EFEAHEET A R4 v
=R~ T (Bior#x)

(BR7E4 : A7V — AR RFEFHE 20 mg, 7V —RRHFEHE 100 mg, A7 P—
RRMEERE 120 mg, A7V — R K EHE 240 mg)

~ FE/ N AR R ~

Y2 92 H (4% 54 3 AKET)
AT BE
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1. IILBIC

RIS OF M « ZRMEOREROTZ DI, U SCEFICE S W2 E RS
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5T B E R
FPEZRLDARIND T T, 2 b OERGNZ EIZHNERBFITRMLT 5 2 L BED
FRRE L 2o TRV RFEMBGEE & O AT EF 2016 O 28 4= 6 A 2 H MR E)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE R ESR T, KEERASCL 2T 0 7 7 A VISBEE D ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEICET 2 IERSH0ERET 5 £ TORM,
MHEIMOBEZML ZIT 5 2 EnHIfF SN BT LTHERT 5 & &b, BIfE
RSB L 7B B 2tz & D 2 & AN AHE e — 1 O B i 7= 3 R S BE i A
THZEREHEETHD,

L7eo> T, AAA T4 Tl BRBEELZNE TILELN TV D EFIFR -
BHE RN S-S & | LT ORI O il 72 5 2 HEE T 2 8L b B e gk &%
HROEEFEHEZ =T,

I, ARTA BT A A%, MSIATBOE N EIE N RS SR, ASAFEABAR
BRI 7o, —AFEENE N A ARRIRNBHE S FrEdR s FTEENE A B ARE 72 &k O
—MRFEETEN B AR ZR 2 DO/ 0 b EERL LTz,

KG L I BEIRS - A TR T 20 mg, A7 Y — R AT 100mg, 4
— RS 120 mg, A7 Y — RS 240 mg (—i%4 - =
P~ 7 (Bl FH#z))

KRG LR DEIHR « CIBRARE /R HETT - FRRE DI/ INHI R e
FE N (35 1T DI AT Bh L

RNEERDMEROHE « <UIBRATBEZMELT - FRI8 O I/ N s >
W A=AV~ GBIE i Z) & LT, 1[8240mg
Z 2 JEMIRINE S 1 0] 480 mg % 4 3 [ R C AT 5,
ftOFEEMIEEA & O3 25613, 8%, RAIZIZ=FRLr~>7
(Bl z) & LT, 110 240mg % 2 @B XX 1[5 360
mg % 3 MFEFERE CARMEERET 5,
< FE/ NIRRT IEE (2 33 T B AT AT AR Bl >
thOBUEMEESA & OOFHICRBW T, @BEF., RAIZIZ=RL~T
(Bl z) & LT, 118360 mg & 3 [ MEE C s
T 5, T2l &EEFEIF3IEIETET S,

B I OE ¥ DB TS




2. FHNORK. VERBF

A7 — R R ERHE 20 mg,  [FATEERE 100 mg, FATEEE 120 mg K ORI ERE
240 mg (—f%4 - =R~ T GEE ), LT, TARA) Lvd,) i, NEREES
TEMASLEAZ Ly 7 24 BTV AR =AY —X A7 A7 (BMS) f) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F /LHfk
Th b,

PD-1 (%, iEMHAL L72 Y o o%Ek (TR, BMREK O F 2 7 0% 7 —T M) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUSHIE T2 2
T ICERT2ZAARTH D, PD-1 ITHURIRRAIIRIZIE BT % PD-1 U 7 K (PD-LI
K OVPD-L2) EfEE L. U U RERICHdIE S 7T v 2 ingE L C U U NEROIEMEALIRRE &
BIZFRET L CTWb, PD-1 U W RIFHURE SN B b O & 22 Gk 58 B
LTk, BMERAMEEE) LR LB T D PD-L1 OFBLLIEOEF
HH & OMICADOHEBEBR & 5 Z & HE I TWwb (Cancer 2010; 116: 1757-66) ,
F o BB AR TR T MRS EAET 24 ¥ — 7 2 a5~ (IFN-y)
12X > T PD-L1 OFEIANFES N, 88 LSRRI IIT 5 PD-L1 ORI E ik o
ALEWIR & ORI EDOFBIRR N & 5 & OHE S & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 Z @5 S E -8 AMiaiE, PUsRFER CDS Btk T Mifa ol fafs
T AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHilE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 2
AR FURRF A7 T MM O OB A BT 5HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R 5 PD-1 O iEE (PD-1 U 7 FfEAHEIE) ITREE L.
PD-1 & PD-1 U A REDREGEIETSZ LIk, BAPURERRMNZ T OIS
PEAL K O AUABIENE k9~ 2 MBS TG M 2 58 5~ 5 2 & TRk e Puidgsh iR &4 o~ 9
ZENER I TN D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC R0 55 b0 L HIfF S,
e/ B Ao & LT BRI A FEhE L. A bk, Zat kOB R
iz,

AN VE T I < HBEE D RPERRIT X 2 ANERS2 6 & b, B XU
D RN B o AFIOE PR OB SR, BHOBRL AT, BEIR
D BTG AITIE, BB L HGUTIE U B e ik & B8 & Fe o R Aifi & i L Cil
EIREERIRI 24T\, BEE D RIERIGIC & 2 BIER A DI 5 A11E, BRI E R
T LA O EEDOHE YR AE EAT O MENH D,



3. BB

1) YIBRAREZRELT « R OIE/ Nt (R BRI R OFERE LR E) . KON 2)
FE/INHIRE e (2 3 0T 2 A R Bh R E O KGRI Z Rl 21T - 72 £ 72 AR RER O i & R
-3—0

[ 5h]

1) YIBRAREZR LT - BRI DI/ VRt OFF B Rk K OFE R EECRE)
R S b e )

O EWNE DB (ONO-4538-05 #l#R)

77 F R GO RIERE 2 AT 2 U2 B B/ IV XX 3 O R
JE B (ECOG Performance Status 0 2 TN 1) 35 il 2 %4212, AH| 3 mg/kg % 2 H[H IR
TrRUmEE L7c, FEFHMIEE TH 5282053 (RECIST A 74 & 1.1 RIZHESL F
JHEIZ &L D CR UL PR) 13 25.7% (95%(EHEHXH : 14.2~42.1%) Tholz, ok, HF
AR E L7ZBMEIX 9.0% Th o 72,

© VEHMEIFARER (CA209017 #X8R) (N EnglJ Med 2015; 373: 123-35)

7T FFWR e G AL FERERE 2 AT D UIRARE/R B H1/ IV SO HR O R B
JEF (ECOG Performance Status 0 2N 1) 272 il x5z, KX XL Z2xtE L
TAHA| 3mg/kg %z 2 G T AR EE L7z ORAIRE 135 61, &% X'/ 137 1),
HEIREAT ORGSR, FEFHMBIEE Toh 5 24 (BLF, T0S) &Wvw9H,) (FRfiE [95%
BRI 1%, AABET9.23 [7.33~13.27] A, KX FEAHET6.01 [5.13~7.33]
AHTHY  FANZ FEZ XM LFEIFRICAERIERE 2~ LT (AYF— Ri
0.59 [96.85%{E#EH X[ : 0.43~0.81], p=0.0002 (Ffif]) [J&%! log-rank #7E ., A EAKNE (i
) 0.0315]),



1.0 —\a-\_

0.9 ™,
*

0.8

0.7
AF|EE
0.6
0.5
0.4

0.3 Fta%t/LE -_"--_h,

0.2 o

Probability of Survival

_______________

0.7 1

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

AFIF

135 113 86 69 52 31 15 7 0
e B g% 3

137 103 68 45 30 14 7 2 0

X1 OS OHEENTIED Kaplan-Meier B (CA209017 REX) (EERLIhi-4£EM)

(FERAF bR
O EAF IR (ONO-4538-06 5ilHk)
7T FFWR e G AU TFIRIERE 2 AT D UIRARER OB #1/ IV U HR OIER - L
Feg 85 (ECOG Performance Status 0 J2 TN 1) 76 il & xf 512, AA| 3 mg/kg % 2 M
bR TR EHE Lo, FERHMIEE TH H R4 (RECIST A K74 > 1.1 fRICHES<
YL EIZ KD CR XX PR) 13 19.7% (95% (S5 4EK ] : 12.3~30.0%) TH o7z, 728,
FANZERE LTZEEIL 9.0% ThHh -7,

© WA S IFERER (CA209057 #%%) (N Engl J Med 2015; 373: 1627-39)

77 FF R e G AL FIERERE 2 AT D UIRARE/R B H1/ VSO R OIER - L
Ra 3 (ECOG Performance Status 0 OV 1) 582 fil & xt5:12, KX ¥/ 2%tRE
LT, AH| 3 mg/kg % 2 BRI CRERE L7 (RAIRE292 4], R X &/1LE 290
Bl), RN ORE R, EEFHMEEE Th D 0S (FIfl [95%IFHEX M) 1%, AAIEET
12.19 [9.66~14.98] =7 A, FE&&X&/LEETI.36 [8.05~10.68] WHTHV ., KAIX K
T X X B ICH LR ROICHBERIER 2R Lz (0N — R 0.73 [95.92% (5 HE X [H
0.59~0.89], p=0.0015 ([ifHl) [JE%H log-rank M. A EAKNUE (FH) 0.0408]),



1.0 4

0.9 1

0.8 -

0:7 1

| A HI B

0.5

0.4 -

Probability of Survival

0.3 -

0.2

O - -
B> 0eo-0

0.1

0.0 1

e e Rl . DR i P ) b R SR E . T
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
AR
292 232 194 169 146 123 62 32 9 0

Fes2%t/L3#
290 244 194 150 111 88 34 10 5 0

X2 OSOHEFEHTRF D Kaplan-Meierifg (CA20905738%) (HE/ER(L S Li=4EM)



(PD-L1F&BUR IS O A 0 B OV 4 E)

HEAN S AEFABER  (CA209017350 K ("CA2090575858%) ICHLAAN BNTZERED H b,
FES AR 35U CPD-L1 2 58 8L L 7=l 5o 2814 (LLUF, [PD-LIZEBLIEE] &
D) BT BIERNE SN D EE DT — X IZH-SE | PD-LIZBLRRNHRREIC
fRAT 2 AT > T2 IR L2 OFRERIZILL TO LB Th-o T,

AMECEI L Tid, R LTI, PD-LIORERRIC LS, N &Ll
1 U CARKIRE COSDMER T A EM N FE O Haviz,

FER - ER3E Cld, PD-L1IZEBLR DN %KM OHE 2 K22 X' R S IRIERR O R
ThoT= (TIX),

B, Y ERE. R RS I, PD-LIOFRBRRIZ L 5T, KFloreMr
77 A WVEEEETH - T,

|4
rf
Probability o

Probability of Survival
°
n

i

i
02 I L :
|
i
0.1 Tl 0.1
9.0 T T T T T T T T L) T T T T T T T T
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27

Overall Survival (Months) Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mg/kg
0 123 98 86 77 73 65 27 13 5 0
Docetaxel
123 102 80 61 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 and 95% CI : 9.00 (7.10, 10.55)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% ClI : 0.59 (0.43, 0.82)

Number of Subjects at Risk
Nivolumab 3 mgrkg
108 82 70 60 48 39 26 17 a4
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% ClI : 0.90 (0.66. 1.24)

X3 CA209057 3RBRD PD-L1 REELRF|TD OS D F RN D Kaplan-Meier R
(£K : PD-L1<1%DBEELF. AKX : PD-L1=1%DBEEMH)

@ EFELFEZE IR (ONO-4538-52 #ER)

{LZBIFRIERIGR D EGFR s 1A RIEVE, ALK Bl A B s 1 FVE &L O ROSI A8 51
ZMEDOYIBRARE AL HEST « FEF8 O FERF LR FE /IR ARE 2 550 51 (A AR N 371 4
Zate,) BRI, TITEREANRNY AT (EaFlH#z) CLIT, [y <7
EWVH ) KOS T F BN E ST FRIEOO AR G 2R E LT, REIL N0 X
~ 7 kO T F R & Gefe e L oS- (BUF, INIVO/BV/Chemo] &9 )
DA INE R N2t &2 E L7z (NIVO/BV/Chemo™ B 275 i, st FREE 275 1)), A1
Hrof&R, FEFHMIEE Ch 2 MHEEAFHIH (LT, TPFS) &9 ,) (FRfiE [95%
fEHEXRI]) 1%, NIVO/BV/Chemo #£ T 12.12 [9.76~14.00] 77 H ., XfHE#EET 8.11 [6.97~
8.54] B HTHY ., NIVO/BV/Chemo X7 TR LENNRY X< T RN T FF 8K %25



AL FFEO O AR 510k LR PICA BERIER 2R LTz (O — R 0.56 [96.37%
fEHE X[ 1 0.43~0.71], p<0.0001 (FI) [J& 5! log-rank #& &, A EAKYE (M) 0.0363]),
*1 2 AFKI 360 mg B OMbFpE: A 3 MBI CAMRE L, (LBRiEE, AR T 550 <2
ARV NVFONRN AT % 3HEBZ 1A I7VELTRR6 VA I7LVERKL, 6 171D
LZEREE TR IEAF B O8Ny X 7 O GAC & 5 HEREE b EMATRE & LT=,

100

80

60 - NIVO/BV/Chemoit:

Progression Free Survival

T T T

T T T T
0 4 8 12 16 20 24 28 32
Time from Randomization (Months)

Number at risk
NIVO/BV/Chemo#f 275 231 163 88 48 16 6 0 0
*THREE 275 225 127 53 27 5 2 0 0

Xl 4 PFS O HEENTE D Kaplan-Meier i (ONO-4538-52 3X5)
(EVEAIL S 7-4F. NIVO/BV/Chemo B & %HHREE & D)

(PD-L 138 ELIR IR DA M o ON22 4 1)
[EIBE I [E S MAH SR (ONO-4538-527k5%) ICHAANLNT-BEDT — X | THS X,
PD-L1SBLERBINZ BRI IR 24T > T A ME R N 2O RIILL T LB Y TH

S7,

HIMEIZE L TiX, #lotBY ThoT=,
723, PD-LIORHRIZL 5T, AFOLZE2MET a7 7 A4 VR TH -T2,

7% 1 PD-L1 ZHEF D OS :BIBATFRFOFZME (ONO-4538-52 3R)

0S
PD-L1 % BeGRE Bl HfefiE [95%CIH] NP — R
(B A) [95%CI]
. NIVO/BV/Chemo 115 31.01 [23.13, —]
1% ’ 0.76 [0.52,1.10
VoAl BV/Chemo 115 22.60 [18.63,29.44] 0.52,1.10]
NIVO/BV/Chemo 155 30.78 [25.99, —]
1%L | ’ 0.69 [0.50, 0.95
oEL BV/Chemo 155 24.67 [19.09, 29.34] : ]

— HEEARRE, ¢ FEREA LR L LT Cox Bl Y — REIRET L



R - b B B O R - B B2 ge)

O [EIFEH AR (ONO-4538-77/CA2099LAFKER)

(B FRIERIGIE D EGFREB AR 122 Bzt i QALK& & An TR O VIR AN GE 7 1T -
RO NMEiTERE 716 (BARNBESOBIZETe,) ZRt%RIC, 77 F 8K E2E
TLFREOI ARG ZRE LT, Al A ) L~7 (Binrf#az) (BIF, T4
U AT Eno,) KOTTF T8I Z25 b FREE O (LT,

INIVO/IPI/Chemo] &V»9,) BEDOH MR LM% #E L7= (NIVO/IPI/Chemo™
36141, xFRR2HE3SSHI) . HIRIMEAT OFE R, EHEFHMIEE TH 50S (FRAE [95%(EFE X
1) 1%, NIVO/IPI/Chemo#¥ T14.13 [13.24~16.16] 77 H . %IHREET10.74 [9.46~12.45]
I H T& Y NIVO/IPY/Chemold 7 7 FFH A % & Te{b P iE OO i 5125k LitEt+
MICABRIER 27 Lz (ONY— RE0.69 [96.71%[5#E X [ : 0.55~0.87], p=0.0006 (i
) [JEhlog-rank &, A E/KHE (Wifil) 0.0329]),

2B, RBMLMATRER CTH DA, HHEAL I ONIVO/IPI/Chemoft: & kFFREEDOSD /N
P— Kb [95%E X 1%, R EROE T0.65 [0.46~0.93], FER T LR T0.72 [0.55
~0.93] ThH-o7=,

*] : AH 360 mg % 3 EEIRIFR. 1 £V A~ Imgke & 6 R R OMLHE % 3 8RR < A
Bk U7z, ALZRR0RE, LA (RSE B UTIERE ERE) (IC S\ bpes (R R
Jit AINVKRT T FURONRZ Y ZXw, ERFELENE : IVRTTF XTI AT TZF R
NARNLFER) &, 3BEE LA 2L LT 2 A 2 AER LT, 2 34 2 AT, AH
FEOA BV b~ 7 % ST LT,

#2 KRR R LR UIFERE L) (23 % . NIVO/IPI/Chemo B & [F UAbEiE & . 3 B
RIFAINELTAYA I NERL, FRFERFICONTIE, 4 1 7 VO FBRIEE %
TR P LRl RIC K D HERRRE b M TRE & LT,
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o

NIVO/IPI/ChemoEE

o
~

0.6

0.5 _
0.4 xR s s

“moEE

Overall Survival Probability

0.3

0.2

0.1

0.0

0 3 6 9 12 15 18 21 24
Number at risk Time from Randomization (Months)
NIVO/IPU/Chemo#¥ 361 325 292 230 129 46 16 1 0
SRR 358 318 259 183 94 39 12 0 0
X5 OSDHEfEHTHRE D Kaplan-Meierdi#R (ONO-4538-77/CA2099LAER)

(EfERLSh-8H)

@ [EBRHE S M FEERER (ONO-4538-27/CA209227 #&5#%) (N EnglJ Med 2019; 381:2020-31)

(Part 1a)

(bR EARTEIE T PD-L1 FEBLEN 1%L E72v> EGFR &5+ BaME R N ALK e
BAE T REMEOYIBRAGE/RHETT - s OIE/ Nt £ 793 B (HARNESE 89 iz &
te,) ZXRIT, 7T T A Z G FRIEOHE G ARRE LT, KAl A Y
L=T7 OB (LR, INIVO/IPL) W9 ,) OFMER e 2R LT
(NIVO/IPI™! B 396 5], xtH2 #E 397 f51)) . AGtBroo FZFHIEE TH 25 0S (Rl
[95% (5 #EIX 1) (%, NIVO/IPI BET 17.08 [14.95~20.07] H H . xtIREET 14.88 [12.71
~16.72] 7 H T& Y, NIVO/IPI |7 7 FFHH % & e b ATk LR PRI &
IR & LTz (AN — REE0.79 [97.72%(5 #H X : 0.65~0.96], p=0.0066 (i&iff]) [J=
Bl log-rank #7E. A E/K%E (W) 0.0228]),

*1 . A% 3 mgkg % 2 BERE., 1 U A~7 1 mgkg % 6 M CARMEE L,

¥ MR (R RO IR ) (TSI bRE (R RS« IR T 5 F o U
VATTFURONT AR, ERELEE  IVRTTF IV AT TF RO A R
FER) &2, 3BME 1 YVA 7L TAI A7 VERL, ERFELFEBCONTIE, 451472
IVOALEFEFREBIT A N LF T RIC K DMEFpRE L B TRE L LTz,

10
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0.9
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0.6

NIVO/IPIEE

0.5

0.4 /L o5
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o HREE Wi g

St 4= i

0.2
0.1
0.0

Overall Survival Probability

T T T T 7T T T T T T TT LEETS T T T T 7T T 7T 7717 T T
05 6 =9 )05 S AR ] 2 g S50, 3336 -39, 40 45
Number at risk Time from Randomization (Months)

NIVOAPIEE 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0
S HRE 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 0

X 6 OS DERFMFENTHRFD Kaplan-Meier BifR (ONO-4538-27/CA209227 3RBX Part 1a)
(EfER{L I T-4£EH)

(Part 1b)

(L IEARIRE C PD-L1 FEBLEN 1%A 2 D> EGFR &5 1A REM L N ALK @a
BAE T REMEOUIBRAGE /LT - s OIE/ Ntz 550 51 (HARNESE 79 iz &
te,) ZXRIZ, 7T TFF A ZEZTCFERIEOIAE G 2R E LT, KHlETT7F
FHH ST EE & OPFRBES (BLF, INIVO/Chemo| &9 ,) &K OYNIVO/IPT @
BN N OV 4 & fst L 7= (NIVO/Chemo™ B 177 i, NIVO/IPI £ 187 #4i], *FR#EE 186
#il) . ARBRORIKFATE B O—>Th Y BRI E D x5 T 5 NIVO/Chemo &
KREFED PFS (R ILfE [95% (5 HHX fHT]) 1%, NIVO/Chemo #£ T 5.55 [4.63~6.90] %7 A |
XITHREET 4.70 [4.21~5.59] B A TH Y, NIVO/Chemo 1177 FF8A| 2 & T ek 1k
X UREH IS A BRIER 2R L (O — REE0.73 (D [97.72%f5#E X FH : 0.56
~0.95]. p=0.0070 [J&%H log-rank ¥7E. A=K (M) 0.0228]),

7B, REEWRMHTRE R Th 208, ARSI DONIVO/Chemoftt & xf HAEEDPFS D/~
— REb [95%fE3EX M) 1%, R LR T0.94 [0.56~1.56]. FERF R T0.66 [0.49
~0.90] TH-o7=,

*1 LSRR & OBFRITC, AHI 360 mg & 3 TRV C AU EE L7z, (i Bd, M (RS B
B TR T L RO) S ST RE (R LR . IR T FF LV NEV AT FF RO
TFAvEEY ERFELEE  AVATTFUXNETV AT TF U RONA M XER) &, A
FEICXI D 3EMAE I A 7L E LTAF A 7 AER L, ERFELEEIZONTIE, 431271
DAL FIEERBICAR L O R b Lt RIS X 2 MRk b iR & L7z,

11



1
0 \
2091 3
£ 08
=)
o
£ 07
ERY:
Z
% 05 NIVO/Chemo##
Q
204
=
go03
802 .
g A O,
£ 01 S FRHE pae G e
000 4
T T T I T T T T T T T T T T
0 3 6 9 122 15 18 21 24 27 300 33 36 .39
Nuinber at risk Time from Randomization (Months)
NIVO/Chemo®$ 177 135 73 48 37 29 19 15 10 10 7 4 1 0
popiichisa 186 121 57 22 18 13 8 6 ) 3 0 0 0 0

7 PFS ORAEMRHTIRFD Kaplan-Meier Bt (ONO-4538-27/CA209227 3Bk Part 1b)
(EEBIL SN 7-2£H, NIVO/Chemo & & X FREE & D HER)

F7o. HEFERRERR ST SN o7 b OO, PD-L1 RN 1% 0 BE
(23T NIVO/IPL BE &t HREED OS (A [95%(E 48X [# 1) 1%, NIVO/IPI BE T 17.15
[12.85~22.05] 7 H . xHBEET 12.19 [9.17~14.32] 7 A TH Y . NIVO/IP1 IX7Z FF
BIHN 2 G T efb PRI LIER A 2R Lz (O — R 0.62 [95%(5HEX ] : 0.48~
0.78]. BRERMIZ2MRATHRER) .

