KEFEHEETA R4V
=R N~T (Blor#x)

(BR7E4 « A7V —ARFEFHE 20 mg, 7V —RRHFEHE 100 mg, 7P —
R FR R 240mg)

~ A R R o B i~

YRk 3 04£8 A (ERL3 0451 1 HEkET)
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1. XL®»IC

BRI DA « LEVEDHER DT DI, BT SCEFIZ IS W TCBE 226 23K
bId, BT, TEORFEMTOEAI LY | FUREIEN 72 & OF 0 728 E I
FREH D AR SN D P T, 2 b DEHM 2 BIC LR EE TR 5 2 L AR
M L 72 o TR Y BT BOEE & RO SR TR 2016 (2R 28 45 6 A 2 H RFEIRIE)
ICBNWTH, FHMERLEOHEHOREHEZNS Z L LshTnD,

BRI ER A, SRR BT 0 7 7 A LV SBEAF DS L B 5 T 5
RLZENDD, ZOI2D, AIMEROZEMEIZBET 2 EMA +0ERT 5 £ TOR,
YHERMOBEEZBZT L ZENIFSNLBEITH LTHEMRT S & L b, BE
MADFEE LTRSS & D 2 L AR 72— D S 2 i 7 R SR BE RS T
TLILENEETH D,

Lo T, KA FTA4 T, BREECINETITRLN TV DEFKSR -
PR RN EES & 0 LUT OB O S 7 ] 2 HEME 9~ 2 8L b b B 8 B %
TR O B HE TR,

B AHA BT A %, MSATEIE N ER G RS S, AmAEMEAN RAR
BRI S —fRAEETEN AARBRRNBE S, FrEEERITEETAE N A AR 72 kO
—IRAEMEN AR g2 OO b EEK LT,

RG L I BEIRS, - A VR ERE 20 mg, A U — R SEETE 100mg, 4
— RS EE 240 mg (—#%4 =R~ T GEfs 7R Z))

KRB DMREIAE: « DSAALFIRIEL (I U 7 YIBRASRE 72 1T » T8 0D BN b S o iz
&

MEERDMEROAE  BE, RAZIZ=R L ~T GBI %) & LT, 1[5 240mg
% 2 MR AT 5,

Bl N OE ¥ F DB TS




2. AHN DR, VERBF

A7V — R S 20 mg, [FEASTEERE 100 mg K OVR S ERE 240 mg (— k4 - =
R~7 GBI Z) . LUF. TRAD X, DR TERASTE ALy 7 2
BTV AL e<w A Y —R 2747 (BMS) t1) 2388 L7= & k PD-1 (Programmed
cell death-1) (Zx4 2 b MMl 1gG4 €/ 7 v —FLHIKTH D,

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

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U 7 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v oSEROEMALIREE %
BIZHRET L TW5d, PD-1 U W NIFHURE SIS B b O 2 22 Gk T8 B
LTHY, BMERAMEEE) LU LB TS PD-L1 DOIEBLLIEDELF
HIH & OMICADHBEBFRN & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS FHPE T Mo M E
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z ENRENTND, DI &2 H PD-1/PD-1 U 72 RERERIL, 23
AR TURRF A e T MM OWEBEEZ BT 5HFD—>oL LTEZX LT
Do

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T kDI
PEA K O AABIENE k9 2 MRS TG M 2 58 5~ 5 & & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 Bl 2R EIC 20 55 b0 L MIfF S,
FEMER R B N AR 2 kP & U TR IRARIR 2 S0 L. A2, aE R OV M e
iz,

ARANDVEFIRERAC IS < M O Sy RIS & 5 BHEM %238 5 b, TE I
EDFREMEDN & Do AAIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L HUTIE U B 2 ik & B8R & FF o R Afl & L Col
BI7RERIZ I 21T\, B ORIERRIC K D RWER R DIL DA, IR AR L
U FI OB GO YR ILE AT 5 BERD D,



3. BB
DAY FPRIERR (S U 7= UIBR AN BE 72 A T « F3-28 D S i e v B2 B 0D 7K GRRF L 2 A &
1T - 1= EREIR B O 2 =T,

[ 2]
[N AHRRER (ONO-4538-41735%)

FIFFHH L ALA R LFE R R LK E O PRSI AIS AR O )
BRAREZ2EST - PR OEMEHgfE R i B (ECOG Performance Status 0 &2 OV 1) 34 il %
KIGT  AH 240 mg % 2 FAF B TR Y Uiz, EEFHEEE Th 2 203 (Modified
RECIST criteria (2004){Z34-3 < FalE12 5 CR UL PR) 13 29.4% (95%(5 #EIX [ :
16.8~46.2) Tholz, ¥, FANIHE LIBEEIX5.0%TH -7,

[Ze21E]
[EINZE I AHAER  (ONO-4538-415457%)
HEFELRIT32/34%] (94.1%) 1T O B, AKlE OREBENEE TERVEEER
1323/3441 (67.6%) (ZF8& BTz, FEEDPEWLL EOREHIZTERO LB THoT-,

