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FREESBERENLP T, 2N O OEELZHIC LB BHITRMT 5 2 L 2o
RREH & 7p o TR Y R M BUEE & SEORA S 2016 (L 284F 6 B 2 B EAZERE)
REWTH, EFMEESEOHERORBEILHMELY LI LENTLS,

RS ERS L, ERERRLES T 0 7 7 A BB EOERS PG T
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HUEELOEELMCRID I L0 SN2 RECH UTHERT A L & iz BUE
WIS LB BB Ind & 2 2 L AR~ E OB & R T ERMYE
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LIcio T BHA FIA4 - Tit, BBEELINE TIZE LN TV Eakeyy .
eI ESE | DT OERMOBE S EREZHET 28500 VBB, 22
FEOEERELRT,

B FHA BT A %, MSATEIE AR R E SR A, AR A
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—IRAEEEA B ARMRBRES OB 0L EER LU,

K8 LB < AT VR AR 20 mg, A7 VR ATRHTE 100 mg (A%
Ho =T (BETERZ))
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2. FEOHE., FREF

AT R 20 mg R OTRARETHE 100 mg (—B4 - =T (BETHE
M) LUF. TARAL 13, B TERRSHEE AF Ly s R T YR M-
e K A7 AT (BMS) #) 2PEF L7~k b PD-1 (Programmed cell death-1) (25
+TAE MHEIgGs € /S Fa—F AR TH S,

PD-1 B SR L7 U » o SER (THIRD, BAMAR U o 0% T —T i) RUE
BEFMIIRIC BT A CD28 77 1Y — (T R OTE M L A BRI IE & BNl B
TH) TERTASAEERTH S, PDISHRR TR RET 5 PD1 U7 R (PD-LI
KWPDW)&%%L\Uyﬁﬁmmﬂ%vf%w%ﬁébfuyﬂ%@ﬁ&mﬁ%%

IR LTV D, PD-1 U Ay R HURE R LAAMC &k R« T2 R 2 5
LT%@ %iwﬁﬁ$%ﬁ%wWLt@%m%;EH5E@il@%ﬁ&m”@%ﬁ
R - ORI AOEBEEE S BB 2 L BMESFLTVS  (Cancer 2010; 116: 1757-66)
F 7 M EAERE CIGREE T MEANEET DA A =7 2w A < (IFN-y)
I7 ke PD-LI OFHMATHE Sh, 58 LI EEH&IC TS PD-LT OB LR
AEAEERRE & OB EOMBIEERS H 5 & O L H D (Sci Transt Med 2012; 28: 127-37),
X 507, PD-L1 % $hiE 563 & 7= A A BRI, PURSEE CDS B T Al oo fERa
HEME R RS X578, 1 PD-L1 HUMCT PD-1 & PD-L1 2 DS EEET L L O
BRI REE T A T L AVRERTVD, 0205 PD-U/PD-1 U 4 Nk, &
NS FR SR T ML OWBES 2 BT 58T O—2& LTEILRTH
B

1%%1Kﬁﬁ@@ﬁﬁﬁ%PDl@M%%ﬁ@@Di}ﬁ/ RS- (THE L.
PD-1 & PD-1 U A FEOBEREMETA I LICLY., BATURKARNZ T MO
@m&mﬁwm%’ﬁ#é%%%%ﬁ%%%%?é:&fﬁﬁ%&ﬁ@%%%%%#
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Hbhi, KH L ORBEBENRTECE O ESS
132373410 (67.6%) iR Dz, BIMENRS%NLU LOFHEMIITED LB Thotr,

HE AFIEE
Grade 2 Grade Grade 3-4 Grade 5
BIERIER BE BHEE | BE REE | RE RE:
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i X a T PD-L1 OFEARE I, BB L BERARKICET D PD-L1 ORR LR
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Nivolumal 3 mo/kg (events ; 86/135), median and 95% Ci : 9.23 (7,33, 13.27}
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ES j 24 (63.6) 2 { 37 0 10.0)
SRS USSR B ] [ s O SR
%‘m 2 { 57
ﬁaﬁ&ﬁﬁﬁﬂ*ﬂh&ﬁ 2 { 57
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(8.6%) . FIBHEEEREE 1 B (2.9%) . BHRERE (RA¥ Fﬁ%‘i%%%) 1 (2.9%)
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BHRMEER T 2 50) 2B 0&ERERT,

bR
R I AR 55 5
TN 14 (0.8%)

(=

(B2 R HEIEENRE

AR,

S/

~ Grade

3 RBBHS%LLLEOBIER

% Grade

Grade 3-4

Grade 5

B feRiE B
(MedDRA [< X 7 80C:PT 4338}

% (%)

R (%)

T T

HH %)

B

76

76

76

=1t S

{842)

t6 {211

T w rﬁi

A U%?‘&i%
G
THI
L
oot
Rk

R EEMERLURERMOWE

k]
R
HER

(92}

{ 6.6)
{ 53)
{1035)
(53
( 53)

(11.8)
( 14.5)
(14.5)

e e

s

i { 1.3

0 {6.0).

SREYE T R e

e

R e I i B

RARE.
Vo AE R

SRR CEREREE T  h n eg =y B

MY AR EE

e P o B e
o«-g___xc.\o__-h-poo.:amm«.l_-}&b

{79

4 ( 53)

EETY N e
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FERELR 1 (14.3) 1 {( 1.3)
FoED I _ o 4 { 53) I { 13)

RS M TORRIE T s e s
REILAR R o 4 { 53) 2 { 26}

CH RO TS R ORI 6 ™ 3 TA B SRS O % R R
YR & ( 79 1 )
BB 11 (14.5)
YR BB 4 { 53)

B LEE SN EFERE L, MedDRA ver 1700 AV TERAE L,
Gradel LCTCAE {Common Terminalogy Criteria for Adverse Bvents)  v4 B RIEFRICOGRUIZ#EL B,

feds. BVEMEMEBAE (5.3%) . KIBLK - EEOTH (6.6%) . MEEfEE (X7
Voo L SEAEESE) 1015] (13.2%) | IFHSHEREE S (6.6%) | LR REREE 1061 (13.2%) .
EEHEEEREE 1M (1.3%) | BHEEREE (RAERMEMERE) 46 (5.3%) KUinfusion
reaction 3% (3.9%) ZSEEM LN, Fn. BEQEEREE (RUBHKBRIRERENE, SR
BT ORFRIES) | TSRS IRIBERS, R, EUEMEIE, Bt - Bk,
5B BEA ROV RITIRD h Ao o, AREARRRILISEEROREFR
(EHEBETERE LS 2 30EMERERT,

OUESVETHERER (CA209057 3XBR) (N Engl ] Med 2015; 373: 1627-39)
4 RHEBEH 5% EOBHER

Grade 2 Grade ‘Grade 3-4 Grade 5
BIfERIER - R wEE | RE BEE | KEH 0 RHE
(MedDRA 2 55 SOC-PT ) Eakd (%) T {%} HE (%)
SERHHR ' 287 287 287
£ ] 9% (693) | 3¢ (10.5) G (00)
TR L e M GO e
BRI RS IR TR 19 { 6.6}
CEMRCE L e e s BT (REgy il e
TH 22 (17 2 { 0.7
B 34 (11.8) 2 (07
iEat 15 ( 52
R HEE SO R ORIE L R B e
At ' 29 (1o 1 {03
H o _ 46 (160 | 3 { 1.0
RS E SRR e s [ T
AECER 30 (10.5) '
ﬁ%"ﬁ“‘?&?i&b{}\ﬁ %ﬁ{ﬂ;&ﬁ% e 3{)( 123k FooE [; ey L T
BETHR 16 ( 56)
TR RO AR L 60 SERmEY i R0
FHFEE . 24 { 84)
BE 27 ( 94 1 ( 0.3)

EHiLEESAEEEFRAIL MedDRAver 17 UER W TIRAB AT,
GradeldCTCAE {Common Terminelogy Criteria for Adverse Events) v4iZHEU &,

7eds. RVEMEMIZEE 10 61 (3.5%) . NIESK - BHEO TR 224 (7.7%) | #hEgRE (¥
5w S L—REERES) 26 B (9.1%) . BTREEEREE 15 B (5.2%) . HORIEREREE 27
B (0.4%) . EHEREREE (A RVEIER A5 761 (2.4%) | BN - BERRES 1 61 (0.3%)
T X infusion reaction 8 i (2.8%) M bz, £iz, EEOMEEE (EHERIRE
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B, STACH, MAAIES) | FERMIRET, BIBRERE. | BERN. 1A,
TR R0, 520 5 B R T A IR0 B Ta de o T, ASBIE SR BLM I 13 1 2
SLOBEES ERREERELED) »EUEIHERERT,
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[ HE]
AHOFHEF S B REE T A AR Ln Y T a b—ve VIZE Y KA S mekg (R
) WL 240 me % 2 ERIRIETRS L BoARA O Mg T REARI S, L0/
B AF 240 mg A G LB OWE R, A 3 mykg ERG LIZEROBER & R
LTEi e AT e FRESAZ OO0, ARABHFICBVWTEEELAHEINLTVSH
W - B (10mgke % 2 EMBTRY) TRAZES L BROBER & KR LU TEER
L L TRENT (F) . M T 8RO ET 27 — 210 AA 3mpke
() X% 240 mg % 2 BRI CRE LEBROAROREE L B IEeMn L
ORI A A 2 RS T F AR SN, SEEEII OV TRET bRICRR,

Lo - BEOBTEIMR ORI ER T2V LTS
#5 AROEYEE ST A—F

PR ‘. 5 Civax Cmindm. Cavng Crax.ss Chrainss Cavg.ss
Ak - AR {pg/mL} {ug/mk.) {pg/ml.) {pg/mL) {pg/mL) {pg/mL)
3 '/k QIW 51.6 16.6 243 113 62.1 776
2 MERe (35.2.708) | (107,245 | (17.1,33.9) | (75.0.171) | 27.1.107) | (42.1,127)

72,7 233 a4, 159 87.8 109
240 mg Q2W (51.1,103) | (152,34.6) | {25.1,47.8) | (102,254 (415, 138) | (62.1,187)

' . 191 61.3 9.8 398 217 278

Wogkg QZW 1 (147 219) | (512,792 | (7190, 114) | (331,532) | (184,313) | (237.386)

TR (390 959 . Q2W : ZUATEIIEING . Crous ¢ FIENZ 512 RS IIF THRE, Ciae : PIEHR %14
ERE] B Z}fﬁiﬁ&ﬁﬂ%ﬁpﬁﬁf\ Cavpdia : @]@&}?‘ﬁt&i‘l HH i(@qij-{‘jﬁﬂ.%rpﬁg» Craaxss © ﬁﬁ?#ﬁﬁi:iﬁ
FARERIEDEE, Cons | ERIEIZE T 2 EBMAAPEE, Cops: ERRERIT T A £ Mg
by
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4. BERIZOWVWT
GRS & L CHEAREENE (2FFFE) AL TWAZ LD, BUTE4
%Mf%omﬂfﬁéz%m%FL%@JT EFN O GASE ) 12 BB 2 0 - 45
ﬁt\$ﬁ®& KR EERBERZRIR L BICRIET 5 2 L sl -, LUF
DO~@OFT R TEB TR TERTARETHS,

D EHRITHONT

@1 TR (1) ~ ) OWFRhCEN TR Ths D b,

(1) BAFBREIFEET XA BFEENURRS (BERTRA ARSI S ms.
it A3 A BB RIS HL SRR . HUR S A BB RRRRE 2 &) CERU 3044 A 1 BES A £ 437
Hi g%

(2) Fretiesb: CP29F 6 A 1 BREEA ;85 Mgl ' :

(3) EERRGEIEET IR ABFEIERE (D AREEEIS RN, MNA DI EE
BAEET, B AR &)

(4) FRACFIRIEE 23008 U, SR SERIEINEL | s i b s 2 oo e Jluts
IR DAE AT > TWBHES (ERL284F 7 B 1 BERA © 2540 REE)

(5) PUBEMEREBAIL S & AME OB EECELRBHE T T A (T 28 4 7
H 1 HBERE 1290 Rigk)

-2 Rl O SR R R ER BB O s+ 2 55 & BRR A B OEM (TR0
WTRINIEES T DR B, MEBEHOAFICETABEOEEE L LTRESH
TWhH I &,

£

. rﬁﬁﬁﬁﬁ‘ﬂ; B 2 ﬁm%ﬂﬁﬁﬂ{k’aﬁ’f& TLR%ID S irt% LD IR AR OB RS %
ToTndZ &, 96, 24U R, PAEYRELYF L LEBEREEZOTESL
ToTnAZ L,

