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{EVERBAE 2% . BRI EERE S . T ERAHEERETE ., of
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TR, 1 BUBERRE. A, FEERETE. Tk,
{EPERBAE 2%, HURIREERERE ., T EAMEEREE . 1
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E%L (BIEMR OZWr-oxhic I B L THRE R OSE

FESF L, JBEFLAE) (TR LT, Rk LT B =
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HETHENE (PR, £z, AAKI480 mg & 4 M

[A] 1B TH G- L 72 BR o0 i HIR BB IS 36 1 2 fie e M I
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A% R Sl B R R B BE 0D B P A A7 9 5 [E Al &
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INTE DIRHIFESTND Z &,

FEG ., EFLAE) 12k LC, ikt STk E
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STWAHZ &,
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@ AANOEEARRERIZIB T, &EHB D 1 4H
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&
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7TR—= D MRz >N 6 X— O Jigkiz >\ T
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(3) HOIENFIRINSE DR E T D 25 A2 PR IR e
(DS AVRSHREHEFRTEIR L, 25 RSBt et /)
Talbe. 23 A PRIEEEHEE R &)

(4) ARACARIEEERE L, SRR
1 XATA KA A RIEINGL 2 O i 5 Fh e (R

2 M AT > TV D fiax
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S
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o RIR R RV, DlsEEE CLEME) - IR - 0=
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AV a~7 (GEaFiiz) SOHHTEE1T

HE . AT = TW?7(L%%£@K>&LT
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D%, =FRN~7 B Z) & 1T, 18] 240
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INTEDLEHNESTNDZ &, 2D &), EHIZHEYI 2R ALE D T X D] A3
STWNWHTZ &,
10 =Y | @ ARFNOEFKHERIZIBWN T, 6 BEZ L IHIMED | 9 X—v @ AANOEARERIZ BN T, 3 L (6T
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IR Al EE L, EEFFMEE Th 5 F4h=%
(RECIST HA KT A > 1. 1 IZHES < TR BREEG Al
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HEIC L D7EEEE (CR) XUEERsyZE%h (PR)) o
RREAFORE 51T, 31. 1% (95%EHE XM : 20. 8~42. 9%)
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EHEA ) b~T (BEiaMBZ) & OPFHE
)

LBHRIERE O & 5 W) IR GE /AT - RO
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PR C 4 PlLAgmEE L2 % AKX 3 mg/kg & 2 B fH]
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HEFERILT1/74 5] (95.9%) 238D S, 1BERIE L
ORI EBEBENEE T2V EEFERIL 51/74
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|

(& MR AT R SRR
(F W)
7k, HURMBEREREE 24 B (20.2%) , AFHEREREE
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4] (3.4%) . THEEREEEERET 31 (2.5%) . IF&k
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T, EIEAMEIE, AR, . 1 BUBEIRYA .
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BREFS e, ZOREFR. AH 240 mg ZH 5 L7
DOUEFE EIL, AK) 3 mg/kg B LI BEOMRE & &
g L CaEEZ T & TSRO0, BARNE
FICBWTHERENHER SN WD AL - HE (10
mg/kg % 2 MR CTEYEG) TARAIZEG LD
MR & L CEE R T E Tl (THR),
Mz T, BEOEEICB T DT — XX, KA
3 mg/kg (IRE) XX 240 mg % 2 HEEE &5
L7=BROARF O & & Aotk e ettt & o/
B2 AT AIRBERST T LR S, Y%A
IZOW TR TORER, FiRoME - AR
W CTHNE R 2 M AR 22 22 BT v & T
iz, Eiz. MST-High 283 D &R - ELAGFE LSS

DT —F @ - RN EREE 7V, Bl

BHEOF — 51035 BRSNS IRBRIET T L
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bR TH G L EBR D2 VEIC A REZR 75 BT A L 72p b

EHERI Sz,
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% oo - RHEFSRY B iE € 7 /L Bl EE 07

— X ESEEINEBENSET LV E W

FfSNTz, FOREER. AH 240 mg B G L2 RO
FREIT, AH 3 mg/kg &G LIZFEOIRE & & g
LCEfEEZRT ETHISNZHOD, BARANEHIZ
BOWTHEBMESHER I TV D AL AE (10 mg/kg
Z 2 HHME TR E) TAAZEEG LI-BREORE R
EHES LTI A R T E TRIS N (TR M x T,
B OFBIEICB T 57— X ICHSE, KAIS mg/ke
(fREE) XIF 240 mg % 2 HREIMR THR G L7ZBEOAR
FlOREFE R & BIME TR L OBEEZRFT 5
WREE UG E 7V MES S hu, MEBEIC OV TR
PITON RS, EfLo L - HEOM a2 &
W RMEICHME R ZZR T W e RIS Uz,

#3 AKHNOIEWYEFE T A —H

(# W)




et A E X . AAI3 mg/kg ((RE) XIE 240 mg
LAY A~7 1 mg/kg (UKHEH) % 3 IHM N THE
5 UTEBR ORI B fif 72 72 B 34 U2 & HEJ
=iz,

(£ W)

S5z, AAOREFEYBREET VAR LY
Salb—3a itk KA 480 mg % 4 M RINE
THEG X IBEARO L - HESETRE LZEOR
F O i385 R AR S 7o, £ OFfE S A 480 mg
Z A AR TR E Lo EEREICE T ST
PG IR (LA, [Cupwd VDo) 1F, AH
240 mg % 2 JWAMHIME CHE L72BED C,., . & FAPF
LTl (PR, /2. KA 480 mg & 414
M E &G L 2o @ RIEIC I 2 i @& g
HRE (AT, [Cued EWVI ) IE. KA 240 mg
% 2 RHERE CEE LIZEED Cy o & L CTEfE
oy e THEShiZbo0, HARANBFIZBWTH
BHEDHER SN TS HYE - e (10 mg/kg 4 2 3
R C&G) TARAZEE LTEED Chy o & MR
L UREZRTE PSR (FH), Mz T #
BOEEIZBIT DT — 2 IS % | AHKI 3mg/kg (&
H) F7oiF 240mg & 2 WREIFNE, £ L IFAHK] 480
mg  4MBEECREG LEBOARIOREEELH




PE ST e et & OB 2R3 D RIS E T

PSS L MBI OV CRE AT DIV A

R, bRt Mk - HEOR THBME R OV ETEICH

(2=t A E AN AR g | K=Y AW

9=y | K6 AKAIOKYEIE ST A —F
(M)
10— | O Mgkl >\ T 9=

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

HEEX CThHDH T &,

(1) BEAEFBREDIEET D5 AR EEL SR
Bedte (FEF IR DS A2 E LSRR, ik
DS ARSI R BE . HIUEDS AU B 7
&)

(2) FrERRERPL

(3) HBENFIRINENDFEE T D D A2 I B
(DS A RBHHIEFE ETRBE, 03 AU E T )
JlE, D3 A IEEEEHERE T R &)

(4) HRAFEIEEEZRE L, SR bREME
1 UTA AL SR BN 2 o Jifi % FE YE 1R
AR ZEIT > T D ik

(5) PUEEMERE AL 7 & BN O i g% HE 2 £R 5
JEHZLT > TV D fiak

@O fE% >V
DO-1 Tio (1) ~ (5) OWFRNCiEST 5
iR TH D Z L,
(1) EAEFBREDRET 203 AiSFEEIL R
Bess  (HRIE TR 23 A Re s il nigmfe ik
3 AURSIFEHENL R BT . HIIE S AU 2R B 72

&) SR T A B 436 Rk —
(2) FrEpERBImPr—Cak
M)

(3) HPIEF IR EN S A5 E 9 % 23 s iR i e (23
R HETE E BT, 08 AR T 1R BE

N Wi RIS HEE R B 7 &)
(4) SREFRIEEZRE L, SSREFRIENE
1 UISRAL A BRENNE 2 Offisx LIRS
Ji 2 AT = T 2 Jith AR89k
(5) PUEMEREGAIALTT BN O sz AL EITER D




Ji H 24T 2 T 2 i — K
. 1997 HE%)

11— | @®-3 RIEHOZECRHISIZE L T 10— | ®-3 FWERHOBZKCHIGIZBE LT
BIVER (RVEMERZE BN %, BEIEMREIE, O BIVER (MEMEMEERICIN A, EEMEE, 5
K. k. BBRMAE, KIBK. NMEk, EEO K. k. BEBDBAE, KBk, DMEK, EEOD
T, 1 BOEEIRIE. FFRA. AFRRERE. Tk, i TR, 1 BUBERIR, RS, IFREREREE. T4,
{EMERRAE 2, FURIRHSRERE . T ERAHEEES . o {EMERRAE S, HURIRMSRERE . T I{AREERE S, 1f
PRfEE, BhEE, BIREE, MK, BEORERE., TORRE T | T R R (B A RIS BV e e B )
FR AL ZEM5E . infusion reaction, HEE 72 MK B EE, Moe, BEEOREREE, HiRMARIERIE,
P, MEREAFEMRE. M. R, WA D% infusion reaction, EEFE7¢ MiKFES, MERE RAERE
I, IR IR, DIEREE (D EME) - RAR - D BE. AR, BER. REOGRERIG, IR REM, O
PRSI ) | B I, EEFLEE) ok LT, Y P s OO EMED « IRAR « DM AMESS) | B85
R R S B s R R B D RE P 2 A T B Rl & i, JBEFLER) 1Tk LT, MRk R ST B I
HEE L (BHER OZBOoxSIZB U TS &R OSCHR BADOEPIME 267 D ER & EE L (RIHERH OZK
AR LRBAMHCHS L), BEHITHERLE FEICE L CHE R O RE 2T Dh D RIFCH D
INTX HERBDHE S TWNSHZ Ly ZE) VEBICHEY) 7R ALE N T E DIRHINE S TV D

Z &,
12— | 5. BHEXGRLERHEH 11 = 5. XSG L b

(BB % FH]

O TROBFITB WD TARAI MG L OARHA & A
Y A~T (EiarEfz) EofftHEGOR
MEDREIN TV D,

N AACSFIFR IR I TE U 2B U bR R ee 72

(G50 B9 % 9]
O TROEBEIZBW TAAIFMEE DA R MEDR R
ShTWd,
3 AALEIRIE R A L T2 i YIBR N RE 72
AT - HEOBE~A 7 0¥ T 7 bARE




HIT-HROEHEE~A 70T 74 AL
EME (MST-High) B9 A6 - B &
*
728, MSI-High #H 525 Z &lc >\, =&
N~ (Bl rffiz) oz =2k
(RFe4 : MST fR4AE %~ K (FALCO)) % M\ THk
REDHZ L,

@ TRICEEY T D BE T 2 KA O E K OME

RFEZDNTIE, REAIOFIERHESL ST

BOT, KHOEGHGR LR LR,
7ok IV RPUEMEEEA, A%y
TITFURNA Y T R KT
L DIBEED IR NERE

- IR A B RE

- AV A~T GEBEFHE#Z) DA OHEME
fEEA L R L TG & b B

M (MSI-High) ZAH3 L8N « Bk L
#
728, MST-High #2425 Z L2V TiE, =&
N~ (B FHHLZ) O =
(724 - MST fAE = > ~ (FALCO)) % FHWTHfe
BTHZ &,
TRLICEE Y T 2 BE XT3 D ARAK O B G- K UM
FITEZ DWW TR, RKFNOFNEDFESL 4T
BOT, AFOEGRE LR LR,
7ok ) IV RGUENERE A, A Y
TITF UKLV T SRR KR
L DIBHEED IR EBE
- AfTiR B E

© HEOTUEMEGA L P LTRGBS h D B

13 =

@ AANOEERRBRIZIBNT, BGBtE 5 24 M
L6 BT &, FRLFIE, 12 B I EITA)
PEOFEZIT > T2 Z & 2BE (L, AFIKRE
HOIXESIMICEE R E COHROMREITH =
&

12—

AHNOERFABRIZIBN T, BRGNS 24 HH
X6, FNURRE, 12 B icaED
P AT > T2 Z L 25EIT, RAIEGHIE
TE BB A TR OMERZ1T O 2 &,

B OB EERHEE T A R T A o OWGETEFT CrIAXT )




Hr

IH

LA

(FHrErIERD)

T T

(HH AR EIER)

2= R L7 b HEROHE @, RAZIZ=FALr~ | 2= MR ERDHELOHE  BE. RAIZZ=Rr~
7 (Bfnf#H#z) & LT, 1[5 240 mg % 2@ 7 (Bfa i z) L LT, 108 240 mg % 2 #@MH
IR SE 1 (7] 480 mg % 4 JE MR CARfifiET 5 [k C i %

TR [ - HE] (¥ - HE B

AFORERRYESEET VEFALLZY I 2L

— g 2 kY AK 480 mg & 4 FRERE T 5

XAFTBEAGR O ik « S TG LZBROARA| O i

HEHRENRE Sz, ZORE, AAI 480 mg &

4 AR TG L2 BRo & FIRBIC B T £

MIEHHERAE (BLT, [Chped EVND0) 1, AHI 240

mg Z 2 AR TR G L7ZBRD Cy, oo LHAPIT D &

THIESNT (FR), Fio. AHl 480 mg % 4 1 [

B THe G- L 2 BR O E FARRR IS J5 1 2 s 1. 15 A

B AT, Chuesd &V ) 1F, AAI 240 mg % 2

R RIRE G LT BE 0D C o & bEE L C Rl 27

T ETHIENZLDOD, HARNEFIZTEBW TERMN

DR STV Mk - R (10 mg/ke % 2 3 fH]

[k T 5) THRFNZEEG LIZERD Cuan o & HEEL

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

OFIEICRB I DT —Z IR &, AHl 3mg/kg (K

) F7203 240 mg & 2 MR, £ L <IIAA 480




mg % 4 BMMBETES LEBEOARROBRER LA
e X2 et & ORI 2 3 2 BERKSET
VDB S, UEBEIZ W TRET DM T AT b
. ERROHE - HEOM THIER OV Z2PEICH
A= AN A e | RV 4

# 2 KHNOHYEhFE T A —X

(F W)

g~y

@O HEgxlz oW T

DO-1 TFio (1) ~ (5) OWTINITESET

LR CHDH T &,

(1) EAZBREDEET 205 A2 il s
B (FREFIRAS A2 HEL SR, i
3 ARSI L RURE . MRS ARSI B 72
L)

(2) FrERERERHPL

(3) #ERFIRINENIEE T 5 05 A2 E b
(D A2 IEEEEFE TEIBT ., D3 A e i /)
BT, DY AR EEEEHEE T e &)

(4) ARALFHEIEEZRE L, SR PRE A
1 ST SRAL 2 RIE N 2 O fi g% FE U8 |2 4%
L AT T D ik

(5) PR A L5 & BN G O i sk L ME I AR 5
24T > T\ B e

S

D MigkIz>WT

O-1 TR (1) ~ (5) OWThncegs T

LIk THDH T &,

1) JEATBREDRET 523 A2 EE il S
Bess (EREF VRS ARSI HEHL RO e, ik
S AR IREIERL R e MU DS ARSI 7R
&) —FnE TS s

(2) FrErERemPi—Cra34 4 H 1 HRpd - 86
s

(3) EBENFRFNENFEE T DD A g s I Bt
(D3 AV IEEEETR TEIRE . DY A s i )
JRBE. D3 A2 EEEEHEE R e &)

(4) AR L FHIEELFHRE L, SR RENE

1 AT KA R IE NG 2 O it 3% B HE 1 4R

% JEH E1T - T 2 it % —CTERk

R 2516 JEa)—
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(5) HUEMERBSEAIAL I8 FLANGE O fi i L 1% 5
B HI % 4T 5 T 5 kO
B - 1097 ;5@?1‘)

©®-3 BEWEHOZWCxINZEI LT

9=V @-3 EWEHOZM-CxSIZE LT 8 N—
RIVER (FEMERZE BN 2, BEAEM I E, O BIVER (FVEMERRE BRI X, EEHEIE, O
R, . BRUHEERIE, RIBJ. /NER, BED R, R, BIRUHBARIE. RIGR. /DK, EED
T 1 BUBEIRE ., IFAA. ATRRRERETE . Tk, 8 T 1 BUBERE . AP A. APRERERETE . AFJe. 8
LR 28 HURIRBERERR . N (PR aEmRE . o {EPEREAE 28 AR RERE S . T (A RREFEE .
PepEE . BIEE, BIBEE, Mk, EEOREEE TRPRE T | PR e PR R R R e e d o)
FrARIMAS ZEARE, infusion reaction, EEES 7¢I RIS Mo, B O EIES ., FRIRILEZERIE,
PR, MLEREREMRE, MEZ. R, @ DHRER infusion reaction, EFE/RMKEET . MEKE RE
i BRI EENE, DOEEE (OEME) - IR - 0= ERE, A%, PR, ME OGRS, MR EEE,
PEEIAMIGHE ) . S ., L) (2R LT, 4 OliglEE (OFEME) « RIK - OIS |
RZ i R ST Bl PR PR B D B M 2 A7 9 2 A & FESE L, EEFLAE) (2oeh LT gt R ST pEE
HHEE L (RIER ORZWr-oRISIZ B U CTHRE L O i B D HMEZ A4 2 E L #e#E L (RIER O
EZITONLEMICTHDH T L), EHICHEY) AL E WX IZ B L CTHRE RO 22T biv D &
MTEDRH DS TND Z &, DT L), EHITHEYIZRALE D T & DA 2%

STWBHZ &,
11 ~= @ AFNOEHRRBRIZB T, BERES 14EM | 10 3= |@ AAIOEFEKERBRICBWT, &5GND 14

() RPN g N o S P | i R N S Y
PEDOFHI 21T > TW2Z L 2B E T, AAKRE
I E I B G RR A TRROMER Z1T 5 Z
&o

X6, LRI, 128 & ICHERIMED
AT o TV Z A EI, AFIEREFIE
EWIICEGBRAE CHROMREITH Z &,




REEHAEETA 71
=RV~ T (GRIBTFHEEZ)

(BR5E4 « A7V —AREFE 20 mg, 7P —RRHFHE 100 mg, 7P —
A FRIE R 240 mg)

~ FE/ N AR R ~

ERR2 92 A (fFn 248 9 AKET)
BT B
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1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4, FERIZOWNT P13
5. H&EGXREMDEE P15
6. BHITEE L THHET X FIHA P17



1. IILBIC

RIS OF M « ZRMEOMEROTZ DI, U SCEFIZE S W2 E AR RS
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFHN 72 5T B E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
PR & 72 o TR Y RRIFMBGEE & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MR E)
IZBWTYH, EHNERNEOHERHORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
MHEIMOBEZMLZIT 5 2 EnHIfF SN BT LTHERT 5 & & bic, BIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, ARTA BT A A%, MSIATBOE N EIE N ER SR SR, ASAFEABAR
BRI o, —AFEENE N A ARBRIRNBHE S FEdR B FTEENE A B AR P2 &k O
—MRFERETEN B AR ZRF 2D/ 0 b LR LTz,

RG L I HEIRSG, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4TS
— AR AEERE 240 mg (— 4% - =R~ T GEfs %))

