B 2

REFEREET A N4V
=R m<r (BioFHE#EZ)
(BR5E4 : A O — R AREHE 20 mg. A7 — 8 RISEE 100 mg)
~ERARTUEY URE~
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RAEFEE
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1. RUBIz
EEROENME - REMOHBEOTHIZIE, B TESCE SO ERERERRRD
bbb, &5, TEOREEFOESRICL Y, EERELS FoEHi SR /ERE
FEELPARBINIT T, ZNODEES R EI LN ERBEITIET S 2 L AERED
BEEL 2o TH Y EHMECER L SEOEASE 2016 (FA 28 4£6 A 2 A HERE)
RN TY, EFNERREOERORBIAELRS = L LT3,
FRERRFERR L, BEERRESE v 7 7 A VRBEEOERS L HL MR
RBZERHD, 0D, FOERCERLSHCETAERRHOEHT I TOR.
UHEERROBEL R R L APF SN BEICH L TERT S L & bic, BIFE
BARRR LB REL S L 52 LR — B0 B R T ERRE o R
TAHZEREETHD, ‘
L7zhoT, KA F7A4 Tk, RBREERINEI CRELRLTWHESZEEY -
FEMAHICESE, UTFTOERROREREALIET 3B, L BEREE, EX
FROHEBEETT, ,
2B, ANA BT A4 4%, MITTEEA B RS EFRERSEE, ARHAEABS
BREEYS, —AHEEA B ABERNRER R O— BB A B ALKZSOBH D
b EIER L 7=, '

A RBRERDERESR AU RBEHE 20 mg, 37O RARHE 100 mg (—R4E -
L =RAwT (BETEEZ))
HRERIPENNDE - BRIIEBEO TR X ) 3
HeLRARERUHE « BE. RACR=FRA~7 (BEFHERZ) LLT, | B 3mgkg
» (5E) % 2 BEIMBCAEBET S,
R EEIBFERIERSH




2. EHIORH. ERREF _

F7 V=R RTHE 20 mg/100 mg (—f4 : =R ~7 REFEBZ). LLF. &
A . DEFERTERRXDMHLE AT Ly 72 @TV AR M - F—X 2T 4
7 (BMS) #) #BBEFE L7k b PD-1 (Programmed cell death-1) KxH3 %t M IgG4
T/ 7u—F AR THB,

PD-1 (X, EHEAE LY 33k (THM. BERROTF =745 5T HR) RUE
BRHIRIZRET 5 CD28 77 3 ) — (T MIOEHE L2 BB E L AICHET 55
FH) BT BREETHS, PD-1 IAERFMIICEE S5 PD-1 U ¥ K (PDL1
EO'PD-L2) LfEE L. U U BRICHERES 7 A2 EZE L TY U ROBH(LREES
RIFAFL TS, PD-1 V¥ FRRREBTHIEDSICE Fos 2 EERSI RE
LTRY., BERAERELURLAEEARIZBIT S PD-L1 ORJRLHFROEE
R & OMICADHEBBEEHRRH D Z L BHEEH TV S (Cancer 2010; 116: 1757-66),
Tl BERAESAE CIIESRBE THRAELT B ¥ —T ca H < (IFNYy)
2o T-PD-L1 DEAXFTHEEN, BB LU/BEEKIZISITS PDL] OXKE LiFED
EFEHMEOMICEOCRBEREERSHB 0B ELH S (Sci Transl Med 2012: 28:
127ra37), &b, PD-L] ZHEFIRA XSS AMRIL, FLEAERA CDS B T M
. OMBEEEEEREF I8 . M PD-LI KT PD-1 & PD-L] & OESHHETS &
TOMIMEETEESEIHET A Z LR ENTWS S0 255 PD-1/PD-1 U H R
BiX. B ARRPFUFEASRNS THRE? S OMRS 2 ERT 3 #ED— s LTEL L

T RTRnG,

FEIL, RERBRORERD S PD-1 OMRIEALE (PD-1 Y Vo FESER) IT&ES L.
PD-1 & PD-1 Y X FEDFECFHAETAZLICL Y . BARBEERN: T MROEME
LR TEAMBRICAT 5 MIRESEEETERT S Z & CHEEN R BRESR ¥~ o
BRI NTW S,

