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BB EL - A RERSFATERE
(A H % B

=A< (BETHEBRZ) RAOREEREETA FF 4 G
NN, TEMER AR, TSR, BRSO D% Y
VoE, B, BERETEE, mEEYA 7 rYT 74 MRKE
HE MSI1-High) 207 5#5 - EBERURER O—8B%
FEZ>0WT

REMBOEY L YD EAFE 2016 (ERL2845 6 A 2 ARBIE) KBV T,
B EESOERORE{LHEEZRN D Z E BBV IAENT L &2FT T, &
HHERR 2 B L B IR B e ISR E N A N5 4 Lk
BTBHZ&ELTVWET, : .
SRS (REFMMR) B8 (k54 ﬁ7/mfﬁﬁ%&2m&ﬁ%§
TR 100mg B OURLSTIEE 240ng) B3/ MBS, EMEANS, TS,
BN, FHMRUR Y LoSE, B, BN, SHEEA O o
PFIA4 PALENE MS 1-Hi gh) 289 5HE - EEERURERIIX
LTHAT 2B0OBEFEI VT, [=fr~T (EETERL) 80K
BEERHEE T A T4 Geppamies, EHReE, HEEmE. S,
HIIR TR Y LoNE, B, EMMETAE, SEECA 7 e YT S4 b
REZEM (MS [-Hi gh) 25T 585 - ERERCAEE O—H¥Er
- OWT) (RFI24E2 A 21 BT IRASERIE 0025 5 13 SEAFBAEERK - £
A AEEAFASERERN) KLYV RLTEEL AT,

L%, =X~ BETHEEZ) BRIV T, FHENERRE TS H



BEORBO—MERESERRSNE L., BAXEOER LOES2H® 3 X
5 ITHA EORE] OBENCOWT) (24 11 A 5 BHFIRAESE 1105
1 EEANBEER - AEFERERZANFREEN) KL VRS
T, MW A KTV, FRERINEO L BV REWELELE
DT, BEEAOEFRBEECERICHT 3 A5 2B LET, 28, KEHS
DEEFERHEET A BS54 212, MRBZED LB T, |



FEANRAITEE O BEERAEET A N T A L OUETERT (FrIHXRE)

B

7Y — R AIEE 20 me, FLAREEE 100 ng, [
HEIERRE 120 mg R ORLETIFE 240 mg (—fk4
=R CBREBEFEBZ) . BLTF. TRF] Lnd,)
i, RS TERASL L AL Vv y 7 2% (BT
VARV =¥ —X A7 A7 (BMS) ) A3B%

<0 |5

Y- (THREIERD) Y-y (B IEART EIER)

20— | MBLARBEER AT REARHE 0 ng, A | 22— | WMBERIEER AT U—FAHESE 20 ng, A
7N EE R 100 mg, A7 U— R AT 120 7RI 100 ng, A7 Y—RARHIE 240
mg, A7 V—ARREE 240 mg (—f4  =FL= mg (—f4 : =R N<7 (EEFAEEL)) '
7 (BEFERR)) (&) '
(1K) WMHRERPRAERVHE @8, RACE=FL<
WML L RERCHE 8%, BARE=RL< 7 GBI L) L LT, 1[E240mg & 2 MM
7 (BEFHEBER) & LT, 11 240 ng & 2 BHH @3 ix 1B 480 mg % 4 B CAMEIEET 5,
FR3 1% 1 B 480 mg % 4 B CAHHET 5, , ‘
i OFUEPEIEE R L SR A5 AL, WRE, A
Ho=ARA~7 (BEti#z) & LT, 1[E240 ng
% 2 BERSEXIT 1 B 360 mg % 3 ARG CAES
45, ' .

3=y 2. ARIOF, TERBRAF 3R—Y | 2. AEOKE, ERBRF

Z 7Y — RN G EE 20 mg, FARFERE 100 mg RO}
B AR BE 240 mg (—fR4 - =RL~<7 (BizFHE
¥az), DT, TAF Ev5,) 1d, B TEG
Kt AF VY 724 BTV AV = A F—

X Rs 47 (BMS) R) MEZELEE b PP

(Programmed cell death-1) (%35t M IgG4

L7zt b PD-1 (Programmed cell death—1) (=39




BE N 1g6d T/ 7 m—F AHACH B,

) ) TR,

48—

OB/ BEIFERER (CA200017 3XER) (N Engl J Med
2015; 373: 123-35)

| 75 TR R ST LR E R A B SRR

B $#/IVH X ILHEFORF LM (EC0G
Performance Status O K Ut1) 27241 (AHIRE 135
Bl, WEZXRABEITH) 2HBIT, FeEF3E
NERBL LTARKS ng/ke % 2 B MEE T A
B LT, EEFIER ChBHLETFME_UT
[0S L5 ,) (HsfE [oS%EMEKRD 1. &K

T 9.23 [7.33~13.27] VA, Ft}ﬁff--lzﬂ%ﬁé'c

6.01 [5.13~7.33] ZATHY, AHE RFEF
MR LEEEH I/ B &ﬂﬁ&rbt(h#,b
te 0,59 [96. 85%EHHXM : 0. 43~0.81]. p=0. 0002
(=3 log-rank #RED.

42—y

OEAFEMAERER (CA209017 B (N Engl J Med
2015; 373: 123-35)

,77%f%ﬁ%anmﬁﬁ&@&ﬁ¢5@%x%&'

mB H/VHMXXBERORTE LEEAE (ECG
Performance Status O F&TN1) 272 ) (AFIEE 135
i, FEZFuAEE 137 6) 2RI, FEZXE
ERBL LCAA 3 ne/ke % 2 B REMHMRC A
B Uiz, TEFMNER THHREFHE (FRE

[OS%ERRRRI]) . AHIBETO. 23 [7.33~13.27]
BH. RedXEAEET6.01 [513~7.33] HET
HY, KEIFEZ XA UKRHENICEE
ERZRLE (NP —FH0.59 [96. 85%{SHEKRA :

1 0.43~0. 817, p=o.oooz [Egﬁulog—ranktﬁiﬁj)n

5=

@UMEIFRRE (CA200057 BAFR) (N'Engl T Med

2015; 373: 1627-39) _
77%f%ﬂ%anm%ﬁﬁﬁéﬁfaﬂ@T%&'

WB B/ VHXIEEREOHRT LREHRSE (ECOG
Performance Status O &UN1) 582 il (AHIE% 292
B, Fe&3uARE200 F) ExEic, Feidt
NSt eE LTAHKI 3 me/ke % 2 BMMRTRAME
B LTn, TEMEEETHS 05 (PRIE [05%(F

5 ~—

C)#E&%ﬁ%ﬂi#ﬁ:&%ﬁ (CA209057 HER) (N Engl J Med
2015; 373: 1627-39)

7T F TR R E b EREE R F 9 A YRR EE 7’:;‘:
B M/ IVHNBEROIERELEEARASE (ECOG
Performance Status O & U1) 582 i (AF(EE 292
Bl FE&F3E8 200 F) 23R, FEFxtE

| LY LTAHS 3 ng/ke & 2 BRERMRTAR

HAE LT, EEFEEE Ch DL (HR(E




TR X, AFIET 12.19 [9.66~14.98] M A,
N & %EAET9.36 [8.06~10.68] ZATHY.
AFNE B & XA LR ENICEERIER %
RL7z (NYF— I 0.73 [95. 92%fE4E KA : 0. 59~
0.89]. p=0.0015 /@AY log-rank ¥7E]1),

[95%{EHREX 1) i, AFH#ET 12. 19 [9. 66~14. 98]
HH. FEZIFEABET 9.36 [8.056~10.68] A
ThY ., FEIE P& 3R LR ERcEE
RERERLE (ANF—FRE 0.73 [95. 2% K |-
i : 0. 59~0. 89], p=0.0015 [JBHI log-rank #RiE]),

TR—Y

(B Rk UERE )
O EREFEIHESAER (ONO-4538-77/CA2099LA 3

) _
LR IERIBR O EGFR Bin F R E B A U ALK Bt S

BT IEMEOGIERTREZRELT - B3, D IE NN

BE 196 (ARABE S0 FlzEte, BHEAEY

A2 T ROT T F I RBE G Tk FHE L OFERE

5 (LLF. INIVO/IPI/Chemol &Vv>5,) *'B 361 4.

SHERE 358 B)) ZRIBUC. 7T F IR AL

| BREOHFARS 2 Xt & LT, NIVO/IPI/Chemo ¥

DEHER O EEEEHN L, FEFMHEETH

508 (PoefE [95WEMEXRE]) id, NIVO/IPI/Chemo

BET 14.13 [13.24~16.16] H B . RIEEEET 10.74

[9.46~12.45] H ATH Y. NIVO/IPI/Chemo &5

177 F A & S b ERIEIC N LREHEAICE

BRERERLE (ANF—FH0.69 [96. TIHEIEEK |

i : 0.55~0. 871, p=0.0006 B3 log—rank #RE]),

B, MEMNRBITERTCHIHN, MEA D

((RELRBEEUIERELRE) 12N




NIVO/IPI/Chemo & & wHHREED 0S D ~Y— Wik [95%
EEEM] X, BEERFET 0.65 [0.46~0.93],
FERR BT 0. 72 (0. 55~0.93] Tholr,
%1 @ ARK] 360 mg % 3WRMME, A ) AT
mg/kg % 6 38 [H M 5 & UL 2Rk % 3 # M T
BT L, ik, R (R LRE
 XEERTELEE) KRSV LR (BEE
BB ANRTT 9‘-‘/_')520%"& JEaxEN, HE
C EERE INATGFRE AT TZF R
NAPMLFEER) 2, 3HEMELIVAZALLT
2V A INER LT, 2V AIZNTETHR, FHE
OB AT E AR L, '

k2 SRR (BRI ) TS

& _NIVO/IPI/Chemo Bt & B U{b8miE% . 3R
B1VAINELTAYA INVERL HBEE |
BRI DV TIE, 494 7 N OLSREESI
T NRA b LFE NIC L DHERRE D EWEAE S L
7-_:0_ )
(B m&) o |
4 05 ©HH & ¥ @ Kaplan-Meier ff |
(ONO-4538-77/CA2099LA PRER) (EiEdibShig
Gi) ' ' '

g t—y

%#E%m*a%‘fwﬁ (ONO-4538-27/CA209227 A




E2) (N Engl J Med 2019; 381:2020-31)

(Part la) ' B
(SRR IE R YRR C PD-L1 FEHIERAY 1 %A B2 EGFR
| B EFERRHER ALK BB ETF B OIBRTEE

7REAT - R OQIE/ MR EE 793 #] (HARAB

F 89 flegte, ARLA Y AT OHERS
(LR, INIVO/IPI| &uNH,) ‘B 306 ), woipBRE
397 f) FR&®IC, 7T FFRAEET{LERIED
prAEEE 2 22l L LT, NIVO/IPTI BEOF MR
CEMEERN Lz, ARROEZEFIMEETHD 05
(Pl [95%{E#EXRI]) iF., NIVO/IPI #£C 17.08
[14.95~20.07] B H ., RHEEET 14.88 [12. 71~
16.721 W B TH D, NIVO/IPI #5377 T RH|
E e b ERIEIC S LR I HERER 2R L
Jo (NP — FER 0. 79 (97, T2%E1E KR - 0. 65~0. 961,

p=0.0066 [B5) log-rank B7ED),
*1 : AKI3 mg/kg * 2AMME, ALV AT ]
mg/kg % 6 38 F 8 T AIREHE L. _
* 2 : AHERRY (R BB R gER T B ROE) WoED
Wi kSR (B LW : AINVRT T F T

AFGFLRUT AL F Y. RETELEE B |

CNARPFFURBVARATFTFURISNA P LF
) &, 3HEMEIIA AL LTAYA 2




9ty

EH L, ERELEEIESDWTE, 4314 2710D |
{LEBEEMZIZAA b Lt Rz X 2Rk
EHERTES Lz, : .
(| my
M5 0S ® Kaplan-Meier if (ONO-4538-27/
CA209227 35k Part la) (ME{EA{L Xt i-2EH)

| _(Part 1b)

(EETRBAIARC PD-L1 RAEA 1 lliz BGFR

| BETERRIER O ALK B EEFIAE OB T

ZXETT - RO/ FRInlREE 560 F] (HAAS

119 BIE BT, AR L T T FFRH B S TR

L OBEERS (LAF. INIVO/Chemol &1 5.) *'B
177 ], NIVO/IPI #¥ 187 fl, XtFRA¥ 186 ffl) #xik

o, 7T F A AT RO LR 5 % 0t

1 oTHhHYEBHRBREDOE THS NIVO/Chémo B

&R PRBED TR A HIE (PR{E [95HERHXM])

| k&, NIVO/Chemo #C 5. 55 [4.63~~6.20] 4 A, SR

BT 4.70 [4.21~5.59] # A TH Y . NIVO/Chemo #
5137 5 FFBE 2 S T LRI R LR EH AT

" BERIEERZTR LI (/-\"Hs—- KFEE 0. 73 [97_ 72%,[%-¢§

Xl : 0. 56~0. 957, p=0. 0070 [/} log-rank FRIE]),




BB, EROLMEERTHDH, HERR O
NIVO/Chemo B & tBBEED PES O — Kk [95%(E
XM L. BTLRET 0.94 [0.656~1.56], 7
R T 0.66 [0.49~0.90] Thoio,

*1 : ZRH| 360 mg & 3 MR R OMLEFREES 3
EIR IR CaniimE U/, {b5isid, M (&
R TR B OV VR

(BELEE  ANVRTIFF VRV ATTF
BT L Z ey, ERELEE  AINKTFF
VRIEBVATGFURONRA P LXER) &, 3
EEE 1A N LTAYALIAERML, FER |
EEREIZOWTIE, 434 7 A0 REE
BT A b L Nz L B HERRIE S EHT AR
&L, A

(X 1%
X 6 PFS O F MO Kaplan-Meier i #i
(ONO-4538-27/CA209227 3RER Part 1b) (IE/EX{k X

N7-2£F . NIVO/Chemo i & 3 FREE & D HK)

F HENRREMBRLIZENEPSELOD,

| PD-L1 SEER RS 1%Kim DB E TV TUNIVO/IPIFE &

RHFRBED 08 (FoRfE [9SMEMMEAD) t+. NIVO/IPI |

BET 17.15 [12.85~22.051 H A, XIFEEET 12.19

[9.17~14.32] A T&HYH , NIVO/IPI #5177




%T@ﬂ&abﬁ%ﬁ&_ﬁbﬂﬁﬁﬁ%?bt

(NP — KEE 0.62 [95%S#E KR - 0. 48~0. 78], &

2015; 373: 123-35)

HERESITIAFIRE 127/131 # (96.9%), FEZ%%
JVRE 1267129 ) (96. 9%) ZFED b, AH| L DERA
BEATETE 2VWESESIE 76/131 F_(58. 0%)
_ub%ﬁiwﬁﬁﬁmbAt@ﬂﬁ%iFiwk
BY Thot,

#2 REEMNSUUALDBRIER (CA209017?&’5ﬁ)

(& W18 -

(m&)

(JERTE LR

REVRIBATRE S
10— [Tak] TR—Y | [#aiE]
- ART LR RO LA 5)
OEMLZ DB (ON0-4538-05 3XER) QEFNE IR (ON0-4538-05 3RIR)
HEEE T 33/35 4 (94.3%) 0B b A E D 1K1 FEIZM s%uJ:cDﬁl £ H (ONO-4538-05 FAER)
NEEEAEETEIRVWAETESIT 24/35 Fi (& W) -
(68.6%) = bz, FHEIEMN 5 %LU EORIVER
HTRDOLEBY Thols,
K1 FEHRN 5% EOEIMER (ON0-4538-05 %tf?ﬁ)
(F & :
111 2= | WA EIMERER (CA209017 RER) N _Engl J Med | 8 %—Y | Qi SEIMARFRIR (CA209017 ‘}:tf.ﬁﬁ) (N Engl J Med |

2015; 373: 123-35)

F2 RIERHNS%LLEORIER (CA200017 RER)
(& M%)

(%)

(FERTE LR

| OEMNLE D4R (ONO-4538-06 5




OEWME I /8585 (0N0-4538-06 FRER)
HEESITT5/76 4] (98.7%) RH LI, FHlED

FREBGERBEETERVWEEERIT 64/76

(84.2%) IR b, ZIMEHN 5 %L EORI{EA

HFRODLEBD THoT,

12—

A EESIIAKEE 280/287 41 (97.6%) .

@M EIIARER (CA209057 #RER) (N Engl J Med
20155 373: 1627-39) o

Py %
/2 265/268 {51 (98. O%) TR b, FRAI & DER

BENTECERVWEETERIL 199/287 (69, 3%)

3R b, BIARN SR FOBERIZITED L

| BYChHot,

9 ~—

OE/ F I AHFTR (CA209657 SRER) (N Engl J Med
2015; 373: 1627-39)

13 ~2—

14 R— 3

(BT EEE R TS
DERs 1L [F 5 T8 245 (ON0-4538-77/CA2099LA SAER)

HEESIIAKIGER (NIVO/IPI/Chemo) B 355/358

i (99. 2%) . *HFRHE 341/349 fil (97.7%) ZBB Hh
fr. AKIGER (NIVO/IP1/Chemo) & DKRBHRIE
ETERWHEEESIT 322/358 45 (89.9%) 123805
i, BEFERSWALORHERIITROLBY TH
ey [

k5 FBEMNSRLULED @u YEF  (ONO-4538-77/
CA2099LA BRER)

(& M

((RELBEEOHRELE) BN




| nde, EBRIGHEAEREE 74 ] (20. T%) . FHRMEE 51
1 (14. 2%)  BUEUHBARIE/ L A3 F—560 7] (14. 0%),
ST REREE 48 4 (13.4%) . KIBHK - NBAK - BRED
FHT 26 41 (7.3%) . BissEREE 25 41 (7.0%), EE
DR FEEE 21 4 (5. 9%)  FIEMEAREE A 19 451 (5. 3%)
infusion reaction 17 ¥ (4.7%). BIEHREEMEE 12
Bl (3.4%) . TIASHOEREE 761 (2.00) . ([LEEE
7 (2.00), BFFEHI (1.7%), FEZ4AB] (1.1%)
EURHRMZERLE 1 5 (0.3%) ANREH LI, F
7o, BEREFHEIRE, LR, R, 1 HARERKE. B
R, BFRS, BetEing %, Mgk - Bk, &
ELrmiiEE, MREVEGERE, £, SE 5 ER,
BRI R OEAERD bl ot, ABWERS
TR B ES (REREEREEET) 28T
SHEHERERT, o -
| @EBEFES IR (ONO-4538-27/CA209227
) : ‘ -
FERIEA VY AT L OHRABRE)
HEFLRIAKIGA (NIVO/IPI) B 568/576 4
(98. 6%) . %tFREE 554/570 fF (97. 2%) 123 bz,
AKIGEA (NIVO/IPI) & OREBENIBTETERW
HEFSIT 442/576 B (76. 7%) ICHBO b, FE |
| =R WU LOBIERIZTRD LB Thotr,




15 ~—3

#6 FIHABMNS5ULLEORIMER (ON0-4538-27/
CA209227 A5k Part la BT} 1b) '
(& 1%
eds. HURIBHSAEREEE 115 5 (20. 0%) . JTESAEREE
91 % (15.8%) . PEEEZE 51 4 (8. 9%) . WIEMMIE
£ 50 il (8.7%) . ARATAHBAMESE/ I A/ F—38 4]
(6. 6%) . BEDMEEE 27 6] (4. 7%) , KIBE - />
g « EEED TR 256 i (4.3%) . "SHkREREE 25 4
(4. 3%) . infusion reaction 23 (4.0%). TFI{E
HRAERESE 10 4] (3.3%) . BIEEAEARREZE 19 4l (3.3%).

| FF#8 13 5 (2. 3%) . Lalgifsss 9 51 (1. 6%) . BESE 6
(1. o%) . 1 BUERFEAF (0.7%) . S5 &S ELE 2 4

(0. 3%) . OofFH 141 (0.2%) . M5 1B (0.2%), Ji

Sl R - BB 1 B (0.2%) K UNERUR DR ZERRAE 1 4]

(0.2%) ARH b, T, EEHEDE, BIE
P46, BFR4., MibMpasse, EELMEEE.
BREQERRE, ik, JEg ik CEALERED b
fehiofn, ARIVERRBIMKILIZIEIHNES (ERIRE

EAREZST) 2EUEHFERETY,

(B & 7T F T B E BT LR & OHARS
(PD-L1 ZEERE 1%REOBEEN))

BEERIIAKIBEHE (NIVO/Chemo) B 172/172
(100%) . XPRRE 174/183 4 (95.1%) IR LI,




16 ~—

AKIPER (NIVO/Chemo) & DEEBRMIBETE A
WHEBERI 169/172 B (92, 4%) IZ@R®Dbhie, FE
BB U LOBMERIZTRDEBY Thote,
#8 FIHED 5%LALOBIYEA (ON0-4538-27/
CA209227 FAER Part 1b) -
GFE | ' |
Feds, ARIRRETE 26 1 (15.1%) . HEMUDEMERE/ S A4
XF—22 Bl (12.8%) . AFHEREME 21 4] (12.2%),
FRIRASBERES 16 4] (0.3%) ., BHAEEE 14 4
(8.1%) . RAEEHERHZA 8 H1 (4.7%) . KABHE - /N
K-EEOTRSH (2.9%), LIHEZE 5 Fl (2.9%) .
infusion reaction 4l (2. 3%). Ef:‘%@}i}%ﬁﬁ%z
Bl (1.2%), SEERIE (0.6%) . B 1B (0.6%) .
1 BOEEIRYE 1 4 (0.6%) . BFZE 141 (0.6%) . FIEHE
BEFEE 1 4 (0. 6%) B UFRARMELZEARIE 1 1 (0. 6%)
PR b, Fio, BEGIEAE, BUERZ%E, BT
T, TH{PERRE g, TESHEREREE ., AMAk - B
%, EERMEEE, hIREAEER. Eik, R,
S5 EE IEEHEEUEIIERD biviho i,

AEWEARBNILS BT S (RRMEEATZS |

) ZEDRHERET,

17—

(R - ME]

| AFOBEFARGBRET NV ERA LAY I =2 L—

11 ~_R—3

1R - RE]
AAI BETHRIBIETE 7 A EFI L

e fal—




aricL v, AAI3 mg/kg (FKE) Rfi 240 mg %
2 AKIMIETHRE L-BEOAR OIS P RE SR
AN, FORE, &K 240 ng /5 LI EORE
B, 2H)3 mg/kg 28G5 UI-BEOBREE LKL
TEREZRT ETFRISNTZHEDOD, HARANBEICE
WTEBEMENHERIATWAAHLE - BE (10 mg/kg
Z 2 EMMECRE) CTHRAZES LEBEOREER
L UTIREE R T ETFRIS N (TR MAT,
BROBIBIZRT 57— 2 ILHS&, AHK 3 ng/ke
(fRE) it 240mg % 2 EFMRTHRES LIZBEOR
FOBRER & HEITE2ME L OBELZRETT 5
BRI T T ABRHEEEN., YEBhEIZ W THRE
NiToni=fER, LRRoR%E - BEOMcadER
Uit
J/ R BRI R BT — F I S S L

AR ERIT W ETFRIE N, i,

BRESULTTAZRAL T, AAFI3 ng/kg (28R

FlRTHE) . 240 mg (2 AR THE) Xik 360

mg (SHEMBECTES) AV A7 1 mg/ke (6

BEEERTHRE) 20HH LIBROTEEMZRE L

g, EROBIE - H%%CDF’?‘C%%% PR 2 e R

R e FRIE N,
%9 AHEOEHBE T A—F
(E B

12 R—

vaick b, A3 ng/kg (KE) XiX240mg &

2 AR THRE LBEOAS O ME FIRENKREN
Ehiz, TORE. £ 240 ng 2EE LI-BRORE
Bid, A%K|3 mg/kg 2HELBORER LKL
TEEZFRTEFRHEShEZbOD, BARARECE
WTEABESHERINTVWABE - A (10 mg/kg
% 2 AR TIRE) THREZERE LEBROBREERE
LB LUTCEERRT & TR SN (TR MA T,
BEOBBIZBIT BT —F It ES5&, A#F| 3 mg/ke
({FE) Xk 240 mg % 2 WA THRE L7zBRoR
RIORER & AW IIEZ LM L OBEEZRFT 5
BEEGE T APHEES ., YUEEEIC OV TRE
ﬁﬁbhtﬁ% FEORE - HEOBTHEER
U AMEIC AR R R E PRl SR,

*-5- Kﬁ@%%@%n7% 4

(F W) |
(W)

#z-6- KB E)HE
(#& Kg)

BT A—F
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(&) '
® 10 FEIOEYBIE T A—F
C )

20—

@-3 RBIfEROBZEPRSCELT

| BIER (IRMEERICINE. BEGEIE, O

*®. ok, WMIGRIEE. KIBR. NER. EED
TR, 1BORERE. BURRT . BFARA., RseeRE,
FF4%., T{CPERRE K, FIRIREEREREE, T R=AM6E
P, MEEE. BEE, BERSE. Mk, HEO
&Fé[‘ﬁ%\ R A FEARSE infusion reaction, E

| BamEiEE, nRABERR, B Bk, BE
| DRERIR, R EE,

DS (LEAW - 4
B - DEHEAMNAEE) . MR, BEALE) IR L
T, SR LERESSE OGP 2 H+ 5 E
L L BHEAOBEORRICHE L TSR
SXEERT bNBLIEICH S Z &), EHICER L
BRTE BEHNEoTVB T L,

14 ~R—

@-3 BIfFHAOBEeR A LT
BIVER (FEMERRBITN A, BEGEE, O

| %%, Bk, BORNBERMRE. KRIBR. /PSR, BED

TR, 1RBERA, A2, Frigterss, fFsk, &
’ft‘@ﬂﬂ%%\ RIS, TRAMEREREE,
RIS, BEE, BIBRE. MR, BEORERE,
¥R MARIEILAE, infusion reaction, EE2MRE
= MEREREER, Hi%, Bk, BEORE G,
JEbs IR, OREE (OFEME) - RIR . DR
SMIRAESE) . BEEEML., EFLE) ot LT, BEEhER
I HEREE OIS F TS EM & EHE L
(RI{ER O RIC B L THRER UK EEZT
LbNARFIZHHT &) HHIZHNRBENRTES

IS TV T, )

21 A=

5. BENGBLAEDBE

(Aahttic 5 emE] '

O AF| QBB 513 FROBE I THHIED
MEEEhTVwsS, - -

&) .

15 ~— 3

5. REMRLARDEE

[A2hHEICBE 5 FIH]

O TROBEFRBWTAHOCHAIMERRIE ST
W5, ' -
) . : | -

| FRICHYT 5 BH KT BAMORS RO

@ FH O OHEEES & OO BRI TR |




CBFEBOTEDERRIR TS,
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RBE 72 B EIEH AT DR 20 ng, A
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e M Igtd £ 7 a—FRETH B, | E e —FAGETH B,
@-3 BIfEROBETRXtIZE LT 21— | @-3 RIEROBKRSISIZELT |

2] R—
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| BER (MEMEMEBIMA, EEGEIE, O
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TR, 1 RPERE. BUERR. ITRE, IS,
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iE, NFETERRAH L AF Ly r 2 @RS REL AT Ly 7 24 BTV ARV - <A —
YA RV ALY —R A7 AT (BUS) #) HBE%S AR AY AT (BMS) ) MBAFE L7zt b PD-L
L7zt b PD-1 (Programmed cell death-1) (T34 (Programmed cell death-1) 1Zxf4 2t ME! IgG4.
AE MU Ig6d &7 7 a—FAHETHD, )7 u—FAGETHD,
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B (REMIERICN L., EEmEAE. 05|

%, M. SERCEMRE. KIBA. Bk, EED
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f\m%\%bxmﬁgwﬁﬁw%ﬁ%mﬁﬁw T, B8, Bl RHZDREIR O REER R MEHE D
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BAITIEELRIEL, AR Y L URIORES BT EEPIEL, A AU BRI OR 5%
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=T GREFEBRZ) . BT, &AL &v).) | Wz). BLF., [ARF &vva,) v, ASEpEEs, T3k

. NFERTERRAL A X Ly 2 A (BT KB L AT Ly s 2k BTV R ML= T —

JARV =AY —X A7 47 (BMS) 4L) 73BA% X AZ A7 (BMS) #) MBI LEE b PDI
L7zt b PD-1 (Programmed cell death-1) &% (Programmed cell death-1) 295t hE Ig64
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DHRERIG, BIEREE, OEEE (LERD - &
AR - DEMSMES) . BB, BILE) TRl
T, YHIER ILERERSEOEMELE T 5 E
B L ES L (RUMER OBETOR I L THER T
XEEZTONBEMICHD L) ELIZEERAL
BRTE B EENESTNET L,

. TEKHRE

BIER (BRI . EESENE. O

%, W%, HEUTRMRE, KIBR. B, BEO
TAL LBERA. FFRE. FrHeehes, gk, &
AR5, FORIRSIEIEE . FRAMSERE,
WEEE, BEE, BIBEE, Mk, EEORERE,
FRMARZEIRAE, infusion reaction, EE A MKME
B, MRARAERER. Mk, Bk, BEORESL,
PEIE R, DS (DEME) - RIR - DM
SRS . BRI, BETLE) X LT, MR
I BERSBE OB L E T B EM L EHL
(BIER OBEHCRIICHE L THIRER OB 2R

| phagich s I L), EbICHEIRMERTE S
EHIBESTNBZ &, '

N
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6. HETELTEETN&HIE
(QET® 1)

® ERBUERID=RY A MToNT
(%5)

o1 EORERRSR (BUE 1 EMERFE D) bbb,
BERBES P TV F—VAREDRZERHDD
T, A, B, BEHSEOEROFEEMIEED
LRI SEETAZ L. 1BERENELN
BHCREEEPILEL, £ A Y RROR G5
DEEN LB EITH Z &, _

- BUERT. TS, IFHEERE . BFs. Wik EaR
BREHODLNWAZ LAH DO T, FEHIRIIZ I
BREZTV., BEOREZ -y ICBETEE

&o

(1)

11 ~o—3

6. HEIZELTEETREHEHIE

OQRUVD ) ‘

@ EARREHERD<=ZI AL MONWT

(1)

- 1 BUERR (BE 1 BBRmE ST Bdh bibh,

CHERBES FT VRV ARERZ LR HED
T, A, Bl IEHEOER ORI MEED
ERIZ+DEET S Z L, 1EBIRENEDN:
BABEEFI- L, 4R Y VRIFIOR S
- OB EITHIZ L,

()

T TR B IE DB A A A K5 A L OBETET (FIHR %)

#

5]

B

(THRERIERL)

B

(HR PR ERHUER)

2=

BLBDIEIES 70— R EMEHIE 20 ng, &
7 —AN ATEERE 100 mg, A7V — AN EAREEHE 120

mg, ATV —RETEEE 240 mg (—iR%  =ARAw
7 (EETHEZ))

2R

Xf& L e DERM A7V —FEEE 20 ng, 2|
7Y R AL 100 mg, ATV —RREHE 240
mg (—iR4 : =B~ 7 (BEFEEZ))




3R=Y

2. AFIDKM,. (FRITF |
7 — N B EE 20 me, - FLREEHE 100 ng, [H
ATESTE 120 mg B ONFAFEEE 240 ng (—iR4

| =R~ 7 EEFHREZ) . BT, T &v),)
X, PEERLTEKRRSHLE AT Ly 7 X5 (BT
HURM =AY —X AT AT (BMS) 4) 23BI% |

L7t b PD-1 (Programmed cell death-1) {Z®t9

| B REI TG4 B /2 7 m—FVRIECH B,

3R—

2. FEIORH, 1FRBF
A7 — R R EE 20 mg, [FATEEHE 100 mg B
FRTFE 240 mg (—iR4% : =FRA~7 (Bi=FHE
M), BT, TAE Ev5,) 1d, AR Tk
R EAF Ly 7 A% TV RV - =7
A A7 47 (BMS) #) 2BEZELAE b PD-L
(Programmed cell death~1) (Zx4 5kt & 1gG4
E ) 7= RETHS,

g

@-3 RHWEROZECsHHIZE LT

BVER (MEMMmRAICIN L, EEFEE, O
%, Hh%. BUUERARIE. KIB%. MEK, BEEOD
TR, 1 BRI, BUEATA, FFRE. FFBERE S
ffde, WELMERRE . FRORBMBAERSE . TRIKEE
BE, HRES, BES. BIBES. ME, EEOD
B g RS, $ARMARZEARAE, infusion reaction, HE

ERnKES, MIRERMER, ik, Wk, B8F |

DOHRFELIL, BislREtE, MEEE (LB - &

B - LERVERISMUSESS) . BB, MEALAE) TR L

T, YREERGDEMERSEOEMERZE T LE

i & E L BER OBl L THRER Y

FEESTLNBREICHSB L) EDICETRE
BRTE ZEHPESTNE D L, -

g—y

@-3 EMFERACRE IR LT

BIER (MEMEMRBIME, EEMHEIE, O
%, HiYe. WRBUHRIARE. RIB%. DNER. BEED
TH, 1BNERB., HFARe, FFEEEE, iFfe, @
{LHEIRE 26, HIRIRESREIRS, TEEWERE.,
RIEE, BHEE. BIBESE. Bk, EEORBESE.
FARMAR ZEARE, infusion reaction, EE/2 MK

P E MEREREGRE, R, RER. B DS RS,
| IRk R, DIBEE

(LEANE) - BRI - DEHH
SMRMESE) . IEBHM, EILE) b LT, SkERk
XiZEBEREEOFMEEE T 5 EM & #E L

(BI{EFA OBETROMIGIC B L THRER R EZ 32T

BRBREIHB L) EEICHE BN TE S

EBHEIRESTNBZ L, -

10 =¥
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6. WEILEBLTEETREHTE

6. BEIIRL CHET ~EFH




(QRUG )

® ERBEVERO~F I AL MIOWT
(1)

- 1ZURERRS (R 1 TUERIA 2 STe) Bd bbh,
SRR N T Y R— Y RICEB D Db DD
T, B8, Bl BHEOERORBRLMPEED
RS ERET AL, 1 EERAREDN
BAWIEHREERIEL, £ R Y A OR 5
DM RMBEEITH Z &,