R ERDMETNE « CIBRAREZRHETT - FRAE O IR/ INHR R e

WG ERAMERORE @E ., A=A r~7 (BIE %) & LT, 1[240mg
Z 2 JEMIRINE S 1 0] 480 mg & 4 3 W RI6E C AT 5,

f3E IR 5E ¥ F N IRE TEEASH




2. AHNORK. VERBF

7Y — R S 20 mg, [FSEERE 100 mg & OVR ST ERE 240 mg (—ik4 - =
R~7 (B z), LT, TRAL Evo,) 1d, AN T¥ERASEE 2 &
Ly 7 2% BT YA -~ ¥ —X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxt9 5t MU 1gG4 €/ 7 a—F LAHETH 5,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U 7 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v oSEROEMALIREE %
BIZHRET L TW5d, PD-1 U W NIFHURE SIS B b O 2 22 Gk T8 B
LTHY, BMERAMEEE) LU LB TS PD-L1 DOIEBLLIEDELF
HIM & OMICADHBEBFRN & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS FHPE T Mo M E
TR AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & O
GHEIGEREIE T 5 Z EDRENTND, DI &2 H PD-1/PD-1 U 72 RERERIL, 23
AR TURRF A e T MM OWEBEEZ BT 5HFD—>oL LTEZX LT
Do

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T kDI
PEA K O AABIENE k9 2 MRS TG M 2 58 5~ 5 & & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 Bl 2R EIC 20 55 b0 L MIfF S,
e/ B Aot & LT BRI A FEhE L. A bk, Zat kOB R
iz,

ARANDVEFIRERAC IS < M O Sy RIS & 5 BHEM %238 5 b, TE I
EDFREMEDN & Do AAIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L HUTIE U B 2 ik & B8R & FF o R Afl & L Col
BI7RERIZ I 21T\, B ORIERRIC K D RWER R DIL DA, IR AR L
U FI OB GO YR ILE AT 5 BERD D,



3. BRERAE
UIBRANHEZR AT - AR OIE/NAEAE (R ERE L OFER - ERE) O7KGRREICRE
i 247 > 72 22 B A B BR D Rl AE 2 R T,

(Azht]
(R BB

OEWNE DR (ONO0-4538-05 #ER)

77 FFRF e BT RIERE 2 A 2 UIERANEE R B H1/ IV ST 3 O /i 2 bR
#3 (ECOG Performance Status 0 2OV 1) 35 fiil 255210, Al 3 mgkg % 2 M REIE T
RIEFHE L7, FERMEEE TH LR (RECIST A 7 A > 1.1 fuZHES< ik
HEIZ L D CR UL PR) 1E25.7% (95%(EHEXMH @ 142~42.1%) Th o7z, 72k, FAl
2R E L2 BN 9.0% Th - 72,

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

7T F RN a G AL FIRERE A2 T D UIBRANREZR B 1/ IV SUEFHE O - bR
8% (ECOG Performance Status 0 & TN 1) 272 {5l (ORAIEE 135 i, K& & ¥ &8 137
Bl) ZXRGUT, REX X'/ ZXIRE UTARR 3 mg/kg % 2 J#[FRIFE CRIEEHE L,
FHEAHMME R Th 5 A FWIM (FIRE [95%EHXM]) X, ARAIHET 923 [7.33~
13.27] A, REZFBARET6.01 [5.13~733] BATHY ., AANL FEHFELIZ
X U FRICHE B RIERE /R LT (O — R 0.59 [96.85%(E#EHX M : 0.43~0.81],
p=0.0002 [J&%!| log-rank fR7E])

e
~

o
o

e
wn

o
s

Probability of Survival

ot
w

0.2 =
o< TETTERTTTTTTR
0.0
T T T T T T T T T
0 3 6 9 12 15 18 21 24

Overall Survival (Months)

Number of Subjects at Risk
Nivolumab 3 mg/kg

135 13 86 69 52 31 15 7 0
Docetaxel

137 103 68 45 30 14 7 2 0

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

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

4



(FERS - R g)
OENH DB (ONO-4538-06 #Hk)
77 F R GO LT RIERE 2 AT 2 U2 B B/ IV XTI O IERAE B
JiE 8% (ECOG Performance Status 0 2 TN 1) 76 il x5, AAl 3 mg/kg % 2 [ IR
THRIEEE Lz, FEFHMIEE T 2R3 (RECIST A R7 A4 2 L1 fRIZES <
JLHIEIZ L D CR UL PR) 1E19.7% (95% (5 HEX ] : 12.3~30.0%) Th o7z, 72db. F
ANZERE L7 BRENIL 9.0% CTHh o7,

QA MARRER (CA209057 #%) (N Engl J Med 2015; 373: 1627-39)

7T FF RN h G T FIRIERE A T D UIBRANREZR TIB 1/ IV LTI DIF R B
i & (ECOG Performance Status 0 2 OV 1) 582 5] (RHIRE 292 i, K& & /L 290
B) ZxRIC, REX X323 E L TARAl 3 mgkg % 2 MR CARmiHE Lz,
FEFHMIEE Th o 2AEFHH (FRE [95%EFXHE]) 1. AFIFET 12.19 [9.66~
14981 A, FEHZFHARET9.36 [8.05~10.68] W HTHV ., AL KX FE/NLIZ
* U FRIICHEBERRIEEZ R LT (O — R 0.73 [95.92%(E XM : 0.59~0.89],
p=0.0015 [J&H!| log-rank fR7E]) .

1.0

0.9

0.8

0.7

0.6

0.5

0.4

Probability of Survival

0.3

0.2

0.1

0.0

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

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

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

X2 OSSO H#EfiFE#T D Kaplan-Meier it (CA209057785k) (HE/EZAL S L 724EH)



(PD-L1FEBLIR B DA =M e 0224

WA ITFEGRER  (CA20901 73888 & UNCA209057:88k) (LA AN BB ED H B, il
FERRRIC 3\ CTPD-L1 &2 J8 35 U 7= SEEinAa 28 5 0 2 E1A (LT, TPD-LIZEBLE | L )H,)
BT DR DN IO BE DT —FIZHDE | PD-LIFEBLHRBINZ LRI AFAT
AT S T A IMER O ZRMEORERIZLL T DO LB Tholz,

HAEICEI LT, R ERETIE, PD-LIORERICE 5T, ReX 3B/ L ik

L CAAIRE COSHMER T HHF A3FED H LT,
FER F R Tl PD-LIEELR N1 %A OB AT R 2 2 LR S IZIEFEOE R T

Hote (T,

B, Y ERE. FERE RS I, PD-LIOFRBRIZL ST, AFloretk 7o

77 ANEREETH T,

0.9
\
0.8 \K--.

s

Probability of Survival
o o
>
i
i
JH
¥
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o
o
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o
o

T T T T T T T T
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mgrkg

108 82 70 60 48 39 26 17 4 0
Docetaxel
101 87 69 53 38 30 13 5 2 0

Nivolumab 3 mg/kg (events : 77/108), median and 95% CI : 10.41 (7.29, 14.26)
Docetaxel (events : 75/101), median and 95% CI : 10.09 (7.36, 11.93)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% ClI : 0.90 (0.66, 1.24)
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Probability of Survival
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T T T T T T T T
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mg/kg

123 98 86 7 73 65 27 13 5 0
Docetaxel
123 102 80 61 44 36 13 4 3 0

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

X3 CA209057 RBkD PD-L1 FEHEH|TD OS O HEFHT D Kaplan-Meier HifR
(£H : PD-L1<1%DBELF. AKX : PD-L1=1%DBEELM)



[Ze 4]
CCRANT))
OEWNE T AHRE: (ONO-4538-05557)

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

FERIRHE BilE (%)

FAGE 35 45

(MedDRAVJ ver.17.1) 4= Grade Grade 3-4 Grade 5
EEIEM 24 (686) 2 (57 0
Mg LY R fEE

2 ifi. 2 (57 0 0
N 3 i i

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

i 2 (57 0 0
L 3 ( 86) 0 0
—i - EFFEER X O SO REE

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

W AEUE 2 (57 0 0
7R

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

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

BT V7 2 v MdE 2 (57 0 0
BAEIE 5 (14.3) 0 0
AR X O ARk R

B EfivRg 2 (57 0 0
PR R M

KR =2 — S F— 2 (57 0 0
RO AR, B ESs K UM

il £ i 2 (57 0 0
R KO TRk

SIERR R E 2% 2 ( 57 0 0
HLBE 2 (57 0 0
F95 5 (143) 0 0
iR INIRZ YIS 2 ( 57 0 0

7Es, ML 2 6] (5.7%) . KIGK - EBEO FHI2 6] (5.7%) | MikkEE (%
T v NU—IEERES) 361 (8.6%) | JITHERERETE 2 6 (5.7%) | HURIREERERETE 3 41
(8.6%) . RIEHEREREE 161 (2.9%) . BEEREREE (RANEHIEMEBRE) 141 (2.9%)
J Ninfusion reaction 2 5] (5.7%) A3a8@ Hivlz, £/, BEOKEREE (K EREIRE
ERE, ZIEALBE, FERHIESS) | FERMREREE. 1 BUBEIRG, BER. FAERLHE,
g% « BRI, 58 O RER L NI RITE D vz o 7o, REIWEARBUR DL B E
% (EREMERE 2 ET) 2850EERE2RT,



OB IAHRER (CA2090177%5%) (N Engl J Med 2015; 373: 123-35)

F2 FEBRE 5% LEORHER (CA209017 3RBR)
B2 (%)

FRERIKRHHE .
(ﬁf@im 17.1) ﬁ?ﬁ
© Ver2f. 4 Grade Grade 3-4 Grade 5

2FEIWER 76 (58.0) 9 ( 6.9) 0
E e

T 10 ( 7.6) 0 0

L 12 (92 0 0
—i% - RHEFEER X OB SEAORRE

e 9 13 (99 0 0

Y57 21 (16.0) 1 ( 08) 0
B X OEREE

AR 14 (10.7) 1 ( 0.8) 0
hE R R B L O A MRk EE

FAfim 7 ( 5.3) 0 0

7. HVEMEMEE 6 B (4.6%) . RIGK - BHEED THI 11 61 (8.4%) . FhfkFEE (%
T v NU—IEGERES) 1361 (9.9%) | IFHEREREE 4 61 (3.1%) . HUIRMREREREE 5
(3.8%) . BEHEREREE (RME MEMEEX%) 461 (3.1%) . EIEMMEIIE 141 (0.8%)
e W¥infusion reaction 1 5] (0.8%) 23588 HiLlz, F7-. EEOLEREE (FEHEEIRE
ERE, ZIEALBE, BUOEIESE) | TERAHERE, RIBMEERE. 1 2NERE, FER,
M ds « BEESS . 5 E D IRER RO RITFRD Hie o 7z, KREIWEFAZHLIRIL TR ESE

% (RREMRT 251) 2E0EHEREZRT,

(GER_F R
OEWNE THERER (ONO-4538-06757)

#3 FHBERP5%LL LEORER (ONO0-4538-06:5%)

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



FRE ARG BilEx (%)

FEAGE 76 5

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

KF MU U A E 4 ( 53 2 ( 26) O

RAIHER 11 (14.5) 1 (13 0
PR R

FEIED 4 ( 53 1 (13 o0
MER R, MERFs X OMithm R

R A A R 4 (53 2 ( 26 0
R Fs KO TRk

% O PEIE 6 (79 1 (13 o0

% 11 (145 0 0

BLIR B IR R B 4 ( 53 0 0

7pds, VBN B4 (5.3%) . KIBHK - EEO THISH] (6.6%) | fffkkEE (¥
v N L—EMERESE) 1041 (13.2%) | ITREREREE 511 (6.6%) . HUIR Ik REl=E 1041 (13.2%) |
BB HERERE 161 (1.3%) . BHEERERRE (R EMEBRSE) M5 (5.3%) & Winfusion
reaction 3 (3.9%) FRH LTz, Fio, BEEDOLERE (FEREIEFERE, 240
BE, BREIES) . TEEMREREE ., VGERR, PR, BIEMEE, MK - Bk,
5 E IR K ODFHRITZED 72> T, REWERFEBURDUIE EFS (BRAR R A E
HErat) 2 0EHERETRT,

@SB IAEER (CA209057 #88k) (N Engl J Med 2015; 373: 1627-39)

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

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

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

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

T 2 (17 2 (07) 0

L 34 (11.8) 2 (07) O

I i 15 ( 52 0 0
—f - EHEER L OGN OREE

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

9 57 46  (16.0) 3 (100 o0
R L O E®E

BAREIE 30 (105) 0 0
T E R R R L O A HRkEE

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

% O PEIE 24 ( 84) 0 0

H95 27 ( 9.4) 1 ( 03) 0




7k, WELPERGEE A 10 61 (3.5%) . KM - BED FH#i 22 B (7.7%) | #hikkEsE (%
F v NU—IEBREE) 26 1 (9.1%) | ITHEREREE 15 1 (5.2%) | HUIRARBEREREDS 27
Bl (9.4%) . BHEREREE (RS IR RS) 761 (2.4%) | % - %K 1 61 (0.3%)
J ¥ infusion reaction 8 51 (2.8%) 2388 Hitz, £7-, BEOKEREE (K ERHEIRE
ElE, SIAIBE, BERMEIES) | TEAERT, BIEMIERS, 1 ARIRE, %k,
FIEARBESIE, 55 & 9 PR K WM RITER HivZe o 1o, ARRIVEF S BLRILIL RS E F
% (BEREMBRTY ZE5T) 2a0EMHEREZRT,
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[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 L— a3 02k v, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBRE & & ik
LTREZRT ETRHENTZb DD, ARANBFICBO CARMR RIS TV D H
- & (10mgkg % 2 BFFEECRE) CAKIZ G UI-BEOugE & & ik U CEfH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & KA 3 mg/kg
(IREE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 ik b
ORI & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRS-,

K5 FADEKYBRE T 2 —F

M - R Cmax Chmind14 Cavgdl4 Cimax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
20 me Q2W 61.712,?03) (15~22?.354-6) (25-31‘}:7.8) (105254) (41?57,.21358) (62.11(,)9187)
0meke QW | (1473100 | (519.792) | (00 114) | (331 520 | (8913 | (37380

HRAE (5%, 95%47) . Q2W : 23 EIFHIFE . Cimax : AIIEIFR 518 O fig i M PIREE, Crinars 1 AR G-#2 14
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
D B MLE P IREE . Cuinss @ & FIRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICIS1T 2 A I
TR

Fo AR OREREYFNEET VAR L2 I 2 b—3 3 280 | AFH 480 mg
Z 4 B MR TG SO IBEARE O L - B TG U 72BR O AHE O i - B 3 fed
Shic, ZOREFE. AH| 480 mg & 4 HEMME TR S L72EREOEFIREBIZEB T 2 i
TEHIRE (LT, [Cagss) &V 9, ) 1T, A 240 mg % 2 38 HIfHIFRE TG L 72BED Cavgss
CEUT LD LTSN (FR) o 7o, AAI480 mg % 4 @I TG LIZBROE
FIRRBICB T D MG HIRE (BLTF., [Craxs) &9, ) 1E. AAl240mg % 2 #H
[FIRR TH G LTZBRD Craxss & B L CREfEAZ R T & TRISNIZ DD, HARNBEIZE
WTEABMENHER STV D M - JI& (10mg/kg % 2 AR THL) TAHFIZ &5
L7ZBRD Craxss & BB L TIRE AT & TRIS L (TR) o 2T, HEOEREICE
FHT—HIZHAD X, AAI3mgkg (KE) F7-1% 240mg % 2 BHRIMRE. & L < IEIAH
480 mg % 4 MM TG L 72BO AR OBRTE R & A0 32 4k & o B % M
T HMEESONET VPHEE S, YEBEEICOWTREM TSR, EiRo Mk -
REOM THRMERL LI 27T 0 & PRl S iz,
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R6 AROEYBIE T A —F

v - B Cmax Chnind28 Cavgd2s Crax.ss Crnin.ss Cavgss
(pg/mL) (ng/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL)

3 meke Q2W (35-52{ V760-8) <16-25750-3) (21-32T '4?3.9) (75})13171) (27.612,'107) (42.717,'?27)

240 me Q2W (51-712;;03) <23-33?'539-0) (302.670.9) (105354) (41?57,'%1358) (62.11(,)91 87)

480 mg Q4W (10%07) (15.25?17.4) (37.%?';)4.8) (14?,1 g36) (27.751,'?37) (62.11(,)91 87)

10 mg/kg Q2W (14é,9;22) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 gos) (23@,7;77)

R (5%, 95%5) . Q2W : 2 EMIMIFGE. QAW : 4 B MIHING. Cumax @ PIEIHER 544 0O focims L7 R L |
Crinzs : FIEI$E 5% 28 H BIZI51T 2 FARIMIE TR, Cavgaes : HIHI# 5-1% 28 H H £ TOFE Mg i
JE. Crmaxss : EFIRIEIZI T D EE MG IR, Cminss : EFIRIBIZR T 2 B KM iE PIRIE, Cagss : EF
KRBT IS 1T 2 Mg PR E

12



4. FEFRIZOWVWT
RS & U TS (BFFE) AE o Tnd 2 &b, Yikild 4@
IZETXDER THOIMNERD D, TDO LT, KF OB #EY) /2 BE 2720 - FF
/EL/\ AHNOBEHIZ LY BEELRRWEH 2B LIRSS T 5 2 EBRMERT=D, LIF
DO~@DT X T &I MR IZBWTHEHAT & TH D,

O MEFRITHOWT

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

(1) JEAEFBRENEET 503 A BHEEEILSFRRES ERE RS AR B SRR
HitEl A3 A2 I RURIE . HUEA A SRR 7R &)

(2) FEEHEREIPL

(3) HBENTEAEDFEE T 20 APHEEEHPT (03 A ISR ERibT. 23 AR
W 1REBE, DA R R R e &)

(4) ARALFRIEE A2 RRE U, AR AFREINGE 1 SIS SRAL T RIEINE 2 Ofiisk e
AR DR AT > TV D fiex

(5) PR RS A AL 7 B BN OO fi 5% FE MBI AR D il HY 21T © T B Jiiak

O-2 i DAL HRIE K ORIE FFE BLRF D RIS 53 70 ik & BB 2 FFOEAT (FR D
WPHUNITRE ST D ERN) 23, SR OAANET IR OBEMLE & L TRES N
TWnWsZ &,

*

o [EAIRFFESE 2 FOMMINMEZE T L721RIZ 5 L LD AIRROERIRIHE 2
ToTWHZ &, 26, 28U LT, WARYREL L LIZERIESZOIHME %2
ToTWHZ &,

o [EEMEFFESE 2 FOUMMHEZE T L72&IC 4 FFLL ELORZEREZ A L T D
k. 96, 3AELLEE, DN AR Z S M SRR T O BRIRIHE 21T -
TWAIZ &,

© BtADERMEREHEOEKHIZONT

R BLUCIE S 2 BMEE B E S, BUERESE O OB D, A2 - &2
e ETQ%E’JTEJ%&@@EE&U\E%# A DRI A EFRNREAE LIS EOWE
. FRESDITT DN DIEHINE > TN D Z &,
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@ BIEA~ORIEIZDWNT
@-1 R B 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
EEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, EBICHIEATRER KR - T D 2 &,

