RER OM—4-—-5
3 0. 8. 2 2

EERAHET A N7 A v
=AN~<7 (BinTiH#z)
(BRFE4 : 7V —RETHERHE 20 mg, 47V —R EEERE 100 mg)
~EHHREHR T XY VYR~

YRk 2 9fE4 A (FRR 3 04 8 AET)
B4 @A
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1. IZC®IC

IR OB NE - BEVEOHEMRDT-DIZ1E, WA SCESIZES W e A 2 R
BND, 6T, IEOREREMOMESRIZ L0 FUKEIRS 72 & ORI 72 J R 1E A%
FPEMMAERINDH T, IO OERNZ BICHLERBF RIS 5 2 & BB O
AL 2o TR RFEMBGEE & SO AT #2016 Ok 28 45 6 A 2 H MRS E)
IZHRNWTH, FHNEELREOHEHOREIHELZHDL Z L &SN TWD,

BRI ESR L, KEIEASCL 2T e 7 7 A VBB OEIRS & D IR
WMHZEN®DDH, T, BINERONZEMEICET A IERNHERT 5 £ oM.
VHEIMOBEEZMRL ZIT 5 2 ERHIFF SN EBFICX LTERT 5 & &bz, mIfE
HIDRBL LT BRI LB R kS 2 & D Z & DS AIBE7R — E D B 23 7 3 = A B CfE
THZENREETHD,

LIei3o T, KHA RTA4 T, BIREES N E TR LTV D EFEIRER -
R R S-S & | LT ORI O il 7o 68 2 HEE T 2 8L b B B0k B %
HROEEFRHEE T,

I, RKAA BT A %, MSIITBOE N ER G EFERA O, ARAEEANBAR
BRI s . —MRAERTE N B ARER IR NRHE 2 I OVt FE N B AR IR 52 O W 1) D
b EAERL LT,

R L IR DEIREL - AT R EIREE 20 mg, A7 YU — R SR EE 100 mg (— %
4 =R~ T (B HHR))

RGEBDREIAE « R SUTEIRE O H ) AR 2% U N iE

RELRDMEROHE WA, RACIZ=R L~ (Efaff#fz) & LT, 1 [[ 240 mg
% 2 A CAREHET 5,

f¥E IR 9C ¥ F NI TS




2. AANDORE. TERBF

A7 Y — R KR ERE 20 mg X ONEL R ERE 100 mg (—#4 - =R~ 7 Bl
Baz) . LAF. TARAND) &, AN LAt E A X Ly 7 24 (87 Y X b -
~AY—X A7 A7 (BMS) f) 23BA% L7t b PD-1 (Programmed cell death-1) (2%}
T5He MiIgGs £/ 7 v —FAHKTH D,

PD-1 1%, ¥&MAL L72 Y 3Bk (TR, BMREK T F 27 0% 7 —T ) LKOVE

BRI R BT 5 CD28 7 7 X U — (T AR OIGMHAL Z i BhHIZ IE & BUSHIEE T2 2
T ICBRT2ZAARTH D, PD-1 IFHURIR RAIIIZIEHL T 2% PD-1 U K (PD-LI
FONPD-L2) EfEA L. U o SERICIEINES 7L A nE LT v R ERoiE Ak EE %
BITHET LTV, PD-1 U4 FIFHURSRSMIBLAMNT b b Ok < 22 SRR 2 585
LCHY, BMERAMEEE)OUER L IEEHEMICIIT 2 PD-L1 OFEL &% DELF
WM & ORNCEOFBEBEZRN S 5 Z L viis S Tuvv%  (Cancer 2010; 116: 1757-66)
F 7o, R NE B CIXHRRE TS EET DA v ¥ —7 = a2 B >~ (IFN-y)
12X > T PD-L1 ORBENFE I, 58 L BB ICB T 5 PD-L1 ORI LHFHED
AR & ORI EDOFBARRS H 5 & DS 8 % (Sci Transl Med 2012; 28: 127-37)
S HIZ, PD-L1 Z IR Bl S 78 AR, HURKERA CD8 Bk T i oo i e 555
TEMEZES S8 528, § PD-L1 HUAT PD-1 & PD-L1 & OfEA%EET S LT O
EEEENREIETH Z ENRENTWD, D Z LMD PD-1/PD-1 U T2 REREIX, 7
AR TR R RAY 7R T AR D OBEE A BT 28 FD—2 &L L TEZX LT
Do