BIERT, T4, ATERREREE . FF. WE{kiERH
BRBHHLONDZ L2H D DT, EHRICITE
BRELZITV. BEOIRE %+A CHETST

Lo

(k%)

(ORTV® M)

@ ERBEWERD <RI AL M2 T

(B%)

< 1R (BUE 1 BERF 2 51) b bbh, |
WRBMES P TV RV RICEDRZERHBD
T, AE. B, ELEOEROFBHTRDMEED
riﬁm+ﬁﬁﬁT5:eo1ﬂ%ﬁﬁﬁ&bnt

Widgs sk L, 4R Y LERIOR5E

®@ﬂ&@%%ﬁ5: ,

(&) _ }

B4 s n YT 54 NRREM (MS I-h i gh) 2HTHEE - BB

OFIEERMEETA N T4 o OWRETERT GFlEx i)

# A
Y- (FHRERERE) RY A=Y (FRiH#R EPEUER) ,
2= | RRERDEEE ATV AEBERE 20 ng, | 23— | WHRERDERM AT V-RNAWHE 20 mg, A

7= ATEEE 100 mg, AT VR AT 120
mg, AT V—ARIEEHE 240 mg (—fR% =R
7 (BfaFH#R))

T U—RATHEE 100 mg, AT P —RATHIE 240
mg (—ik% : =R®A~T GEEFEIERR))
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2. AR, (FRE

AT DR SIS 20 mg, [RLATEEE 100 ng, 7 |

"f—:"\?ﬁﬁ%?ﬂi_lzb mg &Ulﬁlﬁifﬁﬁ%}’f{ 240 mg ‘(“‘fi}&“@x :
=R CBEFEWZ), LT, TAF 2w ,)
. NEFERLTERRSHL AT Ly 7 A4t (BT

DAMV =AY =R 2747 (BMS) #) MBRZ |
L7zt b PD-1 (Programmed cell death-1) Zxf3" |
AE R IgC4E )V u—FAHIETH B, - '

3 R—Y

2. AREIOH®, /ERBFE ,

ZA 7T — R R 20 mg, FAREE 100 mg KO
[l ETE 240 mg (—%4% . =R <=7 (BirFHE
Bex), LU, TAA &5, i, NEPERE TR
At AF VY7 Ak AT VA M =AY —
X A7 AT (BMS) #) BB LAk b PD-1
(Programmed cell death-1) Zx%/9 2t R IgG4
£/ 7 a—HNVRETHB,

11—y

| Fde, BECMERRAEZS, FORBHSAENEE

@3 BEHEADBERXRRICE LT
BIVEA (REMMRECM L, BEGEE, 05
g5, Whd. MBUBRMRE., KIBK. Bk, BEED
TR, 1EUERAS. BUERTZ. IFRE, FRgiemeE,
. FEfdiss
BEE, WREEE, BEE, FISEE, ME, BEO

BFEIEE, BARIMIRZEIEEE, infusion reaction, H | -
CEahEES, mMEREREEE, B Bk, BE

DORERIG, BIRIRENE, DBEE (OEMS - 4
U « DEMERIAMENES) | BB, BERLE) oL
T, WS IGERERSEOEMME AT E
W& L (RIFAOBE-eXSIZE L TEER O
FEREZITONBRMITHD T &) EHICE R0
BN TEABHRE>TWEZE,

11—

®-3 BEEHORWIHHEITE LT
BIER (MEMMmRBACINL, EEMENE, OF

| %5, W%k, BEIRARE, RIS, INBdk. BEED

T, 1EBUERR., FAR4L. ITHeEReE, 4, @
{EAERRE 2, FURIRHSAERS S, TRAHAERE, 0 |.
RS, WHEE, BINEE, Mg, BEOREESE
BARMARZEALAE, infusionreaction, HEEZIMLIKRE
£ MIRECAERRE, B, MA. BEORERES.
IERE RN, DIREE (DR - 420F - DS
SMRAEL), FESHD ., EERLL) R LT, HHER

XA EREEOEMMEZAETIEMEEHL L

(BEA OB RICE L THER OB LT
bNBRHCHH L) ELICENRLENTED
BEINEATNE I L,
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6. RELKRLCEETEEH

6. KECHELTHE T &HE -




(ORU® k)

C)Et@ﬁ%®7?/f/k_owf
(W)

- 1 EUERRYE (BUGE 1 BUBEIRM 2 & 1e) 35 b,
ERARMES F TV =Y RCBBRZEHBD
T. A, B, R DR DTS MEHED

ﬁm+ﬁ&%ﬁ5:&°1ﬂ%ﬁﬁﬂﬁbnt
HITiEEEERIEL, 4 A ) CRIROREE
®ﬁﬂ&%%%ﬁ5_

» BUERTAR, FFARZ. H%‘H’é R, T4, fE{riRE
ﬁ&m%abné_am%amf R I AT

TORCD W

@ ERBWERO~RT AL MZ2WT

(n&)

- 1EIBERE (B 1 BRRBZ ST bbb,
WERAMS P T R—VARBRAZLEB™HBZD
T, A%, B, WRESOERORRCMBEED
FRIZ+SEETH L, 1 BERRFNEDNTZ

SidEEesDi L, 4R ) RO RESL
DEDRIEZITS 2 &,
(&)

2. BRI, ERABF

ERELZITV., BEORES O BETS
Lo
(k&)
BB OBEE AR A BT 4 L OWRETET (IR HEER)
2 : ' {2
B (FHRsEE) | Bk — | (B AR ) ,
2Ry SR ERAEER AU -RAREREE 20 ng, 4| 29— | MBLAIEER AR EFHERHIE 20 ng, F
7R ETERE 100 mg, A7 U— R ARSE 120 | FO— R A 100 mg, A7 U—RARETRE 240
mg. A7 TR EMEE 240 mg (—AR4 =< ng (—jk4 . oEL<T GRETEBRZ))
7 (EEEFHE L))
3R— 3R 2. AEIORKHE, FRERF




N AT DR EERE 20 ng, RABTHE 100 ng, F

AEEE 120 ng K OFELETEHE 240 mg (—R4
=R T GRETEBEZ) . BT, [RE] £0v)H,)
. NERBTERASHL A F Ly 7 R (T
VAR =LY —R AT AT (BMS) 4). A%
Lt k PD-1 (Programmed cell death-1) IZ3F3~
Bt M Ig64 ) 7 m—F AR TH B,

A7 P — R AT 20 mg, FRREEE 100 ng LT

[FABE 240 mg (—fR4 : =R <7 (BiIzFE
Waz), AT, TAS &v5,) i, BFSER T3k
KL ALV y 7R ETV R v AT
X Ry A7 (BMS) #t) MBAFE Lk » PD-1
(Programmed cell death-1) %43t FE IgG4 .
E/) 7 u—FAHETHD,

9 R—Y

@-3 EWEROBWRRRIZE LT
BIVER (BVEMEAEARICN L, EEMGTALE. O
%, M54, FRACEMREE, KK, B, BED
TH. 1 BUEERE, BUERTAR. IFRE, FremEs,
Frde, TEALMERRAE 2, FORIMERREE . TRERE
EE, REE, BEE, RIBEE. Mg BEO

BEMEE . #IRMARZERE, infusionreaction, H '

BREEE, hRERERE, . BR, BE
DFER G, RS, DS (DEMS - %R
AR - DEMEHISMRES) | BB M, BT IRL
T, YRR IGLBERSEOEMEEETIE

FhEEEL (BIfEAHOBBACRSICE L THRER T

XEERITONDFHTHD Z L) EDITHEE R
BRTELEHIBESTNDZ L,

0 ~—

®-3 BIEROBETRRISICE LT
BIER (REMEIERICIMA, BEEFEIE. M5 |
%, Hhde. BESUGRMREE, KRBk, MBR. BEED
TR, VAMERGE, FPRA. FTAEREE. APk, AF
EHERBE J6, FURIRHSHERES . T RAHERE,
REEE, BEE, BIFREE, RN, BEOREES,
SR MR SEAE, infusion reaction, EAE7RMIKRE
= MEEREGR. 5, MR, BEORERG,
PEIRREE, DIRREE (LEME) - 40k - D
SUTHES)  JEE ., EILE) R LT, MEE
XILEBEFRBOEMMELE T HEM L ELEL |
(BMEA OB BRI L THEER OB 23T
BRBRMEICHD &) EHICHNZLEBNTES
REINEATWNWDHZ &,
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6. WHEIELTEET~EHE
(OERVQ %) '

11 R—2

6.&5K%Lr@ﬁ¢&%$@
- (ORU®@ %) '




@ ERBWEAD<R VALY MZONT

(&) B

- 1 EUEERRYE (RUE 1 BISERB 25te) 255 bbb,
BRBEES N7 RV RICEAZLELRHEZO
T, AR, B, RS OEROERLMEED
RS EETA L, 1 BBEREREDNE
e EE PRI L, 4 R Y CREIOREE
D RLBEEITH Z &, ,

< BIERTH ., FFARE. IFHEEREREE . IT4e. B {kiERE

ERBHODNDZ L BHE DT, EHTITH
HERRAE BTV, BB ORIEE BT S O

s

(1)

@ ERBUEROTR YA MTONT
()

- 1 EORERRS (BUE 1 BRI 2 58e) 3d bboh,
WRBIES FT Y R—VRCBL LB HDO
T, A, Bl BELEOEROFER S MEED
ERICASERT S L, 1 EERANEDIE
HelREEe Pk, 1 A Y VRFIOREE
DEEVRILEEIT O T &,

(%) :




BEEREETA R4V
=R (BaTHE#Z)

- (RSEA - AT ORI 20 mg, A VR ARHEE 100 mg, ATV~
BAEAFERE 120 mg, 37— R AREHE 240 mg)

~FENRERE~

A2 9F2 A (AM241 1 AYED)
BEAI @A
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LIz ' P2

AHIDKHR, ERBF - P3
FRAR PR P4
MRz >N T _ P19
BEMRERHEE - P21

A O o

BEICE L TEET e HE P24



1. IXUHIZ

ERHOHRME - BEMEORROT DI, B T B LS B E R AR
bhd, X5iC, IRECEZEMOERIC LY, HEEERR OSSN HRERE
FERSPERENBZTC, Zh b OEESEEICHERBHICHET 5 2 L 2RED
B L 7o TR Y RFMBOEE L B OEARFTE 2016 (EAR 28 47 6 A 2 BRIEHE)
KBV TH, EEMERREOBAOREIHEEZFB I & L ENTND,

S R E SRR L, SEREAPR AN T 7 7 A AN OERER L b e
RBLERDD, ZORDH, BIERUELMEICHET 2 HEA LT3 E ToM.

LUHEELOBELE T AT EAMFSNBRIIIH LTHERT S L L b, Bl
FIMBEE LB MRS % & B 2 & AN HE A2 — 0 B & Wi 7 E MR AREE T A
THEZEREETHS,

LiehoT, XA FIA Cik, BRERESS niTKﬁBnrméE%ﬁiw
ﬂ%%ﬁﬂh%o%\MT®E£m®%ﬁtE%%%@¢5%ﬂmBMEEE#\%z
FROBEEEYRT, |

BB, AHA F5A VI i*”ﬁ&AE%mEﬁ%ﬁ#A&ﬁ\ﬁé&@&kﬁ*
WRAEEE S, —EEREA B ABRANES, BEREREDEA AANEEERD
— A A AR RE2OBAO D LIER Ui,

REPEIRDERS AT VR AW 20mg, A7 PR RAREE 100mg, A7

— R AT 120 mg, ATV — R AR 240 mg (k4 =
A= (BEFHEEZ))
HELRAIYRENEAE : BIBRAHERELT - BROIE/NERRATE .
HELRARERURE - B, BAKE=AL7 (BETHAKZ) L LT, 1[H240mg
%2 JSRARARE I 1 E 480 mg % 4 BRI T AMRET B,

LOMEMNESA & FRT 2581, @B, KA R=AL<T
- (BETHREEZ) L LT, 1[E|240mg%32 B MR 1 E 360
mg % 3 BRIk TR 5,

B 3E BR 78 H & NEPEER T EARASHT




2. Kﬁ@%& YEFR

#7/—+Eﬁ%ﬁmmgFWﬁ%Ewmm,mﬁﬁ%&umm&UHﬁﬁ%&
240 mg (—k4 : =FN<T (BETFEBRZ). BT, A9 &v5,) & S
- IEURARHE ALy 7 A BT IR v AL ¥R 27 AT (BMS) t) 7
BR¥E L7=t b PD-1 (Programmed cell death-1) 1Z%i3° 5 b RE 1eG4 &/ 7 v —F Ak
<HB, , '

PD-1 X, fEMAE LY %8k (T #MR, BHBEETTFaIA4%3T7 —THilE) RUE
BERMIARICRET 5 CD28 7 7 X U — (THUaDEMAL 2 MBIAIZIE & RIZHIAT 55
FE) KBT2SAEEKTHB, PD-1 ITHIERRMIICHRIET 2 PD-1 U 2K (PD-LI
BUPD-L2) LFEA L. U SERICHpHE Y 7 AR EE L TY 7 SEROEM{LIRES
| BIZHRE LTS, PD-1 U H Y FIIFIEERTRMAUSMC t b Ok 2 IEEH I 225
LTRY, EHEaEEEDSURLLZIEEHEICBITS PDL] ORERLIFROLRE
C HIM E oI A OHBEBEER DD = EBRHIEEIN TV S (Cancer 2010; 116: 1757-66)
F e, BAERAEEE TIAEMRE T HRBELT 5428 —7 =0 Y < (IFN-y)
. W XoTPD-Ll ORERFESI., BB LEEESICBT 3 PD-L1 ORE L HiHO
LRI L ORI EOMRBBIMEN 5B L O L H D (SciTransl Med 2012; 28: 127-37),
EHlz, PD-LI AR S R AMIGE, FEIERE CDS B T MlaoMlEs
FEMEF BT SESM, HPDL1 HifET PD-1 & PD-L1 L OEESEMET S LFOMA
| BEBESEMT S LAREATNS, SO LME PD-UPD-1 Y H Y FERIL, A

AFIRAHUERS R T ML ORREL T 3BFO—2 - LTELLRTY
B : : . ' -

AL, FEEABROF RSB PD-1 DM (PD-1 U 7 FEEHE) IW/Ka L.

PD-1 & PD-1 VA FEDREESEZHETAZEICLY., BDAFRERMNL T MADE

ﬁm&wﬁbﬂmmﬂﬁémmg%ﬁﬁéﬁﬁfézavﬁﬁ%&ﬁ@%ﬁ%%ﬁf
CZEBERIRTWS,

hn6®ﬂﬁﬁw>*ﬂmﬁﬁﬁ%kﬁféﬁt&%ﬁﬁhﬁDﬁé%@&%ﬁén\
%m%@%ﬁ$%%ﬂ%kbtﬁ%ﬁ%%iwb AEME, ﬁéﬁ&U%ﬁ&mﬁ
iz,

- AR OERBFICE S GREDSERINC X 2BHWERER S bbb, EENIIFETI
ERAWRERS B, FHORETEUEREZICIT. BEOEEEHTTV. EEMEE
B BRIARAITIL, T8 U BRI U7 BFIA0 2 5ok b 5B b F D T & i L Ol
YIRENRIT RV, BEORERSIC L DA {’Eﬂ%ﬁxﬁbné%ﬂum Bl B E AR
‘%/ﬂ®&%%®EWEME%ﬁ5ﬂ%%%5 -



3. %ﬁiﬁﬁﬁ .
YIBEARBE R AT - BROIEPHMENTE (R LEEEUIER T LREE) ORBRICH
% 1T o e EREEFRBRO S 2T,

[(F2hik]

(R LR
O ERNFIHERE (ONO-4538-05 FEk)

75 FF A ST LR 2T T 2 WRRAER B H/IVEI IXHERORE LR

# 8% (ECOG Performance Status 0 2 TUM1) 35 fl& 38U, AF 3 mg/kg & 2 BRI
THRMHE L., EEFHMIEE TH 5% (RECIST FA FIA L1 RICESCH
JUHIEIZ L B CR UL PR) 1 25.7% (95%ISHEIXR : 14.2~42.1%) Thote, i, &
AR E LI BEIX 9.0% ThH - 7=,

. @ WESEIMEAER (CA209017 3ER) (N EnglJ Med 2015; 373: 123-35)

75 F R ST FREE S A T 2 U TR M/ VX IEBRORFE LK
#EE# (ECOG Performance Status 0 U8 1) 272 5] (AHIEE 135 41, K& w8137
D BRI, FEFXEARREE LT 3 meke % 2 BREME CARSELE,
FEFMEAE THHEEFME (BLF, T08S1 & 3,.) (FRfE [95%EHEREHED 1.
AFEET 9.23 [7.33~13.27] A A, WeHXEARET 601 [513~733] WATHY,
AFIE e 2 2 EMcR USRI A B RIER 2R L (9 R 0.59 [96.85%(E
$EIXE : 0.43~0.81], p=0.0002 [JBH log-rank #:E]),

1.0

0.5
0.81
0.7

0.61

0.51

Probabifly of Survival

0.4‘ . . A “‘6 -
6.31 REafuE

, e
0.2 Toggm |

T e

0.7

0.01 .
HENEE e MU S B L L]

] 3 6 . ] C 12 15 18 2% 24
© Overall Survival (Months}

Number of Subjects at Risk
REIEF : : .
138 113 86 69 32 31 i5 7 Q

Fea$E 8
137 103 68 a5 30 14 7 2 [ ¢]

1 OS OHFMEATD Kaplan-Meier fifit (CA200017 %) (FEfERLSHIEHD)
‘ A .



(ERE L)

O ERHETHERER (ONO-4538-06 RER)
7o TR E ST bR EE T A UBRAAER B B/ VX IIBROERTEL -

BgEEZE (ECOG Performance Status 0 JxU8 1) 76 6l iz, A3# 3 mg/kg % 2 JEEE

PRCAERTE U, FEEEE THAEME RECIST HA K74 ¥ 11 FRIZESS

BT X B CR UL PR) 1% 19.7% (95%IEHIKR : 123~30.0%) Tholz, 728,

FRRE Lf._liﬁmzt 9.0%THoT, :

@ WHBIMMRE (CA209057 35 (N Engl ] Med 2015; 373: 1627-39)

I TRA 2EUCFREEEZE T 5 URT R IB 1/ VE T ER DR L
F#B% (BCOG Performance Status 0 B UY 1) 582§ (A58 202 ., Fe¥ kgt
290 B1) ERBIT, FEFFEAERBE LTAHN 3 mgke % 2 BREIMIECAMEHEL

2. FEFHEEE Th D 08 (MRIE [95%FHXED) %, £AIEET 12,19 [9.66~14.98]
HA. FE&EEABET9.36 [8.05~10.68] HH THY ., HAIT Ky R LK
i BB REE ST L (Y= FIE 0.73 [95.92%fEHEE R : 0.59~0, 89] p=0.0015

(&5 log-rank #7E])

10§
0.9
0.8{.
0.7
0.6
0.5

0.4-

Probability of Survival

0.3+

0.2
0.11
0.0 :
3 1 13 L) i v H E 4 13 N B 1 M i [}
1] 3 6 g 12 15 18 21 24 27
Overall Survival (Months) Co
Number of Sub;ecis at Risk -
FEi . o .
. 292 232 184 169 146 122 - 62 32 g 0
Faste 8 N
290 - 2448 184 150 111 88 34 © 10 5 o

B2 osaitlﬂﬁsﬁﬁﬁwxaplan-n_aeier&ﬁ (CA20905745%) BRI SN IER)



(PD-L1FFRE N OFMER O 2E) |

WSS IAARER (CA20901 TRRER KR U'CA209057RER) IWEAANONIZBED 5 5,
JEARRRIZ BV TPD-L1 2 %3 LGS s H e 2854 (LT, IPD-LIZEHEE| Ln
5,.) BT AESRAB LN —OREDT — X I E-3% | PD-LIRHRRNTIREFEAIZ
AT AT o T MR UCELEORRIIL T LB THo T,

EEMEICES LCh, B LA TR, PD-LIORERIZ L 59, FeX byt
B L CTAAHETOSHERTAHANPED b,
BT L EH T PD-LIBBERBI%REOBREIC R4 T e AH L IZERHEORET
Hole (TED. '

. BELGE. FRTEMEE bIT, PDLIORERI & 53, AFl0RewkS
277 A NERETCHo T,

1.0
[T
0.8
= 507
E ! Y
@ bl
s s
2o 2"
& 3
509 % Y]
<02 2 p3
02 02
5] o
oo E2 T T T T T T T T 0 oo T T T T T T T T
8 3 [ ] 12 13 18 21 b2 b2 a 3 3 9 12 1* 10 28 2 b7l
' Qverall Sunvival (Mooths) . verall Survival (Monsk
Number of Subjacts at Risk Number o Subjects at Risk
Nivolumab 3 Nevolumab 3 mgfkg )
" 108 mw:;? 7 @ 29 % 1?7 P [ 123 9% 6 ke <4 £5 F2 N 5 0
Dotelaxe] Docetaxe!
1m x4 59 5 1 30 13 s 2 L 123 102 80 61, 44 36 13 4 k] a

—— Nivolumab 3 mgAg {events ; BA123), median and 95% $1117.15 112,99, 2063}
© 2= Docelaxel (evems 1 $34123). median and 95% €12 9.00 (7.10. 10.55)
Hazard Raile (Mivolemah 3 mgig over Docetaxel) and 95% C1: 0.59 {043, C.B2)

“a= Npeolumab 3 mgohg (evects @ 771104), median and 35% C1: 1041 {220, t4.25)
=% Docstatel {events : 75101). median and 95% C1: 10.09 (2,36 11.83)
Hazard Ratio (Niwokirmah 3 mpkg over 1 and 95% C1; §.90 (0166, 1.24)

' 3 CA209057 HE O PD-L1 RHBFICO 08 DHFARTO Kaplan-Meier g
(%2 : PD-L1<1% D BEEF, HE : PD-L1Z1%D REE)




(R EEER O ERYE LEE) _
O EBEFRBIERE (ONO4538-77/CA2009LAME) - :
LR TR D EGFRER T 25 RIS B LKA & A5 T IR O SRR R AT -
FAROI/NIRIERETI0 (ARABESPEET, FREA EY ATRUTS
T B % BT (LR L OPFRES (BT, INIVOMPChemo] &1>3.,) 3614,
RHBREISSH) B HRIC. T T FTEAESTEREONARE2EHBE LT,
NIVO/IPIChemo# DR VRS RF Lz, TEHMER TH 508 (il
[95%{SHIERT]) %, NIVO/PYChemoB¥ T14.13 [13.24~16.16] H ., #HEHET10.74
[9.46~12.45] 1 A C& Y . NIVO/PUChemotk 537 5 FF 1 & & e 3MIKITH L
B EANC A B IER &R U (N — RH0.69096.71%fF KR : 0.5~0.87],p=0.0006
[ Blllog-rankf& 1), , - ' _
BB, BEREORENESETH SR, BT ONIVO/PYChemoRt & HTBIEDOSH
P— R [95%EEEM] 3. RP LR T0.65 [0.46~0.93]. JERT- L RE <0.72 [0.55
~093] Thol, | . o
© LI 360mg & 3 IMMRE. A €Y A< 7 1 mgkg % 6 BMRRR MLk 3 WM AR
B L, e, MR (BT LRSS EHRT LR RSSO bl (R R
i AIAESTF RGNS Y # 5N, FRTLEE : AVETTFURE VAT FFVRT
NARURER) B, 3EME LT IAE LT 2P IAER L, 2 V4 I AFT . AFH
BUA VU AvT % SEEHE L, '
2 1 JHAER (PR RIS AT R EOH) 1K #-5% | NIVO/IPHChemo BLRUFRER, 380
BUFAINE LT AL 2 A5 L, BT ROV, 494 7 LD RER S
AR b ¥ W L SRR L BT S L, -

L0

NIVOAPYChemoZE

o .
~J

Overnll Survival Probability
ot
o

] 5 T N L i T N LI ] k] 4
0 3 - A 15 18 21 e}
‘Number al tisk Time from Rendomization (Months)
NIVOTPIChemol¥ 361 325 Jes' 7] 230 129 46 15 1 0
*HIME. 358 . 318 259 183 - 94 39 12 9 0

B4 OSOHEAFHTOKaplan-Meier i (ONO-4538-77/CA2099LARER)
- UEfEA (L SN 4ER)
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©® Ele RIS MAERE (ONO4538-27/CA200227 FER) (N Engl J Med 2019; 381:2020-31)
(Part 12) :

(LS HEFRIGHE T PD-L1 R 1%L E)>D EGFR BEFE R RO ALK B
RO ERELT - BROHE/NHIRIESRE 793 8l (EAANBE 9 Hl2E
te, A& A Y AT LOftRES (LIT. INIVOMPL & 5,) "H#E396 ., IR
I 397 4l) ERRIC. 77 FFEA RS EFRREOH AT E? ExB & LT NIVO/IPI
BOTPHR GRS RN L, ARROZEFEE Thsd 05 (PRif [95%F -
FEERI]) . NIVO/IPI 8T 17.08 [14.95~20.07] 7 A, #HEREET 14.88 [12.71~16.72]
HATHY, NIVOIPL 51375 5 815 & L LRI LR A B R RIE
E#FR UL (~F— FH 0.79 [97.72% (58X : 0.65~0.96], p=0.0066 [B3 log-rank
®iED. _

*1 : 47 3 mgkg % 2 MMM, A €Y A7 I mghke & 6 MRIMECRMIHEL,

2 BT (R RS IR RN S bR (RELNE AR T TR
PRSI FURVBFALFEY, EREERHS : AARTFFUREL AT FFLRUAA b U
FEF) &, 3EME L FA7AL LT4YA ZAER L. #ET EEECOWTE 452
NDEFFEERBITSA B LSt FIC XL DAL D ERTREE L,

105
0.9
0.8
0.7
0.6 R

0.5 T

0.4 '//\‘ ,
0.3 e

S 1SS . TR !
0.21 s e

Overall Survival Prabability

0.14
0.01

Tt
¢ 3 6 9 12 15 I8 21 24 27 30 33 36 39 42 45

Number at risk Time from Randomization (Months)

NIVONPISE 396 341 295 264 244 212 19¢ 165 153 145 129 91 41 9 i 6 -

HHBRE 397 358 306 250 218 190 166 141 126 112 93 57 .22 6 i 0

5 0S @ Kaplan-Meier #ifi (ONO-4538-27/CA209227 7Rk Part 1)
(EfeR{L X i)



(Part 1b) :

L2 IGHE T PD-L1 RELERMN 1%k 1> EGFR BETERRER N ALK Fié
ﬁ{zﬁﬁ@ é@’@]lﬁﬂ[‘ B AT - BROHE/NMIEITESE S50 5 (AAANRE 19 HES
o, AH & 7 5 FF AR ST LR L OIS (BT, INIVO/Chemo) Z133,)
LB 177 51, NIVO/IPI 8 187 5, %tBREE 186 B) Za&ic, 7T F il St bk
HEOPHRE 52 2B L LT, NIVO/Chemo #% U NIVOPI B OH IR E 2%
B Uiz, ARBROBIKFTEH O—>Th Y BERRBRE O T2 NIVO/Chemo
B & s TRRE O S IELA YRR (Fhedl [95%IE4EK 1) 1, NIVO/Chemo BT 5.5 [4.63
~6.90] 7 A, RBBEET 470 [421~559] 5 A Tdh Y, NIVO/Chemo 51375 F 74
 FIZ AR USSHESICARRIER 2R Lic (N FEL 0.73 [97.72%(R 51

XM : 0.56~0.95]. p=0.0070 [JERI log-rank #E]), '

BB, BRWLETBRTHD ., AR5 DNIVO/Chemolt & 5t FRBEDPFSD N
— FHe [95%IE# X ] 13, R¥E LR 0.94 [0.56~1. 56] R LR T0.66 [0.49
~0.90] Thot, .

€] A 360 mg % 3 BIFNRROMLSREE 3 WM CARTE L, {4t BaE (6
kBRI R ) RSV (RN : IAETFF VRV RS TS
CRUOF ALY ERELEH : AINVRTFF ORIV AT SFURBRR ML F) &,
JMEE | 94 7L LT 494 S ARM L. ERTERHIROVTH, 4 94 2 L O35
EHBIT A b Lt FIC L B MR b ST L L, -

1.0 5':_“&
o8l %
=
:§ 08
f=3 N
@ 0.7
Zos
205
7

£ o4
503
%

5 0.2 : . ‘ .
Eoa|  XEE e L,

a'a...=',,‘ T *

0 3 6 9 12 15 18 2 24 27 30 33 36 39
Number at risk ‘Time from Randomization (Mouths) ’ ‘
NIVo/ckemoB2 177 135 73 48 37 29 19 15 10 10 7 4 1 0
s 186 121 57 22 .18 13 8 6 5 3 0.0 ‘0 0O

X 6 PFS @%ﬁ#ﬂﬁﬂ%—@ Kaplan-Meier fi% (0N0-4S38 -27/CA209227 38 Part 1b)
(eSS h=4£H. NIVO/Chemo #¥ & X FREE L DHHER)
Eie, PERHEERARENE LI ShAh Tt b DD, PD-L1 BEEN 1%REORE
I3V T NIVO/RT B & SHREED 08 ((dufE [95%{EIXM]) X, NIVO/IPIEET 17.15
[12.85~22.05] %1 A, SHEET 12.19 [9.17~1432] HATHY, NIVORLEFIT ST -
FF R % BT L BFREICT VERBEIAE R L (N — R 0.62 [95%{ KM : 048
~0.78], RIBEAVRFENTRESY) . ' '

NIVO/Chemo®t




(2]

(R _ LR
®@W%Hﬁﬁﬁ(m«m&&mﬁ%)

HEERIT 3345 61 (943%) EDH LA, FH E ORRBERATE CERVEESR
%H%mSW(@GW@wwb%hto%ﬁ##S%HL@ﬂW%HT%@&%UT%O
7z

#1 . FEBERS%LLEOBIEA (ONO-4538-053Ek)

BB RRSE Bl (%)

AR 35 7

{MedDRA/J ver,17.1} . 4 Grade Grade 3-4 Grade 5
2RItEH 24  (68.6) 2 (57 0
SR LN RS e e T e TR o
CAmm e (57 0 0
e e L T D

HOSEERRRE
PR e e B e e T e

T 2 (570 0 0

EM - 3086 0 . 0 ..

%uﬂ e S
AEMERIE 2 (57 0 0
ZEEL

T T A
n‘é’:&ﬁ;ﬂa

72n7¥/&7 /h7/z7;7atﬁm 2 57 0 ' 0
M L7 F iR ARFF—ERM 2 51 0 0
Y s SERYGRD -
DS D USERREE o
&7 N7 2 o MsE
ﬂﬁmﬁ

s ,
i ;ﬁ;&%\%m T e e
T ey
CEWSE Wemk L UHiRNES
i
SRR g 2 (57
FIEE ) , ) .2 { 57
5
2

5 (14.3)
LR B IR i { 57

cooo
oo ool

g, RVEMERREA 2 61 (5.7%) « KB4 - MEOTHI 241 (5.7%) . #ughEsE (¢
Ty - SL—SEREEE) 34 (8.6%) . ITHSREEE 2 ] (5.7%) . FIRIRESREIESE 3 4
(8.6%) . BIEHRAEEEE 1 ] (2.9%) . BEAEES (RMETHMEMERLS) 14 (2.9%)
R infusion reaction 2 Bl (5.7%) HWHbhi, £in, EEOKGEE (FRRATHERE
BB, ZTALH. BOOREY) | TEAMMEIE, | BERA, MR BEGENE,
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R - S, R S BRI b te, ARHETEERI Y
% (ERBEHERELEY) LEDRISRETT, |

OYISETFIRER (CA209017348) (N Engl J Med 2015; 373: 123-35) :

HEERIIARTE 127/131 §1 (96.9%). FE& F&/LEE 125120 (96.9%) IZBH b
v, A & ORBBIFERTETERVEFEELIL 76131 f1 (58.0%) WRD b, %
BEN 5% EOBHERIR TROLBY Thot, : |

322 BEEN 5% EORER (CAZ09017 RB)

L BERAE ) ' wfﬁ%';)
HAE :

- 131 $

(MedDRA/T ver.17.1) 4= Grade Grade 34 Grade 5

ERHEN , 7%  (58.0) 9 { 69) 0
PEIBREE . i e R e G
T
. Bl
P i AREERITORERMORIE o e B
ENE ' -
5 S
LRGBS L U
Xt S
LR ERE R I LU SR

RO : 7 { 5.3) 0 : 0

- e, MIEMEREE 6 B (4.6%) . KB c EEOTH 114 (8.4%) | R (¥
Ty« SRR 1361 (9.9%) | IHRIEREE 4 61 (3.1%) . FURNRHAERE 5 4

 (3.8%) | BT (RMEFMEERRS 441 3.1%) . BEGENE 1 (0.8%)

R Utinfusionreaction 1 ] (0.8%) R@EH B, i, EEOKEEE (FEHSEIRE

BRE. STALH, BRAES) | TRARERS, BITHRIENEE, | MERR. BE

MZS - BB, B8O B R GDLIERERD bhvidok, ARVERRERGBEE

% (BHRREEENE2AD) 2abEHERETRT. .

