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HEHEITo VAR (FRR30ETHL
BB 1297 fRR)

FFEbE. BADEREEHEERER L)

(4) ARILFREZEZHRE L. SSEEEM
B 1 IR FRENE 2 O EREIC
BRABBHET-> TV HHER (B 2847 A
1 BERA : 2540-Hi3%)

(5) MEMEEALFERMEOMEREEICIR
LEHEEITo TSR (Ek 2847 H 1
H B ;1200 M%) '

TR—Y

@-3 BEHEROBERRSICE LT

BIVER (REMMZEBICML, BEGEHE. O
. B, MSEGRERE. KBk, Bk, B
EOTH, 1 BUERR. IR, FFliERE. 7
J. TALMEIRE 25, FLRIGHEASIEE . TRAHE
e, REE. BRE (BFR4L - REEE
BREST)., BIBEE, Mk, BEEORBRE,
AR MAR ZERSE. infusion reaction., EE/R MK
fEE, MEREAFEGRE. R, B, BEORE
B, RS, DEEE (LEMS) - RIR -
DEMHANAES) B EILE) LT,
M4 AR S VLT R P A B D A & 2 BT
L L (BEAOBEROMGICE L CRER T

FEASITONASZHICH DI L) BEHIZEE |

WBENTEDERPE->TNDE &,

TR—Y

®-3 EBIERHOBZWr-CRIIZE LT

BIER (BEMMEREBRICMZ., BEEGEE. L
fse. g, HRBUHRIARIE, KIBR. EEOTH, |
1 BBERIE. FFPRE. Frgeems, fFk. @ik
B, FURISEEIEE. TRISEIEEE. M
EE BEE (BRe RMERERBEREZ ).
BIBREE, Mk, EEOREEE, #IRMEER
$E. infusionreaction. EELMKEE, mMEE
BEGE. . BEORERG. BIEREME,
DIBREE (LEME) - 20K - OREHIAES)
) oL C, WUEREER LB E R R OB
Wer AT HER L EE L EIERAOBECRIGIC
L CHRERVOXELSTONIEHICHDZ
L), BEHICEN R AES TE B EERE-S TN
- )




BT 1

BEERAHETA R4
=hn<T (B TFEERZ)

(BRFe4 : A7V —RERBE 20 mg, 47 V— R AT 100 mg, 7 P—
A TR EHE 240 mg)

~EBHEE~A 70V T4 MREEHE (MSI—ngh)
 RET AR - EEE~

Af24&E2 A
BN EE



B

XL ®IZ

AEIDORE, 1ERERF

H& R R AR

HEER 2D T
BExtR LI DBE
BEICE L CEET NS HE

A O

P2

- P3

P4
P8
P10
P11



1. IZC®IiC

EER DB - BREMORREODITIL, T TEEICESWEIEREHERRD
Bis, &b, IREOHEEROELSC LY ., FEERR 2 & OG5 E A%
FEELNARINZHT, b OERR #EICHEZBEICRET 2 2 & AERED
REL 2o TRY BREMBOEE L WEDEATFE 2016 (FEk 28 45 6 A 2 HHEERE)

B\ ThH, EFNERRSOEROREHEZRZ L L ShTH5

%ﬁ@%%ﬁE%mj;%ﬁ@ﬁ%ﬁéﬁfﬂ774wm%ﬁ®Eimk%6#K§
RBZERDD, 0D, AOERUCREMICHET A ERAFOERT 2 TORM,
UHEEROBEZ2BIZITA N[ INIBHICH LTERT AL L LI, BUE
ANKR LB LERR S E & B 2 & SRR — O Bk % % 7 T E e < A
THZLHNEETH S, -

L7zl oT, BHTA T4 T, BREERLZNETIZELON TV A ERZERHY -
B2 RMICESE UTFTOERRORERHEHLET 880 b BREREM, 2
FROEEEAELTT,

feds. AAA KT A U0, Miﬁﬁ&AE%mtﬁwﬁ% W AHEEABAR
BRRIEB S, —RAHEEA B ARBRRANRES R O—RAEFEA B ABERES 0%
Db ETERL LT,

St L 2 BERR &7 O— R EHE 20 mg. A7 U— R AHEHIE 100 mg, 47
D— R REE 240 mg (—4 - = KA ~T (BEFHEBRZ))

HEBLRAPEUIDE : BAACPRIER ICHE L ISR R ST - BROBHEE~
A7 VT4 VREEM (MSI-High) 281 2405 - ERE

WELRABEROAR : @E. A=A ~T (BisFlEEEz) L LT, 1E 240mg
% 2 ARIRINE CARRET 3,

IR R 2 E R TERRAH




2, ABIORKE. (ERBF

7 O — R A EE 20 mg. FLARRRE 100 mg R ORLREEFE 240 mg (—f4 =
RA<7 GEREFHEBEZ). BT, TA#L &vd,) ik, MR TERKSHEE A S
Ly R BTYVR I <A ¥—X A7 A7 (BMS) #) 2B Lt b PD-
1 (Programmed cell death-1) 1233 % & M IgG4 &/ 7 u—FHAETH S,

PD-1 %, EMAL L2 YD %8k (THIME, BMRROFF 2 710% 5 —THR) RUF
BRIz R+ 5 CD28 7 7 2 U — (T MlROIEMELZ MBIRICIE L RICHIET 59
FH#) TBTAZAMATHS, PD-1 IEHFERSHIRIZEERT S PD-1 Y 7 F (PD-LI
BOVPD-L2) LA L. Vv _BRICHEES 7B EEL T VS BROTEECIREEE
BICTHEH LTS, PD-1 U F Yy RiZHRERRMRIIMI e  Ofkx ZRIBEARICHER
LTy, BENEAEERE) LUK LEEHBRICRITS PD-L1 ORHALHHROEF
R & ORI ADIEEEIEN H B 2 L BEE SN TVWS (Cancer 2010; 116: 1757-66),
i ENEAERE CILEBERE THRIELETZA v —TzurH < (IFN-y)
I2 L > T PD-L1 DEBENFE SN, B8 LEEMBICI T 5 PD-L1 OB LIFED
AETERAR & DORICEDOMHBIBMERH 3 L OME L H S (Sci Transl Med 2012; 28: 127-37).
X5z, PD-L1 2 WBEIRB SR AT, FURFEMN CDS Btk T MilsoMieEE
EME RIS 525, 5 PD-L1 HiAT PD-1 & PD-L1 ¢ DA ZHEET 2 & ZOHM
EEEENEET D ZEBTRENTWS, £DOZ L5 PD-1/PD-1 Y H v MR, 25
AR TIRGERIZ: T MIah b ORBRE L ERET 2WFO—2 L LTEXZLRTY
o '

AFNL, RERROFERD S PD-1 OHRSE (PD-1 U 4 FESHEED IS L.
PD-1 & PD-1 Y H FEDOREAZAETAZILICLY., BAFTIRFFRNZ T MRORE
AL R OV AMRBRIC AT B BB SIS 2 RT3 2 & TGN NEED R 2 R

T EDERINTVD,

TB DR AFIIEMEEE IO 3 E T EEEIC RV ED b O LB S,
R HRERELHRE LEBRAREER L, AoitE. BEMROTAEMEI MRS
iz,

KA OVEFRBEFRIC RS < BEORBERISIC L BBIEAZN S b b, BEEUIFETIC
E B MR H B, AROREFROBRERICIR, BFEOBEETHITV., BRIR
W BB AL, FE L ERIE U HPIR 72 ik & SRR & oM L LTl
ORENBE 21T\, BEORERIGIC L 5BHEAR DN 2B, BIBRERV
EUH OB ELEOBERNE 21T 5 BERD B,



3. ERPRALE ;

B ACFRIERITOBE LU IBRYBRTRRERET BROBEE~A 70 Y774 bR
ZEME (LLF, IMSI-Highl &\5,) 2B 3 5 - ERBEOARRICGTHMET-7/2E
REERRBR O REE R,

723, TMSI-High #4845 B¥ | 2B LT, [PCRIZ L Y MSI-High & ¥E I h i B
#) #BRTA5BA (PeE) 21T IMSI-High (PCRIK) 2F358%F] LRLL. DNA
ATy FEEEEBAERL TWA I LIRS N-BEL2ERT 256 (KR, T
‘2% [PCRIEIZ XY MSI-High & ¥ S o8& idmEhdibs® (LT, HCy &
WH,) iz = xv/ﬂé‘@%ffﬁﬁwﬁ (UF. TdMMR] &W5,) LHESh-HE
# #BEXT A1 IMSI-High 283 5 8% L&KL L%, HCIEIC X5 MMR B
#E L PCRIEIZX 5 MSI BED—ERIT 96.6~98.7% BV TH B Z L ERPFE ST
%,

[AahtE]
EIRSEFE S TR (CA209142 RER) &2
LRI D 5 5= IR EIRTRE 2T - BR O dIMMR ®Y Xix MSI-High (PCR
k) O 2T ORB - EBERE 74 G2 RRIT, K 3 mg/kg & 2 BRI T AR
E L, XEFBEE THLHREFE (RECIST A F7 4 v L1 RICESHRALE
BHIEIC X 25282 (CR) XikE4Ezh (PR)) O P RBENTORERIL, 31.1% (95%(5
FEIXRE : 20.8~42.9%) ThoT,

1 1 indor Naralane M et al.: J Clin Oncol. 2002; 20: 1043-8, Bertagnoli Monica M. et al.: J Clin Oncol. 2009; 27:
1814-21, Ferguson Sarah E. et al,: Cancer. 2014; 120: 3932-9, Wang Yang et al.: J Mol Diagn. 2017; 19: 57-64,
Smyth Elizabeth C. et al,: JAMA Oncol. 2017; 3: 1197-203

(#2) CA209142 RO 3 D2k —rDH b, 4!:%7“1%?5*0)535 MSI-High 287 2 %5 - EBEZ%
& Lz am— MBI 2 AR EMEEHOBRICoOVTREE,

&) Q7 kY IVUHK ﬁ&ﬁ%ﬁ&v@w##)77%/Xﬂ4)/Tﬂ/ﬁ@ﬁmﬁ%%anl
DUEDILERIEROH 5 BENNR L Shiz,

(54 pEgrap@ ez I\ T, THC HEIC X ¥ X 2~ v FIEH #2732 T 5 MLHI, MSH2, MSH6 X i3 PMS2

ONTRNORENRTD bRZVEAIC IMMR EHESE, ,

(25) FEgERiR L 0 it Sz DNA KB\, 5 BEO~A 7 0¥ 754 he—b— 2R T58
AR, 2B Lo=——zonT, 6 BEU LD~V A I u YT I A he—D—RENRHR L TEHE
IZi% 30%LL E D= = —iZ 2\ T, PCRIEIZE Y A XDBEBRHEN7HAIC MSI-High LHIEZh
7o

4



31 BARAHRRUESE (CA29IL BB
(RECIST ver.1.1, HZMMITARMERE, BBREYEMKE, 20164£8A WRF—F Ay bX7)

N Bk (%)

B EMBAZE 74 "1 53 2
sE&E% (CR) 0 0
&% (PR) 23 (31.1) .19 (35.8)

% % (SD) 29 (39.2) 21 (39.6)
# 47 (PD) 18 (24.3) 10 (18.9)
BN ' , 4 (5.4) 3 (5.7)
%£%) (CR+PR) 23 19
(FEE [95%EEXMZ] (%)) (31.1 [20.8,42.91) (35.8 [23.1,50.2])

*1 : BB RSER, %2 AHMEITISERD > b, FRKEIC L YMSH-High (PCR) ZHT 2
Z & PFER STz B, *3 : Clopper-Pearsonit



[Z&H]
EPEILFES MAERBR (CA2091425488) 2 .
HEFRIL 7174 B (95.9%) KKBD LN, BWREL ORRBRENTECERVEE
FRIL 5174 B (68.9%) 1B b, BEER s%Ll EOBIERIIE 2 DL By T
HoT, :
£2 BEENS%UEOBER (CA209142 REY) (LM SER)

BERKRGE g (%)

EHAGE 74

(MedDRA/J ver.19.0) £ Grade Grade 3-4 Grade 5
£BHER _ 51 (68.9) 15 (20.3) 1 ( 14

TH ‘ 16 (21.6) 1 ( 14 0

'L 7.9y 0 0 .

et 17 (23.0) 1 ( 1.4 0

mAE 5 (68 0 0
ERE S ey e e T

Y R—FHEm 9 (12.2) 6 ( 8.1 0

AST 380 5 (¢ 6.8) 0 0

ALT 4 ( 5.4 1 (14 . 0.
TP 4 ( 54) 2 ( 2.7 0

% 5 FERE 10 (13.5) 0. 0

RE 8 (10.8) 0 0

BR DB B 5 ( 6.8) 1 ( 14 0

RGN 4 ( 5.4 0 0

723, MRURARIE/ X A 3F—6 Bl (8.1%) . FFHEEEREE 6 5 (8.1%) . HREEE S
Bl (6.8%) . FOIRMBMEREREE 541 (6.8%) . infusionreaction3 il (4.1%) . BfAEREE
361 (41%) . KEFK - DGR - BEEOTR3H (4.1%) \ EEORERE 1 4 (1.4%) |
BIBHEREREE 1 6] (14%) ROER 161 (1.4%) RO N, £z, FEMERER,
EEGEE. LHR. ik, 1 BERRE. e, TR, BB ER. TEARKE
B, MMk - B, FRIRIMRZERE, ERZNRES. LREREEN. . 58
5k, DIREE, EEHME ELIIFED bkl ol ABRIERRIRIIEES
& (BEREEEE 25T 28DEHBRETT,



(A - RE]

AHNOBEAEYBRESNVEZFALLZY I 2 b—va kv, KA 3 mgkg (F
BE) Xi%240 mg % 2 BEIFRCRE LzBORMOMEFRESR SN, €O
R, AF 240 mg ZRE LZBROBERIT, AA 3 mgkg 2RE LICBROBEER & KR
LCHEEEZRT L FRSAZLO0, BAABEFCBVTRAESEREN TV A
¥ & (10mgke % 2 AFERTRE) CTHRALZHES LIZBROREER & i L CEE
ERTEFHESAEZ (TR), WA T, BROBEICKT 27T -FicES&, KA 3
mg/kg (KE) i 240mg % 2 AR TR E LIZBEOAKOBRER L A ERE
M OBEEEZBREIT ZRERRET VBRI, YREEEIC OV TRMMTbR IR
R, LROFE - BEOMTAMMER R EMICHBRRERTIRVEFHIE N,

83 FHORWBIB S A —F

)ﬂ Yf . }Eﬁ % Cmax Chmind14 Cavgd14 Cma)gss Cmin,ss Cavg,ss
(ug/mL) (pg/mL) (ng/mL) (pg/mL) (ng/mlL) (pg/mL)
3 mgfkg O2W 51.6 16.6 243 113 62.1 776
ke (352,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 34.1 159 87.8 109
240mg Q2W | (511 103) | (152,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 908 398 217 278
10mgkg Q2W | (147 2i9) | (51.2,79.2) | (79.0,114) | (331,532) | (184,313) | (237,386)

ol (5%, 95%) . Q2W : 2MBREIEIFE. Cma : HEREHOBREMBEFTIRE, Cunads : FIEREHK14
A BT B REMIETEE, Capue: FEHEHI40 B TOEYMPBPBE, Cuxs: ERREIZE
U‘é%%ﬂ]ﬁ%‘?%g\ Chinss : ﬁ:’%‘ﬁﬁﬁll%”é%ﬁﬂﬂ%tp%)ﬁ\ Cavg,ss : Hﬂ;’ﬁ%ﬁil%”éﬁﬂ[ﬁﬁ%q’
RE '



4. HERRIZOWT

AR OBRENE2BEEZZH - HEL, AFOREICLVEERBERAZRER L
BIZHINT B Z EBRMERED, UTOO~@D TR TEMmTHRICEWTHERTS
RE&Th 5D,

@ mRIZTHOWNT
D1 TEEOD (1) ~ (5) OWTNNITHEET IR THDI L,
(1) BEEFBRENEET D NADEREEN SRS (EGER RS A BEEEIL SRR,

mﬁﬂhw%@%Mﬁﬁh mﬁﬁm ﬁfﬁ&&)@ﬁmﬁnﬂlaﬁﬁ 436

MEER) _

C () HEMSEERRRT (EEX314E 4 A 1 BRER - 86 HERR)

() FERFBRMENBET 2BRABRERRE (BARRESIEER. BPARRES
BRBE. MBABERELEHEREE 2 L)

(4) SFRALFREEEE L., SR ERREME | TN RFRIEME 2 Ok Efé
WCRBEHET>TWAHER (ER 3047 A 1 BRR : 2516 HEFR)

(5) FMEMEEALFEERMEOHRELREICR D BHEITo TR (AL 30 £ 7
A 1 BEFR ;1297 fEER)

@2 %05 - EREOAFERIERCRIEARAR OIS+ R mEk s BBREFOE
i (FROWTNNITERST BEM) 5, YRBRBOXRACET 2 IROBLTEL L
TEEshTW5Z L,

% .

o [ERMAFFESER 2 Ew?ﬂﬂ,ﬂlﬂﬂl“%ﬂkT L7=IZ 5 B OB ABEDBERIHE L
FoTWBZ L, 55, 24EN BT, BNARMEES XL LE-BRESESOWES
fToTWAZ L,

o EMREFRUSHE 2 EOVFTMERET L BIC, MLBEONARYMRIEL ST 5 |
FEUEDOHEENBRZDEREZIT-o TV B2 &,

o EMGFRSGR 2 FOPEPHEZET LRI 4 Eutwﬁﬁﬁﬁﬁﬁﬁ%ﬁ LT3
T b, 3EL B HLREO R ARYFRE 2 B LELERTEORAKTHE 2
fTo T3 L,

@ BHNOERMEREROBEHICONT
EXRLEREBRIHEFERTIEEENEE SN, MESENLOFERERD, AHE £
EHEEEZRFROBEER OCEME T 2 FHRIZME, ﬁi“%%b:%é L7=BE O

EH, ERERCHITITON L GHIPE>TNDZ L,




® BUER~ORIGIZOVT

@-1 MERREHIIZBE 5B _
REMMERECEERBERNRA LZBIT, 24 FEZREROT, YR X

IREERRIZIBWV T, BRLUZEAERICR U CARBEEE QO CT £0RIER OERIIT.L

BERREOKENY APIZE LN, ELICXHEFRERERINESTWE I L, ’

@2 EREFEICLH5FEFRNSICET S E Y

RABRICED ZEMNRMBROEEE2E T 2ERREFELBIERE=4) 7
EEDTERBDAY V—=r FRITOERE L B2 &6 Tk 3 57— AEREHBE
BEhTWBAZ L, 2B, BEESIZOVWT, BABELZOFRICTFDARENT
WwWaZ Lk,

®-3 BIER OB LRSI LT _

BIVER (RIEMEMERBICI %, BEEMEIE. LK, Bk, BEHRMARE,. KIBX.
NP, BEEOTR, 1 BFERRB. A2, IFieEE. Fa, mEpgERr, FRE
WEEEE, TEAMERE. HREE, BRE (Bfe RWEHREEBLAZET) ..
BIREE, Mk, EEDKRBESE, #HIRMRERSE, infusionreaction, EE A MKEE.
MEREREGERE, %, Bk, BEOCRERE., BMRESEMW, LBEE (DFEARE - &
AR - DEMERISMNAES) . EEHM, EALE) ox LT, YRERILERERBRED
B AT S ERM S EE L GUERAORECHRICE L THRERUXBEZZ T OND
FEEHB L) BEHICRZAEBRTE 5FHBIB-TVWD I L,



5. #5uRLirbBE
[HhiEICBE 3 % HIR])
O TROBEIZBOWTABOFHHENRIN TS,
o BALERRIERITEE LORRYIBR T RENETT - BROBRE~A 7Y T F
A MRZEM (MSLHigh) 2FT 245 - EBBEE '

728, MSI-High %5 Z L I22oW Tk, =38 A~<7 (BEFEEZ) Dar =
FrRWER (R4  MSIRES v I (FALCO)) ZRWTHRT DI L,

©® TRICEYT2HEEICHTIARFOERE R OERFIEIZOWTIX, R OFEN
L EINTELT., KFORERFL 2L,
o Tk ) I VURREBEHIEEA AV IITFUROAY )T H IERRIE
KFnz X BIRRBO R VBE
o IR AHBIERE
o MLOREMEEEH AL TREShEBRE

[Z&ticBiT 5 FHE]

O TRICEYTIBREFIOVTIFFORENEZRL INTWEZ 1L, REEZTT
PRVWIZE,
o FAIDRSICK LBBIEDBEERED & 5 BE

@ ERERIOFHMICB WV T TRICEY T2 BEIZ OV T, AR OBRETHRE S 2

M, MOBFBIRENRRWEEICRY, BEICAAEZERATZ2ZL2BERTE 5.

o HHEMMRBOSH IIBEFEOHSBE ,

s MHESRECHER LD S BE R UTEEIME DO RS SRR R M
LD RERERB LN D BE '

o HORBRBOAH, XIXBHALRE L < IXEREEDOH AERBOBRERED
HHBE ,

s [BARBHEE (GhuMRBEREEZEST) OboBE

© REOREXIREEZETIBRE

¢ ECOG Performance Status 3-4 %9 ) B3

(E6) ECOG @ Performance Status (PS)

Score EHE

0 | &<MEREHTES, BRAMLALABEEIHIRRITIS,

PEEYZE LVNEBNIHIR S 2235, SHITAIRET, BRSO TOERIITI 2 & TE 5,
Bl BWRE, EEEX

BRon/-BoRHEREY DL LMATERY, BHFD 50%UEEZ~Ry RPEFFTIBIT,

Sl =

BTV, BODOHFOED DI L3 TERY, B2y FIVWFTRIT,
10 ‘

BITETCESOFDOEY OZ LIZTNTHREEEMMEEIITERY, BPO 50%U LI~y FATRIT,




6. BEELTHETREER

O HAXESCM, BWERFEEEBRIT 5 RS H S E R ORER OB IS
ADED T HEREREHICER L TrLERT L,

@ EEREBICEST D, BEXIIFOREICEMMEROGEREEL AL, AELE
THhoRETE L,

® EARBEMERO<-RXT AL MZoNT

BEMREEND bbb Z e NHDDOT, ARDREITH > Tk, BRKRE
B (PER R, K, REE) ORRUHR X RREOCOERSE., BIEL -+
WZATS 2k, Ele. LEZSUTHEE CT, LE~—b7—S0RELEHT S
ek,

AFNOBEEIZEED infusion reaction 2% CRARFC+AREDOTE S 4
WHx21To72 LTI 2 Z &, 7.2 B B L OARF R 58712 infusion reaction
NHHLNBEZELHDEDT, AFBREHFROKRFBREMETRIIASZVTA
VERET A%, BEOREBE+HAICBET 52, 2B, infusionreaction &
RELBAICE, £ TOMBERVERRERICEET 5 % TBE % 088
TBzL, |

FARREEEREE, TEAREBERVRIBEER LN LBHDHDT,
AF D5 BLART R UM 5 2R R i EHI W NI Re A (TSH. #8E T3,

 WEBE T4, ACTH., M ansFy —VEDREIE) 2EETHZ &,

FROEEIZ LY . BECRERGICERT 5 L& 2 bh bkx RRBIORE
BHobhsdZtibd, RERRDONHEAICIR, BRLEFRIS L
B 2 ik & R B B RO BT &8 L OBEIRERNIBE 21TV, BEORE
RSz L 2 BIEARRDN D /AT, AFIOKREIFIE, ROBIBRER
NEVRIOBREE2EE T L, 2B, BIBRERLVEYOREFICLVEIE
FIORERTED SNRVEAITIL, BIBRERLE U ORBEIHIF OB
HLEETS, )
BEKTH. BRR» LY ARALTHrLEMERRRRT 2 2 L RB B0,
AR DB EH/THICHEHERORBUC+CERT 5, '

1 BB (E 1 BUERB 2 8T) Bbbbh, BRBEMS F 7Y F—v X
WCERZLRHEOT, OB, B, EHEOEROFERFSCMBEED LRI+
NEETBEIE, | BERRAELNESICEREETIEL, AR Y U
H OB ELEDOBNRNBEITH Z &, ‘

@ AAOERRRICENT, BEHEHE 24 W6 AL, ZhBE, 1287
LIS DTE 2T - T\ e = & BB, AFBE BRI ERRE T
ROMBEITS T L, | |

11



Bl 2

REERAEETA R4 v
=<7 (BIETFRE#RZ)

(B4 : A7 —ARRBEHE20mg, 7P —RABEFE 100mg, T 7P—

~RIEH~

S2E2 A
JBAE FEE
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1. XU®Iic
EREOHME - REMORBEOE DI, FAXESCESOEERFERNIRD
BB, &bIT, FEORERMOESIC LV . FUKERR 2 ¥ ORI 5 E R
FEELNEEINZFC, 2OOEERFEICSLERBEICRIT 5 2 & BRED
BEEL o TRV REMBCEE L SEDREARFE 2016 (F5k 28 £ 6 A 2 AEZHERE)
BT, EHWERREOFEROREHEEZRZ L EShTV5,

FRE AR ERRIL, KBRS RE T 7 7 A VBEFEOERR LA L NICR
RBIENRDHD, ZDFD, AR OEEMEICET A EEN+SEET £ TOM.
UHERHOBEEBRTT B LAMFS N BEIRH L THERAT S L L bz, BlfE
FANRE LB LNERSE & 52 LN AR —EDBEM & T E R CFE A
TELENRBETHS, '

LMo T, RAA T4 2 Tik, BREESZVE TIZEB LTV B ESEEN -
BHERRMICESE | UTOERSOEERHEHLHET 2BA» L LNEREMS, £X
FROEERELFT, .