. ENHERIFEIE 2 EOVITHE LT LI 21 4 ELLE OB A S LT
Sl 5. 3UELLEE. MO N A SRR 5 G MR 0O BRI 545
ThB L,

@ BHOERREFREEOHHIZ T

SR R S WEE SR S h . SRR D OBMED . HOE - 2
SR O F IR ORI 5 5 IR, HESGRRA LA 0Ry
T, BN TN A BB STINE D,

12




@ BHER~ORIZHONT

®@-1 MRz 2B
%Eﬁﬁﬁﬁ%wﬁ%tﬁmmﬁ%ﬁbm%;24%%%&¢%®T\%&ﬁ%l

I EHEIER T 5V T R L7 BMERNIC S U T AR ELR OF CT S O/HER OImBT L

B A A OFE RS Y A B b, EHICHIR AR RERINE TS D e,

@2 ERREEER L AEFESNNICETIES

AR HE D 3 BN AR U R A T S EREFE SRIERE= 2 U 7
RSB EROR Y ) == P ETOERE & BB ELE TE D F— LEBREHE
BENTWA DL, Ak, BiEEHIcoWT, BABRHE EZ0FRIC Tz EAMmsn T
WAHI &,

®@-3 BIteROBEH-SRICBELT

EIVER (BRI, BUEREIE, DEFA. M5, BREIRBRE, KIBZR.
O AL | FUBEERA. FFHEEREE . HURIMRREREE | ARENEE . BRE (BRE -
RS A ST . IR g, EE O R REREE . B IREARERSE, infusion
reaction. LB HE I/ ME R IELERER (ITP) | BE O RIEEIE, MR IREFME, LREE (O
B4 - A - DM ) . ERME @) TR LT, MR U ER
HSBE o> BRI B A A EEAT LB U (RIVER O BW-exhc B L CIRE R USSR Z 2
LRAREILES L) BELIETIRMENTELERAE->TWDHIE,
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5. REXNGL2DHBE

{%

@

EPEIZEET A FEIE)
TRIEEUTIEFC OV TIARIORERER L SILTHD 2 b, #5457
biginz b,

o KAORESIIR VIREUECEEREO b A BE

TRRAT ORI BT PRI YT 2 BBV, AR 5132 S hoe

i, HOBERIBS 2 WA IRy, HECARAEATA L EE TR D,

+ FEWHRBOSHXEEEOCSH L EH

o MR EE AR A TRIE R A0 B BE R UTE B O HUR MRS <0 BRI il 2
EOMICRIEMELB B LN 5 BH

+ BERERBOEMH, RN L IR0 O RasEE RO AR
HLEBE

o BEBBER GELRMREBHEEE ST 0hDBRE

*  ECOG Performance Status 3-4""V > 3

[f2hitkic B4 % %]

®©

FRROBHFIZBNTAMOFI RIS ATV B,

© UIFTRAE SRR E AT AR TB B/ IV SULIERR O
YRR E

s TIFFEAIZ SO LERERE S E T AR ELNB B/ IV R E ROk
R L

2B, BT LB TEGFREA T4 B UTALKMABIE F B SEF T3V T,

FHlE UTEGFRF 11 &% ¥ o — P EA UIALKF o F o 0 FF— PR D

BREA T A BH,

L ECOG @ Performance Status (PS)

Score  WE

0 | B<MEREBCED, BANLALBEEENGIEARLTRD,

\ PHERYIZE L WEENIAIR S h 505, HMTRE T, BFERE - CORERTT S LA T& 5,
7l BFE, EEEE . )

5 BT CADOHFOEY O LIET S THRER B ERITTE Yy, HEBO $0%E FiX<w Rl
i

3 RONTESOEREDOI & L TEiy, Bo50% L2y Kkl o,

4 &Ly, BROOSOEYO I 22 TERY, BRIy AR T TR o,
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@ FRICHYST HAFICRT S AROB G ROEHFECOW TR, RROFHE

BHSLENTELT, RAORERR LR,
o ALSEERERIBR O BE

. T REBhERE

o fEOPEMAEEL AL TR INDEH

R E i 4 FI 4 2 (BAMBESE (28T, ECOG Performance Status 0~ 1

@0 75 2Ll . Xid ECOG Performance Status 2 1 @B TRE, 5 3 #HUAE
B (P o %eL%) oRARERHEIEINTRY, 77 F FHAIOM AT
B bR SR AWy =205 5, ZOEA, 77 FFRAOITEES 2L
3 AREIEAEA TOREREE T ARECRV TR, FAOREEEETSE
B

@Dxﬁﬁﬁﬂﬁmﬁﬁﬁm%wf‘ﬁﬁt&ﬁ&@#ﬁﬁt&ﬁww?hm%ﬁmb

W K& S LRHOH L CEEE SRR S RTINS, L. SERELEED

BT, PD-LIRISRIT L 0 HEMEOMER A RS 2 EATRENDERITED

TWA D Enh . REE FEEOBFIZHB O THPD-LIRBRE LML L L TA

oS EOHEE TS EREELY,

+  PD.-L1 BEE 1%RIETH A 2 & B SN IR T LRGRBA BT,
BRI RSt AS0RFDAOREREEROR S EBET 5, TP

o NAToY X (BETHELZ) 0oL = BT (fRES PD-L1THC
2thM@xFﬁnj)m;@mnj%ﬁﬁ%%%bt%ﬁﬁi&ﬁwﬁﬁ
Cdh T, AROBEE  (JRF4 : PD-L1IHC28-8 pharmDx [#'=2) ) 124D
RS ST, U FO XS 2 BB ICAFOREDOAHT Z MR TE

P

c

SCERE)
Andreas H Scheell et al. : Mod Pathol. 2016; 29: 1165-72
Fred R. Hirsch et al. : J Thorac, Oncol. 2016; 10.1016/}.jtho.2016.11.2228
Marianne J. Ratcliffe et al. : Poster presented at the American Association for Cancer
Research (AACR) Annual Meeting 2016; New Orleans, LA, USA; April 16-20,
2016

GED e U A0 REMIESEH ORIV T, BE, MERSICHYT D I Lol R LS 2
ABHEMOREOBENAL A, EZEF LREY & Wl S nabd GIREER) Lo TRZORD

TEAz e,
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6. BRECBLTHET~&FE

®

@

®

I SCESIT N A BEITREEE DMR AT 5 BB I S & ARF o0 5 M USE RS

MO BB ERE T DICER L ThbERT A2 8,

TEIRBERIZ N b BB I OFRICE DR OB E +SmB L. BE45

ThLRETHI L,

FEmF LIS IV T, PD-LI BIBR G HERR L7 L OB O 3% 5778 2 - %

ZEBEELWA, PD-LI BIEBHRTELVERILIE. AROFEROEE % E

TNl L7z o5 &,

ERBUERA O~ 3P4 MzonT

c WEHEMRBERHLDONDIZENHHOT, FFOBREICH - T, BBEE
WOCFIRMEE, ok, RS OBRR UL X 8MEOERS, B4
AT 2k, Fo, SHEIRUTHE CT, Mig~v—H —S0REs>EET2
e,

* AAOFEIIEED infusion reaction (22 THEERIZ TS do Tt A1
WaiTof LCMiE+2 2 b, /2.2 E B BB OARIE 5812 infusion reaction
MHLDLNLDZLEbHhDOT, RS DR UOARAIREHE TR AL 24 1
EWMES L%, BEORESL HOICBIET A2 L, 4233, infusionreaction %
BWL G800, E@TOMBERUERSTE2ICBET 2 $ caH 4088
THIE,

o FRBSEEENRH O DN Z LB D0 T, RE ORI & U 5.8
PULEHAR I PR AR A (TSH. H88E T3, B8k T4 S 0RE) 2%l 5
e,

o AFOBLGIZIY OBEORERINICERT S L2 G AL 2Bk
BHbbhbZIERHD, BENROONEEEIZR, RELESRIS0E
PR 7 R & AR A RSO (R & LTI R AT B s
RIS X SRUER R SEDN 2B 81013, ARIOKRE i, RURIB ALY &
NECRIDTREEZEET LI, 2B, BIBHERALT OS2 v EHE
HOYERRD LNRWEAITIE, BIBERE ST YA o i iibH omm
LEETD,

o BREETH BCEM» OB O ABL COHLEBERMRERT L - L b 5o,
AR OB TR HRERORBBIZ+2ICEET 5,

o PAMERIE (BUE 1 BHERF L ST B Lbih, BREts TV RF—v R
NELIERHLOT, O, BL, BESOmROBRCEEO FRi0+
SEETDHZ &, 1 BERBARLPN ISR ERIEL, A2y
RO EOEYRABETH 2 &,

AROBKERICBWT, S50 0 08B, LML, BEMEHL 14

I3 R ERT ZLICHEHEOFMEIT o T2 L 2B FID, AR LT

EMRCEERE COROMIEEITY 2 L&,
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o EIEE, R LR L D RIER 0B E R

< R A AR L e D BRE >
EBLEHDROL L BEE
BIHEEEHL TV LBH

IR LRIYE ORI D BE
AR OMEREOL D BE
EROURER L TV A TR O H D BE

< FEFFEAVEERE L 2D EE>
BREIIRI OB 5 B

EVEHE R O ATRE D B S5 B
HEEOCH LHBE

BEEOH L EE

SEOHLEE

RS D ARENE O B D BEFE

< R % LD ERABIER >
BB

aw PR TF T4 TFEF Y-
s, BERA. PR
BB
REEAR %, AR

LFA

FEFE M U PR B RE RS (DIC)
eI, WAL, AR, Kk
PRI

IR (R A (R

AL

(£ 2) Bk

H REFEIEIFE R RE (Stevens - Johnson FEREE) . HEMER LB (Lyell SEIRED) . ZTALH

Ly R —F | Wk, L - i
DEFHEEE, BRI

B

ARIRA T FHSSIERSE (SIADH)

WA D NS ORISR, R, MR, IDROBLIEE O RIEEDIEE . Radiation

Recall $182
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XEERHEET A KT A
=ARNL=7 (BiaFHE#®Z)
(B5e4 - A7 U— R REHE 20 mg, 27 U— R AR 100 mg)
~EEEEE~

TR 2 9F 2 H (FRE 3 048 AHKET)
BREFBE
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AF ORI, TERBF
e PR AR
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B LRz
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1. IL¥iC

B OENE - B ORRO T DI, A ES T SR E A Ak
Lbha, &5z, JEFEORY &W@L$ LY FURERS R E OB HrR e
WESR P AR ENDHF T, 2h bOERMZ BICVER BRI 5 2 L RED
BRE & 2o TR Y GRFMEIEE & O 2016 CER 2846 B 2 B EZHEE)
WEWTL, EFMERELEOEHORELHELRE L &SR TWAE

HrEl e R E R R, AR ﬁi?m?y%wmﬁTWEKm&%Qﬁ R
LI ERBD, oD, AR UESMICET S SR SEET A E To/.
HREREOBE LRI D LB SNIBFICH L TERT A & 2 bz, Bl
RIARB LB B MR % & 5 2 & S H el — B OB % 7= 3 E R T m
THZERFEETHA,

LIERoT, RUA NZA4 TR, BBBES IR E T LTV A ESHy .
BERRMICESX | UTOERRORE R ERZHET 285 L WERE 2
TFERCEBEIHE T,

RIS RHA BT A i, JRITITBUE AR S E R A A EIE A B A
AR, —BAtEA B ARENEES R CARLEREA B RS 2200h
Db &R LT,

B & MR DS AT YA AR 20 mg, A7V — R AT 100 mg (8
£ =R~ GBIFHEZ))

WBEERADENEIDE . BMEAE

HRERDMELUNE B RACH = A~ (BETHERA) & LT, 18 240 mg
2 A CREEHET A, 0L B BAEIC I AR
MEREOR S, BREVHX 2 7AME LT,
m%W%ﬁ%&ﬁﬁﬂﬁﬁ“ﬂtf4EUA7f(ﬁﬁ%ﬁ@
Zy EOFT AEEE, B, RACRSR LT (BiE-1EH
Z} LT, 1B 80mg % 3 EHMRR T4 BARGET S, =0
., =~ 7 (EETFHEEZY & LT, 18240 mg % 2 80

Il T RRIE T D
BaE R ¥ H P BELTERSH

(B%)

BHECHITET A VY — R SAWHEEESOmg(— R4 1 Y A~ T BRI 2))

DORBREISHE, HERUHER

ZheE X i3 2 R BRI BN RARE

Ak UOCHE: B8, RACRAEY) AT @EFMBY) U711 ES3 mg/kg
(48) % 3 BHMET 4 FRBfFLET 5, 23, hobiBEikmEs
B EPRT2HBE . =R~ 7 (BT 2) 0D o &



2. BE O, EREBRF

T U A R 20 mg B OVEASERRE 100 mg (—HkA - =R~ T (BisF
Wz). LT, TAMD 1. MHESTERISHE AT Ly 2 24 BT YR M-
w A —L AT AT (BMS) 25 2EEFE L7zt b PD-1 (Programmed cell death-1) 1256
P H e MG E S u—TFARETH D,

