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E%L (BIEH OZWr-oxhc I B L THRE R OBz
EZTONDEMICHDH T L), EHITHED R ALE
INTE DIRHEESTND Z &,

g L, JBEFLSE) (2xF LT, Ykhtiax ST BEE
WO FM 2 A3 2 EM & L (REHOZ
WOt I B U THR R M O SR 2% 1 b 5 54
(D L), EBIHEEIZRAE D T E DA 23 E
STWBHI &,

W R U U O B fE HHEE T A KT A o OWGETE

AT OB IE 6 iR S%)

2 L— g 0250 AH 480 mg & 4 BRI T

P G- AT AR O HITE - 85 TR G- L2 BRO AR

DMLIEPIREN R S, TORE, AHAI 480 mg

Z 4 W E R THRE LR O EFIREIZB T 5

P E FHEE (AT, [Copocd &V D5,) 1, AHAl

240 mg % 2 WA CTH G L 2B O C,, o EHADS

B &
M R— (Tﬁ%ﬁ%) Y- (W%ﬁ%%%)
2= KG L I D FIEROHE - @, AT =R L~ | 23— Gl I D IEROHE @85, RAIZIE=A 1~
7 (B z) & LT, 18] 240 mg % 23 7 (Efz R z) L LT, 118 240 mg % 2 FH R
[MFE X3 1 [F] 480 mg % 4 JA[H IR T AfiiET 5 bR TR 5
TR— [ - HE] TR—= [Hik - HE]
(%) (%)
#3 AKHNOIEWEFE T A —H #*3  AFNOHEYERE T A —XF
(F W) (F M)
Fo. BRAOREMHEYEREET VAFIH Lz




LETREhie (PR, Fiz, AHAI480 mg % 4

[A] 1B T He G- L 72 BR o0 T FR BRI J6 1 % e e MfL {5

PR AT, (Gl &WVD ) I A 240 mg
Z 2 TN THE G LIZERD Cu o &L THEA
T EFREREZLOD, ARKABEICBONTA
BEDPHER SN TV YL - & (10mg/kg % 2 1
MR T E) TARFEEE LIEERD C o & G
L CRfEZ rT L THlan (FR), mx<, &
BoEEIZBIT 5T — 215 & AAI 3mg/ke (IR
H) F7013240mg & 2 MM, A L <UEKHA 480
mg % 4 FHIME TG LCEOARF OgEERE & A
Ve T2 Ak & o B 2 i st 3 2 R G E T
JUDMEEE S MEEBEIZ OV TRET DM T L 7§
E. LERoOAE - HEOM AR 0% 2P
e/ THIS U,

8=y | K4 AFNOEYBRE T A —H
El))
9~_—y O MERRIZ 2N T 8 —y

O-1 Trd (1) ~ (5) OWVTINICEYT

LR THDH I &,

(1) JEAESBREDSEET 503 V2R AR
Bede (BRRIEF RS A S E HEIL SR e, Itk
IS ARSIFELIE L RO e HUIER S ARSI 7R

@ MEFRIZ2OWT
@D-1 FRED (1) ~ (5) OWTIMIHLET
LR TH DI L,
(1) EATBREDEET 2 25 v iRl L
Pess (RIEATI S AR S L aim e, ik
3 A BB LR, S ARSI




&)

(2) FFEHKRERT

(3) H#BENF R SEDFEET D 05 A2 I #E I B
(DS ARSI TEE, 25 A HREHE ) /)
Tbe. 23 PR EEHEE R &)

(4) IRACFRIERE 2 RE L, SRIEFRIEINE
1 SUFARAC S HREIE NN 2 o fi g% I YR (2 4%

51T T2 ek
(5) HUEMEE AT & BN O Rk FEHEITAR 5
Jath&217 > TV 5 fiak

) (SFnpE 7 H 1 RN - 436 W)

(2) FFEMRE R34 H I HHER—-86
i5in gru)

(3) EBEFERINFERFRE T 5 03 A2 H S bt
(DS AFSHEEETE EIRBE, 2 A seia s i /)
BT, DS AR EEHEHERE P 72 &)

(4) FRfbEpib= 2 aE L, AR L BREINE
1 TS Skl BN B 2 o i % H e 12 4%
% @ H & AT o T 5 i i —COFk
N 2516 fEa)—

(5) PrEMIREAIL G & BEINE O FUEI4R D
Ji 24T o T B i e — Rk
H#,Iﬁ . ]291 j}f—‘ﬂg%fh)

10 2—2

®-3 RUEHOZWLRISICE LT

WER (FEMEMERICI A, BEEMEIE, O
. k. BRBUIREARIE . KIBZ. /DMek, EEO
L1 BIBERIE . P4, ITRERBRESE . Ao, i
{EVERBAE 28 . BRI EERE T . T ERAHEERESE, f
PRbEE, EIEE, BIEEE, WMok, BHEOREREE,
R MARZERE . infusion reaction, HELFE 72 MK
P MEREAAEGRE, RikZ. BER. B OREN
i, MERR W EEE, OEREE (LS - ARAR - 0
PEHASMINHESS) . BESF M, L) ISR T, M4

Ho|

- X

95—y

-3 RIWEHOZEr-exHSIZEE LT

TER (FEMERE RN 2, EAEM I E, L
g, BEECHRARIE . KBk, /MR, BHEOD
Fi. 1 BBEIRIE . TP, ITRERBRES . AT2¢.
{EPERBAE 28 . HUIRIREERERE . T EAMEEREE . #h
ORI T |V R T R A e DRI RV e 2 )
RIS RS BMge, B O RJEREE ., ke e e,
infusion reaction, EE/pMEEE ., MEKERIE
feft, MRz, B, WEE DR, MG R EEE,
R GO EME) - ZRIK - D EIAMIGHESE) |

A4 B EE




A% ST B R R B BE 0D B P A A7 9 5 R Al &
E%L(@W%@ ZWr-oR I B U CHR S M OSSR

IS, JBEFLSE) 1T LT, %k XL B =
PRI DRIP4 % ERT & dE U (RITEH 02

BT ONDRMICHH L), HHICHEY) R ALE WXt B L CHE L O 252 b5 50k
M TEDRHDBHESTND &, IZh b L), EHICHEY) R ULE D T & DA 33
STWAHZ L,
B O R FHHEE T A R T4 v ORETERT (FrIEx i)
B &
M R— <7<f%%B EE) Y- (E&i%%%ﬁﬁﬁu%%
2= KG L I D FIEROHE - @, AT =R L~ | 23— Gl I D IEROHE @85, RAIZIE=A 1~
7 (B z) & LT, 18] 240 mg % 23 7 (&R z) L LT, 118 240 mg % 2 R
[HIFE I3 1 [5] 480 mg % 4 ##[H MR T RiEEET % bR TR 5
62— [ - HE] 62— [Hik - HE]
(%) (%)
#2 AKHOIHEWYEHE T A —H &2 AKFNOHEYERE T A —XF
(F W) (F M)
Fo. BRAOREMHEYEREET VAFIH Lz
2 L—3 3 0280 AH 480 mg % 4 FE[HREIME T
Fe 5 IBEARE O fik - &S TG LB ARHA]
DI IE PRRE DR STz, ZOFER, AHK| 480 mg
A WBRR CEEG LB EEIREIZK T %
PIMIEFIREE (LAF, [Coped &V ) 1T, AHAl
240 mg % 2 WREIFNE CHE LTZBED Cop o & FERIT




LETREhie (PR, Fiz, AHAI480 mg % 4

[A] 1B THe G- L 72 BR o0 G HIR BB IS 36 1 2 fie e M I

PR AT, (Gl &WVD ) I A 240 mg
Z 2 TN THE G LIZERD Cu o &L THEA
T EFREREZLOD, ARKABEICBONTA
BEDPHER SN TV YL - & (10mg/kg % 2 1
MR T E) TARFEEE LIEERD C oo & G
L CRfEZ rT L THlan (FR), mx<, &
BoEEIZBIT 5T — 215 & AAI 3mg/ke (IR
H) F7013240mg & 2 MM, A L <UEKHA 480
mg % 4 FHIME TG LCEOARF OgEERE & A
Ve T & & OB 2 it 3 5 R G E T
JUDMEEE S MEEBEIZ OV TRET DM T L 7§
E. LERoOAE - HEOM AR 0% 2P
e/ THIS U,

1=y | R3 AKNOEKPEIE T A —F
(&K
8§ R— O fEFIZ>ONT T R—=Y

O-1 Trd (1) ~ (5) OWVTINICEYT

LR THDH I &,

(1) JEAESBREDSEET 503 V2R AR
Bede (BRRIEF RS A S E HEIL SR e, Itk
IS ARSIFELIE L RO e HUIER S ARSI 7R

@ MEFRIZ2OWT
@D-1 FRED (1) ~ (5) OWTIMIHLET
LR TH DI L,
(1) EATBREDEET 2 25 v iRl L
Pess (RIEATI S AR S L aim e, ik
3 A BB IR, HUDS ARSI




&)

(2) FFEHKRERT

(3) H#BENF R SEDFEET D 05 A2 I #E I B
(DS ARSI TEE, 25 A HREHE ) /)
Tbe. 23 PR EEHEE R &)

(4) IRACFRIERE 2 RE L, SRIEFRIEINE
1 SUFARAC S HREIE NN 2 o fi g% I YR (2 4%

51T T2 ek
(5) HUEMEE AT & BN O Rk FEHEITAR 5
Jath&217 > TV 5 fiak

) (SFnpE 7 H 1 RN - 436 W)

(2) FFEMRE R34 H I HHER—-86
i5in gru)

(3) EBEFERINFERFRE T 5 03 A2 H S bt
(DS AFSHEEETE EIRBE, 2 A seia s i /)
BT, DS AR EEHEHERE P 72 &)

(4) FRfbEpib= 2 aE L, AR L BREINE
1 TSkl BRI B 2 o i % e e 12 4%
% @ H & AT o T 5 i i —COFk
N 2516 fEa)—

(5) PrEMIREAIL G & BEINE O FUEI4R D
Ji 24T o T B i e — Rk
H#,Iﬁ . ]291 j}f—‘ﬂg%fh)

9 ~t—y

®-3  RIEHOBZWRHGIZE LT

WER (FEMEMERICI A, BEEMEIE, O
. k. BRBUIREARIE . KIBZ. /DMek, EEO
L1 BIBERIE . P4, ITRERBRESE . Ao, i
{EVERBAE 28 . BRI EERE T . T ERAHEERESE, f
PRbEE, EIEE, BIEEE, WMok, BHEOREREE,
R MARZERJE . infusion reaction, HELFE 72 MK
P MEREAAEGRE, RikZ. BER. B OREN
i, MERR W EEE, OEREE (LS - ARAR - 0
PEHASMINHESS) . BESF M, L) ISR T, M4

Ho|

- X

g — v

-3 RIWEHOZEr-exHSIZEE LT

TER (FEMERE RN 2, EAEM I E, L
g, BEECHRARIE . KBk, /MR, BHEOD
Fi. 1 BBEIRIE . T Aa, ITRERBRES . AT2¢.
{EPERBAE 28 . HUIRIREERERE . T EAMEEREE . #h
ORI T |V R T R A e DRI RV e 2 )
RIS RS BMge, B O RJEREE ., ke e e,
infusion reaction, EE/pMEEE ., MEKERIE
feft, MRz, B, WEE DR, MG R EEE,
R GO EME) - ZRIK - D EIAMIGHESE) |

A4 B EE




A% ST B R R B BE 0D B P A A7 9 5 R Al &
L (BHER OBWr-O SR LTS R U
EZTONDEMICHDH T L), EHITHED R ALE
INTE DIRHEESTND Z &,

RS, BEALSE) (Sxh LT, Mk X IUr B
WP OS2 A3 2 AT & L (RHEH O
WroXH I T B L THRE R O SR 2% 1T B D &A%
(D L), EHITEYIZRALED T E LRG3
STWAHZ &,

11—

@ AR ORFAERICIBN T, &E5RG S 1 4E[H
T 6WE T &, TLIERT, 128 T & ICHR)
PEDFA AT > TV Z & 2 BB, FAlxh
PHIE AN B G RE TR OMEREZ1T O Z
&

10—

@ AANDOERRERIZI N T, TGRS 1 FH
X6 L ZTRLREIT, 1218 Z LIZHBMED
Al 24T > TWe 2 L 22 EIC, ARG I
MRS R IR A TR OMERR 21T 9 2 &

AEVE s oh B R O F i s HERE T A R T A OSGET T Cir A% HEER)

E<l) [E;
A= (FHREERD) Y= (B yH AR ERHIBR)
2= KGR L D HEROHE @, AICE=A L~ | 23— KR E 72D HEROHE @, A=A~
7 (EfsEz) L LT, 118 240 mg & 2 M 7 (Efaiz) & LT, 1108 240 mg % 2 @M
MBI 1 7] 480 mg % 4 FHM IR CAMEHET S bR TRl FET %
6 ~N— [HiE - ] (L - HE B

AHOFERAEYBREETAZFHALEY I 2 L

—>a Al kY, KA 480 mg % 4 [ HIME TG

XIFBRRR O ik - JHESE TR G LIZEROAAIO I

ETRES S SN, TORAE, AFH 480 mg %

4 A [E b TG L7 BR o E HIRRRIZ B 1T 5 -1




MIEFEE LATF. [Coped EVI,) 1F. AHAI 240
mg % 2 BRI CHEE LTZBED Cop o SFRIT D &
THlsn (FFR), F7. KK 480 mg % 4 M
b TG L2 BR o e HIRREIC B 1T 2 & m i iE i
J& (U, TCuneel WD) 1, AHI 240 mg % 2
T B RIBE TG LB D Ch o & HEE L CEMEZ R
FTEeTHEnTZ 0D, BARNBFIZBW THAENE
DHER SN TV HE - HE (10mg/kg & 2 R
fRCE) CTARZHG LIZEED Cyy o & HEEL T
KfEZ =4 & THlanz (PR, Iz <, EKo
IR DT —ZICHS & AK| 3mg/keg (IKE)
F 7203 240 mg & 2 FFFE. A& L <IEIAA] 480 mg
A AMEECES LEBEOARROREE A
P F 22 e & o B A a2 BREE RS E T L
DRSS S, MEBEEIC O W TSI T b fb
R, FEEOHE - HEOM CHRMME R 02 eI
MR e 3V Pl S,

%2 KAIOIYEHE ST A —XF

(F 1)
7TR—= D MRz >WT 6 X— O Jigkiz >V T
D-1 T (1) ~ (5) OWVWFRnIE Y+ D-1 TiD (1) ~ (5) OWTINITiEHT
LI THDH &, HHEE THDHZ &,
(1) BAFTEREDFEET D0 AL R (1) EAFEKREDIREET 205 A2 L AR




GEE (HOIET IR AR OB HEHL AR e, Hitik
PN W BRI EE L R e . MBS ARSI 7
&)

(2) FFEPRRERT

(3) HOIENFIRINSE DS HEE T D 25 A2 R IR e
(DS AVRSHREHEFRTEIR L, 25 RSBt i /)
Tbe. 23 A PRIEEEHEE R &)

(4) ARACARIEEEHRE L, SRR
1 SUFARRAL AL NG 2 O fi s B 1 £

% M 24T > TV D fiax
(5) HUEMERRIZANLT & BN O i s LI LR 5
Ja 24T > T 5 Jifax

BedE (ERIENT IR DS AU RS L SR PE . Hiuk
DS TS REEEERL AR T, HUE S A2 IR T 7R
&) S Fuoe e 7 H 1 HRpa - 436 k) —

(2) FrERERERPE— R 3144 H 1 H e 86
S

(3) HBEMFREFEDIEET 5 2 AR b
(D ARSI HEE ERPE. 25 A RE s /)
JABE. D3 A2 EEEHERE R R )

(4) FRILTFRIEEAZRRE L, SR b FRIEIN R
1 XATASRAL R IE N 2 O i % R HE 4R
% i &2 AT o T 5 i 3% — R
R 2516 fas—

(5) PrEEMEMEE AL E BINE O st AT fR 5
JEH 24T > T 5 il iR —COFk
Bai - 1207 Jaze)y

g ~—

@-3  RIEHOBWLXSIZE LT

BIER (FBVEMEMERICIN A, EEMREDE, O
K. s, BORUHMAEE, KGRk, /MK, BEED
T L BRI, IFAA, ITREREREE . ATk, i
EMERRAE . FORIREERERE S . T ER(EEREREE . #f
PRFEE, BEE, RIS, Mk, EEOKERESE
Bk A2 2842 JE . infusion reaction, HHE72 MR
[, MEREAAEGERE, . MR, WA DR

7A=Y

©@®-3 BEHWERAOZKr-CxIMIEI LT

BIUWER (MEMEREEBICIN A, BEIEMEE, O

K. Wi, BERUTIRMARIE., KGR, /DMEK. HED
1
=3

7

FL 1 BOBERRIA. AP A, AFPERERE . APk,
{EVERRAE 28, HUIRBRBERERR S . T IR(ARERERETE . fh

Y au¥==g anY==g Y] /2 Jo )| D A
e A= BRI

Bl M. EE ORISR E, §lRk e ZERR0E .,
infusion reaction., E/E7/RMRKIEE ., MERERIE




o RIR R, DS CLEME) « IR - 0=
PEIIAMIGHESE) | B I, BEFLSF) (LT, Y

RN R 30T Bl R SRR BE O B3 P 2 A % IR M &

el ARz, EIe. WEORERUS, MG EE,
OIEREE (LB « RAR « O PN |

RS, EFLSE) (2% LT ke ST B E

A Y Ara~T7 EarE#z) ST 28581%

HE . A IE= TW?7(L%%£@K)&LT

1[8] 240 mg % 3 MM T4 BIAEEFIET D, £

D%, =R~ 7 (BEFHEHZ) S LT, 11240

HPE L (RIEA OZB-ORHGICE LTS L O 8k RSB D2 AT SR & EgE L (BIEH 02
EZIToNDEMICHD L), EHITHEY) R ALE Wik B L THRE R OB A2 1T b b 5
N TEDLEHNESTND T &, 2D &), EHIZHEYI 2R ALE D T & DA A3
STWNWAHI &,
10 =Y | @ AFNOEFKHERIZIBWN T, 6 BEZ L ICHIMED | 93— @ AANOEARERIZ BN T, 3 L (6T
R A 4T TNV 2 LA BB, AFIEREHIT B IMEDFHM 21T > T\ Z & 2B B
EHHNC B RAE TR OMREZITO Z &y ARFNBE G- 3 E I B R A TR R O HERE
1752 &,
EHE~A 70T I NRZEE MS I1-high) 2T 54 - EE
DIHERHEED A T4 o OSETEAT G IR RE)
E<lh IH
B AR— (FHREERD) MY AR— (B TEARERHIER)
28— | R ELDHELOHE @E, RAIZIE=R L | 28—V MG E D AELOHE @, RAIZIZ=RL~
7 GEaTH#HLz) & LT, 18 240 mg % 2 #fH 7 (EIE R Z) & LT, 1[0 240 mg %z 2 FH R
fEIRE % 1 [7] 480 mg % 4 A RIRE CAfEiET 2, b C R AT D




mg % 2 WM X 1 [A] 480 mg % 4 MR TA

HEES 5,

(%)

(%)

MST-High %43 % 455 - EAGHEIZBI3 2 ¥ —A A A
EREIR 50 mg (—f% : AV A~T (GEE A
#2)) OREIHNE. HIEKOH &

e XA« 3 AALSPEIES T U 7 IR IR
NEEZRHELT - BROEBE~ A 7o T T4 A%
ETE (MST-High) #H 9 %4k - B
AEROHE . =R~ GBIEEMfx) & off
A8V, lEE, BRARKIIA YY) A~7 (BT
Az ) L LT1M1 mg/kg (RE) % 3 MR
T4 RAESETET 5,

4=y

3. BRI

()

(%]

TSNS T FIABR  (CA209142 #BR) F2)
(Al HAm P )
(LFFERED B 5 2 RGO RRE AT - FFED
dMMR ¥ S MSI-High (PCR %) 5 & 473 B ks -
LR B T4 &t Gls . AKIS mg/kg & 2 MR
kR CRIEE L7, FEFMIEE Th 52 803E

4=y

3. ERARARAE

(%)

[H2hE]

R TTARRER  (CA209142 #kBR) 152
LRI O & 5 T2 IR UIBR AR BE 72 1 T - R D
dMMR %) X MST-High (PCR ¥5) % & 453 %M -
E G EBE T4 Bl k51T, AAI3 mg/kg & 2 A [H]
IR CallsE L, EEFFMEE Th 5 4%
(RECIST A KZ A > 1. 1 IRIZFHS < 1RBREEL = Al




(RECIST A RT A > 1. 1 RICHS < TRBRE AL E Al
HIEIZ K D7EARER (CR) XULE»ZE%) (PR)) @
FEARIE, 31.1% (95%{ZHEIX A : 20. 8~42.9%) Tk
>77,

(JE2) CA209142 RERDEE D ar— Do b, 1k
SRR D & 5 MSI-High #A 9 25505 « EE %
%L Uiz adk— MBI 5 AF M G55 &)
AHLAE) A~T GEEHEBEZ) L OUFHES
BEDFEFIZ DWW TR,

(JE3~5 W)

HEIC XL D782 (CR) XUEERsy%E%h (PR)) o
REAFORE 51T, 31. 1% (95%EHE XM : 20. 8~42. 9%)
ThoT,

(£ 2) CA209142 HBRD 3 oD adk— D H b, bk
PIREIE D & 5 MS1-High &9 2 5515 - IE ¥ &
G L Uiz adk— MBI 2 ARAHEME 5REZOWT
o, YiZadR— MIBWTHARANEE ISR L
IR T,

(JE3~5 W)

5 ~<—

#1 EBHBRAEELOZEGDHE (CA209142 5A5R)
(RECTST ver. 1. 1, A WERENT I REM ., TRERE(T
ERREIE, 2016 4E8 H10 HTF —4 B v b A7)
(£ )

EAHEA ) b~T (BB Z) & OPFHE
)

LBHRIERE O & 5 W) 1B YIBRARE /T - RO
dMMR %) W% MST-High (PCR 1) "5 24 2 #EH5 -
E R 119 B &2 502 KA1 3 me/kg KA &
VA~ (Bl fH#iz) 1 mg/kg Z[EHIZ 3 MMM
kR C 4 LA ERE L%, AKI3 mg/kg & 2 JH[H
bR Comfl e Lz, EHAMIEE Th 2B %E
(RECIST HA KT A > 1. 1 IZHES < IR S AL ERT

5 ~—

1 EBAEERKLOZEDE (CA209142 5A5R)
(RECIST ver. 1. 1, HZIWWEMENT I G4ERM, TREREYS
EREIHEIE, 2016 -8 H 10 HTF —X 1> A4 7)

(#F 0%




FIEIC K D5e278%) (CR) UFHSr7:%h (PR)) O

AE R IE, 54.6% (95%EHEIX[H : 45.2~63.8%) Th

=y
#£2 EEREDEKLOEER (CA209142 RABR)
(RECIST ver. 1.1, B PEMEMT cHREMN ., TBBRERD

HIE, 2007 7TH6 AT —F vy b4 7)
(F ")

6 ~—

[Z2421]

WESNES TARERBR  (CA209142 3ER)

(A B 5-)

BEHEST 71/74 5] (95.9%) 1T HiL, 1RERIE
EDORBEBEBNEE TERWEEFERIT 51/74 #
(68.9%) IZ#O BTz, FEBLED 5%LL EORENEM

I FERDODEBY TH-oT-,

23 FEBIEN SR EOFIER (CA209142 FER)
(2 NEfRAT R SR AEHT)

(£ W)

(%)

(FAlLA Y A~T Bl Z) & OO
5)

AEFELIE 118/119 ] (99.2%) (258 Hiv, JRBA

HEDKREBEBRNEE T RWVWHESFELIT 87/119

Bl (73.1%) ([Z@EH BTz, FHELERN 5 %L EOFEIE

5 ~—

[Z24tE]
LR TTARFER  (CA209142 3R05k)
HEELITT1/74 5] (95.9%) 1238 Hiv, BB L
DR EBEBENEE T2V EEFLRIL 51/74
(68.9%) (2R LAz, FEBLED 5B EORIEM
IFzE2DLEBY ThoT,
F2 FRERNS5%LEORIVER (CA209142 #BR)
(2 MR X GAE )
(# W)
(%)




7y

AETROLEBY THoT,
£4  FBEN 5L EOFIVER (CA209142 3XBR)

|

(& MR AT R SRR
(F W)
7k, AUIRIRBEREREE 24 B (20.2%) . AFHERERS

T

23 Bl (19.3%) . fHEREESE 16 1 (13.4%) . FEEGH

BESE/ X A /3T —13 fi] (10.9%) . FEMEMER 7

B (5.9%) . EHEAREFETE 6§ (5. 0%) . A BEGERE

6 i (5. 0%) . B DRI 5 i (4. 2%) . infusion

reaction 4] (3.4%) . KIFR - /MER - HEDT

FI4 6] (3.4%) . T HEABERERED 361 (2.5%) . R

3 (2.5%) . CMEFEE 161 (0.8%), bk - BRI

151 (0.8%) K OYER 1 6] (0.8%) i iz,

£/, FEMBEIIE, LR, Wik, 1 RIBEIRIE,

s, B{EPERRE Je . ERARmie ZEARE, EES An i

IR, M ERERAEGRE, kL, S &5 Bk, MR

i, SEFLIFER D D e o fo, ARRNWEFEBLRN
(IR S (BARMRA R 2 5Te) & EdeBathl
RETT,

gy

(% - HE]

AF|ORFEMEYBREETALEZFA LY I 2 L
—vaick V., KHI3 mg/kg (RH) XiX 240 mg
% 2 W R CHR G L 72 BE O AR O Mg iR A

7Ry

[k - HE]

AENORHEMEYEREET LV EZFHA Lz I 2 b—
Ta Ak AHI3 mg/kg (KE) X 240 mg
% 2 R TG U7 BROARF O I IE Fi B 23 ik




REF ST, ZOREFR. AH 240 mg ZH G L7
OIFFTEIX, AHF 3 mg/kg &G LIBEOBRHERE L
g L CaEEZ T & TSRz OD, BARNE
FIZBWTHEREN RSN WD AL - HE (10
mg/kg % 2 MR CTEEG) TARAIZEG LD
MR & L CEE R T E Tl (THR),
Mz T, BEOEEIZRB T DT —XIZEI&, A4
3 mg/kg (IRE) XX 240 mg % 2 BEEE &5
L7=BROARF O R & Aok e et & o/
BT AIRBERIST T LSRR S, Y%A
IZOW TR TOIRER, FiRoME - AR
W CTHNE R N2 M AR 22 22 BT v & T
iz, Fiz. MST-High 283 D &R - ELAGRE LSS

DT —F %@ - RN EREE 7 v, Bl

BHEOF — 5105 BRSNS IRBRUE T T L

EHWIRET A E £ AHI3 mg/kg (KEH) U3

240mg A Y A~7 1 mg/kg (KE) % 30

bR CH G L EBR D2 VEIC A REZR 75 T AE L2 b

EHERI S iz,
#£5 AFIOEWEHE T A —H
£/, MSI-High 2 A9 Lkl - ERMEE DT —X

T O R B EE 7 L, BHllamEE OT

— AR D EWE S NTCRBESUSET NV E T

T, FOREFR. AH 240 mg &5 L2 EROIE
Tmid, K3 mg/kg G LT-BROREE & & ik
LTEEZ RS ETRISAEZ D0, ARANBRFIC
BOWTHEMEDHER SN TS HE - HE (10 mg/kg
% 2 HRMIE TR G) TARIZES LBRORGEE
Ebig U TR Z R~ & Pl (FR) A T
B OFBIEICB T 57— X ICHSE, KAIS mg/ke
(fREE) XU 240 mg % 2 BRI CH G LIzBoAk
FIOURTE B & A T2 Ak & OB & A 5
VREESOSE T VDS S, Yi%BREIZ DV TR
PMTOIIRER, RO - RO THIMER
W RMEICHME R ZZR T W e FRIS Uz,

#*3 AANIDOIHEYERE T A —H

(£ 1)




et A E X . AAI 3 mg/kg ((REH) XIE 240 mg
LAY A~7 1 mg/kg (KHEH) % 3 MHM K TH
G U BR O 2 IS B e 2 72 5L 13 AR U2 & HET
=iz,

(£ W)

S B2, AANOREMEYEREET VEFIH -
Salb—3a il KA 480 mg & 4 M RINE
THEG X IBEARO L - HESETRE LZEOR
F D i FP R EE DS R T S ATz, & DRGSR AH] 480 mg
Z A AR CRE Lo EEREICE T ST
PG IR (LA, [Cupwd VDo) 1F, AH
240 mg % 2 JFARHIME CHE L7ZBED C,., . & FAPT
LTl (PR, /2. KA 480 mg & 414
MR &G L 2B @R IEIC I 1 2 i @& g
HEE (AT, [Cued EWV ) IE. KA 240 mg
Z 2 MHERE CEE LIZEED Cyy oo & ML CEE
oy e THEShZbo0, HARANBFIZBWTH
BHEDHER SN TWS HYE - e (10 mg/kg 4 2 3
MR CH&G) TARBZEEG LIEEED C,., . &
L UREZ RTEPHIESRE (FH), mx T #
BOEEIZBIT DT — 2 IS % | AHKI 3mg/kg (&
#H) F7oiF 240mg & 2 WREIFNE, £ L IFAHK] 480
mg  4MBEECREG LEBOARIOREE LS




TR L OB A WET T D BRERISET
IV S, HELBEIC OV TRBIDMT bV G
R, FEROHE - HEOM CAMEL R EMEICH
el ERiT Vv FRIES .

9=y | K6 AAIOKYEIE T A —F
()
10— | O figklc >\ T 9=

D-1 TR (1) ~ (5) OWVWTNNITHEYET

HEX ChHH T &,

(1) BAEFBRENIEET D5 AR EEL S
Bes (RRIE AT IR A A HEEE LR e, Mtk
DS ARSI R BE . HUEDS AU B2 B 72
&)

(2) FrERRERPL

(3) HBEFIRINEDFEE T D M A2 I B
(DA RBHEIEFE ETRBE, 23 A E T )
JlE, DS AR EEHEE T R &)

(4) HRAFEIEEEZRE L, SR bR
1 UTA AL SR BN 2 O Jifi % FE YE 4R
AR Z T > T B ik

(5) PUEEMERE AL 7 BN R O fi g% HEIZ 4R 5
JEHEAT > T D fiak

MiEZ 2D T
1 FRED (1) ~ (5) OWTNNITZYT D
B CThH 5D &,
(1) BEAITHEREDFEET D0 A AL R
Bes  (FEAT DS A2 B EEHL AR T, Hivek

)
-

DS AR EERL SR BT, HIE DS AU SRR 72
L) —FnE TS At
(2) FFEMEE sk

(3) HPIEF IR EN S AN G E 9 % 23 s e (23
ARSI TER L 25 A2 R EE T 1.
P RS IREEHEE e 7 &)

(4) SREFRIEREZRE L, SSREFRIENE
1 UISRAL BB 2 Offisx LIRS
Ji 2 AT — T 2 it it AR89k
F 2516 —

(5) PUEMEREGAALTT BN O s LI LR D




Ji H 24T 2 T 2 it — K
. 1297 HE2E)

11— | @®-3 RIEHOZECRISIZE L T 10 ~— | @-3 REWEFHOZKXSIZE LT
BIVER (R MERR BN 2, BEIEFESE, O RIVER (RVEMERIZERBCIN X, EREMREGE, L
K. ik, BRBRAE, KBK., MMEk, HEO K. k. BEBRAE, KBk, DMEK, EEO
T, 1 BOEEIRIE. AFRA. AFRRERE. Tk, i T, 1 BUBEIRIE, FFARA. ITPRRREREE. T4,
{EMERRE S, HURIRMSRERE S, T mAHEEREE . M {EMERRAE S, HURIRMSRERE . T I{AMEEREE . 1f
PR R, RIERREE . MIe, B O RE R E, TRRE T | T R R B AL R VB Ao e B )
FR LA ZEF2SE ., infusion reaction, EEE 72 MK RIS, e, BEEOREREE ., §RieZERIE,
P, MEREAFEMRE. M. R, WA D% infusion reaction, EEHE7e MiKFES, MERE RAERE
I, IR IR EAME, DIEREE (O EME) - ARAR - D BE. AR, BER. REOGRERIG, IR IREM, O
PRSI ) | BB I, EEFLEE) ok L TCL Y R OO EMED « IRAR « DM AMESS) | B85
RN % ST R R B O B & S B R & I, JBEFLER) 1Tk LT, MRk ST B I
HEE L (BHWER OZWOoxSIZB U TS KR OSCHR BADOHFIME 267 DR &EE L (RIHERH OZK
AR ORBEMHECHS I L), BEHITHERLE FEICE L CHE R O RE 2T bh D RFCH D
NTX LERE DS TS Z Ly ZE) VEBICHEY) 7R ALE N T E HIRHI NS TN D

Z &,
12— | 5. BHEXGRERDHEH 11 _—= 5. x5 L b

(B2 B 5 % F3r]

O FROBFITE O CTARAIEMEE 5 &K OARHA L A
vV A~7 (BEETHEZ) LoffHES DR
IMED RIS TV D,

S AALFEFE R I U 72 1R U BR A RE 72

(I B 5 ]
O TROBHE I CAAEIEE 5- O F 227
ShTwa,
I8 AALSE TR 4 | B L 72 I DR R RE 72
LT - RO~ A 7 05 54 W%




HIT-HROEHEE~A 7 a7 74 AL
EME (MST-High) B9 A6 - E G &
*
728, MSI-High #H 725 Z &lc >\ Tk, =&
N~ (Blorffiz) oz "= 2k
(RFe4 : MST fRAE %~ K (FALCO)) % H\THk
REDHZ L,

@ TRICEES T D BE T 2 KA DG K OME

RIFEIZ DN T, RENOBNERHESL ST

BOT, KFOEGGR LR LR,
7ok VU RGUEMEEEA, A%y
TITFUROA Y T HEERE KT
L DIBEREO IR

- IR ABLEE

- AV AvT (s Z) DSt ofiEgE
fEGEA & DR L TG S b B

M (MSI-High) ZAH T L8N « Bk E
#
728, MST-High 2425 Z L2V TiX, =&
N~ (B FHHLZ) O = K
(724 - MST fAE = > ~ (FALCO)) % FHWTHfe
BTHZ &,
TRLICEE Y T 2 BE XT3 D ARK O B G- K UM
FITEZ DWW TR, RKFNOFNEDFESL 4T
BOT, AFOEGR LR LR,
7ok ) IV RGUENEEE A, A Y
TITFURRA N T SRR KR
L DIBHEED IR EBE
- AfriR B E

© HEOPUEMERESA & 0P L TIRG S D BE

13 ~—

@ AANOEERRBRIZIBNT, BGBta 5 24 M
6B &, FALFIE, 12 B I EITA)
PEDOFEZIT > T2 Z & 2%, AFIKRE
HOIXESIMIC B RE COHROMREITH =
&

12 2—2

AHNOEERFABRIZIBW T, HERGG 24 HH
X6, FNURRE, 12 B icaED
R AT > T2 Z L 25EIT, RAIE G HIE
TE BB ERA TR OMERZ1T O T &,

BB O R EERHEE T A R T A o OWGETEFT CorIA X HEER)