BRI, RAA KT A ik, MIFTEIE A E KR ERESSR AW, ISTHEAER
i E SR SA A AR A A A RIEE 25 . — AN B ABRRMRIES,
KEFEEFIEBIEAN RARESEOH Db LER LTz,

5L 2 BERR 47 O—REFHIE 20mg. 47 O— R AEHE 100mg, 37
 —RAEBE240mg (—R4 =R T GRETFEMRZ))
RBLRDPRETISR - B AALEEIES (T HEE L ARIA IR RRE 22T - BROREE
HBLRABERUEE - @E. RAKIR=RA~T (BEFEHRZ) L LT, 1H240mg
% 2 R AT 5.
B R 5 ¥ NEFERR TSRS




2. FRIOWKE. 1ERBF

F 7R B 20 mg, FATEERE 100 mg R ORI AT 240 mg (—4 =
A<T7 GBEFEBZ). BT, TR 2v5,) & IAFRLTERRXSIEE ALY
Lo Z A% BTV A <A —X X747 (BMS) #) 2B%L7~t b+ PD-1

(Programmed cell death-1) IZxt3 2t R 1G4 €/ 7 v —FLHETH 5,

PD-1 1%, TEMAL L7e U v /38k (T #IME. B MBR U F = 50% 5 —T Mile) ROE
BERHMARICRBIT S CD28 7 7 2V — (T MIROEM L 2 MBIRICIE L BICHIET 55
FH#) CBRTAZEMETH D, PD-1 IIHFERTMRICHEE TS PD-1 U F (PD-L1
BROPD-L2) &fEA L. VU SBRICMfieE s A2 E L TY VS BROERLIRRE S
AIHE LT3, PD-1 U F FIZHER RSN e b Ok« RIERARICHE
LTy, BEHEAERE» LR LZERMERICETS PDL1 OFBHLIFROLETF
HIM L ORICADFHBREZER S 2 Z & RHE I N TS (Cancer 2010; 116: 1757-66)
Fi- BHEAERE CIIERBEE T HRN/ELTZA V¥ —Tzu < (FN-y)
IZX > T PD-L1 OEANHE SN, BB LIZEEERICEIT 5 PD-L1 ORF LHFED
AEFEHRE ORICEDCHBEREREH S L OHE L H S (SciTransl Med 2012; 28: 127-37),
E 5T, PD-L1. ZMEIRE I8 AMRIE. FURKERN CDS Bt T MR o MiEE
TEMEZ RS S8 523, ¥ PD-L1 $ifAT PD-1 & PD-L1 & DA ZAET S LD
BEBUERIEET S Z BTSN TVD, DI L5 5 PD-1/PD-1 U H > Nig#iZ, 28
AR DS HUR AR RA7: T MDD OWRBRE L BT 2WFEO—> 8 LTEZ LR TY
5o v

AFNT, BEABROE RN S PD-1 OMIRSMEE (PD-1 U F v FREGHEIR) ITREE L.
PD-1 & PD-1 VAV FEDOBAEMETAZ LITLY., BATESERNZ T MIROE
AL R U AR 63 B MIBREETE M 23050 5 = L TR ZRTIERS R 2R3
ZEBERINTNS,

INBDMAEND, AFNIEMEEICHT AHRIEEREICRVEL LD L HifF S 1,
BREBBELZNGE LBRAREZER L, A9, TEMROCEFTENER I N,

AR DOERMFFICES GBEDORERINC L 3RIERAS N H bbh, BEEXEEEIC
BB AREEND D, ARIORENROREHRIIL, BEOBELHHIITV., BEIR
W BIICHAITIL, RR L FRITS U BN ik L R A OB &% LGl
2 ERBT 21TV BEDRERINIC L 2EHEANEDN 2 BEAICIE, BIERERL
U RIOBREEOEZNBEITHILERD B,



3. BREREE
B AALZERIER (T E U 2 RIBUIBR R RE 21T X B R ORI OKGRFIZFHE 2
AT o e ERBRAROEL =T,

[F%hi]

EpRtR B MAEFB (ONO-4538-24/BMS CA209473)

7oLV 2 U URRENERER RO T F A B E T O L SRERIRIC RIS X
it ORIGEIRABE 2R T U B R ORERBE388H] (B AANBE 274G 2 &L, FH
BE19361, *TERBE1956]) ZxtBIT, ¥ XV RABMEEEA (FE4& XKk
RV EXENL) "ERBE L TAFRIOmg 2 2 BRIRR CAREFEL- L E0RIER
VREEERE Lz, TEFIMER THIL4LTHR (PRIE [95%EERM] ) 1.
AFIBETI1.17 [9.99~13.73] B B, XFREFTS8.54 [7.20~9.89] WA TH Y, AFIBEITx
FREE I3 LB ZEICA B RERE 278 L7z (O — RER0.79[95% 15 8E X 8 : 0.63~0.99]
p=0.0381 [/85llog-rankfRE] ) . '

¥ FEX X EAKBITOVTIETS mgm? e 3BHEBR THRIRAEE, <27 ) F XA 20T,

100 mg/m? % 78 & 13-4 7 & LT, %1, 8, 15, 22, 29K U36H H t:%%ﬂﬁ%wy)%ffﬂ“é &N

Tz
3
g
0'0 i 1 i 1 1, ! 1 ] { 1 1 1 L 1 1 1 | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 .30 32 34 36
at risk2 ) £7EHIMA)
AHIBE 193 170 158 139 120 105 8 77 65 55 38 20 13 10 6 4 3 0 O
*EERE 195 182 157 116 100 79 66 55 48 39 26 16 11 6 2 1 1 1 0

K1 OS ® Kaplan-Meier HifR (ONO-4538-24/BMS CA209473)



[Z2ik]

ERL RS MR (ONO-4538-24/BMS CA209473)

HEESIIAREE 172192 61 (89.6%) . XHREE 192/194 i (99.0%) IZFBH LI, {8
BRI L R BREZRNABEETERVEESSIIAHKIRE 129/192 i (67.2%) | < FREF 185/194
Bl (95.4%) IZRD LTz, WTFNDLOBETREREER 5% EORIERIIR 1 DD T
Hole, '

#1 V\?’h:&xd)#'{%ﬁ#ﬁ 5% EOBIYER (ONO-4538-24/BMS CA209473)
Bk (%)

=N —d /
Ltk P - W
%ﬁngDRA/J 21.1) 192 41 ' 194 51
¢ ver-2t- 4 Grade Grade3-4 Grade5 4 Grade Grade3-4 Grade5 .
2BIER 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (65.5) 2 (1.0)
BB LU THERESE : R , o - R
%% ' 23 (12.0) 1 (0.5) 0 27 (13.9) 2 (1.0 0
% 5Pl 17 (8.9) 0. 0 9 (4.6) 0 0
FLEEAE 3 (1.6) 0 0 97 (50.0) 0 0
iy EHEERICREBEORE L R
A 15 (7.8) 1 (0.5) 0 16 (8.2) 0 0
" 14 (7.3) 1 (0.5) 0 42 (21.6) 9 (4.6) 0
R 9 (47 0 0 44 (27 00
BARRE o : . S e T e
U L _ERER D 4 (2.1) 2 (1.0) 0 18 (9.3) 12 (6.2) 0
R ERETE A .3 (16 1 (0.5 0 75 (38.7) 58 (29.9) 0
B mEREED 2 (1) 1 (05 0 72 37.1) 46 (23.7) 0
TH 20 (10.4) 1 (0.5) 0 17 (8.8) 2 (1.0) 0
A%k 5 (2.6) 1 (0.5) 0 24 (12.49) 1 (0.5) 0
{EFY 4 (2.1) 0 0 16 (8.2) 0 0
B 4 (21) 0 0 31 (16.0) 1 (0.5) 0
L L 1 (0.5 0 0 1367 105 0
HowEE o U T R e -
FRIR IR REAR T 17 (8.9) 0 0 1 (5% 0 0
BRERIUEARE
Jdes ‘ - 3(e)  1(05) 0 1167 6 (3.1) 0
R L USRBE e g S o R ETE
- REBIE - 15 (78) 2(0 " 0 52 (26.8) 9 (4.6) 0
MBI Y o mEE e e
Zim ’ 4 (2.1) 4 (2.1) 0 47 (24.2) 19 (9.8) 0
SF BRI GE 1 (0.5) 0 0 36 (18.6) 27 (13.9) 0
RFEAT P ERBAME ‘ 0 0 -0 20 (103) 20 (103) 0
HmERBAE v 0 0 0 16 (82) = 14 (72) 0
BERRBLIURKGEREE C N S
RAEiH 2 (1.0) 0 0 21 (10.8) 1 (0.5 0
AR ‘ 2 (1.0) 0 0 17 (8.8) 1 (0.5 0
HRER 3 (1.6) 0 0 14 (7.2) 0 0
REHRE =2 —aF— 1 (0.5) 0 0 47 (24.2) 1 (0.5) 0
K= = —r F— 0 0 0 21 (10.8) 1 (0.5) 0

7B, ARIBIZRB W TRRIBEREREE 22 61 (11.5%) . SEEUHRARE/ I F/3F—15
B (7.8%) . JFHSHEREE 13 i (6.8%) . FEIEMERIER 12 61 (6.3%) . #HREE 8 4
5 ‘



(42%) . BEEOREEE 46 2.1%) . BEHM 3 41 (1.6%) . EL2 4] (1.0%) .
EHREREE 2 B (1.0%) | FF4 161 (0.5%) . KEE% - /N - EEED T 1 61 (0.5%) .
—Fﬁﬁiﬁ%ﬁh EE 1 ] (0.5%) KU infusionreaction 1 B (0.5%) 23%% V)Bi}’bto ER
FERGEESE, Ok, K. 1 BERR. FRe, mbiEgsR, BIEgeEESE. ik -
BEREE %%ml’ﬁmé%*ér BEELMEES, LERERMERR, B, L. «S%‘Eiﬂﬁ’x
EOLBEEIIRD bhizd o, REMERRBRUIEEERES BRAREERE LS
te) %air%ﬂ*%%:TT



4. HERIZHOWT _

AENOBRENERBELZE - BEL., KFORSICLVEELREVEREZREA L
Blizxtisd 5 Z amugmtw.u?@®~®@#mr&ﬁt¢m& ZRWTHERTS
RETH 5B,

@ MERIZOWT

@1 FED () ~ (5) OVWTINCEETIHRTHD I &,

() BAEFBRERIBET 5B ADREEILSFRES BB IR A SRREEIL AR,
g2 A SO IL AR, kS AR E) (SFTE 7 A 1 BER @ 436
MEE%)

Q) HEHeembE (ERR3144 A 1 BES @ 86 HEsk)

() HERFRMEIEET 203D HEBERIE (BAD ﬁﬁ%ﬁai’r Be, 2SARIREE
Bk, BNAREREEREERR: &)

(4) ARICZEIERZFRE L, SR FREME 1 USSR FFRENE 2 Ok L1
KRDEHEIT>TWAHER (CER304E 7 A 1 BERA @ 2516 HERR)

(5) MEMEBRILS EEMEOHREEIRIBEHEIT - TV DR (FAL 30 4 7
A 1 BER ;1297 MR

D2 AEEOLFEFEROBIERAREROMSICHo2m8 L BB 2 HoEM (TX
DVTINCZY T EM) 25, BEBEBOAFNCETIHRORMESE & LTERES
hTwsdz e,

=

« ERfRFIER 2 FOMBPMEZET LIZRIC 5 £ EORARROBRIHEZ
fTFoTWBIZE, 9b, 2L EIE, PARMEEEZE L LEBREEZOWESE
ToTWVWBZ &,

o ERGFERSE 2 FOMHPHELET LRI ﬁm%rwmh%%ﬁ&%ahs
FEL FOBLBRARZOBESIToTWE T &,

o EMGHFIAR 2 FOMBPHERZET LRI 4 FLUEORKEREZALTNS
ZE, Ob. 3FELULE. HLREONAEMRIE R S THLSRFEOBRKEHEZ
fToTnaZ L, "

@ BENOERMFRERDOEHRITONT

ERDFRERCRHFTIEEEVERB SN, BEEENOOFHRRD, AE - L
S EREHEROEER RSN 5 HERt, ’ﬁi$%7b=§%£tu‘_i/%4\®$ﬁﬂz
£%. ENERHIITON A EHINE->TVWEZ L,




@ BMER~DHRITOVWT
®-1 HEREHIIEE T 5 B4

BEMMRBEOEERBERANRAE LB, 24 FFRBERERIOT. YR X
IGEEMRRRIC BV T, BRLUZEERICE U CAREEK U CT £ 0BIERAOERIC L
ERREOBRPY BFICR/ O, EDICHIGARRGHIE-TWLZ L,

@-2 ERHEFE L 2AFEESRALICET BN

NDABERICED I EMN 2B R OBEZET 32 ERESEVRBERE=4Y 7
EEDEERDORI Y —= 0 FEITVERE L EREIXF TE 257 — 2 ERERINE
BENTWBZ L, 2B, BEEHIZOVT, BABRE L ZOFECHSICAMENT
WwWaZ ek,

®-3 BIfEHORECHRIZBEIL T

BIFER (MEMMERICMZ, EEMHEE. LK. ik, BEGRARE. KBX.
WK, BEEOTH, | BIGERKR, FFAe, IFEEES, TR, BmMiEEL, PRE
HeREREE . TERAWERE. mREE,. BEE (Bre  REETHEEBR XL ED).
BIBEE, MKk, EEOREESE., FIRMRERE., infusion reaction, EE 72 MIKEE
MERERREMGRE, k%, L. BEORERG, BRESE, VBEE (LERD - &
B - DEMEBSNNES) . BEEHL, EALS) I LT, UERXIABERERE O
EMMEE AT 2 EMEEE L EHERAOZHORINICEA L THEERUOXELXZITON 5
FHZHHZ L), EBLICHETDRLUENRTE 2HHIBE->TNEZ L,



5. BERBLRBBE
[ %hii B3 3 HIE]
O TROBEICBOTEMOEDERBRIES LTS,
o Tofbt) I VURAEHEENR T T FHRK S DA RLERECR
5 UL R ARG TR R B T I E RO ERAE

® TECl k—ux’:ul'?—é BEIZHT 2 A OBRE R OERFIEIZOWTIE, AR OFRED
X ENTELT, ARHOBRERNRLER LR,
o —RIBEEZITTWRVWEE
o FiFOmBEE
o fUOVEMEEH AL CREShSEE

[Z2atEic B4 5 HE]

O FRICHYET 5BEIC AN CHEHARIOBEERER L SNTND 2 Ehb, BEEF
blrnz b,
. FAIORS IR VBB OBERED S B BE

@ IREETOTMIZE VT FRICEY T2 BHF IOV T, AFOREIHRESh 2D

2. MOIBEORIREA 2 VBAICRY . BECAREZFERTIZL2EETE 3,

o BEMMRBROAHZEEDH B BE

o MBEERE CHEE L ED D BE R OTE B BRI Y i 2
EOICRERELR R DD BRE

o BEAEEAOSH. UTBMNE L IERMOE CAREROBERED
HBEE

. ﬁ%@ﬁﬁ(ﬁﬂ%ﬂﬁ@ﬁ@%a&)@&é%ﬁ

. BEOBREXIFEAEET LBE

+  ECOG Performance Status 3-4 %V D i

(£ BCOG @ Performance Status (PS)

Score | B3

0 | &< EBHTES, BFMLALAFEEIHIRRATXS,

AENTE LWEBNIRIR SN AR, SITHRET, BIEERE > TOMERIITI 2B TE D,
Bl EWRE, BHEE

BohZESOHFOEY DI L LHTERY, AP 50%U L2y RKPRFTIBI T,

S LY I 3 Y

BTV, BSDOHOEY O L2l TERY, BRIy FIVBFTRIT,
' 9

BT CESDFOE Y O Z LT T_RCHREMERIZTE RN, BHD 50%L LiZ<y FA RIS,




6. BEIZELTHETRETH

O WHACESITMZ ., BERFEEE NREET 2 BRI E D & R O R O IERE
RAODICLEREREHSICEE L THrERT I L,

BRBMBICEL DL, BEXIZZORECEIERCEREL+SHBA L. REE2E
ThbETHZ L,

ERBIERAD<RT AV MZoOWT

)

®

BEMREN D bbhd 2 EMb 50T, AFOREICHE-> T, BERE
BRO(FPIRREE, Wk, REE) OMRRUIE X BRECERS, BEE T4
WATH5 2k, iz, HEIJSECTHE CT, MiE~—V—SDORELZERKT S
Z &,
AFOEEIZEED infusion reaction (2 X TEBFFIZ 725D TE 5 %
HZ1To7= L CHRtET 5 Z &, 7.2 B B LB OAFER 57T infusion reaction
BHLEDONDIZ L bHDBDOT, AFHRGHRORAEESETHRIZ NS Z VP A
VERET A%, BEOREL HOICEET S L, 28, infusionreaction %
BHLZBARIT. 2 COMBEROERSTRICEET 2 £ TREL 88
TBHZL,

FORIRRREIE S . TEARERERVBIBEESHbND I EBHHDOT,
AF| O 5B ART R O 5 HIR I ERIRIC N OWHSEE R A (TSH, 8 13,
TERE T4, ACTH, M aLF Y —VEORIE) 2EMT I L,
AFNOFBEIZ LY BEORERRICERT 2 L& X b o s RRBOWE
BHLONDZERH D, BENRBDOLNZHEITR. BREALEBRIIG U
PR & R B EN L EE L CEEIZERRRKT 1TV, BEORE
RIS X 2RIERB DN 2 BA X, AR OAREIZPIE, KOBIBRES
NEVRIOBRESEEEBETHZ L, 2B, BIBRERNVE L OREIZXVEIE
AOBENRED bHRWEEITIE, BIBRERVE LS OLEMHIR OBM
LERT S, .
BEKRTE, BRI CHEIABB L THOEIERNRERTAZ N LD,
AR OBER/R TR HEIERAORRISICERT 5, o

1 B (BUE | BIERR 2 S0 Bdbbbh, EREEY v 7V F—v 2
KEZZLBHZ0OT, 0E. B, IBEHEOERORERSSLMEED EF I+
SEBTHZE, 1 BERABELNZEASICITREEZTEL, A R) 8
RO EEOBEEYRMBEITI Z &,

AEIDOBERABRIZBN T, BEBENS 1EMIZ6 BT, ZRUBIE, 2B
CESMEOFMEEIT > TV Z & 2B EIC, AFIR ST I ELNICEBRE CHERE
DWEREITH Z L,

10



REEREETA 9L
== T (BETFRHEEZ)

(RF4 : 47U —FEEBE 20 mg, 47— ARBE 100 mg, A 7V—
R RIAFE 240 mg)

~FE /Nl B i ~
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LA 5



B&

N

I ®IC

AERIDRE. 1ERBF

B PR AR

FIZ DN T v
BEXNRLIDEE
BRECELTERTNEER

P2
P3
P4
P12
P14
P16



1. IZL®IC o
B DOEINE - BEMEORERD 7= HITIT, I TEZITE SV EE2EARRD
BB, SbiT. EEOREHIOESIT X1 . FAERR R & OBEH 72 FHIE g
FEERPEABSNDTT, 2N bDOERRZEICLE2BECRETS 2 &L ARED
HEE L 7o TR REMBCEE L SRR S # 2016 (Frk 28 4 6 A 2 BREIRIRE)
ICBWThH, EFMNERLSOERORE{LHERRAZ & L ahTn3,

SHRME R E R REERRRAR T 0 7 7y A VB EOERR EHOMNICRE
BB LRbD, TOkd, BHERUELMICET 3 ERA+OEMT 2 TOM,
W EIR R O BEAIMS T 5 L B S N BEICH LTHEAT S L L b, BlE
ARSI L e SERRIGE L B 2 & SRR —E OB % i 7o B T
TARZENEETHS, o

LERoT, KFA KA 0Tl BREH-CINE TIUB LTV 5 ESESEN -
BEg R 5% UTOERROREREREHET 2BA» O RERER, 2
FROBEESEEL T,

BB, AHA F5A ik, MITATEE NE KR ERSITA A, AHMEA RA
BEIRIEEE S — RN A ARKARES . HEEEFIEREA B AREEE RO
— e A B ARRREE A DB A Db EAER LT,

f L R AERKS TV — R ERERE 20mg, 47 YR EREHE 100mg, 7Y
— R RIEEE 240 mg (—f4% : =R ~T (BEFRHEZ))

HBEROMEIPE : IBRTREZELT - BR O/

RELRPZBERVRE : B, RARKIZI=A V<7 (EFEHz) £ LT, 1[E240mg
% 2 BRI CREEET 5,

kR R EENFERTESNASH




2. BB O, ERBF

ZF 7V —REEEE 20 mg, FATEERE 100 mg R ORI AHEERE 240 mg (—f%4 @ =
R<7 GBEFHEBRZ). DT, TRKE Evd,) ik, MERETERASHL XS
Ly 22tk @TVRARM <=L ¥—X 22747 (BMS) ) 2BBZEL~ZE b PD-1

(Programmed cell death-1) {ZXf3 5t M IgG4 €& /) 7 a—FAHETH B,

PD-1 1%, AL L2 Y 738k (THIBR. BMIRRR O F 27 0F% 7 —T MR KOE
BERAMAICRET D CD28 7 7 I U — (T MM OEMIL 2 MBINNCIE L RICHIBET 55
FH) CRTHAZEETHS, PD-1 IXHREBETHILICHKE T2 PD-1 Y > F (PD-L1
BROPD-L2) &fEA L. U BRiciiiEs 7 A 2EE LT VS BROELIRE S
BICHE LT3, PD-1 U4y FIZHERFRILSMNC b F O 4 22 SRR RE
LTHY, BEBAEREHS MK L ZEEAZICIIT 2 PDL1 ORRLIFROLERF
IR & ORICADOHEBEBERRH 5 Z L BHfE STV (Cancer 2010; 116: 1757-66) ,
Fo  BHEGERE CIIEBRBRE THRAELET S V¥ —T7za B~ (FN-y)
IZ&->TPD-Ll OREANFE I, &% LEEHABICIIT 2 PD-L1 ORREHHED
ATFHIR & ORICEOFEBRERY D5 & OWE L H D (Sci Transl Med 2012; 28: 127-37),
X HIZ, PD-L1 Z@HIFRHA I TN AMIRIE, PURRKEM CD8 B T MlroMiEE
FEEZBIE S50, 7 PD-L1 £ T PD-1 & PD-L1 L OHEASZBET S L ZOME
BEEEREE T D ZLBTIN TS, FOZ L A5 PD-1/PD-1 U H > FREEIL, 28
ARRBTURFFRNZ: T MR»LORBELERTI2#FO—2 L LTEZX LT
%, :
AFNT, EERBROFE R S PD-1 OMPISMES (PD-1 U 4 > FREAFER) ITRHA L.
PD-1 & PD-1 YWV FEOREEZBEETHZ LITL Y, BAVIRKERNZ T MROE
AR OB AMIRICH T 2 MIREEEEZE®RT 5 2 L CTRENZIEREDR 27T
TEBERINTNS,

IS DOMENS ., ARIIBEEE TN T 2 F - 2BRRICRVES O L HFS .,
SE/NAIREITERE E i & U BRRRRE EHE L, A, REMROESMARHER S
niz,

AR OVERABFRICES < BEOGRERISIC L 2BWERS R 5 bbh, BEXIREIC
EBLTREERD D, AFORETRUIRERICIT, BEOBEL DTV, RENE
HHNBAITIE, BB L ERICE U BP0 L RR A B O E & EiE L OE
RERBWEITV, BEOAERGIC L 2BHERREDN A BAITIT. BIBRKERL
ELROREEDHEYRMBEIT I LEND B,



3. BRPREuE
YRR AR EAT - BR O/ INARAE (RY¥ LB R OERT L) DRBRIFT

M %AT - e ERBRRRROBEZ R T,

[ %hit]) |

(R LR R
OENE DR (ONO-4538-05 FAER)
75 FF R e ST L ERIER 28T 2 YRR B #1/IVHXUIER O R LR
#£% (ECOG Performance Status 0 RN 1) 35 Bl&fRIT, A 3 mgkg 2 2 BHERRT
AR L, TEFMAEE THHEME (RECIST V1 K74 v L1 RICESS FR
HIEIZ LB CR XX PR) 1325.7% (95%ISHEXM : 14.2~42.1%) ThoTz, &, FHl
WCERE L7 BIEIX 9.0% Th o 7=,

OUE/METIHERER (CA209017 ABR) (N Engl J Med 2015; 373: 123-35) ‘
75 FF R R ST ERER2A T 5 UM IB #/ IV IBHO R LR
B#% (ECOG Performance Status 0 U8 1) 272 il (AFIBE 135 Fl. FE&XEARE 137
Bl) xRz, FEZIFEAZHRE L TR 3 mgkg % 2 BERRTRIEHEL 2,
FESHER Th 5 2AFHE (PRiE [95%EMRRM]) 13, AKIBT 9.23 [7.33~
1327] #B. FEZZFELET6.01 [5.13~733] P ATHY ., AFNIFEZFENIZ
%t USSP ABRERE 2R Lz (AP —Fik 0.59 [96.85% 5% X ] : 0.43~0.81],
p=0.0002 [fE% log-rank #E]), '

1.0

Probability of Survival
e o © o o
w & w (-] ~

o
N

A

0.0

0 3 6 9 12 15 18 21 24
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mgrkg
135 113 86 69 52 31 15 7 0

Docetaxel .

137 103 68 45 30 14 7 2 0
= Nivolumab 3 mg/kg (events : 86/135), median and 95% Ci : 9.23 (7.33, 13.27)
--®-- Docetaxel (events : 113/137), median and 95% Cl : 6.01 (5.13, 7.33)

1 OS @ PRIMENT D Kaplan-Meier B3R (CA209017 38) (BIEALEIh=&£EM)

4



(FERE LB
OEMNFE IFERER (ONO-4538-06 FBR) ,
7T F AN E B LFERIER LR/ T 2R ERIB #/IVHXIIBEHOERF LR
#EHB#E (ECOG Performance Status 0 &2 (8 1) 76 Bl & RtRIZ, AHK 3 mg/kg % 2 BREERR
TREHE L, EEFMER ThoE2NE (RECIST H1 F7 A4 11 fRICESH
9&%7@*&:; % CR XL PR) iX19.7% (95%fERXMA : 12.3~30.0%) Th-o7c, RB. F
ANCERE L 72 BEIX 9.0% Th - 7=, ‘

- QWS EMAEFBE (CA209057 3U8%) (N Engl J Med 2015; 373: 1627-39)

7T FF A ST LERIERE A T 2R IB B/ IVEIX iﬁ%ﬁ@éﬁﬁ?t)}z
EHE (ECOG Performance Status 0 &R T8 1) 582 5 (AKIEE 202 4, Nt & -8 290
B) FRBIZ, FEXFEAERRE UTAS 3 mgkg % 2 BRI CRBEHELE,
FEFHMEER Th 24T HM (PRIE [95%EEXM]) 1. AFFHT 12.19 [9.66~
14.98] B, FEZFEBABETI.36 [8.05~10.68] WA THY, AFNI KEZFENLIZ
X LREHEICEBERERZ/R Lz (AF— R 0.73 [95.92%(E8E KM : 0.59~0.89].
p=0.0015 [/&H! log-rank #R7E 1) ' ‘

1.0

Probability of Survival
o o o o (=]
w ~ n o N

o
N

0.1

0.0

T T T i T T T T N T H T T N 1
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk

Nivolumab 3 mg/kg .
292 232 194 169 146 123 62 32 9 0
Docetaxel .
290 244 194 150 11 88 34 10 5 0
& Nivolumab 3 mg/kg (events : 190/292), median and 95% Cl: 12,19 (9.66, 14.98)
-2 Docetaxel (events : 223/290), median and 95% ClI : 9.36 (8.05, 10.68)

2 OSORIMEH OKaplan-Meierdifi (CA2000573ER) (ME(ER (L S i)



(PD-L1EILIRILBI OB 2R U2 2 )

VA EFAERER (CA2090173R8R 2 U"CA209057TRBR) ICHAANLNTBEDN I L, B
EMERIZ BV TPD-L1 2R3 L 7= BB 5 5514 (LLF, [PD-LIRBRE| L1 5,)
B B IEMB /LN —HOBEDT — L ITESE, PD-LIRRRHITHRENITAFT
T o B R NEEMORRIIUTO LB ThoTz,

BHEICE LT, BELEETIE, PDLIOXKARCL LT, NI L K
L CARIBECOSNER T 3 BB b,

YR LR i, PD-LIEBRER 1 %RBEOB A FEZ 2 AR L BERKEORRT
Hotz (TR,

b, BELEE. FETLEEL bIc. PDLIOREEC L b+, RADELMES o
T ANVIEERETH o Tz,

Probability of Survival

0.0 0.0
T T T T T T T T - T T T u T T T
0 3 6 9 12 15 18 21 24 27 0 3 & 9 12 15 18 2 2 27
Overall Survival (Months} Overall Survival (Monlhs)

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

108 82 70 60 48 39 26 17 ry 0 123 98 86 77 73 65 27 13 5 o
Docetaxel Docetaxel

1M 87 69 53 38 0 13 5 2 0 123 102 80 61 44 36 13 4 3 0

* - Nivolumab 3 mg/kg (events : 68/123), median and 95% C: 17.15 (12.09. 20.63)
<+ Docetaxel (events : 93/123), median and 95% CI : 9.00 (7,10, 10.55)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% CI : 0.59 (0.43, 0.82)

4 Nivolumab 3 mg/kg (events : 77/108), median and 95% Cl : 10,41 (7.29, 14.26)
~  Docetaxel (events : 75/101), median and 95% CI : 10.09 (7.36. 11.93)
Hazard Ratio (| 3 mgrkg over D and 95% CI : 0.90 (0.66. 1.24)

E 3 CA209057 3B PD-L1 3L TD 0S O PRI O Kaplan-Meier Bi#R
(£H : PD-L1<1%DBEEN, £ : PD-L1=21%0BEEF)
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—% - SHEEBIVREEMLORE , ‘
e 9 (11.8) 1 (13 0
BER : 11 (145 0 0
FE . 11 (145 0 0
FRIKRE , : ‘ o
Y v REREEA . 6 (79 2 ( 26) 0



HERKRZER Bigx (%)

HEAGE 76 B

(MedDRA/J ver.17.0) 4 Grade Grade 3-4 Grade 5 -
LR T e R e

&> R~V v LM 4 ( 53 2 ( 26) 0

BRRIAE , , 11 (145 1 (13) 0
BRI 4 (5) 1 (13 0
MR SR IRRdS X U E AR P L T '

VR MBI R R o 4 ( 53 2 (26 0
ElE LR THREESE e i o SR e

% 5 PEIE 6 ( 7.9 1 (13 0

S 323 ' 11 (145 0

PR R R 4 ( 53) 0 0

23, FVEMERRBAG] (53%) . KIBs - BEOTHSH (6.6%) . HREE (¥7
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BUBMAEREE 161 (13%) . BHEAEESE (ROEMEMEBRSE) 46 (53%) K Uinfusion
reaction 361 (3.9%) MWH LTz, T, BEEOKRBEREET (REHIKIEGRRN, WL
B, EREES) | TEOWEERE. 1ZUERA, K. EEGEDE, Bk - BEER,
S L ERFODHRITFBD b 2o Te, FEMERABBRIUIBEESS (RARERE
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B, LA, BAEES) | TEARERES. BITHRERE. 1| 2BERAE. BEE.
BEEGENE, 55 BARULBRIIFRD SNRho iz, ARERARTRILIEES
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(A - AE] A
AR OBEFNENBREFTAVEZAA LY I 2b—va gk b, F# 3 mgkg (E
B) Xix240 mg % 2 BREMR TRE LZBOAF O MEFRESRN SNz, Ok
R, AH 240 mg &5 LIZBROBRBERIL, &A 3mgkg REG LEROBREE & LB
LTREZRTLTFRSNZLOD, BRABFICBWTARMSIEREN TS A
% AE (10mgkg % 2 BREBEBTRE) TARZRES LEBROBREER L ik L CRE
PRy EFRIENE (TR, M T, BEROBEIZB T AT —FIZESX, A& 3mg/kg
(IRE) i3 240 mg % 2 BREIKIR CRE LZBOAFIOBRER & AT et L
DEELRET IRBERISETFANBESN, YREEIZ OV TR BITb R,
LROME - FEOB TEMR R SMEICHAERER IRV E TR,
K5 FEOEWBE S 2 —F