@-2 ERWFEIC L 5FEESINICET 22N

AR 5 BT 72 5 e O\ Re 2 A 2 BIRIERE D RIEE=2 U 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMERMZEEIIN 2 BREAEDRE, Ok, Tk, BT RARE ., KIBK.
NS, EEDO TR, 1 ANERIE, e, IFlRelEE, R, mrEiRgE R, FRR
BeREREE . THERMAREERES, MREE, BEE, AIEEE. MK, BEORERE, §
JRIMAEZEFEIE, infusionreaction, FEFEZR MK, MEKERIEMAE, M. PER, WE
DORIEROG, PIE R NE, OBl (OIS - tRIR - S VEIAMGHS) | JEEE HA i
JEFLSE) (T3P LCL Yaghiiax ST BRI Z A3 2 EM & EE L (RIEH
DOZWrPKHSIZB L CTHRER O EEZ T oNL5MICHH 2 L) EHIZHEY) e dlE
N TEDHIRFPESTNDH T L,
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5. B#EXRL R DBE
(B0 B § % F1E]
O TROBEIZBWTARIOENERRIES N TN D,
o TITFFRHEGLALFIRIEREZ AT 2 URAREZRMIB W/ IVHI SUIFREOR

bR R E
o TIFTRAZGUACFRIERE 2 A YRR EEZR B 1/ IV U I DI
bR

7%, FERF LR CEGFREL 128 B OUTALK R & AR I B 1T B T,
JFHI L U TEGFRF | % ¥ v % F — P IEA UFALK T 1 % o o % S — L IEH 0
TR 24 2% B,

©@ TFRLIZEEN T D BT D AR DB G K O IOV TR, AFIOFME
PHELENTE LT, AROEREGXR LR LR,
o ALFRIERIGIRO B
o fFRAHBNIRIE
o MOTUEMESGA L O L TRE Sh o B

@ WA A R 74 > (AARMRE Y2 (28T, ECOG Performance Status 0~1
D75 3% L) . X% ECOG Performance Status 2 ™V @ Cix. & 3 HAAHUEA
(FEZXEL%) OHARGNHERINTERY , 77 FFRF O HHERE R 1T
WD SN WTr =205 5, ZO5E. 77 F T RAORNERN 2 L BE
3 HARGUEAIHEA COWBEBEL G T 2 EF BT, AFORGEZEBETE 5,

@ AFNTMENABMATABRI BT, R EREE OERE LR EOWTOBEICE
WTH X FEARETK L TEEESRGES N TWS, 72720, R LD
B TIL, PD-LIBBLFIZ L0 AOMEDMER N R D Z EDRRBE SN ORERPED
NTWBZ et ERELEREDBEITBWOCTIEPD-LIFEIE LR L2 ETA
RO EOHE AT HZ ENLBE LY,

(ED ECOG 0 Performance Status (PS)

Score | EF

0 | &<MERIEH TS5, BT &lE U R EAERNHRZR AT D,

PERBNZIE L WEEN SRR S 4525, BTHIRE T, AR > TOERIIT O Z &N TX D,
Bl - O FEEE

BATHRECTH Y OH ORI O Z L3 T X THEEEMMEEIL TE 20, BHO 50%2L iy RT3,

ROENTZESDOHEDEY DZ L LTERY, BHRO 50%LL EE2 Xy R+ TilmId,

Alwro

ALENT RV, BAOHFOEY DOZ L34 TERY, BEICy R+l I4,
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SCHRSE)

PD-L1 Z8BLEN 1% KM Th 5 2 & D3R SN IER V- R 128V T,
JFH], RE % X VORI OFTEMEEER O 5 2 8k 5, 52
NRATnl) X<T (B Hliaz) oo =AWk (BGE4 - PD-L1IHC
22C3pharmDx 4 =] ) 2LV PD-L1 BH L& Hesd U= IR LR o B
ThoT, AFloOZWE (W54 : PD-L1IHC 28-8pharmDx [# =] ) |2k 5
FRAENRE RS AL, LT OSTRE 2 2B CARA| OB O Al & & fiif ¢ &
Do

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

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

[Z4PEIC B3 2 1]
O TFTRUCHEU T HEEFICOWVWTIEIARAORE N LD E SNTWDHZ Enn, 51T
F oA ARG

AFN DRI AT LI BOE D BEEIE D & % 3

@ BHRATOFHIIZ BT RRLICEEY T 2 BE IOV TE KA OG- THERE S e

AN

L OTERRPUEL D R WIGEITRY | HEICAFIZENT 52 L 2B ETE D,
VMR B O PFSUIBE E D & 5 B3

b0 1B 4 A A C TRV B2 & 3R 0 2 SR M O B 0D JHSU R At gk 2 <o S e M il 2%
FE ORI RIEMEZALD IR B 5 B

H EEREOA, XUTEBMER 2 L XD B g R B OBERED
boEBE

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

FERE DG IR 2 A3 2 B3

ECOG Performance Status 3-4 1 o i

(2)

212U, MOBUEMEGA OB GIZ OV T, Hm, HERGISKY T L2 L of, BK LR L 2

HEWERMORIDOIB NN D D5, A EAREY LW Sz gs GRS 20T DIRY

T2,
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6. BEZELTHEETREFIH

IS SCEZITIN 2, BLOEIRFE R DRI 5 BRME 1T -3 & ARHF D Fri M OV 1Efi
RO DI HLEIMERE T3 ICEM L T oA+ s 2 L,

TREBRIARIZ N D . BB I OFRICAIMEL Vet 2 +odi L, REZ5
ThoEEGET5HZ L,

R EREIC BV TIE, PD-L1 FBIR G il L7z L CARAI OB G- R &5 2 Hlr9- 5
T EDNEE LA, PD-L1 BEENHER TE RWIEA I, AFI O H O % i

@

@

il

ZHIMT L7z ETTHREGTH 2L,

TEREWER O~ R A MZHOWT

MEMEREBEN D Lo b Z ERXH DD T, KFNOEGIZHT-> T, BKRIE
W (PRI IRIEE, ik, FEEVE) OffEsE M OWE X S 0 %, Bleiz+5
ZATH 2 &, Fo, MBS CTHE CT, MiE~— I —FDMm&x FEhd 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEARFZ H3 2kt D T 5 U
faAT > 72 EChRtaT 2 Z &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEEGH K OARA G T #IT A 2P A
CERRET %, BEORBEL 2B 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B AaRT M O G- B T E IR N0 i RE iR A (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREISIZER T 5 & B 2 b D4 R R IER R
DHLOLNDZERNDD, BENRDOOLNLGAEITIE, B LEFRIIS LT
B 72 ek & R BR 2 Re O R Ail & i U Cli bl e BRI W 21TV IR O
FOGIT X 2 BWER 2N g0 2551 21E, AFIORFES T I, R ORIE BE A
NWEVRIOBRGEEZZBETHZ L, 2k, BIBREFRLVEYOELIZ X0 EIE
HOUEERFRD IR WIGEITIE, BB RE AV o LISt o Sz il Fl o8 in
HLEET D,

BeEA&ET %, BOEBI S8 AR L T LEWERDBELT L2 Enb b2,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE IR (BIE 1 BUEIR S 2 2 de) b bbdv, BERPIMES F 7o R— X
ICEBDZENHLHDOT, Alg, D, EHFEOIEROBHRCMAEED L2
SEET S Z L, 1V EBERBEN DN GA TG ERIEL, AR #
FOFGFEDHE) R EZITH Z &,

AFNDOEEHRRRICIB T, BERENS 9B, ZHUIREIL, BERBENS 14
R 6 M Z L ICEMEDFME 21T > TV 2 & 2 BE 0, AFIEGFIXE
\CEB A TR DR EZIT O 2 &
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(E2) hilHE
Hm, EEKRS. RK LRSS 2 5B ER 0ZEHE

< REeEXXFBARBR LD BE>
HE R E G O b 5 B
BEYIEE A DFL TV B EBHE

WEE A URYYE Db S B

i SRR B BUE OREEIE D & 5 B
B0 TR LTV B TR O & 5 BB

< FeZFRAPHEERS ERDEE>
BHEIE OB D HBE

MR 2 ST IRRRMEIE D & 5 B3
JFFEE D & 5 B

BREE D & 5 BE

HEOH 5 BE

IR 5 AIREME D B 2 FBHE

< KEeHXRALOEKAREIER>

B BEHH

vavIiER T T T4 TF—

PO, PARA, TREREREE

AR A

VBT 2, I HRAEE

A4

FEFEME M N EEEDEBRE (DIC)

P 2 4L, B, iR, K%k

Sf LR

S R R AR A T (B A

SRR

B2 R (Stevens - Johnson JEMERE) . HEEMER SIEIEIE (Lyell SEMERE) . ZIHLEE
DX R =T AKE, FRIE - RIRETR

DFEZE, FRR AR ZEARE

JEYLIE

PRIR AR VE O RE G 3 WEBRE  (SIADH)
HERAONREORNER, MAE R, RMHRES, B OB S O R MM EB)[EE . Radiation
Recall 5

18



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

(BR5E4 : A7V — A RFEFE 20 mg, 7P —RRHFEHE 100 mg, 7P —
A REFEE 240 mg)

~ B RAE~

FRR2 942 A (fFn 24 9 A%ET)
BT B



ER/N

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



1. IILBIZ

=S5 DH N « B RMEOREROT-OIZIEL, I SCEFIZEE S W2 Ee R D
5D, 5T, IWEORHFHMOEANC LV | PUREIKSL 22 & OF 072 5T RE %
FFEIMPARINDLH T, 2N O DOEHKZEICHLEREE IR 5 2 L3RR
AR & 7o TR Y RIFMBGER & SO IR T #2016 (FRk 28 A 6 A 2 HEERE)
IZBWThH, EHERLEOHHORBHEEZXS Z LS TWD,

BFORERBE ST, B ERSCLZ 2T 0 7 7 A VRBEFOESK AL & B 5 25
B ENRDHDH, ZOD, HIMEROLEMEICET S ERN ST 5 E TOR,
WMELEHL O BEEZ RS ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
P U= BRIC B e kb 2 & D 2 & S ARE 72— 8 O B 23 7= 9 A B < H
THZENEETHD,

L7eRoT, KA RT A4 TiE, BIFERES ZNE TITHE LN TV A EFLIEH -
B RIS & | LT ORI O 7o i H 2 HEE T 2880 b B R EE & %
F RO EFHE R~T,

B ARTA NI A %, MNATBAE NEIE G ERERR SN, AARTEAN AR
BRI s | — M N B ARERIRN B E S K A E N B AR &R 72 O /)
Db EAER LT,

WG & IR D EMN, ATV — R T 20mg, A7 Y — R EEEE 100mg, A7
— AR AUEEE 240 mg (— %4 - =RV~ T GEIETH#Z))

KA ERDMETNE - IR ANE

RELRAMEROHE @, A=A~ (BEFHE#Z) & LT, 1[[240mg
Z 2 MR RE X 1] 480 mg % 4 MM CRBEET S, =
2L, BEMERANEICI T DT MEIERIE DG E T, 5 HIFIE 12
TABETET S,
RIGUIBRARE R EME RAEICK L TA B A~ T (Es iH
z) EOFHT 2581, @F ., AIZIZ=Rr~7 (B
%) & LT, 1[E80mg % 3 MMM T 4 BLEHHEFHET 5, £D
%, =R ~7 (BinFfH#z) & LT, 118240 mg % 2 #HfH
IR 13 1 [5] 480 mg % 4 FH[HI WIS CAMEHET 5,

B B 58 3O /NP T RS A

(%)

T BAAFEI B9 D ¥ — R A SRR S0mg (— k4 A B ) A~ T GRIG R 2))

DIFRE TN R, HIER O H &

2h HE 1T 2h R ARIGUIRAN R e B R A

Ak & VA &%, A ) A~7 GBEF##Z) & LTI1E 3 mgke
(RH) % 3 WARHIFEREC 4 BELRFEFET 5, 7eds. oPrEEEE
FEPERAT 2581, =R v~7 Gl z) 0I5 2 &,




2. AERN DR, 1EREF

A7V — AR R 20 mg, [FLATEERE 100 mg K OVR SEERE 240 mg (— 4 - =
A~ 7 (B Z), LU, TARAL Evo,) 1d, AR TERASEE 2 &
Ly 7 2%t BTYZARL - ~vA¥—X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxf3 25t Ml IgG4 £/ 7 n—FAHIKTH D,

PD-1 1%, I&MAL L7V 88k (T MR, BMIfAL O F 2 7 0% 7 —T M) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIEE 2 2
THE) BT HZRERTH D, PD-1IIHURIE R %ﬁﬁ%PDlUﬁyFG®L1
KLOVPD-L2) EfEA L. U SERICHFINE S 7 VB (REL T U o REROTEVE(LIRRE
ﬁu%%bfwéOM}lUﬁy%i%ﬁﬁ%ﬁ@u%_t%@%ﬁ&@%ﬁﬁ_%ﬁ
LTHY, EMEREAELE DO L EGHEMEICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIR N & 5 2 & 3G ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE A CIRARRE T N EE T DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, BB L EMEREICIS T D PD-L1 ORI & itk D
ALEHIR & ORI EDOFBARRN 5 & D#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z i@ S E -3 AMiaiE, PUsRFER CDS Btk T Hifa o>l fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
HEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RER&IE, 23
AR R A 72 T ML OWEBEEZ BT 58FD—> L LTEX LT
Do

AT, SR OFE R D S PD-1 OMfus EIR (PD-1 U H > RS HE) 1SS L.
PD-1 & PD-1 UV REDFEREIET S LICL 0, DATURRERNZ T MRS
PEAL R O AUKBRRN S k9~ 2 ARG BTG M 2 58 5~ 5 & & TRkt e piiE s iR & r 9
DR INTVD

AREN OB I < b D5 SOSIZ K EW%%ﬁ%Ebhﬂi%Xi%tV
£ % HH ﬁbwibé AHN DB G- R O EGRITIE, BE OB 2 HoIATV . REDPR
D HNTGEITIE BE LT FLI mbk$W%ﬁﬂﬁk&%%%OE%k@#LTﬁ
@Wﬁﬁﬁ%lﬁ%ﬁ%ﬁb\ W DRIESUSIZ & DRI gD 2581213, BIE R E RV
%V§U®&5%®i@@]7‘£ﬂ?§%ﬁ5%%75}3@60



3. BRERARE
SR LA Il O KGRI IR 24T o 72 E R R IR RBR O i 2 R T,

[ 2]
OEMNE TR (ONO-4538-02 #5k)

L ANy (BUF, IDTIC) &9 ,) 18X DALREIERE 2 A 5 D RIRUIBR A R 72 I
W1/ IWVHI SO F 3 o BB i RS (ECOG Performance Status 0 &2 O8N 1) 35 il &2 %512,
AH 2 mg/kg & 3 B MMM CAFEE L, TEFHMEHEE Th 528053 (RECIST #A

K742 11 BUZES S FRHEIZE S CR XXX PR) 13 22.9% (90%[EHEIXH : 13.4~
36.2%) ThoT-, 7B, FANIHE LIZFMEIX 125% Th -7z,

@EWNE DB (ONO0-4538-08 #ER)

b PAVE ARG ORI CIBRANRE 72 L/ IV ) ST A8 o B BB B E (ECOG
Performance Status 0 2 Y 1) 24 il 256t 512 | AAl 3 mg/kg 2 2 3 Ml fHI R C AR efE L7z,
FEFHIHE Th 5 282h% (RECIST 4 K74 > 1.1 fUIZES S FIfHEIC L D CR
UE PR) 1% 29.2% (90%(ZHEX M : 16.7~45.9%) ThH o7z, 728, FHANIHRE LM
ElE 6.0% CTH -7,

QUM BIFHABR (CA209066 #BR)

v-raf ~ 7 AAEY 4 VA BI T EMAER 7 Bl (BLF, [BRAF] £\ 9,) V600
22 B0 7 MBS VE AR TR R O RIG UIBR A GE 72 T/ IV ) S/ 58 O BB SR Il R s

(ECOG Performance Status 0 &2 T 1) 418 5l (AAI#E 210 i, DTIC #f 208 f5i]) % *F51T,
DTIC Z xR E U TAH 3 mg/kg % 2 HFHIR CTREFHE L & & O R OVZ 2
et Lo, EEFHMEEE Ch o 2EFMME (BLTF, ToS) &vwiH,) (hifE [95%1F
FEX M) OSSR T, AFIFEX NE® [NE~NE] # H. DTIC #£ T 10.84 [9.33~
12.09] 7 ATHY . AHIL DTIC ITxF LIFHFRICABERIER 2~ Lz (ATF— R
0.42 [99.79%ZHEIX [ : 0.25~0.73]. p<0.0001 [J&H log-rank #E]. 2014 4E 6 H 24 H
T—FHy A7),

* HEEREE (IR, D)



—A— FHIF
O HHIINT LB

0 3 6 9 12 15 18

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

X1 OS ® Kaplan-Meier Bi#R (CA209066 3R5%)

@Y TTFH AR (CA209037 #kER) 2

AV AT (BaM#z) BIF, Y A~T7) L)) Xik BRAF [HEH
Za A RIEIE 2 3 2 RIG B BR N AE 72 T/ IV B SOIE /%8 oo B HL e i AR

(ECOG Performance Status 0 &2 U8 1) 405 5] (CAAKI#E 272 i, {b529E1E (DTIC Xix kv
RTTF ey U ZxEn D) B 133 §1) 25500, (LFEEE R E LOR
#l 3 mg/kg % 2 HFMIR CHREEE LT & 2 OFMMER OVZEM &2 RE Uiz, EERH
HETHDHESE (RECIST HA KT A > 1.1 fRICHES < df)Eic X5 CR XX PR)
[ZDWTAREID G ST RO 120 5% fEHTRIGER & U CHIRRT 217 o 7o/ 5.
AHIFET 31.7% (95%(GHEIX[H : 23.5~40.8%., 20144E3 A 10 HT—% B> hA4~7) T
Hotm, 2B, FRICEDFROMMITRE L TR o7z, b9 — DO EHEFKIEE T
5 0S (YA [95%IEHEXE]) 12N T I8 BIDA X b (FETD) HZ T fEHT
AT S TAE R, ARHAIFET 1547 [12.39~NE] # H ., ({LFEIVERET 13.67 [11.50~NE] 7
ATohY ., KENEFRIEICH LHGHPICH B RIEE 2RI ol (N — Rk
0.93 [95%fEHEIX M : 0.68~1.26], p=0.6299 [J&H!| log-rank fi7E], 2014411 H 12 HF
— &y NET),



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

LS IE RGO ARIRYIBR A HE 72 T/ IV I SO %6 o B B 55 (ECOG
Performance Status 0 2 TN 1) 30 Bl & xt4c, AFlEA U A~T7Z20H (LLF, TARKA
+A VAT End,) BE L, FEFHMEEE Th 58%% (RECIST A K7
A > 1L RRIZHES < Rl ELIZ KX D CR XUE PR) 13 33.3% (95%(5 #E X [ 1 17.3~52.8%)

Thol-, B, FANIRE LML 23.8%Th-o7=,
*: RH| 1mglkg (KE) &4 BV A~7 3mglkg ((RE) % [F B2 3 @M IR T 4 BELSREEHE L&,
AH| 3mglkg (REE) % 2 RIS CadmiE L7, OFARBGRICR W TIE, AR & RN HEE L,
A B A= TIEAFOBREKE TG 30 5Ll EoBEEZ BV CTERS 2Bk LT,

©Mpsh IR ER (CA209067 #XER)

