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NRAEEIEAN  BAREME #AX5EE B
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BEEEUS

=R~ T (BloFiEz) MR OREER#EET A T4 GE
/INHRRAREE) D—EFERIEIZ OV T

REMBGEE & WEDEARTE 2016 (Fa% 2846 A 2 BEEIE) IZB W T,
FEIMEELOMERORBEHEELZRAZ LRV AENZ 2T T, &
FHEERLZEICVNERBEICRETI-DICKEERHEET A R4 21
bzt L TVET,

Sk, BRERIZOWT, BIIRE L O LBV #ERE., REFTRET R OFFHIK O
BAETES 7)) B TCEALELEZOT, HTHWEEL &bz, BE24E
~NORBFZOEZEEIALSBBEWVWLET,
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AEEI 0621 & 2 &
S Ffn 346 A 21 H

WEXEHR (B B B
Al K '

Il

BEAFBEER - AEFHEREELEEZTHEHRR
( & B 5 B )

=AN~<T7 (BaFi#az) RAOCKBEEREETNA T4
(GE/NHRBARHREE) D —ERIEIC DV T

BREMBEE LWHEOEKSFS 2016 (FaL 2846 8 2 BEZERE) I
BWT, EFEERROERAORE(LHEEZRAIZ ENBEVAENTZZ &
EZITC, BEFNERRZ2EICLEZRBEICRMET 2 -0 I KEF A#E
HA RTA U E2EKRLTWET,

=A< (BoFHEz) ®BE (RE4 A7V —FRHEERE 20 ng,
B AFEHTE 100 mg, FAMREEHE 120 ng X OFEAFEERE 240 ng) & FE/NH
faffEicxt L CHERATA2BEOEEFHIZOVWTUL, I=RAr~T (B4
#iz) BB ORBEFERAHEET A FT 4 GE/NMfiE, EMHEAE, BEH
., BMAE, THRAORADI V) UONE, BB, ENRESDRE. 5EE
~A7a0%TI74 PARAEREME MSI-High) 28T 5B - ERER
WEERE) O—HMLEIZOWT) (Ff24 11 A 27 BFfHTERAEER 1127
FB1IEFEEATBEAER - AEHARERLEEETHERREM ITLVRLT
WET,

SR, MYITBIENEESRERBREREBBICIVIThbhvic=FA1r~T
(BB 2) REN O/ DHRBIGRE Z x5 & L7 # - 2 R R RUBR A AR (2 B
TEHEMEBEL., LFROBEEHEIZCOWVWT, IO L BYVKRENZLEL
OT, EENOEREMEARVERICHTI2EAMEBEVWLET, 28, &
FHORBHERAHEES A RT7 4 0%, BIRESEDLEBY TT,
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(BEBRERHIER)

4=y

Qg EMAERER (CA209017 388%) (N EnglJ Med
2015; 373: 123-35)
7T FF B B ST FEIER Y E T 5 R EE
2B B/IVE X ITERORE LRESRE (ECOG
Performance Status 0 XL O8N 1) 272 Bl &=t IZ, K&
Z X NERRE LT, A3 mgkg % 2 HEM
W CAREHE Lo _(ORKIEE 135 . MEZXEL
137 ), FEFMEEE Ch H2EFHM (BT,
[0S] 29 ,) (FRIE [95%EEXM]) 1, &
FIBET923[7.33~1327] WA, FEZXEABET
6.01 [5.13~733] WATHYH, FAIXFEZ Xt
Uizt LB EICE B RER 2R LI (hTF—
R H 0.59 [96.85% 5 #E X [H : 0.43~0.81], p=0.0002
[JE R log-rank ¥ E 1),

4=y

QuESEIMFERER (CA209017 388%) (N EnglJ Med
2015; 373: 123-35)
75 FFE 2 &L FERIER BT DU R
7+MB H/IVEI X IIBFER ORI ERESRSE (ECOG
Performance Status 0 2 TN 1) 272 | —CAFKEE 135451
e & ez LB 137 B0 BRI, X TRV E
SHER & UTAA 3 mgkg & 2 J@Fﬁﬁf’a’ﬁﬁm“@ﬁﬁ%&
L7z, FEFHER CH 5 24FHM (LLUF. T0S]
L9 ,) (hRfE [95%EEXM]) X, AFBET
9.23[7.33~13271 4 B. K& ¥ X /LET6.01[5.13
~733] BRATHY , AFNIT FEF X0 Lt
HEMICEEREEZR L (NP — Rk 059
[96.85%/E#E X [ :0.43~0.81]., p=0.0002 [/&5!] log-
rank FRE])

5 ~—

@/ EMAERER (CA209057 3B%) (N EnglJ Med

2015; 373: 1627-39)

7T F BRI E T L FERIERE B T 5 IR R

2B B/VEHXIIHEROERE LEEARSE
(ECOG Performance Status 0 & TN 1) 582 il & *f 52

5 —

QU EIERER (CA209057 R&BR) (N EnglJ Med
2015; 373: 1627-39)

75 FF B 2 ST b FRIER 2 T 5 LR EE
72 B H/IVE I E3 0 IER E ERERE (ECOG
Performance Status 0 X TX 1) 582 il -4 EE292 45




. FeEZ XA 25tiRe LT AHK 3mgkg % 2
IR CRMERE U CRBIEE 292 ). KEX
X VEE 290 ), EEFHMBEER TH S 0S (i

TEL95%EHE X ]) 13, AFKIBE T 12.19[9.66~14.98]
IR, FEZXE/VEET9.36 [8.05~10.68] AT
HY ., AL R EZ o USRI ES
RIER LR LT (AP — R 0.73 [95.92%E8E X
[ : 0.59~0.89], p=0.0015 [J@5! log-rank #E]).,

B L ARL 005D A RIZ, R F i
KRR E UTAAl 3 mgkeg & 2 BRI CARBELE
L7c, FEFMBEER TH 2 0S (FHRIE [95%(E#H
XM 1%, ABEET 12.19 [9.66~14.98] B A. K
T Z X E/LEETI.36 [8.05~10.68] WHTHY &
AL FEZFErics LR EMICEBRIEE
A LT (A= RE0.73 [95.92%54EX [ : 0.59~
0.89], p=0.0015 [/&%! log-rank #R7E]).

6~—v

QEFELFEEMAARER (ONO-4538-52 3ER)

{LFERVERIGE D EGFR B FEREM, ALK §h

EEETFEER D ROSI BiEEEFREDOYIBRR

RE 22 1T - R O IER Y _E R IR/ Nl B Bt B 550

Bl (BANBE I BleET,) /B2, F5F

RSN AT (BEFAEABEZ) CIF, [~y

A=T] &V 9,) ROTZFF 8K H & T S5

EOFRBEEXRBE LT, KHlE-NRN <

EO77F 8 Az 80 FRIEL OfFHEE

(LLF. INIVO/BV/Chemo] L\ 5,.) OBEMER

WE2M 285 L 72 (NIVO/BV/Chemo®! B 275 14,

Xt BERE 275 B1l) , EERVAIIE B Cdb 2 M EA T

M (AT, TPFS| w9 ,) (FRE [95%IEHEKX

1) %, NIVO/BV/Chemo E£ T 12.12 [9.76~14.00]

A XEEET 8.11 [6.97~854] W ATHY .

(@ B




NIVO/BV/Chemo 1Z 77 AR E_NRV X< T RN
7T FFRK R ETefb FEEIE O PR E 5Kk Lkt
HEMICABREERZR LI (O — R 0.56
[96.37%E#E X [8:0.43~0.71]. p<0.0001 [JE Al log-
rank BB E 1),

*1 : A 360 mg & UMb % 3 3 IR R
BE L, AbFEEEIT IVRTTF o X7 )X
FENLVEOSNRNV T % 3 @EE 1 A7V
ELTHEKR 6 YA IZNVEmBL, 6 VA7 NVDILE
EVEEMBIIAF R IRy A< T O AR S5
X DifeEpRIE D EfrIgE L LTz,

(X #%)

X 4 PFS @ FfRHT B D Kaplan-Meier HH #7
(ONO-4538-52 #RABR) (EIEA{L SN IEM,
NIVO/BV/Chemo £f & % BBEE & D LL#7)

(PD-L1 ZEIRILBI DA 30 B V22 2tk)
EpEE MRS (ONO0-4538-52 FRER) (ZHHA
ANnbhi-BEFEnsT —2 Kk I3&, PD-L1 EHE
RN IR RE IR 24T o LA R R 20 i
B ToEEY ThoTz,

BEMEICELTIE, R1DLBY THholk,
728, PD-L1 OFBRFBIZLOT, KHOELZEET




27 7 AVIIERR TH o7,

& 1 PD-L1 BIRFD 0S BHFENTEE DA Zhik
(ONO-4538-52 #5R)

(& I

g —y

OEEEFRFEMAEREE (ONO-4538-77/CA2099LA
HER)

{LFRIERIGE O EGFR &z FE R R N ALK
A EBETFREOUIBRTRE 2 EIT - BROIE/INH
Rt BE 719 Bl (HARANBE 50 flegte,) %
BRI, 7T FFEB L E b FEEO AR S
EXRE LT, KAl ) A~T GBETFHBR
Z2) UF. AV A=T] 2nH) RS TFF
THRAE S EREL OFARESE (LT,
_INIVO/IPI/Chemo] & V™9 ,) DFERME R D24t
%t L 72 (NIVO/IPI/Chemo’! &£ 361 {5, tAR*2 B
358 ), EEFHMEIEE TH D 0S (FHRAE [95%(E
HEIX 1) 1%, NIVO/IPI/Chemo Bf T 14.13 [13.24~
16.16] 7 A, *FREET 10.74 [9.46~12.45] AT
& Y . NIVO/IPI/Chemo %7 F F 8K % & Tt 5
FIEDPFRR B3 LB FRICE B R IERE &5
L7c (=K 0.69 [96.71%(EFEX R : 0.55~
0.87]. p=0.0006 [/&%! log-rank f#&E]),

