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

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

~ BRI~

S22 (5Ff 54 3 AETD)
JEAE S @
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1. IICBIC

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

PRV ERR T, KEEASCL 2T 0 7 7 A VDBBEEOEIRS & D IR
RHZENDD, DD, HEROLZEMEICBET HIERSHERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B B 2tz & D 2 & AN AHE e — 1 O B i 7= 3 R S BE i A
THZEREHEETHD,

L7eRoT, KA T A TiE, BARERELZNE TICELN TV A EFITH) -
BHE RN S-S & | LT ORI O il 72 5 2 HEE T 2 8L b B e gk &%
HROEEFEHEZ =T,

I ARITA BT A A%, MSIATBOE N B R A A, AmtEE AR AR
BRI o . —AFEETE N B AR IRNEHE S, FoEFREFTEENE N A AREIE T2 O W
J1ob EERR LT,

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

REERDPIETAER - ARTGUIBRARGE AT « FEFE DRI
RIEFER T DI AHBLHEE

REERDMEROHE . <ARIGUIBRAREEZHEST - FFORIENE >

W RANCIE=Av~T BB Z) & LT, 1[\240mg

Z 2 ERIRINE S 1[0 480 mg % 4 AR RIME CAGEEET 5,

L OFEEMIEEA & O3 25613, @, A=A 1r~7

(Bl z) & LT, 1H240mg % 2 AN, 118 360mg

% 3 B FEIEIRR S 1 7] 480 mg % 4 3 [ S CRim it 5,

< BB BT DIFZ BRI >

HWE, RAZE=Rr~T7 (B iiz) & LT, 1[E 240mg

% 2 W R RE ST 1B 480 mg % 4 @ EI MR CARERET 5, 7=

L. BEHMET R VAMETET S,

D /INBPSEL TR US4

et
3
=
Sl
M
o




2. AHN DR, VERBFF

A7V — R R 20 mg, [FLASEEHE 100 mg, [FAGEEE 120 mg K& OF AL
FE240mg (—fk4 : =R ~7 (BB LT, TRAL E0vo,) i, /MBS
i TEMAEH L AX Ly 7 24 BTV AL e~ F¥—X 27447 (BMS) #)
235PA%E L7 & h PD-1 (Programmed cell death-1) 1ZX%F3 5 & Ml 1gG4 £/ 7 v —F /LT
KThsb,

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

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUSHIE T2 2
T ITERT2ZA AR TH D, PD-1 IFHURIRRAIIIZIEELT 2 PD-1 U o K (PD-LI
KMONPD-L2) EfEa L. U RERIZIEMES 7 F 2 fmizE LT v REROTEHEIIREZ
BIZFRET L CTWb, PD-1 U W RIFHURE SN B b O & 22 Gk 58 B
LTk, BMERAMEEE) LR LB T D PD-L1 OFBLLIEOEF
HH & OMICADOHEBEBR & 5 Z & HE I TWwb (Cancer 2010; 116: 1757-66) ,
F o BB AR TR T MRS EAET 24 ¥ — 7 2 a5~ (IFN-y)
12X > T PD-L1 OFEIANFES N, 88 LSRRI IIT 5 PD-L1 ORI E ik o
ALEWIR & ORI EDOFBIRR N & 5 & O#HE S & % (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 Z @5 S E -8 AMiaiE, PUsRFER CDS Btk T Mifa ol fafs
T AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHilE
GEEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 FERERIE, 23
AR FURRF A7 T MM O OBEEE A BT 5HFD—>2 L LTEZX LT
Do

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

ZID DN D AANTEMEIES AT 2 B AeIGEIRIZ 2 052 o & IfF S h,
BiEmEEE NG L UBRREBRZ E L, A, etk OERERHER SN,

AHNOVEEFZ LS < BEE DORE S L DEWERZ%N S 5 b, EEXIIRETIC
BLHAREMEN D D, AKNOEG-H R OEE#ZITIX, BFOBE L 01470, BEDR
D BTG AL, BB LT FRITIE U= MR 22 ek & 185k 2 R DRl & s L Ciil
GIZRBERIR W 21TV, IBE OSE RIS K D EWER NS 2551213, BIBRE AL
T UHIOE GO IRE Z 1T O LERD D,



3. HRIRBGE

O AACFPRIER I\ THEE U - ARIGYIBRRREZR 1T - BRSO, ORE®BICBIT 5
WML, KOO L HRIERIBIE ORIR IR RE /2T - B ORIEE O7KGRREC
I 2 AT o 72 B2 EE R RER O g 2 T,

[ 5h]
O [EERELFESE ISR (ONO-4538-24/BMS CA2094737K5%)

7 oAb BV 2 VU RPUEMIESEA N OV T T 8E & G e O AL IR RIS X
A OARTECIRASRE 72 AT ST PR O FE e FR 38811 (A AR N B 27401 % & e, AH|
RE193M . SPHRAELOSHI) At BRIT. # ¥ RPUEMEIEER (R & & vk ik
R YA XRI) R E L CARHI240 mg A 238 [ RIS CAEEE LT & 2 oaIM K&
Otz met Uiz, EEFHEEE T©H 2 24 MM CLF, ToS) twvw)H, ) (ke
il [95%(EHEX[H] ) 1%, AFIFET11.17 [9.99~13.73] & H . %IHE#E 8.54 [7.20~9.89]
HATHY | REFEIRRECR LG FERICEBERIEEZ R LT (¥ — KE0.79

[95% 5 #E X1 : 0.63~0.99] . p=0.0381 [JEhllog-rankf&EE] )
¥R X RLKIPIT OV TIXTS mg/m? A 3R CRIRNEE 5. X7 U Z X 'OV TR,
100 mg/m? & 7B 2194 7 /L L LT, %1, 8, 15, 22, 20K V36 H HIZHARNKZ ST L & &h

77
1.0
0.9
0.8 —a— AR
0.7
_O--Y88
G o-- JEREE
£ 05
¥
0.4
0.3
0.2 - Y
-oe0ods r p
T @k RN ensE B o
0.1 .
e S o
0‘0 1 1 1 L 1 L | L I | L 1 1 I L J
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
at riski £7FEARI(A)
AFpE 193 170 158 139 120 105 89 77 65 55 38 20 13 10 6 4 3 0 0
TR 195 182 157 116 100 79 66 55 48 39 26 16 11 6 2 1 1 1 0

K1 OS ® Kaplan-Meier BiR (ONO-4538-24/BMS CA209473 FRER)



@ FEFEILFES MR (ONO-4538-43/CA2095777K5%)

TR E PR LT I K 0 WP 5E 2282 (LU, TpCRY W95 ,) @D LI
IR o T2 B OIR EEMT94 ] (AARNEE 63 Bl ale, AAIRES32 6], 77
AR 262 B) XS, 7T AR EXEE LTARAI 240 mg & 2 HFEFME T8 F (16
), 20% 9 BHE @ EIHELGO 2 @EF%) 206 480 mg & 4 1 MR C A E

(&K 12 WHAM) L& 20FIMMER DL ML B Lz, FEFHMIEE Th 5 R
AP (i [95%(E X ]) 13, AFIHET 22.41 [16.62~34.00] B A, 77 &R
FET 11.04 [8.34~14.32] WA THY , AFIMEIT 7 B ARBEITH LILEHARINCH BT
FExRLE (A — R 0.69 [96.4%(Z X [H : 0.56~0.86], p=0.0003 [J&5! log-rank %
D

*1  ALEFRIEO LY A 2 R OV BRI 1L. National Comprehensive Cancer Network (NCCN) X &
European Society for Medical Oncology (ESMO) D H A KT A LAHE U 7= AR ER 0> 3 i [E] 313 sk
ISR DIBMERRATT) 2 & & Shis, R L, WPHRIETASRIEMIEER 2 S5 L U A v
LEhnt,

#2 it OIRBEA AL AR A T, American Joint Committee on Cancer (LA, TAJCCJ &9 ,) Sy
H (BT 1ICES< ypTl LEX T ypNI L ETH D Z & EEFR SN,

#3: FE2WIREIC AJCC R0 3E (56 7 i) 12363 < BRI TG I MM o/l (EEHAE A BR<)

T EE B A& I & DRV LRk IR S AN BTz,
4 FHNC LGS EEICYIBR S BESEAAN B LT,

09 { —— K HI#
08 { N -o-TS5uRE

Rt HE S0

0.2 -

0.1 -

0.0 T T T T T T [ § T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

AF|FE 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 0
77t REE 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

X 2 ERAEFHIE O Kaplan-Meier BB (ONO-4538-43/CA209577 3BR)




@ [ERILFESE I B (ONO-4538-50/CA20964855k)

