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20mg K OVA] AL 57 100mg) (DU C B g b fz (2 kf L CfE 3 5 B
DHEBFHEZIGRO LB EFEAHEET A 74 L TR LD F
LT . ZOFERICH o TIE ATA RTA IZOVWTHESIND L9,
EENOEBEERE LK ORI T 2 EmE BV L ET,
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[=AN~7 (B z) BAOKEERWEET A 74 (BfE) O
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B K OV AR Uk ) LR iE) O — R EIZ DWW T (AL 29 A 9
A 22 BATIF 3SR 0922 5 1 FEATTEHEEIR - BTG EELE
TEHMBEEM XD, ENENRLTERZEZATT,

S, =<7 (Bl z) "ANZOWT, FE/NHIR TR, R
OfE, FEHSEEE . BN, IR Y ) U ER OE BB Dk
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AL

RIEE AT BT IHe BER)
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Y N—Y (T HREBIERD) g N— (AR EBHIER)
2= KR E 2D EKR O 2=y MR L T2 o FEKR O &
W, A=A v~T (B z) &L WE, BRAZIF=ALr~T (EE#z) &L
T, 1171240 mg Z 2 FHIAIbE CRIEHTET 5. T 117 3methe—CaE)—% 2 3 ] ] C A i
ERCE
3= 2. AANDKFE, TERER 3= 2. KAIDOFE, TERERF

7Y — R EEEE 20 mg M OVE AR ERHE 100 mg
(— 4 =R v~7 (BiaH#z), LUT, IR
A Z, NS TERASE A X Ly 7 2t
TV AR 2w AT —K 2747 (BMS) £h)
NEAFE L7~ b PD-1 (Programmed cell death-1)
245k MU T1g64 £/ 7 u—FLAPURTH 5,
(%)

F 7o, EPERAEEE IR T s pEA
ToHA v H—T7xzar B~ (IFN-y) IZX->T
PD-L1 OFBENFHFE I, 58 L @GR
(7 % PD-L1 OFEHL & % O AAFHIR] & DRENIZIED
HHEEIRERN B D L DWE D H D (Sci Transl Med
2012; 28: 127-37),

(%)

F TN S EE 20 mg4£100 mg (—#&k4 - =
W=7 (Bl z), LIF THRA 205)
IF, NP TR S e A X Ly 7 24t (B
TYVARV A= R7 47 (BUS) th) 23
BAFE L7-t b PD-1 (Programmed cell death—1)
(k9o MU 1g64 &/ 7 m—F AR TH 5.
(%)

F 7o, EMEREANRERE CITERE T e EA
THA v —TzarHr~ (IFN-y) I2&oT
PD-L1 DFEHNPFHFH S, BB LRI R
\7 % PD-L1 DFEHL & vtk D AELFHIR] & OFIZIED
FHBERR D N B D & DHE B B S (Sci Transl Med
2012+28:127+a37),

(%)




4= QN FMARFER (CA209017 3BR) (N Engl J Med | 4 _X— QA EIIARRER (CA209017 3XBR) (N Engl J Med
2015; 373: 123-35) 2015; 373: 123-35)
(%) (%)
(W) (= %)
0S O HEfEAT D Kaplan-Meier Hifg (HE/E 0S O F[EfEAT @ Kaplan-Meier dlifg (EE/EAL S
2L S T 4EM]) AT 42 )
5R— @A E IARFRER (CA209057 588%) (N Engl J Med | 53— QA EFEFER (CA209057 345) (N Engl J Med
2015; 373: 1627-39) 2015; 373: 1627-39)
(%) (%)
(%) (X %)
0S O H[EfiEAT @D Kaplan-Meier Hhifg (#EAE 0S @ EfEAT D Kaplan-Meier Hhifp (EAEZA{L S
2L ST 4EH]) AT 4E )
6 ~R— _(PD-L1 & BURILBI DA B Je 022 22) 6 ~N— A Z )

WS EIFEFRER  (CA209017 3Bk & O CA209057 3
BR) ICHAANONTZBED O B EEARICE
VT PD-LL &R EL U 7= FEBSHIIE A 5 2 EE (B
. IPD-L1 %EBLF ) ICBHT A 1HFHRA GO —
HDOHEE DT —H |2 HS & PD-L1 BERGICHE
SRENZIRAT 24T o To A IME S OV B ME Dt RAT LA
TOEEBY ThHoT,

(%)

(%)

PD-L1 FE BRI DA 20 e OV&E 2
WA IAEFRER  (CA209017 35k K& OF CA209057 7k
BR) ICHAANDNIZBED O B EEERRICE
UNTC PD-LT 2388 L 72 A S 5 & 5814 (A
T IPD-L1 3HE | Lnso) ITEHTLHFHRPES
Nz OBRFEOT — X2\ THSE PD-L1 FBLR
BN ERIR N IR 24T o T2 A M Je OV BV D fE
RIFLLTOEBY THo T2,

(%)

(I W)




CA209057 FRBR D PD-L1 FEHZREI]TD 0S D
H1 [ fEHT D Kaplan—-Meier HiifR

(£6K : PD-L1<1%DEEEM, A : PD-L1=1%
D EFEH)

CA209057 5B D PD-L1 FEELHHT D 0S o H [ fiF
T D Kaplan-Meier gz

(72K : PD-L1<1%DEFEEM, A1 : PD-L1=1%
D EF L)

7=

gm0

[Zz421k]

(R Vb Rag)
OEWNE M AEEER (O0N0-4538-05 2XER)
F£ 1 B %L _EDOFEIEH

(£ 1)

ks, MEMERRE 2 61 (5.7%) . KRGk - HE
OFF 26 (5.7%) , MREE (F7 2 - NL—JE
RRESE) 3451 (8.6%) . NFHnEREE: 2 51 (5. 7%) .
FR IR RS RERE 2E 3 f51] (8. 6%) . RIS HgRElE=E 1 14
(2.9%) . EFEREREE (RAMEMEMEBRSE) 14
(2.9%) MO infusion reaction 2] (5.7%) A%
RO BT, Fiz, BEEOREREE (FEREIR
FEWERE, ZIGALBE, JEHREIESE) . NI FERERR &
| BUBEPRIG . g, EEAEANMEJJIE, MMSE - BlMRA
5 E I ER KL NLIHRITHD bNphoTz, AE|
VEASHRDUL S F L O S (FR A
R A ET) EETEHERERT,

@uEsEIFEEER  (CA209017 358) (N Engl J Med

7A=Y

g ~—

[ Zz41E]

R - b B )

OEWNE T AHFRER (ON0-4538-05 5ER)

FEHLER DY B%LL_E O FIER

(#£ W)

ek, RMVEMENGZEE 2 1 (5.7%) . KB - BED
T2 B (5. 7%), MRS (X7 2« N LR
FESE) 341 (8.6%) . NTEEREREE -2 5] (5. 7%) .
FDR I BE R =43 51 (8. 6%) . BB HEREREE 1 1
(2.9%) . BHEREREE (JRMEMEERRS) &1
B (2.9%) KX infusion reaction %2 5 (5. 7%)
TROONT-, F-., BEOLEEE (FEHE
IRAEMERE, ZIEALBE, JEREIESE) . N EAHEERE
H=OVABEIRIE, WSS, ESEGMEAE, MK - B
JRE, 58 D IRER KL LA RITFERD b o1z,

QuESEMFAFER (CA209017 3BR) (N Engl J Med




9 ~— v

2015; 373: 123-35)
#F 2 FEEBLED 5% EORIEA

(F 1)

7pds. MVEMENGZRE 6 1] (4.6%) . KEGk - B
DO THI 1L (8. 4%) . MREEE (F7 - NL—
FEMRRES) 13451 (9.9%) . AFBERERET 4 61 (3. 1%) .
FUIR IR REREE 5 51] (3. 8%) . BXHMREREE (JRAME
MEPER %) 461 (3. 1%) . ESRERHHESIE 1 4
(0.8%) K WNinfusion reaction 1 i (0.8%) 7%
OO, Flo, BEEOLEREE (FERMEIR
SEMERE, ZICHLEE, FRHIES) . T EIRBERERRE
RIS REREREE . 1 BUHEIRIA . R, Mok « R
SE IR L RODHRITFBD bR oTz, AR
TER BRI S F R O BE FS (BB
B oly) 2 EUEEERE R,

GERF LR )
OEANE TR (ON0-4538-06 75R)
£33 RN 5%LL_EDOEIEH

(# B

7p¥s, RVEMEAGEE A 4 1 (5.3%) . KM - HEE
O FHFI5 B (6.6%) . FREIEE (X7« NL—IE
ERESE) 10 41 (13.2%) . JFHsnrER=ES 5 61 (6. 6%) .

9 ~—

2015; 373: 123-35)

FEBLERS 5% LA LD EIER

(£ 1)

¥, MBS 6 B (4.6%) . KiGHK - HED
TR 116 (8.4%) , fhRRREE (7 2 - N —E
eiESF) 13 B (9. 9%) . JITHERERR 44 5] (3. 1%) .
FOIR IR RERE 45 5] (3. 8%) . FEHEREREEE (JRAM
EREMEBRE) 46 (3.1%) . BEAEMEJAE 1
% (0.8%). MU infusion reaction+&1 i (0. 8%)
TR BN, £, BEEOREREE (FERE
IRFEMERE, ZIALEE, FRRIES) . AR
HORIEHEEREE . L BRI, R, BN - B
e 589 R K LA RITIRO Lo 7=,

(GER LR )

OEWNE TR (0N0-4538-06 A5R)

FEHLHN 50LL O RIEH

(# W)

7k, FEMERER 461 (5.3%) ., KBk - EED
TS i (6.6%) MRS (T - N L—IEE
FESE) 10 451 (13.2%) . HTREREFEE4ES 51 (6. 6%) .




10 2—

FRORARFRRERESE 10 1] (13.2%) . BIEPEEEREE 1 4
(1.3%) . BEHEEEDE (RMEFEEBRE) 44
(5.3%) MO infusion reaction 3] (3.9%) 2%

OO, Flo, BEEOREREE (BERMBIIR

SEMERE, ZIEALEE, JEREIES) . N EAHEERE

1 BUBE IR, BEge, BIEM M )E, MKk - BERAK.

SE IR T ROLTHRITED biviehroT-, ARl

VERARBURDUI S F RO E RS (R R A

HE 2 ot) 2 O0ERRREZTRT,

QU E AR (CA209057 34BR) (N Engl J Med
2015; 373: 1627-39)
F 4 FBRMN N EOREIEM

(£ 1)

7p¥e. RVEMEMIZEE 10 6 (3.5%) . KK - &
FED T 22 451 (7.7%), RS (F7 2 - N1
—REERESE) 26 61 (9. 1%) | FFFERERZSE 15 141 (5. 2%) |
HOR IR RERE 5 27 5] (9. 4%) . EXREREMESE (R AN
ERVEMEE RS TH (2.4%) . MMZE - BEIESE 1 4

(0.3%) M N infusion reaction 8 fi] (2.8%) 2%
WO BN, T, BEEOREREE (FEREIR
JEWERE, ZIALEE, FARMIESE) . T EAHSREREE
R RS RERE S . 1 AUBEIRN, WEde. EEIER, M) 0E

FOR IR RE R 410 1 (13. 2%) . BB FERERE S 1
B (1.3%) . EikneldEs (RAE FEMERRE) &
451 (5.3%) } TN infusion reaction &3 5] (3. 9%)
TROGNTZ, £, BEOLEREE (BB
IREfERE, ZIEALEE, JERRIES) . T ERHEERE
OV BIBERRE, ek, BEIEREEIE, MK - B

Rk, 5 & D IRER KD RITFRO b o T,

OuFFMETIAERER (CA209057 3BR) (N Engl J Med
2015; 373: 1627-39)
FEELFE N B%LL EOFEIEH

(# W)
7p¥s. RVEMEMIZER 10 1 (3.5%) ., KIBK - HE
DO FF 22 ] (7.7%), MHEEE (¥F72 - Nb—
TEMRESE) 26 1511 (9. 1%) TR RERE F4-15 141 (5. 2%) |
HOR I RE R 427 1) (9. 4%) . BEireREE (R
A VMRS HT7 1 (2. 4%) . IMde - BRI
1 1] (0.3%) KN infusion reaction +£8 i (2. 8%)
TROOLNTZ, T, BEOLERE (FRERE
IRAEMERE, ZIEALEE, FERBIESE) . T EAMEERE
= RIBEREREE . 1 ABERIA. MEdk, HEERE




5 E D ER KOOI RITFBO BRI o T, AE
TEAR IR DT M F RO R (BRI AE

R ealy) 2aUEHERE T,

HIE, 5 E D ER KOOI RITFB O B LR -7z,

11—

[ - HE]
ABNOREFAEYEEET NV EZFH LI =
L—3a A2 k0, Al 3mg/kg (RE) XU 240
mg % 2 BRI C& 5 LB OARK O Mg ek
DIREt STz, ZOREE. AHK 240mg 5 L7z
BROWRE X, AAl 3 mg/kg 8 H L -BROUETE
wE L CEEZ T E TSR DD, H
ARNBEIZBVTERERHER STV D AV -
M (10 mg/kg % 2 FEMHIETHEYE) TAHKZ &
5 LB O & &g U UREA R 3 & Pl S
i (FR), Mx T, BHOEEICBTLT7—4
(IS E, KA mg/kg (AH) XiF 240 mg % 2
T IR T G- LIZBR O AR O & L A hiE X
(2 & OB 2 fEt T 2 EERUGE T LA
AN, UTEEICHOW TR T fE R
FELOHIE - HEOR TH MK OV M- W i
RER TRV E RIS,

