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1. IILBIC

R3S DO - L RMEDOREROTZ DI, U SCEFIZE S W2l E AR D
BND, S5, EOREREMOMEAIC L0 | FURESR G 72 & OFHH 728 L E R
FPERBDARIND T T, 2O OERMNZFEICHNERBFIRMLT 2 2 L BREO
AL 2o TR REMBGE R & SO FAR #2016 CF% 28 45 6 A 2 H MRS E)
IZRBWTYH, FHERLEOHHORBE(LHEEZXS Z L& Tna,

BORVE SRR ST, SR &M 7 0 7 7 A ARBEE D ER S & B S i
WMHZENBDH, ZDH, BINEROZEMEICET HERNHERT 5 £ TOM.
YHERLOBEEEZIT D2 ERPFR SN BEICR U THEMAT L & &b, BIE
RSB L 7B B 25t & & D 2 & S AhE /e — T O B 3 7= 3 SRS B 1
THZEREHEETHD,

L7eRoT, RIFA RT A Tlid, BRERESLZNE TITHELN TV D EFHTFH) -
B2 RN S & | LUT O RS O fcii 7o 6 & HEtE 3 2 8L D LB B0k B2
RO EERER~T,

I, RITA BT A A%, MSIATBOE N B RS SRR, At EEANB AR
BRI o, — M ERE N A ARERRNB ES BEFREFITEEE A B AN 22 & O
—AEEIVEN B AR SR 2 O Db EAERL LT,

WG &R D EIE, TV — R EREE 20 mg. A7V — R EEERE 100 mg (—&
& =R~ T (EfsTHgz))

R E T DREIIE « 23 AALFIRIER (T U 7 YRR AN RE 7R HEA T « P78 00 R R gt o Fz
i

RELRAMEROHE @, A=A~ BEHEZ) & LT, 1[H 240mg
% 2 MM CAREEET 5,

B I 5B ¥ /NP T ERRUSAE




2. AHN DR, TERBF

7Y — R A ERE 20 mg K& ONE] SR RS 100 mg (—ik4 - =R~ T (Eis R
#az). AR, TARAD) 1%, AN TSt A X Ly 7 23 (BT Y A b L -
~A Y —RX 2747 (BMS) th) »BA%¥ L7=t b PD-1 (Programmed cell death-1) (2%
T5k MUIgG4E /) 7 u—FAHKTH D,

PD-1 1%, {EME(E L7 U o RERk (T M, B AL T 2 7 0% 7 —T Mifld) KOVE
BRI R BT 5 CD28 7 7 X U — (T AR OIGHAL Z i BhHIZ IE & BUSHIEE T2 2
TR IR T 2B RTH D, PD-LIFHURIE RHIIRIZRELT 2 PD-1 Y 7 K (PD-L1
KOPD-L2) EfEA L. Vo RERICHfIE Y 7P v s LT U o SEROEMAIREE
BIZHRET L TWad, PD-1 U H > RISHUREERMBELIAMNC B b Ofk & 72 RS RR I 585
LTk, BEMERAMREEE)OUER LB T S PD-L1 OFBLLINEDAEF
IR & OMICADOFBEIEIR A & D Z & 23 S Tu%  (Cancer 2010; 116: 1757-66) .
F 7o BN R A E R CIHRRRE T MRS ELET DA v ¥ —7 a4~ (IFN-y)
IZE > T PD-L1 OFEENFHEI N, B LGRS PD-L1 OFHL &1tk D
AEAFHI & ORNCIEOHBIRRE R & 5 L o#iE S & 5 (Sci Trans Med 2012; 28: 127-37)
I 51T, PD-L1 Z# JRiIFEBL S 728 AR, HURKERAY CD8 Bk T i oo il e 555
EMEAE TS S 528, P PD-L1 BT PD-1 & PD-L1 & OfEAZIET D & Z O
EEEENREIETH Z ENRENTWD, D Z LMD PD-UPD-1 U 7y RIEREIX, 7
AR TR R RAY 7 T AR D OBEEZ T 28 FD—2 L L TEX LT
Do

ARFNE, SR OFE R & PD-1 Ok (PD-1 U 7 FREAHEIE) ITRA L.
PD-1 & PD-1 UV H Y REDREGEAETHZ LICLD, BDATURRFRENZ T Miols
PEAL K O AUKIBENS %19 2 AIE =G VE 2 #9589 5 = & TRk e PUBE2h 3 2 "4
ZEDER I N TV D,

INOOFEN S | AFNIEMEIEBE ) 2 Bl 2R EIc 20 55 b0 L HifF S,
T R RS At G & LT ERIRRRBR 2 320E L, AhME, 2t VAT R
Sz,

AN VE ST 5 < HBEE DRI T L 5 ANERISD & & b, B UL IC
BB AR B B, ARG R OB ERICIE, BHEOBREE FMT, BEAR
0 AT ANTIE, FEHR L7 BT U P72 Rk & RRBR & 5 AT & et L
ORI 21T\ B ORIERISIC & 2 BIER A DN 554 IE, BIEHE AL
LRI DB 5D R LE 21T 5 LB B D,



3. BREREE
IR AAV TR\ I L 7= BB AN REZREEAT + P98 0D SENE PGt 2 HEE 0D 7GR L = R AT 2
1T - = EREERRABR OGS % "9,

[H2hE]
WNE T FHEER  (ONO-4538-41357)

TIFFRA LR R LXK R Y T LKW & OO B ICRIE AT AR OY)
PRANREZRHELT « P O EMEIFE T E A (ECOG Performance Status0 & (Y1) 34 il %
KGR A 240 mg % 2 A IR C i it L7, EEFHE E T o 5 254053 (Modified
RECIST criteria (2004)(2 453 < ]I & D CR XX PR) 1% 29.4% (95%(E#E XM :
16.8~46.2) Th o7z, 728, FRICHE LT-EEIX 5.00THh -7z,

[Ze421E]
N TR (ONO-4538-417A57)
BEFGLITI2Y34H] (94.1%) (ZRD DL, AH & DREBEBNGE CE RV EFR
1323/34%1] (67.6%) (2588 DALz, FEIENS%NLL EORWEHIZ TEDO LB ThoT-,

F RIS %IUEORIER (REMATHREN)

THH AFIBE
Grade 4 Grade Grade 3-4 Grade5
REHEE FEBL FEBIER | OBl B | RBL  RBIE
(MedDRA (2 X % SOC-PT 43¥5) FH (%) FH (%) FH (%)
KRB 34 34 34

oy ik

FOPR IRAEREAR T E 2 5.9 0 0
H I

T 4 11.8 2 59 0

A% 3 8.8 1 29 0

BITN 2 59 0 0

g 2 59 0 0
— - B HEE B IO GERALOIREE

s 3 8.8 0 0

95 97 2 5.9 0 0

FEEN 2 5.9 0 0
AR AR A

Yo—B BN 4 118 2 59 0

TIZ—EHEN 3 8.8 1 29 0

Vo SERER 2 59 0 0
Rt IO SEEE

BARIHER 2 5.9 1 29 0
B H SR B KOS A Rk

EANEN 3 8.8 0 0
RGBS L O AR kB =

5 4 11.8 0 0

R NTR 3 INA 2 5.9 0 0

R bW SN2 AHEL4 3. MedDRA ver 20.0] &2 iV CRi Rk 2 72,

Grade I3 CTCAE (Common Terminology Criteriafor Adverse Events) v4 Z ICHEL 5,



IRk, phiEREE 2 ] (5.9%) | IFEEREREE 161 (2.9%) . HUIR IS RERE S 4 4] (11.8%) .
VLRI 2 5] (5.9%) . KIGZE « EFED T 241 (5.9%) . 1 HLBEIRIE 141 (2.9%)
MO DT, Fo, BHEREREE, EEOKERE, TERAHMIERTE, RAIBmHRiERmRE,
e, EAERMESIE, MMZE - BEEJS. infusionreaction, SN E 9 BRSE, RS, k. A
WORRMRIE/ X A /3T — o Vel B PSRBT . T2, BiRiie ZERRSE K& OV AL
PERRAE RITFBD BRI o Te, REWEARBLURIUT S % EROBEES (AR AR
WEEl) #BUENERE T,



4. FEFRIZOWVT

R Y 27 EEEHE (RMP) [ZHS& | ARH 00 B 3K 5L 22 P ARG B~ D 1 7 7R
MW HHER T > T, AR OEEN#EE) 72 BE Z2W - FE L, AFIOEGICXL D BHE
REWER A B LTRSS T2 2 L A B2 LT OO~@ DT T & i 72 7l
RIZBWTHAT & TH D,

O MERRIZOWVT

@1 Fieo 1) ~ (5 OWTHRMNITHEYTIME THHIL,

u)Ei%@kﬁﬂi TET D D AU HOEHEIL AR PSS (BT IR DS AU OB L AR B
HUIER S A RS B HL SR e kS ARSI &) (O 30 4F 4 A 1 H WA : 437

(39

(2) HCHERERPE (A% 294 6 H 1 BRSNS« 85 fifigk

(3) HEAFIRAFENFRE T 203 VBT (DS AR P, 25 A iiai s
W 19mBE. DS ARSI HEE R 2 &)

(4) AFRALFRIEEZHE L, %%m%ﬁﬁm%1x1%%m%$&m%2@m R L UE
IR D ZE T TV D liaR (CERK 284F- 7 A 1 HIREA - 2&0% %)

6)#ﬁﬁﬁfﬂﬂﬁﬁﬁm%®m RHYEI[R D AT - TV A ltieR (FRk 28 4 7
A 1 BEFA ;1290 fitig%)

D-2 M5 5z B Db 2 E K ONRIE R R BLIRE O b -+ 43 72 il & #8 Bk 2 F5 o
ERI (FROWT DT Y T HIERM) 2, Y2 BRI OARANCET DIREOETH &
LTREINTWDZ &,

=

o [EAIRFFEASE 2 FOPMINME Z /& T L72RIZ 5 FELL LD ARROERIRIHME %2
ToTWHZ &, 9b, 2HULIT. DAFEYREL T & LUEIRIESFOIHE %2
1T72>TWNWH T &,

o [EEMCFFEUE% 2 FOYMINHEZ K T L121RIC 4 FFLL EDBKREREZF LT\ 5D
Z L, OB 3FELLRE, MR R IR O A A SRR A G T e NER SRR S D R R
WHEZ{T->TW\bHZ &,

@ BENOEFKMFRERDEHIZONT

I IEHRE BT 2 BEE D EE S, EBEN D OFRED ., Ao - &
PSSR E RO S OERSIC T 215 R, AFEFSNRE LGS 0WE
¥, HRHSODIATON D IRHINE S TWDH Z &,




@ BIEFA~DORIFIZONT
@-1 fEsAHIz 3 2 B

VRTS8 S 0 B R IR 28962 L 2RI, 24 RRIZHRIRHI O F . 3% HEA% X
R RIRR T 350 T, BB L AR U C BB LR O CT S ool 1R O8I &
BIRRA DR Y A PITRE O, EDITKISRER AR > TnD Z &,

@-2 ERIEFEEFIC L 2AFFRAINCHET HEMS

S ABHRTHE D D BT 72 e O\ BE 2 A 2 BIRIEFRE D EIE =2 ) 7
EEDITEROA Y ) == 7 ZATOERE L FwE A TE 5 F— AR 2R
SN TVD Z &, 2B, BiAHIZOWNT, BDABE L ZOFEBET 3T mshT
WnHZ &,

@-3 ElfEH ORZWr-OoxISITBE LT

AITER (FEMERREISIN A, BRI, DR, Mgk, BURUTHBIRLE, KIHZ.
HEOTIM, 1RGP, ITRRERET . FIRIRIREERE T MhRtfa . BiEE (8
PRANE BB R 2 ate) . BIREE, Mk, EEOLERS, fIRnRIERE, infuson
reaction, SoFEMEML/ MRS VESRBER (ITP) | it DS SOG, MR T, OlREE (o
Bl « RIR - OEPEAMGHESE) . PR M) (6 LT Y agha ST BRE R
BB ORI ME 2 A9 D R & s U (BIVEH ORZWH-ORIS ISR L THRE R OSSR 2521
DRORMICH D Z L), EHITHEYRLEN TE SFHIRE->TWD Z L,

o



5. BEXRLBRDIBE
[Z22PEIC B3 2 F1HE]

@

@

TRICEU T HHEEFICOVWTIIARRNORGENED L SN TWDH I D, H5 21T
F oA AN
o KRANIDRSTITR LigEUE DB ERE D & 5 BE

TRRATOFAMIC IV T FRRICE Y T 2 BE T OV TT, AAlOREIIHEE S e

D, AOIREERTUL A 2N EITIRY | HEICAFZEH T2 2L 2BETE D,

o [WEMMEEOGI IIEEDH 5 BE

o TR AR A CRHVE R 258 6O D I K ONEE)ME O HUR BRI s 2 <o gL it ¢
HEDORICRIEMEZAL D A B 5 B

o HOEREOAD, UTBMERZRE L IXFFMED B OB OB EED
oD HRE

o RERBHE (GEMESMaBEELET) ObHBE

»  ECOG Performance Status 3-4"*V D ¥

SRl tlE She Rt ) |

o)

@

TROBHFIZBOTAADOHMER RSN TS,
o ALERIERO & D UIBRAREZELT - FRFR OBl b R R

TREIZEE Y T 5 B TR D AF OB G- L OMEH FIEIZ DN T, RAIOH %
DHELSINTHELT ., RAOEERIR LR LN,

o —KIRFEEZIT TVRWES

o fLOPUEMEEES L OFH L TG S BHE

(D ECOG ¢ Performance Status (PS)

Score T

0 | &<MERIEETE 5, FFaiL A U HEAEENGHIR <172 5,

1 PIRBIC I U WDIEBNZHIR S D A3, BMTAMRE T, RIEESMHE > TOEEIFITS 2 &N TX 5,
B BMOFE, FHIEE

5 BATRIRECH D OHORIY O Z L 13T X TRIFEZAERIL TE 22V, HH D 50%LL EiZ~Xy RACilg 2
ED

3 ROENZESOFDED DZ L LnTERY, HHO50% EE Xy R+ iR 7,

4 | BT, BHEAOHFOREY D L1 TERY, BEICNy RO TEIT,

8




6. BREICELTEETRXEH

O WA CEFICON A, BERTEES DIREET 2 BRI Z ARK| O Fei: & OV 1IEf#
MO DI RE IR L T AT5 2 &,

@ EEBHAAIIENI D . BE I OFIRICAE ML G EZ ot L. RE 25
ThoRETHZ L,

@ FEREWEHDO~FXY AL MZONT

FEMEEER S 5D Z ENHDDOT, AFOEEIZHT--> L, BEE
M (PRI R EE, nmk, FEENVE) DORER L O X MRiRd O LM%, Bigx 1+
ZATH 2 &, Fio, BEIZS U THRE CT, i~ —b —S0REZ2 £ 5
Z &,

AN OF 51X EE D infusion reaction (2 2 THEEARRIC 43 2256 D T & % Y
& AT > 72 L CBtAT 5 2 &, £72. 2 [0 H LA OAHI$ 5-FF1Z infusion reaction
W HbILDZ L bdHDDT, KA HROKRAB G TH#RIT AL Z LA
ERET 5%, BEOREBEHICBIET 52 L, ek, infusonreaction %
FHL LG E 2R, 2 TOMEE L OER D TERICEIE T 5 £ TRE Z 085
THZ L,

RIS REREE N S Db d 2 L3 D DT, AR OF 5-BA kT K OB 5411
X ESIRO I HR IR RE R A (TSH. bR T3, 15 T4 S oWE) 2 Ehd 5
e,

AR OEHIZ LY | BEORPEESINTER T 5 L& 2 5Dk~ IR B E
DHOLDONDZ EnbD, BENBEDLNEAICIE, BELLEFRIIS U
RLFR A 72 05k & 8B & RO R Al & s U CE bl 2 R W 2 1TV IR ok
BOGIZ £ 2 BWER 23860 23551213, AR ORFESUTF 1L, K ORI BE R
WEHIORGEEZETHZ L, B, BIBKRERLVEORGIZLYEIE
M OUEDTRD HAVRNGA T, B BB RV - LSO S il # o8
HLEET D,

BG4 T, BEM 5D ARE L COLRIERANEET D Z R 5720,
AR OEEHETHIZ S RWEH ORI 2R T D,

1EUBERIE  (BIE 1 BUBEIRIE 2 & de) b biv, BERFES R TV R—v 2
CEDLZENHLHOT, A, HEoly, MR DGR ORI MmAEE D _L5H7- 121
SEET D&, LEERBENSEDN - SGAIITEGEERIEL, AR il
F O 55 OMEE) LB 51T H 2 &

@ AAIOEFRABRICIBNT, 3MEEGEZE (61T L) (A Z1T > T
L aBEIT, AAEGPITESRICEBREE THROMREZITO T L,
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1. IILBIC

R3S DO - L RMEDOREROTZ DI, U SCEFIZE S W2l E AR D
BND, S5, EOREREMOMEAIC L0 | FURESR G 72 & OFHH 728 L E R
FPERBDARIND T T, 2O OERMNZFEICHNERBFIRMLT 2 2 L BREO
AL 2o TR REMBGE R & SO FAR #2016 CF% 28 45 6 A 2 H MRS E)
IZRBWTYH, FHERLEOHHORBE(LHEEZXS Z L& Tna,

BORVE SRR ST, SR &M 7 0 7 7 A ARBEE D ER S & B S i
WMHZENBDH, ZDH, BINEROZEMEICET HERNHERT 5 £ TOM.
YHERLOBEEEZIT D2 ERPFR SN BEICR U THEMAT L & &b, BIE
FANFH LI LB RIS % & D 2 & WS Al HE e — 1 O B %35 7= 9~ Rk BE <4
THZEREHEETHD,

L7eRoT, RIFA RT A Tlid, BRERESLZNE TITHELN TV D EFHTFH) -
B2 RN S & | LUT O RS O fcii 7o 6 & HEtE 3 2 8L D LB B0k B2
RO EERER~T,

I, RITA BT A A%, MSIATBOE N B RS SRR, At EEANB AR
BRI o, — M ERE N A ARERRNB ES BEFREFITEEE A B AN 22 & O
—RAEEEN B AR ER TR OO b EAFR LT,

WG &R D EIE, TV — R EREE 20 mg. A7V — R EEERE 100 mg (—&
& =R~ T (EfsTHgz))

R LR DEUINE « BIBRAREZRHELT « I8 O I/ NI At

RELRAMEROHE @, A=A L~ GBEHEZ) & LT, 1[H 240mg
% 2 MM CAREEET 5,

B I 5B ¥ /NP T ERRUSAE




2. AHN DR, TERBF

7Y — R A ERE 20 mg K& ONE] SR RS 100 mg (—ik4 - =R~ T (Eis R
#az). AR, TARAD) 1%, AN TSt A X Ly 7 23 (BT Y A b L -
~A Y —RX 2747 (BMS) th) »BA%¥ L7=t b PD-1 (Programmed cell death-1) (2%
T5k MUIgG4E /) 7 u—FAHKTH D,

PD-1 1%, {EME(E L7 U o RERk (T M, B AL T 2 7 0% 7 —T Mifld) KOVE
BRI R BT 5 CD28 7 7 X U — (T AR OIGHAL Z i BhHIZ IE & BUSHIEE T2 2
TR IR T 2B RTH D, PD-LIFHURIE RHIIRIZRELT 2 PD-1 Y 7 K (PD-L1
KOPD-L2) EfEA L. Vo RERICHfIE Y 7P v s LT U o SEROEMAIREE
BIZHRET L TWad, PD-1 U H > RISHUREERMBELIAMNC B b Ofk & 72 RS RR I 585
LTk, BEMERAMREEE)OUER LB T S PD-L1 OFBLLINEDAEF
IR & OMICADOFBEIEIR A & D Z & 23 S Tu%  (Cancer 2010; 116: 1757-66) .
F 7o BN R A E R CIHRRRE T MRS ELET DA v ¥ —7 a4~ (IFN-y)
IZE > T PD-L1 OFEENFHEI N, B LGRS PD-L1 OFHL &1tk D
AEAFHI & ORNCIEOHBIRRE R & 5 L o#iE S & 5 (Sci Trans Med 2012; 28: 127-37)
I 51T, PD-L1 Z# JRiIFEBL S 728 AR, HURKERAY CD8 Bk T i oo il e 555
EMEAE TS S 528, P PD-L1 BT PD-1 & PD-L1 & OfEAZIET D & Z O
EEEENREIETH Z ENRENTWD, D Z LMD PD-UPD-1 U 7y RIEREIX, 7
AR TR R RAY 7 T AR D OBEEZ T 28 FD—2 L L TEX LT
Do

ARFNE, SR OFE R & PD-1 Ok (PD-1 U 7 FREAHEIE) ITRA L.
PD-1 & PD-1 UV H Y REDREGEAETHZ LICLD, BDATURRFRENZ T Miols
PEAL K O AUKIBENS %19 2 AIE =G VE 2 #9589 5 = & TRk e PUBE2h 3 2 "4
ZEDER I N TV D,

INOOFEN S | AFNIEMEIEBE ) 2 Bl 2R EIc 20 55 b0 L HifF S,
FE BB AT BB 2 g & LT BRI &2 S5t L. A b, L atE R OVE D R
iz,

RFNOVEFHEFAIC 35 < MBI DRI RIGIT & 5 BITERS 8 b b, B I LT
BB AR B B, ARG R OB ERICIE, BHEOBREE FMT, BEAR
W BV AT, REHL L7 98T U 72 B PR 22 naik & RRBR % KRS TE AT & e L Tl
ORI ATV B ORI & BRI S EDN 53 A 101, RIBR AL
LRI DB 5D R LE 21T 5 LB B D,



3. BREREGE
YRR RBE72 AT « B OIE/ Nt (R bR &k OFER T B ) O AGRERIZEF
i 247 o 7= 3 72 B R SR D plokg 2 7~ 97,

[H2hE]

VRN ),
OENE T FHRER (ONO-4538-05 i)
77 F R e G A RIERE 2 A T 2 UIBRAEE e B B/ IV XX O R S R
% (ECOG Performance Status 0 2 (8 1) 35 il & %4212, AA 3mglkg % 2 i@ F RIS <
RIFFE L7, FEFHMEHEE TH 528505 (RECIST A R7 A > LRI HS < ke
HIEIZE D CR UL PR) 1% 25.7% (9B5%(EHEX[H] : 142~421%) Th o7z, 728, FAl
[ZFRE L7 BMEIE 9.0% TH - 7=,

QA B IARER (CA209017 7#%) (N Engl J Med 2015; 373: 123-35)

7T FF RN G A TFIRERE A2 AT D VIR ANREZR B 1/ IV UL 38 O /- LB
¥ (ECOG Performance Status 0 2 (N 1) 272 1] (ARHIRE 135 1], RN & & /LEf 137
B) ZXRIC, ReX XA Z3BE LTARS 3 mgkg % 2 MR CRMEEE L,
EEGEHEEE Tdh 2 AR (FRE [95%EHIXEHD) 13, AHIRET 9.23 [7.33~
13.27] 7 H. FEZF®ABET6.01 [513~733] WHTHY, AANL R X FELiC
kT UREHFHICABERIER 2R LTc (O — REk 059 [96.85%fE #HIX.[H : 0.43~0.81],
p=0.0002 [J&%5!] log-rank #7E]) .

X1 OS OHREf#EHT O Kaplan-Meier it (FE(EAL S -2 H)

4



(FER ¥ B R
OENE T FHRE (ONO-4538-06 #5#)
7T FF R G TFIRERE A A T D UIERANREZRTIB 1/ IV SUI I D IR B
a7 (ECOG Performance Status 0 & UM 1) 76 151l 2 b 4212 A4 3 mglkg % 2 1 [ b
THRIEEE L., FEFIEE T 2R9FE (RECIST A R7 A4 v L1 RIZESLH
JEHEIZ L D CR XIZ PR) 1% 19.7% (95%(E#HIX[H : 12.3~30.0%) Th o7z, 7o, &F
ANZERE L7 BIfEIL 9.0%TH - 7=,

Qs E M ARRER (CA209057 785#7) (N EnglJ Med 2015; 373: 1627-39)

7T F SR G TFIRERE A T D UIERANREZRTIB B/ IV SUI I D IR B
e g (ECOG Performance Status0 M T8 1) 582 1] (ARHIRE 292 1], R & & /LEF 290
Bil) ZxIRIC, ReEX XL z2xteE UTAK 3 mgkg % 2 B HFIRE CRIEEFHE L7,
FEFHEEE Th 2 A HIM (PRfE [95%EHEIXHM]) 1%, AFI#ET 12.19 [9.66~
14.98] A, FEX 3w/ EET9.36 [805~1068] 7 A THY ., AFNIL FEZFELIC
K USEEHFHNCA BERIERE 2R LTz (O — ik 0.73 [95.92%(f5#HIX M : 0.59~0.89],
p=0.0015 [J&%5!] log-rank fRE]) .

X2 OS®H[Ef#ENT O Kaplan-Meier fift (HE{E2% (b <7 5E£H)



(PD-L1FEBLIR I O A M e OV22 41E)

WAV ITFFRER  (CA20901 7386k & U\CA209057:A5R) (LA AN LB ED H b, il
FERRRIC BV CTPD-L1A 388 L 72 S iia sy 5 %14 (LLF, TPD-LIEHER]) (2B
FTAHERNE SN —OBE DT —ZITHESE, PD-LIRE B RN AR RN AT 21T
STEGIMER L EVEDOFRERIIUT O LB Tholz,

HEICEI LT, RE R TIE, PD-LIORERIC L BT, Fe& 3B /URE L g
L CTAHIRE COSHIER T DA D F8 D H LT,
BRI F Rz Tl PD-LIBEL RN 1% OBEAIC R 2 2R L IZIEFRBEORE R T

HoTe (T,

B, RELERE, FRELEREE HIZ, PD-LIOFEHRRIC L ST, AFHOLEMET o

77 ANEEERTH -T2,

1.0

0.9

0.8

Probability of Survival
e e 2 9
B wn =2 ~

o
w

2
9

e

e
=)

T T T T T T T T T
0 3 6 9 12 15 18 21 24 27
Overall Survival {(Months)
Number of Subjects at Risk
Nivolumab 3 mg/kg

108 82 70 60 48 39 26 17 4 0
Docetaxel
101 87 69 53 38 30 13 5 2 0

Nivolumab 3 mg/kg (events : 77/108), median and 95% CI : 10.41 (7.29, 14.26)
“" Docetaxel (events : 75/101), median and 95% CI| : 10.09 (7.36, 11.93)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% CI : 0.90 (0.66, 1.24)

Probability of Survival
e 2 e e 2
w I wn -] ~

I
9

e

e
o

T T T T T T T T T
0 3 6 th 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mgrkg

123 a8 86 77 73 65 27 13 5 0
Docetaxel
123 102 80 61 44 36 13 4 3 0

“ Nivelumab 3 mg/kg (events : 68/123), median and 95% CI : 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)

X3 CA209057 3B PD-L1 RBLRFITD OS O H [Efi#HT D Kaplan-Meier RiAR
(R : PD-L1<1%DBFELEF. A : PD-L1=Z1%DRELEH)



[Zcapt]

R - B )
OEWN T HHER (ONO-4538-05:4#)
#z1 RBHEBNR5%LL EOFEIER
Grade 4 Grade Grade 3-4 Grade55
AIEIEE FEL B | B JEBIER | I BIE
(MedDRA I X % SOC-PT 43#) HH (%) FE (%) FE (%)
RESE S 35 35 35
EXL 24 (68.6) 2 ( 57) 0 (0.0)
MARFBE OV SHREE 2 ( 57
Zif 2 ( 57)
W Wk 4 (11.4)
H Stk R 2 ( 57
H kS 5 (14.3)
T 2 ( 57
) 3 ( 86)
— ik 2 EFEERSL OB IO REE 11 (31.4)
35N 5 (14.3)
AL 2 ( 57
FEEN 5 (14.3)
o fE R 2 ( 57
U 2 ( 57
AR A 8 (22.9) 2 ( 57
T ANRGRUET I NT AT 2T —EHIN 2 ( 57)
M 2L 7 F L R ARFF—EHN 2 ( 57
Vo SEREA 3 ( 86) 2 ( 57)
RFBLONEREE 7 (20.0)
&7 V7 I MsE 2 ( 57
BARIE 5 (14.3)
W #E SR b KOV A Rk 2 ( 57
B iR 2 ( 57)
HHRR SR R 3 ( 86)
KPR = — R — 2 ( 57)
IR 2 RIS J OGRS 5 (14.3)
Jifi 1. 2 ( 57
G R LU Pk E 10 (28.6)
SIBRRR G 5 2 ( 57
FBE 2 ( 57)
Ri5 5 (14.3)
R INIRZIING A2 2 ( 57)

R bW SN AHFFL4 1L, MedDRA ver 17.13% IV TRe ke 2 72.

