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DER, 5E MR WEDORERIL, MR EEE, DIEES (O
ForE) « AR - DEEMEEINNAESE) . ARIFERES . IR I, AL

 EBE . R

4. FEERIZOUWT
(%)

O fEFZIZHOWT

D-1 FiEd (1) ~ (B) OWTNMNTHELT IR THD Z &,
(%)

(4) A RALFIRIEE 2R IE L SRR LSRR 1 U3
SIS LR 2 O EMEIR D 217> T\ 5D
7%

(%)

® BWERORHSIZHONWT
(%)

©@-3 BHWEH OZKxHSIZBE LT
BIVER (RVEMEMZERIIN A2, EEMEIE, DR, ik,

RO REAE . RIBZR. /MBI, BEEO THI, 1 BRI,

IFoe. IR, ITERRERR . T4, mEbPERRE 2. HRR B RER

T ERBEEEREE, MhikkEE Mg, s

K., BEEOREEE, FIRIODARZERIE, infusion reaction, IE

ErmklEEs, MERERIEME, S, R, EEDHR, 5&
oS, L OGN, IR, OIREEE (O EME) - 1R

AR - DEMEIISMNAES) . ARIFERES, MRS HIm, L) XL

. EREE BB R,




) ATk LT, ARk ST BRE AR B O REFIME 2 A7 B [ Al
s L (FER OZECRISICE L TR R OSSR # %21 b
HDRMFICH D Z L) EBIZHEYZRALED TE DAHI2EE > T
}Z) Z Cl_)-o

T, SR ST B E R B O B PAME 2 479 5 R Al & s L
(BEHEH OZWroR G L THRE RO SR 2% b 5 R
(DT L) EDICHEERALED TE HIEHIRE > TND Z L,




B 1

mEERHEETA N7 4
=HRN~T (BAETHBRE)

~ PR % b B~

SFA4E3 A (Ffe6HE1 2 AkED)
JE A S @



ER/N

1. [ZL®IZ
2. JERIZOWT
3. BHERGERDEFE

P2
P3
P5



1. IILBIZ
ATA FTA 2 TlE BREESLSZNETITE LN TV D EFEEA - Blgn) R

EOE, UTOEENORERERZHET 8800, =R~ T (BEin#H#z)
(LLF, TARA) Z2MEHT 25E%10RO DB R OB G058 L e 5 BE 2 RT,
TEHIRE . BRIREGRE ., 5 I L TR E T REFHEFIIOWTE, &fioE ks h

TR CEROERES U R 7 EHEHE (LLF, TRMP)) #3452 &,

% ARSI RIZIB N T, ARFIOMEZNEE (VIBRARE/RHETT - PRI DI/ MR ffidee |
FRIBUIRARE U THBME O B AR E . P8 XULEMREER 2 3 2 38 E . DS A b5
FVEZ T U7 IR B BR AN R 70T - TR OB, 23 AT RIEL (I U 72159
UIBRAREZR ST - BROEHE~A 7 aYT T4 MARZEM (MSI-High) /7 5%
15« R, 23 AALFRIER (S U 72 ARTR UIBR AR RE 72 61T - A ORIERE) 2R D
PRI T 25HMl O R, EHES, ERBIEEOME., A& O 2O
BT DIEESE M EFE2HE I BADONAETONTIUCTHREY LW &S
7o (BF54E6 H), AL SR SCERS RMP CHEHIR T . BRIRBORE. & 5- 2B
LTHEETREFHEONENHERTELZ NG, TRNOOWAZEK LA K
TA NV X (BFs5ELA),

B ARTA BT A 0%, MNATBUE NEIE G ERERR AT, ARAERTEAN B AR
FEIRIE S oy | — AR AERTE N B AREER NBHE S & OV FTE N B AR ZEF 2 O
HoH EAERR LT,

WG LR HERL =R~ T (EE R Z)

KR LRDMAEIIHE « PR BRI DT i Bh A
R YIBRARRE 722 IR b R

MREERDMEROHE : <JR¥E LRSI T DTk miBhE >
W A=AV~ (BIE T x) & LT, 11 240mg
Z 2 IR SOE 1 B 480 mg % 4 WF IR CaimErET 5, 7=
7L, BEHEIXZ 12 VAR ETET S,
<HRIRUIBRARE 72 IR bR >
Ty B R KON AR PUEMEIER A & OPFHIZ RN T
W A=AV~ (BiE T x) & LT, 11 360mg
Z 3 MR T 6 BURMEET 2, TO%, =FhL~7 (BIET
AL Z) & LT 1181240 mg % 2 MR SE 1 [ 480 mg % 4
[ R C AR E T 5,




2. HEFRIZDOWT

AFN OG-8 72 BEEZZW - FrE L, AFOEGIC L0 EEREWERZREL LT
BRIZKHIGT 5 Z EmMER72 D LLFOO~Q@D T X C &7 hsk iz W THEHAT S
RETH D,

O MEFRITHOWVT

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

() JREAEFBRESEET 503 RIS RRES ERET RS A SRR EE L SRR
A3 A RSB SRE, HUSY AR HRIRBE 7R &)

(2) FrEREREImbT

(3) HAENFRENFDEE T D 03 USRS (D3 ARSI BB, 23 A2
W 1IEBE, 23 AR HEE R /e &)

(4) ARACFHEIEE ARG U, SORIEE L FRIEZREE 1, SORIEE L FRIEZ R 2

AT RMEZA L R E R 3 Ofak FEYEICAR D B H 21T > TV D ik
(5) HUEMEREBE AL B BN O i sk L HEI AR D Jm &2 1T - T D fitiak

O-2  REE LB DAL FRRE S ORINE I FEHLE OIS A53 7o fak & BEBR 2 FF DR Bl
(FROWTINITIEE T DER) 25, YEZEMOAFICET IGROBMEE L LT
BEINTWDZ &,

*

o [ERIGFFEUSHR 2 FFOPNHEZE T L7212 5 HFLLEDO D AIRIE O EFIRIHE %
fTHoTWBZ &, 96, 28U T, BAERYERELS T & LZBRRESEZONHE %2
ITHoTWVWBHZ &,

o [ERithEFEEE 2 EOYIHIHHMEZE T L7211 4 UL EOWRERE OB IRIHE
EIToTWBHZ &, 95, 28D B, R EROE DD AL %2 & T 0 IR
DEFRIHE #1T> T\ DH Z &y

© BENOERFREEDOEHIZONT

A B IE S 2 BMEE L E S, BRSO OB D . A2 - 2
IR OB P ONERSE IR 5 G et A FFRNEE LGS OWE
. FRESNITAT DN D IEFINE > TN D Z L,




@ EBMERADIRIZ2OWT
®-1 BWERRBEE O3 A B4 2 i

W MERR B O EE AR BIERA N R AE LZBRIC, 24 BRRIR2IRIRHI O T, 2%k X
IEEE R (23T, BB L7 BIERNCS U CABRE E L O CT O EIEH ORI 24
ERRAEOR RIS Y AFIZE O, EHITRISATREZRARI N E > Tnd Z &,

@-2 EERENEFEHEICL2AFBRNNICET2EH

IS ARSI D B 72 sk e OB e 2 A T 2 IR FE DRIEHE =4V v/
EEDHERDOA T ) —= T HTOWERE L E#RE LA TE D F— LERIRH 2
SN TWDHZ &, B, BRI OWT, DABE L ZFOFEEICHDITAmENT
WnHZ &,

@-3 RBIfEA ORI LT

ARF DAL S P B SIS 350 TR 0T B BIMEFNC X L, i
SRR O SEPTPE 2 4752 BEHD L S L (B FR ORIT ORI 12 B L CHRER
UXBEZIT BNSRMCHD L), EBICHERLERS T 3 HHAE>TV 5 2
L,



3. BREHRLRDBFE

@ TFRUICEZN T 2 BE ST DAFN OB G O ITIEIZ OV T, AFIOAZPED
MESLSNTELY, AAOHREGHR LRG0,
o fiTRAHENRIE & L CoMOFUEMIEL A & Ot &S
o INETHEIRIEE LTS

@ TRICEHYTHEEICOWVTIEIARAOREN D SN TWAZ D, &5 21T
oA ARG
o RAEIDFITTR ULIEBUE OBEEIRED & 5 B

@ BHEATOFHHIC TN T FREICEE Y T 2 BEF IOV TR, AFORGITHEE S e

DS, MOIRFOEIIE D R WNIGEITRY | HRICAKHZENTL 2L 2ZETE 5,

o [FEMMREOGHIITEEDH D BHE

o MR AR A CRHVE S 258 60 D B K ONEENME OO H BRI g2 <o G it ¢
LEOICRIEMEA DD B

o HORERBOED, UHEMR7ZE L < ITZFERMED B O kB OB TR D
o¥aysecy

o EESBMEE (GE RSB A 5 Te) Db D ERE

o FEBORYSUIBETE A AT B

»  ECOG Performance Status 3-4 "V 0 B3

(E)  ECOG @ Performance Status (PS)

Score | EFe

0 | &<MERIEE TS5, BT L R U R EAERNHRZR AT D,

PREIZI LUEBNTHIR S 225, BTAIRE T, BAIEESEE > TOMERIIITI LN TE D,
Bl BEOFE, FHEE

BTAIEECHSOH DRI O Z LT T N TRHREIEDBEREIZTE oy, B O 50%LL B~y RA4ACil 27,

ROENTZHOSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ d,

AW

ELENT RV, BAOHFOEY OZ LiF4e TERY, BEICy R+ Tl I4,




RIS 2

BEEREETA FF5A4 v
=R~ (BEETHEBEL)

(BR5E4 : A7V —ARFEFHE 20 mg, 7P —RRHFEHE 100 mg, 7P —
RETRERE 120 mg, 72— R EHH#HE 240 mg)

~EHRAE~

FR2 9FE2A (RFI641 2 AMET)
BT BA



ER/N

A o

XL HIC
AHNOFFE, (ERET
[ IR A

)i 4 el ANE
BeHxtG L 70 D A

BOICER L TRET & HIHA

P2
P3
P4
P20
P22
P24



1. IILBIZ

=S5 DH N « B RMEOREROT-OIZIL, I SCEFIZE S W2 Ee R D
bb, 52, IEOREFIFOMEANC L0 | FUREIR S 72 & OFH) 72 B /e %
FFEIMPEARINDLH T, 2N ODOEHKZEICLEREE IR 5 2 L3RR
AR & 7o TR Y RFMBGER & SO IR T #2016 (FRk 28 A 6 A 2 HEERE)
IZBWThH, EHERLEOHEHORBEHEEZXS Z L LS TWn5,

AR AR E SR S, EE RS 27 0 7 7 A VBB FEOES L & B S MR
RHZENRDDH, ZOD, AIMELROLZEMICET D IERN 2SR 5 £ TOR,
WMELEIL O BEEZ RS ZIT 52 EPWIRE SN BFICK L THERT 2 & &bz, BIFE
RNV LTI B et & & D 2 & DS ARE 72— 8 O B & i 7= 3 R A B <
THIENEETHD,

L7eRoT, KA RT A4 TiE, BB ZNE TITHE LN TV A EFLIH -
BHER RN EED & | LU O E IR O fgiid 7o FH 2 HEHE 3 2 8LA & B B B %
F RO EFHER~T,

B ARITA KT A %, MSIATEUE NESE LR S, A ANR AR
BRI s . — M N B ARERIRN B E & K A FE N B AR &R 72 O /)
Db EAER LT,

RG L I BEIRS - A TR EERE 20 mg, A7 Y — R AT 100mg, 4

— ARSI EE 120 mg, A7 YU — R SIEEE 240 mg (— %4 - =
M~ 7 (BinfHHz))

MG L RDMETNE - R

MEERDAEROHE - B, A=A~ (B z) & LT, 18] 240mg
% 2 RS 18] 480 mg % 4 H MR CARMEET 5, 72
72U, BEMERANEICIIT A IR ML DG E T, BEHIFIE 12
HAMETET S,
RIGUIBRAGE R EME R AEICR LA BV A~T (s 1-Hiff
z) LOFHT 25X, @, RACIE=Rr~7 GERIE R
%) & LT, 1[F 80mg % 3 MG T 4 BLEMHEFET 5, 2D
%, =R ~7 (BioFfH#z) & LT, 118240 mg % 2 JH[H
IR S 1 [5] 480 mg % 4 FE S RN T st 5,

fYE AR 5E 3 F NP TSR
(%)

TP BRI BT D ¥ — R A SR EIR S0mg (— %4 1A BV A~ T GRIGFHH# 2))

DRNEESNTR R, FELOH &

2h HE XX 2h R ARIGUIRANRE e B R A

Ak & OVH & @%, A ) A~ (B z) & L7T1E 3 mgke
(KHE) % 3 EMMRET 4 BRRETFHET 5, 23, MoObrErEEL
FEGAT AT, =R v~ (B iz) LRI Z L,




2. AFRN DR, 1EREF

7 — R IR ERE 20 mg. [FATEERE 100 mg, FAEETE 120 mg K& O A §E
240 mg (—f%4 : =R~ GBI Z) . LT, TARA Evd,) 1, /MRS
TEMKSLEAZ Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BAs% L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F /LHLfk
Th b,

PD-1 (%, #EMHAL L7z Y 2 o%Ek (TR, BMRE O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIE T2 2
T ICERT2ZAE AR TH D, PD-1 IFHURIRRAIIIZIEEBLT 2 PD-1 U o K (PD-LI
KONPD-L2) EfEA L. U o SBRICHfIEY 7P v LT U v SERoiEALIREE &
BIZFREI L CTWd, PD-1 U H v RIFHUREE RSB B b Ok~ 72 ISR 7B
LTHY, EMEREAMELE )L L EGHEMKEICI TS PD-L1 OFEBL L itk DALE
W & ORI ADOFEREBIRN & 5 2 & 3 HE STV %  (Cancer 2010; 116: 1757-66)
F 7o R R IE B CIRARRTE TS EET DA v ¥ —T = a2 B~ (IFN-y)
IZX > T PD-L1 OFRENFHE SN, 5B L EEREICIS T 5 PD-L1 ORI & itk D
ALEWIR & ORI EDOFBARRN 5 & O#HE S & % (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-LI Z 5@l RH S B8 AT, PURRRA CDS F5PE T Mifa o Hifa &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHla
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 2
AR HURRF A e T MO OWEBEEZ BT 58 FD—Do L LTEZX LT
Do

AFNT, SR OFE LD S PD-1 OIS eI (PD-1 U > RiEGHEI) ITHEG L.
PD-1 & PD-1 U Y REDEEZEET DI LICL Y, DAFURERRNZ T Mok
PEAL KOS AR b3 2 MBI a2 R 3 5 2 & CREpEM e PSR 9
ZENHER STV D,

ARFIOHEFIEIFIC IS < DS RUSIC & 5 RIEM %03 B b, TR IS LI
B RN b Do AAIOEG PR OB ERITIT, BEOBEE TYTO, BESR
D BTG AITIE, BB L HUTIE U B e ik & B8R & FE o R Al & L Col
BN 72 BEBZB T 24T\ IBEE OGERSIC L ARIEA RSN A AT, BIREE RV
L H O 55O YR IE 54T 5 LB D B,



3. BRPRARE
SR LA Il O KGRI IR 24T o 72 B R R IRRBR O i 2 R T,

[ 2]
OEMNE TR (ONO-4538-02 55k)

L ANy (BUF, IDTIC) &9 ,) 18X DALREIERE 2 A 5 D RIRUIBR A R 72 I
W/ IWVHI SO F 3 o BBl RS (ECOG Performance Status 0 &2 O8N 1) 35 il &2 %t 512,
AH 2 mg/kg & 3 BERHIFMRECARFEE L, TEFHMEHEE Th 52853 (RECIST # A

R4 11 BUZES < FRHEIZE D CR XXX PR) 13 22.9% (90%[EHEIX M : 13.4~
36.2%) Th o7, 7B, FANIHE LIZFMEIX 125% Th - 72,

@EWNE DS (ONO0-4538-08 #fER)

b PVERIGIE ORI CIBRANRE 72 L/ IV ) ST B8 o B BB R H (ECOG
Performance Status 0 2 N 1) 24 il 256t 512, AAl 3 mg/kg % 2 38 [ [AIFRE C AR efE L7z,
FEFHIHE Th 5 282h% (RECIST HA K74 > 1.1 fUIZES S FIHEIC L 5 CR
UE PR) 13X 29.2% (90%(ZHEX M : 16.7~45.9%) ThH o7z, 728, FHANIHRE L7-H
ElE 6.0% CTH -7,

QUM BIFHABR (CA209066 #BR) ¥

v-raf ~ 7 AAEY 4 NV AFEBIRTEMAER 7 Bl (BLF, [BRAF] £\ 9,) V600
228D 7 MBS VE AR IR R O RIG UIBR A GE 72 T/ IV ) S/ 58 0 BB SR Il R s
(ECOG Performance Status 0 &2 T 1) 418 f5il (AAI#E 210 i, DTIC #f 208 f5i]) % %F51T,
DTIC Z xR & U TAK 3 mg/kg % 2 HFHIR CREFHE L & & O R OVZ 2
et Lo, EEFHMEEE Ch o 2AEFMME (LT, ToS) &vwiH,) (hifE [95%fF
FEIX]) OISR R X, AFIBHENE™ [NE~NE] # A, DTIC #:T 10.84 [9.33~
12.09] 7 ATHY . AHNIL DTIC IZxt LIEFHFRICABERIER 2 Lz (AF— R
0.42 [99.79%ZHE X ] : 0.25~0.73], p<0.0001 [J&H/ log-rank B E]. 2014 4= 6 H 24 H
T—=FHy A7),

* HEERRE (BUF. [RR)



—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 Bi#R (CA209066 3R5%)

@Y TR R (CA209037 #kBR) 2

AV AT (BaM#z) LT, Y A~T7) L)) Xik BRAF [HEH
Za A RIEIE 2 T 2 RIG B BR N AE 22 T/ IV B SCIE /8 o0 B HL el AR

(ECOG Performance Status 0 & U8 1) 405 5] (CAAKI#E 272 i, {b529E1E (DTIC Xidh v
RTTF e Y ZxEn D) B 133 §1) 25500, (LFEEE R E LOR
#l 3 mg/kg % 2 FMMIRCHREEE LT & 2 OFMMER OVLZEMERE Uiz, EEFHb
HETHDHEZE (RECIST HA KT A > 1.1 fRICHES < df)Eic X5 CR X PR)
[ZDWTAREID G ST RO 120 5% fEHTRIGAER & U CHIART 217 o 7o/ 3.
AHIFET 31.7% (95%(GHEIX[H : 23.5~40.8%., 20144E3 A 10 HT—X B> hA47) T
HoTo, 2B, FRICEDFROMMITERE L TR o7z, b9 — DO EHEFlEE T
5 0S (YA [95%IEHEXE]T) ITOWT I8 BIDA X b (FETD) HZ T fEHT
AT S TAE R, ARAIFET 1547 [12.39~NE] # H ., {LFRIVERET 13.67 [11.50~NE] 7
ATohY ., KENEFRIEICH LHGHPRICH B RIEEZ RS ol (NTF— Rk
0.93 [95%fEHEIX M : 0.68~1.26], p=0.6299 [J&H!| log-rank f7E], 2014 4 11 H 12 HF
— &1y NET),



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

LS IE RGO ARIRYIBR A HE 72 T/ IV I SO %6 o B B 5 (ECOG
Performance Status 0 2 T8 1) 30 Bl & xt4c, AFlE A U A~T20H (LLF, TARKA
+AEVAST ) LD, BE L, FEFHMBEE Th 58%% (RECIST HA K7
A 2 1L RRIZHES < PRl ELIZ KX D CR XX PR) 13 33.3% (95%(5 #E X [ 1 17.3~52.8%)

Thoto, 2B, FANIHRE L7-HEIE 23.8% Th -7,
* ARF 1mgkg (KHE) &4 ¥V A~7 3mgkg ((RE) %R B2 3 BERAMRT 4 BLAGEEE L72%,
AFK| 3 mg/kg (IRE) % 2 MBI CARHE Lz, SERBLSRICBW TR, AR 2 RaIc S5 L,
AV A= TIIARFOBRER T 235 30 43U EOMEE BV TR ZBIE L7,

©upshE IAERER (CA209067 #XER)

(LA RIG IR ORIGYUIFRARGE 22 M/ IVH o Bk B il 8 3% (ECOG Performance
Status 0 KON 1) 945 il (KAI+A &V L~ 7 R 314 B, AREFE316 6], A Y AT
BE3IS ) 2t RIC, A B AT HEEEZRRE LTRF+ A U L~ TG R OKRA
B G- OAIE R VM2 BEt Lz, EERMBEE T 5 0S (HFRAE [95% X M 1)
DEHEFENTRERIL, AFI+ A Y A~ THETNE [NE~NE] 5 H, AAI#ETNE [29.08
~NE] 7H, A Y A~T7HET19.98 [17.08~24.61] W ATHY, AAI+A Y L~T
B 5 R OAFNB G153 A BV b~ TGS LR FOICH B R ER 2R Lz (RAI+ A
B A~ Tih N — N 0.55 [98%(EFHIXH : 0.42~0.72], p<0.0001 [J&%!] log-rank
RE], AEE A~ — R 0.63 [98%fE#H X [H] : 0.48~0.81], p<0.0001 [J&%!] log-rank

iE], 20064E8 A 1 BT —% v A7),
*: A#) 1 mgkg (KE) &4 U A~7 3mgkg (KE) %A HIC 3 WK T 4 [B AR L 725,
AFH 3 mgkg (KTE) % 2 RN AR L, PP SRICHEOL T, ARZRIICRS
L. AU A= Z AR OB EET 705 30 458 ORI 23 T 5 2 Btk L,

1.0 f
0.9
0.8
0.7
0.6
0.5

BRHF

0.4 K KE+AEYLTTR
0.3 A REIE
0.2 O AEYLTTE

0.1 * ARUO : {TH1Y
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk3t E£EHM (B)
FA+AMEYLTTEE 314 292 265 247 226 221 209 200 198 192 170 49
AFIE 316 292 265 244 230 213 201 191 181 175 157 55

A1EYLTITE 315 285 254 228 205 182 164 149 136 129 104 34

X2 OS ? Kaplan-Meier Bt (CA209067 3RER)




728 IRIBUIBRARE 2R M A E R E 250 RICAH + A U A~ T HREIZOW TGS
L7210 56 1 FERBR (CA209004 38BR) D= — b 8 ICBIT 5E%%E (modified WHO J
HEIZHAS < CR UE PR) 1F, ABFIRIERIGIREE T 46.4% (13/28 15, 95%[EHIX[H :
27.5~66.1%) . {LFHRIEBEIRIR BT T 38.5% (5/13 f3il, 95% 5 #EX[H : 13.9~68.4%) T
HoT,

(PD-L1 FEBLIRBUA DA 2hiH: Mo OV 424)

WAV MAHRER (CA20906755k) (THEAAN B2 BEOT — X ITHES& | JEEHHM
(2B VVTPD-L1 2% 8L L7 JEE A A 5 251G (LLF, TPD-LIZ&BI=E] L\vH,) Hl
(ZHRER BN FRIT 2 AT o e A IMER L EMVEOFRERIZIU T D L B0 ThoTz,

ARMEICEI LT, PD-LIZEBIRD 1% AN (PD-L1<1%) OBFHEM & i L T1%LLE
(PD-L1=1%) DEFHEMTA Y A~T7 O _EFREHEMEMEA 2R S N (FX),
BB, AH+A Y A~ TROREET T 7 7 A JVIEPD-L1 <1%0 BE M & PD-L1=
1% D BEEM TR TH - 72,

PD-L1REBRE1 %K PD-L1EHE1%LLE

R

1.0 \‘{ 10
09 i 09
=\, gy
0.8 L“\\u\ - :
s 0.8 \ o st
07 T 07 o ' -
-~ . > \\
06 h\x\:H-\ — . & 0.6 ‘\
05 - W""'—“ #F 05 EreRl e
™ % o Sy
e e s ; e
041 e EM+AEULTTR Vi 04 e Hml+qEynTTR C
" e
031 A xmE e 031 A e o
0.2 O AEYLTTH 021 -G AEULTTH
0.1 *  ARUO : §TH1Y 0.1 *, ARUO : T91Y
00 00 T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 [¢] 12 15 18 21 24 27 30 33 36 39
at risk & EHmm (A) at risk# EFHM (A
FM+AEYLTTB® 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
B 117 103 86 76 73 65 62 59 57 55 50 16 2 0 AAB 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
(£E : PD-L1<1%DRBELM. A : PD-L1=1%DBEER)



DIE B[R AR (ONO-4538-21/CA2092387K54)

SEARUIERE O Mb/e B/ IV O MR AMEEE 906 1 (A ARNEH 28 Bl Ede, AFIRE
45361, AV L~ (BETHHZ) BE4S3 ) 2RI, A8V AwTERRE LT
AF 3 mg/kg % 2 TN CRMETE Lz & 2 OFIMER ORI 2R Uiz, B
HH Th 5 MM (R RE [95%EHEXMH] ) ORI RIE. AFEET NE

[NE~NE] # A, £ U A~THETNE [16.56~NE] A THY ., AFNIA Y L~vT
3 LR HPRIC A BRIER 2R LTe (O — REK 0.65 [97.56% 5 X [H : 0.51~0.83] |
p<0.0001 [J&H log-rank #/E]. 20174E6 H 12 AT —X v b4 7)

* : AJCC (American Joint Committee on Cancer) JR#5338E (55 7 hi) 1255 < 5,

4 BEIZAEFHIM O Kaplan-Meier HifR (ONO-4538-21/CA209238 3REk)



(24 14]
OEMNE TR (ONO-4538-02 55k)
AEFRITEE (100%) (ZRD B, AKH L DRRERPEETERVAEFFRIT
30/35 B (85.7%) IZ#B®H Lo, FHHEN 5% EORIERIZTRO LEBY ThoTz,

#£1 REEN 5% EORBIEMA (ONO-4538-02 3U5%)

PN S B (%)
FEARGE 35
(MedDRA/J ver.16.0) 4 Grade Grade 3-4 Grade 5
AEIER 30 (85.7) 9 (25.7) 0
Ao WA
FODR IR FEREAR T E 5 (14.3) 0 0
H Ik
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 O SERA OREE
57 5 (14.3) 0 0
& 2 (5.7) 0 0
FEEN 3 (8.6) 0 0
JHFREE R P
ik 2 (5.7) 2 (5.7) 0
g R AR AT
ALT #8n 4 (11.4) 1 (2.9) 0
AST H&/n 5 (14.3) 2 (5.7) 0
A7 /L7 2 R 2 (5.7) 0 0
A CK ¥4 5 (14.3) 3 (8.6) 0
M7 L7 =8 2 (5.7) 0 0
o> Ko RN 2 (5.7) 0 0
1.4 LDH ¥4/n 5 (14.3) 1 (2.9) 0
1A TSH > 3 (8.6) 0 0
ifi. 7 TSH $50 7 (20.0) 0 0
CRP #410 5 (14.3) 1 (2.9) 0
I EREREE N 4 (11.4) 0 0
y-GTP #3/1 4 (11.4) 4 (11.4) 0
FRA TR o B 2 (5.7) 0 0
~NES v v U 3 (8.6) 1 (2.9) 0
U 2 REREE D 5 (14.3) 1 (2.9) 0
I ER B 2 (5.7) 1 (2.9 0
fi R fafn AR T 2 (5.7) 0 0
i SRR Bk 2 (5.7) 1 (2.9) 0
R I ER B ek 2 (5.7) 1 (2.9) 0
M ifn BREsk ) 6 (17.1) 0 0
WEEfE T3 H50 2 (5.7) 0 0
WERE T3 98 8 (22.9) 0 0
WERE T4 98 6 (17.1) 0 0
WERE T4 H90 2 (5.7) 0 0
U U~ FR--H 3 (8.6) 0 0
M ALP #4500 5 (14.3) 1 (29) 0
HUHIR RIS 3 (8.6) 0 0
AR~ — A — g 2 (5.7) 0 0
HUZHUREE N 2 (5.7) 0 0
V=TI B T aT A N 4 (11.4) 0 0
ifi. /R CK Ja 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



