LRCE LR, LS EE IO

RO . 50 | mREERLULEER X CENNRERTANLE
40 B3, BUR IR L ORI

HOEY DI EEFEFTCEAN, EHBY | 30

LB, ARENLHEERERE LEE > T

B OEY L ASOREELE LT D, KB 20

FHICELE, ARSI THEANRNKSELE

EHHB-TD

REFTHEIT L OV S TR D B, 10

e
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6 BERBLTEETRXEE
O HASCEgC L, MR EE NIRRT S EREIC go%xﬂ@ﬁéﬁuﬁmﬁ
HoOlOItnEBERESRE 0B L ThbEHTAZ &,

@

®

RCE b AN ﬁﬁﬂm%wiﬁkﬁﬁﬁ&Uf@ﬁ%+ﬁﬁﬁb ﬂﬂ%
ThbEesZ e,

E&@Wﬁ@v#/%/bkowr

‘;.-:;‘

P MRS S &b = & Bb D 0T, KR OB EIZH T ThE, kAR
B O(FEMEREE, nEEk, FREVE) ORMERUINE X BREOERZ, BEr s
Kﬁohkoit‘ﬁEEmDT%%(ﬁ\mﬁ7~ﬁ~%®ﬁ§é%mﬁé-
e, :

2&%'}03&’%-@3[# @ infusion reaction (Z{f % CERERIZ-SRHEOTE A1
EERITo T__i:'CEﬁﬁ“TE) &o FT2 2 6] B LA OAFIS S5 RFIZ infusion reaction
M bbhsd o <‘: bHBHOT, AFRE h R UKRIER SR T HIT A Z A4
VEWET DS, BEOREL-FHICBET AL, 2B, infusionreaction &

BB LB, 2TORERUCERNELEHET 5% TRE S OBE

TR TE, o A _
NIRRT, THEAESERERVABREESSLbNZZENHHDT,
AFI OB 5B IART R OB 5 4R o 1 E LI A IS se A (TSH, WEHE T3,
JERE T4, ACTH., m@:w?}~w%@mﬁ)%%m¢5 Lo

 AFOEEICEY ., @Fﬁﬁﬁﬁﬁk@@?é&%x&hé%k&%ﬁ$rﬁ

BHLPNDIERHD, REPRDONICEEIE, RALELFRIS UL
%%%tﬂ%&Fﬁ%ﬁot%k@%bfﬁ@&%%*%&ﬁw:ﬂﬁ@ﬁﬁ
BNz LD RIERMBEDN 25EI2, AR OERETIL R UBIBEE R
NEVRIOBREELEZERTH L, B, BIE R AT ORI LVEHE
mwﬁﬁb wantw%ﬁkm.m%&ETW%/uﬁmﬁEMﬁmoLM
CLEET B, Lo

BERTHE, %&ﬁf‘aﬁ?ﬁ%#ﬁﬁﬁn‘%ﬁbf#%ﬁlﬂiﬁﬂb%ﬁﬂ‘é &ﬁ%;éta’)
 AFOBERTRICLEWER ORI EET S,

1 BUBERE (BUE | BUERR R AT B bbh, ﬁ“ﬁcfﬁffﬁ?/b—/x

WEBZZ &7&3’&;%’3@‘(‘ A, Bl WIHZOIEROBRLMIED LR+
FEETDH I &, ﬁﬁﬁrﬁl%%ba"bt%'&ldﬂﬁﬁ-%qﬂtb A AY
ﬁj@&@%@ﬁw@w&%ﬁ 5T &,

FA D ERARIZ I T, m%ﬁgﬁ%ﬁazkxwaéﬁ&@rm&aﬁww
b 1A S BRI L, (EEERIRBE LRI 54 U U A< T AR5 T
&5%%m61$%m6ﬁﬁréGmmiuﬁﬁ%)Kﬁﬁﬁ@ﬁﬁ%ﬁofh
I L EBEID, ARSI ENNCERRE CHROMBEETH 2 L
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Bt AHET A NI A v
=R ~T (RETHBZ)

R4 : 47 DR 20 mg, A7 D— R AR 100mg, 7D
R RIGEHIE 240 mg) |

~ TR R D% Y oS~

- PER2 94 H (50249 AEGET)
 EEREE



B &

LI

FHN DR, 1R

SR AR

R\ T
XL b BE
BB L THETREFHE

St AW

P2

P4
P7
P9

. P12



1. LT '

B R DOFINE - BRMOREMRD T2 HITIE, W TEETE S o FIE R R 385 )
BB, &6, FHEOREHEIFOREIC XY | FREES S F OGRS
FERSPERENDTC, Zh b OERE Y HICNERBFITHIT 5 2 L BREO
I L r o Tk Y RIFMBOER & SO AR TR 2016 CERE 28 £ 6 A 2 H MIFsHE)
AZBWThH, EHNERSSOHEHOREEEEZRL L L EN TS,

SR E R R SRR LA T 0 T 7 4 L REEOERS & I & &
RBTERBB, 0D, AERURECIET 5 RS SERT 5 E TOR.
LHERMORERHR LT 52 LMMFSNDBZICH L THMT S & L b BIfE
FIRRE L BIC BRI R b B 2 b ST — O B % 6 7= 3 [ SEHe A <
A L REETHD, '

LiedioT, AHA N4 Tk, BREREST niT»ﬁBnTwéE%ﬁ+m-
FERRHIC IS % | DT OERS OB M EHEET A B D NERE M, 2
FROGEEEERT, -

REB, ARHA BT A ik, MISTITBHE A B E R A O, ASHEIEA R
EARIES 2, —IREEEA B AR RPR ES R C— R MEA H A MG OB 0
b ER LT, ' - o

WRERBERR 47— R EESE 0mg, A7 V—REEBE 00mg, A7
R R 240 mg (—AR4 : =AY (BETEML))

HEERAMENEDE | BRUIESEO AR DX Y LS E B

AR ELDMERCAE @Y., RAKE=FRL-T BfaFlEz) L UT, 1E240mg |

_ % 2 BRERIBE XL 1 1A 480 mg % 4 BREIRIRG CABRET 2,

B R 5% NEBERRTERRAT




2. FEIOWM, (AR | |

F 7R TR 20 mg, FLRIEEHE 100 mg R OFEUETEFHE 240 mg (—f%4% : =
RN<=7 BEFERZ). BT, [EKHL 2vd,) b3, AR TERRS L 25
Ly 2 A @FURIM <A —X ZZ A7 (BMS) #) BB Lick k PD-I
(Programmed cell death-1) 2342 M 1G4 £ 7 o —FAHETH S,

PD-1 i, TEMAE LY 288k (THIA, B HRE G F2 5455 —T HilR) RUYE
BERMBIZZEB T 5 CD28 7 7 I U — (T MBROIEMAL 2 MBIAICIE L RIS 55
FH) BT AERETH B, PD-1 IEHURRTHIRICEE TS PD-1 U H v K. (PD-LI
FOVPD-L2) &AL, VBRI BIES @ LT R BROEEINES -
AICHHET LTV D, PD-1 U H Y FIZGUREETHIILSMC b b OfRx RIESIERIC R
LRy, EHRAMEED YR LESMRICIIT 5 PD-L1 ORI LINROEF
HIM & OBICAOHBBEAD D Z EAREINTNS (Cancer 2010; 116: 1757-66),
i, BEREERE CIHESRM T MRBELEY 5/ & —7 = L H = (IFN-y)
I2 & - T PD-L1 OREAFH SN, 55 UIESEHRICIET 5 PD-LI ORBLE O
AETERI L ORI EQHBEFENSH S & DHELH S (Sci Transl Med 2012; 28: 127-37),
X 6z, PD-L1 Z3hHI5E S S ML, FURERA CDS B T M 0iIES
FEMEZER S WA A, i PDL1 Hiff T PD-1 & PD-L1 & OFEAEMEET S & 70
EEEEREET A ZLBRENTWD, F0Z L5 PD-1/PD-1 U H v R, 2%
AP EUEMSRN T #IE» O ORBEZEHT 5HFO—D & LTEX LR TYY
. 50
AP SEERRORE R D PD-1 DAL (PD-1 U H Y FESHER) & L,

PD-1 & PD-1 U WY REDESZIAET A LILL Y, PAFEFRNLE T Mla0w- -
AL R OB AR 2 MBS EEE AT 2 2 & Ol ERY R 2y -

T L BRERER TS, . . ,

TRB DAL ARITEMEEIC T AR AR RV AL bO L S,
AR OF Y RS B E LR E EH L, A, REMRURE
AR SN, ' ‘

AHI ORI LS BEORENISIC L SBIEA%EN D bbh, EEXIFTI ~ -

ELTHRIER DD, FRIOESHREEESRICE, BHOBBE AT, BENE
0 BNIEEITIE R L FRITH U MR ik & B E Fr 2B & s LGl
GIRERRET TV, MEOGERRICE 2BIERSEDN I BEICL, BIBKEFRLV
TR OB EDOBYRLEETT D BERH D,



3. BERRRRE _
FR T HEAE O & AR % v U LB ORI A 1T o - E R R R O
@%%ﬁﬁo -

(%] _
O EHAPE TR (ONO-4538-15 3EH)
HEEMSMBBHEE T VoYX v SXFFy (EsFlEiz) CT. 17w
YYHRT ) L D,) IR IR HEOERE X ERMEO T AR X )
) (ECOG Performance Status 0 & U8 1) 17 FlaRt iz, A5 3 mg/kg % 2 @RI
B TR e Ui, EFER TH HEMFE BUET IWG critetia (2007) 12FS5< Pk
W & B complete remission {(BLTF. ICRJ £ V23,) X partial remission (BA T, TPR)
L 5,) OIS 1X 75.0% (O5%EHIKA : 47.6~92.7%) THotm, 2B, TR
E L7 B 200% Tho iz,

@ M MAHRE (CA209205 %) (Lancet Oncol 2016; 17: 1283-94)

HEiE M S MIaBARITRIC T Loy ¥ U~ 70 LRI T e BRI ERG T
OEMMER D% Y Lo ERE (34— kb B, ECOG Performance Status 0 KT8 1) 80 #
ERBUT, A3 meke % 2 BRMEE CAREE L, TEFMEE THDHEDE (B
T IWG criteria (2007) WE S PRHEICL D CR XL PR DFEIE) X 66.3% (95%(E
XA - ﬁ&wm%)f&otoak HENTBRE L2 BIEI 20.0%TH o7z,

[Zz4xt] , :
O EREIHRER (ONO-4538-15 3ER)

HEFERIIERD oh, AH & UDIE%E@{%%NEE’C & fn&b\?ﬁi%%%éﬁﬂ:?é B

bivi, %’Eﬁ—f—?ﬁ 5%LA EORIERIRTROEBY Thol,
#1 RBEER suL EORIFER (ONO—4538 1538  (RaieirhfdE)

P N e Bl (%)
%*llu ) 17 fé.d
(MedDRA/J ver.18.1) . 4> Grade Grade34  Grade5 -
2RIER 2(11.8 0

ER KO SRR g
i
} )/zwﬂiﬂa}i/)r 7

3(17.6)




SRE S AL gk (%) .

s 17 sl
(McdDRA/J ver.18.1) " 4 Grade Grade34  Grades

S ' 1(5.9) 0 0

MRy ‘ N 1&.(5-9) L .
AR E R L URER I OkE e e ]

i 0

HE SR 0

R 0

ZEEN 0

1 0
I@ﬂ‘é?ﬂ‘::“oa’:tﬁ#iﬁiﬁ e

ﬂﬂ%%m.iﬁﬁr%‘e i
MRS
PRI
B
s PO
&0 U & Al
&7 b U 7 AEE
BERHR
Uit SRS
HEfEE - - ,
S

CmmEHE
st
- K%ﬁanfﬁhf—

L OEeERRRE
ey 5(294)
R 4(23.5)

pds, FIEHERES 1 51 (5.9%)  MEUHRIAE/ S A F—2 41 (11.8%) . KB -
BEOTH LH (5.9%) . FFEERESE 141 (59%) . FHIRBREEESS 3 41 -(17.6%) |
R 3 ) (17.6%) R U infusion reaction 1 ] (5.9%) M@ bhiz, Fi, BEEH
MAE, DA, 525, 1 BB, SRR/ MERAEEEER, IT4. B,
RIEREE, MY - B, BEORIGEE, BIRMGERE, TERAMERS, FER
VL ) RS bgdo o, FRHEARRRILIEERS (RRRENRE2E
te) FETEEERERY,