GradelXCTCAE (Common Terminology Criteria for Adverse Events)

VAR AFERICOGHRIZHE L 5,

ks, MIEVERRE 261 (5.7%) . KGR - HEDO FH 241 (5.7%) . #RkEE (%
Z v NU—EERES) 341 (8.6%) | ATHEREREE 2 4] (5.7%) . HURIREERERE S 3 4
(8.6%) . RIEHERERETE 161 (2.9%) | BEHEREFEE (JRME I EMER R 141 (2.9%)
K Ninfusionreaction 2 f31] (5.7%) 2338 LT, Fio, BEOKEREE (KRR
ERE, ZIEALEE, BUOEIRSE) | TRMAHRBREE, 1 BURERM. Bk, FEREMEIE,
e - B, 5 E 9 BER L IR ITRBD Divie o iz, REWEFAFBEBURILIT Y% F
LOBEFRR (HKREMERT 250 23 0ENERE =T,



QAN EAHFER (CA20901778%%) (N Engl J Med 2015; 373: 123-35)

F2 FHE) 5% LORIER

Grade 4 Grade Grade 3-4 Grade 5
EIEHE A FEEL JEELE FEL FEHIE FEEL EBLE
(MedDRA |Z J % SOC-PT 43¥) FH (%) FH (%) FH (%)
NESES 131 131 131
L 76 (58.0) 9 ( 69 0 (0.0)
Gl 24 (18.3) 1 ( 08)
T 10 ( 76)
L 12 ( 92
— - A EE B IO SO REE 41 (31.3) 1 ( 08)
T 13 ( 99)
957 21 (16.0) 1 ( 08)
R B L OSAEREE 18 (13.7) 1 ( 08)
RHHOR 14 (10.7) 1 ( 08)
B H S d6 KON G Rk B 17 (13.0)
EalEiEhi 7 ( 5.3)
PERTD HE SN A5 H84 1%, MedDRA ver 17.10% AW CRi Ak 2 7.
GradelZCTCAE (Common Terminology Criteriafor Adverse Events) vAIZ#EL 5,

72k, RIEMEMEE 66 (4.6%) . KIBK - HED TH 1141 (8.4%) . ks (¥
Z v NU—IEGEREE) 1341 (9.9%) | IFHEREREE 4 61 (3.1%) . HUIRMHERERE S 5 41
(3.8%) . BEHRERE (RMEFEIEERE) 4061 (3.1%) . EAEMHEJAE 141 (0.8%)
J OVinfusionreaction 1 5 (0.8%) 23D Hivlz, 7o, HEEOKLERE (FEAIRIRE
Gl ZIEALBE, BORBIESE) | TRAHRERETE, RIRMEREE. 1 BURRE, K,
e - BEESE . 5 E 9 R K OV RITFED Divie oo, REWEFAZIURILIT Y% F
LOBHEFRR (HKREMERT 250 23 0EERE =T,

GER bR
OEWNE I AHAER (ONO-4538-06:457)

#£3 RHRBN5%LULDOEREIER

Grade 4= Grade Grade 3-4 Grade55
RITEH A FBL O RBIE | B RBIE | BB ORHEE
(MedDRA I X % SOC-PT 43#) HH (%) FE (%) HH (%)
REFEH 76 76 76
B0 64 (84.2) 16 (21.1) 0 (0.0)
P WA 9 (11.8)
IR IR B REAR T E 7 ( 92
H kS 26 (34.2) 2 ( 26)
feEFL 5 ( 66)
T 4 ( 53)
L 8 (10.5)
b 4 (53
MR A 4 ( 53
— - A FEE B IO G E DR 29 (382 1 ( 13
%1 9 (11.8) 1 ( 1.3
Rk 11 (14.5)
FEEN 11 (14.5)
BRI AR 18 (23.7) 3 ( 39
UL SERER D 6 (79 2 ( 26)
Rt LU E 17 (22.4) 3 ( 39
= wa WA #NIikiH 4 ( 53) 2 ( 26)




AARIGR 11 (14.5) 1 ( 13)
FHE R R 10 (13.2) 1 ( 13)

FEPED N 4 ( 53) 1 ( 13
IR 2t B S L ONHERR i 55 12 (15.8) 4 ( 53

T RL Fife a 4 ( 53 2 ( 26)
R R L O TRk 26 (34.2) 1 ( 1.3

ZHFEAE 6 (79 1 ( 13

95 1 (14.5)

i INIR NS 4 ( 53)

R 5 SNIToAHFFL4 1L, MedDRA ver 17.03% IV TRe ke 2 72.

GradelZCTCAE (Common Terminology Criteriafor Adverse Events)  v4H AFERRICOGHRIZHEL 5,

k. FIEMENREAG] (5.3%)  KIGJ - HED THISH] (6.6%) | fhiftEE (¥ 7
>N LIERREST) 1001 (13.2%) | THERERR 5061 (6.6%) | FR & RE R 1061 (13.2%) |
RIS HEREREE L] (1.3%) | BRERERE (RMETHIE M 2%5%) 461 (5.3%) M Winfusion
reaction3(5 (3.9%) MG LT, Fio, EEORKERE (BAFHRIREGRE, ZIPAL
PE, FRMIES) | FEMAHEERET . VRBERIN, M. SEERRBEIE, iMAR - Bl
S EIBER LD RITFBD S e oo, ARWEMREILRIUI S EROBEFS

(HRREMRET 2 5T) 2a0EHRRETT,

QA FEMAHFRER (CA209057 5X5%) (N Engl J Med 2015; 373: 1627-39)

=4 BIEN 5% EORIEA
Grade 4 Grade Grade 3-4 Grade 5
BIfEHEA FBL O EBIE | BB RBIE | BB ORBEE
(MedDRA I X % SOC-PT 43#) HH (%) HI (%) FE (%)
POEER S 287 287 287
ERED 199 (69.3) 30 (105) 0 (0.0)
P WA 24 ( 84)
IR IR B R T E 19 ( 6.6)
bR E 74 (25.8) 4 ( 19
T 22 (77 2 ( 07)
CAN 34 (11.8) 2 ( 07
M - 15 ( 52
— X - R H FEE B L O G- DR AR 90 (31.4) 4 ( 14
#E)E 29 (10.1) 1 ( 03)
9% 55 46 (16.0) 3 ( 10
Rt LU E 43 (15.0) 2 ( 07)
RHER 30 (105)
B SR d R OWE ARk R 36 (125) 3 ( 1.0
B 16 ( 56)
B 36 LUV T gk 60 (20.9) 3 ( 10
EHFEAE 24 ( 84)
bz 27 ( 94) 1 ( 03)

Efi DG SN AEEL4 1T, MedDRA ver 17.13% W Tt At 2 7-.

GradelXCTCAE (Common Terminology Criteria for Adverse Events)

VAZHEL B,

2B, MBI 10 1 (3.5%) . KB - HEO THI 22 41 (7.7%) | #fkEEE (X
T v NU—IEERESE) 26 61 (9.1%) | IFRERERREEE 15 5] (5.2%) | HUIRIRFREREE 27
B (9.4%) . BHREREE (RS FEMERBRD) 76 (24%) | M - BEE2E 1451 (0.3%)
KOV infusionreaction 8 f51] (2.8%) MNFEH Hiviz, Fi-., HEEDOKEREE (K JekhIREIRE
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i, ZIALBE, JHAIES) |« FERAKEERE . BIBMAERTE. 1 BBERWE, R,
HIEMENIE, 5 & 9 RR KL OODHRITIRD e h o To, ARIWEHFBIRDLI SR F
KoOMEES (WAREMERE Z2ET0) 28 0EFRREZTRT,
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[ - &)

AR OREMEYBETT L EZFHALIZY I 2 b— a2k v, AKI3mgkg (k
) NI 240 mg % 2 RN TEG L2 BEOARF O Mg iR E S RF S vz, EORk
B AKH 240 mg &5 U7 BROBREERIL. K 3mg/kg &5 L7 BROBREE & L g
LCEfEZRT ETFHISATZEDOD, ARNEFIZEO TAEERHR S LT D H
% R (10mglkg % 2 ARG TR 5) CTAAIZ G LI-BRORE & & ik LR
ord PRS- (F#), A T #EOBIEICKIT 57— 225X A4l 3mglkg
(KEE) X% 240 mg % 2 JAEIFIFGE CHG- L 72 BROARF OMREE & & A3 etk &
OB A RRTT D BE ST T VDR XA, S BEIC OV TRFIDB T b7 £,
EROME - HEOR THIMER ORI 2R IT Vv E TRl S,

£5 AROEWBRE T A—H

R - Crnax Crmind14 Cavgdi4 Crmax.ss Crinss Cags
(ug/mL) (pg/mL) (ug/mL) (pg/mL) (ug/mL) (ng/mL)
3 mghkg Q2w (35.52%.30.8) (10.17(,554.5) (17.?333.9) (75.%)%3171) (27?12, '107) (42.717, '61327)
20mgQW | (o "10s) | (152.900) | 251478 | (10225 | (e 158 | (oL 187
10 mghkg Q2w (14%,9;19) (51.2,139.2) (79?(2?14) (33?,9232) (18421,1;13) (235,7286)

Al (5%)%, 95%s) . Q2W : 21 I [RIIE . Cimax @ WIEIHR 572 O fi i i T P, Crninana © HI[E1 #5214
H BT 2 HARMmiE PR E. Cagaia : FIER 54140 H £ TOFEIMIFETIRE ., Craxss 1 EFIRIEICIS
T 2 B M L Crinss 1 FEHIRRBIZ I 1T 2 S ARITE P E, Cagss : EHRIRIEIZIIT 2 FHMF
T
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4. HEFRIZDOWT
ERBSME & U THHRERE (2FFE) Pt onTnd 2 Enb, Ykl 4
(2520 T & 2 gk f%éz%@%é O LT, AFIOBE- Y e B W - FE
mb\ﬁﬂmﬁﬁ LV EERRIERZ BB LBRICxHe T 5 2 EMBERT=D, LUF
®®~@®¢&T%ﬁtﬁMm_kwfﬁ%ﬁémﬁﬁ%éo

O MERRIZOWVT

@1 Tid (D) ~ B OVWTINIHEY T IMEHTHD Z &,

(1) JEAEFBRENEE T 503 A HEEEILS RS BRE R IR 23 A2 REEEE L SRR
Higl A3 A B2 B EESIL RUR e, ks A HRR e &) PRk 3045 4 A 1 H IR : 437
fia%)

(2) HCHERERPE (A% 294 6 H 1 BRSNS« 85 fifigk

(3) HBIENTUAENDFRE T 2 S A ST (03 ARSI ERbT, 23 ARSI
W 1REBE, DA R EEHEE R /e &)

(4) FMKRALEIEE 2 FRE L, %%m%ﬁﬁm%1x1%%m%$&m%2@m R e
\fR D EIT> TV A 0¥m28$7ﬁ315ﬁ£‘2mom >

6)#ﬁﬁﬁﬁﬂﬂﬁﬁﬁm%®m RIEHE AR D R 21T > TV D sk CERE 28 4F 7
H 1 BREA ;1290 fitigk)

@-2  flis DAL ERE K ORI E I FEBURF ORI +-43 72 705k & 8B & R ERT (TR O
WPNNIREE T DIER) 25, BRI ORANCE T 2R OREE L L TRES L
TnbHZ L,

e

o [ERNRFFEGE 2 FOWMNHE Z & T L7212 5 L EDO N AIGIR D RIHE %
IToTWHZ L, 95, 24 EIZ, NAERYEERZ T L L-RKRBESESOIHME %
IToTWVWAHZ L,

o [ERRFFISER 2 FOMPHEZ K T L72RIC 4 FLL EORKERZ A L T
Z &, Ob, 3FLLEIE, WD AR L& S TR AN S O BRIRBHE 21T -
a2,

@ BENOEFKMFRERDEHIZONT

I IEHRE BT 2 BEE D EE S, EBEN D OFRED ., Ao - &
PSSR E RO S OERSIC T 215 R, AFEFSNRE LGS 0WE
¥, HRHSODIATON D IRHINE S TWDH Z &,
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@ BIEFA~DORIFIZDONT
@-1 sz 3 2 B

VRTS8 S 0 B R IR 28962 L 72T, 24 RRIZHEIRHI O F . 3% EA% X
R RIRR T 350 T, BB L AR U C BB LR O CT S ool 1R O8I &
BIRRA DR Y A PITRE O, EDITKISRER AR > TnD Z &,

@-2 ERIEFEEFIC L 2AFFRAINCHET HEMS

S ABHRTHE D D BT 72 e O\ BE 2 A 2 BIRIEFRE D EIE =2 ) 7
EEDITEROA Y ) == 7 ZATOERE L FwE A TE 5 F— AR 2R
SN TVD Z &, 2B, BiAHIZOWNT, BDABE L ZOFEBET 3T mshT
WnHZ &,

@-3 ElfEH ORZWr-OoxISITBE LT

AITER (FEMERREISIN A, BRI, DR, Mgk, BURUTHBIRLE, KIHZ.
HEOTIM, 1RGP, ITRRERET . FIRIRIREERE T MhRtfa . BiEE (8
PRANE BB R 2 ate) . BIREE, Mk, EEOLERS, fIRnRIERE, infuson
reaction, SoFEMEML/ MRS VESRBER (ITP) | it DS SOG, MR T, OlREE (o
Bl « RIR - OEPEAMGHESE) . PR M) (6 LT Y agha ST BRE R
BB ORI ME 2 A9 D R & s U (BIVEH ORZWH-ORIS ISR L THRE R OSSR 2521
DRORMICH D Z L), EHITHEYRLEN TE SFHIRE->TWD Z L,

o
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5. BEXRLBRDIBE
[Z22PEIC B3 2 F1HE]

@

@

TRICEU T HHEEFICOVWTIIARRNORGENED L SN TWDH I D, H5 21T
F oA AN
o KRANIDRSTITR LigEUE DB ERE D & 5 BE

TRRATOFAMIC IV T FRRICE Y T 2 BE T OV TT, AAlOREIIHEE S e

D, AOIREERTUL A 2N EITIRY | HEICAFZEH T2 2L 2BETE D,

o [WEMMEEOGI IIEEDH 5 BE

o TR AR A CRHVE R 258 6O D I K ONEE)ME O HUR BRI s 2 <o gL it ¢
HEDORICRIEMEZAL D A B 5 B

o HOEREOAD, UTBMERZRE L IXFFMED B OB OB EED
oD HRE

o RERBHE (GEMESMaBEELET) ObHBE

»  ECOG Performance Status 3-4"*V D ¥

SRl tlE She Rt ) |

o)

TREDBE B W TARA OB IMENRIES LTV D,

o T ITFHHRIFEETCTTEIER AR T HURARER B B/ IVH SUIHREOR
b R R

o T ITFFRIFEETCTFEERE AR T 5 UIRAREZRIB W/ IV ST oIk
@ V- bR R

723, FHRF LR CEGFRE A T2 UTIALK R G & s R IRV TR,

JFH & U CTEGFRT 1 ¥ o o F F— B EH IIALK F 17 % 2 o % F—BHEA D

ey I S R E LN

(D ECOG ¢ Performance Status (PS)

Score T

0 | &<MERIEETE 5, FFaiL A U HEAEENGHIR <172 5,

1 PIRBIC I U WDIEBNZHIR S D A3, BMTAMRE T, RIEESMHE > TOEEIFITS 2 &N TX 5,
B BMOFE, FHIEE

5 BATRIRECH D OHORIY O Z L 13T X TRIFEZAERIL TE 22V, HH D 50%LL EiZ~Xy RACilg 2
ED

3 ROENZESOFDED DZ L LnTERY, HHO50% EE Xy R+ iR 7,

4 | BT, BHEAOHFOREY D L1 TERY, BEICNy RO TEIT,
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@ TFRICHST B HEFICHT B AROR 5 R OMMFEIC W T, AR
PHSLSNTHES T, AFOREXR L BRI,

{ESRIERIBIRO B
i BRI
L OHUEMERZA & O L TG Sh o B

@ WMEZ2IETA R 74 (AR 128\ T, ECOG Performance Status 0~1
WV ¢ 75 L0 E. X ECOG Performance Status 2 5P o fB3E T, & 3 P
#l (KX FENLE) OBEAZGERHERINTERY, 77 58K O 6 SR X
BWDFEHEINR W —ARNH 5, ZOHE, 77 FFRAORNHEEN R &b
% 3 HARPUEAIEA CORERE AT HREICBOTT, ARl 2ZETE

Do

@ AANIHEAEIMARBRICBN T, RE LR OER T EEEOWTOBREICE
WTH N X BRICH L CTEBESRGES LTS, 7272 L., FERFEEEED
BFETIE, PD-LLEBLRIZE D GRMEOB RN R D Z &R RB SN DFRERPED
NTNBZEnd, ERTLEEBEOBREICBODCIIPD-LIZERE LR L ETA
RO HEOHEMETHZ ENEE LV,

SCHRSE)

PD-L1 BN 1%AR Th D Z & AR S VIR ERGm B I2 B VT,
JFRHL KE 2 X eV EORFI LSO FUEMER OB 5 2 E k4 5, 2
NLAT7r ) AvT (B fiaz) oa =42 (koe4: - PD-L1IHC
22C3pharmDx [ =] ) 12XV PD-L1 3HKRA2 MR L= IR F Lo B
ThH-oT, RKFIDOBZWE (R5c4 : PD-L1IHC28-8pharmDx %=1 ) 12Xk %
BRAEVSREELRG ST, LT OXREZ 2B IR O G- O E Z i T &
Do

AndreasH Scheell et al. : Mod Pathol. 2016; 29: 1165-72

Fred R. Hirsch et d. : J Thorac. Oncol. 2016; 10.1016/j.jtho.2016.11.2228
MarianneJ. Ratcliffeet al. : Poster presented at the American Association for Cancer
Research (AACR) Annua Meeting 2016; New Orleans, LA, USA; April 16-20,
2016

WD o2 U, OFEMIEA OB GIC SN T, SR, BEEKGICHS T 5 2 L ofh, K BRI A
BENEAORIROB TN D 5%, FEEHEE EREYS LB SNz BE GBI (SO0 TEZORY

TlE7Zv,

15



6. BEIZELTHETREEFIH

I SCGERE TN 2, &R B R D3RI 2 BRI T IR & ARA| O Fei J UG
HOT= OB E®RE H I L ChLEHTH Z &,

IRIEBRAAIC eSS | BB X OFEICA MR Otz -+ L, RE x5
ThoEETHZ L,

FERF EEOEICIB W TIE, PD-LLABLE iR L7z L CARAIO R G /] 5 4 il 3 2
ZENLEFE LV, PD-LLBIBLRBZHER TE R2WEAIZIE, AR O H O %

@

@

il

ZHIEr L7 ETHR G5 2 L,

FREWERH O~ A DN T

FEMERREEN D b b Z ERNdH D DT, RKEOFGITH = > Tk, FEIE
e (PP IREE, ik, FEEVE) O R O X #fds 0 i, Bl x 5
WZATH L, Fio, BEIDSUTHE CT, i~ —» —FOR& % EiT 5
Z &,

AN OF 51X EE D infusion reaction (2 2 TEEARRIC 43 2256 D T & % Y
& AT>7c L ChtET 5 2 &, £72. 2 [0 H LA O AHI$ 5-FF1Z infusion reaction
WHHONDZEbHDLDT, KFIEE R OERFEGHHE T HRIT A Z A
CEPET 5%, BEOWREEZHICEET 52 L, 7ok, infusonreaction &
FHLLTEGA TR, 2 TOMEBE R OER D ERIEE T 5 £ THRE 2 +08l4
THZ L,

RIS REREE N S Db d 2 L3 5 DT, AFIOF 5-BA kT K OB 5411
UL ESIR I R IR RE R A (TSH. bl T3, I5HE T4 S oWE) 2 Eh+ 5
Z &,

AR OEFIZ LY | IWEORPEINTER T 5 & & 2 B Dk~ IR B E
DHLDONDZ ENb D, BRENBDOOLNEHEICIE, BELEFERIIS U
BRI 70 ik & AR ER A FEO AT & U CE b 2RI W 21TV B o
BOGIZ £ 2 BWER 2380 23551213, AR ORFESUTH 1L, K ORI BE R
WEHIORGEEZETHZ L, B, BIBKRERLVEORGIZLYEIE
R OYEEDRFRD BN WAL, B BB R VE LSO sz il o8 n
HLEET D,

B TH, BOAMNSED ARGE L T ORIERNRET D Z 08B D70,
AR OBEHETHIZ S RWEH ORI 21T EET D,

1EUBERIE  (BIE 1 BUBEIRIE 2 & de) b bbiv, BERFES R 7V R—v 2
CEDZLBHLOT, HiE, HEol MEHSEORER O FEE S mAE D _EF- (21
EBET DL, 1ABEREN DN ST EERIEL, AR Y Hl
H O HEOWEY) LB ZITH Z L,

ARENDOERRERICINT, EGHIANG 9B, ZRLIRERIZ, &E5BG1E 14
FlIE 3 ER G T Z L ITAMEDORH 21T > TWz Z L 2551, AABRS I
FEHINZ BERA CHIROMEBEIT O Z &
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(7 2) KL
e, HERS, R ERE LS 225 IR 02 E 44

< REXXRARKR LD BE>
HEREHEIH O H 5 BE
YEE S OFL T B B

FEEA URYYEDOS b5 B

il P SEAN B BUE DBEERE O & 5 3
B0 AR L TV B RTREME D & 5 B

< FEZFRANEEREG L RDBE>
HHEIE OB 5 BFE

R MR 28 ST IHRRMEIE D & 5 B
JFBEE O & 5 B

IEEDH D BE

FHEOSH 5 EE

RS 2 ATREME DO & 5 BFH

< FEZXR/ALOEKRRENWEH>
B
VavZER e TF T 4 THxU—
PE, HFARA, IFiEREmRE

AMERA
PRTPERGZe . e
DARA

REREME A8 N EEEDEERE (DIC)

P 2R L, BRI, MRS . KR

AL 7R

SMEREIR AIEJE E B R

MR

BEE AL ARSE M RE  (Stevens - Johnson SEBRE) . Wit R EEEAEAE (Lyell JEMERE) . ZIALEE
DF R =T WKIE, FIE - R

OHFEZE, FRIR AR ZEARE

JERYLSE

PURIR AR NE R A 3 USEGERE (SIADH)
HERANREORER, MAE R, RARES . U OB S O RN ES) . Radiation
Recall 3152
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EERAHET A N7 A4 v
=HhN~<7 (BaTHEZ)
(BR7E4 : 7P — R EHEEE 20 mg, 7P —R AE#EE 100 mg)

~EME R AR~

Y2 94E2 3 (ERK 3 04 8 AKET)
BAFH A



SR/

1. 1ZL®i P2
2. RHNOFeE, 1ERET P3
3. ERR AR PA
4. HisRlZHOWT P19
5. &GXREMDIEE P21
6. HEICEE L THETNEHIA P23



1. IZC®IZ

=3 5 DA R « L RMEOREROT-OITIL, IR SCEEIZEE S W2 Ee i H R D
bID, I HIZ, WFEOREHET ORI LV | FUREILS 72 & OFHH 72 %
FFEIEMPARINLGF T, TNOOEEGZ EIZHEREF TR 5 2 L B
PR L 72 o TR Y RIEMBOEE & OO FEAR T #2016 CEEL 28 4F- 6 A 2 H BRI E)
IZBWTY, EHMERLEOFEHOREHEELZXD Z L LI Tn5,

FORVERB P IR ST, B EASOZ M7 0 7 7 A W RBEAF O RIS & B 5 R
RHZENDHDH, T, AMMERPLEMHICET HIERN+0EET 5 £ TO/R,
MHEEGOBEEZBRZITHZEDBWHFHFINLBFICH L THERT L &I, BIE
FDRFBL LT BRC LBkt S % & D Z & M RIEE 72— & O B 23l 7= 3 = A B CfE H
THZENEETHS,

L7 T, KA KT AT, BAFBEESLZNE TILHE LA TWLEFIETH) -
By I FeS & | BUT O RIS O feiid 725 FH 2 HEE T 2 8LA 0 b MR R B %
FROEEFHE RT,

B ARITA RT A %, MSIATEBOE NESE LR S, QB AR AR
BRR I s . — et FE N B ARERIRNEL R4 R VAR E N B AR EF P2 O W )
D EAER LT,

RS L R BEIRG AR EREE 20 mg. A4 7Y — R R EE 100 mg (—i%
% =R~ T (B Z))
KB E R DREUIHR - BB e
WG ERDMERORE  @E . TR L~ (BT %) & LT, 1M 240mg
% 2 WM CAREEET %, 277 L, EERARICR T ik
MBFEDSG AT, BEHMIT 12 0 AMETET 2,
RIGUIBRARE R EM R AEICX L TA Y A~T (BB TR
z) EOFHT 2581, @, RAIZIZ=Rr~7 (B6
%) &L 7C, 181 80mg % 3EMMNE T 4 [BLEHEHET H, D
#%. =RL~7 GEETHMEZ) & LT, 10 240 mg % 2 i
k@ CAEERET 5,
B3k IR 5E 3 E L NEREREL TR A4
(%)
FEE B | TR 5 v — AR A TR 50mg (— 4 A B A~ T GBI T-H#Z))
DRIRESUTN R, HIER O &
2 HE Ik 2h R ARIBYIRAN R A B R
Ak kO H & @, RACEAEY A~7 (B z) & LT 1 3 mgkg
(KH) % 3WEMMET 4 BRREEET 5, 23, thoOHUEIEEE
FEPERT 281, =R v~7 GBI z) 0T 52 L,




2. AANDORE. TERBF

7Y — R FIEERE 20 mg K ONELETREERE 100 mg (— 4 - =R~ T GBI
#az), LAF. TARAND) &, NSRS LAt A X Ly 7 24 (87 Y X b -
~A Y —RX 2747 (BMS) th) »BA%¥ L7=t b PD-1 (Programmed cell death-1) (2%
T5k MUIgG4E /) Z u—FAHKTH D,

PD-1 1%, {EMEAE L7V o RERk (T M, B AL O F 2 7 0% 7 —T Mifld) KOVE
BRI R BT 5 CD28 7 7 X U — (T Al OIGMHAL Z i BhHIZ IE & BUSHIEE 32 2
T TR T 2B R TH D, PD-1LIFHURIE RHINLIZRELT 2 PD-1 Y 7 K (PD-L1
KOPD-L2) EfEA L. Vo RBRICHfIE Y 7P v s LTV o SEROEMAIREE %
BITHET LTV, PD-1 U4 NIFHURSRSMIBLAMNT b b Ok 2 22 SRR 2 F8 5
LCHY, BMERAMEE)OUER L IEEHEMICI TS PD-L1 OFEL &% DAELF
WM & ORNCE ORI H 5 Z L viis S Tuvv%  (Cancer 2010; 116: 1757-66),
F 7o B R NE B CIXARR TS EET DA v ¥ —T7 =a B~ (IFN-y)
IZX > T PD-L1 OFENFHE SN, B8 LI BRI 5 PD-L1 OFH L itk o
AL & ORNCIEOHBARIR R & 5 L OGS & 5 (Sci Trans Med 2012; 28: 127-37)
I 51T, PD-L1 ZFIFEBL S H 7= 8 AR, HURKERAY CD8 Bk T i oo il e 555
EMEAE TS S 528, P PD-L1 BT PD-1 & PD-L1 & OfEAZIET D & Z O
EEEENREIETH Z ENRENTWD, D Z LMD PD-UPD-1 U 7y RIEREIX, 7
AR TR R RAY 7 T AR O OBEE 2 BT 28 FD—2 &L L TEZX LT
Do