Hr
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LA

(FHrErIERD)

T T

(HH AR HIER)

2= R L7 b HEROHE @, RAZIZ=FALr~ | 2= MR ERDHELOHE  BE. RAIZZ=R1r~
7 (BfnfH#z) & LT, 1[5 240 mg % 2@ 7 (Bfa#Hz) L LT, 108 240 mg % 2 #@[M
RS 1 (7] 480 mg % 4 JE RN CARfifiET 5 [k C s %

TR [HE - FE] (¥ - HE B

AR OREMEYEEET NV EZFH LI 2 L

— g 02 kY AK 480 mg A 4 FERERE T 5

XATBEAGR O ik « 5 T 5 L2 BRO A O i

EHRENRE Sz, ZORE, AAI 480 mg &

4 JEFF R TG L2 BR o E HFARIBIZ B 1T 5 1Y

MFEHHEE (CLT, [Chped EVND ) 1, AHI 240

mg % 2 AR TR G L7ZBRD Cy, o LHAPT D &

THIESNT (FR), Fio. AHl 480 mg % 4 i [

bR THe G- L 72 BR O E FARRE IS J5 1 2 s 1. 15 A

B AT, [Chussd EWVD ) 1F, AHAI 240 mg % 2

R RIBE G LT BE 0D o & L L C Rl 275

T ETHENZLDOD, HARNEFIZTEBW TERM

DR STV ik - R (10 mg/ke % 2 3FfH]

[FikE T 5) TARFZHEE LIZERD Cay o & HEEEL

TIREAERT & PHIENT (FE), Iz T, #%

OFEICRBIT DT —Z IO & . AHl 3mg/kg (K

) F7203 240 mg & 2 MR, £ L <IIAHA 480




mg % 4 FAMEECRE LEBOAKIORERE - H
WM T2 et & DB 2 Et T D BERISE T
JUDIMESE S L MBI OV TR ET M T Lo i
K. Lo - HEOR THMME R L 2PEIZH
i A= AN A e | RV 4y

%2 AKANIOHYEHE T A —F

(F 1)

R

@O fEFHIZ2OWT

O-1 Tio (1) ~ (5) OWnFnnicigs 7+

Liigx CTh D Z L,

(1) BAEGERENEET 205 vz EHEIL R
*”(%ET%W PP EENL AR T, Hiu

B RREPE . HI S AR 7R

a

(2) FrEpgaemibi

(3) FEBENRIMFNTRET D05 A REEER L
(IS AR ERPL. 25 A2 R EE 1 /)
BT, DY AR EEEEHEE T e &)

(4) IRIbFRIER 2 RE L, ISR bREINR
1 XTI RAC FIRIE NN 2 O it 5% L HE 4%
B AT - T B it

(5) PrENEREE AL & BN O e % FEHE AR D
JEH AT > TV B ek
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D-1 T@@(l)~(5)@mfﬂ@@@%#
LR ThH L,
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) JEATTBIREAETE T % 25 A2 B EE LR
Bed (HRE T I3 Ao R BE AL R B, itk
D3 W RIS AR E . IS A RS BRI 7R

) s A
) R ERSRE PR 314 H 1 H 86
M)

) FRENF RN E T D 0N AR P
(D3 AV IEEETR TEIE, DY A s i )
e, DY AR EESEHEE L e &)

) FRALFEIRIER A RE L, SR LSRN
1 AT KA PR IE IR 2 O it 3% B HE I 4R
% B EAT > T B it % —CTERk
R 2516 JEs)—




(5) HUEMERRSSAIAL I8 FLANGE O fi i L 1% 5
B HI 24T 5 T 5 kO

©®-3 BEHEHOZWCxINZEI LT

9= @-3 EIEHDOZEr-CRIIZEE LT 8 _X—
BIER (BRI A, BEAEMEDE, L5 BIVER (RVEMEMZESECIN A, EREMEIE, O
K. e, MBUHRMIE, KGR, /DNEx, BEED K. WK, MBUHRMMIE, KBk, NMEk, BEED
TR, 1 AEEIR S, TFARA, IFEERERET . 2. iF TR 1 BEIRIN . A, IRl . ifk. Al
{EMERRAE 2, FUR IR REREE . T EE(RBEREREE, 1 {EMERRAE 2. RUIRIRERERE S . T HAMRERE,
PR, BhEE, RIS, Mok, BEEORFERE TR | B P A PR R R R e e )
iR AR FERRAE, infusion reaction, EEE 7RIk R g, EE O R R FR AR ZEARE
P MERERIEMRRE, fEE. BER. B DR infusion reaction, EERMEMHEE. MEKERE
i, PRAG R FENE, DS (OEED - IRR - O el FEEZ, BES. WBEE DR, MG I ERE,
PEHIAMIGHESS) . BES H M, L) Ik L T, 4 OiEFESE OO « ARIR « O P B AMIHE 25 |
FZ R XX B R R B O M A AT D RN & JEES L, JBEFLEE) (oxF LT, MiZhtiak ST b=
HEE L (RIWEH OZEBr-oR 2B LTS L OSSR WRERIOHEPMEL AT S ERM &L RBEHOZ
B O NALIECH DD E) . EHICEE 2 s o XIS B L CHRIE M O SR 2 % 1) b % &t
D TEDLEREIDESTNWD T &, 22D Z &), EHITHEURLEN TE ARG 23H

STWAHAZ L,
11—y | @ RAOERREBRIZBNT, #5BAND 14EM | 10— | @ ARFOERRBRICBWT, #5005 14FR7

(X6 & EALARRE, 12 8 T & ICAR)
PEOFHI 21T > TW2Z L 2B E T, KA E
I E I B G RR A TRROMER 21T 5 Z
&o

6L, LRI, 128 ICHERMED
AT o TV Z L A E, ARG
EWIIC BB A CHROMREITH Z &,




B HHEET A RF A~
=R~ (BEE#EZ)

(BRE4 : A7V — AR REFHE 20 mg, 7V —RRHFEHE 100 mg, 7P —
AN IR R 240 mg)
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1. IILBIC

RIS OF M « ZRMEOREROTZ DI, U SCEFICE S W2 E RS
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5T B E R
FPEZRLDARIND T T, 2 b OERGNZ EIZHNERBFITRMLT 5 2 L BED
FRRE L 2o TRV RBEMBGEE & O AT EE 2016 O 28 4= 6 A 2 H MR E)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE R ESR T, KEERASCL 2T 0 7 7 A VISBEE D ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEICET 2 IERSH0ERET 5 £ TORM,
MHEIMOBEZML ZIT 5 2 EnHIfF SN BT LTHERT 5 & &b, BIfE
RSB L 7B B 2tz & D 2 & AN AHE e — 1 O B i 7= 3 R S BE i A
THZEREHEETHD,

L7eo> T, AAA T4 Tl BRBEELZNE TILELN TV D EFIFR -
BHE RN S-S & | LT ORI O il 72 5 2 HEE T 2 8L b B e gk &%
HROEEFEHEZ =T,

I, ARTA BT A A%, MSIATBOE N EIE G RS SR, A FEABAR
BRI 7o, —AFEENE N A ARRIRNBHE S FrEdR s FTEENE A B ARE 72 &k O
—MRFEETEN B AR ZR 2 DO/ 0 b EERL LTz,

RGe L I HEIRS, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4
— RS EE 240 mg (—i%4 =R~ T GEfs 7R Z))

REERDMEUINE - DIBRARRZRHELT « TR DI/ NI it

MEERDMEROAE  BH, RAZIZ=RL~T GBI %) & LT, 1[5 240mg
% 2 TG ST 1 18] 480 mg & 4 T8 IR C A ssiEa 5,

LUl T AN i e S e S




2. AHNORAK. VERBF

F 7V — R I ERE 20 mg, [FLSIEEE 100 mg K ONELSTEEHTE 240 mg (— %4 - =
R~7 (Baffez), IF, TRAL Evo,) 1d, AN T RS L 2 &
Ly 7 2%t BT YUZARL - ~vA¥—X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxt3 5t MU 1gG4 £/ 7 a—F LHETH 5,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIE T 2% 2
) ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZI BT 2 PD-1 U 4 K (PD-LI1
FOVPD-L2) EAEA L. U o SERICHHIME Y 7 v niE L C U v SEROEMAIREE &
BIZFRET L TWd, PD-1 U W NIFHUREE MBI B b O 2 22 SRR F8 B
LTk, BMERAMEBE) LU LB TS PD-L1 OFEEBL L IEDELF
HIH & OMICADHEBEBFRN & 5 Z & 2HE I TWs (Cancer 2010; 116: 1757-66)
F o EMER AR IR T MilaS AT 24 X —T 2 B~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & D#HiE S # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S H -8 AMlaiE, PUFRFER CDS Btk T M ol fufs
TEMEZ 59 S8 545, HT PD-L1 /KT PD-1 & PD-L1 & D& &EET 5 &2 O
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AR FURRE A7 T MM O OB 2 BT 5HFD—2 L LTEX LT
Do

ARFNL, SRR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IZFEE L.
PD-1 & PD-1 U A Y REDFEGHEIET L2 LICX Y, BASUFFRFRNZ T Mlaols
PEAL K O AABIRNE k9 2 MBS TG M 2 58 5~ 5 2 & CRefc e PLidgsh iR &4 o~ 9
ZENER I TN D,

IS OFEN S | AFNTEMEIER )T 2 B 2R EIC 20 55 L0 & MIfF S,
e/ B Aot & LT ERIRE R A e L. A bk, 2 et i O D R
iz,

AFNOVEFRFIC 3 < BE O GIERURIC X 2 BIER S0 & &b, BEIEL I
D RS B AAOB G RO GH%IIT, BHOBEE HHITV. BESR
D BTG AITIE, BB L HUTIE U B 2 ik & B8 & FF oAl & L Col
LI2REERIB M 21T\, B OSRIERIRIC X D REIER A SN 5 5A121E, RIS RE AL
LRI OB EEDHYRLE 2T O LERDH D,



3. BRERAE
UIBRANHEZR AT - AR OIE/NBEiiE (R ERE L OFER - ERE) DO7KGRREICRE
i 247 o 72 2R B AR B BR D Rl AE 2 R T,

(A72hE]
R 2P BB

OEWNE DR (ONO0-4538-05 #ER)

77 F R BT RERE 2 A 2 UIRAEEZR B H1/ IV ST 3 O 2 R
835 (ECOG Performance Status 0 2OV 1) 35 il & x50, AA| 3 mg/kg % 2 @AM R T
RIEFHE L7, FERMEEE TH LR (RECIST A FT7 A > 1.1 iUl < il
HEIZ LD CR UL PR) 1E25.7% (95%(EHEXM @ 142~42.1%) Th o7z, 7ok, FAl
2R E L2 B 9.0% Th - 72,

QU ETAERER (CA209017 357) (N EnglJ Med 2015; 373: 123-35)

7T F SR h G AL FIRERE A2 A T D UIBRANREZR B 1/ IV ST 3 O R F bR
8% (ECOG Performance Status 0 & TN 1) 272 {5l (ORAIEE 135 i, K& & ¥ &8 137
B) ZXRGUT, REZ X'/ ZXIRE UTARR 3 mg/kg % 2 J#[F IR CREEE L,
FHEAHMIE R Th 5 2ALFWIM (FIRE [95%EHXM]) 1T, ARAIHET 923 [7.33~
13.27] A, REZFBARET6.01 [5.13~733] BATHY ., AANL FEHFELIZ
* U FRICHE B RIERE Z /R LT (O — R 0.59 [96.85%(E#EHX M : 0.43~0.81],
p=0.0002 [&H!| log-rank f7E]).
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Probability of Survival

2
w

0.2 Ty

_______________

0.1

0.0

T 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
Nivolumab 3 mg/kg
135 13 86 69 52 31 15 7 0
Docetaxel
137 103 68 45 30 14 7 2 0
“ Nivolumab 3 mg/kg (events : 86/135), median and 95% CI : 9.23 (7.33, 13.27)
'~ Docetaxel (events : 113/137), median and 95% CI : 6.01 (5.13, 7.33)

X1 OS DH[EfEHT D Kaplan-Meier #ifi (CA209017 #8k) (HE(EA(L /-2

4



(FERS - R g)
OENH DB (ONO-4538-06 #Hk)
77 F R e GO RIERE 2 AT 2 U2 B B/ IV XTI O IERAE B
Jig 8% (ECOG Performance Status 0 2 TV 1) 76 il x5, AAl 3 mg/kg % 2 B [H G
THRIEEE Lz, FEFHMIEE T 2R3 (RECIST A R7 4 1.1 fRIZES<
JUHIEIZ L D CR UL PR) 1E19.7% (95% (58X ] : 12.3~30.0%) Th o7z, 72, F
ATNZERE L7 BENIL 9.0% CTHh o7,

@/ IFIER (CA209057 #8B%) (N Engl J Med 2015; 373: 1627-39)

77 F R GO RIERE 2 AT 2 U2 B B/ IV XTI O IERAE B
JE 3 (ECOG Performance Status 0 2 TN 1) 582 5l (ARAIRE 292 1], K& & & /LEE 290
B) ZxRIC, REX X323l e U TARAl 3 mgkg % 2 MR CARmEiHE Lz,
FHEHMEEE Th 2 24 (PRl [95%EFE X 1%, AHFIEET 12.19 [9.66~
1498] T H., REXFE/AEETI36 [8.05~10.68] WHTHY ., AKX KEZXE/1(Z
* U FRICHEBERRIEE 2~ LT (O — R 0.73 [95.92%(E XM : 0.59~0.89],
p=0.0015 [/&H! log-rank E]).
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Probability of Survival

0.3

0.2

0.1

0.0

T T T T T T T T T T
o] 3 6 g 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mg/kg

292 232 194 169 146 123 62 32 9 0
Docetaxel
290 244 194 150 111 88 34 10 5 0

“— Nivolumab 3 mg/kg (events : 190/292), median and 95% Cl : 12.19 (9.66, 14.98)
~ % Docetaxel (events : 223/290), median and 95% CI : 9.36 (8.05, 10.68)

X2 OSSO H[EIfEHNT O Kaplan-Meierilift (CA209057508%) (ME/EA{b S 7-4£F)



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

WSV EIAEFRER (CA20901 73888 e O"CA209057:88R) (ICHAANBNTZHEED I B, JE
FoAARRIZ B\ TPD-L1 & 38 5 L 72 SRS 5 b 2514 (LR, TPD-LIEIR ] L) ,)
BT DI DT DO BE DT — XIS E | PD-LIFEBLRBIIZIRSRAIC AT
AT T B IMER L RO RIILLTO LB Th o7z,

HPEIZB L CIE, R B Tld, PD-LIOFKHRIZ L 59, e &R gk
Lfﬁﬂﬁﬂm#@%#é@mﬂwb5MKo

FER T E RO I, PD-LIB BB 1% DA R ¥ v Ul L IRIEREEOFER T
Ho7= (T,

B, R bR, R ERE S I, PD-LIORBERIZL ST, AFlozet 7o
77 A NVIERIETH ST,
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T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 o 3 6 9 12 15 18 21 24 27
Overall Survival (Months) Overall Survival (Months)
Number of Subjects at Risk

Number of Subjects at Risk
Nivolumab 3 mg/kg

Nivolumab 3 mg/kg

108 82 70 60 48 39 26 17 4 0 123 98 86 77 73 65 27 13 5 0
Docetaxel Docetaxel

101 87 69 53 38 30 13 5 2 0 123 102 80 61 44 36 13 4 3 0

* Nivolumab 3 mg/kg (events : 68/123). median and 95% CI : 17.15 (12.09, 20.63)
P Docetaxel (events : 93/123), median and 95% Cl : 9.00 (7.10, 10.55)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% ClI : 0.59 (0.43, 0.82)

Nivolumab 3 mg/kg (events : 77/108), median and 95% CI : 10.41 (7.29, 14.26)
Docetaxel (events : 75/101), median and 95% CI : 10.09 (7.36, 11.93)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% CI : 0.90 (0.66, 1.24)

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



[Ze 4]
CCEANT))
OENE T AHRE: (ONO-4538-05557%)

1 REENS%LL EORWER (ONO-4538-0555%)

FERIRHE Bil% (%)

HARGE 35 45

(MedDRA/J ver.17.1) 4= Grade Grade 3-4 Grade 5
EREIEM 24 (686) 2 (57 0
Mg LY /R fEE

2 ifi. 2 (57 0 0
e apA s

B C Ay M R R 2 2 ( 57 0 0
B IR E

i 2 (57 0 0
L 3 ( 86) 0 0
—i% - EFEER X O SO RRE

TR 5 (14.3) 0 0
A I 2 (57 O0 0
FEER 5 (14.3) 0 0
G R R

W AEUE 2 (57 0 0
BRI AT

TANRTXUBT ) N T U AT =7 —8HN 2 (57 0 0
MmH 27 L7 F i AR EF—EHn 2 (57 0 0

U 2 SEREL R 3 ( 86) 2 (57 O
R L Ok hEsE

BT V7 2 v MfE 2 (57 0 0
BAEIE 5 (14.3) 0 0
B R B X O & L RRRE =

B EiivRg 2 (57 0 0
PR R P

KR = 2 — R — 2 (57 0 0
MEOR AR, B ESs K OMHERR

il £ i 2 (57 0 0
R X O TRk

SIERR R E 2% 2 (57 0 0
HLBE 2 (57 0 0
F&95 5 (143) 0 0
iR INIRZY NS 2 ( 57 0 0

7Es, ML 2 61 (5.7%) . KIGK - EEO FHI2 6] (5.7%) | MikkEE (5
T v NU—IEERES) 361 (8.6%) | JITHERERETE 2 4 (5.7%) | HUREREERERETE 3 41
(8.6%) . RIEHEREREE 16 (2.9%) . BEEREREE (RAEHIEMEBRE) 141 (2.9%)
J Ninfusion reaction 2 {51 (5.7%) 23#8@ Hivlz, £/, BEOKEREE (K EREIRE
ERE, ZIEALBE, FERHIESS) | FERMREREE. 1 BUBERFG, BER. FAER B E,
kg - LSS, 55 & D AR K OVMBRITER D DR DN o 7o, ARIVER BRI RS E
% (EREMERE 2 ET) 280EERE2RT,



OMESMEIAHRER (CA2090173%5%) (N Engl J Med 2015; 373: 123-35)

F2 FEERP 5% LEORMER (CA209017 3RBR)
B2 (%)

. .
e %'JZ(% # s
(ﬁﬁim 17.1) 131 f7l
i e 4 Grade Grade 3-4 Grade 5

2RIEH 76 (58.0) 9 ( 6.9) 0
B ke

T 10 (76 0 0

L 2 (92 0 0
—i% - RHFEER X O GEA OKEE

BT IE 13 (99 o0 0

I 57 21 (16.0) 1 ( 08) 0
R L O EE

AR 14 (10.7) 1 ( 0.8) 0
i E R R P L O A kR =

BARif 7 (53 0 0

¥, FEMENZRE 6 6] (4.6%) . KIGZK - HEEDO THI 11 41 (8.4%) | whfkfEs (%
Z v N U—IEGRES) 1361 (9.9%) | NTHEREFETE 4 61 (3.1%) . FUIRMRHEREREE 5 1
(3.8%) . EHEREREE (FRABE MEMEERE) 461 (3.1%) . EIEMESNE 141 (0.8%)
J OV infusion reaction 1 5l (0.8%) 72338 Hiviz, F£i-, HEEOKEREE (K EREIRE
el ZIBALEE, FRHIESE) | THEAHRERE . RIS, 1 BURIA, PEX.
%« BN, 5 E D IR L OV RITFRWD B Do =, AFIVER BRI B
% (BAMEMERT 2 ET) 280EHERERT,

(FERY_F R
OEMNE DB (ONO-4538-063457)

#3 FHBERP5%LL EORIMER (ON0-4538-06:5%)

BRI M B (%)
FEARGE 76 13
(MedDRAV/J ver.17.0) 4= Grade Grade 3-4 Grade 5
RIEH 64 (842) 16 (21.1) 0
PR lA ==
FRR B RE A T i 7 (92 0 0
H ke
(XA 5 ( 66) 0 0
T 4 ( 53 0 0
L 8 (105) 0 0
RS 4 ( 53 0 0
Mg - 4 ( 53) 0 0
— % - RHEER L OGN OIREE
it 9 (11.8) 1 (13 o0
PR 11 (145 0 0
FEEN 11 (14.5) 0 0
BRIR IR A
U 2 SERE R 6 (79 2 ( 26) O



FRE AR BilEx (%)

FEAGE 76 5

(MedDRAVJ ver.17.0) 4= Grade Grade 3-4 Grade 5
R L OB E

K7~ U T A E 4 ( 53 2 ( 26) O

RARIHER 11 (14.5) 1 (13 0
PR SR B

FEIED 0 4 ( 53 1 (13 o0
MR R, MEREs X OMithm R

B P A 4 (53 2 ( 26 0
R F X O TRk

% O FEIE 6 (79 1 (13 o0

% 11 (145 0 0

BLIR B IR B 4 ( 53 0 0

7p¥s, MBI BAE] (5.3%) . KIBHK - EEO THISH] (6.6%) | fffkkEE (¥
Ve N L —JEERESE) 10651 (13.2%) | I RERE 501 (6.6%) . F IR BREERE R E 10451 (13.2%) |
RIS BERE LA (1.3%) . BireksE (RMEFEMEB RS 461 (5.3%) K WLinfusion
reaction 3f5] (3.9%) 2O L=, Tz, HEORERE (FEREIREMRE, ZAL
BE, BHORHRS) | TEERERREREE . VRBEIRE, PR, EEMEESE, MK - BERK.
5 E IR K ODFHRITZED b2 o7, REWERFEBURDUIE EFS (BRAR R AE
W EEt) 2EUERERE T,

Qs IAERER (CA209057 #88k) (N Engl J Med 2015; 373: 1627-39)

#4 FEBERRB5%LULEOBIER (CA209057 38R
Bl (%)

BRI M peT
=h.
(%ZT;I;EII?A/J ver.17.1) 287 il
T 4 Grade Grade 3-4 Grade 5

2FIVEA 199  (693) 30 (1050 0O
o Wb

R AR RE A T i 19 ( 6.6) 0 0
H Ik

T 2 (17 2 (07) 0

TN 34 (11.8) 2 (07) O

I - 15 ( 52 0 0
—f - EHEER L OEGEALOREE

HE T HE 29  (10.) 1 ( 03 0

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

BAHIE 30 (105) 0 0
T E R R R L O A RkEEE

RAHm 16 ( 5.6) 0 0
KRR X O T HRRRE =

% O FEIE 24 ( 84) 0 0

95 27 ( 9.4) 1 ( 03) 0




7k, WV PERGZE A 10 61 (3.5%) . KM - D FH#I 22 B (7.7%) | #hikkEE (%
Z v NU—EBREE) 26 1 (9.1%) | ITHEREREE 15 1 (5.2%) | HUIRARBEREREDS 27
Bl (9.4%) . BHEREREE (RS IR RSE) 761 (2.4%) | % - %K 1 61 (0.3%)
J2 N infusion reaction 8 5] (2.8%) A3#8W Lz, £/, BEORKEREE (K ERHEIRE
e, ZIAIBE, BERMEIES) | TEAERT, BIEMERT, 1 ARIRE, Kk,
FIEARIESIE, 55 & 9 PR R OV RITER O B e o 1o, ARRIVEF S BLRILIX RS E F
% (BEREMERY ZE5T) 2a0EMHEREZRT,
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[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 b— 3 02k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 FRIEINGE TS LI2BROARR O Mg iR EDP S S iz, ZOf
R AH 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LIZBROBRE & & ik
LTREZRT ETHIENTZb DD, ARNBFCBO CARER RIS TV D H
5 - & (10mgkg % 2 BN CRE) CTAAIZ G Ui-BEOugE & & ik L CEE
oy LTRSS (FR) AT BEOBEIZE T 527 — #2125 E | AHA| 3 mg/kg
(REE) 0T 240 mg % 2 HFFEIFE CHG- L IZBROARRF OBRE & & Ao 3 etk b
ORI & T D IRBE ST T APERE S, Y% OV TREIT DAL A R,
ERROME - HEOR TAEIMER ORI 2RIV E PRI,

£5 FAOKYBRE T 2 —F

M - R Cmax Chmind14 Cavgdl4 Comax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 .760-8) (10-;?54-5) (17-21‘,"333.9) (75.}){3171) (27.612,'107) (42.717,'?27)
20 me Q2W <513%ZO3) (15§f§;fﬂ (25i?i78) (1oif254) (41iZ?58) (62i??87)
0mehe QW | (1473100 | (519792) | (00 114) | (331 50 | (8913 | (37380

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

Fio, ABIORERSEDBIEET VAR LIz I 2 b— a3 1280 | AHI480mg
Z 4 A TG SUIBARE O ik - &S TR L I2BRO AR O M35 IR EE 235G
Shic, ZOREFR. AH| 480 mg & 4 B TR S L72EREOEFIREBIZEB T 2 i
ETIRE (LT, ICagss) &V 9, ) 1&, KKl 240mg % 2 M HIFRE TG LIZERD Cavgss
CHUT D ETFHISnT (FR) o F/o. AAI480 mg % 4 @M TG LIZBROE
FOAREEICBIT D RmImiETIRE (LLF. [Craxss) EVMD. ) 1, AKI 240 mg % 2 @
[FRR TH G LTZBRD Craxss & B L CREfEZ R T & TRISNIZ DD, HARNBEIZE
WTEABMERHER STV D ML - JI& (10mg/kg % 2 BRI THL) TAHKIZ &5
L72BRD Craxss & HHE L TIRMEZ 7R3 & PRI (FFR) . M T, #HEOREEICE
FHT—HIZHASD X AAI3mgkg (KE) F721% 240mg % 2 BHRIMRE. & L < TIAH
480 mg % 4 FEMRINE TG L 7= BEOARE| OlRTE B & A0 T2 2N & o B 2 M5
T HBBEISSET VPR S, YiBEICOWTREI M Th o fE S, Lt ik -
B ORI CTARIE R OV 2RI MR 2RI & Pl sz,
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6 AFNOEHERE T A —F

v - B Cmax Chnind28 Cavgd2s Crax.ss Crin.ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL)
3 ke Q2W (35-52{ '760-8) <16-257f0-3) (21-32T ‘23.9) (75})13171) (27.612,'107) (42.717,'?27)
240 me Q2W (51-712’?03) <23-33?‘539-0) (30-2‘670.9) (105354) (41?57,'%1358) (62.11(,)91 87)
480 mg Q4W (105207) (15.25?27.4) (37.?)3,‘34.8) (14?,1 g36) (27.751,'?37) (62.11(,)91 87)
10 mg/kg Q2W (14é,9;22) (86.959,.?32) (101,1 ?48) (323??25) (18421,1 gos) (23@,7;77)

TRl (5%, 95%41) . Q2W : 2 ARG, QAW : 4 JERIMINE. Crmax : HIIEIHE 514 0D f i M 7 i |
Cmindzs : FIIEI$ 5% 28 A BICH51T 2 HARMIE IR, Cavgazs : #IIEI# 5% 28 A H E T X ME ik
/;(f\ Cmax,ss : Eﬁ%éﬁb:%bj-éﬂi%ml{%qj/f%gx Cmin,ss . Eﬁiﬂ(‘ﬁﬂ:%”’é%{ﬁm{%qj{}%g\ Cavg,ss . Hﬂiﬂrﬁ?

RIS IS L P48 175 i L
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4. FEFRIZOWT
RS & U TGRS (BFFRE) HAE o Tnd Z &b, Yikiid 4
IZETX DR THOIMERD D, TDO LT, KF OB #EY) 2 EBE Z7ZW - FF
EL\ AHNOBEHIZ LY EELRWEH 2B LIZBRICHINT 5 2 EBRMERT=D, LIF
DDO~@DT X T &I HRIZBWTHEHAT & TH D,

O MEFRITHOWT

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

(1) EAEFBREDEET D03 ABEEEILS RS (BRE RS A S BE LS5
HitEl A3 A2 BN RURE . HUEAS A BRI 7R &)

(2) FEEHEREIPL

(3) HBENTEAEDFEE T 2 0 APHEEEHT (03 AR EEIE ST, 23 A RS
W 1IREBE, DA R EEEREER e &)

(4) ARALFREIEE A RRE U, AR AFREINGE 1 SIS SRAL BN 2 O fifisk e
AR DR AT > TV D Hliex

(5) PUEMEMEL AL & EINE Ofas EEIAR DR 21T > TV D Jiix

O-2 il DAL K ORIE I FE BLRF D RIS 53 70 ik & BB 2 FF O EAT (FR D
WFHLNNTHE T D ERN) 23, SR OAANET IR OBELE & L TRESH
TWnWsZ &,

*

o [ERNEFFEUSHE 2 FOPHHEZIE T L7112 5 FLLEDO N AR DG RIHE &
ITHoTWBHZ L, 96, 2L RIX, BDAFEMEEZ £ & LUEERIES S OHE 2
1ToTWBHZ &,

o [ERIRFFISER 2 FOMNHEZE T L72RIC 4 L LOEKERZA L T D
Z&, o 3ELLRIE, DD AVFRYIRE A S e PR GRS D BRIRIHE 24T -
TWnWbz ek,

© BtADERMEREHEOKH]IZONT

A B IE S 2 BMEE L E S, BRSO OB D . A2 - &2
B ;%'Q%E’Jfﬁ%&@ﬂsﬁ&()\liﬁﬂ?# I D IE IR A EFRNRELE LGOS
. FRESNITAT DN DIEHINE > TN D Z &,
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@ BEA ~DXRIGIT 2OV T
@-1 HEsHIC B3 2 B

VR MEGE RS O TSR BIER T4 LI-BRIC, 24 BEREIZ2IRIAHIO T, 2Mi%hiak X
IEEE R 1BV T, BEL L2 RIWER IS U CARBEE B O CT O RIVEH ORI &4
HAAREOFERAY BRI S, BHICKHG TR IRH N E > T D Z &,

@-2 ERWFEIC L 5FEESINICET 22 N

ARSI D BPTR Z2 5 e O\ Re 2 A 2 BIRIERE D RIEE=2 Y 7
EEDIEROA Y ) == T ZATOWERE L FwAE A TE 5 F— AERAH 2
SN TWD Z L, B, BIIAHNCOWT, BDABE L ZDOFEEIZHHIHm ST
WwWnHZ &,

@-3 BHEADZWr-Ox B LT

BIVEA (MEMERMZEEIIN 2 BREAEDRE, Odk. Tk, BT RARE., KIBX.
NS, EEDO TR, 1 ANERIE, e, IFRelEE . R, gL, FRR
BeRERE S TERMAREERS, MREE, BEE, AIEEE. MK, BEORERE, §
RIMAEZEFEIE, infusionreaction, FEFEZR MK, MEKERIEMAE, M. PER, WE
DORIEROG, PIE R NE, OElESE (OIS - tRIR - S VEIAMGHS) | JEEE HA i
JEFLSE) 13 LT Yaghiiax OB EREB O R MM Z A3 2 EM & EE L (RIEH
DOZWrPKHSIZE L CTHRER OB EZ T oNL5MICHH Z L) EHIZHEY) e dlE
N TEXDHIRFPRESTNDH T L,
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5. B#EXRL R DBE
(B0 BEd 2 H1E]
O TROBEIZBWTAROENERHRIES N TN D,
o TITFFRHIE G FIRIERZ AT 2 UBRAGEZR B W/ IV XUTFR O R

bR R E
o TIFTRAZGOACFRIERE 2 A S UBRAEEZR B 1/ IV U I DI
bR

¥, FERF LR CEGFREL 128 B OSUTALK R & AR IR B 1T B T,
JFHI L L TEGFRF | % ¥ v % 7 — B A UFALK T 1 % o o % F— L IEA 0
TR IR 24 2% /B,

©@ TFRLIZHENE T L BT 2 AR OB G S O IOV TR, AR OB
PHELENTE LT, AROBREGXR LB,
o ALFRRIERIGIR D B
o IfFRAHBNIRIE
o MOTUEMESGA L O L TG Sh o B

@ M2 A R4 > (AARME SR 128\ T, ECOG Performance Status 0~1
D75 3% L1 . X% ECOG Performance Status 2 ™V @ Cix. & 3 HAAHUEA
(FEZ Xt %) OHARGN/HERINTRY , 77 FFRF O HHEREE 1T
WD SN WTr =203 5, ZO5E. 77 F T RAORNERN 2 L BE
3 HARBUEAIHEA COWBEBEL AT 2 EF BT, AFORGEZEBETE 5,

@ AFNTEABMATABRI BT, R EEEEOERE EREOWTOBEICE
WTH FEZ FEARECK L TEEESRGES N TWS, 2720, R LD
B TIL, PD-LIBBLFIZ L0 AOMEDMER N R D Z E BRI N DRERDED
NTWBZ et ERELEREDBEITBWOCIEPD-LIFEIE LR L2 ETA
RO EOYE AT 52 ENBE LV,

(ED ECOG & Performance Status (PS)

Score | EF%

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

PIREZIE LWEENIHIR S 1525, BTHIRE T, AR > TOERIITO 2N TE D,
Bl O FEEE

BATHRECTH Y OH ORI O Z L33 X THEEEMMEEII TE 20, BHO 50%LL Ly RT3,

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

Al

ELENT RV, BAOHEOEY OZ L34 TERY, BEICy R+l I4,
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SCHRSE)

PD-L1 FEHEN 1%A0M Th 5 2 & BHERR SN HER LA EE IRV TR,
FHI, Rt 2 3B AEORFSN O EMIEER O 5 285+ 5, 2
RAT 0 KT GEEETAHA) ©= /=4 BIEE (574 : PD-LLIHC
22C3pharmDx 4= ) 12XV PD-L1 %BE AR L= 3R LR o B
Th-> T, AFOZWEE  (W5E4 - PD-L1IHC 28-8pharmDx [# =) ) 12X %
FHRA DS W22 551 2IE, LUT OSCRE 2 S8 (CARFI OB G- O A5 & i T &
Do

Andreas H Scheell et al. : Mod Pathol. 2016; 29: 1165-72

Fred R. Hirsch et al. : J Thorac. Oncol. 2016; 10.1016/j.jth0.2016.11.2228
Marianne J. Ratcliffe et al. : Poster presented at the American Association for Cancer
Research (AACR) Annual Meeting 2016; New Orleans, LA, USA; April 16-20,
2016

[Z 4RI B3 2 FIH]
O TFTRUCHEU T HEEIZOWVWTIEIARFORE N LD E SNTWDLZ Enn, 51T
F oA ARG

ARHBND RS % Uis#E O BEERE D & 5 B3

@ BHRATOFHIIZ BT RRLICEEY T 2 BE IOV TE AAOHRGIHERE S e

AN

L OIEFRBIEL D NG EICRY | HEICAKIZFEMN T2 L 2BETE 5,
MR B OAE P UIBE E D & 5 B3

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

A O B OO0, TR 24 L < IXFREMO B R R OB D
b oHEE

gz AElE (&M 2 5 de) Db D EBE
ORI 2 A3 5 B

ECOG Performance Status 3-4 1 o 3

(#2)

