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1. iZtic

EES DO - ZRMORR O HITIL. T LB CE SV EEREHNRD
BB, EHIC, EEOREEIROESIC LD, FUKERR 2 ¥ OBEEI 2R
FEESREABINZPT, INOOEER P EICHLERBEITRET S 2 L AERD
BEL o TH D EEMBOEY L SO EASE 2016 (FRE 28456 A 2 B ERE)
IRV TH, BFMERREOFERAORBIMEEZRDSZ L L EhTWD

%ﬁ@ﬁ%ﬁ:%mm:%ﬁwm%ﬁéﬁ7u774»m&r@:%ma%Bmuﬁ
RBIENRDHD, TOD. AIEROLLMICET 3RS +SERT 5 E TOR,
 MHERBOBELHMSTAILAPRFINIBFICHLCERTS L L biT, BHE
FABRBR LB LERREE & 52 & RARER— ED%#&%K?E%%%TE%
TBHILREETHS,

Lo T, KHA FFA VT, %%&%@ IWETI ﬁanrwaﬁiﬁém-
BIEMRMICESE, UTOEERORBEREREHET 2BAPONEREMR, £2
FRUOEEEEL T,

B, AAA R T A b, MSATEE A ER R ERSSR A, ANHEEABA
A S e %-ﬂ%&E&AE$%ﬁWﬂEK&U~$&@&AE$Mﬁﬁﬂ 20t
FDb LERR LTz, :

KR LIz DERM AT VR ARFHIE 20 mg, A7 P — R RIREHE 100 mg (—R4A -
=Rn<7 (BEFHEBRZ)) : .
MR ERIPETIDR - RIGEIRTRESUIEB M 0 B HIRRE :
RHBLRIMERVAR  BE. RAQZ=Rr~T (EEFHERZ) LT, 1 B 3mgkg
| | (B %2 BRBRCTAREET 5, |
B R ¥ E PHFRLIERKSH




2. AAORE. EFBF _

A7V —RERFE 20mg/100 mg (—f4% : =R ~<7 (BEEFHEBEZ), UT (K
F Evd,) ik MBERTERRNSHEAF Ly 724 BTV RV w4 F—
X A7 A7 (BMS) ) BBZE L7t b PD-1 (Programmed cell death-1) (%33 & b
B 1gG4 £ /) 7 u—FARETH B,

PD-1 1%, fEHE(E L2 38R (THIRE, BAIIBE O F2 5 0% 7 —T #ilg) ROVE
BERAIMLICHEBLT D CD28 7 7 X VU — (T MR OTEME(L 2 HBIRICIE L AICHIET 55
F#) WBTAZAGTHD, PD-1 FHRFRRFMIICHEET 2 PD-1 Y F> F (PD-LI
CRUPD-L2) &AL, U U SBRICHIBIE S AR EE L TY v BROEM(LRAES
RICHF LT3, PD-1 U H Y FRHUFER MR E b Ofke RIBEARICRA
LTy, EREAEREH LR LEESREICIITS PD-L] ORRLIFGOLR
iR & OFICADHBERGREH S Z L BME S TS (Cancer 2010; 116: 1757-66)
E e, BERAEBE CIIABRE T MEBELT 5 v ¥ —T=r < (FNy)
2L o T PD-Ll OHEEBFHEIN, BB LEEHEBIZIT S PD-L1 OFRHLFHRDO
AFHB L OBMICECHBBEERH S L 0L L H S (Sci Transl Med 2012: 28:
127ra37), S HIZ, PD-L1 ZMBAIFE I -8 AMMRIT. FIRERM CDS Bt T Mg
OB ETE M Z I X E 503, Hi PD-L1 HilETPD-1 & PD-L1 & DHEASZRET S &
ZOHREEEERBETAIZENTRENTVWS . B0 &5 PD-1/PD-1 Y Hv FEE
B id, MAMBIATURASRAYA T KA D OB 2 Fld AFE0—oL LTELD
RT3, | | : |