@ M AR (CA209205 BUR)

HEFERIT 238243 F1 (97.9%) KBEH LI, AA L OERBHEASETELVEE
THIT 185243 ) (76.1%) 278D B:h,to %’Eﬁ:%:zp 5%LL EORHERIITHRO L EBY T
Hoi, '

2 RJ|EH 5'%LJJ:®§|H'|E}13 (CA209205 %ﬁ&i (All Treated Subjects)
BRI itk (%)

HAEE 243 7]
{MedDRA/J ver.18.1) 4 Grade Grade3-4 Grade5

AR 185 (76 1) 48 (19. 3) 0
ViR SO SRR e e b
. HFTRERMIE . 13(5m. .
Wﬁ%ﬁ% ...... : : :: ..... :
) EF':MRE&H.:{E:FJ“ ~I4(5-3)
DRMRRTE e L

flE _ _ 14(5.8) -

T 34(140)  2(0.8) 0

2 BE , 24099 - 0 0

OHERORE

50 (20.6)

T __,ff.fm-us) EICOR—C

AST #n
U /"'—_"t}fﬁjlll
o ﬁ‘l}%""‘ffo«l:zﬁfmﬁuﬁj“

TEED R TR
5 o . 21 (8.6) 0 0
Fis o 28 (11.5) 2(0.8) 0 e

fds, BIEMERRRE 15 1 (6.2%) . BEKUIRLARE/ I A\ —19 il (7.8%) « KiB
% - BEOTH6F (2.5%) . FFSEERE 224 (0.1%) . F&£5H (21%) . FHRE
R 28 B (11.5%) . #RIREEE 40 1 (16.5%) . BHSAEREE 4 61 (1.6%) . MM -
MRS 1 61 (04%) . EEEOBEEE 3 H (12%) . FIRIASIERSE 1 6] (0.4%)
infusionreaction 38 5 (15.6%) . BEZE 2 (0.8%) RUSY 5BL 2 ] (0.8%) AED
b, i, BEMEE, LFR. Tk, | BBERM, fipikm MEs - EER.,
RIBEER O TEREREREIIRD b ol, ABERARBRISBEERER (KX
BREEREEZET) 230KHEREETT,



[k - FE) | :
A O EREYHREFAEFALEY S ab—a ik v, &% 3 mgkg (&
|) U 240 mg % 2 BRBIIE TR E LI BRoAK O fS T RERRR SRk, O/
B KA 240 mg B G LZBEOREBEIL, A 3 mekg Z B G L EEORTE L
LCEEERT EFRENELO0, ARARECBOTRAMSERShTWAH
W I (10mg/ks % 2 AMBRTRE) CARZES L BOBRE R & it UTIEX
R e FHlERE (TR), N2 T, GHoOBEICET 57— ZIL3-5& | AH 3mg/ks
(KE) iE 240 mg % 2 BREBIECEE L BOAR ORER & AT ek &
DEEE BT ARREGT S AMEES N, UKEEI SV TREATON SR,

| LEof - AROETADIER R A PR R E TR S R,

K3 FHOEMHBEB N T A—F

ik - g Cemx Crnindid Cavgdla Conaxss Criinss Cavgss

_ (ug/mL) {pg/mL) (ng/mL) {pg/mL) {pg/mL) (ug/mL)
3 mykg Q2W (35.52}-'?0.8) (10.11?'264.5) (17.2:'333.9) (75})1,3171) (’27.612,'107) (42.717,727)
20mg QW | (o P10 | (saane | Gstang | Gonzso | s s | s
10 me/kg Q2W (;4;,9;19) (51.2 ?9.2) (79.90(3‘21314)' (33???32) (]83,1 ; 13) (23?1,7286)

L (5%, 95%88) . Q2W @ 2B M, Come : BIEE-# OBEMIEVERE, Coats : GO LS4
A B ic 35t 2 BRI LY . Cavgaa @ D15 140 B £ COEBDMEEPTIIE, Cmes 1 EXIRIERICE
A ISR . Crinss ¢ ENIRIEIZI51T B BARMIT DR, Cues @ EFRER R 3 FHRE R

Eh, AR OHEFESHRESAZRMA LI I 2 b= a /LD BH 480 mg
% 4 R CHREIEARO FE  ARE CRE U BROAH] O 7 iR B SR

Ehiz, ZORE, FF 480 mg & 4 HEFE TR S LEBOEKREBICBT 27 H9Mm - -

PP (LT, TCapsl &V 3. ) b, AR 240mg % 2 BRI THRE LD Cuge

LEET S E RSN -(FR) - F. FH 480 mg % 4 BEEBTRELEBOE - - -

HREIZBITAEBMETEE BT, Cuaesl &3, ) 1, A% 240mg % 2 87

TR TRE LB D Crues & LB U TREZFRT L TRIENRZD OO, BAABEICE

WTEAAERHRIN TV A - BE (10mgks & 2 BB TRE) TRAZERE
L7BED Coess £ B TIRIEZ R E FRISAE (TR) . M T, BEOBECE -
AT —ZIcESE, AF 3mgke (BE) 7213 240mg % 2 BB, B L AR
430 mg % 4 BB CEE L7 oS ORER & 45 ki b o B Ht
T ARBERISTF BRI, YHEEICOWCREMThh R, FEoHE -
HEOMTHEMMER CELMICHAR R ER IRV E TRl S AL,



F4 FRIOEYGR T A—F

i - S8 Conax Cinind28 Cavgd2s Crzxss Cinss Cavgss
: {ng/mL) {pg/mL) { !.tglmL) {pg/mL} (ng/mL) {pg/mL)
3 mg/kg QIW. (35.521 '760.3) | (16.25:’:120.3) (212 l?s.é) (75.&3171) (27.612,'107) {42.717,?27)
240 mg Q2W (51.712,'703) (23.33??9.0) (302.;0.9) . (10;:5354) (41 2'{1‘58) (62.11(,]9187)
180mg QW | (105207 | (155,474 (37.%?'3423) i) | @151 | s
10 mgfkg Q2W (14é,9322) (86.959,.?32.) (101,l f1348) (323?225) (132,1 203) (232,7277)

Wil (5%0, 95%8) . Q2W : 2B BIMIE. Q4W : 4 BIRINE. Co : YIEHEE-H ORI PHBET,
Criioc2s : AT 5828 A B IC V) BEAEMIE DB, Cavgars : PRI 5228 H H ¥ TORMIF PR,
Crraxss * fﬁﬁ'mﬁﬁﬁlﬁﬁ'éﬁ%m?ﬁq:%&_\ Cmm,ss . ﬁﬁmﬁl:ﬁ!f%%{ﬁlﬁlﬁq‘ﬂﬁ‘ Cnvg,ss: ﬁfﬁrﬁ.ﬂtﬁ?«‘
Iz AN i



4, mﬁkomf

%ﬁ&bfﬁ%&ﬁﬁﬁ(ﬁﬁﬁﬁ)#&ﬁ%hfwé Eb, ML A
ﬂ»%%f%éﬁuf%%%%#%éo%QLT\$ﬂ®&§Fﬁ@ﬁﬁﬁ%$m e
L. FFORE I VERBLRAEALZRR LIZRISCHE TS Z L BLERED, UT
DOO~@DTART R/ THRICBNTHERTIRETH D, -

@ HEIZHONT |

D-1 Tﬁ@(ﬂ’v@)ww?hbmﬁéfénﬁf%é &
a)FE”@kEb#m#émbﬁﬁﬁﬁMﬁrM%Cﬁﬁﬁkmb%ﬁé%Mﬁrh\

B AS A S HCELIEHL RSN, HIEAS A RSB A2 &)

(2) FeERRERRE :
() FEFRIMESEET DB ABRORERRE (A SHREIRERB, 15 A SR

: BAFEEE, BABFGREHEER R &) ' '
m)%%m%ﬁﬁi%&%t.%Em%%$M%1Rm%km%ﬁﬁmﬁzwm R ELHE

IR B R 1T o TV B Hak
(5) VMRS B BN O MR EHEC AR D R £ 1T - T B iR

D2 HMHUF ) L AEO LSRR ORIER BRSO+ 272 Rl -
BEREE (FROVTRMCESS SR 2, SRR OB W0
CEAEELLTEBSATWAIL, ‘

%

v EERSIREE 2 fﬁ@@]ﬁﬁﬂfﬂx%{iﬁ‘—f L7-#1Z 5 L OB AIREOBENHEZ
fToTWBZ &, 9% zﬁuﬁm #bi%ﬁ&%ikbtﬁ%@r%wﬂﬁ%
ToTWnBZ &,

o EEiRFREE 2 FOANTHERZET LI 4 £L EOBKRBREF LTWS
&, 9b, 3EL LR, EMIREMEEE O AEDR LR & T BRI OHE.
EIT-oTWdHIZ &, ' :

@ FJ&EW D) Eﬁnnﬁﬁ"*‘ﬂ@ﬁiﬁﬁl} oWy T

EELESERII ST 3 EEENEE SN, BEAEN D OEREN. Hih - %
SHSEENIEROTER CEMS T 5 SR, & ”%%7%%& Li-BeoHmE
E 5N %mﬁ@mmﬁbnéﬁﬂmﬁofmé b=




@ BIERA~ORRITONT

@-1 Mk il ic B3 2 B _
MR ESEOEBRAERSRAE ULBIC, 24 RERFREROT. Mz X
IEEEERR T BV T, B LZRERICIE U TAREEE D CT £0RIER ORI
ERREOERS L BB, EHICXISTRARFRFE-THEZ L,

@-2 BREHEZIC L 2HEFRNINCET 5544

2 ABIRICHED 5 R R I R OB S T 5 BRI E BRI T =2 U
EEDIERORY Y == 7 BTV ERE S 5850 T 57 — AEFEHIE
fSNTOBHZ L, BB, BHERIZOVT, SABE L ZOREADER ST
WHIZ ek, ' ‘

@-3 BIfEROZE-CeHIN I LT

BIVER (BRI I % . B A, OGZ. M55, SARURIE, KB4,
ANBZE, BEEOTH, 1 BEERKB, FAe, TEEEE. Jﬂ:ﬁ%_\ {?E{Izﬁﬂﬂ%.’:ﬁ%\ B st
AEREE, TSRStk BREE, BIBREE, Mk, BEEOBIGESE, %
ARASERRE, infusionreaction, EAS7RILIEMEE . MIREAIEMRE, fElL. DLk, B
DR, IR, DIREE (DR - A% - DEEFSHE) | s, -

BEALSE) TR LT, MBI ER B ORI S S R LML RUER T

OBWRHISTE L TSR UTEL ST bR B RMch B 2 L) EbiEng
| RTEBEHRESTNB L, ' :
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5. WExGL BB

[ 20k B 5 B EE] -
D EEEMSBMEASEE T LYy F v 7 ICEEE U R RE O F R LS
| OEHMFCF L) Lo YERE IR AR OE IR E N TN D

@ TFRICKYTS ‘%f'é‘ki“f's“éZIEﬁUUJ&“Ef&U{?'EH%ﬁ{ELOm‘Ui AFIDH Ehitk
BHZShTHE LT, AHIOEREHG LR B2,
o ALEEFRERIGRO B
o fUOHUBEEER LA L TIRESNDEBE

[Zeaphiz B3 53]
D TFTRIEEHTIEFIZOWTIAROFRGRER & éi’b’Cb\Zs Lk, 3&5%
bhanwz k,
. Kﬁ@ﬂﬁmﬁbﬁﬁﬁm%ﬁﬁm&%%ﬁ

‘ @ ?Aﬁ’%ﬁufDuﬂﬂﬁk SV T TREICHEY T2 BE IOV TR, AFloREIH#REs 2N
' . ILOBFEEREA RV EEICIRY . EEICAH R ER TS 2 &%f%“)ﬁ‘f%é
o HEMNRBOCEIIBRECS 5 B

. EERRE TR R D 5 AE R OIS ORI SRR

LRI T BB BH
s  HUREEBOGH. XIBHENRE L ITFEH %0) H E‘.ﬁrﬁ?%@%{fﬂfw
HABE :
o JEERRAERE (L‘fﬂlﬁ%‘ﬁﬂﬂﬂﬁ’fﬁﬁ ’5: i) OHDBE
o EROBRIESET R B o
«  RCOG Performance Status 34 % DE#E .