(LA RTIG IR ORIGYUIFRARGE 22 N/ IV o Bk B il 8 3% (ECOG Performance
Status 0 KON 1) 945 il (KAI+A &V L~ 7 R 314 B, AREFE316 6], A Y AT
BE3IS ) 2t RIC, A B AvTHEEEZRRE LTRF+ A U L~ TG R OKRH
B G- OAIE R VM2 BEt Lz, EERHMBEE T 5 0S (HFRAE [95% X M 1)
DEHEFENTRERIL, AFI+A Y A~ T7HETNE [NE~NE] 4 H, AAI#ECTNE [29.08
~NE] Z7H., A Y A~T7HET19.98 [17.08~24.61] W ATHY, AAI+A Y L~T
B 5 R OAFNF G153 A BV b~ T HEEITH LR FOICH B R ER 2R Lz (ORAI+ A
U A~ Tih o — N 0.55 [98%EHEX[H : 0.42~0.72], p<0.0001 [J&%! log-rank
RE], AE G~ — R 0.63 [98%[EHH X [H : 0.48~0.81], p<0.0001 [J&%! log-rank

ME]l. 20164E8 H 1 BT —4 v A7),
*: KK 1mglkg ((KE) &4 EY A~ 7 3mglkg (UKE) %R H(C 3 BN T 4 [BLSHEHE L 72%,
AH| 3 mglkg (KE) % 2 WRIRRE CARMBE Lz, JFHRSEICH T, A Z2 RIS
L. A BV L= TIIAFOEELR T 26 30 5L EOMBE BV TR 52546 LT,

1.0 f
0.9
0.8
0.7
0.6
0.5

BRHF

0.4 K KE+AEYLTTR
0.3 A REIE
0.2 O AEYLTTE

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

AEYL<TTE 315 285 254 228 205 182 164 149 136 129 104 34
X2 OS ? Kaplan-Meier Bi#R (CA209067 3RER)




72¥ IRIBUIBRANRE 2R M AR E 250 RICAH + A ) A~ THREIZOW TGS
L7210 565 1 FIERBR (CA209004 38BR) D =i — b 8 ICBIT 5E%%E (modified WHO J
HEIZHAS < CR UE PR) 1F, ABFIEIERIGIREE T 46.4% (13/28 15, 95%(EHIX[H :
27.5~66.1%) . {LFFRIEBEIRIR BT T 38.5% (5/13 f3il, 95% 54X [H : 13.9~68.4%) T
HoT,

(PD-L1 FEBLIRBLR DA 20 Je OV 424)

WA MAHRRER (CA20906755k) (THEAAN B2 BEOT — X ITHES& | JEEHM
[ZBVTPD-L1 2% 8L U7 JEE A A 5 %14 (LLF, TPD-LIFEBIZE] L\ H,) Hl
(ZHRER AN IRIT 2 AT > e A IMER L EMVEOFRERIZIU T O L B0 ThoTz,

ARMPEICBI LT, PD-LIZEBIRD 1% AN (PD-L1<1%) OBFHEM & i L T1%LLE
(PD-L1=1%) DEFHEMTA Y A~T7 O _EFREEMIMEA 2R S U (FX),
BB, AH+A Y A~ TRORENT 0 T 7 A JWIFPD-L1 <1%0 BHEHEM L PD-L1=
1% D BEEM TR TH - 72,

PD-L1REBRE1 %K PD-L1EHE1%LLE

R

1.0 \‘{ 10
09 i 09
=\, gy
0.8 L“\\u\ - :
s 0.8 \ o st
07 T 07 o ' -
-~ . > \\
06 h\x\:H-\ — . & 0.6 ‘\
05 - W""'—“ #F 05 EreRl e
™ % o Sy
e e s ; e
041 e EM+AEULTTR Vi 04 e Hml+qEynTTR C
" e
031 A xmE e 031 A e o
0.2 O AEYLTTH 021 -G AEULTTH
0.1 *  ARUO : §TH1Y 0.1 *, ARUO : T91Y
00 00 T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 [¢] 12 15 18 21 24 27 30 33 36 39
at risk & EHmm (A) at risk# EFHM (A
FM+AEYLTTB® 123 113 102 91 82 82 79 74 74 72 66 18 4 0 FF+AEYLTTH 155 144 132 127 116 112 105 102 101 99 8 27 3 0O
B 117 103 86 76 73 65 62 59 57 55 50 16 2 0 AAB 171 165 158 148 139 131 122 117 112 109 98 36 1 0
AEYLTIB 13 96 8 79 71 61 57 50 44 43 32 10 1 0 AEYLTIE 164 155 138 126 115 102 89 83 77 74 64 21 2 0

X3 CA209067 FRBXD PD-L1 EIHEH|TD OS D Kaplan-Meier Hif
(£E : PD-L1<1%DBELM. A : PD-L1=1%D BEEF)



DIEFE LR MAHFRER (ONO-4538-21/CA209238757)

SEARUIERTE O IMb/c H1/ IV o MR aME A 906 1 (A ARNEHE 28 Bl Ede, AFIRE
45371, A BV A~T (GEETHELZ) BE453 ) ZXfRIC, A BV A~TExRE LT
AF) 3mglkg % 2 MR CERMEHE L & S OFMER R 2MEEZ R Lz, EERH
HH Th 5 M AN (P i [95%EHEXMH] ) O RIFETRERIE. AFEET NE

[NE~NE] # A, A U A~T7HETNE [1656~NE] A THY ., AEFNIA Y L~T
(2 RPN BAIER 278 LTz (% — R 0.65 [97.56%f5 48X : 0.561~0.83] |
p<0.0001 [J&5H! log-rank #iE]. 2017 46 A 12 A5 —% v b4 7) |

* . AJCC (American Joint Committee on Cancer) JFiiZ0dE (55 7 B0 (CH < G4,

1.0 {=

0.9 —A— XFHIFH
LN e AEYLTTE

0.8

0.7

0.6

0.5

0.41

Bt HE ¢ 38 R

0.3

0.21

0.11

0.01

T i T i ! T T ' T ! " T " T " T T T T

0 3 6 9 12 15 18 21 24 27

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

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



(224 14]
OEMNE TR (ONO-4538-02 #5k)
AEFRITEE (100%) (2RO B, AKH L DERRERPEETERVAEFFRIT
30/35 B (85.7%) IZ#B®H LTz, FHHEN 5% EORIERIZTRO LEBY ThoTz,

#£1 REENS%LEORBIEM (ONO0-4538-02 3Ek)

PN S B (%)
FEARGE 35 Bl
(MedDRA/J ver.16.0) 4 Grade Grade 3-4 Grade 5
AEIER 30 (85.7) 9 (25.7) 0
Ao WA
FODR IR FEREAR T E 5 (14.3) 0 0
H Ik
T 4 (11.4) 1 (2.9) 0
L 2 (5.7) 1 (2.9) 0
RIS 2 (5.7) 0 0
—i% - BEEER L O SERA OREE
57 5 (14.3) 0 0
& 2 (5.7) 0 0
FEEN 3 (8.6) 0 0
JHFREE R P
fpEE 2 (5.7) 2 (5.7) 0
g R AR AT
ALT ¥8n 4 (11.4) 1 (2.9) 0
AST H80 5 (14.3) 2 (5.7) 0
A7 /L7 2 R 2 (5.7) 0 0
A CK #4hn 5 (14.3) 3 (8.6) 0
7 V7 F =800 2 (5.7) 0 0
o> Ko RN 2 (5.7) 0 0
1A LDH ¥4/ 5 (14.3) 1 (2.9) 0
1A TSH > 3 (8.6) 0 0
ifi 7 TSH $50 7 (20.0) 0 0
CRP #410 5 (14.3) 1 (2.9) 0
I EREREE N 4 (11.4) 0 0
y-GTP #4/1 4 (11.4) 4 (11.4) 0
FRA TR o B 2 (5.7) 0 0
~ES B 3 (8.6) 1 (2.9 0
U 2 REREE D 5 (14.3) 1 (2.9) 0
I ER B 2 (57) 1 (2.9) 0
fi R fafn AR T 2 (5.7) 0 0
i SRR Bk 2 (5.7) 1 (2.9 0
R I ER B ek 2 (5.7) 1 (2.9 0
M ifn BREsk ) 6 (17.1) 0 0
WEdfE T3 H50 2 (5.7) 0 0
SWERE T3 P 8 (22.9) 0 0
SWERE T4 WD 6 (17.1) 0 0
SHERfE T4 #3900 2 (5.7) 0 0
U U~ FR--H 3 (8.6) 0 0
M ALP #4010 5 (14.3) 1 (2.9) 0
HUHIR RIS 3 (8.6) 0 0
AR~ — A — g 2 (5.7) 0 0
HUZHUREE N 2 (5.7) 0 0
V=TI B T aT A N 4 (11.4) 0 0
ifi. /R CK 38 2 (5.7) 0 0
BRI L O ARk E
RE 2 (5.7) 0 0
TR R IR
W P 2 (5.7) 0 0
K= 2 —m XF— 2 (5.7) 0 0



BRI B (%)

FEARGE 35 13l
(MedDRA/] ver.16.0) 4= Grade Grade 3-4 Grade 5
e £ OV% Ml =
H B 6 (17.1) 0 0
Z 9 FEIE 11 (31.4) 0 0
F5 2 (5.7) 0 0
SR INITRZ SN E 2 (5.7) 0 0
RE TR R J& 2% 2 (57) 0 0
B I 6 ) 4 (11.4) 0 0

¥, EMEMZEE 1 E] (2.9%) . KBk - HEO THILE] (2.9%) | #fREE 4 5]
(11.4%) . JIT#snelss 5 6 (14.3%) . BHERERE 2 i (5.7%) . FURIRHEREREE 8
(22.9%) | EIEFEE L6 (2.9%) . BEORFERESE 16 (2.9%) KOS E I K 145
(2.9%) MO LTz, £, FEREEEERT ., infusion reaction, 1 BUBEIRIE. WL,
BEIEMEEIE, Mok - MRS, DR, Bk, TR, MBUHRUIRE X A3 F— KU
P M A B PESR BRI XD DAL R Do T2, ARBIWERARBURIUIE L E S S (AR
EREEET) 2 E0ER-RERT,

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

BEFGIL 2224 il (91.7%) (T8RO BV, KAlE OREBEFNEE TERVWEHH
R1318/24 B (75.0%) 12580 vz, FEBLEN 5%LL EORWEHIZTERD LY ThH -
776

2 FEED 5%U EORIWER (ONO-4538-08 ER)

B RIRS R Bk (%)

FEAGE 24 {31

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

EEIEH 18 (75.0) 2 (8.3) 0
aanA e

RO IR BEAR T 6 (25.0) 0 0
S

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

N 4 (16.7) 0 0
AR AR A

IR ERD 2 (8.3) 0 0
R L OSeERE

AARBOR 2 (8.3) 0 0
Mg, MERs K Oithm R

Byl = 2 (8.3) 0 0
FRE X KO PR fRbE

H Bt 5 (20.8) 0 0

9 PR 5 (20.8) 0 0

I NIRZ YN S 2 (8.3) 0 0

B, Rk - HEO TR 241 (8.3%) | NTFHERERET 141 (4.2%) . THE(AEKRE
16 (4.2%) M OVFVRIREERERETE 7 1] (29.2%) MRD BTz, F7o, FEMERZEE,
FRRERETE (7 2« NL—IEGEESE) | BRKRERRTE (RME MR RSE) | BB

10



infusion reaction, 1 AUWEIRY. FEO RS (FBEREIREGR, 2B, FRE
B | BER. EREMEESE. MO - SRR, S E O MRK. Lk, R, TR, B
FRRLRENE / X AT — e OV VR I NRB D PE SR BER I X589 B v o 72, ARIWVERFE
BURDLIZBIE S (BRRRAEER T 251) 28 0EHERE =T,

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

BE (%)
L VAT
ﬁiiqgj;ﬂ = AFIRE DTIC #f
(MedDRAV/J ver.17.0) 206 f1 205 91
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
RITEA 153 (74.3) 24 (11.7) 0 155 (75.6) 36 (17.6) 0
MgHR LY R EE
I BRIV E 0 0 0 23 (11.2) 9 (4.4) 0
i B E 0 0 0 21 (10.2) 10 (4.9 0
H I
(EE 22 (10.7) 0 0 25 (12.2) 0 0
T 33 (16.0) 2 (1.0 0 32 (15.6) 1 (0.5 0
L 34 (16.5) 0 0 85 (41.5) 0 0
e - 13 (6.3) 1 (0.5) 0 43 (21.0) 1 (0.5) 0
—f - BHEER L OGN OIREE
) E 21 (10.2) 0 0 25 (12.2) 1 (0.5 0
it 41 (19.9) 0 0 30 (14.6) 2 (1.0 0
FEEN 15 (7.3) 0 0 10 (4.9) 1 (0.5) 0
Rt L OsesEEE
BRI 11 (5.3) 0 0 19 (9.3) 0 0
B H SRR L O ARk E
RAEiivR 12 (5.8) 0 0 3 (15 0 0
R E
SHYF 9 (4.4) 0 0 14 (6.8) 0 0
FRE3 L O PRk
HLBE 13 (6.3) 0 0 4 (2.0) 0 0
St E RN 3 (1.5 0 0 11 (5.4) 0 0
% 9 FEE 35 (17.0) 1 (0.5) 0 11 (5.4) 0 0
*5 31 (15.0) 1 (0.5) 0 6 (2.9 0 0
= EPE A 22 (10.7) 0 0 1 (05 0 0

¥, ARV CRRVE MR 3 41 (1.5%) . KIEZE - TR O T 6 6 (2.9%) |
PRI (7T 2« N —JEGRES) 28 1 (13.6%) . ATHERERETE 7 61 (3.4%) . &%
REFETE 4 B (1.9%) . TR 4 41 (1.9%) . FRIMERERES 13 #1 (6.3%) .
infusion reaction 15 51 (7.3%) . 1 ZUHEIRYE 1 61 (0.5%) . EEEE DR GRS 3 5] (1.5%)
KLOSEIER LB (05%) e b, Fio, BIREE, WK, BIEMEE, K
%« BERSE, DRI, AR, TSR, BERUTRLARIE/ < A /3T — K OV M il M4
SRBERIIRR O BV o T, ABIWEMFEBLRIUIEERES (FRRMEMEET 2 51) %
BB RE R T,

11



@yFAE AR (CA209037 #BxR) 2

A EFRITAAIRE 265/268 B (98.9%) . ALFHEIERE 98/102 5] (96.1%) 1Z#RD 5
AU, TREREE & DR RBIRDEE T RWE FRHRITIAAIRE 199268 1] (74.3%) . 1k
FRIERE 85/102 1] (83.3%) IC38 D BTz, WFNDRETRILERN 5%LL EORIWERIX
THROELEEY ThHoT,

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

i VAS o1
T AT (LR
(MedDRA/J ver.17.1) 268 1l 102 )
4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
AEIER 199 (743) 33 (12.3) 0 85 (83.3) 35 (34.3) 0
Mg LY 3R bEE
25 ifi. 18 (6.7) 3 (1D 0 24 (23.5) 5 (4.9 0
[ i BR e S 1 (0.4) 0 0 8 (7.8 2 (2.0) 0
I R ERIBE 0 0 0 20 (19.6) 16 (15.7) 0
i/ Nk SiE 1 (0.4) 1 (0.4) 0 12 (11.8) 6 (5.9 0
oI RE E
IR BRMSREAR T E 18 (6.7) 0 0 0 0 0
I
LGS 11 (4.1) 0 0 15 (14.7) 1 (1.0 0
T 42 (15.7) 1 (0.4) 0 16 (15.7) 2 (2.0) 0
L 33 (12.3) 0 0 39 (38.2) 2 (2.0 0
Mg - 12 (4.5) 1 (0.4) 0 21 (20.6) 3 (29 0
—i% - BEEER L OGN OREE
S IE 14 (5.2) 0 0 7 (6.9) 0 0
95 I7 82 (30.6) 3 (1D 0 41 (40.2) 4 (3.9) 0
5, R X OWE A GHE
A S RO 4 (1.5) 1 (0.4) 0 9 (8.8) 0 0
Fife PR AR AT
ALT 8470 14 (5.2) 3 (1) 0 1 (1.0) 0 0
AST 40 15 (5.6) 2 (0.7 0 2 (2.0) 0 0
I R ER BRI 0 0 0 7 (6.9) 3 (29 0
i SRR Bk 1 (0.4) 0 0 8 (7.8) 3 (2.9) 0
M ifn BRER D> 3 (1.1 0 0 8 (7.8) 2 (2.0) 0
B L OseEREE
BARIEER 18 (6.7) 0 0 17 (16.7) 0
BRI L O A MRk E
RAHiR 15 (5.6) 0 0 13 (12.7) 1 (1.0 0
7 P 11 (4.1) 0 0 8 (7.8 0 0
PR
= 2 — S F— 1 (0.4) 0 0 10 (9.8) 1 (1.0 0
BRI 3 (1.1 0 0 10 (9.8) 0 0
MEas. MsRds X OWEhR R
- IR 13 (4.9) 0 0 8 (7.8) 0
F R ¥ KO PR RRREE
WiBIE 2 (0.7 0 0 28 (27.5) 0 0
& D FERE 51 (19.0) 0 0 2 (2.0) 0 0
95 34 (12.7) 1 (0.4) 0 5 (4.9) 0 0
R INITR S IN & 16 (6.0) 0 0 2 (2.0) 0 0
=k A BE 24 (9.0) 0 0 0 0 0

72k AFIBEZ B CRVE MR 8 1] (3.0%) . KIG4 - EIED T 4 4 (1.5%) .
MR 33 3] (12.3%) . AFREREREEE 22 f5] (8.2%) . EAERERETE  (JRANE [T 2%
52) 545 (1.9%) . FRIRASHERE 2 23 5] (8.6%) . R FE=E 1 51 (0.4%) . infusion reaction
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10 B (3.7%) . EHEEOREREE 16 (0.4%) . BER 2 61 (0.7%) KOS E S EES% 3 6
(11%) RO Oz, Fo, FEMEERERTE. 1 ANERW, SEEMMEIGE, KK - 86
S, e, Mhde. BT, RRBUTHBMAEIE/ X AT — K OV M i/ NSO M 2R B 7
IEFB O LR o T, AEWERRBUR DU ESR S (RRREMRET 2 E5T) 2804%
FHERE R,

G@ENH TFHFER (ONO-4538-1775%)
AEFERITEH (100%) ([ZF8D HiL, AHlE ORREENEETERVAETEFER LA
il (100%) ZR8D BiTc, WHRNS%LL EORERIITERO LBV ThoTo,
£S5 RBIED 5% EORIER (ONO-4538-17 FAER)

LRE BRI BilEx (%)
FEARGE 30 fi)