AFL, RERBROFK RN S PD-1 OMESEE (PD-1 Y ¥ FREAHEK ITEA L.
PD-1 & PD-1 Y W KL OREAZAET S Z L2 kY BATURSRMR T MIROEE
LR ARIIC KT 3 MG EE I S IR T 5 & L TR RREER 2R Z
EBERINTWS, , ;

ZNHDMRL AFITESEEIC T AH - REERICR VB b0 LB EN,
BMIERAE E IR L U RS i L, A, KM R UOERMESER S,

RO EFABFEICES GBEDRERISIC L 2BIERENRSH &b, BEX LTI
ELTREMRD D, FADREPRCREBRITIT, BEOBEE TV, RENE
B BAIBH AL, R LI FRITR U BPIR AR & B 2 1 O EAT L L Ol
IRERBE 21TV BEDORERISIC L 5EWERSEDN 2B, BIBRERL
E LR OB EEDENRNBEIT O LERD B,
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(F2htk] - o ‘
BRREAE LS L L-ERLEFRBIMHERR (ONO-4538-03/CA209025 FRER)
mFFARERA 2 ETHREHERA (TXF=T7, A=F=F, V7 7x=7,
RS NR=TE) 2 ETLRRER LA T A ETH IS 0¥ AT e AE
821 Bl (AAANRE 63 Bl Eie, AKIBE 410 fil, =~V 5HREE 411 §) 2;@%;; =
R Y ARERBE UTHAIS mykg % 2 BRFR CRBFE L L EOFIERVUERE -
PR Uiz, ZEFMEEA CHI224EFHH (PRIE [95%EEXM] ) 1%, FABET
25.00 [21.75~NE'] #A, =~u Y ARBET 19.55 [17.64~23.06] WA THY, AHIZ
=_u Y ARZH UREHERICA B RIER Z7R L (ONF— FE 0.73 [98.52% 5 KM :
0.57~0.93] . p=0.0018 B3 log-rank #7E] ) & :
1.0 &
0.9
0.8
0.7

= 0.6
17 0.5

$O.4-
0.3+
0.2
0.1
0.0 .
Lt S B A e L S B S A NNt (LA B B B SN |
0 3 6 9 12 15 18 21 24 27 30 33
at risk¥ iﬁﬁﬂ?ﬁﬁl (ﬁ )

A#IEE 410 389 350 337 305 275 213 139 73 29 3 0
TAOYLZEE 411 366 324 287 265 241 187 115 61 20 2 0

0S DY EFEYTRED Kaplan-Meier BifR

—A— FHIEF
O INOLZEE




Hre. ARAEOEE 63 61 (KRFRE37 Bl =<0 ) ARH 26 ) OLEFHH (P
RAE [95%MEMXR] ) i3, AHIBET 2737 [23.62~NE'] B A, =~ ) AR T NE'
[NE'~NE'] #A Chole (NF— R 1.50 [95%EMERM : 049~4.54] )
* TR : | _
1.0 % — _
0.9+
0.8+
0.7
i 0.6- | __
Fosd Do INOYLREE
o4l
0.3+
0.2+
0.1
0 3 6 9 12 156 18 21 24 27 30
at risk3 E7FHRE (A)
XHIB 37 37 36 35 35 34 24 16 8 4 O
INOULAEE 26 26 24 24 24 24 20 15 9 3 0

AARALERIZBIT 3 08 @*ﬁﬁ%ﬁ@ Kaplan-Meier Bh#
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[Z2t]
AR RE A xR b L ERSSERS MRS (ONO-4538- 03/CA20902558%)
AEFRITAIERE 397/406 B (97.8%) . =~ Y AREE 386/397 Bl (97.2%) IZRD
b, IBRE L DRRBEVBEE TERWVEEFRIIAEKR 319/406 E Gw.mé . T
~ Y ARFE349/397 B (87.9%) IZRBD LT, S%ﬁséﬁd&% S 5% EDE
ERIETERDEEBY Tholz,

WFhP OB CREERN 5% LOBWER

— , , B (%) :
WWWMMW&&M i AR . =_o Y AR
L 406 % 397 #)
(MedDRA/J ver.18.0) 2 Grade Grade 34 Grade5 - £ Grade Grade 3-4 Grade 5.
2EIER - 319(78.6)  76(18.7) . 0 349(87.9)  145(36.5) 2(0.5)

