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(Bi5e4 : A7/ —FRRBEHE 20 mg, A7V — A RWEEE 100mg, 70—
RAETEHE 120 mg, F 7P —RERHHE 240 mg)
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1. XTI

EEEOFDME - KEMEDHERDOT-DITIT, T LEBFIZESWZHEEREAN KD
bNb, & oI, MFEORFHEIMOELR _J: V. FUREIES 2 & OEFALETRIERE
FERBPABENSGPTT, INODEFEMZEICLELRBEICRET S Z L RED
R L 725 TR Y EFMBUEE & SEDEARTTE 2016 (FHL 28 4 6 A 2 A MZRE)
ZEWTY, EFNEEREOFEAORBEIEELXRD Z L LT,

FRERBFER LT, BEERASE M T 0 7 7 A VDB FOESEM AL MICE
BRHTEDRDD, ZOD, AHEROCRZEMICET L FEHRP 5 %F?‘éif@ﬁa‘ﬁ
HEEEMNOBEZMIZIT LI EPPFIN2BEITLTERTL L & bic, BIfE
APFEHRLBRICHERIC R L D 2 LN RER—EDEM /- T EREE CHEA
THZ & 7)‘@%1&;50

LIeMoT, KTA F74 0 Tid, BABEESINETIIELN TV S EFEFH -
MERAMICESE | LTOERGORERERZHET 5B O N ERE R, £2
HTROEEFEEEZ T,

B AHA BT A F WIATBOE NEFERERERREHE, ARtEEARLR
ERERES, —fiRtEEEA A ARBRRARIES, BEFEFETEAN A ARTEESR O
‘Hﬂil(f}\ AARMRSRZLOB DS LR LT,

R EIRBERES A7V — R EREEHE 20mg, 47U — R EREFRE 100mg, A7
— R AR 120 mg, 47V —R AREEIE 240 mg (—H34% : =
R~ 7 (BT Z))
RGERDMETHF - CIBRRRERMETT - R OIE/ IR
FE/NHRBREE 1 d 1 B TR B ERE
MNELRDAERVORE « <UIBRARNEEZREIT - BROIE/INHIIL IR >
BE, RAZIZ=Ar~T (BEFHEEZ) & LT, 1E 240mg
% 2 MR IE 1 [F] 480 mg % 4 3B HFE T iERET 5,
fhOPIEMEEEA - FRT 285581, @F., RAZE=Rr<7
(BT Z) & LT, 1[8240mg % 2 BRIRIRE I 1 E 360
mg % 3 @RI CTRRFRET 5,
<FE/NMRERTEIZ ST B ’fﬁﬁﬁ?ﬁiﬁﬁ‘%ijﬁ >
fhOTTEMEEER & OfFFICB W T, BE ., RAIZ =R <7
(BT Z) & LT, 1 360 mg % 3 BRIRMETARRGE
T5, 1720, BEREKII3IBIETE TS,
WE R e ¥ F B ELTESRSH




2. AAN O, ERBF

F 7 — R EEEE 20 mg, AT 100 mg, FAREFRE 120 mg R ONELARRFE
240 mg (—fk4 : =R~ 7 GBETFHBEZ), DT, [FRH) Lvd,) id, DAEEaA
TEKARHLAX Ly 7 2 ETIVR V- =AY —X X747 (BMS) #) 2
BE% L7=t b PD-1 (Programmed cell death-1) (Zx3 % b hEl 1gG4 €/ 7 o — T LHilk

PD-11%, EMEAL LY %8k (T HIlR, B AR OV F = 7 0% 7 —T i) ROE
B RMASICHEE T 5 CD28 7 7 2 U — (T MR OEMHE L 2 fEIRICIE & ACHIEY 52
THE) BT AZSAMETH D, PD-1 IIHFEENHINICHE S 2 PD-1 YU K (PD-L1
BOPD-L2) LA L. U U SERICHEES 7T 2 EZEL TY U BROEH IR E
BIZHFHE L TWVD, PD-1 U Ay FIIFURERHIRSIIMT b b Ofk % 2B RRIC FEE
LRy, BEMBAEEE,H LUK L-EEHAKCITS PD-L1 ORRLIHTEOLTRF
HIR & ORI AOMBBERH D Z ENBESNT WD (Cancer 2010; 116: 1757-66)
F7- BMEAEEE CIIHEARE THRSEELET DA v F—T7=n < (IFN-y)
12k 5T PD-L1 OREAFEIN., B8 L EEERKICE T 5 PD-L1 OFEHR LIFERD
TR ORICEORERBENH B L oML H D (Sci Transl Med 2012; 4: 127-37)
X 517, PD-L1 Z#WEIFE =R AMIRE, FUREEA CDS Bt T Mia oGS
FEMEEEIR S A2, HLPD-L1 HifAT PD-1 & PD-L1 L DA ZAET S &2 0MI
EEEENREET D ZLIFRENTWS, O Z & 25 PD-1/PD-1 U F 2 FEERIL, 28
AR TURRRAY 2 T IR O ORBE L EHETIHFO—2 L LTEX LN T
Do

AHKI, SRR DFE R A 5 PD-1 OAISMEL (PD-1 Y H v FREE R IZFEE L.
PD-1 & PD-1 Y H v REDREEEAETSZ L2k b, PATURFFREMZ: T HilDiE
PEAL R O AR I3 D IS EEM 2 R4 2 2 & TR R RIERSR 2~
ZEBRHERIN TIN5,

INLOERENS, AFTEMEEICHT A F T RERECRVES bO LTS L.
/NPl BE F xS L LI-BRRBRE i L, A, TR OIAEMENHERRS
ni,

A OVEREFICES GBEORERINC K 2BEREN H b b, EEUILTIC
ELAREMDRH D, AFOBEHROEE#ZICIT, BEOBEL 01TV, BER
» HIIZEAITIL, IR LI FRITE U EMR 2 ik & RBR A R oAl &8 U Ol
YARERBE 21TV, BEORERIGIC L 2BWEAR RIS HEITIT. BIRRESV
EUROBREFEDOREYIZAE ZIT D LERH D,



3. BRERSE

1) YIBRARREZRETT - BR O/ E (RELEEEAVIEREERRE) ., EO 2)
FE/NFRRE IR 12 B8 VT AT RTHBVRIE O AGRIFIZ R 217 - 7= TR BERBRROKE 2~
‘ﬁ—o

(2]

1) HIRRTEE/REST - BROE/NMIEME (R¥ERERVOIERT EEE)
(=Ra )

O EWNEDHEFB (ONO-4538-05 FER)

77 F T EE R B CFEERE R T AR B B/ IV UIBROR T LK
FEBE (ECOG Performance Status 0 X TV 1) 35 il &6t 51, &K 3 mg/kg % 2 AEHEFENE
TRIEFHE L, EEFMEEE ThH5R20%E (RECIST A RIA4 2 L1 RIZESH
RHFEIZ L D CR XIELPR) 1125.7% (95%EMXM : 142~42.1%) ThoTz, B, F
ANZERE L-BEIL 9.0% TH - 7=,

@ S EIHEFER (CA209017 #ER) (N EnglJ Med 2015; 373: 123-35)

77 FFEH B FERIER A E T 2 UIRAEER B #/ IV X IIBR ORI LK
EHE (ECOG Performance Status 0 2TV 1) 272 Fl&RRIZ, FEFFvAZREE L
TAH 3mgkg % 2 WM CRFEEHE L (RAEE 135 61, Fe& XA 1374,
FEARAT ORER . EEFMEEE Th 224 (LUF, T0S) &vvd,) (HRME [95%
EHEXM]) X, AFIBET9.23 [7.33~13.27] A, KEZFEAFHT6.01 [5.13~7.33]
AATHY, FANT FEF FEd LEFHFRCEERERZ R LT (NP — R
0.59 [96.85% S #EX [ : 0.43~0.81], p=0.0002 (fEAl) (@R log-rank HRE. AE A% (M
M) 0.03151),



1.07°

0.9

0.81

0.7 1

0.6

0.5

0.4

Probab lity of Survival

0.31

0.21

TTe-g
EER R iy EE R £

0.1

0.01
T T T T T T T T

0 3 <] 9 12 15 18 21 24
Overall Survival (Months)
Number of Subjects at Risk

FHIB
135 13 86 69 52 3 15 7 o

Feaf w8
137 103 68 45 30 14 7 2 0

X1 OS OHEARHTED Kaplan-Meier Bt (CA209017 ) (FIERLENEH)

(FER LR
O ENE TFEFHER (ONO-4538-06 )

75 F T EH S LERER AT 2URRERZTB H/IVHIXIIHFREOERTEL
R E#E (ECOG Performance Status 0 OV 1) 76 il & %412, &K 3 mg/kg % 2 1 A fH
RCAMESE L, TEFMMER THEEPE (RECIST H1 K74 1.1 IRIZES<
g EIZ L % CR UL PR) 13 19.7% (95%IEHEXE : 12.3~30.0%) Th o7z, 2B,
EANZRRE L2 BEIZ 9.0% Tho Tz,

@ ¥ESEIIFERER (CA209057 FABR) (N EnglJ Med 2015; 373: 1627-39)

75 F T EH e S CERIER 2 F T 2 UBRFEER B H/IVHIXIIFEOKERF L
BEER#E (ECOG Performance Status 0 XN 1) 582 BRIz, FEFZXEBAZXRLE
LT, &%3 mghkg % 2 AR CABERE L (KHRE292 61, FEZXFEAEE 290
B, PRMETORER. TEFMER TH D 0S (FRIE [95%EMXMI) &, AFIFET
12.19 [9.66~14.98] A, K& F /N TI.36 [8.05~10.68] WA THV ., KFILF
T F UK LR FENICEBRER 2R L (0N — FH 0.73 [95.92%5 XM :
0.59~0.89]. p=0.0015 (F{Al) (/BB log-rank HR7E. AEAKE (FE{A) 0.0408]1),



1.0

0.9

0.8

0.7

0.6

0.51

0.4

Probability of Survival

0.31

0.21

TEN - - o

0.11

0.01

[ 7
- 9960

L] T T T T T T T T
[+ 3 6 9 12 15 18 21 24
Overall Survival (Months)
Number of Subjects at Risk

AFIB

292 232 194 169 146 123 62 32 9
Feat)L&8

290 244 194 150 111 88 34 10 5

X2 OSOPEIMNTRF DKaplan-Meierfi#k (CA20905738%) (EIERL Shi&£H)



(PD-LIREIRILBI OB Z M N 2MH)
SV ETIARABR (CA2090173858 & TNCA20905758%)
TEEARREIC BV TPD-L1 & XK Lz EEMEs o 284a (LT,
5,) ETAERIEBEONZ—HDOBREFEDT —FIZE-SE  PD-LIFEHREH
BRI 2T T2 AIMEROEZEEORRIILUTOLEBY Tho T,

IZHABANONZBED S B,
[PD-L1ZEZE] Lu»
TERFEERIIC

HREEL TR, REFERETIE. PDIAOERRRICL AT, FeEZX3EAELET
B L CAKEE COSHILER T HEMPBFRD bz,

R ERE CIT, PD-LIBHER %R DB A R4 2/ & RITREROF R
Tdhotz (TH),

B, RELRE. ERTELFELE BIT, PD-LIOKRERICL LT, KFlOTEET
07y ANVERETH ST,

10/, 10,
09 q‘ 09 \\
o8 \\‘ 06
o O O h‘\‘k
3 a? \‘_\x 3 5 \
s B
Tos T 20 : —\"h"’-.,,
K 3
Fos e e 3 04 oy
S T ‘“-1_‘1_ L bt
LY T
s T i
02| T L L & S i
01 SEE 0.1
oo - T - - - - - oo T T T T T T - T
[ 3 6 9 12 15 18 2 24 27 ° 3 6 9 12 15 8 2 24 27

Number of Subjects al Risk

Overall Survival (Months)

Overall Survival (Months)

Number of Subjects at Risk
Nivalumab 3 mg/kg

Nivolumab 3 mg/kg
108 82 70 60 a8 39 2 17 4 ] 123 9 86 ” ” 65 z 3 5 o
Docetaxel Docetaxel
123 102 80 61 44 6 13 4 3 0

101 87

69

s3 38 30

13

2

*  Nivolumab 3 mg/kg (evenls : 77/108), median and 95% Ci : 10.41 (7 29. 14.26)
Docetaxel (events : 75/101), median and 95% CI: 10.09 (7.36, 11 93)

Hazard Ralio

3 mg/kg over D

and 95% CI : 0,90 (0,66, 1.24)

2 Nivolumab 3 mag/kg (events : 68/123). median an d 95% Cl : 17.15 (12.09, 20.63)
~  Docelaxe! (events : 93/123), median and 95% C| : 9.00 (7.10, 10.55)

Hazard Ratio (f

3 mg/kg over D

and 95% Ci : 0.59 (0.43, 0.82)

3 CA209057 D PD-L1 RBELH| T 0S O HREIMATE D Kaplan-Meier Hi#R
(£H : PD-L1<1%DBFMEA, £H : PD-L1=1%0 BEHE)

® EREREFEIHEFRER (ONO-4538-52 35k

{bZRIERIGHE D EGFR @i ERERM. ALK R

Eir,) BRRIC

HB TR O ROS] &M T
Btk DY RREAR ST - BROIRFE LI/ RE 550 #1 (BARNBE 371 4

2. FIERENRNU A=T (laTFHEZ) (LT, ("R X<7)

W ,) RO T FF AR ETLAFRIEOHAKREERMRE LT, FAE VX
<7 ROT T FF8E w & ek L O ARSE (LT, INIVO/BV/Chemo] &1 5,)

DENMER OEZLMEE RS L (NIVO/BV/Chemo™ & 275 . *THBREE 275 #1),
WORR, TEFMAER Th 2 EEEAGHMN (LIT,
E#EXR]) 1. NIVO/BV/Chemo BT 12.12 [9.76~14.00] 7 A,

[PFS) &V 5,)

 REIAR
(FHfE [95%

STRREET 8.11 [6.97~

8.54] #ATHY. NIVO/BV/Chemo IZ7TERERN AT ROTTF Tl %G

7



TobAERE ORI EITR LRFHFRICE B R 2R L (¥ — FE0.56 [96.37%
{EHER R : 0.43~0.71], p<0.0001 (M) [JEH! log-rank B, HEALE (A1) 0.03631),
*1: A% 360 mg ROMEERIEE 3 MMM TRIEIE Lz, (L¥RER, AIAVRTFF v, 7Y
EHRENRUONRN AT %, 3BME I VAI7LVELTRR6 VA 7VERL, 6 542710
L RIEER R IAAR O X T O RREGIC L HRRE S ERFRE S L,

100 -
2 g0
3
ﬁ 60 - NIVO/BV/ Chemoﬁi
e
[F 9
=
.8
g 4
2
& 2 L s
0‘1 L] ] L] T L] L 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
*HREEE 275 225 127 53 27 5 2 0 0

M4 PFS OHRE#RHTRED Kaplan-Meier Hi## (ONO-4538-52 3KR)
(EEBIL Sh -4, NIVO/BV/Chemo B & % REE L D LK)

(PD-L1ZEERINIR R DB M o O &)
ERRFE B MR (ONO-4538-52788R8) [THAANSNTZEBEDT —FIZE DX,
PD-L1F BRI BT 2T o AR OEZEEDOBRIILLTOEEY TH

-7,

HOHCELTIE, ROk ThoT,
728, PD-LIOFKBRRIZE BT, AHOZEET 0 7 7 A WVIZRKRTH -T2,

2 1 PD-L1 BEHEH D OS BIMITRE DA HE (ONO-4538-52 W)

0S
PD-L1 33 BE il FgfE [95%CI] A= R
(#A) [95%CI]
NIVO/BV/Chemo 115 31.01 [23.13, —]
0, v E]
1%R i BV/Chemo 115 22.60 [18.63.29.44] 0:16" (05521101
NIVO/BV/Chemo 155 30.78 [25.99, —]
1%L+ ’ } .50, 0.
o BV/Chemo 155 24.67 [19.09, 29.34] 069 1050, 095

— HEETRE., * REHALEEL L Cox AN — FRUGE TV



(RY¥ERERUERF L
O EHEEFABMABRR (ONO-4538-77/CA2099LAFER)

(b ERIERIG R D EGFRE& IR B G K CALKR Al = 7RO Y1 RE 22 ETT -
B OI/NERERET196 (BARABREGEZET,) 2RI, 77 FFT8HEZE
TMEFEEOHARELMBE LT, AL ALY AvT (A% CF, [0
BU AT LD, ROTTZTFHEAF 2SI EEEE OGRS (LT,

[NIVO/IPI/Chemo) &\>9,) BEOEZMMERINEZ SRR .7 (NTVO/IPI/Chemo™ #¥
36161, *AR2EEIS8HI), FRAMTOME R, TEFMER THH0S (FR{E [95%EREX
R97) 1%, NIVO/IPI/Chemo®¥ T14.13 [13.24~16.16]1 7 A, XfHREET10.74 [9.46~12.45]
77 AT Y . NIVO/IPl/Chemold 77 F ) #HK| & & Lo/ FEFIE DG AR 56 LAREHE
B ABRIERZT L. (AP — FE0.69 [96.71%(EHEIXE : 0.55~0.87], p=0.0006 (i
) [Bhllog-rankfRE., BEAE () 0.0329]),

7B, BROLREITRER CTH D0, HEELB ONIVO/IPI/Chemoff & XTRREE D OSD
P— Vi [95%EMEX ] 13, /¥ LR T0.65 [0.46~0.93]. FERIE L R#E T0.72 [0.55
~0.93] Thotz,

*1: A 360mg % 3 AR, A ') L~ 7 1mgkg % 6 BRRERE ML EEY 3 BREMETAHE
B UT-, (LR, 50 (RELEEXIHERTLER) WESW I kERE (RELE
FEAANBTTFURVAS Y FXEN, ERFELER : AIVRTFF ORIV ATTFRT
NARMLFER) 2 O3BRAR 1A I2AMELT2HATAVERMLE, 2 VA4 7 NVETHR, KH
BROA Y AT & SEHE L,

) AR (BELEEIIERTELEE) (CE-S5% . NIVO/IPI/Chemo # & R U{LFEES, 3 HM
BIVAI7NMELTAY A 7AVERL, FRTERBICOWVWTIE, 4 A 7 VD(LERERR R
A2 ML FE N2 L oFREDERAIEE L,



Y
(=]

]
©

2
[

NIVO/IPI/Chemo®%

e
N

o
=

0.5 _
0.4 *tPREE SERIL: S,

03

Overall Survival Probability

0.2

0.1

0.0

T T T T T T T T

0 3 6 9 12 15 18 21 2I4
Number at risk Time from Randomization (Months)
NIVO/IPL/Chemo®f 361 325 292 230 129 46 16 1 0
W 358 318 259 183 94 39 12 0 0
K5 OSD TR D Kaplan-Meier#i# (ONO-4538-77/CA2099LARER)

(EfER L ShTcEH)

@ EREILFESE MRS (ONO-4538-27/CA209227 385R) (N Engl ] Med 2019; 381:2020-31)
(Part 1a)

{LEERIEARIER T PD-L1 BEREN 1%Ll ED>D> EGFR BinTE RN RO ALK @A
BRT RO UIRARRE R ETT - BFOIE/BIEIERE 793 6l (BARAABE 89 #Hlz5
te,) EXRIC, I FFHEAEZ RO CFREOHAREEZXRE LT, Al D
L=7 LRSS (LU, INIVOIPI W95 ,) OFMMERCEEEEKRET L

(NIVO/IPI'! B 396 fil, xtfR™ # 397 fl), ARBROEEFHEE TH5 OS (FHR{E

[95%{EHEX[]) X, NIVO/IPI #C 17.08 [14.95~20.07] # A, %IRRT 14.88 [12.71
~16.72] ZATH Y, NIVO/IPI i£7 7 F T 8AH 2 & e b FZRIEICK LERFHZRIICRE
RIERZ R LT (NP — L 0.79 [97.72%(E X : 0.65~0.96], p=0.0066 () [J&
Bl log-rank FRZE. AEK#E (W{A) 0.0228]),

*1 : AF| 3mg/ks % 2 BREMMR. ) A~7 I mgkg % 6 BREIFER CAaBEE L,

2 B (BT EREXIIERT LRE) ICESEERE (BTLEE  AARTTF L
VAT ITFURITF LI ERELEE  IVRTF7F o XEVATTFURONA ML
FE ) &, 3EMEZ1IVAIALELTATAIALVERL, FRELEBRZOWTIE, 4 147
NOIEERIEERRICASA b LFE FIo L BRFRIEL EHATREE L,

10



1.01
0.9

0.8

0.7

0.61
0.51
0.41
0.31
0.2
0.1
0.0

NIVO/IPIE#

Overall Survival Probability

T = | L | U i T T ! 1 I T L | =T o 1 L]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Number at risk Time from Randomization (Months)
NIVOPIEE 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0
St BREE 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 0

6 OS DORFEMRHTRED Kaplan-Meier Bt (ONO-4538-27/CA209227 3Bk Part 1a)
(R L S = 4EH)

(Part 1b)

(L ZPRIERTGHE T PD-L1 FHEN 1%KiH 1D EGFR B TERRM R ALK @&
BEFREOTIRAGERET - BROI/NIIHERSE 550 #l (AAANEE 9 FlzE
tr,) EXBIC, T F TR SO EREOHAREEHRE LT, KFLETTF
FHH & b FRIE L OBFRKR S (LU, INIVO/Chemo] &5 ,) KUYNIVO/IPI O
AR RS Z 5T L7~ (NIVO/Chemo® B 177 i, NIVO/IPI # 187 5], xtFREE 186
Bl), ARBROBIRIIMER O —>Th Y BEBILRIEDXHR T S NIVO/Chemo #f &
SRRFED PFS (5B [95%EREXREI]) X, NIVO/Chemo #£ T 5.55 [4.63~6.90] # A |
STAREET 4.70 [4.21~5.59] A HTH Y, NIVO/Chemo X7 7 FF 8K % & Tt FHE
Wt LS PANCE B RERE 2R L (AN — R 0.73 (FHAD [97.72%E 81X : 0.56
~0.95], p=0.0070 [J@R/ log-rank #RE. AEAKHE (M) 0.0228]),

B, BRORBITHERTH D2, IR ONIVO/Chemo#t & Xt FREEDPFSD Y
— Ftb [95% XA 1. RELREET0.94 [0.56~1.56], FER¥E L T0.66 [0.49
~0.90] Th-oT=,

*1: (LSRR L OB T, &K 360 mg & 3 EFARING T AUEEE Ui, (Liikir, MR (RELER
BXIIERTELRE) wESWi(bEfE (RELEE VKT ZF o XIE AT ZTFRY
FhyEEy, RELEE  IVRTIF oIV ATITFURUNA MLFER) 2, A
HEICLIVIBEBE LA INELTAYA I VERL, FRELERBIZOWTIE, 4170
DALEFHEERE S AR ONA b Ld b RIS X BHERRE L B ARE L L7z,

11



ty
o
©

NIVO/Chemo®%

Progression Free Survival Probabili
o
in

——————

0 3 6 9 12 15 18 21 24 27 30 33 36 39

Number at risk Time from Randomization (Months)
NIVO/Chemo® 177 135 73 48 37 29 19 15 10 10 7 4 1 0
gl 186 121 57 22 18 13 8 6 5 3 0 0 0 0

7 PFS OEAAENTRED Kaplan-Meier Hi# (ONO-4538-27/CA209227 328 Part 1b)
(EVEAL Sz, NIVO/Chemo B & XHREE & 0 Hlk)

F7-, WAL BRENREIIENR -T2 H 00, PD-L1 EEEN 1%REOEE
23T NIVO/IPL B &t FREE D OS (FRME [95%(EHEK D) X, NIVO/IPI #T 17.15

[12.85~22.05] » A, REET 12.19 [9.17~14.32] B A TH Y, NIVOIPI (£ 77 FF
K 2 St b FREICH LEREMZ R L (O — R 0.62 [95%EHEXM : 0.48~
0.78], BREBEHIILFENTFER) .

12



2) FE/NFUIRREEE 3\ A INRIAEBIEIE
O EELFRFIAEFE (ONO-4538-55/CA209816 7AB) (N Engl J Med 2022; 386: 1973-

85)

FEFESRHA I B (BEBEN 4 cm LLE) . T XIIIMMA OFE/ NIRRT OTRTEZE" 358 41
(BARANBE 68 fleate,) 2RI, 77 F T AL ETFREDHARE Z X
E LT, FFH E 77T RF R ESTTERE E OSFRE S (LUT. INIVO/Chemo] &\
5,.) OAEPEROEEMEL S L2 (NIVO/Chemo™ B 179 . ®FAR™#E 179 #1) .,
FENTORE R, TEFFMER O—>Th HMA < NEFHIM (CLF. TEFS) &19H,)
(il [95%(ERERXR]) 1. NIVO/Chemo T 31.57 [30.16~HEREE] M A. XHR
T 20.80 [14.03~26.71] A H TH Y. NIVO/Chemo (37 7 FFEH = F L FEED
BERAZ SR LRI E R RER 2R LI (O — ik 0.63 (A [97.38%/5%H
X[ : 0.43~0.91], p=0.0052 [J&R! log-rank #&7E. HEKE (FA) 0.0262]),

*1 : EE PRV AL American Joint Committee on Cancer (AJCC) /Union for International Cancer Control (UICC)
FHISE (BT &<,

EGFR BT EEBM T ALK A BGFBHETH D Z PR IN T2 REITHRA L LT,

2 (LIRIE £ OBA T, AH 360 mg % 3 BRARIR TR 3 ¥4 7 A RERHE Lis, (L3EIRIL,
M (BT RS XUIERTERE) CESOLERE (RELEE : VX 7FF VRO
LBy RBIALRTSFURUAYZ Y X120, ERELEE : VAT TFURUSNA B
L R, XEAAVRTSFUROVZ Y F5E0) %, AEBECLD 3 ERMRE TR &
AINVER LT, YATTFURRTIBRBERAZV LHB ShERAITIE, IAVRT T F
EREAREE LTz,

*3 SR (RELEEXIIERTLEE) CESWEHiE RELEE : VAT I7F VRO
LAYy, VRATSFURPE S LAEY, VAT ITFURNREZ SR, IIINLVETT
FURUAZ Y ZxEL, FRTPLEE: VATSFUREBNRA PLFER, YATTFURT
E/LAEY, YRFIFURVRES FEL, XRBAARTSFUROAT Y FXEL) &8
BEREIC LD 3BERERTERA3 VA ZAE LTz, YRTTFUTHT B BRMENR &K
SHEBBIIE, IARTSFURERMESE Lz,

13



10

09 1 NIVO/Chemo#¥
08
07
06
03
04
03 1

02 1

Event Free Survival Probability

0.1

S
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time from Randomization(Months)

Number at risk

NIVO/Chemo®£ 179 151 136 124 118 107 102 87 74 41 34 13 6 3 0
THEREE 179 144 126 109 94 83 75 61 52 26 24 13 11 4 0

8 EFS O AN D Kaplan-Meier Hi# (ONO-4538-55/CA209816 3RAR)
(EVEAIL Shi- M. NIVO/Chemo #¥ & 5t fREE L DY)

14



[Zak]
1) YIAREE/REST - BROIE/NEIRITE (R¥LEEEROIERY EEE)
(R R)
OEMNE TFERER (ONO-4538-057 %)
BEFRIT 3335 B (943%) RO LN, KA L ORRBERPEETCERVWAESE
R 24/35 i (68.6%) IZFBH Ltz BEFEN SUML EORIEMITTRDO LBV TH -
7

#£2 HEERS%LUEOEIER (ON0-4538-05RAR)

BERKRSIE BlEx (%)

EAREE 35 B

(MedDRA/J ver.17.1) 4 Grade Grade 3-4 Grade 5

2RIER 24 (68.6) 2 ( 57) ©
MmigEs T o REE

i 2 ( 57 0 0
AR WEE

B DAt R R A 2 ( 57 0 0
BIBEE

T 2 (57 0 0

Bl 3 ( 86) 0 0
—f% - 2EEER L CRSEMORE

R 5 (14.3) 0 0

RAE M hE 2 ( 57) 0 0

FEER 5 (14.3) 0 0
REREE

EHAE 2 ( 57) 0 0
BEARRE

TARTIEXUVEET I NF A7 =27 —EH#EM 2 ( 57) 0 0

Mt U7 F kAR E+F— B 2 ( 57 0 0

U 2Bk R 3 ( 86 2 ( 57y 0
Rt L UREEE

&7 LT 3 U IfiE D) (57 0 0

HEX B 5 (143) 0 0
FEERB I URAEREEE

R R 2 (57 0 0
AR RS

KRR = a—n/F— ) ( 57 0 0
kaR, MEER L ORRES

Jif HH i 2 ( 57y 0 0
K X OE THAGEE

SEREER 2 ( 57 0 0

FLBE 2 (57 0 0

B 5 (143) 0 0

Bk RS IR 5 2 ( 57) 0 0

B, RVEMERRE 2 F (5.7%) . KBk - EEOTHI2 ] (5.7%) . #HfFEE (X
T NU—JEEREE) 361 (8.6%) . THEEEREE 2 5 (5.7%) . FHRIRIEAERRE 3 41
(8.6%) . BIEHEEREE 141 2.9%) . BH¥EEREE (REEMEMEBRE) 161 2.9%)
& U infusionreaction 2 i (5.7%) M#B®H LNz, Fi-. EEOKEEE (KERMEIRE

15



BERE. ZALBE. BERRES) | TEMEERT. 1 BRERA, Bk, BEEHEDIE,
% - BEREAE, 5 & SRR QLI RITRRD bived o T, ARIWEHFEEIRGLIZEES
% (BARBEEER250) 2a0EHRZTT,

O/ FEMFERE (CA209017:8%) (N Engl J Med 2015; 373: 123-35)

HERRIIAFIEE 127/131 ] (96.9%), K& FE/VEE 125/129 61 (96.9%) (Z7BH 5
. AFEORRBEPEETERWVAEEFRILT6/131 il (58.0%) (K@D LN,
BREN 5% EORIERIITERD LI Y ThHoT-,

23 HBEN % LOBIER (CA209017 RB)

BER KA Wiﬁ{fg
\%3;'.
(I%IGII;EIIKA/J ver.17.1) 131 Bl
o 4 Grade Grade 3-4 Grade 5

2 aElER 76 (58.0) 9 ( 6.9) 0
BRES

T 10 ( 7.6) 0 0
T 12 ( 92 0 0
—f% « REEER L USRI OREE

) fE 13 ( 9.9 0 0
5 21 (16.0) 1 ( 0.8) 0
RF#E I CREES

RARIEEE 14 (10.7) 1 ( 0.8) 0
HERIAB IUKAERES

BaEEA 7 ( 5.3) 0 0

7ok, FIEMRER 6 Bl (4.6%) . KIBK - EEOTHI 11 ] (8.4%) . #ifRfEE (%
7 N EGREEE) 1361 (9.9%) | ATHEEEREE 4 1 (3.1%) . HUKIREERERRE 5 41
(3.8%) . BHSEEREE RMEBHEEMBRE) 4461 3.1%) . EIEMEE 1 4] (0.8%)
& N infusion reaction 1 i (0.8%) 2358 biviz, F7=, BEOKRERS (KERMBEIRE
R, SIHEE, ERBEES) | TERAEERE. AlT#eiEE, 1 BUERR. BX,
¢ « Bl S EREOLHRITRD bnie o7, ARIERRBRGIZEES
% (BRREERELZED) 2E0ERBRETT,

(FER T LR
OEANE AR (ONO-4538-065R5R)
HEERRIT 7576 B (98.7%) (R D LI, AFEDORRBEENBETCELRVWAES
213 64/76 B (84.2%) IZFRD BT, FEHEN S%LULORFRHIZTERD BV TH-
s

16



#£4 REHERS%IEOBER (ONO-4538-0638)

BEAKRNE Bl (%)

BARRE 76 {3

(MedDRA/J ver.17.0) 4 Grade Grade 3-4 Grade 5
£EIER 64  (842) 16 (21.1) 0
P I E

R RS RE IR T E 7 (92 0 0
BIGEE

{EH 5 ( 66) 0 0
T #i 4 ( 53) 0 0
B 8 (105) 0 0
A% 4 ( 53) 0 0
WAt 4 ( 53 0 0
—f% - PEEER LRSS ORE

it 9 (11.8) 1 (13 o0
fRERL 11 (145) 0 0
FEER 11 (145) 0 0
ERIRIRE

U v ERERE 6 ( 79 2 ( 26) 0
Rt L UREES

KT b U v aifiiE 4 ( 53 2 ( 26) 0
BARRGE 11 (14.5) 1 ( 13) 0
MRREE

EEMED T 4 ( 53) 1 (13 0
MR AR, MIERIS X OWERREE

3R A i R R 4 ( 53) 2 ( 26) 0
EER IR THEEE

Z 9 EESE 6 (179 1 (13) 0
b3 11 (145 0 0
BER BB 4 ( 53) 0 0

B, BEMREAR (5.3%) . KIBK - EEOTHSE (6.6%) . PEES (7
Ve N —EERESE) 1061 (13.2%) | FFHSREREE 511 (6.6%) | FRIRIRERREREE 1041 (13.2%) |
BIRHBEEREZE1F (1.3%) . BH#IEES (RREREEEASE) 44 (5.3%) K Uinfusion
reaction 35 (3.9%) MWD LNTz, T, EEOKRERE (BEHRIVERTE. SAL
B, EREES) | TEAEEREE. 1TUERR. BX, BEEFHENIE. MK - #EIR%,
S EIEREODHRITGRD biehoTo, RREARRRIIEESES RRREE
BEEED) 2EU0EHEREZ =T,

@M EMAAREBR (CA209057 5888) (N Engl ] Med 2015; 373: 1627-39)

BEFRITAKIEE 280287 il (97.6%). N & X & /LEE 265268 B (98.9%) [ZfBH 5
., KElE OREBENEE CEXRVAEESIL 199287 il (69.3%) IZ@@H LIz,
FEEN SBUEORWERIITRD BN ThoTo,
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25 FHBRY %L EOBWER (CA209057 3HK)

BEHKAR 2
(1%4 fligRA/J 17.1) 26701
© M % Grade Grade 3-4 Grade 5

2EI{ER 199  (69.3) 30 (10.5) 0
RS UESE

R R AR T E 19 ( 6.6) 0 0
BEBRESE

TH 2 (17 2 (07) 0

N 34 (11.8) 2 (07 o

Bt 15 ( 52) 0 0
—f% - SEREER L OCBREHLORE

)i 29 (10.1) 1 ( 03 0

it 46 (16.0) 3 ( 1.0) 0
KRB L OREREE

BABOR 30 (10.5) 0 0
HERRR LUK EERES

RAgiE 16 ( 56) 0 0
B XU FRlREE

O EE 24 ( 84) 0 0

Bt 27 ( 9.4) 1 ( 03) 0

ek, RBVEMERERR 1061 (3.5%) . KABK - EED TH 22 6 (7.7%) | PRREE (¥
T NLU—EERE) 26 B (9.1%) | ATHEREREE 15 61 (5.2%) . FRIREEREREE 27
Bl (9.4%) . BHEERES (RAEREEBRE) 746 (2.4%) | Bk - BEES 1 61 (0.3%)
& (N infusion reaction 8 5] (2.8%) iR®H bz, iz, EEOEEEE (FEREIRAE
ERE, 2B, ERAES) | TEAEERES. aIR#eeiEE. 1| BERR. KX,
EEMENE, 59 BEREVCDHRITRD b oz, ARIVERAREIRIIEESE
% (BRREERTZEL) 280EHERETT,

CEBEEF B MAHFE (ONO-4538-52 FHBR)
HEFEZRIIAHGA (NIVO/BV/Chemo) £ 271/273 fil (99.3%) . xtBR#EE 275/275 i
(100%) (ZRD bz, AFIBEA (NIVO/BV/Chemo) & DREBEENBETERWVWE
EEHRIL269/273 B (98.5%) TR b, FRED %LU LORWERIEITROLEBY
THol,

#26 FEBHE 5% EOBHER (ONO0-4538-52 HIR)

TN Bl (%)
E%gjggjﬁ FFIGFA (NIVO/BV/Chemo) FE
i 273 {51

(SRR Fienzzal) 4 Grade Grade 3-4 Grade 5
2REIEA 269  (98.5) 201 (736) 3 (1D
HEB LUK THEES

Jii EAE 143 (52.4) 0 0

%5 81 (29.7) 13 ( 48) 0

% 9 FESE 48  (17.6) 0 0

BER RN 5 30 (11.0) 12 (44 0
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g (%)
AHIEH (NIVO/BV/Chemo)

FEBRSNE

273 A

i % Grade Grade 3-4 Grade 5

SRR J¢ 9 (700 1 (04 0
TR R REE

ARG = 2 — R F— 120 (44.0) 3 ( 1.1) 0
FEME= 2 —mRF— 59 (21.6) 1 ( 04) 0

RERE ' 32 (11D 0 0
R 15 ( 55 0 0
EaRi A

TP RS e 116 (42.5) 87 (319) 0

i3 i B R 93  (34.1) 40 (147) 0

TN 6 o 59 (21.6) 16 ( 59 0

TANRGHURET I bT A7 =T7—HEHMN 24 ( 88) 2 ( 07) 0

FT7=vF I/ b7rA7xT7—EHN 20 (73 3 ( L1y 0

sy V7 F =B 16 ( 59) 1 ( 04) 0

N =T 15 ( 5.5) 0 0
el

(B 85 (3L 3 ( L 0
B 68  (24.9) 3 ( L) 0

T#fi 50 (18.3) 5 (18 0

A%k 50 (183) 2 ( 07) 0
IiE 21 (7.7 0 0
s LU o REEE

i 78 (28.6) 15 ( 55 0
SRR E 53 (194) 43 (158) 0
FeBAE LT PR BRI 43 (158) 41 (1500 1 ( 04

[ ifn Bk E 26 ( 935) 13 ( 48 0
iR A fiE 18  ( 6.6) 4 (15 0
i iR £ O%E SRR

[ o 69  (253) 0 0
i i 66  (24.2) 0 0
— - SRR L O SR oRIE

iR 68  (24.9) 1 (04 0
F 40 (14.7) 2 (07 0
w5 _ 19 ( 7.0 2 ( 07) ©
M Es . BREh X USRS

G i 43 (15.8) 0 0

Leosdh 34 (12.5) 0 0
Rt L USEREE

EAEGR 81 (29.7) 8 (29 0
M

5 e 65  (23.8) 37 (136) 0
i LUVRBEINRE

EBHR 65  (23.8) 13 ( 48 0
P ikt

HUR BRI T 26 ( 95) 1 ( 04 O
FEPR U RE TLIEAE 15  ( 55) 0
Rl e 14 ( 51 4 ( 1.5 0

R, FREEE 211 41 (77.3%) | BREGHRARE/ I A/ SF—92 61 (33.7%) . EER
MIEREE 43 5 (15.8%) . FIRIREREREE 39 ] (14.3%) . EE DZRTREE 36 41 (13.2%) |
FFREREREE 35 ] (12.8%) . BEHEREREE 20 I (7.3%) . RIEMERE 19 F1 (7.0%) .
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KEGZ - /NGZE - EED THI 19 8] (7.0%) | BIBHERERE 14 1 (5.1%) . infusion reaction
13 51 (4.8%) . FERHEERE 561 (1.8%) . Fik 4 1 (1.5%) | CIEESE 4 41 (1.5%) |
1 BUBERR 3 1 (1.1%) | FRARMARZEARIE 3 61 (1.1%) . MELIEREER 2 61 (0.7%) .
e 2 61 (0.7%) . AP 161 (0.4%) ROMEBMHM 14 (04%) BRBD LN, T,
EIEAIESE, O, BUERFZ. RS, MMk - SR, MRERIEFEH, &z, &
E O IRK, TR OEALITRD b oz, REWERRIVRIUIBEES (BRK
REMBEFEL2ET) 280EHERETT,

(P LR R OSE R L)
OERRILFRIFMAERER (ONO-4538-77/CA2099LA FER)

BEEGIIAHFGA (NIVO/IPI/Chemo) #E 355/358 5 (99.2%) . XRREE 341/349 43

(97.7%) (ZE® bivl-, AFIGFA (NIVO/IPI/Chemo) & OEEBENEE TEXRWVE
EHRHT 322/358 il (89.9%) TRl LTz, FEBLEMN 5% LA EORIERIZTERDO LY
ThHoT7,

#27 RBHELY 5% EOBIER (ON0-4538-77/CA2099LA 3B

SR Bl (%)
ﬁ;zg;;” = AHIPEA (NIVO/IPI/Chemo) EE
(MedDRA/J ver.22.0) 358
4 Grade Grade 3-4 Grade 5

£FI{ER 322 (89.9) 159 (444) 1 ( 03)
MER LR SR EE

=i} 80  (223) 20 ( 56) 0

S ERIBAME 35 (9.8) 22 ( 61) 0
AL WEE

FOR IR BE TLIESRE 27 ( 7.5) 0 0

RO IR RER T E 52 (14.5) 1 ( 03) 0
BEBES

ER 32 ( 89 0 0

TH# 73 (204) 14 (39 1 (03

CE 94 (26.3) 5 ( 14 0

gt 47 (13.0) 6 ( 1L.7) 0
—i% - £EFEER JUOREHMORE

B S HE 73 (20.4) 3 ( 08 0

5 59  (16.5) 8 (22) 0

FEER 20 ( 5.6) 0
FRRRE

TS5 TF I NI AT =G =M 23 ( 64) 3 ( 08 0

75— 18 ( 5.0) 8 ( 22) 0

TFTARGELUET I/ NT VAT 2T —FHEMN 19 ( 5.3) 4 ( 1.) 0

U S —E 18 ( 5.0) 13 ( 36) 0
R#B LURERESE

BHERRHE 56 (15.6) 4 ( 1.1) 0
HEERRB IR EEBES

RA&iE 26 ( 73) 1 ( 03) 0

A% 18 ( 5.0 0 0
PR SR, MR K OMERRREEE

i 2% 19 ( 53) 5 (14 0
BRER L ORI ERES
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Bil%k (%)

21— AN
B ; ’1]3;3 H AFIBEF (NIVO/IPL/Chemo) #%
& 358 {5
ﬂedDRA/J ver.22.0) Z Grade Grade 3-4 Grade 5

[FET3 32 ( 89 3 ( 08 0
7 5 EE 66 (184) 3 (08 0
%5 64  (17.9) 5 ( 14 0
BER BRI 18 (S s g L

72k, FRIREEEEREE 74 5] (20.7%) . ARREEEE S1 01 (14.2%) . HEACEHRARIE/ <
FRF—50 ] (14.0%) . FTHEEEREE 48 5 (13.4%) . KIBZK - /INGR - HE DO THI 26
Bl (713%) . BHEEEREE 25 5 (7.0%) . EEOKBES 21 6] (5.9%) . FIEMMRE
19 f5il (5.3%) . infusionreaction 17 f5il (4.7%) . BIEMEREREE 12 il (3.4%) . TEMEH
HEfEE 74 (2.0%) . DIEREE 761 (2.0%) . FF&R6Fl (1.7%) . X461 (1.1%) K
OB RMARZERIE 1 6] (03%) BN bz, £7-, EEMFEE, LK., B, 1
RUBERRIR, A2, BR(LMEIREJc, MMk - s, ERLRMRMEE. MRERERE,
R SO EL, ESHM R OEILITRD bR -7z, ARIERREBURIIIBEESE
% (BEREEREFZ2ED) 250EMERETT,

QERREFEFE MR (ONO-4538-27/CA209227 FER)

(EF A Y AT Lo ARS)

HEESIIAKGEA (NIVO/IPI) B 568/576 51 (98.6%) . *THREE 554/570 5 (97.2%)
IR L, AFIFHA (NIVO/IPD) & ORFRBNREE TERWEEERIT 442/576
Bl (76.7%) 23R bNT-, BEEN S%NULEORWERIZTRD LB ThoTo,

#8 RBERR5%IULEOBHER (ONO-4538-27/CA209227 MR Part 1a KL 1b)

Anieee Bl (%)
%g’:’ggﬂﬁ AAIBEA (NIVO/IP) B
576 {4l
(B1edDRAY yer22i0) 4 Grade Grade 3-4 Grade 5

2RIEH 442 (767) 189 (328 1 ( 02)
P WEE

B R IR RE TUHESE 48  ( 83) 0 0

AR IRSEREIR T E 72 (125) 2 ( 03) 0
BIEEE

T 98  (17.0) 10 (17 0

B 57 ( 99) 3 ( 05 0
— - 2HEFR L OB S ORE

4 A 59 (10.2) 8 (14 0

5 83  (14.4) 10 (1.7 0

FEE 43 ( 15) 2 ( 03) 0
HRARRE

TI=UFT I RS ART =T —EHEM 52 ( 9.0) 19 (33 0

77— 36 ( 6.3) 17 ( 300 0

TARGXUEET I ) b T AT =7 —EHEM 56 (97 18 (3) 0

U —EHEm 43 ( 17.5) 23 ( 40) 0
AR L R EEE

RARBOE 76 (13.2) 4 ( 07) 0
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FilEx (%)

S R
aﬁgﬁiﬂ i AHBFE (NIVOIPI) 7%
. 576 {3l

(MEIDER geretl) 4 Grade Grade 3-4 Grade 5
BERRR L ESHEEEE

BA&nE 29 ( 5.0) 4 ( 07) 0
FROR 2%, MERS L OHEHRREE

Jiigie 41 (7.1 16 ( 28 0
R LUK TEMES

B E LR 31 (54 1 (02 0

% D FEIE 82 (14.2) 3 ( 05 0

35 98  (17.0) 9 ( 16) 0

BRI i KR 5 39 ( 6.8) 9 ( 1.6) 0

Teds, FOIRIRBEEEREE 115 6 (20.0%) . FFHRHERRE 91 61 (15.8%) . #HERESE 51 61
(8.9%) . RIEMENTEE 50 B (8.7%) . RABUHEMRIE/ X A3 F —38 6] (6.6%) . B
D REGREE 27 B (4.7%) . KIBK - WNEK - EEO TR 25 6 (43%) . BHREREE 25
{5l (4.3%) . infusionreaction23 {5l (4.0%) . TEMKKAERE 1961 (3.3%) . EIBHKE
BEE 19 6 (3.3%) . BFZ¢ 1361 (23%) . LIEFEE 9 6 (1.6%) . FEZk 6 Bl (1.0%) |
1 BUBEIRIS 4 B (0.7%) . S &K 2 il (0.3%) . Lk 16l (02%) . %k 1 Fi
(0.2%) . Mizk - Bfifze 1 61 (0.2%) RUREARMARZEARIE 1 61 (0.2%) @D b,
F 7o, EEAHENE. FPrEe, BeEiRE K, ERLMIEEE. MERERIEMREE, B,
JES e OSEFLIZRR® b e o 7o, ARIMERZEBURILIIBIES S (RRRRERT
2atr) wELEBRRETT,

(FHF & 77 FF R Z2 SR E L OffAKES (PD-L1 BHE 1%RmOEEELEH))
HEFHGIIAF R (NIVO/Chemo) B 172/172 1 (100%) | 5+ FREE 174/183 1 (95.1%)
278 BTz, AFIBEH (NIVO/Chemo) & DR RBIMENEE TERWAFFRIL 159/172

# (92.4%) 2B b7, EHREN %L LORERIITERD LBV ThoTe,

#£9 RBBERR 5%LULORHER (ONO0-4538-27/CA209227 M Part 1b)

R Bl (%)
ﬁgiﬂiﬂﬁ KA (NIVO/Chemo) BE
g 172 51
(MedDRET) wvep22) 4 Grade Grade 3-4 Grade 5
2REIER 159  (92.4) 96 (558) 0
MmikR LY P REE
=Yl 70 (40.7) 30 (174) 0
BB E 41 (23.8) 23 (134) 0
/NI fiE 17 ( 9.9) 7 ( 41) 0
BIBEE
TEFL 38 (22.1) 0 0
THE 17 (99 2 (12) o0
Bl 67  (39.0) 4 (23 0
AW 14 ( 81) 1 ( 06) 0
I - 26 (15.1) 4 ( 23) 0

—i% - EEEER X URGBALORE
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BlEk (%)

=A=R \
agggz;ﬂﬁ AHFH (NTVO/Chemo)
- 172 {51

(MedDRA/J ver.22.0) 2 Grade Grade 3-4 Grade 5
E e 18 (10.5) 1 ( 06) 0
S 43 (25.0) 8 ( 47) 0
EER 9 ( 52 0 0
FERE D R SE 10 ( 5.8) 0 0
I PEENE 9 ( 52 0 0
TEEN 12 ( 7.0 1 ( 06) 0
FRIRIR AL
TI5=UT )RR T =T —EHEM 16 ( 93) 5 (29 0
75— 11 ( 64) 4 (23 0
FTARTEVEET I F T AT =T —EHEN 10 ( 5.8 1 ( 06) 0
me s v7F =8 12 ( 7.0 1 (06 0
R ER S 27 (15.7) 17 (99 0
iM% s> 21 (12.2) 11 ( 64) 0
M BRI 15 ( 8.7) 9 ( 52) 0
RER L URERE
BAIR 39 (22.7) 4 ( 23) 0
BB X R THsEE
% 5 FERE 15 ( 87) 0 0
b3 26 (15.1) 1 ( 06) 0

IRk, RREEE 26 B (15.1%) | FEBHEMAPE/ I A 3F—22 1 (12.8%) . ATt
B 21 61 (12.2%) . FORERBEEERET 16 1 (9.3%) | BHmeREE 14 41 (8.1%) | A
EPERTRE 8 B (4.7%) . KREGHK - /INGK - EEOTHIS B (2.9%) . LIEEEE S 4

(2.9%) . infusion reaction 4 5 (2.3%) . EEOLEREE 2 6] (1.2%) . LiHK 14l

0.6%) . 52161 (0.6%) . 1 BLEERMB 161 (0.6%) . FFR 161 (0.6%) . HIFH
BEREZE 1 f (0.6%) R OFFARMALIERAE 1 4 (0.6%) DD LT, Fio, HEEMHE
JE, FFARZ, BELPERBE K, TRAHERE, MK - fiER, EELLKES. 0L
BRERAEGRE, i, R, SEIERE, BERENLEVBELITRD bR T, K
BIVERRBURILIBIEESR (BARREEEELST) 280EHERE TS

2) FE/ANERAMER I 31 B IR HEENERIE
OEKERFEMFERER (ONO-4538-55/CA209816 75k)

AT EEIIC BT 2 B EER (RTHBRIEDOVIER &0 6 5 & 5% 30 A LL
PUZRBLUIHEE L/-FR) 1 IARKIGEH (NIVO/Chemo) # 165/176 5 (93.8%) . xR
B 173/176 Bl (98.3%) (ZFRD Hiz, AFIFFH (NIVO/Chemo) & DRFRRERNEE T
TRWVEEFERIT 147176 B (83.5%) TR bivl, FEERD 5%LL EOEHERITI TR
DERY ThoT,
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R 10 BEEBR %LU LOBIER (ONO0-4538-55/CA209816 FAMR)

e N BlE (%)
ﬁﬂiﬁﬁ AEIGEA (NIVO/Chemo) B
. 176 f3i

(MedDRA ver.25.0) 4 Grade Grade 3-4 Grade 3
2REIER 147 ( 83.5) 63 (35.8) 0
MEB LY o RREE

E=giil 41(23.3) 5( 2.8) 0
M ek S 17( 9.7 2( L1 0
T ER R E 30 ( 17.0) 19( 10.8) 0
BIBEE

B 37 (21.0) 0 0
T 10( 5.7 1( 06) 0
= 58 (33.0) 1( 0.6) 0
N r- 15( 8.5) 2( LD 0
—% - EEEER LCRETMORE

®E 16( 9.1) 2( LD 0
w7 22 (12.5) 1( 0.6) 0
EER 25(14.2) 1( 0.6) 0
FRIRRE

Mmoo L7F=4m 12( 6.8) 0 0
i P ER SR 26 ( 14.8) 13( 7.4) 0
/R 14( 8.0 31D 0
B M EkE 13( 7.4) 3( 17) 0
RFB LI UREEE

BHRRLR 30 (17.0) 2( 1.1 0}
HRREE

KM= 2 —o/3F— 11( 63) 0 0
FER SR, BIERES K OMHRES

Lo< 0 12( 638) 0 0
¥ XU THEBESE

i e 17( 9.7) 0 0
5 23 (13.1) 1( 0.6) 0

ek, FREE 30 6] (17.0%) . BEFHEARIE/ S A 3F—23 B (13.1%) . FTiaekE
E 144 (8.0%) . BHEREREE 13 5l (7.4%) . infusion reaction 10 1 (5.7%) . FIRAR

HREREZE 9 il (5.1%) . EEOEMEZ 46 2.3%) . EELMIEEE 3 F (1.7%) .

