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BEERHEET A FTA v

=FRN<7 (BiaFHEBZ)

(BRA : 7 V—RRAEE 20 mg, F7V—RREBE 100 mg, F7V—
F R 240 mg)

~FE/ N R ~

SRR 2 92 A (&FnTsE 6 AETD)
B A EE

H&

Ui

FRIORER. TEREF

FE PR AR

HRIToO>VWT
BExGRL2HBE
BEICELTEETREHR

ON oo ciS g IS 1=

P2
P3
P4
P12
P14
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1. iXL®ic

EZELOFNE - REEORERDT-DITIT, BAXEZICE SO EERERIRD
bhad, &5, MEONZHEFROESC LY . FUEEER S X OEFNLIIRIERE
FEESSEZBINIPT. INO0ERL A RICLERBETRET S 2 L AIRRED
BELRoTEY BREMBOEE L BEDOEARTE 2016 (FRL 28 5 6 A 2 BREERE)
TRWTH, EFNERSSEOERORE(HEZRZZ L L ShTWD,

FREARFERRSII. REERACZEY 0 7 s A VEBREEOEER LA LR
RBZEBDD, TOD, AIMERTELMECET A HEES+SERT 2L TOM.
UHEELRORELZRZTD I LNPFINIBEICRH L TERTS L L bIC BIE
ARRRUEBRICLELRNEE & 52 L X2 —EDOEMZ K- EREE cHER
THRZLBEETH D,

LIchdo T, AHFA T4 0Tk, BEERERLINE TEHELN TV AIEFEEN -
NEMRRBICESE UTOERGOE#ELEREZHEET BN BNERENR, X
FRUOEBEEEL TR,

BB, FHA P74 4%, BSTEREAEESEFREHESHEE. ARHREABK
BEREEYS. —RHAEAN B RBERNRES . SEFEFEREANBFNREEZSRT
—RHEEA BARRRSEZSOBA D LER LT,

R LBIEER A7V RABBE20mg. 7P —RAFHE 100mg, 7Y
—AREEE 240mg (—RB : =RV <7 (BEFEEZ))

HELRIFRIEAR « CIBRTRERETT - BROH/NBIaE

HELRIPERVAR - BE, RACR=FALr~7 (BETHEBEL) L LT, 1E240mg
% 2 BB TREREET 2,

B R E ¥ NERETERARA

2. AFIOKER. (EHBF

AT — RN AREEE 20 mg. FATEHE 100 mg RORARRHE 240 mg (—BL @ =
Fn<7 (BEFEEZ). BT, FH &v3,) ik MNEFRETERNSL A S
Ly 2t TV RM -<wA¥—X R7A47 (BMS) #) 2BFE L=t + PD-1
(Programmed cell death-1) Zxt3 2 & M IgG4 €/ 7 v —FAGLHETH D,

PD-1 i3, WAL L2V v <8R (THIIR, BHRRUTF 254035 —T M) RUE
BEFAIMIC R TS CD28 77 IV — (THIROBMHLEHEBNICELRITHE TS
FB) BT AREEKTH B, PD-1 RAERTHMRICER TS PD-1 Y K (PD-LI
BRUPD-L2) ¢#A L. Vo - BRCMEEY 7T AR EELTY VS ROBHEGRER
AITRE LT3, PD-1 U H Yy FIRRBTHIELSMI & b ok 4 2EEARKIC KRR
LTRY. EHEGEAED LR LU-EEEGIZIBITS PDL1 ORRLATEOLETF
B & ORICADHEBEBRRH S Z L AMEIN TS (Cancer 2010; 116: 1757-66)
- EHRAERE CIHASSETHMREEELT 2/ v #F— 7= H v~ (FN+y)
2> T PDLI ORESFEIN, B8 L-EHEKICIT S PD-L1 OB LIFEO
AFEHR L ORI EOEBERREH D L OBE L H S (Sci Transl Med 2012; 28: 127-37),
& 5iZ, PD-L1 ZHEHFEHR S SAMBE. RURSREN CDS Bt T MisoMiEE
EHEZ BT E® 5, i PD-L1 HifkT PD-1 & PD-L1 * OKAEMAET S & Z O
EEEMLEETIZERRINTND, 02 855 PD-1/PD-1 U U2 FERIZ, H
AMARAHTURSREN: T >0 OBRELERT IMFo—o L LTEZ LT
e

AFNT, EERBROFER Y O PD-1 OMBISMEE (PD-1 U 7 FRESEE) ITHEE L.
PD-1 & PD-1 YN RLORBEEEZEETIZLICLY, BAREFENL, T Mla0E
PEL R O AMIBRIZ 0 5 MRS EEHE 2 5T 5 & & TR 2RBEDR 2~
LRI TV,

INbORAND, RAEMEE I 2F - ARERIZRV B L0 LHIF S,
R RE E XS LEBRRRE ER L, A, BEMROEFESRER S
hi-,

AR OEABFICES REDRERIGIC X 2BIERERH bbh, EEXIEIETIC
ELAREND D, FRORETRURE®ICIT, BFOEEZ TV, REXR
W HNFIBEICH, BB L FRIG UMM mR L BB 2 OER L EE L THE
RERBE ATV, BEORERIS L ZBMERAREDN 25681, BIRRERV
EVRIOREFEOEY OB EIT O LEVDH D,



3 FERCRLAR
DIRTREZEST - MR O/ MAIFE (RELEERCHERT LEE) ORBRICET
W%1T - 7= =R EERABRO R LTS,

[FaHE]

(R L)
OEANE N8558 (ONO-4538-05 3A5R)
77 F AR ETCEREELE T A YRFERZIB I/ IVHIXIERORFLEE
B3 (ECOG Performance Status 0 2 U0 1) 35 Fl&Riz, AFI 3 mgkg % 2 @RIFERET
AEFE L, TEFEERE THEEHE (RECIST A FFA4 2 L1 RICES H
HEIZ LD CR XL PR) 1X25.7% (95%ISHIRM : 14.2~42.1%) Thote, 7B, Fal
R E LZB#EIX 9.0% Tho 7=,

O EMARAE (CA209017 3R8R) (N Engl ] Med 2015; 373: 123-35)

T FTRA S EREE AT 5 URTERIB B/ IV XIIERORE LS
2% (ECOG Performance Status 0 e T8 1) 272 ] (FFIBE 135 #i, e & X®ABE 137
Fl) ERRC, FEZXEAESRRE LTHRA 3 mgke % 2 BRFAR CREHE L.
FEFMEEE THHLETHM (PRE [95%EEREM]) k. AFBET 9.23 [7.33~
13271 A, FEZFXEABT601 [513~733] YVATHY. FAX FEF>EAIZ
M UMHFRICERRER 2R L (N — R 0.59 [96.85%(E3H KR : 0.43~0.81],
p=0.0002 [FBH log-rank RE]) .

10
N
oe E “-.ll
o8 o
o
— 07 H
3 S\
Z 06
v b
e b ¥
Py 05 \_‘
=
3 0a S
s =y
% a3 = j TS
a2 =
(8] |
oo ——
T r - T
[ 3 3 L] 12 15 18 21 p23
Ovecall Sunaval (Months)
Number of Subgects at Risk
Nivolumnab 3 mo/kg
135 113 86 69 s2 n 15 7 o
Docelaned
137 103 68 45 o 14 7 2 (]

Nivolumab 3 mg/kg (events - 86/135), medum and 95% CT : 8.23 (7.33. 13.27)
Docetanel (events : 113/137), medwan and 95% C1 .01 (513, 733

1 OS D FRIRENT O Kaplan-Meier B (CA209017 3RE) (EE{ERL I =%

4

(FERTE FREE
OERSETERER (ONO-4538-06 FARR)
75 FFRRE S LCFERER AT 5ORTEZIB B/ VHITFEDFERFE LE
BB¥E (ECOG Performance Status 0 LUV 1) 76 Bl % X5:IT. A4 3 mg/kg % 2 BRI
TAREHE L, TEHMHEE THHEDHE (RECIST HA RZ 4 > L1 RCESHP
RHFEIC LD CR UL PR) 1X19.7% (95%IE8XRM : 123~30.0%) Th-7, 2B, F
BICRRE LI-FER 9.0% Th o T,

@S EMIERER (CA209057 FRER) (N Engl J Med 2015; 373: 1627-39)

75 FFRFEESTCERER A A T 5 URARRAIB B/ VA IHEROFRTE LR
BB FE (ECOG Performance Status 0 KUY 1) 582 il (AFIBE 292 #f. K& 4# X &/NEE 290
) ZxHic, FeEFFeA2dBe LTAH 3 mgkg % 2 BRFERTARBEL:,
FEFBER THELAEFHME (PRE [95%EBXMD) X, AHFFHT 1219 [9.66~
14981 ¥ A. FEZXEBAET9.36 [8.05~10.68] WA TH Y., FAIXFEFFENIZ
*t U FRICEBEREEE R LI (O~ — FH 073 [95.92%(S#E XM : 0.59~0.89],
p=0.0015 (&% log-rank I®RE]),

Lo¥
o_!l\.'-.‘

Piobability of Sunaval
= e P
W w

| -, |
01 |
0.04
Y T T T T - <
o 3 6 9 12 15 18 21 24 27
Cverall Sunvval (Months)
Number of Subjects at Risk
Nrvolumab 3 mg/kg
292 232 194 169 146 123 62 2 9 0
Docelaxel
790 244 194 150 m -] 34 10 5 o

Nrvolumatr 3 mg/kg (events : 190v292), median and 95% C1: 12.19 (9.66, 14.98)
Docelaxel (events : 223/290}, median and 95% <1 9.36 (8,05, 10.68)

[2 OSDREfEYT O Kaplan-Meicrdi#it (CA20905738) (R /%)



(PD-LIRFIRFAN DB R B M)
WA EMARR (CA2090173RB R UCA209057RBR) ICHAANRDN-BEDS L, B
BAARICIVTPD-LI 2 B8 L EBMRES S 58E (LT TPD-LIRER LV 3,)
KETAERBBONZ—HMOBEDT—F ICE-SE, PD-LIFBARINCRENICARNT
FIT o AIMERCEEEORERIIUTOLBY ThHoT,

AL TiE, RELEE T, PD-LIORERIZL LT, FeyFu sl
L TEFEE COSHER T HEMAFRD iz,

BT R TIE, PD-LIEREMI%ABOBEI N & A L IZEREKEOBR T
Hot= (FED,

2B, R ELEE. BRFELEEL LT, PDLIOKERICL LT, AHOEL2MET 0
T ANVIRIETH -7,

N ~—
s S g
o - - 2
'
5 | S ——k— — ————
" ' " (] " " " mn an n ] 3 [ 4 i2 15 “ n .- "
el tveas (et Froseat Sl (el
Aasmter of Sustyects  Foas Rambes of Sutyretr ol Aish
Navmiornad) ) myghy roveiumab 3 vg
- ™ W - " n» 7 ' W w7 A & 2 om . u
Orvatzee Sstunnl
(TS A S ) a x n 5 2 8 \om w owm a  w on 4 3
Navhansb J mpeg feveres  TR108) merdun ard @5% 1 104) 7 1 14 Jo; Nwclumab 1 mo¥q (svercs GBI1Z3) Medin avd P O 1715017 00 20 b3}
Doceunel trwerts 71011, metpn and 5% C1 1004 (738 11970 Docctaar (cvenls V1251, rmechan el #5%.C1 3017 70 10 5N
Nazard Rahio (Nwokimat 3 moiky Over Docerausl] and 95% T € 90 10 66, 1.241 = S s T i T Dlorias e T 0 M L0, B

3 CA209057 BB D PD-L1 FRERITD 08 OH BN O Kaplan-Meier iR
(2 : PD-L1<1%DBEHE, AH : PD-L1Z1%0AEER)

[Z 2]
(R L)
OCENE IR (ONO-4538-0538%)
#1 BEEHFS%ULEOHEE (ONO4538-0538)

Grade 2 Grade Grade 34 Grade 5
EIfEAEE R REE | ¥B REF I EER
(MedDRA 2 £ 5 SOC-PT 4350} X (%) HH (%) T (20}
RN 35 35 35

2% 24 (68.6) 2 | 5M 0 (00
ERELC R 2 (57
W 2 (57
P E 4 (11.4)
B SR R 2 (W)
Ll 5 (143)
TH 2 (57
Bl 3 ( 36)
—- M E S LTRSS R kR 11 (314)
BEs 5 (143)
FAHERE 2 ( 57
g 5 (143)
RERWE 2 92
i 2 (57

BWEEE 3 (229) 2 ( 57
TARRGR AT I N AT 25— E R 2 {57
i B2V TF o RAREF — B 2 {57
Ve izt b 3 {86 2 (57

MG LIRS 7 (20.0)
E7TImE 2 ( 57
fEEE s (14.3)
AREREIUESAREY 2 ( 57
B 2 (E5))
i ; 3 ( 86)
FmE ot — 2 (57
SRR ML TR 5 (143)
Ma 2 5y
ERB LU T 10 (28.6)
ES 59 £ 2 ( 57
faz::3 2 (57
RE 5 (14.3)
HREBRER 2 (57

EHid bME SN FFRE L, McdDRA ver 17. 17X IV CHZEFEX .
GradetXCTCAE (Common Terminology Criteria for Adverse Events) v4 B ZASBRICOGRRIZIE L 5.

eis. RIEMERRA 261 (5.7%) . KBK - EEOTH 241 (5.7%) . #EEE (¥
T v NL—EEREFE) 351 (8.6%) . FHEBAEREE 2 41 (5.7%) . FUIRIREEREREE 3 6
(8.6%) . BIEMRERESE 1 61 2.9%) . BHEEEE GRETHEMEERS) 161 2.9%)
K ¥ infusionreaction 2 f (5.7%) B bivic, e, EEOKEEE (FREHBEIRE
BEE. SHAH. BRARS) . TREEEREE, | OERRA. Bk, BEHENE.
Bk - BB, 5 EIBERRVLHRIIRD bhiedh ok, AEWEARBRRIIIEEE
% (BRBREERELED) 2EULEHBERERT,



OB EIERR (CA209017R%) (N Engl J Med 2015: 373: 123-35)
#2 BERN5%L EOBIEA (CA209017 38)

Grade £ Grade Grade 3-4 Cirade 5
B{FREE EH REX | BB RHAE | BR RBHEY
(MedDRA (2 L5 S0C-PT 21D K (%) & (%) FE o)
HERER 131 131 131
2k 76 (580) 9 ( 69) 0 0.0)
WiBnRE 24 (183) 1 ( 038)
FH 10 ( 76)
B 12 ( 92)
— - S RE B LRSI oRE 41 (313) 1 ( 08
& i 13 (99
B 21 (16.0) 1 ( 08)
RIS R 18 (137 1 ( 08)
EREGE 14 (107) 1 (08
AR LU S N 17 (13.0)
A Ei 7 (53

B LMESNI-HERRLIL, MedDRAver 17 U BWTHRBEX .
GradetXCTCAE (Common Terminology Criteria for Adverse Events) v4ic# U 3,

2P, EERES 6 6 (4.6%) . KBR - EEOTH 116 (84%) . HEEE (¥
T RU—ERREE) 134 (9.9%) . APEEEREE 4 41 G.1%) . FIRAREEREREE 5 41
(3.8%) . BEEE (RATHEMTRS) 461 3.1%) . EEMENE 1 # (0.8%)
E O infusionreaction 1 il (0.8%) AR Lz, . BEEOEEIEE (FELREIRAE
BRE, ZWAK., BRAEES) . TEAEEEE, BITSERSE. 1 BERR. K,
iz - B, B EIBEARVLHBREIED bidrof, FEEARBIRREIEESF
£ (BERETEEEE2ED) 2 S30EHERLYTT.

GERTELEE)
OEANSEIHERE (ONO-4538-06348)

£3 BEEIS%RLEOBIER (ONO-4SIS-063R)

Grade 4 Grade Grade 3-4 Grude §
BIfFHEE BB RRE | BE HRE | ¥E ERE
(MedDRA 12 55 SOC-PT 4r80) XK (%) H¥ (%) 5 (%)
HBEK 76 T 76
=i 64 ( 84.2) 16 (211} t (0.0}
S g (1L8)
FURIRBERRIE T AE 7 i 92)
] e 26 (34.2) 2 ( 26)
R 5 [ 66)
TH 4 [ 53)
Bl 4 (105)
oMz 4 [ 53)
(43 4 { 53)
—R - 2 A REE IS LU SR A O 9 (382) 1 (13
% 9 (118) 1 (13
B I (145)
bl 1 (145)
L35 1% (237) 3 ( 39)
Yo ER B 6 (79 2 [ 26)
REBIUFREE 17 (224) 3 [ 39)
{EF o AmE 4 ( 53) 2 [ 26)

Grade & Grade Grade 3-4 Grade 5
BT H™TEA B RER | ¥ BEE | e e
(MedDRA 12 ES S0C-PT #8) % (%) =¥ (%) = (%)
HREXK TH 76 76
2& a4 (842 6 (21.1) 0 (0.0)
FrECMiB 11 ( 14.5) 1 ( 1.3)
PHEHTWRE 10 (132) 1 ( 13)
FEtEEN 4 ( 53) 1 { 13)
PR, BNt L UGEMRE R 12 (15.8) 4 ( 53
ik 3 3 4 ( 53) 2 ( 26)
B RE TR 26 (342) 1 {13
EHBEAE 6 (79 1 [ 13)
33 11 (145)
o it 4 { 33

BN LB SN - EEERLIT, MedDRA ver 170J5 AWVCHRLEX .
GradetXCTCAE (Common Terminology Criteria for Adverse Events) v4 B A&FERICOGIRIZIE L 5,

B, MEMERREBA (53%) . KBE - EEOTHSH (6.6%) . HEEE (¥
VoS L—SEREEE) 106 (13.2%) | FPRREREE 51 (6.6%) . FURBEAEREE 1041 (13.2%) .
BIBHAREE 6] (13%) . BEAEEST (ROTHEMEERS) 44 (53%) & Uinfusion
reaction 381 (3.9%) BB/ oM, (-, BEEOHBEEE (BUSHERIERE. SWHAL
B, ERAES) | TEAEERS, 1BERR. R, SEMRENE. K - BEERE,
58S BERBEVLBRITRD s ol, REEARBRRITEEESR (BRREE
BEZED) #E80EERETT.

QWA EMMERE (CA209057 RER) (N Engl J Med 2015; 373: 1627-39)
#£4 RBEARHS%EORIER (CA209057 RR)

Grade £ Grade Grade 3-4 Grade 5
BIfEmEE RE RRAE | ¥R REFE | RE R
(MedDRA |2 5 50C-PT £8) % (%) =8 %) ¥ %)
HibER 287 287 257
£k 199 (69.3) 30 (10.5) [ (0
laFes it = 24 ( 84)
BLRIRBEARIE T AE 19 ( 66)
W B 74 (258) 4 (14
T 22 (k) 2 i on
Bl 34 (11.8) 2 { 07
LG 15 ( 52)
—N - S AMER I TR ERN ORE 90 (31.4) 4 i 14)
BHE 29 (101 1 { 03)
Y 46 (160) 3 (10
RBESIUSREEE 43 (150 2 {on
frEkpiin 30 (105)
RS LSRR 36 (125) 3 (¢ 10)
B 16 ( 56
BRI ORE TS 60 (20.9) 3 ( 10)
EOFELE 24 ( 84)
R 27 ( 9.4) 1 ( 03

EBD L ME SN HEERA L, MedDRAver 17.UEFRVTRIFER 2.
Gradet3:CTCAE (Common Terminology Criteria for Adverse Events) v4{ZH#E L 5,



28, FMEMMERSE 106 3.5%) . KB% - EEOTH 22 41 (7.7%) | #HiEEE (¥
T v NU—SERREE) 26 61 (9.1%) . FPHEEEREE 1561 (5.2%) . FRIRIRBEAEREE 27
Bl (9.4%) | BHARERS (RMEEHELBRS) 76 (24%) | Bk - 8L 1 51 (0.3%)
B Rinfusionreaction 8 & (2.8%) NJB|W LN, T, BEOHNEE (FEEIRE
GE, SHAK, BERRES) | TEREERES. BITREREE. | TERR. BER.
BEEGEHE, 5& ) BEREVLHRITRD bhizd o, REEARTRRIIEES
% (BEBREERE250) 2E0EHBERETT,

10

[ - FHE]

AR OHEMAEDBHREFAERALEY S 2 b—Ya ik v, 53 mgkg (&
E) Xid240 mg % 2 BREER CHRE LZEOARROMBEPRESRN Shi, O/
B, AH 240 mg ZHE LEEORRBEIT. A 3mgke 2 RE LEBEORER L B
LCHEEZTTLFASN L0, BRABFIBWTEFESHER SN TNSA
¥ - AR (10mgke % 2 BRBR CRYE) THAAZEE LZEORER & ik U CEE
ERTETFRENE (TR), M2 T, EROBEICE T 57 —FITE-IE A 3 mg/ke

(fhE) Xi2240 mg % 2 BHEMBRTRE LEBEOEXFORER L FEIT LS
OBEEZBAT IBRERST T APBESI N, YEBEC OV TRERIThN IR,
LROAE - FREOM TAMMERCESICHBELRZRI 2V EFRIS L,

%5 FAOKBBIE ST A—F

- AR Crnax Crindi4 Cavgdia Crmaxss Crmin.ss Cavgss
(ug/mL) (pg/mL) (pg/mL) (ug/mL) (pg/ml) (pg/mL)
3008 QW | 553 208 | 107269 | 17239 | Gsom | Greion | wat 12
240 meg Q2WAIII 51.712._103) ( 5?2?354 8 | @5 3:417.8) (10;,5 354) (41857.'fss) (62.11(.)91 87)
10 mefkg Q2W (14;,9 :1119) (51.(;39 2) (79?(3'?14) (33?? 232) (lsi.1 ;13) (233.7;;6)

(5%, 95%A) . QW @ DMBIMIER. Cre: MEHESEOEBOAFPRE, Cuoas: HEREE
B BB 3REDHDPRE, Copns: AIERERI4E B E COTHMBEPRE, Crxs 1 EERIBICE
FABREOPRE,. Cons : EERBIZBT 2RBMBEPRE, Coes : EERBICHT 2 M EF
WEE

11



1. BRIz T

EBEMEE L THEHRERE (&FFE) SBELhTWHILrb, YTRELE
PICEBTE MR THOIMNERSH D, TOLT, FFADORENEN2BE LW - &+
EL. FROREICL Y ERREWERZRA L ABRIRE T2 Z L BABRERD, UT
OO~@OTRTEHETHRICBVWTHERT A& THS.