22U, MOBUEMEESA OB GIZ OV T, HR, HERGISKY T2 L of, BK LR 2

HLEWERORIDOIB TN D D5, EFHEE EAREY LW S gs GRS 250 TEEDIRY

T2,
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6. MEICEL THEBETREEIH

IS SCEZIIIN 2, BLEIRGE R DAL 2 GRS 12 -3 & ARHF D Frit M O 1Efi
RO DI LB IMERE T3 ICEMR L T oA+ s 2 L,

TRIEBRIARIZ N D | BB I T OFIRICAIMEL Vet 2 +odi L, RE 25
ThroEEGET5HZ L,

R EREIC BV TIE, PD-L1 FBLR G iR L7z L CARKI OB G- Rl &5 2 Hlr4- 5
T EDNEE LA, PD-L1 BEENHER TE RWIEA I, AFI O H O % i

@

@

il

ZHIWr L7z ETTHREGTH 2L,

TEREWER DO~ R A MZOWT

MEMEREBEN D Lo b Z ERH DD T, KFNOEGIZHT- > T, BKRIE
W (PRI RIS, ik, FEEVE) OffEsE M OWE X & o s, Btz +5
A5 2 &, £, MBS CTHE CT, MiE~— I —FDOMm&x FEhd 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEARI 322kt T 5 U
faAT > 72 LTt 2 Z &, £72.2 [ H LABE O A% 5-KFIZ infusion reaction
DHHLOLNDZEHHLHDT, KFIFEEGH K OARA G T #IT A Z A
CERRET 5%, BEORBEL 2B T 52 L, 70, infusionreaction &
FHLLUICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE /08l
T5HZ &,

ORI BRI E . TRAEERT R ORIBREERH 6O Z B3 HH DT,
AFN D ¥ 5B hERT M O G-I I E IR N Ik rE iR A (TSH. 1028 T3,
Ui T4, ACTH, I =/LF > — AV EORIE) 2R 252 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b D4 R R IEREE
DHLLNDZENDD, BENRDOLNLLGEITIE, BERLEFRIIS U
B 72 ek & Rk & e O Al & i U Cl bl e BRI W 2 ATV, IR DS
FOGIZ X 2 BWER 2N g0 23551 1E, AR ORFES T I, R ORIE BE A
NEVRIOBRGEEZBRTHZ L, B, BIBRERLVEOEEIZIYEIE
HOYGEERFRD IR WIGEIZIE, BB RE AV LISt o Sz il Fl o8 in
HLEET D,

PR T % BOEBOE AR L T LEWERDBELT 2 Enb D729,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE IR (BIE | BUEIR S 2 5 de) b bbdv, BERPIMES R 7o R— X
IZEDZENHLHDOT, Alg, HED, EHFEOREROBHRCMAEED L2
SEET S Z L, 1V BBERBEN DN -G A TR EEZRIEL, AR #
FOFGEDHE) R EZITH Z &,

AFNDOEEHRRRICIB T, BERENS 9B, ZRUIRIL, BERBENS 14
R 6 M = L ICEMEDFME 21T > T\ 2 & 2 BEIC, AFIEGFIXET
\CHEB A TR DOfEREZIT O 2 &
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(E2) hHlHE
Hm. EEKRS. RK LRSS 2 5B ER 0 E

< REZXFBARBR LD BE>
HEREREIH OB 5 BE
BYEE S OFL T B B

WEEA URYYEDORbiIL S BH

i P SEAN OB BUE DBEE R O & 5 B
B0 SUTIENR LT B TR O & 5 BB

< FeZFRAPHEERS ERDEE>
HREEH OB D BE

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

B EED D DB

FEOH D BE

IR 5 AIREME D & 2 FBHE

< KEeHXRALOEKZREIER>

B BEHH

vavJiER T T T4 TF—

PO, PARA, TRgREREE

AR A

VRN 2¢. HRAEE

A4

FEFEME M N EEEDEBRE (DIC)

P 2L, L, iR, K%k

{f LR

MR R AR A T (B A

Sk

B2 RIEARE MR (Stevens - Johnson JEMERE) . HaEtER SIEIEIE (Lyell SEMERE) . ZIHLER
DX R =T AKIE, FRIE - RIRETR

DFEZE, FRR ML AR ZEARE

JEYIE

PR VE O RE G 53 WEBRE  (SIADH)
HERAONREORNER, MAE R, RMAHRES . B OB S O KM EB)[EE . Radiation
Recall 5
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REEREET A K714 v
=R~ T7 (BEFRE#Z)

(BRE4 : A7V — AR REFHE 20 mg, 7V —RRHFEHE 100 mg, 7P —
AN REFE 240 mg)

~ B RAE~

FRR2 942 A (fFn 24 9 AHKET)
BT B



SN

1. IZUHIC P2
2. AANOFE. (FRET P3
3. BRI P4
4. JigkIzHOWT P20
5. &EGXREMDEE P22
6. WHIZEEL THETNEHH P24



1. IILBHIZ

=S5 DF N « B RMEOREROT-OIZIL, I SCEEIZE S W2 Ee AR D
5D, 5T, IWEORAHMOEANC LV | FUREIKSL 72 & OFE 0722 5T RE %
FFEIEMPARINDLH T, 2N O DOEHKNZEICHLER BT IR 5 2 L3RR
AR & o TR Y RIFMBGER & SO IR T #2016 (R 28 A2 6 A 2 HEERE)
IZBW T, EHMERLEOFEHORKE(LHEELZ XL Z L LS TnD,

BFORERE ST, B ERSCLZ 2T 0 7 7 A VREBEFOESKEL &7 5 25
RHZENRDHD, ZOD, HMEROLEMEICET A ERNH0EMT 5 E TORM,
WMELEHL DO BE LR ZIT 5 2 EPWIRE SN D BFICK L THERT 2 & &bz, BIFE
FDFEEL U= B 72 kb 2 & D 2 & S ARE 72— 8 O B 23 7= 9 B B < A
THIENEETHD,

L7eRoT, KA KT A4 TiE, BIFERES ZNE TITHE LN TV A EFLIH -
B R EES & | LT ORI O fei 7o 2 HEE T 2880 b B R EE & %
F RO EFHE R~T,

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

WG L IR B ERN L ATV — RS EE 20mg, A7 Y — R AR 100mg, ATV
— AR AU EE 240 mg (—%4 - =RV~ T GEIE TR Z))

R ERDMETNE - IR ANE

RELRAMEROHE @, A=A L~ (BEFHE#Z) & LT, 1[[240mg
Z 2 MR RE X 1] 480 mg % 4 MM CREEET S, =
72U, EHERANEIZ BT DT mMBRIEO LG, REHIHIT 12
HRAMETET S,
RIGEIRARE R B R AMEICRT L TA BV A~T GEG L
z) EOFHT 2581, @F ., RAIIZ=RLr~7 (B
Z) & LT, 1A 80mg % 3 MMM T 4 BIAHEHET 5, £D
%, =R~ 7 (BiofH#z) & LT, 118240 mg % 2 #HfH
IR 13 1 [5] 480 mg % 4 FH[HI WIS CAMEHET 5,

s B 5B 3 /NP T RS A

(%)

R B I | S B 5 v — AR A TR S0 mg (— %4 A B A~ T GEIGF-HHZ))

DIFRE TN R, HIER O H &

2 RE X1 2h R ARIBUIER AR 2 M R AR

Ak & VA &, A ) A~7 GBE ) &L TI1E 3 mgke
(RH) % 3 WEREIFRRC 4 BELRFEFET 5, 7eds. ftoPrENEEE
FEPERAT 281, =R ~7 Gl z) 0I5 2 &,




2. AERN DR, 1EREF

A7V — AR R 20 mg, [FLATEERE 100 mg K OVR SEERE 240 mg (— 4 - =
AN~ 7 (BEMEZ) . LI, TARAL Evo,) 1d, ARG TR E 2 &
Ly 7 2%t BTYU AR -~ ¥ —X 2747 (BMS) ) 23B% L7~  PD-1
(Programmed cell death-1) (Zxf3 2%t M IgG4 £/ 7 a—FAHIKTH D,

PD-1 1%, I&MAL L7 U 88k (T MR, BMIfAL O F 2 7 0% 7 —T M) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIEE 2% 2
THE) BT HZRERTH D, PD-1 IIHURIE R %ﬁﬁ%PUlUﬁyFG®L1
JOVPD-L2) EfEA L. U U RERICHIINE Y v B AREE L C U Vo ERDTE LI EE
ﬁm%%waéom>1Uﬁy%iﬁﬁ%ﬁw@u%_t%@%ﬁ&@%ﬁﬁ_%ﬁ
LTCHY, EMEREAMELE )OI L EGHMEIZI TS PD-L1 OFRBL L itk DALE
W & ORI ADOFEBEBIRN & 5 2 & 3 HE ST % (Cancer 2010; 116: 1757-66)
F 7o R R E B CIRARRE T N EET DA v X —T = a2 H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, BB L EMEREICIS T 5 PD-L1 ORI & itk D
ALEWIR & ORI EDOFBARRN 5 & DHE S & % (Sci Transl Med 2012; 28: 127-37)
I 51T, PD-L1 Al FEEL S 7203 M, JUsFFER CD8 [t T Hiia ol s
TEMEZ 59 S8 545, $T PD-L1 /KT PD-1 & PD-L1 & D& EET 5 &2 O
GEEIGEREIE T 5 Z EDBRENTND, DI &5 PD-1/PD-1 U 72 RERERIL, 23
AR FURRF A7 T MM O OB 2 BT 5HFD—2 L LTEX LT
Do

AFNL, FEEERER OFE R 6 PD-1 OfffasE (PD-1 U # o REEAREIE) IZREA L.
PD-1 & PD-1 UV REDFEREET S LICL 0, DATURRERNZ T MlROTE
PEAL K OV AKIIENS 59 2 MRS =G VE 2 #9585 = & TRkt 2 PUEE 20 5 2 4
DRI TWVD

AREN OB I < B DS SOGIZ K ﬁ%%%ﬁ%%bhﬁi%ﬂi%tv
ESRAlIL ﬁﬁ%@é AHN DB G- R O EGRIIE, BE OB HoIATV . REDPR
NSV gWiek" et = NS 1 A Bk =3 mbtﬁmmﬁﬂﬁkﬁﬁ%%OE%k@#LTﬁ
@Jfotﬁﬁﬁ?a'Jaé)Lﬁ%ﬁb\ W DRIESUSIZ & D REIER S gD 2581213, BIE R E RV
%‘/§U®J‘Q’€L%@i@@iﬁﬂ?§%ﬁ5%%75}3@60



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

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

Z IRy (BUF, IDTIC) &9 ,) 12K AEFEIEREZ B T 2 RIRUIRAGE /2 T
HA/IVHA SO 38 oo Bpk B il 28 (ECOG Performance Status 0 2 T8 1) 35 1l & %F 512,
AF 2 mg/kg % 3 B EHIFE CREEE L, FHEIEE TH 2893 (RECIST 7 A

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

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

b PVEARVGIE ORI BIBRANRE 72 LA/ IV ) ST B8 o B BB R H (ECOG
Performance Status 0 2 T8 1) 24 il 256t 5212, AHl 3 mg/kg 2 2 3 Ml IR C A s e L7z,
FEFHIHE Th 5 28%h% (RECIST A4 K74 2 1.1 fUIZES S FIHEICL 5 CR
UE PR) 1% 29.2% (90%(EHEX M : 16.7~45.9%) THh o7z, 728, FHANIHRE L7-H
B 6.0% CTH -7,

OVEAETTFHRER (CA209066 #ER)

v-raf < 7 AAEY 4 VAR T EMAER 7 Bl (BLF, [BRAF] £\ 9,) V600
22 B 7 MBS VE AR IR R O RIR UIBR AN GE 72 LT/ IV ) ST/ 58 O BB S il R s

(ECOG Performance Status 0 &% T 1) 418 f5il (AAI#E 210 i, DTIC #f 208 f5i]) 2 *F51T,
DTIC Z xR E U TAH 3 mg/kg % 2 HFHIR CTRIEFHE L7 & & O R OVZ e
et Lo, EEFHMEEE Ch o 2EFMME (LT, ToS) &wiH,) (hifE [95%fF
FEX M) OSSR T, AFIFEX NE” [NE~NE] # H. DTIC #£C 10.84 [9.33~
12.09] 7 ATHY . AHIL DTIC 1Tk LIFHFRICABERIER 27~ Lz (AF— R
0.42 [99.79%ZHEIX[H : 0.25~0.73]. p<0.0001 [J&H log-rank #E]. 2014 4E 6 H 24 H
T8Ny A7),

* HEEREE (IR, D)



—A— FHIF
O HHIINT LB

0 3 6 9 12 15 18

at risk#t TR (B)
AFE 210 185 150 105 45 8 0
EhILINUL B 208 177 123 82 22 3 0

X1 OS ® Kaplan-Meier g2 (CA209066 FRER)

@Y ETTFRER (CA209037 #kBR) 2

AV AT (Baf#z) BIF, Y A~T7) L)) Xik BRAF [HEH
Za AL IR 2 A 3 2 RIG B BR N8 72 T/ IV B SCIE /%8 o0 B HL e AR

(ECOG Performance Status 0 X T8 1) 405 51l (AHIEE 272 1], {b5F%EE (DTIC XE v
RTTF e U Z2xEn D) B 133 §1) 25500, (LR EE R E LOR
#l 3 mg/kg % 2 WFMIR CHREEE L7 & 2 OFMMER OVZEMERE Uiz, EERH
HHETHDHEBE (RECIST HA KT A > 1.1 fRICHEES < df)Eic X5 CR X% PR)
[ZDWTAREID G ST WD 120 5% fEHTRIGAER & U CHIRRT 217 - 7o/ 3.
AHIFET 31.7% (95%(GHEIXH : 23.5~40.8%., 20144E3 A 10 HT—% B~ hA47) T
Holm, 2B, FRNCEDFROMMITERE L TR o7z, b9 — DO EHEFKIEE T
5 0S (HFHRAE [95%IEHEXE]T) 1ITONT I8 BIDA X b (FETD) HZ T HfEHT
AT S TAE R, ARAIFET 1547 [12.39~NE] # H ., {LFRIVERET 13.67 [11.50~NE] 7
ATohY ., KENEFRIEICK LHGHPICH B RIEE 2RI ol (NTF— Rk
0.93 [95%fEHEIX M : 0.68~1.26], p=0.6299 [J&H!| log-rank fiE], 2014 411 H 12 HF
— &1y NET),



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

LS IE RGO ARIRYIBR A HE 72 T/ IV I SO %6 o B B 255 (ECOG
Performance Status 0 2 TN 1) 30 Bl & 42, AFlEA U A~T720H (LLF, TARKA
+A VAT End,) BE L, FEFHMEEE Th 58%% (RECIST A K7
A > L1 RRIZHES < Rl ELIZ KX D CR XUE PR) 13 33.3% (95%15 #E X [ : 17.3~52.8%)

Thol-, B, FANIRE L-BMEIX23.8%ThH-o7=,
*: RH| 1mglkg (KE) &4 BV A~7 3mglkg (RE) % [F B2 3 @M RHIE T 4 BELSRETHE LK.
AH| 3mglkg (REE) % 2 B RIS CadiiE L7z, DFRBGRRCR W TIE, AR & RN E L,
A B A= TIEAFOBREE TG 30 5Ll EoBEEZ B\ TS 2Bk LT,

©ugsh AR ER (CA209067 #XER)

(LA RTIG IR ORIGUIFRARGE 22 M/ IV o Bk B il 83 (ECOG Performance
Status 0 &N 1) 945 il (KAZI+A &V L~ 7 R 314 B, AREFE316 6], A Y AT
FE3I5 ) 2 RIT, A B AxTEEARE LTAF+ 1 B Y A~ THEE RO
B G- OAIE R Va2 BEt Uiz, EERMBEE T 5 0S (HFRAE [95%E X M 1)
DEHEFENTRERIL, AFI+ A Y A~ T7HETNE [NE~NE] 4 H, AAI# T NE [29.08
~NE] A, A U LA~T7HETI1998 [17.08~24.61] WATHY, KA+ Y L~vT
B 5K OARFNIF 5134 BV A~ T 5120 LFEFHRICH B RIERE 2~ LTz (RAI+ A
U A~ Tih o — N 0.55 [98%(EHEIX[H : 0.42~0.72], p<0.0001 [J&%! log-rank
BE], AE G~ Y — R 0.63 [98%[EHH X [H : 0.48~0.81], p<0.0001 [J&%! log-rank

BE]l, 20164E8 H 1 BT —H v A7),
*: KK 1mglkg ((KE) &4 Y A~ 7 3mglkg (UKE) %R B (C 3 RN C 4 [BLSMEHE L 725,
AF 3 mglkg (KTE) % 2 WM s Lz, SERREHICBVL T, AR RIS
L. A BV A= TIIAFOEELR T 226 30 5L EOMBEZ BV TR 52846 LTz,

1.0
0.9
0.8
0.7
0.6
0.5

HRtHF

a4 Sk AKF+AEY LT TR
03{ A K#EE
0.2 S AEYLTTE

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

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




72¥ IRIBUIBRANRE 2R M AR E 2 50 RICAH + A U A~ T HREITOW TGS
L7240 565 1 FERBR (CA209004 38BR) D= — b 8 ICBIT 5E%NFE (modified WHO J
HEIZHAS < CR UE PR) 1F, ABFIEIERIGIRBE T 46.4% (13/28 151, 95%[EHIX[H :
27.5~66.1%) . {LFHRIEBEIRIE BT T 38.5% (5/13 f5il, 95% 54X [H : 13.9~68.4%) T
HoT,

(PD-L1 FEBLIRBLR DA 20 Mo OV 424)

WAV MAHRER (CA20906755Rk) (THEAAN B2 BEOT — X ITHES & | JEEHM
23V CPD-L1 258 U 7= EEHIa s b 281G (BLF, TPD-LIZEBIE] &vvo,) Hl
(ZHRER AN IRIT 2 AT > e A IMER L EVEOFRERIZIU T O LB ThoTz,

ARHMPEICEI LT, PD-LIZEBIRD 1% AT (PD-L1<1%) OBFHEM & e L T1%2L E
(PD-L1=1%) DEFHEMTA Y A~T7 O _EFREHEMBMEA 2R S - (F),
BB, AH+A Y A~ TRORENT 0 T 7 A JWIFPD-L1 <1%0 BH M L PD-L1=
1% BFER TR TH - 72,

PD-L1SERHE1%KH PD-L1FEHE1%LLE

HRHF

1.0 \“"{ 10
09 e 09
‘\-’)\\. L
0.8 . By
s 0.8 \ g Soit
07 N 07 e S ' -
o . — — N ‘\
08 K\L‘: "—-"ﬂ..._, & i g
05 s M g T
g = o] .
e s ey, b == -4
041 sk AWM EYLITR - 041 e d#l+qEynTTR C
" -
031 A wmE e 031 A Hwmp =
0.2 O AEVLTTH 021 -© AEULTTH
0.1 ¥ ARUO : §TH1Y 0.1 *, ARUO : 1914
00 00 T T T T T T T T T T T T T
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk® EwFmm (A) at risk# EFHM (A
FM+AEYLTTH® 123 113 102 91 82 82 79 74 74 72 66 18 4 0 FF+AEYLTTH 155 144 132 127 116 112 105 102 101 99 8 27 3 0O
A#B 117 103 86 76 73 65 62 59 57 55 50 16 2 0 FAB 171 165 158 148 139 131 122 117 112 109 98 36 1 0
AEYLTIB 13 96 8 79 71 61 57 50 44 43 32 10 1 0 AEYLTIE 164 155 138 126 115 102 89 83 77 74 64 21 2 0

X3 CA209067 FRBXD PD-L1 EIHEH|TD OS D Kaplan-Meier Hif
(7R : PD-L1<1%DBELEM, A : PD-L1=1%D BHEEM)



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

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

[NE~NE] # A, A U A~T7HETNE [1656~NE] A THY ., AEFNIA Y L~vT
(2 RPN BAER 27~ LTz (v — R 0.65 [97.56%f5 48 X[ : 0.561~0.83] |
p<0.0001 [J&5H! log-rank #iE]. 2017 46 A 12 A5 —% v b4 7) |

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

1.0 {=

0.9 —A— XFHIFH
[ - AEYLTTE

0.8

0.7

0.6

0.5

0.41

i Bt Hr ¢ 38 3R

0.3

0.2

0.11

0.01

T ' T . : T T i T : : T : T : T T g T

0 3 6 9 12 15 18 21 24 27

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

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



(24 14]
OEMNE TR (ONO-4538-02 #5k)
BEFRITIAHE (100%) (ZRDHIL, KHE OEREBEBENPEETERVEEFRIT
30/35 B (85.7%) IZ#@B®H LTz, FHHEN 5% EORIWERIZTRO LEBY THhoTz,

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

I N S B (%)
FEARGE 35 Bl
(MedDRA/J ver.16.0) 4 Grade Grade 3-4 Grade 5
AEIER 30 (85.7) 9 (25.7) 0
Ao WA
FODR IR BEREAR T E 5 (14.3) 0 0
A Rk
T 4 (11.4) 1 (2.9) 0
L 2 (5.7) 1 (2.9) 0
RIS 2 (5.7) 0 0
—i% - BEEER L OGN OREE
% 5 (14.3) 0 0
& 2 (5.7) 0 0
FEEN 3 (8.6) 0 0
R R P
fhEE 2 (5.7) 2 (5.7) 0
NN
ALT ¥8n 4 (11.4) 1 (2.9) 0
AST H#80 5 (14.3) 2 (5.7) 0
A7 /L7 2 R 2 (5.7) 0 0
A CK #hn 5 (14.3) 3 (8.6) 0
7 V7 F =800 2 (5.7) 0 0
o> Ko RN 2 (5.7) 0 0
17 LDH #5710 5 (14.3) 1 (2.9) 0
1A TSH > 3 (8.6) 0 0
ifi 7 TSH $0 7 (20.0) 0 0
CRP #5/1 5 (14.3) 1 (2.9) 0
I EREREE N 4 (11.4) 0 0
y-GTP #4/10 4 (11.4) 4 (11.4) 0
R R o B 2 (5.7) 0 0
~ES B 3 (8.6) 1 (2.9 0
U 2 REREE D 5 (14.3) 1 (2.9) 0
I R ERER 2 (5.7) 1 (29 0
i R faFn AR T 2 (5.7) 0 0
i SRR Bk 2 (5.7) 1 (2.9) 0
R I ER S ek 2 (5.7) 1 (2.9) 0
M ifn BR %Rk 6 (17.1) 0 0
WEdfE T3 H50 2 (5.7) 0 0
SWERE T3 8 (22.9) 0 0
SWERfE T4 W/ 6 (17.1) 0 0
SHERfE T4 H30 2 (5.7) 0 0
U U~ FR--H 3 (8.6) 0 0
M ALP #4010 5 (14.3) 1 (2.9) 0
HUHIR RIS 3 (8.6) 0 0
HAE -~ — A —HEhn 2 (5.7) 0 0
HUZHUREE N 2 (5.7) 0 0
VR A S N = e G ) | 4 (11.4) 0 0
ifi. /R CK 38 2 (5.7) 0 0
BRI L O ARk E
RE 2 (5.7) 0 0
TR R IR
W P 2 (5.7) 0 0
K= 2 —m XF— 2 (5.7) 0 0



BRI Btk (%)

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

7k, MVEVERZRE 16 (2.9%) . KIBK - HEEO THI 1 H] (2.9%) | kRS 4 4
(11.4%) . JIFH§REREE 5 61 (14.3%) | BHEGEREE 2 61 (5.7%) . FUIRIRHEGEREE 8 1
(22.9%) | EIEFEE L6 (2.9%) . BEORFEEE 16 (2.9%) KOS E I K 14
(2.9%) MO BTz, F7o. FEREEEERT ., infusion reaction, 1 BUBEIRIE, WL,
HIEMMES)RE, MO - BEIEES. DR, Mgk, S, BREUTREAEIE X A 3T — ROV
P P L RB D PR BEIR 13380 D e o T2, ARIWERRBUR DU R EHE S (FFEMAE
EREEET) 2 E0EFRERE R,

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

BEFRGIL 2224 il (91.7%) (28RO BV, KAlE OREBEFENEE TERVWAHHE
L1318/24 B (75.0%) 1258 BTz, FEBLEN 5%, EORWEHIZITERDO LB Th -
776

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

EES PN | Bk (%)

FEAGE 24 131

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

EREIEH 18 (75.0) 2 (8.3) 0
A

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

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

5 U 4 (16.7) 0 0
Ff AR AR A

IR ER D 2 (8.3) 0 0
R L O SeERE

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

il 2 (8.3) 0 0
KR ¥ KO AR fRbE

HEE 5 (20.8) 0 0

9 PR 5 (20.8) 0 0

I NITRZ YN S 2 (8.3) 0 0

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

10



infusion reaction, 1 AUWEIRY. FHEO RS (BEREIREGR, 2B, FRE
EE) | BER. EREMEESE, MO - B, S E O MRK. Lk, FR. TR, B
FRRMARNE / X A 3T — R OV VR I NGB PR SR BER I TER D B2 o 72, ARIWERFE
BURDLIZBIE S (BRRRAEER T 251) 28 0EHERE =T,

@UEAFEIFERER (CA209066 ABxR) V

BEFGIIAFIRE 192/206 6] (93.2%) . DTIC £ 194/205 1] (94.6%) (238D S, TR
BRE L DK RBIR N E T 2RWA FEFRIIARAIRE 153/206 41 (74.3%) . DTIC £ 155/205
B (75.6%) IZFBD HAVTZ, WT IR THILEN 5% L LORIERIZT TEREO LBV T
HoT,

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

PN

P A DTIC #f
(MedDRAV/J ver.17.0) 206 1 205 7l
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

RITEA 153 (74.3) 24 (11.7) 0 155 (75.6) 36 (17.6) 0
MgHR LY o REE

I BRIV E 0 0 0 23 (11.2) 9 (4.4) 0

i B E 0 0 0 21 (10.2) 10 (4.9 0
H Ik

5K 22 (10.7) 0 0 25 (12.2) 0 0

T 33 (16.0) 2 (1.0 0 32 (15.6) 1 (0.5 0

L 34 (16.5) 0 0 85 (41.5) 0 0

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

) E 21 (10.2) 0 0 25 (12.2) 1 (0.5 0

it 41 (19.9) 0 0 30 (14.6) 2 (1.0 0

FEEN 15 (7.3) 0 0 10 (4.9) 1 (0.5) 0
Rt L OseEEE

BRI 11 (5.3) 0 0 19 (9.3) 0 0
B H RIS L O ARk E

RAEiivR 12 (5.8) 0 0 3 (15) 0 0
R E

SHYF 9 (4.4) 0 0 14 (6.8) 0 0
FRE 3 KO PRk

HLBE 13 (6.3) 0 0 4 (2.0) 0 0

St BN 3 (1.5 0 0 11 (5.4) 0 0

% 9 FEIE 35 (17.0) 1 (0.5) 0 11 (5.4) 0 0

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

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

¥, AR IV CIRVEMERZE R 3 41 (1.5%) . KIEZE - TR O T 6 6 (2.9%) .
PRI (T 2« N —EGRES) 28 1 (13.6%) . NTHERERETE 7 61 (3.4%) . &%
REFETE 4 B (1.9%) . FHEEMHERERET 4 41 (1.9%) . FRIMERERES 13 61 (6.3%) .
infusion reaction 15 3] (7.3%) . 1 ZUBEJRY G 161 (0.5%) . FEFE O F2JEkEE 3 61 (1.5%)
KLOSEIER LB (05%) e b, o, BIREE, WK, BIEMREE, K
% - BERSE, DFRIE. R, TSR, BERUTRLARIE/ < A /3T — K OV M il M4
SRBERIERR O BV o T, ABIWEMZEBLRIUIEERES (FRRMEMEET 2 51) %
BB RE R T,

11



@yFAEIFERER (CA209037 #ABxR) 2

B EFGITARAIRE 265268 11 (98.9%) . ALFIHEIERE 98/102 1] (96.1%) IZ#DH 5
AU, TREREE & DR RBIRDEE TE RWE FFRITAAIRE 199268 5] (74.3%) . 1k
FRIERE 85/102 1] (83.3%) T3 BTz, WFNDRETRILERN 5%LL EOREIWERIX
THROEED ThHoT,

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

[=i= =i /\*/—r‘
T AT (LR
(MedDRA/J ver.17.1) - 268 1l 102
%= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
AEIER 199 (743) 33 (12.3) 0 85 (83.3) 35 (34.3) 0
Mg LY /R pEE
25 ifi. 18 (6.7) 3 (1D 0 24 (23.5) 5 (4.9 0
[ i BR e S 1 (0.4) 0 0 8 (7.8 2 (2.0) 0
I R ERIBE 0 0 0 20 (19.6) 16 (15.7) 0
i/ Nk SiE 1 (0.4) 1 (0.4) 0 12 (11.8) 6 (5.9 0
PR
IR BRMSREAR T E 18 (6.7) 0 0 0 0 0
B I
AL 11 (4.1) 0 0 15 (14.7) 1 (1.0 0
T 42 (15.7) 1 (0.4) 0 16 (15.7) 2 (2.0) 0
L 33 (12.3) 0 0 39 (38.2) 2 (2.0 0
Mg - 12 (4.5) 1 (0.4) 0 21 (20.6) 3 (29 0
—i% - BEEER L O GEN OREE
T IE 14 (5.2) 0 0 7 (6.9) 0 0
I I7 82 (30.6) 3 (1D 0 41 (40.2) 4 (3.9) 0
EB5E, FER L OWLE A GHE
HEACEE S RO 4 (1.5) 1 (0.4) 0 9 (8.8) 0 0
Fife PR AR AT
ALT 8470 14 (5.2) 3 (1) 0 1 (1.0) 0 0
AST 0 15 (5.6) 2 (0.7 0 2 (2.0) 0 0
I R ER BRI 0 0 0 7 (6.9) 3 (29 0
i INER Bk 1 (0.4) 0 0 8 (7.8) 3 (2.9) 0
M i ERE R 3 (11 0 0 8 (7.8) 2 (2.0) 0
B KOsk E
BARIEER 18 (6.7) 0 0 17 (16.7) 0
BRI L O ARk E
RAHiR 15 (5.6) 0 0 13 (12.7) 1 (1.0 0
7 P 11 (4.1) 0 0 8 (7.8 0 0
PR R
K= 2 —m S F— 1 (0.4) 0 0 10 (9.8) 1 (1.0 0
B 3 (1.1 0 0 10 (9.8) 0 0
A E N TS SRONH e
- IR 13 (4.9) 0 0 8 (7.8) 0
F ¥ KO PR RRREE
Wi=BIE 2 (0.7 0 0 28 (27.5) 0 0
D FERE 51 (19.0) 0 0 2 (2.0) 0 0
F95 34 (12.7) 1 (0.4) 0 5 (4.9) 0 0
R INITR S IN& 16 (6.0) 0 0 2 (2.0) 0 0
=k A BE 24 (9.0) 0 0 0 0 0

72k AFIBEZ B TRV MM R 8 1] (3.0%) . KIG4 - EED T 4 4 (1.5%) .
MR REE 33 3] (12.3%) . AFHEREREEE 22 5] (8.2%) . EAERERETE  (JRANE [ MER 2%
52) 5451 (1.9%) . FR RS HERE 2 23 5] (8.6%) . RIIEHfE=E 1 51 (0.4%) . infusion reaction
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10 B (3.7%) . EHEOREREE 1 6] (0.4%) . BER 2 61 (0.7%) KOS E S B 3 4
(1.1%) RO Bz, Fo, FEMERERTE. 1 ANERWE, SEEMEIGE, KK - 86
S, hde. Mhde. BT, RRBUTH ML/ X AT — K OV M i/ NSO M 2R B 7
IXFB O BV o T, ARWERRBUR DU ES S (RRREMRET 2 E5T) 2804%
FHER AR,

GEWNH TFHFER (ONO-4538-1775%)
AEFZITEH (100%) (238D biv, AHlE ORREBAGE TCERWAEFER LA
il (100%) TR BiTc, BHEENS%L EORERIITERO LBV ThoTo,
£S5 RBIED 5% EORIER (ONO-4538-17 FAER)

LB BRI BiEx (%)

FEAGE 30 15

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

21 2 (6.7) 0 0
3 IARE TS

IR R B TR 2 (6.7) 0 0

HOR AR REAR T E 7 (23.3) 0 0

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

(GEA 5 (16.7) 1 (3.3 0

T 16 (53.3) 1 (3.3 0

W basm 2 (6.7) 0 0

L 4 (13.3) 0 0

A% 3 (10.0) 0 0

N i 6 (20.0) 1 (3.3) 0
—i% - BEREER IO SELOREE

it 5 (16.7) 0 0

PR 7 (23.3) 1 (3.3 0

RRGPERIE 2 (6.7) 0 0

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

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

B 2 (6.7) 0 0
R ARES

ALT 840 11 (36.7) 3 (10.0) 0

735 —EHIn 5 (16.7) 1 (3.3 0

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

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

U — PN 12 (40.0) 7 (233) 0

IR 2 (6.7) 0 0

M7 A )RR T 7 & —FHN 4 (13.3) 0 0
Rt L OsesEEE

&) T A E 2 (6.7) 0 0

&7 V7 v IsE 2 (6.7) 1 (3.3) 0

KT+ U 7 A 5 (16.7) 4 (13.3) 0

BRI 8 (26.7) 1 (3.3) 0
W% R L OE A fELkpE

RAEiiR 5 (16.7) 0 0
R R R

PR 2 (6.7) 0 0

SHYF 5 (16.7) 1 (3.3) 0
MR RS, FERES X OMiEhmBE

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

7R, APRRFESEQR (30.0%) | ITHEREREE 1401 (46.7%) | HIRIREEBEREE 71 (23.3%) |
[ 1 it FE 341 (10.0%) | KAk « B o T #3451 (10.0%) | B o Ji7 S P 3451 (10.0%)
T EEAREREREE 21 (6.7%) . 5 & 5 IS 1451 (3.3%)  BEAARREARAE/ X A4 /X F—24 (6.7%)
Fe OV RImAR ZERRE L] (3.3%) 2358 Hiviz, F7-, BHREkEE, FIRMEERE, 14
PERIG, e, BAEAIE)AE, AN - B, infusionreaction, DoflZe. Ahdk. sk
I/ NI PSR BRI K OF R IT380 e o 7z, ARIWERRBURDLIZBSEE S (R
BREMRT Z2ET) 2E0EERERT,

©ESMFIMAHFER  (CA20906735k)

AEFRGIIARA A+ A BV LA~ 731231361 (99.7%) . AFNIFEE312/31361 (99.7%) . A
B U A~ T7EE308/31141 (99.0%) (258D HaL, TRERIE & ORRFEBENEE TE RWAHE
FGUIARK + A BV L~ THE300/31361 (95.8%) . AFIEE270/31361 (86.3%), 1 BV A
~ 7 HE268/31141 (86.2%) IZ588 BTz, WT I ORETHRILEN %L EORIERIZT