TR=

DE BEHL [R5 M FE3RER (ONO-4538-77/CA2099LA &,
5%)
{LFEBIERIGE D EGFR BinFEREMER N ALK
S BB T RO UIRTRE R EIT - B3 OIENE
Rl BE 719 ) (AARNBE 50 fla&te, A5
° A N 1] A~ =
TR 361 Bt HREE 358 ) A RBRIC, T T
Azag bt FREOHABREZT 2R E LT,
NIVO/IPl/Chemo #DH MK NE 2% BET L
Tz, TEFMBHER TH S 0S (PHRE [95%EHEX
[f1) i%. NIVO/IPI/Chemo #£C 14.13 [13.24~16.16]
1B, FEREET 10.74 [9.46~12.45] WA THY
NIVO/IPI/Chemo #5-13 7" 7 F A % & Tofl F &
EC LR FERICEBRRIEREZ R L. (N —
RE 0.69 [96.71%(E#EX R : 0.55~0.87]. p=0.0006
(/&5 log-rank #27E]) ,

9 R—y

QEFE:[E%E MAAEER (ONO-4538-27/CA209227 3,

Bl

QERRILF S MIAER (ONO-4538-27/CA209227 3,




B%) (N EnglJ Med 2019; 381:2020-31)
(Part 1a)

ALEBRIERTGHE C PD-L1 BEEN 1%L L2o

EGFR Bl F+EREERMER N ALK @& BB TFEED
YIBRBE/R ST - B3 DIE/NRaERE 793 4
(AARNEE 8 Fleate,) EXRIC, ITFF

A EZ S LFREOHAKREZRE LT, &

A 2=T LOFFAES (LT, INIVO/IPIL
ZWVWH,) OEMMERECEEEERFLL

(NIVO/IPT™ £ 396 ], xtFR™ &£ 397 fi)) , AFER
DOFEFHER T 5 0S (FRAE[95%ISFEX H])
i1X. NIVO/IPI BT 17.08 [14.95~20.07]1 7 A, %t
FRREC 14.88 [12.71~16.72] 7 A T& v . NIVO/IPI
1177 FF 8 & &L FEEE IS LR FERIIC
BERIERZR LI (ANF— R 0.79 [97.72%(13
FEX R : 0.65~0.96], p=0.0066 [J&H! log-rank 1%
£l

B%) (N Engl J Med 2019; 381:2020-31)

(Part 1a)
L FEIERTIEE T PD-L1 BHED 1%L Lo
EGFR BizFERERMER O ALK BiE BB FRED
TR REZR AT - BROIENEIRMERE 793 F

(EARANERE O FEET, FFLLEY DT L
DR E (HF_ INIVOARH L W5 ) HE£ 306
il SHEERE 397 ) A RIZ, 7T TS AR E T
4[:?‘7?(%0)1%}%&5%%%&@& L T. NIVO/IPI &
DEDER OZEEE RE LT, RNEABROFEFF
fBER CTH D 0S (FRIE [95%EEXEID I,
NIVO/IPI BT 17.08 [14.95~20.07] » B, XtHEHEE
T 14.88 [12.71~16.72] 7 A TH Y, NIVO/IPI 2
5375 F A A& T b FRIECK LR FR
WCEBRIERE %2R Lz (O — FH 0.79 [97.72%f5
HEXE:0.65~0.96]1, p=0.0066 /& 5! log-rank #& 7€ ])

10 ~2—

(Part 1b)
b EIERTEE T PD-L1 BHEDN 1%KHHD
EGFR B F+E R KO ALK @A B FREED
PIBRANRE /R YT - R OIE/NERAEBE 550 4
(BANBE 19 flagte,) 2RI, 755

A E B LFREOHAREEXRE LT, &

9 ~—

(Part 1b)
(LB IERIERE T PD-L1 BHEEN 1%KRH D
EGFR B FEREEME O ALK @A B TFRED
YIRRAE AR HEAT - B3 O/ NI BE 550 41
(BARANBE 79 flaa&te, AFLLZFFRFE

2 Ry




A&7 7 F BB ELbEREEOHARE
(LLF, INIVO/Chemo] &\ ,) KT NIVO/IPI @
BMER VR 2 E RS L 72_(NIVO/Chemo'! &
177 $il, NIVO/IP1 £ 187 {51, xJFREE 186 ), AR
BROBIREFHMEEE O—>Th Y FEEBHY 7ok E D%t
£ Th 5 NIVO/Chemo B & xtFREED PFS (Hhfi
[95%fE#E XM ]) 1X. NIVO/Chemo £ T 5.55 [4.63
~6.90] B B, XTEREET4.70 [421~5.59] AT
& Y . NIVO/Chemo 1L 7 7 F FHiH| % &t bS5
ECR LR FRICE R RIEREEZ R LI (NP —
R 0.73 [97.72%f5 8 X [H : 0.56~0.95], p=0.0070
(&5 log-rank #& 7E]) ,
B, BEORBAERTH 22, BEER 0
NIVO/Chemo ¥ & 5t BREE D PFS DN P — FEL[95%
EEXHE] X, RYELEET0.94 [0.56~1.56]. 3
YL T 0.66 [0.49~0.90] TH o7,
*1 0 AHI 360 mg % 3 @& ML EE 3
MR CREFHE Lo, bEEIT, MR (R¥
ERBEXIIIER T L) [CE S W LEEE (R
WLEERE: IVKRTTF U UIV AT TF RN
ThvEEY, ERELERE : IVRTTFTF X
VAT TF RO A ML FER) &2, 3 BE%
1Ao7 LT AV A7 VERL, FRFELK

18648) A&, 7T F KR E T LFEEED
FFRBEET 2% L LT, NIVO/Chemo E:R 8
NIVO/IP1 #H#DOF IR N2t at Lz, A=
BROBIRFEIEE D—>TH Y BEBHI L ME Dt
£ Tdh 5 NIVO/Chemo #f & i FRRE D EEHE R A 7740
B (PRE [95%E8EXM]) 13, NIVO/Chemo £ T
5.55 [4.63~6.90] & A | xtEREET 4.70 [4.21~5.59]
71 A T Y (NIVO/Chemo #5137 T FF 8K %4
TALFEIC LR FEICE B AR ERE R L.
(NP— R 0.73 [97.72%fS8EX R : 0.56~0.95],
p=0.0070 [J&%! log-rank #XE]),
B, WEHRBITERCTH DN, BRI O
NIVO/Chemo Ef & 5 BBEED PFS O Y — K [95%
EEXE] 1%, R T0.94 [0.56~1.56], 3k
JRE-ERE T 0.66 [0.49~0.90] TdHh o7z,
*1 @ AN 360 mg % 3 BREIFERE OMLFEREE 38
[ IR C R ERE L 7e, BBk, MR (R
ERESOIER I EREE) I E S Wt bFEE (R
LR IVRTTF U RXIIV AT TF R
TovEes ERFELEE :  AINVKTTF X
VAT TGFURORA FLRER) &, 3EMEY 1
PA7NE LT 4 A 27 NVERL. IERELEE




BN TIL 4 WA 2 VDGR EER T AK
B b Ut FIC K DHEEEED EBAT6E &
L7,

IZDOWTIL, 4 31 7 VOALFERIEERME ISR b
Lt RIZK DMERRIE b ER e L7,

12 R— #2 FHRN 5% EORIER (ONO-4538-05 3K | 10 N— F 1 ZEBEMN 5% EOREIER (ON0O-4538-05 3
) 5%)

13 wS=={F #3 FERMN 5% EORIVER (CA209017 3RBR) | 11 X— F2 FIMEIMN 5%LLEOBIER (CA209017 3ER)

14— #4 FHEEN 5% EORIER (ONO-4538-06 3 | 12 ~X— #£3 FKIMEN 5% EOBIER (ONO-4538-06 3&
B) B%)

15— |5 FHEMN %L EOBIVER (CA209057 3BR) |13 0—Y | K4 FEREH 5%LL EOBIEM (CA209057 3ER)

15 _R— O EELFRIEMAEERER (ONO-4538-52 #EX) (@ B

BEESIIAFGEHE (NIVO/BV/Chemo) £ 271/273
il (99.3%) . tEREE 275/275 il (100%) 125D 5
Nz, AFIBEH (NIVO/BV/Chemo) & DK EEIF
DEETIRWEEEST 269/273 1 (98.5%) 1T

o b T, BB 5% FOBIWERII TR &
B ThHolz,
# 6 FHFEHN 5% LOBIEA (ONO-4538-52 B

B
(&)

7B, FRREEE 211 Bl (77.3%) . FEREUES ERARNE/ 3

ARF—92 fi (33.7%), EELMEESE 43 5

(15.8%) . FIRARESRERSEE 39 ] (14.3%) . EHED




G 36 4l (13.2%) . FFEEAEREZE 35 51 (12.8%) |

BREREREE 20 B (7.3%) . FIVEMHEAES 19

(7.0%)  KEBS - /NS « BB BE D T 19 451 (7.0%) .