ARFNE, SR OFE R 6 PD-1 OffasE (PD-1 U 7 FREAHEIE) ITRA L.
PD-1 & PD-1 U Ay REDEEZEET DL LICLY, BAFURRFRNZ T Midois
PEAL KOS AR 63 2 MG ML 2 B95R 4 % 2 & CRikt i R Ui 2h B 2R+
ZEPHER STV D,

ZIH DR G  ARFNTHENEEG 6T 252 R 0G5 b o L HIfF S,
AR X ) VNIRRT L LT RERRER A S L, A, B ROER
PEDSHERR S ATz,

AAN DR 35 < HBIE DS SIC & B BIEASEN B & b, R XIS
5 WM B B, ARIOR PR GHICIE, BEOBRE HHIAT, RENE
&I B AT, S L7 TS U7 SEFRG 2 il & SRR A 5O DEAT L il L T
OIZR BB AT, BEORIEISIT L 5 RIER DN HAITIL, BIRLE AL
& LA 5O B 21T 5 LB B B,



3. BEREE
B SUTER MO H )R U o U RO AGRRFIZ R 2 1T - 72 £ 72 BRI FRER D
RS 2T,

[H2htE]
@O [EWE DHRER (ONO-4538-15 #R)

HFEMSEHRBHE T LYy X ~T RXKNFU (BEHEEZ) CUF, 71
YR T ) ATHEGUE IR O F ATEHEME O Ry AR % U N EBE

(ECOG Performance Status 0 &2 TN 1) 17 Bl & %512, AH| 3 mg/kg % 2 3 ][R T A0
LTz, FERHMEEE TH 52405 (BET IWG criteria (2007) (2555 < U E I &
% complete remission (LA, TCRJ) X|X partial remission (LA T, PR]) DOFEIE) 1%
75.0% (95%(EHEIXM : 47.6~92.7%) Th o7z, 7ed, FANIERE L7-BIMEIX 20.0% T
Hol,

© WA TAREER (CA209205 #%5%) (Lancet Oncol 2016; 17: 1283-94)

B & ML B AT I 7 L Y o~ 7T K D IRIE A2 5 - B3 UL EEE
OEMFR ) UNERE (27— b B, ECOG Performance Status 0 &2 TV 1) 80 41
ZRIGAT, AA 3 mgkeg & 2 MMM CAREE L, FEIHMAEE ThHE2HE (U
7T IWG criteria (2007) (2355 < YL EIZ L %D CR XX PR OEIE) 13X 66.3% (95%1F
X @ 54.8~76.4%) Th o7z, 723, FANIHRE LIZBIHEIX 20.0% THh > 7,

[Z2tE]
O [EWNZE DR (ONO-4538-15 )
AEFRITIEHNRD S, KAl & ORRBERPGE TERVAEEFL L RHIIRD
vz, FHLEN 5% EORIERIZITERDO LB ThoTo,
£ 1 FEEN 5% EOBER (REMEMATXIRER)

Il 00

B e

FEARGE

(MedDRA/J ver.18.1) 17§
4> Grade Grade 3-4 Grade 5

2RIEH 17 (100.0) 2(11.8) 0
MR LY > GREEE

A i 1(5.9) 1(5.9) 0

U 2 RERA E 1(5.9) 1(5.9) 0
BB L OukEgmEE

SR 1(5.9) 0 0
W Wk

FR IR e AR T 3(17.6) 0 0
El e

JE 1(5.9) 0 0

feEFL 1(5.9) 0 0

T 1(5.9) 0 0

Mrd 1(5.9) 0 0



Bl% (%)