Bk BE Conax Cmind14 Cavgdls Cmaxss Cminss Cw&ss
(pgml) | (gml) | (ugml) | (ug/ml) | (ug/ml) | (ug/mL)
S meke QW (35-5; .760-8) | (10-17?.264-9 (17-21?§3.9) (75.3)33171) (27.612,'}07) (42.717,'?27)
MOme BV | 5 1-712,'103) (15-22?'354.6) (25.31?:7.8) (10;,5 354) (41.857,'Q1;58) _(62.11(,)9187)
10 mg/kg Q2W (14;,9;19) (51.62339.2) (79.90(3'?14) (33???32) (182,1 ;13) (233,7286)

FRMAE (5%, 95%R) . Q2W : 2R, Cux : FIEREZOREMBEPEE, Cunds : FIERSH%14
=] E l\:isﬁ'é%ﬁmﬁq]%fg\ Cavgd14 : @@&5?&145 E i'C@EIZi’SJIﬁlY%‘FEE\ Cmss : Eﬁ%ﬁ%&:%
i AEEMETRE. Cons : ERRBIZBT AREMEFEE. Cops : EFREBICE T 2 FHMEFH

RE
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@-1 HERAHIIZBET 5 EMH

MEMMEREOEEZBERANRE LRI, 24 BEBREHO T, Yk X
BEEHRICIV T, BHLBWERIE U TARERR U CT S£0ORHER OB
BERREORENY BHICB LN, EHICHIS TR ARSE-STVE T L,

@-2 ERREBZFICLI2EBFERMNIGICETIES
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EEOEERDODRAZ Y —= 0 T EITOVERE L FREILE T 2 F— AEREHINE
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RIBHEE, ik, EEOKEEE, BRMIGERE, nfusion reaction, B2 M IKHEE,
MmERERAEGR, W%, BR, BEORERIS, MisREN, DEES (LEHEE) - 4%
AR - DEVERSMNAES) . EREHm. EALE) IO LT, YRERSULEBRERERO
EMME2A S EA L8R L (BIEAORBERCRICE L THRERVUXEELZITON S
R hBI L) EHICHEDRABENTE 2EHIAESTNE T L,
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@D 75 @ 2L E. XI¥ ECOG Performance Status 2 0 D BE Tk, % 3 tHRHUEA
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WEDER SNV —2Z2RH 5, ZOBE, 77 FFHAOTRERNI 2 LBE
3 HARPEAER TOBRRELF T2 BEICBV TR, FEOKREEERTE D,
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WTh FEZ S EABICH L CTEBRERRIESNTWS, 7L, JERFEERED
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Bl BVRE, EHEX
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«  PD-L1 BEEN 1%KETH D I L ARR SN HRT LRBBE BN TIE
FA|, FE& XLV EOFFUNORBRIESH ORE2ELET S, B2

o RaTvul) XvT GBEFHEELZ) Oar =3B (k74 : PD-L1IHC
22C3pharmDx (& =) ) 12k DHHJ%%%%%WLR#E$£&ﬁ®%%
ThHoT, AEIOZEE (JRF7E4 : PD-L1IHC28-8 pharmDx [#' =] ) |2
BEREN RS, UTOXmMEESE _zl:%u@#;kffmiaﬂﬁ—if%
%,

X))
Andreas H Scheell et al. : Mod Pathol. 2016; 29: 1165-72
Fred R. Hirsch et al. : J Thorac. Oncol. 2016; 10.1016/j.jtho.2016.11.2228
Marianne J. Ratcliffe et al. : Poster presented at the American Association for Cancer
‘Research (AACR) Annual Meeting 2016; New Orleans, LA, USA; April 16-20,
2016
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. RROTEERIRE R 2 WIESITRY | EEH] uxﬁﬂ’i’ﬁﬁﬁ?‘é LEEBRETED,

o MEMMEBROASFIIBEFEDCHZBE

o MEHEHRECHEE LR IBERUIED ﬁ@?]‘ﬁ%ﬁﬁfﬁﬂ@*%’ o G i 5%
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s WEOBRREXIIEFEEZETIRE

*  BCOG Performance Status 3-4 & DBE#E

BED L, MORBHEEBRIOREICOWT, BR, BERSICHKYT S L O, BEREREE 2
LRERORBAOBENEH D%, EFEFETEY LAKENLBE GIESR) oV TiZZDmRY
TR,
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FBzL,
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Blo®E5EOBENRVEEITI Z &,

6 FFDOEERBRICBWNT, B5EHEHS BB, TR, RERHEND 15
B 3 BB ERT 2L ICENMEDFMEIT > T\l L 28EBIC, AEIREDIT
EHRICEBRE CHROBREZITIZ L,
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1. ZUwic .
EEROEE « REMORERO T DI, FTBESCESOBEERERRRD
bhd, EbIT ﬁﬁwﬂ%&ﬁmﬁﬁ L, PUREIRS 7 & OBHR R F e
- FEFREMAR éﬂ’ué HT, L OERSFEICHERBE IR 5 Z L IRED
BEHL o TRV REMBOEE L EDEARSEE 2016 (FRL 28 45 6 A 2 B EERE)
CRNTH, EFMERRSOERAOREEEERXRDZ L L ENTVS,

TR ERR G, RRERCZRE T 0 7 7 A AVREFOERS & ¥ 6 hick
RBHEZEBHBD, ZDH, AR UL RS TAERT 5 = TOM,
UHERROBEER T 5 EAMBFINIBBCH L THEATS L &b, BIE
ARER LB LEARGE L 5 2 L RRER—EOEM 2 T ERWEE oA
THILEREETHS, |

Lo T, KA F5A Tk, BREECINE TILB LTV D EFEESRH -
R RMICESE UTOERRORERERZHET 2BA»DBREREMF, Ex
FROCEEFELRT,

BRI, AHA BT A U0, MEATBIEAERRERSR A, AREMEARR
ERRIEE S <—m&@&AameWﬂEx&UAﬁﬁﬁﬁkax&gﬂ L0HH
Db L RRR LT,

X5 L R D ERS A7V — R RIEHE 20 mg, F 7V —F S HE 100mg, 7Y
— AT 240 mg (—fR4 =A< T (BIETFHEEZ))

%T%H;éfx*}]‘s‘émm%  BEHEARE ,

HELRAMEROEE  BE. RACR=RAL~T EEFHEBRRZ) & LT, 1H240mg
% 2 BRIRR CARRET 5, 27 L. BB AEICRIT DR
RMEREOBAIE., BEHMZ 2 v AMETET 5,
BIBEIRRRRE R EMNBEABIIH LTS YY) AT (BisFHE
%) LHERTAREAIR. BF. RARKIZ=FAV<T (BTl
%) & LT, 1[E80mg % 3 WEMRE T4 BRABHET D, €0
%, =FN~T (BETEHL) & LT, 118240 mg % 2 B
FEiFR CRImEET 5. '

®l3E BR5E ¥ F . NBRSTEKRXSHT

(&%) '

BB ANEIT BT B v — R A SRR SOmg (— k4 A BV A~ T (BETFHEEZ))

DHEX IR, BIERTHE

2h BE X ik %) R RGBS RAE

_ﬁHE&UUﬁ%:Eﬁ\&AKm4HUAV7(Eﬁ%ﬁﬁi)&bfi@3m¢g

(IFE) % 3 BB T 4 BEREHET S, 28, thonBitEE
FEBRT 2B =A< 7 (BiaTHB2) LHFHETLZ L,




2. FRIDOKM. 1ERERF

ZF 7P —R R EERE 20 mg, RATEFE 100 mg HOBLATFERFE 240 mg (—i%4 : =
Rn<7 (BEEFHEBEZ), DT, TRH) £v),) ik, MEERIERREL 2 &
Ly 2% BTVAM -~ ¥—X 2247 (BMS) #) 2E%EL7t b PD-1

(Programmed cell death-1) {Z#f§ 5t F IgG4 £ 7 n—FAHETH B,

PD-1 1%, EMHAELZY %8k (T RS, BAIIRER O F =29 0% 7 —T M) RUVE
BERMMRIC R T 5 CD28 7 7 X U — (T MRS 2 HBIAOIZIE & RICHIET 5 5
T KBRT2ZENETHSD, PD-1 IIHREBEBTHIRICEBH T2 PD-1 Y ¥ F (PD-L1
BEOPD-L2) EFEE L. VU EBRICHEIMES TN 2B L TY R EE ke %
AIZHRE L TW5B, PD-1" U H YV FixHURIB MR B b o4 ZIEEHERICHER
LTEY, BHEAEREN SR LEBEEHICE TS PDL] ORELHROLER
HRE L ORICADHBEBENH B Z L BRESTTWS (Cancer 2010; 116: 1757-66),
7o BHRAERE CIIEREE T HRBELTBA v F—T =a i < (IFNy)
L > TPD-L1 ORBEXFEIN, BB LIZEEHEBICBIT2 PD-L1 ORB LB O
ATFHIR & OMICIEDEERERENH 2 & OHE D H B (Sci Transl Med 2012; 28: 127-37),
X B2, PD-L1 ZEHIRE S B8 AMIR. FURSGREMN CDS BBiE T Ml oMiEE
EMEZBEITI IS5, 51 PD-L1 HifET PD-1 & PD-L1 & DEAEZEET S L 2D
BEEESEET D2 LRRENTVS, BOZ 25 PD-U/PD-1 U H MEREIE, 3
AABRRSHURRR RN T MR» D ORBEZEMT ABFO—2L LTEL LN T
3, ‘ . ,

- AHNL EERRORR S S PD-1 OMIRSMEK (PD-1 U 7> FHREEHRIZ) ITHE L.
PD-1 & PD-1 VH U FEOFAEZHEETIZLICLY, BAFTURBERENZ T MIROE
LR OB AMIRICKH 2 MIREESEEZERT 2 Z & TREMNRREEDRZRT
e 75=EE lEh T3,

FENOVERMFRIZE S BEDRERIMIC L 2BIERS R H b b, BEXIIELIZ
ELEMEN D D, FAFOBREFRUCERERICIZ, BEOBREL ATV, BESR
H b EBAITIE, BB L ERITE U= M8 misk b BB 2 B AT & L TE
RENBE 21TV, BEDORBERISIC X 2BHERARRDLN S BAITIE, BIBKERL
EVRIOBREEDOHEYRNBEIT I BERD D,



3. ERERRRE
%’f&%@ﬂiwﬁ{%ﬁﬂ#&:?ﬂﬁ EITo - ERBERARROBREEZ R T .

[B%hiE] o
OERNE N85 (ONO-4538-02 FEk)

CFIANT Y (BT, IDTICI 2V 5,) L B{LHRIERE A T 5 RIATIER e R I
H#/ W?ﬁﬂ%iﬁ%a)%ﬁ%@ﬂi%% (ECOG Performance Status 0 2T} 1) 35 ]l & 1T,
A% 2 mghkg % 3 BERIKRCARFE L, TEFMEEB TH5EHE (RECIST V1
K542 L1RRICES S FR¥EEIZL D CR XX PR) iX22.9% (90%FHEXM : 13.4~
36.2%) Tholz, 2B, FRANIHRE LEBMEIX 125% TH o7, '

@EMNE T3 (ONO-4538-08 RER)

L RIERBEOBIGHRAERNE/ VR TEROEHBRAERE (ECOG
Performance Status 0 & U 1) 24 1% 5221, 255 3 mg/kg % 2 B RIRIG C AIHHE L7z,
TEFMEER Th HEZE (RECIST A KT ¥ 1.1 JRICESS FREEBIZELS CR
Rix PR) 1% 29.2% (90%(EHEIXM : 16.7~45.9%) Tho7tz, 2B, FANIHRE L
EiX 6.0%ThHoTz,

OUESMEMAERER (CA209066 FABR)

veraf < 7 AAIE Y 4 VA BEEFERATE Z Bl (BUTF. [BRAF) £115,) V600
EROEWVEERERBEORBYBAERNS/ VHXIFROBEEARBERSE

(ECOG Performance Status 0 & T8 1) 418 5] (AHIBE 210 4, DTIC &% 208 ) X5z,
DTIC ZxfR & LTAH 3 mg/kg % 2 BRMIBTRIERE L L X OFHER VR EME
ERE L, TEFMEEE THILAFHME BT, Tos) &n3.) (FRIE [95%fF
X oIS RIL. AKBIINE" [NE~NE] % A, DTIC # T 10.84 [9.33~
12.09]1 #ATH Y., FFNL DTIC o5 LHEFHENCHERRERER L (~AF— KK
0.42 [99.79%(E#E X : 0.25~0.73]. p<0.0001 [JEH log-rank MRTE]. 2014 4E 6 A 24 H
F—FHy b7, /

* HEEREE (BT, FH)



1.0
ool T —A— AER

. % JIR
0.5 %, O FHWIRLB

0.7
0.6
1F 0.5
0.4
0.3 :
0.2 | oo
0.1

o
0 3 6 9 12 15 18

at riskB 4FEM (R)

EEIE 210 185 150 105 45 8 0
FhisL B 208 177 123 82 22 3 0

X1 O0S ® Kaplan-Meier fi# (CA209066 AER)

@SB MAEAER (CA209037 RER) 2 |

AV AvT (BeTlez) CUT, 1V a~<7) 2 H,) XX BRAF BEEH
EEUIEERIERE AT ORBUERARZIES/VHEXIBREROBHEAKERSE

(ECOG Performance Status 0 & Ut 1) 405 51 - (AHIBE 272 ., {L32ss (DTIC XiuL
RTISTFL 7Y ZwNeOR) B 133 F) 2XBIc, (LEREEZRIRBELTAE
#l 3mg/kg % 2 AREIMR CREHE L L Z0FMEROREMERTT Lz, FEFM
BETHDHEHE (RECIST A KT > 1.1 FRICES hR¥EIZL S CR XX PR)
ZOWTAKINEE ENRAD 120 FlZEHTRER & U CTHEMBITE21T o 2R,
AHIBET 31.7% (95%IEHAXM : 23.5~40.8%. 20144E3 B 10 BF—F by h47) T
Hote, B, BINEDROBBERBEL W aholz, b5 —2OFEFMER T
»% 0S (FRIE [95%EMEE]) 12OV TIR2 DA R+ (FT) iz THRMRNT
BIToTokER, ARIBET 1547 [12.39~NE] H A, {LZEHEERE T 13.67 [11.50~NE] % -
AThY., ARIMEFRECY LR FHICEBRERZRERM o7 (AF— N
0.93 [95%fESHEX : 0.68~1.26], p=0.6299 [JBH! log-rank HRTE], 2014 F 11 A 12 AT
—E Ay NFT),



GENFEIHARER (ONO-4538-17 FHER) ,
(LSRR R OARIGE IR R A2 I/ VH L BR 0B EAESRE (ECOG
Performance Status 0 RO 30 iz, KFlEA Y a7 2R (LT, T4AA
+A Y =] EWVH,) BELE, EEFMEHEE TH2EME (RECIST V1 F7
A 1.1 BRICESS < IRBIEIZ & B CR XU PR) i3 33.3% (95%(EFE X A : 17.3~52.8%)

Thotz, 7218, FENCRE LBMEIX238%ThoT,
* . &%) 1mgkg (FE) LAY hvT Imgkg (KE) #FBIC 3 BRBET 4 BARHE L%,
A% 3 mg/kg (KE) % 2 HRIRIMR CAMBRE L, SERARERICEO T, AR 2 REMICRE L,
A Y AT IIAKORERT 5 30 7L LOMBERWTRELRB LT,

@M FEIAERER (CA209067 FUER) ‘ ;
[LRRIERIGE ORI 2 I/ IVE o B4 BEERE (ECOG Performance
Status 0 Bt 1) 945 4] (ARF)+A €V swT "B 314 6, REIBE36H, A Y bhvT
BE315 B1) BXBRIC, A ¥) A TREELMBL LTHA+A V) AT RERUAHA
BEOEDHER RSB Lz, TEFMIEE Th 5 0S (FRIE [95%ERRERH])
DESENTRERIT. AF+ A vV A< 7B TNE [NE~NE] % A, AHIEETNE [29.08
~NE] B A. A ) AwTBET 1998 [17.08~2461] VA THY, AF+A Y A<
BERUAFBREIZA EY A TRECH LRFHRNCAERER LR Lz (REI+ 1
v A< THE  ~P— R 0.55 [98%IEFER M : 0.42~0.72], p<0.0001 [/&H! log-rank
BE], AFIRE A~ — R 0.63 [98% EFEX [ : 0.48~0.81]. p<0.0001 [JEA! log-rank

BE]. 20168 A 1T —F Iy bA7),
*: AF 1 mghkg (BE) A YY) A= 3mgke (BE) 2R AIC 3 BREERT 4 BREH#E LK,
AH 3 mghkg (FE) % 2 BEMBCTREHE L. FRBREHRCSVTUL, FRERMICRE
L. A B) AT I3AHORERT 15 30 SULORBEBVWTREZBBA L.

1.0
09 =

0.8 | BWIN

0.7 o . |

06 '"@\_\\ Ww
0.5 Sl : o

041 e K#+1EULTTH em&anmmqb

0.3 A AHE tomo
0.2 O AEULTTH

0.1 * ARUO : {H1Y
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk# £ ()
FH+IEVLTTE 314 292 265 247 226 221 209 200 198 192 - 170 49 7 0
e 316 292 265 244 230 213 201 191 181 175 157 55

APYLTTEE 315 285 254 228 205 182 164 149 136 129 104 34 4
X2 OS ® Kaplan-Meier Hif (CA209067 3RER)

HREHF
g




BRERBURTELRBMBAERE ZXNRITEA+ 1 © Y A~ TREIZ OV TR
L7-EAE 1 FEERBR (CA209004 3RBR) D =k— b 812BI1F B5EXZE (modified WHO £
¥ |2 E-5< CR XiZ PR) &, {LFRIERIGREBSE T 46.4% (13/28 . 95%IEHEX :
27.5~66.1%) . {LZEHEHEBEIEHEBAE T 38.5% (5/13 i, 95%(EHEX [ : 13.9~68.4%) T
HoTr,

(PD-L1 IR B DB MR N2 )

MBSMEEIARTRAER (CA209067:AR) ICHAAN DI BE DT —FicESE | EBARK
IZBWTCPD-L1Z2REI L EEMRA SO 284G (BUF. IPD-LIRHEE| L\H,) 5
ICREBENCFRT 2T o T AMER RO RIIU TO L B Tho Tz, ’
AZMEICBE LT, PD-LIREEN1%RME (PD-L1<1%) OBFEM L HEL T1%L L

(PD-L1=1%) DBZFERTA £ ) Av 7 O_EREHRIMEVEAIRE Sz (FHR),
B, AH+A ) A=THOREM T2 7 7 4 VIZPD-L1<1%DBEEM L PD-L1=
1%DBEELEFACRETH -T2, -

PD-LIRRE1%:KK PD-L1SEBR1%LLE
1.0 103
09 09
08 08
07 07
06 06
& &
05 # 05
04 el Sy B Y
- ok EM4AEULTIH ‘-a% " e FF+AEYLTTH &
) s =
031 A xmm 03] A smE s
02{ -© q1EVLITR 021 -@ 1EYLRTR
0.1 * ARUO : §THY : 0.1 * ARUO : {19
oo - 00 T T T T T T T T T T T T
0 3 6 9 .12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36
atrisk® ERMM (R atriskB ExMM (A
FMEACULIIH 1238 13 102 01 82 82 79 74 74 72 66 18 4 0 AMH/EULYTB 155 144 132 127 M6 112 105 102 101 99 85 27 3
AMB 117 103 86 76 73 65 62 50 57 55 50 16 2 0 NP 171 165 158 148 139 131 122 M7 112 109 98 36 1
1EVLTIH 113 98 87 79 71 61 57 50 44 43 32 10 1 0 IEYLTIH 164 155 138 126 115 102 89 83 77 74 64 21 2

3 CA209067 BRBRD PD-L1 FHEH| TD 08 © Kaplan-Meier g
(8 : PD-L1<1%0BEHEMA, AR : PD-L121%DEBEHEE)



OEELRFEMAEFRE (ONO-4538-21/CA209238FER)

=R OMb/c H/ VA OE4BEERE 906 f (BARNBE 28 xS, 2
4536, A Y avT GEEFHEERZ) BE4530) 2RI, AV AT 2xdBE LT
AF| 3 mg/kg % 2 BRIHINGE TAREHE LI & EORIMRUREEERE LTz, EEFHE
HA ThHEFERAFYEE (PRE [95%EEERE] ) OPRMITRERIZ. AT NE

[NE~NE] Z A, A £V A< TEBETNE [16.56~NE] ZHATHY ., AFidA &) h<T
Wkt USRI B B RIER 2R Lz (N — R 0.65 [97.56%E8EXH] : 0.51~0.83] |
p<0.0001 [JBRI log-rank RE]. 20176 A 12 BF—FH v bA7) .

* : AJCC (American Joint Committee on Cancer) JREAZER (BB 7R 123 < FH.

1.0

—A— RHIH
O AEY LT

0.91

3 Y
'~
\
0.81 AT
R s

071 TRy T Bt - =,
PRI e MO - A5

0.61
0.51

0.41

4 RE Hr e J8 R

0.3

0.2

0.11

0.0

0 3 6 9 12 15 18 21 24 27

at riskﬂ %E%Eﬁﬁﬂﬁﬁ (A)
AFBE 453 399 353 332 31t 291 249 71 5 0
AFYLTTEE 453 364 314 269 252 225 184 56 2 0

M4 $EHERAETERM O Kaplan-Meier fi#f (ONO-4538-21/CA209238 3ABR)



[ Z4H]
OEMZE DHRABR (ONO-4538-02 FHER)

BEFRIIEH (100%) RO, FAlL ORRBEBEREETERWVWAEERIX
30735 Bl (85.7%) IZRBH bNTz, HREY SHLUEOBHERIXITRDO LBV ThoT,

#£1 RBEBERS%UEDOEHEA (ONO-4538-02 HER)

L g | p A v Bl (%)
HAGE 354
(MedDRA/J ver.16.0) 4 Grade Grade 3-4 ' Grade 5
2EIER 30 (85 7) ‘ 9 (25.7) 0
 HRWEE R T e L e
; m%ﬂi%ﬁ“{&‘r‘r o ; 5 (143) 0 0
'F#ﬂ 4 (114) 1 (29 0
= . 2 657 . 129 0
RR% 2 7) } 0 0
W AERERIURSWEORE
%1 5 (14. 3) 0 0
BER 2 (57 0 0
BH | 3 (86) 0 0
FEEREE L e R L R e e g e
frEsE 2 (57 , 2 (57 -0
CEERBRE L T
ALT 8#/m 4 (11.4) 129 0
AST 850 5 (14.3) 2 (5.7 0
mPT7AT I D 2 (5.7 0 0
I CK 1#m 5 (14.3) 3 (8.6) 0
M7 V7F=Em 2 (5.7 0 0
ML= ¥ o pEsgin 2 (57 0 0
Mt LDH gm0 5 (14.3) 1 (29 0
o TSH ¥ 3 (8.6) 0 0
1 TSH #§70 7 (20.0) 0 0
CRP 1850 5 (14.3) 129 0
SFERER BN N 4 (11.4) 0 0
v-GTP /0 4 (11.4) 4 (11.4) 0
R F oSG 2 (5.7) 0 0
~T o rEd 3 (8.6) 1 (29 0
YV REREE A 5 (14.3) 1 (2.9 0
FFhER S 2 (57 1 (29 0
BEAMERT 257 0 0
/MR g 2 (57 1 (29 0
TR M ERFOR A 2 (57 1 (2.9 0
B i ERER A -6 (17.1) -0 0
TEHE T3 HEm 2 (57 0 0
WERE T3 W 8 (22.9) 0 0
PERE T4 WA 6 (17.1) 0 0
HERE T4 B 2 (57) 0 0
Y U= FRFHEM 3 (8.6) 0 0
e ALP 380 5 (14.3) 129 0
P RRBR LR 3 (8.6) 0 -0
AR = — o —18n 2 (57 0 0
Pz p M 2 (57 0 0
YT r s F NI TFA M 4 (11.4) 0 0
5 CK > ; 2 (57 0 0
HEBERB LA ARES Lo )
R 2 (57 0 0
HRRREER -
BREEE 2 (57) 0 0
KM= = —w T — 2 (57 0 0



BEIKSE B3 (%)
EAGE : 35 41
(MedDRA/J ver.16.0) £ Grade Grade 3-4 Grade 5
ERBIOE reemE .. —
A 6 (17.1) 0 0
% 9 FERE 11 (31.4) 0 0
%% 2 (57 0 0
BER BB S 2 (57 0 0
BEIRME R R 2 (57 0 0
AL =2 4 (114) 0 0

ks, FEIEMRES 16 29%) . KBk - EEOTH 1 6] (2.9%) . FRREEE 4 f
(11.4%) . FFHEREREEE 5 4 (14.3%) . BHRERE 2 61 (5.7%) . FRR#EERESE 8 41
(22.9%) . BIBEE 16 (29%) . EEOKBEE 14] 2.9%) RUOSE IER1H)
(2.9%) NBEH LI, F7-. FTEAEKEEREE. infusion reaction, 1 BUFERMA. BER.
EIEMESE. M - BEIEA, DK, Bk, R, BUBHRME/ I AT -RUR
M /RIS BER IR b dr o 7r, ABIERARTVRILIIBEIEESR (BRRE
EEFE2ET) Z2EUEHBRETT, -

@ENE IR (ONO-4538-08 FU5R)

HEESIT 2224 B 91.7%) ZRBDH L. AFE ORRBENBEETERVWEES
803 18/24 5 (75.0%) 1T B, FREN 5% EOBIERIITROLBY TH-
77s :

#2 RHEEH 5% EOBIER (ONO-4538-08 HKR)

BENKSE FIE (%)
EAFE 24 5
(MedDRA/J ver.18.0) 4 Grade Grade 3-4 Grade 5
£BIER 18 (75.0) 2 (8.3) 0
RRBEETE 6050 0 | 0
B> | -~ 2 (83 0 0
LR £EBERICREBUORE o R Celn A
R A 4 (16.7) 0 0
BHRRE . R o L ST U
HERD 2 (83) 0o 0
R L URRREE N R Ll
BHREE o 2(83) 0 0
MRS, MERE X UMERREE R y o R
RFEEE - 2 (83) 0 0
4] FRNaT AR it S S R o i, o
BBE 5 (20.8) 0 0
% 5 FERE, . 5 (20.8) 0 0
BER BB IR 2 (8.3) 0 0

Bds. KRB - BEOTHI2 B (83%) . FFHSAEREE 1 4] (42%) . TEAMARRESE
14 (4.2%) BROEIRBESREREE 7 6] (29.2%) BBH LN, E-. BEMEMES.
WREE (X5 - AL—EERS) | BREEE (RREMRITEAS) | BIBEE,

10



infusion reaction. 1Z¥ERR., EEOKREREE (REHRIREFERE. 2HALK. BXAE
B%) | Bk, EEFGEDE, K - BER, SEOBEE, LK. Bk, R, B
FRRRARAE/ X A /T — R Ot il /IMRIBAMERBER ISR O b e o 7o, KEWER%R
BRIIEBEFS (BAREERELZSD) 28 0EHBRETT,

@AM EMARFRER (CA209066 FRER) ¥ |
B EERIIARFIEE 192/206 1 (93.2%) . DTIC B 194/205 Fi (94.6%) 12580 b, 1B
BRIK L ORRBBRNEE T RWVAEEBZIIAAIRE 153/206 41 (74.3%) . DTIC & 155/205
Bl (75.6%) IZBBD BNz, WTHAOBETREAEN 5% LOBIERIZTRO LB T
HoT, '
£3 VWThIOBCRERN 5%IULOEWER (CA209066 HE)