B HEREFREE 14 ] (5.1%) . infusion reaction 13 ]

(4.8%), THRABHEREEE 5 6] (1.8%), FHk 4

(1.5%) . UHEFEE 4 5] (1.5%) . 1 BUBEFRY 3 1

(1.1%) . FFARMAZZEARSE 3 B (1.1%) . FE{LIERE

TR 2B (0.7%) . BER 2 Bl (0.7%) . FF% 1 4

(0.4%) R OEE I 1 4] (0.4%) AR S,

F/c, BREMEARE, LHR, BIERE, Fre,

Boise - BAME G , ISR AT RERRE . fERE, 505 B

PREFERSE K OMEFLILEED b leh o 72, AEIVER

FEHURPLII B S (RAMAMERE L ET) %
BUERERE =T,

17 _— ® 7T FEEEN 5% LEORER (ONO-4538- | 13— 5 REEDN %LU LEORIER (ONO-4538-
77/CA2099LA FRER%) 77/CA2099LA 3RB&)

18 — x 8 FEHEERN %L EOERIER (ONO-4538- | 15 _— 6 FWEHEN 5% EORIER (ONO-4538-
27/CA209227 5% Part 1a &2} 1b) 27/CA209227 3X58% Part 1a & TN 1b)

19 N—¥ F 9 FEHAEMN %L EORIER (ONO-4538- | 16 ~=— * & HWHEN 5%LL EORIER (ONO-4538-
27/CA209227 5B% Part 1b) 27/CA209227 3XB& Part 1b)

21 R—Y F 10 FAIOEWEHRE T A —H 17 R— x99 FAIOEWERE T A —H

22 R— K1 KBNOFEYENRE T A —H 18 R— K10 AR OFEMEBE AT XA —F

24 N—Y @-3 BIEROZR-CRIGIZEE LT 20-#=3 ®-3 BIVERDOZEr-CxISIZEE LT




BIVER (REMREEBICINZ ., BEEREIE, L
K. s, MERUBRMEIE. KEBK. /NBXK, EED
TR, 1 BUBERE. BUERFA. FA2. FfEES
FFde. REALPEREE K, FRIRERERE S . T EAHEE
EE MREE, BEE, BIBEE. ML, EEO
FEEE, #ikMA2ZEIRAE, infusion reaction, EE
RMEREE, MEREREMRE, M, R, WED
R RS, IRAR IREM, DEEE (OEME) - Rk -
DEMEEASNNAES) . REEBRES . fEEH M, EFLE)
W LT HEkha ek S B E R OB A
BT 2ERMEEEL RUEROZE-ORICEL
THRERVEEZZITONLIFHICHHZ L), E
HIZHE B R AEH TE SERINE->TNDH I L,

BIVER (REMEBICINZ ., BEMENE, LFF
K. HR, EEHRMRE, KIBK, /MK, EED
TR, | BUBERRIR . BUEFR. A2, FFgEES.
FF4c. REACPERRAE 2%, FORIRHEREREE . T HiiBeE
e MREE, BEE, BITES. MK, EEO
FEMEZE, #IkMieZERE, infusion reaction, HE
REREE, MEREREMREE, BiE, BER. BED
RIER G, IR, DIEEE (LEME) - Rk -
DEMHINNAES) . B, EALE) (S L T,
Wi e LT B E AR O B A F T 5 ERT
LE#E L EUWEAOZEORGICE L THEERD
TEAZTONIFEHICHDHI L), ELIZETZR
LN TE HIEHINESTNDHZ &,

25 ~—

5. BEXR L HBE

[E2hiE B9 5 FI1E]

OARF O BEMBEILITROBEIZB O THEMEN
BEEEHh T 5,

(%)

OARF| OO FEMEER & OfFAZR 5T TR
BEIZBWTAIENRIN TV D,

- A ) AT ROT T FFRAE ST LFEE
(RELERE : hVRTTF U RONRT Y XXk

LAy

5. BEXNGR L HBE

[E2hticBI4 5 =E]

OAF O BB 5T TROREICR O THMER
BIEI TV 5,

)

QAF DM OFEMIEERER & OMFARGILTRRO
BEIZBWTHEIMER RSN TN D,

A Y AT RONT T F ARG LR E
(REERE : WIVRTTFURONNZ ) ZFE




V. RELEE : IVRKRTTF oIV AT T
FURORXA ML Xt R) EofFARE  (LFEE
ERED2 N EGFR Bl 17X REM R N ALK @E
BB FREO IR 2 EIT - BRI/
e BE

A Y AT L OHRARSE  ALFERERED 2D,
EGFR B 7 EREMER N ALK @A B FEtED
UIBR R RE72 AT - B3 O FE/ MR e BB

< 7T F IR E EibFEE (R ERRE: by
DL FF VNI ART TR NRSF B
HRFELEE : IVKRTTF U NIV AT TF
BONRA Nt R) &ofRRE  (LFEIERE
D72V, PD-L1 I *)N 1% 0> EGFR &fx
FERRMER N ALK @A &= RO YRR EE 2
AT - BFROIE/ NI B E

- NNV A2 T ROT T F R & &b RS

(INERTZF L RORNZ ) ZXRL) LR
#E . ALEEERE O/, EGFR & FZE RE M,
ALK @t &&= KO ROS] @& EicFEtto
IR BE A 1T - B3 O IER T b 57 FE /Nl Jili e

B
kAR OZWE L LT, K74 : PD-L1 IHC 28-8
pharmDx 4 =] A I T3,

W, IERFELEE : VR FFF U IIV XTS5 F
VEONRRA N LFER) EOFARS  LFEEERE
D72\, EGFR BinTERBMER N ALK fiA BT
MO U R AT - B3 O IE/ NI B
AV LT LOMRAERE  ALFERIER O,
EGFR BirTEREER O ALK @& BiEFREED
TIBRA B2 1T - R OB/ E B

- T FTREARETLFEE (RELEEE v
RTTFURFVATTF U RRF L Z e, FE
RYELEE : IVERTTF I AT TF R
NAMLFER) EOFRARSE ALEEIERE D20,
PD-L1 FEIHE*N 1% H> EGFR Bz FERRE
AR ALK @EBEFREOUIBRTERLET - B
DI/ NI AIE B

* KRN OZUWE L LT, K74 : PD-L1 IHC 28-8
pharmDx % =] BREAFE I T\ 5D,




26 ~—

O FHIERE D 72\ U R RE 72 T - B DR

T A S A

BRO7 7 F R e b SEE WNVARTTF

VEONNZ ) E2xEN) EOFATREICHT LA
BHEICEBERRNEEZ OGN BEICBV T,

BHIE _INL X2 T RO T F R L2 STl
BIELOHARESZERTHI N TED,

(® B

29 X— v

OAFFDOERAEBRIZBWNT, UTFTOXA I I T
BIMEDTMMZIT > TV Z & B2 BEIL, AFIH
EiXEHMICESERE CHROEREZITI Z
2y

+ ONO-4538-05 #Br F (8 ONO-4538-06 385% : 6
RS

- CA209017 3B & T CA209057 3RB& : Iz 5-Ba4E)>
59WE, £Dk, BEREND 1 FEIL 6 @EfH
e, ERUBETREMIE

- ONO-4538-52 X8  ONO-4538-77/CA2099LA 3R
B Iz Y ONO-4538-27/CA209227 3B : & 5-Ba4ED
H1EMTAMIE, ZhUBIX 12 8B L

25"y

OFFIDEERRBRIZBWT, UTFTOX¥ A I 7T
BMHOTMEIT-> TV £ E2BEIL, K&
Edix EHMICEBRE CHROMREZITH Z
e

- ONO-4538-05 3&XB% K& (8 ONO-4538-06 A5 : 6 &
Bz &

- CA209017 3XBR J O CA209057 3RB% : &% 5-BAth )
HoWB., To%, BERENG 1 FEMIE 6 BEE
TE. ERURBET 28R

- ONO-4538-77/CA2099LA 3Bk & T8 ONO-4538-
27/CA209227 3RB% : % E5BA4E 6 1 ML 6 HEfE
TE. ENURBET 28I




REEHHEET A FT A~
=R+ T (REBFHEBRZ)

(BRFE4 : A7V — R AR 20 mg, 77V — R ARHBE 100 mg, F7 90—
ARFEFHE 120 mg, I 7P — R RHFHE 240 mg)

~ FE/ N R R ~

Y2 92 A (470 3 4 6 A ET)
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1. iXC®IC

EIM DA - ZEMORERDT-DITIE, B XEFICESWICEERFERIRD
bid, SHIC. EEORFENOESRIT LY | UAEERERZR & OFEH 2 FHRIERE
FEEMPABENIPT, INODEEMZEICHERBEICRERMT 22 L BRED
AL 2o TRY BREMBUEE & WEDEARTTE 2016 (FHK 28 42 6 A 2 B HZHERE)
EWTH, BEHFNEERMECERORBEMMEELZRD Z L LENTVD,

FREREFEEMT, BREEASEEN T e 7 7 A VBARTFOERL LA O NICR
RBEIENHD, DD, AERULEMIZET 2 HFERI+0BRT 5 E TOM,
URERMOBEZEIRIT DI EPHFINDIBEICHLTHERT DL L BIZ, BIE
RMRE LRI ERINE &L D2 N ARRR—EDEHF LT EREE THEA
THILPEETHD,

L7chio T, ATA F7A4 TR, REERBERSINETITEON TV S EFEZER -
PR RMICESE, UTOERBOREREAZHET SBRD O LERERF, B2
HTROEEEEEZTT,

BB AETA BT A %, WIATEIE NE R ERBESR O, ARHEEEARAR
BAER TS, —REFEAN B ARKARES, FFEFEFESEA R ARTBEE RO
—MRAEEEN B AR FR OB IO b EAEK LT,

B LRDERS 7R EARRHE 20mg, 7Y — R EHEFE 100mg, 7Y
— R ERFRE 120 mg, 7 V—REREHFE 240 mg (—B4L : =
AN~7 (BaTHE#Z))

AR DMEIHE - BIBRTEEREST - BROIE/NHIA

MNBLRHOAERVAR : BF. RARZIT=A LV~ (BaTHH#z) L LT, 1[E 240mg
% 2 AREIREIFE T 1 [E] 480 mg & 4 BRI CABRET 5,
fOFLEMIEER & T 2B 681, BF., RAIZIZ=FRL~<7

(B TH#AHE %) & LT, 118 240mg % 2 @REIREIFEXiT 1 [E 360

mg % 3 @R CREFHET 5,

® & R ¥ E DBERTEERKSH




2. AF O, /EREF

F 7 U—F A 20 mg. FAREREE 100 mg, FAMFHE 120 mg X ORI ATRFE
240 mg (—M34 : =R ~=7 GERETHEBEZ). BT, TFA &vdo) i NEFREG
TEHKRLHLEAX Ly 7 2 BTV AV - w4 ¥ —X ZA7 A7 (BMS) #) #*
B9% 7=t k PD-1 (Programmed cell death-1) 12595 & hE IgG4 £ / 7 v —F LHUE
Tbh D,