ZNOORMAENL ., AANTEEEEIC T H7- AR VB3 0 i S h,
THMERDX ) Vv ABRE SRS E LEBRRBREER L, A, Z2EEURE
HERFERE I,

FROERBFICESOREDORERSIT I S BHWERSN S bbh. BEXRFETIC
EDWHEERDH D, FROREFRUFERICE, BEOBEL+HCTV., BEAR
HHNEHEITIE. BE LI ERICE U EMe 2% & RE S 1 oEM L8 LT
RENBHET. BEOAERISC L BENEAREDN B, BIBRE L
TR ORSEOEN LB ET S BERH B,



3. EREcRRM
BREXIIEBEOTROF SR ) U ABOKRBEICTEMAIT - HEREKRRBRD
- BRETT,

[Hhix]

O EHNFEIHERE (ONO-4538-15 HER)
BREMRRRBERTT Lo YR~y <FFY @EFERZ) T, (71

VYR LT )) IERS X IRHAOER USSR ORISR DX ) Lo ERE

(ECOG Performance Status 0 XT* 1) 17 F&RERIZ, F4 3 mg/keg % 2 BRIRIE CARE
BIELE, EEFMERCHEEDR (ET IWG criteria (2007) 1E-5< FhadlEic
& % complete remission  (ELF, [CRI) i partial remission (BLF, TPR)} o@EE) 13
75.0% (9SUISHAXM : 47.6~92.7%) Th-o7=, 2. FRIICHE LI-BER 20.0%T
Hot,

@ EAETHRR (CA209205 38 (Lancet Oncol 2016; 17: 1283-94)

BEERBARBIHEETRIC T L Y37 n L ARSI ER UTESE.
DEREFR XY A EBBE (25— bk B, ECOG Performance Status 0 % T8 1) 80 i
ERRIT, A7) 3 mgke & 2 BREIBEBCARBE L, TEMIEE THIESE (XK
£T IWG criteria (2007) 1C36-3 < Aha¥IEIZ L B CR X PR OBIR) 12 66.3% (95%(=
BRXY : 54.8~76.4%) Thol-, 2B, FRNRE L-BEIX 200%TH o7,

[Z4tt)
O EAEIHERE (ONO4538-15 FRER) o
BEESITLHNCED b, AL OERBESTECE RVAEES L LHICED
BT, REREN %L LOBHERITTED LB Y Thotk,
RRER 5%LL LORER (REAEMAT SR

FEIKSHE ﬂ:g;)
EXFE
{MedDRA/J ver.18.1) 178

2 Grade Grade 34 Grade §
2 (118)
SR s s

 (5.9) (59

-.

e MR 169 . 169

R

P

L

(BERE i
BEE 1(5.9) 0 0
& 1(5.9) 0 )
T 1(5.9) 0 0
1Bk 1(5.9) 0 ]



% (%)

%gijg}ﬁ ' AR
(MedDRA/) ver.18.1) 1741
£ Grade Grade 34 Grade %

X _ 1G9 0 0

Jﬁ%ﬁ&&ﬁ%ﬁs
/R
HERh
Emﬁkﬁﬂ}‘

E
) AR '
B b Y o AlfE 1(5.9) 1(5.9)

i mﬁ’g et 1(5.9) 0

0 0
0 0
0 0
0 0
0 0

i 4(235)

-

ed. BEMERRR 16 (5.9%) . BUSUMATE 2 61 (11.8%) . KEBK - EEOT
F1H (5.0%) | FRHEEREE 1 51 (5.0%) . FRBMSRREE 3 f (17.6%) . MHEmEE
3 (17.6%) R UFinfusion reaction 1 l (5.9%) TEDbhi-, 7. EEGENE,
DR, Bk, | BURERIR, St/ MR ESEER., fFR, BEEEE. BIRESE,
M - BEER, EEOEREEES. BiRLEERE, TEEBEREE, BERVEYSE
RiFZD BN Pb o,



@ A EIAREAER (CA209205 RAER)

. BETZIT 238243 H1 (97.9%) IKRDHIL, AEL OERBEREETERVEE
BRI 185243 §] (76.1%) {ZFEBH b, REER B EORBHERIITROEBH T

&) 2 7.,L&:b

%ﬁ%&i s%mJ:cDmﬁEm (All Treated Subjects)

%,
HBEBIKSA ﬂiﬁ;g
EAEE 4
{MedDRA/J ver.18.1) : 243
£ Grade Grade 3-4 Grade 5

185 (76.1)

48 (19.8)

14 (5.8)

34.(14.0)
24 (9.9

50 (20.6)
21 (8.6)

b e Sy

13(5.3) 7(2.9) 0
TARGX BT I ) 7 AT 2T —EHMm 14 (5.8) 5.1) 0
Yy /x—-'.stgjm ] T 14(5.8) 9(3.7) 0