PD-1 4. JEMEAL L= U v 48k (TH#IBE, BAIRR U F = 7% 5 —T HIl) RUVE
BE MR KRBT % CD28 7 7 2 U — (T #aiFiE (b 2 MBI E & AIZHIET 54
TED BT ASAEETHD, PD-1 IFEIETFMIIZEE TS PD-1 VH 2 K (PD-LI
RUPD-L2) SFES L. U BRI 7Tk L T o SROTE IR
BIZIE LTV A, PD-1 U A FIBEIRTRAM AN £ b Ok« AR B R
LTH Y. EERAERE D LURUEEEERICIT S PDLL DR LATHROLTF
HIRE L R A OMBERIE 5 5 2 L ARE &N TWS (Cancer 2010; 1161 1757-66)
* 7 FEPEE ARSI T MRAREAET S v ¥ —T =3 < (IFN-y)
17k > PD-L1 OFEATE SN, 58 L EEERICRT B PD-LT ORI &R
A IR ¢ ORI EDBIRIER S D & OEE L H 5 (Sci Transl Med 2012; 28: 127-37);
X 517, PD-L1 %3360 S g7 S AL, FURSERAG CDS IFIE T Mife i
IR A S A ﬁNMJ%ﬁTPDiéﬂnﬁ&wmn%@%¢6&%®mﬁ
B AR T D 2 EASREN TN D, B0 Z L6 PD-U/PD-1 U H o RRE#E, 2

SRR ASEUEA R T MR O OWRE T ABFO - LTHEZLONTY
7

a

AFIL. EEREBR O L5 PD-1 OMBAGERE (PD-1 U H o PRSI ICHA L,
PD-1 & PD-1 U H > FEDEAZMET L 20k, BATURSMRNZ T Mg
PV B O AR IS 2 IS EEE 2 R 5 I L TR RPIIES MR LR T
DRI NTWA,

Kﬁ@ﬁ%ﬁ FEIZ S GREORERITC L ARIERSE R S bbb, BRI TID

AU A H S, AROBETR RSSO, BEOBEL TV, REDNR
b%ﬂt%A-3:%%Lt%%mmLu@%%ﬁﬂﬁ&&%%%@ﬁ%tL%LT@
7RI A 1T\, IR ORIBERIRIC L ARER 2B DA IIE,. BIBEE RV
F L RIOBREEDFU LB EITILEN DD,



3. BERRE
BN R A ORGRE I 217 - 7= B R R O A R T,

[Faht]
OEANFET RS (ONO-4538-02 HER)

FANRT Y (LUF. IDTICY) 12 X B ERIEEL A5 2 IRIG VIR RE 22 T/ 1V 1
XFHHEOCEELEERE (ECOG Performance Status 0 KT 1) 35 il @iz, &%) 2
mg/kg % 3 ii@?ﬁf’aﬁﬁ%’c,r.‘i;‘fr%%%‘a L7z, EEFHBIAEHE THLEDFE RECQIST A K54
L ARIZEES S PRHBIEIZ L D CR UL PR) 13 22.9% (90%IEHEXT : 13.4~36.2%)
Tholz, 728, BElcERE Lt?ﬁﬁﬁ 3 12.5% Tz,

@UP‘\J&F&H FEFER (ONO-4538-08 35k)

R ERBRORBYRFELOH/VHXIHEROESY BGERE (ECOG
Performance Status 0 2 T8 1) 24 Bl &5t 802, ARA| 3 mg/kg % 2 BRI CABSE LA,
TEFMEE THDENE RECIST VA F5 A4 2 L1 BUICE S dfR¥Ein L4 CR
XL PR) 13 29.2% (Q0%IEHEIXR : 16.7~45.9%) Th i, 728, HINIRE LA
EiX6.0%TH-72,

QA EIHEER (CA209066 &) ¥

vraf < U AR Y 4 NV R EBEAEY e o 2 Bl (BUF, [BRAFY) V600 RO
WL FRIERBRE ORI R TS/ IVH I HROEE BRaERE (ECOG
Performance Status 0 TN 1) 418 1 (CRAIEE 210 1. DTIC B 208 1) 2 %817, DTIC
IR E UTAHA 3 my/kg & 2 WM THEEHE LD L 2O REOE SN 2
Lz, FEEHMEER ThHHr2EAHH (UIF, T08)) (Pol [95%IEHEKED) o
FRATRERNT., AHFBEI NE” INE~NE] # A, DTIC BT 1084 [933~12.09] A TH
D AENT DTIC 28 LEHFEMICHERER 2R U (v — NE0.42 [99.79%(E10
B 0.25~~0.73], p<0.0001 [BH) log-rank $87E], 2014 £ 6 B 24 BF — & b o
73, '

o EEREE BT, R



105
(.8 - M e BB
P O BRI

0.8~

0.7+ %
0.6- .
T 0.5- -

0.4 - Tamong

EZR
0.3+ o,
0.2+ e
0.1

¢ 3 8 g 12 15 18
al riskE e CILINE

AEE 210 185 150 105 45 8 0
HHiOEE 208 177 123 82 22 a 0

1 OS @ Kaplan-Meier %

@SV EIMARER (CA209037 #5%) ¥

4V AeT GERETMIEZ) BLF. [4 €Y A7) Xk BRAF EA2FTb
R A AT A BB OB A LN/ VX EEROESRAHES (ECOG
Performance Status 0 2 TX 1) 405 5 (ARAIBE 272 ¢, {LZE#aE DTIC FANVRT T F
Ry Y 2L OFFH) BE 13381 2R bR R E UTRA 3 meke
% 0 VERSRARS T A SE L L E O DMER RS FHE L, ZEFHEE THD
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AFNTACE RS LRSS B LR 2R & o fn (N — FH 093 [95%(8
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BEORER VRS ARE L, EEHEEA T5H 5 08 (PRl [95%E 486X 1)
DRMEFATERIL, BB+ A © U A~ 78T NE INE~NE] & B, A#B T NE [29.08
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FR+AEULTIR 314 202 265 247 226 221 209 200 198 182 170 49
HFBE M6 202 265 244 230 M3 201 181 181 475 157 55 3 0

ATEYLTIEE 315 285 254 228 205 1B2 164 148 136 12¢ 104 34 4 0
B2 OS @ Kaplan-Meier Bi#
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R AR AT (15.00%) | EHEREREEIM (1.0%) . RIEMERIRESE (1.6%) |
SoIB4s - ERE O FHII6M (5.1%) . BLEE 0 i AR EERM (2.6%) . T ERIRMERERE 3 M1 (1.0%) |
RS S (1.0%) . 4381 (1.0%) . infusion reaction 14 (4.5%) | SYIHRE
Kol (0.6%) . WEROTIRIREE/ 3 A <280 (8.9%) | ATA2M] (0.6%) KUK
HegerE1E (03%) AW, Eio, VRRERM. EEHEE, MK - SIRE,
Lo BRAs e R UV M [/ R IR D SR BEIR 1R B 72 o To. RBITER BRI
wars e OEEES (BRREERELZED) 2E0HEMERETT.

RGBT B R A SRR W RITAR + A ) A TG 2 RT L 7CHEAR
[ #B3RER (CA200004 308%) o> =sk— b 8 1T36W T, (LEFHRIGHEE 28 #1 & (LR
IEREARERE 13 1 & OB T, BRMICHRRAERIIED LR o,
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@EE LR S MERE (ONO-4538-21/CA209238345)

FEFRIARIEE438/4521] (96.9%) . A U A= 7EE446/45310) (98.5%)

2B

U, MEERE L ORRBERAETE TELVWEERRIIRAFIREIRS/452( (85.2%) . A4 &V
W E, WO CREEN%U LoRfER

I

I 743474534 (95.8%)
THROEEY Tholz,

RT_WITLAOH TRARNS%IU EORHER

e

ARIE

A LvT 8

Grade

” £ Grade

Grade 3 BL.E

£ Grade

Grade 3 L) b

BIERIER
(MedDRA 2 L 5 SOC-PT 7348)

(%)

B )

H Ow

8 (W)

452

452

453

453

i

385 (85.2)

65 {14.4)

434 (95 8}

08 (45.9)

WRRABEOHAEERE .
afiitre
N . o
TH
B 63
=g 29 {
I 1
RAMER 24

(

6.4}
2.7 1 ¢
5.3
AR 2 N 9
AR R RTNEES ke e
8 57
O 156 {34.35) 2
R o 7 (18
WD W ( 66)
ALT #5hn 28 62
AST B9n 25 {55
TIS-ERm ]2 05y
CREESRUSERE e T e
RBRE S P N .
TR ' NN
BUEBLUETHAEE s e e
B B 24 (53
LIEIE 105 (232)
JRE 90
TR R LURIEES o
PR
RS

BRREE TE BRTY I B
B AR BRI AL LR 36 { 80 1 {
THEENR 7 (15 2

N

tewmu

o | e
02).

57 (126 L1 ¢
Boeang 1«

_1.10 ; {243} oo ( ._
{150 1 ¢

R B

(2ol 1 (en | s
0.4)

(199) | 5 (

o2y

0.4)
02)

(g | 2 ¢
1 ocant 1«
15 | 208  (459)] 43 ( 9.9
02y | st (200)
@6 (10 1
o | 4 (sl oz
14 (3
0 A (89 3 (7

0.2)
0.4)

LT
149 (29| 4
[ 54 us] 2 (0

{sh | 16
(146) | 2
(13 | 18
(3| 5 A

26
Ly | 6
04y | 60
20) | 14

02y '_

(s

L1}

l:._])._. . R

0.2)
2.4)

021 18
ol o4 e | o1 g

B, AR WOTHEEMEMER 11 6§ (2.4%) .

HRL B RERRIE / < A/ 35 —48 B

(10.6%) . ATHEREBRTE 40 #] (8.8%) | HURMRMERERET o1 B (20.1%) | +higREE 83

B (18.4%) | BHEEREZ 6 (1.3%) . FIBHERE
cEEOTR 216 4.6%) | E
HER 3 H (0.7%) . BEIBEE

8 5 {1.8%) . infusion reactionl @) (2.4%) . KB
BORBERESSH 0.1%) . 1 BERR 16 (0.2%) .

64 (1.3%) | THEEHEAERE

24 04%) | BER 31 (0.7%) ABmHENE, £, EEFEAE, LHL. A,
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St L/ N HESRBON , BZS - BEISE, AR AR ST R UL AL R IR0 &
niehet-, RREMRBRRRAYHESOMEFES WRREHEN 25D 280
REHER AT T

1) Robert C.et al. : N.Engl.J Med., 372 : 320, 2015 (CA2090667/R)
5} Weber |.S. et al. : Lancet Oncol., 16 : 375, 2015 (CA209037 #BR)
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(R - B&E]

AR OBEFAEDBEETALEFB LAY I 2 b—2a VTV, A% 3mgke T
240 mg % 2 AR TES LRB0AROmMBETRESRE SN, FOBE, KK
240 mg #FWE U BOBRERIL, AA 3 mgkg 25 LBEOBREEE L TEE
AT ETFREAZLOO BAARFIIBOWTEEE BESh T2 RE-BE Q0
mg/kg % 2B THRYE) TRFEERS URBOBRBER & L TREAFRT & TR
A (FR)., MAT, BROBEIZBTAF— 7055 KF| 3 mgkg it 240 mg
Z 2 EEMERTHRE UBEORMOEE & & 7 03 et & #2508
BIGET APERE SR, SREEIC OV TREAThALKE, Lol Hao
M CH SR LS EZ R v E TSN, 7, BHBRAEES BT
BF B EESE RA I mgkg T 80mg & A B YU A< 3 mg/ke & 3 HERIECE
HLIZBOAROBRERE - Zal e OBELRAT OBEBERIEE T AMEE SN, Y%
BB DWW TREBT b iR, BEOME - HEOM TRl s &idian
EPEl IR,

£ 8 FROEWMIE NS A—~F

s . . Jm‘ cmax CmindM . Cavgdm Cmax,ss Cmm.ss Cavg,ss
Fre - {ug/mL) {pg/mi) (ug/ml.} {pg/ml) {pg/ml.) (ug/mkL)
3 ma/ke Q2W 516 16.6 243 113 62.1 776

MERE (352,70.8) | {107,245 | (17.1,339) | (750,170 | Q7.1,107) | (42,1, 127)
727 233 341 159 878 109

240mg Q2W 1y 103y | (152,346 | (50,478 | (02,258 | (415.158) | (62.1 187
10 markg QAW 191 613 208 308 217 278

RSN (147,219) | {51.2,79.2) | (79.0,114) | (331, 532) (184, 313) | (237, 386)
I“P"ﬁiﬂg (5%,'.%.95%)5) . sz 21@.&5?&&%, Cryax ?ﬂ@&ﬁ‘f&wﬁ%m%q]?gﬁ\ Craindl4 @]@%—{L‘é‘fﬁf4
F—] E iiiiiféﬁiﬁlﬁli‘ﬁcf*%g%\ Cavg,dM : U}iﬁljﬁg‘?ﬁl‘iﬁ é i'ﬁ@quﬁiﬁl‘?%:qlfﬁ%fﬁ\ Cmax.ss N ;':EJI%#\:%JEH:E
i 5%%@?’%’@%9{ Croines E?‘%”lﬁiﬁ@élﬁﬁéﬁﬂiﬁ[ﬂlfﬁ'?aﬁﬁ\ Cavg,ss . Tﬁﬁﬁifi‘%iiilwlféqzﬁJﬁﬂ?ﬁ‘q]
e
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4. HEERIZOWT