FHDOEBY THoT,
#6 WTNLORETRHRIERN 5%LL EORIERA (CA209067 RER)
i } B (%)
T RATACY LT P T AT
(MedDRAJI ver.19.0) — 313 5 313 5 311 4
%= Grade Grade 3-4 GradeS5 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4  Grade 5
2RITER 300 (95.8) 183 (58.5) 0 270 (86.3) 65 (20.8) 0 268 (86.2) 86 (27.7) 1 (0.3)
PN 3 AR
FOIR e e e E 34 (10.9) 3 (1.0) 0 15 (4.8) 0 0 3 (1.0) 0 0
RO IR BEAR T E 51 (16.3) 1 (0.3) 0 32 (10.2) 0 0 14 (4.5) 0 0
EELTS 23 (7.3) 5 (1.6) 0 2 (0.6) 2 (0.6) 0 12 (3.9) 5 (1.6) 0
H I
e 28 (8.9) 1 (0.3 0 18 (5.8) 0 0 28 (9.0) 2 (0.6) 0
INIDES 40 (128) 26 (8.3) 0 7 (2.2) 3 (1.0) 0 35 (11.3) 24 (7.7) 0
(EE 12 (3.8) 0 0 19 (6.1) 0 0 17 (5.5) 0 0
I 142 (45.4) 30 (9.6) 0 67 (21.4) 9 (29) 0 105 (338) 18 (5.8) 0
M Nz IS 19 (6.1) 0 0 13 (4.2) 0 0 7 (2.3) 0 0
EL 88 (28.1) 7 (22) 0 41 (13.1) 0 0 51 (16.4) 2 (0.6) 0
M - 50 (16.0) 8 (2.6) 0 22 (7.0) 1 (0.3) 0 24 (7.7) 1 (0.3) 0
—i% - REREER O SEOREE
77 i 31 (9.9) 1 (0.3) 0 25 (8.0) 1 (0.3) 0 17 (5.5) 2 (0.6) 0
IR 22 (7.0) 0 0 12 (3.8) 0 0 10 (3.2) 0 0
i 118 (37.7) 13 (4.2) 0 111 (35.5) 3 (1.0) 0 89 (28.6) 3 (1.0) 0
FEEL 60 (19.2) 2 (0.6) 0 21 (6.7) 0 0 21 (6.8) 1 (0.3) 0
g AR AR A
ALT #40 59 (18.8) 27 (8.6) 0 12 (3.8) 3 (10) 0 12 (3.9) 5 (1.6) 0
77— 23 (7.3) 9 (29) 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (1.3) 0
AST #81 51 (16.3) 19 (6.1) 0 13 (4.2) 3 (1.0) 0 12 (3.9) 2 (0.6) 0



BiEx (%)

aE BRI

AH+A Y L THE

AFHE

A BV A~ TR

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

T X—C N 43 (137) 34 (109 0 24 (7.7) 12 (3.8) 0 18 (5.8) 12 (3.9) 0
PRERD 19 (6.1) 0 0 10 (3.2) 0 0 4 (1.3) 1 (0.3) 0
Rt L OsesEEE

AARIRGE 60 (19.2) 4 (1.3) 0 36 (11.5) 0 0 41 (13.2) 1 (0.3) 0
T EHSR 3 KO ARk S

BAfR 42 (13.4) 1 (0.3) 0 29 (9.3) 1 (0.3) 0 21 (6.8) 0 0
5 A 17 (5.4) 1 (0.3) 0 15 (4.8) 1 (0.3) 0 9 (2.9) 0 0
TR

FEIED W 17 (5.4) 0 0 15 (4.8) 0 0 11 (3.5) 0 0
R R 14 (4.5) 0 0 18 (5.8) 0 0 9 (2.9 0 0
SR 34 (10.9) 2 (0.6) 0 24 (1.7) 0 0 25 (8.0) 1 (0.3) 0
Mg, BOERES K OEhR

AL 24 (1.7) 0 0 20 (6.4) 2 (0.6) 0 15 (4.8) 0 0
IR TR 36 (11.5) 3 (1.0) 0 20 (6.4) 1 (0.3) 0 12 (3.9) 0 0
fitifigz 2 21 (6.7) 3 (1.0 0 4 (1.3) 1 (0.3) 0 5 (1.6) 1 (0.3) 0
KR F KO FRERkRE S

& WA 15 (4.8) 0 0 17 (5.4) 0 0 11 (3.5) 0 0
5 FEAE 112 (35.8) 6 (1.9) 0 67 (21.4) 1 (0.3) 0 113 (36.3) 1 (0.3) 0
S 91 (29.1) 10 (3.2 0 72 (2300 1 (0.3) 0 68 (21.9) 5 (1.6) 0
BEIR Bk E 5 38 (12.1) 6 (1.9 0 14 (4.5) 2 (0.6) 0 38 (12.2) 1 (0.3) 0
S EVEAEE 27 (8.6) 0 0 28 (8.9) 1 (0.3 0 16 (5.1) 0 0

B, ARH+HA Y L TR WD TR EE86] (27.5%) | JITHEREFE E 10241
(32.6%) . HIRIRFEREREESTHI (27.8%) | FEHEREFEE2161 (6.7%) . VB Mz E25
B (8.0%) . KiFZE « HEED FHI60HF] (19.2%) . BEE DR EEE221H] (6.7%) . FiE
REERERE 2761 (8.6%) . FIFRHSAEREE 1445 (4.5%) | BER3B (1.0%) . AM7e - B
221511 (0.6%) . infusion reaction 13f (4.2%) . 5 & 5 55341 (1.0%) . 72361 (1.0%) .
RS BAFIE/ < AT —501 (16.0%) | AT 91441 (4.5%) K& ONFRIR A2 2842 iE 2451 (0.6%)
MO BTz, Flo, VRBERIE, BEIEFEAE, O R & OV i MRS S5 5T
TR IR Do T, RFNBEIZ I W THIRRFEE66/1 (21.1%) | & RERE T 2461 (7.7%) |
FOR IR RERE 4761 (15.0%) . BREREREE 36 (1.0%) | [IEMEMZEESH] (1.6%) |
KIG% « B D FFI1661 (5.1%) | HEE OO J JiFR 3811 (2.6%) . T TR RERR F 311 (1.0%) |
R B RERE 301 (1.0%) . EK3H (1.0%) . infusionreaction 1445 (4.5%) . 5 & 9
2200 (0.6%) . BERUHRMEAE/ S A/ 3F—2861 (8.9%) . AF4c2M (0.6%) M ONERMRIL
FRFERRIELF] (0.3%) MO DTz, T, VRUBERS G, BEREMEIE, MK - B,
O AR e OV PR i MR PESRBE I 3GR 8 B AL 720 o 7o, REIME A ZE BRI X
BliEES (MRMAMEET 25T 2308 RE =T,

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

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

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

Bi%x (%)

A BIR 5

HoAZE ARANRE A Y LT HE
(MedDRAVJ ver.20.0) 452 453 {7
4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

EIEM 385 (85.2) 65 (144) O 434 (95.8) 208  (45.9) 0
15 ST S L OV AR e s

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

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

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

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

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

GV 4 (97 1 (02 O 79 (17.4) 7 (15 O
IR L O THLfkREE

BER IR % 24 ( 53) 0 0 50 (11.0) 9 (20 O
EOPEIE 105 (23.2) 0 0 152 (33.6) 5 (11 0
b 90 (19.9) 5 (11 O 133 (29.4) 14 (31 O
R0 g MEREs KJOMEhRIE =

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

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

k. ARFIBCB W CRBEMEMZER 11 6] (2.4%) | BB RMRAE/ X 45 —48 f
(10.6%) . HNTRERERET 40 51 (8.8%) . FURMRBEREMET 91 51 (20.1%) . #RiLFETE 83
Bl (18.4%) . BHERERETE 6 1 (1.3%) . RIEHERERT 6 6 (1.3%) . NEAHERET
8 1 (1.8%) . infusion reaction1l f5] (2.4%) . KB - EE O T 21 ] (4.6%) . &
FE D Rz kR 5 41 (1.1%) . 1 AUBEIRS 161 (0.2%) | B2 341 (0.7%) . 5 & 9 IR
2 5 (0.4%) . FF22 341 (0.7%) 2RBDBNT-, F/o, HIEMEIIE, LK. K.
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o M L/ ISR PSR BE . AR - Bl AR AR FERRE M OB MERRAE 2213580 &
Nrpinoie, RREWEHIZESURILIIBE SR (RRRAER T 2t 2o Bt
Y,

1) Robert C.et al. : N.Engl.J.Med., 372 : 320, 2015 (CA209066585%)
2) Weber J.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 #5%)
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[k - H&E]

ARFNORHEM YN EETT L ZRH LIZY 2 2 L— 3 2k V. AH 3mgkg i
240 mg % 2 JARFIR TR G L 7ZBROARF O MG TIRES T Sz, ZORFR, KK
240 mg ¥ 5 LI BROmgEE L, AAl 3 mgkg G LIZBROMREE & & i U CEifE
ERTETFHIENTZLODO, AAANBFICBWO CERMENHEE S WD A A& 0
mg/kg % 2 HEFRIIE CHRYE) CARFIZ G L-BEORE R & ik L CURfEZ /R~ T & Tl
Shiz (TR, Mx T, BEOBEICEBIT 57 — XIS & | AH| 3mgkg XL 240 mg
Z 2 AR TS LB O ARSI O & & G 2WE XL 2N & OB 2 a3 2 1%
BT T VBRI, YEEEIZOW TR TR, ERo s - AR
B CTHRE R OBV R 22 R T2 L PRl Sz, £72, BB AEBE BT
LT =R HASE AA 1 mgkg XX 80mg & A BV A~ 7 3mgkg & 3 HIE IR T
5 UTZBROARFI O & & 2oVt & OREZ MiFT RIS ET VAR S, Y%
BEIZ OWTRREI D TSR, oMk - &M CLarIc k22 R IT 20
ETRlE LTz,

£ 8 AHADEMBL T A —¥

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

OB (5%, 95%50) . Q2W @ 23 I [EIME. Cmax @ #5192 O f @ M35 TR . Cminais : PRI 51414
A EICBT D RARMIE P, Cagas: WIEHRE%140 B £ TOVHMIETEE . Cras : EFIRIEICE
VB eI R EE . Cmings @ EFIRREIZI T B AARIMIE FIRIE . Cavess : EFIRREIZI T 2 ¥ Mg
R

Flo AR ORBEHEDEEE T VAR L2y I 2 L—32 3 IS0 AH| 480 mg
% 4 TG TG SUIBEAGR O ik « 85 TR L 72BRO AT 0O My ik B 3 s
ST, ZTORER. AHI 480 mg Z 4 N TR G LIZEROEFRREIZ I 1T % ) i,
THHHE (LU, TCagss]l &2, ) 13, AHI 240mg % 2 F IR THRE- L 7ZERD Cavgss
EHUT L ETREn (TR) o 7o, AAI480 mg z 4 B MG TG LIZROE
FHREBICR T 2 m MG TIRE (LLT, [Craxsl &9, ) 1%, AHl240mg % 2 # f#]
[AIfR TG LTZBRD Craxss & HEEL L TfEZ R T & THISNIZ S OO, BARNBEIZE
W T ABMEDER S LTV D L - & (10mglkg % 2 ERIERE T G) TARFIZ &5
L72BRD Craxss & HHR L T 2R3 & PRIS T (FR) . AT, BEOmECE
FoT7T =D& AAI3mglkg (KH) F7213240mg 2 2 KRR, 4 L < I3AH
480 mg % 4 HFEMRE THE G L 72BRO AR OBREE R & A2 32 4 & oo B 2 1
T ORIEEISET VPGS L, BEEEIC OV TREIMTONLZ /R, Bk -
MEDHE THZME R O L2 AR TRV e THIS U,
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R AROERYBIE T A —F

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

FORAE (5%, 95%5) . Q2W : 20 R, Q4W @ 4B IR, Cumax @ RIIEI1H 515 0D fi i LT TR FE
Crmina2s : #5128 A HIZ 31T 2 SR PR, Caveazs : I G-1%28 H H & T O FH i i EE |
Crnaxss * ETARAEIZIS T 2 B MG FHEE . Coninss  EWIRRBIZ I D S ARILIE PIE, Cavess : EHIRAE
(ZRUT D R i R
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4. FEFIZOWVT

MR UIBR AR 72 MR A RS (S T 2 56123, &GRS & U CERAREA (45
) DO TNDZ &0k, éumﬂﬁ%uﬁtﬂ ’%MT%%&M XChHDOLULENDD, £
DT, EHES Y X7 EHGHE (RMP) ([ZHD X AKFI O EIES AV SUEE ~D 7 1k
HilA3 8 2 Mgk T o T, AN OE G- 72 BE A2 2Wr - K58 L, AFOBGIZ LY HEZR
BIER 238l LT-BRICxHE T 2 Z E 3B e 7o, LLFOO~@ DT &iili7= 3 Mizk iz
BWHEATL2RETH D,

O MEFITOWVT

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

(1) EAFHEREDEE T 205 ViR PE S G BT RDS A2 RE L AR P
HIIEEAS A RS BB AR, Mtk )s A 2Rl 7 &)

(2) HrEREREIRPE

(3) HBENFIRA TG E T 2 0 AP (DS AR REEEIE ERPE. 25 AR
B wEE. S AR R &)

(4) I RALFRIEE A RRE U, ARSI 1 U SRAL RN 2 O fii gk FL e
AR D AT > TV B itk

(5) HUEAEMEEAL S & SN O NI TR 5 R % 17 > T 5 i

O-2 EMERGMEOLSHRE & ORINE SEBURS O XIS 00 72 Jnik & 5k &2 R S EE Rl
(FEROWTINITIEE T DER) 23, YEZEBOAFICET HIGROBMEE L LT

BESNTNDZ &,

*

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

o [EARFFESE 2 FEOMMINME ZE T L72RIC 5 UL Lo B IR 2R O
IR Z AT LTV D Z &,

@ BENOERAEREROKHICONT

S A BT G B T AL S N, B S O N, A - %
o SRR O R OB T L W ARG AT TR AR L7 LA
BT, SECNATON B KIS T NS - L,
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@ EWEADIRIZ2WT
®-1 BIVERRBE O AE B3 5 Bk

MR MERR B O EE R BITERA R AE LZBRIC, 24 BRRIR2IRIRHI O T, ik X
IR 23 T B L2 BIVERNICIS U CABE B L ON CT ZOFIVER ORI 4
FAREORRNY A IS I, BEHICRHG TR AR 23> TN D Z &y

Q-2 BERUEFHEIC L 2FEFEELMGICET2EH

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

@-3 BIFERDZUTLRINICE LT

RIVER (FRVE MR BTN 2 | EAEMEEDAE, O R, Mk, B RARE . RIBXK.
NS, EEED TR, 1 AUBEIRIE. ITAA, ITHRelRE . AT, B bMERRAE . AR
PEREREE . TIERHERBREE MRkl BREE, BIBREE. Mk, EEOERE, &
IRifAR ZEFRE, infusionreaction, HEFEZQ MK, MEKEBIEGRE, M. PER. WA
DPE OGN, IR M, ClEPES (D EME) - ZRIR - DM EISMIGHE ) | FEES HH .
EFLEE) 1T6F LT, Madtia U BRERAEBA O H M2 A4 5 A0 & EHE U (RI1EH
DZWRXSIZBE L THRER OB EZ T ONLE&MHICH L2 L), BEHICHEY) /R ALE
D TEDHIRFDBESTNDE Z &,
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5.

BEXMNR LI DBE

(2B % 4 1H]

@

@

TREDBEHEIZBNTARADOFMERREN TN D,

o ALFIRIERIGR K OBETE R OARIGEIRANRE 72 TUHT/ IV ] SO L8 o v R aiE
B

o SERUIRFZOIb/c B/ IVH Y oM BAEERE BT DI E

723, BRAFEE AR Z 6T 5 BEIZH VL, BRAFBFEANC X 210K LB ET

HZk,

KHF+A Y b~ T EREIIEFPRIERIDIEORIGUISR A e M R A S 2 55
& L=/ S IARRER (CA20906735R) ICBW T, MR E S A B Y A~THKE
2k U CHMERRGES LTV D, 7212 L, KA+ A B Y A~ 7 H5 & K| B
5% Wl U - R B HEHI B W T, PD-LIEBRILIC L DA BV A~T D L3
HNRD R DBAN TR ENHFERPELNTND (Tp2) , 2o, Rk
UIBR A RE 2R B R AE R 2N T, REIE A Y AT L OPFHEE O % f
Wrd 23545, PD-LIEHE* 2RI 52 ENEE LU, PD-LIEEEN1%LL ETH
D EDHER SN BE TR WL, JRHL AFRIEMER LS 2 BT 5, k. BiIG
UIBRARRE e B A iE RS 2 kb S & L7-3oh 58 T AREBR (CA20900473805%) D =2k —
R8IZIHW T, (L FHIERIRE BEE &P RIEBEREBEE & ORI TARAI+ A U A
~ 75O NECIE R ZRITIRD DTV,

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

(1)

AJCC (American Joint Committee on Cancer) J&HA43%E (55 7 i) 12F&-5 < 54
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[z etz B4 5 4H]

O TRIZEY T D2EEIZOWVWTIAR DR ENER L SN TN b, 5217
DRV L,
o ARFNDEGTKS LISBUEDREERE D & % BH

@ REATOFHMICIHBW T FRRICE ST 2 B TN TR AAlOREITHELE S 7

DS, AMOTEPEERPFUE DS R WIGEITRY | HEICAFZENT 52 L 2B ETE D,

o MEMMEEDOAH IO H 5 BE

o JER AR A CRVE S 258 6 D A K ONEEME O T B i g 2 S0l e i ¢
LEORICRIEMEA DD EE

o HORERBOED, UHEMER7ZE L < ITZHERMED B O kB OB TR D
b oHBE

o EERBMEE (&R A 5 Te) Db D ERE

o OB IIBEE A AT DB

*  ECOG Performance Status 3-4 2 0B

(2 ECOG @ Performance Status (PS)

Score | EFE

0 | &<MERIEEH TS5, BT & R U HEAERPHRZR AT D,

PRREIZI LUEBNTHIIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
Bl - BEOFE, FHEE

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

ROENTZHSOHOEY OZ L LnTERY, BFO S50%LL L&~y R+ Tz d,

AW

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

WA GRS 2 RS ER DT 2 BB 235 & ARH 0 Rk I OV E
DT OIZ B H A2+ L TR 5 2 &,

TRRBARIZYENE D | B UXZE OFEIEITH IR OERRIEZ 53 L, [FEZ2 15
ThroHEETH L,

RIRCIBRARE R M R AEBE BT AR LA ) A~ T L O ARG ORI&
R 8546, PD-LL B LR T 5 Z ENEE LAY, PD-LL FHLR iR
TEXRWERIZIE, AFE A BV A~T7 L OUHOBEES 2@ fWr Lz L T#ks
THZ L,

FREWEHO~H T AL MZOWNT

@

@

MEMEMEER S LD Z ERH DD T, KFNOEGIZHT-> T, BARE
W (REWR RIEE, nZmk, FEEVE) OREFE M O X S o i, Bz -+
ZATH 2k, Fio. KBS UTHES CT, MiF~—7—%0Ma %2 Eiid %
Z &,

AFNOFEILEE O infusion reaction (Zfff 2. CEARHI 43Rk dD T 5 U
i ZAT > 72 L CBRMET 5 2 & £ 72,2 [Bl B AR O AH|$% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEGH K OARA G T #IT A Z A
CERRET 5%, BEORBEL IS 52 L, 703, infusion reaction &
FHLLUICGA IR, R TOBE L OERD TERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIRE . TRAEERET R ORIBEERH 6D Z B3 HDH DT,
AFN D ¥ 5B aERT M O G- B I E IR N3 s RE IR A (TSH. 1028 T3,
FERE T4, ACTH. I =V —VEORIE) #FEhid 52 &,
AFNOFEEGIZ LY BEORERISIZERT 5 &5 2 bildikx IR BOM e
DHLLNDZENHDH, BENPRDOONTHGEITIL, BERLEFRITL U
B 72 05k & BRBR 2 Ff- D[RRl & i U Cal bl 2 B ne W 217V 18 O 5
FOSIT X 2 BWER 2 o 2355 1id, AFNORIE T I, R ORIE RE A
NEROBRGELBET DL, B, BIERERLVE L OEGIZEVEIE
HOYEERFRD IR WIGEITIE, BB RE AV LISt o Sz il Fl o8
LEETDZ L

BT %, OB OE ARRE L T LEWERDBET 2 Enb D729,
AFN OG- TZRICORIEHORBIZ2IZEET H 2 &,

1 BUOBE IR (BIE 1 BUEIRS &2 5 de) b bbdv, BERPMES R 7o R— X
ICEBDZENHLHOT, Alg, D, EHFEOREROBHRCMAEED L2
DERETAHZ &, 1 BBEREN DN -G ICiEREEZPIE L, AR 8l
H O 5E DU R LEEITH Z &,
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I UIBRASE 22 M BRI AR (B 3 2 BRI, ﬁﬁﬂ@ﬁuuﬂmﬁﬁﬁ ZBWT, &5
BRGEND 3 T HUWN, ZLARRIL, &EFE G 1ERIL 6 B Z & G 2D
fﬁﬁ%:ﬁo TWeZ & aBBIT, ARG FITEMANLD R OMER %ﬁ )z &,

J@Jf%‘“\f&@ﬁﬁié)E%%’\@ﬁﬁ(ﬁﬁﬁb%{i<E L CTREA T 2 BRI, ARFIDERIR
aitﬁﬁﬁ IZBWT, 12 HEZ SIZAENMEORHIZ T > TWe 2 L2 5F10, AHlEkE
HIE BRI 20 SR D e 75:TT 9 Z &L B TR MBI E & L’Cfﬁﬁﬁ'ﬁ‘éiﬂ/\ =N
AHNOBRGWIT 12 VAETETHZ L,
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B HHEET A RF A~
=R~ T7 (BEFRE#Z)

(BR7E4 : A7V —ARMEE 20 mg, 7Y — A EEFE 100 mg, 72—
AN IR ERE 240 mg)

~ TR SRER I ~

A2 94E3 A (B0 24 9 AHKET)
RS BE



SN

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



1. IZT®IZ

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

BORVE R ESR T, KEERASCL 2T 0 7 7 A VISBEE D ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEICET 2 IERSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B B 2tz & D 2 & AN AHE e — 1 O B i 7= 3 R S BE i A
THZEREHEETHD,

L7eo> T, AAA T4 Tl BRBEELZNE TILELN TV D EFIFR -
BHE RN S-S & | LT ORI O il 72 5 2 HEE T 2 8L b B e gk &%
HROEEFEHEZ =T,

I, ARTA BT A A%, MSIATBOE N EIE N RS SR, ASAFEABAR
BRI 7o, —AFEENE N A ARERIRNBH E S . —MRFEE N B AT SRR RO
NESFERNE N AR D ESB 22O o b EAER LTz,

RGe L I BEIRS, - A TR ERE 20 mg, A7 U — R SEETE 100mg, 4
— RS EE 240 mg (—#%4 =R~ T GEfs 7R Z))

MR ERDHMEINE « PR UXIEIREER & 49 5 SHSEL

KELRAMERONE  @HE, BRAICIZ=RL~7 GEIa - Z) & LT, 1A 240mg
Z 2 TG ST 1 [0] 480 mg & 4 T8 IR C Al ssiE 5,

R IR TR 3O DRSS T KRS




2. AHNORK. VERBF

F 7V — R I ERE 20 mg, [FLSIEEE 100 mg K ONELSTEEHTE 240 mg (— %4 - =
R~7 (B ffz), IF, TRAL Evo,) 1d, AN T¥ERASEE 2 &
Ly 7 2%t BT YUZARL - ~vA¥—X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxt3 5t MU 1gG4 £/ 7 a—F LHETH 5,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIE T 2% 2
) ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZI BT 2 PD-1 U 4 K (PD-LI1
FOVPD-L2) EAEA L. U o SERICHHIME Y 7 v niE L C U v SEROEMAIREE &
BIZFRET L TWd, PD-1 U W NIFHUREE MBI B b O 2 22 SRR F8 B
LTk, BMERAMEBE) LU LB TS PD-L1 OFEEBL L IEDELF
HH & OMICADOHBEBFR & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F o EMER AR IR T MilaS AT 24 X —T 2 B~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & D#HiE S # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S H -8 AMlaiE, PUFRFER CDS Btk T M ol fufs
TEMEZ 59 S8 545, $T PD-L1 /KT PD-1 & PD-L1 & D& EET 5 &2 OHI
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AR FURRE A7 T MM O OB 2 BT 5HFD—2 L LTEX LT
Do

ARFNL, SRR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IZFEE L.
PD-1 & PD-1 U A Y REDFEGHEIET L2 LICX Y, BASUFFRFRNZ T Mlaols
PEAL K O AABIRNE k9 2 MBS TG M 2 58 5~ 5 2 & CRefc e PLidgsh iR &4 o~ 9
ZENER I TN D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC R0 55 Lo & MifF S,
SHSE R B 2 kb5 & U TR IRERR & 920 L A 20ME et R OB A R ST,

ARHNO VB FIBEFFIC 355 < SBIE DS I & 5 BIEI SN 8 B i, ol UTSET-IC
L AN D D, AR ORGP ROREHITIT, BEOBBETHITO, BRENRE
0 & NI EICIE, FBL LT BRI U 7= BRI S & 8 2 #5DIERT & 34 L i
OV BRI AT\ BEORIESISI & 5 RIERAEDN S HAICIE, BB E L
BN DR T E OB I & T D BERD 5,



3. BEREE
BRI LERERE 2 A 5 ESA R O A& GRIF I 3Hl 2 1T - 72 72 BRI FRER O ilok &
ZNE IR

[H2hE]
[E B[R 55 AR ER  (ONO-4538-11/CA2091417:85%)
7T FFRUE 2 G AL FRE T T %0 560 H LINICIR 28T UIHRENRD bh

7= ARE B 0 D ST EE DG & 72 & 72 W I/ IV 00 SESE SR R L R 2 5361451 (H
ANBE2IH 2 ETe, AFKIRE24001, XFIRREL12161) Z %581, JRBRE Y AT 2N E@IR L7
B (AR —h, REZXEALTEY S ~T) ZRHRE L TARAI3my/kg %
23 IR CAMEHE L7 & 2 OFIMER R Z2RET L-, TEFEE Th I e
AR (BLT. TOS) &9, ) (Rl [95%IEMEIXIA] ) D IMATRE RiT. A&
HIRETT.49 [5.49~9.10] /7 H . *IHEHET5.06 [4.04~6.05] B A TH Y, AFNTIABRHY
= Rl 23 I8R L 72 VBT LR FIICA B RIER 2o L7z (P — RE0.70 [97.73%15F
FEX R : 0.51~0.96] . p=0.0101 [J&Hllog-rankfEE] ) .

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

*2 1 bR L SNTEREOLIE, OE, o+ FUEHE & OWEEE,

1.0

—- KR
-~ X EREE

0.9
0.8
0.71
0.6

TRt HE

0.5
0.4
0.3

0.2 o

01 7 PRE VN

go = o0 o o L =
0 3 6 9 12 15 18
at risk# £#FHM (R)
AHFIBE 240 167 109 52 24 7

Poiich:c3 121 87 42 1 ¥ 5 1

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



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

EFR I E 2 AEFAER  (ONO-4538-11/CA209141785R) ICHHAAN BNT-BED S b,
HEISAHAR I W TPD-L1 2 3 8L U 7- AL S b 5 E1A (LR, [PD-L1F&HLHE ] &
V) T DIERDE LN —EOBE DT — X ZH-SE | PD-LIZEBLERBNTHEREIC
RN AT o T- A IWER O LB DFERIZILL T DO L B Tho T,

ANMEZEI LT, PD-LIZEBLED 1% AT DG I B L IZIERROFE R TH o7z (F
<)) ,
723, PD-LIOFRBRIZL T, KFOLEMT w7 7 A VITREETH -T2,

i
o
S
i
o
1<)

—Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
o | X Investigator Choice % "~.: ..... Investigator Choice
g g
a a
] 60 - & 60
[ [
g =
40 - =
S T %
20 20 -
0 T T T T T T T T T T T T ) 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
LEFHB(A) 2EFHR(A)
at risk at risk
Nivolumab 3 mg/kg 96 74 59 42 30 25 22 19 16 1 8 5 1 0 Nivolumab 3 mg/kg 76 54 39 32 29 20 19 17 15 11 5 4 3 0
Investigator Choice 63 45 24 14 10 6 4 3 2 2 0 0 0 0 Investigator Choice 40 30 19 14 10 7 5 4 4 1 0 0 0 0
4 Nivolumab 3mg/kg (events:81/96), median and 95% CI: 8.1 (6.7,9.5) —8A— Nivolumab 3mg/kg (events:67/76), median and 95% CI: 6.5 (4.4,11.7)
"""" O+ nvestigator's Choice (events:60/63), median and 95% Cl: 4.7 (3.8,6.2) w0 nvestigator's Choice (events:39/40), median and 95% CI: 5.5 (3.7,8.5)
Nivo vs INV Choice - hazard ratio (95% CI): 0.55 (0.39,0.78) Nivo vs INV Choice - hazard ratio (95% Cl): 0.73 (0.49,1.09)

ONO-4538-11/CA2091413RBX D PD-L1ZEER | TOOSO F T 2E T+ 0 —T v FF—F D
Kaplan-Meier i 53
(£X : PD-L121%DBEEMA. FX : PD-L1<1%DBEEH)



[Z4tE]

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

A ERHGIIAKIRE229/236/ (97.0%) K O FRAE109/11141 (98.2%) 12588 v, 1A
BRIE & ORIFEBIRNEE T X WA EFGUIAAKIREL39/236/%1 (58.9%) | xtFRHEES6/111
B (77.5%) (2380 LTz, FEEENENLL EORIERIZI TEDO L EBY THhoT,

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

B% (%)

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

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

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

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

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

LD 20 ( 85 0 0 23 (207) 1 (09 O
mESE/S 5 (21 1 (04 0 10 ( 900 3 (27 O©

Mg 8 ( 34) 0 8 (72 O 0
—fi% - 2 HEEL IO GHNLOIREE

) RE 10 ( 42) 1 ( 04) O 16 (144) 2 ( 18 0

9 55 33 (1400 5 ( 21) O 19 (171) 3 ( 27 0

RERE D S A 3 (13 o© 0 14 (126) 2 ( 18 0
7R

NN 4 (17 O 0 6 ( 54 0 0
(NCPSENOES =i

RARE0E 17 (720 0 0 8 (72 0 0
PR R M

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

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

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

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

7p¥s. [HEMEMIZE 7 61 (3.0%) . AERUTHRMIELE/ X A 3F—5 i (2.1%) | THRE
5 6 (2.1%) . FURBMEEERETE 17 61 (7.2%) | ek 7 61 (3.0%) . EineRE
1 (04%) . BIBFESE 16 (0.4%) . FEAHRERE 2 4] (0.8%) . FFlRMAZTER
JiE 11 (0.4%) K OFinfusionreaction3 3] (1.3%) 3#8eb Hiviz, F7-. BEIEREEIIIE,
DR, Whoe. KIS - EEO TR, 1 BRI, SEthm MO P ESEBER ., FF%R.
fdse - BlilESE, BEEORERESE, 5& 5 BERKVEEDORERFITRD broT,
AEWERARBUR IR E RS (FRREERE 25T 280EERERT,



[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 b— 3 02k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 FRIEINGE TS LI2BROARR O Mg iR EDP S S iz, ZOf
R AH 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LIZBROBRE & & ik
LTREZRT ETHIENTZb DD, ARNBFCBO CARER RIS TV D H
5 - & (10mgkg % 2 BN CRE) CTAAIZ G Ui-BEOugE & & ik L CEE
oy LTRSS (FR) AT BEOBEIZE T 527 — #2125 E | AHA| 3 mg/kg
(REE) 0T 240 mg % 2 HFFEIFE CHG- L IZBROARRF OBRE & & Ao 3 etk b
ORI & T D IRBE ST T APERE S, Y% OV TREIT DAL A R,
ERROME - HEOR TAEIMER ORI 2RIV E PRI,

K2 FHOKYBE T A—F

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

HRAE (5%, 95%47) . Q2W : 23 EIFHIFE . Cimax : ANIEIF 518 O g i M P IREE, Crinars 1 AR G-#2 14
HH ﬁ:%gjé%{ﬁm{%ﬁﬁ{%&f\ Cavgdl4 : %ﬂ@*&’%‘?ﬁl“' HH iT@qug[ﬁl{%iEP/%fg\ Cmax,ss : Hﬂ;ﬁ‘»{jﬁﬁ;ﬂ:iﬁ
T2 B MLiE P IREE . Cuinss @ & FIRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICIST 2 4 i
TR

F7- AAORERAEYEEET L ZFHA LY I 2 L—3 9 12k v ARHK 480 mg
Z 4 MR TG U IBEARE O L - &% TG L 72RO A O ik I B D st
Sz, ZOREFE., K| 480 mg % 4 HEMR TR G L0 EFIREBIZB T 2 i
EHIRE (LT, TCags) &V, ) 1%, AKI240mg % 2 FEF IR THEG L 72BED Cavgss
EHUT D E TSN (THR) o £z, 41480 mg # 4 AN TG L72EREOE
FIRRBICB T D MG FIRE (LT, [Craxs) &9, ) 1&. AAl240mg % 2 #HH
kR TG LTZBRD Craxss & WL THEIfEZ R T & PHlSL2 b 0D, HANEBEEICE
WTARMENHER SN TWD I - HE (10mglkg % 2 BRI TG TAA 25
L7ZBED Craxss & 0l U CTIRE 2R3~ & FRIS L (FR) o AT, #HEOREEICE
J o7 —2ITHESE AHI 3mg/kg ((KHE) E721%240mg Z 2 M. & L < ITAH
480 mg % 4 MM TG LB O AR OBRTE R & A0 34 4k & o B % Mt
T HBBIIEET ABERE S, YZBEIC OV TRFEIMTh iR, Eito ik -
REOM THERL LB ZER T 0 PRl S iz,



K3 AFOEYERLNT A —F

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

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

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

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

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

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

2AMFERE. QAW : ABEMIMIME, Cumax 1 HIEIF 514 0 fi 5 MLIE IR EE
Crmina2s : P 51428 A HIZ 31T 2 e fRI I PREE . Caveazs : IR 51428 A H & T O FH i i EE |
Crnaxss * EFARAEIZIS T 2 B MG THEE . Coninss  EWIRRBIZ IS D S ARILIE PHLEE, Cavess : EHIREE
(Z35\T 2 SR



4. FEFRIZOWT
RS & U TGRS (BFFRE) HAE o Tnd Z &b, Yikiid 4
IZETX DR THOIMERD D, TDO LT, KF OB #EY) 2 EBE Z7ZW - FF
EL\ AHNOBEHIZ LY EELRWEH 2B LIZBRICHINT 5 2 EBRMERT=D, LIF
DDO~@DT X T &I HRIZBWTHEHAT & TH D,

O MEFRITHOWT

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

(1) JEAEFBRENSEET 503 A BHEEEILS RS ERE RS AR EE L SRR
I A3 A2 B EEHL AR T, MBS ARSI R &)

(2) FEEHEREIPL

(3) HBENTEAEDFEE T 2 0 APSHEEEHPT (03 AIEEEIE ERibT, 23 AR
W 1IREBE, DA R EEEREER e &)

(4) ARALFEIEE AR E U, AR AFRIEINGE 1 SIS SRAL BN 2 O fifisk e
AR DR AT > TV D fliax

(5) PUEMEMEL AL & EINE Ofas EEIAR DR 21T > TV D Jiix

O-2 A DAL 7R E L OVEIE R FE BLIRE OO KT 43 72 Fnisk & #85k % B¢ D 2= fifi
ITHEEHERT (FROWTIDICEEY T D EM I HERER) 23, 4% R o ARANZBE
TAHREOEMLE L LTRESNLTWSZ L,