ARFNE, SR OFE R 6 PD-1 Ok (PD-1 U 7 FREAHEIE) ITRA L.
PD-1 & PD-1 U REDFERZILET D Z LICE D, DAPURFRNZ T HifROTE
PEAL KOS AR 63 2 IS ML 2 B95R 4 % 2 & CRikt i 2R Ui B 2R+
ZEDPHER STV D,

HAN DRI 5 < HIE DRIERISIT & B RIERSEN & b b, R UIIETIC
BB AR B B, ARG R R OB ERICIE, BHEOBREE FMT, BEAR
D AT ANT I, FEHR L7 BT U P72 Kk & RRBR & 5 IEAT & et U
ORI ATV B ORI & BRI S EDN 538101, RIB AL
LRI 5D R ILE 21T 5 LB B D,



3. BEREE
HEE B Il O ARG IR 24T o 72 B 7R R IR REBR O il 2 7R 9,

[ 2hE]
OEWNF TFHER (ONO-4538-02 7k5k)

LAY (BUF, [DTICY) (2 X DA RERE 2 A3 2 RIGUIER AN RE 72 I/ IV
THESE O EMREAERE (ECOG Performance Status 0 & (8 1) 35 fiil 2 k512, &K 2
mo/kg % 3 1A FHIFRE A ERE Lo, FERHMIEE Th 52403 (RECIST A K7 A
> 1A RIZ S < R I L D CR UL PR) 13 22.9% (90%(E#E X[ @ 13.4~36.2%)
Thotz, 2B, FANIHRE L-REIE 125% Th - 72,

QIENE T FHFRE (ONO-4538-08 7 f)

LERERTBIE ORI UIBR AR R 72 T/ IV 303 38 o M R e li B2 (ECOG
Performance Status 0 &% T8 1) 24 5] & %5212 . A 3mg/kg % 2 38 [E [H R C i i L7z,
FEFHMIHE Th 52885 (RECIST A4 K74 2 1.1 fIZHES S I EIC L 5 CR
X PR) 1E 29.2% (90%(EHEIX[H] : 16.7~45.9%) Th-o7=, 728, FANCHE L1-H
fEl% 6.0%Th -7,

OyE/HIAFER (CA209066 7 f5k) ¥

v-raf ~ 7 AR 4 L A B TEY AT 7 Bl (LLF., TBRAF)) V600 28 #0072
W VE R TR IR O RTA UIBR AR 72 I/ IV I SO 58 o B R A iR (ECOG
Performance Status 0 2 T8 1) 418 5] (CAAIEE 210 3], DTIC & 208 f3) % x4z, DTIC
X & U TR 3mglkg % 2 8 [ bR C it L7z & & OFWE R OV M 2 fist
Lz, FEFHMBEHE CTh 2 24FHH (CLF, T0S)) (Fhfl [95%EHEX 1) DHfH
FRMTAE X, AAIBEIL NE [NE~NEJ 7 H., DTICH#£T 10.84 [9.33~12.09] # HT&h
D AFNLDTIC IZxt LIEHFHINCABERIER 2~ LTz (A — R 0.42 [99.79%(E 1
X : 0.25~0.73], p<0.0001 [&5] log-rank f7E], 2014 46 H 24 HT—X 1 v b A
76

* L HEEREE (UUF. AR



X1 OS ® Kaplan-Meier Hif3

@y IAHRER (CA209037 #5R) 2

AV A~T (BEETHEz) IR, M8V A~7)) Xd BRAF [EAZ &l
FRAEREEZ AT 2RI UBR ARG 72 I/ IV ) SO X F 38 o B B i B (ECOG
Performance StatusO &% T8 1) 405 61l (ARFIRE 272 1], b591E (DTIC XUT VR T T F
YR EXRLEDONA) BE 133 61) 2 RGHT, ALFEFEE KRR & LA 3mglkg
Z 2 BRI TR EE L & 2OAER LM EZ R Lz, EEFHMiEE TH 5
Zh#H (RECIST H A RT7A > LIRMUICHE-S < R EIC L D CR T PR) 22V TA
R EE ST A D 120 B 2 fbr et RAE R & U CHIRIBT 217 o 7o R . AAIREC
31.7% (95%(EHHXH : 235~40.8%, 20143 H 10 HT—% 1~ b4+ 7)) ThoT-,
¥, FANCEIROBMEITHEL TR o7, b —DOEEFHEH TH D 0S

(HgefiE [95%(EHEXH]) 12D\ T 182 HdD A X b (FEL) FUZ THRIMNT 21T - 72
i e, AAKIRET 15.47 [12.39~NE] 7 A | (b9 1ERE T 13.67 [1L.50~NE] 7 H TH 1 |
AFNIALFRET S UGG PRICE B RIER A m S o7z (A — R 0.93 [95%(F
HEIX M - 0.68~1.26]. p=0.6299 [JE7I] log-rank &1, 20144 11 H 12 A5 —% H v b
F7),

GEWNE T AHFAER (ONO-4538-17 7#lR)

b PVERTBIE O RIGUIBR A RE 72 I/ IV ) I3 FR 38 o B R A E B (ECOG
Performance Status 0 X T8 1) 30 Bl x5, AFl&E A BV A~T 20 (LT, TAH
+A Y AT ) HE L, ZEFHMEHE Th 5 2E2h% (RECIST A K74 > L1



WZHES L hdullEIc XD CR XX PR) 1% 33.3% (95%(Z#EX[H] : 17.3~52.8%) Tk -

7o 72, FHICHRE LT-HEEIX 23.8%TH - 7=,
* o RH Amglkg (AE) &4 BV A~ 7 3mglkg (RE) Z (A HIZ 3 EREIFIRE T 4 [Bai##E L=,
AF| 3mglkg (KE) % 2 R CAEEE Uz, OFRESEICR O TCE, AR 2 RS- L.
AV A~ TIEARBNORGKET D 30 oL EORIREE W TRELZBE LT,

®Mps AR (CA209067 #45R)

{LFRIERIBIR ORIRYIBRAGE 2 T/ IVE o A AR (ECOG Performance
Status 0 K TN 1) 945 f5i] (RAI+A &V L~ 7 8 314 B, AFIFE316 6], A Y A~vT
BE3154) AXRIC, A BV A TG EXIRE U TRAI+ A B U L~ T &5 K OARA
B G- OFEIINER V22 A G LTz, EEFHMIIEE Thd 5 OS (H JefiE [95%(5 X [H])
DIAEFEHTRERIT. AHAI+ A1 U L~ 7 HETNE [NE~NE] # A, AHIFET NE [29.08
~NE] # A, A ) LA~ 7T 1998 [17.08~2461] # HTH Y . KA+ A Y L~=T
B 5 R OARFIF 5134 BV b~ T ER G UREHEICE BRER 2R Uiz (OREI+A
B AT N — R 055 [98%(EHHIX[H : 0.42~0.72], p<0.0001 [J&%!] log-rank
RE], AAIP G~ — R 0.63 [98%f(F X [H : 0.48~0.81], p<0.0001 [J&3!] log-rank
RE], 2006 -8 H1HT—% 1> hA7),

1.0 Pag
0.9 B
0.8 TR
0.7 W I
0.6 T, T o—
£ Sa w
% 05 A
% 04 , T T 0
' SN FF+AEYLTTH e
031  -A- e
0.2 O AEYLTTEH
0.1 *  ARUO : $T41Y
0.0

0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk3 S#HFHE (A)
AH+A(EVLTTE 314 292 265 247 226 221 209 200 198 192 170 49
AHRIB 316 292 265 244 230 213 201 191 181 175 157 55 3 0

AEYL<TTE#H 315 285 254 228 205 182 164 149 136 129 104 34
2 OS @ Kaplan-Meier Hif}
* KF Lmglkg (RTE) & €U A~ 3mgkg (K % 7 A (< 3 BRI C 4 18] A #E U721,

Al 3 mgkg (KHE) % 2 MR CREEE Lz, JFARGRICE WL, A E RIS
L. A BV AT IEAROREGET NG 30 0 EORMRE BV THREEBR LT,

72k RIBUIBR A RE A B R A E AR A R RICAHK + A BV A~ TR OV TRE
U 7=V T FEEBR (CA209004 3458) D a7k— b 81281 5 E4h2 (modified WHO 3
#EIZFS< CR XUE PR) 1%, LRIERTRIRAETSS T 46.4% (13/28 15, 95%(EHAEX[H :



27.5~66.1%) . L PR IERETER B3 C 38.5% (5/13 f4i], 95%(Z#EX[H : 13.9~68.4%) T
HoTm,

(PD-L1 FBLIRILBI DA i Je OVZ2 24)
WSS AR SR (CA209067:0%) ICHLA AN DT BHE OFT — X IZHED & | R
23V CPD-L1Z 58 U7 SR S b 251G (BLF, TPD-LIZBLEE ) BIICHRERM
\ZHRMT AT S T A IME R OV ZEMEOFRERIZU T LB Y Th o172,

BEIZBI LT, PD-LIBBIEN 1%A (PD-L1<1%) OMBFHEM &bl L T1%LL E

(PD-L1=1%) DHBEELEMATA Y L~ 7 O FREFEMEVMER A RZE S (FR),
B, AKElI+A Y AT HOLENT T T 7 A )VIEPD-L1<1%0 B £ L PD-L1=
1% BEEF TR CTH -T2,

PD-L1HIE1%KE PD-L1REHFE1%LLE
1.0 1.0
2
09 0.9
0.8 0.8
0.7 0.7
0.6
p 0.6 S “Seal
& 05 # 05 s
ES i s - B 04 X e
- K AFHAEULTTH b W e FF+AEYLTTH &
0.3 A EEE T - 03 A AR b—s
02 - AEYLTTR 021 -G AEYLTTH
*  ARUO : TH1Y 0.1 * ARUO : §THY
0.1
0.0 Y7
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 39
at risk# &M () at risk# EFMM (A)
AR+AEYLTTR 123 113 102 91 82 82 79 74 74 72 66 18 4 0 AH+ACULTTB 155 144 132 127 116 112 105 102 101 99 85 27 3 0
AHIB 117 103 86 76 73 65 62 59 57 55 50 16 2 0 A#BE 171 165 158 148 139 131 122 117 112 109 98 36 1 0
AEYLITE 113 96 87 79 71 61 57 50 44 43 32 10 1 0 AEYLTTH 164 155 138 126 115 102 89 83 77 74 64 21 2 0O

X3 CA209067 3Bk PD-L1 FEE R TD 0S D Kaplan-Meier i
(£ : PD-L1<1%DBEFER, FX : PD-L1=1%D BAEEM)



DEBE IR AR (ONO-4538-21/CA 20923874 .57%)

eI o Mb/c 1/ IV o EM: BAERE 906 7] (AANEE 282 &Te, AHIRE
45341, A BV A~T7 GBI FHERZ) BE45301]) ZXRIC, AU AT axtiie LT
AF 3mglkg % 2 TN CRMETE Lz & & OFMER ORI E e Lz, T2
HHH Th 5 MR AR (P [95%EHEX] ) ORI RIZ. AAEET NE

[NE~NE] # A, A 2V A~TREETNE [1656~NE] A THY ., AFNIA Y L~T
(2 USRS B AIER 278 LTz (O — Kb 0.65 [97.56%(E#H X [H : 0.51~0.83] .
p<0.0001 [J&5H log-rank FiE]. 201746 H 12 A5 —4% > b4 7) |

* : AJCC (American Joint Committee on Cancer) JREZYE (55 7 ) (2352 < §Hih,

10
09\\ - KHIB

- AEYLTTB
0.81 \\C“_"
0.7 e N T

\ e - A g AR~ A

0.4

4 R HF e I8 S

0.3

0.2

0.11

0.01

T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27

at risk23 EEREGFHM(B)
AF|BE 453 399 353 332 311 291 249 71 5 0
AEYLTTE 453 364 314 269 252 225 184 56 2 0

X 4 EEEREAEFHF O Kaplan-Meier B}



[Z4i]
OEWNF TFHFRER (ONO-4538-02 7k5k)
BHEFRITIAE (100%) (2RO Hiv, KH L OREERNEETERVEEFRIT
30/35 i (85.7%) IZ#B® LTz, FHEN 5%l EORIERIZTRO LB THoTz,
Fz1 FEBBRRN 5%LL EORIER

BRI A3 BiE (%)
FEAGE 35 {5
(MedDRA/J ver.16.0) 4 Grade Grade3 UL F
A2EIER 30 (85.7) 9 (25.7)
oAk
FOR AR REAR T E 5 (14.3) 0
H ke
T 4 (11.4) 1 (29
L 2 (5.7) 1 (29
AN 2 (5.7) 0
—i% - EEREEER X OS5 OREE
I 97 5 (14.3) 0
s 2 (5.7) 0
FEEN 3 (8.6) 0
R R b
JiF B 2 (5.7 2 (5.7)
i R AR A
ALT #4Hn 4 (11.4) 1 (29
AST 41 5 (14.3) 2 (5.7)
w7 AT I R 2 (57 0
1 CK #8n 5 (14.3) 3 (86)
g7 L7 F =80 2 (5.7) 0
M~ R o RN 2 (5.7 0
1L LDH #4n 5 (14.3) 1 (29
1L TSH A 3 (8.6) 0
i TSH #340 7 (20.0) 0
CRP #4111 5 (14.3) 1 (29
I B BRI N 4 (11.4) 0
y-GTP #4/0 4 (11.4) 4 (11.9)
PR R o R 2 (5.7) 0
~NEZ B E VR 3 (8.6) 1 (29
U o SERER D 5 (14.3) 1 (2.9
I P ER B 2 (57 1 (2.9
[ESiopiER N 2 (5.7) 0
M MR 2 (5.7) 1 (29
7R ifn ERER ) 2 (5.7) 1 (29
i R 6 (17.1) 0
WEBE T3 88N 2 (5.7) 0
W T3 9> 8 (22.9 0
W T4 > 6 (17.1) 0
WEBE T4 B8N 2 (5.7) 0
U v~ F R 3 (8.6) 0
L ALP #50 5 (14.3) 1 (29
LR RS 3 (86) 0
i~ — A —Hhn 2 (57 0
Pz pLiAEE N 2 (57 0
=TI T aTA N 4 (11.4) 0
1 CK 2 (5.7) 0
B RRR & O%E ARk E
R 2 (5.7 0
PR R
W P 2 (5.7 0
K= 22—/ F— 2 (5.7 0
g F KO PR RRBEE



BRI Bl%x (%)

HATE 35 {3
(MedDRA/J ver.16.0) 4 Grade Grade 3 L) I
EES 6 (17.1) 0

Z 9 FEIE 11 (31.4) 0
F95 2 (5.7) 0

iR INGRZ SN A 2 (5.7) 0
REIRME R & 2% 2 (5.7) 0

2 o 3 4 (11.4) 0

¥, FEMEMZE 16 (2.9%) . K%k - HEO TH 141 (2.9%) | #fkIEE 4 4]
(11.4%) . fAT#snebas 5061 (14.3%) . BEERERET 241 (5.7%) . HURIRBERERE T 8 4
(22.9%) . RIEBEE L6 (29%) . EEORKEESE 146 (29%) KOS E S K 14
(29%) RO BT, Fio, TEAEHEEERE, infusion reaction, 1 BUBERIF, e,
EIEMEEIE, Mok - BlES. DR, Bk, TR, BRUTHRAARE X A F— KU
P IR PSR BER 1378 D e o do, A BIEARBURDLE, Yk FR OB E
F4 (BAMEERE L ET) 280EBREZRT,

@EWNF FHER (ONO-4538-08 7tEk)

BEFRGIL 22124 B (91.7%) IZBD HIL, KHE ORBEBEBNREE TERWEESR
513 1824 f51] (75.0%) T3 BTz, FBLHEN 5%LL LORWERIZITRDO LB ThHo
776

#Fz2 FEBBRN 5%LL EORIER

PRE RIS B (%)

HEARGE 24 15

(MedDRA/J ver.18.0) 4 Grade Grade3 L |

RIEH 18 (75.0) 2 (8.3)
NG ik

RO IR R AR T 6 (25.0) 0
El e

ML 2 (83 0
— % - EEEEER X OB OIREE

R 4 (16.7) 0
B AR AR A

IR EJ 2 (83 0
Rith L OSFHEREE

FRKIRE 2 (8.3 0
MR, MEREs K OViEhRRE S

P8 7 i 2 (83 0
g5 L O FRRkRE

FHEBE 5 (20.8) 0

% 9 FEIE 5 (20.8) 0

RN Y I 2 (83) 0

e, KIGHKR - BEOTH 241 (8.3%) . IFHKAEERET 161 (4.2%) . T HEAHERERE
161 (4.2%) K OHRIREREREE 7 6] (29.29%) MFRD LTz, Fio, BEMEMMEE,
MRS (7 o« N L—EREES) | BRERE (RMETFEMR RS | BIBREE.
infusion reaction, 1 AUFEIRI, BAEORFIEE (BAERIRIRIEGRE, ZIA00E, AR

10



B e, BEIERBEIIE, WA - SR, SE I IRR, LR, MR, ITR. B
RRRRIE / < AT — R O e ML i/ MR PESE B 13580 B e o 7o, ARIEM %
BURDLIE, Y%FEROMESRES (BARAERT 2 50) 22 DEHRZ =T,

OyE/HIAIFER (CA209066 #f5k) ¥
B EFLIIAKIRE 192/206 1] (93.2%) . DTIC £ 194/205 5] (94.6%) (2388 HiL, 1A
BR3E & D[R B EMR AN E T X 70T B G IAHIIE 153/206 14 (74.3%) . DTIC B 155/205
Bl (75.6%) (258D BTz, W ORECHRBLEN 5%LL EORWEMIZTEDO LBY T
HoT,
£3 WTNHIORETHERED 5% LOEIER

i N BE (%)
o giiﬁ/’j = RFIRE DTIC Bf
(M ;;D RA/Jver.17.0) 206 f1 205 #1
4= Grade Grade3 VL E 4= Grade Grade3 VL E
AEIER 153 (74.3) 24 (11.7) 155 (75.6) 36 (17.6)
MiRE LY 3 RbEE
A H BRI E 0 0 23 (11.2) 9 (4.4
1/ RIS E 0 0 21 (10.2) 10 (4.9)
AR5 he
(s 22 (10.7) 0 25 (12.2) 0
T 33 (16.0) 2 (10 32 (15.6) 1 (0.5
CLVTN 34 (16.5) 0 85 (41.5) 0
Mg - 13 (6.3) 1 (0.5 43 (21.0) 1 (0.5)
—f - EHEER X OGN OREE
W 21 (10.2) 0 25 (12.2) 1 (0.5)
I 97 41 (19.9) 0 30 (14.6) 2 (1L0)
HEEN 15 (7.3) 0 10 (4.9) 1 (0.5)
Rt L OesEREE
BARIHER 11 (5.3) 0 19 (9.3) 0
Bk R L O ARk E
EANEN 12 (5.8) 0 3 (15 0
TR R P
IEpR 9 (4.4 0 14 (6.8) 0
2R KO PRk E
HLBE 13 (6.3) 0 4 (2.0) 0
AR S 3 (15 0 11 (5.4) 0
& 9 FEAE 35 (17.0) 1 (0.5 11 (5.4) 0
B2 31 (15.0) 1 (05) 6 (2.9 0
= B 22 (10.7) 0 1 (0.5 0

72¥, AARIFEIZI W CTHRVE MM SR 341 (1.5%) . KB - O THI 6 4 (2.9%) |
MREREE (F7 2 - NU—EREES) 2841 (13.6%) . ATHHEGEREE 761 (3.4%) . B
REFETE 4 ] (1.9%) . THEMREERERET 4 41 (1.9%) . HARIREERERES 13 61 (6.3%) .
infusionreaction 15 {4 (7.3%) . 1 7UBEIRSHE L6 (0.5%) . D ZJEREE 3641 (1.5%)
KOS E IR LB (05%) e b, Eio, RBIFEE, WK, BEMREE, MK
% - BERSE, DFRSe. WA, ITOR. BERUTIRLARIE/ X A/ ST — K OV i Rs A 4
SRBERIERR O BV o 1o, ABIWERFEBURDUL, M%FELOMEES (BRI AR
Waat) EoUEERETT,

11



@yEHHIAFRER (CA209037 #kER) 2

A EFRITAAIRE 265/268 #1] (98.9%) . {b AR, 98/102 171 (96.1%) (Z#D 5
A, TREREE & DK RBIRN G E T & RWE FEFRITIAAIRE 199/268 5] (74.3%) . b7+
WEIERE 851102 15 (83.3%) (278 AL, WD RE TRERN 5%, EoRITERIX

TEOEEBY TH-oT-,
£4 WTHUOLORFTHEED 5% EOBIER
N B (%)
ﬁgﬁ;‘fﬁ AT TCF TR
(MedDRA/J ver.17.1) N 268 1 102 1
4 Grade Grade3 VL E 4= Grade Grade3 VL E
AEIER 199 (74.3) 33 (12.3) 85 (83.3) 35 (34.3)
MiRE LY L RbEE
2 1fn. 18 (6.7) 3 (1D 24 (23.5) 5 (4.9
5 i BR ek g 1 (0.4) 0 8 (7.8) 2 (20
1 H BRI E 0 0 20 (19.6) 16 (15.7)
i/ SR IS E 1 (04) 1 (04) 12 (11.8) 6 (5.9
PN I
R RS REIR T 18 (6.7) 0 0 0
H ik
(XN 11 (4.1) 0 15 (14.7) 1 (1.0)
T 42 (15.7) 1 (04) 16 (15.7) 2 (20)
HE L, 33 (12.3) 0 39 (38.2) 2 (20)
Mgt 12 (45) 1 (0.4) 21 (20.6) 3 (2.9
—f - EHEER X OGN OREE
W 14 (5.2) 0 7 (6.9 0
I 97 82 (30.6) 3 (11 41 (40.2) 4 (39
BE hER L OWEAIHE
HEALE S Kk 4 (1.5) 1 (0.4) 9 (8.8) 0
R AR S
ALT #40 14 (5.2) 3 (11 1 (1.0 0
AST #4710 15 (5.6) 2 (0.7) 2 (2.0 0
B ER AR 0 0 7 (6.9) 3 (2.9
i/ SRS 1 (0.4) 0 8 (7.8) 3 (2.9
[ i BREsi 3 (1.1) 0 8 (7.8) 2 (20
@ L OseagpEE
RBRIEE 18 (6.7) 0 17 (16.7) 0
R R L O A HL ik
RAFfvR 15 (5.6) 0 13 (12.7) 1 (10
7 A 11 (4.1 0 8 (7.8 0
TR R P
K= 2 — /S F— 1 (0.4) 0 10 (9.8) 1 (1.0)
BERCH 3 (1D 0 10 (9.8) 0
M. MIERE X OWthm i
- O] 13 (4.9 0 8 (7.8 0
J2 @R KO FRfkbEE
Jii B AE 2 (0.7) 0 28 (27.5) 0
5 FEIE 51 (19.0) 0 2 (20) 0
Reip 34 (12.7) 1 (04 5 (4.9) 0
RN IN &2 16 (6.0) 0 2 (2.0 0
=M A BE 24 (9.0) 0 0 0

¥, ARAIFEIZ IO CRIE ML 8 61 (3.0%) . KIGHK - FED T 44 (1.5%) |
PREE T 3341 (12.3%) . NFEERERETE 22 f5] (8.2%) | "ErHmERES (JRMNE MIRMER 2%
22 541 (1.9%) . FUIRIRFEREREE 23 ] (8.6%) . BB 1 4] (0.4%) . infusionreaction
10 6 (3.7%) . EEORIEREE 141 (04%) . FER 261 (0.7%) KOEE S K 34

12



(11%) 23i80 biviz, £z, TR, 1RUBERM, BEREFEEE, B - 3l
fge, DR, iR, AT, BUBUTHBARLE /X /3T — R O M /M 1 58 BE A
TR0 oo To, ARWEMFEERDUTL, L FROBEHESR (BRRAEERT 25
tr) Z2EUEFRRZTRT,

G®EWNF IFHRER (ONO-4538-17:%)
BEFLIIEH (100%) (238D HiL, KAlE ORRBERENGE TCERWVWEEFR LA
5] (100%) 2§88 BTz, FEIENS%NLL EORIWEHIZTEO LB ThoT-,
#z5 FEEBRN 5%LLIEORIER

PRE RIS B (%)

FEARGE 30 f1

(MedDRA/J ver.20.0) 4 Grade Grade3 UL |
RIEH 30 (100) 23 (76.7)
MigFER LY o GREEE

i 2 (6.7) 0
aPan A

PR A e T 2 (6.7) 0

RO IR RE AR T 7 (233) 0

BRIV 2 (6.7) 2 (6.7)
H i

GE7A 5 (16.7) 1 (33

T 16 (53.3) 1 (33)

] 2 (6.7) 0

GBIV 4 (133 0

AN 3 (10.0) 0

Mg - 6 (20.0) 1 (33
— % - EEEEER X OB OIREE

T 5 (16.7) 0

[5s9ms 7 (233 1 (33

ARG PR 2 (8.7 0

HEEN 12 (40.0) 1 (3.3)
JFRELTE o e

AR e 7 (23.3) 4 (133

JFBEE 2 (6.7) 0
AR AR A

ALT # 11 (36.7) 3 (100

75 —EHIN 5 (16.7) 1 (3.3)

AST #ah0 11 (36.7) 2 (6.7)

y-GTP #41 5 (16.7) 3 (100

U —B N 12 (40.0) 7 (233

IR E i 2 (6.7) 0

MAFT A YRR T 72— 4 (13.3) 0
R KOS

B U A MAE 2 (6.7) 0

&7 V7 2 e 2 (6.7) 1 (33

K b U U A E 5 (16.7) 4 (13.3)

BAEGR 8 (26.7) 1 (33
BRI L O A r Rk E

RAEiR 5 (16.7) 0
TR R

S 2 (6.7) 0

SHYR 5 (16.7) 1 (33
MR, MOEREs K ORI

R e € 2 (6.7) 0

11 R SE R 2 (6.7) 0
g3 KO FRRRRE
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B BIRE Bl% (%)

FEARGE 30 44l

(MedDRA/J ver.20.0) 4 Grade Grade3 L) |-
& 5 FERE 10 (33.3) 0
55 18 (60.0) 2 (6.7)
iR INR I 4 (133 1 (33

72, HIRIESE OB (30.0%) | ITHERERE 1401 (46.7%) . FURIREEREREE 74 (23.3%) |
e B MR R 3051 (10.0%) | KRS 2% - B L oD T JR1351] (10.0%) | HJEE oD R Ji 25 344 (10.0%) .
T ERBERERE 201 (6.7%) . 5 & 5 IS 141 (3.3%)  BERALA Rl fAFIE/ X AT — 261 (6.7%)
R OFfRImAR ZERRIE LR (3.3%) 23588 Lz, F7-. BHEREREE, IR E, 13
PEPRIG ., BEge, BEIEANMEDAE, MK - #filEJ, infusionreaction, Lk, sk, fuik
I NI PESRBESR I TR ITF8D S 7e - T2, ARBIERARBLRIUL, Y% F 580l
WS (BARMAEEREZE5T) 25 0EERE =T,

®MpsFEMAHFER  (CA20906775Rk)

