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B, BEILE) LT, é’l

MR IS B

T BB B L ET S EM LS L BUEROR

o i B L CIRE R OB 22T b D&
ZhBHZE)] EHICHEZAER TE DEHISE |

OTb\é:&O

Eﬁ%f/%/)/ﬂﬁ@%ﬁﬁﬁ%@ﬁ%F74/®&T-ﬁ(ﬁmﬁ%ﬁ)

b1} H

Y-y o (FRREEREED) B (BRI HIER)

2= XL AERVAR  @B%,. RAK=RAVS | 20— W& A RERCHAE  BE. RAZE=FV
7 (EEFHEELZ) L LT, 1[E 240 ng % 2 M ‘ 7 (Bl E#Z) & LT 1E 240 mg % 2 1A[H
fIfR X id 1 18] 480 mg % 4 A[H Fﬁﬁr‘(lg{%%&j_é , Rk CARMEEET 5 '

7TR—=Y [ - AE] ' TR=Y [FiE - AE]

' (H&) - (H8)
*3 ?Fﬁﬂ@%%ib BT A—F #3 AEOEWERENT A—H
(F£ W) (F ¥

¥ 7 AFOREMAEYBIIET TN ZFIH LEys

alb—¥a ik, KKl 480 mg % 4 BEHIET

B IBEAR ORI - RS THRE L ROAHA]

DMIEFREI RS SN, TORR, AH] 480 mg |.

% ABAMETRE L BOEERBIBI DY
BMEPBE (DT, (Cuguel EVV5,) W, AH

240 ng % 2 WREMR THRE LIZERD Cog o & (N




LHEFHISNT (FFR), Fie, KK 480 mg 2 438
HERTHEE LEBEOEFREBIZBITA2EENE
FERE (AT, Cupssl EV5.) 1E, AHI 240 mg

Zz 2 BEERETRE LIEEED Cu o S B L CTEE | -

ZRYT ETFRESNELDOD, BARABEIZBOTHE
BEEPHER SN TS HE - BE (10mg/ke & 218
HERETERE) THRANEZEL LIEED Cpp . & B
LEEEZRTEFREAE (FF), mx <, &

BOBEICB T 55 —F oS % AK 3ne/ke (K
BE) F2015 240 mg & 2 ARIRR. 2 L < 1A% 480
mg 7 4 AMBRTRES LEEOAAOBRER LA

IR e L DB RN ABRERSES
ABPHEE S h, YEEEIC SV TR TR
£, FEOMAE - BEOB CEMMER REMIZH
FERFER TRV E TR SN,

8~ —3 T4 _ AR OEBEEE T A —F
(& B
9= | O HERITONT - 8~ —v | @ MERIZOWVT

D-1

TRD (1) ~ (5) OWFThTEYT
DR THDZ &,

(1) BABBREREET 51 ADEEREIL R

Bes (ERETIR S A B ARIEHEHLARE, Hils
P A RBRREHEILRURRE, HUE S AR R e

O-1 FRED (1) ~ (5) oVnPhhlicyt

AR THB L, ' :

(1) EABBREIIEET DM A D IOEEILS R
s (EREATIEAS ABROE YL R, s
3 AL B HLAIRRS . HII AN A IR R 75




&)
(2) KeEtaesmbe -
(3) FBEFRMENIEET 5 05A D EIIRE

(BRAZFEERER, BADEEER T |

kR, DARBRREEHERERETS £)
(4) SARACFFRIEZEZRE L. %%{E%"%beﬂﬁ
1 XA SRIb SN 2 O RS AT FR

3B BT o T B R
(5) HFIEBMIEEAIL, EHNEORREEIRD
JBH 1T o TV A HEk '

L)~ Fnsetr 7 A B 436 MR
(2) HEHRERb— e3P 4 A1 B —-86
;5%%;11) ‘ :

(3) EERRATERRET S 0 ABIER

(23 A RDHREHETE E TR, 03 A B REH ]
Fibe. MABREEHERBLR L)

(4) SSRLERRIEE A RE L. SSRIEFERENE

1 A SR 2 oksk BEITLR

B IEHEIT o T B HER—CER-30- 47 H-1-
 BERE - 2516-HmER)— ‘

(5) FUEMEERL T EEME OHRELEITRD

JBH AT 2 T 5 g3 7-H-1-5

10 ~2—

®-3 BEERORBETTHISITBE LT

BIVER (EVEMERIE BN . EEGEARE. O |
%o sk, HSUGRRE. KBk, MRk, BEED

TR, 1 BRI, FFRA. ATHteERE. Rk, &
feikRaEZe, FORIMEREREE, TEAMIERE,

BREE, BEE. BEEE. MK EEOREES.

FARMARZERAE, infusion reaction, HERMK
g, MIRERMEREE, Mk, Bk, BEORER
i, PRRRIREME. DIREE (BB - IR - LE

9T

®-3 ElEROZE-eHICE LT

BIVER (REMERICINL . EEGENE. L5
Jo. sk, RESUTRMEEE. KBk, NBK., BEEOD
TRl | BUERR. FFRA. FHAeREE, AT, 5
(MR 4. FORIBMARIEE . TRAHIEREE,
R R (RS FMASRR BB I S irde)
B e, BEORERE, HIRMERE,

.| infusion reaction, EERMIEMEE, MERKERE

RE, FERE. BER. BEORERIG. IERRERE.

'%%%W%%%J@%mm\ﬁﬁ%)mﬁbf\%

Dl (DR - G - DEESHAES) .




SR T B E R O S AT 5 E A &

EHEL (RERAOZE-OXIRNCE L CgE R O\
ERITONDIEMFCHDZ L), EbICHEDRLE
B TEBEHIBESTNDIZ &,

R, BEA%) O LT, HRERSULERE
FREBOBEMMELE T HEMEEE L BEEROZ
BroxtSICB L THERUXEZ T b 5 &k
CHDH I L), EDITHEYRAED TE 2 4H 1S E
STNDHT &,

BEOKBEERMETA V74 L OSRETERT (FIExRE)
# I
3= R - (FHERERD) , Y- CEUHARERHIR)
2= KR RHAEROHAE . BE. BRACR=AVe | 2= KR ERDIAERVCHE  BE., BAZER=FR <
7 (BEFHE#EZ) LT, 118 240 mg % 2@ 7 (BfaFH#az) & LT, 1[5 240 mg % 28R
IS0 1 [5] 480 mg % 4 EFEIFR CREEET 5 MR AT 5
62— (R - AE] ' 6 ~L— A& - AE]
(&) , ' (%)
#z2 FROEWENRE T A —F #z2 AFEIOERYBRENRT A —HF
(R B (& )

$ 70, KK BEFEYBET S B FIE LT 3

2l—va iz kb, AH| 480 mg % 4 WHEET |

HBE5IBAR DO R - HES TRE L - BRORA

DMEPRENBRE S, EORER, &Kl 480 ng

Z 4 EFHERETRE LEEOEFIREBIZRBT 5

BMIEFIRE (AT, [Cogeel EVV5,) 1, AHK

240 mg % 2 FHEEE CTRE LIEBED Covp oo LIRS




-

5LeFHEhE (FR), $l, &K 480 ng & 48

MR CHE Lo EERBICI T 2 R |

BB (AT, [Cupwl EVV5.) 1. A58 240 mg
% 2 ABEECTRE LIBO G & 08 L CEE

VBRI ETFEERE OO, AARABEITBVTH

AHEARER STV Y - B8 (0ng/ke % 2
FIRARE TRE) TAKIZRE LB Cuy e & HBE

LUCIEERRT & FRlEShE (TR, WA T -8
HBo@EEICRIT 57— X ES & Al 3mg/kg (K
E) F7-1% 240 mg & 2 BREER. &L TEAHA 480
mg % 4 BRRBRTHRE LEBEOAROBREELH

S TR A & OB R B 2 RBERIEE S |

NBHEEES T, SR OV TR AT DI
. FEOMY - BEOM CHMER ORI
RERERIT RV PR SN,

TR—Y #3 AROEMEE/ T A —F
(& _K) ' .
g~— | @ HERRICOWVT 7=y | O BERIZONT :

D-1 TF&EO (1) ~ (5) OWFRMICHYT
LHMRTHHZ &, -
(1) EASERENEET % 2 A DHEE LA

Brss CERERTRLDS A OIS HL S, sk |

@-1 TFED (1) ~ (5) DWIThNIEAT .
BB THD L, ,

(1) EAEFBRENRET 25 ADFEEIL P

Btk (BB RS ABRESILRNE, Mk |

A3 A PRI AR . HUIEAS ARSI TR

75 A DI HLARDE, HU0 A BRI 2



)

(2) WEHEREE \, |

(3) EBEAFRAIE I T 5 55 A DRI
(3 AR IEH R, 2 A BB )
k. WA BRI )

(4) SRl EmEEARE L, SR e
1 XA AL SRR 2 OO aR I 45

BB %172 TV 5 sk
(5) FIEBMMEBAIL, ERME OMREECAR S
B %17 TV B IR

L) (SFoetE 7 B 1 B 436 —

(2) % EMRERE— O34 A1 586
HaZ)

(3) HENRMFDEET 50 ABRELR
(DS VR HREETR ERET, 05 ARBFREET )
TAlE. 25 ARSHEEREER R &)

(4) AR R R R . AR

1 I S v BRIEME 2 OiER I 4R
3 EH 1T - T B il sk —CERe80-457 H-1-
: HERA - o516 RN
(5) MIEMIEERN S EEME DM EEICHRD
JE 24T 5 TV 2 Hask—CFk
H#E . ]297_ #—-! gm)

9 ~—

®@-3 EWEAOZECxRICE LT

BIVER (RIEMEMRBICML, BESEAE. 05
%K. R, HESHEIARE. KBL. INBEK, EED
TR, 1 BUBERG., FPRA. ITleemE, k. &
LR J6. HORIRMEAEREE . TRMAEREE, o
miEE BEE BIREE N, BEEOKREEE
LARMAFERIE . infusion reaction. 72 Ik
pEEE, MEREAFEER. M. Bk, BEDOGRER
Jin, BERRIRERME, DEREE (LEME) - AR - D
MERIAMINAES) . BB, EERLE) XL T, X

g~

®@-3 BIERDZE-CXINZE LT

BIVER (MEHERICI L, BEESENE. 05
%K. fhde. BB, KRBk, MBK, BEEO
TR, 1 BUERE, FFARE, FFeemE. Tk, @
(CHERRS %, FORIbAEREE, TR MEAmEE,
RIEE B (AL . A IR B Lo Bd)
BIEREE, Mk, BEEORBREE, HIRMEERE,
infusion reaction, EERIMKEE, MIKEERE
FERE. kR, Bk, BEORER. BRIEREE,

DIEEE (LEME - IR - LEERISMNES)




TN L B E R B O B & B 5 A &
g U (BIEA OBITORIS I L TSR U
BB BN BAIEICH B = L), BB ICENE

| BTEDEHPESTNDI L,

FEE M, L) O LT, YRR XREME
B OB 2 AT S ERM L #EE L (BER DR
et i c B L CHREROXEZZIT oA &M
whdZl), EBICHETRLAEN TE HAM 1
STWBEZE,

11 _—T

AR DERABRICBW T, #ERBEND 144
X6 EHE T L, ERLERL, 12 BE I LITHER
HWOTEZIT - TV L 2BEIL, AAIRE
FIXELICEERE CHOROBEREZITH T
&, :

10 =—

@ AFIOBRRBRIZIBNT, BEHEND 14E/[
6B L, TR, 128 LicESED
Sl EIT o TV Z & 2BEIC, AFIHRETIX
EHRICEERRE CHROEREITI L,

BN B OBl HEET A BT A OYGTERT B [H A FEER)

o - 1=
B— | (FRREBBED) . W (BRI AR I BR)
o=y | RBLABBAERVCHAR : 8%, RARB=RV< | 23— [ R AERVAR  BE, RACR=FL<
|7 GEBTM#HZ) LT, 1E 240 ng & 2 HH | 7 (@EETHE#EZ) L LT, 1[E 240 ng 2 2 HH
RARE i 1 [F 480 mg % 4 YA ARG C A EET 5 R C AT B
62— [ - BE] .

AR OBEHEDBEETNEZRH LV I b

=gk, AH 480 ng ¥ A BRERE RS

XITBEAR O - 85 THRE Lt BEOAAI DM

ErREERRE SN, FORER, A 480 ng &

AEBRECRE L EEOEEREICRIT S EH

(A - HE B




MIEFREE G, [Cupel £V 9,) 1 ARHK] 240
mg % 2 AMERTHRE LEEDC,, . L BT &
TSI (FR), T, &K 480 ng % 4 B
BTHE LEBEOEEREBIZET 555 MEFE
E BT, [Cuyssl EWV5) 1E. AHKI 240 mg % 2
BERERCRE LEED Cuy e & B L TEERZT
TEFHENEZLDOD, BARABFIZBWCEEMS
PHEBEN TS MY - AR (10mg/ke % 2 BRER
[RCHE) CAHREIZRE LIEED Cpp o & HEEL T
EEEZRTLTHISNE (FR), Mx T, %D
BRECBIT ST —FIiIcoS&, KK 3mg/kg (RH)
H7chE 240 mg F 2 WRIME, U < i3AH] 480 ng
% A FEBMECRE LEBEORKOBRERE L HD
HXFReM L OMEZRNTIBRERIGET IV
DHEESHh, YEEEIC OV TRENMTbhER
£, RO - BEOB CHYER R EMIZH
MeiER TRV EFRIS N,

K2 BADOIEDEEE T A —F

(& B

7=y

O HEgRIZ2OWT
@-1 TE® (1) ~ (5) OVFhMHLT
SHRTHDZ &,

6 ~<—v

O MERITDOWNT .
D-1 TiE®D (1) ~ (5) OWTNNITHEET
DR THD I &, _

(1) BEAFEKENEET 208 ABREEILIR

(1) BETBAESEES D5 ABRELEILR




RS (EGER RS ABFREEILRURE, HR
B A HREEEILRURIE ., HU S ARl 2
&) .
(2) %R |

(3) #ERFRAERIEE T B 05 A BRESERE

(DS A BRCESE R ERRL, ARSI
T, B ABIREEHEERER Y)

(4) SRICEFIEELRE L. SSREERENE
1 SUFA S FHRIEE 2 O BT R
BIBHET> TV B HER

- (5) PUBMEEKIAL T E BN ORI R 5

BET>TVNBHR

Brss (EREFIEA A DRI SRR, Hs
M A BRI AR, MRS A RR R
V) Ensese 7 B 1 B 436 5

(2) 45EHsRER— O 31 4F 4 H1 BRI + 86
Hasi— -

(3) HEFRMERLIBET 5N ADEELERE
(D ABFEREISERBE. 05 A B RCESE S
Tk, MNADEEEEHERER &)

(4) SfLPRIBELRE L, SR REME
1 XA SRR R N 2 o HE 3% B Y 1 4R
BIEH BT - TV B s —(F

(5) PEMIBERIAL A EEANE OMER LIRS
JBH % 1T 5 TUNB MR — (g
B 1007 HEER)

8~

@3 BHEROBECRRICE LT

BIYEF (ROEHEARRBICM %, BEGEAE, L
. sk, EOBEIRE, KBk, B, BEO
AL 1 BBERAE, FPR4. FTsieRsE, ik,

LHERBE e, FOIRBRIREREE . TRAMEERSE,
REE, BEE, RIBEE, Mk, EEORERE. |

BURMARZEARSE . infusion reaction., EEE7:MIK

7R—Y

®-3 EBEWEROZERRICE LT

BIVER (REHMERICML, BEGEIE, OF
%6, fhde. MESUBRMIE. Kigk. ANEk, BEEO
THIL 1 BUERE. FFRA. IFleRE, k. &
{LPERRE 25, FORIRHEARISE . TERABEREE,
REE R (R . U R S arte)
RIS, Bk, BEOKEREE, BIRMRERE.

B, MBRAATEER. Wi, A, BEORER

infusion reaction, EERMKEE., MIRARIE




o, RSN, OIEEE (LEME - BRIk - LE
PEEISMNHES) . EEH M, EALE) T L T, X4
RERERR ST IR E R B DB & S B B &
BEEL EUEROBW-CORIGICE L THEERUXE
ERTONDIRMICHD Z L), EBITHEDZLE
BTEDLEHNESTND T L,

fREE, REEE, B, REORERG. IEREM.
DRSS (LEHE - RIR - DEEHIMES) .
JEEH M, BALE) o6 LT, YR ULERE
FREBOBEMMEZETIEMEEE L EHERDORZ
W IC B L THRERNXEEZZ T O D&M
WZHDI L), EBICEERNEDN T 5 EHNE
S2TWBZ &,

10— | @ FFIOBRARICHB N T, 6 BEZ L 288D | 9=— @ AFNOFEKRRBRICBN T, 3G L (6 /T
' FMMEITo T\l L E2EEIC, AFF 5L EICEIEORE Z{T > TV Z & 28I,
EHHNCEBRE CHROMEREITHI Z &, AHB 5 IXEH I E B RE CHROMER
Tz &, ‘
BHEE~A 7Y T 54 MNREEM MSI-high) #H5T5&EE - EEE
OERTEEBHET A FF A > ONETEFT GrExRE)
< &}

Y- (FHRETIBRD) YT (B YHAREREIER)

2= R BRERHBEROHE  BE. BAZEZ=FRAL= | 22— KB LA HAERVCHE B, RARZE=R1~

7 (BETHEZ) LT, 18 240 mg % 2 HMA
RIRE IS 1 [8] 480 mg % 4 B[S CAamiEEd 5,
A Y h~7 (EFH#HEZ) LHEETLIHEE.

HE ﬁﬁ]_/uai;ﬂfﬂ/vf (BETHE#z) L 1T,
15 240 mg 2 3AMHEB T B RFEEFET D, £

D%, =RV~ T BETHEHEZ) L LT, 1H240

7 (BEFHEHZ) LT, 15240 mg & 2 B
MR CRIEEET S 4




mg % 2 WG X 1 [5] 480 mg % 4 BREERETH
FEET 5,

(H%) 2

(%)

MSI-High 23 % M3 - EIEMICET 5 v —A A R
R TEE 50 ng (4 A Y AT GRETH |

#z)) OPEEUIDE, FERCEE

ZhEE IFZNER « DS AALSRIER IR L o Il ER
FEERRAEAT - EROBEE<A 7/ BV T T4 bER
EtE (MST-High) &H9 D&M - EIGE
AEROAE . R <7 BETHEZ) Lot
BICBWT, B, RACEA EY AT (BETF
fz) L UCIEL ng/ke (AE) % 3WURHRE
< 4 EAEHET 2. |

4=y

3. ERbRAE

(B%)

[H%hE]
YESL 5 T AAERBR (CA209142 3gR) =2

(H| BT ) |
{LZEFIERE DO % ) RN R AT - B O
dMMR &4 X j% MSI-High (PCR &) &% 2& 4 55585 -
BRI RS 74 BlERRIC. A% 3 ng/ke % 23
NG A L, SEFMEEE Th b ENE

4=

3. HRHUR
) - |
[&3ht] -

| EIEES B (CA209142 3ER) &2

fCERIER D H 5 E3 BB ORARRRETT - BFEO |
AR B9 X% MSI-High (PCR ¥E) &% 2 BT 5505 -
EBEERE 74 fie g, A% 3 mg/keg % 2 A |.
R CHRRRE L, EEFMEE THLIRNE

(RECISTH A KT A o 1. 1 RICES < 1RBRE LA |




(RECISTHA FF A v L IRRICE S IRBRELER
HREIZ XL D5EEFER (CR) XITE4ES (PR)) @
FERIE. 31.1% (95%{E#EIX M : 20.8~42.9%) ThH
277, ' : .
(HE2) CA209142 BRBR DB Darx— D55, b
EIRRBEOH D MSI-High 28T 5 - EREL
R L Lz adk— Mo 3 RFEMEERE O
AFlLA Y rvT BEFHRHEZ) L ORARE

FEORERIZOWVWTEREL

FE3~5 WK

HIEW & 5238 (CR) Xid#EsrZE%h (PR)) of
RBfEdr fER 1T, 31. 1% (95%(EHEX RS : 20. 8~42. 9%)
Thotr, '

(FE2) CA209142 RBRAD 3 DD aFk— D5 b, {k
LIRRED 3 B MSI-High 28 2 FE 15 - B & Xt
S Lz adk— MBI 2 ARABME SR O T
T, UFak— MIBWTHAABRZIINSRE S|
Niehoiz,

(E3~5 %)

5~

1 EBEREDHEKRVEZE (CA209142 FER)
(RECIST ver. 1. 1, HZIMEMENTISEMR. 1BBREL
EEHE, 201648 A 10 A5 —F Ay b4 7)

(& )
FA A Y b~T (BiaFH#z) & OHHE
)

{LEBERED B B B2 IR IR EAT - BRO
dMMR #4) % j% MSI-High (PCR }£) %% 2 B3 Bk -
ERREERE 119 B2 XRIT, AFI 3 mg/kg RV B
Jo=7 (BisFHE#z) 1 me/ke Z[FHIZ 3EMH
EfE T4 BUREERE L2, &K1 3 mg/kg % 2 FH
B AR R LT, EERINE A C b B A

(RECIST HA R A 1. 1 BICES < HABRE I ER

5 ~—

#F1 BBRAEDERUVUEZIZE (CA209142 FRER)

(RECIST ver. 1.1, EZhEMATIRER, 1GER#EY

| EEEE,. 201648 A 10 B —& b v A7)

F )




HE L DFEEFEY (CR) FHHFEF (PR)) O

BRI, 54.6% (9S%EREIX : 45.2~63.8%) Th

ol

#£2 BERAOPMEROENFE (CA209142 FER)

(RECIST ver. 1.1, EZMEMATRIRER, BERIER
HIE, 2017TET A6 HT~§773 v bET)
. (& W) _
62— | [Zat] 5= | [24fk]

| AV T ARERBR (CA209142 RER)

(AR F| BB 5
HEESIT T1/74 B (95.9%) ITERD bIL, JBERIK
EDREBERNPEETERWVWEESRRIT 51/74 4
©(68.9%) IZRBD DI, FEENR5 %BU:ODE'H’EFH
TERDOEBY Thol,
=3 HHENS
(% SAERRHTR SR AR )
(F._ W)
(H%)
(KHFELA Y =T (ﬁ{ﬁ%%ﬁﬁz) & DB K

5)

HEELIT 118/119 Fi (99. 2%) _wuabe;n B

%L OEEBEAEETE RVEEESIT 87/119
%L EDORIE

%Ll - OBIVER (CA209142 BB |

EgILRISE THEERER (CA209142 3BR)
HEESIT T1/74 4] (95.9%) TR D L., JREBREL
DEREBERVEECTCERVWEEERIT 51/74 # |

(68.9%) IZERD BN, BWEEN S %L}U,:@ES'H’EFH
IER2DLBY ThoT. ‘ '
#2 REXRNSYLLEOBMWER (CA209142 FHER)
(R SER)

(& ¥

(B%)

B (73.1%) T b, BIRESS5




7R

B TROEBY Thol,

£4 FRARP 5L EORIER (CA209142 3ER)
(Z MM SR

(& ) | ,
R, FURIREEERSE 24 1] (20.2%) . ATiigEmEE

{{

23 Bl (19.3%) ., MEREE 16 4] (13.4%) . #EEHS

BMERE/ S A/%F—13 il (10.9%) . BEMEMRIER 7

Bl (5.9%) . BHEREIEE 6 4] (5.0%), EIEHAERES

6 1 (5. 0%) . BEDKZJERZE 5 4 (4.2%) . infusion

reaction 4% (3.4%). KK - /MBS - EEDOT

RAp] (3.4%), TEAMEERE 3F (2.5%) . A%

361 (2.5%), LAgEEE 161 (0.8%), At - BERRAK
161 (0.8%) FOMER 1B (0.8%) 33 biik,

E7c, BHREFHBEAME, LA, R, 1 BERIE,

Hrse, BLHERER, BARNRERE, EE2M |

MRS, MR RIEGRE, KL, S &5 BER, 1B
Hiifn, EAFEED bh R o, REIWERRTURI

JRE S (RRRAEREZET) 2 ELEEHE

REIRY

8 ~— D

[ - FE] |

AFOBERAEYHEEFARFEALEYI 2 L
—La &Y, KHI3 mg/kg (FE) Xk 240 mg
% 2 BRI TRE Ui B &K 0 % i g 2

| 7=

[k - AE] | _
AENOBEFENBETTAZFALEY I 2 L—
Ta Uit kY, AHI 3 ng/kg (KE) XU 240 mg
& 2 BRI TR Uiz B AH 0 fL i il B 2




ﬁﬁéhto%wﬁ% KﬂZ%mg%ﬁ%bt%
OUREBEIT, A7 3 ng/kg ZBE LI BROBRER L
i L CEEEZ R T LTRSS E b D0, AAANE
FePOWTEAESER STV ML - AR (10

| mg/kg % 2 AMBERCRE) TARERELEED |

RER L LB U CREERT LTRSS (FR).

MAT. HEOEBICET 57— FicES%, AA |

3 mg/kg (RE) XUt 240 mg % 2 BERER RS
LI-BEoAFIOBRERE L BEHEETZEEE OHE
BEERETIRBESTT APEE S, Yi%EE

IZOWTIREB TR, LROME - HED |

ﬁ?ﬁ%ﬁ&@%éﬁk%%t%ﬁm&wk%w
&Nz, Ei, MSI-High 2B 515k - EFEBEE

DOF — 2 ZEni-BEMEyEEET . BlluE

BEOT — S ESXBEINIRBIOCET )V

FRVERNEEE X, A5 3 mg/ke (KE) i

240mg LA VY A7 1 mg/kg (BE) % 3HMFER |

BBCRE LB ARERIZE TR
EHERISh, ’ '
F5 AAOEYEENAT A —F

¥ 7, MSI-High #&H T 54 - ERREEDT—¥
%abtlﬁﬁﬁ%@ B ET )V, BHEEREDT

HEANT, FORE, AKl 240 ng #1BE5 LT-BEOBE |-
EEIT, &K 3 mg/kg G LIZBROBRER L L
LTEEEZTTETFRIENZLOD, HARANRBEIC
BV TEEERSRER I TW5 B FiE (10 ng/ke
2 BB TRE) TAFIEZRE LEROBREE
LB U CIREE TR T E PRSI (FR)JMA T,
EEOEBIZBIT AT —ZITESE, AH 3 ng/kg
(BE) XiE 240mg % 2 ﬂFﬁﬁFﬁBmTJQ'—‘} L7=BRoA
AlOREE LB TR E OBESRETT S
%ﬁﬁE%TW#%%éh E A IR )
ﬂﬁbﬂtﬁ% RO - %gmﬁfﬁﬁiﬁ

R ER %%&#%i&w&%&éhto

£3- FEOEMEE AT A —F
(& )

CESEBEINEBERISET NV EAVE




Rt EBE 2, A3 mg/kg (RE) XiE 240 mg
LAY AT 1 mg/kg (KE) % 3HMERETHE
BELEBEORSMICHARERZERITAE U L HER
iz,
(& ) :

E b, AROBEFREYBREEFT VLR L
12=2lb—va a2k, KK 480 mg % 4 HHEFER
THEREG IARORY - AESTHRE LEBEOR
Fl o i 8 th i BE D3RR ST, E DR ASK] 480 mg
* 4 AEBRCRE LEEOEEREICBITAF
BIMIE IR (AT, (Cugesd £V 90) iF, AHI
240 mg % 2 BB TRE LIZEED Cop o CFELIT
LrTHlEan (TR, i, AEI480 mg % 438
HEECTHEE L EBEOEFEREBIZES T 2 &EME
PERE UT. (Cuyel EV¥5,) 1. AH 240 mg
% 2 ERIME CIRE LD Cpp.. &L TEE
AT LFHENELOD, AARABREICBOTE
BEHEPHERIN TV S AL - AE (10mg/kg % 2
HERECEE) CTAREZHEEG LIBED Cu o & HHER
LIRES R T L FRIShE (FHR), x T &
BoBEEICBIT AT —2IcES% KA 3mg/kg (K
H) i3 240 mg % 2 @R, EFL IIAEH] 480
mg % 4 BEERCTERE LEBOXRRNOBEELE
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K. BER. BBUBRRE. KIBK. MBSk, BEED K. Bk, BEBUGRIARE. RIBR. MNBR, BEEO
TR, 1 BUBERIR. BT RAE. FFgRersEsE. Bk, & TR, 1 BUBERAG. FPRe. APREREE. s, @
LR R, FORIMEREREE . TRARERE. {LEREE A, FRRRERE ., TRAMWERE,
RIEE. BEE, BIBEE, Mk, EEORERESE. RMEE ., BREE e R e B Te) |
H AR MARZEMSE, infusion reaction, HEE 72 MK BIRIES . Mk, EEDORERE. #IRLEERE.
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S, IR, DIEEE (LEMB - Rk - D= BE, RERZ. Rk, BEORERIG. WIS, O
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BT - BROBHEE~A 70T 754 P RE

M (MSI-High) - 2T BREME - ERES
o _
7%, MSI-High 2873 Z LIV Tik, =&
=7 (BEFHEREZ) O =FBHEK
(BR5E4 : MSI ##E % » b (FALCO)) % FVNTHE
‘%é s,

@ FEICHNT B BE I B AR O E R OME
T, A DA GRS S C |

C BLT., BROBRERRE BN,
7 ok 2 DV URIEREER, A8

EfE  (MST-High) %#&T 5 - EHER
%ﬂ .
23, MSI-High 28T 5 Z &Iz oW\WTik, =R
N7 (BEFHBEZ) Qo =4 BRI
(Wm% MI@E%/F(Mmm)%%wT%
nuj_é k
©® FTRICHNST 5 REICRT BABOREER O
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PReEMI L. LB, 12 BEILICED
HEOFEEIT > TV Z & 2B B, FHlRE
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é:o
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EHMICEGRE CHROBREITI L,
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& |=
YR (FHRREBERD) BYR—T (BRYH BT B
2= XL AEROE B, A= EVe | 20— R DAELVCRRE : 8%, RAKIE=RA1<
|7 (BEETFE#Z) & LT, 1E 240 mg % 258 7 (BEFHE#z) LT, 1E 240 ng % 2 AR
RIfRX I 1 B 480 mg % 4 AR CHREFHET S RIfE CRIFMEET 5 '
7= [ - HE] - (HE-BE B

AR OREFHEYHEETNEFA LIV I 2L

—va il kY, KAl 480 mg 4 HREFEE TRE

XIIBEAGR O Ak - HE% THRE LI BEOAAI DI

BREESRE S, ZORE. &K 480 mg &

AFBRETRE LB EEREICE T 3EH

MFEFRE CLT, [Cupel &5 .) 1, AAI 240

mg % 2 AR TRE LIZERD Cop oo LEBIT S &

TR ST (TR, Fio, KK 480 mg % 4 38 HH

fEC#E LD ERERREBIZET S 5w iE g
E (JJ\—F\ I-Cmax,ssJ &1/\50) Fj:\ ZI:%IJ 240 mg 75:‘ 2

FEREEE TS LD Cuy o &L TEELTR

TEFHENE DD, BAABRFICBWTAEESMN

PHERINTWAHHE - HE (10 mg/ke % 2 @

FfE TR E) TAFZHRE LIEERD Cpuy o & LB
CEEZRT LTRSS (FR), M2 T, B

DEIBEICBIT AT —ZIcEI3% K& 3mg/kg (K

BE) £7/2013240ng % 2 BB, &L < 134K 480
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(5) HLEMIEERIAIT GEINE Oy EHICE S
JBHI 4T - TV 5 Ha R —CFsk
B#E 19297 #—mgru)
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BIER (MEMMERBICIZ., BEEGENE. o5

R, Bk, BRBUBBARE. KRIBL. NBR. BEED
. PR, B

TR, 1 BBERR., AL, FigEEs
{EHEREE 25, FOIRIFMSRERESE . T RIS,
RIEE, BEE, BIBEE, Mr, BEEOREREE,
Bk MR ZE#SE . infusion reaction., EE R MK
BE, MERERIEFER, ik, Bk, BEORER
i IERRIRE M, DIBRREE (DEME) - R - DE
HEHISMINHES) . EEHD, EALE) LT, 4
FHEROLEREREBEOBFEMMEEF T 5 ER &
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BTEDEEPE-TND L,

g v

| MBPERRE . BRI sERE
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1. ZL®ic

EEROENE - REMEOREDIZHITIX, %ﬁii%ugowtﬁlﬁﬁm#*b
bId, b, ITEORZEMOERICL Y, FIRERRZ EOEFHLRFRIERE
FEELPERBINLIFC, ZNOOEEMPREICHNEZRBEICRE TS Z L NEED
BEL 2o TRY BREMEEER L WEOEATE 2016 (ERL284E 6 A 2 HEERE)
ZRWTH, EFNEERMEOFERAORBEHELZRIZLEENTVS,

FREREFERRT, EREACREN T 0 7 7 A VEREFOERRH LA LMICE
RBZERHD, DD, AR CESHICET 32BN +0EHT 5 TO/M,
LHERDOBELRZT AL BEFSNIBECH LTERTS L L bz, BIE
RARBBR LR LERSEZE DT k#T%& EDBEM LTz EFMEE °ER
. TBAZ kﬁi%f%é

LIiZds o T, AFA RS54 0Tk, BREERLZNE TICB LTV S EEEEY -
BFEHRMIZESE, UTOEERSOKERERZ2HET BN ONELEHR, £
FROBEEERZTT,

BB, KTA FIA 0, miﬁﬁﬁktimtﬁ%%%é%% &ﬁ&@%kaﬁ
BREEYS, —RAEAEA R ARRRARES, BEFEFEENEA AAEZER
— AR N B AR BZES OB Db EER Lz,

KL RBERS AT TR REHE 20mg, 7 O—RAESE 100mg, TSP
— KRR 240 mg (—4 - =R =T CREETHARL))

&L ROMERINE : TIRTREIRAET - B3 DFE/NHRb it

RELRBMEREE : @%. BRACR=Rr<7 (BEFEBRZ) L LT, 1E240mg
% 2 BRFRI 1 [E 480 mg % 4 BRIMRTREBET 5,

B IR ¥ E NFELTEESH




2. FFIORKM, ERHEF

F 7O — R AT 20 mg. FUREFHE 100 mg XK ORIAFHIE 240 mg (—i4 @ =
Bu~7 BEFEBEZ). BT, THH] L05,) i, MERETERRRE 2 ¥
Vo2 A% @FVAMM v ¥ —X R7A7 (BMS) ) HBAFKEL7ZE b PD-1
(Programmed cell death-1) 1Zxi3 5t M IgG4 £/ 7 u—FTAFETH D,

PD-1 ik, FEHEAL L2 Y 88k (T HIlR. BMRKEOTF =2 I 0% 5 —T M) ROF
BEAMBRIZRET 5 CD28 7 7 2 U — (T MR OIEHE(L 2 MBIHIZIE & AICHET 552
FRE) BT RAERTH D, PD-1 RAFRTMIICER Y 5 PD-1 Y ¥ F (PD-L1
RUPD-L2) &S L. U SERICHIEIE S 7 2R LT U v SBROE(LR B %
AICHE LTV B, PD-1 U ¥y FIZHURRFABLSNI bk Off 2 2 BRI 35
LTHY, BEEGAIEREN O UKL EEERIZIITS PD-L1 OREALIFROLTF
R L ORICADMBERRH D Z L BBESN TS (Cancer 2010; 116: 1757-66)
7 B EGERE CIIEREE T HRNEET B v F—Tzn v (FN-y)
ik o T PD-L1 OXBELIFE S h, BB LEEARICEIT S PD-L1 ORHRLIFRO
Eﬁ%ﬁk@ﬁﬂﬁ@ﬁ%%%ﬁ&ék@ﬁ%%%é(&ﬁmmmmmuﬂ&u%wx
& 5lz. PD-L1 Z3EIFE SN AMIIE, FUFERN CDS Bt T MiRoMIREE
EM R SE 34, HPD-L1 HifkT PD-1 & PD-L1 & OREEHET 5 L £ OHA
EEEERRET B ZEBRREINTVWAE, D 26 PD-1/PD-1 Y 7 PR, 2
ARRIAS TR R T M) bOKBE R ERET 2F0—2 L LTEX LA TY
Do ,
AT, EIERBRORE R b PD-1 OMFSMESR (PD-1 ) 42 MRS 1T L.
PD-1 & PD-1 U4 FEDORAEMEET I LIC LY., BATRERNZR T MIRORE
AL R O3 A FlAR L ﬂ?éﬂﬂ%iﬁﬁéﬁﬁTé L ORI 2 RS R AR
ZEPHERINTVS,

_nawﬂﬁﬂa:ﬁﬂi%ﬁﬁ%_ﬂﬁéﬁt&%ﬁﬁuﬁbﬁé%wkﬁﬁéﬂ
#¢ﬁﬂ%ﬁ%ﬁ%ﬁ%tbtﬁﬁﬁ&%$mb ﬁ%ﬁ ZEMR DM HER
iz,

 AFOERBFCESSBEDCRERNC L 2BIERASRH bbh, ERIFETIC
ﬁéﬂ%ﬁﬁbéoﬁﬁw&€¢&a&%ﬁmm\%%@ﬁ§%+ﬁmﬁw\iﬁﬁ%
B ONEEAICIE, BRLEERIUS UMMM L BB OEME EE L TE
G BRI 21TV, BEDORERINC X 2RIFERASRDON 3 HEITIX. ﬁ%&ﬁ?w
E R ORELEDEERNE 2T 5 BERDH D,



3. EREREGE
EIBRREE2 AT - RO/ MARIE (R¥ LB &U#ﬁqﬁ_fﬁr ) OAGBRIZFE
24T o e ERBRRROBMET T

[FHzhE]
(R
OEMNE IR (ONO-4538-05 ER)
7o FFEREE D LERER SR ‘Té’@ﬂ‘%f"ﬁ E72 1B ﬁ;ﬁ/IVﬂ;HX iﬁ%wﬁqﬂzﬂir
#3& (ECOG Performance Status 0 TN 1) 35 Bl & 6212, &H 3 mgkg % 2 BRIFERET
,ﬁiﬁ%& Lz, EEFMEEB CHLEMHE RECIST H4 FTA 2 L1 RICES sk
EFI ZX % CRXIZPR) I£25.7% (95%1;.%,5!:!%3 142~42.1%) Tholz, 2B, Fai
ﬁzull%ﬁﬁ $9.0%TH-oT,

Q¥ FEMMFER (CA209017 3ER) (N Engl J Med 2015; 373: 123-35) ,

75 F TR R ST LEREE 2 A T 5 UR R I B/ VA I ERORE LR
#% (ECOG Performance Status 0 UV 1) 272 ) (AFIB 135 B, NE¥ XwAH 137
) EXRIC, FEZFeA25BE LTAK 3 mgke % 2 BEBBCRBHELZ,
FEFMER THI2LEFHM (PRE [95%EEXM]) 1, KT 9.23 [7.33~
13271 B A, FEZXFEABETG6.01 [5.13~733] YATHY, AFNIFEF BT
X LI ENICAEBRERZ R Uiz (N — FH0.59 [96.85%/5 XM : 0.43~0.81],
p=0.0002 [/ log-rank BRE]).,

1.0 -gli

e e
o N

wn

Probability of Survival
-

0.4
0.3
0.2 S e
a1 TR
0.0
T T T ¥ N T R T T T T
0 3 6 g 12 15 18 21 24 .
Overall Survival (Months)
Number of Subjects at Risk
Nivelumab 3 mag/kg
135 113 86 69 52 31 15 7 0
Docetaxel
137 103 68 45 30 14 7 2 4]

Nivolumab 3 mg/kg (events : 86/135), median and 95% CI : 9.23 (7.33, 13.27)
Docetaxel (events : 113/137), median and 95% Cl : 6.01 (5.13, 7.33)

1 OS®HMENO Kaplan-Meier B (CA209017 RE) (EfES{LShi-£H)

4



GER L)
OENFE THHRE (ONO-4538-06 HBR) .
7S FFRE RSt ERIEE AT SRR IB #/VEUIBEHEOHER P LK
WE#E (ECOG Performance Status 0 XV 1) 76 BlE 3, A# 3 mgke % 2 BRIRR
TAESE L, TETHER ThHEHER (RECIST VA F74 v L1 RICESF
$MEIT X B CR XIEPR) i£19.7% (95%IEHEXR : 12.3~30.0%) Tholr, BB, F
BB E L BIEIZ 9.0% Tdh - 7, | |

Q@UENEMFERER (CA209057 32BR) (N Engl J Med 2015; 373: 1627-39)

75 FHE R ST LEREE S E T 5 MR REARIB H/VHIITEROFERFE LKL
5 8%  (ECOG Performance Status 0 & 08 1) 582 # (AKIRE 202 1, - K& & &8 290
) #RHIT, FEFXEAVEIRE UTHAHA 3 mgke % 2 BRFRTRBEHE LT,

TEHEE ThH S EATHM (FRE [95%EEKMD . ARBT 12.19 [9.66~

14.98] HA. FEZXEAET .36 [8.05~10.68] W ATHV, AL FEF &M
LR FRICA R RERER L ("= K 0.73 [95.92%fF#EK A : 0.59~0.89],
p=0.0015 [JBR! log-rank $7E]).