B RIS HE
FEARGE
(MedDRA/J ver.16.0)

B (%)

35

4 Grade

Grade 3-4

Grade 5

R % L OVK T ke
B
5 FEIE
95
I INTRZSING A
AR TR FE ¢
e ST

1

6 (17.1)
1 (31.4)
2 (5.7)
2 (5.7)
2 (5.7)
4 (11.4)

S o oo o0

SO oo oo

ks, MEMEMEE 16 (2.9%) . KIBK -

HEDO TR 1A (2.9%) . FRREE 4 4

(11.4%) . NTPEERERET 5651 (14.3%) . BHERERRTE 2 1] (5.7%) . FURIREERERR S 8 151
(22.9%) . BIEEEE 16 (2.9%) . EEORBESE 1] (2.9%) KOS E I K 1 4]
(2.9%) MO BTz, F7o, FHEAREEEENRET ., infusion reaction, 1 BUBEIRIF, WA,
BEIEMEEIE, Mok - MRS, DR, Bk, TR, MBUHRUIRE X A3 F— KU
P ML IR P SEBEIR 13780 D Te o Tz,

HRFzate) 2aUERETT,

@ENF OB (ONO-4538-08

BIERIZESUR LIS B 5 (BRR A

BHEFEGIL 2224 B (91.7%) (TR i, A E OREBEBRPTE T WA ESR
G213 18/24 il (75.0%) (2RO BTz, FEBLEN 5% EOEWERIZTRDO LBV ThH-

7
&2 FRBZN 5% EORIEA (ONO-4538-08 3ER)

BRI B (%)

FEAGE 24 {31

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

EEIEN 18 (75.0) 2 (8.3) 0
PR A

FOR AR REAR T E 6 (25.0) 0 0
S

TEL 2 (83) 0 0
—i% - BEREER IO S EL OREE

[y 4 (16.7) 0 0
AR AR A

R 2 (8.3) 0 0
I PR

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

il 2 (8.3) 0 0
KRR X O FHlkEE

= 5 (20.8) 0 0

& O PEIE 5 (20.8) 0 0

I NIRZ YN S 2 (83) 0 0

B, KGR - BEO TR 2 6] (8.3%) . IFHEREREE 1 6] (4.2%) . FIEAHE
11 (4.2%) K OFIRRERERESE 7 1] (29.2%) 23
MR E (X7 v - NU—EERESE) | B E R RTEMEBRE) | &

10

RE
Wb, £z, FEMEMKE,



infusion reaction, 1 BUNERIS, FEDREREE (K MALEERRIEMGERE, SIALEE, BIRE
BE) | BER, EIEGERE, MK - BERE. SE DR, LK. MR, TR, B
FRRARIE / X A /T — K OV & Vel MR PESEBEIR 1358 0 L7 o 1o, REWER %
BURPLIIEESES: (BRMAEERTY 2 51) 2B OEFERE R T,

@UEAFEMAERER (CA209066 RA5R) V
BEFGIIAFIRE 192/206 6] (93.2%) . DTIC £E 194/205 1] (94.6%) (238D S, TR
BREE L DK RBIFR N IE T 2RV FEFRIIARAIRE 153/206 41 (74.3%) . DTIC £ 155/205
B (75.6%) IZFBD HAVTZ, WTIDORETHILEN 5% L EORIERIZT TR LB T
HoT,
#3 DTNODORETRERYN 5% EOBITER (CA209066 FABR)

BE (%)
L YAN'Y
ﬁiiqgj;ﬂ = AFIRE DTIC #¢
(MedDRA/I ver.17.0) 206 f1 205 1
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 R EE
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
B IkEE
(EE 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
HEL 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% - BEREER O G ERoREE
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
FEEL 15 (7.3) 0 0 10 (4.9) 1 (0.5) 0
Rt L OsesEEE
BRI 11 (5.3) 0 0 19 (9.3) 0 0
B H SRR L O ARk E
RAEiivR 12 (5.8) 0 0 3 (1.5) 0 0
TR B
SHYF 9 (4.4) 0 0 14 (6.8) 0 0
R R X O FHlkEE
HLBE 13 (6.3) 0 0 4 (2.0) 0 0
S B RS 3 (1.5) 0 0 11 (5.4) 0 0
& O PEIE 35 (17.0) 1 (0.5) 0 11 (5.4) 0 0
55 31 (15.0) 1 (0.5) 0 6 (2.9) 0 0
e A B 22 (10.7) 0 0 1 (0.5) 0 0

¥ AHIFEZ BV THEMEMZEE 3 61 (1.5%) . KIBXK - EED T 6 71 (2.9%) .
PR (K7 2« NL—EEEEE) 28 1] (13.6%) | NFEEREREE 7 61 (3.4%) . B
REFETE 4 B (1.9%) . FHEEMRHERERET 4 61 (1.9%) . FRIMERERES 13 61 (6.3%) .
infusion reaction 15 5l (7.3%) . 1 ALHESRHS 1 5] (0.5%) . BEEEDFERETE 3 i (1.5%)
KLOSEIER 1B (05%) BB, o, BIREE, WK, BIEMFEE, K
%« BERSE, DRI, AR, TSR, BERUTRLARIE/ < A /3T — K OV M il M4
SRBERIERR O BV o T, ABIWEMFEBLRILIEERES (FRRREMEET 2 51) %
BB RE R T,
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@yFAEIAERER (CA209037 #BxR) 2

A EFRITAAIRE 265/268 B (98.9%) . AL FHEIERE 98/102 5] (96.1%) 1Z3RD 5
. TREREE & ORIRFARDGIE T & WA EERITAAINE 199268 B (74.3%) . 1L
FRIERE 85/102 1] (83.3%) T3 BTz, WFNDRETRILERN 5%LL EORIWERIX
THROELEED ThHoT,

F4 DTN OBETEIARY 5% EOBIER (CA209037 3:ER)
B (%)

i VAS o1
T AT (LR
(MedDRA/J ver.17.1) 268 B 102 1
4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
AEIER 199 (74.3) 33 (12.3) 0 85 (83.3) 35 (34.3) 0
MiEdR L R fEE
21 18 (6.7) 3 (1.1) 0 24 (23.5) 5 (4.9) 0
[ i BR e S 1 (0.4) 0 0 8 (7.8) 2 (2.0) 0
- BRI E 0 0 0 20 (19.6) 16 (15.7) 0
M IR E 1 (0.4) 1 (0.4) 0 12 (11.8) 6 (5.9) 0
oI RE E
FOPR IR A REAR T E 18 (6.7) 0 0 0 0 0
I
LGS 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 I 12 (4.5) 1 (0.4) 0 21 (20.6) 3 (29) 0
—i% - BEEER L OGN OREE
) E 14 (5.2) 0 0 7 (6.9) 0 0
95 I7 82 (30.6) 3 (1.1) 0 41 (40.2) 4 (3.9) 0
5, R X OWE A GHE
HEANZPE D Kt 4 (1.5) 1 (0.4) 0 9 (8.8) 0 0
Fife PR AR AT
ALT #40 14 (5.2) 3 (1.1) 0 1 (1.0) 0 0
AST #5/m 15 (5.6) 2 (0.7) 0 2 (2.0 0 0
I R ERER A 0 0 0 7 (6.9) 3 (29 0
i SRR Bk 1 (04) 0 0 8 (7.8) 3 (29 0
i BRER 3 (1.1) 0 0 8 (7.8) 2 (2.0) 0
Rith L O SeEREE
BARIEER 18 (6.7) 0 0 17 (16.7) 0
BRI L O A MRk 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
K= 2 —m T — 1 (0.4) 0 0 10 (9.8) 1 (1.0) 0
BRI 3 (1.1 0 0 10 (9.8) 0 0
MEas. MsRds X OWEhR R
- IR 13 (4.9) 0 0 8 (7.8) 0
F R ¥ KO PR RRREE
BB E 2 (0.7) 0 0 28 (27.5) 0 0
& D FERE 51 (19.0) 0 0 2 (2.0 0 0
B 34 (12.7) 1 (0.4) 0 5 (4.9) 0 0
B NITRZ /N 22 16 (6.0) 0 0 2 (2.0 0 0
M A BE 24 (9.0) 0 0 0 0 0

72k AFIBEC B CRVE MR R 8 1] (3.0%) . KIG4 « EED T4 4 (1.5%) .
MR 33 1 (12.3%) . FFEEREREEE 22 f5] (8.2%) . EASREREE  (JRANE [ MER 2%
Z5) 541 (1.9%) . FRRARFERERESE 23 f3] (8.6%) | EIEFEEE 1 1 (0.4%) . infusion reaction

12



10 (3.7%) . FEEOREEREE 1 6] (04%) . PR 26 (0.7%) KOS E D FER 3 4
(1.1%) RO Bz, T, TEMEERERE. | BUNERW, SEEMMEIGE, KK - 86
S, e, Mhde. BT, RRBUTHBMAEIE/ X AT — K OV M i/ NSO M 2R B 7
IEFB O LR o T, AEWERARBUR DU EF S (RRREMRET 2 E5T) 2804%
FHERE R,

G@EWNH TFHFER (ONO-4538-1775%)
AEFERITEH (100%) ([ZFD HiL, AHlE ORREENPEETERVAETEFER LA
il (100%) TR HiTc, WHERNS%LL EORERIITERO LBV ThoTo,
£S5 RBIED 5% EDOREIER (ONO-4538-17 3BR)

LRE BRI B% (%)

HEARGE 30 {3

(MedDRA/J ver.20.0) 4 Grade Grade 3-4 Grade 5
RITER 30 (100) 23 (76.7) 0
MgHR LY R EE

Sy 2 (6.7) 0 0
3 IsRE TS

FR AR RE TTESE 2 (6.7) 0 0

RO IR B EAR T iE 7 (23.3) 0 0

BEELTS 2 (6.7) 2 (6.7) 0
H I

(EE 5 (16.7) 1 (3.3) 0

T 16 (53.3) 1 (3.3) 0

N 2 (6.7) 0 0

HEL 4 (13.3) 0 0

N 3 (10.0) 0 0

e - 6 (20.0) 1 (33) 0
—i% - RHREER X ORGS0k

it 5 (16.7) 0 0

[y 7 (23.3) 1 (33) 0

HRRY AR 2 (6.7) 0 0

FEEL 12 (40.0) 1 (3.3) 0
JHNEE R fR

e B 7 (23.3) 4 (13.3) 0

b 2 (6.7) 0 0
AR AR A

ALT ¥4 11 (36.7) 3 (10.0) 0

72— 5 (16.7) 1 (3.3) 0

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

y-GTP B4/ 5 (16.7) 3 (10.0) 0

U S— PN 12 (40.0) 7 (23.3) 0

IREFD 2 (6.7) 0 0

AT A Y RRT 72— 4 (13.3) 0 0
Rt L OsesEEE

EH Y T AIME 2 (6.7) 0 0

BT V7 2 v LfE 2 (6.7) 1 (3.3) 0

&) b U o A ffE 5 (16.7) 4 (13.3) 0

BRI 8 (26.7) 1 (33) 0
B R 3 L O ARk E

RAEiR 5 (16.7) 0 0
R R

RN 2 (6.7) 0 0

SRR 5 (16.7) 1 (3.3) 0
M aR, MOERE & O Rk

R M 2 2 (6.7) 0 0

13



B BIRHE BE (%)
FEARGE 30
(MedDRA/J ver.20.0) 4= Grade Grade 3-4 Grade 5
EYEIEEET 2 (6.7) 0 0
F2 &8 KO T ARGk E
= D PEIE 10 (33.3) 0 0
W5 18 (60.0) 2 (6.7) 0
iR NRZ YN 4 4 (13.3) 1 (33) 0

72E5, MR (30.0%) | IFHEREREE 1461 (46.7%) . HIRIRHERERE E 761 (23.3%) |
[FEE M2 FB3 1) (10.0%) | RAZZE « T o R #3451 (10.0%) B8 D B ke 341 (10.0%) |
T HEAFEEERE26 (6.7%) . 5 & 2 K15 (3.3%)  BERUH A fEE/ < A4 XF—241 (6.7%)
R O RIMAR ZERIE 1] (3.3%) 23538 Hiviz, F7-, BHRERES, FIRMEERE, 14
PEIRIG., Ege, BIEMMEIGE, AMZE - #EY%. infusionreaction, /[LMHde. fhde. SoEfk
I/ NI PSR BESR K OF R ITE80 B e o 7z, ARIWERRBURDLIZBhEE S (R

MAMERE 2 5T) ZatE

@M/ AR (CA20906775R)

BEFRGIIARA A+ A BV LA~ 731231361 (99.7%) . AFIFE312/31361 (99.7%) . A
B U A~ 7 HE308/31141 (99.0%) (258D B, TRERIE & ORI RFEBENEE TERVWAHE
FGUIARK + A BV L~ THE300/31361 (95.8%) . AFIFE270/31361 (86.3%), A BV A
~ 7 HE268/31141 (86.2%) IZ588 BTz, WIT I ORETHRILENS% L EORIERIZT
RDOLEEBY THoT,
#6 WTNHIDBETREEN 5% ELOBIEA (CA209067 HER)

R E T

B (%)
DL YA
T RATA Y v TR A TEI LT
(MedDRA/J ver.19.0) —— 313 1 313 i 311 43l
4 Grade Grade 3-4 Grade5 4= Grade Grade3-4 Grade5 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
BRI 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 (03) 0 18 (5.8) 0 0 28 (9.0) 2 (0.6) 0
P70 40 (12.8) 26 (8.3) 0 7 (22) 3 (1.0) 0 35 (11.3) 24 (1.7 0
(EE 12 (3.8) 0 0 19 (6.1) 0 0 17 (5.5) 0 0
T 142 (454) 30 (9.6) 0 67 (21.4) 9 (2.9) 0 105 (33.8) 18 (5.8) 0
M PNz 19 (6.1) 0 0 13 (42) 0 0 7 (2.3) 0 0
CIVTI 88 (28.1) 7 (2.2) 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% - EEREER O SEOREE
S 31 (9.9) 1 (03) 0 25 (8.0) 1 (0.3) 0 17 (5.5) 2 (0.6) 0
B 22 (7.0) 0 0 12 (3.8) 0 0 10 (3.2) 0 0
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 H4/0 59 (18.8) 27 (8.6) 0 12 (3.8) 3 (1.0) 0 12 (3.9) 5 (1.6) 0
77— 23 (7.3) 9 (2.9) 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (1.3) 0
AST $#n 51 (16.3) 19 (6.1) 0 13 (4.2) 3 (1.0) 0 12 (3.9) 2 (0.6) 0
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BiEx (%)

Rt FATAEY S TR A eV LT
(MedDRA/] ver.19.0) 313 1 313 f 311 41
4= Grade Grade 3-4 Grade5 4= Grade Grade3-4 Grade5 4 Grade Grade 3-4  Grade 5

U R—BHN 43 (13.7) 34 (10.9) 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
Rtk L OSERE

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

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

FEMED W 17 (5.4) 0 0 15 (4.8) 0 0 11 (3.5) 0 0
R L 14 (4.5) 0 0 18 (5.8) 0 0 9 (2.9) 0 0
SR 34 (10.9) 2 (0.6) 0 24 (7.7) 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
fitiligi e 21 (6.7) 3 (1.0) 0 4 (1.3) 1 (0.3) 0 5 (1.6) 1 (0.3) 0
KR F KO FRERkREE S

& WA 15 (4.8) 0 0 17 (5.4) 0 0 11 (3.5) 0 0
& 9 FEAE 112 (35.8) 6 (1.9) 0 67 (21.4) 1 (0.3) 0 113 (36.3) 1 (0.3) 0
B2 91 (29.1) 10 (3.2) 0 72 (23.0) 1 (0.3) 0 68 (21.9) 5 (1.6) 0
BEIR LB IR 5 38 (12.1) 6 (1.9) 0 14 (4.5) 2 (0.6) 0 38 (12.2) 1 (0.3) 0
= FEE 27 (8.6) 0 0 28 (8.9) 1 (0.3) 0 16 (5.1) 0 0

B, AH+HA Y L THIZB WD TR EE86H] (27.5%) | NTHEREFREE 10241
(32.6%) . HURIRFEREREERTH] (27.8%) . BH&RElE2161 (6.7%) . MR MEMZEH25
B (8.0%) . KIFZ « EED FHI60HF] (192%) . BEEDOREEE2H] (6.7%) . FiE
RBEREFRE 2761 (8.6%) . WITHERERE 1401 (4.5%) . BER3G] (1.0%) . Mk - Bl
2201 (0.6%) . infusionreaction 1351 (4.2%) . 5 & 5 BEZR3HBI (1.0%) | HHR361 (1.0%) .
BRI BARIE/ X A 73T —5001 (16.0%) | AT 51461 (4.5%) K& ONFRIR AR 2842 E 2451 (0.6%)
MO BTz, Flo, VBERIE, BEIEEAE, O R & OV s MR S5 5T
IR D HILIR DN o To, AFIFEIT IV TR E 66151 (21.1%) | ATHERERRE2441 (7.7%) |
FRIRBEREFE F4761 (15.0%) | EHERERE3F (1.0%) | MEMEMEESH (1.6%) |
KRG - BEREED FHFI1661 (5.1%) | BEE O R FEEF] (2.6%) . T IEAHEREREZ 341 (1.0%) |
BB R E 3B (1.0%) . #2341 (1.0%) . infusionreaction 146 (4.5%) . 5 & 9 5
K261 (0.6%) . BERUHRBMBIE/ X A /3F—28%1 (8.9%) . FF&261 (0.6%) K OEFARIL
FRIERIELH] (03%) RO O, £io, VRIBERWE, EAEMMEE, MK - Bk,
O AR e O MR i MR PESRBER I 3GR 8 B AL 0o 7o, REIMEFHZE BRI X
BiEES (RMAMEET 25T 23 0EHERE =T,

RIREIERAN e 7 B BAJEEE 250 RICAA+ A © U b~ TG A Uit e
I #H5ABR (CA209004 #kER) D =7k — b 8 IR\ T, (LFRIERIBIREE 28 ] L (L2
BB RAEE 13 6 & O T, ZaMtIcUfE 2RIl oninol,
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DEFE AL FE S MFRER (ONO-4538-21/CA2092387K57%)

BERGIIARKIREA38/45261] (96.9%) . A BV L~ 7 HE446/453051] (98.5%) IZF88 5
AU, IRBREE & ORRBRNAEE TE WA FEFGIIAHFINER5/452145 (85.2%) . A &'
L~ TREA34/45301] (95.8%) IZRBD BTz, W ORETRELRNS%LL_EORIER X
TEROELEEBY ThoT,

#£7 VTN OETHRRARI5%L EOBIER (ONO-4538-21/CA209238358)

BEx (%)

-
e AT TEV AT
(MedDRA/J ver.20.0) 452 B 453 B

4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
2RITEH 385 (85.2) 65 (144) 0 434 (95.8) 208 (45.9) 0
B H R L OV A ks
RAHfiR 57 (12.6) 1 (02 0 49 (10.8) 2 (04 O
PR 35 ( 7.7 1 (02 0 19 ( 42) 1 (02 O
H ks
T 110 (24.3) 7 (15 0 208 (45.9) 43 (95 0
D 68 (15.0) 1 (02 0 91 (20.1) 0 0
26 29 ( 64) 0 0 46 (10.2) 1 (02 0
A 12 ( 27 1 (02 O 4 (97 2 (04 O
M PN REIG: 24 ( 53) 0 0 14 ( 3.1) 0 0
NI DS 9 ( 20 3 (07 0 45 ( 9.9 34 (75 0
— i RHEERBLOE GO REE
) E 57 (12.6) 1 ( 02 0 53 (11.7) 4 (09 0
9297 156 (34.5) 2 (04 0 149 (32.9) 4 (09 0
FE 7 ( 1.5 0 0 54 (11.9) 2 (04 O
FRIR AR AR
Y R—EHIN 30 ( 6.6) 19 ( 42) 0 26 ( 57 16 ( 35) 0
ALT H4/0 28 ( 62) 5 (1) O 66 (14.6) 26 (57 0
AST #0 25 ( 55 2 (04 0 60 (13.2) 19 ( 42 0
7T 25 ( 5.5 9 (20 0 14 ( 3.1 5 (L) O
R B L ORTEREE
BARIEGE 18 ( 4.0 0 0 39 ( 8.6) 1 (02 O
PR R IR E
GV 44 ( 97 1 (02 O 79 (17.4) 7 (15 0
G L O THLfkREE
BER IR 5 24 ( 53) 0 0 50 (11.0) 9 (20 0
THFEIE 105 (232) 0 0 152 (33.6) 5 (1) 0
95 90 (19.9) 5 (1) O 133 (29.4) 14 (31) O
MR g, EREs KOMERRIE 3
EF-)% R 15 ( 3.3) 2 (04 0 24 ( 53) 0 0
o WAk
FOR IR REIR T 49 (10.8) 1 ( 02 0 31 ( 6.8) 2 (04 O
FR B R TT 36 ( 8.0) 1 (02 0 18 ( 4.0 1 (02 O
IERLTS 7 (1.5 2 (04 O 48 (10.6) 11 (24 0

RE. AAIBZIB W CTREMERZEE 11 61 (2.4%) . B EMEE/ X A /35 —48
(10.6%) . NTRERERET 40 51 (8.8%) . FURMRBEREFETE 91 51 (20.1%) . FREEFET 83
Bl (18.4%) . BHEREREDE 6 B (1.3%) . RITHEREREE 6 1 (1.3%) . TEMAHRERE
8 4 (1.8%) . infusion reactionll il (2.4%) . KRG « EHED T 21 # (4.6%) . =
FED Rz R S F (1.1%) . 1 BBEIRIS 161 (0.2%) | B 361 (0.7%) . 5 & 9 ER
2 6 (0.4%) . AT 3 61 (0.7%) BNRD BTz, Tz, FEIEFHEIE, LFHR. FHhk.
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o M L ISR PSR BRI . AR - Bl AR AR FERRE S OB MERRAE 2013580 &
Nipinoie, RREWEHIZESURILIIBIE RS (RRRAER T 2 E5) 2o Bt
Y,

1) Robert C.etal. : N.Engl.J.Med., 372 : 320, 2015 (CA209066585%)
2) WeberJ.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 :&5%)
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[ - HE]

AANOREMEDENEET N EFIH LTZV 2 2 b—2 3 1280 AA 3mgkg Xik
240 mg % 2 JAREIR TR G L 7ZBROARF O MG TIRES T Sz, ZORFR, KK
240 mg &G L7 BROGEEREIL, AH 3 mgkg b L 7CBROGREE & & ik U TRl
T ETRIENTZLOO, HRANBEIZEBOD THERMENHER I TV AL AE (10
mg/kg % 2 B CHE) TARAZEG LIZBEOBREE & & g L CRMEE =7 & T
S (F#). M2 . BROBIEIC 5T 57 — 2 1C 5% | A 3mgkg X% 240 mg
Z 2 AR TG L2 BERO A O R & & A M UL e & O 2 Gt 2 1%
BSUSTET VDR S, BkBhElZ DWW TREID T /R, ERRo ML - HEo
WA O EVEICHME R ER T W E Pl SN, -, EERAERAE BT
DT —HIZHAD X AH 1 mgkg XL 80mg &4 vV A~7 3mgkg & 3 ¥ MM T
B U T BROAHN O R 7 & 22tk & ORE A T 2R LUSE T LV AMEE S 1L, i
BREIZ DWW THREI DM TN IR R, ERRO ML - HEOM TRt 2R T v
EFPHlENnT,

K8 AADEMBENT A —F

- B Cimax Chmind14 Cavgdl4 Cinax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ng/mL) (ug/mL)
S mefke Q2W (352 7608) <10-17?'264-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W (51?1%.103) <15-22?'354-6) (25-31‘};7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mglke Q2W (14;,9;19) (51.62T '739.2) (79.93),'?14) (33??232) (18421,1 ;13) (23$,7§86)

El:%'fﬁ (5%/ﬁ,95%1'ﬁ)\ QZW . zﬁFﬁﬂﬁﬁﬁﬁ%\ Cmax : *ﬂ@&’ﬂ_—%@%%‘m%qjﬂ%}ﬁx Cmind]4 : %ﬂ@j&’ﬁ:"fﬁlé"
A EICRT 2 KM PR, Cagas - FIEIFER 5% 140 H £ TOFHMEHIRE, Craxss : EFIRIEICZE
L‘)’é%%[ﬁl?%ﬁl:'ﬂ])%};f\ Cmin,ss . Eﬁ%ﬁﬁéi%ﬁé%{&ﬁl%qﬂﬁﬁ\ Cavg,ss . Eﬁ:{kﬁgﬁ:ﬁbjéqzi@ml{%qj
W

F 7o ABIOREMZEYBIREET LV EFHALZY I 2 Lb—3 2 12X 0 | KA 480 mg
% 4 FERFEGE CHG SUIBEARR O ik « FH B TR U 72 BR O ARK 0 i o i B 23 et
Sz, ZORER., K| 480 mg % 4 MR TR G L0 EFIREBIZB T 2 i
TEHIRE (LT, TCagss) V9, ) 1%, AHI 240 mg % 2 W RHIFIR THEG L7ZERD Caygss
EHUT DTSN (FR) o 7o, AKAI480 mg & 4 HHIFRRE CH G LIZBEOE
FARREICB T D mMiEFIRE (LAT, [Chas) &9, ) X, AH| 240 mg % 2 3
[FIRR CHEG LTZBR D Chass & L TREZ AT & TS N2 b OO, AARNBEICE
WTEARPENHER SN TWAH ML - & (10mgkg % 2 MR THE) TAF &5
L72BED Cranss & I L TIRfE AR & FRIS 7 (FR) o M T, #HomEEcs
J AT —2IZHSE . KA 3mgkg ((KE) F£721F 240 mg % 2 BRI, 5 L < IEAH
480 mg % 4 BN TG L 72BOARK OIRE R & A0 32 et & o B % B
TARBIICTT AR SN, YZEEICOWTRBM TR R, Lok -
M BEOR THIWE R VL EVEICHM 2 2R IT Vv & TRl S vz,
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R AROEYBIE T A —F

s - g Crax Cind28 Caved2s Crmax,ss Chmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (png/mL) (ng/mL) (ug/mL)
S melke @2W (35-52{ 7760-8) (16-25750-3) (21.321 ??3.9) (75.%){3171) (27.612,'107) (42.717,’?27)
240 me Q2W (513%Z03) (23é?§;1n (30222i19) (10§?354> (41%2?58) (62i?%87)
480 mg QW (105?207) (15%?174) (37ES§;8) (14?}?36) (272i?37) (62i?287)
10 mg/kg Q2W (14é?§22) (8622.?32) (101}?48) (323?225) (18i}§03) (2327277)

il (5%, 95%/5) . Q2W : 2B EIRE. Q4W : 4MEMIRINE. Cmax @ FIEIHE 514 OB & ML i EE
Cumind2s : AP 51428 H B IZ351F 2 IR MG H IR Caveazs : FIRIEE G428 B B £ TOE) M FIRE,
Crnaxss © JEFIRRBIZ T D I M5 FIREE, Cuinss : EFIRRBIZIT D HARIMIE FHREE, Cavess : EFIRRE
(231 B R L5 R EE
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4. FEFIZOWVT

MR UIBR AR 72 MR i B E (S T 2 5612, &GRS & U CERAREA (45
) DO TNDZ &0k, éumﬂﬁ%uﬁtﬂ ’%MT%%@M XChHDOLULENDD, £
O LT, EHES Y X7 EHGHE (RMP) ([ZHD X AKFI O EIES 2RSSR ~O ) 1k
HilA3 8 2 Misk T o T, AN OE G- 72 BE A 2Wr - 558 L, AFOBGIZ LY HEZR
BIER 238l LT-BRICxHE T 2 Z E 3B e 7o, LLFOO~@ DX T &iii7= 3 Mizkic
BWHEATL2RETH D,

O MEFITOWVT

@1 Fieo (1) ~ (5) OWTNNICEYT D THhH Z &,

(1) EATHERE SR E T 505 A2 EEEEIL AR P (BRENT RS A2 B U T
HOIEEAS A RS BB AR, Mtk )s A 2Rl 7 &)

(2) FrEEHSRERIE

(3) FENFRFNF N E T D03 AREEEERPE (D3 A2 HGEEER EWRPT, 7 A2
W wEbE. S AR HEE R &)

(4) ARACFIHIEE 2R E L, ARG L FRIEZIEE 1, ARG LR IEZ R 2

AT RNEEAL LRk 3 DRk EEEIAR D 24T > TV D ik
(5) PUEMEMEEAIL T E EINE O MR FAE AR D J| H 21T > T D fiax

O-2 EMERAIEOLSRRE K ORINE SEBURF OIS 53 72 Jnak & B8R & R S EE Rl
(FROWTINITIEE T HER) 23, YEZEBOAFICET IGROBMEE L LT

BESNTNDZ &,

*

o [EEMFFISE 2 FOUMIMHEZE T L7212 5 FFELL LD D AUTBE DB IRIHE 2
{ToTCWAHZ &, 95, 2L RIE, BAREMIRIELS I & LIZBRIERE T ONHME %
IToTCWVWBHZ L,

o [EARFFESE 2 FEOMWINME ZE T L72RIC 5 L1 Lo B IR 2R O
IR ZA LTV DH Z &,

© BENOERFREEDOEHIZONT

RIS I A B E T D RMEE N E S b, BRSNS OfFmE 0 A - %
IR OB P ORI 5 iRt A FFRNELE LB E OWE
. FRESNITAT DN D IEFINE > TN D Z L,
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@ EBMERADIRIZ2OWT
®-1 BWERRBEE O3 AH I B3 % B

W MERR B O EE R BITERA R AE LZBRIC, 24 BRRIR2IRIRHIO T, ik X
IEEE R (23T, BB L7 BIERNCS U CABRE E L O CT O EIEH ORI 24
ERRAEOR RIS Y APIE O, EHITRISATREZRARI N E > TnDd Z &,

@-2 EERENEFEHEICL2AFBRNNICET2EH

N ASIRICHE D D B A itk e OB RE 2 A4 D EREFE DNEER =4 v
EEDHERDOA T ) —= T HTOERE LIEF#ME LA TE DT — LAERIRH 2
SN TWDHZ &, B, BRI OWT, DABE L ZOFEEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

BIVER (FRYE MR BTN 2 | EAEMEEDAE, O R, Mk, B RARE . RIBXK.
INBS, BEO TR, | BBERE, BUEATIR. A2, IS TR, mifbrEiase
%, HRIRESRERE S T EEARERERR . ehRRREE . BT, BIEREE. MK, BEEAK.
Tk, BEEOREEE, HRNEIERE, infusionreaction, FERIMIKEE, MEKE
BIEMRRE, M. BER. BEOH R, SEIER, BEORERIG, MR RENE, L
PRty L EAME) « ARIR - DS PEISMNHESE) . ZRIFERES. S ML, BEALSE) IZx LT,
MLt e XTI B ERERE O RN A G 5 AN & EEE L (RIEH O Z2Br-ox it is B L
THEROIEZZITONLEMEICH D T L), BEHITHEE AR ALE D T X D4KH 238 -
TWHZ L,
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5.