@ ®EREITHOWT
@1 TED (1) ~ ) OVWThIIHLTIRRTHDI L,

() BAEBBRERBET 525 ABREBILRRES ERERTRS A BIEHIL R,

HUg A A B ROEREILARRBE. A A BB L) (FRR 30454 A 1 BREA 1437
IEaR)

(2) HEMEemb: CERR294 6 A 1 ARA - 85 HERR)

3) FERRAENIEET ZNADREERRE (BADREER TR, ADRESE
BB, A BROEEREERBR Y)

4) SEEEREEEZRE L., SRMCFERENE | ISR EREMNE 2 OfEsrEE
IR B BHET> TV AHERR (EA 284 7 A 1 HRRR : 2540 jEik)

(5) MEEFANSETENEOBRERIEIBEET> TV AR (FRR 28 4 7
A1 BREA @ 1290 #EER)

O-2 MEOLFRERCBHERARBER OGN+ 72508 L BREFOEM (TR
WEFNHNICEY TS EM) B, SRBEROFRICETIHROREE L LTRESL
TTWa8Z L,

®

- EMAFREE 2 FOTHMFEEZET LI 5 EU EORABROBEKRFESL
ToTWBZE, 9b, 24 LI, BAKEEL2 X L LEBKREBEEEOREL
fToTWsZ &,

- EMGSHFRE% 2 EOVMPFELET LB 4 FULOBREREZAEL TS
Z &, OB, 3FEULR. BEORARMRE L S ORRERFOBKRIEZTT>
TwWasZeE,

@ BEAOEEREREBOKFIZOVT

EXLERTRCHET I REERRB S h, RELENLOBFRED, AHE- R
2HERFOFROTERVEMEICHT 2FRIEMR. FFERERELICRGORE
5. EREPHIITOR D EHRIAE-TVWB T L,

12

@ RER~OREIT W
@-1 KRB 5 EH

FEMERERSOEERBERASRA LI, 24 BEZREROT. HHHERX
IDEHERIZEV T, BELZEWER TS CTARERR O CT £0RHEA OB &
ELREOCERESYAFIALN. ELICHSREZEHPIE->THEI L,

@2 EFRFEFEIC L 3AEERAISICHT 5 EH

BABRCED 2 EMH2ARETEREEE T 2 EREEESBIERAT=2 )7
BEDEERORAS ) —=V FEITVERE L ERE XA TE 5F — LEREHISNE
HEhTwBZ L, 2k, BREEHIZOWT, BARELZOFRICHFICAMENT
waszék,

@-3 BIfERORBETOHCBIL T

BIER (RIEMERRAICIA ., BEHENE, LEL. HR, SEHBIRE,. KBk,
HEOTH. | BERF. AL, FrseREE, . SuBER, RiRIMERES,
TEREPERES. PEEE. BEE (Br2 -  ROTHEMBRRAZED). BIBES.
Bige. EEOKRBEE, HIRLBERE, infusionreaction, HELRMKEE. MRAR
ERRE. . BEORERS. BREEE. DBEE (LEMS - Rk - DEERS
IRES) %) LT, YEBROLEEREEOEMMZE T oEM L EK L Bl
ERAOBE-OHEIZE L CTHRERVCXBE2RT bha&Hch 5 I L), EbICEIR
WBERTEDEFPE-TNWDZ L,

13



5. R rBE
At B4 5 %E]

0]

TROBFITENTEROFMERRIES L TV D,

o FIFTHAZELCFREBRY AT AURTEALIB B/ VHAXIIEROR
FLRERE

o FIFFHARELCEREETATIUBRTNELIB HI/VERXIIEROHE
RELEERE

2B, #RFLEE CEGFREGTFEREUIIALKBR A BETHBEREITE VL TIX,

EAjE UCEGFRF v % ¥ v FF —¥EHUIALKF v X% ¥ o - —ERER O

BEREZET 585,

TREICH YT 5 BEITHT 3 FAORERVERFHEICOWTIE, FROFSME
BRELINTELT, FFOREHR LRGN,

o (EFERERGROBE

o TRAEBhIRE

°  fLoREBMEREA LR L TRESNSBE

FEZRAA RS A (AAEESM) 128V T, ECOG Performance Status 0~1
®ED 75 &Ll k. XiX ECOG Performance Status 2 &V D BE Tix, £ 3 #AHER

(FE&XENE) OBRAREBHERINTEY ., 77 FFRA o6& RHEREITK
WEEDEREN2WT—ABH D, ZOBE. 77 F T HBAORERAZ L BE
3 HRFUEAEAI COBEELHT5RECBV UL, AFOREL2ERTE S,

AENTENFMHERRICB VT, RELEERVHERELEEOVWThOBREICER
WTH RS 3B L TESERRIEE N TWS, EEL, kRFELEED
BETH, PDLIREARI LV FHUOBARANRR D Z LBRFRERENDIHRESBHF
RTWBZ b, ERFLEEEOCBEIZBVTIIPD-LIEEAE LR LIZETE
HOBRETEOHB 2T 5 EBZE LW,

e PD-L1 BEREBR 1%KETHD I EBERIN-HFRFELEEREICBWVTUL,

D ECOG ¢ Performance Status (PS)

Score

R

0

L FEL ERTED, RRNLALAREESHBLLTAS.

HEMICE LV ERIEIREN S, FTARET, EIERTE- TOERILTI Z L2 TES,
Bl EFE, FEES

BSTECE OO Y O LR STARESERIR TE Ry, BP0 S0 ER-<y FATR I,

BLhESogoE) 0o L LivTERy, BRo siwbl b~y KTt =+,

1
2
3
4

ZCMTAY, BHFOROEY O L2 TR, BRIy FhEF TR
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BAl. FEZIFEAZEOXRDSORBHERAORS ¥ BXT 5, &Y
_RAT7u ) X<7 BEFEEZ) 02 =F2HE (BR5t4 : PD-L1THC
22C3pharmDx [#=1] ) XY PD-L1 RERZER LR FELEEORE
ThoT, FHOBEFE (IR5E4 : PD-LIIHC28-8pharmDx [#2 ) X5
BRESEERBEICE. UTOXREL2ZB AR OREONELRFTTE
5,

XERE)
+ Andreas H Scheell et al. : Mod Pathol. 2016; 29: 1165-72
+ Fred R. Hirsch et al. : J Thorac. Oncol. 2016; 10.1016/j.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

[ZetkicE+55H]
O TREZLTIEEFOVWTHFAFRORESERLEINTWDZ v, BEZ(T
bznz k, '

AR ORI LIRBEDBRREEOH 5 BE

@ BEAOFMICBVTTFREZEY T 5BEZ O VT, AR OB SEI#ERI AR

7.

LORRBIRES ZWIBAICRY . BECAREERATHIZIL2EETES,
FEERMEADOEH UIBRED H D BE

MBS ERRE CREE 2R 5 BH R UEEH O BURRMIE I -OR YL Em %
ZOMTREMELBZONDBE

BCARERROAH. XBMHAZE L IIERM D 8 CRERKBOEERED
HHBE

BEBEE (ELRERBEELED) 0bhIAF
BEORLRXIBEE*ET8E

ECOG Performance Status 3-4 &P DB

D it MORBHEEESORSECOVNT, BR, HERSIHN TSI Lo, BRENE: 2
SBEAORROBTARH %, EFESE LREY LUNShLEE GHEBR) oV TIXEDRY
T2,

15



6. BEBLTHEET ¥R

O BAXFFICMZ ., BEBEEENRET 2BH8FICE S AR ORKFMER U ERE
BOSItnBERERE+SICEBR L ChoERTIZE,

@ BEBWRICEL, BEXITORRCEDERVEREZ HHOBAL. AELS
THhoRETRIZ L,

@ FRFLEBIBVTIL, PD-L1 BRELHER Lz ETFRAOREFAIELHE T2
TEMEE LA, PDLI BRAERER TERVESIC., AROERAOCET *E
M L ETRETHZ L,

@ ERBWEAOX VAL MEDNT
- MEMEREEDLDNDZLBHHOT, FFOREITH > Tk, BIRE

R O(FEREREE. k. RAE) ORBRUMEE X BREOEESE. BE% 154
AT 2k, ¥, BEDRCTHE CT, MF~—b1—S0OREEFEHT S
.

o FXHOEEIIEED infusion reaction XX THREBHI+H 2L OTE DU
EEIT -l LTIt T 5 2 &, 7.2 B B LEOFRFE SR infusion reaction
BHOPLNEZZELHDDOT, FRREFRCAFEEETRIIAA AT A
VERET A%, BEORBETSICEETHZ &, 2B, infusionreaction &
ERLEBECE, £ETORBERERSELICEET 2 ETHREL 8L
TAHz L,

o HFRBEBEREE, TEESEEFERVEIEEESHLDLD ZLEHAHDT,
AF O 5 BRI R U 5 4R I ERSIC NS IERERE  (TSH. 28 T3.
HEHE T4, ACTH, M anFy —L%E0PE) 2ERTH &,

e FHOBREZLY . BEOCRKRERISIKERT S LEL LI DHs REBCRE
BHLPORBZEBHE, BEBPRDONEHEITX, BRLEBRIIS L
HMR 2R & R OER L EE U CGEDRERIRBE 21TV, BREDRE
RS X 3BERAEDN B3 HAIIE, AFIOKREX IFE, RUBIBRES
NEVRORESZERTHIL, 28, BIBRESNVELOREITEVEHE
BOMERRD bRR2VEEICIX, BIBEEFRVE Y U ORERFIF OEM
LERT S,

o BEHRTH, REM»OEVARBL TrLEWERARERTA LB H5D,
FHOBER TR BRERORRIC+HACERT 5,

o 1 HERF (BUE | RERFEET) BbHbbh, BRAES M7V F—UX
WEZZERDHZOT, OB, Bl IBHZOEROFEELMEEED LRIZT
HEETHI L, | BERFMRDNZBAICEIEEEZRIEL, A RY B
FoOBRESEEOFERABEITIZ L,

® AROBKRARICENT, BERE?D BB, T, RE5HENIL 15
B3 3 AR EET Z L CHPHEOFEEIT > TV Z L 2BEIT. AFREPT
EHOICERRE THROBBEETO 2 L.

16

(&) B
HE. HERE, BREMEL22BEROZEEH

<REFFENVPERL2DBE>
ERRAEHOHOLHSBE
BIELEHL TV BBE

REASE UBRREOR DN D BE
FERARACEEEOEEROH5BE
FRXIIERL TV A FTREEDH 2 BE

< FEZFEABEERELR2BE>
FHAROH 5 BE

PR M2 I BRRERE D 3> 5 BE
FEECHDBE

BEED0HIEE

BEOHDBE

HIRT 2 R0 H5BE

< FEFFEAOEXRZBWER>

R

vavZER-TF747%v—

BE. FrRL. SRS

SHEERL

FEIE MR . BfRAETE

DAL

EEEOENEEREEE (DIC)

BERL. BBHMn. EhntEXBr. XBx

A VA

BMERRIR I SE BB

=393

FEREESENREGRE (Stevens - Johnson SEMRRY) . FTEMREBEIEE (Lyell FEREH) . SR
LFyRF—T BB, #IE - T

LEFEE, BRMLERIE

YT

RHRHRNE R EE D UWFEERE (SIADH)

EEZOAREORBR, LEK., FEHEES, NEOHAREORMEEDREE, Radiation
Recall B 5
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EERHEET A KT A~
=FA<T (EETERZ)

(B4 : 7V —FRFEBE 20 mg, 37V —FREBE 100 mg, 37—
R AT 240 mg)

~EEREH~

¥Ei2 92 A (FiouéF 6 A BeET)
B EE

BXx

IXCHIT

FHORE. 1EFAEF

FEER AR

HERRIZ oW T
BENRLLRIBE
BECELTERTREHE

AT O

P2
P3
P4
P19
P21
P23



1. XUwIic

EREOFE - REMOREGEOTZDITIE, FRIXFELESWEERERNSRD
bh5b, EHiT, EEOFRZEHROERICL V. EERERLL Y oEFALRFRERE
FEELPERBINIFTT, INOLOEESH*RICHNERBECREET S Z L BSBRED
BEL - TRV BREMBGEE L WEDEARFTH 2016 CFEK 28 456 A 2 BREEBRE)
ZBWTYH, EFNERASOFEROELEEZRLZ L L EINTWA,

FRERABFERR., EREAREEE T u 7 7 A VAEEOEER L AL MR
RBZEBHDB, oD, APHHERCEEMEICET 2 BRB+H4ERET 3 £ To/.
UHEERLOBEZBIZID I EPHGINIBEICHLTERAT S L L HIT. BIE
ARRRALEBRCHLELRRREE &5 2 BT —BOEG 2R T ERKE CER
THZEPEETHS,

LB oT, FHA FTA T, BRBEESINE TRELN TV AEEESRS -
AEHRMBIZESE | UTOERROREREREZHEET 28RN O MNEREN, B2
FRUCEEFELTT.,

2B, BAHA FTA4 % MMTHEAERLERBSRBAEE. ABRHAEBRAEER
BEREEYS. —BEEEA B AERARNES R CARMEA B AR ZE20WH
Db EERLE,

WL PERR A7 V—REREHE 20mg, A7V —FRABRE 100mg. 77
—RABEHE240mg (—R% : =FL~7 (EEFRERZ))

HELRAPENIHE - BERAE

HABLRAAERCAR  BE. RAKB=R V<7 GBEFEBKL) LT, 1[E240mg
Z 2 ERERCARGHET S, L. ENEAEICRIT 3R
WEIRIEOB AT, 5T 2 VARETET S,
BRYOBRTFRELERBGEIZN LTS Y AT (BEFER
%) LBERT3EAR. BF. RARZR=R <7 (BETFHER
%) LT, 1[E80mg % 3 BRERMKRT 4 BARKEET 2. 0
%, =RNV<7 GREFHRKEZ) LT, 18240 mg % 2 @A
FIRR CAERET 5.

%R EE NFRRIERISHTE

(&%E)

EMEAREICET A YR AFESHEEROmg(—RE A Y AT BEETFHEEEX))

OFREXIIDHR. ABERUHER

Zh BB X i % R RIGYIRARLBERAE

AERUCHER: B, RARBAYY AT (BERFEBRZ) £ LTI1E 3 mgkg

(KE) % 3RMMRT 4 BARGET . 28, tLoREEEE
R PEAT AR, =FAA~7 (BEEFREX) LIERTD 2 L,

2. FFIOBHS. FRMA

F TR AR E 20 mg. FATEBE 100 mg RCRAFHE240mg (—R4A - =
RA=7 (BEFHERZ) . BT, (FH v),) i1, IBRSTEGRESH L A4S
Ly R @TVA IV —X A7 4T BMS) #) BEFELAE + PD-1

(Programmed cell death-1) =345t R IgG4 €/ 7 v —FAEETH D,

PD-1 1%, L LY 35k (TR, BMRRCTF=2I50%7—THR) RUE
BEAMRICRET 5 CD28 7 7 I U — (THROEHLEHBNCELAICHET
FE) CRTAEAKTH S, PD-1ITHEETFHRICFEET S PD-1 Y ¥~ & (PD-LI
BUPDL2) &AL, U SERICHFIEY ST AR EEL TY v 3ROE(LIREE
BICHEHLTWS, PD-1 ) F ¥ FIIFUREFARLSMNI  F ofkx ZEREERICER
LTHY, EECEAET» LURLZESHEZIIR TS PD-L1 ORRLFEROAF
HR L OMICADHEEBRERH S Z L BABE SR TS (Cancer 2010; 116: 1757-66)
i  EMRAEAE CIHESKEE T HRSELT A ¥ —Tzu < (FNy)
X ->TPDLl OREAFEHESN, BB LIBEEKICHIT S PD-L1 0RFHLIFHED
AR E ORICEORBEBERNH 5 L 0#E L H S (Sci Transl Med 2012; 28: 127-37),
= biz, PDL] #MHFEHRSCLSAMMRZ. RRRES CD8 B T MlaoMas®
EHE BB ER S, H PD-L1 HiiATPD-1 & PD-L1 L ORESEMAET S L TOH
BEEEREE TS ZEBTRENTVWS, EOZ L2 5 PD-1/PD-1 Y H v FEEIL. 2
ARIBESHERSENZ T M, OBBELE#T BFO—E LTEL LR T
23

AFZ BERROFBFEH O PD-1 OHIRRIMAI (PD-1 Y F > FRESHER) ZHEE L.
PD-1 & PD-1 Y HV FEORBAZMAETHZ LICL V. BAFREERNL: T RO
HALR OB AR R 2 MBS EEE S MR T 5 2 & THENLREEDR 2T T
Z BRI TV D,

AR OEABFCESCBEORERISIC L 5BERERH bbh, ERXIIFECIC
FBAREMERD D, FRORGPRUBRERITIE, BEOBREL THITT. BENRE
D LNTIFE I, BR LTI U MR8 L BREF-OEM L EE L Tl
MRENBIH LTV, BEORERIGIC X 2BHEASEDN S HAITE, BIRRESRV
EROBREZOEIRNELTT O BERSH D,



3. FRPERLE
EREEORERFICMZ T - EERERAROREEZ T,

[F3htE]
OENFEIERER (ONO-4538-02 FAER)

EHnTy (BT, IDTICI &V ),) IZ X BICFRRER S H 3 5 RGBT R T
B/ IV X IIEROEMRBEERE (ECOG Performance Status 0 U8 1) 35 Bl & X RIZ.
A 2 mg/kg 2 3 BEBR CABRELL, FTEFMHELE THIEHE (RECIST A

KT 4> 1.0 BRICES < FR|FEIZ LD CR XiZ PR) 13 22.9% (90%EFXMA : 13.4~
36.2%) Tholz, ek, FENIRE LBEIX 12.5% ThH- 7.

QOEMNFIHERE (ONO-4538-08 3ER)

(LERERBROBIBYUBRIELTHN/ VA IFEROBEERAESSE (ECOG
Performance Status 0 & O 1) 24 #2512, A% 3 mg/kg % 2 BREIMR CARBEHE L.,
TEFMEE THHEDFE (RECIST HA FT7 A2 L1 JRICES PRAEIZEL S CR
XiE PR) 1 29.2% (Q0%EHEER : 16.7~45.9%) Thotz, B, FANCRELHA
EiX6.0%TH-oT=,

OMESNBIAERE (CA209066 AZR) "

v-raf = 7 AHEY 4 L AEREFEYHRER S Bl (LT, [BRAF] £\ 35,) V600
ERORVLERERBRORIGURAELZIN/VHXIBROBERAERE

(ECOG Performance Status 0 J2 U% 1) 418 £l (Z<AIR¥ 210 #. DTIC & 208 ) Z%FRI,
DTIC #xBR & LTAHH 3 mg/ke % 2 BRMRCTREHE L L EOFMERVEEME
EREILE, FEFAMER THIEEFHM AT, Tosl & 5,) (FRIE [95%F
X)) ofRRTERT. AFEX NE' [NE~NE] % 8. DTIC 8T 10.84 [9.33~
1209] FATHY. FHNT DTIC 1T/ LEHENICHEEREREZ R L (~NF— Rk
0.42 [99.79%f5HEM : 0.25~0.73]. p<0.0001 [/E5Ilog-rank HRE]. 20144 6 A 24 B
F—FH v bFT),

£ WERE LT, A

—A— AW
~-Q-- FhIISTH

0.1+
0.0+ . . : - .
0 3 6 9 12 15 18

at risk@ £ (R)
XX 210 185 150 105 45 8 0
HhNiUB 208 177 123 82 2 3 0

1 OS @ Kaplan-Meier #ift (CA209066 3B

OHSVEIRRE (CA209037 R&) ?

Ay s~ (BEFEEL) BT, 1V A<T) EWVH,) XidBRAF REA
FEUCEREREZ AT ARBYRARLZIYP/ VX IFROBHERCERE

(ECOG Performance Status 0 &2 TX 1) 405 il (RFIBE 272 #. {LEHEE (DTIC Xix v
RISFLERT Y EXEAL L O BE133 41) 2RRIC, LPRELHIBLELTE
#3mgke & 2 ARIFBRCTARRE L & 2 OFMERUREEZHRE L, TEFHE
HA THDEHE (RECIST HA FFA 2 1.1 JRICE-S < FRUFEIWC LD CR Xt PR)
ZOWTHFINEE SN RO 120 a2 AEHTHRER & U TPRBAT 21T /R,
FRIBET 31.7% (95%IEFAKR : 23.5~40.8%, 20145E3 A 0 BF—FH v b27) T
o, R, FRNCEDROBEIIREL TV A1-T, b I —D>DOEEFEEE T
HD5 08 (PHRME [95%EHMXMA]) iIT>\T IR FlDA <> b FEL) KT THREENT
T o TekE R, AFIBET 1547 [12.39~NE] # A, {LFHEH T 13.67 [11.50~NE] &
BTHY ., AR ERIEICK LR ENICERRER 2RI 2o (nF— K
0.93 [95%fS#EXMR : 0.68~1.26]. p=0.6299 [REHI log-rank BRE]. 20144E 11 B 12 BF
—& B b7,

GENEIHBRR (ONO-4538-17 RER)

L EBERBEORBYBRAELZIH/VHEXIBTROEHRAEEE (ECOG
Performance Status 0 T} 1) 30 FlZESRIC, FF LA LY AT 26H (LT, T&XH
+AEY AT EWI,) BE L, TEFMEEE CHHEDE (RECIST VA KF



A VR ESCPREEY FACR VT PR T 333%(05% SR - 17 3~ 8%)

Thol, 2B, BANCRE L-HEIX23.8%Tho T,
*: KF | mgkg (KE) LA YU AvT 3mgke (FE) ¥R B 3 AR T 4 EARSE L%,
FH] 3 mg/kg (HE) % 2 BRI CAREE Lz, SHRBSRICEVTL FRAERIICRS L,
A EY AT RARORERT 25 30 SUEORBL BV CREZBIELE,

®©WESEIHERER (CA209067 HAR)

{LFEFERIBROBRIGURTREZIY/ VHOEERAEAE (ECOG Performance
Status 0 ’RTX 1) 945 il (FF+A LY A=T"#H 314 . AFB 366, (Y LT
3158 2RRIC. A Y ATTREEZHBL LTHEA+ A VY A TRERTAA
BEOFHER GRS BR Lic, TEFMEE TH 3 0S (PRI [95%EH|XME )
ORI HERIT, AH+A €Y A< 7HTNE [NE~NE] » A, AT NE [29.08
~NE] #B. A Y A<=7HT 1998 [17.08~2461] TATH Y, FF+A Y &<
BERUARBESIEA YY) A7 BE I LRHERICERRER R LA (KH+A1
v AwT#E Y — FH 0.55 [98%(E8 XM : 0.42~0.72], p<0.0001 [J&3! log-rank
RE], RS : ~F— N 0.63 [98%IE4HXH : 0.48~0.81], p<0.0001 [J&3! log-rank
BRE], 200688 A1 AT~ v bAT),

10
049\%\
038 "‘?3?\5:‘
07 "::‘\KQ\H,
T “_‘“—\\ P = Baguone.., - U
- _Nw
ZF 05 VEos
* ol s amrcuisen Eh”_"“*hq
031 & FMR &5

024 O fBULTTHR

|
01w ARUO:FIGY
0.0 = :
0 3 6 9 12 15 18 2t 24 27 30 33 3B 39

at riskEk &M@ (A)