PD-1 1%, IEMAL L2V %%k (T, BRREONFTF 27 0% 7 —THRKR) RKOF
BE AN FRIRT 5 CD28 7 7 X U — (T Ml iE (b 2 fBIAICIE & AICHIET 50
FE) CRTAZREETH D, PD-1 ITHRRHIIICHE T 2 PD-1 Y > F (PD-L1
FHINPD-L2) EfES L. U o SERICHEIMES 7 F A 2EEL TV v 3BROEELIRRE R
BIZFHE LT 5, PD-1 U H Yy FRFURE MM b b Ok 22 EEERIC I
LRy, BUHEEERE N LUR LZEEHRRICRITS PD-L1 ORRLHTROLESF
HIR & ORIICROMBEERH D Z L BRME STV (Cancer 2010; 116: 1757-66)
¥ EMEGAERE CITEMEE THEAELT LA V¥ —T a2 < (IFN-y)
Iz X - T PD-L1 OFENFESh, &8 LEEREICE T 5 PD-L1 ORZRLIFEO
AR L ORI EQHBIEE N H D & OME L H S (Sci Transl Med 2012; 28: 127-37)
X bz, PD-L1 #BEIER SN AMEIZ, FUREERN CD8 Btk T MizoMiaEE
EME 2 HER S8 523, 5 PD-L1 Hif&T PD-1 & PD-L1 & DfEEEFHET 5 &£ DM
EEEEREET S Z EARENTWS, SO Z &5 PD-1/PD-1 U H > PRI, 23
MARRANHURARAZ: T MO OWBELERT 2HFO—oE LTEALRLTY
Be
AFNT . EEREBROFE R H PD-1 OFIFSEEL (PD-1 U F v FREE ) IZHEE L.
PD-1 & PD-1 VY RLOREERAETHZ LX), BANRERENZ T MlROE
PEAL R OIS ASRRRIZ 5 s 2 MM =G 2 iR 2 2 & TR R EEIR 2R T
I EDBERINTVD,

THOOERMNS ARNIEMEE N T A H T RAREICRVES b LB S,
JE/ NIRRT B At S L LR i L, A, Zet R CREMEDHER
ni-.

AENOVEFRBSFICES S BEORERIGNC L 2BIERZE RS bbh, EEUIETIC
FELAREMERD S, AROREFRUEERICIT, BEOBEL STV, EFEDFH
B HNTFEAITIE B L-ERITS DB M RRE R oERM &EE L TFE
G2 ERIZE 21T\, BEEDRERIGIC X D RIEAN RO BI5EI12IE. BIBRE RV
EUH| OB EZEOBEYIRNE ZIT I LEND D,



3. ERERARAR
UIBRARE 72 EST - B O/ E (FELEERVERY EEE) OARBRIZHE
MZEIT- T ERBERABROBREEZ T,

[F2h]
(R LR
O EWNFEIHERER (ONO-4538-05 FER)

T FFRA RGO CFRER R T A URARERIB B/ VI XIIBERORFE LR
FEABFE (ECOG Performance Status 0 X TV 1) 35 il & Xf512, AHl 3 mg/kg % 2 BERER
THREFE Lz, TEFMEER THEEMFE (RECIST A R7A v L1RIZESSH
JHFEIZ L B CR XL PR) 1£25.7% (95%fEHEXKTH : 14.2~42.1%) Tholz, 2B, F
ANZERE L7z BEIX 9.0% TH - 7,

© WS EIAERER (CA209017 3 BR) (N Engl J Med 2015; 373: 123-35)

77 F T RHH B FRER AR T 5 URAREZIB B/ IVEIXIIBRORF LK
#EHBE (ECOG Performance Status 0 XN 1) 272 Bl & xRIC, KX XL 25 L
T AA 3 mg/kg % 2 BFFNR TARREFHE L 72 CGRAIEE 135 B, e & &8 137 6),
FEFMMEE ThHHeEFHM LT, ToS) Lnd,) (FRE [95%EEXMD X,
AFIEET 9.23 [7.33~13.27] B A. FEZFEAEETG6.01 [5.13~733] WHTHY,
AN REZ XM LR FRICEEREEZ R LTz (AT — FH0.59 [96.85%fF
FEXE : 0.43~0.81], p=0.0002 [J&H! log-rank #7E]).

1.0 \

0.91 '\\‘\

0.8 RN

0.7 _—“‘:\
¥

—
0.61 \ L

0.4 a ey

03 FesFtle TR

0.21 Ty

Probability of Survival

0.1

0.01

T T ¥ T T T T T T
0 3 6 9 12 15 18 21 24
Overall Survival (Months)
Number of Subjects at Risk

AFHIE

135 113 86 69 52 31 15 7 0
Fe2+t/IL8#

137 103 68 45 30 14 7 2 0

1 OS OFEAENT D Kaplan-Meier BifR (CA209017 3RBY) (EAERIL S 7-£H)
4



(FERF_EREE)
O EWNZFETHERER (ONO-4538-06 FABR)

75 FF K R T CHRIER 2 A T AU IIB #/ IV IIBHEOIR T L
R EB%E (ECOG Performance Status 0 OV 1) 76 il & xt512, A#| 3 mg/kg % 2 BHEMH
fRCAMEE Lz, TETIMER THEEME (RECIST A R7 A v L1 RIZESS
H gk BT X A CR XIE PR) 13 19.7% (95%(EHEX : 12.3~30.0%) ThoTz, 2238,
FEANCERE LRI 9.0% TH > 7,

@ VEAMETIFARER (CA209057 AB%) (N Engl J Med 2015; 373: 1627-39)

75 FFRFH GO LEEERE S AT 2 URRRERIB B/ IVHXIIBREOHERT L
FEEER#E (ECOG Performance Status 0 TN 1) 582 fl&*t&IZ, FEZF L2 eE
LT, A% 3 mg/kg % 2 BRI CABEE L (RARE292 61, FEF 3218290
B, FEMEE TH 5 0S (FRAE [95% X H]) 13, AAIFE T 12.19[9.66~14.98]
BB, REZXEAEETI36 [8.05~10.68] WHTHY ., ARANL FEFZFE 5 Lk
HEMICAEBRIEEZ TR LT (0N — Kb 0.73 [95.92%(E 88X M : 0.59~0.89], p=0.0015

[JE 5] log-rank R E]) .

1.0

0.9

0.81

0.7 1

0.6 1

0.51

0.4 1

Probability of Survival

0.3

0.2

0.7

0.01
T 1 T T T | R LI T 1 T

0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)

Number of Subjects at Risk

A B

292 232 194 169 146 123 62 32 9 0
K45V 8

290 244 194 150 111 88 34 10 5 0

X2 OSDHERENT DKaplan-Meierfif#i (CA20905738%) (SEVER (L I hi=4ER)



(PD-L1ZEBURILAI DB ZME R O Z )

AL IAERRER (CA20901778B% & INCA209057:R88) I[CHAANBNTZBED S b,
FESARRRIZ BV TPD-L1 2 R 8 L /-l s S 2514 (BLF. PD-LIZEHEE] L
2.) T HERBBONE—HMOBEOT —FITESE, PD-LIRKBEFRFIZREMIC
R 24T > - B R RO RIZUT O LB ThoTz,

BB L TiX, BRELEEETIE, PD-LIORBRRICLST, FeFFELBELi
B L CAKIBE COSHIER T HEMNRD bz,

R LR TIL, PD-LIEEER 1% R OFEI N & X AR L IIERKRORK R
Thoiz (TH),

2B, BRELKEE, RELEEL BT, PD-LIORBERIZL LT, KFOEZ2MET
077 AViEEETH o7,

1.0 1.0{=,
b\’\". \\
09 \L . o9l - Y,
0.8 . 0.8 o
et \“\
Ay g i
3 . H \
ﬁos \g, 506 e
_; - \ Tos “‘\-,,,\M
% o U £ 04 Tl
£ DO B H ,
T 03 - am ey g3
as S 2 . =
Ee b [N i e O
02 bl ¢ S S o
g
0.1 0.1
o8 T T T T T T T Y %0 T T T T T T T T
0 3 6 9 12 15 18 2 24 27 0 3 6 9 12 15 18 21 24 27
Overall Survival (Months) Overall Survival (Months)
Number of Subjects at Risk Number of Subjects at Risk
Nivolumab 3 mg/kg Nivolumab 3 mg/kg
108 82 70 60 48 39 26 17 4 0 123 98 86 77 73 65 27 13 5 0

Docetaxel Docetaxel

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

123 102 80 61 44 36 13 4 3 0
Nivolumab 3 mg/kg (events : 68/123), median and 95% CI : 17.15 (12.09, 20.63)
Docetaxel (events : 93/123). median and 95% CI : 9.00 (7.10, 10.55)

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

101 87 69 53 38 30 13 5 2 0
Nivolumab 3 mg/kg (events : 77/108), median and 95% CI: 10.41 (7.29. 14.26)
Docetaxel (events : 75/101), median and 95% Cl1: 10.09 (7.36, 11.93)

3 CA209057 BB PD-L1 HEHRHTD 0S O HEAEHT D Kaplan-Meier Hifi
(£H : PD-L1<1%0DBELM, FR : PD-L1=1%0DBE )

@ ERLRZFIFERE (ONO-4538-52 #R5R)

{LEIEARIAE D EGFR B TR ERM ., ALK BABLTFREER N ROSI BEBETF
2t DYIBRARE/REST - BR OIER T LR IE/ Rt BE 550 61 (B ANBRE 371 4
EED,) BXRRIT, 7T EREANV AT (BLEFHEEL) T, (RN X<wF)
LWV D) RO I FHRFIZETERREOHAREZRE LT, AHlE "X
~ 7 ROT T FHRF ST b FBEE L O AR S (LLF. INIVO/BV/Chemo] &5 ,)
DEDER NEZE2MEE BT L7z (NIVO/BV/Chemo™ B 275 5, *IHREE 275 f5)) , FEEF
fHEE CTh 2 \BEAFHME (LLF, TPFS) 2\ 5,) (hRE [95%EmRE]) 1%,
NIVO/BV/Chemo £ T 12.12 [9.76~14.00] # A, XtEREET 8.11 [6.97~8.54] A TH
Y. NIVO/BV/Chemo 137 T B R L RN X2 7 RONT T F 8K ST L HRIEDO B

6



5okt LR ERICABEREREZ R L (Y — R 0.56 [96.37%E#RXH : 0.43
~0.71], p<0.0001 [J&H! log-rank F&ZE]) .
*1 : A 360 mg R OMEFEREY 3 BRI CAREHE L. EREL IARTTFr 27
FEREARONRAY AT %, 3BEE 1 F A2 LTRAK6 A I VERL, 6 1710
(EEFE R IAF R OARA Y v 7 ORI L BHERRE b EMTRE S Lz,