#Z5 AFOEYEEE T XA —XF

Chax Cuindtis | Cavedis | Chaxss | Cuinss | Cavass
ik (ug/mL| (pg/mL|_(ng/mL|_ (ng/mL|_(ng/mL|_ (ng/mL
) ) ) ) ) )
3mg/kg 51.6 16. 6 24.3 1 77.6

~

—
w
(o)}
Do
—

([Wik - HE] OB B




QW | (36.2,] (10.7,] (17.1,] (75.0,| (27.1,] (42.1,
70.8) |24.5) [33.9) | 171) | 107) | 127)
72.7 | 23.5 | 34.1 | 159 | 87.8 | 109
240mg Q2W (51.1, | (15.2,| (25.1,| (102, | (41.5,| (62.1,
103) |34.6) |47.8) | 254) | 158) | 187)
191 | 613 | 90.8 | 398 | 217 | 278
(147, | (51.2,| (79.0,| (331, | (184, | (237,
219) | 79.2) | 114) | 532) | 313) | 386)

Hg i (5%, 95%5) . Q2W - 2 JHRIMFE. Ch : F)

10mg/kg
Qi

[0 $5% 51 O s i MR P RIE L Coinans 2 WIEIEG-£2 14

H HICB T DRI iE PIE Cougan : WIRIFRE12

14 HH £ TOVFEHMIEFIESE Ch o : EFIREEIZ

B HH m@¢&ﬁ‘QM$ EFIREBICE T D
RIS FIRE . Cov o EFARABIC ST 2 FH 10
15 PR A
12 2= OlEF% 1z >\ T 10 _R—¥ Oig% 1z > T
O-1 Figo (1) ~ (B) OWTINTFEYET D DO-1 TR (1) ~ (6) DWVTNMNIIEHETD
figx CTdHDH &, figx CTHDH &,
(1) BTGB REDEET 2 03 A2 RE 5L (D) JEATEREDFRET 5 05 AL AR
*“(%ﬁﬁ%# PR HEL SRR, Hiss s (HEBAENT IR A AR LS E . Hittgos
PP EENLSR PR, MY AR RE e &) ATCHEE LR bE . MBS AR be 7 &)
H%mm$4ﬂlaﬁm 437 Jifig%) Rk 28-4F 10-H 1 HRFAL - 427 M 3%)

(2) FEErERERbe (PRl 29 - 6 A 1 HER
%&

(3) AT I F 3R E 9 D 2 gt Rle (23
AUTCIRBEER TENS . 0 AUiZIRE S T 19 P

: 85 Jif

(2) FrEMREWPT (PR 28-4F 9-J] 1 AIFAR @ 840
X
(3) #E AN SR E 2 28 g mile (S

R TN, DS ARSI EE T )R L




DN AR EEHEHE R 72 &)
(4) I AL FHRE R 2R E L. R b s A
i%%m%%&m 2 Dt ﬁﬁ_%éﬁ
AT > T D fiax (R 28 427 A 1 AR AL
2540 fifigx)
(5) ¥t é@fﬂkﬁﬁﬁm%®mmﬁﬁuﬁé

DN ARSI EEHERE IR T e &)
(4) S KA FRIE S 2 3% B L. SR bsRiE s
SAFARACFRAENSR 2 Ofig ﬁﬁ_%éﬁ
HAAT> TV D liak CERK2-FE T A 1 HRFA
2538-fifi %)
(m#ﬁiﬁﬁﬁmﬁﬁﬁm%®m XA TLR D

Em%ﬁofw % PRk 28 7 H 1 HIRE Jath & T > TV Dltiex (PR 2747 A 1 HE
B 1290 fifigk 5 1284 Jii k)
14 _= [B2hEizBE 4 2 F1H] 12 X— [B2hiEic B3 2 F1A]
(O m) (@ )
15— | QRSN T 2 BHE T D2 ARF OG- K O @ TFRLICHEY T 5 BE X 2 AF O 5 K OME
RFEIZSOW T, RFIOF ZPEDHESL 4T RIFEIZOWTIE, RAEIOH D ST S 4T
BT, RFIOEGRSRE 2520, BOHT, AFIOBEGRGE 725720,
o AbLFRIERIGR O B o ALFEIERIBIE O BE —
o REHIBIEIE o A Bk
o fhoPUEMERES O L TSNS o {HOPUEMIEES L 0 H—
B (%)
(%)
S B O Bt i FHHEE T A N7 A4 v OWGETHEAT (BriHxiRE)
#r IH
YA (FHREERD) B2 Ra S (BT HIBR)
2= KGR & 72 DNEE T Zh R ¢ B A i 2= KGR & 72 B RE AT - RIR I RARE A FEME R




KGRl 7e HHER OV E

WE . A=A L~T BEERz) &L
T, 1[8]240 mg % 2 @AM CTHREFHFET 2, 2

2L BRI D IREAHBRIEOS ST

BEHEIZ 12 VA ETLET S,
RIBYIBRA R BRI LA B AT
(B z) 0T 256803, @HE. A

Wik =R~7 GRIaFf#Lz) & LT, 1/E 80 mg

% 3R T 4 PILATEEET 5, TOHK%, =
<7 (B z) & LT, 118240 mg & 2
R TR TS 5,

R

ﬁ%kﬁé%&&@%i:

WHE . A =R ~T GEE L) &L
T, 1 [A] 3-metke M=) % 2 38 M IR C A0 EE
T 5,
AU AT (BEHEBEZ) Lofificint
WE . RANCE=RL~T BB z) &L
T, 18] bmgtke )% 3 IR T 4 [FLEHE
HiET 5, 0%, =R~ 7 (& z)
& LT, 18] 3metkeAE)—7% 2 3 [H IR T A0
ﬁ%/}j‘é

2 ~N—

%)

MR ANEIZ BT D v — A A R ERHEIR 50 mg (—

et A h=7 (B Z)) DR

. HEA OHE

SNBESUFZN IR < ARTR GIBRAS BE 7o HEE B (4 IR




HELOH&E -l RAZIIA Y A~T (8
GAAHz) L1003 mg/kg (KE) % 30
[ RIPE T 4 [BLEHEEET 5, 728, MhoPrEEE
BRIEOHET 2581, =R~ T GEisHft
z) LOHTSHZ &,

3= Fo, EVEROEES CIEMRE T MRS EE | 38— F 7o, MR NE B TR T ALY E A
TAHA v HF =Tz~ (IFN-y) Lo T TAHA v HE =Tz~ (IFN-y) I2k-T
PD-L1 OIBLNFHE I, 8 L7 EEHRIC PD-L1 OFBIAFHFE I 4L, 8 L7 EEHRRIC
I+ % PD-L1 O3B Atk O AEFHIR & OIZED i} % PD-L1 OFBL & itk O EFHIR & OMICED
BB 5 & OHE S H D (Sci Transl Med BB B 5 L OHE S H D (Sci Transl Med
2012; 28: 127-37), 2012+28:1272a37) .

4= 3. ERIRAHE 4= 3. ERIRAHE

PR AR O KGRI IS M 21T o 72 722 BR KR HHREIERA e 2o B B0 Il OO KGRI I R 24T -

Bk 0D Rl AR 22 R 7o B/ RRRBR O g &2~ T,

4= Q@S FEIFHFRER (CA209066 7AER) ¥ 4= @M M AHFAER  (CA209066 FER)

v-raf ¥ 7 ARIEY ¢ )V AL EY TR
7 Bl (LR, TBRAFJ) V600 28 8> 2y Mtk
RIGEDOIRIGUIBRAHE 72 I/ IV SR O
M EAfFEEZE (ECOG Performance Status 0 TN 1)
418 1] (AFIRE 210 1], DTIC & 208 i) % %512,
DTIC Z%fM & L CAR 3 mg/kg % 2 F M IR T
WERE L7 & 2 OEIMER L2 2R LTz,
FEAFHMEEE CTh 5 2AFHHE (BT, Tos)) (F

v-raf =7 AREY 4 VA BRI EM TR S
Bl (LLF. [BRAF]) V600 Z5 B o> 7y b pigihde
TRIR DARTEYIR AN RE 22 T/ IV 1 S UL 7538 o0 TEE
HaffESE (ECOG Performance Status 0 &N 1)
418 5l (AHIRE 210 15, DTIC B¥ 208 f5l]) % %412,
DTIC Z xR & U CAHKI 3 mg/kg & 2 HF IR T
TEE L7 & 20RO Z M2 MmEt Lz,
FEFHMITEE Th A aAEAFHME (LU, Tos) (F




5t

Sl [95WEREIX]) D AR RS T, ASHIRE
IZNE*[NE~NE] 7 A .DTIC#£T 10. 84[9. 33~12. 09]
A TH Y AFNLDTIC Ik LFEFHFERICE E R
FER AR LTz (N — REE 0,42 [99. T9%E #EIX [
0.25~0. 73], p<0. 0001 [J&%!] log-rank #7E], 2014
FOHAMAT—FHy b A7),

T HEEAAEE (AT, [ARR)

(K1 W)

@YFsEIIAEERER (CA209037 #6R) 2

AV LA~T (BlarH#z) (UUF, T4
L~7]) X% BRAF [HER 2 & Tt FIRIER 2 A
T D ARV UIBRANEE 72 TUHL/ TV B S35 D JEME IR
fffE B (ECOG Performance Status 0 2N 1) 405
i CARHIEE 272 f, fb59RiE (DTIC XUTH VAR T
SFLELRT Y EXEALLOMA) FE1334)) %
RGN, ALTFRIEZ SR E U TARA 3 mg/kg % 2
T [ FETRR C S e L7z & & OB 3 ) OV 2k
ERE L7, EEFHMmIEE CHh H 2= (RECIST
A RTA LIRS EES < FgeflEIc L5 CR X
X PR) IZOWTARAINE G ST HID 120 fil %
FEAT R RAER & L CHRMRAT 21T o 7oA 3. ASH
FET 31 7% (95%(EHEX M : 23. 5~40. 8%, 2014 4F

5—

Jefili [95%EHAX]) 1%, AAIFEIZNE [NE~NE]
77 A . DTIC #T 10.84 [9.33~12.09] WA TH Y |
AFNLDTIC IZKF LFFHFHICA BRRIERZ R L
72 (Y= RE 0,42 [99. T9%E#EIX ] @ 0. 25~
0.73]. p<0.0001 [J&H log-rank i E]),

(1 )

@UF s EIAEERER (CA209037 26R) 2

AV LA~T (Bl Z) LT, T2V A
~ 7 1) XI%BRAF BHEAZ e b2 AT
B ARIR YRR RE 72 T/ TV A S A 36 o B B
fEHEFE (ECOG Performance Status 0 &N 1) 405
Bl CRAIRE 272 1], AbFEiE (DTIC XU VAR
FFL LRI Y B LEOMA) BE13361) %
KR, ALFE L R E UTARHK 3 mg/kg & 2
T [ TR C i e L= & & OF S M O 2t
AT LT, EEFHMEIEE CTh AR (RECIST
HA RTA 2 11 RICHES L e &1z L A CR X
X PR) AR DB S VT2 Ee D 120 FIAFEHT
RIGAE &<, AAFIFHET 31 7% (95%FH X R
23.5~40.8%) Th o7z, ¥, FANIELZRDE




6~

SHIOAT—4%Hhy A7) Tholz, BB, F

ANCRDROBMEITHE L T\ ehote, 95—
SO FHEFMEH TH D 0S (FFoRfE [95%(FFEX
M) iZoWnT 182 fldA > b (FEL) FizTH
FRHT 24T o To b . AHIHET 16. 47 [12. 39~NE]
A ACFERRIERET 13.67 [11.50~NE] 7 H TH
D ARFNIAEFIFIEITK LG FRICA BRI R
R Ipinotz (AN — R 0.93 [95%EFE X [H] -
0.68~1.26], p=0.6299 [ &5l log-rank #/E], 2014
FUHILAT—F Ay b F7),

GEWNE M AEER (ON0-4538-17 #XER)
(L FRIEARIR IR ORI BIFR RS 72 T/ TV ] X%
BHROBEMHBEAEEE (ECOG Performance Status
0 &) 30 BEXEIT, AFlEA Y AT %
Ot (LR, TAREI+A B A~ ) Heh L=,
FEFHEE Th 528203 (RECIST A KT A
L 1R D < gl @iz K % CR XL PR) 1333, 3%
(95%ZHEX[E : 17.3~52.8%) Th o7, ¥,
HREMNIHE LT BIEIX 23. 8% Th o7z,
*: AAl1mg/kg (JKE) A Y A~7 3mg/ke
(RHE) Z[AHIZ 3 BT 4 B SEEHE
L7ct%, A3 mg/kg (RHE) % 2 JA[M MG

EITRE L TWerolo, &9 — D0 FEFHIE
HTdH 5 0S (FofE [95%EFEX M) 1221 T 182
FloA X2 b (FETD) B CTHRBIFENT 21T - 724G
B, ARFIEEE15.47 [12.39~NE] A, {bF8%E
#C13.67 [11.50~NE] ZHTH Y. KANIT
FAEITKR LIGEH PRI B RIER 2R S 72 o T
(N — R 0.93 [95%EHHX M @ 0. 68~1.26],
p=0. 6299 [J&%! log-rank ¥i7E]),