BEXMNR LI DBE

(2B 5 4 1H]

@

@

TREDBEHEIZBOTAADOFIMER R EN TN D,

o ALFIRIERIGR K OBEER OARIGEIERANRE 72 TLHT/ IV ] SO LR 58 o v R iE
BE

o SERUIBRFZOIb/c M/ IVH 0 oM BAERE BT DI L

723, BRAFBE AR Z 6T 5 BEIZH VL, BRAFBFEANC L 210K LB ET

HZk,

AKHF+A Y b~ T EREIICFPRIERIDIEORIGUISR AN e e M R A S 2 55
& LAV EIARRER (CA209067388R) 1B W T, MR E S A B Y A~THKE
X L CHIMEDRREES LTS, 7272 L, RAI+A B U A~ 785 & ARFI B &
5% bl U7 RBR M 72 MEhc B W Tid, PD-LIBBRMIC LV A Y A~T D E3F
WNRP B DD RRENDERPI GO TND (Tp2R) . 20D, Rik
UIBR AR e R AEEE 2B W T, ARl LA B Y A~ T L OPFHELG- O E 2]
Wrd 23546, PD-LIRBR* 2RI 52 ENEE LU, PD-LIBHEN1%LL ETH
D2 EDHER SN BE TRV TL, JRHL AFRIEMER LSBT 5, k. BB
UIbR AR RE 2R A B A IE AR 2 e G & L 7oygshes T AERER (CA2090045805R) 0 =27k —
FBIZHR W T, (b PIRIERIGIEBE AL FRIERERIEE L OB TAAI+ A B U A
~ 75O NECIE R ZRITIRD TR,

kAKIOBZWIFE E LT, fi5e4 : PD-L1 THC 28-8 pharmDx [ % = | AR ST 5,

(1)

AJCC (American Joint Committee on Cancer) JRi5FE (26 7 hR) (1253 < FE4lm
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[ZetizB 4 5 F1E]

O TRICEYTHIREICOWVWTUIARIORE N LD L INTWDE Z b, &5 %21T
YA A NGID
o ARANDOEITIT R LIBBUE D BEERE D & 5 B

@ VEFRATORmIZ B VDT RIS S T 2 BEF IOV TL, AR OB EITHER I R

D, AOIREERPTUL A 2N EITIRY | HEREICAFZEHT 22 2BETE D,

o [FEMMZREOEHIITEDOH D BHE

o g A CHE R 258 O D BE M OTE B D I # i 8 <0 i G fiti 7%
LEORICRIEMEA DD EE

o HORERBOED, XUHEMR7ZE L < IEHERMED B O i B OB TR O
oo BE

o EESBAEE (&R A 5 Te) O b HERE

o FEBORYSUIBETE A AT B

*  ECOG Performance Status 3-4 2 0 @B

(20 ECOG @ Performance Status (PS)

Score | EFe

0 | &<MERIEE TS5, BT L R U R EAERNHRZR AT D,

PREIZI LUEBNTHIR S 225, BTAIRE T, BAIEESEE > TOMERIIITI LN TE D,
Bl BEOFE, FHEE

BTAIEECHSOH DRI O Z LT T N TRHREIEDBEREIZTE oy, B O 50%LL B~y RA4ACil 27,

ROENTZHOSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ d,

AW

ELENT RV, BAOHFOEY OZ LiF4e TERY, BEICy R+ Tl I4,
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6. BEIZBEL THEETREHH

WA SRS 2 RSO ER DT 2 BB 23D & ARH 0 Rk I OV E
O DIZ LB R ERE B L ThBEERT 52 &,

TRRBARIZYENE D | B UXZE DFEIEITH IR OERRIEZ +533 B L, [FE 215
ThoHEETH L,

RIRCIBRARRE R M R AEBE BV T AR LA ) A~ T L O ARG OR&
ZHWr9 584, PD-L1 BERELMERT 52 ENEE LAY, PD-L1 FEBLR AR
TERWEAIIE, AFIE A B A~7 L OO 2wl Lz L Ts
THZ L,

FEREWER O~ A MMZDOWNT

@

@

MEMEMEREN D LD Z ERH LD T, KFNOEGIZHT-> T, BRE
W (REWR RIEE, ik, FEEVE) OREFE M O X S o i, Bz -+
ZATH 2k, Fio. KBTS UTHES CT, Mig~—7—%0Ma %2 £t %
Zé&,

AFNOFEILEE D infusion reaction (2 2. CEARHI T4 %D T 5 U
i %AT -7 L CRRMET 5 2 & £ 72,2 B B LB O AA# 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIEGH K OARA G T #IT A 2P A
CERRET %, BEORBEL 2B 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIRE . TRAEERET R ORIBEERH bbb 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 Y —VEORIE) #FE i+ 52 &,
AFNOFEEIZ LY | BEORERISICERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDDH, BENRDONTHGEITIL, BELEFRIIS U
B 72 05k & BRBR 2 Ff- D[RRl & i U Cal bl 2 B ne W 21TV 18R D5
FOSIT X 2 BWER 2 o 2 35-51id, AFNORIE T I, K ORIE E A
NEHOBRGELBET D L, B, BIERERLVE L OEGIZEVEIE
HOYGERFRD IR WA TR, BB RE AV LISt o Sz il Fl o
bEET D L

BT %, BOEBIOE ARRE L T LEWERDBET L2 EnbH 57129,
AR OG- TRICHRIEHORBIZ2IZEET H 2 &,

1 BUBE IR (BIE 1 BUEIRS 2 2 de) b bbdv, BERPIMES F 7o R—v X
ICEBDZENHLHDOT, Alg, o, EHFEOIEROBHRCMAEED L2
DERETAHZ &, 1 RBEREN DN GA IR EEZPIE L, AR 8l
FlOF 5 E DY LEZITH Z &,
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o BHEMTIR. TS, ITHEREREE . TR, BLHERERDHODOND 2 ENRH D
DT, EFIIFHERREZITV., BEOREL+SICBET L2 &,

o BEIMERNHOLDLNDZ ENHDHDOT, IROEF DAL T HERT S
&, o, ROEFENRED ONIGEITIR, HeNCERKEREL X2 T2 X
IBFELIEET DL L,

IR BIBRARE 70 Bk S A IE A E TE H 2 BRI, AR DERRRBRIC W T, &5

BR&AR 6 3 7 AU, 2R BABEIL, 55846206 1 FEMIL 6 JE 2 & IZG2MEDRE

fiZAT > TWI2Z L 2BEBIT, REIFRGHITESICHROMEREZITH Z &,

FEARTI R O MR AR EE ~OIFRMBIRE & U THEHT BRI, AR ORIR

AR NT, 12 B Z S ITHEIMEDOFHT AT > TWe Z &2 2B, KhAlkh

HIXEMRIC DR OMEGR AT 5 2 &, B INB AL & L TR T 2561213,

AFNOBGHFIZ 12 TAETETDHZ &,
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1. IZL®IZ
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1. IILBIC
KA RTA 2 Tik, BIEEELCZNE TITE LN TV D ERIREN « BHEAA R I
Eo&, UTOEELOR#ELMEREZHEST 2B HA0O, =R~ 7 Bl Z)
(LR, TARAK) 2T 2RO BB RO G xR L b BEEr~T, 1E
BT, BRRAE, IR L TRETREFEE IOV TR, EHOoE Ik
MICELROERES Y 27 e m (LT, TRMP)) 228452 &,
X AR IIBIRD 5 B UIBRARGELHEST - BRI O I/ NI E (2% 5 AT
DEHMM ORGSR, EHES . EREAEONE ., AR O OREREIZB 3 5 15
B4 FEE2HE 3 5 A MDD AETONT IS %mébﬁw&#Méht(%ﬁsﬁ
6 H). BHALINTIRAMASIESS RMP CIEABEF, BRRAGE., 51T L THET R
TFEFEONKPHERTE L2000, IO OMMBEZEM LIc A RT 4 12810
Bzl (BfsHE1A),

B KA BT A %, IMSIATEGE NS G PERREE AR e 5 A QKHI%AHK
MRS E S —RAEMTEN A ARBRRNRHE =, FREFEERITRENE N B A 5
—AEMTEN AR g2 OO b LR LT,

MG ERHERL =R~ (B8 Z)
RG L RDREIDE - GIBRAREZ2 AT - BRI O I/ N it
FE/ NIRRT (2 Js 0T DRI BRIk
RELRHMERORE . <BIBRABE/EST - BRI O IE/INH e it >
HWE, RAZZ=FAV~7 GBI FH#x) & LT, 1F 240mg
Z 2 WRIFNE SUE 1 (8] 480 mg % 4 AR HE CAshiE4 5,
L OPUEMEIESA & 0T 2541, @E ., RAIZIZ=FRL~T
Bz z) L LT, 1 I8l 240 mg % 2 WFERIE L 1 (8]
360 mg % 3 JEHIFMRE T AfEEES D,
< FE/ N it L Témmﬁ%%&>
il DPUEMERES A & ORI W T, @, AIZIZ=RLr~7
GBIz z) & LT, 118360 mg & 3 3 R b C i i
T 5, 7L, EREEIZ3IEETET D,




2. HERRIZOWT

AR OG- @O 7 BE 22 - FE L, AFI O GIC LY EEREERZBEL LT
BRIZHRHET 2 Z ERMER D, LFOO~Q@DFT X T &z Tl W THEHAT
REXTHD,

O HERRIZOWT

@1 FrEd (1) ~ (5) OWVWTINITIEYT AR THDH Z &,

(1) JEAETEBRESEET D 08 A OB LSRR (BB RS A S FE L AR
HOIER S A RS B HLSR R . Mtk s AU BB B &)

() FERERRE

(3) HAESFRINEDEET D03 A BREEERRT (03 ARFCEIEIE ERbE, 23 s
Wb, AN ABIREREHEE R &)

4) I RALFHIEE A FRE L, ARG L RIEZRR 1, RIS b L2 e 2
SIS KNG LR IERSRORE 3 OHisk FEIT/R D | 21T > T 5 Jitiak

(5) HUEMERELSAI AL B BN O s FAE AR D @ H 21T > T D ik

-2 fifigE DAL E L OBIVE IS BURF OIS IS 445 70 Jnik & R 2 Fg o ERT (TR D
WFNZREE T D ERN) 23, HE2REEORANCET HIEROEEE &L L TREI N
TnnHZ L,

*

o [EHithFFEEE 2 EDOIHIHME ZME T L7212 5 4ELL ED D ATRIED BFRIHE %
[THoTWBZ &, Hbh, 28D R, NARMIRELE T L L2 BREEZOHHE 2
{ToTWVWBHZ &,

o [ERIRFFEASE 2 FOPINMEZET LRI 4 FLL EORKERZ A L T\ D
Tl 9B 3FLLRIZ MDD ASEYRRIE A S T PR S O BRIRIHE 21T -
TWnsZ &,

o [ERRFFISER 2 FEOMBIOHE 22T LIR&IZ, ik D23 A KWLz & ite 5 L
L OWRGSEABFOEMET > TN Z L,

@ BEANDOEFREMFREHOEHIZOWNT

B3RS A BT 5 B DS AL S, SR OB A, Ao - &
EMEIRENE R O G EL OERSE ST 5 et A FFRNRAE LGE oWt
EH, ENHOMIATOND RGN E S TNWNDE Z L,




@ BIEA~ORIEIZDOWNT
@-1 Rk BE$ 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
EEE IR 2B T, FBL L 72 RITERNCIG U CABRE LK O CT S D RIEH O#E RN 2
FRRAORE RN Y BRI S, B BICHIEATRER KR -> Tn D 2 &,

@-2 ERHFEIC L 5FEESINICET 22N

S ARSI D BEPIR 72 5 e O\ Re 2 A 2 BIRIERE D EltE =2 ) v 7
EEDIEROA Y ) == T ZATOERE L FwE A TE 5 F— AERKH 2
SN TND Z &, b, BIHAEHIZOWT, BAUBE EZOFRBEHIEmE LT
WnHZ &,

®-3 BEAOBBCHIGICE LT

AN TL S AU U S 350 CHEBIE STV S BRI R LT, i
SV BREEREREIE 0 B P 2 45 BEAT &S L (IR ORI RRE 1B L TR &
UXEEZT BNBEIFCHD 2 L), HhICHIRMES TE B IKHIE- TS 2
L,



3. BREXRLIRDBE

@O TFRICREE T 2 A/ INERNE BE T 2 AR O G K O B SV TR, AFA
DAEDEPHESLSNTE ST, AFOHREGHG L2 b2,
o INRRMEIIRIEIS T D AH O BB 5 K& UM O FTEMEE A & OO 5
o ALFEBERE D 72 BB TR D A O B # G-

@ TRICEETIEZEICOVTEAROERENEDS L SN TVWEZ EnD, HEZ1TD
RNZ L,
o ARHNDORATI R UIBBUE DREERE D & 5 B

@  REATOFHIZIB N T PSS T 2 BE IOV TE, REIOEGITHERE S L7203,

L OVRIEERPUK D 2N EITIRY | HEICAFZER T2 L 42BETE D,

o HHEMMZEEOEIH XIIB D H 5 B

o @B AR A C VB R 2 58 D B K ONE B M 0 i it ik 2 <0 e 1 i 2%
FEDOMIZRIEMEZA LD IR B 5 B

o HOMEEBROAD XIXEMERZE L IIHFEMEO B O REEDOBHERE D
b5 BE

o JEEBRE (&M@ HEL ST Ob b EE

o OB EE AT L BE

e ECOG Performance Status 3-4"V D 4

GED  ECOG @ Performance Status (PS)

Score | EFe

0 | &<MERIEEHTE 5, BT &lFE U R EAERNHRZ AT D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,
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ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,

BATHRECTHSOF DY) O Z L3 X TAFELEAMEREIT TE 2, A 50%A Eid~y R Tl 27,
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1. IZT®IZ
AKITA RT7A4 2 TlE, FRBBEESZNE TICHE LI TV A EFEIEER - By Bz

Kox, UTOEEMORMELHEREZHET 28800, =AL~7 GBIETHEEZ)
(LR, TARAK) 2T 2RO BB RO G xR L b BE 2 r~T, 1F

BT, BRRAE, IR L TRETREFEE IOV TR, EHOoE Ik

MICELROERES Y 27 M e m (LT, TRMP)) 228452 &,

X ARZIRE IR RITR DR EICK T HAHIORE R, EES, EFEESEONE,
B R O M DTS\ BT~ D VRS 14 555 2 THES 3 B A 2B ANE TOWFHIC
by L EtrEnse (G546 H), B SR SCER RMP TR
Fr. BRIRRGRE, G ICEE L THETREFHEONEIPHRTE L2 06, b
DOHHAEEWE LA RIA4 NZ0BEx7 (G541 H),

B ATA BT A %, MISATEE N E R an E RS PR, A ENE AN B A
BRI R . —fRAEMTEN AARBRRNAHE =, —RAEHTEN BAR B sl 2o KOt
ANEAEETEN AR QPSR ZZ O O b EER LT,

WG ERDERM =R~ T GBI Z)

REZLRDMEIR « TR SUTIERREE® 2 A 2 S

REERDAEROHE @5, RAIZIZ=FRL~7 (B H#z) & LT, 1[6240mg
Ze 2 EMIRIRE 303 1 B 480 mg 2 4 @ IR TRl et 5,




2. HERRIZOWT

AFN OB G- DN W) 72 BE &2 - FrE L. AF o512 i@i%&HW%%%ﬁLk
BRIZHRHET 2 Z ERMER D, LFOO~Q@DFT X T &z Tl W THEHAT
RXTH5DH,

O MEFRITHOWT

@-1 TEED (1) ~ (5) OWVWTNNIIHELT Dk THDHZ &,

() BEAFERENEET 505 A REENLSFRRBS FEF R A BRI AR
Hiek A3 A 2L RURE . MUY A BB IR 7R &)

() FrEMRERBT

(3) ABENFRFNFENIEE T D03 AUSFEEERT (03 ARSI EWibt. 23 Ui
W 1REBE, DA R EEREER e &)

(4) IRALFFIER 2R U, S SRIEG L SRE 2R 1. S RIS LB ikt 2

ANTH SRS SR 3 OfiRR R HEI AR D M 21T > TV D fitiak
(5) PUEMEREE AL & BN O sk FAEI AR D | H 21T - T D fisk

O-2 SHSEE DAL FHRIE S ORINE I FEHLIF ORI J 72 Fwsk & 0Bk 2 Rp - B Rl S
WRHERM (FROWTNDNIEE YT D EMSUTERERM) 25, Y% OAFIZEE$
LDIEMOBEE L LTRES LTS Z L,

*

o [ERIRFFISER 2 FOPWHEZE T L72iRIC 5 FLLEO D ATBIRDERIRIHE 2
ToTWHZ &, 55, 28U LT WARYREL L LEERRIESZOIHME %2
ToTWsZ &,

o [EENGCFFEUERL 2 FFOIMMHE ZE T L7121 4 4ELL o B SR aE ik o R
HEZIT-> TV, 55, 2FLLEIX, DAIEYREEZ & CosiSE EEIE R 2R O
ERBHE Z#1T > TN D Z &y

o [EANGREFF TR BHEMGEFIS %O WEWHE ZE T Ltz 5HELL Lo n s
DEFEMEZIT>TEY ., 5 b, 24ELL BT, BARMIRIEEZ ST AR O A
IBRDEARTHEZIT > TN D Z &,
ﬁﬁ AENC X DB B O TIIEWER SO LG E 2T 5720, BEDIRK

(Y72 R BLERTE EOROWTINIR TS &0 7= 3= (SESRHHE O (L7
B K OBIE I FS BURE ORI 53 70 il & #RBR 2 FEOEEHT) & OBREREHED &
WZ2HRTH T &,




@ BEHOERREREROEEICOVNT

S S R B G S 2 BT AR S L, U B ORI N, A -
A AN 0D B OV T SV MR S 517 R 2 IR, A G s e L
A OWIELTE . SISERAT DI A I ST D = &,

® BWER~DORHHIZOWNT
@-1 HaRkkHIC B 2 B4

VR MR A D BB 7R BIE R 3 98 42 LT2BRIC. 24 BEREISIRIAHIO T, Mi%hiak X
IRIEHE AR (23 T B L2 BIPERNICIS U CABEE B KON CT ZOFIVER ORI 4
ERRAEORERD Y HHIZE O, EHITRIGATRE AR > T D Z &y

@-2 EREFE L DAEERMCICETLEHS

DN AR 2 B 2 gk M O e 2 B3 D R HENRIER T =21V 7
EEDTEROA 7 ) —= T HATOEIRE L IG#E IH TE 2 F— LR 23
SN TNDZ L, B, BEEFIZOWT, DABRE EZOFRICHSICAmEnT
WhHZ L,

@-3 BIEROBITCRRTIZHI LT

AR OB T ST VR SIS 35\ CHEREIRR S LTV B EIMEIINC R LT 4 b
SUSHEBHEE BRI O WFINE 2 475 [ERD & T8 L (AR OB R B L CHRER
UXBEZT GNDEMC D L), EHICHEALEN T 51> T 5 =
L.



3. REXRLIRDBE
@O  FRUIZHENE T 2 BT 2 AR OB 5 K O ISV TR AAIOAZPED
ML SN TE LY, AFIOHTREGRG LR,
o T IFTRAIE ETLFRRIEIC X DIRRIED RV EE
o IiTERAHBIRIE
o MOFUEMEEGA L 0P L TRE SN D BE

@ TRICEHY T H2EFICOWVTIIARAORGENREEZE SNTWDL I D, &EE1T
oA ARG
o ARANDRITITR LIBBEUEDBEERR O & 5 BE

@ REATOFMIZHB VT TRICE Y T 2EREICONTL, AFOEEITHELES 20

D3, MOTEFRPFUL D 72 WIGEICRY | HEICAFEZHEHT 22 2BETE 5,

o HHEMMZEEOEIH XTI EDH 5 B

o B AR A C VB R 2 58 B B K ONE B M 0 i it ik 2 <0 e 1 i 2%
EORIZRIENEZEAL N A BN D BE

o HOMEEBROAD XIXEMERZE L IIHEFREMEO B O EEOBHERE D
b5 BE

o JEEBE (&M@ HEL ST ObbEE

o OB EE AT L BE

e ECOG Performance Status 3-4"V D &

GED  ECOG @ Performance Status (PS)

Score E#

0 | &<MERIEEHTE 5, BT &lFE U R EAERNHRZ AT D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

TR CHGDOH DRI O Z LT T X THELEDERILTE W, HHO 50%LL Eid~y 4Tl 27,

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

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




NI 5

mBERMEET A T AV
=R~ (BETHBEE)

~ e o ~

YR 2 94 A (fF64E1 2 AkET)
A S EE



ER/N

1. IZL®IZ
2. JERIZOWT
3. hExtG LD BE

P2
P3
P5



1. IIC®IZ

RKITA RTA 2 TlE, FAFEMES ZIVE TIZE LIV TV D EFRFH) - BFR) JHHC
EoF, UTOEERMORERMERZHEST 28806, =R L~7 (B FH#Ez)
(LLF, TARAL) T kIR b o B R OB GG L b 8E& 27, 1F
FREF . BRIRAGE ., BGIZER L THET RS FHEIZOWTL, &0 EFHLESNTR
MICELROERES Y 27 M e m (LT, TRMP)) 228452 &,

X ARZRE IR RITR DR EICK TSI O R, EES, EFEEREONE, A
Btk M V22 VD RERE BT DIEAS 14 R 2 THE 3 BA M HAE TOWT I
Lz Lien il Stz (5546 H), &b S 72T 30E° RMP CEAIH
Fr. BRIRRGRE, G L THETREFHEONFIPHRTE L2 06, b
DHZEAM LT A RTA4 Oz (HfS54E 1 H),

B ARTA KT A 0%, MSATBOE NEIR L EREIR A A, ARHEFEAN B A
FERIE S s . — AR AERTE N B AREERNEHE S K OV AEFTE N B AR ZEF 22 O
Db EAERR LT,

WL RBEIES =R~ T GEIE L Z)

REERDIMETER « ARTEUIBRANEE S THEREAE 0D B M e e

MELRAMERORE  @% ., RAIZ=RL~7 (Bl ##z) & LT, 1[E240mg
Z 2 ERIRINE S 1 [B] 480 mg % 4 AR RIE CATEEET 5,
HHRY o F =T EOFAT AL EBE . RAZIZ=AR L~ T (B
fnF/#az) & LT, 1100240 mg % 2 @RI 1 [E] 480 mg
% 4 WEFRE CAEEET 5,
L FFRERTGIE DRI EIBR N RE T O -fEHH@fu? IRLT
AU LAvT (BaTiiEz) SOPRT25681E, 8., A
=R ~7 (sl z) & LT, 18240 mg % 3 ¥
fRC 4 ST 2, 20%, =AL~7 (BEEFHZ) &
LT, 18240 mg % 2 FA[E EE 3L 1 (5] 480 mg & 4 3 AR T
SRIHERET D,




2. HEFRRIZOWT

AFN OB G- DN W) 72 BE &2 - FrE L. AF o512 ctbi’é%ff TEFRZRB LT
BRIZHRHET 2 Z ERMER D, LFOO~Q@DFT X T &z Tl W THEHAT
RXTH5DH,

O MEFRITHOWT

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

() BEAFERENEET 505 A REENLSFRRBS FEF R A BRI AR
Hiek A3 A 2L RURE . MUY A BB IR 7R &)

() FrEMRERBT

(3) HAESFRINEDEET D03 A BREEERRT (03 ARFCEIEIE ERbE, 23 s
W 1REBE, DA R EEREER e &)

(4) IRALFFIER 2R U, S SRIEG L SRE 2R 1. S RIS LB ikt 2

ANTH SRS SR 3 OfiRR R HEI AR D M 21T > TV D fitiak
(5) PUEVEREE AL E BN O fE sk K fR 5 B 24T - T D itk

O-2 B O FEE K OENWE RS BURE O REIG I +-53 72 Fifk & #&BR 2 RO =R (F
ROWTNNTEZ LT HEA) 25, SE2RBORANCET DEROEEE & L TRE
INTWDHZ L,

*

o [ERIRFFISER 2 FOPWHEZE T L72RIC 5 FLLEO D ATBIRDERIRIHE 2
ToTWHZ &, 26, 28U LT PARYREL & LEERIESZEOIHME %2
ToTWsZ &,

o [ERIGFFEUSH 2 FFOPNHEZE T L7212 4 FFLL EOWIREENFE DR RIHE
EIToTHEY., 96, 290 EiX, Bl O R A SEYIERLE 2 3 Te s AR DGR
HHEZIToTCWAHZ &,

@ BENOEEKMFREHOKHIZOWNT

P 3R A I RE BLCE T T A B DS R E S, SRR EN S OFRE D, ﬁxJJ Pk « %2
DI IE RO E IR OERS ST 5 Rt A FFR0RE LG EoWE
¥, FERERLIATON LGN ESTND Z Lk,