- ¥ (%)
"’“"gﬁﬂgﬁﬁ AFIEE DTIC %
" : 206 471 205 41
(MedDRA/J ver.17.0)
£ Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
2BItEA 153 (743) . 24 (11.7) 0 155 (75.6) 36 (17.6) 0
RMEBERE Y VSRIEE . T e e e T e T
FFRERIBD RE -0 0 0 23 (11.2) . 9 (44) 0
MUMRBAE .0 0 0 21002 10 (49
BBERSE 0 e e L D e e T
B 22 (10.7) 0 0 25 (12.2) -
TH 33 (16.0) 2 (1L.0) 0 32 (15.6) 1
=i 34 (16.5) 0 0 85 (41.5)
UL - 13 (6.3) 1.(05 0 430210 1
— - ERRESIURERMEORE T e
9% SIHE 21 (10.2) 0 0 25 (122) 1 0
wH 41 (19.9) 0 0 30 (14.6) 2 0
BB 5@y 0 010G 1 0
BB LURREE - e A e e s
AGRR 11 (53) o0 1903
BEBSBLURESHEMEE e o e s L e e e
L N L 12 8 o o308 0
PR L e Bt L A e T
B o 9 (44) 0 0 7 14 (68) 0 0
BB LU TagmEE o e Lt EERR
FLBE 13 (63) 0 0 4 (2.0) 0 0
FeAR B S 3 (1.5) 0 0 11 (54 0 0
% 5 EENE 35 (17.0) 1 (0.5) 0 11 (5.4) 0 0
R 31 (150 1 (05 0 6 (2.9 0 0
SZE%BH 22 (10.7) 0 0 1 (0.5) 0 0

BB, AFIBEZB W CHEEMMESR 36 (1.5%) . KEBK - EEOTH 6 6 (2.9%) |
WREE (F72 « NU—ERFHE) 2861 (13.6%) . FFHEEREE 76 3.4%) . B
BEREE 4 1 (19%) . TEAMAEREE 4 61 (1.9%) . FORBHERE 134 (63%) .
infusion reaction 15 B (7.3%) . 1 BUHERAE 161 (0.5%) . EEOKREEE 3 4] (1.5%)
EOEESRE1H (05%) BROoN, Eo, BIBEE., KR, EEHEIE. KN
% - BRI, LR, SR, PR, BEGRAEE/ I 435 — R OB f /MR
BRIRIIFED bhveh oo, AEWERRFRNIIBERTS BRREBREZ2EL) %
BUERERERT, . /

11



@ESEIAERER (CA209037 3ABR) 2
HEESIIAHRE 2651268 B (98.9%) . {LAHRIERE 98/102 B (96.1%) [ZRDH b
n. BRE Y OREBFENEETE RVEEESIIARKIBE 199268 #1 (743%) ., L%
FRIERE 85/102 1 (83.3%) @B HNTE, WTNOORETREED 5% EORIERIX
THOLBY ThoTe,
#4 VWTROOHETREEN 5% EOBHER (CA209037 BHER)

- g (%)
BERLAR e e
(MedDRA/J ver.17.1) - 268 1 102 .%
i £ Grade Grade 3-4 Grade 5 £ Grade Grade 3-4 ‘Grade 5
£BIER 199 (74.3) 33 (12.3) 0 85 (83.3) 35 (34.3) 0
¥R LY I REE ) : :
=il 18 (6.7) 3 (1.1 0 24 (23.5) 5 (4.9 0
B i BRIR A AE 1 (04) 0 0 8 (7.8) 2 (2.0) 0
BB IE 0 0 0 20 (19.6) 16 (15.7) 0
AR , ‘ 1(04) 1 (04) 0 12 (11.8) 6 (59 0
WOWEE - o S B R
EPW%J%S“{&TF . 18.(67) 0 .0 0 0 0
&R o111 @) 0 0 15 (14.7) 1 (1.0 0
TH 42 (157) 1 (04) 0 16 (15.7) 2 (2.0 0
B 33 (123) ] 0 39 (38.2) 2 (2.0) 0
mERE 12 45 104 0 21 (20.6) 3 (29 "0
—eEEER LRSI IORE. o S S S ‘
& 1%E 14 52) - 0 0 7 (6.9) 0 0 -
¥ B 82 (306) 3 (1.1 0 41 (402) 4 (3.9 -0
BE, PERBLIUCLESTE B : R : B
A RIS 4 (15) 1 (04) 0 9 (88 0o 0
ALT 380 14 (5.2) 3 (1D 0 1 (1.0) 0 0
AST H#3/m 15 (5.6) 2 (0.7 0 2 (2.0) 0 0
R EREOEA ' 0 0 0 7 (6.9) 329 0
1/ NREEA 1 (04) 0 0 8 (7.8) 329 0
pnE¥E> 30D o 0 878 200 0
Rt kUseRmE LT e
RHORE 186D 0 0 17167 0
BERRR I RAERES T = : SR e .
B 15 (5.6) 0 0 13 (12.7) 1 (1.0 0
fHPE o 11 4) 0 0 8 (7.8) 0 0
skﬁéﬁi~n—m\3‘— ' 1 (04) 0 ] 10 (9.8) 1 (1.0) 0
SEREE ' 30D 0 0 10 (9.8) 0 0
PR RS, MERIS K UMERRREE - B e : ERR
PR R V , 13 (4.9 0 0 8 (7.8) 0
BB IR TaRES 5 ' 2 I
BLBAE 2 (07 0 0 28 (27.5) 0 0
% 9 FEE 51 (19.0) 0 0 2 (2.0) 0 0
b3 34 (12.7) 1 (04) 0 5 (4.9 0 0
BEIR BB S 16 (6.0) 0 0 2 20 0 0
SHEEAH 24 (9.0) 0 0 0 0 0

7. AFIBIC BV CRIE MR E 8 4 (3.0%) . KIBZ - EEO TH 4 4] (1.5%) .
FIRREE 33 6] (12.3%) . FFRemEE 22 4] (8.2%) . BMeErREE (RMEMEMEX
) 5451 (1.9%) . BRI EEREE 23 ] (8.6%) . BIBFEE 1 4 (0.4%) . infusion reaction

12



1051 (3.7%) . BECKEEE 16 (04%) . BL 26 (07%) ROSE 5% 3 6
(11%) BB ONFE, £, TEARERE. | BERE, SEGE E, M-8
‘ﬁ& Lfge. sk, B, BRBUBRRMREE/ I /T — R Oaietk m /MRt SEHER
IR ENEDS T, FRFARRRRISBERS ERREEREE ) 20K
RHERETT,

GOENFENERER (ONO-4538-17:R8%)
HEBRII2H) (100%) 25880 b, A& & DRRBRABEETERVWAEER LS
F (100%) IZRD biz, BRENRS%UUEDRIERIZITRO LB Tholz,

F5 BHEN 5%L EOBIER (ONO-4538-17 BHBR)

BEMNXSE B (%)
EAEE ‘ 30 4
(MedDRA/J ver.20.0) 4 Grade Grade 3-4 Grade 5
2BIER 30 (100) 23 (76.7) 0
HER LY o SREE S T o TR e
=i ‘ o 2 ;(6 7) o ‘ 0
CWAWEE L S T e
Wkﬁ%ﬂ%m@ﬁ 2 (6.7) 0 0
AR R T 7 (23.3) 0 0
TEER 267 267 0
5 (16.7) 1 (3 3) 0
16 (53.3) 1 (33) 0
HiLiE 2 (6.7) 0 0
B 4 (13.3) 0 0
B 3 (10.0) 0 0
- 6 (20.0) 133 0
—H ﬁ%ﬁ%knﬂ&fi%ﬁokﬁé T =
it 5 (16.7) 0 0
Bem 7 (23.3) 1 (3.3) 0
AN 2 (6.7 0 0
RA ; 12 (40.0) 1 (33) 0
FrigRERE - 7 (23.3) 4 (13.3) 0
Lo . . 26n 0 0
ALT $8/m ) 11 (36.7) 3 (10.0) 0
7 I 5—E1m 5 (16.7) 1 (33) 0
AST #81m 11 (36.7) 2 (67 0
y-GTP 18/ 5 (16.7) 3 (10.0) S0
Y _—FHEM 12 (40.0) 7 (23.3) 0
FEBD. 2 (6.7) 0 0
mq=7/wv)f;<775~w'ziénu , 4 (13.3) 0 0
BB X Uk ks ' , : , .
[ BB EN i ki - 2 (6.7) 0 0
E7 VT I miE 2 (6.7) 1 (33) 0
&+ b)Y v AME 5 (16.7) 4 (13.3) 0
BABE 8 (26.7) 1 (33) 0
ﬁ%’%%%iaxuﬁ%ﬂmﬁ% S0 - L o :
E@Eﬁr, } 5 (16.7) 0 0
RERE ' 2 (6.7) 0 0
s 5 (167 1 (33) 0
PRIE 2R, BRERIS K UMiENRREE ’ ' . '
P P iR R 2 (6.7 0 0
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BEANRSER FE (%)
BEAGE 30 41
(MedDRA/J ver.20.0) 4 Grade Grade 3-4 Grade 5
Rl A 7 67 5 T
ERB LR TS o s '
% 5 EERE " 10 (333) 0 0
Rz 18 (60.0) 2 (6.7 0
BUR RS 4 (13.3) 1 (3.3) 0

B ARSI (30.0%) | FFHEREREE 1441 (46.7%) . FARBRESREREE 761 (23.3%) .
RV Pt 2R3 (10.0%) . KB - EBEE > FHI3H (10.0%) . BB D K BREE 341 (10.0%)
TRAMEREE2F (6.7%) . 5 & 5 BR1H] (3.3%)  BEFHRMAVE/ I A4/ 3F—261 (6.7%)
ROEIRMARERER (33%) Kb b, £, BHEREE, BIRHEES, 13

FERIA. BESK. EIEFFEIE, MK -

BEfE S . infusionreaction, [DMHZE, ApA. REMH

/MR SR BER B TR I3580 bz hso Tz, ABIERRBLRILIBEESRS (R
REBRELZEL) 2E0EBRETRT,

@AM ETFRER (CA209067ER)
BEESITIAK A BV A= TBE3123136 (99.7%) . AFIFE312/31361 (99.7%) . A
v ) A 7EE308/31141 (99:0%) 2D LN, IBBREL OREBEATETERVWEE
BEIIAR+A U A~ T EE300/3134) (95.8%). AFIEE270/3134) (86.3%), A BV A
< 7 BE268/31141 (86.2%) IZERD bz, WTFNLDBE TRIAEN %L LOBHERIZT |

AST 38/ h 51

14

FDOEBY ThHoTz,
#6 WDWPhAORTRESER S%UEOBHER (CA209067 3RR)
. ' BIE (%)
BERSAR IR e T e VAR
° : 313 41 313 41 ' 311 41
(MedDRA/I ver.19.0) -
£ Grade Grade 3-4 Grade5 4 Grade Grade3-4 Grade5 £ Grade Grade 3-4 Grade 5
LEINER 300 (95.8) 183 (58.5) 0 270 (86.3) 65 (20.8) 0 268 (862) 86 (27.7) 1 (0.3)
RS : ' S S oo , _ o e
ELRARISRETIEERE 34 (10.9) 3 (1.0) 0 15 (4.8) 0 0 3 (1.0 0 0
ERIRHERIETE 51 (163) 1 (0.3) 0 32 (102) 0 0 14 (4.5) 0 0
- TEkk 123 (73) 5 (16) 0 2 (06) 2 (06 0 12 39 5 (1.6) 0
BiEmEE ; R o S s R S
-5 28 (8.9) 1 (0.3) 0 18 (5.8) 0 0 28 (9.0) 2 (0.6) 0
KEBHK 40 (12.8) 26 (83) 0 7 (2.2) 3 (1.0) 0 35 (11.3) 24 (7.7 0
= 12 (3.8) 0 0 19 (6.1) ] 0 1765 . 0 0
T 142 (454) 30 (9.6) 0 67 (21.4) 9 (2.9) 0 105 (33.8) 18 (5.8) 0
ORI 19 (6.1) 0 0 13 (42) 0 0 7 (2.3) 0 0
Bl 88 (28.1) 7 (2.2) 0 41 (13.1) 0 0 51 (16.4) 2 (0.6) 0
1 50 (160) 8 (2.6) 0 220 1(0.3) 0 24 (17 1(03) 0
—f : EEEER LUREHMLORE ; : . , o
&IE 31 (9.9) 1 (0.3) 0 25 (8.0) 1 (0.3) 0 17 (5.5) 2 (0.6) 0
B 22 (7.0) 0 0 12 (3.8) 0 0 10 (3.2) 0 0
e 118 (37.7) 13 (4.2) 0 111 (355 3 (L.0) 0 89 (28.6) 3 (1.0) 0
BB 60 (192) 2 (06) 0 21 (67 0 0 21 (6.8) 1 (0.3) 0
FRIRRE _ ; _ } i
ALT $8/m 59 (18.8) 27 (8.6) 0 12 (3.8) 3 (1.0) 0 12 (3.9) 5 (1.6) 0
725 —EHm 23 (7.3) 9 (2.9) 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (1.3) 0
(16.3) 19 (6.1) 0 13 (42) 3 (1.0) 0 12 (3.9) 2 (0.6) 0



PiE (%)

B FHTAC) A TR e , TEV TR
(MedDRA/J ver.19.0) 313 41 313 4 311 41
4 Grade Grade 3-4 Grade5 <4 Grade Grade3-4 Grade5 4 Grade Grade 3-4  Grade 5
T — B 43 (13.7) 34 (10.9) 0 24 (7.7) 12 (3.8) 0 18 (5.8) 12 (3.9) 0
RIB o196y 0 0 0@ 0 0 4G3) 103 0
RetsroRERE s S, T
BERBE 60 (192) 4 (1.3) 0 36 (115) 0 0 41 (132)  1(03) 0
HEBRBLUGEHARESE . C IR T , 2
RESE 42 (13.4) 1 (0.3) 0 29 (9.3) 1 (0.3) 0 21 (6.8) 0 0
KL 17 (5.4) 1 (0.3) 0 - 15 (4.8) 1(03) 0 9 (2.9) [ 0
BERBEE 0o e e e T
ZEMEDE N 17 (5.4) 0 0 15 (4.8) "0 0 11 (3.5 0 0
BRERE 14 (4.5) 0 0 18 (5.8 o - 0 9 (2.9) 0 0
=7 34 (109) 2 (0.6) 0 24 (7.7) 0. 0 25 (8.0) 1 (03) 0
FPORER MOSSRSLOMERSRES .o e e
5374 24 (1.7) 0 0 20 (6.4) 2 (0.6) 0 15 (4.8) 0
(1229955 4 36 (11.5) 3 (1.0) 0 20 (6.4) 1 (0.3) 0 12 (3.9) 0
R 2167 3310 0 40a3» 103 0 516 1 0
BB KR TRMEEE o e e e
4 1.7 15 (4.8) 0 0 17 (5.4) 0 0 11 (35) 0
D FE 112 (35.8) 6 (1.9) 0 67 (21.4) 1 (03) 0 113 (363) .1 (0.3) 0
R 91 (29.1) 10 (3.2) 0 72 (23.0) 1 (0.3) 0 68 (21.9) 5 (1.6) ]
BIREBIRES 38 (12.1) 6 (1.9) 0 14 (4.5) 2 (0.6) 0 38 (122) 1 (0.3) 0
S HEEB 27 (8.6) 0 0 28 (8.9) 1 (0.3) 0 16 (5.1) 0 0

RB. KA+ ALY A THICBO THEREEFME (27.5%) . FF#EEE 1024
(32.6%) . FIRIRMEREREESTH (27.8%) . BHREREE 2141 (6.7%) . FIEMEMEB2S
Bl (8.0%) . K% - EEOTH6OR (192%) . BEDKBEEEG (6.7%) . T=
AHSREREE 2761 (8.6%) . RIBHSRERE 140 (4.5%) . BER3BI (1.0%) | F4k - B
#261 (0.6%) . infusion reaction 1361 (4.2%) | & & 5 BEK3H (1.0%) . HR3F] (1.0%) .
PR ARAE/ 3 /3 —5001 (16.0%) . T 551441 (4.5%) R UHHAR MAL ZEAR 2451 (0.6%)
RmH b, ¥, BERA, BEGENE. LK R USRI/ MO 5
FSITFRD B IR Do Tz, RFIFEIZB UV THREE66H (21.1%) | IFH#REREE 2441 (7.7%) |
FRBERERE T 4761 (15.0%) . BHERERE3F (1.0%) . FEMEMEBSH (1.6%) |
KGR - BEE DO THRI66](5.1%) . EE O R EREESH (2.6%) . THEFMEIEREE3F) (1.0%) |
BIBHREREE3H (1.0%) . BER3H (1.0%) . infusionreaction 1485 (4.5%) . S & 5
26 (0.6%) | HERUFRRRARAE/ I 4 3T —28%1 (8.9%) . AFZ2f (0.6%) R UEARIM
REREIF (03%) BRObIh, Fio, 1 BERRF, EEMENE, MK - EFEK,
DEER . R R OB/ MRIR D HEERBERIERD bRz, ARWERRILIRIIX
BEFS (BAREEETZED) 230EMERETT,

BRI RRE R B R AERE 2 XRICAH+ 1 B Y A~ T BREEZRE UIIENE
I 1B3AER (CA209004 FRBR) D=2k — b 81T\ T, (L FBIERIGEEE 28 4 L b3k
EEERRABE 3 AL OfT, Bt REZRIIRD bhiRhoT,
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OEE LRSI (ONO-4538-21/CA2092383A5)

HEESIIAKIEEA38/45200] (96.9%) . A VY L~ T EE446/45381 (98.5%) IZFED 5
h, BBREL OREEENTETE RVEEFSIIAAIFI85/4526] (852%) . A1)
A7 THEA34/4538) (95.8%) IR bV, WTRAOH TREARIS%BU EORIERIL
TROLBY ThoT, |

27 WP ORTRRRI;S%LL EOBIVER (ONO-4538-21/CA2092383 1)

i (%)
%ggftjéj;ﬁﬁ AHIBE 1Y he TR
(MedDRA/J ver.20.0) 452 B 453 Bl
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
2F1ER 385 (85.2) 65 (144) O 434 (95.8) 208 (459) .0
BEBRRBLORARBES o o LT e S e
EBfE 57 (12.6) 1 (02 O 49 (10.8) 2 (04 O
B o 35 (17 1 (02 O 19 ( 42) 1 (02 0
=] - v S e
T& 110 (243) 7 (15 0 208 (45.9) 43 (95 0
Bi 68 (15.0) 1 (02 0 91 (20.1) 0 0
EH 29 ( 64) 0 0 46  (102) i (02 O
MR- , 12 (27 1 (02 O 4 (97 2 (04 O
(s)-77 24 ( 53) 0 0 14 (31 0 0
KM% 9 (200 3 (07 0 45 (99 M ( 0
SRCSHBERLUREMMLORE . ‘
I IE 57 (12.6) 1 (02 0 53 (11.7) 4
"y 156 (34.5) 2 (04 0 149 (32.9) 4
FR . 7 (15 0 0 s (119) 2 ( ;
BARE . : ‘ : ‘ : TR
Y —EHEhm 30 ( 66) 19 ( 42) O 26 (57 16 (35 0
ALT #8/m 28 ( 62) 5 (1 0 66 (14.6) 26 (57 0
AST #8/m 25 ( 55) 2 (04 O 60 (132) 19 (42 O
TIZ—EHEm 25 ( 55) 9 (20 0 14 (3D 5 (1) 0
MBI UGREE e o o ‘ S o
i 18 ( 40) 0 0 39 (86) 1 (02 -0

(e 1 (o0 o T 1 (1)

| 53) (_1:..1:.0,); e 9 o

24
105 (232) 0 152 (33.6) 5 (1) o
o®E %0 (199) L0 133 (294 14 (31 O
PRk, MR R ORS00 CERALU R R T e R e T
g B33 0 24 ( 53) 0 0
RIRHSREIE TE 49 (10.8) 1 (02 O 31 ( 6.8) 2 (04 O
B R RS R TUHEIE 36 ( 8.0) 1 (02 0 18 ( 40) 1 (02 0
TEER 7 ( 15) 2 (04 0 48 (10.6) 11 (24 0

R, AFBICR W TRHEMEMRR 11 6 (24%) | BEEHRMABE/ I A/ F—48 f1
(10.6%) . FFHSAERES 40 1 (8.8%) . FIRNRMSAEREE 01 1 (20.1%) . FhiEREE 83
B (18.4%) . BHSAREE 6 4] (13%) . BIBMEEREE 6 4l (1.3%) . TEAMEERS
8%l (1.8%) . infusion reactionll Bl (2.4%) . K% - EEOTH 21 4l (4.6%) . E
B RERE S B (11%) . | BWERG 16 (02%) . B3 Bl (07%) . K& 5Bk
241 (0.4%) . FF% 3 8 (07%) BBD b, £, BEFENE, LKL, Bk,
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SoReME/IMRID FESRBERS  BC - BEIRJE. MIRILARZEARAE T ORILALARE 21330
Niamok, FAEEARRRRLIEESS BRREMRY ¥ E0) 2EDEIERE
T | -

1) Robert C.etal. : N.Engl.J.Med., 372 : 320, 2015 (CA2090667%5R)
2) Weber J.S. et al. : Lancet Oncol., 16 : 375, 2015 (CA209037 3\BR)
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[ - R) |
AHOBERAEYBEETALZAALEY I 2 b—a VIZ LD, A 3mgkg Xid
- 240 mg % 2 ARIERR TRE L-BOAF O MEFRESRT Shis, Z0RKR, A
240 mg Z 425 LEBORE R, &K 3 mgke 215 L BORER L it L THE
BRTEFRESNZ OO0, BAABECEOCEFMESHER SN TV 5 Ak AR 10
mg/kg % 2 BB CRYE) CTARIZRE LEBEORER L Wi L TE#EZ R & TR
At (FR). Mz T, BHOBEICBT 357 —FIZEI5&, £ 3 mg/kg X3 240 mg
% 2 BRRERCES L BOAROREER L M TE AN L OB LR T 5]
BEGEFAPEE SN, SHEEC OV TREMTO R, LROAE - AR
B CAPHER ORI ERIRV E FRISNE, S, BREAERE IR
BF— kS & AH 1 mgkg Xk 80mg & A ¥V A< 3mgkg % 3 BRIFRTE
5 LEBROFRRORER L 24N L OBERRINT 2RBERGET VAEES N, Ui
B IC SV THREA TR, EEEORE - HEOM TRAMICHRERERITAR
LFREhI,
£8 FHOEGBIR T A —F

Bl AE Cumax Chmind14 Cavgdl4 Crmaxss Chruinss Cavgss
(ug/mL) (ng/mL) (ng/mL) (pg/mL) (ng/mL) (ug/mL)
meke G2V (35'523'760-3) (10-17?;54-9 (17-21?53-” (75-1)13171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,'103) (15.22?-354.6) (25.3;?:7.8) (10;,5254) _ (41?57,'51;58) (62.11(,)9187)
10 mgkg 2W (14;,9;19) (512 '739,2) (79.90?.?14) (3319232) (18421,1 213) (23?7386)

HRE (5%, 95%5) . Q2W : 2BRIFIFE. Cax : FIEHR 51 OB E MIFTIRE., Cmnas : MEHREGHE14
El E llﬁbj‘é%{&lﬁlfﬁqﬂﬁ)ﬁ\ Cavgdl4 : *)JE&E‘&I“E E i’C“U)EIZﬁJIﬁL?%EP%E\ Cma&ss . Eﬁ%ﬁ%&lﬁ
T ARESMIETEE, Cuns : EFREBICHT 2HEMETEE, Cuops : EFREBIZRT 2 FH0ED
REE

18



4. HERIZOVT

RIBEIRRT R 2B R AR E AT 5 B8 10T, RBRMFL L THARRRE (&6
HE) PRELNTVBZ L0 b, YHRELHIICERTE SR THILERH S, £
DT, ERRY 27 EEEHE RMP) ICESE, FHOERLZEMERES~OBAE
W% B IR T T, AROREREE) 2 BE LB - HE L, FHOREI ibiﬁﬁ‘
BIERZ B3 LI BITRIST 5 2 L BUERID, UTFOO~@DF T %l T HEk
BOCHERT & Th3,

@ MRIT-ONT

@-1 TN (1) ~ (5) OVWTNRREHEETIHETHDZ &,

(1) BEAFZBRESEET 2 BADREEN SRS GRERFRSA BREENL SR,
HUIEAS AR RO RUARE . MRS AR 2 &) (RFIcFET7H 1 BRFR - 436
i)

(2) HEMAERET (ERK314E4 A 1 BEEAS : 86 Mik)

(3) FEFRDEREET BNADREERE (A B EEER ER. B AR RE S
BFke. BAREREEHEERBER L) :

(4) ARfFRIEELREL, ASAL LI | XILA AL RN 2 DRk S
IR B BHEIT> TV AR (FEL304E7 A 1 BB : 2516 FERR)

(5) MEMEEALSERMEOMREEIRIBHE2ITo T2 HEER (FRk 30 £ 7
A 1 BRI ;1297 HERR)

D2 EXEEEOLPRERVCBERARREOSINICHO20H L BRE FOER
(FROVTAMICHELT BEM) 35, YDA ORAICET B EROBLE L LT
BEENTWSZ L,

e

o  [ERMRFFEER 2 EOVEIMHMERZET LRI 5 £ EORARROBHEIME R
IToTWVWBZ L, 55, 2FHUER, PAEMERELEL LEBKREEZOWMES
fToTWnBZ L,

o EERFEUSR 2 FOMHTHELZET L7eRIC 5 FU L0 R EEEEFEZRORE
RIEREFLTNDZE,

@ BEADERREHEEOKEIZOVT

EESEREEICAET IEEENRE Sh, BEAENSOERED., B - &
| ANSIFHEROTER CEMSICT 5 BRBM, FEFRBRAE LLBEORE
¥Fs, EREEOPIATON D BHBE-TOB L,
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® BUWERADMRIZOWT

©@-1 BIEFIFEEE DX sl ic B 5 Eft: |
MEMHERLEOEERBEANKA LB, 24 BEZEREROT, UiZEHRX
IEEEERIC B T R LI BIERITS U T ABEE L O CT £ 0RIFER OBz X%

EARBEOKRENYBPIEON, BbICHSAR2EHAEsTNE L,

@2 EFREEH I3 ARESRMNICET 2L
_ﬁh%‘K%bé%ﬁ%&ﬂﬁ&@&%%ﬁ?éE%%?%ﬁ@ﬁﬁ%:?UVﬁ
REDEERDORAZ ) —=V P RITVEREL EHREXLF TE LI F— L EREH SR
BENTWBZ L, 2B, Bz T, BABRE L ZOFREICHFICEAMESNT
WwazZk,

®-3 BIfER ORBTORISITE LT

BIfER (RIEMEMZRRICIN %, EEMESRE, Ok, k. BEHRAE. KBk,
B, BEOTH. | BERFE. FRE. FgeiEE. fk. SEnRgs. FRE
WeblEE, TRAKRERE, HREE. BEE (Bre RFOEHELEEREZED).
Bk, Bk, BEOKSREE, HIRM2ERE, infusion reaction, B 72 MIKHEE.
MERASFEERN. B, MA, BECRERN. BIRESW. MEEE (LEMD) - &
AR - DEVERISMNMES) . BB, L) Tk LT, YUEMERSULEBE RSO
B E T B EM & L EUERAOBEORRICE L THRER X EY 2T 5N 5D
Sz B L), EBICEURABENTE 2EHINE-TND I L,
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5. BeENBLRDZBE

[Fohiiz B4 2 F1E])

O TROBEIZBOTHADEMERTIL TN, ‘
o (EFRERBER OISR ORIGUBRTRER N/ VA ZBROEMBAE

BE

o FEERUR%ONbCH/IVH & oEEEHEBHE TR 5 iR mEERE
728, BRAFBETFERZ2EFT3BEIZBVTIL, BRAFFAZERIZ XL ABELEET
52 ¢,

@ FH+A Y A= T REIIMCERERIBRORIBIR A2 ESBEQERE 28
& L7z B TIAERER (CA209067BR) ITRBWT, ML ShicA vY AT E
L CEERRIEES N TS, 2L, AH+1 BV A~v TR E L ARK BEMmE
52 g Lz BRI RBREFHCB W T, PD-LIRRRRICEV A Y AT D LT
EPRBERDIEMPITRINDIERBEONTHE (7pBR) . 200, 1Bk
CIRT R RBMERABREICRN T, AHL A ) AT L OHAREDOFAE %
Wr9 554, PD-LIRRE LTS 2 L 0EE LV, PD-LIFRENI%ULETH
52 EBPHERINTBECBOTL, RE, AFEMREZEET S, 2B, BRI
@%T%&ﬁﬁiéﬁﬁﬁ%ﬂ%kLtﬁ%%lﬁﬁ%«mm%maﬁ)@:T—
F8IZEW T, (LERIERIBRESE LLBRIEBERERBE L OB TAB -4 Y A
< T REOFDEICARRZRITIRD STV, .