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

21 2 (6.7) 0 0
3 IsRE TS

FR AR RE TTESE 2 (6.7) 0 0

FOIR AR B TE 7 (23.3) 0 0

TEEKR 2 (6.7) 2 (6.7) 0
H Ik

{5 5 (16.7) 1 (3.3 0

T 16 (53.3) 1 (3.3 0

W basm 2 (6.7) 0 0

L 4 (13.3) 0 0

A% 3 (10.0) 0 0

N i 6 (20.0) 1 (3.3) 0
—f - REEER X OGN ORE

it 5 (16.7) 0 0

PR 7 (23.3) 1 (3.3 0

RAGPETRIE 2 (6.7) 0 0

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

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

b 2 (6.7) 0 0
R RARES

ALT 540 11 (36.7) 3 (10.0) 0

735 —EHIN 5 (16.7) 1 (3.3 0

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

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

U — PN 12 (40.0) 7 (233) 0

IREFD 2 (6.7) 0 0

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

&) T A E 2 (6.7) 0 0

&7 L7 v IsE 2 (6.7) 1 (3.3) 0

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

BRI 8 (26.7) 1 (3.3) 0
B R 3 L O ARk E

RAEiR 5 (16.7) 0 0
R R

U 2 (6.7) 0 0

SRR 5 (16.7) 1 (3.3) 0
MR R, FERES X OMitmbE

T Ml R 2 (6.7) 0 0
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F=gilNG | FIE (%)
HAEE 30 #1
(MedDRA/J ver.20.0) 4> Grade Grade 3-4 Grade 5
EYEIEEET 2 (6.7) 0 0
IR KO T Hgk S
Z 5 FESE 10 (33.3) 0 0
95 18 (60.0) 2 (6.7) 0
iR NRZ YN 4 4 (13.3) 1 (3.3) 0

7R, APRRFESEQR (30.0%) | ITHERERE 1401 (46.7%) | HIRIREEREREE 71 (23.3%) |
[V M it FE 341 (10.0%) | KAk « BEHE o T #3451 (10.0%) | B o iz S P 3451 (10.0%)
T EAREEREREE 211 (6.7%) . 5 & 5 IS 1451 (3.3%)  BEAUARREARAE/ X A X F—24 (6.7%)
R OV RImAR ZERRE L] (3.3%) 2358 Hiviz, F7-, BHREREE, FIEHEERE, 14
WERIG, WER, BAEMIE)AE, AN - BlEZE . infusionreaction, DoAlZE. Ahdk. #odk
I/ NI PSR BESR K OF R IT380 B e o 7z, ARIWERREBUR LI EE S (R
BREMRT Z2ET) 2E0EERERT,

©ES M F AR (CA20906735k)

BEFRGIIARA A+ A BV LA~ 731231361 (99.7%) . AFIFE312/31361 (99.7%) . A
E'U A~ T7HE308/31141 (99.0%) (258D b, TRERIE & ORRFEBENEE TE RWAE
FGUIARK + A BV A~ THE300/31361 (95.8%) . AFIFE270/31361 (86.3%), A BV A
~ 7 HE268/31141 (86.2%) IZF88 BTz, WT I ORETHRILEN %L EORIERIZT

FDOEBY THoT,
F6 WDWTNIrDOEETHEERN 5% LDORIVER (CA209067 3BR)
. , B (%)
T RATA Y v TR A TEI LT
(MedDRAV ver 19.0) —— 313 5l 313 5 311 4
%= Grade Grade 3-4 GradeS 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4  Grade 5
2RITER 300 (95.8) 183 (58.5) 0 270 (86.3) 65 (20.8) 0 268 (86.2) 86 (27.7) 1 (0.3)
PN 3 AR
FOIR e e e E 34 (10.9) 3 (1.0) 0 15 (4.8) 0 0 3 (1.0 0 0
RO IR BEAR T E 51 (16.3) 1 (0.3) 0 32 (10.2) 0 0 14 (4.5) 0 0
EELTS 23 (7.3) 5 (1.6) 0 2 (0.6) 2 (0.6) 0 12 (3.9) 5 (1.6) 0
H I
e 28 (8.9) 1 (0.3 0 18 (5.8) 0 0 28 (9.0) 2 (0.6) 0
INIDES 40 (128) 26 (8.3) 0 7 (2.2) 3 (1.0) 0 35 (11.3) 24 (7.7) 0
(EE 12 (3.8) 0 0 19 (6.1) 0 0 17 (5.5) 0 0
T 142 (45.4) 30 (9.6) 0 67 (21.4) 9 (29 0 105 (338) 18 (5.8) 0
M N HZIE 19 (6.1) 0 0 13 (4.2) 0 0 7 (2.3) 0 0
EL 88 (28.1) 7 (22) 0 41 (13.1) 0 0 51 (16.4) 2 (0.6) 0
M - 50 (16.0) 8 (2.6) 0 22 (7.0) 1 (0.3) 0 24 (7.7) 1 (0.3) 0
—i% - EEREER O SEOREE
77 R 31 (9.9) 1 (0.3) 0 25 (8.0) 1 (0.3) 0 17 (5.5) 2 (0.6) 0
IR 22 (7.0) 0 0 12 (3.8) 0 0 10 (3.2) 0 0
i 118 (37.7) 13 (4.2) 0 111 (35.5) 3 (1.0) 0 89 (28.6) 3 (1.0) 0
FEEL 60 (19.2) 2 (0.6) 0 21 (6.7) 0 0 21 (6.8) 1 (0.3) 0
g AR AR A
ALT ¥4 59 (18.8) 27 (8.6) 0 12 (3.8) 3 (10) 0 12 (3.9) 5 (1.6) 0
77— 23 (7.3) 9 (29) 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (1.3) 0
AST #81 51 (16.3) 19 (6.1) 0 13 (4.2) 3 (1.0) 0 12 (3.9) 2 (0.6) 0



BiEx (%)

PRE BRI

AH+A Y L THE

AFHE

ALY L~ TR

ﬁeﬁ;m ver.19.0) 313 43 313 43 311 4
4= Grade Grade 3-4 Grade5 4 Grade Grade3-4 Grade5 4 Grade Grade 3-4  Grade 5

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

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

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

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

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

& WA 15 (4.8) 0 0 17 (5.4) 0 0 11 (3.5) 0 0
& 9 FEAE 112 (35.8) 6 (1.9) 0 67 (21.4) 1 (0.3) 0 113 (36.3) 1 (0.3) 0
S 91 (29.1) 10 (3.2 0 72 (23.00 1 (0.3) 0 68 (21.9) 5 (1.6) 0
BEIR B IRE 5 38 (12.1) 6 (1.9 0 14 (4.5) 2 (0.6) 0 38 (12.2) 1 (0.3) 0
= FEE 27 (8.6) 0 0 28 (8.9) 1 (0.3 0 16 (5.1) 0 0

B, AH+HA Y L THATB WD TR 86 (27.5%) | JITHEREFE E 10241
(32.6%) . HIRIRFEREIEESTHI (27.8%) | EHEREFEE2161 (6.7%) . VE M iz HE25
B (8.0%) . KAFZE « HED FHI60H] (19.2%) . BEE DR EEE221H] (6.7%) . FiE
REERERE 2761 (8.6%) . FIRHSAEREE 14451 (4.5%) | FER3BI (1.0%) . AM7e - B
%2151 (0.6%) . infusion reaction 13/ (4.2%) . 5 & 5 55341 (1.0%) . 72361 (1.0%) .
RERL T RRAE / < A3 F—5041 (16.0%) | T 514451 (4.5%) K& OVF# IR ke 2842 E 2451 (0.6%)
MO BTz, Flo, VRBERIE, BEIEEAE, OAhR & OV i MR S5 5T
ERR O BALIR Do To o AFIBEIZ I\ THIREREE66/ (21.1%) | ITFHEREREE 2461 (7.7%) |
FOR IR RERE 4761 (15.0%) . BREREREE 36 (1.0%) | [IEMEMZEESH] (1.6%) |
R - BREE D FFI1661 (5.1%) | HEE OO J2 JiFR 3811 (2.6%) . T TR RERRZ 311 (1.0%) |
B RERERE 301 (1.0%) . BEZ3HI (1.0%) . infusionreaction 14f1 (4.5%) . 5 & 9K
22050 (0.6%) . BERUHRMEIE/ S A/ 3F—2861 (8.9%) . AF4c2M (0.6%) M ONERMRIL
FRFERRIELE] (0.3%) MO DTz, T, VRUBERS G, BEREMEIE, MK - Bk,
O AR e OV PR i M PESRBER I 3GR 8 B AL 0o 7o, REIMEFHZE BRI X
BlEES (RMAMEET 25T 23 0EHERE =T,

AR UIBR R RE 70 BN R AR 2 K GUIARA+ 4 BV A~ TG 2 et Lo S
I #H5ABR (CA209004 #kER) D =7k — b 8 IR\ T, (LFIRIERIBIRBE 28 ] & (L2
BB HRAEE 13 6 & O T, ZaMtIcUfE 2RIl oo olz,
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DIE B[R 5 M AR (ONO-4538-21/CA2092387-54)

BEFGIIAKIREA38/4521% (96.9%) . A &'V L~ 7 #E446/45301 (98.5%) (2780 5
AU, IRBREE & ORRBRAEE T E WA FFGIIAHINEIBS/452145 (85.2%) . A &'
I~ 7434145301 (95.8%) IZFRD HTZ, W TN MORETIRILERNE%LL_EDEIEF X
TEROEEBY THHoT,

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

Bil%x (%)

EES PN

HoAZE ARAIRE A Y L~THE
(MedDRAVJ ver.20.0) 452 3l 453 {7
4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

2RITEH 385 (85.2) 65 (144) O 434 (95.8) 208  (45.9) 0
B H R L OV A ks

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

T 110 (24.3) 7 (15 O 208  (45.9) 43 (95 0
D 68 (15.0) 1 (02 O 91 (20.1) 0
26 29 ( 64) 0 0 46 (10.2) 1 (02 O
Mg - 12 (27 1 (02 O 4 (97) 2 (04 O
(mEL Ao 24 ( 5.3) 0 0 14 ( 3.2 0 0
NP 9 ( 20) 3 (07 O 45 (99) 3 (75 0
— i REFEERBLOE GO REE

I STHE 57 (12.6) 1 (02 O 53 (11.7) 4 (09 O
97 156 (34.5) 2 (04 0 149 (32.9) 4 (09 O
FEN 7 ( 15) 0 0 54 (11.9) 2 (04 O
FRIR AR AR

U —EHIAN 30 ( 66) 19 (42 0 26 ( 57) 6 (35 0
ALT #470 28 ( 62) 5 (11 O 66 (14.6) 26 (57 O
AST #471 25 ( 55) 2 (04 O 60 (13.2) 19 (42 0
TIZ7— B 25 ( 55) 9 ( 20 0 14 ( 3.2 5 (11 O
B L O E

AR 18  ( 4.0) 0 0 39 ( 86) 1 (02 O
TR SRR

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

BER IR 5 24 ( 53) 0 0 50 (11.0) 9 (20 O
EOPEIE 105 (23.2) 0 0 152 (33.6) 5 (11 0
% 90 (19.9) 5 (11 O 133 (29.4) 14 (31 O
MR g | MER3s KOMEhmIE =

I8 P 3 15  ( 33) 2 (04 O 24 ( 53) 0 0
o WAk

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

k. ARFIBICB O CREMEMZER 11 6] (2.4%) | BRI RMRAE/ X 435 —48 f
(10.6%) . HNTFERERET 40 51 (8.8%) . FURMRBEREMET 91 5 (20.1%) . #RiLFETE 83
il (18.4%) . EHEHERETE 6 1 (1.3%) . RIEHERERT 6 6] (1.3%) . NEAHKERET
8 1 (1.8%) . infusion reaction1l f5] (2.4%) . KB - EE O T 21 5] (4.6%) . &
FE DRz kR 5 41 (1.1%) . 1 AUBEIRS 1651 (0.2%) | B2 341 (0.7%) . 5 & 9 IR
2 5 (0.4%) . FF2e 341 (0.7%) 2RO BNT-, Fho, HEMEIIE, Lk, K.
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o M M/ IS D PSR BRI . AR - Bl AR AR FERRE M OMBALMERRAE 2013580 &
Nrpinoie, RREWEHZESURILIIREE SRR (RRRAER T 25 2o Bt
Y,

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

AFNIOREMEpERETT LV EZRA LY 2 a2 b—y g 2k v KH 3mgkg ik
240 mg % 2 JAREIR TR G L 7ZBROARAF O MG TIRES T Sz, ZORFR, KK
240 mg Z %5 LB EIL. AK 3 mgkg 25 L BROBRGEE & ik LRl
T ETRIENTZLOO, HRANBEIZEBOD THERMERHER I TV AL AE 10
mg/kg % 2 HMRHIMRECH&REG) CARFIZEG L BEOgEEE & & ik U CRfEEZ <3 & Tl
Shis (F2), Mz T, BROFEEICHT 27— 2 Ic k5% | AH| 3 mgkg X 240 mg
Z 2 AR TG L2 BERO A O R & & A M UL e & O 2 Gt 2 1%
FTOSET VPR S L, BBhEIZOW TR TO iR, ERRo Mk - A&
WA O L EVEICHME R ER T W E Pl SN, -, BEERAERAE BT
HT —RIZHADE | KA1 mgkg XL 80mg & A vV A~ 3mgkg % 3 HMHHRE T
B UTe BROAHN O R 7 & 22tk & ORI A a3 2R LUSE T LV MEE S 1L, i
BRI DWW TIREI T O R. RRLo Mk - HEOM TN ERIT /20
EFPHlENnT,

K8 AANDEHBRE T A —F

- R Crax Chind14 Cavedi4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mgkg Q2W (14;,9;19) (51.621 '739.2) (79.9(;),'?14) (33?,9232) (18421,1 ;13) (23$,7§86)

HRAE (5%, 95%47) . Q2W : 20 FIFHIFE . Cimax : AIIEIHRG-1% O fig i L P IREE, Crinars 1 RIEIFR G2 14
El H ﬂ:ﬁﬂjé%{ﬁ[ﬁl?%‘:‘j]}%g\ Cavgdl4 : %ﬂ@&’%‘fﬁl“ El H if@qugmi%ilzpﬂ%g\ Cmax,ss : %ﬁ%ﬁgﬂ:j@
T D MIE TR, Cuminss 1 EHARIBIZIS T 2 BARMIETIRIE, Cavess : EHAIRIBIZIS T 2 FEHMLIE T
=38

Flo AR OREHEDEEE T VAR L2y I 2 L—3 3 IT X0 AH| 480 mg
% 4 TRIEIE TG SUIBEAGR O ik « 85 TG L 7BRO AT 0O My ke B 3 s
ST, ZTORER. AHI 480 mg Z 4 M TR G LIZEROEFIRRRIZ IS 1T % ) i,
THHHE (LLTF, TCagss] &9, ) 13, AHI 240mg % 2 TR TG L IZERD Cavgss
EHUT L ETREn (TR) o 72, AAI480 mg z 4 B MG TG LIZROE
FREBICR T 2 m MG TIRE (LLT, [Craxsl &9, ) 1%, AAl240mg % 2 # #]
[FIfR TG LTZBRD Craxss & HEEL L TRfEZ R T & THISNIZ S OO, BARNBEICE
W T ABMERERR S LTV D L - & (10mglkg % 2 ERIERE T G) TARFIZ &5
L72BRD Craxss & HHR L TIRMEZ 7R3 & RIS (TFR) ., MAT, AEOEECE
F27F =S E . AAI3mglkg (KH) F7-213240mg 2 2 KRR, 4 L < I3AH
480 mg % 4 HFEMME TG L 72BRO AR OBREE T & A2 34 4 & oo B 2 1
T ORIEEISET VPGS L, BEEEIC OV TREIMTONLZ /R, BRI -
MEDHE THZME R O L2 AR TRV e THIS U,
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R AROEYBIE T A —F

M - Crnax Cind28 Cavgd28 Crax,ss Chmin,ss Cavgss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (35-52{ V760-8) <16-257§0-3) 21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)
240 me Q2W (51-712;;03) <23-33?'539-0) (30.‘5'670.9) (102,5354) (41?57,'21;58) (62.11(,)9187)
480 mg QAW (10?207) (15.25?27.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)
0mghg QW | (147500 | (565 132) | (lo1. 14g) | (329,505 | (184309 | (236 377

U (5%, 95%43) . Q2W : 2R, Q4W : 4B MMIRE. Cumax : HIEIFE 514 0D f ) ML IR EE
Crmina2s : #5428 A HIZF51T 2 eI PR EE . Caveazs : I G-1%28 A H & T O FH i i EE |
Cnaxss 1 EFIRIEICIIT DR MAE TIREE . Ciinss 1 EFIRTEIZIT D BARMIE TIREE . Cavess : EFIRTE
(ZRUT B R i R
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4. FEFIZOWVT

MR UIBR AR 72 MR i B (S T 2 561203, AR & U CERAuREIA (45
) DL TNDZ &0k, éumﬂﬁ%uﬁtﬂ ’%MT%%@M XChHDHLULENDD, £
O LT, EHEM Y X7 EHGHE (RMP) ([ZHD X AR O EES 2V SUEE~D 1k
HilA3 8 2 Mgk T o T, AN OE G- 72 BE A 2Wr - 58 L, AFIOBGIZ L HEZR
BIER 238l LT-BRICxHE T 2 Z E 3B e 7o, LLFOO~@ DX T &iii7= 3 Mizkic
BWHEAT2RX&ETH D,

O MEFITOWVT

@1 Fieo (1) ~ (5) OWTNNITEYT D ThHhDH Z &,

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

(2) FEEHERERDE

(3) HBENFIRF TG E T 2 0 AP (DS AR REEEE E WP, 25 AR
B wEE. S AR HEE R &)

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

(5) BUEMEIESS AL & BN O M FEHE AR D Jm 24T > T 2 fiisk

O-2 EMERGREOLSHRE K ORINE SEBURS OIS 53 72 Jnik & 5k &2 R D EE Al
(FROWTINITIEE T DER) 23, YEZEBOAFICET IBROBMEE L LT

BESNTNDZ &,

*

o [EEMEFFESE 2 FOUMIMHEZE T L7212 5 FELL LD D TR DB IRIHE 2
{ToTCWAHZ &, 95, 2L R, BAREMIRIELS I & LIZBRRIERE T ONHME %
IToTCWVWBHZ L,

o [EAIRFFESE 2 FEOMMINME ZE T L72RIC 5 L1 Lo B IR 2R O
IR Z AT LTV D Z &,

© BENOERSFREEDOEHIZONT

RIS I A BT D RMEE N E S b, BRSNS OfFmE 0, A - %
IR OB P ONERISE IR 5 iR it AFFRNELE LB E OIS
. FRESNITAT DN D IEFINE > TN D Z &,
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@ EBMERADIRNITOWT
®-1 BWERRBEE O3 AH I B84 % B

W MERR B O EE R BITERA R AE LZBRIC, 24 BRRIR2IRIRHIO T, ik X
EEE R 123 T, B L 72 BIEANCS U CABRE E L O CT O EIEH ORI 24
ERRAEOR RIS Y APIE O, EHITRISATREZRARI N E > Tnd Z &,

@-2 EENEFEHICLAFBLNNICETLEH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4V v
EEDHERDOA T ) —= T HTOERE L IF#ME LA TE D F— LERIRH 2
SN TWDHZ L, B, BIIAHICOWT, DABE L ZFOFBEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINIZE LT

BIVER (RYE MR BTN 2 | EAEMEEDAE, O R, Mk, B RARE . RIBXK.
NS, EEED TR, 1 AUBEIRIE. BT AA. ITHRelE . ATk, s bR . AR
PEREREE . TIERHERBREE MRk, BREE, BIBRE. Mk, EEOERE, &
IRifAe ZEFRE, infusionreaction, HEFE7Q MK, MEKEBIEGRE, M. PER. WA
DPE OGN, IR M, ClEPES (L EME) - ZRIR - O MEEISMIGHESE) | FEES .
EFLEE) 1P LT, Maktia SUTE BRERAEBA O H M2 A4 5 A0 & EHE U (RIVEH
DZWRXSIZE L THRER O EEZ T ONLE&MHICH L2 L), BEHICHEY) R ALE
MTELEMPESTND Z L,
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5.