FR+ACVLTTR 314 292 265 247 226 221 209 200 198 192 170 49 7 4
AMB 316 292 265 244 230 213 201 191 181 175 157 55 3 0
(PULTI®| 315 285 254 2286 205 182 164 149 136 129 104 34 4 0

B2 OS ® Kaplan-Meier it (CA209067 B

* KA 1 mgkg (BE) &4 ¥ Y AT 3mgkeg (FHE) 2F A I 3 BRMET 4 ERERHE L 2%,
AH| 3 mgkg (FE) % 2 ARBR CRBEHIELL. SFARSRICBVW TR, AR BMRSE
L, AU AT RFEROBELET H5 30 DLEORMBE BV THRELMIE L,

28, RIBYIRARREABHREERE 20 RICEH +A vV AT REITOVTER
L7358 1 ARRE (CA200004 RER) D= — b 812k 5E%FE (modified WHO &
#EITES< CR XiZ PR) 1%, {LFRERIRRAE T 46.4% (13/28 B, 95%EHEM -

6

27 5~66 1%) . {VEERFHRERIRERE T 38.5% (513 B, 95%ISFXR ; 13.9~68.4%) T
Ho7,

(PD-L1 ZELRIB O F R CE L)
WA EIERE (CA209067R8R) ICHEAAN DN BEOT — ¥ ILES X, EFHAMR
ICHWTPD-L1 2 RER Li-Ei@ks 5» 5284 (UUT. PD-LIEEE) &15,) Bl
CEREOIRFT 21T o A IMER TR 2MORRIIUT O LB Y Tholz,

ESMEIZEI LT, PD-LIREEN1%KH (PD-LI<1%) OBRFEMA L EEBEL TI1% L

(PD-L121%) DEREEHTA U A~T7 O EREHEMEVER TR SN (FRD,
2B, FR+A Y A THOREN T 0T 7 A VIPDLI< %D BEHRF LPD-L1=
1%DBREERMTEETH o,

FOLIRESINES POL VSR L o
R S s e — i
anl % oy e Y,
111 ST
. . e
or — o7 e
~tm - . Y - _“h_- -
~ g e
; N . — " os
= e — L .

o AMesE iAVTR . o EM+EOLTI (]

4 Tms —— 03 & zmm =

O 1EILTIN 22| & frinTIR

*.ARDO TG o . OAUQ ey

= ~— *e-eaoro —m—mo— - ——
T % W Wtz 15 0 21 za 2 W N % m R EE A RE T E
Armb SN OA) el TR (R
ERAEHNLTIR N MY 'l W E & M M M 7T e W " BN AETATIE TS 44 112 127 Y N WIS vk vn W o T )
EME T ' M T ) 88 A w57 B 0 W ERE 7Y 465 152 A2 1Se I 722 37 12 09 M 6
AEVLYIE N @ W TR 8 8 W oM 1w " AEVLTIW 64 1556 138 16 N5 R B EX FT T4 B4 X

3 CA209067 B D PD-L1 FHEHTD OS @ Kaplan-Meicr M
(£E : PD-L1<1%DREHM, AR : PD-L121%0DBEEM)



OEEELRFMIERS (ONO-4538-21/CA2092385R8R) [Z24]

SEEYIBRES O lMb/c B/IVH OEMHRAEEY 906 1 (AAARE 28 flaEte, AHIB OEANFIMERAR (ONO-4538-02 3RER)
45381, A VY AT (BETFHEEZ) H4S3H) 2RI, IEVACTEXFRBELT HEERII2H (100%) TRD LI, KH L ORRBEERBTECERVAFERIT
#F| 3mgke % 2 BREIBRCTABERE L & EOFHERCREEL R Lz, ZEFh 30/35 i (85.7%) DLz, REEN S%UALOBHERIITRO LB ThoTk,
HECHhIERRAFHM (P [95%ERXHE] ) oPRITRRL. AFRHET NE #£1 FERARH 5% EOBIER (ONO-4538-02 RE)
[NE~NE] # A, 4 ¥V A<TBTNE [16.56~NE] Z A ThY, KHIA Y 2< %%ggg;ﬁﬁ ”:& ;f»)
N _ g g 5 s
WZxF LSt ERIC B B R ER 2R L (AN — FH 0.65 [97.56%(E30X M : 0.51~0.83] . (MedDRAY ver 16 0) % Grade Grade 3 b
p<0.0001 [JBB! log-rank B%E]. 20174E6 A 12 BF—&H v bA7) i‘; i3] 30 ti57) S 157
* : AJCC {American Joint Committee on Cancer) R#533E (B 70D (<3< ¥, FIRBRAEE THE 5 (143) 0
L1
TR 4 (11.4) 1 (29
Bl 267 129
Vol - ol 257 0
% . . —# - 2R L UR SR ORE
08 \ Ao - A %% 5 (143) 0
e 2% - — (EYLTTER mam 257 0
0.8 RBR 3 (86) 0
- \ i R R
# X__ . "—*.—A.- ‘;Ei 4 (5 7) 2 (5 7)
B 0e x_\_’\- ALT H#050 4 (114 129
£ 4 e o AST s 5 (143) 257
&+ 7T I B 257 0
5 od it CK H#ifm 5 (143) 3 (86)
= mp s VT F =R 267 0
0.3 fh ¥R 257 0
- M LDH #/m 5 (143) 129
0.2 i TSH ¥4 3 (86) 0
i TSH 80 7 (200) 0
0.1 CRP #/m 5 (143) 129
SFREERIIEM 4 (114) 0
6.0 y-GTP #im 4 (118 4 (114)
T ! Y ’ v T d ’ R Ko imi 2 (57) 0
o 3 6 9 12 15 18 2 24 27 REY4-1-0% 73 3 (86) 129
stiskfl -0 EENEE) AR 363 | G
/ 2 (57 129
] ¥ 453 399 353 332 an 291 249 7t 5 0 BEMAEET 2 (57) 0
AEYLTTH 453 364 4 269 252 225 184 56 2 0 /RS 2 (57) 129
PR BRERA 2 (57 1(29)
4 & -Mei 4538~ 3l SRR 6 (7)) 0
4 EESBAEFYE O Kaplan-Meier Hi#t (ONO-4538-21/CA209238 HER) e 5 o
w3 ¥ 8 (22.9) 0
TR T4 Wb 6 (17.1) 0
ek T4 H9IM 2 (57) 0
Y r~FRFEM 3 (86) 0
e ALP #8/m 5(143) 129
NERBRAEBIE 3 (86) 0
#BRL~— 7 —m 2 (57) 0
Husdsgm 27 0
=Ty I Fr T A M 4 (114) 0
1iv % CK ¥ 2 (57) 0
B RE X USSR
FHEAE 2 (57 0
IER R
R 27 i
St =2 — o NF— 26 0
B LU TAE MRS



RERIXE P (%)

E A 33 8l
(MedDRA/) ver.16.0) 2 Grade Grade 3 L E
EE3 5 (7.1 [}
FOEE 11 (31.4) i
k32 2 (57 i

SR EBRE S 2 (57 0
FEIRPERI A 7% 2 (57 i

E R ERRD 4 (11.4) 0

k. MEWHRRE 16 29%) . KBk - EEOTH 1 61 (2.9%) . HEEE 4 4]
(11.4%) | FFBEEEREE 5 B (14.3%) . BHHERES 2 4 (5.7%) . FOKARBEREREE 8 f
(229%) . BIBEE 18 29%) . BEOKBEE 161 2.9%) RUSESER1H
(2.9%) BFE® Sz, Ff, TEEHEEREE., infusion reaction, 1 BFERA. B,
EEMEARE., Mk - SEIEK . Ofde. k. FR. BEHRIEE/ I A F—RU%
FEtE AR SEBERITR D bz h - -, ARIERERRRKRIEESS FRIERE
BREEZET) 223LEHERETT.

QENEIMHEAR (ONO-4538-08 RER)

AEFRIT 22724 H 91.7%) KRB, FH L ORRBREAFTETERVWEEE
03 1824 6] (75.0%) (T bivlc, FEREN SNULEDRIERIITROLEY Tho
T,

#£2 FEERRS%ULORER (ONO-4538-08 HE)

BENKSE BI% (%)

HAFE 24 8

{MedDRA/J ver.18.0) £ Grade Grade 3 EL 1=

ZBIER 18 (75.0) 2 (83)

SRR

FRBRARIE T 5E 6 (250 o
W B

B 2 (83) i
—f - SXMEE L TR 5HIORE

2593 4 (167) [
BEERIREE

*EHD 2 (83) 0
1B LU

AREE 2 (83) 9
PEIREE, BN X UKHRNES

ErEEE 2 UB3) ]
BIRFIS X CREL T AaME RS

=):3 5 (20.8) 0

T IEE 5 (208) 0

BOR SRS 2 (83) 0

B, KBk - EEOTH 261 (83%) . FFHEREREE 1 6] (42%) . TEARERE
18 (4.2%) BROURIRIBEEREE 76 (292%) PR b, o, FMEMEMKREA.
EREE (X5 NU—EERE) | THERE (RATREEBXS) | BITEE,
infusion reaction, 1 BERF. EEONEEE (REHERERE. SHAM, BHXE

10

) | Bk, ENFRELFE RS- MRS SV IBE DK, R R R
FRARIE/ I A3 — R OREHEI/MRB A PESBER 13380 bhed o 1o, ARIERAR
RRRIIEESES: ERREEREZED) 2TEHERETY.

QU EMAERE (CA209066 %)

BHESSITAMBE 192/206 1 (93.2%). DTIC & 194/205 61 (94.6%) (@B LN, &
RIE L ORBEBEREATE TE VA EERITAFIBE 153/206 #1(74.3%) . DTIC B 155/205
Bl (75.6%) CFERHD LTz, WINOOBETRREES SHULORFRARTRO LB T
b1,

£3 WPhhOBTREEN 5% EOBHER (CA209066 %)

Hf (%)
ot FeT DICE
AT
(MedDRA/J ver.17.0) 20641 205
= _ £Gade  Gade3ELE % Grde  Grdel 8LE

EWITER 153 (743) 24 (117 155 (75.6) 36 (17.6)
mEE LR AR

SRR AE 0 il 23 (112) 9 (44)

/MR A E 1 ] 21 (102) 10 49)
BN

&R 22 (107 ] 25 (122) i

T 33 (16.0) 2 (10) 32 (156) [ 0%

Ei 34 (16.5) 0 85 (415) 0

L1 13 (6.3) 1 (05) 43 (21.0) 1 (05)
— - 2FRER LUREHAORE

EHIE 21 (102) 0 25 (12.2) I (05

" 41 (199) 0 30 (14.6) 20

\ 15 (73) 0 10 (4.9) 1 (05

fRBES X USRIENLER

RBRHGE 11 (53) 0 19 (93) a
BRHERS L USSR

BIfR 12 (58) 0 3 (15) i
PR

B 9 (4.4 0 14 (6.8) 0
FE KO TR

i3 13 (63) 0 4 20 1

SRR IS 3 (1.5) 0 11 (5.4) 0

> EEAE 35 (17.0) 1 (0.5 11 (5.4) i

b2 31 (15.0) 1 (05 6 (29 i

BAEIEOHE 22 (107 0 1 (05) i

73, AFBECB O TRIEMEMRA 34 (1.5%) . KEBK - BE O TH 6 il (2.9%) .
HREE (X7 - NU—ERES) 28 F (13.6%) . FEEREE 76 G4%) . B
BEREE 4 4 (1.9%) . TEAEGEEE 4 61 (1.9%) . FIRIREEREREE 13 B (6.3%) .
infusion reaction 15 # (7.3%) . 1 BUERE 1 61 (0.5%) . BEEOKERE 3 4 (1.5%)
BEUEEIEL 16 (05%) BRHohiz, -, BITES., Bk, BEHEE. M
% - BEMEAk. LK. SR R, BREHBRIE/ I AT — RO IMRIB A
HERIIARY b Tz, AEWERARRRRIIEESS (BRBEEREZED) %
BEUERERETT,



@S EHERER (CA209037 RER) 2

HEFRIIEFIBE 265268 B (98.9%). {LFEHIERE 98/102 £ (96.1%) ZEH S
N, BBRELORREENTE CE WA EERIIARA 199268 1 (743%) . {LZF
FRIERE 85/102 1 (83.3%) ICFB®H LN, WINRIOBE TRERN 5% LORERIX

TROLBY THoT,
£4 WThHPOBETRRRN 5%UEOBIER (CA209037 RER)
B (%)

FEBIXIE AEBE (2 375 3

X 268 ) 102 5

(MedDRA/J ver.17.1) —_—

£ Grade Grade 3 ELE £ Grade Grade 3 EL F

- kil 199 (743} 330123 $5 (833) 35 (34.3)
i LT s SRR

R 18 (67) 3 (1) 24 (235) 5 (4.9)

B 1 BRI FE 104 0 3 (78) 2 (20

SFPERBAE 0 0 20 (196) 16 (15.7)

TR 5 1 (04) 104 12 (11.8) 6 (59)
2P e

LRI RE IR TE 18 (67) ] [ il
L e

2] 1@ a 15 (147) 1(1.0)

T3 2 (157 104 16 (157) 2 (20)

Bl 33 (123) a 39 (382) 2 20

g 12 (45) 1 (04 21 (206) 329
—R - SHRER L TRERT ORR

£ H5E 14 (52) 0 7 (69) 0

¥ 82 (306) 3 (LD 41 (402) 4 (39
&%, RS LI CAREBHE

EAIHE S RS 4 (15) 1 (04 9 (8.8) 0
R

ALT #/m 14 (52) 3001 1 (1.0) 0

AST #8m 15 (56) 2007 2 20 0

#FPRR¥EOR/ 0 0 7 (69 329

/R 1 {04) 0 8 (18) 39

=Rk e 3 (1) 0 8 (7.8) 2 (2.0)
RIS LSRN

ARHR 18 (6.7) 0 17 (16.7) 0
BHRERE LU SARNE

BAfHE 15 (56) a 13 (127) 1 (10)

B I (41 0 8 (78) 0
HERNE

S = T F 1 (04 ] 10 (9.8) 100

BERETE 3001 a 10 (9.8) 0
URNEEE. WdEIS K UNREMERE

R R 13 (49) i 8 (78) 0
B LU TR

BERE 2 (07) 0 28 (27.5) ]

THEE 51 (19.0) 0 2 (20 i

%5 34 (127 1 (04 5 (49) 0

R ESREF 16 (6.0) 0 2 Qo 0

BHEOH 24 (9.0) 0 0 0

23, KRBV TREEMER 8 6 3.0%) . KK - EEOTH 4 # (1.5%) |
TEEE A (123%) | FAgeeRE 22 61 (82%) | BHERE (REETHEMEER
) 54 (1.9%) . FIRIREAEREE 23 B (8.6%) | BITREE 1 #l (0.4%) . infusion reaction
1061 (3.7%) . EEOKEBEE 14 (04%) . X260 (0.7%) RREE 5K 3 6l

12

(Li%) BRBONE, Fi. FRAWIERE, | LERAH. BEBENE. B -8
Bk, L. B2, T ORISR/ S /5 — ROt MBI AR BT
RR®ENEPS T, AREARRRRINESS ERREEREY ST 2EUE
HERERT,

GENENERER (ONO-4538-1738%)
BESRIIEH (100%) KBH LI, FH L ORFERETETERVAEERLE
Bl (100%) ICRDH LT, RAENSUULOBIERIITROLEEBY Tholk,
#5 REAEH S%UEDRIER (ONO-4538-17 3B)

BERIKLE % (%)

HATE 308

(MedDRASS ver 20.0) % Grade Grade 3 L 1=

EWER 30 (1oa) 23 (767)
MR LY AR

SR 2 (67 o
RBRE

BRI B TUIERE 2 (67) 0

FRIRBREE T AE 7 (233) 0

TEESK 2 (67 2 (6.7)
Wb

=R 5 (167 1 (33

TH 16 (533) 1 (33)

LB 2 (67 0

B 4 (133) 0

ARM% 3 (100) 0

Rt 6 (20.0) 1 (33)
—A% - SHREE L UR S ORER

& 5 (167 0

i 2:Y:1 7 (233) 1 (33)

paziiiead 2 (67 0

BR 12 (400) 1 (33)
FEASH RS

FrRRERA 7 (233) 4 (13.3)

i 2 (67 0
RRRE

ALT 38/ [ 367 3 (10.0)

7 7—tE8m 5 (167 1 (3.3)

AST 3 11 (367 2 (67

v-GTP 33/ 5 (167M 3 (10.0)

Y AP 12 (400) 7 (23.3)

EX) 2 (67 0

mFTAHYFRT 7 5—ERm 4 (133) 0
RS LUERRESE

Wy ) 7 AmE 2(67) 0

&7 VT2 Vi 267 I (33)

:pal W/ FN i £ 3 (167 1 (13.3)

AHRFR g (267 1 (3.3)
BRI X U SR RNE

BafR 5 (167 0
e

BRERY 2667 4

R 5 (167 1 (33)
FERE, M¥Eds L ORI

FIRIEHERE 2 (67 0

0 REEFARS 2 (67) 0
B3 XL URB Thammr



BEHAIE % (%)

PN 30 51

(MedDRA/J ver.20.0) £ Grade Grade 3 DA b
T ORIE T G33) ]
P37 18 (60.0) 267
BER LB RES 4 (133) 1 (3.3)

B HEREEM (30.0%) | FHEEEEEE 1441 (46.7%) . FIRIMSEEREETH (23.3%) .
RIE MR B35 (10.0%) . KRB - BEE O THI3H (10.0%) (B DR EEE36 (10.0%) .
TRAEBKEEE26 (6.7%) . 5 & 5 K 1F (3.3%) BB RARE/ I A 35 —261(6.7%)
RUEIRMZEREIF (3.3%) SR bhi, £7-, BHEES. BIBSHERE. 18
BERIA. BER. EEMEE. B - B, infusionreaction, LEHR. MK, REHE
M /MRIBAHEREBER &R ORFRIT3Y b i oz, ARIEARSRRIIEESS (BK
REMEEZED) 220EERE T,

O FMARRER (CA209067RER)

BEFRIIFH+ A Y A~ TE3123138] (99.7%) . FFIBE3 1231361 (99.7%) . A
v Y A TEE308/311F (99.0%) (R LHh, FREL ORRPREPBTETERVEE
ERITHRA A LY AT 30031356 (95.8%) . FFIBE270/3136] (86.3%), A EY A
<+ T EE268/31161 (86.2%) TR LT, WIFNLOB TREARNS%U EOBIERITT
ROELEBY Tholz,

#£6 LWThaOBTREEL S%IUEORIER (CA209067 3RER)

F (%)
SER S FAIAC) he T FET 1C) A TH
EEE I3 313 A
(MedDRA/J ver 19 0)
£ Grade Grade3BlE 2Grade Grade3liE % Grade Grmded IE
SBIER 300 (958) I3 (58S} 270 (863) 65 (208) 268 (8620 87 (280)
P
FR RS RE T HEAE 34 (109) 3 (1o 15 (48) 0 3 (10) 0
FRMRBEARIE TIE 51 (163) 103 32 (102) 0 14 (45) o
TEAs 23 (73) 3 (1.6) 2 (06) 2 (06) 12 39 5 (1.6)
WA
401 28 (8.9) 103 18 (58) 0 28 (90 2 0.6
PN 23 40 (12.8) 26 (8.3) 7022 3 (1.0) 35 (113) 24 (7.7)
= 12 3.8) 0 19 (6.1) 0 17 (55) 0
A 142 (45.4) 30 (9.6) 67 (214) 9 (29) 105 (33.8) 18 (5.8)
ORELER 19 (6.1) 0 13 (42) 0 7 (3) i
FE 88 (28.1) 7 (2) 41 3.1 0 51 (16.4) 2 (0.6)
TR 50 (16.0) 3 (2.6) 22 (70) 1 (03) 24 (17) 1(0.3)
—f6 - SHERER L CRER
T ORE
ENE 3t (99) | (0.3) 25 (8.0) | (03 17 (5.5 2 (06
23 22 (7.0) 0 12 (3.8) 0 10 3.2) 0
EE 118 (3717 13 (4.2) 111 (35.5) 300 89 (28.6) 30
FE 60 (19.2) 2 0.6) 21 (6.1 0 21 (6.8) 1(03)
BRI
ALT #g40 59 (18.8) 27 (8.6) 12 (3.8) 3 (10 12 39 5(16)
7 37— 23 (7.3) 9 (2.9) 17 (5.4) 5 (16) 15 (4.8) 4 (13)
AST 0 51 (16.3) 19 (6.1) 13 (4.2) 3 (L0 12 (3.9) 2 (0.6)
Y —EHI 43 (13.7) 34 (10.9) 24 (17 12 (3.8) 18 (5.8) 12 (39)
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1% (%)

b Jaty AR+ ALY b T AR TEY T

DR A vt 9:0) 313 @ 313 4 3115

£ Grade Grade3LlE £Grade Grade3 LAt £ Grade Grade3 Bt

T REED 19 (6.1) [ 10 (32) T 7 (13 T ©3)
1R L USRS

AERBGE 60 (192) 4 (13) 36 (115) i 41 (132) 1 (03)
BRBRE LU SRS

EAR 42 (134) | (0.3) 29 (93) 1 (03) 21 (638) ]

h P 17 (5.4) 1 (03) 15 (4.8) I (03} 9 (29) 0
HEREE

B 17 (5.4} 0 15 (48) 0 1 @3 0

RERE 14 (4.5) 0 18 (5.8) 0 9 (29) 0

3 34 (10.9) 2 (06) 24 (17) o 25 (8.0 1 (03)
SHEES, BEEE X RN

L2 24 (711 0 20 (64) 2 (06) 15 (48 0

R PR 36 (115) 300 20 (64 1(03) 12 39 0

1.2 21 (67 3 (1.0 4 (13 1 (03) 5 (16) 103)
BT $s & U TN RS

AR 15 (4.8) 0 17 (54) 0 11 (35 0

T A 112 (358) 6 (19) 67 (214) 103 113 (363) 1(03)

i 91 (291 10 32) 72 (230) 103 68 (219 5 (16)

MR EBRES 38 (12.1) 6 (19 14 (45 2 (06 38 (122 1 (03)

