B AEET A RI A4 v
=Fhn~<7 (BlaTH#Z)
(R4 : &7V —REE#EE 20 Mg, F 7Y —R EfF#E 100 mg)
~ERERSF Y SE~

A2 94E4 A (BRR2 949 A)
B



B &

1. (TL®IT

2. KFNOKE, 1FHET

3. FERARRHE

4, FERITDOUWNT

5. HXIG LI HBHE

6. HHICHEL CHEET & HIHA

P2
P3
P4
P7
P9
P10



1. IXT®IC

IS DOF N - BEVEOHER DT DIZIT, B SCEFICE SV B A A R
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 J R 1E A%
FERMDPEARBENDLHF T, 20 DOEEKNZ FICHLER BT IR 5 2 & PR
ML 0o TR Y REMBGEE & S0 FAR T #2016 Ak 28 426 A 2 A BFEERE)
IZBWTYH, EHMERNEOMHRAORE(LHEZXS Z L L ShTnd,

BOFVE RS E SR ST, SRS 2 T 1 7 7 A ADRBEE D ES L & B S i
RHZENDD, DD, HEROLZEMEICBET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIfF SN BT I LTERT S & &bz, mIfE
AP LBt % & D 2 L AT RE 7R —E O B % jiii 7o R A R o
THZENEETHD,

L7 oT, AHA RTA4 Tl BB INETIL/ O TV S EZIHZN -
R RN EED & | DUT O E IS O it 70 8 2 HEE S 2 B0 b B e ik B 2
F RO EFREE T,

I, RHA BT A 3 MAZATBAE NEI L EREIS O, /IS EEEARAER
BRI s . — AR N B ARERIR NRHE & I OVt E N B AR IR -2 O 1 7 D
b EER LT,

KRG L 7p DIEIES - ATV — R R EE 20 mg, A7 Y — R A EE 100 mg (— %4
=R=7 (BinFH#z))
HEERDMEIMR « AR SUTERPEO AR % ) v oSl
WEERDAMEROHE - @, lRAICIF=Av~T (BIETHE ) & LT, 1[5 3mgkg
(AH) % 2 BRI CARREEYT D,
B3E R 78 6 A /NP TGS




2. AANDOFE. 1EREF

A7 — R R EHE 20 mg/100 mg (—fk4 =R~ T (BRI BLT, TR
) I, DRSS TSt A X Ly 7 2% BTV ALY —X R A
7 (BMS) £1) #3BA% L7-t  PD-1 (Programmed cell death-1) (ZxF3 2%t H4& 19G4
E/ 7 a—FAHUERTH D,

PD-1 1%, {EMEAL L7V o /RBk (T HIfE, BHIL N F 2 T 0% 7 —T Mifd) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i Bh I IE & BUZHIEE 2 2
T IR T 2ZAERTH D, PD-1IFHURIRRAIILIZIEBLT 2 PD-1 U & K (PD-L1
KOPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U o REROEMAIREE
BITHHET LT\, PD-1 U H» FIFHURRSMIBLAMZ b b Ok 2 72 RS RR 2 F8 5
LTHY, EMEREAELE LU L EGHMICI TS PD-L1 OFRBL L itk DALF
WM & OFICADOFEREBIRN & 5 2 & 3 HE T4 (Cancer 2010; 116: 1757-66) ,
F 7o R R fE A OIS EET DA v X —T = aH >~ (IFN-y)
IZX > T PD-L1 OFENFHE SN, 5B LI EERRICIIT 5 PD-LL OREL & itk D
M E OMICEOHBEBEERH D Eo®ELH D (Sci Transl Med 2012: 28:
127ra37), & 5T, PD-L1 Z 3R H S22 M, HURER M CD8 it T Hif
OIS EIE M A 55 S 523, HLPD-LL Hifk TPD-1 & PD-L1 & OfEEEHET D &
Z OIS EIEENEIET D 2 EDNRENTWD, D Z LD PD-1/PD-1 U 7> R
BT AN A AN FUR AR A 72 T AN B OB 2 B 2 HEF D —o L LTEZD
TV 5%,

AFNE, SRR OFE R 6 PD-1 O s Egk (PD-1 U # o REEAREIR) IZR5A L.
PD-1 &£ PD-1 U > REDFEAZIET D Z EICL 0 BAFURRRYN . T HlaoiErE
(bR OB AHIREZ 3t 7 2 MRS TG A R 3 5 2 & TR R BUEE R 2 =3 2
EMHER STV D,