7

o [ERNEFFEUSH 2 FOYHHEZIE T L7112 5 FLLEDO N AR D RIHE &
ITHoTWBHZ L, 96, 2L EIX, BATEMEEZ £ & UEERIES S OHE 2
1ToTWBHZ &,

o [ERIRFFESE 2 FOPINMEZE T L7oRIC 4 L EO H SRR EI O B R
WHEZAT-> TR, 25, 24ELL R, 23 AFEMIREZ & OISR 2R O
FRIRBHE 21T > T D Z &,

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

BB AFNC L DBRCBOTIRNENSO2FE L ET 5720, BEOTBR

(272 D RHERTT L DR DN IR R 2 7o =R (BESAEE D105
{iE&U\ IWESEBLRF DTS 53 7o ik & e BR 2 R DR & OBE RO b &
) AR




© BENDERMLHFREEDOEH|IZONT

AR B IE S 2 BMEE D ELE S, BRSO OB D . Ao - 2
P KA 1 R oD PN ONE R S B B R RN (o9~ 2 R i, AR AL
258 OB FH . FERHELDITATON D EHINE > T D Z &,

® BHER~DORZDONWT
@-1 HagkkmIC B 2 B4

MR MERR B O EE R BITER N RAE LZBRIC, 24 BRRIR2IRIKHIO T, ik X
IR AR 23 T B L2 BIVERNICIS U CABE B KON CT ZOFIVER ORI 4
ERRAEORERD Y HHPIZE I, B BTG FTREZREHI RN > T D Z &y

@-2 EREFE L DAEERMNCICET2EHS

DN AR Z B 2 gk M O e 2 B3 D R HE N RIERH T =21V 7
EEDTEROA 7 ) —= T RATOEIRE L IG#E IH TE 2 F— LR 23
SN TNBZ L, B, BEEEIZOWT, DABRE EZOFRIC S ICEmEnT
WhHZ L,

@-3 BEHEADZWroX N LT

RIWER (REMERZEEISIN X, EREMEDAE, (DR, Mk, B RARE, KBK.
NG, BEEEDO TR, 1 AUBERP. AR, IFEERERETE . TR, I LPEIRE 25, FURIR
BeRERE S TERMAREERS, MREE, BREE, AEEE. MK, BEORERE. §
ARIMAEFEFIE, infusionreaction, FEFEZRMRMEE ., MERERIEMGRE, S, PR, W
OFFEROR, IE IR, ClEREE (O FMED - 4RIK - D= EBIANGH ) | M85 H i
JEFLEE) 16 LT Ui ST BRI OB M2 A4 S EM & L (RIFEN
DOZWrCKHSICE L THRE R O XA Z T ONDL&MCH D 2 L), EHIZHEY) e i@
NTE DRGNP ESTNDH T L,
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5. REXIBRLLRLBE
[H2EICEEd % F]
O 77 F A E G0 FRIERO & 5 BE B TARBOFEIEN RSN TN D,
@ TRUIEZY T D BFITRT D ARFN O G K O FTEZ DWW T, RAIOF I MER
NS TELT, AFIOREGRRE LRG0,
o TIFFHAETTTRIEC K DIREEDO W EE
o INRmBRIE
o fhoPUEMEERER L OFH L TGS BHE
@ AFHNTE BRI R 2 MARER I 3 ) T BRI I Tt BRI 6 L TR ZIMED R
AES VTV DAY, PD-L1 FEELRIZ L0 AZMEDHAI AR 72 5 2 L DR S D iR
DELITWD Z L, PD-L1 ZELERE* SRS Lo B CAKI OG- Al S O] 2
THZENEE LV, PD-L1 BHEREN 1%RETHD 2 &ENHERINZBAEITB D
T, AHNLADOBREERE BT 5,
kARFIOZWE L LT, BR524 : PD-L1 IHC 28-8 pharmDx & =] MN&E I TW5

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

o KRHIDRHTIHK LIREUE OBEERE D & 5 B3
@ EREATOFHIIZIB W T PRSI Y T 2 BE IOV TR, ARG ITHERE I L0
D3, A OIRERIUL A 2 WG EITIRY | HEICAFZEHN T2 2L 2BETE 5,
o [MEMMZEBOED UIBEHED & 5 B3
o @B AR C VB R 2 58 B B K ONE B 0 Hc S i ik 2 0 e 1 i 2%
FEDORINZRIEMEZA LD IR B3 5 B
o BHORERBOAD, UXEMERZE L IXHFEMEO B O EEOBEERE O
H b EE
o EERBHE GEMEHaBHIEL 5T) ObHEE
o FEEOBY IR A G T L BE
e ECOG Performance Status 3-4 /"0 D H3&

(ED ECOG & Performance Status (PS)

Score | EFE

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

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

BHNTZEHSOHEDEY DZE LATERY, HFD 50%LL EE2 Xy ROz 4,

AW

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

11

TR CHSDOH DRI O Z L 13T N THEEEDERILTE W, HHD 50%LL EiZ~<y FACiE I,




6. BEZELTHEETREFIH

I SRR TN 2, & IR B3 D R 2 ERFE 1T KD & ARH O FriE K OVl (Ef#
RO 7O B w2 o B LT bR« 2 L,

TRIEBRABIC e D | B UL Z OFEICHINE L OERR %2+ L, RE 215
ThboEETHZ L,

PD-L1 B G L7 E CAFIOE G o] K 2325 Z &L E LW, PD-L1
FEBURDFER T E RV, AAIOMEH OB & 2 @O HWr L7 Ecib57T 5
Z&,

FERBEIMERO~RT A MZONT

@

@

MEMEMEEN D bbb Z ERH DD T, KFNOEGIZHT-> T, BKRIE
W (PRI RIS, ik, FEEVE) OffEsE M OWE X & o s, Btz +5
A5 2 &, £, MBS CTHE CT, MiE~— I —FDOMm&x FEhd 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEARI 322kt T 5 U
faAT > 72 LTt 2 2 &, £72.2 [ H BARE O AHFI$ 512 infusion reaction
DHHLOLNDZEHHLHDT, KFIFEEGH K OARA G T #IT A Z A
CERRET 5%, BEORBEL 2B T 52 L, 70, infusionreaction &
FHLLUICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE /08l
T5HZ &,

ORI BRI E . TRAEERT R ORIBREERH 6O Z B3 HH DT,
AFN D ¥ 5B hERT M O G- B I E IR N3 i rE iR A& (TSH. 1028 T3,
Ui T4, ACTH, I =/LF > — AV EORIE) 2R 252 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b D4 R R IEREE
DHLOLNDZERND D, BEPRDOONTHEIIE, BB LEFRIIL U
B 72 ek & Rk 2 e R Ail & i U Cl bl e BRI W 21TV IR oS
FOSIZ X 2 BWER DN g0 23551 1E, AR ORFES T I, R ORIE BB A
NEVRIOBRGEEEBRTHZ L, B, BIBRERLVEOEEIZEYEIE
A OYBEERFRD IR WIGEIZIE, BB RE AV LIS o Sz il Fl o8
HLEET D,

BT %, BRI OE 0 ARRE L T LEWERDBET 2 Enb 57129,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUOBE IR (BIE 1 BUEIRS &2 5 de) b bbdv, BERPMES R 7o R— X
IZEDZENHLHDOT, Alg, HED, EHFEOREROBHRCMAEED L2
SEET DL, 1V BERBREDN -G ICITEEEZRIEL, AR ) H
FOFGEDHE) R EZITH Z &,

AR ORI T, &GBE2D 9B, ThLRRIL, &ERBND 14
L 6 = LA IMEOFHI 21T - TV e Z & 2550, ARFIEG-FILE T
(R OMERZAT D 2 &

12



B HEETA RI A4 v
=R~ T7 (BEFRE#Z)

(BRE4 : A7V — AR REFHE 20 mg, 7V —RRHFEHE 100 mg, 7P —
AN IR R 240 mg)

~ R e o ~

ERR2 94 A (fFn 248 9 AKET)
BT B



SN

1. 1IZU I P2
2. AANOFE. (FREF P3
3. ERIRRE P4
4, FERIZOWNT P13
5. &G XREMDEE P15
6. BHICEEL THHET X FIH P17



1. IIC®IZ

BEFE S DR « L RMEOHER DT OIZIEL, I SCEFITE SV E 23K D
HILd, S HIT, IEFORFHOMEAC LV | JuREILS 72 & OF 078 e
FREH D AR SN D P T, T b DEH 2 BIC LR EE TR 5 2 L BB
PR & 72 o TR Y RIFMBGEE & SR DA EE 2016 (A% 28 4F 6 A 2 H MEIRE)
IZBW T, FHEILEOMEHOREMHEEL L Z L LTV D,

FORERR P ESR AL, BB EROL R T 1 7 7 A VDRBEFOES S & B 5 R
RHZENDHD, ZOD, AR OLEVEIZET D IHFRN ST 5 F TORM,
UHEHMOBE LR ZIT L2 PR SN BZ T L THERT L L &bz, BIFE
NGB LTI Bkt Sz & D 2 & NAHER— 8 O B & 7= 9 g B <
TAHZENEETH D,

L7eoT, KA RTA TR BABEESLZINE TITHELN TV D EFHFH -
BHFR R EED & | LUT O EH O i 728 ] 2 HEEE 3 2 8L & B B 5 %
RO EREERT,

B ATA RT A %, MAATEBRE NEE M EFRE R O, A EEEANRA
R IR I 7 ox . — At HE N B ARERIRNEFE S K O— it [HiE N B ARIBRE B2 O W
J1oH EERR LT,

RGe L I HEIRS, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4
— RS EE 240 mg (—i%4 =R~ T GEfs 7R Z))

REERDMETE - ARG OIBRASGE I TSR 0 B M e

MEERDMEROAE  BH, RAZIZ=RL~T GBI %) & LT, 1[5 240mg
Z 2 TG ST 1 0] 480 mg & 4 T8 IR C Al ssiE 5,
(L ZFFEARIRIR OIRIEUIBRA HE XA TSR o Bl i 12k L C
A AT (BEFHEBRZ) EOFHT 561, @, A
F=AR~7 GEETH#Z) & LT, 18240 mg % 3 i
AT 4 BLEHEET 2, T0%, =R L~7 GBI rHz) &
L. 115]240mg % 2 A EIFE L 1151 480 mg % 4 FHHEIfEIFE T
SRIHERET 5,

B I 5B 3O /NP T ERRUSAE

(2%E)

SRR B v — R A SR 5S0mg (— k4 1 A BV A~ T GBI Z))

DIFRE TN R, HIER O H &

2h e XX 2h B ARIE YIRS RE UM O B

AiEE OCH&E: =FALyry EaHliz) EogftHickW T, @5, X

AV L~T (BaFlfz) & LTI1E 1 mgke (KE) % 3 BEREMET 4 b5

Hd 5,




2. AHN DR, VERBFF

F 7V — R I ERE 20 mg,  [FLSIEEE 100 mg K ONELSTEEHTE 240 mg (— %4 - =
R~7 (Baffez), IF, TRAL Evo,) 1d, AN T RS L 2 &
Ly 7 2%t BT YUZARL - ~vA¥—X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxt9 5t Ml IgG4 €/ 7 a—F LHETH 5,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIE T 2% 2
) ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZI BT 2 PD-1 U 4 K (PD-LI1
FOVPD-L2) EAEA L. U o SERICHHIME Y 7 v niE L C U v SEROEMAIREE &
BIZFRET L TWd, PD-1 U W NIFHUREE MBI B b O 2 22 SRR F8 B
LTk, BMERAMEBE) LU LB TS PD-L1 OFEEBL L IEDELF
HH & OMICADHBEBFR & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F o EMER AR IR T MilaS AT 24 X —T 2 B~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & D#HiE S # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S H -8 AMlaiE, PUFRFER CDS Btk T M ol fufs
TEMEZ 59 S8 545, $T PD-L1 /KT PD-1 & PD-L1 & D& EET 5 &2 OHI
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AR FURRE A7 T MM O OB 2 BT 5HFD—2 L LTEX LT
Do

ARFNL, SRR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IZFEE L.
PD-1 & PD-1 U A Y REDFEGHEIET L2 LICX Y, BASUFFRFRNZ T Mlaols
PEAL K OV AABIRNE k9~ 2 ARIRE G M 2 58 5~ 5 & & CReft e PuiEgsh R & /R4
ZENER I TN D,

IS OFEN S | AFNTEMEIER )T 2 B 2R EIC 20 55 L0 & MIfF S,
IR R A b B & L T2 BRI ERER & S U L A, 2k R OV SRR S 4L 7z,

ARHNO VB FIBEFFIC 355 < SBIE DS I & 5 BIEI SN 8 B i, ol UTSET-IC
L AN D D, AR ORGP ROREHITIT, BEOBBETHITO, BRENRE
0 & NI EICIE, FBL LT BRI U 7= BRI S & 8 2 #5DIERT & 34 L i
OV BRI AT\ BEORIESISI & 5 RIERAEDN S HAICIE, BB E L
BN DR T E OB I & T D BERD 5,



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

[H2hE]

DEFELF AR RER  (ONO-4538-03/CA209025 7kb#)
MEFAEREERZ 6T 2HEMEEGEA (TF T =7 A=F =7 VI Tx2=T,
XY IR=T ) AT TFRIEIE A A T D AT SO THER RS 0D 38 B R R ol e AR
821 5l (HANEBRE 63 fHlaGie, AHKIEE 410 i, =11 U A ZFE 411 ) 26, —
R ARELRE UCAA] 3 mg/kg & 2 RN CailsiE Lz & & oatk ko
B RRE UTc, FERHMIEE Ch 5 AWM (LI, T0S) &9, ) (Ffi [95%
EREXM] ) 1%, AFIFET 25.00 [21.75~NE"] #H., =X U ARAFET 1955 [17.64~
23.06] WA THY , KENFT=~ U AR LFEHFICH BERIERE 2R LT (0T —
NI 0.73 [98.52% 58X [# : 0.57~0.93] . p=0.0018 [/&H!| log-rank f&7E] . 2015 4% 6 H

18T —%h > A7) |

1.0-Fa._
0.9
0.8
0.7 e

. 0.6

iF 0.5 o @
034 e

—A— AHIE
e IO LARE

0.2
0.1+
ot/ S e s e
0 3 6 9 12 15 18 21 24 27 30 33
at riskE ATEEIE (B)

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

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




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

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

1.0 2=
0.9- ... 3% .

0.8 ’ e G-+ D ©
0.7 1

s 0.6+ —A— KHIB¥
ﬁ 0.5- werd D IO LAEE

$0.4-
0.3
0.2 1
0.1+
0 3 6 9 12 15 18 21 24 27 30

at risk2 47 (B)

AHB¥ 37 37 36 35 35 34 24 16 8 4 0
INOYLARE 26 26 24 24 24 24 20 15 9 3 0

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




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

(LRRIEARTRE ™ OMELTHE U TSR O W T R A B e e s ;B 1,006 61 (H AR NGBS
2 flaate, AU LYY EEEHEEZ) OFH CUF, TRAI+A ) A=T7 ] L
Do) PHEBS0 B, A=F =T HELLE ) AXRIC, A=F =T ERE LTERA+A
U b~ 7 O IER O 2 et Uz, TERHMETE H Téd 5 International Metastatic RCC
Database Consortium (LLF, TIMDCJ & 95, ) U A7 535E" @ Intermediate % OF Poor U
27 OEE RFI+ A4 Y A~ T4 F, A=F =78 422 ff]) 123175 OS (HFRfE

[95%(EHEX ] ) 1%, AFI+A Y A~THET NE [28.16~NE] T H, A=F =7}
T 25.95 [22.08~NE] ZHTHY ., KA+ A Y A~ TEITA =T = 7 FHCK LFEEHE
WINCHBERIEE 2~ LTz (O — R 0.63 [99.8%(E#E[X[# : 0.44~0.89] | p<0.0001 [J=
B log-rank #E] . 20174E8 H7 HFT—4 v A7)

*1: B ST 2 R H L OIEREN 2 WBE, 72720, LUFOSAITYZRIBEEICE O,
SERYIER AT REZ2 B MR 126t LT 1 FE ORI SUIIR SR AR (7272 L, A& N AR 1
(LAF. TVEGF) &9, ) MIEVEGF B AER & LA ZER< ] 2T S0, 2oflt
B IR H B IE OB G0 5 6 1 A UL ERRIB%IZHER L He
*2 . AKI3mglkg (FE) &1 Y A~7 Imglkg (FE) Z[F A2 3 HEMRKET 4 BT L%,
AKl 3 mg/kg ((KE) % 2 B CRMEHE L, PPHBEERIZBWTE, KAIZ2REOICRS
L., AV AT IEIARFOBREGHKRT S 30 oLl EOMREE BV CTHRE 2Bt LT,
*3: LLFOO~@®DWTHUT HZY L2ARWEAICIE Favorable U A7 1 X% 2 THH 277541201
Intermediate U A7 . 3THHLL L& T HA12IE Poor U A7 & &z,
OB AR & 2 Hr S Th BASRBR O BEVEAEIN 1T £ T 1 4K, @Karnofsky —f5IkHE 8006,
@~E T\ B AEDEIEE FIRAR., @fERO D LT MED 10 mgldl B2 5. O HEREAH
FHAEME LR 2E 2 5, @M/ A LR A2 2 5

1.0 ;“‘vs,’_
0.9 5:5\\
.__..\‘\“
0.8 ey, ——
'; Sea - Th—
= 0.7
2 S
N S —
?j 0.6 e -,
] \-)
S os TAe T >
S
&£ 04
o
§ 0.3
& —_— ARH L Y AT
0.2 P 7 it
)2.7‘-\_” iU
0.
0‘0""" R A T T e e e ———
o 3 9 9 12 s 18 21 24 27 30 33
Overall Survwal (Months)
FR+AL) 5T 425 399 372 348 332 318 300 241 119 44 2 o
Z=F=T8 a22 387 352 315 288 253 225 179 89 34 3 o

X3 0S OHEfFEITEO Kaplan-Meier Higt (ONO-4538-16/CA209214 FA5R)
FENTRIREM : Intermediate XU Poor U 2 7 BE
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728, EBILFEH IR (ONO-4538-16/CA209214 #ER) (23T, IMDC Y 27
7 FE7N Favorable U A 7 O B X F HAHITE H OfEATSHGEER & Sviedo T, ikl
BRI A AN S 372 Favorable U A7 ORBFEOT —Z|ZHDS & BRI 21T - 72
R, AR+ AV A TR L CA=F =T HTRFRERME LTS (F
B),

Probability of Overall Survival

0.4 :
0.3 :
0.2 —_— AR Y AT :
_____ cA=F =TI :
0.1 ORUA : §TEIY :
0.0 :
T T T T T T ' ' v y '
0 3 6 9 12 15 18 21 24 27 30 33
Overall Survival (Months)
FH+AET 2 TE 25 124 120 116 m 108 104 98 78 27 2 0
A=F=7% 124 119 119 117 114 110 109 104 84 32 3 0

X 4 OS OHFREfEMTED Kaplan-Meier B (ONO-4538-16/CA209214 3RER)
AT RAER : Favorable ) 2 7 BB



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

BEFGUIARAIRE 397/406 61 (97.8%) . =1 U AR 386/397 i (97.2%) (272
Hiv, 1R & ORI RBIR DG E T & RUWVVE FFHRITIAAIRE 319/406 5] (78.6%) . =
7 U AN ARE 349/397 ] (87.9%) (TR HALTc, WL DORETIHILEN 5%LL_ EDRIE
HIZTTEDOEBY ThHoTz,

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

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

2RIEA 319 (78.6) 76 (18.7) 0 349 (87.9) 145 (36.5) 2 (0.5)
MiEIs LV >R bEE

=4l 32(7.9) 7(1.7) 0 94 (23.7) 31(7.8) 0
W WREE

FOPR IR FE REAR T iE 24 (5.9) 1(0.2) 0 2(0.5) 0 0
H ks

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

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

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

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

Mg - 24 (5.9) 0 0 36 (9.1) 1(0.3) 0
—f% - BEEER L OGN ORE

) E 18 (4.4) 1(0.2) 0 33(8.3) 7(1.8) 0

I8 57 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

KB S NE 11(2.7) 0 0 75 (18.9) 12 (3.0) 0

AR MR 17 (4.2) 0 0 56 (14.1) 2(0.5) 0

TEEN 34 (8.4) 0 0 37(9.3) 2 (0.5) 0
R AR AT

M = L 25 m— LN 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

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

R 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
Rt L Ok E

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

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

ERYZURY RfJE 5(1.2) 0 0 64 (16.1) 20 (5.0) 0

AR 48 (11.8) 2(0.5) 0 82 (20.7) 4(1.0) 0
B R K O%E A Rk

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

PR 23(5.7) 0 0 5(1.3) 0 0
PR E

VS 11 (2.7) 0 0 51 (12.8) 0 0

SEIR 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
MR SR, MOERES & OVithRkEE

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

e R 30 (7.4) 3(0.7) 0 51(12.8) 2 (0.5) 0

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

Jififig 2 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
KB L O PRk

SIERR G 2% 12 (3.0) 0 0 20 (5.0) 0 0

B iz i 26 (6.4) 0 0 33 (8.3) 0 0

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

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

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

7ok, BIEVEREE 1961 (4.7%) . BH% 14 (0.2%) . BEEUHREiEIE/ X 4/ F—56



Bl (13.8%) . KEEZ « EEO THI10 6 (2.5%) . 1 BEERE 1461 (0.2%) . FFHERER:
X 46 11 (11.3%) . R 161 (0.2%) . HUIRIREERERE S 34 ] (8.4%) . fhikkEE 55
Bl (13.5%) . BHEREREE (RMEREMERK%) 28 ] (6.9%) . FIBHAERE 6 4
(1.5%) . infusion reaction 21 {5 (5.2%) . FEEDLERETE 4 6] (1.0%) . FEAEHKRE
fEE 2 B (0.5%) . S 16 (0.2%) KROSE I EK L1 (0.2%) ARH LN, £
fo. EREANEESAE, OFSR. oMM MRS PESRBES . IS « BEREA M OVFR IR f s €
FIEITRR O BV o T, AREIWERRBLR DU E SRS (RAMEEREE L ET) 25
CEFER LTI,

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

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

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

B (%)

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

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

1 34( 62) 2( 04) 0 83 (15.5)  24( 4.5) 0
i ER R 1( 02) 0 0 30( 5.6) 3( 0.6) 0
I v BRI 3( 05) 1( 02) 0 69(129)  32( 6.0 0
IfiL NS E 2( 04) 0 0 95(17.8) 25( 4.7) 0
W WAk

B e AR A 28( 5.1) 11( 2.0) 0 0 0 0
FOR AR RETTESE 59 (10.8) 2( 04) 0 12( 22) 0 0
R R P E 85 (15.5) 2( 04) 0 134 (25.0) 1( 02) 0
B IEREE

fioE5] 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
EREE R 9( 1.6) 0 0 30( 5.6) 0 0
{8 35( 6.4) 0 0 39( 7.3) 0 0
T 145(26.5)  21( 3.8) 0 278 (52.0) 28( 5.2) 0
1N R 31( 5.7) 0 0 32( 6.0) 0 0
HIEARR 15( 2.7) 0 0 96 (17.9) 0 0
53] 3( 0.5) 0 0 27( 5.0) 0 0
[ERESERUIN U7 6( 1.1) 1( 02) 0 55(10.3) 0 0
HLD 109(19.9)  8( 1.5 0 202(37.8)  6( L.1) 0
A% 23( 42) 0 0 149 (27.9)  14( 2.6) 0
M - 59 (10.8) 4( 0.7) 0 110(20.6) 10( 1.9) 0
— % - EHEER L OGO OREE

87 iE 72 (13.2) 8( 1.5) 0 91 (17.0)  12( 22) 0
9% 55 202 (36.9) 23( 4.2) 0 264 (493)  49( 9.2) 0
FENE D JNE 13( 2.4) 0 0 152(284) 14( 2.6) 0
Rl 25( 4.6) 1( 02) 0 20( 5.4) 0 0
FEEL 79 (14.4) 2( 04) 0 33( 6.2) 1( 02) 0
BRPR AR

ALT H4/0 60(11.0) 27( 4.9) 0 50( 9.3) 8( 1.5) 0
72 7B 71(13.0)  31( 5.7) 0 41( 1.7y 17( 3.2) 0
AST H4n 58 (10.6) 19( 3.5) 0 49( 9.2) 7( 13) 0
ez L7 F =8 35( 6.4) 1( 02) 0 35( 65) 2( 04) 0
i A ERR AR AR R L AN 11( 2.0 0 0 30( 5.6) 0 0
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Btk (%)

BHATR R ED L T =
%ﬁ”{j‘DR ALJ ver.20.0) 547 {3 535 {5
¢ ver.g. 4= Grade Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5

X —BHN 90 ( 16.5) 56 (10.2) 0 58(10.8)  35( 6.5) 0
I HPERE R 3( 0.5) 1( 02) 0 40( 7.5)  23( 4.3) 0
M MR 4( 0.7 1( 02) 0 73 (13.6) 36 ( 6.7) 0
IR 18( 3.3) 0 0 28 ( 5.2) 0 0
F i ERH s 6( 1.1 0 0 40( 7.5 11( 2.1) 0
R KOs E

& Ik 28 ( 5.1) 8( 1.5) 0 10( 1.9) 0 0
FEXNEBIES 75 (13.7) 7( 13) 0 133(249) 5( 0.9) 0
A R L OWE ARk

RAEiR 76 (13.9) 5( 0.9) 0 39( 7.3) 0 0
L] 49 (9.0 3( 0.5) 0 26( 4.9) 0 0
VY IR 17( 3.1) 1( 02) 0 36( 6.7) 1( 02) 0
TR E

S 31( 5.7) 0 0 179 (33.5) 1( 02) 0
SEIR 53( 9.7) 4( 0.7) 0 65 (12.1) 1( 02) 0
MRk, MoEhds K OVithRiE =

BAS 45( 82) 0 0 31( 5.8) 0 0
e R e 31( 5.7) 1( 02) 0 33( 6.2) 2( 04) 0
st i 0 0 55(10.3) 3( 0.6) 0
fitiligk ¢ 32( 5.9) 6( 1.1 0 0 0 0
R B X O PRk

i R 40 ( 7.3) 0 0 46 ( 8.6) 0 0
EELE 0 0 29( 5.4) 0 0
T - BRI 5( 09 0 0 231(432)  49( 9.2) 0
% 5 FEAE 154(282)  3( 0.5) 0 49( 9.2) 0 0
i 118 (21.6) 8( 1.5 0 67 (12.5) 0 0
BEIR B IR 5 50( 9.1) 8( 1.5) 0 22( 4.1) 1( 02) 0
B 2( 04) 0 0 27( 5.0) 0 0
A& 0 0 43( 8.0) 0 0
M pEE

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

B, AR+ A VY A~ TEEICBW T, MRREEE 136 1 (24.9%)
(17.9%) . FRIREEREREE 147 51 (26.9%) . BHEAEREE 46 1 (8.4%) . W& ML

35151 (6.4%) . KM -

. FTHkREREE 98 f

HE D T 36 61 (6.6%) . HEHEDZEREE 20 1] (3.7%) |

FERRFERERE T 24 (9] (4.4%) | RIEHERERE T 32 4 (5.9%) | 1 BUHEIRYN 5 11 (0.9%) |

Wege 741 (1.3%) | BIEMEESIE 161 (0.2%) . Ak -

BENE 2 2 151 (0.4%) . infusion

reaction 22 5] (4.0%) . 5 & 5 %k 2 6] (0.4%) . Loz 161 (0.2%) | sk 2 41 (0.4%) |
MU RLRIE/ < A3 —102 7] (18.6%) . T4 7 61 (1.3%) K ONFRIRINLAEFEARSE 2 1
(0.4%) 2358 biviz, £z, St/ MEICPESRBER & OB EPEARE R 13580 S
mipo o, RRIWEHZSEBURDUI B E8 (RAMAERT 2 51) 2aEFHE R 2R

B
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(it - HE]

AR OREMEYBETT L ZFA LY 2 2 b— a3 102k v, AHKI3 mgkg (K
) NIE 240 mg & 2 MMM TG L2 EROARF O MG PR EDSBRET Siviz, £ 0fk
R, KA 240 mg 4G UTBROBREREIL, KA 3 mgkg ixh LI BROBRE & & ik
LCREEZRT & TFHIENTZbDOD, AARNBEIZEBOWTHARENHERINTWDH
% - A& (10mgkg % 2 BRIFIE TR L) TARFIZ &L LB OREE & & g L CkE
T e TPRlEST (FR), AT EEOREICKIT 57 — 21255 KA 3mg/kg
(IRE) U 240 mg % 2 BRIFMIG CTEG L7ZBROARKI OMRTE & & AW UT e ek &
OB A T DRI ST T A DEEE S L, Y EBEIZ OV TIRE M T v o R R
RO - HEOB THIIMER NEEMICHERZR T n e FlSn, 72, B
MRS BT 5T — XIS X AH 3mgkg T 240mg & A U A~ 7 1 mg/kg
Z 3 AR TG LB OARA OMREE & & Z4at & OE ARG 2 BENKSTET
UBHEEE S, YKBEICOWTIREI M ThN R, RO L - AEoM cLeaetk
AN Pt e SN R o [ R g Wt

K3 FROEKWERNT A—F

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

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

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

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

OB (5%, 95%50) . Q2W @ 23 I [EIME. Cmax @ #5192 O fe i M35 F IR . Cminais : PRI 51414
HEICHT DR IIE P . Covears : FIEHERE%14H B £ TOFHMIETILEE . Craxss © E i IREEIC I
VB eI R EE . Cmings @ EFOIRREIZI T B EARIIE FIRE . Cavess : EFIRREIZI T B ¥ Mg
R

Fo ABNOREMAEYEEET LV EAFIH LT I 2 b—2 3 2L 0 KA 480 mg
% 4 R TR XTBEARE O L - &% TG L 7ZBEROARA O M35 R 3
INdc, EOREFR, KAl 480 mg # 4 HFHE TG LIZBEOEFIREBIZI T 58 m
EHIREE (LT, [Cagss) &EVM90) 1. A 240mg & 2 IR TG L 72RO Cavgss
EHUT D E TSN (FR), £7o. KK 480 mg % 4 MRHIFMR TG LIZBROE R
WRBIZIBIT Dim MG TIRE (BLTF. [Chaxssd £V 90) 1E. AHI 240 mg % 2 1 IR
THEE LTEBRD Coaxss £ B L CRIEZ T L TFHISNIZH DD, HRANBEITBWT
DBEMENHER SN TWA L - JI®E (10mg/kg % 2 HERIWRE TR E) TARFZHKS5 LT-
BRD Cimaxss & B L TR Z /R T EFHISNZ (FHR), M2 T, #EOBEICES TS
F—HIHSE | AAI 3mgkg (KE) E721% 240 mg % 2 BRI, 35 L < 1344 480
mg % 4 BRIFIRE TG LIBROARK| O R & & A2 XL et & oBEL R 5
BEEE NG E T VR S, MEEEIC W TR TOR SR, B0 s - HE
O M THINE R LMW R 2RI TR v & PRlS Uz,
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R4 KFOEYERLNT A —F

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

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

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

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

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

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

2AMFERE. QAW : ABEMIMIME, Cumax 1 HIEIF 514 0 fi 5 MLIE IR EE
Crmina2s : P 51428 A HIZ 31T 2 e fRI I PREE . Caveazs : IR 51428 A H & T O FH i i EE |
Crnaxss * EFARAEIZIS T 2 B MG THEE . Coninss  EWIRRBIZ IS D S ARILIE PHLEE, Cavess : EHIREE
(Z35\T 2 SR

12



4. FERIZOWVT

(L ZFIFRIEREIRIR OARIE YIRS BE X TER R O BRI B I - 2 55 811d, &R
GfE & LTHEARBGERE (2FIFRE) ZEonNTnd Zenh, YERE L EYICE
MiTE LM CThHOLULENDD, O LT, EFEMLY A7 EHEEE (RMP) IZHKEOX,
AHN D =S i 22 A VEREATE B~ D o IR 3 8 2 Mask Td o T, RFI OB G- ) 72
Fa2lr - FrE L, AFIOFEGIZ L BERRAEAZRBEBL L ZBRITHIST 5 2 L A3
7272, UTFTOO~BDFT R CEH-TIxICBWTHERAT 2 XEThH D,

O mEFITHOWNT

D1 FiEd (1) ~ (5) OWVWTINIENSTHMHTHDZ &,

(1) FEAEFBRENEET 20 AU2EEHENLSRR S EE TR A REEEL R P
HUIE )N AR B EEHL R, HUR DS A SIRIRRE 7 &)

(2) FrEHHEIRPL

(3) HEMFIRAFENFRET 203 A HGEEEFFE (DS AR EHEIEEWRPL, 25 Al
W I19mBE. 23 AR EEHERE R 72 &)

(4) AKRALFIEEZHE L, SREFRENR 1 USSR 2EIEINE 2 Ok KL UE
(22D a2 17> T B fitiak

(5) PUEMEIEEAI S NN OfEs% EUEI R D mH 21T > TV D ftiak

O-2 B O b7 REE K ORITERZEBURE O 53 22 Fnilk & B 2 FroERl (T
ROWTIDITEL YT HER) 2, Y2 BB OARFNCET HIREOEMTE & L CRE
ENTWBHZ L,

#*

o [ERIGFFESE 2 EOPHAHME ZE T L2121 5 FELLED D ATRIED BERIHE &
fToTWAHZ &, 95, 28D RIT. DAEMIREAY XL L-BRREEZOHHE %2
IToTWVWBHZ &,

o [ERENRFFEUERL 2 SFOPIMIMHMEZE T L2 4 FELLEDOWREREHF O RHE
AT TR, 96, 2L R, BRI O A WL Z & TS ATEIE DGR
HHEZIT->TCWAHZ &,

© BrtADERMEREHEOEKHIZONT

RIS I A BT D RMEE N E S b, BRSO OfFmE 0 A - %
AR OB P ORISR 5 iRt A FFRNELE LG E OWE
. FRESNITT DN DIEHINE > TN D Z &,
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@ BEA ~DXRIGIT 2OV T
@-1 HEsHIC B3 2 B

VR MEGE RS O TSR BIER T4 LI-BRIC, 24 BEREIZ2IRIAHIO T, 2Mi%hiak X
IEEE R 1BV T, BEL L2 RIWER IS U CARBEE B O CT O RIVEH ORI &4
HAAREOFERAY BRI S, BHICKHG TR IRH N E > T D Z &,

@-2 ERWFEIC L 5FEESINICET 22 N

ARSI D BPTR Z2 5 e O\ Re 2 A 2 BIRIERE D RIEE=2 Y 7
EEDIEROA Y ) == T ZATOWERE L FwAE A TE 5 F— AERAH 2
SN TWD Z L, b, BIIAHNZOWT, DABE L ZDOFEEIZHHIHm ST
WwWnHZ &,

