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1. IILBIC

RIS OF M « ZRMEDOREROTZ DI, U SCEFICE S W2l E RS
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & ORI 72 5T B E R
FREZRBDBARIND T T, 2 b OERMNZ EIZHNERBFIRMLT 5 2 L BBEO
FRRE L 2o TR Y RBRFEMBGEE & O AT EE 2016 O 28 42 6 A 2 H MR E)
IZBWTYH, EHNERNEOHRAORE(LHEZXS Z L L ShTnd,

BORVE RS ERR T, KEERASCL ST 0 7 7 A VSBEE D ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEICBET A IERSH0ERET 5 £ TORM,
MHEIMOBEZMLZIT 5 2 EnHIfF SN BT LTERT 5 & & bic, B
RSB L7 BRIC B 2tz & D 2 & AN AHE /e — T O B i 7= 3 R SR BE i
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBBEESLZNE TILELN TV D EFIFR -
BHE RN S-S & | LT O ER GO il 72 5 2 HEE T 2 8L b B e gk &%
HROEEFEHE =T,

I, ARTA BT A A%, MSIATBOE N EIE G RS SR, A EEANBAR
BRI 7o, —AFEENE N A ARRIRNBHE S FEdREFTEENE A B AR 72 &k O
—MRFEETEN B AR ZR 2 DO/ LR LTz,

RGe L I BEIRSG, - A TR ERE 20 mg, A7 U — R SEEHTE 100mg, 4
— ARSI EE 120 mg, A7 YU — R SIEEE 240 mg (— 4 =
A~ 7 GBS FHHHEZ))

REERDMEUINE - DIBRARRZRHELT « TR O IR/ NI it

MEERDMEROAE  BH, A=A L~T GBI %) & LT, 1[5 240mg
Z 2 JEMIRIE S 1 0] 480 mg & 4 W R0 C AR S,
i OHFEEMEIEG A & O 2581, @E . EAIZZ=RLr~7
(GBfz MM z) & LT, 110 240mg % 2 3@ RBIREIRE X 1 5] 360
mg % 3 MR CARMEERET 5,

B A 5B 3O/ NERERA T RIS




2. AHNORK. VERBF

A7 — R AR ERHE 20 mg, [FATEERE 100 mg, [FAGEEE 120 mg K OVNE SR ERE
240 mg (—fi%4 - =FA~7 GEE X)), LT, TARAL Evd,) 1, NEFPSES
TEMKSLEAZ Ly 7 24 BTV AR =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 1%, &M L L2 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T2 2
1) BT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U 4 K (PD-LI1
KMONPD-L2) EfEa L. U RERIZIEIMES 7T {mizE LT U REROTEHEBIREZ
BIZFRET L CTWb, PD-1 U W RiFHURE MBS B b Ok & 22 Gk 5B
LTk, BMERAMEBE) LU LB TS PD-L1 DOFEEBL L IEDELF
HH & OMICADOHBEBFR & 5 Z & HE I TWs (Cancer 2010; 116: 1757-66)
F o EMER AR IR T MlaS AT 24 X — T 2 v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L EEMAHRIZI T 5 PD-L1 ORI LD
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 @5 H S E -3 AMlaiE, PUFRFER CDS Btk T Hifa ool fufs
TEMEZ 59 S8 545, H1 PD-L1 /KT PD-1 & PD-L1 & OfE&EET 5 &2 OHIN
GEEIGEREIE T 5 Z EDRENTND, DI L5 PD-1/PD-1 U 72 RERERIL, 23
AR FURRF A7 T MM O OBEEE A BT 5HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFESHEIE) ITREE L.
PD-1 & PD-1 U AV REDFEGEET L2 LICL Y, BASUFRRFRZ T Mlaols
PEAL K O AR IR k9 2 MRS TG M 2 58 5~ 5 2 & TRk e PLidgsh R &4 o~ 9
ZENER I TN D,

IS OEN S | AFNTEMEIER ) 2 B 2R EIC R0 55 b0 & MIfF S,
FE/ NIRRT AR 2 kP & U T BRIRERIR 2 S0 L, AR, Ak OV D e
iz,

AN VE T I < HBEE D RPERRIT X 2 ANERS2 6 & b, B UL
D AR B 5o AFIO B PR OB SR, BHOBRL AT, BEIR
D BTG AITIE, BB L HGUTIE U B e ik & B8 & Fe o R Aifi & i L Cil
EIREERIRBI 24T\, BEE O RIERIGIC X 2 BIER A bI B 561 1E, BRI E R
T AN OB EEDOHE YR AE ZAT O MENH D,



3. BRERAE
UIBRANHEZR AT - AR OIE/NBEAE (R R L O R ERE) DO7KGRREICRE
i 247 > 72 2R B A B BR D Rl AE 2 7R T,

(A72hE]
R 2P BB

@O EAF IR (ONO-4538-05 #iR)

77 F I BT RERE 2 A 2 UIERARE R B B/ IV ST I O /i
it /5% (ECOG Performance Status 0 2TV 1) 35 il 512, AAl 3 mg/kg % 2 @R
TRIEEE L7z, EEFEEE TH 28303 (RECIST A F7 4 & 11 Uz E-S5<
JHIEIZ X D CR XUE PR) 14 25.7% (95%(E#HIX[H : 142~42.1%) Th o7, 0¥, F
ANCERE L7 BfEI 9.0% Tdh - 7=,

© WS IFEEER (CA209017 #%%) (N EnglJ Med 2015; 373: 123-35)

7T F SR G AL AR 2 A T D UIRAAREZR B H1/ IV SR O/ F B
JE 3 (ECOG Performance Status 0 2 TN 1) 272 Bl & XfRIC, REX /2% E L
T ARA 3mg/kg % 2 I M HIBE C A L7z ORAIRE 135 61, K& & &8 137 61),
FEIMMEE Th H2AEFHE (BT, ToS] Lv9o,) (hofll [95% XA 1%,
AAKIET 9.23 [7.33~1327] BH. FEZFEBARET6.01 [5.13~733] WATHY,
AHNE R & X ATK LREHFICHERIERE 2R LTc (O — RE 0.59 [96.85%15F
FEX A © 0.43~0.81], p=0.0002 [J&5! log-rank F/E]),

1.0

0.91

0.81

0.7 1

0.6 1

0.51

0.4

Probability of Survival

0.31

0.21

0.11

0.0

T T T T T T T T T
0 3 6 ] 12 15 18 21 24
Overall Survival (Months)
Number of Subijects at Risk

KR

135 113 86 69 52 31 15 7 0
FE2% LB

137 103 68 45 30 14 7 2 0

1 0S OF RN D Kaplan-Meier HiR (CA209017 38r) (TlEA(LIh7-£EH)
4



(FER ¥ B R )
@O ENE TFAREB (ONO-4538-06 #H5i)

77 F R GO T RIERE 2 AT 2 U2 B B/ IV XTI O IERAE E
e (BECOG Performance Status 0 2 TN 1) 76 il 2 3512, A 3 mg/kg % 2 i [H[H
bR C A EHE Lo, FERHMIEE Th 528405 (RECIST A K74 » 1.1 fRITE-S<
R EIC XD CR XUE PR) 1£19.7% (95%(5#EXH : 12.3~30.0%) TH-o7z, 728,
FANIRE LTZBEIE 9.0% TH > 7,

© VEHMEIFARAER (CA209057 #ER) (N EnglJ Med 2015; 373: 1627-39)

7T F RN G AL FIERERE A2 A T D UIRAREZR OB H1/ IV U R OIER P L
F2yE A (ECOG Performance Status 0 2TV 1) 582 il &2 %t5iz, ReX Xk 2% &
LT, AHI3 mg/kg # 2 WFMNCREFE L2 ORAIRE292 1, F& & F&/LEE 290
B), FEFHIEE Toh 5 0S (H A [95% (5 X ]) 13, ARHIHET 12.19 [9.66~14.98]
A, FEZXEAFETII6 [8.05~10.68] 7 HTHV , KHIIX Nt & Xt /I3 Lt
FHEMICHBRIER 2R LTz (Y — R 0.73 [95.92% 58X M : 0.59~0.89], p=0.0015

[J& 5] log-rank #7E]) .

1.0 4

0.9

0.8 -

0-7;

0.6 -

0.51

0.4 -

Probability of Survival

0.3 -

0.2 SR - o, :
o e0o-C
0.7
0.0
PN e TR E R et s S e i T | S i S TRt | T
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
AFIB¥
292 232 194 169 146 123 62 32 9 0
Fea%t/L8#
290 244 194 150 111 88 34 10 5 0

X2 OSSO FEfENT D Kaplan-MeierHi#R (CA209057388) (BWIEA(LINT-EM)



(PD-L1Z&HLIR LB DA 20 K OVZ2 4 1:)

WAV S AR (CA2090173850 K ("CA2090575858%) ICHLAAN BNTZERED H b,
SRR 35U CPD-L1 2 58 8L L 7=l 5o 2814 (LUF, [PD-LIZEBIEE] &
) BT DIERNE SN — D EE DT — X IZH-SE | PD-LIZHLERNRRE I
fRAT 2 AT > T2 IR L 2O RIZILL TO LB Th-o T2,

ARMEICE LT, R B T, PD-LIOFEHRICL S, FeFFwaARELt
12 U CAAKIRE COSHIER T A M 237 b v,

FER T LR TlE, PD-LIZSBLE D1 %A M O% 512 K22 X'/ & IRIERER OSSR
ThoT= (TIX),

B, Y ERE. R RS I, PD-LIORBRIZ L ST, KFloreMk7
77 A VEEEETH - T,

i
o
i

Probability of

Probability of Survival
o
&
:;‘J/
ol

I

02 ’ L ;
|
|
0.1 el 0.1
90 T T T T T T T T 0.0 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 Number of Subjects at Risk
Nivolumab 3 mg/kg Nivolumab 3 mg/kg
108 82 70 60 48 39 26 17 4 0 123 98 86 77 73 65 27 13 5 0
Docetaxel Docetaxel
101 87 69 53 38 30 13 5 2 0 123 102 80 61 44 36 13 4 3 0
Nivolumab 3 mg/kg (events : 77/108), median and 95% CI : 10.41 (7.29, 14.26) = Nivolumab 3 mg/kg (events : 68/123), median and 95% CI : 17.15 (12.09, 20.63)

e Docetaxel (events : 93/123), median and 95% CI : 9.00 (7.10, 10.55)

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 : 0.59 (0.43, 0.82)

Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% ClI : 0.90 (0.66, 1.24)

X3 CA209057 RBD PD-L1 FHEH|TD OS O FEMEHT D Kaplan-Meier Hi#R
(£K : PD-L1<1%DBEELF. AKX : PD-L1=1%DBEELRH)

@ EFEELFEFE IR (ONO-4538-52 #5R)

{LZBIFRIERIBR D EGFR s 1A RIEVE, ALK Bl A B R 1 FEVE &L O ROSI A5+
EMEDUIBR R REZREAT - FFRE O IER A LR IE N it Fe 550 B (H AN R 371 H
Zate,) BRI, TITEREANRNY AT (BaFlHZ) CIT, [y <=7
EWV9,) KO T F R EETCFERIEO ARG E B E LT, ABILE ARV
~ 7 kO T F R & Gefe e L oS- (BUF, INIVO/BV/Chemo] &9 ,)
DA V222 B L7z (NIVO/BV/Chemo™ BE 275 i, *FHEEE 275 #1), LHGE
B B Th 2 WEAFHM (BLF, [PFS) L 9,) (Pl [95%FH X)) (X,
NIVO/BV/Chemo #£ T 12.12 [9.76~14.00] 77 H . xtH#E T 8.11 [6.97~8.54] W HTH
Y . NIVO/BV/Chemo X7 T R & XN X< 7 NS 5 FF 8K % 8 Ee (b Pk 0 Of

6



Gk URGRHFICE B RIER 2R LTz (N — R 0.56 [96.37%[5HE X[ : 0.43
~0.71]. p<0.0001 [J&%! log-rank fE]) .
*1: AHN 360 mg K OMLEREE% 3 M HIFI0E CAMRE Lo, (LB, AARTSF <2
BRVNRORANY R T 3% 1A 70 LTRK 6 A 7 VERL, 6 %A 271D
LZEREE M IEAF B OSy X 7 O GAC & 5 HEREE b BRI ATRE & L=,

100 A

2 80

2

4 i NIVO/BV/Chemoitf

3 60

o

=

-~

% 40 A

& ;

= 20 Eogiizbic3
2 =
0- 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
*TEREE 275 225 127 53 27 5 2 0 0

Xl 4 PFS O HEENTE D Kaplan-Meier Biff (ONO-4538-52 3X5)
(EVEAIL S 7-2£H, NIVO/BV/Chemo #f & XHHREE & D)

(PD-L1ZEELIR IR DA M o D224 1)
[EIBE LA S MAH SR (ONO-4538-52305R) IZHAANNLNT-BEDT — X | THES X,
PD-L1%8 LR BN R IR N IRENT AT > TG IME R L EBMEORRIZILL T LB 0 TH

S7,

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

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

0S
PD-L1 &3 BehRE Bil%x HfefiE [95%CIH] NP — R
(B A) [95%CI]
. NIVO/BV/Chemo 115 31.01 [23.13, —]
0, » k)

1A BV/Chemo 115 22.60 [18.63,29.44] 076 [0.52,1.10]

NIVO/BV/Chemo 155 30.78 [25.99, —]
1%L | ’ 0.69 [0.50, 0.95
oL BV/Chemo 155 24.67 [19.09, 29.34] [ ]

— HEEARRE, ¢ REBEA LA R L LT Cox Kl — FElFET v



R PRz gs M O i - Rz gee)

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

(LI IEARTIRR O EGFRI& G -2 B pa ik i ALK A& 5 T FEVE O YIBRASEE 22 81T -
RO NEiTERE 7196 (BAARNBESOBIZETe,) ZRt%RIC, 77 F 8K E2E
TLFREOI ARG ZRE LT, Al A ) o~7 (Binrf#az) (LT, T4
U AT Eno,) KOTTFF8GHE 25 b FREE O (LT,

INIVO/IPI/Chemo | & \9 ) DA ZMER VLM 2GS L7z (NIVO/IPI/Chemo ' #£361
B, e H2HE3S5841)  FEEFEA A H T 5 0S (FF B [95%F 48 X [l ]) (3. NIVO/IPI/Chemo
BET14.13[13.24~16.16] 1 A . I HBEET10.74[9.46~12.45] 1 A T& v . NIVO/IPI/Chemo
137 T FF KN % G AL RRIEO B R GCk LRI B R IERE A2 /R LTz (0N
— FE0.69 [96.71%ZHEX[# : 0.55~0.87]. p=0.0006 [J&5!log-rankffE]).,

2B, RBWMLMATRER CTH DA, HHEALRIONIVO/IPI/Chemoft & kFFREEDOSD
P— KLt [95%E X 1%, R ¥ EROE T0.65 [0.46~0.93], FER T L2 <0.72 [0.55
~0.93] ThH-o7=,

*1 : AH 360mg % 3 BRI, 1 £V A~ I mgkg & 6 AR & OYLF5EE 3 8 R M
Bk Uiz, ALZRR0RE, LA (RSE EROS UTIERE ERE) (IC SV bpes (R R
Jit  AINVKRT T FURONRZ Y ZXE, ERFELENE: IVRTTF XTI AT TZF R
NARNLFER) &, 3EEE LA 2L LT 2 A 2 AVERI LT, 2 A4 2 AT, AH
FEOA BV b~ 7 % ST LT,

#2 AR R bR SULIER - BRI 1233 % . NIVO/IPI/Chemo A & [7] UAL &L %2 3 AR
EAIVAINELTAVA I NVERL, ERFEEEBEIZOWTIE, 4 A 7 VO{LFHEE
TR R Ll RIS K DM D e L LT,
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o
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o

NIVO/IPI/ChemoEE

=
~

0.6

0.5 _
0.4 xR s s

OB

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/IPI/Chemo#f 361 325 292 230 129 46 16 1 0
it 358 318 259 183 94 39 12 0 0
B5 OSSO H[EfiENT D Kaplan-Meier Bfif% (ONO-4538-77/CA2099LAFER)

(EfERLSh-8H)

@ [EBRHE S M FEERER (ONO-4538-27/CA209227 #&5%) (N EnglJ Med 2019; 381:2020-31)
(Part 1a)

(bR EARTEE T PD-L1 FEBLEN 1%L E72v> EGFR &5+ BaME KR N ALK e
R RO UIBR R R/ HETT « PR OFE/NBIRIE B 793 5l (H AR NEFH 89 il %45
te,) ZXRIT, 7T T A Z G FRIEOHE G ARRE LT, KA A Y
L=T7 OB (LR, INIVO/IPL] W9 ,) OFMER e E2HRE LT

(NIVO/IPT™ B 396 i, xtH™2 #E 397 f5) . AsBro FZFHIEE TH 25 0S (Rl
[95% (5 #EIX 1) (%, NIVO/IPI #£ T 17.08 [14.95~20.07] © H . xtIREET 14.88 [12.71
~16.72] 7 H T& Y | NIVO/IPI (377 FFHH % & e b FIEIC Kk LR PRI &
IIER AR LTz (N — REE0.79 [97.72%5 81X/ : 0.65~0.96], p=0.0066 [J=5] log-
rank fRE]) o
*] . &K 3 mgkg & 2 BRI, « © U A~7 1 mgkg % 6 8RB CARMEE L,
¥ TR (R RO IR ) ISV bSRE (R R« IR T 5 F o U
VATTFURONTAYAE Y, ERELEE  IVRTTF NIV AT TF RO A R
FER) &2, 3BEEE 1A 7L LTAT A7 VERL, ERFELEFEBCONTIE, 4147
IVOALEFEF MBI A N LF Tt RIC K DMEFERE L B TREE L7,



1.0
0.9
0.8
0.7
0.6
0.5

0.4 /-L‘u —g
0.3 B

” B
. Wu—m b gy

St 4= =i

NIVO/IPIEE

0.2
0.1
0.0

Overall Survival Probability

T T T T 7T T T LI T LI B T T T T T 7 T 7T 7717 T T
0 3 609 (D215 SR DN 0T 500 33036 0 39 D A5
Number at risk Time from Randomization (Months)

NIVO/APIEE 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 ® Kaplan-Meier Hi#t (ONO-4538-27/CA209227 3B& Part 1a)
(EfERL I T-4£EH)

(Part 1b)

(L IEARTAE C PD-L1 FEBLEN 1% 2 > EGFR &5 1A REM L Y ALK @a
BAE T REMEOUIBRAGE /LT - s OIE/ Nt £ 550 B (HARNESE 79 iz &
te,) ZXRIZ, 7T TFF A ZEZTCFERIEOIAE G 25 E LT, KHlETT7F
FHH A E T EE E OO S (BLF, INIVO/Chemo) &5 ,) KT NIVO/IPT @
BN N OV 4tk & fist L7= (NIVO/Chemo™ #f 177 i, NIVO/IPI #F 187 #i], *FR#EE 186
#il) . ARBRORIKFAEH O—>Th V) BRI E D x5 T 5 NIVO/Chemo #f &
KREFED PFS (HR L [95% (5 HHIX fHT]) 1%, NIVO/Chemo #£ T 5.55 [4.63~6.90] % A .
XITHRHET 4.70 [4.21~5.59] B A TH Y, NIVO/Chemo 137" T FF8A| 2 & T el 1k
(X U FEMINC A B IER 278 LTz (O — FEE 0.73[97.72% 15 #HIX M : 0.56~0.95]
p=0.0070 [J&%!] log-rank f&7E])

7B, REEWIRMHTRE R Th 2208, MBI DONIVO/Chemoftt & xf HAEEDPFS D/~
— REb [95%fE8E XM ] 1%, R LR T0.94 [0.56~1.56]. FERF R T0.66 [0.49
~0.90] TH-o7=,

*1 : AH 360 mg % 3 RN K QML FEiE4 3 MR C AR L, (L, s R
W B R AT IERAE EEE) ICE DWW TEERE (RELEE  IVART FF U XNE AT T F
VRO LA AV HERELEEE  INVRT ZF NIV AT TF RO A L% E R) &
3EMAE 1Ao7 LTAY A7 AVERL, IERFE LI OWTL, 4 34 7 Vo7 iE
FEREARICARI L O R b Lt RIS & 2 MRk b TR L Lz,

10



1.0

ty
=
o

0.8
0.7
0.6
0.5
0.4
03
0.2
01

Progression Free Survival Probabili

0.0

T T T T T T T T T T T T T T

0 3 6 9 122 15 18 21 24 27 30 33 36 39

Nuiber atrisk 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 5 3 0 0 0 0

7 PFS ORAEMRHTIFD Kaplan-Meier Bift (ONO-4538-27/CA209227 3Bk Part 1b)
(EVEAIL SN T7-8EH. NIVO/Chemo B L X HREE & D )

Fo. HEFEARRERR ST SN o b OO, PD-L1 FEHEN 1% 0 BE
(23T NIVO/IPL B &t HREED OS (A [95%(E 48X [# 1) 1%, NIVO/IPL BET 17.15
[12.85~22.05] 7 H . *HBEET 12.19 [9.17~14.32] WA THY . NIVO/IP1 (Z7Z FF
BIHN 2 G T efb PRI LIER A 2R Lz (O — R 0.62 [95%(5HEX ] : 0.48~
0.78]. BRERMIZ2MRATHRESR) .

11



[Z241]
R bR )
OEWNE DR (ONO-4538-0575)
BEFGIL 33/35 il (94.3%) IZERD BV, KElL ORREEFNEE TERWEHHR
G213 24/35 5] (68.6%) 1Z#BWD HALTz, FBIHEN 5%LL EORWERIZTRDO LB THo
776

#£2 REHBENR5%LL EOEWER (ONO-4538-0558%)

BRI HH BiE (%)

FEARGE 35 45

(MedDRA/J ver.17.1) 4= Grade Grade 3-4 Grade 5
ERIEH 24 (686) 2 (57 0
MR LY o SRlEE

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

B CLoa Pk R AR 2% 2 ( 57) 0 0
B P

i 2 (57 0 0
L 3 ( 86) 0 0
—f - BHFEER X O SEAORE

RE 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

TANRTXUBT ) N T AT =7 —8HN 2 (57 0 0
M7 V7 F ok AR F - —F 2 (57 0 0

U 2 SERE R 3 ( 86) 2 (57 0
R L OV hEE

BT V7 2 v fE 2 (57 0 0
BAHOR 5 (14.3) 0 0
AR L O ARk R

B EiivR 2 (57 0 0
PR TR P

RIS = 2 — T — 2 (57 0 0
MEOR AR, B ESs K OMHERR

il £ i 2 (57 0 0
B H KO TRk E

SIERR R E 2% 2 (57 0 0
HLBE 2 ( 57 0 0
F&95 5 (143) 0 0
BEIR Bk 5 2 (57 0 0

7ok, RMVEMEATERE 2 6] (5.7%) . KGR - EEO N2 6] (5.7%) | fhffES (%
T v NU—IEERESE) 34 (8.6%) . NTFEERERETE 2 5 (5.7%) . FUIRAREEGERETE 3
(8.6%) . EIEHEREREE 16 (2.9%) . BEEREREE (RAEHIEMEBRE) 141 (2.9%)
J Ninfusion reaction 2 f51] (5.7%) 23#8 Hivlz, £/, BEOKEREE (K EREIRE
ERE, ZIEALBE, FERHIESS) | FERMREREE. 1 BUBEIRFG, BER. FAER B E,

12



Rige - BEIEZE. 55 5 A T OV 26 1380 B L7 o o, AR FIRBLR 1 e o
% (BRREMERE 2 a1 & abEiHERe =T,

QA MARER (CA209017308%) (N Engl J Med 2015; 373: 123-35)

BEFGIIAFIRE 127/131 6] (96.9%). F& & Fw/LEE 125/129 Il (96.9%) (2788 &
oo ARENE ORFFERPEE TERWAFERIT 76/131 i (58.0%) T8O B, J
BN 5% EORIWERIXT TEDO LB THh o7z,

#£3 RBIBED 5%LLEORMER (CA209017 FRBk)
H% (%)

CERIPNG

(ﬁ?@im 17.1) ?Z?UE

¢ ver.Lf. 4 Grade Grade 3-4 Grade 5
2FIER 76 (58.0) 9 ( 6.9) 0
H NGk

T 10  ( 7.6) 0 0

L 12 ( 92 0 0
—fi% - EHFEER L OGS EMOREE

I E 13 (99 0 0

9 57 21 (16.0) 1 ( 0.8) 0
R L O fEE

AR 14 (10.7) 1 ( 0.8) 0
B R R L O A RS

FAfm 7 ( 5.3) 0 0

7, VBN E 6 6 (4.6%) . KRG - BHEED THI 11 61 (8.4%) . FhfkFEE (%
T v NU—IEGERES) 1361 (9.9%) | IFHEREREE 4 61 (3.1%) . HUIRMRHERERE T 5
(3.8%) . BEHEREREE (RMEMEMEE X% 461 (3.1%) . EIEMEIIE 141 (0.8%)
e WNinfusionreaction 1 f5] (0.8%) M#» bz, £/, BEOEEEE (FEREIRE
fERE, ZTEALEE, FRHIES) | TEARHRERETE. RIBEmRE. 1 BUERp ., PEX.
e - BEEA . 5 E D IER L OMHRITFRD D ie o 72, AREIVEFAZ BRI B

% (BRREMRT 25T) 2EEHEREZRT,

(FERF- bRz )
OEWNE TR (ONO-4538-06:4#k)

HEERIX 75/76 i (98.7%) IZBH B, AF L ODRRERNEE TCE W EER
S 64/76 151 (84.2%) \T3RWD BV, FHIRN 5%LL LORWEMIITRDO LB ThHho
776

13



#£4 BHBNR5%LL EOFEIWER (ONO-4538-06548%)

SRERIRHE B (%)

FEARGE 76 {5

(MedDRA/J ver.17.0) 4 Grade Grade 3-4 Grade 5
RIEH 64 (842) 16 (21.1) 0
N G i i

AR A RE AR T 7 (92 0 0
E e

15 5 ( 66) 0 0

T 4 ( 53 0 0

LI 8 (105) 0 0

AN 4 (53 0 0

I i 4 ( 53 0 0
—i% - EFEER X OS50 KRE

I 57 9 (11.8) 1 (13 0

iy 11 (14.5) 0 0

FEEL 11 (14.5) 0 0
BRI IR AT

U U SEREE A 6 (79 2 ( 26) 0
Rtk L O EE

T Y U A MSE 4 ( 53 2 (26 0

BAHE 11 (14.5) 1 (13 0
PR R P

FEIED F 4 ( 53 1 (13 0
M ER, MOERES K ONERmPEE

R P i R 4 ( 53) 2 ( 26) O
Rk X O TRk

& D FENE 6 (79 1 (13 o0

SIS 11 (145) 0 0

SRR I 4 ( 53 0 0

¥, MM EAR] (5.3%) . KM% - EHEE D THI5H] (6.6%) . FhikkEE (¥ 7
v N L—EERESE) 1041 (13.2%) | IFRERERRE511 (6.6%) . FIR IR RERR 1041 (13.2%) .
R RERERE E 1 (1.3%) | BEEREREE (RME TR EMEE 25%) 461 (5.3%) K Utinfusion
reaction 35l (3.9%) 23D LTz, FTo, BEEOKERFEE (REMEIREGEEE, 2L
B, BOOEIES) | TEEHREREE . VRUBEIRIN, WEZE. EIEMIEAE, AR - BEEK.
S E DR K DL RITFE D BV o T, REIWERRBLIRI I BT F 5 (FRR R
WA E) 2B UEERETRT,

O/ IARRER (CA209057 786#%) (N Engl J Med 2015; 373: 1627-39)

HEFELIIAKIRE 280287 1] (97.6%). FE & X /LEE 265268 1 (98.9%) (Zid 5
AU, AHN & DRIRBRAEE TERWAEFEFRIT 199287 il (69.3%) (258 bl
FHRDN 5%LL FORWERIZTRD LBY THolz,
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F£5 FEEIRD 5% EORMHER (CA209057 3RER)

p—
BRI e
=h.
(%ZEE)EII?A/J ver.17.1) 287
T 4 Grade Grade 3-4 Grade 5

2REIEH 199 (69.3) 30 (105) 0
PG WA R

FFDR 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 ( 52 0 0
— % - 2FREER X OGN ORE

I ) RE 29 (10.1) 1 ( 03 0

9 57 46 (16.0) 3 (100 o0
Rtk L O EE

BAHOE 30 (105) 0 0
AR L OV ARk

SN 16 ( 5.6) 0 0
FEIE 8 X OV T fRbE s

% 9 24 ( 84) 0 0

W5 27 ( 94) 1 ( 03 0

7, MR 10 6 (3.5%) . KMk - B D T 22 6 (7.7%) | fhikleds (%
T v NUIEMEREE) 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%) 23FD Hivlz, Fiz, BEEORLEREE (K EREIRIRE
ERE, ZIEALBE, BUOEIESE) | TERAHERE, RIBMEERE. 1 20RE, R,
FIEFIEAE, S E 9 R KO RITED Doz, ARRIVEMZEBLR LB
% (RREMRT 25T) 2E0EHEREZRT,

OE BRIL[F 2 MAAFAER  (ONO-4538-52 #l#)

HEFEGIIAFIGEA (NIVO/BV/Chemo) £ 271/273 1] (99.3%) . % HEHE 275/275 1 (100%)
Wb bz, AAIGFH (NIVO/BV/Chemo) & DR FEEBGNEE TR WAERSRIT
269273 B (98.5%) |ZFRD LTz, FHLEN 5% EORIWERAIZ TRO LB Th o7z,

£ 6 FEEER 5% LOBIER (ONO-4538-52 3ER)

- N Bil% (%)
ﬁi’jﬁi% H AFIGEA (NIVO/BV/Chemo) #
S 273
(MedDRA/J ver.22.1) 4 Grade Grade 3-4 Grade 5
2EIEM 269 (985) 201 (736 3 ( 11
R X O T ARk
it A 143 (52.4) 0 0
B3 81  (29.7) 13 (48 0
O PEIE 48  (17.6) 0 0
BEIR B R 5 30 (11.0) 12 ( 44) 0
SIERR R 2% 19 ( 7.0) 1 (04 0
TR R MR
AR = 22— N F— 120 (44.0) 3 (11) o0
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K= 2 —m RF— 59 (21.6) 1 (04 O

SR Ne 32 (117 0 0

BER 15 ( 5.5) 0 0
A7

I HRER B 116 (42.5) 87 (31.9) ©

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

MR 59  (21.6) 16 ( 59 0

TANRTGXUEET ) b T AT =7 —E 8 24 ( 898) 2 (07 0

TI=vT ) T ARAT 27— 20 (73 3 (11 o

Mz v F =8 16 ( 5.9) 1 (04 0

EEN 15 ( 55) 0 0
B IEREE

{50 85  (3L1) 3 (11) o

D 68  (24.9) 3 (11) o

T 50  (18.3) 5 (18 0

A% 50 (18.3) 2 (07) 0

Mg - 21 (71.9) 0 0
Mg LY R REE

2 ifn. 78 (28.6) 15 ( 55 0

At H BRI E 53 (19.4) 43 (158) 0

FEENE AT H BRI 43 (15.8) 41 (1500 1 ( 04)

. BR e iE 26 ( 95) 13 ( 48 0

I/ N E 18 ( 6.6) 4 (15 o0
AR X OV ARk R

B EiivR 69  (25.3) 0 0

5 P 66  (24.2) 0 0
—% - &FEER L OS5 OKRE

R 68  (24.9) 1 (04 0

FEEN 40 (147 2 (07 o0

9 57 19 ( 7.0 2 (07 0
MEOR AR, B ES K OMERR

LAtk 43 (15.8) 0 0

LoD 34 (125) 0 0
R L O EE

BAEIE 81  (29.7) 8 (29 o0
A8 P E

e 1L 65  (23.8) 37 (136) 0
Bk L OUR KR E

BEAER 65  (23.8) 13 ( 48 0
A s

RO B A REAR T 26 ( 95) 1 ( 04 0

R A e TUEE 15 ( 55) 0 0

BB R RE R4 14 ( 51) 4 (15 0

¥, PRERRETE 211 61 (77.3%) | BREUHREMARIE/ X A/ XTF—92 il (33.7%) . EHER
I B2 43 151 (15.8%) , HIR ARFERERR 5 39 151] (14.3%) | FEE O Fz Ji ks 36 f51] (13.2%) |
FFREREREE 35 1] (12.8%) . BHEEREREE 20 5] (7.3%) . MRV 19 61 (7.0%) .
KIG2% = /N dk - BEE D T #0119 ] (7.0%) | BEIFEHEEERE S 14 41 (5.1%) . infusion reaction
13 1 (4.8%) . TEMARPERERDS 5 61 (1.8%) | Az 4 61 (1.5%) . ClEFEE 4 41 (1.5%) |
1 RUOBEIRI 3 61 (1.1%) . FRARMARIERIE 3 1] (1.1%) . FEALVEARE %K 2 61 (0.7%) .
Ege 2 4511 (0.7%) . FFZ 161 (0.4%) MK OMESEHIM 1 651 (0.4%) 2358 Hiviz, Fiz,
BIEMEESIE, Ok, BUEATR. ITARA, MK - Bk, MERERIEMEE, 2. 5
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E O MR ARFFERDE K OYEFLITEE D Do 7o, ARRIERIFEBURDUIEE RS (FRR
MEMRE 2 E) 2GUERHERETT,

O VB B2 9 S QR - R g
DEFR [ AR RER (ONO-4538-77/CA2099LA 7X5R)

HEELIIAFOH (NIVO/IPI/Chemo) #f 355/358 5 (99.2%) . XIFEHEE 341/349 {3

(97.7%) (2R b=, AAIGEH (NIVO/IPI/Chemo) & DRE BEEURNEGE TE RV
HEHEGT 322/358 ] (89.9%) IZRRWD BTz, FEBLEN 5%LL EORWERIZTTERD L0
ThHo17,

F7 FEBERD 5% EOEER (ONO-4538-77/CA2099LA FAER)

B BilE (%)
e AT (NIVO/IPI/Chemo) T

S 358 il

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

EIEM 322 (89.9) 159  (444) 1 ( 03)
MK LY o RREE

2 1 80  (223) 20 ( 56) 0

B R ERIRA iE 35 (9.8) 22 (61 0
PO Us b

R A e U E 27 (15 0 0

R B RE AR T iE 52  (14.5) 1 (03 0
B EREE

fERK 32 (89 0 0

T 73 (20.4) 14 (39 1 ( 03

LD 94  (26.3) 5 (14 0

gL 47 (13.1) 6 (17 0
—fik - AHEES KOG ORRE

) E 73 (20.4) 3 ( 0.8 0

9 57 59  (16.5) 8 (22 0

FEEN 20 ( 5.6) 0 0
BRI iR A

TI=2rT I R TAT =T — B 23 ( 6.4) 3 ( 08 0

77 —EH 18 ( 5.0) 8 (22 0

TANRTGXUBT I ) b T AT 27— BN 19 ( 5.3) 4 (11) o0

U R—B 0 18 ( 5.0) 13 (. 36) 0
R L O REE

AR 56 (15.6) 4 (1) o
AR X O ARk R

B EiivR 26 (7.3 1 (03 0

P9 18 ( 5.0) 0 0
MR AR, B ES K OMERR

fififig ¢ 19 ( 5.3) 5 (14 o0
B F KO TRk

=B 32 ( 89 3 (08 0

O PEIE 66  (18.4) 3 (08 0

B2 64  (17.9) 5 ( 14 0

BEIR B R B 18 ( 50) 5 (14 o0

17



fds, HURIRHSAEREE 74 0] (207%) | WREEETE 5101 (14.29%) . BRACTRIIE 3
AT 50 ] (14.0%) | NPHEAEREHS 48 ] (13.4%) | KRB - M - THEO T4 26

Bl (7.3%) . BHEREREE 25 5] (7.0%) . HEEOREREE 21 61 (5.9%) | MRz E
19 5] (5.3%) . infusionreaction 17 5] (4.7%) . RIEEERERETE 12 5] (3.4%) . T EE{RHE
REFETE 7 4511 (2.0%) | LWEFETE 7 651 (2.0%) . ¥ 6 61 (1.7%) . WER 461 (1.1%) &
OFRARMARZERRSE 1 6] (0.3%) 2538 LTz, £/, BEIEMFESE, L%, ik, 1
RUBEGRI . PR, REALMEABAE 6. Wk - BB, EEES R migieds, meR & RIEGRE,
fEtZ, 58O B, IEE I L OYEFLITERD v o 7o, REIERISBLUR DX
% (RRREERETEZET) 280EHEREZRT,

@ E BRI FH MFEFER (ONO-4538-27/CA209227 F5R)

(KK LA Y LvT LD AES)

HERHRGIIAKIGEH (NIVO/IPI) #E 568/576 il (98.6%) . *IHAHE 554/570 %1 (97.2%)
RO bvTe, AFOEH (NIVO/IPD) & ORIREEIRMNEE T E WA EFFHRIL 442/576
B (76.7%) (278 LTz, FIEN 5% EORIERIZTROLEBY THhoTz,

#8 FRHBM 5%LLEDOEIER (ON0-4538-27/CA209227 FER Part 1a J2 Ot 1b)

B b [ BilE (%)
F AR (NIVOIPD T
(MedIS?ZA/J ver.22.0) 576 7
T 4 Grade Grade 3-4 Grade 5

2REIEH 442  (767) 189  (328) 1 ( 0.2)
NGy WA e

RO A RE TUAESE 48 ( 8.3) 0 0

FRIR BB REA T 72 (12.5) 2 (03 0
B GRS

T 98  (17.0) 10 (17 o
L 57 ( 9.9 3 ( 05 0
—fik - RHEERS KOG ORRE

1 9 59  (10.2) 8 (14 o0
957 83  (14.4) 0 (17 0
FEEN 43 ( 75) 2 (03 o0
7R

TI=rT I NIRRT =T =B 52 ( 9.0) 19 (33 0

77 —BHN 36 ( 6.3) 17  ( 30) 0

TANRTGXUBT I ) b T AT 27— BN 56 ( 9.7) 18 (31 0

U R—B 0 43 ( 75) 23 ( 40) 0
R L Ok E

BARBOR 76 (13.2) 4 (07 0
AR X O ARk R

RA A 29  ( 5.0) 4 (07 0
MR, MERES I OVERR fs

Jitilig & 41 ( 7.1) 16 ( 28 0
R X O TRk

P2 i W fg 31 ( 54) 1 (02 0

Z 9 FEE 82 (142 3 ( 05 0
2 98  (17.0) 9 (168 0
BEIR B IR B 39 ( 68) 9 (18 0
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7k, HURHEREREE 115 6 (20.0%) | FFRERERETE 91 f (15.8%) . #h#RkEE 51
(8.9%) . VEMEMIZE 50 6] (8.7%) . MK MARIE/ X A4/ F—38 4] (6.6%) . HJE
D JEIEE 27 B (4.7%) . KIGK - /NMGBK - HEEO T 25 1 (4.3%) | BHEREREE 25
%51 (4.3%) . infusionreaction 23 {5 (4.0%) . TEEMAHERERET 19 1] (3.3%) . EIFEHGE
b 19 B (3.3%) . I 13 1] (2.3%) . DMk 9 B (1.6%) . e 6 1 (1.0%)
1 AOBERIE 4 1 (0.7%) . S E IR 2 5] (0.3%) | Lz 161 (0.2%) . ik 1 fi
(0.2%) . Mgk - Bl 161 (0.2%) M OFRIRIMLIEZEAAE 161 (0.2%) 23388 bz,
Fro. BIEMEEGE, ITAE, i LVEIRE 28, B ikl | MERE REMRE, fkL.
FE S i S OSEFLIZRRD H AL o 7=, AREIVERFBUR DI B G (BRI AR A 52 5
EEL) EEUDEINERE ST,

KA & 75 F W etk & OPFFIE S, (PD-LI R8BI 1% Kilioo BHLEH)
A EFELITAKIGEA (NIVO/Chemo) B 172/172 141l (100%) . i HREE 174/183 441 (95.1%)
(7B BT AFIDEH (NIVO/Chemo) & D RISRBIFRA G T & 22 WA EH FHRIT 159/172

Bl (92.4%) 2B LTz, BN 5% EORIERIZITEREO LBV Tho T,

#9 FRHEBHP 5%LLEOEREIER (ON0O-4538-27/CA209227 R Part 1b)

B | BilE (%)
ﬁiiz;ﬂ M KADFA (NIVO/Chemo) BE
7B [z]=] 172 {@J
(MedDRA/] ver.22.0) 4 Grade Grade 3-4 Grade 5
EREIEM 159  (92.4) 96 (55.8) 0
MiEE LY R fEE
2 if 70 (40.7) 30 (174) 0
I P ER IR A E 41 (23.9) 23 (134) 0
/N E 17 ( 99) 7 (41 o0
B IR E
(s 38 (22.1) 0 0
T 17 (99 2 (12 o0
L 67  (39.0) 4 (23 0
A% 14 ( 81) 1 (06 0
Mg 26 (15.1) 4 (23 0
—fik - RHEERS KOG ORRE
1 9 18 (105) 1 (06 0
957 43 (25.0) 8 (47 0
PR 9 ( 5.2 0 0
FERE D S SE 10 ( 58) 0 0
FAH MR 9 ( 52 0 0
FEEN 12 ( 7.0) 1 (06 0
BRIR IR AT
TI=rT ) NTART 2T — BN 16 ( 93) 5 (29 0
77 —EH 11 ( 6.4) 4 (23 0
TANRTGEXUEET X ) b T VAT =7 —EH 10 ( 5.38) 1 ( 06 0
M7 L7 =40 12 ( 7.0) 1 ( 06 0
I R ERER D 27 (15.7) 17 (99 o0
i /IR 21 (122) 11 ( 64 0
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H i BRE R 15 ( 87) 9 (52 0

R L O mEE
BARIHER 39 (227) 4 (23 0
R F X O TRk
Z 9 15 ( 87) 0 0
FEP5 26 (15.) 1 (08 0

7k, PRRRREE 26 B (15.1%) | BEBUHREMEE/ X A 3T —22 il (12.8%) . JIFHERE
b 21 51 (12.2%) . FUIRERFERERRTE 16 B (9.3%) . BEHHEREE 14 1 (8.1%) . [
B 8 B (4.7%) . RIGHK - /N2 - HEED THIS B (2.9%) | LligilEs 5
(2.9%) . infusion reaction 4 {5 (2.3%) . FEEDORJEREE 2 #] (1.2%) . OFiZ%k 16
(0.6%) . f2c 1H (0.6%) . 17UHEGRIH 1651 (0.6%) . AFZe 141 (0.6%) . FIlEHE
REFETE 151 (0.6%) K OVFARIMARZERRIE 1 61 (0.6%) 23588 iz, 7o, HEIEM
e, FFARA, BEVEIBE ., FEARHAEREE, MMk - BEREK, HEERMEES, M
EREREMERE, AEEE. BER. SE DR, BN L OELITZED bznotz, R
BIERZRBURDLIBIE RS (RIRRAEMRT 2 5T) 25 OEIERE =T,

20



[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 b— 3 02k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LI2BROARR O Mg iR EN S S iz, ZOf
R AH 240 mg G LTZBROREEEIL, AH) 3 mgkg &5 LIZBROBRE & & ik
LTREZRT ETRHIENTZb DD, ARANBFICBO CARER RIS TV D H
- & (10mgkg % 2 B CRE) CARAIZ G UIzBEOgE & & ik U CEH
oy LTRSS (FR) AT BEOBEIZE T 27 — #2125 & AHA| 3 mg/kg
(REE) 0% 240 mg % 2 HFFEIFE CHG- L 7ZBROARRK OBRE & & Ao 3 etk &
ORI & T D IRBE ST T APERE S, Y% OV TREIT DAL A R,
FROAE - HEOM THEMER L SMEICAME e 2RI E PRl SNz, £, 3
NI B IZ BT 2 T — XD S L2 B UG ET VEFIH LT, AAl 3
mg/kg (2 EFFEINECHG) . 240 mg (2 R CTHE) XX 360 mg (3 ¥ M HIE T
H) LAY A~7 1 mgke (6 BREIMMTERYS) 208 LIcBROZ M Z M Lok
K. FROME - HEOR CREM TR ER TRV ETRISNTZ,

K10 FAOKYEE T A —F

- Crnax Chnind14 Cavgdi4 Cimax.ss Cmin.ss Cavess
(ng/mL) (ug/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)

3 melke Q2W <35~52T '7608) (10.17?'264.5) (17.21‘,"333.9) (75.1){3171) (27.612,'107) (42.717,'?27)

240 me Q2W 61.712,?03) (15~22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)

10 me/kg Q2W (14;,9;19) (51.62?739.2) (79.9(;),'?14) (33?,9232) (1842L,1 ;13) (23;7286)

FRAE (5%, 95% %) Q2W = 2B FIHIFE. Comax @ HIEIHE-22 O i ML HHEEE . Crinara - FI[EIF 57214
A BT D RARMIE IR, Caveara : A 5140 B £ TORMIEPIRE . Coaxss : T RIEICI
T 2 i MIE TR Crinss 1 EWIRRBIZ I D e ARILTE PRREE . Cavess 1 AEFIRREIZ IS 2 F- M1 o
TR

Flo AR OREHEDEEE T VAR L2y I 2 L—3 3 IS b AH| 480 mg
% 4 TG TG SUIBEAGR O ik « 85 TR L 7BRO AT 0O My ke B 3 s
ST, ZTORER. AHI 480 mg Z 4 EE N TR G LIZEROEFRREIZ IS 1T % ) i
THHHE (LLTF, TCagss]l &2, ) 13, AHI 240mg % 2 F IR THE- L 7ZERD Cavgss
EHUT L ETREn (TR) o 72, AAI480 mg z 4 BF MG TG LIZROE
FARBICB T DiemMig hRE (LT, [Chaxs) &5, ) 1, AAI 240 mg % 2 3#[H
[FIfR TG LTZBROD Craxss & HEEI L TREZ /RS & FHISNZ S OO, AARNEEICE
W T ARMERHEGR STV D ML - JH& (10mglkg % 2 ERIHRE TG TAFIZ &5
L72BRD Craxss & W L TIRMEZ R & FHIS . (FR) . MAT, BEOEEICE
FHT7T—=2ITHSE . AHI 3mglkg ((KE) F7213240mg z 2 HFHHE, 75 L < 13AHA]
480 mg % 4 B MR TG L 72RO AR OBREE & & A 00 M 32 M & o B 2 1
T ORIEEISET VPGS L, BEEEIC OV TREIMTONLZ /R, Bk -
MEDHE THZME R O L2 AR TRV e TRl S,
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K1 ARORYEE T A —F

- R Crmax Chmind28 Cavga2s Cmax,ss Chin,ss Cavgss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 mefkg Q2W (35.5; '760.8) (16.25?50.3) (21.321 f3.9) (75.&?71) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,'103) (23.33?‘539.0) (30.‘:3?‘670.9) (105354) (41?57,'21358) (62.11(,)9187)
Hme @ (103207) <15~25?Z7-4) (37-%?.;)4.8) (14?,1 §36) (27.751,?37) (62.11(,)9187)
10 mg/kg Q2W (142,9322) (86.959,.?32) (10},1 ?48) (323,9225) (18421,1 gos) (232,7277)

R (5%, 95%5) . Q2W : 2 EMIMIFGE. QAW : 4 B HIHING. Cumax @ PIEIHR 544 0O focims 75 R L |
Crinzs : FIEI$¢ 5% 28 A HIZI61T 2 FARIMIE TR, Cavgazs : HIEIH5-1% 28 H H £ TOFE Mg i

FE. Cmaxss : EHRIRIBICI T D B MIEFIREE, Cminss 1 EFIREBICIS T D BARMIFEHIREE . Cavgss : EFHR
HBIZ 51T 2 R4 Iy e B
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4. BRIZTHOWVWT

AFN OB G- DN W) 72 BE &2 - HE L. AR o512 ctwi’é%ff TEFRZRB LT
BRICKHET 2 Z ERMER 7D, LFOO~Q@DFT X T &= T sicB 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 SR BE . Mtk 2s ARSI B &)

(2) FrERERERDE

(3) HEAFIRAEMEET D03 ARFOEEERRE (DA BRI ERPE, 23 AR
W 1IREBE, DA EREER e &)