FIEMERRAE 261 (1.1%) | LDHEEE 261 (1.1%) RUKREX -

INBR - BED TR

Bl (0.6%) BRBD LTz, £z, BEMBEDIE, LHRE, BHR. 1| BIERRE., BHEFTZ.

s, BT, BeVERRE R, TERAKERSE, BIBMERT. MR - BiRK, #iki

RIEME, MEREREREE, #k%, Bk, BEEOFR, SL 5L, RIS, EEH
i R ONBEFLIZRR D Do 7o, ARIEAEBIRLIEESES (BRREEEF 221

rEUDEEREZTRT,
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[A¥ - AE]
1ﬁ%0§%ﬂﬁ%ﬁﬁ???W%ﬂﬁng/iJV~;?;4;;@‘$ﬁmn%kgu$
B) ¥ 240 mg % 2 BREMRE TRE LZBORH O MFPREIRE S, €Ok
B KK 240 mg B L BOBERIT. AH 3 mgke 2 H 5 LIBEOREE &L HE
LCEEEZTTEFRENZLOD, ARANBREFIZBW AR HEBRENTWVWDIH
W BE (10mgke % 2 ARBRTERYE) TARZHRE L BORGR L i L TIEHE
FERTEFRSNE (FH), M2 T BEOBE BT 27 —ZI0 &5, &H 3me/ke
(KE) 1T 240 mg % 2 BRI CHRE LizBOAF ORER & AMEITRLME L
OEEEZ BT IBRERICE T ASELE SN, SEEEICOVTRIABITOIIER.
FREOMAE - AEOB CESEROZSEICHERZRIIAVE TRIS N, £,
NIRRT R IR AT — F WK ESEHE L RESE T VEFIA LT, AF 3
mg/kg (2 BRI C&RE) . 240 mg (2BREMMRTHRYS) X360 mg (3 BMHFMRTE
5) LAEYAvT 1 mgkg (6 BEMRTRE) 20 LBRORSMEBRE LI
£, FROMAE - AREOM CRAMICHERERER IRV E TR SN,

£ 11 FAORGEE T A —F

Ak - BE Crnax Chindl4 Cavedl4 Cmaxss Chmin,ss Cavess
(ug/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
e (35-523 '30-8) (10.17?'264.5) (17.21‘,"333.9) (75.1){3171) (27?12,'107) (42.717,'?27)
2U0mER A (51.712.'103) (15.22?.3?4.6) (25.3137.8) (105,5354) (41?57,.!1;58) (62.11(,)9187)
10 mg/kg Q2W (14;,9 ;19) (512 '739.2) (79.90?11;14) (33???32) (ISi,l ;13) (23?,7 gs@

HILE (5%, 95%4) . Q2W : 2B, Cra: MEHESEOKREMEFRE, Crinas : PIEHESE14
BEICRTBEEMBEDEE, Cagas: NEHREGZ14H B ETOFHMBEFRE. Cous | EFIREICE
Lj’é%%m%qjﬁg\ Cmin,ss 5 r@%‘lﬂ(ﬁllﬁﬁéﬁﬁlﬂl@iqﬂﬁﬁf\ Cavg,ss B Eﬁﬂ:%‘:b:ﬁlfézﬁﬁjm%q:
RE

i A OBEMEYEBREESAVEZFIA LY I 2 b—a XITX b FH480mg
% 4 BRI TR EIEARO A - AES TRES LIZBEORR O BT RE R
iz, FORE, &K 480 mg % 4 BRI TR S LEBEOERKEICEK T 2 F M
EREE (LT, MCagss) EVVD, ) 1, A& 240 mg % 2 BRMR TR E LTZERED Cavgss
LERTAETFRIENE (FHR) , £72. K480 mg # 4 BEMRTRE LIZROE
FIRBIZHITARENFEFERE LT, [Cuxs! V5, ) 1E. &H 240mg %z 2 B
IR TS L72BED Coass £ B L THEEZRT ETRISLZ OO0, BRARANBEICE
WTEARHENERINTWAREE - AR (10mgkg %2 2 BEER CE) THAIZHRE
UTEBED Craxss & IR L TIRIEZ R & FRIS L (FHR) . Mz T, HOEEICE
FAF—FICESE | AK 3mgkg (KE) 713 240mg % 2 BRI, & L < i3AH
480 mg % 4 ERIRR TR E L ZBEOAF OBRE R & A IZ e L OBEZRE
TARERSETANPERIN., YEEECOW TR TON /R, ERRORIE -
FAEOR TEDMER OEEMEICHARZREZR T2V ETRIS
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£12 FHORYEE T A—F

Fﬁ{f . FHE' Cmax CmindZS Cavgd28 Cma:gss Cmin,ss Cavg,ss
= (ug/mL) (ng/mL) (pg/mL) (pg/mL) (pg/mL) (ug/mL)
s /s O2W 516 272 31.0 113 62.1 776
mg/kg Q (35.2,70.8) | (16.5,403) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 437 159 878 109
240mg Q2W 1511 103) | (23.3.59.0) | (30.8.60.9) | (102,254) | (41.5.158) | (62.1,187)
145 29.7 53.0 216 713 109
480mg QAW | (105 207) | (15.5.474) | (37.0.748) | (145.336) | (2755,137) | (62.1,187)
193 99.6 116 396 214 275
10mehkg Q2W | (146 229) | (865,132) | (101,148) | (329,525) | (184.303) | (236,377)

o (5%, 95%5) . Q2W : 2 BRI, Q4W : 4 BRI, Coe : FEHEG % OREMETRE,
Crmind2s = PIEIE 5% 28 A B2 RBIT A RARMIEFIRE, Capns - FIEE 5% 28 A B £ TOFHMF R

BE. Crmaxss : ERKEICHITARHEMEFTEE. Crminss | EFREBICET DREMFTRE. Caps : EFRRK
REIC 1T B ME TR E

26



4. HEHRITHOWT

AHRIOFEPEE 2BEEZZH - FFEL, AFDZEIZ i'oi%&@”’ﬁﬁﬁ%%éﬁw:
BIET B Z E R NER 72D, LTFOO~@D TR TEMHTERICB W TERT2
RETH D,

@ MaRIcoC

@1 TED (1) ~ (5) DV FRLCEY FOMERXTHD L,

(1) BEEFBRENEET 20 ARFEEILARIES EOER RS A D REEENL IR,
Hg A A S BEE B HL TR . B S AR ERBE A2 &)

Q) REEMERERPT

(3) FEFRDENMEETIVAREEERE (DARDFEERERE. A 52 i
WIRE, BADEEEHEERRE R &)

(4) HRACFRIEREZRE L, SRERLFEEZER | I3 EE b SR 2 e
2 O BEAEIR D EHEIT> TV DR

(5) MEMEEAASEEMEOMBEREIRLBHEIT-> TV D HER

@2 i O/ FERER CRIVEASEREF QXIS Ho e misk & R 2 FFoER (FRO
WAL T D ERD) 23, YR RBOAFICE T 2BEOBREE L L TEESH
TWaZ L,

®

o ERIGHEER 2 FOPHHHMERET LI-%IZ 5§ FLLEDONR AIREDOBEERIHME %
THoTWAZE, 95, 2L L. BAERYERES T L LEEBRIERFOIHEE
ToTNBZ &,

o EMRFDUEE 2 FONFTHEERET L7-RIC 4 FULOBKREREZALTWND
Z&, 26, 3FULIE, RO AFEMRELE S LHFRESREDRKRHEZIT -
TWBZ L,

o [ERRGRIFRER 2 EOVHINHEZE T LTI-RIZ. BB AFEYEREEZ &1 5 FLU
EDFERINBZDEREZIToTND &,

@ BENDOERMEREEROEKHITONT

EEMBEREHMFTLIEEENEB SN, BECENLOFRED, AU - &
EMEELNFROEEEVEMF I T 5 EHREML. AEFRIRELIZGEORE
. ERESHLITONLERHINE->TWD &,
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@ BIEH~ORRIZOVWT

@-1 fER AR BE s 5 E:
MEMREEDOEELRBVEANTEA LB, 24 BFEIRERGIO T, Y%zt X
IEERERICB VT, BB LUZEERIIE U TAREEE O CT £ 0RITER OBz %

ERREOERN G ARICHE LN, BEHIZHG TR EHAE - TWEZ &,

@-2 ERHETEIC L Z25FERNNCET 2 EH

DABRICED S EMI MR LT 5 EEEFEVRIERT =4 7
EFEDEERDAI V== T E2TVWERE L FRELR TE 55— L ERERIHE
HEINTNWADZ &, 2B, BRHEGITONT, BABE L EFORERICHSICEAMINT
WanZk,

@-3 BHER ORECRISICE LT
BIEA (MEMMERICML, EEMHEIE. LHE, ik, BEGRMAREE., XIBX.

R, BEOTH., 1 BBERA. BUEFR. FAe, ITH#EEE. TR, @bHEEE
%, FIRIRSREREE, TEMABERE., RES. BEE. BITES. MR, EEOK
WifEE, FIRMAEZERIE, infusion reaction., EERIMKEE, MIREEIEMERE. .
R, BEEOBER, SEIEE, BEORERR., WEEEHE, OEEE (LEHE -
AR - DEMEESNNES) . RIS, BEEHM, EALE) 1SR LT, YRR XIIE
BEEFIMBI O FEMMEZ B D =R & EEE U (BIERA OZE-oINICE L THRERUEE
EZONAEHFICHB L), EBICEURLEN TE HEFHNE-TNEZ L,
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5. 5B LB BE
[BE%hiizBE 3 2 FE1H]
O AFOBEMBE LR TROBEFICBWTASESRIEEN TV A,

7T F A R BT FRERE LA T S UIRARER B HI/ IV SUIEF O R
T ERERE

7T T RE AR ST L FIRERE LA T A IR MR B/ IVEI /RO
R PR EE

721, FERFLEE CEGFREIGFERE X IIALKMA MG TIEMHEREICB VT,

B¢ UTCEGFRF 2 ¥ v F F—EBHEEFI IIALKF 0 ¥ % F—EREH D
BERPETHRE,

@ AR OMOPTEMSIEES L OFRBESIITROBEICBO THEIMENREINTWS,

A Y AT ROT T FFEA 2 ELFEEE (RELRE: IVRTTF
BUORZ Y ExE0, RELERE  IVRTZFUoXIIT AT ZF RO
A PLEER) EOHAKE  LFHEREBEDOR, EGFR B TEERMERD
ALK A F RO UIRAREZET - B OIE/INIIRMESE
A Y LT EORRKRE ALEREROL\V EGFR BT ERBRMER N ALK
A MmO U2 ELT - BRI/ EEE
T FF ARSI EERE RELEEE  IVRT TF o XIIVARTTF
BT LAEE Y, ERELERE : IVRTTF U XUIV AT T F o RUOANA
Pt R) EOFARE ALFEEERO 2, PD-L1 BEE 25 1%KH 02
EGFR #=FERBM R N ALK MEBETREOEIRARERET - BROIED
bR e B
RN A2 T ROT 7 F T8RN 2 ST HRE (AR T F7F RO 7 Y F
X)) LEOBFRERE  LFRIEEDR, EGFR Bifn TERRM. ALK @&
BLFEME RO ROS] BEBETRMEDOURARERET - BROIFRFE LR3E
/SRR R R
T F TR 2SR EEE (RELRRE : VAT 7F0 (TR T T F
V) ROVF AL BE Y INVRTTFURONT Y ZXEL, ERFEERE
VRFGTFY (RFINVKRTZF) RORA MFE R, IVRTTF UKk
V7 Y ZxkN) LORRS BRI B EEEN 4cm BLE), TG
A D3EFfEME (7272 L. EGFREBETEREII ALK MEBREFBETH
5L PHEREIN TV EEIIRLS) OffATRE"™
*1 : ABOZHELLE LT, IR5E4 : PD-L1IHC 28-8 pharmDx [# 2| BEB I TV 5,
*2 : FEIREHIT American Joint Committee on Cancer (AJCC) /Union for Intemational Cancer Control
(UICC) AH#SE ETHR) KES5<,

® TRIZHNT 2R RE ST 2 AR OKRE R OERFEIZ VT A
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HOEMEPHILSNTE LT, AAIDKREXRLRE20,

o IiTERRRBIERIEIC T D AK 0 BB 5 R UMt OFUERMEESEA & Ok S
o ALFERIEREORVBEIHT AR OBEMR S

o Q@THADAENEI RSN TWIRWMLOPLEMIEGH & Ot &KE

@ (CEREEO 2RI - B0 MIIERFIINT, (L) Av
5 L OB ST B BT RIREA 720 b % bALA BT B T, AR &
MY AT EORABREEERTRETHD, A V) AT RUT T F K%
BUPRE (RELEE : IVRTTF VRO ) 2520, FRFELERE
HARTSFURTLRATSIF LRV R LR R) & OBREEIr 525
PECRIRES 2\ E B X DN B BEIRO T, AHEA EY AT RETTFTH
K% ST L EHRE & OBEAR S . PD-L1 BEERMR (%K1 Y sw Aot
HEARMECEER S 2 L EBEZONDBEICBNTUL, AH L 77 F A2 E Tt
ek (RPLEH : IVRTFF LAY AT T F U ROF LS B, FERT
LR ALRTTF ULV AT T FURONA F Lt F) & OfRRS 2%
Y5 e TED, 2B, AROREI DT, IEBENA K4 (A
AIFEAR SEBBRTHzL ™

® (LFERIEBEO IR\ WEIBRRNEEREETT - R OIERF EEE/ NI IEBE 1B\ T,
ANV R T ROT 7 FFTRHHEELLFRE DNAVRTTFRORT ) ZxE
) L OFFRAREICETAEAREICHEER VW EEZ SN DBREICBWV T, AH
ERNY X T ROT 7 FF MR E L FRIES OFRESE2EBET LI MR T
x5,

® WEZETA K742 (BERMEFESM 1BV T, ECOG Performance Status 0~1
)= 75 FH L FORE_ERE. Xid ECOG Performance Status 2 %2 OBEFTIX. B
3iHUER (KMEF X% OBFBRSHHERINTEY, 77 FTRHH O
FHERE IRV EDFER SN2 W —208h 5, ZOHE, (WFRIEREZET5Y)

WED i 212, WERESA FI4 Y (BARMBZESR) KBV T, FIA4 A—BETFERARERMEND
DECOG Performance Status 0~1 %2 T 75 %L1 F. XiZ@ECOG Performance Status 2 2 oBETIL, £3
HAFER (FE43tL%) OBAKRENHERINTEY., 20X 5 2REE TR, BECEEEIHT
HAREICHERNDBEELZLND,

UE2)  ECOG 0 Performance Status (PS)

Score | EF=

0 | &< MELRUFETES, BmaILFL BHEEFEPHIRZATZD,

PRI LVEENIRIRR E 5 23, HITAIEET, BIEERE - TOEEIIITI 2N TE S,

R e

BONHSDEOEODDZ E LM TERY, BFDS0%UEEXy ROFFTEST,

HlWwN

£ETRY, BOOFDOEIV O LTl TERY, T2y FBTFTiRId,
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BRREZ2EST - RO/ IITEEEICR VT, 77 F T RAIORNERS 2 < &
L 3 HRPLEFEACOBRREL A T2 BE IR UL, AFOREMKREG 2 5E
T& D,

@ 77 FFEAEEeFRIERE BT 5 VIR ET - ﬁ%®#¢ﬂ%%ﬁ$%

V233 B A o BUAR $ 51X EA 5 T AR URR (cmo9ona’c§ﬁ&0cmo9os7:t%ﬁ)

BWT, BFEERBEBROFRFEEREOWTUOBEIZENTY Hﬁ'ﬂe%m‘ﬁﬁ

st U CTEBMESRIES N TS, 72721, 9E%$tﬂifr:@$%r 3. PD-LIEBRE|Z

L VEDMEOEANELRS Z EPARBEINIBERREGELNTNEZ LD, ERFE

EEBEOBREIZBOCIPD-LIBHEE LR L L TRAIDERERIEDHET 2T 5

TEREFELY,

o PD-L1 FEREHN 1%RFETHD - EPERINIFRE LRBEE T VT,
BRIl FEZFEAEORFLUSORERBRERORE 2ELT 5, @

o NRATnYXwT (BEFHEMEZ) Do A=t 2k (BRFE4  PD-L1IHC
22C3pharmDx [#=1] ) | ibmnA%ﬁ4%ﬁ%Lt#ﬁ¥£&r@$%
THoT., KHFlDOZUWE (Hr554 : PD-L1IHC 28-8 pharmDx & =] ) |
BRENRERGEITIT, T OXEE %5%»Kﬁ®ﬁ5®7§%@ﬁf%
oy
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

(Lt 2%H]

@ T£;&é¢6$%_owf1$ﬁ@ﬁ5#mmkén1mé Lk, &E5EZ1T
FoVsd AN
o AFIOR IR LIBBUEOBERO & 5 BE

@ WHBEAOFMICBW T TRICERYS T2 BEICONW T, AR OREITHERE S LRy
D, MOBFRIREN 2 WERICRY | BEICAKEZERT L 2BETE D,
o MEMMEAOEMHIIBETEDOHDEE
o WEEBGRRE CREE R0 5 BRE R OVEEIME O HUR B iR O mk g il ¢
LD RIEEE(L R DD BE
o HORERBOAG. UIEBMHEMZE L IXERMED E CAaEREDBERED
HbEE

(E3)  ##L, oOREEEEH OB SICOVWT, R, HEERSICHYT5 I L OM, BKLMELZ
HEIERORBAORINNHLHE, EFES FREY L HTsh-BE GIESR) IConWTIEDORY
TRV,
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o  [EEAEBHERE EMBMIEBHEREEZED) ObHEH
s REBOREIEEFEEAETIRE
*  ECOG Performance Status 3-4 ©*V D &EFE
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6. REIZELTEETREHH

O WXEZICMA, BUSEIRFGER DR T 2ERFITE DS T AFI DR R ONEIER
AOOnEBRERE +DICBR L THhoERTZZ &,

@ BERBICESLDL, BEXIZOFRKRICEPERVERMEL OHHAL, REZE
ThrbRETHZ L,

@ ST FFBEIEE LML FEEE LAY HEREEREICKV TIL, PD-L1 FEHEL
R L ETAKIOBEMBE GO EEZHW 5 2 & /3L E LV, PD-L1 FETLEH
R TELRWVWHEICE, AFOEROESZEINCHB L. ETRETHZ &,

@ TRBEWERO<=RI AL MIOWT

FEMERMEELRH SbND 2 ENH LD T, AFOBEIZH T > Tk, BKRIE
W (PR IS, ek, REE) ORMERL O X REOERE, 822 +7
WZITH 2k, F. MRBEIEUTHEER CT, Mg~ — 1 —F0RELERT S
N En

AFI DT EIZEE D infusion reaction (2 2 TERABFIZ 02 XIGD TE B4
HE1Tol= LT T 2 2 &, £7-.2 [E1 B LI O A B 55FIZ infusion reaction
BHoLONDIELHDHDOT, AFEREFROKRK(REET HRIT/SA ZHA
VEBRIET A%, BEOREL+SICEIEETHZ L, 728, infusionreaction %
FBLI-HAEITE, £ TORERWERNERICEET 5 £ TEE 2088
THZ L,

FIRIREREREE . TREABERERVRIBEERNHbDLNDZ L23H D DT,
AF 0 Fe 5 B bAAT & O 5 B FIXEBC NS WS RERE (TSH., 1028 T3,
B T4, ACTH, MH =2 VF Y —VEORIE) #FE 35 &,
AFNOETEEIZLY | MEORBESISIZERT 5 & B 2 b Hikx R EELIHRE
NHobhdZENDD, BENPRBDOLNEZHEICE, BELEFRIILUE
B2 5055 & R & FFOER LB U GEY R ERRZET 21T\, BEORE
RIS X 2BUWERRGEDLN A 5E10IE, ARIORETHIE, RUERIBRE R
NWELROBEEEZZEETHZ L, B, BIBREFRNLVE L OFESIZEYEHE
ADOSHENRD LNRWIGEIZIL, BIBRERLVE LSO GEEIE DB
HLERT D,

B/ TR BEMNOEIARBL T LEHERNEETIZE08HD0,
AENOBEHRTHRIZHENERORBRICHSITERT 5,

1 BUBERIR (BE 1 2R 5T) bbb, BRFEES P T F—v X
KEDZERHDZOT, HB. Bl RHEOEROFERLMAEFED LA+
DEBTDZ &, | BERAMEDNZBEICIEESEFIEL, AV RY U
FoO®xEELEOHEE 2B EITO Z &,

BIERTZR., FR4e, IFBEES, [T, BEEBEEARHODLNDIZ LB3H D
DT, EHMICIFEREREZITV. BEOREEZ+HICBET 52 &,
SEINBERRHLONDZ ENHDOT, ROBEOFMEL FEHICHERT D
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&, T BORFENRD ONEHEEICIE, BONIEREEE 2T X
SEEREETHI L,
® CIBRABEZRIELT - R O/t BE ITER T AT, A DBRRABRICE
WT, LTFDF A I 7 TEIEOFMZ 1T > T\ Z &L 2 5E I, AFESFI
FEERICEBRIRE CHROERZITO 2 &,
e ONO-4538-05 FBR & T ONO-4538-06 78k : 6 W = &
*  CA209017 FRBREL TN CA209057 FRBR : e E5BAMS 9 BB, F D%, KGR
Mo 1TFEMIZ6ERI L. F BT 128828
»  ONO-4538-52 38Bk, ONO-4538-77/CA2099LA 3B & Uf ONO-4538-27/CA209227
HER BRERENS 1 ERIZ6EMI ., TR 12 BEZ &
® FEANHBRIERIC R T AATRIREBIERE & U TEAT B, AFOBRRFRRICB W
T, ARIGEIAT 14 B oA, IRIGFMH D 12:8%., F0% O 2 E/MIZ 12:8R &,
FOBROIFERII6 VAT L, TDOHRO SEMIT 1 F I LICHEMEFMmEIT> TV
Tl wBIL, EHCHHROMREITI Z &, 2P, iTRTMBIRIE L LTHER
FTHHEIIL, AFOBREEFITIIEETLTH &,
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(H3) Hifk
2o, BEERE. BREMEEL 22BEROSZEE6

<KFEZXEABERERZEE>
BEELEHONOHDEE
BRPEEZEHLTVWDEE

RBER LBERENEHON 2BF
#FRAEHCBBEOREREDH 5 BE
R SUIEIR L CW D AR DO & 5 BE

< FEFXEAPEEREE22BEH>
FREME OH D BE
AT UL FHRAEIE D & 5 B
TEEEDOH D BE
BBEEEDOH D BE
FEOHDESE

IR R D H 5 BE

< FEFXEALOERZEEMR>

BB

VavZER-TFT74 7% —

BH, B2, IFeEEE

AMEREE

FEMERR. Fi#HERE

I N=y

BN LT NEEERE (DIC)

fFEsL. BBHm, EiERBER. KIBX

ALV A

BEREIR R IB R

TERER

FE B FERRARAE (R RE (Stevens - Johnson AEMRRE) . I ER MR STEEFLRARSE (Toxic Epidermal Necrolysis :
TEN) . ZRHLBE

DF VR —T, BiKIE, EE - ERITE

DEER, BARMASERE

REYLAE

PFIRSNVE > RNEA SUEREE (SIADH)
EEROAKRSORBER, MER, REMRES. MEORHEREOREIEESES, Radiation
Recall Hi5:
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HEEREET A FT A
=RA~T (BEETHBRZ)

(R4 | 47— REREHE 20 mg, 470 —REREHE 100 mg, 70—
REREHE 120 mg, I 7 V—REHE#HRTE 240 mg)

~EERAE~

YR 2 92 H (4% 54 3 AET)
BAFHBA



B &

T

AFIOR, (EREF

5% PR AR

FEER 1~
BEXAR 2 HBH
BREIBRLTEEBETNEFE

P2
P3
P4
P20
P22
P24



1. IXC®IZ

EEL OB - BREEDOHBEOT-OIIT, IR IESICE SV =B EREMRARD
bNd, S5, IREORERTOESIC LV | FUREZRER 2 & OB HRIERE
FEHELNARENSTT, TNWODEERZEICLERBEICRMET S Z & HRED
BB L 2o TR REMBNER & WEDOREATFE 2016 (FRk 28 45 6 A 2 HFEIRIE)
CEWTH, BHIEELEOFEROREIERRDEZ LI TS,

TR ERLT, REEARREME T 7 7 A VBBFEDEREGLEHALNCE
RBHZERDD, TORD, BPHROLLMEICET 2ERSHEHT 5 £ TOM,
WHEFKSOBRBEZMSZITEIENHFINIBEIIILTERT S L &bz, BlfF
NS LI LER R E & D2 RAfee— EDOEM - T ERBEE CTHEH
THIENEETH D,

LENRoT, BAA RTA 0 TliE, BEBEESINETIZBLA TV DEFEEH -
BRI ESE UTOERLORKERFEREZHEET 28RN O NEREN, E2
FROEESEEL TR,

723, AHA KT A 0%, MAATEIEANERGERERERRGEE, AREEEARR
BEIRIEEY S, —REEEAN B ARRNRIES R OASEREA B ARERZES OB
Db EER LTz,

WBLARAERER ATV REAREE 20mg, A7 VR ATEFRE 100mg, ATV
— R ATEEE 120 mg, A7 VR ARHERE 240 mg (—ik& - =
A< (BaTH#z))

HEREBIPENTAR - BEEAME

HELRAFERORE B, AL =AAL<T @cFEfz) & LT, 1E240mg
% 2 BRI XX 1 [B] 480 mg % 4 AR CRABFHET 5. -
2L, BERAIRICRIT 2 IRMBEEDOS ST, KEHFIT 12
HABETET B,
RIGUIRTRELRENEGEICIH L TA Y AT (H{ETFHEE
%) LHHAT AGAE, @E. RAZE=AL~T (BinFHsk
%) & LT, 1[E80mg % 3 WHEHMRT 4 B AREET D, £0
%, =<7 (BEETHEEZ) & LT, 1E 240 mg = 2 B[
REIRR I 1 [E] 480 mg % 4 WRIRIRE CRMFET 5,

83 Bk 5T % F o NEFELSTERKSHT

(&3E)

EBEEICET 5 Y — R A SEERER S Omg (— %4 A V) Aw T (BEFHEBRZ))

DEREUTIBIR., MERUVHE

2R X B R ARBOBRAREREERARE

Bk ORE: BE, RAKEAE) AT (EEFE#Z) L LTI1E3 mgkg

(AE) % 3 BEFEMRT4 BELARLET 2, 2B, MoTUEEER

X ORAT B, =R ~T7 lia Rz EFRT2 2 &,




2. AFIOKHK, (EREF

AR SR ERE 20 mg, FLUATEFE 100 mg, FLRHEERAE 120 mg X OFRAFEEFE
240 mg (—M4 : =A< T (BT, LT, (&5 Lvd,) ix, ARG
TEKRRSLEAF VY I X% ETIVA Vv ¥—X 2747 (BMS) t) 3
BA% L7t bk PD-1 (Programmed cell death-1) {25t % & M 1gG4 € / 7 2 —F LHUR
Th D,

PD-1 {X, {EMH L L= U /38R (THEAE, BAEE O T F 27 4% 7 —THIIR) ROE
BERARNGICRINT 2 CD28 7 7 2 U — (T HIZOIEME(L 2 BRI E & BICHITET 5 5
FH) BT 2ZENRTH D, PD-1 ITHURETHIRICREIT 5 PD-1 Y - (PD-L1
BOPD-L2) EfEA L. U U BRICHEIME S VA mE L T U N EROEE{LIRER
BITFHEH LTV 5, PD-1 U H Vv RigPRIBRMIRLSMI B b D~ 2 EREAERICHE
LTHY, BEHEAEREN LUK UEREHAZKICHIT S PD-L1 OB LINROERF
HE & OMICAOHBERBRRIH 5 Z & B3HE I TS (Cancer 2010; 116: 1757-66)
T BNEAEAE CIIERRE THRASELET S A v F—T7cnH < (IFN-y)
IZE > T PD-L1 OXBENFE SN, &% LZEEHARZKICREIT 5 PD-L1 OB LTED
AHFHM L OMICIEOMERREYEH 5 & D& L H 5 (Sci Transl Med 2012; 4: 127-37),
X BT, PD-L1 % i3I S W70 AMIREIL. PURKEEM CD8 BBt T Mt oMiaiEE
EMEA RIS ® 583, HLPD-L1 HUET PD-1 & PD-L1 & OREAZMEETS &2 OMIR
EEFEEREERT L ENRINTNDS, EDZ &5 PD-1/PD-1 U H v FRRERIL, 5
AR FURRF RS e T ML OWBEZEET 2P 0O—2 L LTEL LT
o
AFNTL, EEABR OB RN G PD-1 OHifaSMER (PD-1 U T2 REEMHEE) IT/EE L.
PD-1 & PD-1 UGV REDEREAETDZLI2L Y, RNATURKENZ T MIIRDIE
LR O AFRRRIZ o 2 MG ETEE 28R 2 Z & TR R TiEBIR 2~ T
T EPHERINTWA,

AFNDIERBEFIZEDS BEDRERISIC X 2RWERA%E R b b o, EEIIFETIC
EDLAREELH D, FROTREHROEEGRITIT, BEOBEZT0ITV. BF I
D LNTHRITIE, BB LI FRITE U B & B2 FFOERM & EE L &
DI2ERRZE 21T\, BEDORERISIZ X SEER B EON 2 HE1IE, BIBRE RV
F RO GEDEGLNEEIT O LERD D,



3. BERERRE
EMEAEOAREHIEHMEZ T = = BREROBE 2T~ T,

(B 2]
OENE T ERE (ONO-4538-02 FAER)

T IRy (LITF, IDTIC] &9 ,) I X AL FRIER /T 5 RIGEBRREE T
B/ IVESUIBEROELREAESRSE (ECOG Performance Status 0 & TN 1) 35 Bl & 5412,
AH 2 mg/kg % 3 BHEFRECTRBEE L, FEFBEB THHEFE (RECIST FA

K7 A2 1.0 IRICES PRETEIZEL D CR XL PR) 13 22.9% (90%(EHEXR : 13.4~
36.2%) Thol-, 7P, FRICHE LEZBREIX 125% TH -7,

OENE N BB (ONO-4538-08 FER)

LFFIERIBEOBIGUIRRERZTH/IVH N IFTROEMHEGAERE (ECOG
Performance Status 0 2 O* 1) 24 5% 58212 . AH| 3 mg/kg % 2 WERIFE T Af@EE L,
FEFMEE THHEHE (RECIST HA K712 1.1 RICESS FRHEFEIZL S CR
IE PR) X 29.2% (90%(EHEXR : 16.7~45.9%) Th-o7tz, 2P, FANIHRE LT-HE
EIZ 6.0%THoT7,

O FMAEAER (CA209066 FAEBR) ¥

v-raf ¥ 7 AAEY 4 VABBEGTFED ST S Bl (LLF, [BRAF] & 95,) V600
EEREORWEFRERBEORIBUBRAEZIYH/ VA IBEROEHEGAERE

(ECOG Performance Status 0 &2 TR 1) 418 il (&A% 210 1], DTIC #f 208 f5il) % x5z,
DTIC % %R & UTAK 3 me/keg % 2 EEMRECARRE L& 2 0FMERVE LS
R L, FEFMER THL524FHM (BLF. ToS) &vd,) (FRME [95%fF
X)) oFMEFTERIZ. AFEBIZINE' [NE~NE] 4 A, DTIC #£T 10.84 [9.33~
12.09] A THY ., FAlIX DTIC IZxt LEFHFEMICEERERZ S L (~F— Kb
0.42 [99.79%{E8EX [ : 0.25~0.73]. p<0.0001 [JER! log-rank ¥ E]. 2014 & 6 A 24 H
T—Ey "NAT),

L WETE CIF, B



ool The s, N
D HPIIST B

0.4 u{ﬁ%
0.3 &,
0.2 ©o
0.1
0.04 ——————————y
0 3 6 9 12 15 18
at risk3 S1ERAME (A)
AEIFH 210 185 150 105 45 8 0
ShIisTURE 208 177 123 82 22 3 0

K1 OS ® Kaplan-Meier Hi#R (CA209066 3AER)

@UESMEIFARER (CA209037 RER) 2

A ¥ A~T EEFEHEL) CUTF, M€V L<T) £W),) il BRAF [HEA
PEUDILFRERAE T ARBOBRAELIH/ VAR IEROELRRAERSE

(ECOG Performance Status 0 & U 1) 405 ] (AFI8E 272 4], {b¥H&E (DTIC XAV
RFFTF L7 2L 0OM) #1336 2XRIC, (LFEREZHRE LTER
# 3 mg/kg % 2 BRIKR TABRE L L 20FMEROEEEE R Lc, TEFh
IHE CHDHEE (RECIST HA RFA 2 1.1 fUTES S FRHEFIZL S CR X PR)
IZDWTAFID G SN KA D 120 Bl MRS RER & U CHEET 21T o 1o/ R,
AFIBET 31.7% (95%(EREXE : 23.5~40.8%, 201443 A 10 BT —4 by +F7) T
Hotr, 2B, BANCESROBREITREL CWehoiz, b —>OFEFHIEE T
H50S (PR [95%EMEXE]D IO\ T IR FDA <2~ GEL) iz THHEIMRENT
BAT o TofE B, AKIFET 15.47 [12.39~NE] » A (LR IERET 13.67 [11.50~NE] &
AThY . AFIIEFEEICH LA ENICAEBERER 2R &R o T (N — Kl
0.93 [95%{SHEX T : 0.68~1.26]. p=0.6299 [J&R! log-rank HR7E]. 2014 F 11 A 12 HF
—& Ay NET),



GENEDFERER (ONO-4538-17 FHER) ,

L ZFFEIERIGEORIGUIR TR M/ VH TR OEEHECEAEE (ECOG
Performance Status 0 2 T8 1) 30 Bl RIC, AF LAY A<=T720EH LI, TFH
AV AT EWD,) B LE, ZEFHMBEER THLEZFE (RECIST VA FZ
A2 1.1 BRI ES < FRHEIEIC X D CR XiE PR) i3 33.3% (95%(E X M : 17.3~52.8%)

THolz, 2B, FANIHE L-BEIL23.8%ThH -7,
*: AF Imghkg ((RE) &4 VY Lv7 3mgkg ((FE) #FA I3 ERFRT 4 BSFEHELE,
AF| 3mgkg (FE) % 2 ARG CARRE L, SFABRERICE N TIT, AAEEIICHEE L,
A VU LT IIAKOBEET 6 30 S LE0OREE BV THE 2BE LT,

@M B IAEFER (CA209067 FAER)

(LFEERBEORBYIG LRI/ IVEHOEEEANERE (ECOG Performance
Status 0 Jx TN 1) 945 5l (AF|+A VU A<T7"F 314 B, AFEE 31661, AU AT
B350 2RI, ALV ATHEEEZNRE UTEA+ A VU A THERERUAEA
BEOFYEROREEMEERET LTz, TEFMEE TH 5 0S (FRE [95%(EHEIXH])
DEAHMENTRERIT, AF+ 4 Y A<= T7H TNE [NE~NE] # A, &K[# T NE [29.08
~NE] ZH., A1) L=TRET 1998 [17.08~2461] BHTHY, KE+A ) heT
BeE R OARFIRETA Y AT HREIC5 LEFAFNICEERIER 27 Lz (KFI+ A1
B AT EE N — R 0.55 [98%(EHRX M - 0.42~0.72]. p<0.0001 (/&3 log-rank
RE], AFIFS -~ — N 0.63 [98%{EFE X # : 0.48~0.81], p<0.0001 [JEH! log-rank

BE], 2016 FE8 A1 BF—4 Uy vA7),
*: AKH I mgkg (EE) &4 Y h<7 3mgkg (KE) #RBIC 3 BREMRET 4 BLEMEFHE L&,
A& 3 mgkg (KE) % 2 BREMB CTABSE L, SHHABRERICEBW TR, AF2EMICES
L. A ) AT 3AFOERELTHD 30 LU LOBRE B TREZBB L,

1.0
0.9 S,
0.8 R
07 R TR
teel T -
& . el ﬂm*
£ 05 ~
£ 04 T Temw
- Ao B+ LY LTTR o,
0.3 A FER R
0.2 O MEVLTTR
0.1 * . ARUO : 1741Y
004

_ o 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk# EHEMRE (A)

EFHACULTIR 314 202 265 247 226 221 209 200 198 192 170 49 7 O
AFB 316 202 265 244 230 213 201 191 181 175 157 55 3

AEYLITY 315 285 254 228 205 182 164 149 136 129 104 34 4 0
X2 OS ® Kaplan-Meier Hi##t (CA209067 35



BB ARBYBRARE L EMBAERE ZXHRICEA+ 1 B U A TREIZOWTHRE
L7551 /B5ABR (CA209004 BR) D =7h— b 8 1281 52F%h= (modified WHO 2
#IZH-3< CR XU PR) I, {LFEEIERIGREE T 46.4% (13/28 il 95%(E#AXH :
27.5~66.1%) . {LFFRIEREIRHRBA T 38.5% (5/13 fil, 95%(SHEXH : 13.9~68.4%) T

HoT,

(PD-L1 8RB D F itk Je VA1)
1B/ B IFEFRER (CA2090675 ) [CHAANGNIZRE DT —FICEOE | ERHER
BV TPD-LIZ B L-EEMEs 5D 254 (AT, IPD-LIRERE] Lvo,) jl
WCRRANIET BT o T A MER O EEMORRIIUTO L BY Th o7z,

EHiMEICE LT, PD-LIRBEZEN1%ARRE (PD-L1<1%) OBREFEM & HE L T1%LE
(PD-L1=1%) DBREFEEFTA Y AT O LELREHENRVVEBEBZ TR EINZ (TR,
7B, KH+A Y LTEHOREM T 0 7 7 A VIFPD-LI<1%DBREFEEME LPD-L1=

1%DBEEFTRFETH - 7=,

PD-L1BRE1%KH
10
09
08
W -
08 EFEs — =
& —
i T
# 9 e
L & FMHAEULATTR Ty
03| A xmB e
02| -& fEVLTTH
01 * ARUO : fTHIY
0.0
0 3 6 9 12 15 18 2% 24 27 30 33 36
alrizhE &M (A)
FA+ILULIT® 123 13 102 91 82 62 79 74 74 72 66 18 4
+M® 117 103 86 76 73 65 62 59 57 55 S0 16 2
AEULII® 113 98 87 79 71 61 57 50 44 43 32 10 1

X3

39

0
]
Q

PD-L1REE1%LE
10 e
T
S
[T .\.'_::‘\\__\
08 TEa N,
w e
or . B :‘hx-‘-__r
08 EL =
£ el
# 05 A
® 04 s —
M AR+ LTTR 5
03 A& Fmm ==
02| @& AEULTTR
01 w, ARUO : 1TY
00
0 3 6 9 12 15 18 21 24 2 30 33 3/ I
at risk®y UMW (A)
M+ ACULTI® 155 144 132 127 116 112 105 102 101 98 85 27 3 0O
FMEB 171 165 158 148 139 131 122 117 112 108 98 36 1 O
AEYLTIW 164 155 138 126 115 102 B9 B3 77 74 64 21 2 0O

CA209067 3D PD-L1 REHERTO 0S O Kaplan-Meier ik
(EE : PD-L1<1%DBEHEH, AK : PD-L1=1%DBHEER)



DERRILFEFMAERBR (ONO-4538-21/CA2092385 k)

SEETIRZ O Nb/c H/IVEF DEMHREAEEAE 006 5l (AARNEE 28 flaEte, AKEE
4536, AU A~T GHIFHEMZ) BE4536)) 2R8I, A LT E2BELT
AF| 3mg/kg & 2 EEER CAMEE L & S OFER OS2 B Lz, TEHA
HA ThL2ERRATHME (FRE [95%ERXM] ) OFEETRERIL. AHET NE

[NE~NE] B H, A €U L<TEETNE [1656~NE] ZATHY ., KFNIA Y e
Wkt LR PRI AE B RIER 278 Lie (0 — R 0.65 [97.56% 58X : 0.51~0.83] |
p<0.0001 [J&R! log-rank #R7E], 20174E 6 R 12 AF—F v v A7) ,

* + AJCC (American Joint Committee on Cancer) fSEi%3E (B 7hHR) 12E-5< 5,

1o

ol % k. —A— FHHF
_a\x ——O AEYLTTEH

0.8 e

0.7

0.6

0.5

0.4

B b HE e 381

0.3

0.2

0.11

0.01
1 1 | 1 1 1 ] 1 1 1
0 3 6 9 12 15 18 21 24 27
at risk&q mEFAFHHR(A)
AFIBE 453 399 353 332 311 291 249 T 5 0
AEYLTTE 453 364 314 269 252 225 184 56 2 0

X4 SEFREAEFHIR O Kaplan-Meier Bt (ONO-4538-21/CA209238 3R§k)



[Z&E] ,
OQENFE DHERR (ONO-4538-02 )

BEERIILH (100%) 1RO, AFE ORRBERAEE TERVWEETERIX
30/35 Bl (85.7%) @D LTz, RKEEN 5% LU EORYERIITRO LB ThoTo,

F1 BBEBERE5%UEORMER (ONO-4538-02 #Ek)

SER R4y ¥ (%)
BEAE 35 {8
(MedDRA/ ver.16.0) 4 Grade Grade 3-4 Grade 5
£MER 30 (85.7) 9 (25.7) 0
AW
R BRI T 6 5 (14.3) 0 0
T A
T 4 (11.4) 1 (29) 0
ML 2 (5.7) 1 (29) 0
AR _ _ 2 (57 0 0
—i% - BHED USRS ORIE
W 5 (14.3) 0 0
fE 2 (57 0 0
FE 3 (86) 0 0
JTFRE SE SR P
s 2 (57 2 57 0
FRERRREE
ALT #90 4 (11.4) 1 (29) 0
AST i 5 (14.3) 2 (3.7) 0
mHFFFLT I s 2 (57) 0 0
M CK #n 5 (14.3) 3 (86) 0
mH s V7T =38 2 (57 0 0
M7 F o g 2 (5.7) 0 0
15 LDH #50 5 (143) 1 (29) 0
1 TSH s 3 (8.6) 0 0
Mme TSH #& 7 (20.0) 0 0
CRP #n 5 (143) 1 (29) 0
FFEETREM 4 (11.4) 0 0
v-GTP 31 4 (11.4) 4 (11.4) 0
R 7 R g 2 (57) 0 0
~E S | 3 (8.6) 1 (29) 0
Y v SERETRY 5 (14.3) 1 (29) 0
fFRER B 2 (57 1 (29 0
BFEATEET 2 (57 0 0
MRS 2 (57 I (29) 0
IR BRI 2 (57 1 (29) 0
A mEE A 6 (17.1) 4] 0
e T3 N 2 (57 0 0
SERE T3 Wi 8 (22.9) 0 0
ek T4 Wb 6 (17.1) 0 0
W T4 B500 2 (57 0 0
Y = FEFHEM 3 (86) 0 0
A ALP #H0 5 (14.3) 1 (29) 0
PR IR TR 3 (86) 0 0
HRE < —Z —18in 2 (57 0 0
b2 RES | 2. (51 0 0
Ul N N =L V%) i 4 (11.4) 0 1}
fie CK ek _ 2 (57 0 0
MR LU A ERRCE
IHAEEAR 2 (57) 0 0
PR TR
R ey 2 (57) 0 0
Fhitk=a—oiF— 2 (37 0 0



BERRSE BlEk (%)

EAXFE 35 {31
(MedDRA/J ver.16.0) 2= Grade Grade 3-4 Grade 5
TEBRRLUE T aeE

[Sp5: 6 (17.1) 0 0
% 5 FEfE 11 (31.4) 0 0
B33 2 (57) 0 0
BHR B IKE S 2 (57) 0 0
ReimtE B %% 2 (5.7) 0 0
BT 4 (11.4) 0 0

pds, MIEMERTRE 161 (2.9%) . KBk - HEOTH 1l (2.9%) | #EREE 4 41
(11.4%) . FTHEREREE 5 61 (14.3%) . BHEERE 2 41 (5.7%) . FUIREREREE 8 fi
(22.9%) . BIBREE 161 2.9%) . EEOKEREE 1 F 2.9%) KOS E S EE 146
2.9%) LTz, -, TEMEEREREE. infusion reaction, 1 FRUBERAT. K.
BEMEESE, MK - REREZS. DR, BR. IFR. BEERAIE/ X 45— RO
SV /RIS PERBER IR D b s o T2, ARIERRBRILIEESS (BRRE
EREFLE) 2B0EHRRETT,

Q@EANZE O HAE (ONO-4538-08 FBk)

BEERT 2224 1 91.7%) IZRBRD b, KFlE DRRBENEETERVWEEF
803 18/24 1] (75.0%) \ZRED LIz, FEEED SUULEDRIERIZITRDO L BY Tho
77

22 FEERBYE S%IULEOBER (ON0-4538-08 3AR)

BERRSE FilEx (%)

EAGE 24 {5

(MedDRA/J ver.18.0) 4 Grade Grade 3-4 Grade 5
2RI{EH 18 (75.0) 2 (8.3) 0
W IEE

FROK IR AR IR T 6 (25.0) 0 0
EREE

=i 2 (83) 0 0
—f% - 2EEER LTERSRAORE

ek 4 (16.7) 0 0
FERRE

RERD 2 (83) 0 0
gt LUk REE

BERBOE 2 (83) 0 0
e, MENR X UHERES

FiEREE 2 (83) 0 0
EER L CE TGRS

HEF 5 (20.8) 0 0

% ) EIE 5 (20.8) 0 0
B BB IRE S 2 (83) 0 0

¥, RIBK - EEOTH2 6 (83%) . MHERERESE 16 (4.2%) . TEAEERE
161 (4.2%) ROFRIREREREE 7 6 (29.2%) MREH LN, £, BEMEARE
HREE (X7 - SU—ERRE) | BEEREET (REEHELEERYE) | BIBEE.

~

10



infusion reaction, 1 BUBEIRR., EEOKERES (REMEIRERN. LA, BXE
L) | BES. BEMENE, Mk - BRK, SEOBK, LK, k. T, ML
FERMRIT/ X A/ 3F — R O ML/ MRS PSR BEIR 1 LRB 8 Do 7z, AEIER3E
BIRIIBEES (HRREEEE 231 220K ERETT,

OUESMEIAERRR (CA209066 #EH)

BEESIIAKIEE 192206 B (93.2%) . DTIC B 194/205 B (94.6%) 8D LIL, 1R
BRI b DR BEEBRANGE TE WA EFERIIARAERE 153/206 7 (74.3%) .DTIC ¥ 155/205
Bl (75.6%) R LTz, WO OB TRILEN 5% EORIERITITEROEEY T
HoT,

#3 WThIrORTREARDR 5% EORIHER (CA209066 3BR)

Bl (%)

oo = AN

e AT DTIC
(MedDRA/J ver.17.0) 2L 20561

2 Grade Grade 3-4 Grade 5 £ Grade Grade 3-4 Grade 5

£EIER 153 (743) 24 (11.7) 0 155 (75.6) 36 (17.6) 0

migFs L) L AREE
HF PR AE 0 0 0 23 (11.2) 9 (4.4) 0
/MR E 0 0 0 21 (10.2) 10 (4.9) 0

BEEE
(37 22 (10.7) 0 0 25 (12.2) 0 0
T 33 (16.0) 2 (1.0) 0 32 (156) 1 (0.5) 0
= 34 (16.5) 0 0 85 (41.5) 0 0
ngM 13 (6.3) 1 (0.5) 0 43 (21.0) 1 (0.5) 0

—fi% - EEEER X U5 OKE
ESIIE 21 (10.2) 0 0 25 (122) 1 (05) 0
5 41 (19.9) 0 0 30 (14.6) 2 (1.0) 0
FEE 15 (7.3) 0 0 10 (4.9) 1 (0.5) 0

K¥BLUREER
REELE 11 (5.3) 0 0 19 (9.3) 0 0

 HERERB LU AERES
=R 12 (5.8) 0 0 3 (1.5) 0 0

MR RES
FEI 9 (4.4) 0 0 14 (6.8) 0 0

BB XU FRRES
FTBE 13 (6.3) 0 0 4 2.0 0 0
SR BAER S 3 (L.5) 0 0 1 (54) 0 0
% D EAE 35 (17.0) 1 (0.5 0 11 (5.4) 0 0
BE 31 (15.0) 1 (0.5) 0 6 (2.9) 0 0
SEMEAR 22 (10.7) 0 0 1 (0.5) 0 0

3. AR BT RIE MRS 3 6 (1.5%) . KGR - EEOTH 6 F (2.9%) .
FRMEE (X - NU—ERRESE) 28 6 (13.6%) . ATHEREREE 761 (3.4%) . B
BEPEE 4 5 (1.9%) . TRAHEEREE 4 1 (1.9%) . FRIRBEERES 13 ] (6.3%) .
infusion reaction 15 5 (7.3%) . 1 FRUBERAS 1 1 (0.5%) . EEDEREREE 3 ] (1.5%)
BROBESEL 1M (0.5%) @b, £-. BIBEE, FR, EEHEIE, W
% - Bl DR, A, ATSS. MEBURRMARAE/ X AT — ROV /Mg
SEBHRITERD bR o Tz, AREARTRILIEESRS BRREEREZED) &
EUEIERE T,

11



@UFESHE MRS (CA209037 ) 2
BEESIIARFIRE 265268 71 (98.9%) . {LFHRIERE 98/102 5] (96.1%) TR 5
. BB L ORBEERATE TE LVAEFSILAKIRE 199268 #l (74.3%), {LF
FEVERE 85/102 5 (83.3%) TR LTz, WD ORE THREFEN 5%LL EOEITERIE

TROLBY THoT,
#£4 VFRPOBECTRERSE 5% LORBIER (CA209037 RR)

A — FilE (%)
el AR SRR
(MedDRA/] ver.17.1) 268 ) 102
4 Grade Grade 3-4 Grade 5 £ Grade Grade 3-4 Grade 5
2REIEH 199 (743) 33 (12.3) 0 85 (833) 35 (34.3) 0
MR L) VSREE
=yl 18 (6.7) 3 (L) 0 24 (23.5) 5 (4.9) 0
A if BREE 1 (0.4) 0 0 8 (7.8) 2 (2.0 0
T ERBUE 0 0 0 20 (196) 16 (15.7) 0
i/ MRIAME 1 (0.4) 1.0.4) 0 12 (11.8) 6 (5.9) 0
RS INEEE
F K IR RE (R T HE 18 (6.7) 0 0 0 0 0
BIBEE
(EX 11 (4.1) 0 0 15 (14.7) 1 (1.0) 0
TH# 42 (15.7) 1 (0.4) 0 16 (15.7) 2 (2.0) 0
E 33 (12.3) 0 0 39 (382) 2 20) 0
A 12 (4.5) 1 (0.4) 0 21 (20.6) 329 0
—% - SHEER I CRERAORE i
% fE 14 (5.2) 0 0 7 (6.9) 0 0
Y 82 (30.6) 3 (1) 0 41 (402) 4 (3.9) 0
BE, hERIUNESGHE
EAZES KIS 4 (1.5) 1 (04) 0 9 (8.8) 0 0
BRERIRE
ALT 0 14 (5.2) 3 (1.1 0 1 (1.0) 0 0
AST #0 15 (5.6) 2 (0.7) 0 2 2.0) 0 0
IR ER R 0 0 0 7 (6.9) 3 (2.9) 0
/MR EdR 1 (04) 0 0 8 (7.8) 3 (2.9) 0
A i ER &R A 3 (1.1 0 0 8 (7.8) 2 (2.0) 0
RBE L OREESE
AERBOE 18 (6.7) 0 0 17 (16.7) 0
BHEHRRE I UEAREEE
A 15 (5.6) 0 0 13 (12,7) 1 (1.0) 0
A 11 (4.1) 0 0 8 (7.8) 0 0
HREREER
Rt = 2 —a/3F— 1 (0.4) 0 0 10 (9.8) 1 (1.0) 0
ERE 3 (1) 0 0 10 (9.8) 0 0
PR E, HEERs L OEHRRES
IR [ 13 (4.9) 0 0 8 (7.8) 0
KB X OB TSRS
it B9 2 0.7) 0 0 28 (27.5) 0 0
% ) PEE 51 (19.0) 0 0 2 2.0) 0 0
#% 34 (12.7) 1 (0.4) 0 5 (4.9) 0 0
B TSR B 16 (6.0) 0 0 2 (2.0) 0 0
SEEBH 24 (9.0) 0 0 0 0 0

BB AR BWCCRIE MRS 8 i 3.0%) . KIEXK - EEOTH 4 61 (1.5%) .
FIREEE 33 ] (12.3%) . AFHEEEREE 22 5] (8.2%) . BHEEEREE (RMIEMEME X
=) 56 (1.9%) . FRARREREREE 23 f4 (8.6%) . BIBFEZE 1 /5] (0.4%) . infusion reaction

12



1061 3.7%) . EEOKEEE 161 (04%) , BEX2 6] (0.7%) KOSLE D EEE 3 F

(1.1%) @ ohic, T, TEMEEREE. | BERR, EEHEE, MK - 5
Bk, LK. BR. IFR. BREBUBRARE/ I A4/ F — R O f /MR Bt 555 R
3RO b ARA o7, ABHERFEERIIBEESS: RRREEETL2ED) 2808
FHEREZTRT,

OENETHEREBR (ONO-4538-17:25)
BFEFLITI2A (100%) 2RO b, £F EORREEREREETCERVAEEEHRLE
Bl (100%) IZiR¥ biviz, FERBAS%LL EORHERIITERO LB Y ThoTz,
#£5 REALY 5% LORERH (ONO-4538-17 RB)

BEIKSER Figk (%)

EXRE 30 {3l

(MedDRA/J ver.20.0) £ Grade Grade 3-4 Grade 5
2RER 30 (100) 23 (76.7) 0
s EOrY s R _

il 2 (67) 0 0
D p Al

FR IR E TOeAE 2 (67 0 0

RARIREREIE T iE 7 (23.3) 0 0
- FEESE 2 (6.7 2 (67) 0
T A

{Ef 5 (16.7) 1 (33) 0

F 16 (53.3) 1 (33) 0

IH{E R 2 (67 0 0

Wl 4 (133) 0 0

B 3 (10.0) 0 0

IEnt: 6 (20.0) 1 (33) 0
—ji% - 2HEEL LRSI oRE

B 5 (16.7) 0 0

ffE e 7 (23.3) 1 (3.3) 0

AL 2 (6.7) 0 0
I 12 (40.0) 1 (33) 0
FFFREsE A

FFiaeE 7 (23.3) 4 (133) 0

TR 2 (6.7) 0 0
BRpR R

ALT K 11 (36.7) 3 (10.0) 0

7 I 7—HHm 5 (167 1 (33) 0

AST Hiin 1 (36.7) 2 (6.7 0

v-GTP i 5 (167) 3 (10.0) 0

U S—AE 50 12 (40.0) 7 (23.3) 0

(R 2 (6.7) 0 0

AT K Y HRRT 5 &—EHm 4 (13.3) 0 0
Uil X Usaating

A U o LiifE 2 (67) 0 0

[E7 7 I idE 2 (67 1 (33) 0

Il VRN 1B i 5 (16.7) 4 (13.3) 0

Rt pR B 8 (26.7) 1 (33) 0
R RS LURSHEENGE

B i 5 (167 0 0
PR REE

VR X 2 (6.7 0 0

i) 5 (16.7) 1 (3.3) 0
PR EE. MRS KON

FETPE RS R 2 (6.7 0 0

13



REAMRDE {8y (%)

RS 30 {51
(MedDRA/J ver,20.0) 4 Grade Grade 3-4 Grade 5
E)EEEET 2 (6.7) 0 0
EEBIUETHAEES
I FIE 10 (33.3) 0 0
Ri5 18 (60.0) 2 (6.7) 0
PR BB R 4 (13.3) 1 (33) 0

PRH. ARREEEEE (30.0%) . ATHEEEREE 1441 (46.7%) . FUIRARHEAEREE 761 (23.3%) |
B MR 883451 (10.0%) . KAGZS - B o0 FAI3H41 (10.0%) , B 00 FZ FEREE 341 (10.0%) |
TEEHAEEE 20 (6.7%) . 5 & 9 IER 161 (3.3%) . BREUFIBARIE/ X 4735241 (6.7%)
RO ARMAEZERIEF] (3.3%) @O bz, 72, BHEEE, RIBHEREE, 11
FEPRIA. WSS, BIEAVIENAE. AN - BEMESS. infusionreaction, /D:ifde. fide. Bt
I /NI P ZE B S ORT 613380 B e o 72, ARRIVERARBRMIZEEES (K
REMEREEE2ED) 280EMERERT,

/A ETARER (CA2090677ER)

