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HELRDPEIIBR « D3 AALEFRER \SHEE LI VIR N aE 2R AT - B0 B
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BIZHRET LT\, PD-1 U 0 RiFHURE SR B b O 2 22 IR T8 B
LTHY, BMERAMEEE) LU LB T D PD-LL DOIEBL LI DELF
HIM & OMICADHBEBFRN & 5 Z & HE I Tws  (Cancer 2010; 116: 1757-66)
F 7o B R JE S CIXHRRE TN EET DA v X —T =a > H >~ (IFN-y)
IZ& > T PD-L1 OFIANFHEE SN, BB L7 EEMAHRIZI T D PD-L1 OFHL LI O
AAWE E OMICEOMBEBE/RRH D E0®EL H D (Sci Transl Med 2012: 28:
127ra37), & 51T, PD-L1 Z 3R E S0 M, HURER M CD8 Bt T Hif
ORI EIE M 2 55 SH 523, L PD-LL ik TPD-1 & PD-L1 & DfEEEHET D &
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U, 28 A S PUR R A 72 TS D OB 2 AR D F O —o & LTEZ S
TV 5b,
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- BEREE x5 & Lz HERILE S AR (ONO-4538-12345%)
2O UL EOALTFRIEIE 2 3 DA MEIRIER IS AL AT AR ORI OIBR R RE 70 AT - HF D
B ST EE B HEAEE (EEOP.ONRIEEHEEE LV LTS5 cmPANICALE 3 2 k)
BEA930] (HARNBE 2266 % Gie, AFIHEIB0N], 77 B AREEL6IN]) &Rz, 77
TR Z xR L U TAKI3 mo/kg % 238 I C i ik Lz & & OF MR O et %
FrEt L7z,
TEFHMIEE Th 5 AR (FIRE[95%EHEIXM]) 1T, AFIRET5.26[4.60~6.37]
H AL 7T AREETA14[3.42~4.86]» A TH Y | KANLT 7 ARk LG FIICHE
IRIER A s LTz (P — RER0.63[95% (5 X [#] : 0.51~0.78]. p<0.0001[Z7!/log-rank f%
ED o
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OEWNF MRS (ONO-4538-12 #5H)

AL TARKIRE 300/330 ] (90.9%) . 7T & AREE 135/161 i (83.9%) TR B,
TREREE & DR RBR DG E T E RWE FEFRITAIKRE 141/330 il (42.7%) . 77 &R
#E 43/161 B (26.7%) (2B bITe, WIFNDORETIILER) 5%LL EORIERIT T
DEBY THoT,

WP ORETREES 5% EORIEA

—
BERIA — P (%) —

HAGE

330 4 161 4

(MedDRA/J ver.19.0) 4> Grade Grade3-4  Grade5 4> Grade Grade3-4  Grade5
2EIE 141 (427) 34 (103) 4 (1.2) 43 (267) 7 (4.3) 2 (1.2)
H Gk E

T 23 (700 2 (0.6) 0 3 (1.9) 0 0
—f% - EFEERS X OB SEN
YN =

I 57 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
Fe 3 KOV T ik

Z 9 PEIE 30 (9.1) 0 0 9 (56) 0 0

15 19 (5.8) 0 0 5 (3.1) 0 0

B, ARFIEECB W TRIEMMRE 7 61 (2.1%) . SERUTEAEZIE 9 B (2.7%) . KI5
K- BEOTH 4G (1.2%) . 18RS 341 (0.9%) . ITH&nerE 18 5] (5.5%) .
e 161 (0.3%) . HUIRARBEEERETE 13 # (3.9%) . FF#RkE 10 61 (3.0%) . FH%aE
P 14 (0.3%) . FHEMAHERERES 141 (0.3%) . FRURIMARZERAE 1 61 (0.3%) . K&
WNinfusion reaction 1 51 (0.3%) 2338 L7z, Fiz, EEMMEIE, LK, ik, &
PRI NGB PSRBT, BIRPRE, EEORERE, MK - BiER, Rk, LO&SE
IERITFRD R o Tz,
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AFN OB HIZEE O infusion reaction (Zfif 2 CEARFIC 4725t inD T 5 Ut
f&AT> 72 LTt 2 2 &, £72. 2 B H LA OAA# 5-K¢ 12 infusion reaction
BHLOLNDZEHHDDT, KL R OKRAE G TRIT AL Z YA
YEWET %, BEOWREELHSICBIET 5 2 &, 7235, infusion reaction &
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LS BE
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1. XL®»IC

A DA « LEVEDTER DT OIZIE, BT SCEF IS W LB 226 23K
bNd, SHIZ, IWEOREHMOMEANT L0 | FURELL 72 & OF5 0 728 B E
FREH D ARR SN D P T, T b DOEHM 2 BIC LR EE TR 5 2 L ABRER
PR & 72> TR Y R M BOEE & SO FEART7 #2016 (15K 28 42 6 H 2 H BRI E)
IZBEWTH, FHEELEOEHOREEHELXD Z L L Tnd,

BHE S ER AL, RS 27 e 7 7 A VISBAF DRSS & B BN R
RLZENDD, ZOID, AR O eI 2 EMA+0ERT 5 £ TOR,
YHERMOBE LB ZT L ZENHFSNLBEITH LTHENT L & L bIZ, BlE
MDFEE LT BRI E RS2 & D 2 L MR 72— D S 2 i 7o RSB RS T
THLILENEETH D,

LIeRo T KA RTA4 T, BIEEECZNETIIE LN TV D EFIEF -
FHAR) A EED & | LUT OB HE b O il 2268 ] 2 HEE 3~ S 8L D B 2R B B %
RO EHEHE T,

B RKUA BT A %, WSIATEE NE RS R R TS . AAEIIEANBA
BRI E S —fRAEMTEN AARRRRNRHE =, FREFEERITREIE A A AHiE 72 kO
—AEMTEN AR g2 OO b LR LT,

RIG L 7R DEFEN - ATV — AR R EE 20 mg, A7 Y — AR AR EHE 100 mg (— x4
=<7 (B FH#z))

HELERDPREIUIHR « UIBRAREZREAT - FEFE DI/ NI i

MEERDREROHE @, RAIE=Rr~7 Efa#iaz) & LT, 1 [\ 3mgkyg
(FEH) 2z 2 BRI TARREFEET D,

& MR 78 2 E NP TS




2. AANOKK, 1ERBERF

7V — R A ERE 20 mg/100 mg (—#k4 - =R~ T (Ela g z) . LLF R
F EWva) iF, MBS TEMRKSHEAZ Ly 7 24 (BT Y AL -~ A Y —
A A7 A7 (BMS) t1) 2BH% L7t bk PD-1 (Programmed cell death-1) (Z%f4 % & k
19G4£ /) 7 u—F VPR TH B,

PD-1 1%, #EME(L L= Y 2 /RBR (T HIAE, BHIIE OV F 2 T %7 —T fifn) KOVE
BERMIARIC R BT 5 CD28 7 7 2 U — (T AR OTEMHAL 2 i BhAgIC IE & AUZHIE 25 5
FHE) IR T AZEKRTH D, PD-1ITHURE SMIZIEELT 5 PD-1 U > N (PD-L1
KONPD-L2) &EfEA L. U o SERICHmfIvES 7T L ZAnE L TV 7S BROTEMAIRAE 2
AIZHET L TW5, PD-1 U H Y RIZHURER MBS B N DRk & 722 SRR I C FE B
LCHY, BEMERAMERE )OO L EEHEMKICI TS PD-L1 OREL & itk DAAF
WM & ORI A OMEBARRN H 5 Z & 3 lE ST\ %  (Cancer 2010; 116: 1757-66)
Fo EERAERE CIIHERRE T MRS ELAT LA X —T 2~ (IFN-y)
IZX > T PD-L1 ORBENFE S, 58 L EEARR T 5 PD-L1 ORI L ifFE D
A EOMICEOMBEBEGERH D EoHE L H 5 (Sci Transl Med 2012: 28:
127ra37), & 512, PD-L1 Z38HIEE SN A I, PURKRR CD8 it T il
O EETE M 2 859 S 228, BT PD-L1 LK TPD-1 & PD-L1 L OfESZEILET S &
Z OIS EFEMENEET D Z ARSI TS ED Z L5 PD-1/PD-1 U > Rk
T, DS AR TR RAS 2 T MRS 5 OB 2 B 2T D —o L LTEZD
TW5B,

AFNL, FEHERBR OFKE R )5 PD-1 Ofifas K (PD-1 U I MGG ) I2FA L.
PD-1 & PD-1 U REDFREAEIMET D Z LKV NAHURRRAZ T Mg oiEE
B KOS AR k3 2 IR IR ME 2 R 3 5 2 & CRA M e Ul R 2 /R4 2
EDVRR STV D,

T DOHEEN S | ARFNTEMEREG T 2 7 IR 055 L0 L RS,
FE/INKI R e R A kPG & LT BRRERIBR 2 Sl U, A 2hiE, 22tk K OV MED iR
i,

AFIO IS I 55 B OSE RIS £ 2 BUERSR & &b, B TSI
BLAREMN DD, AFIOEE D RO GBI, BEOBEE HHIT/T, BENH
D BTG AITIE, BB L HGUTIE U B 2 ik & B8R & FF o R Af & i L Col
YRR AT\, B OIERIRIC X B RIER AL D HAICIE, B E R
L H O 55O YR IE 54T 5 LENR D B,



3. ERPRBE
UIBRANHE 72 AT - B OIE/INAEMNE O P Bz R OSFER Y ERCEE) OGERREZREAMR
AT o Te F 72 B IRRER O RE % 7,

[H2hE]

R - b B gD
OEMNE T HFER (ONO-4538-05 #Hk)
77 F N BT RERE 2 A 2 UIRAEE R TB HI/ IV ST 3 O i 2 B
% (ECOG Performance Status 0 }2 (8 1) 35 5l & %5212, AH| 3 molkg % 2 3 H[HIRE T
RIEEE L, FEFMEHEE TH 528502 (RECIST A F7 A & L1 RIZHAS < ke
HEIZE D CR XL PR) 1% 25.7% (95%IEHFIXM : 14.2~42.1%) Th-olz, B, F
ANZEE L7 BB 9.0% Toh - 7=,

@A ARFER (CA209017 #%%) (N Engl J Med 2015; 373: 123-35)

77 FFRF GO RIERE 2 A T 2 UIBRANEE R B 1/ IV XX R O i 2 R
¥ (ECOG Performance Status 0 &z ON1) 272 f5i] (ARFHIRE 135 4, K& & & /LR 137
B) ARG, REZ X'/ Z3IRE LTAHK 3 mgkg % 2 38 W R CRifE§EE L,
FHEEMEEE Th 5 AWM (P el [95%F 8 XM 1) 1%, AFIEE T 9.23[7.33~13.27]
A, FEZFEARET 6.01 [613~7.33] ZATHY ., AL FEFFE/MITH LFE
HFEICHE SRR 2R L2 (NP — REE 0.59 [96.85%(E #E X [#] : 0.43~0.81] ., p=0.0002

[J& 5] log-rank # & 1) .

1.0

0.9

o
®

e
N

e
o

e
0

e
'S

Probability of Survival

o
w

0.2 =
o< TTTTEEETTTTTTR
0.0
T T T T T T T T T
0 3 6 9 12 15 18 21 24

Overall Survival (Months)

Number of Subjects at Risk
Nivolumab 3 mg/kg

135 113 86 69 52 31 15 7 0
Docetaxel

137 103 68 45 30 14 7 2 0

“ Nivolumab 3 mg/kg (events : 86/135), median and 95% CI : 9.23 (7.33, 13.27)
Docetaxel (events : 113/137), median and 95% ClI : 6.01 (5.13, 7.33)

0S & F RfiEdT O Kaplan-Meier #ifR (E(EZ L S 74 M)



(FER - bR
OEWNH DHHRER (ONO-4538-06 7 5H)
77 FFRF e BT FRERE 2 AT 2 U RE R B B/ IV XTI O IR B
JEHB#E (ECOG Performance Status 0 &2 (V1) 76 6l %1512, AFK 3 mg/kg % 2 IR
THREFHE L7, FERHMEEE Th 5278903 (RECIST A 7 A > L1 RIZHES< f
JLHEIZ L D CR XL PR) 1% 19.7% (95%f5#EX M : 12.3~30.0%) Th o7z, 72,
FANIRE LIZBEIX 9.0% Th > 7=,

O/ MARER (CA209057 #%) (N Engl J Med 2015; 373: 1627-39)

7T F TR ST TFRIERE 2 AT 2 URARREZR B 1/ IV SUI R O IE M- EF
Je 85 (ECOG Performance Status 0 & T8 1) 582 5] (ARFIRE 292 #51], Rt & & /L#E 290
Bl) ZxtRIC, REX XA 25 E LTARK 3 mo/kg % 2 8 HFBE CHREEE LT,
FEFHMEEE Th 5 24EFHH (Pl [95%FHEXHE]) 1%, AFIBET 12.19 [9.66~
14.98] WA, KEXF®ARET 936 [8.05~1068] A THY ., AFNL X FE/1L
(2% URSRHFEIC A B IR R 2R LTz (O — R 0.73[95.92%(5 #8 X.fi : 0.59~0.89]
p=0.0015 [J&%5!] log-rank f&E]) .