1.0

Probability of Survival
© o o o
N v oa U

o
w

0.2
0.1
0.0
] N T T T ' T T T N 1 N T T
0 3 6 g 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mg/kg .
292 232 194 169 146 123 62 32 9 o]
Docetaxel . :
290 244 194 150 111 88 34 10 5 0

- & Nivolumab 3 mg/kg (events : 190/292), median and 95% Ci : 12,19 (9.66. 14.98)
- - Docetaxel (events : 223/290), median and 95% Cl : 9.36 (8.05, 10.68)

=2 osquﬂFaﬁﬁﬁir}f@Kapl;n-Meierﬂﬂ;’ﬁ (CA209057R8R) (REfFERILENEME)

!



(PD-L1FFRR I OB K 0L L)
BN EIABRER (CA2090175RER J (NCA2090057:8R) ICHEAANDhIZBEDS L, B
%‘%ﬂ%@é B WTPD-L1 2RI L - EEARES 5D 38 4 (LT, [PD-LIFEHRE] L1 5,)
T A2ERBBONE—EMOBEDT —F 2 E-S%, PD-LIERHARFNTHERA ;ﬁﬂﬁ
BT EPEROEZSEOERIIUTOLBY 'C&;o i

AECEAL TiX, R ERETIE, PDLIORAFIZL 6T, NeFReAffL ik
U CAAIRE COSHIER T B BEMBRD b iz, '
R LB TIX. PD-LIRBRER1%ERREOHAIC FEX XV L IZERBEORBRT
Hote (TH), ‘

¥, RVLEM, FRT LML bio, PDLIOEIKIC X bT, ARIORSKT
77 ANMIEETH - T,

1.0

08

08

o
3

o

kY
Probability of Survival

Probability of Survival
® © ©o o
@

W

02 .
a1 0.1
[} 0.0

g T T T — T T T T 7 g T T T T T T g

[ 3 6 9 12 5 18 il 24 27 [} 3. 6 9 12 15 18 21 24 27

Ovetall Survival (Months) Overall Survival {Months)

Number of Subjects at Risk Number of Subjects at Risk
Nivolumab 3 markg Nivolumab 3 mgrkg .

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

101 87 [:}:3 53 38 30 13 5 2 ) 123 102 80 61 44 36 13 4 3 0

“ Nwolumab 3 mg/kg (events - 77:108). medchan and 95% CI : 10.41 (7.29. 14,26) 8 Nivolumab 3 mgrkg (events ; 68/123). median and 85% CI : 17.15 (12.09, 20.63)}
Docetaxel tevents : 75/101), median and 95% Ci & 10,08 (7.36, 11.93; ¢ Docelaxe! (events : 93/123), median and 95% CI ; 9.00 (7.10. 10.55)
and 95% CI : 0,90 (0.66. 1.24) Hazard Ratio 3 mg/kg over D and 95% Ci : 0.59 (0.43, 0.82)

Hazatd Ratio ! 3 mgtkg over D

B3 CA209057 BBRD PD-L1 %BHRTD 05 RN O Kaplan-Mei_gr: g
(ZH : PD-L1<1%DBELER, FHE : PD-L1=1%0 BEEMH)




[Zz4tE]
(RELRE®E
OEANSE IHERBR (ONO-4538-0575%)

#1 BERP5%ULEOBIER (ONO-4538-053AK)

BENASE ; BlE (%)
FAGE 3540 -
(MedDRA/J ver.17.1) . 4 Grade - Grade 3-4 Grade 5
£EIER 24 (686) 2 (57 0
- RERB LY Y REE ’ ' '
i : 2 (57 0 0
WOWEE
B DA FRER 2 (57 0 0
BEE o _
TH 2 (57 0 0
B , 3 (86 0 -0
— % - REEER L S OIREE L
BER . ' . 5 (143) 0 0
FAIETRIE 2 (5n 0 0
FEEL 5 (143) 0 0
REREE , : o : _
BEE 22 (51D 0 0
ERERRE . B o . : , ;
FRRSEVBTI) NIRRT =F5—FEM 2 (57 0 0
My V7 Fr R R RS —EHm : 2 . (51 0 0
Y v SRR , _ 3 (86 2 (57 0
REBLURERE S L R o
BT NVT R IE - o 2° (57 0 0
- BARBGE , 5 (143) 0 0
HERRE LU A EREE e ' ke
 BAEhE _ o 2 (57 O 0
HREREE o AR e .

C REERRE = 2 —a 3T 2 (57 0 0
RS MRt L UMEREE . T s :
JifiHH . _ ‘ 2 (57 0 0
B X UR THBREE SR L e
SR B R o 2 (57 0 0
FLBE 2. (5D 0 0
. BB 5 (143) 0 0

2 (51D 0. 0

BOREBREZ

. BENMESR 26 %) . KBk - BEEOTH 26 (5.7%) . HEREE (¥
Sy« RU—ERREE) 361 (8.6%). . FFHEERESE 2 41 (5.7%) . FIRIRHERRREE 3 41
(8.6%) . BIREHEAEREE 1 61 29%) . BifERE (RMEMELEERS) 16 (29%)
%1\ infusionreaction 2 il (5.7%) N bhiz, £io, BEEOCKBEE (REHERE
B, STATH. FREES) | TEROHERE, | 2ERR. MR, BEEFHENE.
T - BEREZS . B Y 5 ARG RITRED bz oz, ARWERRBRIIIBEES
% (BEREEERLE0) 2ADEHERERT, |



OWEsEMAERBR (CA209017388%) (N Engl J Med 2015; 373: 123-35)

#2 HBHEERS%ILOBIER (CA200017 R

BEIKHE LB
=
(ﬁ:]gclllA/J ver.17.1) 131 6
o £ Grade Grade 3-4 Grade 5

£RIER 76 . (58.0) 9 ( 6.9) 0
BBEE :

TH 10 ( 76 0 0

B 2 (92 0 0
—f% - £FEER X TREWA OWREE

S ‘ 13 (99 0 0

EE 21 (16.0) 1 (08 0
Rt L TEEEE _

BARBIR : 14 (107) 1 ( 0.8) 0
FRERE LU A EREE .

BAEE 7  ( 53) 0 0

2%, FIEMRRE 66 (4.6%) . KIBK - EEOTH 11 4] (8.4%) . HEEE (¥
5y NU—ERREE) 1381 (9.9%) . AFHSEEREE 4 51 (3.1%) . FIREHERERESE 5 6
(3.8%) . BHEEREE (RMERIEMLBRE) 461 3.1%) . BEEGENE 15 (0.8%)
& (N infusionreaction 1 5 (0.8%) WT bhiz, ¥/, BEEOKERE (HREHERE
ERE, LA, ERERS) . TEARERES. BIBHERES. 1 BERRE. KL,
B - BRI, 5 & BEREOCLHRITRD bviahr oz, ARERRIIRRIIEES

£ (BRREEEREZEL) 2ADERERETT,

GER L ) .
OENFE T1ERER (ONO-4538-06545%

#3 RBERB5%L EOBHER (ONO-4538-06348)

B/EMKRSE B (%)
FEAGE 76 B
(MedDRA/J ver.17.0) ‘ 4 Grade Grade 3-4 Grade 5
2EER 64 (842) 16 (21.1) 0
R InEE
AR REE TE 7 (92) o0 0
BBEE ’
R 5 ( 66) 0 0
TH 4 ( 53 0 0
B 8 (105 0 0
oA 4 (53 0 0
IR 4 (53 0 0
—f - 2FEER I UCRERMAORE
S _ g 9 (11.8) 1 . (13 o
BRRk 11 (145 0 0
BB 11 (145 0 0
RIRRE
UINEQE: S ¢ 6 (79 2 (26 0



#ENRGR : ' B (%)

EARGE o ' - ' 76 45l
(MedDRA/J ver.17.0) ‘ £ Grade Grade 3-4 Grade 5
RAB LR ERE ‘

&tV v ARE : : 4 ( 53 .2 (26 0
BAREE : 11 (145 1° (13 0
HREREE « ,
FREMED E 4 (53 1 ( 13) 0

uwz%a B@Eﬁk;wﬁélﬁlﬁ% . R _ S
- FVEHERR B . 4 (53 2 (26 0
BER L O THRBEE
& D FERE : 6 ( 79 1 (13 o0
37 _ 11 (145 0 0 -

BER EBIRERE 4 (53 0 0

723, RIEMMRBAE (53%) . KK - EEOTHSH (6.6%) . #iREE (7
e N L RERRESE) 1061 (13.2%) | FTAHEREREE 5 (6.6%) . R B REIREE 1061 (13.2%) |
BIEMAEREE 16 (1.3%) . BHREREE (ROTHERERLSE) 46 (53%) K infusion
react10n3{§J (3.9%) % wuV)Bﬂ’bﬁ_o F7r, BEEOKEREE (Bﬂg*ﬁﬂﬁﬁﬁf— ERE, ZIHL
BE, ERAELE) . TEMBERE. 120ERA. R, EEGEIE, BK - JEER,
S LI BEEROLHRITBO bR o7, ﬁEIJ{ﬁﬁ%ﬁﬂkm&iﬁéﬁiﬁ (R
BEEZED) EDEMRERETT. '

OB/ E MAHFER (CA209057 FAER) (N EnglJ Med 2015; 373: 1627-39) |

#4 FHHRENS%ULOBHER (CA209057 BER)

BERKSE | B

EA ) ‘ ' ' 287 4l ,
(MedDRA ver.17.1 : _ £ Grade Grade 3-4 Grade5 -
2RWER- - .19 (693) 30 (105 0
NDUWEE . SRR S A TN S SO _ o

ﬁﬂﬂtﬂﬂ%amﬁ}‘r B , 19 (66 0 -0
BmREE T :
. TH . , 2 (717D 2 (0n o0

B ‘ 34 (11.8) 2 (07 0

A : 15 (52 0 £ 0

—f - é%ﬁ%%ionﬂ&lé%u@km , v

SHE : 29 (10.1) 1 (03 o0

i =1 46 (160) 3 ( 1.0) 0
REB LURERE : L

BAREGE : 30 (105 . 0 0
HERRB X U#A%ﬂfﬁliﬁi o '

B - 16 (56 0 0

B O TSRS _ ’ ‘ '

Z SEE - 24 (84 0 0

] 27 - ( 94) 1 ( 03 0




¥, MEMEMRE 10 61 3.5%) . Kip%k - EEOTH 2 61 (7.7%) | #HERE (¥
v NU—ERREE) 2651 (9.1%) | FPHERREE 154 (5.2%) . FIRIEEEREE 27
B (9.4%) | BHEEEE (RAEREEEAS) 74 (24%) . Bigk - BB 1 4] (0.3%)
K infusionreaction 8 ] (2.8%) WO bNi-, £/, BEEOKEREE (FHEKIEIRE
BE. SWATH, ERAEYS) | TEAREREE, BIBSEREE, | BERE, BA.
BEMENE. 55 BEARRLERIIRD bhzdofz, REHWERFERIIIEES
& (BHRREEEE AT 2EDEHERETY,
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[ - BE]
AR OBEAEYEBBES VERBA LY I 21— aicky, ZliﬁlJ 3 mg/kg (&
B) it 240 mg % 2 BERBR CHRE LBoAK o mEFRESRT SN, 0k
B OAH 240 mg 2HRE LIZBEORERIT, £A 3 mgkeg 2R E L ROBRER L B
LCHERZFTETFRSNELON, BAABECSONTARERRREL TV A
% - AR (10mgkg % 2 AMBRCHRE) TAFIZRE LI-EROREER & HHE U TEE
EARTETFRIShI (TR), M T, BEOBREICBIT 557 —Z 1K 5& | A% 3 mg/kg
(EE) Xi% 240 mg % 2 BREIBR THRE LEBEOAFOBRER L AT ke
OEELREITARERGETAVAEBRE I, YHBEEIC OV TR TOI IR,
FRoORE - ABEOB CEER R EMEICHARZREZR IR J:%/Eljé;nto

#£5 FHOKMEE T A —F

}EH E . Fﬁ E Crnax Cmindi4 Cuvgd14 Cmax,ss Cinin,ss Cavg,ss
(ng/mL) (pg/mL) (pg/mL) (pg/mL) (ug/mL) (pg/mL)

3 ke O2W 51.6 16.6 243 113 ~ 621 776
3mghkg Q2W | (355 708) | (107,245) | (17.1,33.9) | (750,170 | (27.1,107) | (42.1,127)

727 | 235 34.1 159 878 109
240mg Q2W | (514 703) | (152,34.6) | (25.1,47.8) | (102,254) | (415,158) | (62.1,187)

: : 191 613 908 . 398 217 278
10 mg/kg Q2W (147,219) | (512,79.2) | (79.0,114) | (331,532) (184, 313) (237, 386)

" '439&{@ (5%R, 95%) . Q2W : 2BRIRIME. Cumax : MY 5% O BE MFFIRE. cmmu:EJlilﬁ%fif&M
BRI A RIEMEFEE., Cops: JERER14B B ETOFHMBEFTBE, Cons : EFEREBIC
b‘é%ﬁm%*?ﬁ’éﬁ Chuinss ﬁ'mﬁﬁ? mwa%&mzﬁmﬁg Cavgss ﬁ"%‘kﬁ&k%b‘é:ﬁ'}ﬂnﬁqﬂ

B S

=7 AHOBEMEYBEEAAEAALEY S 2 Lb—YaViT Jz U ztiﬁﬂ 480 mg
% 4 BRI TREIBEABOAE - AR TRS L 72 BE D AH 00 .5 A B A B
‘ézhto FORER. &K 480 mg & 4 BERBRTRE L BEOEEREBIZE T 3 0
EPEE (UUTF. Cagsl &9, ) iX, &FI 240 mg % 2 BEIRIFE THRE LT2ERD Cavgss
LEOT A LETFREENT (FTR) . £, A% 480 mg % 4 BRER TRE LZBEDOE
FREBICR ) 3 RMMEFRE T, [Cuxsl V)50 ) 1 A4 240 mg % 2 R
RRE TG L7 D Comss & HB L CEEEZFT L FRSAEZbOD, BAAREICE
WTARERRERS L TWARE - AE (l0mgke % 2 BEBBCHRE) A2 RE
L72BED Craxss & R L CTIEEZRT L FHISNE (TR) . MA T, BEOBEEICR
3 BF—FIESE, AH 3mgkg (FE) E£701% 240 mg & 2 WRARIRE. &L < 13AH
480 mg % 4 WM TR S u‘:%@ﬂsﬁum%%ﬁaﬁ;ﬁﬁxmié'f&a DOEE TR
TARBRIGEFNVPBES L, SREEIC OV TRAMTbN R, EREOME -
FBORCEMMER CRAMIC R ERIT 2V E RIS hE,
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6 FRORYER NG 2 —F

}Eﬁ ZE . Fﬁ E Crax Cuindzg Cavgdls : Cma:gss Cmin,ss Cavg,ss
(pg/mL) (pg/mL) (ug/mL) (pg/mL) (ug/mL) (ug/mL)

s we/ke O2W 516 272 — 310 113 62.1 776
mg/kg Q (35.2,70.8) | (16.5,403) | (212,43.9) | (75.0,171) | @7.1,107) | (42.1,127)

727 383 437 159 87.8 109
200mg Q2W | (511 103) | (233,59.0) | (308,609) | (102,254) | (415,158) | (62.1,187)

450 10g QIW 145 29.7 53.0 216 713 109
mERIW | (102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (275,137) | (62.1,187)

: 103 99.6 116 396 214 275
10mefke QW | (146,222) | (865,132) | (101,148) | (329,525) | (184,303) | (236,377)

FRE (5%, 95%A) . QW : 2 BRI, Q4W : 4 BRIEFE. Cmx: MERERORSMEFRE,
Crinzs : FIEIR G4 28 B BICHBIT 2 REMBPRE, Cavgas : FIEHE L% 28 B B T TOFHMIEPE
E. Craxss : EERBERBTIRBHEFERE,. Cuins 1 EHREBIZB DRIEMBPBRE, Cugss : TF
RECRIT 2 FHLEPRE

12




4. ﬁﬁﬂluoy‘f .
&ML LTEARERE (&FfE) MFEoh T35 Z k73)>6 WMHRE L

@J\_%ﬁﬁf-‘ééﬁﬁﬁfﬁéz\ghhéo FOLET, FHORENEELZBELDH -

EL, AFOBREIC LY EEREHEREZRIA L LBRICHNT 5 2 L BB R72D, UT
DO~BDTRTEBLTHRICEVWTHERATENETH D,

@ HERITONT

@1 FTRD 1) ~ B) OVTANTHEETIERTHD Z L&,

(1) BAEFZBKRENEET 58 ARRKEEILRRES CHRSERTIR2S A ORI HL A %,

Hul 23 A RS RO L RURRE . HUES A RBIRIRIE2.8)

(2) FeERRERBE :
() FEFBRMENEET I2NALRERERRE (KRR Jﬁ@‘%&ﬁ?ﬁf“ﬁm\ 75%*&@%
 BAWEE. BSABRESERERETR L)

4 SRIFEFIEEZREL. %ﬂ%m%rﬁ(ﬁmﬁlﬂiﬂﬂéﬂﬁ%fﬁﬁiﬂuﬁzwﬁ@ RAEYE
, RBBHEITo TV S HERR -

(5) PUBHIBEALS EENE OHEREETR 5 B £1T > TV 5 Rk

D2 MEOFEERVRIERRRFEONIC 2 50% L BB FOEM (TR
WTENNICEY T B ERD 23, YRR ERORAN E@‘?‘é‘?‘ﬁ?ﬁ@ﬁﬁ%‘k LCEEIN
TWBZ L, | ' '

R

. lzﬁﬂiﬁ‘flzﬂy S22 ﬁ@@]ﬂﬁﬁ%%%?‘ L7=RIT 5 EIEU\J:@%/\JYL‘)?@EEHEEW’E
fToTnadZ k., 55, 2RI, ﬂlfu%%fﬁ{fﬁ'fk bfuﬁuﬁiﬂﬁig%wﬁﬂg%
fFoTWnBI L,

. EMATEEE 2 EONSFERET LB 4¢utmﬁﬁﬁﬁ%ﬁurma
Zr. 5b. 3EM LR, %Fwﬁh%%ﬁ&%abﬁﬁﬁﬁ%wﬁ%ﬁ%%
TWAHZ &,

© BENOERGEREROFHICONT

- ERRERERCHETIHEESERS N, BREE»LOBFRER, AME - R
SHERLOEROTER CEMSICNT 5 FHREMN, FEFRVPRE LIBEEOME

L EREONITTDON B EHRES TN Z L,
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® BMWERA~DORRFIZONWT

@-1 HERRAHICEE T 5 EH 5 _
MEEMERBEFEOEERBERABRE LILERIC, 24 BHBEEHOT. HZHERX

FOEEEIERR I3\ T, BB LZBITERIZIE U CARBEER RO CT F0RIER &R 4

ERREOERP Y BFIB LN, ELICHETRERREHIE-TVEZ L,

@2 ERUEEIC L IAEFERAINICET S EY

BABERICED 2 BMNRMBROEELZ AT 2 EREFEVRIEAT=2Y 7
EEWILERDOA V== 72TV EBRE L FRZEFT TE 57— 2 EREHIE
B TWBZ &, 2B, BREERCOVWT, BABE & ZORIRICHFICAMSNT
WwWanHZe,

@-3 B OBEHRICE LT

BIER (RIEMERRBICI 2, EEAGENE, D%, G5, MR, NB%.
MBS, BEOTH., 1 BERFE, Fre. FIERE A, BIEmRes. RRE
WRERE, TRAMERE, WREE, BEE, BIEES. Me BEEOKEEE. &
FRin#2 24 %E, infusionreaction, EE 2 MIKMEE, MERERERR. B, L, BE
DRIFRIG, IR RSN, DEEE (LEME - BIK - DEEDIIMURE) . EESHL,
BILE) 1ot L O, MEERULEBERSE OF I AT 5 D L L BIER
DBECRICE L CIREROXELZ T DN R&ECH S 2 L), BHICEER0E
BTEBERHBESTNEZ L, |
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5 BERKRLRBBE
- [AShEICBT 5 EEH]
@ Tﬂ@%%kkwfﬁﬂwﬁﬁﬁm@&énfmé
. 77%%%H%ﬁhm%ﬁﬁﬁ%ﬁﬁéﬂ%T%&mBﬁWN%Xiﬁ%@E

¥ LREBE
N 77%%&ﬂ%aﬁk%ﬁ&ﬁ%ﬁ?é@%ﬁ%&mBEWN%XME%@#
R LRERE

7. #ﬁ?k&ﬁfﬂmk@h%zixiMKmAﬁm%%ﬁ%%Lkam
Fﬂ&LTHEKTH%//#%—tmimXimxfu%//%f_fmim@
BRELET B AE.

® B B B R B AR 5 R OB RISV T $ﬂ@ﬁﬁﬁ
#%4éhfk6f Kﬂ@&%ﬂ%k&%&w
e [LBRIERBEOBE
. BB ,
o MOREMEEES R L TRESh A

® HEDEVA KAy (ARHERERE) {23\ VT, ECOG Performance Status 0~ 1
#0175 BELE, Xid ECOG Performance Status 2 ¥ OB Tit. £ 3 HHAGREA
(FEZXENE) OBEARERHERINLTEY., 77 FFRR oM AHEREILEK
WEDBERSNREWS—ARH B, ZOBRE. 7T FTRBIOREEARS L bE
3 HRBEAIER CORBELET 3 BRECBV T, AROREELEETES,

@ AFNIESEIERERIZBW T, EEIZJ:&E&(}}FEEIZ_E&EE@M “PROBEICE
Wil K& #f/vﬁh’_*ﬂ' L CESMENBRIEE ST 5'0 L. EREERED
BETH., PDLIRRRICL ) ASROERARRR S Z L ATRSNDRENED
NTVWBZ Ed b, FRELEEOBZICIH TIIPDLIFRRE bR L ETA
FOBEABEOHKET 5 Z L REE LV,

(E) BCOG ? Performance Status (PS)

Score | B

0 | £<HEERLIEBTE 5, R R L ABEENHIRR2ITL S,

A LW EB RS N5 R, SITTET, BIEESE-> T OFERAT D - LA TR 5,
7l - BWFRE, EHHER

BITAIBETHSOEDEYD O Z LT~ TARESEEZITTE R, E¢®m%uLMA/FﬂT@~?

RO ESOEOEY DI & LNTEXRN, HHEO 50%U L2y FABFTIBIT,

Slwin —

2<{BTRY., BEFOFOEY O L2 TRV, BeEy FPRFTBIY,

\
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*  PD-L1 BEER 1%KWNTH D Z L BB SN HRTELEEREICBNTIE,
FAL, FEZIFeANEORFDNOREREERORELEELET S, &2
e NRATuY A~T BEFERL) 0o =3 oBEE (BRFE4 : PD-L1IHC
22C3pharmDx  [#3) ) 2.k D PD-L1 REE SRR L7 ST LR @%%‘
- ThoT, FEIOBZWE (Bk7E4 : PD-L1IHC28-8 pharmDx [# =] ) |
ERESEEREAI m\uT@Iﬁ%%ﬁ%kKﬁ@&ﬁaTE%ﬁﬁf%
5,

XERE)
Andreas H Scheell et al. : Mod Pathol. 2016; 29: 1165-72
Fred R. Hirsch et al. : J Thorac. Oncol. 2016; 10.1016/j.jtho.2016.11.2228
Marianne J. Ratcliffe et al. : Poster presented at the American Association for Cancer
Research (AACR) Annual Meeting 2016; New Orleans, LA, USA; April 16-20,
2016 '

[Z&ticB+ 2 FHEH]

O TRIEZYTIBREIZOVWTIRIARORESNER L SNTWVWAZ L2 b, RERIT
reYsd AR
o FFIORSTICH LIRBEEDBERO & 5 A%

@ /é-‘)ﬁﬁu@ﬁﬁﬁ BWTTRICEY T3 BE O VT, AFoREII#EES 2y

. fLOTERRIRES 2 WEEICRY . EECARE2FERT 2L 2E5ETES,

. Fﬁ?’g’ﬁﬂfﬁr%@’&ﬁf‘ﬂﬁﬁﬁﬁ%é B

s BRERRECHEREEZRBDIBERVED ﬁ@fﬁ%ﬁ%ﬂ@k%’ﬁﬁﬁ% EFTEAS
FEOMICREMERH DN D BE

s BEASREBOADE ITBEMNLRE L IXBRED B CABRBOBEEED
HBBRE 4

o . BB (iﬁnjlﬁlﬁﬁﬁlﬂﬁﬂ@*ﬁ@%@ o) ObHBHBEE

o EEOBRRENIIEEEZAETAEE

*  ECOG Performance Status 3-4 &0 DB

@D L., WORBEBERORESICOVT, BB, EERSCHKY T Lo, BEEEE: 2
SEIFRORROBENEHHE, EFEZETEY UM ENBE BIESR) X oW TiEZOmRY
THR,
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6. HEICEL THEETR&EHE | , A

@ HRASCESICL, BEIRFEES B IRIT 5 BRI -5 AHORER EER
Ao NERERE+SICER L ThLERTAZ &, |
BRBRRIZAE D, BENIIZORECAMERVERERZTSBAL, RELE -
ThbE5ET2ZL, .

FHRFE LB\ TIE, PD-L1 BREBOLFHER L L TAROREF B 2T 5
T EBNEELWA, PDL1 BEENHER TERVFEIIC i AF| DR ORE % E
BN Lz L CRET B L,

ERBHERD<X DAY M2 T

@

®

EIBEREERD bbIAZ X h D DT, AEIDEEIZH Iz > Tk, BKE

% (EIREREE. Wk, FEE) ORERUEE X BREOERS, BEr 45
AT 2L, Eik, HEIZIS U THE CT. mE~—b—ZEDRELERKETS
e,

AR DO EITEE D infusion reaction (2 2 CBARFIC+ oD T 4

REATOI ETHImT 5 & E T, 2 [B] B LAME DA% 5-FF1Z infusion reaction
Rhbbbhd T b HBDOT ARBEFROAREEETHRIINA Z AT A

VERET %, BEOREEY RICBET DI L, R, infusionreaction &
B LEEITT. £STOBERVERNELICEE T2 £ TRE L 08
TBHZL, ; ,
RIS, TEAMERERVEIBRERD bbNE Z LB 50T,
AF D 5 BART K UM 5 1R s I IR IS PSS AR IR S (TSHL, Wiﬁ%ﬁ T3.
I#EE T4, ACTH, o F Y —AE0RE) #ERTHZ L.
AFOBEIL LY . BECRERSCEET S &£ X b bkEx REROKE
BHoEbNBE b, BRDPRBOLNIY AE@;%%LE%&KEEt
PR 7 R & BRSO [E AT L i U ORI R BRI 2 AT\ B DS

RIS X AEHERIRRDN 2 HAITIE, ARIOKREXEFE, RUBIBRES

NEVHIOBREEZERTH L, 7B, BIBRERVEOREIZ XY EWE
O ENR ben&w%Aum m%&ETW%/uﬂwﬁFMﬁﬁ@Lm
HERT S,

BERTH, FOERD» D BO AR L T LRIERBRRAT 5B H57D
AR DTG TRIT b EERORBRIC IR T 5,

1 EVEERRG (BIE 1 BRI 2E) Abbbh, BRFEES h7Y F—v X
KEBZLRHHOT, OB, B, BHEOEROBRLMEED LR IZT
SEEBTAHI L, 1 BERBRRON G CEREZPEL, 1V RY V8
ROBELEOBEERLBEELIT 2 L,

ﬁﬁwﬁﬁﬁﬁ TRV, BEBMED 9EE, %nu%m BERWENG 165
Eu6@ﬁkksﬁwﬁ®?ﬁ%ﬁofwt_ EBEIC, AHBRETIIEHH
L ICHBRE CHROMREEITI I L,
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. (FE2) B
R HERE, BALREL 22BERHOSEE

< FeEZXEARBRLRZEE>

BEELREBHIROLHBE -
BYEEXEHLTWEBE

RBEH LBRMEDRDND BE

ERAEACBEEOCKEEENCH L BE
ERXITEIR L CW A RO b 5 B

< FEZXBEAVPMMEERELRDEE>
BRI O b 5 BE

B RUIMREED H 2 BE
FIEEDH 5 BE

EEEOHDIBEE

BEOCHDEE

SRS B WO B B

< FEZFEALOERZBEWER>

B REIH

VavZER-TFT4TFT—

FH, B4, FrggRs

BEBETRE

IR, PhiRAERE

LRA

BRI EIEREER (DIC)

BESNL, BBHL, ShAps. KB

AL LR ' ‘

BAEFRR (R E R

SMERER

BEHRARAEMRE (Stevens - Johnson JEMREE) . PEHMRFBILE (Lyell FEHERE) ., STAHE
DF AT —F MKE, BIE - RREE

DHRE, BIRMLERE

RRYE

AR NVE > RE R/ IERRE (SIADH)
E%&DW%%®%&%\E%%\X%WﬁE%\Eﬁwmﬂ@%wiﬁﬁﬁﬁﬁ%\mmmm
Recall 25 :
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KEERMETA N4
=hnr<7 (BFE#Z)

(BR5E4 : A7V —RRMEE 20 mg, 7V —REREE 100 mg, 7V —
R RTEFE 240 mg)

~EMRAE~

T2 9F2A ($F249 AT
B S BE



AN S

1T ®IT

KAEIOR, ERBF
FEERIZ DWW T

BeExtg L 25 BE
BEIERLTERTREEHE

P2
P3
P4
P20
P22
P24



1. Ui ‘ ‘ ;

ERROADNE - REEOHERO DI, TfXESICESWZEERERANRD
b3, 5T, IBEOHEEFOESIZL Y, IERERRL 2 L OEFRRETHRIERME
FEERLNERENIPT, INOOEERZEICKLERBE TR 5 2 L B3RO
ML 2o TRY REMBOEE L WEDEAL# 2016 CEEL 28 42 6 A 2 A BIERE)
KRWTH, EHMNERLREOERORELHELZRS Z L L Eh TV,

FHERREERE S, BEERRSRZE T 7 7 A VEREOERR AL MR
RBZEBHDB, Z0H, APERCRZEMEICET A ERS+2ERT 5 E TOH,
UHEEKOBEEZMRZITH I LPHFINIBECH L TERATSE LB, BIE
ARRBR LB LELRSGE & 5 L RARR—EDEM & T EREE oA
THILERNEETHD, :

Lieddo T, KFA K74 T, BAREESZNE TRBEON TV IEFRSER -
BRI RHICESE uT@E%m@%ﬁtﬁﬁ%%@#5%@#6%?&%# ZZ
FROEEEERTT,

B, AHA BT A 0%, MIATEIEAEER ERSIHA SIS, AEREA B A
BHREEYS, —BRAEEEA B ABRABRES R OAREEEA BARERZSOH S
Db LB LT,

ML R AERER 7V RN ARE 20mg, A7V — R ARERE 100mg, 7Y
— R REEE 240 mg (—i%% : =FRAN~T (BT Z))

e L RAPEIDE  BILBAE

NEERBRERVAER  BE., RAKE=FR LV~ BEFHEEZ) L LT, 1E240mg
% 2 BREFEEXII 1 E 480 mg % 4 BRIFER CREFET D, &
L, BERAECRIT B MBREOEAR, BEHBIT 12
BAMECET B,
RIGTRTERERBRABICY LTS ) AT (BETHR
z) LBEFRTABEIE. B, BARZ=ANV~T (BT
%) & LT, 1E80 mg % 3 BT 4 BAHGFEST S, D
%, =AN~<7 (BEFHE#EZ) L LT, 1 240 mg % 2 @M
R L 1 [ 480 mg % 4 BERIRIG CAERET 5, '

B 3E AR 5E ¥ F . NEFEETEGRXESAH

(&%) ,

Eﬁi@ﬁk%#é%~f%£ﬁ%&mmmg B4 Av) A~ (BFHEEZ))

DEhHE i@%\ﬁ&&vmg

%h &8 I 2 R BIRUIRARELREERAE

ﬁéﬁ&UWﬁé BE, RAZER YY) A=7 (BaFHEBZ) & LTI1ES3 mgkg

(fRE) % 3 BEREMRT 4 BARSET S, 28, OREEE

FEERATIHERIT. =RV ~T7 BEFEEL) CHBRTZ L,




2. FROKEE. ERBF |

Z 7O — R AT 20 mg, FATETFE 100 mg R ORLAESEE 240 mg (—R4E : =

R (BEFEEZ), AT, [FF &03,) & NEBRGTERASLE A
Ly s R BTVRARM =AY —X X747 (BMS) #) #B%LEE M PD-1
(Programmed cell death-1) ZXf9% e R IgG4 &) 7 u—FAHETH D,

PD-1 1%, FEAE(L L7 Y <8R (T #EMS. B MR U F 2 S 4% 5 —T i) RUE
BERMIIRIZ I T 5 CD28 7 7 3 U — (T MBROTE(L 2 MBIRNC E L RICHIBET 54
F8) CRTAERETHD, PD-1IFHFETMEICRET S PD-1 Y ¥ F (PD-LI
ROPD-L2) LA L. VU BRICHEIEY 7N 2 EE LT S BROEEREZ
BICHEE LTS, PD-1 V> FIEERTHIEAMNC b b O 72 SRk 55
LTHED, BUHEAERED DR LEFERICIT 5 PD-L1 OREL % 04T
HIRE ORICADHBEBMEN D D Z L AMRE SN TS (Cancer 2010; 116: 1757-66) s
i BMEAERE CIIEBRERE THRAEAT A VI —T = F < (IFNy)
iz k- T PDL1 ORESHESh, BB LEEHRMIET 5 PDL1 ORBR LR
ATERIRE & ORNCIEOBEEMR R H 5 & OHE D H 5 (Sci Transl Med 2012; 28: 127-37),
X 5Hlz, PDL1 & MAIRR S AAMIRIE, SRR CDS Bt T Mt OMRES
 IEEERBIF S WS, HLPD-L1 HifE T PD-1 & PD-LL L OREEZAET S & TOMIR
| BEEEREET S ZLRFINTND, 0T L 7% PD-1/PD-1 U H v FREIE, 2
Ammhﬁﬁ%ﬂmﬁﬁrﬁﬁ#&@&%%%@ﬁ?é%ﬁ@—o&Lf%x&hfw
5o
AHANE, FERBRORED b PD-1 OMISMES (PD-1 U 7 > FREAFR) 10 E L.
PD-1 & PD-1 Y H v R ORAZMETSZ Lic kY, BAFFMSRNR T MRS
AL R O AR X 2 MR EETEE 2R T2 2 L TR 2 RERIR 2T
ZLBAHERESNTVE,

AFN ORI -5 GBEORBRISIC X BBIHERSNS bbh, BEXIEER
 EREEEMRDS, AAORERROEERICE. BEOBREE AT, RENE
B b LT A T I SEB L T BRI U T B PN A & R & RS P & LT

EIERBE R, BECRERSI X sEIERRREDRABAIIE. BIBREERL

%yﬁwﬁﬁ%wﬁw&mﬁ%ﬁbﬁgmbé



3. BREREUE
BB AEORRFICGEMEZTo X RBERRROFEEZ R~ T,

[E%hiE]

OCENFEIERER (ONO0-4538-02 ER)

FHARTY BT, IDTIC) &1 3,) 10 & ARk 2 A 5 R eIR R a2 I
B/ VX IIBREROEHREERBAE (ECOG Performance Status 0 & U8 1) 35 fl & 1Bz,
AH 2 mg/kg % 3 ERIMRCABRE UL, FEFMEER CHSEYHR (RECIST 44
R4 11 BUCE-S HR¥EEIZ L 5 CR XiZ PR) 1122.9% (90%EHEKM : 13.4~
36.2%) Tholz, 2B, FRNIHRE LEBEIX 12.5% Th o7z,

QENBI4ERE: (ONO-4538-08 \ER) |

{LERIERBEROBRIGEIBRAR 2N/ VA IIFEROBKEAEARSE (ECOG
Performance Status 0 X T 1) 24 ] % 548212, AH| 3 mg/kg % 2 WEIFR CREHE L,
FEFMEER ThHEPE (RECIST VA FFA 2 1.1 RIZES S PRHEIZ LS CR
X% PR) 1% 292% (0%IEHEXME : 16.7~459%) Th o'z, 7o, ERICRELLEHE
EiX 6.0%TH o7z,

OYESEIFATABE (CA209066 B »

v YU RAWEY A VABRETESNST S Bl (BT, TBRAF] 11 5,.) V600
ERORMEERERBROBRIBER A LRI/ VAN IEROELEAERE
(ECOG Performance Status 0 2 U8 1) 418 4 (A<&#£ 210 . DTIC #f 208 #1) # X8Iz,

DTIC Z%tFR & L TAA] 3 mg/kg % 2 BRMR TRIFHE L L EOFDEROELEME

ERE L, FEFMEER Tho24FHM (BIF, fos) W) ,) (PRE [95%(F

BERE]D OFRENERL. AFBIXINE" [NE~NE] % A, DTIC 3T 10.84 [9.33~

12.091 ZATHY . AT DTIC o5 LA ZICERREEEZ R L (NF—Fik

0.42 [99.79% XM : 0.25~0.73], p<0.0001 (/BB log-rank #E]. 20144E 6 A 24 B

F—FHy W ET), -

TR AT, i)



—A— FEIB
ool HFNI

0.3 | | |
0.2 ‘ " o
0.1 :

o'q _l T ¥ Al i T T ¥ ¥ 1] ¥ T N ' T 7 ' I .
: 0 3 6 g 12 . 15 18 -
at risk# , SEER (A7)
FEIB 210 185 150 105 45 8 0
AR 208 177 123 82 22 a0

1. OS @ Kaplan-Meier Eifi (CA209066 BB

@RS EIAERER (CA209037 REBR) ?