100 -

80

604 NIVO/BV/Chemo#tf

Progression Free Survival
4
(=}

¥ 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
XTAREE 275 225 127 53 27 5 2 0 0

4 PFS OHEAENTHED Kaplan-Meier Bi#R (ONO-4538-52 3BR)
(EBVEEL SN 74, NIVO/BV/Chemo #f & X FRE: & D L)

(PD-L13ELIR LB DB i e N2 2 )
EREI RS MR (ONO-4538-5288R) ITHAANONTZBREDOT —FITESE,
PD-L1F B RN BRI 2T o AR OREMEORBRIZLLTD LBV TH

27,

BHEhHECBE LTk, R10 LBV ThoTz,
728, PD-LIOKEBRRIZL ST, AKFOZEET w7 7 A VIR TH - 72,

3 1 PD-L1 ZERF D 0S BIMEFR O (ONO-4538-52 BR)

oS
PD-L1 ¥ Eii o it %k ol [95%CI] NP — R
(1 A) [95%CI]
. NIVO/BV/Chemo 115 31.01 [23.13, —]
0, &y

1% BV/Chemo 115 22,60 [18.63,29.44] 0.76[0.52,1.10]

NIVO/BV/Chemo 155 30.78 [25.99, —1]
%)L ’ 0.69 [0.50, 0.95
1% £ BV/Chemo 155 24.67 [19.09, 29.34] Lug58, 025

—  HERRE, f BEBEPLELERL LT Cox WHINY— FEBET V



(¥ LR R OER T LR
O EREERFEMFAREB (ONO-4538-77/CA2099LAFKER)

{LFFIERIBR D EGFRE G TR RIEM & CALKRL &8 5 TR O IR RE 22 EFT -
BR O/ IRMERETIR (AARANBESFZED,) 2RI, 77F 8K z2E
CIEFRIEOHABRGEEZXRE LT, RElL M) A~vT (BaTl#z) CF, 1
Blb=T7] LWnW)H,) ROTZIFFTRHAZE(FREL OHAKE (LT,

NIVO/IPI/Chemo] &9 ,) OFMERNLZEMEKRET L7z (NIVO/IPI/Chemo ' #361
i), et BRC2RE358451) . EEFHMIA B T & 5 0S (H RAH [95% 5 FEX #]) 1%, NIVO/IPI/Chemo
B T14.13[13.24~16.16] 7 H . xtFRE£T10.74[9.46~12.45] 7 H T& v . NIVO/IPI/Chemo
1177 FHRF S EREOH ARG I LREFHENICEBRRERZ R LI (N
— RE0.69 [96.71%(E#EX M : 0.55~0.87]. p=0.0006 [/&%!log-rankt&E]),

B, BEORBITER TH 503, BB DONIVO/IPY/Chemo®f & T HREEDOSD /N
P— R [95%EHEX ] 1Z. R LR T0.65 [0.46~0.93], JERIE R T0.72 [0.55
~0.93] THh-o7z,

*1: AH| 360mg % 3 BRIMME. 1 £V A~ Imgkg & 6 BRIBBR OML2ERIES 3 BRRER T AR
B L, (b3 R0E, AR (RELESXIFRTLES) CESWbeRE (RELK
B ANRTZF VRO ) XN, ERELERE  AINARTTF VIV AT TF RN
NAMLFER) 2 3BMELIFIAINVELT2HIAT7AVER L, 2 VA 7 AETH, &H
RUA EY A~ T & AEHELE,

*2 MAEE (RELRBXUIERFE LR (cES5%, NIVO/IPYChemo B & [ U{L&iE% ., 3 @/
Z1HAINELTAYAINVERL, FRFELERBIZOWVTL, 4 VA 7 NVOIERIEERE
IZRA ML NICK2HERRIEDERFREE Lz,



1.0
0.9
5, T8 NIVO/IPI/Chemo#%
E 07
E
=]
£ 0.6
_'r>:
‘5 0.5
2 ? 2
Z 04 PR ez ."‘,"
£  Comesmee
5 0.3
0.2
0.1
0.0
T T T T T T T T R T
0 3 6 9 12 15 18 21 24
Number at risk Time from Randomization (Months)
NIVO/IPVChemo# 361 325 & 292 230 129 46 16 1 0
PR 358 318 259 183 94 39 12 0 0

X5 OS® T DKaplan-Meierfi#R (ONO-4538-77/CA2099LAFER)
(EBIERIL S N=4EH)

@ EpEEFEE MRS (ONO-4538-27/CA209227 3RER) (N EnglJ Med 2019;381:2020-31)
(Part 1a)

{bZpRIER G C PD-L1 SR 1%L £ EGFR &= TERERMER N ALK @&
BB TR OUIRARRE2EST - BROIE/NITaGERSE 793 6l (BARANBE 89 flza
tr.) iz, FIFFREAIEZ SR CEREOAZEERE LT, AFlLAED
r=wT7 L OfRKRE (LT, INIVOIPL) \W5,) OFMEROZEEEZRFT L

(NTVO/IPI'! B 396 5, xIHB*2 & 397 ffl), ARBROEEFMER THS 0S (TRIE

[95%(E#E X EI]) 1%, NIVO/IPI BT 17.08 [14.95~20.07] # A, XfHREE T 14.88 [12.71
~16.72] H A TH Y. NIVO/IPI |37 T FF8HE % &t fbFEEICK LR ERICE R
RIERZTR LT (APF—FE0.79 [97.72%(E XM : 0.65~0.96]. p=0.0066 [J&%5! log-
rank FRE])

*1 : &%) 3 mghkg & 2 BRI, ) A~7 1 mghkg % 6 REMMRTRBEHEL.

SRR (RTLEE IR LR CES\beis (RELEE  IARTFF X
VATSSFURVST LV EE S FERELRE  IVRTIF LV XITVATTFURURA M
¥ R) 2. 3BEEZ 1V AI7LELTAH A7 NVERL, FRELEEEIOWTIL, 4147
N OACERREERBIC LA b LEE RIC X BHEREE S EMFRE S Lz,



1.01
0.91
0.8
0.7
0.6
0.5

0.4 / . S
i3 g S—— ‘ e

0.21
0.11
0.01

NIVO/IPIE#

Overall Survival Probability

T T T T T T T T T T T T T 1 L AN S S T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Number at risk Time from Randomization (Months)

NIVO/IPIEE 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0
<t PR EE 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 0

6 OS ? Kaplan-Meier Bi#f (ONO-4538-27/CA209227 3ABX Part 1a)
(EEZRIL SN T-4£F)

(Part 1b)

{LZEFRIERIGE T PD-L1 FHED 1%K[2>D EGFR B FERRMR O ALK @&
BT REMEDOUIRAREREST - BR O/ afESRE 550 6] (BANERE 79 628
Te,) BRRIC, T7TFFTRFNEZEL(MFREOHRAERGELRHBE LT, XFETTF
FRIF 2SRRI & OPFARS (BUF, INIVO/Chemo] &5 .) KU NIVO/IPI
B R 22 e 2 MET L7z (NIVO/Chemo™ B 177 i, NIVO/IPI # 187 1], xtPREF 186
B) . ARBOBNIKFHBEEE O—2>Th Y BB E DXI5R T 5 NIVO/Chemo ¥ &
STRBEED PFS (FPHfE [95%E8EX 1) 1Z. NIVO/Chemo B T 5.55 [4.63~6.90] 77 A,
STHREET 4.70 [4.21~5.59] # A THY . NIVO/Chemo (177 FF+HA % & b FRIE
Xt LRI A BERIER 2 LTc (N — R 0.73[97.72%(E 88 X[#]:0.56~0.95]
p=0.0070 [J&5] log-rank #&7E]) .

2B, BEOLMITERTH D0, AR DONIVO/Chemof & Xk FREEDPFS D /N
— FEb [95%(EEX ] 1. B LR T0.94 [0.56~1.56], FERmFLEZHEETO0.66 [0.49
~0.90] Th-oTz,

*1 : A 360 mg % 3 BRAMIMRR OMLmEEL 3 BRIME CARHE L, b3mEd, A5 (R
FEEEITHERTELEE) cESVbemE (RELRE  IARSSFURIVRTSF
VROFALE Y RELEE: INRTTFURIEVRATIF VRN FLEE F) %,
3ERE 1V AINVELTAF A7 NVERL, FERFLERBIZONWTIE, 4 A1 7V OILFERE
ERR AR RUAA b LFE RICE BHERRIE S SRR L LTz,

10



1.0
N
z09{
2 o8] X
= 1
[=]
& 07
206
z o
Z 0.5 NIVO/Chemo#E
Q
204
=
503
02 \
2 . P
£ 01 Xt PR s e o .
00 4
T T T T T T T T T T LSS | T T T
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
i RRE 186 121 57 22 18 13 8 6 5 3 0 0 0 0

7 PFS DBRAMARHTE D Kaplan-Meier Bi%R (ONO-4538-27/CA209227 3ABR Part 1b)
(EfERIL S 7-£F. NIVO/Chemo B & 3 FREE & D LLE)

T BEFEHBBRERER L IIENR o b DD, PD-L1 BEEMN 1%KRiHmDEE
123\ T NIVO/IPL #f & it FREED OS (FRAE [95%(F#EXH]) 13, NIVO/IPL BT 17.15
[12.85~22.05] 7 A . XTHREET 12.19 [9.17~14.32] A TH Y, NIVO/IPL X7 Z FF
BIK 2 ST FRIEICR LEREmZ R Lz (0N — R 0.62 [95%E#EX M : 0.48~
0.78], BRERMIZZFRNTHRESR)

11



[Z414]

(R LR )
OEMNE D+EER (ONO-4538-05545%)

BEFZIL 33/35 il (943%) IZRBD B, AFE ORRBE/BREETCERVWEES
813 24/35 5] (68.6%) ITBOH b, FEEN 5%ULOBRWERIITROLEBY ThHo
s

2 BHELHRI%LEOBWER (ONO-4538-053BR)

FERRSER BIE (%)

