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L7ciioT, RHA FT7A4 Tk, ABEES ZIE TIZH o TV D EFIERY
BHEMRHIZIESE UTOEESORELEREHET I BRANOLELREMY, 2
FROEEFEERERT,

RS, ARTA BT A ik, MSTITEE A E K5 E R AR O | @%H@%AE$
RS2, RN B ARBREPIRHE S R U AR E A B RBIREES O
o EERCLT,

Xt b e HIEHES AT Y R EREFE 20 mg, AT Y- R ETERE 100 mg, A
PN ERTE 240 mg (RS .V—TJI/ ~ 7 (B )

HREDMENISE « BAALTFREER (TR L /2 Inm Ui T - BROSHE <
A 7% T T4 FREEE (MSI-High) #6725 - HEE

HRERAAERURE BE, AT =FR A7 EETERZ) & LT, 1E 240mg

T R LT 5,
LU T i < fb%“%:ﬁ:l#éﬁfﬁéﬁt




2. AE|O®KE, EAEF

F 7 — R R ERE 20 mg, R EHE 100 mg B{U“[ﬁ] SEERE 240 mg (—ARA =

B~ GEETHEZ) . T, TAH vi,) id DEFELTERNSL L AF
A% BTV AL wA¥—RX A7 AT (BMS) #h) #H#E LML I PD-
1(m%mmmnwmmn)wﬁﬁét%ﬁHgM%/&mwfwﬁ%T&

PD-1 13, St L=V o738k (THIRE, BHMERGFF 27457 —T ﬁ[ﬂﬂa) BUE
BEZHINGIZRINT S CD28 77 T U — (T Mo iEtE b & #iBha0IZ Ik & RIZHIE5 5 7
FH) R TASRETH S, PD-1 BRI BT S PD-1 Y A B (PD-LI
FIRPD-L2) LA L. VB RICIEIE S 7 E mE LT Y RIS R &
TUCFEET L TV A, PD-1 Y 4 > FISFUFERRHIALIMC & b OR 2 22 RS AR 5
LTy, HpERAMEEE NSO LSRN RIS PD-L1 OB EAROLF
I L ORI AOHEMERH L - L RRE S T A (Cancer 2010; 116: 1757-66)
i:;%%*éﬁ%%f VAR T HE S EET D 4/& Jmu/ﬁ/vmww

2L T PD-L1 OFMATEE AN, G LBEEHEIC BT S PD-L1 O L EO
ﬂ FFHAM & ORIZIEOHBMGE RS S EOWELH D (501T}anslh4ed“0]7 28:127-37).
X 57, PD-L1 Z 3l 88 X 7= 23 A MNaE, UG RA CD8 FHtE T Mo Miafs
FEMEAIES S A8, B PDLL HUET PD-1 & PD-L1 & RS G HMET S &0/
GEIENEET D 2 EAREN TS, o Z &6 PD-I/PD-1 U 77 FEEREIE, 2
AARBAASTIIUAS A7 T MR & OIS L BT 2T O— 2L LTHEZ LT

2,

AKIE . SEERSER S L 5 PD-1 OB (PD-1 U & o RESEEIED (TS L
PD-1 & PD-1 UV # o FEDfEGEILETH T r;w MAFREREN Y T #MlgDis
Ml B OV AHIRALEZ b -4 2 HMAR 08 S35 1 4 Kol &CTEEER 2 PUEE S R T

LEWERENLTND

TS OB S | AR IR AT IR I e 0 S Lo L IR E .
FERE - ELR R A kT L BRAGERER A SN L. A A, R R ORI E MRS
.

AF O TM“E -3 < BE 00 SR RIS J:@ulﬁ;ﬂ*gf;g\;gjbbﬂ W IR T
DM H D, KFOREG TR ORE&ISE, BHOBREL H0ICT0, B
SR EITIE %Ei}au‘-_ FRUTIL Lt%ﬁl”]ﬁﬁi;-ﬁ%nafﬂa&n’%ﬁ%%‘f’)[ﬂﬁc‘:ﬁzé LTl
AR AT RO RERICIC L DEHER R EEDI DA, RIE BRI
T AR GEORU LB LT O LENH D,



3. HERPRAGE

PAALSERERITRE L GBI T - EROBEE~ A Y o ¥ F T4 bR
ZEM (LUF. TMSI-High) v 3,) 2HT2E « MO REIHI i 2T » -
PRERERBR OB T,

73, 'MSI-High #4844 8% B LT, [PCREIZLY MSI-High & HIE X8
F) BT HEE () 12132 TMSI-High (PCR#:) 2415 $%&&ﬁﬁL‘MM
ARy FEEBEOATEE L TV D 2 BRI BELERT 258 (K%, ¥
@b%FWR%K;DM&W@kﬂméhk%ﬁﬂiﬁ&ﬁ%M%qu\mmjk
WHL) HERIZEY T A v FIEEEERE (LT, TdMMR] &0V 5 ) LHIESHhER
H] BB D?éﬁQKiFM%m@%ﬁTé$%j&ﬁﬁbtnmcﬁmiéMMR@
# & PCR BIZ L 72 MSI & O-—FRIT 96.6~98.7% T Th % FhmEILTY
AR
{ &%)

BB AL A S RS (CA209142 BR) ©12

{EFEFEE O & 27 BB RERETT - RO dMMR ™ 43 MSI-High (PCR
) UV BT DM - EIRERA 74 PR HRIZ, AH 3 meke & 2 8RNI T AR
ﬁttr%%ﬂﬁﬁﬁf%éﬁ%%(mmmTﬁ4P§4y11 S < iRERIA Y E
BEIEIC L D5 (CR) U4 (PR)) OO RIT. 31.1% (95%(2
X 20.8~42.9%,) '?3’?307’:0

YU | indor Naralane M etal.: J Clin Oneol. 2002; 20: 1043-8, Bertagnoli Monica M. et al.: } Clin Oncol. 2009; 27:
181421, Ferguson Sarah [, et 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

TR CA209142 BE 3 20 E— L0 3 b (LERIREEO b5 MSIHigh 2T DR - R 6
ELmak-— MIBIEFS 2?%”‘?55“?2’—%@%%!-_’3“ RO,

W D7 ok LU RREHEEAR V@A R U 75 F L WA Y ) AR A S
DU LOIEEREROCHELBE MR L S,

O IEBTAMG ICITL THC HRIC L 0 S A FBIE X > 32 T D MLHI, MSH2, MSH6 313 PMS2
DT RO R DR &mnmwg/m dMMR & PIE Sz,

UES) pETE X Ui S A7 DNA BT, SEIRD~ A 7 RV F I 4 v — b R L T 50
A!:li 2RO —H—{zonT, 6 BHEUED~A 70T T A bv—Dh—5WITHER LT HES

T 30%8L ke80T, PCREIZE O ¥ f XD BB S 23 812 MSKHigh L3E SR
?”:;,
4



#1 BRESABERUCEDHE (CA209142 RB)
(RECIST ver.1.1. HZHEAESEl, BRENEMRE, 201648 WRAF—F Iy bA7)

=3 SR g (%)

74 {5 53 f5if*2
sEeREH (CR) 0 0
4y 384 (PR) 23 (31D 19 (35.8)
% E (SD) 29 (39.2) 21 (39.6)
it i1 (PD) 18 (24.3) 10 (18.9)
SE e 4 (5.4) 3 (5.7
% (CR+PR) 23 19
(Fh# [95%EMERM™] (%)) (31.1 [20.8,42.9D (35.8 [23.1,5020)

*1 - B OEATR B 2 A MR REN O ) B PR #EL LI MSI-High (PCR) 2HTD
TR AR AN BE, *3 : Clopper-Pearsonik



[Ze2tE]
EIRRH RIS MRS (CA20914278k) 2

FEELRIT 7174 5 (95.9%) ICBRH L., BRI L ORREEGEAEE T ALEE
FHIL 5174 Bl (68.9%) IZEBH LN, HIREN S%ULOBEREE 2 ek T
B,

F RBEEN 5%UEOBHER (CA209142 BB  (ZEMMRIN 2SR

SERIAE i (%)
EAGE 74 45
{(MedDRA/ ver.19.0) £ Grade Grade 3-4 Grade 5
SRR 51 (68.9) 15 (203) 1 ( L4
BREE T e T T
T 16 (21.6) 1 { 1.9 0
B 7 ( 95 0 0
SR BRMEBLUBEOREE 0
L o 17 (23.0) P14 o
A _ 5 { 68) 0 0
BT R I L SN H SR
Y o8 9 (12.2) 6 { 81 0
AST #11 5 { 6.8 0 0
ALT #71 4 { 5.4) 1 (14 0
715 —HHihe 4 ( 54 2 (2n 0
B LU THkEE UL T e
FHFEIE 10 (13.5) 0 0
it 8 (10.8) 0 )
LISk i s 5 { 6.8) i { 14) 0
AT 4 { 5.4 0 0

s, BEURMRAE/ 2 A F—6 BT (8.1%) . NTHEBREMSTE 6 ) (8.1%) . #RFEE 5
17 (6.8%) . FALRRHREEREE 5 7 (6.8%) . infusionreaction3 # (4.1%) . BH§fEE=
34 (4.1%)  RUgde - /NBK - BEOTH 3P 4.1%) | HEOKREREE 14 (1.4%) |
RIBHRRREIE S 1 ] (1.4%) RUMER 1) (14%) B3R ok, F£i-. BIEMEMES,
HAEMEEIE, O, fide. 1 BIBEIR. TS, BT, BLMEIE 4, FEbise
BETE, MR - BERRA. FRARMAZEMIE, BRE Mhss, mIREEEGER, i, sr
DMESE, DIEIEE, EEH M CHETLIERD bz, REVERRERRIEESE
% RAREEET 25 280EHERETT,



(B - &)

Zliﬁllﬁﬁifélﬂﬁ%‘i)wb%Tﬂ/ ERALEYI2L—a il k0, AH 3 mpke (R
) XIT 240 mg % 2 MRIFIRG TG L7 BRoOARH i RS HRET S i, £ Rk
BORH 240 mg H G L7-BRORE R, AA 3 mekg BRE UBROBRERE & R
L,TF%{E#‘%:;?T&::%?ﬂlﬁéﬂf:_%@@ ARANBECBOTEEESMRE SN TWSH
& AR (0mgkg & 2 1E[H Fﬁ%{’ﬁfﬁz%) TAF A Lz U)Bﬁfﬂéﬁllzix LT
AT e T ERT (FR). T, BHROBEEICBT AT —ZILESE, KA 3
myg/kg (FHE) YT 240mg % F‘iFaﬁFriImT#‘i} LT_IEf’WJ&ﬁIJ@ﬂz"Hg : & bt Ul % ey
P& OB A R ENT S IRE RS T F SRR SN, MBSO TR ST b o
P F@o i HEORTEMWER UREICkAER I Ly L TRl SR

%3 AFORYBEAS A—-X

1ok . g Comax Cruindl 4 Ca\'gdl-i Cmax,ss Cmm,ss Cavg,ss
Mk HE (ng/ml.) {ug/mlL.} {ng/ml.) {ug/mL) {pg/mL) {ug/mL)
Tk O2W 516 166 243 113 62.1 7756
3 mg/ke Q (35.2,708) | (107,245 | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1.127)
727 235 341 159 878 109
240mg Q2W | 51y 03y | (15.2,34.6) | (25.0.47.8) | (102.254) | 415.158) | (62.1.187
191 613 508 398 217 278
Wmgkg QIW | am 050y | (512,792 | (79.0,114) | (335.532) | (184.313) | (237.386)

tha i (5%5, 95%58) Qle 2RI, Cow : AEB S ZORERFEPRE. Comas  PIEHSH14
HElZ #30  fe i) '?Vf" v Cavgans a5 %148 8 F T M EHE . Cononss TEEREEL £

T{)iﬂl !mlf [-‘IJ Ti ~ Cminjs . TE ’;;;-’U f{_’?l‘—i\)\f‘j‘éiﬁdﬂﬁﬂ ?Fi P ﬁhjﬁ_\ C;\\g,ss : Eﬁ%"ikﬁ?;;fﬁfj‘ 5‘{51@@‘!?{'1‘
i




4. BRIz T

AFOR G R BE 2B - BE L. AFOREIC LY EEABERSIRE L
PUCHIGT D 2 & B o LT OD~@04 T2 T HER I B W THEHT 5
RETH B,

@ WRizH>WT

@1 FEn () ~ B) OVWTNARBEYT AR THE I L,

() BEFHRENEET 270 A BFEEN SRS EREMN R A B rnEEi SR
HuIH A3 A D B RIR ., MU S ARl 22 ) (RTNTaE 7 B 1 RESS - 436
M)

(2) FEEERPE CERL314E 4 B 1 BEA - 86 Mg

(3) HLEMREFRIETE T 20 ABTOEENIR (23 A ERIES TEIRDE. A A S EE
W AAEE, 23 ARSI R 22 &)

(4) SRACFRERELRE L AU PRENE 1 NI R SRR 2 ol
LR AT TV AR CFRE30E TR 1 ARFA © 2516 figss

(5) PUBMENEEAL S TR ORISR AR 5T - TV A ey (258 30 4F 7
H 1B 1297 figk

@2 05 - EBIE QPR R ORIE R BB O3 I 43 72 kil & iR BR 2 o
il (FROWTNNCEE T 2EM) 2, SHRFEOFRAIET 20T HE L L
TEEIATVA I L,

ES

o [RERARFTIEE 2 EOMMBBHE RIS T L2#kIc 5 EL2 Eon A BEORRTHE 3
ToTna I e, 26, 2 G, BAREREL T & L BEREESOHE
fTHTWAHDE,

o EEIREFIUSE 2 EOMPBHE AL E T L2 BIZ, MILSBEORARMIREL & 5
FLL OB FOERE T TV DA I &,

o ERIRFIEGER 2 FOMMPHERET Lin%Iz 4 2 L0 "W%@%?%'Lfb‘é
&L oh 3FL R, THLEE O D A SRR & B Do L s OB %
FToTnWA T é:el

@ BERNOEELFHREROBHHIZONT

EHEMIFWERICEFET 2 EIEPNEREB Sh, BB L OFHMED, i - %
EMTELNEROEER CEMS T 5 I5ERI0L, AEFELNRE LB E08E
I, HFRHECHIIThIL A REINE S TWA T L




@ BHER~OHIKIZ2OWT
@-1 MR ARICET 2 EMH

PR RSO EE BRI SR A L BT, 24 BEZRER O T, Jmﬂﬁﬂ
SRR T T L BB L REIEANICE U T BB R O CT S0 gIE R ORIz &
WAMEORENYHPICELR, EHICHIEARERERPAE-TWDL I &

@-2 [E%ﬁé$%‘i: X A EEESIRICBET 2B

PADFIC D A EMM A A CEEE AT A ERIEEE RN =2V 7
%:;»a o¥ed e:ﬂacDR Joemm i PR AT R R AL TE 5 F — A ERERIE
MEFLTWAZ L, 2B, B nT, BPABE L ZOFRIZHZI ImaEn T
WAHZ &,

@-3 BIEAOBERXRICBE LT

BEM (BVEMAbEE BN A, SRR 0, L 'ﬁ?’% W%, RRECEAARRE, KR
NI, HHEO T 1”'}17%@?1 JFFA 4, rkkheRs, FFge, m{LrEfRg &, AR
fBebEE . R IR {(AHERERE TH‘T‘KLm\ BEE (BRE - RAEREEERE S,

BUR RS, Mg, HE O”JBUT* g R AR ZEFETE . infusion reaction, FEH 7R iR
MR SRS AR, BEAS. RO, PRI B, OBEEEE (LBME) -
IR« L v BRSNS ) | ]I‘?z?n' i, HEFLE) TR LT MM A BEE Jﬁ&ﬁd@
B A A A [ A LR L (BIHER oRErexliS B L TSR ORI DD
AfHcHH T L), FLBICHAMEN T RS- TND T L,



5. EE%& LrBBE

[Hatk

BT 53]

O TROBFIBWTAROHEDIER SR THS

PAALFREER I E U 8 VIR A e e ﬁEfT CHEOBMEE~A 7adT S
4 MRZEN  (MSI-High) & T 255 - B s

&R MSI-High 2555 Z & 1Z2: T, :ﬁ»v?(ﬁﬁ%m%i)msyﬁz

VW (RFE4  MSIRE X » b (FALCO)) & A THERR &,

@ TR T B BB B AR ORE R UMW H TS T i AROF IR
ST SN THLT, AFOBERE L 725 A0,

7ok ) IV CRMEMNEEA], ANV ) SIS F RO Y T R
IKFMIZ L DIREED i\ B

T s

L OTUEMSEIEEA L A L TR AN B

[Z 4tz B3 2 30m)

D TRIEATHIBEFIZ OV TRAFROBESERE SHTWD Z bk, #5577
 PAS AP
o EA ORI LEBUE OB FEREO S 5 RE

@ fﬁ‘ﬁiéwuﬂﬂﬂw%b\fi WZRE ST D BBV, AAIOE SR S e

o MO A A EIZIRY | BRI ABIEERNT L D LA BEE TR D
%?&W&%@Aﬁﬁiﬁﬂ@%@d%

i 5 1 e A A TRV % AR D D AR R UNIF B ME o S S0 T s 0 B b i %
FOMIZRESEE (bR A LN D BE

BORIERBEOAD., XH@iaes U EEENOE 2 RE R a0 ERED
HLHLBRE

BEEsHAERE (QEmErIREME L &) OhAHRE

R ORGSO 2 9.53%?

ECOG Performance Status 3-4'* D

(it6)

ECOG 7 Performance Status {PS)

Score T
0 ECMBEREBMTES, BRAICACAFEENEIRGITLH,
i PRIRRYIZ I L VR ED i%l] Eéﬂb A, BEFTARET. BIEECETOREITFI LN TE S
Bl EOERTE, HREE
2 HATEE CH A OFOE D O I EFF TR AMEEILTE RO, B O S0% Fiz<y KA 038 =4,
3 BONABSOHEOEDOI L LHTERY, BRO50%U EE~y KT ol o,
4 BT, BHOEOFEYOIEEETERY, B2y R TR I

10




6. BEERLTHEETEEHR

@

@

@

WA SCESIm A, OB REE MR T D QH?LLL’D‘% AFN OB K O E A

AT LERFREHDICEEL T EMRT L Z

%ﬁ%%m%ﬁ%\%%RM%®§ﬁKﬁ@ﬁ&Uﬂ@%%l}ﬁ%L BB L5

TinbRET DT

FEARBUERO =R Ay MIOWT

o FEMEDSD LD I ENELOT, AHORSIIH o T, BRIE
e (FRUL R EE . Wk, REAE) OREEENL UG X BREOFEGE, BlgL
ITATA Dk, . LB UTHER CT. Mg - FEOMEL EET S
k.

o KHIOELSITERE O infusion reaction (I A TBEMFI AR RRISOTE HE
I 1T o 7= LCRAT A 2 L. £ 722 B A LU O AFE 5552 infusion reaction
RHLPLRDHIELHLOT, 4*"?%'!?“3 oK ARRHE G R T fRid s A F et A

BNET A%, REOREATSCBETLIIE, B infusionreaction é’
?Efy‘ibf-' CEp Nl e ’\’C@ﬁﬂﬁ&i}ﬁ_&/ﬁ‘ni iTlalfEd A FTRE LS
THI &,

o HIURMHsAERE A TRAEEREL CEBEERHLDND I LBHLDT,
AF O Fr G R AATT R O - SR R E IO PO B RE Y (TSH., iR T3,
mwnlAmﬂ o =2 A — o) IS IS,

o AFIORES LY RO RERISICERT D LB 2 BILD e L ERRTE
BWhHbA D rhss, BEnEo oo, BRUZEROSUE
ﬂ?‘iﬂﬂH"]fﬁiﬂ 2 IR A P BEAR LB L CE U e R A ATV B 0 E

B ABERAREDN A BT, RAEIOWRE b ik, L ORI RE R
w%/ﬁmwﬁ AEETA DL . BIBERAEORSIZE0EHE
T AN R s Ny AR ATAT: Fe Rl O 1| L o O P g N 4 X7pkk ol I It BIED AT
LEETDH

o FERHETH. HBORRLE AR L T LEERBERY L LS LT,
AKN OB G TRICLEHERAORIA5I0EET 5

o URIMERRAR OSURE 1 ORIBEIRAAR & _@)ﬁ%bbh\%Wﬁﬁ&FTVvaR
IEL I ENHAOT, NB, B, RIEEOEROHEHRLMEMO L/
SEBTAI L, | BEREREDA SIS AT L, AR Y
RNFESOEDNESZITI 2 &,

A%W%ﬁﬁ% BT, BEBGG 24 MR e @I, FRUBE, 28T
AP OFE I AT o TV e 2 & BB, ARFIR G EER S B A T

ﬁff)ﬁft‘”%ﬂ 3L

i1



Hilvs 2

REERMEETA N4
=RN=T (BIEFHE#EZ)

(RFE4 A7 REREHE 20 mg, 7V — R EHHE 100 mg, 72—
A R ERE 240 mg)

~RERE~

S22 A
BEA%@E



ER/N

R N

LB

AR ORE, (ERER

b S AR

FERRIZ 2T

BExBE R RE
BEIZBELTEETREXEIR

P2
P3
P4
P7
P9
P10



I IXU®HIT

=5 DAL - W RMEORR OO T CESICE SO Tl E 2R
LD, SO EEORFHNOEARIZ LY | FUEELR 22 2 0 STa0 7 55 1E R
FRESEAMDP AR SN P T, ThOOBEELEEICLELRBECIRET S 2 L ARED
B & e o TB Y FREMEBIES L WO RR G 2016 (EAL 28 4E 6 A 2 R M#ERTE)
CHENTH, PHOEELSOEROREEERRNL L L ah T3,

BORMERE R SR BB ERRL R T 0 7 7 A VBB FO EES S B L e R
BRHIEVBDD, IO, HUMERCERMEICET 2ERS 0 ERT A F To/,
HHREELOREZHRCZI 2 PP SN2BF I LUER T2 L & bic, BifE
FBSBIR L T BRC L B e t IS & & D 2 & AV AR A — 1 00 B % 3 7 3 B R T
TLILENEETHD,

LIzidoT, BUA BT 0T, BIRBBEE-S I E TILH O TV DEEES -
IR RN AD & DT OERRORHEZEHRZHET DB b LB B, 22
2 RO BREE T,

2B, AAA FZ A 30 WMITBIEA EE QRS IR G, I TR AR5
an [EES AR O, A HFEA A ARREE 72, —RALHEA B ABREARES,
REFEFTEEANBEAREFSOBRAD L LER L1,

B LR DIEER AT F AW 20mg, ATV — R AERTE 100mg, ATV
R EERE 240 mg (B4 =R~ Gl T 2))

B RAMREEIE 7 A LR A LT AR IR - 1500 R

AR RLBHERVAE - BE . A= AT (BETFHRL) X UT, 1[E 240 mg
& 2 SRIRIRC ST

W W R E PG DR




2. AR, fERRF

AR A 20 mg. [FAGEERE 100 mg & CRIAIFIHE 240 mg (x4 @ =
B GREFMHMEZ). BT, TR Lvd) it MRS TR E A X
Ly 7 AR BRTUARL A ¥ —X A2A47 (BMS) 1) MAFEFELZE & PD-
{Programmed cell death-1) 1239 2 & bl IgG4 &/ 7 a—FAFRTH D,

PD-1 1k, BEHL L U w88k (T HIBE, BHIRR UM T2 7 0% 7 —T #il) RUVE
BRI RIRT 5 CD28 7 7 U — (T HINAOEM L & MB I IE & USRI+ 55
FE) R TAZERTHSD, PD-1 FPUSEIRTMEIZRERT S PD-1 U K (PD-LI
FBURPD-L2) LS L. ) Bk s AR iE LT o SR TR UIRE &
ﬁﬂ%%bfwéuﬂ)lUﬁykihﬁ&ﬁﬁ%u%;tFwﬁ&&ﬁ%ﬁﬁﬂﬁﬁ
LTy, Bk aERE 75%@3[5? U2 ISR C 50 5 PD-L1 ORI LR OER

AR & ORI BOEMEGRH A Z LB Sh T D (Cancer 2010; 116; 1757-66) .
£/, EAERANE %ffﬁmﬁ&MTMM#@4¢74/ﬁ 7 w1 e (IFN=y)
(ko T PD-L1 ORBEN S, G L MR 7 PD-L1 ORM LD

TR & ORICIEOMERIBRSH D L O®EL S D SmThmﬁdeﬂH228]273ﬂ
qu‘HHJ_ﬁW¥ﬁ*ﬁhﬁthi PUR s RI7) CDS B T M O AR {5
FLME A EE S D A5, hPD—Ll FURT PD-1 & PD-L1 & OFEEZEETH &+ DOMiiE
ES T SEE T S = EAVRER TV A, o 2 & D PD-U/PD-1 U7 FRERE, B
mWMWMJ%EMQ1*WHmb®&$ A BT AT D2 8 LTE LT
b,
AF 1 EHEEER O 6 PD-1 QMM AMEI (PD-1 U o FRESHEO 155G L
PD-1 & PD-1 U KEREAEZIET D I EI0E Y, PABRERNZ T AOTE
PEAL F U8 AN 2 6 2 AN 15 BB i A 1k 5 Z & TR R e UEB S R o
LR S TWD

THRBOHENG, Aﬂiihﬂ%pﬂf7ﬁtafﬁ IR0 BA L0 MRS,
fam R E R s Ui R e L \ﬁmw\&ﬁm&@ EMESTERE S,

KFIOPEFBRERFE 12 365 GREEOMRIERISIZ L ARITEM S 1 H Hbh BRI T
BRSNS D, KHOBGRRUEEHILE, BEOBREL -4 iﬁ“\xmﬁm
B0 EA I, BEL L7 IS U 7 ARG S Ak &R A o DA & i L OOl
B AR 21T IEORE RIS L 2EHER AR D EE IR, RIBRE RV
FUROREEOBYLNEESITOLEES D



3. KRERRGE
28 AACSERR R LR L 7RV DRRT R PR AT 4 PR 00 8 00 TR R Al %
17 > o L A B PRBUBR OO U & T,

[H2hE]
[E R R S AR AR (ONO-4538-24/BMS CA209473)

7o b ) 2V RBUEM BRI ) O 7 F A B S R SRl RS X
R ORIGUIRABE 22T UL E B OMiEE BA388H (A ARNBEZ274F 2 5T, &AH|
FE193(5, XPHREE195M1)) ZAxt&Riz, # %4 - RPUEMEMEA (F& & 31 Kh i
PR Y EFENL) TEFHEE UTARARIO mgE AR BB THEEFE L L 2 og 0
UL Mt U, FEIFMEE Th o240 (bRiE [os%EEEKM] ) X,
AHFET11.17 £9.99~13.73] A B, &R T8.54 [7.20~9.891 W H TH Y | AHREIL N
FRBEIZ S LR FR A B IER %7 L (W — FEE0.79[95%1E $8 X 8 : 0.63~0.99] |
p=0.0381 [[&5log-rankbi ] ) .
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[Zz 2]
FElps LA A MAREER  (ONO-4538-24/BMS CA209473)