BEEGIIARF+1 U 5= 7 F31231341 (99.7%) . AAIFE312/31361 (99.7%) . A
D A= T EE308/3114 (99.0%) (258 LA, IRRE L ORRBERBEE TERVWEE
BEIIARAFI+ A 2V b= TEE300/3136 (95.8%) . AFIFE270/31361 (86.3%). A £V A4
<= 7 EE268/31111 (86.2%) ([ZiB b=, WTNDDRETRERNSNL EORIERIZT
RDOEBY ThoT,

F6 \WTHIORETHREARN S%IULORIFEA (CA209067 3MR)

58 25 o4y HE A3 (%)

gr\%” ‘ AH+ AU Av TR AFIEE S ey be TR
(MedDRA/I ver,19.0) — 313 i 313 {1 311 (5]

% Grade Grade 3-4 Grade5 % Grade Grade3-4 Grade5 £ Grade Grade 34  Grade 5

2RIER 300 (95.8) 183 (58.5) 0 270 (86.3) 65 (2038) 0 268 (86.2) 86 (27.7) 1 (0.3)
AR WIEE

FUKIRMERETLHERE 34 (10.9) 3 (1.0) 0 15 (4.8) 0 0 3 (1.0) 0 0

FORIRRREE TE 51 (16.3) 1 (0.3) 0 32 (10.2) 0 0 14 (4.5) 0 0
TE(RR 23 (1.3) 5 (1.6) 0 2 (0.6) 2 (0.6) 0 12 (3.9) 5 (1.6) 0
HEES

[ 28 (8.9) 1 (0.3) 0 18 (5.8) 0 0 28 (9.0) 2 (0.6) 0
N 40 (12.8) 26 (8.3) 0 7 (2.2) 3 (1.0) 0 35 (11.3) 24 (2.7 0
B 12 (3.8) 0 0 19 (6.1) 0 0 17 (5.5) 0 0
TR 142 (454) 30 (9.6) 0 67 (21.4) 9 (2.9) 0 105 (33.8) 18 (5.8) 0

O AR 19 (6.1) 0 0 13 (4.2) 0 0 7 (2.3) 0 0
= 88 (28.1) 7 (2.2) 0 41 (13.1) 0 0 51 (16.4) 2 (0.6) 0
& 50 (16.0) 8 (2.6) 0 22 (7.0) 1 (0.3) 0 24 (7.7) 1 (0.3) 0
—fi% - SHEER LIRS ORE

S E 31 (9.9) 1 (0.3) 0 25 (8.0) 1 (0.3) 0 17 (5.5) 2 (0.6) 0
B 22 (7.0) 0 0 12 (3.8) 0 0 10 (3.2) 0 0
EH 118 (37.7) 13 (4.2) 0 111 (355 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
FEPRREE

ALT #1 59 (18.8) 27 (8.6) 0 12 (3.8) 3 (1.0) 0 12 (3.9) 5 (16) 0

7T —¥8hn 23 (7.3) 9 (29 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (1.3) 0
AST 0 51 (16.3) 19 (6.1) 0 13 (4.2) 3 (1.0) 0 12 (3.9 2 (0.6) 0

14



% (%)

s FA ) v T AW PETIesT
Z‘\HD -~ - |J
(MedDRA/J ver.19.0) 313 313 43 311 5l
4 Grade Grade 3-4 Grade5 4 Grade Grade3-4 Grade5 2 Grade Grade 3-4  Grade 5
S —E 43 (13.7) 34 (10.9) 0 24 (17) 12 (3.8) 0 18 (5.8) 12 (3.9) 0
{RER 19 (6.1) 0 0 10 32) 0 0 4 (1.3) 1 (0.3) 0
KRBk L OREES
BEREHE 60 (19.2) 4 (1.3) 0 36 (11.5) 0 0 41 (13.2) 1 (0.3) 0
fEBRB L U S HARES
i 42 (13.4) 1 (0.3) 0 29 (9.3) 1 (0.3) 0 21 (6.8) 0 0
ik 17 (5.1) 1 (0.3) 0 15 (4.8) 1 0.3) n 9 (79) 0 0
HRREE
EEED E 17 (5.4) 0 0 15 (4.8) 0 0 11 (3.5) 0 0
RREE 14 (4.5) 0 0 18 (5.8) 0 0 9 (2.9) 0 0
=0 34 (10.9) 2 (0.6) 0 24 (7.7) 0 0 25 (8.0) 1 (0.3) 0
kR, MEE X OHRES
MK 24 (7.7 0 0 20 (6.4) 2 (0.6) 0 15 (4.8) 0 0
T R 36 (11.5) 3 (1.0) 0 20 (6.4) 1 (0.3) 0 12 (3.9) 0 0
Fifig 2% 21 (6.7) 3 (1.0) 0 4 (1.3) 1 (0.3) 0 5 (1.6) 1 (0.3) 0
BB LUK THREES
e R 15 (4.8) 0 0 17 (5.4) 0 0 11 (3.5 0 0
% O FEIE 112 (358) 6 (1.9 0 67 (21.4) 1 (0.3) 0 113 (36.3) 1 (0.3) 0
BB 91 (29.1) 10 (3.2) 0 72 23.0) 1 (03) 0 68 (21.9) 5 (1.6) 0
BEIK RSB 38 (12.1) 6 (1.9) 0 14 (4.5) 2 (0.6) 0 38 (12.2) 1 (0.3) 0
SEEBH 27 (8.6) 0 0 28 (8.9) 1 (0.3) 0 16 (5.1) 0 0

BB, A+ A L) AT TRICB W THREEES R (27.5%) . ATHREREE 10261
(32.6%) . FRIREEEEREESTHI (27.8%) | BHEREREE21M (6.7%) | FIEMEMRHE25
] (8.0%) . KIEZ - EED THIOF (192%) . EEDKEEE214] (6.7%) . TIE
RHEREREZ27(] (8.6%) . BIBHEREREE 1461 (4.5%) . BER3HI (1.0%) . Ak - RlAR
252451 (0.6%) . infusion reaction 1361 (4.2%) . 5 & 5 HEZ3H1 (1.0%) . 231 (1.0%) .
FERUBRIARIE/ 3 A/ F—5001 (16.0%) . FF 14451 (4.5%) K O\ERAR fL i 2242 E 251 (0.6%)
PRD BT, Fio. 1TERFE, BEMENE, OHRR OGN M ERBE
FRILERD B Ao T, KEIBEIC B\ THREEZ 66/ (21.1%) . ATHREREEF 2441 (7.7%)
FRIRRERERE 4761 (15.0%) . BEEAEREE3F (1.0%) . FEMEMERESE] (1.6%) |
KRGS - B D TRI1661 (5.1%) , EEE D KL EREESH (2.6%) . FEAMEREREE3H] (1.0%) |
BIE s AERE =M (1.0%) . FEZ3H] (1.0%) . infusionreaction 14481 (4.5%) . & SE
2520 (0.6%) . HEEUSSRMAEIE/ X A /3F—280 (8.9%) . AFZ2f (0.6%) MK UVERMRIL
RERE (03%) NROONTZ, £, 1BERRE, EEMHENE. MK - BEEE,
D5, A R Ot il /B PSR BRI IRB 8 D e hr o 1o, ABIERFETURILIZ
BEFES (BRREEEELET) 25 0EFARRETT,

RIS A RE R B R AERE 2 RICAE+ A BV A~ TR ZHRF LB E
I FHERER (CA209004 3BR) = — h 8 ITRWT, (L FHRIERIGRBE 28 il L bk
EERGEERE 1361 L ORI T, ZEMICHBEZZERITRBD bR 5T,

15



@EREILFEEMAERER (ONO-4538-21/CA2092387 )

B EESIIARIEE438/4520] (96.9%) . A BV L= T HE446/45361 (98.5%) IT@@H 5
. BB L OREERNEE TE WA EFFRITAHKIRE385/45201 (852%) . €'Y
b= T EEA34/45361] (95.8%) 1278 BTz, W ORE TREFENS% EORIEMIZ
TEROLEY TH-oT,

#7 WThI OB TRERRS%L LEOBHER (ONO-4538-21/CA20923838})

il (%)

SR | = AN
e AR TEV LT
(MedDRA/J ver.20.0) 452 ) okl

£ Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
2EIEA 385 (85.2) 65 (144) 0 434 (95.8) 208  (45.9) 0
GHEERRBIVESHEGES
RAER T 57 (12.6) 1 (02 O 49 (10.8) 2 (04 O
fHATE 35 (17 I (02 O 19 ( 42) 1 (02 O
BIGEE
THI 110 (24.3) 7 (15 0 208 (459) 43 (95 O
= 68 (15.0) 1 (02 0 91 (20.1) 0 0
fEss 29 ( 64) 0 0 46 (102) 1 (o2 O
gt 12 (27 1 (02 0 44 (97 2 (04 O
A P 24 ( 53) 0 0 14 (31 0 0
PN 9 ( 20) 3 (07 0 45 ( 9.9 4 (75 0
—x - 2 HEERIURSEHNORE
=N 57 (12.6) 1 ( 02 0 53 (11.7) 4 (09 O
W 156 (34.5) 2 (04 O 149 (329) 4 (09 O
FEER 7 ( 15 0 0 54 (11.9) 2 (04 O
FRFRRE
D —EN 30 ( 66) 19 ( 42) 0 26 ( 57 16 (35 O
ALT #8010 28 ( 62) 5 (1) 0 66 (14.6) 26 (57 0
AST #8711 25 ( 55) 2 (04 O 60 (13.2) 19 ( 42) O
TIZ—EHM 25 ( 55) 9 (20 O 14 (310 5 (1) 0
RERIURREE
BARELR 18 ( 40) 0 0 39 ( 86) 1 (02 O
RREE
GV 44 ( 97 1 (02 © 79 (17.4) 7 (15 0
FEERIOE THMEEE
L LBk 24 ( 53) 0 0 50 (11.0) 9 (200 O
ZOFEIE 105 (23.2) 0 0 152 (33.6) 5 (1) o0
32 90 (19.9) 5 (1) 0 133 (29.4) 4 (31) O
s, fGERis L UNERRREE
e 4 15 ( 33) 2 (04 O 24 ( 5.3) 0 0
PSS WEE
B ARBRE IR TE 49 (10.8) 1 (02 O 31 ( 68) 2 (04 O
BRI SN RE TLEERE 36 ( 80) 1 (02 0 18 ( 40) 1 (02 0
T RS 7 ( 15 2 (04 O 48 (10.6) 11 (24 0

¥, AFEECBWTHEIEMRERE 11 6 (2.4%) | FBEHREE/ X A/ 3F —48 H
(10.6%) . FTHEEEREZE 40 ] (8.8%) . FURARMEAREREZ 91 1 (20.1%) . FRRIEE 83
Bl (18.4%) . BHEREEE 6 6l (1.3%) . BIBHEERES 6 6] (1.3%) . TEAEERSE
8 1] (1.8%) . infusion reactionll Bl (2.4%) . KIBEK - EED THI21 il (4.6%) . &
EORERESF (1.1%) . 1BBERFE 161 (02%) . BEX3H1 (0.7%) . SEIREK
2 % (0.4%) . AFZ¢ 3 61 (0.7%) BB b, =, BEEMEIE. LFR. HE.
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Gore /MR ESEBER, A - BEIRR, #ARMARERAE K OB LR E R ITFRD
niginole, AEWERREBIRRIIBEESES (BRBREEREZES0) 23 0EMERE
1,

1) Robert C.etal. : N.EnglJMed., 372 : 320, 2015 (CA2090663%5%)
2) Weber J.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 &%)
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(A - Aik)

AR OGERAEYEBREESALEZFIA LY I 2 b—2a 2k v, AF| 3 mgkg Xix
240 mg % 2 AFIFR CEE LIZBEOARF O MiEFRESKRETT Sz, ZO/BR. A
240 mg ##E LIZEBEOBREIX, A% 3 mgke 2R 5 L-BEOBREE B L THE
ZRTETFRENZHOD, AARABFICEWVWTEEENER I TV AE- Al (o
mg/kg % 2 MR CHRE) TAREIZ2HES LIEBORER - gL CREZ R T & T
Eniz (TR), WA T, BHOEEIZRBIT 27 —FIZE3%, AF| 3mgkg Xit 240mg
% 2 AR THRE LI-BOAFI OGS E & AU IR & OREERFTT 28
BRISETAPELES N, YHEEICOW TR TORIZER, Eofik - HEo
M CHEIMER NESMICHERZR IRV E FRISH-, £, BEREAFESRE IR
HF—HICESE, KK 1 mgkg X 80mg &4 ¥V A~ 3mgkg & 3 BEEMHRETE
HELEBROAFIOREE L T2 L OBEL R 2BRBERIGET VLI, ¥
B DV CRFI TN R, ERRORE - AROM TR ZR T2,
ETFRIS T,

£ 8 FHADEKHBRB AT A—F

}iﬁ{f . Fﬁa Cmax Cmindl4 Cavgdl4 Cmax,ss Cmin,ss Cavg,ss
= (ng/mL) (ug/mL) (pg/mL) (ug/mL) (ng/mL) (ug/mL)
2 ke OIW 516 16.6 243 113 62.1 776
mg/kg Q (35.2,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 34.1 159 878 109
240mg QW | (574 103) | (152.346) | (25.1.47.8) | (102.254) | (415.158) | (62.1,187)
191 613 90.8 398 217 278
10mg/kg Q2W | (147 519) | (512,79.2) | (79.0, 114) | (331,532) | (184,313) | (237,386)

TIUE (5%, 95%/R) . Q2W : 2EMMIFE, Cmax : FIEIKSHE O MIE THRE. Cminaa : MIERE5%14
HEIICBIT 2 REMEPBRE. Capud : PIFHEE%I48 B £ TOFHMIFPIRE, Cras : EFREICE
1T DR MIE TIREL, Coinss : ERKIEBIZE T 2RIBMIETIRE, Cavpss : EFREICI T 5 FHMEF
B

T AR OBERAEYBETTAEZHA LY I 2 b—a XD AK480mg
% 4 BREER TR 5 XIIBEAR O RE - AES TRE L BEOARF O g FIRE 23 HRET
iz, TOFER. AHA]480 mg % 4 BRI TR G LB OEFIREIZIIT 5 i
BETRE (LLTF. TCagss) &V, ) iX, A 240mg % 2 BREHR CTHEE L7ZEED Cuvgss
EELT R E TSN (TR) . o, &5 480 mg % 4 HEARRTERE LIEOE
FRBIZBIT2REMEFRE AT, (Chuxsl &V 9. ) 13, &F 240mg % 2 HH
FIRE CEE L7ZBED Craxss & LB L TREZ R T & FRISNIZH DD, ARANBEIZE
WTEBEHNHER SN TWA Atk - HE (10mgkg % 2 BRI CHRY) TARZES
L72BED Coaxss & R U TIREZ T & FHISNZ (FXR) . MA T, BHOREICE
FBT7T—2IZESE AAl 3mgkg ((KE) 7013 240 mg % 2 @M., & L <IEAEH
480 mg % 4 AR THRE LIZBRORK OBRER & A0 TR e & oE 2 REt
TARBRISETABEESN, YEHEEICOWTRIMTbREER, EZE0ME -
RAEOE THMMER O ZEMEICHBRER IRV E TRIS T,

18



£9 FHORYBE T A —F

Fﬁ{f R }ﬁ‘% Crax Conind2s Cavgd28 Cmax,ss Cmin,ss Cavg,ss
(ng/mL) (pg/mL) (ug/mL) (ng/mL) (ng/mL) (ng/mL)
o 516 272 31.0 113 62.1 776
mg/ke (35.2,70.8) | (16.5,40.3) | (21.2.43.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 43.7 159 878 109
240mg QW | (511 103) | (233.59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
145 29.7 53.0 216 713 109
480 QAW | (165 907) | (155.474) | (37.0,748) | (145,336) | (27.5,137) | (62.1,187)
193 99.6 116 396 214 275
10mehkg Q2W | (146 222) | (865.132) | (101,148) | (329,525) | (184,303) | (236,377)

FRME (5%, 95%4) . QW : 2MBRIRIMRE. Q4W : 4MEMIRIM. Crex : FIEHR 5% D& & MiE FRE,
Chrindzs : %}]@&5‘{&28 H E LC?SP‘J'Z)%{E_EHIL%EF'(%}E\ CavgdZS E ?)]EH&'-?‘{&Zg H E i’C(qui’/‘JIﬁl{%“Pﬁr_\
Cmax,ss . Eﬁ%%(cﬁbj 5%—%‘&7%'437%@{\ Cmin,ss E Eﬁ%%bzﬁbj 6%1&@?%430%)§\ Cavg,ss : iﬁ%ﬁg
128 5 M IE PR
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4. HEHRITHOWNWT

RIS RE B RAERE ICHERA T 25612, AFREMH & L CHARERZ (24
FE) PRELNTWVWDZ NG, UHREZEYICEM TEO2MER THLILEN DD, £
OET, BEFER D X7 EEFE RMP) ICESE, AFDERLZLMETRIEE~O WA
fllN P MR Th > T, FROBENEORBELZZH - FEL., FAFOKRSICIVEER
BIVERZ R LBRICKGT 2 2 L BARNERTD, ULTFTOO~QD TR TERMI-THMaRIC
BWTHERTOIRETH D,

O MERIZOWT

D1 FED (1) ~ B) OWTINIHEYTIMETHDZ L,

(1) BEEFBREIEET DB ADREENLAFRRS ERETRS A ZIEEIL SRR,
Hiusk 23 A RS ERE RS LR PE, S ARSI AR &)

(2) FrERRERIB

(3) HEFIRMEIEBET HBRADREER (BSAZEEERERPT., BSABREE
Bk, BARREEHEERRS )

4) IRILFRERZHRE L., SREB L FREDEE 1 S kaE L EEE2 e
2 OREREHEI[R D RH E(T> TV D%

(5) PiEMEEAL T EENE O EMEI R DM EIT > TV DR

O-2 EABRCECIFRERORIEMFEIR ORI+ 57 2 Mk & RER & B EAm
(FROWTNNITKRE T DEM) 5. YE2RAOFRFNCETHRROBEE L LT

BEIh TSI,

x

o  [ERM%FESEE 2 EOHPTHEZIET L2RIC 5 EL EORABEROBEIRIHE R
ToTWBZE, 9B, 2FLUET, PAEYEEEZ T & LI-BRIEEZOUHES
fToTWAZ L,

o  [EMGHTRER 2 FOVMTHELET Liz&I2 5 FEL Lo R EEHEEDEOR
KRBEZHEL NS L,

@ BEHNOERLEBREHEOEHICOVT
EELEREHIINEETIELEPEE I N, BELENLOEREBD, 9%
SMHERFIEROEEROEMEICST 2 EREL, FEESRBRE LEGEORE

¥R, ENESHIITONAEHEINESTWVE Z &,
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® EIERORISIZOWT

G-1 BIERRBRREOX ST 5 B4
MEMMREEOEERBIERNTAE LB, 24 FRAZEREHIOT, Uik X
TBEEEMEER 1T\ T, BB L-BEWERICIE U CARBEEE O CT £ 0RWER OERIIZ &4

BERREOHENE B PIIELR, EBICHISAIREREHPE-TNDH T &,

@-2 EEUEEEIC X3 ERRNCET 5 E G

MALEICED 3B aME CREE2E T OEREEEVEWERE=2 Y 7
EEDEERBOAS ) —= T ETOVERE L ERE LA TE 5T — LAEREKHINE
BENTWBZ &, B, BEEFIZOWT, BPABRE L ZOFRRICHDIZEAMENT
WabZ &,

®-3 BItER OZErostiicBI LT

BIVER (REMER B %, EAEMEDRE., Dk, ik, BEFHRARE. RIBK.
NBge. BEEOTR, | BUERRF, BUEATK, AL, FF#EREE. iFx, BetiReg
7. FRIRIMAEREE . TRAKEEES, HRES, BEE. gIBEE. WK, EEOK
JEREE | FARMASZEMRE, infusion reaction, EELMEEE, MEKEBIEREE. M.
Bk, EEOELR, SEIEE, BEORERG. MIREEE, DiRES (OEME) -
AR - DEMEEIAMUGEE) . RIERE, EEHM, BEL%) O LT, MR OUIE
BEERAEOBEMME LA 5 E & EE L (BIERA OB NCE L THRERUXE
2ZFoNs&MCHD L), EBICEDRAEN TELHEHBE-TWDH I L,
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5. BREXBRLROBE

(B2 BE+ 5 FH]

O TROBEIZBWTERROEDMENRINTVS,
o ALFEIERIGE K OBLEEOBIGEIRAE2 I/ VEH X IIFROEEEAME

BE

o SEEYIREOINbH/IVE] @ oEMEEEEEF IR T AATEFEBRE
7%, BRAFmTERZ AT 5 BFICBVTI, BRAFFAZEARIIC L AR LERET
Nl

@ AHl+A VY L~ THREIICFRERBRERORIGUIR AR EERARES & X8
& LA B FERABR (CA20906758R) 2R\ T, L EhizA ) hwTRE
(26 L CASMERRIEEN TS, 72720, A+ 1 v A<= 75 L RKEIBEBEZ
B % el U R R HBEHIB W T, PD-LIERRAICE VA VY A<wT D LR
HFHRNERDERANTRINDIERBBONTND (Ip2R) . 207, RIE
IR BHRAEBEIZBWT, AElL /Y A<T7 L ORAKEDRE % ¥
Wi 2354, PD-LIRBRF+2HERT DI ENEE LV, PD-LIEAENI%LUETSH
DI EDHERBINTZBEFICBNTL, KA ARIEMEELZELET D, BB, 1RiA
CIRARELREBEEAERE 2 X8 L L-EASE [ R (CA209004715) o =ak—
N8IZBWT, (LFEIERIGERE L (L FEERRRERE L OB THAAI+ A B A
< 75 ORI R ZRIZRD G TR,

*k AFIDZWE L LT, IRFES : PD-L1IHC 28-8 pharmDx [# =] REARENTW 3B,

(£D AJCC (American Joint Committee on Cancer) JREISHE (7R ICE-S< FHE
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(Z2icBET 2FIE]

O TFTRICEZYTIBECOVTEHAFIOEEPER L INTVDLZENL BEZTT
bipnz &,
o FEORMIK LIBBUEDBEEREOH 5 BE

@ ERERTOFEIC BV T TRRICERY 3 BF o0 Tk, AFI OB GIFHRZ S AW
IR, ML ERERIR B DY\ GEITIR Y . EEICAREERAT L& EBETE D,
¢ MEERREOEHIIBEEDCH D BE
o EEGKRE CRER EED 5 BEE R OTEEIME O BSTHREA OmRGe Mt
LEORICRIEMEEDNH LN DEE

o HOABRBOA . UTBHENARE L ITERED B CARRBOSERED
bHBHRE

s [ESRBEE EhsMRBHEELED) ObDHBE

o EEOREIIBEFEZARATOBE

s ECOG Performance Status 3-4 #2 DBR¥F

(#2)  ECOG ¢ Performance Status (PS)

Score | B

0 [ £<MER<EHTED, EHALEALBEEFEIHRR AT D,

AR L EBEBIR S VB0, BT AR T, BIERTIE > COTERIT 5 - LA TR B
il BORE, TR

BITARE CHESOEOE Y O Z LIXT X TAEEEBEERITE 2N, BFRD 50%LL Eid<y FATRIT,

BONEESDEOEY D& LATERN, BFO 0% EF~y FOBTFTRIZ T,

W

£L@TFRV, BHOEOEY DI LFEL TERY, BRIy FOABRFTRIT,
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6. BETEBELTHEETNETFH

A SCEEICM £, BUEIRTEER D IRA T 5 ERE ITE D & RF O KM R ONE IERE
RO DITHBRERE+DICEBBEL TOLERTHZ &,

BEBRIBICEL D, BENIZOFRICADERVEREEZ HAHAL, RELZS
ThbEETHZE,

BIGUIBR T RE BN REEEF BN T AR LAY A= T LOHHKSDOAG
ZH|r 2B 4. PD-L1 BEELHEZRT D Z ENEE LS, PD-L1 BERFEIFHEE
TERWERITIE, AF A Y A7 L OFHOBETZ@EYNEE Lz ETRE
THIE,

TREWER D<= A M2 T

@

)

MEMHEEN D DD Z ENHDEDT, KROHTEIZHT=- TiL. BKRE
W O(PIRREE, Bk, HEA%) OMERE U X BRREOERS. BEL 7
ZITH &, Fio, REICS U THEE CT, iE~—21—%0REZEKT S
Ny

AF| OB ZEE D infusion reaction (24 X TEBRARFICTHRFIGDTE A1
HE1T-7= ECRET 2 Z &, £7-.2 BB LI O KK 58512 infusion reaction
NHOEDLNDZELHDDOT, KEZEGFROAFREERTRIZ AL ZTA
VERET 2%, BEOREZ +4ICBET 5 2 L, 728, infusionreaction %
RE L EHEICIT, 2 TOEEERWERPTERICEIET 5 E TREEZ A8
THZLE,

FARBSREREE . TEAREREERVRIBEESH 5 LND T EBH DD T,
AE| OB 5 BIART R O 5 2R I3 EHRNC N IS RER A (TSH., 1R T3,
WEEE T4, ACTH, M a5y — LV ZEDRAIE) #EET 52 &,
AFNOEEIZ LY BEOCFEGCRERT S &5 2 b bikx ek EBLRIE
BHoLbNEZERndHD, BENBEDOLNEZHEICIE. BHELESFRIIL UKL
BERR 725 & R BR A B O E M LB U CEERERIZW 21TV IREDRE
R X BEIERABBRON 2 HA T, AEORFENIF I, RUBIFRER
NEVEIORELE2ZEETAZ &, 2B, BIBRERNVE L ORSIZIDEIE
AOWENRRD LNRWEEITIT, BIBRER/VE LA OREIHIA OB
bEET DT &,

BEERTHR, BB OB AREB L THrEEWERSRIR T B3 H 570,
AR OBEKTHRICHRMERAORBICHSITEET 5 2 &,

1 BBERA (BIE | BUNERA 2 5te) b btl, FERAES h 7 F—3 R
KEHZLNRHHOT, AW, Bl WHEFEOEROFEHFLMBEED EFIZ T+
SEETZZ &, 1 BERAREDNESAICIEEEZFREL, 1R E
FloREEOBYIZUEEZITS Z &,
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™,

o)

o  BUERFK. A2, FigEREE, L, BIEHEERRHobNEZ LB D
DT, EHICIFBERELZITV., BEOREZTLTBET LI &,

o BEINERNBHLLNBZIENDHHDT, ROREDHEEL EHICHERT D
&, £, BOEENRD ONEHEITIE, EONCERBEEZZZT5 X
DBELEEETH L,

IRIEEIBEA Rl 70 e R fm R LA A BRI, AR DERIRHBRIC IV T, &5

BREADNE 3 W ALIN, ZHLLARIE, 5B G 1 ML 6 BE T & ICF DM

EIToTVEZ & E25EI, RRIKETITERNICHROBREZITI Z &,

ZLIR%OEM B ARRE ~ORBMINEEE L TERT BRI, AFOBK

RHBRICBWT, 12 BEZ EICAEMEORMEAIT> TWizZ & 285, FAKRS

HIZ BRI R OBEREIT O 2 &, e B MR & L TERT 25681,

AROBEHIT 12 VAL TETHI L,
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REfERHEET A N4
=R~ T (BioTH#Z)

(BRFE4 : A7V —RRFEHE 20 mg, &7V —FRRMEHE 100 mg, F7V—
RAETHE 120 mg, 7P —F KRHTE 240 mg)

~SRSRER R~

FRR 2 943 A (4Fn 54 3 AUET)
BAESEE



B &

N A o

T U®IZ

RN ORI, 1ERERF

B R AR

faER Iz DU T
BEXGR LR LEE
BEIZBRL THEE T N&EHH

P2
P3
P4
P9
P11
P12



1. IZT®IC

EIELOBIE - BEMEOREFROZHITIT, I SCESICE SO EERFERRKRD
ba, XL, WEORFEMOESIC LY | SUKEIEMZ EOEFH L FRIERE
FEEGPAREINIAT, INODEXEZZEICHNERBEICRMLT S Z & RO
FEE oo TR REMBGEER L FEOEARFE 2016 (FRk 28 4 6 A 2 B MHERE)
EWTH, FFHHNEERMEOFERORKEMHEELZRDE Z L EsNTV5,

BREAFEER R, BEERASEEME T 0 7 7 A VPBEGFEOERL AL NICE
RBZERDHD, ZOH, ASERUOEZEMEICEAT 2ERN+0ERET 5% TO/R.,
VHEERLOBEZBZIT D ENHFINABEICH L THERAT S & LI, BIfE
FANEH LU -BRICHERS G E & D2 E RN —E DB 2 - EEERE CFE A
THZENEETHD,

L7edo T, RUA FTA4 0 Tid, BABEMSINE TIZELINL TV A EZEIEEH -
BEHRHCESE UTOERRLOFERERZHEST 28R0 O LEREF, £2
FROEEFEETT,

BB, BKHA RT3 403, MIATBREANEEDERIESGEHEE. AREREARR
BRREREFS., —BREAEA B FERARES, —EEEANBAREEFEERZES RO
NEEFEEEN B RABEARIF2XOWBIOb EER LT,

KR EIRDERES A7V R AHEEE 20mg, F7 20— K SHERE 100mg, 7Y
— AR EEERE 120 mg, A7V —REAMmERE 240 mg (—fk% - =
AN=7 Gl Z))

RBELAPREIDE « R LR ES 2 H 1 5 EELE

HBERDAERVAE  @FE., RAII=A <7 (%) & LT, 1[E240mg
% 2 BRI XIE 1 [E] 480 mg & 4 R CAaEirE1 5,

® 3% Rk ot ¥ F o PNEFEHTEKRLSH




2. ARIORKE, (EHEF

F SR ETEEE 20 mg, FARERE 100 mg, FRLRFEEE 120 mg X OVR RIEFHE
240 mg (—ix4% : =R ~T (BfaFE#iz), LITF, (&AL &vd,) 1d, NEpdd
TEMRETHE AT Ly 7 2 BETIVR I - v ¥ —X X7 A7 (BMS) #) A3
BA% L7-t bk PD-1 (Programmed cell death-1) 1254 % b N 1gG4 £/ 7 v —FLHL{E
Thod,

PD-1 1%, EMAE L2 U 88K (THIfR, BHIE DT F 2 7 0% 7 —THila) RUE
MMz 3BT 5 CD28 7 7 2 U — (T iR 0EME (L& MBIAOICIE & AICHIET 2 5
FH) BT AZEERTH D, PD-1 (IHURIERMIICHEE S 2 PD-1 U F (PD-L1
EOPD-L2) EfEA L. U U EKICH#IME Y 7T AR REL TY o/ ERDTEM IR EE
BEICREH LT3, PD-1 U H Y RIZHUREERMARLSOMZ b b Ok 2 22 IEGHHEER I
LTkY, BEHEQERL LUK LZIESHRICIIT D PD-L1 ORBELINEDOLESF
HiR L ORICBDOHEBERERH S = L BB E STV S (Cancer 2010; 116: 1757-66)
I EMEAESSE CIIAMERE THRNELET DA ¥ —T7xu < (IFN-y)
IZL 5T PD-Ll OFENFHE SN, 88 U EEHAICRIT 2 PD-L1 ORE LD
ATFEAR & ORNCIEOHBEREEN H 5 L OHE L H S (Sci Transl Med 2012; 4: 127-37)
X 5|2, PD-L1 #MHISI S -2 AT, FURKEM CDS Bt T MlofiasEs
EMZ T S A2, HLPD-L1 L& T PD-1 & PD-L1 ¢ OFEEZEET S &£ DOHMia
EEEENEET S ERRENT VD, O L35 PD-1/PD-1 U F > FRRR&IL, 28
AR R T MR, b O0RBES2EHRT IHFDO—o L LTELLATY
D

AFN L, FERBROFE R DD PD-1 OMISAMER (PD-1 U 4 v FEGHEED) 1IZREE L.
PD-1 & PD-1 VH v FEDEEZAETHZ LICL Y, BATURREN,: T MidDiE
PEAL R O AFERE IR 2 IS EE 2 RS 5 2 & TR ERD R 2T
ZEDNHERIN TV S,

INLOMAENS, AFNIEMES T AF-RRERIIRVELI O LHiIF S,
EEIEARE 2R & LIZRRRR L B L. Ao, ZEERUOREEIER I N,

AEIOEABFICESBEDORERIGIZ L SEMEAESH b, EEUILTIC
ELFREMNH D, AFOREPRUEERITIL, BEOBRRE TV, BEIR
D HNTBAITIT, B L -FRIOE U B ik L RR 2 FoEM L EE L TE
YIREFBEEITV, BEOGERKC X AEIERANEDN 2 BEICIE. BIBEE R
EVHOBREEDBEILIDEET O LEDRDH D,



3. ERERHUEE
BREYILERER 25 5 ESAHE QAR EHE 21T - = ERBERRBR OB %
T,

[(BahE]
EpFFE MR (ONO-4538-11/CA209141745R)
7S5 FFRH R GO LFRRE K T %2660 B URICHEBEITIIFREIBD b
7= IRV B D RFTEEDOBEIS & 72 b7 W INE/ IV OBESEE R L R 2B & 36161 (B
KNBE2IB 2 &L, AKIFE2405, XTEREE1216]) ZxRIC, TRBREYEMANRIR L -
BE (APFMLEFY—F, FEZFEATEYFU<T) 2XRE L TAHFBmgke%
LA CARBE L L XOFIMEOEEEERF L, TEFHEETHIE
AEEIR (LLTF. T0S) &), ) (FRE [95%EEXH] ) OFFETERIT, &K
KIBETT7.49 [5.49~9.10] H B . XRREETS.06 [4.04~6.05] WA TH Y, AANTIRHRIE Y
ERIASEIR L7158 o LRI B RIER 2R Uiz (N — RE0.70 [97.73%(5
XM - 0.51~096] . p=0.0101 [EHllog-rankiRE] ) .
*1 : ARVA B B SUTHTE O E RS REIE 2 2 T,
* 7B L SNEREREHAT, OFE B - TEERUWEE,

1.0 &

N ”\»_% - FFE
‘ {‘h '*' ﬁ.ﬂ.ﬁﬁ
0.8 1\
0.7 N
£ 06"
# "
2 05
0.4 .
03 t‘*-._l-lu'l H—o—-.—-—-—-—l
W
0.2 L
01 b . e
00 T T ¥ T T T T ¥ ¥ T T ¥ T |:
0 3 6 9 12 15 18
at risk# £HEMME (A)
A#HEE 240 167 109 52 24 7
HEEH 121 87 42 17 5 1

K1 OS ® Kaplan-Meier Hi#t (ONO-4538-11/CA209141 k)



(PD-LI1R BRI B OB S J OZ 24E)

EREEFBMHERR (ONO-4538-11/CA20914138R) ITHAANLONEBED Y b,
JEEHEREIC BV TPD-L1 28 U~ EEMES S 284 (LT, PD-LIEEE] &
9.) ICBETAFERBBONE—EHOBEDOT —ZIZESE | PD-LIFHFFNHERIC
PRI 21T o - AP R OB EMEORRIZILLTO LB Y Tho Tz,

HEMEIZRI LT, PD-LIRBEN 19K OH O 5 R L IZIZREORR Tho 7z (T
=),
2%, PD-LIOEBREFILL LT, AFOELET 2T 7 A4 VIIREKRTH >,

-
<]
a

-

o

=3

—Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
# ««---investigator Choice - G- e Investigator Choice
g ®
4 &
B 60 ® 60
8 [
£ £
40
& ® 40
ﬁ #
20 i 20
o [
0 3 6 9 12 15 18 21 24 27 30 33 36 39 [} 3 & 9 12 15 18 21 24 27 30 33 36
LEFKMA) SEFHRMA)
at risk at risk
Nivolumab3mgkg 96 74 39 42 30 25 22 19 16 i1 8 5 1 i Nivolumab3mghkg 76 54 39 32 29 20 19 17 15 |1
Investigator Choice 63 45 24 14 10 6 4 3 2 2 0 0 1} 1] Investigalor Cheice 4 30 19 14 10 7 5 4 4 1

& Nivolumab 3mg/kg (evenls:67/76), median and 95% CI: 6.5 (4.4,11.7)
»=+0~ Investigator's Choice (events:39/40), median and 95% CI: 5.5 (3.7,8.5)
Nivo vs INV Choice - hazard ralio (95% CI): 0.73 (0.49,1.09)

& Nivolumab 3mg/kg (events:81/96), median and 95% CI: 8.1 (6.7.9.5)
"""" -0+ [vestigator’s Choice (events:60/63), median and 95% CI: 4.7 (3.8.6.2)
Nivo vs INV Choice - hazard ratio (95% CI): 0.55 (0.39,0.78)

ONO0-4538-11/CA2091413RB OPD-L1RHRF COOSDO T H#2UET + 0 —T v FF—F O
Kaplan-Meier i #8
(Z£H : PD-L121%DBFHEF, £FH : PD-L1<1%0BEHHE)



[Z210%]
ERALFEMAERER (ONO-4538-11/CA2091417K5%)

HERERRIIAFITE229236%1 (97.0%) K UKHREEI09/11141 (98.2%) IZ@BHHH, 1R
BRIE L DR RBENE T TE RWVAEFRIIARAIEE139/23661 (58.9%) . xTRREF86/111
Bl (77.5%) \ZRRD B, BEENS%RLU EORWEMIITRDO LY THoT,

#1 FBEEN3%LULEOBWEA (ONO-4538-11/CA20914138)  (L-L4MRFTHSHEE)

BlE (%)
PPN
B AR S
(MedDRA/Jver.18.1) 236 I LLL ]
4 Grade Grade 3-4 Grade 5 £ Grade Grade 3-4 Grade 5

2EIEA 139 (589) 31 (13.1) 1 ( 04) 8 (775 39 (351) 1 ( 0.9
MRBLOYL REE

E=qinl 2 (51) 3 (13 0 18 (162) 5 ( 45 0
i FERIRAE 0 0 0 9 ( 81) 8 (72 O
BRES

T 16 ( 68 0 0 15 (135 2 ( 1.8 0
B 20 ( 85 0 0 23 (207) 1 ( 09) 0
Ak 5 (21 1 (04 0 10 ( 900 3 (27 0
I it 8 ( 3.4) 0 8 (72 0 0
—i% - £ HFEERBIUE SHNMORTE

4 ) E 10 ( 42) 1 ( 04) 0 16 (144) 2 ( 1.8) 0
g 33 (1400 5 ( 21) 0 19 (17.) 3 ( 27) 0
HENEDJIE 3 (13 0 0 14 (126) 2 ( 1.8 0
FRIRIRE

HERD 4 (L7 0 0 6 ( 54) 0 0
R#BIOREEE

BARIBOR 17 (72 0 0 8 (72 0 0
WREREE

K=o —a/3F— 1 ( 04 O 0 7 ( 63) 0 0
EREBIUK THZEE

Pt EAE 0 0 0 14 (126) 3 ( 27) 0
RIEsLE 7 (30 0 0 10 ( 90 0 0
THFESE 17 ( 72) 0 0 0 0 0
5 18 ( 76) 0 0 5 (45 1 ( 09 0

1rde. RVEMERRE 7 61 (3.0%) . FEBUHRMARE/ I A/ 3F—5 il (2.1%) . ATHEE
BEES5F (2.1%) . FREHEEEEREE 17 # (7.2%) . MRREE 761 3.0%) . BHEEERE
=16 (04%) . BIBEE 161 (04%) . FTEEHEERES 26 (0.8%) . FikieFER
JiE 1 ] (0.4%) K UNinfusionreaction3 ] (1.3%) 2@ bivie, Fio, EEMELE,
D%, gk, KBk - EEOTH, 1 BEERMA, SEtEi/ Mg mEsm, L.,
B - Bk, EEOKREESE, 5S¢ IBRARVEEDORERFIIRD LT,
AEIEREBFRIIBEESES (BRREEEFTEET) A UCKHFERETT,



[A - AE]

AR OBFEMAEYBETTLVEZFRALEY I 2 Lb—Y a3 02 d Y, AHF 3 mgkg (K
H) XX 240 mg & 2 BRI TR S LEBEOARF O MBFEFIRESRF SN, FOK
. AH 240 mg R E LI BROBRHEEIL. &4 3 mgkg 285 LBROREE L LK
LTEEZ T ETFRIINZHDOD, BAANBRFIZBW TIARELIHER SN TWDH
% AE (10mykg % 2 @R THYE) CAHZ 85 U-EEORER & HE L CRE
o T e FHENR (TR, MA T, BEOBEICIKT 27T - ZI2 K% KAl 3mg/kg

(FE) XiE 240 mg % 2 BRI TS LIZBROAF OBRER L At I et &
OBE AR ARBESOSE T AMNEE I N, YHBEEIZ OV TRERZITbI /R,
FEROAE - BFREOM TASMEROZSMICHREZZR T2V E TR S,

£2 FHORDEBE AT A—F

Fﬁ¥£ . )EHE- Cmax Cmindl4 Cavng Cmax,ss Cmin,ss Cavg,ss
- (pg/mL) (pg/mL) {pg/mL) (pg/mL) (pg/mL) (pg/mL)
PEp— 516 166 243 113 62.1 776
me/ke Q (352.70.8) | (10.7.245) | (17.1.33.9) | (75.0,171) | (27.1,107) | (42.1,127)
72.7 235 341 159 878 109
240mg Q2W | (511 103) | (152,34.6) | (25.1.47.8) | (102.254) | (415,158) | (62.1.187)
191 613 90.8 398 217 278
10me/kg QW | (149 219) | (512,792 | (79.0,114) | (331.532) | (184,313) | (237,386)

FRME (5%R.95%m) . QW : 2BEMIMME. Cmax : FIEIR-S K ORe f17FFHE, Crinaia - FIEHR 5% 14
El E L:E‘jé%{f_&mﬁﬁi*{%g\ Cavgd14 . %I”E&‘q—'f(ﬁl“ﬁ E i(@qugngﬁir{j{%}g\ Cma)gss : Eﬁ%ﬁ;‘l\:ﬁ
Ljé%%miﬁ*(’%g\ Cmin,ss 5 ﬁ%‘%%t:ﬁﬁé%ﬁlﬁl?ﬁqﬂ{%ﬁ‘ Cavg,ss B E"%‘iﬂiﬁéblﬁﬁéqzﬁﬂml?ﬁq:‘
RE

T AR OBEMEDBREETAVEZRALEZY I 2 b—1 3 2k Y, A% 480 mg
% 4 REER TS UIBEAGR O A - A% Tk 5 L72BROARA O MiE R o3 Rat
Ihiz, ZORFER, KK 480 mg % 4 BEMRE TG LIZBEOEFIREBIZH T 5 FEH M
ERRE (LLF. [Cagss) EVV9, ) 1, AAI 240 mg % 2 BREMR THE L L7ZEED Caygss
EHUT S LTRSS (FR) . £, &K 480 mg % 4 BRRIETER S L7ZBROE
FREBICRBTAEEMBEFTEE UUT. [Cuns! VI, ) &, &K 240mg % 2 B
FIRE TS LIZBED Crass & R L TEEZ R T ETFRISNIZLOD, HARANBEIZEK
WTERERHER SN T2 AL - AE (10mgke % 2 BB CHE) THRAZH S
LTZBED Craxss & B L TIRMEZ R & FHIS U (FR) . 2T, BROERICE
27T —ZITESE, AF 3mgkg ((KE) F7213 240mg % 2 BEFEFER. & L < IEAKRH
480 mg % 4 MR CRE LZBEOAFIORER L A TR et & OEL R
+THBRBUSET AIER SN, YEEEIISOWTRADMThh 2R, LLoRkE -
ABOE THERMER NS ARERER IRV E FRlES T,



£3 FAOEDYME T A—F

Mk AR e Crindzs Caveczs Coroxss Crinss Cavgs
(ug/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3mehe W | (355 708) | 165 403) | (12.439) asotmp || et tom || w2 127
240me W | s 1712’.103) (23-?39-0) (302.670.9) (10;,5354) (41?57,11;58) (62.11(,]9187)
b “05;07) (15-25?17-4> (37-?)?.;)4.8) (14?.1 336) (27.75],'?37) (62.11(,)9187)
10 mg/ke Q2W (14(13,9;22) (86.95%.?32) (10},] (1348) (323,9 225) (18421,] ;03) (232,7 277)

FRfE (5%, 95%4a) . Q2W :

VERIEINE. Q4W : 4EEREE. Cra : FIEIREE OB MIFETRE,
Comindzs : ?}J@&'ﬂ_‘fﬁzs A E KJ"SUZ)%{EJIM?’?{%E\ CavgdZE 5 @@&5‘?&28 A E ifﬂ)llzfrﬂlﬁl?%‘:':{%g\
Cmax,ss 5 ﬁﬁlﬂ(ﬁ?ilﬁﬁéﬁ%‘mﬂ%ﬁqjﬁfﬁ\ Cmin,ss B Eﬁ%%blﬁbtéﬁ{EMZ§¢{§§\ Cavg,ss : Eﬁl{k
IR 3 MEPRE




4., HERRITHOWT
ARG E L THEARERE (26 BEEbhTWnaZ b, HERAEHE
WEHTEX AR THIMLEND D, FOLET, KFOKRENE 2 BE LD - &
EL, AAOEEIZIVEERZREAZEE LIERICHET 2 Z L8NS ERH, LT
DO~QDT R TEMETHHICBWTERT & ThH 5,

@ Rz onT

@1 FRED (1) ~ (5) OVWTHNICHEYTHHEETHD Z &,

(1) BEEFBRENEET 20 ADEEENIRNES EREFRS A ZFEEEILSIRR,
Hutses AR REEEHLSIRPE, MU A RSP e &)

(2) FEHERIRRT

(3) FENRMENREET INADEEER: (DBASEEERE TP, BAREEE
WIFRE, A BEEEHERE R &)

@) HFACFEEEEZRE L, AN RERLFEEZER | XIS RIERE LS RE 2 R
2 OMEREEIR D EHEIT > TV DHERK

(5) PUEMEEFILGEEMEOMFEREIRLBEETT > TV 5%

®-2 FESRME OILFFER ORIER IR OIS IS +2 72 il & BB & FFOERT X
FEBEM (FROWTINICEEE T 2 EMSUIERERM) 25, SE2EROAF]IZHE
THREDEMLEEF L LTHEBESNLTNDZ &,

=

o EMMGHREE% 2 FOHMPHMERET LI-%IC 5 ELL EORAIBEDBEKRIHE %
ToTWVWBZE, 56, 2F EIE, PAEYRES & LI-BREREFOHEZ
ToTWBZ L,

o EMSFDER 2 FOYHEIHERET LRIz 4 ﬁELLJ:O)Ii§§UEMk%+ﬁEﬁ§0>EE
THEZIT> TR, 5b, 2FU LT, BDAEYRES EUREMESERDR
FRRIHEZIT > TV B Z &,

o  EMGHFIIEEEMATIEZOWETHERET L%z, 5 £ Lo aEAR

DEEFRHHEZIT-o TRV, 55, 2EU L. BDARYEREEZESLOEABORA
REDEEKRIHEZITToTWNA Z &,
BB, AN L DBEIIBOWTIIEEREO2HFNERLZET 720, BEDIRE
(Y7 ZEBEMIZ EOROWTNNIOR TG £ =M (GEHIE (LR
ERORWERARBEREORIGIC 07255 & R 2 OER) & OBRBREEDOD &
IRETHI L,




@ BANDOERMFEREHEOKHICOVT

ERABEREEIEHET L HEESRE SN, WEEEN L OFRER, AE- &
SNSRI RO TE R OERT UL RS X 2 iRt AEFRNRAEL
FEADBEEE, ERNELITONAEHBES TV T L,

® B ~DORHITOVT
@-1 MREHICEET 5B

RIEMEMEREOEEZBWEANRKA LEIC, 24 FFEZEERG O T, Y%k
IREEERRR TRV T, R LZBIERICE U TAREE LU CT £ 0&IER ORIz %
ERREOHERENLYG AFICELN, ELICIGATRERERINE > TWDH Z &,

Q-2 ERUEFEIC L5 EEFRAINICET 5B S

BABRICE D S EMMR MR R O AT OEREFENBEAT=F ) v 7
EEOREROARAY ) —= 7 2ITOERE L FHREEE TE D F— 2EREHNE
HENTHDZ &, 28, BREGHICOVWT, DABE L EORKRICTDITAMENT
WaZk,

@-3 RHER ORMTRINICE LT
BIVEA (RIEMERTRBICIN A, EREMGESE, LK, Bk, BEEHRARIE, XIBXK.

B, BEOTH, | BIRERRA, BIEFL. Fre, ITEERES. TR, BiReE
%%, FIRIRRERES, TERABERE, WHREE. BESE. 8IBES. MRk, EEOK
EREE, #ARMASZELIE, infusion reaction, EEZMKESE, MIRERIEMFER, .
fede, BEEOFR, SESER, BEORERIS, WIRREE. OEES (OEME -
IR - DEMESMUES) . RIEFRRE, EEHM., BEFLE) [T LT, SRR ITE
BEEREEEOFEMMEEZ AT HEM & EE L (BHEROZENICE L THRERUXER
EZITONAEMICHD L), ELICEYZAEN TE HEADRE->THDH Z &,

10



5. B-EXRLRIBE
[(BohtticBE 3 2 FIR]
O 7I7FFHFEEDLEREROD DBREICBWTAFOFEDES RSN TVD
@ TRICHMYTIBRFICT2AREOFEE R OERFIEIC DWW T, KEIOF RN
MLINTEOLT ., AFOEEHGRERDHRU,
o T FFRFEESTLTRIEC L DIRREOLRWEE
o IMRAEBNIRIE
o fOMBHEEAILHALTRESNDEE
@ AFNIEBLFRFIBERRICS VT, SREMIZEW TR L THEMESHK
AESNTVWAA, PD-L1 BERFIZ LV FEECEMA R D Z L BFRENDFER
NDELNTNADZ &b, PD-L1 FBHEE*HHEGRE LT ETAFIORE R4 OHE %2
THZENEE LV, PD-L1 BEEDN 1%RETHD I ERERINT-EBEIZBW
TiE, RELSOEREIRE L ERT 5,
* AF|OFWIE L LT, JR5E4L : PD-L1 IHC 28-8 pharmDx [#' 2] BEB I T3,

[Zatk E@'ﬁ‘é #IH]
O TREFZYTIEFICOVWTUIFAKDOBRENEZD L SN TND I Ehb, BKEZIT
birnz kb,
o AEIDOMGICH LIBBIEDEE RO H 5 BE
@ EREAMOFHMICBW T TRICEE T 5BF IOV TL, AR okEIFHRE s W
D, MOIFFEREN R WIEEICRY | EECAFEERT 2L 2BHTE D,
o FIEMEMEREE fD/\ﬁ?X IBEEOH D RE
o R EERAE CHIE R B BE R OVEENME O HUR Rl 0 s g A
Z Dl ;*f‘ﬁgﬂsz‘ﬂﬁ b b BE
o HORERBOAH., UTEBMEMNZRE L IIERMED B CREREBOBERD
bHHBE
o [EBRBHEE (EnEHHRBEREE2ED) Ob2EHE
s WEEOBEXIIBEFEEAETOERE
e ECOG Performance Status 3-4%0 D 83

(=D ECOG O Performance Status (PS)

Score | B

0 | £<MEREB TS, FRALFELABERESHRE<ITX 5.