(4) ARACFRIEEZRE L, ARG L FREZRR 1| USRS LR iE 2 R
2 Ok IEAEITSR D JR H A AT > T 2 ik

(5) PUEMEREESAILL G HEIN O R sk K AR 5 M 24T - T B itk

O-2  fifieE DAL SRIE K ORI E R FE S O XIS A543 72 F0idk & #BR 2 R EAT (FRO
WFINZREE T D ERN) 23, HE2REEOARANCET HIEROEEE L L TREI N
TWnWsZ &,

*

o [EEMFFESE 2 FOUIMIMHEZE T L7212 5 FELL LD D TR D IRIHE 2
ITHoTWBHZ L, 96, 2L EIX, BDAZEMEEZ £ & LUEERIES S OHE 2
1ToTWBHZ &,

o [EEIGFFEUSH% 2 FOPMHEZE T L721RIC 4 LI EOBKRKEBRZHF L T\ Dd
L, 9B, 3ELLEE, O A SR A S T MR A O R RIHE 21T -
TWAHIZ &,

@ Bt DERLIFEREZDEKHIZOWNT

LG W BT T 2 R DL E S, B D OFHRE D, ﬁfJJ 7S
IR OB B ONERISEIZ R 5 G et A FFRMNEE LS E OWE
. FRESDITT DN L IEHINE > TN D &,
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@ BEA ~DXRIGIT 2OV T
@-1 HEsAHIC B3 2 B

VR MEG R B 0 TSR BIER ST AE LI-BRIZ, 24 BEREIZ2IRIAHIO T, Mi%hiak X
IEEE R 1BV T, BB L2 RIWER IS U CARBEE B L O CT O RIVEH ORI 24
HAREOFERAY BHPIZE S, BHICKHG TR IERH N E > TnDH Z &,

@-2 ERWFEIC L 5FEESINICET 22 N

ARSI D BPTH 72 5 e O\ Re 2 A 2 BIRIEFRE D RIEE=2 Y 7
EEDITEROA Y ) — =2 T ZATOERE L Fw A A TE 5 F— AERKH 2
SN TWD Z L, B, BIIAHNCOWT, DABE L ZDOFEEIZHHIHm ST
WwWnHZ &,

@-3 BIfERHOZEr R MCE LT

BIVEA (MEMERMZEEIZIN 2 BREAEDRE, Odk. Tk, BT RARE., KIBX.
NS, EEDO TR, 1 ANERIE, BUEM . HFARA, HHERERES . JFK. kMR
K. FRIBEEEREE . T ERMAMEREREE, mhiklEE, BEE, RIEEE, Wk, BEEOKL
JE R, FPRIMARZEFRIE, infusion reaction, HEFE7cMygkmE, MERE RIEMERE, FEkZ.
Mede . WEEORPERON ., IR M, ClERES (L EME) - 2RI - D ESEMEEISMGHES) |
REFEREE . IS ML, BEALE) 1Tk LT, YikhEak U B R O BF P2 AT 5
R & EEE L (BIERORBZKCH NI L THREM O EEZ TN 5680 H D =
&)L EBICEY) R ALED TE HIRH D> TWDE Z &,
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5. RERBRLLRDBE
(20 BI 4 54 H]
O AHOBMB LT TRROBEIZBNTHMERBRES LTV D,

75 FF WA % G IREE AT 5 SRR AR B W/ IVE UL AR O
LR

75 FF A % G FRREIE AT 5 SRR AR IR I/ IV UL R
P LB L

7235, RV LR CEGFRIEE 128 B ST ALK A G TR E BV TR,
JFHI L L TEGFRF | % ¥ v % 7 — B A UFALK T 1 % o o % S — L IEA 0
R 74 5845,

@ AFNOAMOFUEMENESZA] & O GIE T RO EBE BN THRMEI VRS TV D,

A Y AT ROT 7 F K E G iE R EEE  IVRT T F
KO ) ExX, ERELERE: DVRTTF U NF AT TF 2 O
A RLHxER) EOUHAEES ALFIRIERE D2V EGFR Bin A REMEL T
ALK fil &85 FREMEDO UIBRARBE 70 AT - FR8 DI/ NI s i
A Y A~T EONFRBS ALFRIERE O 720 EGFR & 1n - A REEME L OV ALK
A B R T REYED UIBR RGBT « TR D FE/ N i AR
77 F TR R G TbFRE ORE LR IVR T T7F NI AT T F
BT LB R IVRTTF o UIT AT TF o KRR
RSt R) EOPFRBS  ALFRIEREO 220 PD-L1 FE=DY 1%A5H 0D
EGFR {5 T2 BEEM: K O ALK @A 85 RO YIBR AR 2 81T - R OIF/
Tl e g R
NNV AT RO T FFH G RwE (DVRTT7F RO ) %
e EOPREE  ALFEEERE O EGFR BR A SR, ALK @ e
BTN O ROSL A s 7R O UIBR R EEe AT - R OIER ¥ ERIE
7Nl e e R

kARFIOBZWFE L L, RFE4 : PD-L1IHC 28-8 pharmDx [# =t | 23&R ST\ 5,

® FRUCHNST % I NI B 21 5 B AN DB 5 O AL 1T ST,
FIOEMED ST SN TH LT, AAORERG LR BRI,

W M EIRIE 63 2 ARH 0 B 5 K O o HUEMEIE S A & o 0F 5
{LERPRIEE D 72 BRI S 2 ARH o0 il % 5
@ TAENIDOHZINEDR T ST WML OFLEEVEIEEHR & OOF & 5-

@ ALZEFRIEERD 72 WD UIBRARE 21T - FEE O Nt BF BT, A B A=
7 L ORI D AEVECHBEN RN E B X N BEIZRBWTE, AHL
AV LT EOHMKGEEETRETHL, AV LT ROT T FTlH %

25



GULFREE RV LR : W ART T FURUAY U ¥, FeRT LR -
HINEFSFL VIV AT TFUROALR R Xt R) & ORIz 5T 5 A%
PRI R 0N E = 2 B ABREICBNTIE. ARlE A EY AwT ROT T FF il
H % S o A & OB RS-, PD-L1 RELER 1%k oA B A 7108k
5 REMICHIEN 5 L B2 LN B BHFITBVTIE, AHlL 7T F T AL Gk
L R LR IVRT T F NIV AT T F RO L2 ey ERF
LEE AR T T T YTV AT TFUROAA P Lt R) L OGRS %%
BT 5 LNTED, BB, RROBEICHT-->TL, ME2HRETIA K714 (A
KIEFEAW) SEBETS 2L

® ALFEFEIERED 72 WBIBRARRE 2R HELT - B OIER T LR IR/ NS B 2B\ T
NNV AT RO T FFR-BEEZTATIHE (DVRTIZTF KON U 2 X%tk
V) L OPFRBEGICH T D AR EICREN N EZ X N5 BE BT, A
ERNY R T RONT T FF AN Gtk L OFHKG 2EET 52N T
=D,

©® M2 ATA N7 A4 > (AARME S 128\ T, ECOG Performance Status 0~1
2 75 5 UL EO R ERE. XX ECOG Performance Status 2 2 O T, 5
3tEARGUEA (REZFE %) OBRFRE/HEREN TR, 77 FF/HIOfH
HHERE IR WD SN2 W r—203 b 5, 2054, \LFIRIEREZ AT 54
BRASBEZRMEAT - TR DI/ NI B ISR\, 77 FHRIFIORNRED 72 < &
5 3 ARG A A COBRREEZ AT 5 B TR W T, AFIOFEME 54258
T&E 5,

D 77 F 8K o G T FIRIERE 2 3 D UIBRARRE 72 1T « B O IE/ Nl i i FB s
(%9 2 AKI D BB G- 1 3/ B TAHRRER  (CA20901730058k & O"CA209057785k) 12
BT, REEEEEOERTE EEEONTIOEREICBNTYH REZ BRI

Dz E, MR A RTA v (AARMEEEER) (TBNT, K74 85 T AR AR
(DECOG Performance Status 0~1 %2 T 75 g% LA L. XI1Z@ECOG Performance Status 2 2 0 BETiX, %3
HARPEAl (Re& X' OHEFRSEN/HERINTEY ., 20 k) REBEETIE, mEbEEEICRH
HABREICHER DD EEBZZ NS,

(2 ECOG o Performance Status (PS)

Score | EF%

0 | &<MERIEFH TS, Bl &lFE U R EAERIHRZR AT D,

PIRBZIE LWEENIHIR S 525, BTHRE T, AR > TOERIITO 2N TE D,

Ul moss, s

BATHRE CH Y OH ORI O Z L33 X THEEEMEEII TE 20, BHO 50%2L iy RT3,

RONTZESOHEDEY DL LTERY, BHRO 50%LL EE2 Xy R+ TimId,

Al

ELENT RV, BAOHEOEY OZ L34 TERY, BEICy R+l I4,
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$f UTEBIEDSBREES TV D, 7272 L, BRI EECRE O B3 Tik, PD-LIFEBLRIC
LV EIEDMER N R/ D Z EIRBINDBERERPIE LN TS Z LD, FERF
FREOBZIZE W TEPD-LIZBRE LR L L TAKIOR G /G OH B 23 5
ZEMEE L,

PD-L1 FEHRMN 1%AKR0 T 5 Z & MlES S IR LR B E IRV T
JFHIL RE& X eV EORALSOGUEERERER OG5 28k 4 5, @9
NATr ) AT (BEHEEz) O3 =4 U2 (5844 - PD-LLIHC
22C3 pharmDx Whj)’iwpuuﬁﬁ¢%%abtﬁﬁﬁiﬁﬁ®$%

T T, AEIOZWE (BFE4 : PD-L1 IHC 28-8 pharmDx % =1] ) |
FHRA SR EE 2G5, BUT O SRS %ﬁﬁuﬁﬁw&Q@TE%ﬁﬂf%
Do
SCHRSE)

Marianne J. Ratcliffe et al. Clin Cancer Res. 2017; 23: 3585-91

Ming S. Tsao et al. : J Thorac. Oncol. 2018; 13: 1302-11

[tz B4 5 F1E]
O TRICESTHIRFICOVWTUIAKOERENR LD L INTWD Z Enh, &5 %217
DNz &

AFND S35 LIBUE O BEERED & 5 B

@ YAﬁﬁﬁ@éﬂ?fﬂﬂ (2R T FRC _Eiéuﬁ‘é%%‘ (ZOWNTIE, AANOFGTHELRE e

. MOEREPIE DN WG EIZRY | HERICAKIZFEN T2 L 2EBETE 5,
%E@Mﬁ%@AﬁXi%E@%é$%

050 1 R A A C R R % iR 8 D FRE KON B 0D 5 S ik 2 -0 S A it ¢
FEDORINZRIEMEZA LD - B 5 B

A AR B OO0, TR 24 L < X0 B R R OO
H b EE

BRI (& MBI 2 5 1e) ObHHESE

T DG SUIEE 2 AT 2 BE

ECOG Performance Status 3-4 1 o 3

(H3) 772 U, O FUEMIEEA OB GOV, 2R, EER SN T 5 2 L ofh, B LB S 72
BEWEHORBOBZ NN G 5%, [EFIY EREY LAl Sn-88 GIRSIR) 12oW T2z oY

T2,
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6. MEICEEL THEBETREEIH

O WSACEFIOM A, ROERGEES PRI T 2 ERME IS E ARHF O FeME K& OV E A
B O DI B R E I BE L ChBRT 2 L,

@ RIEBMRICENI D, BE X OFBRICHEIME R OB E i L. RE 25
ThoEETHZ L,

@ 7 I F T AL ETCFRIER AT 2IERFE LEEIZB VT, PD-L1 BEHEL
TR L7c L CARKI O B 5 OB 2l 5 2 L3 EE LA, PD-L1 FBLE)
R CE 72 WGEITIX, AR OEH OS2 @Il Ls ECET5Z &,

@ ERBMWEHO~FX Y AL MZOWT

MEMEREEN D S d Z ERXH LD T, KFNOEGIZHT-> T, BKRIE
W (PRI RIS, ik, FEEVE) OffEsE M O X & o FEhess, Btz +5
ZATH 2 &, £, MBS CTHES CT, MiE~— I —FDOMm& % FEhid 5
Z &,

AFN O EIXEE D infusion reaction (i 2 CEARI 322kt D T 5 U
faAT > 72 LTt 2 Z &, £72.2 [8] H AR O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHLHDT, KFIFEEGH K OARA G T #IT A Z A
CERRET %, BEORBEL IS 52 L, 703, infusionreaction &
FHLLUICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE 08l
T5HZ &,

ORI REIR E . TRAEERT R ORIBREERH 5O Z B3 HH DT,
AFN D ¥ 5B haRT M O G- B I E IR NIt re iR A (TSH. 1028 T3,
Ui T4, ACTH, M =/LF > — AV EORIE) 2R 252 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b D4 R IEBR R
DHLOLNDZENDD, BENRDOLNLLGEITIE, BERLEFRIIS U
B 72 ek & R 2 e Al & i U Cl bl A BRI W 21TV IR DS
FOGIZ X 2 BWER 2N g0 23551213, AR ORFES T I, R ORIE BE A
NEVRIOBRGEEEZBRTHZ L, B, BIBRERLVEOEEIZIYEIE
A OYGEERFRD IR WIGEIZIE, BB RE AV LISt o Sz il Fl o8 n
HLEET D,

BERET %, BOEBI S8 ARRE L T LEWERDBELT L2 Enb D129,
AR OEEHETHIZ S RWEM ORI ITEET D,

1 BUBE IR (BIE | BUBEIRWS 2 5 de) b bbdv, BERPIMES R 7o R—v X
ICEDZENHLHDOT, Alg, HED, EHFEOREROBHRCMAEED L2
SEET S Z L, 1V BBERBER DN GA TR EEZRIEL, AR #
FOFGEDHME) R EZITH Z &,

BIEATIE, P4, ITHEREREE . TR, B{bLMEE RPN H LoD 2 &ndH D
DT, EHWIIITHERERE LTV, BEOREEZ H3ICBET 52 &,
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® AHNOEKRBRICBWTC . UTOZA I v THIMEDFMAI T TW-2 & %2R
BT, AREE G I EIMIC BB R COIROMEREITO 2 &,

ONO-4538-05 # 5 & U ONO-4538-06 7kBk : 6 MM = &

CA209017 3R K& Y CA209057 iR : 5Bt 9HE, 0%, &5
2 TFERIZ6EMI L, LB 12 8 I E

ONO-4538-52 ik, ONO-4538-77/CA2099LA 7Bk & 08 ONO-4538-27/CA209227
RER B EBLA D 1VAERIT 6 M I &, ZNLREIT 12 i Z &
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(7 3) hllHE
Hm. EEKRS. RK LRSS 2 5B ER 0 E

< REZXFBARBR LR DBE>
HEREREIH O H 5 HBE
BYEE SOFL T B B

WEEA URYYEDOR b S BH

i P SEANOBBUE OBEERE O & 5 B
B0 TR LTV B AR O & 5 BB

< FeZFRAPHEERS ERDEE>
HREEH OB D BE

MR 2 ST IRRRMEIE D & 5 B3
FFBEE D & 5 BE

B EED D DB

HEOH D BE

IR 5 AIREME D & 2 FBHE

< KEeHXRALOEKZREIER>

B BEHH

avJiER T T T4 TF—

PO, PARA, TRgREREE

RS

VRN 2¢. HRAEE

A4

FEFEME M N EEEDEBRE (DIC)

P 2L, L, iR, K%k

{f LR

MR R AR A T (B A

Sk

B2 REARE MR (Stevens - Johnson JEMERE) . HaEtERR SIEIEIE (Lyell SEMERE) . ZIHLEE
DX R =T AKIE, FRIE - RIRETR

DFEZE, FRR ML AR ZEARE

JEYIE

PRIR AR VE O RE G 53 WEBRE (SIADH)
HERAONREORER, MAE R, RMHRES . B OB S O KM EB)[EE . Radiation
Recall 5
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EFEAHEET A R4 v
=R~ T (Bior#x)

(BR5E4 : A7V —AREFHE 20 mg, 7P —RRHFHE 100 mg, A7 P—
RETRERE 120 mg, 27V — R ETHH#HE 240 mg)
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1. IZT®IZ

IS OGN - REMEDHEROT-DITIE, WA STEZEITE SVl E el 23R D
b, 52, IEOREFIFOMEANC L0 | FUREIR S 72 & OFH) 72 B /e Rk
FFREEGENARINDLH T, 2D DOEKTZ BN E B TR 2 2 L BB O
AR & 7o TR Y RIFMBGER & SO IR T #2016 (FRk 28 A2 6 A 2 HEERE)
IZBWThH, EHERLEOHHORBEHEEZXS Z L LS TWn5,

AR AR E SR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENRDHD, ZOD, HIMEROLEMEICET A ERNH0EMT D E TORM,
WMELEHL DO BE LR ZIT 52 EPHIRE SN D BFICK L THERT 2 & &b, BIFE
RNV LTI B et & & D 2 & DS ARE 72— 18 O B & i 7= 3 R SR A B <
THIENEETHD,

L7eRoT, KA KT A4 TiE, BIFERES ZNE TITHE LN TV A EFLIEH -
BHER M EED & | LU O E IR O feii 708 FH 2 HEE 3 2 8LA & B2 g B %
F RO EFREERT,

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

RG L I HEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4

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

KB ERDRETHF - ek R E

MEERDABEROHE - B, A=A~ (B z) & LT, 18] 240mg
% 2 BRI S 1 18] 480 mg & 4 BN CARMEET 5, 7=
72U, BEMERANEICIIT AR ML OGE T, BEHIFIE 12
TABETET 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 BHREIMET 4 FLAREET 5, €D
%, =R~ 7 (Bio i z) & LT, 118240 mg % 2 #HfH
IR S 1 [5] 480 mg % 4 FE [ RME T EEd 5,

f¥E IR 5E ¥ F NP TSR
(%)

HL BRI B9 Y — AR A RS EIR S0mg (— R4 A BV A~ T GEIG L 2))

DIHEE TR, HEE O &

2h HE XX 2h R ARIGYIRAN R e B R A

Ak &k VA &%, KA ) A~7 BB ) & LTI1E 3 mgke
(RE) 2 3 EREMRE T4 BRHESHET 5, 72, oOHrEMEmE
FEGAT AT, =R v~ (B iz) LRI Z L,




2. AERN DR, 1EREF

7 — R IR ERE 20 mg, [FATEERE 100 mg,  FAEETE 120 mg K OV A §E
240 mg (—f%4 - =R~ 7 GEBE M), LT, TARF) Evd,) i, /MR
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 1%, &M L L2 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIC IE & BUSHIE T2 2
1) IR T 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U 7 K (PD-LI1
KONPD-L2) EfEA L. Vo SERICHfIEY 7P v LT U v SERoiEAIREE
BIZFHRET L CTWd, PD-1 U H v RIFHUREESMBELIAMNI B b Ok~ 72 IR 8B
LCHY, EMEREOMELE )OI L EGEMEICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIRN & 5 2 & A ST % (Cancer 2010; 116: 1757-66) ,
F 7o R R fE B CIRARRE T N EE T DA v X —T = H >~ (IFN=y)
12X > T PD-L1 OFENFE SN, 5B L EMEREICIS T 5 PD-L1 ORI & itk D
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 @5 S E 723 AMaiE, PUsRFER CDS Btk T M ol fufs
TEMEZ 59 S8 545, HT PD-L1 /KT PD-1 & PD-L1 & D& EET 5 &2 O
GEEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERERIL, 23
AR FURRF A7 T MM O OBEEE A BT 5HFD—2 L LTEX LT
Do

ARFNL, FEEERR OFE R 6 PD-1 O/ ER (PD-1 U F o REEAREIR) IS/ A L.
PD-1 & PD-1 UGV REDEEEIET DI LICL Y, DAFURERRNZ T Mok
PEAL K OV AKIIENS 519 2 MRS =G VE 2 #9985 = & TRkt e PUEE 20 3 24
ZENHER STV D,

AN VE T I < HBEE D RPERRIT X 2 ANERS2 6 & b, B UL
B RN B Do AAIOE G PR OB ERITIT, BEOBEE TYTO, BHSH
D BTG AITIE, BB L FHGUTIE U B 2 ik & B8R & Fe o R Afl & L Col
BN 72 BEBZB T 24T\ IBEE OGERSIC L ARIEA RSN A AT, BIREE AL
LRI OB DGR AT 5 BN D B,



3. ERPRARE
SR LA il O KGRI IR 24T o 72 B R R IRRBR O i 2 R T,

[H2hhE]
OEWNE DR (ONO0-4538-02 #ER)

Z IRy (BUF, IDTIC) &9 ,) 12 K AEFEIERE 2B T 2 RIRUIRAGE /R T
HA/IVHA SO 38 oo Bk B il 228 (ECOG Performance Status 0 2 T8 1) 35 #2512,
AF 2 mg/kg % 3 B EHIFRE CRBEEE L, FHEIEE TH 2893 (RECIST 7 A

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

QEMNE M AHFRER (ONO-4538-08 55k)

b PAVE ARG IE ORI BIBRANRE 72 LA/ IV ) ST A8 o B R BB H (ECOG
Performance Status 0 2 OY 1) 24 il 256t 512, AAl 3 mg/kg 2 2 38 Ml IR C A eE L7z,
FEFHIHE Th 5 28%h% (RECIST A4 K74 2 1.1 fUIZES S FIHEIZL 5 CR
UE PR) 1% 29.2% (90%(EHEX M : 16.7~45.9%) ThH o7z, 728, FHANIHRE LM
B 6.0% CTH -7,

OVEAEFHRER (CA209066 #ER)

v-raf < 7 AAEY 4 VAR T EMAER 7 Bl (BLF, [BRAF] £\ 9,) V600
25 B 7 MBS VE AR IR R O RIR UIBR AN GE 72 T/ IV ) S/ 8 0 BB S il R s

(ECOG Performance Status 0 &% T 1) 418 5l (AAIH#E 210 i, DTIC #f 208 f5i]) 2 *F51T,
DTIC Z xR E U TAH 3 mg/kg % 2 HFHIR CRIEFHE L & & O R OVZ ek
et Lo, EEFHMIEE Ch o 2EFMME (LT, ToS) &vwiH,) (hifE [95%fF
FEX M) OSSR T, AFIFEX NE® [NE~NE] % H. DTIC #£C 10.84 [9.33~
12.09] 7 ATHY . AHNIL DTIC ITxF LIFHFRICABERIER 27~ Lz (AF— R
0.42 [99.79%ZHEIX[H : 0.25~0.73]. p<0.0001 [J&H log-rank #E]. 2014 4E 6 H 24 H
T—8Hy A7),

* HEEREE (IR, D)



—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 S TR R (CA209037 #kER) 2

AV AT (Brf#z) CIF, AV A7) L)) Xik BRAF [HEH
Za AL RIEIE 2 A 3 2 RIG B BR N AE 72 T/ IV B SOIE /%8 oo B HL el AR

(ECOG Performance Status 0 X T8 1) 405 51l (AHIEE 272 1], (k7L (DTIC XE v
RTTF e U2 EDfH) B 133 §1) 25500, (LR EE R E LOR
#l 3 mg/kg % 2 WFMIR CHRMEEE L7 & 2 OFMMER OVZEM 2 RE Uiz, EERH
HETHDHEBE (RECIST HA KT A > 1.1 fRICHES < df)Eic X5 CR X PR)
[ZOWTAREID G ST WD 120 5% fEHTRIGAER & U CHIRRT 217 - 7o/ 5.
AHIFET 31.7% (95%(GHEIXH : 23.5~40.8%., 20144E3 A 10 HT—X B> R4 7) T
HoTm, 2B, FRICEDFROMMITERE L TR o7z, b9 — DO EHEFKIEE T
5 0S (HFHRAE [95%IEHEXE]T) ITONT I8 BIDA X b (FETD) HZ T fEHT
AT S TAE R, ARAIFET 1547 [12.39~NE] # H ., {LFRIERET 13.67 [11.50~NE] 7
HATohY ., KENEFRIEICH LHGHPICH B RIEEZ RS ol (NTF— Rk
0.93 [95%fEHEIX 1 : 0.68~1.26], p=0.6299 [J&H!| log-rank fiE], 2014 411 H 12 HF
— &1y NET),



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

LS IERIBE OARIRYIBR A HE 72 WL/ IV I SO %6 o B B 255 (ECOG
Performance Status 0 2 TN 1) 30 Bl & 42, AFlEA U A~T20H (LLF, TARKA
+A VAT End,) BE L, FEFHMEEHE CTh 528%% (RECIST HA K7
A > 1L RRIZHES < Rl ELIZ KX D CR XUE PR) 13 33.3% (95%15 #E X [ : 17.3~52.8%)

Thol-, B, FANIRE LML 23.8%ThH-o7=,
*: RH| 1mglkg (KE) &4 BV A~7 3mglkg (IRE) % [F B2 3 @M RHIE T 4 BELSRETHE LK.
AH| 3mglkg (REE) % 2 B RIS CadiiE L, OFRBGRICR W TIE, AR & RN fEE L,
A B A= TIEAFOBREE TG 30 5Ll EoBEEZ B\ TS 2Bk LTz,

©ugshE IAEER (CA209067 #XER)

(L FERIERIG IR ORIGUIFRARGE 22 M/ IV o Bk B il 83 (ECOG Performance
Status 0 KON 1) 945 il (KAI+A &V L~ 7 R 314 B, ARAFE3166], A Y AT
FE3I5 ) 2 RIT, A B AxTREEARE LTAF+ A BV A~ TG RO
B G- OAIE R VM2 BEt Lz, EERMBEE T 5 0S (HFRAE [95%E X M 1)
DEHEFENTRERIL, AFI+A Y A~ THETNE [NE~NE] & H, AAI#ECTNE [29.08
~NE] A, A U L~T7HETI1998 [17.08~24.61] WATHY, KA+ AV L~vT
B 5K OARFNIF 5134 BV A~ T G120 LEFHRICHBRIERE 2R LTz (REI+ A
U A~ Tih o — N 0.55 [98%(EHEX[H : 0.42~0.72], p<0.0001 [J&%! log-rank
RE], AEE Y — R 0.63 [98%[EHH X [H : 0.48~0.81], p<0.0001 [J&%! log-rank

BEl, 20164E8 H 1 BT —H v A7),
*: KK 1mglkg ((KE) &4 Y A~ 7 3mglkg (UKE) %R H(C 3 RN T 4 [BLSHEHE L%,
AF 3 mglkg (KTE) % 2 WM CHiEE Lz, SERREHICBVL T, AR RYICRE
L. A BV A= TIIAFOEELRT 226 30 5L EOMBE BV TR 52846 LTz,

1.0 f
0.9
0.8
0.7
0.6
0.5

041 S &I+ LY LT TR 717\%“@mm@
cE= 1o

0.3 A REIE
0.2 O AEVLTTH

R

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

AEYLTTE 315 285 254 228 205 182 164 149 136 129 104 34
X 2 OS ® Kaplan-Meier Bi#R (CA209067 3RER)




72¥ IRIBUIERANRE 2R M A E R E 250 RICAH + A U A~ T HREIZOW TGS
L7240 5 1 FIERBR (CA209004 3XBR) D =i — b 8 ICBIT 5E%%E (modified WHO J
HEIZHAS < CR UE PR) 1F, ABFIRIERIGIRBE T 46.4% (13/28 151, 95%[EHIX[H :
27.5~66.1%) . {LFHRIEBEIRIE BT T 38.5% (5/13 f5il, 95% 54X [H : 13.9~68.4%) T
HoT,

(PD-L1 FEBLIRBLA DA 2hiH Mo OV 424)

WAV MAHRER (CA20906755k) (THEAAN B2 BEOT — X ITHES& | JEEHM
23V CPD-L1 258 U 7= EEHIa 2s b 281G (LA, TPD-LIZBIE] o) 5l
(ZHRER BN IRHT 2 AT > e A IMER L EVEOFRERIZIU T O LB ThoTz,

ARMPEICBI LT, PD-LIZEBIRD 1% AN (PD-L1<1%) OBFHEM & i L T1%LL E
(PD-L1=1%) DEBRFHEMTA Y A~T7 O _EFREHEMIMEA 2SRRI - (FX),
BB, AH+A Y A~ TRORENT 0 T 7 A JWIFPD-L1 <1%0 BH M L PD-L1=
1% D BFER TR TH - 72,

PD-L1REBH1%KH PD-L1FEHEE1%LLE

HRHE

1.0 \‘\ 10
09 Ao 09
AR B
0.8 \}\‘\\ - .
ok 0.8 \ =
07 N 07 e ' -
o . — — N ‘\
08 _L\’\k‘: *A_—N‘L..._.. & - ¥
05 = T 7 05 i
g = o P S
gy el e ¥ e
041 sk AWM EYLITR Y 04 e Aml+q ey LTI C
031 A xmE e 031 A Hwmp =
0.2 O AEVLTTH 021 -©& 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
AM+AEYLTTB® 123 113 102 91 82 82 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 FAB 171 165 158 148 139 131 122 117 112 109 98 36 1 0
AEYLTIB 13 96 8 79 71 61 57 50 44 43 32 10 1 0 AEYLTIE 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
(7R : PD-L1<1%DBELEM, A : PD-L1=1%D BHEEM)



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

SEARUIERTE O IMb/c H1/ IV o MR aME A 906 1 (A ARNEH 28 Bl Ede, AFIRE
45371, A BV A~T (B THfZ) BE453 1) Z2XRIC, A BV A~TExRE LT
AF) 3mglkg % 2 MR CAERMEHE LZ & & OFMER R 2MEEZ R Lz, EERH
HH Th 5 MM (P i [95%EHEXMH] ) ORISR RIE. AFEET NE

[NE~NE] # A, A 2V A~T7HETNE [1656~NE] A THY ., AEFNIA Y L~T
(2 RPN B AL R 278 LTz (% — R 0.65 [97.56%f5 48 X[ : 0.561~0.83] |
p<0.0001 [J&5H! log-rank #iE]. 2017 46 A 12 A5 —% v b4 7) |

* . AJCC (American Joint Committee on Cancer) JiiZ04E (55 7 B0 (CF < G4,

1.0 {s=

0.9 —A— XFHIEH
v - AEYLTTE

0.8

0.7

0.6

0.5

0.44

# Bt HE ¢ 38

0.3

0.2

0.11

0.01

T T 7 T S s . S B 1
0 3 6 9 12 15 18 21 24 27

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

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



[ 414]
OEMNE TR (ONO-4538-02 #5k)
BEFRITIAHE (100%) (ZRDHIL, KH L OEREBEBENEETERVEEFRIT
30/35 B (85.7%) IZ#B®H LTz, FHHEN 5% EORIERIZTRO EBY ThoTz,

1 BBED %L EORIVER (ONO-4538-02 BUR)

I N S B (%)
FEARGE 35 Bl
(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 O SERN OREE
57 5 (14.3) 0 0
& 2 (5.7) 0 0
FEEN 3 (8.6) 0 0
R R P
fhEE 2 (5.7) 2 (5.7) 0
NN
ALT ¥8n 4 (11.4) 1 (2.9) 0
AST H#80 5 (14.3) 2 (5.7) 0
A7 /L7 2 R 2 (5.7) 0 0
A CK #hn 5 (14.3) 3 (8.6) 0
7 V7 F =800 2 (5.7) 0 0
o> Ko RN 2 (5.7) 0 0
17 LDH #5710 5 (14.3) 1 (2.9) 0
1A TSH > 3 (8.6) 0 0
ifi 7 TSH $0 7 (20.0) 0 0
CRP #5/1 5 (14.3) 1 (2.9) 0
I EREREE N 4 (11.4) 0 0
y-GTP #4/1 4 (11.4) 4 (11.4) 0
R R o B 2 (5.7) 0 0
~ES B 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 Bk 2 (5.7) 1 (2.9) 0
M ifn BRERk 6 (17.1) 0 0
WEdfE T3 H50 2 (5.7) 0 0
SWERE T3 P 8 (22.9) 0 0
SWERfE T4 W/ 6 (17.1) 0 0
SHERfE T4 H30 2 (5.7) 0 0
U U~ FR--H 3 (8.6) 0 0
M ALP #4010 5 (14.3) 1 (2.9) 0
HUHIR RIS 3 (8.6) 0 0
HAE~ — A —HEhn 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 38 2 (5.7) 0 0
BRI L O A Rk 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



BRI Btk (%)

FEAGE 35 f5i)
(MedDRA/] ver.16.0) 4 Grade Grade 3-4 Grade 5
e £ OV% Ml =
M5 6 (17.1) 0 0
% O FEIE 11 (31.4) 0 0
F5 2 (5.7) 0 0
BER BB IR % 2 (5.7) 0 0
RE TR R J& 2% 2 (5.7) 0 0
B I 6 ) 4 (11.4) 0 0

7k, MVEVERRE 16 (2.9%) . KIBK - HEEDO THI 1 H] (2.9%) | AFFEE 4 4
(11.4%) . JIFH§REREE 5 61 (14.3%) | BHEREREE 2 41 (5.7%) . FUIRIRBEGEREE 8 51
(22.9%) | EIEFEE L (2.9%) . BEORFEESE 1H] (2.9%) KOS E I K 14
(2.9%) MO BNz, £, FEREEEERET ., infusion reaction, 1 BUBEIRIE, ML,
HIEMMESRE, MO - BEIEES. DO, Mgk, S, BREUTREAEIE X A 3T — ROV
P P L RIB D P R BEIR 13380 D 7e o T2, ARIWERRBUR LR EHE S (FFEMAE
EREEET) 2E0EFR-RE R,

@EWE DHRER (ONO-4538-08 #XER)

BEFGIL 2224 il (91.7%) (28RO BV, KAlE OREBEFENEE TERWAHHE
L1318/24 B (75.0%) ZF80 vz, FEBLEN 5%, EORWEHIZITERDO LY Th -
776

Fz 2 FEHED 5%LL EOREIEA (ONO-4538-08 3RER)

EES PN | Bk (%)

FEAGE 24 131

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

EREIEH 18 (75.0) 2 (8.3) 0
A

RO IR BEAR T 6 (25.0) 0 0
B Ik

TEL 2 (8.3) 0 0
—i% - EEFEER X OB G OIREE

5 4 (16.7) 0 0
Ff AR AR A

IR E D 2 (8.3) 0 0
R L O SeaERE

AARBOR 2 (8.3) 0 0
MR g, FERES K OMiEhmBE

il 2 (8.3) 0 0
KX KO PR fRbE

HEE 5 (20.8) 0 0

9 PR 5 (20.8) 0 0

I NITRZ YN S 2 (8.3) 0 0

2B, KGR - HEO THI 2 6] (8.3%) . AFHEEEREE 141 (4.2%) . FEMAHERE
1 (4.2%) R OVHLRIREEREREEE 7 ] (29.2%) 23ERD HNT-. F7-. BIEMRigEE.,
MRS (7 >« NU—EGERES) | BRREREE RMEMEEBRSE) | BIEkE

10



infusion reaction, 1 AUWEIRY. FHEO RS (FEREIREGR, 2B, FRKE
EE) | BER. EREMEESE, WS - B, S E O MRK. Lk, R, TR, B
FRAMRESE / X A /3T — e OV VR I NGB PR SR BER I X580 B2 o 72, ARIWVERFE
BURDLIZBIE S (BRRRAEER T 251) 28 0EHERE =T,

@UEAFEIFERER (CA209066 ABxR) V

BEFGIIAFIRE 192/206 6] (93.2%) . DTIC £ 194/205 1] (94.6%) (238D S, TR
BREE L DK RBIFR N E T 2RV FEFRIIARAIRE 153/206 41 (74.3%) . DTIC £ 155/205
B (75.6%) IZFBD LAV, WTIDOFETHILEN 5% EORIERIZT TR LB T
HoT,

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

PN

P A DTIC #f
(MedDRAV/J ver.17.0) 206 1 205 7l
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

I BRIV 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

M - 13 (6.3) 1 (0.5) 0 43 (21.0) 1 (0.5) 0
—f - BHEER L OGN OIREE

) 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 OsesEEE

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

SHYF 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

*5 31 (15.0) 1 (0.5) 0 6 (2.9) 0 0

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

¥, ARV CIRVEMERZE R 3 1 (1.5%) . KIEZE - 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%) . THEEMHERERET 4 41 (1.9%) . FRIMERERES 13 61 (6.3%) .
infusion reaction 15 31 (7.3%) . 1 ZUBEPRY G 161 (0.5%) . FEFE D F7JEkEE 3 61 (1.5%)
KLOSEIER LB (05%) e b, o, BIRESE, WK, BIEMFEE, K
% - BERSE, DRI, AR, TSR, BERUTRLARIE/ < A /T — K OV M il M4
SRBERIERR O BV o T, ABIWEMFEBLRIUIEERS (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 B
AU, TREREE & DR RBIRDEE TE RWE FFRITAAIRE 199268 1] (74.3%) . 1k
FRIERE 85/102 1] (83.3%) T3 H BTz, WFNDRETRILERN 5%LL EOREIWERIX
THROEED ThHoT,

F4 DTNLOBETERARY 5% EOBIVER (CA209037 3ER)
B (%)

[=i= =i /\*/—r‘
T AT (LR
(MedDRA/J ver.17.1) - 268 1l 102
%= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
AEIER 199 (743) 33 (12.3) 0 85 (83.3) 35 (34.3) 0
Mg LY /R pEE
25 ifi. 18 (6.7) 3 (1D 0 24 (23.5) 5 (4.9 0
[ i BR e S 1 (0.4) 0 0 8 (7.8 2 (2.0) 0
I R ERIBE 0 0 0 20 (19.6) 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
A 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% - BEEEER L OGN OREE
T IE 14 (5.2) 0 0 7 (6.9) 0 0
I I7 82 (30.6) 3 (1D 0 41 (40.2) 4 (3.9) 0
EB5E, FER L OWLE A GHE
HEACEE S RO 4 (1.5) 1 (0.4) 0 9 (8.8) 0 0
Fife PR AR AT
ALT 8470 14 (5.2) 3 (1) 0 1 (1.0) 0 0
AST 0 15 (5.6) 2 (0.7 0 2 (2.0) 0 0
I R ER BRI 0 0 0 7 (6.9) 3 (29 0
i INER Bk 1 (0.4) 0 0 8 (7.8) 3 (2.9) 0
M i ERE R 3 (11 0 0 8 (7.8) 2 (2.0) 0
B L OseEkEE
BARIEER 18 (6.7) 0 0 17 (16.7) 0
BRI L O A MRk 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
- IR 13 (4.9) 0 0 8 (7.8) 0
F ¥ KO PR RkREE
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
R INITR S IN& 16 (6.0) 0 0 2 (2.0) 0 0
=k A BE 24 (9.0) 0 0 0 0 0

72k AFIBEZ BT RVE MR 8 1] (3.0%) . KIG4 - EED T 4 4 (1.5%) .
MR REE 33 3] (12.3%) . AFHEREREEE 22 f5] (8.2%) . EAERERETE  (JRANAE [ MER 2%
52) 5 451 (1.9%) . FR RS HERE 2 23 5] (8.6%) . R fE=E 1 51 (0.4%) . infusion reaction

12



10 B (3.7%) . EHEEOREREE 1 6] (0.4%) . BER 261 (0.7%) KOS E S B 3 4
(1.1%) RO Bz, Fo, FEMEERERTE. 1 ANERWE, SEEMEIGE, KK - 86
S, e, Mhde. BT, RRBUTHRMREIE/ X AT — K OV M i/ NSO M 2R B 7
IXFB O LR o T, AEWERRBUR DU ES S (RRREMRET 25T 2804%
FHER AR,

G@EWNHF TFHFRER (ONO-4538-1775%)
AEFZITEH (100%) (238D biv, AHlE ORREABAGE TCERWAEFEL LA
il (100%) TR BiTc, FHEENS%LL EORERIITERO LBV ThoTo,
£S5 RBIED 5% EORIER (ONO-4538-17 FAER)

LB BRI BiEx (%)

FEAGE 30 15

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

21 2 (6.7) 0 0
3 IARE TS

IR R B TR 2 (6.7) 0 0

HOR AR REAR T E 7 (23.3) 0 0

BEELS 2 (6.7) 2 (6.7) 0
H Ik

(GEA 5 (16.7) 1 (3.3 0

T 16 (53.3) 1 (3.3 0

W basm 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 X O SE OREE

it 5 (16.7) 0 0

PR 7 (23.3) 1 (3.3 0

RAGPERIE 2 (6.7) 0 0

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

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

B 2 (6.7) 0 0
R ARES

ALT 840 11 (36.7) 3 (10.0) 0

735 —EHIn 5 (16.7) 1 (3.3 0

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

y-GTP #0 5 (16.7) 3 (10.0) 0

U — I 12 (40.0) 7 (233) 0

IR 2 (6.7) 0 0

M7 A )RR T 74— 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
W% R L OE A Mk pE

RAEiiR 5 (16.7) 0 0
R

PR 2 (6.7) 0 0

SHYF 5 (16.7) 1 (3.3) 0
MR R, FOERES X OMiEmBRE

R Ml R 2 (6.7) 0 0

13



BRI FE Bl (%)
HAEE 30 #1
(MedDRA/J ver.20.0) 4> Grade Grade 3-4 Grade 5
BRI 2 (6.7) 0 0
g KO Ak
Z 5 FEAE 10 (33.3) 0 0
95 18 (60.0) 2 (6.7) 0
BEAR B IR 2 5 4 (13.3) 1 (3.3 0

7R, APRRFESEQM (30.0%) | ITHERERE 1401 (46.7%) | HIRIREEGEREE 71 (23.3%) |
[ 1 it FE 341 (10.0%) | KAk « B o T #3451 (10.0%) | B o Ji7 S P 3451 (10.0%)
T EAEREREE 20 (6.7%) . 5 & 5 IS 1451 (3.3%)  BEAUARREARAE/ X A /X F—24 (6.7%)
R OV RImAR ZERRE L] (3.3%) 2358 Hiviz, F7-, BHREkEE, FIRMEERE, 14
PERIS, e, BAEAIE)AE, AN - B, infusionreaction, DoflZe. Ahdk. #edk
M/ NI PSR BESR K OF R IT380 B ie o 7z, ARIVERRBURDLIZBSEES (R
BREMRT Z2ET) 2E0EERERT,

©ES M FIMAHFER (CA209067575k)

AEFRGIIARA A+ A BV LA~ 731231361 (99.7%) . AFIFE312/31361 (99.7%) . A
B U L~ 7 HE308/31141 (99.0%) (258D HaL, TRERIE & ORRFERENEE TE RWAHE
HGUIARK + A BV L~ THE300/31361 (95.8%) . AFIEE270/31361 (86.3%), A BV A
~ 7 HE268/31141 (86.2%) IZ588 BTz, WT I ORETHRIVEN %L EORIERIZT

FHDOEBY THoT,
#6 WTNLORETRHRIERN 5%LL EORIERA (CA209067 RER)
i ) B (%)
T RATACY LT P T AT
(MedDRAJI ver.19.0) — 313 5 313 5 311 4
%= Grade Grade 3-4 GradeS5 4 Grade Grade 3-4 Grade 5 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
INIDES 40 (128) 26 (8.3) 0 7 (2.2) 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
EL 88 (28.1) 7 (22) 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
IR 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 #40 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 (29) 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (1.3) 0
AST #81 51 (16.3) 19 (6.1) 0 13 (4.2) 3 (1.0) 0 12 (3.9) 2 (0.6) 0



BiEx (%)

aE BRI

AH+A Y L THE

AFHE

A B A~ TR

(ﬁjd:gll?A/J ver.19.0) 313 1 313 Bl 311 il
4= Grade Grade 3-4 Grade5 4 Grade Grade3-4 Grade5 4 Grade Grade 3-4  Grade 5

TV X—C N 43 (137) 34 (109 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
Rtk L OsesEEE

AARIRGE 60 (19.2) 4 (1.3) 0 36 (11.5) 0 0 41 (13.2) 1 (0.3) 0
T EH SRR KO ARk E

BAfR 42 (13.4) 1 (0.3) 0 29 (9.3) 1 (0.3) 0 21 (6.8) 0 0
5 A 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 R 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, BOERS K OEhR s

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 (2300 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, ARH+HA Y L~ TR WD TR FEE86] (27.5%) | JITHEREFE E 10241
(32.6%) . HIRIRFEREREESTHI (27.8%) | EHEREFEE2161 (6.7%) . VB Mz 25
B (8.0%) . KiFZE « HEED FHI60H] (19.2%) . BEE DO EEE221H] (6.7%) . FiE
REERERE 2761 (8.6%) . FIRHSAEREE 1445 (4.5%) | BER3B (1.0%) . AM7e - B
221511 (0.6%) . infusion reaction 13f (4.2%) . 5 & 5 55341 (1.0%) . 72361 (1.0%) .
BESCHH BAFIE/ < AT —501] (16.0%) | AT 91441 (4.5%) K& ONFRIR A2 2842 iE 2451 (0.6%)
MO BTz, Flo, VRBERIE, BEIEFEAE, O R & OV i MR S5 5T
TR IR Do T, RFNFEIZ I W THIRRFEE66/1 (21.1%) | & RERE T 2461 (7.7%) |
FOR IR RERE 4761 (15.0%) . BREREREE 36 (1.0%) | [IEMEMZEESH] (1.6%) |
RIG% « B D FFI1661 (5.1%) | HEE OO J iR 811 (2.6%) . T TR RERR F 311 (1.0%) |
R B RERE 361 (1.0%) . EAK3H (1.0%) . infusionreaction 14451 (4.5%) . 5 & 9K
2200 (0.6%) . BERUHRMEIE/ S A/ 3F—2861 (8.9%) . AF4c2M (0.6%) M ONERMRIL
FRFERRIELE] (0.3%) MO DTz, T, VRUBERSE, BEREMIIE, MK - B,
DA AR e OV PR i MR PESRBER I 3GR 8 B AL 720 o 7o, REIVE A ZE BRI X
BlEFES (RMAMEET 25T 2308 RE =T,

IR TIBR R RE 70 BN R AR 2 K GUIARA+ 4 BV A~ TG 25 L2 oS
I #H5ABR (CA209004 #kER) D =7k — b 8 IR\ T, (LFIRIERIBIRBE 28 ] L (L2
BB RS 13 6 & O T, ZaMtIcUfE 2RI oo ol
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DEFR LR A RER (ONO-4538-21/CA2092387:K57%)

BEFGIIAKIREA38/4521 (96.9%) . A &' U L~ 7 #E446/45301 (98.5%) (2780 5
AU, IRBREE & ORRBRMAEE T E WA FFGIIAHINEIBS/452145 (85.2%) . A &'
I~ 7 REA34/45301 (95.8%) IZFE0 BT, W ORETRILRIE%LL EORIVEMIX
THROEED ThHoT,

KT WITNLOFETREERIS5%L EORIER (ONO-4538-21/CA209238305R)

Bi%x (%)

B BIR B

HoAZE ARANRE A Y LT HE
(MedDRAVJ ver.20.0) 452 453 {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
15 S S L OV AR e s

RAEfiR 57 (12.6) 1 (02 O 49 (10.8) 2 (04 O
7 P 35 (77 1 ( 02 0 19 ( 42) 1 (02 O
HpEE

T 110 (24.3) 7 (15 O 208 (45.9) 43 (95 0
G 68 (15.0) 1 (02 O 91 (20.1) 0
28] 29 ( 64) 0 0 46 (10.2) 1 (02 O
Mg - 12 (27 1 (02 O 44 (9.7) 2 (04 O
(mEL R 24 ( 5.3) 0 0 14 ( 3.2 0 0
PNDS 9 ( 20) 3 (07 O 45 (99) 3 (75 0
— i RHFEERBLOR GO REE

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

Y S—P AN 30 ( 66) 19 (42 0 26 (57 6 (35 0
ALT #470 28 ( 62) 5 (11 O 66 (14.6) 26 (57 0
AST #471 25 ( 55) 2 (04 O 60 (13.2) 19 (42 0
TIZ— B 25 ( 55) 9 ( 20 0 14 ( 3.2 5 (11 O
KRB LOREREE

FAREGR 18 ( 40) 0 0 39 ( 86) 1 (02 O
FHR SRR

GV 4 (97 1 (02 O 79 (17.4) 7 (15 O
G R L O FHLfkREE

BER IR % 24 ( 53) 0 0 50 (11.0) 9 (20 O
EOPEIE 105 (23.2) 0 0 152 (33.6) 5 (11 0
b 90 (19.9) 5 (11 O 133 (29.4) 14 (31 O
R g MEREs ORI =