12



2) FE/NHRE A 2 30T DA RTABIR L
O EBEILFESEIAERE (ONO-4538-55/CA209816 #BR) (N Engl J Med 2022; 386: 1973-

85)

BRI 1B (IR 4 cm DA E) . T SUXIMA O IE/NMAaTE ORI EE " 358 4
(HARNEE 68l ETe,) ZXRIZ, 77 F 8K 2 &b HIRIEO U5 %2 %R
& LC, AH & 77 F =&tk & oG (LLF, INIVO/Chemo] &\

9o) DHEIWEROE M % Mt L7z (NIVO/Chemo™ BE 179 51, RS EE 179 B1), HH

ﬁﬁ{:*ﬁ@n‘%ﬁﬁ\ FEFHHEH O— D> Th DA X NEFHIM (LI, TEFS] &V 9,)

(P9l [95%fEHHIXH]) 1. NIVO/Chemo #£C 31.57 [30.16~#EERAE] U H . I
REC 20.80 [14.03~26.711 /7 H TH Y, NIVO/Chemo 1% 7 7 FFHUH| % & Lol Sk D
OB LEHRCHE B ER 2 Lz (O — R 0.63 (i) [97.38%(5 44
XM : 0.43~0.91], p=0.0052 [J&%H! log-rank FiE. A E/KUE (EHE) 0.0262]),

*1: i AR I H11E American Joint Committee on Cancer (AJCC) /Union for International Cancer Control (UICC)
IR (B 7)) 125,

EGFR B E RGBT ALK A BEFHMETH D Z L AR SN TV D BREF TSI L L,

2 AbFRE E OPFH T, A 360 mg & 3 IR THROK 3 YA 7 VR EHE LTz, ALFREIT
AR (R BRI XOTIER Y EEE) 1SSV B RE (R EEE v AT 7 F ROV
Lyvaey MIHINKRTTF U ROR7 ) H2xwn, ERTELERE: VAT T7F RO A b
LRt N, XEHINVRTZF RO Y 2 XR)0) &, SAfEiEc L0 3 EMMECRR3 T
ATNVERE LTz, VAT T F KT DREMER W EfE S S A, IVRT T F UL
EHugRL Lz,

#3 0 AARRT ORSF RO XUIIER A ERZHE) IS EED W bk (R ERE VAT T F U ROV
KVBEY, YRATFFURPE ) LB Y, VAT SFURRFEE BN, NFHART S
FURORZ Y 2XEN, ERELEE: VAT TF U RORA M LFE R VAT TF R
LAy, VAT TFUROR R SR, UIHVR T TF ROV ) Zx kL) &8
TFREIC LY 3BEBMRTRR3I A 7 NVER L, VAT T F AR 5 BB 220 &
SNTEEIIE, IVRT T T ACERAREE Lz,
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NIVO/Chemo#¥f

o

Event Free Survival Probability
2 &
é;n
&

01

0 3 69 17 '15 1R 910407 30 33 56 390 49
Nl Time from Randomization(Months)

NIVO/Chemo#f 179 151 136 124 118 107 102 87 74 41 34 13 6 3 0
Fopichied 179144 12610994 “83. 45 61 52 226 24 <13 1) 40

X 8 EFS O Ef#HTE D Kaplan-Meier Hi## (ONO-4538-55/CA209816 RBR)
(EVEAIL SN T7-8EH. NIVO/Chemo B L X HREE & D )
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[Z4rt]

1) BIBRAREZR AT - BRI DI/ N OF - LB & OFE R L BoE)

(R R )
OEWE I AHRER (ONO-4538-05745R)

HEFELIL 33/35 #i (94.3%) TR B,

KA L DRREIRNEE TS RWAFF

G213 24735 il (68.6%) (2B H ALz, BN 5% EORIERIZI TERO LBV Tho

72
R2 FHEBENF5S%ILOBIER (ONO-4538-053ER)

PRERIRSHE BiE (%)

BN 35 4

(MedDRA/J ver.17.1) 4 Grade Grade 3-4 Grade 5
ERIEM 24 (686) 2 (57 0
MR LY R REE

2 ifn. 2 ( 57 0 0
N 3 i b

B Lo P IR AR 2% 2 ( 57) 0 0
B P

T 2 (57 O0 0
L 3 ( 86) 0 0
—fik - REEEL L OGO RRE

R 5 (143) 0 0
AAY M 2 (57 0 0
FEER 5 (14.3) 0 0
S R

W AEUE 2 ( 57 0 0
7R

TANRTGXUBT I ) b T AT 27— BN 2 ( 57 0 0
M7 V7 F ok AR F - —F 2 (57 0 0

U o ERER D 3 ( 86) 2 (57) 0
R L Ok hEE

K77 2 v E 2 (57 0 0
BAHOR 5 (14.3) 0 0
AR X O ARk R

B EiivR 2 (57 0 0
PR SRR TR

RIS = 2 — /T — 2 (57 0 0
MR AR, B ESs K OMERR

il £ i 2 ( 57 0 0
KB H KO TRk E

SIERR R E 2% 2 (57 0 0
HTBE 2 ( 57 0 0
B 5 (143) 0 0
RINIRZ N2 2 ( 57 0 0

ek, VBN E 2 ] (5.7%) . K

T v NL—IEERESE) 341 (8.6%) . THER

- EHEO TR 26 (5.7%) | fERREE (F

EFEE 2 61 (5.7%) . HURBMERERETE 3

(8.6%) . FIIFEHRAERETE 141 (2.9%) | BHERERETE (JRANE IRIMER %) 161 (2.9%)
K N infusionreaction 2 5] (5.7%) 23388 b7z, £7-. BEEOREEE (FEREIRGE

15



e, ZIGALHE, BUCMAS) | TIROGRIERER . 1 TBRRA, Rk, BB,
Wik - BAISEZE . 2 & 5 I OULR AT BV T, AR BRI B
% (ERREMREZAD) &EDRIHRETT,

QA IMAHRER (CA209017385%) (N Engl J Med 2015; 373: 123-35)

BEFGIIAFIRE 127/131 6] (96.9%). R& & Fw/LEE 125/129 il (96.9%) (2788 &
AU, A E ORREBERDGE TERWAEFFRIL T76/131 il (58.0%) (58D bivlz, J
BN 5% LEORIERIZT TEDO LB THoTz,

F3 FEEARP5%LULEOBMER (CA209017 3ABR)
H% (%)

ZRE R AT
=h.
(%:SI;EI;A/J ver.17.1) 131 1
o 4 Grade Grade 3-4 Grade 5
2FIER 76 (58.0) 9 ( 6.9) 0
ELl
T 10 ( 7.6) 0 0
L 12 ( 92 0 0
—% - &FEER L O S 0KRE
&7 HE 13 ( 9.9) 0 0
I 57 21 (16.0) 1 ( 0.8) 0
R L O REE
BAHE 14 (10.7) 1 ( 0.8) 0
BB R L O A RS
B iR 7 ( 53) 0 0

7, HVEMEMRE 6 B (4.6%) . KRG - HEED THI 11 61 (8.4%) . fhkFEE (%
T v NU—IEGERES) 1361 (9.9%) | IFHERERETE 4 61 (3.1%) . HUIRMRHERERE T 5
(3.8%) . BEHEREREE (RMEMEMEEXE) 46 (3.1%) . EIEMMEIIE 141 (0.8%)
J O infusion reaction 1 5] (0.8%) 73i Hivlz, F£io, HEOKZEREE (FEARIRE
fERE, ZTEALEE, FRHIES) | TEAHERETE. RIS, 1 BUERp ., PEX.
e - BEEA . 5 E D IER L OB RITFRD D ie o 7=, AREIVEFA S BRI B

% (RREMRT 25T) 2EEHEREZRT,

(FER T R g)
OEMNE TR (ONO-4538-0676k)

HEERIX 75/76 i (98.7%) 2B B, AF| L ODRREARNEE TE W ER
513 64/76 5] (84.2%) 1T3RWO BV, FHIEN 5%LL LORWEMIZTRDO LB ThHho
776

16



#£4 BEHBNR5S%LLEOFEIWER (ONO-4538-06538%)

BRI HH BiE (%)

HEARGE 76 15

(MedDRA/J ver.17.0) 4= Grade Grade 3-4 Grade 5
ZRIEH 64 (842) 16 (211 O
N G i i

AR A RE AR T 7 (92 0 0
B IEREE

15 5 ( 66) 0 0
T 4 (53 0 0
TN 8 (105) 0 0
AN 4 (53 0 0
I - 4 ( 53 0 0
— % - REEER L OB GE O RRE

I 57 9 (11.8) 1 (13 0
iy 11 (14.5) 0 0
FEEL 11 (14.5) 0 0
PR IR A

U o SERHGE D 6 (79 2 (26) O
Rt L O EE

KF MU U A ME 4 ( 53 2 ( 26) ©
BARBOR 11 (145 1 (13 0
PR R M

FEMED F 4 ( 53 1 (13 o0
MR, MAERFS I OViEhR F

R A 4 ( 53 2 (26 0
R X O TRk

% O FEIE 6 (79 1 (13 o0
B 11 (145 0 0
R INIR SN 4 ( 53 0 0

¥, MM EAR] (5.3%) . KM - EHEED THI5H] (6.6%) . FhikEE (¥ 7
v N L—IEERESE) 1041 (13.2%) | IFRERERRE 511 (6.6%) . FHIR IRt RERR 1061 (13.2%) |
R FERERE E 1 (1.3%) | BFEEREREE (RME TR EMEE 25%) 461 (5.3%) K Utinfusion
reaction 35l (3.9%) 23D LTz, FTo, BEOKERFEE (REMEIEGEEE, 2L
B, BOOEIES) . TEEHREREE . VRUBEIRN, WEZE. EIEMIERE, MR - BEEK,
S E DR K DL RITFE O BV o T, REIWERRBLIR I BT F S (FRR R
WA Eh) 2B UEERETRT,

O/ EIIARFER (CA209057 785#k) (N Engl J Med 2015; 373: 1627-39)

HEFELIIAKIRE 280287 1] (97.6%). RE & X /LEE 265268 1 (98.9%) (ZiD 5
AU, AHN & DRIRBERAEE TERWAEFEFRIT 199287 il (69.3%) (258 bl
FHRDN 5% LN FORWERIZTRD LBY THolz,
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F£5 FERP 5% LEOBMER (CA209057 3ABR)

o
B e
=h.
(%ZEE)EI]?A/J ver.17.1) 287 {1
o 4 Grade Grade 3-4 Grade 5

2REIEH 199 (69.3) 30 (105) 0
e laRA s

DR AU RE AR T i 19 ( 6.6) 0 0
B IEREE

T 2 (17 2 ( 07) O

TN 34 (11.8) 2 (07) 0

Mg - 15 ( 5.2 0 0
—f - B EER L OGO REE

I )9 29 (10.1) 1 ( 03 0

I 57 46  (16.0) 3 ( 100 0
Rtk L O EE

BAHOE 30 (10.5) 0 0
AR K OV ARk

B EiivR 16 ( 58) 0 0
B4 KOV ARk

% 9 24 ( 84) 0 0

W5 27 ( 94) 1 (03 0

7, MR 10 61 (3.5%) . KMk - BHEED T 22 6 (7.7%) . fhikleds (%
T v NUIEREE) 26 1 (9.1%) . IFBEREREDES 15 6] (5.2%) | HRIRBERERE 27
Bl (9.4%) | BEHEREREE (RME EIERRE) 761 (2.4%) . I - #2141 (0.3%)
J O infusion reaction 8 5l (2.8%) Z3FRD Hivlz, iz, BEEORLERE (K EREIRIRE
ERE, ZIEALBE, BUOEIESE) | TERAHERE, RIBMEERE. 1 20RE, R,
FIEFIEAE, S E 9 R KO RITE D Divieio o, ARRIVEMZEBLR LB
% (RREMRT 2E5T) 2EEHEREZRT,

QEFRHL R MAHEER  (ONO-4538-52 7-R)
AEFZIIAAOH (NIVO/BV/Chemo) #f 271/273 5] (99.3%) . xtHR#EE 275/275 15
(100%) (238 HT=, AFIGEH (NIVO/BV/Chemo) & DK EBMRNGE TERWE
FHGT 269/273 B (98.5%) IZFR& B LTz, FBEN 5% LORIERIZTTERD LBV
THoT,

£ 6 FEHEN5%L LOBHEH (ONO-4538-52 3RER)

e BilE (%)
ﬁggﬁiﬂ H FAIDEA (NIVO/BV/Chemo)
i 273 51

(MedDRA/J ver.22.1) 4 Grade Grade 3-4 Grade 5
2EIEH 269 (985) 200 (736) 3 ( 11
FERE R KOV PR ARRE

it A 143 (52.4) 0 0

B2 81  (29.7) 13 (48 0

% D FERE 48 (17.6) 0 0

BER BB 30 (11.0) 12 ( 44 0

18



B1% (%)

o ZNH
a g:ﬁz;” o AAIBEA (NIVO/BV/Chemo) R
. 273 4
(MedDRA/J ver.22.1) 4 Grade Grade 3-4 Grade 5

SIERRR 2% 19 ( 7.0) 1 ( 04 0
PR R B T

RIEMERER = 2 — T — 120 (44.0) 3 (11 o

K= 22— F— 59  (21.6) 1 (04 0

MR AR A 32 (117 0 0

BT 15 ( 55) 0 0
A7

I HRER B 116  (42.5) 87 (3199 0

H i BRE R 93 (34.1) 40 (147) 0

[N 59  (21.6) 16 ( 59 0

TANRTXUBT ) N T U AT =7 —8HN 24 ( 88) 2 (07) 0

TI=rT I NI AT =T — PN 20 (73 3 (1) o

M7 L7 = 8N 16 ( 59) 1 (04 0

IRERD 15 ( 55) 0 0
B IR E

{51 85  (3L1) 3 (11 o

TN 68 (24.9) 3 (1) o0

T 50 (18.3) 5 (18 0

A% 50  (18.3) 2 (07 o0

A 21 (71.9) 0 0
MK LY o RREE

=il 78 (28.6) 15 ( 55 0

I PR E 53 (19.4) 43 (158) 0

FEENEAT P BRI iE 43 (158) 41 (1500 1 ( 04)

i BRI E 26 ( 95) 13 ( 48 0

[N IS iE 18 ( 6.6) 4 (15 o0
AR X O ARk R

B EiivR 69  (25.3) 0 0

P9 66  (24.2) 0 0
—fik - RHEES KOG ORRE

TR 68  (24.9) 1 (04 O

FEEL 40 (14.7) 2 (07 0

9 57 19 ( 7.0) 2 (07) o0
MR AR, B ES K OMERR

LAtk 43 (15.8) 0 0

LoD 34 (125) 0 0
R L O REE

AR 81  (29.7) 8 (29 0
A8 P E

5 1ML 65  (23.8) 37 (136) ©
B L OUREKREE

RSP 65  (23.8) 13 (48 0
Al

AR A RE AR T E 26 ( 95) 1 (04 0

R BB RE U 15 ( 55) 0 0

BB R RE N4 14 (51 4 (15 0

7ok, MPRRREE 211 1] (77.3%) . REEGRMRIE/ I 435 —02 f5] (33.7%) . EER
MK FEE 43 5] (15.8%) | FIR RS RERSE 22 39 1] (14.3%) | HJE D 2 &2 36 1] (13.2%) |
ftkrerE=s 35 5] (12.8%) . BHFEREREZE 20 5] (7.3%) . FEVEVMEMEEE 19 1] (7.0%) .
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KRG« /N2 « BERE D T 19 5] (7.0%) | BB HERERRE 14 51 (5.1%) | infusion reaction
13 i (4.8%) . THE(BEREIEES 5 41 (1.8%) | izt 4 6 (1.5%) . Ll 4 51 (1.5%) |

1 RUBEPRI 3 61 (1.1%) . FRARMARZERAE 3 6] (1.1%) . B LMEARE % 2 61 (0.7%) .
g 251 (0.7%) . T2 141 (0.4%) M OVESGHIM 1 6 (0.4%) AFR® bivlz, Fiz,

BIEFEEAE, OR. BUEATZR, A4, Bk - Bk, MERERAEGEE, MitZ, 5
E 9 SR IRIFEREE K OYEFLIZRRD DRy o T2, REWERRBLIRDLUIES#EF S (K
RAERE 2 5T) B 0ENERE =T,

R b R M OE R~ B Rz )
OE BRI FEFH AR (ONO-4538-77/CA2099LA #5R)

HEELIIAAIDH (NIVO/IPI/Chemo) #f 355/358 5 (99.2%) . XIFEHE 341/349 43

(97.7%) 12RO BT, AFIFEH (NIVO/IPI/Chemo) & DOREBMEZNGE TERWEA
EHEGT 322/358 ] (89.9%) ZRRD HiLTo, FEBLEN 5%LL EOREWERIZTTRD L0
ThoT-,

#£7 FRBRP 5% EOBIER (ON0-4538-77/CA2099LA FR5R)

o N B (%)
ﬁ;’jﬁ;‘f K AAIBET (NIVO/IPI/Chemo) B
S 358 il
(MedDRA/J ver.22.0) 4 Grade Grade 3-4 Grade 5
EEIEM 322 (89.9) 159  (444) 1 ( 03)
Mg LY R REE
i 80  (223) 20 ( 56) 0
T BRI iE 35 (9.8) 22 (61 0
R R
RO A RE TUAESE 27 ( 75) 0 0
FR BB AR AR T E 52  (14.5) 1 ( 03 0
EL
{51 32 (89 0 0
i 73 (204) 14 (39 1 ( 03
D 94 (26.3) 5 (14 0
Mgk 47 (13.1) 6 (17 o0
—fik - RHEES KOG ORRE
1 9 73 (20.4) 3 (08 0
957 59  (16.5) 8 (22 0
i 20 ( 5.6) 0 0
HRPR IR
TI=rT I NIRRT =T =B 23 ( 6.4) 3 (08 0
77 —BH 18 ( 5.0) 8 (22 0
TANRGXUBT I ) b T AT 2T —BHIN 19 ( 5.3) 4 (11) o0
Y R—FHIN 18 ( 5.0) 13 ( 36) 0
R L O EE
BAHGR 56  (15.6) 4 (11) o
RSB K OV Gk
A& 26 ( 7.3) 1 (03 0
7 IR 18 ( 50) 0 0
MR AR, FEREs K OMEhm i
it ¢ 19 ( 53) 5 (14 o0
R X O TRk
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B1% (%)

Eﬁgiﬁiﬁiﬁ AFIPEH  (NIVO/IPI/Chemo) ¥
i 358 #
(MedDRA/) ver.22.0) 4 Grade Grade 3-4 Grade 5
JEAE 32 (89 3 (08 0
% O PEIE 66 (18.4) 3 (08 0
%95 64  (17.9) 5 (14 0
RINIR N 18 ( 5.0) 5 (14 0

72k, AUIRNRBERERETE 74 5] (20.7%) . FRERRET 51 i (14.2%) . BREUTELARIE/
A /3F—50 f5i (14.0%) . NTFHEREREE 48 5] (13.4%) . KRG - /NS - BEIE D i 26
Bl (7.3%) . BHERERET 25 5] (7.0%) . BEORERE 21 6] (5.9%) | FEMEMZER
19 f5 (5.3%) . infusionreaction 17 i (4.7%) . FIEFERERESE 12 5] (3.4%) . T EE(AHE
RERESE 7 651 (2.0%) | CEFESE 7 651 (2.0%) | TR 661 (1.7%) . R 461 (1.1%) &
OFFIRIMAR ZEAIE 1 1 (0.3%) 2B iz, iz, EIEMHEGE, Lk, Bk, 1
RUBERRIA . P4, EALPEARAE 2. Ak - BEMRZE . BRI, MEKE BAEGERE,
fEEZ. 5 & BEA . BEE M & OMEALITER D e o 7o, REWERFEBLIR DL B E
% (BRAMEERT 2 ET) 250EHERE R,

@ E B L[F AR RER  (ONO-4538-27/CA209227 7kbk)

(KAHIE A Y L~T OO HEE)

HEELIIARIOA (NIVO/IPD) £f 568/576 5] (98.6%) . *IHREE 554/570 %1 (97.2%)
(IZRBD b, AFIGEH (NIVOIPD & ORFBERNPEE TE RVAEFEFRIL 442/576
BBl (76.7%) (2D BTz, FBHEN 5% EORERIZITERO LB ThoTz,

#£8 FEHERP 5%ULDOBIVER (ON0-4538-27/CA209227 3Bk Part 1a X O\ 1b)

CISpes paer Bl (%)
ﬁi’jﬁiﬂ H ARAIBEA (NIVO/IPL) Ff

S 576

(MedDRA) ver.22.0) 4 Grade Grade 3-4 Grade 5

EREIEM 442  (76.7) 189  (328) 1 ( 0.2
R A s

FRR B R TT A SE 48 ( 83) 0 0

FRIR BB REAK T 72 (12.5) 2 (03 0
B IR

T 98  (17.0) 10 (17 o

L 57 ( 9.9 3 ( 05 0
—fik - RHEEL KOG ORRE

I 9 59  (10.2) 8 (14 o0

i 83 (14.4) 10 (17) o0

FEEN 43 ( 75) 2 (03 0
ERIR IR AT

TI=T ) NIRRT =T BN 52 ( 9.0) 19 (33 0

77 —EH 36 ( 6.3) 17 (300 0

TANGEX BT I VT AT 2T —EBEIN 56 ( 9.7) 18 (31) o

U R—B 43  ( 75) 23 ( 40) O
R L OeEEE

BAHER 76 (13.2) 4 (07 0
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B1% (%)

e ZNH
ﬁgjﬁi]’ # AFIDEFA (NIVO/IPI) #E
Y 576 {1
(MedDRAV] ver 22.0) 4 Grade Grade 3-4 Grade 5
RSB K OVE S Ak
BA &R 29 (5.0 4 (07 0
MER R, MERFs X OMithm R
Jitilig 2& 41 ( 7.1) 16 (28 0
Bl 4 KOV ARk bR
P2 S Wz A 31 ( 54) 1 (02 0
% O PEIE 82 (142 3 ( 05 0
5 98  (17.0) 9 ( 16) 0
BEIR Bk 5 39 ( 6.8) 9 ( 1.6) 0

7k, HURAEREREE 115 B (20.0%) | FFEERERETE 91 f (15.8%) . #h#RkEE 51
(8.9%) . FHVELMENGPE 50 1] (8.7%) . BEAUHEFAE/ X A/ F —38 il (6.6%) . HEE
D FEREE 27 B (4.7%) . KIBK - /NEJK - BEO THI 25 1] (4.3%) . BEHERER 25
% (4.3%) . infusionreaction 23 5] (4.0%) . TEEMAHEREMRET 19 1] (3.3%) . EIFEHEGE
b 19 B (3.3%) . P 13 1] (2.3%) . DMk 9 B (1.6%) . K 6 41 (1.0%)
1 RBEPRSF 4 51 (0.7%) . S EHMESK 2 fi] (0.3%) . Oz 16 (0.2%) . gk 14l
(0.2%) . Mgk - Bl 161 (0.2%) K OFHIRIMLIEZERAE 161 (0.2%) 23388 bz,
Fro. BIEMEGE, TS, i EPEIRE 28, B A M ikiesE | MERE AEmRE, fkL.
FEESES HH i S OSEFLIZRR D B AL 0o T2, AREIERFEBURDLII B S (BRI A S 5
rate) B EUEERETRT,

(KH & 77 FF 8K Gtk L OB (PD-L1 ZEL= %A D BE L))
HEFELIIAKIOEH (NIVO/Chemo) BE 172/172 41 (100%) . % BREE 174/183 41 (95.1%)
(ZFRD BV AFIDFH (NIVO/Chemo) & DRIRBIR A EE TE RWVAFEHFZRIL 159/172

BBl (92.4%) (2D BT, BEEN 5% EORERIZITERO LB ThoTz,

F9 FHERS%LULEORIER (ON0-4538-27/CA209227 #8k Part 1b)

B e /A BilE (%)
ﬁgjgz;ﬂ H KAIDE (NIVO/Chemo) T
i 172 51
(MedDRAA ver.22.0) 4 Grade Grade 3-4 Grade 5
EREIEH] 159  (92.4) 96 (558) 0
MiEE LY R fEE
2 if 70 (40.7) 30 (174) 0
I P ERIE A IE 41 (23.9) 23 (134) 0
M /IR IR iE 17 (99 7 ( 41) o0
B I
{51 38 (221) 0 0
T 17 (99 2 (12 o0
CIATIN 67  (39.0) 4 (23 0
AN 14 (81 1 ( 06 0
M 26 (15.) 4 (23 0

—f% - EHFEER L OB GEAORE
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B1% (%)

It ZNH
ﬁgjﬁz;” o ZAIDET (NIVO/Chemo) R
. 172 {4
(MedDRA/J ver.22.0) 4 Grade Grade 3-4 Grade 5
e 18 (10.5) 1 ( 06) 0
9 57 43 (25.0) 8 (470 0
TR 9 ( 5.2) 0 0
FEREE D S SE 10 ( 58) 0 0
A M7 9 ( 52 0 0
FEEL 12 ( 70) 1 ( 06 0
BRI AL
TI=2T ) NTUART = TN 16 ( 93) 5 (29 0
77 —EH 11 ( 64) 4 (23 0
TARTXUBT ) M T A7 =7 —8H 10 ( 58) 1 ( 06) 0
M7 L7 =8N 12 ( 70 1 ( 06 0
I A EREOR D 27 (15.7) 17 (99 o0
IRANT e % 21 (122) 11 ( 64 0
A if Bk H D 15 ( 87) 9 (52 0
Rtk L O EE
BAIE 39 (227) 4 (23 0
FEE 3 KOV PR ARRE
O PEIE 15 ( 87) 0 0
5 26 (15.) 1 ( 06) 0

7R¥s. ARRERETE 26 1 (15.1%) | BRECTRMARIE/ I A T —22 6] (12.8%) . JITHERE
b 20 41 (12.2%) | HURBRFERERS S 16 61 (9.3%) . BEHREREE 14 41 (8.1%) . [H]
BEVERTRE 8 B (4.7%) . RIBE - /MK - EEOTHIS B (2.9%) . LHEbEE 5 4
(2.9%) . infusion reaction 4 {5 (2.3%) . FEEDOKJEREE 2 6] (1.2%) . OFi% 14
(0.6%) . f7c 161 (0.6%) . 1BUBESRSE 1651 (0.6%) . AFZ5 161 (0.6%) . B+
REREE 1B (0.6%) M OERIRMARZIERAE 1 61 (0.6%) ARHO LT, Fo, EIEF
TE, A4, BEEPERRAE K, TEAMERBREE, MK - B, EE R MRMEE, M
ERERIEMERE, AhRZ. BER. S E MK, MBI VEFLITGRO bivenoTz, A
RIERZRBURILIIBE RS (RRRAEMRT 2 50) 23 0HEIERERT,

2) FE/INHERE A 36 0 D ARl B Ik
OERILFE ZHMAHER (ONO-4538-55/CA209816 #5x)

TR BIRIEINC I T 2 A FEFS (AT BIERIEOWIEE 52> b &3 5% 30 H LA
PSRBT U 7= 55 1 3AAIGEH  (NIVO/Chemo) #f 165/176 51 (93.8%) . *IF#
B 173/176 1511 (98.3%) (258D BTz, AFIPFH (NIVO/Chemo) & DIKIREARNEGE T
TRWVEERGIT 147/176 B (83.5%) (25D Hivlz, FELEDN 5%LL EORIWERIZ T #*
DEEBHTHoT,
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# 10 FEHEEN 5% EOBEIWER (ONO-4538-55/CA209816 3AER)
Bt (%)

oL IN3
BT A (NVOICheno)
(MedDRA/] ver.25.0) 4= Grade Grade 3-4 Grade 5
2RIEA 147 ( 83.5) 63 (35.8) 0
MR LY R REE

2 ifn 41(23.3) 5( 2.8) 0
H BRI E 17( 9.7) 2( 1.1 0
I BRI I 30 (17.0) 19( 10.8) 0
B IhEE