1.0

0.9

0.8

0.7

0.6

0.5

0.4

Probability of Survival

0.3

0.2

0.1

0.0

T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mg/kg

292 232 194 169 146 123 62 32 9 0
Docetaxel
290 244 194 150 111 88 34 10 5 0

“— Nivolumab 3 mg/kg (events : 190/292), median and 95% CI : 12.19 (9.66, 14.98)
~ % Docetaxel (events : 223/290), median and 95% CI : 9.36 (8.05, 10.68)

OS? HEfRHT DO Kaplan-Meier iz (E/EZ L S 75 H)



(ZBIER)
PD-L13& BLAR LB DA 5 R OV 4k

WAV ETIAEEER (CA209017:85k & TRCA209057:457)
BUWTPD-L1&4 38 L 7= EEMa N 5o 2 EE
HWoBEDOT — X2 ITHEDE,

rﬁﬁ
WZBET DI e —

AT T2 A IMER O Z 2O RIZILL FO B THoT=,

BRI LTI

LTK%’JHTOS#@J‘%'@“%@I"‘J% R BT,

FER V- BB Tl PD-LIB B A 1% AT DA R # XV E 1

bHoTl- (TH),

7ok, W ERE. ERELEEEE BT
77 A VIERIEECTH ST,

1.0

0.9

e = o o o
B N @

Probability of Survival

=4
w

o
[

o

o
2

T T T T T T T T T
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mg/kg
108 82 70 60 48 39 26 17 4 0
Docetaxel
101 87 69 53 38 30 13 5 2 0
“ Nivolumab 3 mg/kg (events : 77/108), median and 95% CI : 10.41 (7.29, 14.26)
- Docetaxel (events : 75/101). median and 95% CI : 10.09 (7.36, 11.93)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% CI : 0.90 (0.66, 1.24)

2. PD-LIOFEHIRKIZ L 5T, KFDZE

A AN ONT-BED Y B, &
& (LLFIPD-LIZEEER L9 ,)
PD-L1FE B3R B2 BRER R AT

R R CIE, PD-LIOFEBRICE 53, Fi & TR /RE L g

FIEFREEDOFER T

L7 o

Probability of Survival
o © © ©
I L2
v‘;‘

I'-
-
|
|
i
| /
£

s 2 o <
W s

o

g
=3

,,,,,,,,,,,,,,,,

T T
o 3 6
Number of Subjects at Risk
Nivolumab 3 mg/kg

123 ] 86

Docetaxel
123 102 80

T
9

Overall Survival

77

61

T T T
12 15 18 21 24 27
| (Months)

73 65 27 13 5 0

44 36 13 4 3 0

= Nivolumab 3 mg/kg (events : 68/123), median and 95% CI : 17.15 (12.09, 20.63)

“~~ Docetaxel (events : 93/123),

median an

d 95% Cl : 9.00 (7.10, 10.55)

Hazard Ratio (Nivelumab 3 mg/kg over Docetaxel) and 95% CI : 0.59 (0.43, 0.82)

CA209057 #BR D PD-L1 FEELEFTD 0OS D HREMRHT D Kaplan-Meier i
(£ : PD-L1<1%DBELER. AKX : PD-L1=1%0 BEHE)



[Zzpt]

R - bRz
OEWNE DS (ONO-4538-05345)
REEHN5%U EORIER
Grade 4 Grade Grade 3-4 Grade 5
RIVEHTH A O RBIER | BB BBE | BB RBBE
(MedDRA {2 & % SOC-PT 43%) B (%) K (%) FH (%)
ESEN 35 35 35
ES 24 (68.6) 2 ( 5.7) 0 (0.0)
MBI RlEE 2 ( 5.7)
i 2 ( 5.7)
W WREE 4 (11.4)
H Sk R IR gE 2 ( 5.7)
A ks 5 (14.3)
T 2 ( 57
D 3 ( 86)
— - R B RO G O AE 11 (31.4)
(arsy 5 (14.3)
KA 2 ( 5.7)
FEEN 5 (14.3)
o R IEE 2 ( 57)
W AEUE 2 ( 5.7)
R AR A 8 (22.9) 2 ( 57)
T ARG T I NT AT =T —EH 2 ( 5.7)
M7V T F o RARF T —BHEN 2 ( 57
Vo SERBR D 3 ( 86) 2 ( 57)
KRB IO E S 7 (20.0)
&7 V7 I e 2 ( 5.7)
ARRIBHR 5 (14.3)
B R B L OV ALk e 2 ( 57)
RAEH 2 ( 57)
PR R IR 3 ( 86)
RRPEER = 2 — 1/ 3F— 2 ( 5.7)
RO g HERES KONGRS 5 (14.3)
Jifi 4 1. 2 ( 5.7
IR KO TR fkREE 10 (28.6)
SIERRR G R 2 ( 5.7)
HLBE 2 ( 57
95 5 (14.3)
SRR 2R S 2 ( 5.7)

ERTH S WS SN 7-AEFLL L, MedDRAver 17.1)% AW TH AL 2 7-.

GradelZCTCAE (Common Terminology Criteria for Adverse Events) v4 A AGEFRICOGhRIZHE L 5,

ks, FEMERRE 2 61 (5.7%) . KiG#K - HEO TR 2 #] (5.7%) | thithad (%
T v N ERRESE) 361 (8.6%) | ITRRRERETEIX 2 61 (5.7%) | FORIRERAERE T I
3 (8.6%) . RIFEEEREME 161 (2.9%) . BHaErE® (RMEREMERE) 3141
(2.9%) % N infusion reaction 1% 2 il (5.7%) TR® b=, F7-. EEOKEEE (&

FEREIEHIRE R, Z2TEHLBE, JARIESE) | FEEAHKRER

==
H N

RIESIAE, BMAR - B, 5 & D IRR KO RITFED b pinoTe,

1RIBEPRIN, Maedk. HUIE



@i MARFER (CA209017305%) (N Engl J Med 2015; 373: 123-35)

R EN 5% OB
Grade 4= Grade Grade 3-4 Grade 5
RIVEH A FBL ORBIE | BB RBIE | BB BILE
(MedDRA |2 & % SOC-PT 43¥H) EHK (%) K (%) FHK (%)
RIRE 131 131 131
AR 76 (58.0) 9 ( 6.9) 0 (0.0)
B I E 24 (18.3) 1 ( 0.8)
TH 10 ( 7.6)
L 12 ( 92
— - R HREEBI OB G OREE 41 (31.3) 1 ( 0.8)
1 J79E 13 ( 9.9
95 21 (16.0) 1 ( 08)
R LU REE 18 (13.7) 1 ( 08)
ol Bl 14 (10.7) 1 ( 0.8)
B R R I KO A F Rk 17 (13.0)
RASH 7 ( 5.3)

ERT O SNIZAEFSR41E, MedDRAver 17.10% FW TR X 72
GradelZCTCAE (Common Terminology Criteria for Adverse Events) v4IZH#EL %,

k., FEMMKE 6 6] (4.6%) . KIGHK -

HEEO TR 116 (8.4%) . FhfEpEE (F
T v NU—EGREE) 13 61 (9.9%) | ITHEREREE X 4 1] (3.1%) . HUIRERFEREREE
X561 (3.8%) . BRRERTE (RMIEMIEMERRE) X406 31%) . BEIEGHEE 1
5l (0.8%) . MK Winfusion reaction (% 1 {4 (0.8%) TiRHOLMTZ, Fiz, FEHEDLEME

& (MEHIIMEGRE, SABE. BOMIES) | FROHAERSE. RIBmERS, 1
RIBERRIA . BESR, B - BEES. 58 9 R KL RITFRD bihvieiroTo,
(FERF bR
OEWNE TSR (ONO-4538-067457)
FRBLFEN5%LL EORIEH
Grade 4 Grade Grade 3-4 Grade 5
BIERER FE O ORBE | EBL EBIE | BB ORHEE
(MedDRA 12 & % SOC-PT 4y4H) T (%) T (%) T (%)
ESES 76 76 76
EXiS 64 (84.2) 16 (21.1) 0 (0.0)
W WbEE 9 (11.8)
PR BRFE RE(R T 7 ( 9.2)
H ks 26 (34.2) 2 ( 26)
{5 5 ( 6.6)
T 4 ( 53
BN 8 (10.5)
A% 4 ( 53
g 4 ( 5.3)
— % A HBEEL IO G OREE 29 (38.2) 1 ( 1.3)
957 9 (11.8) 1 ( 1.3)
(Es9 11 (14.5)
FEEN 11 (14.5)
R R AL 18 (23.7) 3 ( 39
U SERER D 6 (79 2 ( 2.6)
R FBLOSREEREE 17 (22.4) 3 ( 39
KT R L g 4 ( 5.3) 2 ( 26)
BARIEER 11 (14.5) 1 ( 1.3)
PSR R E 10 (13.2) 1 ( 13
EFEMED F 4 ( 5.3) 1 ( 1.3)
W 46 L OMERR R 7 12 (15.8) 4 ( 5.3)




VT e FR 4 ( 53) 2 ( 26)

FEJE S KOV TR Rk 26 (34.2) 1 ( 13)
EOFEAE 6 (79 1 ( 13)
35 1 (14.5)
iR NRZ N A 4 ( 5.3)

EEffi» bl SN AHEEL4 1L, MedDRA ver 17.00% FIW TRt/ 2 72.

Grade/XCTCAE (Common Terminology Criteria for Adverse Events) v4 H ARFEFRICOGHIZHE L %,
feds. WVEMEMGYEIEAB] (5.3%) . KM - TEED THISH (6.6%) . Mgkl (¥
L S EGEREE) 1061 (13.2%) | FFHEREREEIISH] (6.6%) | FURIRMRERE I
10651 (13.2%) . EIEHREREELG] (1.3%) . BRERefE® (RME REMEE %) 13401
(5.3%) K Uinfusion reaction(Z3f (3.9%) TRH LTz, £7o. EEDOREESE (K
FERERRIRAEMRE . ZIERLBE, JRRIES) | TEABAERT. VBRI, KR, FE
FREESIRE, AR « BB, 5 & O BER K OVLIHRITFRD biginoiz,

@St IARER  (CA209057 #88R) (N Engl J Med 2015; 373: 1627-39)

FELEH 5%LL_ EDORIER
Grade 4 Grade Grade 3-4 Grade 5
RIVEH A FBL FBBIE | BB ORBBIE | BB RBBE
(MedDRA 12 k. % SOC-PT 4y4H) FH (%) FE (%) T (%)
ESEN 287 287 287
RS 199 (69.3) 30 (10.5) 0 (0.0)
W W REE 24 ( 84)
FR RS AE (R T E 19 ( 6.6)
H ke 74 (25.8) 4 ( 14)
T 22 (7.7 2 ( 0.7)
EIYI 34 (11.8) 2 ( 07)
Mg n 15 ( 52
— - R HEEBI OB G OREE 90 (31.4) 4 ( 14)
) iE 29 (10.2) 1 ( 0.3)
95 57 46 (16.0) 3 ( 1.0
KRB LOSR RS 43 (15.0) 2 ( 07)
FARIBOR 30 (10.5)
B R R B O A FR Rk 36 (12.5) 3 ( 1.0
RAHfR 16 ( 5.6)
FEIE R KOV T AR kR 60 (20.9) 3 ( 10
THFEIE 24 ( 8.4)
B 27 ( 9.4) 1 ( 03)

EE Al b WS SN A EFRALIL, MedDRAver 17.1% AV CHe A 2 7=

GradelXCTCAE (Common Terminology Criteria for Adverse Events) v4{ZH#EL %,
ks, MVEPENGPRE 10 61 (3.5%) . KIBK - BHED FHI22 6 (7.7%) . #hikba® (%
7 v e NU—ERIESE) 26 B (9.1%) | HTFAEREREE X 15 41 (5.2%) | HUIRBRBERERS T
(327 B (9.4%) | EHKEERET (RAEFIEMEBERS) 12760 (24%) | Mk - gER
1% (0.3%) KU\ infusion reaction /% 8 fiil (2.8%) T#H b7, Fiz, EEDRERE
HFOERIRIERRE . ZIALBE, BRI | FEAKRERE. RIBMEERE. 1
TUBERTG, Bk, BIEMEIE, 59 RRMPOLHRITRD Lol



4. FEFRIZDOWT

RS U CTEAGERE (BFFRE) Nt o Tns Z &b, YiklE 2y
ICEfETE DM THOIMNEND D, TDO LT, KRN OG5 7 BE 2 2ZWr - F5E
L, AFO®EEIZ L0 EEZLRRBIEAZ BB LRSS T 5 2 EB0EBR7eoH, IO
O~@DFT_XTEN M- THRICBWTHEHT 2 XETH 5,

D@ HEFFIZTOWVT

D@1 FiEo 1) ~ B) OWTNNITHEY TR THDHIE,

(1) BAEFBRENTET 20 V2 EEHEN SRS (EE R AR I SR P
IS AR IREEEBL SR e . HUR S ASIRIRRE 7 &) Pk 28 45 10 H 1 HIRR -
427 Jifi k)

(2) HpEHERERPE (K 28 4E 9 H 1 B « 84 fitigk)

(3) HEM IR ENFEE T 203 A HOEEERRE (DS AR EWRbL. 23 A
W IEBE, 3 ARSI EEHERE B e &)

(4) ARACFEHIEEZHE L, SR FREME 1 USSR 2N 2 Ol s 5L 1E
IR DB ZIT> TV Dltiax (CERk 27 427 A 1 HFEA © 2538 Jifiak

(5) PUEMEMER AL B EINE ORis EEIAR DR 21T > T D liax CERL 27 4 7
H 1 BEEA ;1284 fitigk

@-2 i DL E K O] 1’ﬁﬁﬁ§%§fﬁﬁ#®ﬂﬁf TGy T &R BR A FF O EAD (RO
WFINCRE S T D IERN) 23, B2 R OARANCE T HEROEEE L L TRESH
TWsZ &,

*

o [ERNEFFEISH 2 FEOWIIINHE 28 T L7 I S HLLE DD ATRIE D BEIRNHE 21T
STWAHZ L, 96, 2L Eid. BAREMEEZ & LRSS FOMHE 217
TpoTWAZ L,

o [ERIGFFIEE 2FOWHE 2 T L7 RIZ4FELL EDORKRREBREZHF L TW\WbH
Lo 9B, 3AELL IR, il 00 A SRR B & e MR R S O R IRHE 217 > T
WAz L,

@ BENOEXKMFHREHOKHIZOWNT

3R G A B IE T T 2 B S L S, BERGEN D OFERE D, Aok - 24
P i%éﬁrﬁ$&®~$£?é&0cﬁﬂij@ I D IEHARME, A EFERNRAE LA 0L %
B, ERHCA TN A IRHINE ST D Z &,

10




® BHEA~DORRIZONT

©@-1 MRk HS 5Bk

PVRL AR 4655 00 B 2R BIVEFI NI AL L 721, 24 WERIRSHRIRAI D B\ M ashiEak i
SRS T FEEL LT BIEAIICIE U CABEE LR OF CT % ORI Ol )
AR ORE RIS B PITHE DI, BB IS TR RIS T D 2 L,

@-2 EERNEEEICL H2AFEELRNHICHET 2 EH,

AR 2 B R L OB e 2 A9 2 EREHFENEWER T =21 v 7%
GOTEIROARA 7 J—=0 7 2TV EIRIE & HE2 LA TE 5 F— LS D35
ENTNWDZ &, 2B, BIHAHEIZOWT, DABRE EZOFRICHSIZAmEShTn
HT k.