HEARGE 35 31

(MedDRA/J ver.17.1) £ Grade Grade 3-4 Grade 5
2EIER 24 (68.6) 2 ( 57 0
MR LY SRR

E=iill 2 (= 59)- =0 0
P& InkEE

B OB IR RS 2 (57 0 0
HBRES

TH 2 (57 0 0
B 3 ( 86) 0 0
—fi% - 2EEER X UCBREEMORE

B 5 (143) 0 0
RIEMEEIE 2 (57 0 0
FREL 5 (14.3) 0 0
RS

BBUIE 2 ( 57 0 0
FRRIRE

TARGEUVEBET I 7oA77 —E8EmM 2 (57 0 0
M7 L7 F ok RRFF—EHEm 2 (57 0 0

D oRERER D 3 ( 86) 2 ( 57 0
KB L UERE

E’7 VT I mfE 2 ( 57) 0 0
BARBOE 5 (143) 0 0
BB XL O A ERREE

Ra&E 2 ( 57 0 0
R RREEE

FHEHEERE = 2 — a2 /3F— 2 (57 0 0
PR AR, BIERE X UNERRES

iiefangiiih 2 ( 57 0 0
BEME LUK FAagEE

SERR SR 2 ( 57) 0 0
HLBE 2 (57 0 0
B2 5 (143) 0 0
BOR BB IRER 2 2 (57 0 0

¥, FEMEMER 26 (5.7%) . KBK - EEOTH 2 6] (5.7%) . #EREE (¥
T v NU—EGRRESE) 361 (8.6%) . FFHEREREE 2 1 (5.7%) . FREREEREREE 3 4
(8.6%) . BIEHERERES 1 71 (2.9%) . BHBEREE (RMEMEMERS) 14 (2.9%)
K WNinfusionreaction2 B (5.7%) B@BD SN, T2, BEEDOEEREE (FHEHERE
R, ZABE, BREES) | TEREBERE. | BERKB. Kx, EEHEIE.

12



e - BRI, 5 &5 BERR DA RITRD bieh o T, ARIEAZRIRILIBEES
% (BEAREERFEEZET) 2aUOEMEREZTT

QuEAEIIHAZRER (CA2090177488%) (N Engl J Med 2015; 373: 123-35)

BHEESIIAKIEE 127/131 1 (96.9%) . F& & & /LVEE 125/129 #] (96.9%) IZRDHH
N, AHEORBEBRIEETERVWAETERILT76/131 1 (58.0%) [ZRH LN, F
BRN 5% U LEOBRIERIZITERDEBY ThHoT,

#£3 ZBERN 5% EORHER (CA209017 BB

BERIRAE L
E
(%:i:];;{A/J ver.17.1) 131 4
B 4 Grade Grade 3-4 Grade 5
2EIER 76 (58.0) 9 ( 6.9) 0
B ik E
TH 10 ( 7.6 0 0
=i 12 ( 92 0 0
—i% - 2HEER L UCREHMOKIE
®E 13 (99 0 0
HH 21 (16.0) 1 ( 08) 0
Rt X OkRE
BARTOE 14 (10.7) 1 ( 0.8) 0
HERRR LR AARES
BAENA 7 ( 53) 0 0

fed. RIEMMES 6 5l (4.6%) . KBk - BEEO TR 1141 8.4%) . WikfEE (¥
T NL—IEGERESE) 1361 (9.9%) . FFESREREE 4 61 (3.1%) . FUIRAREREIRE 5 61
(3.8%) . BHpEEE (RMEMEMEBERE) 46 3.1%) . EEFHENE 14 (0.8%)
% " infusion reaction 1 5] (0.8%) 2/ biLiz, £7-. BEEDOKEREE (REHEIRE
BB, STAIBE, ERBES) | TERAMERS. RIBHRERE. | BURERRF. BX.
Bigs - BEREZS . 2L 0 BEARVLHRITED b oz, ARWERRBTRILIIEES
% (BAREEEEZED) 280EMEREZTFT,

(FERF_ER )
OEMNE IR (ONO-4538-06345k)
HEESIT 75176 B (98.7%) 12RO b, AHIE ORREERVITETCERVAES
1% 64/76 1] (84.2%) IR bNTr, HEFEN 5% LOBERIITROLEBY TH-
7
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#4 RERI5%IEOBIER (ONO-4538-06328)

FERKRSE BIER (%)

EAFE 76 B

(MedDRA/J ver.17.0) 4 Grade Grade 3-4 Grade 5
2EIER 64  (842) 16 (21.1) 0
W WRES

B BRI RE I T 7 (92 0 0
BEEE

5K 5 ( 66) 0 0
T 4 (53 0 0
B 8 (105 0 0
AR 4 ( 53) 0 0
& 4 ( 53 0 0
—fE - 2HEER X UCREHMOREE

%1 9 (11.8) 1 ( 13) 0
B 11 (14.5) 0
FEEL 11 (14.5) 0 0
ERRIREE

Y BRSO 6 (79 2 ( 26) 0
RifP L UOERES

&7~V T AMmE 4 ( 53 2 ( 26 0
BARBE 11 (14.5) 1 ( 13 0
PR R E

FEEED E WV 4 (.53), : .1 ( 13 0
MRIR AR, MIERR X OWERRREE

PV iR £ 4 ( 158) 2 ( 26 0
B R X UK TARRES

% 2 PESE 6 (79 1 (13 0
S 11 (14.5) 0 0
RO RS R 2 4 ( 53 0 0

¥, EEMEMEBMG (53%) . KIBK - EEOTHSH (6.6%) . #RIEE (F7
Ve N L—ERERESE) 1061 (13.2%) | AFHERERE E 561 (6.6%) . FKBREEREREE 1061 (13.2%) |
BIBHREREE1S (1.3%) . BHEREE (RMEREMEBRSE) 461 (53%) K Winfusion
reaction 3l (3.9%) VWD LNz, T, BEEDORBEE (KEFIEIREGRE. ZRA
B, EXEES) . TEEEEREE, 1BBRKB. BEX, EEMEIE, MK - fEIEL.,
S ESERENLHFHRITRBD b2 d o7, AEWERARBBRINIIBEEES (FRRREME
BEEED) 2E0EHERETT,

QMBS EMAERER (CA209057 3BX) (N Engl J Med 2015; 373: 1627-39)

BEERIIAFIRE 280287 I (97.6%). FEZ F&/LEE 265/268 ] (98.9%) IZ388 b
. AH L ORRBFENBETERVWEEERRIL 199/287 i (69.3%) IZFE®H bilz,
RN 5% EORWERIZITRO LB ThoTz,
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#5 SRR 5%IUEDOBIER (CA209057 HE)

BEAIK A L
EN

(%fgllmu r.17.1) 287 41

¢ pEfls 4 Grade Grade 3-4 Grade 5 -~
2RIER 199  (69.3) 30 (10.5) 0
MR WREE

FR IR RE R T E 19 ( 6.6) 0 0
B ks

TH 2 (17 2 ( 07) 0
AN 34 (11.8) 2 ( 07y 0
& M- 15 ( 52) 0 0
—f% - EFEER LRSS OKE

| ISTIE 29 (10.1) 1 ( 03 0
i 46 (16.0) 3 ( 1.0y 0
R L OFEREE

BBRIBOE 30 (10.5) 0 0
R RR X O A RS

Ba&TR 16 ( 5.6) 0 0
BB X O RS

% 3 FESE 24 ( 8.4) 0 0
BE 27 ( 94) 1 ( 03 0

7k, BVEMRERE 10 6] (3.5%) . KBk - EEO TR 22 6 (7.7%) . #RRIEE (¥
S« NU—EBERES) 26 6] (9.1%) | FFHSREREE 15 6 (5.2%) . FCRIRBRREFES 27
Bl (9.4%) . BiEEEE (RREREMERS) 76 (24%) . KK - BEER 161 (0.3%)
% U8 infusion reaction 8 il (2.8%) MWD bz, £z, BEDOKEREE (REFEIRE
BERE, STAIBE, EREEL) | TEEHERS. RIRRERS. 1| BERR[. BEX.
EREGENE. BE I BERRVLHRITRD bR o 7o, REWERBTURIIEES
& (BAREEREEZET) 280EHBRETT

QEELRIFMAEFER (ONO-4538-52 FER)

HEESIIARFIGER (NIVO/BV/Chemo) B 271/273 51l (99.3%) | 5t EREE 275/275 1 (100%)
WD b, AKIGEA (NIVO/BV/Chemo) & DERBEBFEMAEETERVWAEFRIT
269/273 15l (98.5%) 5B bz, BEEN 5%U LORERIITRO LB TH-T,

#6 FEREM5%LEOBWER (ONO-4538-52 HER)

oo i FE (%)
it A (NIVOBVICheno)
273

(MedDRA/ ver22.1) 4 Grade Grade 3-4 Grade 5
2BIEM 269 (985 201 (736) 3 (L)
BB X OB TAERkREE