@ BIEA~ORIEIZDOWNT
@-1 Rk BE$ 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
EEE IR 2B T, FBL L 72 RITERNCIG U CABRE LK O CT S D RIEH O#E RN 2
FRRAORE RN Y BRI S, B BICHIEATRER KR -> Tn D 2 &,

@-2 ERHFEIC L 5FEESINICET 22N

S ARSI D BEPIR 72 5 e O\ Re 2 A 2 BIRIERE D EltE =2 ) v 7
EEDIEROA Y ) == T ZATOERE L FwE A TE 5 F— AERKH 2
SN TND Z &, b, BIHAEHIZOWT, BAUBE EZOFRBEHIEmE LT
WnHZ &,

@3 BIEAOBBT ORI LT

AAIOTFAL S IR SIS 350 CHERMIE S LT B BRI R LT 2%
SRR FEHE B 0 B 452 R & 85 L (BRI B0 B L CR
UXBEET DNBAMICHSD 2 L), M HICHERILER T B HIH > TV 5
L,



3. REXRLIRDBE

O TINS5 BB 2 AR OB 5 R OISV Ci, ARSI
P STH LT, AROBERE L RER,
o LEBHARBTRRE ROV A A L BEIOROETIE S AT 5 BE 5T

% A B G-
o IfrERMBNEIE

@ TRISZU T L2RBE OV TIARI OGN ER L SN TWD Z b, KE521T

DNz &,

o ARFNDOESTIH LIsBUEDREERE D & 2 B#H

@ BEFTOFHIZB W T FRICE ST 2 BEICOWTL, AFOF G ITHEE S 720y
D, MOTEFERIE N 2N EIZRY | EEICARZEHT L E2EE T 5,
o [WEMMEABOA IIBEEDH D BE

o FaERE iR CRE R

WD 2 B K ONE BN D T ST i Al 2 <0 i e M it ¢
F DN IIEMEZAL DA DI D B

o HORERBOEPE, UTEMERRHE L I3 B SRk 8 OBER~R O

% BAE

o EEEAEIE (S AEE 2 5 T) O 5 EE

o MEOBRGESUIRE AT L 8E

*  Karnofsky Performance Status 70 A3 Y o #BE

(ED Karnofsky Performance Status (PS)

Score E T
100 IER, BRI 5 BEDOFZIB R, BKIERZ L,
IEH OTEEASWIRE, Rl B L, 90 BWERARIER TS 52, EFIEE v RE
80 RV BRRIER D B 508, B L CIER OISB) ATHE

FETHZ LIEAFHE, BETEETE T, F 70

HorBE OMFRITE 228, EFOEH - 55832 2
&I TRE

HITIEE A PEAARBRICE S b0 Th 5,

: 60 HOWMERZ LIETEAN, L P NMNLE
k&2 IRFEEE DI A o — - —
B RREONNELRELT S 50 | R B LR D L O R T B
40 T3, WU R EREL L OFEENNLE

OB DI LEEHSTTE 2N, fifkdh s 30

LT ABRDMLEREPEITS LEE > TN

RO FE#E L RISFOFE#EZLELET D, KE 20

HHICELE, AR LB TR RIBR S

MNEGHIZHEIT L TWDATREME N D, 10

FEHMNBE - TV D

5E




hiHs 6

KEEHEETA FTAL4 v
=R~ 7 (BloHE#Z)

(BR7E4 « A7V —ARRMFIE 20 mg, 7V —RRHFEE 100 mg, 70—
RETRERE 120 mg, 72— R EH#HE 240 mg)

~HHARSF ) VN E~

ER2 9F4 A (FFI641 2 AHKET)
BAEBE



SR/

SR W=

XU ®IC

AFN DR, ERBEST
A IR AR
el ANE

EECD O B AN )

BOICER L TRHET & HIHA

P2
P3
P4
P11
P13
P14



1. iXU®IC

IS DOF N - REVEOHER DT DIZIT, B SCEFICE SV o B A A R
BND, 6T, IEOREREMOMESRIZ L0 FUKEIRS 72 & OHH 72 3 1E A%
FPEZRLDBARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RIEMBGE S & YR O B TTEE 2016 (CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHMERNEOHRAORE(LHEZXS Z L LS Tnd,

BORVE AT ERR L, KEERASCL 2T 0 7 7 A VDBBEEOEIRS & DI
RHZENDD, DD, HEROLZEMEICBET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLS ZIT 5 2 EnHIFF SN BT LTERT S & &bz, mIfE
FMFEBL L 7B LB 23t & & D 2 & A hE /e — 8 O B i 7= 3 S BE ¢
THZENEETHD,

Lo T, RHA RTA4 T, BARBEESINE TR LTV D ESEIREN -
R RN EED & | DUT O E IS O it 70 8 2 HEE S 2 8L b MBI Bk B 2
F RO EFREEZ T,

I, RHA BT A %3 MAZATBAE NEIE M EREIS O, NS AEHEARER
BRI o . —AFEETE N B AR IRNBHE S, —MFAEE AN B AR MR T2 Rk Okt
FVEN B A/NRIE - BDAFEROMIIOH LVERR LT,

WG & IR D EMY, ATV — R R 20mg, AT Y — R A EHE 100mg, A7
— NI EE 120 mg, A7 U — R SR RE 240 mg (—ik4 - =
R~ 7 (BAGFHEHLZ))

RELRDPRUIR - BRI E O H AR % ) Vi

MEERDMEROAE  @HE, RAIZIZ=RL~T GBI z) & LT, 1[5 240mg
Z 2 WA MIMIRE ST 1 [ 480 mg % 4 WM MG CAEET 5,
WE . NI =R v~ T (Bia A z) & LT, 1[E 3mgkg
(KHE) % 2 BEFERMR CAMERET 5, 7P, RE40kg PLED
INRIZIE, =R~ T B FHE#z) & LT, 1[E240mg % 2
W [ EIBR ST 1 [ 480 mg % 4 HIRR CAilifET 22 L 5T
x5,

& IR 5e ¥ A NP TS




2. AFRN DR, 1EREF

7 — R IR EE 20 mg., [FATEERE 100 mg, FLAEETE 120 mg K& OV S §RE
240 mg (—#4 =R~ T (BEETHEEZ) . LUF, TARAL Evd,) id, /NEFIEA,
TEMASLEAZ Ly 7 24 BT VAR e =AY —X A7 A7 (BMS) ) 2
BAs% L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F /LHLfk
Th b,

PD-1 (%, #EMAL L7z Y o o5Ek (TR, BMREK O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIE T2 2
T ICERT2ZA AR TH D, PD-1 ITHURIRRAIIIZIEEBLT 2 PD-1 U o K (PD-LI
KONPD-L2) EfEA L. U o SBRICHfIEY 7P v LT U v SERoiEALIREE &
BIZFREI L CTWd, PD-1 U H v RIFHUREE RSB B b Ok~ 72 ISR 7B
LTHY, EMEREAELE LU L EGHRICI TS PD-L1 OFEBL L itk DALE
WM & ORI ADOFEREBIRN & 5 2 & 3 HE STV %  (Cancer 2010; 116: 1757-66)
F 7o R R IE B CIRARRTE TS EET DA v ¥ —7 = a2 B~ (IFN-y)
IZX > T PD-L1 ORENFHE SN, 5B LI EERRICIIT 5 PD-L1 ORI & itk o
ALEWIR & ORI EDOFBARRN & 2 & DHE S & % (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-LI Z 5@l RH S B8 AT, PURRRA CDS B5ME T Mmoo i
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHla
GSEIGEREIE T 5 Z EDRENTN D, DI LD PD-1/PD-1 U > REREIE, 23
AR URRF A 72 T MO OWEBEEZ BT 58 FD—>oL L TEZX LT
Do

AFNT, SR OFE RS PD-1 OIS eI (PD-1 U > RiEGHE) ITHEG L.
PD-1 & PD-1 U Y REDEEZEET DI LICL Y, DAFURERRNZ T Mok
PEAL KOS AR b3 2 MBI a2 R 3 5 2 & CREpEM e PSR 9
ZENHER STV D,

TS OHRN G | ARFNTHENENEG 6T 2 - G R 0 ED b0 L IS,
R U ) VONERE B R G L LR A S L, Ao, et ROEE
PEDIERS S Tz,

AEN ORI < E OGRE SOSIZ L DEIENER & b i, B XIIETIS
BOWREMED 5, ARNORGH KR OREGHRIZIT, BEOBIZEL ToI2ATV, RE DR
O HIVIZEEITIE, FEH LT F RIS U REPIRY 2 ik & REBR 2 RO R Al & L Tl
BI72 8RR 24T\ B DOSIERIRT K D RIER 2 b 2 55 1T id, B RE AL
RO GFEDWE) IRALE 24T 9 MR D D,



3. BRPRARE
3 T EEBTE D H LAY AR % U RO KGRI G 2 1T - 72 72 iR iR
RS 2T,

[ 2]

@O ENE TAHRER (ONO-4538-15 #5h)

HFEEMBMRBHEE N7 Lo YRy ~T XREFr GEla#z) CLF, 7L
VYR T T L)) ITERPUE UM D 20 sk L B O SUZERME O & A R
Uk ol (ECOG Performance Status 0 2 OV 1) 17 il 2 512, AA| 3 mg/kg
Z 2 JA RN CREEE Lz, FEMEEE Th 528203 (MET IWG criteria (2007)
IZFHD < FYHIEIZ K B complete remission (UL R, TCRJ &9 ,) X partial remission
(LR, PR} &9H,) DOFEIE) 1X75.0% (95%EHEKM] : 47.6~92.7%) Th o7z, 72
B, FAMIEHE LCBIEIL 20.0% TH o7,

@ MWpsaE MAHRER (CA209205 #X%%) (Lancet Oncol 2016; 17: 1283-94)

H F & MBI T I T L Y o~ T I K DR E 2T 72 18 UL LD F3E
SOFEHRMEOH IR U U UNEEE (24— F B, ECOG Performance Status 0 5
1) 80 Bl &% 51C, AHKI 3 mg/kg % 2 HFIFIBE CAMEHE L7z, TEFMEE THD
ZEh# (LRET IWG criteria (2007) (2353 < HIREEIZ X %5 CR XX PR OFIE) 13 66.3%
(95%[EHEIX[H] : 54.8~76.4%) T o7, 72ds, FRNIHE L7-BIEIE 20.0% THh - 7=,

@ EWHE THHE (NCCH1606 #5R)

2 LY AL EOREREEA L, o[RS MRS X DIRFEEO W (AR
T M AT O TG ERIR L) . 1 UL L 24 UL FOFEHARMED R V% ) VoS O
AT /N A [ TS BB 2 e BT A 3 mg/kg 4 2 T [ R C R T L 72,
ARBRIORGEFEESNTZ 26 Bl 5 B, HHAGR DU oNEIT 1 BIHAAN DI, T D
e BARAZN R (ET IWG criteria (2007) (235 < EBREALERTHIE) X CR ThoTo,

[ 41]

O EWNE DAERER (ONO-4538-15 #R)
AEFERIIRHNRD b, AHE OREBERENGE TERWVAEFL L RHIED
BT, BN 5%LL EORIERIZT TERDO LBV ThoTe,



#F1 RERES%IUEOBWEA (ONO-4538-15 RER) (MBI SEH)

BRI H B (%)

FEARGE 17 41

(MedDRA/J ver.18.1) 4 Grade  Grade3-4  Grade 5

RIEA 17 (100.0) 2 (11.8) 0
MmEFs KOV > RbEE

25 ifn. 1(5.9) 1(5.9) 0

U 2 REREE 1(5.9) 1(5.9) 0
HE L ORkEKESE

I 1(5.9) 0 0
PG WA 5

FOPR BRFS REA T E 3 (17.6) 0 0
B Ik E

iz80 1(5.9) 0 0

(T 1(5.9) 0 0

T 1(5.9) 0 0

iZES 1(5.9) 0 0

G 1(5.9) 0 0
— % - EFEER X OGO

95 2(11.8) 0 0

TSN 1(5.9) 0 0

i5)=NR 2(11.8) 0 0

FEEN 7 (41.2) 0 0

il 1(5.9) 0 0
JEYSER K OVEE RUE

PH R 1(5.9) 0 0

fitiZe 1(5.9) 0 0
BE, PHEB X OWES IHE

HEAIZLE S RS 1(5.9) 0 0
R AR AR AT

JH R REAR A 2 1(5.9) 0 0

M R 1(5.9) 0 0

RSN 1(5.9) 0 0

P i Bk At 1(5.9) 0 0
R L OveskhEE

(iR RN ki 1(5.9) 0 0

KT R YU 7 A inE 1(5.9) 1(5.9) 0

BRRE 1(5.9) 0 0
B R B X OV SRRk

RAHi 1(5.9) 0 0

HRER 1(5.9) 0 0

7 I RR 2(11.8) 0 0
PR E

FEWED F 1(5.9) 0 0

SR 1(5.9) 0 0

K= 2 —m RF— 1(5.9) 0 0
MR as . MEREs X OERm ks

e R o 1(5.9) 1(5.9) 0

FEGEORIE 1(5.9) 0 0
FEREH X OVE TRk m S

JHEE 1(5.9) 0 0

dE i 1(5.9) 0 0

SRR % 1(5.9) 0 0

% 9 FENE 5(29.4) 0 0

Bt 4(23.5) 0 0




¥, MVEMENZRE 16 (5.9%)  BECHEARIE/ X A/ XF—2 f1 (11.8%) . KIEH%K -
HED TR (5.9%) . ITREREREE 1 1 (5.9%) . HURIERERED 3 61 (17.6%) .
FRRPESE 3 451 (17.6%) M N infusion reaction 1 5] (5.9%) 2378 L, F£7-. HIEM
HESE, DR, Mgk, 1 BRI, S tEf MRIBUDPESRBER . TR, BHREEMREE.
R IR, MM - BEMRZE, LIRS, FlRMieZERE, TR E . R KL
OSEIERITRD b2 hoTe, REWEHREBLURIUIEER S BAREERY 25
Te) ZETEFHRERZRT,

@ AN TAHRER (CA209205 #5R)

HEFGIL 238/243 # (97.9%) (258D L, AH L OREBHUENEE TE RN E
FGT 185/243 Bl (76.1%) IZFBD B LTz, RN 5% LORIEMITTERDO LEBY T
HoT,

2 RBEN 5%IULOBMEA (CA209205 3B (All Treated Subjects)

e NS | B (%)

FEAGE 243 fl]

(MedDRA/J ver.18.1) 4> Grade Grade3-4  Grade 5

2RIEA 185 (76.1) 48 (19.8) 0
MEFs KOV > RbEE

Uit BRI E 13 (5.3) 6 (2.5) 0
N0 IsReE S5

PR IR REA T 14 (5.8) 0 0
B IGhEE

20 14 (5.8) 2 (0.8) 0

T 34 (14.0) 2(0.8) 0

G 24 (9.9) 0 0

A 19 (7.8) 1(0.4) 0
—f% - EHEER L OGO REE

%t 50 (20.6) 2 (0.8) 0

HEE 21 (8.6) 0 0
BE, PHERB X OWLESIHE

HENIZAE D RO 33 (13.6) 1(0.4) 0
PR AR AR

ALT #3710 13 (5.3) 7(2.9) 0

AST #4n 14 (5.8) 52.1) 0

U x—EHN 14 (5.8) 9 (3.7) 0
B R B X O SRRk

RA A 19 (7.8) 0 0
R IEE

SR 14 (5.8) 0 0
R X OV T ARk

% O FEIE 21 (8.6) 0 0

FeI5 28 (11.5) 2(0.8) 0

7ok, FVEVERZE 15 61 (6.2%) . RERUHRIARIE/ X A /3F—19 fil (7.8%) . K
K BED N 66 (2.5%) . ATFHEERERETE 22 51 (9.1%) . AFZe 56 (2.1%) . FRIRAR



FEREFEE 28 1] (11.5%) . FRERRETE 40 il (16.5%) . EH&RElE 4 61 (1.6%) . MKk -
B 1 61 (0.4%) . BEEORFEESE 3 6] (12%) . fRmEZERE 1 6] (0.4%) .
infusion reaction 38 % (15.6%) . % 2 5 (0.8%) KOS E 9 EK 2 61 (0.8%) 23F%

bivic, Fio. EIEMEE, LR, Bk, | BEERE ., eV Mis SR BER |
I P M OV R TRAARRRRERE 1358 D DL o 7o, AREWERZBURILIL R E - 4 (FRR
MAEMEE 2 3T) 2 E0EIRRE T,

@ EWNE [ fHRE (NCCH1606 #5R)

BEFEGIL 2526 B (96.2%) IO HIL, AH L ODREBENEE TERWEESR
5203 23/26 1] (88.5%) (278 Tz, FEBLEMN 5% LORWERILZTRD LBV Tho
Too 728, 261D 5 B, WHIAGAR T U DOoSIERE S 1, /N E AR B
25 B CTd - 1=,

£3 RHERN5%LULOBIEA (NCCHI606 3REBR) (R2MMATRSRER)

P e ID A | B (%)
FEARGE 26 51

(MedDRA/J ver.22.1) 4> Grade  Grade 3-4*
2RIVEA 23 (88.5) 10 (38.5)
R AR AR AT

U L SERERD 14 (53.8)  6(23.1)
AST #40 6(23.1) 1(3.8)
I I Bk 8 (30.8) 1(3.8)
s IR S 8 (30.8) 0
U HRER B 6(23.1) 2(7.7)
A e Y L e N 2(7.7) 1(3.8)
Y= NE IV NT AT =T — BN 2(7.7) 1(3.8)
ALT /0 3(11.5) 0
M7 L7 = BN 2(7.7) 0
— % - EFEER X OGO

FEEN 5(19.2) 1(3.8)
Rk X OV T HARRRE

ERINIRZIIN 22 6(23.1) 2(7.7)
% 9 FENE 3(11.5) 0
Mg LY R REE

=il 12(46.2)  4(15.4)
R L Ok EE

K7 VT 2 v ME 5(19.2) 1(3.8)
BRRE 2(7.7) 0
B IBhEE

i:2r 2(7.7) 0
B L ORI R

BHHER 3 (11.5) 0
LRNE N IS SRR ]

AN 2(7.7) 0
B R d6 K UG A FLRR R

i 2(7.7) 0
AR RIEE

SR 2(7.7) 0
A s



YN Bi%k (%)

FEAGE 26 1
(MedDRA/J ver.22.1) 4> Grade  Grade 3-4
PR RS RE LA 2(7.7) 0
FOPR IR RE AR TE 2(7.7) 0
* . KR T3 Grade 5 DA HH4UT Grade 4 & L TIEBIHEE (CRF) (250
R,

¥, NTHEREREE 7 61 (26.9%) . MRRIETE 4 61 (15.4%) . BEEUTRLARE/ X A/ F—
361 (11.5%) . FRBRFSRERREE 3 61 (11.5%) ., HFE O RZJEREE 2 61 (7.7%) KO H#RE
B 2 5] (7.7%) ek Hiviz, F7-. 1 BPEIRSFE. infusion reaction, 5 & 9 EHK, T
MBERERE S P28, BUEFZ, RS, MR, 2, iz, mEkRE RREmEit,
WL PERRAE 26, MRS HIN, SERL MG E, EE MRS, Ok, DIEEEE, R
FRIERRSE, KIBK - /DIBK - BEO TR, Wk - Bk, RIBHRER S, Rk, &
LB OWER TR B Teh o 7o AREWE AR BUR DX BEEF S (BRI AR 2 5 1r)
EETEFERZ R T,



[k - ]

AR OREMIEDBEET NV EZFH LY I 2 b—a 280, KK 3 mgke (K
) Xi¥ 240 mg % 2 HEMME TR G LZBROARF O MG FIRES G Sz, Z0hk
. AHA 240 mg 25 LZBROBRER R, AH] 3 mgkg &b LIZERORE R & ik
LTmEZRT & TRSNZbOD, AANBREICEWTEENI R SN TV D H
% - & (10mg/kg Z 2 A TR G) TARIZ &G LIZBROREE & & ik L CTRE
T ETHSh (FR) AT BEOBEIEICHT 57 — 2125 E | AH 3 mgkg

(RE) X% 240 mg % 2 WFEIFIRE THR G L 7ZBROARA| OIREE T & A 20 3L e &
DEE A FT T D REELUS T T VDR S L, UEBIEIC OV TRRE DT DAL RER,
EREOME - HEOH THZME R O AZR TRV E THIS U,

K3 FRAOEYBE T A —F

- B Cimax Chmind14 Cavgdl4 Cinax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
S mefke Q2W (352 7608) <10-17?'264-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W (51?1%.103) <15-22?'354-6) (25-31‘};7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 me/kg Q2W (14;,9;19) (51.62T '739.2) (79.93),'?14) (33?,9232) (18421,1 ;13) (23$,7§86)

FRAE (5%, 95%4%) . Q2W : 2B [HIFHIFR. Cumax : RIEIHE 52 D fe i@ MIE T IRE . Cminara 1 MIEIR G114
A HICRT 2R iE IR, Cagas : FIEIFEG%140 B £ TOFHMEHIRE, Craxs : EFIRIEICE
LT%%%E?‘%E‘:{%E@\ Cmin,ss . ﬁﬁ%ﬁﬁéiﬁﬁé%ﬁm(%qﬂﬁﬁ\ Cavg,ss . ﬁﬁ’ﬁ%ﬁiiﬁﬁéii@m%qj
TREE

F 7o ABIOREMZEYBIREET LV EFHALZY I 2 b—3 2 280 | KA 480 mg
% 4 FERERGE CHG SUIBEARR O ik « F B TR U 72 BR O ARK o i o i B 23 et
Sz, ZORER., K| 480 mg % 4 HEMR TR G L0 EFIREBIZB T 2 Fim
TEHIRE (LT, TCagss) &9, ) 1E, AHI 240 mg % 2 W RHIFIR THEG LIZERD Caygss
EHUT DTSN (FR) o 7o, AKAI480 mg & 4 BRHIFERE TG LIZBEOE
FARREICHBIT D mMiEHFIRE (LAT, [Chas) &9, ) X, AH| 240 mg % 2 i
MR TG LT2BED Craxss &L TRERIEZ AT & FHISNZ S OO, HARNBEHIZE
WTEARPENHER STV D ML - I8 (10mgkg % 2 MRIRENE THE) TAF 2 &5
L72BED Coaxss & I L TIRME A T & TR (FHR) . Mx T, EHoEREICE
57T —ZIZHAS X KA 3mgkg (KE) 7213 240mg % 2 BRI, 7 L < ITAA)
480 mg % 4 BN TG L 72BOARK OIRE R & A0 32 et & o B % B
TARBIICTT AR SN, YiZEEICOWTRBM TR R, Lok -
A BEOR THIWE R VL EVEICHM 2 28T Vv & TRl S vz,



R4 AROEYBE T A —F

M - R Crnax Chind2s Cavgd2s Cmax.ss Crnin,ss Cavess
(ng/mL) (pg/mL) (pg/mL) (pg/mL) (png/mL) (pg/mL)

S meke Q2W (352 '760-8) (16-25750-3) (21.321 '4(1)3.9) (75.%){3171) (27.612,'107) (42.717,’?27)

H0me W | s 1-712"103) (23-33?.539-0) (30.‘5'670.9) (105354) (41?57,'21358) (62.11(,)9187)

480 mg QAW (105307) (15.25?17.4) (37.?)?';)4.8) (14?,1 236) (27.751,'?37) (62.11(,)9187)

10 me/kg Q2W (14é,9§22) (86.959,.?32) (101,1 ?48) (32;,9225) (18421,1 gos) (232,7277)

i (5%, 95%5) . Q2W :

2UERIIIE. QAW : 4TEBIMING. Cumax : #I[EIH% 555 0O fig v L35 TP T
Cumind2s : A 51428 H B2 2 IR MG H IR Caveazs : PIRIEE G428 B B £ TOYE) M FIRE,
Crmaxss © EHIRREIZIIT B m MIE FIRE . Crmings : EFIRMBICI T D IR ILIE FIEEE . Cavess : EFIREE
(2R 2 R i R

10



4. HERRITOWT

AR E LTl SERE (2FRE) NN TNnD 2 enn, YRt 4
UNCE TX Dk THOIMEND D, TDO LT, AKFN OGN @Y BE 220 -
E L, AANOBREIZ I EEZAEHAZRBEL LBRICRHET 2 2 ER3nEElzd, BITF
DDO~@DT X T &R IZBWTHEHAT & TH D,

O MEFRITHOWT

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

(1) BEAFBREDEET D03 V2 REEEILEIRPE S (BRIE IR S A2 O HEIL Rw P
HE 23 A RSB ST, HUIR S AR, /NS AL R BE . NI AT
e )

(2) FrERERERPT

(3) HAENFRENFDEE T D 03 USRS (D3 ARSI BB, 23 A2
W 1IEBE, 23 AR HEE R /e &)

(4) ARACFHEIEE A RE U, SORIEE L FRIERZREEL 1. SORIEE L FRIEZ R 2

AT RMEA L PR IE R 3 Ofak FEYEITAR D H 21T > TV D ek

(5) MRS AL B BN O i sk L HE IR D i 21T - T D fitiak

O-2 AR D F U N RO FPRIE K ORI S B OO SIS 43 7 sk & %
Rz FoEM (FROWTNNIIEETHEM) 25, SR OARFNCEE T 5 inED
HfEAE L LTRESATHD Z L,

*

o [ERIGFFEUSHR 2 FFOPHNHEZE T L7212 5 LU EDO D ARIE O EFIRIHE %
{ToTWAHZ &, 96, 29 EIF, BAEYEEE I & UIEBRRIESGFONHE %
ITHoTWVWBHZ &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKKEREZAG LT\ D
Z L, 9B, 3FELL T, EMmEREMENELD O 3 A SEY L A B TR IR LR S OAHE
BITHoTCWNAZ L,

o [ERIRFFIGER 2 FOPMNHEZE T L7 5 2L Eo/NR IR & OVNER A
Ea e/ NERERRRE AT 5 Z &,

@ BEADERLFREHOEHIZONT

PRI IE R BT T 2 LA DS E S, BERAEND OFRE D, Ao - &
EMEIEE R OB IR CERS R 2R, AEEFSENRE LGS 0o®RSE
EH . SRHECMIITONDIEFINTES>TND 2k,

11




® BHER~DORRZDOWT
@-1 fEgkAHIC BT M

B MERRE B O EE A BITERA N L-BRIC, 24 BRRIR2IRIRHI O T, ik X
IEEE R (23T, BB L7 BIERNCS U CABRE E L O CT O EIEH ORI 24
ERRAEOR RIS Y APIE O, EHITRISATREZRARI N E > TnD Z &,

@-2 EERENEFEHEICL2AFBRNNICET2EH

N ASIRICHE D D B A itk e OB RE 2 A4 D EREFE DNEER =4 v
EEDHERDOA T ) —= T HTOERE LIEF#ME LA TE DT — LAERIRH 2
SN TWDHZ &, B, BRI OWT, DABE L ZOFEEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