(L FIERTE IR ORIRYIBR AR RE 22 EAT - AR O RIEHEEFT1970 ] (HARANESE 394
Blegte, AFI+A Y L~<7"2 (BT, INIVO/IPI] w5, ) B 325 fiil, AHI+ 7
NFAa T N E N AT T F gt b ES (LLF. INIVO/Chemo) &9, )
FE321 0, 7AWV RN AT TF o rwagivfbg s (LR, [Chemo) &\
9, ) BE324 B]) Z x5z, Chemo Z %R & LT, NIVO/IPI KO NIVO/Chemo DA %)
PR OVZ e a2 Et Uz, EEFHEIE B X, tumor proportion score™ (LA R, [TPS) &
W, ) ZI%EMICE T D AR (LT, TPFS) &9, ) RTPOS THY |
BIREHMIEH & S- ITT E£MICEBIT 5 PFS KON 0S SMiaT ST, FDOfEHE., TPS=
1%EM L ONTT £ 5 0S 122V T, NIVO/IPI K T NIVO/Chemo #£1Z Chemo
FECXT L, W FICEBERIER 2R LT,

*1 YR B R E IR W ORI R IR T L (FICRT EREN ) L&,
REBR, SO 52 3D 2 B A5 She,

*2 0 ARFI11E] 3 mglkg ((KEH) % 2BMMME, 1V A~7 (EiE %) 1B 1mgky ((KE) %
6 MR CATEERE Uiz, DERBGRRIC WL, AR 2RI E L, 412V Aa~T (B
TR Z) IIARBNOEGHKET 1S 30 L EORBRZ W TREG 2 BtG LT,

*3: 4% 1Y A 708 LT, AAI1IE 240mg % 2 BN, 748w F 0 800 mg/m? H %4
VA7V OLHANPBEHAET (6 HM) . AT TF 80 mgmez 444 7 LD 1 HEICH
RN G- Uiz, AAlEALFEEEZ R BICE ST 258 3AF 2RIk E L, 7vdn o T
BN AT T F AIARFN OGS T 256 30 5L ERIR 2 BW TG 2B LT,

*4  JEEAARIC 31T D PD-L1 & %8 L 72BN 5o 814 & Shiz,

1 APEORKE Q0214 1A 18HF—F Iy b47)

TPS = 1% ] ITT 4£H
NIVO/IPI #f NIVO/Chemo #f Chemo %t NIVO/IPI # NIVO/Chemo #f Chemo &
(158 1) (158 1) (157 1)) (325 #1)) (321 1) (324 1))
?j;;f 4.04 6.93 4.44 2.92 5.82 5.59
[95%CI] [2.40,4.93] [5.68, 8.34] [2.89, 5.82] [2.66,4.17] [5.55,7.00] [4.27,5.88]
PFS NF— R 1.02 0.65 o 1.26 0.81
[95%CI] *! [0.78,1.34] *2 [0.49,0.86] * [1.04, 1.52] [0.67,0.99] *
*5
(7257}(% 0.8958 0.0023 B B 0.0355 B
(ﬁ?ﬁﬁ)) (0.015) (0.015) (0.015)
T;ﬁf 13.70 15.44 9.07 12.75 13.21 10.71
[05%CI] [11.24, 17.02] [11.93,19.52] [7.69, 9.95] [11.27, 15.47] [11.14, 15.70] [9.40, 11.93]
os YK 0.64 0.54 - 0.78 0.74 o
[95%CI] ™! [0.49,0.84] *¢ [0.41,0.71] *7 [0.65,0.95] *8 [0.61,0.90] *
*5
(7215 Kt 0.0010 <0.0001 o 0.0110 0.0021
(Fﬁ?ﬁﬂ)) (0.014) (0.005) (0.018) (0.009)

Cl: fE#EXR, *1 : TPSZ1%£EF TIiX ECOGPS (0, 1) KUEBlgas@EH (1 LI, 2@LL L) ZJ@hlR 1 & Liz@hl Cox Lhf
P— KET /L, ITT £ TIX ECOGPS (0, 1), g E (1 ELLF, 2 ML E) K OPD-L1 BRI (TPS=1%, TPS<1%Xix
HIERRE) ZJERIRT & LR Cox LBl — REF /L, *2 : AEAYECHG L7 98.5%CL i [0.73,1.43] Thot=, *3: HEK
HEIZ 5 L72 98.5%CL 1% [0.46,0.92] Th oo, *4 : HEKIEIZHIS L7z 98.5%Cl 1% [0.64,1.04] ThH o7z, *5: JG5 log-rank fE
(Cox Heffl W — RET N &L FEROBRIKT), *6 : FRIMEHTIZI T 2 HBAKEEIZKRE L7z 98.6%CI 1% [0.46, 0.90] Th-o7iz, *7:
o AR IS 38 1T B A B AKHES S L7z 99.5%CI 1% [0.37,0.80] Tdh -7z, *8 : hEEITIC BT 2B B KM KGR Lz 98.2%CI 1% [0.62,
0.98] Th o7z, *9 : FREMENTIZIST 2 BAKEICKHE L7z 99.1%CLi% [0.58,0.96] ThH o7z
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1.0 -
5 08 < 08 AR
[J > \
> s +
g 07 2 07 N
= 4 2 os K \—‘\\ 6 e
= s = o. 1 o 3
5 06 | NIVO IPIEE § 4 ~ I/\I]\ O/Chemofif
3 os S 05 % ™ /
K s P
204 204 X, "‘A\Lk...."!\_\_
£ = N
3 2 *, A
203 2 03 +_ 5_’1‘
S 3 P
& £ P
0.2 g 0.2 » = £ —_——
Chemo ¥ " Chemofif g
i “hemo 4 o e e e
0.0 0.0 L
— ——— ——— —
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
(1 A = 45z (A 5 LA s
Number of Subjects at Risk EEABITITPLOHE (A7) Number of Subjects at Risk EEHEFTHLOHEE ()
NIVO/IPIE: NIVO/Chemo#
156 136 116 98 89 63 S50 40 31 20 11 9 4 0 158 143 129 105 88 70 S3 36 22 16 4 2 0 0
ChemoF# Chemo®%
157 135 105 72 52 36 21 12 8 4 2 1 1 0 157 135 105 72 52 36 21 12 8 4 2 1 1 0
. —
X3 OS®DKaplan-MeieriifR (ONO-4538-50/CA20964875%)
o0,
(TPS=1%2£H])
10 10 \"i\
0.9 "-"‘4‘ 0.9 %
* »
5 08 ~ 08 ™
s 3
z 07 2 07
@ B @
% 06 < : - 3 06
g S NIVO/IPIEE 5
3 05 *, 3 o0s
% R g
2 04 = 2 04
2 3
203 p 2 03
[ o o
% 02 Chemolff % 02
0.1 0.1
0.0 0.0
T —r—r—Tr—Tr T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 1S 18 21 24 27 30 33 36 39 42
30 S 4 13 2 B O KBRS ® it L
Number of Subjects at Risk RERSTTPoOHM (5) Number of Subjects at Risk % EABIM T L ORI (B)
NIVO/IPIZE NIVO/Chemo#%
325 274 232 191 166 129 97 77 55 33 22 12 6 0 321 293 253 203 163 133 92 60 40 26 12 4 1 1 0
Chemo®f Chemo#¥
324 281 229 171 131 93 56 a1 23 9 5 2 1 0 324 281 229 171 131 93 56 41 23 9 B 2 1 0 0

X4 OS®DOKaplan-MeieriifR (ONO-4538-50/CA20964875%)
(ITT4£H)



(PD-L1 FEEURPLA D A 1)

[E B[R 255 A FRER (ONO-4538-50/CA209648 iRER) ICHLA AN HNIZBEDT — 4
IZH & | PD-L1 OFBURIBNIAT 24T > T A ME (RRII 7RI 2 G o) M OVZ4A
PEDOFERIZUUTO LB TH-o T,

NIVO/IPI &% T NIVO/Chemo (2B L T, PFS KX OS OWFHIZEWTH TPS<1%D
FEF M TIE Chemo & bbig U 72 IERAHEIIFED Lo 72 (3% 2, 5),

723, PD-L1 OFBLRMIZ L BT, KFlOLZ2MET v 7 7 A VITFREETH > 72,

#z2 TPS<1%DEZFHEDHER (ONO-4538-50/CA209648 FER)

TPS < 1% [H]™!
NIVO/IPI Ef NIVO/Chemo Ef Chemo %
(164 1) (163 f51) (166 1)
?jj;f 2.83 5.55 5.75
1.68, 4.1 4.44, 6. ) .
PES [95%CT] [1.68,4.17] [4.44, 6.93] [5.39, 6.97]
NP — Kk 1.45 0.95
[95%CI] *2 [1.13, 1.88] [0.73, 1.24]
Tjﬁf 11.96 11.96 12.16
10.09, 16.03 9.86, 15.54 10.71, 14.00
oS [95%CI] : ’ J : J [ ]
NP — Kk 0.96 0.98
[95%CI] *2 [0.74, 1.25] [0.76, 1.28]