SEMOH 27 (86) 0 28 (89) 1 (0.3) 16 (51) 0

BB, AH+ACY A THICBW THRREESMH (27.5%) . FFgEREE 10261
(32.6%) . FRIREEEEREESTH (27.8%) . BREES2IH (6.7%) . FHEEMKR2S
Bl (8.0%) . KB% - EEOTHI60H (19.2%) . EEOKEES2141 6.7%) . TE
BHERERE27H] (8.6%) . BIBHEEREE 1441 (4.5%) . BEZ3H (1.0%) . BE% - BlEL
22245 (0.6%) . infusion reaction 1341 (4.2%) . 5 & 5 BER31 (1.0%) . HR3HI (1.0%) .
BREUFRRAE/ 2 A 3F— 5081 (16.0%) . 42 148 (4.5%) R U AR dL#2 ZEFE 261 (0.6%)
BR®LNhE, i, 1BERK. BEFENE. DHRREUREED/ MR MR
RIERD b eds o fo, AFIBIZ B W TREEES66H] (21.1%) | FAEEREE 24151 (7.7%) |
BURARISEEREE 476 (15.0%) . BHEEREEIF (1.0%) . FMEMERASSH (1.6%) .
Kigse - BEOTHIL6H (5.1%) . EE O R EREESH (2.6%) . TERABKREEER34 (1.0%) .
Bl RemEE3H (1.0%) . BEZe3% (1.0%) . infusionreaction 4% (4.5%) . S ¥ 5B
o (0.6%) . AREUGRARAE/ S A SF—28%1 (8.9%) . FF&K261 (0.6%) RUFRMRI
RERE 1 (03%) R@W O, £, 1BBRE. EEMHENE, B - 8B,
DR, BRE RS/ MRIBRAESREERIIERD bR o 7, ARWERRETRRLE
BEEs (REREERELZED) 2EUEHERETT,
BRIGRTELEHRAERE 2 HRIZAF+ A LY AT REZHRE LB E
I HEERB (CA209004 RE) D ak— b §IZBWT, {LERIERIGRBE 28 ¥l L LFR
HELIEEE 34 O T, RECHRLEREIRD bh sl

15



QOHEEE RS MRS (ONO-4538-21/CA209238508%)

BFEERIIAFBA38/45261 (96.9%) . A BV A< T HEA6/4534 (98.5%) 1T 5
h, BBREL ORRBEABEE TE RWVWEEISRIIAHTELS/M45261 (852%) . 1Y
L= 7 BA34/453051] (95.8%) B BT, VWThIOBETRHREREN%I EOBIVERIX

TROLBY Chol,
271 WThhORTERENS%E EDBHER (ONO-4538-21/CA2092383K)
HE HFE AEULTIE
Grade 2 Grade Grade 5 2LE £ Grade Grade 3 BLE
BifERAE #E RAE | AW REE | 28 6% | 7AW gA@
(MedDRA |2 1 & SOC-PT $8) ik ) EE & (W) FE W
FHBER 452 432 453 433
£tk 385 (85| 65 (da41| 434 (9sm | 208 (45m)
AR L S R
ol 571 (126) 1 (02| 49 (108 2 ( 04)
AEMIR 35 4 TN 1 62) 19 { 42) ! { 0.2)
L <4
TH 110 {243) 7 0 15)| 208 (459)| 43 ( 9.5)
i 68 (150) 1 ( 02)| 91 (201)
e 29 | 64) 46 (102 1 (02
13 12 27 I (02| 4 (97 2 (04
=141 %) 24 | 53) 4 (31
FMi 9 [ 2m I om| 45 B 34 (7S
—R- AR RELS LR SELORE
EAE 570128 R A 33 (1E7) 4 (0w
By 156 (345) T 04| 149 (329 <+ (09
=M T 13) 54 (119) 2 (04
at—EHR 0 66| 19 o 42| 2/ 57 5 [ 35)
ALT sgim 28 ( 62) 5 (L) | 6 (146) | 26 [ 57)
AST #ifm 25 [ 55) 2 (04| 60 (132 19 [ 42)
TIF—Ei 25 | 535) 9 It 20) 14 31y 5 LY
R 18 [ 40) 39 R 102
B 48T (O &/ W (1T 7 (s
EMEIVETIERNS
EREERAE 24 33) 50 (110) 9 (2
BOEE 105 (232) 152 (336) €= 11)
BiE 90 [(199) & L1y | 133 (294 4 31
I 15 33) 2 ¢ o) | 24 i 53)
Mol
T BEREE T 49 (10.8) I 02y il 68 2 (04
R IR R A T 36 ( 30) I 02| 1B 40 1 {02
TEER 7 (13 T 04y 48 (106} 11 { 24)

28, AFBECIWCHRIEMEMERA 11 51 (2.4%) . SSERMRLE/ I A4/3F—48 1
(10.6%) . FFHERERES 40 &1 (8.8%) . FAIRAREAEREE 01 411 (20.1%) . TH#ERESE 83
Bl (18.4%) . BHEEEE 6 51 (1.3%) . BIEHEEREET 6 41 (1.3%) . TEMAHEEE
8 (1.8%) . infusion reactionll #] (2.4%) . KK - EEDOTH 214 4.6%) . &
EQRMEEE Sl (11%) . 1EUERK 161 (02%) . B34l (0.7%) . SL 5Bk

24 (04%) . k3 # (0.7%) BRDbhk, £, EEHEDE.

16

. Y.

SgtEm MR ERRER. B - k. BIRMEZRER CBILERERIBD 6
hiipol, ZBERRARRIBEEES (BRREBRF 2D 2abiHERE
Y.

1) Robert Cetal : NEngl.JMed., 372 :320, 2015 (CA2090663RER)
2) Weber J.S. et al. : Lancet Oncol., 16 : 375, 2015 (CA209037 3XER)



[RA#* - A&]
FHOBEMEYEEETAZFA LY I 2 b—a itk v, £33 mgkg Xk
240 mg % 2 ARARR CHRE LEoXFonEFRESER SN, TOKR, &4
240 mg HE LBROBRERIX. FH 3 mgkeg 2HRELEZBROBER L HE L THE
ERTLEFRSAZbO0 BARABEFCBW TAZTHSER I WS AE-A&E (0
mg/kg % 2 ARERTERE) TAREFRE LEBROBRER - ik L CKEEZRT L TR
Shic (TR, MAT, BROBEICBT 37— 7 2ES%& | F# 3 mgkg XiX 240 mg
¥ 2 MR TRE LEBEORFIORER L AN IIRE  OBRELZ R 28
BRIGEFVAEE S, YRBEEC O WD TREBThhERER. EREORE - AED
B THAMER VRS ARLZEZR T2V E TFRIS N, -, EMREEREIIRT
BF—FIESE, A% 1 mgkg XX 80mg 1 V'Y Av7 3 mgke % 3 BRIFRTH
ELIEBROFRORER L E2ME OEELRITT 2BERNETAURBREIN, ¥i%
BEIC W TREBITONEZER. LEORE - AROE TREMCHRRERITR
LFRENTE,
8 SHOBYBE AT A—F

A - R Crnax Crmindi4 Cavgdia Craxss Crins Cavgss
(pg/mL) | (pg/mL) (pg/mL) (pg/mL) (ug/mL) (pg/ml)
3 mgfkg Q2W (35.2-'760.8) _ (10.17‘.5;4.5) (17.211.‘.33349) (75.}){3171) (27.612..:07) (42.717.?27)
240 mg Q2W (51.712.'103) ( 15.22?.54.6) (25.3;?;7.8) (10;,5 ;54) (41857..11;58) (62.11(.)91 37
10 mglke QZW | ¢ 14;,9;19) (51,62}39,2) (79_9(3'21;14) (33?.9 232) (nzi.1 ; 13) (233.7 gse)

T (5% 95%.40 . Q2W : L. Cre : FIRIHEHOBREWMME PRI, Conas : FIERSH4
H BB B RIEMFFRE, Coens : PIEREH14E B ETCOFHMBPRE, Couxss : EFRIRICE
i BRE M PRI, Coinss | EERBIZE T ARBMEFRE, Cres 1 ERRIBICIT 2 FY M
RE

4. WRIZHINT

RIGOBRFRELEHBAERFCERT B8 ITIL, AELM L U TERARERE (2461
FE) BRELNTNEZ b, UERELENICER TE MR THILEEDH D, ©
OtT, BEELY 7 EEHE RMP) CES5&, AROEESELUEERES~0OBAHK
HEHBRRTH> T, FAOBRENEN2BE LB - BEL, FHOREFICIVERR
BIER%#RBALEBECHET S Z e B8 %ERZD, UTOO~QDT R TERMITHRIC
BWTHERATIETHD,

@ WRIZHOWT

@1 FEo (1) ~ 5 OVThALCEKLTIERTHDZ L,

(1) BEAFBRENEET S ABIOEEIARRS GRER R A BREEILRR.
HIRAS A HOEEEHL SR, MRS A BRRBR Y) (B304 4 A 1 BERR 1 437
M%)

(2) ettt (k294 6 A 1 BREE : 85 HEgh)

(3) FERRAENEET 2P ADEERRR (BADREREERR. SADFESE
BAFR. BARRESMEERRR L)

4) SRIESEREZEZRE L. ASRICEREME | ISR EREME 2 Ok ERE
WEABHEIT-o TV AR (FAL284 7 A 1 ARRA 1 2540 FEsR)

(5) NEAESALFEEMEORBRERIIRIBHEIT > T3 HER (TR 28 F£ 7
A1 BERA 1290 FERR)

02 BEHREGEOLFRERVBERRERBRORISICH272mE L BREFOER
(FROWTINCERY T ZEM) 23, YEZEAOFFICETIBROBET L LT

BEEShTndZ L,

e

« EMGRFREE 2 FOWMBMPHEERET LI2BIZ 5 FU LR ABROBKRIHEE
ToTWaZ e, 56, 24U R, BARYRES L LBEBREEFOHES
ToTWaZ L,

- EMRFREE 2 FOPHELZET LB 5 FUELOEBENBEZSROE
REREALTNBZE,

@ BRAOEFERIFREBO&HEICOWT

EELBERBTRIIHET IELEARES N, HEMENLOFBED., A - &
SHERFNEROBTERCEMEIIN T 2 HRIZMt. AEFRBRLELEEORE
5. SPEONAITONRIERHIBE-TND T L,




® BEHORKIZOVT
@1 BFARBROXIERICE T 52

REHEMEREOEERBERASTRA LBIC, 24 BEZEREROT., Yk
E#ERERIC BV T, BE UZBITERICE U TAREER T CT E0RIERA OBRIT &%
ERREOKERNY APICBLN. ELICRHSTRZEHBE-TWEZ L,

@2 ERUEFEIC L 2AFERYL BT 2B

RABRICED 3 EFNZAREUEES AT AEREFENBEAT=2Y 7
EEOEEROR V-2V VR TVERELIEREZ B TE 27— 2 EREHIE
BEhTWBZ E, 2B, BEEHIZOWT, BABRE L FOFEZHRICAMENT
nwazk,

@-3 BEROZE-CHINICEAL T

BITEA (RIEMMEBICMA, EEHENE. LR, HR. REUHRERIE. KBX.
EHEOTA., | BERA. T2, FEERE. i, SuEEER. PRIEMEEE,
TEAREES, REES. BEE (B152 - RATHEMEBRRZSD). BIBES.
Bige. BEOKRBEE, HIRMLERE. infusionreaction, EELMEREE. MKAER
FEMRRE, B, BEOCARFERIS. BIEREE. LBEE (LEWE) - %R - LEEGS
UGS %) KN L C. YRR ILERERBBE OS2 E T 2EM L EEL (B
ER OB NCE L TIBER UXBEZT ONAEHICHH T L), EHICEER
MERTE 2HHRESTND L,

20

5. BEXNBLRDBE
(A3t 2 30E]

O TROBHFIBWTHFAOEFHERTESA TS,

o (LERERGERVEEBROBBOBR AR I/ VEXIEEOBERGE
BE

o x2URHBOMb/CH/IVH & oE#BEERE R D FRMEmRE
723, BRAFBGFERZEF T HREITRVTiL. BRAFFEAIC L 2RV EET
ATk,

@ FH+A Y AT EEIMEERERBROBEDBRTELELBRAERE ZAR
L LA SRS (CA209067TRE) 2B\ T, RBEShA ) AvT&RE
R LTEDMERRIEEN TV, 2L, FHl+A VY Av 7Y L ARIBERE
5% HE LR 2B B VTR, PDLIERRRICIVAEY AT LR
HHMBERRRBEANTRINZERNEOA TS (p2B) . Tk, RiE
PRTELEHNREEREH BT, AFLAEY AT LOHFRAREONELH
Wi 554, PDLIRESE*RHRETH I LBEE LY, PD-LIRARB1%ULTH
BT PERINZBFCEV T, R, ARERRESZELET D, 2B, RIS
PRTRLEHNRCERE Z MR L LIZHEASE [ R (CA209004FER) D 25R—

PSPV T, (LEREREREE L LFREEREEE L ORTHA+ Y &
< 7 HREOFHECARLZZREIRD b TV,
* AFIOLUFE L LT, BRFE4 : PD-L1 IHC 28-8 pharmDx (5 =) HEBEEh T3,

®1D AJCC (American Joint Committee on Cancer) R15YIE (5 7/ 1223 < BR{l
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[R&MIZBT 5 FR)

)

TRLZETEEEFCOVWTRFRAORERER L SR TNEZeh b, BEET
biznzlk,
o FRAORSFITH LBBECKREENH D BE

ERAMOFMIBV T TFRICELS T BECO> VT, AROBREIERS L2V

2, fLOBRBFRESZ2VEEICRY . EECAREERATILEERTE S,

c BEMRRBOAHXIEEOHLBE

«  EREGRE CREEEZED 5 BE R UTEEME O B R ORI A %
EOMCRERELEA LN BE

. HOABEEBOAH. XIBHNLE L IFEREOE CREREDEERED
HBHRE

o BEBERE (EhnARBERELZET) 0boRE

. RROBBRIIBEAEFETLIEE

e ECOG Performance Status 3-4 &2 p@&#

[$:3)]

ECOG O Performance Status (PS)

Score

EE

0

E{MEL(EBHTE5, BRBLALBRAEBESHRRITXS,

BRI LWEBEFRE NS 25, SITRET, EERCE-> TOERIITI T TE S,
Bl - BORE, BHER
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KATH 2k, o, BRBEKISLTEL CT. ME~—F—S0RELERT D
ek,

o AAOFEEIIEED infusion reaction (2% CRARICTSRIEOTE 21
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1. LB

EXROFNE - REMORBEREO-DITIE. REXESRESVEERFERRRD
bhd, 5, SEEORERROESICL Y, HAERRR L OBRFNRFIRIEAR
FEESBEBREINZP T, Zhb0EERZERLBERBECHRET S Z L NRED
BEL o TEY BREMECEE L SO EERSS 2016 (FAL28 4 6 A 2 B MERE)
ZEWTH, EFNERSEOFEROREHEELZRD L L EN TN,

FHEEARFEE LT, ERERAPRESE S n 7 7 A VBRBEGEOEES AL LIZE
RBEZERHD, ZORD, FYMERTCESECET R ERS+HHERT 5L TORM.
UHEELOBRELBZT LA/ INIBEICHLTERAT S L L LI BIfE
FARRR LB SNELRRIE 2 L D2 LB —EOEMH M T EREE TEA
THIENEETHS,

LER-T, BHA FSA VT, BRBEESINE TCRBLN TN IEREFEH -
AFEURHICESE, UFTOERLOBERFERAZHET 28R OMERER, EX
FRUOEBEEELTRT,

BB, KA FF 4 0%, MAETHREARRSERERRAEE. ABREREARE
BEREBYS. —RiEAEA DABRARES, —BiLEEA B AT AERH 2SR U
ABHFAEAAARREARESOBIIOb LIERR LT,

RNBERIERD : ATV —RARHE 20mg, A7 V—REIFHE 100mg, 7Y
— R EEBE 240 mg (—R% : =BT (GEEFERZ))

HELBAPEIPR - BRXREREB 2 AT 2HHTE

AR LRAAERUAE - @E. BARR= V<7 (BEFEKZ) L LT, 1EH240mg
% 2 BREFER CAREET 5,

BE R T ¥EE ANFRGIERSH




2. AFORKE. (ERBAF

27— R ERERE 20 mg. RATEFFE 100 mg RO AETE 240 mg (—HRA : =
A<7 (BEFEHBEZ), BT, [FH) Evwi,) @d MNEESTERKESHL A S
Ly R @TIVR MV Af¥—X X747 (BMS) ) BEFE L7t + PD-1

(Programmed cell death-1) 2% 5t Ml IgGa £/ 7 v —FAHEKTH 5,

PD-1 3. &M L LY /%8R (THIRR. BAIRAR G F2 5 4% T —T M) RUE
BERMIICRIE TS CD28 7 7 IV — (T AIRAOEM 2 MBIANCIE L AR5 %
F#) CBRTBAZEETHS, PD-1 FRFERTFHRICFKET S PD-1 Y 2 F (PD-LI
EWUPD-L2) &L, Uy RICHEMHES 72 REL TY v RROBEHELIREE
BIZAM LT3, PD-1 U Ay FiZARRFMELSMI b b Okkx Z2IEEHESICRE
LTEY, ENBAERE» LR LI-EFEKIZRITS PD-L1 ORBRLIFEOLERE
HiR & ORICAEOEEBERESH B Z L BARE I TV (Cancer 2010; 116: 1757-66)
7 EHEAESE CIIEREET MBI EL TS v —T < (IFNYy)
L 5T PD-Ll OREXFEIN, &8 LIZEEERICHT 5 PD-L1 OB LFED
AEHEE ORICEDHBRESERH B L OBME B H D (Sci Transl Med 2012; 28: 127-37),
E5iZ, PD-L1 ZRFIRR SN AMBIE, FURSER CDS Btk T Misniiass®E
EMLZ TS TSN, H PD-L1 HfifkT PD-1 & PD-L1 & OREZAETS L Z0idk
EEEMNEE TSI ERTENTNS, ZOZ L5 PD-1/PD-1 U H v FERIZ,
ANIRBARSENZ T >0 ORBE S ERTABFO—D L LTEXLATY
5,

AFiT. EERBROFEEN S PD-1 ORISR (PD-1 Y # v FEGHIR) IS L.
PD-1 & PD-1 Y H > FEDEAGEMAETAZEICL Y., RARERRN T MlROE
MR OB ARBICR T2 HREEEEZERT 2 2 L TRENLBEEDR LT T
ZEBRHER I TS,

INRHOHMAENL . AREHERIC T 2 H e AERECRIED O LHF I,

BESERE LR UBRRREY ZE L. AN, ZEHRCEABFERARER S I,

AR OERABFICE S BEORERIGC X 5BERERH bbb, ERXERCK
EZWREML DS, FROREPRURERITIT. BEOBEELZTHITTV., BESR
HONBEIIE, BR LTRSS U EM 2 L RREEOEM L EHE L O
P2ENBHETV . BEOCRESC L 58HERBEDN 3 BEITIE. BIBEESNV
L ROBREEOBEYLNEET I LEYED D,

3. IBEERRMSR
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EE (AP RLEY— b, FEFFEANITEY F <) 28R L LTEHAB mgke®
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ATEHE BT, ToS) &5, ) (FRIE [95%FEEEM] ) OhRETRERIT, &
FIBET7.49 [5.49~9.10] # A, NBETS5.06 [4.04~6.05] WA TH Y, ARNKEREY
EERASRIR L - i5MIcxt LSt 2ICE B R ERE R L (A — FH0.70 [97.73%18
XM : 0.51~0.96] . p=0.0101 [J@Blog-rankiR7E] ) .
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& Nivolumab Img/g (events:AL/Y6). medran and 95% C1 1.1 (6.7.9.5)
=== Investigator's Chotce fevents:60/63). medign and 95% CL 4.7 (3 8.6 2)

(PD-1.1RBRIWRAN DB R TR S M)

EEAFE MR (ONO-4538-11/CA2091413RE8) ICHAANONT-BED S b,
BRIV TPD-LI2ER L BEMARS SH 5846 (BT, TPD-LIREE) LW
J,) KETAERNELN-—RBOBREDF —F ITE-SX, PD-LIKHERRNIERAIC
R E T - AR UCESHEORBREUTO LB Y Thot,

I L T, PD-LIRREER 1%RBOBA I ER L IZERKEOBR TH o (T
),
728, PD-LIOEBAFILL LT, FAOEEMET 0 7 7 A VIR TH - 1=,

—Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
P et Investigator Choice B e Investigator Cholce
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o 3 i 3 n 13 m n bl o ] EL} £ 3 = L 3 E 3 u 1y EL n 4 F g 0 1 ] % m
22RAM(A) 2=FAMA)
wrisk arisk
Nivolumab 3 mg/kg 96 ™59 a2 0 25 22 v 16 1 L] ] 1 Nevolumab 2 my/kg 76 54 39 132 29 0 19 17 15 11 ] L]
Investigator Choice 61 45 24 4 10 6 1 3 2 2 L " n 0 Investigator Chaice 40 30 19 " 10 7 5 4 4 1 n L]

B Nivolumab 3mykg (vems:67/76). meian and 95%CIL 65 (44117}
=== pvesialor's Chotce (cvenis:39/40). mahin and 95% C1: 5.5 (1 73.5)
Nivo vs INV Choice - bazwd ratio (95% CT): 0 55 (0,39.0. 78) Nivo vs INV Chotce - bazard rao (95% CT): 0 73 (0.49.1,09)

ONO-4538-11/CA209141 B O PD-L1EREF| COOSD FRFAT %257 5 1 —7 v 77— DKaplan-
Meierf #
(£ : PD-L121%DBEHF. A : PD-L1<1%DREHKH)

[Z2t]
ERR R MAARER (ONO-4538-11/CA20914138)

BEERIIARB2292366] (97.0%) RUKTBEI09111451 (98.2%) ZBDH LI, &
R L DRREMBENEETERWVASTERITIAFEE139/236%1 (58.9%) . xtHREE86/111
Bl (77.5%) TERDH LT, REERWUELOBIERIXITROLBY Tho7,

#1 RHEEH5%E EORIER (ONO-4538-1UCA209141388) (S Yefpdr eh R )
WE FRE ki id
Grade £ Grade Grade 3-4 Grade 5 £ Grade Grade 3-4 Grade 5
SfERmE RE REX | ®E REAXR | 3R AKX | ®#E ERE | ¥R REE | B RHF
(MedDRA {2 L5 SOC-PT 481 F¥ (%) | EH O | B %) | EE 0 | E® W % %)
HBEX 236 236 236 111 111 1l
2 139 (589) 31 (131) 1 (04| 86  (775) 39 (351) [T
mERLT RS
Rin 12, G, 1) 30 (13 18 (162) S ( 45)
HFPEREDIE 9 (8D 8 ( 712)
WS
TH 16 ( 68) 15 (135) 2 18)
.20 20 ( 85) 23 (207) 1 (09
oAR%k 3 2 1 ( 04) 10 ( 90) 3 (27
EH 8 ( 34) 8 (12
—A- 2SR B LU SHALORE
ot 10 ( 42) 1 ( 04) 16 (149) 2 {18
wH 33 (140 5 (21 9 (171 ER |
KO RAE 30 ( 13) 14 (126) 2 | 18)
BRI
HREED 4 (L7 6 ( 54)
RMBLTHERE
 RERME 17 ( 12) 8 ( 72)
ERE
St =a—atF— 1 (04 7 (63
BRI L TREE T AR
BEEARE 14 (126) 3 (27
BRRER 7 (30 10 ( $0)
TIEE 17 ( 12)
BiE 18 ( 76) 5 ( 45) 1 (09

EfiH» HHE ST TESRA(L, CTCAE v40 2 AVTHEMEL. MedDRA ver 1817 # W TRAF L 2.