BIVER (FRYE MR BTN 2 | EAEMEEDAE, DR, Mk, B RARE .. RIBXK.
INBS, BEO TR, | BBERE, BUEATIR. AR, IS TR, mifbrEiase
%, HRIRESRERE S . T EEARERERR . ehRRREE . BT, BIEREE. M. BEEAK.
Tk, BEEO LGRS, HRMIEIERE, infusionreaction, R IMIKEE, MEKE
BIEMRRE, M. BER, BEOHR, SEIER, BEORERIG, MR RENME L
PRy G EAME) « ARIR - OSSN SE) . ZRIFERES. B L, AL IZx LT,
MLt e XTI B ERERE O RN A G 5 AN & EEE L (RIEH O Z2Br-ox it is B L
THEROIEZZITONLEMEICH D T L), BEHITHEE AR ALE D T X D4KH 238 -
TWHZ L,
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5. ‘EXRLRDHBE
[Hxhiiz B4 % 31E]
O TROBFIZBWTAFOEEN RSN TND,

o AFEMBABHE L N7 L L~ TITHGIE USRS O P38 ST 8
BYEOE AR F U VO A BE

o 2UURALULEOIREREEZA L, MoRE MR X D IRREO 20
(H Z & M A AE OV IR ILFF2) . B TR i A o )
RO N B

@ TREIZEZN T 2 AT 2 AFN O PG K O A TR OV T AFIOAFZBPED

MESLSNTELT, AFIDEREGIR LB,
o ALFERIERIGROBA
o MOTUEMESA L O L TR Sh o B

[ 2z B9 5 ]
D FRICHEYT 2 BBV TIEAR OB G AR L SNTVD T &b, 52T

bz &,
o AHNDORITI R UIBBUE DB ERE D & 5 BFE

TBREATOFHIIC IV T FRRICZ S T 5 BE 2 oW TE, AAIOKRGITHEE S

B, MOTEPRIUL DS NG IR Y | HRICAHZENT 52 L 2BETE 5,

o [FEMMREBOGHIITEEDH D BHE

o JESEMG AR A CHE R 258 O D B M OTE B M D JU B e <0 & Gu At 7%
FEDONNZRIEMEZRA LN DD B

o HORERBOAD, XUHEMEA7ZRE L < IEXFERMEO B R B OB TR D
o DB

o BRI (EMmEaBEZ 51e) Ob DB

o FEBORYSUIBEE A AT L BE

*  ECOG Performance Status 3-4 " &

GED  ECOG @ Performance Status (PS)

Score E e
0 | &<MERIEHTE 5, B CHEAEESIHIRZE T2 5,
| AARIICEL LUVEENIHIR SN DS, SITATRE T, BB > TOEEIIITO 2 LN TE D,
B BNFE, EEEE
2 TR CHGDOH DRI O Z L 13T N THEELEDERILTE W, HHD 50%LL B1E~<y FACE I,
3 RONTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O el TERY, BECy R KBTI d,

13




6. BEIZELTHEITNEFH

ATSCEFITIN 2 BRIEMRGEER D TR t3 2 BRI D & ARH O R & OV (48
O DIZ LB R ERE B L ThBEERT 52 &,

TRIREBRLRIZIENE D | B UTZ OFIBETAH IR Ot 2+ L, RE 215
ThoETLHZ &,

FREWERO~H T AL MZDOWNT

@

@

FMEMEREN D oD ZENH DD T, RFOEEIZH 1= > Tid, BRE
W (REWL ARIEE, ik, FEEVE) ORERE M O X S A o FEhnd, Bz -+
ZATH 2 &, Fo, MBS U THE CT, i~ — I —FDMm&%Z T+ 5
Z &,

AFNOFE 1L EE D infusion reaction (2 2. CTEARRI 43Rk D T 5 U
%477 L CBRMET 5 2 & £ 72,2 B B LR O A 5-FFIZ infusion reaction
DHOLOLNDZEHHLHDT, KFIEGH R OARA G T #IT A Z A
CERRET %, BEORBEL 2B 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G- B I E IR N0 sk RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIZ LY BEORERISICERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDDH, BENRDOONTHGEITIL, BELEFRIIS U
R 72 05k & BRBR 2 Rf D[RRl & i U Cal bl 2 B nRe W 21TV 18R D5
FOSIT X 2 BWER 2 o 2 355 1id, AFNORIE T I, K ORIE RE A
NEHOBRGELBET DL, B, BIERERLVE L OEGIZEVREIE
HOUGERFRD IR WIGEIZIE, BB RE AV o LISt o S i Fl o8 in
LEETDZ L

BERET %, BB S8 AR L T LEWERDBET 2 Enb D729,
AR OBEHETHRIZHBRWEMORBBUCH2ITHEET D 2 &,

1 RUOBE R (BIE 1 BUEIR WS 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRMH-FEOER DR B MBEE D LA 12+
DEETAHZ &, 1 BBEREN DN -G ICiEREEZ Ik, AR 8l
H OB GEOBHE RAEZITH Z L,

BIERF I, P2, IFERERES . TR, B{LMERE RPN L bD Z &0 dH D
DT, EHHIITHERREZITV., BEORELH2I2BET 22 &,
SEINERNHLDOND Z LN DDOT, RO OF M EZ CHNI RS D
2l Fe IROBENRD bNGAITIE, BONIEREELZ2 T2 &

14



IRFEEEET L L,
@ ARAIOEERRBRICBNT, BEBRENS 6 7 ALNIL 8 M I &ic, TR,
BeEBIME D TAEME T 12BM Z L ICHEIMEDRMEZIT > TW e Z L2 BB,
AN G-I E MBI B R A TR OMEREI1TH Z &,

15



nis 7

mBERMEET A T AV
=R~ (BETHBEE)
~ HEE~

FRR2 9F9 A (FF64FE1 2 AKET)
BAFBE



ER/N

1. IZL®IZ
2. JERIZOWT
3. hExtG LD BE

P2
P3
P5



1. IILBIC
KITA RT7A 2 TlE, FRBBEES N E TICHE LI TV A EFIEER - BHogmy iz

Kox, UTOEERNOREEHEZHET 28800, =RAr~7 GBI z)
(LAF. TARAL) ZMERT 2RO S B R OB Gxt R L e b BE 27, 1

BT, BRRAE, IR L TRHETREFEE IOV TR, EHOE LIk

MICELROERES Y 27 M e m (LT, TRMP)) 228452 &,

XORZIREXITRIRD 5 B M AALTFIRIER ITHEE LI bR N RE /R AT - IO H
TR DR EICR T DO R, ERdGn, EREREOME, ARMEL DN
DORERECBT DEEE 4 RFE2HFE I FADPONAETONTIUIHEY L&
*Ul*ﬁéht (BF5SH 6 A), LS ITZIRASCESS RMP CEAIRR, BRRARTE.
BHIR L THETREFHEONRDPHERTE L2 LD, ZNH DM ZEIE L
TeHA RTA NI BEZT (BFSH 11 A),

1B ATA KT A 03 MSATBIE N E i R S, AREETEAN B AR
ERRIES e — A ME A A ARBIRNFHE S KO A MTE N B AR RS2 OO
%) k 'ﬁzﬁk l_/f&_o

KGR E TR DERS =R ~T (Bs R Z)

R ERDEINE - IR UIBRARBE /R ST - FHHR O HHE

R LRAMERORE W, RACIZ=ARL~7 (B z) & LT, 1\ 240mg
Z 2 BRGSO 18] 480 mg % 4 AR RIME CAGEEET 5,
L OPUEMEREE A & 0PI 235613, @, RACIZ=RALr~7
GBfz MM z) L LT, 1 8] 240 mg % 2 BB 1 (5]
360 mg % 3 1 W IR T RIFEEHTET 5,




2. HERRIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AH D E I 2 MR BIE B~ i) 1 4T
N HHER T > T, AR OGN #EE) 72 BE Z2W - FE L, AFIO#EGICL Y BHE
7REWER Z 3B LT BRICXIST 5 2 & BB R 7o D LLF OO~@DF T A& 72 7 i
RIZBWTHEFT 2 ETH D,

O MEFRITHOWT

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

() BEAFERENEET 505 A RE LSRR S FE R A BRI AR L
HitEl A3 A2 B RURE . HUEAS A SRR 7R &)

() FrERRERPE

(3) HAESFRINEDEET D03 A BREEERRT (03 ARFEIEIE ERbE, 23 At
W 1REBE, DA R e &)

(4) IRALFFIER A E U, S SRIEG L SRE 2R 1. S RIS LB ikt 2

ANTH SIS SR 3 OfiRR R HEI AR D M 21T > TV D itk
(5) PUEMEREBAIAL T & BN O i g% FEEIAR 5 B H 21T > T D il

O-2  HEEOALIRIE K ORIVERFEBLRF DO RFIGI +53 7050k & B8R 2 RO EAT (FR D
WFHLNITRE N T D ERN) 23, SR OAANET 2RO BLE & L TRES N
TWnWsZ &,

*

o [EAIRFFESE 2 FOMMINHEZE T L721RIZ 5 L LD AIRROERIRIHE 2
ToTWHZ &, 526, 28U LT WARYREL L LEERRIESZEOIHME %2
ToTWsZ &,

o [ERIRFFEASE 2 FEOWBPIHHE ZET LI2&IZ, WLasm O ASEMIREZ ET 5
FLLEDOHLBARFZOBEHEZIT>TND Z &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKKEREZAG LT\ D
Z &, OB, 3FELLEIE., TEIbESE O D A SRYPRTE & G e iE b g T OB IRAHE &
IToTCWVWBHZ L,

@ BNOEEREREBOEHRICONT

S S B T 2 BT SEOE S, UG D OB D . N - 2
SMEEERA N OB O RTES T XT3 5 HHUR G, A B HE DR LB a OHE
ST ERHRNATON B RS TS T L,




@ BIEA~ORIEIZDOWNT
@-1 Rk BE$ 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
EEE IR 2B T, FBL L 72 RITERNCIG U CABRE LK O CT S D RIEH O#E RN 2
FRRAORE RN Y BRI S, B BICHIEATRER KR -> Tn D 2 &,

@-2 ERHFEIC L 5FEESINICET 22N

S ARSI D BEPIR 72 5 e O\ Re 2 A 2 BIRIERE D EltE =2 ) v 7
EEDIEROA Y ) == T ZATOERE L FwE A TE 5 F— AERKH 2
SN TND Z &, b, BIHAEHIZOWT, BAUBE EZOFRBEHIEmE LT
WnHZ &,

@3 BIEAOBBT ORI LT

AAIOTFAL S IR SIS 350 CHERMIE S LT B BRI R LT 2%
SRR FEHE B 0 B 452 R & 85 L (BRI B0 B L CR
UXBEET DNBAMICHSD 2 L), M HICHERILER T B HIH > TV 5
L,



3. REXRLBRDBE
O TR T 5 BE T3S B ARA O G K OB DN T, REIOAF M
DHESLSNTHELT ., RAOEERIR LR DI,
o —RIBIEK O TIRIEHE AT TR W R ISR D AH o B 5
e HER2 B BF I3 DL FE & oS-
o INEBMIBIEIEL LTRSS

@ FRICHEYTHBEICOVTIIARIOBEENEL L S TND 2 End, #524Tb7%
WZ ok,
o ARFNDOESTIH LIsBUEDREERE D & 2 B#H

®) ‘Ybﬁﬁﬁ@ﬂ‘{ﬂﬂ ZBWT TR uEﬁé?‘Zo BEITOWTE, AFOEGIFHER I LW

. AOIRPEERIE D WG EITIRY | [EEICAKIZEH T2 2BETE D,

o [HVEMEAR A @Aﬁﬂiﬁﬁ@%é$%

o @B AR A C VB R 2 58 B B K ONE B o F B it gk 2% <0l e e il ¢
F ORI RIEMEEAL N B 5 B

o HOMEEBROAD XIXEMERE L IXHFREMEO B O EE OB O
b5 EE

o JEEBE (&M@ HEL ST ObbEE

o TEBEORY IR AT L B

e ECOG Performance Status 3-4"V D 4

(ED ECOG @ Performance Status (PS)

Score | EFe

0 | &<MERIEEHTE 5, BT &lFE U R EAERNHRZ AT D,

PREIZI LUEBNIHIIR S 225, BTAIRE T, BAIEESEE > TOMERITITO LN TE D,
Bl BEOFE, FHEE

BHNTZEHSOHEDEY DZE LATERY, HFOD 50%LL Ea2Xy RO TiRZ1,

AW

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

SATARETHO DT DRI O Z L3 S TAFELMERT TE LW, HHD 50%2 Big~y M Tl 29,




Hilis 8

KEEHEETA FTAL4 v
=R N~T (Blor#x)

(BR5E4 : A7V — A REFE 20 mg, 7V —RRHFHE 100 mg, A7 P—
AR ERE 120 mg, A7V — R K EHE 240 mg)

~ T R R o B R~

YR 3 04E8 A (ffn64E1 2 AtkET)
A S EE



ER/N

S

T U®IZ

AFN DR, 1ERBEST
A IR AR

FaER =D T
whHRG L 2 DB

BOICE L TRE T~ & HIHA

P2
P3
P4
P10
P12
P13



1. IZT®IZ

RIS OF M - ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & ORI 72 5B E R
FPEIRBDARIND T T, 2O OERGNZ EICHNERBFITRMLT 5 2 LR
PR & 72 o TR Y RRIFMBGE S & YR O FARTTEE 2016 (CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHMERNEOMHRAORE(LHEZXS Z L L ShTnd,

BORVE T ESR L, KB ERASCL ST 2 7 7 A VB D ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
MHEIMOBEZMLZIT 5 2 EnHIFF SN BT LTERT S & &bz, mIfE
RSB L 7B B 2tz & D 2 & AN AHE e — 8 O B i 7= 3 R S BE O
THZEREHEETHD,

Lo T, KA RTA4 Tl BRBBEMESLZNE TILELN TV A EFIFR -
BEE RN S-S & | LT O ER GO il 72 5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R T,

I, ARITA BT A A%, MSIATBOE N EE S RS A A, AmEEAN R AR
BRI o, —AFEENE N A ARBRIRNBHE S FEdR s FTEENE A B RS P2 &k O
—MRFERETEN B AR ER 2 D106 LR LT,

%G L I HEINL L ATV — R Y 20mg. A7 Y — R EE 100mg, AT Y
— AR AR 120 mg, A 7Y — RS ERHE 240 mg (— %4 - =
A~ 7 (Bia T Z))

KR ERDIEIRE  CIBRAREZRHELT - FRIE O MMl b i il

MELRAMEROHE  @E, RAICIZ=Rr~7 (BIa i Z) & LT, 1[[240mg
Z 2 S MIRINE S 1 0] 480 mg % 4 3 W R C AT 5,
A A~T (BEEHRZ) EORT 2560, 8%, A
F=A~7 (EaHH#z) & LT, 18240 mg % 2 BHEHH
fR i3 1 [5] 360 mg % 3 3 A kR C AR ERHET 5.

B s B 58 3O /NP T RS AR

(%)

FENER R BRI BE T2 v — AR A R FHER SOomg (— 4 - A B U A~ T (GBI

#2)) OBEEXITHHE, FEKOH&

SHRE ST R « UIBRARBE /AT » T8 D B a5 b iz

MEEOHE  =AL~7 (BlaHfiz) Lotz T, @, AZIZA ey

L~ (B Z) L LT1E 1 mgkg (KE) % 6 @RI TS

TEHET Do




2. AHN DR, VERBF

A7 — R IR ERHE 20 mg,  [FATEERE 100 mg, FLAEEE 120 mg K& ORI ERE
240 mg (—f%4 : =R~ T7 GEE X)), LT, TARA) Evd,) 1x, /NERSES
TEMKSLEAZ Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BAs% L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F /LHLfk
Th b,

PD-1 (%, &AL L7z Y o o%Ek (TR, BMREK O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUSHIEE T2 2
T ICERT2ZA AR TH D, PD-1 IFHURIRRAIIIZIEEBLT 2 PD-1 U o K (PD-LI
K OVPD-L2) EfEA L. U SERICMEINES 7L B R LTV o REROIEME L IRRE %
BIZHRET L CTWb, PD-1 U W NIFHURE SN B b O & 22 JEEHERI 588
LTk, BMERAMEEE) LU L EEMHRICI T D PD-L1 OFBLLIEOEF
HH & OMICADHEBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66) ,
F o MR AR TR T MRS EAET 24 v ¥ — 7 2 a5~ (IFN-y)
12X > T PD-L1 OFEIANFESI N, 88 L2 EEERRICIIT 5 PD-L1 ORI E ik o
ALEWIR & ORI EDOFBARRN & 5 & OHE S & % (Sci Transl Med 2012; 4: 127-37),
X BHIZ, PD-LI Z 5@l RH S B8 AMIRIE, PURRRAY CDS B5PE T Hiia oM &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHfa
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U Ty REEEIX, 2
AR HURRF A e T MO OWEBEEZ BT 5HFD—>o L L TEZX LT
Do

AFNZ, FEHRBROFE R 5 PD-1 O iEE (PD-1 U 7 FEA 58I ITREE L.
PD-1 & PD-1 U REDREEZILET S Z EI2X 0, BDATURFFRN e T HlROIE
PEA K O AABIRNE k9 2 ARIRE TG M 2 58 5~ 5 2 & TR e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
FEMER R B AR 2 kP & U T BRIRARIR 2 S0 L . AR, et R OV M R
i,

AFNO T 3 < MIE D RAERUEIC & 2 BINERSN S b oL, B XTI
D RN B 5o AFIOE PR OB GHITIE, BFOBRL AT, BEIR
D BTG AITIE, BB L HGUTIE U B 2e ik & B8R & Fe o R Al & i L Coil
228 RIB 2 ATV, B OSIERIRICT L D EIER A DR 2 A3, BIBRERL
LRI OB GEDOHEEYILLEZIT O LERD D,



3. BRERAE
YIFENRE /2 HEAT « T8 D FEME i [l o iz I oD 7K ER IR L2 5 AM 247 o 72 = 7 BRI 3R OO i
%7‘]——\“@‘0

[H2hE]
O EWFETHRE (ONO-4538-4178%%) (Clin Cancer Res 2019; 25: 5485-92)
FIFFRHN L R ML FE RF R Y LKk & ORI AR O )
BRAREZ2EST - PR OBEMEHgfE R i £ (ECOG Performance Status 0 &2 OV 1) 34 il %
KEGAT  AHA 240 mg 2 2 38 [ IR C AR T L 7o, EEFHIE H T o 5 2405 (Modified
RECIST criteria (2004)(Z3&-25 < i) 12 L D CR UL PR) 1£29.4% (95%(E#EIX [ -
16.8~46.2) Th-olz, ¥, FANIHE LZEEIX5.0%TH -7,

@ ERRILEF AR (ONO-4538-48/CA20974373&8%E%)  (Lancet 2021; 397: 375-86)
(LR IEARTRIR DGR RE 7R AT + P38 0D B g 5 o Bz Jll iR 5 60551 (B AR 60
BlaEate, KilEA Y A~T7 (BB FHBLZ) EO0FH (CLF, INHOFH) &0vo ) ™!
BE30361, fLFyE (7 FF8HK AT TFUoNFIAINRTTFo) EXAXAMLF
T R RY T AKFE OO BE30261) A XFG, [LFRIEREA R E LT N+HIF
RO MR O Z G LTz, FEFMIEE Th 2 24 (AR (FIRE [95%1F
FEX [ ]) 1, N+IOFHRECT18.07 [16.82~21.45] 4 A ALSAEIERET14.09 [12.45~16.23]
A TH Y, NHIFFAB G I ERIEICS URRH R Bt R 2 /R LT (NP — K
1£0.74 [96.6%I5HEIX[H : 0.60~0.91], p=0.0020 [J&Hllog-rankif/E ], 202043 H25H 7
— &1y NET),
1 K 1A 3mgkg (KE) % 2 BRI, €V A~ GRETHEZ) 1E 1mgkg (KE) % 638
FIRANE CAUMSE L7, PR EICB TR, ARZRIICEE L, A Y AvT (GRZTHk
2) EAKIOB G T 55 30 53U ORI & I\ TG 2Bk L=,



X1 2AFHE O Kaplan-Meier Hi#¢ (ONO-4538-48/CA209743 3ER)
(EfERL I T-4EH)



(2 41%]
OEWNE TR (ONO-4538-417857)
BEFGIT32340] (94.1%) IZRD BV, AH & OREBEBDPGE TERWVEEFR
1323/3461 (67.6%) 278D HiTZ, BEFENS%U EORWERIZT TERDO LBV THoTz,
F1 BEEN5S%IULEOBIER (ONO-4538-4138) (KM MRITXIREMH)

FERIRHE Bl (%)
FEAGE 34 {3
(MedDRA/J ver.19.0) 4= Grade Grade 3-4 Grade 5
RIEM 23 (67.6) 7 (20.6) 0
N 3 i i
FOPR BRFS REA T E 2 (5.9) 0 0
Gl
THI 4 (11.8) 2 (5.9) 0
AN 3 (8.8) 1 (2.9) 0
LD 2 (5.9) 0 0
Mg 2 (5.9) 0 0
—fik - RHEER LU SEMOKEE
[(y=93 3 (8.8) 0 0
Wy 2 (5.9) 0 0
FEEL 2 (5.9) 0 0
BRI AL
U X—EHN 4 (11.8) 2 (5.9) 0
77— 3 (8.8) 1 (2.9) 0
U R 2 (5.9) 0 0
Rt L OvRERES
EEXE IS 2 (5.9) 1 (2.9) 0
B R B L O ARk S
RA A 3 (8.8) 0 0
B ¥ KOV T AR kR 7
W5 4 (11.8) 0 0
R NTR SN A 2 (5.9) 0 0

7R, APRRIETE 2 B (5.9%) | IFHERERE 1 31 (2.9%) . IR IREEREREEE 4 1] (11.8%) |
VR 2 B (5.9%) . KEGZE - HED FHI2 61 (5.9%) . 1 BLBEIRE 1 61 (2.9%)
WO BTz, Flo, BRERE, EEORERE, FERAKERS, BIRIEiEREE
g, BEIEMMESIGE, M - $EIEZE . infusionreaction, 5 & 9IRS, DA, Tk, HE
BUBRARIE/ X A /3T — PR OB PSR B . 28, SR AR ZERRE X Ot{ b
PERBE RITERD BV Do T, ARWEAREBURBUIEEES (AR E T 23 T)
A DEFRERE T,

@ E BRI [F M FEFER  (ONO-4538-48/CA209743 FA5R)

BHEFEGIT NH OFHEE 299/300 1 (99.7%) . ALZFFRIERE 277284 61 (97.5%) 1258
5 AL, TRRIE & ORI BURAS S E T & 22V VA B R IT N+ HEHEE 240/300 1] (80.0%)
(b REERE 233/284 1 (82.0%) TR HiLTe, WT AL ORE THRELEDN 5%LL EORIE
HIZTTEROEBY THhoTz,



F2 WDWTRLDORETREARNS%ULDOENWER (ONO-4538-48/CA20974355R)

(R MM RE)
B (%)

2 E IR N+ A 2375 2

HEAGE 30041 284451

(MedDRA/J ver. 22.1) 4Grade Grade 3-4 Grade 5 4Grade Grade 3-4 Grade 5

ARIWVER 240 ( 80.0) 91 (30.3) 1( 03) 233 (82.0) 91 (32.0) 1( 04)
KR ¥ KO FRERRbE

Z 9 e 49 (16.3) 3( 1.0) 0 1( 04) 0
5 43 (14.3) 3( 1.0) 0 15( 5.3) 0
BRI LB IR 5 16 ( 5.3) 1( 03) 0 2( 0.7) 0
H ks

T 62 (20.7) 10( 3.3) 0 21( 74) 2( 0.7) 0
L 30 (10.0) 1( 03) 0 104 ( 36.6) 7( 2.5) 0
i 12( 4.0 0 0 42 (14.8) 1( 04) 0
& - 8( 2.7) 0 0 41 (14.4) 6( 2.1) 0
—f « BRHEERS OGO
DIRRE

5 41(13.7) 3( 1.0) 0 55 (19.4) 5( 1.8)

79 25( 8.3) 0 0 44 (15.5) 12( 42)

FEEL 16( 5.3) 0 0 5( 1.8) 1( 04)
FRIR IR AR

U S—B N 20( 6.7) 13( 4.3) 0 1( 04) 1( 04)

7 2 7 —E 17( 5.7) 7( 23) 0 1( 04)

TI=rvT I AT 16( 53) 5( 1.7) 0 2( 0.7)

Z —B I

PN WA

FR B RBAR TR 32(10.7) 0 0 0 0 0
ONER PSR ON ey ek

RAfR 22( 7.3) 1( 03) 0 0

i P 15( 5.0) 0 0 3( L)
R L O E

RARIOR 29( 9.7) 2( 07) 0 50 (17.6) 2( 0.7) 0
EE, Pl L OWLE A OHE

HEAITPE S B 24 ( 8.0) 3( 1.0 0 2( 0.7) 0 0
PR R IR E

RS 3( 1.0) 0 0 19( 6.7) 0 0
MEE LY v GREEE

#Zif. 6( 2.0) 1( 03) 0 102 (35.9) 32(11.3) 0
Ut FR BRIV E 2( 0.7) 2( 0.7) 0 71 ( 25.0) 43 (15.1) 0
M R E 2( 0.7) 2( 0.7) 0 26( 9.2) 10( 3.5) 0
Bk i 0 0 0 22( 1.7 8( 2.8) 0

728 N+ PFHERIZ IV T, AR IRBEREFR S 43 151 (14.3%)  ITHEREFE S 36 41 (12.0%) |
infusion reaction36 1 (12.0%) . BALFHRALAFIE 34 1] (11.3%) | FRREFETE 22 61 (7.3%) .
PR 20 Bl (6.7%) « KABK - /NS - FEED T 19 ] (6.3%) . B HRERE S
15 % (5.0%) . TEEAHEEERE 12 6] (4.0%) . BEEORZEREE 10 6] (3.3%) . fF%
761 (2.3%) | BIEHEREREDE 6 61 (2.0%) . DB 4 #1 (1.3%) | FER 361 (1.0%) .
HEAG S TE 2 1] (0.7%) . S EIMEK 2 61 (0.7%) . #idk 261 (0.7%) . FRiRinieZE
FE 2 B (0.7%) . BMZe « BEIRA 161 (0.3%) MOVHZE 1 6] (0.3%) 23389 il

7



o BRI, BIEATS, FPRA, BRI e, TR e | R R
FE AERZ, ZRIFERET. D M % OYEFLITERD B LR o 7o, ARRIVERIFEBLIR I3RS E
% WRBAEMRRLET) & E0EHERERT,



[ - HE]

AFNOREMARYEEET LV EFIHA L2V I 2b—2 3 280, AH| 480 mg % 4
T R T 5 SUIREAGR O YV - B TG LB O AR O Mg PR E RS Be S h
Too T ORER. AHK 480 mg % 4 HRIFIFE TR L72BE O EFIRREIZ I 1T 2 ik 4
BEE (LLF. [Cags) EWVVI,) 1E. AHAI 240 mg % 2 BRI THE LIZERD Cogss &
WPl 5 TRl (TR, £72. K4 480 mg % 4 HEHR TG L2 E IR
RRICBIT DM miEHIRE (BLT, [Chxs! &9, ) 1F. AH 240mg % 2 BEHHE
TEG LTZBED Chas & L CEREZ T & FHISNZH OO, BARANBZIZENT
DEMENHER SN TWA AV - & (10mgkg % 2 B THKY) TARAIZ#S5 L
B Crmaxss & B L CTIMEZ R & TS (THR) , M2 T, BHoOBEICBIT S
F AT AH 3mgkg (RE) XL 240mg % 2 FIREIRE, 35 L < 13AH] 480 mg
Z 4 BRMR TG LB OARA OMREE & & B UIE R0 & ORI & REH 5%
TOLET VPR SN, BEhEIZ > W TR Thbhzf R, FRRoRE - A Eo
W CTHM: R O eI AR R 2R TV e PSS iz, £7-. BErERfc f i g o
BT — X CESEHEELEBRENSTET VAR LT, A% 3 mgkeg (2 #@RFIET
#eh5) . 240 mg Q BEMIFEE CTHE) XX 360 mg GERBMETRE) AU LA~T
(Bia#HL %) 1 mgkg (6 MMM TEE) Z0FH L72EROA Rk V22V 2 et
L7ofE 3R, EFeo Rk HEORM CHMER O =BT v & PRl S iz,

K3 FHOEMBERR T 2 —F

- B Cinax Crnind2s Caved2s Cinax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
} meke 2W (35-52{ .760-8) (16.25750.3) (21.32{ .4?3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,'103) (23.33?.539.0) (3023,.670.9) (10;,5254) (41?57,.?58) (62.11(,)91 87)
480 mg Q4W (10%07) (15.25?27.4) (37.?)3,.;)4.8) (14?,1 536) (27.751,'?37) (62.11(,)91 87)
10 mefke QW (142,9;22) (86.959,.?32) (10},1 ?48) (323,9225) (18421,1 §o3) (232,7277)