Cl: fZHEXH, *1: PD-L1 HJERRE TH - 7o BEIIBRA S 7z, *2 2 FEf@NI Cox
i~ — FET L

1.0 I'U_a‘h’\
= 0.8 F 0.8
0.6 ZF 0.6+
- s
$ 044 NIVO/IPLE 2 04 NIVO/Chemo#
z B |
'§ i L-:-T"-h, i ;2
a 0.2 'l' o & 024 MmO Atk
" -0 O---0 Le0@---0
] Chemofft — - W
Chemo#f
0.0 4 0.0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Number of Subjects at Risk HEEABITT SO (7) Number of Subjects at Risk A {2 Bl e G oI ()
NvoTPIEl64 136 114 91 75 64 45 35 22 13 11 3 2 0 0 NIvoChemol¥ 163 150 124 98 75 63 39 24 18 10 8 2 1 1 0O
Chemol? 166 145 123 99 79 57 35 29 |5 5 3 o0 o0 0 Chemoftt 166 145123 99 79 57 35 20 15 5 3 1 0 0 0O
v : % =
5 OS @ Kaplan-Meier iR (ONO-4538-50/CA209648 3R5E%)

(TPS<1%£H)



[Z4tE]

O [EHEEILFEEMAEFE (ONO-4538-24/BMS CA209473 75k )

BEFGIIARAIRE 172/192 1] (89.6%) . *FHAHE 192/194 5] (99.0%) (ZFE & B L, IR
BRIE & ORFBIRNEE T X WA FHRITIAFIRE 129/192 41 (67.2%) | <t HEEE 185/194
B (95.4%) IZFH BTz, WT N DOFETIHELFN 5%LL EORIERIZER I D LBV T
HoTr,

£3 WDTHHOEETRIALEN 5% EDOBIEM (ONO-4538-24/BMS CA209473 FRR)

%k (%)

LR PAS &
el AT TR

(MedDRA/Jver.21.1) - 192 01 194 )

4 Grade Grade 3-4 Grade5 4 Grade Grade 3-4 Grade 5

2RIEA 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (655 2 (1.0)
KGR X OV MRk =

W5 23 (12.0) 1 (0.5) 0 27 (13.9) 2 (1.0) 0

% ) FERE 17 (8.9) 0 0 9 (4.6) 0 0

BB E 3 (1.6) 0 0 97 (50.0) 0 0
—f% - REEER X OGO IREE

FEER 15 (7.8) 1 (0.5) 0 16 (8.2) 0 0

95 97 14 (7.3) 1 (0.5) 0 42 (21.6) 9 (4.6) 0

esNR 9 (4.7) 0 0 44 (22.7) 0 0
ER AR R AT

U 2 SEREE D 4 (2.1) 2 (1.0) 0 18 (9.3) 12 (6.2) 0

I HRERER D 3 (1.6) 1 (0.5) 0 75 (38.7) 58 (29.9) 0

H i EBRE R 2 (1.0) 1 (0.5) 0 72 (37.1) 46 (23.7) 0
H ke

T 20 (10.4) 1 (0.5) 0 17 (8.8) 2 (1.0) 0

PN 5 (2.6) 1 (0.5) 0 24 (12.4) 1 (0.5) 0

(s 4 (2.1) 0 0 16 (8.2) 0 0

TN 4 (2.1) 0 0 31 (16.0) 1 (0.5) 0

M@ i 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0
oW

FOIR BB BRI T E 17 (8.9) 0 0 1 (0.5) 0 0
JEYSE B X OV A HUE

Pt g 3 (1.6) 1 (0.5) 0 11 (5.7) 6 (3.1 0
B X OeRREE

RARIHER 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
MRE LI 3 REE

21 4 (2.1) 4 (2.1) 0 47 (24.2) 19 (9.8) 0

I H BRI E 1 (0.5) 0 0 36 (18.6) 27 (13.9) 0

FEEWE L BR R i 0 0 0 20 (10.3) 20 (10.3) 0

H R Jg A iE 0 0 0 16 (8.2) 14 (7.2) 0
E SR B L O ARk E

ESIEiNn 2 (1.0) 0 0 21 (10.8) 1 (0.5) 0

5 P9 2 (1.0) 0 0 17 (8.8) 1 (0.5) 0
SR IR E

BT B 3 (1.6) 0 0 14 (7.2) 0 0

R = 2 — T — 1 (0.5) 0 0 47 (24.2) 1 (0.5) 0

FRGME = 22— 8 F— 0 0 0 21 (10.8) 1 (0.5) 0

I, AFBHC IS T FRBEREREE 22 1 (11.5%) | BEECREMRIE/ I A4/ $F—15
B (7.8%) . JFRRERET 13 0] (6.8%) . FVEIMEMGZE 12 1 (6.3%) . 4RERETE 8 fi



(4.2%) . EEOREREE 4 6] (2.1%) . MW 34 (1.6%) . B 241 (1.0%) .
ERelEE 2 1] (1.0%) | % 161 (0.5%) . RIBZ - /IMEJ - HEED T 141 (0.5%) .
TEAEEEREE 1] (0.5%) K ONinfusionreactionl ] (0.5%) MR bhiz, £7-., &E
FEMEESGE, (DA, Mk, VAUBEIRI, T A4, A LPERRAE 2, RIEHERERE =, Mk -
BERRSS . FRARMARZERE, A MR, MERE RIEMRE, kL. R, S &K
K OVLEIEE TR bivZe o To, AREWERIFEBLRDUIEE S S (RRIR AR 23
o) ZBUEERETRT,

@ [EEEILFES AR (ONO-4538-43/CA209577 5RER)

HEREGIARFIEE 510/532 1] (95.9%) . 77 & AHE 243/260 ] (93.5%) (258 HiL,
TR & ORBEBIR NG E T E WA FHGIIARAIRE 376/532 5] (70.7%) . 77 &R
¥ 119/260 1] (45.8%) (2R3 HALIZ, WI L DRETHELRD 5% Ll EORIERIEE 4
DEBY THoT,

K4 WTNHLORETHREED 5%, LORIEA (ONO-4538-43/CA209577 3RER)

pi1%% (%)

SN IPNG |

e, z!iﬁﬂff 77 tﬁ iEd
" 532 f5i 260 f5i

(MedDRA/Jver.23.0) 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
2EIEH 376 (70.7) 71 (13.3) 1 (02) 119 (458) 15 (5.8) 0
H kS

T 88 (16.5) 2 (04) 0 39 (15.0) 2 (0.8) 0

GBI 47 (8.8) 0 0 13 (5.0) 0 0
FERGF KOV ALk

9 FENE 53 (10.0) 2 (04) 0 9 (3.5) 0 0

5895 52 (9.8) 4 (0.8) 0 10 (3.8) 1 (0.4) 0
—i% - R EEL LOR5
NEDIREE

97 90 (16.9) 6 (1.1) 0 29 (11.2) 1 (0.4) 0

bliiyaPna 28 (5.3) 0 0 4 (1.5) 0 0
R AR AR A

TARTE BT I b 29 (5.5) 2 (0.4) 0 10 (3.8) 0 0

TR T =T —BHM
PR A

FOPR IR REA T 50 (9.4) 0 0 4 (1.5) 0 0

FROIR BB RE T ESE 35 (6.6) 0 0 1 (0.4) 0 0
B E L OV ARk =

RAA 30 (5.6) 1 (0.2) 0 4 (1.5) 0 0

I, ARAIBHZ IV CRR I RERE S 89 i (16.7%) . FFHEREFRES 49 B (9.2%) . #
PRBETE 35 61 (6.6%) . BEAUAHRAARAE 33 61 (6.2%) | [IEMEMGREE 26 151 (4.9%) . Lok
PR 11 /5] (2.1%) . infusionreaction 10 5 (1.9%) . EEOREREE 8 i (1.5%) . &
PEREREE 7 41 (1.3%) . RABZ - /5% - EHEED TR 7 41 (1.3%) | JIF%¢ 4 B (0.8%) .
D2 361 (0.6%) . EIEHERERESEE 341 (0.6%) . 17UBEIRP 161 (0.2%) . #FARILAR
FERRIE 1411 (0.2%) | AL 161 (0.2%) KOMWER 141 (0.2%) RRD LN, £, 5
E MRS, TRRMHERERES ., BUEFR, RS, ik, %, LEREESIEER, Mk
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AR g, JRIFERES, RGN, ERERREE T E, 2R Mk &UH%%"%‘J‘EH%* R
Siieo T, ARWERFEIURILIBEEFR (RARAEMEE 25T) 23 0RatA
%‘fﬂ—_\“j‘o

@ [EERELFEEIFEEAER (ONO-4538-50/CA209648 7X5R)

HEFEGIT NIVO/IPI B 316/322 5] (98.1%) . NIVO/Chemo #F 308/310 f51 (99.4%) .
Chemo #% 301/304 5l (99.0%) 258 Hav, JRBRIE & ORERBNEE TE WA ESR
4113 NIVO/IPI £ 256/322 5] (79.5%) . NIVO/Chemo #f 297/310 f4 (95.8%) . Chemo
7 275/304 5] (90.5%) (2O LT, 7ok, EERAERHGUT NIVO/IPI B 214/322 4

