hER #K—2-—2
2 9.

4 . 1 2

XEFERHEETA 7142 ()
=ARN~T7 (BinTHH#LZ)
(BR7E4 : 7P — R EHEEE 20 mg, 7P —R AE#ETE 100 mg)

~EHREHR T XY YR~

Rk 2 944 H
A 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.
WMHERLOBEEEZIT D2 ERPR SN BEICR U THEMAT S & &b, BIE
HIDRBL LT BRI LB R kS 2 & D Z & DS AIBE7R — E D B 23 7 3 = A B CfE
THZENREETHD,

L7edio T, RAA T4 Tl BFBRES 2L E TG BTV D RIS -
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,

RG & IR DRI, - ATV — R SIEEE 20 mg, A7 Y — R AR EE 100 mg (—fi%4
=ARn~7 (BlafH#z))
R ERDTIAR « FFRSUTEEYEO H AR % U N E
MELRAMERHE - @, RAICIZ=RL~T (& f##z) & LT, 1 [ 3mgkg
(KEH) % 2 R TAREFFET S,

B OE MR 58 2k E /NIRRTt

clf




2. AANOFE. TERBF

7V — R I ERE 20 mg/100 mg (—f&4 : =R~ T GEE ML), LT, R
A1) Ik, DEPEE TSt e A X Ly 7 24 BTV A ML e v A Y —X X7 A
7 (BMS) fh) 23B8%& L7-t K PD-1 (Programmed cell death-1) (Zxf9 %t 4! IgG4
B/ 7a—F PR TH D,

PD-1 (&, {EMAE L7V 38k (THIR, BAHIIRAL OVFF 2 7 0% 7 —T Hild) KOVE

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
FOVPD-L2) &AL, U » SERICHIINE S 7T 2 AniE LT U v 2 EROIGHEAIRBE &
BITHET LT\, PD-1 U4 FIFHURSR MBI b b Ok 2 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, B NE B CIXHRRTE TS EET DA v ¥ —T7 = a2 B >~ (IFN-y)
12X > T PD-L1 ORBENFE I, 58 L BB ICB T 5 PD-L1 ORI LHFHED
A EOMICEOHBEBEERH L & OWE L H 5 (Sci Transl Med 2012: 28:
127ra37), 512, PD-L1 Z @B S S 3 AUMIIRIE, PURKR A CDS Bt T #ili
OIS ETE M 2 )55 S 523, L PD-L1 1/K T PD-1 & PD-L1 L OfEEZAET D &
Z OIS EFEMENEIET D Z LN RENTWD, %D Z LD PD-1/PD-1 U H > Rk
BT, 23 AR AN IURURE S0 72 T AR & OBURE Z [T 2B F O —2 & LTEXH
nTnb,

ARFNE, SR OFE R 6 PD-1 OffasE (PD-1 U 7 FREAHEIE) ITRA L.
PD-1 &£ PD-1 U 7> REDFEEZET S Z L2k 0 BAFURFFRA e T MR OTEM:
(LR OD AHIREZ %9~ D MRS B TE M & iR 3 5 2 & CTRefc 72 PuiEs s i &2 nd- 2
EMHER STV D,

TS O AN | AFNTEMEER )T 2 B IR ERIC R0 55 Lo E HIfF S,
AR X U o ERE AR E U RIRRER 2 F0E L, Aok, 2tk OERE
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)

HFE&EMEHRBHELE N T LY v~T NXRF v (Earffaz) CIF, (70
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
HE Lo, EEGHBEA TH 5= (UGT IWG criteria (2007) (125 < FRHEIC
& % complete remission (LA T, TCRJ) XIZ partial remission (LLF, [PRJ) OFIE) &
75.0% (95%(EHEIXM : 47.6~92.7%) Th o7z, 7ed, FANIERE L7-BIMEIX 20.0% T
bHol,

© 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 (2 — bk B, ECOG Performance Status 0 X (V1) 80 41
ZRGAT, ARAI 3 mg/kg & 2 MR CHRBINE L7, FEFHMEEE Th o B (W
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 )
BEFZRITIEHNGRD b, KL DR REBRPEE CERWEEFFR L MR D
vz, FHLEN 5% EORIERIZITERDO LB ThoTo,
FEIRN 5%, EOBIER (RSMMATRRE)

