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(%)

(%)

MST-High A7 %Kil - EEICEET 5 v —AR A &
EHER 50 mg (4 - A ¥V A~T (B4
#z)) ORhEEXITEhE, HIEK A&

hEE AT © S AL REZ IR U 7o IR B BR
AREZR LT - BROEHE~A 7oV T T4 MK
P (MSI-High) #3245 - EAGE
HELEOHE . =R v~7 GEaffhz) & off
Az, @i, RAICBA YY) A=7 (EisTt
AHAz) L L T1E1 mg/kg ((KH) % 3 M [HIFE
T4 FEEEEFET D,

4R

3. ERAR R

()

[ 5]

WESNE TLARZRBR (CA209142 3ER) (52

(KA M5

(LEHEEED 8 5 02 IR REARIET - FIR O
dMVR 4 3213 MST-High (PCR %) 2 244 2 fEh5 -
IR T4 B2 KPS A3 me/ke % 2 MR
PR C AR L7, BRI E T h D B R

4R

3. ERARARAE

(%)

(2]

R T ARRER  (CA209142 #kBR) 52
LRI O & 5 T2 IR UIBR A BE 72 1T - R D
dMMR %) X MST-High (PCR i) % & 453 2 M -
E G B T4 Bl k51T, AAI3 mg/kg & 2 A [H]
IR Al EE L, EEFFMEE Th 5 F4h=%
(RECIST HA KT A > 1. 1 IZHES < TR BREEG Al




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

(JE2) CA209142 RERDEE D ar—FD o b, 1k
SRR D B 5 MSI-High # A9 25505 « EE %
%L Uiz adk— MBI 5 AF EMmE G55 L)
AHLAE) A~T GEEHEBEZ) L OUFHES
BEDFE R DWW TR,

(JE3~5 W)

HEIC L D7EEEE (CR) XUEERsyZE%h (PR)) o
RREAFORE 51T, 31. 1% (95%EHE XM : 20. 8~42. 9%)
ThoT,

(1E2) CA209142 HBRrD 3 oD adk— D H b, bk
PRI D & 5 MS1-High &9 2 5515 - IE ¥ &
Gl Lz adk— MBI 2 ARAHEME 5RO\ T
FoEl, YiZadR— MIBWTHARANEE ISR L
IR o T,

(JE3~5 W)

5 ~<—

1 EBBRAEEKLOZEGDHE (CA209142 5A5R)
(RECTST ver. 1. 1, A RMWERENT I REM . TRBRE(T
ERREIE, 2016 4E8 H10 HTF —4 B v b A7)
(& 1)

EHEA ) b~T (BEiaMBZ) & OPFHE
)

LBHRIERE O & 5 W) IR GE /AT - RO
dMMR %) W% MST-High (PCR 1) 5 253 2 kR -
E R 119 B &2 502 KA 3 me/kg MO &
VA~7 (Bl fH#iz) 1 mg/kg Z[EHIZ 3 MMM
PR C 4 PlLAgmEE L2 % AKX 3 mg/kg & 2 B fH]
bR Coafi e Lz, EHEAMIEE Th 2B %E
(RECIST H A KT A > 1. 1 ICHEES < JRBREAEERT

5 ~—

1 HEBAEERKLOZEDE (CA209142 5A5R)
(RECIST ver. 1. 1, HZIWEMENT I G4ERM, TREREYS
EERRHEIE, 2016 4E8 H 10 HTF —4 B v b4 7)
(£ W)




FIEIC K 552478 (CR) UFHS378%h (PR)) O

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

=y
#£2 EEBREDEKLOEER (CA209142 ABR)
(RECIST ver. 1.1, HZMWEMNTXISEEN, 1BBRERD

HIE, 2007TFE7TH6 AT =2y b4 7)
(F ")

6 ~<—

[Z2421%]

WESL A T AHFRBR  (CA209142 #R5BR)

(A B 5-)

BEHEST 71/74 5] (95.9%) 1T HiL, 1BERIE
EDOREBBNETE TE WA ERRIT 51/74
(68.9%) IZ@O BTz, FEHLED 5 %L EORENWEM

T FERDODEBY TH-oT-,

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

(£ 0%)

(%)

(FAlLA Y A~T GBIaFHEZ) & OO
5.)

AEFELIE 118/119 ] (99.2%) (258 Hiv, (A6

HEDKREEBRNEE T RWVWHESFEZIT 87/119

Bl (73.1%) ([ZEEH BTz, FELERN 5 %L EOEIE

5 ~—

[Ze4tE]
LR T AR (CA209142 3R05k)
HEFERILT1/74 5] (95.9%) 238D S, 1BERIE L
ORI EBEBENEE T2V EEFERIL 51/74
(68.9%) (Zi® LAz, FEBLED 5B EORIEM
IFzE20LEEBY ThoT,
F2 FRERN5%LEORIVER (CA209142 #BR)
(2 MR X GAE )
(# W)
(%)




7y

AETROLEBY THoT,
£4  FEBEN 5% EOFIVER (CA209142 3XBR)

|

(& MR AT R SRR
(F W)
7k, HURMBEREREE 24 B (20.2%) , AFHEREREE

23 Bl (19.3%) . fHEREEE 16 51 (13.4%) . FEEGH

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

B (5.9%) . EHEAREFETE 6§51 (5. 0%) . B FBEGERE

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

reaction 4] (3.4%) . KIFR - /MER - HEDT
4] (3.4%) . THEEREEEERET 31 (2.5%) . IF&k
3B (2.5%) . Lo 14 (0.8%) . MM - BEAES
141 (0.8%) M OMAEZR 1] (0.8%) 2F8H BT,
T, EIEAMEIE, AR, . 1 BUBEIRYA .
A4, fE{CPERBAE I8 FRRimn e S8te e, B 2 i
s E, MEKERRERRE, M, S 9Bk, M
HIfL ., EFLIEER D B o 7o, AREIVEHREIRI
FRH S (FRARMAEEE 2 5de) & B eEaiE
RrorTd,

gy

(% - HE]

AF|OREMEYBREETALEZFA LY I 2 L
—va izl KHI3 mg/kg (RH) XiX 240 mg
% 2 W R CHR G L 7= BE O AR o Mg iR A

7Ry

[k - HE]

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




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

WA A E 2 AHI3 mg/kg (KHE) U3

240mg A Y A~7 1 mg/kg (KE) % 330

bR TH G L EBR D2 VEIC A REZR 75 BT A L 72p b

EHERI Sz,
#£5 AFIOEWYEHE T A —H
£/, MSI-High 2 A9 Ll - ERMEE DT —X

% 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)—

(




(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 — A REFHE 20 mg, 7V —RRHFHE 100 mg, A7 P—
A IR R 240 mg)

~ FE/ N AR R ~

ERR2 92 A (fFn 248 9 AET)
BT B



ER/N

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



1. IILBIC

RIS OF M « ZRMEOMEROTZ DI, U SCEFIZE S W2 E AR RS
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5T BLE R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
R & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 (CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHRAORE(LHEZXS Z L L ShTnd,

BORVERM T ESR L, KB ERASCL ST 2 7 7 A VB DO ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEIZET HERNH0ERET 5 £ TORM,
MHEIMOREZMLZIT 5 2 EnHIfF SN BT LTHERT 5 & &bl BIfE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBEMESLZNE TILELN TV D EFIFR -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARITA BT A A%, MSIATBOE N EIE G RS SR, A FEABAR
BRI 7o, —AFEENE N A ARBRIRNBHE S FrEdREFTEENE A B AR P2 &k O
—MRFEETEN B AR ZR 2D/ b LR LT,

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

R ERDETNE © CIBRAREZRHETT - PR O IR/ INHR R At

WEERAMEROHE @E ., A=A r~7 (BIE TR Z) & LT, 1[240mg
Z 2 MG S 1 0] 480 mg & 4 W RI6E C AT 5,

f3E IR 5E ¥ F N IRG TEEASH




2. AHNORK. VERBF

7Y — R S EE 20 mg, [FASTEERE 100 mg K OVR S ERE 240 mg (—k4 - =
R~7 (B ffz), LT, TRAL Evo,) 1d, AN T RS e 2 &
Ly 7 2% BTYU AR - v ¥—X 2747 (BMS) ) 23B% L7-t ~ PD-1
(Programmed cell death-1) (Zxt3 5t MU 1gG4 €/ 7 a—F LHETH 5,

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

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T IR T 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U & K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v SEROEMALIREE
BIZFRET L TWb, PD-1 U W RIFHURE SIS B b O & 22 IRk Z T8 B
LTk, BMERAMREEE) LU LB T D PD-L1 OFEBLLIEDELF
HIM & OMICADHBEBFRN & 5 Z & HE I TW% (Cancer 2010; 116: 1757-66)
F 7o B NE S CIXAEEE T AN EET DA v X —T = a > H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMARIZI T D PD-L1 ORI LIk O
AALEHIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS B5PE T Hiia o Hifa &
JEME AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GEEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERE&IL, 23
AR HURRF A e T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

ARFNL, SR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IS/EA L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 MRS TG M 2 58 5~ 5 2 & TRk e PLidgsh iR &4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEER I 2 B 2R EIC R0 55 b0 L MIfF S,
e/ B Ao & LT BRI A e L. A bk, Zat kOB R
iz,

ARANDVEFIHERAC IS < M O S RIS & B BHEM %23 d 5 b, TE I
EDFREMEDN & D, AARIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L2 HUTIE U B 2 ik & B8 & FF o R Afl & L Col
EI7RERIZ I 21T\, B ORIERIRIC K D RWER MDD AT, IR AR L
U FI OB GO YR LE AT 5 LERD D,



3. BRERAE
UIBRANREZR AT - AR OIE/NAEAE (R ERE K OFER - ERRE) O7KGRREICRE
i 247 > 72 2R B AR B BR D Rl AE 2 7R T,

(AzhE]
(R B B2RE)

OEWNE DR (ONO0-4538-05 #ER)

7T F R BT RIERE 2 A 2 UIRAEE R B H1/ IV ST 3 O /i 2 bR
B3 (ECOG Performance Status 0 2OV 1) 35 il 255212, AHAl 3 mgkg % 2 M EIE T
RIEFHE L7, RERHMBEE TH LR (RECIST A 7 A > 1.1 i< il
HEIZ LD CR UL PR) 1E25.7% (95%(EHEXM @ 142~42.1%) Th o7z, 72k, FAl
2R E L2 BN 9.0% Th - 72,

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

7T F SR a G AL FIRERE A2 AT D UIBRAREZR B 1/ IV SUE 3 O /- bR
8% (ECOG Performance Status 0 & TN 1) 272 {5l (ORAIEE 135 i, K& & FB/L8f 137
B) ZXRGUT, REZ X'/ Z3IRE UTARR 3 mg/kg % 2 J#[FRIFE CRIEEE L,
FHEAHMIE R Th 5 A FWIM (FIRE [95%EHXM]) X, ARAIHET 923 [7.33~
13.27] A, REZFBARET6.01 [5.13~733] BATHY ., AFNL FEH TN
* U FRICHE B RIERE Z /R LT (O — R 0.59 [96.85%(E#EHX M : 0.43~0.81],
p=0.0002 [J&%!| log-rank fR7E]) .

e
~

e
o

e
wn

°©
s

Probability of Survival

It
w

0.2 =B
o TTTEETTTTTTR
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% ClI : 6.01 (5.13, 7.33)

X1 OS DH[EfEHT D Kaplan-Meier #ifi (CA209017 #5k) (HE(EAL /-2
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(FERS - R g)
OENH B (ONO-4538-06 #kR)
77 F R e G UL RIERE 2 AT 2 U2 B B/ IV XTI O IERAE B
i 8% (ECOG Performance Status 0 2 TN 1) 76 il x4 G212, AAl 3 mg/kg % 2 [ IR
THRIEEE Lz, FEFHIEE TH 2803 (RECIST A R7 A4~ 1.1 IZES<
JLHIEIZ L D CR UL PR) 1E19.7% (95% (58X ] : 12.3~30.0%) Th o7z, 72d, F
ANZERE L7 BRMENIL 9.0% CTHh o7,

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

7T F RN h G T FIRIERE A A T D UIBRANREZR TIB 1/ IV LTI DI R B
JeE & (ECOG Performance Status 0 2 OV 1) 582 5] (RAIRE 292 i, K& & % /L 290
B) ZxRIC, REX X323 E L TARAl 3 mgkg % 2 MR CARmimE Lz,
FEFHMIEE Th o 24 (FRE [95%EFXHE]) 1. AFIFET 12.19 [9.66~
14981 A, FEHZFEARET9.36 [8.05~10.68] W HTHV ., AKX FEZFE/NLIZ
* U FRIICHEBERRIEEZ R LT (O — R 0.73 [95.92%(E 48X : 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 HHEfiFEAT O Kaplan-Meier it (CA209057785k) (HE/EAL S L 724EH)



(PD-L1FEBLIR I DA =M e 0224

WAV ITFEGRER  (CA20901 73888 & UNCA209057:88R) (LA AN BB ED H B, il
FERRRIC 3\ CTPD-L1 &2 J 3 U 7= SEEinAE 28 5 0 2 E1A (LT, IPD-LIZEBIE | L 5H,)
BT DR DN IO BE DT — XIS E | PD-LIFEBLHRBINZ ERIRIIT AT
AT S T IMER O ZRMEORERIZLL T DO LB Tholz,

HAEICEI LT, REERETIE, PD-LIORERICEL ST, Re& 3B/ L ik

L CAAIRE COSHMER T HHF A3FED H 7=,
FER F R Tl PD-LIZEELR N1 %A OB AT R Z 2 LR LI ZIEFEOE R T

HoTe (T,

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

77 ANEREETH T,

0.9
\
0.8 \K--.

I

Probability of Survival
o o
> &
i
i
JH
¥

i

=

o
o

o <

ol
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)

N

>

Probability of Survival
o o o o
0

)
W

i

|

]

o
2 /
@ i
i
o i
B
,,—‘_If

o ¢
N

°

b
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 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 Bk D PD-L1 FEHEH|TD OS O HEFHT D Kaplan-Meier HifR
(£H : PD-L1<1%DBELF. AKX : PD-L1=1%DBEEM)



[Ze 4]
CCRANT))
OEWNE T AHRE: (ONO-4538-05545#)

1 REENS%LL EORWER (ONO-4538-0558%)

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 5y 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 RRE

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

W AEUE 2 (57 0 0
7R

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

U 2 SEREL R 3 ( 86) 2 (57 0
R L Ok hEE

BT V7 2 v MfE 2 (57 0 0
BAEE 5 (14.3) 0 0
AR X O ARk R

B EiivRg 2 (57 0 0
PR R MR

KR = 2 — X F— 2 (57 0 0
MEOR AR, BESESs K OMHERR

il £ i 2 ( 57 0 0
R X O TRk

SIERR R E 2% 2 ( 57 0 0
HLBE 2 (57 0 0
F895 5 (143) 0 0
iR INIRZY NS 2 ( 57 0 0

7Es, ML 2 61 (5.7%) . KIG%K - EEO FHI2 6] (5.7%) | MikkEE (%
T v NU—IEERES) 361 (8.6%) | JITHERERETE 2 4 (5.7%) | HUREREERERETE 3 41
(8.6%) . RIEHEREREE 16 (2.9%) . BEERERETE (RAIEHEMEB L) 141 (2.9%)
J Ninfusion reaction 2 {51 (5.7%) 23#8@ Hivlz, £/, BEOKEREE (K EREIRE
ERE, ZIEALBE, FERHIESS) | FERMREREE. 1 BUBERFG., BER. FAER B E,
g% « B, 58 O RER LD RITE D Hivie o 7o, REIWEARBUR DL B E
% (EREMERE 2 ET) 280EERE2RT,



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

F2 FEERP 5% LEOBEMHER (CA209017 3R8R)
B2 (%)

FRERIKRHE .
(ﬁf@im 17.1) ﬁ?ﬁ
© ver2f. 4 Grade Grade 3-4 Grade 5

A2FEIER 76 (58.0) 9 ( 6.9) 0
E e

T 10 ( 7.6) 0 0

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

1 9 13 (99 0 0

Y57 21 (16.0) 1 ( 08) 0
AV PSRN <& i

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

FAfm 7 ( 5.3) 0 0

7, VBN E 6 B (4.6%) . RIGK - BHEED THI 11 61 (8.4%) . FhfkFEE (%
T v NU—IEGERES) 1361 (9.9%) | IFHEREREE 4 1 (3.1%) . HUIRMREREREE 5
(3.8%) . BEHREREE (RME MEMEEX%) 461 (3.1%) . EIEMMESIE 141 (0.8%)
Je ¥ infusion reaction 1 5] (0.8%) 2358® Hillz, F7-, EEO LGRS (FEHEEIRE
ERE, ZIEALBE, BUOEIESE) | TERMAHERE, RIBMEERE. 1 20RE, FER,
M ds « BEESS . 5 E D IRE RO RITFRD b e o 7z, AREIWEFAZHLIRIL TR E S

% (RREMRT 25T) 2E0EHEREZRT,

(FER - _F R
OEWNE THEFRER (ONO-4538-06757)

#3 FEBERP5%LL LEORER (ONO0-4538-06:5%)

BRI M BilE (%)
FEARGE 76 13
(MedDRAV/J ver.17.0) 4= Grade Grade 3-4 Grade 5
RIEH 64 (842) 16 (21.1) 0
PR ==
FRR B RE A T i 7 (92 0 0
H ke
(XA 5 ( 66) 0 0
TR 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 A
U 2 SERE R 6 (79 2 ( 26) O



FRERIRSHE BilEx (%)

FEAGE 76 5

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

K7 MU T A E 4 ( 53 2 ( 26) O

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

FEIED 0 4 ( 53 1 (13 0
MER R, MERFs Xk OMithm R

R A M R 4 (53 2 (26 0
FEIEF KO TRk

% O PEIE 6 (79 1 (13 o0

% 11 (145 0 0

BLIR B IR B 4 ( 53 0 0

7p¥s, VBN B4 (5.3%) . KIBHK - EEO THISH] (6.6%) | fffkkEE (¥
v N L—EMERESE) 1041 (13.2%) | ITREREREE 511 (6.6%) . HUIR Itk REl=E 1041 (13.2%) |
BB HERERE 161 (1.3%) . BHEERERRE (R EMEBRSE) 45 (5.3%) I Winfusion
reaction 3 (3.9%) FRH LTz, Fio, BEEDOLERE (FEREIEFERE, 240
BE, BREIES) . TEEMREREE, VEERR, PR, BIEMEE, MK - Bk,
5 E IR K ODFHRITZED 72T, REWERFEBURDUIE EFS (BRAR R AE
BErat) 2 0EHERETRT,

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

#4 FEBERRB5%LULEOBIER (CA209057 3ER)
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 WaBE

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

T 2 (17 2 (07) 0

TN 34 (11.8) 2 (07) O

I 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 fE®E

BAIE 30 (105) 0 0
T E R R R L O A HRRESE

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

% O FEIE 24 ( 84) 0 0

$95 27 ( 9.4) 1 ( 03) 0O




7k, WMVELPERGEE A 10 61 (3.5%) . KM - TIED FH#I 22 B (7.7%) | #hikkEsE (%
F v NU—IEBEREE) 26 1 (9.1%) | ITHEREREE 15 1 (5.2%) | HUIRARBEREREDS 27
Bl (9.4%) . BHEREREE (RS MBI RS 761 (2.4%) | % - %K 1 61 (0.3%)
J ¥ infusion reaction 8 f51] (2.8%) 2388 Hilz, £7-. BEOREREE (K EREIRE
ElE, SIAIBE, BERMEIES) | TEAERE, BIEMERS, 1 ARRE, %k,
FIER B, 55 E 9 IR K OWMH IR B e o 1o, ARRIVEF S BLRILIX RS E F
% (BERREMBRTY ZE5T) 2a0EMHEREZRT,
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[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 b— a3 02k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR EN S Sz, ZOf
R AHI 240 mg K G LTZBROREEEIL. AH) 3 mgkg 45 LIZBROBREE & & i
LTREZRT ETHENTZb DD, ARNBFICBO CARER RIS TV D H
- & (10mgkg % 2 B CRE) CAKIZ G UIzBEOugE & & ik L CEfE
oy LRSI (FR) AT BEOBEICE T 27 — #2125 E | A4 3 mg/kg
(REE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBREE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% BSOSV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRI,

K5 FADEKYBRE T 2 —F

M - R Cmax Chmind14 Cavgdl4 Comax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 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 | (147310) | (519.792) | (00 114) | (331 50 | (8913 | (37380

HRAE (5%, 95%47) . Q2W : 23 FIFHIFE . Cimax : AIIEIF 518 O g i M PIREE, Crinas 1 FIAIF G214
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
T2 B MLIE P IREE . Cinss @ B FIRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICISIT 2 A I
TR

Fo AR OREREYFNEET VAR L2 I 2 b—3 3 280 | AFH 480mg
Z 4 B MR TG SO IBEARE O L - B TG U 72BR O AHE O ik - E A e
Shic, ZOREFE., AH| 480 mg & 4 B TR S L72EREOEFIREBIZEB T 2 i
TEHIRE (LT, [Cagss) &V 9, ) 1T, A 240 mg % 2 38 HIfEIFRE TG L 72BED Cavgss
CHUT D TP (FR) o /o, AHAI480 mg % 4 @RI TG LIZBROE
FIRRBICB T D MG FIRE (BLTF., [Craxs) &9, ) 1&. AAl240mg % 2 #H
[FRR TH G LTZBRD Craxss L B L CREfEZ R T & TRISNIZ DD, HARNBEIZE
WTEABMENHER STV D ML - JI& (10mg/kg % 2 AR TH L) TAHFIZ &5
L7ZBRD Craxss & HB L TIRE A R T & TRIS L2 (TR) o 2T, HEOEREICE
FHT—HIZHAD X, AAI3mgkg (KE) F721% 240mg % 2 HRIMRE. & L < IEIAH
480 mg % 4 MM TG L 72BO AR OBRTE R & A0 32 4t & o B % My
T HMEESNET VPHEE S, YEBEEICOWTRE M ThI SR, EiRo Mk -
REOM THRERL LB 2R IT 0 PRI Sz,

11



6 AFNOEHERE T A —F

v - B Cumax Chnind2s Cavgd2s Crax.ss Crnin.ss Cavgss
(pg/mL) (ng/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL)
3 ke 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 mefkg Q2W (14é,9;22) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 gos) (23@,7;77)

THORfE (5%, 95%41) . Q2W : 2 ARG, QAW : 4 JERIRINE. Crmax : FIIEIHEE 514 0D f i i i |
Chindzs : FIEI4 5% 28 A BICH51T 2 HARMIE PR, Cavgazs : #IEIH 5% 28 A H E TOFEMiE ik
};f\ Cmax,ss : ﬁﬁ%%blj’o‘ﬁéﬁﬁfﬁl{%*%fﬁ\ Cmin,ss . Eﬁiﬂ(ﬁﬁﬂZ%ﬁfﬁf)%{&ml{%;qj{}%g\ Cavg,ss . H/Eﬂrn%z’

RARIZIS T D FH M35 i

12



4. FEFRIZOWVWT
RS & U TS (BFFHE) g o Tnd 2 &b, Yikiid 4@
IZETXDIER THOIMNERD D, TD LT, KF OB #EY) /2 BE 2720 -« FF
/EL/\ AHNOBEHIZ LY BEELRRWERH 2B LIZBRICHINT 5 2 EBRMERT=D, LIF
DDO~@DT X T &I IZBWTHEHAT & TH D,

O MEFRITHOWVT

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

(1) JEAEFBRENEET 503 A BHEEEILS RS ERE RS A SR B SRR,
HitE A3 A2 I RURE . HUEA A SRR 7R &)

(2) FEEHEREIPL

(3) HBENTEAEDFEE T 20 AT (03 AR EEIE ERibT, 23 A RS
W 1REBE, 2 AR e &)

(4) A RALFRIEE A RRE U, AR AFRIEINGE 1 SIS SRALRIEINE 2 O fiisk HL e
AR DR AT > TV D fiex

(5) PR A AL 7 B BN OO fit 5% FE LR D i HY 21T © T B Jiiak

O-2 i DAL K ORIE I FE BLRF D RIS 53 20 ik & B8R 2 FFOEAT (FER D
WFHLNNTRE N T D ERN) 23, Ui R OAANET IO BEMLE & L TRES N
TWnWsZ &,

*

o [EAIRFFESE 2 FOMMINHEZE T L72RIZ 5 L LR A RO ERIRIHE 2
ToTWHZ &, 56, 28U LT WARYREL L LEERRIESZOIHME %2
ToTWHZ &,

o [EEMEFFESE 2 FOUMIMHEZE T L72&IC 4 FFLL ELOBREREZ A L T D
k. 96, 3AELLEI. DN A SR E S TSR T O BRIRIHE 21T -
TWAHIZ &,

© BtADERMEREBEOGHIZONT

A B IE S 2 BMEE L E S, BRSO OB D . A2 - 2
B ETQ%E’JTEJ%&@@EE&U\E%# X DRI A EFRNREAE LGOS
. FRESDITT DN DIEHINE > TN D Z &,
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@ BIEA~ORIEIZDOWNT
@-1 R B 2 B

BV PERTR B O B R BIE AT L72BRIC, 24 FERIEIERIRHI O T, 2%k X
FEEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, B BICHIEATRER (KR M > T D 2 &,

@-2 ERWFEIC L 5FEESINICET 22N

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

@-3 BHEADZWr-ox B LT

BIVEA (MEMEMZEEIIN 2, BEAEDRE, Odk., Tk, BT RAREE., KK,
NS, EEDO TR, 1 ANERIE, e, RS, R, gL, FRR
BeRERE S THERMAREERES, MREE, BEE, AIEEE. MK, BEORERE, §
RIMAEFEFEIE, infusionreaction, FEFEZR MK, MEKERIEMRE, M. PER, WE
DORIEROG, IE R e, OBl (OIS - 4RIR - DS VEIAMGHS) | M HA i
JEFLSE) (T3 LCL Yaghiiax OB R ORI MMEZ A3 2 EM & EE L (RIEH
DOZWrPKHSIZE L CTHRER OB EZ T oNL5GMICHH 2 L) EHIZHEY) e dlE
N TEXDHIRFPRESTNDH T L,
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5. B#EXRL R HBE
(B0 BE§ 2 F1E]
O TROBEIZBWTAROENERHRIEI N TN D,
o TITFFRHE G FIRIEREZ AT 2 URAGEZRMIB W/ IV SUIFREOR

bR R E
o TIFTRAZGOACFRIERE 2 AT S UBRAEER B 1/ IV U I DI
R bR

73, FERF LR CEGFREL 128 B OUTALKR & AR F I B E 1T BV T,
I L UTEGFRF | % ¥ v % F — P IEA UFALK T 1 % o o % S — L IEH 0
Y = e BT &

©@ TFRLIZHENE T D BT 2 AR DB G K O TIEIZ OV T, AFIOFME
PHELENTE LT, AFOEREGXR LR LR,
o ALFRERIGIR D B
o IfFRAHBYIRIE
o MOTUEMESA L O L TG Sh o B

@ WA A R 74 > (AARMRE SR 128\ T, ECOG Performance Status 0~1
)75 3% L) . X% ECOG Performance Status 2 ™V @ Tix. & 3 HAAHUEA
(FEZXEL%) OHEARGNSHERINTERY , 77 FFRF O HHERE R 1T
WD SN WTr =203 5, ZO5E. 77 F T RAORNERP 2 L BE
3 HARBUEAIHEA COWBEBEL AT 2 EF BT, AFORGEZEBETE 5,

@ AFNTENABMATABRIC BT, R EREE OERE LR EOWTOBEICE
WTH X FEARTK L TEEESRGES N TWD, 72720, R LD
B TIL, PD-LIZBBLFIZ L0 AOMEDMER N R D Z LRI N ORERDED
NTWBZ et FERELEREDBEITBWOCIEPD-LIFEIE LR L E TR
OB EOHE AT HZ ENLBE LV,

(ED  ECOG 0 Performance Status (PS)

Score | EF

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

PIRBNZIE LWEEN SRR S 4525, BTHRE T, AR - TOERIIT O Z &N T D,
Bl O FEEE

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

RONTZESDOHEDEY DL LTERY, BHRO 50%LL EE2 Xy R+ TilmId,

AL

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

PD-L1 Z8BLEN 1% KM Th D 2 & D3R SN2 IER - R RE 128 ) T,
JFH], RE % X VORI O FTEMEEEA O 52 8k 5, 2
NRAT ) <7 (B Hliaz) oo =F 2k (BGE4 : PD-L1IHC
22C3pharmDx 4 =] ) 2LV PD-L1 BEE & s U= IR LR o B
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6. BEZELTHEETREFIH

WA SCEZIIIN 2, BLOEIRE R DRI 5 GRS 1T -3 & ARHK D Frit M OV 1Efi
RO DI LB IMERE T3 ICEM L T oA+ s 2 L,

TREBRIARIZ N D . BB I OFIRICAIMEL etz + o3 L, REZ5
ThoEEGET5HZ L,

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

@

@

il

ZHIWr L7z ETHREGTH 2L,

TEREWER DO~ R A MZoOWT

MEMEREBEN S bbb Z ERXH LD T, KFNOEGIZHT-> T, BKRIE
W (PRI RIS, ik, FEEVE) OffEsE M O X & o Fhess, Bleiz+5
ZATH 2 &, £, MBS CTHES CT, MiE~— I —FDMm&x FEhd 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEARFI 3 22kt D T 5 U
faAT > 72 EChtAT 2 Z &, £72.2 [8] H LABE O A 5-FFIZ infusion reaction
DHHLOLNDZEHHLHDT, KFIEEGH K OARA G T #IT A Z v A
CERRET %, BEORBEL 2B T 52 L, 70F, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI BRI E . TRAEERET R ORIBREERH 5O Z RN HDH DT,
AFN D ¥ 5B hERT M O G- B I3 E IR NIk rE iR A (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhET 52 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b Dk R R IER R
DHLLNDZERND D, BENRDOOLNLLEAEITIE, B LEFRIIS LT
B 72 ek & R 2 e R Ail & i U Cli bl e BRI W 21TV IR D
FOGIZ X 2 BWER 2N g0 23551 2iE, AFIORFES T I, & ORIE BUE A
NWEVRIOBRGEEZZBETDHZ L, 2k, BIBEREFRLVEYOELIZ X0 EIE
A OUEERFRD BV WIGEITIE, BB RE AV LISt o Sz il Fl o8 in
HLEET D,

PR T %, OB S8 AR L T LEWERDBELT L2 Enb 57129,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE IR (BIE | BUBEIR S 2 2 de) b bbdv, BERPIMES F 7o R— X
ICEBDZENHLHDOT, Alg, HEl, EHFEOREROBHRCMAEED L2
SEET S Z L, 1V BERBEN DN GA TG ERIEL, AR #
FOFGFEDHE) R EZITH Z &,

AFNDOEEHRRRICIB T, BERENS 9B, ZHUIRIL, BERBENS 14
R 6 M = L ICEIMEDFME AT > TV 2 & 2 BEIC, KRG I3 E
\CHEB A TR DR EZIT O 2 &
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< R FRAPEERS ERDEE>
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MR 2 ST IRRRMEIE D & 5 B3
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IR 5 AIREME D & 2 FBHE

< KEeHXRALOEKZREIER>

B BEHH
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AR A

VBT 2, I HRAEE

A4

FEFEME M N EEEDEBRE (DIC)

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

{ LR

SR R AR A T (B A

SRR

B2 RIEARE MR (Stevens - Johnson JEMERE) . HEEMERR SEIEIE (Lyell SEMERE) . ZIHLER
DX R =T iAKIE, FRIE - RIRETR

DFEZE, FRAR AR ZEARE

JEYLIE

PR VE O RE G 53 WEBRE (SIADH)
HERAONREORER, MAE R, RMAHRES . WE OB S O R MM EB)[EE . Radiation
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KEEHEETA FTAL4 v
=R~ T (Blor#x)

(BR7E4 : A7V — A RFEFE 20 mg, 7V —RRHFHEE 100 mg, A7 P—
AN 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&EGXR LM DEE P22
6. WHIZEEL THETNEFHH P24



1. IILBIZ

=S5 DH N « B RMEOREROT-OIZIL, I SCEEIZE S W2 Ee AR D
5D, 5T, IWEORAHEMOEANC LV | PUREIKSL 72 & OF 072 8T HVE %
FFEIMPARINDLH T, 2N O DOEHKZEICLER BRI 5 2 L3RR
AR & o TR Y RIFMBGER & SO IR T #2016 (Frk 28 A2 6 A 2 HEERE)
IZBWThH, FHERLEOHHORBEHEEZXS Z LS TWn5,

BFORERE ST, BB 2T 0 7 7 A VBB OESK L &7 5 5
B ENRDHDH, ZOD, HIMEROLEMEICET A ERN ST 5 E TOR,
WMELEIL O BE LR ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
FDFEEL U= B 72 kb 2 & D 2 & DS ARE 72— 8 O B &3 7 9 A B < A
THZENEETHD,

L7eRoT, KA KT A4 TiE, BB ZNE TITHE LN TV A EFEIEH -
B RIS & | LT ORI O i 7o 2 HEE T 2880 b B R EE & %
F RO EFHER~T,

B ARTA BT A %, MNATBAE NEIE G ERERR SN, AARTEAN AR
BRI s . — B N B ARERIRN B E S L A FE N B AR &R 72 O /)
Db EAER LT,

KGR & IR D EMN, ATV — R I 20mg, A7 Y — R EEEE 100mg, A7
— AR AU EE 240 mg (—%4 - =R~ T GEIETH#Z))

R ERDMETNE - IR ANE

RELRAMEROHE @, A=A~ (BE R Z) & LT, 1[240mg
Z 2 MR RE ST 1] 480 mg % 4 MM CRBEIET S, =
72U, BEMERANEIZI T DT MEERIEOGE T, 5 HIRIE 12
THABETET S,
RIGUIBRAGE R EMERAEICS L TA B A~ T (Es R
z) EOFHT 2581, @F ., AZIZ=RLr~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 RIS A

(%)

T BAAFEI B9 D ¥ — R A SRR S0mg (— k4 A B ) A~ 7 GRAG L 2))

DIFRE TN R, HIER O H &

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

Ak & OVH &%, KA/ ) A~7 GEE ) & LTI1E 3 mgke
(RH) % 3 WRHIFEREC 4 BELRFEFET 5, 7eds. oPrEEEE
FEPERAT 281, =R v~7 Gl z) ORI 2 &,




2. AARN DR, 1EREF

A7V — AR R 20 mg, R ATEERE 100 mg K OVR S ERE 240 mg (— 4 - =
A~ 7 (B z) . LUF, TARAL Evo,) 1d, DN TERASEE 2 &
Ly 7 2%t BT YA -~ ¥—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 & BUZHIE T2 2
THE) BT HZRERTH D, PD-1 IIHURIE R %ﬁﬁ%PDlUﬁyFG®L1
KLOVPD-L2) EfEA L. U SERICHFINE S 7 VB ARE L T U o REROTEVE(LIRRE
ﬁu%%bfwéOM}lUﬁy%i%ﬁﬁ%ﬁ@u%_t%@%ﬁ&@%ﬁﬁ_%ﬁ
LTHY, EMEREAELE DO L EGEMEICI TS PD-L1 OFRBL L itk DALE
WM & OFICADOFEREBIRN & 5 2 & A ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE B CIRARRE T N EET DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, B8 L EMREICIS T D PD-L1 ORI & itk D
ALEHIR & ORI EDOFEARRN & 5 & O#HE S & % (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 S E 728 AMiaiE, PUFRFER CDS Btk T Hifa ol fafs
FEME AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERE&IE, 23
AR TURRF A 72 T ML OWEBEEZ BT 58 FD—> L LTEX LT
Do

AFNT BB OFE RS PD-1 OIS EIR (PD-1 U W RS HE) 1SS L.
PD-1 & PD-1 UV REDFEREIET S LICL 0, DATURRERANZ T MRS
PEAL R O AVKB IR k9~ 2 AR IRS BTG M 2 58 5~ 5 & & TRkt e piiEg o iR & r 9
DRI TWVD

ARFN OB I < b D5 SOGIZ K EW%%ﬁ%Ebhﬂi%Xi%tV
ERAlIL ﬁbwibé AHN DB G- R O GRIZIE, BE OB HoIATV . REDPR
D BTG EITIE BH LT FRI mbk$W%ﬁﬂﬁk&%%%OE%k@#LTﬁ
@Wﬁﬁﬁ%lﬁ%ﬁ%ﬁb\ W DRIESUSIZ & DRI gD 25681213, BIE R E RV
%V§U®&5%®i@@]7‘£ﬂ?§%ﬁ5%%75}3@60



3. BRPRARE
SR LAl O KGRI IR 24T o 72 B R R IR RBR O i 2 R T,

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

L ANy (BUF, IDTIC) &9 ,) 18X DALREIERE 2 A T D RIRUIBR A e 72 I
W1/ IWVHI SO F 38 o BEpE Bl RS (ECOG Performance Status 0 &2 O8N 1) 35 il &2 %t 512,
AH 2 mg/kg % 3 B MMM CARFEE L, TEFHMEHEE Th 520053 (RECIST # A

K742 11 BUZES < FRHEIZE D CR XXX PR) 13 22.9% (90%[EHEIXH : 13.4~
36.2%) ThoT-, 7B, FANIHE LIZFMEIX 125% Th - 72,

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

b PVE RV IR ORI UIBRANRE 72 L/ IV ) ST B8 o B R A E B H (ECOG
Performance Status 0 2 Y 1) 24 il 256t 512, AAl 3 mg/kg 2 2 3 Ml IR C AR e e L7z,
FEFHIHE Th 5 282h% (RECIST A4 K74 > 1.1 fUZES S FIHEICL D CR
UE PR) 1% 29.2% (90%(ZHEX M : 16.7~45.9%) ThH o7z, 728, FHANIHRE LM
ElX 6.0% CTH -7,

QUM BIFHABR (CA209066 #BR)

v-raf ~ 7 AAEY 4 VA BIE T EMAERZ Bl (BLF, [BRAF] £\ 9,) V600
2B 7 MBS VE AR IR R O RIG UIBR A GE 72 T/ IV ) S/ 58 O BB v 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 HFFIR CREFHE L7 & & O R OVZ e
et Lo, EEFHMEEE Ch o 2EFHME (LT, ToS) &vwiH,) (hifE [95%fF
FEX M) OSSR T, AFIFEX NE® [NE~NE] % H. DTIC #£C 10.84 [9.33~
12.09] 7 ATHY . AHIL DTIC 1Tt LIFHPRICABERIER 27~ Lz (AF— 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 (UUF, 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 B (CA209066 3R5%)

@YEA TR RER (CA209037 #kER) 2

AV AT (BaM#z) LT, Y A~T7) L)) Xik BRAF [HEH
Za AL IR 2 3 2 RIG B BR AN AE 72 T/ IV B SCOIE /%8 oo B HL i AR

(ECOG Performance Status 0 &2 T8 1) 405 5] (CAAKI#E 272 i, {b529E1E (DTIC Xix kv
RTTF ey U ZEn D) B 133 §1) 25500, {LFEEE R E LOR
#l 3 mg/kg % 2 HFMIR CHREEE LT & 2 OFMME R OVZEM a2 RE Uiz, EERH
HETHDHESE (RECIST HA KT A > 1.1 fRICHES < df)Eic X5 CR X% PR)
[ZDWTAREID G ST RO 120 5% fRHTRIGAER & U CHIRRT 217 - 7o/ 5.
AHIFET 31.7% (95%(GHEIX[H : 23.5~40.8%., 20144E3 A 10 HT—X B> hA4~7) T
Hotm, 2B, FRNCEDFROMMITRE L TR o7z, b9 — DO EHEFKEE T
5 0S (HFHRAE [95%IEHEXE]T) ITOWT I8 BIDA X b (FETD) HZ T EfEHT
AT S TAE R, ARAIFET 1547 [12.39~NE] # H .| {LFRIVERET 13.67 [11.50~NE] 7
AToHY, KENEFRIEICH LHGHPRICH B RIEE 2RI ol (NTF— Rk
0.93 [95%fEHEIX 1 : 0.68~1.26], p=0.6299 [J&H!| log-rank fi7E], 2014 411 H 12 HF
— &1y NET),



GENE TR (ONO-4538-17 k)

LS IERIBE OARIRYIBR A HE 72 WL/ IV I SO %6 o B B 55 (ECOG
Performance Status 0 2 TN 1) 30 Bl & xt4c, AFlEA U A~T20H (LLF, TARKA
+AEVAST ] End,) BE L, FERFHMEEE Th 528%% (RECIST A K7
A > L1 RRIZHES < PRl ELIZ KX D CR XX 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 RHIE T 4 ELSREEHE LK.
AH| 3mglkg (REE) % 2 RIS CadmiE L7, OFARBGRICR W TIE, AR & RN EE L,
A B A= TIEAFOBREE TG 30 5Ll EoBEZ B\ CERS 2Bk LTz,

©ugsh AR ER (CA209067 #XER)

(LA RTIG IR ORIGYUIFRARGE 22 M/ IV o Bk B il 235 (ECOG Performance
Status 0 KON 1) 945 il (KAI+A &V L~ 7 8 314 B, AREFE316 6], A Y AT
BE3IS ) 2t RIC, A B AT HEEEZRRE LTRB+ A U L~ TG R OKRH
B G- OAIE R VM2 BEt L, EEFHMBEE T 5 0S (HFRAE [95%E X M 1)
DEHEEITHRE R IT, AFI+ A BV L~ T7HETNE [NE~NE] # H., AFIFETNE [29.08
~NE] Z7H., A Y A~T7HET19.98 [17.08~24.61] W ATHY, AAI+A Y L~T
B 5 R OAFBG13A BV b~ TGS LR FOICH B R ER 2R Lz (RAI+ A
U A~ Tih o — N 0.55 [98%EFEX[H : 0.42~0.72], p<0.0001 [J&H! log-rank
RE], AEE Y — R 0.63 [98%[EHH X [H : 0.48~0.81], p<0.0001 [J&%! log-rank

ME]l., 20164E8 H 1 BT —H v A7),
*: KK 1mglkg ((KE) &4 EY A~ 7 3mglkg (UKE) %R H(C 3 RN T 4 [BLSHEHE L%,
AH| 3 mglkg (KE) % 2 WRIRRE CARMBE Lz, JFHRESRICREO T, AR Z2 RIS
L. A BV L= TIIAFOEELR T 26 30 5L EOMBEZ BV TR 52846 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 risk3 £EHM (B)
FA+AMEYLTTEE 314 292 265 247 226 221 209 200 198 192 170 49
AFEH 316 292 265 244 230 213 201 191 181 175 157 55

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




728 IRIBUIBRANRE 2R M A E R E 250 RICAH + A U A~ THREIZOW TGS
L7210 5 1 FERBR (CA209004 3RBR) D= — b 8 ICBIT 5E%N%E (modified WHO J
HEIZHAS < CR UE PR) 1F, ABFIRIERIGIREE T 46.4% (13/28 15, 95%[EHIX[H :
27.5~66.1%) . {LFFRIEBEIRIE BT T 38.5% (5/13 f3il, 95% 54X [H : 13.9~68.4%) T
HoT,

(PD-L1 FEBLIRBLR DA 2 Mo OV 424)

WA MAHRER (CA20906755k) (THEAAN B2 BEOT — X ITHES& | JEEHM
[ZBVVTPD-L1 2% 8L U7 fEE A 5 251G (LLF, TPD-LIFEBIZE] L\vH,) Hl
(ZHRER BN IRIT 2 AT > e A IMER L EMVEOFRERIZIU T O LB ThoTz,

ARMEICBI LT, PD-LIZEBIRD 1% AN (PD-L1<1%) OBZFHEM & i L T1%LL E
(PD-L1=1%) DEBRFHEMTA Y A~T7 O _EFREEMEMEA 2SRRI N (FX),
BB, AH+A Y A~ TRORENT 0 T 7 A JWIEPD-L1 <1%0 BHEHEM L PD-L1=
1% D BEEM TR TH - 72,

PD-L1REBRE1 %K PD-L1EHE1%LLE

HRHE

1.0 \‘{ 10
09 i 09
=\, g
0.8 L“\\u\ - :
s 0.8 \ o st
07 T 07 o ' -
-~ . > \\
06 h\x\:H-\ — s, & 0.6 ‘\
05 - W""'—“ # 05 Tl e
™ *x o Sy
e e s ; e
041 e EM+AEULTTR Vi 04 e HAl+qEynTTR C
8 -
031 A xmE e 031 A Hwmp o
0.2 O AEYLTTH 021 -© AEULTTH
0.1 *  ARUO : §TH1Y 0.1 *, ARUO : 1914
00 00 T T T T T T T T T T T T T
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 0O