(FER - £ B
OEMNE DHRE (ONO-4538-06845%)
- HEERIL 7576 B (98.9%) IO L, AL DEREMRNTE TCERVWEFES
13 64/76 B (84.2%) IR biLiz, TR SULL EOBHERIRTRDO LK) Tho
7 :

1



3 RBBEHNS%L EOBIER (ONO-4538-0638)
PAT R Bl (%)
AGE 76 %l
(MedDRA/I ver.17.0) ‘ 4 Grade Grade 3-4 Grade 5
- AEHER 64  (842) 16 2.y 0 .
CPIIEEE Bl e e R
mkMﬁ?ﬁTr

Tﬁ
LD
AR
M -
?—ﬁ ﬁ%ﬁihlﬁﬂﬁWﬁmﬂ@

B :
comm J //\Ekﬁﬁ{) oo b R 5 £ S g g . sy
CRASBEONERES T e e ey
115l RIS i
AR e 7
w&%lﬁi'”

oy e

 pEemgm

[RRBIOETHERE e
Kbk ( 799 1 ( 13y 0
BB (145 @ 0
ek RS ( 33 0 (]

fds, RIEMMREAE (5.3%) . KB - BEOTHSHE (6.6%) . MHERsE (%7
e S LI ERES) 106 (13.2%)  FFASHERS S (6.6%) . AR ISHSBERE 1041 (13.2%) .
BISHEEREELA (1.3%) . BEEEE (RETEEETRSE) 46 (53%) K Ginfusion
reaction 3(l (3.9%) MED LRI, k7, BEOKEREE (REHEIRERER, £Wi
BE, SERMESE) | FERAHMENE, ERA, MR, BEMEE, M - BB
BE S BEAEBOIGRERD bR -ol. REVEREELIIEETS (ERREE
BHEal) 2EUEHERETT,

@A EIFHERER (CA209057 35%) (N EnglJ Med 2015; 373: 1627-39)
FEERITAHTE 280/287 B (97.6%). W& X-E/HE 2651268 ) (98.9%) IZFEH S

. FH L ORREEREE T RVEESESIE 199287 # (69.3%) ICRDH LK,

FIRM 5% LOBERIZ TRO L BY Thol,
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#F4 BHEEN %LU ELOBIER (CA200057 HE)

BENRSE : S fﬁ]?%( (%)
Wik | ~ - AFTE
(if?@] 171 " ' . 287 #
= 4= Grade Grade 3-4 Grade5 . -
ERUE 199 (693) 30 (103) 0

Mgtk
i ﬁ%ﬁikivﬁﬁﬂﬂwkmé
g : 0. (
(il ‘ ' 46  (16.0) 3 (1) 0
ﬁﬁ%l@%%ﬁﬁ e JEE e N
Rl
BEBRRLCEGEEEE
R
CEREBLOETHRES
F DEEE :
b . 27 ( 94) T ( 03) 0

i, MEMARE 1041 (3.5%) . KB - BEDTH 22 4] (7.7%) . ?ﬂﬂﬁl‘“i (*
T SU—IEEREE) 26 61 (9.1%) | ATHSARREE 1541 (5.2%) . FIRBSREREE 27
Bl (94%) . BHEERCE (RASHEIETRE) 760 (24%) | Bk - $81558 1 41 (0.3%)
R UF infusionreaction 8 i (2.8%) MR 5’)62"117‘1_', Fio, EEOREESE (BRHRIRE
AREE, STHE. EREES) | TEAEREEE. BITHSEEE. 1 FUERRE. L.
HEGEE, 5E5BERRGDLFRITED 6:1172;:75:0 pralg Ziiﬁll{’ﬁﬁ%ﬁﬁﬁ!il%%@%
& (RIRREERFTED) 28 DEHERERT,

(R LR R OHERT L) |
OEEHL RIS MATRE (ONO-4538-77/CA2099LA S8 :
FEHGIIAAIGEA  (NIVO/IPY/Chemo) B 355/358 #i (99.2%) ﬂﬂﬁﬁ 341/349 5
(97.7%) =B bz, AFBEA (NIVOIPYChemo) & OREBEREETEARVA
WY 322/358 B (89.9%) ITERD bhie, %ﬁmm: 5% LOBHERIZTRO LB D
THol,

F5 FEENS%UULEOBHER (ONO-4538-TT/CA2099LA BA5%)

N _ . Bt (%)
%gﬂiﬁﬁ o AFPERE (NIVO/IPL/Chemo) RE
o 358 47
(MedDRA/J ver.22.0) ‘ % Grade __ Grade 34 Grade 5
ESTE . 322 (899) 159  (444) 1 ( 03)
FE i SN ER e S e e S e
80  (223) 20 ( 56) O
35 (998) 2 (61 0

I3



Bl (%)

L FFG (NIVO/PIChoma) B
5 na 358 {5'-[]

(MedDRA/Y ver.22.0) 4 Grade Grade 3-4 Grade 5
R TL AT — 27 ( 75 0 — . 0
FRMAEEETRE - 52 (14.5) 1 { 0.3)

N
{5 32, ( 89) 0 a
T ’ _ 73 {20.4) 14 ( 39) 1
s ' 94  (263) 5 (14 0
N M "n.(131) 6 (17 0

L AEEER T OREEGORE T
iyt
PS5
253

B S T
F5= /7 /b7/x7;7—?ﬁm
717 —Egh
TARSHEUBET I/ M7 A7 =F—Elm
D3P

R R R T T

CBERRBLICEEHEGNE . o T
i : 26 (713 1 (03 0
sl ‘

. RS FURRRE BT e

L S : 19 .03 5 (19 0

CIERB LR TARRE

e ( é,'cj:j = - ,_0'8)
66  (184) ( 08)
64 (179 (

(

BRI IR L ‘ 18 ( 5.0)

1.4)
1.4)

Lh th Lo Ll
oo oo

feds, FORIRAEAERESE 74 7] (20.7%) . FREREE 5141 (14.2%) . MEECASRELMARLY S
FF—50 ] (14.0%) . FPEEBEmEE 43 i (13.4%) . KRB - NBL - EE DO THI 26
5 (7.3%) . BHERERES 25 6 (7.0%) | BEEOREESE 21 (5.9%) . BIEMEMRE
w&u&%@\mmewmmUﬁﬂ@WQ\ﬁgﬁﬁﬁgnﬁﬂﬁﬂﬁ\Tﬁﬁﬁ
REREZE 76 (2.0%) . DIEEEE 76 (2.0%) | kel (1.7%) . BER 45 (1.1%) &
VAR IS 1 4] (03%) PED LR, £, BEEFESE, LHK. HE, 1

TUBERRA . FR4. B{CAEIEEde, Megs - BOMIR, HERMERE, mMERERMEREE,
kg, S0 g, BEENDEUETLIIEED bhiho 7o, ARERRERREEEEE
% (BEREEEELSD) 280EHERELTT,

QEELFEFEMIERE (ONO-4538-27/CA209227 FAER)

(AR LAY beT LOHHAKE) .

HEHEGIAFIGH (NIVO/IPLD) B 568/576 B (98.6%) . XIFREE 554/570 B (97.2%)
WwEH LNz, AFIFEH (NIVO/IPD - & OFEFBEHEAEETERWEEERIL 442/576
B (76.7%) Wb BNz, BREEN SUULOBRHERARTRO LB Thot,
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#6 ZEEPEH S%JAJ:GD&IH’FFH (ONO-4538-27/CA209227 #& Part 1a X1} 1b)

— FlE (%)
%iﬂ;}&%ﬁ : o AFHT (NIVO/IPT) z%

| 576 bl
{MedDRAST ver.22.0) % Grade Grade 34 Grade 5
2 RITEN '

LIRS
ﬁ&ﬁ%ﬁmﬁr
$ﬁﬁ&%ﬁ?f

CEBREE : CEnER T
TH _ 9%

B 57 (99) .

Cefig i%[ﬂ*—"‘%;:tﬁ&%ﬂ!{i@:ﬁtﬁfﬂ-,;-;:5‘55:55;5}:;-:-5;1.5 T L
‘ﬂﬁjﬂm 59 (102) 8

[P

FS=L7F 3 /b?/%?:?mﬂﬂm

7 I Z—¥HEm

TARG X BET L /b7/x7:7—€ﬁm
o J““f%W '
ﬁﬁﬁﬂ
LR B LU

Lshiign -
SRR ER. MRS L ONEIRRE

s
LS L O TR R o

a7 31 (54

( 28) 0

0.2)v w

( 5
% A FHE ’ : 82 (142) 3 ( 05 0©
®5 : 98  (17.0) 9 (16 0
af:u\ﬁ;rmza% 39 ( 68 9 ( 16 0

7238, FURIRHSAEREE 115 41 (20.0%) . FFSAEREE 91 41 (15.8%) | PRI 51 41
(8.9%) . FIEMEMEE 50 6] (8.7%) . WBUBRLARIE/ X A /37 —38 # (6.6%) . BEE
DEREEE 27 6] (4.7%)  KIBK - /NG - EEOTHE 25 il (4.3%) . BHEEERE 25
il (4.3%) . infusionreaction23 il (4.0%) . TEMHSEEREE 19 6] (3.3%) . BIEHE
B 1941 (3.3%) | JF4E 13 41 (23%) | DIEREE 9 B (1.6%) | % 641 (1.0%) .
VEUBERIS 4 6 (0.7%) . BE SRS 28] (03%) . % 1A (02%) . 14
(0.2%) . fpizk - #BARZE 1 ] (0.2%) &U*—’%m‘emﬁgﬁmm (0.2%) BFEDHBRIZ,
¥, EEHENE. TR, SIS S, B kS, MRAATEGER. B,
MESE I R DAL I ER 6 Ba‘b?‘;ﬂso 7o AEHEHRBERRIIEESES (RIRREEER
At EUEHERETT,

CRH| & 5 FF BFIR BT HE L OFUARS (PDL1 K 1%KKOBLEN))
AEFRIIAFIGEA (NIVO/Chemo) B 172/172 11 (100%) . fBEEE 174/183 {5 (95.1%)
TR BT AF GF A (NIVO/Chemo) & DRFBHRATE TE RUVAFEFRIT 159172
Bl (92.4%) WCRD b, REEN %L EOBIERIITROLBY Tholk, '
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#*8 %ﬁ%ﬂs 5%EL LOBIYER (ONO-4538-27/CA209227 2RBX Part 1b)

wil (%)
#giﬁj{ 2k AH|BFH (NIVO/Chemo) #f
= irer 172 ‘l;’l]
(MedDRA/J ver 22.0) 4= Grade Grade 3-4 * Grade 5
== - 159 (92 4) 96 (55.9)
CMEBEGYLAREE e e
£ 1, 70 (40.7) (174)
FpEkEsE o 4] (13.4)
M AR S (4D

LTS

{ER

TH

s

DR

mw

‘mj]im 18 (10.3) 1. (08 0

Wy : 43 (25.0) 8 ( 4D 0

&R . 9 (5D 0 0

HEEDYAE : 10 ( 58 0 0

A 9 ( 52 0 0

-}EfJL - ( 1 0
Fﬁﬂqﬁﬁ : _ e

77——/7 / 7/ Tz { 9.3)

T I 7—Eim { 64)

FARSHEURT I ) FF A7 T —EHm 10 ( 5.8)

ity L7 5= 4800 12 { 7.0)

Rk (157

BT~ (122)

FUILEREHD (8D 9 (52
{’Q;{g-}j&;‘toﬂéﬁﬁkg

ARkEaR ( 22 7) )

CERB LR NN Fonnelniie it e St
= 5 15 ( 3. 7)
R 26 (151). 1 { 06 0

R, MHEREE 26 01 (15.1%) . BEEUBRIEE/ S A F—22 ] (12.8%) | FFHee
ek 21 61 (12.2%) . FRIREEERRSE 16 61 (9.3%) . BHRMEREE 1461 8. 1%) . M
HHEmER S (4.7%) . Kigdk - INBg - BEOTHES 6 2.9%) . DRSS 5 5
(2.9%) . infusion react10n41ﬂ (2.3%) . BEOKEREE 26 (1.2%) . D14
0.6%) . & 18 (0.6%) . | BUERK 161 (0.6%) . AT 161 (0.6%) . RIBHE
fEfEE 147 (0.6%) R UOFFIRMAZIEZFRAE 1 ] (0.6%) R D LIE, £k, EHiE ﬁi"iﬂﬁ
HE, AL, E{bEEEL, TEREMERE, Mk - fiEg, EERLKREE,
RERMEER., B, Pk, SOk, [BE Hﬂm&UE?LI{im&b bhiphoi, ZIK
Bl AN EES (BRREMEEEED) 25 0EHERE2TRT,
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[ - )

xﬁwﬂ%@%%a%%rw%ﬂmbt/~;u—ya/L;n Kﬁ3m@@(¢
H) Xid 240 mg % 2 AR TRE LILROFEFOMFEHFREPRI Shic. ToE
B AR 240 mg IS L BOBREREIX. AH 3mgkg ¥ R5 LBORGER L
 LUHERZRTEFHERELO0. ARABEITB TERENERERTWS A
- R (10mgke % 2 HRIFRTERYS) TAREHRS LBOBRBR & B L TEE
BT L THERE (FR), M2 T SROMBIZEIT 57— 2 0 H£-5% | &% 3 mg/ke
() X240 mg % 2 BRI TR Y L BOFRORER L AMEUTR ek L
OEE R ARBRISTETARBES L, YEEEIZ SV THRIRTbILER.
LREORE - AROH THMERTREMECIRARERII RV L TR Sh, 1, 9
NI BE I BT 3T — S L ESEHE LEBREBRIEETAEZRIB LT, A 3
mﬂg&ﬁﬁ%ﬁf&%)zmmgmﬁﬁﬁ%fﬁﬁ)Im%mm(kﬁﬁﬁﬁfﬁ
%)&4t)A771n@m(6ﬁﬁ%ﬁT&§)%ﬁﬁbt%®ﬁéﬁ%ﬁﬁbtf
. EREOMHT - mzwﬁﬁﬁéﬁkﬁﬁﬁﬁﬁm&mk%Méth

59 AFOEWEEAST 25

me . & Cinax Cinind14 Cavgdi4 Crooxss " Crninss - Cavgss '
{ug/mL) (pg/mL) {pg/mL) {ug/mL) {ug/mL) {ug/mL)
3 mg/kg Q2W (352 .;‘30.8) {10.17?':?4.5) ,(17.?,"333.9) (75.&31 71) (27?12,'107) (42.717,'(?27)
240 ms Q2W (51-712’?03) (15-22?54-6) (25-3::17.8) (105,5354) 41 ?5—{.:1358) (62.11[,)‘91 87)
19 mghke Q2W (14}!?;19)' (51 .sz?9.2) (79?(2'31314) (33???32) ) (Isi,l ;’13) (23%7286)

I (5%, 95%5) . Q2W : 2TETIRIRE. Cruax : DIIEITE 518 DI LLTE F BT . Crinats DB 5214

B B 3¢ BIRAEM IETIRIE, Cogais : DITH S5 14 7 B % TOFIMBFTHLE, e : EARIBICE
o 2 B P, Cuins : EHRIEIT BT 2 RIEMAB L, Cuge : EAINEITII B T T
P

¥R ﬁ:ﬁll@%ﬁl%%@ﬁé%:fwﬁum L 2 lbe—a Uk W AF 480 mg
% 438 BRI TR G UIBEEGR O Ik - A ES TR LTz BEOAA 0 M il PR 35 e
Ehic, TOFER, A 480 mg % 4 BREMRE CRE LBROERRBIC KT 2790
B AT, [Cugsl 109, ) 12, &H 240 mg % 2 BREIKIRE THE L7EED Cagss
R B e TSN (FR) . Tl F51480 mg & 4 BRERTHRS LICROE
HREIZ B SRS TEE CLF. [Crel 115, ) 1. 255 240 mg % 2 ¥R _
MR CERE LIEED Conss S L TEMAZRT & THIZN 00, ARANBEIZE
WTARERER I TWA AL - AR (10mgkg % 2 BREIERTRE) AR HRY
LT2BED Craxs & W L CIEEZRT L FHSNE (FHR) , M2 T, HEEROFEICR
T57 =2 IS E, FH| 3mgkg (BE) £70i2240mg & 2 BRI, L < 3AH
480 mg % 4 MEHETEE LEBEORRORER L G idReM @B@:‘E‘?%‘:ﬁ‘—f
T ARG UBEE SN, SRS onT CENVA R (i FEORE -
B DK CHER VRS R ERIZ AV & TR S,
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R 10 FHOFEHEEAT A—F

J‘H ?ﬁ . J:H ﬁ Cm:lx Cmilulls Ca\rgd28 Cmax,ss Cmin,ss Cavg,ss
. i (pg/mL) {ug/mL) {ug/mL) (ug/mlL) {pg/mL) {pg/mL)
; W 516 272 310 113 62.1 776
mglkg Q (35.2,70.8) | (16.5,403) | (21.2,439) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 43.7 159 . 8738 109
240mg Q2W | (511 03y | (233,50.0) | (308,609) | (102,254) | (415, 158) | (62.1,187)
145 29.7 3530 216 713 109
4BOmg QAW | 100 207 | (15.5,47.4) | (37.0,74.8) | (145,336) | (275,137 | (62.1,187)
193 99.6 116 396 214 275
10mehke QAW | (146 299y | (865,132) | (101,148) | (329,525) | (184,303) | (236,377

TR (5%47, 95%40) |« Q2W : 2 ERIRIRE, QAW : 4 SERIFIRG, Cous : SEIHS S DR LI DI,
Crinazs : $EIBES1% 28 B B 12351 DBALIITTIREL, Crgos : SIFBSH 28 A H & COTMA TR

B, Coungs * REHRMEIC 1 B BA IS PR, Conss: BRI BREMM DB, Copee : W
a4 17 B P L PR
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b sire &mn¥&t® uT®®~®®T«T%ﬁtTm£k SWTHEAT 3
R&ThHD,

@ mﬁt:oy\'c :

D1 FREO 1) ~ (5) OVThhlESTsHRTHEL,

(1) AR AT B 2 A DI SRS CERMRF IS A B LS E.
RS A IR, B BT L) |

(2) FrEMRERRE

G)%EH%%$#%ET6#AA$£%TM(#b@%ﬁ%hiﬁ% ﬁb%ﬁﬁ%
WA lE. A ADROEME TR ¥)

(4) Shelierkes ki ﬁL.ﬂ%m+%&ME12@%%m%ﬁ&ME2®m AL
IR B BT T B TER

(5) SIS S EME ORI R 5 R E 1T o To Bk

@2 MO LFFER CRERRRRE OIS I+ 72005 & BB FOER (TXO
WPRANCEYT B ER) A SEBREOAAICET AIRROBEL L LTRESL
TWAZ &,

*

s BRI 2 FOPYRHERET Lizkic 5 EMJ:(D#M“‘JE@%EEEHI%%
ToTWnWdZ &, 9, 28 Fid, BPARYERESFL L,L%%EEHE%—T—UDH{%%:
TForTnBZ L,

»  [ERISRFFEEHE 2 FOTHRHERZET LRI 4 fﬁutwﬂmﬂiﬁfﬁ%ﬁ LT3
&, 9B, 3ELER, Hﬁﬁwﬁxbﬁ%ﬁ{ﬁéﬁﬂmﬂ%ﬁﬁ%mﬁﬁiﬁfﬂg%
TNBZ L, '

@ BREAOERLERERDOEFIZONT
ERAERERICESET S FEEVEES ., R M b OMRED ., HHE - %
MR R OT R CEM%IZ 1 DIEHREL AEERIRE LLBaoWSE
BT ERHELPITONB BB S TWS = by
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@ BIfER~ORIRIZ2NT

@1 MR B4 DB ' -
MEERRESOERRRIEMATE LICERT, 24 BHBREHOT, SEHRY

IEESE RIS B T, R L AR CCABEER O CT S0RIERA 0ERIL

EREOERPE AT/ LL, BELHICHISTRRMER A E->TBZ L,

@-2 EFHEFEEIC L SAEFLMGTETHES

BABHRIZED DRI R MR CERE R T 5 ERIEEHE A {’IEFH% e
EEOIEEROAS ) —= VT 2TWERE LIEREILF TE 57— AEFEHE
SN TWDZ &, 2k, BEERICOWT, BABRE LEOFEKRILHDICFAmEhT
naHTl,

@-3 ﬁﬂ{'ﬁmo%mﬂmms LT

BMER (RMPEHRESRICI L, EREEIE, 'L‘ﬁi"i/ﬁ 4, REECANRIARAE, KB,
AggE, BEOTH, | BUBERE. BUENR. TAS, FHEEREE, T4, mibMmg
#&, FORIRBERERETE ., TEAEEEE, MREE. BEE. RITRES, kM, BEEOK
REEE, R ZERSE, infusion reaction, E%&Iﬁl?&l‘ﬁ « MEREEIERRE. L.
Beds. BEDOFRERG, WISREME, LEEE (LEMNS) - @ﬂlﬁ DB EHIFMTRRZE) |
BB, ML) R LT, MALHERR Réiﬂﬁﬁﬁﬁiﬁﬁﬁﬁﬂ)gmﬁéﬁ’é‘éﬁﬁm&@%
L (RUER OBECHSICE L TENRURE 2T Bﬂ’bézkﬁ:@\_?é)é &), Ebi
BEIRMERTE HEHPE-TNE I L,
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5. BRERFRLRDBE
(AP BEY 2HIH]

o)

ﬁﬁmﬁm&gﬁ?ﬂm%%kkmfﬁﬂﬁ#ﬁ&éﬂfm6

- TIFFHRA %:ﬁﬂ:rﬂ:aw%%ﬁ%?ﬁ?é@]%?ﬁ‘éf;ma H/WVHINITEREDOR
S bprERE

. 77%Tiﬁ%ﬁﬁm%ﬁﬁﬁ%ﬁﬁém%T%EMBEWN%KHﬁ%mﬁ
RV LR ERE

BB, R TEGFREE T AR X ALK A T R TR A BV T,

JFAI 2 L-TEGFRTF &2 F 30 % — ¥ EH UTALKF 1 % 2 % —ERER O

?%ﬁﬁ%ﬁ¢éﬁﬁo

$ﬂ®m®ﬁﬁEﬁ%ﬂ&@ﬁﬁ&%ﬁ?ﬁ@%%hkwrﬁﬁﬁﬁﬁénfwé

¢ APY AT ROTIFHERESDEEEE (BELEE :: AIARTIFv

RO EFEL, ERELRE  IARTSFUORIBLATTF RO
A RLFER) LIRS  LEREEOR, EGFR BETFERRERV
ALK A BEFRAEOTIRTERET - §ROIE/IMAFIE SRS

« ABY AT EOGARE (LEFEEROR, EGFR B FERBER T ALK
A BETFREOMBRREERELT - BROI/NIIR R EE

. FSFREIESTMEERE (BELRE  IARTSFURIEVATSIFY

BOF Ly, ERELRE  INVRTFF oIV AT ITF U RUAA
MLt K) & OPRIEE.  (L3FRmEO 2V, PD-L1 BN 1%:K0D
EGFR BETERBYR U ALK @ &8 R FIEEOUIRTREREST « BREOHA
B | - ' - o

* RFOBWEEE LT, BF4 : PD-LLIHC 28-8 pharmDx 1521 ] BKBESH TN S,

FRICHES T B3/ MK B ICX S B AR OB 5K G F IOV TR,
FE ORI ShTB BT, FFOBGERE 2L,

. W%ﬁ%ﬁ&iﬁf%ﬁﬂ@ﬁ@&%&@@m#ﬁﬁﬁﬁﬁe@ﬁﬁ&%
o CEREREO RV ERE TR B AF OBk |

. @TiﬂmﬁﬂﬁﬁTéhfwﬁwﬁmfﬁﬁﬁﬁﬂk@W%&%

{EEEERED 2V HIBRR R R ST - BROENMIAFEREITRBNT, A€V A<
7L OO ST A AR IER RV B2 LB BEIBV TR, AL
AEY heT L OWRREEERT_ETHD, £z, 4 E)ASTRUTSTFF
BHEETL SRR (RELEE  AVRTSFURUAZY L, FRTL
B AARTSF VIV AT I FUROARA P LFe N) L oSS
DRRMIEER RN EEBEZLBNIBE LBV UL, RElLA B AT RUT T
FFRH Sl L OfHHES., PDL1 RBEED 1%KWIOA Y AvT
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Kﬁﬂ‘?éﬂ@*ﬁi:!ﬁnﬁgﬁgfb)é.& %7?’. Eﬂ"bé%\%‘llﬁl{\-’cpi\ zlgﬁijkj’:)—’?’“f@éﬁu%
bRy (RELEE  IVRSSFU AT I F VRS AL FE Y,
HEEE LR ILETFTFUNEVATSFURUAA hLFE F) & OfHHE
5REETHILNTED, BB, AMOBE I TE, IEBERT A K74
v (AXIERSR 23845 L &0

® MEZEIA RS54y (AEAMEBERSR) -H.:Blr"('\ ECOG Performance Status 0~1
DT 75 UL L ORFE LRI, Xi% ECOG Performance Status 2 #2 DBEH T, #
3 HAHER (FEX X% OBFRSHAEINLTRY, 77 FFHE 0K
FfEREIEWDER AW — 208 h 5, ZOBE. (b REEYE T8
BRAKETRHELT - BROIEPHIEREICBWT, 77 FFRAORERERRL &
L 3 HATUEAEN COBRREL FT 3 AZ BV TH, AROBRMEE 42K
T& 5,

® 77T AR ST LEREREEE T 2 ORTERRET - BROENERNESE
Wxrd 2 AA OB 513 B IARER (CA20901 7308k f UFCA209057:88k) i
BT, RPLEFRUERE LEEOWTROBHFITINTS M FEARIC
*t L CERMMERREE SN TV B, 727 L, FRELBEOBE T, PD-LIFSRIC
X O AEPEOEMBRRREZ EBRFEINIFERBEFELNTNEZ LD, HFFEE
 EEBEOBEICEWTHEPD-LIRER LR L L CRAORE v EOHEE TS
TEMEE LY, ' '
PDL1 BERER 1%RETHB C & BHRSNIHRT ERLBBE IR TIL,
. JRAl NE# S S0RFLAOFEEEENORS 2ELT 5, &
« ARAYB) AT (EETFHRRL) Oo=4rBEE (K554  PD-L1IHC
iﬂﬁmmﬂk|?ﬁJ)Kibmmn%ﬁ%%ﬁ%bt#ﬁﬁt&ﬁ@%%

WD G 2E, TR A T4 v (ARMEESE) KRWT, F74 5 SETERAREER DD
DECOG Performance Status 0~1 %2 ¢ 75 5Ll FOFRT EF#E, XIZ@ECOG Performance Status 2. 2 gyl
HTH, B3 HAHEA (FEsstay) olFEERE I TEY ., 20X 5 20T, gl
EEhc AT A EFEIIMNER LB EEL LN,

() gCOG @ Performance Status (PS) : '

Score | EIE

0 | 2 PR BMTE b, ML R C A S S < 7 B,

AEENCE LWEEI IR S h D05, JMTHHET, BIEECH - TOMERITI 28T 5D,

U s i, ossies

AT CHSOH O D O 2 M T T THEZAERRTE &Yy, B0 50%E 1 iE~y FATRIT,

Rohi-Bhangonmbol b LikeEily, AP0 0% L2y FaFFClRIT,

FS LY P ]

ZLETRY. QROOHOAN O LERETERY, B2y PR TRIT,

@) g L, OISR ORI ST, BE, HERE YT A T Lo, Hk LE L R
BRHEMOREGBENNR b 25, REIESE AR LI Sk BE GEEBIR) oW TIRZOMRY
Trew, :
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i

ThoT, AFIOBWE (554 : PD-LI IHC 28-8 pharmDx [#=] ) KL 5
ﬁﬁﬁmm%t%ALu‘uTmim%%%%mﬁﬂmﬁ%mﬂﬁéﬁﬁf%
B, ' :
SCHRE)

P Marianne J. Ratcliffe et al. Clin Cancer Res, 2017; 23: 3585-91

« . Ming S. Tsao et al. : J Thorac. Oncol. 2018; 13: 1302-11

[zrélﬂ_ﬁﬂ?z@ﬁ]

® _Méfé%%homfmxﬂmﬁﬁmmm&énfmé Eb, BEELT
:b?‘;b\" L,
J *ﬂmﬁ%uﬂbﬁ@ﬁw%ﬁﬁmbééﬁ

@ TRERTOFMICIE erﬂKﬁé?é*%howfm:xﬂmﬁém%ﬁéﬂtw
A, hOBFERERRVEAICRY, ERXAREZHEATIZLEBETES,
. ﬁﬁ&%ﬁﬁwAﬁxm%ﬁw%éﬁﬁ _
o IEEGRE CREY bé$%&0ﬁ®&@ﬁ%ﬁ%ﬁﬁ%ﬁ%ﬁ%&
3 %@%k&rﬁzmma6n5$%
. EE%FV*wAﬁ.KHE&%&%L(ﬁﬁ%ﬁmﬁﬁﬁﬁﬁ$®%ﬁﬁw
_ homE *
. ERLERE GLBMRBHEEEZED) ObSRE
o REOBLNIIEEEETAIESE
+  ECOG Performance Status 3-4 %0 D
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6. BETBLTHETRETH

O EHMAEECML, SRS PRI 2 BRI D & AR OFFER O ERE
Aolbi MERMERZTHIEAELTHLERATAZ L,

@ BERBICESI D, BEXNIFOFRBICEIEREREEZ+-SHA L, FEEE
ThbEETBZ L, o

@ FIFFHHE S EREREE T AIERE EEEICB VT, PD-L] BHEY
MR L7 ETAHOBEMBE G ORI S5 Z EAEE LS, PD-L1 HEHEH
FERTERWESIZE, FROHEAOEE ZEIcH Lz ETikEET a2z L,

@ ERBWERADI VAL MeonT

- HEMREARHODNDLZ ERHDHOT, KHDOREIZHI- T, BRI

W (RS, Wk, REE) ORREKUIE X SRECEKS, BEr1s
CATS T &, $ie. MBI CTHE CT. Mig~—b—S0R&E2EET 5
ZE, ‘ :
KH| OB EIIEED infusion reaction 144 TRAMIZ+SRMEDTE D3
2T oiz L TCRIET DI &, £, 2 BB LA OA&EE 5852 infusion reaction
RHBbRo I bhD0T, SR UESHEEHRTHIZ AL F A A
YERET B, BEOREZ HHICBERT 52 L, 423, infusionreaction %
REUEBEAIL. £ TORBERVERNESCEET 3 CREL OB
+Bz L, | -
FURISAEIEE, FTRABEBERVAIBEERD DN LRHBZDT,
AH O 5-BIRERT R UR 5-41  i E RO IS NS AR IR EE (TSH, 78 T3,
#eHE T4, ACTH. M =aAF Y/ —LEDRE) 2EMHTDI L,
AFOBEIZE Y | BEORERNCREAT 3 L 2 bh bk ip i amtE
BhHobhdZ L Rbsd, REAEDONEAIE, RELEFRIE UL
BEFA e b R R IO BT & EE L O AR BRI 21TV B O RE
BRI X BEWER DR b 2 BAITiE. ARIOKRIE Xk, RUBIBRE R
NELHIDBREERERTS D L, 2B, BIBKERLVELOREIR L VEIfE
H OMERBD SRRWEAIE, BIBRERAE VLS ORI A 0B
LEET B, ' |

BERTH. SCEM» LB AER L THLEHERSRET 522 L R B0,
AFOREHETHIC HEHERORBICA ST EET 3.

1 USRS (BUE | AERF ST Bhbbh, BREES hT Y R—U R
KEAZERHDOT, OB, Bl EHEOERORIL MFFHED LF7 Izt
NEETAE, | HERARGEDAESEREEDIL, 1R 8
ROBEEOBEERABEZITI Z &,

BIERFZ., RS, FHSiEEE, Ik, BLtHEEARLLbRE T LBH D
DT, EHICIFSEREL TV, BAFORES-SICBETI DL,
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® FHOERRBRIZBNT, chDéM’ /ﬁ"(‘ﬁx)ﬂi@&ﬁﬁ%’fﬁo’ﬂ\t_ é:%i% v
i, ARG TR ERRE CHROMRET ) 2 L, '
. ONO-4538-05 SRER J U} ONO-4538-06 3454 : 6 B L
.+ CA200017 SRERR U CA209057 3Bk : 5504476 9 M. 0%, BEEHEHH
VARV 6 BRI &, Bl 12 R & ‘ o
o ONO-4538-77/CA2099LA B % 1 ONO-4538-27/CA209227 F5h : B 5BEEAN &
4ERTIX 6 BRI &, ERLBRIE 12 BRI
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BLRGHEIRARIE B (Stevens - Johnson JEMREY) , M EAERBIRITE (Lyell SEERE) . ZIATHE
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1. HL®HIZ

EES OFE - BEMOFEROIDIZIE, BASESICESWEEEARERHRRD
b, b, IFFEOREFHMOERICL Y, EEERS R FOEFMFRERE
FEELPERBENLF T, TRODEEKLFRICHERBEFCRIT I L B
ML 2o THEY BEHEEE L WEOIA LS 2016 (KGR 28 4£ 6 A 2 B B#EEE)
BN Th, EFMEERSEOFEROREHEZKZ - L L a3 TS,

%?iﬁf’ﬁﬁﬁ%%)fﬂiﬁeun ik, ERERSREE T 0 7 v A AREFOEEE L 67)4\_&
RBEBDHD, ZOID, FHERVCESMIZETS Iﬁ%ﬁ?)“f‘"ﬁﬁ’i‘é FTORM,
UHERLEOBEZMZT DI LPHHINLBHEITH LTERT S L L b, AlE
ANRRE U BB ER IS % L D 2 L B WHER—EO B i T ERRE oA
THZENREETHS, ,

LERoT, KHA l‘ FA TR, FARERSD hi'ﬂ:ﬁ%ﬂfb%’;@%%?% .
HENRMICESE LTOEERORERERZHEET 2B A0 D NEREMS, »‘%7‘@
FRUEBESFEERT,

R, 2I:;f:f A4 R4 i, Zﬂajﬁﬂtﬁ)\liﬁjénulgﬁﬁéﬁ%#‘*%ﬁ% NiEAEEE AN B AR
BRI —ARAEEIE A B AR L R OAZEHEIE A B A REES O
D EFER LT,

ﬁ%&&é@%&;ﬁfy—fﬁﬁ%&mmgjﬁ?—fﬁﬁ%&mm@\ﬁfy
—RETEERE 120 mg, A7 VR AT 240 mg (k4 -
AN=7 (BTFHEZ))

SREDAPREEDE - BEHEEAR _ .