@-3 BHEADZWr-Ox B LT

BIVEA (MEMERMZEEIZIN 2 BREAEDRE, Odk. Tk, BT RAREE ., KX,
NS, EEDO TR, 1 ANEIRIE, e, IFRelEE . R, g R, FRR
BeRERE S TERMAREERS, MREE, BEE, AIEEE. MK, BEORERE, §
RIMAEZEFEIE, infusionreaction, FEFEZRMIKMETS, MEKERIEMAE, M. PER, WE
DORIEROG, PIE R mNE, OEfES (OIS - tRIR - = VEIAMGHS) | JEEE HA i
JEFLSE) 13 LT Yaghiiax OB EREB O R MM Z A3 2 EM & EE L (RIEH
DOZWrPKHSIZE L CTHRER OB EZ T oNL5MICHH Z L) EHIZHEY) e dlE
N TEXDHIRFPRESTNDH T L,
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5. BEXB LR HRE
(HZIMEIZ B3 2% FIH]
O TROBEIZBWTARAOGIEDRFES LTINS,

o IMEHAMEFERZAGT 20EEMEER (T F=7, A=F=7, VT7
=T RXYR=TE) 2ETETFRIEREEZ AT ARG UIRARGE X TR D
RIS R (A BB 5-)

o ALFIRIERIGHEDIMDC U A 7 45%57)5 Intermediate X [ ZPoor U 2 7 B0 (DiRTEH)
PRARE TSSO B MIaE RS (B A~ 7 L O E)

@ TFRICHST D BHEICHT 5 ARAOR TR OBEA SOV T, AR
BN SUTHST, ARIO TR G L 2SR,
o LFBUERERRE RO A A WA DB ORI L 55 BT
B AR 5.
. R,

GED [ g S 7 45 AR FRER (ONO-4538-16/CA209214 35) 1235 T BL FODO~@®D W FHUC 384 Lie
WA 1213 Favorable U A7 | 1 X0 2 THH %172 98551213 Intermediate Y A2 3THH LU EA2G7-3 546
ZiX Poor UV A7 L axiuiz, (6 X—T&MR)

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

~E T T E A FEEE T BRATH

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

/R DS FEVEE LR A % 5

‘F‘

CISICISICAC)

15



[Zz 4El B4 % $H]

O TFTRICEYTLIEEICOVTIEIAAORGPERE SN TND ZEND, KEE1T

DIRNZ L,

o ARHNDORSTI R UIBBUE DRBEERE D & 5 B

@ MO T FRICHS 5 BH IOV T, AAI O RS 1R
P, OWRBBRIEN 2 B AIIRY | HEICAR 2 BT 5 2 L 2 EETX 5,
o BELPERRS O A D URBERE 0 b 2
o IR e BT A D B R T OV BIE O SO RIS O R i ¢

DM IRIEMEREN A DI D BH

o HORERBOEPR SUTEMERLH L I3fZEMED B SRR BOBER O

b oHRBAE

o S BAEE (GRS EEE E) Db D EE

o REOBGSUIBEE AT D 8E

»  Karnofsky Performance Status 70%Aiifi 72 o

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

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

HorBE OMFHITE 228, EFOEH - 55832 2
&I TRE

; 60 HOWMERZ LIETEAN, L NN LE
s TRFREE DAY A 5 — ‘ —
R DREONIELRLT 50 | TR EEE LR ED L O T A B
40 T3, WO REREB L OEENNLE

RO LEEHSTTE 2N, fif%dh o 30

LT ABRDPLEEPHITS LEE > TR

RO FE# L RISFOFE#EZLELET D, KE 20

HEICELE, AR LB TR RIBR S

DEHIZHEIT L TV D ATREMED B 5, 10

FEIANE - TV D

5E
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6. MEICEL THEBETREEIH

O  USHHSCEZEION %, MEIRGEER DR 5 GRS 1T -5 & ARHF O Frit M OV 1Efi
DT DICLEIME R E T3 ICEMR L T oA+ s 2 L,

@ IRIRBRMBICHESI G BE T T OFBRIAER OfEME 2 H58iH L, RE 215
ThroEEGET5HZ L,

@ FREWEHO~RT AL MIOWNT

MR EN D oD ZENH DD T, AFOBEIZH = > Tld, BRE
W (REWL ARIEE, ik, FEEVE) OREFE M O X Sl d o i, Bz -+
(ZATH Z &, Fl, HLEIIS U T CT, Mg~ —h —F 02 £+ 5
Z &,

AFN O EIXEE D infusion reaction (i 2 CEARFI 322kt D T& 5 U
faAT > 72 LTt 2 2 &, £72.2 [8] H AR O A% 5-FFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRAGHE T HIT A 2P A
VERET 5%, BEHEOREBE+SICBIEET 52 L, 70, infusionreaction &
FHLLT-HE 12, R TORELOERNERIZEIE T 2 £ ThEE 2 o8l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O Z B3 HH DT,
AFN D ¥ 5B hERT M O G- B I3 E BRI N Isisre iR & (TSH. 1028 T3,
R T4, ACTH, I Lo —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx R EEOW R
DHLOLNDZENHDH, BENPRDOONTHGEITIL, BERLEEFRITL U
B 72 ek & R 2 e Al & i U Cl bl A BRI W 21TV IR DS
FOGIZ X 2 BWER AN gE o 23551 21E, AR ORFES T I, R ORIE BE A
NEVRIOBRGEEEBRTHZ L, B, BIBRERLVEOEREIZIYEIE
M OYBEEDRFRD B WA TR, BB BE ARV LISt O Sz il Fl o8
HEET D,

BeHAET %, BB S8 AR L T LEWERADNBELT 2 EnbH 5729,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBEPRIS  (BE 1 BUBEIRS 2 & de) Db bbiv, BERPES 7V =T &
IZEDZENHLOT, Hig, ol NRH-FOER ORI MBEE O LA 12+
SEETDHZ L, VEREN DN -G ICITERG 2RIl AR ) H
Al OF 5 E DY L EZIT 5 Z &,

@ AHNOERABRIZB T, ALFRIEBREE BT 5 HAIKR G TI3& 5B iA
S 1ERIE 8 MM Z & ALFIRIERBREZ TR 54 B A~ T KRG T
BEBRME G 1 AERIT 6 HE Z & (WIENT 12 EEER) (A RPEDOFAT 24T > T
122 & &BBIT, ARG TIZEHAICBGMRAE CHIROMER 21T - Z &,
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B HHEET A RF A~
=R~ T7 (BEFEBZ)

(BRE4 : A7V — A REFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AN REFHE 240 mg)

~HHAR XY U E~

FRR2 94 A (fFn 24 9 AHKET)
BT B



SR/

1. (FL®IT P2
2. KFNOKE, 1T P3
3. FERARRHE P4
4, FERIZDOUWNT P7
5. XIS LI HBHE P9
6. HHICEL THET REFHIH P12



1. IXU®IiC

IS DOF N - BEVEOHER DT DIZIT, BT SCEFITE SV o B A A RO
BND, 6T, IEOREREFOMESRIZ L0 | FUKEIRS 72 & ORI 72 3 1E A%
FPEIMMPERINDH T, 2O OERNZ BICHLERBF RIS 5 2 & BB O
FRRE L 2o TR Y BRFEMBOE & O AT EE 2016 O 28 4= 6 A 2 H M#ERE)
IZBWTYH, EHMERNEOHERAORE(LHEZXS Z L L ShTnd,

PRV ERR T, KEEASCL 2T 0 7 7 A VDBBEEOEIRSL & B DI
RHZENDD, DD, HMEROLZEMEICET A IERNH0ERET 5 £ TORM,
WMHEERGLOBEEEZIT D ERPRF SN BEIRH UTHERT L & L b, BIE
RMFEBL L 7B B3t & D 2 & A hE /e — 8 O B i 7= 3 S BE A
THZENEETHD,

L7 oT, BRHA T4 Tl BARBEESCZINE TR LTV D EFEIREN -
BRI EED & | DUT O RIS O it 70 8 2 HEE S 2 8L b MBI 8k B 2
F RO EFREEZ T,

I, ARHA BT A 3 MAZATBAE NEIE L ERESH O, /IS EEEARAE
BRI IR s . —MAERTE N B ARERIR NRHE 2 B OVt E N B AR IR 2 O 1 71 D
b EER LT,

WG L IR B ERN AT VRS EE 20mg, AT Y — R AR 100mg, AT
— AR 240 mg (—A4 - =R~ T GEIB IR Z))

REERDPMEIAR « PR SUTEEIEDO AR V% U N

R ERDMEROHE « W%, RACIZ=R L ~7 (&%) & LT, 18 240mg
% 2 TARIFEIRGE ST 1 18] 480 mg % 4 G CailsiEd 5,

B IR 78 OE NIRRT




2. AERN DR, 1EREF

A7V — AR R 20 mg, [ ATEERE 100 mg K OVR S ERE 240 mg (— 4 0 =
A~7 (B Mfz) . LI, TARAL &vo,) 1d, AR TERASEE 2 &
Ly 7 2%t BTYU AR -~ ¥ —X 2747 (BMS) ) 23B% L7~  PD-1
(Programmed cell death-1) (Zxf3 2%t M IgG4 £/ 7 a—FAHIKTH D,

PD-1 1%, I&MAL L7 U 88k (T MR, BMIfAL O F 2 7 0% 7 —T M) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIEE 2% 2
THE) BT HZRERTH D, PD-1 IIHURIE R %ﬁﬁépuluﬁyF<HnJ
JOVPD-L2) EfEA L. U U RERICHIINE Y v B AREE L C U Vo ERDTE LI EE
ﬁm%%waéom>1Uﬁy%iﬁﬁ%ﬁw@u%_t%@%ﬁ&@%ﬁﬁ_%ﬁ
LTHY, EMEREAMELE LU L EGHEMEICI TS PD-L1 OFRBL L itk DALE
W & ORI ADOFEREBIRN & 5 2 & 3G ST % (Cancer 2010; 116: 1757-66)
F 7o R R E B CIRARRE T N EE T DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHFE SN, 5B LI EERRICIIT 5 PD-L1 ORI & itk D
ALEWIR & ORI EDOFBEARRN 2 & D#HE S & % (Sci Transl Med 2012; 28: 127-37)
I 51T, PD-L1 A5 EL S 723 M, JUsFFER CD8 [tk T Hiia ol s &
TEMEZ 59 S8 545, $T PD-L1 /KT PD-1 & PD-L1 & D& EET 5 &2 O
GEEIGEREIE T 5 Z EDBRENTND, DI &5 PD-1/PD-1 U 72 RERERIL, 23
AR FURRF A7 T MM O OB 2 BT 5HFD—2 L LTEX LT
Do

AFNE, SRR OFE R 6 PD-1 O/ E (PD-1 U # o REEAREIE) I2R5A L.
PD-1 & PD-1 UV REDFEREET S LICL 0, DATURRERNZ T MlROTE
PEAL K OV AKIIENS 59 2 MRS =G VE 2 #9585 = & TRkt 2 PUEE 20 5 2 4
DRI TWVD

TS OHRN S | AFNTHENENEG 5T 272 G EEIC R 0 ED b o L IS,
PR T U UoRERE B xS U iR 2 i L, A, etk OER
PEDSHERR S U7z,

AANOAERFEF 2D BB DRIEZFUSIC X DRIEENH b, HEX tMEtﬁ’
ESRAlIL ﬁﬁ%@é Zliﬁﬂﬁ)%frtlj&()\&fr?& (T, BEOBRZ 401ATV B
D BT AT, FEBL LT F AU ﬂ?L?‘:%‘-F‘%’J&%ﬂﬁkfé%%%’ﬂiﬁﬂik@jﬁLTL
728 R72 Lﬁ%ﬁb\ W EDGIE UG & D RIER N 5D 58121, BIE R E RV
RO GE DY) 72 ALE 21T D %%75)3?) Do



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

[ 2]

O ENE DHFE (ONO-4538-15 #ER)

HFEEMBMRBHEE N7 Lo YRy ~T XREFr GEla#z) CLF, 7L
YR T L) ITHRPIMESUIATE O 3 SUTEHAE O H AR % U v
NEEFE (ECOG Performance Status 0 &2 OV 1) 17 Bl & %52, AH| 3 mg/kg % 2 ¥ [ fH
bR C AR EHE Lo, FEEFHMIEEE Th 528203 (KGET IWG criteria (2007) 12355 < Hrik
HIEIZ X 5 complete remission (LA, TCRJ &9, ) XiZ partial remission (BL T, TPR]
EVND,) DEIE) X 75.0% (95%EHEIXH : 47.6~92.7%) Th o7, 7o, FRIITEHK
E L7 BIEIX 200% CTH - 7=,

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

M & M B G TR 7 L Y ® o~ 7 L D IRIRE 2 - B3 UL G
O R T L oNEERE (24— B, ECOG Performance Status 0 2O 1) 80 {31
ZXBRIT, AAl 3mg/kg 7 2 MR CTAREE L, FERHMEEE TH L R%E (&
FT IWG criteria (2007) (233 < FIfEIZ L D CR UL PR OEIE) 1 66.3% (95%1F
FEX M : 54.8~76.4%) Tholz, 7ok, FANIHE L-BIEIL 20.0%TH > 7=,

[Ze4x1%]
@O EWHE TAHE (ONO-4538-15 7lER)
AEFZIIEONGZD Hiv, AH & ORRFEBPEE TERWVAFER L EFIED
Tz, FHERD 5% EORWERIZITERD LB ThoT,
R 1 RBIHEN 5%L EOBITEA (ONO-4538-15 FABR)  (REMEMHTXIRER)

BRI B (%)

FEAGE 17 15

(MedDRA/J ver.18.1) 4 Grade  Grade 3-4  Grade 5
PRIVEH 17 (100.0) 2 (11.8) 0
MR LY R REE

=il 1(5.9) 1(5.9) 0
U BRI E 1(5.9) 1(5.9) 0
Hi XUk R

R 1(5.9) 0 0
R A s

R IR B RE AR TE 3(17.6) 0 0
Ik

R IR 1(5.9 0 0
(EE7 1(5.9) 0 0
T 1(5.9) 0 0



YN B (%)

FEARGE 17 51
(MedDRAV/J ver.18.1) 4 Grade Grade3-4  Grades

[P 1(5.9) 0 0

L 1(5.9) 0 0
—f - EEEER X OG0 RRE

957 2(11.8) 0 0

TR RS 1(5.9) 0 0

sy 2(11.8) 0 0

FEEL 7 (41.2) 0 0

ARG 1(5.9) 0 0
JRYSER K OV HhUE

HH % 1(5.9) 0 0

fiti g% 1(5.9) 0 0
BE, hEB L OWESIHE

HEAIZSE D RS 1(5.9) 0 0
B R AR AT

JHERERR A S5 1(5.9) 0 0

/IR F3a A 1(5.9) 0 0

REHMN 1(5.9) 0 0

I I ERE e 1(5.9) 0 0
R L OvesErEE

KV v AlffE 1(5.9) 0 0

KT R Y 7 A E 1(5.9) 1(5.9) 0

RAEOR 1(5.9) 0 0
B RS RS & OV SRR 55

RA i 1(5.9) 0 0

iDEES 1(5.9) 0 0

i P 2(11.8) 0 0
PR E

FEWED FE 1(5.9) 0 0

GIEEE 1(5.9) 0 0

KM= 2 —w N F— 1(5.9) 0 0
ME g, MaEnds K OMiElRrE S

& M i R 1(5.9) 1(5.9) 0

FRGEDRIE 1(5.9) 0 0
R KOV T A RRRE

JHEE 1(5.9) 0 0

2 I SE N 1(5.9) 0 0

SIERR R G 2% 1(5.9) 0 0

% 9 FENE 5(29.4) 0 0

5 4 (23.5) 0 0

¥, FVEVENZR B 1] (5.9%) | BEEUHREARE X A4 XF—2 1] (11.8%) . Kk -
HEOTH L6 (5.9%) . IFRERERDE 161 (5.9%) . FURIRHEREREE 3 1] (17.6%) .
fRRpEE 3 4 (17.6%) M 0" infusion reaction 1 5] (5.9%) 2358 Hiiz, £7-. FIER
HESE, O, Fhge. 1 BUBEIRIE. St RIS PESRBER . IR, B HEREREE
RIS RETE, M - BB, EEORERE ., FHIRMARZIERIE, RIS, PR K
VU5 E D ERITRD N2 o Te, REWEAREILURIUIEER S BAREERE 25
t2) ZEUDEIRERERT,



@ AN TAHRER (CA209205 #ER)

BEFGIT 238/243 B (97.9%) IZFEH L, KK L ORFEEUENEE TE RVAE
FEGT 185/243 B (76.1%) (ZFBeD B iviz, FBIRD 5% LORIEMITTERDO LEBY T
HoT,

#2 RIERH 5% EOEIER (CA209205 3B)  (All Treated Subjects)

B A B (%)
FEAGE 243 44
(MedDRA/J ver.18.1) 4> Grade Grade3-4  Grade5

RIEA 185(76.1) 48 (19.8) 0

MEFs LY > RbEE
i BRI i 13 (5.3) 6 (2.5) 0

PG AR 5
FOPR IR B REA T 14 (5.8) 0 0

B lEE
i:80 14 (5.8) 2 (0.8) 0
THI 34 (14.0) 2(0.8) 0
G 24 (9.9) 0 0
s i 19 (7.8) 1(0.4) 0

—f - EFEER X OG0 RRE
957 50 (20.6) 2 (0.8) 0
FEEN 21 (8.6) 0 0

BE, PHERB X OWLES IHE
HENITHE D RS 33 (13.6) 1(0.4) 0

AR AR A
ALT H50 13 (5.3) 7(2.9) 0
AST #451 14 (5.8) 5(2.1) 0
U X—EHN 14 (5.8) 9 (3.7) 0

B R B X O SRRk
RE A 19 (7.8) 0 0

R IEE
GIEEE 14 (5.8) 0 0

R KOV T A RRRE
% 9 FENE 21 (8.6) 0 0
S35 28 (11.5) 2(0.8) 0

7p¥s, [FEVERZE 15 6] (6.2%) | BERBUREEIE/ X 4T —19 #] (7.8%) . K%
%%« WEDO TFHI 66 (25%) . FFHERERE 22 61 (9.1%) . FF& 561 (21%) . HUIRAR
PEREREE 28 B (11.5%) . Fh#RRETE 40 B (16.5%) . BRHEREREE 4 1 (1.6%) . Hxk -
BEEZE 1451 (0.4%) | FEFEDZFERETE 3 1 (1.2%) . FhlRieZERAE 161 (0.4%) |
infusion reaction 38 5l (15.6%) . % 2 5l (0.8%) KLKON&SE IS 2 5] (0.8%) 23FRD
v, £io. EIEFEAE, LA, Bk, 1 BBERIE . S MR PE SR B |
BB [ e OY S AR AERE S 13300 BN o T2, ABIVERREBLRIUZEET S (G
MRAEERT 2 &) 2E0EERE =T,



[k - ]

AR OREMIEDBIEET NV EZFIH L2 I 2 b—a AZE D K3 mgke (K
H) 303240 mg Zz 2 AFFIE TG LIZEROARA O Mg HRENRE Sz, € ORs
R AA 240 mg 2 x5 LZBROBRER R, AH] 3 mgkg & 55 LIZERORE R & ik
LTmEZrd & PRSNZbO0, AANBREICEWTEAENI R SN TS
% - A& (10mg/kg % 2 A TR G) TARIZ&KG LIZBROBRE & & ik L CRE
ZRTETHSh (FR) AT EBEOREEICR T 27 — 212 H5E | A 3 mgkg

(RHE) X% 240 mg % 2 WEFIRE THR G L 7ZBROARA| OIREE T & A 20 3L e &
DB AR D REELUS T 7T VPR S L, UL IS OV TRRE DM T DAL TR R
EREOME - HEOH THRME R O MR AZR TRV E THIS U,

R3 AAOEYBENT A —F

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

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

Fo AR ORENEYENEET LV EZFIH LIz I 2 b— a3 2L v AFH| 480 mg
% 4 BRI TR XTBEARE O L - &% TG L 7ZBROARA O M35 R S
INic, EORER., KAl 480 mg 2 4 EFHE TG LIZBEOEFIREBIZI T 58 m
EHPIRE (LT, [Cagss) &V 9, ) 1T, A 240 mg % 2 3 HIfHIFRE TG L72BED Cavgss
EHUT D E TSN (THR) o £z, 41480 mg # 4 @M TR G L7ZEREOE
FIRRBICB T D MG FIRE (BLTF., [Craxs) &9, ) 1&. AAl240mg % 2
[FlR TG LTZBRD Craxss & I L THEIfEZ R T & PHlSL b 0D, HANEBEEICE
WTARMENHER SN TWD I - HE (10mglkg % 2 BRI TG TAA 25
L7ZBRD Craxss & BB L TIRE A R & TRIS L2 (TR) o 2T, HEOEREICE
FHT—HIZHASD X, AAI3mgkg (KE) F721% 240mg % 2 BHREIMRE. & L < IEIAH
480 mg % 4 FWEIRINE TR G L7 BEOARR| ORTE & & A0 T et & OB &2 R
THBRBLONTE T VPR SN, YEBEEICOW TRE M Thh iR, Bito Ak -
M EO M THINER LR 2RI v & PRl Sz,



R4 KFOEYERLNT A —F

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

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

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

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

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

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

2AMFERE. QAW : ABEMIMIME, Cumax 1 HIEIF 514 0 fi 5 MLIE IR EE
Crmina2s : P 51428 A HIZ 31T 2 e fRI I PREE . Caveazs : IR 51428 A H & T O FH i i EE |
Crnaxss * EFARAEIZIS T 2 B MG THEE . Coninss  EWIRRBIZ IS D S ARILIE PHLEE, Cavess : EHIREE
(Z35\T 2 SR



4. HERRIZOWT

AR E LTl SGERE (2FRE) NN TnD 2 enh, Y%RE 4
UNCE TE Diisk THOLMEND D, TDO LT, AKFI OGN @Y BE 220 - 5
E L, AANOBRGIZ I BEEZREMAZRBEL LRI T 2 2 ER3nEE /oo, BITF
DDO~@DT X T &I HRICBWTHEAT & TH D,

O MEFRITHOWT

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

(1) BEAFBRENEET 503 A B REEEILSRBES (FEI RS A BRI AR
HidE 3 AL B HLRRE . S AU RSB A )

(2) FEEREHEFPL

(3) HEAFRAEN G ET DA BHEERE (DA SIEEERERbL, 25 AR
Ik, MY A IR HE R &)

(4) I RALFEIEE A RRE L, A RALSERENE 1 U SRAL RN 2 O fii gk FL e
AR D AT > TV B itk

(5) PUEMEMER AL & EINE Ofas EIAR DR 24T > TV D Jifiax

O-2 AR T F U N RO FPRIE K ORI S B OO SIS 47 7o sk & %
Rz FoEM (FROWTNNIIEE T HEM) 25, SR OARFNEE T 2 inED
HEAE L LTRESATHD Z L,

*

o [ERIGFFHUSHR 2 FFOPNHEZE T L7212 5 LU ED D ARIE O EFIRIHE %
fToTWBZ &, 96, 24U BT, BAEYERELZ T & LZRRESEZONHE %
{THoT WA &,

o [EHIGIFEUSE 2 EOYHEAE T L21%I1C 4 L EDOBKERBREZA L T 5D
k. 96, 34EDL R, AR D 23 AL & & el R i S OHE
BIToTWNWAH I L,

© BtADERMEREHEOKH]IZONT

RIS I B BT D A N E S b, BRSNS OfFmE 0 A - %
IR OB P ORISR 5 iRt A FFRNELE LSS OWE
. FRESNITT DN DIEHINE > TN D Z &,




® BHER~DORZ DN T
@-1 Mg AHlIZ B9 % B

B MERR B O EE AR BITERA N AE LZBRIC, 24 BRRIR2IRIEHIO T, ik X
IR 23 T B L2 BIVERNICIS U CABE B L ON CT ZOFIVER ORI 4
FAREOR RN Y A IS I, BHICRHG TR AR 23> TN D Z &y

Q-2 BERUEFHEIC L 2FEFEELMGICET2EH

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

@-3 BIFERDZUTLRINICE LT

BIVER (RYE MR BTN 2 | EAEMEEDAE, DR, Mk, BEUHRARE . RIBXK.
NS, EEED TR, 1 AUBEIRIE. ITAA, ITHRelRE . AT, B bMERRAE . AR
PEREREE . TIER(HERBREE MRkl BREE, BIBREE. MK, EEOERE, &
IRifAR ZEFRE, infusionreaction, HEFE7Q MIKMHE ., MEKEBIEGRE, M. PER. WA
DPE N, RIER M, ClEPES (L EME) - ZRIR - DM | FEES HH .
EFLEE) 1T6F LT, Haktia SUTE R ERAEBA O H M2 A4 D AN & E#E U (RIVEH
DZWRXSIZE L THRER O EEZ T ONLEMHICH L2 L), BEHICHEY) R ALE
D TEDHIRFDBESTNDE Z &,

10



5. B#Extp L BE

(B ohEICBEd 2 21E]

O HFEMBIABAL T Loy F o~ T IRPME AR O B LA
OEHMPR T H U U NERFEICBWTAROAEIMENRINTND,

@ TREICEM T 2 BE KT 2 AFN OB G K OMEHFIEIZSW TR, RAIOF 2
DHELENTEL T AFOBERG L2 HR0,
o ALFIRIERIGIK DO B
o fLOHUEEMEESS L OFH L Tk SN D BE

[z 4tz B4 25 4 H]

O TRICEY T 2EEIZOWTIARORENER L SN TN 2 b, 5217
DR L,
o RPN LISBEUE DR D & % BH

@ REATOFHMIC IV T TS S T 2 BTN T, AAlOREITHELR S 7

DS, AOTEPERPTUE DS R WIGEITRY | HEREICAFZENT 52 L 2B ETE D,

o MEMMEEOAI IO H 5 BE

o MR AR A CRHVE S 2 58 6O D A K ONEENME OO H B I g 2 <0 e it ¢
LEORICRIEMEA DD EE

o HOREREBOAD, XUHIEMAZE L < IXFERMEO B R B OB TR D
oraysecy

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

o OB IIBEE A AT DB

*  ECOG Performance Status 3-4 "V 0

(ED ECOG & Performance Status (PS)

Score ER

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

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

ROENTZHSOHOEY OZ L LnTERY, BFO S50%LL EE Xy R+ 9,

AW

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

11

BATRARETH A O OEIY O Z LT F N THEEZSERTTE 20, HHP D 50%Lh Eid~~y R Tl 25




6. HEICERL THETNEFH

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

@ IREBIRAITIEN D BE NI ZE OFIRICE DR OEREE o3 L, AR5
ThobETLHZ &,

@ EREWEHO~<XT AL MZDOWT

MR EN D oD ZENH DD T, AFOBEIZH 1= > Tld, BRE
W (REWL ARIEE, ik, FEEVE) OREFE M O X Ml A o i, Btz -+
[ZAT5 2 &, Flo. BEISCTWE CT, M~ —7—%0M& % FEid 5
Z&,

AFNOFEILEE O infusion reaction (2 2 CHEARRHI T4 %D T 5 U
i ZAT -7 L CBRMET 5 2 & £ 72,2 B B LB O A A 5-FFIZ infusion reaction
DHHLOLNDZEHHLHDT, KFIEGH K OARA G T #IT A Z A
CERAET 5%, BEORBEL SIS 52 L, 70, infusionreaction &
FHLLICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE - /08l
T5HZ &,

ORI REIR . TRAEERT R ORIBREERH 6O Z B3 HH DT,
AFN D ¥ 5B haRT M O G- B I3 E IR N0 Isire iR & (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY BEORERISICERT 5 &3 2 bildikx e EBOW e
DHLOLNDZENHDH, BENRDOONTHGEITIL, BERLEFRITL U
R 72 05k & BRBR 2 Ff D[RRl & i U Cal bl 2 B nIRe W 217V 18R o5
FOSIT X 2 BWER 2 5o 2 35-51id, AFNORIE T I, R ORIE RE A
NEHOBRGELBET DL, B, BIERERLVE L OERGIZEVREIE
HOYGEERFRD IR WIGEIZIE, BB B AV LISt o Sz il Fl o8
LEETDZ L

PR TR, BB OE0 ARRE L T LEWERDBET 2 Enb 5729,
AR OEEHETHRIZHRWEMORBBUCH2ITEET D 2 &,

1 BUBEPRIS  (BIE 1 BUBEIRS 2 & de) Db bbiv, HERPES 7V F—T &
IZEDZENRHLOT, Hig, ol NEH-FOER DR B MBEE O LA 12+
DERETAHZ &, 1 BBEREN DN -G ICiEREEZPIE L, AR
AIOBGFEDOTY LB LT O Z L,

@ AA|OFEARRERICINT, BEHANG 6 7 HURNIT 8 B T L1z, TR,
BG-BMGDH TERE TIX 128 Z S IO 21T > TWz Z L 2B EI|T,
AT E IR BRI TR DR Z1T O Z &

12



B HHEET A RF A~
=R~ T7 (BEFRE#Z)

(BR5E4 : A7V — A REFHE 20 mg, 7P —RRHFEE 100 mg, A7 P—
AN IR R 240 mg)

ERk2 99 A (fFn 248 9 AET)
BT B



SN

1. 1IZU I P2
2. AANOFE. (FREF P3
3. ERIRRE P4
4, FERIZDOUWNT P8
5. &G XREMDEE P10
6. WHIZEEL THETNEHH P11



1. IILBIC

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

BORVE R ESR T, KEERASCL 2T 0 7 7 A VISBEE D ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEICET 2 IERSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B B 2tz & D 2 & AN AHE e — 1 O B i 7= 3 R S BE i A
THZEREHEETHD,

L7eo> T, AAA T4 Tl BRBEELZNE TILELN TV D EFIFR -
BHE RN S-S & | LT ORI O il 72 5 2 HEE T 2 8L b B e gk &%
HROEEFEHEZ =T,

I, ARTA BT A A%, MSIATBOE N EIE N RS SR, ASAFEABAR
BRI IR s . —MAERTE N B ARERIR NRHE S R OV At FE N B R B B2 00
b EER LT,

RGe L I HEIRS, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4
— R AEERE 240 mg (— 4% - =R L~T GEfs-## %))

R ERDMETAR « DS AACFIRIERL T L 72 IR U R AR e 2 BT - FF OB

R ERDMEROHE « W%, RACIZ=Rr~7 (EaF#iz) & LT, 18 240mg
Z 2 MG S 1 0] 480 mg & 4 3 W RI6E C AT S,

B N IE ¥ F DB TS




2. AHN DR, VERBFF

F 7V — R I ERE 20 mg, [FLSIEEE 100 mg & ONELSTEEHTE 240 mg (— %4 - =
R~7 (Baffez), IF, TRAL Evo,) 1d, AN T RS L 2 &
Ly 7 2%t BT YUZARL - ~vA¥—X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxt3 5t MU 1gG4 £/ 7 a—F LHETH 5,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIE T 2% 2
) ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZI BT 2 PD-1 U 4 K (PD-LI1
FOVPD-L2) EAEA L. U o SERICHHIME Y 7 v niE L C U v SEROEMAIREE &
BIZFRET L TWd, PD-1 U W NIFHUREE MBI B b O 2 22 SRR F8 B
LTk, BMERAMEBE) LU LB TS PD-L1 OFEEBL L IEDELF
HH & OMICADHBEBFR & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F o EMER AR IR T MilaS AT 24 X —T 2 B~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & D#HiE S # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S H -8 AMlaiE, PUFRFER CDS Btk T M ol fufs
TEMEZ 59 S8 545, $T PD-L1 /KT PD-1 & PD-L1 & D& EET 5 &2 OHI
EEEENREIE T 5 Z LD RENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AR FURRE A7 T MM O OB 2 BT 5HFD—2 L LTEX LT
Do

ARFNL, SRR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IZFEE L.
PD-1 & PD-1 U A Y REDFEGHEIET L2 LICX Y, BASUFFRFRNZ T Mlaols
PEAL K O AABIRNE k9 2 MBS TG M 2 58 5~ 5 2 & CRefc e PLidgsh iR &4 o~ 9
ZENER I TN D,

IS OFEN S | AFNTEMEIER )T 2 B 2R EIC 20 55 L0 & MIfF S,
BB 2R & UTCBRRERZ R U, Ak, et R OCREER MR ST,

ARHNO VB FIBEFFIC 355 < SBIE DS I & 5 BIEI SN 8 B i, ol UTSET-IC
L AN D D, AR ORGP ROREHITIT, BEOBBETHITO, BRENRE
0 & NI EICIE, FBL LT BRI U 7= BRI S & 8 2 #5DIERT & 34 L i
OV BRI AT\ BEORIESISI & 5 RIERAEDN S HAICIE, BB E L
BN DR T E OB I & T D BERD 5,



3. BEREE
M AAV PR BT U 72 1B IR AN RE 72 T - TR O B O KGRI IZ 3 247 - 7=
TR BRI RBR O Rl & T,

[ &E]
[EI PRI [FISH AR (ONO-4538-12740%)

220L) EOATFIRIERE 2 A T DR EIRRIC ARG TR OGO A RE 20 AT - FR%
OF T REE F G EE (EEof LA RERESE LY B emllNICE T 5 I
FE) BEA3MG (HANBE2260 2 e, AAIREII0M], 77 BAREEL63GI) ZXf5RIT,
77 Rz R E L TARAIZ molkgZ 218 [H] [ IR T RUFERHE L7 & & OFRMER O 4
P Lic, BEFHMBEE CTh 5 24 M (hRfE [95%EHEIKRH] ) 1, AHIE
T5.26 [4.60~6.37] B H. 7T L ARRETAL4 [3.42~4.86] 1 H Th Y . AAILZS 5 &R
(ZRF LR FINICH B R IER 2~ LTe (N — RE20.63 [95%(E#H X fH @ 0.561~0.78] |
p<0.0001 [/&%llog-rank FE] )

10 & — AEIH
094 1

0.8 1
0.7
0.6 1

0.5

7

0.4 1

0.3

0.2

0.1 5

0.0

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

at risk 3% EFMM(A)
 AEIEF 330 275 192 141 94 56 38 19 10 5 3 0
JotHEr 163 121 82 53 32 16 10 4 3 3 1 0

X 1 24 FHB O Kaplan-Meier Hi## (ONO-4538-12 3ER)



[Z241]

OENFEIMAERE (ONO-4538-12 75k)

A E R G IAKIRE 300/330 1] (90.9%) . 7T AREE 135/161 14 (83.9%) 123D S,
IRBRIE & DR RBIRNEE TE WA FEFRIIAHIEE 141/330 # (42.7%) . 77 &R
#E 43/161 1] (26.7%) (238D BTz, WO THBRD 5%l EORIEAIE TR
DEBYTHoT,

F1 WTNOOBETRIEERN 5% EOBIYER (ON0-4538-12 3Bk)
Bt (%)

eI - ———

%ﬁéf DRAVJ ver.19.0) iﬁ”ﬁ ’ 176)16{;?%*

® ver=2o. 4 Grade  Grade 3-4 Grade 5 4> Grade  Grade 3-4 Grade 5

EEIEH 141 (42.7) 34 (10.3) 4 (1.2) 43 (26.7) 7 (43) 2 (12)
HEEE

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

9% 5 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
FJEE KO TRk R

Z 9 FEAE 30 (9.1) 0 0 9 (5.6) 0 0

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

2B ARHIREC B TRV MEIGR B 7 61 (2.1%)  BEEUH BARIE / 2 A/ F—9 1] (2.7%) |
KIG% « EHEED THI 441 (1.2%) . 1 BIBERRIA 3 1] (0.9%) | ITHERERE 18 5l (5.5%) |
% 1451 (0.3%) | HURARERERET 13 5] (3.9%) . #fkfEE 10 ] (3.0%) . BEH%nEk=
F 141 (0.3%) . TEREEREREE 141 (0.3%) . #flRImARZERIE 1 41 (0.3%) K& U infusion
reaction 1 5 (0.3%) 2378 HiLiz, £7o, HIEMMEE, OfHK. sk, Ml
PBUDVESRBES . R PRE, BEE QRS MK - B, BERKEK DS E D FERITR
Lo To, REWEHREBLRIUIEEFS (MIRMREERT 2 51) 5 OEFER
R,