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



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

SEARUIERTE O IMb/c H1/ IV o M R fE A 906 il (A ARNEHE 28 Bl Ede, AFIRE
45301, A BV A~T (GEETHELZ) BE453 ) 22X, A BV A~TExRE LT
AF) 3mglkg % 2 MR CERMEHE L & S OFMER DR 2MEEZ R Uiz, EERHM
HH Th 5 MM (R i [95%EHEXMH] ) O RIFETRERIL, AFEET NE

[NE~NE] # A, A U A~T7HETNE [1656~NE] A THY ., AFNIA Y L~T
(2 USRS B AL R 278 LTz (O — R 0.65 [97.56%f5 48 X[ : 0.561~0.83] |
p<0.0001 [J&5H! log-rank #iE]. 2017 4£6 A 12 A5 —% v b4 7) |

* . AJCC (American Joint Committee on Cancer) JFiiZ04E (55 7 B0 (o < G4,

1.0 {=

0.9 —A— KFHIFH
LN G (B LT

0.8

0.7

0.6

0.5

0.41

# Bt Hr di¢ 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 EBEZEAFEAR(B)
AFIEE 453 399 353 332 311 291 249 71 5 0
AEVYLTTE 453 364 314 269 252 225 184 56 2 0

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



(24 1]
OENE TR (ONO-4538-02 #5k)
AEFRITEE (100%) (ZRD LI, AKH L DERRERPEE TERVAEFFRRIT
30/35 B (85.7%) IZ#B®H LTz, FHHEN 5% EORIERIZTRO LEBY ThoTz,

#£1 REENS%LEORBIEM (ONO-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 FE RS 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
REES 2 (5.7) 0 0
—i% - BEEER L O GERAOIREE
57 5 (14.3) 0 0
& 2 (5.7) 0 0
FEEN 3 (8.6) 0 0
SR R P
fhEE 2 (5.7) 2 (5.7) 0
NN
ALT ¥ 4 (11.4) 1 (2.9) 0
AST H#80 5 (14.3) 2 (5.7) 0
A7 /L7 2 R 2 (5.7) 0 0
A CK #4hn 5 (14.3) 3 (8.6) 0
7 V7 F =800 2 (5.7) 0 0
fHr > Ko RN 2 (5.7) 0 0
1A LDH #4710 5 (14.3) 1 (2.9) 0
1A TSH > 3 (8.6) 0 0
ifi 7 TSH $50 7 (20.0) 0 0
CRP #4/10 5 (14.3) 1 (2.9) 0
I EREREE N 4 (11.4) 0 0
y-GTP #4/0 4 (11.4) 4 (11.4) 0
JRA TR o B 2 (5.7) 0 0
~EZ B LR 3 (8.6) 1 (2.9 0
U 2 RERER 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 INER F ik 2 (5.7) 1 (2.9 0
R I ER Bk 2 (5.7) 1 (2.9 0
M ifn BER %Rk 6 (17.1) 0 0
WEdfE T3 H50 2 (5.7) 0 0
SWERE T3 P 8 (22.9) 0 0
SWERSE T4 WD 6 (17.1) 0 0
SHERfE T4 H30 2 (5.7) 0 0
U U~ FR--H 3 (8.6) 0 0
M ALP #4010 5 (14.3) 1 (2.9) 0
HUHIR RGBS 3 (8.6) 0 0
HAE~ — A —HEhn 2 (5.7) 0 0
HUZHUREE N 2 (5.7) 0 0
VR A S N = e G ) | 4 (11.4) 0 0
ifi. /R CK 8 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 13
(MedDRA/] ver.16.0) 4= Grade Grade 3-4 Grade 5
e £ OV% Ml =
H B 6 (17.1) 0 0
Z D FEIE 11 (31.4) 0 0
F5 2 (5.7) 0 0
iR INITRZ SN R 2 (5.7) 0 0
HE TR R J& 2% 2 (5.7) 0 0
B I 6 ) 4 (11.4) 0 0

¥, EMEMZEE 1 E] (2.9%) . KBk - HEO THILE] (2.9%) | #RREE 4 5]
(11.4%) . JTHsnelsa 5 6 (14.3%) . BHERERE 2 i (5.7%) . FURIRHEREREE 8
(22.9%) | EIEFEE L (2.9%) . BEORFERESE 16 (2.9%) KOS E I K 14
(2.9%) MO Oz, £, FEREEEERT ., infusion reaction, 1 BUBEIRIE. WL,
BEIEMEEIE, Mok - MRS, DR, k. TR, MBUHRURE X 43 F— KU
P M B PESR BRI XA B IR Do T2, ARBIWERARBURDLIE L E S S (AR
EREEET) 2E0EFR-RERT,

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

BEFRGIL 2224 il (91.7%) (T8RO HIL, KAlE OREBEFRNEE TERWEHHE
L0318/24 B (75.0%) 1ZFE0 vz, FEBLEN 5%LL EORWEHIZITERD LB ThH -
776

2 FEED 5%UEORIWER (ONO-4538-08 ER)

B RIRS R Bk (%)

FAGE 24 131

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

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

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

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

& 4 (16.7) 0 0
AR AR A

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

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

T e 2 (8.3) 0 0
KX KO PR fRbEE

H Bt 5 (20.8) 0 0

9 PR 5 (20.8) 0 0

I NITRZ YN S 2 (8.3) 0 0

B, Rk - HEO TR 241 (8.3%) | NTFHERERET 141 (4.2%) . THE(AEKRE
16 (4.2%) M OVFRIRERERETE 7 1] (29.2%) MRD LTz, F7o, BEMERZEE,
FRRERETE (F7 2« NL—IEGEESE) | BRRRERRTE (RMEMEMER RS | BB
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infusion reaction, 1 BUWEIR. FHEO GRS (FBEREIREGR, 2B, FRE
EE) | BER. EREMEESE. MO - B, S E O MRK. Lk, R, TR, B
FRRMRENE/ X AN T— e OV VR I NGB PR SR BER I X589 B v o 72, ARIWERFE
BURDLIZBIE S (BRRRAEER T 251) 28 0EHERE =T,

@UEAFEMAFERER (CA209066 RA5R) V
BEFGIIAFIRE 192/206 6] (93.2%) . DTIC £ 194/205 1] (94.6%) (238 S, IR
BRE & DK RBIR N IE T 2RWA FEFRIIARAIRE 153/206 41 (74.3%) . DTIC A% 155/205
B (75.6%) IZFBD HAVTZ, WTIDORETHILEN 5% LORIERIZT TR LB T
HoT,
#3 DTNODORETRERY 5% EORIER (CA209066 FABR)

BE (%)
L VAT
ﬁiiqgj;ﬂ = AFIRE DTIC #f
(MedDRAV/J ver.17.0) 206 f1 205 1
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
RITEA 153 (74.3) 24 (11.7) 0 155 (75.6) 36 (17.6) 0
MgHR LY R EE
I BRI E 0 0 0 23 (11.2) 9 (4.4) 0
M IR E 0 0 0 21 (10.2) 10 (4.9 0
H Ik
(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
M) 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 R KO ARk E
RAEiidR 12 (5.8) 0 0 3 (15 0 0
R R 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 BN 3 (1.5 0 0 11 (5.4) 0 0
% 9 FEE 35 (17.0) 1 (0.5) 0 11 (5.4) 0 0
*i5 31 (15.0) 1 (0.5) 0 6 (2.9 0 0
S EPE A 22 (10.7) 0 0 1 (05 0 0

¥, AFIBEIZ IV CIRVEMEMIZE AR 3 41 (1.5%) . KIEZE - O T 6 6 (2.9%) .
FREIES (77 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%)
LS EIER LB (05%) e b, o, BIREE, WK, BIEMEE, K
% - RIS, DRI, AR, TSR, BERUTRLARIE/ < A /3T — K OV M i/ M4
SRBERIERR O B IR o T, ABIWEMFEBLRIUIEERES (FRRREMEET 2 51) %
BB RE R T,
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@yFAEIFERER (CA209037 #BxR) 2

A EFRITAAIRE 265/268 B (98.9%) . AL FHEIERE 98/102 5] (96.1%) 1Z#RD 5
AU, TREREE & DR RBIRD TG E T & RWE FFHRITIAAIRE 199268 5] (74.3%) . (b5
FRIERE 85/102 1] (83.3%) 1C38 O BTz, WFNDRETRILERN 5% EORIWERIX
THROELEEY ThHoT,

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

o VAS =1
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 o RbEE
25 ifi. 18 (6.7) 3 (1D 0 24 (235) 5 (4.9 0
[ i BR e S 1 (0.4) 0 0 8 (7.8 2 (2.0) 0
I R ERIBE 0 0 0 20 (19.6) 16 (15.7) 0
i/ Nk SiE 1 (0.4) 1 (0.4) 0 12 (11.8) 6 (5.9 0
PR
IR BRMSREAR T E 18 (6.7) 0 0 0 0 0
I
A 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
T 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, FER L OWLE A GHE
HEACEE S RO 4 (1.5) 1 (0.4) 0 9 (8.8) 0 0
Fife PR AR AT
ALT 8470 14 (5.2) 3 (1) 0 1 (1.0) 0 0
AST 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 (11 0 0 8 (7.8) 2 (2.0) 0
B L OseEkEE
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 bR
R = 2 — S F— 1 (0.4) 0 0 10 (9.8) 1 (1.0 0
B 3 (1D 0 0 10 (9.8) 0 0
A E N TS S ONH e
% IR 13 (4.9) 0 0 8 (7.8) 0
FRgF L O PR RRREE
Wi=BIE 2 (0.7 0 0 28 (27.5) 0 0
& D FERE 51 (19.0) 0 0 2 (2.0) 0 0
Z95 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%) . AFEEREREEE 22 f5] (8.2%) . EAERERETE  (JRANE [ MER 2%
52) 5 451 (1.9%) . FRIRRSHERE 2 23 5] (8.6%) . RIS fE=E 1 41 (0.4%) . infusion reaction
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10 B (3.7%) . EHEEOREREE 1 6] (0.4%) . BER 2 B (0.7%) KOS E S EES% 3 6
(11%) RO Oz, Fo, FEMBEERERE. 1 ANERW, SEEMMEIGE, KK - 86
S, hde. Mhde. BT, RRBUTHBMEIE/ X AT — K OV M i/ NSO 1 2R B 7
IXFB O B o T, AEWERRBUR UL ESR S (RRREMRET 2 E5T) 2804%
FHERE R,

G@EWNH TFHFER (ONO-4538-1775%)
AEFERITEH (100%) ([ZFD HiL, AHlE ORREENEETERVAETEFR LA
il (100%) ZR8D BivTc, FWHRNS%LL EORIERIITERO LBV ThoTo,
£S5 RBIED 5% EORIER (ONO-4538-17 FAER)

LRE BRI Bi%x (%)
FEAGE 30 fi)

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

21 2 (6.7) 0 0
3 IsRE TS

FR AR RE TTIESE 2 (6.7) 0 0

FOIR AR B TE 7 (23.3) 0 0

TEER 2 (6.7) 2 (6.7) 0
El e

{5 5 (16.7) 1 (3.3 0

T 16 (53.3) 1 (3.3 0

e 2 (6.7) 0 0

L 4 (13.3) 0 0

BERPS 3 (10.0) 0 0

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

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

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

b 2 (6.7) 0 0
R RARES

ALT 840 11 (36.7) 3 (10.0) 0

75— HIN 5 (16.7) 1 (3.3 0

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

y-GTP H0 5 (16.7) 3 (10.0) 0

U — PN 12 (40.0) 7 (233) 0

IR 2 (6.7) 0 0

AT A Y RRT 7 2 —BHN 4 (13.3) 0 0
B 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 e 5 (16.7) 4 (13.3) 0

BRI 8 (26.7) 1 (3.3) 0
B R 23 KO ARk E

RAEiiR 5 (16.7) 0 0
R R R

U 2 (6.7) 0 0

SRR 5 (16.7) 1 (3.3) 0
MR RS, FERES K OMithmBRE

T Ml R 2 (6.7) 0 0

13



E=gilNG | FIE (%)
HAEE 30 #1
(MedDRA/J ver.20.0) 4> Grade Grade 3-4 Grade 5
EIEIEEET 2 (6.7) 0 0
g KO gk
Z 5 FESE 10 (33.3) 0 0
95 18 (60.0) 2 (6.7) 0
iR NRZ YN S 4 (13.3) 1 (3.3) 0

7R, APRRFESEOR (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 7 S P 3451 (10.0%)
T EAEREREE 201 (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, FIRMEERE, 14
PERIE, WES, BEAEMGIE)AE, AMZE - BlEZE . infusionreaction, DoAlZe. Ahdk. #Edk
I/ NI PSR BESR K OF R ITE80 e hno 2, ARIWERRBURDLIZBhEE S (K
BREMRT Z2ET) 2E0EHERERT,

©ES M F AR (CA20906735k)

BEFRGIIARA A+ A BV LA~ 731231361 (99.7%) . AFIFEE312/31361 (99.7%) . A
B U A~ 7 HE308/31141 (99.0%) (258D B, TRERIE & ORRFEBENEE TERVARE
FGUIARK + A BV 5~ THE300/31361 (95.8%) . AFIEE270/31361 (86.3%), A BV A
~ 7 HE268/31141 (86.2%) IZ588 BTz, WT I ORETHRILEN %L EORIERIZT

FHDOEBY THoT,
F6 WDWTNIrDOEETHEERN 5% LDORIVER (CA209067 3BR)
. , B (%)
T RATA Y v T A TEI LT
(MedDRAV ver 19.0) —— 313 5 313 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
EELS 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 PN 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
—f% - EEREER X O SEOREE
77 i 31 (9.9) 1 (0.3) 0 25 (8.0) 1 (0.3) 0 17 (5.5) 2 (0.6) 0
IR 22 (7.0) 0 0 12 (3.8) 0 0 10 (3.2) 0 0
i 118 (37.7) 13 (4.2) 0 111 (35.5) 3 (1.0) 0 89 (28.6) 3 (1.0) 0
FEEL 60 (19.2) 2 (0.6) 0 21 (6.7) 0 0 21 (6.8) 1 (0.3) 0
g AR AR A
ALT ¥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



Bi%x (%)

PRE BRI

AH+A Y L THE

AFHE

LY 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

T X—C N 43 (137) 34 (109 0 24 (7.7) 12 (3.8) 0 18 (5.8) 12 (3.9) 0
RERD 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 SR 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 2 36 (11.5) 3 (1.0) 0 20 (6.4) 1 (0.3) 0 12 (3.9) 0 0
fitilie 21 (6.7) 3 (1.0 0 4 (1.3) 1 (0.3) 0 5 (1.6) 1 (0.3) 0
KR F KO FRERkRE S

a L% 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 IR E 5 38 (12.1) 6 (1.9 0 14 (4.5) 2 (0.6) 0 38 (12.2) 1 (0.3) 0
= FIEE 27 (8.6) 0 0 28 (8.9) 1 (0.3 0 16 (5.1) 0 0

B, AH+HA Y L THIZB WD TR EE86] (27.5%) | JITHEREFE E 10241
(32.6%) . HIRIRFEREREESTHI (27.8%) | EHEREFEE2161 (6.7%) . VB M iz HE25
B (8.0%) . KAFZE « HEED FHI60H] (19.2%) . BEE DR EREE221H] (6.7%) . FiE
REERERE 2761 (8.6%) . FIRHSAEREE 1445 (4.5%) | FER3MI (1.0%) . AM7e - B
22151 (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& OVFR IR A% 2842 E 2451 (0.6%)
MO BTz, Flo, VRBERWE, SEIEFEAE, O R & OV i MR S5 5T
ERR O HALIR Do T, RFIBEIZ I\ THIREREE66/ (21.1%) | ITFHERERE 2461 (7.7%) |
FOR IR RERE 4701 (15.0%) . BREREREE 3% (1.0%) | [IEMEMZEESH] (1.6%) |
R - BEE D FFI1661 (5.1%) | HEE OO J JilR 811 (2.6%) . T TR RERR Z 311 (1.0%) |
B RERERE 301 (1.0%) . BEZ3HI (1.0%) . infusionreaction 14f1 (4.5%) . 5 & 9K
2200 (0.6%) . BERUHRMEIE/ S A /3F—2861 (8.9%) . AF4c2M (0.6%) M ONERIRIL
FRFERRIELF] (0.3%) MO DTz, T, VRUBERS G, BEREMEIE, MK - B,
O AR e O PR i MR PESRBER I 3GR 8 B AL 0o 7o, REIMEFHZE BRI X
BlEES (RMAMEET 25T 2308 RE =T,

AR TIBR R RE 70 BN R AR 2 K GUIARA+ 4 BV A~ TG 2t Lo g
I #H5ABR (CA209004 #kER) D =7k — b 8 IR\ T, (LFRIERIBIRBE 28 ] & (L2
BB RAEE 13 6 & O T, ZaMtIcUfE 2RIl o inol,
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DIE B[R M AR (ONO-4538-21/CA2092387-54)

BEFGIIAKIREA38/45215] (96.9%) . A &' U L~ 7 #E446/45301 (98.5%) (2780 5
AU, IRBREE & ORRBIRNAEE T E R WA FFGIIAHINEIBS/452145 (85.2%) . A &'
I~ 7434145301 (95.8%) IZFRD BT, WM ORETIRILRNE%LL_EDEIEF X
TEROEBY THoT,

KT WITNLOFETREERIS5%L, EORIER (ONO-4538-21/CA20923835R)

Bi%x (%)

EHES PN

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

2RIEH 385 (85.2) 65 (144) O 434 (95.8) 208  (45.9) 0
B HE R L OV AR ks

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

T 110 (24.3) 7 (15 O 208  (45.9) 43 (95 0
D 68 (15.0) 1 (02 O 91 (20.1) 0
28] 29 ( 64) 0 0 46 (10.2) 1 (02 O
Mg - 12 (27 1 (02 O 4 (97) 2 (04 O
(mEL R 24 ( 5.3) 0 0 14 ( 3.2 0 0
PNES 9 ( 20) 3 (07 O 45 (1 99) 3 (75 0
— i REFEERBLOE GO REE

I STHE 57 (12.6) 1 (02 O 53 (11.7) 4 (09 O
9557 156 (34.5) 2 (04 0 149 (32.9) 4 (09 O
FEA 7 ( 15) 0 0 54 (11.9) 2 (04 O
FRIR IR AR

U —EHIAN 30 ( 66) 19 (42 0 26 ( 57) 6 (35 O
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
TIZ— B 25 ( 55) 9 ( 20 0 14 ( 3.2 5 (11) O
R 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
R 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
R0 g | MERds KOMEhRIE 3

I8 ] 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) O

k. ARFIBICB W CREMEMZER 11 6] (2.4%) | BB RMRAE/ X 45 —48 f
(10.6%) . HNTHERERET 40 51 (8.8%) . FURMRBEREMET 91 f5 (20.1%) . #RiLFETE 83
il (18.4%) . BHEHEFRETE 6 61 (1.3%) . RIEHERERT 6 6 (1.3%) . NEAEHKERET
8 1 (1.8%) . infusion reaction1l f5i] (2.4%) . KB - EE O T 21 ] (4.6%) . &
FE D Rz R 5 41 (1.1%) . 1 AUBEIRNS 1651 (0.2%) | B2 341 (0.7%) . 5 & 9 IR
2 5 (0.4%) . FF22 341 (0.7%) RO BNT-, F/o, HIEMEIE, Dk, K.
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o M /ISR PSR BRI . AR - Bl SRR AR FERRE S OB MERRAE 2013580 &
Nrpinoie, RREWEHZESURILIIBEE SR (RARAER T 25 2Bt
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]

AFNOREMEpERETT LV ZRA LY 2 a2 b—v g 12k AH 3mgkg ik
240 mg % 2 JARFIR TR G L7ZBROARE O MG TIRESHE Sz, ZORFR. KK
240 mg Z 4% 5 LB EIL. AK 3 mgkg 5 L BROBRGEE & ik LRl
T ETRIENTZLOO, ERANBEIZEBOD THERMERHER I TV AL AE (10
mg/kg % 2 HFRHIMRECH&REG) CARFIZEG Lo BEOgREE & & ik U CRfEZ <3 & Tl
Shie (F2), M T, BROFEEICHT 27— 2 Ic 5% | A#K| 3 mgkg X 240 mg
Z 2 AR TG L2 BRO A O R & & A M SUTL 2 & ORI 2 Gt 2 1%
FTOSET VP S L, BBhEIZOW TREP TO iR, ERRo Mk - A&
WA O EVEICHME R ER T W E Pl SN, -, EERAERAE BT
HT —RIZHADE | KA mgkg XL 80mg & A v U A~ 3mgkg % 3 HHHRETHE
B U T BROAHN O R 7 & 22tk & OFE A a2 R SUSE T LV MEE S 1L, i
BEIZ DWW TIREI AT O R. RRLo ML - HEOM TN ERIT 0
EFPHlENnT,

K8 AANDEHBRE T A—F

- R Crax Chrmind14 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 #IEIF 57214
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 EHARIBIZI T 2 BARMIETIRIE, Cavess 1 EHFAIRIBIZIS T 2 FEHMLIE T
=38

Flo AR OREHEDEEE T VAR L2y I 2 L—3 3 T X 0 AH| 480 mg
% 4 TG TG SUIBEAGR O ik « FHESE TR L 7BRO AT 0O My ke B 3 s
ST, ZTORER. AHI 480 mg Z 4 M TR G LIZEROEFRRRIZ IS 1T % ) i,
THHHE (LLTF, TCagss] &2, ) 13, AHI 240mg % 2 F IR TG L IZERD Cavgss
EHUT L ETREn (TR) o 7. AAI480 mg z 4 B MG TG LIZROE
FREBICR T 2 m MG TIRE (LLT, [Craxsl &9, ) &, AFAl240mg % 2 # f#]
[FIfE TG LTZBRD Craxss & HEEI L TfEZ R T & THISNZ S OO, BARNBEICE
W T ABMERER S LTV D L - & (10mglkg % 2 ERIERE T G) TARFIZ &5
L7ZBRD Craxss & HHR L TIRMEZ 7R3 & RIS (TFR) , MAT, AEOEECE
Fo7 =D& AAI3mglkg (KH) F7213240mg Z 2 HRIRRR, 4 L < I3AH
480 mg % 4 HFEMME THE G L 72BRO AR OBREE T & A2 X34 & oo B 2 1
T ORFEESISET VPGS L, HEEEIC OV TREIMTONLZ /R, BRIk -
MEDHE THZME R O L2 AR TRV e THIS U,
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K9 AROEYBE T A —F

v - Crnax Cind28 Cavgd28 Crax,ss Chnin,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 | (1467500 | (565 132) | (lo1. 14g) | (329,505 | (184309 | (236 977

U (5%, 95%43) . Q2W : 2R, Q4W : 4B MIRE. Cumax : HIEIFE 514 0 f ) ML IR EE
Crmina2s : #5128 A HIZ 31T 2 SR TE PR, Caveazs : IR G-1%28 A H & T2 i i EE |
Cnaxss 1 EFIRIEICIIT DR MAE TIREE . Cininss 1 EFIREIZIT D BARMIE TIREE . Cavess : TEFIRTE
(ZRUT D R i R
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4. FEFIZOWVT

MR UIBR AR 72 MR i B (T T 2 5612, &GRS & U CERAuREA (45
) DL TNDZ &b, éumﬂﬁ%uﬁtﬂ ’%MT%%@M XChHDOLULENDD, £
O LT, EHRES Y X7 EHGHE (RMP) ([ZHD X AKFI O EIES 2V SUEE ~D ) 1k
HilA3 8 2 Mgk T o T, AN OE G- 72 BE A2 2Wr - K58 L, AFOBRGIZ LY HEZR
BIER 238l LT-BRICxHE T 2 Z E 3B e 7=, LLFOO~@ D3 X T &iiij= 3 Mizkic
BWTHEATL2RETH D,

O MEFITOWVT

@1 Fieo (1) ~ (5) OWVWTNNICEYT D ThHhH Z &,

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

(2) FEEHERERDE

(3) HBENFIRA TG E T 20 AP (D AR RESEE ERPE. 25 AR
W wEE. S AR R R &)

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

(5) BUEMEIESE AL & BN O M FEHE AR D R 24T > T 2 fisk

O-2 EMERGREOLSRRE K ORINE JEBURS OIS 03 72 ik & 5k & R S EE Al
(FROWTINITIEE T DER) 23, YEZEBOAFICET IGROBMEE L LT

BESNTNDZ &,

*

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

o [EARFFESE 2 FEOMMINME ZE T L72RIC 5 L1 Lo B EIEEE 2R O
KRR ZA L TWNDH Z &,

© BENOERFREEDOEHIZONT

RIS I B BT D RMEE N E S b, BERGSEN S OfFmE 0 A - %
IR OB P ORISR 5 E iRt AFFRNELE LB E OWE
. FRESNITT DN D IEFINE > TN D Z &,
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@ EBMERADIRNIT2OWT
®-1 BWERRBEE O3 AH I B84 % B

B MERR B O EE R BITERA N RAE LIZBRIC, 24 BRRIR2IRIRHIO T, ik X
IEEE R 123 T, BB L7 BIEANCS U CABRE E L O CT O EIERH ORI 24
ERRAEOR RIS Y APIE O, BEHITRISATREZRARI N E > TnD Z &,

@-2 EENEFEFICL2AFBLNNICETL2EH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4 Y v
EEDTHERDOA T ) —= T HATOERE L IE#ME LA TE DT — LERIRH 2
SN TWDHZ L, B, BRI OWT, DABRE L ZOFEICHDITAmENT
WnHZ &,

@-3 BIFERDOZUTLRINIZE LT

BIVER (RVE MR BTN 2 | EAEMEEDAE, O R, Mk, BEUHRARE . RIBXK.
NS, EEED TR, 1 AUBEIRIE. ITAA. ITHgRelRE . ATk, s bMERRE . AR
PERERREE . TIERHERBREE MRkl BREE, BIBREE. Mk, EEOERE, &
IRifAe ZEFRE, infusionreaction, HEFEZQ MIKME ., MEKEBIEGRE, M. PER. WA
DPE OGN, B M, ClEPES (L EME) - ZRIR - DM ISR ) | FEES HH .
EFLAE) 1P LT, Maktia U BRERPEBA O H M2 A4 2 A0 & EHE U (RI1EH
DZWRXSIZE L THRER O EEZ T ONLE&MHICH L2 L), BEHICHEY) R ALE
MTELEMPESTND Z &,
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5.

BEXMR LI BE

(GBI 5 4 1H]

@

@

TREDBEHEIZBOTARADOFIMERREN TN D,

o ALFIRIERIGR K OBETER OARIGEIERANRE 72 TLHT/ IV ] SO L8 o v R iE
B

o SERUIRFZ Db/ M/ VI Y oM BAfEERE BT DI HEhERE

723, BRAFBEE AR Z 6T 5 BEIZH W TL, BRAFBFANC X 210K LB ET

HZk,

AHI+A BV b~ 7 BGIMEFFRIERTBRE ORIGUIBR R G e M B iR 4 5
& L=/ S IARRER (CA20906735R) ICBW T, MR E S A B Y A~THKE
2k L CTHMERRGES LTV D, 22 L, KA+ A B Y A~ 7 H5 & AH| B
5% el U7 BRI EHZ B WL TiE, PD-LIEERICE D A BV AT D L3
HNRD R DBAN TR ENHFERPGELNTND (Tp2R) , 2o, Rk
Ui AR 2R R AR IZRB VT, REIE A Y A~ T L OJFHEE O 2 f
Wrd 23540, PD-LIEHE* 2RI 52 ENEE LU, PD-LIEEEN1%LL ETH
D2 EDHER SN BE TRV TL, JRHL AARIEMER LSBT 5, k. BiIG
UIBRARE 72 M B RS 2 b R & U7 yiEsh o 1 #EEBR (CA209004385R) D =27k —
R8IZIH W T, (L FIERIRE BE &AL FRIEBEREBEE & ORI TARAI+ A U A
~ 7B O NECIE R ZRITIRD TR,

kARFIOBZWFE L L, RFE4 : PD-L1IHC 28-8 pharmDx [# =1 | 28A&R ST\ 5,

(1)

AJCC (American Joint Committee on Cancer) J&HA23%E (55 7 i) 1235 < 54
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[tz B4 5 F1E]

O TRICEYTHIREICOVTUIARIOREN LD L SN TWDE Z b, &5 %21T
DRI &
o ARENOEITIT R LIBBUE D BEERE D & 5 B

@ REATOFHMIZIHBW T FRRICEE ST 2 B IOV TR AAlO G ITHELE S 2

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

o MEMMEEDOAH IO H 5 EE

o MR AR A CRVE S 2 58 60 D B K ONEENME O T B I g 2% S0 e i ¢
LEOICRIEMEA DD B

o HORERBOED, UHEMR7ZE L < ITHERMED B O k=B OB TR D
oraysecy

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

o OB IIBEE A AT DA

*  ECOG Performance Status 3-4 2 0B

(2 ECOG @ Performance Status (PS)

Score | EFE

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

PRREIZI LUEBNTHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

ATRARETH A O OEY O Z LT F N THREEZSERTTE 20, B O 50%0 Eid~y R Tl 2,

ROENTHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ CilaZd,

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,
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6. EICEL THETREHH

WA SRS TN 2 RSO R DT 2 BB 235 & AR 0 Rk I OV E
DT OIZ B HE T L TS5 2 &

TR YENE D | B UXZE DFEIEICH IR OERRIEZ 553 L, [FE 215
ThoHEETH L,

RIRCIBRARE R M R AEBE B W T AR LA ) A~ T L O ARG OF&
R 854, PD-LL B LR T 5 2 ENEE LAY, PD-LL R HLR R
TERWEAIIT, AFIE A B A~7 L OO 2wl Lz L cs
THZ L,

FREWEHO~F T AL MZOWNT

@

@

MEMEMEEN D LD Z ERH LD T, KFNOEGIZHT-> T, BRE
W (REWL RIEE, imk, FEEVE) OREFE M O X S d o i, Bz -+
ZATH 2k, Fio. KBTS UTHES CT, Mig~—"—%0Ma %2 £t 5
Z&,

AFNOFE 1L EE D infusion reaction (2 2 CHEARHI 43Rk D T 5 U
i %AT -7 L CBRMET 5 2 &, £ 72,2 [Bl B AR O AH$% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEGH K OARA G T #IT A Z A
CERRET %, BEORBEL 28I 52 L, 703, infusion reaction &
FHLLIZGA IR, R TOBELOERD ERIZEIE T 2 £ CHRE - 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBEERH bbb Z B3 H DD T,
AHN D ¥ 5B AERT M O G- B I E IR N s RE iR A (TSH., 1028 T3,
FERE T4, ACTH, I =V — VEORIE) #FE i+ 52 &,
AFNOFEEIZ LY BEORERISIZERT 5 &5 2 bildikx IR BOh e
DHLOLNDZENDDH, BENRDONTGEITIL, BELEFRIIS UL
R 72 05k & BRBR 2 Ff- D[RRl & i U Cal bl 2 B ns W 217V 18R D5
FOSIT X 2 BWER 2 5o 2355 1id, AFNORIE T I, R ORIE RE A
NEHOBRGELBETDHZ L, B, BIERERLVE L OFRGIZEVREIE
HOUGERFRD BV WIGEITIE, BB RE AV LISt o S i Fl o8 in
bEETDZ L

BeEAET %, BOEBI O AR L T LEWERDBET 2 EnbH A28,
AFNDOBEGRETZRICHRIEHORBIZ2IZEET H 2 &,

1 BUBE R (BIE 1 BUEIR S 2 2 de) b bbdv, BERPMES F 7o R— X
ICEBDZLENHLHDOT, Alg, HE, EHFEOIEROBHRCMAEED L2
SERETAHZ &, 1 BBEREN DN -G ICiEREEZPIE L, AR 8l
FlOF5E DY LEZITH Z &,
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I UIBRANE 22 M BRI AR (B 3 D BRI, ﬁﬁﬂ@ﬁuuﬂmﬁﬁﬁ ZBWT, &5
BRGEND 3 7 HUWN, ZRLABEIL, H&EFE G 1ERIL 6 B Z & G 2D
fﬁﬁ%:ﬁo TWeZ & aBBIT, ARG FITEMANL R OMER %"rﬁ )z &,

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

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

~ TR SHER I ~

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



ER/N

1. 1IZU I P2
2. AANOFE. (FRET P3
3. ERIREGRE P4
4, FERIZDOUWNT P9
5. H&EGXREMDEE P11
6. WHIZEEL THETNEHH P12



1. IZT®IZ

RIS OF M  ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5L E R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
PR & 72 o TR Y RIEMBGE S & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHORE(LHEZXS Z L L ShTnd,

BORVERM T ESR L, KB ERASCL ST 2 7 7 A VB DO ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEIZET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBEMESLZNE TILELN TV D EFIFR -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

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

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

REERDMEUIHIE « TR UTEIREER 2 A9 5 FHSHA

REERDMERHE  WH . RAICITZ=A L ~7 (B z) & LT, 16240 mg
Z 2 ERIRINE S 1 [B] 480 mg % 4 3 R RIE CAGE T 5,

B3E IR 58 ¥ F N IRG TEEASH




2. AHNORK. VERBF

7Y — R S EE 20 mg, [FASTEERE 100 mg K OVR S ERE 240 mg (—k4 - =
R~7 (Baffz), LT, TRAL Evo,) id, AN T RS e 2 &
Ly 7 2% BTYU AR - v ¥—X 2747 (BMS) ) 23B% L7-t ~ PD-1
(Programmed cell death-1) (Zxt3 5t MU 1gG4 €/ 7 a—F LHETH 5,

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

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T IR T 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U & K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v SEROEMALIREE
BIZFRET L TWb, PD-1 U W RIFHURE SIS B b O & 22 IRk Z T8 B
LTk, BMERAMREEE) LU LB T D PD-L1 OFEBLLIEDELF
HM & OMICADHBEBR & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66)
F 7o B NE S CIXAEEE T AN EET DA v X —T = a > H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMARIZI T D PD-L1 ORI LIk O
AALEHIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS B5PE T Hiia o Hifa &
FEME AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D L Z O
GEEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERE&IL, 23
AR HURRF A e T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

ARFNL, SR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IS/EA L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 MRS TG M 2 58 5~ 5 2 & TRk e PLidgsh iR &4 k9
ZENHERR STV D,

IO OFEN S | AFNTEMEIER ) 2 B 2IaREIC R0 55 Lo MfF S,
SHSE I B A kPG & U TR IR R 2 520 L 20 et QBB ER R S 7z,

AFNOVEFREFFIZ 25 B EE O RIERIGSIC K 2 BITEM 2 & b bdu, B UL LTIC
ELAEMEDN S D, ARNOEGHROREGRIZIT, BEOBRE H0ITTO, BENR
O BIVIZE AT, B LI HBUTIE U REFIRY 20 ik & REBR 2 Ff D[RRl & s L Col
IR 24T BE OREIRIZ L DREIER gD 2 581213, BIBEE RV
T HIOEGEOHYVLIVEZAT O LER D D,



3. BB
BR LR RERE 2 A 5 IESA R O A& GRIRFIZ3l 2 1T - 72 T 72 B R B O ilok &
ZNE IR

[ 2hE]
[E B 4L [R5 AR RER  (ONO-4538-11/CA209141 705k )
7T FFRUE 2 G L FRE T 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 5361451 (H
ANBE2IH 2 G e, AFIRE24001, xPREE12161) Z %512, RS ERIASEIR L1z
B (AP PLFH—h, FEEZFEALTEY X ~T) xR E L TAHIZmg/kg%
23 M IR CAMEHE L7 & 2 OFIMER VR Z2RET Li-, TEFEE THh I e
AR (BLT. TOS) Evvo, ) (Rl [95%IEMEIXIA] ) D IMATRE R IT. A&
HI#ET7.49 [5.49~9.10] 1 A, *IFREET5.06 [4.04~6.05] H A THY . AANIIEERIE Y
PEEM NI L 7= VBRI LRI H BRIt R 2R LTz (N — RE0.70 [97.73%(5
FEXR - 0.51~0.96] . p=0.0101 [/&%log-rankifiE] ) .
*1 ARG B ISR DAL F R BIR 4 & e,
*2 G b SIUIRREALIL, 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 O,

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 FR5R)



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

EFR I E S IAEFRER  (ONO-4538-11/CA2091417858) ICHEAAN BNT-BED H b,
HEISAHAR I W TPD-L1 2 3 8 L 7- AL Y b 5 E1A (LR, [PD-L1F&HLHE ] &
V) IZEHT DIERDE LN —EOBE DT — X ZH-SE | PD-LIZEBLERBNTHEREIC
RN AT o T- A INER O LB DFERIZILL T DO LB Tho T,

ANMEZEI LT, PD-LIZEBLED 1% AT DG A I B L IZIERROFRE R TH 72 (F
<),
728, PD-LIOFRBRIZL T, KFOLEMNT w7 7 A VTR TH -T2,

[
o
S
i
15
1<)

—Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
o | X Investigator Choice % "~.: ..... Investigator Choice
g g
@ @
] 60 - & 60
S [
g =
40 - 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
24FHE(A) 2EFHR(A)
at risk at risk
Nivolumab 3 mg/kg 96 74 59 42 30 25 22 19 16 1 8 5 1 0 Nivolumab 3 mg/kg 76 54 39 32 29 20 19 17 15 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/CA2091413RBX D PD-L1%EER| TOOSD F T 2E T+ 0 —T v FF—F D
Kaplan-Meier fi 53
(£X : PD-L121%DBEEMA. FX : PD-L1<1%DBEEH)



[Z4tE]

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

A ERHERIIAKIRE229/236/1 (97.0%) K O RAE109/111%1 (98.2%) (2588 v, 1A
BRIE & ORIFEBIRNEE T X WA EFGUIAAKIREL39/236/%1 (58.9%) | xtFREES6/111
Bl (77.5%) (2380 LTz, FEEENENLL EORIERIZI TEO L BY THoT,

F1 REBEEN5%I EOBIWEA (ONO-4538-11/CA20914138R%)  (REVEMEITHREM)

B (%)

g0l 40
e A XTTRTE
(MedDRA/Jver.18.1) 236 il 111 1
4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

EIER 139 (58.9) 31 (131) 1 ( 04) 8 (775) 39 (351) 1 ( 0.9)
KIS LTV SR EEE

21 2 (51 3 ( 13) 0 18 (162) 5 ( 45) 0

Uit BRI E 0 0 0 9 (81 8 (72 0
B IR

THI 16 ( 68) O0 0 15 (135 2 ( 18 ©

LD 20 ( 85 0 0 23 (207) 1 (09 O
mESE7S 5 (21 1 (04 O 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

RERE D S A 3 (13 o0 0 14 (126) 2 ( 18 0
7R

(NN 4 (17 O 0 6 ( 54 0 0
(NCIPSENOES o =i

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

K= 2 — T — 1 (04 O 0 7 (63 0 0
B O T ARk

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

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

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

7pde. MVEMERIZEE 7 61 (3.0%) | BRECTRARIE/ X A F—5 ffi] (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%) . FEAERERES 2 41 (0.8%) . HRMIEIER
JiE 1651 (0.4%) K N infusion reaction 3 5] (1.3%) 23388 b7, £7-. EHIERHESE,
DR, hde, KRB - EHEO TR, 1 BRI, @ Vel MO MEEEBE . T,
e - flilES, BEEORERESE, 5E 5 BERKVEEDORERFITRD broT,
AREWERFE BRI E S (BRMRAEM R T 25Ty 28 BEHEREZ T,



[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 b— a3 02k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR EN S Sz, ZOf
R AHI 240 mg K G LTZBROREEEIL. AH) 3 mgkg 45 LIZBROBREE & & i
LTREZRT ETHENTZb DD, ARNBFICBO CARER RIS TV D H
- & (10mgkg % 2 B CRE) CAKIZ G UIzBEOugE & & ik L CEfE
oy LRSI (FR) AT BEOBEICE T 27 — #2125 E | A4 3 mg/kg
(REE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBREE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% BSOSV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRI,

K2 FHOKYBE T A—F

M - R Crnax Crnind14 Caved14 Crax.ss Chmin,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 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 @ B FIRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICIS1T 2 A I
TR

Fo AR OREREYFNEET VAR L2 I 2 Lb—3 3 280 | AFH 480 mg
Z 4 BRI TG S IBEARE O L - &% TG L 72BR O A O i I B A3 fss
Shiz, ZORER, AK| 480 mg % 4 HEMR TR G Lo EFIREBIZB T 2 FEim
EHIRE (LT, TCags) &V, ) 1%, AKI240mg % 2 FEF IR THG L72BED Cavgss
CHEUT D LTI (FR) o /o, AAI480 mg % 4 @RI TG LI2BROE
FIRRBICB T D MG FIRE (LLTF., [Craxs) &9, ) 1&, AAl240mg % 2 #H
[FIRR TH G LTZBRD Craxss L B L CREfEEZ R T & TRISNIZ DD, HARNBEIZE
WTEABMENHER STV D M - JI& (10mg/kg % 2 AR THL) TAHFIZ &5
L7ZBED Craxss & 0l U CTIRE A 7R3~ & FRIS L (FR) o X T, #EOREEICE
FoT7T—2ICHEDE KK 3mglkg (RE) E7213 240mg Z 2 EMRIFE, 4 L < I3AA
480 mg % 4 MM TG L 72BO AR OBRTE R & A0 34 4t & o B % My
T HBBSIEET ABERE S, YR OV TRFEIMTh R, Eiio ik -
REOM THREL LI 2R IT 0 & PRI S iz,



K3 AHOEYELNT A —F

v - B Crnax Chmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

S 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)

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

2AMFERE, Q4W : ARG, Cumax 1 HIEIF 514 0D f ) MLIE IR EE
Crmina2s : PN 51428 A HIZF51T 2 SR PR, Cavears : I G-1%28 A H & T O FH i i EE |
Crnaxss * EFARAEIZIS T 2 B ML FHEE . Crninss  EWIRRBIZ I D S ARILIE PIEE, Cavess : EHIRAE
(Z35\T 2 SR R



4. FEFRIZOWVWT
RS & U TS (BFFHE) g o Tnd 2 &b, Yikiid 4@
IZETXDIER THOIMNERD D, TD LT, KF OB #EY) /2 BE 2720 -« FF
ﬁEIJ\ AHNOBEHIZ LY BEELRRWERH 2B LIZBRICHINT 5 2 EBRMERT=D, LIF
DDO~@DT X T &I IZBWTHEHAT & TH D,

O MEFRITHOWVT

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

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

(2) FEEHEREIPL

(3) HBENTEAEDFEE T 2 0 APHEEEHPT (03 ARSI ERibT, 23 AR
W 1REBE, 2 AR e &)

(4) ARALFRIEE A2 RRE U, AR AFRIEINGE 1 SIS SRALRIEINE 2 O fiisk F e
AR DR AT > TV D i

(5) PR A AL 7 B BN OO fit 5% FE LR D i HY 21T © T B Jiiak

O-2 A DAL TR E L OVEIE R FEBLIRE OO R 43 72 Fnigk & #85k % B¢ D 1= fifi S
ITHEEHERT (FROWT TS T D EM I HERER) 23, 4% R oA A B
TAHREOEMLE L LTRHESNLTWSZ L,

7

o [EAIRFFESE 2 FOMMINMEZE T L72RIZ 5 L LR AIRROERIRIHE 2
ToTWHZ &, 55, 28U L. WARYREL L LIZERRIESZOIHME %2
ToTWHZ &,

o [ERIRFFESE 2 FOPINMEZE T L7oRIC 4 L1 L H SRR EI O B R
WHEZAT->TRY, 26, 24ELL R, 23 AFEMIREZ & O IHSEEM R 2R O
FRIRBHEZ1T > T D Z &,

o [EAMSRFTF AT FHEM ST IS % O IIWHE 2 & T L7cizic, 5 FLUL o [ EsF
DEFRMHEZ1T> TV, 56, 2FL Rid, DAL EZ & ORI OB A
TRIRDEEIRHEZ 1T > TW\WD Z &,
ﬁﬁ KFNC L DBRBICB O TILENER S0 2GS 2 B4 5720, BE DIGHE

(2 7= 2 RHERNT EOROWT IR T GF 2 i 7= 3= Al (SESHEHE O b5k
15 ORIE RS BLRE O 40 72 ik & 450 & Fe DR Hill) & OB /D ¢ &
IR THZ L,