A (5%43, 95% ) « Q2W : 2 AR, Q4W : 4 BRI, Cinax : A1 5% D fie S LG IR EE . Cninazs ©
WIElF G4 28 A BIZ31T 2 HARMIE PR, Caveazs : AR 542 28 H H £ TOFIMIEPIREE, Crmaxss -
TEFIRREIC I 1) B e LT PR . Cmins + EFRIBIC IS D B AR MG P IREE . Cavess 1 EFIRIBICEIT 5
5] 7 FP R



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AH D EFE 2 MR BIE B~ 1 A
Wb HHER TH > T, AR OGN EE) 72 BE Z2W - FrE L, AFOEGICL D BHE
7REWER Z 3B LT BRITIS T 5 2 & BB R 7e D LU DO~@DF T A& 72 i
RIZBWTHEHAT 22 TH D,

O MEFRITHOWT

@1 Fio (1) ~ (5) OWTNITEY T Dk THDHIE,

() BEAFERENEET 505 A RE LSRR S FE R A BRI AR L
Hitsl A3 A2 S IL RURPE . HUEAS AR &)

() FrERRERPE

(3) ABENFRFNFENIEE T D03 AURFEEERRT (DS VRSB EWbE. 23 Ui
IR, A AR HEER 7 )

(4) AHALFFIERE 23R U, S RIER LA FRE R 1. S RIEE i IE e 2
ST KRR FIHIEZ R 3 Oftiak RIEITR DB 21T > TV 5 filisk

(5) PrEMEREE AT & BN O gk AR D Jm H 21T > T D fitiak

O-2  GEMERRE BRI O AR TR K OVRIE 38 B O St IS 50 70 Jae & 8 BR & 5 >
Rl (FROWTINITEYS T HERM) 25, L2 WP ORI DIBROBEEHE &
LTRESNLTWD Z L,

*

o [ERIGFFESE 2 EOHAHME ZE T L2121 5 FELLED D ATRIED BERAHE &
{THoTWBZ &, Hbh, 24D R, DAL T L L2 BREEZOHHE 2
{ToTWVWBHZ &,

o [ERNEFFEISH 2 FOMIIHEZIE T L7-%I1C 4 L EOEERRRZ A L T\ 5D
&, b 3FELL T, EMEMIRE T R IE O DS A SRR & G T e REL g8 S O B IR
HHEZITo T WA Z &,

© BtADERMEREBEOEKHIZONT

RIS I A B E T D BMEA NI E S, BERRZE O OfFmE 0, A2 - %
PRI I OB B ONERSE IR 5 G et A FFRNELE LS E OWE
. FRESNITT DN D IEHINE > TN D Z &,

10




@ BIEA~ORIEIZDOWNT
@-1 Rk BE$ 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
EEE IR 2B T, FBL L 72 RITERNCIG U CABRE LK O CT S D RIEH O#E RN 2
FRRAORE RN Y BRI S, B BICHIEATRER KR -> Tn D 2 &,

@-2 ERHFEIC L 5FEESINICET 22N

S ARSI D BEPIR 72 5 e O\ Re 2 A 2 BIRIERE D EltE =2 ) v 7
EEDIEROA Y ) == T ZATOERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAHNCOWT, DABE L ZDOFEEIZHHIZHm ST
WnHZ &,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMEMEEIIN 2, BREAEDRE, Ok, Tk, BT RAREE ., KIBX.
NSE, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHERERES . JHFK. BibrEinE
K. RURIRHERERETE . PERAEEEEET, mhikkEE, BEE. RIBEE, Mk, fiEx,
FHER, BEEOREEE, FlRMA2ZERIE, infusionreaction, HHE 7 MKEE, MEKE
BIEGERE, M5, R, HEOBHR, SEIBER, WMEORERIG, WIREEN, Ol
[ (OEARED « RIR - O PEMIAMGHESE) | ARZFEREE . IS I, BEFLSE) 12X LT,
MEIME R ST R B O B 2 5 T S EAD & U (BIER O ZWroxt S IcB L
THEROXEREZ T ONDLIGFMHICH D Z L), EHITHEY) 0 ALE D T X 5 IKH 3% -
TWnWbHZ &,

11



5. REMBRLLRDBE
(AL B9 % F ]

@

TROBEIBOTAROEMEN R ST,

o ACPBREIEE AT SRR - PR OB HIR TR CRAIH )

o BRI O DRI - RO SIS IEEH (f €Y A (F
(EFHLR) L o)

TRCICRZ S T D AAN OG- K O ITEEIZ DWW T, AFIOF RSN ST
BoT, KAOREGIRE LB,

o AEFRIEARIGIREE T D AA B 5

o FIROHiBRE

[Z2 4tz B4 5 F ]
O FTRICEYTLEECOVTEAAORENERE SN TND Z Enb, 5 21T

DN &,
o AHNDOREITIHR UIBBUEDORBEERE D & 5 BFE

TRIERT ORI I W T RIS S T 2 B 12 O>W TR, AAlOREIFHERE Sy

DS, AMOTEPRRPTUE D R WIGEITRY | HEICAFRZETNT 52 L 2B TE D,

o MEMMEEOAI IO H 5 BE

o JRoES I R AR A TRV R 2 58 6D D B K ONE BN O T T i 2 <0l Yt it ¢
FEOMICRIEMEZEAN DD B

o HOREREOGOF B L < IEHFMEO B g i B OB TR O
o 5B

o g GEMmEtMiaBREZ ETe) Db 5 BE

o OB IIBE A AT 5B

*  ECOG Performance Status 3-4 "V 0 B34

GED  ECOG @ Performance Status (PS)

Score

2y
JE R

0

< R JEBTE 5, FHAETL [F U HH A HIRZ <ATR D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

BATHRECTHSOF DY) O Z L3 X TAFELEAMEREIT TE 2, A 50%A Eid~y R Tl 27,

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

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

12




6. BMEICERL THEETREEFIH

I SRR 2, & AR B3 DRI 2 ERFE 12 5D & ARH O FriE K OVl (Ef#
RO 7= DI B HE B L bR« 2 L,

TREBRAAIC SN D | B XX 2 OFEICHIME L OERR %2+ L, RE 215
ThoEETHZ L,

FREWEH O~ R T AL MZDOWNT

@

@

FMEMEREN D oD ZENH DD T, AFOEEIZH 1= > Tid, BKRE
W (REWL ARIEE, ik, FEEVE) OREFE M O X S d o FEhnd, Btz +5
ZATH 2 &, Fo, MBS U THE CT, i~ — I —FDMm&%Z T+ 5
Z &,

AFN O EILEE D infusion reaction (i 2 CEARFZ 322kt D T& 5 U
faAT > 72 L TRt 2 2 &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
BHOLOLNDZEHHDDT, KFIEGH R OKRABGHE T HIT A Z A
YERET H%, BEOREBE+SICBIEET 52 L, 70, infusionreaction &
L LG E 12, R TORELOERPERIZEIE T 2 £ ChEE 2 o8l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G- B I3 E IR N0 sk RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 & & 2 bl dikx REEOWE
DHLOLNDZENHD, BENRDOONTHEEITIEL, BERLLEFRITL U
B 72 ek & Rk 2 e Al & i U Cl bl e BRI W 21TV IR D
FOGIT X 2 BWER DN g0 2551 21E, AFNIORFES T I, R ORIE BE A
WEVRIOBRGEEZZBETHZ L, 2k, BIBREFRLVEYOEEIZX0EWE
M OYEEDRFRD B WA TR, BB RE ARV - LISt O Sz il Fl o8
HEET D,

BeGAET %, A S8 ARE L T LEWERDRBELT 2 Enb 5729,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUOBE R (BIE 1 BUBEIR WS 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRMH-FEOER DR B MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN ICIEREEZRIE L, AR 8l
Al OF 5 E DY L EZITH Z &,

BUENT 2. TP, ITHEREREE . ITR. B{LEBERRH L OND ZLnd D
DT, EHIIITHERERE LTV, BEOREEZ H3ICBET52 &,
SEIERNHLDONDZ DD DD T, IBRORE OF A EHICHET 5
&, o, ROBEFERRD ONIGEITIR, HeNCERERLZ2 T2 X
IRFEEEETL L,

13



@ AFNOEEFEHABRIZBWNTC, LLFDOX A 2 7 THEIMEOFM#iTo T2 2 %5
BT, ARFIBGHITEMICEBRE CHROMREITO Z &,
e ONO-4538-41 itk : 6 H[E = &

*  ONO-4538-48/CA209743 3k : FHBAMAA B 1 FEMIT 6 WM Z & T LR
128M L

14



Hilis 9

i REET A K7 A
=AN~<T (BIETH#Z)
~EHE~A 7T 54 PREEM (MSI-High)

R OKERE - B~

S22 2H (Ffe&E1 2 AkET)
JE A S @



ER/N

1. IZL®IZ
2. JERIZOWT
3. hExtG LD BE

P2
P3
P5



1. IIC®IZ
RKITA RTA 2 TlE, FAFEMES ZIVE TIZE LIV TV D EFRFH) - BFR) JHHC

EoF, UTOEERMORERMEAZHEST 28806, =R L~7 (BIaFH#Ez)
(LR, TRA ) ZERT 2RO 52 BRI GG LR 5 BE L2 RT,

TERRER . BRREGRE, IR L THE T REFHEIZIOW UL, HoEHbans

AT SCE R OEE S Y A7 EHGEHE (LT, TRMP] ) 22T 252 &,

X ASIRESUIRNRITIR D IR EICB T 2O/ R, EXFEML, EREREONE, A
OME R OV M E DFER SR DR 14 RFE 2 HE 3 514 PO AETONTIC
HRZY LW Etrsnie (FfS5HE6 A) . B I A if 3rES RMP TEH
B BRIRRE, R GICERL THET NS FHFONRDPHERTE L2 b, &
LOMAEEM LA RTA4 G0 x7 (FfsSH11H) |

RB. ARTA BT A id, MSLATEOE N EI G EREIR A, ARAEREN AR
FEIRIE S oy . — MR AERIE N B AREER NBHE S K O AERTE N B AR S OW )
Db EER LT,

WG E R DERY =RV~ T Gl Z)
R LR DWREUTDE : DS AALFIRIER T U - 15 YRR RE Ao AT - TR O EHEE ~
A a%T T4 FARLEM (MSI-High) %A1 2515 « EI5#E
HELRAMEROME  @% . A=A L~7 (BEFE#Z) & LT, 1[[240mg
% 2 MR SE 1 [E] 480 mg % 4 MMM CAEEfET 5, A Y
LA=T (BETHIEZ) LOFAT2HAF, @, RAIZIE=FALr~
7 (Baf/H#z) & LT, 1[8240mg & 3 WK T 4 BUSHEHE
T 5, D%, =AN~T (BEFHEEx) & LT, 1[F240mg % 2
T R S 1 8] 480 mg % 4 JE [ [EIRR C AR iHET 5,




2. HEFRIZOWT

AR OG- wEO) 7 BE 22 W - FrE L, AFIOFGICEI Y EELRENERAZREL LT
BRICHRHET 2 Z ERMER 7D, LFOO~Q@DFT X T &z skicB W THEHAT
REXTHhHD,

O HERRIZOWT

@1 FED (1) ~ (5) OWVTNNITHEU T LI THD Z &,

(1) JEAETEBRESEET D 08 A OB LSRR (BB RS A S FE L AR
HOIER S A RS B HLSR R . Mtk s AU BB B &)

() FERERRE

(3) HESFRINFEDEET D03 A BREEERRT (S ADBFCEIEIEERbE, 23 At
Wb, AN ABIREREHEE R &)

4) I RALFHIEE A FRE L, ARG L RIEZRR 1, RIS b L2 e 2
SIS KNG LR IERSRORE 3 OHisk FEIT/R D | 21T > T 5 Jitiak

(5) HUEMERELSAI AL B BN O s FAE AR D @ H 21T > T D ik

@-2  HEM - BN OALFRRE K ORIVE I FE I OIS 443 72 ik & R & B BE Al
(FROWFTINITEEE T DER) 23, YEZEBMOARFICET SIGROBEMEE L LT

BlESNTNDZ &,

*

o [EHithFFEE 2 EDOHIHME ZME T L7212 5 4ELL ED D ATRIED BERIHE %
{THoTWBZ &, 9bh, 28D R, RARMIERELS T & L2 BRBEEZOHHE 2
{ToTWVWBHZ &,

o [ERithIFEE% 2 FEOWWIFHE ZE T L-%12. TE(LESE O N A EKYRIELE T 5
FELL EO LA ZDOERZIT>TWD Z &y

o [EHIGIFESHE 2 EOYHHEZE T L121%IC 4 L EOBEFERBREZA L T 5
Z L, 9b. 3L R, LR DD AR RS 2 T e M LRI S D R IRATHE &
{ToTWVWBHZ &,

@ BEANDOEFREMFREHOEHIZOWNT

B3RS A BT 5 B DS AL S, SR OB A, Ao - &
EMEIRENE R O G EL OERSE ST 5 et A FFRNRAE LGE oWt
EH, ENHOMIATOND RGN E S TNWNDE Z L,




@ BIEA~ORIEIZDOWNT
@-1 Rk B3 2 B

BV PERTR B OB R BIEA T L72BRIC, 24 FERIESIRIRHI O T, 2%k X
EEE IR 2B T, FBL L 72 RITERNCIG U CABRE LK O CT S D RIEH O#E RN 2
FRRAORE RN BRI S I, B BICHIEATRER KR 23> T D 2 &,

@-2 ERHFEIC L 5FEESINICET 22N

S ARSI D BEPIR 72 5 e O\ Re 2 A 2 BIRIERE D EltE =2 ) v 7
EEDIEROA Y ) == T ZATOERE L FwE A TE 5 F— AERKH 2
S TWD Z &, B, BlfIEHIZOWT, BABE L ZOFRICHIIEAmIh T
WnHZ &,

@-3 BIfEAOBBRITICE LT

AFIOTE AL S AU IR SIS TIEEWRE S T S AIERIC R LT, ik
SR R O B & 5 2 BT & L (RIMEFI OB RORTEIC B LTI &
UXRBEZ DRDEICHS 2 L) | EHICHYRILED T 5 HIDE-TD =
Lo



3. REXRLBRDBE
O TREICEEY T 2 BEIKT 2 ARFNOBG K O IEIZ D0 TIE AR O ZMENR
MLINTE LT, RAIDOE GG LR B0,
o T oAbV I VURHEMEER, AXT Y TSI TRV T R
IKFZ X DIRIRE D T2 B
o IR MBS

@ TFRICHKYT 5 BEICOVTHARDEESEEL SHTVD L b, BEETDR
nok,
o« RAIDHSIK LIBBEOBEIED b 5 B

@ HRATOFHMICIB W T TFRRICEE S T 2 BH T OW T, AA O GITHELRE I 70

D3, MOTEFRPTUL D 72 WIGEICRY | HEICAFEZHEHT 22 L 2ZETE 5,

o HHEMMZEEOEIH XTI EDH 5 B

o B AR A C VB R 2 58 B B K ONE B M 0 i it ik 2 <0 e 1 i 2%
EORIZRIENEZEAL N A BN D BE

o HOMEEBROAD XIXEMERZE L IIHEFREMEO B O EEOBHERE D
b5 BE

o JEEBE (&M@ HEL ST ObbEE

o OB EE AT L BE

e ECOG Performance Status 3-4"V D 4

GED  ECOG @ Performance Status (PS)

Score E#

0 |[EMEARLLIEETE 5, WAl & IR U HEAENHIRZR <ATZX D,

RARRIZE LUEBNIHIR S 228, BATAIRE T, BAIEEEE > TOEEITIT O LN TE D,
A N e

BATAMRECTH D OH DEY O Z L 13T X CTRIAEEBMEEIT TE 20, BH O 50%LL Eid~ > R4 Tl 29,

BONTZEHSOHEOEY OZ L LHTERY, AFO 50%L L2~y R+ T,

W

LB RV, BOOHEDEY OZ e TERY, B2y RfFFTlmI4,
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1. IZL®IZ
2. JERIZOWT
3. hExtG LD BE
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P3
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1. IILBIC
KITA RT7A 2 TlE, FRBBEES N E TICHE LI TV A EFIEER - BHogmy iz

Kox, UTOEEMORMELHEREZHET 28800, =AL~7 GBIETHEEZ)
(LR, TARAK) 2T 2RO BB RO G xR L b BEEr~T, 1E

BT, BRRAE, IR L TRHETREFEE IOV TR, EHOE LIk

MICELROERES Y 27 M e m (LT, TRMP)) 228452 &,

X OARZIREXITRIRD 5 B S AALTFIRIER T U T ARTG IR A e 2R T - ER O R
B RD FEAICRT 2FHMEORM R, E3M, ERESREONE, AR OEA
PEDREAREE BT DI 14 KB 2 HE 3 5ADOAETONTIIZHREY L
EHWT ST (BF S 6 H), B S UAT SCES RMP CIERRERE. BRIRRK
M BHICB L CHEBTREFHEHSEONENHER T LI E00, INHOHHAEZE
W& L7z A RTS8 X (BFfSHE 11 A),

RB. ARTA BT A id, MSLATEIE NER G RS AHAE, ARAEEE AN B AR
BRI ey . — AN B ARERARNEHE S FREFEEFNEENEN HARE TS DWW
Db EAERR LT,

SR ERDHER =R~ T GBI -8 Z)

KR EBRDMEIRE - RIGEIRABE R AT - IR OB
RIEFEICI T DI B E

RELRHMEROME : <ARIGUIBRARREREAT « IO RIEwR >
WE L AT =R ~7 (Bia i z) & LT, 1[5 240mg
% 2 TG S 1 18] 480 mg % 4 FEIEIE CAilsfiiEd 2,
L OFUEMENEA & GHHT 25813, @H ., RAIZIE=Rr~7
(s T#HLz) & LC, 18] 240mg % 2 HEMRIFE. 1 15] 360 mg
% 3 TG ST 1 18] 480 mg % 4 FREIEIE CAailsfiiEd 2,
<EIEFEZIB T DAL >
W AT =R~ 7 (B f#fz) & LT, 118 240mg
Z 2 W SOE 1 [E] 480 mg & 4 I RIME CRAMFET 5, -
2L, EHMIZ 12 VAMECTET 5,




2. HEFRIZOWT

AFN OB G- DN W) 72 BE &2 - FrE L. AR oF 512 ;@E%@EW%%%ﬁLk
BRIZHRHET 2 Z ERMER D, LFOO~Q@DFT X T &Nz Tl THEHT
RXTH5DH,

O MEFRITHOWT

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

() BEAFEREDEET 505 A REELSFRBS FREF R A B FCE LR
Hiek A3 A 2L RURE . MUY A BB IR 7R &)

() FrEMRERBT

(3) ABENFRFNFENIEE T D03 AUSFEEERT (03 ARSI EWibt. 23 Ui
W 1REBE, DA R EEREER e &)

(4) IRALFFIER 2R U, S SRIEG L SRE 2R 1. S RIS LB ikt 2

ANTH SRS SR 3 OfiRR R HEI AR D M 21T > TV D fitiak
(5) PUEVEREE AL E BN O fE sk K fR 5 B 24T - T D itk

D2 EEB ORI ORI RBI ORI 157 & e O (TR
DUVFIAN ST D) 75, HLBHEFOAFNC BT 5 WEOEHES & L CRES
RTVBZ L,

#

o [ERIRFFISER 2 FOPWHEZE T L72iRIC 5 FLLEO D ATBIROERIRIHE 2
ToTWHZ &, 55, 28U LT WARYREL L LEERRIESZOIHME %2
ToTWsZ &,

o [ERIRFFEASE 2 FEOWBPIHHEZET LI2&IZ, W bam OB ASMIREZ ET 5
FELUEOELEIIB EOEMZIT o TN D Z L,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKKEREZAG LT\ D
Z &, OB 3FELLEIE., TEIbESE O D A SRYPRTE & G e IE b g T O R IRAHE &
IToTCWVWBHZ L,

@ BADEEBFREEOEHICONT

EEMERE B F T 2 TEDEE S, BEEMAEN L OFRE D, A - %
é‘@%ﬁ%ﬁ@%?&@ﬁ%ﬂé&@iﬁﬂﬁ“ TR D IR AL, A EFERDIEAE LGS OmE
EW. ERHECHIATONAERHINE-STNDZ &,




® EIER~DOXRRIZONT
@-1 MR R § % B

MU RS O EE R BIER S I A LTZBRIC, 24 BERERBIRIAHIO T, Yikhis X
IR (23 T B L2 BIPERNICIS U CABEE B KON CT ZOFIVER ORI 4
ERRAEOR RIS Y APIE O, EHITRISATREZRARI N E > TnD Z &,

@-2 ERHFEIC L 5FEESINICET 22N

S ARSI D BEPIR 72 5 e O\ Re 2 A 2 BIRIERE D EltE =2 ) v 7
EEDIEROA Y ) == T ZATOERE L FwE A TE 5 F— AERKH 2
S TWD Z &, B, BlfIEHIZOWT, BABE L ZOFRICHIIEAmIh T
WnHZ &,

@-3 BIfEAOBBRITICE LT

AFIOTE AL S AU IR SIS TIEEWRE S T S AIERIC R LT, ik
SR R O B & 5 2 BT & L (RIMEFI OB RORTEIC B LTI &
ULBEZT NDEIHNCH D L), EHICHEIRLER T 5 HHZE- T D 2
Lo



3. REXRLIRDBE
O TRICZY T 2 BB AT 2AF OFRE L OERITIEIZ SV TR, AAIOA R

ML SN TR LY, AFIOHTREGRG LR,
o —RIBIE AT TORWRTBYIBR AN BE 22 AT S 38 0 JEAE 1563 2 AR
b
o fiTRIMIIRIE L L ToOKRE
o HTATATEEIEIZ LD pCR 23R8 bV BE T D i AliBimis & LT
5.
o INTRMBIIIE & L C oo frEMIEE S & O &S

@ TRICZETL2BEILZOVTIAFIORENER L SN TWD Z b, &5 21T

DN &,
o AHNDOESTITHR LIRHUE DO RBAERE D & 5 BH

@ TBHRATOFHHIC BN T TREICEY T 2 BE IOV T, AFORGITHER S

DS, MOIRFOEIIE D R WIGEITRY | HREICAHZFENTL 2L 2ZETE 5,

o MEMMEEOAI IO H 5 BE

o MR AR A CRHVE S 2 58 60 D B K ONEENME OO H BRI g 2 S0 e it ¢
LEOICRIEMEA DD B

o HORERBOED, XUHEMR7ZE L < ITHERMED B O kB OB TR D
b5 EE

o B CEMmEMlaBREZ 51e) Ob %R

o OB IIBE A AT 5B

»  ECOG Performance Status 3-4 "V 0 B34

GED  ECOG @ Performance Status (PS)

Score | %
0 | &<MERIEHTE 5, B CHEAEESIHIRZE T2 5,
| AARIICEL LUVEENIHIR SN DS, SITATRE T, BB > TOEEIIITO 2 LN TE D,
B BNFE, EEEE
2 TR CHGDOH DRI O Z L 13T N THEELEDERILTE W, HHD 50%LL B1E~<y FACE I,
3 RONTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O el TERY, BECy R KBTI d,




B 11

EEEREET A FFA4 v
=R®LVvT (EETHEEZ)

(R7E4 : A7V — AR EREE 20 mg, 7Y — A EEFE 100 mg, 7Y
— R REEE 120 mg, 37V — R KEFRE 240mg)

~ R R~

SF34EL12H (Ff64E1 2 AED)
A EE
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1 XE®IZ

EISDOEIE « REVEORMRDT=DIIE, IR SIEFEEICESWIZE#IEZRE RO S
Do b, ITHEORFHMOMEANT LV | HUREIRS 72 & O FH 22 8L0E AP =30
PERINDIHT, 2D OERGZEICLERBHEIRUET 2 2 L 3B OMEE /25 T

V. RREMBOEE & RO AT R 2016 (CFAL 28 4 6 H 2 HREERE) I8V TH, H
P EIRSE O Ok Z X5 Z & & ShTnd,

R ERR T, REEARR RN T 0 7 7 A VBB FEOER L M i e D
LENDDH, ZOD, AIER LRI T HEWRAHERET S ETOM, YHER

DEEEZRLSZT 52 LR ENBFITH L THERT S & & bic, BWERARREER L
BRSBTS %2 & D 2 & N AR — TE DB A 7o TR TN T 5 Z LN EHETH
%o

L7eido T, AUA FTA4 2 TiE, BRERBEL N E TR LA TV D EFEIEFH - B4
A RLHNC IS & . BUT OEIE S O i el A HEE T 2 8L8 0 O MWER BN BT RO
BEHERT,

BRI, AIA RTA %, MSIITBOE NEIE S RS O HAE . A EEE A B ARERIR
JES e — AR A ARERRNRE S R O AN A AR ER OO b EAE
% L7,

XG L I HEES - ATV — R R 20mg, A7 Y — AN REEHE 100mg, A7 Y —R
SRIRFE 120 mg, A7V — R AR EHE 240 mg (—ix4 =R~ T
(B fs T z) )
R ERDREIDE « I
HELRAMERORE @i, RACIZ=R <7 (Eiaf#fz) & LT, 18 240mg % 2
 FIRIRE S 1 [A] 480 mg % 4 38 ] FIRE CAlfi#fEd 5,
DIl T S AN & R Y ST i




2 AHFORE. 1EREF

F 7V — R R 20 mg, [R]AGRE ERE 100 mg, [FLATREERE 120 mg K& OVALSIR EFE 240 mg
(=4 =R~ 7 ERFEHZ) © BIT. TARADL Lo, ) id, /NP TS
FEAZL VL I A (BT VARV~ Y —X 2747 (BMS) 1) 23B@% L7t k PD-
1 (Programmed cell death-1) (2% 5t Ml 1gG4 €/ 7 v —F AHKTH 5,

PD-1 1%, V&ML L72 Y >/ Bk (T Mife, B MR ONFF = Fvx 7 —T Hifld) & OVEHER
MIRIZFE BT 5 CD28 7 7 X U — (T MlaOIEHAL 2 B A IE & AICHIET 2 0 1) |
BT 2%/ TH 5, PD-1 IZFUFRIRSMIGICHELS S PD-1 U J > F (PD-L1 & PD-L2)
EREE LY VoSERICIME Y 7P A B RE LT N BROTEMLIRREZ AIZHAT L TV B,
PD-1 U 77 > RIZHURIR M LIAMT b h Ok x Z2EEHIRRICRBL L Tl 1 | MR AEEE
S EIER U7 JEEHERR 31T 2 PD-L1 DFE 8L & it 0 AAF I & DRI A DFHBIRIRD & 5
RS TWA  (Cancer 2010; 116: 1757-66) , 7=, HEMERAMEEE CITMBNRE T
MRS EAT DA v H—T7 x> H o~ (IFN+y) IZ5 5 TPD-L1 OFRBENFEES N, 5L
TSR 35T 2 PD-L1 OFEHL & e D AEAFHI & ORI EDOMHBERGRYS H 2 & OME b
&% (SciTransl Med2012;4:127-37) , & 51T, PD-L1 Z5RiIFBL S o AMIE, HURFr
SLE) CD8 Bt T Mifa ool e (5 ETEME 20658 S & 523, $t PD-L1 $U{K T PD-1 & PD-L1 & D
A EIRET D &2 OMIEEEENEE T 2 LB RIN TS, %D Z &5 PD-1/PD-
1 VA R, 2 AR HURRF 72 T MR D OBCRSE 2 [ahkEd 2 fFo—o L L
TEZLBNTND

AHANL, BB OME R 5 PD-1 Ofifast ik (PD-1 Y > FRFEIE) (/& L. PD-
1 £ PD-1 U Ay REDHEAZIAET D Z LICL Y BDAFURFRRNZ T ROIEML KR O
AR KT 2 MRS EE T 2 5 9~ 5 2 & TR e PUIEE I R 2R3 Z E AR ST
W5,