AERICI LWIEBNIRIR SN 228, BITAMRET, BIEECE - TOMEERITI 2 B TE D,
Bl EVWRE, EBHEE

HITRIEETEYDHEOEY O Z &3+ ~THEEMMEZFTERWV, BFO 50%LL EiF~y A TE I,

BON-BESOEFOEY DO E LNTERY, BHRDO 0% EEFSy FOBRTFTRIT,

Wi

2TV, BOOFORIY DO LigL TERY, BRIy FIAFEFTIRIT,
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6. REICELTHEETREEHH

I STES TN £, BOEAGTEE DAL 2 EREICED E AF O R R ONEIERE
AODICVBEREREHICBEL THoERTHI &,

IBEEBRLBICEL D, BE I Z OFRRICADEROEREE +2FHA L, AEEZE
ThoERETHI L&,

PD-L1 XBEE LA L L TAB O SR 2HE2 2 L ZEE LV 23S, PD-LI
RBENHER TELRVHHIE, AR OEROEE Z @I HE L ETiRET5
iy

TRBIERADO<RX Y A MZONT

)

)

FEMEENH Db ZENHEDT, AFOFEITHT- > TiE, BIKRE
R (FPUR RS, sk, 3B OREGRNK U X BRAEOERE, BIEEZ 147
WZITH 2, E£-, LEISCTHE CT, iE~— 0 —50RELFEMT D
Rl

AF| D EIZEED infusion reaction |Zff x CRBFFIZ+HoT G0 TE 2%
BxIT o7 ECRtsT D = &, £7.2 [ B LABE O A K 551 infusion reaction
BHLPNEZELHEDOT, AFEESFRORKTREGEET HITAAL 2T A
VEHIET A%, BEORESHSICEBIET HZ &, 728, infusionreaction %
FEL-HEAITIE. £ TOBBERWERNTELICEER T2 TREL B
THIEL,

FIRIREREREE . TEABEESZERVRIBESENHOONE I LRH DD T,
AF O 5B AERT N O SRR i3 EHIRIC N RERR A (TSH, 02BE T3,
Wl T4, ACTH, M5y —VEORIE) #EETHZ L,

AR OHEEIZ LY BEORENINIERT 2 & B 2 b b ks R RESHIE
BHObLNAZENnHB, BENBDOOLNZHEICIE. BRELEFERIIS U
BFHA) 2 Rk & RR A EOEM LB U ORI ZENRZET 21TV, RE ORE
RIS L 5BERA BRSO D H/AITIE, AFIOKREIHIE, RUEIERER
NECROBEEZEZEETDHZ L, B, BIBREFLVEVOREICLVEIE
B OWENRD bNR2WEEITIE, BIBRE ST LSOk H o
LERET D,

P& TH, BUERA OBV ARE L T LEWERARRBET A 0355720,
AEN OB EML T #%ICHEHWERORBBUCH2ITEE T D,

1 BUBERRIE (BIE 1 BERm 2 2T0) Bdbobiv, BERAS F T F—v R
WKEHZERHHOT, BB, B, EHEOEROEHRCMIBEED EF 2+
PDEETHZ L, | ERBAREDNZHEIIEREEZPIEL, AR Y U]
K OEEZEOMEEN RNEEZTTS Z &,

BUERTA. A2, FFgEREE, T, BEEEXRHoONLZ LBH D
DT, EHENFEREZITV., BEOREBEZTHICEET DL L,
RENEERHLDLNDZENHHDT, IROBREOFEL EHICHERT D

12



&, T, ROEEPRD ONEHGEICIE, EONCEREBEEZZZ 45 X
YBRERIRETL L,
® AFIOEKRABRICBWT, BERHENL IOBE, ThUBEE, HEHIEND 14
1L 6 BEZ L ICEMEDFM AT TV Z L 2B &I, AFIFSFITERN
W ROMEREITO Z &,
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BEfEAEET A KT A
=RA~T (GRETHBRL)

(R34 : A7V —REEHE 20 mg, &7V — R R[EEHE 100 mg, 7V —
RETEHE 120 mg, F 7V —REFHTE 240 mg)

~ T R ~

SRR 2 94E4 A (5Fn 54 3 ASKET)
B A Ea



Bk

AN D W N

XL ®I

AEI O, 1ERET

PR AR

MEsRIcOWT
LD EBE
BEIZEL TEETN&EEHR

P2
P4
P5
P17
P19
P21



1. ITBIZ

EI OB - BEMEOHFEDT-DITIT, IR XESICESWEIERERARD
bvd, BT, IHEORERMOESRIC LV | FUREIKML 2 & OEFH 255 1E R
FEELNAREINDIPT, INOOERMLZ ECLERBEICERLT S Z & NRED
BEEE 2o TR REMBOEER L WEDEARTTEE 2016 (EEk 28 4 6 A 2 H FERIE)
WCBWTYH, EFMEEREOFEROREIMHEESZNE Z & LanTWD,

FRERBFEERL T, FRIERSEZES T a7 7 A VBBEFEOEER AL IR
RBEZENHD, DD, AYPEROEZEEICETAIEHRS+0ERT 5% TOM.
VHEFHGLOBELZRS ZITD I ENMFENIBRFICH L TEAT S L &b, BlfE
FAMNFE LRI HE SN E & D7 ERARER—EOBEHZ - T EEEE TEM
THREILENEETHS,

LI=iio T, BHA FTA 0 TiE, BRERESINETIELNL TV D EFEEN -
BRI RIS & UToEESOREREREHET 28R b LEREE, BX
FROBEEEEZTT,

B, KHA KT A 03, MOATEIE AN ERGERESRRAHE, ARAEEARR
BERIEE S, —REMEA A AERARIES R O— RGN B RSRSER TR OW
FIob EERK LT,

KB LI AEES A7V — R EFEERE 20mg. A7 P — R EHE 100mg, 47
— R EREE 120 mg. A7V — RN AREFHE 240 mg (—f4 =
<7 (BTHERZ))

B RAPEIHE IR REUTEERBE O B

HBEERABERVEE: @F. A=AV~ (EETFHE# %) & LT, 1\ 240mg

Z 2 BEIRERR X IE 1 18] 480 mg % 4 ARIREIME CAEEET 5,
AR F =T AT IBEIL BE EALEZ=A T (8
EFHE#Z) & LT, 1/E 240 mg % 2 AREIMEMEIE 1 [8] 480 mg
% 4 BRI CAEERET B,

(LSRRG E O RIGEIFRNEE X Xt O B AR o5t L T
A ) h=7 (MaTHEEZ) EOERAT25613. @E. BRAIC
iE=R <7 (EE7HE#X) & LT, 1[F 240 mg % 3 HERHHE
BT 4EAMHET D, T0%, =RV~ 7 (BEFEERZ) &

LT, 1[E240mg % 2 BRI 1B 480 mg % 4 BRFEFET
RIEEET 2,

& Bk 5t ¥ F NS TESRASHT

(&%)

IR IZ BT A A RAT 4 7 RAEE20mg (—HA - BARF U F=T Y U ABE) D%
BEIR., MEARUOHE
PhEEUIZN R « RIAUIRREE X T iR OB iaE




BEROHE: =dhA~<7 (BEFE#RL) AT H8681E. 8%, RAKITIRY
YF=7ELT1 B 1E40mg #ZEFIZRATET S, 2B, BEOD
REEZ LV EERET 5.

IR BT 5 v — A A REEER S0mg (— 4 A V) A< T (7B Z))

DPRESIISE., RILRUAE

BHEEIUIZIR ¢ ARIGUIBRARE SO IFE I 0 B Ml i

RAERCHE : =Rv<7 (lBEF4E%2) LoffRlcinT, 8%, RAEAE
s GEBaFHE#z) L LT1EI1mgkg (KE) %3 BERMRT
4 Bl REHET 5,



2. ARO®KE. 1EREF

A 7R AR 20 mg, FAATEERE 100 mg, FATRERE 120 mg K OF AR eHE
240 mg (—#x4 : =F~7 (BETHEEEZ). AT, TRFL Lvd,) i DR
TEMKEHEAF LY 72 EATIVAM v F¥—X 2747 (BMS) ) 23
A% L7zt k PD-1 (Programmed cell death-1) {Zx3 2t N 1gG4 €/ 7 v —F AHUE
TH 5D,

PD-1 (%, &ML LZY »ojEk (TR, BHIRRER O F2 7 40% 7 —THilR) KOE
BERAMIRIC R TS CD28 7 7 2 U — (T MR OEMEL 2 MEIAICE & AICHIET 54
FH) BT HRAERTHD, PD-1 TR THIRIZHE TS PD-1 Y 7 F (PD-LI1
ROPD-L2) &#EA L. U o2 BRICEIES 7T A B EEL TV U BROEE LIREES
BIZHRE LT3, PD-1 U H v FiIZFRIETHELUIMNI e h Ok~ RIEFARICFR
LTRY, BEMHBEGESRE D)LY UEFERKIZEITS PD-L1 O LIFEOAEF
HIf & ORI ADHBERRH D Z & BRE SN TWVWS (Cancer 2010; 116: 1757-66),
F- BN EAERE CIIEBEE THESELETSZA ¥ —T7 =< (IFNYy)
IZX>TPD-Ll ORENFE SN, &8 LIZEEHARICISIT 5 PD-L1 OB EFHEO
ATFRAR & ORIICIEOMBEREENR H 5 & OB H H 5 (Sci Transl Med 2012; 4: 127-37),
& 51T, PD-L1 %3838 S RN AMEE, FURAED CDS 5 T Ml oMz E
TEM T SE 54, H PD-L1 Hi{AT PD-1 & PD-L1 ¢ OREEE2EET S & OMIE
EEFEMENREET LI ENTEINTNDS, DO Z &6 PD-1/PD-1 U F v MEREIE, 23
AFRREA TR R T MR 0 OWBEZERET 2BFO—2 L LTELLNLTW
Do

AFT, FBEABROM RN D PD-1 OMfaSEL (PD-1 U F o NEEHEED & L.
PD-1 & PD-1 YAV FEDREAZBETZZLICLY, BATURKFENZ T MiaDig
P R O AR o4 2 MRS IR 218585 2 & TR e USRI R 27~
ZEPHERIN TN D,

IHHOMRANG AFITEEREIC T AR RIBEEICR VG b0 LS.
MR EE 2R & LI BRRS 6 L A e R OESES R ENT,

AHOERBFICE S BEORERIGIC L 2BEAENH bbh, ERUILTIC
ELAREMENH D, AR OREPRUHEERICIT, BEOBEL 7TV, EER
D HNFHEITIE, BB L ERITIS U MR kR & Rz B o ERD LB L TFE
YR ERIBE ATV, BEORERIGC L EERAR DN 2 HEICIT, BIBEE RV
EUROBREZEDEYLLEZT O BERH D,



3. BREREGE
RGN EE ST ERRE M D B SR O AGRIF IS 2 1T o 7= E 2 BAREBR O &
T,

(2]

OEBRLFEMFARB (ONO-1538-03/CA209025 FHk)
MEFEREERERTIRBEEEER (TXF=7, A=F=7, V77 =7,
R R=TE) BETCEEIERE A T A ETE XIS Oy S B e S
821 5l (AARNBE 63 Flagie, AFEL4104], =) AREE4NLH) ZXHBIZ, =
N Y AREMBE LTAH 3 mgkg % 2 AR CTRREE L L EOFPERDE
R REt Lz, TEHMIEE CTh224AFHM CLT, 10S) L), ) (FHR{E [95%
EERXME] ) 13, AHKIBET 25.00 [21.75~NE"] #H, =<1 U AREET 19.55 [17.64~
23.06] BATHY, AFEEIT= o U ARFICK LEEHEICERRERZ TR L (N
P— KL 0.73 [98.52%EHEXH : 0.57~0.93] . p=0.0018 [/&H!] log-rank F&E] . 2015 £

6 AIBAT—F vy A7),

1.0
0.9
0.8
0.7

e 0.6
1F 0.5-

$0.4—
0.3
0.2
0.1
0.0
L ElS) W SR SN S B ) DRI B IR S
0 3 6 9 12 15 18 21 24 27 30 33
at riskE 4 1FHAR (A)

AHKIEF 410 389 359 337 305 275 213 139 73 29 3 O
INA)ALXEE 411 366 324 287 265 241 187 115 61 20 2 O

M1 OS DOYREfEHTHRD Kaplan-Meier Hi#t (ONO-4538-03/CA209025 3BR)

—A— FHIE
e INOYLRF




F7-. BARANEDER 63 ] (HFIBE 37 Fil, =~ U LZEE 26 5]) @ OS (FHAE [95%
EERXM] ) 1, &A<FIEET 2737 [23.62~NE] » A, =<1 U ARXFETNE [NE~NE]

HATHoT (NPF— K 1.50 [95%EFEXE : 0.49~4.54] )
. fEEREE (BUF. FAR)

1.0 =
0.9-
0.8- P pr—
0.7 1

0.6 —A— FHIF
% 0.5- el IOV LB
* 0.4
0.3
0.2 1
0.1
R .
0 3 6 9 12 15 18 21 24 27 30

at risk% 78R (B)

AEBE 37 37 36 35 35 34 24 16 8 4 0
INXOYLAE 26 26 24 24 24 24 20 15 9 3 0

X2 BAANERICEITS 0S OHE#EITRD Kaplan-Meier Hifi
(ONO-4538-03/CA209025 R)




QERILFFEMAERER (ONO-4538-16/CA209214 FRER)

LR ERIGE OMEITVE U TERR 14 0> 4 I A A B B e FB R 1,096 1 (B AN
2 BlEEd, AV s~T GEaTHEEZ) R CIF. IRXf+ 1) L=T) L0
9.) PEESS0 B, A=F=THESA6 ) BRBIC, A=F =T EXRE UTAH+ AV
U b7 OBEER CEZ2MEE R LT, TEFMIE E Th 5 International Metastatic RCC
Database Consortium (LT, [TMDC] 29, ) 1D A7 4553 @ Intermediate & 7X Poor 1)
Ry DEE (REI+A ) A TEE 4256, A=F=T7F42261) 12B1T% 0OS (PRI
[95%(EEXM] ) 1T, AFI+A Y A~T7E T NE [28.16~NE] VA, R=F=7%f
T 2595 [22.08~NE] ZATHY, AEl+A Y AvT IR =F =TI Lt
BICEBRIERZ /R LIz (0N — KE0.63 [99.8%/5#EX M : 0.44~0.89] | p<0.0001 [f&
31l log-rank BRE] . 2017 EE8 AT AT —Fh v h47)

1 BHIEICN T 5 2R EEOREREN R VEBH, 2K L. UTOSALSRIGEREICEHR,
e YR ATHE 2 BRI LC 1 BEOMEIIATRMENIRDE (7272 L, M& M AEMER T
(LLF. TVEGF) &9, ) XiZ VEGF 2HKREZER & LImER AR M7, 2ol
RIS HI A BB E OB RZEE N D 6 1 B U LEBRICER L EA

2 AH 3mghkg (KE) &4 vV A< Imgkg (KE) 2FHIC 3 BRAMRT 4 BESREFEE L%,
AF 3 mgkg (KE) % 2 BERETABERELL, SHRREHFICRBV TR, A2 RIS
L. A Y A= 7 IIARIORERT 25 30 U EORRE BV THREE BRI LE,

*3 . PLFOO~@DWEIUT %S L72VEEITI Favorable Y 22 1 X3 2 HB 2 THAITE
Intermediate J 27, 3B LI EFM7Z3HE(2IE Poor Y X7 & ST,

ORI & BWS N Th b ARBROEEB BT £ T 1 £k, @Kamofsky —f kA 80%Ki.
Q@~E S o B ENEIEE TR, OWIEZOH LT AMEN 10 mg/dl 2B 25, OFF REREES
HUE(E IR 2D, Of/MREASEEE LRE 18X 5

19 N"&v\
0is ..-.‘- \
_ o8 'w“_‘ ~——
< s
£ o )
v * v
= 0.6 Ve,
g n““"‘-m
S os R iich: g 4
k-]
g 0.4
o
2 0.3
[ —_— KB A e
0.2 ———— Rz
DR TR
0.1
0.0
T T T ™ T LE T T T L T ¥
o 3 a 2 12 15 18 21 24 27 30 33
Overall Survvad (Months)
Ef+AC) AT T 425 399 372 348 332 318 300 241 119 as 2 ]
R=F=VBE 422 287 382 315 208 253 225 179 89 34 3 o

3 0S OFHEHTIFD Kaplan-Meier it (ONO-4538-16/CA209214 7REk)
BEHTX4EM : Intermediate 2T Poor V) X 7 B#E
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7pE. ERELFRSIERAER (ONO-4538-16/CA209214 FRER) 28T, IMDC U 27
5YFEMS Favorable U 2 7 OBE I EEEE B OITRHEER & Sh2d o7z, Bk
BRITHE A AN 5207 Favorable ) A7 DEBREFEDT —ZIZES&, BENICHBIT21To72
BR AF+ A A THLEBE L TA=F =T CRERERIE LTS (T
&),

1.0 s e

“““““

0.9 I T fo o JE
e " He-—=-= i
0.8 :1 -

0.7

0.6

0.5

0.4

0.3

Probability of Overall Survival

021  ___ gmqEy LR :
..... CREF TR :
0.1 ORUA : 1YY '

0.0

T T T T T ¥ T T T T ¥

0 3 6 9 12 15 18 2t 24 27 30 33
Overall Survival (Months)

FH+srysos/#925 124 120 116 1911 108 104 98 78 27 2 0

R=F=78 124 119 119 11?7 114 110 109 104 B4 32 3 0

X4 OS OFEENTEED Kaplan-Meier Hi## (ONO-4538-16/CA209214 RER)
REATRIE4EM : Favorable YV R 7 B3

GEREILFEFEMFEAER (ONO-4538-81/CA2099ER FHER)

(LA EEARTBEE OUEFTHE XTI E O W B MRS B AR B 651 B (HANBE
46 Bl BT, DRY U F=THA CUTF, [FE+ AR F=7] Lvd,) 2RE323
B, A=F=T7FE328 ) AR, A=F=TEBELTEE+ AR F=TD
BOMER O ESEL R Lz, TEMEE CHOIEBEATLM (PRE [95%EH8
X X, A+ AR F =T BT 16.59 [12.45~24.94] A, A=F =7F T 831

[6.97~9.69] ZHETHY ., AF+IRF L F=THIIRA=F =73 LEEHFERIC



BRERZTR L (A — FE 0.51 [95%{E8XH : 0.41~0.64], p<0.0001 [JEH! log-
rank BRAE], 20202 A 2 BT —%b v b2 7),

1 BHIE X 2 2 HRECHRESRVAE, L. UTOSEIYRBRECEDAL,
SEALIBRTRE AR BRI 2R U T 1 ME ORI MENRIE [7272 L. VEGF XX VEGF %
FEEBH L L ER 2K <] BT Sh., h o U S MBIRIEOBRE 5,5 6 7 A L
LB%CERE LSS

*2 0 AF 1 [ 240 mg % 2 REERTAMERAEL, VRV T T 40mg 21 A 1 HEATRLS L,

1.0~

—A— WRYUFTHRE
D RAZF=TH

0.9 .
0.8 %
0.7
0.6
0.5

0.4

B kb HE ciel oide S

0.3

0.2

0.1

0.0

0 z 6 9 12 15 18 21 24 27

MIEEEFHRE(A)

atrisk3g
HRFUFTHAB 323 279 234 196 144 77 35 11 4 0
Z=F=J8 328 228 159 122 79 31 10 4 1 0

5 $EmEAEHAR (BICR ¥E) ¢ Kaplan-Meier BB
(ONO-4538-81/CA2099ER FB)



[Z 4]
OEBEIL RS MFERER (ONO-4538-03/CA20902575%)

BEERIIAFIRE 397/406 1 (97.8%) . =<1 ) ARFE 386/397 5l (97.2%) 1ZFB®
B, TBBREE & OREBEFRMAEE TE WA EFRITAHFIEE 319/406 ] (78.6%) . =X
o U 2 ARE 349/397 5l (87.9%) IZREH bITZ, WA OFE TREEN 5%LL EoRIfE
AIITRDERBY ThoTo,

£1 WTRHAOBRETRERN 5% EORBIVERA (ONO0-4538-03/CA209025 3BR)

I ; B (%)
ML SR A EP T eT

E(ﬁfDRA/J 18.0) 406 391 6

© e % Grade  Grade 3.4 Grade5 % Grade  Grade 34 Grade s

£RIER 319 (78.6) 76 (18.7) 0 349 (87.9)  145(36.5) 2 (0.5)
mEE IOV v REH

#imn 32(7.9) 7(17) 0 94 (23.7) 31 (7.8) 0
P WS

PR ARBERE (K T IE 24 (5.9) 1(0.2) 0 2(0.5) 0 0
HIBEE

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

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

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

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

&t 24 (5.9) 0 0 36(9.1) 1(0.3) 0
—f% - £HEER LUR S ORE

EHIE 18 (4.4) 1(02) 0 33(8.3) 7(1.8) 0

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

RN YIE 11(2.7) 0 0 75(18.9) 12 (3.0) 0

KIEHEZIE 17 (4.2) 0 0 56 (14.1) 2(0.3) 0

ZEEL 34 (8.4) 0 0 37(9.3) 2(0.5) 0
FRIRIRE

= LA T a— L 1(02) 1(02) 0 24 (6.0) 1(0.3) 0

Mz v 7 F=8m 27(6.7) 1(0.2) 0 33 (8.3) 0 0

{RERD 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
REtB LR ERE

BEo L RTo—/LIE 2(0.5) 0 0 29(7.3) 0 0

e I 9(2.2) 5(12) 0 46 (11.6) 15(3.8) 0

EFYZUEY FiE 5(1.2) 0 0 64 (16.1) 20 (5.0) 0

RARBOR 48 (11.8) 2 (0.5) 0 82 (20.7) 4 (1.0) 0
BEHREB I UOESHRBES

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

5 PR IR 23 (5.7) 0 0 5(1.3) 0 0
TR TREEE

BREER 1127 0 0 51(12.8) 0 0

1L 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
e ER. MAEii L ONREE

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

WP [ 30(7.4) 3(0.7) 0 51(12.8) 2(0.3) 0

S 3(0.7) 0 0 41 (10.3) 0 0

Fili ¢ 16 (3.9) 6 (1.5) 0 58 (14.6) 11(2.8) 0
HEB L CETERES

IR E % 12 (3.0) 0 0 20 (5.0) 0 0

Jid LA 26 (6.4) 0 0 33(8.3) 0 0

FE - RERRAR TREGEH 4(1.0) 0 0 22 (5.5) 0 0

T I EE 57 (14.0) 0 0 39 (9.8) 0 0

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

7E. RIEVERZRR 1961 (4.7%) . HR 14 (02%) . HEEHEARLE/ X A /3F—56
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Bl (13.8%) . KEGZ - EEO FH 10 Fl (2.5%) . 1 BURERAE 1 81 (0.2%) . FPHgaERE
Fix 46 B (113%) . T2 161 (02%) . FUIRIMEREREE 34 5 (8.4%) . TFRES 55
Bl (13.5%) . BH#EEEE (RAEMEMEBRSE) 28 ] (6.9%) . RIBHERSE 6 f
(1.5%) . infusion reaction 21 5l (5.2%) . EEDKREEE 44 (1.0%) . TEMAEHEE
BEE 2 Bl (0.5%) . BEK 161 (02%) ROSEIER1F (02%) B@Edbhi, £
fo. EREMMEAAE, Ofhge, SR i HESRBER, g -« BRI B ORI 2 28
BIEIIRD SR o7z, FEWERRBRRIIMAEFS: BRREEREEZED) 28
DEERE T

@EBRERFEMAEFER (ONO-4538-16/CA2092145K5%)

BEFGIIAREI+ A © U hv T 544/547 1 (99.5%) , 2 =F = 7 532/535 1 (99.4%)
DL, BRELORRBHEPIGECERVEEERIFF /) Ao TR
509/547 1 (93.1%) . A=F =Tk 521/535 i (97.4%) ZFD LT, WO
THERHAREN 5% LOBWERIXITRO L BY ThoTz,

#2 WThPOBTHEEN 5% LORBIER (ON0-4538-16/CA209214 RIR)

— BilE (%)
mgig;ﬂﬁ AEI+ A B Y L TR R=F=TEE
> 547 51 535 {3
(MedDRA/J ver20.0) £ Grade Grade 3-4 Grade 5 £ Grade Grade 3-4 Grade 5
£FIER 509 (93.1) 250 (45.7) 0 521(97.4)  335(62.6) 2( _04)
ML LY v REE
2l 34( 62) 2( 04) 0 83(155)  24( 45) 0
A I KB E 1( 02) 0 0 30( 5.6) 3( 06) 0
AR ERIE A RE 3( 0.5) 1( 02) 0 69(129)  32( 60) 0
/MR A E 2( 04) 0 0 95(17.8)  25( 47 0
NOWES
BIE#ET 2 28( 51)  11( 2.0) 0 0 0 0
PR R RE TUHEIE 59 (10.8) 2( 04) 0 12( 22) 0 0
FPK RS HE (K T 5E 85 (15.5) 2( 04) 0 134 ( 25.0) 1( 02) 0
BIGEE
NE 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
HREHR 9( 16) 0 0 30( 5.6) 0 0
&R 35( 64) 0 0 39( 73) 0 0
TR 145(265)  21( 3.8) 0 278(52.0) 28( 52) 0
(=l s-A: 31( 5.7) 0 0 32( 6.0) 0 0
HIERER 15( 2.7) 0 0 96 ( 17.9) 0 0
517 3( 05) 0 0 27( 5.0) 0 0
B AR A 6( L1) 1( 02) 0 55(10.3) 0 0
= 109(19.9)  8( 15) 0 202(37.8) 6( L1 0
AR 23( 4.2) 0 0 149 (27.9)  14( 26) 0
gt 59 (10.8) 4( 07) 0 110(206) 10( 19) 0
—f% - 2HEER LGRS HNORE
T IHE 72 (13.2) 8( 1.5) 0 91 (17.0)  12( 22) 0
Y 202(369) 23( 42) 0 264 (49.3)  49( 92) 0
FERE D RAE 13( 24) 0 0 152(28.4) 14( 26) 0
RIEEEE 25( 4.6) 1( 02) 0 29( 5.4) 0 0
FEEN 79 (14.4) 2( 04) 0 33( 62) 1( 02) 0
FEPRIRES
ALT #8/0 60(11.0)  27( 4.9) 0 50( 9.3) g( 1.5) 0
72 7—EHMm 7U(13.0)  31( 57) 0 41( 77 17( 32) 0
AST $#470 58 ( 10.6) 19( 3.5) 0 49( 9.2) 7( 1.3) 0
me 7 L7 F =280 35( 64) 1( 02) 0 35( 6.5) 2( 04) 0
1 o R AR R L 11 20) 0 0 30( 56) 0 0
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Bt (%)

oo = N3
S e FATAC) v B R=F =Tt

E(1\75 fDRA/J 20.0) e 535 6

¢ versy 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

U 3 —F M 90 ( 16.5) 56(102) 0 58(108)  35( 65) 0
T ER SR 3( 05) 1( 02) 0 40( 75)  23( 43) 0
i /MRS 4( 0.7 1( 02) 0 73(13.6)  36( 6.7) 0
EERY 18( 3.3) 0 0 28( 52) 0 0
A kB 6( 1.1) 0 0 40( 75 11( 2D 0
Rtk LREEE

=ik 28( 5.1) 8( 15) 0 10( 1.9) 0

BERBOR 75(13.7) 7( 13) 0 133(249)  5( 09) 0
HERER L UEEHERES

RE &N 76 (13.9) 5( 09 0 39( 73) 0 0
A 49( 90)  3( 05) 0 26( 4.9) 0 0
09 g 17¢ 3.1) 1( 02) 0 36( 67) 1( 02) 0
MRRREE

TR RE 31( 57) 0 0 179 ( 33.5) 1( 02) 0
GV 53( 9.7 4( 0.7) 0 65(12.1) i 02) 0
R 2R, MRk L UHRES

NI 45( 82) 0 0 31( 58) 0 0
MR R e 31( 57) 1( 02) 0 33( 6.2) 2( 04) 0
2fm 0 0 0 55(10.3) 3( 06) 0
Fififi J¢ 32( 5.9) 6( 1.1) 0 0 0 0
BRI URTHiEE

KRR 40( 73) 0 0 46 ( 8.6) 0 0
FEEE 0 0 0 29( 5.4) 0 0
FE - RERAETOERR 5( 09) 0 0 231(432)  49( 9.2) 0
F D ESE 154(282)  3( 0.5) 0 49( 9.2) 0 0
®5 118(216) 8( 1.3) 0 67(12.5) 0 0
BEY EBIREE S 50( 9.1) 8( 15) 0 22( 41) 1( 02) 0
REEE 2( 04) 0 0 27( 5.0) 0 0
HERE 0 0 0 43( 8.0) 0 0
mEREE

mmE 12( 22) 4( 07 0 216 (404)  85(15.9) 0

7B, AR+ A U A= TRUIRW T, MREE 136 f (24.9%) | HTH#REREZE 98
(17.9%) . FUIRIRESEEREZE 147 6] (26.9%) . BHEEERES 46 (5] (8.4%) . RIEMEMIR
B35 (6.4%) . REBAK - EEDTHI36 H (6.6%) . EEDKEREE 20 ] (3.7%) .
TERAEEREE 24 5] (4.4%) . BIEHEEEREE 32 51 (5.9%) | 1 AUFEIR S 1 (0.9%) |
W 761 (13%) . BREMEAE 1 F (02%) . B - 8%k 2 41 (0.4%) . infusion
reaction 22 {5l (4.0%) . 5> & 5 B4 2 1 (0.4%) . DH7% 1 1] (0.2%) . #5421 (0.4%) .
B BARIE/ S A/3F—102 6] (18.6%) . FF%& 761 (1.3%) KROFFIRMASZERLE 2 4]
(0.4%) 33D b=, Fiz. fEtEm/ MR HEERR K OCE{LERE X IR b
inotr, REMWERRBERLIIBEESS: BAREEEELE0) 28 0ERRATS
P

GEREILFIFEMAARER (ONO-4538-81/CA2099ER F-ER)
HEEHIAF+ IR L F =T FE 319/320 61 (99.7%) . A=F =78 317/320 #
(99.1%) ICERD b, ERIEL ONRBENBEE TERVWEEERIIAH+ IRV

F =T HE309/320 ] (96.6%) . A=F =T FE298/320 5] (93.1%) IZBD O, WT

12



NPOEETRELEDN 5% EOBWERHIXITRDO LB Th-o T,
£33 WTNHIORETERRYE S%LLEORIEH (ON0O-4538-81/CA2099ER )

e N BlE (%)
BEBADR FHT AR F = T B =TT

E(1\25 EfDRA/J 22.1) 200 KPR

¢ Vel 4 Grade Grade 34 Grade 5 4 Grade Grade 3-4 Grade 5

2RIEA 309 (96.6) 194 (60.6) 0 208 (93.1) 162 (50.6) 1( 03)
Inkds LT okl

=il 32(10.0) 3( 0.9) 0 61(19.1) 8( 25) 0
B mER A E 4( 13) 0 0 23( 72) 1( 03) 0
- EREA E 14( 44) 2( 06) 0 47(14.7) 11( 34) 0
/MR E 19( 59) 1( 03) 0 61(19.1) 14( 44) 0
W IEEE

BRI RE TOEIE 29( 9.1) 2( 0.6) 0 6( 1.9) 0 0
R RS RE (R T E 107 (33.4) 1( 03) 0 90 (28.1) 1( 03) 0
BEE

g5 27( 84) 3( 09) 0 14( 44) 0 0
TH 182(569) 18( 5.6) 0 136 (42.5)  14( 44) 0
HETR 18( 56) 0 0 32(10.0) 1( 03) 0
HEE TR R 15( 4.7) 0 0 29( 9.1) 0 0
B 68 (21.3) 2( 06) 0 81 (25.3) 0 0
OM%k 50 (15.6) 7( 22) 0 74 (23.1) 7( 22) 0
A 36 ( 11.3) 4( 13) 0 52 (16.3) 1( 03) 0
—h% - EFEER LU SN OKRE

$ET7HE 57(178)  10( 3.1) 0 48 (15.0) 7( 22) 0
w5 86 (26.9) 8( 25) 0 97(303)  12( 3.8) 0
[k 10( 3.1) 1( 03) 0 16( 5.0 0 0
FEIE O GEHE 61(19.1) 3( 09) 0 80 (25.0) 8( 23) 0
FFRESE SRR

FFa=E 18( 5.6) 8( 25) 0 10( 3.1) 1( 03) 0
ERIRRE

ALT M 80 (25.0) 15( 4.7 0 20( 6.3) 2( 06) 0
71 7—EEm 39(122) 8( 2.5) 0 25( 17.8) 7( 22) 0
AST s/ 75(23.4) 10( 3.1) 0 28( 8.8) 2( 06) 0
A e e 8Em 16( 5.0) 1( 03) 0 11( 34) 1( 03) 0
s L7F=8M 20( 6.3) 2( 06) 0 20( 6.3) 0 0
10 7 B R A A L LB 23( 72) 0 0 19( 5.9) 0 0
U S—E 48 (15.0) 17( 5.3) 0 35(10.9) 15( 47) 0
HF BRSO A 12( 3.8) 1( 03) 0 27( 84) 16( 50) 0
L /NREDR A 17( 53) 0 0 59 (18.4) 14( 4.4) 0
RE R 23( 72) 2( 06) 0 8( 2.5) 0 0
F i BR E 5( 16) 0 0 17( 5.3) 2( 06) 0
MAT AT Y HRAT 752 —EHEMN 20( 91 2( 06) 0 21( 66)  2( 06) 0
BfR T URERES

Al SV N B 32(10.0) 1( 03) 0 9( 28) 0 0
& U o AfLfiE 38(119) 22( 6.9) 0 19( 59) 14( 44) 0
& U > B fE 38(11.9) 17( 5.3) 0 15( 47 3( 09) 0
HARIBUR 65 (20.3) 4( 13) 0 53 (16.6) 2( 0.6) 0
HERER I UEASEBES

BIEN 29( 9.1) 0 0 12( 3.8) 0 0
fhRENE 25( 17.8) 0 0 2( 06) 0 0
TIRREE

R R 69 (21.6) 0 0 65(20.3) 0 0
R 20( 63) 0 0 13( 4.1) 0 0
BB LURKESR

EQR 26( 8.1) 9( 28) 0 21( 6.6) 7( 22) 0
ek as. MEhds X UEHRES

BEIEE 37(11.6) 1( 03) 0 8( 25) 0 0
BH I 13( 4.1 0 0 25( 7.8) 0 0
EER LUK TaRkES

id T 16( 5.0) 0 0 11( 3.4) 0 0
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i (%)

SBERIRSIE
EAGE
(MedDRA/J ver.22.1)

AR+ AR F =T A=F=TH
320 7 320 i

£ Grade Grade 3-4 Grade 5 % Grade Grade 34 Grade 5

FE - BRI e BrE 122(381) 24( 75) 0 129 (403)  24( 75) 0

% S FEAE 52(16.3) 1( 03) 0 13( 41) 0 0

S0 62 (19.4) 5( 16) 0 22( 6.9) 0 0

R EBKEE 24( 7.5) 1( 03) 0 4( 13) 0 0

HEKE 0 0 0 21( 6.6) 0 0
mEREE

& IE 97 (30.3) 35 (10.9) 0 107(334)  39(122) 0

2B, AE+HRY T TRICBWT, RRIBERERRESE 135 # (42.2%) | ATigsE
BEE 128 f (40.0%) . #REEE 115 61 (35.9%) . MREUHBARIE 5761 (17.8%) | EE
OREEE3TG (11.6%) . BEEREE3H (9.7%) . KK - /NEK - EEOTH
22 B (6.9%) . FEVEMEMERE 17 61 (53%) . FARMRZERE 15 61 (4.7%) . BIEHE
REFEZE 12 5 (3.8%) . Infusionreaction8 il (2.5%) . AF& 8 5 (2.5%) . LMEESE 7 6l
(2.2%) . TEMBERE 246 (0.6%) . SEIER 14 (03%) . EFEMHESE 1 F
(0.3%) . D160 (0.3%) . A - B 1B (0.3%) . EFL 1 41 (03%) . RV
e 141 (03%) BB bz, T, ik, | BRERRF. BUERTR. e, b
fEE K, BEERMKEEE, MEREREBERE. Bk, REFRERVERFELIIRD bR
Mo T, REIWERZEBRRNIIEEES [MRREBEERE 2 E5L) 22 0EHHRRZTT,
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(A - AE]

AR OBERAFEYEHREETLVZRMAL-Y I 21—y a2k, FBI3 mgkg (K
E) Nid 240 mg & 2 BRERRTHES LEBEOARF O EFRESRET S, ZOR
BOKH 240 mg 25 L-BROBRERIT, AF 3 mgkeg 25 LI BEORER & LB
LTREZTRTEFRIENZHLOD, BARABFIZBWTAZEDLHEREINTVDIH
% AR (10mykg % 2 AR THEE) CAMZEKES L-BEOREER - g U CRE
T TR EN (FR), AT, EROBEICI T35 — I KS&, A4 3mg/kg
(RE) XIE 240 mg % 2 BREERE THRE LIZEBEOAROBREERE - AMEUIL 2 L
DEFEZRAT 2BRBERICT T ANEE I, BHEBEEIC OV TR M T O FE R,
FERoORAE - HFEOB TEOMEROZSIEICHELRZR IV ETTRISN, 2. B
HEEEICBIT AT —#IZESE, AF|3mgkg ik 240mg & A U L<7 1 mgkg
% 3 EBBRTRE LIZBOAFORER - oML OBER R 5BERICET
AR S, YEEEICOWTRAIM TR, EREORE - ARkoM TRt
WCHAMRER TV ETRIES N,

#£4 FROEYBB T A—F

A BE Crmax Crind14 Cavgdl4 Crmax,ss Crin,ss Cavg,ss
(pg/mL) (ug/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL)
i (35-52} .;30-8) (10-17?.264-5) (17.21‘,"333.9) (75.1){3171) (27.612,'}07) (42.717,'?27)
u0mg QW | o "1 | 1smang) | sttrm) | oz ase | @is s | @ 1s)
10 mg/ke Q2W (14;,9;19) (51.62}'739.2) (79.90?11;14) (33??232) (183,121 3) (23$,7§g6)

B (5%, 95%4) . Q2W : AN, Cme: MIEEEHOSRMIET L, Crinas : FIEHRGE14
AEICHIT ARIELIETEE, Cuens : PIEIRE5#%14E B £ TOEHMBPREE, Cnus | ERREIZR
T AREMETERE, Crins : TEREBICR T IFREMEFRE, Caes : ERKEICEIT 2 EHMES
R

o, AR OBEAEDEBREETALEZFIA LY I a2 b— 3 /ic X b AH 480 mg
% 4 ARREE TREIEAR O AL - AES TRES LIZBROERF O MiE FRE S RE
Ehiz, TORER, XA 480 mg & 4 BEHR TR S LZBROERIREICRIT 2 Fim
ERRE (BATF, (Cagssl EVVD0) 12, &K 240mg % 2 HHEFER TRE LIZEROD Cogs
EELT B ETFRIShTE (TR, 2, AKX 480mg % 4 BREMR TR S LIZBEOEHR
RREEICE T 2EEMEFRE UL, [Cuwxsl &VYI.) 1%, ARH 240mg % 2 BREFEE
THE LIZBED Coranss LB L CREZRT & TRIENZ OO, BARANEBEITBNT
AEMPHERINTWSAKE - HE (10mgkg % 2 BRIBRTHRE) TFREIZHE LT
BED Copaxss &L CIEMEZRT & FRISRE (TR, MA T, EBROEEICE TS
F—RITESE AFI 3mgkg ((KE) Xit240mg & 2 BRI, & L (3454 480 mg
Z 4 BRIMRTERE LEBEOARFOREER - ANEXIIZEN & OBE L REFT 2§
BRIGETNAPER SN, YZBEEIZOWTRENM TR, LFEOME - HED
B CHEDER NI AREAZR IV E TFRIE N, $7-, BHlAEEEICRBITS
F—HZESE, IRV F =T HEHBRICAR 240 mg % 2 BEIRIRE XL 480 mg 7 4 #
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IR TS L-BROARF OMEER & FEIIREM & o BE 2 RETT 5 RERS
EFANBEIN, YEEEICOW TR TR, ERoRE - AEofTH
ShE R ONZ eI AR R IT VW e TFRIS T

£5 FAROEGBGIRNAZ A —F

M - AR Conax Crnind2s Cavgdas Croaxss Crminss Cavess
(ng/mL) (ug/mL) (ug/ml) (ug/mL) (ug/mL) (ug/mL)
3 mgfke Q2W (35.521 -760.8) (16.25?-4%0.3) (21 321 f3.9) (75.1){3171) (27,612,'107) (42.717,'?27)
240 mg Q2W (51.712,'103) (23.?,3.539.0) (30.1?-(30.9) (10;,5254) (41?57,'21;53) (62_11?9137)
480 me Q4w (10;,4307) (15.25?17.4) (37.50? .’(7)4.8) (14?.1 gss) (27.751,.?37) (62.11(,)5; 87)
10 mghke QW (14:',,9;22) (86?59,.?32) (10:.] ?48) (323,9225) (13421,] gos) (232,7277)

DR (5%, 95%A) . Q2W : 2ERIRME. Q4W : 4B, Cm @ PIEIE L% O MEHIRE,
Crninazs : FIE Y 57228 A BIC 31T 2 RARMIEF IR, Caveazs : MIEIFHRE1%28 A B £ TOFHMFHRE.
Cmax‘ss 5 E%‘%Fﬁ&:ﬁﬁé%%ﬁﬂ.%ﬁl{%ﬁi\ Cmin,ss 5 Eﬁ%%blﬁbfé%ﬁm(%qu%;g\ Cavg.ss E Eﬁ’?%%
I 3o1) B T LI P
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4. HESRIZHOWT

L FRIEBR R ORIR IR RE s O Bl A E ITEA T 555811 &R
ZMEE LTHABERE (26/FE) MHEELN WA Z &b, YEAE L EYICE
MTEXAHBRTHILERDH D, TOLT, EFERY X7 EHEE (RMP) 15X,
AR DEREMELEERIEEB~DHNEHID H 5% Th o T, AFOK G EE) 28
FEPH - fEL. FAROBRSICL Y ERE2EEME BB LRSS 5 2 LR8N E
i, UTFOO~@DT~TEHEIERICBWTHEAT 2 ~&TH 5,

@ MERIToOVWT

D1 FED (1) ~ 5) DWTIRITHEYTIHRTHD Z &,

(1) BEEFBBRESEET 2035 ADEEENLARIES GEOEAT RS A BREEILRRR.
HUI A3 A RS BB B AR, ks A BB RRE e &)

() FEEHEERE

() HERFERMFNIEET 20ADEEERS (BADREEETH, BADRERE
WIERE, A BFOEEHEER A L)

@) ARACFREREHRE L, SRESCFRIEZ IR | IS EG b RIES ok
2 O EEIE SR EIT o TV AR

(5) MEMEERLFERME OB EEIRIEHEIT> TV D%

O-2 Bl OLHRIER CBIERFEBRF OIS IS+ 2 505 & R e froEel (T
ROWVTNDITEE T DERM) 25, SEDEBORFNETHRREORMEE L L TEE
ENTNDZ L,

=

o  [ERMGFFEREE 2 FOUHITHEZET Liz%IZ 5 EU EORATBEREOERIHE %
ToTWAZE, 96, 28U, BAFEYEESZEE LEEBEBRIEEFZOUHEL
T TWAZ L,

o EMRFFEREE 2 FEOUHWHERET L2124 FELL EDOWRBFFDBERIHE
FIToTRY, 25, 2FL T, BHIE DR AFEYEE SR AIBRDER
EEIToTWA T &,

@ BRNOERSFEREEROKHICOVWT

EELERETBRICHE T OBEENEE I, HECENLOFEREBD, Ak - &L
SHERFHFEROERR VEMEFICT 2 ERIEMS, FEEFSZLNBE LEEEORE
¥, ERECHIITONAEHINESTWDH I &,
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® BIEA~DOXRIRITOWVT
®@-1 HERARICBET 5B

MEEMRBZEOBEELBERANKAE LEERIC, 24 FREZEEH OT. HZMERX
IDEEMRICRBW T, BRUZBERICEL U TAREER O CT £ 0RIER ORI 2
BELRREOERNY BPICELN., EHICHISFIRERERINESTWEH L,

®-2 EREEEIC X 3FFFSNCET 2ES

NAZEICED PHEMN R IEEVOEELZ AT 2EREEFENEWERE=2 0 7
EEDEERODAT ) —= v FETVWERE L FREEF TEX 5F— 2AEREHINE
BENTWBEZ L, 2B, BHEFIZOWT, BABEF L ZOFRKICTSICABDINT
WwWaHZE,

@-3 B{EAOZW-CHMZEE LT

BIER (REMMRBICN L, EEMEIIE, LK, Bk, BEUHRMRE, KIBRK.
NEK. BEOTH, 1 8RR, BIRETA. e, ITHEES. TR, miag
%, FIRIBEAEREE, TERAMERS, MREE. BEE, BITESE, MEk. EEOK
§pEE . BIRMAEZEME, infusion reaction, EEZMEEE. MEKEREMRE, M.
e, BEEOTR, SEIEEK, BEOLENIS, RIREEE. CEES (OEHE -
R - DSEMEEISMNAESS) . AREFERES. BEEMM, EALE) 1T LT, SRk XdR
BEERME OFEMM 2 G T HEA & EE L (BIERA ORZEr-ORINICE L THRER USSR
EZToNAEMCHB L), EHICEERLEDN TE RGN ESTWD Z L,
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5. BBt 25 BE
[BEaEiIcBA§ 25FEH]
O TROBEIZBWTARIOBENENRIES LTV D,

o MEFAMEEAZETINEMERS TxvF=7, A=F=7, VY57
=7 RN =TE) BEMCERERE A T A RIGEIERARE TS D
BieEasE CREIERE)

o (LEFREFRIBEDIMDCY A 2 558 A Intermediate X IPoor U 2 27 D (iRIGH]
FBRAREN B OB MinE SRS () A~T LOfRKE)

o ALFRIERIBEORIGEIBRARE IO BMiRERE DR rF=7L
DHFRKRE)

©® TRICHYT 5 BREICHT 2 AR OBRER CERFIRIC OV TH, A OHHE
PRSI SHTRL T, AFORERE LR DRV,
. (CEEERBREZR O A 4 CREOROWRELET 5 BEIC KT
BAFIEIME 5
. IR

() Eps kA S MAARAER (ONO-4538-16/CA209214 HB) 1B\ T. UTFOO~@DWTFHIc b L
WEAIZ1T Favorable U 27, 1 X3 2 H B 2§78 41203 Intermediate U X7 3TEEBU LZFW-TH4E
IZiX Poor VA7 L EnTF, (6 —TVEBMW)

B E R SN T B ARBROBELEIT T £ T 1 ERK
Kamofsky —fiXIKHE 80%A<TH

~NE ST VAN EEE T R

MEBOH LT MEDR 10mg/dl 2B X5
FHRERENEEEIRBEZEB LD

M/ MREDS EEE ERZEB X5

PO®OOO
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[Z 22 d 2 FH]

O FRIEHEYUTZEZICSNTEAADBESRRE SNTVD I Lhb, BEET

bWz &,

o AFIORASITH LIBBIEOBEFEREDO H 5 BFE

@ WBEAMOTHEIC BT FRICEST 5 BHTOVTIE, AFOREEHARE SN2
7. HOWBIBIEA 2V AR Y | MECAREERT 52 L 2 EETE 5,

. BEMAREOAN IO H D BE
. MBEGRE CHEE YR D BE R OTEEE O MR S B
SO RIS b B
. HORERBOLH. XTBHNORE U ZERIED B DRk E OBEEED

o5HEE

o  [BEEBHE (ShEtMaBEELEl) OHLEE
s ORI IIBEEETOEE
»  Karnofsky Performance Status 70%A%{# *? D EBHE

(2) " Karnofsky Performance Status (PS)

Score EH
100 E&, ZRICHT2BEEOHFRANRN, BRERR L,
EHEOEEMAIRE, FAREFEIBLERY, 90 BOERERITH D P, EFEBAEE
80 D2 D BRIRER B H D, BAHL TEE DIEENFIEE
AN =: o) 3 L=&7aY . -
S5 LR, AECaECE T, & | 70 | DAADEEETESS, EROED - FHT
N 2P0 P8 [T [enickBh-tncEsh, L2 LETBILE
i 50| AREEE L EHS L OEHN L ERIT AN LE
40 | BIY BULERBIUEESLE
EOEYDI L EBHTTERY, MRbHDW 30 TP, ABEBVEEDNFBEE LEE > TN
BFRROEELAEOEELLELT D, KA 20 FEFIZERE, ABRVSLE THENNRIGEILE
REAFITEIT LTV D EREMER S B, 10 FEHHE > TV D
0 5t
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6. REZEBLTERETREFE

BATSCEZICMN 2 BUERRGEEE DRI 2 ERE I E S S AH ORE R DR IERE
ADDITHERERETOICEB L THhLERT 5 L,

BERRICESN D, BEXIIEORKRICEDIMELE O EREEZ +HHA L., REZE
ThoEETHZ L,

FBEWER D~ 2T AL Mo T

@

)

EEHEMERERD OB Z ERHBZDT, AFORGITH T TiE, BIKE
W (PR RS, uk, REVE) OERKR U X MREOEHE, BEr+7o
AT 2k, Fe. BESEUTHE CT, MiE~—7—%0ORELERTD
" L

AR O 51T EE @ infusion reaction |2 X CRARFICTSH2MILD T Y
EET -7 ETRBTAHZ L, E7- .2 [E B LBEOARF B 5T infusion reaction
Do Z b bdDT, KEKGFRUOARESRKTRII AL ZLTA
VEBIET A%, BEOREEZ+SICHEET 52 &, 728, infusionreaction %
FE LB EI0E, 2 TCOBERMERNERICEE T 2 TREZ o8I
THZLE,

ORI REREE ., TERABEBEREERVEIBESE HODOND I ERH L DT,
AF| O 5 BRI R U 5 # M I3 E IR N WHERERRE (TSH, 8¢ T3,
Wl T4, ACTH, Ifif aLF >/ — LV EORIE) 2FEHT DI L,

AR OHEEIZL Y BEORERICIZER T 5 L& 2 b bk IR ELHRE
BHLOLNBEIENHDH, BENBDONEGHEICE, BELEFRIIG UK
HRBY 22 558 & RER 2 ReO[ERT &R U GEUIZRERIRZ I E 1TV, BEORE
BOSIE L ARIER BB A 5HE1T1E, AFIOERETFIE, RUBEIRRE R
NEVRIOBREZERZZBFTHZ &, 2B, BIBREFRNVE L OEEICEYEIE
RAOWERRD bRWHEITIE, BIBERER/LVE LS oREIHIAlOEM
HEET D,

BERTHR, ZoRM» BV AZR L T LREWERANRRERT LI LN H DD,
AN OB G THRICOGBERORBIC DI EET 2,

1 B RA (BUE 1 BIERF 2 aT) B bbi, BRRFRES b7 =22
WCEAZERHHOT, OB, B, BHEEOERORBRLMBEED LFIZ+
DEBRTDHZ &, 1 BERARELDNZGEICITREEFIEL, AR U#
KO GEDBEINZLELITI Z &,

BUERFR., FFre, FEEES. T, BEEERRZHOOND T L0B3H D
DT, EFHMICITESREREZITV., BEOREZFSICBET T L,
SEIBERBHLLNAZERHDZOT, BROBREOEEL EHRIICHERT S
&, E, ROEENRD LNZHEITIE, BEONCERBEEZZ2T 5 X
IBREFEEETDHI L,
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@ AR OERRRIZB T, LEFERRREE BT 5 BAKR G Tiik 5B
b 1ERITSEM I &, (EFRERIGRERIZRBIT LAY A-vﬂa‘-FﬁH%E%-‘uf
BEREES 1 ERIT AR (IEN 12 BRE%) . (LFRERBREE IR
w‘5?7%‘47”‘/%:77%%&5@1&5%%#% 60 EEETIXT6EMIE (RFIENE

BER) CEDEOTEZIT> T2 L 2B &I, AFERS TIXESNICE
@Tﬁﬁf}ﬂ%@ﬁﬁﬁf THZ &
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BEERHEETA KT A
=RA~7 (BETFHESEZ)

(R4 : 7P —REEHE 20 mg, 47V —RREHFE 100 mg, F7P—
A AEREHE 120 mg, 7V —FREFEFHE 240 mg)

~EHERE XY UNE~

ERR2 94E4 A (£ 543 AYED)
A A




B

2 KAl s o A [

XL ®IZ

KEIOFE. (FRAKF

e PR AR

HEER DU T
BEXG L DBRE
BEICBELTEET NEEER

P2
P3
P4
P11
P13
P14



1. IXIC®IZ

EXELOBFNM - BEMOREDTZDIZIT, A TESICESWZEIERER R KD
biILd, I, IHEDORZEEMOESRIZL V| PURKEIER 2 & OBEFH L RE
FEELAEARINDGPT, TNODEERFEICLERBEICEREET 5 2 &L BRED
BRE L 72 o TRV REMBOER & WEOEARITE 2016 (Ek 28 4 6 A 2 B EZEIRE)
BN TYS, EFNEERMEOFEROEBEHELZR L Z & L TVD,

B ER ST, EEEAREE T 7 7 A VPBEFEOERS LA L MICR
BRAEZENDHD, ZOD, BMEERONZEEICET A ERI+2EFET 52 E TOM,
LHERSOBRELBRSZTI I ENHEINIBEICKHLTERT S L L LI, EBIE
FANFKRLZBICLER N E & DI ERFARER—EOEH 2 T ERER CHEM
THLENREETH A,

LERoT, AFA FT4 0Tk, ARBEESINE TIELN TV S EFEIEFER -
HEMRMIcESE, UTOERLOKRERFERAZHET B0 OLEREGF, X
FROEESFEETT,

BB, KA RT4 03, MMITEIEAEEGERESRAGHEE, AREHEARR
FERIEESY S, —AHEEEN B ARBRANBES, —fAEAEN B ARMIRES R O —#ktt
HEA B AN - DAFSOBOOb EAERR LT,

XL BERER ATV — R ERERE 20mg, 47U R AT 100mg, F 7Y
— R ETEERE 120 mg, A7 U — A mEERE 240 mg (—H%& - =
AN~7 (EFHE#z))

RELRAPENIHNE : BREOIEEMOTRMF D F U /&

HBLRAMERVAE W%, RAIZE=FAL~7 (@fcF#E#z) & LT, 1E240mg
% 2 AR XIZ 1 [F 480 mg % 4 BRI CAREERET 5,
wE., NRIKIE=AV~T (B FE%z) & LT, 1HE3mgkg

(KE) %2 AFERCAMBRET 5, B, KE 40kg UALD

INRZE, =R~ T GEfaTH#Ez) & LT, 1[E240mg % 2
BRI 1L 1 (8] 480 mg % 4 BEFER CRFEFHFET 2L H T
&5,

53 BR 5E ¥ F o DEFEL LERASE




2. ARIOKK, /EREF

7O — ERERE 20 mg, FUSTEERE 100 mg. FARERE 120 mg R ORATEERE
240 mg (—f4 : =A< T (BETHEBRZ) ., LT, TR &vi,) ik, MR
TEMRKSHEAF Ly 72 ATV R L =AY —X A7 47 (BMS) #)
A% L7zt k PD-1 (Programmed cell death-1) 1253 5t Ml 1gG4 €/ 7 o —F AHUK
TH D,

PD-1 i, EMHAL LY 88k (THIE, BAIRRE YT F =25 0% 7 —T fika) KOVE
BE BRIz R T 5 CD28 7 7 X U — (T MRROIEME L2 fMBIAYICIE & BIZHIET 2 5
FH) IR T2ZRETH S, PD-1 ITFURRTHIARIZHEL S 2 PD-1 U > N (PD-LI
BOPD-L2) EfEA L. Vo BRI S 7TV B EEL TV U EROFEE(LIREE 2
BICREI LT3, PD-1 VY RidPURRERMIRLIZMZ B b Ok~ e BRI HE
LTRY, BEHERAEBRENOURLZIEEEMICKITS PD-L1 ORE LIFFEOETRF
HIE & OMICAOHBEBERERH 5 Z & BH|E I TS (Cancer 2010; 116: 1757-66)
T BMEEEEEBE CIIEREE THENSEA TS A V¥ —T o H < (IFNy)
IZE > TPD-L1 OREANFEIN, &% LESARIZEIT S PD-L1 OFR LR
AT & ORICIEOHEBRBRFRRH 2 & OW|ED & 2 (Sci Transl Med 2012; 4: 127-37),
X HIZ, PD-L1 3R I =08 AMRI, FURRRA CDS Bt T MltoMiaEE
EMEZ S8 S8 508, HL PD-L1 HUi&T PD-1 & PD-L1 & DA ZMET S & 20
BEEFEENEIET A Z EBRENTWAS, EDOZ L6 PD-1/PD-1 U 2 FEEEIZ, 23
AR TURFFRRZR T MR 0 ORBEZERET AHMFO—2& LTEZLNTY
D,

AFNT EEFEROF RN S PD-1 OffifastaaElk (PD-1 Y U v FEEMEED IZ/EE L.
PD-1 & PD-1 VAV REDEEEAETSZ LIy, BATURKEEN: T M0
PEAER O AHIRRIZ R T 2 MR EIGME 2 58T 5 Z & TR R TEBSI R 2~ d
ZEDHERIN TV B,

INDLOMENS | ANANIEMEBICXT T 2 F-RIEEEIZZVED LD L HIFFS L,
HHEF X U L oEREERR S LEBRRAREZ ERE L, A9, ZEEROER
MHERHERR I,

AFNOVERBEFFICES GREDHRERIGIC L 2RWERERH bbil, EEIIFETIC
ELAEMERD D, FHOESTRORGRIZIL, BEOBEL 2TV, EEIH
D ONTHEITIE, BEHR L ERITS U FMAN R & BR 2R OERM & EE L TF
P72 BRIRZET 21T\ BEORESUSIC X DEWER D LN 2 5HE810i13, BIBREFRN
TR OREGFEDOBENZNBEEIT 5 LEN D D,