®-3 BfER OZErex B LT

BIER (MEMEMREBICIN A, EEMEGE, L%, k. #h R\
EEO TR, LVANERE, IFRerEE ., FURIREERERE S, Mt E. BEE (Brae -
JRABE EMERRE ST BIBRSE, Mk, EEORLERE, FRRIERSE, infusion
reaction, S MEIN/ MEIBPESEEER (ITP) 18 O fE s, IRIR R e, OB (0
EAME) « AR - DEMEEISMUHES) . WM M) 1S L C, MikEak TR E R
BEEA O RFME 23 SRR & L (BRHWEH ORWr-oxHcIc B L CHRE R O X EEZ T
BNORICH D T &) EHITEYIRAEN TE DRGNS TND 2 &,

_>t<\‘,:
&
%ﬂ_\
&
F
o)
INjing
S
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5. EXHB LR HBE

[Zz2VEICBE 4 2 F1A]

O TRIZEYTIBEFIZOVTIARFOEGENEEZ L SN TND e, &5 52T
DNz &,
o ARAIORSITR LIRBEUE OBEFERE D & % B

@ HERTOFHMIZIB W T TS Y T 2 BF I OW TR, AFIO G ITHESE S vz

D, AOTRFEIIE DN e WIGEIZIRY | HEICAFZEHNT 2 2BETE D,

o MEMMEEROAIIIBEDH 5 BHE

o @R AR A C VB R 2 58 D R K ONE B M 0 FC B it ik 2% R0 e e i ¢
HEDOMICRIEVEZALN B DD BE

o HORBEHEROEO, XUHIEMERE L < IFZFERMEO B O i EOREERE D
b o HEE

o EZMEHEE GEMmESMIBREZ GTe) Ob 5 EE

«  ECOG Performance Status 3-4"*V o i

2

(2B %5 4 1H]
TROBE BV TAADHEIENBRES LTV D,
o T IFTRAEGTCFHRERE AT S UIRAARER B/ IV SUI IO R

VbR RE
o TITF AR G EREIE 2 A 2 UIBRANRE R B M/ IV U3 3E O 3
R bR R

7235, IRV LR CEGFRIMA 18 BOUTALKR A TR F BB E (T BV T,
JRHl & L CEGFRT 1 % ¥ o % 7 — B ILHEAIUIALK T 1 % 2 > F - — P HEHI D
BREEZA T 25 A,

@ TREICHEE T 2 BE T 2 AR OR G K OEAITIEIC OV TR, AFIOAZPEN
WL SN TELT ., AFIDERGHIR LB,
o ALFERERIGR O B,
o IRFRABI LR,
o fhOFUEMEELA & OB,

) ECcOG o Performance Status (PS)

Score %

0 | &<MEREETE 5, FHTL R U R EAENHIRZ ATZX %,

PRBCE LUEBNIHIR S D235, BITATRE T, BAEEEE > TOMREITIT O LN TE 5,
Bl ;SR EEEE

[EEN

BATARECH D OF ORI O Z 13T N CTREEZIMEEILTE 20, A0 50%LL Ly FACil =9,

RONTZESOHDEY DZ L LTERY, BP0 50%L L2y Rk TiZd,

AN

BT RV, BHOHOEID O LFAES TERY, BRIy FRFTHIT,
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@ WiEZETA K74 (BEARMESSH) (28T, ECOG Performance Status 0~1
<““CEﬁut\XiHmG%mmmwQMB2““®%%Ti\%3&&#&

#l

1£Eb\7‘_&bﬁﬂﬁ émm\/f—xr}%éo . .7 7%%%{%%%#*%75#& < 9: %)

55 3 AU A HA T@/ﬁi&@%ﬁ?é%% ;%b YT AAOEREZERTE D,

@ AFNIMAFEMARRRIZ N T, R LR & QIR LR O W T OBEITE
WTH X FEARHTR L TEEMESRGES N TWD, 7272 L, R LD
BFETIX, PD-LUEBLRIC I D GO RmA R D 2 EDNRIE S NARERDE D
NTNDZ NG, ERFELEEBEOBEIZBODCIIPD-LIFERE LR L ETAR
Bl OF AR OHWZ2 325 Z ENEE LU,

PD-LIZEHLE N 1% AN T D Z & D3RS S T2 B RO B 2B VT,
FHI, ¥ XV SEORFIUSNOGUEMEEA O 5 2804 5, 2
RAT ) X<7 (Bl fHfaz) Oar =42k (GE4 : PD-L1 IHC
22C3 pharmDx [ =1 | ) |2 X W PD-LIFHR 2 il L= IR T LR moBE T
Ho T, RFIOZWE (54 : PD-L1 IHC 28-8 pharmDx [ % =1 ) |2k B
BRANRE LGS L LN O XEREZ SEB AR OB G- ORI GE i TE 5,

SCHRSE)
Andreas H Scheell et al. : Mod Pathol. 2016; 29: 1165-72
Fred R. Hirsch et al. : J Thorac. Oncol. 2016; 10.1016/j.jth0.2016.11.2228
Marianne J. Ratcliffe et al. : Poster presented at the American Association for
Cancer Research (AACR) Annual Meeting 2016; New Orleans, LA, USA; April
16-20, 2016

GED) 2 U D FUEMEESAI OB 52O\ T, S, BERGICHNST S 2 L O, E RS 72
BEWEFORBEOBZ NG 55, EFIE RN &SN BE BRI ([CoWTIZZDRY

TlE7Zev,
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6. BEICEL TEETREEE

O IRASCEF TN Z, BOERGEES D IRAET 2 ERFE I -D & ARHF O FeE K& OV Eff
MO DI B EFRE +IC B L ChoERT 52 &,

@ TBRIEBRIAICHENI B, A T Z DFEIETH IR OfERRME 2 453 L. FE 4215
ThoERGETH L,

@ FER T RV TIE, PD-LL FBLE & iR Lz L CAAI O #5775 2 Hlr 3%
ZENEF LV, PD-L1 BIERBZFER TE R2WEAIZIE, AR O H O A %

il

ZHIWT L7z ETTHREGTH 2L,

@ FEREWEHDO~RT AL MzHoOWT

MEMERREN D 5D ZENH D DT, KFOFEITH = - Tk, WFIE
R (R PRI, ik, FEEVE) ORERR &L OHEE X #irds 0 E i, B8z +5y
2479 2k, F7o, MEG U TS CT, Mmi~—h —%0RE%2ET 5
&,

AFKN OB EIZEE D infusion reaction |Zfif 2 TEARFICH xS D T % Ut
& AT -7 L CBMET 5 2 & £72.2 [Bl H LA O AAI 5-RF1Z infusion reaction
BHHLONDHZEHHDHDT, REIFELGHF K OKRANE G THIZAA Z A
YEWET %, BEOREEHSICBET 52 L, 728, infusion reaction %
FHL LA, & TOMEE R ONERSERICEIET 5 F TREZ o8l
THZE,

FURIBHSREREE N S S D Z L2355 D T, AHN OF5-BRAEET K O 5-3 R
HTE IR R IR AR A (TSH., E8E T3, 158 T4 F0WE) 2 FEMT 2
&,

AFNIOBEHIZ XY | BEDORIERIGICERT 5 &5 2 5N DEk A ek BN RE
NHLDLNDZENHDH, BEPROOLNTHAICIE, B LEFRITS U
B 70 ik & R BR A RO R AT &l L CE bR R A 1TV B E Ok
FOST £ B RWER D S 2355101E, AFIORIE T I, K ORI RE R
NECRIOBRGEEZEBETLHZ L, oB, BIBRERLVEOEEIZLYEHE
R OYGEERFRD IR WIGAIZIL, Bl BB R /VE LA O s il o8 n
HLEET D,

5T, BOAM NS ARB L ThLRITERNRET L Z 0570,
AFNOBEHE TR HRIER OB 3ITHET 5,

1A RIS (BIE 1 AR IRIE 2 &de) 23 Hbiv, BERMES R T v R—1 2
IZEDLZENRBHLHDOT, HE, El, IEEEOER OB MEE O EAIC+
TEET D, L ABERIAS DN TGS IR S 2RI L, AR Y Ml
F OG5 OME) I LEEITH Z &

® AHOERRBIZINT, &G 9 A, THLRET, 5B 1 4H
(3 3 BIRGHT Z L ITHDEDRHIE 21T > TV Z & 2 2B, AAIFREG T ITEY

L

CHBRRAE TR OMWEREITH = L,
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(E2) hilHE
Hm. EEKRS. WRK LRSS 2 5B ER 0 E

< KEXXRANEER L D EHE>
HERGRIH O b 5 BE
EYEE A PFL T D BHE
AR UBYYE Db D BE

5 AN B EUE OBEERR O & 2 B3
T AR L TV B ATREME D & 5 (B

< FRZFRANEERE L 2DEE>
BHEmEl O H 5 BE
M2 ST IRRRMESE D & 5 [
FFBEED & 5 B

EED b 5 BE

RO H 5 EE

RS D AREED & 5 BE

< KR XFv/LOEKRZEIWER>

B A

vaviERTF T4 T%—

TOH, AR, FReEE

SRR

M2, IffRAESE

DRSS

FEAEME M A2 N EREE BRE  (DIC)

PfE 2e L. B, M RS K%

L LR

PR AR B E R

TR

B JEREIEAREWERE (Stevens - Johnson JEfEHEE) . I EEZR LBAEAE (Lyell SEMERE) . ZTEALEE
DB AR =T BliKIE, FERE - AR

DT FRR LA 28R

JEYSIE

PRR AR VE o RE G 3 WEBRE (SIADH)

B ONREOREES, MK, RIEREES, MU OB O R EMEEB)FE | Radiation
Recall 315

15



EERHEET A RT A
=R~ T7 (GBinHH#Z)
(R4 : &7V —REEEE 20 Mg, F 7Y —R EfF#E 100 mg)
~HEME AR~

ERR2 942 A (ERL2 94F 9 AKET)
BT B



SR

1. (TL®IT

2. KFNOKE, 1FHET

3. FERARRHE

4, FERITDOUWNT

5. HXIG LI HBHE

6. HHICHEL CHEET & HIHA

P2
P3
P4
P10
P12
P13



1. IXT®IT

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

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

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

I, RHA BT A 3 MAZATBAE NEI L EREIS O, /IS EEEARAER
ERAR IR s . —MAERTE N B ARERIR NRHE & R OVARRAERE N B R JER 2O
Db EAER LT,

KL R DEIES AT — R A 20 mg. 4 Y — AR A 100 mg (— %4
=R~ 7 (B HE#z))

RELRDEIHR - IR TIBRARE 72 Bk R A E

HELRDMERONE « <AbLFPRERIBREOMIRUIBR A e 72 B R aEEE 055 >
WE., RAZIE=Rr~7 (BEHfz) & LT, 1 8 3mgkg
(IKHE) % 2 JAHIHEIGE CREFET 2,
<ALFRIERBEIRE ORIGUIBR A RE R B R AR 056 >
WE., RAZIE=Rr~7 (BEHfz) & LT, 1 8 3mgkg
(AHE) % 2 BRI SUE 1 E 2mg/kg ((KE) % 3 3 R FE T
TWEHET D,

® s I 9E ¥ NI TS




2. AANDOFE. 1EREF
A7 — AR R EHE 20 mg XN 100 mg (— k4 - =R~ T (B R ) . BT,
[ARAKN) X, NS TERASE A Ly 7 23 BT VAL -~ P —X R
7 A 7 (BMS) %) 23BH%& L7t bk PD-1 (Programmed cell death-1) (Z%f9% & ~ 1gG4
E/ 7 a—FAHUERTH D,

PD-1 1%, {EMEAL L7V o /RBk (T HIfE, BHIL N F 2 T 0% 7 —T Mifd) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i Bh I IE & BUZHIEE 2 2
T IR T 2ZAERTH D, PD-1IFHURIRRAIILIZIEBLT 2 PD-1 U & K (PD-L1
KOPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U o REROEMAIREE
BITHHET LT\, PD-1 U H» FIFHURRSMIBLAMZ b b Ok 2 72 RS RR 2 F8 5
LTHY, EMEREAMELE )OI L EGHMEICI TS PD-L1 OFREBL L itk DALF
WM & ORI A DRSS & 5 2 & 3 HE T4 (Cancer 2010; 116: 1757-66) ,
F 7 EERANERE TR TS AT DA v X —T = B~ (IFN-y)
IZX > T PD-L1 OFENFHE SN, 58 L EREICIS T D PD-LL ORE & itk D
M E OMICIEOHBEBEERH D Eo®ELH D (Sci Transl Med 2012: 28:
127ra37), & 51T, PD-L1 Z 3R H S0 M, HURER M CD8 bt T Hifi
OIS EIE M A 55 S 523, HLPD-LL Hifk TPD-1 & PD-L1 & OfEEEHET D &
Z OIS EIEENEIET D 2 EDNRENTWD, D Z LD PD-1/PD-1 U 7> R
BT AN A AN FUR AR A 72 T AN B OB 2 B 2 HEF D —o L LTEZD
TV 5%,