TRIE IR RE 7 B AR R R T 286, A& & LT RIRUEMRE (26
A MBI LA TNAI LMD, YEREAEYCERCE IR THILENDH D, €
O LT, EELEU R EEHE RMP) ZES2 | AROEERZ M ERBEE~DHAE
B33 5 AR TH - T, AFIOR G 8@ 2 B B0 e L, AROREICL Y BES
EMER & 568 LB ST 2 2 L AR E R D, LToO~@0 T~ TEL T
BOWTHHTL~ETHD,

O mREiT-HWT
®-1 T (1) ~ (5} OWThHIi ﬁﬂ AiEERCHh B Ik,

(1) EAFEREAEET 5 M A SRS AURRE S (BB IR A RS ROEHEHL RUR DR,
HilE A% A B B AL R BE . Mk A4S A %ﬁﬁ%ﬁ&)@ﬂwo@4ﬁ:5%ﬁ:m7
TEE)

(2) FrEREEEET (204 6 B 1 HBRA - 85 BERD)

(3) EREAFRAENIET T 2 A ADIIEREEE (A BTOEEIE TR, BABRIES
B hERE, S A RBIEEEHEE R 2 &)

(4) PRIbSEREE A RE L, AR AREIIE 1| SUIARILAREINE 2 OiEs i
WARABHE AT T AR CERL 2847 A 1 HRFEA © 2540 fEgR)

(5) FEMEEEAILE EEME O EEIR D BE AT > T Dk CPal 28 4 7
A1 BEER 1290 FEER)

-2 I E O L R OB R RRIREE XS+ 43 7 Sk & BB A RO IR A
(FEOWTRNICESET LK) 2, YEBRBAOEAICET SHBRORLE L LT

BB ST aZ &,

i‘;“:

. R IRER 2 AOUIHES ST LIRIC § L OB ABROBIEIHE S
SFoTWA = k. St 2L L. RAEYIREE T L B EEEOTHE %
fToTWAT &,

. EMEIIEE 2 EOTNRHEEET L gic 5 L Lo R EEMIBE LR O
RRBR A L TNB D &,

@ %Wﬂ%%&ﬁﬁ@ﬂ@@ﬂmowf

FEIRR SN E Y CRET AEEENEE S, BERENLOBRED, HOM - L
ﬁi%%%%rﬁwﬁﬁKOE% S DR, AEFLASRELEBAEORE
R BRERLBITDAAEEIBE TS Tk,




@ BHER ORIz OWT
@-1 BHERBER OXISHHICET 2B

FEMEREREOEE BN RA LB, 24 BRSEERO T, MiZix
ORI Z 0T BB UEEHERIZS U TARE R U CT HF08HER o5z
ERBEOMRPHAPICELR, BEhIOHEARERERHAE-> TV e,

@2 EFMEECLIFEESISICET A EY

BABECED S EM LR R CREE2 G A EREETVAERe=2 )
EEDIZERORAS ) —m r FETVERE LERE IR TE D F— AEFEH
HEINTWD &, 28, BRERIZOWT, PABRE X FTOEBRIC S ENENT
WAHZ &,

@-3 BHER ORET-CeHRRICE LT
AR (RIS RIIN A . BRI, DR, iR, BUSRRE, KRBk,

BEEO AL VREERE, ATEReEE . AURIREEERE, MREE BIEE BFrae .
RAVERIEME Rz S0 BIBEE, ML, SEORMEE, HFIRMA2ERE, infusion
reaction, SEREMEM/ MRS HESRDER (ITP)  ME OIS, it TS, DIEES (O
FEHAED - SRR - OSMERSMNAEY) . BREEMmE) Tx LT, SBERSULERER
BB O HFME A AT S EN & HE L (BERORERHNIIE LTS R OE RS
LRDHERMFCHD T L), HHIEURLERTE IEHHRE-THD I E,
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5. REXBERIBE
[Zeaitic B4 5 9IH]

®

TN TABRE IOV THARIOBREREREENTVWAE Z &b, kEE21T
hlrwnwz b
s EEORS I LIREECBEROH HEHE

“”*Tﬁ‘ﬁﬁ@%?ﬁﬁ ZRBWTTRIZ % iﬂ.‘i’é%%ﬂ’“ﬁb\’fi‘i\Zliﬁlic’)&-—bﬂi#ﬁ%%éa‘lfib‘

VB OTRFEER B i Ry, HEICAKIAERTL 2B ETED,
+ FIEMER R UD/\G?IU:tEEEﬁU)%é B
« EEERETHER $%&U¥§§bﬁ@ﬁi§fﬁﬂfﬁﬂﬁﬁﬁ°ﬁéﬁﬁﬂi

SO RIEEZ L3 22 b:%”L HEE

v HOGEEROANE UMM ARE U REREOE CEERBOBLRED
55 HBE

o SRS CElRMREBEEE S OHLEBEE

s ECOG Performance Status 3-4 " B3

UH2E B 2 HIH]

®

FTEHOBEZR D TAMOEMMES RSN THD,

o ARERERBEER CEBHR OB AR TE/ VAT B R OB B AR
B

o EAVIR%ONb H1/IVE Y OEMECEBRE BT SRR

7235, BRAFBETFERYTTABFH BV TIL, BRAFIEANIC L A7EE b EET

Lk,

Grp

ECOG ¢ Performance Status {PS_)_

Score

G

SRR EEITE D, BRALFELEEEENRIBR TS,

1

AHEEICH L EEHI IR S LAY, BRITEIEE T, BERECE - COERIITI Z LR TE 5,
B O, R

2

BT THASDEOR O LT UTHEHEEAERRTE R, BHo 50%E LIz FAT
T

B oL B anSnEY O E LivTEAn, BRO50%0 Ea_y K EFTilE o4,

E{BI V., BADHOEY O ERETERD, mELty FRTFTB T,

o)

AICC {American Joint Cominittee on Cancer) &N TE (% THD (CE-3 <Ml
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@ FARFA ) b TR IR RIAR ORISR TR B B eEEE 2 e
& LTS IAHERER (CA2090673K88) Ik T, WBE ENfA Y Av TS
R L THUMESBIE SN TV A, 77 L, KAl A VU b 78GR EM
BR2ILE L ERAZBRFICE T, PD-LIRBERRII LD L B Y aw 70 LR
TARBRLDEMIARBEINAFEREBBONTVD (pBIK) . FOrH. 114
CIRR R RE L M BAEBER IRV T, FH LA Y Av T L OB SO E 54
W3 D88, PD-LISSHSE AT 2 & BT Ly, PD-LIRBEEN 1% Tk
DI EDPHRRENTLEE BT, FE, ARBEMBEAELETS, LB, R
YRR R BN B EIERE R E LA [ HRS (CA20900438) o =k —
PBIZRWVT, (LFERBERIBRBHE L (L PREERRRE L OB CRB+ 12 A
v VRS OHEMEICHRBLRERIBRD LR T,

*AFIOBWF L LT, BREE4  PD-LI THC 28-8 pharmDx (4 2t} A Sh T 5,
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6. BECBLTHETREEH

@ STELN R, BB R E RIS D BRI S E AR ORI R OB TERE
BOEDIin LB ERE HAICEB LT OERTS I &,

@ EEbICEST D, BE LT OFRICEIER EREL +AHPIL, MEER
TholRETHZ L,

@ MIGTRARELESECEBREICBN T, AF LA V) b7 L OFFHERGOFE
%MW -G PD-L1 RBEE LR TS I L E L1t PD-L1 REIMBHER
TE VB EIIIE. AR LA Y be 7 L OBRAOEE F BRI Lz L TR
TR, :

@ FHEMWER ORI AL Mo T

R B b5 T E B B0 T, RAOREIZ ST o Tk, BRHEAE
o (RO Wik, BEVG) OMRR UM X MMEOEmE, BRE T
AT A D e, 7. SERUTHE CT, M~ —-SORERERT D
ok,

AHN O Py 5L ERE D infusion reaction 1248 2 THEBRIT-H 32RO TE L
AT -7 E TRt 5 2 &, E 7.2 [B B LR O AR I 5112 infusion reaction
BHLbIA D LhdDT, KRG FRURANRGHE T RIZ/ S Z A
CHRBIRET AE, BEOWREESHSICEET S Z &, B, infusionreaction &
I LI AT, DT OMIER OYERBESICEE T 5 F CRE R HOEE
TAHIE,

R RS R 75 0 & oL D T & 23 d B 0T, ARFI OB T EAE R U 5 31
L EREY I B AR (TSH. bEEE T3, WEAE T4 SORE) ERKTD
zé,

AHEIOEEIZ LY BEOREFRINOERT 5 £ B 5N DERA REBROAE
RhLbha I Eihs, BRSEOLNALESINE, BELLFERIUG LR
7P 1 7 A3 b R A FE O IR & OEE L I BRI R TV BEE DR
I & A RHER S DI A B, ARIOKREET I, RUBIBRES
AFELRIOBREEEERT S D, 2B, BIBERERNELOREZ LY REIE
F OBERTD 5B S, BIBRE LT UAOSRERSH OB
LEETHI &,

PrEHTR, BEEE»LEY RSB L Tr bBERSRRT L2 LD H DY,
AR OB EA THRIILEEROBRICHSICERT O &,

| B OEIE 1 BUERR A S D) Adbblt, FIRFES FT Y R— A
CEBIENHAOT, DB, B, BEEFORROFEIRCMMED LI+
SEETH L, | BERESEDIBACHREERIE L, A AV R
Bl O 5 EOEIIMLEEZTT ) Z &, '
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® REVIRTRE B EAEEE AT AR, AROBERRICBVLT, 5
BRAENG 3 W ALAR, Fheiik, BERBAL 1EM-E 6 8l Z L oDt
MEIT> TV Z &% BF I, RFBRETIEHOCHROWRLITHI 2 L.

© seRblREOBIERARBE ~ONFRHBIRE L UTERT 2B, &8 0K
ABRIZBWT, RBILCEDEOFMETT - T e Z L EBE D, KRG 9%
FEHRNC VR ORRRETT O Z &, 2, WTERMBRE Y UCHERT BT, K
AMOBESHEIZ 12 0AE LTI L,
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BREEREETA K4
=R (GBRIEFHEHRZ)
(BFEL : A7 VR REHE 20 mg, 7 VR ERHLE 100 mg)
~ BRSHER R ~

TRk 2 9438 (T 3 04 8 AKET)
AN B



=R/

1. Uiz P2
2. RAIDBM, EREF P3
3. BEEERE P4
4, HEERIZOWT P8
5. EMBR LD BE P10
6.

BEICELTEETR&EH P11



. LD

EISOTNE - ZRMEOCHREOE DI, BTESCESOEBEE2ER RS
LD, S0, EEOREFFOMESRT LY FURERS 2 & OEHN 7§ R
FERSPABEINITT, TR HOERGZEICVNELRF IR 4 - L 2388
BB L o TEY) BFEMBGEER & EORAR B 2016 CFEK 28 E 6 H 2 HEZERE)
ERWTH, EFMEELSOFHOREMEEZRIZ - L L EanTVS,

FREARTERES Y, EBEERRRSN T a7y A AVBBEOERS LB LR
RHBZERHD, IO, HHMEOESEICET A FEAFOEET A TORM,
WHEERLOBEZ B Z T2 MBI NABF IS LTHEMAT A L & bio, BlIfE
BREEHR U BRICB e is % & D 2 & e — T OB 2 i 7 3 R R T R
THIEBEETHD,

LIz T, BAA FIA4 Tk, BBERSLINE TRE LN TV SESIZMN -
B RMIcESE UToEELORBSER L HET LB A LEREE, £
FROEERHEETRT,

RE. RKHA FZA ik, BOLTEIE AR RN EFERR AR, ANTHEADER
RS, —REEEA AARBERENEES, Rk A S A E SR 2R
SNmEEEA g ROEARZEOB oL SER L.