W1 ) 15 ( 33) 2 (04 O 24 ( 53) 0 0
POy AR

R BB RR (X T AE 49 (10.8) 1 (02 0 31 ( 6.8) 2 (04 O
R BB RE TTHERE 36 ( 80) 1 (02 0 18  ( 40) 1 (02 O
LS 7 ( 15) 2 (04 O 48 (10.6) 1 ( 24) 0

k. ARFIBCB W CRBEMEMZER 11 61 (2.4%) | BB RMRAE/ X 435 —48 f
(10.6%) . HNTFERERET 40 51 (8.8%) . FURMRBEREMET 91 51 (20.1%) . #RiLFETE 83
il (18.4%) . EHEHERETE 6 61 (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 1651 (0.2%) | B2 341 (0.7%) . 5 & 9 IR
2 5 (0.4%) . FF2e 341 (0.7%) 2BDBNT-, F/o, HIEMEIIE, LK. K.
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o M L/ ISR PSR BEI . AR - Bl SRR AR FERRE M OB MERRAE 2013580 &
Nrpinoie, RREWEHIZESURILIIBEIE SR (RRMRAER T 2 E5t) 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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[k - H&E]

ARFNORHEM YN EETT L ZRH LIZY 2 2 b—y 3 2k V. AH 3mgkg Xix
240 mg % 2 JAREIR TR G L7ZBROARA O MG TIRES T Sz, ZORFR. KK
240 mg ¥ H LI BROmgEE L, AAl 3 mgkg A5 LIZBROMREE & & i U CEifE
T ETFHIENZLODO, AAANBFICBWO CERMENHEE STV D A &0
mg/kg % 2 HERIIE CHRY) CTARFIZ G L-BEORE R & ik L CURfEZ /R~ T & Tl
Shiz (TR, Mx T, BEOBEICBIT 57 — XIS & | AH| 3mgkg XL 240 mg
Z 2 JAMMER TG LI BEO ARSI O & & G 20 XL 2N & OB 2 a2 1%
BOGET VBRI, YEEIZ O W TR TR, ERo M- AR
B CTHRME R OBV R 25 BT 7 L PRl Sz, £72, BB AEBE BT
LT =R HASE AA 1 mgkg XX 80mg & A BV A~ 7 3mgkg & 3 HIE IR T
5 UTZBROARK| DR & & 2oVt & ORE A MiET RIS ET VAR S, Y%
BEIZ DWW TRREI D TSR, oMk - &M CLarIC k2 2R IT 20
ETRlE LTz,

£ 8 AHADEMBL T A —¥

- R Crmax Chind14 Cavedl4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)
3 meke Q2W (352 .760-8) (10-;?54-5) (17-21‘,"333.9) (75.}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W <513%ZO3) (15§f§219 (25i?i78) (10;f254) (41iZ?58) (62a??87)
10 mgkg Q2W (14;?;19) (5121592) (79iﬁ§14) (33??232) (18i};13) (23$7§86)

OB (5%, 95%50) . Q2W @ 23 I [EIME. Cmax @ #5192 O fe i@ M35 F IR . Cminais : PRI 51414
A EICBT D RARMIE P, Cagas : WIEHRG%140 B £ TOVHMIETEE . Crnas : EFIRIEICE
VB I R EE . Crmings @ EFOIRREIZI 1T B ARG FIRIE . Cavess : EFIRREIZEI T 2 B Mg
R

Flo AR ORBEHEDEEE T VEFIH L2y I 2 L—32 3 ISk b AH| 480 mg
% 4 TG TG SUIBEAGR O ik « 85 TG L 7BRO AT 0O My T ke B 3 s
ST, ZTORER. AHI 480 mg Z 4 N TR G LIZEROEFIRREIZ I 1T 2% ) i
THHHE (LLTF. TCagss]l &2, ) 13, AHI 240mg % 2 F IR THRE- L IZERD Cavgss
EHUT L ETREn (TR) o 72, AAI480 mg z 4 B MG TG LIZROE
FREBICR T 2@ MG TIRE (LT, [Craxsl &9, ) 1%, AAl240mg % 2 # f#]
[FIfR TG LTZBRD Craxss & HEBL L TfEZ R T & THISNZ S OO, BARNEEICE
W T ABMEDERR S LTV D L - & (10mglkg % 2 ERIERE T G) TARFIZ &5
L72BRD Craxss & R L TR 2R3 & PRIS T (FR) . AT, BEOmECE
FoT7T =D& AAI3mglkg (KH) F7213240mg 2 2 HRIRKRRE, 4 L < I3AH
480 mg % 4 HFEMME THE G L 72RO AR OBREE R & A0 32 4 & oo B 2 1
T ORIEEISET VPGS L, BEEEIC OV TREIMTONLZ /R, B Mk -
MEDHE THZME R O 2RI AR TRV e THIS U,
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R AROERYBIE T A —F

v - Cmax Cmind28 Cavgd28 Cmax,ss Chmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (35-52{ ‘760-8) <16-257f0-3) 21 321 f3.9) (75.&?71) (27.612,'107) (42.717,'?27)
240 me Q2W (51-712"103) <23-33?‘539-0) <302670.9> (10;5354) (41?57,'%1358) (62.11(,)9187)
Hme @ (10;‘;07) <15~25?Z7-4) (37-%?.;)4.8) (14?,1 §36) (27.751,?37) (62.11(,)9187)
0mghg QW | (1467520 | (565 132) | (lo1. 14g) | (329,525 | (184309 | (236 377

FORAE (5%%, 95%5) . Q2W : 20 fHFFE. Q4W : 4B IR, Cumax @ RIIEIH 515 0D fi i ML TE TR FE
Crmina2s : #5428 A HIZ 31T 2 SR PR EE . Caveazs : I 51428 A H & T O FH i i EE |
Crnaxss * ETARAEIZIS T 2 B ML THEE . Coninss  EWIRRBIZ IS D S RILIE PHLE, Cavess : EHIREE
(ZRUT D R i R

19




4. FEFIZOWVT

IR UIBR AR 72 MR i B E (S T 2 56120, &GRS & U CERAuREA (45
) DO TNDZ &0k, éumﬂﬁ%uﬁtﬂ ’%MT%%&M XChHDOLULENDD, £
DT, EHES Y X7 EHGHE (RMP) ([ZHD X AKFI O EIEL AV SUEE ~D 5 1k
HilA3 8 2 Mgk T o T, AN OE G- W) 72 BE A2 2Wr - K58 L, AFOBGIZ LY HEZR
BIER 238l LT-BRICxHE T 2 Z E 3B e 7=, LLFOO~@ D3 X T &= 3 Mizkic
BWTHEATL2RETH D,

O MEFITOWVT

@1 Fieo (1) ~ (5) OWVWTNNICEYT I THhDH Z &,

(1) EAFHBREDEE T 205 A2 RIS G BT RDS A2 RE L AR P
HIIEEAS A RS BB AR, Mtk )s A 2R il 7 &)

(2) FEEHERERPE

(3) HBENFIRAN TG E T 203 AP (D AR REEEIE ERPE. 25 A2
W wEE. S AR HEE R &)

(4) SRALFIRIEE AR E U, SRIEE L FRIEZERE | USRS b k2 ok
2 OREFRFEEITLR D R 21T > T D filiak

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

O-2 EMERGEOLSIRE K ORINE JEBURS OS5 72 Jnik & #E5R Z2 Fr S EE Rl
(FROWTINITIEE T DER) 23, YEZEBOAFICET IGROBMEE L LT

BESNTNDZ &,

*

o [ERIGFFHUSHR 2 FFOPNHEZE T L7212 5 FFLLED D ARIE O EFIRIHE %
fToTWBZ &, 96, 24U T, BAERYERELS T & LZBRRESEZONHE %
{THoT WA &,

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

@ BENOERREREROERITONT

R BT R 5 BT L S, BUSERE D ORI 1 A - 72
SIS MR OB L OVERTES T X3 2 MR 0L, A EHEARA LB E ORE
W ERHRNATON S KNS TN D T L,
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@ EWEADIRIZ2WT
®-1 BIVERRBE O AE B3 5 Bk

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

Q-2 BERUEFHEIC L 2FEFEELMGICET2EH

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

@-3 BIFERDZUTLRINICE LT

RIVER (FRVE MR BTN 2 | EAEMEE DAE, O K. Mk, B RARE . RIBXK.
INBS, BEO TR, 1 BBERE, BUEATIR. A, IS TR, mifbrEiase
%, HURBRBEREREE . MRS, MhRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERiARZEARAE, infusion reaction, FEFE7ZRMKFET, MEKERIEMERE, F5EZ.
BEdk . M DR, IR RENE, DlEbEE (OEAE) - IR - O MEEIAMGES) |
AREFERES . IS HIm, EEALE) (T LT, Yagha B ERERE O HFMMEE A 5
EffEEE L (BIERORZKOXINICE L THRER O EEZITON &M H D 2
E) L EBITEY) R AE N TE HEHINE S TND Z &,
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5.

BEXMNR LI DBE

SRl hlE i AR ) |

@

@

TREDBEHEIZBNTARADOFMERREN TN D,

o ALFIRIERIGR K OBEER OARIGEIR AN RE 72 TUHT/ IV H] SO L8 o v R aiE
B

o SERUIRFZOIb/c B/ VI Y o BAfEERE BT DI HBhERE

723, BRAFBE TR ZH6 T 5 BEIZH WL, BRAFBAFEANC X 210K LB ET

HZk,

AKF+A Y b~ T EREIICFPRIERIIEORIGUISR AN GE e M R A S 2 55
& LA S IARRER (CA20906735R) ICHBW T, MR E S A B Y A~THKE
2k U CHMEDRRGES LTV D, 2712 L, KA+ A B Y A~ 7 H5 & AH| B8
5% Wl U - R B EHI B W T, PD-LIBRILICE D A BV A~T D L3
HRNRD R DEAN TR ENHFERPGELNTND (Tp2R) . 2o, Rk
UIBR A RE 2R B R AE R 2N T, REIE A Y AT L OJFHEE O A % f]
Wrd 23546, PD-LIEHE* 2RI 52 ENEE L, PD-LIEEEN 1%L ETH
D EDHER SN BE TR WL, JRHL AFRIEMER LS 2 BT 5, k. BiIG
UIBRARRE e B B RS 2 kb S & L7-3oh 5 T AREBR (CA2090047805%) D =2k —
F8IZIH W T, (L FIERIRE BE AL FHRIERBEREBEE & ORI TARAI+ A U A
~ 75O NECIER ZRITIRD TR,

kARFIOBZWE L L, RFE4 : PD-L1IHC 28-8 pharmDx [# =t | 23&BR ST\ 5,

(1)

AJCC (American Joint Committee on Cancer) JRHA43%E (55 7 i) 123&-5 < A
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[Zathic B4 5 4H]

O TRICEY T 2EEZOWTIAR DR ERER L SN TN T b 5217
DRV L,
o ARFNDEGT S LISBUEDREERE D & % BH

@ REATOFHMIZ IV T FRRICE ST 2 B IOV TR AAlOREITHELE S 7

DS, MOTEPERPFUE DS WG EITRY | HEICARZENT 52 L 2B ETE D,

o MEMMEEDOAH IO H 5 EE

o JERm AR A CRVE S 258 6 L A K ONEEME O TS B i g 2% <ol e i ¢
LEOICRIEMEA DD B

o HORERBOED, UHIEMERZE L < IEZHERMED B O/ =B 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

(2 ECOG @ Performance Status (PS)

Score | EFE

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

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

TR CHSDOH DRI O Z LT T N TRHREIEDBEEIZTE 2V, B O 50%LL Eid~y 4Tl 27,

ROENTZHOSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ T4,

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+ T4,
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6. HEICERL THETNEFH

WA SGEEITIN 2 ROERREEER DT 2 BB 235 & ARHN 0 Rk I OV E
DT OIZ B H 2+ L TS5 2 &

TR YENE D | B UXZE OFEIEICH IR ORI Z 53 L, [FEZ2 15
ThroHEETH L,

RIRCIBRARE R M R AEBE B W T AR LA ) A~ T L O ARG OF&
R 8546, PD-LL B MR T 5 2 ENEE LUV, PD-LL FHLR iR
TEXRWERIZIE,. AFE A BV L~T L OOHOBEES 2@ HWr Lz L T#ks
THZ L,

FREWEHO~H T AL MZOWNT

@

@

MEMEMREN S LD Z ERH LD T, KFNOEGIZHT-> T, BRE
W (REWL ARIEE, imk, FEEVE) OREFE M O X M a o i, Bz -+
ZATH 2k, Fio. KBS UTHES CT, Mig~—0—%0ME %2 Eiid %
Z &,

AFNOFE 1L EE O infusion reaction (Zfff 2. CEARHI 43Rk D T 5 U
%47 -7 L CBRMET 5 2 &, £ 72,2 [B] B AR O AH|$% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEEGH K OARA G T #IT A Z A
CERRET 5%, BEORBEL 2B 52 L, 703, infusion reaction &
FHLLUICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIRE . TRAEERET R ORIBEERH 6O Z B3 HDH DT,
AFN D ¥ 5B aERT M O G- B I E IR NIk rE iR A (TSH. 1028 T3,
FERE T4, ACTH. I =V —VEORIE) #FEhid 52 &,
AFNOFEEIT LY | BEORERISIZERT 5 &5 2 bilbikx IR BOW e
DHLLNDZENHDH, BENRDOONTHGEITIL, BERLEFRITL U
B 72 05k & BRBR 2 Ff D[RRl & i U Cal bl 2 B ne W 217V 18R oS
FOSIT X 2 BWER 2 o 2355 12id, AFNORIE T I, KR ORIE RE A
NEHOBRGELBET DL, B, BIERERLVE L OEGIZEVREIE
A OUEERFRD IR WIGEIZIE, BB RE AV LIS o Sz il Fl o8
bEETDZ L

PR T %, BB OE ARRE L T LEWERDBET 2 EnbH D729,
AFN DGR TZRICHRIEHORBIZ2IZEET H 2 &,

1 BUBE IR (BIE 1 BUBEIR WS 2 5 de) b bbdv, BERPIMES F 7o R—v X
ICEBDZENHLHDOT, Alg, D, EHFEOIEROBHRCMAEED L2
DERETAHZ &, 1 BBEREN DN ICiEREEZ I L, AR 8l
H O 5E DU IR LEEITH Z &,
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o IAUBESRIF (BIE | BUBEIRIG 2 5 de) 2 b bdv, BEREMES R TV R—v X
IZEDZENHLHOT, Hig, Hol, WRH-FORER DR B MAEE D A2+
SEETDH L, L RBERBE DN S A IS ERIE L, AR
R OBEEDOFEE) 2 WEZITH Z L,

o BBEMTZ. IFPAA, ITHEREREE . TR, BLHERERDRHHDOND 2 ENH D
DT, EHIIITHERERE LTV, BEOREZ+5ICBET 52 &,

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

BRLEND 3 W HUWN, £ LAREIL, &EFE G 1ERIL 6 B Z & TG 2MEDRE

fizAT > T\ Z L 2BEBIT, AAIFRGHITESOICHROMEREZITH Z L,

SEAEIERE O M B AR EE ~ O MBIERIE & LT 2 BRI AFIOERR

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

HIEIANC R OMER Z1T 9 2 &, B It & L TR T 2581213,

AFNOEGHFIZ 12 TAETETH &,
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HEERHEEST A RFA v
=R~ 7 (Bl Fr#Z)

(R4 : A7V —REFEHE 20 mg, 7P —REAFHE 100 mg, 70—
RRMEERE 120 mg, A7V — R K EHE 240 mg)

~ TR SRER I ~

A2 94E3 A (AFn 445 AKET)
RS BE



SN

1. IZU I P2
2. AANOFE. (FREF P3
3. ERIRAERE P4
4, FERIZDOUVNT P9
5. &EGXREMDEE P11
6. WHIZEEL THETNEHH P12



1. IZT®IZ

RIS OF M « ZRMEDOMEROTZ DI, U SCEFIZE S W2l E AR D
BND, S5, IHEOREREMOMEAIC L0 | FURESR S 72 & OFH0 72 5 B E R
FREZRBDBARIND T T, 2 b OERMNZ EIZHNERBFIRMLT 5 2 L BBEO
FRRE L 2o TR Y RFEMBOEE & O AT EE 2016 O 28 4= 6 A 2 H M#EIE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnb,

BORVE RS ERR T, KEERASCL ST 0 7 7 A VSBEE D ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEICBET A IERSH0ERET 5 £ TORM,
MHEIMOBEZMLZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L7 BRIC B 2tz & D 2 & AN AHE /e — T O B i 7= 3 R SR BE i
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBBEESLZNE TILELN TV D EFIFR -
BHE RN S-S & | LT O ER GO il 72 5 2 HEE T 2 8L b B e gk &%
HROEEFEHE =T,

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

RGe L I BEIRSG, - A TR ERE 20 mg, A7 U — R SEEHTE 100mg, 4
— ARSI EE 120 mg, A7 YU — R SIEEE 240 mg (— 4 =
A~ 7 GBS FHHHEZ))

MR ERDHMEINE « PR UXIEIRERR & 49 5 SESEL

MELRAMERONE  @HE ., BRAICIE=R L ~7 GEIa I Z) & LT, 1A 240mg
Z 2 TG ST 1 0] 480 mg & 4 T8 IR C Al e 5,

LUl T AR 5 ST e S e S




2. FHNORK. VERBF

A7 — R A ERHE 20 mg, [FATEERE 100 mg, [FAGEEE 120 mg K OVNE S ERE
240 mg (—fi%4 - =FA~7 GEE X)), LT, TARAL Evd,) 1, NEFPSES
TH#BASE AT Ly 7 24 (BIT7T VAL <A Y —X A7 A7 (BMS) th)
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 & / 7 v —F /LHLfk
Th b,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T2 2
1) BT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U 4 K (PD-LI1
KMONPD-L2) EfEa L. U RERIZIEIMES 7 F 2 fmizE LT o REROTEHEIBIREZ
BIZFRET L CTWb, PD-1 U W RiFHURE MBS B b Ok & 22 Gk 5B
LTk, BMERAMEEE) LU L BRI T D PD-L1 DOFEBL L IEDELF
HH & OMICADOHBEBFR & 5 Z & HE I TWs (Cancer 2010; 116: 1757-66)
F o EMER AR IR T MlaS AT 24 X — T 2 v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L EEMAHRIZI T 5 PD-L1 ORI LD
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 @5 H S E -3 AMlaiE, PUFRFER CDS Btk T Hifa ool fufs
TEMEZ 59 S8 545, H1 PD-L1 /KT PD-1 & PD-L1 & OfE&EET 5 &2 OHIN
GEEIGEREIE T 5 Z EDRENTND, DI L5 PD-1/PD-1 U 72 RERERIL, 23
AR FURRF A7 T MM O OBEEE A BT 5HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFESHEIE) ITREE L.
PD-1 & PD-1 U AV REDFEGEET L2 LICL Y, BASUFRRFRZ T Mlaols
PEAL K O AR IR k9 2 MRS TG M 2 58 5~ 5 2 & TRk e PLidgsh R &4 o~ 9
ZENER I TN D,

IS OEN S | AFNTEMEIER ) 2 B 2R EIC R0 55 b0 & MIfF S,
SHSH I B A kPG & U TR IR SRR & 520 L 20 et OB B EN R S Tz,

AFIOVEFRFIC 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 L2 HUTIE U B 2 ik & B8 & FF o R Af & L Col
IR RIB M 21T\, B OSRERIGIC X DRIER A SN 5 581213, RIS RE AL
LRI OB EEDHYRLEZIT O LERDH D,



3. BEREE
BR LR RERE 2 A 5 IESA R O A& GRIFIZ Rl 21T - 72 T 72 BRI FRER O ilok &
ZNE IR

[H2hE]
[E B[R 55 AR ER  (ONO-4538-11/CA2091417:85%)
7T FFRUE 2 G AL FRE T T % 560 H LINICIR 28T UTFHREDNRD bh

7= ARE B 0 D ST E DG & 72 & 72 W T/ IV 00 SESE SR R b R 2 5361451 (H
ANBE2IH 2 ETe, AKIRE24061, XFIREEL12161) Z6f581C, JRBRE Y RG2S EIR L7
B (AR —h, REZXEALTEY o ~T) ZRHRE L TARAI3my/kg%
23 M IR CAMEHE L7 & 2 OFIMER R Z2RET Lz, ETEFEE ThH e
AR (BAT. TOS) Evvo, ) (Rl [95%IEMEIXIA] ) D IMATRE RiT. A&
FIRETT.49 [5.49~9.10] /7 H ., *IHEHET5.06 [4.04~6.05] & A TH Y, AFNTIABRHY
= Rl 238 R 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-rankfEE] ) .

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

*2 1 bR L SNTEREOLIE, Qe o+ FUHE & OWEEE,

1.0

- KR
-~ X EREE

0.9
0.8
0.71
0.6

TRt HF

0.5
0.4
0.3

0.2 g

01 7 R

g0 = i . L e .
0 3 6 9 12 15 18
at risk# £#FHM (R)
AHFIBE 240 167 109 52 24 7

Poiich:c3 121 87 42 1 5 1

K1 OS @ Kaplan-Meier Bt (ONO-4538-11/CA209141 3R5R)



(PD-L 1 BLAR IR D A 50 Mo OV 4= 44:)

EFR I E 2 AEFRER  (ONO-4538-11/CA209141785R) ICHHAAN BNT-BED S b,
HEISAHAR I W TPD-L1 2 3 8 U 72 AL S b 5 E1A (LR, TPD-L1FEHLHE ] &
V) IZEHT DIERDE LN —EOBE DT — X ZH-SE | PD-LIZEBLERBNHEREIC
RN AT o T- A IWE R O LM DFERIZIL T DO LB Tho T,

ANMEZEI LT, PD-LIZEBLED 1% AT DG E I B L IZIERROFE R TH 72 (F
<),
723, PD-LIOFRBRIZL T, KHOLEMNT w7 7 A VITREETH -T2,

i
o
S
i
o
1<)

—Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
o | X Investigator Choice % "~.: ..... Investigator Choice
g g
a a
] 60 - & 60
[ [
g =
40 - =
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
LEFHB(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 11 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
4 Nivolumab 3mg/kg (events:81/96), median and 95% CI: 8.1 (6.7,9.5) —8A— 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 | TOOSO F T 2E T+ 0 —T v FF—F D
Kaplan-Meier i 53
(£X : PD-L121%DBEEMA. FX : PD-L1<1%DBEEH)



[Z4tE]

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

A ERHGIIAKIRE229/236/ (97.0%) K O RAE109/111%1 (98.2%) (2588 v, 1A
BRIE & ORIFBIRNEE T X WA EHGUIAAKIREL39/236/%1 (58.9%) | xtFRHEES6/111
B (77.5%) (2380 LTz, FEEENENLL EORIERIZI TEDO L EBY THoT,

F1 REBEEN5%L EOBIWEA (ONO-4538-11/CA209141300K)  (REVEMEITHRE)

B% (%)

95 e 8
e A XTTRTE
(MedDRA/Jver.18.1) 236 {7l 111 1
4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

EIER 139 (58.9) 31 (131) 1 ( 04) 86 (775) 39 (351) 1 ( 0.9)
MER LR EE

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

Uit BRI E 0 0 0 9 (81 8 (72 0
El

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

LD 20 ( 85 0 0 23 (207) 1 (09 O
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

) RE 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
Rt L O

FARE0E 17 (720 0 0 8 (72 0 0
PR R M

KR = 2 — T — 1 (04 O 0 7 (63 0 0
R LU T Rk

it B 0 0 0 14 (126) 3 ( 27) O

B LI 7 (30 0 0 10 ( 90) 0 0
EHFERE 17 (72 0 0 0 0 0

bz 18 (76 O 0 5 ( 45 1 ( 09) 0

7p¥s, [MEMEMIZE 7 61 (3.0%) . AERUTHRMIELE/ X A 3F—5 f# (2.1%) | THRE
5 6 (2.1%) | FURBMEEERETE 17 61 (7.2%) | el 7 61 (3.0%) . EinekE
1 (04%) . BIBFEE 16 (0.4%) . FEAHRERE 2 4] (0.8%) . FFlRMAETER
JiE 11 (0.4%) K OFinfusionreaction3 3] (1.3%) \#8eb Hiviz, F7-. BEIEMEETIIE,
DR, Whge, KIS - EEO TR, 1 BRI, SEthm/ MO P ESEBER ., FF%R.
fidoe - flilES, BEEORERESE, 5E 5 BERKVEEDORERFITRD bkroT,
AEWERARBUR IR ER S (FBRAREERE 2 ET) 280EERERT,



[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 b— 3 02k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LI2BROARR O Mg iR EN S S iz, ZOf
R AH 240 mg G LTZBROREEEIL, AH) 3 mgkg &5 LIZBROBRE & & ik
LTREZRT ETRHIENTZb DD, ARANBFICBO CARER RIS TV D H
- & (10mgkg % 2 B CRE) CARAIZ G UIzBEOgE & & ik U CEH
oy LTRSS (FR) AT BEOBEIZE T 27 — #2125 & AHA| 3 mg/kg
(REE) 0% 240 mg % 2 HFFEIFE CHG- L 7ZBROARRK OBRE & & Ao 3 etk &
ORI & T D IRBE ST T APERE S, Y% OV TREIT DAL A R,
ERROME - HEOR TAEIMER LI 2RIV E PRS-,

K2 FHOKYBE T A—F

M - Crnax Chnind14 Caved14 Crax.ss Chnin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 .760-8) (10-;?54-5) (17-21‘,"333.9) (75.}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mghke Q2W (14;,9;19) (51.621 '739.2) (79.9(?,'?14) (33?,9232) (18421,1 ;13) (23;7286)

HRAE (5%, 95%47) . Q2W : 23 EIFHIFE . Cimax : ANIEIF 518 O g i M P IREE, Crinars 1 AR G-#2 14
HH ﬁ:%gjé%{ﬁm{%ﬁﬁ{%&f\ Cavgdl4 : %ﬂ@*&’%‘?ﬁl“' HH iT@qug[ﬁl{%iEP/%fg\ Cmax,ss : Hﬂ;ﬁ‘»{jﬁﬁ;ﬂ:iﬁ
D B MLE P IREE . Cuinss @ & FIRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICISIT 2 A I
T

F7- AAORERAEYEEET L EZFHA LY I 2 L—3 9 2k 0 AH 480 mg
Z 4 B MR TG U IBEARE O L - &% TG L 72BR O A O ik I B D3 st
Sz, ZOREFE, AK| 480 mg % 4 HEMR TR G L0 EFIREBIZB T 2 i
EHIRE (LT, TCags) &V, ) 1%, AKI240mg % 2 B IR TEG L72BED Cagss
EHUT D E TSN (THR) o £z, 41480 mg # 4 @M TG L72EROE
FIRRBICB T D MG HIRE (LT, [Craxs) &9, ) 1&. AAl240mg % 2
[FlR TG LTZBRD Craxss & WL THEIfEZ R T & PHlSL2 b 0D, HANEBEEICE
WTARMENHER SN TWD i - H&E (10mglkg % 2 BRI TG TAA 25
L7ZBED Craxss & 0l U CTIRE 2R3~ & FRIS L (FR) o AT, B OREEICE
J o7 —2ITHESE AHI 3mglkg ((KHE) E721%240mg Z 2 BEEM. & L < TAH
480 mg % 4 MMM TG LB O AR OBRTE R & A0 34 v & o B % Mt
T HBBSIEET ABERE S, YZBEIC OV TRFEIMTh R, Lo ik -
REOM THRE L LB R 7R IT 0 PRl S iz,



K3 KFOEYERLNT A —F

v - e Crnax Chmind28 Cavgd2s Cimax.ss Crin.ss Cavess
(pg/mL) (ng/mL) (png/mL) (pg/mL) (ug/mL) (pg/mL)

S meke Q2W (352 '760-8) <16-257f0-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,'?27)

240 me Q2W (51-712"103) <23-33?‘539-0) <30;?'g0.9> (105354) (41?57,'%1358) (62.11(,)9187)

50 mg QAW (103307) (15.25?27.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)

10 mg/kg Q2W (142,9322) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 gos) (232,7277)

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

2AMFERE. QAW : ARG, Cumax 1 HIEIF 514 0 fi 5 MLIE IR EE
Crminazs : R 5-1%28 A HIZ 31T 2 SR PR, Caveazs : IR 51428 A H & T O FH i ik EE |
Crnaxss © EFARAEIZIS T 2 B MG THEE . Coninss  EWIRRBIZ I D S ARILIE PIE, Cavess : EHIRAE
(30T 2 SR R



4. FEFRIZOWT
RS & U TS (BFFRE) g o Tnd Z &b, Yikildh 4@
IZETXDIER THOIMNERD D, TDO LT, KF OB #EY) /2 BE 2720 - FF
EL\ AHNOBEHIZ LY BEELRWERA 2B LIZBRICHINT 5 2 &R MERT=D, LIF
DDO~@DT X T &I HRIZBWTHEAT & TH D,

O MEFRITHOWT

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

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

(2) FrErERERRE

(3) HEAFIRAEMEET D03 ARFOEEERRL (DA BIREEEIRERPL. 23 AR
W 1IREBE, DA EEREER e &)

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

(5) PUEMEREE AL & BRINGL O il g% FEHE I AR 5 B H 21T > T B Jifi

O-2 A DAL 7R E L OVEIE R FE BLIRE OO KT 43 72 Fnisk & #85k % B¢ D 2= fifi
ITHEEHERT (FROWTIUDICEEY T D EM I HERER) 23, 4% R oA AN B
TAHREOEME L LTRESNLTWASZ L,

7

o [ERNEFFEUSH 2 FOUHHEZIE T L7112 5 FLLEDO N AR DG RIHE &
ITHoTWBHZ L, 96, 2L RIX, BAZEMEEZ £ & UEERIES S OHE 2
1ToTWAHZ &,

o [ERIRFFESE 2 FOPINMEZE T L7oRIC 4 L1 EO H SRR EI O B R
WHEZAT->TRY, 25, 24ELL R, 2SAFEMIREZ &S EM R 2R O
FRIRBHE 21T > T D Z &,

o [ERIRFFSUI A ERREF ISR OMNHE 22T L7212, 5 FEU o D s
DERRIMEZ1T> TRV, 95, 2480 RIT, BAEMIFREZ G0 ABSE OB A
BIRDOBRIHEZ T > TN D Z &,

BB AFNC L DBRCBOTEIRNENSO2FE L ET 5720, BEOTRR

(272 D RHERTT L DR DN IR R 2 7o =Rl (BESAEE D15
{iE&U\ WA SEBLRF DSXTISI 53 7o ik & B 2 R DR & OBE RO b &
) AR




@ BEHOERREREROEEICOVNT

S A R B G S 2 BT AR S AL, U B O N, A - 2
AN 0D B OV T S MRS 51 R 2 IR, A G s e L
A OWIE LTS EISERAT OIS KIS TN D = &,

® BHER~DORRZOWT
@-1 Mgk 2 B4

W MERR B O EE AR BIERA R AE LZBRIC, 24 BRRIR2IRIKHI O T, ik X
IR AR 23 T FEBL L2 BIPERNICIE U CABE B KON CT ZOFIVER ORI 4
ERRAEORERD Y HHPIZE O, B BTG FTREZREHI RN > T D Z &y

@-2 EREFE L DAEERMNCICET2EHS

DN AR D B 2 gk M O e 2 B3 D R HENRIERHT =21V 7
EEDEROA 7 ) —= T HATOEIRE L IG#E IH TE 2 F— LR 23
SN TWBZ L, B, BEEHIZOWT, DABRE EZOFRICHSICEmEnT
WhHZ L,

@-3 BEHEADZWrx N LT
RIWER (REMERZEEISI X, EREMEDAE, (DR, Mk, B RARE, KBK.

NS, EEED TR, 1 AUBERIE. BUERTI. IFARA. IFHEREREE . ITAR. B brEinsg
K. FRIBEEERE S T RMAMEREREE, mhiklEE, BEE, RIEEE, MRk, BEEOKL
JEREE ., BARMARIEIRAE, infusion reaction, HEEEZRMUEMEE, MERERIEMGRE, FH%.
g% . BE OB ROR, IR IR, OlEREE (OEMED - tRIK - =AM ) |
IRIFEREE . MRS I, EFLSE) 1Sk LT, Yihtiax SUE R R O MM A AT 5
RN & HEE L (BIEHOZKrCH NI L THRER O EEAZ T o568 H D =
&) EDITE IR ALE D TE DRGNS TNWD Z &,

10



5. REXIBRLLRLBE
[H2EICEE+ % F]
O 77 F A E G TFRIEREO & 5 BEIZB O TARBOFEIEN RSN TN D,
@ TRUIEZY T D BFITRT D ARFN O G K O FTEZ DWW T, RAIOF I MER
NS TELT, AFlOREGRRE LRG0,
o TIFFHAETTTRIEC K DIREEDO W EE
o IR L
o fhoOPUEMEEREA L OFH L TGS D BHE
@ AFHNEE BRI R 2 MARRER I 3 T BRI I Tt BRI 6 L TR ZIMED R
AES VTV DAY, PD-L1 FEELRIZ L 0 AZMEDAAI AR 72 5 2 LR S D iR
DELINTWD Z b, PD-L1 ZELER* SR Lo B CAKI O E- IS O] 2
THZENEE LV, PD-L1 FBHEREN 1%RETHD 2 &ENHERINZBAEITB Y
T, AHNLADOBREERE B ET 5,
kARFIOZWE L LT, BR524 : PD-L1 IHC 28-8 pharmDx & =] MN&E I TW5D

(% \ZB89 % FIA]
@ ﬁ_§é¢é$%_owfiﬁﬂmﬁﬁmﬁE&éMTwé:&ﬂ%\&ﬁ%ﬁ
r YA A RGP

o KRHIDRHTI KT LIREUE OBEERED & 5 B3
@ EREATOFHIIZIB W T PRSI Y T 2 BE IOV TR, AR O GIFHERE I L0
D3, A OIRERIUL A 2 WG EITIRY | HEICAFZEH T2 2L 2BETE 2,
o [MEMMZEBOED UIBHED & 5 B3
o @B AR CRVE R 2 58 B B K ONE B M 0 Flc S i ik 2 R0 S e 1 i ¢
FEORIZRIEMEZALD IR B 5 B
o HOMRERBOAD, UXEMERZE L IXHEFEMEO B CREEE OB O
H b EE
o EERBHIE GEMEHaBHEL 5T) ObHEE
o FEEOBY IR A G T L BE
e ECOG Performance Status 3-4 /"0 D H3&

(ED ECOG & Performance Status (PS)

Score | EFE

0 | &<MERIEFEHTE S, BHAT&lFE U HEAERPHRZR AT D,

PREIZI LUEBNEHIIR S 225, BATAIRE T, B > TOMERITTO LN TE D,
Bl BEOFE FHEE

BHNTZEHSOHEDEY DZE LATERY, HFD 50%L, Ea2 Xy R Tiaz1,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+ T4,

11

BTRIEECHSDOH DRI O Z L 13T N THEEEDERIZTE W, HHD 50%LL BiZ~<y FACiE I,




6. BEZELTHEETREFIH

I SRR 2, & IR DR 2 R 12 KD & ARH O FriE K OV (Ef#
RO 7= DI B G H 2 o B LT bR« 2 L,

TRIEBRABICIENE D | B UL Z OFEICHINE L OERR M2+ L, [RE 215
ThoEETHZ L,

PD-L1 B G L7 ECAFIOE G a] K 2325 Z &L E LW, PD-L1
FEBURDFER T E RWIGE I, AAIOMEH OB & 2 @O HWr L7 Ecib57T 5
Z&,

FERBEIMERO~RT A MZOWT

@

@

MEMEMEEN D L d Z ERH DD T, KFNOEGIZHT-> T, BRIE
W (PRI RIS, ik, FEEVE) OffEsE M O X & o FEhess, Btz +5
ZATH 2 &, £, MBS CTHES CT, MiE~— I —FDOMm& % FEhid 5
Z &,

AFN O EIXEE D infusion reaction (i 2 CEARI 322kt D T 5 U
faAT > 72 LTt 2 Z &, £72.2 [8] H AR O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHLHDT, KFIFEEGH K OARA G T #IT A Z A
CERRET %, BEORBEL IS 52 L, 703, infusionreaction &
FHLLUICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE 08l
T5HZ &,

ORI REIR E . TRAEERT R ORIBREERH 5O Z B3 HH DT,
AFN D ¥ 5B haRT M O G- B I3 E IR N0 Ik re iR & (TSH. 1028 T3,
Ui T4, ACTH, M =/LF > — AV EORIE) 2R 252 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b D4 R IEBR R
DHLOLNDZERNDD, BEPRDOONTHEIIE, BB LEFRIIL U
B 72 ek & R & e O Al & i U Cl bl A BRI W 21TV IR oS
FOSIZ X 2 BWER 2N g0 23551 21E, AR ORFES T I, R ORIE BB A
NEVRIOBRGEEEBRTHZ L, B, BIBRERLVEYOEEIZIYEIE
A OYGEERFRD IR WIGEIZIE, BB RE AV LIS o Sz il Fl o8
HLEET D,

AT %, OB B8 AR L T LEWERDBET L2 EnbH D129,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE IR (BIE | BUEIRS 2 5 de) b bbdv, BERPIMES R 7o R— X
ICEDZENHLHDOT, Alg, HED, EHFEOREROBHRCMAEED L2
SEET DL, 1V BERBREDN -G ICITEEEZRIEL, AR ) H
FOFGEDHME) R EZITH Z &,

BIEATIE, P4, ITHEREREE . TR, B{bLMEE RPN H LoD 2 &ndH D
DT, EHWIIITHERERE LTV, BEOREEZ H3ICBET 52 &,

12



® AAIOEEARRERICINT, BEHBNG 9HA ., TALIRET, &E5HENG 14
L 6 ] Z L IMEOFHI 21T - TV e 2 & 2552, AFIBG-HILEBIT
(R OMERRZAT D 2 &,

13



HEERHEEST A RFA v
=R~ 7 (Bl Fr#Z)

(BR5E4 « A7V —AREFHE 20 mg, 7V —RRHFEHE 100 mg, A7 P—
RRMEERE 120 mg, A7V — R K EE 240 mg)

~ R e o ~

ERR2 94 A (FFn 445 AHKET)
BT B
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1. IZU I P2
2. AANOFE. (FREF P4
3. ERIRRE P5
4, FERIZOWNT P17
5. &EGXREMDEE P19
6. WHIZEEL THETNEHH P21



1. IILBIC

RIS OF M « ZRMEDOMEROTZ DI, U SCEFIZE S W2l E AR D
BND, 5T, TEORFREFOESRIC LY | FUREZS e & O HH0 7 3R
FREZRBDBARIND T T, 2 b OERMNZ EIZHNERBFIRMLT 5 2 L BBEO
PRRE & 72 o TR Y RIFMBOEE & UEO AT EF 2016 (A% 28 4F 6 A 2 H MEIRE)
IZBWTH, HEFMERGLEOHAOREHEZXD Z L LS Tn5,

BORVE RS ERR T, KEERASCL ST 0 7 7 A VSBEE D ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEICBET A IERSH0ERET 5 £ TORM,
WMHEERGLOBEEEZIT D ERPRF SN BEIRH UTHEMAT L &L b, BIE
RSB L7 BRIC B 2tz & D 2 & AN AHE /e — T O B i 7= 3 R SR BE i
THZEREHEETHD,

LTl o T, KA RTA4 Tl BABBERESINE T/ LTV D EFIEFH -
BHFr RN FED & | LUN O K5 O fii 70 8 A HEtE 3 2 BLA O LB B B 2
HROEEFEHE =T,

I, ARIA RTA T, MSIATBAE NEIE G ERE IR O, QSR ANRR
BRI o . — AR ENE N B ARBRRNEHE S K O— AL BN B ARWREG T2 O
J1ob EERER LT,

RG L I HEIRS, - A VR ERE 20 mg, A7 P — R SEETE 100mg, 4

— AR 120 mg, A7 Y — R RUERRE 240 mg (—%4 0 =
=7 (Bl Z))

R ERDMETE - ARTEOIBRAE TSR 0 B MR e

WG ERDRERORE  @E . lACIZ=R L~ (BT %) & LT, 11 240mg

Z 2 JEMIRIE S 1 0] 480 mg & 4 3 R0 C AT S,
AARY L F =T LT D561 B AT =FR L~ 7 (&
faf#Hz) & LT, 1101240 mg % 2 3 REIFE 1% 1 5] 480 mg
% 4 W IR CRIEENET 5,
(b FIERIRIR OARIE UIBRA B XX O Bl i 12 kF L C
AV LAvT (BaTiiEz) SOPRT25681E, 8., A
=R ~7 (Eia M z) & LT, 18240 mg % 3 B [HRH
T A4 EEREET 2, 20%, =AL~7 (BIEFHfZ) &
LT, 1[a1240mg % 2 JE RIS 1 [B] 480 mg % 4 W HE][FIREC
RIHEHET D,

B I OE ¥ DB TS
(235)

BB D AR AT 4 7 ABE20mg (— k4 - WA TF =T v TEEE) O%)

RESITZIR, MER O &

ZhRESUZN R AR EIBRANRE SUTERR M oD B Al e




REROHE =R~ 7 (B z) EO0FHT 25813, 8%, RAKIE A
YF=7LLTI1HI1FE40mg ZEEEFCROKET 5, ks, BFD
WREIZ LV R ET 5,

AR BT D P — AR A S ERENR SOmg (— %4 A BV A~T (BB THHZ))
DRYBESNIEN R, TEL O &
BHRE ST R ARIBUIBRANRE SUTHERE M oD B M e
FEKROHE : =R~ 7 (Biorf#az) Loffficisn T, E\HE. 552/\ e =
VAa~7 (BaMiz) & LTl mgkg (KE) % 3 HEEMET
4 [BLETEEET 5,



2. AHN DR, VERBFF

A7 — R R ERHE 20 mg, [FATEERE 100 mg, [FLATEEE 120 mg K OVNE SR ERE
240 mg (—fi%4 - =FA~7 GEE X)), LT, TARAL Evd,) 1, NEFPSES
TEMKSLEAZ Ly 7 24 BTV AR =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 1%, &M L L2 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T2 2
1) BT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U 4 K (PD-LI1
K OVPD-L2) EHEE L. U U RERICHdIE S 7T v 2 ingE L C U o NEROIEMEAIRRE &
BIZFRET L CTWb, PD-1 U W RiFHURE MBS B b Ok & 22 Gk 5B
LTk, BMERAMEBE) LU LB TS PD-L1 DOFEEBL L IEDELF
HH & OMICADOHBEBFR & 5 Z & HE I TWs (Cancer 2010; 116: 1757-66)
F o EMER AR IR T MlaS AT 24 X — T 2 v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L EEMAHRIZI T 5 PD-L1 ORI LD
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 @5 H S E -3 AMlaiE, PUFRFER CDS Btk T Hifa ool fufs
TEMEZ 59 S8 545, H1 PD-L1 /KT PD-1 & PD-L1 & OfE&EET 5 &2 OHIN
GEEIGEREIE T 5 Z EDRENTND, DI L5 PD-1/PD-1 U 72 RERERIL, 23
AR FURRF A7 T MM O OBEEE A BT 5HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFESHEIE) ITREE L.
PD-1 & PD-1 U AV REDFEGEET L2 LICL Y, BASUFRRFRZ T Mlaols
PEAL K O AR IR k9 2 MRS TG M 2 58 5~ 5 2 & TRk e PLidgsh R &4 o~ 9
ZENER I TN D,

IS OEN S | AFNTEMEIER ) 2 B 2R EIC R0 55 b0 & MIfF S,
R R A xS & U7 BRI ERBR & TEhE L A ME Ak R OV el S vz,

AFIOVEFRFIC 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, FB L HGUIE U B 2 ik & B8 & FE o R Afl & L Col
IR RIB M 21T\, B OSRERIGIC X DRIER A SN 5 581213, RIS RE AL
LRI OB EEDHYRLEZIT O LERDH D,



3. BEREE
FRIBYIFRANHE XX ERFE M 0D BBl fages D A GRIRE I Z Rl 2 1T - 7= 5 72 B AR R D il &
ZNE IR

[H2hE]

DEFELF AR RER  (ONO-4538-03/CA209025 7kb#)
MEFAEREERZ 6T 2HEMEEGEA (T3 TF=7 A=F =7 VI Tx2=T,
XY IR=T ) A TR A A T D AT S TER RS 0D 38 B R R ol e AR
821 5l (HANEBRE 63 flaGie, AKIEE 410 i, =11 U A ZFE 411 ) 26, —
R ARERRE UCAA] 3 mg/kg % 2 M CaiiiE Lz & ook
BYEZ R Lo, REFHEEE Ch 224 (BLT, T0S) &vvH, ) (hifiE [95%
EREXM] ) 1%, AFIFET 25.00 [21.75~NE"] B H., =X U A RAFET 1955 [17.64~
23.06] W HTHY | AFFET=1 Y AZAFEK UREHFIICAEBERIER 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 Fa._
0.9
0.8 .
0.7 o

. 0.6

% 0.5
= 04 .
034 e

—A— AHIE
D IO LR

0.2
0.1+
po e s E s B
0 3 6 9 12 15 18 21 24 27 30 33
at risk 4 7FHIR (R)

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

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




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

AR ThoTe (N — FH 150 [95%(FHHXH : 0.49~454] )
o HEEARRE (UUTL )

1.0 -
0.9- '
08 - . veen CRIED = £ ©)
0.7+

s 0.6 —A— KEIB#
?—f— 0.5 - @ I/\"D'JL\Zg

$0.4-
0.34
0.24
0.1
R e e e e
0 3 6 9 12 15 18 21 24 27 30
at risk# H1FHARE (B)
AHBt 37 37 36 35 35 34 24 16 8 4 0
INOYLZEE 26 26 24 24 24 24 20 15 9 3 0

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




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

(LRRIEARTRIE™ OHELTHE U TR O W T R A B e e s ;B 1,006 61 (H AR NGBS
2 flaate, AU LYY BEEHEEZ) OFH CIF, TRAI+A ) A=T7 ) L
Do) PHEBS0 B, A=F =T HELLE ) AXRIC, A=F =T ERE LTRA+A
U b~ 7 O L2 2 et Uz, TERHMETE H Té % International Metastatic RCC
Database Consortium (LLF, TIMDCJ & 95, ) U A7 535E" @ 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~ 7T NE [28.16~NE] T H, A=F =7}
T 25.95 [22.08~NE] ZHTHY ., KHl+A Y A~ TEITA =T = 7 FHTK LFEEHF
WINCHBERIEE 2~ LTz (O — R 0.63 [99.8%(E#E[X[# : 0.44~0.89] | p<0.0001 [J=
B log-rank #E] . 20174E8 H7 HFT—4 v A7)

*1 ;A ST 2 R H L OIRRER 2 WBE, 72720, LUFOSAITYZIBEEBICE DR,
SERYIER AT REZ2 B MR 126t LT 1 FE ORI SUIIR SRR (7272 L, A& N IR 1
(LAF. TVEGF) &9, ) MIEVEGF B AER & LA ZER< ] 20T S0, 2oflt
B IR H B E OB G0 5 6 1 A UL ERRIB%IZHER L He
*2: AKI3mglkg (FE) &1 Y A~7 Imglkg (FE) R A2 3 HEMRKET 4 BT L%,
AKl 3 mg/kg ((KE) % 2 B CRMEHE L, PPHBEERIZBWTE, KEZ2 REOICRS
L., AV AT EIARFOBREGHKRT NS 30 oLl EOMEE BV TR 2Bt LT,
*3: LLFOO~@®DWTHUC HZY L2ARWEAICIE Favorable U A7 1 X% 2 THH 27954 121%
Intermediate U A7 . 3THHLL L& T HA12IE Poor U 27 & &z,
OB AR & 2 Hr S Th BASRBR O BEVEAEIR 1T £ T 1 4K, @Karnofsky —fiIkHE 8006,
@~E T\ B AEDEAEE FIRAT., @fERO D LT MED 10 mgldl B2 5. O HEREA
FHAEME LR EE 2 5, @M/ A LR A2 2 5