BRI

P AHIEE
(MedDRA/J ver.18.1) 17 f1
4 Grade Grade 3-4 Grade 5

Fo 1(5.9) 0 0
—f% - BHREER X OB GEN OREE

97 2 (11.8) 0 0

E SR A 1(5.9) 0 0

Rk 2(11.8) 0 0

FEEL 7 (41.2) 0 0

iR 1(5.9) 0 0
JRYIE RS & OVFAE BUE

LERER/ 1(5.9) 0 0

Jiti g% 1(5.9) 0 0
BE, Pk L OWES OHE

HEAIZPE D SO 1(5.9) 0 0
B R AR AT

TR RE IR A L 1(5.9) 0 0

i MR ER 1(5.9) 0 0

PRI 1(5.9) 0 0

1 ifn Bk Esi o 1(5.9) 0 0
e L OeaEREE

& Y v 2 1(5.9) 0 0

K b U 7 A ffiE 1(5.9) 1(5.9) 0

ARIE 1(5.9) 0 0
WA R L OV A kR b

BAfm 1(5.9) 0 0

(RES 1(5.9) 0 0

#77 P8 2 (11.8) 0 0
PR E

FEIED E 1(5.9) 0 0

SR 1(5.9) 0 0

KR = 2 — 1 RF— 1(5.9) 0 0
MR SR, HERES & OMithmREE

L I e 1(5.9) 1(5.9) 0

RGBORIE 1(5.9) 0 0
FEJE B KO kb

WiESE 1(5.9) 0 0

FZ i SENE 1(5.9) 0 0

SUBRRRE 2 1(5.9) 0 0

9 PESE 5(29.4) 0 0

B 4(23.5) 0 0

ek, FVEMERIZRE 1B (5.9%) | BEHRARIE/ X A3 F =2 6 (11.8%) . Kk -
HEDO TR 1 (5.9%) . ITRERERETE 1 61 (5.9%) . HARBMERERES 3 61 (17.6%) .
PRRRESE 3 31 (17.6%) KON infusion reaction 1 3 (5.9%) 2358 b7, £z, HIEMD
BEIE, DR, Mk, 1 BRERA. vl MRIBUPESRBER ., TR, B,
RIS, M - Bl e, EEE OGRS, FRMeZERIE, TS, R KL
VU5 E D ERITRD b2 o Te, REWEHFEILURILUT S FROEERSR (AR
R 2 ET) 2 BUEFR‘REETRT,

@ MESNE AR (CA209205 #5R)
FEFELIT 238/243 #H (97.9%) IZF8H HiL, AFIE ORBEBGREE T RWAE
FRIL 185243 Bl (76.1%) 123D HTZ, RN 5% EORIERIZT TRO LBV T



bHol,
7= 2 RBIED 5%LL EOFIERA (All Treated Subjects)