ZAVHDOHENG | ARFNTENENEE T 28 - iR EICR VAL b0 L HIF S, i
FEARPEBE 2R & LT IRRERZ Fh L, A2, 2t R OREMER R S v,

AFNDVE BRI B DORERINT L DRIWERENH S bil, EEXIIETIZED
AIREVEN B B, AR OG- H RO G5%I2I1%, BEOBE L 04TV, RENRO b
Branlid, B L2 FRITIS U HI R 2 ek & R & B AT & s U CRibl e #iil
ATV, WO RISIC K2 RITER S DN D5 E1IE, BB RERVE CHOKESE
W) 7L E AT O BN D %,



3 BEEREE
R AN BRI O AGRIRF G 21T o 7= £ 72 i AR 5RO il &2 7~ 9,

[H2htE]

EIPNE AR (NM-K2002 7X05R)

JFRAIEES (B0 RBE - MR ICE SO THER Sh B IBIRIEO H 5 BE2 1%
ShIT2) 56 Bl A R, AAI 240mg Z 2 W RHIEIRE TR ERE Lo, FEFHMBEE TH 51k
B O B 5 BH (45 B) O (RECIST HA K74 > 11 RICES hdeflEic L b
CR XIZ PR) 1% 22.2% (95%(E#EXM : 11.2~37.1%) Th o7z, 2B, FANHE L7 BIE
X 5.0%ThHh-o7,

£l ALFEREBEO R0 EE (116 OFDRIT, 182% (95%EMIXH : 2.3~51.8%) T
o f:o
CEBENEBETH D 2 LSRR CHGR v, o MfEE e CT, FDG-PET, L FHE(LE
AR BT S OMHGAR 2R K QLB R U T8 e 222 (RLIREL, W AR, WREEI R OH &FL) |
K0, TR RSB E FEM Lz ETHRBREIEE SN o T LEMEN RS CEMRAE, &
PV O AEROWIEIZERS ) B, el ALFRIEROFEICI DL TR E S,
20 FROWT NS T L 8E,
- KR Y o RERER O AT D ko I R
- MERERRTRE (MEAK) DHEFT 5 Lk o s
- Y L REER OB AT T D T RO R
- RAREL Y SRR OB A AT DR B AR R
« JURHI I RIS S TAAR PN A3 WA D RF I A 3 D BB
RO BSOS EZA L, IESUIESEN ORI RIS (PSA) 2@l % <+ BikEs



[ 2242tk ]
[EI NSRS OAHRER (NM-K2002 7R5R)
AEFLIT 53/56 B (94.6%) (ZFRD BV, KA L ORREARNGE TERWAEFERIT
35/56 5l (62.5%) (Z#RH BTz, FBLEEN 5% EORIWERIE TERDO LB ThoTz,
#£2 BEEN5%UEOBEN (NM-K2002 3RB)  (ZeMAT i REm)

HERIRHE B (%)

FEAGE 56 13l

(MedDRA/J ver.22.1) 4> Grade  Grade 3-4 Grade 5

2EIEH 35(62.5)  11(19.6) 0
Mg LY R REE

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

R BB R TUAE S E 3(5.4) 0 0

R IR A RE AR TiE 9 (16.1) 0 0
B lEE

T 5(8.9) 0 0
R AR AR A

TS5V T I NG AT =T — PN 3(5.4) 0 0

TANRGEUVEBT I ) NG RAT =T —EHN 4(7.1) 0 0
M ER. MoEnds X OMiEfmpEE

Fiifgi e 3(5.4) 0 0
R 3 KOV TRk R

% O PEIE 6 (10.7) 0 0

9B 9 (16.1) 0 0

RN ING A 3(5.4) 0 0

7ods, HURIRFEREREE 9 1 (16.1%) . HTHEAEREE 5 41 (8.9%) . MIEMEAGEE A 3 1 (5.4%) |
FERU RRIE 2 A /3T —3 ] (5.4%) . BEREREREE 3 3] (5.4%) . LD ZJEREE 2§ (3.6%) .
)

T

MRRIEZE 2 5] (3.6%) . infusion reaction 1 5] (1.8%) . AFARA 14 (1.8% RIG - /I

&

Wk - EEEDO T 1B (1.8%) 2F8d biTe, £z, BEEFHELE, Ok, fHiR, 1 RER
. BIERTZe. ATFZe, BEALPENRE 28, FIRRRRAERRT . RIEFEREME . MM - BIZE. #RARIDL

RIEME, EBRMEEEE . MERERAEMEE. M, R, SEORE, DI

T

. IRIFER
F

rate) waRFHRE T



[ - H&E]

RFNORHEAEYBEETT A ZFA LIy 2 2 Lb— 3 Ik 0 AFA 480 mg % 4 3 IR
bR T 5 SUTBEARR O L - RS TG LIZBOARK O M FRENRN Sz, £ 0k
F AKI 480 mg % 4 AR TR G- L 7B O B FARBEIC I T 2 I ME I EE (PLF . T Cavgss
LWV D, ) 1, AHI 240 mg & 2 WEIENR THE G LTZBRD Cavgss EFERIT 2 & FHIS L (T
®) . £, KA 480 mg & 4 WG CTHG L7BRO EFIRIRICI T D e g L (LA
Ty TCmaxss) VD0 ) I, AHI 240 mg & 2 BRI CTEG LIZEEOD Craxss & BB L T
EExRTETFHEINTEZLEOD, HRABRFIZBO THEEENEREIN T HE - HE
(10 mg/kg % 2 HRIEME CHE) CTARANZ G LTZBED Craxss & L CTIRAEZ 7R3 & Tl
Ehie (F&R) . M T, EHROEEICBIT 57 —2IES%, KA 3 mgkg (RE) Xix
240 mg % 2 WREIEME. A L <IEAA] 480 mg % 4 FHEFIR CHR G LIZBEOARKORERE - F
BIMEUT R A & OBIE A MG BB SURE T AR S L, MakBIEIZ OV TREDMT
PITRER, FFLOME - HEOM THIMELR LAV ZRIT W & RIS L7,

K3 FHORMEERNT A—F

. Cmax Cmind28 Cavgd28 Cmax,ss Cminss Cavg,ss
- A&
(ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)
51.6 272 31.0 113 62.1 77.6
3 mg/kg Q2W
(35.2,70.8) | (16.5,40.3) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
72.7 383 437 159 87.8 109
240 mg Q2W
(51.1,103) | (23.3,59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
145 29.7 53.0 216 71.3 109
480 mg Q4W
(102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (27.5,137) | (62.1,187)
193 99.6 116 396 214 275
10 mg/kg Q2W
(146,222) | (86.5,132) | (101, 148) (329, 525) (184, 303) (236,377)

HLfE (5%05, 95%45) « Q2W : 2 A REIRE, Q4W : 4 JERIRIRG. Cmax : FIEIF 514 O B @ MIF PR L. Crninads -
WIEF 5% 28 H BIZH1T D RARMIE TIREE . Cavears : HIEIFE1% 28 A B £ TOFMIETIRE, Craxss @ &
FARRBIZ I T 2 e MG PR EE . Cinss 1 EFIRREIZIT 2 BARMTE FIRE ., Cavess 1 EFIRRBIZI T 2 FEH 1
TR



4  FEFRITOWNT
AL U A7 EPEGHE (RMP) (ZHD X AHI D [ B 2 M ERE AR TR B~ o0 1 ) 4l
N L%k T - T, AR OG- NEE) e BE Z2W - FFE L., AAIOFKEIZLY HE
REWER ZRBL LTIZBRICKHG T 5 2 LB R l=d . LFOO~@DFT XT3 )i
IBWTHEHT 2 X&ETH D,

O MERIZDOWT
O-1 TR (1) ~ 5) OWTIMNICHEY T D THHI L,
(1) EAEFBHREPEET D2 A2 FEEILIRPE S FRE A R A 2RI
JRBE, HUEAS A SRR EE ML SR HUIEDS ARSI 72 &)
(2) FrEREREImbT
(3) ABEFIRFNFNIEE T D03 VB EERRT (3 ARSI EHR BT, 2 A2
BEW B, 3 ARSI RS HERE I 72 &)
(4) SRACTFIFIEEZGRE L, SRIEE L RIEZ R 1 S RIES bR IE 2 ot
2 SIS RIE U LR 3 DOl FEHEITLR B Jm 21T > TV D Btk
(5) DUEMEREE AT & BN O fa sk AR D Jd H &2 1T » T D ek

@D-2 IR OZE R OB (B35 B AREBRIER S0, RIERHR BT A
RZA > BETH 2 Wi 2018.) Z 30 L AL5ARTE M OVEINE I 8 BN O e 2+
Gy TR NG & RRBR A FFOERT (FROWTNNIREE T HER) 25, k2R
DAFNZET DR OFLHE L LTEREINTND Z &,

o [ERfEFEEE 2 EOPIHINHEZIE T L2 5 FELLEDO R TR O EREHE 217
STWBHZ &, 9B, 24N BT, NARMEERZ £ L LI-BRRIEEZOMHE 217 -
TWAZ L,

o [EMEFFEUSE 2 FOUIMINHEZE T L72&IC 4 L ELOBKRREBRZ AL TWDH D
Lo b, 3EDRIE, FESARIEII KT 2 23 AL & & e S ATRIE O SR IHE
EiToTWBHZ &,

@ BEANDEZRMFEREEDOEHIZONT

AR AL I W BT 2 B DL E Sy, BUEARZED O OIFHRE O ARE - L4
PRSP IR O & BN O ERTE (9 D5 iR Bt AFFRNRAE LI2HE OWiE
B, FRERNATON D IKHI R > TN D Z &,




@ BHERA~DHRRITDONT
@-1 HEFRAHIEE§ 2 EiF

FUEMERR B E OB ZRRIER A L7CBRIT, 24 RS0 T, Mi%iak X
BHEERFR BV T, B LZAWERICIG U CABRE L Y CT ZORIER QBRI MLE
IRRAEORER Y BRI/ LI, EHICRISATRER AR NS> TnD Z &,

@2 BERUFEICL 2AEERISICET S EM

N ARSIR D 2 PR e OiE 2 A9 2 IERIE A DRIERE =2 ) v 7 %
BOTERD AT V) —= 0 T 2fTWEIRIE & a1 TE 2 F — LERAHI D =
NTWDZ L, b, BIHEHNICHONT, BDABE LZOFEICTHFIJAMETND
ze,

@-3 BHER ORZBroxRIZE LT

RIVER (MEMEMZEDIN A EIEMERE, Ok, R, BEUHRRE, KiE
NG BEEO TR, 1 RIFEIRp . BIEATS ., P4, FFRERERE . T2, mifbE AR
FOR IR AR PR . T EEARBRRE MR T | PR IR BIEREE ., Mok, BEIREAK ., Frih
O RS, FRINARZEFE, infusion reaction, FEFE 7RI RMEE, MERE RIEMRE,
fatz, R, HEOFR, SEIMERK, WEOREIS, WIRRENME, OlEEE (LM
g - AR - DEMEIAMNES) | ARIFERES, MG, EFLEE) 12X LT Yakhiiak Xk
ITBEERMERE ORI L AT 2 EM S EE L (RIEHOZ B IS L THE R DX
BaZToNLE&ECHL T L) | BEHICHURLENTE HEHBES>TNDL 2 L,

KOS

D
KN
P

N

N



5 HEMBLRDBE
(G 5hEIC B3 2 F1H]
O TROBHEIZEBWTAROFIMEN RSN TND
o FERAHNALBDIESTA T4 ) (ARERERGYS) TS, Weaegin
SR M OYRB IR A 2 520 U 72 B C, JRSIEER 25 N 72 b R M & 52k S 4.
Do, JEBORIE « MW THER S D TRIRIED I B

@  TRZEEYN T D AR OG- K OME R HIEZ W TR, RAIOFIME ML S TR
59, AFlOEER LB,
o fhoOPUEMEIEEA & OO S

[ 2RI B3 2 FH]

O TRAICEAT2BEEICOWVTIARKIOEENEEZ L SN TND Z b, FHE1T
y OVAN AN
o KRFNDRGTKE UIBHUE DBEIERED & 2 B

@ VRHRATOFHRICIB W T FREICHE S T2 BH T OV TE, AR OREITHIE S 20

R OTEFRERI D R NGEIZIRY | HEICAKZEH T2 L 2BETE D,

o [HEMMREEOEHIIEEDH L EE

o MuEBEi G AR A CRVE S 2380 5 B K ONEBIME O BN TR e S0 e e M it 2% 55
DN RIEHEZEA 208 T Eﬂé%%

o HOREREOGH, UEBMER R L IO B DR R B OREREO
oD EE

o SRR (S EE L ST) Ob 5 EE

o HWBORGSUIBIEE AT 5 EBE

e ECOG Performance Status 3-4 ™ g

(ED  ECOG@ Performance Status (PS)

Score TE %

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

PIREIZIE LWTEENIHIR S5 25, BTHRE T, BAFREH > TOERIITO 2N TE D,

! Bl BFE, EEHEE

5 BATRRETH A DOHDOEY O Z 13T _RTHREZAERIZTE 2, HHRDS50%LL EiZ<y 4Tl

=7,
3 [BHNTESOHEDEY DI E LTERY, HED50%LL EE2 Xy R2sF1 il =9,
4 ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+ T4,




»

FECERLTEETREEHR

AT SR A, SOERGE RS DRI 2 BB T D & ARH D Rk K& OV (A

MO DI 2 F W e T3 B Lo+ 2 L,

TBRBARIZESL G B T Z OFIRITHIMER OEEZ + st L, FRE L5

ThboEETHZ L,

FEREWEFRHO~ R Y A MZONT

o MEMMEERNGLLNDZ ENHDLDT, KEIOEGIZH T > T, BARIER

(PR RIS, nZmik, FEEVE) OfER KL OWGHE X S O R hi%, BlgEr -+
1792 &, . MBS UTHES CT, G~ — 7 —FOMEZET 52 &,

o AHFNOEEIXHEE O infusion reaction (Zfif 2. TEERFZ 447 72 ki 0 T & 5 e
AT ST ETHMAT S 2 &, 72, 2 BIA LU O AAF 5152 infusion reaction 73
bobNDHZLEbHDHDT, AAFKE T M OAAF G TRIT AN XY A
ZRET 2%, BEHEOREZ 00853 5 2 L, 728, infusionreaction % FEHL
L7eaiZid, 2TOBELOIER P TZRICEE S 2 £ TRELZ +08I8ET 5
Z &,

o FRRMRBEREMET . THEMAEREREE M ORIBEENH SDONDL I ENHLHD T, A
F DOFe 5-BRLART M O G-I I E WAV N W RE R A7 (TSH. UEHE T3, 15
BE T4, ACTH. M=oy —VEORE) ZFEhT 5L,

o AFOEEGITLY | WMEORIERISTER T D & B X B DR R R BIRE
WHHONDZ N D, BENED NG, BB L CFRITL U
FHRY 72 15k & RRR A RO R RN & HHE U Cl bl 22 8GRI W 217V 8 D5 I
SIS X DEWERD BN S5 A ZIE AFIORES T 1k ORI BE AV
YHIDEEFELERE T DL, B, BB ERVE L OREIZID RIET O
FNED BN VAR, BB R VE LA OSEIEIF OBt E E
T %,

o FHRTR, BUHMNOEIARE L TOHORIWEADNRET L2 ERH D7D,
AN OFEHETH#IZHBIER OB A3 ITEET D,

o IAUHESRIE (BIE 1 BUBEIRE 2 B de) b b bodu, BERWMES R R—3 R
ELTENDHLOT, A, Eols, WEMHSFEOAEIR O FEHCMPEHE O L7207k
BT 52 L, 1 ERENEONGA T REETIE L, 42 ) VRGO
HEDMEURELZITH Z &,

o BUENTR. FPARA, FTHEREFEE . T2, BH{LIIE RN HOEDOND ZLRNH DD
T, EWWITITHERERA 21TV, B OWREL 0T8T 5 2 &,

o REINERNBHLONDZ ENDHDHOT, IROBEOHEZ EMHRT D
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T L, Fol IROBEDNED DN HEIIE, WONCEREEEZZ2 589
BEEZEETLZ L,
@ AANOEERFERICIBNT, 6 W Z LIZHRMEORI 21T > TWeZ L 2B ET, K
Al G-I E RIS BHER A CRUR OB 21T 5 Z &,
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KEEHEETA FTAL4 v
=R N~T (Blor#x)
~EgEPRE (EEREPRZELZRS) ~

SF54E11H (Ffn64E1 2 AED)
JE A S @



ER/N

S

T U®IZ

AFN DR, 1ERBEST
A IR AR

FaER =D T
whHRG L 2 DB

BOICE L TRE T~ & HIHA

P2
P3
P4
P8
P10



1. IZT®IZ

RIS OF M - ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & ORI 72 5B E R
FPEIRBDARIND T T, 2O OERGNZ EICHNERBFITRMLT 5 2 LR
PR & 72 o TR Y RRIFMBGE S & YR O FARTTEE 2016 (CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHMERNEOMHRAORE(LHEZXS Z L L ShTnd,

BORVE T ESR L, KB ERASCL ST 2 7 7 A VB D ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
MHEIMOBEZMLZIT 5 2 EnHIFF SN BT LTERT S & &bz, mIfE
RSB L 7B B 2tz & D 2 & AN AHE e — 8 O B i 7= 3 R S BE O
THZEREHEETHD,

Lo T, KA RTA4 Tl BRBBEMESLZNE TILELN TV A EFIFR -
BEE RN S-S & | LT O ER GO il 72 5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R T,

I, ARITA BT A A%, MSIATBOE N EE S RS A A, AmEEAN R AR
BRI o, —AFEENE N A ARRIRNBHE S FEREFNEENE A B AR P2 &k O
—MRFERETEN B AR ER 2 D106 LR LT,

X E R DERM =R~ T GBI TH#Z)

MG ERDMETNIR - NP AR CELE R o B 2 B <)

MEERDAEROHE 8%, RAICIZ=RL~7 (BiaT##z) &L, 1[0]240mg
Z 2 MR S0 1 [B] 480 mg % 4 38 M I FR T AT 2.

& R 78 6 A /NP TGS




2. AHN DR, VERBF

=ARN~T7 (BIaFEEZ) (LUT, TRF) Lvo,) &, DB TR &
ABE VL7 At BT Y ARV <A —R 27 A7 (BMS) t1) 2BA% L7zt b PD-
1 (Programmed cell death-1) (ZxI9 %t MMl IgG4 €/ 7 v —F LHURTH 5,

PD-1 (%, #EMAL L72 Y 2 o%Ek (TR, BMREK O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE 2 2
T ICERT 2B AR TH D, PD-1 IFHURIRRAIIIZIEEBLT % PD-1 U o K (PD-LI
KOVPD-L2) EfEA L. U o ERICHfIEY 7P v s LT U v oSEROIEMAIREE
BITHET LTV, PD-1 U H» FIFHURRSMIBLAM b b Ok 2 72 ISR RR 2 F8 5
LTk, EMERAMREDEE) LR LB TS PD-L1 OIBLLINEDEF
HH & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66) ,
F 7o B R NE B CIXMRRE TN EET DA v ¥ —T7 =a B~ (IFN-y)
12X > T PD-L1 OFEIANFESI N, 88 L EEMERRICIIT 5 PD-L1 ORI E ik o
AAEHIR & ORNCEDOFBIRRE N & 5 & OGS 8 2 (Sci Transl Med 2012; 4: 127-37),
5T, PD-L1 &l 5EHL S H 7203 ML, PUsURFRAY CD8 Btk T M ol iafs &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHla
GEEIGEREIE T 5 Z EDNRENTND, DI &5 PD-1/PD-1 U > REREIE, 23
AR URRF A 72 T ML OWEBEEZ BT 5HFD—>oL LTEZX LT
Do

ARFNL, SRR OFE R 6 PD-1 OffifasEg (PD-1 U 7 REAREIR) ISR A L.
PD-1 & PD-1 U Y REDEEEET DI LICLY, DAFURERERNZ T Mok
PEAL K O AABIRNE k9 2 AR IRE G M 2 58 5~ 5 2 & TRk e PLiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER )T 2 Bl 2R EIC R0 55 b0 L MIfF S,
RN R e CEMEM R EZ BR<) BE LR E LB Z Em L, Ak, &
MR OEEMED RS STz,

AFNOVEREFFIZ 35 < B EE O RIERISIC K 2 BITE SR & b bdu, BT LTI
ELAEMEDN S D, ARNOEGH R OREGRIZIT, BEOBRE H0ITATO, BENR
O BIVIEE AT, B LI HBUTIE U REFIRY 20 ik & REBR 2 Ff D[RRl & s L Col
IR 24TV BEOREIRIZ L DREIER gD 2 581213, BIBEE AL
T HIOEGEOHYVLINEZAT O LER D D,



3. BRERAE
MR R GRS 2 Il A B <) ORGRIRFIZRI 21T - 72 E 2 BB O pliig %
7‘]——\“@‘0

(f2hE]
O ENE DR (HCM-002 3U5R)

AR b R o Bz AR 2 B < MR P R R 20 1) A XIS AR 240 mg & 2 IR
THAEEE L, FERHMEEE & Sz PRSI L ORIERRA L AT 58E (14
i) HEVCRBIT 5 FEHER (RECIST A KT A > 1.1 i< CR X PR) 1% 35.7%

(95%(EHEIX[H] 1 12.8~64.9%) Th o7z, £z, RERITIBWTEE L 72 1HH 0 FEhE S
NIRRT DN G INET — & RN D HERI L2 35A ORRERICK T 5 b E
(2 EDZENFIT, 20.0% (95%[EHEX ] : 5.7~43.7%) Th -7,

(51 SR o A S OV D IR 28 22 19 B R 1 B AR B, BT
HOfM gL SN-BEIL. TNREN 1AL 1Bl TH 7=, T—F 0y b4 7 BRICHET Sz
GERHRAT I BT LS X | BRBRIT B TRELL ST IR AT 13 DAL T WE T — & 2SR S, #85
%5 (PR) LHIESNIBE | FINGEND,



[Z241E]
OEWNE TR (HCM-002 5U5%)
HEFERIX 1920 ] (95.0%) IZBH BV, AHE ORRZEFENEE TE WA EHR
5213 16/20 151 (80.0%) Z#WD HALTz, FHLHEN 5%LL EORWERIZTRDO LB THo
776

£ 1 FEBREN S%LEORIER (HCM-002 3RBR)  (REMMITIRER)

HERIRHE B (%)
FEAGE 2051
(MedDRA/J ver.25.0) 4=Grade Grade 3-4 Grade 5
2EIEH 16 (80.0) 2 (10.0) 0
AL e
Ly EE PR SR 1 (5.0) 0 0
PG WA
BB EE R A 1 (5.0) 1 (5.0) 0
R B RE AR T iE 4 (20.0) 0 0
AR M
FEMELAE W) 1 (5.0) 0 0
B Ik E
JEER AR PRk 1 (5.0) 0 0
{550 3 (15.0) 0 0
T 2 (10.0) 0 0
B JE 9P 1 (5.0) 0 0
— % - EFEER X OGO
PR 1 (5.0 0 0
FEER 1 (5.0)
JERYSER K OV HUE
AfEd v ¥ 2 hE 1 (5.0) 0 0
R AR AR AT
TI=rT ) NI UAT =T —E N 1 (5.0) 0 0
77 —Emn 1 (5.0) 0 0
TANGE BT I 7 N AT =7 —BEN 1 (5.0 0 0
M=o s e 1 (5.0) 0 0
LT — LR 1 (5.0) 0 0
T ERER A N 1 (5.0 0 0
R L Ok EE
R > ME 1 (5.0) 0 0
B R R B & O Rk 5
Ram 1 (5.0)
EZ kAR 1 (5.0)
PR A B 2
(IR S 1 (5.0)
R 1 (5.0)
BB LRSS
B RERE R 1 (5.0) 0 0



LN B (%)

FARGE 204
(MedDRA/J ver.25.0) 4=Grade Grade 3-4 Grade 5
MR SR, MRS K ORI
Ji 7k 1 (5.0) 0 0
FeRGHs & OV TRk s
B2 R L 1 (5.0) 0 0
TR 1 (5.0) 0 0
JRD RS 1 (5.0 0 0
Z D FEIE 2 (10.0) 0 0
5 5 (25.0) 0 0
R INTRZ SN2 1 (5.0) 0 0
Z O PEME B 1 (5.0) 0 0
] 1 (5.0) 1 (5.0) 0
I A P
= L 1 (5.0) 0 0

—

¥, HURNRPEREREE 4 ] (20.0%) . #REEREE 2 61 (10.0%) . ®IEHEGERE 2 f

(10.0%) . BEBUTRLARAE/ X A F—1 61 (5.0%) . NHFBERERE 1 1 (5.0%) . HED
FeIEREE 15 (5.0%) KOVDEREE 16 (5.0%) 2380 bz, £z, REMEMZEE,
HEIEAIEAE, DR, e, KRBk - /NER - BEO TH, 1 SR, BIRETR.,
FFA4, AFZe, SRR 28, T MRHERERT S, BIFEREmE . MM - BEIRZR. SR
JEMRJE, infusionreaction, HLFE 7 MikFEs, MERE RAEWRE, 5%, Bk, EEDOH K,
SIS, R, BEE L OVEFLIZEED SN2 - 7o, ABIVERFEHLIR SRS
HES BAREERELEL) 2 E30EHERE =T,



(ML - HE]
AFNOREMARYEEET LV EFIHA L2V I 2b—2 3 280, AH| 480 mg % 4
T IR TR 5 SUFBEAGR O ik - RS TR LT BROARF oI PR E SRS
7o EORER. KA 480 mg & 4 HFMIR TG L 2B EFIRIBIZ BT 2 g+
BHE (LATF, [Cags) EWV9,) 1E. AHKI 240 mg % 2 FREIFIFE TG L7ZEED Cugs &
BRIT 5 L THlEn (F#£), £z, A4 480mg % 4 HFMR THRYG LIZEEo @k
BRI DimMiE TRE (LT, [Chass) £V 2, ) X, AH| 240 mg % 2 #HI[HIFE
TG LTCBED Chaxss E L CTRIEZ T & TPHISNTZH OO, AARNEZIZBWT
DEMENHER SN TWA AV - & (10mgkg % 2 B THKY) TARAIZ#S5 L
BROD Cinaxss & LTI Z 7R3 & FRIS L (THR) , AT, #EOBBEICES TS
TR FESE . AHKI 3mgkg ((RE) L 240mg % 2 HFMME. 35 L < (3AA] 480 mg
Z 4 BRMR TG LB OARA OMREE & & B UIE R0 & ORI & REH 5%
BOGET VAERE S, BEBEEIC YW CTRFBATTO R, ERRoHE - HEO
[ CH ZME L OV BV R 22 R IT v & RIS L7z,

R3 FAOEWBE T A—F

- R Cinax Chnind28 Cavgd2s Cmax.ss Chmin.ss Cavess
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (pg/mL) (ug/mL)

S meke 2W (352 .760-8) (16.25?50.3) (21.3; '4?3.9) (75.1){3171) (27.612,'107) (42.717,'?27)

240 me Q2W (51?1%.103) <23-33?'§9-0) (30.‘;670.9) (10;,5254) (41?57,'51;58) (62.11(,)91 87)

480 mg QW (10%07) (15.25?17.4) (37.?)3,.;)4.8) (14?,1 236) (27.751,?37) (62.11(,)91 87)

10 mgke Q2W (142,9322) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 §03) (232,7277)

HRAE (5%, 95% )  Q2W = 2 JE[EIFEIFRE. QAW : 4 JEHIIFE, Cumax : FIEIE 5% O fe B 0LIE FHLE . Crninaas ©
R G-1% 28 H BIZI51T 2 BARMIE IR, Caveas © WG 28 H H E CTOFHMF PR, Craxss :
TEFIRRBIC IS D R TG P IREE | Cominss © EFIRBBICET D HARMIE PIRE . Cavess 1 EHFRIRBEICIIT 5 F
5] L 7 FP R



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AH D EFE 2 MR BIE B~ 1 A
N DR T > T, AFNOEGN@EE) 72 BE Z2W - FrE L, RAIOFGIZ LY EHE
REWER ZSEBL U TZBRICIG T2 2 L A EE 7= LT OO~@ DT~ T & 72 7 i
RIZBWTHEHAT 22 TH D,