7, - _._"'_: —' 3 Gk

21 (86) 0 0
it 28 (11.5) 2(0.8) ]

2B, BEHENES 15 6] (6.2%) . BEUHRBARE 19 i (7.8%) . KBL - EED
THi6 B (2.5%) | FEEERE 28] (91%) . FE 58 (21%) . FiRiRgeEEE 28
Bl (11.5%) | #EEE 406 (16.5%) . BFHEREE 44 (1.6%) . Bk - BB 141

(0.4%) . BEOKBEE 3 61 (12%) . SIROGERE 1 5] (0.4%) . infusion reaction
384 (15.6%) . Bk 28] (0.8%) RUEEIER 24 (08%) TROBIE, Fi.
HEFEALE, k. Bk, | BERRB. REEL/IMEEEEEER, E'J%‘B*EE&U
TERAEBEEEIIRD bhihoTfz,



4. FERIZOWT ‘

AREN L LTHERARENE (£FE) P55 T3 ehb, Uik rH
UICEETE DR THLISLERD D, TOLT, AR OREREINZBE L2 - 15
EBL. ARADOESI L W BERREWERZ BB L BRITHET 5 2 L BLERED, T
DO~@DFRTERMETRRICBWNTEAT IR TH 3,

D HRIoWT :

@1 Fmo 1) ~ 5) DWThIrKESETIHRTHL &, :

(1) BEZBRENBETIVASROESILARRE (BEFR A IEREI 7.

 HURSARROESIAUREE. HRAARRERRY) (FR28E 108 1 BRA -

427 FEF%) _

(2) FFEHAERPE (ERR28459 A 1 BRER ;84 5%

(3) FEFRAERIBET D RASHOEHRE (RA DRI, KA D RE
BIREE. A RROEMHEERBLR &)

(4) FRRIEPEEREERE L. S bFERENE 1 SUISSRIE RN 2 ORER i
KREIBHET>TWORER (FER27E7H 1 AREA 1 2538 HER)

(5) PUEMEEANGEEME ORBRELEICRIBHET o TWBRESR CER 27 46 7.
A1 Ak 1284 HE5R) :

D2 HRES TR Y ORISR OBHERRRR ORI 5 2 &
BE R OER (TROVTILMCELT 5 EN) 5. SEBHR ORI BT 5750
REEE LTEEShTWsZ L,

x

v ERRFREE 2EOCTMIELET LRI S £ LORASEOBKRTHE LT
S2TW3Z L, 56, 248 ER, BAEYDREST L LBERBEESOHFEST
S2TWAHT &,

+ EMEFREER22EOTPIIMELKT LERICAFEU LOBEERFAL TS Z
ko 9b, 3EL LR, BMBEMEEEORARYRES S CEKLESOFES
fToTnaZ &,

@ BRADCERMFREROERICONT

EXELMERETRCHETIETLEPERSh. HESENOOBEED, A9t &
EMERZNFROFERVEMECRT 2 HHRRME. AEFRBRE LEBEADBRE
¥, TRELHIITDNIEHPESTHDZ L,




@ BMER~ORRRIZONT

@-1 BERR AT B 5 B
BEENEREOEERBERNRA LB, 24 BEZREASOT, MR
HEERRIC BV T, BRLULBMERICE CTAREERT CT £0RIER DEIC %
ERBREORRPYEATIIELh., EbICHISFR2AHIESTHDH 2 L,

@2 EREEEC LI EFSIISICET 588
BABRICED SHFNRMBROBRE AT SERREESEHERT=# YV v/
FEOREROAS ) —= v FETVERE L EREACTE 3 F — AERKHAE
Beh T3z e, 28, BHEEARICOWT, SABE L ETORKICHIICARINT

nwaHZ i,

@-3 B’Sl‘f’?ﬁﬂ DZETeRGIE LT
RITER (MEMMRBICML, EEHENE, LR, HR. BEGRRARE. KK,

EEOTH, | BUERF, FHSseRE. PIRRMEERE, mERE, BREE (§re -
RAVEREBEBTR 2, RIBRE. BR, EEOKEESE, HIRMALRERAE., infusion
'veaction, SREEMEm/MRBEAEERER (TP, BEORERIS, BBREZME. LEEE
(L EHED - AR - DEEIAANES) . BhftERm ) LT, SEEERIUTIR

EREEOFEMELE T S EM L EE L GHEROBE-CHNICE L TRERUXES

T ONLEHTHD L), EHICEDRMERTE 5EHEBE-TWE I L,



5.