] o, 0}

BRI m§%%>

FEARGE

(MedDRA/J ver.18.1) 17 1
4> Grade Grade 3-4 Grade 5

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

=il 1(5.9) 1(5.9) 0

U BRIV E 1(5.9) 1(5.9) 0
BB L OukEgmEE

SR 1(5.9) 0 0
W Wk

FRR s REAR 3(17.6) 0 0
kS

i3 1(5.9) 0 0

feEFL 1(5.9) 0 0

T 1(5.9) 0 0

TS 1(5.9) 0 0



Bl% (%)

k= VAN <
v B B”Z;)J $H IR

A 17 {5

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

TN 1(5.9) 0 0
—f% - BHREER L OB GEN OREE

5T 2(11.8) 0 0

E SR A 1(5.9) 0 0

[yEN 2(11.8) 0 0

FEEL 7 (41.2) 0 0

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

hE % 1(5.9) 0 0

Jiti g% 1(5.9) 0 0
BE, hER L OWLEA OHE

TEAITPE S RS 1(5.9) 0 0
B R AR AT

SR Rera s J s 1(5.9) 0 0

i/ MR ER 1(5.9) 0 0

PREE M 1(5.9) 0 0

1 ifn Bk Esi o 1(5.9) 0 0
R L O EREE

& Y v 2 1(5.9) 0 0

7 b U v AlfiE 1(5.9) 1(5.9) 0

FARIE 1(5.9) 0 0
FEHRE L O G HLR

BAfm 1(5.9) 0 0

(RES 1(5.9) 0 0

77 P 9g 2 (11.8) 0 0
PR R E

PR D F 1(5.9) 0 0

SER 1(5.9) 0 0

KM= 2 — 1 8F— 1(5.9) 0 0
FEkas . MR K OEhR

R P A £ 1(5.9) 1(5.9) 0

RGBEDORIE 1(5.9) 0 0
g ¥ KO FRERRbE S

WiESE 1(5.9) 0 0

aEod 1(5.9) 0 0

SIERRRE % 1(5.9) 0 0

O PESE 5(29.4) 0 0

BiS 4(23.5) 0 0

¥, HEMEREREE 16 (5.9%) . BRECHELAEE 2 6] (11.8%) . KIGKk - BEEOT
F1B (5.9%) . ATHSRERETE 1 61 (5.9%) . FUIRIRHEREFETE 3 1] (17.6%) . MfkFEE
3% (17.6%) K TN infusion reaction 1 5l (5.9%) Tidd Lz, F7-. BEIEMETIE,
O, ok, | BUREIRIE , SafE e/ MBI PSRBT . IFAR ., B RkRErE . FIE
b oe - Bl IE, EEPEDREIEE, FRIRIMRZERAE, T mAbEaeimEE

RITFBDO BN T,

R KOS E D 5



© Mo MARFER (CA209205 #R)

BEFGIT 238/243 B (97.9%) D HiL, AL ORREEUENEETE RVEAE
HFGL 185/243 Bl (76.1%) Tk bivTz, FELERD 5% LU LORWERIL TERD LBV T
HoT,

FEELED 5% EDOEIER  (All Treated Subjects)

BRI PP C%)
=, ZIS:E?%%
A 243 5
(MedDRA/J ver.18.1)
4> Grade Grade 3-4 Grade 5

AEIER 185 (76.1) 48 (19.8) 0
MgF LY o REE

I H BRI E 13 (5.3) 6 (2.5) 0
W W

FOR R RE AR 14 (5.8) 0 0
H ks

-2 14 (5.8) 2(0.8) 0

T 34 (14.0) 2(0.8) 0

BITIN 24(9.9) 0 0

Mg - 19 (7.8) 1(0.4) 0
—f% - BHEFR L OGN OREE

95 57 50 (20.6) 2(0.8) 0

FEEN 21 (8.6) 0 0
B, PR LOWEAIHE

EALHE D SOk 33 (13.6) 1(0.4) 0
A PR A

TI=rT ) T AT 2T — BN 13 (5.3) 7(2.9) 0

TARTEUEET 2 ) hT AT =T —BHN 14 (5.8) 52.1) 0

Y —EBHN 14 (5.8) 9 (3.7) 0
B HERd L OV ARk

A FfivR 19 (7.8) 0 0
PR R PR

ISP 14 (5.8) 0 0
FEg ¥ & Oz TRk

9 FEE 21 (8.6) 0 0

W35 28 (11.5) 2(0.8) 0

7p¥s, [FEVERGR 15 1] (6.2%) . BREBUHRUERAE 19 1] (7.8%) . KIFXK - HED
THI6 B (2.5%) . FFEEEEREE 22 61 (9.1%) . FFR S (2.1%) . FUIRARFEAREREE 28
B (11.5%) | MRS 40 1] (16.5%) . EHREREE 4 6 (1.6%) . MKk - BEREAK 1 41
(0.4%) . BEFEDOREREE 3 6] (1.2%) | FRARMARIERAE 1 41 (0.4%) . infusion reaction
38 fl (15.6%) . R 2 B (0.8%) KOS E HBELK 2 6] (0.8%) TR bz, 7o,
HIEAVEEAE, Db, Mige. | BUBEIRI . Supth fn M D SRR . R PR E R OF
TERAEEREE IR o7,



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 &,

() JEAEFBRENEET 503 RIS RRESE ERE T RS A SR B SRR
Mk 23 A RS L IL SR e, MU AS AR e &) (R 28 45 10 A 1 R -
427 Jitik)

(2) HrEksrembe CERR 28 4E 9 A 1 H IS - 84 Jifisk

(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%lﬂi%%m%%&m%zmm%
IR DR Z T > TV DliaR (CEAK27 47 A 1 AR %mm )