BRI Wi‘ )
- FRE
EAE 243 4
(MedDRA/J ver.18.1)
4> Grade Grade 3-4 Grade 5

2RIEH 185 (76.1) 48 (19.8) 0
MR LY > REEE

Iy R RIS il 13(5.3) 6 (2.5) 0
e anA e

IR IR B AR T E 14 (5.8) 0 0
H bR E

i) 14 (5.8) 2(0.8) 0

T 34 (14.0) 2(0.8) 0

LTI 24(9.9) 0 0

Mg - 19 (7.8) 1(0.4) 0
—f% - BHREER L O GEN OREE

97 50 (20.6) 2 (0.8) 0

FEEL 21 (8.6) 0 0
BE, hER L OWLEA OHE

EANIZLE D SO 33 (13.6) 1(0.4) 0
B AR AR AT

TIS=UT I R AT =T —BHIN 13 (5.3) 7(2.9) 0

TARTGEX VBT 2 ) hT AT 27— BN 14 (5.8) 52.1) 0

U S—BHIN 14 (5.8) 9(3.7) 0
B HRB X O ARk

BAfm 19 (7.8) 0 0
PR R R E

SEYR 14 (5.8) 0 0
FEJE B KO kb

O PESE 21 (8.6) 0 0

Bi 28 (11.5) 2(0.8) 0

7k, RVEMERTERE 15 B (6.2%) . FREUTREMFAE/ X A3 —19 f5l (7.8%) . KI5
&K« BEOTH 6 H (2.5%) . AFHEEEREE 22 1 (9.1%) . AFR 5B (2.1%) . FLIRAR
BERERETE 28 B (11.5%) . 1H#REETE 40 6] (16.5%) . BFEERERETE 4 41 (1.6%) . Jixk -
BEREZE 16511 (0.4%) . EEDOZRERESE 3 #1 (1.2%) . FlRMARZERGE 1 6] (0.4%) |
infusion reaction 38 il (15.6%) . 2% 2 B3] (0.8%) M ONSE S 5% 2 6] (0.8%) 23R
bz, Fio, EIEMEE, O, k. 1 BUEIRF, e MR PE SR B |
B [ e ON T AR AE RS 133860 B LR by o T2, AEIVE R SEBURILIE Y 7% 5 5 D [
R (BAREMERT Z25T) 25 0EHEREZTT,



(it - HE]
AENORHEREYEIRET L ZRH LY I 2L —2 a2k Y, AHI3 mgkg (I
H) 3% 240 mg % 2 BRRIR THE S LZBRORAIO Mg FRENSRT Sz, £ ok
B AH 240 mg G- LT-BROREREIT. AA] 3 mgkg &5 L7 BROGEE & & ik
LCREREZRTETFHENZLOD, BARANBEICEBW TARESHER SN TV
15 HE (10mg/kg % 2 MR TES) CTAAZ &L L-BRORE & & i U CEfE
Pt & PRHIENT (FR), M2 T EROBIEICHT 27— ZICESE | A% 3 mgkg
(fKE) 1% 240 mg % 2 BFHERE TS L7ZBEOARF OREE & & Ao XX et b
DORHE Z R DB ST T L AERE S, SiZBEIC OV TR T i 8,
EROAE - AROM THMMER WL EMEICHERZER TRV ETFRlS N,
£3 ABORMBIIE/ T A—4

M - R Cmax Cmind14 Cavgdl4 Crmax.ss Cominss Cavass
(ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL)
3 meke Q2W (35-52? '760-8) (10-17?'264.5) (17.21‘,";3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 me Q2W (51-712"109 (15-22?'354-@ (25.3127.8) (10;,5254) (41?57,?58) (62.11(,)9187)
10 mg/kg Q2W (14;,9;19) (51.621 '739.2) (79.900,'51;14) (33?,9232) (18421,1 513) (23;7286)

B (5%4%, 95%) . Q2W : 23 IR, Cunax @ HIIEIHE 51 Oz M FIREE . Cuminara @ I 57214
H H K%Hé%ﬁfﬁlﬁ%qﬂ&%fg\ Cavgd14 . %)JE&“E}?&MEI E if@qzi@[ﬁl?%qj]&%fg\ Cmax,ss o ﬁiﬂ#%ﬁgcc%
T 2 i@ ML PR Cinss : EFUIRIBIZ IS T 2 BARMLIE T IRE . Cavess : EFAIRIEIZIS VT 2 S MIE
R



4. HEFRIZHOWT

AR & U Ol SRR (2R AT ON TS Z Ennh, YikHE 2
YN FEhE T & Bk T%éﬂ%#%é ZD LT, REIOE G 3 e BE Z W - R
E L, AFOESIZ L \EEZAWERZ 3B LBRICxHnT 5 2 LB NEER =0, LLTF
®®~®®¢&T%ﬁtﬁMm_kwfﬁmﬁémﬁﬁ%éo

O MERRIZOWVT

D1 FTid (1) ~ 5) OWVWTINIHEY T IR THD Z &,

() JEAEFBREDSIEET 503 RIS RRESE ERE T RS A SR EEHL SRR
Hiel A3 A B2 LSRR E . ik AR 7e &) CERK 30 454 A 1 AR - 437
fiiF%)

(2) HrEksrembt CERR 29 4E 6 A 1 B S - 85 Jifiik

(3) HRENFERENFDEE T D 03 AU ROEEERRT (3 AR ERPT, 03 A2
B 1IEBE. 23 AR HEE R L /e &)