(66.5%) . NIVO/Chemo #¥ 180/310 4] (58.1%) . Chemo #F 128/304 il (42.1%) 1238
LT,

WD DOFETHILFEN 5%LL EORIERIZRS DLk ThoTo,

£5 DWTNLOBHETEIEN 5% LOBIER (ON0O-4538-50/CA209648 3RER)

B (%)

%zikﬁ A NIVO/IPIFE NIVO/Chemo# Chemo#

(MedDRAIver. 23.1) 32214 3104 30443

“xGrade  Grade 3-4 Grade 5 4>Grade  Grade 3-4 Grade 5 4=Grade  Grade 3-4 Grade 5

EREER 256 (79.5) 102 (31.7) 2 (0.6) 297 (95.8) 147 (47.4) 1 (0.3) 275 (90.5) 108 (355) 3 (1.0)
MEE LY SR EEE

2 1. 12 37 2 (0.6) 0 93 (30.0) 30 (9.7) 0 67 (220) 17 (5.6) 0

B H BRI i 0 0 0 29 (9.4) 8 (26) 0 20 (66) 7 (2.3) 0
PG MA R

FLR IR RE TTAE SE 20 (62) 2 (0.6) 0 7 (2.3) 0 0 0 0 0

FR B REAX T E 43 (13.4) 0 0 18 (5.8) 0 0 0 0 0
B b

{5 7 (2.2) 1 (0.3) 0 59 (19.0) 2 (0.6) 0 66 (21.7) 1 (0.3) 0

T 32 (990 2 (0.6) 0 60 (19.4) 3 (1.0) 0 46 (15.1) 6 (2.0) 0

B 26 (81) 1 (0.3) 0 182 (58.7) 11 (3.5) 0 158 (52.0) 8 (2.6) 0

=P 14 (4.3) 0 0 98 (31.6) 20 (6.5) 0 71 (234) 5 (16) 0

N1 18 (5.6) 4 (1.2) 0 56 (18.1) 7 (2.3) 0 49 (16.1) 9 (3.0) 0
—f - EHFEER X OGN OREE

7 J9E 7 (2.2) 1 (0.3) 0 20 (6.5) 2 (0.6) 0 17 (56) 2 (0.7 0

i 29 (9.0) 4 (12) 0 61 (19.7) 7 (23) 0 50 (16.4) 11 (3.6) 0

1B B 12 (3.7) 0 0 50 (16.1) 1 (0.3) 0 45 (14.8) 0 0

I D S5 4 (12) 0 0 33 (10.6) 8 (26) 0 26 (86) 4 (1.3) 0

SRR TN 0 0 0 17 (5.5) 0 0 12 (3.9) 0 0

FEEL 26 (8.1) 1 (0.3) 0 8 (2.6) 0 0 10 (3.3) 0 0
g A AR A

Z;i;i’\zt{ﬁ;ﬂ7/ 25 (78) 7 (2.2) 0 18 (58 2 (0.6) 0 8 (26) 0 0

T ARG RUET I

FFL AT 2T —FH 29 (90) 4 (1.2) 0 16 (52) 2 (06) 0 6 (2.0) 1 (0.3) 0

n

7 L7 = 8 5 (1.6) 0 0 39 (126) 1 (0.3) 0 32 (105) 1 (0.3) 0

E;ijg;/ 7Y 0 0 0 19 (6.1 0 0 9 30) 1 (03 0

B ER B 2 (0.6) 0 0 65 (21.0) 25 (8.1) 0 52 (17.1) 24 (7.9 0

IR/ 2 6 (1.9) 0 0 36 (11.6) 3 (1.0) 0 32 (10.5) 5 (1.6) 0

1 i ER s> 3 (0.9) 0 0 43 (139) 11 (35) 0 28 (92) 6 (2.0) 0
e & Ok bE

1&F b Y A 9 (2.8) 8 (2.5) 0 29 (9.4) 17 (5.5) 0 19 (63) 9 (3.0 0
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Bil% (%)

A BIRS A

Sokan NIVO/IPI#E NIVO/Chemoft Chemof
(M;;DR Aver. 23.1) 322431 31041 304451
“4Grade  Grade 3-4 Grade 5 4=Grade  Grade 3-4 Grade 5 “Grade  Grade 3-4 Grade 5

AR 19 (5.9) 5 (1.6) 0 132 (42.6) 13 (4.2) 0 130 (42.8) 9 (3.0) 0
R S PR

R4 4 (1.2) 0 0 19 (6.1) 0 0 17 (5.6) 0 0

itk = 2 —m F— 1 (0.3) 0 0 20 (65 2 (0.6) 0 15 (49) 1 (0.3) 0

jfﬁ'f*’/w:lﬂ“ 103) 0 0 26 84 103 0 163 103 0
Bk L OUREREE

BB RERE 1 (0.3) 0 0 9 (2.9) 0 0 17 (5.6) 0 0
MRk, oEREs L OERRRE

Leo< Y 2 (0.6) 0 0 42 (13.5) 0 0 53 (17.4) 0 0

Jitifi 2% 20 (6.2) 7 (2.2) 0 15 (4.8) 1 (0.3) 0 0 0 0
FERG 3 & OV T Rk

Jit S 2 (0.6) 0 0 31 (10.0) 0 0 32 (10.5) 0 0

Z D FEIE 43 (13.4) 3 (0.9 0 23 (7.4) 0 2 (0.7) 0 0

it 55 (17.1) 7 (2.2) 0 24 (7.7) 1 (0.3) 0 5 (1.6) 0 0

723 NIVO/IPI BEIZ 30T HUIRIRBERERRE T 70 1] (21.7%) | ITREREREE 42 51 (13.0%) .
PR AR 26 Bl (8.1%) | ARAUFIRALARIE, I A xF—23 fl (7.1%) . T E{LHERER
421 5] (6.5%) . FIFSHEREREE 17 6] (5.3%) . #hFEFEEE 16 4] (5.0%) . HEEDR)E
& 14 1] (4.3%) . KIGK - /MG - EEO T 10 5] (3.1%) . infusion reaction 9 il

(2.8%) . BHgAEREE 8 B (2.5%) . T 661 (1.9%) . LEkEE 6 6] (1.9%) . 174
PERIE 4 1511 (1.2%) | BER 415 (1.2%) . Mgk 240 (0.6%) . Lfif7k 2 6 (0.6%) . J&
L2 (0.6%) . 5& Mk 14 (0.3%) . BEALMEARE 2 161 (0.3%) . &S 1 41

(0.3%) . EEZRMEEE 16 (03%) . FFlkmARZERSE 161 (0.3%) MUK - BEE
2% 1B (0.3%) BNRD BN, £io, EEMEE, BUEZE, A2, mERERER
B FERE M ORIFERBEIIFR O B 720> o 72, NIVO/Chemo FEIZ 35\ CTHRERUT BRIE 2
A /3F—03 5] (30.0%) . FhREREE 83 5] (26.8%) . EHAEREE 74 1 (23.9%) . AFHE
REFEEE 32 4 (10.3%) . FLIRAREERERETE 30 5] (9.7%) . MIEMEMZE R 18 61 (5.8%) .
KGR « /IMEZE - BEEDO THI 8 il (2.6%) | RIEHEEERE 6 61 (1.9%) . infusion reaction
6% (1.9%) . HERMIERED 5 F (1.6%) . LIEFEE 461 (1.3%) | FFRIEZERE
3H (1.0%) . FEMAHERERE 2 4] (0.6%) . 1HUHERS 2 6] (0.6%) . 5 & 9K 2
B (0.6%) . HEED &R 141 (0.3%) KOYESL 16 (0.3%) 23580 Hiviz, £z,
FEIEMMSEE, O, Bk, BUERFR, HFARA, TR, SbLMEIRE . INK - BRI,
MERERFEWERE, fS%. RS, IRIFERSE K OMEE M MIEER O bz o 7o, REIWER%E
BURDLIIEE S S (FRMAEERT 2 51) 2B OEHERE =T,
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(it - HE]

AFNOREMARYEEET L EZFIH L2 I 21— a3 12k v, KK 480 mg % 4
MR CTE G LIZBEOARA O MG HIRE NG SV, ZORE%R. AHK 480 mg % 4
TR TG L EROE FIREBICR T 2 FMEFIRE CLF. [Cags) &9, )
1%, ARHI240mg % 2 IR TG L72BED Cagss & FEIT 5 & TRIS N (FR)
F 7o, KK 480 mg # 4 HEIEIRR THE G L 7-BROEFIREIZB T 2 emiiig HiRE (B
Ty [Crmaxss] &I, ) X, KKl 240mg % 2 HEFFIRE THEG L7ZBRD Craxss & B L
TEEZRTETRISNIZEDOD, ARNEZ TV TEREER R STV D HE -
M (10mglkg % 2 FRHIHNE THRLE) TARAIZEKEG LTZERD Craxss & Hl U TR A2 7R
FTeTHlENn (FFR) . MAT, EHOEEICKT 57 —2I12HE5& KK 3 mgkg