HEE T AR 172192 5] (89.6%) . XTHEHE 192/194 7l (99.0%) (IR EN, 1A
ERdE L O EEME S TR CE A VWHESLITIARIRE 1207192 1 (67.2%) . I 185/194
Bl (95.4%) 172 bivi, WO TEREN %L EOAERIIR 1 0 LY T
i,

#1 WPhAOBRTRERRS % EOBYER (ONO-4538-24/BMS CA209473)

i e 2 FE (%)
HEIIR T ST
) 192 4 194 {3
(MedDRA/Iver 21.1) 4 Grade Grade3-4  Grades 4 Grade Grade3-4 Grade$
EEHEH 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (6550 2 (1.0}
R LOVE TSRS - el o
5 23 (12.0) 1 (0.5) 0 27 (13.9) 2 (1.0} 0
F 5 FENE 17 (8.9) 0 0 9 (4.6) \} t
Jir i 3 {1.6) 0 it 97 (50.0) 0 0
il BEEER NS ORE. _ . S S
TEFL 15 (7.8) 1 (0.5 0 16 (8.2) 0 0
WA 14 (7.3 1 {0.5) 0 42 (21.6) 9 (4.6) 0
&k 9 47 0 0 44 {22.7) v it
B . R L
s SER AR 4 (2.1 2 (1. 0 18 (9.3} 12 (6.2) 4
I ek 3 (1.6) 1 (0.5 ] 75 (38.7) 38 (29.9) 0
41 1 B3 i 2 {10) 1 (0.5) 0 72 (37.1) 46 (23.7) 0
BkEE S _ L N _
TH 20 {104} 1 {0.5) 0 17 (8.8} 2 (1. 0
SR 5 {2.0) 1 (0.5) 0 24 {12.4) 1 (03 0
{4 4 {2.1) 0 0 16 (8.2} it 0
> 4 2.1} 0 0 31 (16.0} 1 {0.5 ]
okt 1 {05 0 0 13 {6.7) 1 {0.5) 0
P IEE _ _ . _ _ o _
B B AR (T . 17 (8.9 0 0 1 (0.5} it 0
BER L UEARE . o R T R
i 3 (1.6 P (0.5) Q I {57 6 {3.1) a
R L UsEEE R _ S : e
FARHCR 15 (7.8) 2 (1.0 0 52 (26.8) 9 {4.6) 0
s XU Y 3 SREEE e T -
Fi 4 (.1 4 (2N 0 47 (24.2) 19 (9.8) 0
fif ki E 1 (0.35) 0 W 36 (18.6) 27 {13.9) 0
FE BN AT TP BRI AR 0 0 0 20 (10.3) 20 10.3) 0
P o Bk i 0 0 0 16 (8.2) 14 (7.2 0
BERRB LU EERES L o _ N o
BE T 2 (1.0) t 0 21 (10.8) 1 {0.5) 0
AP 2 {1.0) 4 0 17 (8.8) 1 (0.5 0
B B 3 (1.6) 0 0 14 (72) 0 0
FRMRE = -2 T 1 {0.5) 0 ¢ 47 (24.2) 1 (0.5 ¢
FR M o T 0 it ¢ 21 (10.8) 1 {0.5) 0
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LU | OB E OB AT > TWDH T &,
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EEDLEROAY V== 2 ATOERIE L E#E I TE D F— SRR KR
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WHZE,
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NEH, BEOTH, L BURERM, AR, BEEREE | B, e K. Bk
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2
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WEEE T4, ACTH, Mt = F Y — L SoWE) 2EM+T5 2 &,

o KAOEREICLY MEOGSERSIERRTOL R‘t‘i’_ HAL D e g R RE
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EIEMSHOA B - ZEMORROT DI, B UESIZESOIETE A EA R
LD, LI, EFEORZAEFOERIZ LY | PUKEIRERML 2 E o EHIN S8 /ER %
FEELHPARINAIPT, ThooEELABEIILELBEITRH#T AT & IABIER O
ML 2o TR Y BREMBOEE L R OIEARSH 2016 CERK 28 45 6 H 2 HEZHRE)
ENTH, BHNERLEOERAORBIEELZRLIZ L LEN TS

%ﬁﬁ%%%@%%u;%ﬂﬁm%ﬁéﬁfﬂ774WW%T@F%%k%BmK

LEWRHD. o, BEMEAUCEZEEIIBET2HERN+0EET 5 ToR,

u?%mw EARMCSETAZ LR ENIBHFICH L TER TR L bz, 8lfE

AR U BBIC B inE: & A 2 L RalRER — EOBEE &5 /- T E RS A
TEHLEREETHDH,

LIeBoT, RAART A Tid, BEMEPINETRELILTWAEFFS
BEHREMIIE S MT®%%m®ﬁﬁ&ﬁ%%ﬁ@T7ﬁﬁm%ﬁﬁﬁ%@\v
FRUOCEEBIELTT,

RE, ARHA NT A4 03, MALITEE AN EFESERE G, AREmEARA
MRS S, —AxrbRiE A BARRRIRARHE S, S EHEEFITEE A B AR ESR O
—fEHENE AN B AR OB IO L EER L,

B E TR DIEIRE ATV N AERHE 20 mg, AT VR AEERE 100mg. AT
— R ERE 240 mg (3% - =<7 (GRIETFHEER))

WHRERAMENTIDR - *JJF»%% E7ELT - IS IR/ NRa I

HREBDFERVAE  lE, RAZH=FA~<7 (BETHERAZ) & LT, 18 240mg
A 2 MR THRERET S,

35 IR R ¥ RS TERASH




2. AEIOWE. (ERBF

7R AR 20 mg, FAIETRE 100 mg B ORI AGEERE 240 mg (kb - =
A7 (BETH#EZ) . BT, TARAL Ev),) i DIFES TERRKSHTHE A F
Lo Atk (7 U ANV =AY —2 A7 47 (BMS) #) BERELTZE M PD-
(Programmed cell death-1) 128+ 2 M IgG4 £/ 7 u—FARAETHD

PD-1 bk, &ML LAY w38k (T HER, B AR UM o 0% 7T #ile) RO
BEZHINIZ 344 CD28 7 7 2 U — (T #lROiFEML 2 #iBhpICIE & AH#E 5459
FH) BT ASRETH D, PD-1ITHIFIRARMALIZ RIS 5 PD-1 ) # > F (PD-LI
BUPD-L2) EHEE L. VU SERIC SIS AR EE L T Y o EROE R R &
LIS LTS, PD-1 U A > PSRRI M B b ooff 2 e ISR AL S5
LTHEY, ENREHERED SR UZIESEKICHEITS PD-L1 ORBEHROLF
AR & oI AOBRMEN H D Z L BEL Ty D (Cancer 2010; 116: 1757-66)
ESai H%@ﬁmﬁfim%&ﬂTwW#F%¢74/? 7wt 2 A = (IFN-y)
IZd o T PD-L1 ORBBFE I, G5 LB % PD-L1 OFHL & ik o
AAFHI L ORI IEOHRERFE L LOBRELHD (&nmmmwmuzsw7n)
S 512, PD-L1 #3HI3H S AT, FURAS RN cD8 Bt T fiNaoimiais s
TTME 2 8 X4 5 23, #1 PD-L1 $U/&T PD-1 & PD-L1 ¢ D& A HET 5 &£ 0fla
EEEMENRET DL Z LR ENRTVD, T &mbpnmmljﬁ/bfﬁm PR

ASNE A FURER A2 T MRS O XS L T DHF O~ 2 LTHALILT
7

AT “ﬂﬁ%@m%mbpblwmﬁ%ﬁmWDlUﬁylﬁéwM) fhEE L.
PD-1 & PD-1 V> FEDFEEHRET S kv, BARBERE S T Mlanik
AL R UV AR 3 2 B AR S 55 T H%M%Tam DS EE A SRAE TN 0k YL LS
ZERRRE ATV D,

AU OEE S ARSI T A AR R VB Lo L BTSN
/NI AE RE 2 R b LR A S L. A, et O HERE S

n.

AR ORI T -3 R ORI L SRHEMSE R H oobh, BRI

EHHREM S D, Zixﬁflmj" PR ORI, BEOBBRE TSIy BRE SRR
W BB AT, R U EAITIE U7 WA 20k & AR A R B & i L O
BRI A 1TV B ORIEROSIC L 2BIER 3 B B8 10T, RIBRE R
£ RO EEORYU BT O LENSLD



3. ERPERGHR
UIRR A HEZ23ETT - RO/ NBOHN (R LR E CHRTE L AUE) ORE o5
MAAT > = E 2R OME 7T,

[ & #hit]

R - BB
OEMNE D HHER (ONO0-4538-05 5HH)
7T FFRA 2 G ERERE AR T AR 2B W/ VR IIERORE LS
% (ECOG Performance Status 0 & U8 1) 35 #l& 581z, AF 3 mg/ke & 2 BRERIET
RMFE L2, FEFMER THHEUE RECIST H4 K54 2 1.1 BUT -5 gk
HIEIZ LS CR XIT PR) 1425.7% (95%IEHHIXRD : 14.2~42.0%) Thotz, 72d, Hal
[ZERE LML 9.0% Th o 72,

CpsHMAERER (CA209017 3B) (N Engl J Med 2015; 373: 123-35)

77 F TR A E bR A G T AR TIIB M/ IV IIERORE R E
8 (ECOG Performance Status 0 & T8 1) 272 7 (ARAIEE 135 ). FE 2 248 137
) ZREIL, REX 258 E U TAR 3 mgke & 2 BRI TARTRE L.
TEFHAEE Th 2 A FM (PR [95%E#EKM]) 15, &RFIBT 9.23 (733~
13.27] #A. FE#XEA8T601 [5.13~733] AHTHY, iz &30l
o LER PEOCHERER AR LT (AW K 0.59 [96.85%1S18 X ; 0.43~0.811,
p=0.0002 (&5 log-rank Bi]),

1.0 5,

0.9 . \
0.8 RN

0.7 L\
0.6 Lo
0.5 N

0.4 o e

0.3 -1'-_‘” L‘LLL‘——*-—

0.2 ST

Probabihty of Survival

0.1

0.0

0 3 3 g 12 15 18 2% 24
Overall Survival iMonths)
Numbe: of Subjects al Risk
Nivolurmab 3 mgrkg

135 113 86 69 2 kal 15 7 Q
Bocetaxel
137 103 68 45 30 14 7 2 0

Nivolumab 3 mg/kg (events : B6/135), median and 95% CI - 8.23 {7 33 13.27)
© " Docetaxel {events - 113/137). median and 95% Cl - 6.01 (5.13. 7.33)

B 1 OS OBiHiAT o Kaplan-Meier B2 (CA200017 #58) (B{EA1{ sh-%H)
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(FERm - s )
DEPME T HERAE (ONO-4538-06 #U5)
75 FFRIH F G TR B A T A YR ARE 2 B B/ VIS ER O R T kK
B (ECOG Performance Status 0 &2 T8 1) 76 B xb &1z, A9 3 mg/kg & 2 WA
TAEEEE L, FEIEEA THHESHE (RECIST 4 FJ A LI RRIZESIHR
SIS LA CR XiL PR) 12 19.7% (95%{FHEIXIH] 1 12.3~30.0%) ThH -7z, 723, F
AT AT L BT 9.0% CTh o T,

OESE TSR (CA209057 3U8) (N Engl J Med 2015; 373: 1627-39)

75 FFRIE B ST L PRERE ST T A YRR B HI/ VI UL H RO IR LK
G FE (ECOG Performance Status 0 & TN 1) 582 {5 (RFAIAE 292 1, N & &/ 4% 290
B Amic, ReFdvr el LTAA 3 mgke & 2 B TR@iE L
FIEEHIE F T AR (Pl [os%EMiKE]) 2. A5 T 12.19 [9.66~
14987 B H. FEAXEAEETO36 [8.05~1068] WA THY . AFIL FEXFE/41l
S UBEFERIc T E AR E AR L (W FE 0.73 [95.92%E K] ¢ 0.59~0.89],
p=0.0015 [J&%) log-rank &€ 1),

1.0 -\\k..‘

0.9

.8

Q.7

0.6

e
i

Probabhility of Survival
&
E-%

0.2

0.1

0.G
[ T B T N T T T T N T T T

Q 3 1 g 12 15 18 2% 24 27
Overall Survival {Months)

Number of Subjects at Risk
Nivolumab 3 mgikg

202 232 194 169 146 173 62 32 9 ]
Docetaxel
290 244 194 150 111 88 34 10 5 i

Nivolumab 3 mg/kg (events : 190/292), median and 95% C1: 12.19 (9.66, 14.98)
-+ Pacetaxel (events : 223/290), median and 95% CI : 9.36 (8.05, 10.68)

B2 OSOPIBIETR o Kaplan-Meier BEf (CA2000573R88) (B{F& L sh o ®ED



(PD-L1ZE BRI B O F M K UL 24HE)

s B MRS (CA20901 738 & U'CA209057THER) (CilAAN LN EBED S L, &
BB O TPD-LI A 3 L =R MR 5 5 EE (LT, TPD-L1%IRE | L1 3,)
CETAERAE LN —HOBEOT — 125 & | PD-LISEB SR ERNIC AT
EIToT AR U0 RIILUTOEBY THhoT,

BRI L TR, RELEE T, PD-LIORBEEBIZL LT, KiE g 0L g
L TAAIRE COSHIER T D HFAFED L iz,

FERTE LR T, PRD-LIRRERI%RE DRSS P23 A L IZITREORBR T
ol (TH).

B, RV ERER, ERELABEELIZ, PD-LIOBHKI LT, ASOLESH 7=
Ty A NIRRT T,
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o4 ‘,\ . i b \\
: |
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Diveall Survival tiordiisg Crvetat Survivas (Months)
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106 87 7 £ 4 3 % ¥ 1 0 23 we 86 77 72 &5 27 i} 5 ¢
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3 CA209057 BIRO PD-L1 RHEFEH T D 08 OPHIEN O Kaplan-Meier #hi#
(£8 : PD-L1<1%OBEEE. F5 : PD-L1 2 1%OBHEHEH)

Nivolumal 3 metkg {events BRI median and 9% G 1715 (02.08. 2060
Doretarel {events 93123, median and Y5 C1 2 63 (2,10, 10.55)
Hazard Ralo (Nevoizmab 3 mpgikg over Docelazedl and 84t G 0,58 (0,43, D.02)
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(R b He )
DEFE DS (ONO-4538-057041)

F1 RBREERS%EOBER (ONO-4538-053%k)

BERAE FlE (%)
HAFE 35 {7l
{MedDRA/ ver.17.1) 42 Grade Grade 3-4 Grade §
%ﬁ'iwﬁﬁﬂ 24 { 68.6) 2 ( 57y 0
e*‘rm 2 { 57 ¢ 0
El uﬁfi&”ﬁ%ﬂ%&f% 2 ( 57 0 0
BBk T -
TH 2 { 577 0 0
B 3 ( 86 © 0
i AR XU SO R L L L
f{ast‘&k 5 (143 0 0
Fer kiR 2 ( 57 0 0
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GIEREE - IR o
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&%E;Q&Tmﬁwm,.‘ S T
KIEHERIRE ¢ 2 ( 571 0 0
A 2 { 5371y 0 0
i 5 (143 0 0
TR R B 2 ( 57 0 0

Fods. PR A 2 B (5.7%) | KBESS - EEEO TH 2 ) (5.7%) . MMERETE (¥
2 {7 (5.7%) .
M K*") 14 {2.9%)

Ve AL —FEEREE) 38 (8.6%)
(8.6%) . FIESHERERIE 1 (A (2.9%)

7% 1% infusion reaction 2 5 (5.7%) 2B bl E£72.
8 BRI, BRBES) | FEREREREEE

TR RERL

e R

ey

(=)

CGRAAET

FpR B BE R 35 3 171

B oo R IR E (R R R IR

iﬂﬁ%ﬁ\%ﬁ AR 57 S HE
g de - BlikZE. 5 & D H%ﬁ&(}\bﬁ’ﬂﬂ’% R DAL fo, AEIER IR B H
% (FBAREBREZED) 2a0EHRRE ST,



O EIARER (CA209017745%) (N Engl ) Med 2015; 373: 123-35)

32 LN 5% LOCBHER (CA209017 RRER)

k LY
BERKL Wiﬁ;n;;)
B \%E
(I\%ilgl;m/l ver.17.1) 131 74
o 4 Grade Grade 3-4 Grade 5
ZRHEH 76 {58.0) 9 { 6.9 0
BABRETE o T i e T S e
TH 10 ( 7.6} 0 0
=l 12 (9% 0 0
i REIEE R LU SRR O R T
A 13 ¢ 99 0 0
W _ _ _ 21 (16 1 (o8 o
femstEs ORI T e L L e e
XNl L 4 (1 0y 0
HEBRBL U SMEESE T R
R 7 ( 3.3) 0 0

2ok, MIEMMERBR 6 #l (4.6%) . KEBK - HEO TH 11 4] (8.4%) . HEREE (¥
F e SN EREES) 13 6] (9.9%) | FFHERERESE 4 #1 (3.1%) | AURIRMEAEREE 5 )
(3.8%) . BHREIEE (RMEMEETRE) 449 (3.1%) . TAERGHEAE 141 (0.8%)
& U¥ infusion reaction 1 1 (0.8%) iR bhiz, /2. BEORERE (FREHEBHERE
., ZMAIEE, BARHIES) | TEMEERE. sIfemE, 1 AR, Bk,
Hi

o BilBA, S EDBRA LB RIIRS L7, REIER BB EMEE
% (BARAEERRZ2ET) 2E80RERE R,

GER R
DEMNE T HRER (ONO-4538-065K5R)

#3 ZHERH%LLEOBEER (ONO-4538-06RR)

RERIN P (%)

AR 76 1)

(MedDRA/) ver.17.0} 4 Grade Grade 3-4 Grade 5

ERWVER 64  (842) 16 (2. 0
R AR AR TR 7 (%) 0 0

g%%%' o I . S . Lt
1k 5 ( 66) O 0
T 4 ( 53 0 0
B[ 8 (105 0 0
K 4 ( 53 0 0
A _ 4 {( 53 © 0

— - BFREER LU OWEE o e T
Iy 9 (11.8) 1 (13 0
BERE 11 (145 0 0
FE _ o i (145 0 _ 0

E%ﬁk*ﬁﬁ . st B T '_:_': T o K .
Y oo B L 6 (1% 2 {26 0



A E KT8 Pl (%

A 76 {7}

(MedDRA/) ver.17.0} 4 Grade Grade 3-4 Grade §
TONE L ORIl E
&+ kY7 AR ' ' 4 ( 33 2 ( 26) 0
RBKEGR ‘ 1 ( 14.5) 1 ( 13 0
BRI L T
RIS F _ 4 (5% 1 (1) 0
BRORER, BORdS EOMERRREE i i e
legedats! ' _ 4 (53 2 (26 0
B REd L O RIS 0 0 e s
F 9 EEE 6 {79 1 (13 0
BE 11 (1435 0 0
VEAR BB IR R 4 ( 33} 0 0

fods, PIEMEMIERAB) (5.3%) . KBS - EO THSH (6.6%) . MERE (¥
oo L ERESE) 10451 (13.2%)  APIRRERE T 511 (6.6%) . B IRBE AR #1067 (13.2%) .
RIS 1H (1.3%) . BeelEE REEREMETRS) 4 (5.3%) K Uinfusion
reaction 318 (3.9%) #SiR L, £, EEOKEREEE (KEHEIREER, £
BE, BRI | TR, 1 BINERIN, M. EIEMIEIME. IR - BEIREA
AL B B ONL AR IR Dz o T, ARRITERBBLRIR IEBE RS (R AER
Wehsl) FELEIELY .

OWF S E TR (CA209057 3B (N Engl J Med 2013; 373: 1627-39)

* 4 BEPEH %IULOBUER (CA200057 BEY
#E (%)

R RAS

Bk o
(MedDRA/ ver.17.1) 4 Grade Grade 3-4 Grade 5
2RI 199 (693) 30 (105) 0
PSS RS _ e
T4 Db R T 19 ( 66) 0 0
WEBEEE . Lo
T 2 (1 2 {0n 0
Bl 34 (11.8) 2 ( 07 0
Mt _ 15 ( 52 0 0
— - RHEEB I CREREORE | : L S
1 358 29 (10.0) 1 (0N 0
o 46  (160) 3 ¢ 18 0
fofs L oseEEE R R . : .
TEAREGE 30 (10.5) 0 it
FEHRI LU SRS B DA R :
BEEvE 6 ( 56 0 0
FERS L OTRERREE e
5 R . 24 { 84 ¢ 0
385 27 (94 1 ( 03y 0




7o, FEVEMENERS 10 6] (3.5%) . RS - EEEOTH 22 i (7.7%) . MR (F
F e AL EREEE) 26 B (9.1%) | NTFHRRERETE 15 61 (5.2%) | EIRIGHEREREE 27
B (9.4%) | FRHEEEREE (RAVEBIEMEERS) 76 (2.4%) | Bk - $EIE4 1 91 (0.3%)
K Urinfusion reaction 8 5] (2.8%) M3iE¥H bz, £/, EEOHEESE (BIEREBIRE
felf, SIMATEE, EAAES) | PRAEEES, RIEHEREE. 1 BUERA, Bk,
EREGENE, 2D BEERVLTRERS Ao, REERRR R ITEESE
2 (BEREHERETL2ED) 2 80EHEEETT.
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[HiE - ME]

Kﬁlj‘ﬁ’)ﬂ%ﬁl%%@ﬁ T FLARBLEY S ab— e . A3 mgkg (R
ﬁ)xjmm% VR THR S L72K @tﬂ@mﬁ¢#ﬁﬁ@ﬂ*nt T DR

. AH 240 mg %:&—} LBz i, A 3 mgkg 24%5 U BOBRER L ok

L’Cﬁnfﬁ%/bjﬂ&‘T*fﬂ’]&b}ﬂﬁ_%)@@\ BAABRE BV TEEESERINTVAH
W B (Q0mgke % 2 MR THRS) TAKIZEE U ROBRER L i U TR
AT ETFHENR (FE) AT BROBECE T A7 —# 10E-5% K5 3my/ke

({ET) X240 mg % 2 WM TR Y LBOARRORER & A2 i3 et b
OB A MRE T ABRE S E T RS, BB W TREBTTh iR
FROME - HEOM TEOMER RV 2RI ETFllEah T,

£35 AROEYBE T A—F

i - BB Crmax Crinai4 Cavgdia Cormsss Carins Cogs
{ug/ml.) {ug/mlL) {(ug/mkL} {(pg/ml.) {ug/mL) {ug/mL)
S meke Q2 (35-5; .;)0-8} “0'17?54-5) “12{1?39) (75.101,31 71) (27.612.':07> (42.7:'?27)
240 mg Q2W (51.712_.'?03) (15.22%‘354.6) (25.3;.1;7.8) (10;52_54) (4 1?'?53} (62,11(__”:3—,-)
10 mgfkg Q2W {14‘11.9;:9) (512.739.2) (79(.)00,'?14) (33;.9?32) (18:21.1213) (zsi?gse}

A (5% 95%50) . QW BRI, Cow  MIERERORMMITHIREL, Cainaa : SIS 214
B3 DRSS P Capars : FIEIRE414H B ETORHRFEFERE, Cue  EFREIZE
Uéﬁ%mﬁ$ﬁﬁ\mw:ﬁﬁ%%MMHaﬁﬁMﬁ$ﬁ£‘Qwudm%%wﬁféﬁwm%W
BepE
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4. HEERIZDWT

AFEEME LTHEMRENRT (2FRE) MBEoh Tna 2 &b, YAt~ H
YN ETE AR THALERD D, FO LT, AHORESNEY 2 EBE L 20 - 45
L, REOHEEICLY HEELRBEHRTBER LEBICIGT S5 & Bz, BT
OO~QOT R TEFHAETHEICBONTENTETh D,

D gz T

D1 TFRED (1) ~ B) OWTRNPRKEETAIMR THE I L,

(1) BEASBAESEET DA BHFESBILIRRS EEF R A SFREENL LR,
7S AR BRI AR e, MU ABBIRRE A2 ) (BTcdE 7 A 1 BG4 - 436
HEEk)

() HEfihenbs CERL3I &4 A | HIEA 86 Hsk)

(3) FERRMEPIREET 2N ADFEERM (B ABFEIERE RN, A DN
B AHlE, A SEEIEE R e &)

(4) FhRALFHEE A IR E U, AL FRE e | O3 bR 2 Ok
KRB ET - T AR (E30F7 A 1 BFFR 2516 Migk

(5) HrEEM:NEEAI LT EEEME OMREEIZELI BB E1T > TV D e (2% 30 4 7
A1 HERA ;1297 fEsR)

@-2 BB LR R CRIERBREEO XIS IZ -4 2 e & R 2 FoE (THEo
WS T AERM) A, NEBEHOFRACETAEROBLE L LTEESN
TWAZ L,

#

o ERRGEIRGE 2 FOPMIHERE T L7nEIZ 5 EL o0 ATEIRRO BEE A
ToTwWAIZE, 258, 2§, PAEYRLEEZ I LEBREESOUHESL
IToTWBI L,

o [ERFIRESR 2 EOPEITHEAET Lz 4 HULOBERREREE L TWD
TE. Dt 3EL LR, MR AESIEEE SRR ROBENHE LT
TWHZ &,

@ BRAOEERFEREBOMERIZOWT

PR W OB P REMS 2+ AR AFELRRBE LB OHE
W ANHRLNNIIT LA ERIRE ST WA Z b,
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® BUER~ORGIZOWT
@-1 MERRERHIICEE T A E G

MM MERSEORELANEASREL LRI, 24 FFREBHRER O T, Y%kt 2
POEERER C BT, BELUAZBIERICE U TAREHEV CT SDRIEH ORI &
EHAREORRESYAPCE O, BB ICRHERERERHPESTHhAEZ L,

@-2 BREEEIC L H5EFFSHNICET BN

BABE D DHEMM MR A CHEE A T OEREFEE VRN E=F U 7
EFEHOEEROAZ ) —o FEITOERE S HRELGTE DT — LEREHHHE
& TWa 2 &, ok, BiitcHllzonWT, RARH L ZOEEICHRICEMmENT
WAHIZ &,

@-3 BHHER OBHTosI B LT

BIVER (TR MR BT 2, SEAEARIRE R, (Ot Whde. BRURUEAE, KBA.