[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 b— 3 02k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 FRIEINGE TS LI2BROARR O Mg iR EDP S S iz, ZOf
R AH 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LIZBROBRE & & ik
LCHEEZRT & THISNIZbDOD, BARNBEICEW TARER R I TV
% - A& (10mgkg % 2 B CTERY) TARRIZ RS LIBEORE & & ik L CRE
oy LTRSS (FR) AT BEOBEIZE T 527 — #2125 E | AHA| 3 mg/kg
(REE) 0T 240 mg % 2 HFFEIFE CHG- L IZBROARRF OBRE & & Ao 3 etk b
ORI & T D IRBE ST T APERE S, Y% OV TREIT DAL A R,
ERROME - HEOR TAEIMER ORI 2RIV E PRI,

K2 FHDEDBRENT A —F

M - R Cmax Chmind14 Cavgdl4 Comax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 .760-8) (10-;?54-5) (17-21‘,"333.9) (75.}){3171) (27.612,'107) (42.717,'?27)
20 me Q2W 61.712,?03) (15~22?.354-6) (25-31‘}:7.8) (10;5254) (41?57,.21;58) (62.11(,)9187)
0meke QW | (147"310) | (519.792) | (00 114) | (331 5 | (8913 | (37380

Ul (5%, 95%45) . Q2W = 2 RIRR. Cumax @ FIEIHR 515 O fe S MLE TIREE, Cminai4 @ FIEH 51414
HEIZBIT 2 BEMIE IR, Cavgas : FIEFREH14H B £ TOFHMIEHIRE ., Crnuxss : EFIREBIZE
;éi%%‘mliﬁtpﬁ%fﬁ\ Cuinss © EFRIBIZISIT D BARMIE TR EE . Cavgss : EFRIEICIT 2 FB) MiE
Fio, ABIORERSEDBIEET VAR LIz I 2 b— a2 120 | AHI480mg
Z 4 VA I RE T8 5 XUIBERGE O HTE - &S TR G- LT BE O AH o My i FE 23 e
INTo, ZORER. AHI 480 mg & 4 BRI CHRE L7 BEoEFIREBIC K T 5 Fim
THEHIRE (LT, [Cagss) &9, ) 1&. AHl 240mg % 2 IR THR G L72BED Cagss
CHET o TS (F&R) . £72. KK 480 mg z 4 B THESG LIZEREOE
WRIBIZB T DR mMIEFIRE (LLTF.  [Crass] EVV9, ) 1, &K 240mg % 2 i ]
FRE CTHE G LTZERD Craxss & L TREZ T & PHISNTZb DD, AARNEEIZE
WTEREPHER SN TWD YL - & (10mg/kg % 2 @G C&RE) CTAKIZ &S
L7oBRD Craxss & HB L CTIRMEZ R T & THIS e (FR) . IR T, #EOREICE
57T —ZIZHAD X, AAKI3mglkg (RE) F7213 240mg % 2 BRI, 7 L < TAH)
480 mg % 4 M RINE THE G L2 EROARA| OREE & & A0 AT & o B 4 fE
T HURER ST T VBESRE S, YEBEIC O W TRFIDM TN /R, Eito Ak -
HAEOM THIMER VLI 2R T v & PRl Tz,



£33 ARORYBIE T A —F

M - i Conax Chmind2s Caved2s Comax,ss Cmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL) (ug/mL)
3 meke Q2W (352 '760-8) (16-25?‘%0-3) (21.321 ?(1)3.9) (75.&3171) (27.612,'107) (42.717,'?27)
240 me Q2W (51-712’203) (23-33?'539-0) <30.§670.9> (105354) (41?57,'%1358) (62.11(,)91 87)
80 me QW (103307) (15.25?17.4) (37.?)?‘;)4.8) (14?,1 g36) (27.751,'?37) (62.11(,)91 87)
0mehg W | (147520 | (505 1320 | Gon s | 20,95 | (4303 | (36370

FRAE (5%, 95%450) . Q2W : 2 JEEI IR, Q4W : 4 IR, Crmax : FIEIFE 55 OB & MLIE FIREE . Crindzs

HIE$ 5% 28 H BIZ3610 2 BRI g e, Cavears @ FIEIHR G4 28 H H £ TOFHMIF PR, Craxss ©

TEHARIBIZ 31T 2 B @ TG TR EE . Cininss © EFARIBIZI T 2 BARMIE TIREE, Cavess 1 EFAIRIEITIS T 2F
Y1l 15 e e



4. FERIZOWVT

EEHESL U A 7 EEEHE (RMP) (ZHED & | AHI D& 2 MR RIEB) ~ D i) 1 AT
NdHHER T > T, AFNOEEN#EE) 72 BE Z2W - FrE L, AFIO#FGICL Y BHE
7REWER 2B LT BRI 5 2 & BB R 7o D LLF OO~@DF T A& 72 i
RIZBWTHEHT H5R&ETH D,

O HERRIZOWT

@1 FEo (1) ~ (5) OWVTNNITHEL T LM THD Z &,

(1) JEAFBREDIEET 20 AREERNLRPES G EN RS A S REEEIL AR B
HidEk S AL ISR e . Mt s ARSI B 7e &) (

(2) HrEksREmbE

(3) HEAFIRAEMEET D03 ARRFOEEERRE (DA BRI ERPE, 23 AR
Wb, AN ABIRERE R &)

(4) ARALFREIEE A RRE U, AR AFREINGE 1 SIS SRAL BN 2 O fifisk e
AR DR AT > TV D Hliex

(5) PrEEMEREREAIL S E BINR Ok R IR B R 21T > TV B itk

O-2 BREOAFHRIEK OREIER ISR OXIS A4 72 50i% & #BR 2 R o= (FRO
WFNZRE S T D ERN) 23, HE2REEORANCET HIEROEEE L L TREIH
TnnHZ L,

*

o [ERIGEFEUSE 2 EDOYHAHME ZE T L2121 5 FELLED D ATRIED BERIHE &
[THoTWBZ &, 9bh, 28D RIT. RARMIRELS T & L2 BREEZOHHE 2
{ToTWVWBHZ &,

o [ERNRIFESHE 2 EOWHANHEZE T L2512, LSS O N AL 2 & 5
HELL ORI ZOER 2 IT> TN D 2 &y

o [EHIGIFEUSE 2 EOYHHEAE T L121%IC 4 L EOBEKERBREZA L T 5
Z Ll 9B 3L R, LR DD A SRS 2 T e M LRI S D R IRAHE &
{ToTWVWBHZ &,

@ BEANDOEFMFREHOEHIZOWNT

BRI A B T 5 B DS AL S, BERMZE D OfFRE A, Ao - &
EMEIRENE R OF IR OERSE ST 2 et A FFRNRAE L2GE oWt
BB, ENHCDIATOND RGN ESTND Z &,




@ BEA ~DXRIGIT 2OV T
@-1 HEsHIC B3 2 B

VR MEGE RS O TSR BIER T4 LI-BRIC, 24 BEREIZ2IRIAHIO T, 2Mi%hiak X
IEEE R 1BV T, BEL L2 RIWER IS U CARBEE B O CT O RIVEH ORI &4
HAAREOFERAY BRI S, BHICKHG TR IRH N E > T D Z &,

@-2 ERWFEIC L 5FEESINICET 22 N

ARSI D BEPTR 72 50 e O\ Re 2 A 2 BIRIERE D EltEl =2 ) v 7
EEDIEROA Y ) == T ZATOWERE L FwAE A TE 5 F— AERAH 2
SN TWD Z L, B, BIIAHNCOWT, BDABE L ZDOFEEIZHHIHm ST
WwWnHZ &,

@-3 BHEADOZWr-ox S IZE LT

BIVEA (MEMERMZEEIZIN 2 BREAEDRE, Odk. Tk, BT RAREE ., KX,
NS, EEDO TR, 1 ANEIRIE, e, IFRelEE . R, g R, FRR
BeRERE S TERMAREERS, MREE, BEE, AIEEE. MK, BEORERE, §
RIMAEZEFEIE, infusionreaction, FEFEZRMIKMETS, MEKERIEMAE, M. PER, WE
DORIEROG, PIE R mNE, OBl (OIS - tRIR - DS VEIAMGHS) | JEEE HA i
JEFLSE) (T3 LCL Yaghiiax OB EREB O MM 2 A3 2 EM & EE L (RIEH
DZWrPKHSIZB L CTHRER OB EZ T oNL5MICHH Z L) EHIZHEY) el
N TEXDHIRFPRESTNDH T L,



5. RERBRLLRDBE
(A2 LB % F ]

@

@

TROBFEIZBNTAFOFIMERRIES LTV D,
o 2O EDOALFFIEIED & D IBmUIBR AN RE e AT - AR HEAEE

TROCEE Y T D HBE TR D AR O PG K O A HIEIZ OV TIE, ARAIOF M
DL SN TEL T, RAIOTEGXG LR B0,

o —IRFENR O IRIGE AT TV W EE

o fivtR MBI A

o fHOPUEMEEES L OFH L TGS BE

e 4t B 5 8]
D FRICHEST 5 BEICOVTHAROR G IR E SHTVD 2 L nb, #5547

DN &,
o ARHNDESTITHR LIRHUE DO BEAERE D & 5 BHE

TEPRATOREIZ IV T FRLICRE S T 2 BF IOV TE, AFOFEGIFHERE S e

DS, A OIRERIUL A 2 WG EITIRY | HEICAFZEHN T2 2L 2B TE 5,

o HEMMZEROEIH I EDH 5 B

o MaEBE AR A CHIE R 2580 2 B K ONE B M: O U Bl 2 oG ME fiti ¢
EORIZRIEMEZELN A BN D BE

o HORERBOAD, XUXEMERZE L IXHEFREMEO B CaZEE OB O
b oHEE

o EERBHE GEMEHaBHIEL 5T) ObHEE

o MO IIBTEE AT LR

e ECOG Performance Status 3-4 "0 D g

(ED ECOG & Performance Status (PS)

Score | EFE
0 | &<MERIEHTE 5, B CHEAEESIHIRZ <ITx 5,
: AARIICEL LUEENIHIR SN D, SITATRE T, BIEERIE > TOEEIIITO Z LN TE D,
B NFE, EEEE
2 TR CHSDOH DRI O Z L 13T N THEEEDERILTE W, HHD 50%LL EiZ~<y FACiE I,
3 RONTZHSOEDED DZ L LnTE7R0, HHO 50%LL EE2 Xy R Tl 2,
4 2LENT RV, BOOHFORD O LiFael TERY, BECy KRBT Tild,

10




6. MEICEL THEBETREEIH

O  USHHSCEZEION %, MEIRGEER DR 5 GRS 1T -5 & ARHF O Frit M OV 1Efi
DT DICLEIME R E T3 ICEMR L T oA+ s 2 L,

@ IRIRBRMBICHESI G BE T T OFBRIAER OfEME 2 H58iH L, RE 215
ThroEEGET5HZ L,

@ FREWEHO~RT AL MIOWNT

MR EN D oD ZENH DD T, AFOBEIZH = > Tld, BRE
W (REWL ARIEE, ik, FEEVE) OREFE M O X Sl d o i, Bz -+
(ZATH Z &, Fl, HLEIIS U T CT, Mg~ —h —F 02 £+ 5
Z &,

AFN O EILEE D infusion reaction (i 2 CEARFI 3 2%kt D T 5 U
faAT > 72 LTt 2 2 &, £72.2 [8] H AR O A% 5-FFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRAGHE T HIT A 2P A
VERET 5%, BEHEOREBE+SICBIEET 52 L, 70, infusionreaction &
FHLLT-HE 12, R TORELOERNERIZEIE T 2 £ ThEE 2 o8l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O Z B3 HH DT,
AFN D ¥ 5B hERT M O G- B I3 E BRI N Isisre iR & (TSH. 1028 T3,
R T4, ACTH, I Lo —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx R EEOW R
DHLOLNDZENHD, BENPRDOONTHGEITIEL, BERLEFRITL U
B 72 ek & R 2 e Al & i U Cl bl A BRI W 21TV IR DS
FOGIZ X 2 BWER AN gE o 23551 21E, AR ORFES T I, R ORIE BE A
NEVRIOBRGEEEBRTHZ L, B, BIBRERLVEOEEIZIYEIE
M OYBEEDRFRD B WA TR, BB BE ARV LISt O Sz il Fl o8
HEET D,

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

1 BUBEPRIS  (BE 1 BUBEIRS 2 & de) Db bbiv, BERPES 7V =T &
IZEDZENHLOT, Hig, ol NRH-FOER ORI MBEE O LA 12+
SEETDHZ L, VEREN DN -G ICITERG 2RIl AR ) H
Al OF 5 E DY L EZIT 5 Z &,

@ AHOEERRBCI DT, BE5E O LEMIT 6B L, ZLIEE, 128
[H] 2 L ATHIMEDRHIi 21T > TV 2 2 & 2B BT, AHIBE I3 E IR B R
B THROMBEATH Z &,
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B HHEET A RF A~
=R~ T7 (BEFRE#Z)

(BRE4 : A7V — AR REFHE 20 mg, 7V —RRHFEHE 100 mg, 7P —
A AT ERE 240mg)

~ PR P B~

ER 3 048 A (4Fn 248 9 AET)
BT B



SN

1. 1IZU I P2
2. AANOFE. (FREF P3
3. ERIRRE P4
4. FFZIZOWT P7
5. &G XREMDEE P9
6. WHIZEEL THETNEHH P10



1. IILBIC

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

BORVE R ESR T, KEERASCL 2T 0 7 7 A VISBEE D ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEICET 2 IERSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B B 2tz & D 2 & AN AHE e — 1 O B i 7= 3 R S BE i A
THZEREHEETHD,

L7eo> T, AAA T4 Tl BRBEELZNE TILELN TV D EFIFR -
BHE RN S-S & | LT ORI O il 72 5 2 HEE T 2 8L b B e gk &%
HROEEFEHEZ =T,

I, ARITA BT A A%, SIATBOE N EE S RS A A, AmEE AR AR
BRI 7o, —AFEENE N A ARRIRNBHE S FrEdR s FTEENE A B ARE 72 &k O
—MRFEETEN B AR D /106 EER LT,

RfG L I B EINL L ATV — R Y 20 mg, 47 Y — R IEEE 100 mg, AT
— RS EE 240 mg (—#%4 =R~ T GEfs 7R Z))

KR LR DMREIAE: « DSAALFIRIEL (THEE U 7 YIBRASRE 7R 1T » T8 00 BN b S o iz
JiEE

MEERDAEROHE - B, A=A~ (Bt z) & LT, 18] 240mg
Z 2 TG ST 1 5] 480 mg & 4 TR C A ssiEa 5,

LUl T RN e S e i




2. AHN DR, VERBFF

F 7V — R I ERE 20 mg, [FLSIEEE 100 mg K ONELSTEEHTE 240 mg (— %4 - =
R~7 (Baffez), IF, TRAL Evo,) 1d, AN T RS L 2 &
Ly 7 2%t BT YUZARL - ~vA¥—X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxt3 5t MU 1gG4 £/ 7 a—F LHETH 5,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIE T 2% 2
) ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZI BT 2 PD-1 U 4 K (PD-LI1
FOVPD-L2) EAEA L. U o SERICHHIME Y 7 v niE L C U v SEROEMAIREE &
BIZFRET L TWd, PD-1 U W NIFHUREE MBI B b O 2 22 SRR F8 B
LTk, BMERAMEBE) LU LB TS PD-L1 OFEEBL L IEDELF
HIH & OMICADHEBEBFRN & 5 Z & 2HE I TWs (Cancer 2010; 116: 1757-66)
F o EMER AR IR T MilaS AT 24 X —T 2 B~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & D#HiE S # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S H -8 AMlaiE, PUFRFER CDS Btk T M ol fufs
TEMEZ 59 S8 545, HT PD-L1 /KT PD-1 & PD-L1 & D& &EET 5 &2 O
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AR FURRE A7 T MM O OB 2 BT 5HFD—2 L LTEX LT
Do

ARFNL, SRR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IZFEE L.
PD-1 & PD-1 U A Y REDFEGHEIET L2 LICX Y, BASUFFRFRNZ T Mlaols
PEAL K O AABIRNE k9 2 MBS TG M 2 58 5~ 5 2 & CRefc e PLidgsh iR &4 o~ 9
ZENER I TN D,

IS OFEN S | AFNTEMEIER )T 2 B 2R EIC 20 55 Lo & MifF S,
TR R B IR AR At e & L T2 BRRRRBR 2 S0 U . A, 2 atE ) OV e 7R
iz,

AFNOVEFRFIC 3 < BE O GIERURIC X 2 BIER S0 & &b, BEIEL I
D RS B AAOB G RO GH%IIT, BHOBEE HHITV. BESR
D BTG AITIE, BB L HUTIE U B 2 ik & B8 & FF oAl & L Col
LI2REERIB M 21T\, B OSRIERIRIC X D REIER A SN 5 5A121E, RIS RE AL
LRI OB EEDHYRLE 2T O LERDH D,



3. BEREE
M AACEFRIERL \ S HE T U 7= I BRARNRE 72 T « T8 oD BEE it B b 1z il oD 7K SRR L A &
1T o 1= EREIR B O 2 =T,

[ 2]
[N AHERER  (ONO-4538-417357%)

FIFFRHN L R N LUFE RF R Ak & OO S TR O )
PRABEZ2 ST « PR OB R E fE RS (ECOG Performance Status 0 2 TN 1) 34 5 %
KIGT  AA 240 mg % 2 B F B TR Ulc, EEFHEEE Th 2 203 (Modified
RECIST criteria (2004)(ZJ&-5 < 9] E12 K % CR XUE PR) 1£29.4% (95%(5#EX[H -
16.8~46.2) Th-olz, 72¥, FANIHKE LI-BEEIX5.0%TH -7,

[Z4xtE]
N I FEFRER (ONO-4538-41745h)
BEFGILI2BM5] (94.1%) (TR BV, AH & DRPBERNEE TERVAEFER
1323/34%1 (67.6%) 1238 LT, FBEENEWLL LORWEHIZTERDO LB ThoTz,
#F1 FEHBHS5%LLEORIMEA (ONO-4538-413R) (L 2MMEATXIREM)

o =YIPNGE | B (%)
FEARGE 34 1
(MedDRA/J ver.19.0) 4 Grade Grade 3-4 Grade 5
RIEM 23 (67.6) 7 (20.6) 0
N 3 i e
FRIR BB REAS T 2 (5.9) 0 0
B IR
T 4 (11.8) 2 (5.9) 0
AN 3 (8.8) 1 (2.9) 0
D 2 (5.9) 0 0
Mg - 2 (5.9) 0 0
—% - &FEER X O 50K
PR 3 (8.8) 0 0
95 97 2 (5.9) 0 0
FEEL 2 (5.9) 0 0
BRI AT
Y =B 4 (11.8) 2 (5.9) 0
7 7B 3 (8.8) 1 (2.9) 0
U o ERER D 2 (5.9) 0 0
R L Ok E
BRI 2 (5.9) 1 (2.9) 0
B RS R d6 X O A Rk
RA A 3 (8.8) 0 0
FE ¥ KOV T AR kR
HIB 4 (11.8) 0 0
BEIR B KRB 2 (5.9) 0 0

7Rk PREREE 2 B (5.9%) | ATHEREREE 1 61 (2.9%) . FARIEREREE 4 61 (11.8%) |
VMR 2 651 (5.9%) . RIGZK - EEO THI2 4] (5.9%) . 1 AUBERIF 1 61 (2.9%)

4



NRD O, £z, BHEREREE, EEOKLERE, TERAEERSE, BIEHER
Ege . EIEFMESE, MMt - BEIFJE, infusionreaction, 5 & 9 IEA&. Dk, k. B
BB RLARIE/ X A 3T — PRI OB PESRBER . T2, SR AR ZERRE X O b
PR RITFRD BV D o T, ARWERZFEBURBUIEEFS (FRRRAEE R 25 T)
TR R T,

I



(ML - HE]
AFNOREMARYEEET LV EZFIH L2V I 2 b—2 3 280, AHKl 480 mg % 4
T IR T 5 U BEAGR O ik - RS TR LT BROARF oI P E ST S
7o EORER. ARAI 480 mg & 4 IR TG LB OEFIRIEIZ BT 2 FiE 4
BHE (LAF, [Cagsl &V D,) 1E, AHKI 240 mg % 2 FFIFIIE TG L7ZERD Cugs &
BT e THlEn (F#£R), £z, A4 480mg % 4 HMMR TG LiZEEo @k
BRI DimiiE TIRE (LLTF. [Craxs) &2, ) &, AH 240 mg % 2 # [H][HIFR
TEG LTZBED Craxss & L CREZ R T & FHISNZH OO, HARANBZIZENT
DEVENHER SN TWA AV - HE (10mgkg % 2 BRI CTHKY) TAAIZ#S5 L7
BRD Craxss & HEE L TIRKEZ /R & Tl (FFR) . M T, EEomEICEIT 5
F—H TS AHI3mglkg (KE) F7-1%240mg & 2 BRBIMNE. 35 L < 13A%K] 480
mg % 4 JE MR TG U2 BROARF DOuRdE & & AT 2 M & OB Z a2
B SOSTE T U S, YHEEIC > W TR TOI SR, ok A&
D THIME KR LBV R 22 BT & PRl S Tz,

K2 FAOEWBE T A —F

- B Comax Chnind2s Cavgd2s Comax.ss Cmin.ss Cavgss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)

3 meke Q2W (352 .760-8) (16.25?§0.3) (21.321 '4(1)3.9) (75.1)13171) (27.612,'107) (42.717,'?27)

240 me Q2W 61.712,?03) (23-33?'539-0) (30-‘5133,.670.9) (10;,5254) (41?57,'51;58) (62.11(,)91 87)

480 mg QAW (10?207) (15?}7.4) (37.?)3,.;)4.8) (14?,1 236) (27.751,?37) (62.11(,)91 87)

10 me/kg Q2W (142,9222) (86.959,.?32) (101,1 ?48) (323,9225) (1842t,1 §o3) (23@,7;77)

ol (5%, 95%5) . Q2W : 2 ERIMIFE. QAW : 4 BEEIREING. Cumax @ PIEIHR 544 0 focims LT R
Crindzs : FIEI45-1% 28 H BIC361T D i ARMIE T IREE . Cavgazs : FIEIHE-1% 28 H H £ TOFHMIETIR

JE. Craxss : EFIRIBIZE T D@ MIBEHIRE, Cminss 1 EFIRIBIZIIT 2 BARMIEFIE, Cavgss : E K
HEIZ 51T 2 A4 My Hh il



4. FERIZOWVT

IS U A 7 EEEHE (RMP) (ZHED & | AHI D E I 2 MR RIEE) ~ D #h J iATH]
N HHER T > T, AR OEENEE) 72 BE Z2W - FrE L, AFO#EGICL D BHE
7REWER 2B LTRSS 5 2 & BB R 7o D LU OO~@DF T A& 72 7 i
RIZBWTHEHT & TH D,

O MEFRITHOWT

@1 T (1) ~ 5) OWFRMNITHEYTIHMHE THDHIE,

(1) JEAEFBRENSEET 503 A BHEEEILS RS ERE RS AR EE L SRR
HiE A3 A 2B RURE . HUEAY A BRI R &)

(2) FEEHEREIPL

(3) HBENTEAEDFEE T 2 0 APHEEEHT (03 AR EEIE ST, 23 A RS
W 1IREBE, DA R EEEREER e &)

(4) ARALFREIEE A RRE U, AR AFREINGE 1 SIS SRAL BN 2 O fifisk e
AR DR AT > TV D Hliex

(5) PUEMEMEL AL & EINE Ofas EEIAR DR 21T > TV D Jiix

O-2  EMEMRE T B DAL RE K OV 'JVEFH%%"fﬁH#O)xﬂE A RAN NI R 237 L g S )
Rl (FROWTNNITEYS T HERM) 25, LB OAFNBE T DIBROBLHE &
LTRESNLTWD Z L,

*

o [ERNEFFEUSHE 2 FOPHHEZIE T L7112 5 FLLEDO N AR DG RIHE &
ITHoTWBHZ L, 96, 2L RIX, BDAFEMEEZ £ & LUEERIES S OHE 2
1ToTWBHZ &,

o [EEMEFFESE 2 FOUMIMHEZE T L2 4 FFLL EOREREZ A L T D
ol OB 3AELL T, EMERRE A R E O A A SRR A G T e R AR T D R
WHEZ{T->TW\WAbZ &,

© BtADERMEREHEOKH]IZONT

A B IE S 2 BMEE L E S, BRSO OB D . A2 - &2
B ;%'Q%E’Jfﬁ%&@ﬂsﬁ&()\liﬁﬂ?# I D IE IR A EFRNRELE LGOS
. FRESNITAT DN DIEHINE > TN D Z &,




@ BEA ~DXRIGIT 2OV T
@-1 HEsHIC B3 2 B

VR MEGE RS O TSR BIER T4 LI-BRIC, 24 BEREIZ2IRIAHIO T, 2Mi%hiak X
IEEE R 1BV T, BEL L2 RIWER IS U CARBEE B O CT O RIVEH ORI &4
HAAREOFERAY BRI S, BHICKHG TR IRH N E > T D Z &,

@-2 ERWFEIC L 5FEESINICET 22 N

ARSI D BEPTR 72 50 e O\ Re 2 A 2 BIRIERE D EltEl =2 ) v 7
EEDIEROA Y ) == T ZATOWERE L FwAE A TE 5 F— AERAH 2
SN TWD Z L, B, BIIAHNCOWT, BDABE L ZDOFEEIZHHIHm ST
WwWnHZ &,

@-3 BHEADZWr-Ox B LT

BIVEA (MEMERMZEEIZIN 2 BREAEDRE, Odk. Tk, BT RAREE ., KX,
NS, EEDO TR, 1 ANEIRIE, e, IFRelEE . R, g R, FRR
BeRERE S TERMAREERS, MREE, BEE, AIEEE. MK, BEORERE, §
JRIMAEZEFEIE, infusionreaction, FEFEZR MK, MEKERIEMRE, M. PER, WE
DORIEROG, PIE R mNE, OBl (OIS - tRIR - DS VEIAMGHS) | JEEE HA i
JEFLSE) 13 LT Yaghiiax OB EREB O R MM Z A3 2 EM & EE L (RIEH
DZWrPKHSIZB L CTHRER OB EZ T oNL5MICHH Z L) EHIZHEY) el
NTEXDHIRFPRESTNDH T L,



5. RERBRLLRDBE
(A2 LB % F ]

@

@

TROBHFIZBWTERF DA MR R I TND,
o ALFRIERED B DYIFRAGE/LMEIT - P8 DM Mg fsirh fz i R

TREIZEE Y T 5 B I3 D AFI OB L OMEH FIEIZ DWW T, RFIOH =M%
MHELINTELT, AFOTEE[IR LR LN,

o —KIREEZITTOZRWES

o MOPUEMEEEAI L OFH L TG SN D B

[Z2 4tz B4 5 $ ]

@

TRICEY T 2BEICOVWTIAFIORE R L INTWDEZ b, BH 21T
DN &,
o ARHNDESTITHR LIRHUE DO BEAERE D & 5 BHE

TEPFRATOREIZ IV T FRRICRZ S 2 BF IOV TIE, AFOFGIFHERE S g

DS, A OIRERIUL A 2 WGEITIRY | HEICAFZEHN T2 2L 2BETE 2,

o HEMMZEROEIH I EDH 5 B

o HaEE AR A CHE R 2580 D B K ONE M O HUH Bt 2% <0l Gy e it 7%
EORIZRIEMEZELN A B D BE

o HOMEEBROAD, XIXEMERZE L IIHFREMEO B O REEOBHERE D
b oHEE

o EERBHE (GEMErEBHEEEZ ET) Ob D EE

o MO IIBEE AT H R

*  ECOG Performance Status 3-4 "0 D g

(ED ECOG & Performance Status (PS)

Score | EFE
0 | &<MERIEHTE 5, B CHEAEESIHIRZ <ITx 5,
: AARIICEL LUEENIHIR SN D, SITATRE T, BIEERIE > TOEEIIITO Z LN TE D,
B NFE, EEEE
2 TR CHSDOH DRI O Z L 13T N THEEEDERILTE W, HHD 50%LL EiZ~<y FACiE I,
3 RONTZHSOEDED DZ L LnTE7R0, HHO 50%LL EE2 Xy R Tl 2,
4 2LENT RV, BOOHFORD O LiFael TERY, BECy KRBT Tild,

9




6. MEICEL THEBETREEIH

O  USHHSCEZEION %, MEIRGEER DR 5 GRS 1T -5 & ARHF O Frit M OV 1Efi
DT DICLEIME R E T3 ICEMR L T oA+ s 2 L,

@ IRIRBRMBICHESI G BE T T OFBRIAER OfEME 2 H58iH L, RE 215
ThroEEGET5HZ L,

@ FREWEHO~RT AL MIOWNT

MR EN D oD ZENH DD T, AFOBEIZH = > Tld, BRE
W (REWL ARIEE, ik, FEEVE) OREFE M O X Sl d o i, Bz -+
(ZATH Z &, Fl, HLEIIS U T CT, Mg~ —h —F 02 £+ 5
Z &,

AFN O EILEE D infusion reaction (i 2 CEARFI 3 2%kt D T 5 U
faAT > 72 LTt 2 2 &, £72.2 [8] H AR O A% 5-FFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRAGHE T HIT A 2P A
VERET 5%, BEHEOREBE+SICBIEET 52 L, 70, infusionreaction &
FHLLT-HE 12, R TORELOERNERIZEIE T 2 £ ThEE 2 o8l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O Z B3 HH DT,
AFN D ¥ 5B hERT M O G- B I3 E BRI N Isisre iR & (TSH. 1028 T3,
R T4, ACTH, I Lo —VEORIE) #FEhid 52 &,
AHNOFEEIT LY BEORERISIZERT 5 &3 2 bl dkx e B e
DHLOLNDZENHD, BENPRDOONTHGEITIEL, BERLEFRITL U
B 72 ek & R 2 e Al & i U Cl bl A BRI W 21TV IR DS
FOGIZ X 2 BWER AN gE o 23551 21E, AR ORFES T I, R ORIE BE A
NEVRIOBRGEEEBRTHZ L, B, BIBRERLVEOEEIZIYEIE
M OYBEEDRFRD B WA TR, BB BE ARV LISt O Sz il Fl o8
HEET D,

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

1 BUBEPRIS  (BE 1 BUBEIRS 2 & de) Db bbiv, BERPES 7V =T &
IZEDZENHLOT, Hig, ol NRH-FOER ORI MBEE O LA 12+
SEETDHZ L, VEREN DN -G ICITERG 2RIl AR ) H
Al OF 5 E DY L EZIT 5 Z &,

@ AFNOEGRAERICIBNT, 6 BT EICHIMEDOFLZIT-> T\ Z L 2B,
AR G-I ER BB R TR OMREITH Z &,

10



B HHEET A RF A~
=R~ T7 (BEFRE#Z)

(BRE4 : A7V — AR REFHE 20 mg, 7V —RRHFEHE 100 mg, 7P —
AN IR R 240 mg)

~EHE~A 7T 54 PREEM (MSI-High)
R LR - ERE~

S22 A8 (FF249 AKED)
JBA B



SN

1. 1IZU I P2
2. AANOFE. (FREF P3
3. ERIRRE P4
4, FERIZOWNT P10
5. &G XREMDEE P12
6. WHIZEEL THETNEHH P13



1. IICBIC

=3 DA M - ZEPEDHECR DO 7o DIZIE, WA SCEFIZE DWW ol el H 23R D
BND, 6T, TEORFREMOESRIC LY | FUREZS e & O HH0 72 3R %
FFERSDPARBENDLHF T, 20 DOEEKNZ BICHLER BT IR 5 2 L BAERERED
R & 72 o TR Y RIFMBOE S & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZRWTH, FHMEELEOHAORELHEEZX S Z LS Tna,

PRV ERR T, KEEASCL 2T 0 7 7 A VDBBEEOEIRS & D IR
RHZENRDDH, ZOD, AIMELROLZEMICET D 1ERN oS 5 £ TOR,
YREEGOBELZRZIT D2 RSN BE I L TEMHT L & &bl BIE
RSB L 7B B 2tz & D 2 & AN AHE e — 1 O B i 7= 3 R S BE i A
THIENEETHD,

L7 o T, RKIA RTA4 2 Tlidk, BBBEEL I E TR/ LA TN D EFIEFH) -
BHPR AU EEDS & | LU O EIES O feii 70 2 HEE T 2 8LS0 6 B B & %
HROEEFEHEZ =T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASHEEANRR
R IR I 7o . — At IE AN B ARERIRNELE S & O— it HiE N B AR R FE O W 7)
Db LR LTz,

RGe L 7p HEIRS, « AT VR AEHE 20 mg, A7 U — RS ETE 100 mg, A

TR ERE 240mg (4 - =RV~ T GEEE TR Z) )
KNG ERDMEUIHE « DS AALFHRIER ICHE U - IR U R RE 2R T T - BRSO E g ~
A aH%T T4 FARLEN (MSI-High) AT 550 - EE

WEERDMEROHE @, RAICIZ=ARL~7 (BT Z) & LT, 11[240mg
% 2 MR XX 1 8] 480 mg % 4 # MR CAidiriET %, A
U AvT GBIE M z) EOFHT 2581, @E . BRAIZIX
=R ~7 GEfaf##az) & LT, 10240 mg % 3 #EHE
T4 EREFET 2, 20K, =AL~7 (B FEfz) &L
T, 181240 mg % 2 MR X1 1 18] 480 mg % 4 3 R I fE C A
WEHET 5,

B N IE ¥ F DB TS
(%)

MSI-High =7 54505 « BEAGREICEIT 2 v —AR A SiEiHER SO0mg (—#%4 : A U A

~ 7 (Bl z) ) ORESUINE. HIELROH &

2 BE XX D B DAL ICHEE U IR UIBR R RE e A T - R O EBEE ~ A
s aYT T4 NAREEME (MSI-High) ZA9 55505 « EGE

MEKR CH & =FRL~7 (Earlfz) EoftficknT, @, RACE
AY A~T (BEaf#faiz) &L T1al 1 mgkg (KE) %23
[FIMRE T 4 B AR EHET 5,




2. AHN DR, VERBFF

F 7V — R I ERE 20 mg, [FLSIEEE 100 mg K ONELSTEETE 240 mg (— %4 - =
A~ T7 (BaFEZ) LI, TRAD Lo, ) 1E NS TS & 2
Ly 2 BTV R s <A Y¥—R 2747 (BMS) ) MB% L7-t + PD-
1 (Programmed cell death-1) (ZxI9 %t MMl IgG4 &/ 7 v —F LHURTH 5,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIE T 2% 2
) ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZI BT 2 PD-1 U 4 K (PD-LI1
FOVPD-L2) EAEA L. U o SERICHHIME Y 7 v niE L C U v SEROEMAIREE &
BIZFRET L TWd, PD-1 U W NIFHUREE MBI B b O 2 22 SRR F8 B
LTk, BMERAMEBE) LU LB TS PD-L1 OFEEBL L IEDELF
HH & OMICADHBEBRN & 5 Z & HE I Tws (Cancer 2010; 116: 1757-66)
F o EMER AR IR T MilaS AT 24 X —T 2 B~ (IFNy)
IZX > T PD-L1 OFIANFEE SN, BB L EEMARIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & DS S & 2 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S H -8 AMlaiE, PUFRFER CDS Btk T M ol fufs
TEMEZ 59 S8 545, $T PD-L1 /KT PD-1 & PD-L1 & D& EET 5 &2 OHI
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AR FURRE A7 T MM O OB 2 BT 5HFD—2 L LTEX LT
Do