* AFI OB L LT, BK5E4 : PD-L1IHC 28-8 pharmDx fif:J PAEABENTNS,

1 AJCC (American Joint Committee on Cancer) JHEASR -(% THR) 1223 < 5
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(et 5FE]
@ TFTHRREMUTIEFZOVTRERAFORENERL SN TS E Mo, BEEIT
bhRrnz &,
o FEROBSCH LBRECKEREDH B BE

@ {é‘ﬁﬁuﬁpﬂﬁ PBOWTTRIEEYTEREICOVTHE, FHOBREEIHEES L2

. MOBRERRER R VEAITRY . BECAREHERATLIZLE2ERTE D,

o BEEMEMRBOSHH i%ﬁ@&;é%%‘

. PETEGRECRER LR 5 BRE R UTEBIME OSBRI BRI R
& D REEES S O D BE

.  HOREEROSH. UBMEMLE L IXERMED B DRRRAOBEERD
HHBRE

o JREBHEE (GhEBMRBEEZE) Ob5HBE

o REOBREXIIRFEERTLIBE

«  ECOG Performance Status 3-4 &2 o B3F

(E2) BCOG @ Performance Status (PS)

Score | &

0 | 2<HEREDHTE . BFITLALREEREIHRZATZS,

1 AR LVEBNEHIR Sh 528, HITRRET, BIFEEDE - TOREKITI Z LR TE S,
Bl BVWRE, BEHEE

SRR CEAOFOEY O L iFT_RCHEENMEEITE ARV, AHO 50%U L3~y FATBIT,

BoNBEROEOEY D L LATERY, APD 50%UEEy RKAEFTBIT,

W

£BIT2V. BAOEORY O e TERY, BERy FIRTFTRIT,
l R
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6. BREICBRLTEETIREHEH

@ FIHIESICML., BEIRFTES BRI 5 TR IC S % AR O BHER OSE ERE
HAODIZNERIFTRETDICER L THLOFERT?Z L,

IERBAMAICIEN D, BEIIZOFRICEMER VERIEEL +HRA L. ARESE
ThrbERETHZE,
RBERTEERESEBABREICBN T, AR LA EY AT LOBAREOTE
ZHW9 556, PD-L1 BB OMERT 52 EBEE LA, PD-L1 FEEREIHER
TERWIESIZIE. AR A Y AT L OFRAOET 2 EINHET L- L oiks
+3z L,

FREWER ORI AV MO T

@

®

REMERRE R DHEbN2 2L RHHDOT, FADKEIZH > Tk, BRHIE
R RPRIERE, k. RERE) ORBR UM X MREOKES. BlEL+5

ST 2k, Ee, REZSUTHEE CT, iE~v— v —S0RELEET 2

&
N— o

- ARIOREIIEED infusion reaction (I X TRBFFIC 0RO TE B

HxIT>7- LTS 2 2 &, £72.2 BB LAEOAEIF S 5FIZ infusion reaction
BBHbNDZ L bb 50T, ABBEERR KRG TRIT AL F LA
YERET RS, BEORELHSICEET S - L, 728, infusionreaction %
RELHEICIT. ETOMBERVERBERIZEIE T 5 TREL To88
THZL,

FURIERERE S, TEAMERERVEIBEERDOONEZENH DD T,
A DO 5 FREARTR R SR P I A D WEEERE (TSH., B8 T3,
TEBE T4, ACTH, M anNFY —LVEDRIE) 2 EHT52 L, ‘
AR OBEEICLY  BEORERISICERET S &£ X bh ke REBEKE
BhHobhdZtRbd, RENRDONEEAITE. BRLAFRIS L
BFMR2 50 & BRBR L R OER L L CGEE)ZERIRBEE 1TV, BEORE
IS X 2BHWER A RDILDHEITIE. AROREIZHIE, RURIBEE R
NEVRIOREEEERTDHZ L, 2B, BIBRERLVEVOREIZXVEIE
ROBERRD bNRWVEEITIE, BIBREFRNVE PO IFIE OB M
LERT DL, :

RER TR, AR OB ARBL THORERBRRTAZ B H DD,
AR OB ERTRICHEHERAORBRIZ+DICEETH I L,

1B (BUE 1 BRI 2 Ete) bbb, BRFEMES 7Y F—vx
CEDZZERHZOT, R, Bl BHEVERORERCMEBED EF 2+
DERT DI &, 1 HERRAEDNZHSITITREEHIEL, ARV U]
ROBREFEDOE2MBEITH Z L,
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® REORFEREERERECERT SEIOL. AROBRRARICENT, &S
BRAAH O 3 4 B LN, FH LI, BEBAD 1 EMIT 6 BRI L ITARMEDF
WEIT> TV Z L 2BEIC, FEREPITEHRICHROMEBEITI Z &0

® ;’iaéw%é@ﬁréﬁéﬂiﬁﬁ%«\mﬁwﬁ%ﬁ&J: LCHERT 3 BITiE ARIORR
RBRITINT, 12 BT LICHMEOFEEIT> T2 Z & 2BEIT, ZKﬁJE’é-EF'
BEHICHROREREITI Z L, 2k, WRMBREL L'CEH%‘?‘Z%B/\
AHOBRESHMIT 12 VAETLTHI L,
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BEEREETA 54 v
=R T (REETHEBRZ)

(R7EA : A7V — R RERE 20 mg, A7 V—RRHHE 100 mg, 70—
A TR EHE 240 mg)

~ BREREE ~

P2 94E3 A (7024 2 AT
BAYBE



B

XL OIT P2

AR ORE, 1ERERF P3
i R AR AR » P4
i 4 A AN E P8
BERRERDBE P10
BEZELTEEITREFE P11

VN S



1. XL®iz '
EFKBOBENE - REMEOHROT DL, BATESICESWIEIERERS KD
bd, b, EEORZENOESICL Y, MAERRLZ EOEFHREHRIERE
FEEMPERBINIPT, ZNo0EERZECHNERBEICRM T 2 L EED
R L 2o TR Y EFEMBUEE & WEOEAT #2016 (FiL 28 F 6 A 2 A HERE)
WZRBWTH, BEFERSEOFEROREHEZRAZ L ESRTN3,

FRERABFERMLT, FHERARCREM T 7 r A VAREDERL LA LNICE
RBZERHD, 0D, AHEROCREMICET A ERN+SERET 5 £ TOR.
UHERZORELHR T A REFSNI2BE CHLTERTZ L L bic, BIUE
FANER LU BICKRERXINE & D2 L RARR—BOES 2T EREE cHER
THZEREETH S, ’

LB oT, BIA T4 T, BARBESCINETRELNTWAESRERY -
BEMNRHICESE, UTOERLORE 2 FEREHET 2B LMLELREMN, £X
FROEEFEE T,

BB RAA R T A 0% BIATEIE NER G ERESROME, A8HEEANRK
BRKEREYS, —REEAEABRBERNEIES, —RAEFEAN ARSI 2R
AEHEEANBAROBEARZLZOBIOb EER LT,

MR LR DERR 3T V=N REFHE 20mg, 7P —RARHHE 100mg, F7Y
‘ — A RERHE 240mg (—B% : =RV ~T (BEFEHRZ))
HBERIPEINE : BRXIIEREE 2 F T 2EEE '
HREDORERVAR : B%, RAICIE=AL~<7 (BEFEMBZ) & LT, 1E240mg
% 2 EREERE T RBHET 5, N
B &R T ¥R DBELITLEKSH




2. FEIORKE. ERBF

F 7 — R AR 20 mg, FLETEEE 100 mg R OFESEFE 240 mg (—R4 - =
Fr<7 (BEFEBEZ). UT. THRE L1WH,) i3, MRS TERNALE 25
Ly 2% BETVA I -=AL¥—X 2747 (BMS) £) 2Lt  PD-1
(Programmed cell death-1) (2532 & hlIgGs £/ 7 u—FNVRAKTH D,

PD-1 1%, EH L L2V 38k (THIKE, BHIRRR OV F =2 5 40% 5 —THilK) RUF
BRMIICRTS 5 CD28 77 I U — (T MR OIEML 2 MBI E L AT HIET 24
F8) KRBT AZELTH D, PD-1 IFHFETHIICHEIT 2 PD-1 Y7 F (PD-L1
ROPD-L2) &S L. Vo ERICHEIES T A BEREL TY 3R E KB E
BTG L TS, PD-1 U F Y RIZHBRFAIRLSMNC e b Ofkx 2 IEFHERICHEER
LTy, BEMBRAESEEDY LYK L BEARICEIT S PD-L1 ORRLROERF
R & ORICAOHEBERNH D Z L PG XT3 (Cancer 2010; 116: 1757-66)
$ 7 EMEEESRE CIIEMEE T MIAEET 3 ¥ —7 =u i < (FN-y)
iz k> T PD-L1 OXRBENHFE SN, &% LIZEBEHERICRIT 5 PD-L1 ORE LHERD
AR L ORICEQOHBERRH S L OWELH B (Sci Transl Med 2012; 28: 127-37),
X5z, PD-L1 ZM@EIFRE SR AMEE, FURKRMN CDS Bk T Ml oMinls s
EME LIRS S 528, B PD-L1 HifkT PD-1 & PD-L1 & OfE&ZET 5 & E DM
EEFEEREET S ZENRINTVS, D Z L5 PD-1/PD-1 U FY FREREIL, 25
AARRANHUE R T MKH» D ORBELZERT 2HFO—2 L LTELLNTY
5o : '

AF| L, IRRER DORE R D 5 PD-1 OHIRSMER (PD-1 U 7V FREEFIR) ITRHA L.
PD-1 & PD-1 Y H v FEDREAZBETHZ LITL Y, BDATREFFRNZ T Mlg0E
ML R O AMIRIC R A ARE EEH 2 98T 2 2 & TR 2RFIESEHR 2/~ T
IEBHEREINTVD, ‘

B DMRM S AFITEMEBICAN T A RIBRECRVEL bO L/ I,
AR A 2 xR b L BRRRBR & M L, A, REMER URAF LR S iz,

AR OVERABFICES BEDRERC L 2BIERENR S bbh, EEXIIETIZ
EAAREMN D B, AEIOREPRVRERICIT. BEOBEL 2TV, RENFR
b HIRAITIE, R L BERICIE U MR 00 & R BR & DR & B L Tl
YR ERBE 2TV, BEORERIGIC L ZEWERAREON 2 HEITIT, BIBKE RV
ELROBELEDBYRNBEETTOSLERD B,



3. BRERRE
BRXIIERERZ A T 5 EEE OARBRIC Tl 21T - 722 %EE%%&@EJ‘Z%% %
Y,

[F%hix]
ERE RIS MAERER (ONO-4538-11/CA2091413888)

77 FFRE e S LALFRIETR TR b6 A NITRBEIT IIBERBZRBO b
72 ARIE B W) O BETERIEOBE & 72 b 2 WITE/ IV O BESEER R L B 2 #3614 (B
AANBE2ID 2 ETe, AFBE2406], BREEI216]) ZRIZ, BRIEYEMSTEIR L
B (AP PR — b, FEIFEAXITEY FUvT) 2R E LTRSS mgke®
2BREER CRIFFHE L L ZOFMERVREEEZHRN L, TEFHMAERE cTh e
AFHE LT, ToS) &), ) (PRfE [95%IEEXHE] ) o PMErERIE. &
FIBET7.49 [5.49~9.10] H A, XEREET5.06 [4.04~6.05] B A TH Y, AHNITRHRIA Y
ERNANRIR L IR IS LB ENICRBERER 27 L (0N — FER0.70 [97.73%(8
FEXRE : 0.51~0.96] . p=0.0101 [f@%log-rankiEE] ) .

*1 : ARG B BOSUTIRGR OIS HEHGRIE L ST,
) it & ShRREALL, AkE, o - FUEEER OWEEE,

1.0 i

0. - KF|E
' -&- XTEREE
0.8
0.71
£ 061
F
£ 05
0.4
0.3
0.2]
0.1- | e
O'O_n T T T v T T T T T T T T T v T T T T
0 3 6 9 12 15 18
at risk# £EHMM (A)
AHFE 240 167 109 52 24 7
HEE 121 87 42 17 5 1

K1 OS ® Kaplan-Meier Hi# (ONO-4538-11/CA209141 3RBY)



(PD-L1REILIRILB] D F 2R V2 &tt) ,

EpRi RS MAARER (ONO-4538-11/CA20914158%) ([CHAAN BNTZBED I b,
JEEARIZ 5V CPD-L1 2RI L 2SI S 554 (BIF. TPD-LIRBRE] L
5,) KT EENBLN-—BOBREDT —F IZE-3%, PD-LIBEREEFICRRIIC
RN T o T AR OEEEORERIIUTOLRBY ThoT, '
HEMEC B L. PD-LIREEN 1%KBOBH A B L ZEREORR Ch o (F
&),

728, PDLIORBARIC L ST, AFOREET a7 7 A VIZRAKRTH -7,

100 . 100
[ —Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
ol N Investigator Choice a0 B e Investigator Choice
| N :
g g
4o ‘ 4 -
B 50 % 60 -
3 3
=
40
& " g 40
20 ! 20
0 b o . ) RALLL PP seresernes TP ) - o L i i , .
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36
2EAXMR) . REFMMA)
at risk . atrisk
Nivolumab 3 magkg 96 74 55 42 30 25 22 19 16 11 8 5 1 0 Nivolumab 3 mg/kg 76 54 39 32 29 20 19 17 15 11 5 4 3
Investigator Choice 63 45 24 14 10 6 4 3 2 2 0 0 0 o Investigator Choice 40 30 139 14 10 7 5 4 4 1 0 [ )
& Nivolumsb 3mg/kg (events:81/96), median and 95% CL 8.1 (6.7,9.5) & Nivolumab 3mg/kg (events:67/76), median and 95% CL 6.5 (4.4,11.7)
"""" Qweese frvestigator's Choice (events:60/63), median and 95% CI: 4.7 (3.8,6.2) w0 Investigator's Choice (events:39/40), median and 95% CL 5.5 (3.7,8.5)
Nivo vs INV Choice - hazard ratio (95% CD): 0.55 (0.39,0.78) Nivo vs INV Choice - hazard ratio (95% CI): 0.73 (0.49,1.09)
—
ONO-4538-11/CA209141 3B OPD-L1RH R COOSOHRERE2ET 4 1 —T v 772 D
Kaplan-Meiergh#it

(£R : PD-L1Z1%0BERE. AE : PD-L1<1%DBERH)



[Z4tE]

EEEEFEFE MR (ONO-4538-11/CA2091415RER)
BEBRIIAFIF229/23661 (97.0%) RUXIREE109/111461] (98.2%) IZFBH B, 1A

BRIE L R RBMENTE TERVE EERITAKIBE139/23661 (58.9%) . KFREES6/111

Bl (77.5%) IKRD BN, BREENSBULOBIERIZITEDLBY ThoTr,

#1 REEN5%L EOBWER (ON0-4538-11/CA209141388)  (ZeSitfEiiRe)

BE (%)

=R ya

ke \ A X
(MedDRA/Jver.18.1) 236 1) 111 41

4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

2BIER 139 (589) 31 (131) 1 ( 04) 8 (775 39 (351) 1 ( 09
- MERBIOV SRR B N TR T

£ 12 (51) 3 (13) 0 18 (162) 5 ( 45) 0

5F HERiB A E 0 - 0 0 9 (81 8 (72 0

T 16 ( 68 0 0 15 (135 2 ( 1.8 0

i 20 ( 85) 0 23 (207) 1 ( 09) 0 ‘

WEADS 5 (2D) 1 ( 04 0 10 ( 900 3 (27 0

VR 8 (34 0 8 (712 0 0
—R-2HWELIORERLORE S

S IIE 10 (42 1 ( 04 0 16 (144 2 ( 1.8 0

el 33 (140) 5 ( 21) 0 19 (17.1) . 3 (27 0

FERED JAE 3 (13 0 0 14 (126) 2 ( 18 0
BEARERE 0

RERA 4 (17 0 0 6 ( 54 0 0
RMBLOREREE R ' ‘ Th o '

BARBLR 17 (72 0 0 8 (72 0 0
AEREE o A R ;

Kt — e —m /S F— 1 (04 0 0 7 ( 63) 0 0
EEBIUR THEgRE - o -

PBiEE 0 0 0 14 (126) 3 ( 27) O

RERR 7 ( 300 0 0 10 ( 900 0 0

FHEERE 17 (72 0 0 0 0 0

b 18 ( 76) 0 0 5 (45 1 ( 09 0

2B, MEMMERS 76 (3.0%) . BEHMARE/ I 4 F—5 f (2.1%) . FFigsE
BEESF (2.1%) . FRIBHEREREE 176 (72%) . WREE 76 (3.0%) . Bk
F16 (04%) . BIBEEF 16 (04%) . TEEREEREE 24 (08%) . HIRDLEER
5E 1 %1 (0.4%) KN infusionreaction3 ] (1.3%) BRO BNz, X7z, BEHENE.
DR, Bk, K& - BEEOTH, 1| BFERR., St/ MrisidtEsm. iFk.
g - BENRZE, BEORBREE, SEIBERRVEEORBERIIRD bhiholk,
AREARBRNIBEFS: BERREEREZED) 280ENMBRERT,



[ - AE]
EHOBEFEYEEBETAEZFALEY I 2b—va kv, &3 mgkg (F
H) XUk 240 mg % 2 BRIMME CRE LI BROARA O M FIRERRE S h i, Z DR
B ARK| 240 mg FRE LEBEORBEREIT, AA 3 mgkg 2R E LIZROBRER L LR
LCEEEZTRTETFRHAEALEOD, BARAABFCBOCEHAEIERENTVDH
% R (10mgkg % 2 ARIKRCRE) TARIZBE LEBROREERE X LE L TRE
PRTETFHINE (TR, M2 T EAEOBBICEIT 57 —ZICE3& ., &AH) 3mgkg
(1K) ik 240 mg % 2 BREABR THRE LZBOAFIOBREERE & AR EE L
OB RS RELUGT T VB RIS 1, WEHZBREIZ DV TREI A T b R,
EROME - AROM THSMER VL EEICARRERITRV LTRSS,
#£2 FROKWBE T A—F

Hq -(f . Fﬁ E Crmax Cmind14 Cavgd14 Cmax,ss Cmin,ss Cavg,ss
(pg/mL) (ug/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL)
s ke O2W 51.6 16.6 243 113 62.1 776
mg/kg Q (35.2,70.8) | (107,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 341 159 87.8 109
240mg Q2W | (519 103) | (152,34.6) | (25.1,47.8) | (102,254) | (415,158) | (62.1,187)
191 613 90.8 398 217 278
10mgkg Q2W | (147 919) | (512,79.2) | (79.0,114) | (331,532) | (184,313) | (237,386)

HRE (5%, 95%5) . Q2W : LERIEIFE. Cmax : FMIEHRE#OBEBHMBEPRE. Cunas : HIEHREHE 14
A B i) 3 BEME PEE, Cops: JERE%148 B ETOFEHMBEFRE. Cmas : EFHIREBIZE
B BREMIETEE, Cuns : EEREBIZIT 2 RHIEMIEPRE., Cops 1 EFRIBIZI T 2 FHMIFEF

BEE



4. H&Lowf
AL LTHARERZE (SF5RE) MBRELATVA T b, YRELE
¥MT%5ﬁ&T%5M%ﬁ%50%@LT\$ﬁ®&5mﬁ@&%%%ﬁ%°ﬁ
ib\Kﬁ@&%ﬂiDE%&@W%%%ﬁbt%Kﬁm?él&ﬁﬁiﬁtb\HT
DO~Q@DFT R TEWLTHRICENTEATEEThH D,

@ WRIZOWVT

@1 TRED (1) ~ (5) OVTNNICKYT IR THD Z &,

(1) EEFZBREREET 2 03ALREEILAFRIRS EOEFRSADFEEIL SR,

- HURB AR ﬁ@%%ﬁrh HE S AR HRIRBE A2 &) (FFTE T A 1 BERR @ 436
MazR) ’

(2) FEEMERERPE (ERL314E4 A 1 BRES : 86 HEsR)

(3) HERFEMEBEIEET D RADREERE (BAZ ﬁ@%hﬁrh\@h SR
Wb, BADREERERRR )

(4) ARAEFRIEEZRE L, SR BEEME 1 IS SRILREEINE 2 Ot B %
RDEHET> TSR (FR 30447 A 1 AR @ 2516 HERR)

(5) PUEMIBEANS S ENE O RREEICES B EITo> TV AR (FR 30 £ 7
A 1 BEFR ;1297 HEER)

-2 FRERERE DL FERE R OBIER BB DX I+ 7255 & BBR 2B -OER X
HHEAER (FEOWTNNICHKEYTIEMUIERIER) 25, YRR oAFICE
TRBEOEMLEEL LTREEBESNLTWAZ L,

=

. E%ﬁ#ﬁ &2@@@@&%%%TLK%L5@%L@#h%ﬁ®%%ﬁ%%
fToTnaZ e, 5b, 24U EE, BARYRELZ XL LIRRBREEOWES
fToTWVBZ L,

o EENRIFREE 2 EFOBHERZET LizKIC 4 Eutﬁﬁﬁﬂlﬂ%ﬂﬁﬂiﬁwﬁ'ﬂi
THEZIT->TEY., 55, 2FULIE, BAFEWREZSUEETHEEEEZRO
RRPHEZIToTWVBHZ &,

©  EMRIIIHEREMRTFISROMMFTHELET Lickic, 5 FELU LD DR
DERFHEZIToTEBY ., b, 2L HIT. BAEMRES ST OEARORA
BROBRTHEEITToTWVWB T L,
B, KR K 2BRICBOCEIRERS0EGNER2ET 5720, BHEDOBK
WY 7= 2 RHEMIZ EORO VTR TSR 27T E GERTE O LFR
ERCBIWERRBERF OIS I+ 72k & BB EFOERM) & OREREED D &
ICRRTDI L,




@ BAOERRERERDOHHICONT

EE R SRR REE T 5 EEESRE SN, MEAEN L ORREN, FME - X
LA O R OER X RHE TS X B IR, AEFRSREL
FEADREES. SRESHATON D KHNES>TNBZ L,

@ BIfERI~DHIIZONT
@-1 HMERR IR 5 B

RIEHR RSO BB RBIEMNTAE LI, 24 BAZREGOT, HRERX
ISEERRRIC BV T B LCEWERICE U T ABRBBRR U CT SOBHER OERI 4
ERREORERNY B PICB L, EbICISRERERPAES TSI &,

®-2 ERREEIC X 3FEESNGICET 5 EY

RABECED EMNRMBE OB AT I EREEEREERT=F V7
REDEERORS ) —= T EFOEBE L FERE G CTE 3 F— AERBHIE
BEanTWB L, 2B, BEEFIcoVWT, BABE L ZOFRICTSITAMENT
W3z e,

@-3 BIfEH ORRETRHISICBE LT ,

BIVER (RIEMRREBICM L., EEFENE, DR, ik, BAHRARE, KIBK.
NBZ. BEOTH. 1 BBERKA, A2, MRS, Fk, sMEREER, FRR
HererEE. TEAKERE, PREE, BEE (BFL - RETHEMBERZED).
BIEREE. M. BEEOKRBRE, HIRMARERIE. infusionreaction, EE 2 MKIEE.
MERERIERRE, k. L, BEORERIE. MR REENE, MRS (LEMS - &%
IR - DEMEAGES) . EEHD, EILE) ox LT, YRR SULEBRERME O
HEMM AT B ER L EE L BIEROZE-OoNCE L TRERUVXEZZIT NS
ZEEIChHBH L), HHICHENRLBERTE 2EFINESTVDII L,



5. BEXBLRHBE
(BB 5 HIA]
) 77?f%ﬁ%ahm%ﬁ&ﬁ®&5%%Lkwfﬁﬁ@ﬁ@E#Ténfwé
@ TRIZZYETIBEFITHT 2ERROERE R OMERFIEIZOWTIE, REIOF RN
BXINTELT, KFOBEXG LRGN,
o FIFTRANEETALFERIBIC L BIRERBEORNBE
o IRERFRBIRIE
o fhOTUEMEEAL AL TREShZBE
@ AFIEERLERFBIEREBRICIVT, £FER) kmfﬁ%# Wzt L CESIMERR
RESN TS, PD-L1 BERIZL Y AIMEDBEIABRRD Z L WRRENDFER
BELNTWNWDSZ &0, PD-L1 BEFFLER L= ETERF OB S FEOHK %
THIENEELY, PDL1 BHER 1% KM TH B Z ERHERSNZBEIZB
Tix, AR OIERERIRE L ERE T 5,
* AKHK| DB Hffr%é: LT, BR54 : PD-L1 IHC 28-8 pharmDx Iz 7)=7¥< I ERTVES,

(Z2tHicBd 2%E]
) T@_&%?5%%_omfixﬁwﬁﬁﬂmuaéhfwé Enb, BEETT
birnz &,
o ABOBST LBBECKEEROH B BE
@ BEFIOFHBIZIE VT TFRICEE T 2 REFIZ OV T, ARoREITHRE RN
A, MOIEFRRELRVWESICRY , EEICARZERTIZ L E2EETE S,
o HEMFRBOEHXIIKFEDOHHBE ,
o WEHEGRE CHER LR D 5 BE &K OVEEME D U BRATIE I S0 R i ik
FEDIZRIEMER R OND BE
s HOREREBROEH., XITBEN2E L IXERED B CAERABDOBEERED
HHBE
« BSBHEE (GLBEMRBEEZET) 0boBE
s REOBEIIEEERETIERE
»  ECOG Performance Status 3-4 =0 D B3

&D  ECOG ¢ Performance Status (PS)

Score | B

0 | £<HBEREHTES, BRTL AL AFEEREIHIRELITXS,

REENCE LWEBNIHIR S h D28, SITARET, BIFEE - COEEINTI LR TE S,
Bl BORE, THEX

BONENOEDOEYDOI L LMTERY, BHRD 50%UEEZ Ry FRF TR,

BlW (N -

E2LBTRV, BHRPHDOED DI LITLL TERY, FL2Ey FORFTBIT, ,

10

ATHRETELDHEDED O Z LT R THELMEEIZTE R, BF O 50%EL EiZ<y FATHR T,




6. BEIZELTERTREEH

@

@

WA ST X BEERFEE MR T 2 BRHEICE S E AR ORI R OB IERE
RO DIHERIERETDICEBE L THLERTIZ &,
ﬁﬁ%%u%iﬁ\%%Ri%@%ﬁﬂﬁ@ﬁ&@ﬁ@ﬁ%+%ﬁ%biﬁﬁ%@
ThbEETHZ L,

PD-L1 BB LR L L CAFORERI 2T 5 Z kﬁ%ibwﬂlmil

FELR RS T%&w%A-j:$ﬁ@&ﬁ@ﬁ€%ﬁauwﬁbttf&5#5

Zi,

ERBEUERDORYA Y MZOVT

o REMHEERNDLLNAZERHEDT, AROREITHo T, BKRE
W (PRIR REE, WMk, FEVE) OMERRRUMER X MREOERSE., BlEe+n
S Tk, R, MBS UTHE CT, mﬁv—w—%wmﬁ%imfé
Nl

o  AROEEIIEED infusion reaction {2z TEA Hﬂ—}b_—i—/\fgﬁﬁ;@f% %Y
HZ2IT-oT- L CRETHZ &, F72.2[EH DL 0D A #¢ 5-F51Z infusion reaction
BHbbn3ZebhsdDT, FEREFROARRREKRTRIT AL VYA
I/’E?E'Jﬁ:’?“é%\ BEORESY+SICBET S &, 723, infusionreaction &
BB LS. 2 TORERVERNZ2ICEET 5 £ TREL +BIE
TBHL,

o ERIBMSEEREE, TEAEEEZERVCRIBEER D OLNLIIENHDHDT,
AF) D 5 BARAHT K O 5 818 TP I3 E RIS N WS REAREE (TSH., R T3,
Wl T4, ACTH, ML aVFY —VEORIE) #EETHZ L,

. xﬁwﬁﬁwib\ﬁﬁ@ﬁﬁﬁmcthék%zanéﬁﬁ&ﬁ%¢r%
BhobhdZ bbb, £ MR HNTBAIIE. RRLEAERITE LR
PRy 22 ik & RBR A O BT L EME L CEEIREN BT 21TV BE OB
Rz L 2EWERREDIAEEITIE. AFIORE THIE, RUBIERESR
NEVRIOBRESERTHZ L, 2B, BBREFNVEORETLVEIE .
R OBENRRD BRVEEITI, %%&ETW%/u%@ﬁrmﬁﬁwLm
LEET D,

o BERTIER.FOEENOEIARBLTHORIERNRERTHZLRHDHD
AR DR GEHRTHIZHEHERAORRIHDITEET 5,

. 1@%%%(%El@%ﬁ%%ﬁb)ﬁ%%bn;%ﬁﬁﬁﬁb7vP—vx
WELZERHBOT, BB, B, m&%wrww%ﬁ¢m$ﬁwhﬁ:+
SEETBIL, 1 BERERGRDON-BECEIRELFLEL, 1V R) B
OB ELEDOE 2B EZITO Z &,

AR OEBRARICIBNT, BEEMB»S BB, FRUKIE, BERE»D 14

R 6 R Z L ICESMEDOTMEEIT-> T\ Z L 2BEIT, ARG FITEHR

CNROHREITY Z L,

11



REFERHEET A FFA v
=R <T (RETFEEL)

(BR7B4 : 7V —RRBERE 20 mg, 7 V—FRRHHE 100 mg, F7V—
AN R RRE 240 mg)

|~ AR~

Yrk2 94 (242 A%ED)
JBAE BB
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1. IXZL®IT

2. AFORE. 1ERKER

3. BRERAKAR

4. HEFRIZDOWT

5. RERBLRDHBE

6. BMEIZEL TEETREXEH

P2
P3
P4
P12
P14
P16 .