ALY =T (BEFEERZL) BT, MEYA<T] L1 5,) Xid BRAF [REH]
FETCEREEL AT 5 RRTRTEZIY/ VA IR OB RAERE

(BCOG Performance Status 0 U0 1) 405 B (A<#IB% 272 B, (L35 (DTIC Xidh v
RFSGF L ey Y FEr b O) B 133 41) 2RI, LPREEZXIRE LTK
% 3 m/kg % 2 BRBECARBE Lz L 2 ORPERCREME R L, EZT
IHBTHHENE (RECIST HA FFAY 1.1 fRICESHRBEIC LS CR Xid PR)
C DN TAR RS SNI BRI 120 B AN SRR & LT PRI 217 - Tk .
AFIBET 31.7% (95% SHERR : 23.5~40.8%, 201443 A 10 BF—Z Wy v 237) T
Bot, 2B, EMCEDROBERREL CWarok, b5 —DOEEFHEA T
55 08 (PIME [O5%EMER]) 12oVT 182 FIDA <> b GEE) Hic T PR
B AT TR, ARIBET 1547 [1239~NE] » A, (L3RR T 13.67 [11.50~NE] ¥
ATh Y., AAIMEERECH LR ENICERRER 2R S 2M o (A —Fik
0.93 [95%(SHEIX M : 0.68~1.26], p=0.6299 [EH! log-rank BRE]. 2014 11 A 12 AT
L —FHy b7, | - :



GENFIHRER (ONO0-4538-17 FER)
EFFERIBROBRBDBRTIR2TH/ VAR IFROBERAESEE (ECOG
Performance Status 0 KUY 1) 30 flZRMRIC, AFE A Y AT 2HAH AT, THH
AV AeT] L3, BELE, FEFHEEE THEEHFE (RECIST A FF
AV L1RRICEES S PR¥MIFEIT L B CR XIT PR) 1 33.3% (95%(EHEK 1 : 17.3~52.8%)

Thol, BB, FHIIRELBMHEIL23.8%Th o7z,
*: K 1mgkg (FE) LA ¥V A~7 3mgke (FE) 2R BIC 3 BRI T 4 EARRE L,
AF 3 mg/kg (RE) % 2 BREMR CAREE L, ARSIV TR, AR 2 RS L,
AY AT REFRDORERTHE 305U LOHMRE BV TREEZRIA LK,

@S FE AR (CA209067 FRER)
L FEFERBROBIGEIRT LR ME/ VI O BHEBAERE (BCOG Performance
‘Status 0 RN 1) 945 4 (AFI+A ©Y AT BE314 Bl AFBE3I6H. ALY beT
BE3SH) 2RBIC, A VY A-THEELHRE LTARE+A VY A~ THRERUEH
BEOAEPHEREZEME BRI Lic, TEFMHER Th 5 0S (PRI [95%EHEXR])
DBAMEATRERIT, £H+ 1 ) A< 7B TNE [NE~NE] 4 H. AHIBETNE [29.08
~NE] A, A Y AvTFT19.98 [17.08~24.61] ZATHY, AF+A Y b=
BERUARAZE XA E) AT REICK LKEHENICARRERZ R L. (FRFI+A4
Y A TS N PF— R 0.55 [98%SHEK M : 0.42~0.72], p<0.0001 [JERI log-rank
BIE], AKHEE : A~ — FH 0.63 [98%(SHEIK : 0.48~0.81], p<0.0001 (B3 log-rank

WE], 200688 A 1 BT —& v v47), ,
*: A 1 mg/kg (BE) &4 ¥V A< 3mgkg (KE) R B3 BRIBRT 4 BEARREEE LR,
&K 3 mghkg (KE) % 2 BREBRCARSELE, HAREHRICBOTI, AEERMICRS
L. A1) AeTAAORERTHE 30 FULOBBE BV TREZEH L,

1.0 552
0.9
0.8
0.7
0.6
0.5
041 e FHl+AECYLTTR

031 A Fmim
0.2 O AEYLTTH

BRHF

0.1 * ARUO : fT91Y
0 3 6 9 12 15 18 21 24 27 30 33 36 38
at risk# £FMM (A
FH+IEULTTHE 314 292 265 247 226 221 209 200 198 192 170 49 7
Ay 316 292 265 244 230 213 - 201 191 181 175 157 55 3. 0

AEYLTTEH 315 285 254 228 205 182 164 149 136 129 104 34 4 0
2 OS D Kaplan-Meier it (CA209067 3B




fods BRI R R R B BAIEEE ¥ HEICAH+ 1 U Av T BELOVTHE

LMo 1 488k (CA209004 BRER) D=k — b 8IcBiT 3E%E (modified WHO £ o

CYEIZE-S< CR XX PR) i3, {LFBRERIBEBE T 46.4% (13/28 B, 95%IEREKRE :
27.5~66.1%) . {LFEEIERETSEBE T 38.5% (5/13 fl, 95%EFEIXM : 13.9~68.4%) T
Hote, "

(PD-L1 FEERWBI OB ER VR EME)

HESMEE MAHFRER (CA209067RBR) ICMAAN DN BEDT —F LS| R
BV TCPD-L1Z R E L BB S 5814 (UUF. PDLIERE] &d.) 5l
ICRRENCHRNT 21T o LA IMER VRS OFERIIUT O LB Y THoT, -

A L. PD-LISSEEMN 1% (PD-L1<1%) OBEER LB L 1%Lk

(PD-L1=1%) DBAFEFTA Y h<7 O EFEHREMEVVEMARE 7z (FR),
BB, AE+A Y AT HOREM T 0 7 7 A VIEPD-LI< 1% DO BEEM LPDL1I=
1%DBERFTAKRTH o7,

- PD-LIRMNE1 %K PD-L1S35E19%L E
1.0 [R5y 1.0
09§ 09
0.8 08
07 07
06 06 .
& & "Seas
g 05 g 0.5 P
Mra = . -
. . s -%
041 e FMHAEYLITH g 041 e E+4 LU LTTH =
. e . .
03{ A M 031 A & , \ —a
02f -© qEYLTIR ' 02] -© AEYLTTR
01 £ ARUO : fTHY : : 01] *.ARUO:#I8Y
0.0 - e
6 3 & 9 12 15 18 2124 27 30 33 I/ 39 0 3 6 8 12 15 18 2t 24 27 30 33 36 39
atriski M (7)) at risk® £FWW (A)
EMFAEVLTTR 123 113 102 91 82 82 79 74 74 72 66 18 4 0 FMAE EVLTTH 155 144 132 127 116 112 105 102 104 99 8 27 3 0
AM® 117 103 8 76 73 65 62 59 5 55 5 16 2 O ERE 171 165 158 148 138 131 122 147 112 10098 3 1 O
i 0 SEYLIFH 184 155 138 126 115 102 89 B3 77 74 64 21 2 0

AEYLTIW 113 96 87 79 71 61 57 50 44 43 32 10

3 CA209067 B PD-L1 F3H=RFTD OS O Kaplan-Meier Hifi
(£ : PD-L1<1%0BEHEF, EX : PD-L121%0BEHLE)



OERRZEFFBMERER (ONO-4538-21/CA2092387A5k) |

S BIRE OIIbe HI/IVAT OBNERENERE 006 41 (AANBE 28§l Eir, AHEE
45351, A BV A=T (BiaFiEfz) 453 40) &R, AV ATERBELT
AH) 3 mg/kg % 2 BHEFR CRFEHFE L. L X OFHERVOREM LRI Lic, TEFE
HR Th 5 EEREFIM (PRE [5%EREM] ) OTRBIERIL, ARET NE

[NE~NE] # A, A ¥V A= 7HTNE [1656~NE] ¥ATHY ., FAZA Y 2avT
WX LR RN AR RIER 278 Lic (A F— R 0.65 [97.56%(E XM < 0.51~0.83] |
p<0.0001 [JB%! log-rank BRFE]. 201746 B 12 AT —F b v bA7) ,

*: AICC (American Joint Committee on Cancer) FEE BT &S,

1.0'1‘.1*\'\\\
0.91 A"~ . iy

Fe —O AEULITE
0.81
0.7

0.61

0.5+

04 -

4t Hr o 381 oA

0.31
0.2

0.11

0.0

T T T T T v li ' ! T i T 1 T i 1

0 ‘3 ) 9 12 15 18 21 24 27

at risk&k . EERAFEHMA)
AFIFE 453 399 353 332 311 291 249 71 5 0
AEYLTTEH 453 364 314 260 . 252 225 184 56 2 0

4 EFRLAFEHRO Kaplén-Meier mh# (ONO-4538-21/CA209238 3RER)



[Zz 4]
OERNE NHRER (ONO-4538-02 iﬁtﬁﬁ)
HEELRILH (100%) TR b, &# L ORREE 7)=E ETERVWEEESIX
3035 Bl (85.7%) IZER® bz, BEEN 5% EOBHERIZFED LBV Thotk,

#£1 RBEN 5% EOBER (ONO-4538-02 BAR)

BEIIXRSE B (%) -
EAGE ‘ 3561
" (MedDRA/J ver.16.0). : & Grade Grade 3-4 Grade 5
- 2BMER : 30 (85.7) 9 (25.7) 0
AL WES , , ) .
FRBRSRB IR T 5 (14.3) 0 0
BBEE : ' : ‘
TH 4 (11.4) , 1 (2.9 0
B . 2 (57 129 - 0
oAk ' 2 (57 -0 , 0
—i% - RHEER ;Uﬂﬁ*“mow& : T » .
HH .5 (143) 0 0
B 2 (5.7) ’ 0 .0
e 3 (8.6) 0 ' 0
O FRREREE , ‘ o
IFREE 267 . 2 57 0
HERIRE . . . ’
ALT #8m 4 (11.4) 1 (2.9) 0
AST #57m 5 (14.3) 2 (57 0
G e % 2 67 ' 0 0
1B CK #m 5 (14.3) , 3 (8.6) 0
7 V7 F =8 2 (57 0 0
M7 ¥ oREEm 2 (57 .. 0 0
1% LDH #0 5 (14.3) 1 (29 0
e TSH B 3 (8.6) 0 0
mA TSHEM " 7 (200) - .0 0
CRP #10 5 (14.3) 1 (2.9) "0
SFERERETHEM 4 (114) 0 0
y-GTP i 4 (114) 4 (11.4) 0
RET FobEpt 2 (57 0 0
~NEF U '3 (8.6) 1 (29 0
Y v BRER 5. (14.3) 129 ]
SR BRI 2 (5.7 1 2.9 0
BASRARTEEET 2.7 0 0
N T e 7 2 (57 129 0
% 1 Bk 2.(57 1 (29 0
- BMERERD 6 17.1) 0 "0
SHERE T3 #9m 2 (57) 0 0
WERE T3 WD 8 (22.9) 0 0
el T4 B 6 (17.1) 0 0
TERE T4 B8/ 2.(57) 0 -0
Y U= FETIE 3 (86) 0. 0
fis ALP #5/0 5 (14.3) 1.(2.9) 0
FR KRR 3 (86) 0 0
B~ — o — 30 2 57D 0 0
Fu s m , 2 5.7 0 0
4)“—77&57/I~7"n?4 Vg 4 (11.4) 0 0
% CK B 2 (57) 0 0
FEERR L URAEREE .
IHRERE . : 2 (57) ) 0 0
MEREE -
TREEE 2 (57 0 . 0

HRitE= 2 —a XF— AN 0 0



BERRME ’ B (%)

EXFE 35 i
(MedDRA/J ver.16.0) ) £ Grade Grade 3-4 Grade §
TERBE LUK FaRRE :

BEE 6 (17.1) 0 0
% 5 EEE 11 (31.4) 0 0
5 2 5.7 0 0
R EBRES 2 (5.7 0 0
HElRtE R R 2 ' - 2 (57 0 0
BREEERD 4 (11.4) 0 0

7B, FMEMERERER 16 2.9%) . KBX - BEEOTH 14 2.9%) . HiREE 4 5

(11.4%) | FPERAEREE 5 0 (14.3%) | BHEREIEE 2 41 (5.7%) . FORIRHEEEREE 8 61

(22.9%) . BIBHEE 14 29%) . EEOREBE 146 2.9%) RUSE 5Bk 145
4 (2.9%) RO LI, E7z, TEAEHEREREE, infusion reaction. 1 BUMERIR. BEZK.
EREMEE, WK - BEL, DR, ik, R, BEBRRE/ I A F—RU%
M/ IRIBA MR BERISRR D b e o o, ARIERARBRRRIIBEESES (BERE
EEEZED) Z2E80EHERETT,

@ENE 835 . (ONO-4538-08 ER) ~ |
FEERIT 2224 5] 901.7%) B, FHE ORRBRATETERVWEESF
£03.18/24 B (75.0%) 2RO bivie, FHEN S%LU LORIERIITROLBY ThHo
77 _
F2 FEARR S%LJ.J:OEWFHi (ONO-4538-08 3D

BERIKRSHE BB (%)
FEKFE ' 24 {7
(MedDRA/T ver.18.0) 4 Grade Grade 3-4 Grade 5
. ZRWER. 18 (75.0) 2 (8.3) 0
RN WES . ' '
RS R T 6 (25.0) 0 0
BBEE . ' - :
B : 2 (83) 0 0
— - £HESB LUREHoRE ‘

R 4 (16.7) 0 0
BERIREE

HERY 2 (8.3) 0 0
REBLUSEBEE '

BARPBGE , 2 (83) 0 , 0 -
. FRRER, R X UWHREE .

EEEE 2 (8.3) 0 0
BB LR TREEE

A 5 (20.8) 0 0

5 FERE ' 5 (20.8) 0 0

HREBRES 2 (8.3) 0 0
. KIBK - BEOTR 261 (83%) . FFHAEREE 151 (42%) . TR

181 (4.2%) ROFRIRISEEREE 7 6] (29.2%) BB S, 7. EVEEEIERE.
CORRREE (R SU—ERES) | BHREES RETHEEEAS) | BIBEE,

10



infusion reaction, 1 BIFER. EEDKERE (Bﬂ%ﬂiﬂﬁﬂ&r R, WA, BXAE
BE) o Bk, BEEGENE. MK - %ﬁﬁ\ BE ok, Dk, Bk, Pk B
FRMIREE/ X AT — R O /MR HESREER 158 bz o To, ABIMERAR
BRMIIBEES (BRREEEELED) 280EHBERETT

OGS E MR (CA209066 3BR) ¥ _

HEELITAFIFE 192/206 61 (93.2%) . DTIC BE 194/205 4] (94.6%) B BIL, 1B
B b DR REHE N T E T & RV EESILAEIBE 153/206 5 (74.3%) . DTIC B¥ 155/205 |
B (75.6%) 2B bilc, W OFE THRERN 5%l EDBWERIT TR LB Y T
Hol,

#3 u\a‘m:@#*@&ﬁws 5%LL EOBWER (CA209066 3B

- FIE (%)
BEAAGE - e T DICE
%ﬁ:?DRA/J ver.17.0) ' 206 ) - 205 7
. U £ Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5
2BI{ER 153 (743) 24 (11.7) 0 155 (75.6) 36 (17.6) 0
MEE LY VRREE » ‘ . ' I
SFRERIBAE ' 0 0 0 23 (112) 9 (4.4) 0
/SRR RE 0 0 0 21 (102) 10 (4.9 0
HEERE N_— ‘ , Lo _
B . 22 (107) 0 0 25 (12.2) 0 0
THE 33 (16.0) 2 (1.0 0 32 (15.6) 1 (0.5) 0
i 34 (16.5) 0 0 85 (41.5) 0 0
U N 13 (6.3) 1 (0.5 0 43 (21.0) 1 (0.5) 0
R REEERIURERLORE - ) _ ) ) . )
S HE 21 (10.2) 0 0 25 (12.2) 1°(0.5) 0
ik o 41 (19.9) 0 0 30 (14.6) 2 (1.0) 0
FEE ) 15 (73) O : 0 10 (4.9) 1 (0.5) 0
REB LUFEREE Ve , , . R
BAREE 11 G 3) 0 , 0 19 (9.3) 0 0
HEKRR XU AERES R e T e S
A 12 (5 8) 0 0 3 (L 5) 0 0
F’!EJ% 9 (4.4) 0 0o 14 (6 8) 0 0
Bzm:‘onﬁ&ﬁﬁﬁﬁ% P ‘ o P o
FLBE 13 (6.3) 0 0 4 (2 0) 0 0
FeaB R ‘ 3 (1.5) 0 0 11 (5.4) 0 0
Z D PERE 35 1700 1 (05) 0 11 (54) 0 0
R 3t (15.0) 1 (0.5) 0 6 (2.9) 0 0
FEH R . 22 (10.7) 0 0 1 (0.5 0 0

7e35, AFBECH CRIEHERERE 3 61 (1.5%) | KBk - EEDTH 6 51 (2.9%)
PEREE (7Y - SL—ERRE) 2841 (13.6%) . FFEREE 76 (4% | B
SERESE 4 B (1.0%) . TEAMAEIEE 4 51 (19%) . FREEERE 13 51 (63%) .
infusion reaction 15 B (7.3%) . 1 BUERAS 161 (0.5%) . BEDKMMEE 3 5l (15%)
RORE S LA (05%) BRobik, £, BIREE, Bk, DEHRIE B
% - BREAK. DI, Bk, FFAk. BEUBBARE/ I 48T — R USRI MM
SEHERIIRD b o T, REHEABRRILIBERS GRRREEREZED) &
ELERERETT

11



@UESMETAEERER (CA209037 3UBR) 2
ﬁ%‘%%& IRAKIBE 265/268 - (98.9%) . {LRHEIERE 98/102 ] (96.1%) 1238 b
BRI L ORREBRNREE TE RWEEERIIAAIFE 199268 B (743%), b3
ﬁ&ﬁ&mwﬁ]@n%)hﬁwaﬂtow#nﬁwﬁf%54Wd%uL@@¢mm
TROLEBY Thole,

#4 u\fmbw)#'c%ﬁ*‘zﬁ 5% EDBWER (CA209037 )

_— FiE (%)
BERI IR I R
%ﬁ:;DRA/J ver.17.1) 268 B 102 64
o 4> Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5
£BIER 199 (74.3) 33 (12.3) 0 85 (83.3) 35 (34.3) 0
ik LY YR REE ‘
=ik _ 18 (6.7) 3 (LD 0 24 (23.5) 5 (4.9) 0
B BRI E 1 (0.4) 0 0 8 (7.8) 2 (2.0) 0
BRI E 0. 0 0 20 (196) 16 (157D 0
HL/INRIBDRE 1 (0.4) 1 (0.4) 0 12 (11.8) 6 (59 0
N WEE -
R IRHRRIE T E 18 (6.7) 0 0 0 0 0
BREE )
E 11 (4.1 0 0 15 (14.7) 1 (10 0
TH 42 (15.7) 1 (04) 0 16 (15.7) 2 (2.0 0
Bis 33 (12.3) 0 0 39 (38.2) 2 (2.0) 0
Mg 12 (4.5) 1 (0.4) 0 21 (20.6) 3 (2.9 0
—fi% - 2HEER L OCBRERAORE ,
$EHIE 14 (52) 0 0 .7 (6.9) - 0 (U
B 82 (30.6) 3 (1.1 0 41 (40.2) 4 (3.9) 0
HE, TEBICOLBEAIE
BEAREES RS "4 (15) 1 (04) 0 9 (8.8) 0 0
47
ALT #§n 14 (5.2) 3 (LD 0 1 (1.0) 0 0
AST 3/ 15 (5.6) 2 (0.7 0 2 (2.0) 0 0
FFERER B A 0 : 0 o 7 (6.9) 3 (2.9) 0
/RS 1 (0.4) 0 0 8 (7.8) 3 (2.9) 0
A i BRE R 3 (1.1) 0 0 8 (7.8) 2 (2.0 0
RBts L UssmEs c
RERBE 18 (6.7) 0 0 17 (16.7) 0
BEERE L URARREE
EBEE o 15 (5.6) 0 0 13 (12.7) 1 (1.0 0
HrE 11 (4.1) 0 0 8 (7.8) 0 0
HEREE ‘
K= 2 — R — 1 (0.4) 0 0 10 (9.8) 1 (10 0
sERR 3 (1.1)- 0 0 10 (9.8) 0 0
FER SR, MR X NRHIRREE
33355 13 (4.9) 0 0 8 (7.8) 0
BB X R THgEE :
FREESE 2 (0.7 0 0 28 (27.5) 0 0
% 5EE 51 (19.0) 0 0 2 (2.0) 0 0
5 34 (12.7) 1 (04) 0 5 (4.9 0 0
HREBIRES 16 (6.0) 0 0 2 (2.0) 0 0
SEEANE . 24 (9.0) 0 0 0 0 0

7R ARIBEC BV CRVEMEREE 8 B (3.0%) . KB - BED TH 4 41 (1.5%) .
HIREE 33 4 (12.3%) . FFHESREREE 22 1 (8.2%) . BHERE (RMEREHSX
) 54 (1.9%) . FUIRIFMEREREE 23 61 (8.6%) . BIREE 14 (0.4%) . infusion reaction

12



/

r

10 B (3.7%) . BEEOKRMEEE 161 (04%) . BEE 2461 (0.7%) RU&E SRR 36
(11%) 2B b, e, TERAKRERE, | IERA, EEHEIE, Bk -5
BEge, DR, Y. BT, BRI/ 3 ﬂv\f—&oﬁr e i/ INRRIR A SR BESR
e B:Mtyb:ot,, ZFE' eI EE TR (RAREEREEED) 28 Lo
dﬁ%%ﬁ?o

GENFI mﬁ% (ONO-4538-173R8R)
- HEERIILHE (100%) 2B b, AF L ORRBEBITETE f;b\ﬁ%?%%é
Bl (100%) R bk, BRRERUUAEOBIERITTED LBV Thol,

| 5 SEES 5% EOBIER (ONO-4538-17 BUR)

BRI BIg (%)
EAZE 30 4
(MedDRA/J ver.20.0) 42 Grade Grade 3-4 Grade 5
. ZEMER 30 (100) 23 (76.7) 0
‘mﬁkIUJ/A+E% Lo
£1m 2 (6.7) 0 ‘ 0
HOWES : . ‘
FROR RS RETUERE : 2 6.7 : 0 0
AR IRSRE IR TE . 7 (233) 0 0
THEMAs - : 2 (671 2 (67 0
HEREE . ‘ S s E i
&R - 5 (16.7) 1 (33) 0
TH 16 (53.3) 1 (33) 0
HIEE 2 (6.7 0 0
=i 4 (13.3) 0 0
nR%k 3 (10.0) . 0 0
EH 6 (20.0) 1.(33) 0
—f% - REEER LUREROKE - : . .
BH 5 (16.7) 0 0
e 7 (23.3) 1 (3.3) 0
*m&&@ 2 (6.7 0 0
i FEH 12 (40.0) 1 (3.3) 0
FFREEREEE . : S _—
L FPHRBRE , 7 (23.3) 4 (13.3) 0
FrEE : . 2 (6.7) 0 0
- BRRRE ' ' ) c ,
ALT 8870 . 11 (36.7) 3 (10.0) 0
7I5—PHm - 5 (16.7) 1 (33 0
AST $#/m - : 11 36.7) 2 (6.7) 0
v-GTP 47 ‘ 5 (16.7) 3 (10.0) 0
Yy —PHm 12 (40.0) . 7 (233) - 0
EEBD 2 (6.7 0 0
¢7WW)TX77¢—f%M 4 (13.3) 0 0
R XUEERES "
&Y U ALE 267 . 0 0
BE7 AT I EE 2 67 1 (33) 0
&5+ Y v AME 5 (16.7) 4 (13.3) 0
BB 8 (267 1(33). 0
HERRL XA ERES ’
BAEE 5 (16.7) 0 0
BEREE ‘ '
RERE 2 (6.7 0 . 0
AR 5 (16.7) 1 (3.3) 0
PRIRER. MRS K UWHREE ' _ :
FIEEAR S 2 (6.7 . 0 0
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BEARSE B (%)
EAE 30 4
(MedDRA/J ver.20.0) £ Grade Grade 3-4 Grade 5
N ERER 2 (6.7) 0. 0
BRI THRES
% 5 EEiE 10 (33.3) ] 0
k373 18 (60.0) 2 (6.7 0
BER B RERS 4 (13.3) 1 (33) 0

- 2B, PRRFEEEI (30.0%) . AFHSREREE 1461 (46.7%) . FIRIEHEREREE 741 (23.3%) |

RV M PR B340 (10.0%) \ KBS Z¢ - EEE O THI3HI (10.0%) . EEE D R BREE 341 (10.0%)
TEAHEEEE26] (6.7%) . 5 & 9 %161 (3.3%) . BIBUHBIARIE/ I A 35 —241 (6.7%)
ROBIRMBEREIF (33%) AROOLNE, $r, BHEES, BITREES 12
VERE, WER, EEMHEE. MK - BEIRAK. infusionreaction, LK. k. L&
/MR HEEBER R OF R IR bhvi o T, ABWEARTIRRIIEBESES (K -
REBREZED) 2E50EHERERT,

@B EMAAFRE (CA2090677ER)

BEESITIAE+ A LY 2w TB3123136 (99.7%) , AFKIBEI 1231381 (99.7%), A
U A 730831141 (99.0%) IR B, BREL ORRBESIBETERVERE
BEEUIAHF A U b TBE00/31367 (95.8%) . AFIEE270/31361 (86.3%). £ £V A

= 7H#£268/31161 (86.2%) XD b, WTNI OB THREENS% EORERIZT
zHDLBY Tholz,
#£6 WThOOBTHEBEER S%LEOBIER (CA209067 RED

BEBIKAH , P OO
EAR AEI+A Y AT AR AEY Av T
Y il 313 4 313 41 3114
edDRA/J ver.19.0)
4 Grade Grade3-4 Grade5 4 Grade Grade3-4 Grade5 4 Grade Grade3-4 Grade5
2EIER 300 (95.8) 183 (58.5) 0 270 (86.3) 65 (20.8) 0 268 (862) 86 (27.7) 1 (0:3)
NOWESE . ' : .
FRBRSEETCEE 34 (109) 3 (1.0) 0 15 (4.8) 0 0 3 (1.0) 0 0
RRBRRIETE 51 (163) 1 (0.3) 0 32 (10.2) 0 0 14 (4.5) 0 0
TEHK 23 (7.3) 5 (1.6) 0 2 (0.6) 2 (0.6) 0 12 (3.9) 5 (1.6) 0
HipREE
L 28 (8.9) 1 (0.3) 0 18 (5.8) 0 0 28 (9.0) 2 (0.6) 0
KA 40 (12.8) 26 (8.3) 0 7 (2.2) 3 (10 0 35 (11.3) 24 (7.7) 0
=5 12 (3.8) 0 0 19 (6.1) 0 0 17 (5.5) 0 0
TH 142 (45.4) 30 (9.6) 0 67 21.4) 9 (29) 0 105 (33.8) - 18 (5.8) 0
s]2)-7: 19,(6.1) 0 0 13 (42) 0 0 7 (2.3) 0 0
B 88 (28.1) 7 (2.2) 0 41 (13.1) .0 0 51 (16.4) 2 (0.6) 0
MR 50 (16.0) 8 (2.6) 0 22 (10 1.(03) 0 24 (17) 1(03) 0
—i% - 2HEEB L UCRERAORE ‘
%19 31 (9.9) 103 0 25 (8.0) 1 (0.3) 0 17 (5.5) 2 .(0.6) 0
EE 22 (7.0) o 0 12 (3.8) 0 0 10 (3.2) 0 0
bkt 118 (37.7) 13 (4.2) 0 111 (355) 3 (1.0) 0 89 (286) 3 (1.0) 0
FEEL 60 (192) 2 (0.6) 0 21 (6.7) 0 0 21 (6.8) 1 (0.3) 0
R
ALT 30 59 (18.8) 27 (8.6) 0 12 (3.8) 3 (1.0) 0 12 (3.9 5 (1.6) 0
7 IT—E8m 23 (7.3) 9 (2.9) 0 17 (5.4) 5 (1.6) ] 15 (4.8) 4 (1.3) 0
AST i/ 51 (163) 19 (6.1) 0 13@(2 3010 0 12 (3.9) 2 (0.6) 0
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R A (%)
%%gggz_;ﬁﬁ , AHA Y AeTH AHIBE 1Y heTHE
. - 3134 313 4 311 4
(MedDRA/J ver.19.0) .
4 Grade Grade3-4 Grade5 £ Grade Grade3-4 Grade5 £ Grade Grade3-4 = Grade 5
Y R—2 23 (13.7) 34 (109) 0 24 (7.7 12 33) 0 18 5.8 12 39 0 -
HERD 19 (6.1) 0 0 10 (32) 0 0 4 (1.3) 1 (0.3) 0
Rt LUSREE :
BABIR 60 (192) 4 (13) 0. 36 (113 0 0 41 (132) 1 (03) 0
BERRB XU A EREE ' ' '
Pa g 42 (134) 1 (03) 0 29093 1(03) 0 21(68) 0 0
fhvarE 17 (54) -1 (03) 0 15 (4.8) 1 (0.3) 0 9 (2.9) 0 0
HEREE _ ‘ ' '
L EEEDEW 17 (5.4) 0 0 15 (4.8) 0 0 11 (3.5) 0 0
. BRERE 14 (4.5 0 0 18 (5.8) 0 0 9 (2.9) 0 0
BEE 34 (109) 2 (06) 0 24 (171 . O 0 25 (8.0 1 (0.3) 0 .
TR WER L UHRRRE : ‘ R .
3 24 (1) .0 0. 20 (64 2 (0.6) 0 15 (4.8) 0 0
IR PR 36 (115 3 (1.0) 0 20 (64) 1 (0.3) 0 12 (3.9) 0 0
13- 23 21 67, 3 (10 0 4 (13) 1 (0.3) 0 5 (1.6) 1 (03) 0
BB X OB TAREE e ‘ ' " :
i -7 15 (4.8) 0 0 17 (5.4) 0 0 11 (3.5) 0 0
& 5 PEE 112.(358) 6 (19) 0 67 (214 1 (03) 0 113 (363) 1 (03) 0
R®eE © 91 (29.1) 10 (32) 0 7230 103 0 68 (21.9) 5 (16) 0
PR BB S 38 (121) 6 (1.9 0 14 (45 2 (06) 0 38 (122) 1 (03) 0
0 28 (89) 1 (0.3) 0 16 (5.1) 0 0

SEEANE 27 (8.6) 0

BB, AH+AEY AT TBITBWCHIRREESSH (27.5%) . FIEEREE 1024
(32.6%) . FIRIRHERERERSTH (27.8%) . BHEREREE2141 (6.7%) . MIEMEMERE2S
B (8.0%) . KB - BEOTHM (192%) . BEEQKRBEE214 (6.7%) . TE
RHEBEREE27H] (8.6%) . BIBHEEREE 1461 (4.5%) . BER3FI (1.0%) . M7 - BERE
252451 (0.6%) . infusion reaction 1341 (4.2%) . «S=<‘:5 PS5 (1.0%) . 341 (1.0%) .

- BESURRMIREE/ < AR 5061 (16.0%) | FF4k 1441 (4.5%) K OVER AR iz 25 RE261 (0.6%)
NEHD BT, Eio. 1BEERRA, BEGEIE. OHREORE D/ MR RS
TR bR o, AFIBEITI N CREREEGOH] (21.1%) | FPHEREREE 2401 (7.7%) |
R ARAERE A7 (15.0%) . BHMERRREE3S (1.0%) . REMMRESE (1.6%) .
K%K BEDTHI6H (5.1%) . BEEOEEREESH (2.6%) . TERAMERE3F (1.0%) |
BB RS (1.0%) . BEZS3H] (1.0%) . infusionreaction 1451 (4.5%) . & & 5
Jeolil’ (0.6%) . KERCRFRMIIE/ X A 3F—28%1 (8.9%) . FFJe2fl (0.6%) K UMk
BREREIE (03%) BRHLNE, Ei, 1BERK. EEGEIE. MK - JEEE,
LR, ﬁ%ﬁ%&tﬁﬁ?’ﬁ%md\#ﬁﬁfﬂﬁéﬁiﬁ IR b o T, REMERRTIRILZ
BEEs (BRREEEETED) 2EDEHERERT. !

RIGIR T A2 B B AEBE Z R RICAH + 4 V) 2w TRELRE LiciBs g
I #8358k (CA209004 3RBR) D == b 8 128\ T. {LRFHERIAIRAE 28 F & LK
EERSEEBE B3 AL oM T, BRI RERIIBO N o7,
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OERBRILERFEMAAERER (ONO-4538-21/CA20923 83 8k)

HEBERIIARIBE38/45261 (96.9%) . A BV b~ 7 EE446/45351 (98.5%) 125D B
. BEREIE L OIRRBRNEBE TE RVWAEFRIIAAIFE85/452%1 (85.2%) . A BV
bw TEEA34/4534) (95.8%) IZRD LT, WTNHDORETRERN%U EOBERIX

TROELBY Tholz,
727 WTFhH OB CREERNS%L EOBER (ONO0-4538-21/CA2092383K)
Bl (%) -
i ' ya
B A FTEV A TH
(MedDRNJ ver.20.0) 452 %) 453 #
£ Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

2E1ER 385 (852) 65 (144) O 434 (958) 208 (459 O
HEBRRBIUHEAEREE - ‘

sy 57 (126) 1 (02 O 49  (108) 2 (04 O
BHRYE 35 (1D 1.(02 O 19  ( 42) 1 (02 0
BREE : . '
THA 110 (243) 7 (15 0 208 (45.9) 43 (95 0
B 68 (15.0) 1 (02 O 91 (20.1) 0 0
JibE 29 ( 64) 0 0 46  (102) 1 (o0 0
A 12 (27 1 (02 0 4 {97 2 (04 O
[=hef-7: 24 ( 53) 0 0 14 (31 0 0
K% , 9 ( 20 3 (07 O 45 ( 99) 34 (75 O
~ - EHEERBLUREIIORE : SR . »

4= F19E 57 (12.6) 1 (02 O 53 (11.7) 4 (09 O
&=y 156 (34.5) 2 (04 O 149 . (329) 4 (09 O
L 7 ( 15) 0 54 (11.9) 2 (04 O
PeRRE oo

Y 8—EHEm 30 ( 6.6) 19 ( 42y © 26 ( 57) 16 (35 0
ALT 38 28 ( 62) 5 (1) O 66 (14.6) 26 (57 0
AST #8h0 25 ( 55) 2 (04 O 60  (132) 19 ( 42) O
TIZ—ERMm .25 ( 55) 9 (20 O 14 (3D 5 (1) o
RS BLIUFERE -

RARR 18 ( 40) 0 0 39 ( 86) 1 (02 O
HEREE

A 4 (97 1 (02 O 79 (174) 7 (15 0
B BIUE THEES _ ' R : .

BOR BB B 24 ( 53) 0 0 50 (11.0) 9 (20 O
EOREIE 105 (23.2) 0 0 152 (336) 5 (1t o
3 9  (19.9 5 (1) o 133 (294) 14 (31 0
R, WE B L URES ) ‘ , , , ‘

I PR 15 ( 33) 2- (04 O 24 ( 53) 0 0
RIS ) .

BRI R R T E 49 (10.8) 1 (02 O 31 ( 68) 2 (04 0
R BB R TUAERE 36 ( 8.0) 1 (02 © 18 ( 40) 1 (02 0
TEEL 7 ( 13) 2 (04 O 48  (10.6) 11 ¢ 24 0

BB, FAFCBOCHEEMERES 11 61 (24%) | BEFRARLE/ I A4 /35 —48 41
(10.6%) . AFHSBRREE 40 B (8.8%) . FMRMMEREREE 01 B (20.1%) . PHEREE 83
Bl (18.4%) . BHEEE 6 (13%) . BIBTHEEE 66 (1.3%) . TEAHEERES
8 (1.8%) . infusion reactionll 5] (2.4%) . KB - EEDOTH 21 il (4.6%) . &
BEORBEESF (1.1%) . 1 BERR 16 (02%) . BER3IF (0.7%) . S& 5%
2 %l ,(0'4%) R 3 (0.7%) BFEd BN, Eio, EEMESE. LK, Bk,



SR/ MBI PSR . gk - B, SAIRILEREERE B O AR S TR0 &
niamot, FEFRRRRLIEERS GRREERF2ED) 2EUEHERE
2R | .