GEMNE OB (ON0-4538-17 #A5R)

{EFIRIEARTE IR DIRIGYIBRANEE 72 T/ TV H] 3
R oOBEEBEAEEE (ECOG Performance Status
0 &) 30 BlERRIC, AFIEAEY AvT %
OFH (LT, TARAI+A Y A~wT)) “Bh5 LT,
FEFHMIE B Th 28802 (RECIST A KT A >~
1. 1R D < A @iz K % CR XX PR) 14 33. 3%
(95%EHEIXE] : 17.3~52.8%) Th o7z, 2B,
FHNEE LB 23. 8% CTh o 72,




CRAEEHE L7z, PRHBGRHCBV I, A

FEEocEE L, A ) A~ TR FOR

H¥THE 300U FofRERBWW TR
BiE L7,

OMEFMFEMARFER (CA209067 FR5R)

(LB RIBIE ORI YIBR R RE 72 I/ IV o
AR (ECOG Performance Status 0 M
V1) 945 il (ORFN+ A &V A~ 7B 314 i, A
FIBE 316 B, A U L~ T7RE315 ) ZXf4C,
AV AT EEERE L TR+ A EY A+
TG R OKRAKBE G- DA INE R OB EZ e L
77 TFEFMGIEH TH D 0S (PRl [95%(5HEX
M]) OEAMIEHTHRERIL, AF+ A Y L= THET
NE [NE~NE] W H. KHIFETNE [29. 08~NE] #
A, AU LA~7EET19.98 [17.08~24.61] 7
ATHY ., KE+A Y L~ TG K OEAES
314 B A~ T RIS LGP H B RIE R
ERLEZ (REI+HA Y A~T8E P — Kb
0.55 [98%fEHEIX[H : 0.42~0.72]. p<0.0001 [J=
Bl log—rank € ] ARF# 5~ — R 0. 63[98%
fEHE X ¢ 0. 48~0. 811, p<0. 0001 [fE5!] log-rank
ME], 200658 A1 BT —4 v b4 7)),

6 ~—

©MEFMEMARFRER (CA209067 7R5x)
L FHAEARTBIE OIRIAUIFR AN RE 72 ML/ TV ] oD
M ERZE (ECOG Performance Status 0 L TN 1)
945 f5i] (ARHKI+ A &V L~ 7 sk BE 314 ], ARHIRE
316 fiil, A &V LA~ T7HE3LS ) ZXRHRIC, A F
UL~ T HEZGBE LTAA+A Y b~ T
5 R OREN G- O M K OV R E G LTz,
FEFHEE TH 5 0S (PRl [95%FHH X ])
D FAEFRMTAEFATAAN + 4 ¥V A~ 7 HETNEINE
~NE] B H. AFIBETNE [NE~NE] ZH, AV
L= TEET19.98 [17.08~24.61] A THY .
AEl+A BV A~ TERERORAEG A EY A
~ 7 EHICx LRI Bt R 2 /R LT-
(KAH+A Y L~T b~ — K 0.55 [98%
{SHEX R : 0. 42~0. 72], p<0. 0001 [J&5I] log-rank
RE], AN -~ — R 0. 63 [98%FHEIX[H -
0.48~0.81], p<0.0001 [J&HI log—rank #7E]),




(X2 B (X2 W)
72 8. IRIRUIBRAHE 2o A AR A b G
AAI+A Y A~ TEEIZOW TG LB E
I tHEABR (CA209004 FABR) D aA—F 8IZBITSH
Z5h3 (modified WHO JE#EIZFE-S< CR X PR)
I3, ALFREEARIER BT T 46. 4% (13/28 5], 95%
TR=Y (EFX M : 27.5~66. 1%) . (L FRIEREIRIE B T
38.5% (5/13 {5, 95%fE4EIX[H : 13.9~68.4%) T
HoT,
TR— _(PD-L1 & BURILB DA Bk Je Oz 4xk) 14— | (B
(%) PD-L1 F&BLR LA DA Zhtk o V22 4k
(%)
[ 3 CA209067 Bk PD-L1 FEELZRRTD 0S D 14 CA209067 5tER D PD-L1 FEELRR|TD 0S D
Kaplan-Meier gz Kaplan—-Meier pi#z
8~ — DEREIL[EZ MAHFER  (ON0-4538-21/CA209238 # (DDEM)

)

SERYIBRE O1Mb/c #1/IVH O M B lE B3
906 5l (HARNEEE 28 il & &rde, ANKIRE 453 B,
AV A~T GBI Z) BE 453 ) A X%
2, A A~TEXRE L CRAIS mg/kg % 2
A A EE LTz & O MER OZ2E
et L7z, FEAEMEE T 5 MEI AR




(o [95%EHEX 1) o F RIS ik, A
HIBETNE [NE~NE] A, A U A< TRETNE
[16.56~NE] ¥ A CTH Y, AANFA Y L=TZ

X Ut PIIC A BRIt R 2~ LT (N — Rk
0.65 [97. 56%{5#EX[H : 0.51~0.83], p<0.0001
[JEh] log—rank #iE], 201746 4 12 A5 —X#
By b4 7).

% : AJCC (American Joint Committee on Cancer)

R BB 7 R 123D < B,
(K4 W)
4 EEFEATERAN O Kaplan-Meier HifR

9t

10—

[Z241]
OENE D FHERER (ON0-4538-02 FBR)

(%)

(F1 W)

7k, MEMEREER 16 (2.9%) . KBk - EE
O FH LB (2.9%) , PRERREE 4 51 (11.4%) . FFH%
REREE 5 1 (14.3%) . BEHrekEs 2 41 (5.7%) . H
AR RERR S 8 f51] (22. 9%) | FIEFEE 141 (2. 9%) .
EHEOREREE 16 (2.9%) KOSE DL 14
(2.9%) BRHLNTZ, Fo. PEMEEERE.
infusion reaction, 1 UBERIF. WES., FEIER) M
JIE, M - Bl OARS. g, 2. BRI

6 ~— >

7Ry
g ~—

[Zz41E]
OEMNE DFHERER (ON0-4538-02 ZBR)

(%)

(#F1 )

7k, RVEMEREZRE 1 F (2.9%) . KIS - HE
OFF 1B (2.9%)  HRRFEE 4 51 (11.4%) . ek
REFEE 5 1] (14.3%) . BHgRerEE 2 61 (5.7%) . H
IRARFERERE S 8 f51] (22. 9%) . BIFEFFESE 1 41 (2. 9%) .
EEE DL EREE 16 (2.9%) MOSE D ELE 14
(2.9%) TRHLNTZ, Fo. FPEEERERE,
infusion reaction, 1 UPERIF. WEAR. EIER, B
JHE, MME - B, OAZE. gk, R, BRI




11—

BRI/ X /3T — R OSSR P L MR 5
BERRIZRRD DL o 12, ABIEA IR,
LgHROMEES WRREMREZET) %
O R AT

@EWNE M AEEER (ON0-4538-08 #Ek)
BEFEGT 22/24 4] (91.7%) (T3 H S, Al &
ORI FEBIRENEE TE WA FFGIT 18/24 4
(75.0%) ZF8&® BTz, FEBLED 592 _EOEIE
HIZTTERDODLEBY ThoTz,

(#F2 1K)

7p¥s. KIBZ - BEOTFH 2 61 (8.3%) . JTFH&RE
B 1 (4.2%), FEEMAEEEEREE 1 1 (4.2%) K
OVHDRIRFRREREE 7 451 (29. 2%) ARRD LIV, F
7o, FVEMERTRERE, ffEE (X7 - NU—iE
BERESE) . EREREE RMERIEEREXRE) . &
BX[E=  infusion reaction, 1 FUBEPRIF. EEED
FeREREE (FERIEIRAEERE, S RLEE, JERIE
B, R, EIEMEIE, M - iRk, SE
oS, DR, Wik, IFoc. RREUTRMRRE/ X A4
INTF— K O PRI SRS PR SR BER 1338 0 B
o tz, ARWERRBURDLL, Yk Fg o B
F5 (BRMEMERE &) 2E80EFERE

FRRMRIE / X A /T — ROV PR I N s P2
BER TR O B2 hr o To, REWEFFEBLR DL,
LYK FROMERS (FARAERT 2 5T) %
ORI R AR T,

@EWNE MAEERER (0N0-4538-08 #ER)
HERELIT 22/24 6] (91.7%) 123D S, RERIK
& DREBIRNEIE TE WA EFGIT 18/24 4
(75.0%) Z#® Hivlz, FBLERDS 5%LL EOREHE
HIZTEROEBY ThHoTz,

(#2 )

¥, KIBZE - EEO TFH 261 (8.3%) . fFHnE
P 1 (4. 2%), FIEEAEERERETE 1 1] (4.2%) K
OHIR IR AR E 7 41 (29.2%) €D LN, £
7o, VEVERTERE, MiRkEE (F7 0 - NU—JE
ERESE) . BREREE (R REERE X%, &
BXfE  infusion reaction, 1 BLPEIRIF. EED
FeRgREs (FZERIEIRIEERE, SZIRLEE, JERIE
) . R, EIETEE, M - B, S &
IR, RS, g, FFSE. RRBUTRMIELE/ X A
INTF— Je O M I R B PR SR BT 1 L8 6D B 4L
7oz, ARRIVEAFBURDLIX, M F5 o
F4 (RMEERE &) 2E0EEREE




12 =

/_T_\‘-g—o

@UEEAERER (CA209066 4 BR)
(W)

(3 1)

723 ARFIBEC IV CRVE MR A 3 651 (1. 5%) |
KGR - BED THI 661 (2.9%), #EES (¥ 7
Ve N —SEERESE) 28 4l (13.6%) . HFiAEREE
76 (3.4%) . ErHgREREE 4 61 (1.9%) . IR
REFEEE 4 1 (1. 9%) . HUIRBREEREREE 13 1] (6. 3%) .
infusion reaction 15 5 (7.3%). 1 ZLbERIE 1 i
(0.5%) . EEDZJERSE 36 (1.5%) LKUISED
fE2% 1451 (0.5%) 2RO bz, £7-. BIEEE,
Wede, EIEAVEEAE, MK - BEIRZE. Ok, A
K. WP, R RARIE/ X AT — K OV P i
IINBRIB D MR BEIR 1 ZRR 80 B LR o 1o, AREIE
LR DUT, YEFROBEESR (AR MRA L
Waagte) EEUEHERE T,

@F s EIAEER (CA209037 #kBR) 2
(%)
(F4 W)
7R ¥ . AFIBEC I TRVE MM R 8 1 (3. 0%) .

9 ~—

10—

7T

@F s EIAEER (CA209066 XER) ¥

(%)

(3 &)

723 AFIRET I CRVEMEMIZE R 3 451 (1. 5%) |
KiGHK - HEOTHI6 6 (2.9%) . MfEEE (¥ 7
Ve N —SEERESE) 28 ) (13.6%) . AFkREREE
76 (3.4%) . ErHgRERESE 4 6] (1.9%) . THEMAE
REREEE 4 1 (1.9%) . FURIRHERERRE S 13 41 (6. 3%) .
infusion reaction 15 5 (7.3%). 1 ZLBEIRIE 1
(0.5%) . EEDRLZEREE 3 H (1.5%) KOSRE D
e 141 (0.5%) <RHOBNT-, 7. BIBREE,
Wede, BAEMIEIAE, MM - BEEAR . OAR. B
. WP, RRBURRIE/ X AT — K Ot i
IINHIBD PSR BEIR 1338 8 B 7R o 1=, AREIVE
HERPLIT, S FELOMEES (R MRA R
WEET) HETERREE R,

@F s EIAERER (CA209037 3BR) 2
(W)
(F4 1)
72¥s ARFIBEC B TRIEMEME R 8 61 (3. 0%) .