R L RDERES A7V RAREE 20 mg, AT U — R AREERE 100 mg (—i%
H o =T R

HELnaBUIPR - IR ULERER 44 5 HIEMEEE

Mg RLRERUAE - BF, RACR=F LT GEEFREZ) & LT, 1[FE240mg
% 2 B EEIE AT T D,

B oE Bt B F NBPIER TR




2. AR, (EREF

7 AR AR AR 20 mg B UNEEIEERE 100 mg (k4 - =R =T (T
), PUF, TARHED . IR tiﬁtAHkﬂﬁu/axﬁ(ﬁ7ﬁzbw
A ¥ —R AR5 A7 (BMS) ) A3 Lzt b PD-1 (Programmed cell death-1) |
FTAE UG B/ 7 u—FAHETEHD,

PD-1 1%, FEME(L L7 Y v 5Bk (T #IBR, B AIMR O T = 7 0-% 7 —THIlR) RUE
BEGAIAIZ BT 5 CD28 7 7 X U — (TR OEEL A BIEICIE & RICHIE T 545
TR ZETAESAETHD, PD-1 ERFUERRMMICEHET S PD-1 U A K (PD-LI
R@PDM)&%@L\UVNKKMﬁ@VF%W%%éLTUVﬂﬁ@%ﬁ%ﬁ%%
BUSHRET LTV 5, mwa}ﬁyFi#ﬁ%?W@u%’ N Ok 4 FR RERH AR 3
LTEY, ﬁfﬁﬁﬁ$%ﬁ%W%Lt%Fﬁﬁ tmLiw%ﬁ&mﬁwﬁf
IR & OECAOHBBE®RS D a%&WLénfun)«mmmzmolm 1757-66) ,
¥, M RAMERE T ifﬂ%&{xd’ﬁ THHNRFEET AL &2 — 7z < (FN-y)
Iz LT PD-L] ORBABEIN, B85 L IEEHEC TS PD-L1 ORI LFRO
AR E OBMCEOREEE S EORELH D wdmmm@ﬁmzm1m3ﬂ
X507, PD-L1 A MHI5H S A AR, PR R CDR BB T #la o Hilais
FEME A RS XA A, T PD-L1 FLIRT PD-1 & PD-L1 & ORGEEETD &%@%W
EEIEMENENET B 2 LSRR AR TV A, BO I L5 PD-1/PD-1 U 4 FEERIL, 25
AR PUER BN T MRS OIS 2 [ERET A O — 2 & LTEZ LR TY
D
AR, AR OO PD-1 OABKAMEIR (PD-1 U F - &) 2/ G L
PD-1 & PD-1 UH Y FeDfFSEMETA I LIcL Y, BAPUESRNZ: T MROTE
MEAR B U8 AT % A REBa S EiE i 4 RT3 2 L TR TIER SR 2T
eI NTW D,

SO OERD L, AFITEMEEE T A RREEC R VB Lo L i EN,
TECESRE B A FE L Lo RE R S 3 U, A, Bt R O RERE S T,

Kﬁwﬁﬁﬁﬁxﬁﬁ<ﬁ§®ﬁ%ﬁm“ié@ﬁ%“ﬁ%%bhﬁ%%Ri%tr
BN S D, ASOBETRURSZIZE, BEOBELFOTV, BEE
BoNTBEICIT. BELEE %:mut@%m&ﬂ%t%ﬁ%ﬁOE%tL%LT@
)7 BRI 21T\ B OIS RIS L ARMER B 2560, BIRRE R
FRIOR GEOHEY B RIT I LERBD,



3. BRERRAE
BREUIERER LT T 2EEBORBEIC TN AT~ - L2 ARB OB~
T,

[H2htE])
FHERL RS RS (ONO-4538-11/CA2091413RER)

TIFFREES T LERETE T B0 060 B DPNOEBMET T ER AT LA
T ARG HBIO RO & 72 5 2 TR/ VI o SESERT R 7 L oms 2 m. 36140 (B
ANBE2TH A Ete, AFIRE400], STHBREI215) 2680, BRI YEMIGER L
B (AP PLE = FEZFEAXIEEYF 7)) 288 L UTAFR mg/kg %
2EBEE CHRBEIRE L2 2 0 RUESN A B L, LEEEEE THEL
ATFEIR (AT, TOS: ) (afl [95%IEEEM) ) OF TSR, KFIRET7.49

(5.49~0.10] # A, XWHETS.06 [4.04~6.05] ZHTH Y. AEIIIRERM L R
WUBRICR UREMFENICHERERE 2 L (AT — FH0.70 [97.73% 5K -
0.51~0.96] . p=0.0101 [JERlog-rankig¥] ) .

*1 AR IR B ISR RO R £ S D,
20 AR E SRS, OEE - FOEEER UM,

1.0 P,
09l % - RHIE
R - SERE
0.8
!
0.7 oy
& 06 'Q"\‘
# Lﬂ
% {35“ 1“. \H
0.4 " “1
C.3 :“—L"“‘; .-n—u—nn—lwn-ma
a2 T
0.14 R .
00 b
0 3 6 9 12 15 18
at risk# £FEE (B
FHE 240 167 109 52 24 7 0
wHEEE 121 87 42 17 5

1 OS® Kaplan-Meier giigt



(PD-LIRSIRIR LB O R OV M)

FE R LR MFERE (ONO-4538-11/CA209141 B 1A ANDNIZERAD D b,
PRSI 33V TPD-L1 & 5B L EisAia s S o 2814 (CUF, TPD-LIZEHE])
B B IERAE LR — S OBENT — F o3& | PD-LIFEBSRF R AT &
o HOMROEEEORRIZLLTO LB ThoT,

AHEMEICE LT, PD-LIEBLEN 1% OBE I3 R L IZIERBOF R TH -7 (T
&),
f3. PD-LIOFEHRBRCL LT, AfloReEET a7 7 A V>R TEHE -,

100 gy . 160
: —-Nivolumab 3 mg/kg e NivolUmab 3 mg/fkg
5o - v nvestigator Choice ” S e tnvestigator Choice
£ £ \
o H
® 60 g 80
g [
40 = .
B B0
4 H
20 - 20
o b o . R eI a b . ST . . . et . . . .
o 3 & 9 1z 15 1% 21 24 27 30 33 36 39 4] 3 & 9 12 15 18 21 24 27 Eid 33 36 3g
23 EMMR FEHMMB)
at risk atrisk
Nvolumab 3 mgrkg U6 T390 A2 A 25 22 w16 L & 5 i (g Nivolumab 3 mg/kg 76 34 3% 3 2% 0 v 7O " 5 4 3 0
Investigator Choice 63 45 24 14 i & 4 3 2 2 [} i [} o nvestigatar Choice 400 30 19 14 10 7 5 4 4 1 & 0 [t} 4}
=R Nivolumab 3mgfkg {ovents: R /61 median and 95% CL RV 795 -l Nivolpmab Fmg/kg (evems: 07/ 763 median ¢ 95% CL 4.5 (34.117)
"""" e vestigator's Choice (ovenis 60/63), median and 93% C1 4.7 (3.86.2) el fvectigator's Choice (events: 3940, modtan and 95% CL 3.3 (3.78.5)

Nive vs INV Cholce » bramrd ratio (95% Cly .55 (B.30.0.78) Nive vs INV Choice - hazard ratie 45% CT): 0.73 (0.49.1.09)

ONO-4538-11/CA209 141228k O PD-11 B HMBER T OOSO HRENF 28 7 4 0 —7 » 7F —F DKaplan-
Meier i
(£ : PD-L1Z 1% BELF, FH : PD-L1<1%0BERH)



[ 421k

EE AL FE AR (ONO-4538-11/CA209141305)
FEFLILAAIRE2292366] (97.0%) RUSRFEEEI09/1114] (98.2%) 12380 b, |
Brdk & @I%%t%%{m BETELZVEEERIIARFIBEI39/2366 (58.9%) . STIBIL86/111

@l {77.5%) |

R1 BERNS%UECRER (E2iarassl)

RO Lz, BREFRPSULLLOBHEMIITEO LBV Thot=,

HH

AHEE

XA
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21146 4 (11.3%) .« JF28 16 (02%) . BURIGHEAEREE 34 1 (8.4%) . FIEEIEE 55
Bl (13.5%) . BHgEEE (RWE %Eﬁ &ﬁ}mfﬂQW%) BB HEEREE 6 41
(1.5%) . infusion reaction 21 il (5.2%) . BEOHEEE 4 #] (1.0%) | TR
PizﬁJwﬂw,Fﬁigémm@&ﬁﬁkoﬁﬁlmUn%)ﬁwbehtoi
b BN, O, GRS BOR. A - BRI I U IR 2
W IR B A Do 1o, ARBIERBBRIIL Y ESoBESES: (MARERER £
Gy REDEHERERT,

OERS I F S M AEER  (ONO-4538-16/CA20921475R)

AHEEGIIAR 44 U b 7B 544/547 51 (99.5%) . A =F = 7B 532/535 ] (99.4%)
CEM LN, AREOREMERBETERVAEFRIAR A TV AvTH
500/547 5] (93.1%) . A=F = 7B 521/535 ] (97.4%) KRB LN, WTRAOH
TREEN 5% EOBHERIITRO LB ThoT,

®”2 WERPOBETREEY 5% LOBHEA

- - i (%)
AR TR C ) TR FEF B
REE
(MedDRA/J ver. 200} . 474 — S
) 4 Grade Grade 3-4 Grade 5 % Grade Grade 3-4 Grade 5
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(A HE

KA OBEREBEEF A ALY S 2 b=y a i 8, F43 mgkg (F
) WiE 240 mg % 2 W CTHE L BROARAO nEdRES R S, TOR
-%\Kﬂ%mW%ﬁﬁbt%®@§%m\$%3m@g%ﬁ§bt%@%@%&%ﬁ
LTEERRT ETFNENE 00, BRABECSVWTAFERHE STV A
W I (10mgke % 2 MRS TRYE) TRAIZ RS LRROBRER & it U TR
Bered L FRIANE (TR, M T EROBEICBIT 57— FITESE AR 3mgke
() i 240 mg % 2 BRI IR G LR ARIOIRE B LA D UIR e
DR A RET BREGE T AR SN, YEEEI VTR MT ORISR,
Lo ME - RO THEDER OESWITHR 2RI AW TS, 2B
IR R 2 BT BT — # IS & | A 3mgkg Xik 240mg & B ) LT Imgkg
2 3 RS LB ORI ORE R L R L ORE LRI 2 REKSTT
JLARESE X pL . MBI W TR TR ER, EROME - REOR TR R
R R E P E T,

#3 AROEBPRE T A—F

e . * Cmax Chnindi4 Cavgdlti Cmax,ss Cmm.ss Cavg,ss
ik HE {pg/mlL) {(ug/ml.} {(pg/mL) {pg/mL) {pg/mL} {pg/mL)
3 me/k sz 51.6 166 243 113 62.1 )

- Me/ke (352.708) | (107,24.5) 1 (17.1.33.9) | (75.0.170) | 271,107 | {(42.1.127)
' 2 235 34.1 159 87.8 109

240me QW | (o oy | (52,346 | (25.1.47.8) | (102,254) | (41.5,158) | (62.1.187)
' 191 613 908 398 217 278

10mehkg QW | (14 510y | (512,792 | (79.0, 1147 | (331,532) | (184,313) | (237, 386)

EFU.:}%'EE (5%1‘??;, 95.%;'?\}\ Q2W : Zﬁl‘%ﬁfﬁgﬁ\ Croas %ﬂ?ﬁﬁ?ﬁ%m%%iﬁlfﬁ ’ffjiﬁéﬁf\ Craindta : %}]%5‘?&14
E E ICH@?@%{—&EY% dfjaﬁﬁ\ Cavng . *}]@ﬂ%"gﬁlfiﬁ E;E i—cquﬁjm?%z*?%ﬂxp\ Cmﬁx‘ss | %ﬁrﬁ(ﬁgé:%
AR M IE PR, Coinss + ERRBIZE T 5 REMFETRE, Coes: FEERERII BT D T du i
Y
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L BRI OB IR IR 3R M O B R 1B AT A S, &R
Sfr & UTHMABGERNE (2055 BMBE LR WD D Edbh, MM 4 ETisE
MTXLMRTHLILENSS, TOLT, BELY X7 EEHE RMP) I0E5x
AADEE S L EEERITE ~O B EHR H 2B Th » T, RSO 58 EY) 7 8
BaBW - FEL, ARORGIZLY BEZRERZEBH L BIoHET s 2 L RpE
et BLFOO~@0+T TR BT HRIIBOTHATARE ThH D,

O HRiCoOWT

D1 TEDO (1) ~ 5) OWTHIMIEYTABRTHD

(1) BAFBRENMETET 58S ASROEEIL RS (%hﬁﬁ%%ﬁ%%‘éﬂ%@%mfﬁ%ﬁ?ﬁ\
B AR BB BEHL AR . MU A BEEREE 2 &) (3048 4 H 1 RE% 4 . 437
M%) ‘

(2) FeEHREPE CEA 2946 H 1 AR ;85 faid)

(3) HLERTBREEINEET DA RIHER (DA ST, M A DR
B 2RBE, A% A BRI HE R e &)

(4) AR EHEEZRIE L, AR FIREINE | XS mEmeE 2 Oy i
CARDBHIRIT> T A HER% CERC284E7 A 1 A& 2540 fEEY

(5) FLREENE AL EFRME ORI TR B R AT » TV B IR (K 28 4 7
A1 RBAL ;1290 hEik

O-2 BB O RRE R OBHE A BEBF ORI 2 i & BB A o EM (F
TOWTNNIZEE T HEM) 2, YEREROAFICMETARBEOREES L LIRS
EnTWwaI L,

%

o EMSGITESE 2 AOUBIBHER T LIRIC 5 0L o3 bR DB
fFToTWAZ e, 55, 28T PAERYRELZ T Ui-BERIEESOBHE S
IT>TWB I &,

o ERSREFEGE 2 EOMBBHEL KT L% 4 BU ORI O BETHE
o THRY, 56, 2HEMEIZ, BHREDORAEMEL 10 AREOBEK
PHEZT>TWD Z &,

@ BRADERMEREROHHMIONT

EERREFRER ISV IHSEESEES L, BEREHSOERED., AN -
SRR @&U%Wﬁﬂﬂ?5%%ﬁﬁdﬁ%$gﬁ%ibt%ﬁ®%%
W, EERHIITON D REIA - TnD I b,
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@ BUER~O®IRIZOWNWT
@-1 WA mHicBET 5 BH