1) Robert C.etal. : NEngl.JMed., 372 : 320, 2015 (CA2090667%5%)
2) Weber J.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 FAER)
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[F¥ - AE]

A OREMAEMBRESAZFIALEY I 2 b—va itk V., &5 3 mgkg it
240 mg % 2 BHEER TRE LEBOAROMFFRESREF S, ZOKR. &5
240 mg #HE LEBRORERIT, 44 3 mgkg 2BRE LLROBHEEL WL (HE
ERTEFHSNELO0, BARABE TSN TARESHER ST\ k- AE 10
mg/kg % 2 BERRTRE) TAFZHRE LLBOREE L R L UEREZTT & TH
Enfe (TR, MAT, BROBEICEIT 57 —F I2E3&, FH 3 mgkg i 240 mg
¥ 2 ERERCRS LEBOARIORER L A IREN L OB RN T 518
BRGEFVREESR, YZBEC O W TRNN TN KR, ERORE - AED
B CTHEMER VZEHICHARRZR TRV E TR SN, £, EHEAERE IR
BF—HTHESx . AF 1 mgkeg Xik80mg & A ¥ V.AvT 3mgke & 3 BREIRIRCE
ELBORFOBRBE L Z2MEL 0BEZ BRI 2BERISET VBEBE I, Y%
BEICOW TR TR, FRROBE - RO TREMIC A2 ZRIT2
TR E T,

#£8 EEDEMGR NS A —F

A AR Crnax Crind14 Cavgdl4 Cmaxss - |°  Comings Cavg,ss
(ng/ml) | (pg/mL) (ug/mL) (pg/mL) (ng/mL) (pg/mL)
3 ma/ke O2W 516 16.6 ~ 243 113 62.1 776
mefkg Q (35.2,70.8) | (10.7,245) | (17.1,33.9) | (75.0,171) | (@7.1,107) | (42.1,127)
72.7 235 34.1 159 878 . 109
20mg QW | (511 103) | (152,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 T 908 398 217 278
10 mg/kg Q2W (147,219) | (51.2,79.2) | (79.0,114) | (331,532) (184, 313) (237, 386)

THRRE (5%, 95%R) . Q2W : 2BHEIMR. Com : MEHREH OKEMBEFIERE, Cunas - HEHREE14
B BB 2 RIEMEPRE. Cupns: ERESHI4R BE COEHMBEPRE. Cums : EFRBICR
% ;%reim%mi%& Coins © ﬁ:’%‘ﬂﬂ‘:ﬁ%l:ﬁﬁé%ﬁ@%ﬁ%}i Covgss : EHWBITBIT 3 FHyh S
Ee. AR OBEAEYBRETNVENA LY I 2V — 3 08D, KH 480 mg

% 4 BRI TR 5 X IBEARO AL RS TRE LB o AH O M PR E A

Ehiz, ZORER, A 480 mg % 4 BEER TR E LEZBROEFREBIZRIT 5 EHm

TEPRE (BT, TCagsl &I, ) & AH 240 mg % 2 BREIFIRE THRE L 72D Caygss
CERET B L TFHEN (TR) . Fio, AH 480 mg % 4 BARMR TRE LIZBROE
FRIBICRT 5EEMETFRE T, (Chxsl &V, ) 1. FF 240mg % 2 8H
FR CTRE LTZBED Chaxss L LB L THREZ T T L TFRISNZ00, BRAABEICE
WTERERERINTWAHE - HE (10mgke % 2 BRIERTRE) TEEIZ2ERE
L72BRD Conaxss & LB L TR R R T & FRISN T (TR) . MA T, BEOBEICE
AT —FICESE, AF 3mgkg (BRE) 7213 240mg % 2 BREIRER. &L i34%H
480 mg % 4 WHEIRR CRE LZBOAROBREE L A TRt s OEEL RS
TORBEGET VPHER SN, YHBEEICOWTRFMNM TR, oA -
RECHMTEIMERUREMICHARRER IRV ETFRISNT,
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%9 FHOEWEIME ST A—F

ﬂ? ?ﬁ . Fﬁ g Cmax Crnind28 Cnvgdzx Cma:gss Cmin,ss Cavg,ss
(ug/mL) (ug/mL) (pg/mL) (ng/mL) (ugmL) | (pg/ml)
516 272 31.0 - 113 62.1 77.6
3 mglkg W (35.2,70.8) | (16.5,403) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
4 72.7 383 437" 159 878 109
240mg Q2W | (515 103) | (233,59.0) | (30.8,60.9) | (102,254) | (415,158) | (62.1,187)
480 = 145 29.7 53.0 216 713 109
mg Q (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)

FRIE (%A, 95%R) . QW : 2RI, Q4W : 4BMMMR. Cum : FIEREHE OREMIFTFRE.
Crinazs : FIEIIX54%28 H BIZ 31T 3 BARMIE PR, Cavazs : FIER 54288 B £ TOVHMIEPIRE,
Coaxss : EFREBIC BT 2 REMEFEE. Coins : EFRBICIT 2 BARMIE PR, Covess : EF IR
2317 2 M IR o
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4. HERRIZOWT ,

ARIBRR R B EAEEEICERT 2 HATIL, RBLEL L THEREBRERE (&)
FE) PRELNTVEZ LD, YTRELEIICERTEIERTHILERD D, £
DLET, EFRML ) X7 EHEEE RMP) I[ZES5&, FROERAMZEMERESH~OB K
HBHBMRTHo T, FAORENEI 2 BE LW - BEL. FFOREIC LY BER
BIEREZRB L EBRICRIET 5 Z L BBz d, UTOO~Q@0T_RT &Ik
CBWTHERATARETH D,

O MRIZONT | :

D1 TED (1) ~ 5) OWVFNNITHEYTIHERTHDZ &,

() BEAFBRESRET 58 ABRESEINIES ERERIR A BRI A,
HESERAS A RS ROEEHEHL RO, HURAS A R RRE 2 &)

) FEEERE | |

(3) HERBRMEIEET 2 BABREERR (BADREEEER. BALREE
BRbE. B ARREEHEERB R &)

(4) HRILFEREZELZRE L. SRAEFREME 1 UISRCERIEME 2 Ok %
RS BEBHZIT> TV D HEER ,

@)ﬁ%ﬁﬁ%ﬂﬂﬁ%ﬁ%%@%ﬂ%@ﬂ%5@&%ﬁorwém%

D2 EMBEEEOLERERVCEHERRRBEOMSIC 2 mE L RR L F o ER
(FROWTIHLICHKYS T B EM) 25, YRBEBORFICET 2 BROBEEL LT
BEEINTW3Z &,

*

o EMBHFIFR 2 FOMETMEEZET LizBIZ 5 FUEORABROERTHEY
ToTWAZ &, 9A+9\ 2 B, BDAEDEREEZEE UEBRIEEZROWHEL
ToTWadZ &,

[ EERsrmEs 2 EOUMFERET LB 5 EL LR EEREEDROR
REBRAEALCNB L L,

@ BREACERGBBREROEHICONT

ERMBREBRIINEFTTLIHEEPRES L, MEGENLOBRED., A - &
SiEREHEROEER CEMSICHT 5 E®RIRLE, F i?%#%ét Lc e omE
EH, ERELHITTONLEHBE-TWEZ L,
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¢

@ BHERONRRIZONT
- @1 BIfERRIREE ORI 5 B
MEMMRBEOEEZBIEARREE LB, 24 FADRAEHROT, SRERX
HOEHEMERRIC IV T, BB LZBERIE U T AREER U CT S 0RIEA OERIC &
ERREORRESY BFICELN., ELICSTRRERSIE-TWS 2 L, |

@2 ERREEFICLDH %ﬁwmu (L) pieY Xis

L RABRCEED A EPR MR OEEE AT 5 ERRESSEIERT =S Y vy
EEDIEERDOAY Y —=V 7 RITVERE LEREE T 5F— AEREHNE

BERTWBZ L, 28, BEEHICONT, BABE L ZOFRICTDTAMSNT

‘I/\Z> Eo

®-3 BItEA OZBTR RN B LT

BIfER (RIEMEMRBITMZ, Ef‘ BB fbﬁ%ﬁé fh g, PRECAERIARAE | KIBge.
INBe. EEOTHAL 1 BRI, FFRE. Hﬂ%ml‘ai Frde. BE{LMERRE . FRIR
HhEREE, TRAMERE. ff*n’*"ﬁﬁ% BEE, BITRE, M. EE(D&’EF“E #
Wﬁﬁﬂﬁ%ﬁr iE. infusionreaction, EERMKEE, MERERERR. HiX. . TBEE
DEERS. ERREE, LREE (LEED - @Mﬁ DEMERIS NS | Bi?’“ﬂjﬂu |
,‘E}'L%) W LT, SRR LB E R O P AT DR L EE L (BIFFA

SRS LTI R R E R Eﬂhé%#k&;é &), EbhicEERNE
75>T€< HIKHIRESTHB I &, ‘

t
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5. BRENRLIRDBHE

[z B3 2 %E]

O TROBEIZBWTARIOAMERFRIN TS,
. M+%&$éﬁ&0%%ﬁ@m%@%7%&m%ﬂv%xiﬁ%@ﬁ&%@@

BE

K mé@%&@ﬂWﬁWW%@“wﬁﬁiéﬁﬁﬁukﬁém%ﬁ%ﬁ&
725, BRAFEGTFERZATHBREITB VT, BRAFFERIC L 3R L EE T
&,

@ FHI+A VY A= T REMEFFERBROBRIBUBRTELEERAERE 42
L LIOBAEIIIERER (CA200067RBR) 1T\ T, KL ENief Y AeTRE
R LCEDMEBRIES T3, 272 L, FEI+A Y he T HE L AK MR
5% B U BRRAZBRFHIB W T, PD-LIRBERRICE VA v AvT O LS
ETHRDBERDIERARTRINIERBIBOLNATND (pBR) . Zokd, 1BiE
DB RELEBEERAERE ICREVT, FALA ) AT LOHBAREDHEELH
Wi 286, PD-LIRF+LHRT 22 ENREE LV, PD-LIRBEERI%UALTH
5z kﬁ% SN BETENTL RR, AABMREEEET S, 2B, RIA

BB TREE ﬁ%@@%ﬁ%ﬁ%&bt@ﬂ%lﬁﬁﬁ«mmmmﬁﬁ)@nT—f'

FBIZBWT, 4B%}§{£ﬂ€{"51§%%‘HI:%%&EEHE‘%%\%‘}: DETAK+A Y A
77*3&#0)%%'@:%‘%&%5\:@%&) BTV, )
* AR OBUFE L LT, BR5E4 : PD-L1 IHC 28-8 pharmDx [# =] REABIA T3,

#1D AJCC (American Joint Committee on Cancer) Fﬁ%‘iéﬁﬁ GETH) wESLFMm

22



[Z4iiz BT 5 FE] :

@O TERICEUTIBECOVTEHAAORENEER L éh'(b\é Lo, BEZTT
PN &,
. K%J@ﬁk/\b_ﬁb:@ﬂﬁf @E%E@@&;é%%‘

@ %ﬁwwﬂmLkwTTﬁgméiéﬁﬁuowTi.$ﬁwﬁﬁmﬁﬁén&w

. MOBFCRIRAEARVEAITIRY . MECAREZERAT - L2 EETE D,

. BEMBEBOSHIIEEOHLBE,

. IHERRE CHEE TR 5 BHE R OSSO BE BRI B
LOHICIERELN L b5 B

. HEAEEBOADH SULBMNRE L IXERMO B DASRAOBERED
hHoHBE ' ‘

. BEBEE RLSMRBRELS n>@&5%%

. REORREXEEERZATHEE

«  ECOG Performance Status 3-4 2 D&FE

(£2 BECOG @ Performance Status (PS)

Score | FEF

0 | 2<BERLEDTE S, BAEMLALAEEESIHRRITXS.

1 AR LWEBIIHIR S DR, HITRRT, BIERCE > TORRIITI Z LR TE D,
| B BRWRE, EBEE L

BITAEECESDOEOE Y ©Z LIX TS THREEMEERTERY, BPO S0% LI~y FATRIT,

BoNESOEOERDDZ EULATERY, BFOS0%ULERy FAFFTERIT,

lwiine

2BV, BHOEORY O LiIZEL TER, BNy FIRFTERIY.
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6. BEIBELCHET & ¥

@

©

®

TR CESICNZ, BT EE SR 5 WIS & R O R A

DD HKBERERETHCER L THLERTS L,

BRBAMRICHEN D, BE NI ZOREBCAESERERIEEZTAUHL, REEZS

ThbiRETAHZ L,

IR R e 2 B BB I w1‘$ﬂk4t)A77&®ﬁ%E5®TE

%H%?é%A'HMJ%ﬁ+%ﬁ 3922 EAEE LW, PD-L1 BREBHFER

TERWBAIZIT. AFI A ) A~=T7 L OfFROER ZEEICHET L EckE

THZL, |

FREWERO~R YAV MZDOWT

s FEMHRERHLDONEZLBHDDT, AFDOREIZH > TE, ﬁ%f
R (PPTREREE, R0, REZ) ORRRUME X BREOCERSE, BE2+5H
KITH &, e, BESUTHE CT. LiF~—b—S0RE2ERT S
Z &,

s KROBEITZEED infusion reaction |2 2 TRARC ARG D TX H1E
%47 o7z ECBItAT 5 2 L, E72.2 H B UK OAHZ 551 infusion reaction
B bbIB T & bbb DT, ARRERRUAARERTRIZ A F A A
V%ME?é%‘%ﬁwﬁE%+\:%$Té’& /2% infusion reaction %
RBUL2HEICE, ETOBERWERSELICEET 2 TREL THBE
TBHIE, )

o RURRRAERE . TEABEBEERVEIBEEROODOND I ENRHEDT,
Kﬂ@&%%%%&@&%@ﬁ?im%%hwﬂwﬁmﬁﬁﬂm1ﬁ%ﬂ
THE T4, ACTH, M aAFY —VEQRIE) 2EHT2 L,

* AAOESIZ LY, BEOHERIGITERT 5 & & X b bika RRESHE
BRHobidZeRbd, BRENRE B LNIHRITIE, BRELLERIIS U

BRI L BB LR OER LB L TR ZERNRREE TV, BEORE

Rz & 2 BHERREDN 2 AT, ARIOREIHIE, RUBIBRER
NEVRIOREEREBERTHZ L, 2B, BIBREFRNVECOBREICLVEWE
HAOWENRRED b2 WGEEIT \w%&ETW%/uﬂwﬁEWﬁﬁwLM
bERTDI L, ‘

. &5%7%,ﬁLﬁ#BﬁﬁEﬁﬂLT#Bﬂﬁﬁﬁ%ﬁ?é ERBHBTD
AR OB ERTRICHBIEAORRIC+AEET S 2 &,

. 1@%&F(%flﬂﬁ?ﬁ% ) Rbbbh, BRFEES FTY F—2 2
KESHZLBHBOT, DB, Bd, BHEOERORRLOEED LRI+
SEBTAI L, | BERFARDNSAICIIRERFIEL, AR Y 8
HOREE DB RABEITH 2 &
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B REUBRARLABEEAESRSICERT SRS, AROBKRRICENT, B

®

BIZADN B 3 7 A LI, BhUARE, BEBA D 1 FEMIL 6 BE I L ITHDED
MEIT-o NI L E2SEBIC, ARARETIIEHNCHROERZITOIZ &,
SERUIRY% OBMBAERE ~ONRMBIRE & UTERT BT, AFI OERR
RRIZTBWT, 12 BRI L CADEDOTFMEITo TWEZ & 2BBIC, AHRE
FIXESRICHROMREITO Z &, 2B TR EEREL LTERATHAIT.
FAOREHML 2 VAETLTH L, |
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BB A 51 v
=Hh=T (REFE#RZ)

(R4 AT VR RSB 20 mg, 47T —R AR 100 mg, 4TS T—
RN ATEEHTE 240 mg)

~ SRS~

PH2 943 8 (&7 24 9 HHET)
I A B |
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SR o e

XL ®HIT

AE|ORR. TERBF
B PR RRAR
HEERIZ DU T
BERRLBRDLBE

BEZELTEETNEEH

P2 .
P3

P4

P9
P11
P12



1. XL®iC :

EER OB - RLMORROTDITIT, T CBSICE S HE R 38R0
BB, &bz, ITEOREHIROESIZ LY . PERERR 2 ¥ OEFH2FRERE
FEESAEARSNEZTCT, INOOEERR P EICHERBEICRET 5 2 L REED
OBl 2o TR REMEEY L wEOEALE 2016 CERL 2845 6 A 2 BEZBRE)
CRBWTH, EFMERNSOFEROREHELZRIZ L L3N TWVE,
 FRERARFERRE, EREACREET 17 7 A VEREOERS PO MR
RBZERDD, ZDH, AR OEZSMICET 2 ERR+LEET S E TOR.
UHERSOBELR I A LB SNIBECH L TERT S L & bIC, BIE
FARBR LB LERNSE & 52 & BN —E O B4 2T E R o6
TEZENEBETHS, - | o |

L7 oT, KV FIA TR, BRBESCINETIBLN TV S EFRIEPH -
B2 RHICESE, UTOERRAOREAEHLHET 280 D BRERERE, £2
FROEEEEY R, |

B, KA BT 4 i, MIATEEAEE R ERSRA S, ARHAEARE
BRRIEEYS, —RHEREA B ARBRNBES, —REFEA B AT SEGH 22RO
ARAFEEN BADEARZE OB IO LR LT,

RHBRLRIERR A7V AN REHE 20mg, A7 VR REFHE 100mg, F7Y
— R AT 240 mg (—B% : =R~ (BETEEZ))
HELRIPENIPE : BRULERES L H T 5 EHIE o
HELRZAERORE B, RAE=RA~T (BEFE%EZ) L LT, 1E240mg
% 2 EREIEIFE I 1 [E 480 mg % 4 BREREIRE CAESET 5,
w3 IR 5% ¥ NEBERTERRAH




<

2. AEIORK, BB

FTF P AR 20 me, [RRIEEETE 100 mg & ORISEEE 240 mg (—HE4 - =
A< EEFHEEZ), BT, TE&H 2v)H.) 1, AEEATERAEHE A S
VoA BTIVRAR w4 ¥—X X747 (BMS) t) BB L7t b PD-1

(Programmed cell death-1) 1257 % & R 1gG4 &) 7 v —FAHIETH B,

PD-1 1%, &AL LY /38R (T #KE, BRIBRKR YT F = 7 0% 7 —THll) RUFE
BEAMINRIC R BT 5 CD28 7 7 IV — (T MBRADTE ML 2 MBhAOICIE L AICHIET 545
FH#) CBRTBRAEKTH S, PD-1 IHFURBTMIZICHERT 5 PD-1 Y7 F (PD-LI
RUPD-L2) LA L. VU v BRICHEIES 7 A EE LT Y v BROEE(LRES
BICHTHE LTWVWB, PD-1 U F Y FRFUFIRAMIRLISMC B b Rk« 2IEEERICFHH
LTRY ., EMEREEBREH LR L ZEHREMRKICIIT S PDL1 OFRLIFROLEF
IR & ORICARDIEBEEENH D Z & B HE I TS (Cancer 2010; 116: 1757-66)
e EMRAERE CIAREE T MRNEET v F—T = n v = (IFNy)
2o T PD-L1 ORENFEH SN, BB L EEERITISIT 5 PDL1 ORB LHED
ATERIRE & ORNCIEOHBEERRSH 5 L OHEH H D (Sci Transl Med 2012; 28: 127-37) ,
& biz, PD-L1 2 RHAIRR S B AMIIIL, FURRERN CD8 Bt T Ml DHINLEE
EMERRB ST B2, B PDL1 HifkT PD-1 & PD-L1 L DA ZBEETS & Z O
EEFEEREET S 2 L AREN TS, BOZ L5 5 PD-1/PD-1 U H> MR, 38
AFBRRABHTLRIEREZR T ,%IHB@#B @W%’%—%Eﬁ&@"é%ﬁ?@—o 2: L*C%;‘c BTN
5,

ZIK%U 1. SEHRRRER ORE R > PD-1 ORISR (PD-1 U 7> FhE A4 | ZREE L.
PD-1 & PD-1 VUV FLORAEMETEZLITE Y., BAFREENR T MR
AL R O AMRIC X 5 RS EEE 2 BRI 5 = arﬁﬁ%&#@%ﬁ%%r?'
T LRERINTWA,

TREDMREND., *%J&iﬁréﬂiigkﬂ?‘6%‘?717‘;%%%%;& D %Za Lo &SI,
BEEEMERE TS U BRRBR 2 i L, A2t BEMR OB RN ER Shi,

AR OVERIFICES GBE ORERISIC L 2BIERSRH bbh, ERXIRTIZ
ELARMERD D, ARIOREFROBRERITIL, BEOBEZ TV, BEIE
B SN HEIIE BR L EBERIIS U B MR & Fﬁﬁ%ﬁotﬁﬂi LEHLTHE
GRERIBE 2TV, BEORBEISIC L 5BHER SEDL 2 BAITIE, BIBRESRL
EVRDRS OB LNBEAT ) LRED D,



3. BEBREUE :
BREXIIEREE2E T 5EEMBEOATRICTHMZTo - ERBRAROKEZ
z’_._\“g—c

[F%hiE]
ERRIFEFEMAERER (ONO-4538-11/CA20914158%)

TS FFRE RS LEERE R T %2560 A UNICBERET IIERRRD LN
7= BYA B B O RETEIE OB & 72 b2 WITEY/ VA OSESEE R _ERE 2B 536141 (H
AANBE2THI T, AFIE2406], RTRE1214]) Z5RI1C, BBRBYEMSRIR Lz
B (A PPrEY—1b, FEZZFEAXITEY V<) 2R E LTEAHB mgkg
218 [ Faﬁﬁﬁf*,ﬁiﬁﬁ%& Lz EOFIMERVEEMERE L, FSEFEER THI A
AR AT, ToS) 23, ) (FRill [95%EHXM] ) ohBmiTmRIE. &
FIBETT7.49 [5.49~9.10] T H ., XEREETS.06 [4.04~6.05] WA TH Y, AXFITIERIEY
EET SRR L7 RICHR LSS I B 2IER 2R Ll (AP — RI0.70 [97.73%18
BEXM 1 0.51~0.96] . p=0.0101 [JEBllog-ranktRE] ) .

*1 : ARYA BRSO R O L2 T SRE R S 1,
) R & SNRFEALT. DR, - TUREER YR,

1.0 f
I - FHIE
' : -A- RIEREE
0.8
0.7 1
£ 06
=
$ 0.51
0.4 %
0.2 | i
01 ] _--.-}A----‘-—-A
0.0—‘ T T T T : : j i T T T T T T T T T
0] 3 6 9 12 15 18
at risk# ' £7FHM (A
AHIEE 240 167 109 52 24 7 0
HEE 121 87 42 17 5 1

21 _OS @ Kaplan-Meier B (ONO-4538-11/CA209141 BRER)



(PD-L1Z&ZIR LB D F Zht i&()‘ﬁéﬁ)

EEL RS MAARER (ONO-4538-11/CA209141585R) 12 AAN Bm‘_,%%‘@ ) *o
IEEERRIT 13V TPD-L1 3 565 L IEEAINas 5 584 (CLTF., TPD-LIFERE| L

5.) LT ABEENB LN —EMOBEDT —FIcE-S%& PD-LIRHARFNTIRENIZ

BT 24T > e AR VR SR ORRIIUATO L BY Thotk,
AHECEI LT, PD-LIRREF1%RMEOH I RBE L IFERROBRTH o7 (T

).

#E. PDLIORREC L 5T, FAOREMT 1T 7 4 MIAKTH T,

»
o
=1

~—Nivolumab 3 mg/kg

Investigator Choice

! —Nivolumab 3 mg/kg
Y e Investigator Choice
. 80 i 80 -
g E
& { qa
B 60 4 % 60
[} | e
2.l g
40 -
Y0 I
i, i
20 } 20 4
|
'
i
0 - - ™ v v 0
] 3 6 9 42 15 18 21 24 27 30 33 .36 39 . [
2EENM(B)
at sk . o : atrisk
Nivelumab3mg/kg 96 74 S9 42 30 25 22 19 16 11 8 5 1 0 Nivolumab 3 ma/kg
Investigator Choice 63 45 24 14 10 6 4 3 2 2 0 0 0 0 Investigator Choice

A erolnmabSmg/kg(evamsBlBG) median and 95% CL 8.1 (6.7,9.5)
d gator's Choice /63), median and 95% CL: 4.7 (3.8,6.2)
Nivo vs INV Choice - hanrrlxaun(95/ CD: 0.55 (0.39,0.78)

0No-4538-11/CA2o9141&&mn-m%ﬁ$5ﬂ*eoosa> HEETEMET + u—T 9 ST —F D

Kaplan-MeierBi##

3 13 9 2 15

18

21

LM

7 54 39 32 29 20 19

40. 30 19 14 10

(f:;lzi PD-L1>1%®5%‘%E‘ R PD-L1<1%0>;§%‘$E)

7

5

24

17 15

4

4

11
1

—A Nivolumab 3mg/kg (events:67/76), median and 95% CL: 6.5 (4.4,11.7)
=0t Fvestigator's Choice (events:39/40), median and 95% CL 5.5 (3.7,8.5)
Nivo vs INV Choice - hazard ratio (95% CI): 0.73 (0.49,1.09)



(2]

ERFESIARER (ONO-4538-11/CA209141345R)
HEERIIAFHEE229/23661 (97.0%) KU REE109/11141 (98.2%) ZRBH L, 18
BREL ORRERNRETE TERVWEEFRIIFAIFE139/23661 (58.9%) . xHFBHE86/111

Bl (77.5%) ITRBH b, BEREN%ULORERIITROLBY TH o7z,

#1 BREHN5%IUEOBIER (ONO-4538-11/CA2091413088)  (ZZLHEARFT AR
B3 (%)
[=4= g '
B R s
(MedDRA/Jver.18.1) 236 1 111 4
4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

2BIfEA 139 (589) 31 (13.1) 1 ( 04) 8 (775 39 (351) 1 ( 09) -
MRBITY L REEE ‘

=y D12 (51 3 (13 0 18 (162) 5 ( 45 0
T BRI 0 0 0 9 (81) 8 (72 0
BBEE | : : :

TR 16 ( 68 0 L0 15 (135 2 (.18 0
B 20 ( 85 0 0 23 (207) 1 ( 09 0
oMk 5 (2D 1 (04 0 10 (900 3 (27 0
IRH: 8 ( 349 0 8 (72 0 0
— i £ HRERBLUR S OR B

Fiabnd 10 (42 1 (04 0 16 (144 2 ( 1.8 0
e 33 (140) 5 ( 21) 0 19 (17.1) 3 ( 27 0
FERED S 3 (13 0 0 14 (126) 2 ( 1.8 0
BRRIRZE ,

EEBD 4 (17D 0 0 6 (54 0 0
RBPIUFEREE

BRI 17 (72) 0 0 8 (72 -0 0
WRREE .

FhE = 2T 1 (04 0 0 7 ( 63) 0 "0
BREBLURTHERES

BREEEE 0 0 0 14 (126) 3 ( 27) 0
REER 7 (30 0 0 10 ( 900 0 0
THEEE 17 ( 72) 0 0 0 0 0
5 18 ( 76 0 0 5 (45 1 (09 0

B, MEERRES 76 3.0%) . BMEEBARE/ I 3355 61 (2.1%) . e
BEE S (2.1%) . ERBBEEREE 1761 (72%) . REEE 76 (3.0%) . BHeERE
E 14 (04%) . BIBESE 14 (04%) . TEEEEREE 246 (0.8%) . BikmitER
iE 14 (0.4%) KN infusionreaction3 # (1.3%) #3588 bhiz, £iz, EEHEE,
Dffde. ik, KBs%k BEOTH. | BHERR. RSt/ MUROHEssms, Fe,
i - B, BEOKREREE. SEIBRRVEEOCREREIIRD bhihsz,

ARWERAARRRIIEEFR (RAREERFE2ET) 2B 0RERERT,



[ - ] :
ﬁﬂ@ﬁ%@%%@%%Tw%ﬂmbt/\av—/a/kiw AH 3 mgkg (fK
B) XiX 240 mg % 2 BERMR TRE L BROAFIOMEFRESKRN S, £0ORK
B, AH 240 mg HRE LEBROBRBEEIL. AF 3 mgkg 2RE LRORER & R
LCEBEEZRTLEFRHENEZLOO, BAABEFIRBWTIEFEIBERINTVWDIH
% - A& (10mgkg % 2 BREIMBCHRE) TARAZES LZBEOBRER & Bk L CRE
PRTEFRAENE (FR), ML T - EBEROBRERICRBIT 557 —FIES&, &%) 3mgkg
(RE) Xi¥240 mg % 2 BREBR TRE LEBEOAFIORER L AT ek
DEEZRNT 3RBERSET ABHBESh, YRR OV TRNSTTORZRER,
RO - BEOB AR URESICHARRERIIRV EFRISh,
' £2 FHOEMBMB AT A —F ‘

Fﬁ ¥£ . Fﬁ i Crnax Crind14 Cavgd14 Cmmgss Cmin,ss Cavg,ss ’
. (pg/mL) (pg/mL) (pg/mL) " (ug/mL) (ug/mL) {(pg/mL)
51.6 16.6 243 113 62.1 776
3mghkg Q2W | (355 708) | (107,245 | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
240 mg QIW 72.7 23.5 34.1 159 87.8 109
(51.1,103) | (152,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8 398 217 278
10 mg/kg Q2W (147,219) | (51.2,79.2) | (79.0,114) | (331,532) (184, 313) (237, 386)

BRIE (5%, 95%) . Q2W : 2BEIRIG. Cumex : FIEHRE B OBREMIETERE, Cuindis © @Jﬁlﬁé‘—fz’ém
BB 3 RE0iETRE, Cuge: IER5%148 B TOWIMBIRE, Cuons: EFRIBIC
T AEENETEE, Cuns: ﬁ%‘b&ﬁhkh‘é%ﬁmﬁ%ﬁ& Cavgss Hﬂ:’ﬁ«ﬂ(ﬁ.‘kkﬁéq:yjmlﬁq’

RE

i AR OBEREDBRESVEFA LY I 2 b— 3 LT XD KA 480 mg
% 4 AR TRE IBEAR O A - AES TRE L BROAA 0 ik hiE S RE
Shie, TORR. AH 480 mg & 4 BRIMR CRE LI BROERRBICK Y 5 1L
EHEE (T, (Cagel EV5, ) i, A5l 240 mg % 2 BRIFIE TRE L7BRD Cogss
LTS LTRSS (FR) . £, KA 480 mg & 4 BHEHR CHRE LEOE
ERBIIBITARBMETERE LT, TCusl W5, ) X, &Kl 240mg % 2 B
IR TS L 72D Coass & KB L CHEEZ T T L FRISHZ S OO, BAABEFITE

WTRBERERSNTWABE - AR (10mgke % 2 BEFRTRE) TAHZRE
LToBED Coaess & B L CEMEZ R L FRISHE (FR). . AT, BROERIZE
57 —F e ESx, KK 3mgkg (KE) F7ik 240mg % 2 BREEMR. # L < 134A
480 mg % 4 BREMETHRE LIBROAR ORER & AHMEX IFRel L OBE L2 RE
TRRBERIEET NVOIERE S, BREEC OV TRMPMTONIORR, ERROME -

ﬁ%@ﬁfﬁ@ﬁ&@ﬁé@k%%&%ﬂﬂ&w&%wéhtc



£3 FHORMBRF A —F

Fﬁ ?f{ . FH % Crzx Crind28 _Cavgdzs Cma:gss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) | (pg/mL) (pg/mL) | (pg/mL) (pg/mL)
3 mg'kg QIW 51.6 272 31.0 113 62.1 776
£ (35.2,70.8) | (16.5,403) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
2.7 383 437 159 878 109
240 mg Q2W (51.1,103) | (23.3,59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
145 297 53.0 216 713 109
BOmg QAW | (105 207) | (155, 474) | (37.0,748) | (145,336) | (275,137 | (62.1,187)
193 99.6 116 396 214 275
10mehke QW | (146 222) | (86:5,132) | (101,148) | (320,525) | (184,303) |- (236,377)

FRIE (5%, 95%8) . QAW : 2ERIEIE. Q4W : 4BRIRME. Cux: FHEREZOKEMIEPRE,
Crinazs : FIEI# 5428 H BIZ BT A REMFEPRE. Copas: FIEREH%288 B E COTHMFEPRE.
Comax,ss © Eﬁﬁ%&cﬁbjéﬁﬁm%q:ﬁgx cmm,ss : Eﬁ%ﬁ%:ﬁ&f%%ﬁm%q“%}%\ Cavg,ss: iﬁ%ﬁg
IR BB PRE



4. HFIZHOWT ‘ ‘ .
KR L LTHERRERE (RFIFE) BREELNTVAZ Ehb, YU A

. OICEMTE DR THIMLENH D, TDET, ﬁﬁJ@?&%—ﬁiﬁ@J?ﬁt%ﬁ% ST - K5

EL., AFOREC LV ERREWERAZER LR T 5 2 L RLBRTED, UT
DO~@DFT RTERMTHRICBEVWTERTINETH S,

@ HRizoOWVWT

D1 TFEo (1) ~ (5) DWThAITEZ éTéﬁ&T%é &,

() BESBREIEETHH A DRI SRS (BRI A R JE@}%M 'ﬁfﬁﬂm\
HIR N A2 Jﬁﬁ}%mf\f BE, HuE AR I&%f;a)

(2) FFEMERERIBT

(3) FENRMEREET B ABRELERT (75%%%@%%7@“ Be. 2SA® ﬁﬁ%
BHRER. BSABFRESHEREER &)

4) AFFREZLREL. %;E{b%ﬁxfﬂu%1Xi%%1t%¢§{£ﬂu%2mﬁ R EYE
A% B B B1T o TV B iR

() FEMEEAILS S ERNE OMEREYEC IR 2 JBHE 1T > TV A HERR

D-2 FEEHEOLFEERERUBHERARBRRRORTICH2 R L BRRE2FOEMX
GXERERM (TROVWTIUNITEYS T 2 EMXIIEFERM) 23, éﬁwﬁﬂmxﬂh%
TARAERBEOBEEL LTEREBEhHTWSEZ &,

= ;

. EERIFIUEER 2 EONBFERZET LRIC 5 £U LR VBROBRFE L
FFoTBZE, Hb, 2$UL1 mb%%%&%fabtﬁﬁﬁﬁ%®H%%
ToTWNWBAZ L, :

o EMRFREE 2 FONMPHEZET L/7‘L_” 4 @uiwﬁﬁﬂlﬂ"ﬁﬂﬁﬁiﬁﬁﬁfﬁﬁ
FHEZIT-THRY, 9b, 2FUER # h%%%&%"*t@?“‘ﬁﬁﬂ IR RO D
BERHE R T2 TV BT &,

. ESRTULEREMRFREROMIFELET Lz, 545D nRAR

DERFFELTTHD . 55, 2ELLER. BARMREE ST DA OB,
R OBHRIHER T o T B 2 L,
7. AANC L HBRCEVTHEIERE DL SNER S BT 570, BE DR
2% 7 B WRHERTIE EOROVFICTT S i T ER RSSO LR
B T O BIE PR ORI I 4372 1Rk & SRR B D EAT) & DB R EHED b &
SBAETET L.




@ BRHNOERLFREBEDOERITOVWT

EXRLERETRICHETIEESNRE Sh, MEMENSOFREN, ﬁfjJré =
 AMERFHFROTERVEM ISR EMEICHT 215N, AFFLNREL
BB OREERE., ERELHITONZFBHRE-TNBEZE,

® BWER~OHRIBIZHONT

@-1 MR BT 5Bl
PEMEMERE D EERBEANRE BT, 24 BEDREHO T, YR
POEHERERR I B\ T BB UBIER TS U T ABRSER U CT £ 0BWER OERIC %

ERREOKENY AHICE LN, EbICHSTEREHNE-TNE T & '

Q-2 EFRHBEEIC X I3AFESNINCET 3 ES

AR ED 5 BB R U %ﬁ?é@ﬁ%%ﬁ#ﬂ#ﬁ% FU s
FEDIERBDORY Y ==V T RITOVERE L EREIEH TE 5 F— b EREHHE
BENTWBZ L, 2B, BEAHICOVT, RABE L ZORKCHHIBRIENT
WwWaZ &, ’

®-3 BHEROBEICARICE LT

BIER (BIEMMREBICML, EEGESE, LK. B, BEARARLE. XK,
NER, BEOTHR., 1 BRERRF. e, MEEES, FFR. mmmER, FRIR
HREEE., TEABEREE. REE. BEE. BITES. ML, EE0RERE., &
ARMASZEMAE, infusionreaction, B/ MiKMEE, MIRASEMRERE. ik, Bk, BE
DEFERE. BERIREE, VBRESE (OB - BRIk - OEEEMIES) . BRI,
BEILE) i LT, YRR U EBEREEOEMM L AT 2 EM L EE L (BIEAR
DOBYTPHNZE L THERVXRZZIT oM 5HcH D 2 &) ELICENRLE
RTEIBHIPESTNHNEZ &,

10



5, BEXNBLRLIBE
(BB + 3 FEH] 4 .
@ F5FFEALEDEREREDH 2 BF TRV TAAOERER TSN TS,
® TERIHEYT5BEICHT 3 AFORERERFECOWNTIE, AF OB

B SN TELT., AFOBRERSE L 2520,

o FSFFRFEZELBERIEIC LA REEORVEE

o PR HBhERIE ’ '

o OTUBEEEA LG L TRESNDBE
L@ AFNIERERSIMERRICIN T, £EEFICBWTHBRICY L TEMMESR
SEXNTVWAD, PDL1 FHRBIZX VAMECERPBERD Z EBRTRRSNDIFHER
BELNLTVWAZ &0 D, PD-L1 BEREHFHERE L L TAROREFE O %2
+5ZEREELY, PDL1 BEER 1%RWTHD km% L Eh e BEITR
Tik, AFIPUADOBRBRE O ERT D,

% AFIOBWIEE LT, BRFE4 : PD-L1 IHC 28-8 pharmDx [# =} BEBEH TV 3,

(L& ¥3%HE] )
O TﬂuM%?é%ﬁ_waﬁ$ﬁ®&5#mwkéhTW5 Lo, BEET
bhrnz &, '
. ﬁﬁ@ﬁﬁ’ﬂb@ﬂf@%ﬁﬁ@%éﬁﬁ
@ EEFIOFEICE VT FRICKY T 3 BEIC >V T, ﬁﬁ’J@EEH?&ﬁéhiﬁb\
OB, OBFRIENRWRAIRY | EECAREERTLIILEBETE S,
. WE&W%%@Aﬁiﬂﬁﬁw%éﬁﬁ
. %WE@&ET%E&%%&%%%&U&@iDﬁﬁﬁ%W*%ﬁ%&W*‘
ORI RERELRS NS BE
o  HEDAEEREOAD XITBMNLRE L IXEREDH DARR REBOPERED
HHBE : ‘
. s @ﬁﬁ(Lm%ﬁﬁﬁﬁﬁéab)®%6$%
o REEOBRXIIEETETLBE.
e ECOG Performance Status 3-4 %V D B

(ZD  BCOG ¢ Performance Status (PS)

Score | B

0 é<ﬁ%t<%&f%é FeE & I U B B BIIRTE < 4T X Be

WW%&&LwE%i%@éh%# HITARET, BAERSEs TOMRIITS Z e R TE S, -
BWRE, BBIEE ’

%ﬁ?%rﬁﬁo%m@b@;&ﬂ?«f?ﬁt#ﬁ%ir%&w B*@m%&ti«zbﬂfﬁ 9,

Bon-BESOENEY DI & LATERY, BFD 50%UEEZRy FARTTRIT,

FSQ EFSEE S B

2 TV, BA0F0ED O L TEARY, BRRy FIWRTF BT T,
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6. E&hﬁbr%ﬁ?«%$ﬁ

) ﬁﬁii%_MM.%Lﬁm¥%m%&?5§ﬂ%_Eo%$%@%&&U@Eﬁ
RO DI BBEREREHICEBRLTHLERTEI L,

TRBAIC S D . BE I ORECAPRERVERIETHAORB L. RELS
ThbkETaIL, .
PD-L1 BEEF LR L L TARORENE LYW T2 Z L BAEE LA, PD-LI
%ﬁiﬁmﬁf%&w%ékﬁ;$ﬂ®ﬁﬁ@ﬁ§%ﬁ@t%%bttﬁ&%f6
e,

E&%Wﬁ@vz/%/b_omr

&)

®

 BEERARD DN I ERHDOT, AROREITH > Tk, BRE

K (FRREEE, %R, RAE) OMBRUIE X BRREORES, BiEE+o
AT5 2k, Eio, BERUTHE CT, miF~—7—SORELEET S
z &,

AR O EIZEED infusion reaction | uﬁﬁz_fgéﬂ#k"‘ YRR DOTE DU
HBEIT o= L TRMBT 2 Z &, £72.2 B B IBEOARFIF 5 RFIZ infusion reaction
BHbbNdZLbHADT, ARBREPROAKBNBREKLTRIZ NI ZAT A
VERET 5%, BEOREE+HICBET S L, 23, infusionreaction %
FRLUBAITE, 2TOMBRERSERCEET 5 % TRE L -8R
TBHIE, ' '
FRIREAEREE, TEABERERUVBIBREERHLLNAZ LBHEDT,
AH| OB 5 BRAART & U 521 P IXERIRIIC A WS RERR S (TSH., 08¢ T3,
TEEE T4, ACTH, P aVF Y —VEDRIE) ZEmTHZ L,

AR DOBEEFITLY ﬁﬁ@ﬁfﬁmutlTék%i6n5%#&%$%T%
BHLONBEZ LD D, EEVPREDLNZHEITIL. BRLEFLRIIIL U
%W%&ﬁ%&ﬁ%%ﬁOE%béﬁLfﬁ@&ﬁﬁﬂﬁéﬁw\@Ewﬁr
FRNC & 2 BWERI R b 3 BA i, ARIOKRETHiE, RUBIERE
NEVEIORESEEZERTH I L, 2B, BIBEEHRVECOREI XY EIE
ROWERRBD bNRWEEITI, BIRRERNVE - PS5 Z ik 0B
LEET S,

E%%Tﬁzﬁﬁﬁ#%ﬁﬁﬁﬁ@bfﬁ%ﬂﬁ%m%ﬁﬁé EWRHBTDH
AR OBEEETRICOEWEAORBRICFICERT 5, \

1 BURER (BUE 1 BERBR 2S51) B bbb, BERAES b7V F—v R
CEBZERHAHOT, OB, B, BHEZOEROFRLMEED LR IZ+
SEETHI L, 1BHERBFREDNEEAICIEREZPIEL, 12D &
HOBREEDOHEDRUBEETTO Z &,

AFIDOBRBRBRICB W T, REBMBM5 9BE., ZhUKEX, BERELL 14
Rk 6 BRIZ L ICBMEDOTIE T - TWe 2 & 2580, ARIHRSFIIELSN
WHROBERZITOZ &, '
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A REET A T A
=RA~T (BETHEL)

O : 47— AR 20 mg, 47— AR 100 mg, 47— R
\ RRTEEHTE 240 mg)

~%ﬂ@ﬁ~

FRL2 94 A (|24 9 AYED)
el )

\



R N S

BR

XL ®IT

AFI DKM, 1R
ERPREAR

HEERIZDOWT
BEXGLI2DBE
BECELTERETNEEE
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P3
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P13

‘P15
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1. XT®IT -

ERLOANE - ZEEOHEROTDITE, BAXESICESWEEERERNRKD
BB, &bIT, TEOREROESRIC LY., FEEEMR L OEFN 2RI
FEELAEARBENIFT T, INOOEERZEICLHERBEICRET S Z L IEED
BEL 2o TRY REMBOER L EOEARSE 2016 (FHL 28 FF 6 A 2 AMRERE)
BT, EHOERREOHAOREIEERES Z L L ShTVS,

FHRERM A ERR L, BRERAPREM T 1 77 A VREEOEER LA LM E
RBEZERDHD, 20D, FHEROEZEMICET 2 FRN+0ER TS ETOM,
WUHERLOBREZBRIZITAZENYMHFSINIBFICR L TERT L BIC, BIE
FANRE LB KNELRS e E D2 E N —EOEL 2 M- TERBE CEA
TRELLPEETH S,

L7eBoT, KA RF74 Tk, BREESINETIRE LN TV EEFESR -
BEHRMICESE, UTORRLORERERAZHEET 2BR0DLEREN, BX
FRUEEFEETT, |

BB, BKTA RTA 0%, MIITBIEAERLERBSERGHEE, AFSEREARLK
BRIERE S, —REAEA B ABRABES R U RAEEEBEA B ARRSFFEROW
F1DH & ERR LTz,

W& e RDEERRN ATV — R ERERE 20mg, AP —RREBE 100mg, 7Y

: —RAEFRE 240 mg (—4% : =RNA~T (BEETHEZ))

HE L RDPEIDE  RIBMBRTRENXIIBBEO BT MIEE

HBLRAAERORE  BE. BRAKIZ=AV~T BEFE#EZ) & LT, 1E240mg
% 2 WHERRXE 1 480 mg % 4 BRMRE CRFH#ET S,
{LRRERIBR ORIGEIBRA R IR O BHIREIC X LT
AV Ao (BETFEBRZ) LHRT881E. BE. RAKR
=R r<r BEETE#z) LT, 15240 mg % 3 @M
fBT4ERBRHET S, T0®, =R~ 7 (BcFlBRZ) L
LT, 1E240mg % 2 @RIFRXIZ 1 B 480 mg % 4 HEFER T
RAERET 5.