© BENDOERMLFREEDOEH|IZONT

AR BUCIE S 2 BMEE D ELE S, BRSO OB D, A2 - 2
EPEFEREERNE O B ONERI ST R E BT S 2 T IR i, AR ERB AL
258 O FH . FERHELDITATON D EHINE > TG Z &,

® BWER~DORHHIZOWNT
@-1 HagkkHIC B 2 B4

VR MR R D BB 7R BIE R 3 98 42 LT-BRIC. 24 BEREISIRIAHIO T, Mi%hiak X
IRIEHE R (23 T B L2 BIVERNICIS U CABRE B L ON CT ZOFIVER ORI 4
ERRAEORERD Y HHPIZE O, EHITRIGATRE AR > T D Z &y

@-2 BEREFE L DAEERMCICET2EHS

DN AR Z B 2 gk M O e 2 B3 D R HE N RIERH T =21V 7
EEDEROA 7 ) —= T HATOEIRE L IG#E IH TE 5 F— LR 2
SN TNDZ L, B, BEEEIZCOWT, DABRE EZOFRICHSICEmEnT
WhHZ L,

@-3 BEHEADZWrox B LT

RIWER (REMERZEEISI X, BEIEMGEDAE, (DR, Tk, B RARE, KBK.
NG, BEEEDO TR, 1 AUBEIRA. AR A, TRk . K. HUR R
BeREREE . THERMAREERES, MREE, BEE, AEEE. MK, BEORERE, §
ARIMAEFEFIE, infusionreaction, FEFE 7R MRMEE, MERERIEMRE, S, PR, W
OFFEROR, PIE IR, OlEREE (O FMED - 4RIK - D= MEBANGH ) | M85 H i
JEALE) (T L, M T BRI OB M 2 A9 H ERD & L (RITEH
DOZWrCKHSIZE L THRE R O X EAZ T ONDLGMICH D Z L), EHIZHEY) e i@
N TE DRGNP ESTNDH T L,

Oor
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5. BEXB LR HRE
(BB 3 2% FH]
O 77T A G FREROH 2 BE BV TAAOFIEN/REN TN D,
©  TRLUUCEZY T 2 BEICKT 2 ARA| O G K OME A FIEIZ DV TR BKFIOA ZhEN
NS TE LT, AFlOREGRRE B0,
o TIFFRHNEGTALTIIEI X DIRERE O I W EE
o INRmBRIE
o fhoOPUEMEES L OFH L TGS BHE
@ AANZIEFEEILFE S MAERERIZ W T, EERITI W THRBERIZ ST L CTHEMED R
RESALTUW D23, PD-L1 FELRIZ L O GRMWEOMBEM N2 D Z LSRR S D 56 R
DELINTWD Z b, PD-L1 ZELER* SR Lo B CAKI O E- Al S O] 2
THZENLEE LV, PD-L1 BEERN 1% THDH 2 ENMHERSNZEE B
TIE, AR OIEHREIRIE S BET 5,
kARFIOZWEK L LT, IR524 : PD-L1 IHC 28-8 pharmDx [# =] 2NEFREN TV 5D,

(PB4 % FH]
O TRIZEZY T LIEFICOVTIARFOERGENEZE SN TNWDL Z b, &5 E21T
DR &,
o KA LBUE DB D & % B3
@ BEATOFIIC ISV T FRICE S T 2 BH T OV TR, AR ORGIIHESE S e
DS, AMOTEPRPFUE D R WIGEITRY | HEICAFRZETNT 52 L 2B TE D,
o MEMMEREDOEHXIITITEDH 5 EHE
o R AR A CRVE R 258 6 D B K ONE B 0D Sl i i 2 <o i Gt it ¢
FEOMICRIEMEZEAR DD B
o HORERBOGOF B L < IEHFMEO B g kB OB TR O
b 5B
o g CE MMl REZ Ee) Ob 5 R
o OB IIBEE A AT D EE
*  ECOG Performance Status 3-4*V 0 i

(ED  ECOG & Performance Status (PS)

Score | EF

0 | &<MERIEEHTE S, BT LlFE U R EAERPHRZ AT D,

PRREIZI LUEBNIHIR S 225, BATAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL EE Xy R+ T2 d,

AW

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

11

BATRARECTH A O OEY O Z LT F N THEEIZBERTTE 20, HHP D 50%Lh Eid~y R Tl 25




6. BEZELTHEETREFIH

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

TRIEBRAAIC SN D | B XX Z OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

PD-L1 RBE G ERE L7 E CAFIOE G Al {2325 Z &L E LA, PD-L1
FEBURDFER T E RV, AAIOMEH OB & 2 @O HWr L7 Ecib5T 5
z,

FERBIERO~RT A MZONT

@

@

MEMEREEN D bbb Z ERH LD T, KFNOEGIZHT-> T, BKRIE
W (PRI RIS, ik, FEEVE) OffEsE M O X & o Fhess, Bleiz+5
ZATH 2 &, £, MBS CTHES CT, MiE~— I —FDMm&x FEhd 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEARFI 3 22kt D T 5 U
BaAT > 7= LTt 2 Z &, £72.2 [ H EARE O AHFI$ 5-FFIZ infusion reaction
DHHLOLNDZEHHLHDT, KFIEEGH K OARA G T #IT A Z v A
CERRET %, BEORBEL 2B T 52 L, 70F, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI BRI E . TRAEERET R ORIBREERH 5O Z RN HDH DT,
AFN D ¥ 5B haRT M O G- B T E IR NIk rE iR A (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhET 52 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b Dk R R IER R
NHLOLNDZERNDD, BEPRDOONTHEIIE, BB LEFRIIL U
B 72 ek & R BR 2 Re O Al & i U Cli bl A BRI W 21TV IR DS
FOSIZ X 2 BWER 2N g0 23551 21%, ARFIORFES T I, R ORIE BE A
NWEVRIOBRGEEZZBETHZ L, 2k, BIBEREFRLVEYOELIZ X0 EIE
HOUEERFRD IR WIGEITIE, BB RE AV LISt o Sz il Fl o8
HLEET D,

BT %, ORI S8 AR L T LEWERDBET 2 Enb D729,
AR OEEHETHIZHRWEM ORI 2ITEET D,

1 BUBE R (BIE 1 BUEIR S 2 2 de) b bbdv, BERPMES F 7o R— X
ICEBDZENHLHDOT, Alg, HEl, EHFEOREROBHRCMAEED L2
SEET DL, 1V BERBN DN -G ICITEGEZ R L, AR )
FOFGFEDHE) R EZITH Z &,

AR ORI T, &GBGE2D 9B, THURRIL, &ERBND 14
L 6 i Z LA IMEOFHM 21T - TV Z & 2550, AFIEG-FILE T
(R OMERZAT D Z &
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HEERHEET A RFA4
=R~ 7 (BinFr#Z)

(BR5E4 « A7V — A REFHE 20 mg, 7V —RRHFHE 100 mg, A7 P—
A IR R 240 mg)

~ e o ~

ERR2 94 A (fFn 248 9 AET)
BT B



ER/N

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



1. IILBIC

RIS OF M « ZRMEOMEROTZ DI, U SCEFIZE S W2 E AR RS
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5T BLE R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
R & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 (CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHRAORE(LHEZXS Z L L ShTnd,

BORVERM T ESR L, KB ERASCL ST 2 7 7 A VB DO ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEIZET HERNH0ERET 5 £ TORM,
MHEIMOREZMLZIT 5 2 EnHIfF SN BT LTHERT 5 & &bl BIfE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBEMESLZNE TILELN TV D EFIFR -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
TR OB E R~ T,

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

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

R ERDMETE - ARG OIBRAGE TR 00 B MR e

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

B I 5B 3O/ NERERA T ERRUAAE

(2%E)

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

DIFRE TN R, HIER O H &

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

HiE KR OH&E: =FRAL~ery (BEHERZ) EOFHICBWT, @, BRAIZIE

AU LA~T (BEFHiaz) &L C1E 1mgkeg ((KE) % 3 @RI T 4 b SHE

Hd 5,




2. AHNORK. VERBF

A7V — R S 20 mg, [FSEERE 100 mg K OVR ST ERE 240 mg (—ik4 - =
R~7 (B ffz), LT, TRAL Evo,) 1d, AN T RS e 2 &
Ly 7 2% BTYU AR - v ¥—X 2747 (BMS) ) 23B% L7-t ~ PD-1
(Programmed cell death-1) (Zxt3 5t MU 1gG4 €/ 7 a—F LHETH 5,

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

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T IR T 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U & K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v SEROEMALIREE
BIZFRET L TWb, PD-1 U W RIFHURE SIS B b O & 22 IRk Z T8 B
LTk, BMERAMREEE) LU LB T D PD-L1 OFEBLLIEDELF
HIM & OMICADHBEBFRN & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F 7o B NE S CIXAEEE T AN EET DA v X —T = a > H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMARIZI T D PD-L1 ORI LIk O
AALEHIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS B5PE T Hiia o Hifa &
FEME AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D L Z O
GEEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERE&IL, 23
AR HURRF A e T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

ARFNL, SR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IS/EA L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEAL K OV AABIENE k9 2 ARIRE TG M 2 58 5~ 5 2 & CReft e PuiEgEsh i & /r 4
ZENHERR STV D,

IS OFEN S | AFNTEMEER I 2 B 2R EIC R0 55 b0 L MIfF S,
R IR FR A A b B & U T BRI & S U L A 2k R OV SRR S AL 7z,

AFNOVEFREFFIZ 25 B EE O RIERIGSIC K 2 BITEM 2 & b bdu, B UL LTIC
ELAEMEDN S D, ARNOEGHROREGRIZIT, BEOBRE H0ITTO, BENR
O BIVIZE AT, B LI HBUTIE U REFIRY 20 ik & REBR 2 Ff D[RRl & s L Col
IR 24T BE OREIRIZ L DREIER gD 2 581213, BIBEE RV
T HIOEGEOHYVLIVEZAT O LER D D,



3. BB
FRIBYIFRASHE XX ERFE M 0D BBl fages D A GRIRE I Z RFAl 2 1T - 72 5 72 B AR 3R D il &
ZNE IR

[ 2hE]
DEFELF AR RER  (ONO-4538-03/CA209025 7kb#)

MEFAEREERZET 2HEMEEGEA (TF o TF=7 A=F =7 VI Tx2=T,
INYRN=T ) AT TRIEIE A A T D AT SRR 0D 38 I R R el e AR
821 5l (HAANHBRE 63 fflaGie, AHKIEE 410 ], =11 U A ZFE 411 ) 26, —
R AAERRE UCTAA] 3 mg/kg & 2 MR CaiiE Lz & & oaoiE ko
A RRE Uc, FERHMIEE Ch 5 AWM (LI, T0S) &9, ) (Ffi [95%
EREXM] ) 1%, AFIFET 25.00 [21.75~NE"] #H., =X U LA RAFET 1955 [17.64~
23.06] WA THY, KENT=~ Y AR LFEEHFICHERIERE 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
18T —%h > A7),

1.0 B
0.9
0.8
0.7 e

. 0.6

iF 0.5
* 0.4- .
034 e

—A— AHIE
e 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
INOVLIEE 411 366 324 287 265 241 187 115 61 20 2 0

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




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

HHTH-T= ONF— FE 150 [95%(53E XM : 0.49~4.54] ) .
* o HEERRE (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 risk2f 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 BARANEMIZRITS 0S O EENED Kaplan-Meier B
(ONO-4538-03/CA209025 #Ex%)




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

(LERREARTRIEE™ OMELTHE U TR O T R A B e e s ;B 1,006 61 (H AR NGBS
2 flaate, AU LYY BEEHEEZ) OFH CUF, TRA+-A ) A=T ) L
Do) PHEBS0 B, A=F =T HELLE ) AXRIC, A=F =T ERE LTRA+A
U b~ 7 O NER O 2 et Uz, TERHMETE H Téd 5 International Metastatic RCC
Database Consortium (LLF, TIMDCJ & 95, ) U A7 535E" @ Intermediate % OF Poor U
27 OEE RF+A4 Y A~ T4 F, A=F =78 422 ff]) 12175 OS (HFfE

[95%(E4EIX ] ) X, AFI+A U A~ THET NE [28.16~NE] W H, A=F =7}
T 25.95 [22.08~NE] ZHATHY ., KHl+A Y A~ TEITA =T = 7R LR
WINCHBERIER 2~ LTz (O — R 0.63 [99.8%(E#E[X[# : 0.44~0.89] | p<0.0001 [J=
A log-rank #E] . 20174E8 H7 HT—4 v A7)

*1 ;M ST 2 R H L OIRREN 2 WBE, 72720, LUFOSAITYZIBEEBICE DR,
SEABIBR FIRE 72 B \ 2k LT 1 FEEEOMTAT UM MBIRE (7272 L. & N SRR +
(LAF. TVEGF) &9, ) MIEVEGF B AL & LA Z R ] 2T S0, 2oflt
B IR H B IE OB G0 5 6 1 A UL ERRIB%IZHR L He
*2: Al 3mglkg (KHE) &4 BV A~<7 Imglkg ((KE) Z[FHIC 3 EEMIRT 4 [BSREEE L 72%.
AHKl 3 mglkg ((AE) % 2 AR CAEMEEE L, fERESEICBV T, AR 2 &Ik S
L., AV AT IEIARFOBREGHKRT NS 30 oLl EOMREE BTG5 2Bt L7,
*3: LLFOO~®DWTHIUC HZY L2RWEAICIE Favorable U A7 1 X% 2 THH 27754 121%
Intermediate U A7 . 3THHLL L& T HA12IL Poor U A7 & &,
OB AT & 22 Hr S Th BARBR O EVEAEIR T £ T 1 4K, @Karnofsky —fiIkHE 8006,
@~E T\ B AMEDEAEE FIRAT., @fERO D LT MED 10 mgldl B2 5. O HEREAN
HAEME LR 2E 2 5, @M/ LA LR 2 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 OHhEfFEITE D Kaplan-Meier Higt (ONO-4538-16/CA209214 #A5R)
FENTRIREM : Intermediate XU Poor U 2 7 BE
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72k, EBILFEHIEFER (ONO-4538-16/CA209214 #AER) (23T, IMDC Y 27
7FE7N Favorable U A 7 O B X F HWAHITE H OfEATRHGEER & Sviedo T, ikl
BRI A AN S 372 Favorable UV A7 ORBRFEOT — XTI & RN 21T 72
R, AR+ AU 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 DFEENTRED Kaplan-Meier #i## (ONO-4538-16/CA209214 3Bk)
FEMTRHEEER : Favorable U 2 7 B8



[Ze21k]
DE BRI [F AR (ONO-4538-03/CA209025:-54%)

BERFGUIARAIRE 397/406 61 (97.8%) . =1 U A AR 386/397 i (97.2%) (272
DL, 1R & ORI RBIRD G E T & RUWVE FFRITIAAIRE 319/406 5] (78.6%) . =
7 U AARE 349/397 ] (87.9%) (RO HALTc, WL DORETIHILEN 5%LL_ EDRIE
HIZTTEROEBY ThoTz,

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

s e B (%)
Rt A =R LAR
" 406 1 397 il
(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)
MEB LY R kEE

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

FOIR IR FE REAR T E 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 ORE

) 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

KB JNE 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 AR AT

M = L A5 m— L HN 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

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

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

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

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

ERYZURY 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 A Rk

RAETR 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, MERES X OVithRkEE

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

- ] 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

Jififig 2 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
KRB KO Pk

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

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

T - BRI ASREERE 4 (1.0 0 0 22 (5.5) 0 0

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

5 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0

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



Bl (13.8%) . KEEZ « EEO THI10 6 (2.5%) . 1 BEER 1461 (0.2%) . FFHERER:
X 46 B (11.3%) . TR 141 (0.2%) . HURIRBEREREE 34 1] (8.4%) . ffefzEE 55
Bl (13.5%) | BHERERETE (RS RIEMER %) 28 ] (6.9%) . RIBHAEREE 6 4l
(1.5%) . infusion reaction 21 {5 (5.2%) . FEEDLEREE 4 6] (1.0%) . T EMAEHERE
fE 2 B (0.5%) . BEZ 16 (0.2%) KROSE I EKE 141 (0.2%) ARH LN, £
7o, ERERVEEAE, OFRAR. e MRS ESRBES . IS « BEREA M OVFRIR f s €
FIEITRR O BV D o T, AREIWERRBBLR DU E SRS (BRAMEERE L ET) 25
DR AT,

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

HEERIIAA+ A BV L~ 7R 544/547 1] (99.5%) , A =F =7 Hf 532/535 141 (99.4%)
IZRO DBV, IRRIE L ODRRBRDEE TCERVWAFTFLRIIAF+ A Y A~ T
509/547 5] (93.1%) . A=F =7 #f 521/535 5] (97.4%) IZFD LNz, WTIHOHRE
THIBERD %L, EORWERIITRDO LBV ThoTo,

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

Btk (%)

Sl g SNk
BEBINR FATAE Y bv B x=F =TI
g(iillngRA/J ver.20.0) 547 f 535 B
o 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 LY 3 REE
1 34( 6.2) 2( 04) 0 83 (15.5)  24( 4.5) 0
i BRI i 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
PG 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
FR AR P E 85(15.5) 2( 0.4) 0 134 (25.0) 1( 02) 0
B IEREE
HEr 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
EREE R 9( 1.6) 0 0 30( 5.6) 0 0
(e 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
[ERESERUIN U7 6( L.1) 1( 02) 0 55(10.3) 0 0
FITN 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 JNE 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
BRPR AR
ALT H4/0 60(11.0)  27( 4.9) 0 50( 9.3) 8( 1.5) 0
72 7B 71(13.0)  31( 5.7) 0 41( 1.7y 17( 3.2) 0
AST H4n 58 (10.6) 19( 3.5) 0 49( 9.2) 7( 1.3) 0
ez L7 F =8 35( 6.4) 1( 02) 0 35( 65 2( 04) 0
i A ERR AR AR R V| N 11( 2.0 0 0 30( 5.6) 0 0
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B (%)

“‘*E’J”Zfﬁia AF+A Y 2~ 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
b 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 OsaERE

& I 28 ( 5.1) 8( 1.5) 0 10( 1.9) 0 0
FEXNE IS 75 (13.7) 7( 13) 0 133(249) 5( 0.9) 0
A R L OV ARk b

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

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

AU 45( 82) 0 0 31( 5.8) 0 0
ek 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
fitifisk ¢ 32( 5.9) 6( 1.1) 0 0 0 0
R B X O kb=

i R 40 ( 7.3) 0 0 46 ( 8.6) 0 0
EELE 0 0 29( 5.4) 0 0
T - BIEFE RN T AR 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

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

B, AR+ A YU A~ TEICBW T, MRS 136 i (24.9%)
(17.9%) . FRIREEREREE 147 5] (26.9%) . BHHEAREREE 46 1 (8.4%) . & MEAEE

35151 (6.4%) . K% -

. FTHKRERE 98 f

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

T ERRFERERE T 24 (9] (4.4%) | RIEHERERE T 32 4 (5.9%) | 1 AUHEIRYN 5 41 (0.9%) |

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

BN 2 2 51 (0.4%) . infusion

reaction 22 5l (4.0%) . 5 & 5 B¢ 2 i (0.4%) . L2 141 (0.2%) . %€ 2 141 (0.4%) .
RESCRRMRIE/ < A5 —102 f3i] (18.6%) . NF& 71 (1.3%) MK OERAR dnAz ZERE 2 15

(0.4%) WFRD BT, Fio, i/ MR SRR & OELPEIBE R 135890 B
oo, ARWEHBEBURDUIREESES (MAREEREE L5 230EFRERE R

B
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(it - HE]

AR OREMEYBETT L ZFA LY 2 2 L— a3 102k v, AHKI3 mgkg (K
) NIE 240 mg A 2 MMM TG L2 EROARF O MG PR E DS BRET S iz, £ 0k
R, A 240 mg &G UTBROBREREIL, AA 3 mgkg Zixh L I-BROBRE & & ik
LCREEZRT & TFHIENTZbDOD, AARNBEICEBOTHAEERNHERINTWDH
% - & (10mgkg % 2 BRIFEIR TR L) TARRIZ &L LB OREE & & g L CE
T e PRSI (FR), AT EEOREICKIT 57 — 21255 KA 3mg/kg
(RE) U 240 mg % 2 BRIFMIE CTEG L7ZBROARFI OVRTE & & AW UT et &
O BEE A T DRI SOGT T A DEEE S L, Y EBEIZ OV TIREI M T h v o ki &,
RO - HEOB THIIMER NEEMICHEREZRIT VW e FRlSn, 72, B
MRS BT 57T — XIS X AH 3mgkg XiE240mg & A U A~ 7 1 mg/kg
Z 3 ERMR TG LB OARA OMREE & & Zat & O#E ARG 2 BENSTE T
UBHEEE S, YKBLEICOWTIREI M ThN SRR, RO L - AEoM cLaetk
AN Pt e SN R i [ R g Wt

K3 FROEKWERNT A—F

- Crnax Chnind14 Cavgdl4 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 Q2W <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 : AIIEIHRG-1% O fig i M P IREE, Crinars 1 FIEIF G214
H BIZIRIT 2 BRMIE IR, Cavears : HIEIHRE%14H B £ TOFHMIEFIRE, Cmaxss © EFIREBIZIS
T D MIE TR Cuminss 1 EHARIBIZIS T 2 BARMIETIRIE, Cavess 1 EHAIRIBIZIS T 2 MLIE T
TR

T AR ORENEYENEET L EZFH LIV I 2 b— a3 2L 0 | AH| 480 mg
Z 4 BRI TR IR AGE O L - &% TR G L 7ZBROARA O M35 R 3 i
INTc, EOREFR., KAl 480 mg # 4 HFME TG LIZBEOEFIREBIZI T 58 m
ERIREE (LLT. [Cagss) &V 90) 1. A 240mg & 2 IR TG L 72RO Cavgss
EHUT D E TSN (FR), £7o. KK 480 mg % 4 MRHIFMR TG LIZBROE R
WRBIZBIT Dim MG TIRE (LLT. [Chaxsd £V 90) 1E, AHI 240 mg % 2 1 IR
THEE LTEBRD Coaxss £ B L CRIEZ T L TFRISHIZH DD, HRANBEITBWT
DEMENHER SN TWA L - JI®E (10mgkg % 2 HERIWR TR E) TAFZHKS5 LT
BROD Coaxss & B L TIREZ R & FHIS N (THR), Mz T, BEOBECBIT 5
F— I ZEESE . AHKI 3mgkg (KE) F7213 240 mg & 2 IR, 3 L < 1ZAHA] 480
mg % 4 BRIFIRE TG LB OARK| O R & & A2 XL et & oBEL R 5
BEEE NG E T VR S, SEEEIC W TR TOR SR, B0 MiE - HE
O M THINE R LMY R 2RI TRV & PRl S Uz,

11



K4 EFOEYELNT A —F

v - B Crnax Chmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

S 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)

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

2AMFERE, Q4W : ARG, Cumax 1 HIEIF 514 0D f ) MLIE IR EE
Crmina2s : PN 51428 A HIZF51T 2 SR PR, Cavears : I G-1%28 A H & T O FH i i EE |
Crnaxss * EFARAEIZIS T 2 B ML FHEE . Crninss  EWIRRBIZ I D S ARILIE PIEE, Cavess : EHIRAE
(Z35\T 2 SR R

12



4. HERIZOWT

(BB R R O ARIABIBR A BE X T E R M o B A BB L 3~ 2 358121, &G
G UCTHEABGETE (2FRE) SBEohTnas 2 et YA 2 EuIcE
MiTE LMK CThHOLULENDD, O LT, EFEMLY A7 EHEEE (RMP) IZHKEOX,
AFN D =S i 22 A VEREAATE B~ D o I RHIN 8 2 Mask Td o T, RFI OB G- M) 72
Fa 2l - FrE L, AFIOFEGIZ I BERREAZRBEBL L ZBRITHIST 5 2 LA nEE
27D, UTFTOO~BDFT R CEH-THHICBWTHERT 2 XEThH D,

O MEFRITHOWVT

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

(1) JEAFEKRENEET 203 AHE ISR BESE (B E T RS A2 RE B HL IR B
HiUs 23 A RS FEEE ML URRT . HUSS AR IRIRBE 7R &)

(2) FEEHEREIPL

(3) FENFRANFNHTE T 203 AU FEEEFRET (D5 AR HEE EIRbT, 23 A2
W 1IRBE. A AR REEHEE R L /e &)

(4) S RACFERRIERE 23R E L, SR FRIEINE 1 XTI FHIEINE 2 Otk FEYE
(AR D E1T > T D fitiak

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

O-2 B O b7 RE K ORIVERZEBURE O 53 22 Fnilk & BB 2 Ko Rl (T
ROWTIDITEE YT HER) 2, Y2 BB OARFNCET IR0 EMTE & L CRIE
ENTWBHZ L,

#*

o [ERIGFFESE 2 EOHAHME ZE T L2121 5 FELLED D ATRIED BERAHE &
fToTWHZ &, 95, 28D RIT. DAEWIREAY XL L-BRREEZOHHE 2
IToTWVWbHZ &,

o [ERENRFFEUERL 2 SFOPIMIMHEZE T L72RIC 4 FELLEOWREREHF O RHE
1o TR, 96, 2L R, BHIIEE O A KWL Z & Te S ATEIE DGR
HHEZIT->TCWAHZ &,

@ BENOERLEREROERICONT

S R R B R 5 BT E DB S . BUIERE D IR D . HM: - %
SIS MR OB LR OVERTEE T X3 2 MR 0L, A EHEARA LB E ORE
ST SERERINATOR B R E STV T L,
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@ BIEA~ORIEIZDOWNT
@-1 R B 2 B

BV PERTR B O B R BIE AT L72BRIC, 24 FERIEIERIRHI O T, 2%k X
FEEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, B BICHIEATRER (KR M > T D 2 &,

@-2 ERWFEIC L 5FEESINICET 22N

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

@-3 BHEADZWr-ox B LT

BIVEA (MEMEMEEIIN 2 EEAEDRE, Odk. Tk, BT RARE ., KX,
NS, EEDO TR, 1 ANEIRIE, e, IFlRelEE, R, s rEiRgE R, FRR
BeRERE S THERMAREERES, MREE, BEE, AIEEE. MK, BEORERE, §
RIMAEZEFEIE, infusionreaction, FEFEZR MK, MEKERIEMRE, M. PER, WA
DORIEROG, PIE R mNE, CEfES (OIS - 4RIR - S PEIAMGHS) | JEEE HA i
JEFLSE) (T3 LCL Yaghiiax OB R ORI MMEZ A3 2 EM & EE L (RIEH
DOZWrPKHSIZE L CTHRER OB EZ T oNL5GMICHH 2 L) EHIZHEY) e dlE
N TEXDHIRFPRESTNDH T L,
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5. BEXB LR HRE
[HZIEIZ B3 % FIH]
O TREOBEIZBWTARAOGIEDBRFES L TN D,

o MEHAMEFERLZAGT 2PEEMEER (T F=7, A=F=7, VT7
=T RXYR=TE) BETETFRIEREEZ A T ARG UIRARGE X TR D
RIS AR (A BB 5-)

o ALIHRIERIGHEDIMDC U A 7 45%5H7)5 Intermediate X [ ZPoor U 2 7 M0 (DiRTEH)
PRARE ST O 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, AROEREGXR LR LR,
o ALFHERIGEBE ROV A N A VRBN OB OIGEE A H T 5 BE 5
2 AFN B
o IR,

GED) [ g S 7 45 AR FRER (ONO-4538-16/CA209214 35) 123V T BL FODO~@®D W FHUC 354 Lig
WA 1213 Favorable U A7 | 1 X0 2 THH %172 9851213 Intermediate Y A2 3 THH LU E&2§G7-3 56
\ZiE Poor Y A7 L&z, (6 X—T&M)

BN & 2 ST D AR O BEIEA B 1 £ C 1 FARm

Karnofsky —fi%{KHE& 80%Alifi

B B A S T IR

WIEH D AN 7 MMED 10 mg/dl 22 5

IFHERE DS F Y LR 2 2 5

M/ REDS FEVEE IR 2 2 %

CISICISICHC)

15



[Zz 4pEI B4 % $H]

O TFTRICEYTLIEEICOVTIEAAOR GNP ERE SN TND ZEND, KEE1T

DRV L,

o ARHNDORSTI R UIBBUEDRBEERE D & 5 B

@ WM OFEICHB T FRICHS 5 BE IOV T, AAI O AR S 1R
P, OB 2V AR | HEICAA 2 BT 5 2 L 2 EETX 5,
o BELPERRSE O A D URBERE 0 b 2
o I e BT A D B HE T OV IE O SO RIS O R I ¢

DM IRIEMERE N A DI D BH

o HORERBOEOH SUTEMERLH L <I3HZEMED B SRR B OPER O

b5 ERE

o S BAEE (SR EE L E) Db D EE

o REOBGSUIBEE AT D 8E

»  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/e BN g2y, 90 BVBRIERITH 503, IEFTEE) AJRE
80 D72 Y BRRIEIRA & 523, 8577 L TUER OfEH) i AE

ST D LI RERE, HETARTE T, A 70
T L A EBEABRFCRIZE D bDOTH D,

Aoy BE OMFRITE 228, EFOEH - 55832 2
&I TRE

e : 60 HAOWMLERZLITTEDN, L EENPPLE
RABRIEORDELE TS, S0 | il B LT B & OO BT A D
40 BT U RERES L OE# D
FOREY DO LEAZTTERY, ifZd o0 30 2LEIT T ABRPBELEAETE LEE o TohRn
ERBEOFL L AEOFUELEL T 5, HB | 20 | FEWICHIE, ABEA LI CHEAMRIBID L E
PEGHICHERT LTV 5 WTHEMED B 5, 10 [ EMZSE-C0 5
R
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6. BEZELTHEETREFIH

O  IRFASCEREITIN A, BOEIR GBS DRI 2 ERFE T D & AR O FeE & OV Ef#
RO 7O B w2 o B L Co bR« 2 L,

@ JBREBIAICENL D BE T F OFRICE MR MEREZ2 oA L, FE 25
ThoEETHZ L,

@ FEREWEHDO~XT AL MZDOWT

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

AFN O 51X EE D infusion reaction (i 2 CEARFI H3 2%kt D T 5 U
faAT > 72 EChtAT 2 Z &, £72.2 [ H LABE O A 5-KFIZ infusion reaction
BHOLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIZ A Z A
CERET %, BEOREBE+SICBIEET 52 L, 70, infusionreaction &
FHLLT-HE 12, R TOBELOERPERIZEIE T 2 £ ChEE 2 o8l
T5HZ &,

ORI REIR . TRAEERT R ORIBREERH 5O 2 B8 HDH DT,
AFN D ¥ 5B haRT M O G- B T E IR N Ik RE iR A& (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx R EW R
DHLOLNDZENHD, BENPRDOONTHGEITIEL, BERLLELFRITL U
B 72 ek & R BR 2 Re D[RRl & i U Cli bl e R W 21TV, IR O
FOGIT X 2 BWER 2N g0 23551 21E, AFNIORFES T I, R ORIE BE A
WECRIORGEEBRETHZ L, B, BIBRERNVEOREIZLYEIE
M OYEEDRFRD BN WA TR, BB RE ARV LIS O Sz il Fl o8
HEET D,

BeHAET %, BB S8 ARE L T LEWERDRBELT 2 Enb b2,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE R (BIE 1 BUBEIR WS 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER DR B MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN -G ICIEREEZ I L, AR 8l
FlOF5E DY L AEZITH Z &,

@ AANOEEKRBRICTIB T, ALFRERNREEE 2T 2 BiAlR 5 Clask 5-Miah
S 1AFERIT 8 M I L, [LFEIERIRREFICB T 24 VY A~ 7 AL TIX
BeGBRAE O VAR 6 I Z & (WIENT 12 #E%) ([CAEIEOFEM 24T > TV
722 L BSBIT, ARG PILEMICEGRE CHROMREITH Z L,
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HEERHEEST A RFA v
=R~ 7 (B FHE#Z)

(BR7E4 : A7V — A REFHE 20 mg, 7V —RRHFEHE 100 mg, A7 P—
AN REFEE 240 mg)

~HHARSF ) VN E~

FRR2 94 A (fFn 24 9 AR
BT BE



Bk

1. (FL®IT P2
2. KFNOKE, 1FHET P3
3. ERARRIHE P4
4, FERIZDOUWNT P7
5. XIS EIHBHE P9
6. HHICEL THET REFIH P12



1. iXU®IiC

RIS DOF N - REVEOHER DT DIZIT, BT SCEFITE SV B A A R D
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 3 1E A%
FFEHRSDPARBENDLH T, 20 DOEEKNZ BICHLER BT TR 5 2 & PR
PR & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHHORE(LHEZXS Z L L ShTnd,

BOFE R SR ST, SRS M T 0 7 7 A ARBEE D ES L & B 5 i
RHZENDD, DD, HMER LSBT HIERNSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RMFEBL L 7B B3t % & D 2 & DA he /e — 8 O B i 7= 3 S BE
THZENEETHD,

L7 oT, KRHA RTA4 Tl BARBEESINE TR LTV D ESEIREN -
R RN EED & | DUT O EIK S O it 70 8 2 HEE S 2810 b MBI Bk B 2
F RO EFREEZ T,

I, RKHA BT A 3 MAZATBAE NEIE M ERESHA O, A ISEFEARAER
BRI IR s . —MAERTE N B ARERIR NRHE & I OVt FE N B AR IR 2 O 1 71 D
b EER LT,

KIG L IR HEIEN - ATV — AR AT 20mg, A7 Y — ARG EHE 100 mg, A Y
— AR EE 240 mg (—ikA - =R~ T GBI FHHIER))

KR ERDMBENIAR « FFFESUTERPE DO H MY AR V% 2 U v oSl

MEERDAEROHE - @% ., RAIZIZ=FRL~7 (BIE L) & LT, 1[\240mg
7 2 WAEIFRRA SO 1 5] 480 mg 2 4 M [H MR TR FET S,

BE Wk 72 2 E  /NERER AL TEERRA S




2. AARN DR, 1EREF

A7V — AR R 20 mg, [FLATEERE 100 mg K OVR S ERE 240 mg (— 4 - =
A~7 (B Z), LI, TARAL Evo,) 1d, AR TERASEE 2 &
Ly 7 2%t BT YA -~ ¥—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 & BUZHIE T2 2
THE) BT HZRRTH D, PD-1 IIHURIE R %ﬁﬁépuluﬁyF<HnJ
KLOVPD-L2) EfEA L. U SERICHFINE S 7 VB ARE L T U o REROTEVE(LIRRE
ﬁu%%bfwéOM}lUﬁy%i%ﬁﬁ%ﬁ@u%_t%@%ﬁ&@%ﬁﬁ_%ﬁ
LTHY, EMEREAELE LU L EGHERICI TS PD-L1 OFRBL L itk DALF
W & ORICADOFEREBIRN & 5 2 & A ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE B CIRARRE T M EET DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHFE SN, 5B LI EERRICIIT 5 PD-L1 ORI & itk D
ALEHIR & ORI EDOFBEARRN 5 & DHE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @ S E -8 AMiaid, PUsRFER CDS Btk T Hifa ol s
FEME AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERE&IE, 23
AR TURRF A 72 T ML OWEBEEZ BT 58 FD—> L LTEX LT
Do

AFNT, BB OFE LD S PD-1 OIS EIR (PD-1 U W RS HE) ITHES L.
PD-1 & PD-1 UV REDFEREIET S LICL 0, DATURRERANZ T MRS
PEAL R O AVKB IR k9~ 2 AR IRS BTG M 2 58 5~ 5 & & TRkt e piiEg o iR & r 9
DRI TWVD

TS OHRNS | ARFNTHENENEG 6T 2 72 G EEICR 0 ED b o L IS,
PR T U UoRERE B xR b U iR 2 i L, A, etk OER
PEDHERS S 4172,

AANOAERFEFIZ D BB DRIEFUSIC X DBIEMENH bbb, HEX ;WEEV
£ % HH Fib)ébé ﬁﬁﬂ@&frqj&()\&fﬂ& (T, BEOBRZ 471ATV AR
O BT EITIE, FEHLTZFRI ﬂ?L?’:%‘—F‘%’Jéﬁ%ﬂﬁk1‘%%}%75:%30!:%&@#LTL
728 R1172 Lﬁ%ﬁb\ W EDGRIE UG & DRI gD 58121, BIE R E RV
OG- E DY) 7R ALE 21T D %%73)&’) Do



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

[ 2]

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

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

© MWpsaE MARRER (CA209205 #%%) (Lancet Oncol 2016; 17: 1283-94)

H & M B G TR 7 L Y ® o~ 7S L D IRIR A2 - B3 UL G
OEHE ) oNEERE (24—~ B, ECOG Performance Status 0 2OV 1) 80 {3
ZXPBRIT . AA 3 mg/kg % 2 WG CREFHE L7z, FERHMEHEE THhOREER (&
FT IWG criteria (2007) (ZJ-3< FIHEIZ LD CR UL PR OEIE) 1 66.3% (95%1F
FEX M : 54.8~76.4%) Tholz, 70k, FANIHE L-BIEIL 20.0%TH > 7=,

[Ze 4]
@O EWHE TAHE (ONO-4538-15 7lER)
AEFZIIEONGEZD biv, AH & ORRFEABRPEE TERWVAFER L EFIED
T, FHERD 5% EORWEMIZTERD LB ThoT,
£ 1 RBBHEN 5%L EOBIVEA (ONO-4538-15 FABR)  (REMEMHTXIRER)

BRI Bk (%)

FEAGE 17 11

(MedDRA/J ver.18.1) 4 Grade  Grade 3-4  Grade 5

PRIVEH 17 (100.0) 2 (11.8) 0
MR LY o REE

=il 1(5.9) 1(5.9) 0

U BRI E 1(5.9) 1(5.9) 0
Hi XUk pEdE

R 1(5.9) 0 0
R A s

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

R IR 1(5.9) 0 0

(X7 1(5.9) 0 0

T 1(5.9) 0 0



LN Bi%k (%)

FEARGE 17 51
(MedDRA/J ver.18.1) 4> Grade Grade3-4  Grade 5

[P 1(5.9) 0 0

T 1(5.9) 0 0
— i - 2EEER X OG0k

%t 2(11.8) 0 0

TR RS 1(5.9) 0 0

[()=¥R 2(11.8) 0 0

FEEL 7(41.2) 0 0

A 1(5.9) 0 0
JRYSER K OV HhUE

HH % 1(5.9) 0 0

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

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

JHEREMR A S5 1(5.9) 0 0

s IR S 1(5.9) 0 0

REHM 1(5.9) 0 0

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

(iR RYN ki 1(5.9) 0 0

{55wal NURVN Ik 1(5.9) 1(5.9) 0

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

RAHi 1(5.9) 0 0

iDEES 1(5.9) 0 0

PR 2(11.8) 0 0
TR R E

FEWED FE 1(5.9) 0 0

GIEEE 1(5.9) 0 0

KM= 2 —w N F— 1(5.9) 0 0
MR as . MElds X OWthm ks

R i R 1(5.9) 1(5.9) 0

FRGEDORAE 1(5.9) 0 0
R X OV T A RRRE

it B 1(5.9) 0 0

2 I E N 1(5.9) 0 0

SIERR R S 2% 1(5.9) 0 0

% 9 FENE 5(29.4) 0 0

395 4 (23.5) 0 0

¥, FVEVENZRE 1] (5.9%) | BEEUHRBIRE X A XF—2 1] (11.8%) . Kk -
HEOTH L6 (5.9%) . IFEERERDE 141 (5.9%) . FURIRHEREREE 3 1] (17.6%) .
TEpEE 3 41 (17.6%) M 0" infusion reaction 1 5] (5.9%) 2358 biiz, £7-. FIER
HESE, O, Fhge, 1 BUBEIRIE, SRt RSO PESRBER . IR, B HEREREE
RIS RETE, M - BB, EEOKRERE, FIRMARZERIE, RIS, XK
VU5 EDERITRD N2 o Te, REWEHREILRIUIEER S BAREERY 45
t2) ZEUDEIRERERT,



@ AN TAHRER (CA209205 #ER)

BEFGIT 238/243 B (97.9%) IZF8H L, KK L ORREEUENEE TE RNAE
FEGT 185/243 B (76.1%) IZFBsD B iviz, FBLRD 5% LORIEMITTERDO LEBY T
HoT,

#2 RERH 5% EOBIER (CA209205 3B)  (All Treated Subjects)

L eI NS | B (%)

FAGE 243 14

(MedDRA/J ver.18.1) 4> Grade Grade3-4  Grade5

RIEA 185(76.1) 48 (19.8) 0
Mg KOV > RbEE

I BRI iE 13(5.3) 6 (2.5) 0
PG AR 5

FOPR IR RE A T 14 (5.8) 0 0
B lEE

ii:20 14 (5.8) 2 (0.8) 0

THI 34 (14.0) 2(0.8) 0

L 24 (9.9) 0 0

AL 19 (7.8) 1(0.4) 0
—f% - EFEER X OG0 RRE

957 50 (20.6) 2 (0.8) 0

FEEN 21 (8.6) 0 0
BE, PHEB X OWESIHE

HEANIZHE D RS 33 (13.6) 1(0.4) 0
AR AR A

ALT H50 13 (5.3) 7(2.9) 0

AST #51 14 (5.8) 5(2.1) 0

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

RE A 19 (7.8) 0 0
R IEE

GIEER 14 (5.8) 0 0
R X OV T A RRRE

% 9 FENE 21 (8.6) 0 0

SeI5 28 (11.5) 2(0.8) 0

7k, VMM L 15 B (6.2%) | BERURREEE/ X A/ 3F—19 i (7.8%) . K
&K« BEOTH 64 (25%) . AFEEEEREE 22 5l (9.1%) . AFR 56 (2.1%) . FUIRAR
BERERE T 28 {51 (11.5%) . Fh#RRETE 40 5 (16.5%) . EHRERES 4 1] (1.6%) | fxsk -
BEEZE 1451 (0.4%) . FEFEDZFERETE 3 41 (1.2%) . FhlRiseZERAE 161 (0.4%) |
infusion reaction 38 5l (15.6%) . F#Zk 2 6 (0.8%) KRS E SIS 2 5] (0.8%) 2358®
bivle, £z, HIEMEENIE, DR, ik, 1RFEIRE ., So2 M i M 2B |
BRSOV F IAARSRERR E 1XR8 0 D e o 7z, REWERRBUIRILIX B E S (R
MAEMEE 2 3T) 2E0ERRETRT,



[k - ]

AR OREMIEDBEET NV EZFIH L2 I 2 b— 2 AZE D A3 mgke (K
) Xi¥ 240 mg % 2 HFEMHNE TR G L2 BROARF O MG FIRES G SNz, Z0hk
R AHAN 240 mg 2 x5 LZBROBRER R, AH] 3 mgkg & 505 LIZERORE & & i
LTmEZrd & PRSNZbOD, AANEREICEWTEAENN R SN TS
% - A& (10mg/kg % 2 WG TR G) TARIZ#KG LIZBRORE & & ik L CTRE
ZRTETHShE (FR) AT BEOREEICR T 527 — 212 H3E | AH 3 mgkg

(RHE) X3 240 mg % 2 WFEIFIFE THR G L 7ZBROARA OIREE & & A 0 3L e &
DEE A RFT T DRI LUS T T VR S L, UEBIEIC OV TRRES DM T DAL RER
EREOME - HEOH THRME R O IR AZR TRV E THIS U,

K3 FAOEYBENT 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 mglkg Q2W (14;,9;19) (51.621 '739.2) (79.9(;),'?14) (33?,9232) (18421,1 ;13) (23$,7§86)

AR (5%4%,95%40) . Q2W = 2B MIHIFE, Conax @ HIIEIHE 522 OO di i L5 HREE . Crminara  HI[EIFE 52 14
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
LT%%%E?‘%E‘:{%E@\ Cmin,ss : ﬁﬁ%ﬁﬁéiﬁﬁé%ﬁm(%qﬂﬁﬁ\ Cavg,ss . ﬁﬁiﬂi,ﬁﬁﬂiﬁﬁéqzi@mlﬁqj
TR