O MEFRITHOWT

@1 Fio (1) ~ (5) OWTNITEY T Dk THDHIE,

() BEAFERENEET 505 A RE LSRR S FE R A BRI AR L
Hitsl A3 A2 S IL RURPE . HUEAS AR &)

() FrERRERPE

(3) ABENFRFNFENIEE T D03 AURFEEERRT (DS VRSB EWbE. 23 Ui
IR, A AR HEER 7 )

4) I RALFHIEE A FRE L, ARG L RIE2IRR 1, A RIS b L2 e 2

ANTH SIS SR 3 OfiRR R HEI AR D M 21T > TV D itk
(5) PUEMEREBAIAL T & BN O i g% FEEIAR 5 B H 21T > T D il

O-2 ezl CEMERBRER EIEZ R <) OILFRIE L O RIWER R BLIRE ORI Z 157
TRANGE & RBR A FFOERT (FEOWTNNTEZ YT HERN) 25, Y2 O AFNC R
TAHREOEMLE L LTRESNLTWSZ L,

7

o [EAIRFFESE 2 FOMMINHEZE T L721RIZ 5 L LD AIRROERIRIHE 2
ToTWHZ &, 526, 28U LT WARYREL L LEERRIESZEOIHME %2
ToTWsZ &,

o [ERNRFFIGH 2 FOPEIWHEZE T L72&IZ 4 L EOIKERE AL T\ D
&, 9B, 3ELLRIE, EMEREE CEMRE TR IE AR <) D0 AL
5@75‘ /‘Si’%@ﬁuufﬁf@%??OTb\é_ko

© BtADERMEREBEOEKHIZONT

A BLUCIE S 2 BMEE L E S, BRSO OB D . A2 - 2
e ETQ%E’JTEJ%&@@EE&U\E%# A DRI A EFRNREAE LGS OWE
. FRESNITT DN D IEHINE > TN D Z &,




@ BIEA~ORIEIZDOWNT
@-1 Rk BE$ 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
EEE IR 2B T, FBL L 72 RITERNCIG U CABRE LK O CT S D RIEH O#E RN 2
FRRAORE RN Y BRI S, B BICHIEATRER KR -> Tn D 2 &,

@-2 ERHFEIC L 5FEESINICET 22N

S ARSI D BEPIR 72 5 e O\ Re 2 A 2 BIRIERE D EltE =2 ) v 7
EEDIEROA Y ) == T ZATOERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAHNCOWT, DABE L ZDOFEEIZHHIZHm ST
WnHZ &,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMEMEEIIN 2, BREAEDRE, Ok, Tk, BT RAREE ., KIBX.
NSE, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHERERES . JHFK. BibrEinE
K. RURIRHERERETE . PERAEEEEET, mhikkEE, BEE. RIBEE, Mk, fiEx,
FHER, BEEOREEE, FlRMA2ZERIE, infusionreaction, HHE 7 MKEE, MEKE
BIEGERE, M5, R, HEOBHR, SEIBER, WMEORERIG, WIREEN, Ol
[ (OEARED « RIR - O PEMIAMGHESE) | ARZFEREE . IS I, BEFLSE) 12X LT,
MEIME R ST R B O B 2 5 T S EAD & U (BIER O ZWroxt S IcB L
THEROXEREZ T ONDLIGFMHICH D Z L), EHITHEY) 0 ALE D T X 5 IKH 3% -
TWnWbHZ &,



5. REMBRLLRDBE
(AL B9 % F ]

@

@

TREOBHIZBWTAAIOHED /RSN TN D,
o EMEMRE SR 2 bR < MR R

TRLUCEEHE T D ARF OB K O THEIZ DWW T, RAIOFMERHENL ST
BoT, KAOREIRE LB,
o OFUEMEEZH & OfFH RS

[Zz 4pE I B4 % $H]

@

TRICEZY T 2BEICOVWTIAFIORE R L INTWDZ b, 51T
DN &,
o AHNDOESTITHR LIRHUE DO RBAERE D & 5 BH

BRI ORI IZ 3T FRLIZRE Y 2 BE IOV TIE, AFOFGIFHERE S e

DS, AMOTEPRPUE D R WIGEITRY | HEICAHRZENT 52 L 2B TE D,

o MEMMEEOAI IO H 5 BE

o JRoE I AR A CRRVE R 2 58 6D D B M ONE BN O T B T i 2 <0l Yt il 2%
LEOICRIEMEEA DD B

o HORERBOED, B L < IEZFERMEO B i R EB OB TR D
b5 EE

o g A GEMmEtMiaBREZ ETe) Db D BE

o OB IIBE A AT 5B

e ECOG Performance Status 3-4"2 7 &

(2 ECOG @ Performance Status (PS)

Score | %
0 | &<MERIEHTE 5, B CHEAEESIHIRZE T2 5,
| AARIICEL LUVEENIHIR SN DS, SITATRE T, BB > TOEEIIITO 2 LN TE D,
B BNFE, EEEE
2 TR CHGDOH DRI O Z L 13T N THEELEDERILTE W, HHD 50%LL B1E~<y FACE I,
3 RONTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O el TERY, BECy R KBTI d,

10




6. BMEICERL THEETREEFIH

I SRR 2, & AR B3 DRI 2 ERFE 12 5D & ARH O FriE K OVl (Ef#
RO 7= DI B HE B L bR« 2 L,

TREBRAAIC SN D | B XX 2 OFEICHIME L OERR %2+ L, RE 215
ThoEETHZ L,

FREWEH O~ R T AL MZDOWNT

@

@

FMEMEREN D oD ZENH DD T, AFOEEIZH 1= > Tid, BKRE
W (REWL ARIEE, ik, FEEVE) OREFE M O X S d o FEhnd, Btz +5
ZATH 2 &, Fo, MBS U THE CT, i~ — I —FDMm&%Z T+ 5
Z &,

AFN O EILEE D infusion reaction (i 2 CEARFZ 322kt D T& 5 U
faAT > 72 L TRt 2 2 &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
BHOLOLNDZEHHDDT, KFIEGH R OKRABGHE T HIT A Z A
YERET H%, BEOREBE+SICBIEET 52 L, 70, infusionreaction &
L LG E 12, R TORELOERPERIZEIE T 2 £ ChEE 2 o8l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G- B I3 E IR N0 sk RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 & & 2 bl dikx REEOWE
DHLOLNDZENHD, BENRDOONTHEEITIEL, BERLLEFRITL U
B 72 ek & Rk 2 e Al & i U Cl bl e BRI W 21TV IR D
FOGIT X 2 BWER DN g0 2551 21E, AFNIORFES T I, R ORIE BE A
WEVRIOBRGEEZZBETHZ L, 2k, BIBREFRLVEYOEEIZX0EWE
M OYEEDRFRD B WA TR, BB RE ARV - LISt O Sz il Fl o8
HEET D,

BeGAET %, A S8 ARE L T LEWERDRBELT 2 Enb 5729,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUOBE R (BIE 1 BUBEIR WS 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRMH-FEOER DR B MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN ICIEREEZRIE L, AR 8l
Al OF 5 E DY L EZITH Z &,

BUENT 2. TP, ITHEREREE . ITR. B{LEBERRH L OND ZLnd D
DT, EHIIITHERERE LTV, BEOREEZ H3ICBET52 &,
SEIERNHLDONDZ DD DD T, IBRORE OF A EHICHET 5
&, o, ROBEFERRD ONIGEITIR, HeNCERERLZ2 T2 X
IRFEEEETL L,

11



@ AFI ORI T, 6 WH I LITHMMEDRE 21T > TW e Z L 25 BT,
ARANBE G-I E RN BHERAE THHROMERBZIT O Z &
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REFEHEETA FTAL4 v
=R N~T (Blor#x)
~ b B2 R B A~

Sf6HFE2H (Ff64E1 2 A%ED)
B A T @4a



A

H &

X HIC

AR ORR, 1R
P R A
el ANE
BehGxtg & le oI

BEICER L CTRET & HIH

P2
P3
P4
P7
P9
P10



1. IXC®IZ

EIGOBEINE « ZEMEOFEROT- DI, IR SCEZEIZI S Wi E el 2R D
b5, DI, IWEOREEMOMEAIC L0 | FUREIRSL 2 & OFH 72 BriR 1E A%
FEEMPEBEINDLHF T, ZDDERLEZEICHNERBFITERMT 52 L PRED
FE L 7o TRY, BREMEGEE & DA #2016 (CFARL 28 456 A 2 HMRILE)
ICBWT S, HHAER LSO ORI HEEZX S Z L LS Tn5,

FREARTERLIL, KEEAOCRENE T 0 7 7 A VBB FOER L6 R
RHEZENDD, ZOID, AR OLREMICBET 2 IERD SR T 5 E TOM,
WHEIGLOBEERZIT 2 Z ENMFIN L BEICH L THERT L & L bic, RBIfE
R LT BRI B 25t g & D 2 & A AHE /e — 18 OB 25 7o 3 R B <l
HZENEETHD,

L7eo T, BRIA RTA TR, BABBERELZNETITHE LTV D EFIEFH -
BRI IS & | DUN OEIRS ORE 2 2 HET 2880 6 B Ef, & x
HR O EERERT,

B RKTA BT A L, MSIATEE NEIE S RS OHE . AREENEANR A
ERRRES s, — M EEE N B RERR N FHE S K OVARSAE AN B AR ER 2 O 7)
DY EAER LT,

KL IR HEM =R~ T (&R T Z)

R ERDMEING  RIGEIFRARRE/RHETT - FRFE D b7 R KRG T g

R ERDMERCHE « W%, RACIZ=Rr~7 (EaHHEikz) & LT, 18 240mg
% 2 G SOE 1 5] 480 mg % 4 MM CAMEFET D,

¥ F L /NEEER TERA ST

&

clt

ok




2. AF| DR, 1ERRF

=R~ T7 (BB CUF. TARAL o, ) 13 /NS TERASH &
AHE Ly 7 A% BTV AL <A Y —X 2747 (BMS) ) 2BE% L7-t k PD-
1 (Programmed cell death-1) (Zxf3 5t FMl1gG4 &/ 7 u—F AR TH D,

PD-1 (%, J&MEAL L7V 88k (T fife, B ML N F =27 0% 7 —T fijg) LKOvVE
BERMARIC R BT D CD28 7 7 2 U — (T Ml b 2 MBI IE & AICHIE3 5 5y
THE) R T 2% B TH S, PD-1 IIHURIR MRS 5 PD-1 U ' R (PD-L1 &
O PD-L2) EfEA L. U2 RBRICMEINES 7L 2R L TU Vo REROEME LR IEE &
ARSI LT\, PD-1 U 7y RIZHURER RSN & N Okk & 7o FEEFARRIC R EL L T
BO ., EERAEEF DU LA D PD-L1 OFEEL & il O L7 &
ORNCADOFEEBER H 5 = L NHE STV 5 (Cancer2010; 116: 1757-66) , F£7-,
PR E RS TR TR EAT DA X —T B~ (IFN-y) 12X~ T
PD-L1 OFBNFHE S, 868 UG IC 31T 5 PD-L1 DR EL & itk D A F IR &
DN IEDOMBEBRAH 5 & DS S H 5 (Sci Transl Med 2012; 4: 127-37) . S BT,
PD-L1 %583 Bl S W7 23 AMRIRIE, PUEURR LAY CDS [tk T AR o0 Ml B 5 S5 5 14 4 I8 55
W 528, PLPD-L1 HUA T PD-1 & PD-L1 & DA EILET S & 2 OMIEEEMEM ]
TWTDHZLEIRENTWD, D Z L5 PD-1/PD-1 U B v R, AN HUR
Fe 5L 72 T MR O O WBEZ BT D2 FO—> L LTEZ LTS,

AFNE, FEHEBRORKE K PD-1 OffasaEsk (PD-1 U H > R &) I2RE L.,
PD-1 & PD-1 U WV REDFEAZIETSZ LICX 0., BAHURRREANZ T MO E
LK O AFRREZ T 5 MRS EIEE 2 R 3 2 2 & TR e itiEEsi R 2 "4 2 &
DER I TV D,

TS DN | RFNTEMEREZ 5T 272 7218 RIRIC2 0155 b o & iR S,
RIGEIBRARE /2 AT « TR O ERCR B BRI BT & 5t G & U 7oK s 2 520 L |
Ak, LM OB R S L,

AFNOVERABE IS < BEORERISIC L DRIERS RS S, EEXIILTIC
ELRRMEND D, AFOFE T KO GHIZIT, BEOBIEL 012470, BFE1H
D HNTEHEITIE, BB LI FRITS U7 fP R 72 ik & BB 2 RO Al & i L T
B2 8RR ATV RE ORE UG L HRIER NSO DG, BIBRE RV
TR OB GEDOWE Y RILE ZAT O LER S D,



3. BREREE
HRIAEIRARE /R HEAT + P96 > b M R BN S O ARSI FR A 24T > 7= £ 72 B
BR oD AR 2o~ d,

[ %hE]

O EWNFE TR (KCTR-DO14 #5)

RIREIBR AN REZRHEST - FR D LRCR B BRI R 31 6 (T RoiAaE 20 41, LK
HERE 2 B, AESN T = N 4 6, BE RS S B (=27 U R fLE 3 B, VTR
B 1B, BRERGEE 16 ) ZxPBIT, AKI480mg & 4 HRIMGE CAEEE L, FE
P H Tdh 585303 (RECIST A K7 A > 1.1 fRICHES <IN H I 12 L% CR X
I PR) 1% 19.4% (95%(EHEXH : 7.5~37.5%) Tho7-, 72k, FRNIERE L7-FEIT
5.0% Th -7,

JRELAHRAL B D Z8%h = (RECIST HA K74 > 1.1 fRIZEES NI ElIz L5 CR
XIXPR) (. ABHEIGRE 20.0% (95%EHXH  5.7~43.7%) | HEHMINE 50.0% (95%
fEHEXR] : 1.3~98.7%) . FEA ST = v MF 25.0% (95% (58X : 0.6~80.6%) | L
JE A EEE 0% TH -7,

F o MERRE DGR ON—2F A4 b DR BZE(LE (RECIST A4 R7 4 1.1
R EES <MSZHICHE) IXFTRID LB Tholz,

K1 EHREOCIEERMOR—25 4 U0 DEEER
(RECIST 4 FZ A4 » 11 AR, MOLHFRHEE, 221 E9B 17T BT —F Ty v 4 7)



[Z241]
O ENFE TR (KCTR-DO14 3-5k)

AEFGIL 2931 B (93.5%) IZRD B, KAlL ORREBERNGE TERWEEFS
1% 18/31 il (58.1%) (2588 BTz, HBLEN 5% LL EORWERIZ TERDO B ThoT-,

F£1 FEREN5%L EOBIER (KCTR-D014 3RER)  (REMMITHEBER)

BRI HH B (%)

HEARGE 3144

(MedDRA/J ver.24.1) 4=Grade Grade 3-4 Grade 5
2FIEH 18 (58.1) 4 (12.9) 0
Mg LY R REE

E=gil 2 (6.5) 0 0
PN sk 55

FII'E e~ 4 2 (6.5) 0

FFR A RE TUME RE 4 (12.9) 1 (32)

FOR IR REAK T iE 3 (9.7) 0
—f - EFEER X OG0 RRE

TR 2 (6.5) 0

FEEN 3 (9.7) 1 (32)
B R AR AT

1 H FR AR AR L R 4 (12.9) 0 0
MR as . MEhds X OEhm ks

IR P M 2 (6.5) 1 (32) 0
ek X OV T A RRRE

Z 9 FEE 2 (6.5) 0 0

¥, HURIREERERETE 11 51 (35.5%) . MVEMENGZE 2 61 (6.5%) | EIEFFEREME 2 f
(6.5%) . BERUFBEARIE/ 2 A/ SF—1 61 (3.2%) . FFEEREREE 1 1 (3.2%) . FIE(AHE
REfEEE 1B (3.2%) . MRRRFETE 161 (3.2%) . BHRERE 1 6] 3.2%) KOS E HIEK
16 (3.2%) RO BTz, £z, EIEFHMEIE, OAK, k. KIBEK - /NEK - BE
O THE, 1 RBERSE, BIERTAR, FFARA, ITR. B LMEARE R, Mk - BBk, BEEDK
[EREE . Bk A2 FEA2E, infusion reaction, FEFE/RMEfEE ., MERERIEMERE, fEEZ, B
K. HEDOBHRK, DIERES, RIFED:, g HiM, EFLITERD o7, REIEHF
BLROUIEEES (RRMAEEET 2 51) 2a0EFHERZ R,



[ - &)

AHFNOREMEYFETT A ZFHLIZY T 2 b—a 2k, AH1480mg % 438
W1 IR T4 5 U BEAGE 0 FIVE - RS TG LT B OARA O M H I E ARG S vz,
ZOREF., KKl 480 mg % 4 WRHIFIR CTHEG LIZBEROEFIRIBIZIS 1T 5 T2 M i
(LT, TCagssl EWV9, ) 1E, AHI240mg % 2 BRI TEE- L72BED Cavess & L
THEFHENT (FH) . £/, AH480mg & 4 WREIRINE TG L= & Fikieic
B HEMIEFEE CLTF, [Cuxs) &9, ) 1E. AAI240mg % 2 HEF MR TS
L7ZBRD Chaxss &L TEEZ R T & TFRISNZH DD, HARNBEIZIB W TEAME
DHER STV D FTE- A& (10mg/kg % 2 BN CREE) TARAIZ BEG LT2EED Coaxss
L L CTIRfEA T E PRISh (TR) . AT, BEOBEICKIT 57 —ZI1ckD
X AK 3mgkg (IRE) NIE240mg % 2 R, # L < 134K 480 mg % 4 i R bz
TG L TZBEOARF DR B & A 9WE XM & OB 2 it 2 EE RS E 7 L)
S S, YRKBIEIC O W TR ATk R, ERRo Ak - AROM THOMER O
MR R T & TRIE LT,

K2 FHORYEEBNT A—F

s - Crnax Chind28 Caved2s Crnax.ss Chinss Cavess
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ng/mL)
S meke @2W <35~52§ '7608) (16.25?50.3) (21.32{ f3.9) (75.23171) (27.612,‘ 107) (42.717,'?27)
2A0mg QW (s 1.712,'103) (23.33?'539.0) (30;?'670.9) (10;,5354) (41?57,‘51;58) (62.11(,)9187)
50 me QAW (10;‘;07) (15.25?17.4) (37.?)3,';)4.8) (14?,1 §36) (27.751,‘?37) (62.11(,)91 87)
10 meke Q2W (14;9;22) (86.959,.?32) (101,1 ?48) (323??25) (18421,1 goa) (232,7277)

il (5%, 95%45) . Q2W : 2 ARG, Q4W : 4 BRARIFE. Cmax : FIEIFE5-14 0O & & ML P RE
Crinazs : PIAIF 544 28 H BIZR T 2 BARMIEHEE . Caens : IR 28 H H £ TOFH MG HEE,
Craxss | EFIRFEICHIT DI MG IR, Cminss © EFIRFBICE T DHRARMIE T IEE ., Cavess : ETIRAEIS

BT B R M PR



4. HERRIZTDOWT

IS Y R 7 E G (RMP) (ZH-D & AHI 0 BEIE G2 MR LTS B~ O 1) ) (R
W DHER Thh o> T, KAOEGNEO) 2 BFHELZW - FFEL, AFOREGICL Y EE
REIWER 2B LTRSS T 5 2 &R E =0, LFOO~Q@D T X T &z 7 i
RIZBWTHEHT 2 RETH D,

D HEERIZ2OWT

O-1 Fio (1) ~ (5) OWFINTES T HiERTHD Z &,

() JEAEFBRENSEET 503 ABEEEEISFRRS  ERE RS A RGERE LSRR,
Hidgk 23 AU RSB RUR e, HUE A A BB IRIR B 7R &)

(2) FrEREREIRRT

(3) HBENFRFNIEDHEE T D03 AR (D3 VB ERPE. 2 AR i)
TIIRBE, B AR EEHEE R 722 &)

(4) IRALFRIEE 250 E U, S RIEE LA RIE2 R 1, SN RIER bRk 2 ekt 2 X
XA SIS L RIS IREL 3 Dk IR D H 24T - T D itk

(5) PUEPEREESHI AL & BN O it gk J I AR D H 21T > T D fitiak

O-2  LRGRBEE MR O 20 TE K ORI E I FE B O R S50 72 ek & R BR &
OEM (FROWTIMNTHYTHEM) 25, YL RBOARANE T 5RO ELE
ELTRESNTNDZ L,

*

o [ERIGFFEIFE 2 FOMMINHE ZE T L72RIC 5 LU LD D ATERDOERIRIHE 217
STWDHZ &, 9B, 24U RIT, BAREYRIEZ & LRRIES S OFHE 21T -
TN5HZ L,

o [ERiREFESE 2 EOPIEIIMEZE T LI21RIC 5 4ELL o B2 VIR 2 9 O B R
BEBRAFLTWSZ L,

@ BREADERMFEHREHEDOEHIZOVT

R ERE P F T 5 SMEA D E S, BN ofFmEn, Aot - &«
EVERERITE MO E B NEMSII ST D EHRIZ M, AFERNEE LG EOWE
. FERHELDIATON L EHIRE->TND Z L,

® BIER~DOXRINZDONT
®-1 BIWEASIBREO S Sz B8+ 5 Bk

VR M AR R O EE R RIE 23384 L7 BRIT, 24 RERIESIRRIRHI O T, Sakhisk %
HHEERERIC BT, BB LZEIERICIE U CAREE K N CT ZORIER ORI /3
RIREORERYG B PIZE DI, B HICHHEATRE R K HI A FE > T D Z &,




Q-2 ERUEFL L OAEFRAIGICET HEM

N AR D D M 7R ik S OB B2 A 9 2 EIRIEFE DRIER e =42 ) 7 %
BOTERD AT V) —= 0 T 2fTWEIRIE & a1 TE 2 F — LERAHI D =
NTWDZ e, 2B, BEAEHICOWT, BDABE L LTOFRICTHFITAmMENTND
Ze,

@-3 BIER OB LHRIRIZE L T

RIWEH (RYEMERRR BTN 2, BEEA I RE, Ok, ik, BRBHRAEE, KBK.
/NS BEED TR, 1 BUBERRIA . BIENT & P R4, IFReemE, s, bR 28
HURIRBERERR . T S (ARBEREMR & | PRCPR T IR BIBFEE . k. BEEK ., R,
HEORZERE, HIRMARZELRE, infusion reaction, /2 MRMEE, MERE BIEGERE,
fatz, R, HEOHR, S ER, WEORERIS, WIRRENE, DlEEE (05
&« ARIAR - DEPERISMGHES) | ZREFERES. ML, JEFLTE) 1Tk L T iRk X
TR O B2 A3 SR & B8 U (BIEH OZWr-oRH S IZBE U THRE R UL
BEZTONLIFMICHDZ L) | BEHITEURAEN TE HEGDESTND Z &,

K



5. BREXBLRDBE
(A 5hIEIZ B4 2 FIE]
O TROBEIZBWTAROFEIMENRINTND,
o RIGUIBRABEZRMELT - B D L RR R R

@ TFRISZUT DA OFE K OERGIEZ SN TR, AFOFDEPHESL SN TR
59 AFNDOERGXZ LR BN,
o fOTUEMLESH & OfF RS

[Z 2RIz B3 5 5]

O TRICZETIEFIZOWVTUIAFORENEERE SN TNDHZ &b, &5 51T
DNz b,
o KA LSBUE DB ERED & 2 B

@ WRATOFICIB T TRIZEY T 2 BF T OV T, AFloGIIHESE S ey

D, A OTRFEEPUE DN R WIGEICIRY | HEICAFIZHFEHT L2 L 2ZETE D,

o MEMMEEDOEHIITITEDH 5 EHE

o JERE IR A CHRIE R 278 8 2 B3 M ONE B OO KU iR 2 <0 i YL il 2 %
D RAEVEZAL DS 2 S D A

o HOREERBOGO, UTEBMERZRE L IXFERMEO B D@k B OB TR D
boERE

o g &Ml REZ E1e) Ob 5B

o OB IIBE A AT 5B

»  ECOG Performance Status 3-4 " @B

(ED ECOG® Performance Status (PS)

Score | EFe

0 | &<MERIEFEH TS5, Bl LlFE U HEAERNHRZR AT D,

PRREIZI LUEBNIHIIR S 225, BATAIRE T, BAIEESEE > TOMERIIITO LN TE D,
RS N S

BTRIEECHSDOH DRI O Z L 13T N THREIEDEEIZTE 2V, HHFD50%LL Eid~y ATl 27,

[BHNTZEHSOHEDEY DZE LTERY, HFD50%LL EE Xy Rk Tl =9,

AW

ALENT RV, BAOHFOEY OZ L34 TERY, BEICy R+ T4,




6. HREIZBELTHEREITREEFHE

O WACEZITM A, BIERTEEE DRI 2 RS D & ARH O Rtk & OV EAE
RO DIZ B R ERE I L T OERTHZ &,

@ REBIBIZIENL D | BBE T OFRICA DR faltEZ -+ L, REZ5T
NoEETHZ L,

® ERFEWEHD~RT AL MIHOWT

MEMEMEEDRD LOIND ZENRD LD T, KFIOEGIZHT- - T, BARER
(WP PRI, nmik, FEENE) OffEsE M O X SR o Ehi%, B2+
179 2 &, £, LENDIE U THHES CT, i~ — 0 —HFOMmEZF T 52 &,
AHKN O 51X HEE D infusion reaction [ 2 TEERARFIZ 43 72 %I D T & 5 i
ATo 7 ETHIET 5 2 &, £72. 2 [ HUBEOAF# G-KFIZ infusion reaction 73
HobNDZEbHDHDT, KFEG T MR G THRIT AL Z P A
ARET D%, BEOWREEZ 0T8T 5 2 L, 7235, infusionreaction & FE 5l
L7 aicid, BEToEELERPERICEET 2 E TREZ +o8lET 5
ek,
RS RERE S T EAEEREE M CRIEREERNH O ONDL 2 ENH LD T, K
F D1 G- AAET M OB G-I I3 E B N i sefe & (TSH., 028 T3, ilF
#E T4, ACTH, IF = /vF Y —VEORE) &2FEfid o L,
AFIOEEIZ LY WEOREFRICTER T 5 &5 2 b D Ek 2 RFE B RE
NHOLOLNDZENHDH, BENRDONHEEITIE, BB LEFRIISUEHE
FH A 7 NGk & R85k 2 FEO PRl &l U Cli bl 22 88522 W 217V, I8 OE X
SR K DRIER DN B 2 56 113, AFIORFES T ik, R ORI RE ARV
CHIOERGEEBRET DI L, 2B, BB REARVE ORI E Y EWER DS
TNRD LR NVEAICIE, BIBRE R v DSOS OB &K
THZ L,
PEERET %, BB O ARE L T GEWERDRBELT 2 Enb b2,
AHN OB THIZHEWEH ORBBUC2IEET H 2 &
1 BUOHE RIS (BIE 1 BUHEIR IS 2 5 de) b bbb, FERWMES 87 v R—U R |Z
BLHZENHLOT, Ag, El, IEHEEOTEROFBLCMPEHE D A2+
BT5Z 8, 1 RSN EDNIZGEICIIEG 2RI L, A4 R Ao
HEDOWMYIRAE LT Z &,
BIERT 2%, B4, TTREREREES . T2k, B LEIERDHODONDL Z LB DD
T, EHHICITERERE LTV, BEOREZ oIl 8lE2T 52 &,
SEVERBRH LN ENRHDHDOT, IROBEOFREL EHICHRT D
b, Fo ROEFENRD DNTGEICIE, HONIERERAE 23589
BELRRETLZ L,

@ ARIAIBRARE AR T - TP O b BR B BRI AR (AT 97 2 BRI AHI D RRIR
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RBRICBW TR GG 8 WM Z &AM Z1T > TWZ L 22 EBI|T,
ARANF G- PTE RN ROMER 21T 9 2 &,
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