ER 24 (5.9) 1(0.2) 0 21(5.3) 0. 0
THI " 50(12.3) 5(1.2) 0 84(21.2) 5(1.3) 0
i 57(14.0) 1(02) 0 66 (16.6) 3008 0
Oom% 8(2.0) 0 0 117(95) . 17(43) 0

0 36(9.1) 0

mam  s4a) 1(02)

0 33 e 3) 7(1.8) 0

% : 134 (33.0) 10 (2.5) 0 134 (33.8) 11(2.8) 0
HEORE _ 1127 0 0 75(18.9) 12 (3.0) 0
FRAETERZRE 17(4.2) 0 0 56 (14.1) 2(0.5) 0
0 0

nv I VAT u—/LEM 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0
Wy V7 F=8m 27(6.7) 1(0.2) 0 . 33(8.3) 0 0
Sl I\Saﬂ 2(0.5) 0 0 29(7.3) 0 i}
i 9(2.2) 5(1.2) 0 46 (11.6) 15 (3.8) -0
ErY \u Y FlfE , 5(1.2) 0 0 64(16.1) - 20(5.0) 0
0 82(20.7) 0

14 (3.5)
5(1.3)

51(12.8)
19 (4.8)

e
24 (5.9)

36 (8.9) 77(19.4)

30(74) 51(12.8)
3(0.7) 41(10.3)
58 (14.6)

16 (3.9)

12 (3.0) 20(5.0) 0
;4 17 26/(6.4) 33(8.3) 0
FE . RERFAMRETRDERE . 4010 22(5.5) 0
% 5 FEAE 57 (14.0) 39(9.8) 0 0
R 41 (10.1) 79(19.9) 3(0.8) 0




¥, BVEHERER 19 51 (4.7%) | B2 161 (0.2%) . BESUHRAARAE 56 41 (13.8%) .
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IR BEHEITo TV AHER (ERR 2747 H 1 BRER : 2538 FERR)
(5) PEMEERLSEERMEORR LR BHEIT> QOB MR (B 27 £ 7
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STWBZ L, 55, 24N IR, BARYEFREY X & LEBRKEEZOWHERIT
STWAHIZ L,

& RhAe 3 ES 14 255@*)3@13?4%%%5‘7 L72 %I 4 L L OWREBR ZOBRKRIHE %
ToTRY., 55, 24EL X, BHEO N AEYMEEL S 0RABROBER
EE2IToTNBZ &,
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RBREORRPL BRIBE LN, EbICGiLAHiEoTWEZ b, '

@2 ERGETHI & AR RIS 5

BABECHED S EMORAME VY AT 5 ERESENBERT= SV L %
EDEEMORY ) — =0 FRTFOERE & FR% 6 TF 5 F— A ERKHSERE
TNTVB L, B, BEARICOVT, RABE L ZORRC KBRS T
Bk, -

@3 BIEROBECHISIZE LT S

BIfER (RIEMMRBICME, BEGEE, Lk, Bk, REHRRE. XB%.
BEO TR, | TR, TS, PRIRSIERE, aRE, BEE (BFe.
RAERENBRE A1), BIBNE, Mk, BEOREREE, %Wmﬁ%&rlmmm
reaction, Pt/ MR HEAERERS (ITP) BIEDARBRIS . RSN, DIREE (b
EAE - AR - LSRN . BIMRNLS) R LT, SRR ER
WEIO B R A 5 AT & i U BIEF OB ORHSIC B L C MR OB 221
BNBEMHIEHD T &), EbHICEIRAENSTE B RERE>TWB L,
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Karnofsky Performance Status 70%3<i 0 o fa%
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XS TELT, AFOREXRLRLRY, ‘
m%%$$%§®%%&6#4%ﬁ4/§ﬂ®ﬁ@%§ﬁ%ﬁféﬁﬁ

Wik MBI LRI,

D Kamofsky Performance Status (PS)