BEXMNR LI DBE

SRl tE i AT ) |

@

@

TREDBEHEIZBOTARADOFIMERREN TN D,

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

o SERUIRFZOIb/C B/ IVH Y o BafERE BT DI L

723, BRAFEE AR Z6 T 5 BEITH WL, BRAFBIFEANC L 210K LB ET

HZk,

AHI+A BV b~ 7 BGIMEFFRERTBRE ORIGUIBR R G e M B AR 4 5
& LA S ARRER (CA20906735R) ICBW T, MR E S A B Y A~THKE
2k L CHMERRGES LTV D, 722 L, AAl+A B Y A~ 7 H5 & AHK| B
5% el U7 BRI BEHZ B WL CiE, PD-LIEERICE D A BV AT D L3
HNRD R DBAD TR ENHFERPGELNTND (Tp2R) , 2o, Rk
Ui RE 2R B R AR 2B W T, REIE A Y AT L OJFHEE ORI 2 f
Wrd 23540, PD-LIEHE* 2RI 52 ENEE L, PD-LIEEEN1%LL ETH
D EDHER SN BE TRV TL, JRHL AFREMER LS A EET S, k. BiG
UIBRARE 72 S B RS 2 b 5 & U 72 igEsh o 1 #EEBR (CA20900435R) D =27k —
R8IZIH W T, (b FIERIRE BE AL FHRIERBRREBEE & ORI TARAI+ A U A
~ 75O NECIE R 2R ITIRD DTV,

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

(1)

AJCC (American Joint Committee on Cancer) JR3A/3%E (55 7 i) 1235 < 54
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[tz B 4 5 F1E]

O TRICEYTHIREICOWVWTUIAROREN LD L SN TWD Z b, &5 %217
DRI &
o ARENDOEITIT R LIBBUEDOREERE D & 5 B

@ REATOFHMIZIBW T RIS ST 2 B IOV TR, AAlOREITHELE S 2

DS, MOTEPERPFUE DS R WIGEITRY | HEICAFZEN T2 L 2B ETE D,

o MEMMEEDOAH IO H 5 BE

o TR AR A CRVE S 2 58 6O D A K ONEENME O TS B I g 2% S0l G i ¢
LEOICRIEME A DD B

o HORERBOED, XUHIEMHR7ZE L < ITHERMED B O i B OB TR D
oo BE

o EERBAEE (GE B A 5 Te) O b HERE

o OB IIBEE A AT DA

*  ECOG Performance Status 3-4 2 0B

(20 ECOG @ Performance Status (PS)

Score | EFE

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

PREIZI LUEBNTHIR S 225, BTAIRE T, BAIEESEE > TOMERIIITI LN TE D,
RS N S

ATRARETH A O OEY O Z LT F N THHEESERTTE 2V, B O 50%0 Eid~y R Tl 27,

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

AW

ELENT RV, BAOHFOEY OZ LiF4e TERY, BEICy R+ Tl I4,
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6. I L THETREHH

WA SRS TN 2 RSO ER DT 2 BB 2 -5 & AR 0 Rk ) OV E
DT OIZ B HE T L TS5 2 &

TRRBARIZYENE D | B UXZE DFEIEITH IR OERRIEZ +553 0 L, [FEZ2 15
ThoEETH L,

RIRCIBRARRE R M R AEBE BV T AR LA ) A~ T L O ARG ORF
R 856, PD-LL BLR L MERT 5 2 ENEE LAY, PD-LL FHLR R
TERWEAIIE, AFIE A B A~7 L OO 2wl L7z L Ts
THZ L,

FREWERAO~F T A MZOWNT

@

@

MEMEMEEN D LD Z ERH DD T, KFNOEGIZHT-> T, BRE
W (REWR RIEE, ik, FEEVE) OREFE M O X S d o i, Bz -+
ZATH 2k, Fio. KBS UTHES CT, Mig~—"—%0Ma %2 Eiid %
Zé&,

AFNOFEILEE D infusion reaction (2 2 CEARHI 43 %D T 5 U
%477 L CBRMET 5 2 & £ 72,2 [Bl B AR O AH|$% 5-FF1Z infusion reaction
DHHLOLNDZEHHDHDT, KFIEGH R OARA G T #IT A 2P A
CERAET %, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIRE . TRAEERET R ORIBEERH bbb Z B3 HDH DT,
AFN D ¥ 5B hERT M O G-I I E IR N3 s RE R A (TSH. 1028 T3,
FERE T4, ACTH, I =V —VEORIE) #FE i+ 52 &,
AFNOFEEIZ LY | BEORERISIZERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDDH, BENRDOONTEGEITIL, BELEFRIIS UL
B 72 05k & BRBR 2 Ff D[RRl & i U Cal bl 2 B nRs W 21TV 18R o5
FOSIT X 2 BWER 2 o 2 355 12id, AFNORIE T I, K ORIE RE A
NECHOBRGEEZBETDHZ L, B, BIERERLVE L OFREIZEVREIE
A OUGERFRD IR WA TR, BB RE AV LISt o Sz il Fl o8 in
bEET D L

BeEAET %, BOEBIOE ARRE L T LEWERDBET L2 Enb D729,
AFN DGR TZRICORIEHORBIZ2IZEET H 2 &,

1 BUBE R (BIE | BUEIR WS 2 3 de) b bbdv, BERPMES F 7o R— X
ICEBDZENHLHDOT, Alg, HE, EHFEOIEROBHRCMAEED L2
SEETAHZ &, 1 BBEREN DN -G ICiEREE Ik L, AR 8l
OB 5 E DY LEZITH Z &,
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VG UIBRANE 22 M BB AR (B 3 2 BRI, ﬁﬁﬂ@ﬁuuﬂmﬁﬁﬁ ZBWT, &5
BRLEND 3 W HUWN, ZNLAREIL, H&EFGE G 1ERIL 6 B Z & G 2D
fﬁﬁ%:ﬁo TWeZ & aBBIT, ARG FITEMANE R OMER %"rﬁ )z &,

@J%\T(ﬁ@E@EQEE'%’\@TTT%@EU%HE<E L CTREA T 2 BRI, ARFIDERIR
aiﬁﬁ IZBWT, 12 HE Z EIZAEMMEOFHIZIT > TWe Z L2510, AHlEkE
HE IR 20 SR O TR 75:TT D Z &L B TR B E & L’Cﬁﬁﬁ'@‘éiﬂ/\ i,
AFNOBGHFIZ 12 TAETETH I &,
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HEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR7E4 : A7V —AAMEE 20 mg, 7Y — A EMEFE 100 mg, 72—
A FRIE R 240 mg)

~ TR SHER I ~

A2 94E3 A (40 248 9 AHKET)
BT BE



ER/N

1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRERE P4
4, FEREIZDOUWNT P9
5. H&EGXREMDEE P11
6. WHIZEL THETNEHH P12



1. IZT®IZ

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
BRI 7o, —AFEENE N A ARERIRNBHE S . —MRFEE N B AT SRR R O
NESFERNE N BAR D ESB 22 O o b EAERR LTz,

RG L I BEIRS, - A VR ERE 20 mg, A U — R SEETE 100mg, 4
— R AEERE 240 mg (— % - =R~ T GEls-## %))

REERDMEUTHIE « TR UTEREER 2 A9 5 FHSHA S

REERDMEROHE  WH . RAICIT=AL~7 (B F#Hz) & LT, 16240 mg
Z 2 BRGSO 1B 480 mg % 4 3 R RIFE CAGEEET 5,

f3E IR 5E ¥ F NI TEEASH




2. AHNORK. VERBF

7Y — R S 20 mg, [FSEERE 100 mg & OVR ST ERE 240 mg (—ik4 - =
R~7 (Baffz), LT, TARAL Evo,) 1d, AN T¥ERASE 2 &
Ly 7 2% BT YA -~ ¥ —X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxt9 5t MU 1gG4 €/ 7 a—F LAHETH 5,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U 7 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v oSEROEMALIREE %
BIZHRET L TW5d, PD-1 U W NIFHURE SIS B b O 2 22 Gk T8 B
LTHY, BMERAMEEE) LU LB TS PD-L1 DOIEBLLIEDELF
HM & OMICADHBEBFRN & 5 Z & HE I TW% (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS FHPE T Mo M E
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z EDRENTND, DI &2 H PD-1/PD-1 U 72 RERERIL, 23
AR TURRF A e T MM OWEBEEZ BT 5HFD—>oL LTEZX LT
Do

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T kDI
PEA K O AABIENE k9 2 MRS TG M 2 58 5~ 5 & & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

IO OFEN S | AFNTEMEIER ) 2 B 2IaREIC 20 55 Lo & MifF S,
SHSHI I B A kPG & LT IR SRR & 520 L 20 Lt QBB EN R S 47z,

AFNOVEREFF 235 B EE O RIERUSIC K 2 BITE S0 & b bdu, B UL LTIC
ELAEMEDN S D, ARNOERGHROEREGRIZIT, BEOBRE HOITATO, BENR
O BIVIEE AT, B LI HBUTIE U REFIRY 20 ik & REBR 2 Ff D[RRl & s L Col
IR 24TV BE OREIRIZ L DREIER S DN 2 581213, BB EE AL
T HIOEGEOHYVLIVEZAT O LERD D,



3. BEREE
BR LR RERE 2 A 5 IESA R O A GRIFIZ -l 21T - 72 T 72 BRI R O iloi &
NE IR

[H2hE]
[E B L[R5 AR FER  (ONO-4538-11/CA209141 705k )
7T FFRUE 2 G LSRR T %0 560 H ISR 28T UIHREDNRD bh

7= ARE B 0 D ST E DG & 72 & 72 W T/ IV 00 SESE R R L R 2 536 1451 (H
ANBE2IH 2 G e, AFIRE24001, xHFREE12161) Z %512, RS ERIASEIR L1z
B (A PP —h, FEZFEALTEYF O ~T) xR E L TAHIZmg/kg%
23 IR CAMEHE L7 & 2 OFIMER VR Z2RET Lz, FTEFEEE Th e
AR (BAT. TOS) Evvo, ) (Rl [95%IEMEIXIA] ) D IMATRE R IT. A&
HI#ET7.49 [5.49~9.10] A, *IFREET5.06 [4.04~6.05] H A THY . AANIIEERIE Y
PEEM NI L 7= VBRI LRI BRIt R 2R LTz (N — RE0.70 [97.73%(5F
FEXR - 0.51~0.96] . p=0.0101 [/&%log-rankifiE] ) .

*1 ARG B IS DAL F R BR 4 & e,

*2 G b SIVIRREALIL, FIE, - AR R OEEE,

1.0

—- KR
-~ X EREE

0.9
0.8
0.71
0.6

TRt HF

0.5
0.4
0.3

0.2 e

01 7 Aok

ool . . . .
0 3 6 9 12 15 18
at risk# £#FHM (A)
AHFIBE 240 167 109 52 24 7

Poiich:c3 121 87 42 17 5 1

K1 OS @ Kaplan-Meier Bt (ONO-4538-11/CA209141 3R5R)



(PD-L1F& BLAR IR D A 50 Mo Oz 424:)

EFR I E 2 AEFRER  (ONO-4538-11/CA209141785R) ICHEAAN BNT-BED S b,
HEIEAHAR I W TPD-L1 2 3 8 L 72 AL S b 5 E1A (LR, TPD-L1F&HLHE ] &
V) T DIERDE LN OBE DT — X ZH-S & PD-LIZEBLERBNTHEREIC
RN AT o T- A INER O LB DFERIZLL T L B Tho T,

ANMEZEI LT, PD-LIZEBLED 1% AT DG E I B L IZIERROFRE R TH 72 (F
<)),
723, PD-LIOFRBRICL T, KFOLEMNT w7 7 A VITREETH -T2,

i
o
S
i
o
1<)

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

ONO-4538-11/CA2091413RBR D PD-L1%EER| TOOSD F T 2E T+ 0 —T v FF—F D
Kaplan-Meier i 53
(£X : PD-L121%DBEEMA. FX : PD-L1<1%DBEEH)



[Z4tE]

[E B3 R MAGER  (ONO-4538-11/CA20914175x)

A ERHEGIIAKIRE229/236/ (97.0%) K O RRE109/111%1 (98.2%) (2588 v, 1A
BRIE & ORIFEBIRNEE T X ROAEHGUIAAKIREL39/236/%1 (58.9%) . xtFRHEES6/111
Bl (77.5%) 12380 LTz, FEEENENLL EORIERIZI TEDO L EBY THoT,

£1 REBREN5%I EOBIWEA (ONO-4538-11/CA209141308k)  (REVMEITHRE)

B (%)

g0l e 40
ey A XITRTE
(MedDRA/Jver.18.1) 236 {7l 111 1
4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

EIER 139 (58.9) 31 (131) 1 ( 04) 86 (775) 39 (351) 1 ( 0.9)
KIS LV SR

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

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

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

LD 20 ( 85 0 0 23 (207) 1 (09 O
mESE7S 5 (21 1 (04 0 10 ( 900 3 (27 O©

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

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

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

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

(NN 4 (17 O 0 6 ( 54 0 0
(N IPSENOCEE =i

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

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

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

B2 Wz 15 7 (30 0 0 10 ( 90) 0 0
EHFERE 17 (72 0 0 0 0 0

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

7pde. MVEVERIZEE 7 61 (3.0%) | BREUTRAEIE/ I A F—5 5] (2.1%) . JFi%ne
[ 5 1 (2.1%) . FURBMERERETE 17 61 (7.2%) | #hikksEsE 7 61 (3.0%) . Eiknel
FH 1B (0.4%) . BIBRESE 161 (04%) . FEMAERERES 2 41 (0.8%) . HRMIEZER
JiE 161 (0.4%) K N infusion reaction 3 5] (1.3%) 23388 b7, £7-. EIERHEIE,
D, Whde. KRB - EHEO TR, 1 BRI, @Ml MO MEEE B . T,
e - BlilESE, BEEORERESE, 5& 5 ERLKVEEDORERFITRD bkroT,
AREWERFE BRI E S (BRMRAEM ST 25Ty 28 BEHEREZ T,



[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 L— a3 02k v, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBRE & & ik
LTREZRT ETRHENTZb DD, ARANBFICBO CARMR RIS TV D H
- & (10mgkg % 2 BFFEECRE) CAKIZ G UI-BEOugE & & ik U CEfH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & KA 3 mg/kg
(IREE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 ik b
ORI & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRS-,

K2 FHOKYBE T A—F

M - R Crnax Chnind14 Caved14 Crax.ss Chnin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mghke Q2W (14;,9;19) (51.621 '739.2) (79.9(?,'?14) (33?,9232) (18421,1 ;13) (23;7286)

HRAE (5%, 95%47) . Q2W : 23 FIFHIFE . Cimax : AIIEIFR 518 O g i M PIREE, Crinars 1 #IIAIF G214
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
T DB MLIE P IREE . Cuinss @ E T IRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICISIT 2 A I
TR

Fo AR OREREYFNEET VAR L2 I 2 b—3 3 280 | AFH 480 mg
Z 4 BRI TG SO IBEARE O L - &% TG L 72RO A O i I B D3 Fss
Sz, ZORER, AK| 480 mg % 4 HEMR TR G L0 EFIREBIZB T 2 i
EHIRE (LT, TCags) &V, ) 1%, AKI240mg % 2 FF IR THG L72BED Cavgss
CHUT D LTI (FR) . /o, AAI480 mg % 4 @M TG LIZBROE
FIRRBICRB T D MG FIRE (BLTF., [Craxs) &9, ) 1&. AAl240mg % 2 #H
[FRR THE LTZBRD Craxss LB L CREfEZ R T & TRISNIZ DD, HARNBEIZE
WTEABMENHER STV D ML - JI& (10mg/kg % 2 AR TH L) TAHFIZ &5
L7ZBED Craxss & 0l U CTIRE A 7R3~ & FRIS L (FR) o AT, #EOREEICE
FoT7T—2ICHEDE AFI3mglkg (RE) E7213 240mg Z 2 EMRIFE, 4 L < I3AA
480 mg % 4 MM TG L 72BO AR OBRTE R & A0 34 4k & o B % My
THBBSIEET BRI, YZBEIC OV TRFEIMTh iR, Lo ik -
REOM THRE L LI R 7R IT 0 PRl S -,



K3 AHOEMERNT A —F

v - B Crnax Chrmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

3 meke Q2W (352 '760-8) <16-25750-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)

240 me Q2W (51-712"103) <23-33?'539-0) (30.‘5'670.9) (102,5354) (41?57,'%1358) (62.11(,)9187)

50 mg QAW (103307) (15.25?17.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)

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

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

2AMFERE. QAW : ARG, Cumax 1 HIEIF 514 0 f i MLIE IR EE
Crmina2s : A 5-1%28 A HIZF51T 2 SR PR EE . Caveazs : IR G428 A H & T2 i ik EE |
Crnaxss * EFARAEIZIS T 2 B MG FHEE . Comninss  EWIRRBIZ IS D B RILIE PHLEE, Cavess : EHIREE
(30T 2 SR R



4. FEFRIZOWVWT
RS & U TS (BFFE) AE o Tnd 2 &b, Yikild 4@
IZETXDER THOIMNERD D, TDO LT, KF OB #EY) /2 BE 2720 - FF
ﬁEIJ\ AHNOBEHIZ LY BEELRRWEH 2B LIRSS T 5 2 EBRMERT=D, LIF
DO~@DT X T &I MR IZBWTHEHAT & TH D,

O MEFRITHOWT

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

(1) JEAEFBRENEET 503 A BHEEEILS RS ERE RS AR EE L SRR,
I A3 ARSI EEIL AR T, MBS ARSI R &)

(2) FEEHEREIPL

(3) HBENTEAEDFEE T 2 0 APHEEEHPT (03 AREEEIE TR, 23 AR
W 1REBE, DA R R R e &)

(4) A RALFRIEE AR E U, AR AFREINGE 1 SIS SRALRIEINE 2 O fiisk e
AR DR AT > TV D i

(5) PR RS A AL 7 B BN OO fi 5% FE MBI AR D il HY 21T © T B Jiiak

O-2  SBASEE DAL 7R E L OVEIE R FE BLIRE OO KT 43 72 Fnisk & #85k % B¢ D 1= fifi
ITHEEHERT (FROWT DTS T D EM I HERER) 23, 4% R oA AN B
TAHREOEMLE L LTRESNLTWS Z L,

7

o [EAIRFFEGE 2 FEOMMINME ZE T L721RIZ 5 L LR AIRROERIRIHE 2
ToTWHZ &, 525, 28U LR, NAREYREL L LEERRIESZOIHME %2
ToTWHZ &,

o [ERIRFFESE 2 FOPINMEZE T L7oRIC 4 FLLEO H SRR EI O B R
WHEZAT->TERY, 26, 24ELL R, 23 AFEMIREZ & OISR 2R O
FRIRBHE 21T > T D Z &,

o [EARFFSUIEFHEM ST IRG % O IIRHE 2 & T L7cigic, 5 4FUL Eo nEsF
DEFRMHE Z1T> TV, 56, 24FL Rid, DAL EZ & ORI DN A
TRIRDEEIRHEZ 1T > TW\D Z &,
ﬁﬁ KFNC L DBEBICB O TIZENER S0 2GS 2 B4 5720, BE DIGHE