@) ECOG 00 Performance Status (PS)

Score X

0 | &K MERFENTED, BHMEILE L HEEFESHIRZR AT S,

BERIC I LDIETIIHIR & 508, HHTHRET. BEERCH - TOMERIIATI L T& 5,
il BRVNERHR, FE

TR THSOYOMY O LZ-<TaEFSERIZCE 2V, BPO 50%EL <y FATRTE,

RoNFZESZOHFOMY O & LTERY, AP0 S0%E EESy FAFFCRIT,

slw|ra]| =

LTV, BOOHOEY O LEEL TERY, B2y FAlFTRIY,

Il




6. BERELTEETANESTE

® ﬁﬂiﬁ%kmm_ﬁﬁ%»%ﬁﬁ%&?ééﬂ%k%ﬁ%ﬁﬁ@ﬁ£&U 1B
RO DI SE R E+oclff L ThbERT A28,

EERBAIC s h | BE NI T OFRRICHSELACEREL HAHRA L, AEEE
ThbEeTaI L,

EREWERDO=R DAY ME2NT

@

®

MR END b 2 2 B 2D T, REIOHTGIZH T T, BiRE
KPR, Wk, REE) ORREUITE X BREOLIES, B+
Kﬁﬁiéoit(ﬁEKKUT%%(ﬁ\ME7~w~%®ﬁ§%%mT6
&, :

AHEIDREIIEEE D infusion reaction (24 2 THEBMFICHSRWIEOTE 24
f % T2l L TR 2 2 &, £, 2 |8 H LIEOAF 51 infusion reaction
BHLEbREZEbHDLOT, KFRETRUFHEERTRIZ/ A F04
YENET %, BEORELZ 5 BE 52 L, 233, infusionreaction %
RELSAICE. £ TOMBERCERSESICEET 5% THE ¥+
TBHEZE, ] :

AR IRESAEREE, TRABERERVRIBEERHODNAZ EBHHDT,
Kﬁwﬁ%%ﬁﬁﬁﬁﬁﬁﬁﬁ¢dm%MLWﬁM% B (TSH: ek T3,
el T4, ACTH, M oA FY —A%0RE) 2EETs28, ~ — 7
FHROFRLSIZLY, BEORERIGICER T LEZ2 bh 31X K EBOFEE
BhobnaZEibhd, LERED LNFHESITE, BRELEELQITECE

ARG AT & B R RO R & L CBIRERIBIN BT\, BEORE
B LD RHWERDBEDN DB, FRIOKRIETHIE, ROHIBEESR -

NEVRORGEEZZETHZ L, BB, BISRERLVELOREICIVENE
FA DA TRSD IRV ST I, m%&ﬁfw%/uﬂmﬁrmﬂﬁwﬁm
bEETB L, ,
BT ., SOERIN bV A ARIB LT BEER SRS 5 2 LRBBED,
A OB ST HICbENER OREIC -+ RT3 - L, |

1ﬂﬁﬁf(ﬂrlﬂﬁﬁr%€@)m&%bn\ﬁﬁﬁ&&b7wk—yx
CEHZLBEHZOT, O Bb, WEEOEROBRECMBED LI+
SEETBHI L, | BEREREDN SRS EPEL, 4/2)/i
OB S5EOBENZNEEITH Z &,

A OBERARBIC BN T, BEHME» D 6 1 AL 8 B Z &z, FH AR,

FBERESD I EMETRRERI L ICHHEOFELITo T L 28HI,

AFE G I EHRICERRE THROERETI I &,
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REERAMET A FF 4
=R~ 7 (BEFHE#RZ)

(s : 7 R AR 20 mg, A7 U— R AHHE 100 mg, 7 D—
A R 240 mg)

- ~HE~

415522 9_£|59ﬂ (SFn 249 AET)
B A



H&K -

LI

AR ORFH, 1EREF
CHERRIZOWT

oL BE

BEICBE U CHEE T R&EHIE

S

P2
P3

P4

P8
P10
P11



1 iXLwic -

EHEDOEIE - BEWOHRO - HITIE, HATESICESVHERERSRD
- bhD, LI, EFOREEIROERIC LV FUKERS R & OEFNRFTRIENR
 FEESPERENDIPTC, o DERRZHICNERBEITRET D 2 & BNREO
TR E 2o TR Y REHBOEY L WHEOREAR #2016 (L 28 456 A 2 B BIRERE)
KBWTh, BHMERLTOEHORBEMHEEEZND Z L L sh T,

PHUERBF R, BRERPREE T v 7 7 VREFOEIR L bR
RBIENRDD, DD, AERUEEEICET HHFERE+O0EET 5 E COR.
WMPELRDOBEZMZIT D2 EAMF SN ZBEH LCHERTS L LB, BHE
FADRER LT B LB R & B I & B R—EOBEM 2T EREE TEA
THZEBREETH D, ' :

Lo T, BHA K74 T, BAREERINE TR LN TV BIEFEIEM -
AR RMICESE | T OEERORGERER L HaET 2B O R ELR BN, £X
FERUOBEEEETRY, _

RIS, AHA BT A Vi, MSATEIE N EIES BRI O, AR HEERA RA
FRDRIES S, —ARAERIIEA B AR NBE SR U IRAEE A B AFRER OB H O
b LR LT o

SR LR BERG AT VR AL 20mg, A7V — R RTHETE 100me, ATV
_ . —R AL 240 mg (—fB4 : =R T GEETFHEEL))
HELRAUE AR  BAACREERICHE LRSI ERET - BROEE
WELRAMERCRE @Y., A=A <7 @R L) £ LT, 18 240mg
% 2 IRERIRREGL 1 [F 480 mg % 4 R IR ©AMEET 2.
B3 IR 58 % F - INEES TR | R




2. AW, R .
. ATO—R ASTERE 20 mg, R AR 100 mg &U]—Jﬁﬁﬁﬁ%ﬂf 240 mg (—i%4 @ =

B~ GRETFEBZ). BT, A &v),) B REERTEKRRLtE2F
Ly 2 24k BT YR v F—R 2247 (BMS) #) BB LIt k PDI

(?rogrammed cell death-1) 2592k MU 1gG4 &/ 7 e —FVHETH S,

PD-1 ik, AL L7 7S8R (T MR, B IR U= 7 4% 7 —T #ilg) ROE
BRI 36305 CD28 7 7 3 U — (T HIIADIEMAL 2 MBI E & RIS HIET 55
FHE) BT ALRECH S, PD-1 MRS S PD-1 U H Y K (PDLT
BOPD-L2) A L. U SSRICHEitE S A% R LT Y o SBROE LR E S
AU L'Clnz.s PD-1 Y H v R RSN b b Ofkx IR AR FE B
LTy, EHECERES SR LEESAMIcBIT 5 PDL] ORELHFHROLER
Hig & @F‘i T ADOHIBEIER DB = & ASHESNTWS (Cancer 2010; 116: 1757-66),
o EMERAIREE ISR T MR EET B4 L F— T =0 A~ (FN)
2 Lo T PD-Ll OBENRBE I, BE LULEERRICRT S PD-L1 OB LFfEO
M & DR u:mma@asm%n% 2 & O 3B (SciTransl Med 2012; 28: 127-37)

& 51z, PD-L1 ZHEIRE SR AMIE., FIEREA CDS Btk T MR oiiagEE
TEME ARG X/ DR, BT PD-L1 HifKT PD-1 & PD-L1 & D& EMET S L T 0kl
EEEEAEE Y B 2 LARENR TS, HDOT LD PD-UPD-1 U H Y FERIE, &
}u%ﬂﬂﬂﬁi*ﬁﬁﬁﬂﬂéfx T #IaH S OKBREZEEET 2BFO—2L LTELLR TV |
Do ‘
AU SRR O R b PD-1 OMBISME (PD-1 U H > FEATR) ITEA L.

PD-1 & PD-1 VU Hr FEOBAEMETS I LIZL Y, BAFIFSRNA T ME0E
PEAV B OV AR 53 B M ts %ii‘jﬁﬁ:ﬁﬁﬁ'ﬂ‘é Lo ﬁﬁﬁ@fiﬁ@%ﬂ%%mi‘ -
ZEBRERINT WS,

I bDHENS, Ziﬁniﬁﬂiﬂii%l_ﬁﬁ‘Z)%?tfﬁ“ﬁﬁf‘é#«_f; NEDDDEHFEEN.,
HREEE NS L Ltﬁ%ﬂ:?ﬁﬁﬁ%?@fﬁﬁp Hik, ZEE{RUEREIEREIN,

AHOIEFBFICES GREORERRIC L 2BEHERZENRS bbh, BEIETIC
ERWEMRSH B, AR ORSPRURERICIE, BEOBREL AT, RERE -
bBhk%ﬁmﬁ;%ﬁbtﬁﬁhﬁLt%ﬁ%&ﬁ%&ﬁ%%ﬁOE%k@%LTﬁ -
R ERBE £1T V. B F@ﬂﬁﬁfkié@ﬁﬁ#ﬁbﬂéFAkm @%&ET»
TYROR SO LB ET D BEND 2. :



3. WESKRUR | |
2 AAL SRR I HITE LT ISR A B2 AT - FF36 00 B DB S 47 o 7
LR BRI DR &,

(%] .
E| R RIS TAERRER  (ONO-4538-12745R)

20 LD (L EEREE A DR EEREIC AR AT O TRIE SR gE A HEfT - B3
OEETRETEGHE (BEOTLAREFEAML Y LTS cmAPWICALE T 57
W) BE403 (AARNBE26HZ Sir, ARIFEI06], 77w RE163M4]) EXHRIC,
TR e E LCAR3 ma/ke% 2 MBI CEBHE L L 2 OFPHR LS
HEBRE L, FTEFMIER Th 2 AR (TRiE [95%FE|EM] ) ik, FFE
T5.26 [4.60~6.37] A, I EREETL14 [3.42~4.86] P RTHY ., FENIT TR
W LRI A B RERE 2R L (ONF— FLR0.63 [95%fZ8ERM : 0.51~0.78] |
p<0.0001 [E%log-rank fRZE] ) &

107 =, o s
ool N -emeem TSt

0.8 -
07~
06~

0.5+

A

0.4
0.3

0.2

0.1 4

0.0 ; T T T T T T T i T T T
6 2 4 6 g8 10 12 14 156 18 20 22
at risk 3§ E=FGMA :
AHIEF 030 275 192 141 94 56 3B 19 10 5 3 0
TSt 163 121 82 53 32 16 10 4 3 3 1 0

H1 _é&rr;:;%‘ﬁ [E1o> Kaplan-Meier fi## (ONO-4538-12 35R)



[Zzaxtt]
OEMFLIHRER (ONO-4538-12 3ER)

HEHERITAKITE 300/330 4] (90.9%) . 77 BEH 135/161 f (83.9%) BB BN,
TRERIE : DR RBHEATEE TERVABEERITAHIRE 141330 1 42.7%) . 7IER
B 43/161 B (26. 7%) IR Ei}’btn U\fﬂﬁW)ﬁif%ﬁ-_{_yy: 5%2h EORIERIZ TR
DEBYThHols

#1 b\fhﬂ>®§¥'€%ﬁ$ﬂh 5% FOBWER (ON0O-4538-12 H8)

%k (%) ‘
ﬁ%ﬂfﬁﬁ : Kﬁlﬂf | - 75w RE
(MedDRA/J ver.19.0) _ 3304 161 i

4 Grade  Grade 34 Grade 5 4> Grade ~ Grade3-4 Grade 5

EST

0 0 5 (3.1) 0 0

CRES AHIBEC B T BB ERTRRE 7 41 (2.1%) ﬁ%&ﬁ%@ﬂﬁ@ﬁ/ TARF—oH(2.7%)
KBS - BEED T A 6] (1.2%) . 1 BUBERRHE 3 4] (0.9%) | Frifaelas 18 # (5.5%) .