L DFIBREREER] (YA P A /iﬁﬂ% tr) L DBEA,
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T8
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Y. RRICHT 2BEORIBR., BEERAZL,
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BUWEBERERITZH D8, EXEEWE

EREOEBRRE, FLFENLERY,
' 80

D72 Y BRAERD 5 B 23, BH LCTIER OEB AR

HETHZ LI, BETERETETC. F 70

B BHOWFEITE 2, EXOES - 5B+ 52
IR AIRE

BLELALBARNZERIZLSLDTH B, 60

HOWBBRI LIITESHN, L& PENBIME

e RREONBELEL TS, <0

RREEZEB L BRSSO ERITANLE

40

BiId BYULRERBEIUEHENLE

FOBYVDZILEBHTTERY, BRHZW

30

2B ARBLEEBERS LEE > TR

FRROE#HLRASEOEBLLELT5, KA 20
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6. REWRLTHETREHH

O WAXEZITMZ. iLﬁm%%#%#Téﬁﬂ%_EO%ﬁﬁwﬁ&&Uﬁmﬁ
RODICLBERERE+HCER LTI OERATSZ L,

BB SE D, BE I ORKRICHIMER VRt z +o@ L. RE%E
TrbEETHI L,

ERBHERAO=RX YA MZDoNT

@

®

BEMEMRERD bbb Z LiH DD T, FRDOREITHI»>TiL, BKE
K O(PRREEE, wot, RRE) ORBRUIE X MREOCKES, BiRE+5
Kﬁﬁ:koit\M%EEDTM%(H‘m%v—ﬁ—%wﬁﬁ%%m?é

ek,

AR DO EIXIEE D infusion reaction k{kafgﬁﬁkﬁ‘ﬁtﬁﬂmﬂ)f% 5@
EB&E1To e ECBET Az L, %7.2EH lpll"‘@ﬁﬁuﬂ’—i-ﬂ#k infusion reaction
BHobNbdZLbHBDT, FRREPROCARBRERTRIINS ZVTA
VEAIET A%, BEOREBEHOICBE TS L, 2B, infusion reaction &
RELEHEIIL. 2TOMBERERSESICEET 5 TAEY HHBRE
+5z L, 5 |
FIRBSEEREER S bbb 5 2 LR H 20T, ARIOR 5B O E5HR
HILERIIC FRIREAE R (TSH, LElE T3, L8k T4 SOUE) 2Rl D
&,
Kﬁwﬁﬁﬂib\ﬁﬁwﬁﬁﬁmtﬁﬁfé&%ienéﬁkﬁﬁﬁ%ﬁ%
BhHbbNBZENb5D, BEXNBDOLNEHAIIZ. BRLEFRIIS L
EPE R L RRE O RN LB L CEEZERNZE 2TV, IREDRKE
R & 3 BHER S DI B BEITIE, AFIOAEEIFIE, ROBIERE S
NECRIOBRESRERTHI L, 2B, BIBRERNVEVOREIZXYBHE
RAOWENRD bRRWVBEAITIE, m%&ﬁfw%/u%@ﬁﬁmﬂﬁoLm
bEET B, .
BEKTH. SRR OB ARBLTALEWERBRETE I B3H A ®,
AR OBERTRICHBHERORBRIZFTHICEET 5,

| BIRERS (BUE 1 R Z &) b bbh. FERAES F TV F—v 2
CEBZLBHBHOT, DB, Bl IEHEOERORBELLIEED LRI+
SEBTHo L, | BERENEDNZSAICIERELPIEL, AR ) VB
FoBEE OB LRAEBEZITI Z &,