3. BERPRAIAR
ERITEHISH O R D X U B O ARRRRZ R 21T - 7= E 22 ERRHER O
i Z =T,

[B2htE]

O ENF DR (ONO-4538-15 #BR)
HREMBHEBEROT L YFo <7 RRFy GlfrEfz) CF, [T

VY XU BV, TP SUIRTHAD 20 ML, EOBFUTEEIAME D AR
Jx Y o fERFE (ECOG Performance Status 0 TN 1) 17 Bl xRz, AHl 3 mgkg
% 2 RN CAMERE Lz, TEMEEB THDEEME (HWET IWG criteria (2007)
12253 < hR¥HITEI K B complete remission (LA F. TCRI &V>9,) Xid partial remission

(LLF. TPRY & 9,) DEIE) 1E75.0% (95%EFEXM : 47.6~92.7%) Tho7z, 72
B, FANCRE LBEIX 20.0%TH - 72,

@ ¥ESMETHERBR (CA209205 38B%) (Lancet Oncol 2016; 17: 1283-94)

B SZE MM EmITRIC T LY o< L D1EEE =7 18 UL EO/RR
ITEEEEO HRAR X U oYERE (28— b B, ECOG Performance Status 0 &
V1) 80 Bl x4z, A% 3 mg/ke % 2 WEIMERR CREHE Lz, FEHMEIEE THD
£ah®R (ET IWG criteria (2007) (ZE-5< HHHIFEIZ X B CR I PR OEIR) 1T 66.3%

(95%(EMEX ] : 54.8~76.4%) ThH o1z, 728, FANIERE LI-BEIX 200%TH o7z,

@ EWNE IR (NCCH1606 5R)

2LV AVHULEDOBEREZA L, poREELSMEBEIC L SIERED2V (AK
YE I B OVAEREIIEER) . 1 L L 24 BUTOEEED R X U L RBR T
AP0 /NRESEERIERERE 2 RIC, AF 3 mgkg & 2 AR TREFE L.
AABRICEGFEINTF 260D 5 b, HHER Y XU VB 1 flEAANDIL, £D
B ERAHNE (42T IWG criteria (2007) 1ZE-S < IEBREEEMHIE) 1L CR TH -T2,

[Z 2]
O ERNE TERER (ONO-4538-15 HER)
BHEELILHICED b, AF L OREBEENPTE TERWEEERLEMICRD
b, FREEN SN EDORIERIXTERDERBY ThHoT,



F1 FHEENS%IUEOBIER (ONO-4538-15 BRBR)  (FeHEARATRHRME)

#= B RS Bl (%)

EAGE 17

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

ER{EM 17(100.0)  2(11.8) 0
s LR o8 R s

i 1(3.9) 1 (5.9) 0

Y s Ed A 1(5.9) 1(5.9) 0
Hi L Uskpsns

i 1(5.9) 0 0
IS AR

R IR B RE IR T1E 3(17.6) 0 0
T R

N 1(5.9) 0 0

(R 1(5.9) 0 0

i 1 (5.9 0 0

N8 4% 1 (5.9) 0 0

B _ 1(5.9) 0 0
—i% « SHREL L URE BT ORE

it 55 2(11.8) 0 0

RSB RTIG 1(5.9) 0 0

R 2(11.8) 0 0

FE I 7(41.2) 0 0

g I (5.9 0 0
TR X UST A R

U 9% 1 (5.9 0 0

Hfi9% 1(5.9) 0 0
. Pis L UM S BHE

FEAS {5 B 1(5.9) 0 0
FipE R

TP i i S 1(5.9) 0 0

(i AR e 4 1 (5.9 0 0

&N 1(5.9) 0 0

0 ER I (5.9) 0 0
Kk L USRS

&7 U o e 1(5.9) 0 0

&+ | Y 7 Liidie 1(5.9) 1(5.9) 0

ECRRIBGE _ _ 1(5.9) 0 0
TEERE L USRS

[ fingh 1(5.9) 0 0

i A 1 (5.9) 0 0

fih P 2(11.8) 0 0
PRI

R E 1 (5.9 0 0

LIEET 1(3.9) 0 0

KB = 2 — o SF— 1(5.9) 0 0
PR A%, RBERE E OHERREE

Pl B = 5 1(5.9) 1(3.9) 0

LEGEORAE 1(59) 0 0
BER 5 L UV T A AT

iR EfE 1(5.9) 0 0

WG B R 1 (5.9 0 0

SRR A R 22 1(5.9) 0 0

* 9 e 5(29.4) 0 0

5 4(23.5) 0 0




7p¥s, IVEMEMZRE 16 (5.9%) | BEEUHRIMARIE/ X AXF—2 6 (11.8%) . KAFK -
HEOTH 1 H] (5.9%) . FFHEEEREE 1 4] (5.9%) . FARIREEEREE 3 61 (17.6%) .
HREREE 3 (17.6%) KO infusion reaction 1 5] (5.9%) M bi-, F7~. BEMH
HE, DR, R, 1 BRERA, St/ MRS RSB . TR, BRRERE,
RIT IS, Mk - SRk, EEOREES. FIRMASERIE, FREAKREEE, Bk
VEEIBERITRO e hroT-, FAlERRRKNIIEESES RREEREE S
i) 2 ERUEMEREZRT,

© WA ENHEFER (CA209205 FHER)

BEESRT 238243 fi (97.9%) IZRO L, KK & ORFEBEENEETERVEE
F5213 185243 B (76.1%) (T3 bz, HEED 5% U LORIERIITRD LBV T
Holz,

#2 FEEN5%IULOBWER (CA20920538) (Al Treated Subjects)

SR e R KA E BlER (%)

EXGE 243 {3

(MedDRA/J ver.18.1) % Grade Grade3-4  Grade 5
EHER 185(76.1)  48(19.8) 0
MR L R REE

BF BRI E 13 (5.3) 6(2.5) 0
AN WEE

RIS EE R T E 14 (5.8) 0 0
BBEE

3 14 (5.8) 2(0.8) 0
TH# 34 (14.0) 2(0.8) 0
s 24 (9.9) 0 0
IR it 19 (7.8) 1(0.4) 0
—fi% - EHEER LUCERESLORE

T 50 (20.6) 2 (0.8) 0
FEEN 21 (8.6) 0 0
BE. FEBLCAESHHE

FEAIZEED RS 33 (13.6) 1(0.4) 0
ERARRE

ALT 580 13 (5.3) 7(2.9) 0
AST H2/n 14 (5.8) 5(2.1) 0
Y R—BHEn 14 (5.8) 9 (3.7) 0
HEBRAR I UEAREES

BA &R 19(7.8) 0 0
HRREE

SHYH 14 (5.8) 0 0
KEB X UK THBEE

% D FEAE 21 (8.6) 0 0
5 28 (11.5) 2(0.8) 0

8. MIEMEMEE 15 Fl (6.2%) . BEBUHEARIE/ I A /3F—19 ] (7.8%) . KB
K -BEOTH6MH (2.5%) . FHEREEE 2241 (9.1%) . AFE 5B (2.1%) . FIRIR



HEREREE 28 il (11.5%) . FHIRFEE 40 B (16.5%) . BHEREREE 4 61 (1.6%) . A4 -
BAlEA 161 (0.4%) . BEEOKEREE 3 F (12%) . FIRMEZERE 1 4] (04%) |
infusion reaction 38 ] (15.6%) . F&EZK 2 6 (0.8%) KOS E K 2 61 (0.8%) 757
b, Eio. EIEMENIE, ORFR, g, | BIBERSF ., ikl MR LB |
BIREEE R O T A EEEE IR b o T, ABIERFETRRGUIBEERES (FRK
BREERTZ2E0) 2850EMERETT,

@ ENE 1 FEFEBR (NCCH1606 ER)

BEESIT 2526 B (962%) ITRH LN, AHl L OREBENGETERVEES
%203 23/26 B (88.5%) 7B b, BIED 5% LORERIEITROLBY ThH-
fro B 26605 E, HHAR DX U LoSEREN 1A, NEEEEREREEE
255 TH -7z,

#3 RERN 5% EOBIEA (NCCHI606 3RBR)  (ZMEARTRHBEH)

BERIKRSE Bl (%)

EAEE 26 51

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

2BI{EM 23(88.5) 10(38.5)
FERARE

U o SERERD 14 (53.8)  6(23.1)

AST #1 6(23.1) 1(3.8)

B i Bk #kisid 8 (30.8) 1(3.8)

AN % e % 8 (30.8) 0

L R ER SR 6(23.1) 2(7.7)

e e YL e 8 2(1.7) 1(3.8)

y— I NEIN T RT =T —E RN 2(7.7) 1(3.8)

ALT 0 3 (11.5) 0

fme s L7 F =8 2(7.7) 0
—f% - 2HEER LU EHMOIRE

FEER 5(19.2) 1(3.8)
BER LR THRES

PR R IRE 5 6 (23.1) 2(1.7)

% D FESE 3(11.5) 0
MBIV v REE

Zln 12(462)  4(154)
RBB L CREEE

&7 L7 2 v fE 5(19.2) 1(3.8)

BARIBOE 2(1.7) 0
BEES

iR 2(1.7) 0
ZRIUREES

EARK 3 (11.5) 0
FEIR 2R, MR L OMERES

2 2(1.7) 0
HERFBIUOEAHEES

I g 2(7.7) 0
HRREE

IEbE 2(7.7) 0
WIS



#EBIKRSE B (%)

ERFE 26 151
(MedDRA/J ver.22.1) % Grade  Grade 34"
PR B BE I LXEAE 707 5
KRR RE I T AE 2(1.7) 0
* KRB CII Grade 5 DHEFRIL Grade 4 & L TEFIBREE (CRF) 17
gz,

feks, FPAMAEREE 741 (26.9%). #REESE 4 4] (15.4%) . BEOBURRRMESE/ X A/ F—
361 (11.5%) ., FURIGHEERES 3 61 (11.5%) . EEOREEE 261 (7.7%) RUOEHKE
BEE 2 6 (7.7%) RO N, £z, 1 BIFERSA. infusion reaction, 5& HRK, T
FRMRERSE | T4, BUERTZ. AL, MEMEMER., fHiK. B, MIRERERE.
BLHEEE 2. gL, BEEMEDE. EELMKRES. Ok, DEES. ik
BRERE, KIBK - /MBS - BEO TR, Mk - BEEK, BIBMERE. RIFmkE, B
LR OHEERITFRD b d o Iz, ARMVEARBRIUIEEF S BAREERE 25T)
PR UEFHERETY,



(R - AE]

AR OBEAEDIFETT LVERHALEZ I 2 b—y 3 itk ), A% 3 mgkg (&
H) XX 240 mg & 2 BEFR THES LZBROAR O MEFRENRKRFT Sz, £0OE
R, FH240 mg 2 H 5 L7 BROBRERIL. AH 3 mgkg Z2&E U-ROMREEE &
LTEEZTRTETRESNZbDOD, AAANBEIZBWTERMERNEREINTWD A
% A& (10mgkg % 2 AR C&E) TAFZES L-BORER & ik L CKE
ERTETFRIENT (FR), AT, BHEOBEICRT S5 —ZI2E 3%, A5 3 mgkg
(KE) XX 240 mg % 2 BRI CTHRE LZBROABI OREE L AoME IR eM &
OEEEZRFTT 2BRBERISE T ABPBEIN, YZEEIZ OV THREIDT LA R,
FREORAE - AREOM TADMEROREMHICHMRARZR TRV E TR SN,

£3 KEOEDBLNT A —F

M- AR Cmax Crmind14 Cavgdi4 Croax.ss Crinss Cavess
(pg/mL) (pg/mL) (ug/mL) (ng/mL) (pg/mL) {(ug/mL)

3 me/ke QIW (35.52} .760.8) (10.17?'264.5) (17.21[,";3.9) (75.1){3171) (27.61?:'}07) (42.717,.?27)

240 mg Q2W (513%?03) (15§?§4ﬁ) (25i?i73) (10;?354) (412Z§58) (62i?387)

10 mg/kg Q2W (14;?;19) (51 62] '739.2) (79.9(211;14) (33?,9232) (lgi,1 ;13) (233,7286)

FRIE (5%R,95%R) . Q2W : 2BMHME. Crax : IEIREGZOBRFMIEFTRE. Cringia : FIEIHRE%14
=] E 013‘50‘}'6%1&m{§¢{%§\ Cavng : *ﬂ@&‘—i‘?(ﬁl‘lﬁ E ifﬂ)qzi’élfﬂl‘{ﬁq:'(%)ﬁ\ Cmax,ss 5 E"%"%%L:H
LT%%%E(%EF(EE\ Cmin,ss . Eﬁﬁ(%(lﬁﬁéﬁ%f&ﬂﬂ%q]{%fﬁ\ Cavgssl Eﬁﬂ(ﬁé(:iﬁﬁ’éqﬁ@mﬂ%*
RE '

o, REOBERAEDEBEET AV EZFIH LIz I 2 b— 3 U2k Y AF| 480 mg
% 4 AR TS5 XUIBEAGR O YL - RS TRE LB OARE O M iE P E 23R AT
INfe, ZOFER, A 480 mg % 4 AEFEFGE TS LZBOEEIREICH T 24 M
BEPRE (BT, [Cagssd EVVD, ) 1L, XA 240mg % 2 BRERE THEG LIZEED Cavgss
ERUTDETFRISNZ (TR) . £, K480 mg # 4 BRERTERE LIZBEDOE
EREICBITAEREMEFTERE CLT. (Cuxs) &V, ) X, AF 240 mg % 2 EH
FRCEES LB D Couss & B L TEEEZ RT ETFRISNZ OO, BARABEFICE
WTEEENFERENTWS A - AE (10mgkg % 2 BRIFR THKRE) TABlZ&KS
L72BED Craxss & B L TIREZ R T & FRIE N (FR) . M2 T, BHOBEICE
AT —HICEDSE, AH 3mgkg ((FE) £7013240mg % 2 WM. & L < I3AA
480 mg % 4 HEFRE TR E L BEOXRBOBRER & A IX T2 & OBFE S R
THRBRIGETAPEESNL., YHEBECSOWTREMTbI-EE, EEoMiE -
AEOETESMER V2R RER IRV ETRIE T,



R4 FROEGHIE ST A —F

ﬁﬁﬁf . FHE- Crnax Chind2g Cavgd28 Cma)gss Cmin,ss Cavg,ss
== (ug/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
e oW 516 272 310 113 62.1 776
mg/kg Q (35.2,70.8) | (16.5,403) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 37 159 878 109
240mg Q2W | (51 '103) | (233.59.0) | (30.8,60.9) | (102,254) | (415,158) | (62.1,187)
145 207 53.0 216 3 109
A80mg Q4W | 150 207) | (15.5.47.4) | (37.0.74.8) | (145.336) | (27.5,137) | (62.1,187)
193 99.6 116 39 214 275
10mghke Q2W | (146 220) | (86.5.132) | (101.148) | (329,525) | (184.303) | (236,377)

UL (5%, 95%5) . Q2W : EMEIEINE. Q4W : 4ERIMME,. Cou : PIEIREHORE MFEFRE,
Crindzs : PRI 51428 H B2 1T B RAXMIFFERE, Cavgars : FIE51%28 8 B E TOFHMIFFEE.
Cma)gss : Eﬁ%ﬁ?(lﬁbféﬁﬁm?ﬁ*{%)ﬁ\ Cmin,ss 5 Eﬁﬁ%bzﬁbf 6%1&£ﬂ17§¢(}1§%§\ Cavg,ss 5 ﬁ:’ﬁ}ﬂf%
[Z31F B Mg HRE

10



4. HEERITOWVWT

ARG E L THEARERE (2L SRETWAZ b, HYEMELE
PNZEM T 2R THIMLER DD, TOLET, AFO/ENEE) 2 BE 220 - 5F
EL, AFOEEIZ LV EELRREHZRBE LCRISHGCT 2 2 L BBERTZH, UT
DO~QDTATEMETHRRICBWTHEHTLXETH D,

O HERIZOWT

@1 T (1) ~ B5) OWTFNNICEYTI/BETHD &,

(1) BAFBREREET D0 ABIEENL SRS EEF RS A ZEEHEIL SR,
Hgk A3 A S FOEHEHL SR RE . HUIER S AU RSIRRE. /NEAS AL AR, /IR DS A
JABEL &)

(2) HrE#RERPT

() HEMREMEIEET 20ARFEERRE (BAREREERERPL. BADRERE
WIRBE. A FEEHEEREL A &)

4) I FALEERIEERFHE L, SSREB LFEERER | XU S ES L s R
2 DREREEIR D EHZT > TV 2 Mgk

(5) PUEMENEGHILG EEME OMKEEIR D BHETT > TV DR

®-2 HHEMKR XY EOLEFERER ORIVERFEERR OIS 53 72 J & %
BREFOEM (FROWTINICEKRY T 2ERM) 23, SRR ORAET HHRO
HEEELTEESATNDS Z &,

®

o  [EENGFFEBE 2 FOPEIHMEAET L2112 5 ELL EO N ATBRDOBERFE %
THoTWAZ <‘:° I, 2ELI X, PAERYEESY £ L LZEKRIEEFEOHHE %
fToTWBZ &,

o EMGFRAE 2 EOUHIPUHERE T L-RIZ 4 FLULOBKRBREZE LTS
b, 9h, 3EL R, EMEREEE DN AFEYEE TS DRK MEFEOMHE
BT TWBAI &,

o [EMGRIFIEE 2 FOPPIHELET L&IC 5 FL Eo/NRlE R OVNER A
FEU/NERERERZAETLI L,

@ BENOERMFREHROEKHICONT

ERMMEFREBIEETIETESEB S, RECENLOFRERO, AN -Z
EMEIRPFEROEBER VEMZICHT HEREME,. AFFRLIRE LEHEEORE
2%, ERFELHITENEEFINE->TNEZ &,

11




® BWEA~DOXIRITOVT

@-1 MERRAEHICEE T 5 E
RIEMITEERZEOBEELEERNTRA LI-ERIZ, 24 FERIRZEEHIO T, Uik X
IDEEEMSR T BV T, BR LZBIERICE CCARREEE O CT HFORWEA ORI %
BERREOHERNPY BB O, ELICKHISATRRRERIAE S TWNS T &,

®-2 EFENEHEE L2 FEESNCET I ES

BAZRICED A EMNRAM R OEE2 AT 2EERFEPRNERAE=42 Y 7
EEDIERDOAY ) —= v FEITWEIRE L FRE LR TE 2 F — 2 EREHRBE
BENTVWBDZ &, BB, BEEHIZOWT, BABRE L ZOFKRIZTFIZATMINT
WaZ &,

®-3 BIER OZERORISIZEE L T

BIEM (REMERRBICI %, EEMENE, LS. Hik, BHRIIEE. RIBRK.
INB, BEOTH, | BIFERKE., BUEFL, FFAe, IF#eEREE. k. BEMipg
2. RIRIREBEREE, TEABERES, MREE. BEE, BIBEE. ML, EEOK
WFEE, #ARMAARZERSE, infusion reaction, EELMKIESE. MIKREFREMREE. B,
Bk, BEEOEK, 5EHEE, BEORERIL. WREEE, OBEE (LFEWNE -
Bk - DEMEEAMESE) . RIFEERE, MEEHIMm, BEAE) X LT, YRR
BB OB 2 5 ERM & EE L BHERAOZE-CXHNCE L THRERUSHE
EZTONHIEMEICHDB L) BEHICEYBLEN TE SEHINE->TNDH T L,

12



5. RENBRLLRIBE
[EoEIzEA+ 2 FEH]

)

TROBEIRBOTHRADEMENTS LTS,

- HREMBARBER T L1y ¥ v 7RG IR OB X L
BHEDERIFRDF Y N EORABRE

2L UAVUEORRELH L, SoRMELSMIEREC &5 EREDRY
(B ZEMHMIDBEOIBREIIE) . BRUIEEHEO RO X Y
SO/ B

@ TRICEKET 2 BEITHT 5HRF DR ERERTEIC OV TIE, AFRIOFZED

MM EhTELY, AFORERF LRV,
o ALFERERIBROESE
o MOFUESERA L OH L TIRES D BE

[Z&tEiZ B 5 %E]
O TRICRETIBHEIODVWTRARDORSGVERE SN TNDE I 00, BHFZIT

DRI &,
o ARE|ORLIC R LIRBUEDBEERD H 5 BE

IBEATOFTEIZ BN T FRICEE T2 BEF IOV T, AFOREIHES N2

D, MOEFRIREB R VWFEICRY , BEICARZFERTH I LE2BRTE D,

+ HEMHREOSHUIIBEDH 5 BE

« MR EBHRE CHEREEZRD 2 EBE K OTEENME O BUR BRflE I o m gyt 4
EDOMIZREREE(R A LN D BE

o HORBEEBROEDE XTBHLE L IIHERMEDE AR REDOBERED
hHAHBE

o EEBHEE (GMEbHBERELET) ObDEE

o EEROBRENIIBFERETARE

»  ECOG Performance Status 3-4 9 DB

D) ECOG 0 Performance Status (PS)

Score B
0 L BERLIEESTE S, BHRAIERCAEEENHIBRITAS,
] AERICH LWESIIHIR SN 25, HITEET, BIEECE - TOEEIIITO Z LR TE S,
Bl . BOERE, BEEE
2 | HITFETESOFIOEY O L 3T ~THREENEEZITE R, AT O 50%LL i~y Rt I,
3 BONZEHOHOEIY D L LHTERY, BHEDS0%UELEERy RFFTEI T,
4 £LENF RV, BAOHOEY DI LFEL TER, BRIy EIVEF TR T,

13




6. BEIZELTHETR&EFIE

WA SCESFIIMZ, BUEIRFEER B RALT 5 BERE 1T EE D & R HI 0 Rt K OSE ESE
Ao DI BRERE+ICEBE L T ERT2Z &,

BEBRIZESL b, BE XTI ORBICAEMEREREEZ+a3 A L, RE%ZE
TrbHEETHZ &,

FREWERDOwR T A MZOWT

)

@

BEMERNS bbb Z b bDT, AFOEEIZHT- - Tid, BHRIE
w(FpR R, 2k, REVGE) OMERRR OO X REOERSE., BIEx2+5H
ZATS &, Ee. LECG U THEE CT, MiF~—V—%0OREZERT D
Eelfs

AF|OFEEIIEE @ infusion reaction (21 2 TREFFZ 3R XTRD Tx H U
BT 7- ECBRMET 5 Z &, 7.2 BB LIEOARF|#5F|Z infusion reaction
BHobNAZELHDDOT, AFKGHROERFEEGETRIZ AL ZTA
VERIET %, BEOKEBE+SICEETHZ L, 7235, infusionreaction &
HE LB EI0E, S TOMERVERPERICEE T2 E TREEZ 0B
THZE,

FARIREREREE . TREAEEREERVRIBREENH oD EBHDHDT,
AF| O % 5 B dhET R O 5 M X E R N EEIRE (TSH, HERE T3,
el T4, ACTH, AP = FY —VEDORIE) 2K+ &,
AR O EIC LV MEORERIGIZER T 5 LEZ b Htkx 2 EEOHE
BHLbNDZERH D, BENPBEDONIEAITIT, BRLUEFRIIS U
EFRY 750 & R & FEO[ERT & B U CEb) 2\ R W 21TV, BEORE
RIS X 2BWER RSO 2HEITIE, AROARIETFIE, RURIBRE
NEVEIOBREERZEETDHZ L, 2B, BIBKEALVEOBREFIZIVEIF
RAoOLERRED LNRWIEEIZIE, BB RERNVE SOk A o 0N
bBEETDHI &

BE5RTHR, BRI OHE I ARB L THrLEAWERARRE T Z XD 570,
AENOBR SR THRICHREERORBRICHFICEET 52 &,

1 BEIRA (BUE | BUERFZ &) bbb, BRFRES N7 F—v 2
WEDZZENHDOT, Al EL, BILFEOEROFERLMAEED EFIZ+
DEBTHZE, 1 RERANRGEDLDNZGEICIIESEEPRIEL, 12 8
RO GEORY)2AELZITI Z &,

BUEMF&. FFA4E, IR, FL. B{EHEEXRH b2 Z 15D
DT, EHHICIFEEREZITV. BEOREL+SICBE T L,
SEIERPHLONDZERHEOT, ROBFEOFEL EHNICHRT D
&, T, ROEENREDONTEHEITIL, HONIEREELZZ T2 X

14



SBREEEETHIL,
@ AFOBEERBRICBNT, HE5REND 6 AU 8 B Z LIz, ZRLEE.
F5BEE S 1EME T REBEMI S ICEIEOFMET> Tzl 2B 5T,
AAB G PIIELNICEBRRAE CHROMBZITI Z &,

15



BB HEET A KT A
=RA~T GREFHBZ)

(BR5E4 : 7V —FRERBE 20 mg, 7V —RRBWHE 100 mg, 7 P—
RER#EDE 120 mg, 7P —FRHEHFE 240 mg)

~ B~

FRR2 949 A (47054 3 HKET)
BAGEE



SR/

S AT =S

XTI

KRN DORE. 1ERBT

Pt R AR

T e VAR E
BEXIGR LI HEE
BEIZELTEETN&EH

P2
P3
P4
P18
P20
P22



1. IT®IC

EE L OH M - BEMOHFEDT-DITIT, AT XEZICEDSWEIERERANRD
bId, BT, ITEOREEMOMESRIC LY | JUREIELZR & OERILFTRIEME
FEEESNERENLTT, INOOERMZEICLERBEICERMET 52 ENRED
MEEL 725 TR Y REMBOEE & WEDEATE 2016 (Fk 28 45 6 A 2 B EFHRIE)
WBWTH, BEEFNERSEOEROREIHEEZRDZ L SN TS,

BHREFRMFEERELIL, EEEARREM T 7 7 A VDBBEFOEER EALNICE
BRBEIERDB, Z0FD, AIMROLEMEICETAERE+HERET DX TOMH.
WHERSOBRELMW 2L ENHFINIBEICH L TERT S L L BT, BIE
AN L-BICNERS G E E DI N ARE—EDOEMZ T 3 EREEE THEM
TEHZENEETH D,

LMo T, BHA FT4 T, BEERECINETILELNL TV D EEEEN -
B2 RMIcESE UTOERGOKBERERZHETIBRANDLERESE X
FROBEEEL T,

¥, AKHA RS A 0%, MMTHRIEAERMERIESRAGHRE, AREEEARAR
RRIEEY S —RAEFEAN B ABEEANBES R O—BAEREANBARTRBRFESOH IO
b EERR LT,

HBERBERR A7V RARBE 20mg, 7P — R AHEE 100mg, 7Y
— W ETEEEVE 120 mg, A 7Y — A SEEE 240 mg (—Ak% - =
A< 7 (WEFH#Z))

HELRAPENRDE « IRIEOIRTREERET - BROFE

HABEHARERCHAE: BE. AZII=FR <7 (GFE#z) & LT, 1B 240mg
Z 2 BRI X% 1 [E 480 mg % 4 WEIHINGE CREFHET 5,
i OFEAEER & MR 2581, BE. RALZ=RAr<T
(ElFHHz) LT, 1 [E 240 mg % 2 AEBRXIZ 1 EH
360 mg % 3 FEIHIME CRIEFFET 5,

gl & ik 5t ¥ F o /NEFERLEKRSHT




2. AAIORKE. ERBAF

A7V —R S ERE 20 mg, FLETEERE 100 mg, FURREERE 120 mg K ORAEERE
240 mg (—fx4 : =R ~T7 (BTl z), ST, TRE] 20vWo,) X, AFER
TEMAEHLE ALV v 7 2 BT VR A ¥ —X XTI A4T7 (BMS) #) #
BHZE L7-t bk PD-1 (Programmed cell death-1) (Zx%3 % & Ml 1gG4 £/ 7 u—F /LK
Th 5,

PD-1{X, &M LU= U L"Bk (T MR, BMRE T F2 7 40% 7 —THif) ROE
BERMAIC RIS CD28 7 7 X U — (T Ml OISR 2 #BhAYIC IE & BICHIET 54
FHE) KR HZEETH S, PD-1 IITRIESMARIZIEE T 5 PD-1 Y W N (PD-L1
FOVPD-L2) &AL, U o ERICIAINES 7 F B L T 2 BRoiEE(LREE R
AIZFE LT3, PD-1 U H v MIHUREE ML E F Ofkx 2 IEFGHARKICFER
LTRY, BHRAEBE LUK LZEEEMICKITS PD-L1 ORBREIREOLEF
B & OMICEOMBEREFERH B Z L B®|EIL TV S (Cancer 2010; 116: 1757-66),
T EMEAERE CIIEMEE TMIENELET DA ¥ —T7 < (IFN-y)
12X - TPD-L1 OFBNFEIN., &% UZEEEZICRIT 2 PD-L1 ORBR Lo
AR & ORI IEOMHEEEREN S 5 & OFE S H D (Sci Trans] Med 2012; 4: 127-37)
X b, PD-L1 2GR - NAMRE., FURRER CDS8 B T Mg oMiiaEE
EHZBEF S50, B PD-L1 51K T PD-1 & PD-L1 & DEEGAAET S L F0OHA
EEEMENEIET D LR RINTNWD, EDOZ &225 PD-1/PD-1 U 7 REREKIX, A
AR TURRF R T Ml b ORBEZEET AMFO—D L LTELLALTY
Do

AFNE, KRR O R S PD-1 OfifasMaEE (PD-1 U F > REEMHEE) (/& L.
PD-1 & PD-1 UV REDFERZERET I Z LTI Y., PATURRRNZ T MltoiE
(LR O AMRRIZ 33 2 MIREETEME 2R 2 2 & TR TUEEDR 2~ T
ZERHERIN TV,

IO DREND , AFNIEMEEEI I T AT RIERERICRVEL O LI,
BEAEZNRE LEBERABREZER L, AziE. ZEMEROAEESHER I,

AHRNDOVERBFCE S BEDOFRERICIC L 2BTERE RS bbb, EEXIFELTIC
ELAEMEDRDH D, AR ORSFHRRERITIT, BEOBRZT2ITV, BEHFR
D HNTGEITIE I LI-FRITIS U FFR 2% L R e FoEM & EE L TE
G2ERRET 21TV, BEOHRERISIC L DEIEARRLN S HEIZT, RIBREES L
ERIORGEEOBEGRMEEITOSLERH D,



3. BRAERRER
GBI ARE 2 AT - B O BB OARFIC T 21T o I X2 ERABR O =7,

(B 2]
OEELFRFEMFEFER (ONO-4538-1235)

2oL DALFRERE 2 A 1 D EREIREIC NS I AT OB aE R EAT - 3
OEFEIRETHEGEHE BEEOHLAREFTEAT LY ETSemBNICET 2 7
) BE4936] (BARANBRE266 21, AFFIZ00. 77 EREE1636]) 2RI,
TS ERERBE LTAHS mgke22BMBBECRFEFELL L EOFDERVEE
MEEB Lz, TEMEEE ThA2AEFHM LT, foS] &vd, ) (FRIE [95%
EHEXE] ) 1T, AFIBET5.26 [4.60~6.37] B A, 77 EARBETAI4 [3.42~4.86] T A
ThY. KENZT T BRI LR ZMICEERER R L (AP — FH0.63 [95%
E/EXA : 0.51~0.78] . p<0.0001 [JBHllog-rank }RE] )

104 — AHIE
wod ™ IS5tRE

0.8
0.7 -
0.6 -

0.5

SFER

0.4+

0.3 1

0.2 1

0.1

0.0

T ] ] I T I T T T I T

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

at risk % SEMMA)
AFIE 330 275 192 141 94 56 38 19 10 5 3 0
FS5tHRE 163 121 82 53 32 16 10 4 3 3 1 0

¥ 1 OS @ Kaplan-Meier Bi## (ONO-4538-12 3)

QEE LR F MR (ONO-4538-44/CA209649 FABR)

LR D 2 e b ERBERER T2 A8 (BUF, THER2) & 9,) RBRIEDERE
YIRRAEERHEST - BROBEEIREFTHAWE EHOPLARETESHLY LT
SemPIPICAIB T BIRE) BE1,581461 (AARANBEI1096 % Eie, 4K+ FHRIER
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78961, LEERIERET9261) AR, LFEREEZRE LT, AFHEFEREOER
HEROEEMERET Lz, FEFHMIEE T& 5 combined positive score™ (LATF, [CPS)
Vo, ) 25EMICKIT 2 EEEALFIME (LT, IPFS) &1 9,) RUCPS=25&MIC
BITH0SIZoNT, A HEZREIMEFREICS LRI FBICABRRERZ R L
(F1, H2) , DT, FANCKHRE SN REFIHE VEEKEOE Y T > THRE
BITONTRER, BIRFEMER & SN-CPSZIEMEWITTERIZE T 508122V T
b, AFHEFREIMEERECR LR FRICAEERER 2 R L. (K1, K3) .
*1 :HER2 HIETREITRBIEDRE  RUREICIEFOF LA H DREOBE LHBANTTRES L.
2 LT o EiE (RRIEYNEMAERN) 25 L7 [OAFH U 7ZF1H 130 mg/m? (E&
i) 23 EMRRTARFREL., AU F Y 1000mg/m? ((RFEEHE) %1 B 26, 2 EEE
AFEZIZ HERKRE, 3@Ax4Y 75F > 1 E 85mgm? ((KREHE) . AU F— oy
U 4 1 @400 mg/m? ((ERER) RO7A4r 072001 H400mgm? (RREHE) Z 2 BHHER
TREBEL, 744877 21 2400mg/m? (EREHE) % 2 BRI T TRIRNERES%IZ 12
AREAFE] . AF+H{LFEREE T, A& (O1 B 360mg # 3 BEMBRXIIO1 E 240mg % 28
MERTRERE) 22 LEOXIIOOLFERIEE A LT,
*3: JEEARIT 31T 2 PD-L1 28 L-Min (EFMIR, <~/ n 77— VRO L3k R HRIER
HHRIE TBR L. 100 #F U7-{HE,

= 1 AOMERET (ONO-4538-44/CA209649 2RBR)

FRAE
BEEM X/ gixd i3 [95%(= #E X 4] NP — K™
(#AR)
AHEI+ 7.69
RO 473 » 0.68
RS Cpszs  (CFHIER [7'01059'”] [98%(E AR -
LR 482 [5.55~6.90] 0.56~0.81]
AH+ 14.39
gl 473 " 0.71
CPS=5 oo ARikRe [13']11] ]106'23] (98 4% Z4E X -
T2 EERE 482 [10.02~12.09] 0.59~0.86]
AH+ 13.96
SN 641 > 0.77
os?  cpsz1 EFREH “2'5]51 3‘34'98] (993928 XA :
LRI 655 [1064~1225) g oga
AH+ 13.83
o 789 . 0.80
ITT L omiERE [12.5151 5164-55] [99.3% /S #EIX A :
LFERIERE 792 [10.87~12.48] 0.68~0.94]

1 FEBITREOT — 4,

¥ PEMITEFEOT — &, *3: BY Cox kN — FET L



1.0

0.9

0.81

0.71

0.6
AH L FRIERT
0.5
0.4

0.3

Probability of Progression Free Survival

0.2

%- -
%E"‘U-r__, 5 )_k_l—:‘!“—
0.1 Ranh e L =
0.0
T T T T ] T 1 I I I | I
0 3 6 9 12 15 18 21 24 27 30 33 36
At risk ¥ EAEBEUTI 2 HOMM (B)

AF+{LFEgEkEE 473 384 258 181 132 89 60 39 23 10 8 1 0
{bEERE 482 325 200 109 72 41 25 18 12 7 4 0 0
X 2 PFS @ Kaplan-Meier Hi# (ONO-4538-44/CA209649 3RBR) (CPS=54:H)

1.0
0.9
0.81
g
$ 0.7
=]
n
E 0.6
[ - N y
3 05 AH|+ b RIERE
%
2 0.4 /
; %
5 03] / R,
g .
0.21 ey 5 M‘{QE’E. ': T
(E i SN,
01 e T eEm et
0.0
I I I 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 % WAEBENHTH 5 OHR (B)
AF+{LsEERe 789 731 621 506 420 308 226 147 100 49 34 14 2 0
{bFERRE 792 697 586 469 359 239 160 94 59 35 15 7 2 0

X 3 OS ® Kaplan-Meier Bt (ONO-4538-44/CA209649 3B) (ITT $£H)
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(PD-L1 FEERHBIOF ZhE)
eI F S AR (ONO-4538-44/CA209649 :ER) (ZHA AN BNT-BEDT—F
IZHS& | PD-L1 ORBRAINIFIT 21T o -85 BBROLMEITEZ ST RUZE
PEDFERIILL T D LB Tholz,
AHN+ (LEREOT X, CPS 23 5 i (CPS<1 KU 1=CPS<5) DEELEMT
i ALFEE L ISIERER CTh o7 (K2, B4),
723, PD-L1 OFBRIIC L 5T, AFORZEMET 07 7 A /VITRIERTH o7z,

%2 2 PD-L1 BRI OF LM (ONO-4538-44/CA209649 FRER)

O fE I o
PD-L1 2 " o NP — KR ZE{ER
%5 L L /‘ZE*E)'XF'E?] [95%(E4ERRT) D p ik
AF + 0 8.67
CPS<1 (o287 =3 [6.93,9.69] 0.93
. - 8.11 [0.69~1.26]
{LFisse 125 (6.87,9.82]
AH+ 168 7.16
PES™! 1<CPS<5 L PERE [6.83, 8.38] 0.93 oso
e 173 8.15 [0.73~1.20]
[7.03,9.07]
AF+ 473 7.69
CPS=5 b FRiERE [7.03,9.17] 0.69
- o 6.05 [0.59~0.80]
(LR 482 [5.55, 6.90)
AHK+ 140 13.08
CPS<1 =23 [9.82, 16.66] 0.92
ke Yy 12.48 [0.70~1.23]
{LZEIREE 125 [10.12. 13.83]
AFl+ 168 12.29
08" 1<CPS<5 (LSRR ERE [9.63, 14.26) 0.97 p—

11.99 [0.76~1.24]

{LEFERE 173 [10.87. 13.90]

AH+ . 14.39
CPSZ=5 {LEFIERE [13.11, 16.23] 0.70
h 11.10 [0.60~0.81]

{bFgRIERE 482 [10.02, 12.09]
T BT 5 2 FRMROT —5 . %3 SR Cox Bl F— KT




10 10
“ | oms<i |
ol A CPS<1 & \1 \ CPS<1
5 5.
. 08 5 0S8 % L2 -a._\L‘ PFS
£ o7 % 'g 0.7 -
A X [ s
n 06 L 5 08 \
A s = X
8 o5 ™ A+ LR £ os 3
%u.& .'."'f-_._ / 362- 04 \_\
-E 03 - 203 : <
02 4 DL'-._‘H g a2
04 {LEFRiEEE T— o =203 weacy
9.0 T T T T T T T T T T T T T T O'D T T T T T T L] 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
At risk IAEAEI T B OHIE (B) HAEAZI TS ORIBE (B)
AZE/ICHE 140 129 112 89 72 51 40 29 20 9 6 3 1 O 140 110 72 49 29 22 11 5 4 2 1 0 0
ICE 125110 92 77 61 41 27 15 13 9 4 3 2 0 125 82 53 32 20 11 6 6 5 4 2 1 0
1,04, 1.0 2N
AN A
¢! B 1 .
08 N, OS e xffk. PFS
i 06 \.__ E 06 NS
g as ‘;‘"‘} E [:33 k
: My kAR 2 N s
Xo4 &k':_h FR 5 \_ A+ L R
203 Vg, / % 03 Th /
- 0z sl 2., Fen '_—h"'
: PSRy g }:“L_‘__H
e L T PR Pt
0% y I ¥ = ' i ’ = ! y y aos, T T T T T T T T e
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
At risk 24 EIEBET T 6 OMR (A) EIEBFITT A COHE (B)
AF/ICHE 168 157 125 99 83 56 34 22 15 7 6 2 0 0 168 138 93 53 35 24 11 7 4 3 2 0
ICHE 173 154 133 112 81 56 33 21 Il 6 2 1 0 0 173 127 91 58 27 12 6 3 1 1 0 0
1.0 B\‘L 1.0 b\‘ r .
sl CPS=5 05 b\ . CPS25
g 52 \ oS § 0.8 -4‘ !\ PES
or ' @ o7 b
A I"?\“\ % & &
5 08 N R F 0.6 .
i AR+ AR .. 1 \\
s / g BN FH+ LR
%‘ 0.4 5, " ; 0.4 o /
m ‘J'ﬂ ey 2 k
=2 03 . £ o3 .
/ . a3 . =
s ‘ M:T"hn_-.m:._— : g o - %.‘_L
{bFFRIERE R . e L 9y
&7 . LS9 Exres =g
00 T T T i ¥ T T T T T T ¥ J 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
At risk % EEBETT AL OB (A) EEBEIT OO (R)

RE/ICEE 473 438 377 313 261 198 149 96 65 33 22
IC B 482 421 350 271 211 138 98 56 34

9 1
2 0

0

19 8 0

0
0

10
7

8 1
4 0

473 384 258 181 132 89 60 39 23
482 325 200 109 72 41 25 18 12

X 4 PD-L1 OFEZIRIAID OS B PFS @ Kaplan-Meier Bi#t (ONO-4538-
44/CA209649 3RER)

(0s (&%) : ER cPs<1, H#H 1=CPS<5, TK CPS=5)
(PFS (F%) : EX cPS<1, FHREK 1=CPS<5, TK CPS=5)



QEFRLLFEE 0/MFERE (ONO-4538-37 FER)

{LZ2PRIERE D 72\ HER2 F&HE" OVRBEIBRTR AR /21T - RO BEUIRETEST
B (EECHLNABETHESHEIY ET 5 cn DIWNICET 288 BF 724 1 (AX
NEBF 395 Bl & ETr, AFIH{LFERE2RE62 6], 77 R HeFRE?H 362 0) %
WEIC, 7T R HEFRERZXR E LT, 2R L TREOADMER L2 R
L7z, TEFHMBER D—>Th 2 PFS (FRIE [95%FERM]) 13, &K+ P HIER
T 1045 [8.44~14.75] B A, 77 R H{LFEIER T 834 [6.97~9.40] WA TH Y,
AH|+HEFREIL 7 5 R HEREE T LR 2ENCARRERZ R L. (M= R
H 0.68 [98.51%(E#HKX M : 0.51~0.90], p=0.0007 [J&%| log-rank FRXE]),

F72. LI —OOEEFMMIEE TH D 0S (FRIE [95%EHEXM]) 1. KF+F
FEFET 17.45 [15.67~2083] W A. IR H{LFEERET 17.15 [15.18~19.65]) 7
ATHY ., KHHEFFEL T 72 R HEREREICS LR PR ERER 2R SR
Drofr (ANF— R 0.90 [95%EFEXMA : 0.75~1.08]. p=0.257 [/&%HI log-rank FRE]),

*1 : HER2 H|EFREUIFRAE D BEF TR RN L LT,

*2  AH (1 [E 360mg % 3 BB CARSE XT77eRe, UTOMERE (ARIESEM
B REALE 34 ) 7550 1E 130 mgm? (KREH) % 3 @R CARREL,
FHT—=NFAFTINFT T NH Y 7 LEEH 40 mg/m? ((KREFHE) T A2 F E 1000
mg/m? (FEREH) %10 268, 2 BERAKEERIC 1 EBKRE] .

1.0 By
09 - —o— X, A X YIVISFURY
05 S-IRXIFARDEE VAR
-0 TSR [ FFHVIFFURU
07 S-IRFHRVEELHRE
g 0.6
$ 0.5 .’.x'i:' L l‘ a3 h
=3 L
£ 04 %
%'%
i
0.2 fEen ey
0.1 - €
0.0
0 3 6 9 12 15 18
at sk RIGEEFHRA)
IITTIZITLRY 362 274 168 94 46 13 0
R s362 259 160 80 30 5 0

[ 5 PFS @ Kaplan-Meier #hi# (ONO-4538-37 3ABR)
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09
—A A A EHVTSFORY
08 S-IRIBHRL S SRR
07 -0~ ISk AXYUTSFLRY
S-IRBARSSE BN
& o6
g 05
04
03
02
0.1
00
0 3 6 9 12 15 18 21 24 21 30 33 36
EFHEIR)
at riskE
MMATAIIITBU 362 346 318 269 232 193 169 150 102 58 23 2 0
TR ATITIT A 362 342 301 269 219 192 167 141 97 48 16 5 0

6 OS ? Kaplan-Meier fi#t (ONO-4538-37 3BR)

10



[Z 4]

OEANFE IS (ONO-4538-12 FER)

B EEGTAKIEE 300/330 4] (90.9%) . 77 REE 135/161 fi (83.9%) IZiBD b,
BRI L DR REBFENEE TE WA FERITAFITE 141/330 5l (42.7%) . 7T &R
T 437161 B (26.7%) IR HNTZ, WTNDLOFE TRBED 5% LORIWERIT TR
DEEYThoT,

#3 WThhOBTHREERY 5% LOBIER (ON0-4538-12 3K)

2o 2 AN ﬁu;& (%)
EEA T AT e

(MggDRA/J ver.19.0) SE0if il o1

4 Grade Grade 3-4 Grade 5 % Grade Grade 3-4 Grade 5

2EI{ER 141 (42.7) 34 (10.3) 4 (1.2) 43 (26.7) 7 (4.3) 2 (1.2)
BIEES

T 23 (7.0) 2 (0.6) 0 3 (1.9) 0 0
—f% - EFEERL L URETFMOKE

7 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
BB X UK THERESE

D FEIE 30 (9.1) 0 0 9 (5.6) 0 0

Fib 19 (5.8) 0 0 5 (3.1) 0 0

7B AFIEEIC W CRIE MR R 76 (2.1%) AR EARIE/ 2 A3 F —9 1 (2.7%) .
KAGZ - BEO TR 45 (1.2%) . 1 BUEERP 3 F1 (0.9%) | FTHEREREE 18 1] (5.5%) |
JFZ6 1] (0.3%) . FRARBREEAEREE 13 61 (3.9%) . #RFEE 10 ] (3.0%) . Birel=
=141 (0.3%) . FEAHEEREDE 1 61 (0.3%) . FRIRMARZERSE 1 61 (0.3%) KU infusion
reaction 1 1l (0.3%) 233O LN, -, BEMEAIE. LK. Bk, ik
BUOMESEBER, RIREE, EEOKBEE, MK - BRKA. AR OSLE O ERITRRD
biLehoT-, ABWERRBLUARIZEESESR (BRREEET2EL) 22 U0ERHER
R,

QEMEILFRIFE MR (ONO-4538-44/CA209649 RER)

B EREBIIAF +HLBRIERE 776/782 B (992%) | (LEEIERE 752/767 61 (98.0%)
WCERD B, AU L & ORREBREBEE TE WA EERIIAHR HELFREE
BE 738/782 7l (94.4%) . {LZFHRIERE 679/767 6] (88.5%) (238 Hiiz, WINhDFE
THRBED 5% FORHWERIZTRDO LB ThoT,
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4 WThOHOBETRBEEN 5% EORIER (ONO-4538-44/CA209649 FABR)

EEHARTE
HARFE
(MedDRA/J ver. 23.0)

Bl (%)

AA+ LR (L RRERE
78243 767151
4Grade Grade3-4 Grade5 4©Grade Grade3-4 Grade5

L2 BIER 738 (94.4) 462 (59.1) 4( 0.5) 679 (88.5) 341 (44.5) 0
HBEE
ol 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
& it 195(24.9) 17( 2.2) 0 166 (21.6) 24 ( 3.1) 0
R 73( 93) 2( 03) 0 61( 8.0) 0 0
o 57( 7.3) 7( 09) 0 47( 6.1) 1( 0.1) 0
HRREE
M= 2 — o F— 221(28.3) 31( 4.0) 0 190 (24.8) 22 ( 2.9) 0
SRR = = — 1 /S F— 137 (17.5) 16 ( 2.0 0 119 (15.5) 14( 1.8) 0
SERU 59( 7.5) 2( 03) 0 61 ( 80) 1( 0.1) 0
ThE RS 42( 54) 0 0 38( 5.0) 0 0
EE 40( 5.1) 2( 0.3) 0 17¢ 22) 1( 0.1) 0
FERRE
TR EREE 158 (20.2) 83 (10.6) 0 118(15.4) 67( 8.7) 0
/SR ER R A 156 (19.9) 20 ( 2.6) 0 115 (15.0) 19( 2.3) 0
FANRGEUBT I/ T AT 2T 122(156) 12( 1.5) 69( 9.0) 5( 0.7)
—E AN
=Jukze=estl 112 (14.3) 23( 2.9) 0 77(10.0) 13( L7) 0
FS=TI)RTURATS—FHE 89(11.4) 6( 0.8) 0 50( 6.5) 5( 0.7) 0
m
U S—-B 89 (11.4) 45( 5.8) 0 34( 4.4) 16( 2.1) 0
725 —EHEm 71( 9.1) 21( 2.7) 0 22( 29) 2( 03) 0
M7 /H )RR T 74— 52( 6.6) 5( 0.6) 0 34( 44) 2( 03) 0
e Y A 8 48( 6.1) 4( 0.5) 0 32( 42) 2( 03) 0
RE R 45( 5.8) 2( 0.3) 0 33( 43) 1( 0.1 0
MiER LY o REE
=il 203 (26.0) 47( 6.0) 0 171(22.3) 21( 2.7) 0
4 HER A E 191 (24.4) 118 (15.1) 0 181 (23.6) 93 (12.1) 0
i /MR B FE 157 (20.1) 19( 2.4) 0 145(18.9) 13( 1.7) 0
& i BB E 63( 81) 5( 0.6) 0 55( 72) 11( 14) 0
— - £HEEER LRI OKE
wE 202 (25.8) 30( 3.8) 0 173 (22.6) 17( 2.2) 0
| 73( 93) 7( 0.9) 0 81(10.6) 10( 1.3) 0
BN 64( 82) 4( 0.5) 0 22( 29) 1( 0.1 0
FEIED S TE 62( 79) 6( 0.8) 0 45( 59) 5( 0.7 0
R 42( 54) 2( 03) 0 36( 4.7) 0 0
R L O THEBREE
Fir . BEEFRNEREEERN 94(12.0) 11( 1.4) 0 81(10.6) 6( 0.8) 0
BB 74( 95) 7( 09) 0 12( 1.6) 0
7 9 FEE 54( 69) 1( 0.1) 8( 1.0)
KBB X UREEREE
RERBOR 157(20.1) 14( 1.8) 0 139(18.1) 13( 1.7 0

12



B3 (%)

Rl AR ET-r=
- 7823 767151

(MedDRA/J ver. 23.0)
4Grade Grade3-4 GradeS5 4£Grade Grade3-4 Grade5

AR IEE

RO IR RE(R [V 70( 9.0) 0 0 2( 0.3) 0 0
BE. FERLUCREBAUHE

A D R 66 ( 8.4) 11( 1.4) 0 30( 3.9) 5( 0.7) 0
SREREE

WEE 48( 6.1) 4( 0.5) 0 10( 1.3) 2( 03) 0

223 AK HEFERIEFIZ B THRREE 466 1 (59.6%) | THEEEREE 203 1 (26.0%) .
infusionreaction 111 # (14.2%) . FUIRBRHEEEREE 96 5] (12.3%) . BREADRAZIE 68
(8.7%) . KMs#% - /INBo% - EEDTHIS2 il (6.6%) . RIEMZRE 426 (5.4%) |
EEOREEE 28 #l (3.6%) . BHEERER 26 1 (3.3%) . OIEHEE 15 fl (1.9%) .
R e ZERE 13 61 (1.7%) . X760 (0.9%) . TEEKEREE 645 (0.8%) . Bl
HREREE 4 B (0.5%) . Bk 3 B (0.4%) . R 2 B (0.3%) . 1 BUBERIE 1 B
01%) . HEIBER1H (0.1%) | #iZ 18] 0.1%) RO 161 (0.1%) 358D 5
Ni, £z, EEMENE, MK - BiEL, Gk, BCHERER, EERLKRES. &l
JEAT %, IFAE, RIFERE, MRERERMER OIEHMIZGRD b oz, KREHE
METRIIBEESES EREEEEREZED) 280EHERETT

QEIFBRILF S I/MHHFER (ONO-4538-37 3ER)
BEFEGIIARA +LFRERE 358/359 B (99.7%) . 7T &R HLEEIERE 357/358
(99.7%) IZ@@H b, KH, 7T A FELEE ORRBRESEETERVWEE
FGUIARFN + b FHIERE 3517359 11 (97.8%) . 77 & A +{LFEHRIERE 349/358 511 (97.5%)
RO LN, WTNAORETRERN 5% LOBERIZTRD LBV THho 1=,

13



#5 WThHORETHRIARR 5% LOFRHIER (ON0-4538-37 RKR)

S e BIEx (%)
e AT R SRR

(M;;]DRA/J ver.22.1) 359 358

4 Grade Grade 3-4 Grade 3 £ Grade Grade 3-4 Grade 5

£BI{EH 351(97.8) 205(57.1) 3( 0.8) 349(97.5) 174(486) 2( 06)
WRREE

KM = o — 1 /3F 201(56.0) 14( 3.9) 0 189(52.8) 8( 2.2) 0
BRERE 57(15.9) 0 0 52 (14.5) 0 0
ERME = o — s — 51(142)  3( 0.8) 0 47(13.1)  10( 2.8) 0
SERUE 24 67 6( 17 0 12( 34) 2( 06) 0
BREE

= 181 (504) 10( 2.8) 0 180(50.3) 12( 34) 0
T H] 125(34.8) 16( 4.5) 0 110(30.7) 14( 3.9) 0
It 72(201)  5( 1.4) 0 66(18.4) 3( 0.8) 0
0% 64(17.8)  6( 1.7 0 46(12.8)  4( L) 0
BT 44(123)  1( 0.3) 0 26( 7.3) 0 0
R 19( 5.3) 0 0 17¢( 47)  1( 03) 0
BRARRE

I RERER A 157 (43.7)  71(19.8) 0 134 (374) 57(15.9) 0
/MR R A 144 (40.1)  34( 9.5) 0 157(43.9) 33( 9.2) 0
F ifn BR 3 > 77(21.4)  10( 2.8) 0 60(16.8) 9( 2.5) 0
TANRSEVEBET I/ b 54(150)  4( LD 0 44(123)  2( 0.6) 0
SR T =T —EEM

TS=VFI/hTAx 41(114)  2( 0.6) 0 36(10.1)  6( L.7) 0
7 =T —FHM

M e Y e HEm 34( 95  6( 17) 0 22( 61) 2( 0.6) 0
RERAD 22( 6.1) 0 0 19( 5.3) 0 0
y—ZAFINET R 21 58)  6( 17 0 9( 25) 5( 14 0
7 = 7 —EHEM
R#tB L UOREBES