13 ~—

14 2=

KG9k « BEDTH 4 5] (1.5%) . FREEFEE 33 f
(12.3%) . FFHREREE 22 1] (8.2%) . "EHEREREE
(PRANE RV PERE A %E) 5] (1.9%) . HRRIRkRE
P 23 f31] (8. 6%) . @IS 1 41 (0. 4%) . infusion
reaction 10 5] (3. 7%) . B D FZ G R 1451 (0. 4%) .
FEge 2 51 (0. 7%) KOS E S g 31 (1.1%) A3
OO, Flo, FTEMEHERERET. 1 AR,
EIEATIESE, MM - BERA . DA, k. I
9 BERUTRBRIE /) 2 A /3 F— R OV e M ifn /IR s
DIEERBEIR ITRE O B2 o T2, AREIVERSEHLIR
PE, HEFLOBEFESR (FRREMET S
te) ZATERRRERT,

GENE DR (ON0-4538-17 75R)
HERGIIAHE (100%) IZED LIV, AHE D
KRB N A E TE R WAEREZRH 26 (100%)
[ZFRD BT, FELRN 5%, EORIWERIZ TRD
LBV THoT,

(#£5 W)

7R, PREERESE 9 5] (30.0%) . ATHEREFESE 14 441
(46.7%) . HURMRMGREREE 7 61 (23.3%) . [EME
i £ 3 451 (10. 0%) . KAFZE - EE D T 3 4
(10. 0%) . HEEDREREE 3 1] (10.0%) . FIEK

11—

KWadk « EEEDO TR 461 (1. 5%) , FRfkbEE 33 i
(12.3%) . FFHgREREEE 22 B (8.2%) ., BHEREREE
RAME MG MERE ) 56 (1.9%) . HRARERE
P 23 i (8. 6%) . MRS 1 41 (0. 4%) .
reaction 10 {31 (3. 7%) . B D 2 J&FE 2 141 (0. 4%) |
fEge 2 1 (0.7%) KOS E SIS 3H] (1.1%) <
WO BT, Flo, TEAKEERE, 1 AERIE.
HEMG I, Mk - BRSO, Aok, T
K BERUTRRRIE/ 2 A/ F— R O M ./ R sk
DHESRBERIIRE O B2 o 1o, ARRIVERIEELR
DL, YUEFLOBEFESR (FRRAEMEET 25
o) ZEUERRERT,

infusion

OEPNE TR (0N0-4538-17 BR)
HERGIIEHE (100%) ([ZEOH LI, BBRIEED
K RBIRNEE TE WA EER L 26 (100%)
WD BTz, FBELEN %L EORIEMIZ TR
LBV THoT,

(#5 &)

7Rk, FRRREEE 9 4 (30.0%) . ATHERERESE 14 {51
(46. 7%) . HRARFSRERESE 7 51 (23.3%) . REEME
e iR 3 i (10.0%) . KAEZ - BHEED T 3 5
(10. 0%) . EEFZORJEkESE 3 1] (10.0%) . FE(ER




15 ~—

BERelEE 2 1 (6.7%) . S E DK 1] (3.3%) .
REBU R ARIE/ < A/ F—2 61 (6. 7%) M OFFRIML
FRZERIE 1 5] (3.3%) 2RO, £, B
REREE . RIEHERERRE . 1 RUBEIRIN. FEk. HIE
IS e, IKMYE « B2, infusion reaction, [
e, Wk, SRPEMEIL MR PSR BRI & O 2%
TR bR oz, ARRIFEAFEBURDUL, M4
HLROBRHEFES (HAMAEERTLET) 25
LR R E T,

©UFsMEIIAEER (CA209067 #X5R)

(%)

(#£6 %)

2B, AH+A B U A~ TR TR EE
86 il (27.5%) . NHH&RERET 102 #1 (32.6%) . HVIR
IRFERE R 87 41 (27. 8%) | PR REREE 21 441 (6. 7%) |
VR PR RS R 25 (5] (8. 0%) . KHmds - EEED T
60 #1 (19.2%) . HEEEOKERETE 21 6] (6.7%) . T
TARFERERE S 27 1 (8. 6%) . REIEHEAREREE 14
(4. 5%) % 311 (1. 0%) \ b 2% - BB 2% 2 $51] (0. 6%) |
infusion reaction 13 ] (4.2%). 5 & 9% 3
B (1.0%) . 528 341 (1.0%) . REHUHBARE/ 2 A4
NF—50 I (16.0%) . ATk 14 61 (4.5%) KOV

12 X—¥

13—

MERERREE 2 51 (6.7%) . SE DK 141 (3.3%).

BRSO BMRAE/ X A 3T —2 B (6. 7%) S OVFeR i
FRZERIE 1 5] (3.3%) <ROONT-, £, B
REfEE . BIEHEREREE ., 1 RUBERIE, FEk. HIE
i SIE, IMdE « BEEZS, infusion reaction, [
e, Wk, SRR NMRIBU PSR BRI & O 2%
TFRD b oTe, KRRIFEAFBURDLIL, 2%
HEOBREFES (BAMAEERTLET) 25l
LR R E T,

©MEFMEMARFRER (CA209067 FR5x)

(%)

(#6 W)

B, AF+A BV L~ TREZRBW TR EE
86 fil (27.5%) . AFH&RERET 102 1 (32.6%) ., H:K
RFRE R 87 {51 (27. 8%) | X HRBEFEZ 21 441 (6. 7%) |
VR PR BiE R 25 5] (8. 0%) . K4S « B D T
60 %1 (19.2%) . HEEEOLERESE 21 61 (6.7%) . T
TEAAHERERETE 27 5] (8. 6%) . RIHEREREE 14 i
(4. 5%) \HEd% 3 451 (1. 0%) | b 2% - BERE 2% 2 $51] (0. 6%) |
infusion reaction 13 ] (4.2%). 5 & 9% 3
B (1.0%) . 528 341 (1.0%) . AT ARE/ 2 A4
NF—50 51 (16.0%) . ATZ 14 61 (4.5%) MO




ARifnAz ZERSE 2 61 (0. 6%) RO BTz, £, 1
RUBEIRIPT . FEIEAMESIRE, O AR B OV ME i)
MO PESRBERITRE O B2 o T2, AAIREICE
UWNTARRRRESE 66 11 (21. 1%) . ITHERERESE 24
(7.7%) . HURAREEEREE 47 51 (15. 0%) . BIFEEE
[ 3 (1.0%) . VMRS B (1.6%) . K
J2% « B D THI 16 5] (5. 1%) . BEEOZERE
85l (2.6%). TEEMHERERED 361 (1.0%) . FIFE
BERERESE 3 451 (1.0%) . B2 3 %1 (1.0%) . infusion
reaction 14 5] (4.5%). S & 9L 2 4] (0.6%) .
BESCR RT3 A3 F—28 {5 (8.9%) . AT4¢ 2 {3
(0.6%) M OFRIRIMARIERRAE 1 61 (0.3%) 237
HiVTz, Fo, 1 BUBEIR ., EIEALEJE, M -
Bl DR, 98 B OV P i/ s 1 4
BER TR D Do Tz, RBIWERZEBURDUL,
UZFEGOMEFRS (RAMEERET L) %
GRS RE R,

FRYE BN BRARE 70 BB B 60 il FR R & i S S AR+
AV LA~ TEGEZHRE LA E 1R
(CA209004 #RER) D=7k — b 812V T, LTI
EARTE R 28 ] L AL PRIEBEIR R B 13 il &
DOHEIT, ZEMEIC YR FER IO bR o T,

ARIMARZEFRAE 2 1] (0.6%) CRD LT, £, 1
RUBEIRIp . BEIEFGHE SR, O B OV e i)
BB D PEERBER IR0 B e o T, AAIREICE
W THRRRFEE 66 5] (21, 1%) . FFHERERE 24 4

(7.7%) . FARIERERE S 47 5] (15. 0%) . EHEEE
PR 3 1 (1.0%) . REMENZEES F (1.6%) ., K
N5 « BE D T 16 /5] (5. 1%) . FEE D 7 JEkeEE
85l (2.6%) . TEEMHEREMRED 36 (1.0%) . Rl
FERBREE 3 41 (1. 0%) . B 3 451 (1.0%) . infusion
reaction 14 i (4.5%) . 5 & 9K 2 (0.6%) .
BESUTR R/ 3 A3 F—28 15 (8.9%) . fTZ¢ 2 14
(0.6%) M OFRIRIMARIERRAE 1 61 (0.3%) <&

Hivlz, Fio, 1 ABERP, BEAEMEGE, MK -
BERESE , Onde. A9 B OV i/ N 1 4R
BER TR D b2 o Tz, RBWERHRBBUR UL,

UFROMEFRS (BAREERTLZET) %
ORI R T,

16 ~—

MOEPEELFEE AR  (ON0-4538-21/CA209238 3k

(@I2FENI)




17 =

)

B EERIIAKIRE 438/452 il (96.9%) . A &V
L~ 7 RE 446/453 151 (98.5%) IZFRH b, JRERER
& DR RBIRDEE T X 72V HEH G IAKIRE
385/452 fi] (85.2%) . A vV L~ 7 H#f 434/453 {3

(95.8%) IZRDHNTZ, WTHDRE TRIERN
%A FORMWERHIFTRO LY THolz,

(£7 %)

7pB. ARFIBHZB W TR MERE A 11 5]

(2. 4%) . BRSO RUEAE/ X 43T —48 1] (10. 6%)

JFREBERE S 40 B (8.8%) . HIRIRBERERETE 91 44
(20. 1%) . el 83 5] (18.4%) . EHEREREE 6

B (1.3%) . FIFEHEAEREE 6 5] (1.3%) . T HE{RpE
BEfE 2 8 5] (1. 8%) . infusion reactionll 5 (2. 4%) .

KIBHK - HEO TH 21 61 (4.6%) . HEEOKERE
=56 (1.1%) . 1 BUBEPRYE 1 61 (0.2%) . SR 3
B (0. 7%) . 5 E D LK 2 4 (0. 4%)  JFZ 3 41 (0. 7%)

BB bivle, £io, EIEGHEEIE, DR, B
2. PRI PESR B . AR - BRARAR

BRI AR FEARSE K OMEAEPEIRE R IR D H 7 )
o 1o, ARBEMEAFEERDLS H A F R O B 5 (i

IRAESR T 2 a ) ZatefEabiiR 2R3,

18 ~—

[tk - &)

(R - ] omEHE BN




AFNOREFMEYEEET NV EZFH LI =
L—3a 28D, KHI3 mg/kg XId 240 mg % 2
T [ TR T4 G- L 72 B ASH D i i P A3 kit
Ehiz, ZOFER,. AA| 240 mg %5 LIZBEOBR
B, AH 3 mg/keg 85 UT-BROBRGE & &b
BLCEEERT ETHINTZ OO, BARNE
FILB W THAES B STV 5 k- HE (10
mg/kg % 2 WG CEE) TARKZEL U 72 B
DU & & g U R 2 9 & Tl (F
F) M T EEROBEBEICBITLT —ZITHSX,
A 3 mg/kg X% 240 mg & 2 AR TR E LT
BROAFN DR TR B & A M UL e & O %
BEtd 2B SUGE T VSR S, HBE I
SDWTHREIDMTON AR, FEOHE - HED
M CARME R OV S R 2R 7 BT 20 & T
Sz, Fio, BEERABRFICBITST —XIZ
FEOE, AHKI1 mg/kg XiF 80 mg & AV AvT
3 mg/kg % 3 AHMIME TG L ZBROARAIOIETE
i & et L ORE A RETT D IREESUSET LD
RS h, YZEEIZOWTHEIM b i 3,
LELOMYE - HEOM TRaMEIC e e 83
W Tl s,

78 AHFNOIEYERE T X — X




Cmax Cmindl/i Cavng Cmax, ss Cmin, ss Ca\'g, ss
(ng/mL|_(ng/mL|_(ng/mlL| (ng/mL

Hik-HE (ug/mL|_(ng/mL
) ) ) ) ) )
/g | 26 | 166 [ 243 | 13 [ 621 | 7716
QZT (35.2,| (10.7,| (17.1,| (75.0,| (27.1,| (42.1,

70.8) | 24.5) [33.9) | 171) | 107) | 127)
72.7 | 23.5 | 34.1 | 159 | 87.8 | 109
240 mg Q2W (511, | (15.2,| (25.1,| (102, | (41.5,| (62.1,
103) | 34.6) [47.8) | 250) | 158) | 187)
191 | 6.3 | 90.8 | 398 | 217 | 2718
(147, | (51.2,| (79.0,| (331, | (184, | (237,
219) |79.2) | 114) | 532 | 313) | 386)

oo fiE (5%5, 95%5) . Q2W : 2 A H][FIFE, Cuu : #)

10mg/kg
Q2

[ #5518 D s i M PR IE L Coinars 2 W52 14

H HIZ3R T D mARIMIE PEE . Coveann : WIEIFRE1£

14 H H £ TOVHMIEDEE Cpa o+ EFAIRERIC
B D e s PR, Cu, o s EFIRFEICE T

ARG P EEIE, Cove oo« EFARREIC IS 5 i

o

19 _—

4. gz OUWT

RIGUIBR A BB 22 B B A E B E I 5 56
(I, ARG LT HEGREAE (2flF0 )
DEELNTWD Z EnD, YUkt 2 Y s
i TX Bigx ChHHVEN DD, D LT, EH
i U A 7 EERENE (RMP) (ZHEED & AHKIOEEIE N

2 VERARIE B~ D i 1 i 23 & 2 fiak T db -
T AFNOEGNEO B Z2Wr - FEL, A

15 ~—

4. Iz OWT

GRS U T AMGEAAE (BfEE) 2
LHNTNDZ D, YA L MU FE Tx
LR THLINER DD, £D LT, KFOEE
M) 7 BE W - FFE L. AFOEGIZEY
EELRBERZRBE LZBRICHIET D 2 & AN
7, LLFOO~@DF T ali7e I skl
WTHEHAT 5 RETH D,




FlOF 52 X EEZRREIVER 238 L BRIt
THZENMERZD, UTFTOO~QDTXTH
7= I B W THAT A& TH D,

21 R—

22 R—

(A2 B 3 % F ]
O TEROBHFIZEBWTARFDOHENMENRINT
W5,
(b FIEIEARTE I S OBETE R DR TE UIERANEE
72 ML)/ TV H O3P8 o0 sEpE BB il AR S
SEARYIERE O Mb/c H/IVH % ot Ee
JE A (31T DR MBI LA
7238, BRAF BInFAREZATHEE TN T,
BRAF HEANZ L 510 BET 52 &,
(E2) AJCC (American Joint Committee on