PR R A O IR A2 BIVEM A B84 LBz, 24 BRIEIZBHIRHIO T, MRk
MR T 350 T . B L ABERIR U T AR EK O CT HORWER Q&N L
AR OHEAYBIICE LN, BEHIERISARERERISE-THD I &,

®-2 ERNEEEC L AFEESNICET BN

IR AT e B BN fe RIS R D RE A AT B B E R BEIER T =2 Y 7
BEDEEROAY J—o by P EFVERE L ERE 0 TE DT AEE R
BXNTWA D &, A28, BBERICOWT, BAERHE L TOFRRICHSICEAM ST
WhHI &,

®-3 BIER OB LT

BIVERD (REDMEMiE BRI & . EAEAREE AAE, O, i, SR RMIBE, KEBR,
AT TR | TR, THRAERSE, FRIASIERE, wkeE, BEE (BRae -
BRI M 4 2 Ste) . BIRMESE, B, BEOREEE. fRmARERE, infusion
reaction. GoyERE M/ IMERAPESERERE (ITP) | JBEE O R K, IRIG RN, DIBREE (D
ARG - A - LIS . B M) (O L O, MR UL EE R
MR 0P A AT B IR EE &l L (BER OB Rhinic B L TIRE R R 25T
BIARMCHAZ L), BEHICHENLNENTE ZEHRE-THWDH I &,
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5. #ERRLIHBE
[Z2tEiz B+ 2 5]
O TR
DiRnz L,
© KHID

ﬁg‘ﬁ' d3n:H’ﬁﬁ BOTTRICEY
. L OEBRIRE R 2B A

ZRE T D BENL oV T IARHI 0 sk

e

SEINTVD D, BT

AT UREOE OBEAEEED &, &

EE%‘@:O\;"C T, AFOFL TR Sz
HEILAREEAT S

ZEHRBETES

o RIEMEBOEG U -iE%fiCDB%: é%%

« MMEGRETHER
FOMIRAEEE RN S BE

L& T D B B UNE BN O S AR AT R A S S it 45

. Eaﬁ&ﬁﬁw fF, BN Z22T U ILTIRAED 1 Rl R B OBERE D

bHEE
o IEERHELE CEMRHIARE AR b
*  Karnofsky Performance Status 70%:R75

U K amofsky Performance Status (PS)

i) ObBD
(FED G}vﬁj%

Score _ B
100 R, ERICHT2BHEOHL R0, BFEAR
R T N L,
EROER TR, FRIALS LR, N N RS T AN
80 e D EEBRIE R A5 B3, B LT ER OIEEh T AE
Wl H D LR, AETAETET, B 70 BAEFOWERTELN, FEOES . HE+ 5
7 L J\_\_1\4 \;:.; 3 j‘ww;’\_-;l l&\ L_a;j;{—-—]— )
S Pbels I | anrpeis Licsss, L5 VEATTLE
RO ER IR ST 0| L ER LI BRE LU AR RIS
40 B, BUARERRLUSENSE
BOEY DT LR AT, B | 30 | ESBTT. ARBLEELE LEE 5 TR
l,\
%Z&?%%?j%?%ﬁgﬁif¢y°ﬁ% 20 [ FREBE. AR LE RPN LS
PEBITHET LTV A EESRES, - R 5T 7
0 i
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[A B4 5 HIE]
O TRoSBFEBOTARROHEDERRIESNL TN D
o MEFHAEERRET APEEERS (FXF=T A=F=T VITT
=T YR TE) et LRI AT A AR RO RE XSRS R O
R RAERRE)
o t;%ﬁz%?%ﬁ@mnc U A 7 433D Intermediate X it Poor U A 7 W2 IR
Mt TR B OB BE (U Ay T L OFRRS)

@ FERIWCHYSTAAFIIET HAROR G RN Wik, ARIORE M
RHLENTELT, AFOBREMKELL,
o (EEREERBEBERCY A A VRAOLORBEEEF T HBA T
A AF IR 5
o IRTEBEBRIE.

2 @F’?#Dﬁ%m#ﬁ%ﬁ%ﬁ (ONO-4538-16/CA209214 BB ST, BFOO~@On TRz LN L
FeUMESITIE Favorable U A 7 1 X 2R %ff%?l?‘%‘A i Intermediate ¥ A7, 3IBHL EERE-T
BEAITIEPoor YR 7 L ENT, (62— V5HK)

RIS L BE A N T SRR OEEABI T £ T 1 SR

Karnofsky — R IRAE 80%4%

S (E S R TR T R AR

WEROD YT AES 10 mydl ZELD

FER SR E LR EAD

MRS EREE A D

SEGRCIERSRSR =

15



6. REBLTEETR&FER

@

@

@

BACES DA, EhEFEEE BRI 5 RS I B S & ARF OB M ONR IE 5

MDD LB ERE -+ B8 U BERT S 2 &,

BRI A, BEXIEORRCE DR OEBMEE Ho@RmE L., RE4E8

ThbEETHZ L.

FREHERA O~ 2 A ot

« HEMMERRLLSLNRAZ ERHHOT, BROBEIZHTI- - T, BEIRE
R (VRERIAIEE, Nk, FEEVE) ORERUIE X BUREOERYS, S8 +45
AT k., EE. MBI UCEE CT. M~ -—b—SoREs B+ s
L&,

©  RAOEREIZEE® infusion reaction (Z{F A TEHAMII RGO TE 51
WEITo ETBRETS 2 &, 7.2 B8 PBEOARFR 55T infusion reaction
BHELLNDZELHDOT, KEREDPRUAREERERTHIZAA 2054
PRBETHE, BEOREL+HICBET D 2 L, 2235, infusion reaction %
FH UGS, STORER TR P ERICEE TS £ THEHT & s
TAHLE,

o HRHRREEREREE S H LIl d I ERH B 0T, AF OB S BREET R U528
I E MRS BRI AR A (TSH. #8E T3, WEHE T4 EONT) 2 EHT 5
&,

o RFOBEIC LY, BEORIERISICERT B L £ X SN DE A B ORE
BHLENAZIENRHL, BEFEDOALEESCE, BRLUAEAESIILUE
PR 22 el & R BR A R ERR & HE U ORI AT IR s
BOGIC X A@IYERD B DL A E AT, ARIOWRE Uzl RUBISRE R
NECRIOREFEEBRTLI &, B, BIEREFRVEORSIZLYEIE
R OBENFES LI WIBEIT R, BIBRE A AE A oG mEE oBm
LEETA,

o BREERTH, BGEMOOEDARBLCHLEERRRERT A LA,
FAOB SR THICHEWVEHORRIZ I EET S,

o THUBERRIE (BME 1 AR A ST BE O, HERFENS ATV F—vR
WEDLHIEPHLHOT, O, BL, BEEOERORBCOEEO LRI+
FHEBETAZ L, | BERFARDRAEESIEREE I L, 4R ol
MoESEO@APAELTH 2 8,

AFNOBERFAEBRIZB T, EFRELRREE B T DR E TR S A

HTERIZSER T (bFRIERBERFEI BT A YY) A~ AR E T

BERB» OV ERT 6 AR T (FEE 12 8M%) CHFDMOFBEZ{T-> Ty

o2 L EBE, AFRERIIENNICEERE CHROEREITS 2L,
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HEFEREETA FFA v
=RV T (BT Z)
(BRFEA : A7 VR RHEHE 20 mg, A7 P — R RIFHE 100 mg)
~HHREERY XY o E~

¥R 2 9% 4 A (AL 3 04 8 AKET)
BEEBE
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L iIIE®iT

BEH R OF N - MO DI, Y XESESWEBERERSRD
Hib, LI, FEORFHFOESIC LY | FIRERS L COEHmn 2 5 8Em5%
FEERPERENDGP T, 2O OEERF BIOHNELBE TR 2 2 2 pEEo
M Lo TR REMBIEE L WFEORAR S 2016 (FRk 2846 A 2 B @)
ZBWThH, BHNEEREOFEROREIHELRA L LI T3,

BIE R ERER L, EEMEARERME T a7 r A VBB OEES LB 6 R
LI EBRBHDL, IOD, FMERCEEMIZET AERAHSEET S T TOR.
UHERLOBELHBIRTHA I EBHMBEINABH I L THERTA L L 12, BIE
FAZSREEL U 7B M B A & B 2 X ASATRE A~ OB A 7 T E AR TR
TOHZENREETHS,

LTcdioT, RFA NTA Tk, BEEERL AT TIIR LN TV AESFEEN -
HERMIZESE | UTFORERORERERZFHET AL LEREE, &2
FRUCHEESEERT,

RIS, EHA RTA i, MUATEREAERLERBGSOHE, AutEEAaER
MRIRIE I A, — it HE A B AR RNBES B OB A B AMEES oo
& EERE L=,

W ERDERS AR AREEE 20 mg, AV VN ATERE 100 mg (A%
& =BT (BiETz))

HEERODENIFR  BRUIEEMOH MR ) o YE

LR BRERVAE B, RARKE=FR =7 HETEB2) LT, 1 240mg
% 2 AR T OREET 5,

B OOE MR 5E R A DB TEMRESH




2. AFIOGFE. (EREF

7 B SR ERE 20 mg KOUREFEHE 100 mg (RS - =L GBETH
Wk, DUF. TARAL . AMEES TEGRSHE AF Ly s X3 BTV A P
v A —H A2 A7 (BMS) ) HEEF LIt b PD-1 (Programmed cell death-1) [Z%)
TAE M IpgGs E ) 7 a—FARETHD,

PD-1 1. AL U Y 8k (T HE, BHAR U F 2 7 0% 5 —T i) kU
BAAENAICRIET A CD28 7 7 IV — (T #AOEMIL A MBIROICIE & KT 554
TE) WBTAERIETHS, PD-1 PR TMIRICHERE TS PD1 U K (PD-LL
BUPD-L2) LEES L. Y o ERICHIEME: O 7TV AR LT U S EROTEE LR A
BB LTV A, PD-1 U H Y FIZPUBIRRMREIMNC b ko BRI B
LTy, BHERARBEN SR LU EEHRRIZE T2 PD-LT ORELHTROLET
RS & ORICEORBEERH S 2 L RRE SR TVS (Cancer 2010; 116: 1757-66)
7 EMBREEET CIEGEE T MRS EET AL Y H—T 2w W v (JFN-y)
17 LT PD-L1 ORENTHE X, B LAEERSRICRT D PD-LI OB EFERO
AR L ORIZEOMBEERH D & OMELH S (SciTransl Med 2012; 28: 127-37)
X500, PD-L1 2R E S AMEL, FURKRS CDS Btk T Ml oiniEE
VTP A S W A%, FUPD-L1 FET PD-1 & PD-L1 & OB EMET H L X Ok
EEEENEET S 2 ERFINTVAS, B0 £ d PD-1/PD-1 U 47 ML, 23
AP TURAS RN T B b O BE R T AMFEO—2 L LTEZLRTY
Do

A, MR OFE S B PD-1 OMMAMEE (PD-1 U &> FEEA IR (ZHE L.
PD-1 & PD-1 W H v FEDEEARMETHZ oL b, PAFURSREMNZ T Mol
PEAY B USS A ST SIS SR E 2 8R4 5 2 & TRRIY R TURIE R 2R T
ZENERENTND,

TS OMAD S AR EIEEIC T A ABREIL RV ED bo L BT s,
THAR SF U LB E R LR EER L, A, Rem L URE
MEASHERS X Tz, '

AR OERBFICESOBEDRERINIZ L 2REHERER b bbb, BEEXIETIC
5 WHEER B D, AFOBER LR OS2I, BEOBEE HITITv, BENEE
W BT EITIE B L BRI U HRIa A Fnflk & RER A B 0K AT & B LTl
BN AT, BEORERIGICE 2EHERB RO 2B E I, aIBRERY
F R OSSO 2 NE LT O LERH D,



3. BRERRERE
B3 T EERE O RS R 5 o U A ORI MR T o B R o
AR %R,

[ B 2]
O ERHEIHEHE (ONO-4538-15 3Ek)
BEEREBMEBHEE VT Loy~ ~ARFr (BEFHEEZ) CF. 7
YU F =T )) ICHEEE IR B OB EUIEEE O BAR O Y LoYE B
(ECOG Performance Statys 0 & (F 1) 17 Fl& 1 8us. A 3 mg/ke % 2 BRI A
BE L, EEFHEEE TH 2B FE (BLFT IWG criteria (2007) (253 < dheplEis &
% complete remission  (LLUF, [TCRJ) Xid partial remission (LLT. TPRJY @FIE) 1%
75.0% (95%ISTHEM : 47.6~92.7%) Th-otz, 7B, EANZHEE LBIEIT 200%T
ol

@ WS LA %(Q@@%Sﬁ%)&memmmmqwmﬁﬁﬁ

BF iSRRI LY e T TR A S T 7o I UL B A
DEHP) R R o o JERE (3R~ b B, ECOG Performance Status 0 & 78 1) 80 4
EREIT, AE 3mgke & 2 BFRMRCARSHELL, TEMER THAEYE (L
FT TWG criteria (2007) 1283 < PRBTIZ L A CR UL PR OEIES) 1T 66.3% (95%(E
FHIAH © 54.8~76.4%) Thoto, 7k, FHHCRE L7-BEIX 200%THh -7z,