AFNL, FEEERER OFE R 6 PD-1 O Egk (PD-1 U # o REEAREIR) IZR5A L.
PD-1 &£ PD-1 U > REDFEAZIET D Z EICL 0 BAFURRRYN . T HlaoiErE
(bR OB AR %t 2 MRS TG M At R 3 5 2 & TR 2 uiEgE s i a2 4 2
EMHER STV D,

ARAN DTS 35 < SBIE DSIERUSIT X 2 BIERSER B & b, TS XTSI
L AN D D, AR OB PR OEEHIIT, BEOBBETMTO, BRENRE
W &IV BT, B3 L RIS U7 PR A A & R AR O PRI L s L i
ORI AT BEORIEUSIC &5 RIERASFEDN S BA I, BIBRERL
B LA OB GO R E AT D LED B D,



3. ERPRARE
FRABYIBRANBE 7 B B A Il D A GRIRF I R 21T » 72 E 72 BRIk O g &2 7~ 77,

[H2hhE]
OEWNEE T HHRER (ONO-4538-02 7#R)

F AN (LR, IDTIC)) 12 K DALERIERE 2 A9 2 IRIGUIBRA e 22 T/ TV 11 X
VR OO M L i FR S (ECOG Performance Status 0}z O8N 1) 35 4] % 82 (2 A% 2 mglkg
7 3 TRIAIRE CRfsE Lz, TEFHMEEE Th 52845 (RECIST 14 R7 4 11
RRAZ IS < I EIZ LD CR XX PR) 13 22.9% (90%(E#EX ] : 13.4~36.2%) T&h
ST, 7ok, FRNCERE L-BEIL 125% Th - 7=,

@[EWNE DB (ONO-4538-08 #5R)

b2 FVERIG R ORI IR R A 72 WA/ IVH )X s o Bk RalE R E (ECOG
Performance Status 0 X U* 1) 24 il & R 12 A% 3 mg/kg 7 2 J IR C A L 72,
EERHEEE TH 55905 (RECIST FA KT A > L1 BRICHES < FRUEICE D CR
XIE PR) 1% 29.2% (90%(ZHEX M : 16.7~45.9%) TH -7z, 728, FHANIHRE L=
1% 6.0%ThH o7,

OUEM B IIFHABR (CA209066 #BR)

v-raf ~ U ARED ¢ L AR T EYDSER S BL (BLF, TBRAF)]) V600 D7
WM VE AR TB IR O RIG UIBR AR Re 72 T/ IV SO 58 o M R AE R (ECOG
Performance Status 0 TN 1) 418 5l (AHI#E 210 {5, DTIC #f 208 f3) Zxf4iZ, DTIC
Z xR & U CARH 3 mglkg % 2 [ [ FR T aafiiid Lz & & O E R OV 2V 2 fst
Uiz, FERHMEEE Th 2 RAFHM (i [95%EHE XM ]) 1%, AAIREX NE [NE
~NE] %7 H. DTIC #T 10.84 [9.33~12.09] 7 HTH YV, AAL DTIC [Tk} LHFTHE
PICA BERIER 27 LTc (A — REE 0.42 [99.79%(E #H X [H : 0.25~0.73], p<0.0001 [J=
Al log-rank #RiEJ) .



—A— FHEIFF
D AR B

0 3 ] g 12 15 18

at risk H1EHRR (B)
HAEE 210 185 150 105 45 a 0
FhIINGBE 208 177 123 a2 22 3 0

0S @ Kaplan-Meier #hi##

@S EIARRER (CA209037 #ER) 2

AV A~T (BEEFHEZ) i BRAF [LEH % & T2 IERE & A 2 RIGHIFRA
REZR LT/ IV ) SO 3P oo s B i R (ECOG Performance Status 0 }2 OY 1) 405 1] (R
FIRE 272 B, ALk (DTIC UIHNAVRT T F o 7 ) 25k OOFH) B 133
Bil) Zxtgc, AbFREE SR E U CAHI 3 mglkg % 2 MR CAlEE L= L&D
BRI R VLA R Lo, REFHMIEE Ch 5 R%% (RECIST A R714 2 11
FRIZFES < RfEIZ LD CR UL PR) 1d, AAFINEE ST 1D 120 BN EAT
GUERT & S, ARAIEET 31.7% (95%(EHEIX[H] : 23.56~40.8%) Th o7, 7eds, FHAllc
FROMMEITRE L T\ iehotz, b9 DO EEMBEE Th 5 24T MM (i
fifl [95%EHEIXH]) T2\ T 182 BlDA X b (BELD) BT TR 217 - T2k 5.
AFHIEETL 15.47 [12.39~NE] 7 A, {LFHRIERET 13.67 [11.50~NE] 7 HTH Y . KAl
I FRRE ISR LGRS B R IERE 2 R S o T2 (N — R 0.93 [95%(EHE X
M : 0.68~1.26]. p=0.6299 [J&%I log-rank ¥ E])

[ 41]
OEMNE T HRER (ONO-4538-02 5:H5k)
HEFRLITEH] (100%) (2580 Hiv, A E OREBIRNPEE TE WA FEHST 30/35
5] (85.7%) (Z38& LTz, FEEMN 5% EORIERIZT TROEBY THHo T2,



FHR) 5%LL EORIER

BB RIS Bk (%)
HAZE 35 43l
(MedDRA/J ver.16.0) 4 Grade Grade 3 UL |
AEIER 30 (85.7) 9 (25.7)
Wi
FOR AR REIR T E 5 (14.3) 0
H I
T 4 (11.4) 1 (29
L 2 (5.7) 1 (29
EEE/S 2 (5.7) 0
—i% - REEEER X OB SR O REE
57 5 (14.3) 0
[EsYRe 2 (5.7) 0
HEEN 3 (8.6) 0
RN R P 2
JiF R 2 (5.7) 2 (5.7)
g R AR AT
ALT #570 4 (11.4) 1 (29)
AST #4/n 5 (14.3) 2 (5.7)
m7v7 3 R 2 (5.7) 0
1A CK H#En 5 (14.3) 3 (8.6)
7 L7 F =8 2 (5.7) 0
i =" K o BN 2 (5.7) 0
i LDH #4m 5 (14.3) 1 (2.9
1 TSH i 3 (8.6) 0
A TSH #40 7 (20.0) 0
CRP 41 5 (14.3) 1 (29)
A ERBR AR EE N 4 (11.4) 0
v-GTP #4010 4 (11.4) 4 (11.4)
PR R o R 2 (5.7) 0
~E S 1R 3 (8.6) 1 (2.9
U RERER IR 5 (14.3) 1 (2.9
I TP ER K 2 (5.7) 1 (2.9
[FESipnEa 2 (5.7) 0
i/ N E 2 (5.7) 1 (29
AR i ER K 2 (5.7) 1 (2.9
P i BR % 6 (17.1) 0
WERE T3 #40 2 (5.7) 0
WERE T3 P 8 (22.9) 0
WERE T4 i 6 (17.1) 0
WERE T4 #40 2 (5.7) 0
U U~ FRF-EM 3 (8.6) 0
1A ALP 50 5 (14.3) 1 (29)
UHCR BRI RS 3 (8.6) 0
e~ — 2 — 84 2 (5.7) 0
BN LS| 2 (5.7) 0
Y—Tr I Z T T A N 4 (11.4) 0
1 CK 2 (5.7) 0
BRI L O A MRk E
AR 2 (5.7) 0
TSR PR
R b 2 (5.7) 0
K= 2 —m T — 2 (5.7) 0
R g F KO FRRRREE
HEE 6 (17.1) 0
% O FEAE 11 (31.4) 0
WI5 2 (5.7) 0
I NTRZ I 2 (5.7) 0
HERE R JE 2% 2 (5.7) 0
BT 0 ) 4 (11.4) 0




7k, MVEPERRE 1 6] (2.9%) . KK - EEO TH 1 6] (2.9%) . MikFEE 4
B (11.4%) . NTBERERETE 5 61 (14.3%) . BEHEREFETE 2451 (5.7%) . FUIRIHEREREE 8
Bl (22.9%) . FIEFEE 1B (29%) . EEORERE 1H] (2.9%) KOS E SR 1
il (2.9%) TR LI, £7-. FEMHEEERE, infusion reaction, 1 BUBEIRIFE, P,
BIEFFEETJRE, M2k - AR, JORR. MR, TR, BERUT AR ARAE M OV M i /M s
D HEERBEIRITRE D BV Do Tz,

@EWNE DS (ONO-4538-08 #ER)
BEFEGIL 22124 B (91.7%) ISR B, IRRE L ORRBAFRDGE TERWEESF
503 18/24 1] (75.0%) (2788 BTz, FHLHED 5%LL EORWERILTRD LB ThH-
776

FEH N 5% _EORIVER

ZRERIR % (%)

FEARGE 24 {31

(MedDRA/J ver.18.0) 4 Grade Grade 3 Ll E
ERIEH 18 (75.0) 2 (83)
W IE

FRR RS REAR T 6 (25.0) 0
Bl

SN 2 (8.3) 0
—f - EEEER X OGN OREE

P 4 (16.7) 0
Fife PR AR AT

IREJD 2 (8.3) 0
R L OsesEEE

RAKIRHE 2 (8.3) 0
MEas. MosRds X OWER RS

HE e P 2 (8.3) 0
KRG F L O PR RkREE

HEE 5 (20.8) 0

% 9 FEIE 5 (20.8) 0

iR IR IN &2 2 (8.3) 0

k. KGR - EEO TH 2 ] (8.3%) . IFEERERESE 1 6] (4.2%) . T EAHERER

F 1G] (4.2%) K OERIERERE 7 1 (29.2%) T Lz, £7=, BIEMEMIEE,

PIEREE (F 7 2« NU—JEGERE) | BHERS RMEHREMEBRE) | BIEEE,

infusion reaction, 1 BUBEIR, HFEO GRS (BFERMEIREGRE, AL, FRE
EE) | ER, EIEMEGE, K - BRI, SE DR, LK. Mk, TR, B
A A Mo QMR P i N PSR BER 1338 D BV o 7,

@S FE AR (CA209066 ABR) v

B EREGITAIERE 192/206 4] (93.2%) . DTIC £ 194/205 5] (94.6%) (2388 HiL, 1RER
K& DORPPIRNEE TE WA EFFRITAIER 153/206 4 (74.3%) . DTIC #f 155/205
Bl (75.6%) 2D BN, WTIOOFETRIZEDN 5% EORIERIZTTROEEBY
ThoT,



WINDORETHREES 5%, EOEIER
Bk (%)

ikt R DTIC It
=h.
g(ﬁ/lgggDRAlJ ver.17.0) 206 71 205 1
4= Grade Grade 3 UL E 4= Grade Grade 3 UL E

AFEIEA 153 (74.3) 24 (11.7) 155 (75.6) 36 (17.6)
Mg LV R fEE

I BRI AE 0 0 23 (11.2) 9 (4.4)

i/ NI iE 0 0 21 (10.2) 10 (4.9)
H I E

i 22 (10.7) 0 25 (12.2) 0

T 33 (16.0) 2 (1.0) 32 (15.6) 1 (0.5)

BTN 34 (16.5) 0 85 (41.5) 0

M i 13 (6.3) 1 (0.5 43 (21.0) 1 (0.5)
—i% - BEREER X O SEOREE

S 21 (10.2) 0 25 (12.2) 1 (0.5)

T 41 (19.9) 0 30 (14.6) 2 (1.0)

FEEN 15 (7.3) 0 10 (4.9) 1 (0.5
I kO sgEE

BRI 11 (5.3) 0 19 (9.3) 0
B R R L O ARk E

RAEivR 12 (5.8) 0 3 (15) 0
PR R R

SER 9 (4.4) 0 14 (6.8) 0
KR 3 KO FRERkRE S

HLBE 13 (6.3) 0 4 (2.0) 0

SeHRE BN SOG 3 (15) 0 11 (5.4) 0

& 5 FEAE 35 (17.0) 1 (0.5) 11 (5.4) 0

¥ 31 (15.0) 1 (05 6 (2.9 0

=5 A BE 22 (10.7) 0 1 (0.5) 0

728, ARFIFEZIR O CRIEMMZEE 361 (1.5%) . KIGHK - EEO TH#I6 6 (2.9%) |
PR (7 - N U—EEEESE) 28 5] (13.6%) . IHFHEREREE 7 61 (3.4%) . BFEk
REFETE 4 B (1.9%) . TEMHEREREDE 4 61 (1.9%) . FURIRHEREREE 13 #1 (6.3%) .
infusion reaction 15 1 (7.3%) . 1 BUBEIRS % 1 61 (0.5%) . FEEEORZEREE 3 4 (1.5%)
FOSE IR LH (05%) TRD LN, £7o. BIBEE, BE, BEMEE. K
% - MR, DR, Mok, IT2E. REBUT RlARIE K OV i ISR PR SR BER 1338
Lo T,

@S E AR (CA209037 #ABR) 2
A EFGIIARIERE 265/268 ] (98.9%) . (L7 HIERE 98/102 5] (96.1%) (2§89 Hiv, iR
BRIk & ORRBIR NG E TE WA EFRIIAIEEE 199/268 B (74.3%) . {LEHIERE
85/102 il (83.3%) (ZFRH LTz, WTNMNDORETHRIEFEN 5% EORIERIZ FRD
RV ThHhoT,