TS OHRN G | AFNTHENENEG 6T 22 G EEIC e 0 ED b0 L IS,
R U ) VONERE B R G L LT A S L, AahtE, et RO
PEDIERS S Tz,

AFN DV LD <D RERINIZ K DEWEMFED & bbbt BEXIISETIC
EDLWREMD 5, ARNORGH KR OEREGRIZIT, BEOBIZL ToIATV, RE DR
O BTG EITIE, FEH LT F RIS U BEPIRY 2 ik & REBR 2 RO Rl & L Tl
BI72 8RR 24T\ B D SIERIRT K D RIER 2 e 2 55 1 id, BIE RE AL
RO GFHEDWE) IRALE 24T 9 MER D D,



3. ERPRARE
3 ST R O i) R O ) RO A GBI EM A 1T o 72 AR R R R EBR D
fE & R,

[H2hhE]

@O EWE TR (ONO-4538-15 #XHHr)
HFEEMBHRBHEL T LY v~T RXREF (Blar#iz) CIF, 71

YUV T)) TP SUIAME OFFFE SATEHAME O AR U ) oNERE

(ECOG Performance Status 0 & U8 1) 17 Bl & %512, AKI 3 mg/kg & 2 1 [ IR C A
FHE L7, FERHMEHEE TH 2R3 (UGET IWG criteria (2007) (255 < FoefiliE |z
X % complete remission (UL F. [CRyJ) Xid partial remission (LLF, TPRJ) OEIE) 1%
75.0% (95%(ZHEIX ] : 47.6~92.7%) Th o7z, 728, FANIHE LIZBEIX 20.0% T
o1,

© MWpsas MARER (CA209205 #%%) (Lancet Oncol 2016; 17: 1283-94)

B & ML BT 22 7 L v Y ¥ o~ 72 L D IR 25 - TR ST G
OEMER ) U NEERE (24— b B, ECOG Performance Status 0 218 1) 80 4l
X AHI 3 molkg & 2 HEFFRR CTRIEFE L., FERHMEEE THh O RER (&
71 IWG criteria (2007) 12555 < FHfEIZ L D CR UL PR OFEIA) 13 66.3% (95%(5F
FEX M : 54.8~76.4%) Th o7z, 7k, FANIKE L7-BIEIL 20.0%TH > 7=,

(24 1]
O EWNE MRS (ONO-4538-15 5Hk)
AEFERIIEHNRD b1, A E ORREBEENGE TERVAEFL L AR
HiIVTc, FBLERD 5%LL EORWERII TERD LB ThHoTz,
FEBEN 5%LL LOBIWER (REMMRATR R E)

1% 0

RIS mj‘f é,‘;g/‘;)

£ 17

(MedDRAV/J ver.18.1) —
“& Grade Grade 3-4 Grade 5

2RIEM 17 (100.0) 2(11.8) 0
MR LV > RbEE

2 i 1(5.9) 1(5.9) 0

U SR E 1(5.9) 1(5.9) 0
HB L OukgkhEE

R 1(5.9) 0 0
o Wik

RO IR BEAR T E 3(17.6) 0 0
B IS

-2 1(5.9) 0 0

{5 1(5.9) 0 0

T 1(5.9) 0 0

[ZES 1(5.9) 0 0



s, WEMERRE 161 (5.9%) | SUboihmieie 2 41 (11.8%) . KIE% -

Bi%x (%)