ARFNL, SRR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IZFEE L.
PD-1 & PD-1 U A Y REDFEGHEIET L2 LICX Y, BASUFFRFRNZ T Mlaols
PEAL K O AABIRNE k9 2 MBS TG M 2 58 5~ 5 2 & CRefc e PLidgsh iR &4 o~ 9
ZENER I TN D,

IS OFEN S | AFNTEMEIER )T 2 B 2R EIC 20 55 L0 & MIfF S,
R - B R xR & LT ERIREBR A FEhE L. A 2ME, et O R
iz,

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



3. ERERAAR

S AACFEIRER I U T IR YRR AR 4T - R ORMEE~A 7 a7 74 bR
ZEME (BUF. TMSI-High) &5, ) 245 BR6 - S 0 KGRI Al 217 - 7=
F R EERRBR O & T,

723, [MSI-High #5935 8% ICBAL T, [PCRIEIZ KLY MSI-High & HE S 4L7z
B #BXT D854 (k%) 121X TMSI-High (PCR {5) AT 54 L Ki L, DNA
IAV y FEEBEPBEHEL TV Z AR SN EBEZERT 256 (K%) . T
7pH TPCRIEIZ XD MSI-High & HIE S L7z B8 sty (BLF,  THCY
VI, ) HEITRY I Ay FEERBRIE (LT, TdMMR] &9, ) LHESH
T HE | 2B 5%A1C1E IMSI-High 243 % ) & %7 L7z, IHC 12 L 5 MMR
i & PCR IEIC L % MSIBHE D — 1% 96.6~98.7% Y Tl 5 = LSRG ST
W5,

(2]

TSN I FEFRER (CA209142 #kBR) 072

(A B P )

LRI O & 5™ IR UIBRABE 72 HETT - R D dMMR % X3 MSI-High (PCR
W5 S AT DR - BRI 74 Bl 2RI, AAI 3 mygkg % 2 RS T A
L7z, FEIMEEA TH DR (RECIST A4 K74 > 1.1 MUz < BB ET
EERHHEEIC K 55882858 (CR) XIEEZE%h (PR) ) OFERIE. 31.1% (95%EFIXH :
20.8~42.9%) Th -7,

(=D | indor Naralane M et al.: J Clin Oncol. 2002; 20: 1043-8, Bertagnoli Monica M. et al.: J Clin Oncol. 2009; 27:
1814-21, Ferguson Sarah E. et al,: Cancer. 2014; 120: 3932-9, Wang Yang et al.: ] Mol Diagn. 2017; 19: 57-64,
Smyth Elizabeth C. et al,: JAMA Oncol. 2017; 3: 1197-203

(2 CA209142 REROEHD A — LD 5 b, LFEIEFIED & % MSI-High % 49 2 f5 - B % %5 &
L7cam— MBI DARABEMBERERLOARANE A V) A~T (EaFHfRZ) & O HREREORRIC
DT REH,

) Q7 ALY Y VL RPUEMEEH L OOAF4 U 77 F L UIA U ) 7 5 B AR & 5T |
OUEDOILEHRIERO B D EBENH SR E ST,

GE) JEGEA AT IC 35V L IHCHRIC L 0 2 2~ w FEE # > /327 Tl % MLHI, MSH2, MSH6 /3 PMS2
DT IPDORELTRBD B2 NEEIZ AMMR &CHE S L7z,

VES) WA & 0 Bl &7 DNA IZ3B\WT, S RO~ A 7 0 YT T4 v —h— RN L T 54
AT, 2FEEU Lo~ —h—Zo\W T, 6 LU Lo~ A 7 aYT T4 h~—D—EfErxtg LT 55
(21 30%LL LD~ — 21 —IZ 2\ T, PCRIEIC X D YA XD EFE DK S hiz54 12 MSI-High &HIE S
77



#1 BRBEBAYDEERVENR (CA209142 HER)
(RECIST ver.1.1, AT SREN, IBRBEEMEE, 20164£8 A 10 BT —F v b4 7)

e A B (%)

r1>>

74 {51! 53 {32
5E225%) (CR) 0 0
%Bﬁﬂ%*ﬁ (PR) 23 (31.1) 19 (35.8)
@7 7E (SD) 29 (39.2) 21 (39.6)
1 ﬁ (PD) 18 (24.3) 10 (18.9)
RIS 4 (5.4) 3 (5.7)
7% (CR+PR) 23 19

(2%@3% [95%IEHEXEI™] (%) ) (31.1 [20.8,42.9] ) (35.8 [23.1,50.2] )

D BRI RER %2 - ARMERRNT R RERM O 5 B Al X Y MSI-High (PCR) 2#H 7 %
I EDMER S N3, *3 : Clopper-Pearsoni%

(KA A ) h~T (BlaTHHz) EOPHES)

LB O H 5 Y IR YRR EE/ R ST - %D dMMR ¥ X% MSI-High (PCR
W5 Y BT A5 - B RE 119 Bl 2RI, AK 3mgkg KO EY AT (E
fRTHHE %) 1 mg/kg % [R HIZ 3 BRI T 4 BLSREERE L72%., A3 mgkg % 28
IR CaifidiE Lz, EEFHMEEE Th 5 84h% (RECIST H A4 K74 > 1.1 Buick
SLARBRBEEMEEIC X 5584285 (CR) XXl 238 (PR) ) OFERIL, 54.6% (95%
1EHEXR : 45.2~63.8%) TH o1z,

#2 BBBADERVENR (CA209142 FHER)
(RECIST ver.1.1, A3MERITREN, IWRBEEMEE, 2017 7H6 BT —F Iy b4 7)

B L4 A Bi%k (%)

=
l‘>

119 ™! 62 151

5t228%) (CR) 4 (34) 2 (3.2)

o7 (PR) 61 (51.3) 37 (59.7)

Z & (SD) 37 (31.1) 15 (24.2)
# 17 (PD) 14 (11.8) 6 (9.7)
RRENE 3 (2.5) 2 (3.2)
7£%) (CR+PR) 65 39

(B [95%EFXRES] (%) ) (54.6 [45.2,63.8] ) (62.9 [49.7,74.8] )
*1 o BT RIRER], *2 - AT SER O 5 B, PORAEIC L Y MSI-High (PCR) 26325
Z LB S B, *3 ¢ Clopper-Pearsoni%




[Z241]
VEANE T FHERER (CA2091423k8k)  1F2

(AFH P )

AEFEZRIT 7UT4 1] (95.9%) IZRO B, TEFREE L ORREENEETERVWASE
HGL 5174 Bl (68.9%) ZFRD HaLTo, FEBLHEN 5%LL LORWERIZTERD &Y T
HoT,

#3 FREEN 5% EORIEA (CA209142 3BR)  (ZZAMMERITSHBER)

HERIRHE BilE (%)

FEAGE 74 131

(MedDRA/J ver.19.0) 4 Grade Grade 3-4 Grade 5
2EIEH 51 (68.9) 15 (20.3) 1 ( 1.4
B IhEE

THI 16 (21.6) 1 ( 14) 0

L 7 ( 95) 0 0
— % - EFEER X OGO

95 17 (23.0) 1 ( 14) 0

I RE 5 ( 6.8) 0 0
B AR AR AT

U x—EH8n 9 (12.2) 6 ( 8.1) 0

AST B4 5 ( 6.8) 0 0

ALT #40 4 ( 5.4) 1 ( 1.4 0
72T 4 ( 5.4) 2 ( 2.7 0
FEIE R KOV T AR

& D PEIE 10 (13.5) 0 0

9% 8 (10.8) 0 0

R INIRZSING A2 5 ( 6.8) 1 ( 1.4 0

B2 R 4 ( 5.4) 0 0

¥, RESUHRRIE/ 2 A 3F—6 5] (8.1%) . AFHEREREE 6 5] (8.1%) . FhikfEE 5
% (6.8%) . FLIRMHERERSE 5 5] (6.8%) . infusionreaction3 il (4.1%) . BHEREMREE
361 (4.1%) . KMFK - /INGJ% - LD THI 34 (4.1%) | EEORFEEE 141 (1.4%) |
RIS RERERE S 1 151 (1.4%) M OWER 16 (1.4%) 23580 bz, £7-. FVEMERGZE S,
HAEAEE A, DA, Mgk, LBUBEIR. FFARA. IF4. m(bMEE &, TNEAEHEE
PR, Mk - BERRAR . FRARIMASZEARE, B MEES, mERERIEMERE, Z, 5&
I RS, DR B H I OYEFLIZERD B2 b o T2, ARIVER S BRI B
% (RREMRT 25T) 2E0EHEREZRT,

(KA VY b~T (B FHfz) Lot E)

FEELIT 118/119 #1 (99.2%) (2388 Hiv, 1BRERIK L O RBEURNEE TE WA
EEHAT 87/119 B (73.1%) (2R BTz, FEELERMN 5%l EORIERIZT RO LY
ThoTz,



#z 4 FREEN 50 EORIERA (CA200142 38  (ZZ2MEENTSIBER])

FRE RIS HH Bl (%)

RATE 119f3

(MedDRAV/J ver.20.0) 4 Grade Grade 3-4 Grade 5
2EIEH 87 (73.1) 38 (31.9) 0
MEE Z Y v GRREE

2 ifi. 8 ( 6.7) 3 ( 2.5) 0
N 3 i

FOIR B BB T E 16 (13.4) 1 ( 0.8 0
R A e UM 13 (10.9) 0 0
B IEREE

T 26 (21.8) 2 ( 17 0
L 15 (12.6) 1 ( 08) 0
i3 8 ( 6.7) 2 ( 17 0
Mg - 8 ( 6.7) 1 ( 0.8) 0
H Nz 6 ( 5.0 0 0
—f - BHFEER L O SEAOIRRE

W5 21 (17.6) 2 ( 17) 0
FEEN 18 (15.1) 0 0
1 9 6 ( 5.0 1 ( 08) 0
A VTN PR 6 ( 5.0) 0 0
7R

ASTHIN 17 (14.3) 9 ( 7.6) 0
ALTHI N 14 (11.8) 8 ( 6.7) 0
Y —P R 10 ( 84) 5 ( 42 0
R L Ok hEE

BEXONBIES 10 ( 8.4) 1 ( 0.8) 0
AR KOG G i ki

BA &R 6 ( 5.0 1 ( 0.8) 0
PR SRR

GEV] 7 ( 5.9 0 0
MR AR, HEhds K OMthm e

fitiig ¢ 6 ( 5.0 1 ( 08) 0
B $ KOV PRk

7 9 FEIE 20 (16.8) 2 ( 17) 0
Fe 95 13 (10.9) 2 ( 17 0
B iz di 8 ( 6.7) 0 0

k. HURIRBEREREE 24 B (20.2%) . ATRERERET 23 B (19.3%) . Fhf-REEE 16
B (13.4%) . FERBUHREMEIE/ X A3 —13 ] (10.9%) . FEVEMERRE 7 41 (5.9%) |
RIFSAERSE 6 (5] (5.0%) . FIRFFSAERETE 6 5] (5.0%) . FEFEDRIEHREE S #] (4.2%) |
infusion reaction4 1 (3.4%) . KB - /DMEK - EED THI 4 6] (3.4%) . T HEAHERE
feE 3 5 (2.5%) | JIF4¢ 3 5] (2.5%) . CoERFESE 1451 (0.8%) . AMZk - Bl 1 451 (0.8%)
M OVEESE 141 (0.8%) 3F8 8 iz, F7-, EIEMEE G, Oz, Mk, 1 BRI,
FFARA, S LMEIRE 2, FiRiiieZeteiE, BB ikkEE, mEkERIEMERE, %, 5
&g, MRS, BEALITERD b o Tn, REWEAEIURIIZIEESES (FRER
TERTZ2ET) 2B 0EIERE =T,



(ML - HE]

AR OREMEYBETT L EZFHA LY 2 2 b—3 3 42k v, AK 3 mgkg (K
) XX 240 mg % 2 FRIEINGE TS LI2BROARR O Mg iR EN S S iz, ZOf
R KK 240 mg G L7ZBROBEE R, AH 3 mgkg i L7 BROBEREE & L g
LTz~ & THlsnzbon, AARNBEICEBW TARMENHE I TWDH
% AR (10mgkg % 2 BRI CRY) CAKIZ RS LI-BROgE R & ik U CRE
e THlane (FR) . MA T, ERoBEEICKIT 27T —ZIKI3&x, KA
3mg/kg (KE) XiE 240 mg % 2 HFIFIFE THG- L 7ZBROARRK| OUREE & & A0 3%
2 & OREZ RS A IR SUGTE T VAMEE X, YEBEIZ OV TR T LT
R, ERRoME - HEOR CTHMMER NVZEMEICHf R ER T2V E TSN, &
72, MSI-High 43 2555 - EIGEEE OT — 4% 2 & - RHENRYEET T v, Bl
BEBFOT —ZICEDSEMESNTRBEISET VE W2 E 2. AH
3mglkg (KHE) Xi%240mg &1 BV A~7 1mglkg (KE) % 3R TG Lz
BRI BIRE A 22 534 Ulen EHER S Tz,

R5 FAOEKWHE T A—F

ik - e | O Crindis Cougals Comsss Conns Cousss
(ng/mL) (ug/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)
3 meke Q2W <35~52§ '7608) (10.17?'264.5) (17.21‘,"333.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15~22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 melke Q2W (14;,9;19) (51.62f'739.2) (79.98),?14) (33?,9232) (18421,1 1) (23;7286)

O (5%43,95%5) .« Q2W : 2MEMEIHIRE. Comax : FIEIRG-14 O B @ MG PIREE. Crminaia © FIEIE 514
14H E le’ﬁéfiﬁlﬂl‘?}%ﬁ:’(ﬁgx Cavgd14 . %D@&E‘ﬁél‘ta H i«c@j‘_ﬁi@ﬂﬁ%[{j@%g\ Cmax,ss . ﬁﬁ%%ﬂl
ELTZD%%E{%EP&%E\ Cmin,ss : Eﬁ%ﬁﬁéiﬁﬁé%{&ﬁl%qﬂﬁﬁ\ Cavg,ss . Eﬁ%,ﬁﬁﬂiﬁﬁ'éﬁji@m?ﬁ
R

IHiz, RFOREMEYBRBETVEAFHA LY Iab—2a il b, KA
480 mg % 4 I M RIME TG SUIREAGRO YL « HE%E TG L7 BEOARAK O ik ik
FEEDNRRT STz, T ORER, KAl 480 mg % 4 HERKIE TG LB EFIREICS T
MG FIRE (LT, [Cagss) &V, ) 1F, AHl 240 mg % 2 HHE IR TG L
TeBRD Cavgss CHRIT 2 & PHIS N (FFR) o Flo. KAl 480 mg % 4 HEFE IR T 5
L7 O EERBICHIT D mmiE FIRE (LT, [Craxss) &£V 90 ) 1E, AH] 240 mg
% 2 MG CHEE L7ZBED Cuaxs & L CTEEZ R T E FRISNZHOD, HAAN
BEIZBW AN ER SN TWDHE - HE (10mgkg 7 2 BFRERTHRE) T
Fl a5 UT2BED Chaxss & 0 L TIREZ R T & FRISNE (FH) . AT, #E%D
FEIEICRBIT BT — 2 ICHES& . AAKI3mgkg (KE) it 240mg % 2 @B, #L<
EAH 480 mg % 4 WG TR G L7-BROARA OBR TR & & A T etk & o
AT DIRESST T VPR I L, YZBEIC OWTREI M T /R, ERio
i - HEOR THINEL V2222 R I T v & PRl ST,



K6 AFOEMERLRNT A —F

v - e Crnax Chmind28 Cavgd2s Cimax.ss Crin.ss Cavess

(pg/mL) (ng/mL) (png/mL) (pg/mL) (ug/mL) (pg/mL)
S meke Q2W (352 '760-8) <16-257f0-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,'?27)
240 me Q2W (511%103) <23§?§21D <30252i19> (10§?354) (41i2?58) (62a?%87)
50 mg QAW (10;?307) (15if;;xn <37ff§2u8> (14?}?36) (27Zii37) (62a?%87)
10 mglkg QW (142?322) (8622?32) (101}?48) (323?225) (18i}§03) (2327277)

il (5%, 95%5) . Q2W : 20AMIREIFE. Q4W : 4MAEIRINE. Cmax @ FIEIHE G4 0D s ML i A
Cumindzs : PIEIE G528 H BIZE 1T D FARIMIE PR, Caveazs : B E#28 H B & TOIIMIE P E .,
Cruaxss © TEHIRRBIZIUT D i m MLIE IR L, Crinss © EFIRTBICE T D I MEIIE FHEEE . Cavgss : & HIREE
(2R 2 R i R



4. BRIZTHOWNT

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

O MEFRITHOWT

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

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

(2) FrEREREIRIPT

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

(4) ARALFREIEE A RRE U, AR AFREINGE 1 SIS SRAL BN 2 O fifisk e
AR DR AT > TV D Hliex

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

O-2 M - B O LTFRRIE R O 'H/Eﬂﬁ%fé‘%ﬁuﬁ#@xﬂ“ Aoy IR RnEk L RER & RO R
il (FROWTNNIEE T DHEM) 23, SR ORFNET 2R OEMEE L L
TREINTND Z L,

*

o [EEMFFISE 2 FOUIMIMHEZE T L7212 5 FELLEDO D TR DB IRIHE 2
ITHoTWBHZ L, 96, 2L RIX, BATEMEEZ £ & UEERIES S ONHE 2
1ToTWBHZ &,

o [ERIRFFESE 2 FOWBPIHHEZET LI2&IZ. WLaE OB ASMREZ ST 5
FELUEOHLEIIB FOER 2T > TN D 2 L,

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

© BENOEEMFEREBROMAHICONT

3R A 1 B BRI AEF 9 2 LA DS E S v, BUERAZED D OIFHRE D, A0 - &«
é‘fi’%%?ﬁ‘]‘%?&@ﬁ@ﬁ&m:%“ A D IRt AEFRDREAE LSS OWE
R FEPHLATOND AR E->TVWD 2 L,

10




@ BEA ~DXRIGIT 2OV T
@-1 HEsAHIC 35 B

VR MEGE RS D TSR BIER T4 LI-BRIZ, 24 BEREIZSIRIAHIO T, Y%z X
IEEE R 1BV T, BEL L2 RIWER IS U CARBEE B O CT O RIVEH ORI &4
HAAREOFEREIY BHPIZE S, EHICRHG TR EH N E > T D Z &,

@-2 EENEEEICL 2AFEELNHICHET 2 EH

DAZIRICED 2 i OB 2 A T A EREEFEDPRWERE=2Y 7
EHEOIEROAT ) —= T EHATOEIRE & fFlZ G TE 5 F— AERIKH 23
ESNTWAZ L, B, BiEHEICHOWT, RAERE EZDOFEICHSITAmENT
WhHZ L,

@-3 BHEADZMWr-OxN B LT

RIVEA (MEMEMEEIZIN 2 BEAEEDAE., Ok, Tk, BT RAREE., KIBX.
MBS, BEEEDO TR, 1 RUBERIA, TR, ITRERERETE . ITa. BELPEARAE 28, HRRIR
BeRERE S THERMAREEREE, MREE, BREE, AIEEE. MK, BEORERE, §
JRIMAEZEFEIE, infusionreaction, FEFEZRMIKMETS, MEKERIEMAE, M, PER, WE
DORIEROG, MR, CIEETE (O FEAME) - 4RIR - OSSN | M5 H i
JEFLSE) (3 LCL Yaghiiax SO BRI Z A3 2 EM & EE L (RIEH
DZWRFSIZE L THER O ZZ T oNH5MICH L 2 L) | BEHICHEY) 2 AE
N TEXDHIRFPRESTNDH T L,

11



5. RERBRLLRDBE

(A0 BId 5 F1H]

O TROBEICEODTAAEMBEROCAF A Y AT (Bio L) & off
MTEGORZENRENTVD,

DN AL FPRIES T U 7 A R DR AR RE R AT - R OEHEE~ A 7 a¥ T
A4 NAZEM  (MSI-High) =83 548 « BEEEE

728, MSI-High #3252 Lo\ L, =R~ (Bl fiz) oo =

7

VighiEk (M5e4 : MSI A&~ b (FALCO) ) #HWTHERR T 5 Z &,

@ TFREICHST B B IR B ARG T ORI DU T i, AH DA B2
ML SN THE BT, ARORTHG L 725720,

7 oAb ) DU RPUEMEES], AV FIF U ROA Y T R
IKFNZ L DIRIERE D7 B3

Wi L

AV A~7 (B fifaz) DAOFEEMSERES & OFH L TG S5 BE

(24P B4 % FH]
O TRICEKATDRBEICOWTEIAAOKRGENER L SN TN Z &b, 52T
DR L,

@

AFN D ERIIN AT LIsBUE D BEEIE D & 5 3

TBPRATORHIIZ W T RREICRE Y T 2 BE IOV TR AADOHRGTHERE S e

AN

L OIEFRBIEL D NG EICRY | EHERICAKIZFEN T2 L 2BETE 5,
MR B OA PF UIBE E D & 5 B3

050 e R A A C R 52 % iR 8 D FRE B ONIE B 0D 5 S ik 2 -0 S A it ¢
FEORINZRIEMEZA LD IR B 5 B

A AR B OO0, TR 24 L < IEFREMO B R R OB D
b oHEE

gz AElE (&M 2 5 le) Db D EBE

ORI 2 A3 5 B

ECOG Performance Status 3-4*¢ 0 i3

(6)  ECOG ¢ Performance Status (PS)

Score

o
JEFR

0

< MR JEBTE 5, AL [F U HHAEEDSHIRZ <ATZ 5,

RRBZE LUEBNIHIR S 228, BATAIRE T, BAIEEEE > TOMEEITIT ) LN TE D,
RS N (S

BATAMRECTH D OH DEY O Z L 13T X CTRIAEEBMEEIT TE 20, BHO 50%LL EiX~ > R4 Tl 29,

RBONTZEHSOHEOEY OZ L LHTERY, AFO 50%L EE Xy R+ T 7,

E-S AR S]

BT R, BHOHOEID O LIFAES TERY, BRIy FRFTHIT,

12




6. MEICEEL THEBE T REEIH

O WASCEZEIIIN 2, MEREEE DRI 5 @RS 1T -5 & ARHF O Fritk M OV 1Ef#
D= DICHEIMERE T3 ICEMR L T+ s 2 L,

@ TBRIEBRIAICHENL G, B T Z DFEIETH MR a2 453 L. FE 4215
ThroEEGET5HZ L,

@ FEREWEHO~RT AL MTONT

MEMMEER S LD ZENHDHDT, KEIOEGIZHT-> T, BKRE
AR (PR RIS, Bk, FEEVE) OMEFE N OISR X #f A O %, Blaga 14
AT 2k, Fio, BEIR U THES CT, MiF~— —%DiE 4z £ 2
Z &,

AFN DO EILEE D infusion reaction (22 TEEARFIZ 072 %D TE 5 UE
&7 > 72 ECBt 2 2 &, £72.2 [B1H AR O AHAI# 5112 infusion reaction
NHLONDZEbHDLDT, KFERE R OAFEGHHE T HIT A Z A
YEWET %, BEFEOWREBE SIS 52 L, 70, infusionreaction &
FEHL LA 1R, AT OB K OIERAERICIEE S 5 £ TRE L +oBlg
T5Z &,

FRIRBERERR S . TEAEERTZ R ORIBFEENH 5biLd 2 &03dH 5D T,
AN D ¥ 5B hERT M O G-I I E IR N stkne iR & (TSH, ##fE T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIZ LY | WEORIEFINTERE T 5 L& 2 BN DER % RREHIE
DHLOLNDZENHD, BENSRBOOLNTGEITIL, BELLZFRIIS L
B 72 ek & 8Bk 2 e o [ Al & i U Cli bl A BRI W 21TV B o
FOGIT X 2 BWER 2N g0 2551213, AFIORFES T 1L K OEIE BB R
WEVRIORGEEZZET DL, ek, BIBEERLVESOREIZEYAIE
MOYEEDRTRD BN WGE T, BT B R E o DSOS fiil Al 60
HEET D,

BeHA&T %, BOREM O ARGE L T D RIERN BT 2 Z B3 H 570,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BBEPR I (BIE 1 BUBEIRI 2 5 de) Db Hiodv, FERWMESS R 73 R—v &
ICED T ENDHLOT, NG, B, IRILSEORER O FEBC M BEED EF- 12+
SEETAZ &, 1 BRI SE TR G2 HIEL, 42X 8
Al OF 5 E DY L EZIT 5 Z &,

@ AHNOEERRBRICBNT, FERBG 24 BRI 6 @B Z & . FnLFIL. 12
M L ICERMEDF 24T > T2 Z & 255, ARG I E B A
THROMEREITH Z &,

13



B HHEET A RF A~
=R~ T7 (BEFRE#Z)

(BRE4 : A7V — AR REFHE 20 mg, 7V —RRHFEHE 100 mg, 7P —
AN IR R 240 mg)

~ BRI~

S22 A8 (FF249 AUED)
JBA B



SN

1. 1IZU I P2
2. AANOFE. (FREF P3
3. ERIRRE P4
4, FERIZDOUWNT P8
5. &G XREMDEE P10
6. WHIZEEL THETNEHH P11



1. IICBIC

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

PRV ERR T, KEEASCL 2T 0 7 7 A VDBBEEOEIRS & D IR
RHZENDD, DD, HMEROLZEMEICET 2 IERSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B B 2tz & D 2 & AN AHE e — 1 O B i 7= 3 R S BE i A
THZEREHEETHD,

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

I, ARITA BT A A%, SIATBOE N EE S RS A A, AmEE AR AR
BRI o, —AFEENE N B AR IRNBHE S, FrEFEEFIEENE N B R EE T2 O W
J1ob EERR LT,

RfG L I B EINL L ATV — R Y 20 mg, A7 Y — R IEEE 100mg, AT
— RS EE 240 mg (—#%4 =R~ T GEfs 7R Z))
R ERDREIIE: © D3 AACFREIEL T U 72 ARTG UIBR AR B 70 B4 T - I8 O RIENE
MELRAMEROHE  @HE . RAICIZ=R L ~7 GEIa I Z) & LT, 1A 240mg
Z 2 TG ST 1 0] 480 mg & 4 T8 IR C Al ssiE 5,
LUl T AN i e S e S




2. AHN DR, VERBFF

F 7V — R I ERE 20 mg, [FLSIEEE 100 mg K ONELSTEEHTE 240 mg (— %4 - =
R~7 (B z), LT, TRAL Evo,) 1d, AN TR L 2 &
Ly 7 2%t BT YUZARL - ~vA¥—X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxt3 5t MU 1gG4 £/ 7 a—F LHETH 5,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIE T 2% 2
) ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZI BT 2 PD-1 U 4 K (PD-LI1
FOVPD-L2) EAEA L. U o SERICHHIME Y 7 v niE L C U v SEROEMAIREE &
BIZFRET L TWd, PD-1 U W NIFHUREE MBI B b O 2 22 SRR F8 B
LTk, BMERAMEBE) LU LB TS PD-L1 OFEEBL L IEDELF
HH & OMICADHBEBFR & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F o EMER AR IR T MilaS AT 24 X —T 2 B~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & D#HiE S # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S H -8 AMlaiE, PUFRFER CDS Btk T M ol fufs
TEMEZ 59 S8 545, $T PD-L1 /KT PD-1 & PD-L1 & D& EET 5 &2 OHI
EEEENREIE T 5 Z LD RENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AR FURRE A7 T MM O OB 2 BT 5HFD—2 L LTEX LT
Do

ARFNL, SRR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IZFEE L.
PD-1 & PD-1 U A Y REDFEGHEIET L2 LICX Y, BASUFFRFRNZ T Mlaols
PEAL K O AABIRNE k9 2 MBS TG M 2 58 5~ 5 2 & CRefc e PLidgsh iR &4 o~ 9
ZENER I TN D,

IS OFEN S | AFNTEMEIER )T 2 B 2R EIC 20 55 L0 & MIfF S,
BiEmEE NG L UBRRRBRZ B L, Ao, Btk OERERHER I N,

ARHNO VB FIBEFFIC 355 < SBIE DS I & 5 BIEI SN 8 B i, ol UTSET-IC
L AN D D, AR OB PR OREHIIT, BEOBRETHTO, RENRE
0 & NI EICIE, FBL LT BRI U 7= BRI 72 S & 8 2 #5DIERT & 34 L i
GBI AT, BEOGRIESUSIC X 5 BHEM SO B AL, BRI
BN DR T E OB I & T D BERD 5,



3. BRERAE
D AL PRIEAL T HE T U 72 ARTB UIBR RN RE 72 A T XU 38 O B i O 7GR I 23 &
1T 1= ERBERRBRORGE 2 ~T,

[ 5h]
[EI B I R 25 A FER  (ONO-4538-24/BMS CA209473)

7 oAb BV 2 VU RPUEMIEE A N OV T T 8E & G e O AL IR RIS X
A OARTEEIRANRE 72 AT ST PR O FE e FE 38811 (A AR N B 27401 % & e, AH|
FE193%, *HHRRELIOSH) AT, & F ¥ L RPUEMEIEEH (K& & Lkl i
R Y AXRIN) ERIRE L COARHI240 mg 4 218 RIS CAEEE LT & X 0BER é&
OZeMZEmat Uiz, EEFHMEEE T 2 2471 (PRl [95%EHEXM] ) |
AFIFETL11.17 [9.99~13.73] # H | *FH#ET8.54 [7.20~9.89] WA THY | K%ﬂﬁi‘aiﬂ
PRI ) LRI B IE R 2R LTz (NP — RER0.79[95%5 8 X i : 0.63~0.99] |
p=0.0381 [J&Hllog-rankfiE] )

¥ N X RAKTIZOWTIXTS mg/m?% 3 M IR CEIRMNE S, X7 U Z 2B Izo0 T,

100 mg/m2 & 7HE 2194 7 v L LT, %1, 8, 15, 22, 29K UB6 A HICHIRNIEG T 52 L L &n

77
3
=
-
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
at risk3 SEFHARA)
eSS 193 170 158 139 120 105 89 77 65 55 38 20 13 10 6 4 3 0 0
PoEzE 195 182 157 116 100 79 66 55 48 39 26 16 11 6 2 1 1 1 0

1 OS ® Kaplan-Meier % (ONO-4538-24/BMS CA209473)



[Z4tE]

[E B R F M AEFER (ONO-4538-24/BMS CA209473)

HEFEQIIARAIRE 172/192 5] (89.6%) . *FHRHEE 192/194 5] (99.0%) 2§D LA, IR
BRIE & ORFBIRNEE T X WA FHRITIAFIRE 129/192 41 (67.2%) | <t HEEE 185/194
B (95.4%) IZFH BTz, WT DR TIHELFN 5% EORIERIZER 1O LB T
HoT,

£1 DWTNLOBETREER 5% ELOBWER (ONO-4538-24/BMS CA209473)

B (%)

LR PAS &
el o i
192 43 194 {51

(MedDRA/Jver.21.1) 4 Grade Grade3-4  Grade5 4> Grade Grade3-4 Grade5
2RIEA 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (65.5) 2 (1.0)
KGR X OV MRk =

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

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

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

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

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

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

U 2 oRERER R 4 (2.1) 2 (1.0) 0 18 (9.3) 12 (6.2) 0

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

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

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

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

{5 M 4 (2.1) 0 0 16 (8.2) 0

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

M I 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0
oW

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

Pt g 3 (1.6) 1 (0.5) 0 11 (5.7) 6 (3.1) 0
R X OseklEE

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

2 ifi 4 (2.1) 4 (2.1) 0 47 (24.2) 19 (9.8) 0

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

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

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

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

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

I L 3 (1.6) 0 0 14 (7.2) 0 0

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

KM= 2 — 1 8 — 0 0 0 21 (10.8) 1 (0.5) 0

I, AFBHC IS T FRBEREREE 22 1 (11.5%) | BEECREMRIE/ I A4/ $F—15
B (7.8%) . JFRRERET 13 0] (6.8%) . FVEIMEMGZE 12 1 (6.3%) . 4RERETE 8 fi
5



(4.2%) . EEOREREE 4 6] (2.1%) . MW 34 (1.6%) . B 241 (1.0%) .
ERelEE 2 1] (1.0%) | % 161 (0.5%) . RIBZ - /IMEJ - HEED T 141 (0.5%) .
TEAEEEREE 1] (0.5%) K ONinfusionreactionl ] (0.5%) MR bhiz, £7-., &E
FEMEESGE, (DA, Mk, VAUBEIRI, T A4, A LPERRAE 2, RIEHERERE =, Mk -
BERE IS, BRAR AR ZERE, EE 2 MRS, mERE RIEMRE, k%, R, 5& 5K
K OVLEIEE TR bivZe o To, AREWERIFEBLRDUIEE S S (RRIR AR 23
o) ZBUEERETRT,



(it - HE]

AFNOREMARYEEET LV EZFHA L2V I 2b—2a 2k, KKl 480 mg % 4
T [ R T8 G- U REAGE O I - I ESE TRG U2 BROARF O s TR A ME S
Too ZORER. KK 480 mg % 4 HEEIRHIFE TG LB O EFIRIEIZ 51T 2 5 Mg H
BEE (LLF. TCagss) &9, ) 1%, AAI240mg % 2 MR THR G L7ZERD Cagss &
BT 5 e FlEan/e (FR) . £/, AH480 mg & 4 HFEME TR S LZEROER
WRBIZHR T Dim MG TIRE (BLTF. [Craxs] EVM9, ) X, A 240 mg % 2 38 i fH]
R CHE L72BRD Craxss & L L TRIEZ R T L PRISNIZH OO, HARANEF B
TARMERHER SN TV YL - AE (10mg/kg % 2 BRI TR E) TAFIZHKS L
T2BRD Craxss & i L TIRfE 2 779~ & P& 7z (FR) o Nz T, EEOEREIZBT
DT —HIZHAD X ARHKI 3 mglkg (IKE) F72i 240 mg % 2 BRI, & L < IZAH
480 mg % 4 FEMIRINE TG L= BEOARE| OBgTE B & AT 2e ek & o B & M5
T HBBLONTE T VNEE SN, YEBEEICOWTRE M Thh iR, Bito Ak -
HEDRTH MK OV Z VMR ZR TV & PRI S L,

K2 FRAOEKWEERNT A—F

- B Crnax Chmind28 Cavgd2s Cimax.ss Cmin.ss Cavess
(ug/mL) (pg/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)

3 meke Q2W (352 '760-8) (16.25?50.3) (21.32}'4?3.9) (75.1){3171) (27.612,'107) (42.717,'?27)

240 me Q2W 61.712,?03) (23-33?'539-0) (30.‘;'670.9) (10;,5254) (41?57,'51;58) (62.11(,)9187)
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