Bl 3E R ¥ F NFRLTERASH

(BB) , | ,

BRI B B v — R A ATHTFER S0mg (—iR4 1 A YY) A~ (BETHRHRZ))

DIEEX IR, AERVHE ’

% fe X 1k 2 R RIBERAEIIEBEO BHE

BEEUVHRE: =Ly @ETFHEHRLZ) LOMFRCREBNT, BE, RAIKIZ

LAY heT (BETEHRZ) LT I1HIngks (KE) % 3 BERBRT 4 EARE

BTA, .




2. ARIORK. 1ERWF .

F TR R 20 mg, FURIETE 100 mg K ORLAEFE 240 mg (—R4 - =
Fwr (BETFEBRZ). BT, THF) 20n5,) i3, AFELTERNSHEE A S
Ly s Rt @TVA R w4 ¥ —X 2747 (BMS) 4) HBB%ELEE b PD-1

(Programmed cell death-1) 125455 & M IgG4 £/ 7 B —FAHETH B,

PD-1 1%, IEMAL LY Lo88k (T #ME. B MIBER O F = 5 4% 5—T #ile) ROE

BRI SEET 5 CD28 7 7 3 U — (T MIROTEE L2 MBIAICE L RICHIET 54>
F#) KRBT IREGBTHD, PD-1 BHUFETHRICAER TS PD-1 YV F (PDL1
RUPDL2) &AL, Vo Bl 77N e mE LTV L BROTEIELRE S
BIZHAS LT3, PD-1 U F Y FIHURETRARLANC e b Ok x RIEEHABRICFEE
LT Y, BHEREEEEN LR L BBRRICRIT 5 PDL1 ORRLHROLERF
B L ORICAEOHEBEERH B Z L RHEINTWVWS (Cancer 2010; 116: 1757-66)
¥ - EMBEAERE CILRGREE THRSEET B V¥ —Tzu i~ (FN-y)
2L o> TPDL1 ORENFEIN, BB UEEHEEICB) 2 PD-L1 OFRRLITHED
AFHM L OMCIEDCHBEBREH D & OW|ESH S (Sci Transl Med 2012; 28: 127-37).,
& 5I7. PDL1 2HEIRE S S NAMIRE. FIESEN CDS B T Mianmiags
EVEZ B S ¥ A8, ¥ PDL1 $ifkT PD-1 & PD-L1 L OEA%MHEET 5 L 204
BEEMAEET S Z ENREATVS, DI L5 PD-1/PD-1 U HY FEEKIZ, 2
A%ﬁﬁﬁﬁ%ﬁ%&T%%m%w&%%%@ﬁ#%%ﬁm—okLr%zanfh
%, '
ARHIE, SEHERBRORE R b PD-1 OMEISMEL (PD-1 U 4> M-S0 ITREA L.
PD-1 & PD-1 VAV FLORBARBETSZLI2LY., BAFRRBEERNZ T MROE
AR O AR I D AR E BTS2 M T 5 Z & TR RTIIEEIR 2~
TEDVRHERINTNS,

B DRRS b ARIIEIEEIC T 5 Hi RIBERIC 2V B S b0 LIRS,

BAMIABE 2 X5 & LI BRRBR Y FHE L, ARE, Bt R ORI S,

KA DRI ES GBEORBERINC X 2BIEASR S b bh, BRI
EBAEMND S, FEIOREFRURERITIL, BEOBEE 2TV, BENE
B BIEHAITIE. BB L BRUITR L E M2k & R R OERT L L OB
G7ERIBW AT BEDRERGIC X 5 BHER B8P 5 BAITIL, BIBRERV
EVRIOBREFEOBENRDBEIT I LERDH D,



3. BRIRRUE : .
TRIGEIRRRE S SIS OO B AR O RSB BRIT A 217 o Te E 22 BR R RBR D L& %
g

(F2htE] _
OEERLFF MR (ONO-4538-03/CA209025 RER) ,
mEFEMEER LT T RBEEER (TXvF=7, A=F=7  VIFT7==7

RNINR=TE) RECFREREEE T 5 ETHEXIER I ORPHRE B aEEE

821 ] (AANERE 63 Flaate, AFIBE410 6, =) AXFE4114) Z3&IC,
Nl ARENBE LTAH 3 mgkg % 2 BRBBE CTRBHELEZ L EOFDIERUE

SR RE Lz, TEFMEEE THREFHM CUF. fos) 25, ) (hdefE [95% -

EERRE] ) 1X. AFIBET 25.00 [21.75~NE] A, =Xu Y ARBET 19.55 [17.64~
23.06] ZATHY, AFIZT A Y AR USRI EBRERER L (A F—
NE: 0.73 [98.52%(EREXME : 0.57~0.93] . p=0.0018 [JEB! log-rank #7E] . 2015 4 6 A
18 BTF—ZU vy bEF7) , '

1.0-Fz
0.9-
0.8
0.7-
0.6-
&
17 0.54.
=

s B e o
=4 : g, kA aas
0.4 TG '
. ' . ]
0 3_ : ’ ‘EEE"'\'J

—A— REEE
D IO AR

0.2

0.1
0.0+

A L N B I IS SN S B LR R

0 3 G g 12 15 18 21 24 27 30 33

at risk# o HFERE (R)
AHIEE 410 389 350 337 305 275 213 138 73 29 3 Q0
CINOAULIEE 411 3668 324 287 265 241 187 115 61 20 2 O

1 . 0S ORIEHTRD Kaplan-Meier Hifit (ONO-4538-03/CA209025 3RER)




72, BAANESER 63 B GRARE 37 #, =~u Y AREE 26 61) D OS (PRIE [95%
BT ) 1. AFFET 2737 [23.62~NE] T H., =XV ARETNE [NE~NE]

HRThHote (NF— FH 150 [95%EHERRE : 049~4.54] )
*HERRE GLT. R

1.0 ey
0.9 :
0.8 _ ; eon GRGD-- GO ©

ord

L0851 - I

77 0.5 el IANQYLZEE

=

0.4 4
0.3
0.2
o014,

O s SO SO —
0 3 6 9 12 15 18 21 24 27 30

at risk¥ ' - HTFEE (R) .
AEFB 37 37 36 35 35 34 24 16 8 4 0]
INQULARE 26 26 24 24 24 24 20 15 9 3 0

X 2 Ezlikﬁﬁia:dsb‘é 0S D HEIfEATE D Kaplan-Meier Bh#
- (ONO-4538-03/CA209025 BB -

-



QEELFASIMMAER (ONO-4538-16/CA209214 FRER)
{LRFRERTGE OEITHE B O YIRS IR BE 1,006 B (BARANBE
72 FlEEt, A¥) AT (RETHEBREL) S CUF. FF+ €Y AeT] 20
5,) 2BES550 B, R=F=TFE 546 ) BRBIT, A=F=TERBL LTHF+ 1
U A7 OEER RS 2R L, T2FHMEE B T& 5 International Metastatic RCC
Database Consortium (BAF, [IMDCJ] &5, ) U R 5% O Intermediate & U8 Poor V
27 DEE (FH+A Y A TR25F, A=F=TH 422 6) 1TBIT5 0S (FRE
[95%ERER ] ) X, AFI+A ) A~THT NE [28.16~NE] WA, RA=F=7%
T 25.95 [22.08~NE] ZATH Y., KB+ Y A~ TEHIIRA=F =TI LEEEHE
BNCABRIEEETR LI (AN — R 0.63 [99.8%{EHEXH : 0.44~0.89] | p<0.0001 (&
B logrank BRTE] . 20174ES AT HTF—F v v A7) . .
1 BB 5 2HREOHRRER RV BE, LEL, UTOBARYRAREIISHR,
ELERTERZBMIEEI LT 1 BMEOHIT I REERE (5L, MENREERT
(BUF. TVEGF) &W95, ) XiX VEGF ZREEENL LEEAEZER<] BSRITESh, 2o
BRI ORI 0 b 6 7 AN LRBRICER L RS

*2 1 AH| 3mgkg (KE) LAV AvT7 Imgkg (KE) 2R B2 3 BRIFRT 4 BEREFHRELLE,
%) 3 mgkg (KE) % 2 ERIRE CAREBE Lk, SERARERICRO T, AHERIICRE
L. £ B A< T BAFIOBREET 15 30 S5 EOREE BV TR E 2B Lk,

3 : LTFOO~@DWFHIC b Y L2VEAIZIE Favorable V 22, 1 XiX 2 HR 2B T840 ‘
Intermediate ¥ 27, 3B E&WTHEITIE Poor Y X7 & Shiz, v
OBHIE L Z2H ST b ARBROEER BT E T 1 K. @Kamofsky —RIRHE 0%,
@~ R A TR, OMERD /v ) MER 10 mgdl #1825, OF FHREN
EREEFREB2 5, OIS EEEEREELS

10 N
0.9 \::%\
cu T‘-«,\‘_\\ ~——
§ 0.7 DR ?
0 . o
3 o¢ M'M‘h—. o
& -
= -
S oS gbmym—'
= .
% 0.4
3 o
X SR Nt ! ¥
0.2 B I S
i FTLG
L ]
0.0 . . : s e r
o 3 [ > 12 1% 18 X3 24 27 36 a3y
Crred 39 Daarawds (MAGrriisi
EFE AL ST 625 99 372 348 332 38 300 241 19 4 2 <
AT A2 x93 282 315 26k 253 228 b 8% 34 2 o

X3 os DO EEHTRFD Kaplan-Meier B¢ (ONO-4538-16/CA209214 FRER)
- PEMTRHREER : Intermediate 2T} Poor U X 7 BB
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AN EB%J#E%HI*H?&E& (ONO-4538-16/CA209214 3RER) 123\ T, IMDC Y R
43¥878 Favorable V 2 7 DBRFIITEFHMEEE OMITISER L Shiahofz, YR
BRIZ M AL B L7 Favorable U 22 DBRFE DT — X ICES &, BREMICIET 21T o T
R AH A CY Ao TRLEBR L TASF =R TRERERSELATVS (T
). : ' :

LB e K L

N H—"‘——A—\____.\‘“\h___:_:‘.:"“--.._:-

0.9 [ S ! ap— e~ -,

. ]
0.8 o

K .

2

= «
n s
% 06 :
g :
6 05 .
s :
204 :
] .
= .
9,0-3 :
& ) ,
. o i !

0.2 ‘ SR A RN !
_____ ¢ RomF T B .

0.1 HRTRA - fTEY o
0.0 . .

¥ 4 L T 14 LR L] A3 T ) ®
-0 3 6 9 12 15 18 21 24 27 30 33
’ Overal Survwal (Months)

AR+ LT LT85 1240 120 116 MY 108 4 98 78 27 2 -0
ZoE=78 124 119 119 117 114 110 109 104 84 32 k] 0

K4 OS OHEETR D Kaplan-Meier mﬁ (0N0-4538-16/CA209214 Fo )
FERTR 245 : Favorable Y R 2 Fﬁ%‘



[Z4etE]
OEBREF SRR (ONO-4538-03/CA20902558R)
B EEHIIAFIRE 397/406 B (97.8%) . =~ U LREE 386/397 B (97.2%) IZFR® -
B, WBRE S OREBEATETE RVEEERITAFIEE 319/406 B (78.6%) . T
1 U b ZBE349/397 61 (87.9%) IZRBDH iz, W OB TRIERD 5% LORHE
AIXTEROLEBY Thol,

#21 wﬁ’hmm#t‘ﬁﬁéﬁ 5% EOBIER (ONO-4538-03/CA209025 BB

Bae N : g (%)
Gl = TRV AAE

g(ﬁl?lﬁi'imuw 180) . 406 ) 397

© Ve s % Grade  Grade3-4  Grade5 & Grade  Grade34  Grade$

£EIER 319(78.6) - 76 (18.7) 0 349 (87.9) 145 (36.5) 2(0.5)
MR LUY iR EE ’

#ilm 32(7.9) 7(17) 0 94 (23.7) 31(7.8) 0
ROWREE

RIS AR IE TIE 24.(5.9) 1(02) 0 2(0.5) 0 0
BBmEE ‘ - '

E 24(5.9) 1(0.2) 0 21 (5.3) 0 0

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

Bl . 57.(14.0) 1(0.2) 0 66 (16.6) 3(0.8) 0

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

NERE ' 24.(5.9) 0 0 36 (9.1) 1(0.3) 0
—i% - 2EEEL L TR ORE

$EIIIE 18 (4.4) 1(0.2) 0 33(8.3) 7 (1.8) 0

Y 134 (33.0) 10 2.5) 0 134 (33.8) 11(2.8) 0

FERED JAE 17 0 0 75 (18.9) 12(3.0) 0

SRR 17(4.2) 0 ] 56 (14.1) 2(0.5) 0

. ORER , 34 (8.4) 0 0 37(93) - 2(0.5) 0

FRPRR T ‘ '

mA = VRF a—A M 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

w7 Vv7F=m 27(6.7) 1(0.2) 0 33(8.3) 0 0

RERD - T 1947 1(0.2) 0 29 (7.3) 1(0.3) 0
Rt L UkRERREE , ‘ ‘

I VAT a—)VIiE 2(0.5) 0 0 29(7.3) 0 0

BomE 9(2.2) 5(12) 0 46 (11.6) 15(3.8) 0

BRIV FYEY FLE 5(12) 0 0 64 (16.1) 20 (5.0) 0

BAIBEE 48 (11.8) 2(0.5) 0 82 (20.7) 4(1.0) 0
HERER L UEARGES

R 27(6.7) 10.2) 0 14(35) 0 0

it 23(5.7) 0 0 5(1.3) 0 0
HREREE

REEE 112.7) 0 0 51(12.8) 0 0

R 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
PRRER, HOERE K UWERES _

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

W o 30 (7.4) 3007 0 51(12.8) 2(0.5) 0

£ 3(0.7) 0 0 41(10.3) 0 0

Bl A : 16 (3.9) 6(1.5) 0 58 (14.6) 11 (2.8) 0
EEB IV THRGES '

SRR IR 12 (3.0) 0 0 20 (5.0) 0 0

BRRR 26(64) 0 0 . 33(8.3) 0 0

FE - RERFMETLERE 4(1.0) 0 0 22 (5.5) 0 0

D ERE 57(14.0) - 0 0 39(9.8) 0 0

B5 41(10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0

28, MEMERERE 196 (4.7%) . B 16 (02%) . BEESREE/ I F/3F—56



Bl (13.8%) . KB - EEOTH 10 il (2.5%) 1 BBERK 161 (02%) . FFigeEE
Eix 46 Bl (11.3%) . FF& 16 (02%) . FIRIREREREE 34 B (8.4%) | #hiEEE 55
B (13.5%) . BHEREEE (RMERE i’%‘&’—i%) 28 #il (6.9%) . BIBIREREE 6 41
(1.5%) . infusion reaction 21 1?']'(5.2%) EEORBEE 4G (1.0%) . TR
BEE 26 (05%) . XK 16 (02%) ROEEIER 14 (02%) B’BDOLI, =
2. BIEGENE. LK. SREELMRIBR R, MK - BER K UE IR M 2E
BEFRD b R0, FE 1’?)%%ﬁﬂtvﬂbi55@$%! (Eﬁﬁmﬁﬁﬁa% e) %ﬁ
if%.ﬁrﬁ'f%?\:ﬂ*‘é‘ '

@)IEIS%'S H%mmﬁsﬁ (ONO-4538- 16/CA209214Ti?£5ﬁ)
AEFEGIIRA+A Y S T 544/547 51 (99.5%) { A = F =78 532/535 51 (99.4%)

RH LN, RREL @I%‘%B@E’m%if ERVWEEFRIAA+ Y AT
500/547 il (93.1%) . R=F =78 521/535 B (97.4%) KR bz, WFNHOR
TREERN S%L)J:(DE'H’F)% TR L a‘o DV ThHov,

2 b\-rm)w)#*c%ﬁ%bi S%U.J:U)E'H’F}?ﬂ (ONO-4538-16/CA209214 RE)

. N AL (%)
wEEG® FRTACT A TE =TT
%ﬁ?DRA/J 20.0) - 54790 ' 535 )
wve ver<h % Grade  Grade 34 Grade5 & Grade  Orade3-4,  Grades
2RIfER ‘ 509 (93.1) 250 (45.7) 0 521(97A)  335(626) 2( 04)
CER KO VS REE B o : e S
=gl ‘ 34( 62) 2( 04) 0 83(155) 24( 4.5) 0
A M EREAE . S 1( 02) 0 0 30(¢ 5.6) 3( 06) 0
PRI E 4 3( 05 | 1( 02) 0 69(129) 32( 6.0) 0
I /NRBE 2( 04) 0 0 95(17.8) 25( 47) 0
HWLWEE . U . '
BT 28( 51) 11( 2.0 0 0 0 0
- FRRARERRTLERE 59(108) 2( 04) 0 12( 22) 0 0 .
RIS AR T - 85(15.5) 2( 04) 0 134(250) 1( 02) 0
HBEE o _ ‘
% 38( 69) 2( 04) 0 38( 7.1) ~ 1( 02) 0
LiERE 9( 16) 0 0 30( 5.6) 0 0
&= ) 35( 64) 0 0 39( 73). 0 0
TH : 145(265) 21( 3.8) 0 278(52.0) 28( 52) 0
OPEsR 31( 57 0 0 32( 6.0). 0 0
HLRR 15( 27 0 0 96 (17.9) 0 0
i3 . 3( 0.5) 0 0 27( 5.0) 0 0
B A YRR A _ 6( 11 1( 02) 0 55(,10.3) 0 0
Bl o 109(199)  8( 15) 0 202(378) 6( L1) 0
(AT 23(¢ 42) 0 0 149(279) 14( 26) 0
g 59(108) 4( o7). = 0 110(20.6) 10( 19) 0
— - 2HEER LRSI ORE ~
TRE 72(132) 8( 15) 0 91(170) 12( 22) 0
it 202(36.9) 23( 4.2) 0 264(49.3) 49( 9.2) 0
REBEDRAE 13( 24 0 0 152(28.4) 14( 2.6). 0
RIS METRAE ‘ 25( 46)  1( 02) 0 29( 5.4) 0 0
R 79(144)  2( 04) 0 33( 62) 1( 02) 0
FERIRE ‘ :
ALT 5§/ 60(11.0) 27( 4.9 0.’ 50( 93) 8( L5) . 0
7Y 71(130) 31( 57 0 41( 7.7 17( 32) 0
AST #5/m . - 58(106)  19( 3.5 0 49( 92) 7( 13) 0
fidr 7 V7 F = 8m 35( 64) 1( 02) 0 35( 65) 2( 04) 0
I o FRAR BR AN B B AN 1( 20 0 0 30( 5.6) 0 0

9



g (%)

BEBIAGR TR T TR =T =TE
ifiiﬁEDRde 200) , 547 - 535 41
© Vel 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

Y R—P E 90(165)  56(102) 0 58(10.8) 35( 6.5) 0
-SF P EREEA ) 3( 0.5) 1( 02) 0 40( 75 23( 43) 0
/RS 4( 0D 1( 02) 0 73(13.6)  36( 6.7) 0
EERD 18( 3.3) 0 0 28( 52) "0 0
B ERERD 6( 11) 0 0 40( 75 11( 21) 0
REE X USRS

EyE 28( 51) 8( 1.5 0 10¢ 19) 0 0
BARBIR 75(13.7) 7( 13) 0 133(24.9) 5( 0.9) 0
HEEREIUEAREEE :

ST . 76(139)  -5( 09) 0 39( 17.3) 0 0
A 49( 9.0) 3( 05) 0 26( 4.9) 0 0
)52 17¢ 31) 1( 02) 0 36( 67 1( 02) 0
HREREE

RERE 31( 57) 0 0 - 179(33.5)  1( 02) 0
B , 53( 97 4( 0.7 0 65(12.1) . 1( 02) 0
FEIR 2R, MRS X UMERSREE :

L4 45( 82) 0 0 31( 58) 0 0
PRk PR EE ) 31( 57 1( 02) 0 33( 62) 2( 04) 0
S 0 0 0 55(103)  3( 06) 0
Fiig 32( 59  6( 11 0 0 0 0
ERBITE TGRS ' .

-1 40( 73) "0 0 46( 8.6) 0 0
BELE 0 0 0 29( 5.4) 0 0
FE - RERAOETEIER 5( 0.9) 0 0 231(432) 49( 92) 0
% 5 FEIE 154(282) 3( 0.5) 0 49( 9.2) ' 0
B 118 (21.6) 8( 1.5) 0 67(125) ] 0
BER EIREE S 50( 9.1) 8( 15) 0 22( 4.1 1( 02) 0
BEER \ 2( 04) 0 0 27( 5.0) 0 0
RERE 0 0 0 43( 8.0) 0 0
mEREE :

ifLE 12( 22) 4( 0.7 0 216(40.4)  85(15.9) 0

B, AH+A Y A= THICRBWT, WREESE 136 # (24.9%) . FFEEERESE 98 4]
(17.9%) . HURBRHEREREE 147 1. (26.9%) . BHEHREREE 46 61 (8.4%) .. FMIEMAHE
B 356 (6.4%) . KIB% - EEDTHI 36 Bl (6.6%) . BEEDKEREE 20 6] 3.7%) |

TEREBERE 24 #1 (44%) | BIBHREREE 3261 (5.9%) . 1 BFERA 5 61 (0.9%) .
BE 761 (13%) « EFERFESE 16 (02%) . FMg - &Y 2 4 (0.4%) . infusion
reaction 22. %1 (4.0%) . 5 & 5 % 2 B (0.4%) . L 1 61 (0.2%) | % 2 4 (0.4%)
RERUBRIAREE/ I A 5F—102 61 (18.6%) . FFe 781 (13%) BROHMRMADIERAE 2 4l

(0.4%) DB bTe, Fio, SEHM/MUBAOMERITR R CEELEEERIIRBD b
Rdofc, RRIEARSRIIBEERFS (BRBREERT LA 280EERER
R
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(A - AE] :
AFOBEREYBEESARRALEY I 2 b—va it XY, A8 3 mgkg
B) Xi% 240 mg # 2 BBREECRE L2 BOAR O Mg FRESRE SN, ZOfk
B OAH 240 mg ¥ HE LEROBRERIT, 2K 3 mgke 2RE LBORER L
LCEEEZRTETFHASNEZLOD, BAABRECBV TAEENHEBSN TS
- AR (10mgke # 2 BRIMMTRE) CTARISBRE LBEORER L ik L CIEE
PRTLEFHESNE (FR). M2 T, EROBBIZKIT 57— # ICE3&, &5 3mgks
(fKE) X% 240 mg % 2 BREIKRCRE LB OBRER L A TR L -
OEEZRATARER G TS AREES N, YEEII OV TRFMThRIRER.
FROMAE - BROMTEMMER RS R ERIIZV E TR SN, ¥, B
WIEBRE TR 37— X CES%, A% 3mg/kg Xit 240mg & A ¥Y A< I mgkg
% 3 AR TRE LEBOARORER L etk OB RFT 2RBERICET
ABEESH, YEBEI OV TREMTOUER. EROAE - BROM cRek
IR RERITRWVWETFHIS L, ’ :

 #3 FAOEMEIE ST A—F

' )EH ?ﬁ . Fﬁ E Crx Crindi4 ‘ Cavgd14 g Cmaa_c{ss Cmin,ss Cavg,ss
| {pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/ml)
516 16.6 243 113 62.1 77.6
3mghkg Q2W | (355 708) | (107,24.5) | (17.1,33.9) | (750,170 | (71,107 | (42.1,127)
‘ 727 235 341 159 T87.8 109
240mg QW | (551 103) | (15.2,34.6) | (25.1,47.8) | (102,254) | (415,158) | (62.1,187)
191 613 90.8 398 217 278

10 mghkg QW | (147°919) | (512,79.2) | (79.0,114) | (331,532) | (184,313) | (237,386)
hR(E (5%, 95%4) . Q2W : 2BRIRIME. Cumax : FIERE5H OBBMBEFRE. Cunas : FIEIRER14
. B BICRY BRAEMEFRE, Cagad: FEHREHEI4A B L COPHMBARRE, Cous : EFRIBICI

T A EEMIFEPBE, Cons: Hﬂ:”%"ﬂﬂiﬁéiﬁ%ﬁ%%ﬁmﬁq‘iﬁﬁ\ Cavgss : FEFREBIZBIT 5 FHMBF
BE '

(e, AR OBEREMEBESNZRA LY Iab—va il LY, 5] 480mg

kB4 SEFaﬁFaﬂFE’C“EEfmiEEﬁ(%E@)ﬂYf - AERETHRE LEBEOARF O mEPEE SRR |
ENir, ZORR. A% 480 mg % 4 BREIERTRE LBOREREBICE T 2 F8Mm
FERPRE (LT, [Cugssl £V)3,) 1. AH 240 mg % 2 BRI CHE L72EED Coges
LELT A ETRIShE (TR, 72, AH 480mg % 4 BREERCTHRE LIEOER
REBIZR T A EELEDEE (T, MComxs! &V 5.) 1. A%l 240mg % 2 BEERE
THE UTBED Cunes E B L THEEZTT LTSN bO0, BEAABEICBNT
BRENERENTWS AL - AR (10mgke % 2 BRMBTRE) THARIZEEG L
BEOD Cuass & B L TIEEEZRTETFRIS (TR, M T, EEROBEICRITZ
FeF i ESE A 3mgkg (KE) 7213 240mg % 2 BRI, &L < i34H 480
mg % 4 BRI THRE LBORKOBRBE L AEXIIZEE L OBEZRFTS
RBERURE T NVHBEE S, WEFHE I DWW TIRET N TR, LitoRE - AE
 ORTCTEPHRURSMCAR R E RV E TR S h,
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R4 FROKYGB T A —F

Ha?il__? . }% % : Cmax Cmmdzs Cavgd28 Cma)gss Cmin,ss Cavg,ss
(ug/mL) (pg/mL) (pg/mL) {pg/mlL) (pg/mL) (pg/mL)
3 mg/ke Q2W 51.6 27.2 31.0 113 62.1 776
gQ (35.2,70.8) | (16.5,403) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 437 159 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 QAW (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
10mgkg QW | (146 222) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377

RO (5%, 95%5) . QAW : 2ERIRIRE. Q4W : 4BRIER. Cux : ARREBOREMEPRE.
Cumindzs : FIEHZ 51288 B IZBV 2 RKMIEPIRE, Copae: FIEIR 5280 B £ COFHMBFFRE,
Cmax,ss : Eﬁ%ﬁ%&zﬁkjéﬁﬁ%mﬁqjﬁgx Cmin,ss . iﬁ%ﬁ%lcﬁﬁ' 5%{&-@.2%‘?%};\ Cavg,ss H Eﬁ#ﬁﬁ?
W21} 5 LG Mt g '
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4, FEERIZTOWT ,
m%ﬁﬁﬁkﬁmm%@%T% RSO BHEBE TERAT 2 BEITIE. AR
St LCHEARERE (QFFL) SBEELRTWAZ Ehb, YHRELEYICE
WCEXAMBTHAVENRD B, ZOLT, BERRH) XA JEFEFHE (RMP) ICESE,
AR O ERK R ZNEGELIRE~ O 2 5 SR T o T, FA DR G PEG2E
ERDH - BEL, AROBRSICL YV BEEREHERZHRALEERICHRT S Z EPBE
i2ie®, UTOO~@DTRTEMETHERICENTHERT 2 & TH D,

O mERizoNT ,

D1 FEDN (1) ~ ) PVTHMCEETIHERTHD Z L, -

() EEFBRENMEET I BABRESZLRRS FHERRBAZ ﬁﬁ%mﬁrh;
Huig 28 A2 ﬁ@%%ﬁrh\ﬂﬁmm%ﬁr a7z &)

(2) FrEHRERBE

a)ﬁﬁﬁﬁﬂ%#%ﬁ?é#h%ﬁéﬁrh(#A*ﬁ@%%ﬁfh\mh%ﬁﬁﬁ
WBHREE. BABRESHEERPS L)

my%%k;%&i%&%L,%%m%ﬁﬁm%1Xiﬂ%m%ﬁ&m%2®wﬁgﬁ
IR D EHEIT> TV AHER ,

(5) FHEMEERNSG EEMEORRERIHR S EHEZT > TV 5 R

©-2  EHERE 034!3:34%79;-&0“5'”’?}13%%5%0)%}750:4" YIRENRR L RRE R OEM (T
FOWTIAICKEY T 2 ER) 25, Y2ERAOARICET S ERORMES L LTRRE
EhTndZ 2:0

3

o [ERIRFFERA %Zﬁwm%ﬁ%%%TbtﬁkSﬁutmmhﬁﬁwﬁﬁﬂ%%
fFoTWBZ L, 55, 24U LT, PAEYREEZE L LEBKEEZOWEL
FFoTUVBI &, : ' : :

. EEREIRES 2 EONPHHERET LRIC 4 £ EOMRBRLOFRKIHE
EToTEY. 55, 2R EIF, %fﬁﬂ@ﬁ@ﬁ>h%%v§{£%é‘ﬁ7b=hiﬁﬁ®%ﬁﬁi
WEZRTToTWNWDHZE,

© BNOERMEREROEHITONT |
EIER SR RICAET 3 HEEAERE Sh, HECE,LOBRER, AE - &

LHETLHEROTHER CEMSICANT 2 BHREE, AEFERBELLREORE

W, ERNECMITONLEHNE-TVDE I L, -

13 ' j




® BHER~DHRISIZOVT

@-1 HERR MBS B4 _
MEEMEREOERRBIERARAE LBIC, 24 BRIZREHO T, YR

IR IT IV T, BB L ZEWERICE U TARERR O CT S0OBIHER OERII%

ERREOCKEREN/ERPIZELN., EbICHGARREHIE-THD I L,

®-2 EREFEFICLIAFFRNISICHETHEY . ‘

PBABRICED I EMNL2ABREVERELZA T2 ERHEEERBERT=F#V V7
EEDEEROAI ) —=V T E2ITVERELFREZEFT TE 25— LAERERIE
BENTWAZ &, 2B, BEAHICOWT, BABRELZORECHICAMESNT
wazZk, :

®-3 BIEROZERXISICEL T

BIVER (REMMESRICN L, BEGENE. LEL, Bk, MEHREE, KB,
INBS, BEOTH, 1BUERRB, FFRL., FEEEE, Fe, BIMREL, FIRR
WaeEE . TEgEREE. REE. BREE BIBREE. Mk BEEOKEEE, ¥
IR ZEASE, infusionreaction, B MIKMEEE, mMERAAEGE., ik, KA, BE
DHEERIG, BIRRENE, DEEE (LDEMRE - RIR - LEMISMES) . BEHm,
EALE) o LT, YR UDERERSEOEME AT A EMEEE L (RIFER
DB L CHREROXELZITON3&MICH 3 2 L), BEhiCEN2AE
RCEBEERESTND D &, f
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5. BERGLRBBE
[E%hikic B+ 5 FE]
) T@@%%LkwTKNWﬁﬂﬁ#ﬁﬁéhfwé
o WEFEEBERZETOIABEMEER TV F=T7, A=F=7, Y77
== A/A:7%)%Anm%ﬁﬁﬁ&ﬁ#ém%@%TmXiﬁﬁﬁw
RN R (KBRS '
. m%ﬁﬁxﬁﬁwmmcDX&AﬁﬁMmm&mXﬁ%mDZ?ﬁnwmﬁ@
BAREXITEBEOBMIESRE (1) AvT LOftRERE)

@ Tﬁkuéfééﬁbﬂ?é$ﬂ@&5&ﬁﬁmf&momrm\$H@ﬁ%ﬁ
BHELEINTELT., FHORENHLRLRR,
. m%ﬁ&*%§%%&0#4bw4/§ﬁ®ﬁ®%$@%ﬁ?5%%
B K| A 5,
. REREBIRIE, -

D mEpeir RS IAARER (ONO-4538-16/CA209214 BRER) 128V T, B TFOO~@D W bkl LA
VWBAITHE Favorable U 22| 1 X1k 2 HE 272581213 Intermediate V) 27, 3 HBU L2WIcTHE
IZiX Poor YV X7 & &z, (6 X—TBHE) .