PER, SEHEO TFHI, BRI, FFASE, THGEREE, JFa. mE{bpElag %, AR
H%ﬁler"%:‘ TRAHRGEREE . AT, BEY (B4 RREMERERESD),
HlEsEE . M, R EREE . ARk ZAeE . infusion reaction, T A i RS &
dER & BRI, AR, PR, REORIERIG, WHRICESE. OMIEEFE (LT - &
Ve - D EMMAMEESE) |, RIS, AL O LT, MRRMER S)UTE B E RO
S A A D IEM & L (BUER OBB-OISCEH L THRER Uz T bR D
FcdHhA T &), EOIEAMEN TE SEHRIPE > TNA T &,
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5. REMBLROBE
(& BT 5 %IH]
O TEOBHFIIBWTAHOFIENRIESILTVD
s TIFIRAEGURCTRIER YA T SURAELIB B/ VE SUIEROR

T RmRE
o TIF A E ST R F T D UIRT LR TR W/ IV I E R O
R LR
728, ERT LEE CEGFREBE T REEXIALKR S BB EF ok v TR
BHlE UTEGFRF 2 % ¥ % 7 —EHERIUIALKF 2 % ¥ 2% F—EHEA O
IRHE A 2B,

@ FRIEATIBRFICHT AR ORGSR OER T ECOWTIHE, R0
BT ERTELT, AROBSHHEE L0,
o (bSHEERIBE O B
o ilTiRamBb L
¢ fLOPUBEMIERA & AL TR Sn 5 BE

@ KRR A BT A 0 (HARBESM) (28T, ECOG Performance Status 0~ 1
G0 75 BELA b, XX ECOG Performance Status 2 P B Tix, 8 3 AU A
(Fe# &%) OFRAFEAHRISNTRBY . 755 0o MR AT 3L
WA SRRV -2k, TOBRE. 7T FFEBIORERRB RS E L

3 BAPUEA A COBEE LT T A RISV TL, AAORELZETX 5,

@ AHIHEAFMHRBRIZBW T, R ERERUIER Y EBIEOWTFhofB o

' W FEY S AREICR L OB R ulléfm'm\ D 1oL, ERELREED
BETIE, PD-LIBHERIILDVEDIEOHEM PR D Z EPRESNAFRERNEDL
NTWDHIZ EMD, ERT LEBEOBEIC kb\fciPD-Li%ﬁfﬂ+%ﬁEp Lz ETA
FIOP G R E ORI A 55 Z LR E L,

G0 BCOG @ Performance Status (PS)

Score | AEH

0 | BB FBTED, BFEATLELAFERSHIR2JITR L.

PIRENC B U TN BIRR S N 25 A3, BITHIREC, RERECE - TOERITS Z L3 T& 3
7l gV EE, BHER

FITHRETASOHEOEY O 2 23T < THEEIERIITE 2y, BRO 30%L EiZ~y FA4TB I3,

RONT-BHOHOEY O F UvTEeG, BPD S0%ELEES s KRR 27,

FRRVE R )

ELEN R, BOOHEOEY DI FEBE]TERN, BRIy ROBTTE DT,
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s PD-LI BBEDR [%EHTh D I &N S ER T EE BB IRV T,
BHI, FE 22 A SORFUSAOTESEEEA O 5 A B+ 5, T

o NATRY AT (BEFHIEZ) oo u=d oREiEE (BGE4  PD-LTIHC
22C3pharmbDx  [# =] ) 122 v PD-L1 BBISEL MR L ERE LB OBE
Tho>T, KFOBWFE (BRFE4 : PD-L1IHC28-8pharmDx T# =) } (k2D
FRANEEEA2E ST, ST OXRE LB Z AR OREOE 2 HBeTa
De

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

2016
Ve etiic B4 5 FIH]
o T nlii\—n/C BT HBE IOV TERAROREPER L ST D kb &5 21T
BIRVNI E,

o AAOA I LREUE DR RED & B IR

@ BERTOREICB VT FRICHS T2 BH oW TR, REIR I Sy
PR, AL OIEFERTUE A A2V SR Y M ARIEEH T D I L REETED,
o RIEPEMEB ORI HLBEIEO 5 5 BE
o MEIE{E R TR E 2R D B R ONE B o0 O B A 0 g I
WO RIS LR A LN D BE
o HOHKLEERBOSH, TBMENLIE L UTEREO B DR BRBEOMTERED
N
o fEdSEEEIE GEMRTRIABHEIEL S OHDBE
o EERORYUIETE A AT O RE
»  ECOG Performance Status 3-4 7V o> g

WD e g L L DFUEMEEB A O 51050 T, *T*%: EERE ST D D Lo, BER FEE LA
LDEVERIOBEOBEINAH A%, ESES SN LW S BE GRESE) Lo TIHEDRY
Ty,
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6. BRECRLUTHEETREFR

@

@

AT SUE BTN L B RRAE S DR A A BRI LS & ARAF O M K USE IE i

HO D BB ERE Hc B L ThoEETA k.,

BEBIAICT B BE XILF OFRICE IR R A L, REre

ThbRETHZ L,

FERELBEIZB T, PD-L) B L HERR L7 b CARIO Ry 5 ] 4 5 Y974 4

T EMEE LWV, PD-LI BHESHETELVEAILIE, AROMEAO®EES 5

I ENE ST Ul i = A B S

FREWER D3P A M2 T

o WHEMMEERH LRSI LBHIDT, ARIDBREI 57 - Tit, BHE
RN, Mk, BEVE) OMRE UM X SRE 0 gk, BlEs 44
Kﬁﬁléait\%%ﬁmtfwﬂ(ﬁ\m%v—ﬁ—%ﬂmﬁ%%ﬁTé
&,

¢ ARFOHEEGIIEED infusion reaction 12l 2 TRAKIZ 4+ noTE B it
Bx2IT-7 ECHEET 2 2 L, 74,2 BB UIBEOARFIE 5052 infusion reaction
MBLDONAEZELHHOT, RS T RUAAIX S T8I A 23 A
PERBET LT, BEORELSICEET S D L, 735, infusion reaction %
B LB EI0E, 2 ToBEECERZERIZNE TS & o s
THIE,

o FHRIREEEREE . TEAMEREERVRIBEERH LA L BHL0T,
AN O F G- B AR AT R O 5 AR P 2 9IS N I ERR T (TSH., 38R T3
HEHE T4, ACTH, MY = AF Y —LS0RIE) 2E+52 L,

s BRIOEEICEY GREDHRIERITICER T EE L LN D2 R EESRE
BHLONDIERDD, RENED LN-BEIIT. BB L-E8I0E0
%W%Q%%kﬁ%%ﬁﬂ@%&@%pfﬁ@&%m%%%ﬁﬁx@E®ﬁﬁ
FOSIZ & 2EWER BN DB AT, AFIOERE 2k | R OB KSR
NECRIDRESEREBEET AL, 2B, FIBRESLE - OBEZ L0 a8E
MOUFERED LR2WVEEITE, BIBEERAT LSO L iR o8
LEETS,

o RERTH. BOEMO LI RBRE LT LRERBBET A LR H 570,
FRIOBEGHETRIZLEFEAOREIZHHZEET S,

o VEREIRAS (BUE | BEIRR A ST b bbh, BERBES hT Y -
NEDLIEPBHDHOT, Al Bl EHESEOEROBRLMMEED L5+
MEETAHZ L, 1V BERE DRSS IIREETIE L, AR LR
O GHEOFORMBEEITI Z &,

ARNOEERFEIZB T, &5 G 9B, FRLERIE, BEREGHD 1 &

ML 3 ER ST Z EICHMMEOR 21T » T 2 & 28800, AR5

EMPCERRE THROMRELITI D L,
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(7E£2) Bk

e HESG . R BB L R SRIER OB E S

< FEFFEANERERSHBE>

B A2HRIMN O 5 5 %?
A GIF LTS BE

REEH LBIYEORDA D BE

i A RBUECHERO h D EE
PR IR L T D aTREME O B S BE

< R H X AMEERS L LRE S
B O & 5 B
ﬂ%&%&i@%ﬁﬁﬁw%%%%
B E & 5B

BHEEOH HEE

TR & 5 B

YT S A REE O 5 2 B

< ok & e O EHER >
B HEINER

S -Jﬂj;iﬁ.“f-f']/r'?fri/”—

ByE, WA, ETREREREE

& T A a
MIE MM, AARARIE
DA

FREGME e R EE (DIC)
B, S, S Rigg,. KB

A LA
BPERRIR AR T
A MERESS

R REELRIASE Y (Stevens - Johnson JEBERE) | FPEEMEFBIICAE (Lyell iifslE) |
D7 A= F MUKREE, PRI - R
e, BRIk AR AR AT

R

ﬁﬁ%mw%yﬁtAﬁwFﬁﬁ(yﬂm}

BE O PIRSOREER M, RIS, EOHES ORINEERRE,

Recall IR%8
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%
Dt
Do

BosfE HHEE T A K5 A v
=R~ (BRiFHEBEZ)

(JRF4 : 7V — RN AHRE 20 mg, 47— FRERHFE 100 mg, 37—
R A 240 mg)

~ERAE~

WRrk2 982 (ffn24E2 HekED)
JEAE T BE



B &K

T U®HIZ

AEOFE, TEREF

[ B

FEERIZ OV T
BEME LI HBEE
BECBRLTEETNEEH

R R

P2
P3
P4
P19
P21
P23



1. ITL®IT

E%%@ﬁ%%-fé%@ﬁ%mtmm@ %Hiﬂé TEASWCEEAER AR S
Bha, 6L, TEORFEEHFOERIC LY, FURERMZR C O SEH L HRIERS
#E%&ﬁﬂ%éﬂé¢1\:n%wﬁﬁ%%ﬁubﬁtﬁ%ukﬁ¢7:km%%®
a%&&oiim R EOE S LB AT E 2016 (A 28 £ 6 A 2 ARRIRE)

IREWTYH, BHMEENEOEROREE{LHEEE DI IR T3,

FEERSFERML, BHERCEE T 7 s A APETFEOEEL LALLM CE

ZERDD, O, AMMERVEAEICETOERSSERTAE TOM.
UHERROBELE ST A I LB Ih I BEIIH L THERTS E L LI, BYE
MBEE LB LELG N R E D e~ EOES 2R/ T B TR
THLILERBEETHD,

L7iio T, BT NT 4Tk, EERSINRETILE LN TV D ERIEYD
FlERh BT %o%\uTwLﬁmwﬁﬁ&ﬁ%%%@ﬁgﬁﬁmeﬁ%@%#\%z
FROEEFHEETT,

ks, RAA KT A %, MSITEE ARG EREESR SR, ARTEEBEARKR
BEARNEE Ly, — AL E A BARERR R E 2 O FE A B RRERES0Gh
O EfER LT,

g A DEEL ATV — A AEEE 20 mg, ATV — R E 100mg, ATV
— AR AR 240 mg (4 =R w7 BETHER )

HEERAMEIDR - B RN

HREGARERUASR @%, AREB =R L7 (Bafiz) LT, 1[? 240 mg
% 2 B TRMEET A, L, BHEREEIZ R T iR
M EOHEE, HEHET 2 VABETET S,
ARG EIER A tﬁﬁ-“w‘?ﬁ'ﬁaﬁﬂgﬂ”ﬁ LTAEY AT (BT
Z) EOFRT AR, BE. AR =R~ 7 (EETak
&)kLT\fﬂ%mg%Sﬁ@%%T4.ﬁﬁ#&Téo%®
#, =R~ (BEFEEZ) & LT, 108240 mg % 2 EH
fild T AT 5,

o B 5T ¥ NBRIRS TS

(B5)

M RAECET D YR A SRR SOmg (— X4 (A B Y b7 (EETFHIRL)
DEHREXTRAR, RIERUHE
BhoBe 3L A R ARBYIRARER B R
ik R OB @8, RAZIEAE) A< GEEFHEEZ) L LTI R 3 myke
(k&) % 3 BMEMRT 4 BELEREFET 5. 2k, thobiEr:Es
Al HERT2HE L. =R~ 7 GEE M) LT 2 &



2. AHlORE, EREF

A7 O — R AT 20 mg. BELEEFE 100 mg L UNR SAERE 240 mg (—f% - =
R GEETFAEZ), T, IRFL Evo.) i, PR TERSH L AF
w7 2% (BT UARL - ~vAF¥—X R747 (BMS) #) %L b PD-1

{Programmed cell death-1) {245t M 1gG4 £/ 7 a—FAFKTHD,

PD-1 i3, JEMEAL L7z U »oRBK (T HUIE, BABaR U F 2 0% 5 —T #l) RO
BiAHIAIZSET 5 CD28 7 7 2 U — (T Ml OIEIE L & HEBV AV IE & AU 5 5
FHE) BT AZENETH S, PD-1 HPURR T CRRT S PD-1 Y A N (PD-LI
FBIRPD-L2) EdEE L. U e RIS L v RE LT Y R OTEE R R
QICHET LT WD, PD-1 U > FIEFUSEEFMIRLIAIZ &~ OfRx ZeIEHRIC 2B
LT, BRSO L EEME o RIT 5 PD-LT OB LR OEF
Wi & ORI AOMBERENSH D Z &8 STV A (Cancer 2010; 116: 1757-66) .
L E +T@@¢ffﬁm%&MTm@ﬂj@f?%x&—7xu/ﬁ/vmmw
2o TPD-Ll ORBAFE SN, R LIEEEEICRIT S PD-L1 OREBLEHEO
ETFHIN & ORNCEOMBEERSH 5 & oMlds b H 2 (Sci Transi Med 2012; 28: 127-37).
& 512, PD-LI #0858 &7 8 AKIBREE, TR R CD8 BitE T Ml o MG &
AR A, B PD-L) ST PD-1 & PD-L1 & ORHEMET D & O/
BEEEAEET D2 SR ENTWD, 02 L0v5 PD-1/PD-1 U 4 FEEFSIE, 28
AR S PR R R T ?ﬁﬁmamv‘)wm%ﬁ%lmfﬁﬁ"éifﬂ%Jfﬁ@--ﬂ& LTEZOLNTW
%,

ARFIE, SRR OFE B 6 PD-1 ORI (PD-1 U 4 2 RS &) 12656
PD-1 & PD-1 UM FEDERZIMEST LI LIZLN, PAFURK RN T -ﬂﬂ}iﬂd)ﬂ}
PR BN AUHIER 2 R4 2 AR S EIE M £ IR T 5 2 & TR e BUIRIE A R A R
ZEBHREEN TS

$M®Wm%ﬁﬂﬁﬁ<ﬁ§@%ﬁﬁﬁ’ AEIWER SN %f AT
""" Tnu?ﬁ‘-‘b‘iib%')o KA O E R R U GEIDE, BEOBRRY ATV, SE DGR
mbhtﬁﬁ %%LL%%NMLt@%%qﬂmkﬁ%%%ﬁFf&ﬂ% i
ARSI 24TV B ORI L 2 EER LA 58T, BIRLE R
ERI OB ROWMEIAAERIT O LERDD



3. BREERREE
B BRSO AR 21T » - E A BRSO g 2 5T,

[H2tE]
OEPE 1B (ONO-4538-02 35R)

ERAANY L (LLF, IDTIC) £ .) 2 & B RER e 64 2R aUEReE 2 1
W/ IV X iAo 20 BafEBRE (ECOG Performance Status 0 U 1) 35 {fl & &1z,
AH 2 mgkg & 3 HEBMR TABERE L, ZEMEEE THHEPE (RECIST ¥4
FZ A4 LI MUCESPRRIFICL D CR XL PR) 11 22.9% (G0%IEHERE © 13.4~
36.2%) Th-olz, 7o, FANCERE LZMEIL 125% Tho 1,

SENE L HEFER (ONO-4538-08 AER)

L FIRERBEORIFURFELZ U/ VE IFROBEBEABEE (ECOG
Performance Status 0 }2 T 1) 24 7 2 5cb 810, &K 3 mg/kg % 2 BT Cad#E L,
FEFHEE Th DL (RECIST FA KTA 2 1} BUZE-S< PHEIc LD CR
XL PR) 11 29.2% (Q0%(EHAIXI : 16.7~45.9%) Th iz, . HHNCBEL -
EiZ 6.0%Thot-,

B HIARER (CA209066 ER) v

veraf ¥ 7 APIE T 0 L AEEGFEEY R 1 2 Bl (LUF, IBRAF) 2 95.) V600
LR O M F R EATEE ORIGUIBRTRE 22 TEY/ IV S35 38 o0 35 1 B 0 i R 3
(ECOG Performance Status 0 LTV 1) 418 {5 (ARAIRE 210 1, DTIC B 208 7)) %5t %z,
DTIC X8 & U TAA 3 mg/kg % 2 MR CEBFE LR & & 0B LTSS
AMET L7, TERMMIHEA ThH DTN (LLF, ToS) &vv9,) (il [95%(E
XD OPREBTEE S, AFEL NE” [NE~NE] # A, DTIC 8T 10.84 [933~
1209] #ATHY ., AANL DTIC (&8 LFFHFMICHERERIEEA R LE (~F— i
0.42 [99.79%{5HEIX R : 0.25~0.73], p<0.0001 &7 log-rank # ], 2014 %6 A 24 A
F=FHy  FT),

*HEETRE (T, [



—A— BHI
Do HPIINT LB

¥ ¥ 1 N v T T ! 1

o 3 6 9 12 15 18
at risk3 SRR (H)

AIWEE 210 185 150 105 45 8 0
HHIVINS LB 208 177 123 82 22 3 0

H1 0S8 ® Kaplan-Meier g (CA209066 AR

@UFAMEIERR (CA209037 #6R) ¥

Sy AT GEETHIEA) GAT., T4 Y av7] &) ) it BRAF LEH
i b E R A A A A YRR A MY/ IV Xt R OB EAERE

(ECOG Performance Status 0 J2 U8 1) 405 i CAGRIBE 272 61, {5k (DTIC Xt AL
WA S F L ) ZEE L OOFRD B 133 ) AxtRis, (kEREA s LT
# 3 mgkg & 2 EMETHEHELLE S ORDER U ot & et U, EEaE
W Th 52003 (RECIST #H 4 K54 > 1.1 BUZ#E-3 < oufliE@ln o CR 3L PR)
TN TARKI A 5 S TR AN 120 Al 2R R R ER] & LTI 21T o 2R R,
ERBET 31.7% (95%(SHIX - 23.5~40.8%., 2014 FE3H1W0BF =% bA7) T
bt ol BENCEDEOMEERT LTy AhoTs, b — 2O FHEFEED T
A 08 (il [95%SHEKED 12T 182 o ~ v N (L) #iz T RS
B AT o T g AR T 1547 [1239~NE] #J1. {LFFERE T 13.67 [11L50~NE] #
ATHY . BAFLEREIS LR EMICEBERIER AT S ol (V- Rk
0.93 [95%{Z4EIX R : 0.68~1.26]. p=0.6299 [FEH log-rank BRE], 2014 % 11 H 12 BF
— 5 H o AT,



GEIPNE TR (ONO-4538-17 W)

L FERERIBFEORBYRAELZ N/ VB EHROEEBEaEERE (ECOG
Performance Status 0 e UV 1) 30 il st &Iz, ARA| L A E U AT &G (LUF, TAH)
+AE VAT LS B'E L, FEFMER THLEDE (RECIST A K7
A 2 LTRIZE-S < PO EI LA CR X PR) 1E 33.3% (95%IEHE X[ : 17.3~52.8%)
Thole, ol FEIIETE L-BEBEIX238% Th-T,

A I mekg (RED) Lo BV Av 7 3mgke () A6 B 3 ERIBNE T 4 BEETE L #.

AH) 3 mgkg (FF) & 2 ERME CEBE L, FRESECLVL TR, RBERIZERS L,
A EY) A TR RORSR TS 3045 FoBRY B TIRS 28E L,

OB IAERE (CA209067 k)

1L ZA B TR M DA VIR RE 2 T/ IVE o B B AEE Y (ECOG Performance
Status 0 UV 1) 945 6] (AFI+ A U w7 "B 314 1, AFIBE316 6], 41 2Y A=
315 ) Az, A ) AT HREEFRE UTEKRF A 2 w7 B E R UERE|
B ORI RE L7, ZEFMIEH TH 2 08 (F Ui [95%E B 1)
DRFEIERTRE RN, AH+A YU A= 7T NE [INE~NE] # A, AHIEETNE [29.08
~NE! #H, AV A~ T7ET 1998 [17.08~2461] TATHY, BH|+A4 U hvT
B RUARFEGITA BV L= 750 UREFORTEREERE 203 Uk (B -+
B AT - R 0.55 [98%IEBIRRE - 0.42~0.72], p<0.0001 [J&5] log-rank
BIE], AANRS - o~ FLE 0.63 [98%E K] : 0.48~0.81], p<0.0001 [J&5 log-rank
ME] 20168 A1 HF—# v h47),

* AA  mgkg (RE) &4 2 ) A7 3me/kpg FRE) 2B B3 EBIMR T 4 BAEHE L 2%,

A% 3 mekg (FE) % 2 BEMBECRETE LS FRRERBIE T, AflsROIDES
L, A Y A7 IIARORESET AL 05U LOBRBESWCEELBGL -,

1.0
0.9
0.8
0.7
0.6
0.5

B

-
-----

041 Sk FM+AEULTTR g
03 A EFRE e

0.2 D AEYLITHE

0.1 *  ARUO : T41Y
0.0+ . . . \ . . i . . . . . i
D 3 5 g 12 15 18 21 24 27 30 a3 36 39
at risk &EHHM[ (A)
AW+ AL ITER 34 282 265 247 226 221 209 200 198 192 170 49 7 0
AE|EH 316 202 265 244 230 213 200 191 181 175 157 55 3

AESLITEE 3156 285 254 228 205 182 164 149 136 125 104 34 4
2 0S8 ® Kapian-Meier Bt (CA209067 3§k)




ks RO REE e BB EIEBRE F R RICFAl+ A B A T REII OV TR
L4 1 B (CA209004 3B O adk— b 8125t 278313 (modified WHO A
2 3 < CR XU PR) i3, L FEEATAii s T 46.4% (13728 {7, 95%(EHIXH]
27.5~66.1%) , (L REELRIREE T 38.5% (513 f, 5%IEFIKME @ 13.9~68.4%) T
BHoT.

(PD-L1 # BRSO T M R O )

WS ISR (CA2090673 ) (il AN LN BEOT —&ci-S& | JHEH
B OTPD-LI A FREL L - @B S0 %S (LT, TPD-LIRBE] Lvo,)
TR 21T - M R R EMOFRIZLTO LY Th- 72,

APEIZE LT PD-LIZEBLEN %R (PD-L1<1%) OBEHEE & iz L Ti%ll L
(PD-L1=1%) DEBFEATA U A< 70 LRBEHERIECAN AR 27 (T,
k. REIFA U A THORENT 07 7 A EPD-LI< 1% D EHEH EPD-L1 2
1% BE R TR TH > 7z,

POLARBE 90T . PD-L1REF1%ELL
) ) 0 Py,
o T
ae RENER=aNY
Ge Ay e
P ,\\}“ )
. ey S
- .y ey
- 0€ x
2 N T £
Hoosi — e ¥ oS R
® T = .
UL e A Ao ULTIR F T o W1 LT T 5
i TH - -
L ] OB A -
0l A AEdATIH 02 O AEULYIE
o1i HLARUO WY 01 ¥ ARUO 1194
¢ 3 & 3 12 16 t8 2% 24 27 A3 33 3B 39 0 % € 9 12 15 1R 2 4 27 W 3 W% 3@
atrisk 3t SR L at risk# £RER (A
EWAACULTIH 125 113 02 o1 82 82 7% v4 76 72 B0 18 4 0 KREACYATTE 155 145 132 07 M6 112 135 102 01 98 85 27 3
EME 17 503 B3 6 T3 85 62 BB &7 5% S5 W 2 9 FRE 171 165 152 148 138 131 122 M7 142 109 98 36
AYLTFH 113 66 8 e Fl #4157 AL 4& &332 14 H [ AENLTTFR 164 155 138 126 115 102 BOD B3 I 4 84 2

3 CA209067 BREBRD PD-L1 BEERTD 0S @ Kaplan-Meier iR
(B : PD-L1<1%OBEERH. FH : PD-LIZ1%OBERE)




OEBELRFEIMAHAR (ONO-4538-21/CA2092387RER)
sTetERE O Db/ 8/ IV OBERAERE 906 5] (AANEH 28 2 &1, KA

45341, A ) AT (BETHEEL) 436D 2080, 1Y) A7 3WBeE LT
A3 mgkg & 2 ARMNR CTARMBE L L S OHPER LS E A L, TEEEMm
HHTHHLMRBAEFYM (bl [95%EHKHE] ) oPREMYHEEIZ. AHET NE

[NE~NE] ZH, AU A< 7HTNE [1656~NE] #ATHY, KANTA U A7
VIR LBER SR EREER AR L (0 — FLE 065 [97.56%S#EX 1 : 0.51~0.83] .
p<0.0001 [BH log-rank BE], 20176 A 12 BHF—#H v b F V) .