(4) S RALTFFEE LT %L.%%m%%ﬁm%lxi%%m%%@m%zmm%
IR DR Z T > TV D liaR (CEAK28 47 A 1 HIREA - %MML)

(5) #Eﬁﬂ@“ﬁﬂ&&ﬁ@f?&m%@m RILYEIAR D R &2 1T > TV DR (CERR 28 4E 7
H 1 BEEA : 1290 fitigk)

@-2 AR % U O EERE K O RIE I FE BN O SIS 153 7 A5k & %
Rz FOERM (TROWVTNNISEKE T DHERM) 25, S%2HREFORFIET HinED
HEEH L L TRESA TS Z L,

*

o [EHIIFEUS 2 EOPIHNHE 2K T L7211 5 LU EO D ATRIR O BERIHE %2
fToTWBZ &, 95, 2FEL RIT, RARYIEREE L LRSS OHHE %2
{THoTWBZ &,

o [ERNFFEGE 2 FOWMNHEZ K T L721&I12 4 FFEL EORKREHRZH LT\ 5D
ZE, 9B, 3FEL R, M gEIERE L O M A SRk A G TR IR MR S O AHE
HIToTWAZ &,

@ BEADOEKMFEREBHOEHIZOUVT

[ 3K WM$£E CHEFET HEHEENELE S, RIERENSOERED ., Ak - &
PSSR E RO E I OERSE ST 215 R, AFEFSNRE LGS 0WmE
EW. SFERHNITONDIEHINE STV Z L,




® BER~D3 T ONT
@-1 fEgx AHlc B4 2 B

MR PERTR BRSSO B 2 BITEA SR AE LB, 24 BERIRSIRIEHIO T, Mikhaas X
XM AR (23T B L2 BIVERNICS U CABEE B KON CT ZOFIVER ORIz 4
ZRRAEOR RN L ARG O, EHITRISATREZRARI N > Tnd Z &y

@-2 BEREFEICLIFFFRNNCET 28 S

DS AR D D B I ik e OB 2 A3 D IRIRIEFE DNEWEH =420 v 7
EBFOTEROART V—=0 7 24T O ERE L2 G TE 2 F — L ERA 235
SN TNDZ L, ek, BREAFIZOWT, DABRE EZOFBRICHoIZEAmsInT
W5nHZ &,

®-3 BIfER OZBr-ox IS I LT
RITER (RVEMERIREISIN A BAEMBEIE ., DA, AR, RO RARHE, KIBR.

HEDO TR, 1 BBEIRIE, FFHRRERET ., HURDMERERE S, thithas®, BEE (Bre -
PRANE BB R 2 ate) . RIS, Mk, EEORERE ., FIRNARIERIE, infusion
reaction, SR PE M/ IMRIBATESREER (ITP) | B O SOS, AG L EEE, DlsfE T (L
FEAlE) « RIR - OEPEAMGHESE) . IR M) (6 LT Y agha 33T BRE R
BB ORI ME 2 A9 D A & s U (BIVEH ORZWH-eRS ISR L THRE R OSSR 2521
DRORMICH D Z L), EHITHEYRLEN TE SFHRE-TVnD Z L,



5. #ERRLLRDEE

(2 B4 2 9]

O TRIZEYTHIEFICOVTIARFOERGENEETE SN TNWDLZ b, &5 51T
Dirnz by
o KA LS BEUE DBEERED & 2 B3

@ RFERTOFIICIB VT FRRASHE S T D BE DN TIE, RAIO#R GITHELE S

D, MLOIEFERIRL R WG EITIRY | HEICAR ZHEHT 5L 2EETE D,

o [FEMMREAOEHIITEEDH 2 BH

o G A CHE R 258 0 2 B K OTEBYME D U BRI 2 0 G fiti 2%
LEOMICRIEMEE A DD B

o HOMERBOGH UTBMERRF L IXHEREMED B CRaEiRBOBERE O
b5 EE

o EEREHERE GEMEHBEEL ET) ObHEE

e ECOG Performance Status 3-4 V) o @B

SRl tllE She PR ) |
O BZREMBMEBELNT LY X~ TITIRGUE AT O FR5 LG
DR D F Y ANEEEICBWTAFIOFRMEN RIS TV D,

@ TREICHKNET 2 BB T D2AFN OB G K ORI O TR, AFIOAF LM
IMESLENTE LT, AFOTRLGHR LRI,
o ALFRIERIGIR O B
o fLOTUEMESA L A L TRESh S BE