FFgs 140 (0.3%) . HULRFEHEASRES 13 61 (3.9%) . #hIEREE 1061 (3.0%) . TSlaeRs -

CELH103%) . FRAHAERE 1 41 (03%) . BIRIIIERIE 1 61 (0.3%) KUt infusion

reaction I £ (0.3%) 233% Ebfbi’bﬁ_o o, EEMHESE. UK, HR. REED/ME

WOMESEEE. BIRREEE. EEORIGHEE, Bk - HEL, BRAEUERE S BERITED

bhiot, FRHEMBRRIIMEERS RREEREEED). RATMEIRER
/T“d‘



[Fi%: - Ff) '
AFIOREFMEYBETTAZRFALEY I 2 b—a ok, K43 mgke (&

&) Xk 240 mg & 2 BEINR TR E L BoAR oM iFTRERRN SN, FOf
B, AHF 240 mg RS UEBOBREEREIX, A5 3 mgke 285 U BEORRE & ELl
LCEEERT ETHENTZ OO0, BAAABFICZBO TEFEIERSNLTWAA
# FHE (10mgkg % 2 BRIFR CRE) TARIZEES LRBEORER L B L CEE
Pt FRlERE (FHR) MAT, EoRzBT 57— 21t E-5%, A% 3mgke
(fREE) ik 240 mg % 2 ERIRIBCR G L =B ARS O E L A kg ot &
OBE A RET SRR T UBRBE SR, YHEEIC SV TRFAMThh IR,
LRORE - HEOR CHEOMR e \RERZR T E TRl S,

T2 FAOEYERNAT A —F

Mk - Me Conx - Croindt4 Cavgdl4 Croaxss Crminss Cavgss
(ug/mL) {pg/mL) (pg/mL) (ng/mL) {pg/mL) {pgfmL)
it (352 70s) (‘°°l7?§4-5) (17-21?.33-9) (75-:1{3171) (27?12,'}07) (42.717,'?27)
Mm@V | (5 Moy | (152340 | G548 | Goase) | @115 | (g1
10 mekg Q2W (14}/?;19) (512'?9.2) (79.90(3'?14) (33???32) (1831,1 213 (23?,7 356

AR (SR, 95%) QOW : AHIAIG, Cows : IR R ITGFIREE. Crinata - PR 14
E F-i’al‘fféﬁ‘:'fﬁ[ﬁl?dﬁiq’miﬁ\ C.'wng : @]E&%f&l“-ﬁ E‘ E’G’U)IIZL’SJIﬁl?#'Pd:‘éIﬁ\ Cmax,s: . Eﬁ,%ﬁgicﬁ
ifé%ﬁmﬁmﬁ& Cringss * EHARIBIZIIT D RARMIE PRI, Covgss 1 AHDRIBIZ IS 1T 5 T 75 0
HREE '
ik“$ﬂ®§$@%%@%%?w%ﬂﬁbtv&:V—VaVKiU\$ﬂ4%mg
% 4 BRMRE TR S OIBARO R - HES TRE LIZEROFRF O MmiE P I BEARE
- Ehie, TORR. AH 480 mg & 4 BRAMRTRE LAROERRBICRST 520
EP{@%):Q: (H—F\ rCavgﬁSJ k l/\ ) Fj: 2&%‘“ 240mg &‘ 2 ﬁFﬁFﬁ[‘%T&’é‘ L/Tul%@ Cnvg,ss

EERLT B ETFHIENT (TR . £, 24 480 mg & 4 BRIBRTRE Loz -

FRBICBIT 2RBMETRE CT, Cuws) &V 5, ) . A5F1240mg % 2 B
RS TS L T2 BED Coanss & B L CHER T T E FRAISAE OO, BEABREICE -
WTRBMESHER SR TS AT - AR (10mgke % 2 BMBIBCRE) THHIE#S
L7BED Crness & B L CTIRIAZ RS & FHIEAE (FHR) . ML T, EROBEE

FBF—FIESE, KA 3myks KE) 723 240mg % 2 BRI, &FLITRM.

480 mg % 4 BFEFER TS LEBOFAORER L FHEXiTE e oBE#EERE
THRBERIGETAPEES L, HEEEIZOWTRAMMTOR R, LTeo Ak -
- AEOMTEMMEREEMICIHR R ER T W ETRIZShE,



K3 FHOEMEBNT A —F

gk - & Cruax Chiindzg Cavgazs Cinax,ss . Crinss Cavgss _
{pg/mL) {pg/mL) {pg/mL) {pg/mL} {pgfmL) {ug/ml)
3 mghkg QAW {'352 .760.8) (1635?':0.3) {21.323 f3.9) (75.23171) (27.612,‘107) (42?1??27)
240mg Q2W (5112,'303) (23.1??9.0) {30;?.20.9) (10;,5254) : (41.85-??58) (62.11(,]91 §7)
AB0mg QAW | (105207) (15.25?25.4) (37.%?:"?4.8) (14§,1 236) (27.751,'?37) ‘ (62.11(,]91 87)
10 mgfkg Q2W (142322) (86?5%?32) (101,1 ?43) (323,9225) (132,1 :03) (232?277)

PR (5%, 95%42) . QW : 2B, Q4w : 4 BB, Coux : BIEHEL LB DB T FEEL, Crinios :
| PIEHE% 28 B BRI SRR TR . Coizs : WEHRS% 28 B H & COTMMMPHFRE. Coxs :
EFARIEI I D BT EREL. Cuines 1 EFIRIRICISNT D BARINF PERE, Cavgas : ERRIEI B BE

E i P i BE




4, HERIZOWT
[EHEGH ) 27 EHEE (RMP) KESE, FFIOEES ﬁé&%%ﬁ?&@w@%ﬁﬂiﬁal
B DM T T, BRI OBEINFED R BE LW - HEL, AFORFIT LY BEE
&@Wﬁ%%ﬁbt%hﬂf#é EBBERED, LTOO~@0F LT A7
BICBWTHAT I ETh D,

O HEgizoWT
D1 T?W(U’V()ﬁwfhﬂuméTéﬁﬁﬁﬁé L,
(1) EAEFERESEET 2HBAR %ﬁ%ﬂﬁr%%CﬁLﬁﬁbhﬁﬁ@%Mﬁﬁﬁ\
Mg A8 A RSP U SR, MUsEAS ARSI &) (
(2) FrERRERE
(3) FHEAFIERMENIEETEINAD ﬁ@%ﬁ&(#bﬁﬁ@ﬁ%ﬁrh M ABHGEYS
© AR, AARREEEHEERRR L)
(4) SR{LEFRIEEER %L-%%m%ﬁ&m%1xm%km+ﬁ&m%zwm R HE
- WERD B AT - TV D HER
wjﬁﬁiﬁﬁﬂkﬁﬁﬁm%wr REMEIR AR EIT - T B R

®-2 ﬁrw{biﬁ?ﬁkiﬁﬁl TERRBRRFOHISIT 2550 & BB e R OEM (TRO

CWDFRRICH é'e“élEEfﬁ) VN 'ﬁ‘ﬁﬁé‘ﬁﬂ@ﬁ%ﬂlﬁﬁﬁ"éf‘ﬁﬁ%@%&%k LCEE SR
-C‘L’\é CI: . . - PR [ . ‘

&

. EMRHREL 2 EOMPTHERET LgIZ 5 FL EORAEROEENHE»
HAToTnB e, Db, 24ELLEI, m&%%ﬁ&%fabt%ﬁﬁﬁ%wﬁﬁ%
L AToTNAE D & :

o ERiIEIRE 2 EOPHITHERIET LRIz, ﬁmﬁfwmb%%ﬁ%%aﬂs
C L EN EOME AN ROEEToTVWB Dk,

.« . EFGZEEAE 2 EONBIMELET LI 4 FU EOBEERRFZELTNDS |-
;_koa% 3 LRI, ﬁkﬁf@#&%%ﬁ&% eI L ERRF DORRIHE X
AT TWBA I &, -

@ BENOEEMEREEOMERHITONT )
EELEFRERICERTAEMEENEE I, HESENL OFRERD, ﬁfjl M« &
SR AR OB H R CEMSIC T 2 B RIEE, FEFRIRE LGS 0oRE

BHE, HERFELNTITON B EHIBESTVWDHZ &, :




® BI{EA~DR Rz T

®-1 MR 25 - :

. %E&%F%#@E%t@ﬁ%#%ﬁbt%k 24 RefEIRRREHIOTF, é A% X
IEERIC VT, R UEBERIE CTARE H T CT FORITEM QRIS
BERBEOHREPY AHIZE LR, BELICHEARERERIPE-TWHZ L,

®4Eﬁ%§%ki6ﬁ$$&ﬁﬁk%f5¥#
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BBZERHD, ZOH, FYEROREMEICET 2 ERN-0% T 5% ToRH,
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ABRE LB LB awtn g & 2 2 L SFRER— B0t/ T EREE THER
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I, A 240 mg & 2 SBRIRINE CAURENE Ui, EEFIE B < & 5 295K (Modified
RECIST criteria (2000233 < FH¥IEIZ £ D CR XIZ PR) 1 29.4% (95%(B#HE A -
16.8~46.2) Thoi, 7B, FRNCRE LZBEIL5.0%TH -7,
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F1 FRERENS%LLEOBER (ONO-4538-4188R)  (FAEATHHSEH)

FERIASER Flg (%)
HARFE © 3440
{MedDRA/J ver.19.0) 4= Grade Grade 3-4 Grade 5

é*ﬁ'lf’FJﬁ i 23 (67.6) 7 (206) 0

A REE LR S I ORE
fEEE
EH
FhE

LERPRRRAE
U A—F N 4 (118 5 Gy
7 I 5 —EHN 3 (8.8) 1 2.9) 0
J /;\fﬁgﬁﬁy 5
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7235, PRIRIETE 2 17 (5.9%) | HTREREREE 1 ] (2.9%) . FIRIGEAEREE 4 41 (11.8%)
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BohizER080EY O L LB TR, AR 50%L LE~y FaBEERTT,

LS AVERN ]
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F OB SEDEN QB LTI 2 L

xm@ﬁxaﬁkkmr\6ﬂﬁ_ahﬁwﬁ@ﬁm&ﬁorwt:aga%n\'
AR S T E PR B RRAE CHROBRET > T L,
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BB RHEET A BT
| =R (BTHE#EZ)

(R34 : A7 V— R AR 20 mg, 7 D —F G 100 mg, F7T—-
A AT FE 240 mg) :

 ~BEE~A 70T T FRREME (MSI-High)
ET MR - ERE~

CAM2E2A (S 249 AKED)
| A S



"B

S e

LI '
FHIOR. 1ERBF
EREREEAR ‘
MgRIZ2WT

B G L2 BE

BB L TR TN HIE

P2

- P3

P4
P10

P12

P13



1. REBIZ

I G DA EME - ﬁﬁi@%%wtb ShE. RSB BV BIE R R AR D
BB, XBiT, IECREHITOMERIC L0, FUKERS A & OBE250HR e
FEEMBEBESNEHT, ZhODEERLZEICLERRFICRIT 5 2 L AEED
TRRE L 72 - TR D SRE R BOEE & W OIATEF 2016 (T 28 4F 6 1 2 A RIREHE)
ICRVThH, EHMERGSOERORELHEEERS Z & L& T2,

R SR 1, SRR Al 70 7 7 A VBB OERR W R
RBZENbHDB, TOED, BIMERCRAMET 5 HERN-EHT 5 TORM.
WIS OBE AR D D L AYHE SN A BFICH LTHEAT B L & bic, BIE
FANFER LB R ERRIS & & 5 2 & S TR — E O S & i o T E R T
TAHZEREHETHS,

LERoT, KA KT T, HRBERLZNETIB LR TV BERERS -
ﬂ%%ﬁﬂm%d%\M?wﬁﬁﬁmﬁﬁﬁﬁm%%ﬁ?%ﬁﬂ#%ﬁ%ﬁ%ﬁ\%z
FROBEEEE T,