Fo AR ORENEYBEET LV EZFIH LIz I 2 b— a3 2L 0 AFH| 480 mg
Z 4 W TG SUIBERGE O L - B TG U 72BROARH O fih I B 23 it
INic, EORER., KAl 480 mg # 4 HEFME TG LIZBEOEFIREBIZI T 58 m
EHIRE (LT, TCags) &V, ) 1%, AKI240mg % 2 F IR THEG L72BED Cavgss
EHUT D E TSN (THR) o Fo. 441480 mg # 4 AN TG L72EROE
FOAREEICBIT D emImiETIRE (LU, [Craxss) EVMD. ) 1, AKI 240 mg % 2 i
[FlR TG LTZBRD Craxss & I L THEIfEZ R T & PHlSL2 b 0D, HANEBEICE
WTARMENHER S TWD i - & (10mglkg % 2 BRI TG TAF 25
L72BRD Craxss & HHE L TIRMEZ 7R3 & PRI (TFFR) . M T, #HEOEEICEK
FHT—HIZHAD X AAI3mgkg (KE) F721% 240mg % 2 BHRIMRE. & L < IIAH
480 mg % 4 FMIRINE TR G LB OAR| OBRTE 8 & A0 T e et & o B &2
THBRBONTE T VPR SN, YEBEEICOW THRE M Thh iR, Bito Ak -
HEDF TH MR OV Z VIR ZR T2V E PRl T,



K4 EFOEYELNT A —F

v - B Crnax Chmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

S 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)

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

2AMFERE, Q4W : ARG, Cumax 1 HIEIF 514 0D f ) MLIE IR EE
Crmina2s : PN 51428 A HIZF51T 2 SR PR, Cavears : I G-1%28 A H & T O FH i i EE |
Crnaxss * EFARAEIZIS T 2 B ML FHEE . Crninss  EWIRRBIZ I D S ARILIE PIEE, Cavess : EHIRAE
(Z35\T 2 SR R



4. HERRIZOWT

AR E LTl ERE (2FRE) Ao TNnD 2 enn, YRt 4
UNCEf T Dk THOLMEND D, TDO LT, KFI OGN @Y7 BFH 220 -
E L, AANOBREGIZ I EEZAEHZRBEL LRI T 2 2 ER3nEE oo, BITF
DDO~@DT X T &R IZBWTHEHAT & TH D,

O MEFRITHOWVT

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

(1) BEAFBRENEET 503 A2 REEEILSRBES (FE RS A BRI AR L
HidE S AL B HLRRE . HUE S AU SRR A &)

(2) FEEREHEFPL

(3) HEAFRAEN G ET DA BHCEERRL (DA BIEEERRERPL, 25 AR
Ik, S A IR HE R &)

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

(5) PUEMEREES AL EINE O i sk UEI AR D 21T - T 5 itk

O-2 AR T F U N RO FPRIE K ORI S B OO SIS 47 7 sk & %
Rz FoEM (FROWTNNIIEE T DHEM) 25, SR OARFNEE T 5 a0
HfEAE L LTRESATHD Z L,

*

o [ERIGFFHUSHR 2 FFOPNHEZE T L7212 5 HFLLED D ARIE O EFIRIHE %
{ToTWAHZ &, 96, 29 EIF, BPAEYREEE I & UIZBRRIESGFONHE %
ITHoTWBHZ &,

o [EHIGIFEUSE 2 EOYHEAE T L121%I1C 4 L EDOBEFERBREZA L T 5D
k. 96, 34EDL R, AR ENERE S O 23 A S IEYE & A el R i S O HE
BIToTWNWH I L,

© BENOEEMEREBEDOEBHIZONT

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




® BHWEH~DXRIZOWT
@-1 MR AR B+ 5 B

EVE MR B O BB R BIEM AT LB, 24 FERIZIRIEHIO T, Y% X
ISR 12T, B L2 BIERNIZIS U CABRE B R O CT O RIWEH ORI &4
LWRMAEORKERENY ARG Lh, BHICHGTRERIEHINE - T Z b,

@-2 EENEFEFICL2AFBLNNICETL2EH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4 Y v
EEDTHERDOA T ) —= T HATOERE L IE#ME LA TE DT — LERIRH 2
SN TWDHZ L, B, BRI OWT, DABRE L ZOFEICHDITAmENT
WnHZ &,

@-3 BIFERDOZUTLRINIZE LT

BIVER (FRYE MR BTN 2 | EAEMEEDAE, DR, Mk, B RARE ., KIBXK.
NS, EEED TR, 1 AUBEIRIE. ITAA. ITHgRelRE . ATk, s bMERRE . AR
PERERREE . TIERHERBREE MRkl BREE, BIBREE. MK, EEOERE, &
IRifA2 ZEFRE, infusionreaction, HEFE7Q KM, MEKEBIEGRE, M. PER. WA
DPE OGN, RIER M, ClEPES (L EME) - ZRIR - DM EISMGHE ) | FEES .
EFLAE) 1P LT, Maktia SUTE BRERAEBA O H M2 A4 5 A0 & EHE U (RI1EH
DZWRXSIZE L THRER O EREZ T ONLE&MHICH DL 2 L), BEHICHEY) R ALE
MTELEMPESTND Z &,

10



5. B#Extp L s BE

(G hEICBE§ 2 21E]

O HFEMBIABAL T L2y F o~ T IRPME T AR O B LA
OEMAYE D F ) L YERE B W TAAIOAMENRER TN D,

@ TREICEZY T 2 BEITKT 2 AFN OB G K OMEHFIEIZ SV TR, RAIOH 21
WDHELENTE LT, AFOEERG L2 B0,
o ALFIRIERIGIK DO B
o fOHEEMEEEA L OFH L ik SN D BE

[ZathiZ B4 5 4 H]

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

@ TRERATOFHMICIBW T FRRICEE S T 2 B IOV T AAlOREITHELR S nuZe

DS, AOTEPRERPFUE DS WG EITRY | HEREICAFZEN T2 L 2B ETE D,

o MEMMEEOAI IO H 5 BE

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

o HCORERBOED, XUHIEMEA7ZRE L < IXFERMEO B R B OB TR D
bR

o eI (EMmEaBEZ 5Te) Ob DB

o OB IIBEE A AT D EE

*  ECOG Performance Status 3-4 "V 0B

(ED  ECOG & Performance Status (PS)

Score EFR

0 | &<MERIEEHTE S, BT LlFE U R EAERPHRZ AT D,

PRREIZI LUEBNIHIR S 225, BATAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL EE Xy R+ T2 d,

AW

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

11

BATRARECTH A O OEY O Z LT F N THEEIZBERTTE 20, HHP D 50%Lh Eid~y R Tl 25




6. BEIZELTHEITNETH

O B SCEFITIN A ROERGEER SR D ERME 1T D & A D Fre M OV 1E A
O DIZLE R ERE I L ThBEERT 52 &,

TRIEBRARIZIENE D | B UTZ OFIBEAH IR Ot 2+ L, RE 215
ThobETLHZ &,

FREWERO~H T AL MZDOWNT

@

®

WEMEEEN D oD ZENH DD T, AFOEEIZH 1= > Tid, BKRE
W (REWR IARIEE, ik, FEEVE) OREFE M O X S A o FEhnd, #leiz+5
ZATH 2 &, Fo, MBS U THE CT, miF~— T —FDMm&%Z T+ 5
Z &,

AFNOFEILEE D infusion reaction (2 2. CEARHI 43 %D T 5 U
i ZAT>7c L CRRMET 5 2 & £72.2 B B LR O A 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIEGH K OARA G T #IT A Z A
ERRET 5%, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLUIZGA IR, R TOBELOERD TERIZEIE T 2 £ CHEE - 08l
T5HZ &,

ORI REIR . TRAEERT R ORIBREERH 5O 2 B8 HDH DT,
AFN D ¥ 5B hERT M O G- B T E IR N0 sk RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &5 2 bildikx IR BOW e
DHLLNDZENDDH, BENRDONTHGEIIL, BELEFRIIS UL
R 72 05k & BRBR 2 Rf D[RRl & g U Cal bl 2 B ne W 217V 18R D5
FOSIT X 2 BWER 2 o 2355 1id, AFNORIE T I, R ORIE E A
NEHOBRGELBET DL, B, BIERERLVE L OFREGIZEVEIE
HOYGERFRD IV WA TR, BB RE AV LISt o Sz il Fl o8 in
bEETDZ L

BT %, ORI S8 AR L T LEWERDBET 2 Enb D129,
AR OBEHETHRIZHRWEMORBBUCH2ITHEET D 2 &,

1 RUOBE R (BIE 1 BUEIR W 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER DR B MBEE O LA 12+
DERETAHZ &, 1 RBEREN DN -G ICiEREEZPIE L, AR #l
H OB EEOBEE RAEZITH Z L,

AR ORI WNT, REBENS 6 7 ALIMNIZ 8 Ml Z L2, TLIIL,
BEBRME O 1AM E TIX RBEM I S ICEIMO M ZIT-> T2 25 E (I,
AR G TERRICE R CHROMREITH Z &,
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HEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V — A REFE 20 mg, 7V —RRHEFHE 100 mg, A7 P—
A IR R 240 mg)

ERR2 99 A (fFn 248 9 AET)
BT B



ER/N

1. 1IZU I P2
2. AANOFE. (FRET P3
3. ERIRRE P4
4, FERIZDOUWNT P8
5. H&EGXREMDEE P10
6. WHIZEEL THETNEHH P11



1. IILBIC

RIS OF M  ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5L E R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
PR & 72 o TR Y RIEMBGE S & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHORE(LHEZXS Z L L ShTnd,

BORVERM T ESR L, KB ERASCL ST 2 7 7 A VB DO ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEIZET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBEMESLZNE TILELN TV D EFIFR -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
BRI R P . —MAERTE N B ARERIR NRHE S R OV At FE N B R B B2 00
b EER LT,

RfG L Ip B EINL L ATV — R AR 20 mg, A7 Y — R IEEE 100mg, AT Y
— RS EE 240 mg (—%4 =R~ T GEfs 7R Z))

R ERDMEIE © DI AACFIIER \THE L 7215 Y BR AR E 72 81T - 380 B8

MBERDAERORE - BE. A=A~ Bt z) & LT, 18 240mg
Z 2 TG ST 1 1E] 480 mg & 4 T8 IR C A ssiE a5,

Bl N IE ¥ DB TS




2. AHNORK. VERBF

A7V — R S 20 mg, [FASTEERE 100 mg K OVR S ERE 240 mg (—ik4 - =
R~7 (B ffz), LT, TRAL Evo,) 1d, AN T RS e 2 &
Ly 7 2% BTYU AR - v ¥—X 2747 (BMS) ) 23B% L7-t ~ PD-1
(Programmed cell death-1) (Zxt3 5t MU 1gG4 €/ 7 a—F LHETH 5,

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

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T IR T 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U & K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v SEROEMALIREE
BIZFRET L TWb, PD-1 U W RIFHURE SIS B b O & 22 IRk Z T8 B
LTk, BMERAMREEE) LU LB T D PD-L1 OFEBLLIEDELF
HM & OMICADHBEBFRN & 5 Z & HE I TWs (Cancer 2010; 116: 1757-66)
F 7o B NE S CIXAEEE T AN EET DA v X —T = a > H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMARIZI T D PD-L1 ORI LIk O
AALEHIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS B5PE T Hiia o Hifa &
FEME AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D L Z O
EEIGEREIE T 5 Z EDRENTWND, DI & H PD-1/PD-1 U 72 FERE&IE, 23
AR HURRF A e T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

ARFNL, SR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IS/EA L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 MRS TG M 2 58 5~ 5 2 & TRk e PLidgsh iR &4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEER I 2 B 2R EIC R0 55 b0 L MIfF S,
BB 2R & UTCBRRERZ R U, A, et R OCRAEER R ST,

AFNOVEFREFFIZ 25 B EE O RIERIGSIC K 2 BITEM 2 & b bdu, B UL LTIC
ELAEMEDN S D, ARNOEGHROREGRIZIT, BEOBRE H0ITTO, BENR
O BIVIZE AT, B LI HBUTIE U REFIRY 20 ik & REBR 2 Ff D[RRl & s L Col
IR 24T BE OREIRIZ L DREIER gD 2 581213, BIBEE RV
T HIOEGEOHYVLIVEZAT O LER D D,



3. BB
M AAV SRR BT U 72 1B I BR AN RE 72 T - TR O B O A& GRIF IZ R 24T - 7=
TR BRI RBR O R & T,

[H 0]
[EI BRI (R 25 IAHRAER  (ONO-4538-127AR%)

2L E DAL HRIERE 2 A9 2R HEIR IR I SRS AR OIR GIR N RE 72 AT - 558
O BT EE B ESEE (EEOROAREBREAH LY L F5emPNICZE T 2 IR
) BEA30 (HANEE22601 23T, AAIFEIB0H], 77 L AHELE3H]) 2551,
77 Rz R E L TARAIZ molkgZ 218 [H] [ IR T RUFFRHE L7 & & OFRMER O 4
P Lz, BEFHMEEE CTh 2 24 n (hRfE [95%EHIXRH] ) 13, AHIE
T5.26 [4.60~6.37] B A, 77 &AREETA14 [3.42~4.86] W ATHV . AFNLT TR
(2 URERMAIICAH B IER 278 L7z (A~ — FH0.63 [95%f5#IX[H : 0.561~0.78] .
p<0.0001 [/&%llog-rank FE] )

10 & — AFIH
- S Tt R#E

0.8 1
0.7
0.6 1

0.5

e

0.4 1

0.3 1

0.2

0.1 1

0.0

at risk 3 EFMM(A)
 AHEIEF 330 275 192 141 94 56 38 19 10 5 3 0
JotHkE 163 121 82 53 32 16 10 4 3 3 1 0

X 1 24 FHB O Kaplan-Meier Hi## (ONO-4538-12 3RER)



[Z241%]

OENFEIMAERE (ONO-4538-12 75x)

B E R G IAKIRE 300/330 ] (90.9%) . 7Tt AREE 135/161 14 (83.9%) 12D S,
1RBRIE & DR RBIURNEE TE WA FEFRITAHIEE 141/330 # (42.7%) . 77 &R
¥ 43/161 B (26.7%) ZFE0 BiLlz, W ORF TRIRD 5% EORIERIT T %
DEBYTHoT,

F1 WTNOOBETREARN 5% EOBITER (ONO0-4538-12 3Bk)
B (%)

B RIR 48 - ——

%ﬁéf DRAVJ ver.19.0) iﬁ”ﬁ ’ 176)16;':\%

® ver=2o. 4 Grade  Grade 3-4 Grade 5 4> Grade  Grade 3-4 Grade 5

EEIEH 141 (42.7) 34 (10.3) 4 (1.2) 43 (26.7) 7 (43) 2 (12)
HEEE

T 23 (7.0) 2 (0.6) 0 3 (1.9 0 0
—i% - EHEER L ORI ORE

%5 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
FZ &R KO TRk R

Z 9 FEAE 30 (9.1) 0 0 9 (5.6) 0 0

W95 19 (5.8) 0 0 5 (3.1 0 0

2B  ARHIREC B TRVEMERR B 7 61 (2.1%)  BESUH BARIE / 2 A/ F—9 1] (2.7%) |
KIG% « EHEED THI 461 (1.2%) . 1 BIBERIA 3 451 (0.9%) | ITH&RERE 18 5l (5.5%) |
% 1651 (0.3%) | HURARERERETE 13 5] (3.9%) . #ifkfEE 10 ] (3.0%) . BEHnEk=
F 141 (0.3%) . TEREEREREE 141 (0.3%) . sk ZERE 1 41 (0.3%) K& U infusion
reaction 1 5 (0.3%) M7 biLiz, £7o, BEIEMMEIE, DK, sk, Ml
PBUDVESRBES , R PRE, BEEOREREE ., MK - B, BERKLK DS E D FERITR
Lo To, REWEHREBLRDUIEEFES (MIRMEERT 2 51) &+ OEFER
AT,



[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 b— a3 02k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR EN S Sz, ZOf
R AHI 240 mg K G LTZBROREEEIL. AH) 3 mgkg 45 LIZBROBREE & & i
LTHEfEZRT & TSN DD, BARANBEICEW AN HE I TV
- & (10mgkg % 2 B CRE) CAAIZ G UIizBEOgE & & ik U CEH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 E | A4 3 mg/kg

(REE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBREE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% BSOSV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRI,

K2 FHDOEDERE AT A —F

M - R Cmax Chmind14 Cavgdl4 Comax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 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 | (147310) | (519.792) | (00 114) | (331 5 | (8913 | (37380

Ll (5%, 95%45) . Q2W = 2 RIRE. Cunax @ FIEIHR 515 O e S MLVE FTIREE, Cminais @ FIEHE 51414
H BB 2 BEMIEPIRE . Cavgas : FIEFRE%14H B £ TOFHMIEHIRE . Crnuxss : EFIREBIZE
;éi%%‘ml?%w%fﬁ\ Cinss : ETRIBIZI T D BARMIF TR, Cavess 1 EFRIREBICIS T D FH MLIEH
Fo AR OREREYFNEET VAR L2 I 2 b—3 3 280 | AFH 480 mg
Z 4 A IR RE T8 5 XUIBERGE O L - &S TR G- L7 BE O AH o My H i FE 23 e
INTo, ZORER. AH 480 mg & 4 EEIHMRE CHRE LB o EFIREBIC K T 5 Fim
THEHIRE (LT, [Cagss) &9, ) 1&, AHAl 240 mg % 2 IR THR G L72BED Cagss
LT TS (F&R) . £72. KK 480 mg z 4 B TR LIZEREOE
FOAREEICBI D emmiETIRE (LLF. [Craxss) EVVD. ) 1, AKI 240 mg % 2 i#
R CTH G LTZBRD Craxss & L CTREZ T & FHISNTZHb DD, AARNEEIZE
WTEREPHER SN TWD YL - & (10mg/kg % 2 @R C&RE) CTAAIZ &S
L7oBRD Craxss & BB L CTIRMEZ R T & THIS e (FR) . IR T, #EOwREICE
57T —ZIZHAS X, AAKI3mglkg (RE) F7213 240mg % 2 B, 7 L < TAA)
480 mg % 4 M RINE TG L2 EROARA| ORER & & A M AT & o B 4 R
T HURER ST T VR S, YZBEICHOWTRFIDM T fE R, Eigo Ak -
HAEOM THIMER VLZEMEICHfER 2R T v & PRIz,



K3 ARORYBIE T A —F

v - Conax Chmind2s Caved2s Comax,ss Cmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL) (ug/mL)
3 meke Q2W (35-5; '760-8) (16-25?20-3) (21.321 23.9) (75.&3171) (27.612,'}07) (42.717,'?27)
240 me Q2W (51-712’203) (23-?539-0) <30.§670.9> (105354) (41?57,'%1358) (62.11(,)91 87)
80 me QW (103307) (15.25?17.4) (37.?):,‘.;)4.8) (14?,1 g36) (27.751,'?37) (62.11(,)91 87)
0mekg QW | (1450 | (565 1320 | (on s | 20,95 | (4303 | (36370

R (5%, 95%45) . Q2W : 2 JEEIfEIFR. Q4W : 4 IR, Crmax : FIEIFE 552 D B & MLIE FIREE . Crmindzs
%ﬂ@&’q—‘?& 28 El E Kjb‘ﬁéfﬂﬁfﬁl?%‘:fﬂ/&%};f\ CavgdZR N
TEHIRRBIZ IS B e I IR EE . Cumings 1 € FIRBEIZI T B IR IMIE IR L, Cavess 1 EFIRBEIZI T 5

Y1l 175 T e




4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AH D EFE 2 RV BIE B~ i) 1 4T
N HHER TH > T, AR OEEN#EE) 72 BE Z2W - FE L, AFIO#EGICL Y BHE
7REWER 2B LTRSS 5 2 & DB R 7o D LLF OO~@DF T A& 72 7 i
RIZBWTHEHT 22 TH D,

O MEFRITHOWVT

D1 Fid (1) ~ (5) OVWTIIHEY T IMEHTHD Z &,

(1) JEAEFBREDEET 503 A BHEEEILS RS ERE RS AR EE L SRR,
HiE A3 A2 HEEEIL RURE . HUEAS AR R &) (

(2) FEEHEREIPL

(3) HBENTEAEDFEE T 20 AT (03 AR EEIE ERibT, 23 A RS
W 1REBE, 2 AR e &)

(4) A RALFRIEE A RRE U, AR AFRIEINGE 1 SIS SRALRIEINE 2 O fiisk HL e
AR DR AT > TV D fiex

(5) PR A AL 7 B BN OO fit 5% FE LR D i HY 21T © T B Jiiak

O-2  HEEOALIRIE K ORIERFEBLRF O RFISI+53 70 50k & BB 2 RO EAT (FR D
WFHLNNTRE N T D ERN) 23, Ui R OAANET IO BEMLE & L TRES N
TWnWsZ &,

*

o [EAIRFFESE 2 FOMMINHEZE T L72RIZ 5 L LR A RO ERIRIHE 2
ToTWHZ &, 56, 28U LT WARYREL L LEERRIESZOIHME %2
ToTWHZ &,

o [ERIRFFEASE 2 FEOWBPIHHE ZET LI2&IZ. W bam OB ASMIREZ ET 5
FLLEDOHLBARFZOBEREZIT>TND Z &,

o [ERNEFFEUSH% 2 FOYHNHEZIE T L7-&IC 4 FLLEDOKKEREZAG LT\ D
Z &, OB 3FELLEIE., HIbESE O D A SRYPRTE & G e E LA T O R IRAHE &
IToTCWVWBHZ L,

@ BNOEESEREBOEHICONT

S S B T 2 B SEOE S . U D OB D . N - 2
SMEEIRA N OB OERTES T XT3 5 HHUREL, A B HE DR LB a OHE
ST ERHRNATON B RS TVS T L,




@ BIEA~ORIEIZDOWNT
@-1 R B 2 B

BV PERTR B O B R BIE AT L72BRIC, 24 FERIEIERIRHI O T, 2%k X
FEEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, B BICHIEATRER (KR M > T D 2 &,

@-2 ERWFEIC L 5FEESINICET 22N

ARSI D BEPTR 72 50 e O Re 2 A 2 BIRIERE D EE =2 Y v 7
EEDIEROA Y ) == T ZATOWERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAFNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox S IZE LT

BIVEA (MEMEMEEIIN 2 EEAEDRE, Odk. Tk, BT RARE ., KX,
NS, EEDO TR, 1 ANEIRIE, e, IFlRelEE, R, s rEiRgE R, FRR
BeRERE S THERMAREERES, MREE, BEE, AIEEE. MK, BEORERE, §
RIMAEZEFEIE, infusionreaction, FEFEZR MK, MEKERIEMRE, M. PER, WA
DORIEROG, PIE R NE, OElESE (OIS - 4RIR - S PEIAMGHS) | JEEE HA i
JEFLSE) (T3P LT Yaghiiax SO BRI MME2 A3 2 EM & EE L (RIEH
DOZWrPKHSIZB L THRER OB EZ T oNL5MICHH 2 L) EHIZHEY) el
N TEXDHIRFPRESTNDH T L,



5. REMBRLLRDBE
(A2 L B9 % F 1]

@

@

TRDOEEIZBWDTAFOFGRMERREES LTV D,
o 2O EDOALFFIEIED & D IGmUIBR AN RE AT - AR HEAE

TROCEE Y T D EBE TR D AKN O PG K O A HIEIZOWTIE, ARAIOF M
DL SN TEL T, RAIOFTEGXG LR B0,

o —IIRFENR O IRIGE T TV W EE

o fivtRHIBhRE A

o fLOPUEMEEES L OFH L TG SN BE

(e 4t B 5 8]
D FRICHEST 5 BEICOVTHAROR G IR E SRTV5 2 L nb, #5517

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

TRIERT ORI I W T FRRICEE S T 2 B 12>V TE AAlOREITHERE Sy

DS, AOTEPRRPTUE D R WIGEITRY | HEICAFZETNT 52 L 2B TE D,

o MEMMEEOAI IO H 5 BE

o MR AR A CRHVE S 2 58 60 D B K ONEENME OO H B g 2 <o G it ¢
LEORICRIEMEEA DD B

o HORERBOGIF B L < IEHIHMED B O kB OB TR
o 5B

o g CEMmEtMiaREZ 5e) Ob 5B

o OB IIBE A AT 5B

*  ECOG Performance Status 3-4* 0 3%

(ED  ECOG & Performance Status (PS)

Score | EF
0 | &<MERIEHTE 5, e CHEAEESHIRZE ITx 5,
| AARIICEL LUVEENTIHIR SN DS, SITATRE T, BB > TOEEIIITO 2 LN TE D,
B NFE, EEEE
2 BTRIEECHSDOH DRI O Z L 13T N THEEEDERILTE W, HHD 50%LL EiZ~<y FACiE I,
3 ROENTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O LiFael TERY, BECy R BT Tild,

10




6. BEZELTHEETREFIH

O  IRFASCEREITIN A, BOEIR GBS DRI 2 ERFE T D & AR O FeE & OV Ef#
RO 7O B w2 o B L Co bR« 2 L,

@ JBREBIAICENL D BE T F OFRICE MR MEREZ2 oA L, FE 25
ThoEETHZ L,

@ FEREWEHDO~XT AL MZDOWT

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

AFN O 51X EE D infusion reaction (i 2 CEEARFZ 322kt D T 5 U
faAT > 72 EChtAT 2 Z &, £72.2 [ H LABE O A 5-KFIZ infusion reaction
BHOLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIZ A Z A
CERET %, BEOREBE+SICBIEET 52 L, 70, infusionreaction &
FHLLT-HE 12, R TOBELOERPERIZEIE T 2 £ ChEE 2 o8l
T5HZ &,

ORI REIR . TRAEERT R ORIBREERH 5O 2 B8 HDH DT,
AFN D ¥ 5B haRT M O G- B T E IR N Ik RE iR A& (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx R EW R
DHLOLNDZENHDH, BENRDONTHGEITIEL, BERLLEFRITL U
B 72 ek & R BR 2 Re D[RRl & i U Cli bl e R W 21TV, IR O
FOGIT X 2 BWER 2N g0 23551 21E, AFNIORFES T I, R ORIE BE A
NWEVRIOEGEEZBETHZ L, 2k, BIBEREFRLVEYOELIZ X0 EIE
M OYEEDRFRD BN WA TR, BB RE ARV LIS O Sz il Fl o8
HEET D,

BeHAET %, ARS8 ARE L T LEWERDNBELT 2 Enb b2,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE R (BIE 1 BUBEIR WS 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER DR B MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN -G ICIEREEZ I L, AR 8l
FlOF5E DY L AEZITH Z &,

@ AFNOEERBRICBWNT, BERBNS 1EMT6 AR &, 2B, 128
M EICERMEDFMM 21T > T2 Z L 2B BT, AFIEG IR EG R
ETHROMEREITH Z &,

11



HEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V — A REFHE 20 mg, 7V —RRHFHE 100 mg, A7 P—
A T ERE 240mg)

~ P R P B R~

ER 3 048 A (4Fn 248 9 AET)
BT B



ER/N

1. 1IZU I P2
2. AANOFE. (FRET P3
3. ERIRRE P4
4. FFZIZOWT P7
5. H&EGXREMDEE P9
6. WHIZEEL THETNEHH P10



1. IILBIC

RIS OF M  ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5L E R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
PR & 72 o TR Y RIEMBGE S & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHORE(LHEZXS Z L L ShTnd,

BORVERM T ESR L, KB ERASCL ST 2 7 7 A VB DO ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEIZET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBEMESLZNE TILELN TV D EFIFR -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARIA BT A %, MSIATBAE NEIE N EREIR OIS, AR HENRR
BRI 7o, —AFEENE N A ARBRIRNBHE S FrEdREFTEENE A B AR P2 &k O
—MRFEETEN B AR ER 2 DS 0 b LR LT,

RGe L I HEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4TS
— R AEERE 240 mg (— %% - =R~ 7 GEls-## %))

WG ERDMREIIAE D3 AACFIRIER ITHIIE U 7= UIBRAN RE 70 64T - FRo8 O B Mg s rh B2
i

WG ERAMEROHE @E, A=A r~7 (BIE TR Z) & LT, 1[240mg
Z 2 MG S 1 0] 480 mg & 4 3 R 6E C AR 5,

f3E IR 5E ¥ F N IRG TEEASH




2. AHNORK. VERBF

7Y — R S 20 mg,  [FASTEERE 100 mg K OVR ST ERE 240 mg (—ik4 - =
R~7 (B ffz), LT, TRAL Evo,) 1d, AN T RS e 2 &
Ly 7 2% BTYU AR - v ¥—X 2747 (BMS) ) 23B% L7-t ~ PD-1
(Programmed cell death-1) (Zxt3 5t MU 1gG4 €/ 7 a—F LHETH 5,

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

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T IR T 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U & K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v SEROEMALIREE
BIZFRET L TWb, PD-1 U W RIFHURE SIS B b O & 22 IRk Z T8 B
LTk, BMERAMREEE) LU LB T D PD-L1 OFEBLLIEDELF
HIM & OMICADHBEBFRN & 5 Z & HE I TW% (Cancer 2010; 116: 1757-66)
F 7o B NE S CIXAEEE T AN EET DA v X —T = a > H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMARIZI T D PD-L1 ORI LIk O
AALEHIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS B5PE T Hiia o Hifa &
JEME AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GEEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERE&IL, 23
AR HURRF A e T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

ARFNL, SR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IS/EA L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 MRS TG M 2 58 5~ 5 2 & TRk e PLidgsh iR &4 k9
ZENHERR STV D,

IO OFEN S | AFNTEMEIER ) 2 B 2R EIC 20 55 Lo MifF S,
TR M B IR At e & L T2 BRRRRBR 2 S0 U . A2ME, 2 atE e OV A MED e 7R
iz,

ARANDVEFIHERAC IS < M O S RIS & B BHEM %23 d 5 b, TE I
EDFREMEDN & D, AARIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L2 HUTIE U B 2 ik & B8 & FF o R Afl & L Col
EI7RERIZ I 21T\, B ORIERIRIC K D RWER MDD AT, IR AR L
U FI OB GO YR LE AT 5 LERD D,



3. BB
M AL FPRIERR (S U 7= UIBR AN BE 7 A T « F3-28 D S i e v B2 B oD 7K GR R L 2 A &
1Fo - EREERABR OS2 7T,

[ A7)
E N AHERER  (ONO-4538-417357)

FIFFRHN L R ML FE RF Y LKk & OB AR S TR O )
PRABEZ2 ST « PR OEEMEME R E fE RS (ECOG Performance Status 0 2 TN 1) 34 5 %
KIGT  AH 240 mg % 2 B F R TR Uiz, EEFHEE B Th 2 0% (Modified
RECIST criteria (2004)(Z3&-25 < i) 12 L D CR UL PR) 1£29.4% (95%(E#EX [ -
16.8~46.2) Th-olz, ¥, FANIHE LZBEEIX5.0%TH o7,

[Z41E]
N I FEFAER (ONO-4538-417:45h)
BEFGILI2B3M5] (94.1%) [ZiBD BV, AH & DRPBERENEE TERVEFER
1323/34%1 (67.6%) T3 LT, FBEENEWLL LORWEHIZTERO LB ThoTz,
#1 FEHBHS%LLEORIMEA (ONO-4538-4138R) (L MMEATXIREM)

o =YIPNGE | B (%)
FEAGE 34 15
(MedDRA/J ver.19.0) 4 Grade Grade 3-4 Grade 5
RIEM 23 (67.6) 7 (20.6) 0
N 3 i B
FRIR B REA T 2 (5.9) 0 0
IR
T 4 (11.8) 2 (5.9) 0
A% 3 (8.8) 1 (2.9) 0
L 2 (5.9) 0 0
Mg - 2 (5.9) 0 0
—% - &FEER X OB S 0KRE
TR 3 (8.8) 0 0
95 97 2 (5.9) 0 0
FEEL 2 (5.9) 0 0
BRI AL
Y R—E N 4 (11.8) 2 (5.9) 0
77 —EHm 3 (8.8) 1 (2.9) 0
U o ERERD 2 (5.9) 0 0
R L Ok E
BAREGER 2 (5.9) 1 (2.9) 0
B RS R 36 X UG A FEL Rk
RA M 3 (8.8) 0 0
¥ KOV T AR kR
B 4 (11.8) 0 0
BER FIBIR 5 2 (5.9) 0 0

Ik PREREE 2 B (5.9%) | ATHEREREE 1 61 (2.9%) . FRIEREREE 4 61 (11.8%) .
VMG 2 651 (5.9%) . KRIGZK - EEO THI2 4] (5.9%) . 1 AUBERIF 1 61 (2.9%)

4



NRD O, £z, BHEREREE, EEOKLERE, TERAKERS, BIEHER
e, EFEMBESIE, MME - BERZ . infusionreaction, 5 & R, Dbk, fhsk.
BRI/ X A 3T — PRI B PESR B . T2, SR AR ZERRE & O L
PR RITFRD BV Do T, ARWEMAZFEBURBUIEEFS (FRRRAEE R 23 T)
E TR R 2R

I



(M- AHE]
AFNOREMARYEEET LV EFIHA L2V I 2 b—2 3 2k, AH 480 mg % 4
T IR T 5 U BEAGR O ik - RS TR LT BROARF oI PR E SRS
7o EORER. ARHAI 480 mg & 4 FFEFIR TG LB OEFIRIBIZ BT 2 FiE 4
BHE (LAF, [Cagssl &V 9,) 1E, AHKI 240 mg % 2 FFEFIBE TG L7ZERD Cugs &
BRIT 5 L THlEn (F#£R), £z, A4 480mg % 4 HFMR TR G LiZEEo @k
BICB T DR MIETIRE (LT, [Craxs] EVV9, ) 1E. AHI 240 mg % 2 JH [HH IR
TG LTZBED Craxss & L CEREZ R T & FHISNIZH OO, HARANBZIZENT
DEVENHER SN TWA AV - & (10mgkg % 2 B THKY) TAAIZ#S5 L7
BRD Craxss & HEE L TIKEZ /R & Pl (FF) . M T, BEOmEICEIT 5
F—H TS, AHI3mglkg (KE) F£7-1%240mg & 2 BBIRNE. 35 L < 13A%K 480
mg % 4 MR TG U2 BROARF OuRdE & & AT 22 & OB Z a2
BSOS TE T U S, YR W TR TOI SR, ok A&
D THME R LBV R 22 R IT 70 & PRl STz,

K2 FAOEKWBE T A—F

- B Cumax Chnind2s Cavgd2s Comax.ss Cmin.ss Cavgss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)

S meke Q2W (352 .760-8) (16.25?§0.3) (21.321 '4(1)3.9) (75.1){3171) (27,612,'107) (42.717,'?27)

240 me Q2W 61.712,?03) (23-33?'29-0) (30.‘;670.9) (10;,5254) (41?57,'51;58) (62.11(,)91 87)

480 mg QAW (10%07) (15?}7.4) (37.?)3,.;)4.8) (14?,1 236) (27.751,?37) (62.11(,)91 87)

10 me/kg Q2W (142,9322) (86.959,.?32) (101,1 ?48) (323??25) (18421,1 §03) (23@,7;77)

ol (5%, 95%5) . Q2W : 2 FRIMIFGE. QAW : 4 EMIRING. Cumax @ PIEIHR 544 0 focims LT R |
Cringzs : HIEI4% 5% 28 H BT 2 iARMIE L, Cavgozs : HIMEI42 5% 28 H B £ TOFH Ml iE ik

FE. Crmaxss 1 EFIRIEIZIS U B e ML IR EE . Cinss © EHNRIBIZ 51T 2 BARIMLIE PIEE, Cavgss : EHR
HEIZ 51T 2 A5 My Hh il



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AH D EFE 2 MR BIE B~ 1 1 A
N HHER TH > T, AR OEEN#EE) 72 BE Z2W - FrE L, AFOFEICL D BHE
7REWER 2B LTRSS 5 2 & DB R 7e D LLF DO~@ DT T A& 72 7 i
RIZBWTHEHAT 2 ETH D,

O mEFITHOWVT

D1 FiEo (1) ~ 5) OWTNMNTEY T D% THDHIL,

(1) EEFBREDEET D05 A BEEERLS RS (BRE RS A SR BE LSRR
HiE 23 ARSI SRS, HUES AR 72 &)

(2) FEEHEREIRRE

(3) HBEIFIRAE T ET 203 AU HEEEHREE (D AR B, 23 AR
W 1REBE, 2 AR e &)

(4) IRACFRIER 2 3% 8 L, SR FREINE 1| ISR BN 2 Oifiak FLYE
2% D 21T > TV D ik

(5) PUENMEREEAIALTE BN O fii 5% L UEICAR D Jm A 1T > TV D fiak

O-2  GEMERRE BRI O A SRR K OVRIE 38 B O St G 50 70 Jae & 8 BR & o
Rl (FROWTINITEYS T HERM) 25, L2 WP OAFNBE T DIBROBELHE &
LTRESNLTWD Z L,

*

o [ERIGFFESE 2 EOHAHME ZE T L2121 5 FELLED D ATRIED BERHE &
[THoTWBZ &, Hbh, 28D R, NARMIRELE T & LI BREEZOHHE 2
{ToTWVWBHZ &,

o [ERNEFFEISH% 2 FFOPMIIHEZIE T L7-%IC 4 L EORKRRRZ A L T\ 5D
Z &, b 3FELL T, EMEIR T R IE O DS A SRR A G T e REL g8 S O B IR
HHEZIT->TCWAHZ &,

© BtADERMEREBEOGHIZONT

RIS I A B E T D BMEA NI E S, BERGE S OfFmE 0, A - %
IR OB B ONERSE IR 5 G et A FFRMNEE LG E OWE
. FRESDITT DN DIEHINE > TN D Z &,




@ BIEA~ORIEIZDOWNT
@-1 R B 2 B

BV PERTR B O B R BIE AT L72BRIC, 24 FERIEIERIRHI O T, 2%k X
FEEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, B BICHIEATRER (KR M > T D 2 &,

@-2 ERWFEIC L 5FEESINICET 22N

ARSI D BEPTR 72 50 e O Re 2 A 2 BIRIERE D EE =2 Y v 7
EEDIEROA Y ) == T ZATOWERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAFNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADZWr-ox B LT

BIVEA (MEMEMEEIIN 2 EEAEDRE, Odk. Tk, BT RARE ., KX,
NS, EEDO TR, 1 ANEIRIE, e, IFlRelEE, R, s rEiRgE R, FRR
BeRERE S THERMAREERES, MREE, BEE, AIEEE. MK, BEORERE, §
JRIMAEFEFEIE, infusionreaction, FEFEZR MK, MEKERIEMAE, M. PER, WE
DORIEROG, PIE R NE, OElESE (OIS - 4RIR - S PEIAMGHS) | JEEE HA i
JEFLSE) (T3 LCL Yaghiiax OB R ORI MMEZ A3 2 EM & EE L (RIEH
DOZWrPKHSIZB L THRER OB EZ T oNL5MICHH 2 L) EHIZHEY) el
N TEXDHIRFPRESTNDH T L,



5. REMBRLLRDBE
(A2 L B9 % F 1]

@

@

TROEH BV TAAOFIEI RS TV D,
o ALERIERO & D UIBRAREZEEAT « FFFRE Ol b R AR

TREIZEE Y T 5 B ITxT D AF OB L OME A FIEIZ DN T, RFIOH =M%
MHELINTELT, AAOTEE[IR LR LN,

o —WRIBREZIT TV W RS

o MOPUEMEEEAI L OFH L TG SN D B

| (7S e hllE S pRAR )|

@

TRICEZY T 2BEICOVWTUIAFIOREN LR L INTWDEZ b, BH 21T
DN &,
o AHNDOESTITHR LIRHUE DO BEAERE D & 5 BH

TRIERT ORI I W T FRRICEE S T 2 B 12OV TE, AAlOEIFHERE Sy

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

o MEMMEEOAI IO H 5 BE

o JRoE I R AR A CRRVE R 2 58 6D D B K ONE BN O JUH T i 2 <ol Yt it 2%
LEORICRIEMEA DD B

o HORERBOED, B L < IEFERMEO B O R B OB TR D
o 5B

o A GEMmEtMiaBREZ Eie) Db 5 BE

o OB IIBE A AT 5B

»  ECOG Performance Status 3-4V 0 3%

(ED  ECOG & Performance Status (PS)

Score | EF
0 | &<MERIEHTE 5, e CHEAEESHIRZE ITx 5,
| AARIICEL LUVEENTIHIR SN DS, SITATRE T, BB > TOEEIIITO 2 LN TE D,
B NFE, EEEE
2 BTRIEECHSDOH DRI O Z L 13T N THEEEDERILTE W, HHD 50%LL EiZ~<y FACiE I,
3 ROENTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O LiFael TERY, BECy R BT Tild,

9




6. BEZELTHEETREFIH

O  IRFASCEREITIN A, BOEIR GBS DRI 2 ERFE T D & AR O FeE & OV Ef#
RO 7O B w2 o B L Co bR« 2 L,

@ JBREBIAICENL D BE T F OFRICE MR MEREZ2 oA L, FE 25
ThoEETHZ L,

@ FEREWEHDO~XT AL MZDOWT

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

AFN O 51X EE D infusion reaction (i 2 CEEARFZ 322kt D T 5 U
faAT > 72 EChtAT 2 Z &, £72.2 [ H LABE O A 5-KFIZ infusion reaction
BHOLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIZ A Z A
CERET %, BEOREBE+SICBIEET 52 L, 70, infusionreaction &
FHLLT-HE 12, R TOBELOERPERIZEIE T 2 £ ChEE 2 o8l
T5HZ &,

ORI REIR . TRAEERT R ORIBREERH 5O 2 B8 HDH DT,
AFN D ¥ 5B haRT M O G- B T E IR N Ik RE iR A& (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY BEORERISIZERT 5 &3 2 bildikx IR B e
DHLOLNDZENHDH, BENRDONTHGEITIEL, BERLLEFRITL U
B 72 ek & R BR 2 Re D[RRl & i U Cli bl e R W 21TV, IR O
FOGIT X 2 BWER 2N g0 23551 21E, AFNIORFES T I, R ORIE BE A
NWEVRIOEGEEZBETHZ L, 2k, BIBEREFRLVEYOELIZ X0 EIE
M OYEEDRFRD BN WA TR, BB RE ARV LIS O Sz il Fl o8
HEET D,

BeHAET %, ARS8 ARE L T LEWERDNBELT 2 Enb b2,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE R (BIE 1 BUBEIR WS 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER DR B MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN -G ICIEREEZ I L, AR 8l
FlOF5E DY L AEZITH Z &,

@ AFNOEGRAERICIBNT, 6 BT EICHIMEDOFHLZIT-> T\ Z L 2B,
AR G-I ERR BB A TR OMREITH Z &,

10



HEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V — A REFHE 20 mg, 7V —RRHFHE 100 mg, A7 P—
A IR R 240 mg)

~EHE~A 7uYT 54 PREEM (MSI-High)
R LR - ERE~

S22 A8 (FF249 AKED)
B4 FEE



ER/N

1. 1IZU I P2
2. AANOFE. (FRET P3
3. ERIRRE P4
4, FERIZOWNT P10
5. H&EGXREMDEE P12
6. WHIZEEL THETNEHH P13



1. IILBIC

=3 DA M - ZZEMEDHECR DO To DIZIE, WA SCEFIZE DWW ol e 23K D
BND, 6T, TEORFREMOESRIC LY | FUREZS e & OHH0 7 8RR
FFERMDPARBENDLHF T, 20 DOEEKNZ FICHLER BT TR 5 2 & PR
PR & 72 o TR Y RIEMBGE S & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBW T, FHNERGEOERORE(LHEEZ XS Z & L ShTwd,

BORVERAMFERR L, KEIERASCL 2T 0 7 7 A VDBBEEOEIRSL & D IR
RHZENRDDH, ZOD, AIMELROLZEMICET D IERN+2ET 5 £ TOR,
Y EEGOBELZR ZIT 52 NI SN HBE I L TEMHT L & & bic, BIE
FNFEBL LT BRIC T ekt & & 5 2 & A AEE7R— 8 O B 2 jiii 7= 3 % B < fE A
THIENEETHD,

L72Bo T, RKIA BT A 2 Tlidk, BBBEREL I E TR/ LA TN D EFIEFH -
BFFR RN EES & | LT OEEG O F 2 H 2 HEE T 28580 b B R Bk & X
HROEEFERE T,

I, RIA BT A %, MSIATBAE NEIE G BRI OHE, AR ANRR
R IR I 7o . — At FIE AN B ARERIRNELE S K O— it HiE N B AR R F2 O )
Db EER LTz,

KfGL I DEIES - AT U — R AEERE 20 mg, A7V — R AREEHE 100 mg, A7

U RSEETE 240 mg (— %4 =RV~ T (B Z) )
KNG ERDMEIHE « DS AALFHRIER ITHE U - IR U R RE 2 1T T - B O EE ~
A7 aYT T4 bARZEM (MSI-High) ZH3 2505 « EE