¥ AJCC (American Joint Committee on Cancer) RE4ME (B 7D 1233 < FHE,

1.0~

—A— FHH
G AE LT B

0.9

0.8

0.7

0.6

0.5

0.4

i bt HE o 38l 2

0.3

0.2

0.3

0.0

1 T 1 H . 1 T T i T T T

o 3 & 9 12 15 18 21 24 27

at risk3 EERLTFHREAA
AFIBE 453 309 353 332 311 29t 248 0T 5 0
AFLTTEE 453 364 314 269 252 225 184 56 2 0

B4 SBERAFYWERO Kaplan-Meier Bift (ONO-4538-21/CA209238 RE)



[ 2tE]
OEAH D AHRE (ONO-4538-02 3R

FEEISE (100%) Eb L, AL OREMERGTE TERLVWEEERIT
30/35 i (85.7%) 1C3Eb Bis, RN 5% FORERRTROLEBY Tho1z,

1 ORRPRS%UEOBHER (ONO-4538-02 BRER)

BEAATE FiE
EAE 35 B
(MedDRA/J ver.16.0) 4 Grade Grade 3-4 Grade §
2RIEA 30 (85.7) 9 (257} 0
PsHBEE TR B S R
R IR (R T2 C 5 (143) 0 0
BESBEE U T e
T 4 {114 1 (29 &
i 2 (57 1 {29 o
nM#k 2 (37 0 0
—py - 2BEEL LOREEEORE S Ce e
HH 5 (143) 0 0
Tl SR : 2 {37 0 0
R 3 (8.6) 0 0
AR SRR R . R T U
Ry 257 2 (37 0
B FRAR AT o T R IR P
ALT 140 4 (114} 1 (29 0
AST HIMN 5 (143 2 (57 0
TR e g - 8 2 (57 0 ]
i CK 80 5 (14.3) 3 {8.6) 0
e 7 L7 =i 2 (57) 0 0
o7 oy N 2 (37 0 0
i d: LDH B 5 (14.3) 1 {29) 0
i TSH b 3 (8.6) 0 i
i e TSH 8848 7 (200} 0 it
CRP #5m 5 {14.3) 1 (29) it
RS ER B AR 4 (114 0 9
y-GTP K70 4 (114} 4 014 &
B o JhiERE 2 (3N 0 )
S =R 2 3 (8.6) 1 {29 0
USRI A s (143 1 29 0
Fi ERkE R 2 (57 1 (29 0
ErEATRERT 2 (57 0 0
i B b 257 1 (2.9) 0
3% i F R 257 1 (29) 0
P i BR s 6 (7.1 0 0
WEHE T3 0 2 (5.7 0 0
PERE T3 L g {229} 0 0
WEBE T4 Bl & {171} 0 0
WERE T4 80 2 (57 ¢ ]
Um0 3 (86} 0 1]
e ALP X400 5 {143} 1 (29 1]
PR AR R 3 (8.6 o 0
FHHE A — D 2 {37 it 0
FREETRENh ] 2 {57 o 0
N - BV N = b ol G ) 4 (114) i 0
i CK R 2487 ¢ 0
BERRS L URSEEES _ . e . o _
AH I _ 26D 0 o
WERRIEE . SERTERRR R, S R LRI
nSLEE 2 (57 0 0
FtE = o — 2 (57 0 0



BEANRSHE (%)

EAE 35
{MedDRA/J ver. 16.0) 2 Grade Grade 3-4 Grade 5
S LOE T e B A O o S S e e
HEL 6 (17.1) 0 0
D : 11 (314} ¢ 0
2 2 57 ¢ 0
B4k E A 2 (57) 0 0
NEHRTE R 4t 2 {57 o 0
R g2 4 {11.4) 0 0

feds, BIEMAMEE 161 (2.9%) . KBS - EROTH 1 (2.9%) | 1PXEEHE 4 4]
(11.4%) . ATHERERRTE 5 Y (14.3%) . BHEGEIEF 2 81 (5.7%) . AURERHEAEREE 8 fi
(22.9%) . BIBESE 18] Q9%) . EEOREESE 16 2.9%) BRUEE 5L 1§
(2.9%) B BT, F7o. THEREHESERT., infusion reaction, 1 IR, M.
EFEA SR, A - BRI, DB, Bhgk, BT, HERURRATT/ I A F —RUMR

AR EEL) ¥ BUHIEREFT.

OEME T AHRER (ONO-4538-08 A5
BEFRIL 2224 ) (901.7%) ZRH LI, ARECRRERATETERVWEES
B3 1824 1) (75.0%) (2R BHALD, BEEN %LU EOBHERII TRD B Tho
7
#F2 RBEBN %L EOBEA (ONO-45358-08 BB

A= N A3 (%)

EAGE 24 )

{(MedDRA/J ver.18.0) 4 Grade Grade 3-4 Grade 5
SREH 18 (75.0) 2 {8.3) 0
P T e T T R e s T T
SR ARRERE IR T 6 (2500 0 ]

B0, 2 {83) 0 0
—f - AR L U S M O SR HEDERS SR IR
weEg _ _ o4 {67 o 0 _ 0
EEpk s Er S R s e ERTRRIEA
{EEm 2 {8.3) 0 G
KB hosmms - SRR B AR UL S
HERRGR S 2 (83) _ 0 _ ¢
MERES, BT L UHOREE ST s T T
REEE o 2 {83 : 0 G

=} 5 {20.8) 0 0
T 5 {20.8) 0 0

W EERRS 2 (8.3} 0 0

frds. REGHK - EEO TH 24 (8.3%) . AFHEAEERESE 1 6 (4.2%) . T HEfaeEE

1A (4.2%) BORIRBREREREE 7 ] (29.2%) PR LNz, Tz, FEMMER,
fREREE (F 7 - A ERIY) | BREEES (REETMEEERE) | 8BRS,

10



infusion reaction. | BUBEFRS . T O MMEE (RURKBEERRE, 2AN., HXE
wEE) | Mg, MAESESRE. BN - BEREK. REIBEK, DERR. MR, IFR. B
ESRMRARE / S A 2 3F — R UMb i f /B PR SR BB ISR O b L e o 7o, ARRITEH %
ARG ES (ERMERENE2EE) 2 30EINERERT.

@ES I HAER (CA209066 #GH)

FrE g T AR 192/206 5] (93.2%) . DTIC BF 194/205 {5l (94.6%) [T b, iR
EASE L O [R BBEME AVTIE T & 70 ST ANRIRE 153/206 171 (74.3%) . DTIC B¥ 155/205
5] (75.6%) 1B HiLTz, WTN OB TRILED S%LL LORIERIITRO LB T
i,

F#3 WP RSOBETREEMN 5% EOBHER (CA209066 BB
HIEL (%)

1T P O
E)”;Ejg” H AR DTIC
(MedDRA/I ver. 1 7.0} 206 1 205 £ -
4 Grade Grade 3-4 (irade § £ Grade Grade 3-4 Grade 5
EIEH 153 (743} 24 (117} 0 155 (756) 36 (176} 0
HiEs LU o R o 3 o o _ : T
R 0 0 0 23 {11.2) 9 (4.4} 0
i AR AR 1] 0 o 21 102y 10 (49 0
B EE EUUR U T _
% 22 (107 0 0 25 (12.2) 0 0
THE 33 (16.0) 2 (10} 0 32 {156} 1 (0:5) 0
Flr 34 (16.5) ¢ 0 85 (41.5) 0 0
g 13 (6.3) 1 (0.5 0 43 (21.0} 1 (05 0
—iy - pEEER LU o R _
$EFTHE 21 (102 0 0 25 (12.2) 1 {035 0
B 41 119.9) ] 0 30 (14.6) 2 (1.0 0
FH 15 {7.3) 0 0 10 (4.9} 1 (05 0
Rl DU EEE o _ _
FEEREEHR 11 (5.3) 0 0 19 (93 0 0
e TS L U SRR o L - SR
e 12 (5.8 0 0 3 (1.3 0 0
WREE L N L AR TR
Bt 9 (44} 0 0 14 (68) 0 0
HRER LU THRERE R _ L S
ALEE 13 (6.3) 0 0 g 020 0 0
FARREAE RS 3 (1.3) 0 0 11 54 0 G
75 FEEE 35 (7.0 1 {05 0 11 {5.4) 0 0
BE 31 (5.0 1 (0.5} 0 6 {2.9) 0 G
BRI 22 {10.7} 0 0 1 {0.5) 0 0

Frds. AFIEEC BT E MRS 3 H (1.5%) , KB - BELO THI 6 ] (2.9%) |
MEREEE (X T e AL RERERESS) 28 ] (13.6%) . FTHEREMEE 761 (3.4%) . B
BeEE 4 0] (1.0%) . TIEMHEEREREE 4 4] (1.9%) . FURIMEBEREE 13 ) (6.3%) .
infusion reaction 15 {8 (7.3%) . 1 BIPERRHE 1 4 (0.5%) . BEIEORERE 3 6] (1.5%)
A E SN 1 (0.5%) AEB b, £, BIFREEE, PR, BEMEE,
2 BEEA . DRSS, AR, NT4S. BERUIRMIRIE/ I A8 F - RO M BRI
BPEEIIR B Ao e, ARBEM SRR FR (REREHERLEL) &
SEHERERT,

11



@S E AR (CA209037 HER) ?
7€$$%z IAHIRE 265/268 4] (98.9%) . LZFEHEIERT 98/102 ] (96.1%) I3 &

. TBEREE L ORI BB N TE L T E WA EFFRITANEE 199268 51 (74.3%) . (L3
f@%ﬁ 85/102 7] (83.3%) Wi Hniz, WO TREEN 5% LORERM T
TROEBY ThoT,

*4 WTRPHOBRTREREEN 5% EORBHER (CA209037 BER)

e B e £ g (%)
Rkt e R
(MedDRA/T ver. 17.1) 268 ) 102 %1
4 Grade Grade 3-4 Grade 5 2 Grade Grade 3-4 Grade 5
SRlEH 199 (74.3) 33 (12.3) 0 85 (83. 3) 35 (34.3) G
MEE LT D g e .
Hin 18 6.7 301 o 24 (23.5) 5 (4.9 0
B mER T 1 {04 0 0 8 (7.8) 2 (200 0
H-pEkigiiE 0 0 0 20 (19.6) 16 {157} 0
1!11!]\#&1?@*(’}‘{& o _ N {0.4) 1 (04 0 12 {11.8) 6 (59 0
f#w%&‘ﬁ*ﬁfﬁﬁt L 18 (67) 0 0 0 0 0
IET) 11 40 0 0 15 (14.7) HEEN)] i)
T 42 (157 1 (04) 0 16 (157 2 (2.m 0
L 33 (12.3) 0 0 39 (38.2) 2 Q0 0
1EaE 12 (4.5 1 (0.4} ¢ 21 (206 309 0
—F% - REEESE LRSI oRE e B e
B THE 14 (52 ] 0 7 659 0 0
e 82 (30.6) 300 0 41 (40.2) 4 (39) 0
%, PESLCREEE o [ S
A )JxJL _ _ 445 104 o PG
Her e . . R L _ s s .
ALT 1800 14 (5.2} 3 0 1 €100 0 o
ASTIENN 15 (5.6} 2 07 0 2020 0 0
7 o 2kcEimi ¢ ] 0 7 {69} 3 (29 0
i/ RS 1 (04 0 0 8§ (7.8) 3 (2.9 0
& i FREE 3 (1) 0 G 8 (71.8) 2 20 0
{Cabes LU E B L T e S A
FrBkeiR 18 (6. 0 ' 17 (6.7 0
BRI RS LU SEREE o ' : . o SINEE
BEH 15 (5.6} 0 0 13 2.7 1 {1.0) 0
R eaiE _ ERICE) o 0 . 878 -0 0
R o — s F 1 G4 0 0 10 (98) 1 0.0 0
R 34 0 0 10 {58) 0 0
BRURER BSEER L UMEREE o0 T o L SRS
REnR: R & 13 49 o 0 8§78 0
L P T, e
B B4 2 (on 0 o 28 (27.5) 0 0
T GIEE 51 (19.0) 0 ¢ 2 (2o G 0
3% 4 (2.7 1 (0.4} 0 5 (4.9 ¢ 0
iR TR S R 16 (6.0 0 0 2 Q0 G 0
TEEAN 24 (9.0} o 0 0 ( 0

. ARBEC B THIEMMERR 8 Fl (3.0%) . RKIER - EEOTH 44 (1.5%) .
MIRESEE 33 1 (12.3%) . NTHSARREE 22 f) (8.2%) . BHEREREE (RArE Mg 4
23 54 (1.9%) . BRI HERE S 23 ) (8.6%) . BIRSEEHE 1 4] (0.4%) . infusion reaction

12



10 ] (3.7%) . FEEOMREE 1 6] (04%) . BEE 26 (0.7%) KOS HIESR 3 #
(1.1%) AR bz, E7-. FTEGHERERR. 1 SRR, BEMEDE, Mk - 5
RS LARge. B, TR, HERURRARE/ S A/ SF — R UMY MR s 55 5ER
RO LR oo, ABERRIERREEERS (RREHEELE) 2abi
CAR 1 X T A

®EWNE TR (ONO-4538-17745%)
HEBGIIEH (100%) (LD LI, AH & ORRBFEATETERVAHERRLE
# (100%) (Y LIV, BREPSWL EOBERIITRO LB Th o Tz,
F 5 RHRR %Ll EORWER (ONO-4538-17 B

EARSHE Hid (%)
,'}L: 4‘\uu 30 '{Flf
{M2dDRA/ ver. 20.0) % Grade Grade 3-4 Grade 5
ERER 30 (100) 23 (76.7) 0
s LU0 - NREEE _ _
i . 2 (6.7} 0 0
e aT e T PR RN Do :
G2h N ﬂﬁ%&ﬂumﬁjh 2 (67 0 0
LR R BRI T E 7 (23.3) 0 0
TR 2 (6.7} 2 {67} 0
IR .5 (16 1 (33) 0
T 16 (53.3) 1 (3.3} 0
EiaRE 2 (67 0 0
L 4 (133} 0 0
138 3 (10.0} 0 0
1 6 (200 1 (3.3 0
—% « BHEERLUREESOWE
gy 3 (167} 0 9
fexm 7 (233) 1 {33 0
FEiH PR 2 6.7 0 0
BER 12 (400} 1 (33 0
R ERESE. . o o
HE e B 7 (233} 4 {13.3) 0
Ak 2 {67 ] 0
ALT HE9m 11 (36.7) 3 {100 0
7L — RN 5 {167 )] 0
AST 1 hn 11 {367 267 0
y-GTP 300 5 {167 3 (o 0
o i— i 12 {400 7 (23.3) ]
(ST 2 (67 o 0
7 - DR A7 v 7 — R 4 (13.3) 0 0

s L USSR R

PR N | Bh 2 {67 0 ]
"7 AT e 2 {6.7) 1 (33 0
Rl NN 7 5 {16.7) 4 (13.3) 0
ARREGR _ 3 {267 1 (33 0
RS LU SRS . . _
I8 4 _ 5 {167 0 0
TR RES _ A T e T T S
SRR 267N ] 0
YR 5 (167 b (33) 0
BEURES . MORRES R OUMRREREE. 0 e T
FEVE P A . 2 6.7 ' 0 0

13



RRE R RS A8 (%)
HAE 30 #

(MedDRA/ ver.20.0) 2 Grade Grade 3-4 Grade §
WJESTEEEE 2467 0 U
i 10 {333} 0 0
BiE 18 {600} 2 6.7 0
TR 2N £ 4 {133) 1 (33 0

ThE . ARFEEOH (30.0%) | FHHEREREE 1440 (46.7%) . FRIRERBEIE £ 71 (23.3%) |
i) B 4 At B3 4] (10.0%) L KB 28 - B O THRI3H (10.0%) . B 0 B FEREE 347 (10.0%) .
THRAEREREEF (6.7%) . 5 E 5 IEKR 15 (3.3%) KRR AR/ X /X F 20 (6.7%)
B ORI AR FEARRE1F] (3.3%) 238 b, 7o, BEREiESE | RIS HRemE.
BER, eSS, EIEREAE, AMge - BERZ5. infusionreaction, L~Bde. A548. fasEtd
AR M SR B B OSRE 1350 st o 7o, ABIER BB gr s (BEFE
BREMETEZE51) 28LEEEL AT,

s FMAFER (CA2090673ER)

BEEFSIIERF - A U A< 73123136 (99.7%) . AFIEE2/3134] (99.7%) . A
B A= TRE3083114) (99.0%) I[ZFEH i, B L ORRBERTETERVWEE
FRIZEA+ A £V =7 RE30031361 (95.8%) . ARARF270/3134) (86.3%), A £ ) A
7 T268/31161 (86.2%) IZRED Hivl, WIRAOB TRIAFENS%U EORIERIZT
ROEBN Thovz,

F 6 VIO CREEN 5% EOBHER (CA209067 BB

5 (%)

0 ety A

‘*;g;”;’g’} # T —— R P
(MedDRA/) ver 19.0) 313 P 313 11 311

4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5 4 (irade Grade 3-4  Grade 5

PRER 300 {95.8) 183 (58.5) 0 270 (863) 65 (208) 0 268 (862 86 (27.7) 1 (03)
PR AR R B T A 34 {10.9) 30m 0 15 (4.8) 0 0 3 (1.0 0 ¢
AR R R T A 51 {16.3) 1 {3 0 32 (102 0 0 14 (4.5) 0 ¢
T R®ik% 23 (7.3} 5{1.8) 0 2 08 2 {06} 0 12 (3.9 546 0

o et A T _ ; .
BETE 28 (8.9} 1 {03 0 18 (5.8) 0 o 28 (9.0} 2 (0.6} 0
PN 40 {12.8) 26 (8.3) 0 7 (22 3 0.0 0 35 (113 24 (A7 a
A 12 (3.8 0 0 19 (6.1) ] ¢ 37 (5.3) 0 0
TH 142 (454) 30 (5.6 0 67 (214 6 (2.9) 0 105 (33.8) 18 (5.8 a
B 19 {6.1} 0 G 13 (42) 0 o 7 (2.3} ¢ 0
A 88 {28.1) 722 0 41 (131} 0 G 51 (16.4) 2 (06} 0
AT 30 {16.0) 826 0 22 (10 103 6 24 0m 103 0
iati 31 (9.9} 1 (0.3) Y 25 (8.0} 1 {0.3) 0 17 (5.5} 2 (0.6} 0
HE 22 (7o) 0 0 12 {3.8) 0 0 10 {3.2} 0 0
R 118 (37770 13 (42 ¢ (355 3 (W 0 89 (28.6) 3 (L0 0
HBER ~ 60 {19.2) 2 {0.6) G 21 (67 0 0 21 {6.8) 1 (03 0
ALT 1#90 59 {188} 27 (8.6) ¢ 12 {3.8) 3400 0 12 {3.9) 5 (1.6} 0
7R TR 23 (1.3} 9 2.9 ¢ 17 {(5.4) 5 {16 0 15 {4.8) 4 (1.3 0
AST 88 51 (163 19 (6.1) ¢ 13 (4.2) 3 {1.0) 0 12 {3.9) 2 (06 0
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g (%)

B RRE

pra. A+ A4 Y L TR AR £ Y Lw TR
(MedDRA/T ver. 6.0) —— 313 {H 313 311
4 Grade Grade 3-4 Grade S 2 Grade  Grade 3-4 Grade 5 4 Grade Grade 3-4  Grade 5
T < Kg Jl a3 (13.7) 34 (10.9) 0 24 (17 12 (38} 7} 18 {5.8) 12 (39 [
RE R 19 {6.1} 0 0 10 {3.2) 0 0 4 (1.3) K] 0
LB X UgEEE I TP ST P i .
BEkEGR 60 (19.2) 4 {1.3} 0 36 {11.5) 0 0 41 (13 2) 1 (0.3} 0
FBEE TR L USRS R T R T S
B 42 (13.4) b {03} 0 29 {8.3) 1 {03} 0 21 (6 8) 0 a
BB 17 (5.4) 103 0 15 4.8 1 {03 0 9 (29 0 G
FEMES TN 17 (5.4) 0 Q 15 (4.8} 0 iy 11 (3.5 0 ¢
B R 14 {4.3) 0 0 18 (5.8 Y 0 9 (2.9) 0 0
325 34 {109 2 (0.6 0 24 (7.7 0 0 25 {8.0) 1 (0.3 0
MEDEBE, BARRdS kONRHREEE . R R R R o
nEk 24 (7.7) 0 0 20 (6.4} 2 (06) 0 15 {4.8) 0 0
RELY, PR it 36 {11.5) 3 {(1.0) 0 20 (64} 103 0 12 {39) 0 0
Il 21 (8 3 (1.0 0 4 (1.3} 10y 0 5 (1.6 1 {0.3) 0
ERS LU THREE . . . _ _ Co _
R EL 15 (48 0 0 17 (5.4) 0 it 11 (3.5} o 0
) FRIE P12 (35.8) 6 (1.9) a 67 (21.4) 1 €03} 0 113 (36.3) I3 0
E3 g1 (2910 10 (32) 0 722300 103 0 68 (21.9) 5 (16 0
TR Bk B IS 3 (120 6 (1.9 ¢ 14 4.5 2 {0.6) 0 38 (122 1 (0.3 0
X e =1 27 (8.6) 0 5 28 {8.9) 1 {0.3) 0 16 (3.1} 0 0

Paks. AFHIEA Y A TRV T HREESSH (27.5%) | IFHERERE 1020)
(32.6%) . HUNUESHERE a7 (27.8%) . BEBGHRERSE21H (6.7%) . WIHEMEMpIE2S
| (8.0%) . JCABZS - EREEO THIGON (192%) . FEEDOKEEE2MH (6.7%) . TE
(RpEEEREE2T(A] (8.6%) . WINEMERERTE 1401 (4.5%) . B3 (1.0%) | MM - BEIE
45218 (0.6%) . infusion reaction 134 (4.2%) . 5 ¥ 5 BEL3HI (1.0%) . A Z&36 (1.0%) |
BRSO BESE / S A 5001 (16.0%) | BT 21441 (4.5%) J OFRIIRILER ZEATAE2 ) (0.6%)
PREE AV, E7 . VEBE R SERAE A DA M OGRS M SRR PSR
FEILERD B Ao To, AR IC B TR E66 R (21.19%) | RS HERE 245 (7.7%)
B R AR AT (15.0%) | EPREEERE R3] (1.0%) . MRS ESH (1.6%) |
FCHE 4% T O FHIT61] (5.1%) T o 4 F 8 5] (2.6%) | TR 351 (1.0%) |
RIEH GRS E ) (1.0%) . BEZ3E (1.0%) . infusionreaction 14f5] (4.5%) . 5 & 7K
g2 (0.6%) . MREUATEMRSE/ 3 Ao s F =28 (8.9%) | NT4e2fil (0.6%) M UHRIRM
WERIEE (03%) Ao b, 7o, VRBERN, BEREM T, % - Bk,
DA, B8 B UM i SRR A PSR BEIR IR B Al » Fo. ARITE S8R
BESS (EHEREEET &) 2EDENRLTRT,

TG R TR 20 A L JE R A S BRI AR + o B ) A TR R RET LIS
I HIEEER (CA209004 BER) @ =23k — b 8 ioBW T, (LA FRERIREERE 28 #| L {LE5F
SRR 13 & O T, EeticimaeERIGED LR T
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DERSEFF IS (ONO-4538-21/CA209238758)

HEEDIIATIREA38/4526] (96.9%) . A YU L= 7HE446/453() (98.5%) 2R 5
o, PRI L ODRRBREPE T TE RV HE EFRITARAR85452(8 (852%) . 1Y
L TREA34/4535) (95.8%) TR BN, WO TRERI %L LORIER L
TROEBY Thoiz,

#27 WThPOBETHRERNS%E EORER (ONO-1538-21/CA2092388 1)

B (%)

O e R A

BRI R TETISTE
{MedDRA) ver20.0) 452 453

£ Grade Grade 34 Grade 3 4 Grade Grade 3-4 Grade 5

2EHER 385 (852) 65 (144) 0 434 (958) 208 (459 0
HEERBIVESERES T ST T - R
BB 57 (12.6} 1 {02y 0 49 (30.8) 2 {04 O
L o 3 (1n 1 (02 0 194 1 {02 0
T 10 (243 T 15 0 208 (45.9) 43 (95 ©
L 68 (15.0) T 02 0 93 (20.1) 0 G
b= 29 ( 6.4) 0 0 46 (10.2) T (s TR
mEeE 12 (27 10 0 44 (9N 2 (04 O
L P EL 24 {51 0 ¢ 14 { 3 0 0
KB g 9 (200 3 (om0 4 (99 3 (75 0
—fr - EHEE LIRS ORE BEEEEREEE BT e e
BIHE 57 (12.6) v 0y O 53 (11D 4 (0% O
Wy 136 {34.5) 2 (04 0 149 (329 4 (09 O
EEa _ 7019 0 0 54 (1% 2 (04 O
Bkl oo bk P _ AERC I _
e G| 300 ( 66) 19 (42) 0 26 { 57 16 (35 0
ALT HE (8D 5 (1 9 66 (146) % (57m 0
AST 80 25 (55 2 (0a 0 60 (132) 19 ( 42y 0
7IT-~ RN 25  { 535) 5 (200 0 4 (3N 5 (w9
R RIURERE S BT RS T ST '
HERHGR 18 ( 40) 0 o0 9 (86 I O
Pk REF T SRR She e -
iR 4 (om0 0 7% (174 715 0
A s L O T AR ARG SR _ ! N

VLK Lk IR 24 (53 0 o 50 (11.0) 9 (200 0O
e HRERE 105 (232 0 ¢ 152 (336} 5 (¢ 11y 0
BET5 % (199 5 (1L 0 133 {294) Mo 31 0 _
FEOR 85 REREE L UNEREE E T T e e e T
R R B 1S (33 2 (o4 O 24 (53 0 _ 0
A LT AR . . _ _ : -

O AR RE IR T 5 45 ( 10.8) o0 0 31 ( 68 2 (04 0
LU SR RE TUEAE 36 ( 80) 1 {0y 0 18 ( 40 1 ( 02y 0
T g2k 7 { 1.5) 2 (04 0 48 {10.6) N (24 ¢

B, AFEHIBOTHEMNES 11 6l (2.4%) | BEUHRAFLE, I A/ 3F 48 F)
(10.6%) . AFHEBEREE 40 7] (8.8%) . HUIRARMERERETE 01 #1) (20.1%) . #hRIEE 83
Bl (18.4%) . BIRREREE 6 B (1.3%) . RIBHEER 6 5 (1.3%) . TEMKERES
8 7] (1.8%) . infusion reactionll % (2.4%) . KEF#K - BEOTH 21 #] (4.6%) . B
BORBEE S (1.1%) . 1 BEEEH 1 6] (0.2%) « BER 3 H (0.7%) . 5 E 9%
25 (0.4%) . BF4 34 (0.7%) PRH LR, £, EEHEIE,. LB, B,

16



Sk L/ R D PR SRR . AR - BRI, W DRI AR BRI J U B 2 ERE 0 &
otz ARWEARBILIUIRER S (ERAMRY 230) 23 0RERE
R BN

1) Robert C.etal, : N.Engl.JMed., 372 :320, 2015 (CA209066345k)
2) Weber 1.S. et al. : Lancet Oncol., 16 : 375, 2015 (CA209037 &%)
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{Fik - &)

ARIOBEHAEMBBEFVERALEZY I 2L —a L2 h D, KB 3mgkg RE
240 mg % 2 WEIRER TG UIZBBOARA O MEPRE SRR S/, 2Ok, A%
240 mg ZHE LBEOBREEIL. A7 3 mgkg #BE5 LZBEOBER S i L CEHE
ERTEFASAZLOO ARARFIIBNTEEEAHE STV 3 Hik BE (10
mg/kg % 2 BAMME CTHE) TAFZES L-BEORES L L TREEZ RS LTl
shiz (F#R), MAT, BHOERIZB T 57 — 20 E-3% | AH| 3mgke Xid 240mg
Z 2 AR TERYS LZBEORSOBRER L TP XIIE SN L oE BT 28R
BLUGET APER S, YR OO TREMI TR, L2olik - HEo
W THIMER LRI ER T WE FRIERE, £k, B REAREHF ICHT
DT —HICESE, KK I mghkg XL 80 mg & A BV A 3mgike & 3 BRRGEE T
B LIZBROARRI OGRS & eVt & OBE A BRET 2BREIGEF A RHESh, 4%
BhEIZ DWW THRET M T 2GR, ERRofEE - HEOM TESM IR ZERiT v
LT s, |