BERERGIIARA+ A BV A~ 731231361 (99.7%) . AHIFE312/31361 (99.7%) . A
B U A~ 7 RE308/31141 (99.0%) (ZFE 8 B, 1RERIE & ORRBEGENEE T RWEE
FHLIIAA+ A BV L~ 7 EE300/3130%1 (95.8%) . AFAIRE270/3130%1 (86.3%) ., A &°U A
~ 7 H£268/31141] (86.2%) (238D BTz, W I DORECTHRILENE0LL EORIERIZT
HDOLEBY Th-oT,

£6 WTNLOETHEEDR 5% EORIER

- % (%)
w gzﬁ’”‘ FHIT AV LT HE IR U ne TR
™ ;;DRA 13ver19.0) 313 4 313 43l 311 4
4= Grade Grade3 VL E 4= Grade Grade3 Ll E 4= Grade Grade3 Ll E
AFEIEA 300 (95.8) 183 (585) 270 (86.3) 65 (20.8) 268 (86.2) 87 (28.0)
aPan A
FOIR b B U e SE 34 (10.9) 3 (L0 15 (4.8) 0 3 (1.0 0
RO IR R AR T 51 (16.3) 1 (0.3) 32 (102 0 14 (45) 0
BRIV 23 (7.3) 5 (1.6) 2 (0.6) 2 (0.6) 12 (3.9) 5 (1.6)
H I
JEsR 28 (8.9) 1 (0.3 18 (5.8) 0 28 (9.0 2 (06)
PN 2 40 (12.8) 26 (8.3 7 (22 3 (1.0 35 (11.3) 24 (1.7)
5 12 (3.8) 0 19 (6.1) 0 17 (55) 0
T 142 (45.4) 30 (9.6) 67 (21.4) 9 (29 105 (33.8) 18 (5.8)
1N R 19 (6.1) 0 13 (4.2 0 7 (2.3) 0
GV 88 (28.1) 7 (22 41 (131 0 51 (16.4) 2 (0.6)
Mg - 50 (16.0) 8 (2.6) 22 (7.0) 1 (0.3) 24 (7.7) 1 (0.3)
—% - EHEER LOERE
ERALDARHE
0 77 31 (9.9 1 (0.3) 25 (8.0) 1 (0.3 17 (5.5) 2 (0.6)
IS 22 (7.0) 0 12 (3.8) 0 10 (32) 0
T 118 (37.7) 13 (4.2) 111 (35.5) 3 (1.0 89 (28.6) 3 (1.0)
FEN 60 (19.2) 2 (0.6) 21 (6.7) 0 21 (6.8 1 (0.3
AR AR A
ALT #4n 59 (18.8) 27 (8.6) 12 (3.8) 3 (1.0 12 (3.9) 5 (1.6)
75 —EHIN 23 (7.3) 9 (29 17 (5.4) 5 (1.6) 15 (4.8) 4 (1.3
AST ¥4 51 (16.3) 19 (6.1) 13 (4.2 3 (10 12 (3.9 2 (0.6)
Y R—E N 43 (13.7) 34 (10.9 24 (7.7) 12 (3.8) 18 (5.8) 12 (3.9
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Bl% (%)

BRI

s, AH+A4 Y b~ TR AHI AU L~ TR
(MedDRA/J ver.19.0) — 313 313 4 311 i
4 Grade  Grade3 LIt 4 Grade  Grade3 Ll k- 4 Grade  Grade3 Ll k-

TERD 19 (6.1) 0 10 (3.2) 0 4 (1.3) 1 (0.3)
Rt KOS

BAEGR 60 (19.2) 4 (1.3 36 (11.5) 0 41 (13.2) 1 (0.3
B A& SR X OV AR Rk

BAfm 42 (13.4) 1 (0.3 29 (9.3 1 (0.3 21 (6.8) 0

PR 17 (5.4) 1 (0.3 15 (4.8) 1 (0.3 9 (29 0
TR R

FEED W 17 (5.4) 0 15 (4.8) 0 11 (35) 0

W B 14 (45) 0 18 (5.8 0 9 (29 0

eV 34 (10.9) 2 (0.6) 24 (7.7) 0 25 (8.0) 1 (0.3)
N2 E N S SRON 7=

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

I R i 36 (11.5) 3 (1.0) 20 (6.4) 1 (0.3 12 (3.9 0

fitilgi e 21 (6.7) 3 (1.0 4 (1.3 1 (0.3 5 (1.6) 1 (0.3)
F2 &8 KO TR E

F S H AR 15 (4.8) 0 17 (5.4) 0 11 (35) 0

& 5 FERE 112 (35.8) 6 (1.9 67 (21.4) 1 (0.3 113 (36.3) 1 (0.3)

B2 91 (29.1) 10 (32 72 (23.0 1 (0.3 68 (21.9) 5 (1.6)

AR INTR S N A 38 (12.1) 6 (1.9 14 (4.5) 2 (0.6) 38 (12.2) 1 (0.3)

=k A BE 27 (8.6) 0 28 (8.9) 1 (0.3) 16 (5.1) 0

BB, KA+ AEY A TRICEB W THRREESE] (27.5%) . HFHERE R E 1024
(32.6%) . HIRIREEREIEES7H] (27.8%) | EHEREREE 2101 (6.7%) . VB MM HE25
Bl (8.0%) . K - EED FHI60H] (19.2%) . FEORJEREE216] (6.7%) . FiE
RERRERE 276 (8.6%) . FIFRHEAEREE 1405 (45%) | FEAR3BI (L.0%) . fiKse - Bl
2211 (0.6%) . infusionreaction 13/ (4.2%) . 5 & 9 5301 (1.0%) . 72361 (1.0%) |
RESCAR BIREAE /) X AT —50f] (16.0%) |, I % 1461 (4.5%) K& OVERAR A2 ZE42E 2451 (0.6%)
MERO BTz, Flo, VRBERE, BEIEFEGE, DR & OV i MRS P S5 5E
A IERR O HALIR Do Too AFIBEIZ I\ TR REE66M (21.1%) | IFHERERE 2461 (7.7%) |
RIS BERE 4761 (15.0%) . BEHEREREE3M] (1L.0%) | MIEMEMZEESE] (1.6%) |
RN « L D T #1164 (5.1%) . B D 2 FR 801 (2.6%) . T B REkE % 301 (1.0%) .
BB REREE 3B (1.0%) . E4361 (1.0%) . infusionreaction 144 (4.5%) . 5 & 9 5
%206 (0.6%) . BERUHRERIE/ 2 A/ F—2801 (8.9%) . fFZ26 (0.6%) M Ok
FRIERRIELN] (0.3%) RO bz, F£io, VRIFERW, BEAEMMEAE, NK - BB,
DR | 9% Mo OV M L/ NSO D PSR BESR 1 X8 9 D AL72 0> o 7o, AREIVER R BLIR LI,
UHFROMERS (ARAMAERY 23T) 2GRN RE T,

RIBEIBR A RE 22 M RAMEEE 2 X RUIARA + A BV A~ T &G 2R Lo s
I FHEAER (CA209004 3BR) D =17k — b 812\ T, L ERIERIGHBE 28 15 L b5k
BRI 1361 & O T, ZetEICHE R 2ZRITRO bR oT,
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DE B FEFE MRS (ONO-4538-21/CA 20923854 54%)

B EFLIIAKIREA438/4520%5] (96.9%) . 1 &' U L~ 7 EE446/45301 (98.5%) 1Z780H 5
Ao, 1RBRIE & DREBIRNEE TE RWVEFEFRITAFIRE3SS/452(1] (85.2%) . A £
I~ 74341453051 (95.8%) (ZFRD HALTz, WL DORETIHLRIN5%LL O EIVE X
THROELEEY ThoT,

KT WITI OB THEEENS%LU EORIER

HH ik AEYLRTE
Grade 4= Grade Grade3 L4 |- 4 Grade Grade3 UL |-
RIVE T A FEL FEBIR | B IR | BB B | EI EIR
(MedDRA 12 X % SOC-PT 43¥) (%) . (%) . (W . (W
REELK 452 452 453 453
B0 385 (852)| 65 (144) | 434 (958) | 208 (45.9)
' EHE R B KOS AL Rk S
RAER 57 (126) 1 ( 02 49  (10.8) 2 (04
5 PR 35 (77 1 ( 02 19 ( 42 1 (02
H
T 110  (24.3) 7 (15 | 208 (459)| 43 ( 95)
LR 68  (15.0) 1 (02 91  (201)
lii-20) 29 ( 6.4) 46  (10.2) 1 (02
M i 12 (27 1 (02 4 (97 2 (04
N Ez 1 24 ( 53 14 ( 31
NI DS 9 ( 20 3 (07 45 (99 3 (75
— - RHBEERB IO GO REE
HESIIE 57 (126) 1 (02 53  (11.7) 4 (09
957 156  (34.5) 2 (04| 149 (329 4 (09
TEEN 7 (15 54 (119) 2 (04
R IR AR A
Y S—HN 30 ( 6.6) 19 ( 42 26 ( 5.7) 16 ( 35)
ALT 5 28 ( 6.2 5 (11 66  (14.6) 26 (5.7
AST 40 25 ( 55) 2 (04 60 (132 19 ( 42
TIT—EHIN 25 ( 55) 9 ( 20 14 ( 31 5 (11
RFtBL O SRERE
AARIBOE 18 ( 4.0) 39 ( 86) 1 (02
PR R PR
ISP 4 (97 1 ( 02 79 (17.4) 7  ( 15)
BB L O MRS
BLIR Bk 24 (5.3 50  (11.0) 9 (20
EOFERE 105  (23.2) 152 (336) 5 (11
it 9  (19.9) 5 (1) | 133 (294 | 14 ( 31
RO B HEREs KONGRS
IF-0% IR 15 ( 33) 2 (04 24 ( 53)
W WIEE
FEDR IRFE REAR T 49  (10.8) 1 ( 02 31 ( 68) 2 (04
FR R RETT S 36 ( 80) 1 ( 02 18 ( 4.0 1 (02
ERS 7 (15 2 (04 48  (10.6) 11 ( 24)

7RE. ARAIBECIB W CRBEM MR 11 6] (2.4%) . BB RlAEE/ X 435 —48 4
(10.6%) . NTBEREREE 40 5l (8.8%) . FUIRMRBEREREE o1 5 (20.1%) . #hikFETE 83
B (18.4%) . BHEREREE 6 1 (1.3%) . RIEHEREREE 6 4] (1.3%) . TELHEREREE
8 (1.8%) . infusion reaction1l f5] (2.4%) . KB - EEO T 21 ] (4.6%) . &
DR EREE 54 (1.1%) . LABERI 161 (0.2%) . BER 341 (0.79%) . 5 &9 Bk
2 5l (0.4%) . FF2e 341 (0.7%) 2R BNT=, F/o, HEMEIIE, LK. k.
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o M M RSO VESR BRI . AR - Bk AR AR FEARE M UM MERRAE 2013380 &
Nipholz, REWEMFEHRIT Y FROMESESR (RAREERY 25T) 2ale
ERHR R,

1) Robert C.etad.: N.Engl.JMed., 372: 320, 2015 (CA2090667:/#)
2) WeberJS. etad. : Lancet Oncol., 16 : 375, 2015 (CA209037 #tik)
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(A - &)

AEIORHER Y BREE T L 2R L2 I 2 b—3a 2k, A#Hl 3mgkg i
240 mg % 2 BRI CTH G LIZBROARAIO MG HiRE SRR Siviz, £ OREER, A4
240 mg & 4% 5 UT-BROBRE EIX, KAl 3 mgkg Z# 5 L-BRORE R & ik L Rl
T ETFHIENZLOD, BAANBFEICBWO CERMENHERE STV Ak HE (10
mo/kg % 2 BRIERE CH5) TAKIZ# G LI-BROBRER L ik U CREE2 /x4 & Tl
iz (F#), Mz T, BEOBEIZBIT 5T —ZI12HK-3& | A% 3mglkg X i% 240 mg
Z 2 EMERTEE LIZBEOARR OBRE R &AM T LM & OB A Rt 5%
BRSTT AR S, YBEIZOWTRFDM O R, Eito Mk - AEo
W CHE R LSV 2 2R T2 e Pl SN, 72, EEREEREICE T
HF—HZHSE, KA 1mglkg X% 80mg & A vV L~ 7 3mglkg & 3 [ T
5 UT2BROARAIOVEE & & 2oVt & ORE A Miat T D REERISE T VAR S, Y%
BIELZ DWW TIRFIDM TN iR, LRt Mk - HEROM CRarIc I 2= RT3 e
ETRE Tz,

£8 AHOKYBENRTA—F

ﬁﬁff . )EHE Cmax Cmindl4 Cavgdl4 Cmax,$ Cmin,s Cavg,ss
- (pg/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
3 makg O2W 516 166 243 113 62.1 776
9Q (352,70.8) | (10.7,245) | (17.1,339) | (750,171 | (27.1,107) | (42.1,127)
72.7 235 341 159 87.8 109
200mgQ2W 1 (519 103) | (152,346) | (251,47.8) | (102,254) | (415 158) | (62.1,187)
191 613 90.8 398 217 278
10mgkgQ2W | (147 219) | (51.2,792) | (79.0,114) | (331,532) | (184,313) | (237, 386)

RfE (5%)%, 95%s) . Q2W : 21 I [RIIE ., Cimax @ WIEIHR5-22 O fi i i T P, Crninana © HI[E1 #5214
H BICH1T 2 HARMmiE PR, Cagaia : FIER 54140 H £ TOFEHIMIFETIRE ., Craxss 1 EFIRIEICIS
T DR MiE TR, Crinss 1 EHRIBIZIS T 2 RARMIE TR, Cagss 1 EFIRIEIZIS T 5 FHIMLIE T
FefE

18



4. FERIZOWNWT

MR UIBR AR RE 72 M R A B (T T 2 56 1203, &GRSR & L CE R s (45
P BT LN TND T &b, émﬁﬁ%@ﬂ’%%f%ém RCHLULEND D, £
O BT, EHEL Y A7 EHFE (RMP) (235 % | ARFOEIEL LR EMEESEE~O W 1K
HlAY & 2 haak T o T, AFN OG22 BE 22 W - 52 L, AFORGIZL Y \HER
RWER 23 BL L2 BRIC KRGS 2 2 E BB R 720, LLFOO~Q@D T X T A7z 3 fiax!c
BWTHEHT 2RX&ETH D,

O MERITOWNT

D1 TFid (D) ~ B OWVWTINIHEYT IR THD Z &,

(1) JEAEFBRENEE T 503 A BHEEERLS RS BRE R IR 23 A2 REEEE L SRR
Hitek 23 A B2 e IL RUR e, kS AR e &) CERR 30 4= 4 H 1 A IR - 437
fiiax)

(2) HERERERPT (ERL 294 6 1 HBRS - 85 fiak

(3) FENFIAFENIEE T 203 VP EEFT (D3 AR EbL, 3 A2 HE
B 1EBE, 23 AR HEE R L /e &)

(4) ShRAbFRIE=E A %L.%%M%%ﬁm%lﬂi%%m%%ﬁm%2®m%
IfR D E1T> TV D 0¥m28$7ﬁ315ﬁ£‘2wom %)

6)#ﬁﬁﬁﬁﬂ@ﬁﬁﬁm%®m RIEHE AR D R 21T > TV D sk CERE 28 4F 7
H 1 BREA ;1290 fitigk)

O-2 EMERAREO TR E K ORIWEH FEBLRE O3 57 72 ik & R BR 4 £ E Al
(FROWTINITEEY T DIERM) 2, UYEZEROARANCET HIaMOEME L LT
BlEINTWbHZ &,

*

o [EHIhIFEUSE 2 EOPIHNHE 2K T L7211 5 LU E D) ATRIR O BERIHE %2
fToTWBZ &, 95, 2L RIT. RARYIREE L LRSS OHHE %2
T TCWNWAZ L,

o ERGRFFIGFE 2 FOYHINHEZ T L721&2I2 5 FLL Lo B PRS2 54 O i
IR ZH L TWDH Z &,

@ BEHNOERERFREBERDMEHIZOVWT

Eﬁ%%%&ﬁ’%iﬁéﬁﬁﬁﬁﬁﬁéﬂ\%%ﬁ%#%@%ﬁ%ﬂ\ﬁ@ﬁ'ﬁ
EMEIEERE RO E L OEMEIST T 215w, FEFEFRPBAE LIS H OmE
R, FEDRESHITATONDIEREINE S TND Z &,
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® EWEA DX 2UWT
@1 BIVEHRBIRE DXL EHIC BT 2 B

MR PERTR BRSO B 2 BITEA SRR AE LB, 24 BERESIRIEHIO T, Mikhaas X
MR (23T FBL L2 BIERNICIS U CARBEE B KON CT ZOFIER ORIz 4
ZIRRAEOR RS E ARG O, EHITRISATREZRARI N > Tnd Z &,

@-2 BEREFEICLIFFFRNNCET 28 S

DA D D B I ik e O R 2 A3 D IRIRIEFE DNEEH =421 v 7
EBOTEROAR TV —=0 7 24TOWERE Ll 2 G TE 2 F — L ERA 235
SN TNDZ L, ek, BREAFIZOWT, DABRE LEZOFBRICHICEAmInT
W5nHZ &,

®-3 BIfER OZBr-LoxIS T LT
RITER (RVEMERIREISIN A . BAEMMEIE ., DA, R, BURUHRERE, KIBR.

HEDO TR, LRBEIRIE, FFHkRERET . HURDMEREREE . thithas, BEE (Brae -
PRANE FEME R R 2 ate) . BIREE, Mk, EEORERE, fIRnRIERE, infuson
reaction, SofE VLML MRS VESRBER (ITP) | it DS SOG, MR IR, OlREE (o
FEAlE) « RIR - DEPEEAMGHESE) . PR M) (6 LT agha ST BRE R
BB ORI ME 2 A9 D A & s U (BIVEH ORZWH-ORIS ISR L THRE R OSSR 2521
BRORMICH D Z &), EHITHEYRLEN TE SFHNE->TVnD Z L,
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5. REMBRLILDEE

(%

@

@

EVEICEE % 9 H]

TRICHEE T 2BFIZOVWTIARFORENED L SN TNWDL Z b, &EZ21T
DNz b

o KA LSBUE DB ERED & 2 B3

BT O IZ 3V T TFREICRE S T D BF IOV TR, AAIORGITHEE S

D, AOIREERTUL A 2 WGEITIRY | HEICAFZEH T2 2L 2B ETE D,

o [WEMMEEOGI IIEEDH 5 BE

o JRER I AR A CRVE S 258 6 D B K ONE B 0 Sl i i 2 <0 i e it 2%
LEOMICRIEMEE A DD B

o HOMEEEOA, XIXBIMEMZRE L IXFHMEO B O R B OBERED
oD HBE

o RERBHE (GEMMaBREEELET) ObbEE

» ECOG Performance Status 3-4 v o B3

SRl tlE Sh PR ) |

O TRROBEFIZEBWTAKOFEMEN RINTND,

o ABFIRIERIGE L OBERIE ORI UIFRAHE 722 I/ IV I XL 258 o 2Ep: R fE
B
o SEAYIREOIb/c Bl/IVE] 2 o HEpE B fE B BT A ilis A BhEE
728, BRAFEE FAREZ AT 5 HREICBWTIL, BRAFBLEANIZ L H1EE L ZET
HZ &,
(1) ECOG ¢ Performance Status (PS)
Score EFe

0 AL R IEEITE 5, BFai s R U A FAEEDHIRZR<ITZ5,

1 AARICEL UWDIEENIHIR D A3, BSITAMREC, BRIEESE > TOERIFITH 2N TE D,
B BRNFE HGEE

5 HBITAHECTH S DOHEDEY O Z LT T X THREE BRI TE 2V, Ao 50%LL L~y FA4T
@:ﬁﬂ_‘o

3 ROENTZHSOHOEY OZ L LTERY, BFO 0% EEy Rk T,

4 AL TRV, BOOFOEY O Z L34 TERY, BEICy KW+ Tl I4,

(9)

AJCC (American Joint Committee on Cancer) JRHISHE (85 7hR) (23 < 3
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© FHhl+A vV b~ T EREIIMEFRERIBIE ORIGUIR AN GE 22 M R AR EE 2 x4
& LA E IARRER (CA209067:68) 1B\ T, ML ShizA B Y a~THKE
I L CAEBMEDRRGES N TV D, 7272 L, AFI+A B A~ TG & ARF B
5% bl U 72 RBRA 72 REHZ BV TR, PD-LIBBURILIZE D A B ) A~ T D L3
WRDERDEADPRRENDFERP GO TND (Tp2R) . 207D, Rin
UIBR AR e M RGBT 2B W T, AFlE A B Y A~ T L OIS O A )
Wrd 23540, PD-LUSHR 2RI 5 2 ENEE L, PD-LIEEEN1%LL ETH
D2 EDHER S NIZBE TRV TIL, JRHL AAIEMER S 2 BT S, k. B
UIBRARE 72 B R RS 2 )R & U7 ygah a1 FEEBR (CA20900435k) D =27~ —
FBIZHR W T, fLFIRIERIAREE L L FRERRREE & ORI TAFI+ 1 ) L
~ 7 B O NEICIME R ZETITERO DTV,
kAFNOBWEL L LT, WFES : PD-L1IHC 28-8 pharmDx [ 4 =) MNEAFR I TV 5D,
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6. BEIBELTHETREEH

O IRASCEFITN A, RIEIRGEEF DRI 5 B IT D & AR 00 Fetk: K OV (E
RO DI E R ERE IR L T BRI 52 &y

@ RRBIAICIENL B, BE I OFRICHE IR a2 Hasi L, FEE25
TobEhET5Z L,

@ IRV ESERAEEEICB VT, AR LA B Y A~ T L OPFHES O E
UM 54, PD-LLBBLE LR T2 2 ENEE LA, PD-L1 BB R
TEXRWEAIZIE, AR LA VY A~T7 L OOHOBEE 2@l Lz L cikh
T5HZ L,

@ EREWEHO~FRY AL MIOWT

WEMEEER S LoD Z ERNHDDOT, AFOEEIZHT--> L, BEE
M (PRI IR EE, nmk, FEENE) ORER KOS X MRiRdE O LM%, Bigx 1+
IZATH 2 &, Fio, BEIZS U THRE CT, i~ —b —S0OREZ £ 5
ek,

AKHFN DY 51X EEE D infusion reaction (Zfif 2 TEARRC 43 2256 5D T X % U
AT o7 LTG5 2 &, E72, 2 A1 H BARE O A # 5-K¢1Z infusion reaction
WHHONDZEbHDDT, KFIERE R OERFEGHHE T HRIT AL Z A
ERET D%, BEOREL HICBET 5 2 &, 723, infusonreaction &
FHLLTEGA TR, 2 TOMBE R OER D ERIEE T 5 £ THRE 2 +08l4
THZ L,

RIS REREE N S Db d 2 L3 D DT, ARFOF 5-BA kT K OB 51411
X EBIR I FUR IR RE R A (TSH. i T3, 15 T4 HoWE) 2 Eh+ 5
ek,

AR OEHIZ XY | BEORPEESINTER T 5 L& 2 SN DIk~ 7B R
DHOLONDZ EnbD, BENEDLNEEAITIE, BELEFRIIS U
B 72 NGk & AR SR A FEO PR AT & L U Cl bl 22 R M 2 1T IR O
BOGIZ £ 2 EWER D B b 23581213, ARIORIE T 1L, R OEIE RE R
NECHOBRGEEBRT L2 L, 2B, BIFKEARVEOREICLY EIE
M OYEEDRFRD BN WAL, B BB R VE LSO sz il o8 n
bLEET DL,

BeHR TR, BOAMNSE ARGE L T ORIERNRET D Z 08B D70,
AFN DGR TZRICHRIEHORBUZH3ITEET H 2 &,

1EUBERIE  (BIE 1 BUBEIRIE 2 & de) b bbiv, BERFES R 7V R—v 2
CEDZLBRHLOT, HiE, HEol MEHSEDORER O FEE S mAEE D _EF (21
SEET D&, LEERFEN DN SAIITEGEERIEL, AR il
F O 55 OME) LB AT H 2 &,

23



I UIBR A RE 72 M R AR B I 2 BRI, AAI ORI T, &5
BAGEND 3 HUWN, ZHLARIT, 5B 6 1M 6 W Z & IZH RO
fﬁﬁ%ﬁﬁo TWeZ EE2BBIT, AKAIEGHILTEMN R OMREZITHI 2 &,

@Jﬁ/ﬂéf;ﬁ@ﬁﬁiéﬂi$%’\@ﬁﬂ;ﬁ*ﬁ%fi§/£9: L TREM 9 2 BRIZ I, ARANOREIR
aﬁ?ﬁ IZBWT, 12 Z EIZAIMEDOFHI 21T > TWe Z & 2 BEIT, AFIE G- F1ix
EHNNROMREATH 2 &, Zodb, MigmihiE s LTEMAT 25810, K
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1. IIC®IZ

P3G DA M « ZENEDHECR DO 7o DIZIE, WA SCEFIZE DWW o e H 23K D
BiILD, ST, IEFEORFEN ORI LY | FUREIES e & OF i 72 Fri (%
FFEIEMPARINLGF T, TNOOEEGZ EIZHEREF IR 5 2 LB
R & 7o TR Y RFMBGEE & SO AT #2016 (FAk 28 4F- 6 A 2 H MR E)
IZBWTY, EHMERLEOFEHOREHEELZ XD Z L LI Tn5,

FHER PRI, SR ER R 2T r 7 7 A VBB F O EIRS & I 5 TR
RHZENDHDH, T, AMMERPLEMHICET HIERN+0EET 5 £ TO/R,
UHERLOBEZRZIT L2 PRI BEICH LTS L &b, fE
FDRFBL LT BRC LBkt S % & D Z & M RIEE 72— & O B 23l 7= 3 = A B CfE H
TAHZEDNEETH D,

L7 T, KA KT AT, BAFEELZNE TILHE LA TV LEFIETH) -
B RN EE S & | LT OEIES O fi 7ol 2 HEE T 28180 b B R B & %
FROEEFHEERT,

B ARITA RT A %, MSIATEBOE NESE LR S, QB AR AR
BRRIE 7o . —MAEREN B AREEIRINFHEZ . — M EE N B AR H SIEER 72 KO
NSFERTEN AR ARSI 20Wm ob EAERL LT,

RS L R BEIRS AR EREE 20 mg, A4 7Y — RS EE 100 mg (—#%
4 =R~ T GBI TH#LZ))

X ERDMEVINE « R ULEREE 2 H 9 5 SHSE A

HELRAMERONE - @, RAICIZ=RL~7 B Z) & LT, 16 240mg
% 2 W CAmMERET 5,

B3k IR 58 3 E L NERREL TS




2. AFNORR, TERBEF

7Y — R A ERE 20 mg K& ONE] GRS 100 mg (—ik4 - =R~ T (Eis R
$az). AR, TARA) 1%, /DB TS A X Ly 7 24 (BT Y R L -
~A Y —RX 2747 (BMS) th) »BA%¥ L7=t b PD-1 (Programmed cell death-1) (2%
T5HE MUIgGAE ) 7 u—F LHIUATH D,

PD-1 1%, V&ML L7 U o NER (T i, Bl N F 2 7 0% 7 —T fila) K OvVE
BERMIAIZ R BT 5 CD28 7 7 X U — (T AR OTEMEAL 2 i BhAYIZ IE & AIZHIE 35 4
THE) IR T A2ZEKRTH D, PD-1ITHURE MBS 5 PD-1 Y > N (PD-L1
KOYPD-L2) &EfEA L. U o SERICHfIMES 7T L 2 L TV 7 SBROTEMAIREE 2
AIZHEI L TW5D, PD-1 U F > RIZPUESR R LIS B b OFk &~ 22 RS FR AR 2 8 B
LCHY, BMEREAEEE LU L EEHEMEICI TS PD-LL OFEL & itk DAAE
WM & ORNCEOFBEBEZRN S 5 Z L viis S Tuvv%  (Cancer 2010; 116: 1757-66)
Fo EERAEBRE TR T RN ELET LA v X —T 2~ (IFN-y)
IZE > T PD-L1 ORBENFE S, 58 L EEHARRICB T 5 PD-L1 ORI EHFFHE O
AFHIR & ORI EOFBARGEN H 5 & o#iEt H 5 (Sci Trand Med 2012; 28: 127-37)
S 512, PD-L1 Z# PRI Bl S H 728 AT, HURKEERA CD8 B T e oo i e (55
TEME 2 S8 52, H1 PD-L1 HiA T PD-1 & PD-L1 & OFAEET S & OHI
EEEENREIET 5 Z ENRENTWD, D Z LMD PD-UPD-1 U 7y REREIX, 7
AR FUR R RO T AR D OBBE 2 RS 28FO—>2 L LTEX LTV
Do

AR, FEHEBR OFE S0 5 PD-1 Offifast ik (PD-1 U 7 REEE ) IS/EA L.
PD-1 & PD-1 VA Y REDFEAGEIET D Z EICLD ., BAPURRERNZ T MO
PEAL K O3 AUKIIRLT K3 2 AIE =G 2 9589 5 = & TRk e fiiis2h R 2~
ZENHER SN TV D,

T DOHENG  RANTEMERES SR 2 7 IR 0155 O L MRS,
SHSE I R 2 xR & U B PRGRER & 550 L . B2hiE, et R OBERMES MR S v,

AHN OISR Ho S < M D SIE RUT & 2 BWERI 238 & i, TS SSEL1C
5 AN B B AFIDB AR O S4ICIE, BEOBRE T, REAR
W BT AITIE, JEH L7 FRITIS U 7n BP0 2 ik & B % K [EAT & s U C il
GRS 21T\ . M ORI RSIT & 2 BIERI A3 2 B AT, B I AL
B LFIOB GO AE 21T 5 LB D B,



3. BREREOE
BRE LIRS 2 A 7 5 ESEEE O &G Z Gl 2 17 - 72 £ 72 R IR R O ik &
N I

[H2hE]
[EI B [F] 55 AR FABR  (ONO-4538-11/CA2091417854%)
7T FF A G AL SR A T 00 560 H LINICRBEIT T ER /RO b
7= ARIE B B9 D S PTEE DG & 72 & 72 W I/ TV 3 00 BESE S R S i 8 28 4361451 ( H
ANBE2TH 2 G e, AAIRE24061, *PREE12161) Z %51, JRBRE S ERI 2GRN L=
BIR (A M PLEI—h, FEEAFEALUIEY RO ~T) 25 E L TARFI3mgkgs
2 FEII0E C A ERE Lz & 2otk V22t Mt Uiz, EEFMEEA Th o4
AR (BAF, TOS) ) (Hdefili [95%(EHE K] ) O HMRATHAS Rl AAIRET7.49
[5.49~9.10] # A . XIHREET5.06 [4.04~6.05] & H TH Y . AHNLIRBRE Y ERTA 52
RUTIBRICK LFGEH PRI BERIEE 2R LT (A — RE0.70 [97.73%(EHE XM -
0.51~0.96] . p=0.0101 [/&Hlog-ranki&iE] ) .