(KHE) £z 240mg % 2 HEFERIFE, & L < I3 480mg % 4 A F MR TG L 7B
DAF DUk iE & & AN UL M & OB 2 MFtd 2 BEESOGT T VDR S L, Y
BEZ OV TREIDM TR, BRI - HEORTH R L VL 2MEIC
AR W E TR ESNT, Flo, BEREETICBIT 27 — X ITHESEHE L RE X
JSET VAR LT, AAI3mgkg (2 HMMBTERS) . 240 mg (2 HEHIFE T 5-)
1% 360mg BuEMIMMETHRE) LAY A~vT (BEHHEEEZ) 1mgkg (6 FH[H KR
TE) ZO0FH LTCBEOAIE R V22 et L7c iR, ERto Bk - RO TH
R e OVZ VIR 2 R IT 7 & TRIE N2, S 51T, AH| 240mg (2 @AM T
$eh) X% 480mg (4 MMM TR E) LLFRIEZ DR LT BERO A ME R O 2 %
a7 R, ERCo E - 'O TH DK O Z I MR ERI TR0 & PRIS
i,

K6 FHAOEMEENT A—F

M - Cinax Chmind28 Cavgd2s Chnax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
3 melke Q2W (35-521 .760-8) <16-25?50-3) (21.321 ?(1)3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,203) (23.33?.539.0) (302&3,.670.9) (10;,5354) (41?57,.51;58) (62.11(,)91 87)
480 mg Q4W (10?207) (15.25?27.4) (37.?)3,.;)4.8) (14?,1 236) (27,751,?37) (62.11(,)91 87)
10 mg/kg Q2W (14é,9;22) (86.959,.?32) (101,1 ?48) (323??25) (18421,1 Z3‘03) (232,7277)

i (5%, 95%/5) . Q2W : 2 AMIMIRGE. QAW : 4 MM, Cmax @ PIEIH 5% O ferm L7 R E
Crmingzs : FIIEIHR 5-#% 28 B BIZH61T 2 MM IE TR EE . Cavgazs @ #IIEHR G- 28 A H £ T Al i i

FE. Crmaxss 1 EFRAEICIS U 2 e M3 IR EE . Crninss : EHREBICET D IAKIMIE P I, Cavgss 1 EHIR
BEIT IS 1T 2 -4 ML 37 i
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4. BRIZTHOWNT

AFN OB G- W 72 BE &2 - FrE L. AR oF 512 ;@E%@EW%%%ﬁbk
BRICKHET 2 Z ERMER D, LFOO~Q@DFT X T &z T sicB W THEHAT
RXTH5DH,

O MEFRITHOWT

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

(1) JEAEFBRENEET 503 A BHEEEILS RS BRE RS A SRR I SRR
Hiek A3 A B2 L RURE . MUY A BB IR 7R &)

(2) FrEREREIRIPT

(3) HBENTEAEDFEE T D0 APSHEEEHT (03 A ISR ERibT, 23 AR
W 1IREBE, DA EEEREER e &)

(4) IAKRALFHERE AR E L, ARG LA RIER R | XUTSORIES b AR i
Bl 2 ORisg EAEITAR D a2 1T > T D itk

(5) PUEEMEREEEAI AL & BN OO i % L HEI AR B B H 21T > T B Jitiak

D2 O (LA ORI FEBING ORI 4 72 M0l & R & FEOIERT (T
DTN T BEEH) 75, SEBHBOARANBIT 2RO EEA & L CRES
RTVB L,

#

o [EEMFFESE 2 FOUIMIMHEZE T L7211 5 FELLEDO D AR DB IRIHE 2
ITHoTWBHZ L, 96, 2L RIX, BAZEMEEZ £ & LEERIES S OHE 2
1ToTWBHZ &,

o [ERIRFFESE 2 FOWBPIHHEZE T LI2&IZ, W bae 00 ASMREZ ET 5
FELUEOHLEIIB FOERZIT o TN D Z L,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-%&IC 4 FLLEDOKREREZAG LT\ D
Z &, OB 3FELLEIE., EIbESE O D A SRYERTE & G e iE b as R T OB IRAHE &
T TCWNAZ L,

© BENOEEMFEREBROMAHICONT

PR3 A I R BRICAEF 9 2 LA DS E S v, BRSO OFRE D, A - &
é‘fi’%%?ﬁ‘]‘%?&@&ﬁ&(ﬁliﬁﬂﬁ“ A D IRt AEFRDREAE LSS OWE
¥, FRHESCLIATON DRI E - T Z L,

® BUER~DORIRIZONT

@-1 FEERAHIZBE S 5Bl
[FVE PR B O BHEE R BIE 2L L72BRIT, 24 FFRIEZIERIKHI O T, 2i%iax X

14




TEHERI R I BT, B LZEIERIZS U TARRE L O CT 0 ITEH ORI 4
FERREOEENY BRIZEON, EHIZHIGTEERERNES> WD I L&,

Q-2 EERFEF L 2AFBLAMNICET L EM:

ARSI HE D 2 B 2 gk K O e 2 BT 2 BRI FEENEIERHT=2 1) v 7
EEOIERDOA T ) —=0 T EHATOEIRE & FlZ G TE 5 F— AERIKH 23
fiEShTnWBZ L, 2B, BiAHICOWT, RABRE EZOFBEICHIITAMmENT
WhHZ L,

@-3 BIERADORZWTLHRIGIZE LT

AWER (B MBI BREGEEDAE, (DR, TRk, SO RAEE., KiK.
NG, BEEO TR, 1 ABERIE, BIENTZR. A4, ITRERERRE . T4, B b nsE
2. HUIRMRPEREMRE T . TEERPRREMRETE . #hRRIRE. BEE. RIBESE. MK, EEDOK
JEREE . FRIMARZEMRSE, infusion reaction, HFE7/R MRS, MERERIEMEE. .
e, BEDOHR, SEIMRRK, WEOGRENG, WIER#EE, DEfEE (OEME) -
RN < DEEPEISNNHESE) | ARZFEREE . NG H M, BEALSE) (Txf LT Mikhiiex X3l
BRI O BRI 2 5 EAD & U (RHWER O ZWroxt eIz L THRE R USHE
EZTONDLEMITHD L), EHITHEUIREN TE DEHINES>TND Z &,

—
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5. B##ExIB L BE
[(B2h B3 % 1]
O TROBEIZBWNTAROEMENBEES N TN D,
o T btV I VU RPUEMIEG AN N T T 8H & & e O AL EEIE ISR
e ST AR OFRIEYIBRARE 2 AT ST R O BE R BE  ORA| Hm# 5)
o TR BIRIEIC LV pCR 2NFRD B D T BIER O BE (RHA
HEE )
o ALFRIERIBIE ORIBUIBRARRE /ST - PR OB LS (NIVO/IPI £ 53X
NIVO/Chemo #¢5-)

@ [EFRHLFEFH MRS (ONO-4538-50/CA20964855%) (28 T, MR & SN b2t
1% (Chemo) Hifft & ki L -C. NIVO/IPI 5- 3L I ENIVO/Chemo s 5- DB A /R S
TUW5, 7272 L. NIVO/IPIE-SUEINIVO/Chemo& G- DWW Uz B8V T b | LA
B & i U CEERAEFRORIENE L 2HHEANRBD LI (pl11SH) | F
7-PD-LIFE BRI (TPS) 2k 0, ARMWENER DMEAIRIBEIN TS Z & (pb~
8&MR) M5, PD-LIFER LR L7z L CAAIBR GO RS2l 5 2 ENEE L
VY, PD-LIZEBLR N 1% AN (TPS<1%) THDH Z & DR SN BE TRV T,

AFIUS OIEFEIRE ©HZET D,
*RENOBZWH L LT, 524 : PD-L1IHC 28-8 pharmDX 4 =] 2NERBEN TN 5,

@ TFRLCEEM T D RBEFITRIT D ARFN DR G K O FIEIZ DV TE, AR ORI

MLENTE LT, AROBEGXG L7720,

o WIREEZT TO R WIRIRUIBRANBE 22 HEAT SUL 8 D BB 1T kb9 2 AKI HL
L5

o fiTRIMHBIEIE L LTS

o ITHIHBNEIEIZL Y pCR 3FR® BV BREITH T DINGRMBIRILE L LTk
5.

o IFEEMIBIEE L L COMOPUEMEERA & OO ARG

(st B 3 % $E]