Cancer) JRIISFH (5 7 hf) 1ZF5 < A

QOAFHN+ A BV b~ 7 FH I FRIERIBIR O
IRUIBR A RE R MR R A REE 235 & LI iih g
MAHFAER (CA209067 5AER) 2B\ T, xR E S
oA Y A~ 7RI U CTHMEDREES LT

17 _R—3

18—

[(AZIPEC RS9 % ]

Ny N
@ Prad) R (D =S
ZZI

FNZBWTARB ORI TN D,
72%. BRAF BIa AR EHT HEFICBNTL,
BRAF BLEANC X DGR LEETH 2 &,

B@AKFN+ A BV b~ T EEIIMCFPRIERTBIR O

TBUIRANRE /M A R A k5 & LT ia s
MARFER (CA209067 #BR) 2BV T, xR E S
7oA BV A= TG L THIMERRIES N T




Wb, 72720, REI+A BV AT S L ARKIH
P52 g U 7 BRR A 72 a2 B\ T, PD-LL
FERPUZ E D A BV A~ T O LR 2h RN R
HEMPRE SN DERBELN TS (Tp &
), D7, RIGUIRARE R B R A EES I
BWT, AFlE A Y A~T L DOPERBESOE
YW D4, PD-L1 BB A MRT 5 2 &0
PE LV, PD-LLFEBEN UL ETH D Z L5k
RENTEEICB O T, FEAL AFI R A
BT 5, 2B, RIGYIBRARE /B B fE B 4 %)
Gl U 1 AHEER (CA209004 3ER) D =R — b
8 (BT AW IEARIRR B S L R B B
L OB TARAI+ A VY L~ TG ORI
IO LTV,

k AANOZWE & LT, Mk5e4s : PD-L1 THC 28-8

pharmDx [ % 2| KR I TN A,

Wb, 72720, AEI+ A EY L~ T7#H5 L ARKIH
Mz b2 bt U 72 BRER A e i d8 W\ T, PD-LI
FERBUZZ DA Y A~T O LEFEREN R
LN TRBEINDLBERB/ELNTWD (Mp S
), ZD7, EFFRERIGRORIGUIRANGE7R
HEMERAEEFICBWT, KAl AvT L
DOOFHEEE- O RIG A fWrd 2356 PD-L1 JEBLHE
EHERT D Z ENEE LV, PD-L1 FEIHED 1924
ETHDZ ERMHERINTZEF BT, JFRAL
KNP 52 BT 5,

24 PR—

OIRIAUIBRABE 7o B Bl AR L S 5 B BRI
1. AR ORERRER IZBWT, HEBRND 30
ALUN, ENLIREE, 55 1 FEMIT 6
M EICAIMEOFZ T > T\l L 25E

(2 ARG I EBNC R OMREITH Z &,
©®© 72 YIBR% O M A B E A~ O iR B R E
& LTI 2 BRICId, AFIOERRABRIZ IV T,

20 X—

OARHFN OEERRER IZBW T, FEBMHRND 3 A
DI, 2 LRRIE, #5806 6 1 FRIE 6 1 H
T EICAHEIMEOFH T o T2 L ESEI,
ARHN G-I ERNC R OMREITH Z &,




128 Z LICHEEOFHMTZITo Wl &2 BE

uﬂ$%&5$imﬁmuﬂ%@%ﬁ%ﬁ9;&

k., gabhEE L LT EEA IR, K
KlowEWEIZ12 VHETETHZ L,

SRR O mi I HEE T A R T A4 » OUGET

Wl

(& AT CHTIH > B ER)

F 7 — R I 20 mg M ONE] AR FRE 100
mg (—#x4 : =R N~7 (B z), LT,
[ARH)) X, NP TEMA S E A X Ly
24t BTV ARV s~ —X 2747 (BMS)
) NEEFE L7t b PD-1 (Programmed cell
death-1) IZxf3 5t Ml 1gG4 &/ 7 u—F L1
HKThs,

(%)

Fo. EMERAEBE T
TEHEA L E—TxzarHr~ (IFN-y) I

FEARIZE T Jfa s EEA
Lo T

Hr [H
5 RN (FHERIERD) = (BUHBRERHEIER)
2= WG LI D AEROHE o= R LI B AEROHE
BE. RACIE=ARL~T GEfE T z) L L WE . AR L~T (R L
T, 18] 240 mg % 2 @M TRFEGHET 5, T, 1[0 3melheUETE) 7% 2 IR C Al iaE
T 5,
3= 2. ARFIOFHEK, 1ERF 3= 2. KRANIORE, TERRF

G 7 — R R EE 20 mg KON 100 mg (— %4
=ARN~T7 GEEHEZ) . BLT, TRAL) X
BRI TSt E A X Ly 7 25k (7Y
ARV e —R A7 47 (BUS) #k) HFHIE
L7t b PD-1 (Programmed cell death-1) 2%
5t MlIgbd €/ 7 a—FNHUKTH D,

(%)

F7-. BEMEEANEEE TIT
TAHA L E—TxuarHr~ (IFN-y

FEARIRE T Ampa A EEA
) I2koT




PD-L1 OIEHRFHFE I, #8 L - EEHHRRIZF
\F % PD-L1 OFEL & it O EAF I & DRI ED
MBI B D L DHWE D H D (Sci Transl Med
2012; 28: 127-37),

PD-L1 OFELGFHE S, 8 LSRRI
i7 % PD-L1 OFEBL &% O AAFHIR & ORI IED
MHEIRRR B D L DHE S H D (Sci Transl Med
2012+28:127a37),

(%) (%)
52— _(PD-L1 FEBURIL B DA M e OV 4) 6 ~L— AL
PD-L1 FEBUIRPLA D A 8hi: o OV 44k
(%) (%)
(¢ W) (X %)
ONO-4538-11/CA209141 7Bk D PD-L1 FEIHL LR TD ONO-4538-11/CA209141 7Bk D PD-L1 FILHEHTD
0S DML 247 A 0 —7 v 7T =5 D 0S DM HET7 A v —T v 7T =5 D
Kaplan-Meier Kaplan-Meier h#
(76K : PD-L1=1%D EEEM . £ PD-L1<1% (76K : PD-L1=1%D EEEM . A1 PD-L1<1%
D BFE L) D BFE )
6 ~R— [Z2414] 5R— [Zz421E]

] 28 S [5) 26 T AR 345k (ONO-4538-11/CA209141 #kER)
(9]
#1 FHENS%LLEORWER (Z2aMEfitT st
GAE )

(F W)

7eds, MVEMENEEER 7 4] (3. 0%) . BEHUT Al idiE

/A RF 5B (2. 1%) . FFEEREFRET 5 61 (2. 1%) |

FR B RERETE 17 1) (7. 2%) PRIEFETE 7 41 (3. 0%)

[EIB 7] 45 MLAH AR (ONO-4538-11/CA209141 #R5x)
(%)
& FBRD 5%U LORIER (LR <t 5
M)

(F %)

7pde. MVEMERZERE T B (3. 0%) . REBUT Al fRE
51 (2.1%) . FFHERERETE 5 1] (2. 1%) . HIRIERE
REREE 17 1] (7.2%) . FPESFEEE 7 61 (3.0%) ., BH%




EHEREFETE 1 61 (0.4%) . RIBFEE 161 (0.4%) .
TEAHERERED 2 61 (0.8%) . FRMARIEFAE 1 4

(0.4%) MO infusion reaction 31 (1.3%) 2%
Wb, iz, BEIEMEIE, OFR, Hx.
KIFoc « EEDOTRH, 1 BUBERIE, Sz Ml iR
WDPESRDER . IT2e. gk - BB, B D RJE
[ 58 )RR K OEE O KL FREITRO b
oo, ARIWEHFEHRDLIT S %R O B g5
2 (WBAREEERE 2 5t) Z2aOEHTER 2T
+

RERRE 1451 (0. 4%) . RIERET 161 (0.4%), T
RHREREEE 2 61 (0. 8%) . FRARIMARIERRSE 1 51

(0. 4%) —infusion reaction3 f§] (1.3%) =<
bivlc, £, HEMEE, Ok, ik, K
Mok « EE O THL, 1 BIBERIE, s i Mk
DPEERBER, IFJe. MMe - Bl B oD RS I
ESEDER K OEEOKEREITFRD b
No Tz,

7=

[ - HE]
AFNORHEFAEYHEET VR LV I =
L—3a A2 kY, Al 3mg/kg (KEH) XU 240
mg % 2 A C& G L= BEOAK O i i g &
DR STz, EOREER, AKH 240 mg G- L7

BEOWREZ . AA| 3 mg/keg G U IBEOIRE

EEKR L CEELZ T ETHIESNZEDD, H
ANBHICBW AL HR S TV S ATk -
A& (10 mg/keg % 2 HFRIIE T YG) TARHKIZ

5 LB oM & & i U U2~ & PRIS
nic (TR, Mx T, BHROFEHEICETI LT —X

(2D X KHI3 mg/kg (REE) XUF 240 mg % 2
HERE TS LB OARF OREE & A0 X

([ - HE] omEHEEM)




k& OB 2 FRE T DRSS TE TV E
LI, YEBEIZOWTREIDMT O AE R,
FELO R - HEORITH ML OV VI B
IRV E TR,

2 AFOIEYERE T XA —XF

ik A& (ug/mL (ug/mL (ug/mL| (ng/mL| (ng/mL| (ug/mL
) ) ) ) ) )
me/ke | 20 | 166 | 243 | 113 | 621 | 77.6
QZT (35.2,| (10.7,| (17.1,| (75.0,| (27.1,| (42.1,

70.8) |24.5) |33.9) | 171 | 107) | 127)
72.7 | 23.5 | 34.1 | 159 | 87.8 | 109
240 mg Q2W (51.1, | (15.2, | (25.1,| (102, | (41.5,| (2.1,

103) | 34.6) |47.8) | 254) | 158) | 187)
191 | 613 | 90.8 | 398 | 217 | 278
(147, | (51.2,| (79.0,] (331, | (184, | (237,

219) |79.2) | 114) | 532) | 313) | 386)

T fE (5%, 95%5) . Q2W @ 2 WM fEIFE, Coax : )

10mg/kg
Q2W

(a1 $5% 5-1% O fi i M35 H IR Coinaa: PIRIEE G- 14
H B IZ36T 2 FARIMmIE R, C, : HIEIE 514
14 H H ¥ TOXEim i HRE %“g*ﬁ%“’
BT D I I IE P c L EEREBICEBT D
BARMAE IR, Coy oo IE Wéa:z‘o 7L6$i’3ﬁu
15 IR

g ~N—

ORIz DWW T
O-1 FzEo (1) ~ (B) OWFThnITE YT 5
gk THDHZ L,

7=

ORIz >\ T
O-1 F@Zo 1) ~ (5)
X THDHZ L,

DWTINITHEET D




(1) EAFTEREDFRE T 2 08 A iz B mm
B (EBIENT RS AR R B ML SR B . Hig 23
RS EEE ISR, IS AR 7 L)
CERk 30 4F 4 H 1 HFEA - 437 i)

(2) FrEtkrembe (Rl 29 42 6 H 1 HERR - 85 Jifi
B3]

(3) FRENF IR R E T D 0N A e R (0
A%%@#%if% AVVEL 35 ST AT WAL TN

IEEEEHEE R R &)

(@%%m%%&é%xﬁb SRALFIRIEINE 1

i%%m%%&mﬁz@m X ALMEIZAR D

AT TV D lak CERL 28 47 A 1 HRFA
2540 JitiF%)

(5) Bt é@fﬂ@ﬁﬁﬁm%@%m%EuMé

(1) BB RENDTEET 2 D5 A2 REEEIL P
CEBIE T IR 28 AR B L Ui e . g 23
AR EE RIS S, IS AU 7R L)
Rk 28-4F 10- 1 HBR S« 427 6m3%)
(2) B kS BEIRPE Rk 284 9-A 1 BEf A : 84
X
(3) AENF IR EN AR E T D DS ARl (23
ASTEAEFR TEIRE. DS AR IEGE T J199 e
M Ao HERE R P 2 )
(4) KA ZPRIEE 2% 8 L. SR bR InE 1
ST KA LN 2 Ok FVEIAR D
HAEAT> TV D liak CERK2-FE T A 1 HRFA
2538-fifi %)
(m#ﬁiﬁfﬁmﬁﬁﬁm%@m XHMEIAR D

Em%ﬁofw % (CFRK 2847 H 1 HIKf AT o> TV D ftiek (CER 2447 A 1 B
A : 1290 FE%) 5 1284 E%)

10— [H2hiEIz B3 5 FFIA] 9= (CERlE AN S =)
(@© %) (O 1)

Q@ FEUTEE Y T 5 BE Tk 2 A K| D5 K& O
RHFEIZONTIEL, AFNOF MM S TE
53, AFIOBEEXIG LB,

77 F BB 2 E T TERIEIC K DR D 72
Ve

@ TREIZEE Y T 5 B T3 T 2 AHF| O 5} OME
RFEZDONTIL, RAIOF DL S TR
53, AANOEGRIGRE 2B,

7T FF R B G A TR K A TREE D 7
WA —




(R ZEEIDRES
L OFUEMERESA & P L TG S 5 B3

@ﬁ%ﬂilﬁ‘%‘ﬁﬁ%mmuﬁﬁ BT, 2FREH
IZBWCHRHRBE I L CAEIMEDRRGES LTV 5D
23, PD-L1 BELRIZ LV GRMEDOEM LR D Z
ENTRBENDERDEFELNTNDZ LD,
PD-L1 FE B3R Mgl U 72 b TAK| D Fe 5] 43 0 f]
Wiz 252 EREE LV, PD-L1 FELHED 194K
ThD I EMPERSNIZEBE BT, AFILL
ShOIRHEEIRIE L BET 5,