15 37 (21.0) 0 0
T 10( 5.7) 1( 06) 0
L 58 (33.0) 1( 0.6) 0
Mg - 15( 8.5) 2( 1.1 0
— % - EFEER X O G OREE

I )E 16 ( 9.1) 2( 1.1 0
95 97 22 (12.5) 1( 0.6) 0
TR 25 (14.2) 1( 06) 0
AR AR A

M7 V7 F =48 12( 6.8) 0 0
I HRERER D 26 (14.8) 13( 7.4) 0
1/ IR B 14( 8.0) 3( 1.7) 0
1 BRI 13( 7.4) 3( 1Y) 0
Rtk KOs E

RAGROR 30 (17.0) 2( LD 0
PR E

Ktk = 2 —r RF— 11( 6.3) 0 0
M gR. Mosnds X OMiERmpEE

LoD 12( 6.8) 0 0
FERE ¥ KOV TRk b

B E 17( 9.7) 0 0
W5 23 (13.1) 1( 0.6) 0

7S, PhREEEE 30 5] (17.0%) | AR REMAEIE/ X A 3T —23 ] (13.1%) . AFHkRERsE
=14 1 (8.0%) . BHEAREREE 13 5] (7.4%) . infusion reaction 10 f51] (5.7%) . HURAR
BEREREE 9 B (5.1%) | HEDOKJEREE 4 41 (2.3%) . EE ks 341 (1.7%) |
P MR 2 651 (1.1%) | (OlERES 2 61 (1.1%) KOVKAER - /MER - EEO FHI 1
Bl (0.6%) MR LT, Fo, BIEMHEEME, OAE, R, LIBEIRI ., BIEFZ.
FFAR4, FFge, BEALMERRAE 28, T RRAHSRERTE . BRI FEREREE . MM - BEIRZS, SRR
FRIERRSE, MEREAMEMRE, M. PR, BEOHRK, SEIHMEE, RIFREE, HEH
1% OYBEFLIZFRD B h o 1o, REMEHZBUIRIL I BIE RS (BRI AE R T 2 5 r)
EEDEFRERE T,
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[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 b— 3 42k v, KK 3 mgkg (K
H) XX 240 mg % 2 JARIEINGE TG LIBROARR O Mg iR EDP S S iz, ZOf
R AHI 240 mg G LTZBROREEEIL. AH) 3 mgkg %G LIBROBREE & & ik
LTREZRT ETHIENTZb DD, ARNBFCBO CARER RIS TV D H
5 - & (10mg/kg % 2 BFFERECHRE) CAAIZ G UzBEOgE & & ik LR H
o LTRSS (FR) AT BEOFBEICE T 527 —Z 15 E | KA 3 mg/kg
(REE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 etk b
ORI & T D IRBE ST T APERE S, Y% OV TREIT DAL A R,
FROAE - HEOM THEMER L EMEICAME 2 2RI E TRl SNz, £,
NI BT IC BT 2T — XD S LR B UG ET LV EFIH LT, A4l 3
mg/kg (2 MG CTHE) . 240 mg (2 BN CTHE) XX 360 mg (3 ¥ M HIE T
H) LAY A~7 1 mgkg (6 AR TERYS) 208 LIcBROZ M2t Lz
K. FROME - HEOR CREM TR ER TRV ETRIES N,

K1 FAOKYE T A —F

- R Cinax Chind14 Cavgdi4 Crnax.ss Chminss Cavess
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)

3 meke QW (35-2 .760-8) (10.17?'264.5) (17.21‘,"333.9) (75.1){3171) (27,612,'107) (42.717,'?27)

240 me Q2W (51?1%.103) <15~22?'354-6) (25-31‘};7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)

10 mg/kg Q2W (14;,9;19) (51.621'739.2) (79.9(;),'51;14) (33?,9232) (18421,1 ;13) (23;7286)

R (5%, 95%4%) . Q2W @ 20 IR, Cumax : FIIEIHE 542 O e @ MG IR EE . Coninara : FAIHE 514 14
El H L:%b&éﬁ%{&m]%qjﬂ%g\ Cavgdl4 : %D@&E‘ﬁél‘l El H i’(@qzﬁjlﬁl%qj/%/;‘f\ Cmax,ss . Hﬂiﬂﬁ%ﬁﬁ&:%
ﬂj’é%%m?%ﬁqj])%&f\ Cmin,ss . Eﬁ%ﬁﬁéiﬁﬁé%{&ﬁl%qﬂﬁﬁ\ Cavg,ss . Eﬁ%ﬁgﬁcﬁbjéqzi@ml{%qj
e

Flo AR OREHEDEERE T VAR L2 I 2 Lb—2 3 /2 kb AH| 480 mg
% 4 TERIEIE TG SUIBEAGR O ik « FHESE TG L 7BRO AT 0O My ke B 3 s
ST, ZTORER. AHI 480 mg & 4 W TR G LIZEROEFIRREIZ IS 1T % ) i,
THHHE (LU, TCavgssl &2, ) 13, AHI 240mg % 2 B THRE- L 7ZERD Cavgss
EHUT D ETREn (TR) o 72, AAI480 mg & 4 BEHIE TG LIZROE
HARBICB T DiemMig HRE (LT, [Chaxss) &5, ) 1E, AAI 240 mg % 2 #[H]
[FIfR TG LTZBRD Craxss & HEEL L TREEZ /RS & FHISZ S OO, AARNBEICE
W T ARMEDRHEGR STV D ML - JH&E (10mglkg % 2 MRIHRRE TG TARFIZ &5
L72BRD Coaxss & W L TIRMEZ 7R3 & FHIS . (FR) ., MAT, BEOEEICE
FHT7T—=2ITHSE . AHI 3mglkg (KE) F721% 240mg & 2 HHIFRE, 75 L < 13AHA)
480 mg % 4 B TG L 72RO AR OBREE & & A 00 32 M & o B 2 1
T ORIEESISET VDG S L, BEEEIC OV TREIMTONLZ /R, B Mk -
MEDHE THZME R O 2RI AR TRV e THIS U,
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K12 ARORYEE T A —F

- Cmax Cmind28 Cavgd2s Chmax,ss Chmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (png/mL) (ng/mL) (ng/mL)
3 meke Q2W (352 '760-8) (16-§?f0-3) (21.321 23.9) (75.%){3171) (27.612,'107) (42.717,’?27)
HOme W | s 1-712"103) (23-33?‘539-0) (30.‘5‘670.9) (105354) (41?57,'21358) (62.11(,)9187)
480 mg Q4w (103207) (15.25?17.4) (37.?)?;)4.8) (14?,1 §36) (27.751,?37) (62.11(,)9187)
10 mg/kg Q2W (14é,9§22) (86.959,'?32) (10},1 ?48) (323,9225) (18421,1 ‘3‘03) (232,7277)

TRl (5%, 95%41) . Q2W : 2 ARG, QAW : 4 ERIRINE. Crmax : HIEIHEE 514 0 f i M7 i |
Crinazs : WIEI$¢ 5% 28 H HIZI61T 2 FARIMIE TR, Cavgazs : HIHI# 5-1% 28 H H £ TOFEMIE =

J&. Crmaxss : EHFIRIBIZIT D@ MIBEHIRE. Crminss : EFIRIBIZIT 2 BARMIEPIRE, Cavgss 1 E R
HBIZ 51T 2 24 Iy e B
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4. BRIZTHOWT

AFN OB G- DN W) 72 BE &2 - e L. AR o512 ctwi’é%ff TEFRZRB LT
BRICHRHET 2 Z ERMER D, LFOO~Q@DFT X T &z sl W THEHAT
RXTH5DH,

O MEFRITHOWT

D1 Fid (1) ~ (5) OVWTIIEYT IR THD Z &,

(1) BEAFBRENEET 503 A B REEILSRBES FEF R A BRI AR
HIIER S AL B HL SRR . Mtk s ARSI e &)

(2) FrERERERDE

(3) HEAFIRAEIEET D03 ARFOEEERRE (DA BIEEEIRERPE, 23 AR
W 1IREBE, DA EEEREER e &)

(4) ARACFRIEEZRE L, ARG L FRIEZRR 1| USRS L s R
2 Ok FEAEITSR D SR H A AT > T 2 fiak

(5) PUEMEREESAILL T EHEIN O R sk K AR 5 M 24T - T D itk

O-2  fifieE DAL SHRE K ORI E R FE S O XIS A-403 72 Fnidk & BBk 2 R EAT (FRO
WFNZREE T D ERN) 23, HE2REEORANCET HEROBEEE L L TREI N
TWnWsZ &,

*

o [EEMFFESE 2 FOUIMIMHEZE T L7212 5 FELL LD D AUTBE DB IRIHE 2
ITHoTWVWBHZ E, 96, 2L RIX, BAZEWEEZ £ & UEERIER S OHE 2
1ToTWBHZ &,

o [ERIGFFEUSH% 2 FFOPMHEZE T L721RIC 4 LI EOBKRKEBRZE L T\ D
L, 9B, 3ELLEE, O A SR S T MR A O R RIHE 21T -
TWBHZ &,

o [ERRFFIASER 2 FEOMBPHE ZE T LI, Fike D23 A Wik Z & te 5 L
OSSR ZDERZIT> TN D 2 &,

© BENOEEMFEREROMAHIZONT

3R A 1 B BRI AEF 9 2 LA DS E S v, BUERAZED D OIFHRE D, A0 - &«
é‘fi’%%?ﬁ‘]‘%?&@ﬁ@ﬁ&m:%“ A D IRt AEFRDREAE LSS OWE
R FEPHLATOND AR E->TVWD 2 L,
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@ BIER ~DXRIHIT 2OV T
@-1 HEsAHIC B3 2 B

VR MEGE RS O TSR BIER T4 LI-BRIC, 24 BRSSO T, Mi%hiak X
IEEE R 1BV T, BEL L2 RIWER IS U CARBEE B K O CT O RIVEH ORI &4
HAAREOFERAY BRI S, BHICKHG TR IRH N E > T D Z &,

@-2 ERHFEIC L 5FEESINICET 22 M

ARSI D BPTR Z2 5 e O\ Re 2 A 2 BIRIERE D RIEE=2 Y 7
EEDIEROA Y ) == T ZATOWERE L FwAE A TE 5 F— AERAH 2
SN TWD Z L, B, BIIAHNCOWT, BDABE L ZDOFEEIZHHIHm ST
WwWnHZ &,

®-3 BWER OZWrORNCBEI L T

AWER (REMMZEEIII X BREGEDAE, (DR, TRk, SO RAEE., KiK.
N, BEED TR, 1 BBERIE, BUEMFIE. AR IFHRERE . R, s krEinse
K%, HURIRBEREREE . MRS, MhRREE. BEE. RIBEE. ML, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7ZRMKRET, MEKERIEMERE, K52,
gk, BEDOBHR, SEIREK, MEORERIR, WERFEE, OEES (OEE) -
RIR « DEEEISMNHESE) | ARZFEREE . NG H M, BEALSE) (Txf LT Yakhiisx X3l
BRI O BRI 2 5 [EAD & U (BHWER O ZWroxt eI L THRE R USSR
EZITONDLEMICHD L), EHITHEUIREN TE DEHINES>TND Z &,
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5. REMBRLRDBE
(20 BI 4 54 H]
O AHOBMB LI TRROBE TN THMERBRES LTV D,
o TIFTRAZGTACFIRIEEZ AT S URRNEEZR B 1/ IV U O R

bR R E
o TIFTRAZGOACFRIERE 2 A S UBRAEEZR B 1/ IV U I DI
bR

¥, FERF LB CEGFREL 128 B UTALKR & AR F IR B 1T B T,
JFHI L L TEGFRF | % ¥ v % 7 — B IEA UFALKF 1 % o o % S — L IEA 0
TR IR 24 2% /B,

@  ARENOMOFEEMIREA] & OO G TR BE B THEIMEI R STV 5,

o AV AT ROT T F KRG FRE R EEE  IVRT T F
ORI U EXBN, ERELEE: VR TTF o I AT TF 2 O
ARLHxER) EOUHEES ALFIRIERE D2 EGFR Ein A REMEK T
ALK fl 585 T RO UIBRAREE 2 HETT - FRFs D FE/INHI A M AR

o AVY AT LOUHES ALFFIERED /2 EGFR A5 128 B IE M ) OV ALK
Al A BAR T RO UIRAEE 7 AT - BRSO IE/ N e it

o I TFFHRAFIEETILTRE RFELEEE : IVR T T F U XINIT AT TTF
BT LB FERYLRE  DVRTTF o UNI AT T F o R A
MLt R) EOPFA®RS  ALFEREREO 720 PD-L1 FEBLE 03 1% A0
EGFR 8 {x 72 B2t & O ALK fit &8s 12t O UIBRANEE 22 AT - R DI/
IR e g S

o ANV XITROTTF KGR (DVRTTF RO Y &
X)) EOPFHES ALFERIERE D70, EGFR BA AR, ALK e
AR T OY ROSL a3 s R O UIBR AR 70 1T « B OIER ¥ LRFE
AN s

o TIFFRIFNEETALFRE RELEE : VAT TFy CUIINAVRT T
V) BT L ZE S ANVKRTTF RO U EZXE, IR LR
VAT ZFy (FINKRTTZF ) KOXA R XE RN, IVRTITF UKk
U7 Y Z2xEL) LGS BRARBH B (BEEN 4em DL ) T
A OIE/NHEfaMiE (7272 L. EGFR Bn T AR T ALK @& EE THETH
5 E DR SILTW D BEIIBRS) Offfal B
%1 0 AFIOZWE L LT, BRFE4 : PD-L1IHC 28-8 pharmDx [# =2 | 23RS TV 5,
*2 ¢ FEARF AL American Joint Committee on Cancer (AJCC) /Union for International Cancer Control

(UICC) #fsda (B 7 hR) 1Ic&5<,

® FRICHS T % H/ M B SR % A O$ 5B O FI TS DU T, A
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ROFEIMERHELSINTE LT, RAOREAFR LR LR,

o INEEAMHBNIRIEIT T D AH O B i G- UM O HUENERESA & OO i 5-
o ALFRERED IR W ITR D AHK O otk 5

o OTHAAIDOAHNMEIT S TORVMLOFUEMIEEA] & OO &S

@ ALFHAERED 72 WHIBRRRE AT - RO/ NIEEF BN T, AU A
T L OGS T D RARMEICIEN 2N E B DD BRFITB TR, KAl
AV A=T L OHAELEEEETRETHDL, A LT ROT T FF8A%
b RELERE  IVRTTF U RO Y 2% v, IR R
HNWVRTFZF U RNET AT T F U RLRRA X ER) EOFHFEGIZRHT 53R
PEICRIBER 2V EEZ BN BREICBWTE, KAl A ) A~ T ROT T F
Bz & b L & OO BEE-, PD-L1 FBLEN 1% AR5 >A B Y A~ T2k
HERMICENRN DD EEZEZONDREIZBW L, KA L7 T F K %2 Gl
PEE (RELEEE  IVR T TF oIV ATTF RO A2 ey, R
FREE VR T TF U NIIT AT TF R ONA LR E R) LR E2%
BT ENTED, B, AFOEGIZHT->Td, ME2ETA K102 (H
KR T SeslRips & W

® AL D 72 WBIBRARREZR LT - I OIER - LR IR Nl B 2B\ T
NN AT R OT T FFRFN 2G0TI E DAV RTTF RO ) Z Xk
V) L OGRS T L ERMEICHEER 2N EEZ DN BEICB VL TIE, AFH
RNV A2 T ROT 7 FF K 2 G RIE L OB G E2EBET L2 LR T
=2,

© W2 ATA R4 (AARMEY2H) (28T, ECOG Performance Status 0~1
2 75 UL E DR B, X% ECOG Performance Status 2 752 OB TIL, %6
3tAGUEA (FE2Fv %) OBFRE/HIEREN TR, 77 FFlFlofH
FIHESEE 1 TR W=D S Wr — 203D 5, ZOHA. LFHRIER 241 54)

WV iz 3 MBI A RTA > (AARMEEAR) (TR0 T, R A 85 T RS
(DECOG Performance Status 0~1 2 T 75 gLl . XIZ@ECOG Performance Status 2 2 DB ETIX, %3
fPUEAl (K23 %) OHABGERHERIN TR, 20X ) 2EBETIE, EEEEEICTT
LAFMICHERH D B2 6ND,

(2 ECOG ® Performance Status (PS)

Score | B

0 | &<MERIEEH TS5, Bl &lFE U R EAERNHRZ AT D,

PIREICI LUWTEENIHIR S5 28, SITARE T, BAEERH > TOEREIFTH 2N TE D,

Dol moses, i

RENTZHSOHOEY OZ L LnTERY, BFO 50%L L&~y R+ TiaZd,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+ Tl I4,
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BRAREZRHEST - BRI O NI B E ISR W T, 7T F T RFIORNERS 2 < &
55 3 HARPUEAIHEA TOMBIELZ AT 2 BE TRV TE, AFIORME G %2558
TE 2,

@ 77 FF A= ETAFRIERE 26T 2 UBRARGE T - 3 O/ Nl AE
(2% 2 AR O BB B3 S TAHERER  (CA20901 73865k & TNCA209057788k) (2
BT, R¥LEREL ORI LEEOWTNOBEICTBNTS R & T2 LEEC
KU CTHEBMEDSRGE S VTV 5D, 7272 L, FERFE RO OB Tl PD-LIF BT
E O EIEDEMN IR D Z E MR EINDLERNPGELNTND Z b, FERF
RO OB IO TUIPD-LI R B & g5l L7z L CARF O G- AT G Ok 4 5
ZEDREFE L,

o PD-L1 ZBLED 1% AW CThH D 2 &R I - IR T LR BE BT,
JFHI, &2 3R EORF DN OHEMEER OB 5 2 8ET 5, 9
o RATBURXYT (BETHEEEZ) Oz =423k (k584 : PD-L1IHC
22C3 pharmDx WHJ)’i@PDM%ﬁ%%%?Lk#EQi&ﬁ@$%
Tho T, AEIOZWHE (724 : PD-L1IHC 28-8 pharmDx % =] ) |
PR 2SR EE 22 5511, LA O SRS %%%_Kﬁ®&5@TE%&JT%
a3
SCHREE)
Marianne J. Ratcliffe et al. Clin Cancer Res. 2017; 23: 3585-91
Ming S. Tsao et al. : J Thorac. Oncol. 2018; 13: 1302-11

(Ze M2 B84 2 F ]

©) Fﬂ_ﬁéféﬁﬁ:owfmxﬁ@&ﬁﬁﬁﬁkénfmézkﬁ%\&5%%
Dhnz L,
o KAIDORGTITxE LI EUE DBEEIE D & 2 B3

@ IBFERTOFHIIZ ﬁ%TT%l%%?é%%Kowfﬁvﬁﬁ®&5ﬁ%ﬁéhﬁw
D, MOTEFRFIE N e WIGEIZRY | HEICAREZEHT 52 L 2BETE 5,
. ﬁaﬁ%ﬁ%@A%Riﬁﬁmkéﬁﬁ
o HaEE AR A CHIE R 2580 2 B K ONE B M O FUR Bt 2 <o gL ME fiti 2%
EDOMIRIEMEZEALA B DD EE
e HOEBREEBOAGE, UXEIENZRE L ITFERMEO B CE R B OBEERED
b o BE

(E3) =72 L, O BEMEER OB 5 W T, 2R, EEREICHYT 5 2 Lo, B LRSS 72
BEWEHORBOBZ N0 5%, [EFIEY EREY LW Sh-88 GIRSIR) 12oW T2z oY
TIE7eu,
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e AR (Gl MR IE 2 & de) D& 5B
MEEORISUIME 2/ T 5 EE
ECOG Performance Status 3-4 “V o B
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6. MEICEEL THEBETREEIH

O WSACEFEIOM A, BOERGEES DRI 2 ERFME T D E ARH O FeME K& OVl Ef#
B O DI B R E I BEE L ChBRTZ L,

@ WEBIRIZENL D BB XUIZ OFIBITH ML O EEL o L. [E LS
ThoEETHZ L,

@ 7 I F T AL EUCFRIER AT 2IERFE LEEIZHB VT, PD-L1 BEHEL
TR L7c L CARKI O B 5 OB 2l 5 2 L 82 E LA, PD-L1 FBLE )
R CE 72 WGEITIX, AR OMEH OS2 @Il Ls ECET5Z &,

@ ERBMWERHO~FX Y AL MZHOWT

MEMEREBEN D Lo b Z ERH DD T, KFNOEGIZHT- > T, BKRIE
W (PRI RIS, ik, FEEVE) OffEsE M OWE X & 0 s, Btz +5
A5 2 &, Fo, MBS CTHE CT, MiE~— 0 —FDMm&x I+ 5
Z &,

AFN O EIXEE D infusion reaction (i x CEARFI 322kt D T 5 U
faAT > 72 LTt 2 Z &, £72.2 [8] H LABE O &A% 5-KFIZ infusion reaction
DHHLOLNDZEHHLHDT, KFIFEEGH K OARA G T #IT A Z A
CERAET 5%, BEORBEL SIS 52 L, 70, infusion reaction &
FHLLUICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE /08l
T5HZ &,

ORI BRI E . TRAEERT R ORIBREERH 6O Z B3 HH DT,
AFN D ¥ 5B haRT M O G- B I E IR N sk re iR A (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b D4 R R IEREE
DHLLNDZENDD, BENRDOLNLLGEITIE, BERLEFRIIS U
B 72 ek & Rk & e O Al & i U Cl bl e BRI W 2 ATV, IR DS
FOGIZ X 2 BWER 2N g0 23551 1E, AR ORFES T I, R ORIE BE A
NEVRIOBRGEEZBRTHZ L, B, BIBRERLVEOEEIZIYEIE
HOYGEERFRD IR WIGEIZIE, BB RE AV LISt o Sz il Fl o8 in
HLEET D,

PR T % BOEBOE AR L T LEWERDBELT 2 Enb D729,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE IR (BIE 1 BUBEIR S 2 5 de) b bbdv, BERPMES R 7o R— X
IZEDZENHLHDOT, Alg, HED, EHFEOREROBHRCMAEED L2
SEET S Z L, 1V BBERBEN DN -GA TR EEZRIEL, AR #
FOFGEDHME) R EZITH Z &,

BIEATIE, P4, ITHEREREE . TR, B{EMEE RPN H LoD Z & ndH D
DT, EHWIIITHERERE LTV, BEOREZ H3ICBET 52 &,
SEIERNH LD Z DD DHDOT, IBRORE OF A EHICHET S
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®

Z L, Fe IBORENRD bNGEITIE, EONEREEEYZ2Z2 T2 &
IBEEREETL L,
BIBRARE7R AT - PR DFE/ NI FE T LA 3 2 BRI ARFI DO EERERIZ 35
WT, LR A I 7 THMEOF T ZAT > TW e 2 & 2 2F10, AAlEEHIX
RN IR THIROMEREITO 2 &,
e ONO-4538-05 #Bh & (O ONO-4538-06 B : 6 H[H = &
e CA209017 7B & TN CA209057 5Bk « 5B D 9 A, =Dk, 5B
2 TFERIZ6EMI L, ZRUBIX 12 @M I L
s ONO-4538-52 Bk, ONO-4538-77/CA2099LA 75k K (8 ONO-4538-27/CA209227
Bk BB S 1M 6 M L, ZRUBRIE 12 #H L
FE/ KRR (2 33 1T D ATRITAENIRIE & LTl 2 BRI, ABIO KRB I B W
T, ARIETAET 14 BUN, BRIETHNS 128%, TO%O 2 FERIT 128/ 28
ZOHROIEMT6OAATE, TOHO 5 EMIT 1 EITHIEFR 24T > T
22 L w#BBI, EMNCIROMREITO Z &, o, AL L LT
T 5% EIIE. AAIOKRERBIZ3IEETET D L,
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(7 3) hllHE
Hm. EEKRS. RK LRSS 2 5B ER 0 E

< FeZFuARERERDEBE>
HE BB O B 5 BHE
BIVEZ A OF L TV o BF

R A UBGUED B DL 5 B

i I EEAN B BOE DREAEIE O & 5 B
PR SATIEIR L TV D ATREME D & 5 B

< FeEZFRANEEEE L 2D EE>
BHEIE OB 5 B

[V Bt 2% S PHRRMERE D & 5 B3
JTHERERR S D & 5 B
BESRERE E D B 5 B
HIED & 5 B

RS 5 ATREME DO & 5 BHE

< Re4Fv/LOEKNREIER>
B BEm
VavZiER e TF T4 TFU—
P, IPARA, ITFHERE R

kR
PRCVERGZE . Al
DA

R M8 N EEEERE  (DIC)

MeEZRfL. B, R RIBR, Kbk

A LA

SRR AR I8 SE fe A

MRS

B2 R ARJE B RE (Stevens - Johnson SEMERE) | H g3 SEESE A ARIE (Toxic Epidermal Necrolysis :
TEN), ZJZAHLHE

D R =T KR, FE - R

OEZE, FRIR LA FEARIE

JEYIE

PIRIR A VT 2 ARl & 0 WIERERE (SIADH)
HERONREFEORMBES, MER, RIEHRES MO )& O RN ER) [, Radiation
Recall H15:
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REEREETA R4
=R~ (BETHEBEL)

(BR5E4 : A7V — AR RFEFHE 20 mg, 7V —RRHFHE 100 mg, A7 P—
RETRERTE 120 mg, 72— R EH#HE 240 mg)

~ERAE~

ERR2 982 A (fFn 548 3 AHET)
BT BE



SN

1. IZUHIC P2
2. AANOFE. (FRET P3
3. BRI P4
4. JigkIzHOWT P20
5. &EGXREMDEE P22
6. WHIZEEL THETNEHH P24



1. IZT®IZ

=S5 DF N « B RMEOREROT-OIZIL, I SCEEIZE S W2 Ee AR D
5D, 5T, IWEORAHMOEANC LV | FUREIKSL 72 & OFE 0722 5T RE %
FFEIEMPARINDLH T, 2N O DOEHKNZEICHLER BT IR 5 2 L3RR
AR & o TR Y RIFMBGEE & SO FA T #2016 (R 28 A2 6 A 2 HEERE)
IZBWThH, EHERLEOHHORBEHEEZXS Z L LS TWn5D,