RIS, BHA KT A %, MSATBE NER E RS AR, ﬁﬁﬁ@&kﬁﬁ
m%@%%xw—&&@&AE$%%WﬂEx&U SRR A B AR 2 OW
Db EMERE LT,
ﬁ%b&é[%m:ﬁfvuﬁﬁﬁﬁﬁzmm\ff&wﬁﬁﬁ%&l%n@.ff'

SR ERRE 240 mg (—RRS SRS GEETHEL) )
HRLRDPEXINE | 2 AALFFRIER T LI TR R AT - RO~
A 7aYTIA FREEME (MSHHigh) 24T A5 - EEE
2L RBHERUNE B, BARSRA<T (EEFERLZ) L LT, 1E240mg
” % 2 FARIRIRG XL 1 15 480 mg % 4 ERIMIRC SR#ET 5, 41
EUavT BETHRERLZ) LHERTAHEE, BE. kAR
=Raw7 (EEFE#Z) & LT, 18240 mg % 3 B EE
T A4BEAERET B, 0%, =FvT BETHRER) &L
T, 1[E240mg & 2 WEIRIFREIE 1 B 480 mg % 4 WRIREIRE T
TRET B, '
EVECN i A N e e
(B%)
MSI-High %‘:Fﬁ'a“zsffﬂ% IS IC B 5 v — A A SR S0mg (% A EY A
=7 GRETFHEHEL) ) OPEIHR, RERCHAE
B R XT3 R BACERIERICHE L IR R AR R T - BROEEE <A
‘ sS4 MREEM (MSI-High) /9 555 - EEE
FERECHR: of<y (BEFEHRZ) RN T, 8%, AR
LAY AT (BEFESEZ) LLTI1E I mgkg KE) %3
MR T 4 BLATHET 5. : '




ey

2. AHIOBH, RS - -

AT AT 20 mg, FLAUREE 100 mg B ONFLAIAHE 240 mg (—HA @ =
- R GEETFHIRE) | BT, TEH vi, ) . NS IERNSHEE A
ﬁV/§X&(ﬁ7)wa“v4?—¢_z&47(mm)ﬁ)#%%bttFPn
1 (Programmed cell death-1) =45t }‘ﬁ: eG4 £/ 7 m—F LG TH S,

PD-1 i, JEMEAL LI Y oS5k (T 88 B MR OF = 5 0% 5 —T #il) &U\"I”
BERMIBIZSEET 3 CD28 7 7 2 U — (T HIIADIEMAL - MBAICIE L A HIf+ 54
TR KBS DRAETH D, PD-1 BT RET 2 PD-1 Y ¥ K (PD-LI
BRUPDL2) LHEA L. U o BRCHIBIEY 7P AR EE LT 7 SBRoOEELREES
BUCHAI LT3, PD-1 U 4y FIRFEERTAMISMC e b Offie 2 IBERSIC RS
LTiY, BHEEAERE) LR LIEEERICHITS PDL1 ORERLIFROLER
IR ORI ADEBEEIHEN BB = & 2384 SR TV D -(Cancer 2010; 116: 1757-66) &
e BERAREBE TIIAMRE TARBELT 54 v F—T 21 2 2= (IFN-y)
IZ& > CPD-Ll OBEPFEI N, BB U7 MEgE ko 3135 PD-L1 ORE & iz 0
YR L ORMICEOHBEBERYEH D L O#EDH D (Sci TransiMed 2012; 28: 127-37); -
EBIT, PD-LL ZMFIRR S EIORAMIE, FURKRI CDS Bt T MM K5
FEE B EE SR, § PD-L1 H4AT PD-1 & PD-L1 & DA EMETS L2 0OMi
EEFEESERT 2 2 ERRENTNS, LD Livd PD-/PD-1 U 4 PRSI, B
AANIADSHRAE A T A b ORBRE LRI 2HTO 2L LTEZ LR TV

AR SRR O RN &> PD-1 QMM (PD-1 ) 7> MEEARH ICHA L.
PD-1 & PD-1 Y H Y R OREZMET B Lick b, AAGRKFRNZ T MEOE -

_ f&{t&u%abnﬁﬂiﬂﬂiliﬂ‘5frﬂlﬂﬂéﬁ£?§%%i§3§'§‘é & Tﬁﬁﬁ’]fiﬁﬂﬁ%ﬂ%%jﬁ‘ﬁ; L

CLBERINTND,

T HDMRD B AFH ii%a‘él]@%kﬂ'ﬁ”é%‘?fjﬁf‘%ﬁékiﬂ h ?E‘ré HD &l@iﬁé#’b\ '
g - EE%T‘%%‘%:XT %ié: LL%HE%&E%%%?C L. Bk, ;cé*li&t)\%’ fe‘-ﬁtﬁ)ﬁiﬁ
‘ 7}'1171.,

Kﬁlw{’ﬁiﬂiﬁéﬁ&uﬁdG@F@ﬁﬁﬁrki SEWERSER S b, E%Kﬁiﬂit&_ R

BHEREMS DB, AROBRETROBERITIE, BEOBEETMTV. BESR
D BRIEEITIL, %ﬁbh?&hhﬁLt@?'ﬂﬁ‘]&%ﬂ%&ﬁﬁ%ﬁﬁﬁﬁﬂ?kﬁ%L,"CJTE '
RENBEEZITV., BEORERISIC L SE! {’E)ﬁﬁlﬁbﬂ’béi}%’“k&i\ BIFRE SN
%/ﬁlmiﬁﬁ%®ﬁﬂlka’% 1T 9 HERD B '



3. BRERRGHR :

DB AR IS L - IR VIR R e i T - BROFHE~A 2 0¥ 754 bR
ZEE (LLF, [MSLHigh) &5, ) 25355 - ﬁﬂ%{a@ﬁawﬂ#&:ﬁ%ﬁ%ﬁot
TR EEABROBREERT, o
2035, TMSLHigh 249 58%) B LT, TPCRIKIC LY MSLHigh LHEShiz
BE) #ENT 846 (38%) 101 IMSI-High (PCR¥E) #8571 58%) L &L L. DNA
IRy FEEEERERE LTV Z L PR SWEBE T ERT 2546 (58) . 7
2t [PCR KIZ & Y MSHHigh & ¥ S ic B ikfEidit® (UF, [MHe
Luvs, ) B LD S Ry FEEEMHKRE CIF, [dMMR] &3, ) LHESHh
o B#E ) R EET BEAITE TMSIHHigh 287 5 8% LR L, HC Kz & 5 MMR
B & PCR HIC LB MSIRAED—EIERL 96.6~98.7% ™ THDH Z LENRRESHT
Wa, '

[HEhE]
WS TFESRER (CA200142 BBR) W
(AN B E)

{LEFRER O & 2™ RGPS A GEA 1T « RO dMMR ¥ X3 MSIHHigh (PCR
) W EEFT AN - EEEAE 74 BlE BRI, A 3 megke % 2 HFRER TR
HE L, ERFMESHE ThBEME (RECIST HA FT7A ¥ L1 BUICESIBREE
EMHE X A%ELED (CR) XIEMES (PR) ) ORERIL 31.1% (95%IFHIXM :
20.8~42.9%) Thol,

@1 Lindor Naralane M et al.: J Clin Oncol. 2002; 20: 1043-8, Bertagnoli Monica M. et al.: J Clin Oncol. 2009; 27:
181421, Ferguson Sarah E. €t al,: Cancer. 2014; 120: 3932-9, Wang Yang et al.: ] Mol Diagn. 2017; 19: 57-64,
Smyth Elizabeth C. et al,: JAMA Oncol, 2017;'3; 1197-203

W) cA200142 RBOBIIKD 38— F D 5 b, {LFHEED H D MSL-High 26T 2514 « BN E 45 &
Lizotde— MBI AR SRR AR LA VY AT GEETHRR) LoliMs@oRic
W C BN

M) O7 oy I P RAEREEARUOA XYY FIF R Y J TW/ifﬁ:Ei&iﬁ/k?n%%:ﬁ'tr I
L ED{EEREO B 2 BH AR L éhtn

G Ifiggren gt s T, THCHKIC L Y 3 A~ v FIEH# 230 Th 3 MLHI, MSH2, MSH6 X I3 PMS2
OWFRADFEREMRHD VA IMMR EME SR, ‘

G pRitnidh X I E ke DNA KB T, S o~ 7 oY 754 b — 02T g L4 545
FZiE, 2R L0 —H—zoNT, 6 FEN LD A I g T 54 be—— TR ETIREG
I24E 30%LEL L= —h—ZonT, PCR 2L D ¥ XORERKIY S h-HE I MSEHigh S HESHh
7.



#1 %E%Aﬁ%&tﬁﬁﬁﬁéﬁ (CA209142 35 :
(RECIST ver.l.1, HEMERITHSER. BRFEEHUE. 200658 A 10 AT —F By b3 7)

s e L Bl (%)

BEREDR 7 BT Y
SERFEY (CR) o 0 o 0
52 (PR) 23 (31.1) 19 (35.8)
% & (SD) | 29 (39.2) 21 (39.6)
# 1T (PD) | 18 (24.3) 10 (18.9)

FHEAREE 4 (5.4) -3 (5.7)
#%) (CR+PR) : 23 19

(FEE [9S%EHERE] (%) ) (31.1 [20.8,429] ) (35.8 [23.1,50.2] )
O *l o AT R, 2 - MR SERO 3 B, dIuRIER K Y MSI-High (PCR) #H T3
Tk PEERILERE, 3. C_Iopper—Pcarson&

G EACY AT @HETHHEZ) & OPRRS)

LEFEROH 5 T (B9 RE 21T - B3RO dMMR ®9 3% MSI-High (PCR L
B) ®9 R HT AR - B EE 119 BlERBIC, AH 3mgkg RO Y AT GE
EFEEZ) | mgke 2RI 3 BRI T 4 BELATGRE L%, 273 meke % 2 8

IR CAR#E Lir, SEFEMEE ThBEME (RECIST H4 FI4 1 L1 Rick

S BRBREEEMEIE X Z)mé%fj (CR) R@iﬁ{sﬁa\%ﬂ: (PR) ) DFEFIL, 54.6% (95% :

(MK : 45.2~63. 8%) 'Cﬁpoto

' #2 BERADHRRUENE (CA209142 FHE)
{RECIST ver.1.1, ' ﬁlﬁﬁ%‘?ﬁd’%ﬁm\ YEBREEEMNE, 2007TETH 6 HF—F by A7)

=] PP {ﬂ%{ (%) -
RRgask 119 i 412
SERFE (CR) . 404 2 (32) . o
oz (PR) 61 (513) 37 (59.7)-
#. & (D) . 37 (31.1) 15 (242)
# 17 (PD) 14 (11.8) 6 (9.7)

FEAARGE ) 3 (25) | -2 (32
#£45 (CR+PR) g 65 -39

(FEE [05%EEXM=] (%) ) (546 [452,63.8] ) (62.9 .[49.7, 74.8]. )

L H AT AIRE, 2 HAAURITHREI O > 5., (|AMREEIC X O MSHHigh (PCR) &2H 2 .

- S EBEERR S NI, *3 ¢ Clopper-Pearsonts



[Ze4i]
WA 5 AR5 (CA2001427R85k) @
(AFH|HEhiE.)