£8 FHOEBEENS A—F

M- AE Comax Crindia Ca\-‘gdH Cinaxss Coninss Ca\*g,ss
= (ug/mL} {ng/mL) {pg/mk) {pg/ml) (pg/mL) {ug/mL}

3 mo/ke O2W 316 16.6 243 113 62.1 77.6

3 mglke Q (352.708) | (107,245 | (07.1.33.9) | (75.0,171) | (27.1.107) | (42.1.127)

240 mg Q2W 72.7 235 34.1 159 87.8 109

(51.1,103) | {15.2,34.6) | (25.1.47.8) (102, 254) (41.5.158) (62.1.187)

191 61.3 90 8 398 217 278
(147,219 | (512,792 | (790, 114) (331,532) {184, 313) (237, 386)
O (5%, 95%40) , Q2W @ LEHEINR, Coo: FIEHEESH OBSEMEPRE, Couwne - TIEIR 5% 14
HERCBTAREMFERPRE, Couwe: PIREEHI4PE £ TOENRFHFIEE, Cons | EETELLE
it Z}l’iﬂifi‘]ﬂﬁf?{qjﬁﬁf\ Cninss ﬁﬁf%ﬁ&:iﬂf'53%‘(1&1131{%432’:%1,5‘ Cn\'g.ss . ﬁi’?ﬁ’ikﬁhélisé*ff)gzﬁjjﬁl%lﬁ

10 mpikg Q2W
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4. HERRIZOWT

TR EIERAEE 7 M B (AR AR LA T A AT, AGR &M & U TR GE R (20
FAE) RPELNTWAZ &b YEATABYICEECE AR THLLEN DD, T
O FT, EER) A2 TR (RMP) 2D, iﬁ@% B R B~ D i i
B HDHHRTH - T ARlOEKSPEN2BE L L, ARSI EER
BIERZ R USRS T 2 2 & BB R, uTwOﬂ»@Urq‘ AT E e
BOTHERATLAETH D,

O mERIzHNT

®-1 Tﬁ@(w~v6)@w¢mmuwa% MRTHDL &,

() 24T @Aﬁm%nj“u\wﬁ%i R (BRI S AR HRE B L SRR
H 75 Ao s B L AU wﬁm@“ﬁ%hﬁ&)(ﬂmﬂ7ﬁanﬁu 436
i)

(2) 45EnEmbe (TR 3144 H 1 HRFA : 86 i)

(3) HOH BN S ASHE A T A 8 A ORI (03 A RRCE SR ERTEE, 15 AR hOEE,
Wb, A A SRR HEER T 2 &)

(4) SRR IR R A BT L AORE SRR NG | A SRR N g 2 Dlax FETE
AR D TEMHEIT o T Alaax CEAK304E 7 A 1 AN 2516 Kiisk

(5) HUTEHENTE AL BN ORI R E IR D M 21T - TV DI (P 30 45 7
B 1 B 1297 HasR

-2 W @V O (bR E B OB E B B 0 eI 53 A el & AR & o IR
(FEOWTRINCEYST L ER) 28, UGB ERORRICHT DIREORMEH L LT
IR TSI L,

o |JERRIFEREE 2 FEOMIREHE I8 T L2 S UL Lo B ATRIRORERIHE &
fFoTWA T . 5, 24N B, WAEMRES T LBREEEOHES
ITHTwH I &,

o PEWIFIEHE 2 BOWRBHEAE T LABIT 5 ELLLO B B2 O

RRSRAER LTSI &,

@ BRAOEXRLFHEBEOKHRIZOWVWT

B 0 R A B PR S BT SRS S, BEERE L OFRE D HHME - K
At IR RO ;E%]&ULEWJ?K’_R DIt WEFRLBL LG EOWRE
% B, SREeHIZITh D ERNESTWD 2 &,
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@ BHEROMKIZSWT
@1 BHERBBRREOMIHERICET 52

ISR EOEE22BEMNARAE LERIC, 24 BRREREHIO T, YibEa v
TRBHE R IZ BT, BB U BHEHIZIE U CARE L O CT % O IfE R &Iz
HEREORBRPE PG LR, EHICRRAEE RN E-TWE 2 &,

@-2 ERWEEEIC L 2HBEFRASICET A EH

BABRIZED DEMAM MR E OIS AT OEREFHVRIER =4 Y 0
EEODIERORY ) —=r P TOERE SHRE T TE 5 F— LEHFERHE
HENTNAZ L&, 2B BiERIiz >\ T, BABRE L FOEE I BmENnT
WAZ L,

®-3 BHWER ORBMILR AT L T

SUER (RIEMMEREIN A EAERIESGE, D4t B, MR Bl . RIB4c .

ABSE, EEOTFRL, VAR, M2, HEEREE, 9, sfbimg s, piR
PnebEE | TRMAEERT . HREE. BEE (BRe  REEFMELERA LS.
RIRS RS Wi, BT ORIEEE, iﬂif(ﬂ]l*rﬁié%*ﬁi?ﬁ: infusion reaction, TE M ITFEE .
MEREBFEMGERE, fflE, BER. BEORIEEIS, RS, CEBEE (DENS - %
AR - DA S ) . S I, B 1T LT, MR SR B E SR o
HRM A AT HEM &8 L (BHER OB HIGICE L TSR UEEEZZ T oND
S &), HHLIDEURUELRTELEHPESTHD I &,
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5. BEXNRLROBE
(A aEic B+ 2 $ 5]
O FROBEZEWTHADTHESRINTND
. m%ﬁ%%ﬁﬁ&@%%ﬁ@ﬁ%ﬂ@%m&ﬂ%ﬂﬁﬂliﬁ%®ﬂﬂ$@ﬁ

%%
. SRS O b/ H1/IVH O o sip: B @0 B 230 A il sl ik
#ﬁﬁmmﬁm FERYATHBEFIZBO T, BRAFTREANZ L 2B L BEET
Ak,

@ AR+ A U b 7B G RR R IE OMRB IR AR RE A B LR R AT A WG
£ LN B IR (CA209067388R) IR\, MR E shioA &Y A= T b
R U TAESREE X ATV D, L ARE A B Y A TR LK LR
'fmﬁttﬁﬁmmﬁ%”ﬁwfm PD-LIBBEMIC LYV A E Y AeT7 D L%
PR ARSI SN SRR RB LTS (TR . £OD, iR
I AN RE A A A ERE 2 T $ﬁ&4t)A?7&mmmﬁbmﬂ” 4|
Mo LA . PD-LIFRER S 2135 2 &% L\, PD-LIFEREN 1%L 1 TH

4D E NSRS IZ B ILBNT i\m& AR BT BT D, Sk, IR
B R e ME BVAF R & s G & LA TSR (CA209004305) 0 27—
FEIZEVT, LRI AE LB R L O TAAI A YT L

< 7P E ORI A ZE RIS STy,
s A ORI S LT, BEFES - PD-L1IHC 28-8 pharmbyx [ =21 PREE STV D,

(1 A3CC {American Joint Committee on Cancer) A58 (85 7 W) (025 < FHl

2]



[Z2MECBET L FHE]

@

TN TAIEREIIOVWTIEAROBREREDR L AN TWS Z b #5517
Dlpnz b,
o AFNORGT LIBBIE DB O H D BAE

EFFTOMEICEWT FRICEYETABE I 20T RSl St S hian

s, HLOTEFRRIRES R WG AR | WEEKRAREHT S 2B ETE 5,

«  HEMHEMEROSHFIEETOLAERE

o HIEEBRE TRIE R 0 5 B A N OTR BN 0 O B A 28 S vt i 45
FEOI R EE L3 b A B

o HOSOEBOESMH, LB L TR A DR ROBEED

beYike

o EERBMEE GEmMRRBEERELEL) O0boIRE

o HEOBROIBREEETARE

e ECOG Performance Status 3-4 "% ;3%

2 peOG o Performance Status  (PS)
Score | T
0 MR FEBTEDL, BRmMEECREERERPHBATLS,
| PRI U WEENIRIRR S 505, BITRIRET, BIEECE - TOERIITI I &N TE D,
) BEFE, HEEEE
2 | BTN THSOSOEL O L BT ATARESERITE 20, HPD 50%E By FACB 2T,
3 BeEhE50FOED O L LTE2y, BPO S0%M e~y FilFF T8 T4,
4 | 2B, BHOEORY O EZESETERY, BRIy FART R IT,
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6. BREZRLTEHET &R

)]

@

WA ESIN 2, RSN R MR D E R ?F;léfj‘%“i&'ﬁﬂ@*#'?i&fﬁijiﬁmﬁﬁ

MO B A A0 C B LT bR 4

BRI e | B UL OFRRI Tx)ﬁﬁ&()\f‘iiﬁf’{%i* L, EE A

Thhb&xET5IE,

RIGUERTRE R EMBAERE BT AR L 2V L7 L OHBEGO G

U AIES, PD-L1 RER LIERT A 2 &8 E LS, PD-L1 RELRPHEE

TEARANESIE. AR E A Y A=T7 L OIFAOBE MR L. BT S

TAHI L.

TRAFIERO <RI A L MZoNT

o EMRERNDSPAZERHLOT, KAOE SIS - TE, BRE
P (DR R e, SEEAEE) oML OVES X BRI 0 E s, s -4
S Tk, Ef. SELISU TIEEE CT. MY - S OREEERT D
&,

o ARFIOEEIZEEO infusion reaction W A TEARHI -2/ INO T H
ot L O+ A 28, 1.2 B H LB AR 50 2 infusion reaction
NahbhbhbZ bbb T, RS ‘1")}40\71\?%'%““ BT #Z /3 Z oA
VARHET A, BEORER I HET S , 728, infusionreaction %
FEEL L 728 5Tk, BT oM L UEDS méfﬂllnlfﬁ"i"éif‘%%‘ﬁ‘%: | -390 52
THI L.

o IRIREERERIE . TRASERTRCRIBEEE S OIS 2L 7"‘\'%%’) PRGR
AH O B A B AT R UM - W ) iﬂ_iﬂifﬂ VNI RERR AT (TSH, #ERE T3,
WEEE T4, ACTH. futh =5/ — LS oBlE) &+ 528,

o RO R BEORERISIDERT D B X LR DR A IBORTE
B LbNA I MBS, RENED OISR, BELFRIIE U
ﬁmmmﬂﬂ&fdgﬁomm&@%LfLw&mmwm v, B O R
RS b DEMWEH A3 5 dL A BE 100, AFIOWRESGLE . R URIEE R
;M%/&aﬁ BE¥REETAIL, B, BIFEEALVE L ORSIZ L) EIHE
Mo UEENRD LRV E I, B R LA OSRIEIIAT OB
LEETHI

o BB % B ABRBL THLRHERSEET LI L BH LT,
AEIOP G THRICOAEHOBII+2CETETDH 2 &,

o VTIERRRIR (BME | BBERAN EE L) B G bhiv, BERAES P TV R A
m;a:&ﬁ%7m? P, Bl g iR O BB mEED LR+
SERET AL, VBEREA RN SRS ETILL, A AT -
R OBEEOH D MERITS 2 &,
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IRIEUEBR AR A B R ARSI AT DB, AROBERBRIZRN T, &5
BAtEZ 5 3 A A LI, Fi i, Be5BE» 6 1 FRE 6 BRI 2 L icaatt ot
fiA4T > T 2 & RBED, AERGPIITHRICHROMREITY 2 &,
SEaIERE o Bt REERF ~ O EIRE & U THEHT A, AR OBK
RERICEWT, 12 HIETEIMOFMET o TVl LR BB, AHIRE S
TEHIIC R OBRET O 2 L, B, WiRmHEE L LTERT3EA .
AHOBGHIMTI N2 ARAETETH L,
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BEERHETA RS A
=A< (BEFHERZ)

(R4 : A7V —FREREEHE 20 mg, A7V —FEHEBE 100 mg, 77—
R ETEEFE 240 mg)

~ SRSRE R~

P2 93 A (124 2 AET)
EAFEE




B &k

1. T8I

2. BHIOR, TERAF

3. ERFRRGE

4, RBERIZDOWT

5. BEx&RLLBE

6. FEHEIZHEL THESN&xHE

P2
P3
P4
P8
P10
Pll



1. Rz

BER ORI - B ORER O DT, IR SGES IS IR R 2R
bBivd, 6. ITFEORPEROERIC LY, PURER S Y OFERN L ERK
FEELPERINEZPT, INOLOERENEFECLE2EECERMET S 2 L ASHED
FRRHE o TR RS EGEE L SEOEATE 2016 (L 28 4F 6 A 2 HEEINMT)
ZEWTH, EHMNERMEOFERORBHEZRA Z L L3 Tn 5,

%Eﬁ#ﬁﬁﬁ*%%ﬁ?l’i%%ii\ HEHEASLEe T 7 7 A A PBFEOERSL LR

LERBD, o), AOMERULEMIIETABERI T oEE TS £ ToM.
ﬁuE%m®@%&%<%ﬁé:&ﬁﬁﬁéhéﬁﬁ:ﬁtfﬁﬁﬁéakﬁuwﬁw
FRRE L BRI NER2 A L B2 e BATRER B0 B 27 T ER T HE A
TAHZEBEETHD,

L7zoT, AFA FTA4 0T, BRBERSILETIIHR LR WA ESIESEN -
BEMRAZE-SE | DTOERMORERERLHEETIBA O UEBELE R, B2
B EOEEFRHEYIRT,

BRI A KT A g, STITEE N ER S ERE R AT, QEHI#ABK
ERNEES S, MR A B ARERNEE S, BN B AR 2NEE e R
PNEREFEA AR DEARZSOBHOL & ER LR,

PR L 2 BESRS - AT Y AR 20mg, AT U N AIREEE 100mg, AT
AR R 240 mg (4 =R AT (B R )
Hhe R BBRNIAE Tﬁ%‘c’}z iﬁiﬁ%ﬁi%%ﬁ’@“ 7 SASAER IS
HRERDAELURE l%, A=A~ T Gl FRERZ) & LT 1 [E 240mg
% 2 M 'ﬂ#‘% CHEMEBET D,
Bl R o9E O DERS LRSS




2. BRI, (EREF

27 - R AN ERE 20 mg, [FAEERNE 100 mg BOFE SR EE 240 mg (— kA =
Aaw7 (BEFREL) ., LUF, TERAD Lva) i AR R TR & 2 5
L7 At (BBTUA N v ¥—2 2247 (BMS) &) A% LAZE b PD-1
(Programmed cell death-1) 125451 R 1G4 €/ J a—-F A ETHD,

PD-1 1, B L7 U ook (T IR, B MR UV F o 7 4% 7 —T #ila) RUE
BERMAIC BRI 5 CD28 7 7 S U — (T MG M L 2 #BhEIZ E & RUZHI4 545
TE) BT AZERTH S, PD-1 PRI MBI 2 PD-1 U A F (PD-LI
BONPD-L2) EEEA L. Vo BicimEiitE s 5B EE L TY 7 RO EM IR &
{UZERE LTV A, PD-1 U H o FIZPURSERHBELLIMI b N kR & 72 BRI (58
LTEY, ﬁﬁ%ﬁ%$%WB@%Lt§%mwmﬁwéfmmlw%ﬁ&ﬁ%@%ﬁ

IR & ORI BOEBBE R H S I EBARE STV S (Cancer 2010; 116; 1757-66)
F 7o, R AMERE T n‘ﬂff’écfx{F‘] T HER AT 5 A 5’ 7 za o (IFN-y)
2k T PD-L1 OFREMFE S, BB LEEEIC BT D PD-L1 OREEHHEO

AFEIR & ORIZIEOHIBIHRA S D L OMELH D (Sch?anis&edZOlz 28:127-37),
K512, PD-L1 &Il FE X728 AR, BFURAF R CD8 Bt T Mlla o MG s
A EE S A A, B PD-L1 HUAT PD-1 & PD-L1 &R G EILET D & % DRkl
EAEEEAEE T 2 EAFRENR TS, BO &b PD-1/PD-1 ) I ML, 28
ASBIAZA PR NG 2y T M85 OWRS 2[R+ ST O-—~2 & LTHEZ LS TY
o

AL, FEPRSER O AL 5L S PD-1 ORI (PD-1 U 2 R is) (Z#S L.
PD-1 & PD-1 Y FEOERNET S0 LY, PAPURERNZ T MILOE
PEG B O AR S e 2 AR S B 5P 200003 2 = & TR i e =t
DEPHERERTVWD

RS OHRN G | ABNTEMEREE ST 2 A RIS R 0 B L b o LR S,
RS Al G b L AR & I L AR Rt A CRRVEEASTERE STz,

AN EMBERIC 2 BB ORI g'{'f%' WERS R d D zbil LA A= A

EAEREENRH D, AROELS P RUIREGHIZE. BEOBRB 22T, REIGE
o) %nf:iﬁ’-\ BB LTSRS JuLt%?']ﬁ’]?‘;iﬂnﬁkk‘f**ﬁ%HO PRbl & @ L O
L7 R 2 1T 1@&“2@3"’&&&16 AREWEM DN DHBEIE, RIBHEE RV

E LHIOBRGEOWT LB EIT D JZ\:%%D Ho.
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[E BRIt [F 5 MARRER (ONO-4538-11/CA209141785R)

TS FFRB LS UFREE TR L6 B URNICREET ITHERBRED R
f- ARG B BATREOB & 725 W/ IVE o SESE R R 7 b s 285361 4 ( H
ANBF 2T E ST, ABRE2400], FHEEIZIP) 23812, BEBRIBYEMMRIRL -
B (AN MeFF—F FEFFEAEEY X U<7) 25088 & U TARS mgked
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ATEHIN (WUUF, oSy 2vvH, ) (il [95%EHIKH] ) oo RifgdTi R, &
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ERNAEEIR L2 i 2 LB A BB R ER R L (v — RE0.70 [97.73%(E
HEIXR 2 0.51~096] | p=0.0101 [EHlog-rankiRiE] ) .

*1 ¢ iRk B AU R LSRR R L B T,
) A SNERMALIL, OEE, - TERSER UNEE,
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£ 05;
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0 3 6 9 12 15 18
at risk¥ &M (R
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1 OS @ Kaplan-Meier it (ONO-4538-11/CA209141 BB



(PD-L I B BURIE DG L UV 2
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3.) BT ABEEEGE OO BHEO T - X IZ-5E | PD-LIR B BRI
MR 24T > - R U E B OMEIILUTO LB Y Thoiz,
AEECE L T, PD-LISSHREB %R OB S I BN S IZIERERORBR Th-7 (T
=)
E, PD-LIORERIZL LT, REOLEET 7 7 A VAR TH 7,

100 . on
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3 E
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- 60
=] 8
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gi ﬁ 40
« 20 - “ W0,
] . . ) o . .
2 3 ] 9 12 15 18 21 24 27 30 33 36 39 0 3 B 9 12 13 18 21 24 27 30 33 36 39
SEFMMA) SEEEMAL
at risk al risk
Nivolumab 3 mgrkg 96 T4 s 42 Mo 2 IR L O R 5 I u Nivalumab 3 ma'kg J6o 0S4 3w 3729w W 1718 il 5 3+ 3 o
Investigator Cheice 63 43 24 14 B & 4 3 22 (U3 ] [ Investigater Choice RN T R F O 1] 7 5 4 4 1w ] [} ]
B Nvolumab 2mglhe [ovents: R 196Y medion and 5% CT 8.1 (6.7.4.5) A Mivoluimal 3ngkg evens: 67776, modipn and $3% CL 65 4117
"""" Rattd I estipator's Choiee fevenis: 663y, nuedian and 93% CL 4 73 8.6.2) i e Investigaor's Choice fevents 3 H40). medion and Y85 CL 5 (AT RS
Nive ve INV Chotee - hazard ratio (95% CTy .53 (1.39.0.780) Nive vs INV Choiet - hovard vatio {95 Ul 0.73 (049,104
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DfRde, B, KB4 « EBEOTH, | BUBERE, GEEn/MRBU RN, T4,
Mads - BifESs, EEORERE, S EARUVEEODEBIEETIIRD bhish-oiz,
AEEABREIIIEEES (BRREFRAESL2ED) 23 0EHMRE /T,
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HD, ELKE, EEOBZEETOERIZIY | FURESERZ2 & OB o
FEELPEKEENIPT, INOLOERHFEICVELRBEIIRET A2 L B2BRO
B & 2o TR BHMEBOEE F WEOREARFLH 20016 LA 28 4 6 A 2 BRIFHIELTE)
BWTYS, SHEEREOEHOEREILHER ML Z L &N THD,

fﬁfﬁQ’THﬂ;ﬁrﬁﬁeﬁu 1, EEEHSTEEM 77’(}V7§>E£ﬁ@[:ﬁnu L NIA

ZEBRED, TR, ﬁ@ﬁ&oﬁ M B B SR A S T B & TR,
ﬁuE%m®@%%ﬁ<x TENMBFEERABEICHLTHER AL L LI, BITE
FERRE L B m%ﬁﬁﬁ%&é EBERER —E OB AR TERKE TR
TAIEREETHD,

LiciioT, BRHA F7A TR, BERSINETIIG LT D IEFESEN -
BEdRiic iS5 UTORESOREREALHET A8 R L E Bt £ 2
HEREESFEL R~T,

¥, AHA I A 03, MAIITROE NEIESEFEGR OB, ABHBEARR
ERAREE Y2 —ARFEETE A B AR BHE S R U— R HE A B ARG ERS 0
JoH LR LT,

HEE A HERES A7V 20mg, ATV R ESEERE 100mg, 4TV
— R EEFEE 240 mg (h%% - =T (Bl HEEEL))
HELRAMRE DR - RIBOIRRA e X A o o0 BRI I
MELRAMERUEE RE, AR AT GBEAEIRZ) & LT, 1[E 240 mg
%Zﬂﬁm%fﬁﬁ%&@oq
FROE AR O MBI T ESE O BMmigg o LT
4L)A77(ﬁm7mﬁz)&ﬁﬁ¢7%ﬁ LB A
m~$Wv7(@m%m&z)&tf\152Mmg&3ﬂﬁﬁ
WEC 4 REFEEET D, FO%k, =Py (Enrakz) &
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MR O E BRI TRkt
%)
WG B A v — A SEEERE SOmg (A AU AT B Z))
DEhRESUEIR, HERUCHE
e X & B RIBUIBRANRE RS v 0 S AmHE FE
BB EUCHE: =FLe?7 BEFEBA) EOFRIZEWT, B%, BAIZEA
v AT (BEFHBELZ) 2 LUTI1E mgkg ((BE) % 3 ERH
BT 4 BEAFEHET 5.
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2. FFORE, FREF

A7 R SIS 20 mg,  [FALTEFRTE 100 mg RONFSGER T 240 mg (—iH - =
Fw7 GRETFHEMRZ). DLF. TRE &vd,) i DFERTERAST L AF
Lo A (BT YRR s —2 A2 A7 (BMS) ) BEFHEL/ZE ~ PD-

(Programmed cell death-1) (x4 2k M eG4 €/ 7 o —TAHKETH S

PD-1 iE. FEME LAY o35k (THIMR, BHRE DT F27 0% 7T Hilg) KUE
BEFHIBAIZ BT A CD28 7 7 2 U — (T #MEOEME(L 2B ICIE & &Il 54
FEE) BT AZENRTH D, PD-1 EVUEIR MR TS PD-1 U A F (PD-LI
FIRPD-L2) SRS L. Vo BRICB: S A miE L TY S EROEE (LR A
FUCHRE LT A, PD-1 U & FIEFURIRTRHBELAZMNT &  Ofk 4 7o SRR 2 33
LTH Y., BEMBAQIERE» UL BSHEICBIT S PD-LI ORBL LR OENF
ﬂ;ﬁl*ikcf)ln CEOHBEERES 2 ENRE STV A (Cancer 2010; 116 1757-66)
T WM B AR ORI T IR EET A L # -7 =0 7 (IFN-y)
12 Lo T PDLI OFBEABEE I, B L EEBHEEICBIT S PD-L1 OB LR
ATEHIR E ORI ECHBBERASH S & OWE L H S (Sci Transl Med 2012; 28: 127-37),
é 502, PD-L1 # BRI BEL &7 8 AL, FURFFRE CD8 BE T i o MIla g E

FEM AR X A5, B PD-L1 H1{KT PD-1 & PD-L1 & & EEET 5 & 0fika
g%ﬂH PRAEEST A 2 EARENTNS, o2 25 PD-1/PD-1 U 7 PR, 2
AAMBI DSBS T HaA 5 OBIRE AT 2HF O —2 L LTHA LN TY
ol
AFIE, SEHEE OR RS 5 PD-1 OMIE K (PD-1 U o REEEHED &S L
PD-1 & PD-1 U K& DS %;»IHTZ’N SEWT L0 AAPUEKRAY T ) *mf?‘
PEAL B OUR AN LS e SRS S A W8 5 Z & TR RUEE D R &R
TEPRERINLTND

IRLBOEENS, JMJ THEM NI T A RV B b o L it E .