HEERAMERUAR @B, A=A <7 (B TEfz) & LT, 1[5 240mg
# 2 WX 1 [E 480 mg # 4 BEMRE TREHET 5, &«
L, BEEaARIC BT A WERHEDFEEOSEIT, R5HMRIIX 12
TAMETET S,
RIEUIBRAELEEEAEIIG L TA Y'Y AvT (BEFEIR
z) BT HEENE. #BFE. A= <7 (Ex7Ak
%) L LT, 1[E80mg % 3 BRMIT 4 EARRET 5, 20
%, =RL<7 (BEFEEZ) & LT, 1 H 240 mg % 2 HA
AR 1 JE] 480 mg % 4 R RAIME CAREEET 3,

B R OE R )NFRETESRNSHT

(BE)

EMEAREIZET S v — R A ST SOmg(—R4E A ¥ A7 (BiEFHRZ))

OPREX TR, RERUHE

h e X ik b B IRIAUIRRRE AR RN R ARE

RERUCHE: & BAKZAEYY A=Y @EFERL) & LT1E 3 mgks

(fFHE) % 3 AMMART4 BEEESHET S, 28, hobiEEEE
H &EBEATIEAE. =R <7 GREE THEZ) L ERTB 2 &,




2. AEIOKE, ERER
A DR R TE 20 mg, [FLAIEHHEE 100 mg. [ ATEHTE 120 mg ROl S
240 mg (—iR4% : =R~ 7 GREFERZ), BT, TE&H] &v5,) ik, NEFER
TEBRAHE AL Ly 7 R T VR v ¥ —R R AT (BMS) ) #
Bg% L7t b PD-1 (Programmed cell death-l) R A Fﬁ! IsG4 & /) 7 v —F Lk
ThB,

PD-1 I, ?ﬁi{h L7z /z\’ﬁj% (T $ij2. B fﬁﬂ@&t}*}“?n F% T —Tfilg) BRUE
BRI RRTHCD2 77 I U — (T ffﬂiﬂﬂwﬁﬁ{h%ﬁ%%kﬁkﬁk‘rﬁﬂ{ﬁﬂ@‘éﬁa\
I BT AR TS, PD-1 BRI RS T 5 PD-1 Y #2 I (PD-LL
BROPDL2) &AL, U v SBRICHME S 7T A R{EE L TY o SBROEEEREE
BIZFALI LT3, PD-1 U A FIZFIEESRAMLSMC b b 04 RIEEERICRE
L LTRY, EREAHESBRENCUR LAEEESICEITS PD-L1 ORH LIFROLTTF
IR L ORI AOHBEREMENH B 2 & ABE ST W3 (Cancer 2010; 116: 1757-66),
T, EAER IR TR T MEREET B4 L5 —7 = 0 H o~ (FN-)
IZ Lo T PDL1 ORBERHFE SN, &8 LEEHEBICHT 5 PD-LI OB LR
AFEHR L ORICEORBEMEGRYEH S L OBMESHD (Sci Transl Med 2012; 28: 127-37),,
& 5IT, PD-L1 AR S EBAMILE, HUFAFRM CDS BE T MEOMEEE
 EMEFEES AW A, Hi PD-L1 HUAT PD-1 & PD-L] & OEBEREET S L 04
EEEESEET S I LARENTVS, HOZ A5 PD-UPD-1 U A FERIE, 38
AHREAHRSERNS T s boRBEERERT 2HFO—2 L LTELLNTYY
D : ‘ :

AL, SEERBR O RA B PD-1 ORBASMRIL (PD-1 U > FREEHRIR) IKREE L.
PD-1 & PD-1 YW NEDEARMET B LICL Y, BATESRNZ T MIRORE
ﬁm&uw&&@kﬁTéﬁﬂ%gﬁﬁ%%ﬁﬁé &rﬁﬁ%&ﬁ@%ﬂ%%T¢
L ZEBERINRTWS,

FHRIDIERIEFIC RS GBEORERIGIC X DREERER S b b, BRI
BRSNS D, ARIORSFRORSHICE, BEOBEL AT, RESR
B BRICH AL, FB LI BSITIE Ul PR & SRR OB & 8 LUl
GRERIRBM 21TV BEORESURIC & BEIERNRDN S BAII, BIRELERL
EVHIOR SO RMERT > BEXD B,



3. HESRALE o |
TR ORI TR 217 > 7o ERERRROSREE TS,

[H %]
OEWNE DFERER (ONO-4538-02 FER)

NPy (LA, IDTIC] & 5,) I L B LEFEE 2 AT R GYIERAAE/A
/W SRR OEMBAERE (ECOG Performance Status 0 & T8 1) 35 il & 541z,
AH 2 mg/kg % 3 WRIRPRCREEE L, FEFEER THhIE3H (RECIST H1

FZA 2 11 I E S RRfEIR LB CR Xid PR) 11 22.9% (S0%IEHERR] : 13.4~
36.2%) Th-oTo, 0B, FEURE LB 125% Th» 7, '

@EASI *aa"s'i& (ONO-4538-08 7RER)

{t%ﬁﬁiﬁﬁo)m?“@]ﬁ*Tﬁ‘étﬁmﬁﬁ/wﬁﬁlG:tﬁ%a)ﬁﬁiﬁﬁi'%% (ECOG
Performance Status 0 2 U 1) 24 & 3812, A 3 mg/kg % 2 3 [ FIFR CARigsiE L,
FEAAR THDHEE (RECIST HA FFA4 2 11 RIZES hIEIC LS CR
XL PR) X 29.2% (90%IETEXME] : 16.7~45.9%) Th-oi-, 2B, FaNREL-HE
Bi% 6.0% Tdholr, '

@B MAARER (CA209066 &R

vraf = 7 AREY 4 VABBGTFESFRT RS BL (LIT. IBRAF] Ev3,) V600
ERORW LB ERBEORBUBAERIYM/ VX IEROEEHEQERE

(ECOG Performance Status 0 & U 1) 418 41 (A<HIB¥ 210 4, DTIC B 208 ) % *H&ic,
DTIC %%t L& LTAK] 3 mgkeg & 2 HWER CABRFELEZ L EOFIMRUERLE
PRt L, TEFMER THE2AFHE CLT. Tos] &w3,) (PR{E [95%E
XM OF ST RE. FAEHE NE' [NE~NE] & A, DTIC #T 10.84 [9.33~
12.09] #ACHY, FENE DTIC I2H LK FIICERRER R UL (P — ik
0.42 [99.79%{SHEX M : 0.25~0.73], p<0.0001 [/BH log-rank M7=, 201446 24 H -
F—B Y FET), o
LR GUF. AR



1.0
Cooed e, A AR
0.5 g, el FHNISTE
0.7- .‘ : - _ AN s bttt
, EO.S- GLN
g 0.5
0.4+ B owg,
0.3 _ : &
024 ' bo
01+
R ¥
0 3 6 g 12 15 18
at risk3% | £7FHM(A) -
AKIEE 210 185 150 105 45 8 0
 HHILINVER 208 177 123 82 22 3 -0

K1 OS ? Kaplan-Meier i (CA209066 %)

@Y EMARER (CA209037 #BR) ? ,
A E) b RETHEHEZ) BT, [ EYLwT) £10D,) Xk BRAF HEA
AU LEREER AT AMBORFELALY/ VEXIBROEERAERS
(ECOG Performance Status 0 %2 U8 1) 405 5l (RFIBE 272 41, {b#fREE (DTIC XdH v
RIFGFL A Y F 5N L OB BE133 5] BXEUT, LEHELIRE LTK
#1 3 mg/kg % 2 WRIRIRG CATTHE L & & OBFPHRURESHEHH L, EEFHA
FETHBHEYER RECIST HA FT4 > 11 ffzE3< pifEiz L5 CR X PR)
IZOWT ARSI S SNERAD 120 Pl MR RER & LT 217 - iR,
ABBET 31.7% (OSUEHARH : 23.5~40.8%., 2014423 § 10 AF—FH v b47) T
%otoRB\?WK%%$®E@H%$LTM&%otE%5~O®i¥ﬂﬁﬁﬁﬁ
5% 08 (TRE [95%EREA]) oWT 182 FldA <> b (FEE) e T IR
BT T RER, FABET 1547 [1239~NE] VA {LFHIEHT 13.67 [11.50~NE] &
AThY ., AANMEEREICH LB EAREERERERER P07 (NF—FE
0.93 [95%fEHEX R : 0.68~1.26], p=0.6299 [JE3 log-rank #i%E]. 2014411 J 12 AT
—& 7w hFT), . '



OEPE DERER (ONO-4538-17 FRER)

L EFRBRBFEORIGURTER MY/ VAR EIFROTHERAERE (BECOG
Performance Status 0 T8 1) 30 & 3&ic, FHE A Y A=T72608 CLIF. EH
+A BV AT WD) BELE, TEEEATHBENE (RECIST H4 k7
s oA 2 LRI B IR K B CR X PR) i 33.3% (95%{E #IX M 1 17.3~52.8%)

Thot, 6. FACRE LEBEIX 238%Th o7,

* A 1mgkg (KE) 2o ) Aw7 Imgke ((KH) ZEHIC 3 BIMRRT 4 BLAREHE L%,
A 3 mglkg (FRIR) 2 2 SHRIRING C &M L, OFREEMEC TR, AH ERANEE L.
A4 BV AwTRAAORSHET D 30 S LoRREEBWTERSE 2B LE,

OUESMETERE (CA209067 BRB) |
L3Ptk TR DR IGOIR 82 R LA/ IV DB AJEAEH (ECOG Performance
Status 0 L T8 1) 945 il (FFI+A VU AT 314 F, AHIBE316H], AV AT
BE315 ) BRI, 4 €V A TREERBE LTAH A £ Ae T RERUAKHA
B 5 OFSMERUELMEE R U, ZEFMEH TH 5 08 (FRE[95%EHER D
DR AT R, K&+ €Y A= 7ETNE [NE~NE] » A, AR TNE [29.08
~NE] # A, A U Aw7HT19.98 [17.08~2461]1 D HTHY . FH+A VY hvT
BERUFHABEELA ) A7 E5II3 LRHZERICEERIER 2R Uiz GBF -+
B Y A TG ~P— R 0.5 [98%FIEIKRA] : 0.42~0.72], p<0.0001 [F&R! log-rank
BE] ARERE : NP — FE 0.63 [98%{SHEREM] : 0. 4s~o 81]. p<0.0001 [j&H! log-ra.nk

BME]. 0168 A1ATF—FH v A7),

*: A 1 mgikg ((KE) &A VY A7 3mgke (KE) 2R RT3 BAEFRT4 IEIHﬁ?ﬁ”frztt Lk,
A 3 mg/kg (KE) % 2 BHBRCAERE L. SFRESECBVW TR, FAZENCES
L. A Y AT RAFIOHELSET 25 30 FLLLOMBEZ BV CTREZ RN LI,

1.0 55
0] EN
0.8 TR
0.7 ] h'T‘-\‘_ S
& 063 ‘h"“.-.,_ﬁ Nsincss. VORI
# 0.5 i i
4 | e ——ao
041 e FF+SEVLTTR 0‘%
0.3 A AR . @
0.2 -G AEVATTEH
0.1 *, ARTO : 181y
0‘0 . L] L) T L] T L) L] T T L) T 1
0 3 6 9 12 15 18 24 24 2f 30 33 36 39
at risk® S0 ()
FHFACOLYIE 314 282 265 247 226 221 209 200 198 192 170 49 7 0
FMEE 316 282 265 244 230 213 201 191 81 175 157 55 3
A LT 315 285 254 228 205 182 164 149 136 128 104 34 4 [¢]

2 OS @ Kaplan-Meier Bt (CA209067 30%)



B, #EJ“@JI&%T Mk B A IERYE E R RICAH A Y R e
Ltﬁ%%lﬁﬁ%(@uwmmﬁﬁ)@:m—bshkﬁéﬁﬂ¢wmmmw“mog
HETIES< CR XL PR) 13, {LAERTERIGHAE © 46.4% (13/28 B, OS%{RHURME :
27.5~66.1%) . {LEEFEIEILIATAE T 38.5% (5/13 B, 95%IRIEM : 13.9~68.4%) T
Hot,

(PD-L1 HIRRINBOF MR U att)
- EABIARER (CA209067RFR) IZMA AN BEOTF —FIck-3& | IEEHER
BV TPD-LI A R L ES M S 354 (BUF, PDLIFERE] Ln5,) Bl
VEERENC IR & 1T > A IMER VR EEDRERIIUT O L BY ThoTe,

A B LT, PD-LIBEEAR 1% (PD-LI<1%) OBEFHEM L il L T1%8L
- (PDL1Z1%) DEELERTA ) A7 O LREHEMEVVERDTES L (FR),
. AF+A D A'?'?'#G)zrélﬁ'fﬂ 7 5 A JVZPD-LI<1%DBEEM ¢ PD-L1=

1%DBELEFCRETH - T,
PO-L1RIEL %5 ) PD-LISEREA6LL E
1.0 . - 1.0
0_,5 0:9
X} 08

o7
X: ]

07
08

& L]
E o5 e g 05
: S ) S
011 g FmHCEULYIR e 84 se ML IY ()
031 A mi G 03 Al amm . I
02} O sEYLIIR 021 B AEYLTIW
04 «LAETUO - iTRY : 0.1 = ARUO : 1141y
ae v ™ g . D.Ol T l.l-l T T T T SR T
o 4 & 98 @2 5 @ 21 2 27 30 33 3@ 39 9 3 6 & 12 15 18 21 24 21} 3. 8
alriski Hmm () LrizkRy MM (H)
FMIEULTIR 123 113 102 91 B2 B2 T8 T4 T4 T2 86 1B 4 D ZMEULEFIE 155 184 132 127 1@ 112 105 102 0t 99 85 2T 3
FMIE 11T 103 86 TG 73 65 62 59 57 55 50 W 2 0 FMHM 171 165 158 B 139 1M 122 MY 12 0e W B 1
EULYYE 03 98 &7 T 7 81 5 50 44 43 32 10t 0 APyAYIR- 164 155 138 128 115 102 89 83 T M &4 21 2

E3 CA209067 XD PD-L1 HBEF|TD 08 ® Kaplan-Meier Hiikt
(ZH : PD-L1<1%DEEEH. HE : PD-L121%0EERH)



OE R H?Mﬁﬁﬂﬁ (0N04538-21/CA2092387.—;L%)

SeAEIERE O b/ B/ IVET OEMERARESRE 006 ] (HANESE 28 %’.—;ﬁr A
453 B, A ¥V =T (EiEFHEERZ) #4530 2B, 1Y AT EHRBELT
47 3 m/kg % 2 BREIRRECARME L & & OFMERUR SRS Ui, L3I0
T T B EERATEEIN (hRil [95%(EMRR1 ) OHMARIAS ST, FABT NE

[NE~NE] #H. A ) AT TNE [16.56~NE] ZHTHY. FHZA ) b=
ICH U EIC B RER 2T L (N — FH 0.65 [97.56% S 8IK R : 0.51~0.83] .
p<0.0001 [JEB logrank BE]. 201746 A 12 BF—F B v +47)

. * : AICC {American Joint Committee on Cancer) JRRISE] (85 770 12353 < 3543,

R Ty :
0.9 ' —A— KRR
; —G— AEVLTTR

5

0.81

0.71

0.6

0.51

0.41

i St H o B

0,34

0.2

0.14

ﬂ'ol‘ , T t - '] o - ‘, 2 T - - ] - t 0 1 - o T - -
0 3 6 9 12 15 18 21 24 27
at risk¥ EEREFHEGD
AP 453 399 353 332 311 291 249 71 5 0
ACYLTTE 453 364 314 269 252 225 184 56 2 0

X4 EFEIFEAFHBO Kaplan-Meier Hifi (0N0-4538-21/CA209238 RED)
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@@W%Hﬁﬁ%(@m4ﬁunﬁﬁ)

HEFRITLH (100%) ICBD LI, ziiﬁu b @lﬁ%ﬁéﬁ? 7:»% ETERVWAEERT
mnsm(%mmlebﬁnto%ﬁ¢m5%utmm¢mMTiwakwrhoto

§1 FEREHN s%uj:mﬁuf’ﬁm {ONO-4538-02 a&)

LT 4335 % (%)

JLAEE 35§l

{McdDRA/J ver.16.0) £ Grade Grade 34 Grade 3
2RI 0

30. (857) 9 (25.7)

EROIEE SRl
m#tllﬁlw‘a{&‘lfﬁ _ . 5 (14 3)

& ﬁﬂgfﬁi SR h e e Nt
T 4 (11.4)
Wiy ‘ 2 (5M

L ARNE ) N ——

~-f£§¥$¥foxvﬁ$fﬁir®ﬁﬁt R
BT 5 (143) 0 0
4&‘:-‘:1‘@ ' 2 (5.7 0 ‘ 0

0 0

§§?¢t 3 (8.6) ‘

4 {114 1 (2.9} 0

AST Km 5 {(14.3) 2 (5.7} 0
BT AT I 2 (5.7 ¢ 0
IR CK 5 (143 3 (8.6) 0
I 7 LT F =28 2 {57 0 0
M7 R ok 2 (57 ) 0
17 LDH 8350 5 (14.3) 1 (29) 0
M TSH 34> 3 (86) ] 0
It TSH §m 7 (200} 0 0
CRP g 5 (14.3) 1 (2.9) a
LFREERG N - 4 (11.4) 0 0
v-GTP {10 4 (114} - 4 (114) 0
i 1o i 2 (5.7 0 0
~EH ol g 3 (86) 1 (29) 0
0 e SEREGHE 5 (14.3) 1 (2.9) 0
FFH R 2 (5.7} 1 {2.9) 0
BT T 2 (5.7) 8 0
Bit0 N1 = = 2 (5.7} 1 (29) 0
FRIMEREEL 2 (5.7) 1 29 0
A ek EDE 2 & (17.1) ] 0
ERE T3 H5 2 (5.7 0 0
EEE T3 M 8 (229) ] 0
BHEE T4 B 6 (17.1) 0 )
SBEE TA YN 2 (5.7 0 ¢
Y o FRTHM 3 (8.6) 0 ¢
L ALP M 5(143) 1 {29) 0
HUHEHR BT Akt . : 3 (8.6) 0 ]
A= — T2 — K0 2 (5.7 0 0
ighethattin 2 (5.7 0 0
Y—ZrFyrrFars /k\‘-mn 4 {114 0 0
I CK ¥ 2 (5.7) 0 0

CRAMABRLITESMME T e
R 2 (5.7)

AR
BRE R .
AR YA A o 27 0 0



L= PR HIE (%)

HAFR . 354
(MedDRA/T ver.16.0) sy Gmdc Grade 3-4 Grade 5
s R OB bmﬁ ------------ T i

HEE 6 (171) ] i}

% IR . 11 (31.4) 0 .0

Bz 2 .7 0 o

BEIR BRI T8 ) 2 (5.7) 0 i}

HriRtEBoE 2 (57 ] )

0 0

VERG e - 4 (11.4)

2B, MEEMEE 16 29%) . KIEX - BEEOTHILF (2.9%) . #HREEE 4 4
(11.4%) . FFHEREREs 5 61 (14.3%) . BEEREE 26 (5.7%) . HRIREERES 8 Fi
(22.9%) . BIBEE 16 29%) . BEOREEE 14 (29%) RUHEE DL 14
(Q.9%) BBRBBRE, Hin, FEMBHERE, infusion reaction, 1 BIRERR, Tk,
ESEMGEETIE. MM - Bilge, D%, Mg, STZe. BUSRTRMIERE/ S AF— RO
S i/ MR BRI D b o fo, AREARBRIIZEEES (BERE
ERFEEZEL) 2B 0EMERETRT

Q@ENFE TS (ONO-4538-08 FER)

HEWRIT 2224 B (91.7%) ITRd b, A& OEBEGATE TSR HEH
i3 18/24 B (75.0%) RS bivic, RBLERN SHEA LORBERIITRO LBY THo
prol '

%2 SEE 5%LL LOBHER (ONO4538-08 BAEY

BEMASHE Hi¥k %)

s 24 {7

{McdDRA/J ver.18.0) 4= Grade Grade 34 " Grade 5
ﬁ*muﬂ-ﬁﬁ _ 7 _ 18 (75.0) 2 (83) 0

"m&%‘ Hﬁﬁlsﬁa:tﬁﬁ;‘tlﬁ%
iR

2 (83)

{ &Iﬁiﬁi U&—Fﬁim% i .Z 'Z B et 5 AR T DS N T R e T SR Y ZVE Caiin i ane
HBE 5 (20 8) 0 0
£ 5 R BN 5 (20.8) 0 0

. BB 2 {83) 0 0

B, KB4k EEOTHI 2 4] (8.3%) . FHEEEREE 1 #l (4.2%) . TEEBERE
1] (4.2%) ROUERBMSIERE 76 (29.2%) NI, . BEMZRE,
WHRIEE (¥ T AL ERREE) | BEERE (RETREEEAS) | RITBKE,

10



infusion reaction, 1 BI¥ERRA, EEOKMBEE (REHEHYEE. %ﬁﬁfﬂ:ﬁf =GR o)
) | Beds. EEAFAENGE. MM - BEREZ. RE Ok, DBk, Mk, k. B _
ﬁ%mﬂlﬁ]ﬁéﬁ/;z‘ T — R PR ‘fimlfl‘ﬁﬁ’/’"ﬁ#?b&r RIERBRD BNEh ot FEIFEHTE
BRI EERS BEREERFEEST) Eﬁﬁ%ﬁ‘l‘ffﬁ%%ﬁﬁl .

@UESHITFERER (CA209066 FER) ¥
A T AKIRE 192/206 4] (93.2%). DTIC #E 194/205 Bl (94.6%) WBDHiL. th
BRI & DERBRPEETE 20 VEEH ST AHIRE 153/206 41 {5l (74.3%) . DTIC T 155/205
il (75.6%) Lm_\bb b, b‘T%ﬂl@ﬁT%ﬁ#iP 5%LL EDRITEA Gi"F%fD LBy T
Hoin,
- #3 W TROORCHBEN SULLEORUER_(CA209066 BB

: W%k (%)
193 e -/
#ﬁi%ﬁm S . DTIC I
{MedDRA/J ver.17.0} 206 ¥ 205 4
4% Grade Grade 3-4 Grade 5 4= Grade Grade 34 Grade 5
- RRIER 153 {(743) 24 (11.7) 0 155 (75.6) 36 (17.6) - 0
L B LGY s e e S L L e e St e
BRI SE o 0 23 (11.2) 9 {4.4) T o
m/J\!rﬁﬁﬁJaﬁf ) 0 0 0 21 (10.2) 10 (4.9) 0
f lﬁ{ﬁ% i : e Rt SRbpeEn
R 22 {10.7) - 0 0 25 (12.2) 0 . 0
TH - 33 (16.0) 2 (1.0 0 32 (156) 1 (0.5 0
Bl 34 {16.5) .0 0 85 (41.5) 0 0
uEnt: 13 (6.3) 1 (08) 0 43 (21.0) 1 (05) 0
ISR B R A SRR et T
‘ A5 21 (10,2} 0 0 25 (12.2) 1 {0.5) 0
P35 ' 41 (19.9) 0 g . 30 (14.6) 2 (L.0) o
EE) 15 (7.3) 0 0 10 (49) 1 {0.5) . 0
: af’tﬁ#ﬂahﬁ%ﬁ‘sﬁﬁﬁi : T e

ﬁlﬁkiUﬁTﬁﬂﬂgﬂ% :
FLEHE 13 (6.3) 0 0 4 {2.0) 0 0
AL R .3 (18 0 0 11 {(5.4) 0 0
% I . 35 (17.0) 1 {0.5) 0 11 (5.4 0 0
el 31 (15.0) 1 {0.5) 0 6 {2.9) 0 0
0 1 {0.5) 0 0

AP EBE 22 (10.7) 0

fa g, REIRITIOCRHIBEMEMEGA 3 61 (1.5%) . KIBJE - EO THI 6 41 (2.9%) .
HREE (¥F7 v - N V—EREESE) 28 61 (13.6%) . ATHREREE 74 (3.4%) . BHE
BEREE 4 5 (1.9%) . TERAHREREE 4 41 (1.9%) . FREHERSE 13 6] (6.3%) .
infusion reaction 15 % (7.3%) . 1 BUEERAGE 1 5 (0 5%) « EEOEEREE 3 F (1.5%)
RORY 32 1 5 (0.5%) B3 b, i, BIEHEE, Mk, DEGEHE, |
9% - BB, LARZE. BER. AT %ﬁﬁ%ﬁﬂﬁﬁr iE/ 3 A 8T — R O M /Rt
FERILRRD bedole, ARMERBSRDIIEESRS: ERREERTEEZED) %
B RE TS,
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@VAMETLIRRER (CA200037 3R 2 ,
HEFRITAFIE 265268 B (98.9%) . {LFFRIENE 98/102 B (96.1%) ITRRDH L
. BBRIEL ORRBEEBTE CERWVATFRITAEHIEE 1992268 81 (74.3%) . k%
SEVERE 85/102 ] (83.3%) WED bR, WSO TRIEEN 5% EOBIERIE
TROEBY THole,

F4 WTERPORTRERY s%U EORIFER (CA200037 B
e - %k (%)
i : R T
%ﬁ:;DRNJ ver17.1) 268 §1 102 6
o 4 Grade Grade 3-4 Grade 5 £ Grade Grade 34 Grade 5
ERIFEA . 199 (74.3) 33 (12 3) -0 85 (83.3) 35 (343) o
TS B SRR . e e T S
£l 18 (6.7) 3 (1.1) 0 24-(23.5) 5 (4 9) ¢
BT I BRI i 1 (0.4) 0 0 8 (7.8) 2 (.0 0
AR5 0 0 0 20 (19.6) 16 (15.7) 0
erMEM%‘E‘ 1 (04) 1 (04) 0 12 (118) 6 (5.9) ¢
éf}qé}%ﬁ'[ﬁﬁ' T T T T T T A T R I
wnm*aawr __13_32 (67)me .
{ﬁﬂgﬁﬁ%z e LT

. Il (41) 0
Fiﬁl 42 (15.7) 1 (0.4) o
HELS 33 (12.3) 0 0

1 (0.4) ]

Pl 12
.-..jx ﬁgﬂ!ﬁ%;bxtﬁ& ?'ﬂﬂ{im:]k{g .. SRR AL L O e
A J 13 - 14 (5.2) o 0 7 (6.9) 0 0
Y i 82 (306) 3 (1.1) 0 41 {40.2) 4 (3.9) ] :
R MBS R THLEESAEE - o Tl e i Pl e et e e e e e _ “ w
i%}xkﬂ-oli;t 4 (i.5) 1 (04) 0 9(g8) 0 0
VERRERE T e T e e
ALTfmJJn 14 (5.2) 3 (1D 0 1 [i]
AST ¥ 15 (5.6) 2 (0.7 o 2 ]
HEhERIEIR . 0 0 0 7 (6.9) 3 (2.9) 0
0 8 0
0 & 0

iR 1 (0.4) 0

li;!ﬁ“?m 15 (5.6) 0 Q 13 {127 1 (L0} 0
Tt , na 0 8 {7.8)
I RE e
ﬂi%ﬁﬂ_;—m\a‘m : 1. (0.4) 0 10 (9.8) 1 (1.0 0
SRR 3 (L) 0 10 (9.8)
B e e
uTm$§E e e 5 s g
RSO TR T T
BiEAE 2 (0.7) 0
F 9 L 51 (19.0)
JEiE 34 (1.7 1 (0.4)
BRI E 16 (6.0) 0
HEHEAZE 24 (9.0} o

(=]

o ooo ol
oo oo ol

Ipde. AFIBEIC BV TRIE MRS 8 # (3.0%) . KBk - BEOCTH 44 (1.5%) .
TR 33 ) (12.3%) . FFHEREREE 22 6 (8.2%) . BHEENE (RMEREMS %
%) 54 (1.9%) | FRIRIRBEAEREE 23 41 (8.6%) . RIEET 1 4 (0.4%) | infusion reaction
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1051 (3.7%) . BEEOHEBREE 146 (04%) . B 246 (0.7%) RUEE I EEL3 6l
(1.1%) AR oz, Eiz, TEEEREE, | TSRS, EEGEE, Mk -8
fRge, DaBde, MR, IFde. BRSUBRMRLE/ I A 3F— R OMR tE fu /MR M SRR
it b ot, A8 (R R INVAEN S 2 2 (R RAEEREE ST 2o
'%F%%TT

GEME a5k (ONO-453 8-1734E8)
HEFRILEH] (100%) 3B b, A# L OERBHEATECERAVEFERLE
Bl (100%) 73R b, REIAS%L EORIERITTROLBY Thotk,

F 5 RESBEN 5% EOFER (ONO-4538-17 3A8)
EMASE FlE (%)
HATE : 30 451
{MedDRA/T ver.20.0) ' 4= Grade Grade 3-4- Grade §
2RIER 30 (100) 23 (76.7) 0
5mmﬁxvj/n$ﬁiﬁ SRR L b e e R e e e
ﬁm 2 (6.7) ‘
PR i R i S L R e TR
: B e s T 2.(6.7)
PR TR BRI T 7 (23.3)
. T 2{6.7)
CRIRRGE
R 6.7)
THl . - 16 (533)
R i) . : 2 {67
ML A 4 (13.3)
[Pk 3 {10.0}
HEM_ .6 (200 ‘

ﬁ%‘ 5-{16.7)
BRI 7 (23.3)
SRA B _ 2 6.7)
i 12 {40.0)
L;}Eﬂgﬁ'%ﬁ% Siiivinaa
1253 2 vkc 7 (23.3)
_JFRE 2 (67)
CERCREE sl ain :
ALTHi 11 (36 7)
FI7-—EHm . 5 {16.7)
AST Ko : 11 (36.7)
v-GTP Hil T 5 {16.7)
U s ' 12 {40.0)
ey g ' 2 {67 -
COMpT A VERRAT 7 —ER : 4 {13.3)
CREE IR
3 R A ¥ Nk _ 6.
EFAT I lfE - 2 {6.7)
2l NV N 5 (16,7 . :
Bk MR 8 (26 7) § ) '
ﬁﬁ«“ﬁ-ﬁ}a;tﬁ#/*mﬁﬁ%“ e S e e e e
. [BEpUEE
e R Ll R R e e T e
BRE LA zmm 0 : 0
Ui 5 {16.7) 1 {(3.3) 0
{ Hﬁﬂiioxzﬁﬁtﬁlﬁﬁg LR S T e T e e e
COBEEEMkE 2 (67) 0o ) 0
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ERIRSH Bl (%)

A ) 30 7
(MedDRA/J ver.20.0) 4 Grade Grade 34 Grade 3
ERET 2 (6.7) ] 0
; BZJ&'ij:U}}E’FfﬂﬂEL‘g PR L R , ;~'"“,E:;',:_
TR 10 (33.3) 0 0
bt 18 (60.0) 2 {6.7) 0
eI iR 4 (13.3) 1 (3.3) 0

B35, MEREEOH] (30.0%) . FFAKASHEE 144 (46.7%) . PR ISHEASIE 74 (23.3%) .
R i i 33451 (10.0%) KIS - BERE D T 1341 (10.0%) . BEE D S FEREE34 (10.0%)
TR REE U (6.7%) 5 & 5 BEZ 151 (3.3%)  BEFRATIE/ S A/ 3F—20 (6.7%)
RUS RIS ERIELF (3.3%) BED LI, £, BRERE, BITMERE, 15
VEIRIE, WEdR, BEIEMFEEGE. FHZE - BAMRZR, infusionreaction, /Loffigk. fHf. fEtk
/MR SRR R ORI bR o e, REWERISBTURILILRIES S (K
BREBERELST) PEREHERETT,

@rﬁ%%mmaﬁﬁ (CA2090673452)

HEBRIIEF+A Y A THE3123134 (99.7%) . ARAFE312/313 (99.7%) . A
Y A= TEE308/31141 (99.0%) WD b, BRELORREMERTETERVAE
HEITAK 4 U 27 EE300/31360 (95.8%) . AFUEE270/3134] (86.3%), £ U A
< 7 FE268/31161 (86.2%) IZRBD LTz, WA DO TRERPE %LU LORERIET
FEOELBY ThHoT,

£ 6 WTFNHOBTREBRE 5% EOBER (CA209067 352)

Fl%k (%)

Ll Y
ki A L) 2w T TR TEV ST

(MedDRA/T ver.19.0) —— 313 313 ) LR

4> Grade Grade34 Grade5 #4:Grade Grade34 Grade5 4 Grade - Grade34 Grade$

2:EI{EH 300 (95.8) 183 (58 s) 0 270 (863) 65 (208) ] 268 (862) 86 (27.7) 1 (03)
IS TR s e e T LR it

HURIREERETOEERE 34 (10.9) 3 10)

MIRIEEEE TR 51 (163) 1 (0.3}
e R

m s se 1 ()

0 18 (5.8) ] 0 28 (9.0 2 {0.6) 0
Kigge 40 (12.8) 26 (8.3) 0 7 (2.2) 3 (1o 0 35 (1L3) 24 (7.7) 0
s 12 (3.8) 0 0 19 (6.1 o 0 17 (5.5) ¢ 0
T 142 (454) 30 (3.6) 0 67 (214) 9 (29) 0 105 (33.8) 18 (5.8) 0
PRI 19 (6.1 0 0 13 (4.2) ] 0 7 (2.3) 1] 0
i : g8 (28.1) 7 (2.2) 0. 41 (13.1) 0 0 51 {(16.4) 2 {0.6) 0
1gn: .50 (160) 8 (2.6) g 200 103 0 24 (7.7) 1 (03) e
gl AT PR R o T L T e e
BIPE . 31 (9.9) .1 (0.3) 0 25 (8.0) 1 {0.3) 0 17 (5.5) 0
Wy 22 (7.0) - 0 0 12 (3.8) 0 0 10 (3.2) 0
w5 " 118 (3.7 13 {42) 0 111 (355) 3 {1L0) 0 89 (28.6) 0
BH 60 (19.2) 2 (06) 0 21 (6.7) o 0 21, (68) 0
SREEMEER U hiane DU Touman oo TRn e T B T e SO NS TN S AR
ALT 3575 59 (18.8) 27 (8.6) 0 12 (3.8) 31 (1.0 0 12 (3 9) 0
7L F—ERN 23 (7.3) 9 (2.9) 0 17 (5.4) 5 {1.8) 0 15 (4.8) 0
AST HiAn 51 (163) 19 (6.1) 0 13 (4.2) 3 (1.0) 0 "12 (3.9) 0.
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i (0