O TRICEYTHIRFICOWVWTUIARORENED L SNTWD Z b, &5 %217
YA AN
o ARFIDEATT 3T UIEBUE DBEEIED & 5 B

@ RERTOFHMIZIB VT RIS T 2 BEIZ OV TR, AFIO B ITHELE S uZe
D, MOTEFRIE N e WIGEICIRY | HEICAREZERTHZ L 2BETE 5,
o MEMMEEOAIXIIMEDH 5 BHE
o @SR AR A CHIE R 258D D B K ONE B M 0 FUR Bl 2 <o G ME fiti 2%

16



FEOMIZRIEMEZ LD A B 5 B

o HOMEEROAD XUXEMERZE L IXHERM%EO B O EEDOBHERE D
b5 BE

o BB E (EMm&MRBHEL ST Ob b EE

o BB IIBEEE AT HRE

e ECOG Performance Status 3-4 "0 7 H&

(ED  ECOG @ Performance Status (PS)

Score | B

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

PRREIZI LUEBNTHIIR S 225, BATAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

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

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

AW

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

O WASCEZEION X, BUEIRFEES DR 5 BRFEIC D Z ARA O Feit KOG 1
RO DI B AE 3 ICHRE L Ch AT L,

@ REBIMAICENL D, BE T OFRICHE MR Okt Z2 Hosi L, FEz25
TobEhET5HZ L,

@ ALFRIERIGFE ORI IR AR GE A HEST - IO RIEREIZIV T, PD-L1 FELEL
R L7z ECAKIZ SOOI S 25 2 L 082 E L3, PD-L1 85
PR TERWIEEIIE, AAIZ S0 OFHRIEOBES 2 @O L L Ties
T5HZ L,

@ FERBWERO~RT AL MZONT

MEMEMEER D LOND ZERHDHDT, AFOEGIZH T > Tk, HIKE
R (PRI RIS, ik, FEENE) OfERR &L O X i o FEhn %, Bz +59
1719 2 &, Fo, BEIZSUTHEE CT, i~ —h —EORAEL EfT 5
Z &,

AFN DO EILEE D infusion reaction (22 TEEARFIZ 72D TE 5 UE
i aAT>7c L CThMT 5 2 &, £72.2 [ B BB OAFHI % 5-FFIZ infusion reaction
WHHLOLNDZ L HHDHDT, KAE M OARFE G TRIT A Z YA
CERET 5%, BEOWREBELH2IIBIET 52 L, 723, infusionreaction &
FHLL72E 121, B TOMEE R OERA ERICEE T 5 ThREZ +o#ls
T5Z &,

FORIRBERERR S . T EMAEREREE R ORIBFRERH 5oiLd 2 &03H 5D T,
ARFN DF5-BRAART M O G-I TR e RO Ny B RERR & (TSH., 1 T3,
FEHE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAIZ X0 | WEOREFOSITENT 5 & 3& 2 B DR % IR REIHRE
NHLLNDZERNHD, BRENRDOLNTGAEITIE, BELL-ELIIS U
B 72 ek & 8Bk 2 Re o Al & i U Cli bl A BRI W 21TV B o
FOGIZ X 2 BWER 2N g0 2551213, AFIORFES TP IE | K OEIE BB 7R
NECHOBRGEEZBET D2 L, 2B, BBRERLVEOREIZLYETE
R OYEERFRD IR WIGEIZIL, B BB AR VE - USO sz JilF o8 0
HLEET D,

B TR, BOAM N OH I ARE L CHORIERREBLT A2 Z XD 5720,
AFNOEERETZRICSRIER OB 3BT D,

1 RUBEIRIP (BE | BUBEIR I 2 5 de) b bbiu, BERWEES 7Y R—T &
IZEDZENRDHDLDT, e, El, WEEEDOFEROF B MO &2+
SEETDHZ L, 1 BEREN DS EICIE &G ERIEL, AR
FOFGEDHME) R EZITH Z &,

BIEATIE, P4, ITHEREREE . TR, B{LMEEE RPN H LoD Z & ndH D
DT, EHMIIITHEEERE LTV, BEOREZ H3ICBET 52 &,
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o SEIVEERNRHOLDONDZ ENH DD T, ROEF OFEL EWANHERT D
T &, ol IROBEEDFRD DNIGEITIE, #PNICIERERE 2227 5 &
IRBBFEMEEST D L,
® IRIGUIBRARE LT - PRI O RERE B T T 2 BRiE, AF ORI B
T, &EBMGD 1 ERIE 6 BWE Z & ZALIRET 12 8H Z & ISAZEDO R 2
T TN Z £ E2BEBIT, KAIFREG TIXE NS EHEHRAE TRROMREZAT O Z &,
©® ‘EREICRT DirRmIRE S L THERT 2BRICIE. AR OBRAKRRIZI N T, &
GBihar b 2 FMIT 12 BH T & 2T 6~12 7 A Z & ICAZMEORHE £
T TN Z £ E&BEBIT, KRG TIXE NS BERAE TRROMEZT O Z &,
k., INERMMIFIE L LTERT 25681213, AFloREHMIZ 12 VHMETE
THZ L,
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27 10

EEEREES A FFA4 v
=R T (EETHEEZ)

(R7E4 « A7V —REREE 20 mg, F 7P — R EHE#E 100mg, A7
— R REEE 120 mg, A7 U — R AR FRE 240mg)

~ R R~

T3 12 A ($Ffn54 3 AET)
JBAFEE



o g k~ w b

B &

LI
ARANDOFE, R
88 R i

(4ol ANE
BEXGR LD B

BEICER L CTRHET & HIH

P2
P3
P4
P7
P9
P10



1 X

IS DGR « ZEMEOFHERD T OIIT, IR CEFICESWEIERME KO b
Do BT, EFEORFEAMOEART LY | FUREIK G & OFH) 7285 E S = 3
WERRENDLIHT, TNODOEKLZHICHERBHRIZRMLT 5 2 L PBRBOREL o T

V. RREMBOEE & QRO AT R 2016 KAk 28 4 6 ] 2 HREEERE) I8V ThH, H
BHEFE L O O HEE A XD Z & & STV D,

BORMERMF EIR L, REERSCLZ RN T a7 7 A VBB OESRL E LR 5
LD DH, Zoled, AR OLEMEICET ERN &R 5 E TOM, YiLESRE

DOREZMLSZT D RSN BEEICH L THEAT S & L b, BERAMRE L
BRIC LB kIS 2 & D 2 L N ATRE /R — E DB 2 i 7o R B TR 35 Z L A EHETH
Do

LIEDBoT, KUA T4 TiE, BB INE TICHELN TV D EFEZN - B4
RN EED & LU O EFE S O fi 22 1 2 HEHE S 5 8LR 0 O MBI, B 25 MO
BHREAZTT,

REB. KHA BT A %, WATEGE NEIEMEREG R SRR, A EEE A B AR
JEZ ey —MRAEETE N B ARERIRNBHE S M Ot HiE N B ARREER 20O 10 b L 1E
ik L7z,

WG &R DRI ATV — R AR EE 20 g, AT Y — R S EE 100mg, AT Y —R
UM ERE 120 mg, AU — AR AR ERE 240 mg (— %4 =Rv~ T
(GEAR Tz ) )
RELRDMEIDR « JRFEA
MHELRAMERORE @i, mRAIZ=Rr~7 (Eiaf#fz) & LT, 18 240mg % 2
W R R 31 1 5] 480 mg & 4 JEFIEIRE C A EET Do
B 3E R 9T O NP TS




2 AHFORE. 1EREF
7 — R SR 20 mg, [R]ASTEEHE 100 mg, [F]AE FHE 120 mg K& ONF] S §FF 240 mg
(=4 =R~ 7 (ERFREHZ) © BAIT. TARAL Lo, ) id /NP TS
MEAZL VLY I A (BT VARV~ Y —X 2747 (BMS) 1) 23B% L7t k PD-
1 (Programmed cell death-1) (2%t %t R 19G4£/ 7 n—F AHETH 5,

PD-1 1%, IEMEAL L72 U o388k (T Mila, B MR OV T = 7 0% 7 —T M) K OVEH#ER
MRICHH$ 5 CD28 7 7 2 U— (T Ml OTEMAL 2 MiBhBIC IE & AUCHIEE3 55 T8 |
BT 2%/ TH 5, PD-1 IZFUFIRSMIGICHBLS S PD-1 Y > K (PD-L1 & PD-L2)
EREE LY BRI Y 7P A B RE LT Y S BROTEMLIRREZ AIZHAT L TV B,
PD-1 U 7y FiZHURIR~MfaLsMT b b Offx 2SRRI BL L TR0 | BB AR A
BN U7z AL 35 1 2 PD-L1 OB L itk O ZEAF I & ORI A OAHBIRILR A & 2
ZEMNHAE STV D (Cancer 2010; 116: 1757-66) , 7=, EVEROAERE CIIMMEE T
MRS EEAT DA 2 —T7 x> H < (IFN-y) IZX5 5 TPD-L1 ORBENFES N, 55 L
T MESARERRIC 31T 2 PD-L1 DR & it DA AFHIE & ORI IEDOHBIRR H 2 & OHiE b
& % (SciTransl Med 2012;4:127-37) , & 512, PD-L1 Z 3@l B S S-S A MM T, HUREs
FLH) CD8 [tk T Mife D HH e (5 =5 M 2 Jigs S & 5 2%, $t PD-L1 /AT PD-1 & PD-L1 & D
fEaalET 5 L 2OMEGEEENEER T L Z BRI TS, E0Z LG PD-1/PD-
1 U Ay MR, SAMBRSTURRR A e T Mlas b OB L A 2HF0—o L L
TEZLATND