RRLENEE R e R s b L R B A e LA, B CEE AR E

ﬂx‘?ﬁ OV IFIC -5 R O QB RS £ A RIERIE N & o B UMD
% F r’m%?’ FHOESP RO E%IE, BEOBEE 22T BRESEE
bf) SAV AL B LT TR U B A 2 iR & AR B A R O EAD & L T n”ia
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FH OB ESEOEYNEEIT O LRSS,
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RIB VIR BB LB O B IR O HERIE LI 2 1T o T /e B R o plig &
T~

[ & 5]
DEBLFFH MRS (ONO-4538-03/CA209025 ER)

MEFAEREER 2T ANEBEA (T F=oT | AnF=oT VI 7,
IV TRE) R ETEERER AT T 5T TR O v B R B R A i
821 Bl (HARNBE 63 HlA ST, AR 410H., =<0 ) LR 411 #) 25z, —
N Y LA E UTHRA 3 mykg & 2 BREBRETHRERE L & 2o RUE
EMERE LA, TEMIEA THO AT LT, T0S) &vv5, ) (ot [95%
EHEECR) ) 1. ARAIBET 2500 [2175~NE] WA, =~a U L ZEET 1955 {17.64~
23.06] FATHY, AREm~O U AR URHPMICEEREE ST L (o F—
N 0.73 (98.52% Z#EXH : 0.57~0.93] | p=0.0018 [J&@5 log-rank #7E] . 201546 A
18 AF~—&Hhw bA7) ,

il
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0.6
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0.3 D

—A— EREIH
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0.1
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LRI LA SN L (R DN I AN NLANNS Bt S B
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at risk#y SFHE (B)
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INOULZARE 411 366 324 287 2685 241 187 115 61 20 2 0O

K1 0S OHERITERED Kaplan-Meier B (ONO-4538-03/CA209025 3R)




F7= . HAAELSER 63 i) GRAIRE 37 ], =~ Y 428 26 FI) @ OS (e [95%
EHEEE] ) 13, AFIEET 2737 [23.62~NE] # A, x~<2 U AR TNE [NE~NE]
HATHotn (= FIE 1.50 [95%IE1ERERM : 0.49~4.54] ) .
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QOEBEAFEIFETHARE (ONO-4538-16/CA209214 RER)

{LPRREATRR OEATH TS ORISR AR T 1,096 ) (HAABE
2 WEEL, A AT EETEEZ) FH WUTF, B+ 00 av7] b
Do) TEESSOF, R=F =TS B) EXBRIZ, AmFo T ERBE LTER+A
Vb T O R OCEEE R R U, ZEFMIEE T4H % International Metastatic RCC
Database Consortium (LLF, fIMDC) &\ 5, } U R Z7454E @ Intermediate & U Poor U
R OBE (KE+H A EY AT BE425 51, A=F=7BE 422 4) 12805 OS (i
[95%fERXH] ) X, KE+A ) A~ 7HT NE [28.16~NE] HH, A=F =78
T 2595 [22.08~NE! ZPATHY, AFl+A Y b~ BT A =F =7 Bo s Lates
HICHBRIERZR L (- FH 0,63 [99.8%IZ4EX R : 0.44~0.89] . p<0.0001 [/&
Al log-rank F27E] |, 20078 H T BF—4 0 v bF 7)),

1 BB E T A REREORRESR A VEE, L, UTOBRS SRR S0,
SEAUIBR TR IR (26 L C 1 TR OMTEI R MM AE (1o L, R P R T
(BATF. TVEGF} &9, ) i VEGF ZHEELE Y LERIZE ] T S, il
AR MBRE ORIR 20 6 7 R ERBHICHR LS

*2: AFE Imgkg (RE) & A B Y A7 Imghkg (FE) % 82 3 BMENE T 4 BAmiE Lk
HA 3 mgkg (FE) % 2 BB CAMEE L. SHRIRSIFICE T, A% 5 Rl s
L. A A 7 AR OB SHT 05 30 500 oM S T 4 Bis L 7,

*3 0 BUFOD~Eeu i s H Y LA A0 Favorable U A2 1 33 2 TR 8- MBS0
Infermediate ) 2 7, 3IHE L &7 THE500 Poor U A2 & S,
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[Z2tt]
DEBEER FMARRTR (ONO-4538-03/CA20902575%)

EH I TARKIRE 397/406 1] (97.8%) . To<m U REE386/397 5 (97.2%) I
L, BRI L ORRBRLEE TE R WAFRGUIFAI 319/406 ] (78.6%) . —~
o U AT 349/397 1 (87.9%) IZEB® LT, WA OB TR S 5% - ORIfE
RITTHRO LIBY Thotz,

1 VIR OR CRARN SwLl LOBIER (ONO-4538-03/CA209025 BAER)

N gL (%)
%giﬂ%nﬁ FRAUEE To Y b ARE
(MedDRA/I ver 18.0) 406 71 397 41
s £ Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
ZEIENR 319(78.6) 76 (187) 0 349 (87.9) 145 (36.5) 2(0.5)
LRSS LR U DR L L e
#I _ RO (LT 0 C94123.7) 31(7.8) 0
TR IRMAEIR T Al _ 24(5.9) 1(0.2) 0 o 2(05) R 0
fEf 2439 1(0.2) 0 21(5.3) 0 0
T 50{12.3} 5(1.2) 0 84(21.2) 5(1.3) 0
Bl 57(14.0) 1(0.2) 0 66 (16.6) 31(0.8) 0
o 8 (2.0) i 1] 117¢29.5) 17(4.3) 0
Vg 24059 G ] C36(5.0) 1(0.3) 0
—R% - EEEER LUREGBEONE - e : ERRRREEI o .
Ak 18(4.4) 1{C2} 0 33(8.3) 7(1.8) 0
W5 134 (33.0) 10(2.5) 0 134 (33.8) 11(2.8) 0
FhRSL O A e 0 0 75(18.9) 12(3.0) 0
ERETEFEE 17442) 0 0 56(14.1) 2(0.5) 0
FE _ 34(8.4) 0 0 37093 2 (0.5) 0
3 b A5 L 140 1(0.2) ¢ 24600 1(03) 0
M 7 v 7 F = o 27(6T) 1¢0.2) ) 33(8.3) 0 0
(£ _ 1947} 1(02) 0 29(73) 1(0.3) 0
PP . JER IV . AR o
EO VAT R—AMEE 210.5) 0 0 29(7.3) 0 ¢
o A 9({2.2) 5(1.2) ] 46 (11.6) 15¢3.8) ¢
BRY U Rl 5¢12) 0 0 64 (16.1) 20060 ¢
EXONCE C . 4B(11) 2{0.5) 0 B0 400 0
FrEmRs LU AEREE - e R S e e RIS
B & 2767 1¢02) 0 14 (3.5) 0 0
fipestsd _ 3057 n _ o 513 0 e
BRE IR 1naemn 0 0 51(12.8) 0 G
BHIR 24(5.9) 0 0 . 1948y 1(0.3) o
KRR g, BE L UNEeRREE ST ' S e
AR 36(8.9) 0 ¢ 77(19.4) a0 ¢
PR LT 30(74) 3 (0.7 ¢ 51{12.8) 2(0.5) I}
S 3(0.7) 0 ¢ 45 (10.3) 0 o
i S 16@e  6(015) 0 58(146)  11{28) 0
R LU Ml R ST e N o '
SIERACG & 123.0) 0 0 20{5.0) o ¢
T2 R WLAE 26{6.4) 0 0 33(8.3) 0 0
FE  RICRTHE R R S 4 (1.0 0 0 22{5.5) 0 o
O HHE 57(14.0) 0 0 39(9.8) 0 0
395 41 (10.1) 210.5) 0 79(19.9) 3(0.8) 0

ek, BIEMERIES 190 (4.7%) . B 1] (0.2%) | BERUIHRMRGE/ S 43 F 56



1 (13.8%) . JHBE - MEO THA 104 (2.5%) . 1 BUBERF 1 61 (02%) | ﬂﬂ%’éﬁ‘?fﬂf
iz 468 (N 3%) HE5 148 (0.2%) . HURIERERSESE 34 (] (8.4%) . MRIRKESE S
il (13.5%) . EHEREEE (RAEHE ’t’?% c) 28 ] (6.9%) . HIBHGEREE 6 f&lJ
(1.5%) . infusion reaction 21 i (5.2%) . BEEOHEEREE 4 ) (1.0%) . FIEEERE
e 2 5] (0.5%) . BEZS T (0.2%) FOURE 9 g 1 6 (0.2%) PR bLiLkz, &
7o, EERFEESE, DA%, RIS SRS R - %ﬁﬂ%x&w@-mmm%%
BRERRD S hotz, i\mIH’Eﬁi%‘é@%:ﬁ T HES (BRREERFELE) 257
(R S T ST

QFE R CFE OB (ONO-4538-16/CA209214505 )

AEFEG ﬂ:ﬁfl A Y b THE 5447547 1911(99.5%) | A =T = 7 B 532/535 {41 (99.4%)
(T L, BEEE ORRBESEETER VA FTERIIARA+ A Y A THF
509/547 ¥ (93.1%) . A=F = TR 521535 5] {974%) RO LR, WAL ORE
THRBLEN 5% FORWEHITTRO LB Th o7z,

%2 VWTRAOECREEMN 5% EOBER (0ONO-4538-16/CA209214 BAER)

HE (%)
HMIK S EE o ) b PR P g
E’E:;d) A ver 20.0) 547 Bl 535 4
edDRA/) ver.20.0 Z Grade  Grade 34 Grade 5 4 Grade  Grade3-1  Grade 3

ERHEM S09(93.1) 256G (457 0 5210974 335(62.6) 20 04)
MiEd LR v R FEE . . . ) .
# 1. 34( 62) 2{ 04) ] 83{155) 24( 435) 0
F LB okl A 1{ 02) 0 0 0 5.6) 3( 06

] ER IR 41 1 3( 05 1 0D 0 69(12.9)  32( 60) 0
AR TE 2( 04 il 0 93178 25( 47 )
M WEE o _

B AR 28( S 11( 20} ] ] 0 0
B R R LR 59 (108) 2( 04) ] 12¢ 22) 0 0
B4 R A {mri 85 ( 15.5) 2¢ 04) 0 134 (25.0% 1¢ 02} 0
B E S L

it 38( 6.9) 2{ 04) 0 /ETH 1{ 02y 0
LRSS 9( 16) 0 0 30( 56) 0 0
L) 35( 6.4} 0 0 39( 1.3 0 0
TH 145(2635) 21{ 38 0 27805200 28( 52) 0
3 gL e 5N 0 0 32¢( 60) ] 0
LR 15¢ 2.7 0 0 96 (17.9) 0 0
=S I 05 0 0 27( 5.0 0 0
W fr e 6( 1.1y NGNS o 55(10.3) 0 ¢
LN 109 (199 8( 13) 6 202(378) 64 LD ¢
CHRN g 23( 42) 0 ¢ 149 (27.9)  14( 2.6 o
EE-‘ﬂi 56 (10.8) 4( 07 ¢ o206 10¢ 1.9 o
- o RBREER L UL OREE : _ _ _

ﬁ)m‘h T2(1325 8¢ 1.5} o 917,y 12¢ 22 ]
A 22(369) 23 42) ¢ 264 (493}  49( 9.2) 0
RO AR 130 2.4) o o 152(284)  14( 2.6) 0
ERcfudedi 15( 46) 1¢{ 02) 0 29( 5.4) 0 o
. 79(14.4) 2( 04 ) 33( 62) 1 032) 0
EREERRE - o . . L
ALT 850 60110}  27( 49 0 50( 9.3) 8¢ 15) 0
7L 5P FLOI30Y 3 5T 0 (7D 17 32 0
AST HyHm 58{10.6) 15( 3.3) 0 49( 92) 7¢ 13) 0
B 7 LT = RN 35( 64) 1{ 02} 0 35( 635) 2( 04) ]
i LR BRI A o HE D ¢ 2.0) 0 0 0( 5.6) 0 0
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% (%)

£t NAY:
%E'gﬁj%ﬁ? L FHT ) A T e
(MedDRA/ ver 20.0) 347 B 535
e 2 Grade Grade 3-4 Grade 5 £ Grade Grade 3-4 Grade 5
I T 50(16.5)  56(10.2) [i 58( 10.8) 35( 6.35) 0
#7 IR B 3¢ 0.5) 1( 02) 0 40¢ 7.5) 23( 4.3) 0
e AR Bl 4¢ 0.7 1 02 0 73(13.6) 6( 6.7) 0
EEM i8( 33 0 0 28( 52) 0 0
A o 2k Eimio ) 6 1D o 0 40( 75)  11( 2.0 0
N hUsEiaE o A AT S
5 28( 5.1) 5( 15) 0 10( 1.9) 0 0
BHMGR _ T3 7( 13) 0 133(249) 5( 09 0
RA &N 76¢ 13.9) 509 o 39( 7.3} 0 0
fh P 43¢ 90y 3( 05) ¢ 26( 4.9) 0 0
PR A . Lo 1e3y ey 6 36( 6Ty 1 02 0
MR AR 3¢ 57) 0 0 179 ( 33.5) 1{ 02) 0
YW T3 9T 4 0D 0 65(12.1) 1{ 02) 0
L2 45( 82) ¢ 0 31( 58y 0 0
IR I 8 ‘ 3¢ 57 16 02 0 33( 62y 2( 04) 0
SR o 0 0 55( 10.3) 3 08 0
iR 22 _ 2( 59 6f LIy 0 0 0 0
PR LU AR ST I e R -
A 00 73 0 0 46{ 2.6 0 0
EREE 0 0 0 29( 54) 0 0
FE - BERTAET SR 5( 09) 0 0 231¢432)  49( 4.2y 0
T EIE 154¢282) 3{ 05 0 49( 9.2) 0 0
5 118¢21.6) 8{ 15 0 67(12.5) 0
Bk R SIE RIS 50( 9.1) B{ 15 0 22( 4.1 1 02) 0
BEEE 2( 04) 0 0 27( 3.0) 0 0
Ey ek 0 _ 0 0 43( 8.0) 0 0
mEEE o SRR . . : . .
[EYinkcs 120 2.1 40 0N 0 216 (40.4) 85(15.9) 0

REs, A+ A Y L TREIECT, MPERREEE 136 §1) (24.9%) | NTHERERSZE 08

(17.9%) | HIKERERERE 147 41 (26.9%) . BHGHEREET 46 14 (8.4%) . B MM
# 35 f (6 4%) . KM% - BEOTH 36 1 (6.6%) . HEOREEE 20 41 (3.7%) |
TERGEREREE 24 ] (4.4%) | BIEFHERERETE 32 41 (5.9%) . 1 BUMEERE 5 ] (0.9%) |
BEde 70 (1.3%) . TEAEAREENE 1 51 (0.29%) . Md#t - 4% 2 B (0.4%) . infusion
reaction 22 1 (4.0%) | S & DS 2 5] (0.4%) . DR 1 {0.2%) | 5548 2 1 (0.4%) .
PERUTHRRIE/ 2 A3 F—102 ) (18.6%) | FF# 741 (1.3%) RUSHIRMLIELSE 2 )
(0.4%) BERH BT, Fio, G/ MBI ESRBER R OB MRS RIS b
Ppino s, ARMEHRBRKREEESES (BRRTERT 250 2804 E 4T
ER
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[H#: - HE]

AFNOEHEBETFAFRH LY T a b= kb, AH 3 mgkg U
) U3 240 mg % 2 RERE THRY Lo RFOnFTIRESRIENT, TOMK

. A 240 mg IS U2 BRoOBRE L. ARA 3mg/kg s U ERoEE & i

L'C:f%flﬁ’i”ﬂ FTEFMENELOO, HEABRF IS TEREAHERSATVWIH
e HE OQomgke & 2 AR TR 'Cﬂ\f—?'l%f& = Lﬁ_[‘&r@ﬂ%ﬁ; & U TR
Rt ETH SN (FR), AT HEORBIZ S (ZED & AR 3meke

(EE) ik 240 mg & 2 BHHR TR S Lf:f‘gg(f)zliﬁll@ﬁi%ﬁgf%kT??j]"%@ll irEe et &
ORI & WREH D IRGERUSTE T BB S MBI W TR AT bjli_nzﬁa
LM% A& f“ '"Cﬁ x)Jlﬁ KU et /e R v E TRz, 208
iR ’7%‘07 —FIEOE KA mg/kg Wi 240mg A Y AwT mgr’kg
% 3 AR TR S Ltl}ﬁ‘ff)ﬁ\ﬁu MR & Atk b ORI A RET RIS E T
ILHBE S, HMféﬁué:ow\‘C*fféaq‘rbwrb;m:ﬁ%\ Lo Rk - AR TRt
(CHARR Zp R A B Tl S U

#3 FHOEWMBERASFA—F

Jig a‘i( - HE Cinax Cinindi4 CavgdH Crnax,se Crainss Ca\'g.ss
- {ug/ml.) {ug/mb) ipg/mL) {pg/mlL) {ug/mL) {pg/mL)
s mefka QZW 516 16.6 243 113 62.1 776
- merke (352.708) | (10.7.24.5) | (17.1.33.9 | (7500170 | Q71107 | (421.127)
) 727 335 341 159 §7.8 109
240mg Q2W | 51103y | (15.2,34.6) | (25.1,47.8) | (102,258 | (415.158) | (62.1.187)
191 613 908 398 i 278
" ;
10 merkg Q2W | o 00y 1 (51.2.79.2) | (79.0, 114) | 331.532) | (184.313) | (237, 386)

'T}%ml} (5"/1'13 950/04'&) Qz“" 238 F* F’}F‘[’w‘i Crnex T H{L 5. 'f‘z U)H!H-':} ﬁ‘ﬂ_ﬁ'j. @‘ﬁi‘ Crnindi4 = ?}J@&-@ﬁé 14
H Fj CEBH Jfﬂﬂklﬁlﬂi LP/E‘;J; (m wdid C %jj[u #L‘_f’fi]‘ia A :Ew—“'r)-l iﬂlﬂ”i—] F‘F v Connss & é?ﬁ*}\tﬁi:ij
i}éfﬁ(l Jim-il'l ‘TW}"’J—E ( nuin,ss R Yhfb H,.t \—j—)ﬂ}{)ﬁﬂimuﬂ q_]{[[u J.ﬁ (/a\g.,s - ff_ ]‘-‘,’“H{ﬁ?}ii:}f"} Z) "?J':iﬁ'ﬁféi EFI

ite
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4. BRIZH>WT

b F R IR ORI VR A TG o B E B F IS ER T 284510, AR
S LTEAAGERE (BH/ME PARELTWE I Enh, Y ﬁﬁ&@mm%
WTEDRBTHLLEN A, FOLET, BEERY A7 EHHE (RMP) I2H£5%,
AANOERLEZ MERITE ~OW DR 8 DM T - T, 2K 05210y 7 8
BhRZE-HEL, AEHORGICL Y BEELRIEREZRBB LZBIC RT3 2 & S0 E
Pt i, u}@®~owﬂma%ﬁtfiﬂ IBWTHERT I & THS,

@ HRIZHOWT

@-1 FED (1) ~ (5 OWTFRMITHESYTAIHRTHL &,

(1) BEAHHESAKENEET 55 A BFOEENL IR (FOER RS AL RO SRR
Hidak 73 AR HEEIEHL AR T . HUBAS A BRI 72 &) (SHocdE 7 B 1 B« 436
e

(2) SFFERGEERGE (CERU31H4 B 1 BEFAA 86 Mk

(3) FLHENRMERIEEST S8 AREEE RN (BAR %L%*EH“JF’J&L S ARSI
B, S A RREEHEER e &)

(4) AARALFREEZRE L, AR EREINE 1 AR LSRR ENE 2 ofazk L
BB R EIT o T AhEex (P304 7 3 1 REFA © 2516 Fiak)

(5) FUEMEREEALF EEMBEORREEIZEL B AT T AR (R 30 4 7
H 1 B - 1297 hsk

O-2 BE R L CRERBIREF OIS ok il & BB A& HEM (F
TOWTITZA T HEM) 7, U2 OARNIETLHEROETEE L LTHRE
ERTnhHI L,

o [BEEIGETFEER 2 SoNEUHERE T LI 5 2L Lo R AISEOBRKIHE %
ToaTWwWaAZE, 95, 24 BT, DARDREZ L LEBEEBEESOISE
ToTWnAE I &,

o ERGRFERIGE 2 FEOMBPHEEIET L&D 4 FL EOWRERE S ORIEDHE
FiToTkY, 56, 280 2, BEONPAEMEEL SR ALBEORERE
WHEZFT-> T WA &,

@ BENOEEMFREFEROMERITONT
EHEMFREBIIHET > HFEENEE I, MERENSOFRED ., O - &
EMGHEANEROETHEE CEMEICHT S IERIEM. AEER0RAE L Eo0ls
WH BRI B A 5 T B T kL
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@ BHER~OREIZ2WT
@-1 ek fhlicBET 28

IE MM RSO BEAREM A UZEIC, 24 RBEAMO T, Hikhiir X
FOEER R L VT, RER LA BIERNICIE U T ARE B A O CT FORIEH ORI
EAREOCRENY BPRELN, EHISHNTRERERNE>THD Z &

@-2 BRHBEHIC L 5FFESNISCHET LB
A BIEECHED S HEMN LU HEEZE T SERETESIER =YV 7
REDEROA L V== ZRATORIRE SR L LT T & b F— AEREH
i TWD 2 &, ek, BIHRENZWT, RAABHK LT OFRITT I En ST
WhH &,

®@-3 BHER OBMTRIRICE LT

EERT (R PENGE B in & . TEERS M AAE, Dihge, T, BRBCRRRIEESE . IBAR.
A TR T, 1 EVEERIN, R, RFHEGERRE. NTAS. LRI qujiﬂﬁ}*\'
FRREREE . T ERRHRGEREE %‘11 xii\ B (B - R RMEEE R LS

R, MM, T ORI BRIARIEARSE, infusion reaction, B fmfﬂ.ﬂ)a[*; ,?n .
MERE AR, A, M. WO RERLE, WA HEN. CEES (LEAMS -
B« S MEERAMIGHASE) . L, LS IS LT, MRX Jﬂ,ux}{i‘iﬁl%ﬂﬁf’ﬁ’é@ 7y
B 2 A3 2 LR I & L (RUPE A 0 3B o /i ﬁﬁb'(? WROSE AT 6D
FCHA L), EHIOBUARLER TELHERPE S TSI &,
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5. BEXNBLRDEE
(it BE+ 5 FE)
O TROBEFCBOTAMOADHEEBRIEESA TV,

o MEHEMEERLETT2REMERES (T F=7, AzoF=F V57
2T NS TE) RETEEEER AT S IRETIER R GE s o
EfEE RS (ORAIBURES)

v (LERERIBEROIMDC Y R 7 4380 Intermediate X Poor U X 7 FIY o04RIEED
BRTRE LB OB IR EaE (f ) a~=T7 L OftERS)

@ TRIHATIBECHT EAROEE R UERFIEZOWTIE, RROG T
WBEESL SN TELT, ARORGHR L LB,
o (LERERBFERERVY A A L BAOROIEER AT 5 BE IO
D AR B,
o HFRAmBhIEL,

G Epe R S IR (ONO-4538-16/CA200214 3ER) 1235107, BT OO~V 117 Hi8% L /e
VEA I Favorable Y R 7 | 1 XX 2 TH H #3872 T4BE 1001 Intermediate Y A7, 3TEB L F &7 980
{2 Poor U A2 L &R, (6N— %)
O B L B A THLARRBROBESSIN T £ T 1 £11
Karnofsky —AZIREE 80%4iw
A~ B LA BV T R AR
HWIEHRO DAY T AES 10mydl 28825
W R R FRAEA D
e/ MR e PRS2 5

BO®HLE
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BEICOWTIEAF ORE mmukéhfw@_&ﬁ@ 5%
o AHIOBASIE UBEREOIEROH B BE
@ ?J*a‘éiﬁﬁ@%%ﬁ CEWTTRIZEYTABEIZOWTIE., AAOR GRS LA

L ALOTRBGRIIE A 22 AR Y | MBI AR AT I L EBETED
. @@Hwﬁ$®fﬁﬂiﬁﬁ®% B

o iR R A TRTE mmé?%&o%%ﬁww%ﬁﬁm Ko YL il 4%
DR *Ewﬁmb AHBE

o AR BOGHE 21%%%@%L<@E%&wﬂ """ OO e R B OO REAERE 0>
B ABRE

o JESSREMEE GEm RSN S OhDLRE
o REROREGIPEE AT ORE
+  Karnofsky Performance Status 70%:Aii "2 B4

HI2Y K ammofsky Performance Status (PS)
Score T He
100 | ER. BECT DBEOFAMB L, BAERL L.
TE OIS T, BBl EE AL A 90 WEOCEBEERIE S D, ERITEL A E

80 fJ‘f& WEREER S B Y, BN L TER OIEE A

I, , , B ESOMREEETE DR, EWOFRE - HET o T
S5 LR, BECEETET, B | 0 | DRSS ‘ e

éfi;féi%ﬁgﬁfw LTS, TG [ BmickmR eI TEGl LR EEPBILE

50 FREEE LB L CE R ERT AN S H

40 e, B ERBLUFERSE

BOEL O ERRSTTERN, MRHLD 30 ECENT T, AR LERPHITE LY FE o> T
%

AREEOBRE L REOEELLE LT L, KRR 20 HWICEE, ARPLETHEANRGENLE
PEAEIZET LTS HREEN S D, 10 FEMARIE - T D
0 ad
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6. BERZELTHEBETREEIHE

O IR CES M A WERTCEE BRI D ER IS & RFN O R R U IE R
RO DT LEREFRE T SICEBE L TheERTE L,

@ EERICELL, BENIFORBEICIRDERCARMEE FOBBA L, RELE
ThbESTHIE,

@A FERBHEHO~RI A oot

.

MEMHEBRLEH LbWAZ ERHDHOT, RAOWE I H1- - Tid, BEKE
P (RPO RIS, gk, BEVE) OMRRUMWE X SMEOFEESE, BEs o
AT k. Ee. LECECTHE CT. mMif~— b —SomE s EET5
ek,

AFN O EIIFEE O infusion reaction 12672 TEARIC 4 HIEO T 24
21T o7 L ChMh+ 25 Z &, F 7.2 BB LIREO A S 2 infusion reaction
PBHLDLNDHZELHDIOT, RAZRGEPRUOERABGE THRIZ A ZAH A
EETLE. BEOWREY +SIC#ET D 2 L, 7233, infusion reaction %
BUELEHEICE, STOBBRUIERSERIIEET 2 £ CBHE +o8E
THI L

FOK RS REREE | TRABERERVRIBEERLOONAZLBHHD T,
AF) O P - BRRART R UNR 5315 P I BRI WIS RERR AT (TSH., J5FE T3,
WEBE T4, ACTH, M =2-F Y — L BoME) 2EETH 2L,

AR OFGIZ LY REORERINCERT S EE 2 LDk x RRBRRE
BhLONAZENRSHE, BENREHLNTZES I, BRLAFESE L UA
REPHA 70 el & R A FRO ERTD Lo U CGEUIZERIRM 2170, BE O R
ROGIZ £ BEER B LR BB EITE, AFIOERE Ik, RUBIBRYE R
ECRIOBRESEERTH I L, 2B, BIBRERAE L OREIZE 0 EIE
A OUEERR D LAV I, B BB R 2 PO GuE I HI B0
LEETS,

BEETH, oA LRI ARB LT LEITERARBE T2 b a0,
ARRNOPE R THRIZHLEWEROBRIZ DI EET B,

VAR (BHE 1 BER B 2 B A bbb, BEREEY T - R
WL I ERBDOT, NG, B, WEFEOEROBH-CMEED ERI2+
SHRET AL, I EBEREARDAES RS EPIEL, AR ) M
RO GEOMYIMEETS Z L,

@ AHDERRRERIZ W T, LEFRERBRER IR 5 AR S TR 5D
BRI 8 EM I (LEMIEREFER IR S B A TH RS T
BERWEL P ERIZ 6 AR T e (MENT 12 8RB ICHIMOFRELA T T
e & BBEIL, FRRSTIIENNICERRE THROMIELITY &,
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BEERHETA 71 v
=H V=T REFHEMRZ)

(RF4 : 70— REAEHE 20 mg, 70— RERHE 100 mg, 70—
AR AR EEE 240 mg)

~HHPAR T T 8 E~

YRk 2 94 H (524 2 HWET)
RS EE



H &

A o

LT

AR O, (FR%F

B B B

Mg (DT
BB L bEHE
BEIE L CTHET N&HEHE

P2
P3
P4
P8
P10
Pl



1. iZUeiz

SR ORI  E R OTEIRO T DITHL, R SCE SISV B IE 2 EUR 23R D
LA, X5, EEORSFEROESRIC LY, PURKIER R & Oy e B ER
FREHKEAAREINLRC, JhbDERGFECLERBHFIRETL 2 IAHEER O
A & Fp s T4 BRI EAECE R & o AR S8 2016 CR 28 R 6 A 2 HBIEEIRGT)
mERWT L . ERRGEIES SO T OB LHEA D 2 E STV D,

PR E R R B AL ST R 7 7 A B AEOERS S SR
Bl T RS, IO, AR OESEICET SRS ERET S ETOR,
W EM A OREAFHCEITA D ERES SIS BREII L THATS & &bz, RIE
AT HL L - s MBS A & B T & A ATRE A TE 0 Bk A T R AR e A
THIEPEETHD.