BERREOE 187 (52.1)  29( 8.1) 0 196 (54.7) 23 ( 6.4) 0
—f% - EEEEE L RSB ORE

EE 72(20.1)  5( 1.4) 0 72(20.1)  2( 0.6) 0
=R 59 (16.4) 0 0 62 (17.3) 1( 0.3) 0
B 32( 89) 2( 0.6) 0 14( 39 1( 0.3) 0
A 27( 75)  4( LD 0 26( 7.3)  5( 14) 0
KR XU THESE

FE - BEREFAETRES 53(148) 5( 14) 0 48(134)  4( 1.1) 0
FEfRRE

B 45(125)  2( 0.6) 0 14( 3.9 0 0
7 9 FEIE 42 (11.7) 0 0 14( 3.9) 0 0
K& G TR E 20( 5.6) 0 0 21( 3.9) 0 0
EF R 14( 39 3( 08 0 5( 14) 0 0
GBFEILEEE 13( 3.6) 0 0 7( 2.0) 0 0
mEBs L ™Y R EE

Zm 68(18.9) 27( 7.5) 0 66(18.4) 19( 5.3) 0
/R AME 23( 64) 8( 22) 0 16( 45 4( L1 0
TP EREE 19( 53) 8( 22) 0 200 36)  9( 2.5) 0
FERE:. MER L UHEREE

Les< b T 20( 56)  1( 03) 0 10( 2.8) 0 0
mEEE

k=21 23( 64) 0 0 16 ( 4.5) 0 0
AR WEE
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gk (%)

FERKRSE

= ARFN+ L EFRIER 77 R HLEEER
%ﬁuduDRA/J 22.1) S5 358 fi
© s 4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
IR IR IR RE (. I I 4( 6.7 1( 03) 0 7( 2.0) 0 0
BE. FER L CLESFHE
EARLE S e 32( 89) 5( 1.4 0 16( 45) 2( 0.6) 0
AREE
LR 13( 3.6) 0 0 15( 4.2) 0 0
FrlEERESE
PR R 10¢ 28) 1( 03) 0 14( 39 1( 03) 0
REREE
IEUE 14( 39 3( 0.8) 0 9( 2.5) 1( 03) 0

7235  AE+H LRSI\ THIREEE 282 1] (78.6%) | AT AERE S 83 1 (23.1%) |
infusion reaction 48 5] (13.4%) . FURARHEREREE 30 B (8.4%) . BAKUHRAMRAE 24 f1
(6.7%) . KIg%K - /NBd - EEDOTRI24 B (6.7%) . BIEMEMZEE 1561 (4.2%) |
BEOMERE 14 6] (3.9%) . BHEERE 9 #l (2.5%) . BITHERERES 6 61 (1.7%) .
R IR ZERE 3 1 (0.8%) . 1 FBUBERT 3 61 (0.8%) . AF&k 241 (0.6%) . EiEM
=2 6 (0.6%) . FFRE260 (0.6%) . DIEEEE 2 #1 (0.6%) RO FEEBERS
16 (03%) BB/ ONT-, Fio, BEEMENE, LR, R, K - BEBEK, BIE
FFde, REACMERRE 2, MERERIEMGRE, kL. RIS, EEHM, B, BREUS
EHBERITRD N oz, RABEARBRNIIEESES (RRAREEEEZET)

BPEUEFERETT,
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[Hi - AE]

AFNOREMAENEREEFAZMA LY I alb—va ik V), K53 mgkg (K
) T 240 mg % 2 BREIRIRE TR E L BEoAR O METRENR SN, ZOk
. AKI240 mg 2B E LI-BEORERIX. AF 3 mgke 5 LIBOREEE L B
LTEEZTTETFRSREZLOD, BAANBREIZEWTAFMENEREINTVWDIH
¥ IS (10mgkg % 2 BRIRR C&RYE) TAMZRYE L BOBRER &k L CEE

PRTEFHEN (FR), M T, BHROBEICKT 57 —#I2&5E, KA 3mgkg

(fKE) X% 240 mg % 2 BRI TRE LEBOAKH OBREE » AT R AL
OEE RN DBRERICET T UPEEI N, YEEEICOWVTRIEAITbR /R,
FEROME - AEOMTAYMR OZEMEICHERER TRV E TRIS N,

# 6 FHOEHEB T A—F

M- B8 Crmax Crindl4 Cavedi4 Comaxss Chmin,ss Cavess
(pg/mL) (ug/mL) (pg/mL) (ug/mL) (ng/mL) (ug/mL)
3 me/kg Q2W (35.5; '760.8) (10.17?'264.5) (17.21‘,‘5’,3.9) (75}){3171) (27.612,'}07) (42.717,'?27)
20me QW | (5710 | (saase) | eshars | (oo ase Bt 20 || (ol
10 mgkg Q2W (14;,9;1 9) (51.62} '739.2) (79.90?'?14) (33.?,9 232) (1811 ; 13) (23%,7 gss)

FRIE (5%, 95%5) . Q2W : LA, Cowx : HEB5&OREMIEFRIE, Cainas : AR 5H%14
WA BIEMIE PR Coes : DIEIES%Z148 B £ TOEHMFEPEE. Crus : EFREICE
%g%ém%¢%§\anﬁﬁﬁﬁﬂﬁwéﬁﬁME¢%E\&mgﬁﬁﬁﬁwﬁﬁé$ﬁm%¢
I AR OBEREYBETT LVEFALLZY I 2 b—Ta T LY KK 480mg
%4Lﬁﬁ%fﬁ5ﬂi%%ﬁ®ﬁ&iWEMTE5LKW®$ﬁ®mm¢ﬁVﬁﬁJ
iz, FORER., AH 480 mg & 4 BEMR C&E S LZBEOERIREIZRT 2 F8im
TEFRME LT, [Cagsl V5, ) 13, Kﬂ2Mmg%2@ﬁﬁ%fﬁ5Lt ZD Cavgss
&ﬁ&?ék%@éﬂt(?ﬁ) E77. AH 480 mg & 4 HAEFER CEES LIZBEOE
FARBEICKBIT AREMBETEE CAT. Chmxsl EVV9, ) 1E. &H240mg % 21 ﬁ
ﬁ%f&%btﬁmcmﬁtmfbfﬁﬁé?fk%@éﬂt%@@ HANBEIC
WTABMENHER SN TVWIHE - A& (10mgkg % 2 B ﬁﬁ%fﬁﬁ)fﬁﬁ%&%
L72BED Crass & B L TIRIEZ T & FHISNZ (TR . MA T, BHOEEICL
FATF—ZICESE, AH 3mgke (KE) F7013240mg % 2 BRI, & L <I3AHA
480 mg % 4 BREIFR THRE LZEORFIOBRER & AT R e & OFEZRE
T ABRERISET UMMER SN, YBAEICOWTRAMThhZER, ERRoME -
AEOE THIMEROREHICHAERER T2V FRIS T,
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#£71 FHOEGHWIBSZ A —F

Fﬁ?ﬁ . )EHE' Crnax CmindZS CavgdZS Cmax,ss Cmiu,ss Cavg,ss
= (ug/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL)
po 516 272 31.0 113 62.1 77.6
me/ke Q (352,70.8) | (16.5,403) | (212.43.9) | (75.0.171) | (27.1,107) | (42.1,127)
7271 383 43.7 159 87.8 109
240mg Q2W 1 (511 103) | (23.3,59.0) | (30.8.609) | (102,254) | (415,158) | (62.1,187)
145 29.7 53.0 216 713 109
BOmeg QAW | (105 207) | (155.47.4) | (37.0.74.8) | (145.336) | 275.137) | (62.1.187)
193 99.6 116 396 214 275
10mehkg Q2W | (146 222) | (865,132) | (101, 148) (329,525) | (184,303) (236, 377)

PRIE (5%/7, 95%3) , QQW : 2 1B FIHIME. Q4W : 4 JBRIHINE. Cmax : FIEIHE5-14 OB FE MIFE FHBE. Crinezs :

MER 5% 28 B BT 2 BIEMBTRE, Cuews @ FIEH S 28 B B £ COFHMIFEFRE

N Cmax,ss g

EFREICRT 2REMBETRE, Coins : EFREBIZBT 2RBELEPRE. Caps: EFREIZLTDF

)it 7 e
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4. FERITOWT

EXfL Y 27 EEFE RMP) ICESE | AHOERLEZEEERTEE~0 B i
Wb DHER Th > T, REOHRENEY 2 BE LB - HFEL, AHORSIZLVER
REWERZRB LIZBICHIET 2 2 R RER D LTFOO~Q@D T~ T &=
RICBVTHEAT 2 ETHD,

O MEFRIZOWT

D1 FTED (1) ~ B5) DWTNNTEETIHHETHD Z &,

(1) EAEBEHRENEET D NADFEEL RS ERER R A B FEEEIL IR,
WIS A RS FOEEE L ARE,  HUES A RSERREER £)

(2) FFEHRERPT

(3) EHERFRAMENEET DR ADEEER (M ADREEE TR, SAZHEE
BIEBE, B AREEEHEERER L)

@) S RALFRIEELHRE L, S RER L HRIEDEE | IS REE b A RIER e
2 ORI IR D RHEIT > TV D HER

(5) PIEMEEALSEEMEOMBREEI SR D BEEZIT > TV DR

D2 BFEOHREROBHERARREF ORI H4 72 500 & Rz FFOER (TRO
WIS T B ER) 23, YRR OAFICET 2HROBEE L LTERESL
TWB Ik,

S

o [ERGIFIER 2 EOUBMPHELET Liz%IZ 5 ELLEORATBROBERME %
ToTWaBZE, 9b, 2EL EiZ, DAEYEES T E LIEBERERTOWEL
T TWNBI L,

o ERMREFFEEE 2 FOPBMFHERET Lizkic, HILREOPAEYERIELZZT S
FL LB FOBERET>TWDH T &,

o EfMGEHRE% 2 FEOVHUHERIET LI 4 FELUEOBKRRREB L TWD
Tk, b, 3ELL R, HEILEEONAEYERE S DIELER T ORRRUHE %
IToTWNBIZ &,

@ BANOERLFEFREHROMEHICOVWT

EELEREHICHETIELENRESN., NESENLOFRED, A9 - K
SMEFLANEROBER OVEAMSICAT 5 ERIEM AEEEBBELIZHEORE
LI, ENBRDIITON B EHINES>TND Z L,
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® BIERA~DORRIZ2OVT

@-1 MEFR I BT A EM:
BEEMREZOEELBWERANREA LZEIC, 24 BEAZEREH OT., Yikiisk X
IEERERICRBW T, R LZBEWERICE U CAREER LU CT £ 0RIVER DRI %

BERREOHERNY B FICBE LI, EBICKUSTRERESINRE - TWD I L,

@-2 ERREEIC L 2 HFEFESXINCET 2 EYF

MABRICED I FEMAN 2R E L2 AT 2EEEEEVRIERATE=2 ) 7
EEDIERDORI ) —= 0 T RITVWERE L FRE LA TE 5 F— LEREHINE
SN TNBZ L, 28, BEEEIZOWT, BABRE L FOFRICHSICEAMINT
WwWanHIZtkl,

®@-3 BIEA ORBW-ORITIZBE L T
BIVEA (MEMEMERICI A, EEMENE. DR, Bk, BEHRMARE, KK,

NNER, BEEOTH, | BEERE, BUEFR, HFAe, FEEEE. k. @(bHaeg
%, FIRIFHERES . TEAKERES. wREES. BEE. BITES. Nk, EEOK
k=S, FURMARZEMRIE, infusion reaction, EEZRIMREE, MEKERIEERE, L.
ek, BEOBRR, SEERK, BEORERIS, MBREE, CiEES (LEHS) -
IR - OEMEBSMGES) . RIFEREE, EEH M, B o LT, Yikhaak ikt
BEEEEEAOFEMMELE T HIEM L EE L EEROZK-CHIGICE L THRERUE
EZIToNAEHFICHHZ L), ELICHEHRABEN TE HEKENRE-TWDE I &,
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5. EXRLRHBE
(BB 4 5 FE]
O TROBRFIZBWTAFROBEESRIES N TND,
o 2 0L ED(LFEERO D DIREEIRARELLEST - BREBERE (RFIEMmE

5)
o ABFEIERE D2V HER2 RRYED ISR EISR A RE /21T - BB EEE (LFRIE
& DHER%RE)

* (1) AXFVTIZFUORPIRVEZE Y, () AFHVTFFF "YU F—RrArvy
LAROZNMARD T T (i) AF VYV IS FoRBTH 7= - XFAT 0 - F7F
F N 7 ABRAH

@ ERELFRFEMIERER (ONO-4538-44/CA209649:85R8) K UNEERILFE S O/M A5
(ONO-4538-3738) 12T, XIRIE (bREENIT 7 BN HEERE) L
B LT, AFHEEREOEDIENRENTWS, L, AFloLEFERIZEVE
EHBORBEENEL RDBERAIBED LN (plI~158M) | £7=, PD-LIEIRR
(CPS) IC LV ARKD EFRENRENELRDEMPBITIESNTVS (p7~8BH) , K
HlE LT, 2 b &2EE 2. PD-LIRBEE MB5%AKN (CPSSHKE) THD I & 13D

ENTREFICBWTE, LFEERMIZ X BIRRIZOVWTHERT 5,
* o RKFIOZWEE L LT, BR5E4 : PD-L1 IHC 28-8 pharmDX [# =) BEBEN TV 5,

@ TRICZEYTIEFIRT IR OEE R OERAFIEIZ OV TE, AFOFEZME
DL SN TELT, FHOREFRL RO,
o —RIBEROZRIBFRELZ T TORWEEIIHT 5 AF| 0Bk s
e HER2 BtEDBEIIRT 2LFHEE & OFR%KE
o OTAADOEERT IN TV RWMOFUEMEERH & O A&k E
o EMBIEEL LTS

(ZathicBd 2%ER]

® T&E ;Mé¢6$%_owfi$ﬁ®&5ﬂ SEENTWBZ b, ®EZIT
LWz &,
o AHFOAS IR LIBABUEOBEERO H B EE

®@ RERTIOFHmIC ﬁwf?ﬁ:ﬁ%?é%ﬁmowfm\$ﬁ®&5m%ﬁén&w
D3, OREBIRES 2 WEEIZCRY | HEICARZEHNT LI 2BETE S,
. ﬁgimr%@éﬁﬂiﬁﬁwﬁéﬁﬁ
o JAEEGHRE CHIEZ 2RO 5 EE R OTEEIE O BUR BRI R G
LD REMREER R LN D BE
o HEREKRABOAM. XIIEMEMZE L ITERMED B CAEEADOBERED
HoHEBE
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o @B CEmESMBEREEZSTy) OHIBE
s ORI EZETLIRE
e ECOG Performance Status 3-4*V D B3

UED  ECOG ¢ Performance Status (PS)

Score | EZE
0 | &<RERLLEHTED, BFEAEFLBBEEIHIRARITZ 5,
| REREI B LVEENIEIR S5 25, HITRRET, BIEECHE > TOELIITI Z LN TES,
Bl . BWFEE, BHEE
2 HITARECH N DOHF DB Y O Z 3T TAGEEBMEEXTER Y, BPD 50%UA LA~y FAT@EITT,
3 Bon-BODHEOEYDOZELNTERY, BFO 0% EEZXy FOARTFTBIT,
4 2T RV, BOOHFOEY DI L1328 TERY, B2y FBRTFTRIT,
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6. EICEL THETR&FH

O BACEZICNL, BLERGEESE BRIET 2 ERE IS S AF DR ORI
OO VBERIEREHICEME L T OERTAZ &,

BERGICEL D, BEXIIZORRICEERERELZ AR L, IEZG
Trb&EETHI &,

A LALFETE L O S ORI &G 2l 53545, PD-L1 BERGERTLHZ &
NEE LA, PD-L1 BEERHER TERWEAIIE, AR (LFREE OFAD
WE A ETNCHEMT L ETRETEZE,

EREWER DR A MTONT

)

®

BEMEMREEARS LbNBE 2 ERH DT, KFOKREIZHTZ-> TE, BHKRE
KRR RS, ik, FEEE) OREGRK OWIE X BIREDOEHSE, BEE 157
AT b, F, BRESUTHEER CT, MiE~— 0 —F0ORELZERKT D
ks
AF| O EIIEE D infusion reaction (2 X TERARFIZ 072X D TE A4
Hx2{To - ECRT B 2 &, F7-.2 BB LIEOAKE 5 FFIZ infusion reaction
BHOELNDZ EbHDHDOT, FHEERROKRRL G T RIT AL Z T A
VEBIET A%, BEORES+SICMET A Z L, 728, infusion reaction %
KB LHAICIE., 2 TOMERVERNZERICEET 2 £ TRAEEZ 088
THZL,
FORIRERERESE . TEABEEELRVRIBEREERS LN Z LB HH DT,
AF 0 F S BEAART M O 5-HAR X ERIRIIC N WA BERR & (TSH, 2B T3,
Wk T4, ACTH, I aLF Y —/LSORIE) 2FEMT DT &,
AFIOBEIZL Y BEOGRERKIGIZER T 2 & &2 b 2fkAx 2KREBRE
BHOLONDZLNHDH, BENRDONHEITIE, BRLUEBRIIS U
B e ek & RRBR A O AT & EE L CEEERIRBW 21TV, BE DR
IS L BRIER A BN D HEICIE, AR OREX T, ROBRIBRE SR
NEVRIOBRESA2EZEBTDHZ L, 2B, BIBRRERLVEORFIZEVENE
RoSENRD b WGEICE, BIFRERVE LSO G Fl el
LEET D,
BERTH, ORI OE A ARB L THhORWERANRRETAZ ENH D70,
AR OEEKTHRICHRERORRICHZICEET 5,
| BURERRYS (BUE 1 BUBEIRIA 28 T) Bhobil, BRAEES M7V R—3 X
WKELZLRHDZDT, NiE, B, EEEOEROFEHCMPEED LFIZ+
SEBT L&, | BERFRREDNZHAICFREEFEL, 1R B
KO ESOBENLNEXITO Z &,
BUERT&. FAE, RS, I, BEHEEERRHLONDZ EBH D
DT, FHRICEERELZITV. BEOREBZ+LDICBET L L,
REIBEENRSH LD ENHEOT, BOEFEOFEL EHHIICHRT S
22



Zk, T, ROBENRED DNHEITIE, HOHICERBE* <215 &
IBERRETHI L,
® FFNOEKRARICBNT, BERBELH 1 ERIX 6 BRI L., TR, 12
B = LA DFMZ{T o TWiEZ & 28510, AFIREDIIELNICE S
RETHROMBEITI Z &,
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KEEHEETA F7 1
=RA~T (BETHBL)

(BR7E4 : 7V —RERBE 20 mg, 47— RN RBEFHFE 100 mg, A7V —
AAEREHE 120 mg, 7Y — R RTEFHTE 240 mg)

~ S R o B~

¥Rk 3 O4E8 A (4Fn 54 3 AEKET)
B4 FEE




B&

N N S

LU Bz

REIORF. (ERHF

B PR A

FEERIZ DUV T

BEXRE 2 DEE

BEIZEL THEETN&XFHHE

P2
P3
P4
P10
P12
P13



1. XL

ERLOENE « TEMEORERD = DI, A CEZICESW B IERER KD
b, 61T, EEORZHMOESRC LV | PUREIER R & OEFH TR MERAE
FEELPEBRENDP T, IWODOERMLPEICLERBEICRIT 5 2 & BNERO
ML 2o TRY REBEMBOEER L WEDOIEARFEE 2016 (FRK 28 4 6 H 2 HEERE)
WZEWTEH, EFHNEEMEOFROREIHEERZRKEZ & 3T 5,

FRERBFERD L, HEERRLEEM T 7 7 A AVDPBEEOEEL EAL MR
RBHBZERHD, Z0H, AIERVEEEICETAERN+0ERET 5 TOH,
UHEERGLOBREZBRSZT I EPHFENIBEICH LU THEATS & & BIZ, BIFE
FANRFRLUZBICHERSE E DI EPARER—EOEM LM T EREE CHER
THZENEETH D,

Lizido T, RAA RTA4 Tk, AREBOINE TICHELN TV AEFEFERR -
BEMRMCESE, UTOEERORKERERAZHET I8RO NERENF, BZX
FEROEEFEETT,

BB, RHAA KT A 0E, MSTEEANEERERERAGHEE, ARtFEARK
BERERTS., —BRAMEANBRERNBES., FFEFEFEEEAN B AEFESRD
—REFERATE N B AR ERFZS DOWHIIO b EERR LT,

SR E R AERE ATV —R AT 20mg, 47U — R REERE 100mg, 37V
— R EREE 120 mg, A7 V— R AREHE 240 mg (—R% . =
R<7 (BlaTiH#z))

HRLRDMENINE « BIBRREE/EST - R OB K E

HBLRAAERVAE : B% . RACIE=AL~T (BEFE#Hz) L LT, 15 240mg
% 2 IR XL 1 [E] 480 mg & 4 WM T AMERET 5,
A) hvT (BaTHlEz) LOHRT2HAF. BE. KA
iE=R <7 (BfFz) & LT, 18 240 mg % 2 @HEH
&SI 1 [|] 360 mg & 3 @RI CaidirEd 5,

& R 5t ¥ NEPERG TEMRASH

(B%E)

R IR A Y — A A REFRHER Somg (— k% AU AvT (ETHA

#iz)) OPENIIDHE., AERUVCHE

BHEE SUIRN R« UIBREERETT - BROEMET R IE

AERVCHE . =L~ 7 (@ifarH#Ez) CoffRicisne, @%F, RAZI )

rvT7 (BEFHEZ) LLTI1E ] mgke ((RE) % 6 @BREMRTE

HEHET 2,




2. AR, 1EAERF

F 7D — R TR 20 mg, FAFEERE 100 mg, FAREEFHE 120 mg X OF AFEFRE
240 mg (—fk4 - =R~ 7 (BEFE#Z). LUF, [A&F) &vdo) id MRS
TEMREHLE AT Ly 7 R GRTVA MY v A=K 2747 (BMS) )
BEZ L7-t b PD-1 (Programmed cell death-1) 1Zx9 % & RE! 1gG4 €/ 7 v —F ALK
Th s,

PD-1 1%, EHEAL L2 D 88k (THIfE, BAIIRR O T2 7 40F% 5 —TH#HIR) RUVE
BERHMARIZRIT S CD28 7 7 2 U — (T MIAOEMHEL & fHBHICIE & AICHIET 25
FE) BT BZEBETH D, PD-1 iIHURISMARICREE T 5 PD-1 U W K (PD-L1
BOPD-L2) AL, U2 BRICHEE Y 7P A EmEL TV U BROTE M LIREEE
BICFREI LT3, PD-1 U H Y RiZhURIR MR B b Ok 22 ERHERRIC R
LTkY, BEEEERE) LU LUZEREERIZRITS PD-L1 OB LMEROLSF
I & ORICAOHBEEZER S 5 Z ENBRE SN TVWD (Cancer 2010; 116: 1757-66)
- ENEAEAE CIIAREE THRNSELT S/ ¥ —Tzra L H < (IFN-y)
IZX > TPD-L1 OREBENFE SN, &5 LIZEBHEICRIT 5 PD-L1 ORB L FED
AR & ORICEDOHRBEENH D L O®EL H D (Sci Transl Med 2012; 4: 127-37),
& B2, PD-L1 ZHIRE S-S AMARE, JURKER CDS it T fMild oMiaGE
TEMEZIE8 854, HLPD-L1 HI{AT PD-1 & PD-L1 ¢ OFEAZHET 5 L ZoHR
EEEMENEIET S ZENTRENTWD, ZHDOZ 225 PD-1/PD-1 U HY FRRRIE, 28
AAIRARPURR RN T MR L ORBE R ET 5BFO—2L LTEZLATY
Do
AH i, BERBROFERD> b PD-1 OMISMER (PD-1 U 4 v FESHEED) IZHEE L.
PD-1 & PD-1 YAV REDOREEERET LI &ICL Y., BAFIRFENZ T Mgl
PEAL R ONS AHERRIZ 33 2 MRS BTG E 2 380832 = & ORI 2R TUER IR 27”7
ZERHER I TV,

IRHDOMENS, AFTEMEREICHN T AFTZREEREICRVE S O L BT S,
EM R R ERE 2R E LI-ERRRBR L E L. AoE, Zet R OB HER
ST,

AEIOVERBFICE S BEOREIGNC X HEIERENH bbil, EEIILETIC
ELHENENRD D, AHOBREGFREEZIIT, BEOBEZ T2ILTV., BENR
H BB EITIE, BB L ZFRIS U FMB e i & BB 2 FFoER L EE L TE
YIRS 1T\, BEORERSIC X 2 BWEASREDILSHEITIE, BIRE R
TR OTREFEDE LB EIT O LERH D,



3. KRR
BIBRANEE 22 ST » B3 o0 R g b F7 RE oD ARGRIRFIZ 5T 24T - 7= E 2R BRRFRBR DO AR
INT,

[(FaiE]
O EANFETFEFABR (ONO-4538-41588%) (Clin Cancer Res 2019; 25: 5485-92)

T FFEEFNE A N UFE NS R LAY EOPFRAEEIZAIE XTI OL]
MRANRERIETT - BROBEMMRT KR ESRSE (ECOG Performance Status 0 TN 1) 34 %
KGRI AH] 240 mg % 2 W R C R Uiz, TEHBE B Th 2 F23E (Modified
RECIST criteria (2004)(Z 23 < HRHFEIZ L 5 CR L PR) 13 29.4% (95%fE8EX M :
16.8~46.2) Thotz, ¥, FRNIFHRE L-FEIZ 5.0%TH -7,

@ EREELFRFEIMAERAER (ONO-4538-48/CA2097437 5%) (Lancet 2021; 397: 375-86)
{VBFRERISER DU REE R AT - TR OEMRE TR EREGSE (B AANBEG6
BlaEte, AFEA VY b7 B EOftA CUF, INHAER) &v)H,)
BE303M1, (LIE (FT7FFHE CRATTFUREINETTFL) XA L X
= R MU o LK E O BE3026) xRz, (WERER LR E LT, NHF
REOEIMERVCEEELZRET Lic, FEFMOEER ThHh o 24EFHM (FRE [95%F
X 1% NHEEHRET18.07 [16.82~21.45] 7 H | {LRIERET14.09 [12.45~16.23]
AHTH Y, NHEFRBSIHMEFRECH URFFERICEERER 2R L (AF—F
H.0.74 [96.6%{EHEXE : 0.60~0.91], p=0.0020 [J&Blog-rankfRE]. 202043 H250 5
—&Hhy "NET),
1 A% 1 H 3mghg (KE) % 2BRARR. 1 Y Av7 (EEFHEEL) 16 1mgkg (KE) % 618
FARAME CATEEHE Lz, BERARESMICEV TR, ARZREOICHEL, AU AvT (BEFAMR
2) IABIOBERT 25 30 HL EOMEE BV CRELBRE L.



1.0

0.9 \
0.8 w0
0.7 k = ‘L‘ N+|9#ﬁﬁ

0.6
0.5
0.4
0.3
0.2
0.1
0.0

Probability of Overall Survival

Overall Survival (Months)
Number of Subjects at Risk

N+IGHFAZF 303 273 251 226 200 173 143 124 101 65 30 1 2
{r5askat 302 268 233 190 162 136 113 95 62 38 20 11 1
1 247 0D Kaplan-Meier Hi#t (ONO-4538-48/CA209743 3B)
(EfER L S T-4F)



[Zz24E]
OEMNZH TEFE (ONO-4538-41785R)
BHEEZRIT323461 (94.1%) IZiRD HiL, AAILE ORRBERBEETERWEEESR
1323/34651 (67.6%) 12D BT, FEEENRSBUEDRERIZTERD LBV Thol,

1 BEENS%IULOBIER (ONO-4538-4138) (LAt &)

BEIXSE BFilEx (%)
HARGE 34 4
(MedDRA/J ver.19.0) £ Grade Grade 3-4 Grade 5
£EIEA 23 (67.6) 7 (20.6) 0
AZWEE
R IR REIR T 2 (5.9) 0 0
BBEE
THI 4 (11.8) 2 (5.9) 0
A%k 3 (8.8) 1 (2.9) 0
I 2 (5.9) 0 0
MR 2 (5.9) 0 0
—f% - SEEER X GBS OKRE
EEUx 3 (8.8) 0 0
wH 2 (5.9) 0 0
FEER 2 (5.9) 0 0
BRARRE
Y 8—EHEm 4 (11.8) 2 (5.9) 0
7 35 —EHEm 3 (8.8) 1 (2.9) 0
U BRI 2 (5.9) 0 0
Rt L UREREE
BHRRE 2 (5.9) | (2.9) 0
HERRE LUK EAKES
A& 3 (8.8) 0 0
K& XU THEEE
*5 4 (11.8) 0 0
BER B IR 2 (5.9) 0 0

72¥ ., PRIREE 2 41 (5.9%) | ITHEEEREE 1 1] (2.9%) | FIRARBEAEREE 4 1 (11.8%) |
R AR 2 6] (5.9%) . KAGHK - EEDO TH 2 41 (5.9%) . 1 BUERA 1 6 (2.9%)
DB b, T, BHEES. EEOERE. TEEBERESE, BITHERE.
L. BEIEMIESE., MK - BEIE4C. infusionreaction, S5 & HIEAK, LK, Mk, #
BURBMRIE/ 2 A4 3F —, Rl MR SRR, TR, FRIR ILe AR iE &k OE1L,
PERRE R ITRRSD b ofz, ARWERARBLRIUIIEESES (BIKRAEERY 251)
EEDERERE TS

QOEEHLRFBIMAAABR (ONO-4538-48/CA209743 FHER)

BEERIT NH GFARE 299/300 B (99.7%) . {LFRIERE 277/284 B (97.5%) 1SR
L, IBBREE & ORRBRENEE TE WA EEFZII NH FFHEE 240/300 1 (80.0%) |
{2 R 233/284 ] (82.0%) Wi BTz, WT IO CHREEN 5%LL EORIE
RAIITROEBY ThHoTz,



2 WEAHOBCREENS%L LOBIER (ONO-4538-48/CA2097432K)

(Z2HERAT R S48 F)
Bl (%)
RERIRSE N+ {LFRIERE
HoARRR 300471 284431
(MedDRA/] ver. 22.1) £Grade Grade 3-4 Grade 5 “Grade Grade 3-4 Grade 5

2511ERA 240 ( 80.0) 91 (30.3) 1( 03) 233(82.0) 91 (32.0) 1( 0.4)
BB XU THERES

Z D HEE 49 (16.3) 3( L0) 0 1( 04) 0 0
RiE 43 (14.3) 3( 1.0) 0 15( 5.3) 0
BOR EBIRERE 16( 5.3) 1( 03) 0 2( 0.7) 0
BHEE

T 62(20.7) 10( 33) 0 21( 7.4) 2( 0.7) 0
R 30 ( 10.0) 1( 0.3) 0 104 ( 36.6) 7( 2.5) 0
B 12( 4.0) 0 42(14.8) 1( 04) 0
g 8( 2.7) 0 41 ( 14.4) 6( 2.1) 0
—f% - EHFEER LRSI
DINEE

S 41(13.7) 3( 1.0) 0 55(19.4) 5( 1.8) 0
EAE 25( 83) 0 0 44 (15.5) 12( 42) 0
FeE 16( 5.3) 0 0 5( 1.8) 1( 04) 0
BRRRE

U R—FHE 20( 6.7) 13( 4.3) 0 1( 04) 1( 04)

735 —EHEm 17( 5.7) 7( 23) 0 1( 04) 0

TS5 TI/RTRT= 16( 53) 5¢ 1.7 0 2( 0.7) 0 0
F—EHM
PSR

KIS BE (R T RE 32(10.7) 0 0 0 0 0
HERERE LS HRES

s 22( 7.3) 1( 0.3) 0 0

Aot 15( 5.0) 0 0 3¢ L) 0
KRB LOREEE

BARRLR 29( 9.7) 2( 07 0 50 (17.6) 2( 0.7 0
B, vER LUCLESHHE

HEAICE S RIS 24( 8.0) 3( 1.0 0 2( 0.7 0 0
R REE

HRRT2 3¢ 1.0) 0 0 19¢ 6.7) 0 0
MigE LY L REE

=yl 6( 2.0) 1( 0.3) 0 102 ( 35.9) 32(11.3) 0
T Bk R 2( 07 2( 0.7 0 71 (25.0) 43 (15.1) 0
M/ NR R E 2( 07) 2( 0.7 0 26( 92) 10( 3.5) 0
A i Bk A AiE 0 0 0 2( 17 8( 2.8) 0

72 B NH JERERIC IV T, FRRIREEERE S 43 1] (14.3%) | JHRERERE S 36 #1 (12.0%) .
infusion reaction36 5 (12.0%) . FREUFHRARAE 34 51 (11.3%) . #REFEE 22 651 (7.3%) .
R MEATER R 20 B (6.7%) . KGR - /MBK - EEDOTHI 19 ] (6.3%) . BEiSrEES
15 6 (5.0%) . FIEEAHAEREE 12 6] (4.0%) . EEOKEREE 1046 3.3%) . %
761 (23%) | BIBHEERES 6 # (2.0%) | LIERESE 4 61 (1.3%) . K3 #1 (1.0%) .
BIERESE 2 H (0.7%) . SEHRE 21 (0.7%) . FK 261 (0.7%) . FEIRMA2ZE
FE 2 1 (0.7%) . fidds - BEIEAS 141 (0.3%) ROV 16 (0.3%) BRIz,
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iz, 1V EER, BUERFR, AL, Bingk, ERLRMKES, NRARER
B, i, ARG, SN R OELIIRD bhied o T, ARIERERIRIITIEE
2 (BRAREEREZE0) 28 0ERHRERETTS



(HiE - HE]

AMOBEMBEYEETFNLVEZRRA LY I 21— a T, &4 480 mg %= 4
BRERRR CER 5 I ARO Ak - ABS TRE LEBEoARFIOMBETRE RN SN
Tro TORER. AFK 480 mg % 4 BN THR 5 LZBROEFIREICEIT 2 FHMiEH
BERE (LT, Cagel EVVI,) 1E, AFI 240 mg % 2 WHEIMRE THRE LIZERD Covgss &
BT 2 ETRIESNE (TR, o, A% 480mg % 4 BRI TS LIZBEOEF R
BEICBITAREMETEE AT, [Cuxsl EV5, ) 1E, &4 240mg %z 2 BEFEFR
TEE LD Cons E B L TEELZTT EFHENZHOD, BARABEIZBWNT
ARENHEDR SN TWAERE - BE (10mgkg % 2 BREIBRTERE) THRAZEKRS L7
BEOD Coaxss & B L TIREZ RT & FHIENT (FR) . M T, BEROBEEIZRIT D
F—ZITHES % AKI3mgkg ((FE) ik 240mg & 2 BRI, & L < i34H 480mg
% 4 BRRRCTHRE LIZBEOARIORE R GEIL e & OBEZ R T 0%
BRIGET AR I, YZEEIOWTRENM TN /ER, LEROME - AED
B CHMER OEEMICARLEZER IRV EFRIS L, £, BMEMRET RESRE I
BIAF— X ICESXHELFBERSET VEFIA LT, &% 3 mgke 2 BRERET
5, 240 mg  ABMETKRE) Xit360 mg G EEBRTERE) LAY LT

GltfEFHE¥Z) 1mg/kg (6 BEMRTRE) 20HH LicROFIMER N EEEZ e
LR, FERofE- AEOB TAMER ONEREMICHRERZR TV E TR S,

£3 FHOEBBB AT A —F

FH{:E . FHE' Crnax Crnindzs CavgdZS Cmax,ss Cmin,ss Cavg,ss
- (pg/mL) (pug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
Sl 516 272 31.0 113 62.1 776

MEKE (352.70.8) | (16.5,40.3) | (21.2,439) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 437 159 378 109

240mg Q2W | (531 103) | (233,59.0) | (30.8,609) | (102,254) | (41.5,158) | (62.1,187)
145 20.7 53.0 216 73 109

AB0mg QAW | (15 907) | (155.47.4) | (37.0.748) | (145.336) | (275,137 | (62.1,187)
193 996 116 39 214 275

10 mg/kg Q2W (146, 222) (86.5, 132) (101, 148) (329, 525) (184, 303) (236, 377)

Ll (5%5, 95%5) . Q2W : 2 FERIRIE. Q4W : 4 BEIEMR, Crmex : FIEH51% OFE MIEFHRE. Cmindzs :
FEES% 28 B BICBT 5 RIRDETRE. Cueos : HIEHRE% 28 B B £ TOFPHMBEPRE. Craxss
ERIREICBT AR EMETRE, Crinss : EFIREICHT 2 REMEFBRE. Coes - ERREICHIT DT
)7 PR E



4. HEFKIZHOWT

EES Y 27 EEEE RMP) ICESE | AFIOEFKLEZEMEEREE ~OH /14
N DR Th o T, AR OBRENEI L BEEZBZHT - BEL, AFORSICLVERE
REWERZRE LBICKIET 5 2 & BUERD, UTOO~@D T T4
FRICBWTHERTAETH D,

O HEFRITHOWT

D1 FEo (1) ~ (5) OWTFRNICEYE TIMX THDL,

(1) EAEBBRENEET DA LFEEENSAS ERE R AR FOEE LA
HuIE s A FE AL SRR, s A RS IRIARE 72 )

(2) FrERRERDT :

() BEAFRMENIEET HPADREERN (BADRESERER. 1S ARIRESE
WARRE, DS ARSEREEEHEERT L &)

@) AL FBIEELRE L, SRESCFRIEDRE 1| UISRIEG LA REZRE
2 DR EAEI R D R EIT > TV D liE

(5) PIEMEEEALS EERMEORBFEEI R D MHET> TV DR

®-2 %‘rﬂ@ﬂ%qﬂBZHEMI:%%&&U“EM’EFH%Eﬁﬂ#@iﬂ‘“ WD R E RO
Ef (FEOWTNNIZEYTAEM 25, YE2EROARFICETAI8ROELEE L
LTEEINTWS Z &,

7=

. EHIGFERAR 2 FEOVRIPHEZET LI2%IZ 5 FLULEOM AIREDERIRHE Z
[TFoTWAIZE, 55, 2EU LR, DAEMERER2E L LEBREBEEFONEL
ToTWHZ L,

o [EfiITERER 2 EOVMPHERET Liz%IC 4 ELLEORIKRBREZE L TWVD
ZE. b 3FEL R, %m@ﬂ%qﬂ&ﬂﬁmwzﬁzwﬁ&m@m& SR DEEIR
THEEIT->TWB I &,

@ BREHNOERMEREHOMEHITOVT

ERLIEREHICHEETAEEENRESN, HEAENSOBFERED., A - &
SMEEEROGE L O EMS T 5 ERIR M, FEERREE LB ORE
EFN %bi‘ﬁ%ﬂtﬁbﬂéﬁtﬁ%Mb%oTb\é - L

10




® BHEA~DORRRITONT
@-1 HEgkkHIC B 5 Eit:

MEMEMEEEOEE RBIERANRAE LI, 24 FFRREIEHEH O T, YUikhEsk X
IEHERRR IO T, BRELUZBIERICS U TAREBE O CT £ D8I1ER D&z
BRBEOHENY BHICHE LN, ELICRISTATEERERBESTHWD T &,

®-2 BEREHEIC L 2AFEFESRNGICET 2 EY

BABRICED DFEMN RO R OCERE2 AT O3EREEENEWER =51V 7
EEDIERDAT ) —= 0 T EITVERE L BHRE LG TE B F— AEERKHNE
SN TWaZ &, 2B, BEARIZOWT, PABRELZORKRICTHSICAMENT
WAHZ &,

®-3 BIfERA ORZEr-OXRIZEE LT

BIVER (MEMMERICIN L, EEMHEAIE. OFFE., 7. MBUHRAE. KIBX.
MNER. BEEOTH, | BBERRE, BUEK. A2, FEEEE. iFL, Bemy
K. FIRBEEEE, TEARERS. HRES, BEE, BIBESE, Nk, EEOK
WREE, BRMIZERIE, infusion reaction. EEZLMKEE, MEKERIEFELE. L.
fEk, BEEOBX., SEER, BEORENE. BEEEE, LREE (LEE -
AR - OEHEEASGHESE) . RIFERES, FEEH M, M%) oxf LT, YUk Uit
BEEAEEOBMMELH T 5 EM &EE U RIER ORZEOHITIZE L CTRE R UK E
ERTONERMECHD L), BEHICHORUEN TEX BEENAESTVD Ik,
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5. REXRRLRLBE
[E2hEiB§ 5 FR]
O TROBEFIZBWTABDOAEDERIREN TN D,

@

o ALEERIERE 2 T 5 YRR RE LT - 3 OB MiR T B (RF B 5)
o ALFERERIBROUIBRA G2 ET - BROEMMIRTAESE (1Y) AvT (&
oFz) &DOFHR)

TRICHY T B AKORE R OEAFEICOWTIL, AFOHERHLE T
BHT. AHIOBERG L 125720,

o AEERIERIBREE T S AF R 5

«  FRORMBIERE

(2§ 2 %1E]

@

)

TRICEZE T IREFIL DV TEIAROBRENEZEINTWB Z b, #EZ1T
iz &,
o AHF ORI R LIBBEDBEERED H D BE

REATOFMIZBWTTRICHE T 5 BFIC OV T, FFIORGIFHERE I L2

N, MOEERIRESRWGEEIZRY . EEICAAEER T L e2EETE 2,

o FEMMREDOEHIREDH D BE

o JIEGRE CHRIE R 2RO 5 BE K OVEENME O BUR R ITIR ARG ME AT 2
LD RIEME(LDH LI D BE

s HORKKEBOEG, XUTEBMHEAMLE L IIEREEDOH CABEREOBERD
bhoEE

o  [EAEBER (ELsMRBEEZET) ObsEE

o EHORRIIBEFEE T AEE

*  ECOG Performance Status 3-4 "V D B #F

) ECOG ® Performance Status (PS)

Score | 3
0 2B ESTE S, BFRAIEFRL B EEELGIRRLITL S,
. RSN LVEBNTIHIR SN D25, HITARET, BIEERDE - TOELIIITY 2 LN TX 5,
Bl BOFE, EEEE
2 BSITFEETADOF OB O L3 TR TRREENEEETE A2V, AFO 50%LL Eid~<y FALVCil T3,
3 BoNTEHSOHEDEY D L LMHTER, BFOS50% U EENy ROVFFTIRIT,
4 | £&<BTFRV, BHOOFDOEID DI EIZEL TERY, BRI~y KO BRFTE T,

12




6. BEZELTHETR&EEH

D A CEEICZ  BUESRGEEE PR T A ERIEICE S & AFI 0O RREK OMEIERE
RO DITHERERE IR L COLERT 3 L,

HIRBRMAIZSE S b, BEIIZ OFRICAEDEROEREEX+SFA L. REZE
ThbEEsT52 L,

ERBERHD~XR T AL MZONT

W

@
€)

BMEMRERERHLND B8 HDEDT, AFOHEGIZHT- > TiL, BIKE
W (R RS, ek, FEEE) ORGERUINE X BiREOERE., BEL T4
AT &, Fhe, MEZSUTHEE CT, MiE~—b—¥0BREZEKT D
Tz,

AR O EIXEE O infusion reaction 2 2 CTEARFIZ+ 072X IGD TE H#E
H%&1T o7z ETHtET 2 Z &, £7=.2 [E B LI OARFZR E5RFIZ infusion reaction
BHLONDI L EHDOT, KEEEFROCAFFREKRTRIT AL ZTA
VERIET A%, BEORES+QICBIERTHZ L, 7238, infusionreaction Z
B LIZHAIE., ECOBERMERNELICEET 2 E CTREL TOBE
T52&,

FRIRSEEREE . TEABERERVRIBESERNHLONDH I LBHDLDT,
A DO 5 BAEET R O 5 #AR P ERBIC N WERERRE (TSH., 25 T3,
58 T4, ACTH, fifaF Y —VEOHIE) 2EETDI L,
FHDBEIC LD | BEORERNIERT S &E X b DEkA REBLRE
BHooNDI bbb, BENRDOREHAICE, BRLEFRIISLT
BERE ik & RR A2 FOERT & B U CEE 2 ERIZET ATV, IBEDRE
RIS K BBHEAN DN A B EIZIE, AFIOREXTFHIE, RUEIBRE R
NEVHIORESEZEZEETHI L, 0B, BIBKREFRNVE S DEREIZLYEHE
HOSRENRD bN2WIFEITE, BIBRERNVE SO IHE A BN
HLEET D,

BERTH., BOERNOHE DV ARB L THrLEEARRETAZ ENH D7D,
AFNOBERTHICHBERORRICTZITEET 2,

| BUBERRR (BUE 1 BUERmE 51) b bbh, BRFES 7 F—v X
WEDLZERNHHOT, 0B, B, BHEOEROBRLMEEED EFIT+
SEETDHZ &, | BERBENEDNZHAICEESEFEL, AR R
HlOBE5EDBEIRNEEZITI Z &,

BIERTHR. FFARE. RS, L, BHEEXRHobNDZ LDBH D
DT, EHEICBRERE LTV, BEOREBZTSITBETDOI L
RESHERBHLDONDEZEBHHDT, BOREDOHELZ EHRIICHRET D
Zl, Fo. ROEREPRD LNEHEICIT, BONCEREBEEZZZ T2 X
FBREFEHRETHI L,
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@ AFIOBERRIZBWNT, UTDZA I I TEIEDOFMAIToTW=Z %25
Z. AEFTETIIEHNICRIEBRE THROMER
o ONO-4538-41 Bk : 6 BRI Z &

o ONO-4538-48/CA209743 Bk : 5B S 1 FMIX 6 BT &, LT
12 EZ &

1TH52 &,

14



BB AHEET A BT A
=RA~T (GEETHEHEZ)

(B4 : A7 V—FRREHE 20 mg, 7V —FREHEHFE 100 mg, 7V —
REEEE 120 mg, 37V — R AR 240 mg)

~EHEE~A 7 YT 54 NREZEM (MSI-High)
AR50 - ERE~

2428 (FF54 3 AWET)
RSP e




B

1. IZUHIT P2
2. REIORK, ERBAF P3
3. ERIRBUE P4
4. HEERIZHOWT P10
5. 5B L HBE P12
6. BEICELTEETNEFH P13



1. IILHIT

EXELOFDME - BEMEOHEOEDITIT, BAXEZIZESWEBERFERAINKD
bivd, LI, ITEORZHMOESITL Y, PUAEIKR 2 & OESHY 2 SR vE i
FFEEGBPERBINDFT, 2 b0OEELEZEICHLE L BE RS 2 2 L NEBRED
AR L 2o TRV BRHMBOEE & BEDOEARFE 2016 (AL 28 4 6 A 2 HEEZEIRTE)
EBWTH, EFNEEREOHFAOREIMEELRZ DL &N TV,

FHRERABTERL T, BEERCEESM T e 7 7 A VAR EDEE M LA S NICE
RHEZEDNDD, DD, AHEROREEICEHTAERN+L0EET S £ TOM.
YHZEEMOBEZB T LN EIFINPBEICR L THERAT S L & bz, BlE
RARFEH UBRICUNE RIS E & 5 Z LR —EOBEM 2/~ T EREE CEA
THZENEETH D,

L7zi3oT, RKHA FTA4 T, BARBERSZNETIZB LN TV D EZESER -
BENRMICESE UTOEESFOFEERFERAZHET 2B A0 b NEREHF, 2
FROEEEFEEZRT,

RB. ARITA BT A /%, MAITBHEANEREMERESRAHEE., A8TEEARR
FRIRIES =, —EHEAN B RERARIE SR OC— RN B ARESRFS 0% N
Db EFERL LT,

MR ERDERES A7V — R RHEEE 20 mg, 72— R SREEHE 100 mg, 47
R RIEFRE 120 mg, A7V — R EIEERE 240 mg (—i%4 -
=)NeT (BiaFHEEZ) )

SR ERDIBEINE : DSAALFIRIER I U BRI ET - BROEHEE<
A7 a%TI74 VALENE (MSI-High) AT 51 - BERE

RELRARERVAE : @%., KA =R A~T (BfcFAfz) & LT, 1[E240mg
% 2 EMMMRIIE 1 [E 480 mg % 4 &R EINE T AT 5, 4
v AT (BEEfRz) AT HEAE. 8%, BRAIL
=A< (BEFH#z) & LT, 15240 mg % 33 F?F'ﬁf‘rﬁ
TAEEEHET S, 20%. =FL~7 GlGTFHE#L) L L
T, 18240 mg % 2 BHEIMARXIZ 1 [E] 480 mg % 4 AR T&
TS 2,

& & BR 5T ¥ A NEFERLTERKSH

(2%5)

MSI-High %89 &85 - ERREEICE T2 ¥ — 31 SFEFER Somg (—fR4& : A U A4

<7 (BnFH#z) ) OPEXIIDE. AERVHAE

2 e XX 3 B BNAMEFRERIEE U BRI ET - BROGHEE~A
7n#?§4b$§i%(M$m@)%ﬁf5#% [N

RERUCHE: =ALrv<eTY (lcrlifz) SoffAicBnWT, 8%, A
AV L<T GBEFHE#Z) &L T1E 1 mgke ((KE) ’i’ 3
HfHRR T 4 BELREFFET 5,

2



2. AAIDORKE. (EAEF

A7 V=R R ERE 20 mg, [RAEEFRE 100 mg, [FLAATEERE 120 mg K& OV A EEE
240mg (—f%4 : =R~ (BlaF#E#z) ( AT, TH&F) &vwd, ) g, B
MRS E AT Ly 7 2 BTV R v —X R7 47 (BMS) )
A5BAFE L7=t b PD-1 (Programmed cell death-1) (Zxt3 5 & Rl 1gG4 & / 7 o —F /L 41
BThs,

PD-1 1%, {&EM L L7= U 282k (T HERE, B R N F 2 5 4% 5 —T Hifld) ROVE
BERAMATIZHEL 5 CD28 7 7 X U — (T MR OTEHE(L 2 #BIEICIE & BICHIET 54
FH) BT 5ZERTH2, PD-1 ITHURIETMIRICHEE T2 PD-1 Y U K (PD-LI
EOPD-L2) &AL, U 2 BRICIEIE S 7 VB LT Y 2 BROTEMELIREE
BIZHAF LT3, PD-1 U N NZHURIERHIRRLIAMZ B Ok~ 7o EFEHBRICFER
LTHY, BEEAERE LR L ZEEMARIZI TS PD-L1 OB LINEOERF
HFE & ORICEOHEBERERENH 5 Z L 3G S T3 (Cancer 2010; 116: 1757-66)
Tl ENEAERE CITHBREBE T HESELTDIA ¥ —T7 < (IFN-y)
IZX > TPD-Ll OFENFEIN, &8 LB HEMKICEITS PD-L1 OB LHED
AR & ORICEOMHBEBMZE R H B & OHEY 3 5 (Sci Transl Med 2012; 4: 127-37) ,
X HIZ, PD-L1 Z5AMHIFEHE ISP AT, TUREEN CD8 B T HifEoHaES
EMEZEEE&E 5P, H1 PD-L1 Hi{KT PD-1 & PD-L1 & DA ZHET 2 &M
EEEEREETH I ENTRINTVD, EDZ &5 PD-1/PD-1 U FY FREEEIZ, 23
AR HURFFRRZ T IO DHBEZERET 2FO—2 & LTELZLN T
Do

AL, FEEABROE RS & PD-1 Offifasi sk (PD-1 U 4 FREEHEK) (26 L.
PD-1 & PD-1 DAY REDEEEEETHI LK. BATURFEN, T MIROME
PRI R O AMIRRIZ RT3 2 MG EEE 28R T2 2 & TREMNZRIUEREDR 2T
TENHERINTVDS,

INHOHRND AFNTEMERIZ T 2 2BEREEIC RV ES O L BIfFIN,
G- EBEEE TSR L LRRRRE i L, Aotk TR OEAEIHER S
.,

AE|DVERBEFIZE S BEOREIGIC L 2BERER S bbb, EEXIIFETIC
ELEEEDRH D, FHOREFRUERERIZIT, BFOBELT2ITTO. BEFR
HHATIHEITIE, BB L= ERITS U HMR 2 m & BRR R oER & & L
IR W 21TV BEDORERIGIC L SEERR SO 258113, BIBKE RV
FUROKREEOERNEZT O LERDH D,



3. BRI

DS AALZRIE S T U - IR SR R RE e e T - BRORBEE <A 70T 7 MR
ZEM (UUF. [MSI-Highl &\ 5, ) 2B T 2 - EREOARRICFMmEZITo 7
FRBERABROMEE T T,

72%. TMSI-High #F358%] wBEL T, [PCRIEIZL YD MSI-High X H|TFE =hic
BE| #ENT 256 &) I :ﬂMﬁH@MHR&)%ﬁT6$%Jk§ELImA
IRy FEEBENRBFEL TWA I L RHEEIN-BEFENT 554 (KRR . ¢
&b%FKR&_;DMﬁmgaﬁméht%%Xi%rﬁﬁm%(MT\me
EWVN 9, )E’;D<x7y%V@%%kE(HT [dMMR] &5, ) EHIESH
7-BE ZEXT 2841013 IMSI-High #F 3 5 8% | &R L7, IHC {kIZ X 5 MMR
@Ekﬂmﬁ_iéMS@E@ BRIT 96.6~98.7% TV THE Z L EBHEINT
AT

(B3]

WAE T HERER (CA209142 FRER) &2

(AF B 5)

(LEFIERRD & 5™ BRI REER2EIT « B0 dMMR ™ XX MSI-High (PCR
) B 2ET LR - EREEE 74 FlERRIZ, AHF 3 mgkg & 2 BRERFRTAE
BELZ, FEHER THAHEMER (RECIST A K74 ¥ 1.1 RICESIBRERE
EAfHE I X HEeES (CR) XIIHHER (PR) ) OFERIE. 31.1% (95%FHIXH :
20.8~42.9%) Th o7z,

GED 1 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 HBROEHDO 2R — b0 5 b, {LFIEREDH 5 MSI-High 283 275 - EHEZ IR
L adh— MBI ARFERBERRUOER A V) AT (BeTHEEZ) LOFRKSHEORKERIC
DU TERHL

W) D7 LY I VL RAEREERROOA XY U S5 F A U ) T SRR E ED 1
DU EOCEREROS D $%‘7)>$€T%<‘: iz,

(4 g am 2 35\ T, THC HEIC X 0 3 X< v FEE S /32 TH 5 MLHI, MSH2, MSH6 X (3 PMS2

DWTRNOREBENRD bHRVEEIC IMMR & HIE shiz,
m”ﬁfﬁ%i@%ﬁéntDNAkkwT\5@%@747D#?74hv—w—%%ﬁﬂﬁkfé%
i 2FEEU EOw—h—onT, 6BEU LD A 7 uYTFIA hv—HI—kBTRGE LT IHEE
Ldi 30%LL L= —H —IZH5\W T, PCRIEICE Y ¥4 O BEMPRH 7235862 MSI-High LHIESH
72