2. WEMMER 76 (3.0%) . BREUGBARE/I A F—5 Bl (2.1%) , FFeEe

BEESH (2.1%) . FRIRSEEREE 176 (7.2%) . HREZS 76 (G.0%) . BEHERE
EH 18 (04%) . BIBEE 16 (04%) . TEKEERES 26 (0.8%) . BikmEER
5E 14 (0.4%) X ¥ infusionreaction3 ] (1.3%) B3F@d bhic, =, EEHENE,
DR, R, KIBK - EEOTH, 1 BERR. REtEn/ MR HEIDR. k.
s - SR, EEORBEE, SEYBARVCEEOEBREEIREOLN M-,
ABERAZBERRIIEESER (BRREEREEEZEYL) 230EMERETRT.
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AR OBHERENBEETALZFA LY Iab— 32k Y, K53 mgkg (&
H) Xit240 mg % 2 BEMR TR E LBEoAAoMBEPRESRF SN, TORK
R, EH 240 mg B E LEBEORERIL, &F 3 mgkg 2BRE LEREORER L &
LTREEZTTETFHINZ OO0, BRABEFIBVWTARESERINLTVWDA
% AR (10mg/kg % 2 BREBRTHE) CTAAZHE LZBORER L ik L TEE
ERTLEFHENE (THR), LT, BEOBEICEIT 37 —#ICE-S5%  A# 3 mg/kg
(E) XiF 240 mg % 2 BRERBE TRE LBEOFROBRER L HOHEXIE LML
OEEXBRHNTIRBISET NVSEEIN, UEBEEC OV TREfTTON R,
LERORE - BEOB AR LRSI AELREZER IRV EFRIE N,

#2 EHOFEHYERTA—F

Hi - GR Crnax Chmind14 Cavedi4 Crxs Crins Cavp.ss
(ug/mL) _ (ug/mL) (ug/mL) (ug/mL) (ug/mL) (pg/mL)
3 mg/kg Q2W (35.52f.760.s) (10.17?.264.5) (17.21‘,‘-333.9) (75.1){3171) (27?12,.107) (42.717,'?27)
240imeQ2W) (51_712.'103) (15.22?.3?4.6) (25.31‘.‘?417.3) (10;.5 354) (41?57.31;58) (62.11(.)5{ )
10 mgfkg Q2W (14;.9 ;19) (51.621 .739.2) (79.9(3-21‘14) (33?.9 232) ( lsi.1 213) (233.7 gss)

FHAE (5%, 95%4R) . QW : 2RI, Cru : MIEIREHOEMMIETRE. Conas: HIEIESE14
B ECBT2REDFPRE, Copnd: PEHEEH%140 B TOFHMBEPRE, Cruxss : EFRBICE
JEBEBOHEFRE, Crns : EXRRIGICE T ZRIEMBPBRE. Cups 1 EFRIBICIIT 2 EHMAE
mEE
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BARBHELZIT>TVDH L,

EEN s TR EMGTREZOPERET Li-%IZ, SEU Lo RREAR
DEFRFHEZT>TEY, 5 b, 2EU R, BAEMREZESDOEABRORA
EROBRIHEZT>TWH T L,

2B, AR LDERCB OV TREVERAZSO2FNERTET L0, BEDOIBRK
Y7 ZEREMII EOROWThMTTT &2 R T EM CERTEOLER
HER CRERRRBEOR S T+ mk L BRE G OEM) L OREREEO D &
BRI HZ L,
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EXLEFETRCHFTIEEESREBSh, HELENLOBRRD, A - &
LHEEFHEROTER CEMUIEREMEICT 2 FREM. AEFRI/REL
IeEEOBEREE, ERERPHTOR S EHAE-TWSZ L,

® BHEH~ORRICoNT
-1 BRI 8L

FREMEMEBSEOEELEWERNTEAE LizBIC, 24 BRRIZREROTF, Yk X
HEEBRICBEO T, EFRLUZBERIE U TABREFER T CT Z0BIER 0B 4
BERREOBREXRYBETICELNL, ELICHSTRRZEHBSE-sTWHZ L,

@2 ERFEFEICL DFHFFRANLCET S EH

BABRCED FANRABRUOKELF T 2EREEEPBIERAT =7 Y 7
BEDIERORS Y —=r FRTVEBRE L FREEF TE 57— LERERIBE
FahTwasZ k, 28, BEEHiconT, BARELZORECHSICBEAShT
WwasZk,

3@-3 BWEAOZEORRIZEAL T

BIER (BEMEMERCINL, BEGENE. Lk, Bk, BREBRELE. KBk,
BEOTHA, | BERRK, B2, IFSEEE., T, BEEER, BRIREERESE.
TEEEEEE, dREE BEE (BFL - RETHENERX£E2ET). RIBEE.
. EEOKBREE, HIRMAERE., infisionreaction, EE L MEHEE, MERAER
FEREEE, k. BEORERG. MBREE. LEEE (LEMS) - 80K - LEES
IRES) %) T LT, YR UDEBEFREEOEMM2E T2 EMEEE L (B
EROZEPHIGCE L THEERUXEXZIT bNA&HIHE L), ELICETR
MEXRTEAEHIBE-S-TWEI L,
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QO FSFTEFEZERLREEROD 3BETBVTHFAOEHERTERTNS,
@ TRITHYTIRECHT 3FHOBRERVERAFEIC W TIE, AFOFZHHES
BXINTELT, FAORERZE L2,
s TI7FTHAEEULEREC L 2BREEORVWEE
o Ik HENRE
o fhOREHBEEFIEFA LTRSS DBE
@ FHIEREEFAZEMERRICEV T, SFEMCBVWTHREITH L TESERR
SEENTVHR, PD-Ll BRRIZL D AECERMRRERD Z EBTRINIER
BE LA TWBZ E2b, PD-L1 BEFE LR L L TEAFAORETEOHIE 2
FTBHZEREFE LY, PD-L1 BBEN 1%RETH DI ERERINTRBEITB
Tik, FALAOERERELERT 5.
* A OBHEL LT, BRFBA : PD-L1 IHC 28-8 pharmDx 4 =) BEBEIh T35,

[Z&tHicB3 52 $E]
O TREZEUTIAFCOVTHEHAROBREREZL I TNWE I L b, BEE21T
blwnwz e,
o AFORRSITH VREECRFEOH 2 8F
Q@ WHEEEOFMIE VW TTRICEY T 2BEFIC >V TIER, FRAOEREF#HES LN
B, tOBFRERBEARWESCRY, HEIZARZERT I L2BRTE D,
. MEHEMMRBAOASHIIRFOHIBE
- MWEGRE CHEE 22D 5 BAEROEESMEO BN R CRAUEM &
EOMIREMEB R LN D BE
o HTHAEKRBOSH. UMBHAZE L IXEEEOBCRERBOEFRED
HHBRE
o [EBBHERE (ChRMRBEELET) ObIAE
s REORBRBXIIREZETLIAE
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@D ECOG ™ Performance Status (PS)

Score | E#E
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6. HECBELTEETR&ENE

o
®

®

WRASCEEIIM L, BEREEESRET 2 ERSICESE AR OFER THEIESS

ROl dic WEZERE+HARKEBR L TOLERTS L,

RRBAMBICESL DL, BEXIFOFRCEDMRVEREZHABAL, AELSH

ThbokETHIE,

PD-L1 BRERBLHER L ECERFAOREREEHETD Z & HBEE LW, PD-LI

REBNFER TERVBARE, FFOFEROBEE 2 @ENHM Lz LT85T 3

Z Eq

EREHER D<= Y AL MTOWT

o MEMMEEPLLDNAIZERBHBOT, FROREIZHT=o Tid. BIKIE
K (FRIREREE, Bk, REAZ) OMBRCEE X fREoErES, B8 +5
TS5 2k, ¥, BEZISUTEE CT, MF~v—r—S0REZERET S
2 &5

o FHOHEEITEED infusion reaction 212 TEARICHORMIEDTE B
WBEIT->7- ECRET 25 Z &, 7.2 B B LIBEOAFE 5FFIC infusion reaction
BHobhdZtbbd0T, AAREPROFRBREGETHIZ NSNS 21
VERET A% BEOREEHSICEBETH I L, 238, infusionreaction &
RA LB, ECOMBRRVIERPZECEET 5 TCREL +H8E
T35,

o HFRBEEREE, TEAEEEERVRIBREEEHODNLZLBHBZDT,
FH O 5 AR R R 5B E T I BRI SRR RE (TSH, F#8E T3,
W T4, ACTH, i aAFY —NVEDBIE) 2RETHZ &,

o FHOBREICLY . BEOCRERGICERTS L E X b Hs REBORE
BhHobhdZiibhd, REXZDOLNEBETIE. BRULEZBERIUSCE
HMA 2 & BR A FEOERM & EE L CGEDAZENZHEITV. BEORE
KIS X BEIER R EDN 3 BAIT., FAOAREXIHIE, RURERER
NEVHIOBRELERERTHI L, 28, BITRAFANVEOREIZIVEIE
RAOHENRRD LRAVERIZIX, BITRERE Y DS OGZERHR BN
bERT S,

o BEKTH. ZUER»OEVARA L THLEMERRRERTI LD ST,

AH OB EHR TR LB ORRIC RT3,

o 1ENERR (BIE | BERFE ST Abbbh., RS LTV k-2
WEBZERHZOT, OB, Bi, BHEOEROFEBRCOERES LRI+
SEETZI L, | BERRARDIESICIIESERIEL, AV RY VB
FOBREEOENZMBEITS Z L,

AROBRRABRIC I T, BEEENS 9EE, TG, BEmMSEHL 14

Bl 6 R = L I A OB 21T - TV = L 2B E, AFIER S PIIEHRN

ICRHBROMRBETOZ L,
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KEERHEET A KT A~
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(R5e4 : A7 D —RERHE 20 mg, T/ O—FEWHE 100 mg, 37—
FAIBRHE 240 mg)

~ R R ~

¥ 2 94 A (FFoE 6 A ET)
A B




A%

=402 51N

ERIORE. (EREF
FRER AR

TERIZ DWW T
BEXRLIEZBE
BERBELTEETR&HEE

SNy By L b =

P2
P3
P4
P12
P14
Pi6

1. XUHiz

EXLOFDME - REMOREROZDIZIE, FHXEERESWEEERFERSRD
b3, X5z, EEORERFOESRIC L v, FikEEL L ¥ ORFHH2 TR
FEESAEABINBP T, ZNOOEERFEICKHERBETRMET 2 2 L NRED
BEER-oTREY EEMBGEE L YD ZEAT S 2016 (FRE 28 426 A 2 B AR E)
ZEOTH, EFNEXRZOHERAOREMHEZRSZ L LTS,

FRIEABFERRDT. EBERSPREE T u 7 7 A VAREOEER AL MR
RBZEBHB, ZOD, APURCESHICET ZHFRI+IERET S X TOR.
UHERLROBEZRZUZ I EPHFINIBEICHLTERT DL LI BIE
ARBRLEBECSKERNISE & 52 LN —EOES 2R TEREE cER
TERIZELEBREETHSD,

LEBoT, AHA FF4 0Tk, BREESINE TR LTV EFEE -
PEHRMCESE, UTOERRORELFERZ HET 2BRPOLERESK, B2
FRUBEEERETT,

B, FHA FTA i, MITEREAEELERISFOSHERE,. ARTMAEAEER
BIRESRYS, —BREFAEA B ABERARESRUC—RIEHEA B RBRE/FZ2OH
Hob EER L,

B LRIERL AT V—RARBE 20mg, 7 V—RARHE 100mg, 7Y
— AR REHE 240mg (—R4 : =RA<T (BETERZ))

HRLRIPEVIPE : WIBCVRTREUTEBIEO B E

HELRARERORE BE. RARE=RA<T7 (BEFHEBRL) L LT, 1E240mg
% 2 EBER TARHET 3,
(L FERERBROBRIEVBRRREIIEBHEOBEMRE IR LT
AY heT (BREFERZ) LHATIHESE BE. BRAL
B=Afr<7 GBRETEEX) & LT, 1240 mg & 3 @RM
BT4EARFET S, 0%, =F<7 (BEFERZ) &
LT, 1[E 240 mg % 2 BRI R TREHFET 5,

&R EE ADFRSTERAST

(&%)

BT B v — R A R ERK S0mg (—fR4% A BV AT (ETHEX))

OFEXIIHE. HAERVCGARE

%Zh 88 X i 3 R BREYBRA RIS O BRIRE

RAERUCHAR: =Ffr~7 BEFEER) LOBRBVLT, BE. BRAKEKA

Y Awr (GBREFEHRZ) & LTI1EI] mgke (KE) % 3EM

R T 4 BIRE#ET 2,




2. AHIORKE. fERERT

F 7V —HN SR 20 mg. RAREBE 100 mg RORARSE 240 mg (—f%4 : =
Fn<7 (BEFEEZ). T, THE v i, NEFESTERASHEL XS
Lyl R BIYVR M- ¥—X R/ AT (BMS) #) RBEFEL7E b PD-

(Programmed cell death-1) 1Zxf3 5 & Nl 1gG4 £/ 7 e —FAHETH S,

PD-1 1%, ML LY V38R (TR, BHRECTF2I74% 5 —THR) RUE
BRI BT CD28 7 7 IV — (T HIRORE L2 MBIICE L BICHET 55
FE) KRBT AZFETH D, PD-1 EEHFERTIHIRICER TS PD-1 Y ¥ F (PDL1
RUPDL2) ERA L. U U/ SERICHIEIES 7T VR REL TY v BROEH(LIREZ
AIFAEEH LTS, PD-1 Yy FIHRRFMARLSMI E b Ok 2EERRICER
LTBY, EHRAEREN LR LEEHERIZIITS PD-L1 ORBLMEROLERF
HiM & ORICAOHEBEEGRH S Z L BAREENTWS (Cancer 2010; 116: 1757-66)
7 EMRAERE CRESERETRRBELET M ¥ -7z F < (FNy)
X > T PD-LI ORBEAFEIN., B LZESEAKICE TS PD-LI ORREMED
AFHRE ORICEDHEBEBEGNH S & ORE D H S (SciTransl Med 2012; 28: 127-37)
E B2, PD-Lt ZHHIREE I8 MR, FURERN CDS B T iloBiREeE
EMLEEEE SN, i PDL1 JifkT PD-1 & PD-L1 & OFEARMET 3 L0
EEEELEE T Z LB RENTVS, EOZ & H 5 PD-I/PD-1 U v FEREIZ. &
AR TREREN T Mlah b OWRE L EHET 2MFO—D2 L LTHEL LA T
5,
AFY, RERABROEE R b PD-1 OMRSNEIE (PD-1 ) ¥ FRESHEE) FEE L.
PD-1 & PD-1 YWV FLORAEZMETHZI &ICLD ., BATEKRN, T ARORE
LR OB AMRRIC X 2 MIREEEE LR T 5 2 & TRGNLRIEEDRE R T

TR TNS,

I DHENG  FARNTEEEEIC N T 2 FI 2B REICR IV EL b L HF S,

THRBEBE LR LLBRARL EE L A, R R OBFESER Shi,

FHOERBFICESBEORERISIC L 2BIEREYR b o bh, EBXUIRTIC
EBARMERH D, ARORETRTRERITIT, BEFOBRRE 4TV, RESR
B HNIEEITE, BB LAERIS UL EMN2AR L RREFOEM L EE L CE
GRENBH LTV, BEORERIGC L 3EERRRDLIBE T, BIRKESRL
EUROBREEOBEY LB LTI LENDH B,

3. ERPReR#E
RGBT EE XTSRRI O B O AR TE % 17 - L E R BERAROBRE T
b

[B%hiE]

OHEEELREMERR (ONO-4538-03/CA209025 HER)
mMESFERSER AT ANEMERR (T F=7, R=F=7, V57==7,
R R=T%E) FETCERER A T A BTGB ORI MRA TR RE
821 fl (AAANBRE 63 Flaate, AFBEA0H], =N Y ARFALH) 2B, =
R Y AREHB L LTAR 3 mgke % 2 ARBB CARBEL L XORIMERTE
R L, TEVMHER THHILATFEYR BT, f0s] &), ) (3l [95%
fEREXRI] ) 12, AFBET 25.00 [21.75~NE'] H A, = U AXBEET 19.55 [17.64~
23.06] ZFATHY, AFlZ=~<Ro ) ARicH LHESFHOCERERERE R LE (AY—
FE 0.73 [98.52%f2#HKM : 0.57~0.93] . p=0.0018 /&R logrank B} E] . 2015%F 6 A

18 BF—4 v bF7) .

—A&— RIS
—O— INOYLIE

0 3 6 9 12 15 18 21 24 27 30 33

at riskEt A4 (B)
A#IZE 410 380 350 337 305 275 213 139 73 20 3 0O
IANOUYLIE 411 366 324 287 265 241 187 115 61 20 2 0

E1 OS OFEREHTRO Kaplan-Meier Hi#f (ONO-4538-03/CA209025 3B



Fio. AEMEAHEE 63 F (KAAFE37H, v U A 2F 26 F) D OS (FIYE [95%
EHEEM] ) X, AFBET27.37 [23.62~NE] #A. =< J AXEETNE [NE~NE]

BAThH>T= (~F— K 1.50 [95%58EKR : 049~4.54] ) ,
*HETE (UT. A

1.04
0.9
0.8 O ©
0.7
0.6 —A— FHIB#

% 05+ O INOYLAR

$0.4-
0.3
0.2
0.1
0.04_, ; ' : l e ———
0 3 6 9 12 15 18 21 24 27 30

at risk2y EFHME (R)
KFB 37 37 36 35 35 34 24 16 8 4 O

INOYLZB 26 26 24 24 24 24 20 15 9 3 0

K2 BARALHICRT S 08 OO Kaplan-Meier HifR
(ONO-4538-03/CA209025 3RBR)

PERSFRBIARER (ON0-4538-16/CA209214 F258)

(LRARBRIBHR" OEITHE TS O YBRIRT B MR AE 1,09 #) (AANBE
72 FlEET, AV LT (BEFEERZ) B8 CTF. (FR+A LY A=) L0
5.) TEESS0 B, A=F=TH 6D BRI, A=F=TERBLLTHFA A
) b7 OEIER RS L BRE LTz, TEFHEER TH 5 International Metastatic RCC
Database Consortium (8L F, [IMDCJ &V 9, ) ¥ X7 5583 O Intermediate & O~ Poor Y
27 DBE FRA+AE) AwTHARS P, R=F=THE22H) TBITDH 08 (PRIE

[95%EBXREY] ) X, AF+4 Y AT T NE [28.16~NE] B A, R=F=7F
T 2595 [22.08~NE] H#ATHY . FH+A ¥ A TEIRA=F =7 FICH LEGEE
AR RERZ T L (~F— FH 0.63 [99.8%/E3FXMH : 0.44~0.89] , p<0.0001 [/
B log-rank BRZE] . 20178 ATRAT—&#H v v A7),

1 BRI 2 REREOBREESRVEE, L. UTORSISRERECEHR,
ERTRTRLZBEIEICH LT | MEOWILFERBRE (220, DENEEBRT
(BAF. TVEGFl &£\W3, ) XX VEGF ZAKEEN L LA ] MHHETSh. 2o
B R RBREORKE ) b 6 0 AN LERKICER LLEE
“2: A 3mghg (KE) LAY AT | mpkg (RE) 2602 3 MMM T 4 B SBHE L5,
FF 3 mgkg (BE) % 2 BRIFBCRERELL, SFARSRIEVTE, 2R2RDICERS
L. 4 Y w7 3FRAOBRERT » 6 30 ZU LOMRE SV THREERAKLE,
3 PTFOO~@OWFHIZ b 5EY U2V BRI Favorable U 22, 1 Xk 2 HA W= HHEITX
Intermediate J A2, 3 BA L E#FR7-IFEIIE Poor J X7 L Zhie,
ORHEIFE & ZW SN TH LARBROEIES BT F T 1 455R%5 . @Karnofsky —ARIRIE 80%Rib.
@~E S B CUEAEREE FIRAK. @FEEOD LYY MED 10 mg/d] 2B 5. OFPERED
EAE EREB 5. OIUMRESERE FREE2 5
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Overal Sunmal (MDOTS)
FH+AC)A-TH 425 I99  I72 248 132 MB 300 240 M9 a4 2 o
R=E=TH azz 87 3s2 ns e 283 225 179 L 34 3 o

3OS OFEMHTEFD Kaplan-Meier Hif#t (ONO-4538-16/CA209214 38R
AT 4 : Intermediate 2 T8 Poor ¥ X 7 A&
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2. EEERSMAARER (ONO-4538-16/CA209214 3RER) (=BT, IMDC Y 22 [Z 2]

5% Favorable ¥ R 7 0 BE I EEFME B OBATHRER L Shdore, LR OEEERSMAARE (ONO-4538-03/CA20902553E%)
RICHL AN G- Favorable ) A7 DBREFEDOF -7 i2E5& . REMCENT T2 HEELIIAFHIEE 397/406 1 (97.8%) . =< Y L RE¥ 386/397 Bl (972%) ITHRD
BR. AR+ AE) A THLER L TASF o7 HTEFRREREBLNTVS (T b, BREL ORREBRBEE TERVAEERIIAABE 319/406 # (78.6%) . =~
=), T Y AABE349/397 61 (87.9%) ICEE® btz WIhAOB TRERRER 5% LORIE
RAIXTRDEBY ThHotz,
1o -, i £1_WThrOBTEERS 5% EORHER (ONO-4538-03/CA209025 HB)
| SRS BEBRSE A
0.9 ST Tt p= T~u ) ARE
| %ﬁfmmﬂ ver, 18.0) 406 # 2974
0.8 % ZGade  Gradedld  Gmdes 2 Gmde  Omde3d  Grados
s | - 2BIEH 31947860 TH(IET) [ 349 (K749) 145 (36.5) 2(05)
z 0.7} | PSS LR Y o
A | ’ i 32(7.9) 7(1.7) (1] 94(23.7) 31(7.8) ]
=z 06} | PSR
© | FLRRINERIE THE 24(59) 1(02) 0 2(05) 0 0
3 osi | Wi
K] ‘ ' £ 24(5.9) 1(0.2) 0 21(53) 0 i
204 : T 50(12.3) 5(12) 0 84 (212) 5(13) i
3 ! i 57(14.0) 1(02) il 66 (16 6) 3(0.8) 0
2 031 a[P3 8(20) 0 0 117(29.5) 17(43) i
K Wk 24(59) 0 o 36(91) 1(0.3) n
0.2/ . —i - £RNHES JTRESHBIORE
20 S ENE 18(4.4) 102) o 33(83) 7(18) )
0.14 | 2 134 (33.0) 10(25) 0 134 (33.8) 1128 0
i REDOJE 1@ 0 il 75(18.9) 12 (3.0) 0
0 o! ' AR 17(42) 0 0 56 (14.1) 2(0.5) 0
) . . - - - T r 7 Ei ) 34 (8.4) 0 0 3793 2(0.5) 0
o 3 6 9 2 15 1 21 28 27 30 033 ﬁzgi -
ILRF B 1(02) 1(02) il 24(6.0) 1(0.3) i
g Sy 7 L7 F=Hm 2767 1(02) il 33(8.3) 0 ]
[25--¢:24 1947 1(02) 0 29(73) 1(03) 0
PSR o RS X U R
5+ P125 124 G20 116 111 108 104 98 7B 27 2 o 2 U RF o — VL 2(05) 0 f 29(73) 0 0
P — - A 922) 5(1.2) ] 46(11.6) 15(3.8) 0
=e=TH 124 M9 119 117 N4 110 109 104 B4 2 3 0 BLY 2V FiuE 5(12) 5 & 64(16.1) 2060 p
AR 48(11.8) 2(05) 0 82(20.7) 4(1.0) 0
- BRAERE L R SE R
K4 0S OHEMHTRO Kaplan-Meier B (ONO-4538-16/CA209214 3RB) ey 27067 1002) v 1465) o 0
g 1 et 23(57) 0 o 5(13) i i
AT XHRSEM] : Favorable Y R 7 BE SERNE
SRR nen Q 0 51(12.8) 0 0
5 24(59) 0 i 19 (4 8) 1(0.3) i
FRER. M X UG
L2 o 36(89) 0 0 77(194) 0 i
R AE 30(74) 3(0.7) 0 51(12.8) 2(0.5) 0
A f 3007 i 0 41(10.3) 0 i
o P 16 (39) 6(15) 0 58(14.6) 11 (2.8) i
B3 X OB TALMMEA
kS 534 P 12(30) 0 0 20 (5.0) 0 0
e L3 26(64) 0 0 33(83) 0 0
F¥ - RERFAEFIERE 4(1.0) 0 0 22(5.5) 0 0
& I 57(14.0) 0 0 39(9.8) 0 0
BT 41(10.1) 2(0.5) 0 79(19.9) 3(0.8) 0