*1 1 WA B SRS DAL ORI % ST,

2 iR L SN EREALE, O, - FUHE K OWEEE,

1.0 |
‘1.‘-. - *ﬁ“ﬁ
09] =
\_h "“' ﬁgﬁﬁ
0.8- :
0.7
£ o06-
7
FE 051
0.4
0.3 ..
0.2 i
01 1 .:i----l---.l
ool . . g
0 3 6 9 12 15 18
at risk# £7F/HME (H)
AHFIBE 240 167 109 52 24 7
*EEE 121 87 42 17 5

X1 OS ® Kaplan-Meier Hi%3



100

(PD-LAFE BRI R D A 0 Mo OV 42)

[EIRR A 25 AEFRBR  (ONO-4538-11/CA209141385R) ICHLA AN BNT-BED S b,
RS AEARIZ U TPD-L1AFE B L 7= a2’ 5 2814 (BLF, TPD-LIFEIER)) 12
B D IEHMA G DN — O BRE DT — 2 2O & PD-LIREBR RGN ERAN AT 2
1T T AR L REORRIZLLTO EEBY ThoT,

AMEIZE LT, PD-LIREELH D 1% OS5 1Sk RRE L ZIZFRBROFS R Th 72 (F
%)),
723, PD-LIOFIRIZE LT, KFOLEMET w7 7 A VITEETH -T2,

=
o
S

—Nivolumab 3 mg/kg ™ —Nivolumab 3 mg/kg
0 L A Investigator Choice w0 | '-..: ..... Investigator Choice
g g '
« 4
W 60 W 60 |
S (]
5 5
40
4 & 0
20 20
0 T T T T T T T T T T T T | 0 - - - - - - - - : - - - ,
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 39
LEHEHM(A) SEZHR(A)
at risk at risk
Nivolumab 3 mg/kg 96 74 59 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 0
Investigator Choice 63 45 24 14 10 6 4 3 2 2 0 0 0 0 Investigator Choice 40 30 19 14 10 7 5 4 4 1 0 0 0 0
2 Nivolumab 3mg/kg (events:81/96), median and 95% Cl: 8.1 (6.7,9.5) A Nivolumab 3mg/kg (events:67/76), median and 95% CI: 6.5 (4.4,11.7)
"""" Qureens Investigator's Choice (events:60/63), median and 95% ClI: 4.7 (3.8,6.2) =0 |nyestigator's Choi ce (events:39/40), median and 95% Cl: 5.5 (3.7,8.5)
Nivo vsINV Choice - hazard ratio (95% Cl): 0.55 (0.39,0.78) Nivo vsINV Choice - hazard ratio (95% Cl): 0.73 (0.49,1.09)
= 3; > 2 — W "\\»——
ONO-4538-11/CA20914 17 OPD-L1EBLRB| TOOSD HEENT %27 + v —7T v 77— & OKaplan-

Meier HiER
(X : PD-L121%DBEEMA, FX : PD-L1<1%DBELEH)



[Zcapt]

[EIFR e [F) 25 M AHFRBR  (ONO-4538-11/CA209141545R)

HEFRIIAKIRE229236061 (97.0%) K O FEEE109/111%1 (98.2%) (258 HiL, 1A
BREE L DK RN E T RV EFRIIAAIREL139/236/1 (58.9%) | xtHf#E86/111
B (77.5%) (Z380 BTz, FHRNRS%LL EORWERIZT TED LBV TH -T2,

K1 HEEPS%ULORIER (R BITE2EH)
HH AHIRE oiistis
Grade 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
AlERIEE FEL FEBIR | B FEBIR | BB EBUER | BB RBBR | EI IR | BB EBUE
(MedDRA |2 & % SOC-PT /y48) (%) FE (%) (%) T (%) T (%) FH (%)
NESE 236 236 236 111 111 111
EXL 139 (58.9) 31 (131) 1 ( 04 8 (77.5) 39 (35.1) 1 (09
MEBIOVL R EEE
2. 12 ( 51) 3 (13 18 (16.2) 5 ( 45)
I hER IR E 9 ( 81 8 (72
B IR
T 16 ( 68) 15  (135) 2 (18
BITIN 20 ( 85) 23 (207) 1 ( 09
H A% 5 (21 1 ( 04 10 ( 90 3 (27
g 8 ( 34 8 (72
—f% - R HEEBI OGN OIRAE
I 0E 10 ( 42 1 ( 04 16 (14.4) 2 (18
95 57 33 (140 5 (21 19  (17.12) 3 (27
KL ST 3 (13 14 (126) 2 (18
R IR AR A
R 4 (17 6 ( 54
Rt L OsERE
ARRIBOE 17 (72 8 (72
PR R IR E
KA M= 2 — T — 1 ( 04) 7  ( 63
FZJE 3 KL OVEE T R ik ke
=R 14 (12.6) 3 (27
R g 7 ( 30 10 ( 90)
EHFEIE 17 (72
K% 18 ( 7.6) 5 ( 45) 1 ( 09

Efin DG S AEEL41T, CTCAEVAD 2 MW T L. MedDRA ver 18.1 & iV Tat Atk 2 77,

7ok, MIEMEMEER 7 6] (3.0%) . BEBTRERIE/ X A 3F—5 fil (2.1%)
BE2E 545 (2.1%) . HURBRESRERSZE 17 4] (7.2%) . #REEE 7 4] (3.0%) .

. FThkHE

PR AE R

E 1] (04%) . BIBRESE 16 (04%) . FEAEEREREE 24] (0.8%) . FRkimieZEsR
JiE 141 (0.4%) K Uinfusionreaction3 ] (1.3%) 23i8 Hiviz, F7=. BHEIEMEIE,
DR, gk, KBS - EEO TR, 1 BERW, oMl OB MESEBER . T,
e - i, BEEORERESE, 5& 5 EREKVEEORERFITRD bkroT,
ABWERFBLRDUT YR F R OESRES (BIRREEET 2 51) 2308 E R
BB



[H - HE]

AR OREMEYBETT L EZFHALIZY I 2 b— a2k v, AKI3mgkg (k
#) XX 240 mg % 2 BN TS LZBEOARR O MG iR E R S iz, £ Ok
J. K240 mg G LTZBROREEEIT. AH) 3mgkg &5 LI BROBREE & & i
LCHEEZRT ETHIESNTZEDOD, BAARNBEFICBOWTARMERHER A TWDH
% - A& (10mglkg % 2 IR CRE) CTAKIZ F G L I-BROnggE & & ik U CEAE
ord ETPHIENT (F#), A T #EOBIEICKIT 57— 225X A4l 3mglkg
(KEE) X% 240 mg % 2 FFFIFGE CHG- L2 BROARK OMREE & & A 3 ik &
OB AR D IBEE ST T VDR I, SOV TRFID T h LT £,
EROME - HEOM THIMER ORI 2R IT Vv E PRI,

£2 AROEWBRE T A—H

M - B Cinax Chind14 Cavgd14 Crnax.ss Crin,ss Cavgsss
(ug/mL) (pg/mL) (ug/mL) (pg/mL) (ug/mL) (pg/mL)
3 mglkg Q2W (35-52%?0-8) (10.176,3;34.5) (172‘,1'333.9) (75.%)%?71) (27?12, '107) (42.717, ?27)
240 mg Q2W (51.712, '103) (15.22:,35)4.6) (25.?,1:7.8) (103,5254) (41?57,?58) (62.11(,)387)
10 malkg QW (14%?;19) (51.2,139.2) (79?(2'214) (33?232) (18421,1213) (233,7286)

FPLfE (5%, 95%58) . Q2W : 2 MIMHIME. Crmex : FEIF 5-1% O M5 PRI Crinaws : FIEIF 51414
H BT D AR IS T . Cagais @ FIEIE G140 H £ TOFEHMIE T IEEE | Crass : EHINEEIC K
DR IMIE RS, Crinss : EFIRIEICEH T D RARMIE PR, Cags 1 EHIRREICKIT 5 FH) Mg+
TR
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KBS & U T HAGERE (2B AT ohTnd 2 b, Uikl 2
YN T 2 ik T%éﬂ%#%é Z O LT, RFNOBE DY) e B 2 LW - 5F
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SN AR EEEERL AR, MRS ARSI e &) G 30 4F 4 H 1 HEREA - 437
(39

(2) i ERERESRPT (FRL 294 6 1 HBRS - 85 gk

@)%ﬁﬁﬁﬂ%ﬁ%ﬁ?éﬂh&%@#ﬁh(ﬂhﬁ% HLEEFE ERT, 23 A
W 19mRE. 23 ARSI EEHEE R 72 &)

@)%%m%ﬁﬁi% RE L. SR RIEINT 1 SUIA S SRR INGL 2 o % F U
AR DB A T TV Dlieg (CFRk 284F 7 H 1 HIRF AL - 2540)3’@ )

(5) PUEMEREE AT & BEINE O i g FEHEIAR B th 21T > TV D lEsk (Rl 28 4F 7
A 1 BEfA ;1290 fitigk)

®-2 Eﬂg‘ﬁ%ﬁ%@{h?&f%‘&U‘E'H’Eﬂﬂ%‘é%%ﬁ#@iﬂi\LC+§7\7’£%D§%kW%ﬁ%ﬁo[ﬁﬂiﬂ
TEBHEM (FROWTNANIEL Y T D EMSUIEBHER) 25, LiZ2 W O AN
TORFEOEME L LTREZNTND Z &,

*

o [ERNRFFEGE 2 FOWMNHE Z & T L7212 5 L EDO N AIGIR D RIHE %
IToTWHZ L, 95, 24U I, NAERYEERZ T L L-RKRBEESFOIHME %
T TCWNWAZ L,

o [ERIFFEUSHE 2 FEOYIANHE A T L-RIC 4 L0 B SEMERER o FE R
WHEZIT->TEY ., 95, 280 EiX, DBAKYRREZ & T ESHE MR 28 D
FERMHE 1T > TN D Z &y

o [ERNGRFF TR E MRS E O EWHE 2/ T L7212, 5L Lo 0 PEsR
DEFRWHEZIT>TEBY ., 5 b, 2FEL EIX, BARYIRIEE ST OEAR O A
TRIRDEERIHEZ1T > T\ D Z &y
B, AFNCEDIEFICBOCUIRERS 02N EHE BT 5720, BEOIRE
(2% 7= D EHERNT EOROWT NI RSt 20 7= 9 AT (BESEA R DL
R ORIE R B DO REIG+43 70 ik & 1B & FF D[R RT) & OB pdfED ¢ b
2T HT &,




@ BENOEEMBFEBREEOKHIZONT

R E R BRI FE T 2 B N E S, BRSO OFRE D, Ao - &%
VRSO R O B B OVE AT ST s B EE AR (2 D iRt AEFRNRAEL
B OWEE, SRESLHITITON D ERFINE > TND Z L,

® BIER~DRISIZONT
@-1 fEsRAHIC T 5B

FABTMEAZ B % O B /2 B2 A L2 BIS, 24 WFRIZIRIRHIO T, 4 hiit X
BRI\ C L B L ANEAITIS U C BB O CT S RIfER O8I &
B/ RAT ORI B A D, BB ICRHSATRE A AR 2 > TV B Dk,

@-2 ERIEFEEFIC L 2AFFRAINCHET D EMS

S ABHRCHE D D BT 72 e e O\ Be 2 A 2 BIRIERE DEIE =2 Y 7
EEDITEROA Y ) —= 2 T 2ATOERE L FwE A TE 5 F— AR 2R
SN TVD Z &, 2B, BlAHIZOWNT, BDABE L ZOFRBET ST mshT
WwWnHZ &,

@-3 BIEADZWrORIMZE LT
RIER (RIEMMERICIN A, EAEMEDAE, O, TR, B RARE., KIBK.

EEO TR, VANERE., IR, FURIREEREIE S, Mt E . BEE (Brse -
PRAGEFVEMER K25 te) . RIBRES, M, BEEOREREE ., #RieZERIE, infuson
reaction, oM i/ MR PEERBER (ITP) | 8 O fOG, G EEM:, DIsFEE (L
FEh « FRR - D EMERIZMGNES) . IR M) (T L, YRkt Rk i R
BERH O BEPIME A T RN &8 L (RIEA OZKBr-CR IS L CTHRE R Ok %51
DNARIMFICH D Z &), EHICHEHY)RALEN TE RGN ESTHNE Z L,
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[ZzaPEicBE 4 2 F1H]
O TFTRICHELYTIEZICOVWTIEIAFOEENED L SNTWHZ Enb, BE5%21T
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o ARHFIDREIIT R LiAHUE DBEERED & 5 B3

@ “(“Tﬁﬁﬁ@%ﬂﬁﬁ 2BV T TR Cﬁiéﬁ“é BENZOWV T, KA OFREFHERE S e

. MOTEREIEPFR A 2 WIGEICIRY | HEICAKZHEHT 2 2 2B ETE D,
. %Eﬁ%ﬁ%@A%Xi%ﬁm%é$%
o @R AR A TRV E R 258 2 B K ONE B M 0 FU Bt 2 <o R s M fiti 2%
HEDORIZRIEMEZAL D A B D B
o ACOREEROESOR XUHIEMEARE L < IXERMEO B O R B OREERE D
b o EE
o HEMEHEE GEMmEpMIABMEZ GTe) Ob 5 EE
»  ECOG Performance Status 3-4"*Y o Hi

EEEoI L tllE Sh pPAtE ) |
O 7F7FFTH e T ERIERE D H 5 BE BV TAROAREN RSN TN D,

@

®

FRLZRZ S T 5 BE TR D AFN D55 O TTEIZ SV THE ARAI DA DS
ML SN TR LY, AFOEEGHG LR,

o T IFTRAE GRS L DIRREO LB

o IfFRABNIRIE

o MOTUEMEESGA L O L TRE Sh o B

AN R e [A] 25 MLAHRABR (2 5 T BREERNIZ I\ T BRI 6 L TR DD R
AES VTV DAY, PD-L1 FELRIZ L 0 AZMMEDMHAI AR 2 D 2 L AR SN DGR
DIFEONTWDS Z b, PD-L1 ZELRY sl U7c b TARA OG- A& Ot 2
THZENEFE LV, PD-L1 BERN 1%L CTH D I &R I - BEITB
Tl RAILSOIGHERFK S BET 5,

kARFIOBWIF L L, 524 : PD-L1IHC 28-8 pharmDx [# =1 | 23KR ST\ 5

(D ECOG ¢ Performance Status (PS)

Score

e 2
JEFR

0

<R AEBITE 2, FHETL F U HHEAERHIRZR TR 5,

1

PIRRIIC I LUNEENIHIR S D23, BATARET, BB > TOMEREIIIT O 2 &R TE 5,
RS N 2

2

BITRIRECH D OHEDOEIY O Z L3 T _XTHREEBEHRIT TE 22\, HH D 50%LL £~y Focifd =
1;_‘0

w

RONTZEHSDHEDEY DL LNTEXRY, HHOB0%LL EERy R+ Tl 24,

AL TRV, BOOHGOEY O Z L34 TERY, BEICy KW+ T4,
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BEICELTER T REEH

I SCGERE TN 2, &R B D3RI 2 ERFEIT IR & ARA| O Fei I UG
HOTDIZLERERE HICHERE L ChBHERTHZ &,

IRIEBRAAIC eSS | BB UL OFEICA MR Otz -+ L, FE %5
ThrbEET5Z L,

PD-L1 ¥HLR b L7 ECAFIOER G- Al S 2 ¥krd 25 Z L2 E LW, PD-L1
FERPHER TERWIGEITIL, AAIOMEHOMEE 2@l Lz LT 53 5
z,

FREWEH O~ 3T AL FZONT

MEMEMERBND 5D Z ENH LD T, AFOEGIZH T > Tk, BEE
AR (PR RIBE, Wk, ENVE) ORI O X S O =M%, #lEEs 140
WZATH 2 &, F, LEZS U T CT, Mg~ —F —%0RE% LT 5
NP

AFN OB EIZEE D infusion reaction |24 2 TEARFIC /5t iiD T % U
i Z=1T> 7= ECHthT 5 Z &, £72. 2 8] H DI O AA|# 5-F8Z infusion reaction
WHHLOLNDZ LG HDHDT, KAFE R OKRANE G TRIT AL YA
CEPET %, BEOWREEZ I8l T 52 L, 7ok, infusonreaction &
FELLT2GA I, & TORE L OERD ERIZEIE T 5 F THRE L +08l
THZ L,

FURIRFSRERR E 0N B oD Z L3 d D DT, ARAIOF 5-BAtART & OB 5-H1
HITEMIIC ORI RE R A (TSH. 058 T3, #HfE T4 0 lIE) % Ehid 5
z&,

AFNOEGIZ XY | WEORIESUNIERK T 25 &5 2 B DBk~ 2R R B IE
DHLDONDZ ENnbD, BRENBEDOOLNHEICIE, BELEERIIS U
B 72 Jn sk & BB A e o R Al & U CE ) e iR M A 1T I O
FOSIZ KD RWER DN o 2551213, AANIORIESTH 1R, K OFEIE RE R
IWEVHIORGEZZRT DL, B, BB REFRVEOREITLYEIE
HOUCEDNFRD B2 WIGAEIZIE, B EE A /VE  USOaEmmibilA o8 0
LHEET D,

e G T %, BORM N OE I ARGB L T ORIERNRIT L2083 H 5720,
AFNOBEHE TR HRIER ORI +3ITEET D,

1A R (BUE 1 BB IRIR 2 & te) 2d b biv, HERBEES 7V R—v &
ICEDZENHHOT, g, Bl IEEEOGEROF B LM E O LI+
PDEET DL, LAMERFENEONIZGE TG E2FIEL, AR UH
H OB GHEDOWEY) 7R EEITO Z &,

AANDOERRERIC N T, KGR G 9B £HLIRIT, &E56GE 14
ML 6 [ Z LA IMEOFHI 21T - TV Z & 2550, ARFIEG- 1L EIT
(R OMERZAT D 2 &
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1. IILBIC

R3S DO - L RMEDOREROTZ DI, U SCEFIZE S W2l E AR D
BND, S5, EOREREMOMEAIC L0 | FURESR G 72 & OFHH 728 L E R
FPEEMMDERINDH T, 2RO OERMZ BICHERBF RIS 5 2 & B3RO
AL 2o TR REMBGE R & SO FAR #2016 CF% 28 45 6 A 2 H MRS E)
IZHRNWTH, FHNEELREOHHOREIHELZHDL Z L &SN TWD,

BRI ESR T, KEIEASCL 2T 0 7 7 A AVDBBEEOEIRS & D i
WMHZENBDH, ZDH, BINEROZEMEICET HERNHERT 5 £ TOM.
WVHEIRMOBEZRL ZIT 5 2 ERHIFF SN EFIC LTERT 5 & &bz, mIfE
FANFH LI LB RIS % & D 2 & WS Al HE e — 1 O B %35 7= 9~ Rk BE <4
THZEREHEETHD,

L7eRoT, RIFA RT A Tlid, BRERESLZNE TITHELN TV D EFHTFH) -
B2 RN S & | LUT O RS O fcii 7o 6 & HEtE 3 2 8L D LB B0k B2
RO EERER~T,

I, RITA BT A A%, MSIATBOE N B RS SRR, At EEANB AR
BRI s . —MRAERE N B ARER IR R 2 B OV A B N B AR RES B 22 O
Jiob EERL LT,

WG &R D EIE, TV — R Y 20 mg. A7V — R A ERE 100 mg (—
% =R~ T (EfsTHgz))

KL ERDMEIRE « ARTEOIBRASGE ST HE RS 0D B Ml e

WG ERDMEROHE W, RAICIZ=ARL~7 (=7 %) & LT, 11 240mg
% 2 MR CARMEET 5,
{EZEFRIERIRIR O RIATIBRARE U LEE R 0 B AR L2k LT
AV A~T (BEETHEBRZ) AT 580, @E, A
IF=R~7 (& z) & LT, 18240 mg % 3 i [
[T a4l AMEET 5, 20%, =AL~7 (BETHEZ) &
L C. 1[8] 240 mg % 2 @ F RIS CARmERET %,

B I OB ¥ F NI TSR

(2%E)

AR BT D v — AR A SR E R 50mg (— %4 A BV A~ T GEis TR Z))

DRIRESUTN R, HIER O &

2 RE X1 2h B ARIEEIBRASRE U E O B

MK OCHE: =FALyy (BEHHERZ) oI T, @, BAIZIZA
VU A~ (Ba##az) &L T1ME1mgkg (KE) % 3¥H[H
[HIRR C 4 [BL S EET 5,




2. AHN DR, TERBF

7Y — R A ERE 20 mg K& ONE] SR RS 100 mg (—ik4 - =R~ T (Eis R
#az). AR, TARAD) 1%, AN TSt A X Ly 7 23 (BT Y A b L -
~A Y —RX 2747 (BMS) th) »BA%¥ L7=t b PD-1 (Programmed cell death-1) (2%
T5k MUIgG4E /) 7 u—FAHKTH D,

PD-1 1%, {EME(E L7 U o RERk (T M, B AL T 2 7 0% 7 —T Mifld) KOVE
BRI R BT 5 CD28 7 7 X U — (T AR OIGHAL Z i BhHIZ IE & BUSHIEE T2 2
TR IR T 2B RTH D, PD-LIFHURIE RHIIRIZRELT 2 PD-1 Y 7 K (PD-L1
KOPD-L2) EfEA L. Vo RERICHfIE Y 7P v s LT U o SEROEMAIREE
BIZHRET L TWad, PD-1 U H > RISHUREERMBELIAMNC B b Ofk & 72 RS RR I 585
LTk, BEMERAMREEE)OUER LB T S PD-L1 OFBLLINEDAEF
IR & OMICADOFBEIEIR A & D Z & 23 S Tu%  (Cancer 2010; 116: 1757-66) .
F 7o BN R A E R CIHRRRE T MRS ELET DA v ¥ —7 a4~ (IFN-y)
IZE > T PD-L1 OFEENFHEI N, B LGRS PD-L1 OFHL &1tk D
AEAFHI & ORNCIEOHBIRRE R & 5 L o#iE S & 5 (Sci Trans Med 2012; 28: 127-37)
I 51T, PD-L1 Z# JRiIFEBL S 728 AR, HURKERAY CD8 Bk T i oo il e 555
EMEAE TS S 528, P PD-L1 BT PD-1 & PD-L1 & OfEAZIET D & Z O
EEEENREIETH Z ENRENTWD, D Z LMD PD-UPD-1 U 7y RIEREIX, 7
AR TR R RAY 7 T AR D OBEEZ T 28 FD—2 L L TEX LT
Do

ARFNE, SR OFE R & PD-1 Ok (PD-1 U 7 FREAHEIE) ITRA L.
PD-1 & PD-1 UV H Y REDREGEAETHZ LICLD, BDATURRFRENZ T Miols
PEAL K O AUKIBENS %19 2 AIE =G VE 2 #9589 5 = & TRk e PUBE2h 3 2 "4
ZEDER I N TV D,

INOOFEN S | AFNIEMEIEBE ) 2 Bl 2R EIc 20 55 b0 L HifF S,
AR R A P B & LT BRRRRER & S U b e R OB R S vz,

AFNOVEFIHEFIC IS B OREFUSIC & BRHERS N & &b, B UIETIC
B ARENED 85, AR OEG R OBGHIIL, BEOBERE D170, S350
o BT AITIE, FEHL LIS GRITIE U 72 M 7 itk & AR BR A Fe O PR & G L Ciid
G122 BRI 24T\ B D SERURIC K B BIFER 0 D D541, BB B R L
T A OB GO Y RAVE 217 ) LERD B,



3. BREREGE
FRIBEIBRASHE T ER M o0 Bl i 0 Ak GRIRF I B 21T o 7= 3= 72 iR R 3Bk oD il i &
T,

[H2hE]
OE B LR MAHRE  (ONO-4538-03/CA209025 A 5R)

MEFEREERZET HHEMEEGEA (T3 TF=7 A=F =7 VI Tx2=T
XY IN=T ) BB TR A A T D AT SO THE RS 0D 38 B R R ol s AR
821 5l (HANEE 63 & Eie, AKIFE 410, =11 U L AR 411 6) 2RI, —
R AAERE U CAA] 3 mgkg & 2 BN CRfiE Lz & otk ove
EMEZRE Lo, EEFHIEE Ch A 24N (BLF, T0S) ) (FFyfi [95%(E#EX
1) 1%, AAEET 25.00 [2L75~NE'] ZH, =Xu ) AARET 1955 [17.64~23.06]
AATHY | BANT=Na Y AR LFEHFIICA BRIER 2 LTz (A F— R 0.73
[98.52%fF#H X [#] : 0.57~0.93] . p=0.0018 [J&%!| log-rank fE] . 20154-6 H 18 HT —
2Ty NAT)

1.0 e
0.9
0.8
0.7

4 06

77 0.5-

* o
0.3
0.2
0.1
O

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

at risk# F17HRE (B)

AFHIEf 410 389 359 337 305 275 213 139 73 20 3 0
INOYLREE 411 366 324 287 265 241 187 115 61 20 2 O

X1 OS DHEfENTRED Kaplan-Meier B

—A— KHEIE
D IANOYLZEE




F 7=, BARANEREER 63 61 (RAIRE 37 1, =X ) A AR 26 41) o OS (9l [95%
EREXRE] ) 1. AFIRET 27.37 [23.62~NE] HH., =X A ZEET NE [NE~NE]