WL R Y BT L TEV AT
G 313 44 313 #1 311 44
{MedDRA/T ver.19.0) e
. 4= Grade Grade 3-4 Grade5 2 Grade Grade3-4 Grades 4 Grade Grade 34 Grade 5
Y - EHIAN 43 {13.7) 34 (10.9) 0. 24 (7.7 12 (3.8) 0 18 (5.8) 12 (3.9) 0
AL _19 (6.1) ¢ 0 __‘10 @, 2) .0 0 4 (13) 103 0
Rt Ui e e R e i T
feikalR 60 {19.2) 4 (1. 3) 0 36 (115) 0 0 41 (132) 1 {0.3) 0
EERRSL e MRER. : T : i
PaGifR 42 (134) 1 (03) 0 29 (93) 1 (03) 0 21 {6.8) o 0
MveE 17 (54) L (03) 0 15 (48) 1 (03) 0 9 (29 L
;#&?;{ﬁ% ___________ iR T BT R TR ELEE i ) '::ZZ}::'!';ZZE;'Z';Z\.'.ZZZZZZZZ';.Z.ZE."ZZ.ZZZ:ZZ'IIZ‘Z';;ZEZ'ZlZEIEZ?.;'Z:‘"ZZZ':.IZZf
v?ﬁfﬁftbbib\ 17 (5 4) ¢ 0 15 (4.8} 0 0 11 3.5 ¢ 0
14 (4.5) ¢ 0 . 18 (58) 0 0 5 (2.9) ¢ 0
m 34 {(108) 2 (0.6) 0 24 (7.1) 0 0 .258.0) 1 {0.3) 0
TR, NSRS ORERRCE
L .24 (27 0 0 20 (6.4} 2 {0.6) 0 15 (4.8) 0 0
IR PR e 36 (11.5) 3 (1.0) 0 20 (6.4} 1 {0.3) 0 12 (3.9) o o ]
Mgk - 21 (67} .3 (1.0} 0 4 (13) 1 .{0.3) 0 5 (1.6) 1 (0.3) ]
M O AR R e e e e T e e Hemninia NI el
BB 15 {4.8) 0 0 17 (54) 0 0 11 (3.5) 0 o
T SFEAE 112 (358} 6 (1.9} ¢ 67 (21.4) 1 {0.3) 0 113 (363} .1 (03) 0
biisrd ) 91 (29,1} 10 (3.2} 0 72 (23.00 1 {0.3) ¢ 68 (219) 5 (1.6) 0
. BHRESREE I8 (12.1}) 6 (1.9) 0 14 (4.5) 2 {0.6) 0 38 (12.2) 1 (03) 0 -
] 28 (8.9) - 1 (0.3) 1] 16 (5.1) . 0 0

SRS 27 (8.6) .0

B, AE+AY J.L\v7ﬁ$k.:]bb\'c%‘$a‘% E86{51 (27.5%) . FFHREREE 1024
(32.6%) . FRIAMSAERIESTH (27.8%) . BHHE EREE216] (6.7%) . MIE MR A5
Bl (8.0%) . KBz - MEOTHION (192%) . MEOKBREE26 (6.7%) . TE
{BHEEREE274] (8.6%) . BITHBARREE 140 (4.5%) . BEZR3IBI (1.0%) . Mk - B |
224 (0.6%) . infusionreaction 13ff] (4.2%) . 5 & 5]@5%35’] (1.0%) . 552361 (1.0%) .
FERUPRMESE/ < A3 F—50M7 (16.0%) | FF4 1461 (4.5%) R URHIR AR ZEARFE 241 (0.6%)

B b, Eio, 1BERE, EEGEDE, OHRR UL/ MERE D e
TR Hirho fo, FFIFEIZ B W TR EEE6H] (21.1%) | ITHEERES 2451 (7.7%) .
FROKIMERER 476 (15.0%) . BHEREREEIA (1.0%) . MEEMKESH (1.6%) .
Kige EEOTHI6H (5.1%) , BEE O B AGREESH] (2.6%) . TREAMSIEREH (1.0%) |
BB RS (1.0%) | BEZR3B] (1.0%) . infusionreaction 1445 (4.5%) . K& HE
%20 (0.6%) . ﬁ%&%wﬁﬁﬁr/“m\“f—zsm(s 9%) | IFZe2til (0.6%) R UL
RIERELIS (03%) BB b, Fio | BERKE, EEHEIE. MKk - BhEgs,
U g, 9B Utk MR AR BRI D bR oo, ZBWERRETRRIRIT
BEESR . RRREERTZID) 2RUEIHERZRT,

BB AENRABRE LR RICAR A CU A TRER R LA
I fA558R (CA200004 3ER) o ask— b 8 ICBUNT. (LR AIAREEE 28 i b ks
%‘EE?%%%% 13 5l & DT, ﬁ%ﬁk%ﬁ%tﬁ%ﬁmm&b bhighoiz,
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DEPHERSIHERER (ONO-4538-21/CA209238345%) | |

A EHEIIAKITEA38/45200 (96.9%) . A VU A TEEA46/45301 (98.5%) IZRD B
. BRE ) DR REENEETE RWE EERITAREEISM52] (85.2%) . A LY
b 7 REA34/4530] (95.8%) TR B, DTN OBECRBENS%I EDOBIERIE

TROEBY Thotz,
#7 WIhPOHECRIRNS%E EDBIER (ONO-4538-21/CA209238308%)
3 (%)
e R4y
e AHIRE , (CV Av TR
452 4 453 81
(MedDRA/S ver.20.0) £ Grade Grade 34 Grade 5 £ Grade Grade 3-4 Grade 5
2BWER . 385 0 4 95, 3)
TEREBLIUEAEREE S S
g 57 (12.6) 1 (02 0 49 (108) X
15 P3RS I )| 1 (02 -0 19 (42 1- ¢ 02y O
T R i e R e e e e
TH 110 ~(24.3) 7.¢15% 0 208 (45.9) 43 {95 O
B 68 (15.0) 1 (0 0 "91 (20.1) 0 0
3K 29 ( 64) 0 S0 46 (102 1 (o0y O
AT 12 ¢ an 1 (02 0O A4 (9 2 (04 0
R _ 24 ( 53) 0 0 4 (31 0 0
R 9 ( 20 i (07 o0 45 ( 9.9) 4 (15 0
R B i B TN B A AR TE : ' S |
At 57 (12.6) 1 (0 O 53 (117 4 (09 O
Wy 156 (34.5) 149 (329) 4 (0 o©
R 7 ( 15) 54 (119) 2 (04 O
ﬁﬁ:ﬂﬁl‘f j
)Amt‘lﬁbu 30 ( 66) { 4 ] % ( 57) 16 (35 0
ALT #3h 28 (62 5 (L 0 66 (14.6) 6 (57 0
ASTHTIM 25 ( 5.5) 2 (04 O 60 (13.2) 19 (42 0
 TIF—EHIM 25 (59 9 (209 O 14 ( 3.1) 5 (1n o0
A b e me e T R e Y e e
Kkpnd 18 (40 0 39 ( 86) 1 (o0 O
WRERBRTE e ERr
B 4 (9N . (02 O 79 (17 4) 7 (15 0
B RO PR LT e .
BEIR B IRETE ! 5.3) 0 ] ( 11.0) 9

FHFESE : 105 (23.2) i 0 152 (338) 5
3 90

‘ﬂ.@&ﬁﬁh‘olvﬂ%ﬁ%
FEIR: B 3

#‘N&&H&ﬁﬁfmﬂm 49 (10.8) 1 (0 0 31 { 68) 2 (0H 0
FR B LIRS 3 (80 1 (02 0 18 { 4.0) 1 (o0 O
TaEkS . 7 { 1.3) 2 (04 0 48 (10.6) 1n (24 0

2B, AFFECBLTHEENRR 11 F 2.4%) . SERAELE/ I AT —48 i -
(10.6%) . ATHEREREE 40 #1 (8.8%) . FRIRBREMAERESE 01 1 (20.1%) . FhEREHE: 83
B (18.4%) . BHREEEE 6 Al (1.3%) . BIEMEEREE 6 ] (1.3%) . TEABERE
& 5. (1.8%) . infusion reactionll ] (2.4%) . j(ﬂ%ﬁ% EHEOTH 21 5l (4.6%) . 'E
B RBEE 5B (1.1%) . | EUERA 16 (02%) . B3l (0.7%) . B & 3Rk
2 (0.4%) . B 3 1 (0.7%) MR bhi, £, EEHEDE, Lk, HR.
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1

| L MR, B - BN, SRR ISR B O LR R B
| Ribot, FRUERBRKIIEESS GERREERYEET) 2E0ENELE
7_-1:“_;—0 . o '

1) Robert Cetal. : N.EnglJ.Med., 372 : 320, 2015 (CA2090663%5%)
2) WeberJ.S. etal. : Lancet Oncol,, 16 : 375, 2015 (CA209037 35&)
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[k - ) : . | :
FADOBEEEYBREF A EFA LY 2 b—Pa kY | AF 3mg/kg d
| 240 mg % 2 FRIRR TR LBEOAK O METBRENRE Shiz, ZOBRE, A
240 mg FHE L EOBRERIT. A 3 makg 285 LBRORGER L Kbk LT RiE
2R L PRERELOO, BAABEICEV TEEEATER ShTW2 Ak AE (10
mgkg % 2 AR TRE) TRAZEE L ROBRER L B L CEEETT L TR
Shiz (FR). WA T, BEOBEICHIT 57— 2 w5 | A7) 3 mg/ke X 240 mg
¥ 2 BEERE RS LB oAR OBRE & Ao T etk & OBEE R 2R
BESEF ANEE S, YHEEIC SV TRNSTbII-EE, FRoflk - HEo
B CH PRSI AR ERII RV L FRISNE, T, BEEBAERIICHD
B —FE3&, FF 1 mghkg Xix 80mg &4 vV A= Imgks & 3 AR T
5 L BOFK ORELR L Rt & OBER R 5IRERSET AP HES N, ¥
B OWCREB TR, ERRORE - QRO T2 ICHmLER T2
L E R,
#z8 FROKGEIE TG A—F

T - T Crmax Chindt4 Cavgdi4 Crnaxsss Cmin,ss - Cavpss
(ug/mL) (ng/mL) (ug/mL} (ng/mL) {ng/mL) {pg/mL)
3 mghkg Q2W (35.52} '760.8) ( 10.17?;54.5) (17.214,1'333.9) (75.231 71) - (27‘.51%}07) (42.717,"1527)
240 mg Q2W (51?12,'?03) { 15.22:,".354.6) {25.:;?17.8) (10;,5;54) {41 .857,-;?58) (62.11(,)91 37)
10 mg/kg Q2W (14'11,9;19) (51 (31 .739.2) '(79.90(3'?14) (3331;,9232) (132,1 ;13) (23:21,7 gss)

el (5%45,95%41), Q2W : 2ERFIFE, Cra : FIEHESH O MIPE PR, Couioate @ PIEEE5H14
A BB 2BARMBTEE, Copas: MRS #1140 B £ CORIMBHRE, Cuuxes : ERIREBIZES
T AR ML, Cuines ¢ EE KRR BT 2 RHEMITHIEE, Coge : EEIRE BT 2 MR

COER AROREHFESBETTAZARALEY I 2 b= a3 2 8D A 480 mg
% 4 FARRINE TS BRI RS TR S U BRI O Mg R ARt
Eii, TOEE. AH 480 mg % 4 BEERE GRS LB R EREBICBT 3 M0
BPREE (BT, [Cagsl V05, ) 13, AH 240mg % 2 BRIFRE TR S LI EO Cugss
LIABT A L FRENE (FR) o £/, AH 480 mg 2 4 ARMETRS Lz BOE
EREITRIT A REIEFRE CAT. (Cosl &9, ) . 58 240mg % 2 B
FNE CHRE LT2BED Coaxss B L CEAZERT EFHIZNE OO, AARAANBRITE
NWTEREARRSW TN ARE - AR (10mgke % 2 BRRETRYS) TANZES
L7 BED Comess & B LTIEER TR T & TRIS R (TR) o MAT, BEKOBEICE
FBF—FIHESE ] AK Imgkg (KE) EiE 240me & 2 BB, %L < 2AE
480 mg % 4 BEARIE TS LIl AR ORE & & AR 352 L OB 2 M
T ARBRIGEFAPMES L, YEEEI OV TR BTONI SR, FROME
RO CHMNER RS B ERIT R E TSR,
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£9_ FHORYEIERFA—F

JE3E - B Conax Chind23 Cavgtrz Craxes Chin,ss - Cavgss
(ug/mL) _ (pg/mL) (ug/mL) (pg/mL) {pg/mL) | {pg/mL).
3 mefke Q2W (35.2 708 | ¢ l6.25?fﬂ.3) @1 321 5 | (751){3171) (27?12,'107) (42.717,'?2'7)
240 mg Q2W (51.712,'303) (23.33?'539.0) . (30.:?';'0.9) | (10;,5354). (41?57,'?53) (62.11(,]91 §7)
480 mg QIW- (105:5207) (15.25?17.4) (37.:(;)? "?4.8) (14§,1 236) (27.751,'?37) (62.11?5: 87)
10 mg/kg Q2W (14:3,9;22) - (86?59,.?32) : (1'0:,1 ?48) (323,9255) (182,1 gos) | (232,7;7)

FRAE (5%4%, 95%42) . Q2W : 2BHMIR, QAW : 4WRIRING, Coax : FIEIE 5 ORI THEE,
Cuina2s : FIEHE5-#%28 B B2 34} 2 BARMLIE PRI, Covpars 1 PIEES-6:28 H H F TOTHIMH THEL,
Cruanss 1 FEFARIBIZ ISV DR MIF TEEE, Coinse : EFRIBIZI T 2 HIRMIEDIRE, Covess 1 ETHRIE
I35 IS IR EE : . :
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4. HBRITOVT
RIS B R ARBEITER T 2 BE101E, AR & LTHERRAEIRE (&6

) BTN TWBZ &b, YEAELZHIIICERTE 2R THOHERH S, €

DT, EEAY A2 EEHE ®RMP) IS, AROEERZE2UERED ~O WAk

BN H DR Tho T A OR G HEN R BE LK - HEL, AHOFS LV ESR

R 2 BB LEBICHIET 2 2 E RRERED, BTFOO~@03 =T Rl i

BOTHAT 5 & ThHS, | , -

@ RRRIZOWT

@1 FEo 1) ~ &) @b\fmﬂ\_:ﬁé@“éﬁ” RTHDT &,

(1) EEFBREIMSET D ABHREEILOR S (%L)ﬁﬁﬁ#ﬁ"ﬁf’%‘%mﬁf e,
HIIER A3 A B GH S HL U, HBIERDS A BB IR e 7 &)

(2) FEEHEREIRRL _

(3) FMENREFEDEETIRABTRESRE (BARBRIEEREEREE, BABRES
ke, PABIREEHERRR L)

(@) SREFEREEZREL, %ﬂ%{t%%{ﬁbu%12#&%5!&!:%%%&?1[1%2@# R
WZRDBHEEIT - T 2l

(5) PIEMIEAIAS EEMEOHEREE R D BHET> T B ER

D2 BHEBEEEOLFFRERVRIERBRBEOR S22 & BRR 2 B ER
(FioanﬁLKé¢5E%)m LR OFF I BT AREOFEE L LT
BEEEATWAZ L, e

=z

. E%ﬁ%@%&2$®@%H@%ETLtﬁmsﬁuhwﬁbﬁﬁmﬁﬁﬁﬁ%
FFoTWAI L, 56, 24ELHIT, RAEMEEY L L EREESEOWES
fToTnBZ &,

o EAEFFRABE 2 FOOYTHELET LcRIC 5 FU L0 RGEMEER IO
B‘Eﬁﬁﬁ%?ﬁ‘bfw%: Lo

@ ﬁW®E%w%ﬂMﬂ®¢ﬁkomf

EEMERERCEET I HEENRES L, RECENLOFRED, Tk &
LIRSS O R QBRI I oT B IESR M, A EHSENBE LEBEAO®RE
W, ERFEPHITITORBEHNE->TNB L,
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. ® BERORSRIZSNT .
@1 BERISERREORSEEIIC BT 354

BRSO BB ARIERRRA LI, 24 FERRAHO T, YHkRY
REEEREERIC BT, R U BIERITIE U TARBER U CT £ 0RIER OSERIizH
 ERBEOHRENY A FICB b, HHICRETRERERSESTHB T L,

@2 ERATHIC L3 AEESSICET 3 E Y _
BABEICED MR MR R U AT 2 EREEESEMERE=2 Y L Y
EEDEEROAY V= V7 #TOERE LR EHE T 57— AEREHNE
e TnDZ L, ek, BEERIZOWT, BARBE LZORERISFICAMENRT
Wiz &,

@3 BIEAOBMPHIEIE LT -

BIER (MEHERREICIL , BEHEE, Dfidk. Bk, SRURRABE, KBk,
ANBY, BEOTFH: | BERSN. BUEATA, FFRE, FFHEEE, L, BLMEg
g5, WORIRHIEREE, TRIGKERE, MiRE, BHE, RIGHE, Mk, BEOX
JEREsE, MARMARZEISE, infusion reaction, B MEFEE, MERAREHER. ik,
Bede. SBEORERIG, RN, DS (DR - BIK - DEEHIFEE)
BN, BEALE) Ok LT, SR UL E R O AT BEM L
L @EHEAOBERISICE L THEERUXEEZ ST LRI H BT L), Bbi
EE LB TE D EHIRE > TND Tk, |
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5. BeGxtREinHRAE

(AhiEic B4 5 5]

O TROBHFIBVWTAHOEPEIFREN TV S,
. M%%%kﬁﬁﬁvﬁﬁﬁwﬁ%@%Tﬁﬁm%ﬂWﬂR@ﬁ%wﬂﬁiﬁ@
-
o SEAEREONb $1/IVE] ¢ OEERAERE BT AR HIEE
72%5, BRAFBETFEAZATI3BH BV CIL, BRAFEERIC X ABELEZET
ATk,

@ FHI+A Y A T EEICERERIBEORBYBRRELEEROIERE 2R
L Ui B IHIEAER (CA20006730) IKBW\C, XBE Shisd Y A THE.
Tt L ORI S TN B, 278 L, AEI+A B v 75 L AKIBEIhE
5% B U ERARBEHC BV T, PD-LIRHBREIC LV A EY A=T D LR
EHEBBERAEANRTRENZRERNELRATNS (pBR) ., 201D, &
MR REREMRAEREICBNT, AL A Y AT LORAREOTE 2
Wi 5854& . PD-LIFHE*E MRS 5 2 L858 L1, PD-LIBRFEBI%L L TH
B EBHERESNEAZ IRV T, R AREMES2EET B, RS, R
CIBRARE &ﬁﬁﬁéﬁﬁﬁ%ﬂ%kbtﬁﬂﬁlmaﬁ«mmwmﬁﬁ)@:T—
FRIZBNT, m%ﬁﬁﬁﬁﬁ$%em%ﬁﬁﬁﬁﬁ$%&®ﬁrﬁm+4t)A
vfﬁﬁwﬁﬁﬁkwmﬁﬁﬁm A BTV, .

*BFIDOBMHE L LT, ﬁ!im:z : PD-LI THC 28-8 pharmDx [ 2] A& Eh T3,

@) AJCC (American Joint Committee on Cancer) JSHIZ¥E (45 7 ) 103 < 3F4f
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[ﬁé@kﬂﬁ'ﬂ“% $1ﬁ)

o))

Tl é’uﬁ‘é%ﬁé"!_ob\ﬂﬂ:ﬁm&fmnfm2:é:n'cwz.s Enb, BEET
bRk,
«  FH DRSS Lﬁu@@r@%ﬁs&@%éﬁﬁ%

?f*ﬁwl@&ﬁfﬁk I/‘T"F”EPC éﬁ‘é BT FHRIOFEL TR SR 2N
B, MOBFSRIUENRVESIRY . MECAFZMAET 5 L 2BETE S,

e FEMHEAOS I ED D B EE

o EEMEGRE CRERERD B BE R UEEE O RTINS S R Mk
FOMTIIEERER R LN D BE

. HEAEREBROSH. TBHRRE L EEREO 8 DASRADIEED

HHBE
. ﬂlﬁg‘%@ﬁ@ GEMBHRBHEREZ 1) ObaBRE
. RMOBRYLIEERE T RE
«  ECOG Performance Status 3-4 &2 DEE

(&)

ECOG & Performance Status (PS)

" Score

ER

0

2 AR {IERTE b, TR E R L ERAETEAHIRA < ﬁx.?'oo

BHARIZB L IEBNIIRIIR S ho 58, AMTARET, BIERRE - COEITI Z e B8 TE 5,
fil : BEuEETE, WA

HITRRE T RS OFOEIN O Z Yid 3~ CEEPERECE Y, BP0 S0ULL EE~y FATERIT,

RohFHSOEOGEY O L LI TERY, PO 0% 2y FiF BRI,

Sl b

LTV, HAOFDEY DI Lide TERW, B2y FPRFTR I,
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6. BECELTHETREHE

@ WASCESITM ., WEREES SRIET 5 I 35 & AR ORI R UTETER
FADEDICHERIERE+OICEBR L ThLERT A &,

@ TRERRAIZEIL D, ‘%%‘jlt;’c%@ibﬁt?ﬁ%ﬁ&fﬁfiﬁﬁ&%Jr%ﬁﬁﬂ L. BE%Z%E
THhbBRETEI L,

@ RIEUBRTFRELAEEEAEREZILBVWT AALA LY AT L ORREOTE
FHMT B854, PDL BEBEGHRET D Z LBREE LA, PD-L1 BEEHNRHER
TERVEEITE, KA LA EY AvT & OHEA DR & EEINT T L B s
THIE,

@ FREERAOD=RI AL MZDWT

FEMEMRERHbRD Z ENHDHDT, ZIK%TM)&%LL&LO'C@:J: FS R E

ROOPIREREE, W, RS ORSERUWE X RREORNS, R+

ATHI Tk, e, BERELTEH CT. M —7—%0ORELERT S

e,

FHIOF 51T EAE O infusion reaction ZfiF X TRAMHI+A RGO TE 4
{E&E{T -7 B TR 5 Z &, E 7.2 Bl B LARROAF# 57T infusion reaction
BHEPNDIEbEHIOT, FRAKREPROFFREL T RIZ AL FATA
YERETAE, BEORESTSRBETHZ L, 728, infusionreaction %
FHLUSAICIE, £ TOBEEUERSSE éh@@?éif%%%+ YHEE
TAHIE, ,
ﬁﬁﬁ%ﬁﬁ%\?ﬁ%%%%%&ﬁﬂ%%%ﬁ%%bﬂé:kﬁbé@?\
AF D 5-BEART R RS M I ERR I NS sERE (TSH, I#8E T3,
eHE T4, ACTH, ML= LFy —VEOHIE) 25T 52 L, .
FHOREIZL Y, BEOHRERKICERT 3 £ 2 b dikx RREBORE

- BhbbhaIllhbd, REPRBDLNBEEIE, BRLAEERIISLE

PR ) 22 E & R A R O IR AT & i L OB BRI IR R 1T\ BE DR
RIS & B EHER SRR B IBAIT L, RS ORI R, R OREEE R
NELRORES R EET AL L, 2B, BIBEERLE ORI LD EIE -
FOWENRD LRARWGEEIZIE, BIRRE AT S omgeini R o8
LEETHIE,

BEETH, KEESLEY ARE L THLEERRRET S 2 L BHB D
AFIOBERTHIC bEHER ORBICHalc g+ 5o &,

| BUSERS (RUE | BUERMB R S8 Rbbbh, ﬁmr@&rT/b—/x
WEBZLERHBZOT, AE, Bl E&%@Fﬁ@%ﬁ%ﬁ%ﬁ@ﬁﬁh+
SEETB DL, | HEREREDNEBAIIEREERIEL, A2 R
OB 5L DB RAERTH = &
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o UEERE (B | BUERFE ST 2 b b BEREES LT Y U3

WWEA D ERHEOT, NE., B, EHEOERORELMIHED FEIz+
HERTBZ L. m%ﬁrmﬁan%Anw&#%¢mu A A
ﬂ@ﬂﬁ%@ﬁ@&ﬂﬁ%ﬁi_&

o BUERTE. IR, FHSfERE. AFL. Bk iﬂﬂﬁﬁ%m%%b:}’bé LBDHB

DT, E%Mkﬁ%%ﬁﬁ%ﬁw\%%@&%%+Ah%$?5 r.
IRREIRT RS B R A RS AT B BT, AROBRREICEVT, B5
BfED 5 3 0 B BN, BRI, 555 | R 6 B D L I E k0T
AT oTWED L 2 BE, ARG HT TN R OREREZITS 2 &,
LR OB RATERE ~OREHINE & L CHEMAT 38T, AR 0 REE
BV, 12 WS LKA SEOE MR T - TVl 23R D, ARlRS
L E RIS ROREREIT 5 2.k, 26, MRS & L THEAT 254 1E,
AHOBEMEIE 2 HAETETD L,
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B e A KT A v
=R~ (BETEHEL)

(B5E4 : A7V REAREHE 20 mg, A7 P—REARHE 100 mg, 47—
AETEEIE 120 mg, F 7V — R AT 240 mg)

~ TR~

YRR 2 9E3H (ff24E1 1 AH%ET)
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1. B

ESEROFE - BEMORRO T DI, R TESCESWEEHERERRRD
BB, BT, SEDREEITOMESIC L Y, FRERR R L OB 5 /e
FEESNEARSNETT, ZhbOERRFEICLERBEICRET B - L SRR
BREH L o THEY REMECER & BEOEATE 2016 CER 2845 6 A 2 HBHILE)
WBWTH, BHNERLZOEAORBILHEERZHL - L L EhTn3E,

FRE IR ER R, EEERCESME T 1 7 7 A AREEOERER AL MCR
RBEZENDD, TOH, BIMERRESME BT 5 HERA 0L 5% COR. .
UHAEEAOBEERZT 52 LA SR BECH LCHEAT 2 L & b, BlfE
AR LB KBRS E & B 2.8 STRE R — B O B & i 7o T E RS
THZEREETHSD, ' '

Lo T, AHA KT Tk, BREMP I E TIE DR T3 ERIRER -
R RHUCESE | DT OERROBEAE A T 28LEn b NERER, B2
FRUOBEEEERT,

R, EHA KT A it BITHEAEERERSERGHE, AREREBEARE
FEPRIBSSE S, — A A ABRIAHES | — iR B A AR S R O
ARHEFAEA DR NEARZEOHMADL LIER L,

LA BERESR AT VR ETRE 20mg, A7V R AR 100mg, ATV
: — AR 120 mg, A7 U— R AT 240 mg (—ik4& =
AN~ EETEERZ))
| AR ROPEVINE : FRIDERES 2 H 5 >R
HeLEARERURE  @H. A= RA<Y (@{ETFHfL) & LT, 1[E240mg
% 2 R 1 [F 480 mg % 4 BRI CARRIET 5,
3 R OE X NFEATERSHE ‘




2. AF O, EREE

F 7 P—R ﬁvﬁ%& 20 mg. [FAGSEE 100 mg. FATE 120 mg & ONR AR
240 mg (—f%4 : =HWA=T (EEFRER), DUF. TAAL Ln5,) i DB
TEBADHLAF VY IR @T VR w7 —X X747 (BMS) #)
A% L7t k PD-1 (Programmed cell death-1) I3 % & M IgG4 &/ 7 o —F itk
TH5, , o
. PD-1§E, BB LY o8Bk (T HIBA, B HIAR O F2 I 4% 5 —T Hil) RO
BERMIIC R 3CD28 7 7 I U — (T MIADFEH L A MBS TE L RICHES 34
FH) KBT3ZEKTHS. PD1 IHERTIICRKET 5 PD-1 Y ¥ F (PD-LI
EONPDL2) FEEA L. U v 2SBRICHRME S ZFF AR EELTY 5 RoEERESY
BIZHE L TWVWS, PD-1 U F Y FidFUERTRHRLIAMNC B b Ol R EEHGHIC B
LTkY, BERAESEED LR L EEHRICEIT S PDL1 ORRLHFTROLRF
WL OMICADHBEBMENH S Z L BEESH TS (Cancer 2010; 116: 1757-66).
o BEHRAREE CIVERER THMRPEET DAV F—Tu i (IFN-y)
IZ & o T PD-LI OFRBEAFE S, & LEFHAICKT S PD-L1 OB L#fiEO
TR E ORICEORBEGER 52 & OHESLH S (SciTransl Med 2012; 28: 127-37),
S BIz, PD-L] ZREIRE S S S AMIEL, FURERN CDS B T MianMmisE
EMEEREE &R 52, i PD-L1 HiAT PD-1 & PD-LI L OEAERET S LT OMIR.
EEBEREET A ERRENTWB, SO LML PD-1/PD-1 U ' FIERERIX, 28
AFBIEA TR REREYE T MR, D OKBREEERET ST 02 LTELLR T
B, ' .

AL, BHBRORE RN S PD-1 @%ﬁﬂﬁa%ﬁ;ﬁiﬁj (PD-1.Y J¥ FHEAIEER) KFEE L.
PD-1 & PD-1 UV H Y FEOREERETIZEICLY, PARRFEEN T fMlaolE
‘ﬁm&umhmmkﬁfaﬁﬁ%ﬁﬁﬁéﬁﬁfa kTﬁ#%&ﬁEﬁ%%%TT_
T EAEREA TV,

ZHHDHMEND, ii%‘]#iﬂﬁﬂi%hﬁﬁ‘6%?73;?“‘3?%@2 UES TR 32 EJH# &,
GRS 3B & LI BRRMEE S U A, KRR OBAEIHER Shi,

AR OERBFICE S BEORERISIC L SRIEMELNH b b, BEXITETIC
BB ARMR DD, AROREHROBERITI, BEOBEE I, BHIR
b BT, BB L BRICR U MR i b Bk oA L i U O
CIRERZW 2TV, BEORERIGIE X 5RERSRDN S BT, BIREE IV
ELHIORFEOREEVGREEAT 5 BEXDH B, '



3. ERPRBEER. : .
B3R IIERES 247 5 ESE ORBRICFHE 21T o L ERBERHBRORIEE
/ﬁ:“j—o

{FH#E]
ElpsdtRIH MFAEER (ONO-4538-11/CA2091415KER)

75 FF BRI ST REERE R T %0 56 H LNICREEIT ITBERARD b
7= 1BiE B O BERE OB L 72 bW/ IV @Eﬁ%ﬁﬁhﬁﬁ"&%%xﬁﬂ (R
ANBE2MZ BT, AHIFF2406], XRE12160) FHBIT, TR EATINRIN Lz
B (A PPLEY—F, FEFFEAITEY X <7) 2HB L LT3 meke®
2IRBARMNE CRMEL L & S OF PR UL E MR L, EEFHIER TH52
A (AT, T0S) &vd, ) (FRIE [9s%EERRE] ) OPRSITERIL. &
FIBET7.49 [5.49~9.10] H A . SEBRET5.06 [4.04~6.05] Z A THY ., FFTHRHHEY
ERTAEIR Uit LRSI 2T B R ER &R L (A~ FE0.70 [97.73%(E -
HERKR - 0.51~0.96] . p=0.0101 [/BHllog-rankiRE] ) ,

«1 : {34 B OO Ol P RS RE R B b,
2 ke SNERBRE. Ak, - FEER G,

1.0 g — ' -
0.9, ‘.Qt‘ ' - KE|E
' -A&- S EREE
0.8 "
0.7 : '
£ 6. l':: :
ﬁ 1
£ 051
0.4
0.3 _
0-2 : - :L-,__“ -
- 0.1: ) ____.;I-—--l-—-l
0'0 T ‘ ¥ v T T v T T Y T T
. 0 3 6 9 12 15 18
at risk¥ £EHM ()
AMBE 240 167 109 52 24 7 0
HEHE 121 87 42 17 5 1 0

1 OS ® Kaplan-Meier Hift (ONO-4538-11/CA209141 FRER)



3

(PD-Lla’%ﬁﬂ:ﬁEU@ﬁ;)Jﬁ&tﬁﬁé )

ERdLFF MR (ONO-4538-11/CA209141388) 1A AL B Eﬁ%‘@ v, %
IESHERIT BV TPD-L1Z RE L BRMIas S aH6 (BUF, TPD-LIZHRE] L
5,) CET A HERAE LN — SO BREDT —F [T H-5% | PD-LIBERRA BRI
BT & T o e AR UER ORI TOLEBY Thol,

AZMEICEI L T, PD-LISRER 1%RBOFE I R & SERROBR Th o7 (F
=), : ‘
2%, PD-LIOBREICL O, AFROREET T 7 4 MIRECh o7,

100 . 106 .
—Nivolumab 3 mafkg . ~— Nivolumal 3 mg/kg
| ««w|vestigator Choice @ . ~+-- Investigator Choice
a -4
® 60 W 60
e . a8
g g
&0 -
3 -3
ﬂ 4
20 - ,« 20
0 4 : : : : = . — 0 - : :
o 3 & 9 12. 15 18 21 24 27 3 33 36 3/ - o 3 6 8 12 15 18 21 '24 27 30 33 35
2 EFMRLA) ’ SEFEMRB) :
atrisk N ol risk . ‘
Mvolumab3dmgkg 96 74 59 42 30 25 22 19 16 10§ 5 U @ Mvoumab3mghkg 76 54 39 3z 28720 19 17 U5 1E 5 4 3
Investigator Choice 63 45 24 14 10 6 4 3 2 2 0 0 0 0 InvestigatarCholce . 40 30 19 14 10 7 5 4 4 1 @ @& ©
~"A"" Nisolumab 3mg kg (cvents:1/96), medion and 5% CL: 8.1 (6.7,9.5) A Nivoluaab Imgkg (evens:67T6), median snd 35% CT: 6.5 (4.4,11.7)
----- ~9— Investigator’s Cholce :60/63), medion 008 95% CL: 4.7 (3.8,6.2) el favestigator's Choioe (evans:39/40), modian and 95% CL: 5.5 (3.7,85)
< Nivo vs INV Chaice - hmrdmuowmcno_ssmmuvs) Nivo v3 INV Choice - harard ratio (95% CT): 0.73 (0.49,1.09)

ONO-4538-11/CA200141 8 OPD-L1BERIICOOSO P MBI ELET F 0 —T v F5—F D
Kaplan-MeierEﬂIﬁ
(£ ; PD-L1Z1%OBFERE, FH : PD-L1<1%0 BEHEMF)



(2] :
EFEILFEMARE (ONO-4538- 11/%209141?&5&) ,

A ERSITAKEE220/2366 (97.0%) RUSTREEI09/1116] (98.2%) @B LI, ¥
B L OERBERNBEETE RVEEIRIARABE30/23651 (58.9%) . ERS6/11]
B (77.5%) RO ohiz, BRENRS%RULOBERIITRO LB Thott.