1.0 "-\‘w
0.9 \_‘\\\
"o —
0.8 2 S
g .. . \ﬁ-—s
s 07
2 S
n e —
'-'s' 0.6 e .
] \-)
5 0.5 TdeTaemon >
k)
& 0.4
o
2
2 0.3
a = A+ A Y LA=T I
0.2 —m—- A= F it
% D]
o
0.0 Y ey —T e ———— T ——— e T ————
o 3 9 9 12 5 18 21 24 27 30 33
Overall Survwal (Months)
FR+AL) =T 425 399 372 348 32 318 300 241 119 44 2 o
R=F=TE 422 387 352 315 288 253 228 179 89 34 3 o

X3 0S OHEfFEITEO Kaplan-Meier Higt (ONO-4538-16/CA209214 FA5R)
FENTRIREM : Intermediate XU Poor U 2 7 BE

7



72k, EEEIFEFE IR (ONO-4538-16/CA209214 ABR) (2T, IMDC U A7
53¥75 Favorable V A 7 OB LT EZHME H OfENT S GER & Svieo 7o, ik
BRI A AN S 372 Favorable U A7 ORBRFEOT — XTI & BRI 21T 72
R, AA+A Y A TREL L CA=F =T HTRESERENE SN TS (T
B),

10— =g =~ e
0.9 T O " -
0.8 ‘—_*:"t:.,__ '
i )
2 '
> 0.7 ;
: L}
A '
5 06 |
2 :
O 05
°
204
o)
3
3 0.3
a
0.2 — LKA A Y AT :
-----  R=F =T '
0.1 ORUA : §TE1D
0.0 T T T T T T T T T ' y
0 3 6 9 12 15 18 21 24 27 30 33
Overall Survival (Months)
FH+A T 2= TB 25 124 120 116 m 108 104 98 78 27 2 0
A=F=TB 124 119 119 117 114 110 109 104 84 32 3 0

4 OS DHRfFHTED Kaplan-Meier Bif (ONO-4538-16/CA209214 $XEBRk)
ENTRIREE : Favorable U X 7 BB

QEFEILFFHMARAER (ONO-4538-81/CA2099ER 7 5k)

{EFFIEARIGIE ™ OMEATIE S TEERENE 00 1 B R AL i i ;B 651 451 (H AR R
46 Bl Ete, ARP L F=THMH (LUTF, TARAI+ARF L F=7) Lnd,) 2HE323
B, A=F=TRE328 %) X, A=F=TERE L TARK+ IR F=70
BEMER LM Z R Lo, BEFHMIEE Ch 2 WA (PRl [95%E4
X)) 1, AFI+ DR F =T HET16.59 [12.45~24.94] B A, A=F =TT 831

[6.97~9.69] W HTHY ., KK+ H RV F=TRIIA=F = 7K LIEEHEHIC



BIIER 2R LT (0N — REE0.51 [95% 5 #E X fH @ 0.41~0.64], p<0.0001 [&5] log-
rank BRE], 20204E2 A 12 HTF —%H v b4 7).,

*1 .

i

of

}

B X D REFEDIRRIENR2WERE, 72720, U TFOHAEITYRIGHEEBICE O,
A UIBR TRE 22 BRI L2k L C 1 RO AT UL Al BhEE (7272 L. VEGF X% VEGF %
KRR & LT A 2 BR < T D3 EAT 41, D> DT U3 B RE D o 5026 6 7 A LA
R LSS

*2 . AKI 110 240 mg & 2 ERBIME CARMIFEL, ARV F=740mg & 1 H 1 IEEOEE L7,

15

iLa

=

at risk#{
hRFoF=JHAR
AZFJE

1.0
el 0 —A— HRYUF=THAR
i D RZFTH

0.8 L

0.7 ED-,.

0.6

0.5

0.4 -

0.3 R N

0.2 - . |

0.1 E-__.-—_‘

0.0 T = PR - T T T T T T T
0 3 6 9 12 15 18 21 24 27

EIBELEFHM(A)

323 279 234 196 144 77 35 11 4 0
328 228 159 122 79 31 10 4 1 0

5 EREAZHIRE (BICR¥E) D Kaplan-Meier Hif

(ONO-4538-81/CA2099ER FER)



[Ze 2]
DE BRI FH MFEFAER  (ONO-4538-03/CA209025:k54%)

B EFGUIARAIRE 397/406 61 (97.8%) . =1 U A AR 386/397 i (97.2%) (272
Hav, 1R & ORI RBIR DG E T E RUVVE FFHRITIAAIRE 319/406 5] (78.6%) . =
7 U A ARE 349/397 ] (87.9%) (RO HALTc, WL DORETIHILED 5%LL_ EDRIE
HIZTTEDOEBY THhoTz,

£ 1 WTNHLORETREARD 5% EOBIWER (ONO-4538-03/CA209025 FRER)

T i B (%)
Rt A TNa U LAR
" 406 1 397 4l
(MedDRAA) ver.18.0) 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

2RIEA 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

550 24 (5.9) 1(0.2) 0 21(5.3) 0 0

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

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

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

) E 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

7 v 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

2L AT a— L fiLE 2(0.5) 0 0 29 (7.3) 0 0

e L 9(22) 5(1.2) 0 46 (11.6) 15(3.8) 0

ERYZURY RfJE 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 R K O%E A H Rk

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 E

VS 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 K OVithRkEE

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

I ] 30 (7.4) 3(0.7) 0 51(12.8) 2 (0.5) 0

I 3(0.7) 0 0 41(10.3) 0 0

Jififig 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

Bz i 26 (6.4) 0 0 33 (8.3) 0 0

T - BRI T A SREERE 4 (1.0 0 0 22 (5.5) 0 0

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

KI5 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0

7ok, BIEVEREE 1961 (4.7%) . BH% 14 (0.2%) . BEEUHREiEE/ X 4/ F—56
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Bl (13.8%) . KEEZ « EEO THI10 6 (2.5%) . 1 BEERE 1461 (0.2%) . FFHRER:
X 46 1 (11.3%) . R 161 (0.2%) . HUIRIRHERERE S 34 ] (8.4%) | fikkEE 55
Bl (13.5%) . BHEREREE (RMEREMER%%) 28 ] (6.9%) . FIEHRERE 6 4
(1.5%) . infusion reaction 21 {5 (5.2%) . FEEDZEREE 4 6] (1.0%) . FEAEHKRE
fEE 2 B (0.5%) . S 16 (0.2%) KROSE I IEK L1 (0.2%) ARH LN, £
7o, ERERNEEGE, OFAR. e MBI PESRBES . IS « BEREA M OVFR IR f e €
FIEITRR O BV o T, AREWERRBLR DU EFRS (RAMEERE L ET) 25
CEFER LTI,

@E LR E MR (ONO-4538-16/CA209214345)

HEELIIARA+ A BV L~ 7R 544/547 1] (99.5%) . A =F =7 532/535 14 (99.4%)
IZRRD LN, {BRELOREBEENREE CERVWEERFRIIAAN A4V A~ TR
509/547 5] (93.1%) . A=F =7 #f 521/535 5] (97.4%) 2D LTz, WTIHDHRE
THBED %L, EORWERIZITRDO LBV ThoT,

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

B (%)

[sisp=d IN\K
ke FHA+ A E U hv B A=F =TT
g(ﬁ/lngRA/J ver.20.0) 547 f 535 B
o 4 Grade Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5

RIEH 509 (93.1) 250 (45.7) 0 521(974)  335(62.6)  2( 04)
MR LY 3 REE

1 34( 62) 2( 04) 0 83 (15.5)  24( 4.5) 0
i ER R 1( 02) 0 0 30( 5.6) 3( 0.6) 0
I v BRI 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

B e AR A 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
EREE R 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
HLD 109(19.9)  8( 1.5 0 202(37.8)  6( L.1) 0
A% 23( 42) 0 0 149 (27.9)  14( 2.6) 0
M - 59 (10.8) 4( 0.7) 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% 57 202 (36.9) 23( 4.2) 0 264 (493)  49( 9.2) 0
FENE D JNE 13( 2.4) 0 0 152(284) 14( 2.6) 0
Rl 25( 4.6) 1( 02) 0 20( 5.4) 0 0
FEEL 79 (14.4) 2( 04) 0 33( 6.2) 1( 02) 0
BRPR AR

ALT H4/0 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 H4n 58 (10.6) 19( 3.5) 0 49( 9.2) 7( 13) 0
2z L7 F =8 35( 6.4) 1( 02) 0 35( 65) 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
%ﬁ”{j‘DR ALJ ver.20.0) 547 {3 535 {5
¢ ver.g. 4> Grade Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5

X —BHN 90 (16.5) 56 (10.2) 0 58(10.8)  35( 6.5) 0
fif HPERE R 3( 0.5) 1( 02) 0 40( 7.5)  23( 4.3) 0
i 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
i ERHs 6( 1.1 0 0 40( 7.5 11( 2.1) 0
Rt L OSaEREE

& Ik 28 ( 5.1) 8( 1.5) 0 10( 1.9) 0 0
FEXNEBIES 75 (13.7) 7( 13) 0 133(249) 5( 0.9) 0
e #E Rk L O G RkEE

RAEiR 76 (13.9) 5( 0.9) 0 39( 7.3) 0 0
L] 49 (9.0 3( 0.5) 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
MRk, MoEhds K OVithRiE =

BAS 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
fitifigk ¢ 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 - BRI 5( 0.9) 0 0 231(432) 49( 9.2) 0
% 5 FEAE 154(282)  3( 0.5) 0 49( 9.2) 0 0
i 118 (21.6) 8( 1.5 0 67 (12.5) 0 0
BEIR B IR 5 50( 9.1) 8( 1.5) 0 22( 4.1) 1( 02) 0
B 2( 04) 0 0 27( 5.0) 0 0
A& 0 0 0 43( 8.0) 0 0
M pEE

&5 I 12( 22) 4( 0.7) 0 216 (404)  85(15.9) 0

B, AHI+HA Y LA TREITIW T, MR 136 1] (24.9%) | ITHEREREE 98 i
(17.9%) . HURMRSRERRS S 147 5] (26.9%) . BEAKBEREE 46 5] (8.4%) . REVEMENRE
835 5] (6.4%) . KREHZ - BHE D T 36 il (6.6%) . HE DG 20 i (3.7%) .
NEEAEERERE T 24 (5] (4.4%) | RIEHEREREE 32 6 (5.9%) . 1 BUBEIRYE 5 1 (0.9%) |
g 761 (1.3%) . EIEFEESE 161 (0.2%) . fMse - Bk 2 51 (0.4%) . infusion
reaction 22 5l (4.0%) . 5 & 5 B¢ 2 i (0.4%) . LafiZe 141 (0.2%) . %€ 2 141 (0.4%) .
RESCRRMEAE/ < 435 —102 f3i] (18.6%) . T 7 #1 (1.3%) MK OEAR dnAz ZERE 2 15
(0.4%) R BT, Fio, S MR ERBER & OB % 13580 B
oo, ARWEHRBBURDUIREEES: (MAREEREE 4+ 5) 25 0EHERE T
T

Q@ EFE I FEZFE M AHAER (ONO-4538-81/CA2099ER F&5R)
HERELIIAK + ARV o F =78 319/320 #] (99.7%) . A =F =7#E 317/320 {4
(99.1%) IZ#D HAL, 1REREE & ORREBRNEE TE R WA FEGIIAF + IR

F =7 HE 309/320 5 (96.6%) . A=F =Tt 298/320 f5il (93.1%) IZFEH LN, VT

12



NPOFETIHILEN 5L EORIWERIITERDO LB TH T,

F3 VDTN LOEETHRERN 5% EOBIVER (ON0-4538-81/CA2099ER FER)

B (%)

0o Nk
Eﬁgi”iﬁviﬁ KA+ IR F =T BE A=F =T
(MSSDRA/J ver.22.1) 320 B 320 {1
4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
AEIEM 309 (96.6) 194 (60.6) 0 298 (93.1) 162 (50.6) 1( 03)
MEE LY v REEE
21 32 (10.0) 3( 09) 0 61 (19.1) 8( 2.3) 0
H i BRJsAE 4( 13) 0 0 23( 7.2) 1( 03) 0
I RERIBVE 14( 4.4) 2( 0.6) 0 47 (14.7) 11( 34) 0
M/ N 19( 5.9) 1( 03) 0 61(19.1)  14( 4.4) 0
alaplA i
IR e me T UaEE 29( 9.1) 2( 0.6) 0 6( 1.9 0 0
R R T E 107 (33.4) 1( 03) 0 90 ( 28.1) 1( 03) 0
H b
201 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
HIERE 18( 5.6) 0 0 32 (10.0) 1( 03) 0
B R E PR R 15( 4.7) 0 0 29 ( 9.1) 0 0
L 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 OKRE
) 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
(N3 10( 3.1) 1( 03) 0 16 ( 5.0) 0 0
B D JEE 61 (19.1) 3( 09) 0 80 ( 25.0) 8( 2.5) 0
JHF HESE SR R
SR 18( 5.6) 8( 2.5) 0 10( 3.1) 1( 03) 0
FRIR AR AR
ALT #8/0 80 (25.0) 15( 4.7) 0 20( 6.3) 2( 0.6) 0
72T —EHN 39 (12.2) 8( 2.5) 0 25( 17.8) 7( 22) 0
AST #4/1 75 (23.4) 10( 3.1) 0 28 ( 8.8) 2( 0.6) 0
M e U v e s 16 ( 5.0) 1( 03) 0 11( 34) 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 ARRT 7 & —PH 29( 9.1) 2( 0.6) 0 21( 6.6) 2( 0.6) 0
R L Ok E
K~ 7o 7 AfUiE 32(10.0) 1( 03) 0 9( 28) 0 0
KT U ¥ A E 38 (11.9) 22( 6.9) 0 19( 59) 14( 44 0
&) i fiE 38 (11.9) 17( 5.3) 0 15( 4.7) 3( 09) 0
RARIEOA 65 (20.3) 4( 13) 0 53 (16.6) 2( 0.6) 0
B # R & O GHRkmEE
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
GIEV 20( 6.3) 0 0 13( 4.1) 0 0
B K ORI IEE
HEAR 26( 8.1) 9( 2.8) 0 21( 6.6) 7( 22) 0
R E N TS SO ]
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 I R 16 ( 5.0) 0 0 11( 3.4) 0 0
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Btk (%)

A BRI

Franeoy KA+ RS o F =T A=F =T Rt
" 320 {4 320 {5
(MedDRA/J ver.22_.1) _ % Grade  Grade3-4  Grade5 % Grade  Grade3-4  Grade s

FE - IR FE IR AN ENE BERE 122(38.1) 24( 17.5) 0 129 (40.3)  24( 17.5) 0
D PEIE 52(16.3) 1( 03) 0 13( 4.1) 0 0
i 62 (19.4) 5( 1.6) 0 22( 6.9) 0 0
2R INITR S IN 32 24 ( 1.5 1( 03) 0 4( 13) 0 0
WS 0 0 0 21( 6.6) 0 0
M AE PR

& I 97 (30.3) 35(10.9) 0 107 (33.4)  39(12.2) 0

ipEs, ARFN+ARF T =TT T, HURIRERERT E 135 1 (42.2%) | JITHERE
fE 128 1 (40.0%) . FhfRkESE 115 61 (35.9%) . BB RELAELE 57 1 (17.8%) . HJE
D7 JEREE 37 1] (11.6%) . BHERERESE 31 61 (9.7%) . KK « /MG « EED T
22 5 (6.9%) . FVEVMEMIZER 17 1] (5.3%) . FFARiARZERRSE 15 6] (4.7%) . BB
RefEsE 12 5] (3.8%) . Infusion reaction 8 i (2.5%) . JH4k 8 f31 (2.5%) . L= 7 fi
(2.2%) . TIEEAEERERE 2 4] (0.6%) . SEOBEL 16 (0.3%) . FAEMHEJIE 1 41
(0.3%) . L& 16 (0.3%) | sk - BEMER 141 (0.3%) . #EFL 161 (0.3%) . KX
R 161 (0.3%) DB LV, £, Mhidk. LABERE, BUEHZ%&, RS, b
JRAE DG, /R MR, MEKERIEMEE, kL, R L ONEE X580 Hit7e
Do 7o, REWERZBURILI B E F 5 (BRI AR T 2 5 ) 2 5 OEFHER 2 7,

14



[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 b— a3 102k v, AHKI3 mgkg (K
H) XX 240 mg % 2 WG TS LI2BROARR O Mg iR EN S S iz, ZOf
R AKHI 240 mg G U7 BROBEEERIL, AH 3 mgkg G L7 BROREE & L g
LCREEZ Ry &ETFHIENTZbDOD, AARNBEIZEBOTHARENHERINTWDH
% - & (10mgkg % 2 BRIFIR TR L) TARIZ &L LB OREE & & g L CE
g e PSSz (FFR), A T EBOEEICK T 57 — #1255 & KA 3 mgkg
(RHE) X% 240 mg % 2 WRIFIIE TG L 7ZBROARAIOMEEE & & A bk XL ek &
ORI & T D IRBE ST T APERE S, Y% OV TREIT DAL A R,
FROME - AEOM THIME R VZEMICHMERZER 1T W E TSRz, 72, B
MRS BT 5T — XIS X AH 3mgkg XiE240mg & A U A~ 7 1 mg/kg
Z 3 EMMRECEREG LIZBEOARRORE R &2ttt OB # 2 REHT 2ESTT
LRSS L, UHBEIZOW TR Th R, iR ik - HEoM creltk
(CHARE R ERIT R  E Tl S LT,

R4 FHOKYBE T A—F

- Chnax Chnind14 Cavgdi4 Cimax.ss Cmin.ss Cavess
(ng/mL) (ug/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)

3 meke Q2W <35~52§ '7608) (10.17?'264.5) (17.21‘,"333.9) (75.1){3171) (27.612,'107) (42.717,'?27)

240 me Q2W <513%ZO3) (15§f§219 (25i?i78) (10;f254) (41iZ?58) (62a??87)

10 meke Q2W (14;?;19) (513?392) <7933§14> (33??232) (18i};13) (23§7§86)

OB (5%, 95%50) . Q2W : 23 I [EIME. Cmax @ P 512 O fe @ M35 F IR . Cminais : PRI 51414
HEICEHIT DR IIE P . Covears : FIEHERE%14H B % TOFHMIETILEE . Craxss © E i IREEIZ I
VB eI R EE . Cmings @ EFOIRREIZI T B AARIIE FIRIE . Cavess : EFIRREIZEI T 2 ¥ Mg
R

Fo ABNOREMEYEEET LV AFIH LY I 2 b—2 3 2L 0| KAl 480 mg
% 4 RN TR XIBEARE O L - &% TG L 72BEROARA O M35 R 3 it
INdc, EOREFR., KAl 480 mg Z# 4 HFHE TG LIZBEOEFIREBIZI T 58 m
EHIREE (LT, [Cagss) &VMD0) 1. A 240mg & 2 IR TG L 72BRD Cavgss
EHUT D E TSN (FR), £7z. KK 480 mg % 4 MRHIFMR TG LIZBROE R
WRBIZBIT DimMIETIRE (LLT. [Chaxsdd £V 90) 1E. AHI 240 mg % 2 1 IR
THEE LTEBRD Coaxss £ B L CRIEZ T L FHISHIZH DD, HRANBEITBWT
DEMENHER SN TWA L - JI®E (10mg/kg % 2 HERRE CRE) TARFZHRS5 LT
BRD Cimaxss & B L TR Z /R T EFHISNZ (FHR), M2 T, #EOBEICES TS
F =TS E | AK 3mg/kg (IRE) YT 240mg % 2 BRI, 35 L < 13AH] 480 mg
Z 4 AR TR L0 ARF OREE & &AM XL & OB Z 3 2 1%
BROSET VPER SN, YEBEEIZOW TRFNM TR, ERRoMiE - HED
M CHNE R O 2R 2R T v E PRl Sz, £, Billm B ki 5
T—RIZEESE | DR F =T OFHRHIAH] 240 mg % 2 JEFEIE R X1 480 mg % 4
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[EIfEI b T e - L7 BROARAN OB E B & AT A & OB 2 it 37 2 B S
ETUPEE S, BHEEEICOW TR TOILRER, Eito ik - HEOM T
e Oz RIS IR 72 22 5 3 & TRl S LT,

£5 AROEYBIE T A —F

v - e Crnax Chind28 Cavgd2s Cimax.ss Cninss Cavess
(pg/mL) (ng/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL)
3 melke Q2W (35-521 .760.8> (16.25?'30.3) (21 321 23.9) (75.}){3171) (27.612,'107) (42.717,'?27)
240 mg QW (51.712,203) (23.33?‘539.0) (302?'670.9) (10;5354) (41?57,'%1358) (62.11(,)9187)
50 me QAW (105307) “525?27-4) (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??25) (18421,1 §o3) (232,7277)

R (5%, 95%5) . Q2W : 2B MIRIMG. Q4W : 4B RIRIFGE. Cmax : FIEIFE 515 D i i LT T R BE
Cumindzs : PIEIE G128 H B30T B FARIMIE IR B, Cavears : PIEIE G128 H B £ TONFHIIME iR
Craxss | EFURTBIZIT 2 @ M5 TIPS . Coinss ¢ EFRIBIZI 1T 2 ARG T . Cavess @ E IR EE
(3T 2 W) 35 R
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4. FERIZOWVT

(L ZFIFRIEREIRIR OARIE YIRS BE XA THR R O BRI B I - 2 55 811d, &R
GfE & LTHEABGERE (2FIFRE) ZEonNTnd Zenh, YERE L EYICE
MiTE LM CThHOLULENDD, O LT, EFEMLY A7 EHEEE (RMP) IZHKEOX,
AHN D =S g 22 A VEREATE B~ D o IR 3 8 2 Mask Td o T, RFI OB G- M) 72
Fa 2l - FrE L, AFIOFEGIZ I BERREAZRBEBL L ZBRITHIST 5 2 L A3
727, UTFTOO~BDFT R CEH-TIICBWTHERAT 2 XETh 5D,

O MEFRITHOWT

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

(1) FEAEFEBRENSEET 503 ABHEEERLFRRTS (BRE RS A S RE BE LR,
HitEl A3 AL RURIE . HUEAS A B 7R &)

(2) FrErERERRE

(3) HBENTEAEDFEE T D 0 A ISR (03 A EEIE T, 23 A RS
IR, A A IR HEE R )

(4) AAKRALFRIEE 23R E U, ANRIEB L RIE2 R | USRI L AR A 2 R
2 Ok FEHEIAR D & AT > T D Mk

(5) PUEEVEREESAI LT & FINGL OO it g% FEHE AR D Jm H 21T > T D fitiak

O-2 B O b7 REE K ORITERZEBURE O 53 22 Fnilk & B 2 Fro R (T
ROWTIDITEE YT HER) 2, Y2 R OARFNCET HInEOEMTE & L CRIE
ENTWBHZ L,

#*

o [ERIGFFESE 2 EDOPHAHE ZE T L2121 5 FELLED D ATRIED BERIHE &
fToTWAHZ &, 95, 28D RIT. DAEMIREAY XL L-BREEZOHHE %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-> T WA Z &,

© BtADERMEREHEOKH]IZONT

RIS I B B E T D RMEE N E S b, BRSO OfFmE 0 A - %
IR IO B P ORISR 5 iRt AFFRNELE LG E OWE
. FRESNITAT DN DIEHINE > TN D Z &,
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@ BEA ~DXRIGIT 2OV T
@-1 HEsAHIC B3 2 B

VR MEG R B 0 TSR BIER ST AE LI-BRIZ, 24 BEREIZ2IRIAHIO T, Mi%hiak X
IEEE R 1BV T, BB L2 RIWER IS U CARBEE B L O CT O RIVEH ORI 24
HAREOFERAY BHPIZE S, BHICKHG TR IERH N E > TnDH Z &,

@-2 ERWFEIC L 5FEESINICET 22 N

ARSI D BEPTR 72 50 e O\ Re 2 A 2 BIRIERE D EltEl =2 Y v 7
EEDITEROA Y ) — =2 T ZATOERE L Fw A A TE 5 F— AERKH 2
SN TWD Z L, B, BIIAHNCOWT, DABE L ZDOFEEIZHHIHm ST
WwWnHZ &,

@-3 BHEADZWr-Ox B LT
BIVEA (MEMERMZEEIZIN 2 BREAEDRE, Ok, Tk, BT RARE ., KX,

NS, EEDO TR, 1 ANERE, BUEMZE. HFARA, HHERERES . JFK. kMR
K. FRIBEEEREE . T ERMAMEREREE, mhiklEE, BEE, RIEEE, Wk, BEEOKL
JE R, FFRIMARZEFRIE, infusion reaction, HEFE7cMygkmE, MERE RIEMERE, FikZ.
Mede . WEEORPERON ., IR, CIEFES (L EME) - 2RI - D ESEMEEIMGHES) |
REFEREE . IS ML, BEALE) 1Tk LT, YikhEak U B R O BF P2 AT 5
R EEE L (BIERAORZKCH NI L THREM O EEZ TN &M H D =
&)L EBICEY) R ALED TE HIRH D> TWDE Z &,

¢ @
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5. B##ExIBL e BE
[(B2h B3 % 1]
O TROBFIZBWTAFOEZDENSBRIES LTS,
o MEHAEMEERZAET HIUEMEES (TXF=7, A=F=7, VYI77
T =T NYN=TE) e bTFRIERE A T A RIGUIBR A BE U THERRE D
A R ORAI B )
o ALEFIRIERIBEDIMDC U A 2 43475 Intermediate X [ZPoor V) 2 7 U (AR 1AY])
BRARE T IE O BRI RS (f B A~ 7 L O A#EE)
o ALHRIERIBRORIBUIBRARE UL OB RE (DR F=7 L
OO L)

@ FRICHST 5 BECKT 5 ARAOR SRR H 0T, AROH
BN SUTHST, ARIO TR G L 2SR,
o LFBUERERRE RO A A WA DB ORI L 55 BT
B AR
. IR

GED [ g S 7 45 AR FRER (ONO-4538-16/CA209214 35) 1235 T BL FODO~@®D W FHUC 3824 Lie
WA 1213 Favorable U A7 | 1 X0 2 THH #1729 H5 1213 Intermediate Y A2 3THH LU EA2G7-3 546
ZiX Poor UV A7 L iz, (6 X—T&MR)

BRI & 2 ST DA O BEIEA B 1 £ T 1 FARm
Karnofsky —fi%{KHE& 80%Alifi

NE T ENSFEERE TR

WEH D AN 7 MMED 10 mg/dl 225
IFHPERE DS U LR 2 2 2

/R DS FEVEE LR A % 5

‘F‘

CISICISICAC)

19



[Zz 4El B4 % $H]

O TFTRICEYTLIEEICOVTIEIAAOR GNP ERE SN TND ZEND, KEE1T

DIRNZ L,

o ARHNDORSTI R UIBBUE DRBEERE D & 5 B

@ WM OFEIC BT FRICHS 5 BE IOV T, AAI O AR S 1R
P, OB 2V B AIIRY | HEICAR 2 BT 5 2 L 2 EETX 5,
o BELPERRS O A D URBERE 0 b 2
o I e BT A D B R T OV IE O SO RIS O R i ¢

DM IRIEMEREN A DI D BH

o HORERBOEPH SUTEMERLH L I3 B SRR B OBER O

b oHRBAE

o S BAEE (ELsMRBEE L E) Db D EE

o RBOBG ST EE AT D EE

»  Karnofsky Performance Status 70%Aiifi 72 o

(#2) Karnofsky Performance Status (PS)
Score EF
100 | EH, BEICXT 5 BEOF XAV, BHIERZE L,
IEH OGBS ATHE, Frnl/e BN g2y, 90 BVBRRIERITH 503, IEFEEE) AJRE
80 D72 Y BRIRAEIRA & 5 23, 8577 L TUER OfEH) il RE

ST D LI RERE, HETARTE T, A 70
HITIF L A EBEABRFCRICE D bDOTH D,

HorBE OMFHITE 228, EFOES - 55832 2
&I TRE

; 60 HOWCMERZ LI TEAN, L L NNLE
s TRFREE DAY A 5 — ‘ —
R DREONIELRLT 50 | TR EEE LR RE L O T A B
40 T3, WO R EREB L OBEEN LT

FoOREYDOZ EEHSTTE 2N, fif%dh s 30

LT ABRDPLEEPHITS LEE > TR

RO FE#E L RISFEOFE#EZLELET D, KE 20

HHICELE, AR LB TR RIGR S

DEHIZHEIT L TV D ATREMED B 5, 10

FEHIANE - TV D

5E
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6. MEICEL THEBETREEIH

O  USHHSCEZEION %, MEIRGEER DR 5 GRS 1T -5 & ARHF O Fritk M O 1Efi
RO DI LEIMERE T3 ICEMR L T oA+ s 2 L,

@ IRIRBRMBICENI G BE T T OFBRICAER OfEME 2 H48iH L, RE 215
ThOroEEGET5HZ L,

@ FREWEHO~RT AL MZOWNT

WEMEREN D oD ZENH DD T, AFIOBREIZH 1= > Tid, BRE
W (REWL ARIEE, ik, FEEVE) OREFE M O X Sl A o FEhn%, Bz -+
(ZATH Z &, Fl, HLEIIS U T CT, Mg~ —h —F 02 £+ 5
Z &,

AFN O EIXEE D infusion reaction (i 2 CEARFI 3 2kt T& 5 U
faAT > 72 LTt 2 2 &, £72.2 [8] H AR O A% 5-KFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRAGHE T HRIT A Z A
EET 5%, BEOWREBELHSICBIET 52 L, 723, infusionreaction %
FHL LG A 12, R TORELOERAERIZEIE T 2 £ ChEE 2 +o8ls
T5HZ &,

ORI REIR . TRAEERT R ORIBREERH 5O Z B3 HDH DT,
AFN D ¥ 5B haRT M O G- B I E IR N0 IsisrE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx R B
DHLOLNDZENHDH, BENPRDOONTHGEITIE, BERLEFRITL U
B 72 ek & R BR & Re O Al & i U Cl bl A BRI W 21TV IR O
FOGIZ X 2 BWER 2N g0 23551 21E, AR ORFES T Ik, R ORIE BE A
NEVRIOBRGEEEZBRTHZ L, B, BIBRERLVEYOEEIZIYEIE
M OYBEEDRFRD B WA TR, BB BB ARV o LISt O Sz il Fl o8
HEET D,

BeGAET %, ARS8 ARE L T LEWERADNBELT 2 Enb b2,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBEPRIS  (BE 1 BUBEIRS 2 & de) Db bbiv, BERPES 7V =2 &
IZEDZENHLOT, Hig, ol NRH-FOER DR B MBEE O LA 12+
SEETDHZ L, VEREN DN ICITRG 2RIl AR ) M
FlOF 5 E DY L EZITH Z &,

BUENT 2. A2, ITHEREREE . TR, B{LIEIEERPNH L OND ZLn3d D
DT, EHWIIITHERERE LTV, BEOREEZ H3ICBET 52 &,

@  AANOEERREBRIC BT, AL RIEBRRE BT 1T 2 HAIR 5 T3 5-Mi6 5
5 1R 8 M I L, LFEIERIRREFICB T 24 VY A~ 7 AL TIX
B G5-BRMG D VAR 6 R Z & (WIENE 12 %) . ALFRIERIGEEE ICE
T IRV F =T O G CIE 5B D 60 B ETiX 6 T (FIENX
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12 8H#) IZEDMEORHE 21T > TWe 2 & 22BT, RASG FIESRIIZE
GRETHROMWERZITO Z &,
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HEERHEEST A RFA v
=R~ 7 (B FHEEZ)

(BRFE4 « A7V —ARRMFEE 20 mg, 7V —RRHFEHE 100 mg, A7 P—
RETRERE 120 mg, 27V — R ETHH#HE 240 mg)

~HHAR XY U E~

FRR2 94 A (FFn 445 AKET)
BT B



SR/

1. (FL®IT P2
2. KFNOKE, 1T P3
3. ERIARRHE P4
4. FRRIZHOWT P11
5. XIS LI HBHE P13
6. HHICEL THET REFHIH P14



1. IXU®IiC

IS OF N - REVEOHER DT DITIT, B SCEFITE SV o B A A RO
BND, 6T, IEOREREMOMESRIZ L0 FUKEIRS 72 & OHH 72 3R 1E A%
FPEZRLDBARIND T T, 2 OERGNZ EICNERBFIRMLT 5 2 L BBEO
FRRE L 2o TR Y RFEMBGER & O AT EE 2016 O 28 4= 6 A 2 H MR E)
IZBWTYH, EHMERNEOHERAORE(LHEZXS Z L LS Tnd,

PRV ESR T, KEERASCL 2T 0 7 7 A VDBBEEOEIRS & B DI
RHZENDD, DD, HMEROLZEMEICET A IERSH0ERET 5 £ TORM,
WMHERGLOBEEEZIT D ERPR SN BEIRH U THEMAT L &L b, BIE
RMFEBL L 7B B3t & D 2 & DA HE /e — 8 O B i 7= 3 S BE A
THZENEETHD,

Lo T, KRHA RTA4 Tl BARBEES IR E TR LTV D ESEIREN -
BRI EED & | DUT O RIS O el 70 8 2 HEE S 2 8L b MBI Bk B 2
F RO EFREEZRT,

I, RKHA BT A 3 MAZATBAE NEI L EREIS O, /IS EHEANRE
BRI o, —AFEETE N B AR IRNBHE S, —MAEE A B AR MR T2 R Ot
F¥EN B A/ NI « BAFZOWH IO b EER LTz,

WG L IR B ERN ATV — RS EE 20mg, AT Y — R AR 100mg, ATV
— AR EE 120 mg, A7 Y — R RUEFRE 240 mg (—%4 0 =
R~ 7 (BAGFHEHLZ))

RELRDPRUIIR - BT E D H R % ) N

MEERDMEROAE  @HE, RAIZIZ=RL~T GBI z) & LT, 1[5 240mg
% 2 JEFEIRIFE ST 1 [[] 480 mg % 4 3 [E R C A ETET D,
WE . NRICE =R~ T (B Z) & LT, 1 [E 3mgkg
(RE) % 2 EFRRECREEET 5, 7ed, KE 40kg L ED
INRIZIE, =R~ T (B E#z) & LT, 18240 mg % 2
W BRI 1 [ 480 mg % 4 HRIMMR CAffFET 22 L BT
& D,

B3 IR 5E 3 H NP T M UAAE




2. AERN DR, 1EREF

I 7 — R IR EE 20 mg,  [FATEERE 100 mg,  FAEETE 120 mg K& O A §E
240 mg (—f%4 - =R~ GEBE ML), LT, TARJ End,) 1E, /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 1%, &AL L2 Y 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIC IE & BUSHIE T2 2
1) BT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U 4 K (PD-LI1
KONPD-L2) EfEA L. Vo SERICHfIEY 7P v LT U v SERoiEAIREE
BIZFHRET L CTWd, PD-1 U H v RIFHUREESMBELIAMNI B b Ok~ 72 IR 8B
LTHY, EMEREAMELE LU L EGHEMKICI TS PD-L1 OFRBL L itk DALE
W & ORI ADOFEREBIRN & 5 2 & 3 HlE ST % (Cancer 2010; 116: 1757-66) ,
F 7o R R E B CIRARRE T N EET DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFE SN, 58 LI EERRICIIT 5 PD-L1 ORI & itk D
AL & ORNCIEOHEBARIR R & 5 & D S & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 Z @5 S E -8 AMaiE, PUsRFER CDS Btk T Mifa ol fufs
TEMEZ 59 S8 545, HT PD-L1 /KT PD-1 & PD-L1 & D& EET 5 &2 O
GEEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERERIL, 23
AR FURRF A7 T MM O OBEEE A BT 5HFD—2 L LTEX LT
Do

ARFNE, SRR OFE R 6 PD-1 O/ ER (PD-1 U F o REEAREIR) IS/ A L.
PD-1 & PD-1 UGV REDEEEIET DI LICL Y, DAFURERRNZ T Mok
PEAL K OV AKIIENS 519 2 MRS =G VE 2 #9985 = & TRkt e PUEE 20 3 24
ZENHER STV D,

TS OHRNS | AFNTHENENEG 5T 272 G EERIC e 0 EL b0 L IS,
R X ) VOoNERE B RG L LR A S L, Ao, et ROEE
PEDIERS S T2,

AENONE AT IS < OFE SOSIZ L DEIENER & b i, B XIIETIZ
BOWREMD 5, ARNORGH KR OREGRIZIT, BEOBIZEL ToI2ATV, RE DR
O BTG EITIE, FEH LT F RIS U BEPIR 2 ik & REBR 2 RO R Al & L T
G172 8RR 24TV B DSIERIRT K D REITER 2 e 2 551 id, BIERE AL
RO GFEDWE) IRALE 24T 9 MER D D,



3. BREE
S T HEE O AR % o U RO A FRE I B 24T o 72 3 Ao e R ER o
fE & R,

[ 2]
O EWNE DHFE (ONO-4538-15 #ER)

HFEEMBMRBHEE T LYo ~T XREFU GEla#z) CLF, 7L
YR T T L)) ITERPUE ST D 20 sk L O SUZERME O & A R
Uk ol (ECOG Performance Status 0 &2 OV 1) 17 il & %512, AA| 3 mg/kg
Z 2 JA I CREEE Lz, FEMEEE Th 528203 (MET IWG criteria (2007)
IZFHD < FYHIEIZ K B complete remission (UL R, TCRJ &9 ,) X partial remission
(LR, TPR) & 9H,) DOFEIE) 1X75.0% (95%EHEKM] : 47.6~92.7%) Th o7z, 72
B, FAMIEHE L2BIEIL 20.0% TH o7z,

@ MW MARRER (CA209205 #%%) (Lancet Oncol 2016; 17: 1283-94)

H & M BT T I 7 L Y o~ T I K DR E =T 72 18 UL EOF3E
ATEEME O MR V% U Lo iR (27— R B, ECOG Performance Status 0 &2
1) 80 Bl x5z, AAl 3 mg/kg % 2 BREIMNG CARMEHEL7Z, EEMERE TH 5
ZEhE (MET IWG criteria (2007) (25D < FISHEIZ L D CR XL PR OFIE) 13 66.3%
(95%IEHEIX[H] : 54.8~76.4%) T o7, 72ds, FRNIHE L7-BIEIE 20.0% THh - 72,

@ EWHE THHE (NCCH1606 7A5R)

2 LY AL EOREREEA L, o[RS ARSI X DIRFEEO W (AR
T M A BAE OB ERRILFE) . 1 UL L 24 UL FOFEHRMED R V% ) L i O
A TE /N M [ TS B 2 e BT, A 3 mg/kg & 2 JHH R C R EE L,
ARBIRGFEESNTZ 26 Bl 5 B, HHAGR DU DOoNEIL 1 BIHAAN DL, T D
BB AEE (MET IWG criteria (2007) 1235 < JRBRET-EATHE) 1L CR Tho7=,

[ 41]

O EWNHE TAHRR (ONO-4538-15 kBx)
AEFERIIRHNRD b1, KA E ORREBERENGE TERWVAEFL L RHIIED
DiVTc, FBLRD 5%, EORHWERII TERD LB THoTz,



#1 FERHN 5% LOBIEA (ONO-4538-15 3ER) (R MMIrSEH)

BRI 8 B (%)

FEARGE 17

(MedDRA/J ver.18.1) 4> Grade Grade3-4  Grade5

2RIEA 17 (100.0) 2 (11.8) 0
MEFs LY > RbEE

25 ifn. 1(5.9) 1(5.9) 0

U BRI E 1(5.9) 1(5.9) 0
HE L ORkEKESE

eI 1(5.9) 0 0
PG WA

FOPR BRFS REA T E 3(17.6) 0 0
B Ik E

iz80 1(5.9) 0 0

(T 1(5.9) 0 0

T 1(5.9) 0 0

iCES 1(5.9) 0 0

G 1(5.9) 0 0
— % - EFEER X O G OREE

Ty 2 (11.8) 0 0

TN R 1(5.9) 0 0

[(y=y3 2 (11.8) 0 0

FEEN 7 (41.2) 0 0

i 1(5.9) 0 0
JEYSER K OVEE RUE

PH R 1(5.9) 0 0

fitiZe 1(5.9) 0 0
BE, PHEB X OWESIHE

HEAIZLE S RS 1(5.9) 0 0
R AR AR AT

JH R REAR A 2 1(5.9 0 0

M R 1(5.9) 0 0

RSN 1(5.9) 0 0

P i Bk At 1(5.9) 0 0
Rtk L Ok E

KAV v AlffE 1(5.9) 0 0

KT YU 7 A nE 1(5.9) 1(5.9) 0

i S BIES 1(5.9) 0 0
B R B X O SRRk

RA i 1(5.9) 0 0

HRERT 1(5.9) 0 0

RG] 2(11.8) 0 0
PR E

FEWED 1(5.9) 0 0

SR 1(5.9) 0 0

K= 2 —m RF— 1(5.9) 0 0
MERas . MEREs X OERm ks

e R o 1(5.9) 1(5.9) 0

FRGEDRSE 1(5.9) 0 0
FEREF KOV TRk m s

JHEE 1(5.9) 0 0

dE 1(5.9 0 0

SIERRR B % 1(5.9) 0 0

% ) FENE 5(29.4) 0 0

L 4(23.5) 0 0




¥, MVEMENZRE 161 (5.9%) | BECTHEARIE/ X A XF—2 1 (11.8%) . K%K -
FEEOTH L H (5.9%) . IFHéRERED 141 (5.9%) . FURIEREREE 3 1] (17.6%) .
ffg e 3 51 (17.6%) KON infusion reaction 1 51 (5.9%) 2338® Hivl-, F7=. HIEM
HESE, OAR. Fige. 1 BUBERRIN . SeE MR RIS PESRBER . IR, B HEREREE
R MR, MM - BEMRZE, EEE OO RIS, Rk ZERAE, TRRHRERE, R KL
OS5 EDERITRD b2 hoTe, REWEHRBLURIUIEER S BAREERY 25
o) ZBUEERETRT,

@ WAL MAHRER (CA209205 FER)

HEFLIT 238/243 1 (97.9%) 2O Hiv, AFIE OREBEGHREE T RWEAE
HHT 185243 B3] (76.1%) IZFRD BT, FELEMN 5% LORIERIZTERD LB T
Ho7,

F2 RBEN 5% EDOBIWEA (CA209205 38)  (All Treated Subjects)

RERIR A B (%)

BAGH 243 fl

(MedDRA/J ver.18.1) 4> Grade  Grade 3-4  Grade 5

RIVEA 185(76.1)  48(19.8) 0
MR LY 3R EE

Uit BRI E 13 (5.3) 6 (2.5) 0
oy WAk

FOPR IR REA T 14 (5.8) 0 0
B IGhEE

20 14 (5.8) 2 (0.8) 0

T 34 (14.0) 2(0.8) 0

G 24 (9.9) 0 0

/AR 19 (7.8) 1(0.4) 0
—f% - EHEER L OGO REE

9 57 50 (20.6) 2(0.8) 0

FEEL 21 (8.6) 0 0
BE, PHERB X OWESIHE

HENIZAE D RO 33 (13.6) 1(0.4) 0
PR AR AR

ALT 50 13 (5.3) 7(2.9) 0

AST H4n 14 (5.8) 5(2.1) 0

U x—EHN 14 (5.8) 9 (3.7) 0
B R B L UG A Rk E

RE A 19 (7.8) 0 0
AR IR

SR 14 (5.8) 0 0
R X OV T ARk

% O FEIE 21 (8.6) 0 0

W5 28 (11.5) 2(0.8) 0

ks, FIEMERIRE 15 61 (6.2%) | BUBUHRBMRLE/ X A 3F—19 il (7.8%) . KI5
% HEDOTH 66 (25%) . ATHERERETE 22 61 (9.1%) . A& 561 (21%) . HRARIR



REREREE 28 B (11.5%) . Fh#RkED 40 5] (16.5%) . BHEREREE 4 6] (1.6%) . Kz -
BEEZ 1451 (0.4%) . FEEDZERESE 3 #1 (1.2%) . FlRimieZERAE 161 (0.4%) |
infusion reaction 38 51 (15.6%) . 7% 2 5l (0.8%) M NSE S 2 5] (0.8%) 7538

bivic, Fio, EIEMEE, LR, Bk, 1 RBERE, SefEtE i Mis SR B |
BB 55 K OV F AR RERE 13380 S e o T2, AREWERARBLRDLI B E SRS (K
AR E 2 5T) 2B 0ENERE =T,

@ EWNE [ fHRE (NCCH1606 #5k)

HEFEGIL 2526 B (96.2%) IZBO HIL, AH L ODREBMENEE TERWEESR
503 23/26 1] (88.5%) (2738 Tz, FHLHED 5%LL EORWERIL TRD LB TH-
Too 728, 261D 5 B WHIAGAR T U DOoRBERE S 1, /N E AR AR
25 TH T,

#£ 3 FEBIEHN 5%LL EOBIVEA (NCCH1606 BER)  (ZMMATXIREM)

BRI HH B (%)

FEAGE 26 13l

(MedDRA/J ver.22.1) 4 Grade Grade 3-4*

RIVEA 23(88.5) 10 (38.5)
R AR AR AT

U o SEREG D 14 (53.8)  6(23.1)

AST B4 6(23.1) 1(3.8)

I I ERE e 8 (30.8) 1(3.8)

s IR FBa A 8 (30.8) 0

U HRER B 6(23.1) 2(7.7)

A e Y L e 8 2(7.7) 1(3.8)

Y= NE IV NT U RT =T — BN 2(7.7) 1(3.8)

ALT H0 3(11.5) 0

M7 L7 = BN 2(7.7) 0
— % - EFEER X OGO

FEEN 5(19.2) 1(3.8)
KRG ¥ KOV TRk b

ISR SN2 2 6(23.1) 2(7.7)

% 9O PEIE 3(11.5) 0
Mg LY R REE

2 if 12(46.2)  4(15.4)
Rt L Ok EE

K7 V7 2 IfE 5(19.2) 1(3.8)

i S BIES 2(7.7) 0
B IBhEE

il2n) 2(7.7) 0
Bk L ORI R

HHEIR 3 (11.5) 0
ERNE N IS SR ]

DAL 2(7.7) 0
B R d6 K UG A FL R

ik 2(7.7) 0
AR IR

Ep 2(7.7) 0
G



LYl B (%)

FEAGE 26 15l
(MedDRA/J ver.22.1) 4 Grade Grade 3-4°
PR IR FR RE T L e 2(7.7) 0
FOIR IR REAR T 2(7.7) 0
* . KBTI Grade 5 DA HH4UT Grade 4 & L THEBIHGE (CRF) (250
SRSz,

Ik, NTHERERRTE 7 61 (26.9%) . Mitha® 4 B (15.4%) . MSUTHEARIE/ < A4/ F—
361 (11.5%) . FRBREERERRE S 3 61 (11.5%) . HEE O RJERDE 2 6 (7.7%) Kk OVE e
2 6] (7.7%) PR oz, £7-. 1 BUBEJRIHE, infusion reaction, 5 & 9 K, T
A RERE R Tk, BIE 25, A, MIEMEMRE., ik, %, k& BIE R,
MEALPERRAE 28 RS, BEE B E, BEE R MEREE . (O, OlEREE . ki
FRIERRIE, RIBK - /NIBS - EEDO TR, K - filEK, BIBBERERETE . JRIFEkp:, &
LI OERITFR D A2 D~ 1o o ARRIVERFEBURDLI LB 5 (REIR R A R H 25 1)
T E R R T T,



[k - ]

AR OREMIEDBIEET NV EZFIH L2 I 2 b—a AZE D K3 mgke (K
H) 303240 mg Zz 2 AFFIE TG LIZEROARA O Mg HiENRE Sz, € ORs
R AAI 240 mg 2 x5 LIZBROBRER R, AH] 3 mgkg & 505 LIZERORE R & ik
LTmEZrT & PRSNZbOD, AANEBEICEWTEAENI R SN TS
% - & (10mg/kg % 2 WG TR G) TARIZ&KRG LIZBROREE & & ik L CRE
ZRTETHShE (FR) AT BEOREEICIS T 27 — 212 H5E | A4 3 mgkg

(RHE) X% 240 mg % 2 WEIFIIE THR G L 7ZBROARE| OIREE T & A 30 3L &
DEE AT DRI LUS T T VR S L, UEBIEIC OV TRRES DM T DAL RER,
EREOME - HEOH THRME R O MR AZR TRV E THIS U,