B, MRS 196 (1.7%) . $Hde 1 (0.2%) . BERUHFRMAL T 47 9F—356
Bl (13.8%) . KEBK - EEO TR 1061 (2.5%) . 1 BFERF 1 5] (0.2%) . FHigaERs
Fix46 B (113%) . FF%& 161 (02%) . BURMBRMSEEREE 34 4 (8.4%) | FREREEE 55
Bl (13.5%) . BHEEEE (RAMTHEEMESTRE) 28 4l (6.9%) . BIBHEESE ¢ F

(1.5%) . infusion reaction 21 # (52%) . BEOKEEE 441 (1.0%) . TEMKE
BEE 2 61 (05%) . BEk 18l (02%) RUSEIBER 16 (02%) ARBDHbhiz, £
To. EEMEE. LK. REML/NMRIBAPEREER, Bk -
BERR® bhizd o7, FEWERRRRZIEESESR (REAREHERF2E0) &5

AR RE T

QOEBFLFEMMAAEE (ONO-4538-16/CA20921438R)

HEFRIARE+ A Y LA~ THE 544/547 §1(99.5%) . A =F =78 532/535 11 (99.4%)
ZRHLN, BRELORREEVRTETERVWEAEERIIAF+A L) v 7
509/547 B (93.1%) . A=F =78 521/535 Bl (97.4%) IZRD LNz, WThrDrE

TRBAED %LU EDOBIERIITROLBY ThHhoTe.
#2 WTRORTERES 5% LoBER (ONO-4338-16/0A200214 BE)

B B U'# AR M A2 2E

R (%)
wElkeE [ R — A=FoTR
Eﬁ:::im A er.20.0) 597 8 s @

- i 2 Grade  Gmde 34 Grade § 2 Grade ' Grade 54 Grade S
ZBIER S09(931)  Is0(4573 O 04  S21(974)  335(626)  2( O4)
0SS S TRY b SRR 47( 86) 8( 159 [i] 183(342)  73(136) 0

K 34( 62) 2( 04) 0 83(155)  24( 45%) ]
B R 1( 02) 0 1] 30( 56) 3( 06) ]
SRR 3( 035) 1( 02) ] 69(129)  32( 60) ]
M/NER D TE 2( 04) 0 ] 95(178)  25( 47) 0
343 AR 160(293) 34( 62) (i} 140(262) 1( 02) a
BIRBETS 28( 5.1) 1({ 20) 0 0 0 [}
PR AR BEAE TOEE 59(108) 2( 04) ] 12( 22) 0 0
R RS AEE T 1 85( 155) 2( 04) 0 134 (250) 1( 02) 1]
WARREE 287(525) 41( 79) 0 430(804)  67(125) 0
6 38( 69)  2( 04) o 8¢ 71)  1( 02) a
ide 9( 16) 0 [ 30( 56) 0 0
&R 35( 64) 0 0 39( 73) 0 0
A 145(265) 21( 38) 0 278(520) 28( 52) 0
sf)-7"1 31( 57) 0 0 32( 60) 0 0
TR 15( 27 0 il 96(17.9) 0 i
B 3( 09) 0 0 27( 50) 0 0
HREW RS 6( 11) 1( 02) 0 55(103) 0 il
Ei 109(199)  8( 15) 0 202(378)  6( 11) i
[=1F3 23( 42) 0 0 149(279)  14( 26) 0
[ 14 59(108)  4( 07) 0 110(206) 10( 19) 0
W - M L RESRALORE  314(574)  33( 6.0) [1} 415(776)  T5(14.0) 0
EHIE 72(132) 8( 15) 0 91(17.0) 12( 22) i
i 202(369) 23( 42) 0 *264(493)  49( 9.2) il
HIEDLRIE 13¢ 24) 0 [ 152(284)  14( 26) i
FAY TR 25( 46)  1( 02) 0 29( 54) 0 i
BH 79(144)  2( 04) 4 33( 62) 1( 02) i
[S125 % 210(384) 111(203) 0 224(419) 100(187) 0
Fo7=2vTI/) I VRT 2T —

ey 60(110)  27( 49) 0 50( 93)  8( 15) 0
77—t 71(130)  31( 57) [ a1 17 17( 32) 0

9

. i (%)
#;;2;;‘%3 Afl+4 v Y s S TN )
(MedDRA/J ver 20.0) 542 7 335 B
i £ Grade Grade 3-4 Grade § £ Grade Grade 3-4 Grade 5
TR RS S PP AT
=7 —ERm 58(106) 19( 35) 0 49( 92)  T7( 13) il
7 LT F =M 35( 64) 1( 02) 0 35( 65)  2( 04) ]
1 o FRIRHI A L€ I 1 20) 0 0 30( 56) 0 0
Y R—FHm 90(165)  56(102) 0 S8(108)  35( 65) a
SR ER¥08D 3 05) 1( 02) 0 40( 75) 23( 43) 0
/MR 4( 07) 1( 02) 0 73(136)  36( 67) 0
hEBRD 18( 33) 0 0 28( 52) 0 ]
A M FREFA 6( 11) 0 0 40( 75 11( 2.1) (1]
BB X TR 156(285) 48( 8.3) 0 197(36:8)  33( 62) (i
s 28( 51)  8( 15 0 10( 19 0 0
oxoe 3:d 75(13.7) 7( 13) 0 133(249)  5( 09) 0
BRERE X UESHRNERE 149(272) 14( 26) 0 121(226)  5( 09) 0
BRI 76(139)  5( 09) 0 39( 73) 0 i
R 49( 90) 3( 05) 0 26( 49) 0 0
)3 17( 31)  1( 02) 0 36( 67) 1( 02) ]
AR NEE 136(249) 11( 20) 0 253(473)  7( 13) 0
RERE (57 0 0 179 (335) 1( 02) (]
T 53( 97)  4( 07 0 65(121) 1( 02) i
RS, WIS LU 107(196)  8( 1.5) 0 145(27.)  10( 19) 0
13 45( 82) 0 0 31( 58) 0 )
BRI R 31( 57)  1( 02) 0 33( 62)  2( 04) 0
St 0 0 0 55(103)  3( 06) ]
i 23 32( 59)  6( LD 0 0 0 0
BT & TRBL THRMRRER 289(528) 20( 3.7) 0 358(66.9)  58(108) 0
4 2 40( 73) 0 0 46( 86) 0 0
EREE 0 0 0 29( 54) 0 (]
FE - PEEFOERIER 5( 09) 0 0 231(432)  49( 92) 0
TOERE 154(282)  3( 05) 0" 49( 92) 0 ]
k323 118(216)  8( 15) 0 67(125) 0 ]
BER R i 50( 91) 8¢ 15) 0 22( 41  1( 02) 0
BWEE 2( 04) 0 0 27( 50) 0 (i
HEER 0 0 0 43( 80) 0 0
AR 37( 68) 9( 16 0 225(421) 87(163) 0
BIE 12( 22)  4( 07 0 216 (40.4)  85(15.9) 0

BB, FHE+A LY AT TEICBW T, BREE 136 61 (24.9%)

(17.9%) . FIRIABEREREE 14761 (26.9%) . BHEEREE 46 £ (8.4%) . FIEMEMIR
B35 5 (6.4%) . KEEK - BEDO TR 36 6l (6.6%) . EEOEEREE 20 4] 3.7%) .
TEEBERE 24 5 (4.4%) | BIBHERE 326 (5.9%) . 1 BEERK 5 61 (09%) .
B 741 (1.3%) . EEFEAE 1 # (02%) . K - B 2 61 (0.4%) . infusion
reaction 22 Bl (4.0%) . & & 5 Sk 2 Bl (0.4%) | D5 1 B (0.2%) | ik 2 B (0.4%) .
BB/ X A /3T —102 81 (18.6%) . R 76 (1.3%) RUEHIRMARIEIREE 2 F

(0.4%) BRD bNT=, 7o, BEEL/MRBOERHRR CBREHBERIIZD D
etnod, ABEARBEKAIIEESSR (BRBREREE2ED) 2 80EHERELT

¥,
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(A& - AE]

AROBEAEPBBREFNEZHA LY I 2 b—Y a2k, XHI3 mgkg (&
H) Xi¥240 mg % 2 AR THRE LEBEOAROMFRRESRE SN, TOK
R, FH 240 mg ¥ H G5 LBEORERIT, &4 3 mgke 2 RE L-BROBRER & HB
LTHEREEZRTETFRAESAZbO0, BRAABECRVW(AFEIRRBENTVWSA
- AR (10mgke # 2 BREBTHRE) THAHZ2EBE L-EORER - L U TIEE
PRTEFRHENE (THR) MAT, BROBEBICEIT 57— ZIzE3& &5 3mg/kg

(FE) Xit240 mg % 2 BRBRBTRE LEZBROXAORER L EMEUIRLM L
DEEZ BT IRBERISETAMEEIN, UTEEC OV TRARTONEER.
LRORE - AREOR CEIMRUREHICHABLRERITILVWETFRIEN =, /2. &
HRERFICRBT A7 —FICESE, AH 3 mekeg XX 240mg £ A Y A< 1 mg/kg
% 3 AR TRE LEBEOXRORER > T2 L OBELRINT 2REBRIGET
ABERESh, YREECOVWTRNBTON R, LRORE - RO TELH
WRARERER IRV ETRIE R,

I EROEWHE T A—F

A AR Crmax Chmindi4 Caved14 Crmaxss Crins Cans
(pg/mL) (pg/mL) (pg/mL) (ug/mL) (ug/mlL) (ug/ml)
3 mefkg Q2W (35.52}.760.8) (10.17?;4_5) (17.21‘.‘.333.9) (75.:)%3171) (27.612,-107) (42.717,.?27)
Zadns 2l (51_712,:03) (15.22:.".:4.6) (25.31‘.‘2417.8) (10;.5 254) (41?‘57.‘21;58) (62.11(.)91 87)
10mgkg 2W | 14;.9 ;19) (51.6;39.2) (79.9(3-:1‘14) (33?.95832) (uzi.1 ;13) (23§.7§sﬁ)

FgE (5940, 95%) . QW : 2RIEIME, Cra ! MEIRGHOBEREPRE, Conad : HIEHESH 14
A BRI ARIEMRPRE. Copnia: PIEREH 148 B X TOFTHIMFHBE, Cons : EHRBICE
JAREMEFTRE, Crinss : EHRRBICBT AREMHEFRE, Copss - EHRBICIT 5 MR
.34

11

4. WRIZONT

(LR EEARORIGTR R X s OB ERE ICERT 55811, &&E
L LTHEARERET (SRR SBEONTVEIEND, YEHRAELEIICE
BTELHATHILERHD, TOLT, BEERY X/ FHAE (RMP) IZEJE,
FROEELLEUERITH~OBHERRSH 2R TH - T, AR OB S PED LB
EX2H - BEL, ORI LV BEERBERERR LIEICRHET S Z L BBE
27D, UTFOO~@D TR TEBAETRRICBWTERTIETHD,

@ BWRZoONT

@1 TEDO (1) ~ ) OVTIHPRHETIERTHEI L,

(1) BEEFBAERIEET A SFOEHILRS EHERFRS A BREELARB.
HURAS A B TR YL AR, HIkAS A IRRRE A2 ) (CEBR 30484 A 1 B 1437
HEaR)

Q) FEEMaRRE (PR 2946 A 1 HREE : 85 aR)

(3) FENENERBET 2PADREERR (BADRESER TR, BADRENR
BhFEbE. BABREEEERRZ L)

@) SSR(EFFEEREZRE L. A RFEREME | XIS SkLERENE 2 OResrEnE
KRB BHETo CWAHR (EMR 284 7H | BER : 2540 FEER)

5) MEMEERAGTEENEORRERIRIBHET> T\ 5HER (FR 28 F7
A1 AR : 1290 k)

©2 BAEOLERER CEERARRROMNIGIC+2 7288 L EREESEN (T
ROVTIPITHEY T HERM) 2. YBRFOFHICHET 2 EROBMESE & L (TRE
InTndZ L,

*

- ESFRAE 2 FONMMERZET LRI 5 FULOBABRROERTEL
FoTWBI L, 55, 24EH LT, BARDREREL LERKEREZOTEL
fTFoTwaZ &,

- EMRFIDEE 2 FOVNHPELET L& 4 FU EOWRERFORRTHE
ZIToTHY, Hb. 25T, BAREOSAEYREL ST P AEROBER
PHEEZIToTWNB T &,

@ BFEADEXSFEREBOHKHICOWT

EXGERERICHET I ELENER S, BESENSOFHRO, A2k - &
SHERFOEROTER VRS T2 FREME. AEFEFRLRELEREORE
E¥. SRHEPHITTONAEFIRE-TWDZ &,
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Q@ BHER~DRR T
@-1 MRk B ¥ 5 B

FEMEMRESOERRBIERANSRA LT, 24 HREDREROT. YUEERY
FOEREmRIC RV T, BELULEWERIIE CTARERRE X CT £0RIER DEFI L
ELREOBRPYBTII/LN., ELICHSFIRERERINE>TNEZ L,

@2 ERRFEC L 3AFFESNNCET 582

BABRICEDL2EAMLIRRUEREZ?F T ERREEESEERT=4) 7
EEDILEROART U —=V FRITVERE L EREIH TE 25— L EFEHRE
fREhTWwWa Z &, ¥, BHEEHICOVWT, PABE L TOFECFHHIAMENT
waztk,

@-3 BIfEROZE-ORRMCBEIL T

BITER (MEMEMERBRICIMZ . EEMRENE. UK. k. HEHRMRE. KBk,
HEOTH. | HERR. AL, FEEEE. i, BHEER, PRBMSIEEE,
TRARERES, MEET, BEE (BT2 RETHEMTA ST, BIBEE.,
Rige. BEEOKBES, $IROQERRE, infusionreaction, HERZMKEE, MEKAER
IEREE. Bk BEORERIG. BRESYE. VBEE (LB - %Ik - OEHEHS
INHE%) %) T LT, YRR LABEFEEOEME 2T 2EMEEHE L (Bl
EROBEPRISICE L THRERUIESZT NI &HICHE L), EblCEE:
MBRTEXDAEFBRBoTHBH L,

13

5. et LRRIAE
[BotEicBE¥ 2 %HE]
O TROBFIIBWTHFIOEDHERRIESHL TN D,
o MEFEMBEBEZETIREMESS (TXvF=7, X=F=7, Y77
==7 | RUR=TE) BEDCFEREEEZE T 5 IRBIBRREXIEBTED
AR RE (RAIEmRE)
o {LESEREERIGEOIMDC Y A 7 SR Intermediate XiZPoor ¥ 2 7 &V DiREY)
BARIEBEOBTHRESRE () Av T LOFRRS)

@ TRICEUTIBE T 2FAFOBRERVHEAFEIZ OV TR, FHOEDME
BEALINTEL T, AFOBREHR LR,
o EFERERERBERCYA b IA VEBOHLOBRKRELFT5BEICHT
SAAERER S,
o RRHEIRE,

&) EEiFSIRRE (ONO-4538-16/CA209214 RER) KBV T, UTFOO~OPWFHIC b Lz
VMBEICHE Favorable Y 2 7| 1 Xk 2 EE 287/~ THEITIE Intermediate Y 27, 3 BEL L& #-47E
128X Poor Y X7 L Ehniz, (6 R—UBM)

B &L 2 Sh T b ARBROEEARINT E T 1 ERE
Karnofsky —fRiK & 80%K7E

AT 1 E AR TR

WEHRDOHI N T LMER 10 mgdl 28X D
HFRRENERELREB X D
MR B EE LR E XD

CISISIDICNE)
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[Z2ticB+2FE]
O TRREFETIAFBE OV THRAFORENERL ENTVWEI L, b, REEZIT
blanzZ &,

EARDOR A LBBEDCBAEREDOH 5 8%E

@ WBEAIOFHCBVTCTRICEL T 2 BE OV, AR ORI L2

N

LOBRBREB 2VHEICRY , HECARAZERT I LEERTE 5,
FIEMMERBOEHUIBEEOH 5 BE

BTESRRE CHER 2R Y 5 BE R UEHME O BB R %
SORITREMEMR L LN D 8E

HOREEBOEF. UIBENLE L IERED B CaERBOBEERED
HHBE

BEBHERE (ChRARBEELSl) O0bsEE
REOBRIIREE2ET58%E

Karnofsky Performance Status 70%35<i% &2 oB#

(2) Karmofsky Pedformance Status (PS)

Score EE

100 E¥, KRICHT 5 BEORI B2V, BEKRERR L.

EROERS A HFH2EESLERY, 90 BEVERERE S 505, IEREWIEE

80 27 BREREH DA, BN U TEROTEDTEE

HoHEOWEITE 50, EXNOES - 5352

FWT DI LIIRER. BETEETET. & 70 » RATRE

BLELALBEARRZERIZEDZLOTHS,
BeRBREOMBELELT .

60 BRI BRERZ LIITEDH, LELEMBHEME

50 FAREZRL-BELS L UEHNL2ERTARLE

40 Bt . BHRERSLUBESLE

HOEY O LEBHTTERY, BRHDV 30 EL BT, ARPLEERFRZELEE > TN
RFEROEBLREOEWRELEL TS, KA 20 FERICESE. ARBLECHONZIBRSLE
BEFITET LT B EREERSH 5, 10 FEMAA-TND

0 4
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6. BHEIBRLTHETREEH

@

@

®

RS STEZ M. SUSIRFGEE S RUT 5 BRSE S E AR OFER CEIEE

RO REREREHSCER L THLERTIZ L,

WBERMACEL D, BEXRFOFRCADHRGEREEZ HARAL. AELRE

ThrbERETHIL,

EREWER ORI AL MZOWT

o FEMEENLLDLNEZLBHDOT, FHOBEITH o TE. BKRE
o (FEEREREE, MK, BRZ) ORRRVEET X BRECOEREE. BEy+5
A5 2 &, ¥, KBS L THES CT. i~ —S0RELERTS
2 00

o AHOBEIZEFED infusion reaction 2 X CEEFFZ RGO TE DK
HEIT-o ETHtET 52 &, 7.2 Bl AR OFAR 5FFIT infusion reaction
BhHobhd Il bbd0T, ZRRGFRUOEMREELT &ITAA 23 A
VERBIETAE, BEOREE+HICBIE TSI L, 238, infusionreaction &
RE LB, @ TORBERVEREZLIIEET 2 CREL+7EE
FTHZE,

o ERBSEEE. TEESEEERVBIEREERHODOND I EAHDDT,
A O 5 ERMER R O S HIE P I ERNICSUIBRAERE (TSH, HEHE T3,
WEBE T4, ACTH, i aF Y —NVEORE) 2RETHZ L,

o AFIOBEIZLY, BECKERISITERT S LEX b b iks RREHKRE
BHobhdZ b 5d, EESRDLNBEITT. BRULEFRIS L
FRR R L ER I OER & L CGESAZERZETE TV BEDRE
RISIC L 3BIERREDN 2B A, FHOREITHIE, RUBIBERES
NEVAOBREZEZERTHZ L, 28, BIBRERLEOREIZLI Y 8HE
AOKESED LZVEEICHE. BITRERNVE VUMD RERHFR OB
bEET S,

o BERTE BHEEILEVAREL CrOBERSRRBT 3 ERNH DD,
FHROREETHRICLEERAORERI+RITEET 5.

o 1EUERR (BE 1 BERFBEESD) Sbobh. BRAES IV F—UR
KEDZERHZOT, OB, B, BHEOERORBELOEED LHIZ+
SEBTHZ L, 1 MERFAELNEZHATHESEFIEL, AR U8
RoREEOENRAEEZITH Z &,

AFIOERARICB VT, CERERRBE BT 5 BRIRE TRk 26>

b 1ERITSER I, EERERBRBEILBIT A YY) A THARETIR

BEREIL 1 EMITAR I (FIEN 12:8[H%) CEPMEOFMmEIT> T

72 L 2BER, ARARSHIIEHNICEBRE CHROBESREZITO Z L,
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EERHEET A F7 A

=Rn=7 (BlaTHE%kZ)

(B4 : 7O —FREHE 20 mg, 7 P—FERHE 100 mg, 75—
R 240 mg)

~HREETH Y A~

SRR 2 954 A (SFuesE 6 ATLET)
JBA @A

Ak

Uiz

FRIOKE. TERBAF

WEPR AR

HRITOWT
BEXREIEDBE
BEICBELTEETREFH

BRI

P2
P3
P4
P8
P10
P11



1. RC®iZ

EEMLOFDYE - REHORRO DI, BEXEZRESWEEERERNRD
bhd, IBIZ, REORESFOERCL Y, BERSS EOBFRILFRIERR
FEEMPARINIT T, ThbDEERH X BICLERBFICERMT 5 2 L BRED
BELLRoTRY BREMBCEE L SCEOEARFE 2016 (CEAL 28 4F 6 A 2 BRESRE)
CHEWTYH, EFNEXRREOFERORREIEELRS Z L L ENT WS,

FHRERABFEELIL. ERIEACEEE 70 7 7 A AVBBEFEOEES EHAL MR
REBIERDD, Z0d, AHERCEEEICETIERE BB TS E TOM,
UZERGOBEZE ZTH I L PP/ INIBEICH L TEAT S & &bz, BifE
HABRRE LU EBRICNERMIGE & 52 LR —BOE 423 ERHE CER
THZLENEETH D,

L7ehSo T, RIA K740 Tid, BRBEEBROINAETIE LN TV IEFEREH -
MEHRBICESE UTOERRORERERZHET BN O LERELH, E2
FERUBEFEERT.