WEERDMEROHE  @E . RAICIZ=ARL~7 (BT Z) & LT, 110240 mg
% 2 WM SOE 1[5 480 mg % 4 3 MR C AT 5, A
U AvT GBIEH#z) EOFHT 2581, @%E . BRAIZIE
=ARN~7 GEEFHHZ) & LT, 118240 mg & 3 8 R
T4 EREFET 2, 20K, =AL~7 (B FEfz) &L
T, 181240 mg % 2 MR X1 1 18] 480 mg % 4 3 R I fE C A
WEHET 5,

Bl N OE ¥ DB TS
(23%)

MSI-High %3 5585 « BRI T 2 ¥ —3R A mURFER S0mg (— %4 - A VU A

~ 7 (Bl z) ) ORESUINE. HIELOH &

2 RE XX D B DAL ICHEE U IR UIBR R RE A A T - RO EBEE ~ A
7 aYT T4 AREEME (MSI-High) ZA9 55505 « B

ME K OCH &: =L~ 7 (BaHEz) Loz T, @H, AR
AY A~T (BEaf#faiz) & LT1al 1 mgkg (KE) % 3@
[FMRE T 4 B AR EHET 5,




2. AHNORK. VERBF

A7V — R S EE 20 mg, [RASTEERE 100 mg K OVR STEERE 240 mg (—ik4 - =
A~ 7 (BlaFEZ) LI, TRAD Lo, ) 1E, /DRSS TS & 2
Ly 2% BTV R -~ ¥ —R 27 A7 (BMS) ) MB% L7-t ~ PD-
1 (Programmed cell death-1) (ZxI9 %t MMl IgGd &/ 7 v —F LHURTH 5,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7% 7 —T fifn) LKOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T IR T 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U & K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v SEROEMALIREE
BIZFRET L TWb, PD-1 U W RIFHURE SIS B b O & 22 IRk Z T8 B
LTk, BMERAMREEE) LU LB T D PD-L1 OFEBLLIEDELF
HH & OMICADHBEBR & 5 Z & HE I TWws (Cancer 2010; 116: 1757-66)
F 7o B NE S CIXAEEE T AN EET DA v X —T = a > H >~ (IFN=y)
IZ& > T PD-L1 OFIANFEE SN, B8 L EEMAHRIZI T 5 PD-L1 ORI LD
AALEHIR & ORNCEDOFBIRRE N & 5 & D#HiE S & 2 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS B5PE T Hiia o Hifa &
FEME AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D L Z O
GEEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERE&IL, 23
AR HURRF A e T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

ARFNL, SR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IS/EA L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 MRS TG M 2 58 5~ 5 2 & TRk e PLidgsh iR &4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEER I 2 B 2R EIC R0 55 b0 L MIfF S,
R - B R xS & LT ERIREBR A FEhE L. A 2ME, 2t O R
iz,

AHNOVEREFAZ LS < B DORE N L DEWERZ%N S 5 b, EEXIIETIC
BLHAREMEN D D, AFNOE G H R OEEG#ZITIT, BFOBELZ 01470, BEDR
D BTG AITIE, BB LT FRICIE U= MR 22 ke & B85k 2 R DR Ah & s L Ciil
GIZRBERIR W 21TV, IBE OSERISIC K D EWER NS 2551213, BIBRE AL
T UHIOE G LD RE Z1T O LERH D,



3. BRERBUE

DS AACZFIRIEAR \ CHEFE U 7= IR OIPR AN BE 72 AT - R O BBEE~ A 7 a7 F 4 bR
ZEME (LLF. TMSI-Highl &9, ) 267 55685 - BEEORBRHIFM 21T > 72
F R EERRBR DR & T,

7238, [MSI-High #6758 1B LT, [PCRIEIZ XY MSI-High & HIE iz
BE #EXNT 554 (Bk#) (21X TMSI-High (PCR %) A4 584 L&KiL L. DNA
LAy FEEBEEDIEFE L T D Z ERERBINT-BELZEXT 205G (A% . 7T
725 TPCRIEIZ X Y MSI-High & HIE Sz B Uikt (LLF,  [HCY
EWVD, ) JEICE Y I Ay FEERERE (LT, TdMMR] W9, ) LHESH
T BT 55812013 IMSI-High 2 F 7 2 85| &Rt L7z, IHC {EIZ X 5 MMR
AL & PCRIEIC L D MSI D —E R 96.6~98.7% " TH D Z LENRRE SN T
AV

(2]
VAN I FHERER (CA209142 #BR) 072
(A B )

{LBRIEIE D & 5 I UIBR R RE RS T « ¥ dMMR % X% MSI-High (PCR
W5 S BT DR - BRI 74 Bl A2, AAI 3 mygkg % 2 WS T A
U7z, FEIHMEEA TH DR (RECIST A4 K74 > 1.1 MUz < BB ET
EERIEIEIC K 558828580 (CR) XIEEZe%h (PR) ) OFERIE. 31.1% (95%EFFIXH :
20.8~42.9%) Th -7,

(=D | indor Naralane M et al.: J Clin Oncol. 2002; 20: 1043-8, Bertagnoli Monica M. et al.: J Clin Oncol. 2009; 27:
1814-21, Ferguson Sarah E. et al,: Cancer. 2014; 120: 3932-9, Wang Yang et al.: ] Mol Diagn. 2017; 19: 57-64,
Smyth Elizabeth C. et al,: JAMA Oncol. 2017; 3: 1197-203

2 CA209142 REROEHD 2 — LD 5 b, ALFEIEFIED & % MSI-High % 49 2 55 - B0 % 55 &
Lzam— MBI D AABEMBERERLORAN L A V) A~T (B z) & O HREREORRIC
DT REH,

) D7 ALY Y Vv RPUEMIEEH L OOAF4 U 77 F L UIA U ) 7 5 B AR & ST |
DU OB O H D BE NG L S,

GE) JESEAL AT IC 35 L IHCHRIC L 0 2 2~ v FEE # > /327 Tl % MLHI, MSH2, MSH6 /3 PMS2
DT IPDORELTRBD B2 NG EIZ AMMR &CHE STz,

UES) i &V HhH SN DNA ICBWT, S BEEO~ A 7 BT T4 h~—h— 2RISR L+ 55
A, 2FEU LO~—T—I2o0W T, 6 U Lo~A 7 aYT T4 h~—h — %4 L T 5%6
21 30%LL Lo~ — A1 —I22\ T, PCRIEIZE Y A XD RE P SN 7235412 MSI-High & HE X
77



#1 BRBEBAYDERVENR (CA209142 FHER)
(RECIST ver.1.1, AT SREN, IBRBEEMEE, 201648 A 10 BT —F b v b4 7)

P IE (%)

r1>>

74 {51! 53 {512
52422550 (CR) 0 0
%Bﬁﬂ%*ﬁ (PR) 23 (31.1) 19 (35.8)
@7 7E (SD) 29 (39.2) 21 (39.6)
1 ﬁ (PD) 18 (24.3) 10 (18.9)
ERIRNE 4 (5.4) 3 (5.7)
7% (CR+PR) 23 19

(2%@3% [95%IEHEXEI™] (%) ) (31.1 [20.8,42.9] ) (35.8 [23.1,50.2] )

D BRIERRAT R, %2 BRMERENT R RER O 5 B Al X Y MSI-High (PCR) 2#H 7 %
I EDMER S N7, *3 : Clopper-Pearsoni%

(KFIEA Y A~T (BinHiz) EoffH&RE)

{BBRIERE D & 5 Y IR YR RE 2 HEST - R D dMMR #% 3% MSI-High (PCR
W) Y BT D5 - B RE 119 Bl 28I, AK 3mgkg KA B Y AT (&
R 2) 1 mg/kg Z R BIZ 3 AN T 4 BLAGEERE L7, K3 mgkg % 2
IR CRdiiEE Lz, EEFMIEE Th 58805 (RECIST 4 K71 > 1.1 fRIZH
D AGRERERMHEIEIC X 2588285 (CR) XUEE4 2% (PR) ) OfERIE. 54.6% (95%
{EHEXR : 45.2~63.8%) TH o1z,

#2 BBEBAPDERVENR (CA209142 FHER)
(RECIST ver.1.1, AMERITSREN, WRBEEMEE, 2017 7H6 BT —F Iy b4 7)

B L4 A Bi%k (%)

=
l‘>

119 ™! 62 151]*

524228%) (CR) 4 (34) 2 (32)

o7 (PR) 61 (51.3) 37 (59.7)

Z & (SD) 37 (31.1) 15 (24.2)
# 17 (PD) 14 (11.8) 6 (9.7)
i A~ BE 3 (2.5) 2 (3.2)
7£%) (CR+PR) 65 39

(Bh=R [95%EFXRE] (%) ) (54.6 [45.2,63.8] ) (62.9 [49.7,74.8] )
*1 o BT R RER], *2 - AT SER O 5 B, POHRAEIC L Y MSI-High (PCR) 2 HT 2%
Z MR S B, *3 ¢ Clopper-Pearsoni%:




[Z241]
VEANE I FHFRER (CA2091423k8k)  1F2)

(AF P )

AEFEZRIT 7UT4 5] (95.9%) IZRO B, 1EFREE L ORRBEENEE TERVWASE
HGL 5174 Bl (68.9%) ZFRD BTz, FEBLHEN 5%LL LORWERIZTERD & BV T
HoT,

#3 FREMEN 5% EORIEA (CA200142 3BR)  (ZZAMMEITSHSER)

HERIRHE BilE (%)

FEAGE 74 1

(MedDRA/J ver.19.0) 4 Grade Grade 3-4 Grade 5
2EIEH 51 (68.9) 15 (20.3) 1 ( 1.4
B ke E

THI 16 (21.6) 1 ( 14) 0

L 7 ( 95) 0 0
— % - EFEER X OGO

I 5 17 (23.0) 1 ( 14) 0

I RE 5 ( 6.8) 0 0
B AR AR AT

U ox—E8n 9 (12.2) 6 ( 8.1) 0

AST B4 5 ( 6.8) 0 0

ALT #40 4 ( 5.4) 1 ( 1.4 0

72T —EEm 4 ( 5.4) 2 ( 2.7 0
R KOV T RRRE

& O PEIE 10 (13.5) 0 0

9% 8 (10.8) 0 0

R INIRZ SN A2 5 ( 6.8) 1 ( 1.4 0

B2 R 4 ( 5.4) 0 0

¥, RESUHRRIE/ 2 A 3F—6 5] (8.1%) . AFHEREREE 6 5 (8.1%) . FhikfEE 5
% (6.8%) . FUIRMGHERERSE 5 5] (6.8%) . infusionreaction3 il (4.1%) . BEHEREMRE
361 (4.1%) . KM - /NG - LD THI 3 4 (4.1%) | EEORFEREE 141 (1.4%) |
RIS RERERE S 1 151 (1.4%) M OWER 161 (1.4%) 23580 bz, £7-. FVEMERGZE S,
HAEAEE A, DA, Mgk, LBUBEIRIE. FFARA. IF4. m(bMEE &, TNEAEHEE
PR, Mk - BERRR . FRARIMASZEARE, B MRES, mEKREREMERE. MZ, 5&
I RS, DR B H I OYEFLIZERD B2 b o T2, ARIVER S BRI B
% (WRREMRT 2E5T) 2E0EHEREZRT,

(KHFIEA VY b~T (BlaFfz) LofEHxE)

FEELIT 118/119 #1 (99.2%) (2388 Hiv, 1RERIK L O RBEURNEE TE WA
EEHAT 87/119 B (73.1%) (2R BTz, FEELRMN 5%l EORIERIZT RO LY
Tholo,



#z 4 FREEN 5% EORBIEA (CA200142 3RB)  (ZZ2MHENTSIBER])

BRI HH BilE (%)

FEARGE 11941
(MedDRAV/J ver.20.0) 4> Grade Grade 3-4 Grade 5
2RIEH 87 (73.1) 38 (31.9) 0
Mgk LY > REE

2 ifn 8 ( 6.7) 3 ( 25) 0
A=

FOIR B BB T E 16 (13.4) 1 ( 0.8 0
FOR R HE TUHERE 13 (10.9) 0 0
E e

T 26 (21.8) 2 ( 1.7 0
G 15 (12.6) 1 ( 0.8) 0
i3 8 ( 6.7) 2 ( 1.7 0
I - 8 ( 6.7) 1 ( 0.8) 0
H A Hz A 6 ( 5.0 0 0
— - EFFEER X O SO RRE

bt 21 (17.6) 2 ( 1.7 0
FEEN 18 (15.1) 0 0
I 9 6 ( 5.0 1 ( 08) 0
A VTN PR 6 ( 5.0 0 0
R AR i A

ASTHINN 17 (14.3) 9 ( 7.6) 0
ALTHIN 14 (11.8) 8 ( 6.7) 0
Y —F B 10 ( 84) 5 ( 42) 0
R L Ok hEE

BHEHR 10 ( 84) 1 ( 0.8) 0
B R R B X O SRRk

BA &R 6 ( 5.0 1 ( 0.8) 0
PR R R

SEIR 7 ( 5.9) 0 0
MER R, HESEs & OMithR RS

Jitifig ¢ 6 ( 5.0 1 ( 08) 0
FEJE 3 OV Rk 5

Z 9 FEIE 20 (16.8) 2 ( 1.7 0
Fe 95 13 (10.9) 2 ( 1.7 0
B iz s 8 ( 6.7) 0 0

k. HURMBEREREE 24 B (20.2%) . ATREREFETE 23 # (19.3%) . #hitRIEE 16
B (13.4%) . FERBUHREMEIE/ 2 A3 —13 ] (10.9%) . FVEMERRE 7 41 (5.9%) |
RIFSAERSE 6 (5] (5.0%) . FIRIFSAERETE 6 5] (5.0%) . FEFEDRIEHREE S #] (4.2%) |
infusion reaction4 31 (3.4%) . KEZK - /DMK - EED THI 4 6] (3.4%) . T HEAHERE
b 3 5 (2.5%) | JIF4¢ 3 5] (2.5%) . CoERFESE 151 (0.8%) . AiM#k - BfifEEZ 1 451 (0.8%)
M OVESE 11 (0.8%) 3588 iz, F7-, EIEMME G, Ok, Mk, 1 BRI,
JFARA, B LML 26, FRMARZEARE, EE R MikkEE, mMERERIEGERE, HiZ, 5
oS, MRS, BEALITRD b o Tn, REWEAEIRIITIEESES (FFER
TERT 2 ET) 2 B0EHERE =T,



(M- AHE]

AR OREMEYBETT L ZFHA LY 2 2 b—3 a3 42k v, AK 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOf
R KK 240 mg G U 7ZBROBEE R, AH 3 mgkg G L7 BROBEEE & L HK
LTz~ & THlsnZbon, AARNBEICEBWTARMERHE I TWDH
% AR (10mgkg % 2 BRIEIRE TR S) CAAIZ RS LI-BROgRE R & ik LR
oyl (THR) . M T, EHOBEICKIT LT —ZICEKSE, KA
3mgkg (KE) XiE 240 mg % 2 HFFIFE THG- L 7ZBROARK OURE & & A0 3%
2 & OREZ R ARG LUGTE T VAMEE X, YEBEIZ W TR T
R, ERRoME - HEOR CHER NVZEMEICHAM R ER T2V E TRIENT, &
72, MSI-High 43 2555 - EIGEEE OT — 4% 2 & - RHENRpERET T v, Bl
BEBEOT —ZICEDSEMEINTRBEISET VAW 2 E 2. AH
3mglkg (KHE) Xi%240mg &A1 BV A~7 1mglkg (KE) % 3R TG Lz
BRI IR 7 22534 Ulen EHER S Tz,

£5 FAOEWBE T A—F

ik - e | O Crinais Cougats Comsss Connss Cousss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W <35~52§ '7608) (10.17?'264.5) (17.21‘,"333.9) (75.1)1,3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15~22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 melke Q2W (14;,9;19) (51.62f'739.2) (79.93),'?14) (33?,9232) (18421,1 1) (23;7286)

El:%'fﬁ (5%)?_:—'\,95%/'%) N Q2W : zﬁFﬁﬂﬁﬁﬁﬁ%\ Crnax : *ﬂ@&g'f&@%%ngquﬂ%g\ Chmind14 : *ﬂ@j&’ﬁ:"f&
14H E a:%”—é%'f&mﬁ%q](’%g\ Cavgd14 : ?)3@1%'55-%145 H if@ﬂii‘@ﬂﬁ%t{]@%g\ Cmax,ss . Eﬁ%%ﬂl
%H'é%%ml{jﬁ;qu%rg\ Cmin,ss . Eﬁ%ﬁﬁéi%ﬁé%{&ﬁl%qﬂﬁﬁ\ Cavg,ss . Eﬁ%ﬁﬁ&i%”’é#ﬁi@m?ﬁ
P

oz, RFORERMEYBRBETVEAFH LY I ab—2a il b, KA
480 mg % 4 I M RIME TG SUIREAGR O FYE « &% TG L7 BEOARAF O ik i
FEEDRRFRT STz, T ORER, KAl 480 mg % 4 HERKIE TG LB EFREICS T
LG FIRE (LT, [Cagss) &V, ) 1F, AHl 240 mg % 2 HE IR TG L
TeBRD Cavgss CHRIT D & PHIS N (FFR) o Flo. KAl 480 mg % 4 HE[FERHIFE T 5
LB O EEARBBICHIT D m Mg FIRE (LT, TCrass) &£V 90 ) 1E, AH| 240 mg
% 2 WG CHEE L7ZBED Chuaxs & L CTEEZ R T E RIS B OO, HAA
BEIZBW AR ER SN TWDHE - HE (10mgkg 7 2 BFRERTHRE) T
Bl a5 UTZBED Coaxss & B L TIREZ R E PRI (FHR) , Iz T, %o
FEIEICRB T 5T —ZICHES &, AAKI3mgkg (KE) it 240mg % 2 @B, #L<
EAH 480 mg % 4 WM MINE TR G L7-BROARK OBR TR & & A T etk & o
AT DIRESEE T VPR S L, YREBEICOW TR TSR, EREO
i - HEOB THIMEL V2222 T v & PRl ST,



K6 AFOEMBLNT A —F

v - B Crnax Chmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

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

240 me Q2W (511%103) <23§?§21D <30252i19> (102?354) (41i2§58) (62i?%87)

50 mg QAW (10;?307) (15%3;;/9 (37iS;;u8> (14?}236) (27Zii37) (62i?%87)

10 mglkg QW (145322) (86.959,.?32) (10},1 ?48) (32;,9225) (18421,1 gos) (232,7277)

il (5%, 95%5) . Q2W : 2iAMIREIFE. Q4W : 4MAMEIRINE. Cmax @ FIEIHE G4 0D & ML i A
Cumindzs : PIEIEE 528 H BIZF 1T D FARIMIE IR, Caveazs : #IEIHE G428 H B & TOIIMIE PR E .,
Cruaxss © EHIRRBIZIUT D = MLIE IR L, Crminss © EFIRMBICE T D I MEIIE FHEEE . Cavgss : & HIREE
(2R 2 R i R



4. FEFRIZOWVWT

AFN OB G- DN H 72 BE &2 - FrE L. AFoF 512 ;DE%@E TEFRZRB LT
BRIZHRHET 2 Z ERMER D LFOO~Q@DFT X T &= Tkl THEHAT
RXTH5DH,

O MEFRITHOWVT

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

(1) JEAEFBRENEET 503 A BHEEEILS RS ERE RS AR EE LSRR,
Hitek A3 A B2 LI RURE . MU A A BRI 7R &)

(2) FrERgREIRbT

(3) HBENTEAEDFRE T 20 AT (03 ARHEEIE TR, 23 AR
W 1REBE, DA EREER e &)

(4) A RALFRRIEE A RRE U, AR ARIEINGE 1 SIS SRALFRIEINA 2 O fiisk e
(AR DR AT > TV D e

(5) PUEEMEREEE AL & BN OO i g L HEI AR B B H 21T > T B Jitiak

O-2 M - BN OALFHRTE K ORINE S8 BURF OIS 53 72 ik & R 2 R [
il (FROWTNNIEE T DEM) 23, SR ORFNCET 2RO BEMEE L L
TREINTND Z L,

*

o [ERIRFFISER 2 FOPWHEZE T L72RIC 5 FLLEO D ATBIROERIRIHE &2
ToTWHZ &, 55, 28U LT WARYREL L LIEERRIESZEOIHME %2
ToTWHZ &,

o [ERIRFFESE 2 FOWBIHHE ZE T LI2&IZ. ka0 ASMREZ 5T 5
FELUEOELEIIE FOEM 2T o TN D Z L,

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

© BENDOEEMFREBROMEHIZONT

AR A 1 B BRICAEF 9 2 LA DS E S v, BUERAZED D OIFHRE D, A0 - &
é‘@’%ﬁ?ﬁ‘]‘%?&@ﬁ@ﬁ&m:%“ X D IRt AEFRNEAE LIS OWE
R FEPHLATON D BRI E->TND 2 L,

10




@ BIEA~ORIEIZDOWNT
@-1 R B3 2 B

BV PERTR R O BB R BIEA T L72BRIC, 24 FERIESIERIAHI O T, 2%k X
FEEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN Y BRI S, B BICHIEATRER (KR -> Tn D 2 &,

@-2 EERNEEEHICL 2AFELNHICHET 2 EH,

DAZIRICED 2 M OB 2 A T A EREEFEDPRWERE=21V 7
EHEOIERDOAY ) —= T EHATOEIRE & fFHZ G TE 5 F— AEFRIKH 23V
ESNTWAZ L, B, BiEHEICHOWT, NABRE EZDOFEICHSIAmENT
WhHZ L,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMEMZEEIZIN 2 EEAEDAE, Odk. Tk, BT RARE., KIBX.
NS, BEEEDO TR, 1 BBERA, TR, ITRERERETE . ITa. BELPEARE 28, HRRIR
BeREREE . TERMAREEREE . MREE, BREE, AIEEE. MK, BEORERE, §
JRIMAEFEFEIE, infusionreaction, FEFEZR MK, MEKERIEMRE, M., PER, WE
DORIEROG, MR R, CIEESE (O EAME) - 4RIK - O EEISMIGHESE) | M H i
JEFLSE) (T3 LT Yaghiiax OB R OB 2 A3 2 EM & EE L (RIEH
DZWRFSIZE L THEROIRZZ T oNH5MICH L 2 L) | BEHICHEY) 2 AE
N TEXDHIRFPRESTNDH T L,

11



5. REMBRLLRDBE
(A2 L B9 % F 1]

@

@

TROBFIZBWTAFIEME G L OAK L A B A~vT (BETHIEL) & Of

A5 OFIENRREN TS,

o BAALFERIERITHEE L IRGUIBR AR R ST - R OEHE~ A 7 aYT T
A MRZEM  (MSI-High) A3 2546 - B EE

728, MSI-High #3252 LoV TCiL, =R~ (Bl fiz) oar =
A WiE (IGE4 - MSI AL~ & (FALCO) ) ZHWTHERT D Z &,

TREICEE Y T 5 BFITH T D AFN OG- K OfE AT IEIZ OV T, REIOF 2

WALENTELT, AFOBEGG L2270,

o TV I D URHEMESA XYV T TFUROA Y T IR
IRFZ X DIRIRE D I B

o iTRAHBIREE

o AYV AT GEETHfz) USAOTEEMELES & OFH L TGS S b BE

(ZzefEicBd % HH]

@

@

TRUCHEU T HEREICOWVWTIIARBORENED L INTWDLZ Enb, 51T
F oA ARG
o AHNDOREITI R UIBBUE DR ERE D & 5 BF

TBRATOFMIC IV T FREICZ ST 2 BH IOV TIT, AR OHRGIFHLE S

D, A OIRFRERIUL A 2 WG EITIRY | HEEICAKZEN T2 2L 2BETE D,

o HEMMZEEOEIH XIIB LD H 5 B

o MR AR CHVE R 2 58 D B K ONE B M o Hlc S i gk 2 <0 S e 1 i ¢
FEDORINZRIEMEZA LD IR B D B

o BOMEERBOAD, UXEMERZE L IXHFEMEO B CaEREEOBEERE O
bDHEE

o EERBEE (&R A 5 T) Ob b ERE

o OB EEAT L BE

e ECOG Performance Status 3-4 " 7 H 34

(6)  ECOG o Performance Status (PS)

Score

o o
JEFR

0

< MR LJEBTE 5, B E [F U HHAEESHIRZ <725,

PR E LUEBNIHIR S 228, BATATRE T, BAIEEE > TOEEITIT O LN TE D,
A N e

BATAMRECTH D OH DEY O Z L 13T X CTRIAEEBMEEIT TE 20, B D 50%LL EiX~ > R4 Tilh 29,

BONTZESOHEOEY OZ L LHTERY, BAFO 50%L L2~y R+ T,

E-S RS R S]

LB RV, BOOHDEY OZ L TERY, B2y RpfFFTlmI4,

12




6. BEZELTHEETREEIH

O IRASCEFITINZ, BEERGEES D IRAET 2 ERFMEIT D & ARHF O FeME & OV EffE
RO 7O B w2 o B L Co bR« 2 L,

@ JRWBALAICIENL D B ULE OFIEICH MR a2 HoaitA L, [E 215
ThoEETHZ L,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD ZENRH DD T, RKFOEKGIZH T > Tk, BKIE
AR (PR RIS, ik, FEEVE) OMEFE R OSSR X A O %, Bla 145
AT 2k, Fio, BEIR U THES CT, MiF~— —%0iE 4z £ 2
Z &,

AFN O EIZEE D infusion reaction (2 2 TEARFIZ 72 %D TE 5 UE
HxAT> 7 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
NHLONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z YA
YEWET %, BEFEOWREE 2B T 52 L, 70, infusionreaction &
FEHL LI A IR, AT oMK QYRR ERICIEE S 5 £ TRE L 0Bl
T5Z &,

FRIRBERERRE . THRAEERTZ R ORIBFEERH 5bid 2 &03dH 5D T,
AFN D ¥ 5B hERT M O G-I I E IR N sténeia & (TSH, I##fE T3,
R T4, ACTH, I 2o —VEORIE) #4252 &,
AFNOFEEIZ LY | WEOREFINTERRE T 5 L& 2 BN DHER 2 RREHIE
DHLOLNDZENHD, BENPRBOOLNTGEITIL, BELLEFRIIS L
B 72 ek & Rk 2 e O Al & i U Cl bl A BRI W 21TV B o
FOGT X 2 BWER 2N g0 2551213, AFIORFES TP IE | K OEIE BB 7R
NWEVRIORGEEZZET DL, Ied, BIBEERLVEOREIZEDAEIE
MOYEEDTRD HNRWGEITIE, BT BE A /VE o LSO 52 8l oo 1B n
HEET D,

BeGA&T %, BOEM N OHE I ARGE L T O REIERBRRELT 2 Z 83 H 5720,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUBEIRI (BE | AUBEIR 2 5 de) b bbb, BERWES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEOIER O FEBMFEED EF- 12+
SEETAHZ &, 1 RN LN SE TR G2 HIEL, 4R 8
HlOF 5 E DY L AEZITH Z &,

@ AFNIOEERRBRICIBNT, FERBG 24 BRI 6 @B Z & . T LBIX, 12
M L ICERMEDFM 24T > T Z & 2 5B, ARG I E I Big R A
TRHROMEREITH Z &,

13



HEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V — A REFHE 20 mg, 7V —RRHFHE 100 mg, A7 P—
A IR R 240 mg)

~ BRI~

S22 A8 (FF249 AKED)
B4 FEE



ER/N

1. 1IZU I P2
2. AANOFE. (FRET P3
3. ERIRRE P4
4, FERIZDOUWNT P8
5. H&EGXREMDEE P10
6. WHIZEEL THETNEHH P11



1. IILBIC

RIS OF M  ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5L E R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
PR & 72 o TR Y RIEMBGE S & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHORE(LHEZXS Z L L ShTnd,

BORVERAMFERR L, KEIERASCL 2T 0 7 7 A VDBBEEOEIRSL & D IR
RHZENDD, DD, HMEROLZEMEIZET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

L7eRoT, KA T A4 Tid, BABERELZNE TICHELN TV EFITH -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARIA BT A %, MSIATBAE NEIE N EREIR OIS, AR HENRR
BRI o, —AFEETE N B RS IRNBHE S, FrEFEEFNEENE N B R EE T2 O W
Job EERR LT,

RfG L I B EINL L ATV — R Y 20 mg, A7 Y — R IEEE 100mg, A
— RS EE 240 mg (—%4 =R~ T GEfs 7R Z))
REERDREIE: © D3 AACFEIEL (T U 72 ARTG UIBR AR B 70 B4 T - TR O RIEE
KELRAMEROHE  @HE ., BRAICIZ=R L ~7 GEIa 7 Z) & LT, 1A 240mg
% 2 TRIREESE 1 6] 480 mg & 4 18 IR © Al ssiE 5,
Bl N IE ¥ DB TS




2. AHNORK. VERBF

A7V — R S EE 20 mg, [FASTEERE 100 mg K OVR ST ERE 240 mg (—k4 - =
R~7 (Baffz), LT, TRAL Evo,) 1d, AN T¥ERSE 2 &
Ly 7 2% BTYU AR - v ¥—X 2747 (BMS) ) 23B% L7-t ~ PD-1
(Programmed cell death-1) (Zxt3 5t MU 1gG4 €/ 7 a—F LHETH 5,

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

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T IR T 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U & K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v SEROEMALIREE
BIZFRET L TWb, PD-1 U W RIFHURE SIS B b O & 22 IRk Z T8 B
LTk, BMERAMREEE) LU LB T D PD-L1 OFEBLLIEDELF
HM & OMICADHBEBFRN & 5 Z & HE I TWs (Cancer 2010; 116: 1757-66)
F 7o B NE S CIXAEEE T AN EET DA v X —T = a > H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMARIZI T D PD-L1 ORI LIk O
AALEIR & ORNCEDOFBIRRE N & 5 & DHiE S # 2 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS B5PE T Hiia o Hifa &
FEME AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D L Z O
EEIGEREIE T 5 Z EDRENTWND, DI & H PD-1/PD-1 U 72 FERE&IE, 23
AR HURRF A e T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

ARFNL, SR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IS/EA L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 MRS TG M 2 58 5~ 5 2 & TRk e PLidgsh iR &4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEER I 2 B 2R EIC R0 55 b0 L MIfF S,
BiEmEE NG L UBRRBRZ B L, A, ZetR OERERHER I N,

AFNOVEFREFFIZ 25 B EE O RIERIGSIC K 2 BITEM 2 & b bdu, B UL LTIC
ELAEMEDR S D, ARNOERGH R OREGRIZIT, BEHEOBRE H0ITTO, BENR
O BIVIZE AT, B LI HBUTIE U R PRy 20 ik & REBR 2 ff D[RRl & s L Coi
EN7REERIR W 24T BE ORIEIRIZ L DRIER S DN 2 5E1213, BIFEE AL
T HIOEGEOHYVLIVEZAT O LER D D,



3. BRERAE
D AL PRIEAL \THE T U 72 AR B UIBR RN RE 722 A T XU 38 O B i O 7GR I 2 3Tt %
1T > 7o FE 72 BFIRRER O RE % 7~

(0]
[EI RS R 25 A FER  (ONO-4538-24/BMS CA209473)

7 oAb BV 2 VU RPUEMIEE A N OV T T 8E 2 G e O RAL SRR IR ISR S X
AN OARTEEIRASRE 72 AT ST FF78 D FE e FE 38811 (A AR N B 27401 % & e, AH|
FE193M, SHHRRELIOSM) A tERIT, & ¥ L RPUEMEIEEH (K& & Lkl ik
R YA XRI) R E L COARHI240 mg 4 218 RIS CATEEE LT & 2 0BER @&
Oz mat Uiz, EEFHMEEE Th 2 2471 (PRl [95%EHEXM] ) |
AFIFETL11.17 [9.99~13.73] B H | *FHHET8.54 [7.20~9.89] WA THY | K%ﬂﬁi‘aiﬂ
FRHE IS ) LR PIICA B R IE R 2R LTz (O — RER0.79[95%(E 8 X i : 0.63~0.99]
p=0.0381 [J&Hllog-rankfiE] )

¥ N X RAKTIZOWTIXTS mg/m?% 3 MR CEIRME S, /X7 U Z 22O T,

100 mg/m? & 7R 2191 7 L L LT, %1, 8, 15, 22, 20K U36H HIZHRNFZ G T2 L & &R

72
4+
g
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
at risk2{ E7FEARI(A)
AF|EE 193 170 158 139 120 105 89 77 65 55 38 20 13 10 6 4 3 0 0
TR 195 182 157 116 100 79 66 55 48 39 26 16 11 6 2 1 1 1 0

1 OS ® Kaplan-Meier % (ONO-4538-24/BMS CA209473)



[Z4tE]
[E B R M AEFER (ONO-4538-24/BMS CA209473)

HEFEQIIARAIRE 172/192 5] (89.6%) . *FHRHEE 192/194 5] (99.0%) IZFRD LA, 1R
BRIE & ORFBIRNEE T X WA FHGITAFIRE 129/192 41 (67.2%) | <t HEEE 185/194
B (95.4%) IZFH BTz, WT N DOFETHELFEN 5%LL EORIERIZER 1O LB T
o1,

K1 WTFNHLORHTREEMN 5%LL EOBIER (ONO-4538-24/BMS CA209473)

B (%)

LR PAS <
el o i
192 43 194 {51

(MedDRA/Jver.21.1) 4> Grade Grade3-4  Grade5 4> Grade Grade3-4 Grade5
2EIEA 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (65.5) 2 (1.0)
KGR X OV MRk =

FIB 23 (12.0) 1 (0.5) 0 27 (13.9) 2 (1.0) 0

% ) FERE 17 (8.9) 0 0 9 (4.6) 0 0

BB E 3 (1.6) 0 0 97 (50.0) 0 0
— % - REREER L OGN OIREE

FEER 15 (7.8) 1 (0.5) 0 16 (8.2) 0 0

95 97 14 (7.3) 1 (0.5) 0 42 (21.6) 9 (4.6) 0

sV 9 (4.7) 0 0 44 (22.7) 0 0
ERAR R AT

U 2 oRERER R 4 (2.1) 2 (1.0) 0 18 (9.3) 12 (6.2) 0

I HRERER D 3 (1.6) 1 (0.5) 0 75 (38.7) 58 (29.9) 0

H i BRE R 2 (1.0 1 (0.5) 0 72 (37.1) 46 (23.7) 0
H ke

T 20 (10.4) 1 (0.5) 0 17 (8.8) 2 (1.0) 0

PN 5 (2.6) 1 (0.5) 0 24 (12.4) 1 (0.5) 0

{5 M 4 (2.1) 0 0 16 (8.2) 0

TN 4 (2.1) 0 0 31 (16.0) 1 (0.5) 0

M P 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0
o WABE

FOIR BRFEREAS T 4E 17 (8.9) 0 0 1 (0.5) 0 0
JEYSE B & OV A HUE

FitiJ g 3 (1.6) 1 (0.5) 0 11 (5.7) 6 (3.1) 0
R L OseklEE

RARIEER 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
MiRE LZ Y S REE

2 ifi 4 (2.1) 4 (2.1) 0 47 (24.2) 19 (9.8) 0

I H BRI E 1 (0.5) 0 0 36 (18.6) 27 (13.9) 0

FEEWE L BR R i 0 0 0 20 (10.3) 20 (10.3) 0

H Bk Jg A iE 0 0 0 16 (8.2) 14 (7.2) 0
E R B L O ARk E

R 2 (1.0) 0 0 21 (10.8) 1 (0.5) 0

5 P9 2 (1.0) 0 0 17 (8.8) 1 (0.5) 0
TSR IR E

R B 3 (1.6) 0 0 14 (7.2) 0 0

KR = 2 —r R F— 1 (0.5) 0 0 47 (24.2) 1 (0.5) 0

K= 2 —a RF— 0 0 0 21 (10.8) 1 (0.5) 0

7RI, AFBEC IS T FRIEAEREE 22 1 (11.5%) | BEECREMRIE/ I 4/ $F—15
il (7.8%) . HTHERERET 13 B (6.8%) . FIEVEMGZRE 12 ] (6.3%) . MhiLfEE 8
5



(4.2%) . EEORERES 46 (2.1%) . HEE LW 3 4] (1.6%) . B 241 (1.0%) .
ERelEE 2 1] (1.0%) | % 161 (0.5%) . RIBZK - /IMEZ - BEED T 1 4 (0.5%) .
TEAEEEREE 1 5] (0.5%) K ONinfusionreactionl ] (0.5%) i bz, £7-. &
FEMEESNE, (DA, Mk, VAUBEIRIE, T A4, i bPERRE 2k, RIEHERERE= . Mk -
BERESE . FRARMARZERE, BEE /2 MRk, mERE RIEMRE, k%, R, 5& 5K
K OVODIEIEE TR0 b oTo, ARTEMIFEBURDUIBEIESES (BRIRMAER T 25
te) ZETEFHRERZ R,



[HiE - AE]
AFNOREMEyERRET LV ZRA L7y 32— a2k v, A% 480 mg % 4
RIS T 5 IBEARO Ak - AR% TR LEZBOAR O MEFRESBRN SN
7oo TDORER, AHKI 480 mg % 4 FFEMIR TG LB OEFIRIBIZB T 2 FH i 4
BE (LLF. [Cagsl &9, ) 1X, AAI240mg % 2 BFMME CHEE L7ZEED Cugss &
T2 LTSN (FR) . 7. AK1480 mg % 4 HEMRE TS LEBEOER
WRBIZBIT DREMIEFIRE (LAT. [Craxs! &WV9. ) &, AHI 240 mg % 2 1 fH fH]
R THEG LIZBRD Craxss £ LB L CEIEZ R T & THIS 2 OO, BARABEIZE
TRERMENPHER SN TWA Y - IR (10mg/kg % 2 BRI THYE) TARAIZ#E5 L
T2BRD Craxss & B L TIRfEZ /R & FHlES Nz (FR) . Mz T, BEOBEICBT
LT — AT HSE . RAI3 mglkg (RE) F7-03 240 mg % 2 ARG, #& L < I13AH
480 mg % 4 MR TG L 72BROARH DOiREE & & A T et & o B 2 it
THRBRIGET APER SN, YEBEEICHOWTHRIMTDON MR, ERRoME -
M EOR THIMER ORI ZRIT 2V E FRIE L,
K2 FAOEKWEE T A—F

- B Crnax Chmind28 Cavgd2s Cmaxss Cmin.ss Cavess
(ug/mL) (pg/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)

3 meke Q2W (352 '760-8) (16.25?'50.3) (21 321 ?(1)3.9) (75.1)1,3171> (27.612,'107) (42.717,'?27)

240 me Q2W 61.712,?03) (23-33?'29-0) (30.‘;'670.9) (10;,5254) (41?57,'51;58) (62.11(,)9187)

0 mg Q4w (10%07) (15?}7.4) (37.?)?'704.8) (14?,1 236) (27.751,?37) (62.11(,)9187)

10 mgfkg Q2W (14é,9§zz) (86.959,.?32) (101,1 ?48) (323,9225) (1842t,1 §o3) (232,7277)

Rl (5%4A%, 95%5) . Q2W : 2 ERIMIFGE. QAW : 4 EMIREING. Cmax @ PIEIHR 544 0 e LT R |
Cringzs : HIEI4% 5% 28 H BT 2 iARMIE L, Cavgozs : HIMEI42 5% 28 H B £ TOFH Ml iE ik

JE. Craxss : EFIRIBIZI T DI EMIBEHIRE, Crinss 1 EFIRIBIZIT D BARMIEFIE . Cavgss : E K
HEIZ 51T 2 A5 My Hh il



4. FEFRIZOWVWT

AFN OB G- DN H 72 BE &2 - FrE L. AFoF 512 ;DE%@E TEFRZRB LT
BRICKHET 2 Z ERMER D, LFOO~Q@DFT X T &= T\ THEHAT
RXTH5DH,

O MEFRITHOWVT

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

(1) JEAEFBRENEET 503 A BHEEEILS RS ERE RS AR EE LSRR,
His A3 A 2L RUR e, HUE A AR IRRBE 7R &)

(2) FrERgREIRbT

(3) HBENTEAEDFRE T 20 AT (03 ARHEEIE TR, 23 AR
W 1REBE, DA EREER e &)

(4) A RALFRRIEE A RRE U, AR ARIEINGE 1 SIS SRALFRIEINA 2 O fiisk e
(AR DR AT > TV D e

(5) PUEEMEREEE AL & BN OO i g L HEI AR B B H 21T > T B Jitiak

D2 EEB ORI ORI RBI ORI 15728 & P O (TR
DUVFIAN ST DI 75, HLBHEFOAFN BT 5 WEOHES & L CRES
RTVBZ L,

#

o [ERIRFFISER 2 FOPWHEZE T L72RIC 5 FLLEO D ATBIROERIRIHE &2
ToTWHZ &, 55, 28U LT WARYREL L LIEERRIESZEOIHME %2
ToTWHZ &,

o [ERIRFFIASE 2 FEOWBIHHEZE T LI2&IZ, Wbam OB ASMREZ ET 5
FELU LD LI FOEM 2T o TN D Z L,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKKEREZAG LT\ 5D
Z &, OB, 3FELLEIE., HIbESE O D A SRYPRTE & G e E b g T OB IRAHE &
IToTCWVWBHZ L,

© BENDOEEMFREBROMEHIZONT

AR A 1 B BRICAEF 9 2 LA DS E S v, BUERAZED D OIFHRE D, A0 - &
é‘@’%ﬁ?ﬁ‘]‘%?&@ﬁ@ﬁ&m:%“ X D IRt AEFRNEAE LIS OWE
R FEPHLATON D BRI E->TND 2 L,




@ BIEA~ORIEIZDOWNT
@-1 R B3 2 B

BV PERTR R O BB R BIEA T L72BRIC, 24 FERIESIERIAHI O T, 2%k X
FEEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN Y BRI S, B BICHIEATRER (KR -> Tn D 2 &,

@-2 EERNEEEHICL 2AFELNHICHET 2 EH,

DAZIRICED 2 M OB 2 A T A EREEFEDPRWERE=21V 7
EHEOIERDOAY ) —= T EHATOEIRE & fFHZ G TE 5 F— AEFRIKH 23V
ESNTWAZ L, B, BiEHEICHOWT, NABRE EZDOFEICHSIAmENT
WhHZ L,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMEMZEEIZIN 2 EEAEDAE, Odk. Tk, BT RARE., KIBX.
NS, BEEEDO TR, 1 BBERA, TR, ITRERERETE . ITa. BELPEARE 28, HRRIR
BeREREE . TERMAREEREE . MREE, BREE, AIEEE. MK, BEORERE, §
JRIMAEFEFEIE, infusionreaction, FEFEZR MK, MEKERIEMRE, M., PER, WE
DORIEROG, PIE R mNE, OB (OIS - tRIR - S PEIAMGHS) | JEEE HA i
JEFLSE) 1T LCL Yaghiiax ST B R ORI Z A3 2 EM & EEE L (RIEH
DOZWrPKHSIZB L THRER OB EZ T oNL5MICHH 2 L) EHIZHEY) el
N TEXDHIRFPRESTNDH T L,



5. REMBRLLRDBE
(A2 L B9 % F 1]
O TROBEICEBDTAROHIENRIES TN D,
o Tk ) IV LSRPUEMEMGAI N O T F T WA 2 G e 0L SRR
JESUIATH OFRIRBIBRANRE 22 HEAT ST PRI D FlE e B

@ TREICEZNE T 2 BE ST 2 AR O G K O A ITIEC DWW T AFIOAZPED
WMESLSNTELT, AAOHREGHR LRG0,
o TRIBREEZT TRV ES
o FilomiBhiRL
o fLOTUEMEEGR & O L TG Sh o B

(Ze2hIc BT 2 F1H]

O FTRICHYTL2EECOVTIARAOEENERE S TND 2 &b, BEE1T
branz &,
o ARAIORSTIZ R LiBEUE OBEEIE D & 2 B3

@ IBFERATOFHIIZ BT R xﬁ?éﬁ”é*’% IZOWTIR, AAlOREITHELE S 7

DS, A OIREERPUL A 2 NG EITIRY | HEICAFZEHT 22 2BETE D,

+ HH @MFﬁ@AﬁXiﬁﬁw%é$%

o HaEE AR A CHIE R 2580 2 B K ONE B M O U Bl 2 <o G ME fiti 2%
FE DR RIEMEZALD P2 %hé%ﬁﬁ

o BOMERBOAD, XUXEMERZE L IXHEREMEO B CRZREE OB O
HDHEE

o EERBHIE GEMEMABHEL ST) ObHEE

o FEBORYSUIB T A AT LB

e ECOG Performance Status 3-4 "0 D &

(ED  ECOG & Performance Status (PS)