#1 RERHFS%LLEORIER (ONO-4538-11/CA209141348)  (RLMMATIRE)

N Bl (%)
nl

Rk R T

(MedDRA/Jver.18.1) 236 111 £
4 Grade Grade 3-4 Grade 5 £ Grade. Grade 34 Grade 5

£RIEH 139 (589) 31 (13.1) 1. ( 04) 86 (775) 39 (35.) 1 ( 09)
CIEREE U ST T T s e Hooiil b at o

Hi 12 (&) 3 (13 0 18 (162) 5 (45 0
. M*ﬁiﬁ’)r 0 8 0 2.4 81) 8.L1D 0
ﬁﬂ&ﬁ“i : g R

TFH 16 ( 68 O ( 13) 0

i 20 ( 85 0O ( 09) 0

1P 5 (21 1 ( 27 0

ek 8 (34 0
R AR RE BRI SR ORE

4 53 10

i 33

D EIE o

{KEMD

TREBrURSES
SERRIEER

’nﬁlﬁ%ﬁg'_ﬁg T T T
o4 ok 7 (30 0 0 10 ( 90)~ 0 0
ESPERE 17 (72 0 0 0 0 0
0 0 S (45 1 (09 0

»iE 18 ( 7.6)

eR. MEMRREA 760 (3.0%) . BREUNEMERE/ I AT —5 #H (2.1%) | ATH#EE
BE2E SR (2.1%) . FRIRBHSASREE 1741 (7.2%) . #HREEE 74 (3.0%) . BHHiAzE
E1H (04%) . BIBEE 16 (04%) . TEAEEEE 26 (0.8%) . FiRLieER
5E 1 5l (0.4%) KU infusionreaction3 ] (1.3%) @B oz, £, HEMHENE.
Uik, ik, KBk - EEOTH. | TUERAE, St MR ESREER, BFL,
fZs - BN, BEQREEE, 585 BEARVEEORBESIIRD bhRh»-o T,
AEWERZRRIIEEF R (BRREERFE 23D 2O0EARRERT



[k - A& :

ZSﬁJ@ﬁ%lﬁﬁé%@JﬁE%TW%ﬂﬁﬁ Lz Sa I/—/a ko, FH3 mgfkg (&
'E)Km%m@&2ﬂﬁﬁﬁf&%Lt%@ﬁﬁ@ﬂﬁ¢ﬁ§#ﬁﬁénto%@F
£ KK 240 mg G LI IEORERIT, AH 3 mgkg BIRE L BEORGEE L I
LCEE AR & FPRIENZLOD, BAABZFIZBWITEFEPERINATWIH
- E%(wm@g%zﬁﬁﬁﬁfﬁﬁ)TK%%&%LL%@&@;&%&LT&E
FARTEFRERE (FR). LT, BROBIRIC BT 57— 7 I8E-5%  AH 3mgkg
(RH) X% 240 mg & 2 AR TR E LEBOAKOBRRE L A TRkets
DEHER BT IRENGTTANBEIN., YEZEEIZ YW TR AThh iR,
EFROAE - AEOM TEDERCRLMEICHABREZR IRV EFRIS I,

#2 FHOEPEM T A—F '

mﬁ-‘:’ . JHE Cmax Chind14 Cavng Cmax,ss Cm.m,ss . Cavg,ss
{ug/mL) (ug/mL) {pg/mL) {pg/mL} (ug/mlL) {ug/mL)

3 mglke Q2W 516 - 166 243 - 113 621 776
8 (352,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)

240 mg Q2W 727 235 341 159 . 878 109
g {(51.1,103) | {15.2,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | {62.1,187)

191 613 90.3 T 398 217 278
| 1Ok Q2W | (147 919) | (512,792 | (79.0,114) | (331,532) | (184,313) | (237,386)

FRAE (5%, 95%5) « Q2W : LBEIHIFR. Coax : WIEHE S OB A M PIREE, Crinns : PIEREH14

AEICHT B EENETIEE, Cue: FEEE%148 B ETOERMIEPIEEE, Cuxs: EFRIEICE
VS B i ch R cmﬁ.i“&ﬁ‘éz*wmﬁf&mﬁﬁ*ﬁa Covgss - ERRIBICE T 2 EHMAFT
e _ . , :

i, AFIORERERBETIAZFIALEY I 2 b—a iz X Y, AH 480mg
% 4 BERR RS UIARO Rk - ARE CHE L BoAS O M RESRE
i, TOEE, &K 480 mg % 4 BRBR CHLE L BEoERREC BT 5 80
BB (BT, MCagssl £V, ) 13, FH| 240 mg % 2 FRBEB THE LIED Cages
PEEFALTRENE (FH) . £, A% 480 mg % 4 BRERETRE LBOE
BREICBT AEBEMETEE GLT. TCuwsl &5, ) i, AR 240mg % 2 ER
IR CHE S L2 BED Coanes & B LU TEEERT 2 FPHIShE bOD, BEASHIZE
WTESERHRSATWS A - AR (10mgke 2 2 ARRRCEE) AR BE
LIBRD Cranes & BB L CIEMER T & FRISHA (FR) . MAT, BHOBIER
FBHF—F i ESE | AH Imgkg (KE) F7013240mg % 2 WM, 3L < i2AH
4%mg%4ﬁﬁﬁ%fﬁﬁbtﬁwﬁﬂwﬁﬁ%&ﬁﬂﬁxﬁﬁéﬁk@%@%@ﬁ
T RBEEGTT LIMRE SN, SRR SV TR T /R, Lﬂ@ﬁ%
mmwﬁfﬁﬂﬁkoﬁé@kwﬁtﬁﬁm&m&%Méhto :



%3 AFOENEIEST 2 —F

M - A Crmax Crindzg Cavgaze Cmaxss " Crinss - cm,%;‘sﬁ
| (pg/mL) {(pg/mL) (ug/mL) {pg/mL) (ug/ml) (pgfml) |,
3mpke QW | 5o | (65 403 | iaase) | asoti) | atien | Gt
240 me 2W (51-712’.303) (232?55-0) (301?'20.9) (10;,5354) (41 ?s??ss) (62.]1(,)91 87)
480 me QAW (10;?207) (15.?17.4) (373?-’(1)4.8) ( 14?,1 gss) (27.751,'?37) (62.]1?5; 87)
10 mglke Q2W (14:3?;22) (86.95%?32) {10:,1 t1545) (323??25) (13;42,,1 303) (232,7277)

HULE (5%, 95%/8) . Q2W : 2B BIRIER. Q4W : ABIRTRIE, Cma @ FIIEE1% DR 9074 P HEEE,
Crindzs © T B 51828 H B 1231 2 BAR M3 P2, Covpars : FIEIFE S %288 B & CoOREE MG I8E,
Coss + R HIREEIZ 3507 B BB ML IR EE . Cuinss : EHNIREIZ BT RS FT PIREE . Covgss ¢ AZETIRGE
W8 B T i A



4. HERRIZOWT

ﬂ%%ﬁkbfﬁﬁﬁﬁﬁé(ﬁﬂﬂﬁ)#%ﬁ&ﬂfmé e, %wﬁﬁ%ﬁ
MREETE 2R THILER DD, TOLT, AFORERENRBE LB - F
E L. AFIOBSC & ) EBREVER 288 UEBICHET 5 2 E XBRER D, BT
DO~@DT T EHETHRICBNCHEAT IR ThH S,

@ mEgRIz-H>WNT

D1 FTE® (1) ~ 5) OVWTRAPEHEETIEHERTHDIZ &,

(1) JEASEAENEET 20 A DRI RRE (SRR IR A A D B SRR,
S s e N ] &a)

() BeEHEaERRE

(3) AR ENRIEET B RADIOEER (BAD SRS, SADIOES

B BABIREESHEERR R &) _

m)%%k%ﬁﬁiéﬁﬁL,%%m%?&m%lRM%K&%ﬁ&mﬁzmtﬁgﬁ
AR B B BT o TV B MR

(5) HITEMEMEEAIAL S S BN O HiR EAE 4R B B 21T T B

-2 Eﬁmﬁmm%ﬁﬁkwmﬁm%ﬁﬁmﬁmK+ﬁ&ﬂ%kﬁﬁ%ﬁoE%K
IXHFLEA (TROWVWTRMCERS T 2 BT R ERm) 25, Yk oAFIzE
?5%%@%&%&LTM%én1mé_a,

*x

. [Egﬁf’a‘fi‘ﬁl T 2 FOPMRIHEZIE T Li=&IZ 5§ ﬁuj:d)#b?“%@ﬁﬁﬂﬂﬂlz%
fToTWaZE, 95, ZEIJJ:}i\ 7)=b§%¢§¥£%‘£:‘: L7l IEE S OBHE %
THoTWnaHZ &,

-+ REVGRIFRER 2 EOMBPHELZET LRI 4 £ULOF REER IR ORK
1 WHERIToTRY, b, 2L LRI, #k%%ﬁ&&ﬁ@?ﬁ%ﬁﬁﬁ%ﬁﬁﬁ
BRIHEZT>TWH Z &,

. ENGETEREMAZ R %@%%H%%%TLL%L\Sﬁutmuﬁﬂﬂ

DEFBHERToTHY, b, 2EL LI, BARYREL G OBSEONA
B DERTHE R 1T o TV 2 = &, :
B3, $ﬂhié%ﬁkkwfmmﬁﬁ%wéﬁﬂmﬂ%gfétb\%%@%ﬁ
i M7 2 HRHE M L OZ OV TR R T TR (S O
YR O BWER BB QRS-0 05 & R A FHOEN) & ORERELD S & -
KBRTHE, | | |




@ BN OERSEEEEOMKETONT

ERA R IR 5 SEERE S iU, WIEAEH D O/RED., k- % -
LSRR A H O IR ONERT 33 R E A I R B R, HEERNRAEL
A OREES, SRESLIITORBEERE-TNEZ L,

@ BHEA~ozHSIZ 2N T
@-1 HEGEIc 5 EH
MEMRBSEOBEERAERNSRAE LB, 24 BEZREE O T, MEMEHRY
PSRRI BT, BB LEBWERICS U T ABREE RO CT S 0RIER QBRI
HREOERNY AFIRE L, EbIZkalfE &ﬁ%#%orw5 &, -

@-2 ERHER L 5FEELHINICETIES

BABERICED D EMPA AR A VEEL AT 3EREFESRERAT=4 Y
EEDIERORY ) = VETOVERE LB ELEF TE 55— AEREH %
fHEhTwa Z &, 2, BHEERIZOWT, PABE E TOFRZTHITAMENT
WahHIZ &,

@-3 ElVER OB RICBE LT '

BIER (MEEMREIMA ., EEHENE. LiFR. R, ﬁﬁ(ﬁ%ﬁ'ﬂﬁ@r Kigse,
ANEBE. EEOTH., 1 BBERFE., BUEMFE., Fre. Hﬂ%ﬁb . FFZE, E{kiERRE
. Eﬁﬁﬂﬁﬁﬁﬁnl‘ﬁ . FEE#EREE, mREE. BEE, 8 ﬂl‘ﬁ%\ ﬂlﬂ’k HEDK
JEREE, H%ﬂ]ﬁ[ﬁﬁ%%ﬁ%f‘ . infusion reaction, Eﬁiﬁ]ﬁl{ﬁﬁﬁm\ MERFRFEERE. B,
sk, BEDOFIGHIE., B REE, :uﬂﬁ&ﬁ$$ (DB - IRAR - DEMERAMAES) |
FEEH . LA Wit LC. MRy B E A B O P 2 A 3 B R & Sl
L (BIER OB E LTHRERUKEL ST bNAE&HH B2 L), Hbi
BYRLERCX DERHABE->TNEI L,

10



5. REAMRLLRDEE
CESEIC B 5 4]

@
@

77 F R E ST CEREROH 3 BE IR wTKﬁwﬁﬂﬁﬁ?énTwé‘
TRRICHY T 2 BF T 2 FF 0B ERCEHAFEICDWTL, BRI OB EMER
BLENTBLT, AFOBERRERLAR,

o FIFTEAE SR X B IBRED 2L \H's%‘

e iVRAmBRTR

. M®ﬁ@ﬁﬁﬁﬁ&ﬁﬁbfﬁ§éné$ﬁ

@ AFTEEAERSIARRICIN T, SAEEFCBV CHBRICH L CHEZIMEIR

FEEN TS, PD-L1 BRRIZL W AHEOEMBRELRL T & 731=/Tl1”°é<:h/;‘>fr“"5'é
PRONTVSZ &M b, PD-LI BEHER*HHRE Lz ECAF O ST ON B &
FTAHZEREFE LV, PD-L] HEHEN %R THSD 2 EREREN-BEICTBY
TH, BB OBFRERELERT 3,

* AFOBWIFEE LT, JKFE4 : PD-L] THC 28-8 pharmDx #32) REBEH TV B,

[RAeriziEd 2 3E] ‘ Lo
o) TﬂkméTéﬁﬁkomeﬁﬁwﬂﬁmm_kéhfwé b B RS

bz kb,
o EFORSIH VBERECHAEROH DAL

&) %ﬁm®#ﬁkkwTTﬁhMéTéﬁﬁkowTﬁ:ﬁﬂ@&%mﬁ%éﬂtw

v MOBERERER2VESICRY, HECAREERTLZ L2BRTED,
o MEEMFEEOSIIEAEEOH 2 EBH

o MRERRE CHEY %@@5%%&0&@&@&%%%@&%%%&%&1

E DR REREE RS b5 BE

¢ HERERBROEGH R@@ﬁ%&ﬁb<Mﬁ%ﬁ®ﬁaﬁﬁﬁ$®%ﬁﬁﬁ
HHEBE

. Wﬁﬁﬁﬁ(ﬁmﬁﬁﬁﬁﬁﬁ%ﬁﬁ)®%ééﬁ'

s EHOBRRIXEBEFEETAIBE

*  ECOG Performance Status 34ED

D BCOG @ Performance Status (P"S)

Score

R

0

£<MEARENTE S, ﬁrﬁl!&lﬂlbﬁ%.—I:.i’ﬁ?ﬁ"ﬂ“‘ﬁﬁ<ﬁz_5

PUHARIZE LWRTHRR S D285, SITWEET, BIERRM > TOHEEIITI Z LB TE S,
]« SRVNHET, FRIE{ERE

ST TARZOLSONY OZ L EIATEESMEEETE A2V, APO S6%E EEy FATRIY,

Rohaoofomyol L LinTEdiy, Ao so%l 25y FARTFTIRIT,

1
2.
3
4

£{BHEFRV. BROHOEY DI & BRI TR, BRIy FPRFTBIT,

11




6.
@
@
®

BEELTEE T ~XEE ,

AT Z , SRS EH PR D BRI O & R A DM R U IEE
OB NERAEERETSEM L TH LT L,

IETRBIAIC ST b, BERIT T OKEICEMMER Ot E +o0 L. AEx8
ThbRETa L, ,
PD-L1 ML b R Ll L CAFOB G AT 2 HWr¢ 5 = L SEE LV, PD-LI
FHLERHER T E VRS, AR OERAOET & Ec i L L tiR53 3
zE, _

EREWEHO=RT A Mo T

BB BA S b bID & & 555D T, AROBEIC B> TiL, B
W (FPIREEE, Wk, RBEE) ORRROWE X MREORES. BEE 17
ZATS Tk, Ei. MERSUTHEE CT. Mif~—»h —%0REE EHT5
Zk, A

FROBEIIEED infusion reaction 12 THEBARICHARAEOTEDHE
HZITo ETHRtET 2 = L, E7. 2 B B LAEOFAIR 5-HF1C infusion reaction

BHoHbhdZEbdHDOT, ARG T RUFFRERTRIZ NS Z AT A

yEETSE, BEOREELFAICHELE TS L, /2B, infusionreaction %
BHLEHEITE, 2 TOBERERPZR2ICEET 2 ETCEEL T84
THIE,

FUREMREEEE, TEABEEERVIIBESENRHObNEZZERHBDT,
FE| 5B R O 5 M I EMIC Ao WMSEERREE (TSH, #ERE T3,
WRE T4, ACTH, Moy —VEDRIE) #3EMT5Z &, .
FEIDESIZ LY BEORERIGICER T 5 L5 2 b Dikx RIEEHRE
RNHLPRBZEBHD, RENEDLNAAHSIT. RELAHESISE LK
PR L BR A RO ER & B L CEZENZEHE TV BEDORE
IS & DRIERRRDN 2B &I, AFOREXIFIE, RUBERER
NEEORESEZEETAI L, B, ABHERLEOREICLVETE

CAOYRERED LNRWESIZE, BB EERATE S ORETIGIR OB

LEET B, | |
BERT %, SRR 5300 A LT LEWERARET 5 2 L 585 BT,
FHOREH TR O BRI ORRUCHHIERT 2,

OV EUEERRIR (BIE | TEERFEEZ ET) bbb, BEREES TV R A

CEZZEFHLOT, HB, B, REFOERORHALMIEED ERIZ+
NEETDHT L, | HERRIEDhZHETHREEFEL, 4 XY V]
AOBEEEOHNBLBEZITI T L, '

BUENTIE, R4, FHSRERSE, R, BHLEHEREHobhO I E8H D
DT, EHMICIFRREREZIT., BEOREZTAITEET 2L,

12



® FHOEERRICIOT, HERBND 9BE, TR, BEREID £
B 6 SR & & A OTHE 2T - T 2 & 2B HIT, ARG IE
CHROMEREITI L,

13



Bl ETA K54
=R GRETMEZ)

(RFE4 : A7 D— R AR 20 mg, A7V —RARHE 100 mg, A7 00—
RAFESBE 120 mg, 70— RS 240 mg)

~ B 0 e g ~

Rk 2 944 A '(%fnz’fﬁl 1 A %3T)
B4 EE



B

L ZUblc N P2
2. AFIOFE, ERAEF < P3
3. FRRRE P4
4. fERIZOVWT P13
5. mExBLRLEE P15
6.

BRECBRLTEE T EFH P17



1. Ui ~

EHHOFIE - REMOHHRO = DI, B EFFIE IO EHEIERERRRD
BhD, &b, SEEOREFRTTOERIC L Y, FEERM L & oEHN2FHIERS
FEEMLPERBENIF T, IRLOEEREFRICHERBFICRMET S 2 L BARED
WEE 2o TR Y REMBEGES L WEOFEAS L 2016 (T 28 6 A 2 R HZERE)
BN Th, EFNEELSEOHHORECHEELRAEZ L L SR TWE,

PREASFEES . EEERRPREN a7 7 A VBRREOERML LB bR
RAZERHDB, 0, FERUESEICET A IERN+HEET 2 £ oM.
UHERNOBEL B ZT I EBHFEINZBECHLUTERT I L L LIC EIE
HBRBHE B NERMEE & 2 2 E PR —COEG - EEEE TFER
THIEBNEETHD,

Lo T, AHA FFA Tk, Eﬁ%ﬁxﬁ%"(" nETILE Bn'Cb\Zf;E%%C%E’J
BRMRMICESE | UFOERSOFEEHZHETHBRO O LEREN. £X
FRUOHEEEREZRT, )

BB, BHA T4 0L, MIITHIENEER BRI S, ABHREARER
HIRIEEES, —iktHEA B ARERARES R UK A A ABRSERES O
HDH EERL LTz,

W& ERBERL A7V REREE 20mg, 7P —R SHFHE 100mg, 7Y

‘ ' —RETEERE 120 mg, A V—FREHEE 240 mg (—ifA =

RN<7 (EETHEZ))

B ERBYEXE « BIBTRARE R ILEB M O B

HRELAMBERUAR : BE, RARR=RN<7 (@ETFHAMRL) L LT, 18240mg |
Z 2 A REXIE 1 B 480 mg & 4 AR CAMERET 3,
(L RERIBEORBUBRAE I EBE O THREICH LT
A4 Y avT (BEFEBRZ) LHEATIEAE. BFE. RAR
=A< (BB & LT, 1H 240 mg % 3 BRI
FRT 4 BLARHEET 2, 0%, =R+ 7 (BETARZ) &
LC, 118240 mg % 2 WAEHIFEIE 1 [E 480 mg % 4 1 EDILLERY

- REEET S,

B IR R ¥ E  AATFERSTEEAAH

(%) h |

FEHIREC T 5 Y — R A AREER SOmg (—RE A Y AT (ﬁ{n%ﬁ%ﬁz))

ORISR, AEEUAE

Zhfe X bk 2 R IRIBVIBRARE TS o B

AR UCRE: =Ry BaFHElL) LoHIZRWT, WE., AR

AU Aoy (BETHABRZ) L LTI1IEHIngks ((KE) % 3 BERMRRT 4 EREE

Hdsd,




2. ARIORL. fEHBF : ' |

A7 YR AREHE 20 mg, FATEFE 100 mg, [RLRTIHRE 120 mg EUHE ﬁﬁ%‘&
240 mg (—ff4 : =HKr<7 (EETAERZ) | PITF. TAM EW3,) ik, ANEFE
TERRSHLAF Ly 7 25 BETY XM =L ¥ —X A7 47 (BMS) #)
BE%E L7k b PD-1 (Programmed cell death-1) {Z%3 5 & }~§': IgG4 ) I u—FAgiE
Thod,

PD-1 i %&Mbt)/hﬁ(Tﬁﬂ Bﬂ%&U%?:7»#7~TWE)&U&
BERMII RBT 5 CD28 7 7 X U — (T Ml O L2 HBHICE & RUIZHIET 545
TR ZRTBE EW?%%Imlﬁﬁﬁﬁfﬁﬁk%ﬁTéPDl)ﬁ/bUmil
RUPD-L2) LA L, )/Aﬁkﬂﬂ&/ﬁfw%hﬁbe/nﬁ@%%mk%%
RIS LT3, H)lJﬁ/%mﬁﬁﬁ?m@uﬂmtb@%ktﬁ%ﬁﬁk%ﬁ
LTRY, BEEREEERE LR LUEEEEICBITS PD-LI ORI LFEOLRE
B & ORICAOMBBRSEH 5 = L ABIE S TS (Cancer 2010; 116: 1757-66).
T EMEAEAE CIIHEERE T HRPELETBA ¥ —7 =0 H < (IFN-y)
iz k5T PD-LI ORBRBY S, 5 LIEEERICRIT 5 PD-L1 OH & HiEo
ATEHIR & ORICIEOHEBREFE S D L 0RE L H D (SciTransl Med 2012; 28: 127-37),
. &bz, PDL1 #MMHIRBE S BN AMIE, FUFIGER CDS B T MlaofiKagE

TEMER TS €A, Hi PDL1 HifkT PD-1 & PD-L1 & DESRAET 3 L7 0OH
BEFRENEET D ZEBFEN TS, SO 55 PD-1/PD-1 U 4 FRERIL, 28
AAIMBAFURRROR T Jilah b ORBEEZFE T SBFO—2L LTEX DR T
B, . ' ‘
AHE, FEFERABR O RN D PD-1 OHBSMENL (PD-1 U Y FIEAER) 4 L.
PD-1 & PD-1 YN REDREEEZMRETL LI L Y, BPATFRERNR T WO
PR OB AR A RS EEE L M5 = kfﬁﬁ%&ﬁﬁ%ﬂ%%T?
ERERIhTNS,

_hgwﬂﬁwa:*ﬁﬁ%ﬁﬁ%hﬁ?%ﬁt&%ﬁ%hﬁbﬁé%@&%ﬁéh
BRI RE R LB B 2 L o, RAMR OREERRR S his,

HHE DI 55 < BE DRIERRSIC & 2 RNEREN 5 bbh, BEXIETK

| EATREMR DD, FHROREFRURSHITIT. BEOBEE- ATV, BERE

D ONTCHEITIE, BE UL ERITIE U HMMR a0 & BR 2 FoEM & #l L TE
PR ERRE 24TV, BEOSERISIC X 2811ER 73=%§:bﬂ’b’é $EAICIE., Bl BERE AR
%/ﬁ®&%%®EQEM%%ﬁ9z¥w%5



3. BRDRRREE |
ARIE IR RE USRS O BHRRUER DFKGRIFIZ AT & 1T - 7o E R BPRBIR O Bt &
7?‘:-?-0 . -

[(FZhik] -

OEIEFEMAERER (ONO-4538-03/CA209025 FER)
mEFERSEREZETIHEREEN (TXF=7, A=F=T7 VT T2,
s R=TEY BETEREEE AT AT RS 0 BB e R o R
821 il (AANBH 63 FlEEie, AFIFE410H], =<=u U AREE 4116 Zx&iz, =
Ao Y AAZFERE UTHE 3 mgke % 2 MM CARSELEZ L EOFMERUE
2R Ui, TEFMEA THA24FHE CLT, Tos) £vi, ) (PiiE [95%
{ZEXM] ) i, AFEET 2500 [21.75~NE] # A, =~a U AREET 19.55 [17.64~
23.06] FATHY, FFNTz~o Y AAH LN ERERIEEZR L (A
FE. 0.73 [98.52% {5 HEX M : 0.57~0.93] . p=0.0018 [J85 log-rank #R7E] . 201546 A

18 EF—FHy hA7) -

—A— AEE
D TN LAEE

1£ 0.5-
822

0.4
0.3 -0

0.2
0.1+
0.0+ ‘ :

AR VAR B L S S S WL BN SN S
§] 3 8 g 12 18 18 21 24 27 30 233
at risk¥ S1FHE (A) '

B 41_0 389 359 337 305 275 213 138 73 29 3 0
INOVLARE 411 366_ 324 287 265 241 187 115 61 20 2 0
X1  OS OHEEITRO Kaplan-Meier Hi## (ONO-4538-03/CA209025 3R5%)




. HAAISER 63 B GRAIEE 37 B, =1 U LR BE 26 ) 0 OS (L [95%
CEHEER] ) 1. ASHIEET 2737 [23.62~NE] BB, =n Y ARFETNE [NEmNE]

A Tholz (NF— FH 1.50 [95%SHEER : 0.49~4.54] )
*: EERE CIF, R

1.0
0.91
0.8
0.7

. 064

7 05- e - x:f\m:mzﬁ

% 4- '
0.3
.0‘2_
0.1+
S R

¢ 3 6 9 12 15 18 21 24 27 30
atrisk®. SR (R)

AME 37 37 36 35 35 34 24 16 8 4 0

INOULRE 26 26 24 24 24 24 20 15 8 3 0

2 H*J\%th.ﬂ'oﬁ’é 0S D FEfEHTRED Kaplan-Meler thiR
‘ (ONO-4538-03/CA209025 B




QELFSEMAERE (ONO-4538-16/CA209214 FRER)

{EFRRIEARIGHE OWETHE TR O R R B RIamAE 1,096 ] (HAANEE
7 HlEED, AE) AT EETERZ) BH CUF. TRKF+A BV avT] L
50) TEESSO P, A=F=TRESCH) ERHFIT, A=FoTEGRELTHRA+ A
) he T OEHHER CREEZ RS L, TEHIEE T 5 Intemational Metastatic RCC
Database Consortium (UL F. [IMDC] £VV5, ) U R 2 53 O Intermediate 2O Poor U
Y OBE KRHA CY D TREQS Hl, A=F =T 422460 18175 0S (il

[95%IERRET] ) %, AH|+o U A<= 7B T NE [28.16~NE] H A, A=F=7#
T 2595 [22.08~NE] A THY . AF+A LV A TEHIERA=F =BT LR
ENCEBERERZR L (A FEE 0.63 [99.8% {53 XM : 0.44~0.89] | p<0.0001 /@
B log-rank #RFE] . 201748 A THF—Fh v b4 7)
A1 : WU A B REREORERESARVME, L, UFOSSRSERRECEDR,
LTRTEREANSICH LT | AEOUTHIR LGB (7272 L. Mg IS HISE T
(BLF. TVEGE) #vv3, ) Xid VEGF ZEWEEN & L-EREKR<] BT h, Hoff
MRS ML ORI D 6 7 S FRR%ICHR Lis
*2: 45 3mgkg (KE) & €'Y A~ 7 Imghkg (KHD) & AT 3 WIMMING T 4 BLERHHNE LI,
HH 3 makg (ST % 2 MITIRG T ATRTE L, SUEEMHCRVTE, AR RIICRS.
Lo A €Y A= T IIARORGHKT 55 30 38 LOMEE BV THRSZHMBLE,
3 : LIFOO~@0WTRIC S ik L2V EHICH Favorable ) 27, 12@2&5%%tf%%mi-
Intermediate ) % 7/, 3 7R Bh £ &I A Poor U R 2 & &R, |
OB & BTSN TH HARBROEMESENT £ T | 4F:467 . ©Kamofsky —HIRIE 80%3H,
G~ 1 U AER A PR, OMLEGOB A MER 10 mgd 8% 5. O TR
U LR AR B, @MU M EIREE X 5

1.0+~
X
_ oal
i)
=§'o.7
(77
= 0.6
g a5
k=1
g 0.4
0.3 L
& —_— AFA Y A SR
.2 e L AZFTRE
A irme
on| ORTZIY
D‘n i ¥ ¥ ¥ ¥ L3El ¥ L2 L) L) L]
I 3 G o 12 E2 ] 10 21 24 a7 L1 a3
Ovpprall Baeevival {Rionths)
R4 RYETRE 425 399 DR RS 3T e 300 241 EEL- I 7 2 ¢
R=F=TF 422 387 352 318 248 253 225 179 e 24 3

X3 0S OFEfETIRD Kaplan-Meier Hhi (ONO-4538-16/CA209214 2RER)
AT RHB4ER © Intermediate 2T Poor ¥ 2 7 B
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feds, EPSEFSMIERER (ONO4538-16/CA209214 BRER) 123V T, IMDC Y X%
SY$E2S Favorable Y R 7 O BE XL ERTHIE B OMFFRISGER & Shiphot, HHR
BRICIS AN B Favorable U A7 DBFOF — F I BS3E | RN 21T o 12
R A+ EY AT TBERBLTA=F =7 HCAFRFEENELATVS (F
=), -

10— o,

.