BB, BEVA P74 i MITHEAERSERBEHAHE, AREREAREK
BREHEES ., —BRHEAEA A ABRABNESRC—REFAEA B ALKES OB IO
HEER LI,

MR ERDERER A7 REEHE 20mg, A7V —HRABWFHFE 100mg, 7Y
— N EWEHE 240 mg (—4 : =R~ T (BEFERZ))

HELRIPEIHE | BREXITEREO TR VX ) Vg

HRLRZRERVAR (8%, BACIE=FAr~7 GEGFMEHZ) L LT, 1[H240mg
% 2 WREIRR CARBET 5.

B R T ¥ E ANFERTEGRRSH

2. KA. (EARAF

AT =R AREHIE 20 mg, RAEHE 100 mg R R ABEFE 240 mg (—R4A - =
A<7 GEREFRHX). ST, (HF &v3,) i1, MEFESTERKXSEE A Y
VyZ R @IV RA N wA ¥ —X RT7AT (BMS) ) HBEFELE b PD-1

(Programmed cell death-1) KH3 5t b IgG4 £/ 7 v—FAHHETH B,

PD-1 1x, FEHEL LY o8k (THIKE, BRRETGTFa70% 5 —T MR RUF
BER MBI BT 5 CD28 7 7 2 Y — (T HMEOEML A MBI E L B \ZHET 5%
FB) CRTEREFATHD, PD-1 HRRRTMIRICER T S PD-1 Y 2 F (PD-LI
EURPD-L2) &REE L, U - BRICIEES 7 B EEL TY 3 ROEERES
AT LT3, PD-1 U ¥ FIZUFERTFHARISMI E - Ok~ 2 BB RIS
LTHY, BEHECERHE LR L-EEAZICR TS PDL] ORRLIFEOLERF
HI & ORICAOHBIREGRRH S Z E BBEIN TS (Cancer 2010; 116: 1757-66),
F BNECESE TIHERSE TMRAELT S 4 —7 =0 < (IFNwy)
X5 TPDL] ORBEAHEEIh, BB UI-BEELIZE T3 PD-L1 OBRLHED
AT & ORICIEDOTERRER S H 5 L DFE B H B (Sci Transl Med 2012; 28: 127-37),
S BiT, PDL1 ZMHIRR SN AMRIT., FURFEW CDS IBE T MiaoMiEE
EMEZ BT S S5, H PD-L] HUET PD-1 & PD-L1 L ORFAZMAET S &2 0OHR
BEFEESEBETIZ EBTRENTHD, DO Z L2 b PD-1/PD-1 U H v FERIL, B
AMRBRSFIRERA T ME»LORBEFEET IBFO— & LTEZ LT
3,

AHT, KERROBE RS PD-1 OMRSEL (PD-1 ) H > FESHER) ZHEE L.
PD-1 & PD-1 VW FEDFEEGEAETAILICL Y, BAGFERENS T MRORE
PEALR OB KRR S 2 MRESEEEZ BT 5 2 L TREMARBEDR 27T
ZLBREREN TV,

INLOMEN L, FANTEMBEEIC KT 2F R RREICR VBRI bOLHRSN,
ETHRAFOF VY U NEREERRE LEEBRRREER L. A, ZE2HRUEE
HRER I,

AHNOERBFICES BEORERGC X 28HERER S b bh, ER IR
EIFREDRH D, FROREFRVCHRER I, BEOBREZHHITV. REMSR
B LNIHEICE, BB L AFRICS Lo FPR2MmER L BRE FOEM LB L TE
DRENBH ATV BEOREFISC L 3EIEABSRDU I HEICIE, BIBRESV
EROBREEOENBZNELTT O BEEDH D,



J. BRIKIRAR
BREXIHEBEOTANR T ) N EOKBEICTHE 21T - L ERERARO
RAEE T,

[E2hiE]
®© ENFEIHERSE (ONO-4538-15 HER)

BFEEOBMBEBERT L YX <7 _FFy (BEFEEB2) GUF. 7L
UYFTT] L)L) ICEFHEXIIRNRAEO TR UTERE O T RAF VX ) o
s]fEHBE (ECOG Performance Status 0 B TR 1) 17 Bl&Ext&RIc, &H 3 mgkg % 2 AREM
RTREFE L. TEFMEE ThDEHFE @BLET IWG criteria (2007) IZE-S<
HJFEIZ & B complete remission (BAT, TCRJ & V9 ,) XIX partial remission (AT, [PR]
LWV H,) DOFEIE) 1T 750% (O5%EBXR : 47.6~92.7%) Thoto, 72¥. FANIK
E LM 200%TH o7,

© WAETHAFAR (CA209205 RE) (Lancet Oncol 2016; 17: 1283-94)
HFEnSMRBEETRICT LY X U= 71T X A EREST - B UIEENS
DEHRMF X ) Vo EEE (35— k B, ECOG Performance Status 0 & U8 1) 80
ERBIT, FH 3mg/ke 2 2 BRIMB CRABHELE. TEFMEA THIEPE (K
2T IWG criteria (2007) 1ZE-3< MBI X 5 CR XL PR OFE) 1X66.3% (95%15
HXME : 54.8~764%) Tholz, BB, BFAICRE LEEIX20.0%Th -7,

[Z2H]
© ENFEIHERE (ONO-4538-15 )
AEEREIEFCRO LN, AR L ORRERBBETERVAFER b EMIED
bz, BHRER S%ULOBHERIITROLBY THhoT,
1 BEFNSULLEOHIEA (ONOASIS-1SEE) (£ S

BERIAAE s

L+ 17

(MedDRA/J ver.18 1) — —
% Grade Grade 3-4 Grade 5

ZRIEA £7 {100.0) 2{1L4) [
s L0 AR mE

Wi 1(5.9) 1(59) o

U ¥ RERBAE 1(5.9) 1(5.9) a
His X UKBHSE

3 1(59) i [
[aber 5 ]

RS REIE TIE 3(176) il 1
WERE

[t 1(59) i 0

R 1(5.9) 0 0

TH 1(59) 0 i

123 1(5.9) 0 il

BRI R M:f ﬂj(:;)
%ﬁfDRA/J er.18.1) 1761
e £ Grade  Grade 3-4 Grade §
T TG il (]
—i - 2HRER L UE S ORE
¥ 2(118) ] 0
RIS 1(59) 0 0
BE” 2(118) a 0
R 7(412) a 0
215 1(59) a 0
MREE TS X UM B
PHKE 1(59) 0 0
73 1(59) 0 i}
*E. DL vnRafHE
HEAHS KRS 1(5.9) 0 0
BRI
FrremERE 1(59) 0 0l
N0 2 1(59) 0 1l
I 1(5.9) 0 i
£ i SRS 1(5.9) 0 ]
R LU
Eb Y v ADiE 1(59) 0 0
{EF b Y T AME 1(59) 159 0
BERBIE 1(5.9) 0 (1]
BRERE & USSR
R 1(59) [ i]
BhEAS 1(59) 0
o1k 2(118) 0 0
HEREE
SEEDE 1(59) i a
B 1(59) 4
FRifE = o —mF— 1(5.9) 0 0
HRE, WL U
MEEmRE 1(59) 1(59) ]
TREDRE 1(59) 0 0
BN & U TR E
BB 1(59) 0 0
i i 1(59) 0 0
SRR 1(59) ] 0
T OHEE 5(29.4) 0 0
B 4(235) f 0

i, BIEMREE 15 (5.9%) . BREEBRAE/ I A/F—2 fi (11.8%) . KEE% -
EEOTHH (5.9%) . FHEREEE 1 6l 5.9%) . FUIRIREEEREE 3 6 (17.6%) .
REE3IH (176%) K Cinfusion reaction 1 ] (59%) BR/H> LNz, T, HEMH
|HAE, DFK. Bk, 1 BNERR, SN/ MR ERER. k. BEERE.
BIBRE, Mk - MER. EEOREREE. BIRMBRERE, TEAMERE. BER
VR EHBERIIRD bhizholc, REWERARBERRIIEESES: BRREEERES
ie) FEATEHERETRT.

© WBAFEIHEAR (CA209205 RER)
HEESIT 238243 Fil (97.9%) IR b, AF L OREEFRBTETERVWEE
BRIT 185243 Bl (76.1%) IR blz, BRER SR EDBERITRO LY T

5



ot

£2 BREEH 5% EOBIER

(CA209205 328) (Al Treated Subjects)

BERXHE L M)
AHIBE
EX 243 ¢4
(McdDRA/) ver.18.1)

. £ Grade Grade 3-4 Grade 5
2EHEA 185(76 1)  48(19.8) [
m¥R LY - RREE

HF PRI 13(5.3) 6(25) il
AR

R ARIE T 14 (5.8) 0 i
W R

21 14(5.8) 2(08) 0

TH 34(14.0) 2(08) ]

Bl 24(9.9) 0 ]

e 19(7.8) 1(04) i
—AR - 2B LU SBAORR

®¥ 50(20 6) 2(08) i

R 21(86) 0 0
#E. PBRICARESHE

AR S TS 33(136) 1(04) il
BERE

TI=rTI/ VU RT 2 F—FHam 13(5.3) 7(29) il

TARZXVBT I T A7 =27 —FHM 14 (5.8) 5(21) 0

U 3—Eigim 14 (5.8) 9(37) il
ARG LURSARNE

A 19(7.8) (] i
R

1) 14 (5.8) (] i
B X OE Tl

TS HEAE 21 (8.6) 0 il

BE 28(11.5) 2(0.8) ]

B, FEMERRSR 15 6] (6.2%) . BEHRAE/ I A F—19 6 (7.8%) . KB
*% - BEOTH6H (2.5%) . FHEaEREE 2241 (9.1%) . & s56 (2.1%) . BRR
WEEE 28 41 (11.5%) . THEEE 40 # (16.5%) . BHEEES 4 41 (1.6%) . B4k -
BEEA 1 B (0.4%) . BEEOCKERESE 3 61 (12%) . BIRMLERSE 1 #1 (04%) .
infusion reaction 38 #l (15.6%) . BEZK 2 (0.8%) RUEE SRR 2 #] (0.8%) 2FED
b, 70, EEGENE. OHR. Bk, 1 BERA. REMEL/MRIBAMESRER,
BIREER U TREBERZIRD bh o, RRVERAZRERRIIEEES (BK
BREEEELZED) 220EHERETT.

[ - F&]

AR OBEMAEYBBESAZFRA LY Iab—va ik v, FH 3 mekg (&
B) Xit240 mg % 2 BEMR RS LiZBoRFOnFPEERKRNIN, TOE
B, AKH 240 mg 2R E L EBEORERIL, XA 3 mgkg ERE LEORER L HE;
LCHEEZFTETFRENZbOD, BAABEIRW TIAREIER I TVWIA
% AR (omgkg 2 BREBRTRYS) THRAEZERE LEEOBRER L B L TEE
ETRTETFHEINE (TR), M2 T, BROEBIZRIT 57 —F I EI%, A& 3 mg/kg

(FE) X240 mg % 2 BRIMB TRES LIZBEOFFOBRER & FME IR 2L
OEEZBRANT BRBERSTT VABEIN, BRIV TRHBPTOI R,
FERORE - AROB THEIER OR2MEICARZERIT RV LTRSS,

%3 EAOESEBR T A—5

R - AR Crnax Crind1a Caveda Crnaxss Coins Cavg.ss
(pg/mL) (pg/mL) (pg/mL} (ug/mL) (pg/mL) (pg/mL)
3 mefkg Q2W (35.52f ?o.s) (10.17(.’;4.5) (17.21‘.‘.333 9) (75.::3171) (27?12.':07) (42.7n7.'t1;z7)
240me 2y (51.712. Zos) (15.22? -354.6) (25.31‘.‘.4‘7.8) (10;.5;54) (41?57,'?58) (62.11(.)91 37)
10 mg/kg Q2W (14;.9 ;19) (51.(2 39.2) (79.9(3.?14) (33?.9 232) ( uzi.l ;m (23;7;86)

P (5% 95%) . QQW : 2EMIMIE, Coe : TEEEEORRMA PRI, Crnas - FIEESE14
B RICHT A RIEMGPIE . Cogara : PIEHREH14A B X TORHMEPBRE, Crass 1 EEREICE
W ABEMEPRE. Crnss . EFREBIZIT SRIEMFPME. Coves - ERRBICHIT Z2EHMIEP
BE



4 MR-

ERBEM L L CEARERE (&FRE) ’BELATWAZ b, YEHE2E
MCERTE IR THILERD D, TOLT, FHORENEY 2 BELBH - %
EL. AROBREIL Y BEBLZAEAZZER LB T 5 Z L BLERED, XUT
DO~@DFTRTEHEITRRICPBVWTERTIRETH S,

O ERIZ-O>WT

@1 TED (1) ~ ) OVWTFhIBREUTIRRTHDZ &,

() EAFBRESRET 5SADFEENRRRS EREN RS A DREEI S,
HIERAS A B ROEHEEIL SRR, HUR S A BRERBEA Y) (FRR 3044 A 1 BFA 1 437
HaR)

(2) FrEMsReRBe (FRR 2946 H 1 AR - 85 MERR)

(3) FHEFRABIEBET 2BADRESERF (BADESREERPT. 2SABEES
BREE. BABRBREEERF L)

@) NRICEFEZEEREB L. SRESEREME 1 IS b2 mEmE 2 O EE
WHRBBHAEITo TV AHERR (EAL284 7 A 1 BEFR : 2540 HERR)

) MEMHEFSAFEENEORBEREIMLIBEEITo TWARERR (K 28 £ 7
A1 BRFA - 1290 HERR)

®-2 HFHENOFTF Y NEOCERERCBIERARREROMRIC S 2aE L &
BREFOEM (TROWVWTNNICELTHER) 2, YRBHRBOXAICET IRED
BEELLTEBIL TR L,

*

o ERGRFIEE 2 FOMYBHERZET Lc&IC 5 FU OB ABROBRIHEL
ToTWaZe, 55, 2T, BARWEEYE L LEBREREFOREL
ToTW3Z L,

- EMRIFREE 2 FONMPHERET LRI 4 FUEOBKRERZAL TV
ZE. 9b, 3FEU R, ERFEEEEO X ARMIRE Y & CRRLEZEOBHE
ZfToTWnaZ L,

© BRHOEXERERETROKHIZOWT

EELEHERIRTTIFEESEBIN, BECEILOBHRER. A&
SHERFHEROTERCEMSICHT 2 RERM, AEFRBRELEEORE
¥E. ERECHIETONIEKHBE-TND I L,

@ BIftH~TRRESRE - ¢
-1 R EkHEiciB 2 EE

BEERAZEOEREREWERNTA L2, 24 BREZEREROT. YERX
IHEEERICBSV T, ZRELZBERIUSCTAREER U CT E0RHER BRI L
EAXREOFESLYAPIZELN, BELITHSTRAEHIE->TWHI L,

@2 EREFTIC L 5AFESANICETHENF

BABRCED 3 BN ABRRCEKERE T ERESTEFBIFERT=2 ) 7
BEDLERDOAZ ) —=V V2TV EBRE L FRE XA TE 5T —LERERFE
BEahTnwsd &, 28, BEEFIconT, BABRETLZOFKRIZHAZAMENT
waz ek,

@-3 BIfEROZB-CHRMCBIL T

BIfER (RIEMEMRBICM L, EEGHENE, LHR. Sk, BSUGRAE. XBE,
EEOTH. | ERRA. FA£L., HSREE. L, BLEmEe, PiRIREES,
TEAREEES, BREE. BRE (BF2 - - RETHELEBRZED). BITES.
i, BEOKMEE, HIRMMRERE., infusionreaction. BB MKEE. MREAR
TEGRE, k. BEORERIS, ERIZEE, LBRE (LEWE) - B0k - DEERS
INEE) %) IR LT, YRR IDERERBBOSMELF T oEMEEHEL (Bl
FEROZELHINCEL TIHERUXBEZZTONIEHFICH D 2 L), EbITHEER
REFRTEBEFINRE->TND L,



5. BeENBE LAY

[ExhEic B3 5 3E)
O BFEOBRARBERVT VY XY= 7 B UIRHEOTR T EEE
DOEAFRVF Y NEREILBVTEAOAMEIREI LT3,

@ TRICEKLTIBFITHT 2FAORERVERFEIC >V TL, FRDESM
BREMLEINTEL T, FROREFR L2 LRV,

{LERERBROBE
fLOFBMEEEA & Ot L TRESN58F

[Ttz 5 %FE]
O TREEYTIBECOVTHEAFOBRERER L ENTVWBZ b, BEZT
bz,

ARIORES TR LRBEOEERED H 5RE

@ BEROFEICBWTTRICEYT 5 BFIC >V T, FAFAOBREII#ERI L2

A
.

OBFBRERZVIBEIZRY , HEICFHEERTIZ L 2ERTE S,
FEMERREDOSH UIBIEDH 5 BF

FMERRE CHRER 22D 5 BE R TRBRENE O RS RIS R 2
ZOBITREEECRA LN D BE

HERERBOEM ., XBHNLE L IERED B EREKRBOBERRED
HHBE

BaEgERE (EhsMiaBERELals) ObH58%E
BEORRXIRELFT58%E

ECOG Performance Status 3-4 @ D&%

@D ECOG ) Performance Status (PS)

Score

EE

0

2L R EDTES. BRLRALBEEESHBR2TXS,

AENICE LV EBITHIREN S 2, STIET, BIERCE > TOERIITI J L8 TE 2.,
Bl BVWRE, BHEK

BATATRETHSOHOEY O T L 3T X TABEEAERIITE RV, BFO S0%ULEFy FATHTY,

BONZBHOHOEY DI & LHTERY, BFO 0% EEZXy FHRBF TR,

1
2
3
4

2BV, BHOFOEY DI LIFE TERY, By FARFTERIT,

10

6. BECEBELTHEI<&3H

O WMNXEZICML, BERGEENRET 2BERNSIE ST AR OBERUEERE
AOEHIELERERZTHICHEB L TILERTIZ L,

@ WBEBEMICELD, BEXITORBECAYHRVGARELHLHAL, REEE
TroBRETDHZ L,

@ FERBWEAD-ERI AL MIZ2WT

FEMERRBRSH LN 5 Z L33H 50T, FAOREIZHK - Tid, BRI
® (FPREEE, Tk, FRE) ORRRUEE X RBEOERE. BEE+5
TS5 2k, e, REZSUTHEE CT, AF~— 7 —S0RELERT S
e

AHOHFEITIEE D infusion reaction 12X TREARIC o2 OTE R
BEIT-T- L TRET D Z &, T2 B A LEOARFESHFIZ infusion reaction
BHobhdZLbhd0T, FARSEFROLAR ST RIINA 2T A
CERETHE, BEORELZ+HICEETHZ L, 728, infusionreaction %
EBRLBAIE, 2 TOBBERERSE2IIEE T TRER +O8R
THZL,

FRIRSERES, TRESEBERVBIBEERHLDNDZERDHBHDT,
FH O &5 RERTR G SR T ESIC A oWHERERE (TSH. W8 T3,
FEHE T4, ACTH, a5V —VEORE) 2EETIZ L,
AROBREIZ LY BEORERIGICERT S & E X LN D5k~ RRECHE
BHLbN3ZEBH5, REXRD LIRS, BRLAEFRIS L
EiR0 50 & BB A RFOERM &EE L GERRERIRE 21TV, BEORE
RIS L ARIERBREDN /A ITIX. FRIOAREIIPIE. RUBIBEER
NEVRIOREELERTD L, 2B, BIFREFLVE ORIV EHE
AORELRRD bNEWEEIZE, BIBRESRNT L USORZERHE 0BM
bEBTHZ L,

BEETE BRI OB ARB L T LRIERANRERTIZENH D0,
EROBS/RTHICHBWERADRERICHHITERT D2 L,

1 BERR (BE | BERB 2 20) Bdhobh, BREMES P T F—v 2
WERZERAHAHOT, OB, B, BHEEOEROREFESCMEEO LR+
SEBETHI L, | BERFSRDNIESCHBRSERILEL, 1A Y VR
FOBRGEOBERLEEZTIZ &,

@ FHAOEERARRIZENT, £5BH»D 6 P ALINIZ § BRI LT, TR,
BERESS 1 ERE TR RER I ICHEMEOFMEZIT> T\ Z E2BEI,
AAR S PIXEHNNICERRE CHROBEREITOIZ &,

11



EERAEETA FIA v

=Rn=7 (BlaFH%EZ)

(R4 : A7 —FARBE 20 mg, 7O —FERHE 100 mg, 37—
FRFBIE 240 mg)

¥R 2 9 9H (A 6 AET)
BAZ A

Bk

IXUYic -

AN O, ERBF

BE PR R AR

HWRIToOVT
BERRL2HBE
BE5CELTEETREFR

oy B RN

P2
P3
P4
P7
P9
P10



1. LB

EELOFME - REWMORBEOT-DITIT, FMITEBECE SV EBEERERMRD
b3, oI, TFEOBRFEEROERIZL Y | FUEKEER 2 L OEFHHFRIERR
FEESARRINZFT, ChonERSFECHEREECEMET S Z L 8RR
BEL2-oTRY BEMBOEE LEDOEFRFSH 2016 (FRR 284 6 H 2 ARMERE)
CRNWTH, EFMNERSMEOERORBELEEZRD Z L LENTVWS,

FREABFERLIX, BEBIERASREM T o 7 7 A VBREOCEESR LB LM
RBZEBHD, ZOd, APHERCEEKICBT 2 EESHLEETE T TOR.
UHERGHOBELRZT S EVMFEINIBECRHLTEATS & L HIT, BIE
RABRBE LRI NERNINE L 22 &R Z—EOEH 2 TERME CER
TARZLBEETHS,

Lo T, AHA I A Tk, AEBRBELINETIZ/RON TV IEFESH -
AEHRBCESE UTORRRORELFERZHEET 28RO LERELF, B2
FRUOEEEEYRT,

2P, KHA N7 A ik, MATBEEAEELERESQEEE, ANEREABRER
BRREESS, —BEHEA D EAEEARESRC—BREHAEAN R FZGEZESOHBHO
b EER L7z,

R e R DEERS ATV —RARHE 20mg, 37 —KREFEFE 100mg, 7Y
—RARHE 240mg (—B% - =R~ (BTFHREL))