K1 FEHEEHPS%WLUEORIER (ZEtMTREH)

HE REIRE
Grade 4 Grade Grade 3-4 Grade 5
RIE R H FEBL FEBIE FEHL FEBIE FEBL B
(MedDRA (2 X % SOC-PT 43H) FHE (%) FHE (%) T8 (%)
SREIK 34 34 34
aan/A
FOR AR REAR TR 2 (5.9) 0 (0.0) 0 (0.0)
Bl
T 4 (11.8) 2 (5.9) 0
A% 3 (8.8) 1 2.9) 0
BITIN 2 (5.9) 0 0
I - 2 (5.9) 0 0
— ik - R EEBL OG- ERAL DR EE
sy 3 (8.8) 0 0
997 2 (5.9) 0 0
FE N 2 (5.9) 0 0
B AR AR AT
U —PHIN 4 (11.8) 2 (5.9) 0
TIT—EHIN 3 (8.8) 1 (2.9) 0
UL SERER 2 (5.9) 0 0
Rt B L O S®FEE
AARIBER 2 (5.9) 1 2.9) 0
A R L ONS B ALk e
RAER 3 (8.8) 0 0
ia[ PSENON AN ik
% 4 (11.8) 0 0
BEIR B2 2 (5.9) 0 0

ERH SIS SN - AEFLL L. MedDRA ver 20.0) 2 W THAEZ 7=,

Grade % CTCAE (Common Terminology Criteria for Adverse Events) v4 Z|ZH# T %,




RS, MRREE 2 (1] (5.9%) | IFHEREREE 1 61 (2.9%) | FUIRIRFSARERTE 4 (5] (11.8%) |
PR 2 5] (5.9%) . RABZE - HEEO THI 2 5] (5.9%) . 1 BUHEFRI 1 61 (2.9%)
WO BN, FT-, BHERERE, EEOR GRS, TRAHEIERE, BIRHEEERE,
RS EIEMEESNE, IMZ% - BEEZS. infusionreaction, S & 9 A, Dbk, hsk. #4
MRRRMARAE/ X A /X F— S i MR SR BT . T2, BRlRImAR ZERRIE K OV AL
PEIRE R ITFRD DI e o 7o, REWERRBBUR DI EES: (BRRMRAER T 25 T)
ZEUEFERERT,



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AHI D EFE M2 MR BIE B~ i 1 A
N HHER TH > T, AR OEENEE) 72 BE Z2W - FrE L, AFOFGICL D BHE
7REWER Z 3B LT BRICXIS T 5 2 & BB R 7o D LU DO~@D 3T Al 72 i
RIZBWTHEFT 2 ETH D,

O MEFRITHOWT

D1 Fio (1) ~ (5) OWTNITEY T Dk THDHI L,

(1) EATHRENIEET 203 A Fa ISR (BENT RS A2 R HE LS IR L |
HIE S AR B EEHL R T . HUBS AURIREIRPE 7R &) (CERK 30 4F 4 A 1 HIREAL £ 437
%)

(2) HrEHERERPT CERL 29 42 6 H 1 RS « 85 figk

(3) FENFRANFNFEET 203 VB FEEFRET (D5 AR EEER BT, 23 A2
W EBE, 3 AR EEHERE T e &)

(4) ARALFHIEEZHE L, %;E{I:#ﬁ“/ﬁmﬁlx:t%mh#éﬁﬁm 2 Dt % E
AR DR 21T > T Dfiag (A28 457 H 1 AR« 2540 fitigk

(5) #ﬁrﬂéﬁﬁl@ﬁﬁﬁm%@ﬁm RILEITR D M AT > TV Dtk Pk 28 4F 7
A1 BEER 1290 gk

O-2 MR B 2l b2k K OYRIE S BARE D et I 2+ 57 72 ik & B8R & K5
ER (FEOWT YT DER) 2. Y% B OAARN T 2 IREOETEE &
LTRBEINTWDZ &,

7

o IRANGRFFEUSER 2 EOMBITHE Z & T L721&IC 5 L EO R AIRROBRRIHE 2
ToTWH T &, 9B 2L, BATEMIRIELE & LIERRIES - OMHE %
TlheoTnd I &,

o [EEMEFFEUSE 2 FOUMMHEZ KK T L72&IC 4 FFLL ELOREREZ A L T D
Z ol OB, 3AELL T, EMERRE A R E O A A SRR A G T e R B T D R
HHEZIT->TCWAHZ &,

© BENOEEMEREBEDOAHIZONT

AL F WA BT T 2 EE DAL E S v, SR OFRE A, A - &«
IR OB P ORISR 5 iRt A FFRNELE LB E OWE
. FRESNITT DN D IEHINE > TN D Z &,




@ BIEA~ORIEIZDOWNT
@-1 R B 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
EEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, EBICHIEATRER KR - T D 2 &,