R3 AAOEYBENT A —F

s - R Crmax Chrind14 Cavedl4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)
3 meke Q2W (352 .760-8) (10-;?54-5) (17-21‘,"333.9) (75.}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mgkg Q2W (14;,9;19) (51.621 '739.2) (79.9(?,'21;14) (33?,9232) (18421,1 ;13) (23$,7§3g86)

AR (5%4%,95%40) . Q2W = 2B MIIFE, Conax : HIIEIHE 522 D di i L5 HREE . Crninara : HI[EIFE 52 14
HH ﬁ:%gjé%{ﬁm{%ﬁﬁ{%&f\ Cavgdl4 : %ﬂ@*&’%‘?ﬁl“' HH iT@qug[ﬁl{%iEP/%fg\ Cmax,ss : Hﬂ;ﬁ‘»{jﬁﬁ;ﬂ:iﬁ
U’éﬁgi‘%ml\]%iqj/%};f\ Cmin,ss : Eﬁ%ﬁﬁéi%ﬁé%ﬁm(%qﬂﬁﬁ\ Cavg,ss . ﬁﬁ%ﬁéczﬁff%ii@m{%l:'j
T

Fo AR ORENEYFEET LV EZFIH LIz I 2 b— 3 2L 0 AFH| 480 mg
Z 4 BRI TR XUTBEARE O L - &% TG L 72BROAA O M35 R A3
INic, EORER., KAl 480 mg 2 4 HEFHE TG LIZBEOEEIREBIZI T 58 m
EHPIRE (LT, [Cagss) &V 9, ) 1E, A 240 mg % 2 38 HIHIFRE TG L72BED Cavgss
EHUT D E TSN (THR) o Fo. 441480 mg # 4 @M TG L7ZEROE
FIRRBICB T D MG HIRE (BLTF., [Craxs) &9, ) 1&. AHl240mg % 2 #HH
[FlR TG LTZBRD Craxss & W L THEIfEZ R T & PHlSL b 0D, HANEBEEICE
WTARMENHER SN TWD i - H&E (10mglkg % 2 BRI TG TAA 25
L7ZBRD Craxss & BB L TIRE A T & TRIS L2 (TR) o 2T, HEOEREICE
FHT—HIZHASD X AAI3mgkg (KE) F721% 240mg % 2 BHRIRRE. & L < TIAH
480 mg % 4 FMIRINE TR G L7 BEOAF| OBgTE & & A0 T et & OB &2 R
THBREBONTE T VPR SN, YEBEEICOWTHRE M Thh iR, Bito Ak -
M EO M THINER LBV 2R IT v & PRl Sz,



R4 EFOEYERLNT A —F

v - e Crnax Chmind28 Cavgd2s Cimax.ss Crin.ss Cavess
(pg/mL) (ng/mL) (png/mL) (pg/mL) (ug/mL) (pg/mL)

S meke Q2W (352 '760-8) <16-257f0-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,'?27)

240 me Q2W (51-712’203) <23-33?‘539-0) <30;?'g0.9> (105354) (41?57,'%1358) (62.11(,)9187)

50 mg QAW (103307) (15.25?27.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)

10 mg/kg Q2W (142,9322) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 gos) (232,7277)

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

2AMFERE. QAW : ARG, Cumax 1 HIEIF 514 0 fi 5 MLIE IR EE
Crminazs : R 5-1%28 A HIZ 31T 2 SR PR, Caveazs : IR 51428 A H & T O FH i ik EE |
Crnaxss © EFARAEIZIS T 2 B MG THEE . Coninss  EWIRRBIZ I D S ARILIE PIE, Cavess : EHIRAE
(30T 2 SR R

10



4. HERRIZOWT

AR E UTHEABRERHE (B20FHE) AT TWD Z &b, Y%Az
UICEMETX DM CHIMENR S D, D LT, RFIOEG 03w 70 B35 &2 2 W - K
E L. AFIORGIZ X \EEREIERN ZBH LRI IST 5 2 LB/, LIF
DO~@DFT T & /= e iR W TR T 5 Th %,

O MEFRITHOWT

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

(1) JEAEFBRENEET 503 A BHEEEILS RS ERE RS AR EE L SRR
HiEk A3 A RSB RUR e, BB S ARSI /NS AUBLRRE, NI AS AL
e £)

(2) FEEREHEFPL

(3) HBENFIRAEDIEE T 2 DA BIEIEEFE (S ABEEEEIE EHbT. 23 A BRI
Ik, YA IR HE R &)

(4) AAKRALFRIEE 23R E U, SNRIEB LA RIE2 R | USRI LA iR
2 DNk IEAEITSR D Jia H AT > T B ek

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

O-2 AR T F U N RO FPRIE K ORI S B OO SIS 43 7o sk & %
Rz FoEM (FROWTNNIIEE T HEM) 25, SR OARFNCEE T 2D
HfEAE L LTRESATHD Z L,

*

o [ERIGFFHUSHR 2 FFOPNHEZE T L7212 5 FFELL ED D ARIE O EFIRIHE %
fToTWBZ &, 96, 24U T, BAERYERELS T & LZBRRESEZONHE %
{THoT WA &,

o [EHIGIFEUSE 2 EOYHHEZE T L21%I1C 4 L EOBFERBREZA L T 5D
k. 96, 3MEDL R, AR O 23 A S IEE & A el R S O HE
BIToTNWAH I L,

o [ERIRFFISER 2 FOPMNHEZE T L7cRIC 5 2L Eo/NR IR & OVNER A
Ea e/ NERERRRE AT 5 Z &,

© BENDERELFREEDOEH|IZONT

IR B IE S 2 BMEE L E S, BRSO OB D . A2 - 2
IR OB P ONERSE IR 5 iRt A FFRNELE LB E OWE
. FERESNITAT DN DIEHINE > TN D Z &,

11




® BHER~DORIZONWT
@-1 HagkkmICEE§ 2 B

B MERR B O EE R BIVERA N RAE LZBRIC, 24 BRRIR2IRIEHIO T, ik X
IR AR 23 T B L2 BIPERNICIS U CABRE B KON CT ZOFIVER ORI 4
FAREOR RN Y A IS I, BEHICRHG AR AR 23> TN D Z &y

Q-2 BERUEFHEIC L 2FEFEELMGICET2EH

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

@-3 BIFERDZUTLRINICE LT

BIVER (FRVE MR BTN 2 | EAEMEEDAE, DR, Mk, B RARE . RIBXK.
INBS, BEO TR, 1 BBERE, BUEATIR. T2, IS TR, mifbrEiase
K. HURMRBEREREE . MRS, MhRREE. BEE. RIBESE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, EEFE7RIMIKRET, MEKE RIEMEE, K5k,
BEdk . M DERS, IR ENE, DlEbEE (OEHIE) - IR - O MEEIAMGES) |
AREFERES . IS HIN, EEALE) (T LT, Yakhiax B ERERBE O FMMEEZ G 5
Efl EEE L (BIERORBKOXISICE L THRER O EEZITON &M H D =
E) L EBITEY) R AE N TE HEHINE S TND Z &,

12



5. ‘EXRLRHBE
[Hxhiiz B4 % 31E]
O TROBFIZBWTAFOENEN RSN TND,

o AFEMBABHE L T LY U~ ZITHGUE USRS 0O P38 38
BYEOE AR F U VBN BE

o 2V VAU LEOIREREEZA L, MooREE MR X D RREO 20
(H Z8& M A A O VBRI IXFF2) . B TR TE D i A o )
A RVNIGY::E<

@ TREIZEZNY T 2 AT 2 AR O PG K O AT DWW T AR OAZED

MESLSNTELY, AADOHREHR LRG0,
o ALTFERIERIGROBA
o MOTUEMESA L O L TR Sh o B

[ 4z B9 ]
O FRICHEYT 3 BFIHOVTIEAR OB EAREREL SATVD T &b, 52T

bz &,
o AHNDORITI R UIBBUEDORBEERE D & 5 BF

TRIERTOFHIIZ W T FRRICE S T 2 B 12OV T, AAlOREIFHERE Sy

B, MOTEPEERIFUE DS NG EITRY | HRICAHZENT 52 L 2BETE 5,

o MEMMEEOAI IO H 5 BE

o MR AR A CRHVE R 2 58 6 D A K ONEENME OO H BRI g 2 <o G it ¢
FEDONNZRIEMEZRAL N DD B

o HORERBOED, XUHIEMAZRE L < IXFERMEO B R B OB TR D
oraysecy

o EERBMEE (&R A 5 T) Ob 5 ERE

o MO IIBEE A AT DR

*  ECOG Performance Status 3-4 "V 0B

(ED ECOG & Performance Status (PS)

Score EFe
0 | &<MERIEHTE 5, B CHEAEESIHIRZ <725,
: AARIICEL LUEENIHIR SN DS, SITATRE T, BIEECIE > TOEEIIITO 2 LN TE D,
B NFE, EEEE
2 BTRIEECHSDOH DRI O Z L 13T N THEEEDERIZTE W, HHD 50%LL BiZ~<y FACiE I,
3 RONTZHSOEDEY OZ L LnTE7R0, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD OZ Li3ael TERY, BEIy KRBT TiIld,

13




6. HEICERL THETNEFH

O B SCEFITIN A ROEIRGEER TR D ERME 1T D & AH D Fre M OV 1E Al
O DIZLE R ERE B L ThBERT 52 &,

@ JREBIRAITIEN D BE NI ZE OFIRICE DR OEREE a3 L, FEE2 5
ThokbETHZ &,

@ FEREWEHDO~<XT AL MZDOWT

WEMEEEN D LN D ZENH DD T, AFOBEIZH 1= > Tid, BRE
W (REWL ARIEE, ik, FEEVE) OREFE M O X Sl d o i, Btz -+
[ZAT5 2 &, Flo. BEISCTRE CT, M~ —7—% o0& % FEid 5
Z&,

AFNOFE 1L EE D infusion reaction (2 2 CEEARHI T4k D T 5 U
i ZAT -7 L CRRMET 5 2 & £ 72,2 Bl B LR O A 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIEEGH K OARA G T #IT A Z A
CERRET 5%, BEORBEL SIS 52 L, 703, infusion reaction &
FHLLUICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE - 08l
T5HZ &,

FRIBRREIRE . T ERAERERET R ORIBREERH 5O b 2 & 03H 5D T,
AFN D ¥ 5B hERT M O G- B I3 E IR N IsisrE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY BEORERISIZERT 5 &3 2 bildikx IR BOw e
DHLLNDZENHD, BENPRDOONTHGEITIEL, BERLEFRITL U
B 72 05k & BRBR 2 Ff- D[RRl & i U Cal bl 2 B nRs W 217V 18 D5
FOSIT X 2 BWER 2 o 2355 1i%, AFNORIE T I, K ORIE RE A
NEROBRGELBET D L, B, BIERERLVE L OEEIZEVEIE
A OYBEERFRD IR WIGEIZIE, BB B AV LISt o Sz il Fl o8
bEETDZ L

AT %, BOEB S5 ARRE L T LEWERDBET 52 Enb 5729,
AR OEEHETHRIZHRWEMORBBUCH2ITHEET D 2 &,

1 BUBEPRIS  (BIE 1 BUBEIRS 2 & de) Db bbiv, HERFES 7V F—T &
IZEDZENHLOT, Hig, ol NRH-FOER ORI MBEE O LA 12+
DERETAHZ &, 1 BBERFN DN ICiEREEZ Ik L, AR 8l
AIOBGFEDOTY LB LT O Z L,

BIERF I, FFAE, IFERERES . TR, B{LMERE RPN b D Z EndH D
DT, EHHIITHEREREZITV., BEOREL+2I2BET 22 &,

@ KA OEEARRERICINT, BEHANG 6 7 HUNIT 8 B T L1z, T LRI,
B G-BMGDO TER £ TIX128M 2 S IO 21T > TWe Z L 2B BT,
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HEERHEEST A RFA v
=R~ 7 (Bl Fr#Z)

(BR5E4 : A7V — A REFHE 20 mg, 7V —RRHFEE 100 mg, A7 P—
RRMEERE 120 mg, A7V — R K EE 240 mg)

ERk2 99 A (FFn 445 AHKET)
BT B



SN

1. IZU I P2
2. AANOFE. (FREF P3
3. ERIRRE P4
4, FERIZOWNT P18
5. &EGXREMDEE P20
6. WHIZEEL THETNEHH P22



1. IILBIC

RIS OF M « ZRMEDOMEROTZ DI, U SCEFIZE S W2l E AR D
BND, S5, IHEOREREMOMEAIC L0 | FURESR S 72 & OFH0 72 5 B E R
FREZRBDBARIND T T, 2 b OERMNZ EIZHNERBFIRMLT 5 2 L BBEO
FRRE L 2o TR Y RFEMBOEE & O AT EE 2016 O 28 4= 6 A 2 H M#EIE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnb,

BORVE RS ERR T, KEERASCL ST 0 7 7 A VSBEE D ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEICBET A IERSH0ERET 5 £ TORM,
MHEIMOBEZMLZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L7 BRIC B 2tz & D 2 & AN AHE /e — T O B i 7= 3 R SR BE i
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBBEESLZNE TILELN TV D EFIFR -
BHE RN S-S & | LT O ER GO il 72 5 2 HEE T 2 8L b B e gk &%
HROEEFEHE =T,

I, ARTA BT A A%, MSIATBOE N EIE G RS SR, A EEANBAR
BRI s . —MAERTE N B ARERIR NRHE S R OVt FE N B AR B B2 00
b EER LT,

RGe L I BEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4
— R EIEEE 120 mg, A7 Y — RS EE 240 mg (— %4 - =
P~ 7 (Bl FH#z))

REERDPEIR - BB OISR AR AT - FEHE O FHE

WG ERDRERORE  @E . lAICIZ=R L~ (BT %) & LT, 11 240mg
Z 2 ERIRINE S 1[0 480 mg % 4 3 R RIE CATEEET 5,
i OHFEEMEIES A & O 2 581%, B A=A Lr~7
GBfz /M z) L LT, 1 8] 240 mg % 2 WML 1 (5]
360 mg # 3 i MR CRIEEET 2,

B I 5B 3O /NP T ERRUAAE




2. AHN DR, VERBFF

A7 — R R ERHE 20 mg, [FATEERE 100 mg, [FLATEEE 120 mg K OVNE SR ERE
240 mg (—fi%4 - =FA~7 GEE X)), LT, TARAL Evd,) 1, NEFPSES
TEMASLEAZ Ly 7 24 BTV AR =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 1%, &M L L2 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T2 2
1) BT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U 4 K (PD-LI1
KMONPD-L2) EfEa L. U RERIZIEIMES 7 F 2 fmizE LT o REROTEHEIBIREZ
BIZFRET L CTWb, PD-1 U W RiFHURE MBS B b Ok & 22 Gk 5B
LTk, BMERAMEBE) LU LB TS PD-L1 DOFEEBL L IEDELF
HH & OMICADOHBEBFR & 5 Z & HE I TWs (Cancer 2010; 116: 1757-66)
F o EMER AR IR T MlaS AT 24 X — T 2 v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L EEMAHRIZI T 5 PD-L1 ORI LD
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 @5 H S E -3 AMlaiE, PUFRFER CDS Btk T Hifa ool fufs
TEMEZ 59 S8 545, H1 PD-L1 /KT PD-1 & PD-L1 & OfE&EET 5 &2 OHIN
GEEIGEREIE T 5 Z EDRENTND, DI L5 PD-1/PD-1 U 72 RERERIL, 23
AR FURRF A7 T MM O OBEEE A BT 5HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFESHEIE) ITREE L.
PD-1 & PD-1 U AV REDFEGEET L2 LICL Y, BASUFRRFRZ T Mlaols
PEAL K O AR IR k9 2 MRS TG M 2 58 5~ 5 2 & TRk e PLidgsh R &4 o~ 9
ZENER I TN D,

IS OEN S | AFNTEMEIER ) 2 B 2R EIC R0 55 b0 & MIfF S,
BB 2R & LT BRRER 2 R U, Az, et R CRAEER MR ST,

AFIOVEFRFIC 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 L2 HUTIE U B 2 ik & B8 & FF o R Af & L Col
IR RIB M 21T\, B OSRERIGIC X DRIER A SN 5 581213, RIS RE AL
LRI OB EEDHYRLEZIT O LERDH D,



3. BEREE
1B BIBRANBE 72 BT « P38 D H 9 O ARG 217 - 72 72 BRI RER O a2 7~ 37,

[H2hE]

OEFEHL[F ZH MAHFER (ONO-4538-1255k)

22O LL DAL FHRIEIE 2 A5 D AR AEE R S AN AT AT O TR IR R RE 72 1A T - 8
O HFE T RIE T A E (EEOFLARIEEEAH LY EF5emlNISNLE T 5 IR
5 BEA9301 (A ARNEE2260 % 5 de, AFIFEI0N], 77 B AREEL63M]) 25T,
7T R ERIRE U CARKIZ molkgZ 208 ] [ @ CREENE Lz & 2 0F MR DL 4
PEZ MR LT, FEFHMEEE Th o 2AEFHIM (LLF, T0S) Evvo, ) (R efi [95%
fEEIX] ) 1%, AFIFET5.26 [4.60~6.37] B H, 77 AR T414 [3.42~4.86] » A
ThO ., KENLT 7 BRI L FRIICHBERIER 2R Lz (O — RE0.63 [95%
{EHEX M : 0.51~0.78] . p<0.0001 [J&%Hlog-rank &1 )

10{ =& — AEIH
094 o

0.8
0.7
0.6

0.5

R

0.4 1

0.3

0.2 -

0.1 5

0.0

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

at risk %k SEFHMB)
. AEIEF 330 275 192 141 94 56 38 19 10 5 3 0
TS5t RE 163 121 82 53 32 16 10 4 3 3 1 0

[X 1 0S @ Kaplan-Meier Bt (ONO-4538-12 35R)

@ E B[R MFEFER  (ONO-4538-44/CA209649 F5R)

BB D720 e b BRI - 5428 (LLUF, THER2) &9 ,) BEMEOIRE
UIBRARE 72 HEAT - TR O B XX RE B EAHE (BEOHOAREREEH LY BT
S5cmLNICALE T 2 i) A 1,58141 (A ARNBE10961 % G e, A+ b FRE2 R

4



78981, ALTEIRIEAET261) ARG, AbFIEIEE IR E LT, RAIHEFFRIEDO AR
PR OV R Z G LTz, EEFHiSE H T & % combined positive score™ (DL, [CPS|
VD, ) =S5EMIZIT L mAEALFIIM (LUT, TPFS) & 9,) MOCPS=54EHIC
BT H0OSITONT, AHHLFREILFRIEICR LG FRICAEERIER 2R LT
(1, K2) , 6T, FANTHE SVTBEFIE L OF BEAREOEY TIZHE > THRIE
PITONTRER, BIWRGHMIIAE & SN 7=CPS= 1M K ITTEMIZ BT 508125V
b AAHEFREI T EFIRIEITS LG FIICA ERIER 2R LTc (1, 3) .
*1:HER2 H|ERHEXITARME D BFH | L OEIBIZIEEO LR S D IE O EBF bHEANLRES L,
*2: LT O(LFHE (RIS EMINER) 25 L (O %9 7 FF > 18 130 mgim? (k%
g & 3 WM CAREEIEL, A4 B2 1000 mg/m? (REmAE) 2 1 H 2[E, 2 #ERR
A%E%12 BRI, UI@AFY Y 75 F 2 1A 85mg/m? (EFEE) . mYF— Ly
7 A 1 [[] 400 mg/m? (fREMEAE) MOV 7 L4177 F 2o 16 400 mgim? ((RETAE) 4 2 3 R i b
THRFEEL., 741U Z 0 2400 mg/im? (RREFE) % 2 BT TEBIRNEHER G-%12 12
ARIARSE] , ARF-HLEFRERECIE, ARF (O1 1] 360 mg % 3 3 G X 1X@1 [7] 240 mg % 2
FIRIRRE CRiERE) 22 2h EiROXT@ bk L A Lz,
*3 : JEEHHAR I D PD-L1 A8 Lol (EGMa, ~ 27 v 77— RO U 3Ek) &g
FfaEChR L. 100 % 3 U 7= fi,

# 1 B3R (ONO-4538-44/CA209649 3RBR)

R fE
B TRIERE Bl [95%(5 #E X[ ] INP— R
(FH)
AH+ 7.69
AR 473 N 0.68
PFS™ CPS=5 {er st [7'036 059'17] [98%/1Z #HIX [ :
{LZERRIERE 482 [5.55~6.90] 0.56~0.81]
AH+ 14.39
AR 473 g 0.71
cpszs  [LFIRILHE “3'1111 11)623] [08 4% S AEIX ]
{LZEBRIERE 482 [10.02~12.09] 0.59~0.86]
A+ 13.96
RN 641 > 0.77
052 CcPS=1 (e [12'5151 3;4'98] [99.3%f=HEIX ] :
[EFHIERE 655 10.64~1225] 0.64~0.92]
AH+ 13.83
AR 789 N 0.80
ITT {erP st [12.55~14.55] [99.3%(EHE X ]
(LEReERE 792 11.56 0.68~0.94]

[10.87~12.48]

*1 o EEMTREO T — X |

*2 : HERATRE DT — % | *3 ¢ R Cox LBl — RET L



1.0

0.91

0.8 1

0.7 1

0.6 1

AF L HRIERE
0.51 B,

0.41
0.31

0.21

Probability of Progression Free Survival

)= gy = ]
- Ve D) S =R = =

0.11

0.01
| e A e A PP | | T T T | | T

0 3 6 9 12 15 18 21 24 27 30 33 36

At risk %% VR T 26 MR (H)
KFI+{LSegeiere 473 384 258 181 132 89 60 39 23 10 8 1 0
fbiEme 482 325 200 109 72 41 25 18 12 7 4 0 0

[X| 2 PFS @ Kaplan-Meier Bif#f (ONO-4538-44/CA209649 3RER) (CPS=5 &)

1.04
0.9
0.81
0.7 1
0.61
e L ERRIERE

0.4

0.31

Probability of Overall Survival

0.11

0.04
T T | 1 | T T [P i o e o B |
0 3 6 9 12 15 18 21 24 27 30 33 36 39
At risk % MEMEAEI T 22 H OWIR (H)
KEI+Heggare 789 731 621 506 420 308 226 147 100 49 34 14 2 0
b ERE 792 697 586 469 359 239 160 94 59 35 15 7 2 0

X 3 OS ™ Kaplan-Meier Hi#f (ONO-4538-44/CA209649 3XB%) (ITT £H)
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(PD-L1 FEBLR DA D A 1)

[E B[R 55 M AHFRER  (ONO-4538-44/CA209649 iRER) ICHLA AN SN IZBEDT — 4
(S % | PD-L1 OFEFLRIBINIENT 24T - 1= A0 (RRI R fT 2 ate) M OVZ4AE
PEOFRERITLUTOEEBY ThoTz,

AN HALFRIEDOF ML, CPS 28 5 K (CPS<1 K TN 1=CPS<5) DHEHLEMT
X, AL L IRERETh o7 (2, K 4),

728, PD-L1 OFBRHUIZ L 6T KAlOZEMET v 7 7 A VITFRETH -T2,

7z 2 PD-L1 OREBURHBNDOF R (ONO-4538-44/CA209649 3RER)

A N .
PD-L1 . . " : NP — RS RHAEH
#5 R P LSRRI stk o p i
A+ 140 8.67
cPS<1 (b iERE [6.93,9.69] 0.93
(LEEgE e 195 8.11 [0.69~1.26]
- [6.87,9.82]
ﬁ; ;%1‘ 168 6.5, 8,381
“ (b IEH 6.83,8.38 0.93
PFS* 1=CPS<5 o 015 [0.73~120] 0.0257
fLPRiss: 173 [7.03, 9.07]
A+ 473 7.69
CPS=5 L PRRIERE [7.03,9.17] 0.69
B (bEemeRe 482 6.05 [0.59~0.80]
a [5.55,6.90]
A+ 140 13.08
cPS<1 (bR [9.82, 16.66] 0.92
12.48 [0.70~1.23]

fL2peiElE 125 [10.12, 13.83]

ARFHI+ 168 12.29
TR EpRIERE [9.63, 14.26] 0.97
*2 <
oS 1=CPS<5 11.99 [0.76~1.24] 0.0345

fLesmisme 173 [10.87, 13.90]

AHl+ 473 14.39
e =305 5 [13.11, 16.23] 0.70

e 11.10 [0.60~0.81]
(L IRIERE 482 (10.02, 12.09]

*1 o EERTRR O T — 2 %2 hiEdTRR O T — 2 *3 1 JEREHI Cox KN — RET IV

CPS=5




09

08 0S

i,

. %

e S, o
. ARF LR

o
=

e

Probatabty of Overall Survival
{=]
wm

a
2

CPS<1

/%“:7"
e e 1'1“"’—*

0.z
0.1
OloI T T T Ll T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
At risk £ SEVEZEIS T 206 OWIM (H)

ARIE/ICHE 140 129 112 89 72 51 40 29 20 9 6 3
ICT¥ 125110 92 77 61 41 27 15 13 9 4 3

1
2

0
0

1.0 x.‘l\%\

1=CPS<5

0
! 0s
a7
I
!ﬂ.ﬁ )
For ”’&& AL
§ o3 -
qu st /
o1 RN, . it omiet
(b IERE
oot 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
At risk %« LB T DO (A)

AFE/IC #E 168 157 125 99 83 56 34 22 15 7 6 2
ICHE 173 154 133 112 81 56 33 21 11 6 2 1

0
0

0
0

1.0

i CPS=5
0.8 OS
or
1]

AR+ AL ERRIERE

Probabdity of Cverall Suraval
o o
L [}

s .
03 B, N
™ nn
0.2 i S e
o (bR it W
0o
T 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
At risk %z MEAEZBEIS T D OWIR (H)
AKHE/IC B 473 438 377 313 261 198 149 96 65 33 22 9 1 0
ICHf 482 421 350 271 211 138 98 56 34 19 8 2 0 O

Frobability of Progression Free Survival

Frabability of Progressicn Frae Sureival

Frabahility of Progression Free Sureival

1.0
e M"’;l CPs<1
&,

0.8 L PFS
oy ﬁ
08 :"’!E_
05 x':\L
0.4 \_K
03 h
0.z
o 2375 Pt
I:l.ljl T T T T T T T T T T T T

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

HEAEABIN T D OWIR (A)

140 110 72 49 29 22 11 5 4 2 1 0 0

125 82 53 32 20 11 6 6 5 4 2 1 0
1.0 &

<
=l
0.8 }b\'{, PFS
4

o
q

=
m

a
in

B
-

B
[

o
b

0.1 Pl e gy /--- “
e e :
S . e
0 3 6 9 12 15 18 21 24 27 30 33 36
EERBIS T o 0WR ()
168 138 93 53 35 24 11 7 4 3 2 0 O
173 127 91 58 27 12 6 3 1 1 0 0 O
104
>
oo CPS=5
i PFS
07
0
o5 ooy \ N
ARF bR
04
03
0z
T o ey
o AR o en
ea T T T T T T T T T T T T T
0O 3 6 9 12 15 18 21 24 27 30 33 36

AR BT 2 b OHIR (H)
473 384 258 181 132 89 60 39 23 10 8 1 0
482 325 200 109 72 41 25 18 12 7 4 0 0

X 4 PD-L1 DFEBIRHEID OS K PFS @ Kaplan-Meier Hif (ONO-4538-
44/CA209649 3R 5%)

(0S (&%) : kX cPS<1, HH[X 1=CPS<5, T CPS=5)
(PFS (F%1) : EX CPS<1, HHRX 1=CPS<5, FX CPS=5)



QEBEILFEZ /MAHER (ONO-4538-37 #lR)

{LFFRERE D 720y HER2 2R OV EIRABE 21T - FRR O B ST Bl H 65
& (EBOFRLAREEEAMEIY BT 5 om DINICAE T D) B 724 61 (AR
NI 395 il 2 G te, AFIHLFHRE2RE362 6, 77 2R HLFRRIE2 R 362 6]) %
KRN, 7T B AR HEFEIE A IR E LT ARF AL FRE O F WE & O M 2 fist
L7z, FEFHEHEE O—>ToH 5 PFS (P RAE [95%EHIXHD) 13, AH+ b misrt
T 1045 [8.44~14.75] B H . 77 BRHLFIRIERET 8.34 [6.97~9.40] WA THY
AFNHALFIFIRNL T T B AR HEFERIE S UG R B REE 2 /R LT (NP — R
Lt 0.68 [98.51% 5 #EX ] : 0.51~0.90], p=0.0007 [J&%H! log-rank FRE]),

Fo. b I OOFEFHMEE TH D OS (FIAE [95%EHXM]) 1%, AH +1{b
FRIERET 17.45 [15.67~20.83] B H. 77 &R HLFRRIERET 17.15 [15.18~19.65] 7
HATodY | BAIHEFFEL T T R HEFEEITS LG FRICA BERIER &R S 72
Motz (ONF— FH 090 [95%EHEXM : 0.75~1.08], p=0.257 [J&H! log-rank #7E]),

*1 : HER2 HE R RESUTARME D BE TG4 & LT,

*2 1 AF| (1[5 360mg 4 3 MM CATRE) U7 T B RE . LR/ (RS Eifi
R AOPA L7 [A%9 U 75 F 0 10 130 mo/m? (REFERD % 3 78 H R A #E L
FHT = XRXAT LN AT T NH Y T LEEH 40 mg/m? (RRER) T~ % £ 1000
mg/m? (KRS 2 1 H 2, 2 BRI 5% LRBEE |

10 Presg
B —A EH, A H P TSFURY
= S-1RIFHRIUAE G RE
S-SR [ FFHIVTSFUORY
0F SHRIFHRLEE B AR
g 06 -
% o B, ¢
4 05 ) ' -
z emay A
® 04 %
0.3 '----%
02 /2
i €
0.0 : : :
0 3 6 9 12 15 18
at risk# mISELFHRMA)
PSR R A T 274 168 %4 46 13 0
R s 46D 259 160 80 30 5 0

X 5 PFS @ Kaplan-Meier Eift (ONO-4538-37 35k)
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1.0 4
09
—A— EHL AR HYTSFURY
08 S-IRIFHhRIEE G
07 G- I5uR (AXYUTSFUORY
S-IRIFANBE B
4 06
04 A
03
0.2
0.1
0.0 T T T T
0 3 6 9 12 15 18 21 24 27 30 33
EFHARA)
at risk 3
IMASIIIITLBU 360 346 318 269 232 193 169 150 102 58 23 2
TR ATIIIITBY 362 342 301 259 219 192 167 141 97 48 16 5

X 6 OS ® Kaplan-Meier it (ONO-4538-37 3A5R)
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[Ze 2]

OENFEIMAERE (ONO-4538-12 75k)

B EHGIIAKIRE 300/330 5] (90.9%) . 7T & AREE 135/161 5 (83.9%) (ZFD H AL,
TREREE & DR RBMR DG E T & RWVE FEFRIIAAIRE 141/330 il (42.7%) . 7T &R
#F 43/161 B (26.7%) IZRE® BTz, W ORETHILRD 5%LL EORIERIE %
DEBYTHoT,

F3 WTNOOBETRIEEN 5% EDOEWER (ONO-4538-12 3AER)
Bt (%)

R IPNG |

R MUE‘ 7“5@;:‘%%
330 1 161 141
(MedDRA/] ver.19.0) 4 Grade  Grade 3-4 Grade 5 4> Grade  Grade 3-4 Grade 5

EIEA 141 (42.7) 34 (10.3) 4 (1.2) 43 (26.7) 7 (4.3) 2 (1.2)
B lEE

T 23 (7.0) 2 (0.6) 0 3 (1.9 0 0
—i% - 2HEER LRGN ORE

9% 5 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
R ¥ KOV TRk R

& ) FEE 30 (9.1) 0 0 9 (5.6) 0 0

595 19 (5.8) 0 0 5 (3.1) 0 0

2B ARHIREC B TRVE MERGR B 7 61 (2.1%)  BESUH BARIE / 2 A/ F—9 1] (2.7%) |
KIG% « EHEED THI 461 (1.2%) . 1 BLBERIA 341 (0.9%) | ITH&RERE 18 5l (5.5%) |
% 1451 (0.3%) | HURARERERETE 13 5] (3.9%) . #fkfEE 10 ] (3.0%) . BEHEnEk=
E 14 (0.3%) . THEMEERERE 1 61 (0.3%) | FRlRIMARIERAE 1 61 (0.3%) & U infusion
reaction 1 5 (0.3%) M7 HiLiz, £7o, BEIEMMEIE, OFHK. sk, Ml
PBUDVESRBES . R PRE, BEEOREREE, MK - B, BERKEK DS E D FERITR
Lo To, REWEHREBLRDUIEEFES (MIRMREERT 2 51) 5 OEFER
R,

@EFELF AR RBR  (ONO-4538-44/CA209649 7kbR)

A EFGITIARAN L FIIERE 776782 5] (99.2%) . {b7FHEIERE 752/767 5 (98.0%)
(2588 B AL, AR L FHEE & OREBERNEE TE WA FEEFRITIAA H b7k
T 738782 5] (94.4%) . fLFRIERE 679/767 1] (88.5%) ([T HvT-, WDkt
THELEN 5%LL EORWERIZTTERD LB Tholo,

11



F4 DTN ORETHRERN 5% EORITER (ON0-4538-44/CA209649 FER)

ARE ISR
FEATE
(MedDRA/J ver. 23.0)

%k (%)

KA HLAIRIERE

782451

TLIRIERE
7674

4Grade Grade 3-4 Grade 5

4>Grade Grade 3-4 Grade5

AFIE 738 (94.4) 462 (59.1) 4( 0.5) 679 (88.5) 341 (44.5) 0
B W

AT 323(41.3) 20( 2.6) 0 292(38.1) 19( 2.5) 0
T 253 (32.4) 35( 4.5) 0 206 (26.9) 24 ( 3.1) 0
A 195(24.9) 17( 2.2) 0 166 (21.6) 24 ( 3.1) 0
A 73( 9.3) 2( 03) 0 61( 8.0 0 0
MR 57( 7.3) 7( 0.9) 0 47( 61) 1( 01) 0
PR R R

KR = 22— T 221(28.3) 31( 4.0) 0 190 (24.8) 22( 2.9) 0
KRR = 2 — 1 T — 137 (175) 16 ( 2.0) 0 119 (155) 14( 1.8) 0
SRR 59( 7.5) 2( 0.3) 0 61( 8.0) 1( 0.1) 0
R N 42 ( 5.4) 0 0 38( 5.0) 0 0
GIEERA 40( 5.1) 2( 0.3) 0 17( 22) 1( 0.1) 0
R AR AR AT

A H BR S 158 (20.2) 83 (10.6) 0 118 (15.4) 67 ( 8.7) 0
1R 156 (19.9) 20( 2.6) 0 115(15.0) 19( 2.5) 0
TARGEXUBET I ) v A7 -5 122(156) 12( 1.5) 0 69 ( 9.0) 5( 0.7) 0
—-E 8

I 1 BRE R 112 (14.3) 23( 2.9) 0 77 (10.0) 13( 1.7) 0
TI=vTIMNTURT =T — B 89(114) 6( 08) 0 50( 6.5) 5( 0.7) 0
o

U /—-F 1IN 89 (11.4) 45( 5.8) 0 34( 44) 16( 21) 0
73— 71( 9.1) 21( 2.7) 0 22( 29) 2( 03) 0
MmA7vH U kRA7 72 —FH 52( 6.6) 5( 0.6) 0 34( 4.4) 2( 03) 0
AV e 8 48( 6.1) 4( 0.5) 0 32( 42) 2( 03) 0
IR E D 45( 5.8) 2( 0.3) 0 33( 43) 1( 0.1) 0
MiEER LY > RbEE

2 if 203 (26.0) 47 ( 6.0) 0 171(22.3) 21( 2.7) 0
B BRI i 191 (24.4) 118 (15.1) 0 181(23.6) 93(12.1) 0
I/ i 157 (20.1) 19( 2.4) 0 145(18.9) 13( 1.7) 0
i BRI E 63( 81) 5( 0.6) 0 55( 7.2) 11( 14) 0
—f% - EEEER X OG0 RRE

e 202 (25.8) 30 ( 3.8) 0 173 (22.6) 17( 2.2) 0
1S9 73( 93) 7( 09) 0 81(10.6) 10( 1.3) 0
FEEN 64( 82) 4( 05) 0 22( 29) 1( 0.1) 0
FEIBE D JEAiE 62( 7.9) 6( 038) 0 45( 5.9) 5( 0.7) 0
ek 42( 54) 2( 03) 0 36 (1 4.7) 0 0
FEIE R KOV TR

T - RJERIRA AR RAEERE 94 (12.0) 11( 1.4 0 81(10.6) 6( 0.3) 0
95 74( 9.5) 7( 09) 0 12( 1.6) 0
Z 9 FERE 54( 69) 1( 0.1) 8( 1.0)
Rt L OvsREREE

AR 157 (20.1) 14( 1.8) 0 139 (18.1) 13( 1.7) 0
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Bi% (%)

ke AFI (R (R
- 782131 76741

(MedDRA/J ver. 23.0)
4>Grade Grade3-4 Grade5 4:Grade Grade3-4 Grade5

A s

FOPR BRFS REA T E 70 (9.0 0 0 2( 03) 0 0
BE, PEB X OWES IHE

TEATAE S RS 66( 84) 11( 1.4) 0 30( 3.9) 5( 0.7) 0
Yoz R

I REE 48 ( 6.1) 4( 0.5) 0 10( 13) 2( 0.3) 0

725 ARH AL F AR B\ TR 466 141 (59.6%) | T HERERE S 203 141 (26.0%) |
infusion reaction 111 1 (14.2%) . FURIREERERET 96 61 (12.3%) . HHEUTHALAEIE 68 i
(8.7%) . KM%k - /MG - HEED T 52 5] (6.6%) | IEMEMIZEE 42 61 (5.4%) |
HEOKEEE 28 i (3.6%) . BHERelEE 26 1] (3.3%) . (OB 15 1 (1.9%) .
FRAR AR ZEARE 13 61 (1.7%) . 28 761 (0.9%) . FE(LHREREE 6 41 (0.8%) | Fl
FSAEREE 4 B (0.5%) . M2k 3 B (0.4%) . LB 2 B (0.3%) . 1 BUHEGRSS 1 B
(0.1%) . SEHfEHK 16 (0.1%) . FEEZE 161 (0.1%) M OVEFL 161 (0.1%) 2D 5
iz, E£io, BEEMEGE, MK - BRI, fhze, mbMEIRE %, EER KRS, Bl
FENTA . TPARA, AREFEREE . MBRERIEMRE K ONEZ; H IR S o 7o, RENE
MZBURDUIBIHEFS: (BARRAEERTE 2 5T) 2B 0EHERE =T,

Q@ E B L[E 2 /M ARRER (ONO-4538-37 7lB5k)
B EFHGIIAK| R EERE 358/359 5l (99.7%) . 7T &R LS RRIERE 357/358
(99.7%) TR HAL, AF|, 77 BRI FFE L ORRBEBENEE TERWVEE
FRITIARA + b7 RERE 351/359 1 (97.8%) . 7° 7 & A+ 1L #E 349/358 1] (97.5%)
RO BTz, WTNDORETRIRN 5% EORITERIZT FRO LBV THoT-,
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#£5 WTNOLOBETREARY 5% EDOEWER (ONO-4538-37 RAER)

PR B (%)

e e PSR 77 1R LR

(MedDRAVJ ver.22.1) 359 4 358 #

o 4> Grade  Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5

A RIVEH 351(97.8) 205(57.1) 3( 0.8) 349(97.5) 174(486) 2( 0.6)
TR E

RRYMRE = 2 — 1 8F 201(56.0) 14( 3.9) 0 189 (52.8) 8( 22) 0
R N 57(15.9) 0 0 52 (14.5) 0 0
KM= 22— T — 51(142)  3( 0.8) 0 47(13.1)  10( 2.8) 0
Sl 24( 67) 6( 1.7 0 12( 34) 2( 0.6 0
H kS

EINN 181(504) 10( 2.8) 0 180 (50.3) 12( 3.4) 0

T 125(34.8) 16( 4.5) 0 110(30.7) 14( 3.9) 0
M 11 72(20.1)  5( 14) 0 66(184) 3( 0.8) 0

A% 64(17.8)  6( 1.7) 0 46 (12.8) 4( LD 0
55K 44 (12.3) 1( 03) 0 26( 7.3) 0 0
&5 19( 5.3) 0 0 17( 47) 1( 03) 0
AR AR A

Bt Hh BRI 157 (43.7)  71(19.8) 0 134(37.4) 57(15.9) 0
s IR S 144 (40.1)  34( 9.5 0 157(43.9) 33( 92) 0

P i Bk AR 77(21.4)  10( 2.8) 0 60(168) 9( 2.5) 0

FTRANRSGEUEET I~ 54(15.0) 4( L1) 0 44(123)  2( 0.6) 0
TR T =T —BEM

TS5=vT I RTUR 41(114)  2( 0.6) 0 36(10.1)  6( 1.7) 0
7 =7 —E

[T RS I SZeJ 34( 95  6( 1.7) 0 22( 61) 2( 0.6) 0

NN 22( 6.1) 0 0 19( 5.3) 0 0
y—ZNABINETA 21( 58)  6( L7) 0 9( 25) 5( 14) 0
7 = 7 —E
Rtk KOs RE

BRI 187 (52.1)  29( 8.1) 0 196 (54.7) 23 ( 6.4) 0
—i% - BEEER X ORGSR OIRRE

yZ o 72(20.1)  5( 1.4) 0 72(20.1)  2( 0.6) 0
s 59 (16.4) 0 0 62 (17.3) 1( 03) 0
e 32( 89) 2( 0.6) 0 14( 39 1( 03) 0
4 S5 27( 75 4( LD 0 26( 73)  5( 14 0
KRG ¥ X OVE TRk p S

FE . RERFMEARE 53(148)  5( 14) 0 48(13.4)  4( LD 0
JEERE

Fei5 45(12.5)  2( 0.6) 0 14( 3.9) 0 0

Z 5 PRI 42 (11.7) 0 0 14( 3.9) 0 0
i 0 32 20( 5.6) 0 0 21( 5.9) 0 0
2B 14( 39) 3( 0.38) 0 5( 1.4) 0 0
B EE 13( 3.6) 0 0 7( 2.0) 0 0
MEFR LY o REEE

2 68(18.9) 27( 17.5) 0 66(184) 19( 5.3) 0

MR A i 23( 64) 8( 22) 0 16( 45 4( 1D 0

I R i 19( 53)  8( 22) 0 200 56)  9( 23 0
Mg, MaEnds K OMiERmrEE

Lo b 20( 56) 1( 03) 0 10( 2.8) 0 0
=g

ke 23( 6.4) 0 0 16 ( 4.5) 0 0
o WABE 55
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B (%)

LN

- AF LB IR 7T R HALRIERE

A 359 f4 358 il

(Med D_RA/J ver.22.1) 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
IR IRAERE I T E 24( 67  1( 03) 0 7( 2.0) 0 0
BE, PHERB X OWEAOHE

HEAIZPE S RS 32( 89) 5( 14) 0 16( 45 2( 0.6) 0
AR pri s

FEIE N 13( 3.6) 0 0 15( 42) 0 0
JHF HEE SR R 5

PR e L 10( 2.8 1( 03) 0 14( 39 1( 03) 0
SR R PEE

SEWOE 14( 39 3( 0.8) 0 9( 2.5) 1( 03) 0

7238  ARH AL AR I\ TR RE 282 51 (78.6%) | JHBERERE T 83 151 (23.1%) |
infusion reaction 48 5| (13.4%) . HWRARFEREREES 30 ] (8.4%) . BEUTRELARIE 24
(6.7%) . KM%k - /N2 - EEDO THI 24 6 (6.7%) . FVEMEAIZE 15 61 (4.2%) |
FEEOREREE 14 4] (3.9%) | BHRERE 96 (2.5%) | AR 6 61 (1.7%) |
FrAR AR ZEARAE 3 1 (0.8%) . 1AUBEIRYE 341 (0.8%) . ATZ 261 (0.6%) . FEEZ M
elEE 2 1 (0.6%) . AFAR4 2 5l (0.6%) . LMl 2 5] (0.6%) MOV EERBERERRE
161 (0.3%) 2Lz, Eio, BIEMEIIE, Ok, k. MK - filEK, BIE
IFoe, WEALMERRAE 2%, MERBRIEMRE, RikZ. AREFEkEs. Mg, B, BRE S
EIRRITRBO bR oo, ABIEHFEBURDUIBIESS (BIRRAMET %25 T)

EEDERERE TR,
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[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 b— 3 02k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LI2BROARR O Mg iR EN S S iz, ZOf
R AH 240 mg G LTZBROREEEIL, AH) 3 mgkg &5 LIZBROBRE & & ik
LTREZRT ETRHIENTZb DD, ARANBFICBO CARER RIS TV D H
- & (10mgkg % 2 B CRE) CARAIZ G UIzBEOgE & & ik U CEH
oy LTRSS (FR) AT BEOBEIZE T 27 — #2125 & AHA| 3 mg/kg
(REE) 0% 240 mg % 2 HFFEIFE CHG- L 7ZBROARRK OBRE & & Ao 3 etk &
ORI & T D IRBE ST T APERE S, Y% OV TREIT DAL A R,
ERROME - HEOR TAEIMER LI 2RIV E PRS-,

£ 6 FADEYBRE T X —F

M - R Cmax Chmind14 Cavgdl4 Comax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 .760-8) (10-;?54-5) (17-21‘,"333.9) (75.}){3171) (27.612,'107) (42.717,'?27)
20 me Q2W 61.712,?03) (15~22?.354-6) (25-31‘}:7.8) (10;5254) (41?57,.21;58) (62.11(,)9187)
0meke QW | (147"310) | (519.792) | (00 114) | (331 5 | (8913 | (37380

Ul (5%, 95%45) . Q2W = 2 RARR. Cumax @ FIEIHR 515 O e S MLE FIREE, Cminais @ RIEHE 51414
HEIZBIT 2 BEMIE IR, Cavgas : FIEFREH14H B £ TOFHMIEHIRE ., Crnuxss : EFIREBIZE
;éi%%‘mliﬁtpﬁ%fﬁ\ Cuinss © EFRIBIZIIT D BARMIE TR EE . Cavgss : EFRIEICIIT 2 EB) MiE
Fio, KB ORERSEDBIEET VAR LIz I 2 b— a3 120 | AHI480mg
Z 4 VA IR T8 G- XUIBERGE O L - &S TR G- L 72 BE O AH o My i FE 25 e
ST, ZORER. AH 480 mg & 4 EEIMMRE CHRE LB oEFIREBIC K T 5 Fim
THEHIRE (LT, [Cagss) &9, ) 1&. AHI 240mg % 2 IR THR G L72BED Cagss
CHEUT s TS (F&R) . £72. KK 480 mg = 4 B TESG LIZEREOE
WIRIBIZB T DR mMIEFIRE (LLTF.  [Cras] EVV9, ) 1, &K 240mg % 2 i ]
FRE CTHE G LTZERD Craxss & L TREZ T & PHISNIZb DD, AARNEEIZE
WTEREPHER SN TWD YL - & (10mg/kg % 2 @R C&RE) CTAAIZ &S
L7oBRD Craxss & HB L CTIRMEZ R T & THIS e (FR) . IR T, #EOREICE
57T —ZIZHAD X KA 3mglkg (RE) F7213 240mg % 2 B, 7 L < TAH)
480 mg % 4 M RINE THE G L2 EROARA ORER & & A0 X & o B 4 G
T HURER ST T VRESE S, YBEIC O W TRFIDM TN fE R, Eio Ak -
HAEOM THIMER VLI 2R T v & PRI Sz,
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R1 AROEYBE T A —F

R - B Crnax Chmind28 Cavgdas Comax.ss Comin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL) (ug/mL)
3 meke Q2W (352 '760-8) (16-25?"%0-3) (21.321 ?(1)3.9) (75.&3171) (27.612,'107) (42.717,'?27)
240 me Q2W (51-712’203) (23-33?'539-0) <30.§670.9> (105354) (41?57,'%1358) (62.11(,)91 87)
80 me QW (103307) (15.25?17.4) (37.?)?‘;)4.8) (14?,1 g36) (27.751,'?37) (62.11(,)91 87)
0mehg W | (147520 | (505 1320 | Gon s | 20,95 | (4303 | (36370

FRAE (5%, 95%450) . Q2W : 2 JEFI IR, Q4W : 4 EREIIFME. Crmax : FIEIFE 55 O B & MLIE FHREE . Crmindzs