HRERIPEXFHR ¢ DA CEREE ITHE L L IBRTIBRTRERET - BROBE

AR AEERVAR  EE. RAICIR=EN~7 (BEFHEZ) L LT, 1 E240mg
% 2 WA TARESRET 5,

B ¥ R R ¥ E L NFRESTHEEXSH

2. AFIOKE. (ERBSF

FF VRN AT 20 mg, FLATEEE 100 mg RORAEHE 240 mg (—f4 : =
Ru=7 (BEFEHRZ). DT, IFF £v),) B MNEELRIEGRSHHE A S
Vo2 R BRI -=AL¥—X X747 (BMS) #) #BAFKELK~E k PD-1

(Programmed cell death-1) IZXt3 5t N IgG4 £/ 7 n—FAHHETH D,

PD-1 1%, FEMELLEZYD 235k (THR, BARRUTF 25 4%7—THR) ROF
BEFAMICRR TS CD28 7 7 I U — (T MDEHELEZ MBI IE & RIZHIET 55
FB) WRTAZRGETH D, PD-1 EHIFRRTMRICERT S PD-1 Y F (PD-L1
BRUPD-L2) EREL, UV BRICHENEY VTV EEE L TY S BROTEE(LIRE S
AICFRE L T35, PD-1 Y H Y FRGUFEFHIRLSMI E h Ok % 2EEERICFRE
LThY., BEBEERE)OGYR LEERRKIZHITS PDLI ORBLWROLRF
& ORI ADRBEREGRR S S Z EABME IR TS (Cancer 2010; 116: 1757-66)
o EMEAEBAE CIAREE THRPELT A v F—T =0 i< (IFN-y)
IZE->TPD-Ll ORESFEIN, BB LEEEKIZIIT 5 PD-L1 OERLHTHED
AT & ORCIEDTERBEBFRRH 2 L 0@E B H D (Sci Transl Med 2012; 28: 127-37),
X HiZ, PD-L1 Z#&BIRER IS AMBBE. NREEN CDS B T RoMRES
EHEEZHEBEE 5, HPD-L1 T PD-1 & PD-L1 L OEEFET 3 &L =04k
EEEMREET DM RERTVS, EOZ L5 PD-1/PD-1 U H v FEEIL, 23
AARRBTERENLZ T ME>LOXBRELEHTIHFO—D L LTELLR T
5.
AFNT, RERR OB RN O PD-1 OMEISMEE (PD-1 Y F 2 MESEEE) ITHEE L.
PD-1 & PD-1 Y H U FEDEEGRMETHZLICE Y, BAREREN, T HROE
HEAER O ARRIZ R 2 MR EEE 28558 T 5 Z & TRENRERDR T
ZEBHEREIN TS,

LB ARRBHEBERICN T A H T AEERIC RV Go b0 L i Eh.,
BEAELHRE LEBERRBEZEE L, Ao, ZeMERUCEFESESE I,

AR OVEFABFCESBENRERIG L DEIERER S bbh, EEXIRTIC
ELAREMS D D, AROREPRUERERIZIZ. BEOBELHHITTV. 2EHR
B LN EITIE, BB L BRIOG U BRMN R mE L BB A B OER L EE L TE
2R ATV, BEOCRERIGNC L 2EERAERDL 2 B8 IX. RIRRESV
ELROREZEOBOZAEEITI LEED B,



3. ERb-ERR
BAACRRER ITHEE L R TR ET - BROBEOARRIIFMZ T2
ERBERRBORSEE T,

(5]
ERIERFMAERRR (ONO-4538-128)

2oLk L OCEFRIER A+ D EEBRRC S IR O BRI T 28T - B R
OBEEXIBEFESTE (BEOTLABERESR LY ETFScmPNIZAET 51
) BE936 (AFRNBE26FIEE L, RAR6, 77 EXREISH) EXRIT,
TR ERNBE UTHFES mgke 2 2BRIBR TRARFELLLEOFDIERVESR
HAERN L, TEVEEE CHh224EFHH (FRIE [95%ERXM] ) 1%, 258
T5.26 [4.60~6.37] WA, 7T EAREET4.14 [3.42~4.86] PATHY . FANXT7ER
at USRI AERER 2R L (AN — FH0.63 [95% 38X : 0.51~0.78] |
p<0.0001 [/BBlog-rank BE] ) .

04 —— AHB
od N FoERE

0.8
0.7+
0.6+

0.5

LR

0.4+

0.3

0.2
0.1 - T

(X}
tee @ -mmmm=--@---0-0

0.0+

0 2 4 6 8 10 12 14 16 18 20 22

at risk EHFEEMA)
RHEIRE 330 275 192 141 94 56 38 19 10 5 3 0
FoEAE 163 121 82 53 32 16 10 4 3 3 1 0

[ i)

OEMNFHIMERS (ONO-4538-12 HER)

HEESRITAAEE 300330 4] (90.9%) . 77 L ABE 135/161 1 (83.9%) IZFEDH LN,
BRE L ORRBERTETERVAESRIIAHIBE 141/330 Fl (42.7%) . 77 &R
BE 43/161 B (26.7%) 2B LTz, WTHOOB CREED 5% LOBIERII TR
DEBYThoT,

£1 WThhOETRHEES 5% EOBIER (ONO-4538-12 RER)

; F ()

o p= TSR

(MedDRA/T ver.19.0) . 330 . 161 .

% Grade  Grade3-4  Grade 5 £ Grade  Gmdo3-4  Grade §

LBIER (317) 34 (103 4 a2 43 (26.7) 7 (43) 0L,
LT 5

TH# 23 (700 2 (06) 0 3 (1.9) 0 0
—A - SHEEEES KU S
DR

By 18 (55) 2 (06) 0 9 (56 202 0
B & CRBL T AR

T HEEAE 30 (9.1 0 0 9 (5.6) 0 0

R 19 (5.8) 0 0 5 (3.1) 0 0

725 ARBEIC IV CRIE MR R 7 51 (2.1%) JREGFRMREE/ I A8 F—9 81 (2.7%) .
K2 - EEDO TR 4 61 (1.2%) . 1 BHERR 3 61 (0.9%) . FrEEREE 18 51 (5.5%) .
B 18 (0.3%) . FIRIREEAEREE 13 61 (3.9%) . FiRREE 1051 (3.0%) . EHREER:
=15 03%) , TEAEKREEREE 15 (0.3%) . #ikmBRERE 1 61 (0.3%) KT infusion
reaction 1 % (0.3%) 252D bNT-, £7=. EEFENE. LHK, Bk, SEMEL/IMR
B tEsRER . BIBEE. EEORBEE. K - R, BARCE LY S BRIZFED
bhiehot-, ARBEARBERRIIBESS: (BRREERFELET) 22 0EER
L I



[ - BE]

AR OBEREDERESAEZFALEY S 2 b—v a2k b, AH 3 mgkeg (&
H) XiX240 mg % 2 BRFRCHRE LI-BoAFonFFRESBRI SN, TOR
R KA 240 mg 5 LBEORERIL. &4 3 mgke 2RE L-BEORER L
LTHEEZRTLETFRAEINTZbOO, BFRABFCRVWCIFEPER I TS A
- AR (10 mg/ke % 2 BRIFBRCTERE) CTHAIZEE LEBEOBRER L B L TEME
RTETFRIENE (TR), MA T, BROBEICBIT BT —ZIcESE & 3 mg/kg

(HE) i 240 mg % 2 WREME CIRE L2BOAROBREER & BIMEX IR M &
OEEZBRHNT 2BRBERICETT VBRI, BHBEEIC W TRIEBMITOI R,
FRORE - AROM THEMR R SHICARRERIIZV L TR,

#£2 AROEHHE T A—F

- AR Crax Cmindla Coavgdla Crraxss Chin s Cavess
(pg/mL) (pg/mL) (pg/mL) (ug/mL) (pg/mL) (pg/mL)
3mpg QW | (100 | o aes | arrase | asorm | arrem | @ i
2A0ime 2 (51.712.'303) (15.22?-;4.6) (25.31‘.‘7417.8) (m;.5 ;54) @ ?57,-11;58) (62.11(.)91 87)
10 me/kg Q2W (14;.9;19) (512 .739.2) (79?(2.:1;14) (33?.9 232) (182,1 213) (233.7286)

PR (5%, 95%4) . Q2W : JERMFER. Cr: TEREZEORERFPEE. Cual: TEERSH#14
B BRFBT BIERFPRE, Copns: PEREH 4RI CORHMBEPRE, Cons : EFREBICH
i BRI TRE, Coine : EFRIBICHT D REDWFRE. Coes : EERRBICIIT 2 EH MM P
mE

4. BERITONT

EER) X7 EEHE RMP) KESE, ARAOERREZLUEERES~OH &S
BHEIMRETH-> T, FHOBRESEDLBEZZH - BEL. AFOREICLVEE
REERZRE LIZBEICRT 5 & L BRRERLED, UTOO~Q@D T T 2RI
BRICBWHERATINETHD,

® HERkizoVWT

@1 TEo (1) ~ ) OVWThHIHEETIHERTHDZ &,

(1) BASBRESBET 2P ABREELSRRS (EEFR A BFETELSHRB.
RS A FEEEEIL S RBe., HR A A BB 2 L) (ERL 3044 A 1 BREAR 1437
HBaR)

) HEBEREE (PR 2946 A 1 BRAR : 85 FER)

(3) FMERFRAMEBBET 2BRABREERE (B ADFRESEERET, BSARHES
BAFBE. A BIOERIEERBLR &)

@) SR{EFREEERE L. JRCEREME | I RLZREME 2 ORERE
RBBHEITo TV BHER (FR 28478 1 ARR 1 2540 FER)

(5) MEMEEHLS EEMEORBEREIHRIBHEITo TV DR (FR 28 £ 7
B 1 BEER : 1290 Hask)

©2 BEEOFRERCEEARAROMSCHS2ME L BREFSEM (TRO
WENRHPIZES T HEM) 2. YRR OFACET 3 IREOREE L LTRES
Tn5Z &,

=

o EMGFREE 2 EOPMMELET LIl 5 FULELORABROBKRFEL
ToTWBZE, 9h, 2L, PARDREZEE LEEBKREBERFZOFESL
fToTW3Z &,

o ENRFRER 2 FONMFELET LRIC, MMLBBEOBAEMRELZED S
FELEOHILBEABZOEREIT-TWB T L,

o EMRIREE 2 EOPHMEEZET LRI 4 FULOBKREREZFL TN
Z &, 9B, 3ER LRI, MWLBEONPARDHEELZ SUHLERFEORKRIHEL
fForTWBZ &,

@ BRNDEERBREBOEEICONT

EXMERERIRET 2HEENEBE SN, RESENLOFRED, FHE- R
SHEEZHHROTERCEMS AT 2 FBRM. ATERBRBLE LZBEORE
EE. EREPLIITDNSFHDBE>TNEH T L,




D BUERASUHSR 2w 1
-1 HREFICET B8

FEMRBEOEELBIEASRAE LBRC, 24 REZ2EREH O T, HFRRX
HESBRICBV T, BRUZBER IR U CARERER O CT 20RIER &R &4
ERREOGRSYBPIZELN. EbICHIGFIEERAERIE-TWS I L,

@2 BREFE L3 FESSICET 2 EH

BAZRCEDZEMPLABR KRBT 2EREFENBERE=2 ) 7
EEDEEROARAS Y —=r PETVWERBE L EREEF TE 55— LEFREHINE
HENTVWBZ &, 2B, BHERIZOVWT, BABRE L ZOFERCHRFICAMENT
Wws Tk,

@-3 BfEROZEFCHRITEALT

BIfEA (MEHRRBICIN ., BEGENE. LKk, HR. BEEHBRE. XB%.
EEOTH., | BIERA. T2, PR, k. EEEE %, PIRREERES.
TEREKERE, BEEE. BEE (BF2  RETHENBXEZED). BIBES.
Mg, BEOREEE. HIRMSERSE. infusionreaction, EEZMEEE, OFRAR
FEGRE, Wi, BEORERS. BRESME. CBEE (LFEME - Rk - OEMES
INHES) %) TR LT, YR ULAMERIEE OEMt L F T 5 EM L EHE L (8
EROBEPRBICE L THRERUXBE2ZT ONIEFICH D Z L), EHITHEDZ
ABPTEZEHBESTVEZ L,

5. Ranr e Hh R
[EafEicB T 5 %E]
O TROBHFIZREWEAOABEBRIES N TV 5,
o 2O EOEREREDS B IEHIRAELET - BREERE

@ TRICEYT38E T 3ARFOREREAFECOVTIE, FAOHEME
BREALENTELT. ZRORERRL LRV,
o —RERRUVKRIBRERT CWRVESE
o RGBS
o fhoREMEEA LA L TRESNDBE

[Z&tic B4 3 FIE]

® TFTRIEFZETHIRBIHSOVTRAROREREZE INTNWLZ &b, BEEZTT
blrnzZ kL,
o FRIOBRSITH LIREREDBERO H 5 BE

@ HERTOFMHICE VT TRICKY T 3 BF T VT, FROREIHES L2V

R, MOBFBREAZWESRY . HEARLERATIZLEERTED,

s MEMMREOSHFXEEREOHLBE

- BUESRE CREEZ AR Y 5 BE R UEEINO BRI R
EDOMICREMHELRIONDBE

o HTHAERBOASH, TBHALE L IBERKED B EREREOFEED
HDBE

o EBRBHEE (BhBMRBEELED) ObsRE

o BROBRNIREEZFETIEE

¢ ECOG Performance Status 3-4 ®V DB %

& BCOG ¢ Performance Status (PS)

Score | BE

0 | 2<PEARKEMTE5. BFAiLFALARAESRBRRITZS,

PIABIC B LWERITRIB S W 535, BITARET. BIERCE> CTOERIITI I LB TES,
Bl BVWRE, BEERK

BHAEEGOFOEY O E L TER, AP 50%l E2~ty FhRFTiRIT,

Al -

LWV, BAOROEY O RS TERV. BECSy FiRFT#ETT,

9

BFAETEAOFOE Y O Frt ST ERR TR R, BP0 S0l By FATISTY,




6. BEIZEBELTHETREINE

O WAXFEIINZ ., BERFTEE D RUT IBRECESERFOKFER CEIERE
BOE=SIchERERF+HICER L THLERTH L,

@ EEBRBICKEND, BEXRZOFBECAEMMRVEREZTABAL. AELZE
ThboBRETDZZ L,

@ EREMEROTRI ALY MZOWT

PEHRRES D O Z BB 50T, ARDREIChH > TiL, BRE
K (FPREE, ok, BR%) ODRVBES X BREOERS. B8535
ZAT5 2k, o, LBEISUTEE CT. AF~—F—F0RELRETS
halp -8

AFIDOFEIXEED infusion reaction (2% CEARHITARHGDOTX 51
EEITo7c LT 2 2 &, £/, 2 BB LB OFKIE 5 FIZ infusion reaction
BhHobhdZEbdHE0T, FRREFRUAKBERTRITNAL F 13 A
VERIET 5%, BEORELHHICBET S Z &, 428, infusionreaction %
A LB, ETORERVERNELCEE T ETRELHSEE
T35 L,

PRI EREE, TEAREREERVIBEER O bLNE I LBHEIDT,
AF| 0 5BAERT & U S IR P X E#IR I S AR IR (TSH., 58 T3,
1ElE T4, ACTH, M anF Yy —VEORE) 2EBTEHI L,
FHROBEIZ LY BEORESCERNT 5 L B2 b AL RRBORE
BHobhBI XH3, BESROLNEBAICE. BRELEBRIISUE
HPR M BRI OERM & EE L CEWLERNRBE 21TV, BEORE
BOGSIZ X 2BHERBEDLN 2 HEICIE, FROKRETIHIE, RUBIBRES
NEVROBRESEERBTHZE, 28, BBKERNEC OB X VENE
BOBERRD bNR2WHEEIZIE., BIBEERVE PSS OREmEF OB
bERT 3,

BERTH. SoEM»LEB I ARB L THLRIEARRERT I LB3bHD,

FRIOBEETHRIZHBIFERAORERBRICAHFIEERT 5,

1 EERA (BUE | BERFEEEL) Bbbbh, BRFEMES R 7 F—v X
FEAZENBHANT, NR, Bl BEENEFRNERCOERN LRI+
SEETHZ L, | BERBREDNRZBATHESEFPILEL, 1RV VHE
HOBEEOEN2RBEITI Z &,

@ AFOEBKRARICEWT, HERBEHL 1 EMIT6BI L., ZRURIX, 28T
LRESHEOFEE T TV Z & 2BEIC, AARSFIIEHNICEBRE T
THROWEEITO Z &,

10

BBERHEET A KA
=HAvT GRETRBL)

(54 : 70— FRBBE 20 mg, F 70— RREHE 100 mg, 70—
AT REE 240mg)

~ IR R~

F¥r3 0E8 H (&N 6 HEkET)
BAFEE



H¥

IO

AR O, (FRBF

HRPR PSR

MRz oW T
BERBRERDBE
BECRLTEBETNEFR

Sy Gy ety 9 =

P2
P3
P4
P6
P8
P9

1. ELdIT

EXLOEMME - BLMORED- HITE, BASTEFEICESWIEERFERIRD
bid, EH, EEORFEMOESITL Y . FKERMZ L OEFHNRFHRIERE
FEXARABINIZPT, 2ho0EERFEICLERBEICRET 2 2 L SRR
B L 2o TR REMBOEE L WEDEAFE 2016 (FRL 28 45 6 A 2 B REIEHBIE)
KHEWTH, EFNERSEOHEROEBI#EERZRSZZ L L EhTN3,

FHERABFEERLT BERERACESE T n 77 A APBEFEOEER LALMICR
REZENRDBD, 0D, AHERCELHICET I ERSN+HLOERT 5 E TOM.
LUHERLOBELRIZITI L BNHFINIBEICH L TUERT S L &b, BIfF
AR L -BIXERNGE & 52 EATRE—EOEG M- TEREE THEA
TRZLEDBEETHD,

LiedoT, KA FFA TR, BREEPL NI TIBELNATWSEFEFR -
AEHEMCESE UTOERRORELERZEET 2B A0 L NERER, B2
FRUOEBEFELRT,

I, AHA R4 id, MIEITEEAERRERBRREEE. ARHEEBEARR
BREEYS, —REFEAAFERARES, FEFEAEDEARFHEEZERT
—AREA PARERBEESOB O b LER LT,

WHBLRIEER A7~ RARSHE 0 mg, A7 V—FEHE 100mg, 7Y
— R AREHE 240 mg (—R% : =FN<T (BiEETHEERL))

HELRIMEEDE  BALEEER ITHEE L YIRTERET - BROBERERT R
=

HELRABERVAR @%. RAZIE=RAr<7 (BEFHERZ) LT, 1E240mg
% 2 BRRIR TRFHET 5.

B R EE NFERIERASH




2. AFIOFK, R

A7 VR EIERHE 20 mg. RAFEEFE 100 mg R VRATEEFE 240 mg (—H%4 - =
<7 (EEFERZ) . BT, IFA) L0d,) ik NEFERTERISH L XS
Vo Ak BITVRMV-~wA¥Y—X X747 (BMS) ) BEAFELZE b PD-1

(Programmed cell death-1) 1263 % & Ml 1gG4 T/ 7 u—FAHETH B,

PD-1 i, WEHELLEZY 35k (THMR, BMRRUTFaZ74% 7 —THIR) RUE
BARAIICRBL T 5 CD28 7 7 I U — (T RO TE ML 2 MBS EE L RICHIET 2 2
FE) CRTAEFETHD, PD-1 BHUFRMRICER ST 5 PD-1 Y ¥ K (PD-L1
RUPD-L2) L&A L. VY SBRICHFMEY 7T A2 EEL TU v BROBEERIESR
BICFAE L TWS, PD-1 U7 FIRRFRRTHRLUSMI E b ok~ BRI
LTy, BHERAEEE) KR LEFHERKICHITS PDLI ORBRLHFEOLTRF
B & ORICAOHBEEGZRH D Z L BABESh TS (Cancer 2010; 116: 1757-66) ,
T BHREESE CITEBEE THRSELET A v F—T o< (IFN-y)
IZE 5T PD-L1 ORFRELFEIN., &8 LEEEEZKICEIT 5 PD-L1 OXHR L#FED
AEFHR L ORICEOHBEEGRNH D L oS b H S (Sci Transl Med 2012; 28: 127-37),
E HIZ, PD-L1 #5&HIRR I B AMIRE, FURIERAM CDS Bt T AloBRES
EHEERFFH ST DM, 7 PD-L1 HlET PD-1 & PD-L1 & DFEAZMAETS & oM
BEEMEREETD ZEBRENTVS, HEOZ L5 PD-1/PD-1 ) 2 FERIZ, 28
AERATURFERNZ T Migh o 0ORBELERT 2MFO—22 LTEZ LT
5,

AHNE, BEFER OB R b PD-1 OISR (PD-1 U # FEEEHEIR) (/S L.
PD-1 & PD-1 D W REOREZMETH &L, BATEKRENR T MROE
PR OB ARRICX T 2 MG EEE L8 T2 2 L TN REEDEL =T
Z LRI TS,

INBOREDDL, FRISEEERICE T S F o asREC R I ES b0 LHF SN,

BB RERE LR LCBRRABRT ER L. A, TEMRUIFEIRER
shie,

AROIERBFICESBEDORERGIZ L SEIER%ESH 6 bh, ERXIIRETIC
ELWEMNDH D, FFOREFRRERITIZ, BEOBEEZ STV, BFEFR
B HNTBEIIE, BE L LERIOE U EMRR 0 L R B oER L &% L TE
BB AT, BEORERSICL 2BEAPRDN 256X, BIBEESLV
EUROBRSEOENLVEEZTT I LERD B,

3. FRERERAR
P AALERRE R ITHE L - SRR RE 2 AT - R OB ED g O &ERIC G2
ToERBERARORE L TT,

[FahiE]
ENE DHERE (ONO-4538-41585%)

FIFFRHLRA P UFE RS MY o AKRY L OFRRE ARG IIRH D)
MRAEE/AHETT - BROEME D ZERE (ECOG Performance Status 0 KT 1) 34 %
AT AH 240 mg % 2 EREERRCREEE L, TEFEE B Th 2FHE (Modified
RECIST criteria (2004)(Z 53 < FRYYFEIZ X 5 CR XIL PR) ¥ 29.4% (95%fEHEXH] :
16.8~462) Thoiz, 72, FANZRE LEREIZ5.0%TH o7,

[Z2H]
ENE IHEAR (ONO-4538-41%)
HEFRII32346] (94.1%) IKBO LN, FH L ORARBERTETERVEEER
13233481 (67.6%) WRD LN, BRENSWULOBIERIXITRO LBV ThHhotz,
#1 ﬁazﬁ;s%u_tmﬂ:f’ﬁm (ONO-4538-41B088) (2 RHERRIT#HESER)

EHE
Cande £ Grade Grade 3-4 Grade 5
BERTEE R EBE B AR RE REBE$
(McdDRA T X5 SOC-PT 38} ¥ (%) B (%) HE (%)
FETW 34 34 34

PR
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