BRI —

A fﬁjﬁ

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

TN 1(5.9) 0 0
— i - RHEER L OGO OIREE

7 2(11.8) 0 0

TSR SO 1(5.9) 0 0

(s 2(11.8) 0 0

FE BN 7(41.2) 0 0

Tl 1(5.9) 0 0
JEYE FS K OV AR BUE

W% 1(5.9) 0 0

fiti g 1(5.9) 0 0
BE, Pl L ORES IHE

EATHE D SOG 1(5.9) 0 0
HA7 R

eI A 2 1(5.9) 0 0

LM% ol 72 1(5.9) 0 0

ARG 1(5.9) 0 0

M L ERE A 1(5.9) 0 0
B L O REE

KA Y v AIfiE 1(5.9) 0 0

29wl N R VPN ik 1(5.9) 1(5.9) 0

BHER 1(5.9) 0 0
Bk Rd & O kRS

BAER 1(5.9) 0 0

A 1(5.9) 0 0

PR 2(11.8) 0 0
PR R IEE

FEED E W 1(5.9) 0 0

GIE 1(5.9) 0 0

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

VR e H 1(5.9) 1(5.9) 0

FREDORIE 1(5.9) 0 0
FERg ¥ K OV TRk

it B 1(5.9) 0 0

B FENE 1(5.9) 0 0

SYBRRBE % 1(5.9) 0 0

& O PEIE 5 (29.4) 0 0

B 4(23.5) 0 0

HEDOT

Fi 16 (5.9%) . FFREREREE 141 (5.9%) . HUIRIRHEREREE 3 41 (17.6%) . fpRkkeEE
3 (17.6%) M U infusion reaction 1 #5] (5.9%) T iz, F7-. HIEMESE,
DM, . 1 BRUBEIRIF . e ME il OB PSRBT . T2, R REREREE . BIIR feE

ETS

RITBO ORI T,

- B, EEOREEE, FIRMARZERLE, FTEAEEEREE. BERLOSLE S5



@ WAL M AHRER (CA209205 #bR)

FEHFELT 238/243 ] (97.9%) (2380 Hiv, AL OREBGNEE T RWAE
F50% 185243 il (76.1%) (238D HALTZ, FEELEN 5% L EORIERIZ TRO LBV T
HoTr,

FEHRD 5% EDOFIfEA (All Treated Subjects)
Bk (%)

FRE IR

(MedDRAVJ ver.18.1)
4= Grade Grade 3-4 Grade 5

2RIEA 185 (76.1) 48 (19.8) 0
MR LY 2R EE

I ERIBE 13 (5.3) 6 (2.5) 0
PG I

FOR R RE AR TR 14 (5.8) 0 0
BB E

iy 14 (5.8) 2(0.8) 0

T 34 (14.0) 2(0.8) 0

G 24 (9.9) 0 0

Mg - 19 (7.8) 1(0.4) 0
—f% - BHEER L OGN ORE

95 57 50 (20.6) 2(0.8) 0

FEEN 21(8.6) 0 0
B, PRk L OEA OHE

HEAIZLE S G 33 (13.6) 1 (0.4) 0
IR A

TI=rT I NI UAT =T —BEN 13 (5.3) 7(2.9) 0

TANGEX VBT ) N T U AT 2T —BHN 14 (5.8) 5 (2.1) 0

Y o—EHEN 14 (5.8) 9(3.7) 0
B HE R & OV ARk S

B 19 (7.8) 0 0
PR R IR

SEIR 14 (5.8) 0 0
KGR KO Pk

& D FEIE 21(8.6) 0 0

b 28 (11.5) 2(0.8) 0

ks, HVEMEREEE 15 f1] (6.2%) . MEREUHELE 19 #1 (7.8%) . K%K - HED
T 6 B (25%) | ATHERERET 22 5] (9.1%) . HFR 561 (2.1%) . HURIEEREREE 28
B (11.5%) . FREEFETE 40 5] (16.5%) . EHEAREMET 4 B (1.6%) . MM7% - BhsE 1451
(0.4%) . HEEDZEETE 361 (1.2%) . FrlkiieZEriE 161 (0.4%) . infusion reaction
38 i (15.6%) . e 2 5 (0.8%) M ONSE 954k 2 6 (0.8%) TRH LN, F7-.
BIEFEERE, DR, fhge. 1HUHERRIA, Sy v MR MEERBES R, B PR O
TEAERERREFILRD b o T,



4. HERRIZDOWT

AR E LTl ASERE (AR DAL TN Z ennn, YAt 4
NS E TE Dk THOLMEND D, TD LT, AKFN OGN @Y BE 220 -
E L, AANOBRGIZ I BEEZAEHAZRBEL LRI T 2 2 ERnEE /oo, BITF
DDO~@DT X T &I IZBWTHEHAT & TH D,

O MEFRITHOWT

D1 Tid (1) ~ B) OVWTIIEYT IR THD Z L,

(1) EATHRENIEET 203 A Fa ISR (BENT RS A2 R HE LS IR L |
HE 23 ARSI SRRE . HUBS AU FRIRBE R &) (CERK 28 4F 10 A 1 HFEA
427 fiz%)