LEdaT, AHA K40 Tk, BREBES W E TR Oh T HEPIEAR -
FHoAE B B 2 | DU o [ S5, o0 B 7 A e DR b BN B, A
R ONH BB A R,

Fods. RHA NF 4 0k, ST ITEE AR S EREEHA AN . AR EETEA IA
B PRIEIE S | e A B AR N E & R OV TR A AR SR 2 D00
LS (7 A

w e b e AERES, A7 U R AE R 20 mg, A VY- AR L 100 mg, AT Y
— B ETEEE 240 mg (R4 =AUV~ T GEGFHEO)

Fo R AMEOENT RIS SUTEIRTEOH R U L U oSl

WL RAERGRE R, AR T GEFEBR A L LT 1R 240 mg
% 2 THREIRIRGE T i 5.

Wy MR ¥ NIRRT TGN R




2. FA|IOKE, (ERMF

A7V R IR ERE 20 mg, R ERE 100 mg R ONE S ETE 240 mg (—A%4% - =
A7 CEBETFHREEZ). LT, TAAD 2v)) ik, NS Tkttt 2 4
Lo A (BAVA P oL ¥—R 2247 (BMS) #) 73BE% L7t + PD-]
(Programmed cell death-1) 1253 5t W IgGd €/ 7 a—FAHEKTH B,

PD-1 4, EMEE L2 N8R (THENA, BHIMR UV F 2 4% 5 —T #i18) ROVE
BEFANBIIZFEH S 2 CD28 7 7 2 U — (T MR O 2 MBIIC IE L Ui+ 2 4
FH) CBTOREERTH D, PD-1 IR ZRE 35 PD-1 U & K (PD-LI
FRUYPD-L2) &#5E L. U BRIz A2 EEL TY v SEROIE L eE 2
TUHZFREI L TS, PD-1 U0 FIZFIRSERHIRE LM & b OBR & 70 IR AR 56 IR
LTEY, BHREAEEEL LU L EEARIC KT S PD-LT ORBLHHBOLETF
B & ORIZAOHEBRGRAH D Z s ST D (Cancer 2010; 116 1757-66) .
£ BMBERES CIBMAEE TMRAEEL T A ¥ — Tz H <= (JFNYy)
{Z £ - TPD-L1 DIFEHENFHFE I N, B8 L-EEEMECBITS PD-L1 OXIEF Lo
AR E ORICIEOMBBERS S & OREL H D (Sci Transl Med 2012; 28: 127-37).,
X 51T, PD-L1 Z9RfI3EM S8 A3, FUERRE CDS B T Ml oM sE
A REI X525, P PD-LI i T PD-1 & PD-L1 L OEEE2MET 2 & +0iME
EEEMNEIET A 2 LAREANTVD SO G PD-1/PD-1 Y 2 RT3
AR TR ARRAY 2 T IR L OWBE X DN T 2BFO—2 L LTEX SR TN
%,
AANT, FEMRBROFRER 0 PD-1 OIS ER (PD-1 U Ay FiEAMHEED) 1268
PD-1 & PD-1 VW NEDEEEMETHZLI2EY . BDAMKGSRNZ2 T ﬁﬂﬂa@rﬁ-
AL RO AT A IS EIRH 2 B8 2 2 & TR LTRSSy =
LERWEREINTWS
IS OERNS, zliﬁl BRI T 2 RRREEIC R B2 Lo L i &,

EHATR U F Y o R A B L LEERRR I L. M, AR UER
HERTER S T,

Fiiﬁum’riﬁ%’i%%ﬁ“'-z:%ﬂgfx WEDORERIGCE SEWERS A b, EEIIETI

HEREMER S D, ABOREP RGBSR, BEOBREAL H5I0iTv, BENRR

D HIIEE IR BB LS U7 MR e A & #RBR A AR SO L O

LA EERIRAT 21T BB OSERINIZ L ARIER AL A8 10 0k, B R E R
EHIOBESEOWMOAEEITHILERH S



3. EBRREGR
L3S A o B R U v ) O ARGERE AT A (T o A E AR O

AR AR,

[ 2]
@ FEME LR (ONO-4538-15 3B

HEEMSMEBHE R T LY X o< ~FFr GEE T ) BUF, T
VY ER T RS RPN A O BRI o /R Uk U
S EE (ECOG Performance Status ¢ 2 OF 1) 17 i wbgas, RH 3 mgkg & 2 BRI
B TR AR L L7, RESHEEE TH DY) @%UWGmMmQ%ﬂ THS R
YL K A complete remission  (EAF, TCR] é: Va9, ) X3 partial remission (LU T, [PR)
&wOJcmfﬁ)ﬁ?ﬂ%(%%ﬁﬁ@%:ﬂﬁN%TW‘?%otg@£‘$%K%
L= BEE T 200% TH T2,

@) WAL TTAERER (CA209205 3B&) (Lancet Oncol 2016; 17: 1283-94)

H 28 M S AIa A T RIC 7 L ¥ o T L BRI R ST T B UL G
OEBRER Y F U o AERHF (AR— b B, ECOG Performance Status 0 2T 1) 80
B RPEIT . AH] Ime/kg 2 RIS CARERE L, REER Th DR (K
ST IWG criteria (2007) 12363 < dpde @2 lc £ D CR U PR OFIE) 11 66.3% (95%(F
FEHIXR | 54.8~76.4%) Tho7-, 28, FIMoHE UMEE 200%TH -7,

[ 2tE]
@ [P TSR (ONO-4538-15 5ER)
g RIS B L, AR & CRBR-ESTHE TEAVAEERL 2HIIRO
BT, BEEEN S%ULEORIERIEITROLED Thoto,
# 1 BEERN %I EOBIER (ONO-4538-15 RER)  (RSMMITx SHE)

SRERIK T HE (%)
HAEE 17 44
(MedDRA/ ver.18.1) % Grade  Grade 3-4  Grade 5
AR F7 (10000 2(1L.%) 0
M ds LN NRERE : L _
B 1(5.9) 1{(5.9) 0
U L oSERE R 1(5.9) 1{5.9) 0
B JURREREE. L _
"Mﬁ _ _ 1(5.9) 0 0
Eﬁ%k lﬂ&ﬁt‘:ﬁﬂrﬁ 3(17.6) 0 0
ﬂgjﬁa 1(5.9) 0 0
k" S 1(5.9) 0 ¢
T# . 1(5.9) 0 0



FEMKSE P (%)

EAGE 17 {8l
(MedDRA/) ver.18.1} % Grade  Grade 3-4 Grade 5
W% 1(5.9) 0 0
B[ B 1(5.9) 0o 0o
=i - AHEFES L USSR e e T
I 2(11.8) 4 0
SRR AT R i 1(5.9) 0 0
R 2(11.8) 0 0
ZEER _ 7{41.2) 0 0
(T _ o 1(5.9) 0 0
ROHES JOEARAE 0 S
o H 4% 1(5.9) 0 0
i U YL B 0
B, PEL L ULESHE L R
EACH D RIE _ _ 169 0 0
FFRE R T LR 1(5.9) 0 0
B RN &0 1(5.9) 0 0
HRES A 1(5.9) 0 0
= i B sl _ _ 1(5.9) 0 0
Rl L osmmE SRR e ER
&4 Y o A mdE 15.9) 0 0
B b U A 1(5.9 1(5.9) 0
R 1(5.9) 0 0
BEERB S UEOMREEE IR
RS 1¢5.9) 0 0
A 1(5.9) 0 G
P o 2Ly 0 0
it F 1(5.9) 0 0
BE 1(5.9) 0 0
FifE = o - F 159 0 0
BEGE RS, BRI D UMERRREE - e e S
3 B 44 P &, 1(5.9) 1(5.9 0
LEE O 2 E 1(5.9) 0 0
REB LR TS e R e
e 169 0 0
ok 1(5.9) 0 0
SIE R A 1(5.9) 0 0
& O FERE 5(29.4) 0 0
55 4(23.5) ] 0

Aok, REPENTEE 1 41 (5.9%) | WERUFRAEAE/ X A F —2 B (11.8%) . KB4 -
HEOTH 1 H] (5.9%) . FFHEREREE 1 4] (5.9%) . AOBRBEREREE 3 6 (17.6%) .
PIEREEE 3 5] (17.6%) 2 UVinfusion reaction 1 7l (5.9%) D bz, F7-. HIEH
HEHAE, DEhZE, B, | RUBERIN. MM MRGRUD HESRETR, BT A, BHSREREE
BIRSHEE, RS - BN, EEOKEHEE. HIROASERE., TEREEERS, BRER
UL E S IREIERR S i le oo, REHEMBBERIIZEEFSR (BRBEERF LS
i) BEUDEHERE T,



@ WA T ARRER (CA209205

Rl

AESERIT 238/243 F (97.9%) (ZEH L, AF & ORNREBRAEETE RVEE
BT, BEEN %LU LORIEHRIZITRO LB T

T 185243 B (76.1%) 1278
i,

F2 RBEENS%ULOBER (CA209205 BB

{All Treated Subjects)

S ERIk it (%)

WoARFE 243 15

{MedDRA/J ver.18.1) % Grade  Grade 3-4  Grade 5

EEHER 185 (76.1) 48 (19.8) ]
MR LV R B

i TP BRI AE 13 (5.3) 6(2.5) 0
PIorilEE. S

B IR RE I T E 14 (5.8) 0 0
¥4 AR o B R

=R 14 (5.8) 2(0.8) 0

T 34 (14.0) 2{(0.8) 0

L 24 (9.9) 0 0

jg ik 19(7.8) 1{0.4) 0
— i BB REE T LM E B O W . o

W 50 (20.6) 2 (0.8) 0

T ER 21(8.6) 0 0
EH, FEBIULESHE _

EALE D R 33 (13.6) 1(0.4) ]
FEERRE E _ L

ALT ¥ 13(5.3) 7.9 0

AST Behn 14 (5.8) 5.1 0

17 BRI 14 (5.8) 9(3.7) 0
Pk L U AR E

BEEIE 19(7.8) 0 0
WEFREE L RTINS

SR 14 (5.8) 0 0
FER LU THEEEE o L

& B 21 (8.6) 0 0

eI 28 (11.5) 2(0.8) 0

Zeds. BSVEIVERREEHE 15 ] (6.2%) . WARUAREMARIE/ T A SF—19 {0 (7.8%) . KRG

% - BIEO TR 6 ] (25%) . WTIRERE 22 6 (9.1%) | A% s (2.0%)

HE PR

HEEERSE 28 M1 (11.5%) . PREREETE 40 f (16.5%) . EREERRER 4 4 (1.6%) | A% -
IS 1 B (0.4%) . EEEOMERE 3 F (1.2%) . FFiRiAeZAeE 161 (0.4%) |
BEde 2 B (0.8%) JOUSE 5Bk 2 ] (0.8%) %88
B, i, BEIEMAEIE, DERA. ARAE, | BRI, e Mo P S |
BT s R OVF SR A RE R R b e o F, REHEARBURIRIZEEF & (FER
MRS 25t HEUEHSRETT,

infusion reaction 38 5 (15.6%) .



(A - HE]

FAOFHEFEMIEE TN EZAB LIV L ab—1 2 LT Y | K53 mghke (&
H) A 240 mg & 2 MEMR THES LZBBORBOMEBPREN B SR, 2o
A A 240 mg G LT BROBRERIT. A 3 mgke 25 L BROBRE & & o
LTREERT EFRIESNAZLOO, HARABE RSO TERESHESA TV EH
- HE (10mgkg & 2 BRIMRTIERYS) TAKEZ 5 LZBOBREE & gL CEH
FrfeTlan (FR), MAT, MEORBICRT 27 — K-S x| A 3mg/kg
(FE) 3240 mg % 2 EMMR CRE L BORSOREE L HoME iR b
OEE RIS T LRELICE T APER SN, MEEEI OO TRERT LR ER.
LEOMRE - AROH TH O R UR2MICATR 2RI TRl Eiue,

£3 FHOKMBME S A —F

H . @ Cmax Clindia Ca\f‘gdl-ﬂ Cmax,ss Cmin,ss Ca\'g,ss
ik M (pg/ml) {pg/mL} {pg/mL} {ug/mL} {pg/mL) {pg/mL)
s malke OIW 51.6 16.6 243 113 62.1 776
3 metke Q (35.2.70.8) | (10.7.24.5) | (17.1.339) | (750,171} | (27.1.107) | (42,1 127)
2.7 233 34.1 159 878 109
7
2A0mg Q2W 1oy ony | (15.2.54.6) | 2504780 1 (102.254) | (415, 158) (62.1, 187)
191 613 908 398 217 778
10mehke Q2W 1 (107 510) | (5127920 | (00, 118) | G31.532) | (184.313) | (237, 386)
il (5%}.!::';. 95%.5) . QZW 2MEIMNE, Coax e *JJ@?%%‘%%U}%EE?E qjﬁg\ Ciind12 : ?ﬂ[‘ﬂ%%“fél‘l

H B30T DRAISME P, Capae: PEIRSHI14E0 B £ TOFEDMIGTEE | Cone 1 TEPEIZE
JOEELIETIRE, Cuns | EEEEICBT 2RBIETEBE, Cows : ERWHREICST L E 0§
F3Ls



4. RERITOWT
ARG & Lﬂlﬂ%ﬁkmmﬂﬁ (£HFHE) NRE L TWD I E0D, YERAE LM
U ERTE AR THALENR S S, TOLT, ARIOERGHE ) 22 BH &SI - 5
EL, RAIOREC otV)%ﬁ%tﬁmlm?ﬂ%%’%@ibtﬁii:xﬂtﬁ B EDMERTD, LT
OO~@OF 2T EBTRHBICEBNTERT I ETHD

@ m&rowr

D1 FEo (1) ~ G OWTFADIZEYTIHERTHIL I &

U)Eﬁ A8 B SR T B A AT LT %V“(ﬂ@ﬂ%vaW@%&ﬁﬁm\
Hb ik 78 A S OB ML OB . MU As AU BB BRIR R &) (A naedeE 7 A 1 s 0 436
JER

(2) FEERe CERE 3144 A 1 HERR @ 86 liak)

() EEAFRSESRET DA AR (0 A BRI EMRE, 28 A B

Wk, IR A T 22 &)

(4) SRHelb SRR A B UL AR R AT 1 Uk R RN S 2 DRt AL
WHRDBRMEIT 2TV D Lm(fﬁm¢7n1{%5 2516 Hizy)

(5) BBV T E AN O R AIEL LR D M A 1T - T AR (R 30 4E 7
B 1 RIS 1297 Kik)

@-2 7R % ) o SEE AL SR B ORI R B TR O S I 43 e Al & A%
A FEBERT (FRouwTFnniog -+ aENm 25, M4 SRR O AHN ST ATRIRD
PFIEHFE L THEIR TS I &,

o[RS 2 SEOPMIHE R IET Linikic 5 #L LoR LTRIEORKTHE &
FoTWA D, 5h, 24EN L, BAEYREL T E URBRESSOMEL
fioTndH I &,

o EflifHIREE 2 EOMMEHERE T Lz%IC 4 L EOBRRRET L T0D
=k A, 3AELL bE. i SRR IE R o0 A A SRR L A B o ER A LR O T
%:’“"D ~ : & 9

\

@ BRAROERLEREROERIZOWT

PR SRS D BT B S, RO OWEED, Aotk - K
S S S O TR OERIS IR D R FERRARA LSS O®RE
SEFE . EABRNIIITDRLARHAE - TND I L,




@ BHER~ORIRIZoNT
@-1 R RIS 2

FMEMEMEBREOER2BEHSRA LB, 24 BREZMESH O T, ¥: /};L-’“R
IEEMERR I B T, BB L ZBTERICE U CABRERL D CT S ol fEE OE Y
HARMBOFERSEAPIELN, BB TRELRERINESTHWE 2 &

Q-2 ERUEFIL2AFFESSCHT IS

BABECEDDEMOMBER CHEEL AT IEREFENBERAE=F Y o
FEOELEROAY Y -2 FRATOEIRE L HRE A TE D F— AEERH
= TWD &, Ak, BHEERIZSWT, BABELZORBICHHIn@AmanT
WoH ok,

@-3 BIER oKz L T

R (RTEEMZR BN 2, BB IE, 28, ﬁ"ﬁ”‘ R RLARAE | KBS,
MBS, BEOTRL I EERM, FPRe, IS BF4, BRLMER 4. My
sl TEREREEREE *T‘HX?W = OBEE (Bre- }:(’f‘H]t‘ FIEMERREET),
BB M, EF*(D&T*@ fRids, FRARIMAT AR, infusion reaction, A 7o Mgk
R RAE R, . BEZ. Jl’-‘*l)"‘*:(f)%ﬁ%ﬁiﬁt?\ WehG REEE . DIRBEE (LERE - &
Wi« D EEMERRAMNRES) | B, HEILER) 10 LT, M REHERR S P s o)
BRPRE A5 4 % AT & L (@ T%Jﬁm,,,iﬁﬁ“i;’ﬂfu CEHLTIRERUHIEERZIT NS
FibL k) BHHICEDRLEN TEAERFESTHD T &,



5. BEFHREZIBE

[B4hitic B4 5 FE]

D HEEMSMBRE T LY & e ZITRPUE LRI R O B8 TG
O AR U E VY A ERE LBV TARAOAMMEIREN TN D

@ TIN5 BE T B AR OR G R UMW T, ARIO A
PRSI ERTHLT, FAIORERFGERLR,
o (LEFRERIGEOBE
o fhOBTEEMEREER & R L TR AN D B

1]

[ S
BN TEARIOR G AER L SATND 2 e s B5 2 AT

@ —I ; L«uA—-J
Pl k,
o RE|IORACE LRBAE OB & D B

@ WEFESOFMII BV T TFRIZES T 2 BEIT- W T, $ﬁWHﬂuiﬂH*éhﬁw\
AL L EEGRIE A A AR Y L MEICAFIEEMR TS I L aBETE D,
o BEMEMIEROGUUIEO H 5 BH
o MEERIE R A TRV A 3 2 B T UE BhE O i L R Rk TR A

8 T RSE ’i’fr{tfﬁ?} LB B
. ﬁ Emi’idfﬁé?\ B, UMY R EE L <R B DRk B O BRARRD

Q}E
'*H;

U f"? HEE G RES S ) OHDH BN
. m& DR TR 2 AT T A B
+  ECOG Performance Status 3-4 1 (DB

-
'\_:l

K peOG @ Performance Status (PS)

Score TE2%

0 2L RIMEA EBITE S, BMETLE LR EEFESHMA CITR D,

AIERD I L L EE) AR S LSS, BT AE T, BIFRCMR o TORRIT I L TE D

Ul e wvoss, iy

2 BITRRECH SO EOE D O LR AMERI T E 2V, B 50%EL BT BT I,
3 O/ AnodoEY O & LpTEel, BHo 0% Edesy FET Tl 27,

4 ECmd . Baedolalv o LiEad TERV, SRty M Tl I
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6. BMEZEBLTHEETx¥E

©

@

&

AT CGEF IO A BEREEE iRt 2 ‘%*ﬁl’%i:ﬁ"j% A O 1 R UV Ik

RO DI B WA - T LT bR 2 2

BRI S, BE LT ORBICADIMN R OER UE’EH* TR L. RIE %G

TirbRETHIL,

ERBEHER O~ R T A Mz T

» BEUMMERRBRLRS LB EBH20T, KEORKEIZHZ» Tid, BEEE
P (VR RS, Wk, REVE) OFERRK UM X MEOEE S, BlEr 4y
AT Z & F, BB CTHRE CT, i~ — T —SohEdr EET 5
ik,

o KF[OE G IXEEO infusion reaction (2 2 TEHARIZ b0 Tx A
a7 o7 ETHAT D T & F 702 B H DR O AAI 58512 infusion reaction
BHLORDHIELHDIOT, KFFRS P RUAERIREGE rigi s f 24494
YEREY L%, BEHEOWEESIBETS 2 L. 2B, infusion reaction %
BE L 280000, S TOME RO 5 2ITRE T 5 % CHRE & -8 s
THZ L&,

o HRRIRMEEEREE, TEAEBERERVRIBRENLLLNLZZERBHL 0T,
A OB R MG O 5 BRI L E RS N BE AR A (TSH. N 173,
Wi T4, ACTH, MM =3 FY — A EOWT) 2 RMT 5L,

o ARFIOESIZLY  BEOSEK lﬁkmﬁékﬁ&%ﬂ DR~ TR BRI NE
BELbWAIENHDL, BRENRDLNIGEIZE, BALLERIELE
B PIRY A0 Sl & BRI DA & ﬁt’(nl.@ii;’ﬁ:ﬁhl] ST ATV, 1B O%E
BONZ LD RIEM B LN DA, REOHREE TP IR, RURIBEE R
WECHRIOBESSEEETH L, B, BIREERAVE OB L0 BIE
ﬁ?@dﬁ%ﬁr”% BRRVESIZE, BIREE RV LA OB mR OB
LEETA

+  WERTE, %\(@Fﬁﬁiﬁ*%%{ﬂ H i L'Ci’)\bm'lﬂ Jﬁfﬁ%{ff}?ﬁ‘*’ BB D0
FROFEGHTHRIZOBERORER 4 EToaIk,

o L AUERRSE (BIEE 1 BURERR A S T) b B?bzl’L HRAE, b7 k-2
uéélkh%5®T\u%\%M ME -2 O AC AR O FEFR I BEE o LRz A
FEBRT L2, T RERBRRLPNLZESIEESERIE L, A2 1
ﬁ@ﬂﬁ%@ﬁ@kﬁpaﬁé_b

AR OBRARRERC VT, WEHEL 6 P AN s B2 Lz, FnelkEis

BEBRMG S P EME TR I2ER I S ICADEOFM AT > T 2 255

A G PILEMICEGRE THROMRETH 2 L,
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B AHSETA RS
=A< (BizFHE#EZ)

(BRFE4 : A7 V—FRAWERE 20 mg, A7 V—FRARHE 100 mg, 72—
AR ERE 240 mg)

~ S~

Y2 9F 98 (ff242 AHED)
RAEHBE
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1. LB

EHADOFTINYE - ERUOHROE DT, B CESICLS O EE BRI
DD, ELIZ, IEFEORERFOMERC LV, FUREER 2 ¥ oS5 2 6 vk
FEESPERINEIPT, TNEOEERTZEIZAEABEICRAT A & L 5RO
AL 2> TRY REMEER & WO LA 2016 CER 28 4F 6 A 2 AMELE)
ZEOTL, SHMEERECERORE(LHESRL - Lt ah T g,

%ﬁﬁ%%ﬁi%%j:%ﬁ¢%$§A£7H7T4Wﬁ BIFOEERL L HL AR

TERBL. Zokd, FHHRUCESHIZET AEEN S ERT 5 ToR.,
rmﬂﬁm@@%%%<§ﬁ ENHMFShABEICH L THERT S L L Lz BlE
HBRR U BRC LB /IS4 & B 2 & BTEEZ — T O B % i 7= 3 [ bl S =
TAHZENEETES,

L7Bo T RATA T4 0T, MBEERL N E TICH LTS ERE .
BEMRMICESE | UTOERGHOBB2FERLHET 288 Ly my:, 22
HFROEEFBELTT,

IRE. ARHA BT A L MSTITEIE NE S ERES A OB . AR REA A A

SRS —RRILEE A B RERABES R U—REHEA B ABEES 05 H0
b EER LT,

B LR DERESR AT PR REEE 20mg, AT O — B AT 100mg, 47
=R RTEE 240 mg (R4 =T (BiE TR

GERDMENAPE © B AALFER ISR B LG R 2T « RO B E

HRELHPBERURE B, AR =R~ GEGTMMRL) & LT, 15240 mg
% 2 WIERERE TR RET 5,

BoaE W HE NERPIRS TR




2. BRI, EREF

e A R TE 20 me. RIS ERE 100 mg L UVRLAAEFHE 240 mg (R%4 - =
KA (EEFHEEE) . DT, THRAL 2vo.) i3, ABRESTERRSt L A7
Lo Rk (BT UR RV~ —X R7A7 (BMS) th) ABE¥LE b PD-1

{(Programmed cell death-1} {Zxf7 25t M eG4 £ Fa—TARETH D,

PD-1 1%, JEMAE U7 U w8k (T #IBS, B AIRR OFF 2 F 0% 5 —T flle) RUYE
BE MBI BB S CD28 7 7 3 U — (T IR O3E L & MBI IE & BT 5 5
TR WRTASARECH A, PD-1 IRFUER BRI T D PD-1 Y A K (PD-LI
&L)\PD L2} L& L. U SERICEbtE S 7 A EE L T U o SEROE LR &

CIEN LTV A, PD-1 U A FIESHUER AR LA & b Ok 4 2o BRI IR
L’C:‘fo‘f) 6 B B B 0 0B L IS ARAR IS B8 B PD-L1 MIEHEL LilF R OETT
BIR L oo Ao BMIERH S D LA STV S (Cancer 2010; 116: 1757-66)
¥ MEMEEIESE TR T RS EAT D A /5? 7 =0 2 H = (IFN-y)
124 - T PD-L1 OREBAFHHE S, 58 L BB 7 PD-L1 O¥H &k o
AF R & ORI EOMBRRRH L L DHELH D (801 Transt Med 2012; 28: 127-37},
X507, PD-L1 %l sed &7 8 AR, BURUSRAY CD8 TBTE T Ml o MR (5
VEVEA IS S A A, $1 PD-L1 HUAT PD-1 & PD-L1 & O &EIHET % & T OR
T AT S T L AR ANT VS, B0 T A5 PD-UPD-1 U A FRE#EE A
AN A2 T AR @1&1 BT AFEO—2E LTEL LR T
7

o

AL SEFRERER RS B 6 PD-1 OHMBESMESL (PD-1 U 4 2 RS R 1R & L,
PD-1 & PD-1 U FEDFESHILET S 2 L0, BAFURSRI, T HllaDig
PEAV B TR AR ST 2 RS B IE L A 190 5 = & TR 2 U R & oy
TP EN TV D,