WA ORETREBIRA 5% EORITER

B3k (%)
SRR peT R T
i it
%ﬁggDRN‘] ver.17.1) 268 71 102 51
o 4 Grade Grade 3 VI - 4 Grade Grade 3 P4 I

A EI1ER 199 (74.3) 33 (12.3) 85 (83.3) 35 (34.3)
Mg LV R REE

2 f 18 (6.7) 3 (1D 24 (23.5) 5 (4.9

8



Bi%x (%)

B 1 SN
Rt T (LR

(MedDRA/J ver.17.1) 268 1 102 71

4= Grade Grade 3 UL 1 4= Grade Grade 3 UL |k

F 1 BR s JiE 1 (0.4) 0 8 (7.8) 2 (2.0)

T R ER R RE 0 0 20 (19.6) 16 (15.7)

i/ NI iE 1 (0.4) 1 (0.4) 12 (11.8) 6 (5.9)
o3 IAEE S

FOR AR REAR T E 18 (6.7) 0 0 0
H I

{EFk 11 (4.1) 0 15 (14.7) 1 (1.0

T 42 (15.7) 1 (0.4) 16 (15.7) 2 (2.0)

L 33 (12.3) 0 39 (38.2) 2 (2.0)

g - 12 (45) 1 (0.4) 21 (20.6) 3 (2.9)
—f - 2HEER L OGN OREE

) iE 14 (5.2) 0 7 (6.9) 0

% 57 82 (30.6) 3 (1.1) 41 (40.2) 4 (3.9
BE, PR X OWLEA OHE

EAZEE D BOG 4 (15) 1 (0.4) 9 (8.8) 0
R

ALT #40 14 (5.2) 3 (1D 1 (1.0 0

AST #4/0 15 (5.6) 2 (0.7) 2 (2.0) 0

B ER SR b 0 0 7 (6.9 3 (2.9)

/N 1 (0.4) 0 8 (7.8) 3 (2.9

[ I ER %8 o 3 (1) 0 8 (7.8) 2 (2.0)
Rt L OsesEEE

BARGE 18 (6.7) 0 17 (16.7) 0
% R K O A k=

RAEiR 15 (5.6) 0 13 (12.7) 1 (1.0

77 P9 11 (4.1) 0 8 (7.8) 0
MR R R E

K= 2 — 8T — 1 (0.4) 0 10 (9.8) 1 (1.0)

PEIR 3 (1) 0 10 (9.8) 0
g, MERE & OWthRkEE

I [ 13 (4.9) 0 8 (7.8) 0
KR F KO FRRkRE S

Jhi B E 2 (0.7) 0 28 (27.5) 0

& 5 FEAE 51 (19.0) 0 2 (2.0) 0

W5 34 (12.7) 1 (04) 5 (4.9) 0

SR INTR 2SI 4 16 (6.0) 0 2 (2.0) 0

= A BE 24 (9.0) 0 0 0

7k ARFIBEZ RO CRIE MM R 8 1] (3.0%) . KAFZ - EED TH# 4 6 (1.5%) |
PR 33 1 (12.3%) . JFRERERESE 22 5] (8.2%) . EXHEARERETE (JRMIE FVELIER &%
45) 5451 (1.9%) . FLARARFERERR 2 23 3] (8.6%) . RIIEMfEEE 1 41 (0.4%) . infusion reaction
10 ] (3.7%) . EEOEEREE 1461 (04%) . FER 261 (0.7%) KOS E I % 3 4]
(11%) TRO LT, F£lo, TEEHEREREE, 1 B05ERE, EEHEE, MK - §b
BEde, DR, Whge. TS, BRBURRARAE M OVGe e M i/ NS D PSR BRI 1338 & D7z
MnoT-,

1) Robert C.etal. : N.Engl.J.Med., 372 : 320, 2015 (CA209066 #tf5#)
2) Weber J.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 Xf&x)
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O MEFRITHOWVT
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*
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@ BEANDERFREEDEHIZONT
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®-1 BIVERRBE O AE I B3 5 B

VR M R D BB 7R BIVE R 3 3842 LB, 24 BERIZZIRIAHI O T, Makhisk 3
BEERE BT, B L2 RIWWERNICIS U CARBRE B O CT 28 0 BIVEF O 8RN 288
IRRAOFER Y B I S, B HICRHG ATREA R H 3 > T\ D Z &y

@-2 BEENEFEHIC L 2AFBLNNICET2EH

MDA 2 MR R L OB a2 AT 5 EREFEVNEIERE=2 1) v /%
BOTCERDAY V—=0 T HATOWEIRIE L EW A LA TE 2 F — A BRI D 5 i
INTNWDZ L, s, BEMEFNZOWT, DABRE EZOFEBRICHSIZEm ST
5Tk,

@-3 BER DZBroxIRIZE LT

BIVER (MIEMERREBICIN X, BEAEMEEGE, Ok, iR, BBUHRAEIE. KIBZK.
HEO W, 1RBERW, ITHREM S FURI RS MRS BEE (Bra -
JRAVERVEMER R 25T, BB RS, Mk, BEEOREES, FlkifeZERE, infusion
reaction, S ME M/ MR PESEBER (ITP) , & DS i, MR I, Ol
CLEARED « BRIK - DEVERISMGHESS) . IS (S8 U<, Yakhtak XUk
BB OB A A3 5 ER & EEE U (RIEH OZE-ox N ICB L THRRE R OSSR %
ZTONHEMEICHDZ L), EHICHEERALEN TE HEGFRESTND Z &,

a6
=~
=

it
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5. BeExH LD BE

(Z22fEicBd % HH]

O FRICHEYT 5 BECOVTHAROEEIERE ShTVWS L, #5517

oA ARG
o RAEIDOFITTR UIEBUE DBEEIRED & 5 B

@ BRATOFHIIZ BT RIS Y T 2 BE IOV TE KA OG- IHERE S e

N, HOTEFGEII D R NGEICIRY | EHEICKRZEHNT 2L 2BETE D,
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EORIZRIEMNEZEALN A BN D BE

o HOMBEEBOEDE UTEBMERF L <IXHRMEO B e EBOBERED
oD HBE

o IMIIBAEIE (GEMmEAIBAEIEZ &) Ob DL EBE

»  ECOG Performance Status 3-4 " o #3

(G5B 5 4 1H]

@O ALFIRIEED IV EE R OMFARIERE D & 5 B 1B W TARRIOFZIER RS

TW5,
2B, BRAFEG A REZ AT 5 BEICBWTIL, BRAFHERIC L H1HE S ZET
AL,

@ TREICHEE T 2 BE T 2 AR O G K OEHITIEC OV TR AFIOAZPEN

WL SN TELT ., AFIDOERGHIR LB,

o IRFRMBN LIRS,
o fhOFUEMEELA & OB,

ECOG @ Performance Status (PS)

Score EFR

0 AR IEBTE 5, BFaiE R C R EAEENHIRRITZD,

1 AIERIICEL LUEENTHIR S 503, BITATHE T, BIEESE > TOMERIFITH Z &N TE 5,
B BDFE, FHBIEE

9 HWATARETHAOEDEIY O Z LT T X THBELEMEEIZTE R, BHH D 50%LL EiF~Ny R T
BT,

3 BoNF-ESOHDEY DL LT, AHO50%LL EEy Rk T4,

4 | <IN RV, BODOHDOEIY D LFa TERY, BRICNy FRFTE I3,
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6. EIEL THETREHEH

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

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

@ ERRBEHO~RT AL MIDONT

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

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

FORBRFERERE E N & Do D Z L 3% 2 DT, ARAID B 5Bk T & O 53R
HIE IR BRI pEse R A (TSH. J0#fE T3, EHE T4 SO llE) 2FEhd 5
ek,

AR OFHIZ XY | MBEOREEIEITER T 2 L& 2 S Dk~ IR B E
NHLDLNDZENDHD, BENIRBDLNTHAITIE, B LZFRIIS U
BLFR ) 72 05k & 1R 5R & RO R Al & s U C bl 2 R W 2 1T\ IR Ok
BOGIZ X2 EWER R B 2358121, AFIOWRIE ST I, K ORI RE A
NEHOBRGEEZBETDHZ L, 2B, BBRERLVEOREGIZLYETE
R OYGEENRFRD IR WIGEITIL, B BB AR VE LSO gz Bl o8 0
bLEET DL,

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

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

@ AFIOEFKRRBRIC BN T, REMMGD 3 7 AUAN, TLIRET, &E5RBNG 1
FERNT 6 T Z L ITARIMEDRE 21T - TV Z & 25 E |2, ARG I E I
(R OMERZAT D 2 &
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xBEERHEET A FT 1V
=hN~<7 (BaTi#x)
(R4 : &7V —REEEE 20 Mg, F 7Y —R EfF#E 100 mg)

~ SR SAERIE ~

A2 943 A (B2 94F 9 AKET)
BB
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1. IXT®IZ

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
ML 0o TR Y REMBLEE & S0 FARTT# 2016 (kK 28 426 A 2 A B E)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

LTeRoT, KAA RTA 2Tl BIFEREC 2L E TILHE LU TV B EFEIEFE -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, ARITA BT A A%, SIATBOE N EE S ER SR A A, AmAEAN R AR
BRI 7o, —AFEENE N A ARERIRNBHE S . —MRFEE N B AT SRR R O
NESFERNE N BAR D ESB 22 O o b EAERR LTz,

X5 & 7R D EIES - ATV — AR R 20 mg, A 7Y — AR R ERE 100 mg (—k4
=RN~7 (Bis R Z))

RELRDFEIR « B SUT =R 2 A9 2 B

MEERDAERORE - W85, RAICIF=A V<7 (BT ) & LT, 183 mgkg
(KH) % 2 BRI CRRFEEYT D,

B3E R 78 ¢ A /NP TGS




2. AFIORK. TERBF

7V — AR EHE 20 mg X TN 100 mg (— x4 - =R~ T (B R ) . BUT,
[AF]) 1%, NEFEE TS L A X Ly 7 24 BTV R PV w7 —X X
7 A 7 (BMS) %) 23BH% L7t bk PD-1 (Programmed cell death-1) (Z%f9% & ~ 1gG4
E/ 7 a—FAHUERTH D,

PD-1 (%, 1&MEAL L7 U o REk (T ML, B AL N F 2 7 vF% 7 —T fik) KOvVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIC IE & BUZHIEE 2 2
T IR T 2R AR TH D, PD-1IFHURIRRAIILIZIEEBLT 2 PD-1 U o K (PD-L1
KOPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U o REROEMAIREE
BIZHRET LT\, PD-1 U 0 RiFHURE SR B b O 2 22 IR T8 B
LTHY, BMERAMEEE) LU LB T D PD-LL DOIEBL LI DELF
HIM & OMICADHBEBFRN & 5 Z & HE I Tws  (Cancer 2010; 116: 1757-66)
F 7o, R R NE S CIXAREE T AN EET DA v X —T = H < (IFN-y)
IZ& > T PD-L1 OFIANFHEE SN, BB L7 EEMAERIZI T D PD-L1 OFHL LIk O
AAWE E OMICEOMBEBE/RRH D E0®EL H D (Sci Transl Med 2012: 28:
127ra37), & 51T, PD-L1 Z 3R E S0 M, HURER M CD8 Bt T Hif
ORI EIE M 2 55 SH 523, L PD-LL ik TPD-1 & PD-L1 & DfEEEHET D &
Z OIS EIEENEIET D 2 EDNRENTWD, D Z LD PD-1/PD-1 U 7> R
U, 28 A S PUR R A 72 TS D OB 2 AR D F O —o & LTEZ S
TV 5,

ARFNL, SRR OFE R 6 PD-1 OfffasEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U W REDFREGEMET S Z LICL Y DAHURK A T MlaOEE
LR OD AR 3t T 5 MRS TR A H R 32 Z & CTREM 2 PSS R 2 =3 2
EMHER STV D,

IS OFEN S | AFNTEMEIER ) 2 Bl 2R EIC 20 55 b0 L MIfF S,
SHSE R B 2 kb5 & LT IRERR & 920 L A 20ME et R OB A R ST,

AHNOVERMEFZ LS < B DORE N L DEWERZ%N S 5 b, EEIIRTIC
BLHAREMEN D D, AFNOE G H R OEEG#ZITIX, BFEOBEL 01470, BEDR
D BTG AITIE, BB LT FRICIE U= MR 22 ek & B85k 2 R DRl & s L Cil
Gl 78R W 217\ B E OB I L 2 EIER BN 2 5A2iE, BB RE R
T UHIOEELEOTEY) IR E Z 1T O LERD D,



3. BRI
BRI REs A & A 7 5 SESEER I O A& GRIRE I Z G- 2 1T - 72 £ 72 B R RER O i &
AT

[H2hE]
[E B L[R5 AR FER  (ONO-4538-11/CA209141 705k )
7T FFRE G T L FRRIE R T #0056 0 H INICR BT U R NEB D iz,
RIA B B O JRBFTRE OB & 72 5 22 WL/ IV O BESEE R - bR 236151 (AA
N 2T & Te, AFIRE24001, RITHRREL210) A %I4T, TRERTE Y EATEIN L2 1h
B (APPLEY—h, FEXFEALUIEYFO~T) 2l e L TAHFIZ molkgs 2
IR CREEE L. & S OAMMER R A2 L, BEFHMEEE CTh 5424
fFM (BLF, ToS) ) (HRofiE [95%(EHEXH] ) o HhfEITRE 5%, ARHIRETT.49
[5.49~9.10] # A . *IREET5.06 [4.04~6.05] H H THV . AFNIIRBRA Y ERRH 2
RUTIRBICHR UFSGRHRICE B RIER /R LTz (O — RE0.70 [97.73%/5 48X [H :
0.51~0.96] . p=0.0101 [J&Hlog-rankikE&] ) .
1 RA B H U DL RO R & B T,
*2 1 bR b SNTEREALE, O, o+ FUHE & OWEEE,