Score | EF

0 | &<MERIEEHTE S, BT LlFE U R EAERPHRZ AT D,

PRREIZI LUEBNIHIR S 525, BTAIRE T, BRI > TOMERIITH 2 &N TED
Bl - BEOFE, FHEE

BHNTZEHSOHEDEY DZE LATERY, HFD 50%LL EE2Xy RO T Z1,

AW

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

10

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




6. BEZELTHEETREEIH

O IRASCEFITINZ, BEERGEES D IRAET 2 ERFMEIT D & ARHF O FeME & OV EffE
RO 7O B w2 o B L Co bR« 2 L,

@ JRWBALAICIENL D B ULE OFIEICH MR a2 HoaitA L, [E 215
ThoEETHZ L,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD ZENRH DD T, RKFOEKGIZH T > Tk, BKIE
AR (PR RIS, ik, FEEVE) OMEFE R OSSR X A O %, Bla 145
AT 2k, Fio, BEIR U THES CT, MiF~— —%0iE 4z £ 2
Z &,

AFN O EIZEE D infusion reaction (2 2 TEARFIZ 72 %D TE 5 UE
H&AT> 7 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
NHLONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z YA
YEWET %, BEFEOWREE 2B T 52 L, 70, infusionreaction &
FEHL LI A IR, AT oMK QYRR ERICIEE S 5 £ TRE L 0Bl
T5Z &,

FRIRBERERR S . T EAEREREE R ORIBFEERH 5oiLd 2 &03H 5D T,
AFN D ¥ 5B hERT M O G-I I E IR N sténeia & (TSH, I##fE T3,
R T4, ACTH, I 2o —VEORIE) #4252 &,
AFNOFEEIZ LY | WEOREFINTERRE T 5 L& 2 BN DHER 2 RREHIE
DHLOLNDZENHD, BENPRBOOLNTGEITIL, BELLEFRIIS L
B 72 ek & Rk 2 e O Al & i U Cl bl A BRI W 21TV B o
FOGT X 2 BWER 2N g0 2551213, AFIORFES TP IE | K OEIE BB 7R
NWEVRIORGEEZZET DL, Ied, BIBEERLVEOREIZEDAEIE
MOYEEDTRD HNRWGEITIE, BT BE A /VE o LSO 52 8l oo 1B n
HEET D,

BeGA&T %, BOEM N OHE I ARGE L T O REIERBRRELT 2 Z 83 H 5720,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUBEIRI (BE | AUBEIR 2 5 de) b bbb, BERWES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEOIER O FEBMFEED EF- 12+
SEETAHZ &, 1 RN LN SE TR G2 HIEL, 4R 8
HlOF 5 E DY L AEZITH Z &,

@ AHOFRRRBIZINT, KERAND 1ERIT 6 I Z & T LIEIE, 12 #H

"L ACHINEDFHI ZAT > TWIZZ & 2250, ARG HITE BRI B HRA T

-~
—

RO AT Y Z &,

11



SRS IE 0925 5 17 =
A Ff 2 £ 9 H 25 H

#woE R
| PR T R E

i | mAEEER (R & B
ool K

BTG EEER - AEEERERLFEAEHRE
( & H & B )

7T X< (BT z) BAOREEHEES A KD
A v (FFBE) OEREOT 7Y ) X~7 (G&Eix i z)
UK D fre i o FHHEXE T A KT A 2 (FE/INAM R I /00 e i o
HAPE) O—FRKIEITHOWT

RE M EOEE L0 RAR G EF 2016 (ERk 28456 A 2 HEEILE) Ik
W EHERLOFEHAOREHEEZX L Z EREVIAENTZ L 2%
JCUVHEER L A BICLEREF ISR T D O ISRl AT A R
TA U EAERR L TWET,

S, 7TV AT (BiETHEB L) A (REL TRV N 7 AT
FFYE 1200mg) 12D\ T, FFMIEEICx L CHEM T B0 BEFHEZBITRO
EBVREMGEHMEET A FT7 A4 LTHRYVELEDELIZOT. ZDOMEHIC
Bl TIE.ARKTA RTA VIOV THESIND LY, BEENOEEKE &L
DIzt T 2 Bz BV L £9,

Flo, 7TV IR T (BinrEz) A (k4 78 MY 7 ATE
FRE 1200mg) A FE/NAR Rt 126 L CER T 2 RO B EFHIZ DWW T,
(77 ) X7 (Bin i z) WA OREEHEET A 7142 GF/h
AR ATIE) O —Ee EIZ DWW T (BRIt 11 A 22 B AT SRA SR H 1122
1 FEAGTEEERE - AEHAREELEETHEREEM), 7T U X
~7 (B z) 8H (kG4 Ty b Y 7 AT 1200mg) % /)
ALt (23 L TR 2 RO EFHIZOWTL, 77 Y I X~v7 (&
- 2 ) B O HHEE T 4 K74 > UMMM OFER & OV
WA HHEE T A T A4 > GE/NRatiEE) o—HSEll >\ T (BT
8 A 22 H AT SAFKIFEFE 0822 & 1 &A= J5 B 1= 3K - AL 5 fa 28 oy = 3K L 5]
HEEHRE@Em), 77 YU A~v7 (Bxri#z) ®(E5 (ks o 7 'r


TCMFK
テキストボックス
［別添２］



Y 7 S ERE 840mg) A ILEEICH L CHE AT A O EFEHEIZ OV T,
(77 ) X~7 (GEsHLHz) A O fEMEAHEET A K742 (L)

DAEFRIZ DWW T (B Foc4E 11 A 26 B AF T 3RASKSE R 1126 55 1 55 A4 578

BER - ATEHEARERLEEEHRE®RD) XV RLTWET,

AW, TT VY X~ (Eis R z) "ACOWT, i EoEENK
FIENZ EEITHEW, YEEEFEZ, TRENRIMO LB LIEWE L
FLEOT . HENOEREE L OEFIZHTL2EMEBENLET, B,
SE% O FiEfE HAHEE T A K7 4 i, BlIRSED LBV T,



FHe/INHIE s oD fix

AL

W FHEE T A KT A > OUGETERT CHrIA % RER)

E<lh [=

Y=Y (FARRERIEED) HY = (BHBREBHIBR)

3= 2. ARANIOFE. (FH%T 3= 2. KPR, TERET
T2y MU T STEERE 1200 mg (—#%4&  TT Y Ty MU T EEERE 1200 mg (—f%4  TT Y
U X~7 (BisfH#Zx), LT TARA Evo,) UV X~7 (BlafHEzx), LT TARA 2vo,)
1. KE® Genentech, Inc. |2 XV AIflX7= X, KE® Genentech, Inc. IZ XLV AIR I~
programmed cell death ligand 1 (LLF. [PD-L1] programmed cell death ligand 1 (LLF. [PD-L1]
WS ITKT DT Y v Gl (IgGl) W EWVIHINITXT DE v T Y Gl (Bt g61+
T TADE MEE/ 7 a—FAHiETH D, L5 ) BT T A0 MET 7 n—F gk

Th b,
17 _—v D fEFRIZ DV T 17— @ JtagRlz oW\ T

D-1 FiEo (1) ~ (5) OWTIITEEYST 2 i

ETHHTZ &,

(1) JEAFBREDIEET 503 A s L 5
Bede  (HBIEIRF IR AN ARSI BE L U e, sk
IS AR IEELEERL SRR, Bk AS ARSI e
&)

(2) FrERERER L

(3) #BENFW M FENFEE T 5 23 A2 T bt
(B AR ERPL. 2 AR /)
EPE. D3 ARSI HERE I PE 72 &)

O-1 FRED (1) ~ (6) OWFNNITEEE T D i
ETHDH L,

(1) BEAEFTBREDFEES D2 A2 EEHL AR

Bess (ERIE T IR AN A2 s HE L s, ik
8 AR PREHEIL IR E . HUBDS ARSI 72
) AL R T H R 436 B —

(2) FrES R —C 3 F4- A1 FHke 86
Wi

(3) IR F TR E T D 25 A2 I IE IR b
(73 AVRZIRIEIETR WP, 23 A iEiE /)




(4) R b PRiEE L RE L, AR FREINE
1 A FACFRIE NN 2 Ofia% L EITLR 5
JEH 21T > T B ik

(5) PrEEVENEES AL & BRAINRE O gk FEEITIR 5
JRH 24T > TV B ek

BT, 23 AR IEEHEHERE R PE 72 &)

(4) A RALFEIEE 2R E L, ARILEREINE
1 XIS SRAL RN 2 DS sk K HEITAR D
JEH 21T 5 T D g —Ceak 29427 31 Bk
2531 ) —

(5) PRI & FINEL o i % BLHE LT AR 5
Ji tH & 4T > T B i g -CFpl-29-4-7H1-HHkg
1287 k)

18—y

@-3 RIEHOZErCxt B LT

RIVEA (RVEMEMGR SR, FHRERES . KiBX - &
FEDTHI, BER, 1 BUEIRIG, NomkEE (FR
IRrERERE S | R EERE S, M EREERERE) |
RRREE (T « N —EEREE ST | EIE
i E, MR - BB, infusion reaction, ff
K BRBUTRMARIE, BHERERE S (JRAME M MR
KRE) | HEOKEEE, LK, MERERIERE
BE. wWintEE ., e vEm MRS B S . b
FROEOF AR O ik st (AP ERIED . 8BV LT
HERIBVDE) | ARSI IEOR IR O RRYYIESE)  1Tx)
L C, Yahiiak TR R O B2 A9
% ERT &EEE L (BWER OB M-eRRIZE LT
BROXEEZToNHEMHIZHDHZ L) . BHD
(IR ALE S T E DM > TS 2 &,

18—y

©@-3 BIEROZWCRHRIZE LT

RIVER (RVEMEAGE SR, FHReRES . KiBK - &
FEDTHI, BER, 1 BIBEIRIG, NomwEE (FR
IRt RERE S | RIS RERE S . M EAHEEERE) |
PRRREE (X5 « NLU—EREREE ST | EIE
S E, MM - B, infusion reaction, fif
K- BB REMARIE , ERREERE S (RMRAE R e
RE) | EEOKLEEE, L%, BEnEEID,
S VE I M PESE B . AL SRRIE O F B oD 1
gttt (AP ek REVELF R BRI E) | 1k
FIREOF R ORGYESE) 1Tk LT, Y%k X
T B A B D B PIME 2 A 3 D[RR & s L
(RHWEH O KroRHSIZBE L T RE M O R A=
TONLEEICHHT L) | EHIZHETIZRALEN
TEXAHIRHINDESTWDH I &,




/INHI e e D Fee B IHEE T A R T A L OWGET AT CiT IA XTI ER)

E<lh &

Y= (FHERERD) R QiNelEE s SHIEINES)

4= 2. ARANIOFE, FAET 4=y 2. RANIOFE, FHERF
TRy b7 REEE 1200 mg (k4 0 T TV TRy b U T SEETE 1200 mg (% T T
JAX~7 (BinfH#azx). LT TRAL Evo,) VA~7 (Bioff#az), LT TRAL Evo,)
X, KE D Genentech, Inc. |2 XV AIflXn7= X, KE® Genentech, Inc. (2L VAR I~
programmed cell death ligand 1 (L. [PD-L1] programmed cell death ligand 1 (LL T, [PD-L1}
WS ITKT DI e T Y Gl (IgGl) W EWVI)ITKT 2%IET 1T Y v 6l (BR g6+
T T7ADE MEE 7 a—FAHiRTH D, Ly ) H T T 2DE MEE 7 a—FHUE

Th b,
7A=Y @O MEgRIZDOWT TR=Y @O HaFkIZ 2T

D-1 FiEo (1) ~ (5) OWTIITiEYST 5 i

ETHHTZ &,

(1) JEAFBREDIEET 503 A s L 5
BredE  CHBIEIT IR AN A2 S SO e, sk
IS AR IEELEERL SRR, B AS ARSI e
&)

(2) FrEREREI L

(3) HPE IR DG E 5 5 25 A2 E T Bt
(B AR ERPL. 2 A SR /)
WE, D3 AR EEHERE L R &)

(4) A RALFIEE AR E L, SR b RiE A

O-1 FiEo (1) ~ (5) OWTIITEEYS T 5 i

ETHHTZ &,

(1) JEAFBREDIEET 503 AL 5
Bede  CHRIENT IR AN A2 i s L SO e, sk
DS AR IEELEE RS IE , HIER S AR e
&) e Froe e 7 R 436 ) —

(2) FFERERERP TR 3144 H 1 HHEr - 86
i —

(3) BN FE NI E T 2 25 A R T bt
(DA ERPL, 2 AR /)
WPE. D3 AR IEEHEHERE R PE 72 &)




1 EA AL FHIENNE 2 DRtk LR D
JEH 21T > TV B ik

(5) BrAEMENE I AL & BRAN R O Sk FEIZAR 5
JRH 24T > TV B ek

(4) HRALFRIEREZ2RE L, IR INE
1 XIS AL BN E 2 O sk FEITR D
JEHHZ1T > TV D ek -Cse 2942 7 H 1 HIkE
A 9531 HEE)

(5) PraEME IR AL T & BN O fiti g HEVEITAR D
JEHHZ21T > TV D fi ks 294 7 H 1 HIkE
5\ . 1987 ;QP! gru)

g ~N—

@-3 FHERH OZWr=ox ST LT

RIWER (FEMEMRE, ITREREREE . KIGk - &
FED TR, ek, 1AUBERIN, NS (HIR
IRESRERE S, RIRARRERRE S . T ERHERERETE) |
MRRREE (XT 2 - NU—SEENASET) | FHIE
RIS )IE, IKYE - B2, infusion reaction, f%
K- BORUT AT, BREREREE  (RME ME MR
RE) . BEOKEEE, D%, MEKEBAER

BE, Wi e, sapE v i MR SRR . 1k
FIEOFARE O Mg m Mt (AR ERED . FE B LT
HREREE) L ARSEIREOTH R O RYYIESE)  1Txt
U, Y%z X 3ar B s B o P M 2 A
Lk &g L (BITEH ORZKOoX B LT
BEORXREZTONDIGHICHHZ L) . BHD
(IR ALE N T E DRGNS TnD Z &,

g~y

®-3 EHER OZWr=oxt ST LT

BIVER (FEMEMRE, RS, RIGk - &
FEED TR, ek, 1AUBERIE. NS (HIR
PRESRERE R, RIEAERERRT . T ERBERERETE) |
R EE (X7« NU—JEEEAET) | BIE
I S)IE, Y% - B2, infusion reaction., fi#
K- BORUT AT, BREREREE (RS ME MR
RE) | BEOREEE, Ok, Bl
G M I/ ISR M SR B . b S R I OF FH RE oD 1.
Wttt (AP ek . FEEWEL R E) )
WZxF LT, MaghE ek S Ida f = i b BE o B 4 &
BT HEMEEE L (BEHOZEB-CRISIZE L
THRELOIREZZToNDIEMHIZHL L) |
B DI E U] 2 JLE S T & D4KH 3% > T d 2
Es




I D Il AHEE T A R T A o OUGETERT CorIE X RER)
E<lh &

Y= (FHERERD) R QiNelEE s SHIEINES)

3= 2. ARANIOFE, FAET 4=y 2. RANIOFE, FHERF
T MY T S840 mg (—fRk& 7TV T b U T EEERE 840 mg (—f%% 7T
A~7 (BinFM#z). LT TAAL &no,) A~7 (BinFM#az). AT TAAL Evo,)
X, KE D Genentech, Inc. |2 XV AIflXn7= X, KE® Genentech, Inc. (2L VAR I~
programmed cell death ligand 1 (L. [PD-L1] programmed cell death ligand 1 (LL T, [PD-L1}
WS ITKT DI e T Y Gl (IgGl) W EWVI)ITKT 2%IET 1T Y v 6l (BR g6+
T T7ADE MEE 7 a—FAHiRTH D, Ly ) H T T 2DE MEE 7 a—FHUE

Th b,
7A=Y @ faklz 2>\ T TR=Y @O HaFkIZ 2T

D-1 FiEo (1) ~ (5) OWTIITiEYST 5 i

ETHHTZ &,

(1) JEAFBREDIEET 503 A s L 5
BredE  CHBIEIT IR AN A2 S SO e, sk
IS AR IEELEERL SRR, B AS ARSI e
&)

(2) FrEREREI L

(3) HPE IR DG E 5 5 25 A2 E T Bt
(B AR ERPL. 2 A SR /)
WE, D3 AR EEHERE L R &)

(4) A RALFIEE AR E L, SR b RiE A

O-1 TiLd (1) ~ (B) OWFINIIEET Dt

RTHHZ L,

(1) BEAEFTBREDFEES D2 A2 B EEHL AR
Bess (CRRIET RS A2 OB HLARE, L
3 o LR RS . IS ARSI IR e 7
E) U RLCHE T TR 486 Bt

(2) FFERERER PR3 4-H P86
i —

(3) IR F TR E T D 2 A2 I IE IR b
(DS ARSIREEETREIRPE, 23 A FEE 1 /)
Wbt 3 PR EEHEE R &)




1 EA AL FHIENNE 2 DRtk LR D
JEH 21T > TV B ik

(5) PRI AL & BN O s F IR 5
JRH 24T > TV B ek

(4) ANRALFIRIEREZHE L, IR FRIE I
1 XIS AL BN E 2 O sk FEITR D
JEHHZ1T > TV D ek -Cse 2942 7 H 1 HIkE
A 9531 HEE)

(5) PraEME IR AL T & BN O fiti g HEVEITAR D
JEHHZ21T > TV D fi ks 294 7 H 1 HIkE
5\ . 1987 ;QP! gru)

g ~N—

@-3 FHERH OZWr=ox ST LT

RIWER (FEMEMRE, ITREREREE . KIGk - &
FED TR, ek, 1AUBERIN, NS (HIR
IRESRERE S, RIRARRERRE S . T ERHERERETE) |
MRRREE (XT 2 - NU—SEENASET) | FHIE
RIS )IE, IKYE - B2, infusion reaction, f%
K- BORUT AT, BREREREE  (RME ME MR
RE) . BEOKEEE, D%, MEKEBAER

BE, WimpEg ., sapE v i MO SRR . 1k
FIEOFARE O Mg m Mt (AR ERED . FE B LT
HERAME) | AREREDF R ORYYES) 1Txt
U, Y%z X 3ar B s B o P M 2 A
Lk &g L (BITEH ORZKOoX B LT
BEORXREZTONDIGHICHHZ L) . BHD
(IR ALE N T E DRGNS TnD Z &,

g~y

®-3 EHER OZWr=oxt ST LT

BIVER (FEMEMRE, RS, KIGk - &
FEED TR, ek, 1AUBERIE. NS (HIR
PRESRERE R, RIEAERERRT . T ERBERERETE) |
MR EE (X7« NU—JEEEAET) | BIE
I S)IE, Y% - B2, infusion reaction., fi#
K- BORUT AT, BREREREE (RS ME MR
RE) | BEOREEE, Ok, Bl
G M I/ ISR M SR B . b S R I OF FH RE oD 1.
Wttt (AP ek . B ERBDIE) L R
FRAEDF R ORBYLES) 125 LT, Yk X
1T B R B OB ME 2 A 5 EAD & L
(RIER ORZKoRIIZEE L THRE L X%
TONLEMEICHDHZ &) | EHHICEY) 72 ALED
TEXDLERANRESTNWDHZ L,




KEEREETA N1~
TTFY VAT (BinTH#X)
(BR7E4 : 72> b Y 7 BT 1200 mg)
~ AL~

SF24E9 A
JBAE B

ZURZN




Bk

AN e

X LI

ARHN DR, 1ERBET
i PR RS AR
izl oW T

ESEED O B ASY ey

BEICER L CTRET & HIHA
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P3
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1. XL

RIS DOF N - REVEOHER DT DIZIT, BT SCEFITE SV B A A R D
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 3 1E A%
FFEHRSDPARBENDLH T, 20 DOEEKNZ BICHLER BT TR 5 2 & PR
PR & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHHORE(LHEZXS Z L L ShTnd,

BOFE R SR ST, SRS M T 0 7 7 A ARBEE D ES L & B 5 i
RHZENDD, DD, HMER LSBT HIERNSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RMFEBL L 7B B3t % & D 2 & DA he /e — 8 O B i 7= 3 S BE
THZENEETHD,

L7 oT, KRHA RTA4 Tl BARBEESINE TR LTV D ESEIREN -
R RN EED & | DUT O EIK S O it 70 8 2 HEE S 2810 b MBI Bk B 2
F RO EFREEZ T,

I, RKHA BT A 3 MAZATBAE NEIE M ERESHA O, A ISEFEARAER
BRI P . —MAERTE N B ARERIR NRHE 2 e OVt E N B ARl O 1 ) D
b EER LT,

KGR DHERN TR N 7 ERETE 1200mg (—#4 0 7TV XAv T (B
AR )

R ERDREIIE  BIBRARE 72 M

WEERDMEROHE : "N X<7 (Ba7HERZ) EOFRICBNT, WBH., AL
377V ) XA~7 (Eia ) & LT1[E 1200 mg & 60 43
2 T 3 MR CREFET 2, 23, YIRS ORAEMEN R
I ChIUL, 2 BIE LD GRERIL 30 /7 £ THMETE 5,

B 0E Ik 8 - PO A

(&%)

NNV AT (BT Z) OZREUIZNIR, BELOHE

BNRESUTANR: « YIBRASRE 7 AT A e

MIEROHE : 77 Y ) A~7 (BloF#az) ORI T, @H. BAICEN
N A=7 (Binff#z) & LTI1E 15mgke (IKHE) Z s E RN
W2, &EMRT3HEFEU EET 5,



2. AR OFH, 1EREF
TR b U I EHEEE 1200 mg (—#%4 : TT YY) A~T GER L) LR,
T4 &9 ) 1 KE D Genentech, Inc.iZ &V AI# S 4172 programmed cell death ligand
1 (BAF, TPD-L1) & 9,) IZxtd 2% v7 Y Gl (IgGl) 727 72Dk M
F)7u—FAHUETH D,

CD274 (PD-L1) &, EENIZEW THUFEIR RIS ICEI L TRV | & ELY
VRER (T MR, B MR OV F = T % 7 —T fifn) 3B+ 5 CD279 (LLF, [PD-
1] &»5,) KUCD80 (B7-1) &G L. EISEZRICHIET S LEX 6 TWD

(Immunity 2007; 27: 111-22, Int Immunol 2007; 19: 813-24), F7-. PD-L1 %, Fix DfE
EAIRIZ HRBLL T\b Z & (Cancer Immunol Immunother 2007; 56: 739-45) 73 #A XA
TH V., PD-L1 & PD-1 #40 L7ofRB& 1%, MRS AL HURRFELAY 7 T A © OB
RS HFDO—D2 L LTEZLNL TN,

AFNX, PD-L1 OAAASMEIRICHES L. PD-L1 & PD-1 L OfEAEIALET 5 Z L5
U DATURFEERR 2 T Mifa oM EFTEME 2 ¥R U, 5 OHEM A+ 2 &5 %
LTV D,

T DHIEN G | AANTHENEREG T 28 72 R IniEKIZ 2 0155 6 O & WIRF S,
A B 2 b 5 & U7 R IRARBR 2 320 L . A 20 2t R OB M R S 7z,

ARFNDVE RS B DGRERIRIC L D RIEREDR & bbi, BHEXIIET
(CEDAREMD B D, AFIDOBEG-h R ORERIZIT, BEOBSEE 751270 BENR
P BT AT, FEBL L2 RITIE U 7S MR 22 Nk & B8R 2 R D ERD &g LT
WY EERRE W 2 ATV B OSRE RIS X D RITER 2N DL 2 5 a 1203, B RE A
IV CHIDBGE O RLEZAT O MER D D,



3. ERPRARE
YIBRASRE 72 AT H e D AGREF I Z 5l 2 17 o 7= 1 72 B R 3B 0 il 2 7 37,

[ 2]
] BRI R 27 1T AREER  (IMbravel150 #8R)

EEALFHIERED 72\ Child-Pugh 7758 A OYIBRARE 72 AFMI s 1501 1 (A AN
61 il & &ie) 2t BRIT, AFIRONRAL X7 (BIn i z) CLTF, R <7
EVD,) OFFRES (RAIGHHEE, 336 ) OBENERNLEMEE Y T 7 =7 F L
Rl (LLF, (Yo7 7x2=7) Lwvw9o,) (YT 7==7RE 165%]) &9 25 1
ARER A T2 L7272,

FERHEHEE O—2>Th 2 24EEHE (LUT. T0S] & 9,) OFHIfEITOREE, ITT
ERNZEBNT, RAIGFHBETY 77 = =T BEL W L CHERIEEDRD HiL (HNF—
R [95%5#EX[#] : 0.58 [0.42,0.79]. P=0.0006 [J&5!] log-rank # &1, MHIA E K UE
0.0033) . HRAE [95%ERIXMH] IZAAOFHEE ChdiERE (HEERE], VI 7=
TRET 132 [104, #EEAREE] WA THH-7= 2019F8 A29 BT —X b v hA 7,
D, &9 — >0 LAl H CT&H 25 RECIST ver.1.1 (2553 < ST AR H & 12 L 2 &
e A LEHARE (LR, TPFS) &\ 9H,) 1IToWTh, FMIFOFEE. ITT £z T
ARPFRABETY 77 = =T L IR L THERIERARD b (N — R [95%15#
X :0.59 [0.47, 0.76], P<0.0001 [J&% log-rank FE ], MHIAEAKAE 0.002), Hi
B [95%EHE XM ] 13AFIGFHARET 6.8 [5.7,83] WH., VT 7 =2=THET43 [4.0,5.6]
A TH-T= 0198 H29 AT —4H v vA4 7, X2),

*1 o RIRE GREI™ & ) — VEEAFRE, T O AR, ~ A 7 v iEEE ek, FFaiRIEH i
W AP R SRR R, BATRRES) OIG & 72 5 B XA Sz,

*2 o ARFIGFHEETIZAA 1,200 mg KA <7 15 mglkg & 3 B Z L ICEIRAZR S, Y57
=TIV T 72=27400mg & 1 H 2B OFEE LT,

1.0 "“‘—‘x._\\\l
e ARFIGH A EE

0.8 TN T
Q_U 0.6 /
f’; P T =T
b 0.4

0.2

0

ZEAEMI»S0H88/™ ()
Atk 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17
AFIGAIRE 336 320 320 312 302 288 275 255 222 165 118 87 64 40 20 11 3
VST=zTBE 165 157 143 132 127 118 105 94 86 60 45 33 24 16 7T 3 1

X1 OS ® Kaplan-Meier BiR (IMbravel50 3AB) (ITT £H)



1.0 { ey

%
08 ’Xﬂ
@ B T A HAY
—:: 0.6 \“\; /
‘,T: }—ﬂ\\j—‘_ - % B | -

& VST2mT B a

Atrisk ¥ 0 | 2 y 1 f 8 9 10 1 b }
FEIHARE 336 a2 20 2 a2 201 169 137 120 74 50 A M1
VP22 DRE 166 148 109 s 80 57 1 4 27 15 ) | 2 |

X2 PFS @ Kaplan-Meier i (IMbravel50 382 (ITT £:H)

HARNBEEMICKIT S 0S O SRl [95%(5 #8 X [ ] 13XAKOF I REC oS fioRzE [
EARGE], VYT 72 =T7RET 149 HEEARRE] WA NP — R [95%EMXM] : 1.71
[0.50,5.84] Th o7z (K3), £7=. BARNBEEMIZIIT S PFS O Rl [95%EHH
X TIEAAI G AR T iRz (6.4, HERBEIVH .Y 77 = =TT 7.7[4.2,12.7]
A =R [95%EFEXM] : 0.85 [0.39,1.86] Tho7z (X4),

1.0 {+—
\—-\777:7—7%3

FEIGrAE

0.8

0.6

EFEE

0.4

0.2

0
FERET I 508 ()
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17

Atrisk 3
AEIFFEEEE 35 35 35 3 33 30 30 29 26 2 17 9 8 5 3 1 1
VIJxZJ8 26 23 22 2 2 20 20 20 18 14 11 7 5 4 1

3 BAANEMIZEITS 0S @ Kaplan-Meier Bt (IMbravel50 35%) (ITT £H)

1.0 {+—+—

08 ( RA DA

: 0.6 ]L
N o >
= | B 5
£ VITRmT B l
02
0
AtsiskBl L2 i 6 71 s 2 1
FHRIHER o 5 29 29 28 2 22 7 15
VIFe= T8 o 21 20 16 1

4 BAEANEHIZEIT D PFS @ Kaplan-Meier fi# (IMbravel50 38 (ITT £H)



(24 1]

[E B[R B IIAERR (IMbrave 1 507805%)

B EFGITAAIO IR 323/329 5] (98.2%) . ¥ 7 7 = =7 Jf 154/156 f4] (98.7%) I
R LI, BB (AAIGFARE CIIAR TSNV X~ T VT 7 2=THETIEY 77
==7) & ORRFEBPEETE RWAFRERITAFIONEE 276/329 1] (83.9%). ¥ 7
7 = =7 147/156 5l (94.2%) \ZRRD HAVTo, FEBLHED 5%LL EOARA] & ORI FEIRN
BETERVHEEHRZIIR1DOLEBY Tho T,

#£1 EHABYRS%ULOEFIE ORBEBERMEGETERVAEEES
(IMbravel50 38R) (REVEMRNT I RER)

IRERIRSYEE (SOC: System Organ Class) AAIOFHEE (329 1)
FHAGE (PT: Preferred Term) 4 Grade Grade 3-4 Grade 5
(MedDRA ver.22.0) BiE (%) B (%) B% (%)
AH E OREBFENGE TERNWEHERR 252 (76.6) 90 (27.4) 4(1.2)
FR AR A 107 (32.5) 41 (12.5) 0
AST #n 45 (13.7) 14 (4.3) 0
ALT 50 34 (10.3) 7(2.1) 0
fmh ey L e B 27(8.2) 2(0.6) 0
iR 23 (7.0) 7(2.1) 0
—i% - RHEER L OB SEALOREE 91 (27.7) 6 (1.8) 0
I 57 49 (14.9) 5(1.5) 0
FEEN 27(8.2) 1(0.3) 0
HlEE 83 (25.2) 12 (3.6) 1(0.3)
T 34 (10.3) 1(0.3) 0
LD 19 (5.8) 0 0
G B KOV T AR & 82 (24.9) 2 (0.6) 0
% 9 FENE 43 (13.1) 0 0
S 29 (8.8) 0 0
Rtk KOs E 58 (17.6) 6(1.8) 0
BARIBOE 29 (8.8) 1(0.3) 0
W o ibE 35 (10.6) 1(0.3) 0
FERIREERE AR TE 25(7.6) 0 0
55, hER L OWEADHE 33 (10.0) 7(2.1) 0
HEAIZLE S RIS 32(9.7) 6(1.8) 0
B L ORI RS 33 (10.0) 6(1.8) 0
BEAR 27(8.2) 4(1.2) 0
i 21 (6.4) 8 (2.4) 0
& I 17(5.2) 7(2.1) 0

B AAIDFRABRC IS W CRVEMEMIZ SR 3 61 (0.9%) . FFHERERETE 87 f (26.4%) . K%
K HEOTH S F (1.5%) . R TH] (2.1%) . HARIREERERE 39 61 (11.9%) . FIEHRE
PR 1B (0.3%) ., THEEABERERE 1 61 (0.3%), #REE (¥7 2 - NU—EERESEE S
7e) 1 % (0.3%). infusion reaction 32 %] (9.7%). BHHERERESE (RS EVEMERRE) 2 H#i
(0.6%) . EBEEOREREE 2 6] (0.6%). HiEEm 1 #] (0.3%). 4FFERED - FEE:AT
FRERIBAME 21 61 (6.4%) K OVEYIE 20 B (6.1%) A8 Haviz, £z, 1 BUFERM, &=
FERRIERE, 2% - BRI, Ahoe - AREUTIRRIE ., (O R, MERE RAEMGERE, oM MK
B PEEREER 338D B L o 7o, AR EFRFEBURDUIBIE SR (RRREMERE 2 5T)



TR R A R T,

AARNBEEMZIB T 268 FFLIIAFOHRED 35/35 il (100%) . xtHEFED 23/23
Bl (100%) (2788 B, 1HEHE & ORREARNGE TE WA FEFEZIIAAIGHIHED
31/35 51 (88.6%) . xHREED 22/23 B (95.7%) \Z#BH Lz, AFIPFHBHCERB VT, ¥
BUEMN 5%LL EOARK & ORREGENRETETERWEFEFGUILR 2D LB Thoiz,

#2 AARABEEFICBWTREARN S%LULOFRF L ORRBHRBIEETERVWEEES
(IMbravel50 338%) (ZEVEMEITXIREM)

IRERIRSYEE (SOC: System Organ Class) AFIOEFHEE (35 f51])

HAGE (PT: Preferred Term) 4 Grade Grade 3-4 Grade 5
(MedDRA ver.22.0) % (%) sk (%) % (%)
AH & OREBENTE T WS HEFRR 28 (80.0) 8 (22.9) 1(2.9)
— % - EFEER X OB G OREE 10 (28.6) 1(2.9) 0
[N 5(14.3) 0 0
FEEL 5(14.3) 0 0
W7 2(5.7) 1(2.9) 0
MEIRES. MISRE & VHtRES 8(22.2) 0 0
FHEfEE 6 (17.1) 0 0
AR AR A 6 (17.1) 3(8.6) 0
AST #40 2(5.7) 2(5.7) 0
KR ¥ KOV TRk RS 6 (17.1) 0 0
O FEIE 3(8.6) 0 0
R INIRZ SN 3(8.6) 0 0
R L OB E 6 (17.1) 2(5.7) 0
&7 V7 v fE 3(8.6) 0 0
AAEOR 2(5.7) 0 0
B IBkEE 5(14.3) 2(5.7) 0
THi 2(5.7) 0 0
P oW 5 3(8.6) 0 0
FOR IR RE AR T E 3(8.6) 0 0
BE, gk L OYLE A GHE 3(8.6) 0 0
EANITHE D RS 3(8.6) 0 0
M pEE 2(5.7) 2(5.7) 0
& I 2(5.7) 2(5.7) 0




4. FEFRIZDOUVWT

AFN OG-8 72 BEEZZW - FrE L, AFOFEGIC L0 EEREWERZR%EL LT
BRIZKHIGT D Z BT LLFOO~Q@D T XTI sk iz W THEHAT S
RETH D,

O MEFITOWT

@1 FiEd (1) ~ (5) OWTNPICHEY T HM THHZ &,

(1) JEAFHEREDIEE T 205 A2 BRI RS G BT R A2 EEHL R L
HIIEEAS A RS R BRI . Mtk )s A 2Rl 72 &)

(2) FEEHERERDE

(3) HBENFIRAFDIEE T 208 AP (D AR REEEIE ERPE. 25 AR
B wEE. S AR R &)

(4) I RALFIEE A RRE U, ARSI 1 U SRAL RN 2 O fiigk FL e
AR D R 21T > TV D Jifik

(5) BUEMEREEEAILL T & BN O i % FHE AR D R & AT > T B ek

-2 HFAI DAL R ORIE IR ORI 4y 7 kil & W68 % Fe o TERT (F
ROVTICEH T HERN) 4, SHBHBOAAC T 2 IROBEH & L CRE
SRTVBH T,

#

ERNGRETEUS% 2 FFOWIANHE 2 & T L7212 5 LA EO R AR DG RIHE %
{ToTWAHZ &, 96, 2L EIT, BAEYEEZ F L LIEBRRIESGEONHE %
ITHoTWBHZ &,

ERTRFFEUS% 2 FFOPIITHE ZE T L7212 4 UL EORKRRBRAZ A/ LT\ 5D
k. 96, 3L RIE, A O D A SR L & o R S O BRIRIHE 21T
STWbHZ L,

© BENOERREREHOBHIZONT

G HE BUCIE R 2 BMEE DS ALE S, BRSO OfFHRE D, A2k - &2
IR OB B ONERSE ISR D 16 et AFFRVBEE LG EOWmE
. FRESNITAT DN D IEHINE > TN D Z L,




® BUWER~DOXERIZDONWT
@-1 HagkkmICEE§ 2 B

VLR H S 0> BB 20 BIE I A3 3826 L 7= 81, 24 BRI IR o0 T Y%k Ui
EHEREFRIZ B\ T, B L =REIERNCIS U T AR B O CT Z O FIEF ORI 45
IRRRAEORERPZ Y A IO, EHHITRISATRRZR2AR N > T Z &,

@-2 ERMAIEC L DEEERARICET 5 EH

M AR HED 2 B 2 Sl fe O RE & AT 2 IR RE R H RIER B =4 U v 7
EEDIEROA Y ) —=2 7 EATOLIRE L A 4T & 55— LR 2%
BENTNDZ L, B, EHEEEICOWT, RABRE L ZOFRIKICHICAM ST
[AYSRapa

@-3 BIFERDOZUTLRINIZE LT

BIVER (RVEMERRE, RFHEREREE . KIGZ - HEO TR BER. 1 AR F
WiEE (FURIRPERERE S . RIEHRRERE . T RAHEERE) . mRkES (7
—IEERE 2 ) . BAERGHE ) IE, MK - BEMRZE | infusion reaction, 2% « AHAL T MbARIE |
EHREREE (RAME BB RE), BEEORERESE, LHE, MERERIEGEE, i
PRI, SR M MRIBA PSR B . (L FIRIEDFR RO ik z e (G ek FEWE
AFHERIEVDE) . AESFERIEDE R O BYWRESF) 1Tk LT, M i%htiax X TIr B ERER O
ML AT D ER & U (BWEHOZK-OXSICE L THRER SRR EZZ T 6 d
FHEZHDZ L), EHITHUIRLENTE DN ESTNDZ &,

b
L

\Pﬁ\
NEEIVA



5. B#Extp L s BE

(G2 B3 2 950H]

O EHLFHEIERED 220 Child-Pugh 7358 A OUIFRARE 72 IR B E 123 TARA
AR X7 L OB G OEIMENR RSN TN D,

@  FREICEEY T 5 BTk 2 ARKN OG- K O F T IEIZDOW Tk, ARANOF 0
ESL SN TE LT, AAIOBRGRFR L7220,

O TAFN DA ZPENTR S I TR OHFUEMEREGAI & O fF 5
JRIPTEIE (BRI & ) = VIEAIRIE, 7 VARBERIE. ~A 7 0 BEEE R
1. ITEMIRIEERIRTE/ ITEIAR L 2 AR TE . BRI IESE) OIS & 72 2 il
RRE

[ZZ iz B4 5 F1E]
O FRICEYTL2EFICOWVTIEIAROREN LD INLTWEZ Enn, BEE1T
bz &,

AFN DRI RT LI BOE O BEEIE D & % 3

@ WRATOFHHIZI W T TFRRICIE S T2 BE IOV T, AAlOHRGITHEE S0

Z)§\

L OVEPRPULL S 72 NG A TR | EEICARZENT 52 L 2EBRETE 5,
VMR B D& 0F T Z DBIED & 2 B

J 0 1 A A C RV R & R D 2 FRE S ONVE B 0D FC A i 2 <0 Sk Y it ¢ 45
DI RIEPEZAL D - L D B

H AR B O & 5 B AR L < IXFFMEDO B g R B OBE D
bR

ECOG Performance Status 3-4 =V o 4

GED ECOG ¢ Performance Status (PS)

Score
0 < MR IRBTE D, Bl E R U HFAEEDHIRZR <ATZ 5,
1 PWHRRZIE LS ENTHIBR S 2 23, SSATAMEETC, BAEESME > TOEEIFTH 2N TE D,
Bl BOWEE, FHIEE
2 HBATHRETH A OFDEID O Z LI T X THREEPEEIZ TE 22V, HHO 50%LL EiZ~y RA4ATl 7,
3 RONTZHDOHDEIY O L LTERY, HHO 50%LL EE2~Xy R TimZJ,
4 2<L@F v, BOOHEORIY O Ll TERV, BRIy ROVR-TiId,
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6. HEICERL THETNEFH

O WMISCEFITMZ ., SERTEEE DRI D EBEFITEED & ARH O Fpk K OV
M OTDIZ LB EWME B L TS Z &,

@ RERLRIZEN D, BE XX Z OFIRICHIER a2+ o0 L, REE25
ThbkbETHZ L,

@ ERFWEHDO~FXT AL MZOWNT

WEMEEELN S 5D 2 ENHDDOT, AFOEEIZHT--> L, BEE
M (PRI R, ngmk, FEENVE) ORER KOS X Ml O F i, Biggx 1+
ZAT5 2k, Fio, BEIRUTHES CT, MiF~— —%Dita £ 2
ek,

AFNOP 5L EE O infusion reaction (2 2 CEAMFIZ 72D TE 5 Y
i %47 > 7c TR L. AFIE G- R OAKRFIF G THIT A 2o 28
ET 5%, BEOREEZ /DI85 52 &, 7¢F5. infusionreaction % F8EL L
AT, R TOBIER OERNZRICEIET > TREZ OB 5 2
E

FFEEREREE N B S b Z L3 d D DT, AFI O HBIRERT R O 51 W 11X
EHRICITRERER A (AST. ALT. y-GTP. Al-P, B U L E U ZDHIE) % FHi
THI L, B, UIBRAREZR IR DA, FFEERE SR B L 72 B O ARHA
DRI « IR A I OJEIE & I THNCERE LT\ D (R SIESR),
FORIRFERERE | RIRHSRERE E R OV F IR EEREN H Db D Z ENHH D
T, ARANOFG-BRAART K OB G-I P IXE SN IS REMR A (TSH., 6
T3, M T4, ACTH, M a9 —VEOflE) 23T 252 &,
AFIOBHIZ LY | BEORERISIZER T 5 &5 2 b b kA BN E
DHLDONDZ EnbD, BENBDOLNLEHEICIE, BELEERIIS U
BLFRH 72 05k & FRBR & RO R Rl & 8 U Cl Ul 22 BRI W 2 1T\ IR ok
BOGIZ £ 2 EWER DB 2358121, AFIOWRIEUTH 1L, R OEIE RE R
NEHOBRGEEZBET D2 L, 2B, BIFKERVEOREICLYEIFE
MOUEDTRD HIRNGE T, B BB R VE - LIS o S i o8
HLEET D,

B A& T, BEM 5D ARE L COLRIERANRET D Z B850,
AR OG- THIZHRWEM ORI 2ITEET D,

1 BUBEIRIG S & o, BERFES 7V F—V RZELZENRHDHDOT, O
B, Bl WS OFER ORBLLMAEED LIS HaEET 5 2 &, 1 BHER
WREONTGEIZIT G E I L, A >R Y RF O B2 oY) 722 AL %
152 &,
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@ IMbravel50 FRERIZ#G-BI4G0 5 54 1 £ CliE 6 WG, Z LT 9 W EFE T
HRMEDOFMZIT > TWe Z & 22 F1C, AAERGHIXEMFICEERAE TR D
ERZ1T O Z &)
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EERHEETA N7
TTFY VAT (BinTH#X)
(BR7E4 : 72> b Y 7 Bl 1200 mg)
~ FE /N B it R ~

ER 3 044 A (fFn 248 9 AET)
BT B




Bk

AN e

X LI

ARHN DR, 1ERBET
i PR RS AR
izl oW T

ESEED O B ASY ey

BEICER L CTRET & HIHA

P2
P3
P4
P17
P19
P21



1. XL

e DF NN « ZZRMEDFERMRE O T2 DI2I1E, IRASCEZIC IS 238 E 2 23R
bND, 5T, IEOREHEMTOMEAIC LV | FUKEIN 72 & OHHE 72 83 MR R
FRESRBDARIND T T, 2 b OERGNZ EICNEREFITRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGEE & YR O B T8 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHRAORE(LHEZXS Z L L ShTnd,

BORERRE PR, MBEERASRZ 2T 1 7 7 A VDBEF DESR & B 5 i
B BB D, 200D AL OREMICET A ERS+0ERT 2 £ TOM,
MHEIMOREZMLZIT 5 2 EnHIfF SN BT LTERT 5 & &b, BIfE
RMFEBL L 7B B3t % & D 2 & DA he /e — 8 O B i 7= 3 S BE
THZENEETHD,