HEELIL 71174 B (95.9%) IKFEH L, BRELOREBESEETERVWEE
L5174 ] (68.9%) WCiEB bz, BRER SULEOBERIITROEBY T
Foin,

#3 RBEH 5% L-OBER (CA200142 35 (R REam)

SRE DAL Bl (%)
HEAER : 74 45
(MedDRA/J ver.19.0) ' "4 Grade Grade 3-4 Grade 5
SxiiliER 51 (68.9) 15 (20.3) 1 ( 14
VRNBMER e e L e e
T 16 (21.6) 1 (14 0
D 7 { 9.5) 0 : 0
Do RglEEB FOREREORE T e T
s - e (o .
0 J i 5 { 6.8) 0 0
£ 173 NI R U S o L
U A—EBn (122 6 { 81 0
AST H§m { 68) 0 0
ALT H90 ( 54 1 (14 0
7 I I—E 2 0

TEMBEORTREEE | Eraeaa s amag
2 5 0 0

ST 0 0
BEIR RIS 1 ( 14 0
FEIG 0 0

¥, HPRREARE/ I AT —6 B (8.1%) . ATRSHERESE 6 B (8.1%)- . #RIEES
il (6.8%) | HIRIRHEEREREE S ] (6.8%) . infusionteaction3 i (4.1%) . BHbrEEE

38 (41%) |, KEBZ - /NBR - BEOTHI3 B (4.1%) . EEORBES 1 4] (14%) .
RIFFHREREE 1 ] (1.4%) ROMER 1] (14%) BZBH iz, 7z, BEEMES.
IR, D, . | BUEERG, TR, JFge, BLALARE 28, TRRiieae
fREE, fpie - BEMRZS. FRRmARZERE. EEMEEE, MRERERERME. & SY
5 Ik, DIEREE., EEHMm L UELIIRD biviahole, ARWEMARETRELIIEES
% (BRREEEE2ED) 2E50EHEREE2RT,

KA LA ©U b (REATHHRT) »ORHES) o
FEELIL 118/119 H (99.2%) IZRD LN, HREL OKRESEBEE TSI RWE
EHEIL 87119 #] (73.1%) IR ORIz, RERD 5B LORIERITTRO LK

Thot. :



4 BEEH 5% EOEWER (CA2042 ) (L oHARTR G

FHE BRI : FiE (%)
%#:nu : 5 . . 1 19{5’"]
(MedDRA/T ver,20.0) 4 Grade Grade 3-4 Grade 5
£RHEM ‘ 87 {73.1) 38 (3L9) 0

s FORY f‘”;rfe B e

HR IR o 7
ElgkE 5
T 26 2 ( 1.7) 0
Bl 15 1 ( 08) 0
C MERE - - 8 2 (LD 0
(71 g 1 (. 08), 0
L PYHas: 6 0 0

R B J:U&%“E{*@Wﬁriéff
e :
Erce
4N E
L AT AT PIGIER
ISR
ASTHIAN
ALTHESIN
Jn——tfl%bu :

T (168)
_ R | (10.9) 2 (L7
e 8 (6n .0 . . .0

o

el FRIRMEREREEE 24 @J__(zo.z%) . SRS 23 B (193%) . WREEREEE 167

Bl (13.4%) . HEEUGRMEEE/ S A F—13 61 (10.9%) . FIEHERRR 76 (5.9%) .
W 6 4 (5.0%) | BIBMHERE 6§ (5.0%) | HEEDRMEE S HI (42%) |
infusion reaction 4 5 (3.4%) . RIBR - NG « HEDOTH 44 (3.4%) . TE{filEE
R 3 4] (2.5%) | T3 ) (2.5%) . DEREESE 1) (0.8%) . Nk - BEIEEZE 1 ] (0.8%)
ROMESR 151 (0.8%) BR® b, T, EEFRNE, L%k, fidk. 1 BERRE,
FR%, BULERY S, BIRLRERE, EELMRES, MRASEFER. &k 5
Y5k, IEEHIML, EILIIERD b o, ABIEMREKI EEES (R
EERREET) 2AUEHEERRT,



[ - HE]

AR OBEFSEYETEE T A EFIH LEY I alb—a ek, $ﬁ3my@(¢
H) XiZ 240 mg % 2 MR TRE L BROAF O M TIRENRR & hic, TO/
. &K 240 mg 25 LI BEORBEIT, AH 3 mgkg &R LIBOBRER & 1Bk
LTHEERTETREINZHOD, BAABECIBWTESEESHREBEShTHLH
MR (10mg/kg & 2 BERRCIRE) CAFZHS LEROBREER L ik L CEE
ERTEFAIEINTE (TR) . MAT, BEOERIIBT LT —FILESE, FH
3mgkg (FE) NI 240mg % 2 ARME TR S L ICBROAH QBRE & & A%
&ML ORI AIRERISE T ANEE SR, MEEEIC oW TR T i

R, EEORE - AEOM THEMMERUEZSMICHERER T2V ETFRIES W, &
7. MSLHigh %4 34515 - EBMAE O —# 58 H - SEMELEEE S, i
FEREOT—FWCESEMEINEBEEEETNVER VIR E B E 2. &3
3n@@(¢£)Ri%mmk4tJAv71my@(¢E)%3@%%%(&5Lt-
BrndeiElc R =R U el S,

£5 FROEBEENST A—F

m Hi . JTJ ﬁ Cmax Chind14 Cm'gdl-i Cﬁm&,ss Cmin,ss Cn\rg,ss
(ug/mL) {pg/mL) {ug/mL) {pg/mL) {ug/mL) (ug/mL)
3 il OZW 51.6 166 243 113 62.1 776
mglkg Q (352,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (421,127
727 235 34.1 159 878 109
240mg Q2W | (511 103y | (152,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.3 398 217 278
10mgkg QW | (149 219) | (512,79.2) | (79.0,114) | (331,532) | (184,313) | (237, 386)

WLl (5%, 95%55) . Q2W : 2IHFARIRE. Cmax @ MIEHES % OREIMIEPEE, Cons @ WIEREE
14H Bzt ARARM T, Cogas : AEBES %140 H X TOESMFB DI, Cuxe 1 ERREII
B DIRFMIGHREE, * Crinse  EHARTIRIZIT DEASMITPRE. Covess : EARIRIT BT 2 THY M
o

b, AFOBEAEYBHEESAEZRALEY S aL—Ya it kv A
480 mg % 4 JERIRIME TRE IBEARO M - RS TRE L BRoAA Ok
R SN, TOBRE, £ 480 mg % 4 BRBEBTRE LB EERECSIT
BTHMBEFRE BT, [Cugsl £V 5. ) 1. &5 240mg % 2 BREIRIR TR 5L
FBED Cuiges EFET B L FHIESHT (FR) . Fi. AH 480mg % 4 HFARMRTHRS
LEBEOE R BT B R ME T (AT, [Crassl £V 3, ) B A 240 mg
2 PRI TE G LIBEO Coe L HB L THEZRT L PRSI OO, BAA
BERCBWTESESERINTWA A - BE (10mg/ke # 2 ARG CHRE) ©F
FIEBE LI BED Cuss & B U TIEEE R T L TFRIESE (FR) , M T, BHO
FEIEIC R A5 — F oS 28 3mgkg (KE) X3 240mg % 2 BRIBE, #£1<
IEAF 480 mg % 4 BRI G5 Lk BROAF OMRE R & ATt L ol
RS BRBELUST TS SN, MBI OV TR bR, Lo
. R - RO THEIER GRS HERERIIARV E TFRIS N,



£6 FARNORBEIES T A —F

ik - i Cunax Chind28 Cavgd2s Cruzxss Chmiingss Cavayss
(pg/mL) (ug/mL) (ug/mL) (pg/mL) {pg/mL) {pg/mL)
SISOV | (153 708) | 65409 | 12439 | Gso,im) | @71 107) (4,2.717,?27)
| 290msQW | (5110 | 33590 (05609 | (02258 | @158 | (@, 120
480 meg QAW '(mrgm) (15.25?.17.4) (37.%?'34.8) ( 142,1 236) (27.751,'?37) (62.11(,)5: 87)
10 meke Q2W (14é,9;22) (86?5%'?32) (101,1 ?48) ' (323,9225) {1 si,l §03) (232,7277)

e (5%, 95%A0) . Q2W : 23R, Q4W : BIHRIIFE. Cua @ PIERSH OB IS TR EE,
_ Coinzs - PIEBG28H B3 DREMIE T IIE, Copos: FIEREH28H B E TONBMB IR,

Coaxss : FEHARBBIZ B DREMATFBREE, Cuings : EHIRBIZ T 2BRMETPEEE ., Conpws » EHIRAE
2B 5 TSR E ' ' B



4. FESHIZHOWT

AF OB EREURBEEBE - FEL, AFORSL LV EELRBERZRELE
BRI 5 2 EBHKRERTED, LTOO~@03 T %Tﬁﬁtfi‘ﬂt RIZBWTHAT 5
RETH A,

@ H&iconwT

@1 TED (1) ~ (5) OWTFhhCEYT IR THDIZ L,

(1) BAFEAERIERET 05 ADROESHILARES U m&*ﬁ@%mﬁrh\
HIG S A RS SRS LA, U AR A )

(2) fFEHEERETE

(3) FRFFIRAI N ET B ABISEERE (A DFCEIIEERb. 25 A 2
B, R ADEEEEERTE R &)

@) AR R RE L. AR | A b 2o NS 2 DR R

CEBRERToCOBMER

(5) PrEPEIEEAL TS BN ORI IR B B BT o TV B HERR

D2 =i - LJ]%TUD{E‘?%??&Z&UE'H’E%%%H#@ﬁ}ﬁ,?&l-l—ﬁa\fii‘ﬂ%%<‘: BREROE
i (FROWTHMCHEY T DERM) 25, UHEDEAOFFICET 2 RROBEE L L
- TEEShTWAZL, . S :

o EERFFRERE 2 EOPHIBHERIET LisRIT 5 Euj:dbﬁh/u?“ﬁ@ﬁﬁﬁiﬂﬂé‘%
L fToTnWBZ E, 3h, 2FL LE. BAEYERIEEEE LT_EWHEE%%CDBMK%
FFoTWB I L,

"'?tgmﬁ4@%ﬁz¢®m%m@%@7btﬁk RO LRI LTS |-

| EER OB BAR R OERETo WA L E,

T BRI 2 FOTMREEET L& 4 FULORRERER LT D
|7 S o 3L, WL ON ARSI S LIS ORI 2
CfToTnB Ik,

@ BEROERSFEHETROKHIZOWT:
B B S T R B RS ASHE A, IR S OB, Hh - &
SHEERZMEROFRE CEMEICHT 2 BHRIEME, A EERNRE UGS O®RE
RS, ENRFEOMIITONDERPESTND I &,

10




@ BIERA~ORIBIT2WNT
@-1 MR 2B

R iR R DB R BMER A Tk LT BRI, 24 TERIRIRISHIO T, MR R
RISV T, B UEBWER IS U T AR RV CT FORUEMHOERNTL
%&mﬁmﬁ%ﬁéﬁ¢m%6m\ﬁ%_ﬁﬁﬁ ERAHINESTWNET L,

®4Eﬁ%§%hiéﬁ%$&ﬁ$k%?%¥#

C RABEICED 2 EMR MR U EY T 5 EREEE SEERT= ﬁ)/&
EEDREROAY V—=r T ERITOERE L FREIEA TE 57— b EHEH 12 E
SN THND T e, 2B, BEERICOWNT, ﬁxb$%k%®%iﬁdu+ﬁhﬂfﬂén‘c
WAHIZ L,

@-3 RHEROBH-CRISICE LT

CBIFERT (RVERERREI I . EEGENRE. Dk, fik. &ﬂﬁfﬁﬁﬁ% NN
NS, EEO T, 1?”%&%“ PR S, FFHEmEE, FE, T EMag s, R
AR, TERAKERE, HREE, BRE, RIBEE, Bk, BEOREEE. #
BR AR SRR E inﬁlsionrgactlon\ EERMEES, LRERE {%ﬂi fERE. BEK. BED

DSFES, PRI, DRSS (DI - IR - DEMESAAES) | D,

HETLE) R LT, MR SR E RSO p A S D EM L L IR
DERMOAIISH L CRER U EE R bR DKL DT L) | EBICHIAE
BTE DUHIESTNB L, |

11



5. BeERMmLEROEE
(AP BT 5 5H]
O TRoBE Li’ab\'ﬂﬁﬁﬂﬁﬁlﬂiﬁffﬁt)\i\%ﬂ&/r vy AvT (BETHkR) &off
5 OMPERTRER TS,
o B AACEFEHIOETE U ISRYIBR R RE AT - BROSHEY A vy T S
A hREEM  (MSI-High) 2F§ B - EIBRREE

723, MSI-High #FH3 2 Z LI 20Tk, =<7 (BETHEBRR) a1 =
/%%%(ﬁ%ﬁ:Mmﬁﬁ#y%(mum))%ﬁmr%%#é:ao

©) :ﬁ%?é$%LﬁT6$ﬁ®ﬁ5&Uﬁ%ﬁ&kowrﬁ.$ﬁ®ﬁﬂﬁ#
mignrmgf ARIOB 5% LR bR,
e TofbEY S OVRABMIEEH, A% TSFURUL Y T
AKEBIC L2 B IBTURED 72 |
. R
. AVU AT GEHEFHEZ) DAOREMNIEES & O L TR Sh B

[edzitic B9 5 4]
® ?ﬂﬂﬁé?émﬁkowrmﬁﬂ®E5%TMaénfwé L, AT
bipnz b, o
o AFIOREST R UBBCEDBHERED & 5 B

@ EEATOTMMTB N T TRIEEZY T 3BF T OWTIEL, ARl of SR I 2Ny
. MOTRFBFIRER RWIEAIRY  EHEICAH %{%ﬁﬁ“é LEEBETED,
~e FEMENEE @A{%Raﬂ%ﬁ@ HDBEE

. WEEERECRIER AR 2 HERUER &@ﬁk&fﬁﬂfﬁﬂ&%%ﬁzﬁémﬂiﬁ
L ORI RIE i%ﬂ:z‘bif f‘oﬂ’LZQ BE

o BACHRERBOAGE IEERNRE L IXEREO B SRR OERO
HBHRHE

o  [EREHME (SLRWEBHERELSh) OHhLBE

s REEORBEIIEARATLAE

»  ECOG Performance Status 3-4 %0 B3

() ECOG ) Performance Status (PS)

Score B

0 [&< Sk CE D, R L F LR EALANRER ITX 5.