@ EBHE B Sh THhOARBROBIESEIT T 1 £5RE

® Karnofsky —fiRIR 18 80%RHH

® ~E7 v ENEEETRRMN ,

@ WEBOIALYYLER 10mg/dl B2 5

® FPRESEEEEREELD

® M/MRENEERERZELS ' A
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[tk ’E@TZ)?IE]

@ TRICHYT 5 BEIC OV TIIAS OB ENER L é%’b'Cb\Za b, KEET

kﬁﬂ‘*&

. ZIK%'JUDEE" IR LBBUEDRERD H 5 BE

@ JA%HUODpﬂﬂﬁ _i’ob\'C"FpBLp*%ﬂ‘Za BEICOWVTIL, ZIK%IJUD?,%’—? R SR
v MOTEFBRBEBZNEEITRY  MBEAFZERT S L %%)‘ET% D,
+  FEMEMREBOSHUIBFEDOH D BE
« BHEGRE THRER R 5 BE R UTEEIME O RS BRARIS R Eih 5
FEOMICREREBHONDBE
«  BOERBERABOEH. UTBMENRE L IIEREED B CRBRREOBERD

b5 EE

. BB (ﬂ‘lﬁlﬁ?‘ﬂﬂﬂ@@*ﬁ@% 2ie) DhHDHBE
s WEOBEXIIBEAEEETHEE
»  Kamnofsky Performance Status 70%:R{% 2 0 B&

2 Karnofsky Performance Status (PS)

Score

EE

EXOEGNTRE, BHLEERLER,

100

¥, RRICHT28FOHRAN 2V, BRERRZ L,

90

BVEBRRERIZH 525, EXTEERRE

80

P2 Y BRERP H DB, BEHLTEEDOES TR

| BBz LR, BETAETET, B
ELZL A LEANRBBRRIZLDSDTH D,
BRaBBEONMENEL TS,

70

B EHOWMRRITE 52, EEORES - F@T52-
LR AIRE

60

BACLERL LA CE 5. LECEABALE

50

PREEZER LEEL L UCEHNRERTSNNE

BOEY DT L FEHTTERY, HRHB
RO EELREOEEPVEL TS, KA
| BEEICET LTV B TR S B,

40

BT BORERBIUEESLE

30

BT, ARBUEENFBIXELEE> TV

20

HECEE, ANEALHECTHEANRISERLE

10

MBS TS

5t

16




6. BEICELTHET & ¥FH - : -

@ WECESICM L BRI RS NRT 5 WRSIC K-S & AR O FHER U ES

. RO RERERETICEELTHOERTS Z L,

@ P%ﬁ#uﬁigx%%Xi%@%#uﬁﬁﬁ&Uﬁ@ﬁ%+ m%L Hg%@
ThbRETDT L, '

@ EREMEROTRV AL MIONT

BEMAER R D b b5 2 L RH 60T, KROBRECHT> Tk, BHRE
R (RRREE, wk, REE) ORABRUEE X BREOCERSE, BlEe 5o
fTH oL, £, HEIZSCTHEE CT. iF~—7—FORELZRRT S
Ze,

K%‘J@?’EE— XEED mfuswn reaction (2 2 CEARKIC ARG DOTE A1
BEITo - ETBRtET 2 Z L, £72.2 B B IO AFIH 55+71Z infusion reaction
BHHPNBEZELHBDOT, REBREPROAZNBRERL T RIT AL ZNTA
L EMET 5%, BEOREE+HICEET ST L, BB, infusion reaction %
%ﬁbk%ﬁtm\éfwﬁﬁﬁwﬁﬁﬁ%éK@@Téi?%%%+ﬁﬁ$
THELE

RIS REREE . TR EERE &Uﬁ Fi#%Bbhé k#&é@f

AF OB BT R RS SR R E R A WEREIRE (TSH, Ak T3,

B T4, ACTH, M=V FY — A EORE) 2EBT52 L,
FAOBE LY BECABERRCERT 5 &5 2 bh iy REBOHRE
Nbbbhd o Libs, BRENRDbNEHEIIL BRLLFRIE UL
B PRI AR & R 0 FE AT & M LTI R ERIB R AT B DRRE
B X BEIEAREDN 2 BEIE, AR OREEHiE, RUBBRER
NEVEIORESERERT I L, 7B, ABREIVEL OREI LY EIE
FOYERED bR BT, BIBEREANE RS OREFIHIF OB
LEET S, '

BERTH. ﬁﬁﬁwaﬁwﬁﬁﬁbrmeawmm%ﬁ¢5 LRBHBED
AR OB EHRTRICHEHER ORBIC+AHIEET 3, |
1@%&%(%%1@%%%%aﬁ)ﬁ%6bﬂ WERFHES T F— R

 RERZERHHOT. OB, B, BHEOEROFRLMEED LRI+

SEBTHI L. 1*’Jﬁ#ﬁfﬁﬁb%’bt#ﬁAk}iEE%qﬂtL ARy UE

HOBREEOENRNEEITO = L,

@ AHOERRBRITBVT, m%ﬁ&%%ﬁﬁﬁhkwéiﬁﬂﬁriﬁﬁﬁ##
b 1EMITS BRI ., (bHRERBBRBEFCRBIT A/ ¥) AT HARE T
WEBIMAA D 1 ERIX 6 BRI & (MIENE 12 BR%) [CEMEDFME1T-> TV
oD L EBEIC, FARRETIIESNCEBRE CHROMREITO 2 &,
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Bt A R
=hn<7 (BiaFE#z)

(R5R4 : AT U—FRRREE 20 mg, VR EREE 100 mg, 7 P—
A R EE 240 mg)

~HHERT ) VoS~

?&29&4H(%ﬂ2$9ﬂ&ﬁ)
A REE



Bk - o

AN S i i

X ®HIT:

ARE| DR, TERER

8% R EAR

- HEFRIZ DWW T

BB L 72 B BE
BT L THE TR 5E

P2
P3
P4
P7
P9
P12



1. IZL®IC

EHR OB - RAMORBROTDITIE, RFTBECESWBEE2ERIRD
b5, se_\ﬁ@@ﬂ%&mmﬁﬁ_;w\ﬁ@@%ﬁ@gwﬁﬁwaﬁﬁwm%
FEEEAEBINEP T, ZNOOEER ZEICHERBE KT S - L NEED
WEEL 2o THY UREHEORE L WEOEAFS 2016 (ERK 28 £ 6 A 2 AEBHRE)
TRWTY, EFNEEREOFRORBEMHEEZRS Z L EINTVWS,

SHEFRFERR L. BEERCEAM T 1 7 7 A VAEEOERR LB L MICE
RBZLNDHD, TOkD, EPEROZLMICET 5 BRI TAERT 5 = TOM,
U ERAOBEZRZT B NG SN AZICH LTEATS L L bic, BlfE
FARER LB LERSGE & 5 2 & SRR —E OB &R 3 E R <A
THEILENEETHD,

LieoT, BHA FIA4 Tk, BAREBPL N E T/ LN TV D EFEFY -
R RMICESE | UTOERROREAFEHZET 2BANDLERESE, 2
FROEBEEERTT,

BB, BAA BT A L0k, BSTEIEAE RS ERHSERA SIS, AHFEARAR
AR S, — IR A B ARBEANES R O — BB A B ALEZE OB D
b LR LT,

e B BEERR A7 O—REERE 20mg. 47— R AEHE 100mg, A 7Y

| —RAWEEE240mg (—RE =R T (RETHEBEZ))
HELRIMEUINE | BRSUIEREO TR A VRV ) VN E
HeLRIHEROAE  @E. RAKIE=RAr <7 (BEFERZ) L UT, 1H240mg
| Y %2 BRI 1 E 480 mg % 4 BB CARBET 5,
|8 R E % NFRETER S




2. Ao, EREF

F 7 O—R R 20 mg, RURTERFE 100 mg R ORAEHE 240 mg (—R4A : =
A7 (BEFHEBRL), ST, IFE LvW5,) 3 AFRETREAR L 25
Ly 724t BTVRARV <A F¥—X Z747 (BMS) ) MBBFELZE b PD-1
(H%mmwnﬂﬁmm)Kﬁ#ééHﬂ@M%Jﬁn—%WﬁWﬁ%éc

PD-1 1%, fEMAL L2 U 288k (T AR, BRRR T F =25 40% 7 —T MR RUOF
BERAIRIZRET 5 CD28 7 7 2 U — (T MIROEE(LZHBIMIICIE L AICHET 55
FE) BT AZARETH D, PD-1 IHFIR-IMIRICEHET S PD-1 Y ¥ F (PD-L1
BONPD-L2) EHEE L. U _ERICHfliES A B EELTY R BROEE(LIRESE
BIZHE L TWA, PD-1 V7Y FRBURBTARIAMC b Offix 2 ERHa R 35
LTy, EMEAERED DR L BRI S PDL1 ORER L ik 0LERE
IR L ORI AOHBEERRSH 5 = L BHE SN TS (Cancer 2010; 116: 1757-66)
¥ BHECERE TIHERRE T MRSELT 5/ V¥ — 7 =r Y F V< (FN-y)
12X > T PD-L1 ORBENFE SN, BB LIEEHEBRICE TS PD-L1 ORELHFERO
AR & ORICEOHBERNH 5 L OHE L H S (Sci Transl Med 2012; 28: 127-37).,
& 5iz. PDL1 ZHGIRR S 88 ML, FUEREN CD8 Bt T MR OMEE
EMERE S5, HiPD-L1 HifAT PD-1 & PD-L1 L OREAEEET 3 L 20
EEEENEET S I EWRRENTNS, 0 Z LiHb PD-1/PD-1 U 7> FREIX, 28

4hﬂﬂﬂfﬁﬁim&THWﬁ#BGWE%%EﬁTéﬁﬁwﬁokLT%thTw

Do

REIE . EIERRORE R & PD-1 OISR (PD-1 U # FREAHEE) KA L.
PD-1 & PD-1 VHV FE DA ZHETAZ LICL D, BATIRSENZ T MEOE
ﬁm&vwmmmkﬁfémmgiﬁﬁéﬁﬁfa & RN R FIBEARE AT
Z & MREER émfcmé

_namﬁﬁwe.tﬂME@E%;ﬁfaﬁt&ﬁﬁ% &wﬁa%@a%ﬁénf
HHRORDF LY VBRSNS L L BERRE S L, A, REMROBREA
WAmRSh,

AFN D MR 5 < BEORBERRSIC & 5 BERSR 5 b b, BRXEELIC
B AWERAD D, AAOBRERRURERICE, BEOBEE PO, BENE

B bR, B L BRI e BP0 Ak & AR DN L 1 L il
BV RERIBET ATV, BEORBRISIC & B BIERARDN A B ICIE, BIBRERL
T HOREE DU PVEEAT > BERD S,



3. ERERERME | ,
B UIEEE OB R X ) B ORRERICEME 21T o 72 R ERRRBR D
BAEZ T,

[HzhtE]
O ENF I35 (ONO0-4538-15 FHBR)

BREMBMEBER T L YR ~T REF BFEEL) CLF, (7Y
vIFYeT] EWS,) WEREXIIAMAEO BRI ITEEEOTRAFI XY
FfE#%E (ECOG Performance Status 0 RN 1) 17 Bl & RIT, AF| 3 mg/kg % 2 BRI
R CREHE L, TEFMEER Th5E2h® (IET IWG criteria (2007) 1IZZE-S< kR
Y|EIZ & B complete remission (BLF. TCRI £\ 3,) Xt partial remission (3L F. (PR}
LV H,) DEIE) X 75.0% (O5%ERERR : 47.6~92.7%) Tholz, 7B, FRNTH
ELEEIX20.0%THo T,

@ E/ETFRER (CA209205 3BR) (Lancet Oncol 2016; 17: 1283-94)

B FZE M B RBEEITRICT VoY U< TIC L 2 1BR 22T - B IE8E T
DOEMEGR S F ) VNEERE (= — b B, ECOG Performance Status 0 2TV 1) 80 4.
BRI, AF 3mgke % 2 BRMRB CRBIFE Lz, FEFMEEE CHEEDHE (&
£T IWG criteria (2007) 1223 < FRHEIZ L D CR XL PR DEIR) 13 66.3% (95%(E
HEX : 54.8~76.4%) Tholz, BB, FRNIHRE LZBMEIX200% ThH o7,

[Zz4tE]
O BENFEIHERER (ONO-4538-15 HER)
HEBLILAIICRD LN, AH &L ORRBERBETETERVWEAEERLEHIIRD
bz, BRENR SUUEOBIERIZTRD L BY ThoT,
%1 SEEN UL EOBHER (ONO-4538-15 BIR) (R MMNTHBIER)

BENASE Bl (%)

EAFE 17 4

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

£B1ER : 17 (100.0) 2 (11.8) 0
MEB LY A REE
- L : 1(5.9) 1(5.9) 0

Y URERBARE 1(5.9) 1(5.9) 0
ERB I UkKRESE

BERR 1(5.9) 0 0
HAILEE

R AR B T RE 3(17.6) 0 0
BEREE :

JicE 1(5.9) 0 0

&R 1(5.9) 0 0

T 1(5.9) 0 0



BERKRLER Fi% (%)

EXFE 17 %

- (MedDRA/J ver.18.1) £ Grade Grade3-4  Grade$5
B 1(5.9) o - 0
Bl 1(.9) 0 0

—i © EHEER L TR S ORE
o 2(11.8) 0 0
EESTHERALE S ' 1(5.9) 0 0
BRE . 2(11.8) 0 0
b 7(41.2) 0 0
i _ 15.9) 0 0
BYER L U 4E RIE ' . o g
FER 1(5.9) 0 0
Mie ‘ 159 0 0
FE, FERBLIULABSIHE ’ .
EAHOIRE 1(5.9) 0 0
FRIRRE , ,
rsERERE - ©1(5.9) 0 0
MRS ’ 159 0 0
EEHEM 1(5.9) 0 0
B M BREEA , 1(5.9) 0 - 0
FKEE L USRS ,
18 U U A fE : 1(5.9 0 0
{EF MY U AfE ‘ 1(5.9) 1(5.9) 0
RARBOR ‘ 169 . 0 0
HERER L UHAAREE ' :
, BIEhE o 1(5.9 0 0
it 1(5.9) 0 0
HAR 2(11.8) 0 0
wREREE - o ~ , B SRR

CEEMED E N 1(5.9) 0 0
b o o ‘ 1(5.9) 0o . 0
K= 2 — S F— ‘ 1.9 0 0

PRRER, ISR X UWERRRRE o : ;
AR S 1(5.9) 1(5.9 0
FREORE ' 1(5.9) 0 0

BERB XU THBGEE '

B ‘ 1(5.9) 0 0
EEEE ' 1(5.9 0 0
SERRRER 1(5.9) 0 0
Z 5 FEE 5(29.4) 0 0
b , L 4(23.5) 0 0

Ik, BEMERRE 1B (5.9%) |\ BERFARMRAE/ X 33 F—2 i (11.8%) . REFk -
BEOTHLLA (5.9%) . FFEEEREE 1 61 (5.9%) . FIRIREREREE 3 61 (17.6%) .
PRERREE 3 ] (17.6%) KON infusion reaction 1 il (5.9%) B b, L7, BEH
SESRE. L. Bk, | BUBERA. SRt MTIRO HIRER, . BIRARRE,
BIBREE, B - BBk, EEOKEREE, BIRDEERE, TEARERS, BAR
A E 5 BRI bad o e, RREARRREIEEES GRREERELS
) ZEbERERETT,



@ ¥/ EIFERER (CA209205 FRBR) ‘

HEFRIT 238243 B (97.9%) IZRH b, AH L OREBEREETERVEE
51T 185243 ) (76.1%) WTRRH iz, RERN 5%ULORIERAIXITROLBY T
HoT,

2 ZRBIERE 5% EOBER (CA209205 3B (Al Treated Subjects)

BEKSE Bl (%)

EARFE 243 %l

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

2BHER 185(76.1) 48(19.8) . 0
MiEE LY v REE

TP ERIBAE 13 (5.3) 6(2.5) 0
WA IS

RIS RRIE T . 14 (5.8) 0o 0
HiBREE :

icte) : 14 (5.8) 2(0.8) "0

T 34 (14.0) 2(0.8) 0

B 24 (9.9) -0 0

LA 19(7.8) . 104 0
—R - EFEEB L UREHIORE '

S o 50 (20.6) 2(0.8) 0

ZE 21 (8.6) 0 0.
BE, "EBITLESHHE _ A

EANITHEDS R _ - 33(13.6) 1(0.4) 0
BRI :

ALT #850 13 (5.3) 72.9) 0

AST #8340 . 14 (5.8) 5.1 0

U _—EHm : 14 (5.8) 9(3.7) 0
HERRE LA AREE

B 19 (7.8) 0 0
HRREE :

BT 14 (5.8) 0 0

- EEB IR TEMES _
Z DB ‘ 21 (8.6) 0 0
b 28 (11.5) 2(0.8) 0

2B, BEMERPRE 15 81 (6.2%) . MEEUBEARE/ I 4 F—19 f] (7.8%) . Ki§
% BEOTHI6F (2.5%) . FFHEEE 226 (9.1%) . AL S 6 (2.1%) . FIRER
HReREE 28 B (11.5%) . MREE 40 B (16.5%) . BHEREREE 4 41 (1.6%) . % -
Bl 161 (04%) . BEEOKEESE 3 F (12%) . BIRMBERE 1 6 (04%) .
infusionreaction 38 #l (15.6%) . FEXK 2 ] (0.8%) KRUN&E 5 EHK 2 ] (0.8%) 78
bz, i, BEEMENE, LK. Bk, | BERR., i/ MRIBD HEEEER.
BIBEER N TEAEEREIIRD ko, AREARBERIIEEES (BK
REEERE2EL) 2EDLEERERT, ‘



(R AE] |

FH O BEMBEMBREETF AR LY S 2 L—va vtk D, 43 mgkg (F
E) Y03 240 mg ¥ 2 BREIEE CRE Lt BoAR O Mg ERERRN SNz, Z0R
B A 240 mg 15 LIEBOBRERIL, A% 3 mgkg #15 LBOREE L ik
LCBEEFRTEFRESNRELO0, BAABE RV TAEMEARBS LT3 A
- R (10mgke % 2 ARRRATRE) CAKERE LIBROBREE L o L CIEE
PR EFRSRE (FE), M T EROBEICIT 57— F IcE5% 24 3 mg/ke
(KE) X% 240 mg % 2 BB TRE LZBOARAOREER & AR IRT 2L
PEE LR 2 BRERGTFABEESN, YHEEIC SOV TREMT b RER.
FROME - BEOM TAMER LSRR ERII 2 L TR SNE,

£3 FHOEYBBARTA—F

Fﬁ& . }Eﬁ % Conax Cmindi4 Cavgdl4 Cmax,ss Cmin,ss Cavg,ss
(ng/mL) (pg/ml.) (ugmL) | (ug/ml) (ng/ml) (pg/mL)
5 - 51.6 16.6 243 113 62.1 776
meg/kg Q (35.2,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
' 27 235 341 159. 87.8 109
240mg Q2W | (511 103) | (152,34.6) | (25.1,47.8) | (102,254) | (415,158) | (62.1,187)
191 613 908 398 217 278
10mghkg Q2W | (147 919) | (51.2,79.2) | (79.0,114) | (331,532) | (184,313) | (237,386)

FRIE (5%, 95%/) . Q2W : DBRIEIME. Coar : AR5 OB MIEFIEE. Cuinas : FIEIE 14
BB B REDETRE, Cugas: HEHEE%148 B E TOTHMBRRE, Cons : EHREBIZS
VBB I R cm.ﬁ RIBITIVT B RAEMIBEFRE . Covgs : EHRBICRIT 5 40T D
BB , : .

T, AR OBEARYBBET NV ZHALELY I L—ra ek b, AH 480 me

¥ 4 ARG THR S UIBEAR O Ak - FRETRE L 72 B D ZAH) D & H iR BE DS ARE

Shiz, ZTORKER. AHK 480 mg % 4 BEER THE LzBRoERREBIC T 5 Fihm
?%EP%E (U\_F\ rcavg,ssJ e 5 ° ) [ ZIS:%IJ 240 mg w2 ﬁﬁiﬁﬁiﬁl}%—f\j&g Lf:%@ Cavg,ss

LERT D LTRSS (FH) o %, AH 480 mg & 4 BRIMR TS LIBROE

BRRBICIS T BRBOETIRE GAT. Cuel &V 5. ) 1, AHI 240 mg % 2 5]
IR TIRE L7BED Conaxss £ B L TREZRT L FRIS N2 OO0, AAABEICE
W RAHEATER STV 3 Ak - AR (0mgke & 2 BRMMRTRE) THAAIZRS
LD Crus & B L TIEE R R EFRENE (FR) o ML T, EROBIEITH
I BT I ESE | AR 3mgkg (FE) E7id 240mg % 2 BRI, & L 134
480 mg % 4 BRI TRE LBEOAR OBRER L HHM TR M L OBERZRE
THRBRICEFAMBRS N, SREEI OV TRAPTbI IR, Lﬁ@%&
ﬁ%wﬁfﬁﬂﬁﬁoﬁéﬁ IR R E PRSI,



F4_FAOKIHB ST A —F

Fﬁ¥£ . Fﬁ E Crax Crind2g Cavgdzs Cma:gss ) Cmin,ss Cavg,ss
(ug/mlL) (ug/mL) (ng/mL) (pg/mL) (ng/mL) (pg/mL)
X - 516 272 31.0 113 62.1 776
mg/ke Q (352,70.8) | (16.5,403) | (212,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
72.7 383 437 159 878 109
240mg Q2W 1 (511 103) | (23.3,59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
145 297 53.0 216 713 109
480 mg Q4W (102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) (275,137) | (62.1,187)
: 193 99.6 116 396 | 214 275
10mghkg QZW | (146 922) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377)

FRE (5%, 95%4) ., Q2W : 2EMEIRE. Q4W : 4B, Cux : FIEREROREBMIFFEE,
Crindzs : FIEIIR 5828 F B2 BT A REMIEPIRE, Covgars : IR E%288 B £ TOXHMBPRE,
Cmax,ss : %ﬁ%%%zﬁijéﬁgm?ﬁ*%g\ Cmin,ss : /’i’%‘ﬂ(ﬁ%llﬁﬁéﬁﬁm?ﬁq’%fi\ Cavg,ss H ﬁﬁ%ﬁ%
R LR mEFRE ‘



4. ﬁﬁﬁkob\f

WML LCHEARERE (SRR SARELRTVNA I LD, YEHErE
@u%ﬁf%éﬁﬁf%ébiﬁﬁéo%@hf FHEIOBENE 2 BE LW - &
EL. AROBEIC XLV ERRBWERZHR LIERIIHG TS Z RP: EIRTED,, uT
@~®@¢~T%ﬁt#%&kkwfﬁm?5~%1&5

) ﬁﬁwcowc

@1 TFTED (1) ~ (5) OWTHMNITEK é#ém&f%é &

ay%&%@kﬁﬁ%i#é#h$ﬁéﬁmﬁﬁhgGﬂﬁﬂ@#b RS AR

A A RO AR, MRS AR &)

Q) HEiteRk |

(3) HEFBEMENRETHBRAD %@}%f B (BADREERERP. BSARKREE
Bk, BSARBREEHEERRR &)

'@)%%m%ﬁﬁi%ﬁﬁb'%%M%ﬁ&m%lXM%%&%&&M%2@%&E@
AR B BHEIT-> TV B HERR

‘6)ﬁﬁﬁﬁgﬁMfMEMEwmﬁgﬁ_ﬁéﬁw%ﬁofwém&

D-2 ﬁﬁ%f/#/)/nﬁwm%ﬁﬁﬁwmﬁﬁ%ﬁﬁmﬂmk+ YREI LR
B A EoEM (FEOWTNMNICHKYT 5 EM) 2, YA o ASIC T 3 HED
EEELLCEBIShTWEZ L, ' '
%

o EMAFRER 2 EONHMELET Lt" 5 @LAJ:@#M%&@E%EEWP%
ﬁofwé_aa9%\2$uti\mw%%&&%zkbtuﬁﬁg%wm@&
FToTWNWBZ &,

"E%ﬁ#ﬁ%ﬁzﬁwmﬁﬁ%%%Tbt&L4¢uk®ﬁ%ﬁ&%ﬁb1mé
Tk, b, 3¢uri mm SEMEE O R ARYRE S Uﬁ%m&%me
EToTW5I &, :

3

® F%WOE%nniﬁiﬂ%‘ﬂo)ﬁ:ﬁ%ﬂkowf

EELERERIEFTD HEENEE SN, BESENLO WRED, A2
LMERFHEROTEROEMSICHT 2 HHRRM, AEFRIRE L BB OHE
EE, ERESCHITONSERIPESTHLT L,




@ BWER~DRIEIZONT
@-1 Mg ikHc B4 5 Bt
RIEMEMRBEOEERBIERNRAE LRI, 24 BEDREHOT. YKERX .
IIEEMRIC BT, BRLUZEERICE U TAREERE U CT S0R|/EH D&%
EARREOKRRESYBPICELN, EHICHETRERARHNESTNDZ L,

@2 ERREEEIC LI EEFEABICET 5 ES |
RABRICHED 5 EPIRRAMR CKELE T 2 EREFE SEIERT=F V7
EEDLERORAY )=V FEITVERE L FRELEE TE 5 F— AEREHSE
HENTVWBZ L, 2B, BHEFHICOVT, BABE L EOFRICHHTAMSNT
WwanZ ek, ‘ ' '

@-3 BHER OBEF- R RIZE LT

IV (BEMMREICN . BEGEAE, LR, Bk, RERALE, Kk,
NEZE. BEQTFH, | BUERR. RS, FFgiems. ffk, JHmes, FRR
WReEE, TRARERES. mREE, BEE, BIBREE, Mk BEEOREEE, &
RO ZEAAE, infusionreaction, B MKHEE, MERAREER, i, Bk, BE
DHRBRIG. RIS, OIS (LB - AR - DEESIMGES) | BEHE .
MR TR LT, MR L E B E RSB B P 2 5 AT & L (BIER
DZWPHRICE L THRERURERZZITONAE&MtIH B2 L), EbHICEY2AE
- BTEIERBBRBESTNEZ L,

10



5. ‘ExRLRDBE

[(H3hiEc 3 3 FH]

O BRFEMBMRBERVT LY < IEBREIIARHAEOBR X X8R
DEHMBIRDF V) VAERF TV TABIOFENREN TV S, ~

@-TﬂkmﬁTa@%uﬂfaxﬁ@&aﬁoﬁﬁﬁﬁkomri AFI OB
PSS TELT. AFOBRERR L RBRW,

o (ESERIERIBEOBE o

o LOREMEER LR L TREShBBRE

[Zetic B 5 %E]

@ —Fnak-u/(éj-élﬁg‘buob\f iﬁ%ﬂ@j&%‘i"mlu R-Y (AT R 2756 j&%‘%ﬁ
bianz k, _
L xﬂwmﬁmﬁbﬁmﬁmﬁﬁﬁwﬁééﬁ »

) 7;‘:“7?%0)%“42@5%:%1/‘“(!“3&\_%%?5%%‘ TV, K%‘J@&’é—&iiﬁﬁéﬂ’bfiv‘
. MOBEGBIRERRVEAICRY . HECAFZERTS k%%ﬁf%é
. ﬁgmﬂﬁkﬁfﬂﬁﬁxﬁaﬁﬂD%éﬁﬁf
.0 RWESRECHER wbé%%&@ﬁﬁﬁ@ﬂ%ﬁrﬁﬁ%ﬁﬁﬁ%%
%@Hﬂi WCREMECR AN D BE
. Eaﬁrﬁ%®Aﬁ.Xi@ﬁ%ﬁ%b<iﬁ%ﬁ®§aﬁ§ %@%Eﬁ@
HHBE ‘
. W%@EE(EE%%@%@@%@U)@%%%%
o REROBRIREEEETLHRE
*  ECOG Performance Status 3-4 &Y B

o ECOG @ Performance Status (PS)

v Score EZE

0 é(ﬁ%&(ﬁﬁf%é BRATL AL BEERPHIRRIATAD,

PIRRIZI LV EBNBIR S B 28, THIRET, %ﬁ%@?of@ﬁ%iﬁoh BTED, -
B BORE, EBEX '

BT THEYOEOEY O 2 LidT_ATHREMEEIXTERY, BFD 50%A LI~y FATBIT,

[N

BENT-ESOEORY DI E LHTERY, AP 50%U EEy FIETTRIT,

w

N

2TV, BOOEOEY O LixL TERY, B2y FEBFTRIT,

11




6. BEICELTEETNEEE

O HHTESIOML ., BEREEE N RET 5 RS I ES & AR BIER CEEME
AOEDIHEREREFOICBERLTHLERT 3L,

ERMERIC A D, BEXIITORRICEMER ERIEE AL, AELE
THLBETBI L, -
EREWERAD<R YA MZDOWT

&)

®

E MR R 5 b DI B = & b5 DT, REOREIH Tk, HRE
R O(FRIR RS, Wk, REE) OREUMT X BRRECERS. BEY 5
WZIT5 2 &, £, BEZBUTHE CT, mME~—b—%0RELEET S
&, '

AFNOFEIXEE @ infusion reaction {2 2 CRARIZ 2RI DTE 2%
BEATo T L TRtAT 3 Z &, £72.2 B B IO 5K infusion reaction

BHLbNEIELHEDOT, ARIBREFRORKEEETHIT AL ZAY A

VEREIET 2%, BEORBE+HSICBET S 2L, 28, infusionreaction &
FE U BAI, £ TOMBRUERNESCEET 2 TS HABE
THZL,

FRBMSAEREE . TRARERERVEIBEERDLbNB I ERHBDT,
A DB 5 BIRART & UM% 5 1R B L SERIRO IS P A WA AERR S (TSHL 3R T3,
TEBE T4, ACTH, ML avFY —NVEORIE) 2ERTHZ L,

ARIOBE LY BEORBERIICEET 5 &% 2 bhokks REBSHE
BhHbbNBILRd5b, RESBDONEEAICIE. RALEELIIS UL
B2 TR & B R RO E M & L CEE 2B RIBI ATV, BE DA
RRIC & 3 BIfEA S DN 2 /A, AFOEREZHIE, ROBBRESR
NEVRIOREEEERT AL, 2B, BIBRREFRVECOREICL Y BIME
FADYERED bNRVEAITIL, BIBEERLE L LS OREIHE OB
LERTHZ L, '

BERTH, SR> 5HY AR L O LEMEARERT 52 L 83b D7,
FRI DB ERTHICLEWER ORI+ EET B2 8,

VEUERE (BUE | BUERR 22 T) 85 bbb, BRFES F 7Y F—vx
WKWERZERHHDOT, BB, Bl BEHEOERORBRELMIEED LHIZ+
SERTDZ &, 1BERBRREDR S ICERELPIEL, 122 VB
BB EEOEN 2 AEEITH 2 &, | '

FEIOBEERBRICB O T, BEBEB®D 6 b AL 8 BRI L1T, ZRIEI,
BEBMEH S 1ERE T RERS L ICEDEDTEMEITo TV D L EBE,
FARESFIEERRICERRE CHROERETI Z L, ~

12



BEERHEET A FT1 v
=FN~7 (RETHEEZ)

(BRFe4 : A7V — R EHSBE 20 mg, 77V —RARHE 100 mg, 7 P—
RAETRETE 240 mg)

~ S~

TR2 9490 (F24 9 AT
BEFBE



BR

LoETei P2
2. AENOE. 1EREF P3
3. ERERRLE P4
4. WEERIZHOWT. ' P8
5. ENBLRHIBE P10
6. WEIZELTHEETNEEHE  Pll



1. Ui y :

ERESOFLM - REMOTIRO - DITIL, T TESICESWEEE2ERIRD
bhB, Ebic, FEOREHEROEHI LV, FEKERR 2 & OEH 2 FHIERR
FEEREAERBSNEPC, I OEESYEICKLERBECRET 3 2 L REED
BEE L 2 TR REMECEY L WEOEAFE 2016 CER% 2845 6 B 2 BESERE)
ZBWTH, EHNERREOFERORBELHEZREZ L LENTWS,

PSRRI, REEAPRAM T 0 7 7 A VA EOEER L B 5 ik
RBZERDB, ZOED, AR UOREMICET 2 HFRR+OEE T2 TR,
WHERLOBELBR SIS LAPFShABEICH L TERTS L L bz, BIfE
FAMEER LB REARSE & 5 2 L AR —E OB 2 E RS oA
THRZENEETH B,

Lo T, KA FTA Tk, BREBESINETIELI TS EREF -
REHRMICESE | UTFOEEROREEAEHHETSBAN b LEREN, B2
FROBEEELTT, ,

BB, AHA BT A 0, MIATEIENER S ERESBR S, ABEREARE
BAEEYS . —REFEA B ABEARES R O—RAFEA B ABBELOHHO
b EERR LT, :

WML RBERR A7V —RERHE 20mg, 47— R EREHE 100mg, 7Y
S T ARRRE 240mg (—iR% - =R T (BEETHRBER))
RNELRDPEIIDE - BACFRER IOEE U ISR R ET - BROFE
HNELRARERVAR - @%. BACIZ=R V=T (EfaFHEEL) LT, 1E240mg
© & 2 BRI 1 E 480 mg % 4 BRI CARERET 5,
%R e ¥ E . DBERIEGRASH




2. AFIORM. TERBF

7 O— RS 20 mg, FRTEFE 100 mg KX ORRREEE 240 mg (— ﬂﬁ‘@
e BRETEHRZ). BT, (KA EV5,) & MFEETERRSEL XS
Lo Z 24 BTVR I =A% —X Z7A4T (BMS) #) 2BBE%L7%E b PD-1

(Programmed cell death-1) 1237 5 & FB IgG4 £/ 7 u—FLHETH B,

PD-1 1%, {EHAL L2 D 738k (THIBE, BRIRRR O F2 0% 5 —T MilR) KOVE
BERMARIC BT 5 CD28 7 7 X U — (T MR OTEM(LZMBIMICE L AICHIET 55
FH) BT AZEKTHS, PD-1 FHURBTMIICREET S PD-1 Y #> K (PD-L1
RUPDL2) EFEA L. U v SBRICHIENES TR REL T Y L oSEROE R EE
BICTH LTS, PD-1 U F Y FREREURRTFHELSMC e b Offx ZIEEHEBRICHR
LTRY ., BEEAEREN LUK L EEERICIITS PDLL ORRLFEOLTR
HIE 2 ORI ADHEBEERER B 5 Z L & ShTW5a (Cancer 2010; 116: 1757-66)
Fi ENEABEERE CITRSRE THRBELET SIS V¥ —Ton i~ (IFNYy)
I Lo T PDL1 ORERFE X, B8 L EEEIcET 5 PD-L1 DR LHFED
ATEEIN & ORNCEOHBEERRH S L OW|E L H D (Sci Transl Med 2012; 28: 127-37),
X bz, PDLL ZEHIFRE S-S AN, FUREM CDS Bt T MlsoMiES
EMEZBISE SR, §i PDL1 §ifk T PD-1 & PD-L1 & OFFRZIAET S & Ok
BEFMREET S Z EARENTVS, EOZ L A5 PD-IPD-1 U 7 FERIZ, 28
A%ﬂiﬂﬂr}iﬁ)ﬁ%iﬂ@f; T %lﬂﬂﬂ#%@&%%%@i&ﬁ‘é%#@—o LLTELLNRTY
5,

AL, ERROMRD 5 PD-1 @fﬂiﬂ@%ﬁﬁﬁ (PD-1 VY v FREAEER /KA L.
PD-1 & PD-1 U Hy FEOBEEMETSZLICL Y. BAFESRNZ T MROE
AR OB AR T 2R EEEE 2R T L Tﬁfﬁﬁﬁﬁfﬂ’“ﬁiigxﬁ%%r?
T EBRHERINTVWA, '

TSR D AFNIEMERIC T A H T RIBREIC R VB b0 L wu# Eh,

HEAELXSRL LI BRIRABR 2 i L, A, REMROBAE PR SN,

AFI O VEFIMEFIC £  BEDRERISIC L 5BHERSER S bbh, BEEXIIFETIC
ELAEEMR D B, AROBREFRUBRERICIE, BEOBRE ATV, BENR
b BT BAITIL. BE U BRI Ul B2 Mk L BB e RN L ES L CE
B ERIBET 2T\ BE RGN L 2EHEAREDN 3BT, BIBRERV
EUROREEOENRAERIT O LERD B,



3. ERERARE :
BAALERERITIEE L1 %Kﬁ‘é REIT - BROBEOARICGHEEZITo 72
ERBRBRROBREZ TR,

(F%hi]
ERRIERBIAEFE (ONO-4538-1275R)

200, LDV ERIERE %2 A § A IR EIRRIC RIS IR ORI e 2 1T - B8
PBE T AEFELTE (EEORLARETEAWE Y LTS eml I BT 518
) BE4936) (AARABE2601% BT, AFREIZ06. 77 2ARE1636) ExFIC,
FIERERHRE UTHH3 mekeZ 28 FIRHIRE CAREE L & E0FMER VRS
MEREN Lz, FEFFMEE TH224FHR (FRIE [05%FEERR] ) X, FHE
T5.26 [4.60~637] A, 75 EREETA14 [3.42~4.86] DA THY ., FHNZT 5 ER
Wt LBEF T A BERERZ R LT (ANF— RFE0.63 [95%f58X M : 0.51~0.78] .
p<0.0001 [JBHllog-rank BE] ) .

1.0+ s —— KEIE.
0.9 1 '

08+
0.7 5
0.6

0.5 1

PR

0.4+

0.3

0.2

0.1 5

0.0

0 2 4 6 8 10 12 14 16 18 20 22

at risk % £ HFEHE (R
) AEIBE 330 275 192 141 94 5 - 38 19 10 . 5 3 0
- J51uKRE 163 121 82 53 32 16 . 10 4 3 3 1 0

B 1 2474 0 Kaplan-Meier Bi#2 (ONO-4538-12 3ER)



[Z4ti]

OENF MR (ONO-4538-12 ABR)

A EEEIIAHIBE 300330 B (90.9%) . 77 L RBE 135/161 B (83.9%) WD B,
BBRE L ORRBERATETERVEEFRIIAAR 141/330 5 (42.7%) . T7ER
B 43/161 F (26.7%) TR iz, b\‘?“‘j’b#@ﬁf\*%ﬁ$7)§ 5% FOBHWERIX T
DLBY Tholk, | |

£1 WTRHOORTREER 5% EOBIEA (ONO-4538-12 BB

e N Bl (%)
BERADR ER » T

%ﬁ ADRA/] ver.19.0) EEILL 161 -

i veri>: % Grade  Grade3-4 ° Grade5 & Grade  Grade3-4  Grade 5

2EIWER 141 (42.7) 34 (103) 4 (12) 43 (267) 7 (4.3) 2 (12)
BiBEE ‘ ; -

T . 23 (7.0) 2 (0.6) 0 3 (1.9) 0 0
—i - 2EEES LRSI ORE ,
LRy - .18 (5.5) 2 (0.6) 0 9 (5.6) 2. (12) 0
BB LU TS ‘ ,

= D ERE -30 (9.1) 0 0 9 (5.6) 0 0

®)E 19 (5.8) 0 0 5 (3.1) .0 0

R AFIBHCR W TR 741 (2.1%) BREBRIARIE/ X 4T —0 B (2.7%) |
KEB - EEEO TR 4 51 (1.2%) . 1 BUBERA 3 41 (0.9%) . HFMAEREE 18 61 (5.5%)
B2 161 (03%) . FORIGHSERRESE 13 1 (3.9%) . MEREE 1041 (3.0%) . BHiAEkE
=14 (03%) . TEAMEIERE 146 (03%) . BIRMSERE 1 £ (0.3%) KT infusion
reaction 1 ] (0.3%) 2D LN, T, EEMEDE. LK. Bk, fEEL/MR
W MEREER, BIBREE, EEORERE. MK - BER, BAROS S ERITRD
bidedol, ABERARTRIBESESR (MAREERETELEY) 2ELEER

E2RT .