AHANL, BB OME R 6 PD-1 Ofifast ek (PD-1 Y 4> FFEE) (/& L. PD-
1EPD-1LY By REDREEEIET S Z L2 BATURERFRENZ T MBOTEMEL & O
PRI 69 5 MRS IR VE 2 iR 5 2 & TR e B A R 9 2 L SR ST
W5,

THIVHDHENG | ARFNTENENEG ST 28 - R EICR VR b0 L IFF S, i
FEARPEBE 2R E LR Z i L, A2, 2t R OREMER R S v,

AFNDVE RIS B DORERINT L HRIWEREN O S bil, EEXIIETIZED
AIREVED B B, AR OG- H RO G5%I2I1%, BEOBE L 24TV, RENRO LN
e lid, B L2 FRITIS U HI R 2 ek & S8R & B AN & s U CRibl e @i
ATV, WO RISIC KD RIER B DN 25 E1IE, BB RE R VE CHOKREE
WY 72 E AT O R D %,



3 BEEREE
JRFEAS B O AR IR I GG 2 17 o 7= B 72 B R 5 R D a2 79,

[ 2hE]

[ENES T AHRER  (NM-K2002 3X5%)

JFRARBEERET  (BEEORBIE « fHE S 2 RS W THERE S LA IRIRIED & 5 B2 13K
GhEaTe) 56 il ARG, Al 240mg % 2 ERIEIRGE C AR EHE Lc, EEFHMEEE Th Sk
FERIERED B D B (45 B1]) OFEBhH (RECIST HA4 K74 > LIKIZE S Rl Eic L 5
CR XX PR) 1% 22.2% (95%(5#HIX] : 11.2~37.1%) Th -7z, 2B, FHANIETE L7-BHE
1X5.0%TH -7,

Flo ALFFREREO IV EE QL) ORFRIT, 18.2% (95%[EHHXH : 2.3~51.8%) T
K?Jof:o

RSB E TH D 2 L SERFRE TR S, HoEEEAR CT, FDG-PET, Lk FHHLE
NSRS O WG RS R OB IS U= B2 25 (FLIREL. BAR WRERLOCHERR) |
L0 TOREHBREEFEM L LT B FREAEE SR o 7o RR MM (R RN,
PEY L ER ORIEIER ) B, Al (LEREREOH I b L TRGR L S,

¥2 0 FROWTNITHEY T 5B,

IS UNOYR i Wk s ) ey

- MR (MEA) OHEHT D LMOBEERS

C S LV EER OB E AT B ROT LR

- BB L EIER OB G T DR R R

« RIS SRR N S UANE 5 O R M 2 9 % B

CEEE OB O EA U, MEIIEEN ORISR RUR (PSA) NEEZ R~ T BIkEE



[Z24tE]
ENEE AR (NM-K2002 7L5%)
AEFEFRIL 53/56 ] (94.6%) [ZFED Hiv, AL DRRELPGE TERWVAERRIT
35/56 5] (62.5%) (Z#8 BTz, FBLFEMN 5% EORIERIEI TERDO LBV ThoTz,
F2 REFEN 5% EORIEA (NM-K2002 FRER)  (REMENTREM)

HERIRHE B (%)

FEARGE 56

(MedDRA/J ver.22.1) 4 Grade  Grade3-4  Grade 5
2EIEH 35(62.5)  11(19.6) 0
Mg LY R REE

U HR BRI E 3(5.4) 2 (3.6) 0
PR A

PR b R T U E 3(5.4) 0 0
R IR RE AR TiE 9 (16.1) 0 0
B IBkEE

T 5(8.9) 0 0
AR AR AT

TI7=2T ) N UAT 2T —EEN 3(5.4) 0 0
TANRTGEUEBT I NG RAT =T —EHN 4(7.1) 0 0
RE N IS SR ]

Fiifigi e 3(5.4) 0 0
B ¥ K OV TRk RE

% O PEIE 6 (10.7) 0 0
B 9 (16.1) 0 0
R IR SN AL 3(5.4) 0 0

7pds. HURIHEREREE 9 1] (16.1%) . ATH&RERET 5 1] (8.9%) | MIE MR E 3 651 (5.4%) .
RERCTHRRAE X AN F —3 5] (5.4%) | EFHERERETE 3 141 (5.4%) . B 0D B2 [ 2 441 (3.6%) .
PRRIET 2 45 (3.6%) . infusion reaction 1 % (1.8%) . AFA® 141 (1.8%) KUK - /)
W55 - EEDO THI LB (1.8%) MBSz, £z, EREMBIE, Ok, Mk, 1SR
Wi, BHERFe, HFge. BEILPENBA 26, NERRBEREIRTE . RITHERRIEE . A - BB,
BIERRE, EERMIREEE, MERE SR, . MR, SEORE, DIEREE, JRIFEK
5. NEIGH f  OYBEFLIZER D Do 7o, REWEHIEBUR DU LB E S (R AR A E 2
rate) HEUEHERE T,

&

=

2 =

K
?éﬁ@
=
E

T



[ - HE]

AR ORERBEDEREET LV AFIA LT I 2 b—3 3 TR D | A 480 mg % 4 3 fHfH
bR TG ST AR O ANE - MEFE TG LIZBRORA O MG TIRE SR Sz, € OR
ROAF 480 mg % 4 H [H IR TG L2 BROEFHMRARIZ IS 1T 2 F s TP AL (BAF . T Cavgss)
WD, ) IE AAI240mg & 2 BFEFIE THREG LTZERD Cagss LHET 2 & Pl (T
#) o £z, AH480mg % 4 W H MR TS L72EROE FIRBIZ T 2 i@ MiE i (B
T [Cmaxss) &9, ) 1&. AHI 240 mg % 2 W FEHFE TH G L7ZBROD Craxss & HELL T
xzrdeTFllasnzbon, AANBHFIZEBOWTARERHRE I TV L - &

(10 mg/kg % 2 HEFEMRE THE) TAHRAZERKG LIZERD Craxss & i L TIREZ /=9 & Tl
Sz (FFR) , MaA T, BROBEIZET 27 —2I2ES5& A4 3 mgkg (KH) XX
240 mg % 2 EFEERR. A L <I3AHA 480 mg % 4 MR TR G LIEBEOARK ORGER & A
IIMESUT e & OBIEZ R D RS LUSE T VPR S L, HREBIEIC SO W TR 2MT
DIz, ERRoOME - HEOR THIMER VL 2L ER TRV E RIS,

K3 FEORYMEERNT A—F

. Cmax Cmindzs Cavgdzs Cmax,ss Cmin,ss Cavg,ss
Mt - =
(ug/mL) (Mg/mL) (ug/mL) (ug/mL) (ug/mL) (ng/mL)
51.6 27.2 31.0 113 62.1 776
3 mg/kg Q2W
(35.2,70.8) | (16.5,40.3) | (21.2,439) | (75.0,171) | (27.1,107) | (42.1,127)
727 38.3 437 159 87.8 109
240 mg Q2w
(51.1,103) | (23.3,59.0) | (30.8,60.9) | (102,254) (415,158) | (62.1,187)
145 29.7 53.0 216 713 109
480 mg Q4W
(102, 207) (15.5,47.4) | (37.0,74.8) (145, 336) (27.5,137) (62.1,187)
193 99.6 116 396 214 275
10 mg/kg Q2W
(146, 222) (86.5,132) (101, 148) (329,525) (184, 303) (236, 377)

R (59%/7, 95%.5)  Q2W : 2 M [EIRE. QAW : 4 JEMIEING. Cmax : WIEIR5-1% O d5 & MLE i EE . Crinazs :
el 5% 28 B HIZHT 2 HARMIE H#R L, Cavgaes : 1A 5-1% 28 H H £ TOVIMETHRE, Comaxss : &
FORRBIZ IS 2 e i HR L. Crminss : TEHRBBIZ I D BRARMLTE PR EE . Cavgss 1 EHRIEIZ IS £ 44 1M
THP R



4  HEFRIZOWT
AL U A7 EPEGHE (RMP) (ZHD X AHI D [ 3 22 M ERE AR TR B~ o0 1 ) 14l
R DHHiak T - T, AEFNOREDEO 2 BEZ2ZW - FFEL., AFOTRGIZE D EE
REMER ZFBL LTZBRICHRIE T 5 2 E N7z, LT OO~@D 3 T & 7- 7 fi
CBWTHHT L2 ETH D,