L7ei3o T, RAA KT A 0 TlE, BARBEES I E T LR TW D EFEIREN -
BRI EED & | DUT ORI O Feit 70 8 2 HEE T 2Bl b B e 8k B %
F RO EFREEZ T,

BB ARTA BT A %, MANIATEIE NEHE N EREIR O, AEETEAN B A
BRI o, —AFEENE N A ARBRIRNBHE S FEREFNEENE A B AR 22 &k O
—MRFERETEN B AR ER 2D/ LR LTz,

G Ll HEIEN TN 7 ATEERE 1200mg (—i%4 T T YV X~T (GBE
o7 %)

KR ERDHREINE - GIBRARREZHELT - FFF& DIE/ Nl A e

WEERDMERORE AL FFIERIBE O R RO % bk < OIBRARBEZ2 84T - R38O I/
e s B DG
L OHFEEMEIEE A & OfFHICRBW T, B, BRAIIEXT 7Y U X
~7 (BEfE M%) & LT11[E 1200 mg % 60 47 7>7F T 3 #H[H
FRE CRIEFET 2, 2. ARG OXEMENS BIF CThHIT,
2 [0] H LARE O $ H-HEIE 30 3 & TR CE D,

(SRR R0 O BN R RE AR AT - F98 3 AL B 0D 353

AN
=

W N7 7Y ) A~ 7 (Bia e z) & LT 1E 1200
mg % 60 4377 C 3 WM RER CARMEET 5, ks, HIREG O
DEVERBAFCThHAUE, 2 B AR O 5-REHEIT 30 43 £ T8
i cx 5,

3k IR 5E 3 MRS




2. AARN DR, {EREF

T Y T EREEE 1200mg (—i%4 T TV U XA~T (Bla#z) . DLF IR

LW H,) 1%, KIED Genentech, Inc.tZ & ¥ All# Z417- programmed cell death ligand 1
(LLF, TPD-L1] &9 ,) iZxtd42%%E 727U Gl (IgGl) 777 A0kt MEE
J 7 a—F PR TH D,

CD274 (PD-L1) (&, EEANICE O THIFIZRAMEICER L TB0 | EE LY
VoNER (T MR, BRI L T 2 7 0% 7 —T #Mild) 2B T 5 CD279 (LLF, TPD-
1] £ oH,) KUCD8O (B7-1) &ifie L, SEISEZAICHIET LB BN TND

(Immunity 2007; 27: 111-22, Int Immunol 2007; 19: 813-24), F7-. PD-L1 %, Fix DfE
EAIRIZ HRBLL T\b Z & (Cancer Immunol Immunother 2007; 56: 739-45) 73 #A XA
TH Y., PD-L1 & PD-1 241 L7ofRB&IE, AR S HURRF A 722 T M s & OB %
ZEET DT O—2 L LTHEZ LN TV D,

AN, PD-L1 OMESEIKIZFEA L, PD-L1 & PD-1 £ OFAELET S Z %I
U DATURFEERR 2 T Mifa oM EFTEME 2 ¥R U, 5 OHEM A+ 2 &5 %
LbNTWD

_m%@ﬁﬁb%,Kﬁiﬁﬁﬁf’ﬂ?éﬁtﬁﬁ%%iﬁbﬁé%®k%ﬁém\
/KR it AR A kPG & LT BRIRERIR A2 i U, A0, Lt Kk OB AN e
i,

AFNOVEAEFF D BEOREISIZ L DRIEHENH b bh, EHEX iiﬁt
(=D AR ﬁbw‘bé ARFA 0)&5@&0&5?& (T, BEOBEZ T5IATV, RED

D BTG AT, B LI FRITS L?‘_%?F'%’Jfot%ﬂuﬂakfi%%%OEEﬂik@# LT
ﬁ@fﬁﬁﬁﬁﬁiﬁ%ﬁ%ﬁb\ W DSOS & D RIER RO 5581213, @I RE R
JVE CHIDOP G5 O LR AL E 21T 9 JZ\%# EE) Do



3. ERPRARE
YIBRASRE 72 1T « FF3E D I/ N itiJes D AGREFIZ 3l 2 17 - 7= E 72 WK RER O s &
A

[ 2]
OE BRI R AR (OAK #ER)

77 FF 8 o B AL TERIERET O B D IR AR AR AT - FRIE O I/ IR it B
1,225 f5i] CARAIRE 613 5], N2 X2/ 612 ) 2 %512, KKl & R4 F%&/1 (DOC)
DA N B OV e % bl 9~ 5 S5 AR B & F20E L 72, AHAl 1,200 mg/body ik K& %
XL 75 mgm? & 3 AR (LU, TQ3W]) &) ,) THRIEFHEL.,

KOS T o H 2MEENT= 850 Bl (AAN 64 HlxETe) OEBRFEMICBWT, AH
BEC REZ RV L i U TSR (BLT, T0S) W9 ,) OFERIERDFRD
St (O — R [95%/FHEX M ] : 0.73 [0.62,0.87], P=0.0003 [J&5!] log-rank 7€) .
RO [95%EFE XM ] 1IAKIRET 13.8 [11.8,15.7] #H. FEXZXFEARETI6 [8.6,
11.2] A TH-7= (¥1),

*: LR BER A (MU, TEGFR) 29, ) G FZS B SUIARSME Y v % F—F (B
T, TALK) 201\9, ) BAEETFBEOBE T, 77 FF A E SRRz, Zhe
FUEGFR FHEVEM U ALK BREIEM 24 3 2 HUBMEREEKIC X 2 RIS b 2 B A AN S

niz,
1.0
0.9
0.8
074
40 0.5
o
Ik 05+
H 04
0.3
0.2
014 FaFEIlL
L P AT
o4+ 1547
T T T T T T T T T T
0 3 3] 9 12 15 18 21 24 2TH
FEEE 420 363 305 243 218 188 157 4 28 1
FeadtIL 8 425 336 263 195 151 123 98 a1 16

1 OS @ Kaplan-Meier #iff (OAK #RER) (£BEFHEE)



OEREILFEZE M1 3SR (IMpower150 3X5%)

(LFRERE D 72 R A BB % B < BIBRASRE 72 864 T - FR 8 D FF/ K RE it AR 1,202
Bl (AAN 93 FlzEte) ZXRIC, AAI1,200mg & MOFEENMEFEA] (LR T F
VAR EXEL [ARE, 402 61] XUIANKRTTF o7 ) ZxB/L 4+~ X
~7 (B z) [BHEE. 400 61]) & OfFAEGOE MR ez, JFH ks
FIE (WK T TF o +37 U XX+ X< 7 (EBIn T-#H %) [C #E.400 41])
& Hel g 2 S AR & Fhi U 7272, TR RIMEST OFE R . EGFR BinFAREBGME T ALK
A A I EDBE (157 F) ZER< 1,045 61 (BARN 67 flZEte) O ITT-WT £
[ZFRWT, AHFIGFHEE (B HE 359 f51) TXEFREE (CHE337 1) & el U CFHZEHmHE B
T D 0S DHBERILENED HAL (N — R [95%(E#E XM ] 2 0.780 [0.636,0.956]
P=0.0164, A E/KUEMIH 0.0184 [JE5I log-rank #E]) . T HAE [95%ZHE XM 1TAFA
OF F#E B #$ T 19.2 [17.0,23.8] 7 A, *H#E C #£ T 14.7 [13.3,16.9] W A TH 7= (2018
1A ABT—20y A7, [M2), 723, AREGHEE (A FE 349 #]) 2OV TIL,
STHERE (CHE337 1)) 12695 0S DA BERIERITFRD b7,

*1 : EGFR B{5F28 BB I3 ALK @& 8B F- B0 B3 Tk, Zh2h EGFR FREEH X% ALK
BELEEARES 2 A 3 2 BUBEMEIEE AT & 2 AR b 5 BE SR AN DT,

*2 0 AHK1 1,200 mg, HAARTZF 2 AUC6, /37 U X X&)/ 200 mg/m?, SNV AT (GEG TR
Z) 15mg/kg % Q3W T4 Xt 6 = — R 54% . A4 1,200mg KON AT X< 7 (BIEFHHLR)
15 mg/kg 2% Q3W T H- X7z,

1.0
0.99
0.8
0.7 "
«Lﬂ 0.6
E 0.59
#H 04 . A
B: A AwT “*
03 Cc:ALKRTSF h =
P B%E L
0.24
BCP
014 —omimim FTUI)ART +BCP
L
0.0 |+ *TEU]J T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 338
AE[+BCPEE 359 323 296 264 235 167 119 66 34 9
BCPEt 337 308 268 233 196 129 87 56 29 6 1

2 OS ® Kaplan-Meier Bi# (IMpower150 328%) (ITT-WT £H)



Fo, BARANBEEMCEKIT D ITT-WT £H D 0S OFHAE [95%(SFE X ] 13454
OFFE B BEC 19.8 [14.1,24.2] 1 A, XHREE C BECHEEARHE [13.2, HEEARHE] I H.
NY— R [95%(EdE X M) : 1.311 [0.498,3.446] Th o7~ (X 3),

1.0 +
0.9+
0.8+
0.7+
40 06+
{ﬂ_f 051
# 044 B: AN XD !
034 C:ALKRIZFY g
AV B gV o
0.2+ H
BCP =
0.1+ T FTV)AIT +BCP
L
0.0 T ;:TB ke T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 308
A¥|+BCPE 32 29 28 24 22 19 13 8 5
BCPE 14 14 14 13 11 7 6 5 4 1

3 BARANBHELFICEKIT S 0S ® Kaplan-Meier Hif (IMpowerl150 3B%) (ITT-WT £H)



OERRILFEZE M1 FH3ER (IMpower132 35k)

(LEFRIERE D IR B 2 B < EGFR &in A RENE, ALK @A Einf-fatko
UIBRAREZ2ELT - T OIE/INHERaME g 578 5] (HARN 101 flx&te) Zxi5ic, K
#1,200mg, 77 FFHK (DVKRTZF IV AT TF ) KORA R LFk& R
NU T LKF (LR, TRA RLXE R W) OFFHESE [RAIGHHEE 292 6]
ORI V2R, TTFTRE] (DVRTTF I AT TF ) FORA
bt ROOFHEE D RE, 286 f51]] 2 & bh 3~ 2 S5 ARRR 2 9k U 7=, AHIOF
FHRE Coef IHE & bl U CEERHMIE H O—>Th o A AR (LU, TPFS) &
7.) DHEBRIEENRD HIL (AP — R [95%EFEXH] 0.596 [0.494, 0.719], P <
0.0001 [J&5]] log-rank HE ], A E/KUERH 0.0040) . HIfE [95%FHEXM ] 1TAHIOF
T 7.6 [6.6,85] WA, *BEETS2 [43,56] WATH-7= 01845 H 20T
— & By " AT, K4),

*1: AHKI1,200mg, HARTTF 2 AUCE TP AT TF 2 7T5mg/m?, XA b L& K 500 mg/m? &
Q3W (Fra—=zxm 1 HABICHRE) T4 XL 6 a—x%E5%, A 1,200 mg LA FLFdFE R
500 mg/m? 23 Q3W THH- s,

*2: WNVKRTTF 2 AUC 6 T AT T F > 75 mg/m?, XA~ LFE R 500 mg/m? % Q3W (% =2—
2D 1 HBIZEE) T4XE6 a—ARHEH, _A MLFE R 500mg/m? 7 Q3W THRE I,

1.0
0:9-4
0.8+
0.0
0.6
054
0.4
< 0.3

02

EEERLFDE

FEBEF:ISF UG Ly
014 =mimes FHIHEA:FFHHTSF 0L EE

15491

0.0+

T T T T T T

0 3 6 9 12 15 18 21 B

AEIGEREREE 292 231 169 120 88 43 11
TIBBEE 286 195 115 72 44 1 3

X 4 PFS @ Kaplan-Meier #i# (IMpower132 35%) (ITT £H)



@OWFFLEF 1 FHERER  (IMpower130 #5R)
EFFRIERE D 72 i b B2 2 Bk < UIBRANRE 72 AT « -8 DI/ NIRRT B 724
B &8s, KN 1,200 mg, DVRTTFURONT Y ZXR (TAT I U EER)
(LAF. Tnab-PTXJ &\ 95.) OOFHEE [AFIOFMAEE. 484 ] 1 OF MK OV
. ANKRTTF 2 KN nab-PTX OOFHES [RHREE, 240 1] "2 & bk 9 2 S5 AR
B2 S hitn U 7o, HIIMENT OFERL. EGFR B A RGVE XU ALK @& BB B0 B
ZBr< 679 Bl ITT-WT EHICIW T, AAIGHIRE (451 1) TxilfE (228 #) &l
L CEEEEE O—>Th D 0S DHRERILEENRBO HIL (N — R [95%(51
X[#] 0.791 [0.637,0.982], P=0.0331 [J&HI log-rank iR7E]. HEAKERM 0.0425), T+
JE [95%FHEX M ] 1IAFIOEHEET 18.6 [16.0,21.2] 1 A, *FHEHET 13.9 [12.0,18.7]
HHTH-T= Q0ISHEIHISHT—¥ By b7, X5),
*1: ARH1,200mg, HAARTTF 2 AUCGE 28 Q3W T, nab-PTX 100 mg/m? 73 1B EMIFE T, 4 X1 6
a— A E% . ARHKI 1,200 mg A5 Q3W FE- Tz,
* . NIRRT TF 2 AUCGE 28 Q3W T, nab-PTX 100 mg/m2 28 1 ERIRIBE T, 4 Xidk 6 2 —AEE XN
72

1.0
0.9
0.8
7
06
05
0.4
0.3
0.2

THIE

FBE:DILRTFSF e ORI
014 —=—=—=— FHIHEF FREDIATST A 00851
. TE4

0.0

0 2 dotih St DA Sl e B a8 PE b PPN Pl s 26 £ 28 L300 GRS

FHIGEAEE 406 427 384 365 319 298 271 220 168 130 88 B9 40 19 10 4 1
SREEE 229 207 176 162 147 132 119 96 75 58 39 24 13 8 |

5 OS ® Kaplan-Meier %R (IMpower130 &) (ITT-WT £H)



(PD-L1Z& BLIR B D A 20 Je OV 4 M)

DEBEIL[F 5 MAE

B (OAKER) |

(ZHELAR AFL & FL T B

TPD-L1 %3881 U 7= fEIE A fa M OVMEEHRE o i in s |5 o 5 816 (LT,

R LW )|

BN R RN IRMT AT > T2 B MK OV

AL

EEORIRSN b1 75 ki 2 YN ST
[PD-L1%& 5L
T A BN LN O BRE DT —Z IS & | PD-LISHL RS
EEOFRERIILLTD LB THhoTz,

ZHOWTC, PD-LIORBERMOGIIMEDOFERIZ. 1D LB TH-oT-,
723, PD-LIOFEIBURMIC L 5T AF| D%
£ 1 BEEHBRBREIZBIT 5 PD-L1 ORFIRIWADOH 2

2T 7 A VTR TH - T,

(OAK A8, 2016 FTATRT—F Iy b4 7)
oS
PD-L1 @D PGB IS HfiE [95%CH] NP — R ZHAER D
(B H) [95%CI] p &
ARHE 180 12.6 [9.6,15.2]
TC 0 7> IC0O DOC 199 89 [77.11.5] 0.78 [0.61, 1.01]
A 241 15.7 [12.6, 18.0] 08454
TC 1/2/3 X% IC 11213 DOC ) 103 (8.8, 12.0] 0.74 [0.58,0.93]
A 290 12.7 [10.0, 15.0]
TC 0/1 5> IC 0/1 DOC 984 92 [82, 111] 0.79 [0.64, 0.96] s
ARHE 129 16.3 [13.3,20.1] ‘
TC23 Xk 1C2/3 DOC 136 10.8 [8.8,12.7] 067 [049,0.92]
$E 348 12.6 [10.2,14.2
TC 0/1/2 7> IC 0/1/2 A5 102, J 0.83 [0.69, 1.00]
DOC 356 9.8 [8.6,11.8]
AT 72 20.5 [17.5,NE] 0.0031
TC3 XIXIC3 ‘ - 0.43 [0.27, 0.69
A DOC 65 8.9 [5.6,11.6] 1027, 0.69]
DOC : FE#Z ¥/, *:PD-LL #&H (IC0, IC1, IC2, IC3). BIAEEDO LY A8 (1. 2) RO (R¥EL
B, FERE EROE) ZERIKT & L7zJEhl Cox [Elq
(D TC SRR AR L 7% PD-L1 %58l U7 JEEia sy 5o 2 8E
C EEALRRIC 1T D PD-L1 2 %81 L 7= JEEE M a g aa A3 |5 o 5 Bl 4
OAK B IMpowerlSO B CHEA L7z TCO~3, ICO~3 X FHRSM
PD-LIFEHL0D /yfa L PD;LB‘?’%
PD-L1 DGR G 23388 HALZR TCo
X, Yefanh i)z Fé?MN@ <o PD-LUZ & % BGPEROS ASIESEHID O 1 %A 23830 b1 %
TC | GettnmPeiCBItR7e < | PD-LUC & BEMERIC SR D 1%L ESY%AMIZ8 0 b1 5 TC1
%@@rga: Bf%72 <. PD-L1IC L % %%inﬁm%‘ﬂ@g%ﬂma0)5%uiso%ﬂ%«?a% R HND TC2
et im I BER 72 <, PD-LIC X 2 B PE e A IS Al 0 50% 0L EICRD b d TC3
PD-LI DR G 23588 HALZR 1o
XE, YetashEc Fé?M{»fM PD-L1IZ & 2 Bt Bt AR S M 0D 1 %A I 3R B D
IC “ﬁééé’ﬁrﬁc: PAPR78 < o PD-L1IC & D ElE B 23 M v M s 2 Ml OO 1 %l 1 5% sl ed 5L D IC1
GetsB LI BGR 78 < | PD-LUIC & 2 Bt i 2 BB M S il D 5% L 1= 10% R8st B AL % 1C2
Getass | BEFR 722 <, PD-LIIC X 2 Bl SOe A EEHE e A O 10%LL EIZERD Hivd IC3




FEARTR K OSSR AR 412 35 1T % PD-L1 OIEEAR LRI DA N EIEE 2 KON 4~5 D
ERVTHY., RFELEEORETIZ. TCO 7> ICO # (EEMAkICHIT 5 PD-L1 &
FEEL U7 BB AR K OB R M e i 23 5 0 2 EIAE AW b 1%AR5H) 1B\ T,
R RV RE & ik L7 BRONR O KR Z VNS WEADFED Hivie, 728, M
M OVPD-L1 ORBIRIZE O RAOLEMET 27 7 A TR TH -T2,

#2 B R OEEARBAICIIT D PD-L1 ORBUR IR DA
(OAK #Br, 20165E7THTHET—F vy b4 7)

oS
PD-L1 @D BehE % gL [95%CI] AP — R REAEHAD
(B H) [95%CI] p &
e - bR
A HE 140 14.0 [10.1,15.9]
TCO 2~ 1C0 DOC 150 112 [8.6,13.5] 075 10.57,1.00] 08364
AR 171 17.6 [14.2,20.4] '
TC 1/2 IC 1/2 .72 [o. )
C 1/2/3 XUX IC 112/3 DOC 162 113 [93, 13.0] 0.72 [0.55,0.95]
A 221 14.1 [11.7,16.3]
TC 0/1 > IC 0/1 DOC S 113 [89, 13.5] 0.79 [0.62, 1.00] o
A 89 18.7 [15.5,NE] ‘
TC 2 IC2 61 [0.42,0.
C23 XL 1C2/3 DOC 99 11.3 [8.8,13.0] 061 1042,088]
A 262 14.2 [12.1,16.1]
D] . . .
TC 0/1/2 7> IC 0/1/2 DOC 265 119 [0, 13.9] 0.83 [0.67, 1.03] oon
A 49 22.5 [18.0, NE] ‘
TC3 XiZ1C3 DOC 47 8.7 [4.7,11.3] 035 1021,061]
R b R
A 40 7.6 [4.4,12.9]
T O | .82 [0.51,1.32
COn>ICo DOC 49 7.1 [6.0, 8.6] 082 [0.51,1.32] 0.7207
A 70 9.9 [7.6,15.5] ’
TC 1/2/3 XX IC 1/2/3 DOC 60 87 [62 10.9] 0.71 [0.48, 1.06]
A HE 69 7.8 [6.7,11.2]
TC 0/1 > IC 0/1 . 52, 1.11
ConmoIco DOC 7 73 [623,8.6] 076 [0.52, 1.11] 0,929
ARHE 40 104 [7.6,17.5] ’
TC 2/3 XX 1C2/3 DOC 17 0.7 [56 17.2] 0.76 [0.45,1.29]
A HE 86 7.8 [6.9,10.6]
TC 0/1/2 7> IC 0/1/2 ’ 0.79 [0.57, 1.11
DOC 91 7.5 [6.3,8.7] 057, ]
ARHE 23 17.5 [7.9,23.3] 04902
T I : e ) 27,12
C3Xi2IC3 DOC 18 11.6 [5.6,16.5] 057 [0.27,1.20]
DOC : RtZXxt/, *: FEEHI Cox [Hl)F
1.0
0.9
0.8+
0.7
<LEI‘ 0.6
@ 05
H 0.4+
0.3+
02 RO
01T PETEY
004+ s
e
FtRE) 88 110 90 67 39 28 24 16 7 2

6 RYLEEBEELEEIZEIT S 0S @ Kaplan-Meier HifR (OAK RBR)
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?’f: 054
o
H 04+
034
i+ 024
01 {—— FEatel 01 FE2EEIL
cieieee PRI TS cieveie FTTANART
004 — ikl T T T T T T T 004 I- JT-SU-IU T T T T T
.0 3 G 9 12 15 18 21 24 27H 0 3 & 9 12 15 18 21 27TH
FHIEE 70 59 48 35 29 25 21 13 6 40 32 24 15 13 10 a 2
FE425t)LE 60 44 38 24 18 15 a 4 1 49 45 30 15 10 El 1 3

7 RY¥LRERELEFIZEBIT S PD-L1 REIRHEITD 0OS @ Kaplan-Meier #i# (OAK 3BR)

(Z£X : TC 1/2/3 XI1X 1C 1/2/3 DBRFELEM. AX : TC0 2> IC 0 DBEFLEM)

@E B I FEF MFEFER (IMpowerl 50588%) (ZHAAN SNTZBFZED H 5, PD-LIFEIE
BT DIEMDE DN —EHDERE DT —ZITHSE | PD-LIZEELREHNIIREMIC
fRHT 24T - T2 IE R OB ORI TO LB Th-o 72,

AT SWT, PD-LIOREILRIBI DA ZPEDRIRIT, K3ID LB Th-oTe,
2%, PD-LIORILRIIC L 6 KA OLZEMET 07 7 A VIZRERTH -T2,

#3 JEEEBRRAICRIT 5 PD-L1 OFFIRTBIOA S (08, ITT-WT £H)

(IMpower150 3B, 201851 A 2 HF—F v b4 7)

0S
PD-L1 D BERE %K HhfiE [95%CI] NP — R ZHAEH O
(B H) [95%CI] P fE
BB 167 17.1 [13.5,20.4
TC 0 7> IC0O ﬁi [ J 0.82 [0.62, 1.08]
C B 172 14.1 [12.9,16.3]
- 0.7283
TC 1/2/3 XIZ IC 1/2/3 B A 192 225 [182,26.1] 0.77 [0.58, 1.04]
C B 165 16.4 [11.2,22.9] ) T
B i 230 19.1 [15.8,23.8]
TC 0/1 > IC 0/1 e »1 143 [133, 164] 0.77 [0.60, 0.99] s
B # 129 222 [17.0,26.1] ’
TC 2 IC2 . .82 [0.58, 1.1
C2/3 X1 IC2/3 e 16 167 [10.5.242] 0.82 [0.58,1.17]
B i 288 18.2 [16.1,21.0]
TC 0/1/2 7> IC 0/1/2 e 7 144 [133. 167] 0.81 [0.65,1.02] 30
B #E 71 25.2 [18.7, NE] '
T I . ) 43, 1.1
C3 XIXIC3 e 65 15.0 [9.8, NE] 0.70 [0.43,1.13]

* . JEJ@ R Cox [B])7
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(24 1]
OFE BRI R AR (OAK #ER)

BEFRGUIARAIRED 573/609 # (94.1%) . REH X EB/HED 555/578 B (96.0%) (278
D H AL, TR & ORIEBIRI G E T & 72WVE EFGUIAAIRE 390/609 6 (64.0%). K
& B LRE 496/578 il (85.8%) 12D BTz, FEBLEN 5%LL EORRERNEE T
TRVHEEFRGIIRIOLEBY ThoTo,

£4 FREN5%ULOERBESTETERVEESES (OAKRBR) (ZeMMITREH)

B RIRSHE (SOC: System Organ Class) AAEI#E (609 1)
HAREE (PT: Preferred Term) 4= Grade Grade 3-4 Grade 5
(MedDRA ver.19.0) BilE (%) BiE (%) Bi% (%)
RRBEARNEE T RWEHEESR 390 (64.0) 90 (14.8) 0
—% - AHREER L OGN O 202 (33.2) 15(2.5) 0
=5 87 (14.3) 8 (13) 0
W 51(84) 2(03) 0
pren 49 (8.0) 0 0
R E 136 (223) 6(1.0) 0
ML 53 (8.7) 2(0.3) 0
T 4777 3(05) 0
FERG ¥ K OE PRk 119 (19.5) 8(1.3) 0
FP 42(6.9) 2(03) 0
7 5 e 38(62) 2(03) 0
Rt L OGRS 86 (14.1) 9(1.5) 0
AR 52 (8.5) 0 0

7RI, AFIFEZ IV THEEMEMZE 10 61 (1.6%) . ITHRERE 43 61 (7.1%) . KEGZK -
EED TH 5B (0.8%), 1 BUHEIRIE 1 641 (0.2%). FUIRIRHEREREE 27 5] (4.4%). B
BEREREE 161 (0.2%) . FEEARHEREREE 1 6] (0.2%) . MElES (F7 2 « S —JEfERE
Erate) 116 (1.8%), K - #EES 5 #1] (0.8%). infusion reaction 8 il (1.3%). 5
%%« BRUHRRIE 2 1] (0.3%) . BEREREE (RAME HEMEBRE) 561 (0.8%) MOE
FEDRZJEREE 9 ] (1.5%) e8d biviz, Fiz. Wk, wimtEgimn, SEEfmOaE, O
2% Je QNG e MR I/ NI D PSR BEIR 1R 8 B L7203 o 7o, AREIE S BRI B 5
(MR REMERT 2 50) 23 UEERE =T,

QEFRL R MAEERER (IMpowerl50 FXER)
AEFGIIARAOIHEE B #ED 386/393 i (98.2%) . xt FREE C #ED 390/394 i (99.0%)
(2588 B AL, TRBRIE & OREBERN T E T X WA EFRITIAKIOHHRE B #E 370/393 4
(94.1%) . XFHHEEE C #ED 377/394 5] (95.7%) (Z#RDH b7z, AAIGFHEE B HEIZHBNT
AH & DR FBEUR N E T 2 WAEREGIL 286/393 ] (72.8%) IZ#RDH L, FHII=R
S 5%LL EORKE ORFEBRENGE TEXRVWAEEZIIR SO LB Tholz,
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£S5 RBEERS%ULOEAK L ORRBRATETERVEEER

(IMpower150 FUR) (Z2MMAT I RER)

IRERIRS¥E (SOC: System Organ Class) B & (393 #)
FHAGE (PT: Preferred Term) 4> Grade Grade 3-4 Grade 5
(MedDRA ver.20.1) Bi% (%) ik (%) B (%)
Al ORREBEFEDEE CTE RV AR ERS 286 (72.8) 104 (26.5) 5(1.3)
B I 141 (35.9) 25 (6.4) 1(0.3)
T 65 (16.5) 10 (2.5) 0
L 53 (13.5) 8 (2.0) 0
R 28 (7.1) 0 0
A 26 (6.6) 3(0.8) 0
A% 21 (5.3) 2(0.5) 0
— % - B FEEL X ORGHALOIREE 141 (35.9) 14 (3.6) 0
57 64 (16.3) 7 (1.8) 0
i FAnS 38(9.7) 4 (1.0) 0
BB K OV TRk RE 129 (32.8) 10 (2.5) 0
KB 50 (12.7) 5(1.3) 0
% O PEIE 35(8.9) 1(0.3) 0
Jii B 20 (5.1) 0 0
YR 73 (18.6) 26 (6.6) 0
ALT #0 20 (5.1) 5(1.3) 0
Rtk L OvsEmEE 70 (17.8) 13 (3.3) 0
BARIE 41 (10.4) 6 (1.5) 0
FhE#E R K O SRR S 69 (17.6) 6 (1.5) 0
RAi 41 (10.4) 3(0.8) 0
Mmigd LY o SREEE 57 (14.5) 20 (5.1) 1(0.3)
2 34 (8.7) 8 (2.0) 0
o inbEE 56 (14.2) 4 (1.0) 0
R IR RE AR T 39 (9.9) 1(0.3) 0

728 AAIGEIEE B BEIZ W TRIVE MM & 13 61 (3.3%) \ ITHERERRE 32 1 (8.1%) .
K52 « BEED T 18 5l (4.6%) . R 3 #1 (0.8%) . FUIRIRHERERE T 60 51 (15.3%) .
A PERERE T 2 4] (0.5%) . T IE(RHEEERTE 3 B (0.8%). HPfEREE (£« NL—IE
R A ote) 20 B (5.1%) gk - B2 1 41 (0.3%) . infusion reaction 13 5] (3.3%) .
e « BERUTRE 1 61 (0.3%) . BEgRelas (R MEMERE %) 1161 (2.8%). &
FED KRGS 10 1 (2.5%) M OFEEELFHERBAE 11 6] (2.8%) RO LT, £
7o VBUBEIRIA, BIEM A, (O, IR M OV M il NGB M SR B 1
RO BN 0T, ABERFBLUROUIBESRES (RRMAMERT 2 5) 2304
E N

AANBEEMZI T 25 FFLITAFIOAE B FED 36/36 il (100%) . xFRERE C HE
D 24/24 f5] (100%) (258D HiL, 1RBRIK & ORREBERNGE T & WA FHGIIAAIE
FARE B B 36/36 151 (100%) . > HREE C BED 24/24 151 (100%) (2780 BT, AHIOFARE
B BEICEBWTAA & OREBEBENPEE TE WA EFERIT 3536 6 (972%) IZRD L
AUy BB 10%LL EOARF L ORRBEBNEE TERWEERFGIIR 6 DLEBY T
HoT,
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#6 AARNBEERICBWVTHEEARN 10%L LOFEF L ORRERBEFEE TERWVEEER
(IMpower150 FUR) (Z2MMATHRER)

# BRI 57¥8  (SOC: System Organ Class) B #E (36 )
FHAGE (PT: Preferred Term) 4 Grade Grade 3-4 Grade 5
(MedDRA ver.20.1) B (%) B (%) B (%)
AHIE DRRBMENGETERVWEFEES 35(97.2) 16 (44.4) 1(2.8)
Bl 20 (55.6) 3(8.3) 0
5 9 (25.0) 0 0
L 9 (25.0) 2(5.6) 0
0% 6 (16.7) 1(2.8) 0
Mg - 4(11.1) 0 0
K F KO AR ARRE 20 (55.6) 2(5.6) 0
R 11 (30.6) 2(5.6) 0
— % - RHEER L OGN OIREE 18 (50.0) 0 0
R 14 (38.9) 0 0
FHEN 7 (19.4) 0 0
EEIR R A 11 (30.6) 6 (16.7) 0
I o ER B 5(13.9) 5(13.9) 0
AST #47m 4(11.1) 0 0
ALT #4/0 4(11.1) 0 0
R L ORERE 10 (27.8) 5(13.9) 0
BAHE 9 (25.0) 3 (8.3) 0
P WABE 8(22.2) 0 0
B BRAE REAR T 5(13.9) 0 0
FFR A B TUME S 4(11.1) 0 0
Mg LY o GREEE 7(19.4) 3(8.3) 0
FEENE AT H BRI E 4(11.1) 3(8.3) 0
i, 4(11.1) 2 (5.6) 0

O E BRI FIZH MAEFRER (IMpower132 #-f#R)

HEFERIIAKIOHEED 286/291 1] (98.3%) . *HHREED 266/274 ] (97.1%) 125D
DAL IREREE & DR RBIR G E T E RWA FEFRIIAAIGHEED 267/291 151 (91.8%) .
KHREED 239/274 B (87.2%) (ZiBeb HiLTz, FHLERDS 5%LL EOAKRHF & ORIRFEED S
ETERVWEEFRIRTOLEEY ThoTz,
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K7 BEERS%ULOEAE L ORRBRITETERVEEER

(IMpower132 3R) (Z2MMFTHRER)

IRERIRSYEE (SOC: System Organ Class) AHKIOEAEE (291 1)
FHAGE (PT: Preferred Term) 4= Grade Grade 3-4 Grade 5
(MedDRA ver.21.0) Bi% (%) ik (%) B (%)
AH & DRRBRPEETERVWERERES 214 (73.5) 77 (26.5) 8 (2.7)
— % - EFEER X OB G OREE 115 (39.5) 19 (6.5) 1(0.3)
1% J)9E 47 (16.2) 7 (2.4) 0
57 30 (10.3) 7(2.4) 0
FEEN 23 (7.9) 2(0.7) 0
B 94 (32.3) 13 (4.5) 1(0.3)
F 39 (13.4) 1(0.3) 0
T 32 (11.0) 4(1.4) 0
fEE R 24 (8.2) 0 0
Mg LY o _REE 61 (21.0) 17 (5.8) 0
2 ifn. 43 (14.8) 8 (2.7) 0
B R KOV T AL RRbE 72 (24.7) 8(2.7) 0
PR 26 (8.9) 2(0.7) 0
O PEIE 15(5.2) 0 0
&R AR A 65 (22.3) 12 (4.1) 0
ALT H4n 33(11.3) 3(1.0) 0
AST #1 32 (11.0) 1(0.3) 0
R L OveaklEE 46 (15.8) 11 (3.8) 1(0.3)
AR 26 (8.9) 0 1(0.3)
A= 21(7.2) 2 (0.7) 0
PR IR RE AR T 15 (5.2) 1(0.3) 0

2B ARFIGHHAEHC B W TRIEM MR A 15 6] (5.2%). FFEEGREREE 45 1] (15.5%) .
KW52% « BEED FHI 9 B (3.1%) . FEZR 161 (0.3%) . 1 ZHEIRIE 1 61 (0.3%) . HUIRAR
FEREFEE 24 151] (8.2%) . RIIFEFFEREFEE 141 (0.3%). FHEMBEREFEE 141 (0.3%). Fhifk
[ (F 7 v - NU—IEEFE L ETe) 5B (1.7%) . Wk - B2 2 #1 (0.7%) . infusion
reaction 6 5l (2.1%) . BHEREFETE (RMEFIEMERKE) 76 (2.4%) ., HEOKZEEE
8 5l (2.7%) . Lo 141 (0.3%) . 4F BRI - FEEWELF HERBUAME 24 61 (8.2%) K&
OUEYUE 32 ] (11.0%) 2338 bivlz, F7=, EIEMEE, ik - BBTRRE. &
M 1 Mo OV VE i MR PSR BER 1338 6O H AL Dy o 7o o AREINE I FEBLIR D3 B
=4 (MKAMEERT ZE5T) 25 0EERE =T,

@O/ IAHRER  (IMpower130 #UER)

HEFELIIAFOARED 471/473 611 (99.6%) . *HFREED 230/232 ] (99.1%) 1278
BV IREREE & DRIRBIRNGIE T & 2RWA FRERIIAFIGFHRED 455/473 151 (96.2%)
KTHEHED 215/232 451 (92.7%) T3 BTz, FEBLFN 5%LL LA & DK REFRD A
ETEXRVWEEFRZIIRSDOLEBY ThoTo,
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K8 FBIEN 5% EOAK] L ORRBEENRTETERNVEEER
(IMpower130 FR) (Z2MMFTHRER)

IRERIRSYEE (SOC: System Organ Class) AHKIOEAEE (473 1)
FHAGE (PT: Preferred Term) 4= Grade Grade 3-4 Grade 5
(MedDRA ver.21.0) Bi% (%) ik (%) B (%)
AH & DRRBRPEETERVWERERES 354 (74.8) 151 (31.9) 6(13)
B IBkEE 191 (40.4) 35 (7.4) 0
T 108 (22.8) 16 (3.4) 0
S 80 (16.9) 9(1.9) 0
& i 49 (10.4) 8 (1.7) 0
B 33 (7.0) 1(0.2) 0
— i - EHEER L OS50 REE 191 (40.4) 25(5.3) 1(0.2)
57 117 (24.7) 12 (2.5) 0
% 47 (9.9) 7 (1.5) 0
Mg LY o _REE 100 (21.1) 56 (11.8) 0
F=in 65 (13.7) 32 (6.8) 0
A BRI E 36 (7.6) 20 (4.2) 0
M/ IR A i 29 (6.1) 7 (1.5) 0
R X OV T ARk 123 (26.0) 4(0.8) 0
SS9 37 (7.8) 2(0.4) 0
Z 5 FEE 33(7.0) 1(0.2) 0
JHESE 30 (6.3) 0 0
Rt LORERES 93 (19.7) 19 (4.0) 0
EEXONEBIES 55 (11.6) 4(0.8) 0
K~ 7 x>0 AUE 24 (5.1) 3 (0.6) 0
AR AR AR 100 (21.1) 37 (7.8) 0
I R 41 (8.7) 12 (2.5) 0
I R ERER 29 (6.1) 16 (3.4) 0
oy isbE 60 (12.7) 2 (0.4) 0
FERIREERE AR TE 48 (10.1) 2(0.4) 0
B ERER B & OV S Rk 75 (15.9) 7(1.5) 0
5 R 28 (5.9) 1(0.2) 0
R 25(5.3) 4(0.8) 0
M. MEREs K OWthmrE S 68 (14.4) 5 (1.1) 2 (0.4)
1% PR 26 (5.5) 4(0.8) 0

2B AFIGHHEAC B W CTRIE MR A 22 B (4.7%) . FFHEREREE 23 1 (4.9%). K
W% « EEED TR 19 B (4.0%) . FRIEEREREE 67 il (14.2%) . EIEHRERS 5
(1.1%) . TEAEHEERET 2 61 (04%) ., MREETE (X7 2 - SAU—JEEHEZ5T) 29
5l (6.1%) . infusion reaction 9 {3 (1.9%). %% « BEBUTEIAEIE 2 1] (0.4%) . EFEHERE
RGN RE) 1261 (2.5%) . BHEOKEREE 3 F (0.6%) . EiltEE i 1 3]
(0.2%) . GFHHERID - SEEEAF T ERIBDIE 66 1] (14.0%) K OVEYLIE 35 1l (7.4%) 73
RBOBNT, £z, PR, 1 BBERW ., BEIEME DI, MK - BERK, DR &K ORI
PRI RIS PR ERBER 1350 D B v o 1o, AREWEMIZEBLR DT BE RS (BRAR MR A
B2 al) #a0EERE =T,
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4. FEFIZOWVT

(L FERE D & D B\ 2580 20E, AGBSM & L F TR A (2 BFR )
DL TND Z b, Yikilh (BFIFHA) Z@EUICE M TE Hiax CTh 2 H
NoD, ZO LT, EHEMY R 7 EHGFHE (RMP) (ZH:DE | AKHI 0 EHK L2 AR
[EEN~ D IS & DR Tdh > T, AR OGN EU) 2B 22 W - FrE L. AH
DOFEGIZ IO HERBIEMZ R LRSS T 5 2 EBNRERT-D  LLFTOO~@D
FTRCEWTHRICBWTHERAT 2 RETH 5,

O MEFITOWT

@1 FiLo (1) ~ (5) OWTNNITHEY T HHTHDHZ &,

(1) FEAEFERENRET 203 V2 FEENL SRS GTE RS A2 REEEIL AR P
HIIEEAS A RS BB AR, Mtk )s A 2R il 7 &)

(2) FEEHERERDE

(3) HETIRAFENFEE T 203 A2 EEEEFIT (DS AR REEIR R, 25 A2 iais
W igFlE. S AR HEE R R &)

(4) I RALFIEE A FRE U, A RALSEREINE 1 U SRAL RN 2 O fii gk FL e
AR D R 21T > TV D Jifik

(5) BUEMEREEEAILL T & BN O i % FHE AR D R & AT > T B ek

O-2  fififeg DAL K OBIE I FE B O RIS 53 72 50k & #BR & RO ERT (TR O
WFHNZRE S T D ERN) 23, HE2REBORANCET HEROBEEE L L TREI N
TnnHZ L,

*

ERaZF IS % 2 FEOVIANHEZET LT-%1C 5 ELL EO R A IEED G IRIHE %
[THoTWBZ &, 96, 24E0 Bid, BNAREMIREAR T & LRSS ONHE %2
{ToTWVWBHZ &,

ERISeFFEUGE 2 FEOBNHE ZE T L72RIC 4 FULORKRRERZA L T\ D
Z &, Dby 3L MO A TENRE 2 G TR O BRIRDHE 217 -
TWnsZ &,

© BEADERRFEHREEOEHIZONT

I T A BT D BB D E S L, BUREE L oD A2tk - %
IR OB P ONERSE IR 5 iRt AFFRNELE LG OWE
. FRESNITAT DN DIEHINE > TN D Z L,
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® BUWER~DOXERIZDONWT
@-1 HagkkmICEE§ 2 B

VLR H S 0> BB 20 BIE I A3 3826 L 7= 81, 24 BRI IR o0 T Y%k Ui
EHEREFRIZ B\ T, B L =REIERNCIS U T AR B O CT Z O FIEF ORI 45
IRRRAEORERPZ Y A IO, EHHITRISATRRZR2AR N > T Z &,

@-2 ERMAIEC L DEEERARICET 5 EH

M AR HED 2 B 2 Sl fe O RE & AT 2 IR RE R H RIER B =4 U v 7
EEDIEROA Y ) —=2 7 EATOLIRE L A 4T & 55— LR 2%
BENTNDZ L, B, EHEEEICOWT, RABRE L ZOFRIKICHICAM ST
[AYSRapa

@-3 BIFERDOZUTLRINIZE LT

BIVER (RVEMERRE, RFHEREREE . KIGZ - HEO TR BER. 1 AR F
WibEE (FURIRERERE S . RIEHRRERE . T RAMERE) . mRkES (7
—IEERE 2 ) . BAEMGHE ) 0E, iM% - BEMRZE | infusion reaction, 2% « AHAL T AlARIE |
EHEREREE (RAME BB RE), BEEOREREE, LHE, MERBRIEGEE, Hi
PRI, SR M MRIB PSR BER . (L FIRIEDFR RO ik z: e (F ek FEWE
AFHRERIBAME) | ALFIRIEOF RO BYWES) 123 LT, Yikhiax XL BEERER O
HME A AT D ER & U (BHEHOZK-oXSICE L CTHRER SR EZ T 6
FHEZHDZ L), EHITHUIRLENTE DN ESTNDZ &,

b
L

\Pﬁ\
NEEIVA
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5. BeERBR LI BE
SR NE Sh pPA Y |
O AAOBEABGITTROBE BN THIEN RS TN D,

7T F 8K B b RIEIRE 2 T D UIBRRRE A B W1/ IV U s DI
/NIRRT BB (EGFR Bin AR T ALK A B s Tt BFE iz h®
A EGFR F 1 ¥ > %7 —PIHEA T ALK F 132 5 —PRLEA O TG RE
HHET HBE)

@  AH O OHUENEEGA & O GIT TROBEIZB N THRMEI RS LT

éo

NIRRT ZF o, NIV EAFENLRORAY AT (BlafHlfz) &Pt
BB ALFFRERE O 72 R B RO % bR < BIBRRBEZR LT - FEFE DI/ N T
(7272 L. EGFR &G ZER T ALK B EE LB IEDBEITHRL) B
FIFFRH (VAT FTFUXBANRT TF ) RURA R LFt N LD
A ALFIERE O 72 R EROE & BR < BIBRARBEZ2HETT - R OIE/ N
Jififgg (7272 L. EGFR Bfn AR T ALK @A &m0 BF IR <) B
ANRTTF U ROR7 Y ZFRL (TAT I GEE) L oftfks b
PAEIE D 22\ R R % B < BIBR AR 72 AT - FRI8 O IF Nt (7272 L,
EGFR &{n 22 T ALK @A B MO B 1IR<) B3