@2 ERWFEIC L 5FEESINICET 22 N

ARSI 5 BEFTR 72 50 M O\ RE 2 A 2 BIRIERE D ElfEl =2 ) v 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
HEO TR, 1 BBERAE, ITHEERE S, AU E . RtiasE, BEE (BAre
PRAIE VE MR % 2 5 de) . R, W, SO KRS, FHIRMA2IEFIE, infusion
reaction, S ME M/ MRV PEEREENR (ITP) | W8 O 9% KOG, IR EME, OlFEE (O
EARE) « IRAR - DEMEISMUES) . Mg M) (X U<, YakhEax X I3ir e
FEBI D BEFAMEZ A3 2 R & B U (RITEA O Wroxtic o Bl U CTHRE R SR &5 T
DNAFEICH D Z L), EHICHEY)RLEN TE HEGFINESTNEZ L,



5. B#EXRL R HBE
(B 2hiEIc B d % F1E]
O TROBEIZBWTARORER RSN TND,
o ALTFRIERED & D UIRARREMEST - S O Mg s b f fE R

@ TREICEZMS T 2 BE KT 2 AFN OB G K OMEHFIEIZSW TR, REAIOF M
DHELENTEL T, AFOBERG L2 HR0,
o —IBRAEZIT TV RWEE
o fLOHUEEMEEEA L OFH L Tk SN D BE

[“Zz 4kl B3 % FH]

O TRIZEYTIIEFICOVTIAKOE G NG L INTNWDLZ b, &5 51T
Dipnz b,
o KFIDRATI K LIBUE OB ERED & % B

@ REATOFHMIC BT FRRICEZ S T 2B IO TL, AFI OB EITHERR S vz

DS, AMOTEPRRPTUE D R WIGEITRY | HEICAFRZETNT 52 L 2B TE D,

o MEMMEEOAI IO H 5 BE

o JRoE I R AR A CRRVE R 2 58 6D D B K ONE BN 0 JUH T i 2 <0l Yt il 2%
LEOICRIEMEA DD EE

o HORERBOED, UHEMERZE L < IEZFERMEO B i i B OB TR D
o 5B

o g A GEMmEtMaBREZ ETe) Db 5 BE

*  ECOG Performance Status 3-4"* 0 3%

(ED  ECOG @ Performance Status (PS)

Score EF

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

PIRENZIE LWEENIHIR S 1525, BTHIRE T, BAFREH > TOERIITO 2N TE D,

Ul moss, wsee

BATARETCTH A DOHDOEY O Z 13T R THEEEAEEIZTE R, HHRD 50%LL i3~y RaTila s

2| 5

3 ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

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

8




6. BEZELTHEETREFIH

O IRASCEF TN Z, BEEIRGEES D IRAET 2 ERME T D & AR O FeE & OV E 4
RO 7= DI B w2 o B LT bR« 2 L,

@ JRWBALAICIENL D B ULE OFIEICH MR a2 oA L, FE 215
ThoEETHZ L,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD Z ENRH DD T, KFOEKGIZH T2 > Tk, EKIE
AR (PR RIS, Bk, FEEVE) OMEFE R OSSR X f A O %, Bl a 145
AT 2k, Fio, BEIR U THES CT, MiF~— —%DiE %z £ 2
Z &,

AFN DO EILEE D infusion reaction |2z TEEARFIZ 72 %D TE 5 UE
H&AT > 72 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
WHHONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z A
YEWET 5%, BEOWREBE+H2ICBIET 52 L, 708, infusionreaction &
FEHL LI A I2IE, AT ORI K QYRR ERICIEE S 5 £ TRE L 0Bl
T5Z &,

FURIREREREE 23 oD Z L3 d 5 DT, RAIOF 5B ha T & O 5-H1 1
T EIIRI R BB RE R A (TSH., 028 T3, ibEfE T4 SFORE) 2 FhET 5
Zé&,

AHNOFEEIZ LY | WEORIEFINTERRE T 5 L& 2 BN DER 2 R REHIE
DHLOLNDZENHD, BRENRBOOLNTGAEITIL, BELLEFRIIS L
B R 72 ek & RRBR 2 Rp O Al & i U Cli bl e BRI W 21TV IR o
FOSIT X 2 BWERI AN g0 23551018, AFIDORFES T I K OEIE RE R
WEVRIORGEEZZET DL, ek, BIBEERLEOREIZEYAIE
MOUEEDTRD HNRWGEITIE, BT B E A /VE - LIS OS2 1l oo 1B n
HEET D,

BeEA&T %, BOEM N OE I ARGE L T O RIERBR BT 2 2 035570,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUBE RSP (BE | AUBEIR 2 5 de) b bbi, BERWES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEORER O FEBLC B ED E57- 12+
SEETAZ &, 1 BRI SE TR GE2HIEL, 4R 8
I OF 5 E DY L EZITH Z &,

@ AHOFRABRIZINT, 3EHEREGEZE (6T L) ICHRMEDORAM 21T > TV
L EZEIC, AAFRGITIEHRICEEGRE TROMREITO T &,