O MERIZOVT
O-1 FTeo 1) ~ 6B) OWTIMNICHEN TR THHIL,

(1) FEAEFTBRENTET 50 A2 HEEEILTRPEE  (FRE TR A2 RE LS
JRBE, HUBHS A SRR EEIL SR HUIES ARSI 72 &)

(2) FFEREREIFRT

(3) FBEFF AN E DG E T D S AFOEEERT (05 V2 PEEERE EWPE. 75 A2tk
BEW B, 3 ARSI RS HERE I 72 &)

(4) IMRALFFEEZRRE L, SRS L RESER 1| XUISSRIES LR 152
BB 2 Ot FEEITAR D i 21T > T 2 fi ek

(5) PUIEMERELES A AL 7 8 BN O Jie g% B IR D i HY & 1T » T D Jilak

O-2 JFREAWHEOZW K O (2% B ARERIEEFSm. RIS A AT A
RZA > SETH 2 Wi 2018.) Z 30 L. AL5ARTE M OVEINE I 8 BN O Seh i 2+
GYIRHI L R AR OERM (FROWT IS T HERM) 2. Mz R
DAKNCEET HIREOFLE L LTRBEISNTND I &,

o [EREFEEE 2 SEOPIHIHEZIE T L1215 FELL EDO R ATER O BREHE 24T
STWBHZ &, 9B, 24N BT, NARMEERZ £ L LIBRRIEEZOWHE 217 -
TWAZ L,

o [ERNEFFEUSE 2 FOUIMINHEZE T L72&IC 4 FLL LOBKRREBRZ AL TW\DH D
Lo b, 3ELL T, BRI KT 2 23 A MR & & e S ATRIR O SR IHE
FIToTWBAI L,

@ BENDEZRMFEREEDOAEH]IZONT

AR L I W BT T 2 YRR DL E S, BRSO OFHRE 0 ARE - L4
PESESRE G IR O BN O ERTE (9 D15 iR Bt AFFRNREAE LI2HE OWiE
B FRERNATON D IKHI R > T D Z &,




@ EBIERA~DHRIZONT
@-1 Mgk Az B3 2 B

EMEMR RSO EERBWER A TA LB, 24 FEFRZRIAEHI O T, MaZhisx 3
HEERE BT, BB LZRWERIZIE U CABREE LY CT FORIER ORI L
TRRRAORERDY BRI O, EHICRHSATREREH N> Tns Z &,

@2 BERUFEICL 2AEERIISICET S EM

IR ARSIRIC D 2 BRI 72 i e OiE 2 A9 2 IR RIE A DRIERE =2 ) v 7 %
BOTERD AT ) —= 0 T 2fTWEIRIE & a1 TE 2 F — LERIKHI A =
NTWDHZ L, ks, BIHEHICHONT, BDABELZOFRECTHFIJAMETND
ze,

@-3 BIfER OB B LT

RIVER (HVEMERZR BTN A . BESEMBE e, DR, iRk, BIEUmREAEE, K
NG EEEO TR, LRBERIA . BUEAT I, IPR4, ITHEREMR S 1T, b PEAR A
FUR IR | T IR (AR REIR S | PRI | PR S RIS IMAE . B oD B2
FR AR FEARAE , infusion reaction, FEFE7c MRS, MERERIEMAE, FifZ, Bk, HE
DER, SE IR, WEOGRERL, WIREREME, DIEEE (OEME) - RIK - O
WISMIGHESE) |« ARIFERSF, BT, BEALE) (T LT, YRk TR E R o B
P2 A 2 EERl L L (RITEH OB SIS L TR R OSSR A 21T bt b 4
Hcdh 2 &) | EBIZHEUZRLEN TE DEHINE > TN D Z &,

D
7
)
7

B O W



5 HEMBLRLBE
(G 5hIEIC B3 2 F1H]
O TROBHEIZEBWTAROFIMEN RSN TND
o [FERAHABALBIRTA KT74 ) (AREREETES) TS5, Wty
SR M OYRB IR A 2 520 U 72 B C, JRSIEER 25 N 72 b R M & 52l S 4.
Do, JEBORIE « M SO THER S A TRIRIED 2V B

@ TRLZEEYN T D AR OG- K OME R HIEZ W TR, RAIOFIMER ML S TR
59, AFlOEERE /B0,
o fhoPUEMEIEEA & OO S

[ 4PEIZ B3 2 FH]

O TR T 2BEECOWVTIARKIOEENEEZ L INTNWD Z b, FHE1T
y OVAN AN
o KRBNDRGTKE UIBHUE DRBEIERED & 2 BFE

@ VRHRATOFHRICIB W T FREICHE Y T2 BH T VT, AFOREIIHIE S 20

R M OTEFRERI DN 2N EIZIRY | HEICAKIZEHT 2 L 2BETE 2,

o [HEMMREEOEHIIEIEDH L EE

o MofBEi G AR A CRVE S 2380 5 B K ONEBIME O B BT e S0 e M it 2% 55
DR RIEPEZEALDN I &3 5 B

HOREREOGH, BRI L IIEREMED B Do R B ORERED
oY e

o lESEBAEEE (EMEHHBEE L G1e) ObHEE

o MDY I LA AT DB

e ECOG Performance Status 3-4 ™ g

() ECOG M Performance Status (PS)

Score EF

0 < R JEBITE 2, FHETL [ U HHEAERHIRZR <ATR 5,

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

! B R, R

) BATRRETH S DH DRI O Z LT T N THREEERIZTE 2V, Ho50%LL EiTy RALTil

=7,
3 [BHNTESOHEDEY DI E LTERY, HEO0%LL EE Xy R2sF1-Cil =9,
4 ELENT RV, BAOHOEY O Z L34 TERY, BEICy R+ T4,




»

FECERLTEETREEH

AT SR A, SOEMRGEFER DRI 2 BRI & KRR DR K& OV A

MO DI 2 FWa T3 B LT b+ 2 2 L,

TBRBARIZESL G B T E OFIRITHIMER OEEZ + st L, RE L5

ThboEETHZ L,

FEREWEFAO~ R Y AL MZONT

o MEMMEERNGLLNDZ ENHDHDT, KEIOEGIZH T > T, AR

(PR PRISE, nZmik, FEEVE) ORER K OWIHE X fif i O£ hi%, BligEr -+
1792 &, . MBS U THES CT, IE~— W —FOMELZET 52 &,

o AHFNOEHIXHEE @ infusion reaction (2 2. TEARFIZ 447 72 ki D T & 5 e
ATl BTGS2 2 &, 72, 2 [BIA LU O AA|FL 5152 infusion reaction 73
HobNDZLEbHDHDT, AAFKE T M OAAF G TRIT AL XY A
ZRET 2%, BEHEOREZ H0I085T 5 2 L, 728, infusionreaction % FEHL
L7eaiZid, 2TOBELOIER P ZRICEE S 2 £ TREZ +08I8ET 2
Z &,

o FRRMRBEREFE T . TEMAEREREE M ORIBEENH SDONDLZ ENHHD T, A
F DOFe 5-BRGERT M O G-I I E WA I N W RE R A7 (TSH. EHE T3, 16
BE T4, ACTH. frP =Ly —VEORE) ZFEhT 5L,

o AFOHEGITLY | WMEOKRIERINIER T D EF X B DR R BIRRE
WHHONDZ N D, BEPEO NG, BB L CFRITS U
FHRY 72 15k & RRR A R DR RN & HE U Cl bl 2 @GR W 217V 8 D5 I
S XD REWEH N BN 2 A ITIE . AR ORFES T Ik R O RE A VE
YHIDEEFELERET DL, B, BB ERNVE L OREIZID RIER O
FNED BN VAL, BB R VE LIS O IEIF OBt E E
ERAR

o REMKTHR, BOERNOE HRE L T LRIERDNEELT 2215720,
AN OG- T B BIERH OB A3 ITEET D,

o IAUHESRIE (BIE 1 BUBEIRG 2 Ede) b b bodu, BERWMES R R—3 R
ELTENDHLOT, A, Eols, WRMHSFEOREIR O FEHCMBEE O L7207k
BT 52 L, 1 ERBER LN T REETIE L, A2 ) VRGO
HEDHEURELZITH Z &,

o BUENTR. FPARA, ATHEREFEE . T2, BH{LMIE RN HOEDONDL 2 LRH DD
T, EWWITITHEREMA 21TV, B OWREL 0T8T 5 2 &,

o REINERNBHLONDZ ENRBHDHOT, IROBEOHEZ EMHRT D

10



T L, Fol IROBENED DN HEIIE, WONCEREEEZZ2 559
BEEZEETLZ L,
@ AANOEERFERICIBWNT, 6 W Z LIZHARMEORI 21T > TWeZ L2 BEIT, K
Al G-I E RIS BHER A CRUROERB 21T O Z &,
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