(2) FrEkkrembe (R 28 49 A 1 HEFS : 84 Jiigk)

() BT A FENIEET 203 B EEFPT (23 AR EWPL, 3 A2
W19, 23 ARSI EEHEE R 72 &)

(4) HRALFRIEE AR %L/%%M%%%Mﬁlli%%ﬁ%ﬁ%ﬁ%Z@% X L
R D AT > T Dftiax CER 27 4£7 A 1 HREA %%m

(5) ?Lﬂﬁtiﬁéf“ﬁ4&@jiﬂﬁﬂﬁbu§%0>ﬁg RILMEI AR D M A T TV DlEax (R 27 4 7
H 1 HEEA 1284 Jitii%

O-2 HHHKR DU X JEOAL SRR ORIVE R & BLRE O %S 50 7o ik & 1%
Bra FEOERT (FROWTIICES T DIERM) 25, Y% BEROAANCEE 4 5 1BED
EEHEE L TRHEINTND I &y

#

o [ERSCFFEUSE 2 OWMIHE 2 & T L7222 5 LU EO M AIGE D IERHE 217
STWHIZ E, 96, 24D B, BDAEYRRER £ L& LZRRESSONHE 217
STWNWHTZ &,

o [EEMEFFISEZ 2FEOMMINHEZ K T L2 RICAFELL LR ZAL T\ DH 2
Lo 9 b, 34EDL IR, SRR O M A SRMIRE 2 A e iR R IS O WHE %
IToTCWVWBHZ L,

@ BADERLFREHOEHIZONT

PRI IERE BT T 5 LA O A E S, BEREEN D OFRE D, Ao - &
EMEIENE R OB IR CERSE R DR, AEEFSENRE LGS 0®RE
EH . SRHECMIITONDIEFHINE S TND 2k,




® BHER~DORZOWT
Q-1 fEFk AHlic B9 5 2

WU PERE B O B R BIERA S A LIZBRIC, 24 BERER2IRIEHIO T, Mi%htas X
EEE R (23T, B L 72 BIERNCS U CABRE E L O CT O EIEH ORI 24
ERMRAEOR RIS Y AFIE O, BEHITRISATREZRARI N E > TnDd Z &,

@-2 BRUEFHIC L 2FEFEELMSICET2EH

AR 2 MR G L OB e 2 AT 2 EREFEEDNEERT=2 1 7
EEDHERDOA T ) —= T HTOERE L IF#ME LA TE D F— LERIRH 2
SN TWDZ &, BB, BiAHICOWT, DABE L ZOFBFEICHSIZAmENT
WnHZ &,

@-3 BHER DZBr X IRIZE LT

RIVER (RIEMEMZE BN 2, EAERBEAE, DR, k., BT
HEO TR, 1RERIE, NTHREME . FORIRERBRR S pRiRREE . BREE (BN
PRAMGE VEMER R 2B Te) . RIS PR, e, B OREFE ., #kinteZEF0E, infusion
reaction, S ME M/ MR PESEBER (ITP) , & DS i, MR TN, Ol

CLEARED « #RIK - DEVEISMGHESS) . m P ImSE) (Sk U<, Yakhtak XUk
ERFE B DM A A3 5 ER & EEE U (RIEH OZEox N IcB L THRE R OSSR %
ZTONHEMEICHDZ L), EHICHEERALEN TE HEGFRESTND Z &,

|

X

ARAE . KN

=t

)
RN

5 =
X

>



5. Bt L nBE

(&R 4 2 9]