BFORERE ST, B ERSCLZ 2T 0 7 7 A VREBEFOESKEL &7 5 25
RHZENRDHD, ZOD, HMEROLEMEICET A ERNH0EMT 5 E TORM,
WMELEHL DO BE LR ZIT 5 2 EPWIRE SN D BFICK L THERT 2 & &bz, BIFE
FDFEEL U= B 72 kb 2 & D 2 & S ARE 72— 8 O B 23 7= 9 B B < A
THIENEETHD,

L7eRoT, KA KT A4 TiE, BIFERES ZNE TITHE LN TV A EFLIH -
B R EES & | LT ORI O fei 7o 2 HEE T 2880 b B R EE & %
F RO EFHE R~T,

I, ARITA KT A %, MSIATEBOE NESE SRS S, A E AR AR
BRI s . — M A B ARERIRN B E S L A E N B AR &R 72 O /)
Db EAER LT,

RG L I BEIRS - A TR EEEE 20 mg, A7 Y — R AT 100mg, 4

— RS EE 120 mg, A7 Y — R SIEEE 240 mg (— %4 - =
M~ 7 (BinfHHz))

G L RDMEXTNE - R

MEERDABEROHE - B, A=A~ (B z) & LT, 18] 240mg
Z 2 RS 1 18] 480 mg % 4 H IR CARMEET 5, 7=
72U, BEMERANEICIIT AR ML OSGE T, BEHIFIE 12
HAMETET S,
RIGUIBRAGE R EME R AEICR LA BV A~T (s 1-Hiff
z) LOFHT 25X, @, RACIE=Rr~7 GERIE R
Z) & LT, 18 80mg % 3 BHREIME T 4 FLAREET 5, €D
%, =R ~7 (BinffH#z) & LT, 118240 mg % 2 JH[H
IR S 1 [5] 480 mg % 4 ¥ RN T EEd 5,

B 58 ¥ E DI TS
(%)

ML BB D v — R A SRR S0mg (— %4 A B U A~ T GBI Z))

DRNBENTR R, FELAOH &

2h HE 1T 2h R ARIGUIRRASRE e B R A

Ak OVH & dE, A ) A~ (B z) & L7T1E 3 mgke
(KHE) % 3 EMMRET 4 BRRETHET 5, 723, hobrErEEL
FEGAT AT, =RV ~7 (B iz) LRI Z L,




2. AARN DR, 1EREF

I 7 — R IR EE 20 mg., [FATEERE 100 mg,  FLAEETE 120 mg K& O A §RE
240 mg (—f%4 : =R~ GBI Z) . LT, TARK End,) 1, /MRS
TEMKSLEAZ Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F /LHLfk
Th b,

PD-1 (%, &AL L72 Y o o%Ek (TR, BMRE O F 2 7 0% 7 —T M) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIE T2 2
T ITERT2ZAE AR TH D, PD-1 ITHURIRRAIIIZIEEBLT 2 PD-1 U 7 K (PD-LI
KOVPD-L2) EfEA L. U o SBRICHfIEY 7P v LT U S ERoiEMAIREE &
BIZFREI L CTWd, PD-1 U H v RIFHUREESMBELIAMNC B b Ok & 72 IR 8B
LTHY, EMEREAMELE )L L EGHMEICI TS PD-L1 OFEBL L itk DALE
WM & ORI ADOFEREBIRN & 5 2 & 3G ST % (Cancer 2010; 116: 1757-66)
F 7o R R NE B CIRARRTE TS EET DA v —T = a2 B~ (IFN-y)
IZX > T PD-L1 OFRENFHE SN, 58 L7 EMEREICIS T 5 PD-L1 ORI & ik D
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 Z @5 S E -8 AME, PUsRFER CDS Btk T M ol fufs
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHlE
EEIGEREIE T 5 Z EDRENTND, DI &3 D PD-1/PD-1 U 72 FERERIE, 23
AR FURRF A7 T MM O OB A BT 5HFD—2 L LTEX LT
Do

ARFNL, FEEERER OFE R 6 PD-1 Offifasi ek (PD-1 U 7 RFEAREIR) ISR A L,
PD-1 & PD-1 U Y REDEEEIET DI LICL D, DAFURRRNZ T Mok
PEAL K O AKIIENS 69 2 MBS =G VE A2 #9585 = & TRkt 2 PUEE 20 5 24
ZENHER I TV D,

AN VE T I < HBEE D RPERRIT X 2 ANERS2 6 & b, B XU
B RN B Do AAIOEG PR OB ERITIT, BEOBEE TYITO, BHSR
D BTG AITIE, BB L HUTIE U B 2 kil & B8R & FF o R Afl & L Col
BN 72 BEBZB T 24T\ IBEE OGERSIC L ARIEA RSN A AT, BIREE RV
LRI OB G DGR AT 5 MR D B,



3. BRPRARE
SR LA il O KGRI IR 24T o 72 B R R IR RBR DO i 2 R T,

[ 2]
OEWNE DR (ONO-4538-02 #ER)

L ANy (BUF, IDTIC) &9 ,) 18X DALREIERE 2 A T D RIRUIBR AR 72 I
HA/IVHA SO 38 oo Bpk B il 28 (ECOG Performance Status 0 2 T8 1) 35 #1l & %F 512,
AH 2 mg/kg & 3 BERHIFMRECARFEE L, TEFHMEHEE Th 528053 (RECIST # A

K742 11 BUZES S R RHEIZE D CR XXX PR) 13 22.9% (90%IEHEIXH : 13.4~
36.2%) Thol-, 7B, FANIHE LIZFMEIX 125% Th -7z,

Q@EWNE DS (ONO-4538-08 #fR)

b PVE ARG ORI BIBRANRE 72 LA/ IV ) ST B8 o B BB B H (ECOG
Performance Status 0 J2 U8 1) 24 il 256t 5212 Al 3 mg/kg % 2 38 [HI[AIRRE C AR efE L7z,
FEFHIHE Th 5 28%h% (RECIST HA K74 > 1.1 fUIZES S FIHEICL 5 CR
UE PR) 1% 29.2% (90%(EHEX M : 16.7~45.9%) ThH o1z, 728, FHANIHRE LM
B 6.0% CTH -7,

OVEAETTFHRER (CA209066 #ER)

v-raf ~ 7 AAEY 4 VAR T EMAER 7 Bl (BLF, [BRAF] £\ 9,) V600
22 B 7 MBS VE AR IR R O RIR UIBR AN GE 72 LT/ IV ) ST/ 58 O BB S il R s
(ECOG Performance Status 0 &2 T 1) 418 5l (AAI#E 210 i, DTIC #f 208 f5i]) % *F51T,
DTIC Z xR & U TAH 3 mg/kg % 2 HFHIR CRIEFHE L & & O R OVZ 2
et Lo, EEFHMIEE Ch o 2EFMM (LT, ToS) &wiH,) (hifE [95%fF
FEX M) OSSR T, AFIFEX NE® [NE~NE] % H. DTIC # T 10.84 [9.33~
12.09] 7 ATHY . AFIL DTIC (Zxt LIFHFRICABERIER 2R Lz (AF— R
0.42 [99.79%ZHE X ] : 0.25~0.73], p<0.0001 [J&H/ log-rank B E]. 2014 4= 6 H 24 H
T8Ny A7),

* HEEREE (LU, k)



—A— FHIF
O HHIINT LB

0 3 6 9 12 15 18

at risk#t TR (B)
AFE 210 185 150 105 45 8 0
EhILINUL B 208 177 123 82 22 3 0

X1 OS ® Kaplan-Meier g2 (CA209066 FRER)

@Y TTFH R (CA209037 #kER) 2

AV AT (Baf#z) BIF, Y A~T7) L)) Xik BRAF [HEH
Za AL IR 2 A 3 2 RIG B BR N8 72 T/ IV B SCIE /%8 o0 B HL e AR

(ECOG Performance Status 0 X T8 1) 405 5] (AHIEE 272 1], (k5L (DTIC XL v
RTTF e U ZxEn D) B 133 61) 25500, {LFEEE R E LOR
#l 3 mg/kg % 2 FMMIRCHREEE L2 & 2 OFMMER OVLZEMERE Uiz, EEFH
HHETHDHEZE (RECIST HA KT A > 1.1 fRICHES < dfEic X5 CR XX PR)
[ZDWTAREID G ST WD 120 5% fEHTRIGAER & U CHIRRNT 217 - 7o/ 3.
AHIFET 31.7% (95%(GHEIXH : 23.5~40.8%, 20144E3 A 10 HT—% B> hA47) T
Holm, 2B, FRNCEDFROMMITERE L TR o7z, b9 — DO EHEFKIEE T
5 0S (YA [95%IEHEXE]T) 12N T I8 BIDA X b (FETD) HZ T fEHT
AT S TAE R, ARAIFET 1547 [12.39~NE] # H ., {LFRIVERET 13.67 [11.50~NE] 7
ATohY ., KENEFRIEICK LHGHPICH B RIEE 2RI ol (NTF— Rk
0.93 [95%fEHEIX 1 : 0.68~1.26], p=0.6299 [J&H!| log-rank fR7E], 2014 4 11 H 12 HF
— &1y NET),



GENE TR (ONO-4538-17 #5k)

LS IE RGO ARIRYIBR A HE 72 WL/ IV I SO %6 o B B a5 (ECOG
Performance Status 0 2 TN 1) 30 Bl & xt4c, AFlE A U A~T20H (LLF, TARA
+A VAT LD, BE L, FEFHMEEE Th 58%% (RECIST A K7
A 2 1L RRIZHES < Rl ELIZ K D CR XUE PR) 13 33.3% (95%15 #E X [ : 17.3~52.8%)

Thol-, B, FANIRE LML 23.8%ThH-o7=,
* KA 1mgkg (RE) LA BV A~7 3mglkg ((RE) %[ BIZ 3 HERE T 4 BAREEE L%,
AH| 3mglkg (KE) % 2 HERIBE CamiE L, OFABGRICR W TIE, AR & RN HEE L,
A Y A= TIEAFOBREIE TG 30 5Ll EOBEEZ BW TS 2Bk LTz,

©ugsh AR ER (CA209067 #XER)

(LA RTIG IR ORIGUIFRARGE 22 M/ IVH o Bk B il 835 (ECOG Performance
Status 0 KON 1) 945 il (KAI+A &V L~ 7 8 314 B, ARAFE316 6], A Y AT
FE3I5 ) 2 RIT, A B AxTREEARE LTAF+ 1 BV A~ TG RO
B G- OAIE R VM2 BEt L, EERMBEE T 5 0S (HFRAH [95% X M 1)
D IAEMFENTRERIL, AFI+ A © U A~ THETNE [NE~NE] # H, AAI#ET NE [29.08
~NE] A, A U LA~T7HET1998 [17.08~24.61] ZWATHY, KA+ Y L~vT
B 5K OARFNIF 5134 BV A~ T 5120 LFEFHRICH B RIERE 2~ LTz (RAI+ A
U A~ Tih o — N 0.55 [98%(EHHIXH : 0.42~0.72], p<0.0001 [J&%!] log-rank
RE], AEE Y — R 0.63 [98%fE#H X[ : 0.48~0.81], p<0.0001 [J&%!] log-rank

MiE], 20064E8 A 1 BT —% v A7),
* . K 1mglkg (KTE) & A Y A~ 3mglkg (K % [ BIC 3 BRI T 4 B S5 E L%,
A# 3 mglkg (KE) % 2 BEIRINE CAREREE Lz, BHHERGICB O T, AR Z RIS
L. AU A= Z AR OB EET 75 30 458 ORI 2B T 5 2 Btk L,

1.0
0.9
0.8
0.7
0.6
0.5 _ :
041 S &FI+1EYLTTR | -
0.3 A KFIE Do
0.2 O AEVLTTH

BRHF

01 * . ARUO : {T81Y
0.04 - , ; , : , , : : : : , ,
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk# £FHE (A)
FHA+AEYVLTTE 314 292 265 247 226 221 209 200 198 192 170 49
AFBE 316 292 265 244 230 213 201 191 181 175 157 55

AEYL<TE 315 285 254 228 205 182 164 149 136 129 104 34
X 2 OS ? Kaplan-Meier fi#R (CA209067 3RER)




72¥ IRIBUIBRANRE 2R M AR E 2 50 RICAH + A U A~ T HREITOW TGS
L 7214055 1 FEERBR (CA209004 3XBR) D = — b 8 ICBIT 5E%I%E (modified WHO J
HEIZHAS < CR UE PR) 1F, ABFIRIERIGIREE T 46.4% (13/28 151, 95%[EHIX[H :
27.5~66.1%) . {LFRIEBEIRIE BT T 38.5% (5/13 f5il, 95% 54X [H : 13.9~68.4%) T
HoT,

(PD-L1 F&BLIRPUR DA 2 Mo OV 424)

WAV MAHRER (CA20906755R) (THEAAN B2 BEOT — X ITHES& | JEEHM
23V CPD-L1 258 U 7= EEHIa s i 281G (BLF, TPD-LIFBIER] &vvo,) 5l
(ZHRER AN IRIT 2 AT > e A IMER L EVEOFRERIZIU T O LB ThoTz,

ARHMPEICEI LT, PD-LIZEBIRD 1% AN (PD-L1<1%) OBFHEM & i L T1%LL E
(PD-L1=1%) DEFHEMTA Y A~T7 O _EFREEMEMEA 2R S U (F),
BB, AH+A ) A~ TROREET T 7 7 A JVIEPD-L1 <1%0 BE M & PD-L1=
1% D BFER TR TH - 72,

PD-L1RERFE1%KH PD-L1FEHE1%LLE

HRHF

1.0 \,\.ﬂ{ 1.0
0.9 o 09
~¥_\\, =
0.8 " - i
A 08 \ g T
07 i 07 e ' -
e P
08 hh\’\-_;: e, "W g °° N
05 SO 7 05 T
g 3 TR
04 e e - ; e,
S AMAAEULTTR e 041 e Aml+qEyATTR C
031 A xmm e 031 A Hwmp =
0.2 O A1EVLTTH 021 -G AEULTTH
04 * ARUO : fTH1Y 011 %, ARUO: 141y
00 00 T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk& EHFmm (7) at risk# EFHM (A
FMHAEULTTH 123 113 102 91 82 8 79 74 74 72 66 18 4 0 FF+AEYLTTH 155 144 132 127 116 112 105 102 101 99 8 27 3 0O
A#B 117 103 86 76 73 65 62 59 57 55 50 16 2 0 B 171 165 158 148 139 131 122 117 112 109 98 36 1 0
AEYLTTR 113 96 8 79 71 61 57 50 44 43 32 10 1 0 AEYLTTH 164 155 138 126 115 102 89 83 77 74 64 21 2 0

X3 CA209067 FRBXD PD-L1 EIHEH|TD OS D Kaplan-Meier Hif
(£E : PD-L1<1%DBELM. A : PD-L1=1%DBEER)



@IEFE LR MAHFRER (ONO-4538-21/CA209238757)

SEARUIERE O IMb/c 1/ IV oM R aME A 906 1 (A ARNEHE 28 Bl Ede, AFIRE
45371, A BV A~T (GEETHfLZ) BE453 ) Z2XRIC, A BV A~TExRE LT
AF) 3mglkg % 2 MR CAEMEHE LZ & & OFMER DR 2MEEZ R Lz, EERH
HH Th 5 MM (P i [95%EHEXMH] ) ORISR RIE, AFEET NE

[NE~NE] # A, A U A~T7HETNE [1656~NE] A THY ., AEFNIA Y L~vT
(2 RPN BAER 27~ LTz (v — R 0.65 [97.56%f5 48 X[ : 0.561~0.83] |
p<0.0001 [J&5H! log-rank FiE]. 2017 46 A 12 A5 —% v b4 7) |

* : AJCC (American Joint Committee on Cancer) J#iZydE (55 7 B0 (CE < G4,

1.0 2=

0.9 —A— XFHIH
L — AEYLTTEH

0.8

0.7

0.6

0.5

0.41

i Bt Hr di¢ B8

0.3

0.2

0.11

0.01

T K T i : T T i T : y T : T . T T i T

0 3 6 9 12 15 18 21 24 27

at risk#k mEBEZEAFIAR(B)
AFIEE 453 399 353 332 311 291 249 71 5 0
AEVYLTTE 453 364 314 269 252 225 184 56 2 0

4 EEREAELEHM O Kaplan-Meier Bt (ONO-4538-21/CA209238 3RER)



(24 14]
OEMNE TR (ONO-4538-02 55k)
BHEFRITIAHE (100%) (ZRD BV, KH L OREBEBRPEETERVEEFRIT
30/35 B (85.7%) IZ#B®H LTz, FHHEN 5% EORIWERIZTRO LB ThoTz,

1 BBED 5% EORER (ONO-4538-02 3UR)

FREBIRIIE BE (%)
FEARGE 35
(MedDRA/J ver.16.0) 4 Grade Grade 3-4 Grade 5
AEIER 30 (85.7) 9 (25.7) 0
Ao WA
FODR IR BEREAR T E 5 (14.3) 0 0
A Rk
T 4 (11.4) 1 (2.9) 0
L 2 (5.7) 1 (2.9) 0
RIS 2 (5.7) 0 0
—i% - BEEER L OGN OREE
% 5 (14.3) 0 0
& 2 (5.7) 0 0
FEEN 3 (8.6) 0 0
R R P
ik 2 (5.7) 2 (5.7) 0
NN
ALT #5n 4 (11.4) 1 (2.9) 0
AST H#&/n0 5 (14.3) 2 (5.7) 0
A7 /L7 2 R 2 (5.7) 0 0
A CK #4hn 5 (14.3) 3 (8.6) 0
M7 L7 =8 2 (5.7) 0 0
o> Ko RN 2 (5.7) 0 0
17 LDH ¥4/n 5 (14.3) 1 (2.9) 0
1A TSH > 3 (8.6) 0 0
ifi. 7 TSH $50 7 (20.0) 0 0
CRP #5/1 5 (14.3) 1 (2.9) 0
IR ERE S N 4 (11.4) 0 0
y-GTP #3/1 4 (11.4) 4 (11.4) 0
R R o B 2 (5.7) 0 0
~NES v U 3 (8.6) 1 (2.9) 0
U 2 REREE D 5 (14.3) 1 (2.9) 0
I R ERER 2 (5.7) 1 (29 0
i R faFn AR T 2 (5.7) 0 0
i SRR Bk 2 (5.7) 1 (2.9) 0
R I ER S ek 2 (5.7) 1 (2.9) 0
M ifn BR %Rk 6 (17.1) 0 0
WEdfE T3 H50 2 (5.7) 0 0
WERE T3 98 8 (22.9) 0 0
WERE T4 98 6 (17.1) 0 0
WERE T4 H90 2 (5.7) 0 0
U U~ FR--H 3 (8.6) 0 0
M ALP #4500 5 (14.3) 1 (29) 0
HUHIR RIS 3 (8.6) 0 0
R~ — 7 —HaA N 2 (5.7) 0 0
HUZHUREE N 2 (5.7) 0 0
VR A S N = e G ) | 4 (11.4) 0 0
ifi. /R CK Ja 2 (5.7) 0 0
BRI L O ARk E
RE 2 (5.7) 0 0
TR R IR
W P 2 (5.7) 0 0
K= 2 —m XF— 2 (5.7) 0 0



2B RS
FEARGE
(MedDRAV/J ver.16.0)

Btk (%)

35

4 Grade

Grade 3-4

Grade 5

R % L OVK T ke
B
= 5 FEIE
95
I INTRZSING A
AR TR R ¢
e ST

1

6 (17.1)
1 (31.4)
2 (5.7)
2 (5.7)
2 (5.7)
4 (11.4)

(=il == e

S o oo oo

7k, MIEMEMEE 16 (2.9%) . KIBK -

HEOTHILG] (2.9%) | FRREFES 4

(11.4%) . JITHsnelsa 5 6 (14.3%) . BHERERE 2 B (5.7%) . FURIRHEREREE 8
(22.9%) | BIEFEE 1] (2.9%) . BEORFEEE 16] (2.9%) K5 LE I Kk 145
(2.9%) MO BTz, F7o. FEREEEERT ., infusion reaction, 1 BUBEIRIE, WL,
BIEMEEIE, Mok - MRS, DR, Bk, TR, MBUHRIRE X A3 F— KU
P ML IR P SEBEIR 1378 D Te o Tz,

HRFzate) 2aTERETT,

@EWNF OB (ONO-4538-08

AIER IR EIE RS (FRR A

BHEFEGIL 2224 B (91.7%) (TR i, AAE OREBERPTE T WA ESR
G213 18/24 Bl (75.0%) (2R BTz, FEBLEN 5% EOEWERIZ TRDO LBV ThH-

770
&2 FRBZN 5% EORIEA (ONO-4538-08 3ER)

B BIRYHE Fi%x (%)

FEAGE 24 151

(MedDRA/J ver.18.0) 4 Grade Grade 3-4 Grade 5

EEIEN 18 (75.0) 2 (8.3) 0
N3 IsfEE e

PR AR AR T E 6 (25.0) 0 0
H Ik

G 2 (83) 0 0
— % - 2FEER L OGN OREE

PR 4 (16.7) 0 0
R ARES

iR 2 (83) 0 0
Rt KOsk E

BRI 2 (83) 0 0
M, MEREs &k ORIk =

Bl 2 (83) 0 0
B3 K O TRk

=} 5 (20.8) 0 0

% O FEIE 5 (20.8) 0 0

R IR Y IN & 2 (83) 0 0

B, KGR - BEO TR 2 6] (8.3%) . IFHEREREE 1 6] (4.2%) . T EAHE
161 (4.2%) KOHIRIBERERES 7 61 (29.2%) 723
MR E (7 v - NU—EGERESE) | B E R RTEMEBRE) | &

10

AE
RO, Fio. MEMMRER,



infusion reaction, 1 AUWEIRY. FHEO RS (BEREIREGR, 2B, FRE
EE) | BER. EREMEESE, MO - B, S E O MRK. Lk, FR. TR, B
FRRMARNE / X A 3T — R OV VR I NGB PR SR BER I TER D B2 o 72, ARIWERFE
BURDLIZBIE S (BRRRAEER T 251) 28 0EHERE =T,

@UEAFEIFERER (CA209066 ABR) V

BEFGIIAFIRE 192/206 6] (93.2%) . DTIC £E 194/205 1] (94.6%) (238D S, TR
BRE & DK RBIFR N IE T 2RV FEFRIIARAIRE 153/206 41 (74.3%) . DTIC £ 155/205
B (75.6%) IZFBD HAVTZ, WT IR THILEEN 5% L LORIERIZT TR LBV T
HoT,

#£3 DTN OEETEIARN 5% EOBIER (CA209066 3ER)
Bk (%)

PN

frae A DTIC #¢
(MedDRAV/J ver.17.0) 206 f1 205 91
4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

RITEA 153 (74.3) 24 (11.7) 0 155 (75.6) 36 (17.6) 0
MgHR LY o REE

B BRI E 0 0 0 23 (11.2) 9 (4.4) 0

i B E 0 0 0 21 (10.2) 10 (4.9 0
H Ik

5K 22 (10.7) 0 0 25 (12.2) 0 0

T 33 (16.0) 2 (1.0) 0 32 (15.6) 1 (0.5 0

L 34 (16.5) 0 0 85 (41.5) 0 0

e - 13 (6.3) 1 (0.5 0 43 (21.0) 1 (0.5) 0
—f% - REREER O G ERoREE

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

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

FEEN 15 (7.3) 0 0 10 (4.9) 1 (0.5) 0
Rt L OseEEE

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

RAEiivR 12 (5.8) 0 0 3 (15 0 0
R E

IEpR 9 (4.4) 0 0 14 (6.8) 0 0
FRE 3 KO PRk

HLBE 13 (6.3) 0 0 4 (2.0) 0 0

St BN 3 (1.5 0 0 11 (5.4) 0 0

% 9 FEIE 35 (17.0) 1 (0.5 0 11 (5.4) 0 0

F95 31 (15.0) 1 (0.5) 0 6 (2.9) 0 0

= EPEAEE 22 (10.7) 0 0 1 (05 0 0

¥, AR IV CIRVEMERZE R 3 41 (1.5%) . KIEZE - TR O T 6 6 (2.9%) .
PRI (T 2« N —EGRES) 28 1 (13.6%) . NTHERERETE 7 61 (3.4%) . &%
REFETE 4 B (1.9%) . FHEEMHERERET 4 41 (1.9%) . FRIMERERES 13 61 (6.3%) .
infusion reaction 15 f3] (7.3%) . 1 ZUBEPRY G 161 (0.5%) . FEFE O F2JEkEE 3 61 (1.5%)
KLOSEIER LB (05%) e b, o, BIREE, WK, BIEMREE, K
% - BERSE, DFRIE. R, TSR, BERUTRLARIE/ < A /3T — K OV M il M4
SRBERIERR O BV o T, ABIWEMZEBLRIUIEERES (FRRMEMEET 2 51) %
BB RE R T,

11



@yFAEIFERER (CA209037 #BxR) 2

B EFGITAAIRE 265268 11 (98.9%) . ALFIEIERE 98/102 1] (96.1%) IZ#DH 5
AU, IRBREE & DR EERN G E T E WA FEFHGIIAAKIRE 199/268 15 (74.3%) . b5
FRIERE 85/102 1] (83.3%) T3 BTz, WFNDRETRILERN 5%LL EORIWERIX
THROEED ThHoT,