#1 BBEBRADHRRCEDHE (CA209142 HE)
(RECIST ver.1.1, EZHEAT cHEEH, BBRELEMYE, 20164E8 A 10 BT —F b v b4 7)

Bl1%% (%)

TN DTS
BERBEDR 74 {5|*! 53 i
SEREZ (CR) 0 0
wWwE% (PR) 23 (31.1) 19 (35.8)
= E (SD) 29 (39.2) 21 (39.6)
# 1T (PD) 18 (24.3) 10 (18.9)
Ml ARE 4 (5.4) 3 (5.7)
=21 (CR+PR) 23 19

(ERhE [95%EFEXEZ] (%) ) (31.1 [20.8,42.9] ) (35.8 [23.1,50.2] )

] . HOMRAT T SER, 2 AOMRITHRER D 5 b, FRKREIC L YMSE-High (PCR) 2HT 2
I LR SN2 BE . *3 : Clopper-Pearsonik

(KF & A ) AT (HcTHEEZ) LOfFR%S)

{bIERE D H 5 Y JRERYIREE 2T - RO dMMR #% X3 MSI-High (PCR
) B9 2HT AR ERERE 19§28, AF 3mgkeg KO B U AT (E
EFHE#LZ) | mg/kg ZF A 3 BEERR T4 BLEHERFE L%, AFI3 mgkg 2 2
RIRIRE CAEEE L, TEMAEER Tho5EMHE (RECIST A F7 4 2 1.1 MRUTE
SIERBELERMUEIC & 2 72F% (CR) XUIHERHER (PR) ) DFERIL, 54.6% (95%
{EFEXE : 45.2~63.8%) Th o7,

#2 BERAVDRRCESE (CA209142 HER)
(RECIST ver1.1, BZhHEARATHSMEE, BRBEEMBE, 2007E7H6 BF—F V> b 47)

PP, g (%)

e 119 451" 62 {512
2% (CR) 4 (34) 2 (3.2)
w532 %) (PR) 61 (51.3) 37 (59.7)
=7 E (SD) 37 (31.1) 15 (24.2)
i 1T (PD) 14 (11.8) 6 (9.7)

FVAM A< RE 3 (2.5) 2 (3.2)
=% (CR+PR) 65 39

(EE [95%EHERXREZ] (%) ) (54.6 [45.2,63.8] ) (62.9 [49.7,74.8] )

*] : HOMERRAT R RER. *2 AR RRER O > H, FIREIC L Y MSI-High (PCR) 2875
ZENHER &NT-8BFE, *3 : Clopper-Pearsonit




[Z2iE]

HESVE TARRRER (CA209142585R) @2

(KA B 5)

HEELIT 71/74 B (95.9%) ICERDHIL. LRIEL DEBABGREE CX A VWESE
ERIT 5174 B (68.9%) IR bz, FHHEN S%UUEOBIERII TR EBY T
b,

#3 BHEN S%LEOBIEA (CA209142 HR)  (ZSHMITHREH)

BEMKSE Bl%k (%)

ERGE 74 fi

(MedDRA/J ver.19.0) £ Grade Grade 3-4 Grade 5
2RITER 51 (68.9) 15 (20.3) 1 ( 1.4
BBEE

T 16 (21.6) 1 ( 14 0

i 7 ( 9.5) 0 0
—f% - EEEER XU SR ORE

T 17 (23.0) 1 ( 1.4 0

5 5 ( 6.8) 0
BRRRE

U o —EHEM 9 (12.2) 6 ( 81 0

AST 0 5 ( 6.8) 0 0

ALT 4 ( 5.4) 1 ( 1.4) 0

73T —EHEmM 4 ( 5.4) 2 ( 2.7) 0
R & UE THERREE

% 9 FERE 10 (13.5) 0 0

®5 8 (10.8) 0 0

R NTRZ N &7 5 ( 6.8) 1 ( 1.4 0

BIE T 4 ( 5.4) 0 0

7R, FRBUHBAIE/ X A/3F—6 B (8.1%) | ITHEREREE 6 Bl (8.1%) . MREEE S
B (6.8%) . FIRIRIEREREZ 5 41 (6.8%) . infusionreaction3 fil (4.1%) . BHEREEE
361 (4.1%) , REGHK - /NBEK - EEOTHI 3 Fl (4.1%) . EEOREEE 14 (1.4%) |
BIREHEAREREE 1 5 (1.4%) BROUFER 161 (1.4%) PRH LN, F7o, MEEMEE.,
HIEGEIE, DK, Bk, 1 BERKR., T2, FL, BEeEER R, TEEESE
PR, MK - gEiER, FHIRMAEZEERE, EERNRES, MEKERER. Bk, 5L
AR, DIEREEE, M R OELITRD Do T, ARIERRBRRIUIEES
% (BRREEREZED) 2 E0EMERETT,

(FH LAY A<T (BTE#Ez) &OfRKRE)

BHEEGT 118/119 il (99.2%) (@D b, IBREL ODRERBERGSE TERWVE
EERIT 87119 #1 (73.1%) 2B LT, HEEN S%ULEORBHWERIITERD EBY
ThHoT,



F4 RHAERS%LLEORIER (CA209142 RB)  (Z2tEMFTREH)

BREIIRSE BlEg (%)

N 11945
(MedDRA/J ver.20.0) 4 Grade Grade 3-4 Grade 5
2 EIER 87 (73.1) 38 (31.9) 0
mEB LY v RREE

E=3iil 8 ( 67) 3 ( 25) 0
ANRWEE

R IR B RE(R T AE 16 (13.4) 1 ( 0.8) 0
FROR A RE TUERE 13 (10.9) 0 0
HBEE

T 26 (21.8) 2 ( 17 0
= 15 (12.6) 1 ( 0.8 0
) 8 ( 6.7 2 ( L7 0
IEnt 8 ( 6.7) 1 ( 0.8) 0
0 PNELE 6 ( 5.0 0 0
—fi% - EHEER L ORGSR OIREE

B 21 (17.6) 2 ( 1.7 0
FEER 18 (15.1) 0 0
% I 6 ( 5.0 1 ( 08) 0
AV TN RS 6 ( 5.0) 0 0
FEIRRE

ASTHEAN 17 (14.3) 9 ( 7.6) 0
ALTHEN 14 (11.8) 8 ( 6.7) 0
U —F 10 ( 8.4) 5 ( 4.2) 0
B L USREREE

RARBOE 10 ( 8.4) 1 ( 0.8) 0
HEHRZBIUOESHEREES

RAEnE 6 ( 5.0 1 ( 08) 0
BRRREE

SEE 7 ( 5.9 0 0
FEEES. MEERE L UWERES

JititiEg ¢ 6 ( 5.0 1 ( 0.8) 0
BB LU THEgESE

% D EE 20 (16.8) 2 ( L7 0
®i5 13 (10.9) 2 ( 1.7 0
RIE g 8 ( 6.7) 0 0

7. HURIRHEEREREE 24 6] (20.2%) . ATHEREREE 23 i (19.3%) | FRRRIESE 16
Bl (13.4%) . BERAHRIRIE/ X A/ —13 f] (10.9%) . FEMEMERER 7 61 (5.9%) .
REHAERE 6 B (5.0%) . BIBHEREREE 6 5 (5.0%) . EEOKEEE 5 H (4.2%) .
infusionreaction 4 5l (3.4%) . KRG - /NGFR - EEOTHI 4 51 (3.4%) . T E(RHFE
B 3 Bl (2.5%) AT 3 Il (2.5%) . LIEEESE 141 (0.8%) | KK - B 1 61 (0.8%)
ROWESR 161 (0.8%) 2 bz, £7=, HEMBEAOE, LK, Mok, 1 BIFERRA.
FR4, B ePENRE 2, fiRmieZERE, ERRNKRES, MKERERE. BE 5
o, EEHL, EILITERD N o, KEWEAFERIIEERES FRR
EEETEZED) 220ERIHERZ T,



[ - HE]

AR OBEAFEYEBREEFNLEFH LZY I 2b—Y a2k, KHI3 mgke (&
B) Xi 240 mg & 2 EREER TR E LZBORKH O MFEFIRESRFT I N, DM
B, AHl240 mg 2G5 ULBOREERX, AF 3 mpke #5 UBROBREER & K
LCEREEZRT EFHENTZLOD, BAABEZFIZRW TIARENHERENLTWDHA
% - HE (10mgkg % 2 BB CHRE) TAAFZHRE LZBRORER & gk U TRE
EERTEFAENE (FR) . MAT, BROBEIZBIT 27 —ZIC&ESE, KA
3mgkg (KE) Xid240mg % 2 BREIMRCTHRE LIZBOAFIOREERE L AIMEXITE
2tk L OBEEZ R T AIRERISTT AREE SN, YHEEIC OV TR BMToN
R FEROME - AREOHM CAMER VO EEEICHBRER IRV E TRl N, £
7=. MSI-High 2B ¥+ 5#85 - ESEAEOT— 4 250 BEMEYEEET /L. Bl
BREDT —FICESERESNEBRBRISET NV ERVERFTZEE 2. KA
3mgkg ((AE) XiZ240mg &4 ¥') Av7 1 mgkg ((RE) % 3 HERMRETES L
DM R ERIIA U LRI S T,

£5 FHOKGHBIL T A—F

Bk - AE Crnax Crmind14 Caved14 Crmax,ss Crin,ss e
(ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL) (pg/mL)
3 mehkg QAW (35.52% .760.8) (10.]7?'54.5) (17.21?;3.9) (75})13171) (27?12,'}07) (42.717,'?27)
i (517&?03) (15§f§4ﬁ) AN e (41iZfss) (62i?287)
10 mghg QW (14;?;19) (51.6zf '739.2) (79.90?11;14) (3.3?,9 gszj (18421,1;13) (zs??gs@

FRE (5%5,95%4) . Q2W : 2. Crnx : PIEIREHOBEEMBEFTRE, Crinas 1 FIEIRSE
148 BiZRT BRARMIE PBE ., Cogars : MEREH%148 B ETOFHMBFFRE, Cmaxss 1 EFREEIZ
B ARAMEFTRE. Crins : ERREBICIT DHRARMEPRE, Cops 1 EFREICE T D FHMTF
iR

EHiT, AFOBEMEMBIEETAVERALEY I 2 b—Y 3 Tk, KA
480 mg % 4 BRI CB5 IBEAR O R - AES TRE LEEOARF O MiFH iR
ERRFT SN, FORBE, A 480 mg % 4 BRI TR 5 L7-BOEFEIREIZBIT
ZEHMIEPRE LT, [Capsl EVVI. ) 1. A 240mg % 2 BEMARTERE L
TZBRD Cuvgss CHBRIT 5 & TFRISNTE (FR) . 72, &A 480 mg & 4 HEFE TR S
LEBEOEFREICBS T A2HEAMBEFRE CLT. [Chxs] £V9, ) 1E, AH 240mg
Z 2 BRI TG L2 O Cons £ B L TEIEZ T EFRISNZZHDOD, BAAN
BEICBWTEARENHER S W2 AL - BE (10mgke % 2 BEFR THRE) TK
HZBE UIZBED Cuass & B L TIREZRTETFRISNZ (TR) . WA T, BHED
BEICBTD7T—ZICES&, AHI3mgke (KE) Xid240mg 2 2 BFEMRE, FL<
VIAH] 480 mg % 4 BRIKRE THEES LEBORFIORER L AMEIZ M L OREE
ERETIEERGTTAPEEI N, YZEBEEIZ OV THREFNITONIFER, ERRO
R - AROM TENMR ORI\ RER IV ETHRIS N,



£6 FEIORGBIB T A—F

B - AR Crax Cmind28 Cavgd2s Cmaxss Coinss Cavess
(ug/mL) (ug/mL) (pg/mL) (ng/mL) (ug/mL) (ug/mL)

3 meke Q2W (35-521 .760~8) (16-25??420.3) (21.323 L?3_9) (75.1)131 71) (27.612,'}07) (42.717,'?27)

240 mg QW | (5 1.712,'303) (23.33?'539.0) (30.‘;3670.9) (10;,5354) (41 ?57,'?58) (62.11(,)91 87)

480 mg Q4W (10?207) (15.25?17.4) (37.?)?';)4.8) (142.1 236) (27?5],'?37) (62.11(,)5; 87)

10 mg/kg QZW (14]6.9;22) (86.95%'?32) (101,1 ?48) (323,9 225) (13421,1 gos) (232,7277)

ROfE (5%, 95%45) . Q2W : 2AHIRIE. Q4W : 4BRIRIME. Cma @ FIEIES % O B MEPRE,
Crindzz : FIEIHR 57228 B BICH T B RIRMEFRE, Coears: PIEIERE5%28F B F TOFHMIETIRE.
Cmax,ss . Eﬁ%ﬁgc:j’\ﬂj Z)%_r‘é]‘ml(ﬁq]/)i%&?\ Cmin,ss : Eﬁ%ﬁéb:j’éﬁé%{&miﬁqﬂﬁ)ﬁ\ Cavg,ss g Eﬁ%%
2T 2 MG FIRE



4. HERRIZOWT

AFOBENEE . BEEZZE - BFEL, AFOBEICL Y EELREERAZRERLE
BRICK T 2 Z EBNNERT D, LTFOO~QD TR T2 M8 W TERATS
~NETH D,

O MRizoVnT

@1 TRED (1) ~ 5) OWTNNICELYTIRRTHDHZ L,

(1) EAEFEBRENEET B0 ADFEEILIRESE ERER RS A BEEERL SR,
HUIE S A ROEHEBLAURBE, USSR ERBE e &)

(2) FeEMRERRE

(3) FERRMENIEET I2VBAREREERE (BARREEEERIT. B ADREE
BIAERE. DSARSEEEHEERE 2 L)

4) SRACFEEZEEZHRE L. S RESLFEESER | IS R EGE 2R e
2 OWMREEIR D REEIT> TV SR

(5) PIEMEEFINGEEME OB ELEIR D BHEIT > TV B HE3%

®-2 B - EBEO(LERIER CRIER BRI OISIC 072 5m#% L BR e o=
Bl (TROWTNNISZE T HERM) 25, ESRBOAFICETIBROBEEE L L
TEHEEINTWVWA I &,

3

o  [EMMGIFRER 2 EOPBPHERZET LI-1RIC 5 ELU OB AIBEDBIKIHE %
ToTWBZE, 9b, 26U LT, PAEYEREEZ T LI-BREBSEOHHE %
THoTWAZ L,

o ERIRIFIER 2 FOUEITHERET LRI, HILSRBONAFEYRIEL ST S
FLULEOHEEBABFZOEREIT>TND T L,

o  [REMGRHFIEYR 2 FOVHIWHERET LI-%IZ 4 FULDRBKRBEHREZAL TN
ZE, OB, 3EL R, HILEEONAEMERE Y T HLERFEDBERIHME &
fTTo»TWBAZ L,

@ BEAOERBFHREHRDOKHIZOVWT
EXEMEREBICEFE T ELENEB Sh, BEEREENOOFERED, A - &
EHEEIENEROBTER CEMEICTT 5 ERIEME,. AEFRNRE LEHEORE
EH. ERESHIITON B IEHINESTWEZ &,

10




@ EBIEA~DOXIRIZTOWT

@-1 HERAHIICEI 9 5 B
MEMMRBSOBEELRBEANRE LI, 24 FFRZEESIOF, SiZhisx X
IEERRR BT, B LAZBERIL CTAREEE O CT £ 0RIER OB

ERREO/BENY BHICHE LN, EHICHLFIREREHINES>TNDE T L,

@-2 EFREFE L 2AEESINCET 58

NAZEICED AN BEORE2 AT IEREESVREERE=# U 7
EEDIERDOAY ) —= T RTVERE LIEREZILF TE 5 F— LAEREH IR
EENTWBEZ &, B, BEEHIZOWT, DABRE L ZDOFHRICHSICEMENT
WA Z L&,

@-3 BIfEA OO ITE LT
BUER (BEMMERICM A, EEMEE, LR, Rk, BIEHRARE, KIBK,

NG, BEEO TR, 1 BNERKE., BIEFX, FRe, FEEES. IFx, B{EEegE
%, FURIREREREE ., TERAMEREES. HRES. BEE. BIBEE, Mk EEOK
EEE, BIRMAEZEMRIE, infusion reaction, EEMKESE, MIKERIEMEEE. .
g, EEOBR, SEORK, BEORENL, EEEE. CEEE (LEAMAE -
WK - OEMEESMNAES) | FRIEFERE, ERHL. ELS) X LT, SR XIE
BEEFRSBI DBEMMEZ B 5 [ERT &EEE U (BIER OZBr-exIcIcE L THREROE
EFZITONAFMFICHHI L) . BEOLICHEHIBROAEN TE SEHBE>TWDHZ L,

11



5. REXRLLRHBE
[FoElIcBE§ 5 FHE]

©

TROBHEIZBO TAKBEMBE SR OAFE A B bwT (BioFHEBRL) LOfF

RS OEER RERTVS,

o DAACEFRIERICHEE U IBE IR R R T c BROFEE~ (7 2y T T
A hAREZEME (MSI-High) #8155 - EFEEE

723, MSI-High 2F 35 Z & i22oW\WTik, =R ~7 (EETH#x) Dar /=
Al (R5E4 : MSIHEX v b (FALCO) . FoundationOne CDx XA/ LTS
7 7 A ), Guardant360 CDx 73 AS&fm T/ R VXU 1dyllaMSI Test [=F Lo /31
) ERVWTHERTIZ L,

TRICKE T2 BFICHT 2RA 0K 5 R OMERFEIZOWTL, AFOFEZMED

ML INTELT, RFOEExHRL LN,

o Tkt Y I PURREMESH. AXV IV TITFUOROAY )TN UEEEE
ARFPNC X DIREBE D2V EE

o RFEBLEE

o AV AT (BEFEHZ) USNORESEEES AL THREINBE

[Z2tizfE4 5 FE]

@

@

TR Y THBREFICOVWTIAFIORENEREINTNE I b, H5%1T
bz L,
o AFIOREZIR VIRBIEDOBEFRE D H 5 BFE

SERTOFMRIZ BV T FRICEY T 5 BE IOV TE, AFOFEITHEE I N2

R, MOEEFRIREN 2 WEEICRY , BEEICAREZERATLHI L 2EETE D,

o MEMMEEBROEH UIBEDH HEHE

o JMEGRE CRER R 5 EE K OVEEME O BUR BRI R G2
FEORICRIEWELA S DL D B

o HERERBOA. TBMENLRE L IEERED B CHRIERBOBERD
HBHEBE

- [EBBHEE EnEsMiBHEELET) ObLEBEE

o FMEORRXIIBEFEEZAETLIEE

»  ECOG Performance Status 3-4 %6 0 B35

(6)  ECOG ™ Performance Status (PS)

Score

EE

0

R EETE 5, BFEAMLFALEELAEIFIRZTAS,

1

AR L WIEBNIRIFR S 228, BHITHRET, BIEERE > TOEEITI Z &R TE D,

12




6. BREBELTHEETIREFH
O BWACEZHICMZ, MERFTEE DRI T 2EREICE S T RFORER CEIER

Aokl nEBRERE TDICEM LU THLERTHZ &,

@ BERIRICES S, BEXIZOFRKREICEIMER VEREEZ HoHA L, REZE

ThrbETHZ &,

@ EREWERD<XY AL MIONT

o HEMMEENRHOLNDIENRNDHDEDT, AFDEEIZHT-> Tk, BIKE
W (R, Sk, HEE) OREREOIE X BREOEKSE, Blgs 1+
IZATH 2 &, Eo, MEZISCTHE CT, Mg~ —V —SDREZEMT
ks

o  AKFNDOWEIIEE® infusion reaction (2§ 2 CTREBFFIZ+HRIILDTE HLE
Ex2ITo7= ECRMT B &, 7.2 [ B LABEOAFFE 5KFIZ infusion reaction
BB EbHDDT, FHZREFROERAKERTRIT AL Z AT A
VERIET %, BEOREEZS5ICEETHZ L, 728, infusionreaction &
EBLLZHBEICT, ETOMERMERVBTEEICEET 2 ETEEL+HBE
THI L,

o HURIRBEREREE ., TEMEEEZELRVRIBEERH DO EBHDHDT,
AF O 5B aAFTE Gk 54 P IXESRIC Ao WBERERRE  (TSH, B T3,
W T4, ACTH, M aFY — LV EORIE) 2EHT 5 L,

o FFOFEEIZELY BEOFRERINMIERT 5 &5 2 Lok RIRBORE
BhHobNDZERHD, BENPRBDOONEGAIZIE, BRLEFRIISLE
AR 72 55k & R 2 RO [EAh & EE U CEURERNRZET R 1TV, BEDORE
FISZ K BBEIWER S BLNAHEITIE. AFIOKREXIFIE, RURIBRE R
NWEVRIOBREEZEETH L, B, BIBEFRLVEOFRESIZEYEIE
R OWENRED LILRWIEEITIT, RIBRE ST LSO IHIF OB
HLERET D,

o BEKRTH. ZEENOHEIARB L THOEERARRETAHZ ERH B0,
AR OHBGHK TRICHBIERAOEBIZH2ICERT 5,

o 1EERE BUE 1 BERAESD) bbb, BRAKS hT7 YV F—3 X
WEDZERNHDOT, AiE, Fl, EHFEOIEROREROMEEED EF 12+
SEBETDHZ L, 1 BFERRNELNEHECIIREEFIEL, AR Y
HOBELEOBEY2AEZITI Z &,

o BIREAFR. FFAE. MFEREREE. AT, EMHIBEREH L OND Z EMRH D
DT, EYRNITIFBEREZITV. BEOREBLZH7ICBETD I &,

Bl BVERE, FBHEX

2 |BITRIEETCHSOHEOEY O LIXTRCAHREEAERIT TE R, BHO 50%U LT~y F4TEITT,

RONZEDDEOEID DL UNTERY, BFO 50%LL E Xy KT TR IT,

W

2<{HTRV, BFOEDEID DI LIFELTERY, BRIy FOFFTEIT,

13




e REIEERBLONDILRHZOT, BOREOH L EHHCHET D
Zk, o, ROEERED BIZHEAICE, BELNICEREBEEZ 2235 X
SBEEZEETHI L,

@ AFIOBERARBRIZIBWT, HEBREND 24 BEIT 6 BEAZ &, B, 128

M2 L ICADMEDFTEZIT - TV e Z & 2B, REIHBRSRITESNICEBRE
THROMEREZITO Z L,

14



BHEER#ETA FIA v
=W =T GRETEBRL)

(R4 : 7P —RRFEHE 20 mg, A7V —RREHEHE 100 mg, F7V—
RETEHE 120 mg, F 7P —F REBE 240 mg)

~ BB~

FM24E2H (M543 AYED)
BTG EE



B

I

XL ®IC

AT ORFER. (ERBEFF

e PR R AR

xR 1T DVNT
BEXR LR DEE
BEZBREL TEETNEEH

P2
P3
P4
P14
P16
P18



1. XC®HIT

E I OFNE - ZEMOBEDT-DIZIE, BRATEFICESWEREREMIRD
bhbd, &bz, i E@ﬂ%&mmﬁi_iw\ﬁ@@%&&205%%&%ﬁ¢ﬁ%
FEELNERINLIT T, INbDEERZEICKLERBEEICRMET 5 2 & NRED
AL L 22 S TH Y REMBOER & WEDEATE 2016 CERK 28 4 6 A 2 HEERTE)
WWBWTH, EFMERLEOFERORENMEEZRD Z LS TND
FIEABF ER LT, KBRS T a7 s A VBB FEOESREMEALNICE
RBEZENRDD, ZOFD, AR OEZEMEICETHERPI+2ERT D E TOH,
WHERLOBEAFHR ST A LM F SN B L THEAT 2 & L bz, BlfF
FNSH LI NE e ih g & 5 2 & SRR — B DB & 7o T E R TR A
#5:&75§EET&>60

Lo T, BHAL RS54 Tk, BREREESCINE TIELN TV D EFFEZN -
B R HIC RS X UTOEEROREZERZHET 28R O LEREE, X
FROEEEFEYTT,

BB, AHA KI A4 03, BSHATEEAERGEREHASHRE. ARTHEEARR
BRI 2E | — Bt EEA B ABRRARES, BEFEFIESHEAN R EAREF2OW
FADH LR LT,

WHBLRAERRD ATV R AEHE 20mg. A7 V—FR AHEE 100mg, 7Y
— AR AR 120 mg, A7 VR EREEE 240 mg (—fiR4 - =
R<7 (ETHE#EZ))
WL RATRUISE | MIGYIRR R ET - BRORER
BIERICBIT ATtk HBRIE
HELRARERURE <$§/A’@JIS%T E7RHETT - BRORIERE >
BE. FACIE=AL~T (s z) & LT, 18 240mg
% 2 WRERRXIZ 1 [ 480 mg % 4 AFERERE CRFEFET 5,
M OBEMEEX L AT 258, BE. A=A T
(BEFHMZ) & LT, 1 [HE240mg % 2 AR, 1 5 360 mg
% 3 EERFEXIE 1 [E 480 mg & 4 AR CAMSET 5,
< RIEFEIRIT D14 FHBIFRIE >
WE. A=K <7 (#EFERL) L LT, 18 240mg
2 ERIREIRR I3 1 [ 480 mg % 4 ERRME CAMEFET 2, -
L. HE5HEIT 12 ABETET S,
8 3% AR 7 ¥ E BRI EKRNSH




2. A O, 1ERBF

F 7R EEEE 20 mg, FAEERE 100 mg, F/AFEEE 120 mg R OF AEEE
E240mg (—i% : =R~ T GBETHEEEZ). LT, TAF) Evd,) i3, B
mLEKRASHLE AL Ly 72 BTV R =AY —X R A7 (BMS) #b)
23BA%E L7zt b PD-1 (Programmed cell death-1) (%42 b b 1gG4 £/ 7 u—F )L
KThd,

PD-1 3, ML L7z 35k (THIIE, BHIRER O F 27 0% 7 —T#R) ROVE
BERAMIIZHE TS CD28 7 7 I U — (T Ml OIEMAL 2 @BIMICIE & BIHIET 545
T8 WEBTHZEKTH D, PD-1 IR RMIRICEEH TS PD-1 UV K (PD-L1
BOPD-L2) EfEE L. UV 2 BRICMEME S 7 L2 EE L T Y V2 BROEM ke %
AICRE L TW5, PD-1 U H v FIZHURRRRMIRLIAMZ & b Rk % 72 B R - R
LTRY, BHBAEEE) LR UESHERKICE TS PD-L1 OB Mg LRE
B & ORI A OHEBEBERERH 2 Z L NHE S TVWD (Cancer 2010; 116: 1757-66)
Fre BEMRAEERE CIXEREE T HIRPELET DA ¥ —T 2 u s H < (IFN-y)
IC &> TPD-L1 ORBELFE SN, &8 LIZEEHRGIZRITS PD-L1 OFERELHFEO
AR L ORICIEOMBEERSH 2 & 0WEL H B (Sci Transl Med 2012; 4: 127-37),
S HIZ, PD-L1 Z38HIRHR I F-AAMIEE., FURERM CDS BBt T Ml oMiaEE
TEMEZEE S/ 52, 5L PD-L1 HifAT PD-1 & PD-L1 L ORFALXEET S & Z0Hia
BEEENEET L I EBRINTND, O 205 PD-1/PD-1 U A2 FIREIT, 28
A TURRFRBI 2 T MR L ORBEZEMS AHFO—2L LTELZLN T
Do

AFN T, FEERER DFER D> b PD-1 OMRESME (PD-1 U 4> FEAEB) ICHEA L.
PD-1 & PD-1 U A REDFEEEBAEFTAHZ&ICLY ., PATURKEENZ T MROTE
PEAL R O AMIRIC K3 2 MRS E EEE 2T 2 2 & CR e REER 2573
TR IN TV,

TNODORAENS | AANIEEEEIC T2 F - RIEEERIIRVED LD LS.
BEBEBELNGE LEBREBZER L, A, TR OBEEIHER SN,

AHIOIEFBEIEICES GREDRBERISIC & 2BIERSENH 6 b, BEXUIEIC
ELTRIEN DD, FAOREFROEEHRITIT, BEOBREE M, BRESR
O BNTHEITIE FEI LI ERITIS U= B MR 22 ik & 1R B8R 2 RF-O[EAT & B8 Ul
G2 ERIRBT ATV, BEORESISIC L 2RIERDSEDNSHEITIL, BIBKERL
TUAIOREE D RLEEAT O LEN D B,



3. BEERESE

O AALERRIER IR LT RIEYIRR R RE 0T - BREORIERE, OQREREIZBITS

W fBRE, R OO LEFRERIBE ORIACIRAGE/21E1T - BIREORIERE OAGERFIC
FHE & AT o T ERRRFEBR OB Z T

[AZE]

QO ERELFESEMFERER (ONO-4538-24/BMS CA209473:45R)
7 o b Y I VU RHEMEEA LR O T T F T RE 2 A e O AL B RIG E

it OIBIECIR BE 22 AT UT R O BB BE 3884 (RANBE274BI 25 Te, AA
BE193%1, *TEREE19561) ZxiBic, & ¥ RFUEMERER (M7 FeAKin it

N7 Y EXREIL) X E U TAK40 mg & 208 R IR T ARERE Lz & X OF MK

OREME R Lz, EEFHEEE TH 2 247HH (CAT.

B [95%EMXRE] ) 13, AFIFETI1.17 [9.99~13.73] B B, XHEEET8.54 [7.20~9.89]

HATHY, REBIIRBICRS LR ZMICEEREREZT L. (A — FE0.79

[95%(E#EIXH : 0.63~0.99] . p=0.0381 [/EHllog-rankt&E] )
o NEHFEAKIDITONTIETS mg/m?E3IBEAFERTHRNE S, 7 ) ¥ F 2OV T

100 mg/m2 & TRK 2194 2 v & LT, H1, 8, 15, 22, 29R U360 BIZHRNZE S T2 &h

s
0.0 | R —
0 2 4 6 8 10 12
at risk#
AEE 193 170 158 139 120 105 89
fopiizs 195 182 157 116 100 79 66

16 18 20 22 24 26 28 30 32 34 36

£FPRA)

65 55 38 20 13 10 6 4 3 0 0
48 39 26 16 11 6 2 1 1 1 0

M1 OS ® Kaplan-Meier iR (ONO-4538-24/BMS CA209473 3BK)

oS &vo, ) (PR



@ EBRLFRIFBMAERR (ONO-4538-43/CA209577:R8)

WAL RS RRERIE I X 0 B EMEREE) (LU, [pCRy &V D,) BRBHLIL
ot BIERES DR BRE 194 Bl (BAENBE 63 Bl ale, AFIRE 53261, 77
LAREE 262 B]) ERHRIC, 7T EREBE UTAHE 240 mg % 2 BEFRET8E (16
BE) ., 0%k olE (8EEB®ESD 2 AMK) 225 480 mg % 4 WARFEMRE T E

(BE 12 AR Lzt oM EOEEE2RF L, TEHMETEER Th 5 ER
ATFHAR (P [95%EEXM]) L. AFIBET 2241 [16.62~34.00] WA, 7T &R
FET 11.04 (834~1432] WA TH Y, AABIT 7 B RBIS LERIERICEERE
FEERLE (NF— R 0.69 [96.4%(E#EXH : 0.56~0.86], p=0.0003 [/E%!| log-rank &
E1o

] {LFRED LD A v RO HBEEFREIL. National Comprehensive Cancer Network (NCCN) X%
European Society for Medical Oncology (ESMO) DH A N T A 2 HE U= AREBR O E e E X gk
IR AERRERITO L &Nt 2L, (LFERETIEERREBEEEEAI 2LV A v
Exhie,

*2 1% ORI ZE . American Joint Committee on Cancer (LLF, TAICC] &V 9 ,) RIS
B/ (ETR CESL ypTI U EXTypNI LETHB Z L EEE SN,

*3 : FIEIZETEFIC AICCHHHINER (B 7R IWESKBRRFRH IH IO RE ERREZR)

RITREFEAHEZER L TR LREXIRERESEAANL LI,
o FC LV EEAEEITREN T EFENEL AN LRI,

09 - - FHIE
08 { N -o-TS5tvRE

Tt He

0.2 -

0.1 -

0-0 L] T L) L) ¥ L) L] L L} T L] L) T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

at riskik WA EFRE (A)

AKIBf 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 0
77t RE 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

X2 $ERATERIR O Kaplan-Meier Bi#f (ONO-4538-43/CA209577 FAER)




® EEELFEFIMARE (ONO-4538-50/CA2096487 5h)

{LFEIERIRE ORIGUIRREE R EIT « B ORERBET970 ]l (EARNERE 394
Bl & Ste, AEI+A Y A<7"2 (BLF. INIVOIPL} &35, ) BE325 i, AF|+ 7
AT TNV R ARATTF o EETEFEEES (LU, INIVO/Chemo] &5, )
HERIH, IVFIeoS VRNV RTTF o 2E5bFRE (IF, Chemo) &W
9o ) BE324 1) EXEIZ. Chemo %R & LT, NIVO/IPI }x O NIVO/Chemo DHF %N
R OZEMEE R Uz, TEFMIER X, tumor proportion score™ (LAF, [TPS] &
Wi, ) Z1%EFICBIT A EEELAFHE (LIF. TPFS] &5, ) KOS TH Y,
BIVEEHMIE R & Sz ITTEMICEIT B PFS RN 0S s S vz, F0OfERE. TPS=
1%EMECITT £ BT 5 0S (22T, NIVO/IPI # K& U NIVO/Chemo E£1% Chemo
FElCRT L, HEAH I EBRER 2R LT,

] FEAMFORECS VD TRTELEEXIRREEZLEE (RICRTFLEEASL) L2Hsh,
KENR, [REZ~OHALLPRIFEEREDLVEERHEE SN,

*2 . A% | B3 mgkg (KE) %2 BREMR. A E)A~7 (EEFEKZ) 11 mgkg (KR %
6 BREER CAESE Lz, SFRBEMICRENTIE., AFIZEMCEEL, A A~T (BE
T ) IIAROBREET S 30 HLUEORRE BV TS 2BE LT,

*3: 4% 1A 270 LT, AF 1 E240mg % 2 BEAME, 7141777 /0 800mg/m¥ A %%
YA IZND1IEBEPLS5EBET BB . RTFF 2 80mgm* a2 &Y A 701 BEICH
FRANIRE U=, &F L L2RESRBICR 5T 250 RAREZEBMBE L, 74tay T

ROVATZF AIARKOBEERET 55 30 SLLLEREZ BV THREEZAB LI,
*4 : JEBHIC KT 5 PD-L1 2 RE LIEFEMRA S 5FE& L ahiz,

#1 AYHOER Q02141 18BF—F by b3F7)

TPS = 1%5E ] ITT £
NIVO/IPT # NIVO/Chemo ¥ Chemo & NIVO/IPI B NIVO/Chemo £ Chemo #%
(158 1) (158 1) (157 1) (325 1) (321 1) (324 f51)
T;;f 4.04 6.93 4.44 2.92 5.82 5.59
[95%CT] [2.40, 4.93] [5.68, 8.34] [2.89, 5.82] [2.66,4.17] [5.55,7.00] [4.27,5.88]
(0}
55T N R 1.02 0.65 . 1.26 0.81 o
[95%CI] ™! [0.78.1.34] ™ [0.49,0.86] ™ [1.04,1.52] [0.67,0.99]
p fE" 0.8958 0.0023 0.0355
(BB/K# e . — — . —
(ﬁ;ﬁﬂ)) (0.015) (0.015) (0.015)
T;;f 13.70 15.44 9.07 12.75 13.21 10.71
[95%CI] [11.24,17.02] [11.93,19.52] [7.69,9.95]  [1127.1547]  [11.14,1570]  [9.40,11.93]
os ¥Rk 0.64 0.54 . 0.78 0.74 .
[95%CI] ™ [0.49,0.84] *¢ [0.41,0.71] ™7 [0.65,0.95] "8 [0.61, 0.90] *°
pfE” 0.0010 <0.0001 0.0110 0.0021
(BE K : ) = X X —
( Wkﬁ ) (0.014) (0.005) (0.018) (0.009)

CI: {E8EXM. *1: TPSZ1%EM TiX ECOGPS (0, 1) RUBEEES (1 HLT., 2L E) #BRIKRT & LBRI Cox i/~
F—FEF L, ITTEHATIZECOGPS (0. 1), &BESREL (1 @LLT. 2fELLE) BRUPD-L1 BERM (TPS=1%, TPS<I1%XIZE
HEREE) #BRIRT & UIZERI Cox eBlAY— FET N, *2: HEKRAEICHIG Lz 98.5%CI i% [0.73,1.43] THoT-, *3: HEK
HEITKS L7- 98.5%CT ix [0.46,0.92] Tih-7-, *4: HEKEICKHIG LT- 98.5%CI T [0.64,1.04] Th-7-, *5: BRI log-rank ¥ FE
(Cox lEFINY — RET NV ERBEORBAIRT) . *6 : FRMITIZE T 2FEKEIZHIE L7z 98.6%CI i3 [0.46, 0.90] ThHo7o, *7:
AT IO BT A A EKEEICTS L= 99.5%CT 1X [0.37,0.80] T o 7=, *8: HREIAEITICR T 2 H EARMEITH G L7z 98.2%CT 1 [0.62,
0.98] TdH-oT=, *9: PEFRNTIZRIT 2B ENKEIZRI Lz 99.1%CI 1 [0.58,0.96] TH-7=



10
09 08
L
= 08 RN
08 : v
g E ¥
HE S a7 Y
@ * w &+ h\ . .
§os o NIVO/IPITE T N, =5 NIVO-Chemoft
8 s . 8 08 . b
S Y = B :‘_ ey
g o . gos = =
& ; - £ . A
Zo e e go S My
£, T, s Y ™ P
Chemo¥ N Chemoltf Tt  —
01 FHy - - - -t 0.1 +—»—+-+-+
(L S ; ; oo ; =
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 1B 21 24 27 30 B 3% I
Numberof Subjects atRisk  FIEBBIFT T 225 OH8 (A) Number of Subjects atRisy EFBSBITI D OBE (8)
IO NPIEE ”
SIVOTIE 0 16 ss e e so 4 3 2 11 s 4 o ORI 0 ws e w o= % 2 16 a4 2 0 o
ChemoB Chemot
T s 105 72 52 % m 1w 8 4 2 1 1 0 iz ms ws 72 52 3% 2 2 8 4 2z 1 1 0
B3 OS?DKaplan-Meierii#t (ONO-4538-50/CA2096487AMk)
(TPS=1%£H)
10 1.0%
09 09 Y
o8 08 "\
3 £ ©\
g o7 e 07 A\
& a +5
S 0b . S 08 .
g NIVOTPI## g N NIVO ‘Chemoltt
@ H hemolt
3 os & os N
T 5 .
g gos ‘a\’\\_ﬂ
fo “’5‘-\1‘% 3 03 \» S,
€ g2 Chemolt¥ h & 02 g T
Chemolf R i
01 01 —
0.0 = T T T T T T T T T uur T T T T T T T T T T T T T T
o 3 6 9 12 15 18 21 24 27 30 33 3 39 0 3 6 9 12 15 18 21 24 27 3 33 3% I 4&
sumber of Subjects at ik TIEABITI 2-50ME () Aumber of Subjects atRsy | TIFABITI DS 0BA (2)
av NIVOChemofl
NVOIRLE 27a 232 w1 w66 120 9 7 s w2 12 6 o 33770261 250 200 163 133 92 60 40 26 12 4 1 1 0
Ch Chemolt
m?u # 29 171 131 8 56 41 22 9 5 2 1 o 3a ot 29 M 131 W %6 4 3 9 5 2 1 0 0

X4 OSDKaplan-Meierffifit (ONO-4538-50/CA2096483AMR)

(ITTZ£H)



(PD-L1 FEBLRIAI D F Z0E)

EAEE S MR (ONO-4538-50/CA209648 RER) [THAANBNTZBEDT —H
IZHES & PD-L1 OFRBIRABNZHET 21T o 7282 (BREWN BT 2 E8T) RUZESE
MOFERIILLTO LY ThoTz,

NIVO/IPI & U NIVO/Chemo ZBI LT, PFS BTN 0OS OWFRIZEWTH TPS<1%D
BEEM TiX Chemo & B U ERERITRD bhvigno7o (3R 2, 5),

723, PD-L1 ORBERRICEL DT, KFDOEZEMET 07 7 A VIEEKRTH o7,

F#2 TPS<1%DFEEDKER (ONO-4538-50/CA209648 REY)

TPS< 1%£H"!
NIVO/PI 8 NIVO/Chemo &£ Chemo &
(164 ) (163 fA) (166 f51)
T;;f 2.83 5.55 5.75
- [05%CI] [1.68,4.17] [4.44, 6.93] [5.39.6.97]
N PR 1.45 0.95 B
[95%CT] 2 [1.13,1.88] [0.73, 1.24]
'&ﬁf 11.96 11.96 12.16
10.09, 16. .86, 15.54 10.71, 14.
= [05%C1] [ ,16.03] [9.86, 1 [10.71, 14.00]
NP R 0.96 0.98 _
[95%CI] *2 [0.74, 1.25] [0.76, 1.28]

Cl: {(E8EX[E. *1: PD-L1 H|ERETH - BEITRI SNz, *2 : FEBAI Cox
RN — RET L

1.0
3 3 081
: £
3 5 -
(72} w
g 2
g S
2044 NIVO/IPIEF S04 NIVO/Chemo#¥
£ T, 8
& 024 o & 0.2 30, Lt
1--00---0 see OO+ 0
] Chemoktt — - Chemoltt
0.0 4 0.0 €mo
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 1215 18 21 24 27 30 33 36 39 42
Number of Subjects at Risk {22113 72 & I (1) Number of Subjects atRisk (=5 Fif+3 2> O (1)
Nvorprel64 136 114 91 75 64 45 35 22 13 11 3 2 O O NIVO ChemolB% 163 150 124 98 75 63 39 24 B 10 8 2 I 10
ChemoBt 166 145 123 99 79 57 35 29 15 5 3 1 0 0 O ChemoBt 166 145123 99 79 57 35 29 15 5 3 1 0 0 O
XI5 OS ® Kaplan-Meier fHi#& (ONO-4538-50/CA209648 3AB)

(TPS<1%£EH)



[Z2E]
O ERLFRFEIAERE (ONO-4538-24/BMS CA2094733 ER)

BEFERIIARFIRE 172192 1 (89.6%) . XFREEE 192/194 1 (99.0%) (Za@H B, 18
BRE & DN RBEMENEE TERWAEEZIIAFIF 129/192 1 (67.2%) . *AEE 185/194
B (95.4%) IZED LN, WTNDHORETREEN 5% EORIEMIIRI D LIBY T
ol

F#3 WO TREEBN 5% LORIER (ONO0-4538-24/BMS CA209473 BIR)

e % (%)
Sle S R AR

(MedDRA/Jver.21.1) 192 7 194 il

£ Grade Grade 3-4 Grade5 4 Grade Grade 3-4 Grade 5

EI{EH 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (65.5) 2 (1.0)
EER I UETHEES

BB 23 (12.0) 1 (0.5) 0 27 (13.9) 2 (1.0) 0

T O EE 17 (8.9) 0 0 9 (4.6) 0 0

MREE 3 (1.6) 0 0 97 (50.0) 0 0
—f% - EEEER L UCRESAORNE

FEEL 15 (7.8) 1 (0.5) 0 16 (8.2) 0 0

it 14 (7.3) 1 (0.5) 0 42 (21.6) 9 (4.6) 0

RAERK 9 (4.7) 0 0 44 (22.7) 0 0
EeRiRE

Vo SER B 4 (2.1) 2 (1.0) 0 18 (9.3) 12 (6.2) 0

T P ERER D 3 (1.6) 1 (0.5) 0 75 (38.7) 58 (29.9) 0

A 1 BR £ 2 (1.0) 1 (0.5) 0 72 (37.1) 46 (23.7) 0
BIBEE

TR 20 (10.4) I (0.5) 0 17 (8.8) 2 (1.0) 0

O A% 5 (2.6) 1 (0.5) 0 24 (12.4) 1 (0.5) 0

B 4 (2.1) 0 0 16 (8.2) 0 0

B 4 (2.1) 0 0 31 (16.0) 1 (0.5) 0

I 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0
ADWEE

R R IR BRI T 17 (8.9) 0 0 1 (0.5) 0 0
RRYLES KL US4 B AE

i3S 3 (1.6) 1 (0.5) 0 11 (3.7) 6 (3.1 0
KRB L UREREE

BAEHE 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
Mg LY R REE

E=yiin} 4 (2.1) 4 (2.1) 0 47 (24.2) 19 (9.8) 0

I R ERIAME 1 (0.5) 0 0 36 (18.6) 27 (13.9) 0

SEEERF P ERRIADE 0 0 0 20 (10.3) 20 (10.3) 0

A MR fE 0 0 0 16 (8.2) 14 (7.2) 0
HERRB L UOEAEEEE

B g 2 (1.0 0 0 21 (10.8) 1 (0.5)

A 2 (1.0) 0 0 17 (8.8) 1 (0.5) 0
HRREE

BREEE 3 (1.6) 0 0 14 (7.2) 0 0

REERRE =2 —a/XF— 1 (0.5) 0 0 47 (24.2) 1 (0.5) 0

R =2 — o /tF— 0 0 0 21 (10.8) 1 (0.5) 0

B, AFIEHIB WD THIRIREEERESE 22 # (11.5%) . BEEHMAZE/ I A/ 3F—15
i (7.8%) . ATRYEEREZE 13 ] (6.8%) . MIEMEMZRE 12 F) (6.3%) . ##EEEE 8 #



(42%) . EEOKRBEFE 46 2.1%) . BEEHM 3 5l (1.6%) . A2 Fl (1.0%) |
BUEAEREE 2 ] (1.0%)  FFZ% 1 1 (0.5%) . KEGZ - /NBK - EEDOTHI1 1 (0.5%) .
TEAEEEEE 1 4] (0.5%) & infusionreaction 1 il (0.5%) @D LNF-, £/, H
FEFRIEAAE, DR, A, 1 BUFER . FFAE, B(bERRE K, BIBHEEREE . KK -
BEfES . BARMRZERE, EEZMRES. MEREREMREE, HiX, BR, SEIREK
BEOLEEE LGRS Do fo, ARWEARTRRINIIEESES BRREEEFZE
tr) 2EODEPERETT,

©® ERBEFRFEIFERER (ONO-4538-43/CA209577 #BR)

BHEFRRIIAFIEE 510/532 4] (95.9%) . 7°7 & HEE 243/260 1 (93.5%) 1272 Hiv,
TRUREE L O RBFENEE TE RWEEEGUIARAIRE 376/532 i (70.7%) . 77 &R
BE 119260 f5i (45.8%) ICRD Lo, WTNIORETRERD 5%LL EORWERIIR 4
DEBYTHoT,

#£4 OWThhrOBCREEN 5% LOBHER (ON0-4538-43/CA209577 RE)

g% (%)

oo e NS
ﬁg;”j;”ﬁ FHT ST
» 532 i 260 {5
(edDRAYIvERe ) £ Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
2RIER 376 (70.7) 71 (13.3) 1 (02) 119 (458) 15 (5.8) 0
BEES
T 88 (16.5) 2 (04) 0 39 (15.0) 2 (0.8) 0
= 47 (8.8) 0 0 13 (5.0) 0 0
FER LR THEGEES
D EERE 53 (10.0) 2 (04) 0 9 (3.35) 0 0
B 52 (9.8) 4 (0.8) 0 10 (3.8) 1 (0.4) 0
— - EFEERB LIRS
WAL ]
R 90 (16.9) 6 (1.1) 0 29 (11.2) 1 (0.4) 0
pipabnd 28 (5.3) 0 0 4 (1.5) 0 0
ERERIRE
FANRSEUBET I/ M 29 (55) 2 (0.4) 0 10 (3.8) 0 0
AT =7 —EHEM
AP IEE
PR B RE IR T 50 (9.4) 0 0 4 (1.5) 0 0
FIR AR RE T HEE 35 (6.6) 0 0 1 (0.4) 0 0
BEERZRBLUOESEEEES
RAfE 30 (5.6) 1 (0.2) 0 4 (1.5) 0 0

¥, AFIBEC B THIRIREEEEREE 89 6] (16.7%) . FTHEREREE 49 5] (9.2%) ., ##
TREEE 35 41 (6.6%) . FERUARRIARIE 33 B (6.2%) . REEMMZER 26 B (4.9%) . L
FEE 11 1 (2.1%) . infusionreaction 10 5l (1.9%) . EEDOLZEEESH (1.5%) . &
BEREREE 7 B (1.3%) . KB - /MNBZ - EEDO THI 7 6 (1.3%) . fT% 4 ¥ (0.8%)
DF 3 (0.6%) . BISHERERES 3 61 (0.6%) . 1 BUBEIRSR 1 61 (0.2%) . #fkinie
ZERIE 161 (0.2%) . MEFL 161 (0.2%) ROWER 161 (02%) 2RO LNz, £z, &
F ok, TEMRBERES. BUEREK, FR2, Bk, Bk LEREREREE, Bt

10



. ORIFERIE . NEEHM, BEEMGEE, EE 2 MEKES R UMK - BIRKIIRED
f‘ozhfmno T 7'&%' VERRFIRIITEEES (FEREEEE 251 43 0EHER
T,

® EELFFIFEFER (ONO-4538-50/CA209648 FIER)

HEESII NIVO/IPI B 316/322 41 (98.1%) . NIVO/Chemo &£ 308/310 1] (99.4%) .
Chemo & 301/304 1 (99.0%) IZi@H b, JFRE L ORRBENEETELRVWAEEF
313 NIVO/IPI % 256/322 {5l (79.5%) . NIVO/Chemo #f 297/310 15l (95.8%) . Chemo
BE 275304 5 (90.5%) IZFRD BTz, 7B, EERAFELRIINIVO/IPI # 214/322 41

(66.5%) . NIVO/Chemo & 180/310 4 (58.1%) . Chemo &f 128/304 ] (42.1%) 1Z78%
¥ 47y e
WERNOAORETRIALRN 5% LU LOBHWERIIR S O LBV THoT,

£5 WTNHORCREREN 5% EORIER (ON0O-4538-50/CA209648 3

S % (%)
NIVO/IPIEE NIVO/Chemof Chemo®¥
g 3227 310 30415
(MedDRA/Jver. 23.1)
4£Grade  Grade 3-4 Grade 5 %£Grade  Grade 3-4 Grade 5 £Grade Grade 3-4 Grade 5

2aIER 256 (79.5) 102 (3L7) 2 (0.6) 297 (95.8) 147 (474) 1 (0.3) 275 (90.5) 108 (355) 3 (1.0)
MR LY > RREF

fiogil 12 (3.7) 2 (0.6) 0 93 (30.0) 30 (9.7) 0 67 (22.0) 17 (5.6) 0

BRI AE 0 0 0 29 (94) 8 (2.6) 0 20 (6.6) 7 (23) [
MAHEE

RIS RETOEAE 20 (6.2) 2 (0.6) 0 7 (2.3) 0 0 0 0 0

R IR RE R T iE 43 (13.4) 0 0 18 (5.8) 0 0 0 0 [
BBESE

R 7 22) 1 (0.3) 0 59 (19.0) 2 (0.6) 0 66 (21.7) 1 (0.3) 0

TH 32 (9.9) 2 (0.6) 0 60 (19.4) 3 (1.0) 0 46 (15.1) 6 (2.0) 0

=D 26 (8.1) 1 (0.3) 0 182 (58,7) 11 (3.5) 0 158 (52.0) 8 (2.6) 0

0P 14 (4.3) 0 0 98 (31.6) 20 (6.5) 0 71 (234) 5 (L.6) 0

gt 18 (5.6) 4 (1.2) 0 56 (18.1) 7 (23) 0 49 (16.1) 9 (3.0) 0
—i% - 2EEER L U ST OREE

#hHIE 7 (2.2) 1 (0.3) 0 20 (6.5) 2 (0.6) 0 17 (56) 2 (0.7) 0

FEH 29 (9,0) 4 (1.2) 0 61 (19.7) 7 (2.3) 0 50 (16.4) 11 (3.6) 0

e 12 (3.7) 0 0 50 (16,1) 1 (0.3) 0 45 (14.8) 0 0

HERED RAE 4 (1.2) 0 0 33 (10.6) 8 (2.6) 0 26 (8.6) 4 (1.3) 0

ERicatdtd 0 0 0 17 (5.5) 0 0 12 (3.9) 0 0

b 26 (8.1) 1 (0.3) 0 8 (2.6) 0 0 10 (3.3) 0 0
IRRBE

7;‘:;?;%%7/ 25 (78) 71 (22 0 18 (58) 2 (06) 0 8 (2.6) 0 0

TANGKUEET I/

KNSR T7 25—t 29 (9.0) 4 (1.2) 0 16 (52) 2 (0,6) 0 6 (2.0) 1 (0.3) 0

n

M7 V7 F= 8 5 (1.6) 0 0 39 (126) 1 (0.3) 0 32 (10.5) 1 (0.3) 0

E;t;;j/ 7Y 0 0 0 19 (6.1) 0 0 9 (30) 1 (03) 0

PP ER R 2 (0.6) 0 0 65 (21.0) 25 (8.1) 0 52 (17.1) 24 (7.9) 0

o) MRE R 6 (1.9) 0 0 36 (11.6) 3 (1.0) 0 32 (10.5) 5 (1.6) ]

B m Bk 3 (0.9) 0 0 43 (13.9) 11 (3.5) 0 28 (9.2) 6 (2,0) 0
KB LUEKEEE

&+ b Y o AmIE 9 (2.8) 8 (2.5) 0 29 (9.4) 17 (5.5) 0 19 (6.3) 9 (3.0) 0

11



FE (%)

#EBIRSE

NIV E: hemo® ¥
(MedDRA/Jver, 23.1) =
4£Grade  Grade 3-4 Grade 5 £Grade  Grade 3-4 Grade 5 4£Grade  Grade 3-4 Grade 5