D ECcOG @ Performance Status (PS)

Score EFe

0 | &<l GBI T 5, FMWATL R U HHAEESHIRZ AT 5,

| PIRRIIC I LUNEENIHIR S D23, BATARET, BB > TOMEREIIIT O 2 &R TE 5,
Bl BOFEE, FBEE

BATRRECH G OH ORI O Z L3 T X THEEEDERIITE RV, HHEO 50%LL LidNy R4S

s

3 RONTZEHSDHEDEY DL LNTEXRY, BHO50%L EE2y R+ Tl 24,

4 E<BHT RV, AZGOHFOEIY O Z LT TERY, BRIy R iFTHId,

10




6. BREIZBELTHEETREEFEH

O W SCEFICZ | BERTESEE D TR 2 BB 1T D E ARHI O etk & Ol Efif
AT DIC B e i 2 0B L Ch AT 5 2 &,

@ JRIEBMBICNL L, BE XX OFRICE DL EEEE oA L, REZ5S
TorbEGT5Z &,

@ EREWEHO~FRY AL MIOWT

FEMEEER S 5D Z ENHDDOT, AFOEEIZHT--> L, BEE
M (PRI R EE, nmk, FEENVE) ORER L O X MiRd O LM%, Bigx 1+
IZAT9 2 &, Fo, LEIG U THEE CT. i~ — 7 —F0REx FEiT 2
ek,

AFNOPe 51X EEE O infusion reaction (2 X CERARFIZ 72t TE 5 U
iz T > 7= ECHahT 5 Z &, £72.2 [FI B LAEO AR 5-KFIZ infusion reaction
WHHONDZEbHDDT, KFIEE R OERFEGHHE T HRIT AL Z A
ERET D%, BEOREBAE+0ICBIET 52 L, 72X, infusionreaction %
FHLLTEGA TR, 2 TOMEBE R OER D ERIEE T 5 £ THRE 2 +08l4
THZ L,

RIS REREE N H B d 2 L3 5 DT, AR OF 5Bl kT K OB 5411
HTEHIEC RIS RERR AT (TSH. 7B T3, ERE T4 O HE) ZEhid 2
ek,

AR OEHIZ XY | ORISR T 5 L& 2 5Dk~ 7R B R
DHOLDONDZ EnbD, BENEDLNEHAICIE, BELLEFRIIS U
B 72 NGk & AR A& FEO PR AT & L U Cl bl 22 R W 21T IR O
BOGIZ £ 2 EWER D B b 23581213, ARIORIE T 1L, R OEIE RE R
NECHOBRGEEBRT L2 L, 2B, BIFKEARVE S OREICLYEIE
M OYEEDRFRD BN WIGEITIL, B BB R VE LSO sz il o8 n
LEET D L,

B TH, BOAMNSED ARGE L T ORIERNRET D Z 08B DH70,
AR OBEHETHRIZHBRWEH ORI I EET L 2 &,

1 BUBEPRI (BIE 1 BUBE IR 2 & 1) b Db, RS T F—v &
CEDZLBHLOT, HiE, HEol MEHSEORER O FEHC MmAE O _EF (21
SEETDHZ &, 1 BERBEN DN -GS EERIEL, AR i
F O 55O LB AT H 2 &

@ AFNOEERHABRICBN T, &EBEG 6 7 AUWNIL 8 B Z Lo, FHLARRIL,
WG BAMA S VAR E I 128 Z L IO 21T T\ Z L 25 &,
AHN B G-I E RN EGERE TR OMREZITH 2 &,

@