A THoTz (OF— R 150 [95%(EHEXH : 049~4.54] ) .
* o HEEAEE (PR, [RER)

1.0 =
0.9+
0.8 : e G = 3T )

0.7 1

0.6 —A— KEIE
_&L I I
7 0.5- oD IO L AR
ﬁu_q.—
0.3
0.24
0.1
115 T S ey S T T e B S ey
0 3 B 9 12 15 18 21 24 27 30
at risk® +£iFdRE (B)
EEE 37 37 36 35 35 34 24 16 8 4 0
INOULREE 26 26 24 24 24 24 20 15 9 3 0

X2 HBHARAEFIZEITS 0S OHFEAZHTRED Kaplan-Meier HikR




@ E B F MR (ONO-4538-16/CA209214 #5R)

(L PRRIEARTR R OMELT M S TSR D W W R A B M e /2 1,006 31 (H AN B
n2plEEty, A Y LAvT (EaEz) 0 G, TRRI+- A Y A~7)) 2
550 f5i], A=F =7 HE 546 f§]) ZXfRIZ, A=F =T ZxMELTARA+AEY AvT D
B VL EMEE G LT, EEFHMEEE TH 5 Internationa Metastatic RCC Database
Consortium (LLF, TIMDCJ ) U A7 43%E3 D Intermediate }2 O Poor U A 7 DRE (AHI
+A Y A TREAB G, A=F =T FE422 1)) 12FB1F D 0OS (HH9fi [95%FFEXH ] )
X, AFI+A Y A~ T7FETNE [2816~NE] 7 H, A=F=7F£T 25.95 [22.08~NE]
THTHY, BEI+A Y LA TRHUIA =T = TR LFSGEHEICA B RIEE 2R L
7= (~PF— R 0.63 [99.8%(ZHE X [H] : 0.44~0.89] . p<0.0001 [J&@HI] log-rank f# 7] . 2017
F8ATHT =Xy vAT)

*1: BRI ISR 2 2 RIEORRER 2 VWEH, 72720, BLTOSA XS RIBEEICE D0,
SEAYIBRATREZR B 123 LT 1 FEOMRI UM RE (7272 L, M N IEFER T
(LLF. TVEGF) ) X% VEGF Z BRZFER) & U= 38AI &2 B <] DSHEAT S 4L, 2> DRl ULl
BRI DRSNS 6 7 A LU LR RICHRE LIZ5E
*2: KAl 3mglkg ((RE) &4 B U A~7 Imgkg ((RHE) 2[R HIZ 3 MR T 4 SR EHE L 72%.
AF 3 mglkg (RE) % 2 BRI CAREEE Lz, JFHESGRIZBONTIE, A2 YIRS
L. A EY LA~=T3AFIOERGHKT 5 30 3L LOREE BTG EBB LI,
*3: LLFOO~@DWTHUZ B %Y L2ARWEAICIE Favorable V 27 1 X% 2 THH 2= A 1C1E
Intermediate U 2 7 | 3 H LA LA 3HE1CIL Poor U 22 & STz,
OB R & 2M S TH B ARER O IEIEAEI T £ T 14K, @Karnofsky — ik FE 80%A;
@~/ 1 B EN I FIRAN, OMIERO LT T AMEN 10 mg/dl 2B 25, @R EREN
FEVEE EIRAZE 2 5. @i/ MO e IR % 5

—_— EH A Y AT RE
0.2 ————  AZF =R
ORUA : FTUIY
0.1 .
0.0
LS T T L T T L) T T T
o 3 o 9 12 15 18 21 24 27 30 33
Owverall Survwal (Months)
EH+AE) LA=wTE 425 399 372 348 332 318 300 241 119 44 2 o
A=Fo=TEH 422 387 as2 315 288 253 225 179 89 34 3 ]

3 OS OHREIfEMTE D Kaplan-Meier B
FEMTRI 4L © Intermediate &2 X Poor V X 7 BB

6



72k, EBILFEFH IR (ONO-4538-16/CA209214 #ER) (W T, IMDC Y 27
53%87° Favorable U 2 7 OB X FEFFHMIE B Ot G4EH & ShiginoTz, Mg
BRIZHHA AL B IV Favorable U A7 OBE DT — XIS & BRI 21T - 1=
MR, AA+A Y A TR L CA=F =T HTRERBEENMEG O TS (F
B

= |

3 0.3 |

o ]

0.2 — EFAAEY AR :

_____ : A=F =T i

0.1 ORUA : 4TH1Y i

0.0 :

T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 i3

Overall Survival (Months)

FE+AEY AvTEE925 124 120 116 111 108 104 98 78 27 2 0
A=F=78 124 119 119 117 114 110 109 104 84 32 3 ]

4 OS OHFREIfEMTE D Kaplan-Meier B
fRAT X B 4 : Favorable U X 7 fB&



[Z241E]

OEFR I [E F MARRER  (ONO-4538-03/CA 2090257454 )

B EFGUIARAIRE 397/406 61 (97.8%) . =1 U A AHf 386/397 il (97.2%) 258
B, TREREE & OIRIR BRI E T & 72V FFGUIAAIRE 319/406 4] (78.6%) . =X
7 U AARE 349/397 ] (87.9%) (TR H AL, WL DORETHILED 5%LL EDOREIVE
HIZFTFERO LB THoT,

#Z1 WTFNOFTHEERN 5% EORIER

Bl%x (%)

BRI

AR KFIRE T _npJ AARE
" 406 1 397 {4
(MedDRA/) ver.18.0) 4 Grade  Grade3-4 Grade 5 4 Grade Grade 3-4 Grade 5

2EITEH 319 (78.6) 76 (18.7) 0 349(87.9)  145(36.5) 2(0.5)
MRI LV > R bEE

2 i 32(7.9) 7(1.7) 0 94 (23.7) 31(7.8) 0
P 3 IARE

R I R T 24 (5.9) 1(0.2) 0 2(0.5) 0 0
A ks

R 24 (5.9) 1(0.2) 0 21(5.3) 0 0

T 50 (12.3) 5(1.2) 0 84 (21.2) 5(1.3) 0

HITIN 57 (14.0) 1(0.2) 0 66 (16.6) 3(0.8) 0

0% 8(2.0) 0 0 117 (29.5) 17 (4.3) 0

Mg - 24 (5.9) 0 0 36 (9.1) 1(0.3) 0
—% - 2EFEER LOEGHN R

)9 18 (4.4) 1(0.2) 0 33(8.3) 7(1.8) 0

9% 5 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

HERRE D JAE 11(2.7) 0 0 75 (18.9) 12(3.0) 0

A P N 17 (4.2) 0 0 56 (14.1) 2(0.5) 0

BN 34 (8.4) 0 0 37(9.3) 2(0.5) 0
PR A

M= L 25 o— LN 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

mH 7 V7 F =8N 27 (6.7) 1(0.2) 0 33(8.3) 0 0

RE A 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
Rt L O RS

3 L AT o —/LIUE 2(0.5) 0 0 29 (7.3) 0 0

i A 9(2.2) 5(1.2) 0 46 (11.6) 15 (3.8) 0

E R 7 URY RifgE 5(1.2) 0 0 64 (16.1) 20 (5.0) 0

BARBGR 48 (11.8) 2(0.5) 0 82 (20.7) 4(1.0) 0
B HE R d & OV ARk

RAEH 27 (6.7) 1(0.2) 0 14 (3.5) 0 0

7 P 23(5.7) 0 0 5(1.3) 0 0
PR R PR

USCIE Yo 11 (2.7) 0 0 51 (12.8) 0 0

GV 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
LR E N TS SR N s

I K 36 (8.9) 0 0 77 (19.4) 0 0

IR [ 30(7.4) 3(0.7) 0 51 (12.8) 2(0.5) 0

S 3(0.7) 0 0 41(10.3) 0 0

fitiflig 7% 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
K& ¥ X O FHmRbEE

SUERRRLIE 12 (3.0) 0 0 20 (5.0) 0 0

R g 26 (6.4) 0 0 33(8.3) 0 0

FE - RIEFIRE T ARG 4(L0) 0 0 22 (5.5) 0 0

% 9 FEIE 57 (14.0) 0 0 39 (9.8) 0 0

5 41(10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0




7k, MVEMEMRE 1961 (4.7%) . 2 16 (0.2%) . BEUTRRGE/ X 4 T —56
i (13.8%) . KM% « EEO TR 1041 (2.5%) . 1 HUBERIF 161 (0.2%) . AFHkhER=
Fix 46 41 (11.3%) . Nk 141 (0.2%) . HUIRIREERERE S 34 (5] (8.4%) . FhikFEE 55
Bl (13.5%) . BHEeErEE (RMEMEMEE XS 28 # (6.9%) . EIEHAERES 6
(1.5%) . infusion reaction 21 {5 (5.2%) . FEEDZEEE 441 (1.0%) . FIEEHKHRE
fEE 2 B (0.5%) . S 161 (0.2%) KOS E I IEK 141 (0.2%) ARHLNT, £
To. HEIEFESGE, (OARR . SRR fL RIS PR BRI . K% - BEIR IS B OVERIR 2 28
RIE TR BV o 7o, REIWERARBLURDUT YL FR OB E S (BARRAE R %
G A EUEINERE T,

QE B AL FEFEMAHRE (ONO-4538-16/CA 20921454 5%)

HEFRLIIAK+ A U L~ 7B 544/547 ] (99.5%) . A2 =F =7 532/535 {4 (99.4%)
RO BV, BRI L ORRBERPEETERVWAEFRERIIAA+ A Y A~ TR
500/547 5 (93.1%) . A=F =R 521/535 Bil (97.4%) \ZFBD LIz, WT A DORE
THBIEN BWU LORIWEHIZTRO LB ThoTz,

K2 DI OR TRIRD 5% EORIER

Bl% (%)

e YA S
T FATAE) LT R=F =TT
™ 547 45 535 il
(MedDRA/Jver.20.0) 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
LRIEA 509(93.1) 250(457) 0( 00) 521(974) 335(626) 2( 04
MER LV > R bEE 47( 8.6) 8( 15) 0 183(34.2) 73(13.6) 0
H Iff. 34( 6.2 2( 04) 0 83(155) 24( 45) 0
i B S 1( 02 0 0 30( 5.6) 3( 06) 0
L hER IR AE 3( 05) 1( 02) 0 69(129) 32( 6.0) 0
/RIS E 2( 04 0 0 95(17.8) 25( 4.7) 0
W W 160(29.3) 34( 6.2 0 140(26.2) 1( 0.2 0
IR B RE A A 28( 51) 11( 20) 0 0 0 0
FR IR B RE TUERE 59 (10.8) 2( 04 0 12( 22 0 0
R b R T 85 (15.5) 2( 04) 0 134(250) 1( 0.2) 0
A kS 287 (525) 41( 7.5) 0 430(804) 67(125) 0
JE e 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
L REER R 9( 16) 0 0 30( 5.6) 0 0
R 35( 6.4) 0 0 39( 7.3 0 0
T 145(265) 21( 3.8) 0 278(520) 28( 5.2) 0
F PR 31( 57) 0 0 32( 6.0) 0 0
HILARR 15( 27) 0 0 96 (17.9) 0 0
537 3( 05) 0 0 27( 50) 0 0
(ERESERL R Fss 6( 11) 1( 02) 0 55 (10.3) 0 0
LR 109(199) 8( 15 0 202(378) 6( 1.1 0
0% 23( 4.2 0 0 149(27.9) 14( 26) 0
M 59 (10.8) 4( 07) 0 110(206) 10( 1.9) 0
— % - EHREER I OERGENMOIRIE 314 (57.4) 33( 6.0) 0 415(77.6)  75(14.0) 0
9 72(13.2) 8( 15) 0 91(17.0) 12( 22) 0
57 202(36.9) 23( 4.2 0 264 (49.3) 49( 9.2) 0
RENRED JRAE 13( 24) 0 0 152(284) 14( 2.6) 0
AR P 25( 4.6) 1( 02) 0 29( 54) 0 0
FEEA 79 (14.4) 2( 04) 0 33( 6.2 1( 02) 0
R AR AT 210(38.4) 111(20.3) 0 224 (419) 100(18.7) 0
TI=2VT ) RN TVAT 2T —
B 60(11.0) 27( 4.9) 0 50( 9.3) 8( 15) 0
727 —EHm 71(130) 31( 5.7) 0 41( 7.7)  17( 32 0

9



Bl%x (%)

CERE YA
ﬁiiiﬂg FH+A €U L~ 7T Py
(MedDRA/J ver.20.0) 547 {1l 535 {3

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

T ANRT XM X N AT

=7 —EHn 58(106) 19( 35) 0 49( 9.2 7( 13 0
ez L7 F =8 35( 6.4) 1( 02) 0 35( 6.5) 2( 04 0
o FRR IR RS L L N 11( 20) 0 0 30( 5.8) 0 0
U —PHIN 90(165)  56(10.2) 0 58(10.8) 35( 6.5) 0
A R B 3( 05) 1( 02) 0 40( 75) 23( 43) 0
NN % ol 4( 07) 1( 02) 0 73(136) 36( 6.7) 0
LNEEN 18( 3.3) 0 0 28( 5.2) 0 0
P R Es 6( 11) 0 0 40( 75) 11( 21) 0
AR KOsk 156 (28.5) 48( 88) 0 197 (36.8) 33( 6.2 0
k3 28( 51 8( 15 0 10( 1.9) 0 0
ot Bl 75(13.7) 7( 13 0 133(249) 5( 09) 0
B Rd L OV ARk RS 149(27.2) 14( 2.6) 0 121(226) 5( 09) 0
RAEH 76 (13.9) 5( 0.9) 0 39( 7.3) 0 0
i IR 49( 900 3( 05 0 26( 4.9) 0 0
Va fEeg 17( 3.1) 1( 02) 0 36( 6.7) 1( 02) 0
PR R PR 136(249) 11( 20) 0 253 (47.3) 7( 13) 0
SO Y 31( 5.7) 0 0 179(335) 1( 0.2) 0
GV 53( 97) 4( 07 0 65 (12.1) 1( 02) 0
MR g, MOERds K OVithmR e = 107 (196) 8( 15) 0 145(27.1) 10( 1.9 0
DAL 45( 82 0 0 31( 5.8) 0 0
I-0% A 31( 57) 1( 02 0 33( 6.2 2( 04) 0
S 0 0 0 55(10.3) 3( 06) 0
Jififi 2% 32( 5.9) 6( 11) 0 0 0 0
FEIEH KO PRk 289(528) 20( 3.7) 0 358(66.9)  58(10.8) 0
B2 R 40( 7.3) 0 0 46 ( 8.6) 0 0
ESy 2N 0 0 0 29( 5.4) 0 0
T« T IREN TR A 5( 09 0 0 231(432) 49( 9.2 0
9 FERE 154(28.2) 3( 05) 0 49( 9.2 0 0
W% 118 ( 21.6) 8( 15) 0 67 (12.5) 0 0
R NITRZ SN A2 50( 9.1) 8( 15) 0 22( 41) 1( 02 0
BEIEZ2E, 2( 04) 0 0 27( 5.0) 0 0
O 0 0 0 43( 80) 0 0
M fEE 37( 68 9( 16) 0 225(42.1) 87(16.3) 0
RIS 12( 22  4( 0 0 216 (404)  85(15.9) 0

E. AR+ A Y A TRECBWT, MREREETE 136 61 (24.9%) | FHERER 98 4
(17.9%) . HARIHERERSE 147 B (26.9%) . BHERERRE 46 5] (8.4%) . FVEMEMIYE
535 451 (6.4%) . KM « EEED T 36 1 (6.6%) . HJE D RS 20 5] (3.7%)
T EERERERE T 24 15 (4.4%) | RIEHERERETE 3241 (5.9%) . 1 AUHEIRE 541 (0.9%) .
WEde 701 (1.3%) . FAEAEJE 16 (0.2%) . s - Bl 2451 (0.4%) . infusion
reaction 22 f5il (4.0%) . 5 & 5 s 2 4] (0.4%) . Lafifi2¢ 14 (0.2%) . ¢ 2 14 (0.4%) .
RERCR A ARIE/ X A3 F—102 ] (18.6%) . T4 74l (1.3%) MK OVEIR itz ZEF20E 2 )
(0.4%) MFBD DTz, Fio, St MBI SR B & O L PERRE 213580 B i
otz REWERRBURIUINZFROMEFS (FRREERY 25T 25T%
FHRE R Z R,
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[HiE - HE]

KRN OREMBEYEEET L ZFH LY I 2 b—v 3 42k 0, A#HI 3 mgkg (fk
) X3 240 mg & 2 BREIERE TH G L2 BEOARK O Mg P RER G S, T O
B, KA 240 mg 2 #55 L7-BROBEEEEIT, AK 3mglkg &5 L 7= BEORTE & & ik
LCaEEZRT & TSRO0, BHARANBEIZEBW TABRED MR I TWDH
% - A& (10mgkg % 2 BRI C&E) CTAFIZ &G LI-BROgRE & & ik L CRE

ord EPHIENT (F#), AT #EOBIEICKIT 57 — 225X A4l 3mglkg

(KHE) Xi% 240 mg % 2 #AEEIRE TG L 72 BROAH| DM & & A 90 ke et &
OB A fRFTT 2 REESUGTE 7T VD S AL, YRLBEIC OV TRET DM T AL TG 5.
RO - HEOB THIMER NWEEMICHREZR T n e TllSh, 72 &
s BEIC B A7 — X ICHS & AK 3mg/kg Xid 240mg & 1 £V A~ 7 1mglkg
Z 3 AR TS LT-BEOARK O E L 2l & O#E 2 REtd 2 BEKSET
IUPHEEE S FL, SRXBEICOWTREIM TR R, ERto L - HEOM TLetk
(CHE 7o 22 BT 7 & TRl S Tz,

£3 AHOKYEENRT A —F

Y - R Crmax Chind14 Cavgd14 Chmax,ss Chinss Cavgss
(ug/mL) (pg/mL) (ug/mL) (pg/mL) (ug/mL) (pg/mL)

3 mglkg Q2W (35-52%?0-8) (10.176,3;34.5) (172‘,1'333.9) (75.%)%?71) (27?12, '107) (42.717, ?27)

240 mg Q2W (51.712, '103) (15.22:,35)4.6) (25.?,1:7.8) (103,5254) (41?57,?58) (62.11(,)387)

10 mgkg Q2W (14%?;19) (51.2,139.2) (79?(2'214) (33?232) (18421,1213) (233,7286)

FPLfE (5%, 95%58) . Q2W : 2B MIMHIME. Crmex : FEIF 5-1% O M8 PR Crinaws : FIEIF 51414
HBICE T D ARSI EE . Cagas : FIEIEG#%140 H £ TOFHMIETIREE | Crass : EHIREEIC T
DR IMIE RS, Crinss : EFIRIEICEH T D RARMIE PR, Cags 1 EHIRREICKIT 5 FH) Mg+
TR

11



4. FEFRIZOWVT

(b EBEIR IR O ARTRBIBR A BE X T EA M O B M BB L 3~ 2 358121, KGR
& UCHERGRERE (20FFE) PEonTnbdZ b, YAz mEUIcE
M CX DR ThHVERD D, O LT, B X7 EHGH (RMP) (285X,
7'T<§IJ0>E%%ﬁéﬁ%ﬁ%ﬁbm@%ﬁﬁx?ﬁ D3 Htiak Td o T, AFNOF G- w8 72 &
FHa W FrE L, AFIOFTEGIZ I BERRBEMZRBBLLZBRITHIST 5 2 & A %EE
AL ON L;LT@Cva@@a“&T%{ﬁﬁfn“ﬁm@z _jbwﬂﬁﬁﬁﬁ“ém% Tho,

D MEFRIZHOWT

D1 T (D) ~ B) OVWTHNIES T HMEHTHD Z &,

() BEAEFEBRENSEET 503 ABREEERLSFRRS BRE RS A SR BE LSRR
Hiel A3 A BB B EESIL RUR e, ks A HRR e &) PRk 30 4F 4 A 1 H IR : 437
%)

(2) HCHERERPE Rk 294 6 1 BRSNS « 85 fifigk

(3) HBIENTEAEDFRE T 2 S A EEHPT (03 ARSI E BT, 3 A
W19, D3 ARSI EEHEE R T 72 &)

(4) SRACFRIEEARE L, &*;féﬂ:#ﬁ*/%m:%11&57*5%#?/&[1%2@7}@%{
IR DR Z2 T > TV D lieR (CEAK 2847 A 1 HIKEA - 25407im )

(5) #ﬁriﬂiﬁﬁmﬁﬁf?gm%@m RIEE AR D R 21T > TV D sk CERE 28 4F 7
H 1 BREA ;1290 fitigk)

O-2  BlEE O FREE K OFEIWE R R BLRE O XG44 72 Fnik & 8Bk 2 Feo =R (R
ROWTNNITEZ ST HER) 25, UE2RBORANCEET 2RO EMLHE & L TRE
ENTNHZ L,

*

o [ERNRFFEGE 2 FOWMNHE Z & T L7212 5 L EDO N AR O RIHE %
IToTWHZ L, 95, 24U EIZ, NAERYEERZ T L L-RKRBEESFOIHME %
IToTWVWAHZ L,

o [ERithIFEEE 2 EOPIHINHME 2K T L2121 4 UL EOWREEE DR IRHE
HIToTEY., 95, 2800 B, B O 2 A SWIRTE % & Te S ATRIE D EEIR
WHEZ{T>TWDZ L,

@ BENOEFKMFERERDEHIZONT
EEMERE BRI FE T 5 EEDEE S, BRSNS OFRE D, Ao - &2
VSIS R OB B L NEMZEICRH D EHmiEdt, AEFEBBE L-HE0o®SE
. SERHCNITIT O A RHINE S TND Z L,
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@ BIEFA~DORIFIZDONT
@-1 sz 3 2 B

VRTS8 S 0 B R IR 28962 L 72T, 24 RRIZHEIRHI O F . 3% EA% X
R RIRR T 350 T, BB L AR U C BB LR O CT S ool 1R O8I &
BIRRA DR Y A PITRE O, EDITKISRER AR > TnD Z &,

@-2 ERIEFEEFIC L 2AFFRAINCHET HEMS

S ABHRTHE D D BT 72 e O\ BE 2 A 2 BIRIEFRE D EIE =2 ) 7
EEDITEROA Y ) == 7 ZATOERE L FwE A TE 5 F— AR 2R
SN TVD Z &, 2B, BiAHIZOWNT, BDABE L ZOFEBET 3T mshT
WnHZ &,

@-3 ElfEH ORZWr-OoxISITBE LT

AITER (FEMERREISIN A, BRI, DR, Mgk, BURUTHBIRLE, KIHZ.
HEOTIM, 1RGP, ITRRERET . FIRIRIREERE T MhRtfa . BiEE (8
PRANE BB R 2 ate) . BIREE, Mk, EEOLERS, fIRnRIERE, infuson
reaction, SoFEMEML/ MRS VESRBER (ITP) | it DS SOG, MR T, OlREE (o
Bl « RIR - OEPEAMGHESE) . PR M) (6 LT Y agha ST BRE R
BB ORI ME 2 A9 D R & s U (BIVEH ORZWH-ORIS ISR L THRE R OSSR 2521
DRORMICH D Z L), EHITHEYRLEN TE SFHIRE->TWD Z L,

o
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5. BEXRLBRDIBE
[Z22PEIC B3 2 F1HE]

O TRICEKYTDIBECOVTIEIAFOREPER L ENTND Z L, G217

DNz &,

o ARHNORIT R UIBBUE DO REERE D & 5 BE

@ EFERTOFHMEIZEB W T FRRICHE Y T 2 BE IOV T, AR OF G ITHELRE X7z
D3, MOREERINE DN NG A IZRY | HEICAKZEHT 52 L E2FETE D,

o MEMMEEROAIIIMEDH 5 BHE
o g AR A C VB R 258 2 B K ONE B M 0 FU B it 2 <o R s M fiti 2%
HEDORICRIEMEZAL D A B 5 B
o ACOEERBOAGI, XIFEMERZRE L < IXERMED B O R B OB TR D

b o EE

o EERBME GEEMaBHEE A 5T) Ob b EE
«  Karnofsky Performance Status 70%:AJi Y o> ¥

(ED K arnofsky Performance Status (PS)

Score EF
100 EH, RRICHTHEEOFZINeV, BRER
2 FEE S AT RS S8 N Lo
EH OIEEINFIRE, FFRl72BH#N LI, %0 BRI Ah . TEEDE
80 | 2 0 BRIIEIRA b B A%, 55 L CIE i DTG B T BE
VAN = S 3 Ao N e
ST - LR, BECAEECEC. B | 10 ?ziig%ﬁﬁf%éﬁ‘m%@@% LA
o 3 IR BRI s o = - < < —
%fgégéﬁﬁgégfgié%@fké 60 | AN EL - LA CE B, L& CENDNLE
= ° 50 | WA BB L BB L OVE I 7R T B D A
40 B9, WU REREE L OE#ENLE
% S ABRALET N Y
HOE Y O b5 HSTCE T, Hii 5\ 30 i<@m‘fh ABEM ML NIEITE LEE - TR
b DT b 7% OF A . W _ S —
e O e B R o T8 R 50 | el e, A Ber LB R ah L
R e ° 10 | ##Ha-T\5
0o | %
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[H2hEIZEE 3 % F1H]
O TFTROBFIZBWTARAOHENRGE S TN D,

o MEHAEMEFEERZAT 20EMEES (T =7, A=F=7, VT7
=T XY R=TEE) BETUTERIEREZ R T ARG UIRARGE X TR D
RIS AR (A B 5-)

o ALIFHRIERIGHEDIMDC Y A 7 45%E75 Intermediate X 1 ZPoor U A 7 12 (DiR1EY)
PRARE TSSO B (/1 B A~T7 L O E)

@ FRICHHT B BHIIT DA SR OFASIE OV TIE, AR
B SN TE LT, ARORERG L 25,
o EBHERIESBA RO A A VWA BOWRIEE AT 5 BH AT
B A .
. P,

(52) ] s 4] 445 TTAHZR SR (ONO-4538-16/CA200214 3452) 1280 T. BT ODO~@®D NI bk L
RWEAICIT Favorable U 2 7 . 1 X% 2 T H 2777841213 Intermediate V) 2 7 . 3ME AL L&
BAIZiE Poor V A7 sz, (63—T%H)

B & 2 ST BARTER O IEAEZ B £ T 1 ER
Karnofsky —fi%:{k & 80%Ais

ANE T T AE S FEHEE T BRAS T

WIEB ORI LT T MMEH 10 mgldl 2825

I EREDS LY FIR 2 X 5

/N S B _ERR A2 % 5

CISICISECAC)
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6. BREICELTEETRXEHE

O WA CEFICON A, BERTEES DIREET 2 BRI Z ARK| O Fei: & OV 1IEf#
MO DI RE IR L T AT5 2 &,

@ EEBHAAIIENI D . BE I OFIRICAE ML G EZ ot L. RE 25
ThoRETHZ L,

@ FEREWEHDO~FXY AL MZONT

FEMEEER S 5D Z ENHDDOT, AFOEEIZHT--> L, BEE
M (PRI R EE, nmk, FEENVE) DORER L O X MRiRd O LM%, Bigx 1+
ZATH 2 &, Fio, BEIZS U THRE CT, i~ —b —S0REZ2 £ 5
Z &,

AN OF 51X EE D infusion reaction (2 2 TEEARRIC 43 2256 D T & % Y
& AT > 72 L CBtAT 5 2 &, £72. 2 [0 H LA OAHI$ 5-FF1Z infusion reaction
W HbILDZ L bdHDDT, KA HROKRAB G TH#RIT AL Z LA
ERET 5%, BEOREBEHICBIET 52 L, ek, infusonreaction %
FHL LG E 2R, 2 TOMEE L OER D TERICEIE T 5 £ TRE Z 085
THZ L,