F4 WDTNOOBETERARN 5% EOBIER (CA209037 3:ER)
B (%)

o VAS =1
T AT (LR
(MedDRAVJ ver.17.1) - 268 §1 102 41
4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
AEIER 199 (74.3) 33 (12.3) 0 85 (83.3) 35 (34.3) 0
Mg LY /R pEE
25 ifi. 18 (6.7) 3 (1.1) 0 24 (235) 5 (4.9) 0
[ i BR e S 1 (0.4) 0 0 8 (7.8) 2 (2.0) 0
B A BRI E 0 0 0 20 (196) 16 (15.7) 0
i/ Nk SiE 1 (0.4) 1 (0.4) 0 12 (11.8) 6 (5.9) 0
PR
IR BRMSREAR T E 18 (6.7) 0 0 0 0 0
B I
AL 11 (4.1) 0 0 15 (14.7) 1 (1.0 0
T 42 (15.7) 1 (0.4) 0 16 (15.7) 2 (2.0) 0
L 33 (12.3) 0 0 39 (38.2) 2 (2.0) 0
Mg - 12 (4.5) 1 (0.4) 0 21 (20.6) 3 (29 0
—i% - BEEER L O GEN OREE
) E 14 (5.2) 0 0 7 (6.9) 0 0
I 5 82 (30.6) 3 (1.1) 0 41 (40.2) 4 (3.9) 0
EB5E, FER L OWLE A GHE
HEATEE D S 4 (1.5) 1 (0.4) 0 9 (8.8) 0 0
Fife PR AR AT
ALT #50n 14 (5.2) 3 (11 0 1 (1.0) 0 0
AST H41 15 (5.6) 2 (0.7) 0 2 (2.0) 0 0
T rp Bk A 0 0 0 7 (6.9) 3 (2.9 0
RN el 1 (0.4) 0 0 8 (7.8) 3 (2.9 0
M ifn BREsk ) 3 (11) 0 0 8 (7.8) 2 (2.0) 0
B KOsk E
BARIEER 18 (6.7) 0 0 17 (16.7) 0
BRI L O ARk E
RAHiR 15 (5.6) 0 0 13 (12.7) 1 (1.0 0
7 P 11 (4.1) 0 0 8 (7.8) 0 0
PR R
K= 2 —m S F— 1 (0.4) 0 0 10 (9.8) 1 (1.0 0
B 3 (1.1 0 0 10 (9.8) 0 0
A E N TS SRONH e
R ] 5 13 (4.9) 0 0 8 (7.8) 0
F ¥ KO PR RRREE
Wi=BIE 2 (0.7 0 0 28 (27.5) 0 0
D FERE 51 (19.0) 0 0 2 (2.0) 0 0
F95 34 (12.7) 1 (0.4) 0 5 (4.9) 0 0
S NTR N 16 (6.0) 0 0 2 (2.0) 0 0
=k A BE 24 (9.0) 0 0 0 0 0

72k AFIBEZ B TRV MM R 8 1] (3.0%) . KIG4 - EED T 4 4 (1.5%) .
MR REE 33 3] (12.3%) . AFHEREREEE 22 5] (8.2%) . EAERERETE  (JRANE [ MER 2%
52) 5451 (1.9%) . FR RS HERE 2 23 5] (8.6%) . RIIEHfE=E 1 51 (0.4%) . infusion reaction
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10 B (3.7%) . EHEOREREE 1 6] (0.4%) . BER 2 61 (0.7%) KOS E S B 3 4
(1.1%) RO Bz, Fo, FEMERERTE. 1 ANERWE, SEEMEIGE, KK - 86
S, hde. Mhde. BT, RRBUTH ML/ X AT — K OV M i/ NSO M 2R B 7
IXFB O BV o T, ARWERRBUR DU ES S (RRREMRET 2 E5T) 2804%
FHER AR,

G@EWNH TFHER (ONO-4538-1735%)
AEFZITEH (100%) (258D biv, AHlE ORREABPGE TCERWAEFRR LR
il (100%) TR BivTc, FHEENS%LL EORERIITERO LBV ThoTo,
£S5 RBIED 5% EDOREIER (ONO-4538-17 3BR)

LB BRI % (%)

FEAGE 30 f5

(MedDRAV/J ver.20.0) 4 Grade Grade 3-4 Grade 5
RITER 30 (100) 23 (76.7) 0
MgHR LY o REE

S=yii 2 (6.7) 0 0
3 IARE TS

IR R B TR 2 (6.7) 0 0

IR IR AR T 7 (23.3) 0 0

BEELS 2 (6.7) 2 (6.7) 0
H I

5K 5 (16.7) 1 (3.3) 0

T 16 (53.3) 1 (33) 0

] 2 (6.7) 0 0

L 4 (13.3) 0 0

A% 3 (10.0) 0 0

N i 6 (20.0) 1 (3.3) 0
—i% - BEREER IO SELOREE

W55 5 (16.7) 0 0

PR 7 (23.3) 1 (33) 0

RRGPERIE 2 (6.7) 0 0

FEEL 12 (40.0) 1 (3.3) 0
JHENEE R P

SRk e S 5 7 (23.3) 4 (13.3) 0

B 2 (6.7) 0 0
AR AR A

ALT 4 11 (36.7) 3 (10.0) 0

75— 5 (16.7) 1 (33) 0

AST 4/ 11 (36.7) 2 (6.7) 0

v-GTP #41 5 (16.7) 3 (10.0) 0

Y S —FHIN 12 (40.0) 7 (23.3) 0

IR 2 (6.7) 0 0

M7 A )RR T 7 & —FHN 4 (13.3) 0 0
Rt L OsesEEE

&) T A E 2 (6.7) 0 0

&7 V7 v IsE 2 (6.7) 1 (3.3) 0

KT+ U 7 A 5 (16.7) 4 (13.3) 0

BRI 8 (26.7) 1 (3.3) 0
BRI KO ARk E

RAEiiR 5 (16.7) 0 0
R R R

PR 2 (6.7) 0 0

SHYF 5 (16.7) 1 (3.3) 0
M aR, Moz L Ok

R 6 2 (6.7) 0 0
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7k, PRERFETEOM (30.0%) | JTHEREME F 1401 (46.7%) . FARIREEREFEE 741 (23.3%) |

B BIR R il (%)
FEARGE 30 f
(MedDRAV/J ver.20.0) 4 Grade Grade 3-4 Grade 5
T A 2 (6.7) 0 0
F2 &8 KO T ARGk E
D FEIE 10 (33.3) 0 0
W5 18 (60.0) 2 (6.7) 0
RN IN 4 4 (13.3) 1 (3.3) 0

[ 1 it FE 341 (10.0%) | KAk « B o T #3451 (10.0%) | B o Ji7 S P 3451 (10.0%)
T EEAREREREE 21 (6.7%) . 5 & 5 IS 1451 (3.3%)  BEAARREARAE/ X A4 /X F—24 (6.7%)
Fe OV RImAR ZERRE L] (3.3%) 2358 Hiviz, F7-, BHREkEE, FIRMEERE, 14
PERIG, e, BAEAIE)AE, AN - B, infusionreaction, DoflZe. Ahdk. sk
I/ NI PSR BRI K OF R IT380 e o 7z, ARIWERRBURDLIZBSEE S (R

AR 25T ZatE

@M/ IR (CA20906775R)

AEFRGIIARA A+ A BV L~ 731231361 (99.7%) . AFIEE312/31361 (99.7%) . A
B U L~ 7 HE308/31141 (99.0%) (258D HaL, TRERIE & ORRFEBENEE TE RWAHE
FGUIARK + A BV A~ THE300/31361 (95.8%) . AFIEE270/31361 (86.3%), A BV A
~ 7 HE268/31141 (86.2%) IZ588 BTz, WIT I ORETHRILEN %L EORIERIZT
RDOLEEY THoT,
#6 WTNHLORTREEN 5% EORIEA (CA209067 3=ER)

AT R &Y,

B (%)
DL YA
T RATACY LT A T AT
(MedDRAJI ver 19.0) — 313 5 313 5 311 51
4 Grade Grade 3-4 Grade5 4= Grade Grade3-4 Grade5 4 Grade Grade 3-4 Grade 5
2RITER 300 (95.8) 183 (58.5) 0 270 (86.3) 65 (20.8) 0 268 (86.2) 86 (27.7) 1 (0.3)
PN 3 AR
FOIR e e e E 34 (10.9) 3 (1.0) 0 15 (4.8) 0 0 3 (1.0) 0 0
RO IR BEAR T E 51 (16.3) 1 (0.3) 0 32 (10.2) 0 0 14 (4.5) 0 0
EELTS 23 (7.3) 5 (1.6) 0 2 (0.6) 2 (0.6) 0 12 (3.9) 5 (1.6) 0
H I
e 28 (8.9) 1 (0.3 0 18 (5.8) 0 0 28 (9.0) 2 (0.6) 0
PNTS 40 (12.8) 26 (8.3) 0 7 (22) 3 (1.0) 0 35 (11.3) 24 (7.7) 0
(EE 12 (3.8) 0 0 19 (6.1) 0 0 17 (5.5) 0 0
I 142 (45.4) 30 (9.6) 0 67 (21.4) 9 (29) 0 105 (338) 18 (5.8) 0
M Nz IS 19 (6.1) 0 0 13 (4.2) 0 0 7 (2.3) 0 0
CIVT 88 (28.1) 7 (2.2) 0 41 (13.1) 0 0 51 (16.4) 2 (0.6) 0
M - 50 (16.0) 8 (2.6) 0 22 (7.0) 1 (0.3) 0 24 (7.7) 1 (0.3) 0
—i% - REREER O SEOREE
77 i 31 (9.9) 1 (0.3) 0 25 (8.0) 1 (0.3) 0 17 (5.5) 2 (0.6) 0
B 22 (7.0) 0 0 12 (3.8) 0 0 10 (3.2) 0 0
i 118 (37.7) 13 (4.2) 0 111 (35.5) 3 (1.0) 0 89 (28.6) 3 (1.0 0
FEEL 60 (19.2) 2 (0.6) 0 21 (6.7) 0 0 21 (6.8) 1 (0.3) 0
g AR AR A
ALT H4/0 59 (18.8) 27 (8.6) 0 12 (3.8) 3 (10) 0 12 (3.9) 5 (1.6) 0
77— 23 (7.3) 9 (2.9) 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (1.3) 0
AST $#0 51 (16.3) 19 (6.1) 0 13 (4.2) 3 (1.0) 0 12 (3.9) 2 (0.6) 0
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BiEx (%)

el FATAEY S TR A eV LT
(MedDRA/J ver.19.0) 313 1 313 f 311 41
4= Grade Grade 3-4 Grade5 4 Grade Grade3-4 Grade5 4 Grade Grade 3-4  Grade 5

T X—C N 43 (13.7) 34 (10.9) 0 24 (7.7) 12 (3.8) 0 18 (5.8) 12 (3.9) 0
PRERD 19 (6.1) 0 0 10 (3.2) 0 0 4 (1.3) 1 (0.3) 0
Rt L OsesEEE

AARIRGE 60 (19.2) 4 (1.3) 0 36 (11.5) 0 0 41 (13.2) 1 (0.3) 0
T EHSR 3 KO ARk S

BAfR 42 (13.4) 1 (0.3) 0 29 (9.3) 1 (0.3) 0 21 (6.8) 0 0
ik 17 (5.4) 1 (0.3 0 15 (4.8) 1 (0.3 0 9 (2.9 0 0
TR

FEIED W 17 (5.4) 0 0 15 (4.8) 0 0 11 (3.5) 0 0

R A H 14 (4.5) 0 0 18 (5.8) 0 0 9 (2.9 0 0
SR 34 (10.9) 2 (0.6) 0 24 (1.7) 0 0 25 (8.0) 1 (0.3) 0
Mg, BOERES K OEhR

AL 24 (1.7) 0 0 20 (6.4) 2 (0.6) 0 15 (4.8) 0 0

IR TR 36 (11.5) 3 (1.0) 0 20 (6.4) 1 (0.3) 0 12 (3.9) 0 0
fitifigz 2 21 (6.7) 3 (1.0 0 4 (1.3) 1 (0.3) 0 5 (1.6) 1 (0.3) 0
KR F KO FRERkRE S

& WA 15 (4.8) 0 0 17 (5.4) 0 0 11 (3.5) 0 0

5 FEAE 112 (35.8) 6 (1.9) 0 67 (21.4) 1 (0.3) 0 113 (36.3) 1 (0.3) 0
S 91 (29.1) 10 (3.2 0 72 (23.00 1 (0.3) 0 68 (21.9) 5 (1.6) 0
BEIR Bk E 5 38 (12.1) 6 (1.9 0 14 (4.5) 2 (0.6) 0 38 (12.2) 1 (0.3) 0
S EVEAEE 27 (8.6) 0 0 28 (8.9) 1 (0.3 0 16 (5.1) 0 0

B, AB+A Y A~ TR W TR ESSH] (27.5%) . AFFERERRE 10241
(32.6%) . HARIRHEREFREESTHI (27.8%) . BHEREREE 2161 (6.7%) . [FEMEMYE 25

B (8.0%) . KiFZE « HEED FHI60HF] (19.2%) . BEE DR EEE221H] (6.7%) . FiE
RBEREREE2761 (8.6%) . FIEHEBEREE 1451 (45%) . BEZ3MI (1.0%) . MMk - s
221511 (0.6%) . infusion reaction 13f (4.2%) . 5 & 5 55341 (1.0%) . 72361 (1.0%) .
RERL T RRAE / < A3 F—5001 (16.0%) | T 714451 (4.5%) K& OVF IR ke ZE 42 e 2451 (0.6%)
MO BTz, Flo, VRBERIE, BEIEFEAE, O R & OV i MRS S5 5T
TR IR Do T, RFNBEIZ I W THIRRFEE66/1 (21.1%) | & RERE T 2461 (7.7%) |
FOR IR RERE 4761 (15.0%) . BREREREE 36 (1.0%) | [IEMEMZEESH] (1.6%) |
KIG% « B D FFI1661 (5.1%) | HEE OO J JiFR 3811 (2.6%) . T TR RERR F 311 (1.0%) |
R B RERE 301 (1.0%) . EK3H (1.0%) . infusionreaction 1445 (4.5%) . 5 & 9
2200 (0.6%) . BERUHRMEAE/ S A/ 3F—2861 (8.9%) . AF4c2M (0.6%) M ONERMRIL
FRIERRIELR] (0.3%) 2RO O, £io, VRIBERWE, HEAEMMEE, MK - B,
O AR e OV PR i MR PESRBE I 3GR 8 B AL 720 o 7o, REIME A ZE BRI X
BliEES (MRMAMEET 25T 2308 RE =T,

RIREIERAN e 7 Bt RAJEEE 250 RICAA+ A © U b~ TG ARG Uit e
I #H5ABR (CA209004 #kER) D =7k — b 8 IR\ T, (LFRIERIBIRBE 28 ] L (L 2F70R
ERER A 13 6 & O T, ZaMIcUfE e 2ZRIIRd oo ol,

15



DEFR LR A RER (ONO-4538-21/CA2092387:57%)

BEFGIIAKIREA38/4521% (96.9%) . A &' U L~ 7 #E446/45301 (98.5%) (2780 5
A, IRBREE & ORRBRMAEE T E WA FFGIIAHINEIBS/452145 (85.2%) . A '
I~ 7 REA34/45301 (95.8%) IZFED BT, W ORETRILRIE% L, EORIVEMIX
THROELEEY ThHoT,

KT WTNLOFETRIEERN5%L EORIEA (ONO-4538-21/CA209238305R)

Bi%x (%)

A BIR 5

HoAZE ARANRE A Y LT HE
(MedDRA/J ver.20.0) 452 3l 453 {7
4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

EIEM 385 (85.2) 65 (144) O 434 (95.8) 208  (45.9) 0
B HE R L OV AR Rk

RAEfiR 57 (12.6) 1 (02 O 49 (10.8) 2 (04 O
5 PIR 35 (7.7 1 (02 O 19 ( 42) 1 (02 O
H b

T 110 (24.3) 7 (15 O 208 (45.9) 43 (95 O
HITIN 68 (15.0) 1 (02 O 91 (20.1) 0
HEI 29 ( 64) 0 0 46  (10.2) 1 (02 O
M 12 (27 1 (02 0 44 ( 97 2 (04 O
M N RZIG: 24 ( 5.3 0 0 14 ( 3.1 0 0
NI DS 9 ( 20 3 (07 0 45 ( 9.9 34 (75 0
— i RHFEERBLOE GO REE

I ST HE 57 (12.6) 1 (02 0 53 (11.7) 4 (09 O
957 156 (34.5) 2 (04 0 149 (32.9) 4 (09 O
FE 7 ( 15) 0 0 54 (11.9) 2 (04 O
FRIR AR AR

U R—PHIN 30 ( 6.6) 19 (42 0 26 ( 57) 6 (35 O
ALT #80 28 ( 6.2 5 (11 0 66 (14.6) 26 (57 0
AST #41 25 ( 55) 2 (04 O 60 (13.2) 19 (42 O
77— 25 ( 55) 9 (20 0 14 ( 31 5 ( 11) 0
KRB LORAEREE

FARIBOE 18 ( 40) 0 0 39 ( 8.6) 1 (02 O
PR R IR E

GV 44 (97 1 (02 O 79 (17.4) 7 (15 O
IR L O THLfkREE

BER IR % 24 ( 53) 0 0 50 (11.0) 9 (20 O
EOPEIE 105 (23.2) 0 0 152 (33.6) 5 (11 0
2 90 (19.9) 5 (11 O 133 (29.4) 14 (31 O
A& N PSRN ON ]

W1 ) 15 ( 33) 2 (04 O 24 ( 53) 0 0
W WAk

R BB RR (X T AE 49 (10.8) 1 (02 0 31 ( 6.8) 2 (04 O
FOPR IR A RE TTAHESE 36 ( 8.0) 1 (02 0 18 ( 4.0) 1 (02 O
IEELTS 7 ( 15) 2 (04 O 48 (10.6) 1 ( 24) 0

k. ARFIBCB W CRBEMEMZER 11 6] (2.4%) | BB RMRAE/ X 45 —48 f
(10.6%) . HNTRERERET 40 51 (8.8%) . FURMRBEREMET 91 51 (20.1%) . #RiLFETE 83
Bl (18.4%) . BHERERETE 6 1 (1.3%) . RIEHERERT 6 6 (1.3%) . NEAHERET
8 1 (1.8%) . infusion reaction1l f5] (2.4%) . KB - EE O T 21 ] (4.6%) . &
FE D Rz kR 5 41 (1.1%) . 1 AUBEIRS 161 (0.2%) | B2 341 (0.7%) . 5 & 9 IR
2 5 (0.4%) . FF22 341 (0.7%) 2RBDBNT-, F/o, HIEMEIIE, LK. K.
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o M L/ ISR PSR BE . AR - Bl AR AR FERRE M OB MERRAE 2213580 &
Nrpinoie, RREWEHIZESURILIIBE SR (RRRAER T 2t 2o Bt
Y,

1) Robert C.et al. : N.Engl.J.Med., 372 : 320, 2015 (CA209066:85%)
2) Weber J.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 #5%)
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[ - HE]

AANOREMEDENEET NV EFIH L2V I 2 b—2 3 1280 AA 3mgkg Xik
240 mg % 2 JARFIR TR G L 7ZBROARE O MG TIRED T Sz, ZORFR, AH
240 mg &G L7 BROGEER EIL, AH 3 mgkg b L 7cBROGREE & & ik U TRl
T ETRIENTZLOO, ERANBEIZBOD THERMENHER I TV AL AE (10
mg/kg % 2 B CHE) TARFZEG LIZBEOBREE & & g L CRMEE =7 & T3
S (FR). M2 C. BEROBIEC I 57 — 2 1C 5% | A% 3me/kg X% 240 mg
Z 2 AR TG L2 BERO A O R & & A M SUTL 2 & O 2 Gt 2 1%
BSUSTET VDR S, BBz DWW TREID TR, ERRo ML - HEo
WA O SVEICHME R ER T W E Pl SN, -, BEERAERAE BT
DT —HIZHAD X AH 1 mgkg XL 80mg &A1 vV A~7 3mgkg & 3 ¥ MM CH
B U T BROAHN O EE 7 & 22tk & OFE A a2 LUSE T VAMEE S 1L, i
BREIZ DWW THREI DM TN IR R, ERRO ML - HEOM TRt 2R T wn
EFPHlENnT,

K8 FRDOKMERNT A—F

- Cimax Chmind14 Cavgdl4 Cinax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
S mefke Q2W (352 7608) <10-17?'264-5) (17-21‘,"333.9) (75}){3;71) (27.612,'107) (42.717,’?27)
240 me Q2W (51?1%.103) <15-22?'354-6) (25-31‘};7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mglke Q2W (14;,9;19) (51.62T '739.2) (79.9(?,'?14) (33?,9232) (18421,1 ;13) (23$,7§86)

FRAE (5%, 95%40) . Q2W = 2T HEINE. Cmax : HIEIEE 522 O fie i ML R EE . Cminata : A 5-#2 14
AR 2 RARMIEHHRE, Cavears : MIFHERGZI40 B £ TOFHMFHRE, Crnas 1 EFRIEICE
T2 i MIE L. Crminss 1 EFIRRBIZ I D RIS PHREE, Cavess 1 EFIRREIZ 51T D F- M1 o
TR

F 7o ABIOREMEYBREET LV EFHLZY I 2 b—3 3 2k b | AHI480mg
% 4 ARG CRG SUIBEARR O ik « FH B TR U 72 BR O ARK o i i B 23 et
Sz, ZORER., K| 480 mg % 4 HEMR TR G L0 EFIREBIZB T 2 i
EHIRE (LT, TCagss) &V, ) 1%, AKI240mg % 2 H[EREIFE TEG L 72BED Cavgss
CHUT DTSN (FR) . E£7o. AH41480 mg % 4 BRI TG LIZBEOE
FARBEIC R T D@ MmiBEFHIRE (LT, [Craxs) &9, ) (X, AHI 240 mg % 2 [
[FIRR CTHE L72BE D Craxss & W L TREZ R T & TS N2 b OO, AARNBEICE
WTEARPENHER STV D M - I8 (10mglkg % 2 MR T#HE) TAF &5
L72BED Craxss & I L TIRME A~ & FRIS 2 (FHR) . Mx T, EHoEEICE
J5T—H IS E AKI3mglkg ((RE) F7-13 240mg % 2 HEFMFE. # L < 1IAA
480 mg % 4 BN TG L 72BOARKI OIRTE R & A 32 et & o B % M
TAHRBSOCTT AR SN, YiZEEICOWTRBM TR R, Lok -
A BEOR THIWE R VLSV 28T Vv & PRl E vz,
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K9 AROEYBIE T A —F

s - B Cmax Cmind28 Cavgd2s Chmax,ss Chmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (png/mL) (ng/mL) (ng/mL)
3 melke @2W (35-52{ ‘760-8) (16-§?f0-3) (21.321 ??3.9) (75.%){3171) (27.612,'107) (42.717,’?27)
240 me Q2W (513%Z03) (23§?§;1D (30222i19) (10§?354> (41%2?58) (62i?%87)
480 mg QW (10;?207) (15%?174) (37ES§;8) (14?}236) (272i?37) (62i?287)
10mehg QW | (146'30) | (s65152) | (ot 14) | (29,95 | (14303 | (36 97)

i (5%, 95%/5) . Q2W : 2B IREIRE. Q4W : 4MAMIREIFE. Cmax : FIEIHE 514 OB & ML i EE
Cumind2s : A 51428 H B IZ351TF 2 IR MG H IR E | Cavears : PIRIEE G428 B B £ TOE) M FIRE,
Crnaxss © JEFIRRBIZ T D I M5 TR, Cuinss : EFIRRBIZIT D HARIMIE FHREE, Cavess : EFIRRE
21T B I IE PR
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4. fEFIZOWVWT

MR UIBR AR 72 MR A RS (S T 2 56123, &GRS & U CERAREA (45
) DO TNDZ &0k, éumﬂﬁ%uﬁtﬂ ’%MT%%&M XChHDOLULENDD, £
O LT, EHES Y X7 EHGHE (RMP) ([ZHD X AR O EES MR SUEE ~D 1k
HilA3 8 2 Mgk T o T, AN OE G- 72 BE A2 2Wr - K58 L, AFOBGIZ LY HEZR
BIER 238l LT-BRICxHE T 2 Z E 3B e 7o, LLFOO~@ DT &iili7= 3 Mizk iz
BWHEATL2RETH D,

O MEFITOWVT

@1 Fieo (1) ~ (5) OWVWTNNICEYT D ThHhDH Z &,

(1) EAFHEREDEE T 205 ViR PE S G BT RDS A2 RE L AR P
HIIEEAS A RS BB AR, Mtk )s A 2Rl 7 &)

(2) FEEHERERPE

(3) HBENFIRA TG E T 2 0 AP (DS AR REEEIE ERPE. 25 AR
B wEE. S AR R &)

(4) SRALFIRIEE AR E U, SRIEE L ARIEZERE | UIS IR b 2 R
2 ORERRFEEITLR D 21T > T D filiak

(5) PrEEMEREREAI T E BINR Ol R IR B i 21T > TV 5 itk

O-2 EMERGREOLSRRE K ORINE JEBURS O XIS 57 72 Jnik & 5k &2 R D EE Rl
(FEROWTINITIEE T DER) 23, YEZEBOAFICET HIGROBMEE L LT

BESNTNDZ &,

*

o [ERIGFFHUSHR 2 FFOPNHEZE T L7212 5 FFLLED D ARIE O EFIRIHE %
fToTCWBZ &, 96, 24U BT, BAERYERELZ T & LZRRESEZONHE %
{THoT WA &,

o [EARFFESE 2 FEOMMINME ZE T L72RIC 5 L1 Lo B IR 2R O
IR Z AT LTV D Z &,

@ BENOERREREROERITONT

R BT R 5 BT L S, BUESERE D ORI N, A - 72
SIS MR OB L OVERTES T X3 2 MR 0L, A EHEARA LB E ORE
W RTINS KNS TN T L,
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@ EWEADIRIZ2WT
®-1 BIVERRBE O EAEIC B3 5 B

MR MERR B O EE R BITER R AE LZBRIC, 24 BRRIR2IRIKHI O T, ik X
IR AR 23 T B L2 BIPERNICIS U CABRE B KON CT ZOFIVER ORI 4
FAREORRNY A IS I, BEHICRHG TR AR 23> TN D Z &y