[ 4 44E]
@ EWNE L MRER (ONO-4538-15 BB
ﬁ%%%mﬁmmﬁm%h,$ﬁk®&%%#m£m1%ﬁwﬁ¥%ﬁ% T
BT, FBIERE S%ULLEORBHERIITROERBY Thotx,
£ 1 BREN s%UEOBIER (SRR RER)

1] 0,
BERXHE e
= B
AR 17 #1
{MedDRA/) ver.18.1)
4 Grade Grade 3-4 Grade 5
£RHEA ) 17{100 0) 2 (11 8) G
SER RN R e L
&, 1 (5 9) 1 {5 9) o
Ve e 69 1689 0
EBRURIEE e s e
B | | 16 N 0
PR AERE UL e e S T e
ﬁl#&ﬁ?ﬁﬁ%lﬂﬁﬁ _— e 3{176) o 0
ﬁgr 1 (5‘9) 0 0
BT _ 1¢5.9) 0 0
Tl 1{(5.9) 0 0
i8] 1{5.9) 0 0



: —
S|ERIRSHE W;ﬁﬁqﬁ(g;)

{(MedDRA/) ver, 18.1) 174
4 Grade Grade 3-4 (irade §
TELD _ TG0 a T
W 2(11.8) 0 )
PR ERIL AR 1(5.9) it 0
e 2(11.8) o 0
Fh 7(41.2) ¢ 0
BERE _ i (5 9} 0 0
iﬁgg&ffiﬁi E}f%}‘ﬁzﬁ%iﬁ? S s :. B _:.: . i e :. .:. -
FHE % 1¢5 9) 0 ]
L _ 1(5.9) 0 0
BEEESIUMEEIHE R Sl
;«i)\”ﬁa 3R o ' 1(5.9) o 0
ﬁ!ﬁ%ﬁ“iﬁﬁﬁﬁi‘ 1(59) 0 0
I AR 1(5.9) 0 il
{E &I 1{5.9) 0 o
£3 ifn gL 1{5.9) 0 ¢
Y Al 1{5.9) 0
B B YT AR 1{(5.9) 1(5.9) ]
RERECE _ 1{5.9) ¢ 0
AR LU ORRRE. S T
P 1(5.9) 0 0
B e 1(5.9) o - 0
P _ 2 (11 8) 0 0
RENE D E N 1(5 9) 0 ]
GIEE 1(5.9) 0 0
g a2 — X F— 1{5.9) 0 0
PR EE BERECCRRREEE L e
HE RS 1{5.9) 1(59) 0
EREoRE 1(5 9) 0 0
B 5 1 (5 9) ] 0
RSN 105.9) ] 0
TEW AR 1¢5.9) 0 0
5 BEHE 5{29.4) 0 0
BE 4(23.5) 0 0

Foks, MVEEMEBEEREL 1 # (5.9%) . BERCTEMIEAE/ S A ~F—2F (11.8%) , KB -
BEOTFH L FH (5.0%) . ITHEEREE 16 (5.9%) . FRRERERE 3 6] (17.6%) |
MRS 3 4] (17.6%) B OV infusion reaction 1 ] (5.9%) 2oz, £/, EHIER
AR DA, . 1 BUBERIR, fasEibdn MRBUOVESRBERS . TR, BHRREE.,

BIREE . MNA - B, EEORERE, BiRMieERE, ”bﬁm%u e, BFERR
VR Y ) ERITES O Rh-o T, AREEARBRLILYREROBEFRS (RRE
HREEE) ¥EUERFFERLRT,

@ SR TR (CA209205 3AH)
AHEESIT 238243 Fl (979%) 23R b, AF L ORREFRPEETERVWEE
HHIT 185243 ] (76.1%) (2D b, HEIREN 5% EORIEMIITERO LB T

5



Hoi,

# 2 FELEN 59%LLEOBWER (Al Treated Subjects)

BRI S
- EN: ]
HAR 243 1
{(MedDRA/J ver.18.1)
£ Grade Grade 3-4 Grade 5
SEEH _ 185 (76 1) 43 (19 s)_ 0
ﬂ?#ﬁﬂkﬁf}r _ S _ 13(5 3) 6(” 5) _ 0
Eﬁ%ﬁ!ﬂ%&ﬁ‘é{RT& _
ﬁgr 14 (5 8) 2 (0.8) ]
T 34 (14.0) 2 (0.8) ]
Bl 24 (9.9) ] 0
ggaE _ _ - 19(78) 1(04) 9
L SRR OB P e e e
A 50(20.6) 2008y ]
St Y K50 B 0
MEEPRE LGB BT L i e
ez)\M%: )but B o - 33(13.6)  1(04) 0
7’-7 VT b7/7\ /;7~~—»Fﬂfm 13(5.3) 729 0
FTAAGHET I T AT =T —E N 14 (5.8) 5¢2.1) 0
kL _ L Mes  sen 0
ﬁﬁfgﬁﬁ‘j‘gﬁ%%ﬂgﬁ% B o S g SRR TP
5 N o 14(58} ¢ .0
PR RTRTRRRNEE N R
T ERE 21 (_s_e} ¢ 0
b2 28{11.5) 2(0.8) 0

14(53) I I

]9{7 ERIREE RS | _. ..

ks, WIEMEMZEE 15 6] (6.2%) . BB RMRIE/ 2 A4/ 3F —19 #] (7.8%) . KI§
2 - BEOTH 6 51 (25%) | FEsERES 22/ (9.1%) . TR S H (2.1%) . BRR
BEREREE 28 B (11.5%) . MERREE 40 4 (16.5%) . TBEEREE 4 0] (1.6%) . R -
BERRA 1 81 (04%) . EEOREREE 3 # (12%) | SIRMAIRIE 16 (04%) .
infusion reaction 38 B (15.6%) . B 244 (0.8%) BRUSEIER 2/ (0.8%) 7358
B, E£72. @Eﬁﬁ“ﬁﬁﬁ.ﬂﬁ DFRR . e, 1 B RRIE . St i R SRR |
BIEREE L O TREEKERERIRED iz, ABWERRIERIIYHESOME
5 (FRRpEERE 7&’.:’1{?) EETEHERERT



(A% - HEZ]
Al O BEMEEEETFARRBE LY S 2 b= a I Y KA 3 mgkg (B
) W3 240 mg % 2 BRABIE TR S L BRoRA O miEhRESRE SN, £ OM
. OARA 240 mg B E L RORGE R, AH 3 myke ES L BOREE LR
LT RTETFRENELOD, PRAABRFIIEVWTEARHPBRFESNTWDH
i AR (10mgkg % 2 HERBBRTRE) THRAL RS LBROBE R & i L TR
TRTETH AN (FR), ML T, BHOBE BT 27— # (ZESE, KA 3me/ke
(%%)152Mmg%2ﬁﬁ%%f&ﬁLt%mﬁﬂw%ﬁ%tﬁ%ﬁxﬁﬁéﬁé
DEEHE FHETT DIRBE T FABER SN, YEEEC SV TRNAIThIVCER,
FEROAE - AEOBTHDM R RS AR ERIIRWE T SN,

£3 FHORGBE AT A —F

18 | gy | Gam) | Gumd | Gpm | o | g
| 3 mefke Q2W (35.? fo.s) (10.17?'264.5) (17.21%'333.9) (75.:){3171} (27.612._'i07) (42?17,'?27)
240me QI (512203) (1_5.22? ‘54.6} (25,311,1';7.8) _ {10.1_?354} (41 ?57,'?58) (62.11(,)2 87)
10 mg/kg Q2W (14'!7,9;.1 9) (51.62? ‘39.2) (79.9(2'?14} <33?.9§32) (181,1 ;/13) (23:;:7?86)

FAAE (5%, 95% %) . Q2W : 2B, Cos : FIEHRE- O 8 M FRE, Cuns - DIEHRSH#14
E B ::iﬁfj‘%%{&.@.ﬁﬁ”p?g%g\ Ca\'ng : %ﬁ@&‘@f&l“‘ﬂﬁ i'\fmj‘?‘j’gm?ﬁ*]}%g\ Cmax,ss . %’:ﬁ%ﬁﬁl:iﬁ
VDRI R Coinge © EBIRREICI T B EARMIE PIREE, Coss + EERRRICI T B M P



4. FRRIZHSWT

AEE L L THEANERE (2FRE) METLh THhAZ e, S%EELE
WK TE DB CHALERH D, TOLT, BHOTE @2 BE L BH - 45
BEL, FAOERSICLEEREER B L ABICHIST 52 2 RS8R D, BT
DO~POFT T EBlTHEICBNTERT 2 ETHD,

@ MERRITHOWT

D1 Fio (1) ~ B) OWFNBIHNTARRTHED I L.

() BEFBXNEIEET 2B ABDREEL RIS GRERT RS A B FEREIL SR,
Hgl2s AR L AU R . MBI ARl e ) CERC30 4E 4 A 1 DERR 1437
Ji 3%

(2) FRAEREBEIERE (LRI 294 6 A 1 HREAL @ 85 HEsR)

(3) FEAFRMBEIIETT AN ABEOEERR (PADRREERER, AR
Bk, DA B REEHEER L )

(4) AFACERERLHE U, AR L EFENE | AR EFRRENE 2 Ol L
CBRABHET> O Ak CER 2847 H 1 BEA 2540 hgak)

(5) PUEMEEEAR S ERMBEORRERIIEABHE AT TV AR (T 28 4 7
H 1 HERE ;1200 BERR)

O-2 EHHAYR D% U o EOERER URIERBEREO SIS o mik & &
BB (TROWTRAIZES T DIER) 25, SR EROARIZET 26D
HEEL L TREBER TSI L,

*®

o ERRFFIRER 2 FOWMBIHELRT LRI 5§ FULOBABRROBRKRIME %
fToTWHIZ &, 25, 28U EE, PAEBRELE L LIBRREEEOTHES

ToTWAZ E,

o EMEEEEE 2 FOPBUHEA R T LRI 4 FLL EOBERBRA A L WA
T, 9, 34ELL B, B MBS 0O A A BEYIGE A oA ML S O S
EIT-TnWAZ L,

@ BRENOERLERTEROEKHIZONT

PSR FEAEROS LR DNEMS 2T AR, FFEERLRE LB OME
R, ERELHITONAEHNRESTHAE I E,




® BIfER~DOHIGIToWT
@-1 MERREICBRT 2

MR REOEE R BIERARA LZERIC, 24 FREBERER O T, SR X
BRI BVT, BELUABERICN U TAREEKU CT FORIERDER|IZ &4
BARAEOBERY ARG L, EHICErRREG - THD I &,

®-2 ERHEEEIC L AFEESRNSICET BN

PDABEIZED 2SN M A U2 T rERESEEPEERE=2 Y 7
BEDEERORAS JV—= FRITOERE & FRE T TS 5 F— ARREH P E
BENTWBZE, 2B, BlEARIC>WT, BABRE L ZORBEIZTAIIRmENT
WA &,

@-3 BIEHOBEr-xISIcBE LT ‘

SIVEH (RIEMEMRSICN 2 . BEREARE, DK, ik, SEmmigE. KB,
RO, RN, ITEEEE, FURIREERE . RS, BiEE Bre
AR A A ), BIREE, Mk, BEEORERE. HIRMZERIE, infusion
reaction., SIS M MR SEBER (ITP) L BB ORISR, IR R HEME, DIEE (L
RN « RER - OSSN . R M) R LT, MR UL R
R o BEPRME 2A T D ERD & L (BIEH oW L TRER URIR A%
ERASEMEEHS L), EHITEURAEATE ZERHNESTHS 2 &,



5. BREXELRLBE

[ LM 5 F1E]

TRICHRHETABREL DO THAROBREREBREEINTHLZ Enb, BELT
bignhz &,

@

AFDOE I LIBBSEOBHERE D & 582

BRI ORI I 3V T FRICHE S T2 BF IOV T, RRO RS Shian

73,

L3

L g

O HBE BRI A WS IIIRY | HEICAREZER TS L EEBETED
Fﬂﬁi’g‘ﬁiﬁﬁ&%@/\fﬁﬂ-iﬂ%ﬁ@% "?5%

i s Wy 44 2 C VL A R D B AR B NS Bt D Bl A A 2 RO R M A 4%
#@%K&EfﬁkﬁkEM BE

B DR R OS, Base® L IIERTO B D aEERoEED
b RE

AR GEhRMEBiEL+ Sl OhHRE

ECOG Performance Status 3-4¢ “V (B35

[Hantt iz B3 »EmH]
D HFEOSAMEBEE T LY % U 7 IR AR O B35S 3 S e
DO AYR D H ) oNEREICB O TARIOFTEE R REN TS,

@ TPRIZEATDIEFLAT 2AMOBE R VAT ECSWTE, AROH LN
BHELENTELT., AROHEEHR LGV,

*

LR AR OBE
L OFIREEREA & R L TG S h o B3

W) ECOG @ Performance Status (PS)