(2 7= R FHERNT EOROWT IR T GF 2 i 7= 3= Al (SESHEE O b5k
5 ORIE RS BLRE O 40 72 ik & #5802 Fe D[R Hill) & OB /D ¢ &
IR TH 2 L,




© BENDOERMLFREEDOEH|IZONT

AR BUCIE S 2 BMEE B E S, BRSO OB D AR - 2
PRI RNE O B ONERI ST R E B X 2 T HIE i, AR ERB AL
258 O FH . FERHELDITATON L EHINE > T Z &,

® BIWER~DORHHIZOWNT
@-1 HagkkmIC B 2 B4

VR MR A D BB 7R BIE R 3 98 42 LT2BRIC. 24 BEREISIRIAHIO T, Mi%hiak X
IR AR 23 T B L2 BIVERNICIS U CABRE B KON CT ZOFIVER ORI 4
ERRAEORERD Y HHRIZE O, B HITRIGATRE AR > T D Z &y

@-2 BEREFE L DAEERMCICET2EHS

DN AR 2 B 2 gk M O e 2 B3 D R HE NRIERH T =21V 7
EEDEROA 7 ) —= T HATOEIRE L IG#E IE TE 2 F— LR 23
SN TNDZ L, B, BEEEIZOWT, DABRE EZOFRICHSICAmEnT
WhHZ L,

@-3 BEHEADZWrox N LT

RIWER (REMERZEEISI X, BEREMEDAE, (O, Tk, B RARE, KBK.
NS, EEEDO TR, 1 AR, AR, TRk . K. HOR R
BeREREE . THERMAREERS, MRIEE, BREE, AIEEE. MK, BEORERE, §
WRIMAEFEFIE, infusionreaction, FEFE 7R MRMEE, MERERIEMRE, A, PR, WE
OFFEROR, IE IR, OlEREE (O FMED - 4RIK - D= EBIANGH ) | M85 H i
JEALE) (T L, M T BRI OB 2 A9 ERD & L (RITEH
DOZWrCKHSIZE L THRE R O XA Z T ONDLGMICH D Z L), BEHIZHEY) e ilE
N TE DRGNP ESTNDH T L,

o
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5. BEXB LR HRE
(BB 3 2% FH]
O 77T 8K G FREROH 2 BE BV TAAOFE NN REN TS,
©  TRLUCEZY T 2 BEICKT 2 ARAN O K OME A G IEIZ DWW TR, BKFIOA ZhEN
NS TE LT, AFIOREGRRE B0,
o TIFFRHNEGTALTIIEIC X DIRERE O I W EE
o IR L
o fhoOPUEMEES L OFH L TGS D BHE
@ AANZIEFEEILFE S MAERERIZ W T, EERITI W THRBERIZ ST L CTHEMED R
RESALTUW D23, PD-L1 FELRIC L O GRMEOMBEM N2 D Z L SRS D AR
DELINTWD Z b, PD-L1 ZELER* SR Lo B CAFI O Al S O 2
THZENLEE LV, PD-L1 BERN 1% THDH I ENMHER SN EE B
TIE, AR OIEHREIRIE S BET 5,
kARFIOZWEK L LT, IR524 : PD-L1 IHC 28-8 pharmDx [# =] &R EN TN 5D,

(AP B 4 % FH]
O TRIZEZYTLIEFICOVTIARFOERGENEEZE SN TNWDLZ b, &5 E21T
DR &,
o KA LSBUE DB D & 2 B3
@ BEATOFI SISV T FRICE S T 2 BHE T OV TR, AR ORGIIHESE S e
DS, AMOTEPRPTUE D R WIGEITRY | HEICAFRZETNT 52 L 2B TE D,
o MEMMEREDOEHIITITEDH 5 BHE
o R AR A CRVE R 258 6 D B K ONE B 0 5 i i i 2 <o i Gt it ¢
FEOMICRIEMEZEAN DD B
o HOREREOGOF, B L < IEHFMEO B O ik B OB TR O
o 5B
o g &Ml REZ E1e) Ob 5B
o OB IIBEE A AT DR
»  ECOG Performance Status 3-4*V 0 i

(ED  ECOG 0 Performance Status (PS)

Score | EFE

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

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

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

AW

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

11

BATRARETH A O OEY O Z LT F N THEEIZBERTTE 2V, HHPD 50%Lh Eid~y R Tild 25




6. BEZELTHEETREFIH

T SRR 2, & AR B3 DR 2 ERFE 1T KD & ARH O FriE K OVl (Ef#
RO 7= DI B w2 o B L Co bR« 2 L,

TRIEBRABIC e D | B XX 2 OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

PD-L1 RBE G L7 ECAFIOE Gl HK 2925 Z &L E LA, PD-L1
FEBURDFER T E RV, AAIOMEH OB & Z @O HWr L7 Ecib5T 5
z&,

FERBEIMERO~RT A MZONT

@

@

MEMEREBEN D Lo b Z BB DD T, KFNOEGIZHT-> T, BKRIE
W (PRI IRIEE, ik, FEEVE) OffEsE M OWE X S 0 %, Bleiz+5
ZATH 2 &, Fo, MBS CTHE CT, MiE~— I —FDMm&x FEhd 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEARFZ H3 2kt D T 5 U
faEAT > 72 L TRt 2 2 &, £72.2 [ H EAREOAHFI$ 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEEGH K OARA G T #IT A 2P A
CERRET %, BEORBEL 2B 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G- B I3 E IR N0 i RE iR A& (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREISIZER T 5 & B 2 b D4 R R IER R
DHOLLNDZERNDD, BEPRDOONTHEIIE, BB LEFRIIL U
B 72 ek & Rk & e O R Aill & i UGl bl 2RI W 21TV IR O
FOGIZ X 2 BWER DN g0 23551 21E, AR ORFES I I, R ORIE BE A
NWEVRIOBRGEEZZBET D L, 2k, BIBREFRLVEYOELIZ X0 EIE
A OYEERFRD IR WIGEITIE, BB RE AV LISt o Sz il Fl oisin
HLEET D,

BERET %, OB OE0 AR L T LEWERDBET 2 Enb 57129,
AR OEEHETHIZHRWEM ORI ITEET D,

1 BUBE R (BIE 1 BUEIRS 2 5 de) b bbiv, BERPMES F 7o R—v X
ICEBDZENHLHDOT, Alg, D, EHFEOIEROBHRCMAEED L2
SEET S L, 1V EERBN DN -G ICITEGEEZ R L, AR )
FOFGFEDHE) R EZITH Z &,

AR ORI T, &GBGE2D 9B, THURIL, &ERBND 14
L 6 i Z LA IMEOFHM 21T - TV Z & 2552, AFIEG-FILE T
(R OMERZAT D Z &
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HEERHEET A RFA4
=R~ 7 (BinFr#Z)

(BR5E4 « A7V —AREFE 20 mg, 7P —RRHFHE 100 mg, 7P —
A FRIE R 240 mg)

~ e o ~

ERR2 94 A (fFn 248 9 A%ET)
BT B



ER/N

1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4, FERIZOWNT P13
5. H&EGXREMDEE P15
6. BHITEE L THHET X FIHA P17



1. IILBIC

RIS OF M « ZRMEOMEROTZ DI, U SCEFIZE S W2 E AR RS
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFHN 72 5T B E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
PR & 72 o TR Y RRIFMBGEE & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MR E)
IZBWTYH, EHNERNEOHERHORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
MHEIMOBEZMLZIT 5 2 EnHIfF SN BT LTHERT 5 & & bic, BIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EEHER~T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
BRI IR s . — AL RE N B ARER IR N 2 M OV BN B AR RAFH 2 O
Job EERR LT,

RG L I HEIRSG, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4TS
— RS EE 240 mg (—#%4 =R~ T GEis 7R Z))

KA ERDMEIE - ARG OIBRAGE TR 00 B M e

MEERDMEROAE  BH, RAIZIZ=FRL~T GBI z) & LT, 1[5 240mg
Z 2 TG ST 1 0] 480 mg & 4 T8 IR C Al ssiE 5,
(L ZFEARTIRIR OIRIEUIBRA E XTSRS o Bl i 12k L C
AV AT (BEFHEBRZ) EOFHT 561, @, A
F=AR~7 GEETH#Z) & LT, 18240 mg % 3 i
AT 4 BLEHEET 2, T0%, =R~ 7 GBI rHz) &
L. 115]240mg % 2 HAIEIFE L 1 5] 480 mg % 4 JH HEIfEIFE T
ST D,

B I 5B 3O/ DNERIRA T ERRUAAE

(2%E)

I B D v — R A SRS 50mg (— k4 1 A BV A~ T GEI i Z))

DIFRE TN R, HIER O H &

Zh e XX 2h B ARIE YIRS RE USSR O B

HiEKEOH&E: =FRALery (BEHERZ) OBV T, @5, RAIZIE

AU LA~ (BEFHiaz) &L 10 1mgkeg ((KE) % 3 @RI T 4 BSHE

Hd 5,




2. AHNORK. VERBF

7Y — R S 20 mg,  [FESTEERE 100 mg & OVR ST ERE 240 mg (—k4 - =
R~7 (B z), LT, TRAL Evo,) 1d, AN T¥ERASEE 2 &
Ly 7 2% BT YA -~ ¥ —X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxf3 5t MU 1gG4 €/ 7 a—F LHETH 5,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U 7 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v oSEROEMALIREE %
BIZHRET L TW5d, PD-1 U W NIFHURE SIS B b O 2 22 Gk T8 B
LTHY, BMERAMEEE) LU LB TS PD-L1 DOIEBLLIEDELF
HIM & OMICADHBEBFRN & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS FHPE T Mo M E
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z EDRENTND, DI &2 H PD-1/PD-1 U 72 RERERIL, 23
AR TURRF A e T MM OWEBEEZ BT 5HFD—>oL LTEZX LT
Do

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T kDI
PEAL K OV AABIRNE k9~ 2 MBS TG M 2 58 3~ 5 & & CReft e PuiEssh i & /r 4
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 Bl 2R EIC 20 55 b0 L MIfF S,
R IR FR A A b B & L T BRI & S U L A 2k R OV DS AR S 4L 7z,

AFNOVEREFF 235 B EE O RIERUSIC K 2 BITE S0 & b bdu, B UL LTIC
ELAEMEDN S D, ARNOERGHROEREGRIZIT, BEOBRE HOITATO, BENR
O BIVIEE AT, B LI HBUTIE U REFIRY 20 ik & REBR 2 Ff D[RRl & s L Col
IR 24TV BE OREIRIZ L DREIER S DN 2 581213, BB EE AL
T HIOEGEOHYVLIVEZAT O LERD D,



3. BEREE
RIBYIFRAHE XX ERFE M 0D BB fages D A GRIRE I Z R 2 1T - 72 5 72 B AR R D Bl &
NE IR

[H2hE]

DEFELF AR RER  (ONO-4538-03/CA209025 7kb#)

MEFAEREERZET 2HEMEEGEA (T3 T =7 A=F =T VI Tz=T,
INYR=T ) e E TR A A T D AT SO THER RS 0D 38 B A R R ol e AR
821 13l (HA N 63 il & Gde, AHIRE 410 5], =~V AARE 411 B ZxRIC, =
R AAERRE UCTAA] 3 mg/kg & 2 M CaiiE Lz & & oatE ko
AR Lo, FERHMIEE Ch 5 AWM (LI, ToS) &9, ) (Ffi [95%
EREXM] ) 1%, AFIFET 25.00 [21.75~NE"] #H., =X U A AFET 1955 [17.64~
23.06] WHATHY, KFNT=~ U AR LFEHFICHBERIERE 2R LT (0N —
NI 0.73 [98.52% 58X [# : 0.57~0.93] . p=0.0018 [/&H!| log-rank f&E] . 2015 4% 6 H
18 HF—H v b47) |

1.0 B
0.9
0.8
0.7 e

. 0.6

ﬁ 0.57 = L:‘.L;j".::- . I. i i W
e 0.4 - .
0.3 o

—A— FFH|IE
D IO LA

0.2
0.1
oo\
0 3 6 9 12 15 18 21 24 27 30 33
at riskE ATEEIE (B)

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

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




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

HHATH-T= ONF— FE 150 [95%(54E XM : 0.49~4.54] ) .
* o HEEARRE (BUF. [AIEE)

1.0 -
0.9- '
08 - . e e s CEIED 6K O
0.7+

s 0.6 - —A— KE|E¥
77 0.5- oD IO LAEE
=

0.4
0.3-
0.2-
0.1
70 DR SR R s ST S S RIS G

0 3 6 9 12 15 18 21 24 27 30
at risk2g H774HRRE (B)

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

2 BARANEFIZRIT S 0S O EfENED Kaplan-Meier B
(ONO-4538-03/CA209025 #Ex%)




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

(LERRIEARTREE™ OMELTHE U TSR O W T R A B e e s ;B 1,006 61 (H AR NGBS
2 flaate, AV LYY BEHEEZ) OFH CUF, TRAI+-A ) A=T7 ] L
Do) PHEBS0 B, A=F =T HELLE ) AXRIC, A=F =T ERE LTERA+A
U b~ 7 O IER LM 2 et U, TERHMETE H Téd 5 International Metastatic RCC
Database Consortium (LLF, TIMDCJ & 95, ) U A7 535E" @ Intermediate % OF Poor U
27 OEE RF+A4 Y A~ T4 F, A=F =78 422 ff]) 12175 OS (HFfh

[95%(E4EIX ] ) X, AFI+A U LA~ THET NE [28.16~NE] W H, A=F =7}
T 25.95 [22.08~NE] ZHTHY ., K+ A Y A~ TEITA =T = 7K LR
WINCHBERIER 2~ LTz (O — R 0.63 [99.8%(E#E[X[# : 0.44~0.89] | p<0.0001 [J=
B log-rank #E] . 20174E8 H7 HF—% v A7)

*1 ;A ST 2 R H L OIRREN 2 WBE, 72720, LUFOSAITYZIGEEBICE O,
SEABIBR FIRE 72 B [k LT 1 BRI UM MBIRE (7272 L. & N SRR -+
(LAF. TVEGF) &9, ) XIEVEGF B AL & LA ZER<] 2T S0, 2oflt
B IR B IE O G0 5 6 1 A UL ERRIB%IZER L He
*2: Al 3mglkg (KHE) &4 BV A~<7 Imglkg ((KE) Z[FHIC 3 EEMRT 4 [BSREEE L 72%.
AFl 3 mglkg ((AE) % 2 AR CAEMEEE Lz, fERESEICBW T, AR &2 &Ik S
L., AV AT IEIARFOBRGHKRT S 30 oLl EOMREE BTG 2Bt LT,
*3: LLFOO~@®DWTHUT HZY L2ARWEAICIE Favorable U A7 1 X% 2 THH 2= H4 121X
Intermediate U A7 . 3THHLL L& T HA12IE Poor U A7 & &z,
OB AR & 2 H S Th BASRBR O EVEAEIR 1T £ T 1 4K . @Karnofsky —fiIkHE 8006,
@~E T\ B AEDEAEE FIRAT., @fERO D LT MED 10 mgldl B2 5. O4FHEREAN
FHAEME LR 2E 2 5, @f/IMEED LA LR A2 2 5

1.0 rv-{,,"s’.‘
0.9 }-‘X\\
'.' \
e e
0.8 V.. e
'; T
s 07
2 .
A b S—
= 06 Y -
< N-’
S o0s T T >
S
&£ 04
o
2 o3
[ —_— AR A 4
0.2 —mm— g A=ZF T
% L TR
o
OAOY" T g T e, T P ———
o 3 o 9 12 s 18 21 24 27 30 33
Overall Survwal (Months)
FRA+AL) 57T 425 399 372 348 332 318 300 241 119 44 2 ]
R=F=TH 422 387 352 315 288 253 228 179 89 34 3 o

X3 0S OHEfFEITEO Kaplan-Meier Higt (ONO-4538-16/CA209214 #A5R)
FENTRIREM : Intermediate XU Poor U 2 7 BE

6



72k, EBEILFEHIHEFER (ONO-4538-16/CA209214 #AER) (23 C, IMDC Y 27
7 FE7N Favorable U A 7 O B X F HWAHITE H OfEAT I GEER & Siedo T, Yikak
BRI A A S 372 Favorable UV A7 ORBRFEOT — XTI & RN 21T -T2
R, AF+ A BV A TR L CA=F =T HTRFRERME LTS (T
B,

10p&e—asxl-cemen

0.9 — T o
0.8
0.7
0.6
0.5
0.4

03

Probability of Overall Survival

0.2 — AA+AE Y LT
----- t R=F =T
0.1 ORTA - $TEID

0.0

=

T L L} ) L} ) L} ' |

0 3 6 9 12 15 18 21 24 27 30 33
Overall Survival (Months)

FH+ AT AT TB25 124 120 116 m 108 104 98 78 27 2 0

ASF=TE 124 119 119 17 114 110 109 104 84 32 3 0

4 OS DFREENTRED Kaplan-Meier #i% (ONO-4538-16/CA209214 3Bk)
FRMTRHEEER : Favorable U 2 7 B8



[Ze21E]
DE BRI FH MFEFAER  (ONO-4538-03/CA209025:k54%)

B EFGUIARAIRE 397/406 61 (97.8%) . =1 U AR 386/397 i (97.2%) (272
Hiv, 1R & ORI RBIR DG E T & RUVVE FFRITIAAIRE 319/406 5] (78.6%) . =
7 U AARE 349/397 ] (87.9%) (RO HALTc, WL ORETIHILED 5%LL_ EDRIE
HIZTTEROEBY ThoTz,

£ 1 WTNHLOBETREARD 5%LL EOBIER (ONO-4538-03/CA209025 FRER)

e e B (%)
Rt AR TR AR
" 406 1 397 4l
(MedDRAA) ver.18.0) 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

2RIEA 319 (78.6) 76 (18.7) 0 349 (87.9) 145 (36.5) 2 (0.5)
MER LY R kEE

B 1 32(7.9) 7(1.7) 0 94 (23.7) 31(7.8) 0
W WREE

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

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

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

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

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

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

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

95 57 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

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

A MV 17 (4.2) 0 0 56 (14.1) 2(0.5) 0

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

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

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

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

3L AT a— L fiLE 2(0.5) 0 0 29 (7.3) 0 0

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

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

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

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

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

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

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

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

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

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

Jitifig 2 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
KRB X O Pk

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

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

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

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

95 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0

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



Bl (13.8%) . KEEZ « EEO THI10 6 (2.5%) . 1 BBERE 1461 (0.2%) . FFHERER:
X 46 1 (11.3%) . TR 161 (0.2%) . HURIRBEREREE 34 1] (8.4%) . ffefEE 55
Bl (13.5%) | BHERERETE (RS RIEMER 2£5) 28 ] (6.9%) . RIBHAEREE 6 4l
(1.5%) . infusion reaction 21 {5 (5.2%) . FEFEDLEREE 4 61 (1.0%) . T EAEHKRE
fEE 2 B (0.5%) . BEZR 1B (0.2%) KROSE I EKE 141 (0.2%) ARH LN, £
7o, EREANEEAE, OFFAR. e MRS ESRBES . IS « BEREA M OVFRIR f e €
FIEITRR O BV o T, AREIWERRBBLR DU EFRS (RAMEERT L ET) 25
DR TR,