0.9 o
o i
07} .
0.6
05
0.4

0.3

Probability of Overall Survival

0.2t amecegaevn
fedem 1 REFET B
0.1 QBT : HgY

0.0

i L L] I ] A &
e 3 & 9 12 15 ‘18 20 24 27 30 33
Overall Survival (Manths) ‘
AMIACT Ao 324 120 16 M1 108 104 68 78 2 2 0

ASHSTE 124 NS 118 17 14 110 109 104 B4 32 3 . 0

B4 OS OFREMEHTED Kaplan-Meier fif (ONO-4538-16/CA209214 BABR)
FRATRIEREERT : Favorable U 2 7 I8



[Z4f4]
OEELRFEMAREE (ONO-4538- 03/CA209025385k)
HEHEAKIEE 397/406 i (97.8%) . Tom Y LREE386/397 Al (97 2%) L.m
b, IREAZR L ORRBRATE TERVEEFRITAHIEE 319/406 i (78.6%) |
1 Y bAFE 349/397 5l (87.9%) ICERH Lz, WO TREARR 5%uj:o>auﬂz
HAlITEROLBY Thol,

F1 WTRHPOETRERERH s%J;u:cDEIH’FH {ONO-4538-03/CA209025 RF)

I B (%4)
BRI EE ey

%ﬁ "—EDRM 13 0) 406 1 97

¢ verie % Grade  Grade34  Grade5 & Grade  Grade34  Grades

SRIVEA 319 (78 6) 76(187) 0 349 (87.9) . 145(36.5) 2{0.5)
CHTREESETNY L ASREER SRR e e DR e L e e e

eyl 32 (7 9) 7(1 ol 0 . 94 @37 31018 0
Py T g T T

'P#:ﬂﬂi%ﬁaﬁ:‘l«‘m 54 (5.9) i (0.2) 0 2 (0.5) 0 .0
LIRS B e : SRR T ST R

{Ef ) 24(5.9) 1{0.2) 0 21(5.3) 0 0

T 50{12.3) 5(31.2) 0 84 (21.2) 5(13) 0

L 57(14.0) 1{0.2) 0 66 (16.6) 3(0.8) o

0 age 8 (2.0) ] 0 117(295) . 17(43) 0
ok 24(5.9) 0 0 e 9
;ﬁ-ﬁ%ﬂﬁ%‘iﬁ&tﬁiﬁ@%ﬂ{imﬁfﬁ

4% 5 18 (4.4) 1(0.2) 0 33(8.3) 7(1.8) 0

WH ' 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

BERE D i 1nen ] 0 75 (18.9) 12(3.0) ]

AH I : 17 (4.2) 0 0 56 (14.1) 2(0.5) 0

e 34 (8.4 0 0 0
R .y

= LR D-—}lxﬂ‘;}’}] 1(0.2) 24 (5 0) 1(0.3) 0

e & LT = Lo 27(6.7)

R

2 VAT r—VnE 32(0.5) 0 0 29(7.3) 0 0
i’éﬂfnﬁ& . 9{2.2) L 5(LY) 0 46 (11.6) 15(3.8) 0
FRYZVEY FiiE 5¢1.2) 0 0 64 (16.1} 20 (5.0) ]
ﬁfrﬁ;ﬁxﬁ 0 4(L0) 0
Bﬁfﬁﬁ“ 27(6.7) 1{0.2) 0 14 (3.5) 0 0
it e BED 0 0 303 0 ‘0

j&?ﬁi{"[}h’% I HALT A Ty . :
BREE ST 1@ 0 0 G (12.3) 0

g 24(59) 0 0 19(4.8)

OTRE RIS ETERE T SR 5
7 4 T 36(8.9) 0 0 77 (19.4) 00 0
o) grspe S 30(7.4) 30.7) 0 - 51 (12.8) 2(0.5) 0
Ea il 3070 0 0 41 (10.3) 0 0

. Bilgss 16 (3.9) 6(1.5) 0 " 58 (14.6) 11 (2.8) "0
NIERBIE 2 12(3.0) 0 0 20 (5.0 0 0
BERFREH ' 26 (6.4) 0 0 33 (8.3) 0 0
FAE - RETERME ARSI GEE 4(1.0) 0 0 22(5.5) 0 0
£ D 57 (14.0) 0 0 . 39(9.8) 0 0
ReiE 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0

de, PEMERER 1961 (47%) | B2k 18 (0.2%) . MEBUMBMRIE/ S A 35 —56



#il (13.8%) | KiZ - EEOTH 1061 (2.5%) . | EHERH 1 41 (0.2%) . FFisnERs
T A6 B1 (11.3%) | FFE 141 (02%) . FORIRMEAEREE 34 ] (8.4%) . FRBEE 55
# (13.5%) . BHREEE (REEHEREMEERS) 28 f) (6.9%) . BIEH#EREE 6 B
(1.5%) . infusion reaction 21 8] (5.2%) , EEFOREREE 45 (1.0%) . TRl
siss 0 1 (0.5%) .« BEZE 1 B (02%) RURE DA 15 (02%) FEDBRE,
o, BREMGEDE, O, REMED/MEEIERBER, MK - SRR R ORIRIDLEZE .
RIENIRD bhviadof, ABHEARTUARIZEESS (RAREERT é"ﬁm’) BE
@%%F%%TT

OHEBEEFE MM (ONO-4538-16/CA20921474FR)

HERGEIFH+ A ©V b~ 7HE 5441547 B1(99.5%) . 2 =F = 7B 532/535 {1(99.4%)
KRH b, BRELOERBPEIEE CERVWEEFRIIAA ALY A TR
500/547 B (93.1%) . R=F =7 Pk 521/535 B (97.4%) KRW b, WThnOR
TREARN 5B LOFWERIZ TRO L BY Thol

32 u\'é‘n:bw#'c%&ﬁéﬁﬁx 5%LL EOBIER (ONO0-4538-16/CA209214 FAB)

I (%)

MERIRSE FH A E) bw TEE A=Fo B

E(:\'JEHEDRAH 20.0) 547 41 - o

¢ vers " & Grade  Grade3-4  Grade5  Z Grade  Grade34  Grade$

2RHER 509 (93 1) 250 {45.7) 521 335 ( 62. 2( 04)

i - 34( 6. 2) 2( 04). 0 83(15.5) 24( 4.5 0

" i ER A ' 1( 0.2) 0 0 30( 56)  3( 08 0-
o BRI 3( 0.5 1({ 0.2) 0 69(129) 32( 60) 0

M PRI 2(,.04) 0o 0 95(17.8)  25( 47 0

RIGgHeEr4 7 wzs( SI)W
Fﬁikﬁ&mnumﬁér 59(10.8)

12{ 2.2)

38( 6.9) 0 8¢ 7. I{ 02 0

9( 1.6 0 30( 5.6 0 0

I5( 64) 0 39( - 7.3) 0 0

145 (26.5). 0 278 (52.0) 28( 5.2) 0

31( 57) 0 32( 60) 0 0

, _ 15¢ 2.9 0 95 (17.9) 0 0

: : 3( 0.5) 0 27( . 5.0) 0 a-
e RSBV A . 6( 1.1) 0 55(10.3) 0 0
LS 109 ( 19.9) 0 202(378) 6{ LI 0
©23( 42) 0 149 (27.9) 0

0 0

91 (17.0)

T1(132)

[} 12¢ 22) 0

’ 202(36.9) ] 264(493)  49( 9.2) ]
HIORE ’ 13( 24 ] ©152(284)  14( 2.6) ]
AT : 25( 4.6) ) 29( 5.4) 0 . ¢
8 79( 144) 0 ) 0

CREERRRAE I il
ALT 19 60(11.0)  27( 485) - ] 50( 9.3) 3( 1.5 )]

LT EIZ—EHm ‘ 711300 31( 57 ] N( 1D 17( 332) ]
AST 3 - . 58(106)  -19( 3.5) 0 49¢ 92) T( 13) ¢
M LT F= i ' B 64 L1( 03 ] 35 65) - 2( 04) 0

0 30( 56 0 0

1t of FE R B8 7k - 2 BN n¢ 2m 0

9 | | ' o



i (%)

n“a—ﬁ_?ﬁ!ﬁﬁ}?ﬂ AE+AEY he TR AzF =P

%ﬁugmm 20.0) 547 ¥ 335 4
¢ ver-a % Grade  Grade3-4 . Grade5 4 Grade  Grade3-4  Grades

T A2 R I - 90(16.5)  56(10.2) 0 58(10.8) 35( 6.5) -

Hr P ERYod 3( 05) 1{ 0.2) ] 40( 15  23( 43

[ W R-E et 2 4( 0.7 I 02) 0 73(13.6) 36( 67)

K 18( 33 0 (] B 52) 0
__pmEREEL S0 D 0 0 40( 7.5 11(_2.1)
i{ﬁﬁ{ﬂ;tﬁ%&ﬁ%

g 28( 51)  8{ L3%) 10¢ 1.9)

FERIRIE o TSQ3T (1) 0 133(249)  S( 09)
;ﬁﬁ‘m%%l%ﬁ#ﬂﬁﬁ% B L L T T D R

SN 76(13.9) 5( 0.9 0 39¢ 7.3)

fireadm 49( 90y 3( 0.5) 0
O MHBRHE i JTC3D MO O O
g T T T e o

TR SR 31( 57 0 0 179 (33.5)

Wb 83( 97 4( 07 65(12.)  1( 02) 0

s@ﬂ%&\%gﬂﬁ‘xﬂﬁ]ﬁﬁg L T PLiiien : B e s f__i:; CEid

L7 45( 8.2) 0 0 31( 5.8) 0 0

FENR R 5 31( 3.7) 1( 02) 0 33¢ 62) 2{ 04) 0

i i T o (] 0 55(10.3) 3( 0.6) 1]
 liligsze 32( 59)  6( LB 0 0 0 0
RS EC R T e e T e

B R ‘ C40( 1.3) 0 0 46( 3.6 0 0

B 0 0 0 29¢( 5.4 ] (]

R - RIERERAE GG 5( 0.9) 0 0 231(432)  49( 9.0) 0
F SYEIE - 154(28.2) 3( 0.5) 0 49( 9.2) 0 0
R 118216  8( 15) 0 67(12.5 0 )
BER IR 50( 9.1y  8( L3) 0 2( 41) 1 02) 0
BRGgELA - : 2( 04 0 i} 27( 5.0) 0 0

SRepR 0 0 0 43( 20) 0 0

e e e e SRR
T IE 12{ 223  4( 0.7 0 216(404) 85(15.9) 0

2B, FH+A Y A TERICBWT, FREE 136 5] (24.9%) | IFSRERES 98 41

(17.9%) . FURIAERERSE 147 81 (26.9%) | BHEEENIE 46 61 (84%) . FOEMENHER
B35 61 (6.4%) . KBk - ED TR 36 4l (6.6%) . EEED RS 20 61 (3.7%) .
TRASHAEES 24 6] (4.4%) . BIBHAEEE 3241 (5.9%) . 1 BUBERIE 5 41 (0.9%)
B 7 (1.3%) . BEERGEEAE 1 6] (02%) . fiddk - Bl 2 1 (0.4%) . infusion
‘reaction 22 1 (4.0%) | 52 & 5 BiZE 2 41 (0.4%) . DEZE 1B (0.2%) . 2% 2 Bl (0.4%) .
HEBURRMEAE/ I A3 —102 61 (18.6%) . AT 7] (1.3%) RURHIRILARZERIAE 2 51

0.4%) DPRD BNz, T, /MR EENR R CT{EERER TR D b
hot, AREARIURRIIEERS (BRBREERYZED) 2 DEHRBREZT
T '
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Iﬁ& A& :
Kﬂwlﬁﬁﬁ%@%%TW%ﬂﬁbt/~:V—ya/LiD A% 3 mghkg (f
H) Xid 240 mg % 2 BHMECRE LEEBROFRR OmMFPRENRN Sz, £OfE
R, A 240 mg #HE LEBOEERRE. AF 3 mgke 25 L ROBRER & gk
LCEEERTEFUESNELO0, AAARBFICBVWTAFENERSATVWEHA
B AR (0mgke % 2 WRRBRBCRE) TAMZERE L BORER & g U TKE
R FRIEN (FR). MAT, BROBRICBIT 55— 2 i255% A% 3me/ke
(fKE) XX 240 mg % 2 EMERETHE L2 BOFRORER L A e et L
DOEE LT SBRBESETAPBES L, BB OV THRABMTOIIER,
RO - AEOR THIMR L2 HEEZRl W e TFllahi, £ &
MIEREICRIT A7 —FITESE, AH 3mgkg XiE240mg & A V'Y LA<7 1 mgkg
. % 3 ERRRTHRE LEEOARIOBRER L Btk OER RN ARBERSTT
ABBESh, YHEEIZTSOW TR TONEHE, FROBYE - AROBTRalt
AR ER IRV ETFRIS i, :
%3 AROTWBE AT A—F

m% . m% Cmax . CmindH ) CavgdH Cmax,s.s Crmn,ss . Cavg,ss
(ug/mL) {pg/mL) {pg/mL) (pg/mL) (pg/mL) (pg/mL)
3 mgfke Q2W (352 "?0.8) .(10.1/?'2645) , (17.2;‘,1‘;3.9') (75.1)1,3;71) (27?1%';07) (42.717,"1527)
240mg Q2W | (51.712,.?03) (15.22?54.6) (25.314,':7.8) (ioé,sgs4) (41?57:-31358) (62.]1(,)9] 87)
10 mg/kg Q2W (14;?-51119) (51.62{ ?9.2) (79.913,'21;14) (33??232’5 (132,l ; 13) (23?,712:86) :

PO (5%, 95%R) . Q2W : 2R, Crawx : B S OREMIE PIE, Crioae © FIEIRE 14
A Bizit 2 REMEFREE, Copas : FIEESHE4E B E COREBFEPRE, Cos: TEREICE
H. z)I!RIEImLF q:ﬁg Cmm.ss . H}]Zyrh ‘Ikﬁ-n i‘\—j-ﬂ H- Z)HK{&MFE‘:%E Cavg,ss H):f:?rh 'U\ﬁ_nth;l‘-:l H- 6 TﬁJJfﬂ.‘?"ﬁ"q;‘
A

iz, RO BEREMBIEE T A Lz a b—sa vick v, A% 480mg
% 4 BWRIRRG TR 5 UIBEAR O B - A RS TR E L B0 0 i P e AR
Shi, TORR. A7 480 mg & 4 BB TR E LZBEoBFEREIC kT 5 ¥gmn
T (B, [Cugeel £V15.) i3, 25K 240 mg % 2 BREIMIRE THE L72BED. Cuges
YL B L FRERE (TH), . A% 480mg % 4 BRIBR CHRE LEBOTE
ARIBIZBT BBEEMFPEE AT, (Cumsl E115.) 1. A% 240 mg % 2 WRIKIE
THEE LIBED Couss & WL THRRT L FHERE OO, BAABEICBNT
BEMENER STV B0 - IR (10mgke % 2 MRAMRETRY) CAHIZEELE
BEOD Craess & B L CIEER R L PRSI (FH), M2 T, BROBEICEIT 3
F—g k3% AH 3mekg (KE) E7oik240mg % 2 BRI, % L < 1XaH 480
mg % 4 ARG CRE L BoRR ORER & A T2 e L OB RN S
BERSEFVBBESNL, YoV TRESThRIER, ROk - Ak
DR TAMMER LI B2 ER IV E FRIS R,
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F4 FHORBEE T A —F

m E‘ . Jﬂ ﬁ Cinax CmdeB Cavgc[ls Cm:u:,ss Cmin,ss Cavg,ss
(pg/mL) {ug/mL) {(pg/mL) {pg/mL) (pg/mL) (ng/mL)
X w 516 2732 | 310 113 62.1 776
meke Q {35.2,70.8) | (16.5,40.3) | (21.2,43,9) | (75.0,171) | (27.1,107) | {(42.1,127)
27 383 437 159 §7.38 109
240mg Q2W |51 1 103y | (233,59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
T 145 29.7 530 216 713 109
4B0mg QAW | 05 907) | (155,474) | (37.0,748) | (145.336) | (27.5.137) | (62.1,187)
193 99.6 116 396 214 275
10mehkg QW | (14 500) | (86.5,132) | (101,148) | (320,525) | (184,303) | (236,377

FHOME (5%0T, 95%A0) . QIW : 2GR, QAW : 4RI, Cruw : FIEEEG- ORI FHEREE .

" Connazs : FIEFRE 288 Hizd T 2 REME TEE, Coges: AIEHELSE230 B F COFBME PEE,
Crnax,ss: iﬁﬁﬂkﬁﬁllﬁlféﬁﬁﬂl?ﬁqlﬁgf\ Cmm,ss . ﬁfﬁ?ﬂkfﬁi:iﬁﬁé%ﬁﬁﬂ.ﬁ?q’ﬁg\ Cavg,ss: ﬁ:ﬁmﬁﬁ .
B B R R ' :
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4. HBIOVT
M+ﬁ&%%$®mﬁﬂ%7mxﬂ%@&@%ﬂ@ﬁ%ﬁkﬁ%?é%ALﬁ:ﬁ
Gelr & UCHBARGIIE (SFIE) MEEBA TV T b, M F B &
WTXBMBTHISERDD, TOLT, EHRGKY R EHFE (RMP) I2ES%,
A 5 B 22 2 B B B~ D 1) P28 3 B GRE T 2 T, AN B 20972 2
FEDW - BEL, FFOBREC L) BEERRIEREZ BB LEBICHINT 5 2 L BKBE

. UFOO~@0T~TEWLTHRICBVTHAT 5<% Th 5,

@ HRRIZHOWT

®-1 T%@(U*v@)@@fﬂmkuéfém YTHDB L. ,

(1) A SR ST T 5 R A R ESESILRRTS RUATR Y e
mﬁm&%&@%ﬂﬁrh\mﬁmmﬂﬁr&ta) '

(2) FEHEEREE ‘

@)ﬁ%ﬁﬁﬂ%ﬁ%ﬁ#éﬁh@ﬁﬁ%ﬁﬁ(ﬁh@%ﬁ%ﬁiﬁ%\ﬁb%ﬁﬁ%

- WL, AR P)
@)%%k%ﬁ&%%&%L.%%k%ﬁmm%lxm%%k%ﬁ%m%zwmﬁﬁﬁ
IR B BHEIT o TV BT |

@)ﬁﬁ&@%ﬁ@ﬁ%@M%mmmﬁﬁkw5Fw%ﬁorm5m&

@4 %ﬁ@ﬁ@k%ﬁ%&U@ﬁ%%ﬁﬁ@ﬁfﬁ+ﬁ&ﬂ%kﬁﬁ%ﬁOEﬁ(T
ﬁ@mfnmkuéfézﬁ)ﬁ YRR ORRNCET A IRROFLE & LTRE
EnTnaI L, -

=

s EMMGFREER 2 FEOTHIHMEEET L&z 5 ﬂzu_l:@ﬁlbfb'%@ﬁ%ﬁ{ﬂﬂx%
ToTWAZ L, 9H, 2FL I, BPAEDFRERZ L LEBRBEFEOWEL
FToTNBRZ &,

o BEIREFFESE 2 EOTHIPHEEET Ltk 4 £0L EOBRBRFEORRFHE
FTHoTEY, 96, 242 EIT, %‘#ﬂiﬂﬂf‘@#h%%ﬁ%’é’fﬁ'ﬂ#h?“ﬁﬂ)ﬁ’&ﬁ
FHEZE1T- 'Cb‘é P

- @ B%W@E%nnf*ﬂmﬁmﬁ%m;otl YT

EELEREHICETT 2 EEEN0RE Sh, MESENS @Eﬁ?@ ., ﬁxil Hi 7S
SMEESOEROEER CEMSITNT 58t FEFSNRE LEBA08E
R, EREOMIITONBERIBESTWEZ E,
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@ BHER~ORIRIZOVVT
@-1 Farkihlc i 22t

PR RSO BB RBERBSE LB, 24 BRERHERO T, MBMBRRX
IR 35\ T, BRI L BHEA TR U CARSE R U CT S ORIEH OERIC 24
EAREORKERY BRICE L, BHICHSTERERAESTHWE Tk,

@2 EHAEEI L2FEFLHNICETIES

BABRCEED MM RMR R CEEEZF T 2 EREEESRERAT=F ) 7
EEDIEROAY V=0 FETVERE L HREHFTE 57— AEREHIE
WENTNBT &, 2B, BHEERICOVNT, BARE L EZORKRICHHICAMENT
waH I, '

@-3 BHER OB iz LT

EIEA (MEMEMREBICNZ, EEGESE. LR, BR, BEFRARE, RIBX,
MG, BEOTH., | BERR. BUEMR., AL, IFEERESE. Tk, mEme
2. RRIREEEEE, TEAEERE. MREE, BEE, pIBEE, ML, EEOR
[GREE, #RIRMARIEISAE, infusion reaction, HEEeMiEREE, MIRARIEGER. .
BeZe. BEORERIE, WIS, OEEE (LERE - RIR - DEESSMES) .
JESEHMm ., SEFLE) 1o LT, YRR ULEBERS RO EMHE L F 9 5 EHL & i
L (BI{ERODE-LHSICE LTHRERUXESZIT b h a4 bd L), EbiC
HEE R LBEN TE HEHPE-TND I L,
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5. BERGBL2HEE
(AT 55E]
@ Tﬂ@%%hkwTX%mﬁﬂ&mﬁﬁénrwa
o MEHFEEFEEREETIHE %@%ﬂ(?#v%wf A=F=T, VTT
==T, XR=TE) aH{E%%EJE"&%_TZ)*E?A@%T%Kliiﬁﬁﬁﬂ)
FilamaE (RRIBMIRS)
o (EEPRPCSRIBIEOIMDCY A2 ﬁ:}ﬁ?ﬁ*lﬂtermediatey.}iPoor Uz ED e
ERARE R@i%@]‘éCD%#[HHEr*% (MY AwTE @ﬁ?ﬁ?&’—?—)

) TEh&é?é%%Lﬁ#éﬁﬁwﬂﬁﬁuﬁmﬁﬁmowrﬁ,Kﬂwﬁﬁﬁ
BRI SN TR LT, FAOBEHR L RBRV,
. m%ﬁ&x%ﬁ$%&0%4bw4/ﬁm®aw%ﬁ@&ﬁ¢5$%hﬂf
L BAHEMES,

e iR,

GED) EpxitF SRR (ONO-4538-16/CA209214 BRE) B W T, B TFOO~@DWFnic by L
MEAITRY Favorable U A 7 1 Xk 2 HB 257 T85-8020K Intermediate U A2, 3 EE B E &5 54
i Poor V AZ LERE, (6 "—TZM)

BRI & B2 S U A b AGRBROEMEA LI =T | SR
Karnofsky —H2{X0E 80%RH _

T B M T NSRS

RIEH DI T MEH 10 mg/dl ZHBX D
FPEREAS IR I REM 2 B

M AR B e ER A 2 5

@eeeOrT
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[ZethicB¥5%5]

O TREFEYTHIHEFIZOVWTIEIAROBRERZEE L SNTHWBR b, HE52T

DN &,

. x%wmﬁmﬁbﬁﬂrm%ﬁ@@%5$%

@ WHERIOFIICE T FRICHKS T 5 BEIC OV Tk, AFIOR S AR i
R, MOBIBEREARVERITIRY . WERAMEERT 52 L2 BETE S,

. FIEMEMRAOA LD H D B -
© BE RN I R 5 B R UTEBHE O HATRIREA SRR IER
EOC RN H DN D B
. aaﬁrﬁawAﬁ-xm@ﬁmmgb<mﬁ%ﬁoaaﬁgﬁ$@%ﬁﬁw

Yt

< ESBEE EhBMagEELZIl) 055 8E
s REEOBRRIIMERETAASE
«  Kamofsky Performance Status 70%&55 2 OBH

() Kamofsky Performance Status (PS)

EFE

Score
. 100 EHE, RBICHT 2 BE OiF AR, EEERR L,
IEE OB TEE, fFNARFEERLTER, 90 EVEERRIEIRIZ 3 B 4%, IEETEBIEE
80 DY BEIERE S D, FAHL TR OER R
B - bR, BECAECE T, B 7 iﬁ?i@ﬁwﬂf%bm\l%wﬁﬂ Bildaz |
B P b2 P8 60 | BAlchmhz LT, L8 VEFUINE
= : 50 FEEPER LRSS L O EHSARERITA M HE
o 40 B3, BPRIERE L OGS
FORY D EEFBLTTER, BRHD N 30 - | R<ETT. ABRPATEERERE LEE TN
IR OBR L AEOFRESLTELE TS, KA 20 FEFICERE, ABRBKLECHANRHRRMN ST
BEEICHETL TV AAEERSHS, 10 | FEHAE- TS
n 0 BE
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6. BEZELTEETIE

@ FRNTBECM, BEREEE P RT3 TR SIS 5 RH O RHER EERE
RO DI BER R THICERL T LEATE T L,

@ BB LD, %%Kﬂ%wiﬁkﬁﬂﬁkof@ﬁ%+ﬁmﬁb AR %S

L ThBESTAIE, -

@ FERBEHMEAO=RYRA L MZOWT

Faﬁ’ﬁ%ﬂﬂiﬁé%ﬁ% BB ERHBHDT, FHROEGITHI- > Tk, ERKRE
KPR RS, S, RBE) O &Uﬁﬁgﬁﬂxﬁiﬁﬁa)%ﬁﬁ% BEE+5H
iTH Z &, Eiz, MELJT} CTHa# CT. m?*v~73~%®1ﬁ§%£ﬁﬁ'é
Tk, \
Kﬁ@&%ﬂﬁﬁ@hﬁﬂmmm@nKﬁif%%ﬁﬂ+ﬁ&ﬁ$®?%5ﬁ
WHEITof L CEsT 52 &, £, 2 8] H LR OAFIR 552 infusion reaction
BHbbhsZ b bbhd0T, AFEEHROARELSE THRIZ AL 24
CERHAET B%, BEORES LT A L, B, infusionreaction &
FH LGS, £T @?ﬁ@&@ﬁﬂtﬂi‘%@:@ﬁﬁﬁ‘é ES 1‘%%‘%4—%@%
THL, ' |

FORARMEREREE , T RE E&U@%Wﬁﬁ%%bhé LRBBOT,
$H®ﬁ%ﬁ%ﬁ&0&%ﬂ%¢mm%%kﬁﬁw%$ﬁ§nmtﬁﬁta
EERE T4, ACTH, P anFY —AE0RE) 2EHTII L,

AR OEEIZLY  BEORERIMNOER T2 LE X bR AL IRREROMRE
Bhbbhs BB, RENREDONIHEITIE., RELEERIISLE
B AR L R A O AT & i U O ARSI R 1T BE R
BRZ & 2 BWERR b 2 5-410iE, AFORER T IL, RURIEEER
NERIOBEEEBETHI L, B, BIFREFRALT L OREIZLVEME
ROUERRD DRRVWERIIL, BIT R HA AT PO REEGIE OB
LEET 5B,

BT %, BRE 6H0r A L'(‘zn HEHEH ﬂa%ﬁﬁ‘é LBHHED
AR OB ERTHICHRIER DREBUTFITEET 5.

1 BB (BUE | BERFEET) Mhbbh, BEREES PT Y -V R
KERZLBHHOT, OB Bl BHEOEROFKELOIFED LR+
DEETHIE, | *"#ﬁﬁrﬁnﬁ%bhté’% M:té&ﬁ.rétiﬂﬂ:b AR B
Ko 52 OENRMBETI Z L,

BUERFS, FFARA, Frhemes, F&, BeiERE LR H Ba‘oh‘é:kﬂ%é

DT, ENMISERE ST, BEORER S ERT B b,
ARIOERRBIC BT, (LEREIAREEI T 2 BARES TR,

O LHERE S HE I L, LERERBRET BT 5 Y Y A= T ARSI
BE5REPL TEMII6ERIZ L (RIENT 12 BM%) ICHEPMEOFHEETT - T
T L ERBHI, ARRSPIIENICERRE THROMRETT, 5 alp N
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REEAHEETA R A v
=RN<7 (BisFHE#Z)

(R5e4 « 47 V—RRBHEE 20 mg, A7V —RRHHE 100 mg, 47Y— .
FAARESE 120 mg, A7 P—REHHE 240 mg)

~HHBRDE Y o~

T2 94 (BF2EL 1 AKED)
JELAE B8



SE/N

ARG e

ez :
FH ORI, ERAEF
P BR Rl

B2 T

BEXNRLIZDEE

BRI L CRE T RS EE

P2 -
P3

- P4

P7
P9

P12



1. [ZUHIC

EIHRmOFDME - TEMEOHBROTZDHIZIX, ﬁﬁii%h%dwtﬁmtﬁﬁb*w
BB, &bIC, IEORETOESIZ LY, RUKEEL R L OEFHRTRIERE
FEESNKBINDPT, 2o OEERZEICHERREITRYT 5 2 & SIRED
B o TR REMENEY & WEDEARSH 2016 (CERL 28 £ 6 A 2 HHZERE)
ZBWTH, EFMEEREOERORE{LHELZRS Z &&éﬂfwé

ﬁﬁ%ﬁ%ﬁ[ﬁmm:ﬁ@ﬁ%%ﬁéﬁ7u774»m&rwtﬁm&%6#_%
BB EBbD, DOk, TR ORI ET 5 FEA 0BT 5% TO/M,
WHEHLOBEEBLFT LT BTSN DBEITY LTHEATD L L b, BlfE
FARBHRUFBEICYE RGN E & B2 B RAE—EOBESF 2T ERMEE CHER
THIEWNEHETHD, '

LizHoT, $ﬁ4b74/fm FASEERMELINE TILE LW B ERIEN -
BEn R K-S, uthimwﬁﬁ&ﬁ%%%ﬁféﬁﬁm%&%&%#\%x
FROUEEFEETRT, R

BRI, KHA BT A ik, WOTBIEAEESEREGRRAHE. ASdAEBEARE
BRRIEE S, — R EEA BARBEREANRES R OB EA A ARLIEES OB D
4 & fERE L7z,

%G L B EIES AT O — R AREERE 20mg, A7 R A EE 100 mg, 7Y
— R EEEE 120 mg, A7 P—RERFFHE 240 mg (—RE . =
R GREETHEL))
HEERAMEUINE | BRIBHREOTRME IS Y Lo
REERAFEROAR  B@E, RARIR=FEL<Y (BETHEELZ) LT, 1H240mg
% 2 ERERUE 1 E 480 mg % 4 BRIFRCREFHET 2.
3 IR 7 ¥ SRS TERSH




2. AERIOFHK. 1ERERF

AT T 20 mg, FLATERRE 100 mg, [FLATEREE 120 mg B ORLAHRE
240 mg (—fB4 : =RA<T (BETHIRZ), BUF, [FF Ln5,) 1, NHES
TEHRSHEE AT vy 7 A BT VAV =AY —X R747 (BMS) #) 2
pA%E Lick k PD-1 (Programmed cell death-1) 2332 & MRl IgG4 £/ 7 n_f}bﬁfﬂi
Thb, - o -

PD-1 1%, &ML L7z ) 288k (THIBR, B HIRR O F2 54055 —-THMIK) RUE
BERABBAICREBIT 5 CD28 7.7 3 Y — (T MIOIEEAL A MBI E L I3 54>
TR BT AEEKTH S, PD-1 IHPURIRTMIIICIET B PD-1 ) H K (PD-LI
RUPDLY) LA L. U o SBRITHIBIES 7 S A 2R LT Y Y BkE M LR R %
BICTH LTS, PD-1 U H v FIZFIFUERMIELIINT b b O i EEH I F65
LTRY, ERGEEED LR LI EFERICEIT D PDL] ORBELHFHROLRE

HIR & ORICADRBEBEEN DS Z L BHE SN TS (Cancer 2010; 116: 175766,
ki, EMERAESRE CIHEBENE T REREET RS v F—T o aH < (JFNy)
iz kT PDLI OREXAFE S, BB LEEH&ICRT 5 PDLI ORREMHLO
EAFHIN & OIICEDRBIBIR R H 5 & DFiE b 5B (Sci Transl Med 2012; 28: 127-37),
& BT, PD-L1 ZRHIRE S ETRAMIRIT, FURSER CDS 5 T Ml DHEIaiEE
FEMEEIBSEEM, H PD-L1 HAT PD-1 & PD-LI & ORAEMEET S & 20O
GERESEET 2 Z L BRENTVS, SO L»5 PD-1PD-1 U H NEHEIL, 2
| AHIBSEEARIE T N D ORBSEERT SRFO—o L LTEX AT
5. . . | |
AFE, EERBROMED B PD-1 OISR (PD-1 Y 4> FIEEAHEER) KR L.
PD-1 & PD-1 UH ¥ FEORFEEMET S I LITLY | BAFRERNS T MIADE
ﬁm&umbﬁﬁhﬁféﬂmgiﬁﬁ%ﬁﬁfé &Tﬁ%%ﬁﬁﬁ%@%%ﬁ#

ZLERREERSRTWS, :

_ﬂBwﬂﬁﬁ%>ﬁﬂﬁﬁﬁﬁﬁhﬁféﬁtﬁﬁﬁﬁkﬁU%é%wkﬁﬁén

Eﬂ%fv#/)/AEﬁ%%ﬂ%kLLﬁ%ﬁ%%imb Eiht, BEMRUER
1‘&75)%% L&,

FRIOERMFIZESBEDORERIGIZ L AEIERSRES b bi, EBEXIIEEI
ELHTREMERH D, FFOBEFRVERERIIT, BEFOBAEL 51T/, BEFSE
b%ht% Wi, BB LB RICE T EMa il L BB A K- ER L B L TE
'@&ﬁ%%%%ﬁm BEEORER T & 2 BHER R bR 558101, BB R ERV

- EFURIORGFEOEY) f:ﬁ&ﬁ%ﬁ IMEBRD D,



3. Bipkm | |
BRSO T T % 2 ) o ST IZ TR & 17 72 272 BB B D
Pk T,

[B2hit]
O ERNEOHEZRE (ONO-4538-15 RE)

BREOBMAABHEEDT Ly YR ~T RFEFy EfEFEER) CUF, [T
YIFRYTT] LV D,) IEFENRATAOBRE XIS T RIIR VF Y
HHERE (ECOG Performance Status 0 08 1) 17 Bl & %b@lz. A% 3 mg/kg & 2 AR
W CORIBRHE L, FEFHIER THAEHF (KET IWG criteria (2007) 1285 < i
¥IEiz £ B completeremission (BATF. [CR] &V>3,) Xid partial remission (B4, TPRJ
EWa) OEIE) X 75.0% (95%ISHEX : 47. 6"—92 %) '@35)07_0 . HEECER
7 U= BB 20. 0% TH =7

@ WS THARER (CA209205 ) (Lancet Oncol 2016; 17: 1283-94) ,

B FEE MRS EET%ICT Ly Y R =7 I X MR E R R ER I EAE
DEHME % Y L EEE (24— b B, ECOG Performance Status 0 52 T8 1) 80 £
BT, AF Imgke & 2 BEHR CARFELE, FEFHMHEA THAEDE (&
5T TWG criteria (2007) (ZE-3< FRHEIZ L D CR XX PR OFIE) 13 66.3% (95%F -
R : 54.8~76.4%) Thote, BB, FACHRE LIMIE 20.0% Th o7,

B )|
O EPEIHERER (ONO-4538-15 RER)
HEEZI2FNCED LN, FH E ORREREGETERVWEEERL LD
bz, FHEN SR EORWERIITRO LB Tholz,

F1 RERM 5% EORHER (ONO-4538-15 RB) (R & 4am)

BEWRE FlE (%)
FATE 17 45
(MedDRA/T ver.18.1) - # Grade Grade3-4  Grade$5
ZREA

LB ER s RkEE
Al
U 2 SEREAT

FEB L UHHRS
S

} Wﬁmrﬂ%

H‘i;m : -.--:'-:'.'.-Z'Z'Z..'.ZZ.Z'ZZZ'ZZ'.'Z 1(5'9)00
S TH 1(3.9) 0 0.
T#E 1(59) 0 0



P I el ' ‘ Bl (%)

. ﬁjj:m: . 17 fﬁlj
{MedDRA/J ver.18.1) . 4 Grade . Grade34  Grades
T Bk 1(5.9) 0
Bl 1 (5 9) 0
"—ﬂx ﬁﬁrﬁ“%‘k ITUREGRORE S
= P (11 3) 0 0
PSR R 1(5.9) 0 .0
TRk Y _ 2Ly 0 0
ZEEA . 7(41.2) o 0
WE 1{5.9) 0 0
afﬁﬂé{ih&tﬁ%&:&lﬁ e s s e

(EH U 9 AiliE
£ 1) 0 e

R R T R
RTTHE AR 2

Wi 5E 1(59) 0 0
BISEEE 1(5.9) 0 0
TR , 1(5.9) 0 0
Z S IREE ) 50294) 0. 0

0 ]

R " 4(23.5)

e, MIEMRRE 1B (5.9%) « BRSUHRLARAE/ /I F—2 4 (11.8%) . K% -
CEEOTH LG (5.9%) | FREEEREE 1 51 (5.0%) . FRIRBRARREE 3 41 (17.6%) .
PREEREEE 3 4 (17.6%) &Umfusmnreactlonlfﬂ (5.9%) RIHLNT-, T, EEH
AR, DR B, 1 BEERR., AEEI/IMERAEEER, T, BiimE
RIE MR, MMk - Rk, EEORERE, HARMRIERE, TEEBERE, RAR
V5 E I KRR b%é’bfmxo s KE'J{’EH%%ﬁHtWiB&é%% (FERREMRE LS
) EEDHEIERETT.