Score e EFE

) 2 FERFEBTES, BEMEE L QHEFESHIREITAS,

. PHERIZIE LU EEIARIR SR 528, BRITARE T, BIEEVCE- TOEEIT Y I 5T 5
o BOEE, HREs e

5 HTERTESOFOR L O LT TN ERIZTE20. BHO 0% B~y FATED
.

3 Bt AanBEOmD O & Lo TE i, ARO S0% Fa~y R 7 f =F

4 NI, BAOBOEL O PIISL TER, FERILNy Ftg TR,
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6. BEZBLTHEETRXIIE I

@ ARSI, RS R R B SR S & A 0 B o DS IE R
JH D - I B R AR LT DT B Tk,

@ BEEGICEY b, BEXRTORELAGERERELFABRAL. RELH
THLBEETBIE,

B ERBHERO~RY AL MIoNT

EEER S H bR ZERH 50T, RFORGITEH > Tk, BRIE
e (ER RS, Wk, REVE) OMRER UM X MREOREE, BELr TR
WS DR, E. SEIZSUTHE CT. iFv—U—-S0REEEETD
ek,

A O EITEE® infusion reaction [ 2 TRARIIFORMIGEDOTE L
WAET- LTG5 2 &, £, 2 HH LI O AR 5851 infusion reaction
Bhbbha I bhonT, FEARG DT RUOERFEE-ETRIZ SA 8 A
VEBET AR, BEFOREL FIICEET S I, /238, infusion reaction &
WH LS, £ToMERERESEECEET 2 3 TREL T OBE
THIE,

BRI E R B b b T E RN H DO T, Al OB SRR R R 5 HE
W AR EE I FE IR AE R E  (TSH, 2B T3, MEME T4 FoOBE) #EMTD
&,

EFOEGEIC LY WEOREFIGICEET 3 & &2 G DA 2RO
RELbRAILENRES, BErobn-REelo, BRLULERIELL
B RG A E b BB A o RN L EEE U GEYIR BB A 1TV, IBEORE
R X AEHER S RPN D EAITIE, ARIORE TP, RUEIERER
NEVEIDBR S EERT Sk, B, BIBRERE OB L VEIE
HOSERRD HIRVESIZIE, BIBERE R o LIAD S OB
LEETAHIL,

P #T®% BN LEI AR L THLAHERRRBRT L2 B H D7D,
AEOBSHETRICLVEHEHORBRIZTAICHEET D 2 &,

| BOEERRGS (B 1 WIEEROR A Gl b Bbh, FIRAEMS FT - RA
EELZERHAOT, OB, Bl BHEEOERORBECMEED LRIZ+
SEBETAZE, 1 BERBESEOREESCEESERIEL, A2 ) 8
KOS OHERMBEITH 2 &, '

@ AFOBFERERICHE T, BEREND 6 B LANL 8B I LT, LRI,
BHBE S TERE TR RAR I LICHEYEOFM T T 2L E2BEI,
AFHR 5 P EYRICEERE THROEREIT I 2 L
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BEERMETA R4V
=R T (BEFHEBRZ)
(BFE4 : A7 VR REEE 20 mg, 7P —FERHE 100 mg)

VL2 959 A (R 3 04 8 AET)
BEEHBE
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1. FEBIZ

ERELEOHEDNE - BEMEDEROTZ DI, I XESICESO I AE RS
B D, SHIT, EEORFEHRNOESICL O, FUREIELZ X OSSR/ 58 /e a
FEESPARENLIHR T, INLOEEDLEICLE LB IZRMT 5 2 & AR
R L 2> TEY BREMEGEE & WEOEARTE 2016 (FiR 2846 A 2 7 MEHE)
REWTYH, #FHMNEERSOFHORBEEERXMA - L L AN T A,

PR e B ERR T, EEERRPRE SN T 0 7 v A ADRTEOERE LB 5 s B
MLEIERED, LoD, WIMERUCESHICETAERMA-FEET A £ oM.,
UERERMOBELRZT AL BMF S 3BF I SH LTHERTS & & LI, BIfE
RPRBRUBICLE 2wl d b B 2 L AT B2 —E O B &3 7= < [E RS o 48 1
TOHZEREETHD,

Lo T0 BAAFZ4 0 Tir, MBEELINETIELA TV AESIS -
MENRMICESE, UTFORRGORE2MEHAHET 28800 LEAEE, £
TRPEERELTT,

2R, ARIA BT A 0%, MSIITEE AE R SRR A A A B A
WAEMEFE S — A EEA A AREEARES R U HEA D ABBES2OWH O
b EERR LT,

ML HERS . ATV R AREHE 20 mg. 7 U — R AR 100 mg (— 8%
£ =7 (BT

MBELDBEIGIHE | BAACFEEE I CHE U R RELET BROEE

MHREGOMERURE BE, A =R GEETHRZ) & LT, 1 240 me
% 2 JEERR T AWERET D,

g B ¥ NIRRT DS




2. EARO%E, {EREF

FF DR T REERE 20 mg SO ERE 100 mg (AL - =R T (BT
Waz) . PUF. TAAFD . BB TERASHE AL Ly A ET VX b
AR AIAT (BMS) #) DPEF L7t b PD-1 (Programmed cell death-1) {ZXf
e M 1pGE £ /70— FAFETEH D,

PD-1 1%, FEMAL L7 U > %8k (THIIE, BM#IAR U F =2 5 40% 5 —T #ild) KUHE
BE ARSI 5B % CD28 7 7 I U — (T MRS OIEHEL A B RYICIE & RUZHIE5 557
FR) BT ASEETH D, PD-1 SRRSO KRS S PD-1 U A K (PD-LI
BIFPD-L2) LFES L. Vv SERICHIES 7T A2 B2 L TY VA ROFHCRES
CUCTE LT A, PD-1 U A FIZBIERARIREIANT v b O~ AR IEEHERIZJE 5
LT . EMERARBBRESOYIMN LSRRI S PD-L OFRLWROET
HIRY 2 ORI A OMBIERA S B = L ARG SR TV D (Cancer 2010; 116: 1757-66)
e BEMEE (B R O TR A AT A A L =T = H 7 (IFN-y)
Ik T PD-L1 OFEMASYE XN, BE L IEBEAICET S PD-L1 ORI LR
AETFHIR & OIS EOMRREMRS S D & OBE 1,3 % (Sci Transl Med 2012; 28: 127-37),
X517, PD-L1 A UEISE X 28 AN T, PFURSREREY CDS B T MIa 0l s
VEMEAHES XA S, B PDLL HUET PD-1 & PD-L1 L OFSRMET D & % OMl
%%%ﬁﬁ@@?é:kﬁﬁéhfwé\%@:&W%PDMD%UﬁyPﬁ%@\ﬁ
RS R/ T A b OB A FRT WA O—2 L LTEILRTY
7

o

AFL . EARBR O LS S PD-1 OHBISMERL (PD-1 U Z v FRESEED TRE L.
PD-1 & PD-1 U #H > FEDEAEMET S L0k 0., BAFUESRNYZR T HIIROE
P B UV AR IZ %3 2 %w%ﬁ%%%ﬁ%¢7’kf%ﬁ%&f@ﬁw%frT
TEAHRERENTWD,

SROOMEN S AFNTEMEEII T AH L RRERIC R VRS o i a N,
EERE A RS LR R L, Ao, REMRUBFESHER SN

Kﬁwﬁﬁﬁfk£0<ﬁﬁﬂ%fﬁm ARHEREN H &bk, HEXIZRTIT

LAEREMES & @ﬂ®&§$&0§§% i, BEOBRE ST BRESE
%bht%A ﬁ:%ﬁbt?%mﬁLtﬁﬁ%tﬂ&k%%%ﬁo@%k@#LT@
ARSI, REORERINC X AREAREDILOBEAITIL. BIBHE Y
%/ﬁ®&5#®ﬁ@ﬁﬂ%%ﬁ5%%%%éc



3. BEERARE _
W8 AALFHRESE I L - R YT R R e T - BR O S8 0 AT T 21T - 7
FREERBRORBY T,

[A #htE]
[E BRI 5 I FHEER (ONO-4538-123358) :
200 F O FEEERE £ T DR EIR RO RIS UL R O 1B G B R Ee 72 84T » B3
OEETRERESEE (EBHO P LA EEEEST LY LTS emlIZf B4 2 5
) BEAH (BARABER26HI %G, AREEB0H, 75 RBI636) 25,
TR BE L TR mgkeZ 2ARBR TARBIE L SOFOERTES
PR L7, EHEMTER Th A A FHM (PR [0s%ERIRET ) k. A
T5.26 [4.60~637] B A, 7T R T414 [3.42~486] VA THY | AFT 75+ FR
W LR PR B ARER AR Ui (- FH0.63 [95%(Z4H XM : 0.51~0.78] .
p<<0.0001 [/EHllogrank BRE] ) .,

o< — AFEE
0.9 - '

0.8 1
0.7 4
0.6

0.5 -

EREE S

04
0.3 +
0.7

O -

0.0+

H H

0 2 4 8 8 10 12 14 16 18 20 22

at risk ¥4 H$HFEER (B
ZEIE 330 275 192 141 94 &6 I8 19 10 & 3 ]
TdEpRE 183 121 82 53 32 16 10 4 3 3 1 ]



[Z 4]

OEWNFIHERER (ONO-4538-12 F5) .
A T ACHIEE 3007330 1 (90.9%) . 7T & RHE 135/161 1 (83.9%) IZR2H LI,
VABRE & OISR S SR T & 2V EEGAAIRE 141330 ] (427%) . TTEAR
2% 43161 il (267%) ICEH BRI, WTRAOBETRBLER s%U EORIFERIE TR

OEBOTHT,
#1 VWPRhOB TRESEN 5% EORIER

%g'jﬁﬁ'ﬁ TR e e EET
HAGE !
330 {7 161 )
(MedDRA/J ver.19.0) 4 Grade Grade 3-4  Grade 5 4 Grade Grade3-4  Grade 3
EBIER (i;_l?) 34 (103} 4 (1.2} 43 (267 7 (43) 2 (12
FH _ 23 (7.0 2 (0.6) 0 1 (1.9) 0
"wE 18 (550 2 (06) 0 9 (56 22
RN DU s T R SR
5 30 (9.1) 0 0 9 (5.6) ] 0
B 19 (5.8 0 ¢ 5 (3.1) ] 0

Pe s AFIBEC BV T B MBI R T 5 (2.1%) JEEUTBMREE/ X A< F—9 1 (2.7%) |
BB - TEO TR 44 (12%) . 1 TSBERRAG 3 1 (0.9%) | fFREHERE 18 ] (5.5%) .
B2 191 (0.3%) . FRRESAEREE 13 ] (3.9%) . #REEEE 10 61 (3.0%) . EHEER
= 1 ] (0.3%) . FHRAHEERE 17 (03%) SRS IERE 141 (0.3%) KU infusion
reaction 1 # (0.3%) M HALL, £, EEMENE, DHR. Bk, REMERD /R
W MESERERT . BIRRREEE, BREOORREEEE. MM - BERIR. ERR U LD IRRITEY
BT, ABIEARBRRII LY EROME TS BARERREZEL) 28
ERY g e f e



[ Wik - &)
AREOBEREMBEEFAEZHA LY T2 L= a it k0, KA 3 mekg (K
B|) X240 mg % 2 MM THE L BORMOMFPBES RIS AL, okt
B, KA 240 mg 2R LEBRORERIT, AH 3 mgkg 2L L ISOREE - i
LTEREEZRT L FHESNAZLO0, BAARABHFCEWTREESHBIA TV A
% AR (10myke % 2 BB TRE) TARIZ B4 U7 BRORE 8 & H# LT
EART LTSNS (FR) MAT BEOBBCEIT 557~ 1 &5%  AH 3me/ke
() 13240 mg % 2 BRGMKE THE L0 AR OREE & A9t it eHt b
OB A WA T DRSS E TSR S, S SOV TR TR R,
EREOHE - AEOHTHEONER CREMICHE BRIV E FHIE -,
2 AHOEMBIE ST A—F

wig | (o [ S T G T G T S 7T S
3 we/kg Q2W (35.523 go.s} (;9.1;?;’4,5) {17.21?'53.9) (75.1)], 31 71) (272':07) (42.7::'?27)
240 mg_Q_?'W (51 .71?:'?03) (15.22_? 54.6) (25 f:?.s) (10:1)_?254) (41’?5??58) (62.11(,}2 87)
10 mg/ke Q2W (z4é?§r9) (5L3?392) (7932?&4} (33??232) (E83};13) (23??286)

PEE (5%, 05%5) . QIW : BRI, Come : DA SO B MR, Coner - TEEE 213
BEICHT D RARME PR, Copne: HERSH14R HE TOWYMBEPEE . Cooe : EHIHE 35
D RES T PR Coinss + EH IR S RER BT, Cope : EEWIEL 531 2 T fas b

o



4. BRIZOWVT

RS U R 2 EEEE (RMP) (65 & | AHI ORISR K AVERERIEE~ O /) i)
W B MR TH - T, REIORESEHRBE LD - FE L, ARIORS LY ER
PREIER 2 B3 L BC RIS T 5 2 L B RE R UTOO~@0F TR
BCBNTHAT 22 THD,

@ MEzoWT

@1 FToo (1) ~ 5 OWFRLEEYT LR THL I L,
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