1.0
- - RFHH
' -A&- WHEEEE
0.8-
0.7
X 06
=3
F 05/
0.4-
0.3 1
0.2] ;
0.1- R
0'0_| T T T T T T
0 3 6 9 12 15 18
at risk# £FHM (A)
AHIE 240 167 109 52 24 7
B 121 87 42 17 5 1

OS @ Kaplan-Meier giif
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(2 41%]

[E B3 R MAGER  (ONO-4538-11/CA20914175x)

B ERHRRIIAKIRE229/236/ (97.0%) K O RAE109/111%1 (98.2%) (2588 v, 1A
BRIE & ORIFEBIRNEE T X ROAEHGUIAAKIREL39/236/%1 (58.9%) . xtFRHEES6/111
Bl (77.5%) 12380 LTz, FEENENLL EORIERIZI TEDO L BY THoT,

& FEHREPSWI EORUER (REMMITHREMN)

THH AFAI#E 3mglkg S PR
Grade 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
BIEHEE JEEL JEBIE | B EBIER | Bl EHIER | BB BB | I BBIE | BB REHR
(MedDRA |2 £ % SOC-PT %y38) T (%) T (%) FHC (%) (%) FE (%) FE (%)
SFFH 236 236 236 111 111 111
S 139 (58.9) 31 (13.1) 1 ( 04) 86 (77.5) 39 (35.1) 1 ( 09)
MERL N SR EE
21, 12 ( 51) 3 (1.3 18 (16.2) 5 ( 45)
AF R ERBE 9 ( 81) 8 (72
H s
T 16 ( 6.8) 15  (135) 2 ( 18)
HD) 20 ( 85) 23 (207) 1 ( 09
A% 5 (21 1 ( 04) 10  ( 9.0) 3 (27
Mgk 8 ( 34) 8 (72
— i REFEERBLOR GO REE
1 9 10 ( 42 1 ( 04) 16 (14.4) 2 ( 18)
9 33 (14.0) 5 (21 19  (17.1) 3 (27
D S i 3 ( 13) 14  (12.6) 2 ( 18)
(HA7 R
IRER A 4 (17 6 (54
R BLOSNFEREE
BHHIR 17 ( 72) 8 (72
R R IEE
FRPE= 2 — S — 1 ( 04) 7 ( 6.3)
B R L O TRk E
Jit B 14 (126) 3 (27
B2 L 7 ( 30 10  ( 9.0
ZHPENE 17 (72
KB 18 ( 76) 5 ( 45) 1 ( 09)

ERH S SN - A EHLRLIT, CTCAEVAO % VW THEE L. MedDRA ver 18.1) Z AW THARE 2 7=,

7k, B VR 7 41 (3.0%) | BEALAH RARAE 5 B (2.1%) | IFEERERETE 5 41 (2.1%) |
FORIRFEREREE 17 6] (7.2%) | #hfReREsE 7 61 (3.0%) . EFEAERESE 161 (0.4%) . A
R 1 (0.4%) . FIE(AFEAEREE 2 51 (0.8%) | FRimARZERRIE 1 41 (0.4%) . infusion
reaction3 5l (1.3%) TROH LNz, Flo. FIEMMEIE, Lk, ik, KK - HE
DT, 1 RREIRIA ., SR R TESR B . T Je. Mk - BB L. EEEE o R
O SEIRRKOEEDORBREEITRD Lol



(ZEER)
PD-L1ZEHLIR LRI DA 0 K O 4
EER I FE S IAEFABR (ONO-4538-11/CA209141585R) LA AN BNT-BED S B, E
AR I\ CPD-L1 2 38 8L L 7= fEE MR S 50 %S (LR, TPD-L1ZEHIR]) (2B
THOBHRNE SN O BE DT — X THS X, PD-LIZEHL RN IR BRI T 21T
STEAIMER L EHEDOFRERITLL T D LB ThoTo,

ARMEIZEI LT, PD-LIFEBLR DN 1% AN D5 A I IREE L ZITRROR R TH -7 (T
)O
B, PD-LIORBHRICEL 6 KAOLZEMET 07 7 A VIFFERTH -T2,

10,

of Survwal

Praatlity of Survival

Probability

o - TS -
oo 3 0.0
T T T T T T T T T r 777 T 7 T T T T T T T T T T
o 3 8 9 12 15 1 N 2 e o 3 6 g 12 15 18 21 24 27
‘Overall Sundval (Months) Cwerall Survival (Months)
Nurster of Subjecis ol Risk Nursher of Subjects af Fisk
NVC 88 €3 = 3 by 17 10 4 o NNVO 73 52 37 30 F 13 8 3 1 o
INV Choice &1 43 23 13 8 2 o o o INV Cholce k- 29 18 13 10 5 2 2 o o
—®—  Nivolumab 3 mg/kg (events - 66/88), median and 95% C1- 8.1 (6.5,9.5) —®—  Nivolumab 3 mg/kg (events - 56/73), median and 95% CI- 6.1 (4.4,10.3)
— —& - |nvestigator's Choice (events - 55/61), median and 95% Cl - 4.7 (3.8.6.2) ~ ~& ~- nvestigator's Choice (events : 32/38), median and 95% CI- 5.5 (3.7,8.5)
NIVO vs. INV Choice - hazard ratio (95% CI): 0.53 (0.37, 0.77) NIVO vs. INV Choice - hazard ratio (95% CI): 0.83 (0.54, 1.29)

ONO-4538-11/CA2091413 8 DPD-L1FE R THOOSHO BN B IE T + B —T v FF—F D
Kaplan-Meier g
(X : PD-L1=Z1%DBEEM, X : PD-L1<1%D BEEM)




4. FRERIZOUVWT
KRR U CHERBERE (BFFHE) TN THnDL T b, Yikiih 2]
IZETX DR THOIMNERD D, TDO LT, KF OB #EY) 72 B35 2720 - F5E
L. AFIOFEEIZ X0 HEEREWEAZRBBL LRSS T 5 Z E BB R0, LD
O~@DFT X TE M THRIZBWTHEHT 2 XETH D,

O MEFRITHOWT

@O-1 Fi2d (1) ~ (5) ODWTHNNICEE L T Dtk ThHHIE,

(1) EAFEKEDEET 20 AFEENLSURRESE (BE I R 23 A2 R SRR
HiE 23 A RSB ML SRR, MUY AUBHRIERE /R &) Rk 28 4F 10 A 1 HREA
427 Jiigk)

Q)%E%%%ﬁ($ﬁ%&mﬂlaﬁﬁ-mm%

(3) FENFIANFNFEET 203 AU FBEFRET (25 AR EEE BT, 3 A2
W19, 23 AR EEHEE R 72 &)

(4) SRAbF LR A %L,%%m%%&m%lﬂi%$m%$&m 2 DSk HEE
(AR DI 21T > T Dfiag (R 27 47 A 1 AR - 2538 fiak

(5) #ﬁﬁﬁiﬁﬁl%ﬁﬁﬁm%m@ HILMEITAR D M A T > T Hfiax (CERk 27 4 7
H 1 HEEA 1284 Jitii%

O-2  SHSERE DAL HRIE S ORIV FE B O XSS 47 70 ik & ek 2 Ff D= Al X
TEBHEM (FROWTNANIEZ Y T D EMSUIEBER) 25, 4% P OAFNIZ B
TORFEOEME L LTRESNTND Z &,

*

o [ERMRFFEUSE 2O MMINHE 2/ T L7212 12 S LU LD D AUTRIE D ERIRHE 217
STWAHZ L, 95, 24 EiT, BAEYFRLEZ L LBRIESGZOHE 21T
STWbHZ L,

o [ERIFFEUS 2 EOPMNHE 248 T L7-1%12 4 L _E oo B SRMERSEIE O i KA
BEE2IT-TEY., 5b, 2400 FIT, PNARMIRE % & T TaSE R EM EE 2R DO
KWHE AT > TNWAZ &,

o [ERIRFF ST A ERREF ISR OWIINHME 2/ T L7212, 5 UL Eo 1 s
DERRIMEZ1T> TRV, 95, 248 RIT, BAEMIREZ G0 APSE OB A
BIROBRIHEZ1T > T D Z &,

B, AFNZ L DRI B O TIERIENSE O NEH 223 5720, B DGR
61%71 R EERTEAR DWW IS el 2 7o 97 Rl (SESEHD R DL 515

BRI SEBLRE DI 50 20k & REBR 2 FF DR Al) & OB dEE O b &I
:“fﬁﬁ“é &o




© BENDERMLFREEDOEH|IZONT

RIS I B BT D RMEE N E S, RERSE S ofF im0 Ao - Za
PEE A1 oD A PN OV E RN ST 8 R B 2 2 Mg ik, AEFRP AL
e DWEHEE ., FRESLNIATON KR E->TnDH 2 &,

® BWEH~DOXIHIZOWNT

@-1 fEgk Iz BE 4 5 B

MV PERR B D EE AR RIER N A L-BRIC, 24 BRRIZZIRIEHIO T, Mg 3k
BRI IC BT, FE L ZBIWERICIS U CABSE L L O CT 2 0 BIVEH ORI /3
IR DOFER Y B RIS S, BB ATRE AR R 23 > T B 2 by

@-2 EREEEIC L DAFFRAINCET HEMS

N ARSIRICEE D D IR 2 ek e OB RE 2 A D IR SEA NEEN T =42V v 7 %
BOETFDOALZ V== T 2ATWEIRIE L EHR & A TE 5 F— L EHRAH A3 HE A
SNTVDZ L, ok, BIEAEHIZHOWT, DARE & TOFEBETHFITAm ST
52k,

@-3 BIER DOZMTCRISIZE LT
BIVER (FVEMERRE BN X, BEIEEEIGE, O, Mk, BEUHRAEE, KIBHK.
EREO TR, LRBEIRP ., ITHEREREE . HURIREEREREE, RiRpEE . BEE (Brae -
PRAE R MER 2 2 & te) . RIS, M, B O R RS, #RiieZERIE, infusion
reaction, SR/ NSO PESRELR (ITP) . IBEE O i, MG VR EME, Ok =
CLBERED « RIR - DEMEIASMGNESE) . IRIMMEE MS) 126 LC, YMikhEas X ITirhk
PRI RE DB A A T 5 RN & U (RITER ORZBr-CxH N C B LTS R Ok %
ZIONLGEMHECHDH L), EHHIZHEERAEN TE HEGHINRESTND Z &,



5. #EXRLRBHBE

[Zz 4EIc B4 % $H]

D FRICHEST 5 BEICOVTHAROR G IR E SNTNS 2L b, 5 %17

F oA ARG
o RAEIDOFITTR UIEBUE DBEEIRED & 5 B

@ BRATOFHEIZ BN T FRRICE Y T 2 BE IOV TEL, A OFEGITHERE S ey

D3, MOTEEGRIIL N 72 WIGAEIZIRY | HEICAKZEHAT 5 2L 2BETE 5,

o MEMMEEROAIIIBEDH 5 BHE

o @R AR A C VB R 2 58 D B K ONE B M 0 FC B i gk 2% R0l e e i 2%
HEDOMICRIEVEZEALN B DD B

o HOREEROEOE XHEHERE L < IXERMEO B O R R OBEERE D
boBE

o EERBE GE AL 5T) ObHEE

«  ECOG Performance Status 3-4"*V o i

(A% B4 5 4 1H]

© 77 FT/AZGTACFFIEE DO H 5 BE B TAADFEIMEI RSN TN D,

@ TREICHEE T 2 BE ST 2 AR O G K OEAITIEIC OV TR, AFIOAZHPEN

WML TR LT, ARIOELGXIG L 725720,

o TITFFHRHEGTACTFRIEIC L DIREEO R VEE,
o INERMBI bR,

o fhOPTEMERERA & OOFH,

@ AFNTEFRILFE B MARRER S BT, RIS W TRREF IS L TAZIMED B

AES VTV DAY, PD-L1 FEELRIZ L 0 AZMEDHAI AR 72 5 2 L DR S DGR
DREHINTWND Z &2 D, PD-L1 HBR G MR L7c L AR OG- A& O Wr 2 3
DT ENEE LV, PD-L1 FELHEN 1%AM CTh D 2 & DR SN BEITB W T
X, ARAILSOTEREFE S B ES D,

) ECcOG o Performance Status (PS)

Score EFH
0 | &<MERIEHTX 5, & [A U H & ATESHIRA <725,
1 BRI LWDIEENEHIR SN D28, SHITAHE T, BIERESCE > COERIFITH Z LN TE 5,
B WF S, FEIEE
2 BATRRETH D OHOEID O Z LI X TRIREZEAMEEIZTE 2V, HH O 50%LL Hig~Xy FATIRI T,
3 BoNF-ESOHDEY DL LT, AHO50%LL EE~y Rk T4,
4 2LET RV, BOOHDOEY O Z L34 TERY, BRIy K+ TiRId,




6. BEICEL THEETREFE

O IRASCEF TN Z, BEIRGEES D IRAET 2 ERME T -D & ARHF O FeME K OV E 4
RO 7= DI B w2 o B LT bR« 2 L,

IRIEBRAAIC SN D | BB LT OFRICA MR Otz -+ L, AR5
ThoEETHZ L,

PD-L1 F8ELE & il L7z ECAKIOB GG A2 425 Z L AEE LW, PD-LL
FBRPER TE RWIEEITIL, AAIOEH OS2 @Il L7z T 535
z&,

FREWERO~H T AL MZOWNT

@

®

BEMIEEN D HbND Z LN DDOT, KFOEEIZHT=->TIE, BEE
R (PR IR, ngmik, FEENVE) ORERE K O X #ifds 0 Ehe s, Blggx -+
ZATH 2 &, Fio, KBS U T CT, i~ —7 —S%0REZ FEiiT 5
NP

AFN OB HIZEE D infusion reaction (Zfi 2 CEARFIC 4725t indD T 5 Ut
&7 > 72 LTt 2 2 &, £72. 2 B H LA OAAI# 5-K¢ 12 infusion reaction
MWHHLNDZ EHdHDHDT, KA K ORANEGHETHIT A 2 A
CERET 5%, BEOWREBE I8 T 52 &, 7235, infusion reaction &
FEHL L2 HA 2R, 2 TOMEBER OER D ERICEIE T 5 £ THRE 2 +08l4
THZ L,

FORISRERE E N S S oD Z 03 5 DT, AHFI O£ 5Bl MART K& O 53 [
HIXEBIRIC R IR RE R A (TSH., 0l T3, 5 T4 HoWE) % Ehad 5
Ze&,

AR OEHIZ XY | WEORIE IR T 5 &35 2 B Dk~ I BT E
DHOLDONDZ EnbD, BENREDOLNTLAITIE, BB LEFERITS U
HEFH ) 70 gtk & R BR A o R Al &oEE U Cl bl A s BRI AT\ iR E O
FOGIZ £ 2 BWER 3B 2581213, ARIORIESUT 1L, R ORI RE R
WEVRIORGEZEBRT DL, 7B, BIBRERVEOEGIZXREIE
M OUEDGRD HAIVRNGAE T, BB BB RV - LSO g il o8 0
HLEET D,

B A& T, BOEM 5D ARGE L COLRIERANRET D 2R3 H720,
AHNOBGHETHIZHEWEH BB SICEET 5.