(A - AE] , :

AR OBERENEEBETNVEZRA LV I 2b—Va it kY, &% 3 mgkg (&
E) Xit240 mg % 2 BRERCTRE LZBEOARFO MEFRESRE SR, TO/K
B, AH 240 mg 285 LIZBOBRBEERX, FF 3mgkg 2HRE LEEBOBREER L HE
LTHEEZFATLETFREISNZLOD, BAABBICBWTAREREREINTWSH
- AR (10mgkg Z 2 BEMRTHRE) CTAAZRELLROBRER L ik L TEE
PRTEFRENE (FR)., M2 T, EROBEICB T 57— F I ES%, A% 3 mgke

(FE) Xix 240 mg % 2 BREMB THRE LBOXEIOBREER » A iiR etk &
OEEZRFT2BERSTTABPBEIN, YHREEIC O W THRINNT O /R,
ERORBE - BEOM THEDMRORZEEICABAZRRRVWE TR SN,

K2 FHAOEGBBNRF A—F

)ﬁ Yf . Fﬁ E Cunax Crind14 Cavgd14 Cmmgés Cmin,ss . Cavg,ss
: (pg/mL) (ug/mlL) (ug/ml) (ug/mL) (pg/mL) (pg/ml)

s ke 02w | 516 16.6 243 113 62.1 776

me/kg Q (35.2,70.8) | (10.7,245) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 341 159 878 109

240mg Q2W | (511 103) | (152,346) | (25.1,478) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8 398 217 278

10mg/kg QW | (147 219) | (512,792) | (79.0,114) | (331,532) | (184.313) | (237,386)

HRAE (5%, 95%8), Q2W : 2B, Cuu : MBS OB METEE, Cuns: HEREHE4
A BB B RIEMEFRE, Cogne: PEREHI4A B ECOTHMBEPRE, Comes : ERHRBICH
%g%ﬁmﬁ*%ﬁ‘ Cuinss : EERIEICHIT 3 BARMIBTEE, Coges : EFRIBICH T 3 FYMIEF
7o, AHIOBEFAEYBREFSAERA LY 2 Lb—v 3 iz X D A% 480 mg
% 4 BRERR TR S XEEARO M - A RS TRE L BORA O M HilE S 5
ENTe, TORER., AA| 480 mg % 4 BREIMBE THRE LIZBROEFIREBIZB T 5 E4iMm
EHRE LT, [Cagsl V9, ) 13, AAI 240 mg % 2 BHEIER TS L7ZBRD Cavgss
LT B LTFRIShT (TR) . /o, &K 480 mg % 4 BREFRTHRE LIBEOE
FREBIZHB T 2 HEMEDRE G, Cumsl V5, ) 1. &HF 240 mg % 2 WA -
IR TG LB D Chaxss LB L THEEZRT L FRISNZ b DD, AARAABEICE
WTRFMERHER SN TS Ak - BE (10mgkg 2 2 BMMERCRE) TAAZ&RE
L7eBED Chaxss £ WL TIREZ T L FHIShEz (THR) . M2 T, BROBEICE
BT FIESE, KRB 3mgkg (KE) E£7213X240mg 2 BREBRE. &L < iAKH
480 mg % 4 BRIEE TR S L-BROAK DREE L AR et L oFE kst
THIRBERIGETFVHEBE SN, YZEEZSWTRNB™M T RE. FToRE -
BB TAMMER VLA 2ERIIRV L FRISh T,



]

#£3 FHORMGIB NG A —F

}Eﬁ Yf . m g Cmax Chmind28 Cavgdzs Cmax,ss Cm.in,ss Cavg,ss
(pg/mL) (ug/mlL) (ug/ml) (ug/mL) (ng/mL) (pg/mL)
51.6 27.2. 31.0 113 62.1 77.6
3mg/kg 2W | (355 708) | (165,403) | (212,439) | (750,171) | (@7.1,10m | (42.1,127)
240 mg Q2W 72.7 . 383 43.7 159 87.8 109
(51.1,103) | (23.3,59.0) | (30.8,60.9) (102, 254) (41.5,158)- | (62.1,187)
480 mg QAW 145 29.7 53.0 216 713 109
(102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) (275,137) | (62.1,187) |
193 99.6 116 396 214 275
10 “,‘g/kg QW (146, 222) (86.5,132) | (101,148) (329, 525) (184, 303) (236, 377)

PRl (5%, 95%) . Q2W : 2 BRIRIFE, QAW : 4 BRIFIME. Cux: HIEREHOBERMMIFPIRE. Crinas :
FEHR G 28 B BV 5 RARME PIRE, Copas : FIEHREH 28 B B S TOVIMIBEFRE. Cowxs ©
ERRBCBY S RAMIFEFRE. Cuinss : ERRIRICI BRAEMBTRE . Cogs : ERRIEITIIT B
R :



4, HERRIZHOWT :

ERR ) 27 BEHE RMP) (CESE, FHOERSZRSMETIED~O %44
BHIMERCTH- T, FROBENEN2BELDN - HEL, FHOREIZLVESE
REWER R RR L BICST 5 2 L AN ERED, BTFOO~@D TR &1
BIIBNWTHERTZRETHS,

@ mERRizoONT :

@1 FTED (1) ~ (5) OVTHILRELTIHERTHDHZ L,

() EEFBRENEETZNASEEEIL SRS ERERFRSABEREEILRRIT,

}i&ﬁiﬂ%ﬁ“%@}%%mf e, Ml AR &) (

(2) RrEHEERRE

(3) FENRMEFIEET 28D EELEREE (z)hﬁﬁéﬁhﬁér B, M ADEELE
BRkE. BARREEHRERB R L)

(4) ARFREZEEZREL. %ﬂ%ﬂﬁ%w’ﬁ(ﬁﬂﬂ%lXiﬂ%k:f—%Pg‘DD%Z@ﬁﬁ %‘i’é
IR B BT TV A MR

6)ﬁﬁﬁﬁgﬁﬂﬁmﬂm%®m %ﬁk%é@ﬁ%ﬁofbém&

D2 BEOLERER OBWER RIS+ 72 Mk & R5R & F O E (T%@
CDTINCEY T HEM) BN, YERENOARICETABROEEE L LTRESH
TWaZ Lk,
= )

o [EENRFFERER 2 EOMBFHMEEET LIRIC 5 £ EORARROBEIMEZ
ToTWaZE, 956, 24U, BAERYREY L LEBREEZOWES
ToTWBZ &,

o [ERPRFFEUSE 2 FOMPHERZET LicRic, WILBED bnhﬁ%fﬁﬁi% aies
FLEDHERARZOEREZIT-oTVD T &,

o  ERGHFERE% 2 FOTMPTHMELET LeBIC 4 EULOBERBRREE LTV
Zl, 9B 3EUER HIEBREORARERYEEEZ SDHILBSREOBKREL
ﬁo’Cb\%’o b

©) %W@E%nn%ﬂ%ﬁﬂ)ﬁ:ﬁ']kowf

EHEMEREBRIRFT2HEENRE I, %ﬁﬁ%#%@ﬁ?ﬁ’"ﬂ Bt - &
EMEEZHFROFER CEMEICRT 2 FRIEME, AEEENRAE LB OHRSE
EE, ERBEONTONIEHBRESTNWDZ L,




©® BEHER~ORIGIZONT
@-1 MR B 5 5 BAF

I riﬁﬂi?ﬁ%\%wi,’%fxﬁlﬂ’ﬁﬁmﬁéi L7z, 24 BFRIBRAHIOT ., . Lk X
PSRRI 30\ T, BB L BUERNCR U CABRERR O CT S OBIfER DERI 4
‘Eiﬁ*ﬁé@fﬁ%mﬁ A b, EHICHGARRGHBE> Tz L, '

®-2 lzmg%u LA EEESASICET 2B

RABRICHED 5 EMNRMHBE URELZ AT 5 EREFESEERE=2 ) v/
 REBEERORS ) =0 7 RTOERE L ERE LA TE 55— ARREHNE
SR TVWBZ L, BB, BHERICOVT, BABE L ZOFEICHIICAMSNT
nwazk,

®6m¢mwﬁﬁ¢ﬁmkﬁbf‘

@Wﬁ(ﬁﬁﬁ%ﬁ%;MZ.ﬁfﬁﬂﬁf‘wﬁﬁ % « SRSCHRARE . KIBK.
NB%. BEOTH., | BHERR. RS, FRgtEE, k. Bbmgs. mﬁ%
MReREE . TERAKERE, #ﬁ%%\%ﬁ%\@%an‘Mﬁ BEEQOKREREE
Wm&%ﬁf\mmmmmmm\E%&mﬁﬁ%\mﬁﬁﬁfﬁﬁ\ﬁﬁ\F%\@g
DRI, ERREN, DEE (LEME - 2R - DEMEESMGES) . BB,
BILE) N LT, SRS BERMEORMIE S AT S EM LB L (BIEA

DB L TR R OB E 2T b b &I hé L), EbICENRLE
NTEBEMBESTVB L,



5. REMNRLRDBE
[BaEICBE 3 5 FH]
@ TROBEHEIZBWTIFAIOFEDNERRIEIN TV,
o 2O EDLERERD D A IR RELRET - BREERE

@ TREKYTSBEICRT ZEFOREROERAFECOV TR, AROAEHE
PR SN TR LT, AROBRERB LR LR,
o —KRIEBERERUVZKEBEZZTTORNVEE
o IRBRBERE
o MOREMEEH LB L TREShABRE

[Z2izBEd 5%H]

@ TR %?5%%_wai$ﬁwﬂﬁﬂmukéhfwé b, BEET
Dlanz &,
. Kﬁ@ﬁ“’ﬁb@ﬂﬁ@%ﬁ@@&é%ﬁ

@ WRAMOFHICE OV TTRICES T 2 BF IOV T, FFOREIHER SR

B, MOBERBIRER 2WBEICRY | BEXAFZERT 2 2ZRTE D,

o FEMERRBOAHUIBMEDDH D BE

- BRESERE CHER 2RO 5 BE R UTEENIE O B SRR OB %
FEOMICRERECRHONDEH

«  HRARRBROAS UTBMMRE L IXERED B CABREOEERD
b5 BE

.« BRSBERE (Lﬁﬂﬁﬁlﬂﬂﬂfzﬁﬁﬁ%ah) DHDHBE

. EROBBEXIEEEZETSBE

*  ECOG Performance Status 3-4 %0 0 B4

(£ ECOG ? Performance Status (PS)

Score | B

0 | 2<MEREETE, BRAMLALREEEVPHRRATZD,

! %W%Kﬁbwﬁﬁmﬂﬁéhéﬁ\iﬁﬂﬁf\%W%@Eof@ﬁ%ﬁﬁBlkﬁf%&
fl - BVWRE, EBFEE

BATRRETHIOHDEY OZ & iEf S TARIEPMERLTE RV, HHFO 50%U L~y FATHIT,

BRo=BHOFDOEY DI L LNATERY, BPOD 50%L L2y FABRFTRIT,

||

2BV, BROHFOEY 0 LiEed TERY, BRIy FIARFTRIT,

10




6. BECEBLTHEETN&EHE

O BACEZICML., BERTE %%#%&Té%ﬂ%;ﬁo%ﬁﬁwﬁﬁﬁvﬁEﬁ,
AOEDINERERETSCEBLTHLERTSZ L,

&) %ﬁﬁ#_%iE\%%Xi%@%#hﬁﬂﬁ&@f@ﬁ%+\m%b He%w

 TheERETHZL, :

® ERBMERO~XY SRy R ZANT

BEEMRBRRIDH bbhd Z e RH 20T, RRORETH o Tk, BRIKE

Ok (CEIRIREE, Wk, REE) ORRRUME X BREOCEHS, BEL 1+

=hﬁbzkoit\%EKEDTM%(H\mﬁ?—w—¥®m§%%m#5

&, .
AFOBREIIEED infusion reaction (ZE X TERKFIC RN TE D
EEIT- 72 ETRRIET D Tk, E 7.2 B E RO AFRZ 5,71 infusion reaction
NHobhdZEbdHbDT, KFREPROFAEBEELRT HRIT AL X AT A
VEBET D%, BEORBETOCBETHI L, 2B, infusionreaction
FERLEHEIT i<£T®&ﬁ&0fﬁ#xék@@?éif%%%+\ﬁ§
+BHZLE,
RN RS RE R Tﬁﬁ%ﬁnb E-m&()‘ﬂi‘]%l‘ﬁib‘% BB ERHBDT,
AR OB BRRAR R O 53R T IR E R IC N I RERR S (TSHL R T3,
PEHE T4, ACTH. M aAF Y —LVEQRIE) 2ERTH L,
ARIDBEEIZLY, ﬁgwﬁfﬁmLtﬁfék%xehéﬁ#&ﬁ%¢rm
DHobhdZ eNbd, ZEPRD BNLEHEITI. ERLEERIS U
BEPRR 2R N & IRER & RO BN & B U CEIAERIZE 21T, BE DR
RIS X 2BWER R BRDN 3 BAITIE, FRIOREIIFIE, RUBIBRES
NEVEIOREELERT B L, 2B, BIBKRESLVEVOREIC L Y EIE
ROKESBD bNRVERIC i ﬂ%&ETW%/uﬂmﬁﬁm%ﬂ@Lm
HLERT D,
&5%7%.&ﬁﬁ#%ﬁﬁﬁﬁ@bf%&ﬂﬁﬁ#%ﬁf% EWRBHBTW
AFIOBREKRTRICLBIEAORBRICHSICERT 3,
1 RERR (BIE 1 BIERB 25T B3d bbb, %%ﬁ&#%?x} TR
WCERZERHAHDT, BB, Bl EHEOEROFERELMBEED LFICH
DEBTHZ &, 1 EERFAEDNHEICEREEZPILEL, A R) VH
FoBEEOBEYRMEEZITH> 2L, |

@ FEOHEKRRBRICEOT, RS 1ML 6 B S L. FREL. 1238
B2 L A DI R 1T > TV o & R B, ARSI ERC ERR
ECHRORRBEITS = &,
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Sl R A K54 >
=RN=T (BEEFE#Z)

| ORFEA A7V~ R AR 20 mg, 7 U— R RTEE 100 mg, 47—
DR 240mg) |

~ PR B R~

YR 3 048 A (#fn24 9 AMGET)
REZGBE
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1. Uiz

ERHOFME - ﬁéﬁ®@%®tbki AT CEZICESWBIERERBIRD
bivad, &b, EFOREEROESIC LY | FIEERRZ L OEFRRFTRIERRK
FEELSERSNAFT, NbOEERR P EIC NEARBEICIRET 5 2 L ARED
L 2o TR BREMBGEE L WEDOEARSE 2016 CERL 28456 A 2 B Eeﬁ%ﬂ&i)
TBWTYH, EFNEERREOFEHOEKBEEEZRA L L INTWS

%ﬁﬁﬁ%ﬁtﬁmm:%ﬂﬁ%%xé&fu77%»ﬂ%f@tim&%Bﬁ;ﬁ
RBEZERDD, Z0RH, FIERVEEMICETAERSTA4ERT S TOM.
UHERROBEERZTI L BNPHENBECHI L TERTS L L bIT, BUE
AREBA LB LERAISE & 52 L BAHER—EOEM 2R T ERBE CHEA
THRELEREERETH D, :

LMo T, BAAL T4 Tk, BARERRINE TR LN TV S EFEFR -
BEHRMICESE UTOERRORKBERERZIEET 28RN D MLEREMF, %z
FROEBERERZRT,

BB, KTA KT A4 0%, BIUITBHEAEE S EFREREAHEE, ARTEEARR
BREBZES, —REBEABARERNBES, FEFEFEIIENBFAMBEFSRV
—fRAAEN B AR BRES OB I OB EER LT, '

&

Xt L 2B ERM A7V R REHE 20mg, A7 P —RREEE 100mg, ATV
— R R 240 mg (—BL : =AA=T (BETFEHRZ))
$E L R BPETIAE : 5 AACEEIRIEGR IR L e IR R AR 7284 T - FRBs ORI 52
. B
el R ARERURE : B, RACR=RA~<7 (BEFEHRZ) & LT, 1[E240mg
% 2 BT 1 B 480 mg % 4 BRI ©ARSET 5.
8% IR % X F AR TERRAH




2, $ﬁ®ﬁ& ﬁmﬁ#

ZF 7P — R R 20 mg, RRHEHE 100 mg KU Euﬁ%& 240 mg (—i%4 :
RN~<T7 (BETHEBEZ). BT IRE &2n5,) 0 \mﬁﬁmiﬁﬁ%Aﬁaxﬁ
Vo7 Rt BTVR M =47 —X 2747 (BMS) &) »BBFELZE b PD-1
(Programmed cell death-1) {Zxfd4 2t MNlIgG4 €/ 7 u—FAHETH S, |
PD-1 3, fEMAL L7 Y 2 88k (T HIM, BMIRR UG F = 7057 —T Hil) RUE
BERMBLICSET 5 CD28 7 7 X U — (T MM OB 2 MBINICIE & AICHIET 55
F#) BT ZEETH D, PD-1 ITHIFRSAIRIZFEE T2 PD-1 YV F (PD-LI
BROVPD-L2) &AL, U v SBRICHEES I B RE L T Y U BROEE(LIREER
BIZHMS LT3, PD-1 U H Y NiIHFERFMIREIIMC B b Dk & 22 EEHRRICREER
LCRY ., BERAERE)OURLIESERICRITS PD-LL OB itk @EZ’?
@ﬁa@ﬁhﬁ@ﬁ%%%m%é k#ﬁiéhfmé(@mamm1m1%7%)
¥ EMBEAERE CIARBEE THRMELET B AV F—Tzu F< (FNy)
12X - T PD-L1 ORBENFE SN, BB LB T 5 PD-L1 OFHR LHTHED
ATEHIR L ORICEDOHBERERRH S & OWE DB H S (Sci Transt Med 2012; 28: 127-37)
& biz, PD-L1 ZAHEFER SN AMIIT. FURRERR CDS % T MlROMIBESE
YEMEZINEE S5 28, B PDL1 HUfRT PD-1 & PD-L1 & OFEAEMAET 2 L Z ORI
 EEEESEETSZEBRENTVS, FOIZ &10 PD-1/PD-1 U F v FEEIL,
AAEBEA TR A T MlE» b ORBEFER T IWFO—2 L LTEXLTY
B, ' -
RANE, EERBROM RS b PD-1 OMISME (PD-1 U 4 v FREAEE) ICREA L.
PD-1 & PD-1 U XY FEOBAZAET S LIC LY. BAVFBENR T MIBORE
ﬁk&ﬁﬁ@%ﬁﬁﬁ?é%ﬂ%%ﬁﬁ%ﬁ@#é:av%ﬁ%&ﬁﬁ%ﬁ%&%?
TEFHEREN TS,

ThbDMREN D, AFNLE &E%uﬁ#é%ﬁ&%ﬁ%h&@%5%@&%ﬁéﬂ
EyE MR R TR e LEBRRRE EHE L. Aot Btk OEEEPHER
iz,

AFI ORI RS GREORERIGIC X SBIERERH b b, EEXIIETI
 EAEREMRAD D, AROBSHRORERICIL. BEOBREY FHT, BEXR
» BB AITIE, BB L FRICR U B2 M8 & R E O BN L L Ol
R ERIBE 21T\ BEDRERSIC X 5EEARREDN 58T, BIBKERL
ELRIORELEOEERLEBEIT O BERD D, '



3. BRERRGE
2 AA E#‘f%?ﬁﬁébd&% L7 GIBR R RE 72 T - B R O B HafR B I o0 A& FR IR I 5l &
ATo e ERBERRBROBREE T,

(FzhiE]
BENE OMARE (ONO-4538-41788%)

FSFFRF L~ R LFE RSN v akFul L m%mj&%krﬁix AT
R BE/RELT - BROEMREFEERE (ECOG Performance Status 0 2 T8 1) 34 #il %
SHERIT  AH 240 mg & 2 BRERAIFE CRIAEHE L7, EEFHEEE Th 5 Z%h= (Modified
RECIST criteria (2004){Z2-3 < FRHPFIZ L B CR XiE PR) 1X29.4% (95%EHEXM :
16.8~46.2) ThoTz, 2B, FFICRELEBREIX 5.0%TH o 7=,

[Z2 2]
ENZE DR (ONO-453 8-4178R)
BEERII234M (94.1%) IZED BN, AF L ORRBERABETCERVWEFEES
123/34%1 (67.6%) IZRRD iz, BEREPSU EOBHERIXITEDO LBV Tho 710

£1 FEEBR5%ULOBER (ONO-4538-4138)  (LotfiiEsr)

F|ERGE , Bl (%)
EAFE - 3441
(MedDRA/T ver.19.0) 4 Grade Grade 3-4 Grade 5
£EIER 23 (67.6) 7 20.6) 0
HWEE )
R AR AR T 2 (5.9) 0 0
BIBREE
TH 4 (11.8) 2 5.9 0
HA% 3 (3.8) 1 2.9) 0
Bis 2 (5.9) 0 ‘ 0
MR ‘ 2 (5.9) 0 0
— % - 2HEEER LURSEAORE - '
BER 3 (8.8 0 0
" o 2 (5.9 0 0
B 2 (5.9 0 0
FRIRHRE _ '
Y —BHEm 4 (11.8) 2 (5.9 0
7 X5 —FHmM . 3 (8.8) 1 @9 0
Y v SEREB 2 (5.9) 0 0
Reffs LU RS
ARBE ‘ 2 (5.9) 1 2.9 0
HERZE I UHAREES ' :
i 3 (8.8) 0 0
EEBIUCETASES
5323 4 11.8) 0 0
HREBRES 2 (59 0" 0

7238, FRIRIEE 2 B (5.9%) | ATHEREREE 1 1 (2.9%) | FORIRHEREREE 4 61 (11.8%) |
IR ER 2 6] (5.9%) . KIBXK - BEEOTHI2 41 (5.9%) . 1 BUEERR 141 (2.9%)

4



REH b, T, BREES, BEEOKEEE, TRAMEREE, BIBRERE,
Bede. BEEMEENE, MK - BB, infusionreaction, & & 5K, DEHR. de. 1
RORMARIE/ S AT —, SRR MR PSR, R, BRI EAE R O
MIERIIRD bhabof, AREEARRRRIEESS GREEEREZED)
EEDEIRRETT. |



(R - RE] : :

FROBEFEYBRETNEZFIBLEZY I ab—va g kb, &4 480 mg % 4
AR TR EXIIBEAR OB  AES TRE LBOAXK O Mg PRESRE S
oo EORER, &K 480 mg & 4 BRI CRE L B0 FRBIZIIT 5 B M+
PR (BT, MCagesl £V23,) 1, A5 240 mg % 2 BEAMRE CRE LB Cugss &
BT 3 e TRIESNE (TR, £, AH 480mg % 4 BRFRCTERE LIZBEOERIR
RBRICBIT 2 RRMBETRE (UT. (Cuxsl &5, ) i3, AH 240mg % 2 BRI
THE LIBED Cuaes & L THEZTT L FRENZLOD, BRABECBNT
BAMPRERSN TS HE - AR (0mgke % 2 BRRMRCRE) TARERELE
BRD Craxss & LB L CTIREZ R L FRIS I (FR) . M T, BHROBEICRIT S
F—H T ESE, AF 3mgkg (KE) 771X 240mg & 2 BREIEMR. &L < 134H) 480
mg % 4 BRI TRE LEBROAS OBRER L A3EX IR LM & OBEEZRET S
BRESUSE T N PHES L, YHBBEIC OV TR TbN R, EROME - AR
DETAMER R EICARRERIIRVE FRIS N,

#2 FHOEMBBR RS A —F

}ﬁ .‘;% . Fﬁ E Cmax Chind2s Cavgdzs Cma:gss Cmin,ss Cavg,ss
(pg/mL) (ng/ml) (ng/mlL) (pg/mL) (pg/mL) (ng/mL)
51.6 272 31.0 113 62.1 776
3 mgfkg QW (35.2,70.8) | (16.5,40.3) | (21.2,43.9) | (75.0,171) (271, 107) (42.1,127)
) 727 383 . 437 159 37.8 109
M0mg QW 21 (511 103) | (233,59.0) | (308,609) | (102,254) | (415,158) | (62.1,187)
430 oW 145 29.7 53.0 216 713 109
g Q (102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (27.5,137) | (62.1,187)
193 996 116 396 214 275
10 mg/kg Q2W (146, 222) (86.5, 132) (101, 148) (329, 525) (184, 303) (236, 377)

FRRE (5%, 95%5) . QW : 2 BEREMRE. QAW : 4 BRI, Cuu : FIEHESH OREIMLEE DIRE,
Crinaze : FIEIE 54 28 B B2 2 RBMIBEFRE. Cagas : FIEHE% 28 B B T TORHMIEFR
BE. Cmuxes 1 ERRIBICRT DBAMIEFRE, Cuinss : EFHRIBICET BRAZMIEFRE, Cagss 1 EHIK
REIC 1 B P MR | :



4. jﬁ%&"iuo‘l‘f
ERER ) 27 EEHE RMP) WESE FEDERR féfﬁﬁkﬁﬁﬁb'\ﬂ)fﬁﬂﬁ:ﬁ%ﬂ
B DR TIH> T, FRORENBERBEZBW - HEL., FHOREITLVER
REERZREA LERICRET 2 Z L BUNERZD, UTOO~QDF X T & fmi 3 i
RICBWTERT & THD, '

@ HRIZOWT .

@1 TFREo (1) ~ (5 OVWThLTHEETIMEER THHIL, _

(1) BEAEFBRESEETLBNABRESLIRRSE BERRBALZ ﬁ@%mm Tt

- MRS AR L SR fﬂ!jﬁﬁﬁfv”/\}ﬁrhfik))

(2) FrEMREREE

C(3) BEFRAENBET2NRABRESRR (53 ABRESERERB. w#aﬁ@%
BIRbe. NABEEEEHEER2 &)

(4) SRACPREEZRE L. SRICFIEME 1| UTSSRACFHRIEME 2 DR
AR B BH 21T TV B HERR :

(5) PIEBMENERAILTT B BB O MR A FR BB %:ﬁo TV B HEsR

D2 E‘TEH@@':P)S‘iﬂioﬂlﬁ%ﬁ{f&UEWFﬂ?%ﬁﬁ#@xﬂ"hﬂ* fﬁ%ﬂ%k;ﬁxﬁﬁ%ﬁo
E:i (—Fi%@b\'?-nbwuuxéﬂ_é Eﬁfﬁ) A, uxn/%ﬂ@z:%'“uﬁg‘?—ézj%ﬁo)ﬁ'ﬁg%&
CLTEREIRTWSZ L,

®

o [ERMAFFEER 2 ﬁ@@ﬂﬁﬁ{*%ﬂgf U781 5 EU OB ABROBERIHES
fToTWBZE, 5B, 2 $19U: :t 7)=/u%%1?(£75:£c‘: L7 BRREEFDOHHEL
fToTWasZ L, ‘

o  ERiGRIFRER 2 EOTHTHESET L7z 4 U EOBFEREE LTS
Zk. b, 3EMLR, BT RZIED S ARYIREZ S LR aHRE O MR
FHERITo TR &,

@ BROEERRESREROEHIZOVT

B EHERIIAEET 5 BEENRE SN, BIRAEN L OEREN, Ao -2
AMEEPOBROTEROEMSICHNT 2 FRRME, FEFSIRBELCBAORE
I ERFOHITITONAEHRESTWAEZ L,




® BEWER~D®IHIZOWVT
@-1 Haskkmlic B 5 i

MEEMRBSOESRBIEANRAE LBz, 24 BRDEEHNO T, SRy
IREEERICB W T, BRLUEZBERIIRCTAREER O CT S 0ORIER DENIC %
EAREOEENY B RICELN, EbCRETEAKENE s THEZ L,

@2 EREERICLAABTESRNBICETIES

BABRIHED SFANRABRECEREZF T2 EREEFEVBERAE=2) 7
EEDEERORY ) —=V P RTVERE & L5 T 3 F— AERKENE
fEESNTNWBZ L, 2B, BEEFICOWT, BABRE L ZOFKEICHSITRAmENT
WwaZe&,

@-3 BlifER oRET-CHRIcE LT .

BIfER (MEMEMERICI X, EEGEDRE, LKk, HR, BEETREE, KBk,
MNER, BEOTH, | BEERRB. AL, FHEEE., i, BEEEL. FRR
HEEREE . TEAMERS, WREE. BEE. ABEES. M. EEOREEE. %
PRLEZERIE, infusionreaction, EE L MIKEE, MEREAREREE, Bk, BL, BE
DHRZEL. RRIREE, DBESE (DEHS - 4RIK - OEEEIES) . BEEHm,
BEILE) 18 LT, YERILGEREREEOSMME LG T2 EM L EE L BIFER
DZHCH M L THRERUVXEZZIONIEKHCH B2 L), EHITENRLE
BTELRHNBESTNBEZ &,

W/



5. ENSLRBBE
At B+ 2 HE]
O TROBFICEVTAAOHHUFRINTND, .
o (LEFREED b 5 YIRTRARRIET - BROBIEMES RERE

@ Tﬁkmé?6%%uﬂ?é$ﬂ®ﬁ5&0ﬁﬁﬁﬁgowfﬂ xﬂoﬁwﬁ
PRSI SN TEL T, ARORERR LR,
o —RIBRERZT TORVEE :
. mwﬁ%ﬁﬁ%ﬂ&ﬁmbfﬁﬁéﬂééﬁ

.[ﬁéﬁk%?éiﬁ] '

D FRICHNT BB OV THARIORERER L SNTNDZ b, BE 2T
« PNz L, :

. ﬁﬂ@&ﬁﬂﬁbﬁ@ﬁ@%&@@%é%ﬁ

®. %ﬁmwﬁﬁkkwTT£KV%?5%%kowfm:ﬁﬂ@&%ﬁ%ﬁén&w

. MOBESBIRE R RVESIRY . BEICARZERT L 2EETE 5,

. REMHEROSHUIEEOCHBBRE 00 -

. WHEGRE CRER LR 5 BH R ONEEIE O BRI ORI
EOMCRESELR S bR D BE | |

. HEAEEBROSH. SULBMARE L IXERMEO A DARKBROBERD
HHBE '

. REBEE & m%ﬁm%ﬁﬁ%ﬁﬂ)mbsﬁﬁ

. REBEOBRXIEEEETLRE

e ECOG Performance Status 3-4 VDB

D ECOG O Performance Status (PS)

Score | EZ=

0 | 2<MBERLKEETES, %ﬁmkﬂbﬁ%éﬁ#ﬂﬁ&(ﬁzé

PRRIC I LWEBIIRIIR S B2, HITRERT, %W%@Eof@ﬁ%ﬂﬁﬁlk#f%é
Bl BVWERE, FHEE

1
2
3 | RoN-HASDEOENDZ L LATERY, BRO 0% ELEZRy FARFTEITT,
4

Z2SENTR, BAOEOEY O L2 TERN, B2y FPRFTRIT,

9 i\

BT HRECESOEDEY O LT X TAREMEEIITE R, BFO 50%ULIERy FATEIT,




6. MEIZEL THETREEE

@ ﬁﬁii%umm.%Lﬁm%ﬁﬂE#?éﬁﬂ%k%og$ﬁ@%$&UﬁEﬁ
ADlDICHEREREZTHICEBLTHLERTSZ L,

@ WEBRICELD, BEXIIZORKRCADEREREZ+SRBAL, REEE
ThbEETAZ L,

@ EFRBEERAO<XV AL MZONT

- FEMERRERDODND I LR HDOT, RROESIZH T - TiL, BIKIE

W (PRI, Wk, REE) ORRROME X SREOCERS, B2+
AT5 T &, e, BB UTHE CT. i< —i —S0RELEHT 5
k.,

FHDOEEIZTEED infusion reaction (2 2 TRBFFIZHH RN TE B4
Bz T o7 L CRtRT 5 2 &, £72.2 BB LD AHFE 5T infusion reaction
BHLLNEZLbHDEDT, FRREGPROAENIBEKT BT NNA AP
V%I@Ufiﬁ"é%‘ BEDOREE 451 Cﬁgﬂ"é Z &, 7238, infusionreaction %
B LB, £ TOMBERUERNESICEET 5 £ TRE 208
THZE,

FURIBHAEREE, TRARERERVRIBREND LRI LEBHBDT,
AFN O 5BRLARI R O 5 H1E P I EIRIC N o WA RE R E (TSH. 58t T3,

WEBE T4, ACTH, M2 VF YV —VEORIE) EBTAZ L,

AR OEEIZ LY, ﬁﬁ@ﬁrﬁm:t@?ék%zahéﬁh&rﬁ%r%
RobbdILiHd, BEFPBDONEREITE, RALEERIIE L
%W%&ﬂ%k%%%ﬁo@%&ﬁ%bfﬁ@&%% SETEATVY, IRE DR
R X 2BWERBRDN 2 BEICIE, AROKRE TP, RUBIBEE R
NEVRIORESEERT DL, 2B, BIBEERVELOREIC LY EIE
RDBERRD bNRWEEIZIE, BIBRERVE VLSO GRBmHE 08m
bERT D

BERTH, ZER» LB ABB L T LRWERNRR TR N h I D
AR ORER/RTRICHBHERORBRIC+LSICEET 5,

1 BBERYA (BUE 1 RIERKEZET) Bdbbbh, BEREES b7V F—Tx
KELZEHRHDOT, AE. Bd, BHFOEROFBHRESCOEBED LRI+

NEBTHZ L, | EERERRDUEBAITITEE ST L, £V R Y L8

ROREZEOBIRABEEITO Z &,

FHRIOERARICI N T, 6 BHEZ kuﬁﬂﬁ@#ﬁ%ﬁofwt“ L EBEIT,

FHIEE IR ERRE THROMRBEIT Z L,

10



Bl RET A K54
=RveT (BiaFHEBRZ)

(R4 : 7V —FRFRE 20 mg, 7P —RR[FHE 100 mg, 70—
B RTEEE 240 mg)

| ~Ei§}§—%/f 7uy7T o4 MAREEME (MSI-High)
 RETARB - B~

FF2E2 A (Ff 24 9 AT
BA N BE



B

e

AR ORI, TEREF
MRPREKAE

R DN T

BEXIG LD BE
BRECELTERETNEEE

AN o e

P2 -
P3
P4
P10
P12
P13



1. XC®»Iiz :

EE S DEME - BLMEOREMR O DI, T TES CESWEBERERNRD
b, &b, EEORERMOESIC LY | MAEERR R & OEFR L FTHIERAE
FERRPABEINITT, TNODEERZEICHERBEICRET 5 Z L SBRED
REL 2o TBY REMBEE L WEQEATE 2016 (FAK 28 47 6 A 2 HERRTE)
IBWTY, EFHERLEOFEROREIHEEZRLZZ L EN T3,
 FREAREERR L, BREARRAM T 7 A VRBEOERMS L bR
RBZENRDB, TOkD, AIERVCREMICET 3 FRA+AEHT 2 E TOR,

UHEEKSOBELBR T 5 LRSS NI BB LTERTS & & bic, BUE
BABRBBE LR LER N L D2 LB ER— ﬁEODE{ﬁF%?ﬁtﬂ‘Eﬁﬁﬁﬁaﬁfﬁﬂﬁ
THILREETHS,

LieRoT, KHA KF4 LTI Eﬁ%ﬁxl‘%@ ﬂi’(&:?%%ﬂ’(b\élz%%—?—% .
LR R ESE | UTOERR OS2 HER LT 2 BA0 b RERERE, 2
FROEESREEZRT, ' \

RB, BIA T4 0%, MATBOEANER G ERBEBRAHE. ARAREABRR
ERIER RS, —BREEA Elzls%%bmﬂlzx&w AR A B ABISRES OB
Db LIERR LT,

R EIRDERER : 7V — R EHEHE 20 mg, zi*fv—n“(,-ﬁiﬁ%%iﬁz 100 mg, F7
DR RBEE 240mg (—R4E - =R ~T BEFEBEZ) )
ﬂ%kfxmﬁﬁmﬁ% D AALFRRIER ITHEE U2 IR SRR R B 2 1T - BROEHEE <
47 a%T T4 REEN (MSHHigh) 287 55 - EHE
RHELRABERVAR  @%. RACR=Rr <7 BEFHEEL) L LT, 16 240mg
# 2 BRMRXIZ 1 B 480 mg % 4 BREIFEMR TRIEFHET 5, 1
v AvT (BEFERZ) LOHRATIH681T. BE, AR
=AN=T (BfaFH#z) & LT, 108240 mg % 3 BREERE
TA4EABEET S, 20%,. =R~ (BaFEkz) L L |
<. 1 [ 240mg % 2 BRI XX 1 [ 480 mg % 4 BEERTA
HEET 5,
BE R T ¥EE: dxﬂ?%&l%ﬁiﬁ%&
(&%)
MSI-High &3 2558 - EEBICET2 Y — R AEHER 0mg (—4 : AU A
<7 (BEFHEBEZ) ) OPEIIDE. AERVCAE
2hBE X 1T 3h B BAALERIERITHEE L BRI ERET - BROBEE A
Ly weHF 54 VRREN (MSLHigh) 257 555 - EBE
BERUCHE =R~y (BcFl#z) EOFRIZEWNT, BE. BARIZ
AV rvT (BEFHHRZ) 2 LTI1HImgke (KE) %38
FIfIRE T4 BREFET 5,




2. FEIORKEK, EREEF

F 7V —R R 20 mg. FAREETE 100 mg Z‘LUH:"—‘T%*@C—E 240 mg (—f%4% :
A< GRETFHEBEZ) BT, [H#H) Lvd,) | \mﬁ%ml¥%TAﬁ&f.
Flyr 2k @TVRAM <L % —X 747 (BMS) #) MBIFELE b PD-
1 (Programmed cell death-1) 1239 % & Ml IgG4 £/ 7 u—FLHETH S,

PD-1 7%, AL LY /<8R (T MG, BRIRRR U F 2 71% 7 —T R ROHF
%%ﬁmn%ﬁfémns77iv—(TW@@%&M%@%%KE&%E%@#%%
FH) CBRTASEATH B, PD-1 IR FMIICHKE TS PD-1 U ¥ F (PD-L1
ROPD-L2) A L. U v SERICHfIES 7V EEL T Y v BROEMRLRES
BICHAEFI LTV 5, PD-1 YUY FRIFERHRLMIMNIE b ks RIEFHERICHES
LTy, BEREAESEED LR L EEERICIT 2 PD-L1 ORRLIFROLF
IR & ORIICADHBEBERRH B Z L BREIN TS (Cancer 2010; 116: 1757-66)
Fo, BEHECERE CIAGREE T RRAELET A v —T7za < (IFN-y)
o E>T PDLl DREAHE Sh, BB L BB 5 PDL1 ORRLHED
AR L ORICIEDMRBRRNH S & OME S BH D (SciTransl Med 2012; 28: 127-37) ,
& Bic. PDL1 ZIREIRIE S IS AMIRIE, FURRN CD8 Bt T Ml oMIEE
EME RIS A28, Hi PD-L1 $#i{KT PD-1 & PD-L1 L OFRAZEET S L E0HMIR
EEEEREET A ZEBNRERTNS, £DOZ &5 PD-1/PD-1 U ¥ FREEIX, 23
bmmﬁﬁﬁﬁimﬁﬁrmmmaowﬁgéﬁﬁ¢5%$@40kLT%%%ﬂrm
%, -
AFE, BERBR O RN S PD-1 ORMASMER (PD-1 V) ¥ > FREA R IS L.
PD-1 & PD-1 VAV REDERZHRETAZLIZLY., BAGURFRN: T MIROE
ﬁm&wﬁbwm&ﬁfémm%iﬁﬁ%%%#5 &Tﬁﬁ%&#ﬁ%ﬁ%%x#
T EDRHEREINTVWS,

_nawﬂﬁm&:KH&%&E%’ﬁ?é%t&%ﬁ%’&@%é%ﬁk%ﬁéh
KRS - E%r%%%ﬁ%tbtmﬁﬁ%%imb B, REMER OBFIEDRER é
iz,

AR OVERFICE S BEOEERMIC L 2BWERSER S bbh, EENIIFETIE .
ELAREMERD D, AROREFRCRERICIT. BEOBRETHIITV., BEXR
H LN TEEAIIE, BRLEERIG UEMNRMR L BB 2T OEM L EE L TE
gIRERND SUTEITV., BEDRBERIGICE 2BERREDN S HEITIT. BIBRERV
EUEIOBREEDOBEERNE ZT O BEVRD B,



3. BRERAEE _

BAALRRERICHEE L BBYR TR ET - BROREE~S 77T I4 bR
ZEME (LLF. [MSHHigh! &5, ) 2B 55/ - EBEORRBRGFHE 21T 72
ERERRROBRE LT,

723, MSI-High Z&$4 5 8% LT, PCR XY MSI-High & HIEEhiz
BE #EMT 3546 (Pk&E) 11X IMSI-High (PCR ) %75"3‘6%%1 & #&F L. DNA
IRV Y FEEREIERL TV A BRI NERELERT 284 (KH) . ¥
72bh TPCRIAIC LY MSHHigh & ¥E 7o B Xdsmpeflgibs?® (LT, [HC
EWVWI, ) BV IRy FEERERE CLT. TdMMR] &5, ) LHESHh
FBE] #ENT 3BAICIE MSHHigh #5735 B% ) &R L, HC 2 & 5 MMR
B & PCR EIZL D MSIBRED—HRIT 96.6~98.7% B THB I LENHFEINT
W3, '

- [FahiE]

BHVE TFARABR (CA209142 RABR) @2

(R & E)

LB O 5 5% 1B EIBRT A2 EST - BH O dMMR ®¥ XX MSI-High (PCR
%) B 2H/T 5 - ERERE 74 ARSI, A5 3 mgke & 2 BREIERETAE
CEEL7e, FEFEEB CHHEME (RECIST HA FT4 v L1 BRICE S BREL
EMMHEIC X 25EE£%ES (CR) XIHHER (PR) ) DFBERIX, 31.1% (95%ERHEXRE :
20.8~42.9%) Thol,

@1 Lindor Naralane M et al.: J Clin Oncol. 2002; 20: 1043-8, Bertagnoli Monica M. et al.: J Clin Oncol. 2009; 27:
1814-21, Ferguson Sarah E. et al,: Cancer. 2014; 120: 3932-9, Wang Yang et al.: J Mol Diagn. 2017; 19: 57-64.
Smyth Elizabeth C. et al,: JAMA Oncol. 2017; 3: 1197-203

B2 CA209142 READEEO =k — LD 5 b, (LEREREDH 5 MSI-High 255 5558 - EBEE 5L
Lizads— MBI AAFIBEMBEEHRUAR LA VY AT (BEFERZ) LOGARERORKE
DWTEEHL

&) D7 vkt Y 3 //+ﬁﬁﬁﬁgﬂ&0®r#%)77%/Xﬁ4)/Tﬁ/ﬁ@ﬁmﬂ%%ﬁhl
DLUEDIEREROSH D BENRRE SN,

0 EERg IV T, HCHBIC L D S R~ v FEFEF /%7 Th 5 MLHL, MSH2, MSH6 X% PMS2
DOWTHIEDOFEENTD bRV EEIC IMMR S HES R,

) IEgamk L ) HH &7 DNA IZBWT, 5 BREOA 7 04754 be— 02— 2 BHER L +55

Wik, 2BEU EO-—A—i2 oW, 6 BEU LD~ 70T 51 he—b—2BrdBR L T584
1ZFL 30%LA ED < — 1 —Z2WW T, PCREIC L D ¥4 XOBEMRH S h 725412 MSI-High L HEEHh
7o ’



. #1 BRERADRRUESR (CA209142 HE)
(RECIST ver.1.1, AT R, BBRMEEMYE, 20164E8 A 10 A7 —2 A » b 47)

A Bl (%)

ERBADE 74 5" 53 {52

s=27%% (CR) 0 0
BHo=E% (PR) 23 (31.1) , 19 (35.8)
Z 7 (SD) 29 (39.2) , 21 (39.6)
, # 1T (PD) o 18 (24.3) 10 (18.9)
AN 4 (54) ' 3 (5.7)

%) (CR+PR) 23 : 19

(EH= [OS%EMER=] (%) )  (L1[208,4291) (358 [23.1,502] )
*] : ARSI RER, *2 AR BRER O 5 b, FRKREIC L YMSHHigh (PCR) 2FT5
Z L ARER SN/ B#E, *3 : Clopper-Pearsonk '

(FF LAY b7 (BEFEEZ) LOFRAERE) ‘

(LRBEREO H S =9 WRTIBRREEREST - BHO dMMR ®9 313 MSI-High ' (PCR
W) @9 RET AR EREBE 119 flEHRIC, AR 3mgkg RUA TV v (#
TR Z) 1 mgke ZFIB I 3 BRIREIRT 4 BAREHE L%, A% 3 mgkg & 238

R CAREE L, TEHMEER THAEME (RECIST HA1 K71 11 RicE
SBHRBLEMMEC X 555258 (CR) XiTHHER (PR) ) OFERIT. 54.6% (95%
fEHEX R : 45.2~63.8%) Tholz, ' '

: £2 BERAYRRUVESHRE (CA209142 R
_ (RECIST ver1.1, B2 &El, BRREEMEE, 2007786 BF—F W v b2 7)

A B (%)

BEREER 119 Gt PR

. 522%%) (CR) _ 4 34) . 2 (3.2)
w5355 (PR) ' 61 (51.3) 37 (59.7)
& ® (SD) ‘ 37 (31.1) 15 (24.2)
# 17 (PD) S 14 (11.8) 6 (9.7)
A RE 3 (2.5) ’ .2 (32)

#£%) (CR+PR) 65 - 39

(ER [95%EEEM™] (%) ) (54.6 [45.2,63.8] ) (62.9 [49.7,74.81 )

1 : ASHERATRHRER, *2 : AMERITRSRER O 5 b, PRREIC L YMSIH-High (PCR) 2FHT 5
T L MFERB SN B#E. *3 : Clopper-Pearsonis




[Z2tE]

EIME T ERER (CA209142888k) @2

(A M E)

HEELIT 71/74 Bl (95.9%) X LN, BRE L ORRBEHEREETERVWEE
FRIL 51174 B (68.9%) IZRD b, FHEREN %LU LOBERIXITERO LBV T
Hole, ;

£3 SEER UL EOBIER (CA200142 B (PR

BRERIKSE Big (%)

FEARFE 74 B

(MedDRA/J ver.19.0) £ Grade Grade 3-4 Grade 5
£RIfER 51 (68.9) 15 (20.3) 1 ( 14
EREE _

THI 16 (21.6) 1 ( 14 0

i, 7 ( 9.5 0 0
—f% - EFEER X UCREORE

1 . 17 (23.0) 1 ( 14 0

BIE 5 ( 6.8) 0
FRARIRE

S Y R—E 9 (12.2) 6 ( 81 0

AST 3B/m 5 ( 6.8) 0 0

ALT 38 4 ( 5.4) 1 ( 1.4 0

75 —¥iEm 4 ( 54 2 ( 27 0
BEERB IR THERES

& 5 FERE 10 (13.5) 0 0

32 ‘ 8 (10.8) 0 0

R BRI : 5 ( 6.8) 1 ( 1.4 0

KR 4 ( 54) 0 0

B, WEURRAEIE/ I AT —6 B (8.1%) . FFHEEEEZ 6 5 (8.1%) . MHREE 5
Bl (6.8%) . FIRIRHEREREE 5 4 (6.8%) . infusionreaction3 ffl (4.1%) , BHSAEREE
361 (4.1%) . KIBHK - /NBK - BEEOTH 3G (4.1%) . EEOKREEE 1§ (1.4%) |
BIBHEERESE 1 81 (1.4%) ROUBER 161 (1.4%) BgEd b, £, BEEMER.
BREMBAE, LK, BR 1BERR, Fre, R BEEmER, TRERE
BE. MK - K. SFIRLRERE, EERMKES. MRARERR. B 5&
5 RS, LEEE, EEHOLEOELIRED bhikdhol, ARWERRTRRIZEES
& (BREREEEEZED) 280EMERETFT, :

KEIL A ©Y beT RETFEHRL) &OFMERE) ~
AEFRIT 118/119 F (99.2%) ITFBD b, BREL ORRBENBBETE 2VE
EELIL 87/119 f (73.1%) ICRD iz, BEIEN 5%UELORHERIZTERDO LBV
Thotr, | ‘ . .