(5) #ﬁﬁﬂiﬁﬁmﬁﬁﬁﬂu%mm RILYE AR D R & 1T > TV B iR (CERR 27 48 7
H 1 BFEA : 1284 fitigk)

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

*

o [ERNRIFESSH 2 EOWIHANHE 2 T L= 12 SAELL EO D ATRIE D ERIRNHE 21T
STWNWDHZ L, 96, 2L B, BDASREYEELEZF & LTEBKRES S OUHE 217
STWAZ &,

o [ERCIFESE 2HFEOWIHE 2K T L2 BIZ4FE L EOBKRREBRAEA L TW\WAH 2
oo b, 3FELLRIX, B MAREVEEL O )N AR TE & G T R R MRS OWHE &
ITHoTWVWAHZ L,

@ BEADOEKMFEREEHOEHIZOUVT

[ 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,




@ BIEA~DREZDVNT
@-1 s Az B9 5 B

FEMER B O HE R RBITEI AR A LIZBRIS, 24 BFRTR %%%®T ik X
(ESE XL (T b STANGNE iF:') Lf: IWERNZ G CTABRE BL L OF CT %5 D @IVEH O
BLRAEDOHIRN Y AR O, EHICKHISARERIEH 3> T D Z &,

@-2 BEFREFEIC L 2FEFRAMINCET 2EH

D ASIRICEE D 2 R R Rk K O RE 2 BT 2 ERIEFEE D RIENE=2 1 v 7
EEDEROA T ) —= T H2ITOERE LIEF#ME LA TE D F— LAERIKH D
fiE S TnWbZ L, 2B, BiAHIcOWT, RABRE EZOFBEITHDITEAMmENT
W5nHZ &,

@-3 BIEA OZBr-OoRRICE LT

RWER (REMERZEESIZ Ef— HAEE IR, DA, A, BB AR . RIBZE.
EEEO TR, 1 BBERIE, ITReREs . FURIREEEE % PRRREE . BEE (BAe .
PRAMGE FVEMER R 25 Te) . RIIEFE \Hlé'ldm O GRS, %%E}le$$%$§\ar\ infusion
reaction, SRIEVEIML/ MR MESEEER (ITP) . B OFRIE S, IR RN, DlsEE
(LN EAME) - 4RI - O MEIMNGHES) . FIPEE M AE) 12k LT, Mikhiax I3k
EREEA DR M2 A3 2 ERM &l L (BEROZE-O S IZE L THRER U SRE %
ZFTONLRMECH D Z L), EHITHEURAENTE DIKHR8ESTND Z L,



5. #EXRLLRDBE
(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, MOIRFEEIRIED R WNIGEICIRY | HEICAKZHEHN T2 2L 2B/ TE D,

o MEMMEEDOAH IO H 5 BE

o JRoER I AR A C RV 2 5RO D B K ONEBIME O HC R i st 2 <o e a P il 2%
LEOMICRIEMEE A DD B

o HORERBOAI, XUTEMRZE L < ITZHERMED B Ok B OB TR
b5 EE

e ECOG Performance Status 3-4 " o @B

SRl tlE Sh Pt ) |
O BREMBMEBELNT LY X~ TITIRGUE AT O FR5 SO LG
DR D F Y ANEEEICBWTAFIOFRMEN RIS TV D,

@ TR T 2 BEFIT T D AR OB O I IEIZ DWW TR, RFIOF ZMER
N ENTELT ., AAOKRGERG LR,
o ALFRIERIRE OB,
o fOFUENEREEA] & OOFH,

D BECOG @ Performance Status (PS)

Score EFR

0 | <ML <IEBTE 5, Ml LlE U HHEAEESHRZ ATZ D,

PRENZIE LR IHIR S 412 25, BTHHE T, BAFEDE > TOERITITH 2 &N TE D,
Bl \OWFE, I EE

BATAMRETH D OF OEIY O Z 13T X THEEEDIEEILTE 20, B O 50%LL EiZXy RAVCil 24,

ROENTZESOHDEY DZ L LTERY, BHO 50%L B2~y R+ TimId,

W

ELEI R, ALDOHFOEIY D Z LFES TERY, TRy Rl TiHIT,

9




6. BREIZBELTHEETREFH

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 (Z4iff X CTEARFIZ 43 725D T 5 U
i ZAT o7 LTG5 2 &, F72.2 [BIH LA O A HI$ 5-FFIZ infusion reaction
WHHONDZEbHDDT, KFIEE R OERFEGHHE T HRIT AL Z A
ERAET D%, BEOWREBELH2ICBIET 52 L, 728, infusion reaction %
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 FOHE) ZEhid 2
ek,

AR OEHIZ XY | ORISR T 5 L& 2 5Dk~ 7R B R
DHOLDONDZ EnbD, BENEDLNEEAICIE, BELEFRIIS 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, BOAMNSE ARGE L T ORIERNRET D Z 08D,
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 &,