1. IZU®IT
ERGOHEME - REMORBBROLDITIE, FATESICESOBERERRRD
b5, &5, EEDRERMOESIC LY | MEERRR L OBHARFRIEMIL
FEERBIABENDITT, INODEERRZEICHERBEICRMET S 2 L RO
BB L 720 TH Y REMBOEY & MEOEASE 2016 (FHL 28 4F 6 A 2 AMBRE)
ZEWNTYH, EFMNEEMEOHERAOREIHEEZRSZ L L Eh T3,

FHEARFERM, REBERACREM T 0 7 7 A VRBREFOERR L B O MR
RBZERDHD, ZOH, AIMEROEREMICET A ERE+LOEE TS TOR,
UBEERORELRZIT AL BHF SN IBECHLTERTS L L HIT, BIfE
FARRR LB BERSISE L 52 L RARAR—EDEM & T ERMEE CER
THELLNEETHD,

LizdioT, AL FTA 2 Tld, BRBECZNE TIEB LTV B EFERH -
REBRMIZESE | UTOEERRORERER 2 HET BN OVERER, 2
FRUOBEEEETT, “

B, KHA KT A 03, MIITBIEAE RS EREIERAME, AXHAEARK
BRPRIER S, — it B ABRARELS R C—REFEA A AMRBRZEO%
H10b LERR LTE,

SR ERDERS ATV REFE 20mg, 7Y — R REHE 100mg, 37V
’ — R REFE 240 mg (—RL : =RV~ T (BiETHEMRZ))

HELRAPEXIPR « RIGEBRARE SIS O BHATE ‘

HEERDRERVAE  @%, BRACIE=F"r~<7 BEFHEMKEZ) L LT, 1H240mg
% 2 W T REERET 5,
{EFRIERIBRDOIRIBYIBRARE X IZEBME O B IC X LT
AV beT (BeTHERZ) LHRATHEE. BE, A
=R~ 7 (BsFHE#EZ) & LT, 1[E 240 mg % 3 HEFER
fBC4EREHET S, T0%, =RV <7 (RiFHEz) &

| LT, 118240 mg % 2 BEERRCREHET 2.

B3R e ¥ E . NEFREIERLSHE

(&%)

BMIRERIZ BT Y — R A RIEEER S0mg (—RA A BV AvT (RicTHERZ))

DFREIIIFIR. BERVCHE

2 RE X X 20 R ARBTIBRTRREXITEBE O B E

AERCRAE: =AY (BEFEHREZ) LoRICBNT, @8%. RAZEA

‘ BY AT (BETFEERZ) L LTI1E1 mgkg (KE) % 38R

IR T 4 EREFFET 2,




2. AFIOEK. BB , ,

F 7 — R AR 20 mg, FAREEHIE 100 mg R ORAEFE 240 mg (—RA 1 =
R~ (BEFERZ). BT, (A# LvWi,) X, MNEERTERRSEE A S
Ly 2 Rk BTV AV =AY —X 2747 (BMS) #) 2BEF L7t b PD-1

(Programmed cell death-1) {259 % & M IgG4 €/ 7 @ —FNHETH D, ‘

PD-11%. AL L7 ) V38R (T HERS, BRBR O F 2 7% 5 —T M) ROF
BEAINIC RIS 5 CD28 7 7 X Y — (T MIROELZHMBIRICIE L RICHIET 55
TR BT DRAKTH S, PD-1 HURRTFMIBICHET 5 PD-1 Y #~ F (PD-L1
BONPDL2) LHEA L. Vo ERICmEitEs 7 A2 EELTY v BRoEEEREL
BT L TVWA, PD-1 U F Y FIZREBEFARLUIMNC e - Ofkx RIEFEHEBICHESR
LTRY, BUHEAESRE» LR LZEEEBRICRIT S PD-L1 ORBRLIFROLERF
B & ORICADHBEBEGENH 5 Z L BARESh TS (Cancer 2010; 116: 1757-66)
- ENEAEERE CITEBRE T HRNSELTEA V¥ —T zu < (IFN-y)
12k 5T PD-L1 ORBAFE SN, B8 LEBHREICR T3 PD-L1 OB LHFED
AT L ORICIEDHBEERRH 5 L OHELH D (Sci Transl Med 2012; 28: 127-37),

& 512, PD-L1 2WHIRE SN AN, FURSERN CD8 Bt T Ml oMins s
EMZHIBSE B, Hi PD-L1 KT PD-1 & PD-L1 ¢ DS EZAET 5 & DA
EEEMEAEET S - L RTRIRTWS, ED I &5 PD-I/PD-1 U F v FEREIE, 23
AR AERE RS T MK, > ORBE R ERET ABFO—2L LTEXLAT
%, ~ .
AFNiT. KBRBROFERD 5 PD-1 OISR (PD-1 U 7 FREAER) ITEE L.
PD-1 & PD-1 Y H v REDEAEEETHZ LicL Y, BAHRGERIZR T MRORE
BeALR O AR St 5 M BT 2 30 5 = & TR RBE IR =T
TUBERENTVD, '

IRLOMREND, AFNIEBEREICAT A HRIRREIC RV ES b0 L EfF SN,
R AR R E 2 AR & LR L B LA, BeM R OBAMESER S,

AEOERABFICES BEDORERISIC L 2BWEAER S 6 b, BEEXIISETIC
EARREENH D, FFOREFRORERITIT, BEOBELTHTTV., RENR
H BN BAITIE, FR L BFRICE U= E MR R 505 & B2 FroEN & B L CE
IR ERBIT 21TV, BEDRERGIC L ZBIFABS DN D HE T, BIBRESRV
TR OBEGEDOHERLBEITIMBBERD D,



3. FREREUE ,
TRIBUIBR N RE S B R AL O B MR8 D A GBI I 5T Af 21T o 7o ERERIR AR O BRAR %
7.'_:\‘#0 .

[FztE] ,

OEFRL R MR (ONO-4538-03/CA209025 FER)
MEFEEEERAZETINBHERS (TXvF=7 A=F=F | VT 7227,
RINR=TE) BEUCFERIEREZ A 2 EITH X 3EBME O3B AR A B e B
821 5l (BARNBE 63 fleate, AAIBE410 G, =_u ) AXBE4116) 2RI, =
NRu ) ARERBE LTAH 3 mgkg % 2 BRBBCTAERELZ L 2 0AMERUE
LR Lz, TEHBEEB THL24LEFHM LT, fos) Lvwi, ) (PRfE [95%
EERRE] ) 1k, AFBET 25.00 [21.75~NE] A, =<1 Y AXEET 19.55 [17.64~
23.06] ZATH Y, AANT=Nu Y AR LESHFERNICAEBRREREZR LY (O0NF—
K. 0.73 [98.52%fE 48X : 0.57~0.93] | p=0.0018 [JBR log-rank #7E] . 201546 A

18RATF—FHy vE7) ,

1.0 - —

0.9 ] .l'.\‘@. A $§:ﬂg¥
N O IO LXE

0.8 "o,

0.7, B

5 0.6

1E 0.5
$0.4—
0.3
0.2
0.1
04 .
0 3 6 g 12 15 18 219 24 27 30 33
. at riskE H1FHE (B)

AF|EE 410 389 359 337 305 275 213 139 73 29 3 0
INO)LREE 411 366 324 287 265 241 187 115 61 20 2 O

K1 OS DHEAZHTRD Kaplan-Meier Eiit (ONO-4538-03/CA209025 BRER)




72 BARNESSER 63 4] (AKIBE 37 4], =1 U AR 26 f) @ 0S (FRAE [95%
EHERERE] ) 1k, AT 2737 [23.62~NE] FH, =) AR TNE [NE~NE]

HATHoT (ONYF— FH 150 [95%EMXMH : 049~4.54] ) .
* TR (LT, R0

1.0 =
. =)

0.9
0.81. ‘ : veen G- GHID ©
0.7 1
s 0.6 - —A— KR
77 0.5- e INOYLARE

Q

0.4 -
0.3
0.2
0.1
0.0 T

0 3 6 9 12 15 18 21 24 27 30
at risk24 H7z4AM0E (B)

AR 37 37 36 35 35 34 24 16 8 4 0
INOYLXEE 26 26 24 24 24 24 20 15 9 3 0

®2 BAAEMIZRITS 08 OFEAEITRED Kaplan-Meier i
 (ONO-4538-03/CA209025 BRER)




QHEERLFIZFIMAFER (ONO-4538-16/CA209214 FRBR)
{EFRIERIGR OEFTH XIS O ¥ MR IR B4 1,096 ] (BAANERE
2 Bleagl, 1YY AT (BETHEERZ) HHH CIT. TRE+A Y A=T] 20 .
9.) ZRESSOB), RA=F =T EESM6H) EXRBIT, A=F=TERE LTAH+ A E
U b= 7 DRPERORZEME BT LTz, TEFHMEE B T3 % International Metastatic RCC
Database Consortium (ELF, [IMDCJ &5, ) VU Y 45348 O Intermediate 2 UX Poor V
2 DEE (KH+A Y AvwTREA25 6], A=F=T7F 422 ) 12BIT5 0S (FR{E
[95%EREX] ) 13, AF+A Y A< THET NE [28.16~NE] H B, RA=F=78
T 2595 [22.08~NE] ZATHY . FF+A Y A~ TBIIR=F =7 LEEEHE
HICHEBRERZR L (NP — FE0.63 [99.8%588 KR : 0.44~0.89] | p<0.0001 [JB
B logrank BR7E] . 2017ESHTRT—F v b F7) ,
*1 : EHBER XY 5 2R BREOBERER L WEBE, IEL, L)Tw%é.\&i%%wéﬁ@:a B2V,
SEEUIRTRR R BEAIRE R LT 1 BEOWIIUINS MBI (272 L, m& PR ERMEE 7
(BIF. TVEGF) &5, ) Xid VEGF RFKEEBIL LRKAZRL] BETSh, »off
B EMENERIE OB S 0 6 1 AU ERIBBIZER LI-ES
*2: A 3mgkg (RE) LA ') AvT 1 mghkeg (KE) 2[RRI 3 BRMET 4 EARRE L%,
A 3 mg/kg (BFE) % 2 BRI CREFHELE. ARSI T, AH2ROICBRE
L. A Y LT EARROREKT 5 30 PLLEORBEZ B THRELBEIE L.
*3 uT®®~©®u\fm:ﬁ% L72VME-EIZIE Favorable U 27, 1 Xix 2 HA 2= 48E&0IT
Intermediate Y 27, 3 THH L L&/ T8EA1ZiE Poor )V 22 & Sz,
OB & W SN TH B ARRO EIEABUTIT £ T 1 K5, ©Karnofsky — IR HE 80%AT.
O~ES u UV ENEEETRRAR, @HERDOI AT T AMES 10 mgd 2825, OfF FEk %S
HEFEEREE2D, O/MRENELEE LRLEB2 5

1.0
0.9 >
0.8 R N
3 y Tt h
; o. e
0.6 i P .
§ 0.5 o o
k1
0.4
0.3 ‘
2 e L AT g
Q.2 —maw s AT/ B
o L?Z':‘if_-“.‘l ity
0.0
Y r y r v T ' r y v v
o 3 (] . 9 12 13 108 ra} 24 27 30 33

Overall Survwal (Months)

FRAFALYLTF 425 399 372 348 332 318 300 241 19 44 2 o

R=F=TB 422 3387 352 315 288 253 225 179 89 34 3 (]

X3 OS DOHEREITRFD Kaplan-Meier Bi#f (ONO-4538-16/CA209214 35
SEATRHEEM : Intermediate 2 U8 Poor U R 7 B
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k. ERRILRISIAESER (ONO-4538-16/CA209214 FER) 12T, IMDC Y X2
43¥EMS Favorable VY 2 7 O BF X T EIMIE B OMFTIRER L Shigrol, SR
B2 IZ 4 AN S 7z Favorable Y 27 DBREZF DT —F I2ES& | BRI 21T 70
GE KK+ A P) A TR TA=F =R CTREFRERENELATVS (T
E).

L]
[}
L]
— ]
® :
z 07 !
3 1
v '
=§ 0.6 :
4
o 05
ki :
204 '
2 :
203 :
& :
. [}
0.2 e AR AE Y TR :
_____ s RS TG []
0.1 ORUA : F1EIY '
)
0.0 :
| H 1 T 1] ¥ ¥ 1§ ¥ 1 ¥
0 3 6 9 12 15 18 21 24 27 30 33
Overall Survival {(Months)
#H+ VLT 7B26 124 120 116 111 108 104 98 78 27 2 0

A=FSTBR 124 119 119 117 114 110 109 104 84 32 3 0

4 OSOHREAZITED Kaplan-Meier fifz (ONO-4538-16/CA209214 Eov )
SRATRHBEER ; Favorable ¥ X 7 B#



[Z2t]
OEE&ERFIMERAE (ONO-4538-03/CA209025545%)

BEESIIARFIRE 397/406 B (97.8%) . =1 ) LZEE 386/397 Bl (97.2%) 258
biv, BRI L DRRBERVBEE TERWVWEEFTRITARAIEE 319/406 #) (78.6%) . T~
7 Y b RBF 349/397 4] (87.9%) (TR bivic, W OB TREEN 5% EORIE
BITTROLBY Thote, -

£1 WFhIOB TR 5% EOBER (ON0O-4538-03/CA209025 BB

- - B (%)
%%a?yuzi_ﬁﬁ T TRV IAE
%lﬁ:;DRA/J ver.18.0) 406 ) k 397 ¢
o £ Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
2EIER 319(78.6) 76 (18.7) 0 349 (87.9) 145 (36.5) 2(0.5)
MERECY VoREE A e L e

_24(59) _ 0
24(5.9) 0 21(5.3) 0 0
50 (12.3) 5(12) 0 84(212) 5(1.3) 0
57 (14.0) 1(0.2) 0 66 (16.6) 3(0.8) 0
8(2.0) 0 0 117 (29.5) 17(4.3) 0
G “ o 24(59) 0 0 36 (9.1) 1(0.3) 0
R REREBLUREEORE o S R T
EIE 18 (4.4) 1(0.2) 0 33(8.3) 7(1.8) 0
S ' 134 (33.0) 10(2.5) 0 134 (33.8) 11(2.8) 0
FEE D HAE 11 2.7) 0 0 75 (18.9) 12 (3.0) 0
RiptkzmE 17 (4.2) 0 0 56 (14.1) 2(0.5) 0
= - ‘ 34 (8.4) 0 0 37(9.3) 2(0.5) 0
HERBRE s S e IS PO
M= L RT w— L8 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0
w7 V7 F= M 27(6.7) 1(0.2) 0 '33(8.3) 0 0
 wEES L e 102) 0 29(7.3) 1(03) .0
REBLUFREE N SRR L T N T
o LRAF o— Vi 2(0.5) 0 0 29(7.3) 0 0
ik 9(22) 5(1.2) 0 46 (11.6) 15(3.8): 0
BV ZVEY FlE 5(1.2) 0. 0 64 (16.1) 20(5.0) 0
BBRBIE o 43(1L8)  2(05) 0 82(20.7) 4(1.0) 0
BRERBIORaAREE - G I U I g
BAE 27(6.7) 1(0.2) 0 14 (3.5) 0 0
L0 T A 23(5.7) 0 0 5(1.3) 0 0
mRREE : T PR E - N SR PR G 4
RERE : 11 Q2.7 0 0 51(12.8) 0 0
BHE ‘ 24(59) 0 0 19 (4.8) 1(03) 0
FERRE. S L OMEREE B RN ‘ P SR R
ok 36.(8.9) 0 0 77(19.4) 00 0
1% PR 8 30 (7.4) 3(0.7) 0 51(12.8) 2(0.5) 0
BHm 3(0.7) 0 0 41(10.3) 0 0
Mt o ; 16 (3.9) 6(L5) 0 58(146) - 11(2.8) 0
BRSSOV TR ‘ e S : S
SRR 12 (3.0) 0 0 20 (5.0) 0 0
il 1 26 (6.4) 0 0 33(8.3) 0 0
FE - RERFAOEREMEER 4(1.0) 0 0 22(5.5) 0 0
Z 5 EERE - 57(14.0) 0 0 39(9.8) 0 0
BB 41(10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0

2. FIEMEMRE 1961 (4.7%) . BR 161 (02%) | BRI/ I 4/3F—56



Bl (13.8%) . KB - EEOTH 10461 2.5%) . 1 BHERRA 141 (0.2%) . FFHERERE
Eix46 Bl (11.3%) IR 1B (02%) . FRIRIREERERSZE 34 B (8.4%) . FHEERIETE 55
Bl (13.5%) . BHREREE (RETHENEBERE) 28 6l (6.9%) . BIBKEREE 6 6l
(1.5%) . infusion reaction 21 B (5.2%) . EEDKERESE 4 #] (1.0%) . TEAMEE
ez 2 B (0.5%) . BEZ 16 (02%) RUSE HER 1 6] (02%) AL, =
7. EEGESE. OHK. GEMD/ MR EEER, Bk - R R UBIRDEE
BIEEIZERD b b o, REWEARBRRRZIEESES (BRREEATEED) 25
DEFHRRE T

QEEEFEMIARR (ONO-4538-16/CA209214FRER)

HEELITAF] A Y A~ TBE 544/547 11 (99.5%) \ A =F = 7B 532/535 1] (99.4%)
EH LN, BREL OREEERSETERVATERIFF+ALY 2= TH
509/547 1] (93.1%) . A=F =78 521/535 B (97.4%) WD bz, WThhD
THRARN 5S%ULOBIERIITRO LB ThHoT,

#2 WPhHORTREER 5% EOBIER (ONO-4538-16/CA209214 )

- F% (%)
e FRTACY LT A=F =T
(M:dDRA/J ver.20.0) 547 f) 535 f1
o £ Grade Grade 3-4 Grade 5 £ Grade Grade 3-4 Grade 5
2RIER . 509(93.1)  250(45.7) 0 521(974) 335(62.6) 2( 04)
MAI LY 7 SREE LR R S
#Hifn 34( 62) 2( 04) 0 83(155) 24( 4.5) 0
B Bk FE 1( 02) 0 0 30( 5.6) 3¢ 06) 0
#F BRI E 3( 05) 1( 02) 0 69(129) 32( 6.0) 0
/N 2( 04 0 0 95(17.8)  25( 47) 0
WAHWEE o . , S
RIS 2 28( 51)  11( 2.0) 0 0 0 0 -
R RS RE TUEE 59(10.8) 2( 04) 0 12( 22) -0 0
 FRIRMERBIETE 85(15.5) © 2( 04) 0 134(250) 1(.02) 0
BEmE S - o T e
e 38( 6.9) 2( 04) 0 38( 7.1)  1( 02) 0
REEE 9( 16) 0 0 30( 5.6) 0 0
ER 35( 6.4) 0 0 39( 7.3) 0 0
TH 145(26.5) 21( 3.8) 0. 278 (52.0) 28( 5.2) 0
O PR 31( 57) 0 0 32( 6.0) 0 0,
WL RR 15( 2.7 0 0 96 (17.9) 0 0
i3 " 3( 05) 0 0 27( 5.0) 0 0
FRIEBREESR 6( 11 1( 02) 0 55(10.3) 0 0
B 109(199) 8( 15) 0 202(378) 6( L1) 0
aM% 23( 42) 0 ] 149(279) 14( 2.6) 0
e . 559(108)  4( 0 0 110(20.6) 10( 19) 0
—i% . 2HEER L CREHORE : : v _ \
®IE 72(13.2) 8( 15) 0 91(17.0) 12( 22) 0
I 202(36.9) 23( 42) 0 264(493) 49( 9.2) 0
KD RIE 13( 24) 0 0 152(284) 14( 2.6) 0
FAG TR E T 25( 46) 1( 02) 0 29( 5.4) 0 0
R=E] 79 (14.4) 2( 04) 0 33( 62) 1( 02) 0
ALT /M 60(11.0) 27( 49) 0 50( 9.3) 8( 15) 0
7 I 5 —EEm 71(13.0)  31( 57) 0 41( 7.7y 17( 32) 0
AST #8m 58(106)  19( 3.5) 0 49( 92y 7( 13) 0
M7 V7 F= 88 : 35( 6.4) 1( 02) 0 35( 65) 2( 04) 0
ifn o B AR B L L3N 1( 2.0) 0 0 30( 5.6) 0 0
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B (%)

a‘%EEUZ_ﬁQﬁﬁ FEI+A ) A= TR RA=F=TRt
E(1\2'; ngDRA/J 20.0) 547 ) 535
€ Ve 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
T —C I L 90(165)  56(102) 0 58(10.8)  35( 6.5) 0
P ERER D - 3( 05) 1( 02) 0 40( 75) 23( 43) 0
AN e 4( 0.7) 1( 02) 0 73(136) 36( 6.7) 0
kB 18( 3.3) 0 0 28( 52) 0 0
6( L) 0 0 40( 75 11 21 0
28( 51) 8( 15) 0 10( 19) 0 0
C75(137) 7( 13) 0 133(249)  5( 09) 0
76 (13.9) 5( 09) 0 39( 7.3) 0 0
A 49( 9.0) 3( 05) 0 26( 4.9) 0 0
17¢ 3.1) 1( 02) 0 36( 67  1( 02) 0
31( 57) 0 0 179(335) 1( 02) 0
33(. 97 A( 07) o 65(121)  1( 02) 0
45( 82) 0 0 31( 5.8) 0 0
31( 57) 1( 02) 0 33( 62) 2( 04 0
0 0 0 55(10.3) 3( 0.6) 0
32( 59 6( 1y 0 0 0 0
40( 73) 0 0 46( 8.6) 0 0
BELERE ‘ 0 0 0 29( 5.4) 0 0
FHE - RERFAERSERSR 5( 09 0 0 231(432) 49( 92) 0
& D FERE 154(282) 3( 05 0 49( 9.2) 0
x5 118(21.6)  8(- 15) 0 67(12.5) 0 0
Bk BBk 50( 9.1) 8( 15 0 22( 4.1) 1( 02) 0
ERER 2( 04) 0 0 27( 5.0) 0
- ghd) | 0 0 0 43( 8.0) 0 .0
WEREE - e e e S T e i
& 1L E 12( 22)  4( 09 0 216 (404)  85(15.9) 0

I, BB+ A Y A TRICRNT, BRIEE 136 £ (24.9%) | TFHEASEEE 98 1

(17.9%) . FURIRBREREE 147 B (26.9%) . BHEREREE 46 il (8.4%) | MIEMEMIE
83551 (6.4%) . KIF&K - EEDTHI36 41 (6.6%) . EEDKEEE 2041 (3.7%) .
TEABREREE 24 B (4.4%) . BIBHEEREE 32 6] (5.9%) . 1 BERRA S A (0.9%) |
BEHR 76 (13%) . BEEMHERE 145 (02%) . sk - BEIRZ% 2 B (0.4%) . infusion
reaction 22 1 (4.0%) . 5 & 5 4 2 1 (0.4%) . LFEZe 1) (0.2%) .« f525 2 B (0.4%)
AR RARIE/ X A3 F—102 fi] (18.6%) . FFR 761 (1.3%) KR UFIRIMAR ZMAE 2 1

(0.4%) HFEDH SN, 7z, FEHI/ MBI ERITR R CBLEEE RIIRO b1
o l. ABIERBBRRRIIBEEESR (BREREMEREE 281 2SLEFERET
T
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[Rik - &)

AR OREREYBEEAZAA LY I 21— a kb, A3 mgkg (&K
) Xik 240 mg % 2 ARIREE CRE LBoOAFONEFRESKRF S, €0
B AK 240 mg G LIZBEOBBERIT, A 3mgkg 2RE LIBROBREE & i
LTHEERTEFRENEZLO0, BAABECSVTEFMEIRBSNATVDH
% R (10mgkg % 2 BRIBRTHRE) TAAIZBRE LBEORER & ILE L TRE
PRTEFRHEINAE (FR), M2 T EBHROBBICEIT 37 —ZIZE-3%, A% 3mgkg
({EE) XI% 240 mg % 2 BRIKR THRE LIZBOARFOBRER L AMEXITReMk L
OEELZRFT ABRBRAESAMEE SN, YZEEIC OV TREBIThIIZRER,
FERORE - AEORMTADMR VR EMEICHARRERIIBZVWETFRIE N, £, F
BRI BT 57 — 2 Ic 5% | &%) 3mgkg Xk 240mg & A €Y A< 1 mgkg
% 3 AR TR LEEOARFOBRER L 2t L 0BERRET IBRBERIGET
URBEI N YZBEEICOWTHRNMNMTh R, ERRORE - AEOR T2t
WCHmERERT RV ETRIS I,

£3 FHAOEWRIB T A —F

ﬁH {f . )Eﬁ % Comax Criind14 vagd14 Cmax,ss Cmin,ss Cavg,ss
(pg/mL) (ug/mL) (ug/mL) (pg/mL) (ug/mL) (ug/mL)
3wk O2W 516 16.6 243 113 62.1 776
mg/keg Q (352,70.8) | (10.7,245) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 341 159 7.8 109
240mgQ2W | (51 1°103) | (152,34.6) | (25.1,47.8) | (102,254) | (415,158) | (621,187
191 613 908 398 217 278
10mghkg Q2W | (147 910) | (51.2,79.2) | (79.0,114) | (331,532) | (184,313) | (237,386)

PRE (5%, 95%5) . Q2W : 2EBRIRIFE. Cuix: FIEHREH OB MIEFIEE. Cuminas : FIEHR %14
H E PZBH%%{&I&IEW%E\ Cavng : *}JE&‘%"%14B E i'@@qzi@ﬂﬂ.?ﬁq:?%fg\ Cmax,ss . Eﬁ%ﬁ%b‘:}\s
T AREMIEPEE. Cuns : EEREBIZEIT 3RIEMBFRE, Cups : EFREBICI T 5 FHMIEF
BE

11



4. WRIZOWT ‘

{LZRIEBEIR R O RIGEIBR A RE KB M O B HIIRE B E I ER T 2 BAICIX, &R
Sk LTHEABRERE (0% SBRELNTWAZ LD, YEKAELETICE
MTEDMRTHOLENRDH D, TOLET, EFERY X7 EHHE RMP) IZHESX,
AFNOEKLZEMETRIEES~OBIEHR S MR Th o T, AR O 503572 8
Bl -HEL, AROBRSFIZLVEEBRBEREZRZRA LEBRCXHE T2 2 L B30 E
272, UTOO~BDTRTEH/ITHRICBWTHERT2RETH S,

@ mMERIz-OWVWT .