O TRICEYTHEEICOVTUIARROELENERE SN TND Z b, #5%21T
brpnz &,
o KAIORSTITxE LI BUE OBEEIED & 2 B3

@ IREATOFIIZIB W T FRRICEE S T 5 BFIT OV TE, AEIOE G ITH#EE S L0

N, HOTEFGEII D R NGEICIRY | EHEICKRZEHNT 2L 2BETE D,

o MEMMZEEOAIUIEDH 5 EBH

o TR AR A CRRVE S 2 58 6D D B K ONE BN 0 T i I i 2 <0 J Y il 2%
EORIZRIEMNEZEALN A BN D BE

o HOMBEEBOEDE UTEBMERF L <IXHRMEO B e EBOBERED
oD HBE

o IMIIBAEIE (GEMmEAIBAEIEZ &) Ob DL EBE

»  ECOG Performance Status 3-4 " o #3

(G5B 5 4 1H]
O BFiEMBHABHE LT Ly 2~ 7 ITHRPUE RN O B3 XX #ER T
OEMIPAE D F ) B E BV TAAIOFIMEN RS TV D,

@ TREICEEE T 2 BE T 2 AR O G K O A ITIEC DN T AR OAZPED
WL SN TELT, AFIDERGHIR LB,
o AEFRIERIGRO B,
o fhOFUEMEELA & OB,

(D) ECcOG o Performance Status (PS)

Score TE#

0 | &<MEREETE 5, FHlL R U R AR HIRZ ATX 5,

RARRIZE LUEBNIHIR S 223, BATAIRE T, BAIEEEE > TOEEITIT O 2 LN TE D,
A N e

[y

BATABECH A OH DAY O Z L 13T X CTRHEEZDEEIT TE /oy, HF D 50%L0L B3~y RACil 2,

RBoONTZEHSOHEOEY OZ L LHTERY, AFO50%LL EE Xy R+ TiaZ 7,

AN

LB RV, BOOHEDEY OZ L TERY, B2y RfFFTilmI4,

9




6. EIEBEL THETREHEH

O WA CEFIIN A, REREER B TRALT D GRS 1T D & AH O Frie M ONiE 1EA#
O DIZ LB R ERE B L ThBEERT 52 &,

@ 1REBRLAIZIENL D BE UL OFIEICHINER OfERMEZ ot L, FE x2S
ThobETLHZ &,

@ ERRBEHO~RT AL MIDONT

WEMEMREN D 5o b Z e NH D DT, RKFOFEGIZH = > Tid, WFIE
M (PRI R, nmk, FEENVE) DRERR K O X #ird O F i, Biggx -+
AT 2k, Fio, BEIRUTHES CT, MiF~— —%Dit 4z £ 2
ek,

AFKN OB EIZEE D infusion reaction |24 2 TEARICH 75t isD T % Ut
i aAT -7 L CTRRMT 5 2 & £72.2 B B LA O AHA# 5-RF 12 infusion reaction
N LD EbdHDDT, REGHROARRBGKTHIT AL Z A
CERET 5%, BEOWREBE I8 T 5 2 &, 7235, infusion reaction &
FEHL L2 HA 1T, 2 TOMEBE R OER D 5ERICEIE T 5 £ THRE 2 +08l4
THZ L,

FORBRFERERE E N & Do D Z L3 d 2 DT, ARAID B 5-BAk T & O 53R
HIE IR BRI pEse R A (TSH. J0#fE T3, EHE T4 SO llE) 2FEhd 5
ek,

AR OFHIZ XY | MBEOREEIEITER T 2 L& 2 S Dk~ IR B E
NHLDLNDZENDHD, BENIRBDLNTHAITIE, B LZFRIIS U
BLFR 72 05k & 1R 5R & RO R Al & s U C bl 2 R W 2 1TV IR Ok
BOGIZ X2 EWER R B 2358121, AFIOWRIE ST I, K ORI RE A
NEHOBRGEEZBET D L, 2B, BBRERLVEOREIZLYEIE
R OYGEERFRD IR WIGEIZIL, B BB AR VE - LUS O gz Bl o8 0
bLEET DL,

B A& T, BOEM 5D ARGE L COLRIERANRET D 2R3 H720,
AR OBEHETHRIZHRWEMORBBUCH2ITHEET D 2 &,

1RUBEPRIR (BIE 1 BUBEIRIG 2 & te) b Hbiv, BERFEY 7 ¥ R—2 &
CEDZLBHLHOT, M, Hol, MM ORER O FEEC M E O _EF-(2 1
EET DL, LABEREN DN SGEICTEEEPIEL, AR ) #l
RO 5E OB 2LEZ1TH 2 L,

@ AHFNOEEFRRBRICBWNT, FEBRBS 6 7 HUNIL 8 B Z Lo, FHLIREIL,
B EBRIE S VAEME CIX 128 L ICHEMMO M AZIT> T2 25 E (T,
AR G TERRIC R CHROMREITH Z &,

10