@ FREICEZ G T D IR A SR D AR DG e O A OV TR A
BIOAIERHESL SN TE LT, KAIDRGIRLE LB,

W75 HLE L2 R % ASH 0 B B 5 J% OB O BT BRI & 00 BT -
(EIRIEIE D b % BT 5T 5 A L AL OFCEMEIBIEH & OBt S
(LSRRI O 72V T B 18 17 569 2 A1 00 MBS 5% OV o B ME e
A & BB

(E2EHRVEIE O 70\ FER T L R B k3 2 A 00 B I B ] O CAHI O
HPEAST: ST U R B O BEEMERESSA] & o D4 5

@  AFNTEFEILFE S MR (OAKERER) 2\ T, 2FREHICBWT M kL
BECHR L CEBIMEARGES LTS, 7272 L, B O BE Tlix, TC02>IC0
B (EERRIZ 31 HPD-L1%& R B U 7= FEf e K& OE B2 M e i 23 5 & 2 &
ANNTIUH 1%ATM) 1IZBWT, KX B REL g LZBEOZ RO K E AN
SUVMHADABD HAILTND Z LD ALFIERO & 2 ¥ LR D EFEITB N T
IZPD-LIFEL R LR L2 ECAKOE G AT OHM A2 3252 ENLEE LV, PD-
LIBEBERNTCONDICOTH 5 Z & MR SN BFITB W TE, RAILS ORI
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BPE L EET D,

BB, NATRrY X7 (BEE#Z) Oar=FrgldE (k4 : PD-LL
IHC22C3 pharmDx [# =1 ) IZ X WPD-LIFHER (G : a7 0l X~7 (Est
ML z) O3 = B CIIES RSB T 2 PD-L1 4 3881 U 7= fE S A1 A3
EODEEORTHESND) ZHB LR EREOBE TH- T, KAlOZ W
O (AR5E4 - X Z FOptiView PD-L1 (SP142)) (2 L 2 AN REE 2 5E8101%, U
T O XHREE 2 B E AR OB GO S &2 et T 5,

SCHRSE)

Gadgeel S et al. Ann Oncol 2017; 28(suppl 5): Abstr 12960

[ 4t B 5 $E]
O FRICHST B BEICOVTEAROR FIERE SNTVSZ Enb, Bk

brpnz &

AFN DRI AT LI BUE D BEEIE D & 5 3

@ WBEATOFHIZB W T FRRIZEZENS T 5 BEFEICOWV T, RAOESGITHELE I N0

AN

L OVEPRPULL S 72N A TR | EEICARZENT 52 L2 EBRETE 5,
VMR B D& 0F T Z DBIED & 2 B

P 1 A A C VL 5 % 3R D 2 FBAE S ONE B 0D FCH A i 2 <0 Sk Y it ¢ 25
DI RIEPEZAL D - L D B

H AR B O & 5 B AR L < IXFFRMEDO B g R B OBE O
bR

ECOG Performance Status 3-4 2 o4

(2 ECOG ¢ Performance Status (PS)

Score

0

=< [ TEBY T X 5, FMRT L R U B HAEAHIIRZR <ATZX 5,

1

PRI LR TNRIBR S D23, AMTATRE T, BAEECHE > TOMERIIIT O J LN TE 5,
Bl BEWF R,

2

AT IREC A O H OB O = & T~ THREESEERTE ARV, B0 S0% A Y 4Tl =

3

RONTZHSOHEOREY OZ L LnTEX720, HFD 50%LL EE Xy R+ Cilm =9,

4

LTV, BOOHOMRY OZ L i3a TERY, BRIy RT3,
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6. HEICERL THETNEFH

O WMISCEFEITZ ., SERTEER DS TRALT D ERME 1T D & AH O FrM: M ONiE 1E A
M OTDIZ LB EWME B L TS Z &,

@ BWRBIRIZHNL D, B XTE OFBEAHNMER OEREZ Hoi L, RE x5
ThbkbETHZ L,

@ AbFRERE A AT 2 UIBRA R 72T - FR3E O I/l Ra s B 12 o TR A%
23517 5 PD-L1 Z 8B U 7= B AE K OEERM g i 23 5 oo 5 E & b iEsd L
7o L CARRI OB G A EEZAWTT 52 ENLEE LV, ZRODNHERTERWEAIC
X, ARFIOMEH OS2Il L E T35 &,

@ EREWERHO~RT AL MZONT

MM RN S HOND Z ENH DD T, KEOEEITHT- > TIE, FELE
e (PRI, ik, FEEVE) OB & OES X SR O s, Bz -+
W7D 2 &, Fio, LEIG U THE CT. i~ — 7 —%DR&% FEiiT 2
Z &,

AFNOP 5L EE O infusion reaction (2 2 CEEAMFIZ 72D TE 5 Y
i %17 > 72 ECBsA L, ARG R OARFIEGHE T %1331 Z vt &
ET 5%, BEOREEZ /DI85 52 &, 70F5. infusionreaction % F8EL L
AT, R TOMBEROIERNERICEET 2 E CREE+BET5 2
E

FFEEREREE N S b Z L3 D DT, AFI O HBIRART R O 51 W 11X
EHRICATRERER A (AST. ALT. y-GTP. Al-P, B U LB ZDHIE) % Fhi
THZ L,

R AR RE R | BB RRERR E L N T RIS REREN S SN D Z ER3H DD
T ARAFNOF 5-BAthRT R OB 531 i3 @ I Ny weskhe s (TSH, b
T3, #E#fE T4, ACTH, M =5 —VEORIE) 23252 &,
AFNOEHIZ XV | BEORPE ISR T 5 &5 2 5Dk~ 7B e
DHLONDLZERHDH, BFEPBOOLNTLEITIL, BERLEFELIIL U
B 22 NGk & kR 2 RO [ Al & s U CE bl 2 BB RIR Wr A ATV B sk
ROGIZ X B EWER N EDN 258121, AFIOWRIE I I, ORI RE R
NECHOBRGELZBET L2 L, 2B, BIFKERVEOREICTLYEIE
FOYGENRTRD HALRWEE I, BB AR VE LIS o Gz fii 7 o080
HLEET D,

G T, M 5D ARE L COLRIERANREET D Z R 5720,
AENOE G THIZHEWEA ORBUASITEET D,

1 BUBEIRIB N B Dbt FERFMES N7V R—V RAZEDLZ ERHHDOT, O
B, D, NEMEOERORBBCMBEED LA H0EET 52 &, 1 PR
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WREEDN AT R EE2 I L, A A Y VRIEI O 55O Y) 72 AVE &
1952 &,
® OAK RERCTITELBILA) S 36 i % T, IMpowerl50 &R, IMpowerl32 B K O°
IMpower130 FBR Cliaf&5-BltE2 5 48 i £ <% 6 BRI, TV hoR
Bty 9 WG CHMED TG 21T > T2 2 & 2 BE T, ARIEETIXEMIC
G RE CRROMREITH 2 &,
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TTFY VAT (BinTH#X)

(BR7E4 : 72> b Y 7 BT 1200 mg)
~ /[Nl B ~
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1. XL

RIS DOF N - REVEOHER DT DIZIT, BT SCEFITE SV B A A R D
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 3 1E A%
FFEHRSDPARBENDLH T, 20 DOEEKNZ BICHLER BT TR 5 2 & PR
PR & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHHORE(LHEZXS Z L L ShTnd,

BOFE R SR ST, SRS M T 0 7 7 A ARBEE D ES L & B 5 i
RHZENDD, DD, HMER LSBT HIERNSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RMFEBL L 7B B3t % & D 2 & DA he /e — 8 O B i 7= 3 S BE
THZENEETHD,

L7 oT, KRHA RTA4 Tl BARBEESINE TR LTV D ESEIREN -
R RN EED & | DUT O EIK S O it 70 8 2 HEE S 2810 b MBI Bk B 2
F RO EFREEZ T,

I, RKHA BT A 3 MAZATBAE NEIE M ERESHA O, A ISEFEARAER
BRI o, —AFEENE N A ARRIRNBHE S, FEdREFTEENE A B AR P2 &k O
—MRFERETEN B AR ER 2D/ LR LTz,

KGR HEIEN T/ N 7 AUEEE 1200mg (4 7T Y ) AT GBI
THAHLZ))

JOE JNAY IR E S E S TN i i

HEERDAEROHE : WVR T T F U RO bR Y REDOFHHICEBWT, @HE, A
377V ) XA~7 (Eia ) & LT1[E 1200 mg & 60 43
2 T 3 MR CREFET 2, 23, YIRS ORAEMEN R
I ChIUL, 2 BIE LD GRERIL 30 /7 £ THMETE 5,

B 0E Ik 8 - PO A

(%)

HNRT T F o ORFEIT R, LR OHE

SHRE ST T+ i/ N e

FER OV - 8%, RAIZIZH VR T ZF L LT, 1 B 1A 300~400 mg/m? (A3
mfE) Afh L, el b 4 EMRES S, k1 7—ré L, &
B0 iRd, Zpds, BB, B, KA, ERIC KV EEHERT 5,

T MARY FORRESUIZN R, HIER &
BRE SR« i/ NH e



FEROHE : = PR FE LT, 1 BE 60~100 mg/m® ((AFmEME) % 5 HFEHER A
MEE L, 3BEEKRET S, hze 1l 7—nE L, BH5EED KT,
ek, G EITEE, ERIC XV EEERT 5,

FRRFRERIZ 31T 2 Ao ik - MEIE 13, BRAAE OE (P5~) S



2. AR OFH, 1EREF

T Y T EREEE 1200mg (—i%4 T TV U XA~T (Bla#z) . DLF IR

LW H,) 1%, KIED Genentech, Inc.tZ & ¥ All# Z417- programmed cell death ligand 1
(LLF, TPD-L1] &9 ,) iZxtd42%%E 727U Gl (IgGl) 777 A0kt MEE
J 7 a—FNHETH D,

CD274 (PD-L1) &, EENIZEW THUFEIR RIS ICEI L TRV | & ELY
VRER (T MR, B MR OV F = T % 7 —T fifn) 3B+ 5 CD279 (LLF, [PD-
1] &vo,) KUCD80 (B7-1) &ffAE L, REISELZAICHIET LI EFZX 6N TND

(Immunity 2007; 27: 111-22, Int Immunol 2007; 19: 813-24), F7-. PD-L1 %, Fix DfE
EAIRIZ HRBLL T\b Z & (Cancer Immunol Immunother 2007; 56: 739-45) 73 #A XA
TH V., PD-L1 & PD-1 #40 L7ofRB& 1%, MRS AL HURRFELAY 7 T A © OB
RS HFDO—D2 L LTEZLNL TN,

AANL, PD-L1 OffasMEKICfE S L, PD-L1 & PD-1 & OfEAEAET 2 Z L5
U DATURFEERR 2 T Mifa oM EFTEME 2 ¥R U, 5 OHEM A+ 2 &5 %
LTV D,

ZIDDHIEN G | AANTHENERES T 287 R InEKIZ 2 0155 6 O & WIRF S i,
/R B Akt & U T ERRRRBR 2 950 U, AME, 22t R OB MEDHER S
7

AFNOVERIBEFFZ IS <38 ORISR L DRIEM R & &b, BT
(CEDFREMED B Do ARIDOEEH R ORERITIT, BEOBIEZ 21T RED
RO BN E IR, R L2 F RIS U MR sk & #RBR 2 RO EERAR &ddk L C
U 22 EERF W ATV B DS RUGIC X D EIEM BN 255101, B BB R
IV CRIOREEDEYLILEZTT O BERDH D,



3. ERPRARE
THE AR N e fifieg O AGREFIZ Bl &2 1T - 72 E 72 B RRBR O il 2 7~ 9,

[ A7)
O EREILFEZ 1 /IFEFER (IMpowerl 33 55k)

{LSFIREE IR O 72\ I AR NI g R 21403 B (A AN 42 il 2 &de) ZXRtRic, K
# 1,200mg, HIVARTTF T MR ROGEAEE (REIRE, 201 F) OFRERK
W22 Mae 7 78R, IVRTTF KO vl ROJERES (777 B REE, 202 41)

&g 5 T /MAHRRER & FEhi L 7272,

HRRHT OFE R, 2EEEMICIN T, RFIHETT 7 2 AR & ik U C 25 HEE
THDHIEAEFHM (LT, T0S) &v9,) OFERIEENGRED HL ONF— Kb [95%
{EHEX#] :0.701 [0.541,0.909], P=0.0069 [ &5 log-rank & & ], A EAKAERH] 0.0193) |
WA [95% S HE X ] IIAKIRE T 12.3 [10.8,159] WA, 7Z & HREET 103 [9.3,11.3]

HATH-7- (K1),

*1 A o> FLHEIT Veterans Administration Lung Study Group (VALG) staging system for SCLC (2 -5\
THIkr STz, £, REA/NRIZMEEE IS DARIER L B #RE (CRT) ZlEfT L. 23>
BT O, BURHRREIE XX CRT 706 6 1 A UL ERGE U 7% ISR E NI ATE & 220 S

NimEE LHAEAN SN,

*2 1 KKI1200mg (LT T T ®R) ROHARTFTF > AUCS 24314 70D 1 HABIZ,

T RARUK

100 mg/m? &Y% 7 L0 1, 2, 3 HBIC 3AAMMET 4 V1 7 V5%, A4 1200mg (UL

ZER) & 3WMEERETRE L,

1.0 ey
09 ""“-..,‘_::L‘
08- L
",
0.7 ."-::\_‘
0 06- . e
—_ ‘.‘ i
& 05 T T
R S
H 044 “'-1.“ T,
03 “«-._.ﬁ....m‘ IL B
A I
029 wimimia FottE A
014 ====FFE T
. FTEYY
0.0+ T T T T T T T T T
atrisk® 0 3 6 9 12 15 18 21 248
FEIE 201 182 159 121 74 33 5 1
FSERE 202 186 160 114 59 21 3 2

1 OS @ Kaplan-Meier Hi%% (IMpower133 3AB) (£BE£EM)




(24 1]

O EFELRES /MRS (IMpowerl33 #5R)

AEFRITAAIRED 198/198 il (100.0%) . 77 B ARKED 189/196 il (96.4%) 1Z7E
D HAL, 1RERSE L DRBEBERNEE TERWEFEFLRITIAHFIEE 188/198 5] (94.9%)
7T B ARE 181/196 ] (92.3%) TR BTz, FBLERD 5%LL EOARH] & O KRR
DBETERVHEFRIR1OLEBY ThHoT,

1 FBRN 5% EOAK L ORRBEVTETERVEEER
(IMpower133 3R) (Z2MMTHRER)

SRBERIRS¥E (SOC: System Organ Class) AKIEE (198 i)
FHAGE (PT: Preferred Term) 4> Grade Grade 3-4 Grade 5
(MedDRA ver.21.0) ik (%) % (%) B (%)
KAl & DRRBRPEETERVWEHERS 128 (64.6) 51 (25.8) 1(0.5)
B Ik E 37 (18.7) 5 (2.5) 0
L 18 (9.1) 0 0
THi 12 (6.1) 4(2.0) 0
{5 % 12 (6.1) 1 (0.5) 0
Mg LY R REE 26 (13.1) 14 (7.1) 0
i 17 (8.6) 5(2.5) 0
A BRI E 13 (6.6) 11 (5.6) 0
— % - EFEER OB G OREE 24 (12.1) 2(1.0) 0
i 24 (12.1) 2 (1.0) 0
e 23 (11.6) 0 0
FOPR IR REAR T 18 (9.1) 0 0
R A RE TUHESE 10 (5.1) 0 0
Rtk L OvsEmEE 22 (11.1) 1(0.5) 0
FAREE 22 (11.1) 1(0.5) 0
BB K OV T AL ARRRE 22 (11.1) 0 0
Bl 12 (6.1) 0 0
JlEE 11 (5.6) 0 0
PR AR AR AR 16 (8.1) 9 (4.5) 0
i R 11 (5.6) 2 (1.0) 0
At R B 10 (5.1) 8 (4.0) 0
BE, PHEB X OWESIHE 10 (5.1) 4(2.0) 0
AL D BE 10 (5.1) 4(2.0) 0

7B, AFIBECIR O CTHRIE MRS 3 61 (1.5%). ITHReRE 5 61 (2.5%). K%k -
HEO TR 6 61 (3.0%). BER 161 (0.5%). FUIRIMEREREE 26 B (13.1%). FRELFEE
(X7 v « NU—JEEREEZETe) 96 (4.5%). infusionreaction 11 1 (5.6%). Fh4< +
R RLAE 11 (0.5%) . EHReEE (RME HEMERE %) 361 (1.5%) . BEEDK
JEREE 6 B (3.0%) M OFHERED « FEEVELF ThERIBUE 24 B (12.1%) 23F78H b
Too Fio, | BUBERIS, RIBHERERE S, TN EHREREE . SEM I AE, A - Bl
DA IR I R OV g% M L/ IR PR SR B 13788 D 7e o 72, ARITER3E B
WROLEBhEES (RRRAEERT 2 50) 23 0EIERE =T,



4. FEFRIZDOUVWT

AFN OG-8 72 BEEZZW - FrE L, AFOFEGIC L0 EEREWERZR%EL LT
BRIZKHIGT D Z BT LLFOO~Q@D T XTI sk iz W THEHAT S
RETH D,

O MEFITOWT

@1 FiEd (1) ~ (5) OWTNPICHEY T HM THHZ &,

(1) JEAFHEREDIEE T 205 A2 BRI RS G BT R A2 EEHL R L
HIIEEAS A RS R BRI . Mtk )s A 2Rl 72 &)

(2) FEEHERERDE

(3) HBENFIRAFDIEE T 208 AP (D AR REEEIE ERPE. 25 AR
B wEE. S AR R &)

(4) I RALFIEE A RRE U, ARSI 1 U SRAL RN 2 O fiigk FL e
AR D R 21T > TV D Jifik

(5) BUEMEREEEAILL T & BN O i % FHE AR D R & AT > T B ek

O-2  fififeg DALFHRIE K OBIVE R FE B O RIS 53 72 50k & #BR & RO ERl (TR O
WFINZREE T D ERN) 23, HE2REEORANCET HEROEEE L L TREIS N
TnnHZ L,

*

ERNGRETEUS% 2 FFOWIANHE 2 & T L7212 5 LA EO R AR DG RIHE %
{ToTWAHZ &, 96, 2L EIT, BAEYEEZ F L LIEBRRIESGEONHE %
ITHoTWBHZ &,

ERISeFFEUG R 2 FEOBNHE ZE T L72RIC 4 FULEORKRRERZA L T\ D
Z&o 9B BAELRIZ. MO ATEYNRE 2 G T PR S D BRIRAHE 21T -
T2,

© BENOERREREHOBHIZONT

G HE BUCIE R 2 BMEE DS ALE S, BRSO OfFHRE D, A2k - &2
IR OB B ONERSE ISR D 16 et AFFRVBEE LG EOWmE
. FRESNITAT DN D IEHINE > TN D Z L,




® BUWER~DOXERIZDONWT
@-1 HagkkmICEE§ 2 B

VLR H S 0> BB 20 BIE I A3 3826 L 7= 81, 24 BRI IR o0 T Y%k Ui
EHEREFRIZ B\ T, B L =REIERNCIS U T AR B O CT Z O FIEF ORI 45
IRRRAEORERPZ Y A IO, EHHITRISATRRZR2AR N > T Z &,

@-2 ERMAIEC L DEEERARICET 5 EH

M AR HED 2 B 2 Sl fe O RE & AT 2 IR RE R H RIER B =4 U v 7
EEDIEROA Y ) —=2 7 EATOLIRE L A 4T & 55— LR 2%
BENTNDZ L, B, EHEEEICOWT, RABRE L ZOFRIKICHICAM ST
[AYSRapa

@-3 BIFERDOZUTLRINIZE LT

BIVER (RVEMERRE, RFHEREREE . K - HEO TR MR, 1 AR F
WibEE (FURIRPERERE S . RIEHRRERE . T RAHEERE) . mRkES (7
—IEERE 2 ) . BAEMGHE ) 0E, iM% - BEMRZE | infusion reaction, 2% « AHAL T AlARIE |
EHREREE (RAME BB RE), BEEOREREE, LHE, MERERIEGEE, Hi
PRI, SR M MRIBA PSR B . (L FIRIEDFR RO ik z e (G ek FEWE
AFHERIEVDE) . AESFERIEDE R O BYWRESF) 1Tk LT, M i%htiax X TIr B ERER O
HME A AT D ER & U (BHEHOZK-oXSICE L CTHRER SR EZ T 6
FHEZHDZ L), EHITHEUIRLEN TE DIEHNESTNWDZ &,

b
L

\Pﬁ\
NEEIVA



5. REXMRLLRDBE

(A0 BT 2 de]

O ACSREIE D 72 EAL R B 2B O TARA, WAV RT T F o RO R R
v REDPFRBEGOEIERRER TV S,

@  FREICEEY T 5 BTk 2 ARKN OG- K O F T IEIZDOW Tk, ARANOF 0
ESL SN TE LT, AAIOBRGRFR L7220,
o DO TAHBNDOEZNMEN R STV OHEMIESE RS & OOFH#% 5

(2t BE4 2 5]

O TRICEZY T D2EEIZOVWTIIAFIOTRG N EZR L SN TNWD Z b, 51T
DI L,
o KA LSBUE DB D & 2 B3

@ JRIEATORHEIC BV T FRRICEE Y T2 BE IOV TE, AFOREGIIHERE S L2

D, MOIRFEIIE D R WIGEITRY | HREICAHZFENTL 2L 2ZETE 5,

o HEMERREDOSIUITOBED H 5 B

o JuEBEGR A CHE R 2780 5 B K OVEEIE O B BRI B IS <05 Gt fiti 7 55
DRI IRIEVEZAL DN - B D B

o HOREREDOD L EE UTEMERE L IXFFMED B CalZ kB OB D
bR

»  ECOG Performance Status 3-4 "=V 0

GED ECOG ¢ Performance Status (PS)

Score

0 2 [ EBTE 5, RITAIL R U HEAENHIRZ <172 2,

1 PRI LR TN RIBR S D 23, AMTITRE T, BEAEECHE > TOMERIIIT O J LN TE 5,
Bl BEWF R,

2 | BATAHECER OO O = LTS CAREEAMERETE 2, ABO S0%LERA Y ATl T,

3 RONTZHSOHEOREY OZ L LT, HFD 50%LL EE Xy R+ Cilm =9,

4 E<ET RV, BOOFDEY O LFES TERY, Ry FhR Tl I,




6. HEICERL THETNEFH

O WMISCEFITMZ ., SERTEEE DRI D EBEFITEED & ARH O Fpk K OV
M OTDIZ LB EWME B L TS Z &,

@ RERLRIZEN D, BE XX Z OFIRICHIER a2+ o0 L, REE25
ThbkbETHZ L,

@ ERFWEHDO~FXT AL MZOWNT

WEMEEELN S 5D 2 ENHDDOT, AFOEEIZHT--> L, BEE
M (PRI R, ngmk, FEENVE) ORER KOS X Ml O F i, Biggx 1+
ZAT5 2k, Fio, BEIRUTHES CT, MiF~— —%Dita £ 2
&,

AFN O 5L EE D infusion reaction (2 2 CEAMFZ 726D TE 5 Y
i &17T > 72 ECBgA L, ARFIE G R OARFIEGHE T %1331 Z A &
ET 5%, BEOREEZ /02853552 &, 70F5. infusionreaction % F8EL L
AT, R TOBIER OERNZRICEIET > TREZ OB 5 2
E

FFREREREE R B B b Z &R d D DT, AFIOF HBIHART MR O 51 W 11X
EHRNHTRERER A (AST. ALT. y-GTP. Al-P, B U L E LV ZOHIE) % FElfi
T5HZ L,

FORIRFERERE | RIRHSRERE E R OV F IR EEREN H Db D Z ENHH D
T, ARANOF G- BRAART R OB G-I I E SN IS REMR A (TSH., A
T3, M T4, ACTH, M a9 —VEOflE) 23T 252 &,
AFIOBHIZ LY | BEORERISIZER T 5 &5 2 b b kA 7B
DHOLDONDZ EnbD, BRENBDOLNEHEICIE, BELEERIIS U
BLFRH 72 05k & FRBR & RO R AT & 8 U C bl 2R BRI W 2 1T IR ok
BOGIZ £ 2 BEWER DB 23581213, AFIOWRIEUIH 1L, R OEIE RE R
NECHOBRGEELBET D L, 2B, BIBERERLVE S OREIZLYEIE
MOUEDTRD HIRNGA T, B BB R VE - LIS o S i o8
HLEET D,

B A& T, BEM 5D ARE L COLRIERANRET D Z B850,
AR OEEHETHIZHREWEM ORI 2ITEET D,

1 BUBEPRIG S & o, BERFES 7V R—V RZELZERHDHDOT, O
B, Bl WS OFER ORBLLMAEED LIS HaEET 5 2 &, 1 BHER
WO GEIZIT G EZ I L, A >R Y RFI O B2 oY) 722 L %
152 &,

10



@ IMpower133 #ik TII#& G-BAA7~ & 48 1 £ TiE 6 MMM, CA LAREIE 9 3 il i b
THIMEDOFHEZ1T > TW e Z L 2B EIT, AAIFRGTITESICEGHEE TR
DB ZAT I Z &,
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1. XL

RIS DOF N - REVEOHER DT DIZIT, BT SCEFITE SV B A A R D
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 3 1E A%
FFEHRSDPARBENDLH T, 20 DOEEKNZ BICHLER BT TR 5 2 & PR
PR & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHHORE(LHEZXS Z L L ShTnd,

BOFE R SR ST, SRS M T 0 7 7 A ARBEE D ES L & B 5 i
RHZENDD, DD, HMER LSBT HIERNSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RMFEBL L 7B B3t % & D 2 & DA he /e — 8 O B i 7= 3 S BE
THZENEETHD,

L7 oT, KRHA RTA4 Tl BARBEESINE TR LTV D ESEIREN -
R RN EED & | DUT O EIK S O it 70 8 2 HEE S 2810 b MBI Bk B 2
F RO EFREEZ T,

I, RKHA BT A 3 MAZATBAE NEIE M ERESHA O, A ISEFEARAER
BRI IR s . —MAERTE N B ARERIR NRHE & R OVt FE N B RS2 01 0
b EER LT,

KR EMRDERN T M 7 REFHE 840mg (—fik4 : 77 Y U A~ 7 (BT

FHHEZ))
SR LR DRENIIZE « PD-L1 D RV 2 BRENED D HER2 Fattd FIFARE XL
R R

WHELRAMERORE : X7 U Z%8 )L (TAT I RER) L ofHlick T, @E.
FRNIZIET 7Y ) A=7 (BEE 7R Z) & LTI A 840mg %
60 37T T 2 MR CARFEET 5. ok, FIEEREGOAE
PERN EAFChIUE, 2 [0 H LA O 5-H T 30 43R £ CEME T
ERAR
s R 9C ¥ PAAREERR S
(%)
RV EXRN (TATIRER) ORI, AELKOHE
A B SR
FIEROHE : 77V U A~7 (BiaE#fz) Loz, @E, A S
7V Z%EE LT, 1 H1E100mgm? (KRERERE) % 30 25000 TR
WEHEL, 272 &b 6 HHARIE ST 2, A | [l 5-% 3 kL, 4
HEIIAE ST, chad 1 a—RE LT, HEEBEVIRT, v, BF
OIRAEIZ LV T EIRET 5,

2



2. AR OFH, 1EREF

T b T AL 840mg (R4 7TV ) A~ T (B Z) . DT TR

LW H,) 1%, KIED Genentech, Inc.tZ & ¥ All# Z417- programmed cell death ligand 1
(LLF, TPD-L1] &9 ,) iZxtd42%%E 727U Gl (IgGl) 777 A0kt MEE
J 7 a—F AR TH D,

CD274 (PD-L1) &, EFENICEWTHRIERHIEEICEIR L T, EkLeY
VRER (T HERE, B A OV TF = 7 0% 7 —T flifn) 23835 CD279 (LUK, [PD-
1] £ oH,) KUCD8O (B7-1) &ifie L, SEISEZAICHIET LB BN TND

(Immunity 2007; 27: 111-22, Int Immunol 2007; 19: 813-24), F7-. PD-L1 %, Fix DfE
EAIRIZ HRBLL T\b Z & (Cancer Immunol Immunother 2007; 56: 739-45) 73 #A XA
TV, PD-L1 & PD-1 240 L7, MRS USRS A7 T MlED & OB RS%
ZEHET 2 FO—2E L TEZ LTS,

AANL, PD-L1 OffasMEKICfE S L, PD-L1 & PD-1 & OfEAEAET 2 Z L5
U DATURFEERR 2 T Mifa oM EFTEME 2 ¥R U, 5 OHEM A+ 2 &5 %
5TV 5D,

ZIDDHIEN G | AANTHENEREG T 2872 I KIC 2 0155 b O L WIR S,
FURBE 2ot R & LT ER 2 Ehi U, Ahitk, Ltk OCRAEMES R ST,

ARFNDVE RS B DGRERIRIC L D RIEREDR & bbi, BHEXIIET
(CEDAREMD B D, AFIDOBEG-h R ORERIZIT, BEOBSEE 751270 BENR
P BT AT, FEBL L2 RITIE U 7S MR 22 Nk & B8R 2 R D ERD &g LT
WY EERRE W 2 ATV B OSRE RIS X D RITER 2N DL 2 5 a 1203, B RE A
IV CHIDBGE O RLEZAT O MER D D,



3. ERIRAHE

RVECZEER (LLF, THRY &9 ,) BEMEro b b R BnssiER 22K 2 (LLF,
THER2) &9 .) BEMEDOFITARE LA FE IR O AR RN 21T - 72 T 722 BRIk
DRAR % T,

[ 2]

O EREILEZ T AHEAFER (IMpassion130 #R5k)

HRf% « RS FLIE IS 33 2 25 PEORIRIEE D 720y HR P2 HER2 B2 O FHli R iE
AT FFFE L B 902 Bl (HARN 65 il & &mte) ZxtBIT, KK 840mg K U7 ) &# %
o (A7 UREAD) (LU, Thab-PTX) W9 ,) OfF#EE ORAIGHHERE, 451
) OFINER W2t E 77 B AR KO nab-PTX O 5 (nab-PTX B, 451 f5]) &
bl 25 I AHRRER 2 Fhe L 72", EER b Sz ED 5B, 369 5l (AAAN 25
ZEte, AFIGHARE 185 #, nab-PTX Bf 184 i) 7% PD-L1 [BPERFHEM™ & &z,

T U X MESNTZEBED S B PD-L1 B EE LRIV T, AFIPEHAEET nab-PTX
B &Ml U CEEIHMIEE O — > Th 2 A OA B RIEE RGO bt (N
— Kb [95% (5 4EIX ] : 0.62 [0.49,0.78], P<0.0001 [J&H!| log-rank fR7E ], A B AKHER
1 0.005) . H Al [95% (MK 1 IAKIDFHRET 7.46 [6.70,9.23] 77 A, nab-PTX
T4.96 [3.81,555] WA TH-7= QVUSFEA4H1THT XDy bA7, K1),
14l EZ 1A 270 E LT E 1 KOS HRICARKIXIZT 7 B A% FIRNE S L7Z, nab-PTX 1% 100

mg/m? =% 1, 8 XV 15 A BIZEIRNEE L LT,

*2 1 X & OptiViewPD-L1(SP142) % F T, MEEHAMR A IZI51T % PD-L1 Z 5B L 7= fEEHE 1 5%

IS 5 281G (1I0) IZoWTERIE S, 1IC123 IC=1%) Th HHAIT PD-L1 Btk & 1l

iz,
1.04
09+
0384
40 074
g‘; 0.6 \
#H 054
E .
¥E 03
02+ A
nab-PTXE '
01 cees ABIHRAR d
ood * 1H59Y
T L4 v T 1 3 } 1 4 v 14 T
at risk £ 0 3 & 9 12 15 18 21 24 27 30  33(R)
nab-PTXEf 184 127 62 44 22 11 5 5 1
AF|GEFEEE 185 146 104 75 38 19 10 6 2 !

1 EHEEA IR O Kaplan-Meier BigR (PD-L1 [GHEREEM)

4



(24 1]
O [FHEE L FIFEIHA KSR (IMpassion13055#)

HEFEGIIARAIOFHEEDA449/452] (99.3%) . nab-PTXEED429/438%1 (97.9%) (258
Hiv, TREREE & ORRERAEE TE RWE FHRIIAFOFHHE436/45201]  (96.5%) .
nab-PTXHEIZ410/438%1 (93.6%) 78 bivIz, FHLRD5%LL EOAA| & O REBERS A
ETERVWEEERZIIRIOLBY THhoT-,

K1 BEEBRS%IULOAE L ORRBERITETERVWEEFS
(IMpassion130388%) (ZEMEBITHRE)

SRERIRSYEE (SOC: System Organ Class) AFIGFHHEE (452 1)
FHAGE (PT: Preferred Term) 4> Grade Grade 3-4 Grade 5
(MedDRA ver.21.0) B (%) B (%) B (%)
A& DRRBEPEETERVWEFHEES | 368(81.4%) | 104 (23.0%) 1(0.2%)
— % - EFEER X OB G OREE 210 (46.5%) 19 (4.2%) 0
i 126 (27.9%) 12 (2.7%) 0
JEEL 42 (9.3%) 1 (0.2%) 0
) hE 28 (6.2%) 2 (0.4%) 0
HLIE 23 (5.1%) 1 (0.2%) 0
B IBEE 196 (43.4%) 13 (2.9%) 0
L 105 (23.2%) 2 (0.4%) 0
T 78 (17.3%) 4 (0.9%) 0
oA 35 (7.7%) 1 (0.2%) 0
s i 27 (6.0%) 1 (0.2%) 0
BB K OV T AR AR 157 (34.7%) 6 (1.3%) 0
S 95 51 (11.3%) 2 (0.4%) 0
O FEIE 40 (8.8%) 0 0
Jii B 39 (8.6%) 1 (0.2%) 0
MR LY AR E 76 (16.8%) 15 (3.3%) 0
i 54 (11.9%) 2 (0.4%) 0
I T ER R i 29 (6.4%) 11 (2.4%) 0
o AR 5 77 (17.0%) 3 (0.7%) 0
PR IR REAR T 57 (12.6%) 0 0
TR R E 107 (23.7%) 14 (3.1%) 0
SEYR 35 (7.7%) 1 (0.2%) 0
B L 23 (5.1%) 0 0
M. MEREs X OWthmbE e 76 (16.8%) 7(1.5%) 0
%K 30 (6.6%) 0 0
=% AR 28 (6.2%) 3 (0.7%) 0
Rtk KOs 78 (17.3%) 8 (1.8%) 0
BARIBOE 43 (9.5%) 2 (0.4%) 0
mR AR A 78 (17.3%) 24 (5.3%) 0
ALT #41 33 (7.3%) 6 (1.3%) 0
AST H#1 29 (6.4%) 7 (1.5%) 0
N T PN ON Ty ek A 71 (15.7%) 3(0.7%) 0
FA 29 (6.4%) 0 0

2B, ARBIGHHEC B W CTRVE MR A 11 61 (2.4%) . FFRERETE 47 61 (10.4%) .
R 2 1 (0.4%) . KIBZE - EED TH 9 H (2.0%) . FARAREREREE 78 B (17.3%) .
BIFEEEBEREE 561 (1.1%) . BMZs - BEREZ 2 f51) (0.4%) . FhRFEE (T « N L —EfE
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HEZET) 34 B (7.5%). BHEDOREEE 4 61 (0.9%). BHERES RS FEM
BREE) 211 (0.4%) . infusion reaction 7 5 (1.5%) . &fFHERID « FEEE LT TP EREVE
43 i (9.5%) K OVEYLIE 43 B (9.5%) 2GR Bz, Fo, 1 HBERI, T EEHHE
fRE . EEMEEE, Mide. BERUTREME, DA, WILPER L., SR R
SRBURIEER O bR o 7o, AEWERBBUR DU E S (FRAREERET 2 5T) %
GUEIHRERE T,



4. FEFRIZDOUVWT

AFN OG-8 72 BEEZZW - FrE L, AFOFEGIC L0 EEREWERZR%EL LT
BRIZKHIGT D Z BT LLFOO~Q@D T XTI sk iz W THEHAT S
RETH D,

O MEFITOWT

@1 FiEd (1) ~ (5) OWTNPICHEY T HM THHZ &,

(1) JEAFHEREDIEE T 205 A2 BRI RS G BT R A2 EEHL R L
HIIEEAS A RS R BRI . Mtk )s A 2Rl 72 &)

(2) FEEHERERDE

(3) HBENFIRAFDIEE T 208 AP (D AR REEEIE ERPE. 25 AR
B wEE. S AR R &)

(4) I RALFIEE A RRE U, ARSI 1 U SRAL RN 2 O fiigk FL e
AR D R 21T > TV D Jifik

(5) BUEMEREEEAILL T & BN O i % FHE AR D R & AT > T B ek

O-2  FEOALFHRIE K ORIVE R FE SR O RIS 53 72505k & #EBR & FroERl (FRO
WFINZREE T D ERN) 23, HE2REEORANCET HEROEEE L L TREIS N
TnnHZ L,

*

ERNGRETEUS% 2 FFOWIANHE 2 & T L7212 5 LA EO R AR DG RIHE %
{ToTWAHZ &, 96, 2L RIT, BAEYEEZ L LIEBRRIESGEONHE %
ITHoTWBHZ &,

ERSEFIRGE 2 FOWMINHE ZAE T L721RIC 5 4L LI O 0 LWL %
B LIRS = DORIRPHE 21T > T\ D Z Ly

© BENOERREREHOBHIZONT

G HE BUCIE R 2 BMEE DS ALE S, BRSO OfFHRE D, A2k - &2
IR OB B ONERSE ISR D 16 et AFFRNBEE LG EOWmE
FH . FRESDITT DL IEFINE > TN D Z L,




® BUWER~DOXERIZDONWT
@-1 HagkkmICEE§ 2 B

VLR H S 0> BB 20 BIE I A3 3826 L 7= 81, 24 BRI IR o0 T Y%k Ui
EHEREFRIZ B\ T, B L =REIERNCIS U T AR B O CT Z O FIEF ORI 45
IRRRAEORERPZ Y A IO, EHHITRISATRRZR2AR N > T Z &,

@-2 ERMAIEC L DEEERARICET 5 EH

M AR HED 2 B 2 Sl fe O RE & AT 2 IR RE R H RIER B =4 U v 7
EEDIEROA Y ) —=2 7 EATOLIRE L A 4T & 55— LR 2%
BENTNDZ L, B, EHEEEICOWT, RABRE L ZOFRIKICHICAM ST
[AYSRapa

@-3 BIFERDOZUTLRINIZE LT

BIVER (RVEMERRE, RFHEREREE . KIGZ - HEO TR BER. 1 AR F
WiEE (FURIRPERERE S . RIEHRRERE . T RAHEERE) . mRkES (7
—IEERE 2 ) . BAERGHE ) IE, MK - BEMRZE | infusion reaction, 2% « AHAL T MbARIE |
EHEREREE (RAME BB RE), BEEOREREE, LHE, MERERIEGEE, i
PRI, SR M MRIBA PSR B . (L FIRIEDFR RO ik z e (G ek FEWE
AFHERIEVDE) . ALSFERIEDE R O EYWRESF) 1Tk LT, M i%htiax X Tir B ERER O
ML AT D ER & U (BWEHOZK-OXSICE L THRER SRR EZZ T 6 d
FHEZHDZ L), EHITHUIRLENTE DN ESTNDZ &,

b
L

\Pﬁ\
NEEIVA



5. B#Extp L s BE

(B2 B3 % 95 1H]

O ER - BRAFITTT 2 2 EORNRERE O 72y PD-L1 BitE (EEHERIC T D
PD-L1 Z %8 U 7= IEERIE s M 23 5 6 2 EIA A 1%LL ) @ HR 247> HER2
FEtE D I RRESUI TR ILEBF IZB WV TAA L nab-PTX & OPF G- OF 2z
DRI NTWND,

2. PD-LIORBIRIUZOWTIIT TV U A~7 (Bl fHaz) oo =%
Vs (BFE4 X Z FOptiView PD-L1 (SP142)) Z AW THIET S Z &,

@ TFRLICEZ YT 2 BT D AAN DB K O GIEIZ W TR ARIOAF LMD
MESLESN TR LT, AAOHREGHR LB,
o DOTHRAIOAHMEDN R S I TR OFTEMEEEA] & OfF 5
o iRl - AR IR

(2t BE4 2 5]

O TRICEZY T D2EEIZOVWTIIAFIOTRG N EZR L SN TNWDL Z b, BE5%21T
PIRNT b,
o KA LSBUE DB D & 2 B3

@ WBFEATOFHHIZIB N T FRICIEY T 2 BH IOV T, AHlORGITHER S 20

DS, MOIRFEIIE D R WIGEITRY | HREICAHZFEN T2 2L 2ZETE D,

o HHEMENKEDOGHUTZ OBED & 2 B

o MaES G R A CRVE R 258 0 2 B K ONEBIME O KU S Al 2 <0 gL M it 98 55
DI RIEPEZAL D - L D B

o HOEREDOH D EEUTIEMERE L IXFFEMED B =B OB RO
bR

*  ECOG Performance Status 3-4 "V 0

() ECOG @ Performance Status (PS)

Score

0 2 M TEBTE 5, RATE [ U B AERNHIRZ <ATZ 2,

1 PRSI L TEBNEHIBR SAL DA, AITHRE T, BAEERIE - TOIERIIITH Z LN TE 2,
Bl - BVWFE, R

2 | BTARETANOHOE Y O L EF S CAEEEASERIZTE RV, HHO 0%k LES y FACHl T,

[RONTZEZOEDOEIY O L ULNTERY, HFHO 50%LL E&2 Xy RO Tl d,

4 E<EF RV, BOFDEY O LFES TERY, FRICy Rk T I,
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6. HEICERL THETNEFH

O WMISCEFITMZ ., SERTEEE DRI D EBEFITEED & ARH O Fpk K OV
M OTDIZ LB EWME B L TS Z &,

@ RERLRIZEN D, BE XX Z OFIRICHIER a2+ o0 L, REE25
ThbkbETHZ L,

@ ERFWEHDO~FXT AL MZOWNT

WEMEEELN S 5D 2 ENHDDOT, AFOEEIZHT--> L, BEE
M (PRI R, ngmk, FEENVE) ORER KOS X Ml O F i, Biggx 1+
ZAT5 2k, Fio, BEIRUTHES CT, MiF~— —%Dita £ 2
&,

AFNOP 5L EE O infusion reaction (2 2 CEAMFIZ 72D TE 5 Y
i &17T > 72 ECBgA L, ARFIE G R OARFIEGHE T %1331 Z A &
ET 5%, BEOREEZ /02853552 &, 70F5. infusionreaction % F8EL L
AT, R TOBIER OERNZRICEIET > TREZ OB 5 2
E

FFREREREE R B B b Z &R d D DT, AFIOF HBIHART MR O 51 W 11X
EHRNHTRERER A (AST. ALT. y-GTP. Al-P, B U L E LV ZOHIE) % FElfi
T5HZ L,

FORIRFERERE | RIRHSRERE E R OV F IR EEREN H Db D Z ERHDH D
T, ARANOF G- BRAART R OB G-I I E SN IS REMR A (TSH., A
T3, M T4, ACTH, M a9 —VEOflE) 23T 252 &,
AFIOBHIZ LY | BEORERISIZER T 5 &5 2 b b kA 7B
DHOLDONDZ EnbD, BRENBDOLNEHEICIE, BELEERIIS U
BLFRH 72 05k & FRBR & RO R AT & 8 U C bl 2R BRI W 2 1T IR ok
BOGIZ £ 2 BEWER DB 23581213, AFIOWRIEUIH 1L, R OEIE RE R
NEHOBRGELZBET D2 L, 2B, BIFERERVEOREICTLYEIFE
MOUEDTRD HIRNGA T, B BB R VE - LIS o S i o8
HLEET D,

B A& T, BEM 5D ARE L COLRIERANRET D Z B850,
AR OEEHETHIZHRWEM ORI 2ITEET D,

1 BUBEPRIG S & o, BERFES 7V R—V RZELZERHDHDOT, O
B, Bl WS OFER ORBLLMAEED LIS HaEET 5 2 &, 1 BHER
WO GEIZIT G EZ I L, A >R Y RFI O B2 oY) 722 L %
152 &,
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@ IMpassion130 K5 TIIEG-BRLA 5 48 & T 8 EMIMNG., Z A LARIE 12 HE M
B CTHMEDOFHIZIT> T\ 2 & 2 5B, AFIBRGHILEFICEGRE TR
ROMEREITH Z &,
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