@-2 BEFRUEFHEIC L 2FEFEELAMGICET2EH

AR 2 MR R L OB e 2 AT b EREFEEDNEER =4V > 7/
HEOIERD ATV —= T ZfTWEIRE LR L LA TE 5 F — AERES
SN TNBZ L, B, BEEFICHOWT, DAERE L ZTOFRICHSICEmEnT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

RIVER (FRVE MR BTN 2 | EAEMEEDAE, O R, Mk, B RARE . RIBXK.
NBS, BEO TR, 1 BBERE, BUEATIR. T2, IS TR, mifbrEiase
%, HURMRBEREREE . MRS, MhRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7RMIKFET, MEKERIEMERE, F5EZ.
g, BEOBHR, SEIRERK, BEORERIR, WERFEE, OEfFEE (OERE) -
RN - DEEEISNNHESE) | ARZFEREE . MRS H M, L) (Txf LT Yikhiisr X3l
BRI O BRI 2 A 5 [EAD & 8 U (RHWER O ZWroxt eI B L THRE R USSR
EZITONLEMICHD L), EHITHEUIREN TE DEHINES>TND Z &,

pEu]
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5. Bt sBE

(H2hEIC B+ % F]

O TREOBEIZBWTAFDOFRMEN RSN TN D,
o ALFIRIERIGR K OBEE R OARIGEIERANRE 72 TUHT/ IV ] SO L FR58 o v R aiE

B

o SERUIRFZOIb/e B/ IV Y o BAfEERE BT DI E
723, BRAFBEE AR Z6 T 5 BEIZHE W TL, BRAFBFEANC L 210K LB ET
HZk,

@ AH+A Y L~ TEREIICFFRIERIBIRORIGUIR A 2 BN R A S 255
& L=/ S IARRER (CA20906735R) ICBW T, MR E S A B Y A~THKE
2k U CHMERRGES LTV D, 7212 L, KA+ A B Y A~ 7 H5 & K| B
5% Wl U - R B HEHI B W T, PD-LIBRILICE D A BV A~T D L3
HNRD R DBAN TR ENHFERPELNTND (Tp2) , 2o, Rk
UIBR A RE 2R B R AE R 2N T, REIE A Y AT L OPFHEE O % f
Wrd 23540, PD-LIEBRE* 2RI 52 ENEE L, PD-LIEHIEN1%LL ETH
D EDHER SN BE TR WL, JRHL AFRIEMER LS 2 BT 5, k. BiIG
UIBRARRE e B i RS 2 )b S & L7-3oL 28 T AREBR (CA20900473805%) D =2k —
R8IZIH W T, (b FIERIRE BE &AL FHRIEBRIREBEE & ORI TARAI+ A U A
~ 75O NECIE R ZRITIRD DTV,

kARFIOBZWE L L, RFE4 : PD-L1IHC 28-8 pharmDx [# =t | 28&BR ST\ 5,

(1) AJCC (American Joint Committee on Cancer) J#ilisyde (55 7 i) (<33 < G
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[z etz B4 5 4H]

O TRIZEY T D2EEIZOWVWTIAR DR ENER L SN TN b, 5217
DRV L,
o ARFNDEGTS LISBUEDREERE D & % BH

@ IRBEATOFMICIS VT FRLASHE S T 2 BB IOV TR, ARl O GIIHERR S 20

D, AOIRERIUL A 2 WG EITIRY | HEICAFZEHT 22 2BETE D,

o MEMMEEDOAI IO H 5 EE

o JRER AR A CRVE S 2 58 6 D B K ONEEME O S i g 2 S0 G i ¢
LEORICRIEMEA DD EE

o HORERBOED, UHEMER7ZE L < ITZHERMED B O/ kB OB TR D
b oHBE

o EERBAEE (&R A 5 Te) Db D ERE

o OB IIBEE A AT DA

*  ECOG Performance Status 3-4 2 0B

(20 ECOG @ Performance Status (PS)

Score | EFe

0 | &<MERIEEH TS5, BT LlFE U HEAERPHRZ AT D,

PRREIZI LUEBNTHIIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
Bl - BEOFE, FHEE

TR CHSOH DRI O Z LT T N TRHREIEDBEEIZTE 2V, B O 50%LL Bid~y R4 Tl 27,

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ TiaZd,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+ T4,
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6. EICEL THEETREHH

WA GRS 2 RS ER DT 2 BB 235 & ARH 0 Rk I OV E
DT OIZ B H A2+ L TR 5 2 &,

TRRBARIZYENE D | B UXZE OFEIEITH IR OERRIEZ 53 L, [FEZ2 15
ThroHEETH L,

RIRCIBRARE R M R AEBE BT AR LA ) A~ T L O ARG ORI&
R 856, PD-LL BLR L MERT 5 2 ENEE LAY, PD-LL FBLR iR
TEXRWERIZIE, AFE A BV A~T7 L OUHOBEES 2@ fWr Lz L T#ks
THZ L,

FREWEHO~H T AL MZOWNT

@

@

MEMEMEER S LD Z ERH DD T, KFNOEGIZHT-> T, BARE
W (REWR ARIEE, imk, FEEVE) OREFE M O X M o i, Bz -+
ZATH 2k, Fio. KBS UTHES CT, MiF~—"—%0Ma %2 £t 5
Z &,

AFNOFEILEE O infusion reaction (2 2 CTEARHI 43Rk D T 5 U
i ZAT -7 L CTBRMET 5 2 & £ 72,2 B B LB O A A 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEGH K OARA G T #IT A Z A
CERAET 5%, BEORBEL SIS 52 L, 7eF, infusion reaction &
FHLLUICGA IR, R TOBE L OERD TERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIRE . TRAEERET R ORIBEERH 6D Z B3 HDH DT,
AFN D ¥ 5B aERT M O G-I I E IR N3 sk rE iR A (TSH. 1028 T3,
FERE T4, ACTH. I =V —VEORIE) #FEhid 52 &,
AFNOFEEGIT LY | BEORERISIZERT 5 &5 2 bildikx IR BOW e
DHLLNDZENHDH, BENPRDOONTHGEITIL, BERLEFRITL U
B 72 05k & BRBR 2 Ff- D[RRl & i U Cal bl 2 B ne W 217V 18 O 5
FOSIT X 2 BWER 2 o 2355 1id, AFNORIE T I, R ORIE RE A
NEROBRGELBET DL, B, BIERERLVE L OEGIZEVEIE
HOYEERFRD IR WIGEITIE, BB RE AV LISt o Sz il Fl o8
LEETDZ L

BT %, OB OE ARRE L T LEWERDBET 2 Enb D729,
AFN OG- TZRICORIEHORBIZ2IZEET H 2 &,

1 BUBE IR (BIE 1 BUBEIRS &2 5 de) b bbdv, BERPMES F 7o R—v X
ICEBDZENHLHOT, Alg, D, EHFEOREROBHRCMAEED L2
DERETAHZ &, 1 BBERFN DN -G ICiEREEZPIE L, AR 8l
H O 5E DU R LEEITH Z &,
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o BBEATZ. IS, ITHEREREE . TR, BLHERERDRHODOND 2 ENH D
DT, EHWITITHEEERE LTV, BEOREZ+SICBET 52 &,

o BEIMERNHODONDZ ENHDHDOT, IROEF DAL T HERT 5
&, o, ROEFENRED ONIGEITIR, HeNCEREREL X2 T2 X
IREEEET L L,

IR BIBRANRE 72 B BB BB T - 2 BRI, AR DERRRBRIC W T, &5

BRLEND 3 W HUWN, ZRLAREIL, &EFE G 1ERIL 6 B Z & G 2D

flizAT > TWIeZ L A2BEBIC, REIFEGHITEMICHROMEREZIT I 2 &,

SEA YR O M B AR EE ~OWT R MBIRIE & LT 2 BRI AFIOERIR

AR T, 12 @ Z S ITHEIMEDOFHT AT > TWe Z &2 2B, Khlkh

HIEIANC R OMER ZAT 9 2 &, B It & L TER T 2581213,

AFNOEGHFIZ 12 TAETETHZ &,
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EFEAHEET A R4 v
=R N~T (Bior#x)

(R4 : A7 V—REFEHE 20 mg, 7P —REAHHE 100 mg, 7P —
RRMEERE 120 mg, A7V — R K EHE 240 mg)

~ SR SHER I ~

ERk2 943 A (4Fn 548 3 AHET)
BT B
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3. ERIRAERE P4
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6. WHIZEEL THETNEHH P12



1. IZT®IZ

RIS OF M  ZRMEDOREROTZ DI, U SCEFICE S W2 E AR R D
BND, S5, IHEOREREMOMEAIC L0 | FURESR G 72 & OFH0 72 5B E R
FPEZRLDARIND T T, 2 b OERGNZ EIZHNERBFITRMLT 5 2 L BED
FRRE L 2o TR Y RFEMBGE & O AT EE 2016 O 28 4= 6 A 2 H MR E)
IZBWTYH, EHMNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE R ESR T, KEERASCL 2T 0 7 7 A VISBEE D ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEICET HIERSH0ERT 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B B 2tz & D 2 & AN AHE e — 1 O B i 7= 3 R S BE i A
THZEREHEETHD,

L7eo> T, AAA T4 Tl BRBEELZNE TILELN TV D EFIFR -
BHE RN S-S & | LT ORI O il 72 5 2 HEE T 2 8L b B e gk &%
HROEEFEHEZ =T,

I, ARTA BT A A%, MSIATBOE N EIE G RS SR, A FEABAR
BRI 7o, —AFEENE N A ARERIRNBH E S . —MRFEE N B AT SRR RO
NESFERNE N AR D ESB 22O o b EAER LTz,

KG L I BEIRS - A TR T 20 mg, A7 Y — R AT 100mg, 4
— R 120 mg, A 7Y — R ERE 240 mg (—%4% =
R~ 7 GBS FHHHEZ))

MR ERDHMEIHE « PR UXIEIRERR & 49 5 SESEL

MELRAMEROHE  @E, RAICIZ=A L ~7 GEIa MR Z) & LT, 1[0 240mg
Z 2 TG SE 1 0] 480 mg % 4 I E C Al ssiEd 5,

LUl T RN ST e S S e i




2. FHNORK. VERBF

A7 — R R ERHE 20 mg,  [FATEERE 100 mg, [FATEEE 120 mg K& ORI ERE
240 mg (—f%4 - =R~ T GEE ), LT, TARA) Lvd,) i, NEREES
TH#BABE AT Ly 7 24 (BIT7 VAL w4 Y —X A7 A7 (BMS) tb)
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F /LHfk
Th b,

PD-1 (%, iEMHAL L72 Y o o%Ek (TR, BMREK O F 2 7 0% 7 —T M) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUSHIE T2 2
T ICERT2ZAARTH D, PD-1 ITHURIRRAIIRIZIE BT % PD-1 U 7 K (PD-LI
KMONPD-L2) EfEa L. U RERIZIEMES 7 F 2 fmizE LT v REROTEHEIIREZ
BIZFRET L CTWb, PD-1 U W RIFHURE SN B b O & 22 Gk 58 B
LTk, BMERAMEEE) LR LB T D PD-L1 OFBLLIEOEF
HIH & OMICADOHBEBFR & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F o BB AR TR T MRS EAET 24 ¥ — 7 2 a5~ (IFN-y)
12X > T PD-L1 OFEIANFES N, 88 LSRRI IIT 5 PD-L1 ORI E ik o
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 Z @5 S E -8 AMiaiE, PUsRFER CDS Btk T Mifa ol fafs
T AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHilE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 2
AR FURRF A7 T MM O OB A BT 5HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R 5 PD-1 O iEE (PD-1 U 7 FfEAHEIE) ITREE L.
PD-1 & PD-1 U REDREGEIETSZ LIk, BAPURERRNZ T OIS
PEAL K O AUABIENE k9~ 2 MBS TG M 2 58 5~ 5 2 & TRk e Puidgsh iR &4 o~ 9
ZENER I TN D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC R 0 55 Lo & MifF S,
SHSE I B A kPG & LT IR R & 520 L 20 et QBB EN R S 7z,

AFNOVEFRFIC 3 < BE O GIERURIC X 2 BIER S0 & &b, BEIEL I
D RS B AAOB G RO GH%IIT, BHOBEE HHITV. BESR
D BTG AITIE, BB L HUTIE U B 2 ik & B8 & FF oAl & L Col
LI2REERIB M 21T\, B OSRIERIRIC X D REIER A SN 5 5A121E, RIS RE AL
LRI OB EEDHYRLE 2T O LERDH D,



3. BB
BRI REs s & A 9 5 SESAER I O KGRI Z G- 2 1T - 72 £ 72 B AR RER O i &
T~

[H2hE]
[E B[R 55 AR ER  (ONO-4538-11/CA2091417:85%)
7T FFRUE 2 G LR T %0 6 H ISR 28T UTFHREDNRD bh

7= ARIE B 0 D ST E DG & 72 & 72 W T/ IV 00 SESE SR R L R 28 5361451 (H
ANBE2IH 2 ETe, AFKIRE24001, XFIRREL12161) Z %581, JRBRE Y AT 2N E@IR L7
B (A NP —F, R ALIEY o ~7) Xt E L TARAI3mg/kg %z
23 IR CAMEHE L7 & 2 OFIMER R Z2RET L-, TEFEE Th I e
AR (BLT. TOS) &9, ) (Rl [95%IEMEIXIA] ) D IMATRE RiT. A&
HIRETT.49 [5.49~9.10] /7 H . *IHEHET5.06 [4.04~6.05] B A TH Y, AFNTIABRHY
= Rl 23 I8R L 72 VBT LR FIICA B RIER 2o L7z (P — RE0.70 [97.73%15F
FEX R : 0.51~0.96] . p=0.0101 [J&Hllog-rankiEE] ) .

*1 ARG B ISR DAL O BR 4 & e,

*2 1 bR L SNEREALIE, Qe o+ FUEEE & OWEEE,

1.0

- KFIEE
-~ X EREE

0.9
0.8
07
0.6

Rt HF

0.5
0.4
0.3

0.2 L

01 7 s ey

00 = - - i o
0 3 6 9 12 15 18
at risk#y £F8M (A)
p. -1} 5 240 167 109 52 24 if

xR 121 87 42 17 5 1
K1 OS @ Kaplan-Meier Bt (ONO-4538-11/CA209141 FRER)




(PD-L1ZEBUR LB O A R0 K Ov2e 4 k)

EER I E 2 AEFRER  (ONO-4538-11/CA209141785R) ICHEAAN BNT-BED S b,
HEISAHAR I W TPD-L1 2 3 8 L 72 AL S b 2 E1A (LR, [PD-L1F&HLHE ] &
V) T DIERDE LN —EOBE DT — X ZH-SE | PD-LIZEBLERBNHEREIC
RN AT o T- A IWER O LB DFERIZILL T DO L B Tho T,

ANMEZEI LT, PD-LIZEBLED 1% AT OG A I  BEE L IZIERROFE R TH 72 (F
<)) ,
723, PD-LIOFRBRIZE T, KFOLEMT w7 7 A VITREETH -T2,

i
=)
S
i
o
1<)

—Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
o | X Investigator Choice % "~.: ..... Investigator Choice
g g
a a
W 60 - % 60 -
[ [
g =
40 - =2
S T
20 - 20 -
0 T T T T T T T T T T T T ) 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
LA FHE(A) 2EFHR(A)
at risk at risk
Nivolumab 3 mg/kg 96 74 59 42 30 25 22 19 16 1 8 5 1 0 Nivolumab 3 mg/kg 76 54 39 32 29 20 19 17 15 1 5 4 3 0
Investigator Choice 63 45 24 14 10 6 4 3 2 2 0 0 0 0 Investigator Choice 40 30 19 14 10 7 5 4 4 1 0 0 0 0
A Nivolumab 3mg/kg (events:81/96), median and 95% CI: 8.1 (6.7,9.5) A Nivolumab 3mg/kg (events:67/76), median and 95% CI: 6.5 (4.4,11.7)
"""" O+ nvestigator's Choice (events:60/63), median and 95% Cl: 4.7 (3.8,6.2) w0 nvestigator's Choice (events:39/40), median and 95% CI: 5.5 (3.7,8.5)
Nivo vs INV Choice - hazard ratio (95% CI): 0.55 (0.39,0.78) Nivo vs INV Choice - hazard ratio (95% Cl): 0.73 (0.49,1.09)

ONO-4538-11/CA2091413RBX D PD-L1ZEER | TOOSD FH T E2E T+ 0 —T v FF—F D
Kaplan-Meier fi##
(£X : PD-L121%DBEEMA. FX : PD-L1<1%DBEEM)



[Z4tE]

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

A ERHGIIAKIRE229/236/ (97.0%) K O FRAE109/11141 (98.2%) 12588 v, 1A
BRIE & ORIFEBIRNEE T X WA EFGUIAAKIREL39/236/%1 (58.9%) | xtFRHEES6/111
B (77.5%) (2380 LTz, FEEENENLL EORIERIZI TEDO L EBY THhoT,

F1 REBEEN5%LL EOBIEA (ONO-4538-11/CA209141308%)  (REVEMEITHRE)

B (%)

95 e 8
Y AIE XTTTE
(MedDRA/Jver.18.1) 236 7 111 f
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

RIVEH 139 (589) 31 (131) 1 ( 04) 86 (775) 39 (351) 1 ( 0.9)
MER LRV SR EE

E=iih 2 (51 3 (13 0 18 (162) 5 ( 45 0

Uit BRI E 0 0 0 9 (81 8 (72 O
B IEEE

THI 16 ( 68) O 0 15 (135 2 ( 18 0

G 20 ( 85 0 0 23 (207) 1 (09 o0
mESE/S 5 (21 1 (04 0 10 ( 900 3 (27 O©

Mg 8 ( 34) 0 8 (72 O 0
—fi% - 2 HEEL IO GHNLOIREE

9 10 (42 1 (04 O 16 (144) 2 ( 18 0

9 55 33 (1400 5 ( 21) O 19 (171) 3 ( 27) 0

RERE D S A 3 (13 o© 0 14 (126) 2 ( 18 0
7R

NN 4 (17 O 0 6 ( 54 0 0
(NCPSENOES =i

RARE0E 17 (720 0 0 8 (72 0 0
PR R M

K=o —m 3T — 1 (04 O 0 7 (63 0 0
R LU T ARk

it i 0 0 0 14 (126) 3 ( 27) O
T 7 (30 O 0 10 ( 90) O 0
FOEESE 17 (72 O 0 0 0 0

S 18 (76 0 0 5 (45 1 ( 09 0

7p¥s. [HEMEMIZE 7 61 (3.0%) . AERUTHRMIELE/ X A 3F—5 i (2.1%) | THRE
5 6 (2.1%) . FURBMEEERETE 17 61 (7.2%) | ek 7 61 (3.0%) . EineRE
1 (04%) . BIBFESE 16 (0.4%) . FEAHRERE 2 4] (0.8%) . FFlRMAZTER
JiE 11 (0.4%) K OFinfusionreaction3 5] (1.3%) 3i8eb Hiviz, F7-. BEIEREIIIE,
DR, Whoe. KIS - EEO TR, 1 BRI, SEthm MO P ESEBER ., FF%R.
fdse - BlilESE, BEEORERESE, 5& 5 BERKVEEDORERFITRD broT,
AEWERARBUR IR E RS (FRREERE 25T 280EERERT,



[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 b— 3 42k v, KK 3 mgkg (K
H) XX 240 mg % 2 JARIEINGE TG LIBROARR O Mg iR EDP S S iz, ZOf
R AHI 240 mg G LTZBROREEEIL. AH) 3 mgkg %G LIBROBREE & & ik
LTREZRT ETHIENTZb DD, ARNBFCBO CARER RIS TV D H
5 - & (10mg/kg % 2 BFFERECHRE) CAAIZ G UzBEOgE & & ik LR H
o LTRSS (FR) AT BEOFBEICE T 527 —Z 15 E | KA 3 mg/kg
(REE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 etk b
ORI & T D IRBE ST T APERE S, Y% OV TREIT DAL A R,
ERROME - HEOR TAEIMER ORI 2RIV E PRI,

K2 FHOKYBE T A—F

- B Cimax Chmind14 Cavgdl4 Cinax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
S mefke Q2W (352 7608) <10-17?'264-5) (17-21‘,"333.9) (75}){3;71) (27.612,'107) (42.717,’?27)
240 me Q2W (513%Z03) <15§3§Zfﬂ (25i?i78) (10&?254) (41%2?58) (62a?%87)
10 mg/kg Q2W (14;?;19) (512?592) (79iﬁ§14) (33??232) (18i}§13) (23$7§86)

OB (5%4%,95%5%) . Q2W @ 23 FEI[EIME. Cmax : #IEIH 592 O @ MG F IR, Cminais @ PRI 51414
HBEIZBT 2 RARIMIE P, Cogas s FIAHRE%140 B £ TOVHMIETEE . Cras © EFIRIEICE
V2 BT B . Cings ¢ EFIRREIZIS T DEARIMIE FIREE, Cavess 1 EFIREEIZIS T 5 ¥ MEF
38

F7- AR OREMAEYFEET L EZFHA LY I 2 L—3 g Ik v, A 480mg
Z 4 MR TG U IBEARE O L - &% TG L 72RO A O ik I B D st
Sz, ZORER., K| 480 mg % 4 HEMR TR G LZBEOEFIREBIZB T 2 Fim
EHIRE (LT, TCagss) &V, ) 1%, AKI240mg % 2 H IR THEG L 72BED Cavgss
EHUT D E TSN (THR) o £z, 441480 mg & 4 HFMNR CT&REG L7ZEREOE
FIRRBICB T D MG HIRE (LT, [Craxs) &9, ) 1&. AAl240mg % 2 ##[H
[FlR TG LTZBRD Craxss & I L TR Z R T & PHlSLZ b 0D, HANEBEEICE
WTARMENHER SN TWD i - HE (10mglkg % 2 BRI TG TAF 25
L7ZBED Craxss & 0l U CTIRE A 7R3~ & FRIS L (FR) o AT, #EOREEICE
J o7 —2ITHESE AHI 3mglkg (KE) £721%240mg & 2 M, & L < TAHF
480 mg % 4 HRMNE TG L 72BO AR OBRTE R & A0 32 4 & o B % Mt
T HBBIIEET ABERE S, YZBEIC OV TRFEIMTh iR, Eito ik -
REOM THERL LB ZER T 0 PRl S iz,



£33 ARORYBIE T A —F

- R Crax Chind28 Cavgd2s Comax.ss Crnin.ss Cavess
(ng/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL)

S meke Q2W (352 '760-8) (16-§?f0-3) (21.321 23.9) (75.%){3171) (27.612,'107) (42.717,’?27)

HOme W | s 1-712"103) (23-33?‘539-0) (30.‘5‘670.9) (105354) (41?57,'21358) (62.11(,)9187)

480 mg QAW (105307) (15.25?17.4) (37.?)?';)4.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)

10 mg/kg Q2W (14é,9§22) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 ;‘03) (232,7277)

i (5%45, 95%5) . Q2W :

2UERIIIE. QAW : 4TEBIMING. Cumax : #IIEIH 555 0O fig v L35 PR T
Cumind2s : A 51428 H B IZ351T 2 IR MG F IR E | Cavears : FIRIEE G428 B B & TOE) M FIRE,
Crmaxss © EHIRREIZIBIT B icm MIEFHIRE . Crmings : EFIRMBICI T D IR ILIE FHEEE, Cavess : EFIREE
(2R 2 R i R



4. FEFRIZOWVWT
RS & U TGRS (BFFRE) HAE o Tnd Z &b, Yikiid 4
IZETX DR THOIMERD D, TDO LT, KF OB #EY) 2 EBE Z7ZW - FF
EL\ AHNOBEHIZ LY EELRWEH 2B LIZBRICHINT 5 2 EBRMERT=D, LIF
DDO~@DT X T &I HRIZBWTHEHAT & TH D,

O MEFRITHOWT

D1 Fid (1) ~ (5) OVWTIIIEY T IR THD Z &,

(1) BEAFBRENEET 503 A B REEEILSRBES (FEI RS A BRI AR
I A3 A2 B EEHL AR T, MBS ARSI R &)

(2) FrErERERPE

(3) HEAFIRAIEMEET D03 ARRFOEEERRE (DA BIREEEIRERPL. 23 AR
W 1IREBE, DA R EEEREER e &)

(4) FMRALERIER 250 E U, SMRIER L RRIEZ R | U SRIES LA ok
2 Ok IEAEITSR D JR H & AT > T 2 ik

(5) PUEMEREE AL & BRINGL O i g% FE B4R B B H 21T > T D Jifi

O-2 A DAL TR IE L OVEIE R FE BLIRE O KT 443 72 Fnisk & #85k % B¢ D 1= fifi
ITHEEHERT (FROWTIDICEEY T D EM I HERER) 23, 4% R o ARANZBE
TAHREOEMLE L LTRESNLTWSZ L,

7

o [ERNEFFEUSH 2 FOYHHEZIE T L7112 5 FLLEDO N AR DG RIHE 2
ITHoTWBHZ L, 96, 2L EIX, BAZEMEEZ £ & LUEERER S OHE 2
1ToTWBHZ &,

o [ERIRFFESE 2 FOPINMEZE T LRI 4 L1 EO H SRR EI O B R
WHEZAT->TRY, 25, 24ELL R, 23 AFEMIREZ & OISR 2R O
FRIRBHE 21T > T D Z &,

o [EATGRFF UL HEBE MBS E OMIWHE & T Li2t&i2, 5 FLL Lo DR
DEFEERHEZIT>TEBY ., 5 b, 2EM kX, BARYIREZ ST DEAR OB A
B DEBRRHEZ T > TN D Z &,
ﬁﬁ AFNC L DBBICB N TIEWEN SO 2SS A2 B 5720, BE DOIGKE