4 RBEM 5%LLEOBIEA (CA209142 ) (R SRER)

BEINKRSE BiE (%)

EAFE ‘ 11941

(MedDRA/J ver.20.0) £ Grade Grade 3-4 Grade 5
ZRIER . 87 (73.1) 38 (319) 0
mkE LY v REE .

#ifn . ' 8 (6.7 3 ( 2.5) 0
W IEE :
RS EETE 16 (13.4) 1 ( 0.8) 0
 FRBRESRETLEE 13 (10.9) 0 0

BIBEE ‘ :

Tl 26 (21.8) 2 (1D 0

B 15 (12.6) 1 ( 0.8) 0

ik 8 (6n 2 ( 17 0

- 8. (67 1 ( 0.8) 0

ml )7 6 ( 5.0 0 0
—i% - EHEER I CBRSHAORE ;

gy _ 21 (17.6) 2 (1D 0

B S 18 (15.1) 0 0

= JI5E 6 ( 50 1 ( 0.8) 0

A 7 N TR 6 ( 5.0 0 0
FRARRE , . :

ASTHEM 17 (14.3) 9 ( 7.6) 0

ALTHEN 14 (11.8) 8 ( 67 0

Y _—E N ‘ 10 ( 84 5 ( 42 0
REBHS L USREE o T o

BRARIBIR 10 ( 84 1 ( 08 .0
BHEBRRBLIUESERES ' ‘

L) 6 (500 1 ( 0.8) 0
R REE R . v - e
) 7 (59 0 0
R A HEE X UWERREE e o [T THLIRE

i _ 6 ( 5.0 1 (08 0
BB X U TABES Do - o R TR

= 5 EE 20 (16.8) 2 (LD 0

R 13 (1099 2 (179 0

- REER . ‘ 8 ( 67 0 0

72d5, FORBMGAEREE 24 41 (202%) . FFASEERET 23 1 (193%) . MERMEE 16
B (13.4%) . BEBCHRARIE/ X A 3T —13 1 (10.9%) | PIEMEARE 761 (5.9%) .
BSEEREE 6 B (5.0%) . BIBHEEEE6Hl (5.0%) . EEOKRFEESE 56 (4.2%) |
infusionreaction 4 B (3.4%) . KEBJ - INB%K - BEO TR 461 (3.4%) . TEAHE
REEE 3 B (2.5%) « fFZ8 3 B (2.5%) . LIRS 141 (0.8%) | FkZk - BERESE 1 41 (0.8%)
ROWES 1B (0.8%) B bk, i, BEGEDE, Dfge, Bhge. 1 BUERIR,
FARS, B LM%, BIRDSERE, BERZREE, MRARERRE, K. &
Yok, EEHm, ELIIFED Siiedo e, ABIVEFRSSELRMIIEESES (FBER
EMBEELED) 2EUEHERETT



(A5 - &)

FRNOBEREWERET NV ERA LY T2 b—Y a2 X b &K 3 mgkg (fF
B) Xi3240 mg'% 2 BERRTRE LEBOAR O LB FRENRY S, £ 08
R, AKI240 mg 25 L ROBRERIL, AA 3 myke 2RE LLBROBHEE &
CLTHERRT L PRENbO0, BAABEICR CEAEIRER SN TS A
¥k B (10mgkg % 2 BREIBIRCRY) TARZERE LE-BOBREE L ik L CIEE
ERTETFRSRE (FR) . MA T, BEOBEICBT A7 —FIicESE, &#
Img/kg (KE) Xii240mg %2 2 BREMEB CRE LEZBEOAFOBRZE L AMEITE

St L OEELRET ARERG TS VMBS N, Y¥HEEIC SV TR T
R, EROAE - AROM TADRRUEZLSEICARRERIAVE TS, £
7. MSLHigh 28T 55 - ESEREDT — ¥ 2 80 BERMEYEBEET A, BIE
BREDT — A ESEBESNTBBEREETANVERA VRN EEE 2, AF)
3mgkg (KE) XiZ240mg LAY A~<7 1 mgkg (KE) %3 BRBETRELE
BROZR AN RE /2 ERITAE U\ L HER S hz,

%5 AROEMEIEAT A —F

R - BE Conax Cruind14 Cavgats Cruaxss Canin ss Covgss
(ug/mL) (ug/mL) (ug/mL) (pg/mL) (ug/mL) (pg/mL)
S mefke W (35-§Tf0-8) (10.17?.264.5) (17.21‘,"333.9) | (75.&3171) (27.612,'107) ’ (42.717,'(1527)
Mme AW | s 1712,.1]03) <15-22?§4-6) (25-3137.8) (105354) (41?5??58) (62.11(,)9187)
10mghg QIW | ( 14;,9;19) (‘51.623'739.2) (79.98'514) (33:;,9232) | (182,1 213) (23?7286)

FRIE (5%R,95%:) « QW : 2AMMME. Cuax : FINREZOBREMIBEFRE, Cunads: PIEHRE%
14R BicB ) 2 RAEMIEPRE, Capas: FIEREHRI4BE B ETOFHMBEFRE, Cuas : EEREBIZ
B BBREMBEBPRE. Coins : EFRBICBIT Z2REBREPRE. Cups : EFRBIZBIT 3 FHMF
FIREE

bz, AR OBEMAENBREESARFALEY I 2 L—va itk v, A4
480 mg % 4 BRRIE CREIEABOME « ARS CRE LIEBROARH O 7 ik
ERRR SN, ZORE. A% 480 mg % 4 ARG CRE L EOEEREBIIBT
AEHMBRRE (LT, [Cagsl £V, ) X, AH 240mg % 2 BEIRIRTIRE L
FoBED Cages LEBIT 3 L TSN (FR) . T, A% 480mg % 4 BEBRE RS
LEBOESRIBICEIT 5 BE0EPERE CITF. [Cumxesl 2105, ) 1%, &% 240 mg
% 2 AR T L L7 BED Comes & W L TEHEEZRTEFRENE OO, AAA
BEICBVTEFMESHER SN TV S A - BE (10mgkg % 2 BRMMRCHRE) o
F 2B E LICBED Craxes & B L CIEEZ T L FRISHE (FH) . ML T, BHO
BEICBIT 2T —FICESE, A% 3mgkg (KE) Xk 240mg % 2 BREIBG. BL<
13AA] 480 mg & 4 BREIFEIR TR E LEEBEOXR OBREE L AMEXI3Z et & DRSE
ERFT BRBRGE TV BBES N, YREBBEIC OV TREMTOIIRR. Lﬁ@
Fik - BREOB CHEMMER CREMICHREZER T2V E TR S h,



#£6 FHORKYGMR T A —F

Fﬁ& . m % Crnax 'Cmindzs ngdzs Cmmgss Cmin,ss Cavg,ss
(ng/mL) {(ug/mL) (pg/mL) (pg/mL) (ug/ml) (pg/mL)
-51.6 27.2 31.0 113 62.1 77.6
3mgkg W | (355 708) | (165,403) | (212,43.9) | (75.0,170) | (7.1,107) | (42.1,127)
240 mg Q2W 72.7 383 43.7 159 878 109 -
(51.1,103) | (233,59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
480 mg QAW 145 29.7 53.0 216 713 109
: (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
10mgkg Q2W | (146 292) | (865,132) | (101,148) | (329,525) | (184,303) | (236,377

BRIE (5%, 95%5) . Q2W : 2MBRIRIRE. Q4W : 4BRIFIFR. Comex : FIER 51 O &k MLIE PR,
Comingzs : FIEHRE 54228 H B2 331} 2 BAEMIE P IREE, Cavears : FIEE5H28 0 B TOFHMBPRE. -
Couaxss * FEEIRIBIZIT 2 BBMEPEE, Coins 1 EHERBICRIT 2 REMTEPRE, Covgss 1 EFIRIR
IV B e i IR . -



4. HRIZOWT

ARORENBI R BEZDY - BEL, FAORFIC LY EERBIERE AL
BRI B 2 L BUERTD, U T OO~@0F T LMWL HRICIV THAT 2
RETH B, | |

@ mRIZTOWT
@1 T.:E@ 1 ~ ¥ @b\‘ﬂ‘ﬂ#hmé?‘é)‘}@&f%é &,
() BAESBREPEET 3B ADREEINSFERS GREFIRS A SEREEL AR Ilm\

ﬂﬁ#hﬁ%@%mmfh\ﬂﬁﬁh$ﬁfﬁ&k)

Q) HEEHSRERRE

() FERRANEISIRET 555 ABIEIRE (45 A BIFOES IR R, @Aﬂﬁ@%
B, BADROESHEERRR &)

(4) ARl BBEERRE L, SR bSREME 1 idshskibs &mM§z@m R vE
iZER BB 21T TV B Rk ,

(5) PIEMEEEAIS EEANE ORI LR B B H 24T - TV B 1R

D2 #ER - L%f@k?%%&@@ﬁm%ﬁﬁwﬂm (5> TR IR L MR B Ko IR
i (FROVTRACHEYST 5 EM) 2, YHBERORAICET 5 RROEEE L L
TEEBShTVWS L, -

* |

o« ERMARFTIER 2 FONETHMEEZET LI2RIT 5§ FULORABREROEBRIHEY
ToTWBHZ &, 5b, 20 LT, PARYRELEL Ltﬁ:ﬁ:ﬂiig%mﬂk%
fToTWAZ &,

o [EEhfFFES fz’ézﬁo)/‘mﬁ;ﬁﬂﬂé‘%ﬂéﬁ Liztgic, H{LEeE 0)73%%%%&723{?5
FEL EDBEBRABZOEREIToCNB I L,

. EMGRIRES 2 EOMPTHERET L% 4 £ EOBEERYE LTS
Zl. 5b. 3L, WLEEONAEYRE S S LR R O BRTE %
fToTWnWAZ L,

©@ BEHNOEERFREHR KR IZONT

EELFEREBRICEFTTIEEENBESH, BESCENSOBREN, B - &
EMEEZHEROEBLOCEME I T 2 BRI, AEFSNRE LIRS OHRE
5, EREPBIITONBGHIRESTNE I L, '
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® BWER~ORIHITONT

@-1 HERRAmlic B3B8 .
PMEMMEREDOEEZRIERANRAE LEIC, 24 BEABERAHO T, YkERX

ORIV T BHR LEBHERICR UTABREEE K CT £ 0RIER OERIT %

ERREOKENY BFICA LN, BEHITRISTaRERNESTNE I L,

@2 EWREEHIC L 3 ESESENICETIES

RABRICHED 2 EPMARMBROEEL T 2 EREEENBERT=4) 7
PEDEEROR Y ) —= U P RITOERE L IBRE LA TE 35— AEREH NE
fEshTns L, 2B, BEEHIICOVT, zshﬁ%‘k%@%ﬁﬁ& CEMmSNT
wWaz e,

@-3 BIVE R OB BT I LT

BIYER (MEMRERICE, BEEFENE. DHR. HR. BHRARLE. jtﬂ%ﬁ
NBS, BEEOTHL, 1 BBERRA. H:FTé FrigaemEE, FFse. BLERRER. IR
HetersE. TERAMEREE, MREE BEE. BITESE. Mk, EEOREES. #
PRI ZEAREE, infusion reaction, E%filﬁl?&ﬂ‘ﬁ%ﬂ\ MERE AR, Rk, Bk, BE
DHRIER, WERRVEERE, LBREE (U RS - 20 - DEMERISMES) | BB,
L) T LT, MHER X iﬁ%@ﬁ%%@@ﬁ&%ﬁ?él:ﬁﬂi&:@}%b (BIfER
OZEORISIZE L THRERUXEEZ T Bﬂ’béﬁ&:ﬁ: hB L) | EbIHERAE
#’C%éﬁﬁﬁﬂ#%oflﬂé &
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5. BEXNBLRBZBE
[&%hiEic B 2 FE) A |
O FTROBEKR kwrxﬁﬁm&gﬁoxﬂa4t)Av7<ﬁm%mmx>a@ﬁ
BREOEPERTREN TS,
o DRACERERICHEE L ISEYRREET BROBEE~A 7 a TS
4%K§Eﬁ (MSI-High) 285 5% - EBEEE

ka MSI-High 2895 Z & 2 oW ik, =R/ ~7 (BiFERZ) 0av =
CRWE (R4  MSIREX v b (FALCO) ) ZAWVWTERTHZ L,

@ TFTRIZHYT5BEICHT 2 5F OB E R OSERFEIZ OV T, A& OB EM:
B SN TELT, FRORENRLRLR,
o T I VVRTESERAL j‘%*)‘)775‘/&0\4’)/7‘ﬁ/1ﬁ@ﬁ
KEIC & B ISR DRV B
o (NRMIBLERIE
-‘4t)Av7(ﬁh%ﬁ@x)u%® ﬁ&ﬁ%ﬁ&ﬁﬁbfﬁ%éhé%ﬁ

[(ReHizBE+ 2 FH] _

O FTRICHEYTIABZBILOVTIARDOBRERERL SN TVBZ 0k, B2
blRnz L, _ :
o AFORFITHR LBBIEDBEERDC D 5 BE

@ WRERMOTMBNTFRICKY T 3 BEICOVTIL, FHOREIHR S LR
R, HOBRBBREARWVEAICRY . BEICARIEERTSC k%%ﬁf%é

« REEMRBOGHIIBEEDOSH S BE

© BEREGRE CMERERD 5 BE R OTEEE O BRI P B %

FOMICRERELBH oD BE
«  BCAERBOEH X@Eﬁ%&ab<iﬁ%ﬁ@ﬁaﬁ§ %@%ﬁﬂ@
 bLBE

. W#?ﬁ@(ﬁmﬁﬂm%ﬁ@%aﬂ)m&éﬁﬁ

© REROBEXEREEETLBE

*  ECOG Performance Status 3-4 ¢ ¢ 8.3

(=6) ECOG @ Performance Status (PS)

Score EZE

0 |[2<MERLEETED. BFALFALBEEERHIRZIITLS,

RERICE LOEBNIFIIR S WD 25, SMTRRET, BIAEERE - TOERIITI Z LB TE B,
Bl : BWRE, EBEX :

BATAIRECE A R HDED D Z LI T THREREERTERY., AFD 50%U L~y RABRITT,

BoNEBHOFEDOEY O L LTERY, HRD 50%L EEZy FABFTBRTT,

lwN —

é<§ﬁ&wca%w%oﬁbwzéﬂé<v%&we%émdykmﬁ%fﬁi?n
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6. BEIRLTHRETREFH

O FAXESICML., BUERFEHEE BRG] 2 RESICE S & KA ORIER OEIER
BODLERERETDTEBFLTOLERTDZ &

@ WRMMAICIEI S, BEXITORKRICHMEROERIEE ARAL. FE2H
ThrbRETHI L,

® ERBUEROEXVAY MZ2OWT

RIEMREENRD bDLNE Z BB BEDT, FEDOREITH T o T, BRIKE
ﬁ(@%@%@%m\%ﬁ%)@%%&U%%Xﬁﬁﬁ@%%%,ﬁ§%+ﬁ'
ATk, Fho, BBRSUTHE CT, ME~v—V—FORELEMTS
ek,

AFI OB EIZEED infusion reaction IZ{f X TRARIZFO RGO TE 5%
H&1To 7= L CHIET 5 2 L, £72.2 B B URBEOARAX5-KFT infusion reaction
BHbbNdZEbbHBNT, Kﬁﬁ%*&oﬁﬂ&%&TﬁmA4aw%4

ERET 5%, BEOREEZHHICEBET ST L, 2B, infusionreaction &

SE LA, 2 TOBBERNERNEZRICEET 2 £ TRAE 2 o8
T3z, |

B RAEREE . TRARERER CBIREERD bbNS = & Kb5DT,
AN D35 BEAERT R O 5 AR P I E A0 IC I HERE RS (TSH, EHE T3,
HE T4, ACTH, MU VFY —VEORE) 2EWT L,
AFOBEIZL Y BECAERISCERET 5 LE 2 b e REBRPLKE
Wb bbb Z s, RENEDLNEHEAICE, BRLEFRITSLL
B PR AR BB B RO ERT & B U RS ERIB I R 1TV, BEORE
RISz X 2 BWERREDN 3 BEITHE, AROKREXZPIE, RUBIBRES
NVEVRIOBRESRZRT 2L, 2B, BIBKESLVELOREIZ XD EIE
FIDUESTRD BNRVEAITIE, BIREELE Y SO SR DB
LEET 3,

BERTH. ﬁﬂ%m&ﬁﬁﬁﬁﬁtrm&%ﬁﬁ#%ﬁ?% &#%5t
AFOBREHTRICHLBHERORERICTZITEET 2,
1“%%%(%F1W$RF%AQ)#&BbM RIS LTV F—y R
KEHZ ERHZOT, OB, B, EHEOEROBRLMEED LRI+
SEBETBC L, 1 BERBENEDPN SR E I L, AR ) VB
F OB EEDOEE R WBEITY T L. - |

@ FFOHERBRICENT, BEMANS 24 BT 6 BT L. TAMEE, 1238
B b oA S ORI 21T 5 TVNe = & BB, AR ST ESRE
CHROERETS = L.
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BEE RS A KA
=An~<7 (BisFHEEZ)

(R74 : A7V —REREE 20 mg, &7V —REEHE 100mg, F7P—
' AN RTEEE 240 mg) '

~REHE~

~

SFM2FE2H ($f24E 9 AKED
A5 EE



=R/

1. BUwic ' P2
2. AENOEH. (EREF | P3
3. ERERBLAE P4
4, HERRIZOWVWT P8
5. RERB LI DRE P10
6. BMEIZE L CTEEBETNEEH P11



1. I

EEROBNE - REMORBEOZDOIZIE, P XESESWZEERFERNRD
Bha, ST, EEOREREMOESICL Y | FUREIER 2 EOEFHNLFHHRIERE
FEELPEBEINDIP T, INOOERRZEICLERBEICRET 2 2 L ARED
BREL2-oTEY BREMBOEE L hEDOEATE 2016 (LK 28 4£ 6 A 2 B REZBRE)
KBVWTYH, BFMNERREOHFEROKBLHEELZRSZ L ENLTV3,

FHREABFERRMIL, BRERCREM v T s A VEREFEOERS LA L NICE
RBEZELDBDHDB, ZORD, AHEROCEZLMICET 2HERN+HLERT 2 L TOM,
UZERROBREZMIZT A L AHF SN BHEICH L TERTS L &bz, BlfE
ARRBELERICLERSISE & B2 ERFRER—EDBHZ i ERERE CFER
THILEREETH D, _

LERoT, AFA T4 0T, BREERLINETIBON TV SERIRRNW -
RHFH R ESE | LTOERRORELRFAZHET 2B RN O NERER, £
FROBEFEEZTT,

RB, KA FFA4 0%, BMIATBEANERRERESESEME, AREEBABE
BRERES, —REEEARKRERABES, FEFEAEDHENBAREZSOW
F10bH EAERE LT,

XL IRBEES AT EARHE 0mg, 7P —RERERE 100mg, F 7Y
A REEE 240 mg (kA - =A< T (BiaFEBRZ))

HBLBAPRNEDE « BAACERIER ITHEE LRI IRAREZET - BRORER

NELRIRERVEE - 8%, RACR=RAV~T (BEFHEKEZ) & LT, 1[H240mg
% 2 AR 1 B 480 mg % 4 BRIER CARSRET 5,

B YE R R ¥ E L DBFRATENRRSH




2. AAIORE. ERABF

F7 O — R R 20 mg, FATERE 100 mg RO AREE 240 mg (—i4 : =
F<7 BEFRER), BT, FH] Lvi.) i MERETERASHL A S
vy Rtk BTV ARV wL¥—X 2747 (BMS) ) BEFELZE b PD-1
(Programmed cell death-1) IZRf3 2 & "Nl 1gG4 £/ 7 v —FAHETH B,

PD-1 1%, fEMAL LD v 3Rk (T #BG. B MIBER OV F = 5 0% 7—T k) ROE
BERMBRICRE TS CD28 7 7 X U — (T MR OIEM L2 MBIACIE L RIZHIBE 55
FE#) LB TORFETH D, PD-1IIRFRETHRICHEER TS PD-1 Y ¥ F (PD-L1
. BOYPD-L2) EFEA L. VU U SERICHEINES 7T AR EE LT o BROE (LR R
BTG LT3, PD-1 U F YV FiIHRERHRIUIMC e b Ok RIEFEHEBRICREER
LTRY, BHEAEREN» LR L IEEHAMKICI TS PDL1 ORI LHROLERF
W & ORICADREBRRRH S Z L BHE SN TWS (Cancer 2010; 116: 1757-66)
CE 7 BN RAERE CIERBE T MRAEET B V¥ —T = uH < (FNYy)
X > TPDL1 OERBEXFEIh, B8 LEBERICIIT 5 PD-L1 OFRH L HED
Eﬁ%ﬁkwﬁﬁﬁwﬁ@%ﬁﬁhékwﬁ%%%é(&HmﬂMmmnﬂ&uﬁﬂh
E5lz, PD-L1 ZBHIRBE SN AMMIZ, FRSRN CDS Bt T MlsoMiREE
EMELZIE &¥ 528, Hi PD-L1 HilATPD-1 & PD-L1 & DA ZAET S & Z DM
BEEERERET S 2 ERRENTVS, B0 & 55 PD-1/PD-1 U H v FERL, 3
AT RNZ T MR» L ORBEZEET 2HFO—D2E LTEX LR T
B, . _

AFNL, HERBROM RN & PD-1 OHIFLSMEIR (PD-1 U ¥ FREAHEDR) ITHA L.
PD-1 & PD-1 U Y N ORAEEETS 2 LItk 0. BAFRBRR T MIEOE
BEALR O ARBIRIC XS B RIS S TEIE 2 30585 2 & TR RIBBP R 2R
T EBHERENTVS, ‘ ~

ZHBDMRD D, ARIIEMEEC T A AREREIC 2V B bo LIS,
X ﬁﬁﬁ%ﬁ%ﬁ%&btﬁ%ﬁﬁ%i%byﬁ%ﬁ\féﬁ&@ﬁﬁﬁﬁ%%ént@

FENOIEFIFRCES  BEDOMERISIC X 2BHERSN S bbh, BEEXIELIC
ELWREERD D, FFOREFRORERITIE, BEOBEZTHITTV, BENFRE
B b INTEH AL, R L FRIC U BRI 5% & BRI OB L LB
EIRSERIBE ATV, BEDRERIC L BBHERRRDN 3 BAIHE, BIBRERL

L HIOREEDENRNE E1T O BERD B, k



3. BRERRUE
DBAALERER ITHEE U IRIB VIR EIT IIE R O A EE O AR T FHE 2
TolERBRABROBRBE L RT, '

[F 7]

ERRE RS THERE (ONO-4538-24/BMS CA209473)

7okt ) IV URREBHBREAR O T T F BRSO REREICRR XX
R ORIA IR RET XX BR OB BB EE388H (BARANBE240 % Eie, AHK
BE19361, XTHREE1956]) EXRIC, ¥ XV U RREMESRSH (Fie& ekt
N7 Y FFREN) BRBE L TAFRI mgZ 2 BRIRR CAREE L L E0EER
VREMERI L, TEFHER Ch22EFHE (FRIE [95%EMXM] ) it
AFIBECT11.17 [9.99~13.73] 1 A, RHFRBETS.54 [7.20~9.89]1 B Th v . AHIBEI%f
FEBEIC R LR 2B B REE 2R Lz (O F— FH0.79[95% (S8 K 8 : 0.63~0.99]
p=0.0381 [J&HllogrankiRE] ) .

* 1 FEZIRAKMPITOWTIETS mg/m? %3 BRAME THIRNE S, 27 ) X200 T,

100 mg/m?% AR Z 19 70 & LT, 1, 8, 15, 22, 29Kk T36R BICHIRARETBZ L L &N

77
1.0
09
0.8
07
0.6
% 05
0.4
0.3
0.2
0.1
- e °
0.0 e . L ' L 2 L : . : : : L L i . 5 .
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
sk &R
AR 193 170 158 139 120 105 89 77 65 55 38 20 13 1¢ '6 4 3 0 0
ToHEEE ) 195 182 157 116 100 79 66 55 48 39 26 i6 1% 6 2 1 1 1 0

B 1 OS ? Kaplan-Meier Ei#R (ONO-4538-24/BMS CA209473)



[Z4])
EpRRA R E NMERER (ONO-4538-24/BMS CA209473)

HEESIIAKIEE 172/192 51 (89.6%) . *HFREE 192/194 41 (99.0%) KRHHH., A
B L O REIEREETE ROEEESRIIAFIEE 129/192 §1 (67.2%) . xHHREE 185/194
B (95.4%) ITE» b, WTFNHOBETRRER S%ULOBMERIZIR 1OLBY T
BHolr, ' | ' v
‘ #£1 WPhAORTHRESER 5% EOBIVER (ONO-4538-24/BMS CA209473)

Bz (%)

Lr—2 /

HEBIRSR T R
%ﬁfDRA/'J 21.1) 192 ) 194 51

© verad. % Grade  Grade3-4 Grade5 4 Grade  Grade3-4  Grade5
2EIER T 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (65.5) 2 (1.0)
R X O THREES o
55 . 23 (12.0) 1 (0.5) 0 27 (13.9) 2 (1.0 0
T 5 EEE S 17 (89) 0 0 . 9 (46) 0 0

- BiEnE , 3 (1.6) .0 b0 975000 0 0

—i% - EHEEER I UREHLORE . : ‘

- FER 15 (7.8) 1 (0.5) 0 16 (8.2) 0 0
% 14 (7.3) 1 (0.5) 0 42 (21.6) 9 (4.6) 0
G p=Yd 9 (4.7) 0 0 44 (27 0 0

RERRE o : " : :
D vosERERA 4 (2.1) 2 (1.0) 0 18 (9.3) 12-(6.2) 0
R ERERA 3 (1.6) 1 (0.5) 0 75 (38.7) 58 (29.9) 0
A I BR & 2 (1.0 1 (0.5) 0 72 (37.1) 46 (23.7) 0

EREE - . 7
TH 20 (10.4) 1 (0.5) 0 17 (8.8) 2 (1.0) 0
ARk ' . 5 (2.6) 1 (0.5) 0 24 (124) 1 (0.5 0
&= 4 1) 0 0 16 (8.2) 0 0
B 4 (2.1 0 0 31 (16.0) .1 (0.5 0
A 1 (0.5) 0 0 13467 1 (0.5) 0

R INEE ' ' ‘ R 3 : '
FR BRI T 17 (8.9) 0 - 0 1 (0.5) 0. 0

BRYUER X UFERE o , o '
Fiti ek 3 (1.6) 1 (05) 0 157 6 (3.1 0

BB X UREES , . : : ,

. RARBIR : 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
HIER X O S REE : o o _

=gl ' 4 (2.1) 4 2.1 0 47 (24.2) 19 (9.8) 0

BRI EE 1 (0.5 0 0 36 (18.6) 27 (13.9) 0

ZEEMELF PRI E 0 0 - 0 20 (10.3) 20 (10.3) 0

A mERAEE 0 0 0 16 (8.2) 14 (7.2) 0

HEBERB I UEAERES »

RAEE 2 (1.0) 0 0 21 (10.8) 1 (0.5) 0
R 2 (1.0) 0 - 0 17 (8.8) 1 (0.5) 0

HREREE : .

RREEE f 3 (1.6) 0 0 14 (72). 0 0
KEHBEE =z —a N F— 1 (0.5) 0 0 47 (24.2) 1 (0.5) 0
KM= a—a RF— 0 0 0 21 (10.8) 1 (0.5) 0

. AFBECEVT RRIEAZEE 2 51 (115%) . WEERARE/ <4/ <F—15
B (7.8%) . FFHSREREE 13 61 (6.8%) . FIEMENGERE 1241 (6.3%) . HiEREE 8 4



(42%) . EEORBIESE 4 4] 2.1%) . BEHM 3 61 (1.6%) . L2 6] (1.0%) .
BHEREREE 2 41 (1.0%) | BT 161 (0.5%) . KB - /MNB&K - EEOTH 1 41 (0.5%) |
TRAMEREE 14 (05%) & infusionreaction1 51 (0.5%) BNB/H bz, £, B
SERENE, DBK, Bk, 1 EUERA, RS, BLrmEs, BISRERSE, Mk -
BERA, FRRMARZERLE, EERMKEE, MRS RERRN. Bk, Bk, S&5EL
EOLBESIIRD oo, RRERZBRRRIIBESES (BEAREEREEE
) EEUERRETT



(R - AE] . _ _

AR OBEREYEEEFNVERRA LY I 21— a it kY, &5 480 mg % 4
BREIRR RS IEARORE  AEE THRE LEEOFF ONFEFRESKRF SN
Foo FORER. A# 480 mg ¥ 4 BRI CRE L BORFREBIZR T 5 M+
PEEE (BT, Cageel EVVD, ) 1. A% 240 mg % 2 BWRIBIR THEE LIZEED Cuje &
B3 & PRIShE (FHR) . /. 25480 mg & 4 BRBRCRE LBOER
REBICHT 2 BB MEFRE AT, [Cowel V5, ) 1%, AH 240mg % 2 BRHEH
BTIRE LIZBED Cons £ KB L TREE R T EFREES R OO0, BAABEIZBY
TAFESRRB SN TV AL - A& (10mgke % 2 MRIBRCHRYE) TAREREL
ToBED Couess & B LCIEERFT L TR SN (FR) . MAT, BROBEICKT
55— B icESE . AK 3 mgke (BKE) 7% 240 mg % 2 BRIEMR. & L 3AH
480 mg % 4 BRI THRE LEBOAS OBRER L ARt L OBE 2 RE
FTHRBERSETFABEES L, YHEEIC O VW TR fTON R, LRORAE -
BEORTENERCREEICHRRER TRV FRIS N,

. J 22 ZHOEHBB AT A—F
Fﬁ Yf . )ﬂ % Cornax Criind28 Ca\‘rgdzs CMSs Cmin,ss Cavg,ss
(pg/mL) (ng/mL) (pg/mL) (pg/mL) (ug/mL) (ug/mL)
51.6 272 310 113 62.1 776
| 3mefke QW | (355 70.8) | (165,403) | (212,439) | (75.0,17) | (27.1,107) | (42.1,127)
240 mg QIW 727 383 437 159 87.8 109
. (51.1,103) | (23.3,59.0) | (30.8,60.9) (102, 254) (41.5,158) (62.1,187)
" 450 mg QAW 145 29.7 530 . 216 73 100
(102,207) | (15.5,47.4) | (37.0,74.8) (145, 336) (275,137) | (62.1,187)
i 193 99.6 116 739 214 275
10 mghkg W | (146 929) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377

FIE (5%, 95%:) . Q2W : 2 ARIMINE. QAW : 4BRIRIRE. Cow : FIERSHORE M TRE,

Coinizs : MIEHE4 28 B B8 3 REQB PRI, Cogas : DEREEH 28 B B COTHMETR
B Comss : EAPRIRICIW 5 RIS FIRE, Crines : EHRIBICI B RAEMIHIE, Covss - EHHR
R 331) B A M ' '



4, HBRRIZOWT .
AHOBREPEE RBEEZBE - FEL. ﬁﬁ@&% WXV BEERBIERZRALEL
BRICHIGT 5 Z L BBERTED, UTOO~QDTRTEMZTHRICBWTERT 3
RETH D,

@ HWRIZHOWNT

@1 Tﬁ@(n~v6)®wfhmkué¢5m RTHDH L,
(1) BAEFBRENEETINADS %@%m&rﬁ%Cﬂﬁﬁﬁmh$§@%Mﬁrh\

ﬂﬁ#hﬁ%@%ﬂﬁrh MR A BRI )

(@) IR

() WEFRMBRIRET 5B DFERADE (MABREIIERIE, 1A DRES
AR, BADEESIEERR )

) AACHFRIEZERE L, ARG 1 ULl EAEME 2 DR e
R B B EAT - TV B HER

(5) PEIEEAILS ERNE ORI AR 5 BT T 5 Hisk

O-2 REBO(FRIEROCRBIERRBREOXRITIC4 \fﬁfﬂ%&-ﬁxﬁﬁ%ﬁoliﬁfﬁ (P&
DWTNPIZEE T DEM) 25, YEBEROFFCETHIRROBLE L LTRES
nTns Tk,

®

o EMRFTEGE 2 FOMPMTHERZET LI-RBIC 5 FEULORABEDBEEKTHES
ToTWaZ &, 5B, 26 ER, BAEYRELZE L L-BEEESZOWESY
ToTWAZ L,

o ERRTFREE 2 EOTEFHERET LB, HILSSBEONAEYRIES S
FL LD LBARZOEFREITo-TWNWE T &,

« EMRTFRER 2 FOVBTHERZET LB 4 FU EOBIREREE LTV S
Tk, DB, 3R ﬁ%ﬁﬁ@#h%%%&%abﬁk FIAE DBRIRIHE &
To T3 Z &k,

@ BENOERRBFREHROEKHIZONT

EELEHRETRIIHET S EITENRBSN., BESCEMLOBHED. HHE -2
SHEEPNFROFER CEMEICHT 5 FRRME, FEESNRE LEBEOHE
EH, SIERNIITON B EERBS TS T L,




® BIfER~DBRIRIZ2NT
®-1 MERRERICET 5 EE

BRSO EB2BIEASREE LT, 24 RRIBERERIOT. WELHEER X
HEEEHER T B\ T, BELEBER IR U TARSER O CT S 0RIER OB
%f:ﬁéw;ﬁ*%z:% A E b, EHICHhrReRERHBNE - TS Z L,

®-2 EREFEEICLEA %ﬁﬁﬁmkﬂﬁﬁ‘é 2
B ABIECHE D 5 EMR R MR U R A T 5 ERRES ST = P4
FEDEERDAY ) —= v R ITOERE L SRR TE 5 F — AERAHNE
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