D1 FTED (1) ~ 5) ODVWThNITEETIMETHE &,

() EEFBHREREET 2 8ARREBILSFRIES ERERFRD A BFOELSILRIRR.
Husgs A SRS L AR, HAS A RBIRIRBE 2 &) (SR 7R 1 BRER @ 436
MEER)

() HEMREREE (ERK314E4 B 1 BFES : 86 MEsk

(3) ECGEFRMEIIEET 2 BADEREERRE (BAR SRS TR, DA D
B1IRBE. A AR HEER 2 L)

4) AFAEFFREEERE L, SRMCHREME 1 ISR BREME 2 Ofgk e
WRDBEHZTo TV AHER (FR 3047 A 1 BEA : 2516 fEgk)

(5) MEBHEEAILGEEME O ELE u@ﬁé@ﬂj’i’ﬁo'(b‘éﬁﬁ (ERk 30 £ 7
B 1 BEFA 1297 HEER)

©-2 EHHE DL FRRER CBINERREREEORINIC 55 72 ik & R E O EM (F
ROVTIPICEY T EER) 28, U2 RHMOAFICHET 2 BROBREE L LTERE
IRTVBEZ L, |

*

. [Eﬁfﬁﬁ‘rfFHX 8% 2 EOMMFELZET LRIZ 5 FEL LD R ATEROBERIHE 2
fToTwaZ L, 55, 268ULR, PARYFEZEL LRKEFZOMER
ToTWBZ L,

«  ERGRIBGER 2 FOMPIHELET L&z 4 FLEOWRERFOERIHME
EIToTBY, 95, 2R, BHEEDORAEYEEEZ ST ABROERRK
FHEZIT-TWB Z &,

@ BrAOERZESRERDOAHIZONT
ERLERERIIEET 5 EEEREBEE I N, ;ﬁ:%*%#&@hﬂ%“u Ao &
EMEEFHFROBTBR CEMFICRTT 2 FHIEYR, AFFELRE LEHAOBE

E5N ’%753‘55%375=L:ﬁbn64$ﬁ%075§%o-@\5 ze,
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- @ BMER~ORRIZONT
@-1 MEginlicBEad 284

REHMRBLEOREEREWERANBE L-EBIZ, 24 BEREEHOT. YERX
IEERERRIC VT, BB LIZBEWERIZS U T AREEE U CT Z0RIER O&EHINIZH
EARBEORKRENY BPICE LN, EbIIXSARRERSE- TN,

@2 ERREFHIC L 5AEFSNINCET 5 EN

BABRICED 2 M2 MBRORELFT 2 EREEE PRIFAT=2 ) 7
FEDEERORZ ) —=r 7 ETVERE L FHEIATE 5T — LAEREKHIVE
HEhTWAZ L, B, BHEEICONT, BABELZOFRICHIICAMSNT
(A< Ratp

®-3 BEWER OBEOXRICE LT

BIVER (REMRRAICI L, EEGEAE, LIk, fidk, BEUGRAE. KIBZ.
NBs. BEEOTH. | BWERE. AL, FSERE, k. BILEREL, PRI
MepebEE . TRAKEEE, WiEEE, BEE (BR2 - RUEHENREREZET).
BIREE k. BEOKBRE, %IRNEERE, infusion reaction, EE 72 MKEE,
MERERREER. B, Bk, BECRERG. BRESE, LEE (LEHED - &
BR - DEMERSMLAES) . B M, AL (X LT, LR I BHE BAREA O
B L AT 5 ER & B L EHER OB L CHREROXEXZITbN B
ST HB L), BEHICETZAER T BEHRESTVWEZ L,
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5. BEXNHRLRDBE
(BB 5 FIE)
O TROBEFIZBWTAHRDAMESKEIES LTV D,

o MEFEMREERZATIHEBEREBER (TX0F=7 A=F=7, Y77
== NYNR=TE) R EUCFRIER Y E T BRI RE UL D
FrlaEad (RARnEE)

o LFEIERIGEDOIMDCY R 7 5738 Intermediate X j3Poor Y 2 7 &V DiRIAE)
BRI OBMISEERE (1 E) hvT L OJERE)

@ TRICESTIBEEFICHTHIAFNORER MERFEIC OV T, AFIOAEMME
RESLENTE LT, AR OBERSR L 252,
o [LEBIERIEEBER NV A P4 VRBIORDIRERLET 5 BEICHT
2 AK| M5,
o IREMBIRIE,

D EpitESMARRER (ONO-4538-16/CA209214 RER) (CBVT, UTFOD~@DWFHIZ by L
WIBEIZIX Favorable ¥ 2 7| 1 XX 2 TEB 272 4558 121% Intermediate ¥ 227, 3THB L L&~ TH4E
ik Poor Y X7 L &N, (6—VBR) ‘

BEHE L B SN T L ARBROEELEIRITE T 1 ERE
Karnofsky —fRIRRE 80%R{H

~NE T 1 RN EHEE T R

WEBROIN VY HMEDR 10 mg/dl 25
FPRENERFELRZE LS

M/ MRESEEE LREEBZ 5

CIICISACRC)

14



[Z&tti BT 5 FH]

O FREEYTHBRECSOVTHAMOBRERERYL ShTVWBZEnb, BERT

blnwz e,
o AEORSY

@ BHRATOFHME
. MMOTRFCRIER D 2WVHEIZRY |

o LIBBUEDBEEEDO S 5 BE

IBWTTRIZEYT ABEFICHOV TR, AFORSITHEI AW
BERICAFZFERTZZ L 2B TE D,

o FEMEMRBOEHX iEEfIOD&;é%%‘

 BEESRRECHRERZ
LD HIEERLDRH b D BE

B D BERUEE ﬁ@ﬁ&%ﬁ%ﬂ}%ﬁ%m% PER R

o BOASEROSHE. UTBMESRE L IXEREO B DRERERORERD

HHEE

o BRBRBHEE GhBRHRBEELED) ObHoBE

o RBEROBEXIIBREEARTOBE

e  Karnofsky Performance Status 70%:K 2 0 BHF

(22 Kamofsky Performance Status (PS)

Score

it

100

ER, BERICHTSBEORZE R, BARERR L,

EXDOEBRTEE, HF2EESLERY, 90

BVERRERIISH 2, IERTEENFIE

80

DY BREERNSH B, BH L TEROEBAEE

HETHZLIIRARE, BETERTET, F 70

BABEOMHFITESLN, EEOEE - FHT5Z
L IR ATRE

HIFZLAPBEBANGERRIZLEZLDOTH S, %0

BB BERILIITEDN, LELENPBHLE

BxRREONBELELTS, %0

FREERLEEHEB L OCEPNREFRTSPLE

40

B, BYRERBIUEEILE

EOEY DO LEALSTTERY, BRHD N 30

2B, ARBULEERERSLEE>TH 2R

BEREOERLASOESELLEL TS, KA 20

HBCEE. ARBSUKRETHANRIBRILE

NEBFIZETL TV A IREERD B, 10

XN\ - TN D
-

15




6. REIZHL THEEBETREHEF :

O FHAXEFITMA ., BERFTEEPRIT 5 BRI ES S AR OFER B ERE
RAOEDIIHEBERERE+DCERL ThOERTSZ L,

IBRBRIZAESL D, BEXIIEOFRICADERCEREZ+OHAL, RELE
ThbEETHZ L,

FREMERO=F T RA Y MZOWT

@

®

FMEERRBRRHOLNB I ERHEDT, AFOREIZHT-- T, BHRE
W (RS, Mk, BEE) OMSEERUIE X BREOERE, Bler+5
TS5 2 &, Fio, BRESUTHE CT. MiF~—I—S0REL EHT 5
k. .
AR OB EIZEED infusion reaction 12l % CREMIC+A RGN TX HYE
Bz To7= L TR T 2 Z &, 7.2 B B LD AHI 5851 infusion reaction
BHobONDTEbHEDT, FRBREFROFFRELT RTINS ZVTA
YERAET S, BREOREEL+SICBERT B L, 428, infusionreaction %
FHLIBAITT, @ TOMBERMERBERCEET 5% THRE 2 T8I
THIL, .

RARBREREEES. TEAEEREERVREIBEERH LN LBHBDT,
AFK O G-BAART R O 5 B P Iix BRI N WS RER A (TSH., W58 T3,

EBE T4, ACTH, i anF Yy —VEoRiE) 2EmT5 &,

AR DOREIZL Y BEOKRERCBRERT S LEX b bk RREBORE
BhobhdZeibsd, REPRDLNZESITR. BRLZFRIIULLE
FMR R & RREFFOERM &EE L CERYLRENZE 21TV, BEDORE
RIS & 2 BIFER 38 boi 2 BAITIE, ARIOKRIE TP IL, RUBIBRE R
NWEVRIOREEEERTHI L, BB, BIBREFVELOBREZ X VEIE
ROWENBD NRVEEITE, BIBRERNVE LSO IHIF 0B
HEET S,

BEM/RTH, AP LEIARB L TCHLEERNRRATAZ LR HB7D,
FHRI DTG/ TRICHOEWERORBRIC+HSIZEET 3,

1 BVERRAE (BUE 1 BIBERB2E80) Bhbbbh., BREES F TV F—v 2
WEDLZLBRHDHOT, AE, Bl EHZEOEROFERSCMIEE D EFIZ+
DEETHZ &, 1 BERRARDNZBAICIIR’REEZFIEL, AR V8
BoBRE5EOEERABEITH Z &,

AARIDERRRRIZIB W T, (LPREEIRREE BT 2 BAIR S CiRi 5%
b 1ERIZ8BEM I L., (MFRERBEBEIIBITZA ) AT HARETIX
BERG»G 1 EFRIX BRI (WIENT 128R%) ([CAEIEDFEMEIT-> TV
el L EBEIL, AFBRERIERNCEBRRE CHROMREITO Z L,
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REEREETA KTV
=RN<7 (BizTFH#EZ)

(B4 : A7 VR REHE 20 mg, F 7V —RRFHIE 100 mg, FTY—
. AR R 240 mg)

~ERER %L Y L~

FRR2 94 A (HF0 242 A%ET)
B BE



=R/

A o

X L®HIT

AR O, 1ERBE
MEFRIZ DT
BExGRLHEE
BEICEL CTEETN&ER

P2
P3
P4
P8
P10
P11



1. I

EEEDOEYE - BREMOTEMR DT DL, BATESICE SV EERERERD
b3, &b, WEORREENOESIC LY, FEEERR L OERNRIFTHIEAE
FEESNERINIFT, TN OEERERICLHERBEICRET 5 2 LHARRO
HEE L 2o TRV REMBOEER L B DAL 2016 (EHK 28 42 6 A 2 AMBRRE)
TBEWTYH, EFNEERREOHERORBILELZRIZ Z L & INTVD,

FHRERRFER DT, KEERREEM a7 7 A VHABEFOERR LA LR
BRBZERBB, ZOkD, FHMRCESMICET RN +HEET 5 £ TOM,
W EEL ORELR ST S I LAY SN BB L TERT A L L bic. BlfE
EARRLEBCLERSE L 52 L RURAR—EDEM 2 T EREE cER
THIENEETHD,

Lizdio T, AHA FIA4 TR, BARERECINETBLN TV D EERER -
BEp RHcESE | UTOERRORERFERZHET 280 b BERENH, B
FROBEFEEZTT, S

Rd. AHA KT 4 Uik, MIATHIE A ERR ERSER S, A8HEREARKR
BERIEESE . —BRAAFEAN B ABKRANES R O—BEEEA B RLEFE OB O
H & B LTz, ’

WHBLRIERR A7 PR AHHE 20mg, A7 YV—RRHEHE 100mg, T7Y
— R EEEE 240 mg (—fR4A : =R~ (BiEFHEEZ))
HELRAMETINE « BR IGO0 TR X ) VN
HeLhARERVAE  BE. BAKE=RAL<T GEBEFE#L) &£ LT, 1[E240mg
' % 2 ARIRINE CARREET B,
® & IR 5 ¥ A DNBFERTEKRST




2. AFIOKE. ERERF :
Z 7Y —R RFEFEE 20 mg, FRFEEE 100 mg R OR AREERHE 240 mg (—&4% - =
A= (BEFHREEZ), DT, THRE] 20W3,) & ABRRTEGRSEE A S
Ly 7 At BIUVRAM -wf¥—X 2747 (BMS) ) 2B L=t + PD-1
(Programmed cell death-1) 12%f5 % b Rl [gG4 € / 7 m—F ALK TH B,
PD-1 i, &AL L7z Y /38R (T #HIRE, B MR O F = 0% 5 —T M) ROVE
BERMARIZRET S CD28 7 7 I ) — (T AR OB AL HBIRICIE L AICHIEY 55
FH#E) CRTO2ZERTH D, PD-1 iIHFEIETHIRICHEIRT S PD-1 U 2 F (PD-L1
KOPD-L2) LHFEA L. VU BRIZMEMES A EEL TY V3 BRDiEME ik 2
BICHAFH L TW5, PD-1 Y FiZPUFERTHIRRLISMC & b O 2 72 EEARRR R H
LTRY, BERAEERE) LR LZIEEMRRIZISIT S PD-L1 ORREMEOLETE
Hif L OMICADHBBRN S 5 Z L RWE I TS (Cancer 2010; 116: 1757-66),
Ei BEMERAERSE TIHRBERE THRSEET 52/ v ¥ —T7=a H < (IFNw)
2L o TPD-L1 ORBEBRFE I, BB L EEHEICBIT 5 PD-L1 OFRRLFED
AFHIR L ORICIEDHHBEBRS H 5 & O#|E D H D (Sci Transl Med 2012; 28: 127-37),
X 5T, PD-L1 ZAMHIRER I =N AMEIE., FUREREDN CDS Bt T MROMiEE
EMEZRE ¢ 508, HiPD-L1 HifKT PD-1 & PD-L1 & DFEAZHET S & F0OHIR
EEFEEREE T Z LBRRINTVWS, EOZ & 435 PD-1/PD-1 V) 7 R, 2
AABRABHRER RO T MR D OWEREE 2 F#ET HF0— > LTEZHA T
Do
AFL, EERROMERH G PD-1 OMBISMEE (PD-1 V) 7 REA K IR L.
PD-1 & PD-1 VWV FLOFEAEZMAETAZILICLY, BAFRERN: T ROE
ML R OV AR S 5 MRS ETE I 2 3R T 5 = & ORI RFESIR LR
I ERRERIATNS, |
ThbDMRNG, KRNIEEEEIIX T 25 2IGREICR VB b0 L B/ Sh,
AR X ) UNEREERISR E UBRARE EE L., A, B ROIAE
MR I N,

AFIOERBFICES S BEDRERMC X 2BERSN S bbh, BEXIIRTI
LM B D, AFOBERRUBERICIT, BEOBEE+HITTV. BENE
W HIVERAITIE, B L BRI U B MR mek & R 5 O EAT & LT
IR ERBIT AT\, BEDORBERC L 2BERABEDN 3 HEITIL. BIBRERL
EVAIOB EEOBRILE E1T 5 BEHRS B,



3. HERPRELE |
R UIEHAME O E IR xR Y LV oSBORRRICEHE 21T o  EREBRERO
A E T,

[H%hik]
O BN DR (ONO-4538-15 )

BRENBRMEBERVT LY v~T RFFY BEFERL) T 7Y
VYRV T] EVD,) ICEREXIIRHE O FR IEEEO BRI F X ) v
s¥jEBE (ECOG Performance Status 0 TN 1) 17 fl & MBI, AH| 3 mg/kg % 2 BRI
WA Lz, TEMEER ThHEHE (KET IWG criteria (2007) 12255 < FR
W12 & B complete remission (BT, [CRJ &% ,) Xid partial remission (21T [PR]
LN35,) OEIA) 1 75.0% (95% SRR : 47.6~92.7%) Thote, 2. FRNIHK
E L7z BHEI 200%TH o 7z,

@ WEHE MFARER (CA209205 328%) (Lancet Oncol 2016; 17: 1283-94)

B 5 i BB EITRIC T Vo Y R T I X B RERE 2T BRI
DHEHMKRSHF ) Vo ERE (=R — k B, ECOG Performance Status 0 &2 U 1) 80 1
FXBIC, AH 3mgke % 2 BRIME CTRIFINE Lz, EEFERE THLRHE (%
=T IWG criteria (2007) ZE-S5< HIHIEIZ X % CR XX PR DEIE) 1X66.3% (95%1(E
X : 54.8~76.4%) Tholz, 2B, FANIRE L7HAEIX 20.0%TH o7,

[Z 4]
O ENSBOHARR (ONO-4538-15 ﬁ%ﬁ)
HEERIEFRD O, AAL @ﬁ%ﬁéﬁ%%ﬁzf% fxu\ﬁiiﬁrbémm&f&;
b, RERN SNULOBERIITRO LB ThoT,

#1 SEEEH S%LLOBIVER (ONO-4538-15 KB  (RLMESRER)

BENKRSE FiE (%)
EAFE 17 41
(MedDRA/J ver.18.1) ’ 4 Grade Grade3-4  Grade$
£EIEA 17 (100.0) 2 (11.8) 0
MK LY 7S REE : e T e
A 1(5.9) 1(5.9) 0
Y L BRI AE 1(5.9) 1.9 0
i L UORBIRE e S )
B 1 , 1(5.9 0 0
NSWEE ' R
- FORIRBBIE T E 3176y - © 0
BBES , ~
it 1(5.9) 0 0
R : 1(5.9) 0 0
TH 1(5.9) 0 0



FERTE B (%)

EAREE 17 %51
_(MedDRA/J ver.18.1) £ Grade Grade3-4 Grade$5
Bk 1(5.9) 0 0
B 1(5.9) 0 0

—M - SHEER LR EEA ORI R R ‘
% 2(11.8) 0 0
SR RS 1(5.9) 0 0
BERk 2(11.8) 0 0
2E 7(41.2) 0 0
3 , 169 0 0

BRER L UL RE SRR S AT e

y 1(5.9) 0 0
159 0 0

0 .
SRR AR 0
/MRS 0
ﬁiiiéﬂﬂ 0
0
0
iyl R/ NN b 1(5.9) 1(5.9 0

CmpkpR 169 0 0

BEERBLOREEREE e e e T
e 1(5.9) 0 0
TS o 1(5.9) 0 0
ﬁ’ﬁﬁ{“ ; 2(11.8) 0 0
#%&biw ) 1(5.9) 0 -0
P 1(5.9 0 0
AitE= 2 —m3F— R 1.9 0 0

RERER. BB L UWEREEE .
ﬁgﬁ%ﬁ% 1(5.9) 1(5.9) 0

SEDORE ; 159 0 0

&mf%ﬁﬁ?ﬁﬁﬁ% RECC T TS SRe SR e
BBRE : 1(5.9 0 0
i, F- 3 1(5.9) 0 0
BRI ER 1(5.9) 0 0
Z D ERE 5(29.49) 0 0
i v 4 (23.5) 0 0

7235, RVEVERDZRE 1 61 (5.9%) | MRSCAFRMAREE/ < A <F—2 6 (11.8%) . KB -
EEOTHAILA (5.9%) . FFHEREREE 1 6] (5.9%) . FUIRIRBERERES 3 61 (17.6%) .
REEE 3 B (17.6%) KO infusionreaction 1 # (5.9%) MWD bIiz, Ei=. BEM
|IRE, DEFK. K. mﬁﬁf\ﬁﬁimdﬁﬁﬁﬁﬁﬁr\ﬁﬁ EHBREEE.
RIS, MKk - BEA, EEOREES, FIRMBERE, TEABERSE, BAR
VS EHBERITRD b oz, AKB| 1?%%%%%@5@@?% ((RRREERETE LS
) EEDEHERETT,



@ WAENMARAER (CA209205 BER)

HEEET 238243 B (97.9%) K@D LI, FH L OERBRABFECERVAE
513 185243 B (76.1%) 123D biviz, BREN S%ULORERIITROEBY T
HoT,

#2 REEN 5% LOBWER (CA209205 3B)  (All Treated Subjects)

BRI 4y HE Flgk (%)
HAsE 243 45
(MedDRA/T ver.18.1) 4 Grade Grade3-4  Grade$5
2BIER 185(76.1) 48 (19.8) 0
MBS E Y RREE e : : : L
GF BRI E ‘ 13(5.3) 6(2.5) 0
PN IEEE ' : o ‘ o
- ORI RRIK T E 14 (5.8) 0 0
HIGmEE BEERTEE } -
5 14 (5.8) 2(0.8) 0
T 34 (14.0) 2(0.8) 0
i, 24(9.9) 0 0
gt 19 (7.8) 1(0.4) 0
— - EHEER L CREHLORE , i -
g : 50 (20.6) 2(0.8) 0
ZRBN ‘ | 21 (8.6) 0 0
EE, PESICLEATHE S " e
A RS , ~ 33(13.6) 1(0.9 0
BERE ‘ e N S T L s
ALT 3#&m 13.(5.3) 72.9) 0
AST 3840 , 14 (5.8) 5¢.1) 0
yo—BEm 14 (5.8 9 (3.7) 0
HEERS LOARREE L LD
R - 19 (7.8) 0 \ 0
Gt \ ; . 14(658) 0 0
RER & O TRgmEE e e I
75 R 21 (8.6) 0 0

25 28 (11.5) 2(0.8) 0

i, FEMERRB 15§ (6.2%) . BBBRARE/ I A 3F—19 6 (7.8%) . K
% BEOTHI6H (2.5%) . FFEEEREE 2241 (9.1%) . F& S (2.1%) . FURER
MgheREE 28 B (11.5%) . MRIEREE 40 81 (16.5%) . BHEBEREE 4 61 (1.6%) . MK -
BEfEZs 1 6] (0.4%) . BEORERESE 3 Fl (1.2%) . WIRMEERE 1 6] (04%) |
infusion reaction 38 B (15.6%) . BEZs 2 61 (0.8%) RO L S Mk 241 (0.8%) 27
bz, ¥, EEGENE, OHK. R 1 RERR., SREEL/IMIIRA EREER .
BB EER T EAMEREIIRD bR olz, RABERARTRILIBESESR (RK
REBREEZED) 2ADEHBERLTT,



[ - F&]) _ ,
AR OREDAEDBBET NV EZFALEZVI 2 b—3 302k, AF 3 mgks (K
H) Xi%240 mg % 2 BREBRTRE L BoAROMFEPRESRE SN, 20K
R, AH 240 mg ZHRE LICBROBRBEIT, AF 3 mgkg 28R E LEBROBREER L LK
LCEEEFTETFRESREbO0, BAABECEV TRAMENERS ATV 3 A
% - A& (10mg/kg % 2 BRMRTRE) TAFIZBRE L-BROBRER & ik L TR
BRTEFRENE (FHK), M T BROBEICR T 527 —#IcES& A% 3 mgke
(RE) Xt 240 mg % 2 BREIER CRE LEZBOAFOBRERE L A IELMH &
DOEEZRFTIRBERISEFAPEESN, YHEEIC OV TRANTbIRER.
FREOBE - RO TADER RS ICERERERII & FRIS .
#3 FEOEMBIB AT A—F

ik - A& Conax Canind14 Cavgds Conaxss Crin,ss Cavgss
(pg/mL) (pgml) | (ug/ml) | (ug/ml) (pg/mL) (ug/mL)
3 mefkg Q2 | (35-2}50-3) (10-17?'264-5) (17-214,‘533.9) (75.%){3171) (27.612,'107) (42.717,.(:27)
20mg @V | (11 103 | (152349 | G50478) | 102950 | (s 159 | (o280
10 mg/kg Q2W (14;,9;19) (51.62,139.2) (79.90(3'?14) (33?,9}5;32) " (182,1 ;13) (23;7?86)

FRE (5%, 95%) . Q2W : 2BRIMIBR. Conax : FIEIR G5 OBRBEMIE PIRE . Cuinais : FIERE 514
A BICRT 2 REMBEFRE. Copas: PIEREZ140 B E TOEHMBETRE, Cuns | EFRIEICE

TARBMEFIRE, Cuns : ERIRE

RE

Cﬁb‘}é%{&lﬁl?ﬁ@ﬁg\ Cavg,ss : ﬁ%‘%ﬁ%&:%ﬂ?é?ﬁm?ﬁqﬂ



4. HWERRIZOWT , ,

AREM L LTERBRERE (2FIRE) SRELRh TN I Lhb, SiEREZE
PIEBTEX MR THIBENRD D, ZT0O LT, FFOREIEN2REBEZBH - 5
ZL, AFOHTSIC LV ERREERAZRIA LRI 5 2 L BBERTD, LT
DO~BDT_RTEFHETHRICBWTEATHIRETH D,

@ HERRIZOWT :

D1 FRO 1) ~ 6) OVPhrKEYT IR THE L,

() BEAEBRESEET SHAZREELSRRS GRHERFREAZREREILRL.
mﬁﬁh SEOEHEILEUREE, IS AR &) (RFTE 7 A 1 RRR © 436

%)

@)%iwﬁrh($mnﬁuﬂlaﬁﬁ %m&)

() HEFRMENIEET B ADRESRL (23 ADREEIEERBR, 25ABROES
Bk, BNABREEEERE: L)

(4) S RICFRERZRE L. ARCBRENE 1 UIHSRIEFRIENE 2 OfeseE1E
AR B EHEIT> TV AR (FRL304 7 A 1 HERR - 2516 fisR) ,

6)#ﬁﬁﬁﬁmﬂﬁﬁﬁm%mm&ﬁﬁ_ﬁ5EM%ﬁofmém&($m30¢7
A1 BEEA 1297 BERR)

@D-2 HHER DX ) B SERE R ORIVERRIRRF OS5 Rk &
B ESER (FEOWTIMCEZYT 3 ER) 2. YR OFACET 21RO
EEHELLTRHEINLTVWD Z &,

*

o ERAIRA% 2 EOVETHELZET LI-RIZ 5 ELUEOBABROERIME L
ToTWaZ L, b, 24U L. BAEYREELEL LLBRREZFOMEZ
ToTWBRZ &L,

o  EMRFFREE 2 EOVEIHERZET LRI 4 FUEOBRKRBERZAL TS
Zr. b, 3EM R, EMBREEEEORARYREE S TERRDIKFONHE
BfFoTVWBI L,

@ BENOERSEREHROEHICONT

| EEABHEHICRETAELENREB I, REAENLOHFRED, FME - L
SMERFOEROETERVERS KT 2 HRIRLE, AEFRERLE LLBEORSE
gk ERPRDIITONAEHNE-STNB I L,




® BUER~DORIGIZONT

@-1 FRRfHIICBE 5 2 _ v
FEMMREEOEERBEANRAE LEIT, 24 REREEHOT, YR X

IESERERRIZ BN T, BB LCRIERICE U TAREER O CT F0BHER OERIZ L

BERREOKERVPY B PICBF LN, BEDITHIGARERERINE-TNE I L,

@-2 EREFEFICL 25 BFSNSICHET 3 EY

BABRICEDLIZEMHNZ2ABREROEEZE T IERREENBIERT=4) 7
EEDRERDAZ Y —= 0 TEITOEIRE L F#E LG TE 2 F— AEREH NE
BENTWAHZ L, 2B, BEEFICONT, BABRE L ZFZOREICHDITEAMENT
WBZ L,

®-3 B DOBEORICBI LT

BIfER (REMERRBICNE . BEGEDE, DK, 2. BMEHRIEE. KBk,
NEK, BEOTH. | BUERG, AL, FFMERE, Fk, BLEBEL. FRE
WS, TRARERS, HREE, BEE (BFL2  FAEMELSRAZED),
BIBEE, MKk, EEOREEE., #IRMRERE. infusionreaction, E&E 2 MiKEE.
MERERREGER, &, BA BECRERN., BIKRRASME. LREE (LEMS - &
AR - DEMESSMNES) . EEHM, I I LT, SRR TR E A o
B RSB EAT L EE L (BIEROBZEORSICE L CIRERUKELZZ T b5
ST HBI L), BEHITERABRCE AEHRIESTVWE DL,



5. xRl BE
[FzhiEicBE§ 5 FH]
O BEFELHMRBEETT LY%< TN UI R O FH IR
DHBHHDF L) L ERE B TAROERHERTEN TV,

@ TRIZEYTSHBEICHTIRFORERERFIECOVTIR, FROFE
PRI INTELT, ARNORERNF LB,
o (EFRERBROBE
o MOVEMEER LR L TRESNDBE

[ZeticBEd 5 FHE]

®© TR uuxé[l'@_%’b)%\% WZOWTIHAFIOBRENEZE SNTNEHI b, &‘Er%:ﬁ
PRz &,
o EAFIDOESFCHR LBRBEOCKREROH ZBE

@ WRIOFHEICBWTTRICEST 2 BF >V T, AROREEFHER I 2V
2. MOBEBRIRENRWEAICRY . BECAREERTLIZ2EETE D,
o« RIEMMRBOAHXIIBEOLLBE
s MWEBRECHEEZRDD %%&Kﬁ%@ﬁ‘ﬁ@ﬁ&%ﬁ%ﬂ@%@@ﬁéﬁ%%
LD REERERZOND BE
. BCABERBOALE. XUTBHERNLRELL XERMED B Eﬁ&“?ﬁ%@ﬂfﬁﬁ@
- HHBRE
o [EBRBEE (Sh®MRBEEEZED) Ob2BE
o REORBESIIBEFEEETIAE
«  ECOG Performance Status 3-4 %V @

(ED  ECOG ¢ Performance Status (PS)