RIS REREE N S Db d 2 L3 D DT, AR OF 5-BA kT K OB 5411
X ESIRO I HR IR RE R A (TSH. bR T3, 15 T4 S oWE) 2 Ehd 5
e,

AR OEHIZ LY | BEORPEESINTER T 5 L& 2 5Dk~ IR B E
DHOLDONDZ EnbD, BENBEDLNEAICIE, BELLEFRIIS U
RLFR A 72 05k & 8B & RO R Al & s U CE bl 2 R W 2 1TV IR ok
BOGIZ £ 2 BWER 23860 23551213, AR ORFESUTF 1L, K ORI BE R
WEHIORGEEZETHZ L, B, BIBKRERLVEORGIZLYEIE
R OUEDGRD HIVRNGA T, BB BB R VE LIS O S il oo
HLEET D,

BG4 T, BEM 5D ARE L COLRIERANEET D Z R 5720,
AR OEEHETHIZ S RWEH ORI 2R T D,

1EUBERIE  (BIE 1 BUBEIRIE 2 & de) b biv, BERFES R TV R—v 2
CEDLZENHLHOT, A, HEoly, MR DGR ORI MmAEE D _L5H7- 121
SEET D&, LEERBENSEDN - SGAIITEGEERIEL, AR il
F O 55 OMEE) LB 51T H 2 &

@ AR OEEARERIZIW T, ALFRIEREIGR A 1SR 5 B G Tl 5-pia
5 VM 8 Z L | ALFIRIERIBIREE ICBIT 54 E' ) o~ 7 0FHIREG T
GBS TEMIZ 6 M Z & (FIENE 12 M%) (A ZMEDRH 24T > Tu
722 & BBEI, ARG TITESICEBRRE THROMREITI Z &,
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s AHEET A FT A v
=R~ T7 (BinHH#Z)
(BR5E4 : 7V —REFEBHE 20 mg, 47 P —R HEEE 100 mg)
~ERER XY L E~

A2 944 A (AL 3 04F 8 ARKET)
A S



B &

1. (ZL®IT

2. AHIOFHE, 1FRET

3. ERRRHE

4. FERIZDOWNT

5. &G LR DIEE

6. BEHICEEL CHEET & FHIHA

P2
P3
P4
P8
P10
P11



1. [ZT®IC

IS DOF N - BEVEOHER DT DIZIT, B SCEFITE SV o B A AR D
BND, 6T, IEOREHEFOMESRIZ L0 FUKEIRS 72 & OHF 72 J R 1E A%
FFEHRMDPARBENDLHF T, 20 DOEEKNZ BICHLER BT IR 5 2 & PR
ML 0o TR RBREMBLEE & SO FART #2016 CEAk 28 426 A 2 A B E)
IZBWTYH, EHMNERNEOHERAORE(LHEZXS Z L L ShTnb,

BOFVE R SR ST, SR 2 T 0 7 7 A ADRBEEDES L & B S i
RHZENDD, DD, HMER LSBT HIERNSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BF I LTERT 5 & &bz, mIfE
RMFEBL L 7B B3t % & D 2 & A hE /e — 8 O B i 7= 3 S BE ¢
THZENEETHD,

L7 oT, RHA T4 Tl BARBEESINE TR LTV D EFEIREN -
R RN EED & | DUT O EIK S O it 70 8 2 HEE S 280 b B Bk B 2
F RO EFREE T,

I, RHA BT A 3 MAZATBAE NEI L EREIS O, NS EEEARAER
BRI IR s . —MAERTE N B ARERIR NRHE 2 I OVt FE N B AR IR 2 O 1 71 D
b EER LT,

WG & IR D EMY, - TV — R 20 mg, A7V — R ETEEHE 100 mg (—H%
% =RV~ (s Rz )

R ERDMEIE © R SUTEEIEDO AR % U Nl

MBERDAERORE - BE, A=A ~T GBiaf#L %) & LT, 18] 240mg
% 2 MR AR ST 5,

Bl N OE ¥ DB TS




2. AERN DR, 1EREF

7Y — R FIEERE 20 mg M ONELREERE 100 mg (— 4 - =R~ 7 Bl
Baz) . LAF. TARALD) &, AN TEMAStE A X Ly 7 24 (87 Y X b -
~A¥Y—X A7 A7 (BMS) 1) 2BA% L7t K PD-1 (Programmed cell death-1) [Z%}
T5HE MUIgG4 €/ 7 v —F LHURTH D,

PD-1 1%, I&MAL L7V 88k (T MR, B ML O F 2 7 0% 7 —T M) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIE T2 2
THE) BT HZRERTH D, PD-1IIHURIE R %ﬁﬁépuluﬁyF<HnJ
KLOVPD-L2) EfEA L. U SERICHFINE S 7 VB AREL T U L REROTEVE(LIRRE
ﬁu%%waéOM}lUﬁy%iﬁ%%ﬁw@u%_t%@%ﬁ&@%ﬁﬁ_%ﬁ
LTHY, EMEREAMELE LU L EGHMEICI TS PD-L1 OFRBL L itk DALF
WM & ORI ADOFEREBIRN & 5 Z & A ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE AR CIRARRE T N EET DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, 58 LI EERRICIIT 5 PD-L1 ORI & itk D
ALEHIR & ORI EDOFBARRN 5 & OHE S & 2% (Sci Transl Med 2012; 28: 127-37)
S 512, PD-L1 Z 558 7S AT, PURRFEA CD8 BHtE T MiflE ol
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERRIL, 23
AR TURFF A7 T MR O OWEFEZ BT 2HFD—2 L LTEX LT
Do

AFNT, FEHEER OFE LD S PD-1 OIS EIR (PD-1 U W RS HE) ITHES L.
PD-1 & PD-1 UV REDFEREET S LICL Y, DATURRERNZ T MRS
PEAL R O AR BRI k9~ 2 ARG BTG M 2 58 5~ 5 & & TRkt e piiEgoh iR & r 9
DR INTVD

TS OHRN G | AFNTHENENEG 5T 2 72 G EERIC e 0 ED b0 LIS,
R U ) VONERE BRI G & LT A S L, AahE, et R O
PEDHERS S ALT2,

AANOAERBE 25D BB DRIEFUSIZ & DBWEMEDRH bbb, Eﬁﬁgjl‘iﬁEtiﬁ’
£ % HH Fib)ébé ﬁﬁﬂ@&frqj&()\&fﬂ& (T, BHEOBRZ 4012ATV AR
O BTG EITIE, FEHLTZFRI ELt%W%&ﬁﬁkﬁ%%%OE%k@#LTL
728 R172 ﬁ%ﬁw W DGRIE UG & DRI 5D 56121, BIE R E RV
RO GEDWEY) 7RI E 21T O %\%373)&’)50



3. BEREE
3 ST EE R O i) R O ) LR EO A GBI EM A 1T o 72 R R R R BR D
fE & R,

[ A7)

@O HEWF DR (ONO-4538-15 FER)

HFEEMEBHREBMELE YT LY v~T XRF v Enrffiz) CIF, 70
Y F = 7)) AP SUIARMAE OFFFESUTEIAMEO H A & 3% > U L NJERE
(ECOG Performance Status 0 &2 O8N 1) 17 Bl & %512, AH| 3 mg/kg 2 2 ¥ & T A0
HHE L7, HERHEHE Th 5285048 (MET IWG criteria (2007) (235 < Ao E12 &
% complete remission (LA, [CRJ) I3 partial remission (LA T, [PRJ) DOFEIE) X
75.0% (95%IEHEXH : 47.6~92.7%) Th o7z, 7eds, FANIRE L72FIEIZ 20.0%T
Hol,

© MWpsaE MARRER (CA209205 #%%) (Lancet Oncol 2016; 17: 1283-94)

M & MBI TR 7 L Y ® o~ 7S K D IRIR A2 - B3 UL G
O MR ) oNEERE (24— | B, ECOG Performance Status 0 208 1) 80 {31
ZXPBIT . AA 3 mg/kg % 2 WHIFIRE CREFHE L7z, FERHMEHEE THh O RER (&
FT IWG criteria (2007) (ZJ-3< FIHEIZ L D CR UL PR OEIE) 1 66.3% (95%1F
FEX M : 54.8~76.4%) Tholz, 7ok, FANIRE L-BIEIL 20.0%TH > 7=,

(24 1]
O EWNE DERER (ONO-4538-15 #R)
AEFERITIRHNRD B, AHE ORREBERENGE TERWVAEFL L RHIED
DiIVTo, FBLERD 5% EORHWERIITERD LB ThHoTz,

£ 1 RHEN 5% LOBMER (REMEMATISER)

BRI E
FEARGE
(MedDRA/J ver.18.1)

Btk (%)

AFIEE
17

4= Grade Grade 3-4 Grade 5

EEIEN 17 (100.0) 2 (11.8) 0
Mg LY 3 REE

#Zifn. 1(5.9) 1(5.9) 0

U RERIE 1(5.9) 1(5.9) 0
HiB L OBk REE

ST 1(5.9) 0 0
alanA e

R IR BEREAR T E 3(17.6) 0 0
B ImhEE

i) 1(5.9) 0 0

B 1(5.9) 0 0

T 1(5.9) 0 0

[ZES 1(5.9) 0 0



B (%)

%;E”%Ui%#ﬁ I

FEAGE 17 4

(MedDRA/J ver.18.1)
4= Grade Grade 3-4 Grade 5

T ELD 1(.9) 0 0
—f% - 2EREER L OGN OREE

eI 2 (11.8) 0 0

SN SOS 1(5.9) 0 0

=R 2 (11.8) 0 0

FEEN 7 (41.2) 0 0

EAE 1(5.9) 0 0
JRYSE R K OVF A dUiE

LRNER/S 1(5.9) 0 0

fiti g% 1(5.9) 0 0
BE, PR X OLEA OHE

EAZPE D KO 1(5.9) 0 0
Y7 R

IR Tl Y 1(5.9) 0 0

i MR 1(5.9) 0 0

REIE 1(5.9) 0 0

i ERH R 1(5.9) 0 0
RF L OsesslEEs

KA Y 7 AlfiE 1(5.9) 0 0

il RN iFT 1(5.9) 1(5.9) 0

AKROE 1(5.9) 0 0
R L OYE A Rk b

BAfR 1(5.9) 0 0

fiREs 1(5.9) 0 0

77 PIE 2 (11.8) 0 0
AR R R

FEMED E N 1(5.9) 0 0

SR 1(5.9) 0 0

KM= 2 —m/RF— 1(5.9) 0 0
MR g, MElEs & OVithRkE S

R M 2 1(5.9) 1(5.9) 0

FRGEDORIE 1(5.9) 0 0
R B X OB Pk

B AE 1(5.9) 0 0

¥ $E R 1(5.9) 0 0

SUERRRRG 2% 1(5.9) 0 0

& O PEIE 5(29.4) 0 0

FIB 4(23.5) 0 0

¥, MBS 1 6] (5.9%)  BEEACTHEARIE/ < A ~XF—2 1 (11.8%) . KIGK -
BED TR (5.9%) . IFREREREE 1 1 (5.9%) . HRIERERED 3 61 (17.6%) .
FPRRFESE 3 5] (17.6%) K (N infusion reaction 1 5] (5.9%) il Hivi-, Fi=. HEIEM
HEJIE, OAR. Figk. 1 BUBEIRIS, St MO PESRBER . IR, B HEREREE
RIS, M - BB, EEEORJEEE ., FIRMEZERIE, FIRARREiEE . PRk
VDS EISERITRD b2 Do 1o, REWEMFEBURDUT S FEROMEFS (R MRA
R EZET) 2 E0EFRRE R,

@ WESNVE TAEERER (CA209205 #ER)
HEFLRIT 238/243 ] (97.9%) (2D L, AFIE OREBEGBAEE T RWAE
HET 185243 ] (76.1%) IZFRD HT=, FEEN 5% EORIERIZTERD LB T



ol

#22 FERI 5% EORIEA (All Treated Subjects)
B (%)

oo e A 1
*‘Egijgﬂ H KA

(MedDRA/J ver.18.1) 243

4= Grade Grade 3-4 Grade 5

2RITEH 185 (76.1) 48 (19.8) 0
MR LY > REE

I HRERIBE 13 (5.3) 6(2.5) 0
aanA

FR R REAR T E 14 (5.8) 0 0
B IR

20 14 (5.8) 2 (0.8) 0
T 34 (14.0) 2(0.8) 0
LTI 24(9.9) 0 0
M - 19 (7.8) 1(0.4) 0
—fk - 2HEER L OB GEN ORE

T 50 (20.6) 2(0.8) 0
FEEL 21 (8.6) 0 0
BE, hER L OWLEA OHE

FEANIZHE D B 33 (13.6) 1(0.4) 0
R AR AR AT

TI=T ) NI RT =T — BN 13 (5.3) 7(2.9) 0
TARGX BT I ) b T AT 2T —EHM 14 (5.8) 5(2.1) 0
Y R—B N 14 (5.8) 9(3.7) 0
R R K OV A Mk

RAfR 19 (7.8) 0 0
PR R IEE

SEIR 14 (5.8) 0 0
R B KO kb=

& D FEIE 21 (8.6) 0 0
b 28 (11.5) 2(0.8) 0

¥, [FEVERES 15 6] (6.2%) | BREUHREARIE/ X 43T —19 fi (7.8%) . KK
G- EEOTRIGCH] (2.5%) . FFEREREE 22 61 (9.1%) . AF% S (2.1%) . FURIR
PRAEFRE 28 15 (11.5%) | HhEEFETE 40 B (16.5%) | BHRAEREE 4 61 (1.6%) . fH%k -
BAIESE 1 1 04%) | FEORMEREE 3 61 (12%) | BIRIRIERIE | 6] (04%) |
infusion reaction 38 5l (15.6%) . F&Z% 2 15 (0.8%) KOS E SR 2 # (0.8%) 23388
BTz, Efo, TRAMIE, UFGZ. M52, | AREIRAT, SerebE L Ham  PESER,
Bl R Pl OV N AR RERE = 1338 D LR o 7o, AREIWER FEBUIRILIE M 5% 5 o B
TR (HRREBRE26T) &a TR ReTT,



[k - ]
AR OREMIEDBEET NV EZFIH L2 I 2 b—a AZE D K3 mgke (K
) Xi¥ 240 mg % 2 HFEHNE TR G L BROARFO MG FIREDS G SNz, £ 0k
. AHAI 240 mg 2 x5 LZBROBRER R, AH] 3 mgkg & 505 LIZERORE R & ik
LTmEZrd & PRISNZbOD, AAANBREICEWTEAENI R SN TS
% - & (10mg/kg % 2 B TR G) TARIZ&KRG LIZBRORE & & ik L CTRE
ZRdETHSh (FR) AT EBEOREEICR T 527 — 212 H3E | A4 3 mgkg
(RE) X3 240 mg % 2 WEIFIFE THR G L 7ZBROARA| OIREE & & A 20 3L &
DEE A RFT T DRI LUS T T VR S L, UEBIEIC OV TRRES DM T DAL RER
EREOME - HEOH THRME R O AR TRV ETHRIS U,
K3 FRAOEYBE T A —F

- R Crax Chind14 Cavedi4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mglkg Q2W (14;,9;19) (51.621 '739.2) (79.9(;),'?14) (33?,9232) (18421,1 ;13) (23$,7§86)

AR (5%4%,95%40) . Q2W = 2B MIHIFE, Conax @ HIIEIHE 522 OO di i L5 HREE . Crminara  HI[EIFE 52 14
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
LT%%%E?‘%E‘:{%E@\ Cmin,ss : ﬁﬁ%ﬁﬁéiﬁﬁé%ﬁm(%qﬂﬁﬁ\ Cavg,ss . ﬁﬁiﬂi,ﬁﬁﬂiﬁﬁéqzi@mlﬁqj

S



4. HERRIZOWT

AR E U CTHEASERE (2FFRE) AT TN Z enn, YAt 4
UNCE TE Diisk THOIMEND D, TD LT, KFIOEG @Y BFE 220 -
E L, AANOBREGIZ I BEZRAEMZRBEL LIRS T 2 2 ER3nEElzd, BITF
DDO~@DT X T &R IZBWTHEHAT & TH D,

O MEFRITHOWT

®-1 T%@(Dﬂv6)®w¢Mﬂ_&éﬁé% X THDH L,

(1) BEAFGEBKEDEET 503 A2 REEERLURRES (BRE IR S A S HEIL R R
Hitd s %@#mﬁfh;%Wﬂhﬂﬁfhﬁk)ﬂ%00$4ﬂla%ﬁAﬂ
%)

(2) FrEksrembt CERK 2945 6 A 1 H B« 85 fiak)

(3) HENFREN TG E T D 03 USRS (D3 ARSI BB, 3 A2
W19, 23 ARSI EEHEE R 72 &)

(4) IRALTFIRIEE 5% %L/%%M%$%Mﬁlli%%ﬁ%%ﬁm%2®m X L
(AR DR 2T > T Dfiax (AL 28 427 A 1 AR : 2540 figk

(5) #ﬁﬁﬁifﬁlﬁ&ﬁﬁfﬁmﬁwﬁm RIEITR D AT > TV Dtk Gk 28 4F 7
A 1 BEER ;1290 gk

DO-2 HEAKR T2V X JEOAL SRR I ORIVE R 8 BLRE O S+ 50 7o Jnidk & 1
Bra FEOERT (FROWTICES T DIERM) 25, YiZ2BER OAANCEE 4 5 1BED
EEHEE L TREINTND I &y

#

o [EEMFFESE 2 FOUMINHEZ K T L7212 5 LU LD D TR DB IRIHE 2
{ToTCWAHZ &, 95, 2L R, BAREMIRIELS I & LIZBRRIERE T ONHME %
IToTCWVWBHZ L,

o [ERIMEFEUSHE 2 FOYHEZ K T L72&RIC 4 FLL ELOKRERZ AL T\ b
k. 96, 34EDL R, AR ENERE S O 23 AL & A el R i S O HE
EIToTWNWAH I L,

@ BEADERLFREHOEHIZONT

PRI IE A BT T 5 LA DS A S, BERAEND OFRE D, Ao - &
EMEIEE R OB IR CERSE R 2R, A EEFSENRE LGS 0®RE
EH . SRHECHITITONDIEFHINE S TND 2k,




® BHER~DORZDOWT
Q-1 fEFR AHlIC B3 5 2

W MERR B O EE R BITERA N RAE LZBRIC, 24 BRRIR2IRIKHIO T, ik X
IEEE R 123N T, BB L2 BIERNCS U CABERE E & O CT & O EIERH ORI 24
ERRAEOR RIS Y APIE O, BEHITRHISATREZRARI N E > TnD Z &,

@-2 EENEFEHEICLAFBLNNICETLEH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DRI =2V v/
EEDHERDOA 7 ) —= T HATOERE L IE#ME LA TE DT — LERIRH 2
SN TWDZ L, B, BIIAHNICOWT, DABE L ZOFEEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

BIVER (RVE MR BTN 2 . EAEMEE JE, O R, Mk, B RARE . RIBAK.
HEO TR, 1 RBERA, ITHEREFETE . HURIRES e S, MRitbaEs . BiEE (e
PRADE MEMEB R 2 Ee) RIS, Mk, BEEO LGRS, FIRIMLEIERSE, infusion
reaction, SoENE ML/ B PESEBER (ITP) | 8B DS SO, MR R 3, Dl (O
o) « ZRAR - ODEVEIAMIGHESE) | iR ) (Txf LC, Makhitiak XIFr B e
BRI D HNEZ G 5 AN & EEE U (BWEH OZBr-CRIGIZBE L CRER R 23T
ODNOEHICH D Z L), EHITHEUIRENTE KGN ESTWL 2 L,



5. BeERBR LI BE

(%

@

@

PEIZET 5 4]

TRLCE Y T HRBEFICOVWTIEIARAORE N LR SN TWD Z b 51T
bz &,

o KAIDORST IR LIBEUE OBEEIED & 2 B3

TEREATOFHIIC B W T FREICRZ S T 5 BE IOV TE, AFIOF GITHELE S L wn

D, AOIREERPIUL A 2 NG EITIRY | HEREICAFZEHT 22 2BETE D,

o [FEMMREOEHIITEEDOH D BHE

o JEsE g THE R 258 O D BE M OTE B O JUH il 28 S0 i G it 2%
LEORICRIEMEEA DD B

o HORERBOED, B L < IEZFERMEO B O R B OB TR D
oraysecy

o EESBMEE (&R A 5 Te) Db HERE

*  ECOG Performance Status 3-4 " 0B

(5B 5 F1H]

@

@

HZ & M N7 L oy % o~ 7 HRPUTE SU T RIS O B3 T Gk
OEMIPR P F ) R E BV TR RS TV D,

FRLIZRZ N T 2 BB T D AR OG- O ITHEIZ SV TR, AFIOAF R0
PHESLSNTE LT, AFOTREHFR LR LR,

o ALFERIERIGROBAE

o MMOTUEMEESA & O L TRE Sh o B

GED  ECOG o Performance Status (PS)

Score EF

0 | &<MERIEBTE 5, e U HEATESHIRZ <172 5,

1 PRAGIC I LWVEBNIHIIR S A 23, BITATHE T, BIEEM - TOMEEIITHI Z &N TE 5,
B mWFdE, FBIEE

5 BATRRECTH O OE DR O Z L3¢ X CTHREENERIZTE 2V, HH O 50%LL Bid~<y FATE D
7

3 ROENTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,

4 2LENT RV, BOOHFORD O LiFael TERY, BECy R BT Tild,
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6. HEICERL THETNEFH

O WA CEFIIN A, REREER B TRAET D GRS 1T D & AH D K M ONiE 1EAf
O DIZLE R ERE B L THBEERT 52 &,

@ 1REEBRLAIZIENL D BE UL OFIEICHINER OfERMEZ ot L, [E x4
ThobETHZ &,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD Z ENRH DD T, AFOEKGIZH T - Tk, BKIE
AR (PR RIS, ik, FEEVE) OMEFE R OISR X f A O %, Bl a 14
2179 2 &, Fo, BEIZSUTHEE CT, Mg~ —h —%50ORELET 5
Z &,

AFNOP 5L EE O infusion reaction (2 2 CEEAMFIZ 72D TE 5 Y
%177 L ChRMET 5 2 &, £72.2 [ B LI OAFHI % 5-FFIZ infusion reaction
NHHLOLNDLZ L HHDHDT, KAE M OAKRAFE G TRIT AL Z YA
CERET 5%, BEOWREBEL+H2ICBIET 52 L, 723, infusionreaction &
FHL LA 121, B TOMBE R OYERA ERICEE T 5 ThREZ +oils
T5Z &,

ORI REREE 23 DD Z L3 d 5 DT, RAIOF 5B haHT & O 5-H1 1
T EIIRI R BB RE R A (TSH., 028 T3, ifEfE T4 SFORE) 2 FEhEd 5
Z &,

AHNOFEEIZ LY | WEOREFINTERRE T 5 L& X BN DRk~ R EEHIE
DHLOLNDZENHD, BRENRBOOLNTGAEITIL, BELEFERIIS L
B 72 5% & RRBR 2 FF D[R Al & g U Cal bl 2 B ne W 21TV il o
FOSIT X 2 BWER AN g0 2 55113, AFIDORIE T I, K ORI RE AR
NECHOBRGEEZBETDHZ L, 2B, BBRERLVEOREIZEYEIE
R OYGERFRD IR WIGEITIL, B BB AR VE - LUSN O gz filF o8 0
bEETD L

B TR, BORM N OH I ARE L CHORIERREBLT A2 Z XD 5720,
AR OFEHETHRIZHRWEMORBBUCH2ITHEET D 2 &,

1 RUBEIRI (BE | BUBEIR 2 5 de) b bbb, BERWES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEOIER O FEB M FEED EF- 12+
SERETAHZ &, VRN EONZSA TR G2 HIEL, 42X H
HlOF5E DY L EZITH Z &,

@ AFNOEEFRRBRIZBWN T, WGBS 6 7 HLUMNIE 8 BB Z &0, FHLIEIT,
BEBRME S 1EME I R2ER S L ICAEMMOFMAZIT> T2 25 E (I,
AR G TERRICE R CHROMREITH Z &,
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xEFEHAHEETA NTA4 v
=R~ T7 (BinHH#Z)
(BR5E4 : 7V —RAEFEBHE 20 mg, 47V —R HEEE 100 mg)

L2 94E9 A (ERL 3 04F 8 AHET)
A B



B &

1. IZU®IC

2. AHIOFHE, 1ERET

3. BRIR AR

4. FFRIZHOUWT

5. BEXG LB

6. FEHITHEL CHREE T NEFHIHA

P2
P3
P4
P7
P9
P10



1. IILBIC

RIS DA N - RBAEMEOFEROT-OI1%, BT SCEEICIE S ol E 22l A ko
BN, EHIT, IEORHAHFIROEAIC L0 | FUKEIR e & O 22 8 BRI
FRESRE KR IS T, 2D OEEM 2 BEICHNERBE RS 5 2 & RO
L 70> TR RFMBGEE & UOfE O AT #2016 (CEAL 28 46 A 2 HFEE)
IZBWTH, FHEELEOHEHORECHEELZX S Z & L InTWns,

FHLE AT IR T, R RS L 2T r 7 7 A VBB OESR S & I DM R
BHLZENDDH, ZOD, AR OREMEICET D ERNS ST 5 E ToM,
UHEELOBEZRZITHZ ENMREINBEFICH L TEAT L L &b, fNE
FDFREBL U T PRI LB IR RS A & D Z & DAAIBE 72 — 7 D B 2 4ifi 7o 3 R S B C i
THZEDEETHD,

LTl oT, KTA RTA4 Tl BIBBERES N E T/ LTV D EFIEFH -
B R EE S & . LUT O BRSO fei 70 2 HEE 3 28180 b MBI R B 5%
Ji B O B2 R,

B ARAA KT A %, WSIATEIE N E RS R R A, 2B RAR
BRI . — RN B RER R NFHE 2 K OV ERE N B AR B oW o
b LR LT,

RG L e HEIS ATV —REEEE 20 mg, A7 U — R SEHTE 100 mg (i
% =R~ T (BIEHELZ))

R E R BDIREIR © D AALFIEIEL (T U 72 IR OIBR R 70 AT - IR OB

MEERDAERORE - BE, A=A L~T GBiaf#L %) & LT, 18] 240mg
% 2 MR T ST 5,

B N OE ¥ F DB TS




2. AHNORK. VERBF

F 7T — R AR ERE 20 mg K OVNELRTEERE 100 mg (—4 - =R~ 7 GBI
Baz), LR, TARALD &, NS TEMRASILE A X Ly 7 24 (BL7 Y X b -
~A¥—X A7 A7 (BMS) 1) 2BA% L7ct K PD-1 (Programmed cell death-1) Z%}
T5HE MG £/ 7 v —F LHURTH D,

PD-1 1%, &M L L72Y 38k (T A, B ML N F 2 7 0% 7 —T fifn) LKOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUZHIEE T2 2
T ICBRT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U 7 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v SEROIEMALIREE
BIZHRET L TWb, PD-1 U W RIFHURE SIS B b O & 22 SRR Z T8 B
LTHY, BMERAMREEE) LR LB TS PD-L1 OFEBLLIEDELF
HIM & OMICADHBEBFR & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o EE R JE S CIXAREE T AN EET DA v X —T = a > H >~ (IFN=y)
IZ& > T PD-L1 OFIANFEE SN, BB L7 EEMAHRIZI T D PD-L1 ORI LD
AALEHIR & ORNCEDOFBIRRE N & 5 & DHiE S # 2 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 5@l RHE S B8 AMIBIE, FURRRA CDS B5ME T Mo Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D L Z O
EEEENREIE T 5 Z EDNRENTWD, D Z LD PD-1/PD-1 U 2 REEEIX, 2
AR URRF A e T ML OWEBEEZ BT 5HFD—>L L TEZX LT
Do

ARFNL, SRR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREI) IS/EE L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T MO
PEAL K O AABIRNE k9 2 ARIRE TG M 2 58 5~ 5 2 & TRk e PLiEgsh iR 4 k9
ZENHERR STV D,