* AANOZWHEK L LT, WkFe4 - PD-L1 THC 28-8

pharmDx [# 2| AR I TWD

W% Al Bh 4 T —

DO HUEM IR A & D ff H—
QAR X E B [ 5 MAHFBR I T, R
B W TRHRBRIC R L CTHZIMEDSRRGES LTV 5

23, PD-L1 ZEBLHIZ L0 AR R 5 2
ENTRBENDFERDELNTNDZ END,
PD-L1 BELR G iR L 7= b CTARA OG- a] 45 D ¥
Wra 322 LA FE LUy, PD-L1 FHLHRN 1%AK0H
Thd I EPERINTZEEITBW T, AHILL
SROIRIEIRIE L BET 5,

WE . AR L~ (BETHEL) &L
T, 18] 240 mg % 2 EEFMMRE CRFEEET 5,
(L FEEIERTGIE DARIBYIBR A BE X T AR oD B

BeEE X LA E’) L~7 (B f#fz) &ff

HT 5546 Wi, A=A LT (8

s oD drc i A FHHELE T A BT A o DUGTE T CHrIA X IRER)
Hr IH
Y=Y (FEBIERD) % N— (HRH AR I B)
2= XL 72 D ER O & - 2= KR L T2 D HIEKR O &

W, RAICIZ=A L~ GBlETH#z) L L
T, 18] 3metkeUATR) % 2 ARG C A8
75,




FHIH ) & LT, 1A 240 mg % 3 AEMRIE T 4
LA EET D, TDKk, =hNL~T7 (GEisH
faz) & LT, 1[8]240 mg % 2 AN CAais
F9 5,

2= (%) (BE DB
R B35 Y — AR A SR ERHER 50 mg (—
et A A~T GEEFHILZ)) ORhEE X
hE, HEKR OH &
NAE XAFEN R - ARVE DI BR A BE XU HERE M O B A
P
FEROHE =L~ 7 (BlsFliz) Lo
PEAICERBWT, @, RAZEA Y A~7 (&
ffffiz) &L T1E1 mg/kg (IKE) % 3
[ kE < 4 BRI ERET 5,

3= 2. AAIOFE. 1EREET 3= 2. ARFNOK. 1ERET

7V — R SR 20 mg K ONE] AR FRE 100
mg (—ix4 : =R~ 7 (Eixrf#az), LA,

[AF) 13, NEPEES TEMA S E A X Ly s
24 BTV ARV e~ AT —R 2747 (BMS)
) NEEFE L=t b PD-1 (Programmed cell
death-1) 1Zxf73 5t Ml 1gG4 €/ 7 u—F L1
KTh b,

(%)

7 — R IR EE 20 mg4£100 mg (—i%4 -
=R~ T Bfa R ) LT TR 295)
%, NIRRTk sth e A X Ly 7 24 (B
TYARL <A F¥—X 27 A7 (BMS) ) »N
B L7-t bk PD-1 (Programmed cell death-1)
IZk9 e M 164 &/ 7 o —F PR TH 5.

(%)

Fo, EMRANEEE CIHEBIRE T M AR




F 7o, EMERAEBE CIIAERERE T M EA
ToHEA =T xznur A~ (IN-y) (2o T
PD-L1 OFEAFHE S, =8 L EEHERIC R
\F % PD-L1 OFEHL & itk O AELFHIM & DI IED
FERIRAR D B % & DOHE S H D (Sci Transl Med

TEHA L H—Tzar B~ (IFN-y) 1I2Xk-T
PD-L1 OFELAFHE S v, =8 LB
i7 % PD-L1 DI & itk D AEAFHIR & DI IED
FERERAR D B 5 & DAL H S (Sci Transl Med
2012+28:127a37),

2012; 28: 127-37), (%)
(%)
4= [Azh] 4= [B2hE]
OFE I FEFE MRS (0N0-4538-03/CA209025 & S B g BB Ze S g L L [ B 4 [R) 4 T AR S BR

)

A& F B EEH 2 3 2 huiEriEgEAl (7%
VF=T RA=F=T VT T x=T N2
T BETALHRIERE A T DT RS
PR D P B AR A A B A e ABE 821 51 (A AR NGB
63 Bl &G de, AFIFE 410 ], =X U LR 411
) ZXGc, =_Xu U ARE5RE UTARH 3
mg/kg % 2 WAMEIMRTAREENE Lz & X OF %
ROz let Uiz, EERHMETEE Th 524
FHIM_(BLE, Tos]) (HrfiE [95%fEHIXH]) 13,
AFIFET 25.00 [21.75~NE*] #H, =Xz AR
BT 19.55 [17.64~23.06] WA TH Y . AHT~
N U AR L FICEBERIEE 2R LT
(N — R 0. 73[98. 52%{E #H X [#: 0. 57~0. 93],

(ONO-4538-03/CA209025 FRER)

M FAEREERZAG T 2uErEEEAl (O %
VF =T A=mF=T VT T =T N =
) EETeALHERIERE T D T TR
PHE 0D 19 B A e T e s AR 821 51 (AR AR
63 Bl &E&ie, AFIRE 410 B, =Xo U A AR 411
i) ZXBRIc, =_Xa Y ARZRRE LTAA 3
mg/kg % 2 MMM CRFEFE L7 & a2
K OZeErERF Lz, EEMEEE Th 524
FEHIRAT (FR e fif [95%IEHE X FHT]) 13, AHIHE T 25. 00
[21.75~NE"] B H, =1 LAZXFET 19.55
[17.64~23.06] # A THYH ., AANT=~a U A
ATk LR PIICA BRIt R 2R LT (N —
NEt 0.73 [98.52% 8 X : 0.57~0.93],




p=0.0018 [J&H| log—rank fE], 2015 4 6 A 18
HTF—H2 v b4 7),
)

p=0. 0018 [J&%!] log—rank fR/E]),

CI)

0S D HfHIfFEAT i D Kaplan-Meier i 0S @ HFEfRHTRED Kaplan-Meier iR

58—y 7o, HANESEM 63 B CRAIRE 37 I, = | 58— F7o. AANESER 63 B CRFIEE 37 I, =
~NE Y B ARE 26 ) 0 08 (Hhoefi [95%IE K] NE Y L ARE 26 ) DSR4 (Rl [95%
(. AHIFET 27.37 [23.62~NE] B H, =~n Y (EHEIXH]) (X, AFIEET 27.37 [23.62~NE*] #
LARETNE [NE~NE] WA Th o7z (NPF— Rk H. =1 J AZREET NE* [NE*~NE*] A CTh o
1.50 [95%fFHEX[H] : 0. 49~4.54]), Tz (N — R 1. 50 [95%(EFHIX [ : 0. 49~4. 54])
R RE_(BLF . AR x - i REE

(M B%) (X %)

HARNEMIZK T 2 05 o [ fEHT R D HAANEFIZEBS T S 05 o g o
Kaplan-Meier gz Kaplan—-Meier pif#

6 ~— @I[EFE I [F 5 AR (ONO-4538-16/CA209214 74 (@D3ahn)

BR)

(L ARIRIE OEATVE TSR O ¥ W
Jea 00 A s FR R 1, 096 ] (H AR A B 72 (il % &
te, AV A~T (GEEH#Z) OFH (BLF.
(AH+A Y L~T]) R 550 ffl, A=F=7
B 546 ) 2B, A=F =T %3l L L TAK
Fl+ A Y A~ T DFEMHEKR OB ZRE L
7. FEFEMGIE H C & D International




Metastatic RCC Database Consortium (LA F .

[TMDC]) U R 7 55%E @ Intermediate KON Poor
YA DB BREI+A Y A~ TR 425 ], A
=F =Tt 422 B) (BT D 0S (FUfE [95%F
FEXH]D 1, AR+ AU A~ TEECTNE [28. 16
~NE] WH., A=F =TT 25.95 [22. 08~NE]
THTHY, KH+A Y A THIFA=TFT =7
BRI A B RIEE 2 s LT (0 —
R Ik 0. 63 [99. 8WEHEX[H : 0. 44~0. 89], p<0. 0001

[J@5] log—rank BiE], 20178 H 7T HT—X N
v b A7),

*1 : IR kT3 5 B H R IE OIBHRIED 720
B, L. U FOGAE IS IEEEICE
DR,

FEA TR AT RE 722 B e Lok L C 1 FRER OOl
A ST HBEYE (7272 L, & N HE A
K+ (AR, [VEGF]) Xi¥ VEGF ZA{KAAE
B & U2 3EAI &2 BR< ] DSHEAT S 4v. 2>OffHi
SAFAMT LA B REE D Bt 5006 6 1 AU
BRI R L2 h G
*2: AHl 3mg/kg (AHE) LA Y A~7 1mg/ke
(fKE) Z[E HIZ 3 MM T 4 [ E
L7, AHAI3 mg/kg (KEH) % 2 MMM




7y

CRBEE L7z, JFHAESRICBWTE, K
B2 E L, A Y LA~ TIIARK O
5T 30 U EoMEE BV TR %
BRAE L 7=,

*¥3: U TOO~@ODWT I HEEY L WGE
(213 Favorable U A7 1 XIE 2 HHH &z
TSI Intermediate U A7 . 3 TAH LA
AT ATl Poor U A7 L S,
OBl E & 2 W S 4T b ARG ER o JE{E
ZEUH T F T 1 ARG, @Karnofsky —f%Ik
HE 80%ATM . @ ~F 7 1 B AN FEEE IR
K, OWIEZDO IV MMEHR 10 mg/dl
AR D, O BRI A SEVEQE IR A8 2
% @I/ MRE D FEEE FREE X D,

(X 1%)

3 0S O FRFENTIED Kaplan-Meier B
AT R4 © Intermediate &N Poor U A 7 B
=

fcﬁiS\.B%Si\bﬁ%HI*E?ﬁ%ﬁ

(ONO 4538-16/CA209214 7XEx) (235 T, IMDC U
S0 A7 Favorable U A7 0)%% V3 3 R I

H @ﬁﬁﬁﬂ?ﬁ% LN, MEEEABRICH




AN BT Favorable YV A7 OBE DT —Z|T

HOE, RN 21T o T fii e, AAI+ A E

UL TREL WL CRA=F =T TR 725 R

NEHR TS (FH),

(1)
4 0S O HENTEE D Kaplan-Meier fhifR
FENT R RAEH : Favorable U A 7 BB

g ~—

9 ~— v

[Z4x1%]
OEBEER S M (0N0-4538-03/CA209025 74
BR)
A EREGIIARFIRE 397/406 5] (97.8%), =1l
I AT 386/397 1] (97.2%) IZFE® HAv, TREREE L
DR EBURDEE T X WA ERG TAKIRE
319/406 1 (78.6%) . 1 U A ARE 349/397 i
(87.9%) IZFBD BTz, WA DORE THBLFN
BWLA_ EDRIWERIZTRD LB Y Th o7z,

K1 WTNORETIILERED %L EOEIEM
(F )

7pE5. BEVEMEMZEE 19 6] (4.7%) . fhide 14

(0. 2%) . A AMRIE/ X A 23T —56 ] (13. 8%) .
KIS - EED THI 10 61 (2.5%) . 1 BIFERS 1
B (0.2%) . FFHgREREE L 46 B (11.3%) . AFZ% 1

6 ~—>

78—

[Zz4t]
B B 2k e U= [ BR [R) 2 TITAH 7R

(ONO-4538-03/CA209025 7R ER)
B EFGRITAIERE 397/406 5] (97.8%), =~Xm
I ARE 386/397 il (97. 2%) IZFRDH HAL, TRERIK L
DR EBHRNE E T E oW E G IAIKR
319/406 fi] (78.6%), =1 U AR 349/397 {5
(87.9%) (TR BHNT=, WTHDORETHRIRN
5% EORIWERIZTTRO LB ThoTz,

WD RETHRBLER DS 5% _E o EIEH
(F )

7. RVEVERGZE R 19 61 (4. 7%) . Bidk 1 4
(0. 2%) . FEEUT R RIE 56 B (13.8%) . KAk -
HEED R 10 1] (2. 5%) 1 ALBEFRS 1451 (0. 2%) .
APk RERE X 46 5] (11.3%). AFZ 141 (0.2%) .