AAERICE LB IIRIR Eh 505, #MTTRET, BEREPH - TOERRITS Z&HTE 2,
< VR, FRES{ERE

[

BT THAOLOMY O L BT ATHEEAELTCERY, HP D 50%U LR~y FATETT,

BohEX080MmMY O LhTERY, AP0 se%l L2y FA/KFTRIT,

E-SLT ) ]

E<BITAV, BAOEORAY DI Ligel TRy, B2y FAEF I,

12




6. WEBLTRE T«%%ﬁ

®

@

€)

W %Lmz.&ﬁﬁ»%%m%#f&éﬂ%a%&%ﬁﬁ@ﬁi&UﬁEﬁ

H D= B R ERE IR L ThbERTHZ &,

ey e R VAN %%Rm%wiﬁkﬁﬁ&&Uf@ﬁ%+“&%b RErE

TinbEETBZ L, .

EREWER ORI AV Mo T - .

« HEEMEBRLODLNDZERHDHDT, Eliﬁw)j&%ik&ﬂlo'c;‘r Euuﬁ_{r
W O(ER B, Rk, FEE) ORERR OIS X E O RS, BEE 14y
AT 2k, iz, MEE U TR CT. m%7~ﬁ~%®ﬁ§%¥M?é
&,

- . Zliﬁ |DFe 5 X EE D infusion reaction L{J*“Z_‘C%’%E#L_—l“’\f;ﬁmd)’C% AHYE

ﬁ"%’:ﬁ?ti:fﬁﬁﬁ*ﬂ‘é L, % 7o 2 B B AR D AAN SR infusion reaction
BHbbh I EbHDOT, ARG PRUAFBEGHETRIZ A A
‘ YEHETHE, BEORELTSICBETH T L, 2B, infusionteaction &
FH LA, érw@@&urﬁmxékﬁﬁféif$%%+ Y
THZ L, '

S BRI, T‘ﬂﬁﬂ%ﬂb[‘ﬁ &U‘E‘ %"Bﬁ"i?ﬁ&;%bhé"}:ﬁ?fé)éﬂ)’c

'ﬁﬂ@&@%%ﬁ&U&ﬁ%%#ﬁ@%%hwﬂw% EfZE (TSH. . ﬁ%TS
| JEBE T4, ACTH, m@:w%f—»ﬁmﬁﬁ)%%ﬁfé &y
o FROBEEIZLY. @F@ﬁ&ﬁmkﬁﬁfée%zgnéﬁﬁmﬁﬁ@r%

BpobRBZE RSB, REFARDONEHAIE, BRLEBSGECE -

| EPEE L R A OB AT & L ORI BRI AT B DR -
RS & ABIERARDI S HAIL, ARMOKRIETHE, &w&%&gfn,;g_gn“
ANEVHIDREERERTH T L, BB, BIBHESLVELORSICLOEE —

| ROERED bhEV A, @%&ETN%/uﬂmﬁEﬂﬂﬁmﬁmf‘
BEETS, '

;”&5%T&\ﬁﬁ%ﬁ@ﬁﬁﬁﬁ@brb%@ﬁﬁ@%ﬁ#é am%an

ARIOEB SR T HRICHEHER ORBRICHHICEET 5, R
o 1RO (BUE 1 BUERFE AT Bb bbb, %ﬁrﬁ¢b7/h YA
WEZZBHDHOT, QB Bl R4S DEER DT M B E o EFI+
ﬁ&%‘é‘é &, 1 BIERBESEDRICBECREEsEEPILL, /r/xU/@%
ﬁ@&%%@ﬁﬂﬁm%%ﬁi_&
AFDOEERRERICBNT, BEHENS 4 BRI 6 HR T, LT, 128
i &kﬁﬂﬁ@ﬁﬁ%ﬁormt_&%f%k\iﬂ&%*aﬁ%%n@ﬁﬁﬁ
T%%wﬁ 1ozt
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(BRFE4 « A7 OB AT 20 mg, 7P —REFEHE 100 mg, 7 V—
R AR R 240 mg)
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1 24F 2 A (&Fn 2459 AtkaT)
R A EhE
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AHI DR, EREF
PROREGRE
Higkiz >\ T
BEMNGRLIRDBEE

BB LB & HIR
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P3
P4

P8

P10
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L i ZLaic

- EZEHOF M - Aréfiﬂ’)??{i:{%@tbbh_&i \ﬁiHKi—éﬂuﬁob Vo E2E AR

Hitd, LI, IEOREBHTOERIC LY | FIEERER 2 EOESMIR SR ERE

FEHRGVPAREINDIPF T, TN HDEELZ EICVNERBFICRIET 5 2 L RO

REE 2o THE D REMEGES & SR OREART R 2016 (Frk 28 42 6 A 2 B MIEEHRE)

KEWTH, EFNERLEOEAOKEEHEZRZZ L L ENTVD
TR, e Z A T 1 7 7 A VBB OEET, é: HoMCE

' fcﬁé’o EBbB, T, AOERVCEZ2MEIZHT D HFRIT0ERHT 5 £ TORML

VEEROBEEM BT EMH SR DBRTICH L THEAT S & L b, BlfE
%m%ﬁtnwumgmﬁm%ea b ASARE S — OB A R T RO T
TEZERBEETHS, _

LERoT, BHA FT4 Tl BIREELINE TR b T B EFIEEN -
BRI IS &, UTmﬁﬁmﬁﬁﬁtﬁﬁ%%ﬁﬁéﬁP#Bm%@%# Ex
FRUEEITHERT,

BRI, BHA KT A ik, MIATEEANEEREFIMAAHMN, ABEMEA R
FRERIEES A, — @A B ABRANRES, BEREABDEA B RSEEROH
NOHEFER L, '

XL 7 BERS | AT O —RAREE 20mg, A7V —R ATFHE 100mg, ATV
' L —REARRE240mg (A =R T GEBTFRIRL))
R ERATRUADE : BACEIRER TR U RGBT AE R ST - BROREE
HBLRABERUAR 3B%., RAKHE=RAL<Y (EBEFEEL) & LT, 18 240mg |..
I % 2 WERMEIGL 1 [B] 480 mg % 4 ﬁFﬁF‘ﬂi‘FTﬁyﬁ%&Té
B 3 R O5E 3 A fJ‘ﬁ%nnI%ﬁk—tAﬁ:




2. $ﬂ®%ﬁ @ﬁﬁﬁ

AT O —R AT 20 mg, FATEEHE 100 mg R OFRRTEHE 240 mg (—R4
TW?ﬁ(mﬁ%mmz)LXFfﬁﬁjkwﬁ)éijm%%ml¥%1Aﬁk%V
Ly 7 Atk BTVRA M 2L ¥—F RZ47 (BMS) #): BB L/t  PD-I

(Programmed cell death-1) 2345t M IgG4 £/ 7 u—TFAHETH B, .

PD-1 4%, LIz Y VER (T #ifL., B IR OV F =7 A% 5 —T fifR) RUF
, i%ﬁmﬂﬁbu%ﬁ‘d‘é CD28 7 7 T U — (T MIREOTEMAL 2B E & RIZHIET 54

T BT A2EETHS, PD-1 IR SERICRE T S PD-1 U F - F (PD-LI
BRUPD-L2) &fEA L. U U BRTHfE Y 7T A RE L TY o BROEELRESR
RICFHEIL TWa, PD-1 U H Y PG AMIRLIMC b b Ok 22 BEH I FE5
LTHY, EHEAESREH IR LB 5 PDL1 ORHR L% oL
i & OICAOHBEEERERSH D Z L ARESN TS (Cancer 2010; 116: 1757-66) o -
7, BB GRS IR T HRSEET 54 L ¥ T n < (FNy)
Iz X 5T PD-LI DFEHERFHE S, B8 LIZIEEBREICEIT 5 PD-LI ORR LIFHRO
HAFHIF & ORICEOEEEERSH S L OHESHS (SciTransi Med 2012;28:127-37).,
& 5IT, PD-LI %sﬁﬂ%lﬁéﬁmwﬁﬂﬂa@ HURIG RS CDS B T MMl E
FEME % I8 S/ AN, Hi PD-LI HihT PD-1 & PD-LI & OFEERMET 3 L 0Bl

HEEEREIET B Z LARENTNDS, EOZ L5 5 PD-1/PD-1 Y T FRERIE, 28 o

AMERTURAFRAE T M5 ORISR EHET DEFO—DL LTHEABRTY
5, : - - _
AL, SEERBR O R b PD-1 ORRSMEIR (PD-1 U Vv FREEHRIE) A L.
PD-1 & PD-1 Y A FEDEEEZMAETIEICLY. PATURSERNL T MlzoE-

s I:RU?JS'AJ‘&HJH@ hals e RS VR %‘iﬁgﬁﬂ“é Tl R RS R R T S

BRI TV,

hne@ﬁﬁﬁ%:Kﬂﬁﬁ&ﬁ%hﬁf@ﬁtﬁ%ﬁ%k@@ﬁé%wa@ﬁén¢evkaw»m
'ﬁﬁraﬁ%ﬁ&abtﬁ%ﬁﬁéiﬁu A ﬁéﬁ&UW@&mﬁ SESEE

Kﬁ®¢%&#ﬂﬁd<ﬁgwﬁﬁﬁmwi6@#%%%%6bhwi%2@%tm wv

EL AR D B, AROBEEHRTRGEICIT, BEOBEEZ ATV, RENR

HHNEBEITIE, BE LEFRIS UM a# BREGFEMEEELTE - -

PIRERRBHETV., BEDRE BUSIC & 2BHER RN 3 BT, B A
%/ﬁﬂﬁ’)&%‘—%@ﬁﬂ&&&%&ﬁ IMERDH D,



3. EEEEE .
B AALZEFEL 1T 0 U 7 AR VA U R AR A A2 HEAT MU FE-38 1 T 007K SR R ST %
170 T E2BIRABR OBE % =T,

(4]

EIRR RS AR (ONO-4538-24/BMS CA209473) .

7wtV R P URHEEBEAR O T FTRA RS DR AR T
AT OIRTA PR REREST R ITHR ORMER A8 (AFABE24G1 % E e, AH]
1934, FEREIOSHD E&ic., F ¥ URHEREEH (NME X ek
2R Y FHEA) R E LTAEFI240 mgZ 2 R CAREE L L 2 OF MR
VR R Uk, SEFMEE THL2EHFHM (PR [95%EEKH] ) i,
AFIBET11.17 [9.99~13.73] H H, HHREETR.54 [7.20~9.89] K A TH Y, AHIHEE
HRBRIZ 0 LESEH PRI B RER 2 Lz (AP — FE0.79[95% 5 11X : 0.63~0.99],
p=0.0381 [BAlogranktRE] ) .