BERR LR D BE
[REfizEy 2 HE]

O TRIZZYTIRECOVWTIIARORESRER L Sh TR o ehb #5217

bRz &,
« AFORDITH LEBEECHEEREOHDBHE

@ BENOFHCBVTTRICEY T3 BEICOWTI, AF OB EIHEI AW

B, MOBRBRRER2VESIRY, HECARZER T L2EETE S,

© BEMBEROAEXEHEEDHDBRE

o ENESRRE CHER RO B BERUEBEOKNRIRA SRR ERL
SO RERERD BN EBE

. HOAEKBROSH, Xﬁﬁﬁ%&%b<ﬂﬁ%ﬁ@ﬁﬂﬁﬁﬁﬁ@ﬁﬁ&@
HHBE

»  ECOG Performance Status 3-4 &V @83

[F5pitic B 5 FE]

O BREMSMEBBRETT LY * v F IR IR RO R X ia it

DHEHRARIHF ) A EREICBWTERAOESERRER TV,

@ TFECHNT BEABCAT A ARIDBR SR ORI U T, AR OB MR

ML SR TE BT, AROREHRE BBV,
. {LRRESRRRORE,
. MOFEHMEER & OHE,

&) ECcOG & Performance Status (PS)

Score

EiE

0

S MEREBMTES. Rwiie AL B EERAHRE x5,

RERICELWERIZFREN DS, HITURET, BEECE-TOERRITIZ LR TES,
Pl EVWFE, BEEE

HAARTEADIOE D DI &G~ THEEMERTTERY, B s0%ll By FATB T,

BohkBoRHFOED O L LPTERY, BPO50% EE~y FFGRIT,

BN

2Bk, BHOFORID O LIS TERY, B2y FARFTERTT,

9




6. BEKBLTHET<:E

@ %HIE%LNZ.%ﬁﬁ?%%b%#?é%H%L§6%$ﬂ®ﬁﬁ&UﬁEﬁ
BOEOIHERERZHSICER L THbERTSZ L,
%ﬁ%ﬁk%i%\%%XH%@%Ekﬁ%ﬁ&Uf%ﬁ%+ﬁm%L FREZ%
ThboETHI L,

EHREHER DR A Y MO T

@

€}

MEERERRH DN E I EBHIDT, FHOREIZHT-- Tk, BFRE
W (PREUREREE, gk, HEE) ORRRUCIEL X EREOERSE, BRELX T4
ZiT5 2 &, £, KBS UTES CT, f~—V—E0REEZ2ERETD
ZE,

FFR OB EIIBEE® infusion reaction 12X THRARNICT OGO TS 1
BET> 7 L CHRHAT D2 &, Ei.2 BB LBEOFRFER 5/ infusion reaction
BHLPNDZ L bHEOT, FAREPRUFARGEE T RIS YA

VERHETAE, BEOWRETSTEET D Z L, 233, infusion reaction &

FELHSICHE. £ TOBRERCERSRSICEET 3 ETRE L HoRE
TAHZE, _

FREBSEEER D bbh5 2 L 3h 50T, KFOR 5L R S
I EERIC R AR AR R (TSH Vil T3, FEBE T4 Z0RIE) 2EKET S
T,

AFOBEIC LY BEOCREFISICERT S L EX DRI REASRKIE
RHobid L ihs, REFEDLNESICHE. BRUEBRITE UL
B/ & B RO ERD L8 L GRS RERMBI ATV, BEORE

BUSIC & ARWERI B EDN 5B AL, AROKESUIRIE, RUBIBEE S

NEEIOREEFZERTDH L, 2B, BIRERESFNVEOREIZE VENE
RAOHERED DARZVESITIE. BIBRESVE L USORERNSH OB
bYERBTAZ L,

BEAETH, SRR LEI AERLTHLEHERRER T A L RHE1ED
AROBERTHCHEHERORRILFHCRET 2 T &,

| RUERAS (B | ERBEE0) Bbbbih, Fﬁﬁﬁ&bT/F
m@a:aﬁbamf\nﬁsuu\@&%mﬁ&@%ﬁ¢mﬁﬁ@rﬁk
SEBTHCE, | BEREREDNESIIEREEPIEL, 2R )
RoBREEOBEOZNMBETOZ &

xﬁwﬁﬁﬁ&hkwr\&5%%ﬁ66ﬁﬁﬂﬁﬁsﬁ%5km\%nm%m\
BERSHS 1 ERECIR RER D ITEIMEOFE 2T Tl L 2B EI,
FRRES PIIEHNCESRRE THROBEETO 2 L,

10