B (0.2%) . FUIRIRIERERE S 34 6 (8. 4%) . FHfkEE
65 6 (13.5%) . BHSEERETE (JRMNE [HEMER &
%) 28 31 (6.9%) . FIEPERERET 6 51 (1.5%) .
infusion reaction 21 f (5.2%). EEJED K &EE
FAp] (1.0%) . THEAERERESE 2 4] (0.5%) . B
K1 (0.2%) KOS E DR 1H (0.2%) 237
Doilz, iz, EEMBEIE, O, ENE
1R SR B . 2%+ BEIEEAR S OVER R Az
FERRJEITFRO b o 7=, AREWEAZEILRILE
Bk Fg oS ERREERT > 5T) %
B R A T,

HOR IS BERR S 34 f51] (8. 4%) . HH#RFEE 55 4
(13.5%) . BEHREREE (RANEHIEMER RS 28
B (6.9%) . RIBHERERS 6 1 (1.5%). infusion
reaction 21 f (5.2%). FJED ZEFREE 4 4
(1.0%) . FIEEAMEEERE 2 61 (0.5%) . HFEXK 1 4
(0.2%) KOS E D EES 161 (0.2%) <iEH BN
Teo Fio. HEIEMEEGE, (OFK, SENME/ MR
P PESRBEIS . e - BIBEIE S OVER IR Az AR I
IO o T,

9 ~—

@ FE B LA H MFEER (ONO-4538-16/CA209214 34

)
HEFEZIIAA A BV L~ TR 544/547 B

(99.5%) . A=F=7Ff 532/535 fi (99.4%) 2%

OB, BB L ORIREBRARETE RWAE

HEIAK A BV A~ 7 BE509/547 4] (93. 1%) .

A=F =7 FE521/535 B (97. 4%) TR H AT,
WD RE TIELED 5% FORIWERIZ FRD
LBV Thot,

£2 WITNOORETHILED 5% EDOEIEH
(F B

(@diam)




10 ~~—

BB, AKFA Y A= TREICEBW T, MRS
= 136 1] (24.9%) . ATFHEAERESE 98 ] (17.9%) . H

RIREEREREE 147 ] (26.9%) . BHEREREE 46 f

(8. 4%) . REVEMEAEE R 35 i (6.4%) . KB - &

JED T 36 5l (6.6%) . HEORJERE 20

(3.7%) . TEEAEREREE 24 (5] (4.4%) . RIEHERE

[ 32 1 (5.9%) . 1 AUHERYE 5 61 (0.9%) . FER
761 (1.3%) . ESEMESGE 1B (0. 2%) . AN - B
5% 2 ] (0. 4%) . infusion reaction 22 5 (4. 0%) .
SEIER 2 il (0.4%) . OB 1B (0.2%) .
% 2 B (0.4%) . BEBUHEARE/ I A NF—102 i
(18.6%) . A 7 61 (1.3%) J% OFFIR AR ZERE 2
Bl (0.4%) RO BN, Fio. M /MR
D MRS BRI K OSEEALPERR A R ITER O B o
oo AREIEAREBIRMITIYZESZOBEES (5
EREMERE 2 ate) 2 E0EHEREEZRT,

11—

[Hik - HE]

AFNORHEMAEYHEET V2R LV I =
L—ya iz kb, AAIS mg/kg XiE 240 mg % 2
1 [ R T4 G- U 72 B A o i i o A3 ket
SNz, ZFOFREE,. KA 240 mg 25 LB DR
R, KAl 3 mg/kg ZBH |- BEOMRTE & L I
L CEEEZRTETFHRISNTZLOD, HARNE
FIZBWV CHEME R SO D AL HE (10
mg/kg % 2 WG CEE) TAKZ G L2

(R - ] omE A BN




OURFE & &t L Tz~ 3 & TRlsnz (T
) M T AEBOREBICBIT LT —FITHEDXE,

AHN 3 mg/kg X% 240 mg % 2 HEEkE CH& 5 L7

BROAF DOUREE f & A0 T LA & O %
e 2 BREE ST T VMBS S, Y RKBE T
DWW THEREDMTON AR, FEOHE - HED
il CA MM OVZ2 AN IR 72 72 B E 72 & T3
SNz, Fi-, BEHEAEBFICKTLT—XIZ
FHOX, KA1 mg/kg X380 mg A Y A=wT
3 mg/kg % 3 MM HIME CTHE L IZEROARAOREE
i & et L ORE A RET D IRE SIS ET LD
R S, YEBEIC O\ THRBIDM TR E

ROV - HEOR CTZAVEC AR AR IT 2

WweTHlI ST,
K3 AANDOEPERE T A —H
Cmax Cmindl4 Cavng Cmax, ss th], ss Cavg ss

JHE - i (ug/mL|_(ng/mL|_(ug/mL| (ng/mL|_(png/mL| (ng/mL
) ) ) ) ) )
51.6 | 16.6 | 24.3 | 113 | 62.1 | 77.6
(35.2,| (10.7,| (17.1,| (75.0,| (27.1,| (42.1,

70. 8) 24.5) 33.9) 171) 107) 127)
72.7 | 23.5 | 34.1 | 159 | 87.8 | 109
240 mg Q2W (51.1, | (15.2,| (25.1, (102, (41.5,| (62.1,

103) 34.6) 47.8) 254) 158) 187)

191 61.3 | 90.8 398 217 278
(147, (51.2,| (79.0, (331, (184, (237,

219) 79.2) 114) 532) 313) 386)

3mg/kg
Q2w

10mg/kg
Q2w




W fiE (5%, 95%0) . Q2W = 2 A RIEE. Cu. : ¥
@&g?ﬁ@%%m{%qj/&};\ Cuindi4_: %DE&’%W& 14
H HIZH T 2 HARIMIE FREE | Covan : MBI 572
14aaivm$mm%$ﬁﬁcmw-*%ﬁ%m
SCIDRAY 4 m@¢%f %m EFIRIEIZBIT D

%’ﬂi&ml‘{ﬁ EF[/)I_?.}_LA\ Cavg, ss, 'H‘ﬁé \:% ‘J’ %) :F‘:[:/jml

18 PR

12— |4 HERIZHOWT 8= |4 HERIZ VT
AL R IEBE TR PR O AR 15 U FR AN AE SRR O B AREM & LT I RGERE (2FRE) 238
MR A (ST DB EITIE, KRR E LT BITND S Eh D M A s T X
ﬁ%ﬁﬁﬁﬁ(éﬁﬂﬁ)ﬁﬁﬁgmfmé & 2 Gl B R B D, 20 | C. ﬁﬂ@&@
75‘% élnxnﬂﬁ%fl@@] ’%ﬁmf%éﬁm X T 5 75)%@72%%% [—ﬁ Erjd‘:ﬂ:_l/ j&ﬁl@&’%—
ER D, O LT, EEG Y 27 EHEE (RUP) =
IS X | AR OEE R 22T ~D /) HELZBMEAZRIEL LT-BRICKINT 5 2 &?PM\%
m%w&&m BT o T AKI OB 5 M5 ) 75 12D LLFOO~@D T R CT A= I Mgk
Faishr - FrE L, AFloOFTEIZ X HEZREINE WTHEHATHRETH S,
& 38 LIZBRlckbie 325 2 k#%%ﬁt@ LA
TOO~@DFT T &= T2 BV TEHT
HRXEThbH,

12— | ORiFIC2NT 10 ~—v | OEFZIZ2\ T
D-1 FiEo (1) ~ B) OWTFHICEYT D D-1 FiEo (1) ~ (B) OWTHICHENST S
gk ThHDH I &, ik THDH I &,
(1) BB REEE T 2 03 AR L () BAFBRENEET 5 23 A s L U5

e (FBIE T IS A2 s LS E . MBI

Bess (RRIEIT AN A2 OB il mopile . LS




PSR, MU AR R £
CERK 30 =4 H 1 HEFA ;437 Jiigk)

(2) FrEbaemibe Rk 29 42 6 H 1 HIFA @ 85 fii
X

(3) B RN FE DR E T 2 03 AP (23
IOEEETR E P, 23 ARSI 1 1P
S AR HERE R P 72 &)

(4) S AL IR AR L, AR SRIE IR
i%%m%%%m%zmmmﬁﬁ_%éﬁ

PSR, IS AR R £
(PR 284 10-H 1 HIFEA : 427 J7%)

(2) K ERSRERBE (P 2845 9-A 1 H R - 84-)i
e

(3) BN RN FEFEE T 2 03 A RE P (23
IFCEEE TR E P, 23 AR T TP
S A HERE R P 72 &)

(4) AL FRRIEE 2R B L. AR b REI R
1%%m%%&m%2@mmﬁﬁ_%éﬁ

HZ2AT > T Dfiiex Rk 28 47 A 1 HIRFAL: H 24T > T Dlieg CERK 27 A 1 HIRFA
2540 Fiig%) 2538 i Z%)

(5) PR AL G & BN O i sk F IR D (&#ﬁiﬁfﬁ@ﬁﬁﬁm%wm XILVEITHR D
JEHEIT> T Dltiek CEAL 2847 A 1 HEF JEHEIT > T D ltieR CEAL2ZAET A 1 HE
mL ot 1290 Jifi %) R 1284 i %)

15— (B 2h B9 5 F] 10 X—3 [B2hEIC B3 % ]
O FROBHITBOTARAOENENRGES T O FREOBF BV TARAOHNMESRFE ST
WA, W5,

o IMEREEFENZ AT 5 iy Al

(TxR>F=TF, A=F=7 VYTF7Tx=

T N N=TEE) et b RIERE A A

T 5 MRIEYIBR A BE XX HE RS 1 0 B e g
BE CRFIEMEE)

o (LFEIERIBGHED IMDC Y R 7 5

A

o IMEBAMEIERZH T 2 HrEskEIE g A

(THXRVTF=7, A=F=7, VYT T7x=

T RN TE) EETLRIERE RS
I D ARIAYIBRARE SRR M D B e e




Intermediate X|% Poor U 27 2 piRih
PIBRARE X TS E O B Ml EE (1 b
VA= 7 L OUEHES)

QTR T 2 BF T DA H D5 K Ol

RITEIZ DN TR, RFIOFIERHEL SN TE

5. AFIOEERR LR BN,

o ALFRERIGRBE LY A M A CBHF O
IR DIRIEIE % AT 5 IBF 1Tk 2 ARA R
Fo

o fiTtRABIIRE,

=S I B e O
(ON0-4538-16/CA209214 #kBR) (2B W\ T, LA
TOO~O®D VT HEEYE LAWEAIZIE
Favorable Y A7 . 1 XiZ 2 HHH AW 97%HE

\Z1% Intermediate UV A7 . 3 THHLL A7z

THAITIE Poor UAZ EE Tz, (6X—=UH

\%@

s & B2 M S AT b AR o HE AR

AE T FE T 1 AR

Karnofsky —f%IKHE 80%ATi

~NE 7 fEDS YR T IRA
WIEZO DL T MED 10 mg/dl X

e 6

@ FRLICEE Y T 5 B TR D ARKN O 5 % OV
HFEICOWTIE, RFIOGIERHESL SN TE
59, RAIDOEGRG L 725720,
o (LFIVERIGEDBERL N A A v
AN O OIREEEH T 5 BHE,
o INEAHBIESIRIE,
. e I \ i

Tob = ofliil




)
© G ERE FEEE EIR 2B X D
© i/ IR FEREE EIR 2B X D

16 X— | @ORFIOERRERIZB T, (EFREERER | 11 X—Y | @OFRFORKRFRERICBW T, BG5HEMS 14/
(28T L BRI G- Tl GG 5 1A 8 L 8 M Z LA IMEDORH AT > T\ Z L&
M & ALFRIERIBEEEIZBI LAY A~ BB, AFBEE I EICESRE TR
OB I GBS 1R 6 B Z & MR EITO Z &,
(WElE 12 A ([ZADMEOFHE 21T > Tz
ZEESBIT, RABGFIXEMICEGRA T
NEOHEREITO Z &,
WHAAR U U VN EO R R HEE T A KT A L OWETERT G IRxRER)
Pel) IH
YA (FHREBRD) B2 RS (BT HIBR)
2= ®G L7 b HENROHE 2= *Gg Ll s HIEAOHE :
WE . RANCIFE=RL~T BB L L WHE . RAICIE =R L~ (Bl FHaz) &L
T, 181240 mg % 2 WRHIFE CHRMEFFIET . T, 119] 3metke—U&d)—7% 2 JH M FHIRE C Al FhiE
T 5,
3= 2. RANIOF, 1EAHEST 3= 2. KRHNOF. 1ERET

ATV AR HE 20 mg R OELRIFHETE 100
mg (—f4 =R~ T (B FHHz),. BT,
[ARAN) 13, NEFIREL TSt A X L v s
2ftE (7Y ANV <A —X X7 A7 (BMS)

7 — R 20 mg£100 mg (—%4
=R~ T GBI Z) . LT TARH) £1n35)
X, MR TERASE A X Ly 7 24 (B
TUARL =AY —R A7 47 (BMS) 1) 0




) MEAF L7-t b PD-1 (Programmed cell
death—-1) x4 5t M 1gG4 £/ 7 u—F/LHL
KThH s,

(%)

F o, MR Ol T A2 E A
TAEA L E—Txzar B~ (IFN-y) I2k-T
PD-L1 OIBLNFHFE I, 8 L7 EEHRIC
(7% PD-L1 DFEHL Ltk D AR & DRIIZIED
BB D L DS D (Sci Transl Med

BA% L7-t b PD-1 (Programmed cell death—1)
Ik 5k Rl Tg64 £/ 7 va—F LHURTH 5.
(%)

F 7o, R RAERE TR T M EA
THA =Tz~ (IFN-y) ITL-T
PD-L1 OFELAFHE S v, =88 L - IEEAHRIC R
(7% PD-L1 OFBL & It O AAEHIR & DRIZIED
RS B 5 L OHE S H D (Sci Transl Med
2012+28:127a37),

2012; 28: 127-37), (1)
(%)