2472 D ERHERNE EOROWT IR TGl 2072 3= il (BESER I O b2
15 ORIE R BLRE Ot +40 72 Jnalk & 7R BR & RE D[R Aifl) & O BRIE 7B ¢, &
WIS 52 L,




@ BNOERSEREROEEICONT

R S BT G 5 BT L S, BB D O D, A - 72
S DB R O T 51 RIS 51T R 2 IR0 A S e L
A DU RS, SR TR B KB - TV B = &

® BHER~DORIZOWT
@-1 HaRkkmIC B 2 B4

W MERR B O EE R BITERA N AE LZBRIC, 24 BRRIR2IRIKHI O T, ik X
IR AR 23 T B L2 BIVERNICIS U CABE B KON CT Z OFIVER ORI 4
ERRAEORERD Y HHPIZE I, B BTG FTREZREHI RN > T D Z &y

@-2 BEREFE L DAEERMNCICET2EHS

DN AR Z B 2 gk M O e 2 B3 D R HE N RIERH T =21V 7
EEDTEROA 7 ) —= T RATOEIRE L IG#E IH TE 2 F— LR 23
SN TNBZ L, B, BEEEIZOWT, DABRE EZOFRIC S ICEmEnT
WhHZ L,

@-3 BEHEADZWroX N LT

RIWER (REMERZEEISIN X, EREMEDAE, (DR, Mk, B RARE, KBK.
NS, EEED TR, 1 AUERIE. BUERTI. IFARA. IFHEREREE . IR, B brEinsE
K. FRIBEEERE S T ERMAMEREREE, mhiklEE, BEE, RIEEE, MR, BEEOKL
fEREE . Frkim i ZE4RE, infusion reaction, EEFE7fMukPEE, MERE BIEMERE, FElZ.
g, BEDB R, SE IR, WMEOREKIE, WIEREME, OEEE (LEME) -
IR « D= PEIAMIGHEE) | JRIFERES . MRS, BEFLAE) 1Tk LT Mgk Xk
B B D BLFME A2 A D R AT &8s U (RIVEH O Mokt 2B LU CTHRE L USSR
BZTONAERMEICHLZ L), EHIZHURAENTE LN ESTnDH Z &,
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5. BEXB LR DRE
[(FHZhEIZBE 3 2% F1H]
O 77T A G FREROH 2 BE BV TAAOFE NN REN TN D,
@ TR Y T D BE KT DARFNOBE L OMEH FIEZ DT, AFIOFZIEN
NS TELT, AFIOREGRRE LRG0,
o I FFRHNE G TALTIIEI X DIRERE O N EE
o IR L
o fhoPUEMEIEREA L OFH L TGS BHE
@ AANZIEFEILFE S MAERERIZ W T, EERITI W THRRERIZ ST L CTHEMED R
RESAL TV DA, PD-L1 FELRIZ L O GRMEOMBEM N2 D Z LSRR S D 56 R
DELINTWD Z b, PD-L1 FEBLERE* R Lo B CAFI O H- Al S O] 2
THZENLEE LV, PD-L1 BEHERN 1% THDH I ENMER SN EE B
TiX, AFIDAOTEEEIRE S BT 5,
kARFN OB L LT, W54 : PD-L1 IHC 28-8 pharmDx [# =] 2/&BE SN TV 5,

(PB4 % FH]
O TRIZEZYTLIEFICOVWTIARFOERENEZE SN TNWDH Z b, &5 E21T
DR &,
o KA LSBUE DB D & 2 B3
@ BEATOFIIZ ISV T FRICE S 2 BH T OV TR, AR ORGIIHESE S e
D, AMOTEPRRPFUE D R WIGEITRY | HEICAHZETNT 52 L 2B TE D,
o MEMMEREDOEH IO H 5 EHE
o R E AR A CRIVE R 258 6 5 B K ONE B 0 i i It 2 <o i G 4 it ¢
FEOMICRIEMEZEAR DD B
o HOREREOGOF, B L < IEHFMEO B Oz ik B OB TR O
o 5B
o B CEMmEtMiaBREZ 51e) Ob 5B
o OB IIBEE A AT DB
»  ECOG Performance Status 3-4 "V 0> R4

(ED  ECOG @ Performance Status (PS)

Score | B

0 | &<MERIEEH TS5, Bl &lFE U R EAERNHRZ AT D,

PRREIZI LUEBNTHIIR S 225, BATAIRE T, BAIEESEE > TOMERITTO LN TE D,
Bl - BEOFE, FHEE

RENTZHSOHOEY OZ L LnTERY, BFO 50%L L&~y R+ TiaZd,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+ Tl I4,

11

BATHRECTHSOF DY O Z L3 X TAFELEAMERIT TE 2, A 50%A Eid~y R4 Tl 27,




6. BEZELTHEETREFIH

I SRR TN 2, & IR B3 D R 2 ERFE 1T KD & ARH O FriE K OVl (Ef#
RO 7O B w2 o B LT bR« 2 L,

TRIEBRABIC e D | B UL Z OFEICHINE L OERR %2+ L, RE 215
ThboEETHZ L,

PD-L1 ZEE SR L7 L CARBIOE G Al B 2435 Z L 32 F LA, PD-L1
FEBURDFER T E RV, AAIOMEH OB & 2 @O HWr L7 Ecib57T 5
Z&,

FERBEIMERO~RT A MZONT

@

@

MEMEMEEN D bbb Z ERH DD T, KFNOEGIZHT-> T, BKRIE
W (PRI RIS, ik, FEEVE) OffEsE M OWE X & 0 s, Btz +5
A5 2 &, Fo, MBS CTHE CT, MiE~— 0 —FDMm&x I+ 5
Z &,

AFN O EIXEE D infusion reaction (i x CEARFI 322kt D T 5 U
faAT > 72 LTt 2 Z &, £72.2 [8] H LABE O &A% 5-KFIZ infusion reaction
DHHLOLNDZEHHLHDT, KFIFEEGH K OARA G T #IT A Z A
CERAET 5%, BEORBEL SIS 52 L, 70, infusion reaction &
FHLLUICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE /08l
T5HZ &,

ORI BRI E . TRAEERT R ORIBREERH 6O Z B3 HH DT,
AFN D ¥ 5B hERT M O G- B H I3 E IR NIk re iR A (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b D4 R R IEREE
DHLOLNDZERND D, BEPRDOONTHEIIE, BB LEFRIIL U
B 72 ek & Rk 2 e R Ail & i U Cl bl e BRI W 21TV IR oS
FOSIZ X 2 BWER DN g0 23551 1E, AR ORFES T I, R ORIE BB A
NEVRIOBRGEEEBRTHZ L, B, BIBRERLVEOEEIZEYEIE
A OYBEERFRD IR WIGEIZIE, BB RE AV LIS o Sz il Fl o8
HLEET D,

BT %, BRI OE 0 ARRE L T LEWERDBET 2 Enb 57129,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE IR (BIE 1 BUBEIR S 2 5 de) b bbdv, BERPIMES F 7 R— X
IZEDZENHLHDOT, Alg, HED, EHFEOREROBHRCMAEED L2
SEET DL, 1V EERBFNEDN -G ICITEEEZRIEL, AR ) H
FOFGEDHME) R EZITH Z &,

BIEATIE, P4, ITHEREREE . TR, B{EMEE RPN H LoD Z & ndH D
DT, EHWIIITHERERE LTV, BEOREZ H3ICBET 52 &,
SEIERNH LD Z DD DHDOT, IBRORE OF A EHICHET S
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Z L, Fe IBORENRD bNGEITIE, EONEREEEYZ2Z2 T2 &
IBEEEETL L,

® ABIOERRBRICBW T, BERENS 9BHE, LT, &E5BENS 14

MZ 6 M Z L ICHIMEDFME 21T » TV 2 & 2B B, ARG T E
WZEWROMERZIT O 2 &,
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EFEAHEET A R4 v
=R N~T (Bior#x)

(BR5E4 : A7V —ARRFEFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
RRMEERE 120 mg, A7V — R K EHE 240 mg)

~ R e o ~

Y2 964 A (457054 3 AKET)
AT BE



SN

1. 1IZU I P2
2. AANOFE. (FREF P4
3. ERIRRE P5
4, FERIZOWNT P17
5. &G XREMDEE P19
6. WHIZEEL THETNEHH P21



1. IILBIC

RIS OF M  ZRMEDOREROTZ DI, U SCEFICE S W2 E AR R D
BND, 6T, TEORFREMOESRIC LY | FUREZS e & O HH0 72 3R %
FPEZRLDARIND T T, 2 b OERGNZ EIZHNERBFITRMLT 5 2 L BED
FRRE L 2o TR Y RFEMBGE & O AT EE 2016 O 28 4= 6 A 2 H MR E)
IZBWTH, HEFMERGLEOHAOREHEZXD Z L L EnTn5,

BORVE R ESR T, KEERASCL 2T 0 7 7 A VISBEE D ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEICET HIERSH0ERT 5 £ TORM,
WMHEERGLOBEEEZIT D ERPRF SN BEIRH UTHERT L & L b, BIE
RSB L 7B B 2tz & D 2 & AN AHE e — 1 O B i 7= 3 R S BE i A
THZEREHEETHD,

L7eo> T, AAA T4 Tl BRBEELZNE TILELN TV D EFIFR -
BHFR RN FED & | LUN O SRS O fii 70 5 A HEtE 3 2 BLAh O B e B B2
HROEEFEHEZ =T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASHEEANRR
BRI s . — AL RE N B ARER IR N 2 e OV B B AR REFH 22 O
J1ob EERR LT,

KG L I BEIRS - A TR T 20 mg, A7 Y — R AT 100mg, 4

— R TR 120 mg, A 7Y —R AR 240 mg (—k4 - =
=7 (Bl Z))

REERDMEIE - ARG OIBRAGE TR 0 B MR e

WG ERDRMERORE  @E ., RAICIZ=RL~T GBIE TR Z) & LT, 1\ 240mg

Z 2 MG S 1 0] 480 mg % 4 3 W R C AT 5,
AARY L F =T LT D561 B AT =FR L~ 7 (&
faf#Haz) & LT, 1[a]240 mg % 2 @RGS0 1 [5] 480 mg
% 4 W IR CRIEENET 5,
(LB RIRIR OARIEUIBRA B XTSRS O Bl i 12 %F L C
AV LAvT (BaTiiEz) SOPRT25681E, 8%, A
=RV ~7 (s z) & LT, 18240 mg % 3 ¥
T 4SS T 2, 20%, =R L~7 (BIEFHfZ) &
LT, 1[a1240mg % 2 JE RIS 1 [B] 480 mg % 4 HEHE][FIREC
RIHEHET D,

B I OE ¥ NI TS
(235)

BB D AR AT 4 7 ABE20mg (— 4 WA TF =T Y TR O%)

RESUIZNE, HEL O &

ZhRE SIS R« AR EIBRANRE SUTER R oD B Al e




REROHE =R ~7 (B z) 0T 25803, 8%, RAKIE A
yF=7L LTI H1E40mg 2 ZEGRICRO#E T 5, ek, BED
REEIZ XV EEREET S,

AR BT D P — AR A ST ERENR SOmg (— %% A BV A~T (BB THHEZ))
DRYBESNIEN R, THEL O &
ZhRE ST R ARIBUIBRANRE SUTHERE M oD B M A
MEKROHE : =R~ 7 (Biori#az) Loffficisn T, E\HE. 552/\ e =
VAa~7 (Bafiz) & LTl mgkg ((KRE) % 3 HEREMET
4 [BETEEET D,



2. AHNORK. VERBFF

A7 — R R ERHE 20 mg, [FATEERE 100 mg, [FAGEEE 120 mg K& ORI ERE
240 mg (—f%4 - =R~ T GEE ), LT, TARA) Lvd,) i, NEREES
TEMASLEAZ Ly 7 24 BTV AR =AY —X A7 A7 (BMS) f) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F /LHfk
Th b,

PD-1 (%, iEMHAL L72 Y o o%Ek (TR, BMREK O F 2 7 0% 7 —T M) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUSHIE T2 2
T ICERT2ZAARTH D, PD-1 ITHURIRRAIIRIZIE BT % PD-1 U 7 K (PD-LI
K OVPD-L2) EfEE L. U U RERICHdIE S 7T v 2 ingE L C U U NEROIEMEALIRRE &
BIZFRET L CTWb, PD-1 U W RIFHURE SN B b O & 22 Gk 58 B
LTk, BMERAMEEE) LR LB T D PD-L1 OFBLLIEOEF
HH & OMICADOHEBEBR & 5 Z & HE I TWwb (Cancer 2010; 116: 1757-66) ,
F o BB AR TR T MRS EAET 24 ¥ — 7 2 a5~ (IFN-y)
12X > T PD-L1 OFEIANFES N, 88 LSRRI IIT 5 PD-L1 ORI E ik o
AL & ORNCIEOHEBARAR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 Z @5 S E -8 AMiaiE, PUsRFER CDS Btk T Mifa ol fafs
T AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHilE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 2
AR FURRF A7 T MM O OB A BT 5HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R 5 PD-1 O iEE (PD-1 U 7 FfEAHEIE) ITREE L.
PD-1 & PD-1 U REDREGEIETSZ LIk, BAPURERRNZ T OIS
PEAL K O AUABIENE k9~ 2 MBS TG M 2 58 5~ 5 2 & TRk e Puidgsh iR &4 o~ 9
ZENER I TN D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC R0 55 b0 L HIfF S,
R R A xS & U BRI BRBR & T2 L A hME . R R O el S vz,

AFNOVEFRFIC 3 < BE O GIERURIC X 2 BIER S0 & &b, BEIEL I
D RS B AROB G RO 51T, BHOBEE THITV. BESR
D BTG AITIE, BB L HUTIE U B 2 ik & B8 & FF oAl & L Col
LI2REERIB M 21T\, B OSRIERIRIC X D REIER A SN 5 5A121E, RIS RE AL
LRI OB EEDHYRLE 2T O LERDH D,



3. BB
RIBYIFRANHE XX ERFE M 0D Bl fages D A GRIRE I Z RF-Al 2 1T - 7= 5 72 B AR 3R D il &
ZNE IR

[H2hE]

DEFR L[ AR RER  (ONO-4538-03/CA209025 #k5R)
MEFAEREERZ 6T 2HEMEEGEA (TF T =7 A=F =7 VI Tx2=T,
XY IR=T ) AT TFRIEIE A A T D AT SO THER RS 0D 38 B R R ol e AR
821 5l (HANEBRE 63 fHlaGie, AHKIEE 410 i, =11 U A ZFE 411 ) 26, —
N Y AAERIRE UCAH] 3 mglkg % 2 MG CAfisE Lz & & OFME L O%
BYEZ R Lo, REFHEEE Ch 22 (BLT, T0S) &vH, ) (hifE [95%
EREXM] ) 1%, AFIFET 25.00 [21.75~NE"] #H., =X U A RAFET 1955 [17.64~
23.06] WHTHY | AFFET=1 Y AZAFEK UREHFIICHEBERIER 2R LT (N
P— R 0.73 [98.52% 548X [H : 0.57~0.93] . p=0.0018 [&HI log-rank fRE] . 2015 4F

6 HIBHT—4% v bA7) |

1.0 B
0.9
0.8
0.7 e

. 0.6

iF 0.5
® 0.4- .
034 e

—A— AHIE
oD IO LR

0.2
0.1
D el D s e
0 3 6 9 12 15 18 21 24 27 30 33
at riskE ETFEIE (B)

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

1 OS O REfENTR D Kaplan-Meier Hi%R (ONO-4538-03/CA209025 3ABR)




F7-. BARNIBSHER 63 i (ASHIFE 37 i, =~ U A ZHE 26 f5]) @ OS (HFfili [95%
EHEXRE] ) 1%, AFIRET 27.37 [23.62~NE] 7 H, =X VY LA ZFETNE [NE~NE]

AR ThoTe (O —FH 150 [95%(FHHXH : 0.49~454] )
o HfEERRE (T, [FAR)

1.0 -
0.9- '
08 - . vees CRIED - £ O
0.7+

0.6 4 —A— KEIB¥
4 1
$0.4-

0.3
0.2
0.1
e B e P O
0 3 6 9 12 15 18 21 24 27 30

at risk# H1F4AR6E (B)
AHB 37 37 36 35 35 34 24 16 8 4 0
INOYLARE 26 26 24 24 24 24 20 15 9 3 0

2 BARANEFICRITS 0S O EENED Kaplan-Meier B
(ONO-4538-03/CA209025 #Bx%)




QEFEIF S MFHRER (ONO-4538-16/CA209214 7 5#)

(LRRIEARTRIE™ OHELTHE U TSR O T R A B e e s ;B 1,006 61 (H AR EBFH
2 flaate, AU LYY EEEHEEZ) OFH CUF, TRAI+A ) A=T7 ] L
Do) PHEBS0 B, A=F =T HELLE ) AXRIC, A=F =T ERE LTERA+A
U L~ 7 OFIMER OVZEM 2 e UTc, EEFHEE Th 5 International Metastatic RCC
Database Consortium (LLF, TIMDCJ & 95, ) U A7 535E2 @ Intermediate % OF Poor U
27 OEE RFI+ A4 Y A~ T4 F, A=F =78 422 ff]) 123175 OS (HFRfE

[95%(EHEX ] ) 1%, AFI+A Y A~THET NE [28.16~NE] T H, A=F =7}
T 25.95 [22.08~NE] ZHTHY ., KA+ A Y A~ TEITA =T = 7 FHCK LFEEHE
WINCHBERIEE 2~ LTz (O — R 0.63 [99.8%(E#E[X[# : 0.44~0.89] | p<0.0001 [J=
B log-rank #5E] . 20174E8 H 7 HFT—% v A7)

*1 o B ST 2 R H L OIRRER 2 WBE, 72720, LUFOSAITYZRIGEEBICE O,
SEABIBR I REZ2 B AR 2k LT 1 FEBEOMTRUIM ML (7272 L, & N R 1
(LATF. TVEGF) &9, ) NIEVEGF B AER & LeEAZERS] AT S 40, 2oflT
B IR H B IE OB G0 5 6 1 A UL ERRB%ICER Lo HEe
*2: KRAI3mgkg (RTE) & A vV A~7 1mgkg ((KE) [ B2 3 MG T 4 [EARHEE L72%,
AKl 3 mghkg (KE) % 2 HEMMRECRMEHE L, PPHBEERIZBWTE, KEZ2 kIR S
L., AV AT IEIARFOBEGHKRT S 30 5Ll EOMREE BTG 2Bt LT,
*3: LLFOO~@DWFHUC %Y LAWE-AICiE Favorable U 27 1 X 2 THH 2 7- A 101X
Intermediate U 27 | 3EHLL L&/ 3 H5E 121 Poor U 27 & Sz,
OB HIfTE & 2l S Co B ASTRBR D BEMEA BN £ ¢ 1 4K, @Karnofsky —fiIkAE 80064
@~F 7 1 b AENFEUEE FRRA, O IEZ OV 7 MM 10 mg/dl x5, @ FEkE)
FEVEE ERAE 2 5, @i/ MOl LR A 2 2

1.0 M“"m
0.9 *—‘s\\
'.~.\‘\\
0.8 o SRy S
[ R T
£ 07
2 S
n L.
?: 0.6 R —
7] \-)
& os TAe T >
°
& 0.4
b
2
2 0.3
& —_— ALY AT
0.2 ——e- A= F I
3 TN
0.1
0.0 P T p—— TR e T —— — r——
o 3 o he) 12 1S5 18 21 24 27 30 33
Overall Survwal (Months)
FRA+AL) 27T 425 309 372 348 332 318 300 241 119 44 2 ]
R=F=TBE a22 387 352 315 288 2583 225 179 89 34 3 o

X3 0S O EfFENTE O Kaplan-Meier Hig (ONO-4538-16/CA209214 FABR)
FENTRIREER : Intermediate XU Poor U 2 7 BE

7



7ok, EREHLFEFIAERER (ONO-4538-16/CA209214

HRER) lIBWT, IMDC U 27

53¥75 Favorable V A 7 OB X EHME H OfEHT I G4ER & Sivieio 7o, Mgk
BRIZKAA AL B AT Favorable U A7 OBE DT —ZIZFESE | RENINIT 21T 72
FER, AF+ A BV AT LR L TA=TFT =T HCTRERERENSE LN TWD (F

X))

1.0¢

0.9 e

0.8

0.7

0.6

0.5

0.4

0.3

Probability of Overall Survival

0.2

0.1

0.0

FH+ AT S TE125

A=F=TE 124

AR 41 E Y AT
A= F =TI

A = 4TEY

124

119

T ] T I )

6 9 12 15 18
Overall Survival (Months)

120 116 108 104

19 114 110 109

21 24 27 30

98 78 27 2 0

104 84 32 3 0

4 OS DOHRfFHTED Kaplan-Meier Bif (ONO-4538-16/CA209214 3XEBR%)
FEMTRHEEER : Favorable U 2 7 B8

([t [F] 55 LA

bR (ONO-4538-81/CA2099ER #k5x)

{LERPRVERIGIR™ O TI: S TR ME O 8 B AN IR 7R B A s R 651 151 (H AR N HBRE
a6 Blagte, WAV F=T70H AT, [REI+DHRSFF=7] L) 2323

B, A=F =78 328 Hl) & xR,

A=F =T axtBE LTARB+ AR o F=T D

HhE R OVZ a2 et Uz, EEIHMEEE CTh 2 M EA TN (P9 [95%(54E
X)) 1%, AF+ AR F =T RET16.59 [12.45~24.94] W H, A=F =7 FET 831
[6.97~9.69] W HTHY . KFI+HRY o F=THITIA=F =7 LEEFFRIIC



BIIER 2R LT (0N — REE0.51 [95%(5#E X : 0.41~0.64], p<0.0001 [&5] log-
rank FE]. 20204E2 A 2 BT —4%h v b4 7),

*1 BRI 2 BHFHEOIRRIEN R W EE, 72720, LT OBEEITYURREREICE D720,

SEAYIER AT HE 72 B A (o % U C 1 O I e i Bh s (7272 L. VEGF X% VEGF %
RIREAER & LT3R 2 B < ] DSHEIT 3. D oMini It B O B k& 55 6 4 A DL

RS ICER LGS
*2 0 KK 1[0 240 mg % 2 EMMNE CAMBEEL, IR F=740mg & 1 A 1EREAOFRLE LT,

15

e

=

at risk#{
hRFoF_JH AR
A=F=TJ8 328

0.9

0.8

0.7

0.6

0.5

0.4

0.3

0.2

0.1

0.0

323

S —A— ARYUFIJGHRE
e RZFZIH

T R PR ] P e e e e S O e ) T e |
3 6 9 12 15 18 21 24

RIBELFHME(A)

219 70l o 100 |41 ] 35 11 4
228 a0 22 D 31 10 4 1

5 ERTEAZHIRE (BICR¥HE) @ Kaplan-Meier Hif}

(ONO-4538-81/CA2099ER #ER)



[Ze4tk]
OE BRI FEFH MR (ONO-4538-03/CA209025:85%)

BEFGUIARAIRE 397/406 61 (97.8%) . =1 U AR 386/397 i (97.2%) (272
DAL, TREREE & ORRBRNGE T E RWAFHGIIAAIRE 319/406 5] (78.6%) . =~
7 U AR 349/397 B (87.9%) TR HALTE, WT I ORETHILED 5%LL EOREIE
HIZTTEDOEBY ThHoTz,

#£1 WTNLOBETREARD 5% EOBEIER (ON0-4538-03/CA209025 3AER)

e . B (%)
mgiﬁiﬁiﬁ AHAITE EE=DNNY 3
" 406 1 397 5
(MedDRA/) ver.18.0) 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

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

=4l 32(7.9) 7(1.7) 0 94 (23.7) 31(7.8) 0
W WREE

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

{5 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

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

A% 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
—f% - BEEER L OGN ORE

1 7 5E 18 (4.4) 1(0.2) 0 33(8.3) 7(1.8) 0

I8 57 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

KB S NE 11 2.7) 0 0 75 (18.9) 12 (3.0) 0

AR MR 17 (4.2) 0 0 56 (14.1) 2(0.5) 0

TEEN 34 (8.4) 0 0 37(9.3) 2 (0.5) 0
R AR AT

M = L 25 m— 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

R 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
Rt L Ok E

B L AT a—LE 2(0.5) 0 0 29 (7.3) 0 0

=ik 9(22) 5(1.2) 0 46 (11.6) 15(3.8) 0

# Y ZU%Y RifjE 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
B RR & O A RkEE

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

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

VS Y0 11 2.7) 0 0 51 (12.8) 0 0

SEIR 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
MR SR, MOERES & OVithRkEE

K 36 (8.9) 0 0 77 (19.4) 00 0

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

CASSNIN 3(0.7) 0 0 41(10.3) 0 0

Jififlige 2% 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
KB L O PRk

SIERR G 2% 12 (3.0) 0 0 20 (5.0) 0 0

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

FEE - IR AR EAE R 4(1.0) 0 0 22 (5.5) 0 0

% O FEAE 57 (14.0) 0 0 39 (9.8) 0 0

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

7B, BVEMEMERA 1961 (4.7%) | fh2e 161 (0.2%) . KRB ELARIE/ R 4 /3 F—56

10



Bl (13.8%) . KEEZ « EEO THI10 6 (2.5%) . 1 BEERE 1461 (0.2%) . FFHERER:
X 46 11 (11.3%) . R 161 (0.2%) . HUIRIREERERE S 34 ] (8.4%) . fhikkEE 55
Bl (13.5%) . BHEREREE (RMEREMERK%) 28 ] (6.9%) . FIBHAERE 6 4
(1.5%) . infusion reaction 21 {5 (5.2%) . FEEDLERETE 4 6] (1.0%) . FEAEHKRE
fEE 2 B (0.5%) . S 16 (0.2%) KROSE I EK L1 (0.2%) ARH LN, £
fo. EREANEESAE, OFSR. oMM MRS PESRBES . IS « BEREA M OVFR IR f s €
FIEITRR O BV o T, AREIWERRBLR DU E SRS (RAMEEREE L ET) 25
CEFER LTI,