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

HEELIIAA+ A BV L~ TR 544/547 1] (99.5%) . A =F =7 Hf 532/535 14 (99.4%)
IZRO DB, IRRIE L ORRBERDEE TCERVWAFTFLRIIAF+ A Y A~ TR
509/547 5] (93.1%) . A=F =7 #f 521/535 5] (97.4%) 2D BTz, WTIHOHRE
THIBED %L, EORWERIZITRDO LB ThoT,

K2 WO THREEMN 5%LL EOBIERA (ONO-4538-16/CA209214 7RER)

Btk (%)

Sl g SNk
BEBINGR FATAE Y bv B x=F =TI
g(iillngRA/J ver.20.0) 547 f 535§
T 4 Grade Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5
EIEA 509 (93.1) 250 (45.7) 0 521(974)  335(62.6)  2( 04)
MR L 3 RfEE
1 34( 6.2) 2( 04) 0 83 (15.5)  24( 4.5) 0
i ER R 1( 02) 0 0 30( 5.6) 3( 0.6) 0
I v BRI 3( 05) 1( 02) 0 69(129)  32( 6.0 0
IfiL NS E 2( 04) 0 0 95(17.8) 25( 4.7) 0
o WAk
B e AR A 28( 5.1) 11( 2.0) 0 0 0 0
FOR AR RETOESE 59 (10.8) 2( 04) 0 12( 22) 0 0
R AR P E 85(15.5) 2( 0.4) 0 134 (25.0) 1( 02) 0
B IEREE
L5 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
EREES R 9( 1.6) 0 0 30( 5.6) 0 0
{8 35( 6.4) 0 0 39( 7.3) 0 0
T 145(26.5)  21( 3.8) 0 278 (52.0) 28( 5.2) 0
A PNz 31( 5.7) 0 0 32( 6.0) 0 0
HIEARR 15( 2.7) 0 0 96 (17.9) 0 0
53] 3( 0.5) 0 0 27( 5.0 0 0
B RE YR R 6( L.1) 1( 02) 0 55(10.3) 0 0
1T 109(19.9)  8( 1.5 0 202(37.8)  6( L) 0
RIDS 23( 4.2) 0 0 149 (27.9)  14( 2.6) 0
M - 59 (10.8) 4( 0.7) 0 110(20.6) 10( 1.9) 0
—f « EHEER L OB G OREE
87 iE 72 (13.2) 8( 1.5) 0 91 (17.0)  12( 22) 0
9% 55 202 (36.9) 23( 4.2) 0 264 (493)  49( 9.2) 0
FENE D NE 13( 2.4) 0 0 152(284) 14( 2.6) 0
ERiElREA 25( 4.6) 1( 02) 0 20( 5.4) 0 0
FEEL 79 (14.4) 2( 04) 0 33( 6.2) 1( 02) 0
7N
ALT H4/0 60(11.0)  27( 4.9) 0 50( 9.3) 8( 1.5) 0
72 7B 71(13.0)  31( 5.7) 0 41( 1.7y 17( 32) 0
AST H#4n 58 (10.6) 19( 3.5) 0 49( 9.2) 7( 13) 0
7 L7 F =8 35( 6.4) 1( 02) 0 35( 65 2( 04) 0
i A ELR AR R L AN 11( 2.0 0 0 30( 5.6) 0 0
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B (%)

“‘*E’J”Zfﬁia AF+A €Y b~ TR Z=F =R
%ﬁ”{‘;‘DR ALJ ver.20.0) 547 {3 535 {5
¢ ver.g. 4= Grade Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5

Y ox—EHN 90 ( 16.5) 56 (10.2) 0 58 ( 10.8) 35( 6.5) 0
hif H ER B D 3( 05) 1( 02) 0 40( 7.5)  23( 4.3) 0
M MR 4( 0.7 1( 02) 0 73 (13.6) 36 ( 6.7) 0
IR 18( 3.3) 0 0 28 ( 5.2) 0 0
M Bk E A 6( 1.1) 0 0 40( 7.5  11( 2.1 0
R L OsaEREE

& IR 28 ( 5.1) 8( 1.5) 0 10( 1.9) 0 0
FEXNEBIES 75 (13.7) 7( 13) 0 133(249) 5( 0.9) 0
ONER e PSP ON ey ek 1

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

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

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

i R 40 ( 7.3) 0 0 46 ( 8.6) 0 0
EELE 0 0 29( 5.4) 0 0
T - BT SR TR AR 5( 09) 0 0 231(432)  49( 9.2) 0
O FEIE 154(282) 3( 0.5) 0 49 ( 9.2) 0 0
i 118 (21.6) 8( 1.5 0 67 (12.5) 0 0
BEIR B IR 5 50( 9.1) 8( 1.5) 0 22( 4.1) 1( 02) 0
B2 2( 04) 0 0 27( 5.0) 0 0
TG 0 0 43( 8.0) 0 0
i pEE

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

B, AFN+A B A< TEICBW T, MRS 136 1 (24.9%)
(17.9%) . FRIREEREREE 147 5] (26.9%) . BHHEAREREE 46 1 (8.4%) . W& MEAEE

35151 (6.4%) . KM% -

. FTHERERE 98 fi

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

FEERFERERE T 24 (9] (4.4%) | BIEHERERE T 32 4 (5.9%) | 1 AUHEIRYN 5 11 (0.9%) |

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

N2 2 451 (0.4%) . infusion

reaction 22 5l (4.0%) . 5 & 5 B¢ 2 i (0.4%) . L2814 (0.2%) . %€ 2 141 (0.4%) .
RESCARRMRAE/ < 43T —102 f3i] (18.6%) . T 71 (1.3%) MK OEAR fnAz ZERE 2 15

(0.4%) WFRD BT, Fio, M/ MR SRR & OB R 135890 B
oo, ARIWEHBEBURDUIREESES (MAREEREE L ET) 230EFREREL R

B
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[t - HE]

AR ORHEMEYBETT L ZFA LI 2 2 L— a3 102k 0, AHKI3 mgkg (K
) NIE 240 mg A 2 MM TG L2 EROARF O MG PR E DG Sz, £ 0fk
R, A 240 mg &G UTBROREREIL, KA 3 mgkg ixh LI BROBRE & & ik
LCREEZRT & TFRHIENTZbDOD, AARNBEICEOTHARENHERINTWDH
% - A& (10mgkg % 2 BRIFIR TR L) TARFIZ &L LB OREE & & g L CE
g e PRSI (FR) AT EEOREICKIT 57 — 21255 AH| 3mg/kg
(RE) I 240 mg % 2 BRIFIE CTEG L7ZBROARFI OMRTE & & AW T et &
OB A T DRI SOGT T A DEEE S L, Y EBEIZ OV TIREI M T h v o kiR,
RO - HEOB THEIIMER NEEMICHEREZR T n e FlSn, 72, B
MRS BT 57 — XIS X AHl 3mgkg T 240mg & A U A~ 7 1 mg/kg
Z 3 ERMR TG LB OARA OMREE & & Z4at & OE ARG 2 BELSTET
IUBHEEE S, YKBEICOWTIREI M ThNof R, Eito L - AEoM etk
AN FA =t e e R i [ g Wt

K3 FROEKWERNT A—F

- Crnax Chnind14 Cavgd14 Cimax.ss Cmin.ss Cavess

(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W (%Ziw) 00%;5) UlT%9) (ﬁ&iﬂ) (M?im) (m?fw)
240 me Q@2W <513%ZO3) (15§f§219 (25i?i78) (1o;f254) (41iZ?58) (62a??87)
10 meke Q2W (14;?;19) (513?392) <7933§14> (33??232) (18i};13) (23§7§86)

HRAE (5%, 95%47) . Q2W : 20 FIFHIFE . Cimax : AIIEIHR 518 O g i L P IREE, Crinars 1 #IEIF 57214
H BIZIRT 2 BRMIIE IR, Cavears : HIEIHRE% 140 B £ TOFHMIEFIRE, Cmaxss © EFIREBIZIS
T D MIE TR, Cuminss 1 EHARIBIZI T 2 BARMIETIRIE, Cavess 1 EHFAIRIBIZIS T 2 FEHMLIE T
TR

Fo AR ORENEYENEET L EZFIH LIV I 2 b— a3 2L 0 | AH| 480 mg
Z 4 BRI TR XUIBEAGE O L - &% TG L 7ZBROARA O M35 R 3 it
INic, EOREFR., KAl 480 mg # 4 HFHE TG LIZBEOEFIREBIZI T 58 im
EHIREE (LLT. [Cagss) &EVMD0) 1. A 240mg & 2 IR TG L 72RO Cavgss
EHUT D E TSN (FR), £7o. KK 480 mg % 4 MR TG LIZBROE R
WRBIZBIT DimMIETIRE (LLT. [Chaxsd £V 90) 1E, AHI 240 mg % 2 1 IR
THEE LTEBRD Coaxss £ B L CRIEZ T L FHISNIZH DD, HRANBEITBWT
DEMENHER SN TV AL - JI®E (10mg/kg % 2 R TR E) TARFZ#HKS5 LT
BROD Coaxss & L CTIREZ R & FHIS N (THR), Mz T, BEOBECBIT 5
T ZFESE . AHKI 3mgkg (KE) F7213240mg & 2 IR, 3 L < 1ZAHA] 480
mg % 4 BRIFIRE TG LI BROARK O R & & A2 XL et & oBEL R 5
BEEE NG E T VR S, SEEEIC W TR TO SR, B0 MiE - HE
O M THINE R LMW R 2RI TRV & PRl S Uz,
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K4 EFNOEYELNT A —F

v - B Crnax Chrmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

3 meke Q2W (352 '760-8) <16-25750-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)

240 me Q2W (51-712’203) <23-33?'539-0) (30.‘5'670.9) (102,5354) (41?57,'%1358) (62.11(,)9187)

50 mg QAW (103307) (15.25?17.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)

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

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

2AMFERE. QAW : ARG, Cumax 1 HIEIF 514 0 f i MLIE IR EE
Crmina2s : A 5-1%28 A HIZF51T 2 SR PR EE . Caveazs : IR G428 A H & T2 i ik EE |
Crnaxss * EFARAEIZIS T 2 B MG FHEE . Comninss  EWIRRBIZ IS D B RILIE PHLEE, Cavess : EHIREE
(30T 2 SR R
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4. HERIZOWT

(BB R IR OARIABIBR A BE X T E R M o B A AR L 3~ 2 358121, &G
e UCHEABRGERE (2FRE) SBEohTnas 2 ennn, YA 2 EuIcE
MiTE DMK CThHOULENDD, TO LT, EFEMLY A7 EHEGE (RMP) IZHKEOX,
AFN D =S i 22 A VEREATE B~ D o I RHN 8 2 Maik Tdo o T, RFI OB G- M) 72
Fa 2l - FrE L, AFIOFGIZ I BERREAZRBEBL L ZBRITHIST 5 2 & A3
27D, UTOO~BDFT R CEH-THHICBWTHERT 2 XETH D,

O MEFRITHOWVT

D1 T (1) ~ (5) OWTHNIEST LR THD Z &,

(1) JEAFERENEET 203 AHE ISR BESE (BB IR 23 A2 RE B HL IR B
HiUs 3 A RS FEEE LS URRT . HUS AU R2IRIREE 7R &)

(2) FEEHEREIPL

(3) FENFEANF NG ET 203 AU FEEEFRET (D5 AR EEER EIRbT, 23 A2
W 1IRBE. A AR EHEE R PE /e &)

(4) I RACFERIERE & 3R E L, SR FRIEINE 1 XTI FHIEINE 2 Otk FEYE
(AR D E1T > T D fitiak

(5) HUEMEREES AL & BN O Jiti 3% FEHEIZ AR B Jm 21T > TV D Btk

O-2 B O b7 RE K ORIVERZEBURE O 43 22 Fnilk & B 2 Ko ERT (T
ROWTIDITEL YT HER) 2, Y2 R OARFNCET IR0 EMTE & L CRIE
ENTWBHZ L,

#*

o [ERIGEFESE 2 EOHAHME ZE T L2121 5 UL ED D ATRIED BERHE &
fToTWHZ &, 95, 28D RIT. DAEMIREAY XL L-BREEZOHHE 2
IToTWVWbHZ &,

o [ERENRFFEUERL 2 SFOPIMIMHEZE T L72RIC 4 FELLEOWREREHF O RHE
1o TR, 956, 280 B, BHIIEE O A SEWRETEZ & Te S ATEIE DGR
HHEZIT->TCWAHZ &,

@ BEHNOERLEREROERICONT

S R R B T 5 BT E DB S . BUIERE D IR N . HM: - %
SMEIE MR OB LR OVE RS X3 2 MR O, A EHEARA LB E ORE
ST SERERINATOR B R E STV T L,
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@ BIEA~ORIEIZDWNT
@-1 R B 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
EEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, EBICHIEATRER KR - T D 2 &,

@-2 ERWFEIC L 5FEESINICET 22N

AR 5 BT 72 5 e O\ Re 2 A 2 BIRIERE D RIEE=2 U 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, b, BIRIAHNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
NS, EEDO TR, 1 ANEIRIE, e, IFlRelEE, R, mrEiRgE L, FRmR
BeREREE . THERMAREERES, MREE, BEE, AIEEE. MK, BEORERE, §
JRIMAEZEFEIE, infusionreaction, EEFEZR MK, MEKERIEMRE, M. PER, WE
DORIEROG, PIE R wNE, OBl (OIS - tRIR - S PEIAMGHS) | JEEE HA i
JEFLSE) (T3P LCL Yaghiiax ST BRI Z A3 2 EM & EE L (RIEH
DOZWrPKHSIZB L CTHRER O EEZ T oNL5MICHH 2 L) EHIZHEY) e dlE
N TEDHIRFPESTNDH T L,
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5. BEXB LR HRE
[HZhEIZ B3 % FI1H]
O TROBEIZBWTARAOGIMEDRFES L TN D,

o MEHAMEFERLZAGT 20EMEER (T F=7, A=F=7, VT7
=T XY R=TE) 2ETETFRIEREEZ A T ARG UIRARGE X TR D
RIS AR (A BB 5-)

o ALHRIERIGHEDIMDC U A 7 45%5E7)5 Intermediate X 1 ZPoor U 2 7 D (DiRTEH)
PRARE ST MO B MaE RS (A B A~ T L O E)

@ TREICHEE T 2 BE T 2 AR OR G X O IFEIC OV TR, KEIOA R
PHELENTE LT, AFOEREGXR LR LR,
o ALFIERIGEBE ROV A N A VRBN OB OIGEE A H T 5 BE Tk
2 AFN BB -
o IR,

GED) [ g 7 45 AR FRER (ONO-4538-16/CA209214 35) 123V T BL FODO~@®D W FHUC 3524 Lie
WA 1213 Favorable U A7 | 1 X0 2 THH #1729 H5 1213 Intermediate Y A2 3THH LU EA2G7-3 546
\ZiE Poor Y A7 L&z, (6 X—T&M)

BRI & 2 ST DA O BEIEA B 1 £ C 1 FRm

Karnofsky —fi%{KHE& 80%Alifi

B B A S T IR

WIEH D AN 7 MMED 10 mg/dl 22 5

IFHPERE DS E Y LR 2 2 2

M/ RECDS FEVEE FIR 2 2 %

CISICISICHC)
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[Zz 4E Iz B4 % $H]

O TFTRICEYTLIEEICOVTIEIAAORGPERE SN TVD ZEND, KEE1T

DRV L,

o ARHNDORSTI R UIBBUEDRBEERE D & 5 B

@ WM OFEIC BT FRICHS 5 BH IOV T, AAI O F AR S 1R
P, OB 2V AR | HEICAA 2 BT 5 2 L 2 EETX 5,
o BELPERRS RO A B URBERE 0 b 2
o I BT A D B HE T OV IE O SO RIS O R i ¢

DM RIEMERE N A DI D BH

o HORERBOEPH SUTEMERLH L I3 D B SRR B OBER O

b5 ERE

o S BAEE (SR EEE E) Db D EE

o RBEOBGSUIBE AT L EE

e Karnofsky Performance Status 70%Alifi 72 o

(#2) Karnofsky Performance Status (PS)
Score EF
100 | EH, BEICHT 2 BEOF XAV BHIERZ L,
IEH OGBS ATRE, Frnl/a BN g2y, 90 BVBRIERITH 503, IEFTEE) AJRE
80 D72 Y BRRIEIRA & 2 23, 8577 L TIER OfEH) i RE

ST D LI RERE, HETARTE T, A 70
HITIF L A EBEABRFCRICE D bOTH D,

HorBE OMFRITE 228, EFOEH - 55832 2
&I TRE

e : 60 HAWCKLERILIITEDN, L EENPPLE
RABRIEORDELE =TS, S0 | il B LT B & OO BT A D
40 BT U RERES L OE# D
FOREY DO LEAZTTER, JifZd o0 30 2LEIT T ABRPBELEAEITE LEE - TRy
ERBEOFH L AEOFEUELEL T 5, HEB | 20 | FEWICHIE, ABEA LI CHE MBI L E
PEGHICHERT LTV 5 WTHEMED B 5, 10 [ ZEMZSE-C0 5
0o |
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6. BEZELTHEETREFIH

O  IRFASCEREIIIN A, BEEIR B D IRAET 2 ERFE 2D & AR O FeE K& OV Ef#
RO 7= DI B w2 o B L Co bR« 2 L,

@ JHREBIAICENL D . BE T F OFRICE MR EREZ oA L, FEE25
ThoEETHZ L,

@ EREWEHO~XT AL MZDOWT

MR EN D oD ZENH DD T, AFOEEIZH 1= > Tld, BKRE
W (REWR ARIEE, ik, FEEVE) OREFE M O X Sl d o FEhnd, Bz +5
IZATH 2 &, Fo, MBS U THE CT, i~ — I —FDMm&%Z T+ 5
Z &,

AFN O EILEE D infusion reaction (i 2. CERARI H3 22kt T& 5 U
faAT > 72 EChtAT 2 2 &, £72.2 [8] H LABE O A 5-FFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIT A Z A
CERET H%, BEHEOREBE+SICBIEET 52 L, 70, infusionreaction &
L LG E 12, R TOBELOERAERIZEIE T 2 £ ChEE 2 +o8ls
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G-I I3 E IR N0 i rE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx R EEW R
DHLOLNDZENHD, BENPRDOONTHGEITIEL, BERLEEFRITL U
B 72 ek & R 2 e Al & i U Cli bl e BRI W 21TV, IR D
FOGIT X 2 BWER DN g0 23551 21E, AR ORFES T I, R ORIE BE A
WERIOBRGEEBRETDHZ L, B, BIBRERNLVEOREIZLYEIE
M OYEEDRFRD B WA TR, BB RE ARV LIS O Sz il Fl o8
HEET D,

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

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

@ AANOEEKRBRICTIBN T, ALFRERNREEE T 2 Al 5 Clask 5-Miah
S 1R 8 MM I L, LA RIRREFICB T 24 VY A~ 7 AL TIX
BeGBRAE O VAR 6 I Z & (WIENT 12 #E%) ([CAIEOFEM 21T > TV
722 L BSBIT, ARG PILEMICEGRE CHROMREITH Z L,
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HEERHEEST A RFA v
=R~ 7 (B FHE#Z)

(BR5E4 « A7V —ARFEFE 20 mg, 7P —RRHFHE 100 mg, A7 P—
AN REFEE 240 mg)

~HHARSF ) VN E~

FRR2 94 A (fFn 24 9 AR
BT BE