B=EIE 143 (524) 0 0

B2 81 (29.7) 13 ( 48 0

% O ERE 48 (17.6) 0 0

KR BB 30 (11.0) 12 ( 44 0

SERRRE R 19 ( 7.0) 1 ( 04) 0
AR RS

KRR =2 —r /3 F— 120 (44.0) 3 ( 1.1) 0

15



KIgME = 2 —m RF— 59 (21.6) 1 ( 04) 0

HERE 32 (11.7) 0 0

PR 15 ( 5.5) 0 0
FRERIRE

FHREREOR A 116  (42.5) 87 (3190 0

H M EkEKR A 93 (34.1) 40 (147) 0

/R SR 59 (21.6) 16 ( 59 0

TARTGXUBT I hT VA7 =5 —EHM 24 ( 88) 2 (07 0

TI=UT T AT = T—EHEM 20 ( 7.3) 3 (1) 0

mH 7 V7 F=48m 16 (5.9 1 ( 04 0

FERD 15  ( 5.5) 0 0
B kS

&5 85 (311 3 ( L) 0

=i 68  (24.9) 3 ( L) 0

T 50 (18.3) 5 (18 0

mEa T 50  (18.3) 2 ( 07) 0

i it 21 (77) 0 0
MERBLIRY) >R EE

=i} 78  (28.6) 15 ( 55 0

F RERB A E 53 (19.4) 43 (158) 0

FEMELT FERIRAME 43 (15.8) 41 (1500 1 ( 04

B Bk AE 26 ( 9.5) 13 ( 48 0

/MR E 18 ( 6.6) 4 (15 0
AR RB L OSSR E

RAEhR 69 (25.3) 0 0

7 IR 66  (24.2) 0 0
—fK - EHBEER X R EEMORIE

B 68 (249 1 ( 04 0

FEEL 40 (14.7) 2 ( 07) 0

idsg 19 (7.0 2 (07 0
MR AR, ERE X ORI S

8 i 43 (15.8) 0 0

Leo<h 34 (12.5) 0 0
KRR L RERE

BHRBE 81 (29.7) 8 (29 0
Mg RS

& I JE 65  (23.8 37 (13.6) 0
BB IUVRKEE

BRAR 65  (23.8) 13 ( 48 0
W EE

R RE R T 26 ( 9.5) 1 ( 04 0

FOR AR RE TUEE 15 ( 5.5) 0 0

BIE#ErS 14 (5.1 4 (15 0

B, FREREE 211 61 (77.3%) . BERUBHBARE/ I A 3F—2 6] (33.7%) . EER
MEFEE 43 51 (15.8%) . FRIREEEREE 39 51 (14.3%) . EE O K EREE 36 6 (13.2%)
FFEEREFEE 35 B (12.8%) . BHEREFEE 20 B (7.3%) . RIEMERIRESA 19 6] (7.0%) .
KGR - /NBR - BEO TR 19 1 (7.0%) | BIEWHEREE 14 1 (5.1%) . infusion reaction
13 ] (4.8%) . TERAEHEREE 5 (1.8%) . FiZk 4 B (1.5%) | LIEESE 4 61 (1.5%) |
1 BUMERRSA 3 1 (1.1%) . BRARMASZEARE 3 61 (1.1%) . FE{LMEARE 2 2 61 (0.7%)
R 261 (0.7%) . P& 161 (0.4%) ROMEBEHIM 1 6] (04%) BRH BN, £z,
BEEMRENRE, LiFK, BUERSR, AL, Mk - Bk, MEREREFRR., i &
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Y5 g, FRFEE R OEILIIR® biie oz, ABWERFBLRILIIEESSR (BRK
REMERE 2L 2B UOEHBEREZTT

(RY¥_EREEOERT LR
DOEEIERIE MRS (ONO-4538-77/CA2099LA R5R)

BEESIIAKIGA (NIVO/IPYChemo) B 355/358 41 (99.2%) . xtPR#EE 341/349 f
(97.7%) 2B/ b7z, AFIGEA (NIVO/IIPY/Chemo) & DERREGENEETERWVE
EEL T 322/358 4] (89.9%) IZFEWD Tz, FIEN S%ULDBIERIZITERDO LBY
Thol,

27 ZESEN 5% EOBHWER (ONO-4538-77/CA2099LA RIER)
BE (%)

o /
%ﬁgigﬁ = AFIGEA (NIVO/IPI/Chemo) #¥
358 {5
(eADRAN y2E22.0) 4 Grade Grade 3-4 Grade 5
2EIEH 322 (89.9) 159  (44.4) Ij-46.4(420:3)
MER LY v RS
i 80  (223) 20 ( 56) 0
A ERIBAME 35 9.8) Ik C DAl
W REE
PR IR RE TUEEE Qg Es) 0 0
FRPR R A REAR T E 52 (14.5) 1 ( 03) 0
B IS
{EF% 32 (89 0 0
TH 73 (204) 14 (39 1 ( 03
EANN 94  (26.3) 5 Gl A0
W& it 47 . (13.0) 6 ¢13) 0
— - 2EEER X UOREHA ORI
I J7HE 73 (20.4) 3 ( 0.8 0
EF 59  (16.5) 8 (22 0
FEEN 20 ( 5.6) 0 0
ERIR IR AR
TS=vT7 ) bIUART =T —EHEM 23 ( 6.4) 3 ( 08 0
77— 18 ( 5.0 8 (22 0
FTANRGHEUBT I F T VAT =T — M 19 ( 5.3) 4 (L) 0
Y R—EHEM 18 ( 5.0 13 ( 36) 0
KRB X OSkREE
BARBEE 56 (15.6) 4 ( 1.) 0
HERRP L EAARES
BAEnYE 26 ( 13) 1 ( 03) 0
ASEE 18 ( 5.0) 0 0
FERRR. BIERE L UWEHRRRES
g e 19  ( 53) 5 (14 0
BB X O FHaRES
JREE 32 ( 89 3 ( 08 0
Z O EE 66  (18.4) 3 ( 08 0
5 64 (17.9) 5 (14 0
RN RSN 18 (5.0 5 (14 0
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2B, FIRIRHERERESE 74 B (20.7%) . FRRRFEE 5161 (14.2%) . B RARLE/ X
ZFXF =50 B (14.0%) . FFHERERES 48 5l (13.4%) . KA - /INBJ - EED THI 26
Bl (7.3%) . BHREREE 25 6 (7.0%) . EEOKEEE 21 6] (5.9%) . MEMEMER
19l (5.3%) . infusionreaction 17 B (4.7%) . BIEHEEREE 12 6] (3.4%) . TEAH
REFEE 761 (2.0%) . DIEEE 76 2.0%) . FFE 6Bl (1.7%) | BEX 48] (1.1%) &
OFARMASZERRAE 1 6] (03%) o bhiz, 7. EEMENE. Lk, k., 1
BUIBERSS. AL, LR, MK - R, EEROMKREE, LEREREGER,
Rz, SR, BEHME ELITRD b oz, ARVERABRTRILIIEES
% (BRAREEREZEL) 280EMERZ2RT,

OHEPRIERFEMIBRER (ONO-4538-27/CA209227 AER)

(KR A Y AT LOMARES)

BEEZIIAFIGHE (NIVO/IPI) & 568/576 i (98.6%) . xtFREE 554/570 151 (97.2%)
RO bz, AFIPFA (NIVO/IPD) & ORREFREBEE TE RVWAEERIT 442/576
Bl (76.7%) IZRD BTz, FERRN S%ULDBWERIITEDND LBV THoT=,

£8 HERN 5%LLEDOBIER (ONO0-4538-27/CA209227 RABR Part 1a 2 (X 1b)

it B3 (%)

okl ke AR (IVOTFD 3
576 131

(MedDR AT ver 22.0) 4 Grade Grade 3-4 Grade 5
2BI1EH 442 (76.7) 189 (328 1 ( 02
Ao E

FRIR AR RE TUERE 48  ( 83) 0 0

R RE IR T 725/ (12:5) 2 ( 03 0
HRBREEE

TH 98  (17.0) 100 (17 0
B 57 (9.9 3 ( 05 0
—R - EHFEER L OBREHOIRIE

Fiiyabnd 59 (102) 8 (14 0
5 83  (144) 10 (17 0
FEEL 43 ( 15) 2 (03 0
ERIRIREE

TIZ=rT IR U7 =5 —FHEM 52 ( 9.0 19 ( 33 0

7 2T —FEm 36 ( 6.3) 17 ( 300 0

TANRTXVBT I VT UAT7 =7 —FHEM 56 ( 9.7) 18 ( 3) 0

Y X—E 43 ( 15) 23 ( 400 0
KR L UREEE

BARFE 76 (132) 4 ( 07) 0
AR L S AARES

RER 29 (5.0 4 ( 07) 0
PR, FERES X OMERRRES

Bl g 41 (70 16 (28 0
BB LUK TS

B 31 (54 1 ( 02) 0
% 5 EE 82 (14.2) 3 ( 05 0
B2 98 (17.0) 9 ( 1.6) 0
R INTR N3 39 ( 6.8) 9 ( 1.6) 0
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7235, FRHEREREE 115 61 (20.0%) | FFHSREREE o1 B (15.8%) . #HiEFEE 51 41
(8.9%) . REMERGEER 50 1 (8.7%) . REKUAHRARIE/ X A XF—38 ] (6.6%) . HEE
DOREEREE 27 6] (4.7%) . KIE% - /ME% - EEOTH 25 6 (4.3%) | BHEERSE 25
] (4.3%) . infusionreaction23 i (4.0%) . TEMAHEREREE 196 (3.3%) . BIEHEE
B2 19 5 (3.3%) . AF& 1341 (23%) . DEREE 9 Bl (1.6%) . BEX 61 (1.0%) .
1 BUBERRIG 4 B (0.7%) . SE IEK 2 6] (03%) . Lk 1l (02%) . FHdk 1 Bl
(0.2%) . B# - BEREZS 161 (0.2%) R OEARMAZZERRAE 1 6] (0.2%) 23580 b7,
T, BEEMENE, FFAE, (LIRS R, EELMKRESE, MEREREREE. HiX.
FESE i J OYEFLIZRR D b2 o iz, ARIEARBRLIIEESES RARREERR
EED) FEUDERERETT.