4= [Z241] 4= [Zz41E]
OENE D FHRER (ON0-4538-15 BR) OENE T AHRBR (ON0-4538-15 75#k)
BEFRGIEHNFED DL, AAlE O FBEfR BERRILHUFEO b, AFKE ORFEER
DEETERVWAFEERL MR O LN, F MEBEETERVWAFTERL MR Tz,
BN %L EORWERIE FEO LB ThoTz, BN 5% EORWERIZT FEO LB ThoTz,
F£1 FEIBRN WA EORWER (2<% FEHLERD 5%LL EOFIWER (LM x5 4 R)
M)

58— (£ 0B%) 58— (£ %)

ek, MVEMEMZER 1 (5. 9%) . RESC BhAFAE
[ AT —2 B (11.8%), KIFK - HED T 1
B (5.9%) . HFHEBEREE 1 61 (5.9%) . HRAHERE
R 3 il (17.6%) . fhRekEsE 3 i (17.6%) K&OF

7p¥s, MVEMEMZER 16 (5. 9%) . REBUT RhAFAE
2 (11.8%) . Kimdk - HEO THI1H] (5. 9%) .
JFBgrErESE 1 1 (5.9%) . HUIRIREEREFRES 3 {4
(17.6%) ., FhfgpEE 3 51 (17.6%) KT infusion




6 ~<—

infusion reaction 1 f (5.9%) RO HILTZ, £
7o, EIEFEESNE, OAR, Mgk, 1 BBERE,
P i R PSR B . TS, B RRRESE . A
PR, MMk - BERSR, EEORERE ., Bk
RIEMRE, THAMEREREE, AR OS L S K
X5 e o T, REWEHRBURILIE Y & F
Lo HEYg (BAREERTZET) 2504
AR A I

@uEs g TAERER (CA209205 FRER)

HEFERIT 238/243 5] (97.9%) IZFEH HIL, A
AleoREBEENTETERWVWAEEFLIL
185/243 f5i] (76. 1%) |ZiB&® BTz, FIIZH %L
FORBWERIZITERDO EBY ThoTe,

2 FEBLFED %L EORIWEA (A1l Treated
Subjects)

(£ 0%)

7Rk, FEVEMERR AR 15 1] (6. 2%) . RERU A
JE/ I A /RF—19 6] (7.8%) . KB4 « HED TH
6 %1 (2.5%) . FFHERERETE 22 5] (9. 1%). FF2% 5 4

(2.1%) . HURARBEEERSE 28 1 (11.5%) . fifkks
#40 B (16.5%) . EiReREE 4 61 (1.6%) ., MKk -
BEREESS 1 61 (0. 4%) . EEDORJEREE 3 61 (1.2%) .
iRz ZEARSE 1 B (0. 4%) . infusion reaction 38

—

6 ~<—

reaction 1 (5.9%) T@RHLNTZ, £7-. HIE
AEE, Dk, hge. 1 BUBERRIAE, Stk
IR SR B . T2, BARRERRE . BRI
2% - BN, B ORERETE . FRR M AR ZERRE

TERAERE, FRNEOSE S BERITED 5
o Tz,

@/t TAHERBR  (CA209205 FABR)

BEFESRIT 238/243 1] (97.9%) IZFROH B, A
EKLOREBEBENREETERVWEEFZIZX
185/243 f (76.1%) ZiB b7z, FEHHRD 5%
PLEDOEWERHIZTERDO LY Th-oTo,

FEBLRD 5%LL EORIWER (ALl Treated Subjects)

(# 0%

ks, MMM R 15 B (6. 2%) . AR A
it 19 1] (7.8%) . KBS - EHEED T 6 41 (2. 5%) .
It RErE s 22 61 (9. 1%) . T2k 5 61 (2. 1%) . HUIR
RFRE R 28 1] (11. 5%) | FhREFERE 40 5] (16. 5%) |
PR REREE 4 151 (1. 6%) . 2% - BEREEZE 1 51 (0. 4%)
BEEOREREE 3G (1.2%) . FRRIOARIERE 1 6]

(0.4%) . infusion reaction 38 5] (15.6%). W




i (15.6%) . e 2 il (0.8%) KROSE IR 2
] (0.8%) DD LIV, FTo. HEIEMEIE,
O, ok, 1 BUBEIRIA . Sz M i Vs P48
BRI, R PR A OV BB REE TR O Bz
Mo lo, ARWEHFEBVRDUT Y FG OB E RS
FEAR R AEEREE 2 5Ty) 2 B CEEER A ~T,

251 (0.8%) KNS E SR 241 (0.8%) <ild b
Niz, Flz. BEIEMESE, O, . 1 HHE
PRI S PRI NS MR SR BT . RIS B e OY
TERBEREREE TR B0 Tz,

7=

[ - H&E]

AR ORHEMEYEEET VZRAL -V I 2
L—3a 280, KK 3mg/kg (IRE) XU 240
mg % 2 A TG L2 O AR O Mg FiEE
DRRET STz, ZORER, AH 240 mg 5 L7
BROMEFZE BT, AH 3 mg/kg G U IZBEOREE
EEHBRLCEELZRTETHISAZLOD, H
ANEEIZBWV CTHBEESIHER I TN D Y -
& (10 mg/kg Z 2 FHFE THEEG) TARHFZ &

G L BROMETE R & i U CIRE A R & PRIS
Ntz (TR, AT, EEROBIEICS T 57 —%

IZHED X, AHI 3 mg/kg (REHE) Xid 240 mg % 2
T IR T G- LIZBR O AR O & L A hiE X
(&M & OB 2 iRET D MREERUGE T L AME
BE, YEBEIZOWTHRBIDM T i R,
RO ML - HEOM TH MR OV I W i
RERIIRVE TSN,

([ - FHE] omEHEEM)




#* 3 AKIOIMERE T XA —X
Chax Cuindia | Caveats | Cpaxess | Chinoss
ik HE (ug/mL| (ng/mL|_ (ng/mL|_ (nug/mL| (pg/mL| (ug/m
) ) ) ) ) )
me/kg | 216 | 166 | 243 [ 13 | 62.1 | 77.6
T (35.2,| (10.7,] (17.1,] (75.0,| (27.1,| (42.1,
== |70.8) |24.5) [33.9) | 171) 107) 127)
72.7 | 23.5 | 34.1 159 87.8 109
240 mg Q2W (51.1,| (15.2,| (25.1,| (102, | (41.5,] (62.1,
103) | 34.6) |47.8) | 254) 158) 187)
191 61.3 | 90.8 398 217 218
(147, | (51.2,| (79.0,] (331, | (184, | (237,
219) [79.2) | 114) 532) 313) 386)

HJ i (5%, 95%5) . Q2W - 2 JHMFE. Ch : A1)

Ca\'g, ss

10mg/kg
Q2w

[ #5518 D s e 8 PR IE L Coinars 2 W52 14
H HICB T DRI iE PIIE. Couga : WIRIFE12

14 HH F TOFEHMIEFIEE Couw oo EHARFEIZ
B D EEMiETIEE, Cu,.: EFIREIZE TS

RS PR, Co
e

EFRBRIC I 1T % FH 1

g —v

OfEF% Iz T

D-1 Fio (1) ~ (B) OWTFINLITEYST D

Mz CThHdZ &,

() BT BREDFRE T 5 203 A il mp
B (EREIRF RS A RS E HE L SR e . Hidgk 23
ARSI S IR, IS AU RIR e R &)

Rk 30 42 4 H 1 HERA : 437 fis%)

7=y

OSBRIz DT

O-1 Fio (1) ~ B) OWTRNTEYT D

Mg THDHZ &,

(D) BAFBREDTEET 5 23 APl s
Bede (BB IR A AR HE LSRR, i3
AR TEE ISR RE . HUIE S A2 7 L)

(CERE 28-4F 10- 7 1 A M S - 427 0 7%)




(2) FrEtkrembe (Al 29 42 6 H 1 HERFR - 85 Jifi
X
(3) FRENF IR TR E T D S AR (0
ASTEEFR TETRBT. DY AR 7195
OB EEHEE R R &)
(4) S RAb R 2 % B L. SRR 1
ST KA FRENINE 2 Ofaax FAEIT4R D @
AT > T o fiak (CFRk 28 427 A 1 IR AL
2540 figk)
(5) Pt i@fﬂkﬁﬁﬁm%®m RHAEICLR D

(2) FrERERETR BT TRk 28-4F 9-H 1 HIREA : 84-Jii
X
(3) HIEF R FENFEE T 2 03 A E R (23
AR EEFR TEIRE, DY AR IEE IR, ) IR,
B EEHEE R R &)
(4) KA ZRIE R 2 %8 L. SR b neE 1
ST KA LN 2 O FVEIAR D Jm
HAEIT> TV D liak CERK2-FE T A 1 HRFA
2538-Jifi %)
(m#ﬁiﬁfﬁmﬁﬁﬁm%®m R FEEITSR D

Em%ﬁofw % (PR 28 -7 H 1 A JaH 24T > TV D litiex CERK 2747 A 1 B
w0 1290 fifi %) 5 1284 Jii k)
10 =R— [FH2hEIC B3 % ] 9= [H2EIC B3 % 1]
(@© %) (@ 1)

@ TRLICFZE T 2 BA ST D AH O Fe 5 K OME
MTEZ OO TR, AR OFIERHESL ST
BOT, AFOBGHR LRG0,

o ALTFFRIERIGR O EH

o MOFUEMEGA &P L TREGEND
BE

(%)

@ FREIZEE Y T 5 B 3T 2 ARAK| O 5 ) OME
RIFEZDOWTIL, RAIOFRMMED L ST
BOT, AFOEGHGRER LR,

o ALTFRIERIGIE D BH —
o fOPEEMEE A & o0 H—

(%)




F 7Y — R A EE 20 mg K ONELAEEE 100
mg (—f%% =R ~7 GEaf##z). LLF,
AN 1%, NG TSt A X Ly s
2%k BL7Z VARV~ —X 27 A7 (BMS)
) MEEFE L7-t b PD-1 (Programmed cell
death-1) (Zxf9 5t Ml 1g64 &/ 7 v —F /L1
wKTh b,

(%)

T/, MR RANERE CIERRE T e EA
THA v HE =Tz A~ (IFN-y) I2Xk-T
PD-L1 OFBNFHE I, 88 L7 EEHRIC S
(7 % PD-L1 O3 & vtk DAL & OFIZIED
BB B D & OHE S H D (Sci Transl Med
2012; 28: 127-37),

(%)

I Do T A KT A4 v OWETERT (IR iEER)
E<lh 5]

Y= (FARRERIBED) Y= (B yHBRERHIBR)
2= KL 72 D HEKR OV E 2= kgL D MiE K O &

WE. A=A L~ BafEiz) &L WE. RACIZ=RA L~ B fiz) &L

T, 1[F]240 mg % 2 WM MR CTAREFET S, T, 1 19] 3melheUAE) % 2 IR C A ER

T 5,

3= 2. RPN OFE, 1EHBET 3=y 2. ARFNOKE. 1FRET

7 — R ETEER T 20 mg£100 mg (—H%4 -

=RN=T (B TR ) . AT TARH]] &5)
(X, NI TESEASE A X Ly 7 24 (Bl
TYARMV A= 2747 (BMS) 1)
BAFE L7-t b PD-1 (Programmed cell death—1)
k5 Rl 164 £/ 7 u—F PUKTH 5.,
(%)
F7o. MBS R TR T MR EEA
TEHA v H =Tz~ (IFN-y) I2k-T
PD-L1 OB FHE I, 8 LB
i7 % PD-L1 DFEHL & vtk D AEAFHIR] & ORICIED
FHRERAR D B 5 & DAL H S (Sci Transl Med
2012+28:127%a37),

(W)




4

5 ~—

(@RI |
[EIBE S [) 56 ILAERASR  (ONO-4538-12 #lER)

2 DUl EOALFERIEIE 2 T DIEMER RIS A
S ORI YIFRANRE 72 AT - FR O Hm
EHEAWE (EEOTLNEETHEAHLY
ET 5 em LINIZALE T 2 0E) B 493 6 (HA
NIEE 226 Bl &5 Te, AAIRE 330 i, 77 AR
163 f5l) Zxt&lc, I RERBE LTAA 3
mg/kg % 2 MR CTAREERE Lz & & ofa 2%
OB Uiz, EEHMEEE Th 224
A (Hrfil [95%fE XM ]) 1%, ASHIHET 5. 26
[4.60~6.37] B H. I EREET4 14 [3.42~
4.86] WA THY ., KANIT 7B RITH LK

WCABRIEEZ 7 LT (O — RE 0.63 [95%
fEHEXR] 1 0. 51~0. 78], p<0. 0001 [J& 5! log-rank
BE]D
(X 1)

[Z2414]

OENE AR (0N0-4538-12 F5#%)
BEFESIIAKIRE 300/330 5] (90.9%) . 7T+
AHE 135/161 f51] (83.9%) (2R B, JRBRIE L D

4=

5~

[A2ht]
— P e g LU= [ [ G (] 2 I AH B

(ONO-4538-12 7 5ER)

2 DL E DAL TFIRIERE &2 A3 D EEEIRIRIC AL X
AR OB YIBRARE 72 1T - RO B/ E IR
HEEAE (EEORLAREFTEATLY L
T 5 em INITALE T 2 I) B3 493 1 (AARA
BT 226 Bl & Ete, AAKIRE 330 #, 77 B AEE 163
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