Score EZE

0 | 2<mERERTEs, BREALBEEERPHIRRZ<ITX S,

AR LWEBIRIB S h A0, HITAEET, BIEECE > TOERITI R TED,
Bl BORE, BHEE

BoN-HOOEDOREY DI L LHTERY, BFD 50% EEXy FOBETFTCBIT,

Blwle]l —~

2BTRV., BOOFOEY O Li3e TERY, By FPRFTRIS,

10

BT TESOEDEY DI LT THEEMEEIITERY, AFO 50%A LRy FATIBIT,




6. BEIZRL THEETREHE

O WRXEEICMZ, BERTEEE VR T 2 BRE IC K-S E AF O BHER CEIEHE
RADEDIINERERETDICEBRE L ThLERATH L,

©® RERMEICIL D, %%Xi%@%#_ﬁﬂﬁﬁof@ﬁ%+\ﬁwb REZE
ThoRETHZE,

@ ERBIMERADwRY AL MZOWT

BEEMERERHbDNDZERH DD T, Kﬂ@&% Zhleo Tk, BBRE
KPR, ek, FERE) ORRR UM X SREOKES, BELr 5
WZATH 2 Lk, iz, HEIZS CTHER CT, m#«—w—%a&ﬁ%iﬁ#a
&,

ARNDOEEIIERE D infusion reaction |22 TEARIZTOLRMIGD TX Y
BE T BT 5 2 &, 7.2 B B BB O ARSI} 552 infusion reaction
BHobDILbHDDT, FHBREFROFARELTRIZNNA ZLTA
YERET %, BEOREBETAICBET S lc‘:o 72%. infusionreaction %
R LIZBEITE, ETOBBERWERNBERICEET 2 CREL TOBIE
TB5ZL, '
RIS, TR MRS R ORIRRE 2 b b5 = L it 5 DT,
AFN O 5 BRLARI R O 5 H M I E MR IC N IEREMRE (TSH. R T3,
JEHE T4, ACTH, ML =AVFY —VEQRE) »EHT 5oL, |
FRIOEEIZ LY, ﬁﬁ®ﬁrﬁm’t@?ék%%%ﬂé%ﬁ&ﬁ%%rﬁ
BHobhdZ elidbsd, RENRDONZHEICIE, BRALEZBFRIIUS L

4%W%&ﬂ%kﬁ%%ﬁOE%k@%Lfﬁ@&%%%%%ﬂv‘@W@ﬁr

RiSic & 3 BHERREDN 2 BA 01T, ARIOKRE R, RORIBEE K
NEVEIDBREERERBT B L, 2B, BIBREHALEL OEREIZ LY EHE
HOBERRD bR WVIEEITIE, @%&ETW%/uﬂwﬁfﬂﬂﬂwLm
bEBERTDHZ L,

BEAT %, ORI SEH ARB LT LEMERARKERT 2 L RHEED
AR OB ERTRIZHEWERAORR BT B Z L,

1EURERA (BUE 1 BERFEZ &) bbb, BRAMS P TV F—v 2
CEBZLBHZOT, OB Bl EEEOEROFBRLMIELD LRI+
HEBTHZ L, 1 BERBREDNZEAITERELTIEL, 122 V8
ROBEEOBPMRLELITS> Z &

@ ARSI T. BB 6 AL 8 BT L . FRLGER
’ &5%%m61@%&?&uﬁﬁi&mﬁ%ﬁwﬁﬁ%ﬁofwt:&%%%K
KA 5 P B TR OTER 21T 5 = &,
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BEEREETA 74
 =fred RETFEH#Z)

(R54L : A7 V—REREE 20 mg, F7V—REAHBE100mg, FT7V—
A RIEFE 240 mg)

~E S~

YR 2 94E9 A (AFn24E2 AKIT)
BEESBE
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XU AW =

XTI ‘

TR ORI, 1EREF

B PR AR

FERRIZ DT

BEXIG LD BE
BEZBELTEETREEHE
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1. IXL®IT

EIER OB - BREMOREDT-DITIL, BRATESCESWEERER® KD
BB, &5, EEORSZEMOERICI Y, EERRZR E OB IERR
FEELRNPEKRBINIHC, ChWODEERTEICHERBEICRET 2 Z L 3RED
AL 22 s TR D REMBEGEY & WEDEASE 2016 (ERL 28 £ 6 A 2 HEZRRE)
KBWTYH., EFNERRLEOFEROREILEELZRKLZ LS TWD,

R R ER R ERERCREM T 1 7 7 A VARBEOERR L AL NICE
RBEZERBD, Z0D, BHERUOR2EICET 2 ERN+O0EBT 5% TOM,
WHERROBELZBSZTAZLANHFShIBFICH L THERTS L L bIZ, BUE
FARRE LB SERRIEE & B2 L NATRER—EDER &R T EREE TER
THRLLNEETH D,

LEERoT, AHA FIA 0 Tid, BEEECINETIIBLN TV DEZEEFN -
BRI ESE  UTOERMORERFERLHETIBANDLERER, B2
FROEEEEZRT,

BB, AHA BT A4 0%, ISITBIEANERSEREBHRRAEE, AREFEANRR
REERS  —itAEAN B ABRARES RO —BERAEA BARBEZESOH IO
b EERL LT,

WEBLRBEES 47— N EERE 20mg, 7V —RRHEFHE 100mg, F7Y
— R 240 mg (—M4 =A< T (B FHREEZ))

RHELBAPEINE : DAACERER IEE U IABRRERET - BROBE

HELRORERVAE - B@H, A=A N~ (BiETFHEL) L LT, 18240mg
% 2 AR CREIET 5,

B % R ¥ DFEETIEKRSH




2. REIDOKHK. TERBFE

Z 7V — AR RIFEHE 20 mg, FAREFE 100 mg K ORI AERE 240 mg (—R4 : =
P77 (BEEFREBLZ) . UT. [FF Lvd,) i3, MERGHLERKSMLL 25
Ly sz 2 BTV R M =LA ¥—X 2747 (BMS) #) BERELZE ;N PD-1
(Programmed cell death-1) IZxt3 5 b "N IgGa4 £/ 7 u—FAHETH B,

PD-1 1%, #EMAE LY 38k (T Mk, BAIRRKR O F 27 0% 7 —T M) RUOE
BERMIAQICREL T D CD28 7 7 X U — (T HIROIEMHE(LZ MBIMICIE & BICHIET 5 4
FH) CBRTAZAGTH B, PD-1IXHFRTHMICEET 5 PD-1 Y H F (PD-L1
ROPD-L2) &fEA L. U U BRICHEES 7 F AR RELTY V BROELIREE %
AT LTV D, PD-1 U H v FIRFUERTFMILISMC b b O~ 2 EEakc B3R
LTy, BHERAERE) LYK LUZEBHERICKITS PD-L1 ORHALIFEOLETR
Hif & ORICADOMBEBUR S H 5 Z & BWME S T2 (Cancer 2010; 116: 1757-66)
T BEMEAERE CIEREE THRAELTBS v F—T xu < (IFN-y)
IZX > T PD-L1 OEBENFESh, &% LIEEHEBRICIITS PD-L1 ORBALIFRD
A L ORICIEDHBEBEGRRH 5 L OGS H S (Sci Transl Med 2012; 28: 127-37),
&5z, PDL1 ZMEIRT S BN AMBIL, FURKRR CDS Bt T Al 0oMIgE
EMEZ B S ¥ 528, #i PD-L1 AT PD-1 & PD-L1 & DA ZAET S 20/
EEEENEE T LBRRENTVDS, EOZ L35 PD-1/PD-1 U F 2 FEBEIX, 28
AFBRRASTURSSRE 2 T MR O ORBES 2 EHRT 2BFO—2L LTEXZ LT
3, ‘ '

AR, EEABROFE R b PD-1 OfffasEg (PD-1 U 7> FEEHEED A L.

PD-1 & PD-1 VAV FEOMAERAET A LITL Y., BAHTFEERA T MEOE

AR UH AMIRIIC T 2 MREEEELZ M T 5 2 L TN RS R 2T
PRSI TVWD,

INEDMED G AFTBEEBI T 2 F - RIBREICR VB b0 L HFS N,
BEBEEZNBRE LIBRERZEME L, A, REMRUBFEIHER S,

AFNOVERBAFICES BEDRERMIC L 2BHERASRS bbh, BEEXEETI
ELAREMNH B, AFIOBRERRUERERITIT, BEOBEL ATV, BERR
D HIBAITIE. BB LI ELRIC U BMR ek L R o E R & EE L TE
E BRI 21TV, BEDAERIGICL 3BEERRDN BT, BIBRERL
ELROBREZEDEN 2B EITI LERD B,



3. BRERARIE , :
M AALFEIERICHE U AR R ET - BRO BB OARFICH M 21T 72
ERBERRBROBEETT,

[E2hE]

EBR LRI 25 MAEERER (ONO-4538-12785%)

220 E D{LERIER & A T B BRI XIIARTH O R R T a7 1T - B3
DEBEXIEEFEATE EEOPLARETESE LY ET5emlRICET 5 1R
) BE4936 (AARABE2260 2 ETe, ARFBE3306]. 77 ERB1636]) ZRHRIZ,
TS5 REBE LTARS mykez 2 BRBRCABMELL L XOFMERVRE
MEHRE L, TEFMMER THHLATHM (PRE [05%E|XM] ) 3. FHF
T5.26 [4.60~6.37] B A, 7S EREETL14 [342~4.86] TATHY, KANZXTF R
W USRS A B RERE 2R Le (A — FH0.63 [95%E8EKM : 0.51~0.78] |
p<0.0001 [J&%llog-rank WRE] ) .

10 & — FAIF
094 & -

0.8
0.7
0.6 1

0.5~

R

0.4
0.3
0.2

0.1

0.0 1

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

at risk %% . , S£7EHBMB)
AFIEE 330 275 192 141 94 56 38 19 10 5 3 0
FS5vRE 163 121 82 53 32 16 10 4 3 3 1 0

1 24754 © Kaplan-Meier Bi# (ONO-4538-12 #ER)



[Z2tE]
OENEMERER (ONO-4538-12 FRBR)

BEFRIIARHFIBE 300/330 I (90.9%) . 7T & REE 135/161 il (83.9%) (252D B,
BBRE L ORRBERBFE TERVWEETERIIAAEE 141/330 # (42.7%) . 778X
B 43/161 ] (26.7%) IR LTz, WTNDOBE TRIAREN 5% EORERIT T
DEBYThHoTe,

#1 VWPheOR TR S%ILEOBIER (ONO-4538-12 BAEY)

Do o yi W’Jﬁ (%)
BEAR T FSETE
%ﬁ "d”DRA/J 19.0) 330 4 © 1614
¢ ver 2> % Grade  Grade3-4  Grade5 2 Grade  Grade3-4  Grades
2EIER 141 (42.7) 34 (10.3) 4 (1.2) 43 (26.7) 7 (4.3) 2 (1.2)
BREEE e L e s e
X , 23 (7.0 2 (0.6) 0 309 0 0
- SEBESICREBEORE o
B ‘ 18 (55 2 (0.6) 0 9 (Ge 2 (1.2) 0"
EMBLOR TGRS I N
Z SEERE 30 (9.1) 0 0 9 (5.6) 0 0
RiB 19 (5.8) 0 0 5 (3.1) 0 0

2B AFIBIZB W TRIEMRER 76 (2.1%) S RBARE/ 2 F/3F—9 ] (2.7%) .
KGR - BEOTH 4 4] (1.2%) . 1 ZUERE 3 B (0.9%) . FFHSREREE 18 61 (5.5%) .
FFe 141 (0.3%) . FURBREREREE 13 41 (3.9%) . #EREE 1041 (3.0%) . BHRERE
=14 (03%) . TERAHIEREE 1§ (03%) . BIRMLIERIE 1 5] (0.3%) K infusion
reaction 1 Bl (0.3%) A5 b, ¥ir. BEGENRE. LK. Bk, GEML/IME
WA MEEBER, BIBRE, EEORBREE, Bk - BEL, BARUEL ) BERITRD
bNnAhoT, FEEERARIIBESES REREERE 28T 25DEHRRE
2R, ‘



[ - fE] |

AE O REMEMEEEFAZRRA LY I 2 b—va itk v, K53 mgke (B
B) I 240 mg % 2 AR CRE LBEOAR O MEPRESRN Sz, ZOk
BOARH 240 mg IR E LI-BEOBRERIT. A 3 mgke 25 LIZBROBRER & Ll
LTEESZRT TSRO0, BAABECEVTASEIERENTND A
¥ IR (10mgke % 2 BRIRRCRE) TAREHRE LBORER L ik L TR
PR LTS hE (FR), Mz T BROBECR ) 35— 2 k5%, A% 3 mg/ke
(AE) i 240 mg % 2 BB TRE LEEBOAFIORER & TR et L
OEEFBRINT ARBERSETIAMERS N, YHEEIC OV TREBMTON IR,
FROBE - RO TASER RSB ERIRV L FRIE N,

£2 FHORDYPBNF A—F

}Eﬁ¥£ . ﬂi% Cimax Chindi4 ' Cavgd14 Cma:gss Cm’m,ss Cavg,ss
(pg/mL) (ng/mL) (ugmL) | (pg/mL) (ng/mL) (ng/mL)
3 mglkg Q2W 516 16.6 243 113 62.1 776
ek (35.2,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 T 235 341 159 87.8 109
240mg QQW | (511 103) | (152,346) | (25.1,47.8) | (102,254) | (415,158) | (62.1,187)
191 613 908 398 217 278
1W0mghkg QW | (147 519) | (51.2,792) | (79.0,114) | (331,532) | (184,313) | (237,386)

HRE (5%, 95%5) . Q2W : LARIEIIE. Cuax : AIEHRE#OREMLFETRE, Cunus : HIEREHE14
H BT 3 REMEPERE, Cops: FREREZ14E BECOREHMBEFBE., Cunus: EFREBIZE
T AREMEPBRE. Coins | EFREBICHITBREMIEFERE, Cops 1 ERREBICIIT 5 FHMFF
BE



4, HERIZHOWT ’
EREMY X7 EEFE RMP) ITESE, AAHOEKDREEERIZE~DH 1 KH

BHDHIMRTHo T, AHOBREN B 2BELRZE - HEL. AFOREICIVEE

f;al”’ﬁﬂ%%é’éﬁw_llf%uﬂ“ﬂ‘é EBNERTZD, uw>®~®o><r«r%:rﬁt#m
WBWTERTZR&ETHD,

O MRIOVT

D1 FEDO (1) ~ B) OVTNNTHEYTIHERTHDZ &,

(1) BEFBRENEET 55 ADRESELUREES EHER IR A BRESIL R,
M A3 A RSB AURPE . HUS A BRI R L) (SFTET R 1 BEEA 1436
MEFR)

(2) BrEtihemby (ERK314E4 B 1 BRE | 86 fiR)

(3) FERFRMEIEETIBABDEEERR (BADREEIBERP. NADREE
W1k, DNABIREERERB R L)

4) AFRIFRIEEEHREL. %%ﬂz%ﬁ{ﬁﬂuﬁ12&%%[%1%&73[1%2@3@&%@
CRBBHEITo TV BHEER (T304 7 8 1 BERE : 2516 HER)

() MEMEERLSEENEORREE RS BHETo TV AR (R 30 4 7
A 1 BEFE ;1297 fEgk '

D2 BEOCHRERVBIERERR OIS0 2m#E5 L BRREFOEM (TRO
WTNNIZREE T HERM) 2. HEBEROARFNCETIEROBLE L LTRBSN
TnWaZ &,

i% .

o EMSFIEE 2 FOMYHELZET LeRIZ 5 FLUEORABROBRFHEL
ToTWABZE, 95, 2FEUEE., PAERYRELZET L L-BRIBEFZOWESY
fToTWVWAZ L, :

o [ERSIFEUSE 2 FEOMPTHELET bﬁ_?’ﬁ . HILEEO B AREYRIEZ ST S
FLEOMLBIREOBRET>TNB S &

o [EENRFEEE 2 FONHHERET Li2BIZ 4 EULOBERBREZE LTS
ozl 9bh. 3ED I, MEEREORARYERE S SR EOBERMES
fTo-TWBAZ &,

@ BENOERMMEREHROEHIZONT

EXRMERETRICRFTHEEPEB S, BEEENLOFRED, AN - &
EMERZNFROTEE OEME ICHT 5 R, AEFRNEE LEZHERAORE
¥R, SERESLIITONAEHIRESTWHI L,




@ BHER~ORRITONT
@-1 HamikmlizBES 5 B

PERAEB SO ER2BIEMASRAE LI, 24 RIERREROT, YBiERX
ESERRRIC R T B L BIERICE UTAREER U CT £ 0RIER OBRIC %
ERREOKENY BRIZELN, ELICHISAREREHIE-> TS T &, |

®-2 ERREEHFICLIFEERMGICETEH

BADRICED ZEMN LB R OKEL AT EREFENBHERE=4 ) 7
BEDEERDAZ ) —= U FEITOVERE L ERE XA TE 2T — AEREHBE
BERTNWBZ L, BB, BEFFHICOVWT, BABE L ZOFRERIZHSITAmENT
W3z,

@-3 BEROREORRICELT
 BIER (RVEMEMERICIN X, EEEMEE, LK. k. BETRERE, K%K,
MBS, BEEOCTFH. | EMERR, FRE, FEmEE, ffk, BILEREL. FRR
MiEREE . TERAWERE, MRIBE, BEE (BX4 - ROSTHEMBERZED).
BIRREE, . BEEORBREE . BIRMLEREE, infusion reaction, B 72 MIKHEE.
MERE AR, S, BA. BEORERS. MRAENE, LEES (LEMS - %
R - DEMSIAMGEES) . B, BT ICR LT, SRR SULEBE RSB O
B R 5 RN LB L (BIERORESICE L TSR OXESLZ T b5
ST HB I L), EHICENRMENTE 5 EHRE- TV L,



5. REXNZLRDBFE
(AzEC BT 5 FIEH] ‘
O TROBHEZEVWTHADOEMEPRIES LTS,
o 2O EDRERIERO B 2 IBRIBRTRELEST - BREERE

) T&:ﬁ%%5%%Kﬁ#éKﬁ@&%&@ﬁ%ﬁ%ﬂowfu\ﬁﬂ@ﬁ%ﬁ
DHELINTELT., AFORER/RL 2LV,
o —KRBERERVZKREREZT TOWRWEE
o TR HBhIRIE
o MONEBEMEESR LR L TREShBBE.

[Z&tizBT 5 FH]
@ TRICHHTIEECOVTHAFOREPERL ENTVDE I LM b, REZTT
PR &,
o FBNORTK LBBIEDEERD H 5 BE

@ BFEAIOFMIZB W T TRICEE T 2RBEFICOVWTIR, RFlOTRSITHEEI RN

B, MOIBFRBFERZWEBEICRY , BEEICAREZER T L 2BRETE 3,

o MIEMMERRBOAFIIBEFEDOHZBE

o MEESKRE CHEREZRD D %%‘&Uﬁ@fi@ﬁi%ﬁﬂfﬁﬂfﬁ*%@ L TTES
EDRICRERTLRH b D BE

. HERBREOAH. ULBMARE U< ZEREO H EAEES DA D
3?) HEE

. BBEE (ELBNEBERLET) ObhsRE

. %&@Eﬁﬁ%lﬁﬂ%@i EHETOLRE

e ECOG Performance Status 3-4 %0 D B

&ED  ECOG ? Performance Status (PS)

Score | B2

0 | £<{MBEREHTE S, BRALFALBEEEBHIRZIITLS,

PEENZE LOEBNERIR S 2 2, BITAIET, BIEESE - TOERIIITH Z LN TE S,
Bl BVWRE, FHEE

BITRIRRCTE S OFDEY O Z LT _XCAEEEMEE T TE 20, BF 0 50%LL LIy FATRIT,

RoNZZHZOHFOEIY OZ L LA TERY, BHFO 0% EEXy RPARFTRIT,

Alw o] =

LT, BADEOEY DI LEL TERY, BERRy FIABFTBRIT,

9




6. BEICELTHETR&EEH

TRAF ORI %, BUERRFEES AR 2 BRI E S & KA O fME R DB IERE
RADDIZHERBERETSICEBEL THLERTZ &, ,
TERBERIC RS L, BE T OFEICEDER ERIEEZ+ATFA L, REZRE
ThoRETHZ L,

ERBIERDO=RT A MZONT

)

&)

RIEMRRER S LN EBHEDT, FEDOREIZ S > T, BRKRE
R (EIREEEE, Wk, FEE) OMERER UK X MREOCERES, BIEL 7
ITH 2L, Er. MBS LU THE CT. MiF~—V—F0RELEMT D
z&, .

AR O EXEE D infusion reaction (2f# X TRARFIZ oSO TE 5%
WEIT- 7z ECRAT 2 Z &, %72.2 B B UEOAHF|HREHFIZ infusion reaction
NeHHbh3ZLbdHdDT, AEBREPROKEFEERTRIZAL ZNVTA
CEREIET 5%, BREORELHSICBIERT S L, 72F., infusionreaction %
RELULEAITIE, 2TORBERRERNZSICEET 5 £ CAE » +HBE
THIE,

FRIREREREE, TREAMEBERVRIBEEERHODLND I LBHDHDT,
ARFN D5 BRI R O 5208 P i B RIS N WS REREE (TSH. Rk T3,
WeHE T4, ACTH, M=V F Y —VEORIE) 2EET DI L,
AHOBEIZ LD BEOCRERIGCERT S &2 b dtka REBOHER
BHobhdZ enbd, BENRDONZHEAITIE, BELEFRIILLE

- EPR Rk & RBR 2 RO R & EE U CEEIRERIBET 21TV, RE ORE

KIS & 3 BIVER RSN 3 BEITIE, AROKREIHIE, RUBIBRER
NEVEIORESEREERT S L, 2B, BIBRERLVEYOREIZ LY EIE
FOWENRD bRRVES T, BIBRERVE I OREMEIF OB
HEET B, , |
BERTH, BERS LR ARAL T LEWERRRRTZ L 8H B D,
AR OB ERTHRICHEWERAORBIZ+DITERT D, _

1 BERs (B | BIERR 2 8T) Nb bbb, ERFES FTY =T 2
CEBZLDHDOT, AE, B, RHEFOERORILMBED LA+
SEBTAIE, | EERERELNBAIITREZPIEL, AR VB
FoBEEOENZABEITY Z &,

AR OBERRBRICE\N T, BEEE» S 1EMIZ6 BT, TR, 1282

&

WCESEOEEE T TV & 28I, AFBRSPIIEMNICERREET

PROERZITH T &,
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X RAHEETA R4 v
=hn<7 (BT z)

(BR5E4 : 1‘7’ V—ARRBBE20mg, 47 /—?,ﬁﬁ%& 100 mg, 1‘7" -
AR 240mg)

~ M MR B IR~

R 3 04E8 A (fFn24F 2 AHET)
AR



a%

SRR R SR

LI ®DIT

AR O, 1ERRT
HEERIZDWNT
BREXMASLRDBE
BECBRLTER T &FH

P2

P3
P4
P6
P8
P9



1. IZL®IC

ERSOEME - REMOREDDICIE, HRATEECE SV EERERRRD
BB, &bIC, IEOREROESIC LY | MEERR 2 & OBEHA 2 FRAIERH
FEERNAKBENZF T, INOOEER P EICLERBEICRMT 52 L ARED
BELR-oTRY REFEMBOER & SEDEATEF 2016 (ERK 28 4£ 6 A 2 BEZBEE)
BT, BEFMERRSOFERAOREIEELZRSZ L L ShTVE,

FARE MR ERRIL, BEEARRAE T a7 7 A VREEOERR & B 5 2R
RBZERDD, ZORD, EHUEROELMEICET 2 HRA+HEMT 3 £ TO/M.,
WHERSOBEELM ST ERPFINIAFTCH L TERTS L L b, BIfE
FRBE LB LERRSE & 52 LN TR —E OB M- T B oA
TEILLENEETH B, ‘ '

LIeRoT, AHA R4 Tk, BREEMLINE TIBLN TS EEEEN -
BEHRMICESE, UTOERLOBRE2HEREHET 2880 b REAREM, 2
FROBEEELTT, |

¥, ARIA BT A id, MSATEIE A E RS ERSERR A, ARHREIEARA
BRIESYS, —REAEA B ABRNEES, KEFEFIESEABAREZSRO
— AL FE A B ARER SR A DB DS & 1B LT, :

Xt LR DERS AT O~ R REHIE 20mg, A7V — R REFHE 100mg, 7Y
— RS 240 mg (—R4 - =R ~T (BEFHEELZ))
RHELRAPETEPE « BALFIIER ITHE L - SRR EST - BROBMME R
& A
HBLRZBERVAE B%E, BRAIKII=RAr~7 (BETFEKRZ) L LT, 1H240mg
A % 2 ARIFER CREFET 5,
®l & IR 5t ¥ F o NEESTEKKSH




2. FRIOKM, ERAEF

F 7 O—R EEHE 20 mg, FATEFE 100 mg R ONEREFE 240 mg (—HR4 @ =
Bu~7 BEFEBRZ). UT. [X# 205,) & ABEHTEKISHE A Y
Ly 2 Atk BTVA I =L ¥—X 2747 (BMS) #) »3BFE Lzt b PD-1
(Programmed cell death-1) 12533 & M IgG4 £/ 7 B —FAHETH B,

PD-1 i%, HEMALL7ZY >33k (THilE. BAIRR O F 27 0% 7 —THIKR) KU
BB RET 5 CD28 7 7 X U — (T MBOEHAL 2 MBIHIC IE & AICHIET 545
FH) BT 3RAEETH S, PD-1ITHRE MRS S PD-1 Y V> F (PD-LI
BOVPD-L2) ¢EE L. U U ERICImEIES 7L 2RE L T Y U BROTE(LIRRE %
BTG LTWVW5, PD-1 U F Yy FidfuRIRRMIRLIAMNC B b DRk~ 22 EEERIC R
LTRY., BEMEEERE LUK LIZEEERICR TS PD-L1 OFRRLIFROLF
B L ORICAOHBBENH B Z & BHE SN TS (Cancer 2010; 116: 1757-66)
i EMEAEAE CIESBETMRESELET LA v F—TxrF < (FNy)
k- T PD-L1 ORBENFE SN, BB LIZERERICKT 2 PD-L1 ORHALIFERD
ATEEIR & ORI EOFBEBERRH D L DE L H B (Sci Transl Med 2012; 28: 127-37),
& 512, PD-L1 2 RHEIRE SN AMMIZ, FURKRM CDS Bt T Mt oMieisE
EREI S B2, B PD-L1 HifkT PD-1 & PD-L1 ¢ DA Z2MAET S L E0Mig
EEEENEET S Z ENRENTVS, HOZ &5 5 PD-1/PD-1 ) Y FEREIZ, 2
AM@ﬁﬁﬁ%Qﬂ&Tmmm6®W$%%@E?5%$®—okLT%%%ﬂfw
B,
AFNT, EERBROFE R b PD-1 OFINSMER (PD-1 Y H v PRS0 IZREE L.
PD-1 & PD-1 Y X FEOFREEMEETDZ LI LY. BATURFRNR T MO
ML R U AKBRAI 6T B AIRRE IR E 2 083 5 Z &L TR RBEGEDR 2 RT
ZERERISN TV, | '

IHH DR AFITEMEBICT A RIBREICRVES bO LIRS,
BElEPRERE 2R E LBERRREERE L, A, ZEMERUOBEES R
e,

AFIOVEFIEFIC £S5 BEDRERIGIC L 2 BHERSER S bbh, BEEXIIETIC
BB AEENND D, AHOREPRUEERICE. BEOBEL STV, BENE
B BITIBAITIL. BB L BRI U B M2 a0k &R E o AT L g LTl
EIRERNBIT ATV, BEORERSIC L 2 EHERNEDN 3BT, BIBRESNL
ELHIOREZEDBEE2NBEITOMLEND D,



3. BRERRRSR ' .
D AACERRIER IR U TSI AR /R AT + FI58 o0 T i o g M oD AR SR P 12 ST %
IToTe ERBEREAROEE LTI,

[F2htE]
ENE DB (ONO-4538-4135R)

TIFFTRHALARA N FE R MY U 2KFHE OBRRECFRE IR
BRABE/2AEST - BROBMMIET R ERE (ECOG Performance Status 0. (8 1) 34 i %
FHRIZ AR 240 mg % 2 V8 BIFEINE T ARREEE Uiz, TEFMEE A ©H 5 25% (Modified
RECIST criteria (2004)i2 -3 < H9u¥)EIZ £ 5 CR XX PR) 1% 29.4% (95% (=X -
16.8~46.2) Thote, 2. BANTRE LIBIMEIX 5.0%Th -7z,

[Z4£M]
EWNE DR (ONO-4538-41545R)
HEFRII2B40] (94.1%) @D LN, AF L DRRBRREETE AVEEES
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