* o RS ARV TITS me/m? % 3BTRS 37 U & F RSOV TR,
100 mg/m? & 7R M & 1Y 2 AL LT, 1, 8, 15, 22, 29K U36H AICitlRAHESG T2 Z L L ah

7a
1.0
0.9
0.8 —a FHE
0.7
R e W
0.6 o-- B
g O
0.4
0.3
0.2
b‘" X i i Y
0.1 @--- e
' L
0-0 L 3 1 1 1 H 1 3 1 13 1 1 i 1 i \ 1 1
0 2 4 & B8 10 1'2.14 16 18 20 22 24 26 28 30 32 34 367
at risk®% EEFHMA) :
FEJEE 193 170 158 130 120 105 8 77 65 55 38 20 13 16 6 4 3 0 O
Eoplbes 195 182 157 116 100 79 66 55 48 39 26 16 11 6 2 1 1 1 @

B1 OS ® Kaplan-Meier Hif (ONO-4538-24/BMS CA209473)



[Zatk] _
[EBRERE IR, (ONO-4538-24/BMS CA209473) ,
| HEERIIATIEE 172192 (7] (89.6%) . XTFEEE 192/194 4 (99.0%) Wb b, A
Bk L OEEBEGRAEE TE RWEETRITFFITE 129/192 #1 (67.2%) | X FRAE 185/194
A (95.4%) TR &b Bz, b\ﬁ'nﬂuwﬁf%ﬁ#—# 5%LA EFE] {’Eﬁﬁl ER1OEBYT
Hote,
#1 b\'}‘i’bﬁ@#’(‘%ﬁ.iﬁm 5%\ L OBI{ER (ONO-4538-24/BMS CA200473)

. BB (%)
8O, Ty
%giﬁﬁﬁ IR : s
i . 192 45 : 194 {5 .
- (MedDRA/Jver.21.1) % Grade  Grade3-4 _ GradeS 4= Grade __ Grade3-4 __ Grades
LEIMEA . 129 (67.2) 33 (172) 0 185 (954) 127 (655) 2 (1.0)

BT L OB TR
5 -

57 (139) 2 (10) e
9 {4.6) 0 ;
97 (50.0)

"33 (12.0)

16 (82)
42 (21.6) 9 (4.6) 0
44 (2.7 '

Y SR 8 (9.3 12 (6.2)
PR 75 (38.7) 58 (299) 0
- F U BRERE 72 (37.1) 46 {23.7)

- [ZIRRE
. T

24 (124)°

nfped 0
iz 16 {8.2) 0
B 31 (16.0) 1 {0.5) 0

13 (6.7) 1 {0.5) 0

-2 (13;.9)
20 (103) . 0O
4 (7.

36 (18.6)
20 (10.3)

CETERBE
FEEEAF PR
llllﬁzfﬁff)r R

1 {0.5)
1 (0.5)

21 (16.8)
17 (8.8)

0 0 47 242) 1 (05)

KHEMEREL = o — s 3F— .
0o 0 21€108) 1 {05 0

Ekﬁliﬂi-'—"— 2 — R /SF—

R, AT C TR 22 01 (11.5%) . SECHEARE/ < 4 F 15
Bl (7.8%) . FFHSAEIEE 13 61 (6.8%) . FIRMEMNRE 12 61 (63%) . #iEmE 8 4l
5 . .



(42%) . BEOREEE 44 (2.1%) . Mgt 3 4] 0.6%) . B 24 (1.0%) |
RHEREIESE 2 41 (1.0%) | IFZE 1 481 (0.5%) . KIIBZE - /MK - EEED TR 1 41 (0.5%) .
TFaREEEEREE 1 (0.5%) X infusionreaction 1 ] (0.5%) AF@|WH bk, £, W
ERMEAE, Dk, Bk, | BUERA, A, mIbHRER, RITHAERE., MMk -
BigEge, SpRmie e, EELMEEE, hIRERERRE, B, K, Sk
RODEIES RS b of, REVERRERGIIEESS (GRREEREES
te) FETAEFRREETT,



A - FR]

A O REFEBIEET A AR Lie sy L2 L= a AT & D, AF) 480 mg % 4
S T e 5 S BEAKRR 00 o « RSOl 5 LT B0 A o0 W BE A8 S
o TORE, $%4mmg%4Lﬁﬁ@T&§Lt%@E$hﬁukﬁé¥ﬂmF¢
BE (BT, Cugel EV3.) 1R, A5 240 mg % 2 BRIFRECHA LIBED Copgss &
BT 5 L PRSHE (FR) . Fo. A5 480 mg & 4 ARG CHRE LRoER
RIBICBIT BRBMTFEFRE BAF. Comel £V, ) . A5 240mg % 2 M-
BT LIZBRD Crass CHB L TEELZ T LTRSS SO0, BAABE BN
TAFMERHER STV D R - AE (10mgke % 2 BRIFHRE THRE) THRAZREL -
FeBED Cones & Bl UTIRERTT & PRIS N (FR) o M T, HROBIEICBT
BF-FICESE, AM 3 mgks (KE) E70E 240 mg % 2 IBRIBIRE, # L < iaAH
480 mg % 4 WAMR CHY L BoAF ORER L A IR L OBEERT
THEERGETFABHESN, SHBEL OV TRAMTOIIER. ROk -
| RO CHMER VR BECRRRERE R L TRISR ., |

%2 Kﬂ@%%ﬁﬁh7%—ﬁ

- m &_‘. . JTJ ﬁ Crax ) Conind28 - Cnvgdls Cmax,ss Cm]n,ss. Cavg.ss
: (pg/mL) {pg/mL) {png/mL) (ug/ml) {pg/mL) {ug/mL)
: 516 o272 31.0. 113 62.1 . 77.6
Imghg W | (355, 70.8) | (165,403) | (21.2,439) | (750,171) | @7.1,107) | (42.1,12)
_ 127 383 437 159 ) 109
H0mg AW | (511, 103) | (233,590) | (308,609) | (102,254) | (41.5,158) | (62.1,187)
480 me QAW 145 297 530 | 206 | 713 109
mg (102,207) | (15.5,474) | (37.0,74.8) | (145,336) | (275,137 | (62.1,187)
: 193 99.6 116 396 214 275
W0 mghkg QW (145 202) | (86.5,132) | "(101,148) | (329,525) | (i84,303) | (236,377

$£ﬁ(m@a%%ﬁ),@mn2ﬁ%%ﬁ‘anaﬁﬁﬁm\szwﬁﬂﬁﬁmﬁﬁmm¢%ﬁoAJJ*i-i'i-m

'cmi_,,dz's : WlEBF% 28 AR W1 B BB e I IEEE, Cavpars : FIEIER S 28. [ B £ COTMIGE

S, Cosuss 3 TEROARIBICISU B R PIRE, Coins 1 R I1 B BIBMIERUE, Coes = EHAR .

BB D TG PR AL
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(1) BEAEFEXEITRET 20 A SR ARES BGERTF RS ARSI LR,
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(2) FrEHERLE

(3) HRERFFRAMBENIEET DB ABHEEERRE (35 ABREERITREE, 25 A RTREE
R, DS AR HEEIRRL R &)

4y AFACFERIEEEZRE L. %%k%ﬁﬁm%lxﬁﬂ%k%ﬁ&m%zwr i
AR B R 21T > TV 2 HEgk
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RTWET ' ‘ :

. _._% -

o ERIRIEIER 2 EOTMTHERE T LIRIC 5 FLLEORAMBEOBRIFEE
AToTWNBZE, 3h, 2L LR, BASRMMEEY L L RERIEEFEOTHE &
AToTnB T,

. ERiRE %Zﬁwmﬁﬁ%%%Tbtﬁh‘ﬁk%ﬁ@#b%%ﬁ%%ahs
M L OBEBAREOERE T T E D, o

|y EEREEEE 2 FONETHERET LIRIC 4 £ OBKERELA LTINS
TEL oby 3ELUER. LB R AR 2 IR OBRTHE 2
fFoTnB I,

@ BEAOEEMEFREBROEGITOWT
ERA ST R T AHEENRE S, SEEAEN O OBFRED ., A5 - 2
SHEEEEROTER NEMSICHT 2 ERIE M, FEFHBRLE LS 0HYE
E N %mﬁ%mrﬁbnéﬁﬁmgormé t. :
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@-1 Mgl RS2 Bk
@Eﬁﬁfﬁﬁwﬁﬁ@ﬂﬁﬁ#%ibtﬁkw245ﬁ%ﬁ@ﬁwT\% S HiER X
HEHERERI BT, F68 L EEWERICE U C AR B R O CT S OBIER OERNC &

FRRAEORKRAY BB bh, EhICETRARNSE-TVNE I Y,

@2 EREEE L5 EEERSCET s B |
AR b B B A AR R U A B ERE RS SEER T =4 ) Ly
EEDHIEEREORAIY —= S RT L‘E?AE}: TEHR A T X 59— AEREHIAE

CHEENTOR T E, BB, BHEEHIIONT, BABRE L TORECHAICRRENT

. b\é:‘—- &o'

®3@¢m®%%%ﬁmkﬁbf

BIfEA (RSB . EERE/E, M%ﬁ . ﬁﬂﬁﬂﬁf k%ﬁ
MBS, BEEOTHE. 1 TUERF. IFRe, Fraemes, HT& EAERERE R, AR -
HiElEE, TERAHREIEE, mREE, BHE. SIBHEE, Bg, EEORBREE, #

MRifi e FEALSE,  infusion reaction,  FELHS 72 MHREE . Iﬁlﬁf&“ﬁr R, WoEE. TR, Iﬁﬁ.r B
- DRIEFUL, IRIERAEE, DRk (LB - R~ DEMEEIMRE) JEE L, —

HEFL) 1oR LT M U B E R R O BIPIME R A ET LEE L (BUMER

DB L THRER OB ST b3 &b 3 k)'ﬁ%kﬁ%tm% R

WTE DGRBS TR L,



5. WERELRIRE
[tz B3 5 FE]
D Fﬂ@%ﬁkkmfxﬁwﬁﬁﬁmﬁménfwé ‘
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s —IRBEEZITTCORWESE
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. OFEMIEEH L O LTRSS St

(Za2MicfT 253 ER]
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o FE DS LBEUEDOBERED H 5 BE

@ ERRETOFHmIZRY "C—F'EL %09 B BEILONTHL, AR OTSIEFHEE IR
R, OIBEEERERRVESIZIRY | hﬁhﬂiﬁﬂ%‘:ﬁ)ﬂ@‘é & ’E%E'C &3,
« FHEMEMEROGHEETEOH L BHE :
e EEERE CHEZEED A BRSO RS ﬁﬂﬂiﬂﬁ%?!@%ﬁﬂﬂ?%
LD RIEEELA A2 b D BE S
. ARABREAOAH. XUTBHERIE L REREO B B REE SWDEEGE[EGD
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GED  ECOG 0 Performance Status (PS)
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A O EITERED infusion reaction Wl % TEERKIC \fJ.‘xTﬂS@T“% BHE
HEITo LTRSS 5 2 L, Fi2. 2 BB BIROAFIIR SHFIT infusion reaction
BHobid L EbbDDT, SRS P RUOAFESIE T RIZAA F A4
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YERET H%S, BEOREBETHCEET DI &, 2B, infusionreaction & -
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ﬁmhiéﬁﬁmb&bhé%Ahﬁ ARIOWSE ik, RORIBEEAR - oo
LEVROREEEERT B L, BB, @%ﬁgfw%/@agn;oaw”

- HO%RENRE w&nmw%ALm @%&ETW%/uﬁwﬁEﬂﬁﬁmﬁm
bEETS,

 BEETH. ﬁ@ﬁwaﬁﬁﬁﬁﬁbrwemwm#%ﬁfa amaétwu
FHOREETEC SRR ORRI A EET B, \
| BEERE (BIE | BUEIRIR & &) Mbbbh, SRS b7V RV R
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