@EFE L FEFHMFRER (ONO-4538-16/CA2092147457%)

BEFGIIARA+ A BV L~ THE 544/547 1411 (99.5%) . A =T =7 #F 532/535 $i] (99.4%)
IZRRD L, {BRELOREBEENEE CERVWEERFRIIAAN Y A~ TR
509/547 {3 (93.1%) . A=F =7 # 521/535 {5 (97.4%) TR LTz, WITNDORE
THHLEDN 5% EORIERIZTTERDO LB ThoTo,

£2 WTNHAOBETHRERN 5% EOBITEA (ONO-4538-16/CA209214 3RER)

B (%)

[SI=p=s Nk
AR FATAEY b TR A==
g(iI/IKjDRA/J ver.20.0) 547 f 535 f
e 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

RIEH 509 (93.1) 250 (45.7) 0 521(97.4)  335(62.6)  2( 04)
MR L v REE

1 34( 62) 2( 04) 0 83 (155)  24( 4.5) 0
i ER R 1( 02) 0 0 30( 5.6) 3( 0.6) 0
I HRERIBE 3( 05) 1( 02) 0 69(129)  32( 6.0) 0
IfiL NS E 2( 04) 0 0 95(17.8) 25( 4.7) 0
W WAk

Rl R RE AR 2 28( 5.1) 11( 2.0) 0 0 0 0
FOR AR RETTESE 59 (10.8) 2( 04) 0 12( 22) 0 0
FR AR P E 85 (15.5) 2( 04) 0 134 (25.0) 1( 02) 0
B GRS

fioE5] 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
- REE 9( 1.6) 0 0 30( 5.6) 0 0
{8 35( 6.4) 0 0 39( 7.3) 0 0
T 145(26.5)  21( 3.8) 0 278 (52.0) 28( 5.2) 0
1N R 31( 5.7) 0 0 32( 6.0) 0 0
HIEARR 15( 2.7) 0 0 96 (17.9) 0 0
53] 3( 0.5) 0 0 27( 5.0) 0 0
[ERESERUIN U7 6( 1.1) 1( 02) 0 55(10.3) 0 0
s 109 (19.9) 8( 1.5 0 202 (37.8) 6( 1.1) 0
AN 23( 4.2) 0 0 149 (27.9) 14( 2.6) 0
M - 59 (10.8) 4( 07) 0 110(20.6) 10( 1.9) 0
—f - EHEER KOG ORRE

87 iE 72 (13.2) 8( 1.5) 0 91 (17.0)  12( 22) 0
9% 55 202(36.9) 23( 4.2) 0 264 (493)  49( 9.2) 0
RN D JENE 13( 2.4) 0 0 152(284) 14( 2.6) 0
R MR 25( 4.6) 1( 02) 0 29( 5.4) 0 0
FEEN 79 (14.4) 2( 04) 0 33( 6.2) 1( 02) 0
B AR AR AT

ALT #4410 60(11.0)  27( 4.9) 0 50( 9.3) 8( 1.5) 0
72 7B 71(13.0)  31( 5.7) 0 41( 1.7y 17( 3.2) 0
AST #n 58(10.6) 19( 3.5) 0 49( 9.2) 7( 13) 0
M7 V7= 8 35( 6.4) 1( 02) 0 35( 6.5) 2( 04) 0
i A ERR AR AR R L AN 11( 2.0 0 0 30( 5.6) 0 0
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Btk (%)

BRI FATAEV LT X=F=TH
%(;'/TSSDRA/J ver.20.0) 547 535
o 4> Grade Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5

U x—E N 90 ( 16.5) 56 (10.2) 0 58 (10.8) 35( 6.5) 0
I HPERE R 3( 0.5) 1( 02) 0 40( 7.5)  23( 4.3) 0
M MR 4( 0.7) 1( 02) 0 73(13.6)  36( 6.7) 0
IR 18( 3.3) 0 0 28 ( 5.2) 0 0
F i ERHs 6( 1.1 0 0 40( 7.5 11( 2.1) 0
R KOs E

& Ik 28 ( 5.1) 8( 1.5) 0 10( 1.9) 0 0
BAEGE 75 (13.7) 7( 1.3) 0 133 (24.9) 5( 0.9) 0
AR L OV A Rk b

RAEiR 76 (13.9) 5( 0.9) 0 39( 7.3) 0 0
L] 49 ( 9.0 3( 05) 0 26( 4.9) 0 0
VY IR 17( 3.1) 1( 02) 0 36( 6.7) 1( 02) 0
TR E

S 31( 5.7) 0 0 179 (33.5) 1( 02) 0
SEIR 53( 9.7) 4( 0.7) 0 65 (12.1) 1( 02) 0
M aR. Moz K OEmRE

AU 45( 82) 0 0 31( 5.8) 0 0
e R e 31( 5.7) 1( 02) 0 33( 6.2) 2( 04) 0
st i 0 0 0 55(10.3) 3( 0.6) 0
fitiligi e 32( 5.9) 6( 1.1) 0 0 0 0
R B KO PRk

i R 40( 7.3) 0 0 46 ( 8.6) 0 0
EELE 0 0 0 29( 5.4) 0 0
T - JRICFEIRN AR EE R 5( 0.9) 0 0 231(43.2) 49( 9.2) 0
& D FEIE 154 (28.2) 3( 0.5) 0 49 ( 9.2) 0 0
i 118 (21.6) 8( 1.5 0 67 (12.5) 0 0
RN SN 50( 9.1) 8( 1.5 0 22( 4.1) 1( 02) 0
FE 2( 04) 0 0 27( 5.0 0 0
TR 0 0 0 43( 8.0) 0 0
M pEE

&5 I 12( 22) 4( 0.7) 0 216 (40.4)  85(15.9) 0

B, AHI+A Y L TRITIW T, MR 136 1] (24.9%) | ITHERERETE 98 i
(17.9%) . HURMRSRERS S 147 5] (26.9%) . BEAKBERETE 46 5] (8.4%) . REVELMENRE
835 5] (6.4%) . KIS - BHE D T 36 il (6.6%) . HEDREET 20 i (3.7%) .
NEEAEERERE T 24 (5] (4.4%) | RIEHEREREE 32 65 (5.9%) . 1 BUEEIRIE 5 1 (0.9%) |
g 761 (1.3%) . EIEAEESE 161 (0.2%) . fMde - Bk 2 451 (0.4%) . infusion
reaction 22 5l (4.0%) . 5 & 5 B¢ 2 4] (0.4%) . LafiZe 141 (0.2%) . %€ 2 141 (0.4%) .
BESCRRMEAE/ < A5 —102 f3i] (18.6%) . T 7 1] (1.3%) MK OERAR dnAz ZERE 2 15
(0.4%) MR BT, Fio, S MR ERBER & OB % 13580 B
oo, ARIWEHBEBURDUIREESES (AREEET L ET) 230EFERE R
T

Q@ EFILFEZHEMAHAER (ONO-4538-81/CA2099ER F&5%)
HERELIIAK + ARV o F =78 319/320 #] (99.7%) . A =F =7#E 317/320 {4
(99.1%) IZ#D HAL, 1RERIE & ORREBRNEE TE RWAFEGIIAF + AR

F =7 HE 309/320 5 (96.6%) . A=F =T7Ht 298/320 f5l (93.1%) IZFEH LN, VT
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NPOFETIHILEN 5B EORIWERIZITERDO LB TH T,

F3 DTN LOEETHRERN 5% EOBIFER (ON0-4538-81/CA2099ER FER)

B (%)

0o e Nk
ARG RFI+ IR T = T =T =T
%(ﬁ/lngRA/J ver.22.1) 320 B 320
T 4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

RIEH 309 (96.6) 194 (60.6) 0 298 (93.1) 162 (50.6) 1( 03)
MEE LY v REEE

Zifi. 32 (10.0) 3( 09) 0 61 (19.1) 8( 2.5) 0
I I ER s S 4( 1.3) 0 0 23( 7.2) 1( 03) 0
b H BRI 14( 4.4) 2( 0.6) 0 47 (14.7) 11( 34 0
ISR IS 19( 5.9) 1( 03) 0 61 (19.1) 14 ( 4.4) 0
P WAk

R B RE U e 29( 9.1) 2( 0.6) 0 6( 1.9) 0 0
RO IR BEAR T E 107 (33.4) 1( 03) 0 90 (28.1) 1( 03) 0
H b

iz 27( 8.4) 3( 0.9) 0 14( 4.4) 0 0
T 182(56.9) 18( 5.6) 0 136 (42.5)  14( 4.4) 0
THIER R 18( 5.6) 0 0 32 (10.0) 1( 03) 0
[EREBERUIN /Y 15( 4.7) 0 0 29( 9.1) 0 0
LTI 68 (21.3) 2( 0.6) 0 81 (25.3) 0 0
BINE/ 50 (15.6) 7( 22) 0 74 (23.1) 7( 22) 0
LS 36 (11.3) 4( 13) 0 52 (16.3) 1( 03) 0
—f - EHEER L OB G-I ORRE

) iE 57(17.8)  10( 3.1) 0 48 (15.0) 7( 22) 0
I F 86 (26.9) 8( 2.5) 0 97(303)  12( 3.8) 0
(YR 10( 3.1) 1( 03) 0 16 ( 5.0 0 0
B D JEE 61(19.1) 3( 0.9) 0 80 ( 25.0) 8( 2.5) 0
JHF HESE SR R

e 18( 5.6) 8( 2.5) 0 10( 3.1) 1( 03) 0
FRIR AR AR

ALT 411 80(25.0) 15( 4.7) 0 200 63)  2( 0.6) 0
778 39(12.2) 8( 2.5) 0 25( 17.8) 7( 22) 0
AST #5710 75(234)  10( 3.1) 0 28( 88)  2( 0.6) 0
iR R =) R = ) | 16 ( 5.0) 1( 03) 0 11( 3.4) 1( 03) 0
M7 L7 F = 8 20( 6.3) 2( 0.6) 0 20( 6.3) 0 0
i A FLR BRI R L N 23( 7.2) 0 0 19( 5.9) 0 0
VX —EHIN 48 (15.0) 17( 5.3) 0 35(10.9) 15( 4.7) 0
I v ER B D 12( 3.8) 1( 03) 0 27( 84) 16( 5.0) 0
I IR 17( 5.3) 0 0 59 (18.4) 14( 4.4) 0
R D 23( 7.2) 2( 0.6) 0 8( 2.5) 0 0
i Bk E 5( 1.6) 0 0 17( 5.3) 2( 0.6) 0
M7 AV RRT 7 & —PH 29( 9.1) 2( 0.6) 0 21( 6.6) 2( 0.6) 0
B L Ok EE

K~ 7o 7 AfUiE 32(10.0) 1( 03) 0 9( 2.8) 0 0
KT U ¥ A E 38 (11.9) 22( 6.9) 0 19( 59) 14( 44 0
&Y EEifE 38 (11.9) 17( 5.3) 0 15( 4.7) 3( 0.9) 0
BRRIBEE 65 (20.3) 4( 1.3) 0 53 (16.6) 2( 0.6) 0
B # R L O G HLRkmEE

RAEiR 29( 9.1) 0 0 12( 3.8) 0 0
A IR 25( 17.8) 0 0 2( 0.6) 0 0
PR R PR

R AR A 69 (21.6) 0 0 65 (20.3) 0 0
SE 20( 6.3) 0 0 13( 4.1) 0 0
B L ORI

HEAR 26( 8.1) 9( 2.8) 0 21( 6.6) 7( 22) 0
MRk, MElds K OViERRkE &

FE e R 37(11.6) 1( 03) 0 8( 2.5) 0 0
S i 13( 4.1) 0 0 25( 7.8) 0 0
&R X OB ik

B Rz A 16 ( 5.0 0 0 11( 34) 0 0
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BRI B (%)

Franeoy AN+ TR o F =T A=F =T
" 320 # 320 fi
(MedDRA/ ver.22_.1) _ 4> Grade Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5
FHE - BIEFEIRA R A DIE R 122(38.1) 24( 17.5) 0 129 (403)  24( 17.5) 0
D PEIE 52(16.3) 1( 03) 0 13( 4.1) 0 0
S 62 (19.4) 5( 1.6) 0 22( 6.9) 0 0
BEIR LBk 5 24( 17.5) 1( 03) 0 4( 1.3) 0 0
WS 0 0 0 21( 6.6) 0 0
Jiiiked i
e ML 97 (30.3) 35(10.9) 0 107 (33.4)  39(12.2) 0

ipEs, ARFN+ARF T =TT T, HURIRERERTE 135 51 (42.2%) | JITHERE
i 128 7 (40.0%) | AENEE 115 ] (35.9%) . HEECHRMLARLE 57 ¢ (17.8%) . HIE
DR EREE 37 ] (11.6%) . BEHERERSSE 3161 (9.7%) . KIBZ% - /NB% - EIED FH
22 i (6.9%) . WVELMEMGIRM 17 61 (5.3%) . FRURILERIERAE 15 6] (47%) . EIEHE
RERRTE 12 B (3.8%) . Infusion reaction 8 i (2.5%) . fIT7% 8 fi (2.5%) . Lol 7 51
(2.2%) . TEAHEERT 2 6] (0.6%) . SEHMEK 1H] (0.3%) . HAEFEIE 1 #
(0.3%) . Dz 11 (03%) . Mz - BE%¢ 161 (0.3%) . AL 1H1 (0.3%) . KUY
BEE 10 (0.3%) MR SHiLT, Eho, MR, URBERAG, BIEATA. FPRA, Bk
ARG g, FRE 20 MR, M ERE REGRE, R, FRIFERES K OIS H 1338 B e
o oo ARIWEMFEBLRBLIIBIE 5 FRARMRAER T 25 1) 2 B DRI RE 7~ T,
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[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 b— 3 42k v, KK 3 mgkg (K
) NIE 240 mg Z 2 BN TG L2 EROARF O MG PR E D BRET Sz, £ 0fk
B AKHI 240 mg G U7 BROBEEERIL, AH 3 mgkg G L7 BROMREE & & G
LCREEZRT & TFHIENTZbDOD, AARNBEIZEBOWTHARENHERINTWDH
% - A& (10mg/kg % 2 BRIFIR TR L) TARIZ &L LI-BROREE & & g L CkE
g e PSSz (FFR), MA T EBOREICK T 27 — 21225 &  AH| 3 mgkg
(RHE) X% 240 mg % 2 WRIFIIE TG L 7ZBROARAI OMEEE & & A bk XL ek &
OB A T DRI ST T A DEEE S L, Y EBEIZ OV TIRE M T v o R R
FROME - AEOM THIME R VZEMICHMERZER 1T VW E TSRz, 72, B
s BE BT 5T — X IC S & A 3mgkg T 240mg & A BV A~ 7 1mglkg
Z 3 EMMRECHEREG LIZBEOARRORE R &2ttt OB # 2 REHT 2 EKSTT
UBHEEE S, YKBEICOWTIREI M ThN R, RO L - AEoM cLeaetk
(CHARE R RIT R  E Tl S LT,

R4 FHOKYBE T A—F

PRI - B Cmor Cminats Consats Conas Crins Cavgs
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
3 meke QW (35-521 '760-8) (10.17?'264.5) (17.21‘,"333.9) (75.1){3;71) (27,612,'107) (42.717,’?27)
240 me Q2W (51?1%.103) <15~22?'354-6) (25-31‘};7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
W melks QaW (14;,9;19) (51.621'739.2) (79.98),'51;14) (33?,9232) (18421,1 ) (23;7286)

AR (5%, 95%40)  Q2W = 2T HEINE. Cmax : BIEIER 522 O fi i ML R EE . Cminata : A 5-#2 14
El H L:%b&éﬁ%{&m]%qjﬂ%g\ Cavgdl4 : %D@&E‘ﬁél‘l El H i’(@qzﬁjlﬁl%qj/%/;‘f\ Cmax,ss . Hﬂiﬂﬁ%ﬁﬁ&:%
ﬂj’é%%m?%ﬁqj])%&f\ Cmin,ss . Eﬁ%ﬁﬁéiﬁﬁé%{&ﬁl%qﬂﬁﬁ\ Cavg,ss . Eﬁ%ﬁgﬁcﬁbjéqzi@ml{%qj
e

Fo ABNOREMAEDEEET VAEFIH L I 2 b—2 3 28D | KKl 480 mg
Z 4 BRI TR XTBEARE O L - &% TG L 7ZBEROARA O M35 I 3 it
INic, EOREFR, KAl 480 mg % 4 HFHRE TG LIZBEOEFIREBIZI T 58 m
EHIREE (LT, [Cagss) &VV90) 1. A 240mg % 2 HEFERIFE TG L 72BRD Cavgss
EHUT D E TSN (FR), £72. KK 480 mg % 4 MR TG LIZBROE R
WRBIZIBIT DimMIETIRE (LLTF. [Chass) EV90) 1E KA 240 mg % 2 1 IR
THEE LTEBRD Coaxss EHIE L CTRIEZ T L FHISNIZH DD, HRANBEITBWT
DBEMENHER SN TWA L - JI®E (10mg/kg % 2 HERRE CRE) TAFZHKS5 L=
BRD Cinaxss & B L TR Z /R T & FHISNZ (FHR), Mx T, #EOBEICES TS
F— TS E | AK 3mgkg (IRE) T 240mg % 2 MM, 35 L < 13AF] 480 mg
Z 4 AR TR U0 ARF OREE & &AM XL & OB & 3 2 1%
BROSET UPER SN, YEBEEIZ O W TRFNM TR, ERRoMiE - HED
M CHNE R OBV 2R T v E PRl Sz, £, Billm B ki 5
T—RIZEESE | DR F =T OFHRHIAHK] 240 mg % 2 EIEE X1 480 mg % 4
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[EIfEI b T e - L7 BROARAN OB E B & AT A & OB 2 a3 2 Bk S
TR S, HREBEEICOW TRFMTONIZRR, ERROMIE - HEOMTH
e OV RIS R 72 22 5 3 & TRl S LT,

£S5 AROEYBIE T A —F

M - R Crmax Chmind28 Caved2s Chmax,ss Chmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (ng/mL) (png/mL) (ng/mL)
3 melke Q2W (35-52} .760.8) G6.25?§0.3) (21.321 23.9) (75.}){3171) (27.612,}07) (42.717,'?27)
240mg QW | (5 1?1%?03) (23.33?‘539.0) (302?'20.9) (10;,5354) (41?57,'21;58) (62.11(,)9187)
480 mg Q4W (105307) (15.25?17.4) (37.?)?';)4.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)
10 mg/kg Q2W (14&22) (86.959,‘?32) (101,1 ?48) (323,9225) (18421,1 §o3) (232,7277)

il (5%, 95%/5) . Q2W : 2B IEIRE. Q4W : 4MAMIRIFE. Cumax @ FIEIHE 514 O & M5 e
Cmindzs : PIEIE G428 H B30T B FARIMIE IR B, Cavears : MIEIE G128 H B £ TOFHIIMIE H R
Crmaxss | EFRIEIZ 3T D I ML TS . Coinss ¢ EFRIBIZ T 2 RIS TS . Cavess ¢ TEFVRTAE
(I D ) 35 R
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4. FERIZOWNT

(L ZFIFRIEREIRIR OARIE YIRS BE X TER R O BRI B I - 2 55 811d, &R
GfE & LTHEARBGERE (2FIFRE) ZEonNTnd Zenh, YERE L EYICE
MiTE LM CThHOLULENDD, O LT, EFEMLY A7 EHEEE (RMP) IZHKEOX,
AHN D =S i 22 A VEREATE B~ D o IR 3 8 2 Mask Td o T, RFI OB G- ) 72
Fa2lr - FrE L, AFIOFEGIZ L BERRAEAZRBEBL L ZBRITHIST 5 2 L A3
7272, UTFTOO~BDFT R CEH-TIxICBWTHERAT 2 XEThH D,

O MEFRITHOWT

D1 T (1) ~ (5) OVWTHNIEYT IR THD Z &,

(1) FEAEFEBRENSEET 503 ABHEEERLFRRBTS BRTE RS A S RE BE LR,
HitEl A3 A GBI RURIE . HUEAS A SRR 7R &)

(2) FrErSRERPE

(3) HBENTEAEDFEE T 2 0 APHEEEHT (03 AR ESIE ERibT, 23 AR
IR, A AR HEE R )

(4) AAKRALFRIEE 23R E U, SNRIEB LA RE2 R | USRI L A2 R
2 Ok FEHEIAR D & AT > T D fiiak

(5) PUEEVEREESAI LT & BRINGL O it g% FeHE AR D Jm H 21T > T B fitiak

O-2 B O b7 REE K ORIVERZEBURE O 53 22 Fnilk & B 2 FroERl (T
ROWTIDITEL YT HER) 2, Y2 BB OARFNCET HIREOEMTE & L CRE
ENTWBHZ L,

#*

o [ERIGFFESE 2 EOYHAHME ZE T L2121 5 FELLED D ATRIED BERIHE &
fToTWAHZ &, 95, 28D R, BAEMIREAY XL L-BRREEZOHHE %2
IToTWVWBHZ &,

o [EEIEFFEISH 2 FOMIHE ZE T L= 4 LU EOWRESE OB RMHE
EIToTHEY., 96, 2400 EiE, B O N A YR 2 & Te N AABIR DGR
HHEZIT->TCWAHZ &,

© BEtADERMEREHEOEHIZONT

RIS I A BT D RMEE N E S b, BRSO OfFmE 0 A - %
AR OB P ORISR 5 iRt A FFRNELE LG E OWE
. FRESNITT DN DIEHINE > TN D Z &,

17




@ BIER ~DXRIHIT 2OV T
@-1 HEsAHIC B3 2 B

VR MEGE RS O TSR BIER T4 LI-BRIC, 24 BRSSO T, Mi%hiak X
IEEE R 1BV T, BEL L2 RIWER IS U CARBEE B K O CT O RIVEH ORI &4
HAAREOFERAY BRI S, BHICKHG TR IRH N E > T D Z &,

@-2 ERHFEIC L 5FEESINICET 22 M

ARSI D BEPTR 72 50 e O\ Re 2 A 2 BIRIERE D EltEl =2 ) v 7
EEDIEROA Y ) == T ZATOWERE L FwAE A TE 5 F— AERAH 2
SN TWD Z L, B, BIIAHNCOWT, BDABE L ZDOFEEIZHHIHm ST
WwWnHZ &,

®@-3 BIERA OZWLHRIGIZE LT

BWER (REMMZEEIII X BREMGEDAE, (DR, MRk, SO RAEE., KiK.
N, BEED TR, 1 BBERIE, BUEMFIE. AR, RS R, s krEinse
K%, HURIRBEREREE . MRS, MhRREE. BEE. RIBEE. ML, BEEDOK
JEREE . ERiARZEARAE, infusion reaction, FEFE7RMKRET, MEKERIEMERE, F5EZ.
gk, BEDOBHR, SEIREK, MEORERIR, WIERFEE, OEfES (OEE) -
RIR « DEEPEIANNHESE) . ARZFEREE . IS H M, L) (Txf LT Yakhiiar X3l
BRI O BRI 2 5 EAD & U (RUWER O ZWroxt s I L THRE R USHE
EZITONDLEMICHD L), EHITHEUIREN TE DEHINES>TND Z &,

iy
g
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5. B##ExIB L BE
(G 2hEICBE§ % 31E]
O TROBFICBWTAROEZDENSHRIES LTS,
o MEHAEMEERZAET HIUEMEER (TXF=7, A=F=7, VYIF7
T =T NYN=TE) e ETFRIERE AT A IRIGUIBR A BE U TERREE D
A R ORAI B )
o ALEFIRIERIBIEDIMDC U 2 2 4347 Intermediate X [ZPoor V) 2 7 U (AR 1AY])
BRARE ST IE O BRI RS (B A~ 7 L O A#E)
o ALHRIERIBRORIBUIBRARE UL OB RE (DR F=7L
OO L)

@ FRICHST 5 BECKT 5 ARAOR SR OFRHEC 0TI, AROH
BN SUTHST, ARIO TR G L 2SR,
o CFBUERERRE RO A A WA DB ORI R 55 BT
B AR
. IR

(D [ 4L 5 MARRER  (ONO-4538-16/CA209214 #BR) 12T, L FODO~@DWFHIUC b 3525 Lig
WIGAIZIE Favorable U 2 7 (1 X% 2 THH Z i 72 373554 1213 Intermediate UV 27 | 3IHE L L& w7- 354
ZiX Poor U A7 L xiiz, (6 X—T&MR)

BRI & 2 ST DA O BEIEA B 1 £ T 1 FAR0m
Karnofsky — K& 80%AiH

ANE T T B FEYEE T BRA T

WIER O IV T LMED 10 mg/dl 28 2 2
IFHPERE DS U LR 2 2 2

M/ REDS FEVEE FIR 2 2 %

‘F‘

CISICISICAC)
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[Zz 4El B4 % $H]

O TFTRICEYTLIEEICOVTIEIAAORGPERE SN TND ZEND, KEE1T

DIRNZ L,

o ARHNDORSTI R UIBBUE DRBEERE D & 5 B

@ MO T FRICHS 5 BH IOV T, AAI O RS 1R
P, OWRBBRIEN 2 B AIIRY | HEICAR 2 BT 5 2 L 2 EETX 5,
o BELPERRR O A D URBERE 0 b 2
o IR e BT A D B R T OV BIE O SO RIS O R i ¢

DM IRIEMEREN A DI D BH

o HORERBOEPH SUTEMERLH L I3 B SRR B OPER O

b oHRBAE

o S BAEE (EiLsMRBEEE Ee) Db D EE

o OB SUIBEE AT D 8E

»  Karnofsky Performance Status 70%Aiifi 72 &

(#2) " Karnofsky Performance Status (PS)
Score EF
100 | 1E&, HRBICKS 5 BHOFA 72800 BASERZ L,
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