’?)j@&'ﬁ:‘?& 28 El E ﬂ:jacj’é%1&[ﬁl?jﬁ;$/)%}§\ CavgdZS : %ﬂ@&%‘?& 28 B E if@qzi@ﬂﬂ{%aﬁp/)%}g\ Cmax,ss .
TEHFRTBIC T 2 B M PR L. Crinss © EFIRIBICIS T 2 BARMIE IR, Cavgss : EFIRIBICISIT D

Y1l 15 e e

17



4. FERIZOWVT

IS U A 7 EEEHE (RMP) (ZEED & | AHI D EFE 2 MG RIE B~ 1) S AT
NdHHER T > T, AR OEEN#EE) 72 BE Z2W - FrE L, AFIOFKGIZL Y BHE
7REWER 2B LT BRICXIS5 2 & DB R 7o D LLF OO~@DF T A& 72 7 i
RIZBWTHEHT H5R&ETH D,

O HERRIZOWT

@1 FEo (1) ~ (5) OWVTNNITHEU T LM THD Z &,

(1) JEAFBREDIEET 20 AREERIL SRR G EN RS A S RE L FUR P
HIER S A RS OB ISR e, sk s AU RS e A &)

(2) HrEkshEmbE

(3) HEAFIRAIEMEET D03 ARFOEEERRE (DA BRI ERPE, 23 AR
Wb, S ABIREREHEE R &)

(4) ARACFRIEEZRE L, ARG L FREZRR 1| USRS L a2 R
2 Ofiig FYEIAR D I 21T > TV D ek

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

O-2 BREOACFHRIEKR OREIER ISR OXIS A4 72 50i#% & B8R 2 R o= (FRO
WFINZRE S T D ERN) 23, HE2REEORANCET HIEROEEE L L TREI N
TnnHZ L,

*

o [ERIGFFESE 2 EDOPHAHME ZE T L2121 5 FELLED D ATRIED BERIHE &
[THoTWBZ &, 9bh, 2L R, BARMIRELS T & L2 BREEZOHHE 2
{ToTWVWBHZ &,

o [ERNRIFESHE 2 EOWHANHE ZIE T L2512, LSS O N AL 2 & 5
HELL ORI ZOER 2 IT> TN D 2 &y

o [EHIIFEUSE 2 EOYHHEAE T L21%IC 4 L EOBEKERBREZA L T 5
Z Ll 9b 3L R, LR DD A SRS 2 T e M LRI S D R IRAHE &
{ToTWVWBHZ &,

@ BEANDOEFMFREHOEHIZOWNT

BRI A B 5 B DS AL S, BERAZEN D OFRE A, Ao - &
EMEIRENE R OF L OERSE ST 2 et A EFFRNRAE LG oWl
EH, ENHCMIATOND RGN ESTWD L,
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@ BEA ~DXRIGIT 2OV T
@-1 HEsAHIC B3 2 B

VR MEG R B 0 TSR BIER ST AE LI-BRIZ, 24 BEREIZ2IRIAHIO T, Mi%hiak X
IEEE R 1BV T, BB L2 RIWER IS U CARBEE B L O CT O RIVEH ORI 24
HAREOFERAY BHPIZE S, BHICKHG TR IERH N E > TnDH Z &,

@-2 ERWFEIC L 5FEESINICET 22 N

ARSI D BEPTR 72 50 e O\ Re 2 A 2 BIRIERE D EltEl =2 Y v 7
EEDITEROA Y ) — =2 T ZATOERE L Fw A A TE 5 F— AERKH 2
SN TWD Z L, B, BIIAHNCOWT, DABE L ZDOFEEIZHHIHm ST
WwWnHZ &,

@-3 BHEADOZWr-ox S IZE LT
BIVEA (MEMERMZEEIZIN 2 BREAEDRE, Ok, Tk, BT RARE ., KX,

NS, EEDO TR, 1 ANERE, BUEMZE. HFARA, HHEREREE . JHFK. kMR
K. FRIBEEEREE . T ERMAMEREREE, mhiklEE, BEE, RIEEE, Wk, BEEOKL
JE R, FFRIMARZEFRIE, infusion reaction, HEFE7cMygkmE, MERE RIEMERE, FikZ.
Bede. WEEDRPERON ., IR M, ClERES (L EME) - 2RI - DM S) |
REFEREE, IS ML, JBEALE) 1Sk LT, YikhEak U B R O BF P2 AT 5
R EEE L (BIERAORZKCH NI L THREM O EEZ TN &M H D =
&)L EBICEY) R ALED TE HIRH D> TWDE Z &,

¢ @
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5. B#EXRL R DBE
(B 2hiEIc B d % F1E]
O TROBEIZBWTARIORENERHIEI N TN D,
o 2 DU EOLERIERED & 2 IR UIBR AR 2R LT - TR AR ORFI M

5)
o AETEIRIERE D 72\ HER2 [2PEDOTRRRYIFRARE AT - 8 BREE (LK
& OHFHEE)

o (1) AXVVTITF RPNV EZEY (i) AFPBVTFIT7F RV F— vy
LR TZNAFa Ty, Xk (i) AFH )V FITF o RRT T T =0« XA T )L« T
ZUNA U T AECEHA

C)I%Aﬂﬁmmﬁ%(mw&mmmmm%wﬁ%)&Ul%Aﬂ%mmmﬁ%
(ONO-4538-377kfk) 1T\ T, i ((BFRIEXIT T 7 B R HbFRE) &
i L, $ﬂ+m%%&@ﬁw@ﬂrénfwéottb\xﬂ@tﬁﬁ_;bﬁ
EREDORBFENE L 7 AR S (pll~152H) | £7-, PD-LIZFEILRIL
(CPS) 12XV ARKID LRGN EN IR DN RIEINTND (p7~85H) , R
HI& LT, ZhbZ2lE 2, PD-LIFEBLER"235%A0H (CPS5ATH) Th D Z L MR

SNTZBFITBW T, ABFRIEFMIC L DRI OV THBET 5,
* AFIOBWER L LC, K584 : PD-L1IHC 28-8 pharmDX [# =] 2NVEZE ST\ 5,

@ TREICEZ M T 2 EE KT D AF O G K OMEHFIEIC OV TR, RAIO A M
DL SN THE LT, RAOEEGRIR LR DI,
o —RIBRM O TIRIBIR T TR W RE ISR B A o B 5
*  HER2 G0 B TR D b7k & oS
o OTABIOHIMEN RSN TO IR MEOHUEMEIEA] & OOF &5
o INEMBNRIE L LTS

(PB4 2 HH]

O TFRICZYTLIEZIC OV TEIAAORENERE SNTWDL Z b, 51T
Dipnz b
o KRHIDRGTIHK LI EUE OB ERE D & 5 B3

@ TRERTOFHMIZEB N T FRRICE S T 2 BE T OV T, AFIO B HITHELE S e
B, MOTEFRIUL N 22 WIGEICIRY | HEICAKZENT 52 L2ZBETE D,
. %E@Mﬁ%@A%Xi%@@%é$%
o JRER I AR A CRVE R 258 6 D B K ONE B 0 Sl i i 2 <o i e 1 it 2%
%@%K*E@Zkﬂ#%hé%ﬁ
o HOREEBOEDE UTEMERRF L <IXFEREMEO B iR B OB EREO
»oRE
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o JRESEAEIE (EMERRBAIRE 2 GTe) ObDHEE
o FEEOBRY I EE AT HEE
e ECOG Performance Status 3-4 " 0 3

(ED ECOG & Performance Status (PS)

Score | EFE

0 | &<MERIEFEHTE S, BHAT&lFE U HEAERPHRZR AT D,

PREIZI LUEBNEHIIR S 225, BATAIRE T, B > TOMERITTO LN TE D,
RS N S

BATRARECTH O OEIY O Z LT F N THEEIZSERTTE 20, HHP D 50%Lh Eid~~y R Tl 29

ROENTZHOSOHOEY OZ L LnTERY, BFO S50%LL L&~y R+ Tz d,

AW

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

I SRR 2, & IR DR 2 R 12 KD & ARH O FriE K OV (Ef#
RAoO-olicn B tERfe +oIc 8 L CroEHRT 2 &,

TRIRBARICIENL S | BB XX E OFIRICAHINMER EREEZ +o3 L, REE 5
ThoETHZ L,

KA e AL E OG- O RS Z W 2356 PD-L1 BELR MR T 52 &
W E LAY, PD-L1 BELRDFER T E 2 WIGAE I, KAl & bFiE L PO
WA 2w W L B TR 5T A 2L,

FERBEIMERO~RT A MZOWT

@

@

MEMEREEN D S d Z ERXH LD T, KFNOEGIZHT-> T, BKRIE
W (PRI RIS, ik, FEEVE) OffEsE M O X & o FEhess, Btz +5
ZATH 2 &, £, MBS CTHES CT, MiE~— I —FDOMm& % FEhid 5
Z &,

AFN O EIXEE D infusion reaction (i 2 CEARI 322kt D T 5 U
faAT > 72 LTt 2 Z &, £72.2 [8] H AR O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHLHDT, KFIFEEGH K OARA G T #IT A Z A
CERRET %, BEORBEL IS 52 L, 703, infusionreaction &
FHLLUICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE 08l
T5HZ &,

ORI REIR E . TRAEERT R ORIBREERH 5O Z B3 HH DT,
AFN D ¥ 5B haRT M O G- B I E IR NIt re iR A (TSH. 1028 T3,
Ui T4, ACTH, M =/LF > — AV EORIE) 2R 252 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b D4 R IEBR R
DHLOLNDZENDD, BENRDOLNLLGEITIE, BERLEFRIIS U
B 72 ek & R 2 e Al & i U Cl bl A BRI W 21TV IR DS
FOGIZ X 2 BWER 2N g0 23551213, AR ORFES T I, R ORIE BE A
NEVRIOBRGEEEZBRTHZ L, B, BIBRERLVEOEEIZIYEIE
A OYGEERFRD IR WIGEIZIE, BB RE AV LISt o Sz il Fl o8 n
HLEET D,

BERET %, BOEBI S8 ARRE L T LEWERDBELT L2 Enb D129,
AR OEEHETHIZ S RWEM ORI ITEET D,

1 BUBE IR (BIE | BUBEIRWS 2 5 de) b bbdv, BERPIMES R 7o R—v X
ICEDZENHLHDOT, Alg, HED, EHFEOREROBHRCMAEED L2
SEET DL, 1V BERBREDN -G ICITEEEZRIEL, AR ) H
FOFGEDHME) R EZITH Z &,

BIEATIE, P4, ITHEREREE . TR, B{bLMEE RPN H LoD 2 &ndH D
DT, EHWIIITHERERE LTV, BEOREEZ H3ICBET 52 &,
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® AFNOEERRBRIZIBNT, BERENOH 1 FEMIT 6 B I L. TlEE, 12
W Z ECHMEDFAM 24T > TWe 2 & 25 B 12, ARG I E I mig
A TROMERETTH 2 &
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HEERHEEST A RFA v
=R~ 7 (Bl Fr#Z)

(BR5E4 « A7V —AREFHE 20 mg, 7V —RRHFEHE 100 mg, A7 P—
RRMEERE 120 mg, A7V — R K EE 240 mg)

~ M R R o B R~

ER 3 048 A (4Fn 445 AHKET)
BT B



SN

1. IZU I P2
2. AANOFE. (FREF P3
3. ERIRRE P4
4, FERIZOWNT P10
5. &EGXREMDEE P12
6. WHIZEEL THETNEHH P13



1. IZT®IZ

RIS OF M « ZRMEDOMEROTZ DI, U SCEFIZE S W2l E AR D
BND, S5, IHEOREREMOMEAIC L0 | FURESR S 72 & OFH0 72 5 B E R
FREZRBDBARIND T T, 2 b OERMNZ EIZHNERBFIRMLT 5 2 L BBEO
FRRE L 2o TR Y RFEMBOEE & O AT EE 2016 O 28 4= 6 A 2 H M#EIE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnb,

BORVE RS ERR T, KEERASCL ST 0 7 7 A VSBEE D ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEICBET A IERSH0ERET 5 £ TORM,
MHEIMOBEZMLZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L7 BRIC B 2tz & D 2 & AN AHE /e — T O B i 7= 3 R SR BE i
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBBEESLZNE TILELN TV D EFIFR -
BHE RN S-S & | LT O ER GO il 72 5 2 HEE T 2 8L b B e gk &%
HROEEFEHE =T,

I, ARITA BT A A%, MSIATBOE N EE S R A A, AmEE AR AR
BRI 7o, —AFEENE N A ARRIRNBHE S FEdREFTEENE A B AR 72 &k O
—MRFEETEN B AR D /106 EER LT,

%G L I B EIEL L ATV — R ST 20mg, A7 Y — R 100mg, A
— AR RLEETE 120 mg, A 7Y — RS ERHE 240 mg (—i%4 - =
A~ 7 (Bia T Z))

KR ERDEIRE  CIBRARBZRHELT - FRIE O EME Ml b i Ji

MELRAMERONE  @HE, BRAICIE=RA L ~7 GEIs 7 Z) & LT, 1A 240mg
Z 2 JEMIRIE S 1 0] 480 mg A 4 3 W RI6E C AT 5,
A Y A~T (BEEHRZ) EOPRT 2560, @%, A
F=A~7 (BlaH#z) & LT, 18240 mg % 2 BHH
fR 313 1 5] 360 mg % 3 A FR C AR ERHET 5.

B s B 58 3O /NP T RS A

(%)

FEMER R BRI BE T2 v — AR A R FHER SOomg (— %4 - A B Y A~ T (GBI

#z)) OBEEXITHHE, FEKOH&

IHRE ST R « UIBRRBE /AT » I8 D B M s b iz

MEEOHE  =AL~7 (BlarHfiz) EoffHicksn T, @%., AZIZA ey

L~ (EaFHHRZ) & LT1E 1 mgkg ((KE) % 6 @RI TS

TEHET Do




2. AHN DR, VERBFF

A7 — R R ERHE 20 mg, [FATEERE 100 mg, [FLATEEE 120 mg K OVNE SR ERE
240 mg (—fi%x4 - =FA~7 GEE ), LT, TARA) Lvd,) ix, /NEREES
TEMKSLEAZ Ly 7 24 BTV AR =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 1%, &M L L2 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T2 2
1) BT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U 4 K (PD-LI1
KMONPD-L2) EfEa L. U RERIZIEIMES 7 F 2 fmizE LT o REROTEHEIBIREZ
BIZFRET L CTWb, PD-1 U W RIFHURE SIS B b O & 22 Gk Z T3
LTk, BMERAMEBE) LU LB TS PD-L1 DOFEEBL L IEDELF
HH & OMICADOHBEBFR & 5 Z & HE I TWs (Cancer 2010; 116: 1757-66)
F o EMER AR IR T MlaS AT 24 X — T 2 v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L EEMAHRIZI T 5 PD-L1 ORI LD
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 @5 H S E -3 AMlaiE, PUFRFER CDS Btk T Hifa ool fufs
TEMEZ 59 S8 545, H1 PD-L1 /KT PD-1 & PD-L1 & OfE&EET 5 &2 OHIN
GEEIGEREIE T 5 Z EDRENTND, DI L5 PD-1/PD-1 U 72 RERERIL, 23
AR FURRF A7 T MM O OBEEE A BT 5HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFESHEIE) ITREE L.
PD-1 & PD-1 U AV REDFEGEET L2 LICL Y, BASUFRRFRZ T Mlaols
PEAL KOS AKII S b3 2 A A5 5L 2 3990 % 2 & TR AR P2 B 2 R4
ZENER I TN D,

IS OEN S | AFNTEMEIER ) 2 B 2R EIC R0 55 b0 & MIfF S,
FEMER R B AR 2 kP & U T BRIRARIR 2 S0 L . AR, el R OV M R
i,

AN VE T I < HBEE D RPERRIT X 2 ANERS2 6 & b, B UL
D AR B 5o AFIO B PR OB SR, BHOBRL AT, BEIR
D BTG AITIE, BB L HGUTIE U B e ik & B8 & Fe o R Aifi & i L Cil
EIREERIRBI 24T\, BEE O RIERIGIC X 2 BIER A bI B 561 1E, BRI E R
T AN OB EEDOHE YR AE ZAT O MENH D,



3. BRERAE
YIBRANBE 72 1T « T8 D BEPE M 5 Bz i oD A GRIRR L Z R A 21T o 72 3 72 B PR #lBR oD iliiE
%7‘]——\“@‘0

[H2hE]
O ENHE THFER (ONO-4538-413%%) (Clin Cancer Res 2019; 25: 5485-92)
FIFFHRK L LA R X RS R LK E O PRSI ARIS AR O B
BRAREZ2EST - PR OBEMEHgfE R i B (ECOG Performance Status 0 &2 OV 1) 34 il %
KEGAT  AHA 240 mg % 2 A [ IR C AR T L 7o, EEAHIE E T o 5 245 (Modified
RECIST criteria (2004)(Z3&-25 < i) 12 L D CR UL PR) 1£29.4% (95%(E#EX [ -
16.8~46.2) Th o7z, 7ok, FANIRE LTFEMEILS5.0% TH -7,

@ EERHLEF AR (ONO-4538-48/CA20974373&8%E%)  (Lancet 2021; 397: 375-86)

L FRERIDIE O GIBRA R 72 AT - B8 D B i JBE Bz Jll B 605451 (R AR FRFE60
BlaEate, KilEA Y A~vT7 (B2 EO0FH (IR, INHPFH) &vvo,) ™
BE30361, fLFyE (7 FF8HK AT TFoNFIINRTTFo) EXAXAMLF
B R RY T AKFEOGFH) BE30261) ARG, ALFRIEREA RHIRE LT, N+HIfF
RO MR OV Z G LTz, FEFMIEE Th 2 24 AR (FIRE [95%1F
FEX [ ]) 1, N+IfFFHRECT18.07 [16.82~21.45] 1 A ALSAEIERET14.09 [12.45~16.23]
A THY, NHPFR B G I EFERIECT URRH R B Rt R 2 /R LT (NF— K
££0.74 [96.6%/Z#EIX[H : 0.60~0.91], p=0.0020 [J&Hllog-ranki®7E ], 202043 H25H 7
—& 1y NET),

*1 0 ARAI L [E 3mgkg (KE) % 2 HEMR, 2V A~7 (EETHIEZ) 1E 1mgkg (KE) % 6

FIRANE CAUMBE L7, PR EIICR N TIR, ARZRICEE L, A E) AT (BZTHIR
Z2) EAKIOB G T 55 30 53U LEORMMEE I\ TG 2Bk L=,



1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3 B
0.2 fessse ik~
0.1
0.0

N-+IGEREEE

Probability of Overall Survival

0 3 6 9 12 15 18 21 24 27 30 33 36

Overall Survival (Months)
Number of Subjects at Risk

N+IEEB2 303 273 251 226 200 173 143 124 101 65 30 11 2
b= F8F 302 268 233 190 162 136 113 95 62 38 20 11 1
X1 2AFHE O Kaplan-Meier Hi## (ONO-4538-48/CA209743 3ER)
(EIER LI T-4EF)



[Z4tE]
OEWNF TR (ONO-4538-41757)
B EFGIT323401] (94.1%) IZRD HiL, AH L OEREBEBVAGE TERWVEEFR
1323/34451] (67.6%) (258 BTz, FEE NN, EORWERIZ FERDO LB THoT-,
#£1 FHEN5%LLEORIIEA (ONO-4538-41308)  (RRAVEARAT R S

B RIR BilE (%)
FEARGE 34 f31)

(MedDRAVJ ver.19.0) 4 Grade Grade 3-4 Grade 5
ERIEM 23 (67.6) 7 (20.6) 0
N G i i

FOIR B BRI T E 2 (5.9) 0 0
H IS

T 4 (11.8) 2 (5.9) 0

AN 3 (8.8) 1 (2.9) 0

L 2 (5.9) 0 0

Mg - 2 (5.9) 0 0
—% - &FEER L OB S 0KRE

(Y=Y 3 (8.8) 0 0

95 97 2 (5.9) 0 0

FEER 2 (5.9) 0 0
BRI

Y —P e 4 (11.8) 2 (5.9) 0

75— 3 (8.8) 1 (2.9) 0

U BRSO 2 (5.9) 0 0
R L Ok hEsE

BAIE 2 (5.9) 1 (2.9) 0
B R B X OSSRk =

RA M 3 (8.8) 0 0
KR X O T HRRRE

F95 4 (11.8) 0 0

BEIR B IR B 2 (5.9) 0 0

7R, AREETE 2 (1] (5.9%) | AFAERERRE 1 61 (2.9%) | FUIRIRFSREREE 4 (5] (11.8%) |
EVEL MM H 2 5] (5.9%) . K « BEED A 2 5 (5.9%) | 1 RUERIE 1 451 (2.9%)
MO BNTz, Flo, BWRERE, EEORERE, FERAKERS, BIREiEREE
e, EIEREEIE. M2 - B, infusionreaction, 5 & 9. L. k. B
BRRMRAE/ X A /X F— Sl MR SR B . T2, BRIk IASR ZERRIE K OV{ b
PERRAE RITRD Do 7o, ARWEHFEBUR DI ES: (BRRAMFERT 25 T)
EEDEFRERE T,

@ E B[ MAHRBR  (ONO-4538-48/CA209743 #kbR)

HEFRIT N+ OFFRE 299/300 1] (99.7%) . {LSIERE 277/284 5] (97.5%) (1278
B, TREREE & ORI GE TE WA FHZIT N+ ORI RE 240/300 41 (80.0%) |
(LR IERE 233/284 6] (82.0%) (23R BTz, W TN DOEETHRILRN 5%LL EOFIE
HIZFTFEROEEBY THoTe,



2 WITNODOBETRERISWL EDOBIVEA (ONO-4538-48/CA2097433RBR)

(R MM RE])
B (%)

2 E IR N+IGF 2375 2

FEAGE 30041 284451

(MedDRA/J ver. 22.1) 4Grade Grade 3-4 Grade 5 “2Grade Grade 3-4 Grade 5

AR 240 (180.0) 91(30.3) 1( 03) 233 (82.0) 91 (32.0) 1( 04)
KR ¥ KO TR RRkE

Z 5 PRI 49 (16.3) 3( 1.0) 0 1( 04) 0
5 43 (14.3) 3( 1.0) 0 15( 5.3) 0
BRI LB IR 5 16 ( 5.3) 1( 03) 0 2( 0.7) 0
H ks

T 62 (20.7) 10( 3.3) 0 21( 7.4) 2( 0.7) 0
L 30 (10.0) 1( 03) 0 104 ( 36.6) 7( 25) 0
fEfw 12( 4.0) 0 0 42 (14.8) 1( 04) 0
i i 8( 2.7) 0 0 41 (14.4) 6( 2.1) 0
—f « BHEES OGO

DIRRE

9 41(13.7) 3( 1.0) 0 55 (19.4) 5( 1.8)

9 25( 8.3) 0 0 44 (15.5) 12( 4.2)

FEEN 16 ( 5.3) 0 0 5( 1.8) 1( 04)
FRIR AR AR

Y —BHIN 20( 6.7) 13( 4.3) 0 1( 04) 1( 04)

77 —EHmM 17( 5.7) 7( 23) 0 1( 04)

T5=vT7I o272 16( 5.3) 5( 1.7) 0 2( 0.7)

Z —BHIn

PN WA

FR B REAR T 32(10.7) 0 0 0 0 0
ONER PSP ON ey ek e

it 22( 7.3) 1( 03) 0 0

o A e 15( 5.0) 0 0 3( 1.1)
R L Ok E

RARIOR 29( 9.7) 2( 07) 0 50 (17.6) 2( 0.7) 0
B, Pl L OWE A OHE

HEANIZLE D KOS 24( 8.0) 3( 10 0 2( 07) 0 0
PR R IR E

RS 3( 10) 0 0 19( 6.7) 0 0
MiEFs LV >R bEE

#Zif. 6( 2.0) 1( 03) 0 102 ( 35.9) 32 (11.3) 0
I BRI 2( 07) 2( 0.7) 0 71 (25.0) 43 (15.1) 0
/R 2( 07) 2( 07) 0 26( 9.2) 10( 3.5) 0
Bk i 0 0 0 22( 7.7) 8( 28) 0

7235 N+ OFHEEIZ IV T FRIR IR RERR 2 43 51 (14.3%) | ITHERERR T 36 141 (12.0%) .
infusion reaction36 i (12.0%) . BEFCABRELARAE 34 ] (11.3%) . #ifkkET 22 il (7.3%) |
VMG AR 20 1 (6.7%) . KMZ% - /2% - EHEED TR 19 i (6.3%) . B FknElmE
15 61 (5.0%) . FIEEAHEEEREE 12 61 (4.0%) . EEOKERETE 10 ] (3.3%) . AF%
741 (2.3%) | EIEHERERTE 6 5] (2.0%) | ClEEEE 4 61 (1.3%) | 5% 341 (1.0%) |
FIEFMEIAE 2 61 (0.7%) . S E IR 261 (0.7%) . ik 241 (0.7%) | HfkifnfeIE
FIE 2 1] (0.7%) . Bd7s - Bl 161 (0.3%) RONMEZ 141 (0.3%) 235388 Bz,

7



Fio, VARERIS, BUENTZ. T2, SEPERRAE 2, BEE A MmikfEE, mEkEfiEfE
FE. AERZ, ZRIFEREE. MR M % OYEFLITERD B LR o 7o, ARRIVERIFEBLIR I3RS E
#5 (WARAEMRRTE25T) 250EHRETT,



(ML - HE]

AFNOREMARYEEET LV EZFIH L2V I 2b—2 3 2k, AH 480 mg % 4
T R E TR 5 SUTREAGR O I - B TG LB O AR O Mg HiRE S Be S h
Too T OFER. K 480 mg & 4 ERIRIFE TH G- L7ZBE 0 EFIRREIZ I 1T 2 ik
BEE (LLF. [Cagss) EVWVVI,) 1E. AHAI 240 mg % 2 BRI CTHE L7ZBRD Cogs &
BRIT 5 L THlEn (F#£R), £z, A4 480mg % 4 HMMR TR G LizEEo @ ik
RBRIZBIT 2 &mMIETRE (BLF. [Chaxs] &9, ) 1F. Al 240 mg % 2 JH M RIfRE
TEG LTZBED Chaxss & L CREREZ R T & FHISNZH OO, BARNBZIZENT
BEVEDPHEER SN TWD L - R (10 mgkg % 2 MR CTHRE) TAAIZ#&RS L
BROD Craxss & FlE L TR 2/~ 9 & FRIS Lz (TH) , AT, #EOBBEICE T 5
F—H TS AHKI 3mglkg (IAHE) X% 240mg % 2 B RIRE. 35 L < 134 480 mg
Z 4 ERIFR TG LB OARF OMREE & & BT e & ORI & R 5 1%
TOGET VPR SN, BEhEIZ > W TR Thhf R, FRRoRE - A o
W CHDM: R O eI AR R 2RI L P S iz, £7-. BErERfch fff g 2
BT — X CESEHEELUEBRENSTET VERA LT, A% 3 mgke (2 #RIET
#eh5) . 240 mg (2 WMMEE CTHE) XX 360 mg 3 HERMRTRE) AU LA~T
(Bia#Hz) 1 mgkg (6 MMM TEE) Z0FH L7-EROA Rk OV 2V 2 et
L7ofE 3R, EFeo Rk HEORM CHMER 22 = RIT v & PRl S iz,

&3 FHOEMERR T A —F

M - Crnax Cmind28 Cavgd2s Crax,ss Conin,ss Cavg,ss
(ug/mL) (ug/mL) (ng/mL) (ng/mL) (ug/mL) (ug/mL)
S mefke Q2W (35-52{ '760~8) (16.1750.3) (21.321 .4?3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,'103) (23.33?.539.0) (3023,.670.9) (10;,5254) (41 ?57,.21358) (62.11(,)91 87)
480 mg QIW (10%07) (15.25?27.4) (37.?)3,.;)4.8) (14?,1 536) (27.751,?37) (62.11(,)91 87)
10 mg/kg Q2W (14é,9§22) (86.959,.?32) (10},1 ?48) (323,9225) (18421,1 §03) (232,7277)

HLE (5%, 95% ) . Q2W : 2 A HIHIFR. QAW : 4 JEHIFIFRE. Cmax : HIEIFK 5% D & MIE IR EE . Cmindzs ©
MElEe 5% 28 B HIZHIT 2R ARMmiE IR, Cavgos : MEH5-% 28 A H £ TOFEIMIE TR, Crmaxss :
ERARIBICI T 2 i 5 P, Crminss 1 & HARREIC 31T 2 BRARILIE THEEE . Cavgss 1 EHAIRREICHIT 5 F
P4y M ¥ Hh R



4. FERIZOWVT

IS U A 7 EEEHE (RMP) (ZHED & | AHI D E I 2 MR AIE B~ i S 4]
N HHER T > T, AR OEENEE) 72 BE Z2W - FrE L, AFO#EGICL D BHE
7REWER Z 3B LT BRICXIS T 5 2 & BB R 7o D LU DO~@DF T Al 72 i
RIZBWTHHT & TH D,

O mEFITHOWNT

D1 T (1) ~ (5) OWVWFTNNTELT LR THH L,

(1) BEAEFBREDEET D05 ABEEERLS RS (BRE RS A SR BE L SR
Higl 23 A RS B L RUR e, Mg A A RS IR bR &)

(2) FEEHEREIRRE

(3) HBEIFIRAE T ET D03 AHEEHREE (D AR B, 23 AR
W 1IREBE, DA EEREER e &)

(4) ARACFRIEEZRE L, ARG L FREZRR 1| USRS L a2 R
2 OfiFk FEHEIZAR D M 21T > TV B fik

(5) PUEMEREZ AL S BUINGE O gk FAE AR 5w H 21T > TV D s

O-2  EMERRE T BRI O AR E K OVRIE 38 B O St IS 4y 70 Jae & 8 BR & 5 >
Rl (FROWTINITEYS T HERM) 25, L2 OAFNBE T DIBROBEH &
LTRESNLTWD Z L,

*

o [ERIGFFESE 2 EDOPHAHME ZE T L2121 5 FELLED D ATRIED BERIHE &
[THoTWBZ &, 9bh, 2L R, BARMIRELS T & L2 BREEZOHHE 2
{ToTWVWBHZ &,

o [ERNEFFEISH 2 FFOPMINHEZIE T L7-%IC 4 L EOREERRRZ A L T\ 5D
&, b 3FEL T, EMEMIRE T R IE O DS A SRR & G T e REL g8 S O B IR
HHEZ T T WA Z &,

© BtADERMEREHEOKH]IZONT

RIS I A B E T D BMEA NI E S, BRSO OfFmE 0, A2 - %
IR OB B ONERISE IR 5 G et A FFRMNELE LS E OWE
. FRESNITAT DN DIEHINE > TN D Z &,

10




@ BEA ~DXRIGIT 2OV T
@-1 HEsAHIC B3 2 B

VR MEG R B 0 TSR BIER ST AE LI-BRIZ, 24 BEREIZ2IRIAHIO T, Mi%hiak X
IEEE R 1BV T, BB L2 RIWER IS U CARBEE B L O CT O RIVEH ORI 24
HAREOFERAY BHPIZE S, BHICKHG TR IERH N E > TnDH Z &,

@-2 ERWFEIC L 5FEESINICET 22 N

ARSI D BEPTR 72 50 e O\ Re 2 A 2 BIRIERE D EltEl =2 Y v 7
EEDITEROA Y ) — =2 T ZATOERE L Fw A A TE 5 F— AERKH 2
SN TWD Z L, B, BIIAHNCOWT, DABE L ZDOFEEIZHHIHm ST
WwWnHZ &,

@-3 BHEADZWr-Ox B LT
BIVEA (MEMERMZEEIZIN 2 BREAEDRE, Ok, Tk, BT RARE ., KX,

NS, EEDO TR, 1 ANERE, BUEM . HFARA, HHEREREE . JHFK. Bi{brEinE
K. FRIBEEEREE . T ERMAMEREREE, mhiklEE, BEE, RIEEE, Wk, BEEOKL
JE R, FPRIMARZEFRIE, infusion reaction, HEFE7cMygkmE, MERE RIEGERE, FEk%.
Bede. WEEDRPERON ., IR M, ClERES (L EME) - 2RI - DM S) |
REFEREE . IS ML, BEALE) 1Tk LT, YikhEak U B R O BF P2 AT 5
R EEE L (BIERAORZKCH NI L THREM O EEZ TN &M H D =
&)L EBICET) R ALED TE HIRH D> TWNWDE Z &,

¢ @

11



5. RERBRLLRDBE
(A2 LB % F ]

@

TROBHFIBOTAROAIED RS TS,

o ACPBREIEE A SRR - PR OB HIR BT CRAIHE )

o ACHEBRIRIAEO BT AR - FEROBAEIIER SITEE (1 £) A~ (B
(BT L O

TRCICRZ S T D AAN OG- K O ITEEIZ DWW T, AFIO AL ST
BoT, KAOREIRE LB,

o AEFRIEARIAIREE ST D AA MR 5

o FIROHiBRE

[Z2 Atz B+ 5 F ]
O TFTRICEYTLIEEICOVTEAAORGEIERE SN TND Z Ehb, K5 21T

DN &,
o AHNDORITI R UIBBUEDORBEERE D & 5 BF

TRIERT ORI I W T FRRICEE S T 2 B IZ W TR, AAlOREIFHERE Sy

D, AOTEPRRPTUE D R WIGEITRY | HEICARZETNT 52 L 2B TE D,

o MEMMEEOAI IO H 5 BE

o JRoE I R AR A TRV 2 58 6D D B K ONE BN 0 JUH B T i 2 <o i Yt il 2%
FEOMICRIEMEZEAN DD B

o HOREREBOGOF B L < IEHIFMEO B Oz i B OB TR O
o 5B

o g HEE CEMmEMaBRE 2 ETe) Db 5 BE

o OB IIBE A AT 5B

»  ECOG Performance Status 3-4"V 0 B34

(ED ECOG & Performance Status (PS)

Score

ol 2y
JE R

0

<R JEBTE 5, R L [F U HHF ARG HIRZ <ATR 5,

PREIZI LUEBNEHIIR S 225, BATAIRE T, B > TOMERITTO LN TE D,
Bl BEOFE FHEE

BATRARECTH O OEIY O Z LT F N THEEIZSERTTE 20, HHP D 50%Lh Eid~~y R Tl 29

ROENTZHOSOHOEY OZ L LnTERY, BFO S50%LL L&~y R+ Tz d,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+ T4,

12




6. BEZELTHEETREFIH

O  IRFASCEFEITIN A, BEEIREES D IRAET 2 ERFE T D & AR O FeE K OV E 4
RO 7= DI B G H 2 o B LT bR« 2 L,

TRIEBRABICIENE D | B UL Z OFEICHINE L OERR M2+ L, [RE 215
ThoEETHZ L,

FREWERH O~ R T AL MZDOWNT

@

®

@

WEMEREN D oD ZENH DD T, AFIOBREIZH 1= > Tid, BRE
W (REWL ARIEE, ik, FEEVE) OREFE M O X Sl A o FEhn%, Bz -+
(ZATH Z &, Fl, HLEIIS U T CT, Mg~ —h —F 02 £+ 5
Z &,

AFN O EIXEE D infusion reaction (i 2 CEARFI 3 2kt T& 5 U
faAT > 72 LTt 2 2 &, £72.2 [8] H AR O A% 5-KFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRAGHE T HRIT A Z A
CERET H%E, BEHEOREBE+SICBIEET 52 L, 70, infusionreaction &
FHL LG A 12, R TORELOERAERIZEIE T 2 £ ChEE 2 +o8ls
T5HZ &,

ORI REIR . TRAEERT R ORIBREERH 5O Z B3 HDH DT,
AFN D ¥ 5B haRT M O G- B I E IR N0 IsisrE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx R B
DHLOLNDZENHD, BENPRDONTHGEITIEL, BERLEFRITL U
B 72 ek & R BR & Re O Al & i U Cl bl A BRI W 21TV IR O
FOGIZ X 2 BWER 2N g0 23551 21E, AR ORFES T Ik, R ORIE BE A
NEVRIOBRGEEEBRTHZ L, B, BIBRERLVEOEEIZIYEIE
M OYBEEDRFRD B WA TR, BB BB ARV o LISt O Sz il Fl o8
HEET D,

BeGAET %, ARS8 ARE L T LEWERADNBELT 2 Enb b2,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBEPRIS  (BE 1 BUBEIRS 2 & de) Db bbiv, BERPES 7V =2 &
IZEDZENHLOT, Hig, ol NRH-FOER DR B MBEE O LA 12+
SEETDHZ L, VEREN DN ICITRG 2RIl AR ) M
FlOF 5 E DY L EZITH Z &,

BUENT 2. A2, ITHEREREE . TR, B{LIEIEERPNH L OND ZLn3d D
DT, EHWIIITHERERE LTV, BEOREEZ H3ICBET 52 &,

AR DRI INT, LT DX A X 7 THIMOFM 217> TWeZ L a2
BT, AFBGHITERRNC BERE TR OMEBZIT O 2 &,

ONO-4538-41 38R : 6 W = &

13



e ONO-4538-48/CA209743 iklk : ¥ 5Bt 6 1 X 6 M Z &, ZLIBIX
12 [T &

14



HEERHEEST A RFA v
=R~ 7 (Bl z)

(BR5E4 « A7V —AREFHE 20 mg, 7V —RRHFEHE 100 mg, A7 P—
RRMEERE 120 mg, A7V — R K EE 240 mg)

~EHE~A 7T 54 PREEM (MSI-High)
R LR - ERE~

S22 A8 (Ff445 AUET)
JBA B



SN

1. IZU I P2
2. AANOFE. (FREF P3
3. ERIRRE P4
4, FERIZOWNT P10
5. &EGXREMDEE P12
6. WHIZEEL THETNEHH P13



1. IIC®IZ

RIS OF M « ZRMEDOMEROTZ DI, U SCEFIZE S W2l E AR D
BND, 5T, TEORFREFOESRIC LY | FUREZS e & O HH0 7 3R
FFERSDPARBENDLHF T, 20 DOEEKNZ BICLER BT TR 5 2 & PR
R & 72 o TR Y RIFMBGE S & YR O B TTEE 2016 (CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnb,

PRV ERR T, KEERASCL 2T 0 7 7 A VDBBEEOEIRSL & D IR
RHZENDD, DD, HMEROLZEMEICBET A IERSH0ERET 5 £ TORM,
MHEIMOBEZMLZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L7 BRIC B 2tz & D 2 & AN AHE /e — T O B i 7= 3 R SR BE i
THZEREHEETHD,

L7l o T, RKIA RTA4 2 Tlidk, BIFBBEREL ZIE TR/ LA TN D EFIEFH -
BHE RN LS & | LT ORI O il 72 5 2 HEE T 2 8L b B e gifk & %
HROEEFEHE =T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASHEEANRR
BRI IR s . —MAERTE N B ARERIR NRHE & R OVt FE N B AR IR RS2 O )
Db LR LTz,

RGe L 7 HEIRS, « AT VR AEHE 20 mg, A7 U — RS ETE 100 mg, A
DR IR 120 mg, A7V — RS EE 240 mg (— %4
=AN~7 GBIEETH#Z) )

K LR DREUIE « DS AALFIRIER (T U 2 IR YRR RE Ao 4T - R O EHE ~
A7 a¥T I 4 FREZEM (MSI-High) #AT 5550 « EGE

MBEERHERORE - @, AIZIE=Ar~7 (B r#iz) &£ LT, 118 240mg
% 2 MR XX 1 8] 480 mg % 4 # MR CAidiriET 5, A
U AvT GBIE M z) EOFHT 2581, @%E . BRAIZIX
=ARN~<7 (Bia /L x) & LT, 118240 mg % 3 MM
T4 [mSHEET D, 20%, =R ~7 (Eaffz) &L
T, 1181240 mg % 2 M XiE 1 [B8] 480 mg % 4 J8[EIEIFE C A
HEHET D,

LUl T RN T e S S e i

(%E)

MSI-High % &3 25 « EAREICRET 2 v — R A SEEIEK S0mg (—i%4% : AU A

~7 (BEHE#Z) ) OBREIIBE., AELKOHE

2 BE XX D B DAL ICHEE U IR UIBR R RE A A T - RO EMEE ~ A
7 aYT T4 NAREEME (MSI-High) ZA9 55505 « B

AELEONH&E: =Fvey (BEAiz) EoftAIckBW T, @%. A
AY A~T (BEaf#fiz) & LT1al 1 mgkg (KE) %23
[EIRRE T 4 [ SR EET 5,

2



2. AHN DR, VERBFF

A7 — R AR ERHE 20 mg,  [FATEERE 100 mg, FAEEE 120 mg K OVNE A ERE
240mg (—#4  =AN~7 GBIEETM#Z) « DAT. TRAL Lno, ) ik, M
i TEMREH L AX Ly 7 24 BTV AL s~ F¥—X 2747 (BMS) #)
235PA%E L7 & b PD-1 (Programmed cell death-1) (ZX%F3 5 & M 1gG4 £/ 7 v —F /L4
KThsb,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 7% 7 —T fifn) KOV
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T2 2
1) BT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U 4 K (PD-LI1
KMONPD-L2) EfEa L. U RERIZIEIMES 7 F 2 fmizE LT o REROTEHEIBIREZ
BIZFRET L CTWb, PD-1 U W RiFHURE MBS B b Ok & 22 Gk 5B
LTk, BMERAMEBE) LU LB TS PD-L1 DOFEEBL L IEDELF
HIM & OMICADMHBEBRRN & 5 Z & HE I TWws (Cancer 2010; 116: 1757-66)
F o EMER AR IR T MlaS AT 24 X — T 2 v~ (IFNy)
IZX > T PD-L1 OFIANFEEI N, BB L EEMARIZI T 5 PD-L1 ORI LD
AL & ORNCIEOHEBIRIR R & 5 & D b & 5 (Sci Transl Med 2012; 4: 127-37) .
X 51T, PD-L1 @5 H S E -3 AMlaiE, PUFRFER CDS Btk T Hifa ool fufs
TEMEZ 59 S8 545, H1 PD-L1 /KT PD-1 & PD-L1 & OfE&EET 5 &2 OHIN
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AR FURRF A7 T MM O OBEEE A BT 5HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFESHEIE) ITREE L.
PD-1 & PD-1 U AV REDFEGEET L2 LICL Y, BASUFRRFRZ T Mlaols
PEAL K O AR IR k9 2 MRS TG M 2 58 5~ 5 2 & TRk e PLidgsh R &4 o~ 9
ZENER I TN D,

IS OEN S | AFNTEMEIER ) 2 B 2R EIC R0 55 b0 & MIfF S,
KRG - BB 2R L UT-ERIRERR 2 S0 L, AR, Rk R OB R
iz,

AFNOVERMSFFC IS B OIS X DRIERER S b b, EE L TIC
BDOAREMEN B D, RAN OG- R ORE#ITIEL, BFOBIZEL 0147V BEDNR
D BT AITIE, B U2 5T U BP0 70 ik & RRBR A FF D AN & Edfs L Chil
Y1728 R 24TV B OSIERISIC X D EIER N b 5 HA 10T, BIRRE RV
EURIOBG DY) IR AE Z AT O BN D D,



3. ERERAAR

S AL FEIRER I U T IR YIBR A R 4T - R ORMEE~A 7 a7 74 bR
ZEME (BUF. TMSI-High) &5, ) 25 BR6 - IS 0 KGRI Al 217 - 7=
F R EEIRRBR O & T,

723, [MSI-High #5935 H8% ] ICBAL T, [PCRIEIZ LY MSI-High & HE S4L7z
B #BXT D854 (k%) 121X TMSI-High (PCR{5) AT 5H4 ] L £i L, DNA
IAV y FEEBEPBEHEL TV 2 EPRB SN BEZERT 256 (K%) . T
7pH TPCRIEIZ &Y MSI-High & HIE S L7z B sty (LA, THCY
VI, ) EBITRY I Ay FEERBRIE (LT, TdMMR] &9, ) LHESH
7 HE | A BN 5%A1C1E IMSI-High 243 % ) & %70 L7z, IHC 12 L 5 MMR
i & PCRIEIC L % MSIBHE D — %1% 96.6~98.7% UV Tl 5 = L% NHME ST
W5,

(2]

TSN I FEERER (CA209142 #BR) 092

(A B P )

LRI O & 5™ IR UIBR A BE 72 HETT - R D dMMR " X% MSI-High (PCR
W5 S AT DR - BRI 74 Bl KR, AAI 3 mykg % 2 RS T A
U7z, FEIHMmEA TH DR (RECIST A4 K74 > 1.1 MUz <GB ET:
EERHH BT K 55882858 (CR) XIEEZE%h (PR) ) OFERIE. 31.1% (95%EFIXH :
20.8~42.9%) Th -7,

(=D | indor Naralane M et al.: J Clin Oncol. 2002; 20: 1043-8, Bertagnoli Monica M. et al.: J Clin Oncol. 2009; 27:
1814-21, Ferguson Sarah E. et al,: Cancer. 2014; 120: 3932-9, Wang Yang et al.: ] Mol Diagn. 2017; 19: 57-64,
Smyth Elizabeth C. et al,: JAMA Oncol. 2017; 3: 1197-203

2 CA209142 REROEHD A — LD 5 b, LFEIEFIED & % MSI-High % 49 2 f5 - B % %5 &
L7zam— MBI D ARABEMBERERLORANE A V) h~T7 (B z) & O HRERORRIC
DT REH,

) D7 ALY Y Vv RPUEMIEEH L OOAF4 U 77TV UIA U ) 7 5 AR AR & S |
OUL EOILEERIERO B D EBENH SR E ST,

R JESEA R T IC 35 L IHCHRIC L 0 S 2~ v FEE # > /327 Tl % MLHI, MSH2, MSH6 /3 PMS2
DT IPDORELTRBD B2 NEEIZ AMMR &HE S L7z,

VES) WA & 0 Bl &7 DNA IZ3BWT, S RO~ A 7 0 YT T4 v —h—ERHTRR L T 58
AT, 2FEEU Lo~ —h—IZoW T, 6 LU LD~ A 7 aYT T4 h~—D—EfExtg LT 55
(2 30%LL LD~ — 21 —IZ2W\W T, PCRIEIC X D YA XD EFE DK S hiz54 12 MSI-High &HIE S
77



#1 BRBEBAYDEERVENR (CA209142 HER)
(RECIST ver.1.1, AT SREN, IBRBEEMEE, 20164£8 A 10 BT —F v b4 7)

e AR B (%)

r1>>

74 {51! 53 {32
5E225%) (CR) 0 0
%Bﬁﬂ%*ﬁ (PR) 23 (31.1) 19 (35.8)
@7 7E (SD) 29 (39.2) 21 (39.6)
1 ﬁ (PD) 18 (24.3) 10 (18.9)
RIS 4 (5.4) 3 (5.7)
7% (CR+PR) 23 19

(2%@3% [95%IEHEXEI™] (%) ) (31.1 [20.8,42.9] ) (35.8 [23.1,50.2] )

D BRI RER %2 ARMERRNT R RER O 5 B Al X Y MSI-High (PCR) 2#H 7 %
T EDMER S N3, *3 : Clopper-Pearsoni%:

(RHEA ) h~T (BlaTHHz) EOPHES)

LB O H 5 Y IR YRR EE72 ST - %O dMMR ¥ X% MSI-High (PCR
W) Y BT DA - B RE 119 Bl 2RI, AK 3mgkg KO EY AT (E
fRTHHE %) 1 mg/kg % [R HIZ 3 BRI T 4 BLSEERE L72%., A3 mgkg % 28
IR CaifidiE Lz, TEEFHMBEE Th 5 24h% (RECIST H A4 K7 A > 1.1 Buic
SLARBRBLEMEEIC X 5584285 (CR) XXl 23%) (PR) ) OFERIL, 54.6% (95%
1EHEXR : 45.2~63.8%) TH 1=,

#2 BBBADERVENR (CA209142 FHER)
(RECIST ver.1.1, A3MERITREN, IWRBEEEMEE, 2017FE7H 6 BT —F Iy b4 7)

B L4 A Bi%k (%)

=
l‘>

119 ™! 62 151

5t228%) (CR) 4 (34) 2 (3.2)

o7 (PR) 61 (51.3) 37 (59.7)