FH & 75 F Rz E bR RE L OfAHS (PD-L1 #HE 1%RHOEEER))
HEESIIAKIGEH (NIVO/Chemo) & 172/172 41 (100%) . 5+ FREE 174/183 1 (95.1%)
12383 & iU, AFIHH (NIVO/Chemo) & DR REFRNEE TERWATFRIL159/172

Bl (92.4%) 2RO BNz, FREEN SBULOBWERIITERDLEBY ThHoTz,

#9 SEHEEHN 5% LOBIVER (ONO-4538-27/CA209227 3BR Part 1b)

B e 2 FE (%)
%nggii” o AFIGFA (NIVO/Chemo) f
i 172 451
(MedDRA ver.22.0) 4 Grade Grade 3-4 Grade 5
2EIER 159  (92.4) 96 (55:8), 5450
ks L) v REE
E=qiil} 70 (40.7) 30 7 (174) 0
HF FRERIBME 41 (23.8) 23 (134) 0
/R E 17 ( 9.9 7 (41 0
B EhEE
(X 38 (22.1) 0 0
TH 17 ( 99 2 (12 0
E AN 67  (39.0) 4 ( 23 0
ARZ 14 (81 1 ( 06 0
&t 26 (15.1) 4 (23 0
—i% - 2HEER X UREHAOREE
Fiiyabh 18 (10.5) 1 ( 06) 0
R 43 (25.0) 8 ( 47 0
AR 9 ( 52 0 0
FEE D 4 HE 10 ( 58) 0 0
AR 9 ( 52 0 0
FEEL 12 ( 7.0) 1 ( 06) 0
R E
TS=UT I NI AT 2T —EHEM 16 ( 93) 5 (29 0
7 I —EEm 11 ( 64) 4 (23 0
TANRSGEUBMT I ) b T U RT7 27— BN 10 ( 5.8 1 ( 06 0
M7 L7 F=8Em 12 ( 7.0) 1 ( 06) 0
iR EREOR D 27 (15.7) 17 ( 99 0
/R 21 (122) 11 ( 64) 0
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B i BR &R 15 ( 87) 9 (52 0

Rifts L OREREE
RARBOE 39 (227) 4 (23 0
R X O TAERREES
Z 5 EERE 15 (87 0 0
% 26 (15.1) 1 ( 06 0

¥, PREE 26 5] (15.1%) . BB RARAE/ X A3 —22 ] (12.8%) . ATH%RE
21 il (12.2%) . FRRARMEREREE 16 61 (9.3%) . BHREREE 144 8.1%) . M
BEYEREER 8 ] (4.7%) . KIEZ%K - /NBK - BEEOTH S B (29%) . LIEES 5 61
(2.9%) . infusion reaction 4 il (2.3%) . EEOKEEE 2 6] (1.2%) . LEHK 14
(0.6%) . FZ 161 (0.6%) . 1 BUBERSE 1 61 (0.6%) . FFZ& 161 (0.6%) . BEIEHE
BEREE 1] (0.6%) RUBHIRMACZERE 1 6] (0.6%) BRBO b, Fiz, HEMHE
FIRE. FFARE., B{LHERE K, TERAMERE, MK - fEL EEROKES, o
HRERERRE. . BR, SEHER, BEEHLEOELIIRED bhrolz, K
BIVERREBERMIIBEEFES: BHRREERFEZ2ED) 228LEMFERETT,

20



(R - AE]
AFNORBEFEYEETT LV EZRA LY I 21— 3 42XV, A% 3 mgkg (&
H) NiE 240 mg % 2 BREFER CTRE LIEBEOAF O MEFRESHRF SN, EORE
R AH 240 mg ZRE LIZBROBEREIL., A 3 mgkg 2R G LZBROBREE &
LTEEZTTETRAIESNZLOD, BAABREFIZBW TEARENERIN TS HA
- A& (10mgkg % 2 BREIFRTHRE) TAAZEE LIZBEOBRER L i L TEME
P EFRENTE (TR, MA T, BHOBREICRIT 27 —ZIZES3&, A& 3 mgkg
(FE) XiZ240 mg % 2 BREIEMR CTHRE LIZBEOAFI OBREER - A3 et &
OREZ R T 2BRBERISET VBRI, YHBEEIZ OV TRETBITOILIZER.
EFROAE - HFEOM TAIMER NR2MICHERER T VW E TSN, /-, 3
INERIE RE ICBIT 2T —F ICESEBEL-BBERISET VEFA LT, KA 3
mg/kg 2 BAHEIBRTHEE). 240 mg 2 BRI TEE) X1 360 mg (3 BRMFRET&
B) ¢4V A~vT7 1 mgke (6 AFMRTHRES) Z0tA LIZBOREMEEZ R Lok
B, LREOME - HEOB TREMICHMEARZRIIZ2VWETFRIS N,

£ 10 FHORHBR NG A —F

FHY£ . Fﬁi Cmax Cmindl4 Cavgdl4 Cmmgss Cmi.n,ss Cavg,ss
(ng/mL) (ng/mL) (ng/mL) (pg/mL) (ug/mL) (ug/mL)
REII— 516 16.6 243 113 62.1 776
meg/kg Q (35.2,70.8) | (10.7,245) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 34.1 159 878 109
240mg Q2W 1 (514 103) | (15.2,346) | (25.1,478) | (102,254) | (415,158) | (62.1,187)
191 613 90.8 398 217 278
10mghkg Q2W | (147 910) | (512,79.2) | (79.0,114) | (331,532) | (184,313) | (237, 386)

FRIE (5%, 95%52) . Q2W : 2IAI MR, Cmax : FIEHE 5% OB EMIBEFIRE, Cnindw @ FIEHREH%14
BEIZBIT AEEMETRE, Cogas: FEHREZI4H B E TOFEYMBEPEE, Crnus : EFIRIEICE
B BEIMTEFEE ., Cuinss : EFRBIZBT 2 REMBEPERE, Caugs | EFIRIBICRIT 5 EHMmiEF
RE

Fo, AFOBEAEYHEET AL EZFALZY I 2L — 3 12k Y, AA 480 mg
% 4 AR TR S IBEARORE - HEE TR E LZBEOARA 0 miE i E S et
ENTe, FORFR. KK 480 mg & 4 BREIFR TR E L7ZBEOEFIKEBIZRIT 5 FHiMm
BFRE (LU, TCagssl &V, ) 1%, A 240 mg % 2 BREIFEIFE THRE L2 D Cavgss
ERPT A ETRISNT (FR) . 72, £ 480 mg & 4 BB TR S L7ZBEDE
FREBICBI 2REMEPEE UUT. [Cuxsl &9, ) &, A&l 240mg % 2 @R
BIRE CTEE LT2BED Cuass LB L TREZ T ETFRISNZ OO, BARABEICE
WTEBEMENHERENTWAHE - AR (10mgke % 2 BRBRTRYES) THARZHRS
L7ZBRD Caxss £ B L TIREZ R T & FRISN (FR) . MA T, BROBEICE
FABT—ZITESE, KAl 3mgkg ((FE) F7213240mg % 2 AR, B L < I3AH
480 mg % 4 BREIEIGE TR E LI-BEORF ORER L A UTL ek L o EE L2 RE
TEREBERIGETNAMERE SN, YZEEIZOWTHRNMThNZFER, L0/ -
RAEOR TAMER ORI RZR IRV ETFRIS N,
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R 11 AR ORGERNTF 2 —F

k- RE pEKL) (Ejﬁf) (E;;izi) ( E$L> (fyﬁB ( fgﬁ)
3 mg/kg Q2W (35.52T "fo.s) (16.25’,/-20‘3) (21.32?23.9) (75.1)?3171) (27.612,.107) (42-717,'?27)
2008 QW | (511 103y | (33, 390) | Gos e09) | (102250 | 415,150 | (21,180
480 mg Q4W (102207) (15.25?17.4) (37.?)? "(/)4.8) (142,1 236) <27-751j37) (62-11?9187)
10 mefkg Q2W (142?;22) (8632'?32) (101}?48) (323?225) (182}g03) (2327277)

FRIE (5%, 95%A) « Q2W : 2 BRI, Q4W : 4 BRIEIMR. Cmax : FIEREH OREMIEPRE,
Cuinazs © FIE#HR 5% 28 B BIC&1T 2 HARM B PIBE ., Cavears : FIER 5% 28 A B £ TOFHMFHR

B, Coaxss : EFWRIBICBT 2REMBEFIRE, Crinss : EFRBICBT 2BEMBFBRE. Covess 1 EFR
RRICIR T 2 Iy i il
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4. HERRIZOWT

AR OBENERBEEZE - BFEL, AFOTREG IV BERBIEHEZREEA L
Bzxtn T A 2 ENBERTED, UTOO~@D TR T A IMmRICBWNTERT 2
R E D

@ MRIZOWNT

D1 F@ED (1) ~ 5 OVTHNCEYTIMRTHDZ L,

(1) BEAEBBRENEET D2 ADEEEIL RS EHER R ABEREEIL R,
HidE 2 AR PR L SRR, S A RBIRIRRE AR &)

() FEWEERPT

() EERFRMENIEET B BNABEEER (S ABRERERE TR, S AZRER
Wk, BSADEEEHEERE R L)

(4) AFRACFFIEE L RE L, A RIFRENE 1 USRI FEIENE 2 Ok 1
AR BB ZIT> TV DR

(5) FEMEERAS BEERMEOMREEICR S BH AT > TV DR

D2 FE b FRER CRITER IR ORI+ 55 72 i & RBR & R &R (TRO
WPRATEEY T A ER) 28, YE2EROARFICETARROBRMESE L LTEEBESN
TWAZ ¢,

=

o EMHRHFRER 2 FOMPHELRET LeRIC 5 FU L0 ARROBRIHEZ
FToTWBZ L, 3b, 24U T, BAEWREELEL LERRERFOMMEZ
T2THsoE,

o [ERMGIFERER 2 EOFMIHERIET L-%IC 4 FULEOBKEREZF L TW5D
T r. 9bh. 3D EIE. FEONAERYRE LS TR ER T O RRIRTHE 21T -
TWAZ L,

@ BREHNOERMFREERDOKHIZOWNT

ERLEHEHRIIEETIEAENREB SN, NECENLOFRED, A - &
AMERZHEROEGER NEMS KT 5 FRIEM, AEFRBRELLBEORE
R ERELDITONAEHINE-TNDEZ L,
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@ BUWERH~D®RIZOVT

@-1 HERREHICEE T 5Bl
FREMMERSEDEERBWERANRA LIZBIZ, 24 BRIZEREH O T, Sk X
IR IV T, RER LZBWERICIE U T AREER O CT Z0RIERO&ERNC &

BELREOERENSY AFICELN, BELICKISFRERERINESTVDZ L,

@2 BERUREEFICL2FEESMIGICET 2B M

NABEICED 2EMN 2B R OEEEZA T IEREEENEIERT=F )7
EEDIEERDODAZ ) —=v 7 EITVWEIRE L FRELHE TE 55— 2EREH BE
BENTWAZ L, 2B, BEEFICOVWT, DABELZOFEICHSICAMINT
WaAZ &,

@-3 BIEA DR RIZE LT

BITER (RIEMERRBRICI %, EREMEE, LK. Sk, BAHRARE. KEK.
MBS, EEOTH, 1 BRERR. BUEAFS, AL, IFHEESE. Tk, BtEiEeE
%, FIRIBHREES, TEAKRERES, HREES, BEE. BIBES. MR, EEOK
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