1RUBEPRIR (BIE 1 BUBEIRIG 2 & te) b Sbiv, BERFES 7 ¥ R—2 &
CEDLZENRHLOT, A, ol WaMAFEOREIR ORI M E O E5H7- 121
EETDHZ &, LEBERBN RN TS IITEGEZRIE L, AR ) 8
RO 5EOMY) LB ZITH Z &,

AFNOEEHRRBRICBNT, EBENS 9B, TNLIEIL, EBIME S 1 4R
%6 MM Z LA MOl 21T o> TV Z & 2B E (0, AFIRG T EICR)
ROMEREITH Z &,
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EEEREET A R4 v
=R~ 7 (BiaHH#Z)
(K54 : 7V — R EEEE 20 mg, A7 —REEEE 100 mg)
~ R R ~

A2 944 A (B2 94 9 AKET)
LS BE



B &

1. IZFC®IC

2. AANOFE. (FRET

3. ERPR AR

4, JEEZOWNT

5. &GRSR LM DEE

6. BHITEEL THHET X FIH

P2
P3
P4
P8
P10
P11



1. IZILBHIT

RIS OF M - ZRMEDOREROTZ DI, U SCEFIZE S W2l E AR R D
BND, 5T, IEOREEFOMESRIZ LY | FUREIRS 72 & OHHN 72 B iR MR
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 LR
FUEE 7p o TR R M BLE R & SO O AT #2016 (A% 28 4 6 H 2 H BRI E)
IZBWTH, HEHNERNEOMHORE(LHEERZX S Z & L ShTn5,

BORVE M ESR L, KB ERASCL ST 0 7 7 A VBEE D ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEIZBET 2 ERNHERET 5 £ TORM,
WM ERGOBEEEZIT D2 ERPRF SN BEICKH LTHEMRT L & &b, BIE
RN FBL L 7B B2tz & D 2 & AN AHE e — 8 O B i 7= 3 R S BE i A
THZEREETHD,

L7eDBoT, KIA RTA4 2 Tlidk, BB ZINE TIZHE LTV A EFIRFEN -
R RN EED & | DUT O IS O it 70 8 2 HEE S 2 8L b MBI Bk B 2
F RO EFREEZ T,

RE. RHA RTA 0%, MAIATEOE NESE R ERE R O, AAMEANRAR
BRI IE s . — AR N B AREER N E 2 M OB A B R REFHER O
J1DH EERR LT,

RIG L 7R DEFEN - ATV — AR R EE 20 mg, A7 Y — AR AR EHE 100 mg (— x4
=<7 (B FH#z))
HEERDMEIMR - RIGYIBRABE S TEBAE O B M ss
MEERDREROHE @, RAIE=Rr~7 Efa#iaz) & LT, 1 [\ 3mgkyg
(FEH) 2z 2 BRI TARREFEET D,
& MR 78 2 E NP TS




2. AANOKK, 1ERBERF

7V — R A ERE 20 mg/100 mg (—#k4 - =R~ T (Ela g z) . LLF R
o Ewvo,) X, RS TERASHE AL Ly 7 24 BTV AL~ A ¥ —
A A7 A7 (BMS) t1) 2BH% L7t bk PD-1 (Programmed cell death-1) (Z%f4 % & k
19G4£ /) 7 u—F VPR TH B,

PD-1 1%, #EME(L L= Y 2 /RBR (T HIAE, BHIIE OV F 2 T %7 —T fifn) KOVE
BERMIARIC R BT 5 CD28 7 7 2 U — (T AR OTEMHAL 2 i BhAgIC IE & AUZHIE 25 5
FHE) IR T AZEKRTH D, PD-1ITHURE SMIZIEELT 5 PD-1 U > N (PD-L1
KONPD-L2) &EfEA L. U o SERICHmfIvES 7T L ZAnE L TV 7S BROTEMAIRAE 2
AIZHET L TW5, PD-1 U H Y RIZHURER MBS B N DRk & 722 SRR I C FE B
LCHY, BEMERAMERE )OO L EEHEMKICI TS PD-L1 OREL & itk DAAF
WM & ORI A OMEBARRN H 5 Z & 3 lE ST\ %  (Cancer 2010; 116: 1757-66)
Fo EERAERE CIIHERRE T MRS ELAT LA X —T 2~ (IFN-y)
IZX > T PD-L1 ORBENFE S, 58 L BB T 5 PD-L1 ORI LD
A EOMICEOMBEBEGERH D EoHE L H 5 (Sci Transl Med 2012: 28:
127ra37), & 512, PD-L1 Z38HIEE SN A I, PURKRR CD8 it T il
O EETE M 2 859 S 228, BT PD-L1 LK TPD-1 & PD-L1 L OfESZEILET S &
Z OIS EFEMENEET D Z ARSI TS ED Z L5 PD-1/PD-1 U > Rk
T, DS AR TR RAS 2 T MRS 5 OB 2 B 2T D —o L LTEZD
TW5B,

AFNL, FEHERBR OFKE R )5 PD-1 Ofifas K (PD-1 U I MGG ) I2FA L.
PD-1 & PD-1 U REDFREAEIMET D Z LKV NAHURRRAZ T Mg oiEE
B KOS AR k3 2 IR IR ME 2 R 3 5 2 & CRA M e Ul R 2 /R4 2
EDVRR STV D,

T DOHEEN S | ARFNTEMEREG T 2 7 IR 055 L0 L RS,
R B A kG & LT ERRERIR & S0 U AR e e OB E D R STz,

KB OVEMEEFIZ IS BEORIERISIC K DRIEMER & b b, EEIILTIC
ELARMEND D, AFNOEGH R OREGHICIT, BEOBIZEZ 52470, BE R
O BTG AT, I L2 H RIS U7 MR 2 sk & R 2 R oAl &l L i
B2 @ERRZ I ATV IR OREROGIZ K D EIER S b 2 58121, BIRRE RV
RO GHEDWY)IRALE 24T 9 MR D D,



3. BRI
FRIBYIFRANHE XX ERFE M 0D BB fages D A GRIRE I Z R 2 1T - 72 5 72 B AR R D il &
N B

[H2hE]

AR B 6t G & U [E BRI IAEGER  (ONO-4538-03/CA209025 4 5H)
MEFAEREERZET 2HEMEEGEA (TF T =T A=F =T VI Tx2=T,
INYRN=T ) A TR A A T D AT SO TER RS 0D 38 I R R ol e AR
821 13l (HA N 63 & Gde, AHIRE 410 5], =~V AARE41L B ZxRIC, =
N Y AREXE E U TAHAI3 mglkg % 2 M CAREERE Lz & & OFMER DL S
PEZRRET LT, HEFHEEHE CTh 2 A MM (Pl [95%EHEXM] ) 1%, AFIEET
2500 [21.75~NE] #H., =_o U AARET 1955 [17.64~23.06] A TH V. AHNZ
T U ARIHR USEHERICH BB R 2 7R Lie (O — R 0.73 [98.52% (5 #EIX[H

0.57~0.93] . p=0.0018 [/&% log-rank fRE] )

1.0 -
0.9
0.8
0.7- e

. 0.6

iF 0.5
$':l."-l—
0.3
0.2
0.1+
oo\
0 3 6 9 12 15 18 21 24 27 30 33
at risk 417EIR (B)

AFHIEE 410 389 359 337 305 275 213 139 73 29 3 O
INOVLZEE 411 366 324 287 265 241 187 115 61 20 2 0O

0S D HEHENTEED Kaplan-Meier Hif#

—A— AHIE
oD IO L AEE




FTo. BHARNB R 63 i CRFIRE 37 i, =~ U AR 26 #]) OfAFHR (F
Jofili [95%(E#EIXM] ) 1. AKIEET 27.37 [23.62~NE"] H A, =~ U AZREET NE

[NE'~NE"] # HThotz (/F— R 150 [95%(EHEX[H : 0.49~4.54] ) .
* . HEEARRE

1.0 =
0.9+

0.84 : e G e T )

0.7 1
s 06 —A— FEIB
# 0.5 meed e IO LB
4

0.4 4
0.34
0.2 4
0.14
3 E oL B R L L AP R U S L S

0 3 B 9 12 15 18 21 24 27 30
at risk2 A 1FHARE (R)

AFNBE 37 37 36 35 35 34 24 16 8 4 0
INOYLARE 26 26 24 24 24 24 20 15 9 3 0

AARANEFIZBIT S 0S OHEfRHTID Kaplan-Meier Hi#z



[Ze21k]
RIS BB AR & Lz [E BRI R S T AHGABR  (ONO-4538-03/CA2090255454)

B EFGUIARIERE 397/406 B (97.8%) . =1 U A AR 386/397 i (97.2%) (272
S, BB L DOREBURN G E TE R WA EERIIAEKRE 319/406 5] (78.6%) . —
N U LARE 349/397 5] (87.9%) TR HiLTc, WT AU ORETIHIELEN 5%LL EDH|
ERHIZTERDOEEBY ThoT,

VIO RE TRERD 5920 EDOEIER

PErTS N B (%)
Eﬁggimﬁ IRE 0 hARE
" 406 397 f
(MedDRA/J ver. 18.0) 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

RIEA 319 (78.6) 76 (18.7) 0 349 (87.9)  145(36.5) 2(0.5)
MiRIs LV >R bEE

i, 32(7.9) 7(1.7) 0 94 (23.7) 31(7.8) 0
W WREE

FOPR IR FE REAR T E 24 (5.9) 1(0.2) 0 2 (0.5) 0 0
H ks

15 24 (5.9) 1(0.2) 0 21(5.3) 0 0

T 50 (12.3) 5(1.2) 0 84 (21.2) 5(1.3) 0

D 57 (14.0) 1(0.2) 0 66 (16.6) 3(0.8) 0

W% 8 (2.0) 0 0 117 (29.5) 17 (4.3) 0

Mg - 24 (5.9) 0 0 36 (9.1) 1(0.3) 0
—fk - EHEER X OB G OIKRE

1 7 9E 18 (4.4) 1(0.2) 0 33(8.3) 7(1.8) 0

95 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

KRB D S SE 11 (2.7) 0 0 75 (18.9) 12 (3.0) 0

RAH PV 17 (4.2) 0 0 56 (14.1) 2(0.5) 0

FE 34 (8.4) 0 0 37 (9.3) 2(0.5) 0
RRIR IR

M= L 25 o — LN 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

Mz L7 F =8 27 (6.7) 1(0.2) 0 33(8.3) 0 0

RE A 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
REtR L OSeAEEE

B2 L AT B — UIfE 2(0.5) 0 0 29 (7.3) 0 0

=ik 9(2.2) 5(1.2) 0 46 (11.6) 15 (3.8) 0

m Y 7YY RiffE 5(1.2) 0 0 64 (16.1) 20 (5.0) 0

AR 48 (11.8) 2(0.5) 0 82 (20.7) 4 (1.0) 0
BT & O A RkEE

RAER 27 (6.7) 1(0.2) 0 14 (3.5) 0 0

5 PR 23 (5.7) 0 0 5(1.3) 0 0
PR R PR

LRRE L 11 (2.7) 0 0 51 (12.8) 0 0

BV 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
MR g, MOERES K OMithRkEE

MK 36 (8.9) 0 0 77 (19.4) 0 0

EF-% R 30 (7.4) 3(0.7) 0 51(12.8) 2(0.5) 0

S H I, 3(0.7) 0 0 41 (10.3) 0 0

Jitifi 2 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
I $ KO MLk E

SUERRBLIE % 12 (3.0) 0 0 20 (5.0) 0 0

B2 R 26 (6.4) 0 0 33(8.3) 0 0

TFot - SRR A R R 4(1.0) 0 0 22 (5.5) 0 0

% 5 FEIE 57 (14.0) 0 0 39 (9.8) 0 0

5 41(10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0




72k, MV PERZ B 19 61 (4.7%) | #5725 1B (0.2%) | BEEUT @IfRSE 56 51 (13.8%) |
KIG2% « B D T 10 1] (2.5%) 1 BLFEFR IS 1 451 (0.2%) | JHHRERE 1% 46 1 (11.3%) |
FF9e 1651 (0.2%) . FUIRARFERERS T 34 1 (8.4%) . iRk 55 ] (13.5%) . BHHkhE
fRes (PRAME VPR 8 55) 28 5] (6.9%) . FIl'EHERERE T 6 51 (1.5%) . infusion reaction
21 % (5.2%) . EEDOREREE 4 6] (1.0%) . FERAEREAERE 2 ] (05%) . Bk 1
B (0.2%) KOS E MK 1LH] (0.2%) TRO LI, £, BEIEMESE, LHR,
ey VI VRS PESREEIN . K% - BEREAR KX OV IR A2 ZERE 1338 D b e o Tz,