REBOR 19 (5.9) 5 (1.6) 0 132 (426) 13 (4.2) 0 130 (42.8) 9 (3.0) 0
TR RER

BRRETE 4 (1.2) 0 0 19 (6.1) 0 0 17 (5.6) 0 0

R = 2 — 2N F— 1 (0.3) 0 0 20 (6.5) 2 (0.6) 0 15 (4.9) 1 (0.3) 0

iﬁ"ﬁﬁgﬁ:l_n" 1 (03) 0 0 26 (84) 1 (03) 0 16 (53) 1 (03) 0
BB IVRERES

BEREREE 1 (0.3) 0 0 9 (2.9) 0 0 17 (5.6) 0 0
g aR, MasiE L OHERREE

Lzn< Y 2 (0.6) 0 0 42 (13.5) 0 0 53 (17.4) i 0

HlEE ¢ 20 (6.2) 7 (2.2) 0 15 (4.8) 1 (0.3) 0 0 [{ 0
HER L UE THREES

B EAE 2 (0.6) 0 0 31 (10.0) 0 i 32 (10.5) 0 0

% S HEE 43 (13.4) 3 (0,9) 0 23 (7.4) 0 0 2 (0.7) 0 0

B 55 (17.1) 7 (22) 0 24 (1.7) 1 (03) ()] 5 (1.6) 0 0

7233 NIVO/IPI BE I3\ T BRI AEREE 70 1 (21.7%) | IFHEREREE 42 #1 (13.0%) |
PV VERTERER 26 1] (8.1%) . REBUSRAARIE /2 A4 39 —23 i (7.1%) . TEMIEER
=016 (6.5%) . BEIHEAEREE 1761 (5.3%) . FHREE 16 61 (5.0%) . EEORE
BEE 14 6] (43%) . KRB - /MBS - EEDOTH 1045 (3.1%) . infusion reaction 9 i

(2.8%) . BHEEEREE 8l (2.5%) . ATk 6 Bl (1.9%) . LiEkEE 6 il (1.9%) . 18
BEERSE 4 B (1.2%) . FEZK 4 61 (1.2%) . fhk 26l (0.6%) . LFH%K 2 F (0.6%) |
L2 (0.6%) . SEIEE 1G] (03%) . BMEEER 16 (03%) . EFEHMD 16

0.3%) . EEAMKEE 14 (03%) . FEIRMRZEERE 16 (03%) RO - iR
216 (03%) BROLNT, -, BEMFENE, BIETE. Fre, hREEER
B ER R ORISR L3R bR h o 72, NIVO/Chemo BEIZ B\ TR RIARIE /<
F3F—93 5l (30.0%) . FHIRFEE 83 5] (26.8%) . BHEEERESE 74 5l (23.9%) . Tk
BEFEZE 32 5] (10.3%) . FRIRMRHEEEREE 30 5 (9.7%) . FIEMERERA 18 5l (5.8%) |
KEBS - /N - EEDTH 8 B (2.6%) . EIBHEEEREE 6 41 (1.9%) . infusion reaction
6l (1.9%) . EEALMKEE 56 (1.6%) . DEEE 461 (1.3%) . HIRMAEZELLE
361 (1.0%) . FRARAEREE 2 6] (0.6%) . 1 EBHERTE 2 6 (0.6%) . 5E HEEK2
Bl (0.6%) . BEEDNEREE 14 (03%) ROEL1H (03%) B@bdbil, i,
EIEATEUE., DK, k. BUERK, AL, TR, (EMEAEE R, Mk - BEIRZ,
MERERFEERE. 5. A, REFEHREROIEEHIMIZRD biieirolz, REIERE
BRmIIBEFES (BAREEER 28T 230KHERE T,
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(A - BE]

FHROBERAEMHMETTAEZFALEY I 21— a3 02X, &A% 480 mg % 4
BEFR TRES LI BEORF O MEFRESRSTT SN, TORR., &F 480 mg % 4
B THRS LIZBOEFREBICBIT 2 EHMBEPRE CLT. Cugsl £V, )
X, AF 240 mg % 2 WHEFERR CTHRE LIZBRD Capss CHETH E FRISHE (FE) ,
FETo. KA 480 mg % 4 BREIBRE CRE L BEOEFREICKT A RE0ETEE (UL
T. [Cmaxss] EV¥9, ) 1, AHI240mg % 2 BREIEIFE TG L72BED Craxss & LB L
TEEZTT L TFRINEZLOD, BAABRFIZBWTARE SR I TWE A -
A& (10mgkeg z 2 BEFRTEE) THRAZHEES LB Chus & B L TKEZ R
TEFHSRE (TR) . MAT, BROBEICBIT 37— ICESE, KA 3 mgkg

(FE) £721%240mg % 2 WERME., & L < 13A%] 480 mg % 4 HEIRIR THRE L2
DARORBEE L AIEXIILEME L OBESZ R T 2BRENSET APHBEIN, 4
ZEEIZOW TR Th AR, ERRoRE: - AEOR TEIMER R EMEIC AR
REEFBRWETRISNT, £7-, REBEEFIIBT2T — X ICESEHBELZREK
ISETNAEFAL T, A8 3 mgkg QEMRBIRTEE) . 240 mg (2 BRIHRE THRE)
XiZ360mg G AHEMBETERYE) LAY AT (ERTHIEZ) 1mgke (6 BRI
T&RE) 20A LEBEOEIERORZEEERET L-HER., EROAE - AEOMTE
DR O EMICHARER TRV E RIS N, X510, A 240mg (2 BEREIRE T
#5) Xix480mg (4 HEFMR CRE) L(LFREEZ A L-BOASHER NELtEE
MR L7 R, LEED R - AEOM CAEMER VR LHICHRRZRIT 2V ETFRIE
nic,

£ 6 AROEHBB AT A—F

. = Cmax Cmind28 Cavgd28 Cmax,ss Cmin,ss Cavg,ss
s - AR (ug/mL) (ug/mL) (ng/mL) (ng/mL) (ug/mL) (ug/mL)
—— 51.6 272 310 113 62.1 776
meg/Ke (35.2,70.8) | (16.5,403) | (212,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 437 159 878 109
240meg Q2W 1 (51 103) | (233,590) | (30.8,609) | (102.254) | (415.158) | (62.1,187)
145 29.7 53.0 216 73 109
BOmg QAW | (105 207) | (155.474) | (37.0.748) | (145.336) | 275.137) | (62.1,187)
193 9.6 116 396 214 275
10meke Q2W 1 (146 220) | (865,132) | (101,148) | (329.525) | (184.303) | (236.377)

HRE (5%, 95%4) . Q2W : 2 BRI, Q4W : 4 BRERME, Cre : HIEHRSHZOREMIETIEE.
Crind2s : FIEIR 5% 28 B BIC 1T 2 BARMIEFIEE, Cavpars - FIER S 28 B B £ TOEHMIFFE

B, Craxss : EHRBICRIT DHAMBEFRE,. Coinss : EFREIZRIT BREMIBEFTERE, Cagss 1 EFI
REIZRT 2 R METRE

13



4. HERIZHOWT

AR OFTENEERBEEEZZE - FEL, AFlO®EEIZLY E%tﬁ@”’ﬁﬁﬁ ZREB LI
BUZRIST 2 Z E BN ER T L FOO~@D T XTI TRRICBWTEATS
RETH D,

D BRIZzHOWT

@1 F@ED (1) ~ B5) OWTIIELTIMETHHI L,

(1) EEFBRESEET D0 ARFEEILSRES @EEN RS A BEEEILSIRPT.
HUE A A S FE RIS RRE, BB A AR e &)

(2) FrEHERERPT

(3) FEMFRMESIEET 20 ARFEERE (DADEESEETHT. BAZRES
BAFRE, DS ABFOEEHEERER &)

(4) S HAFEEELHRE L, SRR EEIEZEE 1| XIS REE LR IEDE
B2 OEREAEICFR D RH E21T o TV D sk

(5) IEMEEXHLGEENEOMBREEIR L MHEIT > TV Dk

®-2 ﬁa_ﬁ%0)4E%J§{£&UEM’E%§§ﬁH#0)ﬁV W27k b R A R OERM (TR
OWTNNICEY T BER) 25, SE2ERORANCETARROEAE L LTRES
nTWasz &,

P

o  [ERi%REFEEE 2 FOMNMIHMELET Li=RIZ 5§ FLUL EORABEOBRIHE %
ToTWBZE, 95, 28X, BAEYEES T L LEBKRIEEZOWEL
ITHTWAIZ &,

o EMGFREGEE2FEOMINHELET LRI, HILSFEOBAEYREZE LS5
FLEDHEFSBZOEREIT>TWND T &,

o [ERGEIHESEE 2 FOUEITHEZET LRI 4 FULOBKRERREB LT3
Zr. 9b, 3FENEIX, ELEREONAEDEE Y S THILEREDORERIME 2
T TNWAT &,

@ B%W@I’E%u%ﬁﬂ%ﬂmﬁkﬁtowf
EXSEREEICNEET2EAENEB SN, NESENLOBRED, AP - &
IR THY fﬁ&@ﬁxﬂ&m:ﬁfﬁ# XA IEREL, AESESENRE LB EO®RE

EH, ERHESHIITONAEHIPESTWEHZ &,

@ BHEA~DORINTONT

@-1 HERRAHIZBE I 5 B
MESEMRBEOEERAVERNIAE LI-RIZ, 24 REZEERIOT, Lzt X

14




ILEEMRIIB VT, BRLUERERICS UTAREER O CT £ 0RI{ER DENZ &
BRBREOKRNY B FIZE L., ELIZRRARERERINPE > TWDHZ L,

®-2 EEREFRICXL 5AEFSRINICET 2 E S

NABHICEE D AEFMNZMEB R OHES G T AEEREEVLBENE=2 U 7
EEDLERBDAT ) —= U T EITVWEIRE L ERELE TE DT — AEREKHI 2
ENTWVBEZ L, 2B, BlEEEICOWT, BARE L ZFOFRKRICHSICAMENT
WaHIZ k,

®-3 BItERORZEr-CRIZE LT

BMER (REMMRBICI 2, EEMEE., LR, R, BEFHRAEE. KIBK.
NS, EEOTH., | BERA., BUEMKA. Fre. IFeERE. TR, mEng
%, RIRIRMEERE, TEAREREE. BRES. BESE. BIBES. Mk EEOK
GEE, #ARMAIERAE, infusion reaction, EEZMEEE, MEREFRIEMER, B,
ek, BEEOBR, SEIEE, BEORENS, WIEEEE, LEEET (OEME -
AR - DEMESMNAES) . FRIFEREE, ERELM, EAE) Ix LT, YRR UIT
BB OBFEMM 2 F 4 5 EA & EE L BEHWEROZE-ORIGICE L THEERUE
EZITONARMHFICHBH L), ELICENBZLEN TE DEHIEB-TND I &,

15



5. BeExBLRHAE
[tz fE4 B2 HIE]
O TROBFICBWTAROFEENRIES N TV D,
o Tofkt ) IV URMENEREIEOT T T RE S A ERECR
AT R OARIEEIRARE R E T T ER OREEAE (R4 BEMEE)
o IAMEFEHEHEIEIEIC L Y pCR 55RD bz - - REBOWHRESE (KA

Bt 5)
o ALFEERIERBECIRIGUIMRFRE 2 ET - BEOAERRE (NIVO/IPI 53T
NIVO/Chemo #%5)

@ ERHEFSIHERE (ONO-4538-50/CA2096485 M) (28T, R & &N bFE
# (Chemo) Hijl & i L C, NIVO/IPI# & X IINIVO/Chemo# &5 D HEIMEN T S
TW5, 7272 L. NIVO/IPI#& 5 L IINIVO/Chemot% 5D\ 2BV TH, m%%&
B b L CEERAERROBHEENEL R2EMBED b plI1ZHR) |
tmnﬂ%ﬁkmwﬂ%)_iw\ﬁméﬂﬁtéﬁmﬂﬁwénfwé_&(m~
82 M) 75, PD-LIHK LR LI L TARRE ORI B2 HET5 2 ENEE L
W, PD-LIZEIRZEN1%AKH (TPS<1%) ThHd I L BHERINT-BEIZBWTIL,

AFI LS OIRFERE L EZET 5,
*ARF|DBUTH L LT, BRFES : PD-L1IHC 28-8 pharmDX 4 2| MFEGR I TV 3,

® TRICHYTIEE T 2ERF OB SR OMERFIEIC OV TIE, ARIOFRMEDR

ML INTRLT, REDOEBEEGREL 2L,

o —RBEEZT TOROWIRIBEIBRREEREIT UIFER O BE I T 5 A A H
x5

o TATHIBNRIE L LTS

o FRTREBNRIEIC L Y pCR 23R LI BE KT 2 INEMEREIEL L Tok
E

o BB & L CoOMoOREEEREA L OtHKR S

(ZaeMIc BT 2%E]

O TRICEKYTIBEFICOVTRAFIOESNEZ L INTND I b, KEETT
bz &,
o AFNOFSICE VIRBUEDOBE RO H 5 EBF

@ BEEOFMICBWTTFRICEE TRFIZ OV TUL, ARl GITHE 2N
2B, HOEFBRIRER 2 WHEICRY . BECAREZFEATLZE2BETE S,
o FEMMRBOAHIIBIHEDO D 5 EBE
o JAEEGRE CEIEE ZRY 5 BE K ONEEIWE O BUR BRATIR K B If 5
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FOMFICRIEMEA B ON L BE

o HOREEREBROASOR ITEBMHARE L IIERED 8 CAERBEOBERED
HDHBRE

o [EEBHEE (ELsHiBHEEZ ) 0bsBE

o MEEORBRENIIMEEFET LAY

e ECOG Performance Status 3-4 "0 D 8#&

(ED  ECOG 0 Performance Status (PS)

Score | B

0 | 2<MEREHTED, BRELFALABAEFELHIRER AT D,

AEEICE LWEENIRIR E N D2, SITHRET, BIEERE > TOERIITI TR TE D,
Bl BWRE, EHBEE

HITAETERDFOE Y O LF TN THREESERRITE RV, AFO 50%L B~y FATEI T,

BRONIZESDODHEOREY DI & LNTERY, AFO 50%LL L2y KOBFTIRITT,

& lwN

2L BBV, BHOEOEY DI LIFLTERY, B2y FIKFTBRIT,
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6. REICELTEEIREFR

O WAXESFIOML, BIERFEENRREET 5 BRI ED & AHK 0 ik R ONE IEE
RO DICHERERETDICEEL T LERTRZ &,

Q@ BRI D, BENIIFOREICASMER OEREE oA L, RELZE
ThbEETHZ &,

© ALFFRIERIGFROMRIGYIRTAE/EST - BEORERICFVTIL, PD-LT EHRED
R L ECARZ S AFEDOR BT 5 Z & NEE L3, PD-L1 FE
BNRFER TERWIEEITE. AR 2S00 AREORES 2 @I Lz ETRE
THZE,

@ FEZREWEROD<=RI AL MZ2NT

MEMERERRDLDONDZ ENRNHDDT, A OEEIZHT=-> T, BKIE
W (FPUR REE, 2k, FREVEE) ORI OME X REDERE, B84+
WZITH 2 bk, £, MBS UTHE CT, MiF~—I—FDHRELEMT S
& &5

AF O 5 ITEE D infusion reaction |2{if 2 CBRAIZ SO TE HHE
E%IT 7= ECRAT 2 Z &, F7-.2 B B UBEOAF$ 5-HFIZ infusion reaction
BhHobdZebhHdDT, AFEEFT R OERFZR SR T RITASA Z A
CERIET 5%, BEOREZHSICBET S 2L, 2B, infusionreaction &
B LG0T, 2 TOMERERDSZEEICEET2E TEREELZ THEE
T5Z &,

FRIREEEREE, TEMEERELAVRIBEEEHODLND Z ENH LD T,
AHF O 5 BRI & O 58 I E SR C N sbkeserk & (TSH, zff T3,
WEHE T4, ACTH, M= VF Y —AVEORIE) 2EMT52 &,
AROBEFIZLD | BEORBERISICERT 5 & E 2 LI okL RREPWRE
BHobNdZEends, BENPBOLNZHEIZIE, BRLEEFRIIS L
EPRY 2 5k & RBR A ReO[ERT LB U CEYZERRWT 21TV, I 0k
FUSIZ X B EER B RON 25 AT, RRIDOKRIETHIE, RURIBRER
NEVRIOBRESEREZE TS L, 2B, BIBREFLVEOREIZL Y EWE
ROBEPBDH LNRVEEIZIT, BIBRERNVE > LSO mitilEl o0&
LERET D,

BERLTHR, BoRRMNOHD AR L T EWERARRET S Z X3 H D720,
AR OBRE/RTRICHRIEHORBICHSITEET D,

1 BUBERA (BIEE 1 BUEIRA 2 E1) Md bbb, BRFES F T F—v R
WEDZLERHDZOT, R\, FBb, BIEFOIERDOREESMBEED LFI2
NEBTHZ L, 1 BBERAEREDNZSE IS EHLEL, 1R T
RO EEDOERAEEIT Z &,

BUERTA&., AL, FFgEES. T, BEEEEXRSLLbND 2 L03H D
DT, EHAICIFEREREZITV., BEOREZ+SICBE T &,

18



o BESHEENHOLDLRAZLENHDDT, BROBREOH KL EHAICHERT D
Zk, T IROBRESED bNEHEICIE, EONCERBEEYZZ T L
IBEEREETLH L,

® RIBTIRTHERET - BROBEBAEITHER T AEICIL. AR DORKERBRIZE W

T, %5 H 1 EMIT 6 BEZ &, ZHLIFT 12 8/ 2 & ICE MO 2

fToTWEZ & 2BEBIC, AFERESFIIEHNICEBRRE CHROBEREITI Z L,

® RIEBIIRIT BWEMEBEE L L TERT AT, AROBRKRRRICENT, &

ERADS 2 FEMIX 12 BRI, TR 6~12 VAR Z L ICAMEDOFnZ

THo TV LESEBIL, AFESFIIEHNICERRE COROHEREZITO 2 &,

¥, WEMEEE L LTERT28BE8IE, AEOFRSHMIE 12 yARETL

T5I L,
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2% 10

REEHAEETA K71~
=R~ T (BETHEZ)

(B4 : 7V — R RREE 20 mg, 37V — K KHEFHE 100 mg, 7Y
—REWHE 120 mg, A7V —RAFEHE 240mg)

~JRFER R~

SF3FE12 A (Ff 543 ANED)
JEAEFBE



e & = B R =

B

XL HIC

FAIOK. TEREF

BRI R

WA I DOWT

BExGR LD BE
BECELTHETREEER

P2
P3
P4
P7
P9
P10



1 BRI

ERZOEZNE - REMORBROTHITIT, IATEFIZESWEEERERSRD LN
b, SHIT, EEORZFEFEMOESIZ LY, FUKERR R EOEF2HBRERBFERL
PEARENDHT, INOOEE[ZECKELRBEICRMET 2 Z L BEBEOREL 2o T
BY, BRFMBCEE L SWEOEATTE 2016 (Frk 28 £ 6 H 2 BRERE) (T8 TH, &
FOERREOFEROREHEEEZRL Z L LI TWD,

FHERRFEERT, ERERCRE T u 7 7 A VBBEOERZ ERAL IR D
TERDBH, T, EHERVRLMEICETLERVPTAEETHETOM, HREEX
ROEBAMZIT B I LIS NABEICX L THEAT S L &b, BERANRERLE
BUC LBkt in g & D 2 L BRI —EDBEG LT EREE THERAT L EPEETH
5.

LizWoT, RHA BT 0T, BREERINETEELN TV D EZEFN - BF
HRHICESE, UTOEEGORBERFEAZHET BRI OLERENR, BEXHFRUHE
BEFEETT, _

BB, AHA KT A0, BSITBUEAERMERBRRGHEE, AREMIEAN B AKBRKR
[EEzs, —RHEMEA QA RERABES R O—BKEREANBARBIRRZESOHB OO L L F
L7,

WHBERDERER A7V R EAEFE 20mg, 47U —RAMEEFE 100mg, A7 P—R
SSEERE 120 mg, AT U R REERE 240 mg (—&4 =R T
(BETHEH#Z) )

HEERDIPENIPR - mREFAE

SEEhARERVHE: BF. BACE=FR <Y (BEFHE#HEZ) L LT, 1E240mg & 2
TBRIRIRE L 1 [E] 480 mg % 4 BRI CafEiiET 2,

Bk AR £ ¥ E NEFESTENSH




2 FHORKE., fERMF
F 7O — R AR 20 mg, [FARERE 100 mg, [ESRTEE 120 mg K& ONFLATEE & 240 mg
(—#s - =A< (EETFHEBEZ) . T, TAR &, ) &, DB TR
MHEAF LI A ATV A =AY —X 2RI AT (BMS) #t) 2B Lt bk PD-
1 (Programmed cell death-1) (Zxf9 2t b 1gG4 &/ 7 r—F VHUKTH 5,

PD-1 4%, &ML L= 32k (T #EMR, B MR OV =2 5 40% 5 —T #ifa) ROEHER
AR RBLT 5 CD28 77 I Y — (T MIADIEHE(L 2 FBIAICIE L BIZHRIBT 2278 I
BT 5ZEAETHD, PD-1 ITHURIRTMIRICEET S PD-1 Y U K (PD-L1 XU PD-L2)
EREALL UV SERICHRIME S VB EEL T Y U BROBEHCIREZAICTRE L TV 5,
PD-1 U 4 v IR FAHAELIAMNC b F Offx ZEEBEMICRBE L TR | BEHERaERE
2 HYIBR U7 SRR 351 5 PD-L1 DR & i OEFHH & OMICADOHREARRYEH 5
ZENHEIN TS (Cancer 2010; 116: 1757-66) , F7-, BHEEAESRE CIIEBRET
MIABEET A F—TznrH e (IFNy) ICX > TPD-L1 ORESFEIN, GEL
T2 REFABEIC1 B PD-L1 OFE L g 0AGFHE & OMICEOHBERBRRRH D & ORED
%5 (SciTranslMed2012;4:127-37) , & HiZ, PD-L1 ZHIRE =3 ML, FuRss
B/ CD8 BiE T MlE oS EEME 25 & & 523, HUPD-L1 HUA T PD-1 & PD-L1 & D
RBEEMAET D L 2OMREEFENEE T2 Z ENAFEINTND, FDIZ L5 PD-1/PD-
1 DAy FREIE, BSAMRAFURSERN. T Mlar» o 0B BE L2 BT 28FO—D L L
TEZLRTWA,

AL, FEEAHBRORE RO PD-1 OMfasaEE (PD-1 Y 4 FEEMHEED) (ZFE L, PD-
1 £ PD-1 VA REDESEHETSZZLICE D, DATURFEN L T HIROTEE(LE U
AFIBICSH T B HIIREEIE 2T 5 2 & TREMNALTIERDRZ 7T L AR INT
W5,

INOLOMENDL, AFNTEMERIC T 2H = 2ERECRVELI O LHFS, K
BIARAEREERNR L LEBERRREERE L, A, ZEMROTEENHER I NI,

AHNOVEAEFIZESBEDCRERIGIC L 2BERERH bbb, EEXIIETIZED
FREMD B D, AR OEEFTRUERERICIT, BEOBEL TV, EFSRO LN
BEIE, BB UFRITS U BMAT R & R 2 B o= & E 8 U CEY2 &R
2TV BEOHERIGIC XL 2RIERAB DS EEITIT., RIBRRESALVECRIOREED
B RMEZRIT 5 LER DD,



3 RO
ERAREOARZFICEMEZTo - ERERRRORE L~ T,

(& 2]

EWNE DAERBR (NM-K2002 7ER)

ERFERE (EEORE - SRS ESWTHIE SN ABEREDH 5 BE? 1%
shEniz) 56 BleExtgIc, AF 240mg % 2 RN TRBRHE L, TEHMOIEE Th a1k
SERER DO H D BRE (45 ) DFEPE RECIST VA KF4 11 HUZESS BFREIEIZL S
CR XIZ PR) 1Z222% (95%fEHEXR] : 11.2~37.1%) Th-olz, 28, FANCHKE L-HE
12 5.0%TH-olz,

Fio, ALFRERORVEE (11 6) OFZEIL, 182% O5%EHMEM : 2.3~51.8%) T
BHoT,

] EEAEBETH D I L MRBEORE TRASL, 1R E%E CT, FDG-PET, L FH(LE

NRERESOBEGREROLEITS U SAMLDE (LER. BAR, RREHEVESR) K
L0, +RR2ERREPER L L TORREEMEES AR ERAERES (BEH2AE, B
YV SERORERERS) BE, 2k, CEEEEOFEC»IDLTRHERL SN,

¥ FROWVWTHNIIEE T RE,

-WEE ) REERDREE T HERMORERE

- BIEETE (EK) OREETIAMORESRE

Y U AHEROHBEET DR LEERE

CBBREY L AEEROLEET IRTELEERE

- IR IES TR S WEE OB A BT 5 B
CEBEOBEBOLEA L, MEXTIEENORIRERFE (PSA) REELRT EHAE



[7Z241%]
ENE THFAR (NM-K2002 #5R)
HEESIT 53/56 B (94.6%) WD HIL, AH & ORRBENEETIRVAETSRIT
35/56 il (62.5%) (ZFRH BT, FEEN %LU LOBERIZTROLEBY ThoT,
#2 REENS%ULEOBIER (NM-K2002 BB  (R2MEARNTHIEH)

BRERIRSIE ik (%)

EARGE 56 Bl

(MedDRA/J ver.22.1) 4 Grade  Grade 3-4 Grade 5

2EIER 35(62.5)  11(19.6) 0
MEB I VR EE

B FR BRI E 3(5.4) 2 (3.6) 0
NP WEE

HOIR IREERETLIESE 3(54) 0 0

FR IR RE(E T 9 (16.1) 0 0
BIREE

TH 5(8.9) 0 0
FRIRTRZE

TI=vT I bTvAT =T7—EHEM 3(54) 0 0

TANGEUET I TV AT =T - 4(7.1) 0 0
PRk SR, MR X OWMRREE

Fiifig 2% 3(5.4) 0 0
BB L UR TAREE

D ERE 6(10.7) 0 0

232 9(16.1) 0 0

B EBIRES 3(5.4) 0 0

225, HURARHEEEREE 9 61 (16.1%) . FFHEREREE 5 B (8.9%) . FIEMEMIZRE 3 #1 (5.4%) |
RERCAHRLARAE/ 2 /3T —3 il (5.4%) | BHEHEREE 3 ] (5.4%) . BE O SEREE 2 # (3.6%) .
FEEEE 2 B (3.6%) . infusion reaction 1 5l (1.8%) . FFAE1#1 (1.8%) KRUKIEEX - /I
fRss - EEOTHLF (1.8%) BED LN, £iz, EEMENE, LK, ik, 1 BHER
7R, BUERT, AT, BR(LMERRE R, FRAMEREE . BIBHEERS. Bk - BEREX. ki
BRERIE, ERERMKEE, MREAERE, B, BR. SEOBER. UEEE.

. BRI R OEILIIRD bhanoTz, AEWEARBURMIIEESES RRRIRA
ETl) abERRETT,

St
i

=
B

b

R



[Ai - BE]

A OBEMBEMERETTASFIALEY I 2 L— 3 1080 KK 480mg % 4 BRI
MR XIIBAROMHE - HES TRE LEZEOARAOMFEFRENSRI SN, ZOFfRK
R AK 480 mg & 4 WHEER TG LB EFREEIZEIT 2 FHMEFRE G T, TCugs)
LW, ) 1E, AF240mg & 2 BRIMRTERE L7ZBED Cags CEBT 2 & FHISHE (T
#) . Fio. A 480mg % 4 BEIHR CHRE LEBEOEFRREICKIT 2 &EmMETRE (L1
T. TCmaxss] EVV9. ) 1E, AH| 240 mg % 2 BREIRFIFE TS LIZEED Crnaxss & LEIL THE
BERTETFRENTZLOD, BARAABBIZEOTARZTENERINTWOIHE - HE

(10 mg/kg & 2 BRIMIR T&EE) THRBIZESL LI2BED Crus & B L TREZ =T & T
Ahiz (FHR) ., Mz T, BEHEOBECRIT T —FICESE, &4 3 mgkg (FE) T
240 mg % 2 AR, &L < 134K 480 mg % 4 BB THRE L-BROFKOBER LE
BT AN L OBEE R ARESETANEE S, YHZEEIC OV TRENT
bhi-fER, ERofE - FEOM TADMERUOZEMICHBRERIIVWETRIS N,

£3 FROKHWB AT A —F

. Crnax Chnind2s Cavgd28 Cmax,ss Cmin,s Cavgss
k- BE
(ug/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
51.6 272 31.0 113 62.1 77.6
3 mgkg Q2W
(352,70.8) | (16.5,40.3) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
72.7 38.3 437 159 87.8 109
240 mg Q2W
(51.1,103) | (23.3,59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
145 29.7 53.0 216 713 109
480 mg Q4W
(102,207) | (15.5,474) | (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)

FROUE (5%, 95%) .« Q2W : 2 JEREIRIRE. Q4W : 4 BEIFERE. Cmex : MBS # O MIEFIRE. Crinas :
FEHE1% 28 B EICHIT 2 REMEPRE, Capnos : FIEZS% 28 B B E COFHMBEFTRE, Craxs : E
EREEICBIT AR EMIETERE ., Cuns: EFREICBITZRENFEPRE. Coes: ERREIZBT 2 FEHM
BRI



4  JERITONT

EFEGL ) X7 EHEFE (RMP) [CES&, AADEREMLZESMBEARES ~O /)4
NHHMEETH-> T, AFORENFEY2BELZZH - FFEL, AFHOREFICIVESE
REWERZRBE LIRS T 5 Z e BUERED, UTOO~QDT T &= 7
RIZBWTHEHAT & TH 5D,

O fEgkizoWT
O-1 FED (1) ~ (5) OVThIZESTIMmZTHHIL,
(1) BEEFBREIEET 2PADEEENARE EOE RS AZREEILR
JABE, HUEKDS AR HE AL SR, Huk S AR PE e &)
(2) FFEREREIRET
() FERRIEREET 2 NARREERIT (BSADREERETR, S ABEKE
BRI, DSARIEEHSER R £)
@) SR(bFEREELRHRE L. SSRER L FERESER | M kER L FRIER
PRE 2 ORERAEIR DI BB E T o TV D%
(5) PLEMIEERILS EERMEOMBREEIHR D REEIT> TV DR

O-2 FEFERARHEOZHRUZE (3% HRBKRERFSR. RREAABAZELTA
RTA v BETH 2 R.2018.) & L, {LFERER CRIERRER O3S+
SR L RBRAROEM (FTROWTNUNIIEE T 2EM) N, Sk kR
DAFZET HRROBEE L LTRBESNATWD Z L,

o EEMHRIFFEUSE 2 FOPEAMMEZIE T L=%IZ 5 UL E OB AIBEOEKRIHE 217
STWAZE, 9B, 2FELEIT, BDAEYEREEZ T E LTEBRKEEZOMEEZIT-
TWAZ L,

o  [ERMGEHFEEE 2 FOPEAHMERZET Li-%IC 4 FULOBKREREZBAE LTS Z
Lo DB, 3FEL R, REARREICRT 2B AFEYERE S & 0N AREDRKRIHE
BT TWAIZ L,

@ BEADOERMEREBEOEHIZOVNT
E%&Fﬁﬁﬁ:%$¢5$&%ﬁm%én\@%ﬁ%m%m%ﬁ%n\ﬁ%ﬁ-ﬁé
FERZNFROEEKOEMF I T HEFRER. AFFELRELLHEOREE

%\##ﬁ%ﬂ_ﬁbn5¢ﬁ#%ofw5:&o




® BWER~ORIRIZ2OWT
®-1 HEFREHICEE T 2B

MR BEOEERBIERANRAE L-BIC, 24 FFEZHREHE O T, Y%k i
BHEMRICE VT, BRLUEEVERIOSC TAREEK O CT S0RER OB LE
RREOEENY BHICBLN., BEHICRISATRERAEHRIE TV Z &,

®-2 ERREEE L > EESNICET S EN

WAL D A EFM R MHE DR AT AEREREENEVERE=4 V7 %
EHTERBDOR Y ) —= v T EITOERE E FRELE TE 25— LEKREHIDERH S
nNTWBIZ L, 2B, BEERHIZOVT, DABRELZORKRIITDIZAMENTND
a5,

®@-3 RHER OB LT

BIVEA (RIEMREICINA, EEGENE, LR, HR, BEHRARE, KB,
NS, BEEO TR, 1 BBERMA, BUEATA, A2, ITREES, TR, BIERE R,
FIR AR E | TRAKASREE, MREE, BEE. BIBES. Nk, EEORERE,
FARMASZEMAE, infusion reaction, B MKMEE, MERERIEMRRE. L, Bk, EX
DB, BRI EE BEORERG, WiEREE, DBEE (LEME) - RIK - DEE
HAMYARE) | RIEERE. BB, L) 1Iox LT, YR ULEBEREE O
P24 B EN & EE L GEEROZK-oGICE L THERVUZEBE2Z T bNDE
HizhsbZ L) | BEHICEDZLAEN TE EFINE>TWDLH I &,



BExXZEL25BE

(BB 3 5 EE]

O TROBEIZBWTARRDOHESERRIN TV,

o TERTHABRABERIA FT74 ) (ARBEKERES) 1CES5%, @228 K
REOYRESFAIMRE 2 0 Uz BT, [RFIER 0 A7 bR MRS & 2 S,
o, [EBORTE « MRS SO THEE SN AIBERED RV BRE

@ TRICZETIAFOKRERUHEAFIEIC OV THE, REOFMESHEI SN TR
59, KEDOHEEHZ LB,
o OTUEMESH L Ot R%RS

[Z2t B+ 5FE]

O TRICEHTLIBEFIIOVWTUTIRFOEEREZ L IN TR I Enb, &5 %1T
RN L,

o AFOESIZH LBBUEOBERED H S BRE

@ WRATOFEIZIE DT TRICEE T 2BEFIC 20T, AFORSIHEE R

B, HMLOTEFEERE A 2 WBEICRY . BEEICAFIEZERTIZ L 2BETE 5,

o HHEUWRBOEHIIBEEOH D EE

o EEGHRE CHEER 2R 2 BE R OVEEME O RREHER Ao Y ik &
DI RIEERAC DB B2 BE

s HOREREOGH., IBMNRE L IXEREO B CREREDEEERED
HBHRE

+  [ERBERE (ElHHMRBHEELZED) ObDESE

s REOBENIIMEERTIESE

*  ECOG Performance Status 3-4 0 D3

W) ECOG®Performance Status (PS)

Score E R

0 < HEREMTED, BFHATLALBEERNHBZ TS,

AR LWEBNIHIR SN D3, BITAIRE T, BRIEERE > TOEEIXITI Z MW TE 5,
Bl BVFEE, EBEE

SITARETHDDEOR D O L3¢ _RTHEHEFSMEZIZTE 2V, BHOS0%U FiE~y FAGE

9,
3 [RONFFESDEDERIY DI & LT, BRD50%LL EF <y K EFTRIT,
4 < 8TV, BEROFOEY O L L TERY, BRIy FWTF Tl =4,




BECELTERETN&EEBH

WA CEE IO 2, BERFTEEDRRET 2 BRFITED & RF ORHMER O EfE
RO VLERERETHICHEBE L T LERTLZ &,

IRRBRLRIC LD, BEITORIEICEPIEREREL +5HHA L. RAEZE
ThoEETHI L,

EREMERAO~R YA M2 T

BIEMERENH oD I E0H DD T, AFOBEIZHT- - TiE, BRER
(REOR RIEE, ok, FEE) OREGRR UM X MREOEMSE, 8824 1+712
1752 &, e LBEIRC T CT, E~—V —S0REZRET D Z &,
AF| O 5 1IFEE O infusion reaction | X TRAFFIZ 43725 IE D TE 5 i
Z1To7- ECRRT 52 &, £72, 2 BB LIEOARA R 5/ IZ infusion reaction 23
bbb DZLbhHDDT, ARKREGDPRUKRARGHET RIT AL Z YA
ZHIETHE, BEDOWREL+7ICBET 5 2 L, 723, infusionreaction % F8H
L7EHEIEE. 2 TOBERMERSER2CEE T2 ETREEL TEET 5
Tz,

ORI RERES . TERABERERVRBIRESERHO0DOND I ERHDHDT, K
F O %5 BRI O &R S HHE P IXEHBIC N WHEREIR A (TSH. 07BE T3, i
B T4, ACTH, M aLF Y —LEDRIE) 2FEET D &,

AR OHEEIZLY, BEOKRERISCER T2 L E X2 b 5kx REBORE
NHLON2ZZERHD, BEERRBOONTEEEICIT BRELEFRIILUEH
FRED 72 A58 & RBR 2 FFO[ERD & 8 U CEGI2ERIRZE 21TV, BEDORER
M X DRIERD B 2 HA 10T, AAIOAREX T IE, R UEIERE R /LVE
CEIOBREEEERETHI L, 2B, BIBRKERLVEOREIZEVEVEROW
ENED LNRVERITIE, BIBEERALE L USNOREMFEIF OBME EE
T 5,

BE#HTH, AL OHETARB L CTOroRIEARRRT L EB3H 57D,
AENDOHEETHICORIERAORBRIZHDICEET D,

1 BUpERIA (BUE 1 BERAR A2 L) b bbh, ¥ERRFRES F 7 =R
DI ENHDHOT, OB, Bl EHEDERDFEHLMAEED EFIT+75E
B L, 1 BEERRPEDNIZGEICIIREZHIEL, A A VREIOK
BEHOBEYBRLEEZITO 2 &,

BIFEAFR., A2, ITHEREE. TR, BLEEERBHOONDZ ERHHD
T, EHICIFEEREZITV., BEOREBZTOIIBETDIZ L,
SAEVNERNHLONDZ ERHDZOT, ROBRFOFEZ EHHICHERT S

10
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53

&L F IROBRENBD BN ZRBETE, HONCERERE T2

BEREETLZ &,

@ AFIOBERMABRIZEVT, 6 BRI Z L ICAIMEDFHAEIT> TWEZ EE2 BB, A
Hlf 5 X EHMEICEBRE COROMERLITO 2 L,

oy
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%23 11

BEEHEETA 71
=R~7 (BETFHEEL)

(R4 : 7Y —REBEEHE 20 mg, 7P —RRHEHE 100 mg, F7T—
AERHLE 120 mg, 37 P —RARFFE 240 mg)

~ PR b RO~

SR44E3 A (5F054 3 AkET)
BAFEE



B

AV oA LN

(XL I

A ORe. TERBEF

82 PR AR

M IZ DN T
xR L BE
BEHIBRLTHERE T EFHE

P2
P3
P4
P9
P11
P13



1. LI
EIE S OB NE - BEMEORERO O, T ITEFICESWIZEERFERIKRD
bivd, XHIT, IFEOREREFTOESICL Y, FUKESRR 2 & OEFr 2R EAE
FEELNAREND T T, CNOOEELZEICNERZEFICRET 2 2 EHARED
R L 72 o TR REMBOEE &L WEDEARFE 2016 CERK 28 45 6 A 2 A BIFIRIE)
WWREWTH, EFMERLEOEROGEHEZRDL L EsnTWND,

FHEABEEE ST, EREARTEM T 7 s A VPEFEOEEL LA LNICE
RBEZERNDHD, ZDRH, BHEROEZEMICETERP+HERFET 5L TOM.
UHERSOBRELBZITEZ BRI BEICH L TERT 2L &b, BIE
FAMRFKRLI-BICSHERS R E & D2 BN —EOEME T ERERE CTHE M
THIENEETHD,

LENR-T, BHA FTA4 0 Tid, BEEESINETILELN TV IEFESY -
BERAMICESE UTOERLOEERFERZHET 28RO LERBEGH, Ex
FROBEEFEL T,

¥, KHA KT A 03, BNATBIEAEEGERESRGHEE, AREMEARR
BEIRIEES S, —REEEN B AERAR ES R O— SN B ARG FE 06
F10b EfERR LT,

WL RAERER A7V — R EREERE 20mg, 47 VA RHEFHE 100mg, 7Y
— R ETEEE 120 mg, A7V —RARWERE 240 mg (—%4 =
RA<7 (EsTH#z))

HEERAPEINE : RE LRI Bk mEEE

SHBLRARERVRE : @E. RACIZ=R <7 Gl %) L LT, 18 240mg
Z 2 BRI 1 | 480 mg % 4 AR CAMsEFET 2,
7L, BEEBIZ 12 0 AEETET B,

8 3% Bk 58 ¥ F NS TEKXSHT




2. AHORKE, 1ERABF

F 7 — R S EEE 20 mg, FLAEERE 100 mg, FLAREFRE 120 mg R ORLATERRE
240 mg (—fx4 . =R~ T (BEFEBEZ), LT, TRED &vi,) i3, /DEFER
TEKASH L AF VY 723 BTV ARAM v —X X747 (BMS) #)
B L7-t k PD-1 (Programmed cell death-1) (Zxf9 5 & R 1gG4 £/ 7 v —F AFLE
Th b,

PD-1 %, &ML L7V 38k (THIBE, BHREEONT F 2 0% 7 —T M) ROV
BERMARICFE T 5 CD28 7 7 X U — (T MAROIEME(L 2 BRI E & BICHI 3 5 4
FHE) ICRTAZAEMETHS, PD-1 IFHURRTMIRICEIR TS PD-1 U U K (PD-L1
FOVPD-L2) &fEA L. D o SBRICIEIE S 7V R RZE L T U 8 BROTEMA L IREE 2
BIZFHEI LT3, PD-1 U I NiZHUREB LM b b O« 22 IEEARIC R
LTHY, BEHERAREBE) LU L EREMARKICI TS PD-L1 O & IEOERF
M & ORICADMHBEREERR H 2 Z & B3HE 4TV 5 (Cancer 2010; 116: 1757-66)
i BHRAERSE CIIEREE THRSELET S A X —T = H < (IFN-y)
IZEL > TPD-L1 OFRBENPFE S, &8 LZEEHEICRIT 5 PD-L1 OFEB LHFED
AFHE E ORICEDOMBEBRERERH 2 & DOHE L H D (Sci Transl Med 2012; 4: 127-37),,
X 51T, PD-L1 ZiEHIRHA S B AMATIT, PURKERM CD8 Bt T MO MiaEE
TEMEZ I8 S &34, HLPD-L1 Hif&AT PD-1 & PD-L1 ¢ OfFEAZEETZ & ZOHIR
BEEENREET D Z EPARINNTNDE, FDI L6 PD-1/PD-1 U H > REEREEIE, 2
AR TURRRR e T MR O OWBELZERET 2HFO—2 L LTEZL LT
5,

AFNT, FEEFEBROERD b PD-1 OMIRSEE (PD-1 U 4 > FEEAEIR) IZ/HEE L,
PD-1 &£ PD-1 UV NEDREAEZEETLZZLICLY, BAFURBEEN: T HIIRORE
LR O ASARRIZ XT3 DM E ETEME 2 BT 2 Z & ORI e BB R 2~ 7
T ENERINTWB,

AFIDVERBETICES S BEDRERINC L 2BWERZERH bbh, EEUIELTIC
ELHAMESEDR DD, AR OKRSGTEORERIZIT, BEOBEL 01TV, BEE
Do HEITIE BB L FRICIS U EMAY 22 50k & BRBR & B OIERD & s LG
U2 EERIRZET 21TV, BEOKERIGIC L SEWEANRON D GEICIT, BIBKERNV
F RO GHEDREENRILEZIT 5 LERH D,



3. ERIREAE
FRIE RO I8 T B AT % R BN RIE O R ERER T E M 21T o I E R BRRRBR O R 2
‘@_\O

[F%hit]
EE RSN (ONO-4538-33/CA209274 FABR)
75 BB IR 8 RO DT BBE1700 5l (A ARNEBE 49 FlE&Te, AKEE 353 4,
7S5 REE356 Bl) ERRIC, TITEREBE UCHA 240 mg % 2 JAHERE C AR
B (BE 1208 LEEXoAMEROEEMEEHRF Lz, TEFHREE THD
WERRATERIR (ULF. TDFS) v 5,) (FRE [95%EFEXMED X, AHEET 20.76
[16.49~27.63] # H. 7FFEHREET10.84 [825~13.86] "HTHY ., AFHIIT 7 &
REECwt LB 2MIC AR RIERE 2R LT (0N — N 0.70 [98.22%{E#EX[H @ 0.55~
0.90]. p=0.0008 [JER! log-rank }E]. 20204 8 A 27 AT — & Wy b 7)),
A1 M. BEVIRBRESRLE L. UTOVThANICESTRENTE L Shiz, 2%, X7 Y —
=V IEETIEY 22 HBIEREEEE SRS b BEITEANTRE L Shiz,
e LAFFFL (LIF. [CDDP) &1\ 3,) 22 DHRTHEERESY ST, TR OREEMTENDIRE
B3 ypT2-ypT4a Xit ypN+ D BFE,
« CDDP # &t ifATHiBEEL ST TR LT, Mg OREEBFHIREIERN pT3-pT4a i pN+
T . > CDDP & Lol G BN FRE N RS T S RIERIEE LTV 5 AE,
10 ‘p_\___

0.94 \\
08 .\‘.\,

0r] T\

e Y
a s L ‘n‘_ AFBE

05 L. N

—--L:(_-ﬁ_:‘_i .\M_
B

0.44 s . - emmmer —wew
) -4,
/ T e - ML, e o a e i e a

0.31 75 R

Probability of Disease Free Survival

024

01

o
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
At risk EEARTT b OB (A)

AFIEE 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0
ZS5REE 356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 0

1 DFS @ Kaplan-Meier Bi#i (ONO-4538-33/CA209274 #E)




(FIFEEMLBI D F M)
ERELLEFEMARER (ONO-4538-33/CA209274 R) IZHAAN LN BEDF—F T
E3E, DFS I\ DWW TURFBESMI BN IR BN T 21T o T RIITRO L BY Th o T2,

#£1 JRFEBWAH D DFS OFER (ONO-4538-33/CA209274 )

T, T me meled g e
S A R S
se W% nGn LnESTO e

— D HEEREE, *l WEZH Y CEHERE N+, NO UITHSHE U oS85 10 R, NO 228 H U > SEi# 10 &
LLE) | PD-L1 BHEIRE (21%. <1%XITAIEREE) . CDDP 2> ShiiTaEENRER (. 8B) 2BUET & L7=BRI Cox
BN — REF L
1.0
0.9 -

0.8

0.7
AF

0.6

‘Ag
A

0.5 -

.
0.4 / Tiea, By

03 - 77w REE = AN 8 A AN~ AN ~ -A M- A

0.2

Probability of Disease Free Survival

0.1

0.0

0 3 6 9 12 15 18 21 24 27 30 33 3% 39 42 45 48 51
At risk %% BIEBBIT 5 0H@ (A)
ANKIBE 279 238 199 173 146 124 97 80 63 47 38 34 27 17 14 3 1 0
7% AR 281 195 150 118 98 86 71 61 49 38 32 30 23 15 12 7 2 0O
2 EMHBREERIZIIT S DFS @ Kaplan-Meier gt (ON0O-4538-33/CA209274 3k)



1.0
0.9 -
=]
.z 0.8 —
[
=
@077 75 R
()
™
= 06-
LD | “ ) Ve
3
2 05+
a M L A
B 047 AR
N\
z
E 0.3 4
[+
<L
S  02-
[« 9
0.1 -
0.0

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 z7 L] 33 36 39 42 45 48 51

At risk 3% EIEBEI TG OHE (A)

AFIEE 44 34 28 25 21 20 19 1715 14 13 11 6 4 4 0 0 O
SR 52 36 34 29 26 25 24 2422 18 14 14 9 3 3 2 0 0
3 BERBELFIZIIT S DFS © Kaplan-Meier Bi#t (ONO-4538-33/CA209274 k)
1.0
0.9
0.8 -

0.7

0.6 -
7T e R
0.5

0.4+

0.3

Probability of Disease Free Survival

02 AF
0.1

0.0

T T T T T T LI T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 3% 39 42 45 48 51

At risk 3 EEAZIT T 6 08B (A)

A 30 24 17 1411 10 10 9 7 7 6 63 2 2 0 0 0
>S5%KE 23 17 14 1010 10 10 9 9 9 8 6 5 4 4 1 0 0
H4 REHBBEEMIZIIT S DFS O Kaplan-Meier Bi# (ONO-4538-33/CA209274 3M)



[Z24E]
EFEERIFE AR (ONO-4538-33/CA209274 $KBR)

BHEELRITARKIFE 347/351 B (98.9%). 77 & RFE 332/348 {5l (95.4%) \ZF88 b,
1GERIE & ORFEBENEE TE RV EERITAFIRE 272351 # (77.5%) . 77 R
193/348 5l (55.5%) 12 bitlz, W OFETHEFED 5%LL EORIERIZ FRD
EBYTHoT,

#2 WTNLOBTRBERYE 5%IULORIER (ON0O-4538-33/CA209274 RIR)

- Bl (%)
B E‘sz:\ﬂ:ﬁ e S p—

T 351 31 348 51

(MedDRA/J ver, 23.0)
£ Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

2RIEH 272(775)  63(17.9) 0 193 (55.5) 25(7.2) 0
NWEE

IR MG RE TUESE 33(9.4) 0 0 3(0.9) 0 0

FRNRBERE IR T AE 34(9.7) 0 0 5(1.4) 0 0
HiBES

TH 59 (16.8) 3(0.9) 0 38 (10.9) 1(0.3) 0

G 24 (6.8) 0 0 13 (3.7) 0 0
—i% - £EHEER LUK SEMIORE

EIE 24 (6.8) 2 (0.6) 0 17 (4.9) 0 0

EF 61(17.4) 1(0.3) 0 42 (12.1) 0 0
BRI E

77— EHEm 33 (9.4) 13(3.7) 0 20 (5.7) 5(1.4) 0

ey L7 F= 8 20(5.7) 1(0.3) 0 11 (3.2) 0 0

Y R—EHEM 34(9.7) 18 (5.1) 0 20 (5.7) 9(2.6) 0
RBER L CREBEE

BEEE 20 (5.7) 2 (0.6) 0 11 (3.2) 0 0
ERE IR THEsER

% 5 FEE 81(23.1) 0 0 40 (11.5) 0 0

®iL 53 (15.1) 2(0.6) 0 19 (5.5) 0 0

PR EBIRE S 19 (5.4) 2 (0.6) 0 4(1.1) 0 0

B AFEEITIBW T, FARIREEREREE 65 1 (18.5%) | BBUHRIARHE 44 1 (12.5%) .
JFHERERES 29 il (8.3%) . MHRREE 29 i (8.3%) . BHEeREE 2541 (7.1%) . ME
PERTEE R 19 41 (5.4%) . infusionreaction 16 f4] (4.6%) . KA « /NGR - EEDO TR
11 61 (3.1%) . DEREE 7 61 (2.0%) . EEDOEEREZE 6 # (1.7%) . DFH%K 3 61 (0.9%) .
EREMEEAE 2 4] (0.6%) . BIBHEAEREE 2 1 (0.6%) . fide 161 (03%) . 1 BUFER
#5161 (03%) . AT R4 161 (03%) . BEX 16 (03%) ROSE SIEX 14 (0.3%)
VRO b=, -, BUEMSR. FF%, BEHERE R, TERABERE Bk - FEIE%,
FRIRMAEZERAE, EEZIIREE, MERKERIEMEE., %, RIFRE, EEHMLEOYE
LIRS bheh o, REWEARBERRIEEES (BAREEREL2E5T) 250
EEHERE T,



(A - AE]
KEOFEMEYBRETTNAEZRALEZ I ab—a kb, KH 480 mg % 4
BRI TR 5 AR O s - BEE RS L2EBoARK o ETREFRE SN
P, FOFER. KK 480 mg & 4 BRI TR S LZBEOEFIREI KT 2 FHMEF
BE AT, [Capsl £V, ) 1T, AFI240mg % 2 BRI THEES LIZEED Cugs &
WU 5 L PRIENE (FR) . £, A% 480 mg % 4 BRI TR LIBROER
REEICBIT A EREMEPEE CLT. TCuxsl £V, ) &, FHAl240mg z 2 EFF
FE T E U2 Comss & B L TEMEZRT & FRISNZ OO, BAABHITEWD
CABMENER SN TS HE - AR (0mgke Z 2 AMER CHRE) TARHZES L
P BED Coanss & B L CIEE R RT L FRISHZ (FR) . MA T, BHROBEICET
BF—H|cESE . AF 3mgkeg (E) &L <X 240mg % 2 B, SUIAH 480
mg % 4 AR THE S LBOAAORER L A TR e L OBRELZRETT 5
BERSEFANEL SN, YEEEIZ >V TRABMTORZER, EROME - HE
O CAENMER UL EHICHARZZR IRV E RIS,
#£3 FHOEHWIB AT A —F

ﬁﬁff . ﬁﬁﬂ Cmax CmindZS Cavgd28 Cmax.ss Cmin,ss Cavg,ss
= (ug/mL) (ug/mL) (ng/mL) (ug/mL) (ug/mL) (ug/mL)
ieyEe— 516 272 31.0 113 62.1 776
mg/kg Q (352.708) | (165,403) | (212,439) | (75.0,171) | 71,100 | (42.1,127)
727 383 437 159 878 109
240mg QW | 5117 103) | (23.3,59.0) | (308,609) | (102,254) | (415,158) | (62.1,187)
145 297 53.0 216 73 109
480mg QAW | (100 207) | (15.5,474) | (37.0.74.8) | (145,336) | (27.5.137) | (62.1,187)
193 99.6 116 396 214 275
10mekg QQW | (146" 292) | (8655,132) | (101,148) | (329.525) | (184,303) | (236,377)

FI(E (5%, 95%A) . Q2W : 2@, Q4W : 4BEIEIRR. Cme : FIEH 5% ORK & MLEFRE.
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@-2 BERUFEC L IAFERNNICET O EM

PADEICED S EMN MR E O RE T T 2ERUEFESBERE=2 ) 7
EEDEEROAT ) —= T ETOERE L FREHE TE 27— ABEREHPE
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BrEE . FHIRMAQZERE., infusion reaction, EELRMIKEE, MEREFREGERE. .
i, EEOBL, HEOER, BEOCRERE, MBREE, OEES (LEME -
BRI - ORGSO RFEE, EREHM, L% LT, SEERUTE
BEERMEEOEM L AT 5 EM L EE L @EAOZEORNICE L THRERUIE
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e ECOG Performance Status 3-4 &V D BFE

(ED  ECOG o Performance Status (PS)

Score | EF=

0 [ &< ESTES, BHATLFALREAESHIRZ<ITZX 5,

AKEICE LWEBIHEIR SN DA, SHITATRET, BIEEDE> TOERIIITI 2 &N TE S,
7l BOWRE, EHEE

HITAETHSOEDOEY O 7 LT+ X CAREEMNMERIITER Y., BFRO S0%L EiZ~y FATEI T,

BLN-EADEDEY OZ & ULATERY, BFED S0%UEESy FAEFFTRIT.

SlwnN

28T, BODEOEY DI LITEL TERY, BRIy FOIBTF RS T,

12




6. BEIZBELTERETREEE

BATCEZ IO 2, BUEIRFTEE DR T 2 BRI KD EARFIORHE R OSE B
ROTDIZLEREFREFHICHEE L ThoERT S Z &,

TRERBRIRIC e BE NI ZF OFRKICAIMEROEREZ 05 L, REZ2HE
ThokETHZ &,

FREWER DRI AV MZHOWT

O

)

FEMMERLRH GoNBZ ENHDDOT, KEOBREIZHT-->TiE, BEFRE
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