Z & (SD) 37 (31.1) 15 (24.2)
# 17 (PD) 14 (11.8) 6 (9.7)
RRENE 3 (2.5) 2 (3.2)
7£%) (CR+PR) 65 39

(B [95%EFXRES] (%) ) (54.6 [45.2,63.8] ) (62.9 [49.7,74.8] )
*1 o BT R RER], *2 - AT SER O 5 B, PORRAEIC L Y MSI-High (PCR) 2HT 2%
Z LB S B, *3 : Clopper-Pearsoni%:




[Z241]
VAN I FHERER (CA2091423k8k)  1F2

(AF P )

AEFEZRIT 7UT4 5] (95.9%) IZRO B, 1EEREE L ORRBEENEE TERVWASE
HGL 5174 Bl (68.9%) ZFRD BTz, FEBLHEN 5%LL LORWERIZTERD &30 T
HoT,

#3 FREEN 5% EORIEA (CA209142 3BR)  (ZZAMMERITSHBER)

HERIRHE BilE (%)

FEAGE 74 131

(MedDRA/J ver.19.0) 4 Grade Grade 3-4 Grade 5
2EIEH 51 (68.9) 15 (20.3) 1 ( 1.4
B IhEE

THI 16 (21.6) 1 ( 14) 0

L 7 ( 95) 0 0
— % - EFEER X OGO

95 17 (23.0) 1 ( 14) 0

I RE 5 ( 6.8) 0 0
R AR AR AT

U x—E8n 9 (12.2) 6 ( 8.1) 0

AST B4 5 ( 6.8) 0 0

ALT #40 4 ( 5.4) 1 ( 1.4 0
72T 4 ( 5.4) 2 ( 2.7 0
FEIE R KOV T A RRRE

& O PEIE 10 (13.5) 0 0

9% 8 (10.8) 0 0

R INIRZSING 22 5 ( 6.8) 1 ( 1.4 0

B2 R 4 ( 5.4) 0 0

¥, RS RRIE/ 2 A3 F—6 5] (8.1%) . ATFHEREREE 6 5] (8.1%) . FhikfEE 5
% (6.8%) . FUIRMHERERSE 5 5] (6.8%) . infusionreaction3 il (4.1%) . BEHEREMRE
361 (4.1%) . KM - /NG - LD THI 3 4 (4.1%) | EEORFEFEE 141 (1.4%) |
RIS RERE S 1 151 (1.4%) M OWER 16 (1.4%) 23580 vz, H7-. FVEMERGZE A,
HAEAEE A, DA, Mgk, LBUBEIR. FFARA. IF4. m(bMEE &, TNEAEHEE
PR, Mk - BEMRAR . FRARIMASZEARE, B MEES, mEREREMEERE, MZ, 5&
DRSS, DR R H I OYEFLIZERD B2 0o T2, ARIVER S BRI B
% (RREMRT 25T) 2E0EHEREZRT,

(KA VY h~T (B FHfLz) LofEHxkE)

FEELT 118/119 #1 (99.2%) (2388 Hiv, 1BRERIK L O RBEURNEE TE WA
EEHAT 87/119 B (73.1%) (2R BTz, FEELERMN 5%l EORIERIZT RO LY
ThoTz,



#z 4 FREEN 50 EORBIERA (CA200142 3B  (ZZAMENTSIBER])

FRE RIS HH Bl (%)

RATE 119f3

(MedDRAV/J ver.20.0) 4 Grade Grade 3-4 Grade 5
2EIEH 87 (73.1) 38 (31.9) 0
MRE E Y v GRREE

2 ifi. 8 ( 6.7) 3 ( 2.5) 0
N 3 i

FOIR B R T E 16 (13.4) 1 ( 0.8 0
R A e U 13 (10.9) 0 0
B IEREE

T 26 (21.8) 2 ( 17 0
L 15 (12.6) 1 ( 08) 0
i3 8 ( 6.7) 2 ( 17 0
Mg - 8 ( 6.7) 1 ( 0.8) 0
H Nz 6 ( 5.0 0 0
—f - BHFEER X O SEAOIRRE

W5 21 (17.6) 2 ( 17) 0
FEEN 18 (15.1) 0 0
1 9 6 ( 5.0 1 ( 08) 0
A VTN PR 6 ( 5.0) 0 0
7R

ASTHIN 17 (14.3) 9 ( 7.6) 0
ALTHI N 14 (11.8) 8 ( 6.7) 0
Y —P R 10 ( 84) 5 ( 42 0
R L Ok hEE

JEXONIBI:S 10 ( 8.4) 1 ( 0.8) 0
AR K OV G i ik

BA &R 6 ( 5.0 1 ( 0.8) 0
PR SRR

GV 7 ( 5.9 0 0
MR AR, MEhds K OMthm e

fitiig ¢ 6 ( 5.0 1 ( 08) 0
B $ KOV PRk

Z 9 FEIE 20 (16.8) 2 ( 17) 0
S 95 13 (10.9) 2 ( 17 0
B iz di 8 ( 6.7) 0 0

k. HURIRBEREREE 24 B (20.2%) . ATRERERET 23 B (19.3%) . Fhf-REEE 16
B (13.4%) . FEBUHREMEIE/ 2 A/ —13 ] (10.9%) . FVEMERRE 7 41 (5.9%) |
RIFSRERSE 6 (5] (5.0%) . FIRIHSAERETE 6 5] (5.0%) . FEFEDRIEHREE S #] (4.2%) |
infusion reaction4 31 (3.4%) . KB - /DMEK - EED THI 4 6] (3.4%) . T HEAHERE
feE 3 5 (2.5%) | JIF4¢ 3 51 (2.5%) . CoERFESE 151 (0.8%) . AMZk - Bl 1 451 (0.8%)
M OVESE 141 (0.8%) 3F8® iz, F7-, EIEMEENGE, Oz, Mk, 1 BRI,
FFARA, SELMEIRAE 2, FiRiieZEteiE, BB ikkEE, mEkERIEMERE, i, 5
&g, I, BEALITRD b o Tn, REWEAEIURILIIEESES (FFER
TERT 2 ET) 2 50EIERE =T,



(ML - HE]

AR OREMEYBETT LV EZFHA LY 2 2 b—3 a3 42k v, AK 3 mgkg (K
) XX 240 mg % 2 FRIENGE TS LI2BROARR O Mg iR EI S S iz, ZOf
R K240 mg G L7ZBROBEE R, AH 3 mgkg i L7 BROBEEE & L HgG
LTz~ & THlsnzbon, AARNBETICEBW TARMEN R I TWDH
% AR (10mgkg % 2 BRI CRY) CAAIZ RS LI-BROgE R & ik U CRE
e THlane (FR) . MAT, EHRoOBEICKIT 27T —ZIHKI&x, KA
3mgkg (KE) XX 240 mg % 2 HFFIFE THG- L 72 BROARRF OUREE & & A0 3%
M & ORE Z RS A IR SUGTE T VAMEE X, YEBEIZ OV TR T
R, ERRoME - AEOR CHIMER NVZEMEICHAfRER T2V E RIS, &
72, MSI-High 43 2555 - EIGEEE OT — 4% 2 & - RHENRpEET T v, Bl
BEBFOT —ZICEDSEMESNTRBISET VE W2 E 2. AH
3mglkg (KHE) Xi%240mg &1 Y A~7 1mglkg (KE) % 3R TG L
BRI BIfE A 22 R34 Ulen EHER S Tz,

R5 FAOEKWHE T A—F

ik - e | O Crindis Cougals Comsss Conns Cousss
(ng/mL) (ug/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)
3 meke Q2W <35~52§ '7608) (10.17?'264.5) (17.21‘,"333.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15~22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 melke Q2W (14;,9;19) (51.62f'739.2) (79.98),?14) (33?,9232) (18421,1 1) (23;7286)

R (5%43,95%5) « Q2W : 20EMHEIHIRE. Cmax : FIEIRG-14 O B @ MG PIREE. Crminaia @ FIEIE 514
14H E le’ﬁéfiﬁlﬂl‘?}%ﬁ:’(ﬁgx Cavgd14 . %D@&E‘ﬁél‘ta H i«c@j‘_ﬁi@ﬂﬁ%[{j@%g\ Cmax,ss . ﬁﬁ%%ﬂl
ELTZD%%E{%EP&%E\ Cmin,ss : Eﬁ%ﬁﬁéiﬁﬁé%{&ﬁl%qﬂﬁﬁ\ Cavg,ss . Eﬁ%,ﬁﬁﬂiﬁﬁ'éﬁji@m?ﬁ
R

IHiz, RFOREMEBRBETVEAFIH LY I ab—2a il b, KA
480 mg % 4 I M RIME TG SUIREAGRO YL « HE%E TG L7 BEOARA O ik ik
FEEDNRRRT STz, T ORER, KAl 480 mg % 4 HERIE TG LB EFIREICS T
LG FIRE (LT, [Cagss) &V, ) 1F, AHl 240 mg % 2 HHE IR TG L
TeBRD Cavgss CHRIT 2 & PHIS N (FFR) o Flo. KA 480 mg % 4 HEFE IR T 5
L7 O EERBICHIT D mmiE FIRE (LT, [Craxss) &£V 90 ) 1E, AH] 240 mg
% 2 WHFMNE CHEE L7ZBED Cuaxs & L CTEEZ R T E RIS N OO, HAAN
BEIZBW AN ER SN TWDHE - HE (10mgkg 7 2 BFRERCTHRE) T
Fl a5 UT2BED Cuaxss & I L TIREZ R T & FRIS N (TH) . AT, #E%D
FEIEICRB T BT — 2 I2HES &, AAKI3mgkg (KE) it 240mg % 2 @B, #L<
EAH 480 mg % 4 WM MKINE TR G L7-BROARK OBR TR & & A T etk & o
AT DIREST T VPR I L, YZBEIZ OWTREI M T iR, ERio
i - HEOB THINEL V2222 R T v & PRl ST,



K6 AFOEMBERLRNT A —F

v - e Crnax Chmind28 Cavgd2s Cimax.ss Crin.ss Cavess

(pg/mL) (ng/mL) (png/mL) (pg/mL) (ug/mL) (pg/mL)
S meke Q2W (352 '760-8) <16-257f0-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,'?27)
240 me Q2W (511%103) <23§?§21D <30252i19> (10§?354) (41i2?58) (62a?%87)
50 mg QAW (10;?307) (15if;;xn <37ff§2u8> (14?}?36) (27Zii37) (62a?%87)
10 mglkg QW (142?322) (8622?32) (101}?48) (323?225) (18i}§03) (2327277)

il (5%, 95%5) . Q2W : 2iMAMIREIFE. Q4W : 4MEEIRINE. Cmax : FIEIHE G54 O S ML i A
Cumindzs : PIEIE G528 H BIZE 1T D FARIMIE IR, Caveazs : B EH28 H B & TOIIMIE P E .,
Cruaxss © EFIRRBIZIUT D= MLIE IR EE . Crminss @ EFIRTBICE T D I MEIIE FHEEE . Cavgss : & HIREE
(S SIpRAR S ] IR b =35



4. BRIZTHOWNT

AFN OB G- DN H 72 BE &2 - FE L. AFoF 512 ;@E%ff TEFRZRB LT
BRICKHET 2 Z ERMER 7D LFOO~Q@DFT X T &= T aicB W THEHAT
RXTH5DH,

O MEFRITHOWT

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

(1) BEAFBRENEET 503 A B REEEILSRBES (FE RS A BRI AR
Hiek A3 A 2L RURE . MUY A BB 7R &)

(2) FrERERERDE

(3) HBENTEAEDFEE T 20 APHEEEHT (03 A ISR ERibT, 23 AR
W 1IREBE, DA EREER e &)

(4) ARACFRIEEZRE L, ARG L FREZRR 1| USRS LR iE 2 R
2 Ok IEAEITSR D JR H A AT > T 2 ik

(5) PUEMEREESAILL G HEIN O R sk K AR 5 M 24T - T B itk

O-2 M - B O LTFRRIE R O 'H/Eﬂﬁ%fé‘%ﬁuﬁ#@xﬂ“ Aoy IR RnEk L REER & RO R
il (FROWTNNIEE T DEM) 23, SR ORFNET 2R OEMEE L L
TREINTND Z L,

*

o [EEMFFESE 2 FOUMIMHEZE T L7721 5 FELL LD D ATRE DB IRIHE 2
ITHoTWBHZ L, 96, 2L RIX, BATEMEEZ £ & UEERES S OHE 2
1ToTWBHZ &,

o [ERIRFFISE 2 FOWBPIHHEZET LI2&IZ. WLam OB ASEMREZ 5T 5
FELUEOHLEIIB FOERZIT o TN D Z L,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKREREZAG LT\ D
Z &, OB 3FELLEIE., TEIbESE O D A SRWPRTE & G e iE b g T OB IRAHE &
T TCWNAZ L,

© BENOEEMFEREBROMAHICONT

3R A 1 B BRI AEF 9 2 LA DS E S v, BUERAZED D OIFHRE D, A - &«
é‘fi’%%?ﬁ‘]‘%?&@ﬁ@ﬁ&m:%“ A D IRt AEFRPEAE LIS OWE
R FEPHLIATON D BRI E->TVD Z L,

10




@ BEA ~DXRIGIT 2OV T
@-1 HEsAHIC 32 B

VR MEGE RS 0 TSR BIER S T4 L-BRIZ, 24 BEREIZ2IRIAHIO T, YMi%hiak X
IEEE R 1BV T, BB L2 RIWER IS U CARBEE B L O CT O RIVEH ORI 24
HAAREOFEREIY BRI S, EHICKHG TR IRH N E > T D Z &y,

@-2 EENEEEICL 2AFEELNHICHET 2 EH

DAZIRICED 2B M OB 2 A T A EREEFEDPRWERE=2 1Y 7
EHEOIERDOA T V== T EHATOEIRE EfFlZ G TE 5 F— AERIRH 23
ESNTWAZ L, B, BiEHEICHOWT, NABRE EZDOFBEICHFSITAmENT
WhHZ L,

@-3 BHEADZMWr-OxN B LT

BIVEA (MEMEMEEIZIN 2, EEAEEDRE, Ok, Tk, BT RAREE., KIBK.
MBS, BEEO TR, 1 RBERA, BUERTR. ITAA, ITisneRasE . Tk, i bminses
2. FURIMERERS S . TRMAMEEREE, MiEE, BEE. RITESE. KK, EEDORKZ
JE R, FFRIMARZEFRIE, infusion reaction, HEFE7cMygkmE, MERE RIEMERE, FikL.
Bede . WL DFRPEROS, IR EME, DS (O FEMME) - RIK - DI AMGHES) |
REFEREE . MBI, JBEALE) 1Tk LT, YikhEak U BB O BF P2 AT 5
R & EE L (BUWERA ORI L THREM O EEZ TN &M H D =
&) L EBICHEY) R ALEDS TE ARG ESTWDS Z L,

11



5. RERBRLLRDBE

(A0 BId 5 F1H]

O TROBEICEODTAAEMBEROCAF A Y AT (Bio ) & off
MTEGOHRZENRENTND,

DN A FPRIES \THETE U 7- A R DR AR RE R AT - R OEEE~ A 7 a¥ T
A4 NAZEM  (MSI-High) =83 548 « BEEEE

728, MSI-High #3252 LoV L, =R~ (Bl fiz) oar =

7

VighiEk (M5e4 c MSIRAE S~ b (FALCO) ) #HWTHERR T 5 Z &,

@ TFREICHST B B IR B ARG T ORI DU T i, AH DA B2
ML SN THE BT, ARORTHG L 725720,

7 oAb ) 2 DU RPUEMEES] AV FIF U ROA Y T h R
IKFNZ L DIRIEIRE D7\ B

Wi L

AY LA~7 (B fifaz) DAOFEEMSEERES & OFH L TG S5 B

(24P B3 % FH]
O TRICEKATDRBEICOWTHEIAAOKRGENER L SN TND Z b, 52T
DR L,

@

ARFN DRI AT LI BUE O BEEIRE D & 5 3

TBPRATORHIIZ W T RREICRE Y T 2 BE IOV TR AADOHRGTHERE S e

AN

L OTEFRBIEL DN NG EICRY | EHEREICAKIZFEMN T2 L 2BETE 5,
MR B O P UIBE E D & 5 B

050 e R A A C R 52 % iR 8 D FRE KON B 0D 5 S ik 2 -0 S A it ¢
FEDORINZRIEMEZA LD IR B 5 B

A AR B OO0 UTEMER 24 L < X0 B R R OB D
b oHEE

gz AElE &M 2 5l Db 5 EE

ORI 2 A3 5 B

ECOG Performance Status 3-4*¢ 0 i3

(6)  ECOG ¢ Performance Status (PS)

Score

o
JEFR

0

< MR LJEBTE 5, R E [F U HHAEEDSHIRZ <725,

RRRZE LUEBNIHIR S 228, BATAIRE T, B > TOMEEITIT ) LN TE D,
RS N (S

BATAMRECTH D OH DEY O Z L 13T X CTRIAEEBMEEIT TE 20, BH D 50%LL L~ R4 Tl 29,

BONTZEHSOHOEY OZ L LHTERY, AR 50%L L Xy R+ T,

E-S AR S]

BT R, BHOHOEIY O Z LIFAES TERY, BRIy FRFTHIT,

12




6. MEICEEL THEBE T REEIH

O WASCEZEIIIN 2, MEREEE DRI 5 @RS 1T -5 X ARHF O Frit M OV 1Ef#
RO DI LEIMERE T ICEM L T+ s 2 L,

@ TBRIEBRIAICHENI G, A T Z DFEIETH MR OfERRME 2 45 L. & 425
ThroEEGET5HZ L,

@ FERBEWEHDO~RT AL MTONT

MEMMEER S LD ZENH DD T, KEIOEGIZHT-> T, BKRE
AR (PR RIS, Bk, EEVE) OMEFE N OISR X # A O %, Bl a 145
AT 2k, Fio, BEIR U THE CT, MiF~— —%Dit %z £ 2
Z &,

AFN DO EILEE D infusion reaction (22 TEAFFIZ 072 %D TE 5 UE
&7 > 72 ECBtG 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
WHHONDZ L bHDLDT, KFRE R OAFEGHHE T HIT A Z A
YEWET %, BEOWREBE /7B T 52 L, 70, infusionreaction &
FEHL LI A IR, AT OB K QYRR ERICIEE S 5 TRE L o8l
T5Z &,

FRIRBERERR S . T EMAEREREE R ORIBFEERH 5oiLd 2 &03H 5D T,
AN D ¥ 5B hERT M O G-I I E BRI N tkne iR & (TSH, #HfE T3,
R T4, ACTH, I 2T —VEORIE) #FEhid 52 &,
AHNOEEIZ LY | WEORIEFINTERE T 5 L& 2 BN DHER 2 RREHIE
DHLOLNDZENHD, BENPRBOOLNTGEITIL, BELLEZFRIIS L
B 72 ek & R BR 2 Re O Al & i UGl bl A BRI W 21TV IR o
FOGIZ X 2 BWER A g0 2551213, AFIORFES TP 1E | K OEIE BB 7R
WEVRIORGEEZZET DL, ek, BIBEERLVEOREIZEDAIE
MOYEEDRTRD BN WGE T, BT B R E o DSOS fiil Al 60
HEET D,

BeHA&T %, BOEM N OHE I ARGE L T D RIERBRELT 2 Z 83 H 570,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BBEPR I (BIE 1 BUBEIRI 2 5 de) 23 Hiodv, FERWMES RT3 R—v &
ICEDZERHLOT, M, Eul, MRHFEOIEROFEHC MAHED 1712+
SEETAZ &, VBRI SE TR G2 HIEL, 42X 8
Al OF 5 E DY L EZIT 5 Z &,

BUENT 2. A2, ITHEREREE . TR, B{LIEIEERPNH L OND ZLn3d D
DT, EHWIIITHERERE LTV, BEOREEZ H3ICBET 52 &,

@ AFNOEERRBRICIBWT, HERBS 24 BT 6 M Z & F LRI, 125
M EICEREDFE 24T > T2 Z & 2B B ARG I E I B A
THROMEREITH Z &,

13



HEERHEEST A RFA v
=R~ 7 (Bl Fr#Z)

(BR5E4 « A7V —AREFHE 20 mg, 7V —RRHFEHE 100 mg, A7 P—
RRMEERE 120 mg, A7V — R K EE 240 mg)

~ BRI~

S22 A8 (Ff445 AUET)
JBA B
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1. IICBIC

RIS OF M « ZRMEDOMEROTZ DI, U SCEFIZE S W2l E AR D
BND, S5, IHEOREREMOMEAIC L0 | FURESR S 72 & OFH0 72 5 B E R
FREZRBDBARIND T T, 2 b OERMNZ EIZHNERBFIRMLT 5 2 L BBEO
FRRE L 2o TR Y RFEMBOEE & O AT EE 2016 O 28 4= 6 A 2 H M#EIE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnb,

PRV ERR T, KEERASCL 2T 0 7 7 A VDBBEEOEIRSL & D IR
RHZENDD, DD, HMEROLZEMEICBET A IERSH0ERET 5 £ TORM,
MHEIMOBEZMLZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L7 BRIC B 2tz & D 2 & AN AHE /e — T O B i 7= 3 R SR BE i
THZEREHEETHD,

L7eRoT, KA T A TiE, BARERESLZNE TICHELN TV A EFIHTH -
BHE RN S-S & | LT O ER GO il 72 5 2 HEE T 2 8L b B e gk &%
HROEEFEHE =T,

I, ARITA BT A A%, MSIATBOE N EE S R A A, AmEE AR AR
BRI o . —AFEENE N B AR IRNEHE S, FrEFREFTEENE N B REE T2 O W
J1ob EERER LT,

RS L I BEIRS, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4
— RS 120 mg, A7 Y — R IR 240 mg (— %4 - =
P~ 7 (Bl FH#z))

REERDIETER - ARTEUIBRARGE AT « FEFE D RIERE
RIEFER T DI AHBLHEE

WG ERDMEROHE . <ARIGUIBRAREEZHEST - FFEORIENE >

W, RANCIE=Av~T BB Z2) & LT, 1[\240mg

Z 2 ERIRINE S 18] 480 mg % 4 3 R RIFE CATEEET 5,

L OFEEMEIEEA & O3 25613, @, A=A Lr~7

(Bl z) & LT, 1[H240mg % 2 AFIFENE. 118 360 mg

% 3 B IR S 1 ] 480 mg % 4 3 [ [ CRim it 5,

< BRI BT DIFZ BRI >

HWE, RAZE=Rr~T7 (B ##iz) & LT, 1[E 240 mg

Z 2 W R R ST 1B 480 mg % 4 ARG CARERET 5, 7=

L. BEHMT R VAMETET S,

L /INBPSEL TR A4

et
3
=
Sl
M
o




2. AHN DR, VERBFF

A7 — AR R EHE 20 mg, [RLATEEE 100 mg, [FLAGREERHE 120 mg K OVRLAHE
H240mg (—ie4 - =R~ 7 (BEHIEZ) . DUTF, TARAL Evd) 1d, /RS
i TEMREH L AX Ly 7 24 BTV AL s~ F¥—X 2747 (BMS) #)
235PA%E L7 & b PD-1 (Programmed cell death-1) (ZX%F3 5 & M 1gG4 £/ 7 v —F /L4
KThsb,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T2 2
1) BT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U 4 K (PD-LI1
KMONPD-L2) EfEa L. U RERIZIEIMES 7 F 2 fmizE LT o REROTEHEIBIREZ
BIZFRET L CTWb, PD-1 U W RiFHURE MBS B b Ok & 22 Gk 5B
LTk, BMERAMEBE) LU LB TS PD-L1 DOFEEBL L IEDELF
HH & OMICADOHBEBFR & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66)
F o EMER AR IR T MlaS AT 24 X — T 2 v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L EEMAHRIZI T 5 PD-L1 ORI LD
ALEWIR & ORI EDOFBIRRN 5 & O#HE S & % (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 @5 H S E -3 AMlaiE, PUFRFER CDS Btk T Hifa ool fufs
TEMEZ 59 S8 545, H1 PD-L1 /KT PD-1 & PD-L1 & OfE&EET 5 &2 OHIN
GEEIGEREIE T 5 Z EDRENTND, DI &2 H PD-1/PD-1 U 72 RERERIL, 23
AR FURRF A7 T MM O OBEEE A BT 5HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFESHEIE) ITREE L.
PD-1 & PD-1 U AV REDFEGEET L2 LICL Y, BASUFRRFRZ T Mlaols
PEAL K O AR IR k9 2 MRS TG M 2 58 5~ 5 2 & TRk e PLidgsh R &4 o~ 9
ZENER I TN D,

IS OEN S | AFNTEMEIER ) 2 B 2R EIC R0 55 b0 & MIfF S,
BiEmEE NG L UBRRREBRZ B L, Ao, Btk OERERHER I N,

AHNOVEEFZ LS < B DORE S L DEWER%N S S b, EEXIIRETIC
BLHAREMEN D D, AKNOE G- H R OEE#ZITIT, BFOBELZ 01470, BEDR
D BTG AL, BB LT FRICIE U= MR 22 ek & B85k 2 R DR Al & s L Ciil
GIZR BRI W 21TV, IBE OSE RIS K D EWERA N SEbN 2551213, BIBRE AL
T UHIOE GO RE Z 1T O LERD D,



3. ERIRPGE

O AACFPRIER I THEE U - ARIGYIBR R REZR YT - BRSO RER ., ORE®BICBIT 5
WML, KOO L HRIERIGIE ORIR IR RE /2T - R O RIEE O7KGRREC
I 2 AT o 72 B2 EERRER O g 2 T,

[H2hE]
O [EERLFEE ISR (ONO-4538-24/BMS CA209473785%)

7 oAbV 2 VU RPUEMIEBA KL O T T F - 8H % G e O AL SRR RIS G U
A OARTECIRANRE 72 AT ST PR D FE e FE 5 38811 (A AR N B 27401 % & e, AH|
RE193M . SHHRAELOSH) At BRIT. # ¥ RPUEMEIEER ( F& & vk ik
R A XRI) ERIRE L CARHI240 mg 4 238 RIS CAEEE LT & 2 oaIM K&
Otz et Uiz, EEFEEE ©H 2 247 MM LR, Tos) twvw)H, ) (i
i [95%(EHEX[H] ) 1%, AFIFET11.17 [9.99~13.73] & H . %IHE#E C8.54 [7.20~9.89]
HATHY | REIFEIRPREECR LG FERICERERIEEZ R LT (¥ — KE0.79

[95%(5 #E X [ : 0.63~0.99] . p=0.0381 [J&@%Hlllog-rankfEE] ) .
* 1 R 2 L AKRIIC O TILTS mg/m2 4 SR I CRIRNEE -, %7 U Z BN T,
100 mg/m2 % 7HE 2191 7 v L LT, %1, 8, 15, 22, 29K UB6 A HICHIRMNIEG T 52 L L &n

77
1.0
0.9
0.8 —a— AHIE
0.7
_O--Y88
G o-- JERE
£ 05
=5
0.4
0.3
0.2 - Y
-0e00 5 ’ 5
C@eag T ens o i
0.1 .
e S o
00 1 | | | 1 | 1 | I | | | 1 | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
at riski £7FEARI(A)
A 193 170 158 139 120 105 89 77 65 55 38 20 13 10 6 4 3 0 0
pofier 195 182 157 116 100 79 66 55 48 39 26 16 11 6 2 1 1 1 0

K1 OS ® Kaplan-Meier Bt (ONO-4538-24/BMS CA209473 FRER)



@ EFEILFES MR (ONO-4538-43/CA20957 77K 5%)

WAL RO FRIET I K 0 IR BRI E 2228 (BLT, TpCR) &V H,) DREH B
IR o T2 B OINREEMT94 ] (AARNEE 63 Bl ale, AAIRE 326, 77
AR 262 B) ZXIGIC, T TR EXEE LTARA 240 mg & 2 BRIFE T8 F (16
), 20% 9 BHE @ EIHEELGO 2 @EF%) 206 480 mg & 4 1 IR C A E

(&K 12 WAM) L& 20FIMEROLRMEL B Lz, FEFHMIEE Th 5 HH
AAFHIR] (PR [95%(EHIXH D) 13, AAIRET 22.41 [16.62~34.00] WA, 77 &R
FET 11.04 [8.34~14.32] WA THY . AFIMEIT 7 B AR LHLGHARINCH BT
FExRLE (A — R 0.69 [96.4%(E#E XM : 0.56~0.86]. p=0.0003 [J&5!| log-rank f5#
E1)o

*1 ALFEFRIEDO LY A 2 R OV BR#E1E1L. National Comprehensive Cancer Network (NCCN) X &
European Society for Medical Oncology (ESMO) D H A KT A LAHE U 7= AR ER 0> 3 i [E] 3 13 sk
BT DIEMEIRIR AT O 2 & & &z, T L, (PRI A SRUERESERAZ S5 LY A v
s,

*) ¢ i1 OB FIMRFE T, American Joint Committee on Cancer (UL F. TAICC) &5 ,) RSy
BMOEETHD ICESS ypTl LEXT ypNL L ETHD Z L L EZR SN,

*3: MIEIZWIRE IS AJCC o0 8 (B8 7 W) 12355 < BRPRI A D8 SO I oo £l (S A2 Fr<)

T RE B A& I & DRV LRk IR S AN Tz,
4 FIRIC LY ER S SRR S U BE AN ST,

09 { 3 —— K HI#
08 { ™ -o-TS5uRE

Rt HE S0

0.2 -

0.1 -

0.0 T 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 42 45

AH|FE 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 0
77t REE 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

X 2 ERAEFHIE D Kaplan-Meier BB (ONO-4538-43/CA209577 3ER)



@ [EEILFESE I (ONO-4538-50/CA20964855k)

(L FIERTE IR ORIRYIBR AR RE 22 EAT - RO RIEHEEFT970 ] (HARANESE 394
Wl aEETe, AF+A U L~<72 (LLF. [NIVO/IPI] L5, ) BE 325 fl. AK|+ 7
AR T UKV AT T T o ETeb RS (BLF, INIVO/Chemo) &9, )
BE321 0, 7Aoo T VRN AT TF o reaifbggiE (LR, [Chemo) & W
9, ) BE324 B1]) Z x5z, Chemo Z X%t E LT, NIVO/IPI & O NIVO/Chemo DA %)
PR OVZ e a2 Et Uz, EEFHEIE B X, tumor proportion score™ (LA N, [TPS) &
W, ) ZI%EMICE T D AR (LT, TPFS) &9, ) RTPOS THY |
BIREHMEE & S ITT E£HI2EB1F 5 PES LN 0S st S vz, FOfE%R., TPS=
1%EM L ONTT M5BT 5 0S 122U T, NIVO/IPI B T NIVO/Chemo #£1E Chemo
FEICXT L, W FICEBERIER 2R LT,

*1 RIS R E IR W ORI R IR T LR (FICRTE EEEN ) k&,
KEIAR, KEZE~OH LR ERO R VBEERRISR & Sz,

*2 . ARAI1[E 3mgkg ((RE) % 2 BRI, F1 Y A~7 (EaHEMZ) 108 1mgkg ((KE) %
6 I IFIRKIIR CAE LT, DERIBEBRRICISN T, ARIZAICEE L, A ) Av T (&S
THAHE Z) IIARBN OB G T D 30 0Ll EORIEE BV TR 5 A BlsA Lz,

¥4 E 1A 7L LT, A LR 240mg & 2 BIHEE, 74w YT 20 800 mgimd H A 45
PFAI7VO1IHBENS5HEET GHM) . VAT TF 80 mgima WA 7?1 HEIZE
WRAEE G U To, ARAIEACSERIE 2 R B ISR 5T 5 S8 ARERICERE L, 7ty T
BV AT T F AR OFKGHK T 5 30 0L LR A2 B W TG 2BG LT,

*4  JEIEHERIC 51T D PD-L1 2363 LB B 288 & Sh-,

1 APHEORKE Q0214 1A 18HF—FH >y b47)

TPS= 1%E ITT 4£H
NIVO/IPI #f NIVO/Chemo #f Chemo #% NIVO/IPI # NIVO/Chemo #f Chemo
(158 f31)) (158 #1) (157 #1)) (325 #) (321 f) (324 )
?j;;f 4.04 6.93 4.44 2.92 5.82 5.59
[2.40, 4.93] [5.68, 8.34] [2.89, 5.82] [2.66,4.17] [5.55,7.00] [4.27,5.88]
[95%C1]
pps YT KK 1.02 0.65 o 1.26 0.81
[95%CI] ™! [0.78,1.34] *2 [0.49,0.86] * [1.04, 1.52] [0.67,0.99] *
p fi" 0.8958 0.0023 0.0355
(K (0.015) (0.015) - - (0.015) -
(i{al)) ' ' '
T;ﬁf 13.70 15.44 9.07 12.75 13.21 10.71
[11.24, 17.02] [11.93, 19.52] [7.69,9.95] [11.27, 15.47] [11.14, 15.70] [9.40, 11.93]
[95%C1]
os ¥R 0.64 0.54 o 0.78 0.74 -
[95%CI] *! [0.49,0.84] *¢ [0.41,0.71] *7 [0.65,0.95] *8 [0.61,0.90] *
*5
(giﬁ Kt 0.0010 <0.0001 o 0.0110 0.0021 -
= (0.014) 0.005 (0.018) (0.009)
() (0.005)

Cl: fEHXM, *1 : TPSZ 1%HEM Tix ECOGPS (0, 1) K UMs#hgas@d (1 LT, 2@l L) ZERIE T & L7z @Al Cox Hfi N
F— RET L, ITT £ TILECOGPS (0, 1), #hEas@ (1 @ELLT, 2 @LL L) RO PD-L1 FEEURIL (TPS= 1%, TPS<1% ik
HIEAHE) AR & LERI Cox I NY — RET /L, %2 0 HEAKMEIKHE L7z 98.5%CI X [0.73,1.43] Thotz, *3: FEK
HEIZ 5 L7z 98.5%CL 1% [0.46,0.92] Th o7z, *4 : HEKEITKIS L7z 98.5%CLix [0.64,1.04] Tho7z, *5: J@5I log-rank f&E
(Cox Hfl At — RET IV EFEROBRIRT) . *6 : FRMITIZI T 2 HBKEIZKIG LT 98.6%CI 1% [0.46, 0.90] Th-o7iz, *7:
H AT (2 381 DA B AK MBI L7z 99.5%CT 13 [0.37,0.80] T - 7=, *8: FHEIMRNTICIS T A B KHEICHIE L7z 98.2%CI 1% [0.62,
0.98] Th otz *9: HRHENTIZIS T 5 H BKEICKHE L7z 99.1%CLI% [0.58,0.96] ThH-oiz



3

1.0 -+
08| b
0.9 ,\*-
= 08 < 08 R
[J > \
> s +,
£ i £ o7 v,
5
@ @ + 5 . )
% 06 T 06 L \\\ NIVO/Chemofif
o o \
3 05 3 os % P /
s s % —“1\\L
204 2 04 5 ”“‘rv—,\_\_
£ Z .
3 2 ¥ A
2 03 203 . -91‘
] o o
a a /
0.2 0.2 . 2 -
Chemolfif: e 98 it =
0.1 01 L
0.0 0.0 L
T T T T T T T — T T T 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
Va1 " = 1 B O A
Number of Subjects at Risk FEARMIHLOMA (A7) Number of Subjects at Risk EERFF T HL0HEE ()
NIVO/IPIEE NIVO/Chemo#§
158 136 116 98 89 63 50 40 31 20 1 9 a o 158 143 129 105 88 70 53 36 22 16 4 2 0 0
Chemo## Chemo®%
157 135 105 72 52 36 21 12 8 4 2 1 1 0 157 135 105 72 52 36 21 12 8 4 2 1 1 0
. =
X3 OS®DKaplan-MeieriifR (ONO-4538-50/CA20964875%)
0,
(TPS=1%%£H)
10 10 \"a
09{ ’-"‘4‘ 0.9 %
08 x 0.8 \\\
s g w0\
207 2 07 S
7 A i b
3 06 < ; - 3 06 B ;
§ A NIVO/IPTHF: g NIVO/Chemokf
3 05 *, / 3 05 ”
s s e, s B /
2 04 Z 5 2 04 *
z 03 2 03 \, o
-3 e -] o —
S S ;
S 7 S o A,
% 02 Chemolff %033 ’Nb""'\n» Rep—iiny
— -+
0.1 0.1 L —
0.0 0.0
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 42
e 34 13 2 & D REE = IR
Number of Subjects at Risk RIERSATLOOHH (A) Number of Subjects at Risk fEREIR T 25D/ (A)
NIVO/IPIE: NIVO/Chemo##
325 274 232 191 166 129 97 77 55 33 22 12 6 0 321 293 253 203 163 133 92 60 40 26 12 4 1 3} 0
Chemo®# Chemo#¥
324 281 229 171 131 93 56 a1 23 9 5 2 1 0 324 281 229 171 131 93 56 41 23 9 5 2 1 0 0

X4 OS®DKaplan-MeieriifR (ONO-4538-50/CA20964875%)
(ITT4£H)



(PD-L1 ZEBUR LB DA 2hH:)

E AL FEFE AR (ONO-4538-50/CA209648

AR ([CHAAN DN BE DT — X

(ZHS & | PD-L1 OFBURIBNCIAT 24T > T A ME (RRII 7RI 2 Gde) M OVZE4A
PEDOFERIZILTO LB TH-o T,
NIVO/IPI } TF NIVO/Chemo (2B L T, PFS KT OS OWFHIZEWTH TPS<1%D
FBEEM TiE Chemo & bl L 7 SERAHANIIFRD HivZe oo 7= (2, K 5),
723, PD-L1 OFBLRMIZ L BT, KFlOLZ2MET v 7 7 A VITFEETH > 70,

F 2 TPS<1%DAEEDRI (ONO-4538-50/CA209648 #ER)

TPS < 1 %55 ] *!
NIVO/IPI Ef NIVO/Chemo ¥ Chemo #%
(164 1) (163 1) (166 %)
?j;;f 2.83 5.55 5.75
1.68, 4.1 4.44,6. ) .
PES [95%CI] [1.68,4.17] [4.44, 6.93] [5.39, 6.97]
NP — Kk 1.45 0.95
[95%CI] *2 [1.13, 1.88] [0.73, 1.24]
Tjﬁf 11.96 11.96 12.16
10.09, 16.03 9.86, 15.54 10.71, 14.00
oS [95%CI] : ’ ] : J [ ]
NP — Kk 0.96 0.98
[95%CI] *2 [0.74, 1.25] [0.76, 1.28]

Cl: {EfEXH. *1: PD-L1 fIIEREETH - = BE IR ST, *2 : FJE=EHI Cox

N — FET L

1.0 1.0
F 08 S 0.8+
= 0.6 Z 0.6+
2 3
2 0.4 NIVO/IPIEE 2 0.4
s |l s / E |
£ 02 e £ 024
] -0 0---0
- Chemofif — -
0.0 0.0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Number of Subjects at Risk
NIvoTPIEL64 136 114

ChemolE

BRI A B0 (A)
91 75 64 45 35 27 13
99 79 57 35 29 15 S5

166 145 123

Number of Subjects at Risk

NIVO/Chemolif

I 3
3o

0
0

0

0 0

Chemaf

NIVO/Chemo#

=gl

L
Chemo#

T T U T T
0 3 6.9 12 15 18
e 2y AT 0o 2
163 150 124 98 75 63 39
166 145 123 99 79 57 35

21 24 27 30 33 36 39 42
o iHM ()

24 18 10 8 2 1 1
2915 S idnads i)

5 OS ® Kaplan-Meier HifR (ON0-4538-50/CA209648 REk)

(TPS<1%%H)



[Z4tE]

O [EHEILFREIFEE (ONO-4538-24/BMS CA2094737 5k )

BEREGIIARAIRE 172/192 1] (89.6%) . *FHARE 192/194 5] (99.0%) (258 Hiv, iR
BRIE & DR FBIRNEE T X WA FHRITIAFIRE 129/192 41 (67.2%) | <t HEEE 185/194
B (95.4%) IZFH BTz, WT DR TIHELFN 5%LL EORIERIZER I D LBV T
HoT,

£3 DT OFETREEN 5% EORIEF (ON0-4538-24/BMS CA209473 3RBR)

%k (%)

LR PAS &
el o i
192 {3 194 {3

(MedDRA/Jver.21.1) 4 Grade Grade 3-4 Grade5 4 Grade Grade 3-4 Grade 5
2RIEA 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (655 2 (1.0)
KGR X OV Mk =

FIB 23 (12.0) 1 (0.5 0 27 (13.9) 2 (1.0) 0

% ) FERE 17 (8.9) 0 0 9 (4.6) 0 0

BB E 3 (1.6) 0 0 97 (50.0) 0 0
—f% - REEER L OGO INEE

FEER 15 (7.8) 1 (0.5) 0 16 (8.2) 0 0

95 97 14 (7.3) 1 (0.5) 0 42 (21.6) 9 (4.6) 0

esNR 9 (4.7) 0 0 44 (22.7) 0 0
R IR R A

U 2 oRERER R 4 (2.1) 2 (1.0) 0 18 (9.3) 12 (6.2) 0

I HRERER D 3 (1.6) 1 (0.5) 0 75 (38.7) 58 (29.9) 0

H i EBRE R 2 (1.0) 1 (0.5 0 72 (37.1) 46 (23.7) 0
H ke

T 20 (10.4) 1 (0.5) 0 17 (8.8) 2 (1.0) 0

PN 5 (2.6) 1 (0.5) 0 24 (12.4) 1 (0.5) 0

{50 4 (2.1) 0 0 16 (8.2) 0

TN 4 (2.1) 0 0 31 (16.0) 1 (0.5) 0

W - 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0
o WBE

FOIR BRFE REAS T 1E 17 (8.9) 0 0 1 (0.5) 0 0
JEYSE B X V&A= HUE

Pt g 3 (1.6) 1 (0.5) 0 11 (5.7) 6 (3.1) 0
B X OseRREE

RARIHER 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
MRE LI 3 REE

2 ifi 4 (2.1) 4 (2.1) 0 47 (24.2) 19 (9.8) 0

I H BRI E 1 (0.5) 0 0 36 (18.6) 27 (13.9) 0

FEEWE L BR R i 0 0 0 20 (10.3) 20 (10.3) 0

H R Jg A iE 0 0 0 16 (8.2) 14 (7.2) 0
BB KOV ARk

ESIEiNn 2 (1.0 0 0 21 (10.8) 1 (0.5 0

5 P9 2 (1.0) 0 0 17 (8.8) 1 (0.5) 0
SR IR E

I L 3 (1.6) 0 0 14 (7.2) 0 0

KR = 2 — T — 1 (0.5) 0 0 47 (24.2) 1 (0.5) 0

K= 2 —a RF— 0 0 0 21 (10.8) 1 (0.5) 0

I, AFBHC IS T FRBEREREE 22 1 (11.5%) | BEECREMRIE/ I 4/ $F—15
B (7.8%) . JFRRERET 13 0] (6.8%) . FVEIMEMGZE 12 1 (6.3%) . 4RERETE 8 fi



(4.2%) . EEOREREE 4 6] (2.1%) . MW 34 (1.6%) . B 241 (1.0%) .
ERelEE 2 1] (1.0%) | 4 161 (0.5%) . RIBZ - /IMEJ - HEED T 141 (0.5%) .
TEAEEEREE 1] (0.5%) K ONinfusionreactionl ] (0.5%) i bhiz, £7-, &
FEMEESGE, DA, Mk, VABEIRI, A4, A LPERRAE 2, RIEHERERE= . Mk -
BERR S, FRARMARZERE, A MR, MERE RIEMRE, kL. R, S &K
K OVLEIEE TR bive o To, REWERFEBLRDUIEE SRS (RRR AR 25
o) ZBUEERETRT,

@ [EFEILFES AR (ONO-4538-43/CA209577 RER)

HEREGIARFIEE 510/532 1] (95.9%) . 77 & AHE 243/260 ] (93.5%) (238 HiL,
TR & OREBIR NG E T E WA FHGIIARAIRE 376/532 5] (70.7%) . 7 7&K
¥ 119/260 1] (45.8%) (2R3 HALIZ, WI L DRE THELRD 5% Ll EORIERIEE 4
DEBY THoT,

K4 WTNHLORETHREESD 5%LL LORIEA (ONO-4538-43/CA209577 3RER)

pi%% (%)

SN IPNG |

e, zliﬁﬂfiﬁ 77 ’z{n“i‘ iEd
" 532 1 260 4

(MedDRA/Jver.23.0) % Grade  Grade3-4  Grade5 4 Grade  Grade3-4  Grade 5
2EIEH 376 (70.7) 71 (13.3) 1 (02) 119 (458) 15 (5.8) 0
H kS

T 88 (16.5) 2 (04) 0 39 (15.0) 2 (0.8) 0

L 47 (8.8) 0 0 13 (5.0) 0 0
FERGF KO ALk

9 FENE 53 (10.0) 2 (0.4) 0 9 (3.5 0 0

K95 52 (9.8) 4 (0.8) 0 10 (3.8) 1 (0.4) 0
—i% - B EEL LOR5E
NEDIREE

97 90 (16.9) 6 (1.1) 0 29 (11.2) 1 (04) 0

bliiyaPna 28 (5.3) 0 0 4 (1.5) 0 0
R AR AR A

TARGEURT I b 29 (55) 2 (04) 0 10 (3.8) 0 0

TR T =T —BHM
PR A

FOPR IR REA T 50 (9.4) 0 0 4 (1.5) 0 0

FROIR BB RE T ESE 35 (6.6) 0 0 1 (0.4) 0 0
B R B & O SRRk E

RAA 30 (5.6) 1 (0.2) 0 4 (1.5) 0 0

¥, AHIFEZ B THUR I RERRE 89 1] (16.7%) . NTHEREMET 49 # (9.2%). #f
PRBETE 35 61 (6.6%) . BERUAHRAARAE 33 61 (6.2%) | [IEMENGYEE 26 151 (4.9%) . Lok
[ 11 % (2.1%) . infusionreaction 10 i (1.9%) . EEEDFEREE 8 5] (1.5%) . &
BERERE 7 61 (1.3%) . KRiEZk - /MG - EEO NHI7 61 (1.3%) | iT7 4 41 (0.8%) .
D 361 (0.6%) | FIFHEREREE 3 651 (0.6%) . 1AUBEIR 141 (0.2%) . HRimAe
FEFRIE 161 (0.2%) . JEFL 1 (0.2%) KOWER 141 (0.2%) i bz, £z, 5
E MRS, TRRMHERERES . BUEFR, RS, ik, %, LERESIEER, Mk
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AR g, JRIFERES, RGN, ERERREE Y E, 2R Mk &UH%%"%‘J‘EH%* R
Siieo T, ARWERFEIURILIBEEFR (RARAEMEE 25T) 23 RatA
%‘fﬂ—_\“j‘o

@ [EERELFEEIFEEAER (ONO-4538-50/CA209648 7X5R)

HEFEGIT NIVO/IPI BE 316/322 5] (98.1%) . NIVO/Chemo #¥ 308/310 f31] (99.4%) .
Chemo #¥ 301/304 il (99.0%) (258 Hav, JRBRIE & ORERBENEE TE WV aES
4213 NIVO/IPI #f 256/322 5] (79.5%) . NIVO/Chemo #¥ 297/310 f4 (95.8%) . Chemo
7 275/304 5] (90.5%) 2D LT, 7ok, EERAERHGUT NIVO/IPI B 214/322 4

(66.5%) . NIVO/Chemo #¥ 180/310 4] (58.1%) . Chemo #¥ 128/304 il (42.1%) 238
LT,

WD DOFETHILFEN 5%LL EORIERHIZRS DLk ThoTo,

£5 DWTNLrOBHETEBIEN 5%LL EOBIER (ON0O-4538-50/CA209648 FRER)

B (%)

%zikﬁ A NIVO/IPIFE NIVO/Chemo# Chemo#

(MedDRA/Ver. 23.1) 32214 3104 30444

“4Grade  Grade 3-4 Grade 5 “4>Grade  Grade 3-4 Grade 5 “4Grade  Grade 3-4 Grade 5