4. FRERIZOUVWT

KBS & U O AGERA (SBIFHE) AE o Tnd 2 b, Yikiih 2y
ICHEMTE DMk ThHHMEND D, ZD LT, KFIOF G072 BE 22 W - BiE
L. AFIOBEIC X0 BEZRREWER 235 LIZBRICHIGT 5 Z ERA0E =), LT
DO~@DT R CEMIEITHRICB W CTHERT 2 R&ETH 5,

O mEFITHOWVT

D-1 FiEd (1) ~ (5) OWTNMNITEY T HMiE THDHIL,

(1) BAEFBRENTET 20 V2 EEHEN SRS (EE R AR I SR P
IS AR IREEEBL SR e . HUR S ASIRIRRE 7 &) Pk 28 45 10 H 1 HIRR -
427 fig%)

(2) HpEHERERPE (K 28 4E 9 H 1 B « 84 fitigk)

(3) FREIF IR FE DG ET D3 AT (2 AR BT, 23 AR
W 1IFRE. DS ARSI EEHEE R R &)

(4) ARACFEHIEEZHE L, SR FREME 1 USSR 2N 2 Ol s 5L 1E
IR DB ZEIT> TV Dlfiag Rk 27 427 A 1 HFEA : 2538 fifiak

(5) PUEMEMER AL B EINE ORis EEIAR DR 21T > T D liax CERL 27 4 7
H 1 RS 1284 fifi g%

®-2 %%ﬁﬂ@%@ft%fﬁi?ﬁ&(ﬁ@1’;5)%%%%@%#@%5 Aoy e gnigk &Rk ER A RO ERT (R
ROWTIDITEZ YT HER) A, Y2 BB OARFNCET 20RO EMTH & L CRIE
INTWNWHZ L,

#*

o [ERNEFFEISH 2 FEOWIIINHE 28 T L7 I S HLLE DD ATRIE D BEIRNHE 21T
STWAHZ L, 96, 2L Eid. BAREMEEZ & LRSS FOMHE 217
STWAHI L,

o [ERIRFFESE 2 FEOMIINHE 2T L7224 UL EOWIREFFE DR IRIHE 2
T-oTEY, 55 282 LT, BRI DD A EYHRIEZ & Lo H3 ATRIR O FRIRAT
EEIToTND T &,

@ BENOEXKMFHREHOKHIZOWNT

3R G A B IE T T 2 B S L S, BERGEN D OFERE D, Aok - 24
P i%éﬁrﬁ$&®~$£?é&0cﬁﬂij@ I D IEHARME, A EFERNRAE LA 0L %
B, ERHCA TN A IRHINE ST D Z &,




® BHEA~DORRIZONT

©@-1 MRk HS 5Bk

PVRL AR 4655 00 B 2R BIVEFI NI AL L 721, 24 WERIRSHRIRAI D B\ M ashiEak i
SRS T FEEL LT BIEAIICIE U CABEE LR OF CT % ORI Ol )
AR ORE RIS B PITHE DI, BB IS TR RIS T D 2 L,

@-2 EERNEEEICL H2AFEELRNHICHET 2 EH,

AR 2 B R L OB e 2 A9 2 EREHFENEWER T =21 v 7%
GOTEIROARA 7 J—=0 7 2TV EIRIE & HE2 LA TE 5 F— LS D35
ENTNWDZ &, 2B, BIHAHEIZOWT, DABRE EZOFRICHSIZAmEShTn
HT k.

®-3 BfER OZErex B LT

BIER (MEMEMREBICIN A, EEMEGE, L%, k. #h R\
EEO TR, LVANERE, IFRerEE ., FURIREERERE S, Mt E. BEE (Brae -
JRABE EMERRE ST BIBRSE, Mk, EEORLERE, FRRIERSE, infusion
reaction, S MEIN/ MEIBPESEEER (ITP) 18 O fE s, IRIR R e, OB (0
EAME) « AR - DEMEEISMUHES) . WM M) 1S L C, MikEak TR E R
BEEA O RFME 23 SRR & L (BRHWEH ORWr-oxHcIc B L CHRE R O X EEZ T
ONORICH D T &) EHITEYIRAEN TE DERGINE->TND T &,

_>t<\‘,:
&
%ﬂ_\
&
F
o)
INjing
S



5. #EXRLRBHBE
[Ze 4t B4 % 51E]

O TRICHEYTHIEEITOVTUIAF OGN LD E S TWAH Z D, BE5 21T

DNz &,

o ARFNDOESTITH LIBBUEDBEERED & 2 BH

@ BFRATOFHHIZ BT FRRICE Y T 2 BE IOV TE, AR OFEGIFHELRE S e
B, AORIEERBE A L2 NGEEIZIRY | HEICKAZENT L2 L 2B ETE D,

o HEMEMREDOESUIBED H 5 BHE
o iR G R A TR R 258 0 D B M ONE B O U R I 7% <ok Y i
DI RIEMEEE N A DI D BH
o HORERBOEPE, UTBMERRHE L ITfFEMED B SRR 8 OBER O

% BAE

2

o EIVEAEEE (EmEIRBAEEE ST) Ob b EE
«  Karnofsky Performance Status 70%Aiii Y o BB

(2B %5 4 1H]

O TROBEIZBOTAROEDIENBIES N TV D,
o MEHAMEERZAT2PUEMEES (TXF=7, A=F=7 VT7
=7 RN TEE) e E T FRIERE 2 AT DIRIGUIBRANBE U T ER R D

e e

@ TR T D BE T 2 ARFIOE 5K OME 7 IEIC DV Tid, REIOFZHPER
MESLSNTRLT, AFDOKRGHIR LR LR,
o ALFRIERIGEDOBE RO A NI A VB OB OIREREE AT 5 B,

o IRERAEMETIRE,

o MOFUEMEEGA (VA A CFEETe) L OB,

(D Karnofsky Performance Status (PS)
Score TEF%
100 EH, RBIZRT 5 BE OFFR 28720, BREERZ: L,
IEH OIEEITA FIRE, FRBIZR BN LI /20, 90 BVERRIEIRIE S 24, EHEE A fE
80 D 0 EERIER Y B 208, 01 L CIER OIEB) ATHE
AN = < 3 A 7)Y . o -
G5 LR, QECARTE T, | 0 | T HAOREECE S5, RO - TS =
ﬁfggg;ﬁg?gg?;gé%®f%é° 80 | BB LETE BN, LE CEADALE
i 50 PR EBIE LB L OEMN R ERITA DN
40 ;ST WO EES L OFEESLE
FomEY DI LEBHSTTERND, MiZd s 30 LT, ABRBKLEENEILE LEE > T
Bt DEH L RIEOFH#E L LEL T 5, KiE 20 FEFICHAE, ABEDS I TR 07 1R M
NRGEICHEIT L TV A ATREMEN S 5, 10 FEHIANE > TV D
0 74

10




6. MEICBEL THEE T REFIH
O IRASCEF TN Z, BOERGEES D IRAET 2 ERFE I -D & ARHF O FeE K& OV Eff

DT DIZ LB R EREZ B L ThBEERT 52 &,

@ REBIMAICYENL D, BE T F OFIEICANEL OERMEE ot L, REE2 5

TbEGTHZ L,

@ EREWEHO~RT AL MMZONT

o [HEMMEERENRSLDLNDZ ENHDLDOT, KOG IZHT- > TIL, HKE
R (PRI IRIEE, gk, FBENEE) ORERE N OWE X S ds o i, #ligtz 1+
WZATH &, Fo, BEZSUTHER CT, Mg~ —7 —Z0OREL LT 5
N

o AAIOEEHIIEE D infusion reaction (2 2 CTEEARHZ 7% iiD T 5 #E
fiZAT o7 LTGS2 2 &, £72. 2 [A1H LAE O AHIF 5-KF1Z infusion reaction
NHLONDZ L HHDDT, KA R OARFEGE THITAA YA
vEWET %, BEOREEHSICBIET 52 L, 7238, infusion reaction %
FHL L S AL, BT ORI LR OERD ERIZEIE 5 £ THRA & +r#ls
T5Z &,

o HURBREEREFEENH Db d Z LR H D DT, AFIO £ 5-BALART M OFe 511
HITEMIRIC FUR IR RE R A (TSH. 050 T3, 58 T4 O HIE) #Ehud 5
Z&,

o AFNOBEIZLY | BEORERISTRREK T D EF X iDL IR ERBRSORRE
NHLDONDZ ENbD, BRENEOOLNHEITIE, BELE-ERIIS U
LY 72 5k & AR BR 2 Re D[RRl & i U Cli bl A B RIRe W 21T\ B o %k
FONZ & 2 BWER BN D56 121, RFIORIE ST I, ORI EE A
WEVEIOBRGEEBETHZ L, B, BIBREFRLVEOEGIZXEEHE
M OBEENTRD AR WA ITIT, B BB AR /VE & LIS o S fiil 4 o8 n
HBET D,

o HBEHRTHR, BB OH AR L COLEWERRRELT 220355729,
AFNOBEHE TR HRIERORBBUZH3ITHET 5,

o IAUBESRIE (BIE 1 BUHEIRIE Z S Te) Nd Hbiv, BERFEMNES TV R—v X
IZELHZENRHLHOT, Alg, b, REMHEORER OB M ED FFI12+
PDERET DL, VAR LN G E TS E2FIEL, 4R
RO 5 ORMEI R EZITH Z &,

@ ARHNOFERRBRIZBN T, FEBME S 1HERMIT 8 B = & 1A DT 21T -

TWeZ L zBB T, ARG TITEBREGRAE TRIROMER LTS 2 &,
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B AEET A RI A4 v
=FhN~<7 (BlaTH#Z)
(R4 : &7V —REEEE 20 Mg, F 7Y —R EfF#E 100 mg)
~ERBERSF Y SE~

A2 94E4 A (BRR2 949 A)
A



B &

1. (TL®IT

2. KFNOKE, 1FHET

3. FERARRHE

4, FERITDOUWNT

5. HXIG LI HBHE

6. HHICHEL CHEET & HIHA

P2
P3
P4
P7
P9
P10



1. IXT®IT

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

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

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

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

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




2. AANDOFE. 1EREF

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

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

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

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

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



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

[H2hhE]

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

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

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

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

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

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

1% 0

RIS mj‘f é,‘;g/‘;)

£ 17

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

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

2 i 1(5.9) 1(5.9) 0

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

R 1(5.9) 0 0
o Wik

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

-2 1(5.9) 0 0

{5 1(5.9) 0 0

T 1(5.9) 0 0

[ZES 1(5.9) 0 0



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

Bi%x (%)

BRI —

A fﬁjﬁ

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

TN 1(5.9) 0 0
— i - RHEER L OGO OIREE

7 2(11.8) 0 0

TSR SO 1(5.9) 0 0

(s 2(11.8) 0 0

FE BN 7(41.2) 0 0

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

W% 1(5.9) 0 0

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

EATHE D SOG 1(5.9) 0 0
HA7 R

eI A 2 1(5.9) 0 0

LM% ol 72 1(5.9) 0 0

ARG 1(5.9) 0 0

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

KA Y v AIfiE 1(5.9) 0 0

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

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

BAER 1(5.9) 0 0

A 1(5.9) 0 0

PR 2(11.8) 0 0
PR R IEE

FEED E W 1(5.9) 0 0

GIE 1(5.9) 0 0

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

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

FREDORIE 1(5.9) 0 0
FERg ¥ K OV TRk

it B 1(5.9) 0 0

B FENE 1(5.9) 0 0

SYBRRBE % 1(5.9) 0 0

& O PEIE 5 (29.4) 0 0

B 4(23.5) 0 0

HEDOT

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

ETS

RITBO ORI T,

- B, EEOREEE, FIRMARZERLE, FTEAEEEREE. BERLOSLE S5



@ WAL M AHRER (CA209205 #bR)

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

FEHRD 5% EOFIfEA (Al Treated Subjects)
Bk (%)

FRE IR

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

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

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

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

iy 14 (5.8) 2(0.8) 0

T 34 (14.0) 2(0.8) 0

G 24 (9.9) 0 0

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

95 57 50 (20.6) 2(0.8) 0

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

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

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

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

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

B 19 (7.8) 0 0
PR R IR

SEIR 14 (5.8) 0 0
KGR KO Pk

& D FEIE 21(8.6) 0 0

b 28 (11.5) 2(0.8) 0

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



4. HERRIZDOWT

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

O MEFRITHOWT

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

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

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

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

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

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

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

#

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

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

@ BADERMLFREHOEHIZONT

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




® BHER~DORRZOWT
Q-1 fEFk AHlic B3 5 2

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

@-2 BERUEFHEIC L 2FEFEELAMSICETLEH

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

@-3 BER DZBrxIRIZE LT

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

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

|

X

ARAE . KN

=t

)
RN

5 =
X

>



5. Bt L nBE

(&R 4 2 9]

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

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

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

o MEMMZEEOAIUIEDH 5 EBH

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

o HOMBEEBOEDE UTEBMERF L <IXHRMEO B e EBOBERED
oD HBE

o IMIIBAEIE (GEMmEAIBAEIEZ &) Ob DL EBE

»  ECOG Performance Status 3-4 " o #3

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

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

(D) ECcOG o Performance Status (PS)

Score TE#

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

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

[y

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

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

AN

LB RV, BOOHEDEY OZ L TERY, B2y RfFFTilmI4,
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6. EIEL THETREHEH

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

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

@ ERRBEHO~RT AL MIDONT

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

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

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

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

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

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

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