IO OFEN S | AFNTEMEIER I 2 B 2R EIC R0 55 b0 L IfF S,
B xR & LT BRRERZ Eha L, Aok, etk OREEN R I T,

AFNOVERIBEFAZ 2D < B O RIE R X D BITER% R H b bf, EESUILTIC
EDFREMEDN & Do AAIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BE R
0 BIVIZYAITIE, FEBL L 7o UG U7 REFI R Zn kil & 8BR 2 R DR Aill &l L Co
N2 EERIRS T 2 ATV B O RIIRIC & D BIERI A B D5 AITIE, B B E AL
T LAIOEGHEOEYRINEEZAT O LERD D,



3. BRERAE

D3 AAESEIREE R\ T T L 7 B SRR AN e 2o

AR B AR TR O R 2 7R T,

(AzhE]

[EIBRAL[F S MAHRRER  (ONO-4538-127K85k)

2OLL AL & T DRI ARG AR ORI UIBR AN RE 2R 1T - FRJE
OHE ST EE AR (GO OAEEEEAH LY ETFSemP NI E T 5 I
) 4930 (A ARNEE22600 2 E T, ARAIREZ0F, 7T BARREL636]) A XTEIZ,
7T R kR E UTARHI3 me/kg 4 200 ] [H TR EHE L7z & & OFRIER OV 4
Pz fat Lo, E2HEEE Th 2 24 (Il [95%EXE] ) 1%, ARAIRE
T5.26 [4.60~637]1 7 H. 77 BREET4.14 [3.42~486] WA THY, KANTT 7R
BIMERZ7R U (NP — RH0.63 [95%(5 48X : 0.51~0.78] |
p<<0.0001 [J&hlllog-rank fRiE] )

(2 LFERTARIC

1T + FE3E D FE O AKGRINF (ZFHAG 24T > 72

10

0.9 1

0.8 1

0.7 5

0.6

0.5

t 7

0.4 1

0.3 5

0.2

0.1

0.0

— AEIFH

------ IStk

I
0
at risk ¢

AFIE 330
JS5EARE 163

275
121

192
82

| |
6 8 10 12 14

SRR (B)
141 94 o6 38 19
53 32 16 10 4

18 20
5 3
3 1



(24 1]

OEWNFE MRS (ONO-4538-12 #5H)

B ERHLRIIAFIRE 300/330 6] (90.9%) . 77 L AREE 135/161 # (83.9%) IZFD LA,
TREREE & DR RBR DG E T E RWVE EFRIIAAIRE 141/330 il (42.7%) . 77 &R
e 43/161 19 (26.7%) (ZiB0 biLIZ, WTNORETIELRD 5% EORIERITT#
DEBY THoT,

F1_ VT OB TRILD 5% EORIWEM
Bi%k (%)

SR VAN
el AR S
(MedDRA/J ver.19.0) 330 1 161 f
o 4 Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5

AR (i; 17) 34 (10.3) 4 (1.2) 43 (26.7) 7 (4.3) 2 1)
H ks E

T 23 (7.0) 2 (0.6) 0 3 (1.9) 0 0
— % - EHEER X OG- EAL
DIRFE

i 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
R g R LUK FifkkEE

% 9 FEIE 30 (9.1) 0 0 9 (5.6) 0 0

B2 19 (5.8) 0 0 5 (3.1) 0 0

72 B ABIREZ B TRV MR R T 1 (2.1%) KRBT BMRIE/ 2 A4 3F—9 1 (2.7%) .
RIS - EEED THT4 B (1.2%) . 1 BBERIA 3 1] (0.9%) . NTH&REREE 18 fil (5.5%) .
FF28 161 (0.3%) . FURARESREREE 13 61 (3.9%) . HfEREE 10 1 (3.0%) . BH&RERE
1 (0.3%) . FEAEMRERE 141 (0.3%) . #ARMARZERSE 141 (0.3%) K& T infusion
reaction 1 5] (0.3%) RO LTz, F7-. BEIEMHEIE, OAHS. Wk, VM MR
PUDVESEBENS . RIERETE, BEEOREREE, MK - B, BERLK DS LS BERITRD
B o T, REWERRBURILIZ Y ESROMERES (BRREMET &) 25
TR T,



[ - HiE]

AR OREMEYBETT L ZFHA LIy 2 2 b— 3 02k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S Sz, ZOf
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg &5 LIZBROBRE & & i
LTREZRT ETHENTZb DD, ARNBFICBO CARER RIS TV D H
- & (10mgkg % 2 B CRE) CAAIZ G UIzBEOgE & & ik L CEH
oy LTRSS (FR) AT BEOBEIZE T 27 — #2125 & A4 3 mg/kg
(REE) 0% 240 mg % 2 FFFEIFE CHG- L 72 BROARRF OBRE & & Ao 3 etk b
ORI & T T D IRE ST T AP S, SREELEIC OV TR T 725 R
ERROME - HEOR TAEIMER ORI 2RIV E PRS-,

K2 FAOEYBRE T X —F

M - R Cmax Chmind14 Cavgdl4 Comax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
20 me Q2W 61.712,?03) (15~22?.354-6) (25-31‘}:7.8) (105254) (41?57,.21358) (62.11(,)9187)
0meke QW | (147310) | (519.792) | (00 114) | (331 5 | (8913 | (37380

HRAE (5%, 95%47) . Q2W : 23 FIFHIFE . Cimax : AIIEIF 518 O g i M PIREE, Crinas 1 FIAIF G214
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
T2 B MLIE P IREE . Cinss @ B FIRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICISIT 2 A I
TR



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AH D EFE 2 MR BIE B~ 1 1 AT
N HHER T > T, AR OEEN#EE) 72 BEZ2W - FrE L, AFIO#EGICL D BHE
7REWER Z 3B LT BRITXIST 5 2 & BB R 7o D LLF OO~@DF T A& 72 7 i
RIZBWTHEHT 22 TH D,

O MEFRITHOWT

@1 FRo (1) ~ (5) OVWTINICHEYTIMETHDL Z &,

(1) BEAEFBREDEET D03 V2 REEEHLEIRPE S (BRIE IR S A2 B HEIL Rw P
HIE DS AR B EEHL R T . MBS AUIRIRRE 7R &) (CERK 30 4F 4 A 1 HIREAL £ 437
%)

(2) HrEksREmbe CERL 29 4E 6 H 1 BN « 85 figk

(3) HARENTERENFDGE T D 03 VB EERIT (D3 AR BT, 23 A2
WEBE, 3 AR EEHERE T e &)

(4) ARACFIHIEE 2R E L, %;E{I:#ﬁ“/ﬁﬁn%1Xi%Hh#§/£ﬂu 2 Dt % E
(AR DR 21T > T Dfiax (AL 28 427 A 1 AR 1 2540 figk

(5) #ﬁﬁﬁéﬁﬁl%ﬁﬁﬁm%m@ HILHEITAR D A T o T Hfiax (CERkK 28 4 7
A1 BEER 1290 gk

®O-2 BREOAFHRIEK OEIER I OXIS 147 72 50i% & #BR 2 R o= (FRO
WPRNIREE T DERM) 25, SR ORANE T 20 ORMEA L L TRES
TV Z &,

*

o EARFFEUSE 2 FEOMMIHEZ KT LI2&IC 5 ELLEDOMN AIRIE D BRIRIHE 2
ToTWDZ &, 96, 28U EIT. NAFYRER T & LUEIRIES - OIHE %2
7o TND T &,

o [ERIRFFIASER 2 FOUIHE 2/ T LIRS, LS ONAEKMIREZ &Te 5
FLLEDOHLBARFZOBEMEZIT>TND Z &,

o [EEMCFFEUS% 2 FOYIMIMHEEZK T LI2RIC 4 FLL EOBKREREZA L T\ 5D
Z &, OB 3FELLEIE., TEIbESE O D A SRWPRTE & G e E b g T OB IR AHE &
IToTCWVWBHZ L,

@ BEANDOERKMIFREHOEHIZONT

EEMERE I F T 5 TEDEE S, BEEPEN L OFRE D, A0 - &
AMEEFRFROEHE L REMEFICHT SRR, AFFEELRBE LTGE0oHRE
¥, FERESDIATON LGN ESTWND Z E,




@ BIfEA~ORIEIZDWNT
@-1 Rk B3 2 B

BV PERTR B O B R BIE AT L72BRIC, 24 FERIEIERIRHI O T, 2%k X
FEEE IR 2B T, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#ERINT 2
FRRAORE RN BRI S, B BICHIEATRER KR M > T D 2 &,

@2 ERHFEIC L 5FEESINICET 22 N

ARSI D BT 22 5 e O\ Re 2 A 2 BIRIERE D RIEE=2 U 7
EEDITEROA Y ) == T ZATOERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAHNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWrOx B LT

BIVEA (MEMEMZEEIZIN 2 BREAEDRE, OIdk. Tk, BT RARE., KIBX.
BHEO TR, 1 BEERFE, ITHEERE S, AU E . Rtlasd, BEE (BFAre
PRAE MR K 2 &) . RIBBEE, Mg, BE O RERE, §FRMA2IERSE, infusion
reaction, S ME M/ MR PESREENR (ITP) | W8 O 9% KOG, IR R EME, OlFEE (O
EARE) « IRAR - DEMEISMUHES) . Mg mEE) (2x U<, YakhEax X I3r BrER
FEBI D BEFMEZ A9 2 R &8s U (RITEA ORZ2Wroxtic o Bl U CTHRAE R OISR & 52T
DNAFREICH D Z &), EHICHEY)RLEN TE HERGFINESTNEZ L,



5. RERARLRDBE

(Z M2 B4 2 ]

O TRICZYTL2EZICOWVTEIARAOERENEERE SN TWDL Z b, 5 %21T
bz b,
o KFNDRGIITKE LIBBUE DEBETERED & % B

@ IBFEATOFHIIZ BT R C?ﬁ%‘é’é BFITONTL, AFIOEGITHELE S 720

D, A OIRERPUL A 2 WG EITIRY | HEICAFZEHN T2 2L 2BETE 5,

. %E@MF%®A%X1%ﬁ®%é$%

o @R AR A C VB R 2 58 B B K ONE B 1M 0 FC B it ik 2 R0 e e i 2%
FEDOMIZRIEMEZAL D R B 5 B

o BHORERBOAD, UXEMERZRE L IXHFEMEO B CaZREE OB O
H b RBHE

o EERBHE GE AT E 5T) ObHEE

*  ECOG Performance Status 3-4"*V 0 i

(5B 5 F1H]
O TROBHEIZEBWTAAOHIENRIES TN D
. 2OHLOD{K%J?%F@%%/L‘%@J%T’EE&’iﬁ AR BEEE

© TRICEYT 2B TR 2 A H OG- O FIEIC DWW T, AFIOF 20
MHELINTELT, AFOEGRIR LR LN,
o —KIBRM O KIER A ST TRV ERE
o fitRAHBIRE L
o fOHEMEELS & O LTRG-S D B

GED  ECOG o Performance Status (PS)

Score EF

0 | &<MERIEFH TS5, Bl &lFE U R EAERNHRZ AT D,

PIEBNZIE LWEENIHIR S 1525, BTHIRE T, AR > TOERIITO 2N TE D,

Ul moss, wsee

BITRRETCTH D OH ORI O Z L3 T X THEEZMMEEILITE R, B O 50%LL i3~y RAAcila o

2|5

3 ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL EE Xy R+ T2 d,

4 ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,

9




6. BEZELTHEETREFIH

O IRASCEF TN Z, BEERGEES D IRAET 2 ERFE T D & AR O FeE K& OV E 4
RO 7O B w2 o B L Co bR« 2 L,

@ JRWBALAICIENL D B ULE OFIEICH IR a2 oot L, [E 215
ThoEETHZ L,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD Z ENRH DD T, RKFOEKGIZH T > Tk, EKIE
AR (PR RIS, ik, FEEVE) OMEFE R OISR X A O %, Bl a 145
AT 2k, Fio, BEIRUTHER CT, MiF~— —%DiE 4z £l 2
Z &,

AFN DO EIZEE D infusion reaction (22 TEEAFFIZ 72 xfiad TE 5 UE
i&AT> 7 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
NHLONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z YA
YEWET %, BEOWREE 7B T S5 2 L, 70, infusionreaction &
FEHL LI E IR, AT OME K QYRR ERICIEE S 5 £ TRE L 0Bl
T5Z &,

FURIREREREE 23 DD Z L3 d 5 DT, RAIOF 5B haHT & O 5-H1 1
T EIIRI ORI PERE M A (TSH., 28 T3, ibEfE T4 SFORE) 2 FEhEd 5
Z&,

AHNOFEEIZ LY | WEOREFINTERRE T 5 L& 2 BN DHER % REEHIE
DHLOLNDZENHD, BRENBOOLNTGAEITIL, BELLEFRIIS L
B 72 ek & R 2 Re O Al & i U Cli bl A BRI W 21TV B o
FOGIT X 2 BWER AN g0 2355118, AFIDORFES T I K OEIE RE R
WEVRIORGEEZZET DL, ek, BIBEERLVEOREIZEYAIE
M OYEEDTRD HNRWGEITIE, BT BE A /VE o LIS OS2 1l oo B n
HEET D,

BeHA&T %, BOEM O E I ARGE L T O RIERBR BT 2 2 0355720,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUBE IR (BE | AUBEIR 2 5 de) b bbb, BERWES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEOIER O FEB M FEED EF7- 12+
SEETAHZ &, VBRI SE TR GE2HIEL, 4R 8
HlOF5E DY L EZITH Z &,

@ AFNOEEFERBRIZBNT, BEHBAL TEMITZ6 AT, THUMBIT, 128

&l

CHIMEDRHI 21T > TWZ Z & 22810, ARG PIEHIRIC migmd T

RO AT Y Z &,

10



(2% HIRxRER)

© [Pt PD-1 PUARFUEM RS ANAR 2 Sl HHEE T A BT A OFEI E ) BEFEICOWT) OB 29 4E 2 H 14 BAHFERESE 0214 554 5)
DFLD 1
% 1E # Bl 1T
1 A7 V—AERFHE 20mg & R 100mg 1 A7 V=R REFHE 20mg & YR 100mg
(1) (W) (1) (%)

(2) HEpEEfa)E
O AHH 2 FEHERAEOIBFEICHV LB AT, ROEHEEZ DR
IR A O EARI LT 5 2 &y
1)&&%&5%&@5% FUT L0 (THEREET ) D
MRk B A £TO I BLEYETH b OEFEH)
T EAGERE R ET DA BREEILSRRES (BRE
F U 2S AU TSI HE LS PE . HU DS AR I HE L ST
HER 28 ARSI e 7 &)
A FrEHERERRT
U EGERRAES R E T D 0 AEGEEE R (03 A e
BEFRERIBT. DA RIEEE W 1IRPE. A3 A2 R EEHEHE P
7]
T SRR E A AR U, ARSI 1 334k
LFIRIEINE 2 OFEaR B YEITAR D i &2 AT > T D Mk
A U R A AL 7 A BN R D Jiti 5% FEYE L AR B HH & AT
> TV Dk

(2) HRIGYIERARE 0 L R (i

O AH RGO EEREEOREICH VA 581T
R OHEIA Z BRI E O MERCTRH T2 2 &,

1) WIZE|IT DD 5 b, 32437560 (MREFET ] 6
MR B A ] £TO D BMT 5 D& FLHE)

T R RE AR E T D S AR ISR (B
JF YRS AURSIFEHENL SR PE . HUE DS ARSI HE LS Pt
HUB A ARSI 72 &)

A FEEMEREIRPE

U AGERAESRET D BN AR
R E BT, 23
Bire &)

T AR R E L, ARSI 1 U3k
EZFIRE NG 2 O ffiak B4R D Ji 24T > T D filiak

A GRS AL T BN O gk FEYEICAR D JE 2T
> TUWD %

CEEERGT (25 ARSI
PR I, 5 AR EE HEE




2) WIHBIT HEMOEFD S B, REANEE T 2 I0EOET
FHELTRHEINTWDIENEYTH B0 (TERZEMT ) X
I3 TEREEA ) & REH)

T EMBRFFESE 2 FONMBPHE A& T L7225 AL
FEOBRIBROBEHRIHEETToCTWVWDHZ L, 5B, 248
Fix. BNAEWIREE T URBEERIEESOTME 21T 72 -
TNDHZ Lk,

A ERRFFEGE 2 FOYIIIFHE 2/ T L7212 5 FL
O R REEMEEE SR ORRIRRBRZH LT\ D Z &,

Q@ AWH LAY b= T7 OO 2 ARG U ERA fe 22 A R A 1
BEThH-T, PD-LI BEENHER CEBEH IR ET 256
I%.PD-L1 FEBL=R A Ffel L 7= O e A B L O A il 5 (6
BiER), PD-L1 FEBLRD 1 %LL EOGE1T, ALK L A ) A+
TEROAEE TS 2 L LB, PD-L1 BEENHERTE 22
Mo GAIL, R TCE o8,

@ 1 (220 bLT, WOBEIZBNTUIRENRBD HLD

HDET D,

TR 29 42 A 13 HURNCBRCARRA OB 2521 T
LEFIZOWVWTL, EFIRPICARB OB G N REL 725
ETOMITEENRRDONL DO LT L, ZO%HA, 1(2)
OQOFHIIARTE L L, DRI EOREMIC, 5+ T
boE (IEfEE] L) MOEZEE YD TARILH
G LUIEHRERETAZ L,

2) I DEMOEFD 55 AEFNZBET DI5R O ET:
FHELTREINTHNDIENZYT L0 (ERMZEMFT ) X
(T TERREAEA ) & EEH)

7 EMARFFESE 2 FOYBIPTHE A & T L7212 5 LA
FEORIBREOEERHEE T CTWDHZ L, 2B, 24LL
FiE. BAEMRIEE T L LEBRRIER S OHE 21T -
TIN5 Z &,

A ERRFFRGE 2 FOMBPHE A& T L7212 5 4L
RGBS 2R OBIKRERA G L TND &,

@ AWH LA Y h=T DY AL FFRIERIGIR OIRIG YR

AHeZ2 BB AEREF Th o T, PD-L1 BEEN R T /A
FICHET 5613, PD-L1 FELRZ MR L 7ot o E it H
A M OREARR (GEBLER), PD-L1 JELEHRN 1 %L EOSE1T,
AEA LAY AT H0 TS5 & & Lc#ih, PD-LI
FBLRPHEE CE R T AT, MR TE R0 o T2 #H,

@ 1 (Db bT  KOGEICBNTIERGDROLND

HLDET D,

TR 29 2 H 13 BUGENCBRICARRF OB &5 T
LDRERFIZOWVTL, EFHERFICABR OB ENARE L 705
FCOMIFEERRDONDL DT D, ZOHAE, 1(2)
OOFHII AR L U, BRI E oM ZMic, 54T
boE (IEREE] L) MO LEE YD TALLH
ERELUIEFEA R ZGRET 22 &,




A Fk29 42 H 13 A LARTCASLUA O H =S DS 8 2 PRI
EERBERIIC W T, RRFN A2 9D TR G 2 M ENAE Ui
FloxF L CiE, k29 454 H 30 B E TORITES-BItAN
RO B, Fio, EFEPIARBAN OB GNAEL 705 F
TOMITRERRDOLNDE D LTS, ZOHA, 1 (2)
OOFEHRIFIATE L L, BIERENIE O EMIC, Y% R
MR COMAIERENH 2 F (MERIFEE] Lid) KO
UEF IO TARBANZ B G LIFA BT 52 L,

(3) ~ (4) (%)

(5) RIAGUIBRAHE TR o B
O ARBH) 2 RIGEIER R HE XXM 0 B A O #E v

DAL IROFIHEZ SRR M E O/ ZEMIC ST 2 2

E

1) WicHIT DO B, %48 T D60 (HREMET ) 7D
i ZE A £ TO O BN T L b O Z i)

7 RAETBRENIEET 20 ARREEEILERE S (FE
VRS ARSI e . HIIES AU B2 I B UL
HiE A A RIS 72 &)

A FERREWET

U EBERFRAE SR E T D 0 RSP (D3 ARSI
HEXREIRPT. S AU BRI )R, 28 AU RS IR EEHE R
7]

T AR AETFREIEEARRE L, SRR EREINE 1 338k

A FEk29 42 H 13 B PARTNC AR ol F G & 5 PRER
EEREREEI I I T, REAIZ D TR G- 2 BN A U
FITRLTIE, Pk 29 44 A 30 B F CoMITELR%AN
R B, T, EFRIREWICARBNOF LGN RE L 725 F
TORIFERERRBDONDE LD LTS, ZOFA, 1 (2)
OOFHEIIARE L L, 2RI EOREMIC, YRR
B COMHISENH D (MERFEREA) LidE) kO
UHEBF VD CARMANZ B G LA B 25T 52 &,

(3) ~ (4) ()

(5) RIBUIBRAHE SUTERR M o B R
O ABF| A RGO FRARE TR O B IS O IR ICH W
L8 E0E. MOFELZ DR B AZOMEMIC W T 52
&
1) WIHBIT 5D B, %487 25bD (HREET ] 25
MR EAFA ] £TD O BEST 26O FLH)
7 JRAEGBREDNEET D0 AL AR (B

JFUR2S AU REPRBEHEIL I, HEk S Ao HRIE B L SRE |
HI 23 AR 7 L)

A FEEREREIPT

U EGERAESEET D A BEEEE T (YA SR
PR EIBE, DA R BT, A AR HE R
Bire &)

T ASRALERIEE AR E L, SRR 1 U3k




(LZREINEL 2 DR B E TR 5 Ja 24T - T Dl
A B R AL T FRIN R O i gk R E AR B JE A AT
> TV D ik

2) WICHT HEMOEFD 5 B AEFENZE DI OES
FLLTHREINTWDLIENZYT S50 (TEMEMFET ] X
3 TERNEE ] &R
7 EMSRFFEGE 2 FOMBINHE & T L72RIC 5 AL

FEORIERDEERMHEZ T > TWNH 2 L, 96, 24U
i, BAEYIEREE T L UK OMHEAZ 1T > T
WHZ kb,

A ERRFFERE 2 FEOPIIINHE 24 T L7212 4 £ L
FOWRGHFOMBRIMEZ 1T > TRV, 96, 24ULE
VR RIS OO 708 AU SEMIIRTE A Lo S AR IR D BRIRWHE %
1ToTNHZ &,

@  ABFIOMH EOEEICE VT, BB RIGEDIRIEY]
Br A fE ISR ME O B AR O %A . IMDC Y R 7 Sy
intermediate X|Z poor Y AV DEE AR LTAHZ L | LE
HENTWH7n, KHIL A ) L~ T7 OO A LERIER
1B DR IEYIBR A RE TR O B O BE & 535
BAEE. ROWVTIUTEEY T 5 0> % IR A= O 5 ZARIC
T oL, (BEEEAT) i TBREEMA | L)
7 IMDC U A7 /3% : intermediate U A
A__IMDC U A7 53¥H : poor U X7

(EERIEINE 2 O FYEIAR D B 21T - T 5 ik
A BrEEME RS AL S BN O fa ek FEUE AR B JE H A AT
STV DR

2) I DEMOEFED 55 AEFNZBET D I5R O ET:
FHELTREINTNDIENZYT L0 (ERMZEMFT ) X
(3 TERREAEA ) & EEHD

7 EMARFFESE 2 FOYBIPTHE A & T L7212 5 LA
FEORIBREOEERHEETToCTWVDHZ L, 2B, 24LL
Eix. BAEYREE T L U EREEEONHE 21T > T
WwWnH ek,

A ERRIFFIGE 2 FOMBPHE A& T LIz 4 8L
FEOWMREBRFOBARIHMEEZT-o TRV, b, 24k
I3, BORIRE O 23 A SRR L 2 & e S ATRIR D BRIRIHE %
fToTWnBZ L,

CArze)




@ 1 (1) bbb, ROGAITEBWTIEG RO b

HHb0LT 5,

TR 29 F4 A 17 BURNCBEICARRF OB 552210 T
2 HRIE IR BE X THERE: O BRI O BF 2 OW T, &
FIFHNIARWAN OB G N ARE & e 2 F TOMITE G235
HDoNLbDET D, FOEE 1 (5) OEFFLHTE RN
AT, IR MEORMEMIC, 5T ThoE (IKEH
B LRl MOMHEBE D CARREI &G L4 A
HAafi#d o2 &,

A PR 29 44 A 17 B DA ARRA OARTEEIBR R RE X 1 3H5
T oD B I N s (6% 2 A ] FERE 08 b D PRBRIE SRS 12 s 1
T, ARKZGID THRET D5 0ENAE U BEITR LT,
Fpk 29 46 H 30 B £ COMITREBRENTED b, £z,
IR AN OB G N ARE L 72 5 F TOMITEER
BOOLNLBDETH, ZOFE, 1 (5) OZEHTE RN
e id. 2B E ORI ERIC . HRAIRBRERER T o
EREEI S LE (MEHFERA] LiiH) MOEZEHE Y]
D TAAZRE LIFA BER#iT 22 &,

(6)+(7) ()

(8) M AALFFRIER I U 7 DIBRARE 72 AT - FEE O B R

P&
AL % 73 AR AR T U UIBR AN RE 2R AT - PR DL

1 (1) &b od | ROBEITBWTTHRGRRD L1
LHbDETD,

7 R 29 H4 A 17 B UARNCERICARIA| OB E A 5 1 T

% AR UIBRASRE ST O B RAE O BE ISV, &
FIFNCAR B OF 5N RE L 72 5 F TORITE G 1
oL bDET D, ZOE, 1 (5) O TV
Bl DRHREBTMEORMEMIC, 5T Th L E ([HEH
B L) MOVMERERE IS CARRIA 2 B L7 H
AZfidd 52 &,

A P29 4 H 17 HURENSARF ORIGUIFRAGE X 3R

T oD B M e e L2 6% 2 FERE 08 8 2 PRBREERBE R 12 s 1
T, AANZ YD TG DN U BT LT,
Rk 29 46 H 30 A £ CTORITREGBRBENED biv, /-,
PRI LN AR BB OB G N AR & 72 5 F TOMITE G
ROLNLBDETH, ZOEE, 1 (5) OEFFEHETE oW
Y Z, 2P E ORFEMIC, % IRRIERER T o
HEHEEP DL E (MERFERA] LiiH) KOELEE 1)
D TARRAN G LEFEA BEGT#HT 52 &,

- (7) (%)

%)




YL L S D VEWRIZ VN D Yo 3, IR 0D F 3 A 22 I S| A A 25
O EMC G T D 2 &,
) RIZET gk D2 H, %4895 b O (g BT | 226 [
BREEA ] FTOIBLEYET L H O &)
T EA G KE AR E T 5 S A SRR (ERE AT
WS A RS L EE ML . MBS ARSI HE L R e . sk
D ABIIRBE 7R &)
A FEEMREIRPE
U HGEA R E AR E T D S A SRS (DS A BGH
TEEWIBE, DY A HE ) IlE, 23 A RS HEHE R BT 72
)
T AR AR E L SRR 1 3 kAL
FIRIENNG 2 Oftia A AR D i H 24T - TY 2 filiax
A AR AL G BN O gk FEEICER D @ 21T o
TV 5 g%

2) WIZHWIT DERMOTLD S 6, ARANCEE T 51RO ETH
ELTHRESNTWDEREE TS0 (EMEMET ] X
[EERHZEAA | & Gk
7 EMGRFTESE 2 FOWMHEA & T L% 5 UL E
DR IABRDEEEHEZ T > TV DHZ L, 5B 2L Rk
AR EE £ & LRI S OHEZ T > TW\Wb &
Lo
A FEERETEUGE 2 FOYMIEA K T L2 BIC 48D E
DEFFRRREZAL WD &, 5b, 34D R, EEHk




o BN 0D 3 AW ik i % 2 Lo PR i I3 5 O BRIRWHE 247 -

TWpZ &,




	2018ho_158抗PD-1抗体抗悪性腫瘍剤