AR OBERRBRICIBV T, REHBE, D 1 ERIT 8 BRI L ICAMEOFHE % 1T -
TWZ & 2BEBIC, ARRSPIRIESNICERRE TRHROMEREZITI 2 &,
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1. iZUwic ‘ |
ERKOEMY - REMUOHMBRO DL, FACESICESVIBERERBRD
bha, &b, BEEORZEMOESRICL Y, BUAKERS R & O HTHR MR
FEESVPARBENLFT, 2h o OERRZEICHERBHEICRET 5 2 L SBRED
ﬁ%k&ofk@;&ﬁﬁﬁﬁak&i@EKﬁﬁamﬂ$ﬂnM¥&H25%%&%)
BWTH, BEFMERREOERORBILHEZRE 2L LS TVS, |
%ﬁﬁﬁ%%@%&m;%ﬁﬁ@%iéﬁ7m774wﬁ%ﬁoﬁﬁ&a%Bmmﬁ
RBZEDDHD, TOTD, AHERCREMIC BT B ERS BT 5 E TOR,
UERROBELR RIS L AEESNABFICH L CTEAT AL L bIT, BIfE
FBER LB BERRHIEE & 5 2 & SR — EOEM T ERMSE CEA
TR LREETHS,

L7 oT, AHA RTA 2 Tld, BREBEBRLINE T 1%6&11/\5!:*‘%‘%%%
FHEH R ESE | LT OERRORME 2R EHET 5B b UEREH, %x
FROBEFRETRT,

RE, BHA FFA 1%, MSITBIE N ERGEFSSROHEE, A%HMEABA
B RIEE S, —RHEEA B ABRABESR C—REFEA B AEEEOBH D
b EFER LT, | ‘

St L R BERS | AT — R AR IE 20 mg. AT O— R AR 100 mg (—B4
=R~ (BEEeFaEmz))
HELRIPEUINE : BRUIEBEOHTRIK DX ) V] E
HRLRDBERCHR  BE. BARKIZ=RV 7 BEaFE%L) L LT, 1 B 3mgke
(hE) % 2 BRI CARRFET 5. :
B R R ¥ E MFELTERSH




2. FAOWR, (ERISE

F 7P — R RREHE 20 mg/100 mg (—fR4A : =K< 7 (GRETFHEBRZ), BT, IF
) i, NEFEHTEGRREMLE AT Ly 723 BTV R M- v ¥ —X R7 A
7 (BMS) #) #B% L7t k PD-1 (Programmed cell death-1) Lﬂ#étbmlgm
E) 7 u—FAHKTHS, '

PD-1 1%, &ML LY 38k (T HERE. Bﬂ@&@f%n7w#7—Tﬂm)&Uﬂ
BERMIICRIT 5 CD28 7 7 X U — (T MMOBEML L MBI E L AICHET 24
FH#) BT 32EETH S, PD-1 IZHURETMIICRRT 5 PD-1 Y > F (PDL1
ROPD-L2) LA L. VU BRSNS 7 AR EELTY VS BROEM(LIRES
AT LTS, PD-1 U H Y FRARBTHILOMNC E b Ofx RIBIHARICRE
LTEY, BEREAESRE LR L AEBRGIZIIT5 PDLI ORRLIFEOLRF
IR & DRI AOHBBIRRH B Z L B3HE I TS (Cancer 2010; 116: 1757-66) .
I BMHEGESRE CIHAGRRE T MRSELET S/ Y —T7 = F < (IFNy)
Ik 5T PD-L1 ORERFTHE I, BB LEEEEZKICIIT 3 PD-L1 ORRLIFED
AFEME L OMICECHBEER DD LOBELH D (Sci Transl Med 2012: 28:
127ra37), & HIT, PD-L1 ZMMIFB S &7 R AMKRIT, FURKFRA CD8 B T Ml
DB ETEM % TS S 248, JLPD-L1 HifkTPD-1 & PD-L1 L OFEARBETS &
FOMBEERERBIETI I LARENTWAS . EDOZ & »5 PD-1/PD-1 U F ¥ R
,%izm%%ﬁﬁﬁﬁi%&TW@#B@&%%%@%?%&#@-o&LT%zB
hTwna

¢$Wi%ﬁﬁﬁ@ﬁ%mapnloﬂm%ﬁﬁ@Dl)ﬁ/bFAﬁﬁHw &L,
I@l&PDl)ﬁxb&@FA%METé LICX Y BRATRRRNR T HROEME
m&v#hmﬁkﬂféﬂmgiﬁﬁ%%%Té L CRENRREEDRE AT
LRI TV,

NG DMEN S, FRILBIERFIC X5 Fie RIERIKIC 2 D BB b0 LB S,
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