SR OB | ARRTEMIEEIC T A H BRI ARV Lo s TS,
A OB e Sl S AE N, gy IO s L N 7o e ) G ¥ e K R ) Ehiz,

MummWﬂ_ﬂoo&ﬁmw RS E A BRI B & L, ST
A AR b B AFIOE IR U BRI, BEOBEE R+, BENE
¥ BN EITIE, ﬁf&tt%%& oIS u:mmfa@fmszﬁHﬂfﬁﬁ%#‘°«a@safﬁa@;%Lfi@
W) AR A T\ . SBIED ARG IT X BRIER SRS B AL, B E R
BV AID B 5B O T w,{rj mn



3. ERPRARAE
D AAL R B ORI L 2 RISV R GE AT « B3R O B O AR YL 4 1T - 7=
FRERABR O Y TR

(&)
EIRR SR AR (ONO-4538-123450)

20p) b DU FRERE & 7 T B REIR RS IS LR O TSRS B R RE Ao 64T - P38
OEBITEEEESTE (EFORLAREEHESNLY ETFSemblNizfrB+ 285
#) B3] (BARNBE260 A &L, REBEIZ00, 75 2 RBH63F) & 550,
T TR e R E UTAHS mgke A 2BRIMME THEMREIE L L 20 ERUZRS
MEme Uiz, EEFMEER CH D RAFHM (PRl [95%EHRBI ) 13, A%
T5.26 [4.60~6.371 BB, 772 REETA14 [342~486] BHTH Y, XFILT 758
IR LR B ERERE R L (0 — FE0.63 [95%E38 [XR : 0.51~0.78] .
p<<0.0001 [fE5log-rank #E] )

10 & — AEB
A e TotuRE
0.9+

.8
074
06~

05

EFE

04+

03+

0.2 4

01

0.0 +

T 1 T T I

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

at risk % 4 IFEER(R)
COAHIEF 330 275 192 141 94 5 38 19 10
TSR 163 121 82 583 32 16 10 4 3

Laon
-
o

B 1 45O Kaplan-Meier B8 (ONO-4538-12 RER)



[Zz244]

DEINFH IR (ONO-4538-12 3AER)

A E LT AHKEE 300/330 1) (90.9%) . 7T & AREE 135/161 ] (83.9%) \ZREH DAL,
TREREE - OFE RBIR N E T TE RV EERIIAARE 1417330 # (427%) . 7T ER
#E43/161 B (26.7%) RS G, WO TRIAER %LU EORERIITE
h BN Tho,

#1 WPALOETRHEREER 5% EOBIER (ON0-4538-12 RER)

o | e £l i (%)
BERR A CEETN
%iugmm 19.0) 330 #) 161
¢ ven i % Grade Grade 3-4 Grade 5 £ Grade Grade 3-4 Grade 5
ERIEN 141 (42.7) 34 (10.3) 4 (1.2) 43 {26.7) 7 {4.3) 2 {12
HEEE - ol Sl L
T _ 23 (7.0) 2 (0.6) 0 3 (1.9 0 0
R REWERBLURERMORE T -
Y 18 (550 2 {06) 0 9 (5.6) 2 (1. 0
KO3 1 UV TS E T S e e e
# %R 30 (9.1 0 ] 9 (5.6) 0 0
g5 19 (5.8) 0 0 5 (3.1) 0 0

ok AFIRELD 33V TR PR H 7 170 (2.1%) RO RAARAE/ 2 A/ S0 L (2.7%) |
FeBLS « WA TR 4 5 (1.2%) . 1 TREER 3 61 (0.9%) | RTHAERET 18 /) (5.5%) |
TR 1 ] (0.3%) . HURBHEEREE 13 6] (3.9%) . MR 10 ] (3.0%) | '‘BHhEs
1 4] (0.3%) . T (RBERER S 1 ) (0.3%) . SRR TERRAE | 1] (0.3%) KT infusion
reaction 1 5] (0.3%) 233 Bivi-, 7. EAEMMEIGE, LR, gk, Rkl
B MR R B O L REREE . Mt - BEARS, R NU&‘am\mmw
Lo To, ARHERRBR TSRS BARERRELZED) 200EMER
BRT.



[Ri: - AE)

A OHEHAFEOEREEFAEZRP LYy Iab—2 g X280 | KH 3 mgkg (F
B) X% 240 mg % 2 BRI TREG L ROAFR OMFETRESRE SR, 08
T AR 240 mg #G LEBROBRERIX, AF 3mgkg 2 B5 LB OBRER - i
LUEEE Ry ETFllzhizbon, HARABEIZIBODTAEESHEIRLTWEA
A& Qomgkg % 2 BEREBTRE) TAFZ&EG UT-BOBEE L e L TR
AT TR SR (FR), M T EROBEC B 57— 2 0 5% AH 3 mgke

(E&E) 3240 mg & 2 MEME TR E LEBEORAOREE S FOM Uidet &
OREEZMF T O2RBEUOSETT ADEE SN, BEBHEIZ SV TR ThR /R,
ERORE - AEOMTE IR R SMICE e ZR T2 Tl &,

# 2 FH OEWEIRE T A—F

Wik - KR Cuax Cuindl4 Cavgaia Croaxss Cm’;n_ss Cavpss
{pg/mL) {pg/mL} {pg/mL) {ug/ml.} {wg/mL) {pg/mL)
3 mekg Q2W (35.?2? ?0.8) (10.17(,)'264_5) (17.2:‘333.9) (75.101,31 71) {27é12,' : 07) (42717:'?27)
240 mg Q2W (51.712.303) (]5.22?.354.6) (zsiﬂls) (10;.5;)54) (41?57,'?53) (62.1](,)9; §7)
10 mg/kg Q2W (14};?;19) (51 g] '739.2} (79?00,'{:14) (33?.9232) (1 sil; 3) (23%7?86)

Fhf (5%81.95%4) . Q2W : 2B, Coo : FEBSHOBEEMFHPRE . Cunna : PIEEES %14
B I::i ;:i;”’ Z)ﬁﬁngqjﬁg~ Ca\-‘gdl# . *ﬂ@fi‘%’i’i@m B H EE T{.’)E;Zi’;][ﬁ}_‘{%q-*?}}%@f\ Cmax.ss . "JET%':U:?’._E‘EC-?\S
T ORRILTERIRE, Coinss » ERPRBICET D RARMEPRE, Cops | EWHRECIT D THRED
i



4. BRITHOWT

pEE S U A 7 EBENE (RMP) M-S % | ARIOEIES SR RIEE ~O B A
W AR T~ T, RFOFEBHEY2BELBE - FFEL. FAORFICLVEE
REWER AR LB T AT ERPERED, UTOO~QOF T i/
BIZBWTHRT & TH D,

@ HFico>NT

D1 FRo (1) ~ &) OWTFRHCEYTIRRTHEDL L,

(1) A SERESIEET DM A SIS ILORRES GERF R ARSI ARG
Hhieli A8 A EREBHER ARl . HAS VBB IRERR 72 &) (B Foc®E 7 A 1 DA« 436
Bt 5%)

(2) HEMEAEFER CERL3IHE4 A | AR 86 filad)

(3) HRHE RN SRS T T 5 08 A SR TRE Y (DS A BBREHEIR TR, A% A BRIt
W AIEBE, ASA B HEER T &)

(4) ARl e A U AR LSRR N EL 1 SO e PN B 2 oo Rk BE e
CARA R EIT> T A MR (CE 307 1 R ;2516 JER)

(5) PUEBMESERL RN O R R R DB AT - T D5aE CFK 30 4 7
H 1 BHESAT 1297 BER)

-2 LR R OEIE A SIS 0 RERS L2 43 70 130 & REBR A S BERT (T o
VR B IERE) A%, WO AR BT A RO BHIE & L TRE S )
TWAZE,

o [ERitEIEGE 2 FOUMBHELET LI 5 FELL L0 B ATEROBIRE 2
o TWB T k. 36, 24N B, AR E L L BRI ORHE 2
FFoTWwWhH I &,

o ERRFFEURE 2 EOPIRITE S ET LRI, HLEmO B ASSREE B S
ELLEOHIC AR OISR ZIT>ThA Tk,

o ERTRHTEE 2 EOIHIFHESET Lok 4 UL EOBRKERA A LTS
Tl 5h . 34D R, (e oA AR A T A L B S O B IHE &
fT->TW A&,

@ BRHNOEEMEREEOMEHITONT

I BRI R T A VRS AR B SN, BREENLOFRED., - &
AP S RO W o0 B R OSBRSS | eh T 2 Rt . A FFERLRAE Loy
EH, SRELDIITON 2RISR -THD I &,




@ BUER~ORIRIZ2WT
@-1 FERRARHICBI T A EH

MEEMEBRSORELBIERSRA UEIZ, 24 BHERBEREHRHO T, M ﬁ’iﬁs
BRI W T, BELLZAIERIZE U TAREEE U CT % DORITER OB
BLRREORRENLAPIIG O, B IZHETERENAE-THD 2 &,

@-2 Eﬁﬁ%ﬁg‘!c; AEEESMNGICET A ESL
AR HEMPLMEB R CIEEE T 2EREFEVRIERs=% ) 7
a&bt*“ro‘ox Vo ZRfTWERE LERE T TE L F - LERKHIE
flishTWaA Z &, i, BfiiFHlc>nWT, BABRE L ZOERIZHSICEMENT
WAL,

@-3 BIERORERRICEEL T

RIER (REME R BRI &2, BRI T jl_mbﬁ Wi g . BRSO RRARIE . KB 4%.
NBSR, BEEOTHL, ARG, IFREe, T, ﬁyrk\ MHREPERRE 28, AR
HREMEE, TEGHMEERESE, EEE, BRE (B1ae- EREME RS,
B REEE, RS, HE OB ERE ., SHIRMAR RSN, infusion reaction, B /¢ L ifehs s,
ERE BIEMREE, AR, BEdk. J"“U)’E’“'arﬁd“ R REIE, DliEkEs (ORME - 5
AR D EEME RS SE) . BEIEHL . BESLE) 1T LT, MERMERY SULITEEE S o
HPME A AT S ER L L (BEROR ﬁﬁ”xffru&ﬁbf R UTIREZIT LN
FHIZhHO I L), WHIZHEO BB TEDLAERPE-THAHI L,



5. BERBLRDEE
(i B 48]
D FEOBHICHTARMOTHEDIBIES LT 5.
o 2oL EDLEREED & 5 IR AT - B R

@ FRICEN T A BF T D ASORS K UHER B oW TR, ARIOE I
BT ENTELT, ARORGHRE 2L,
o —RIBELRUCIRIBES ST TR WSS
e WFIEMENRRE
o {BOPUEMEES & O L TREENDES

(4t zBE4 2 HIm)

@ FEIEST2EF IOV TIEAR OIS NER L ST D T &ns, S ET
gk,
. ARIORA IR LIBEE OBERED b 5 B

@ ROV T TRICH ST 2 BT oW TiE . AR o SR Shien

A8 L EESRIRIE S VR AR Y | MEBICAR AT I L2 BB TE D,

o EMEMEEOS 1’}?)( I EOHARE

. ﬂw} S R A T ) B A B B BB M ONE B 00 B AR IS R0 R I %
2O JAENE ”‘1L7bc77L LMD B

. ﬂa%&ﬂ&w . R A3 L RO A QSR B O BER O
BH5EHE

o SRR GEMEANABTIES L) Db DLBE

o FEHORRY BRI R T S E

+  ECOG Performance Status 3-4""V > B3

GEY BCOG ) Performance Status {(PS)

Score | 5%

0 SRR LEHTED, BRI LR L BHEFRSFRAATZSD

P dedis B LB ENIRIR S5 A5, RITAE T, SBERSE-T Wf’ii*ﬂ‘iiiﬁ’)l):ﬁi(:‘%é

Vo meom, S

2 BITERECE S OEORE D O D P T TR AERA TR, BP0 S0% Ry FATB T
3 BonfBondnmoan LTy, BPEo 5ol L2y FiETF Tl I,

4 ECENT AV, BOOROED O Fided TERA, BRIy FR T TEIT.

9




6. BERELTHETR&51g
O FACEFON AL RS EE SRECT 5 RS T LS & AR A O BRI e DN TE i

DI LR ERE B LT bEHT 52 &,

@ IBERSIZH L, BEXIIFOFBEI AR ERE A - SH L FEEA

ThbLESTHZE,

B ERBUEMO~ZI AL MZONT

o MEHMBEBRRSLDLNRA I ENRHH0T, KRIOWE\ZHT- - Tt BFEE
R(FPRR AL, Wk, RBEE) OMERUIE X BBEoEkE, #8145
ATO D&, Efo, BEISUTHE CT, M~ —h—%0oRELEET D
ZE,

o KRR OFEEILEED infusion reaction {2 TESMCHOAHEO TR B
BEIT>7 ETHATD 2 &, £72.2 BB LB OAFE 502 infusion reaction
MBLOND L LHDEOT, REBEIRURFRGETHRIZ AL ZAY 4
YEMETLE, BEORESSICBET ST L, 723, infusion reaction &
R| LGS0, D TOBEBERUTERNEASCEET 5 £ chg s +ome
TAHI &,

+ FRBEEEE. TEREERERVAIBESENLLDNE I EBHL0OT,
AFID F 5B AT R U S I P IR A I RE R S (TSH. R T3,
HEHE T4, ACTH, P F /' —ASoillE) » R+ s o &,

 AHIOEEIZLYD  BEORERICICER TS LB L HN A S H R
MHLPLRAIENRDE, RENBEDHLNIESITIE, BB LSSm0 s
FAIRY 7o ik & R % RO R AT & B U CETIARERRMT 24TV SRE D s
BOSZ X 5 BIE D B b 2 6120, ARIORE R IE . R ORI G R
NEARIOREEZBEETDHZ L, 2B, BIBEERLE - OfE I Ly EIE
R OUENZR LI WS BB R R VT 2 S oG i o8 0
LEET S,

o REETE®.BGEBSLEIARBL T LEWERRERTAZ LB H A0,
AERNOE G THICLEWER ORBIZ A EET 5,

o VRUBERR (BUE 1 BUBERFEET) Adbbbh, BRFEMS R TV U
WD ERHLOT, NE. Bl WMHEEOERORBELMEE O 7124
SEETHIE, 1RERBREDILZESICEESESPILEL, A2 o5
ROBEEEOBE L MEEITH I &,

@ AACERFARICEBNT, BSHS5 1EMIe I, FRUBRE. 1287

EWHBIEDOTFMEIT o TV L2 5EIL, AFRETIELA EignEs ©

MEDOHEEREITH Z &,
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B RAHEETA R AV
=RN=T (EBETHEBRZ)

GREA : 47 PR AEEE 20 mg, 7P RRHHFE100mg, F7V—
A HEFRTE 240mg)

~ B i B o B R ~

FRR 3 04E8 A (#1242 AKETD)
B4 % BE



B &

o S R

Uiz

AR ORY, 1ERBF

e PR B

FER Iz DT
BEMNRLELDEE
HHECBLUTHET ~&HE

P2
P3
P4
P6
P8
P9



1. FUHIT

ESEE OB LM - RN OREML O T HITIE, HT CE SISO TER HH R D
LA, X, OB OMERIC L0 PURESRRS A & OSEH R IER R
FEELMEARESNLPT, CNOOERRAEIINERBEIIR]T D 2 L PREO
WG L 7 T35 0 PURMEGTE L W EO LA S E 2016 CERC 28 4E 6 J1 2 1 RIGRRE)
ZEBLT . EHEELSOFENORECHEERRL L L ERTWVW D,

s e TR PP S 1 SRERE R0 B 7 7 7 A VDR O IR LB B R
R BT bW G, IO, AR OESMICET DA AEET S ETORL
W g R o B A< 2T A E SIS NARFICH L THMT S & &b, RIE
FAS ST L7 s B A SIS A & B 2 & AR ATHE 22— 0 O R A il 7 S R AR T
TAHIEREETHLD.

L=t T, RKHA KT 40Tk, BIBEES I E TIOALR TS EFRTN -
FLEefg B HT I 2 | LUF oo [E S O SRoB 2o B A kit D ELE A D R B, =%

tets AHA KT A I, MIITEE NET R R ST, AZRFLFIE AR
GAURNEI 2 —ARELER I A AR IR S & | R HRIE Dk A AN S R O
----- ERLFIE A B AR AT RO BN O b & LT

S b Fe AEER - AT OB ENE 20 mg, A7 Y- R AR 100mg, AT
R LSRR 240 mg (k% =AY (BisFH )

S8 E R TR ¢ AN AL SRR R L L VIR R AE At 1T - R o A M e
i

Wi L AR HEROMNE « @%, AR T GG AR & LT, 1R 240mg
% 2 WEWRE TR T D,

(U R A AN IS R S




2. FA D%, EREF

7Y — A RERE 20 mg. AT ERTE 100 mg RO AT 240 mg (—H34% - =

A7 GBEFHIEZ) . LT, AR o) id, NS TS L A 4
7 A% RZVAMV v A ¥—X 2747 (BMS) #) MEELEE M PD-1

(Programmed cell death-1) 12832 & M 1G4 £/ 7 o —FAHUKTH D,

PD-1 13, FEPE(E L7 Y 28R (T HIBR, BHERB L U F 2 5 A% 5 —T #l) BRUE
BEAMARIZ BB 5 CD28 7 7 2 U — (T MERROEMAL 2 WBIMIZ E & il 5 45
FRE) BT ORBETHD, PD-1 IIHFIFIEREMBIZRIRST 2 PD-1 U H > K (PD-LI
KIRPD-L2) E#EE L, U SBRICIBIME S 7P AR EE L TY o BROEN( L e %
fUZFRE LA, PD-1 U H l*‘cihﬁ:lﬁif%ﬁi:éﬂlﬁaum: b b Ok & A REEARA R
LTRL, BHEAREREH LM U ESEMARICHIT 5 PD-L1T OBM L #fSoLs
i & OB AOMBBEEERL S 2 bﬁ=$}i4—énflf\ (Cancer 2010; 116: 1757-66) .
o EERCIERE TILMSRE T MRPEET A ¥~ T = o v H 7 (IFN-y)
LT PD-LT OBESFE S, B L EEESITBT D PD-L1 ORI ik o
AFMEE OMICEOMBEBERSHZ LoRELE S (SciTrans] Med2012;28: 127-37) .
E 51T, PD-LT Z sl 588 X 72 S AAMIRIE, HUREERAEY CDS BB E T Mluoiia s
{EM AR S 53, B PD-L1 §L{KT PD-1 & PD-L1 & DESHMET S L2 0Min
EEGFEDEET 2 2 EBRRENTHA B0 LML PD-1/PD-1 U H o FEEE. 3
AR TR BB 22 T MR O YRS 2 EE T 2P0 —2 & LTE 2 LA TN
Z o

AN, FEPREER O F R A5 PD-1 @%mﬂﬁ&#ﬁﬁﬂz (PD-1 U 4 NEEEGEED 286 L.
PD-1 & PD-1 VA REDBEEEHETS LY BARERRNS T MIROE
PR U AR 5t 2 MBRAUE B k4t »:imfw I & TR BRI S B A
LEBER I h TV,

IS DG | ARG T A B AR R 0B A Lo LB s
EMENE S RS S ot & U T R A M L A, MR O A M A
aEhit,

AR OVEMBETF 1255 < BB OREIGIT L ARIERS R b ﬁ_-):b:h BRI
EHWREMED D D, AFIORE R RURE KT, BEOBSEE HOITT, BESR
HLRIEEITE BRULERIOR E”J‘:EF“%E’W‘&I{I.}E&é:f%‘?ﬁ%:ﬁ’)fﬁﬂ?k M LT
U BRI ATV BIEORERIGIC L DRHER B SRR BB AT, BIERE R
EUADREEOCHURLBETILENHD



3. EREREGE
S AAL SRR BT L - IR A e AT - 36 o0 T B ISP iR oD 7R ER IR L T 2
17> 7= AR OB & =T

{Hahitk]
ENE L AAHER (ONO-4538-41308%)

75 FFRA L A L FE B R AKTME & OFF BT IS AEARH 0O 8
PR AEE 7037 - FESE OB P R MER A (ECOG Performance Status 0 R TF 1) 34 {fl%
wHghiz  AF] 240 me 7 2 B RTRIGE T AMRNE L, FEIRER T 5 5 B3H (Modified
RECIST criteria (2004))2 3673 < tide ) E 12 L A CR UL PR) 13229.4% (95%IE4RIXM] -
16.8~46.2) Th-ot-. ok, FHHIERE L-BIIL5.0%THo 7,

[# 4]
[E P T AHEER (ONO-4538-413406%)
32340 (94.1%) SRR B, AH E ORBEESEE TE LA SRR
2373401 (67.6%) 1TFR BT, BEEAS%U LOFWERIITROLEY ThoTz,
#1 FRENS%IAEOBHER (ONO-4538-4188) (2T SEH)

BRI A3 o (%)

FEAEH 34 {7

(MedDRA/] ver. 19.0} % Grade Grade 3-4 Grade 5
e 23 (67.6) 7 {20.6) 0
WA mREE . . _ . . _
R B R A T RE _ 2 (5.9) v 0
BHEE T R e e
T 4 (11.8) 2 (5.9) 0
NN 3 (8.8) 1 2.9 0
Bl 2 (5.9) 0 0
UEAL 2 (5.9 0 0
—i%  PEEE R I UR S ORE o

1EE R 3 (8.8) 9 0
W F 2 (5.9) 0 0
FEEA 2 (5.9) 0 0
BaEERRE 0 . o T S

13— HE N 4 (11.8) 2 (5.9 0
5 3 (8.8) 1 2.9 0
Y o RERER 2 (5.9) 0 0
Bt L USEREE o _ .
XN BIE: _ 2 (5.9 1 (2.9) 0
BERAR I OESEMES T IR T
BA Al 3 (8.8) 0 ]
B DU TFHRAEEE : BRI

Wi 4 {11.8) 0 0
MR B R 2 (5.9) 0 0

Fods | AR 2 (5] (5.9%) | IFHEREREEE 1 ] (2.9%) . FRRIRARARIRE 4 1] (11.8%)
RERTHEMEER 2 ) (5.9%) . KNG - MEEO TR 2 61 (5.9%) . 1 ZUHERA 1 Al (2.9%)

4



MR LIV, o, BRERE, EEOREREE, TEREBERE, RISt
Fede, BAEMMESIE, M4 - BEBEZS. infusionreaction, B ¥ D FEL . . 4.
RO / X A /3 F | Sl MRIB/D R SEBER ., T4, PR MR 284808 B Ol L
MIRE SR Dl o, RREARBRKRIZEESES MEREEREEST)
EHUERFRETT,



4. HERRIT2WT

[EHE R 2 7 ERE (RMP) Iz li-3%  ARA| Cf)[%:ﬁ_nnffl B 2R pE b~ 0D 18, 7 Al
n A ﬁ&f%cf AF O AR 7 BE B - B E L, ARIOREIZIYEER
BRI A R L BORE 5 kB AT, B F®O~®®T“’C A7
BIIBWTHERT 2&ETH D,

@ HERizHOWT

D1 TFTERo (1) ~ 5) OV FNMICEYTAER THILZL,

(1) AR AR 5 78 A BB B LR e S GER BT R 23 AR AL e
ﬂ@ﬁk%ﬁ@%mﬁ%%\%&#h$%MM&&)(ﬂﬂn$7ﬁlﬂﬁﬁ:%6
Tt g%

(2) $5EHERERRE (TR 31 AR 4 B 1 HIFG : 86 FliFR)

(3) HOHRFRE AR DA A BRI (08 A SRR R, AR
[ Ale. A A SRR R T e &)

(4) FRRALSEIRERER A L SOR(ESEIEIET | SUTA R LSRNy 2 Y IF e S
AR AN AT > T D EEE CERK 30 F 7 H 1 B« 2516 higik)

(5) PLEMERGEE ALy RN o B AR D IR U A AT - T D HER (A% 30 4 7
Ho1 A 2 1297 BiiER)

-2 ZEERIR D T o4 SRR R OVBIE A R TR o0 e HS 12 -4 70 Jnilt & REMR & B0
Rl (T &OL VRN ZRE Y T AIER) 25 Y R ORANBET D RO ETE &
LTEEINTWAZ L,

o [ERiIFIRE 2 EOMBIHEAIE T LI2RID § L Bt ATRIR O BRHE
e TNA D L. Ab, 24ERL iR, PSASMEEE S U RRIEE S OTHE
P TWA I &,

(e
%

o RIS 2 FOYMUHERIET LoRIZ 4 FLUEOBEEREZA L THD
Db 5. 3AELL L. SRR R e 73 A SRR A A TR I 0 BA
HHEZ{T->TWa I &

@ BEROEEMEREROERICONT

[E LB WA T e 2 BT AN E S N, GO oFRED, Ak - %
S R RO S o0 B R CNE BT S I 5T A ARG, AEFRSRE LR OmE
R SAEOHICITELABEIPE TS Z L.




@ BHER~DOHRBIZHONT
@-1 WERRfkHZ B A B4

MEEMREBREOEELZBERNREAE LRI, 24 BRBEREHRIO T, MUEEDRY
VBRI BV T, B LZEWEMIZIS U T AR SR O CT S 0RIER OENz 2
ELREOHERP S APIZE LN, BHICHSTREZEENE-TWE 2k,

@2 BEREEEFIC LA FFSETET BN

PRAERCED DEMN R 2 AT A EREENEEA =) v &
EEDIEEROAT V== P RTOERELERYHEE TE 5 F— ARG
WENTHWD L, Rk, BEERENZOWT, BABRE L ZOFRIIH/CEMENT
WAHI &,

@-3 Bl{ER ORIz LT

RIMER (MEMMERRIIMA, BEEMFEARE, LI, 5, MATmAiE . 7B,
ABSE. HEOTHL VBUERE, A, PRGBS, BF4, gE{MEIRG . g
PEREMREE . TIRMAEREET . MBS, BREE (BRe . BlERESEELe44T),
RITRRE, M4, B ORUERE, HIRMAZIRTE, infusion reaction, TEHE 7z M HTkE
MERE RAEBRE, K5, MER, BB ORERIE, RRIEEN, LIS (LERS - %
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