2R 256 (79.5) 102 (31.7) 2 (0.6) 297 (95.8) 147 (47.4) 1 (0.3) 275 (90.5) 108 (355) 3 (1.0)
MEFs LY R EE

i, 12 (37) 2 (0.6) 0 93 (30.0) 30 (9.7 0 67 (22.0) 17 (5.6) 0

L ARSI 0 0 0 29 (9.4) 8 (2.6) 0 20 (6.6) 7 (2.3) 0
Pl s

LR R HE TUHESE 20 (62) 2 (0.6) 0 7 (23) 0 0 0 0 0

FR B REAX T E 43 (13.4) 0 0 18 (5.8) 0 0 0 0 0
B ik

{5 RS 7 (22) 1 (0.3) 0 59 (19.0) 2 (0.6) 0 66 (21.7) 1 (0.3) 0

T 32 (99 2 (06) 0 60 (19.4) 3 (1.0) 0 46 (151) 6 (2.0 0

L 26 (81) 1 (03) 0 182 (58.7) 11 (35) 0 158 (52.0) 8 (2.6) 0

Mm% 14 (4.3) 0 0 98 (31.6) 20 (6.5) 0 71 (234) 5 (1.6) 0

A 18 (5.6) 4 (1.2) 0 56 (18.1) 7 (2.3) 0 49 (161) 9 (3.0 0
—f% - EHREER X OGO REE

ST 7 (22 1 (0.3) 0 20 (65 2 (0.6) 0 17 (5.6) 2 (0.7) 0

7 29 (9.00 4 (12 0 61 (19.7) 7 (2.3) 0 50 (16.4) 11 (3.6) 0

ek 12 (3.7) 0 0 50 (16.1) 1 (0.3) 0 45 (14.8) 0 0

EIBE O 285 4 (1.2) 0 0 33 (106) 8 (2.6) 0 26 (86) 4 (1.3) 0

ARV 0 0 0 17 (5.5) 0 0 12 (3.9) 0 0

FEEL 26 (81) 1 (0.3) 0 8 (2.6) 0 0 10 (3.3) 0 0
TR r

Z;i;i’\zt{ﬁ;ﬂ7/ 25 (78) 7 (2.2) 0 18 (58 2 (0.6) 0 8 (26) 0 0

TANRGRUERT I

A7 27 —¥H 29 (9.00 4 (1.2) 0 16 (5.2) 2 (0.6) 0 6 (2.0) 1 (0.3) 0

n

L7 L7 F =8 5 (1.6) 0 0 39 (126) 1 (0.3) 0 32 (10.5) 1 (0.3) 0

E;i:g;/ 79 0 0 0 19 (6.1) 0 0 9 (30) 1 (0.3) 0

1 R ER B 2 (0.6) 0 0 65 (21.0) 25 (8.1) 0 52 (17.1) 24 (7.9) 0

i AR A 6 (1.9) 0 0 36 (11.6) 3 (1.0 0 32 (105) 5 (1.6) 0

= i BRI 3 (0.9 0 0 43 (13.9) 11 (35) 0 28 (9.2) 6 (2.0) 0
Riits KL OseaklEE

K~ U T AlfE 9 (2.8) 8 (2.5 0 29 (9.4) 17 (5.5) 0 19 (6.3) 9 (3.0 0
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Bil% (%)

A BIRS A

Sokan NIVO/IPI#E NIVO/Chemo# Chemof
(M;;DR Adver. 23.1) 322431 31041 304451
“4Grade  Grade 3-4 Grade 5 4=Grade  Grade 3-4 Grade 5 4Grade  Grade 3-4 Grade 5

AR 19 (5.9) 5 (1.6) 0 132 (42.6) 13 (4.2) 0 130 (42.8) 9 (3.0) 0
R S PR

R4 4 (1.2) 0 0 19 (6.1) 0 0 17 (5.6) 0 0

Kt = 2 —nm XF— 1 (0.3) 0 0 20 (65 2 (0.6) 0 15 (49) 1 (0.3) 0

ifiﬁ'ﬁ@%:lﬂm\ 103 0 0 2 (84) 1 (03) 0 16 53 1 (03) 0
Bk L OUREREE

BB RERE 1 (0.3) 0 0 9 (2.9) 0 0 17 (5.6) 0 0
MR, oEREs L ORI

Leo< Y 2 (0.6) 0 0 42 (13.5) 0 0 53 (17.4) 0 0

Jitifi 2% 20 (6.2) 7 (2.2) 0 15 (4.8) 1 (0.3) 0 0 0 0
FERG 3 & OV TRk

Jit S 2 (0.6) 0 0 31 (10.0) 0 0 32 (10.5) 0 0

Z D FEIE 43 (13.4) 3 (0.9 0 23 (7.4) 0 0 2 (0.7) 0 0

it 55 (17.1) 7 (2.2) 0 24 (7.7) 1 (03) 0 5 (1.6) 0 0

7235 NIVO/IPI BEIZ 35\ T HLIR I RERRE 5 70 41 (21.7%) | JIFR§RERE 3 42 51 (13.0%) |
PR AR 26 Bl (8.1%) | ARAUFIRALARIE, I A xF—23 fl (7.1%) . T E{LHERER
42115 (6.5%) . FIFSHEREREE 17 6] (5.3%) . #hFEMEEE 16 6] (5.0%) . EEDR)E
& 14 5] (4.3%) . KIGK - /MG - EEO T 10 5] (3.1%) . infusion reaction 9 il
(2.8%) . BHgAEREE 8 B (2.5%) . T 661 (1.9%) . LEkEE 6 #] (1.9%) . 174
FEIRIA 4 61 (1.2%) . BER 461 (1.2%) | iz 2 61 (0.6%) . Loz 2 6 (0.6%) . J&
L2 (0.6%) . S& Mk 14 (0.3%) . BALMEARE 2 161 (0.3%) . EE MW 1 41

(0.3%) . EERMKEE 14 (03%) . FFlkmARZERSE 1 6] (0.3%) MUK - BEE
2% 1B (0.3%) BRD BN, £io, EEMEE, BUEFZE, A2, mERERER
B FERE M OIRIFERBEIIFR O B 720> o 72, NIVO/Chemo FEIZ 33\ CTHERUT BRIE 2
A /3F—03 5] (30.0%) . FhREREE 83 5] (26.8%) . EHMAEREE 74 1 (23.9%) . AFHE
REFESE 32 51 (10.3%) . FIRAREERERE 30 5] (9.7%) . MVEMEME A 18 4] (5.8%) .
KIG « /IME2% - BHEEDO THI 8 il (2.6%) | RIEHEBERE 6 61 (1.9%) . infusion reaction
6% (1.9%) . HERMIERED 5 F (1.6%) . LIEFEE 461 (1.3%) | FFRIEZERE
36 (1.0%) . FEMAHERERE 2 4] (0.6%) . 1HUHERS 2 6] (0.6%) . 5 & 9K 2
B (0.6%) . HEED &R 141 (0.3%) KOYESL 16 (0.3%) 2358 Hiviz, £z,
EIEFERE, OR, Tk, BUERFSR, AL, IFZ, f(LMEARE &, Nk - B,
MEREAFEWGERE, fE%. RS, IRIFERSE K OMEE IR0 Bz o 7o, REIWER%E
BURDLIIEE S S (FRMAEERT 2 51) 2B OEHERE =T,
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(it - HE]

AFNOREMARYEEET LV EZFHA Lz I 2b—2a 2k, AHKl 480 mg % 4
MR CTE G LIZBEOARA O MG HIREDSRET S, £ ORfE5. &K 480 mg % 4
TR TG L EROE FIREBICR T 2 EMEFIRE LT, [Cags) &V 9, )
1%, ARHI240mg % 2 IR TG L72BED Cagss & FIT 5 & TRIS N (FR)
Fo. KK 480 mg # 4 HFEIEIRE THE G L 7-BROEFIREIZB T 2 emiiig FiRE (B
Ty Crmaxss] &V, ) X, &K 240mg % 2 HFFE THEG L7ZBR D Craxss & HLEE L
TEEZRTETRISNIZEDOD, ARNEZ TV TEREER R STV D HE -
M (10mglkg % 2 BRHIHINE THRE) TARAZEG LTZERD Craxss & Hl U TR A2 7R
FTeTHlENn (FFR) . MAT, EHOEEICKT 527 —2I12HE5& KK 3 mgkg

(KHE) £72iL240mg % 2 HEFERIFE, & L < IEAH 480 mg 4 4 @ IR T G- L 72 B
DAF| DUk iE & & AN UL M & OB 2 a2 BEESOGT T VDR S L, Y
BEZ OV TREIDM TR R, BRI - HEORTH R L VL 2MEIC
AR TV E TR EINT, £, BEREEICBIT 27 — X ITHESEHE L RE K
JSET VAR LT, AAI3mgkg (2 HFMBTHERS) . 240 mg (2 8 HI[#FE T 5-)
1% 360mg (BuEMIMETHRE) LAY A~vT (BEHEELZ) 1mgkg (6 FH[H MR
TE) ZO0FH LTCBEOAIWER Vet 2 et L7c iR, ERto Bk - RO TH
R e OVZ VIR R IT e & TRIES N2, S 51T, A 240mg (2 EFHRRT
$eh) X% 480mg (4 MMM TR E) LLFRIEZ DR L7CBEEOAME R O 2 %
a7 R, ERCo E - 'O TH I K O Z I MR ERIT RV & PRIS
i,

K6 FHAOEMEENT A—F

A - B Crmax Chmind28 Cavgds Comax,ss Chin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (35-521 .760-8) <16-257§0-3) (21.321 ?(1)3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,'103) (23.33?.539.0) (30.42‘3?.670.9) (10;,5254) (41 ?57,.21358) (62.11(,)91 87)
womg QW | (000 | 55 | Groma | Gasme | 1513 | (6,180
10 mefkg Q2W (142;22) (86.959,.?32) (101,1 ?48) (323,9;5) (18421,1 Z3‘03) (232,7377)

i (5%, 95%,5) . Q2W : 2 EMIMIFGE, QAW : 4 MM, Cmax @ PIEIH 514 0 ferm L7 R
Crmingzs : FIIEIHZ 5-#% 28 H BIZH61T 2 i MRMiE TR, Cavgazs @ #IIEHR G- 28 B B F T O FEf i i

BE. Crmaxss 1 EMIRREIZ IS 2 B @i MLIE PIREE . Crmings © EHRIBIZ 1T D BARMIEHIREE . Cavgss : E WK
BEIT IS 1T 2 -2 ML 37 i
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4. BRIZTHOWNT

AFN OB G- DN H 72 BE &2 - FE L. AFoF 512 ;@E%@EW%%%ﬁbk
BRICKHET 2 Z ERMER D, LFOO~Q@DFT X T &z T it W THEHAT
RXTH5DH,

O MEFRITHOWT

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

(1) JEAEFBRENEET 503 A BHEEEILS RS BRE RS A SRR I SRR,
Hiek A3 A 2L RURE . MUY A BB 7R &)

(2) FrEREREIRIPT

(3) HBENTEAEDFEE T 20 APHEEEHT (03 A ISR ERibT, 23 AR
W 1IREBE, DA EREER e &)

(4) IKRALFHERE AR E L, SOREE LA RIER2 R | XIS ORIES b AR i
Bl 2 ORisg EAEITAR D R H 21T > T D itk

(5) PUEEMEREEEAI L7 & BN OO i g% L HEI AR B Jm H 21T > T B Jitiak

D2 O (LA ORI FEBIN ORI +4 72 Ml & R & FEOIERT (T
DTN T BEEH) 75, SEBHBOARANBIT 2RO A & L CRES
RTVWB L,

#

o [EEMFFESE 2 FOUMIMHEZE T L7721 5 FELL LD D ATRE DB IRIHE 2
ITHoTWBHZ L, 96, 2L RIX, BATEMEEZ £ & UEERES S OHE 2
1ToTWBHZ &,

o [EREIRFFESE 2 FOWBIHHEZE T LI2&IZ. W Lae O ASMREZ 5T 5
FELUEOHLEIIB FOERZIT o TN D Z L,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKRKEREZAG L T\ 5D
Z &, OB 3FELLEIE., TEIbESE O D A SRWPRTE & G e iE b g T OB IRAHE &
T TCWNAZ L,

© BENOEEMFEREBROMAHICONT

3R A 1 R BRI AEF 9 2 R DS E S v, BUERAZED D DOIFHRE D, A - &
é‘fi’%%?ﬁ‘]‘%?&@ﬁ@ﬁ&m:%“ A D IRt AEFRPEAE LIS OWE
R FEPHLIATON D BRI E->TVD Z L,

® BUER~DORIRIZONT

@-1 FEERAHIZBE S 5Bl
[PV MM B O HEE R BIE 238 E L72BRIT, 24 WFRIRZIERIKHI O T, 2ikiax X

14




TEHERI R I BV T, B LZEIERIZS U TARRE L O CT 0 ITER ORI 4
FERREOEENY BRIZEON, EHIZHIGTEERERNES WD I L&,

Q-2 EERFEF L 2AFBLAMNICET 2 EM:

ARSI 2 B 2 gk K O e 2 BT 2 BB EFENEIERHT =21V v 7
EHEOIERDOA T ) —= T HATOEIRE & fFHZ G TE 5 F— AERIKH 23
fiEShTWnWbZ L, 2B, BiAHICOWT, RABRE EZDOFBEICHIITAMmENT
WhHZ L,

@-3 BHEA DB LT
BIVEA (MEMEMEEIZIN 2, EEAEEDAE., Ok, Tk, BBUTRAREE ., KK,

/MBS, BEEO TR, 1 BBERA, BUEATR. ITAA, ITiEneRaE . Tk, mfbminseg
K. HARMRARRERE T . TEMAEERBREE , phithad, BEE. RIS, MRk, EEDK
JEREE, BARMAEIEIRAE, infusion reaction, HFEZRIMAEMEE, MERERIEGERE, 5.
e . L OB ROR, IR, OlEREE (O EMED - IRIK - =S EAMGHET ) |
REFEREE, IS ML, JBEALE) 1Tk LT, YikhEak U B O BF P2 AT 5
R EEE L (BHWERA ORI L THREM O EEZ TN &M H D =
&)L EBICET R MED TE HIEH D> TWND Z &,
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5. B##ExIBL e BE
[(B2h B3 % 1]
O TROBEIZBWNTAROEMENBRES N TN S,
o T btV I VU RPUEMIEG AN N T F 8 & & e O AL EEIE ISR
e ST AR OFRIRYIBRARE 22 AT ST R O BE S ORA| HMm# 5)
o TEMEEETBIRIEIC LV pCR 2NFRD BN h o - BIERE O BE (RHA
HEE )
o ALFRIERIBIEORIBUIBRARE /ST - PR OREREESE (NIVO/IPI £530%
NIVO/Chemo #%5-)

@ [EFRHLFEFH MRS (ONO-4538-50/CA2096485-5%) (28 T, MR & SN b2t
1% (Chemo) Hifft & ki L -C. NIVO/IPIH 5- 3L IENIVO/Chemo s 5- DB A /R S
TUW5, 7272 L. NIVO/IPIEE-SUEINIVO/Chemo & G- DWW Uz B8V T b | A E
B & i U CEERAEFRORIENE L 2HHEANRBD LI (p11BH) | F
7-PD-LIFBLRIL (TPS) (X0, ARMWENER DEAIRIBEIN TS Z & (pb~
8&MR) M5, PD-LIFBR LR L2 L CAAIR GO RGO 52 ENEE L
VY, PD-LIZEBLER 1% AN (TPS<1%) THDH Z & DR S BE IRV T,

AFIUS DOIEFEEIRE ©HZET D,
*REFNOBWHE L LT, W5E4 : PD-L1IHC 28-8 pharmDX 4 =] 2NERBEN TN 5,

@ TFRLICEEM T D RBFITRIT D ARFN OB E K O FIEIZ DWW TUE, AR ORZh D

MLENTE LT, AROBEGXG L2720,

o WIREEZT TR WIRIRUIBRANBE 22 HEAT SUL FH 8 D BB 1T kb9 2 AKI L
5

o fiTRIMHBIEIE L LTS

o ITHIHBNEIEIZL Y pCR 3FR® BV BRE KT DINGRMBIRIE L LTk
5.

o IFEEMIBIEE L L COMOPUEMEERA & OO ARG

(st B 3 % $E]

O TRICEYTHIRFICOWVWTUIARORENED L SNTWD Z b, &5 %217
YA AN
o ARFIDEATT 3 UIEBUE DBEERE D & 5 B

@ RERTOFHMIZIB VT RIS T 2 BEIZ OV TR, ARG ITHELE S uZe
D, MOTEFRFE N e WIGEICIRY | HEICAREZEHT 52 L 2BETE 5,
o MEMMEEOAIFXIIMEDOH 5 BHE
o aERE AR A CHIE R 258D D B K ONE B M O HUR Bl 2 <o G ME fiti 2%

16



FE DM RIEMEZ LD A B 5 B

o HOMBEEROAD XUXEMERZE L IXHRMEO B R EDOBHERE D
b5 BE

o BB E (GEMm&MRBHEL ST Ob b EE

o BB I EEE T HRE

*  ECOG Performance Status 3-4 /"0 D H&

(ED ECOG & Performance Status (PS)

Score | EFE

0 | &<MERIEFEHTE S, BHAT&lFE U HEAERPHRZR AT D,

PREIZI LUEBNEHIIR S 225, BATAIRE T, B > TOMERITTO LN TE D,
RS N S

BATRARECTH O OEIY O Z LT F N THEEIZSERTTE 20, HHP D 50%Lh Eid~~y R Tl 29

ROENTZHOSOHOEY OZ L LnTERY, BFO S50%LL L&~y R+ Tz d,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+ T4,

17




6. REZBELTHEETREXEHE

O WA SCEZEION £, BUEIRFEES DT 5 BRFEIC D Z ARE O Feit: KOG 1
O DI E R A+ ICHE L Ch AT L,

@ REBIMAICENL D BE T OFRICHE MR Okt z2 Hosi L, FEz2 5
TobEhET5Z L,

@ ALFIRIERIGE ORI UIBRARGE ST - IO RIEREIZIV T, PD-L1 FELEL
R L7z ECARIZ SOOI S 2 W35 2 L 82 E L3, PD-L1 Bl
PR TERWIEEIIE, AAIZ S0 OFHRIEOBES 2 @O Lz L Tis
THZ L,

@ FERBWERO~RT AL MZONT

MEMEMEER D LOND ZERHDHDT, AFOEGIZH T > Tk, HIKE
R (REIR RIS, ik, FEENE) ORER & O X fia A o Ehn %, Bl52% +57
179 2 &, Fo, BLEIZSUTHEE CT, i~ —F —E0ORAEL EMT 5
Z &,

AFN DO EILEE D infusion reaction (22 TEEAFFIZ 072 %D TE 5 UE
i aAT>7c L CThMT 5 2 &, £72.2 [ B BB OAHI % 5-FFIZ infusion reaction
NHHLOLNDZ LB HDHDT, KAE M OARFE G TRIT A Z YA
CERET 5%, BEOWREBEL IR T 52 L, 723, infusionreaction &
FHLLI2A 121, B TOMEE R OYERA ERICEE T 5 ThREZ +o#ls
T5Z &,

FRIRBERERR S . T EMAEREREE R ORIBFRERH 5oiLd 2 &03H 5D T,
ARFN D ¥ 5-BRAART M O G-I TR e RO N B RERR & (TSH., 1 T3,
FERE T4, ACTH, =Y —VEORIE) #FEhd 52 &,
AFNOEGAIZ X0 | WEOREFOSTENT 5 & 3& 2 B D ERk % IR REIHRE
DHLLNDZERNDHD, BENRDOLNTGAEITIE, BELL-ELIIS U
B 72 ek & R BR 2 Re o Al & i U Cl bl A BRI W 21TV B o
FOGIT X 2 BWER 2N g0 2551213, AFIORFES TP IE | K OEIE BB 7R
NECHOBRGEEZBET D2 L, 2B, BBRERLVEOREGIZEYETE
R OYGEERFRD IR WIGEIZIL, B BB AR VE - USO gz filF o8 0
HLEET D,

BHA&T %, BOAM N OH I ARE L CHORIERREBLT A2 Z B3 H 5720,
AFNOEEHETZRICSRIER OB 2B T D,

1 RUBEIRIP (BE | BUBEIR I 2 5 de) b bbiu, BERWEES 7Y R—U &
IZEDZENRDHDLDT, e, El, MEIEEDOFEROF B MEE O &2+
SEETDHZ L, 1 BEREN DN S EICIE &G 2Ll AR
FOFGEDHME) R EZITH Z &,

BIEATIE, P42, ITHEREREE . TR, B{bLMEE RPN H LD Z &R dH D
DT, EHWIIITHEEERE LTV, BEOREEZ H3ICBET 52 &,
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® RIGCIFRABE/EAT « R ORIEREBE ITHE AT 5B, AFIORKRRERIZHB W
T, H&GEG 1V FERIZ 6 BE Z &, ZALIRRIE 12 B Z &AM %
T TN Z & ESEIC, RFEGRIXEMCEGRE CHROMEREZITH Z &,

® ‘IEEICBIT AMBRMEE L UTERT 21T, ARIOBRKRRBRICBW T, #
HBAMED G 2 FRIX 12 B 28 ZRLERIL 6~12 7 A Z & A MEDORHN 2
IToTWZ & &2BEBIZ, REBGHIXEINICEBRE COHROMREITO 2 &,
7ol MTtRAIBEIE E LCTHERT 25461213, ARG 12 ZAME L
THZ L,
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RIEEREET A FT7 A4
=hnv=T7 (BiaFHEX)

%% 10

(AR7E4 « A7V — R RWEFE 20 mg, A7V —RRE#E 100mg, A7

—REE#E 120 mg, 7Y —R ERETE 240mg)
~ R RN~

Sf3FE12 A (Sf445 AET)

ERESPSL 2]




o a k~ wbh -

H &

T HIT

AN ORE, MRS
i R
el ANE
BehGxtg L le i

BEICER L CTRET & HIH

P2
P3
P4
P7
P9
P10



1 IC®HI

EIMOA I « BEMEOREROTZDITIT, IR SCESICESWIZEIERHE AR RS b
D, IbI, EFEORFHAMOMEANT LV | FUREIES 72 & O 50 2208 BLVE B 2235 5
PEKRBENDLHPT, ThbDOERGLZBEICLERBE RS 5 2 LB ORBE L 7> T
B, RFEMBCEE & SCEO AT 2016 (kK 28 42 6 H 2 HERRIRE) ICHB WV TH, #
FHEIRGEOMEHOREHELZXRD Z L 3hTnD

FEERMFERLIT, REERASCZEM T 1 7 7 A VP FOEIRS LR D
LEDBDDH, Zold, AR OLEMEICET RN TSR 5 E TOM, YiLESRE
O BEEEZ RS ZT 5 Z RSN BEICH L THERT S L & bic, BITERMNREE L2
BRICH R IG 2 & D T L N ATRER —E DB 2l 1= TR TN 32 Z & NEETH
Do

L2 T, KHA RTA4 Tl BBEESZNE TIZE LN TV D EFIER - By
LN D & | LUN O BRI o S 7o F 2 HEE 3~ 2 BLA 0 DB e BE . B 2 07 RO
BHEEA T,

I, RAA RTA 0%, MSIATEIE N EIE M R S AR A AR
JES 2, —MAREE AN A AREERNFHE S K OB EE N A ARG R 200 b S E
% L7z,

G L R HERRS ATV — R AL 20mg, A7 Y — R EE 100mg, AT Y —R
SRIEFRE 120 mg, A7 Y — AR A EHE 240 mg (—fix% =R~ T
(GEfm I z) )
REERDREIDR « FHFEAI
B ERDMERORE  W@H ., AICIZ=AL~7 (BisTM#z) & LT, 13240mg % 2
MRS 1 [\ 480 mg % 4 W FEIFRE CREEET 5.
B ik FE ¥ BRI TR




2 AHFORE. 1EREF
7 — R S EE 20 mg., [RLASIEEE 100 mg, [R]AGHEEHE 120 mg K ONF] SR F#HE 240 mg
(=4 =R ~7 (BIz )  DUF. TRAL SWvo, ) 13 ANEpEE G TERAS
fhEA XLy 7 2% BT VARV e~ —X 27147 (BMS) %) 23BA% L7t K PD-
1 (Programmed cell death-1) (2%t %t R 19G4£/ 7 n—F AHETH 5,

PD-1 i3, #EMAL L2 D 8Bk (T Alid, B Ak OV F = T4 7 —T fifld) K OVE#ER
AR HEBLT 5 CD28 7 7 X U — (T MR OIGHEL 2 #iBAIZ 1E & BICHIET 290 18 |
BT DB TH D, PD-1 PR RMIIC BT 5 PD-1 U H> K (PD-L1 %O PD-L2)
EREE L. U U RERIZHHIME Y 7 v B miE LT Y S BROTEM IR IEZ BICHRFT L T 5,
PD-1 VU %7 v NIFHURIRMALISMNC b N DRk 2 2RISR HEEL L T v | B RANEERE
S EIER U7 JEEHERR 35 1T 2 PD-L1 D38 8L & it 0 A I & DRIIC A DFRBIRIR D & 5
ZEMHAE S TS (Cancer 2010; 116: 1757-66) , 7=, EMERAAEES CIIAMBRE T
MR EAT DA v F—T7xaH o~ (IFN-y) I2X > TPD-L1 ORENFE I, I L
T MESARERRIC 31T 2 PD-L1 DR & it DA AFHIE & ORI IEDOHBIRR H 2 & OHiE b
&2 (SciTransl Med 2012;4:127-37) ., X 512, PD-L1 Z 5l 3B 7228 AL, Pusiss
L) CD8 Witk T Mifa DM (5 =T 4 Js58 < & 5 23, $t PD-L1 $ifA T PD-1 & PD-L1 & D
fEaalET 5 L 2OMEGEEEREER T L Z BRI TS, E0Z LG PD-1/PD-
1 UH Y FEEEIE, SAMBEATUREERZ T Ml 6 OB B 28FO—>2 & L
TEZLNATND,

AHANL, BB OME R 5 PD-1 Ofifast ek (PD-1 Y > FRFEE) [2#& L. PD-
1EPD-1Y A REDREGEIIET 2 Z EI2XL 0 BAPURR RN T MRROTEMEL L O
AR 2 MM S IR VE 2 B R 5 Z & TR AR PUIRE R A R T 2 L SR S T
W5,

ZAIH OB G | ARANTEMEIES T DB T ARIRIRIC R 0 55 b O L HIFF S AL, TR
HAREBE E xR L LR E Ehi L, Aok, Ltk OBREN S,

ARANOVERIBRFAICEED DR SIRIC KD BIWEREN S S b, HEXIILTICED
AIREMED & D, AFIOF G KO GHZIZIT, BFEOBEL 01270, BEFRBD LN
a2, FBH USRS U H M2k & BBk 2 RO ERAM &g U Tl bl 2282
ATV, WEDOGRIESISIZ K DERNERAR DI D 5EI R AV R DB
YR UE 2 AT O MENR D D,



3 BEEREE
AN BRI O AGRIFIZ G 21T o 7= £ 722 i AR 5RO il &2 7~ 9,

(A 2hE]

[ENES T AHRER  (NM-K2002 35k)

FRAPREERET  (BEEORIE - IS 12 RS W THERE S LA TRIRIED & 5 B2 13k
GhEHLTz) 56 il A x5 AR 240mg % 2 3 [ R C R EE Lo, FEREHEEE Th Sk
FLRIERED B D B (45 B1]) OZFEBhH (RECIST H4 K74 > LIKICE S Pl Eic L 5
CR XX PR) 1% 22.2% (95%[EHHX ] : 11.2~37.1%) Th o7z, 7B, FANIRTE L-BE
I£5.0%TH -7,

Flo ALFREREO W EE 1L ) ORFRIT, 18.2% (95%[EHXH : 2.3~51.8%) T
HoT,

1 EEAEBRRTH D Z LA RMRE TGRS, 2 OMIEEE A CT. FDG-PET. L FEBH(LE

ARSI A S O WG RS L OIS U= MR 72248 (FLIREL. B AR WIRERE CHRFR) I
L0, TOREHBREE M L LT B EREAEE SR o 7o RR MM (R RN,
PEY L ER ORIEIEER ) B, Al (LFEREREOH I b L TRG L S,

#2 0 FROWT NN T 5B,

IS IR i R s ) ey

- MEBHERE (MEA) OHEHT HLMOBEERS

C S L EER OB EET D RT LR

- BB L EIER OB AT DR AR

o SRR 55 SRR P 45 AR D F M % A S % B

BB OB OZ A L, MIE LIS O/ R REUR (PSA) 2@ 45 BikEs



[Z24tE]
ENEE AR (NM-K2002 7L5%)
AEFRIL 53/56 B (94.6%) (TR Hiv, AAIL DRPRARBEETERWAEFFLRIT
35/56 il (62.5%) |ZF8® b7z, FEEN 5% EORIERIZFRO LBV Tholz,
£ 2 RIEFEN 5%LL EOBRIEA (NM-K2002 FRER)  (REMENT N REM)

HERIRHE B (%)

FRGE 56 i

(MedDRA/J ver.22.1) 4 Grade  Grade3-4  Grade 5

2EIEH 35(62.5)  11(19.6) 0
Mg LY R REE

U HR BRI E 3(5.4) 2 (3.6) 0
PR A

PR BB R T U E 3(5.4) 0 0

R IR RE AR TE 9 (16.1) 0 0
B IBkEE

T 5(8.9) 0 0
AR AR AT

TI=rT I NI URT 2T —BEN 3(5.4) 0 0

TARTGEUEBT I ) NG RAT =T —EHN 4(7.1) 0 0
s, MaEREs K OERm R

Fiifigi e 3(5.4) 0 0
FERE ¥ J OV TRk R

% O PEIE 6 (10.7) 0 0

B 9 (16.1) 0 0

RN N A 3(5.4) 0 0

72, HURIREEREREE 9 151 (16.1%) . IFHEREREE 5 5] (8.9%) | FEIEMEGYEE 3 41 (5.4%) |
RERCTHRRAE X AN F —3 5] (5.4%) | EFHERERETE 3 141 (5.4%) . B 0D B2 [ 2 441 (3.6%) .
PRI 2 65 (3.6%) . infusion reaction 1 i (1.8%) . HF A4 161 (1.8%) MOVKEGZK « /)
fask « BEDO TRILE (1.8%) MR biviz, £z, HEME/IE, LK. fHik, 1R
. BUENTZE. AT, B EMERRE 78, T ERARRERE S . RIRBRREREE . Mok - Silst, $RRi
FRIEARIE, HEBRMEMEE, MERERIEGEE, ML R, SEIBER, DIEREE, JRIFEK
L TS R OMEALITER O DR o Tz, AREWEMFEBLRDUIEE RS (FRR MR A a5 s
wEile) HEDEREREZ TR,

¥



Bk - HE]

AR ORERBEDEREET VAR LT I 2 b—3 3 T XD | A5 480 mg % 4 3 M
b TG SUTBEAGR O HE - MBS TR G L IZBROARAF O Mg P IRE S BE Sz, T OR
R A 480 mg % 4 JEEIHIFE THEG L 7ZBR O EHARREIZ 38 1T 2 P Mg ik B2 (LU T T Cavgss
WD, ) IE AAI240mg & 2 BFEFIE THRG LIZERD Cagss LHET 2 & Pl (F
) o ETo. AH480mg & 4 BRI TG L7ZBRO EFIREEIC B T 2k m Mg iR (UL
Ty TCmaxss] &9, ) 1&, A 240 mg 7z 2 MR THEE L72ERD Chaxss & L Tl
xzrdeTFllasnzbon, BANBHFIZEBOWTARE R I TV L - &

(10 mg/kg % 2 HEEEE THREG) TARIZEEG LTZERD Craxs & el L TIRE 27~ 3 & Tl
shiz (FFR) . AT, BROEEICE T 27 —2I12E5& 0 AHA| 3 mgkg (KH) XX
240 mg % 2 EFERR, A L <134 480 mg % 4 B MR TR G LIZBEOARR ORER & A
IMESNT 2 e & OBIE Z T DR SR SUNE T VM S L, HREBIEI O W TRE DT
bivlziiik, Lo Mk - MEOM THIMER VL EMEICHMERAER TRV E TFRIS T,

K3 FHOKYER T A —F

. Cmax CmindZB CavgdZB Cmax,ss Cmin,ss Cavg,s
Mt - =
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ng/mL)
51.6 272 310 113 62.1 776
3 mg/kg Q2w
(35.2,70.8) | (16.5,40.3) | (21.2,439) | (75.0,171) | (27.1,107) | (42.1,127)
2.7 38.3 437 159 87.8 109
240 mg Q2w
(51.1,103) | (23.3,59.0) | (30.8,60.9) | (102,254) (415,158) | (62.1,187)
145 29.7 53.0 216 713 109
480 mg Q4W
(102, 207) (15.5,47.4) | (37.0,74.8) (145, 336) (27.5,137) (62.1,187)
193 99.6 116 396 214 275
10 mg/kg Q2W
(146, 222) (86.5,132) (101, 148) (329,525) (184, 303) (236, 377)

HLfiE (5%, 95%5) . Q2W : 2 JRIFINE. QAW : 4 FRIMING. Cmax : WIIEHE 54 O fi i MLT% H#EE . Crninozs -
W54 28 A BIZH T 2 B ARME TR, Cagizs : PIEHR 5% 28 H H £ TOFHIMIFENIRE, Crmaxss 1 iE
FARRBIZ 1T 2 s MG PR EE . Crminss 1 E FRRBIZIT 2 B ARIMTE FIRE ., Cavgss 1 EFIRRBIZI T 2 FH 1
TE IR



4 HERRIZOWVWT

EH G Y 27 EHEE (RMP) (ZED &, AHAIO B3 L2 2 BT E) ~ O i /iR
W DHHE Th o> T, REIOEG N EY) 72 BEEZZW - FFEL, AFoRGICL Y EE
7REWER 2388l L7 BRI T2 Z EBRME R0, LFOO~@D 3T % i/ 7 i
RIZBWTHHAT IRETH D,

O MERIZOVT
@1 TiEo (1) ~ B) OWTINICFEYL T DR THDHZL,
(1) FEAEFTBRENFET 50 A2 REEEILTRPEE  (FRE TR A 2 RE LS
JRBE, HUBAS AR EEIL SR, HUIEDS ARSI 72 &)
(2) FrEREEEIRLE
(3) FBEIFF AN E DG E T 2 S AFOEEERT (05 U IEEEFRE EWPT. 75 A2tk
BEW B, 3 ARSI RS HERE I 72 &)
(4) SRAbFRIERE AR E L. SCRIEG L FHFRIEZRE 1| XTSRS b Ris2
BB 2 Ot FEEITAR D i 21T > T2 fili ek
(5) PUIEMERELES A AL 7 8 BN O Ji g% MBI AR D i HY & 1T » T D Jilak

O-2 JFRAHEOZW K O (2% B ARERIEEFSm. R AN A BT A
RZA > SETH 2 Wi 2018.) Z 30 L AL5ARTE M OVEINE I 8 BN O e i+
Gy TR NGk & AR A RO ERT (TROWTNNIEYS T 2 ER) 23, YR
DAFNCEET HIREOFLE L LTRBEISNTND I &,

o [EREFEEE 2 EOPIHIHEZIE T L2 5 FELL EDO R ATER D BREHE 217
STWBHZ &, 9B, 24N BT, NARMEERZ £ L LI-BRRIEREZOWHE 217 -
TWAZ L,

o [EEGRFFEUSGH% 2 FEOPMHEZE T L7122 4 FFLL EOERRREBRAF LT\ D 2
Lo B 3HELLEIL, FEEARRREI T D N AL 2 & T N AIBIR O IR RHE
BT TCWNWDH T &,

@ BENDEZRMFEREEDOEH]IZONT

AR L I W BT T 2 YRR DL E S, B O OFHRE O ARE - L4
PRSP R O B ORISR (69 D iAeHt, AHFFRNIEAE LIZHE OHIE#
B FRERNATON D IKHI R > T D Z &,




@ BHERA~DRRITDONT
@-1 MR AMHICBY 5 B

VML B OB AR BIE 28588 L7, 24 REREIRIRIAHI O F | M akitiak i
BRI IZ BV T, FEBLLIZRWERIZIE CCTABRE B R O CT EORNWER OB MEE
IRRRAEORERD Y AT b, B DS TR KR 2 > T D Z &,

©@-2 EFRUEEEIC I DAFERISITHE 5 E M

IR ARSIRIC D 2 BB 70 i e O e 2 A9 2 IERIE A DRIERE =2 ) v 7 %
BOTERD AT V) —= 0 T 2fTWEIRIE & a1 TE 2 F — LERRHI A =
NTWDHZ L, B, BIFEHICHONT, BDARE LZOFEECHFIAmME TN D
ze,

©-3 BHEH ORKTCHRISIZEI LT

RIVER (HVEMERZREICIN 2 . BESEMEEE, DR, iRk, BIEUmREAEE, KRk
NG EEO TR, LRBERS A BUEAT R, ITAR4, ITHRER T, 1T, BELPERRAE 2%
FUR MR RERE . T EE M REIR S | MhetiaE | B E | BIRREE. MK, EEORRESE,
FiR AR FEARAE , infusion reaction, FEFE7c MiRREE . MERE RMEMAE, FilZ, Bk, WE
ORPERE, I, DS (DS - R - OEIAMNGES) | AREEERE
RS, BEFLSE) (TkF L CL YRk XU M A B O B 2 T 2 R & i
L EEROZWCxHGICE L CTHREL OB Z T N5 &FICH L2 E) | EHbHIC
WY 7R ALE S TE DRHI - TV D Z &y



5 HEMBLRLBE
[H2htEI B9 2 F1H]
O TROBEZBWTAFRIOADEI RSN TN D,
o [FERAHABALBIRTA T4 ) (AREREETES) TS5, Wty
SRR OYRE PRI A A FEf U7z T JRISNBER DS AN 7 b B RS NEES & 52k S,
o, JEBORIE « M SO THER S D TRIRIED IV B

@ TRICEE T HAEN OG- L OMFEH HFIEZOW TR, ARAIOFIMERHESL SN TR
59, AFlOEERE /B0,
o fhoPUEMIEEA & OO S

[Z MR d 2 9]

O TR T 2BEECOWVTIARAIOEENEEZ L SN TNWD Z b, FHE1T
PN L,
o KRFNDRGTKE UIBHUE DRBEIERED & 2 BFE

@ BFEAIOFIEIZ BV T FRICEY T2 BFICONTL, A OE G THEE S 700

R OTEFERI DN 2N EIZIRY | HEICAKIZEH T2 L 2BETE D,

o [HEMMREEOEHIIBIEDH L EE

o JEBEER A TRV R 2780 2 B K ONE B 0D JET it i 28 05k Gu it 2% 56
DRIV B DI D B

o HOREREOGH, UEMERZE L IIFEREMED B Do R B ORBERED
b5 RHE

o lESERAEEE (EMEHHBERE L G1e) Ob L EE

o FEREORBYLUIBE R A AT R

e ECOG Performance Status 3-4V 7 3%

(E) ECOG®Performance Status (PS)

Score TE %
0 AL MER EHTE 5, BFaiE R CHEAENHIRR <725,
1 PRAGIC IS LS ENTHIIR S A 23, BITATHE T, BIEEM - TOMEEIITHI Z &N TE 5,
B NF S, FBEE
9 BATARE CTH YO DEIY O Z LT TR CAREEMERIZT TE 220y, A D50%LL Fid~y RICifd
=,
3 BONT-EHADHEDEY DL LTERY, AHFO50%EL FaXy Rl 4,
4 2LENT RV, BOOHFORD OZ LiFael TERY, BECy KBTI d,




»

FECERLTEETREEH

N SCEEITN 2, RERTEER D3R T 5 G 2D & ARH O Rtk K OVl =48
RO DI B E R A+ I L T RS 2 &,

TBRBARIZESL G B T L OFIRITHIMER OEEZ + st L, REE5
Tho5ETHZ L,

FEREWERA DO~ XY A MZOWT

MEHEMEER D S5 d Z LN D DT, KFIOFGIZH T2 > Tk, BRRAER
(RER PRI, iz, FEEVE) ORER KO X S & O E RS, #igx -+
1792 &, . MBS UTHES CT, G~ — 7 —FOME&EZET 52 &,
ARFNOFE 1T EEE O infusion reaction (2 X TERRRFIZ 43 72k O T & 5 i
AT T ETHMAT 2 2 &, £72, 2 BIH BABEOAA# 5K infusion reaction 73
HobNDZLbHDHDT, AARKE T M OAAF G TRIT AL XY A
ZUET 2%, BEHEOREZ 0853 5 2 L, 728, infusionreaction % FEHL
L7emailid, EToELOIERNTRICEEST 2 £ TREZ 0885
Z&,

HUR IR RERR . T ERAREREE R ORIBREEN O LD Z LN HHDT, K
F D ¥ 5-BRAART M O G-I I E BRI N B RERR A (TSH., UEHfE T3, i
BE T4, ACTH. M=oy —VEORE) ZFEhT 5L,

AFNOEAZ L0, WEDOHRIEFISITER T 5 & B 2 5N Dk R ECHRE
WHHONDZ N D, BENED LNTHEITIT, BB Lo FHLRITL UT2E
FHRY 72 15k & RRR A R DR RN & HHE U Cl bl 28GR W 217V 8 D5 I
S XD REWEH N BN 2 5 EITIE . AR ORFES T Ik R O RE A VE
VRIOBRGFEEEBRT DI L, 2B, BB EERVE ORIV EIER D%
FRRD LR WEA IR, BIBRE R LVE LSO Al OB S & E
ERAR

BT, BRI ARGE L T LRIWERADN BB T A2 Z RN H D579,
AN OG- T B BIER OB A3 ITEET D,

1 BUBEPRI (BIE | RUBEIR G 2 &) 2 d b bdv, BERPMES h 7o F—2 X (Z
BLHZERHLOT, Hig, EO, EHEOTEROFBICMAEIED LI+
BT 52 L, 1 EREN LN T REETIE L, 42 ) VRGO
HEDMUREZITH Z &,

BIEATSe. P4, ITHRERE S, TR, BLMEIRER R H N Z LBHDH D
T, EWWITITHEREMA 21TV, B OWREL 0B85 2 &,

10



o AFIOERKREBRIZIBWT, 6 I L ICHIMEDOFEIZ1T> T\l L asE
(2, ARG FITESICE R E THROMERR 21T 5 Z &,

11



27 11

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

(BR5E4 : A7V —AREFHE 20 mg, 7P —RRHFHE 100 mg, A7 P—
RETRERE 120 mg, 27V — R ETHH#HE 240 mg)

~ PR % b B~

SHAEI3I A (S48 5 AKED)
JBA B



SN

1. IZUHIC P2
2. AANOFE. (FREF P3
3. BRI P4
4, gz OWT P9
5. &EGXREMDEE P11
6. WHITERL THETNEHHE P13



1. IILBHIZ

=S5 DF N « B RMEOREROT-OIZIL, I SCEFEIZE S W2 Ee AR D
5D, 5T, IWEORAHMOEANC LV | FUREIKSL 72 & OE 072 8T RE %
FFEIEMPEARINDLH T, 2N O DOEHKNZEIZHLER BT IR 5 2 L3RR
AR & o TR Y RIFMBGER & SO IR T #2016 (R 28 A 6 A 2 HEERE)
IZBWTH, EHMERLEOFEHORKE(LHEELZ XL Z L LS Tn5,

BFORERE ST, SRR 2T 0 7 7 A VBBEFOESKEL & B 5 25
RHZENRDHD, ZOD, HIMEROLEMEICET A ERNH0EMT D E TORM,
WMELEHL DO BE LR ZIT 52 EPHIRE SN D BFICK L THERT 2 & &b, BIFE
FDFEEBL U= B 72 kb 2 & D 2 & DS ARE 72— 8 O B 23 7= 9 A B < H
THIENEETHD,

L7eRoT, KA KT A4 TiE, BIFERES ZNE TITHE LN TV A EFLIEH -
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 %, MSIATEOE NESE SRR S, A ANR AR
BRI s | — e FE AN B ARERIR NBFE 2 e O E N B ARIBRE B 72 O W
HoH EAERR LT,

RGe L T BEIRSG, - A TR ERE 20 mg, A7 U — R SEETE 100mg, 4
— AR EEERE 120 mg, A7 Y — R AR EE 240 mg (—i%4 - =
M~ 7 (BinfHHz))

RBERDMEIDE - R R T DT AR BRI

HELRAMERORE @, A=A~ (B f##z) & LT, 18 240mg

% 2 BRI ST 1 18] 480 mg % 4 WM CAEiET 5, 7=

2L, WEHEIXZ 12 PAMETLET A,

/NEPER B TR

i
(o
S5
St
M
D%




2. AERN DR, 1EREF

7 — R IR ERE 20 mg, [FATEERE 100 mg,  FAEETE 120 mg K OV A §E
240 mg (—f%4 - =R~ 7 GEBE M), LT, TARF) Evd,) i, /MR
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 1%, &AL L2 Y 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIC IE & BUSHIE T2 2
1) BT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U 4 K (PD-LI1
KONPD-L2) EfEA L. U o SERICHfIEY 7P v A LT U v RERoiEMEALIREE %
BIZFHRET L CTWd, PD-1 U H v RIFHUREESMBELIAMNI B b Ok~ 72 IR 8B
LCHY, EMEREOMELE )OI L EGEMEICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIRN & 5 2 & A ST % (Cancer 2010; 116: 1757-66) ,
F 7o R R fE B CIRARRE T N EE T DA v X —T = H >~ (IFN=y)
12X > T PD-L1 OFENFE SN, BB L EEREICIS 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 @5 S E 723 AMaiE, PUsRFER CDS Btk T M ol fufs
TEMEZ 59 S8 545, HT PD-L1 /KT PD-1 & PD-L1 & D& EET 5 &2 O
GEEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERERIL, 23
AR FURRF A7 T MM O OBEEE A BT 5HFD—2 L LTEX LT
Do

ARFNL, FEEERR OFE R 6 PD-1 O/ ER (PD-1 U F o REEAREIR) IS/ A L.
PD-1 & PD-1 U AV REDREEEET DI LICL Y, DAFURERRNZ T Mok
PEAL K OV AKIIENS 519 2 MRS =G VE 2 #9985 = & TRkt e PUEE 20 3 24
ZENHER STV D,

AAN ORI 25 < BIE D RIEUSIC & 5 BIEMSR 5 &b, BRI
B RN B Do AAIOE G PR OB ERITIT, BEOBEE TYTO, BHSH
D BTG AITIE, BB L FHGUTIE U B 2 ik & B8R & Fe o R Afl & L Col
BN 72 BEBIZB T 24T\ IBEE OGERSIC L ARIEA RSN A AT, BIREE AL
L H O 55O YR IE 54T 5 LER D B,



3. ERPRARE
PR b RZ R 3 1 DIt il B 15 O AGREF I G 2 17 o 7= T 72 B R 3R 0 Bl s 2 7
-a—o

[ B 2hi]
EAt [ MIARFRER  (ONO-4538-33/CA209274 #-ER)

75 JE = PR B b B R O 88 BB 1709 1] (H AR NG 49 Bl & Srde, AFIRE 353 41,
7T 'R 356 ) EXIBRIC, T EARERE LTAH 240 mg Z 2 0 [E[E R T
HE RE 12 AW Lzt EcoFEEROZetEsieat Lz, FEMEEE Th D
AR (LR, IDFS) &9 ,) (Yl [95%EFEX D) 1d, AHFIHET 20.76

[16.49~27.63] B H. 77 AREET10.84 [8.25~13.86] WHTHY ., AALIIT T+
REECR UREH R BRI R 2R Lz (ONF— REE 0.70 [98.22%f5#EH[X[H : 0.55~
0.90]. p=0.0008 [J&%! log-rank f7E]. 202048 H27T BT —Z v A7),
* B, BEIREEZFERLE L, UTFOWPANICESTREDHE L Shiz, BB, A2 U —
=V TR TR Y A T IR R A5 3850 & Ut R I ATHE & Sz,
e« YZXFFF (BUF. [CDDP) &\29,) Z&TeiliiffiBhfeisa 2, Wit OBk i Wi
B ypT2-ypT4a XL ypN+ DEFE,
* CDDP % & ToHRIHBIEILEZ = T TR O3, Wi ORBEMEM SR SR pT3-pT4a i pN+

Th Y., 5> CDDP % & Lol MBI IE DS RIS ST M E 2 1A L T 2 /B,
10

09

08

07

06

0.5

0.4

03 75 R

Probability of Disease Free Survival

02

01

o
0 3569 121518 91 704 37 30 33 36 <99 A7 45 4B 5

At risk 2% MEAEAET T2 0K (A)
AFIEE 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0
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