@ WS LR (CA209205 FUER)

AERET 238243 B (97.9%) BB, AR L OEEEEIEE T RVEE
IR 185/243 B (76.1%) IZBD bk, FEBIERNR s%ui:muﬁfﬁﬁ HFROEBY T
Hoi, |

#2 BEAEH 5%LLEORUEM (CA209205 38) (Al Treated Subjects)

RERAHE _ . I (%)

s 243

(MedDRA/J ver.18.1) . £ Grade  Grade34 - Grade 5
SEIfER 185 (75 1) 480198) 0
’J]'IH&%J:U.)//\%@;% S I e “‘i
_rthsksE N 13 (5 3) 6(2-5) 0
PRAMEE T

#'M%%‘E{ETJ“ ) .
PEIBREE i

g 14 (s 8) 2 (0.8)

3 34(140)  2(0.8)

24 (9.9)

19 (7 8)

RN IEREE

AL S RIS 33 (13.6) :

HEkhE n e S
ALT 8 . 13 (5.3) 7(2.9) 0
ASTHIIm ‘ ‘ 14 (5.8) 502.1) 0
U —E A “14 (5.8) 9 (3.7) 0o

SEERAE L URA RS - R o = e
BASR

P E Aot fogmeie b
AR 14 (5.8)

REE LT TERRES i L
TR 21 (8.6) 0 0

0

i ' 28 (11.5) 2{0.8)

e, MBS 15 6 (6.2%) . BHUHRIARLE/ X F35F—19 fl (7.8%) . KIE
% BEOTH 6] (2.5%) . FFHEEREE 2261 (9.1%) . AP S (21%) . HRER
AR 28 1) (11.5%) . MRREEE 40 B (16.5%) . BHEREREE 44 (1.6%) | Bk -
BamEZs 1l (0.4%) . BEORERE 36 (12%) . BIRILKRIERRE 1 6] (04%) .
infusion reaction 38 i (15.6%) . B4 2 5 (0.8%) FU& FHIEAE 2 4] (0.8%) HEED
bHivl, £, EREMEHE. :L\ﬁ%% fhde, 1 BUBERRAN, S tEf /MR MESREER.
BISREE R O TR AR =I5 bR o oy ABIVEMA BRI I IESES (KR
MEEREZED) 250EHERETRY,



[z - &)
Ziiﬁllﬂ)!-ﬁli“l%%@]?f%tr}v%ﬂﬁﬂ Ly alb—vaAckb, &#H 3 mgkg (&
E)Kﬁzmmg%2ﬁﬁﬁﬁT&ﬁLLW®$@®EF*EE#ﬁﬁéﬂL9%@#
. AH 240 mg R LIBEORERIT, A 3 mokg %5 L BIOMEE & LB
LCHEETRT ETFRHENE OO0, ARARFICE O CREMARR ST 5 A
- AR (10mefkg % 2 AMMIRCRE) CAMERS L RORHE & it UCER
ERTLFWENE (FR). M2 T EROBIE 51 57— 5 1T 55% K 3mgkg
(RE) Xt 240 mg % 2 WRIRIR TG L EBEOARORB R & A9 TRt
O RFT BRBR ST T ASHBES N, YRR OV TREBAT ORISR,
EROME - BROMCAPERVUR R PERERITRV L TR S,
®3 AHIOIDENE T A—F

m#& . fﬁ = Crmax Chind14 C;wng Cmnx,ss Cmin.&s C;wg.ss
- {(ng/mL) (ng/mL) {pg/mL) (ug/mL) (ng/mL) (ng/mL)
) ow | . 516 166 | 243 113 T 621 776
mg/kg Q (352,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 341 159 878 | 109
200mg Q2W | o5y | 103y | (152,346) | (25.1,47.8) | (102,254) | (415,158) | (62.1,187)
191 613 90.8 398 217 278
10mehkg QW | (147 219) | (51.2,79.2) | (79.0,114) | (331,532) | (184,313) | (237,386)

Hruft (5%/%,95%) . Q2W : 2R, Coux: YIERSHOBF LI FIE, Cras : HIEEEH14
A 31 BRASMIE TR Capais : IS 147 B E COTHMBPBE . Cronss : EEREITS
%éﬂ%mﬁ¢ﬁg‘&wﬁﬁ#ﬂﬁ@%H6EEME¢%§y&M:Eﬁmﬁmﬁﬁéﬁwmﬁ¢
T, AROREFEBBETTAEZFIALEY I 2 Lb—a JITE D, &5 480mg
& 4 BRRE TR S UIBEARO Ak - FARE THRS LB 0RO ¥ i S R
Eidt, TOESR, A7 480 mg ¥ 4 ERIMECRE LEBEOERREICRT 5 F0n
HEHEE (BT, Cugel EVV5, ) 1. A% 240mg % 2 BRI THE G LD Cuges
LSBT D LT EN (TR) o ki, A7 480 mg & 4 BREMETRE L REOE
FARBBICI ) 2R A MEPERE CUT. Cusl &V 3..) 1, F#240mg % 2 80
MR CTHRE LIZBED Coass & B L CEBZRT & TFRIESW D00, AARABEILR
WTEBEPHER I TWA A - BE (lomgke % 2 HFAMRTERS) TAFZES
L7BRD Craes & LR LTEEZ N L FRIS AL (FR) . MAT, BHOEEILE
FBF—FIzHS% | AH 3mgke () E7003 240mg % 2 BEIMRE, # L i3
480 mg % 4 ERIENE TR 5 LB AR ORE R & B ITL S L OB 2 RE
THREUSET VPR Sh, YHEREI SV TR TR IR R, Lﬂmm&
ﬁ%@ﬁfﬁﬁﬁﬁoﬁﬁﬁkﬁﬁtﬁiu&ma%ﬂéhto



R4 AHOEYEE T A —F

% - R Croax Crnind28 Cavgdzs Cruaxss Ciuin,ss Cavg,ss
{ug/mL) 7 (pgfmL) {pg/mL) (ug/mlL) {ug/mL) {ng/mL)
3 mgkg Q2W (35.525 '760.3) (16.1??0.3) (21.321 '23.9) (75.23:71)' (27?12,'}07) (42.717,';527)
240 mg Q2W (51?12,"1103) (23.33?'539.0) (30.1?';0.9) (10;,5254) (41 .857:.?58) (62.11?3 87)
480 mg Q4W (10;?207) ( 15.25?':7.4) (3733,‘.34.3) ( |4§,1 236) (27.751,'?37) (62.11?91 87)
10 mgfkg Q2W (14;9;22) (86.955:-?32) (10},] ?48) (323,9225) a si,l :03) (23%,72775

HrgfE (5%, 95%5%) . Q2W : 2BRIRRR. Q4w : MG, Crw : #IEE S OE S MG PEREE,
Crinazs : FNERE-#28H B I235¢F B BASMIEPEEE, Covgars : FIMH 5828 H H & TO R MIE IR,
Crmaxss ¢ AEHIREEIZ 3547 BIR MU PEEE, Coine 1 SEFIRIEIZ 381} BRI P HREE . Covpn 1 EHIRTE
Izt B ER G p e



4, fagiconT _

I & LCRRREHIE (RPIE) KM LA TS Linh, UEEELE
OICEMTE DR THBBERD D, TOLT, FROBRESHIREE LD -
EL., FFOREI LY BERRAWER LB LBICRIES 5 2 L B5UBERd, U
DO~@DF T E BRI THAT 52E Th 5,

@ F’@ﬁkowt‘

@1 FzRO () ~ (5) DNTHMNCES T/ THAZ J:

(1) BE495 @Jkﬁmﬁﬁ’j‘éﬁubﬁ\ﬁﬁ%mﬁﬁ[&n% (EEF RS AR %@%ﬁ@ﬁf [Sxﬁ

HSS ARSI AURE, U A R &)

Q) e - '

(3) FMERFERMBEREETINAR ﬁ:ﬁ%ﬁ B (M ARFEETEERR. DADREYE
39585 A AR TR TR 72 &) , ‘ o

(4) SRACFEHRER ZFRE L. S5k BEAFRIRINEL 1 USSP REEINE 2 OfiEk e
AR BB E T TV AR : ' '

(5) PEMEEAA S EENEOHEREREIRLIRBEToTWAHER

D2 HRAERD% Y L EOLEERER OBHER SRR ORI 5 405 L
B Rl (FROWThACHEYT BEN) 25, YHBIR oA#ICHT 5550
FEEL LTRESh TV L,

%

b [EAfRIFRGE 2 FOUHBHEEZET LiRic 5 FLU LOBARROBRRTHES
ToTnaZE, 5b, 2L I, BAEYRELE L LEBRIEFFOWEL
fToTnaZ e,

«  [ERTRITIRE 8% 2 EOEFHERET LI 4 EL FOBERREZE LTS
' Z &, 9b, 3L R, EMBESEEED 73%;&%%&%@@%»{@{&%@&{'
E{THoTWAZE,

®I%W®E%mﬁﬁmﬂ®¢ﬁkomr
RS 5 SLE AR S, IEAES L O D, A - %
M HEDOTIER CEMSICHT 2 R, A5 FEARE LB 0my
E=N %#ﬁ%mr“bh%%ﬂm%ofw5 L '




@ BUER~ORIIRIZ2WT
@-1 fesR ik Gliz B4 5 Bl

R RSO BERERFER ARAE LERIC, 24 FERRES O T, Mk
EEIERIC BV T BB LI BWERICE U TABREER T CT #0RIEA OB L
EAREORRAY AN, EhICHE TR’ E TN &,

®2E%%$%txéﬁ¥$§ﬂﬁmﬁfaﬁﬁ
BABTRCEDL I EMANRAREUEELFT 3 EREEEREERE=F Y v
%abtarmx&)m:/ﬁ%ﬁwzkﬁahﬁ%#ﬁf%é%~AEﬁ¢ﬂh
fHENTVBZ L, Il BEFEBIZOVT, PABE L TOFRICHHICAMESRT
WwasT ¥, :

®3mﬁﬁ®%ﬁ%ﬁrhﬁbf

BWER (RIEMEEREICI 2, BRI, D5, i, BUSUBETE. Kk,
MNBZ, BEEOTH. | BEERE, BHEFS, Fre. FEEE. e, Sk
&\@ﬁﬁ%ﬁﬁ%\Tﬁﬁﬁﬁﬁ%,@ﬁﬁ%,%E%\@%E%\%%\ﬁﬁwﬁ
BEE, HIRMASIEMRAE, infusion reaction, BB MIEESE ., MERAREEE. .
Mgk, BEDORBES., EREEE, DHES (DEET - %IR - OEMEISIES) |
FEESH ML, BEPLAE) 1o LT, MR SRR E S B O T 2 A 4B R &
L EEAOCSIReHScE L THERUOTELZT bNBEHEHB 2 L), BT
BRRAERTE BERRE-TVBI L,
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5. BeEnELRBHRE

Gl R R ) | . -

O BREMBMPBER T LY & 70 LR TE O BRI iaiE
®Eﬁ%m9#yvVﬂﬁﬁﬁwﬁwrﬁﬂmﬁ%ﬁﬁ%éhfwéo

[& T?Lmé?é$%Lﬁ#5$ﬂmﬁﬁkoﬁﬁﬁﬁkome KR DOERE
PR ENTE LT, FRNOEERGR L R DR,
o (EFRERRROBE :
e OPTEMEIEER L G LTRSS B BE

(L4t B3 5 FE]

‘® FELﬁéTé%%Lowfﬁﬁﬂ@&%#mukénfwa Lk, BEERTF
bipnz k,
. KH@&%M%L@@Y@%&@@&%%%

@ BEMOEMICBWTTFRICHEYE T 3 BE IO THE, ARORSITHER SN
AN, MOBFEERRERRWGEIZRY . BEEEAREERT I 2BETE S,
. @Eﬁ%ﬁ%@AﬁKﬁ%¢®&6$%
o EERRE CHIEE béﬁﬁﬁﬂﬁﬁﬁwﬁﬁﬁﬁﬁﬁ%ﬁﬁﬁmﬁ
' %@%K%Eﬁﬁmﬁﬁenéﬁﬁ

. Eaﬁrr$®Aﬁ-Xﬁ@ﬁ%tﬁb<ﬁﬁ%ﬁwﬁaﬁrﬁ$®%&ﬁm
HDHBE

f'ﬁ#@ﬁ@(ﬁmﬁmm@ﬁ@%ﬁn)w%a%ﬁ
s REEOBRENIEEEETHEBE
s  ECOG ‘Pcrfonnancc'StatL_ls 3-4 &) A

UED  ECOG & Performance Status (PS)

Score TEE

0 | &SRR EITE B, AL [ U A EAEFERMIRE <ITR 5.

| AR B LORENETIR S DA, BTARET, BERSPE o TOMERIHTI I L 735’(‘% B

Vo g i, sy

BATRECHAOHOM Y O Z LTS CrliEREAER T E Aevy, Ho 50%EL i<y bﬁi-*c:ﬁ T

BoNFHAOHOREYOZ L LM TERY, BP0 S0%EL L2~y FEFTERITT,

e

2LETAEY, BAOEORD O L TR, FEEESy FAEFCRITT,
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6. BERELTEETRSEHE
@ FATEECME . SEEIRGEH SR 3 W IT 355 % 2H| DR B TR
R0k DIt NERESE IR L CALERT B D L, '
IR T b, BE I TORKICEIMEROREBIEE OB L, RExE
ThbiksTarz &, ‘
FLREMERO-R I Ay MZONT

@

©)

L ]

PR B b B = LB 0T, AAIDRFIC BT o Ti, [BHRE

K CRORREE, Wk, RAE) ORERUIE X BREOCERS, BEE+y
ZATH 2k, Eh. BESCTHE CI. LiF~——S0REEEHT5
Tk, ' '

AREI DR SELD infusion reaction 21§ 2 TRAMICHARMISDOTE 1
fRzEfT o7 L CRHETAZ &L, F fc\ 2 [E] | PABE DO ASFI# 5-171Z infusion reaction
B BbNDZ L bbdDT, ZAREPRUARRSETRIZ AL YA
YEREST AE, BE Q«U(ﬁ?%f T BEET 5 2 &, 728, infusionreaction %
RE LRSI, 2 TORERVERSEECEHT 5 E TRE 2 +08E
T3z, : .-
FURBSIEREE, TRKEEERUBIBRERH LD L BHIDT,
] D3 5 BAAANT R O SR 3 B BIRY I N4 B AR IR (TSH., B8 T3,
T T4, ACTH. M anF Y —ASoflE) 2ERTH2 L,
FHOREIC LY BECEERSICEET S LE 2 bhaikx 2EBORE
B Lbh5ZERHD, BEREDLREHAICE, BRLAFRITSCE
B2 40k & BB E RO FERT & EHE U TR ERIBI ATV, IBEORE

S X BEIER B EDR BEEICIL. AROKREIHIE, RURBRE R

NEVEIDR ESERERT D Db, 2B, BIBEERVE ORI LY EHE
FAOUENRD bNARVEAICH, BIBRERLE L U O OB
LEETBI L, :
BERT %, AR D ARE L ThLBHFARSRET 5 2 ERBB LD,
AR OBEHTHIC SRR ORBRIC I EET B2 &,

PRV (BUE | BERFE ST Bbbbh. BRFES M7V Ry
CEAZERHBOT, 0B, Bob, EHSEOEROREERLMIFED L7+
SEETZ T b, | IERHESREDNIBAIIEEE L, AR
HOBELEOENRABEITH = L, | :
BUERTZE, FTARS, ITHGEREE, k. EMRERPHbbh2 T L ih5
DT, EHIFRERERT., BEORERHHCAETE L,

AEIDEEFRRBIC BN T, BB D 6 7 AN 8BRS Lo, ZHIENE,
RS AERTE T 128 2 L ICF O E 21T o TWE D L 285,
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EEREET A BT A
=T BETHERE)

(Bise : 47 D— R AMHIE 20 mg, A7 V—FSHEHE 100 mg, 7 V—
’ A AL 120 mg, A7 P— R REHTE 240 mg)

iIZEJEZ O£ 9H (FF241 1 AKED
JEA B



B

I o S

ZLHIZ ]
AHIOKHE, ERBEFF

FRPR AR

R IZ DT

BeER LD EBE
BREZBRLTHETNEEH

P2
P3
P4
P8
P10



. BRUdie

E%mwﬁﬁi S M DREIR O T DI I %ﬁxi%u%awnﬁmaﬁmmxw
BB, &BIC, EOREEIFOESHIZ LY | FiRREIES 2 & OBEEi2 5E RS
F—f:[:ﬁunﬁ;ﬁ(: EhAPT, ThbDOEELZEICNERBEICRMT 2 - L BIRED
M L 720 TR Y JRFMBOEE & BOEOIAE 2016 CFAL 28 4 6 A 2 AHIBERTE)
BT h, ERNEERSOEAOREEZRS L L ShTHa,

EHERRITERS I, BREARRAM TR 7 7 4 LBNEFOERR L H LM R
té ERBHD, 0D, AERUREEICETAERE+SEET S L TOM.

PEHROBEZHB BT LAHHINSBFICHLUTHERTDE E bIT, BIE
ﬁm%ﬁbt%ubgtﬂm&aa L WERE A —E DB & e T E R T
TRZENEETHS,

LitioT, AFA FIF4 2Tk, BREEPINE TRBLN TV EZEEY -
Bl Rz S & uTmﬁﬁﬁwﬁﬁﬁ&ﬁ%ﬁ&#%ﬁﬁ#&%?ﬁ%#\%i-
FROHESEELTRT,

fed, BUA KT 0, m*”E&AE%mEﬁ%%#A%ﬁ ARSHFEA A
BRIEE S S, —REEEA BABRENHERRU—REAEA AATEFL20BHD
b & fER L,

XL BEESE AT VR AREEE 20mg, A7 YR REHE 100mg, A7V
— R EFEFEE 120 mg, A 7P —RAHEHE 240 mg (—ik% =
Ere T (EETHEEZ))

HELRAPERUNE - RAFHILICHEE LI BB R 2T - BROTE

WL B MERORE B, BARKR=FRL-Y BEFEHRL) L LT, 1H240mg
% 2 WEIRIFE T 1 [ 480 mg % 4 18 BRGNS < A ET 5,

8l ¥ R o % NBES TERRS '




2. BHIOFE. ERERF _ ‘

4 D— R ETERTE 20 mg, FATHTE 100 mg, FATEEE 120 mg K O AT
240 mg (—f%4 : =K< (BEFMEBZ). BT, IEH) Lnd,) i, MEES
ITERRRtL AT Ly 7 Ak RTVR V=¥ —X X747 BMS) &) 28 -
B L7zt h PD-1 (Programmed cell death-1) 2369 % & ML 1gG4 € 7 &7 v —F A4k
ThdH. .

PD-1 13, FEHAE LY 2738 (T ﬂEHHﬂ BHAlaR T FaIFNHF—T ﬂﬂﬂ@) kU
BAMIRIC SBT3 CD28 7 7 X U — (T MO 2 MBI IE & BICHET 55
FH) KET2RFETHS, PD-1IZHRRTHMIRICES ST 2 PD-1 Y # F (PD-LI
RUPDL2) LA L. Yo SRS S 7 T AR5 LT U S ROTEHLRES
AIHFE LTS, PD-1 V7 FIXRURERTFMELISNC e b Ok RIEGHEMRICREER
LTHY ., EEREERED LU LB I5T 5 PD-L1 ORB L i 0ET

o R 2 ORI ROMBEER DD = ERBE STV (Cancer 2010; 116: 1757-66).

F i LR IR T MBASTEAT B4 ¥ —7 = 0 v i e (IFNy)
X > T PD-L1 OREEARFEIN, EB LI-BEAGKICRIT S PD-L1 OFBHELHTHD
ATFHRE & OEICIEDCHBERRRH D L OFE B DH D (SciTransl Med 2012; 28: 127-37),
& bz, PD-Ll Z5HI SRR S NAMMIL, FURSRA CD8 i T HifanifEsE
MR IREE S4B, H PD-L1 Hif&T PD-1 & PD-L1 & DA FMEET2 L 20MA
BEFRMENEET S 2 LTSN TS, O L6 PD-1/PD-1 U H > KB, A
AMIASHFRSRN T Ml S ORSELEET ABFEO—2E LTELLRTY
3, - : . S -
EHL, IR DR & PD-1 OYIMSMESL (PD-1 U H FIESHK) In84 L,
PD-1 & PD-1 U HY FEORESEMETE I LIk 0. RAESRGR T MEORE
PEALR O AN I 503 5 MIISS BTS2 130T B © & CRIGH R TSR T
ZEDBFERINTNS, ‘ '
I b OMEN D, AFIZESEEICT 3 H e RREEI RV S5 b0 L IS,
BEEELHER L ULERRBEEHE L, 5. REARUBAENHERSRE,

AFIOVEFIHFIC RS < BEDRERISIC X BEERS 385 bbh, EEYIIELK
EATEMENH D, AROESTRUCRERICE, BEOREL STV, BEFE
D bNTHAITIE, BE LI FRITIS U EMpail L BB R oA &l LTE -
CIRERRE 2TV, BEORERIGIC L IRIERREDLNDIBEIC ci BIBERESN
T AIOBREEOHENRAEZT 5 REXDL S,



3. BEEREGE |
2 AR IR U - TR I RN A 1T - B R O B ORI M 21T o
ERERAROBELTRT, ’ .

[A7hE] |
ERRIEREIIFERAE (ONO-4538-12708%)

2000 E O EFRERE 2 A T A EE RIS XA O 1R SR e e T - 3%
DOEBEXITAETEASE (BEOTLNRREFESRE Y L FSembNIAET SR
) B4 (BAANBEF2PE ST, AREEIZ0H, 77 EREI634]) ERRIT,
75 REFEE UTEHAS mgkgZ 2BEMRBCABFELE L X0EHERVPESE
PEERBES L, FEFMEEE ©h 24T (FRE [95%ERREE] ) 1k, 2308
T5.26 [4.60~637) B A, 7T RBETA14 [3.42~486] HHTHY | AHNTT T &R
s USRI B RIER 2R Ll (' FIE0.63 [95%(SHIKR : 0.51~0.78] .
p<0.0001 [fE3llog-rank RE] ) .

01 a - - — AR

| | S e IS ek
0.8+ : _
0.8 -
0.7 1
0.6 5

0.5

HAFE

0.4+
0.3
0.2 1

0.1 4

001, T T T
0 2 4 6 8 10 12 14 16 18 20 . 22

at risk £ . , EFBMA) _
AKIFE 330 275 192 141 94 56 38 189 (0 5 3 0
Stk 163 121 82 53 32 18 10 4 3 3 1 0

E 1 24O Kaplan-Meier B (ONO-4538-12 3ER)



[&ai]

OENFEIMIERRR (0N0-4538 12 ﬁ&%ﬁ) .
HEFSITAFITE 300/330 ] (90.9%) . 7T & REE 135/161 B (83.9%) 3D B,
BRI L ORRBENEE T WV EFFRIIFARE 1417330 4] (42.7%) . 77 &R
B 43/161 (26 %) RO DT, WTNBORFTREREES 5%LL EORITERIZ TR -

DEBYThoT,

#1 WiEhPOBETRRER S%M.I:G)Ell'ﬁ;m (ONO-4538-12 3R5%)

 mmesl s HiE (%)
BERRIR AFE =
%ﬁggDRA/J ver.19.0) ' 330 41 : 16141 .
e 4 Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade §

%EIH’FFFI . 141 (427 34 (103) 4 (12) 43 (26.7) 7 (4.3) 2 {1.2)

23 (7.0)
U ORET
18 (5.5)

2 (0.6)

oy

2:_ 0o

i&iﬁ%iﬁﬁﬁ%ﬁﬁﬁfﬁgk il b M b b s e e
EDHEEE 30 (9.1) 0 0 9 (56) 0 0

RE 19 (5.8) 0 0 5 (3.1 0 0

7238 AFIBHZ 3 CRIEHEIERAR 7 51 (2.1%) R SURRARIE/ < A3 F—9 5] (3.7%)
KBt - EEED TR 461 (1.2%) | 1 BUEIRSE 3 41 (0.9%) . AFERAEREE 18 4 (5.5%)
FF9e 101 (0.3%) . FRIRIMEAEREE 13 61 (3.9%) . FhIEREE 1041 (3.0%) . EikER
E 15 (03%) . RIS 1 4 (03%) . BIRMEERSE | 4 (03%) KO infusion
reaction 1 ] (0.3%) 2B bivic, £, BEEMENE, Ok, Bk, Bt/
BAESREER, BIBNEE, BEORMEE. M - BBk, BARURY 5 BIIR
SNt FEHERRERRIARESS (RREERE L ET) EETEER
BT, '



[ - ]
FAOBERAEDHEETAVEFELEY Iab—2a it kb, 513 mgke (K
H) X240 mg ¥ 2 EMMR TS L BEoAR omiE P BRESRR SN, TOR
B, AH 240 mg ZHFE UIBEOREREE, & 3 mg/kg ’&'&‘5‘ L7 BROGRTE R & Lol
LCEIEETT EFRSNEb00, AFABFICBVWTERERHRINTVDA
k- AR (10mgkg % 2 BRIMRTRY) CASIZ#E LEOREE X i L C&E
FRTEFRENT: (FR), MA T BHOBBEICBIT 557 — 7 It 5% A% 3me/ke
(fRE) Xi 240 mg % 2 MRIBIIE TS L BROARKIOBRE B & AEMEUTR M &
DR R BIRERIRET VAR S, I OV TREBIT bR ER,
EROMAE - RO TEHMER VR SRR ZRIZRV L PRSI,

' %2 FAOEYBBS TS X —F

Mk - M Cmx Cmingi4 Cavpdi4 Crnaxss Crinss Cavgss
- {pg/mL) (ue/mL) (pg/mL) (ng/mL) (ug/ml) {pg/mL)
3 mgfkg QAW (35’.52f ';So.s) (10.;‘?.264._5) (17.2:'333.9) (75.2){3171) (27.612,'107) (42.717,'?27)
20 mg Q2W (51.712,:1’03) | (15.22?'3?4.6) (25.3:27.8) (10:];354) (41.85??58) (62.11?51' 87)
10 mgfke Q2W (14;,9;19) (51 621 39:2) (79?0(3'?14) (33?,9232) (uai,I Z 13) (23%,7 286)

il (5%, 95%50 . Q2W : 2BEIIE. Coax : FIMHREH ORHMIEHIREL. Criae : PIEHE S %14

B EIZBT 3 RS MRS, Cogas : TS S#14H B E COFBMB IR, Crose : ERRIEICE

;; ;%Emﬁ%rhﬁ& Crinse : FEFARKHTISN B RASMITTERIE . Coves 1 AHRIEIZ 24T B FIG TR

T, AR ORBEFEPTETTAZRALEY I 2 L—a 2 X Y, AHF 480 mg

% 4 WREER TR X IERRO R - AREETHRYE LBoARK o Mg bk et
Ende, FORER. AF 480 mg % 4 HRRME TR E L BOERREI BT 5 THMm
WETHE (BT (Cogsl &V 3, ) b, 55 240mg % 2 BRIHIE TRE LIBED Cagss
EHET D ETHlEh: (TR) « £72. F# 480 mg % 4 BRMAR THRE LIZBROE
FIREBICR T AREMBEPEE CIT. (Chxsl £V3,. ) L A 240mg % 2 A
FIRE TS L7BRD Conss & B L TRHER AT E THISNIZH OO, BAABEHEICE.
WTHEEPER SN TV SR - HE (10mghke 2 2 BRMBTRS) THRAlzES
L72BED Cranss & S LTIRMEZ R & FRIENTE (FR) . MAT, EEFoEHEcs
BT —FIH3&, A 3mgkg (KE) £7203240mg & 2 BREIFER, 35 L < HEAH
480 'mg # 4 BRERTES LZBEOLR OB R &L FMEITE M L OE 2R
TRRBERIGTTFAPEE SN, BFEEC W TRAMThh R, LAk
RO THER R AR 2RIV E TRl S hE,



£3 _ KAOEWMIE ST 2—5

. ﬂ:.l % . fﬁ ﬁ Cm:u . Cmindzs Cavgdl& Cm:lx,ss ) Cmm.ss Cavg.ss
: {ug/mL) (ng/ml) (pg/ml) {pg/ml.) {pg/ml) (pg/mlL)
X - 516 273 310 TR 62.1 776
mg/ke Q (35.2,70.8) | (165,403) | (21.2,439) | (75.0,171) | (27.1,107) | (42.1,127)
27 383 a7 150 T 878 109
240mg Q2W | gy 17103y | (233,59.0) | (30.8,609) | (102,254) | (415,158) | (62.1,187)
145 297 530 216 713 109
AB0mg QAW | (105 207) | (155,474) | (37.0,748) | (145,336) | (275137 | (621,18
193 996 116 39 214 E
10mehke Q2W | (146 292) | (865,132) | (101,148) | (329,525) | (184,303) | (236,377

PRAE (%R, 95%2)  Q2W : 2 IR, Q4W : 4 BRI, Conax: PIIaL15 O R T MR EE, Crinos *

ilElEE % 28 B EICIB BRABILITFIRE, Copns @ HIEIERGE 28 A B X COTRMMPERE, Cooss

FERARIEIC 35V B BB I PEEE . Crninss 1 E IR B 1 5 BAB MG FHREE, Cavgss : EHIRNEIZSIT B F

E e




- 4. HEERIZ-OWT

EX ) A2 WA (RMP) 0I5 % . AFIOER S 22 EIE D~ il
Wi B MERE T o T, AKIDEERERBEEZDH - BEL, FAOREIC L VEE
REWER & 58 LICBITRIET 5 2 L AR ER D UTOO~@DF ~T &M d i
BICBWTERTZRETHS,

O HWERIZHOWT

D1 FEo (1) ~ ) OWVTRNCEHTHER T%% L,

() B4 @kﬁ#%ﬁfbﬁ&*ﬁ@ﬁ%ﬁf&%C%Lﬁ%hb%ﬁﬁ%mﬁﬁﬁ\

 HMEAS AR FREEE LSRR, MU AR &) (

(2) FeEEEmL

@)ﬁ%ﬁ%ﬁ%ﬁ?i?é#b*ﬁﬁ%ﬁh(#b%%é%?EFM BAIEELE
BAFRR, A ABFERESERR L)

@ SHRACFFEEER EL,%%m%ﬁﬁm%12Mﬂ%m ﬁ&m%zwm Eﬁ
AR B B 2 1To TV Bl

(5) PUEMIEEHINS B EMNE ORI IR B B 2T > TV Bk

®-2 BEOFFRERUEWEARREROMSIC 0 Mk L BRRE FOEM (TRO
WTEhNCEEY T D IER) 23, UHRESOFAICET IREOREHE L LTERRESH
TWHZ &, ' '

=

. EERHERGE 2 EOTMPHERET LERIC 5 €L LORABROERIMES |
ToTWBZ e, Hb, 2ELRIT, BNAFWRERZ L LRRESFEOPES
FoTWBI &, |

| ERRIFEGRE 2 FOTEIFHERET Lt RIS, LESEORAKYREEZ S

FELL EOHLBARZOEREZToTNDI &,

o ERGHFERES 2 FEOTHIKERET LERIC 4 FLULOBKREREELTND
&, 5B, 3ELLEE, ﬁmﬁﬁwm&%%ﬁ%%ﬁnﬁm&ﬁ;w%%ﬁ%%
fToTWAI &,

@ BRNOEEMMEREEOEEIZONT

EHEAFRERICEET 3O ARE S L, BB, OBNED, B £
AMETCEIER O T ER CEMSI T B E MR, FEFLNRE LLES0RE
B, ERFELDIITON B EHPRESTNEZ &,
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HERUOEEEHEETT, , '

BRI, KHA KA ik, MITTBEEAERREFMBRARNE, ARULFMEBARA
BRPRAESS A . —ERIEA 0 RBRARES, HEFREFERIRA BAMERER O
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TS FFRH LR b LR R Y Y AKF @Bfﬂﬂl’:’c’“’e‘rkﬁ‘ﬁ“ﬂbiﬁ‘ﬁﬁ@@]
MR/ AT - BROEMEE R EESSE (ECOG Performance Status 0 218 1) 34 ffil%
SHRIC, AH 240 mg % 2 BRI CARBME Uiz, ETRME E T 5 F55% (Modified

.RHmewQOQk§O<¢%ﬂﬁLl6CRKHHUHﬂwm(%%hﬁEﬁ
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[HiE - A=)

Zkﬁﬂwﬁk%li]%%ihﬁf%vzv%ﬂm Lty Ial—ia /L_J: V. A 480 mg * 4

HEE R TR S IEAR O A - ARS TRE LEBRORF OMiEHRE /BT S
Foo EORER. AH 480 mg & 4 BRFR TRE L BROEFREIZ BT 5 EHmFE+
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BIZB T B RmMETFRE BAT, TCmsl &3, ) 1. &FI240mg % 2 WEHFGE
“CH”"EE& L7 BRD Crass & FEER LTHEERRT LTRSS b 00, ARAEFITBNT
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240 me Q2W (51?12,.303') (23.:;?'539.0) (30220.9) (105254) {41 ?5—’:.21358) (62.11(,)9! 87)
480 mg QAW (m;ﬁm) (15.25?'17.4; (373?:.’(!)4.8) (14?,1 36‘36) (27.751,.?37) ' (62.11(,]91 87)
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BT A RIS PEE



4. JERIZOWT o
B8 Y A 2 SEFHE (RMP) 1o 5%, $ﬂ®@£myé&%ﬁﬁ@m®%ﬁ¢ﬁ
. BHAWRTH- T, AAOREREN 2 BL LW - HEL, AAOBE LY HE
fmﬂf’ﬁﬁé%&ﬁw_%i_mﬁ“é EBRBERTD, uT®®~®®?«T%Iﬁtﬂt
| BRI CHAT 5 2& Th 3.

® ﬁ%iuﬂb\f

@1 Fio (1) ~ (5) OWThBITES TR THDIZL,
ayE&%@kE#Fﬁ#é#bﬁﬁﬁ#%ﬁr&%Gﬁﬁﬁ%m&%%ﬁﬁwﬁr&\
HuJE A% A B PREHEIL AR, MU A IRRR R &)

(2) FEERERERRE

B)ﬁﬁﬁ%ﬂ%#?m?émh SECHERIE (A BICEER BRI, BAD %@%
BAER. BSADEHESHEERR R &) .

@ AR{FHEZEEZREL, %%{E%aﬁfﬁﬂﬂ%12@54-5!%{[:%%%3[5%20)%;&%4%

AR BBRHE T TV A HER
(5) EHENEEAIL S BRI O %ﬁﬁkﬁéﬁﬁj%ﬁofb\éﬁﬁ

®-2 %‘IEH@Fﬁﬂlﬂﬂiﬂi@ﬂ:?ﬁﬂ%&tﬁﬁﬂﬂfﬁﬁ%ﬁﬂ#cDi‘J“FET\&:-l—%iﬁ%ﬂ*& L RBRE T

B (FROWPNAIEEY 3 EM) 28, LHBAROFFNC S BIFOREE &

LTRESh TS L,
#

»  [EMRFERE 2 EOPEHERET LRI 5 5L EORALBOBEIER
ToTWHZE, 95, 2 fIEU\J:#i ﬁ‘b%%?ﬁﬁ?%I}: Ltﬁﬁfﬁﬁﬁ%@ﬁ}{g% ‘
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EETOKE - ERE~

FR2E27 (FR241 1 A%ET)
AT BE



- HR

Ui _
AENOFM, 1ERERE

FiR PR AR

HgRlz oW T
BhER e B BE

B HI B U CEE TN HIE

=R N .

P2
P3
P4

P10

P12
P13



1. L®IZ ' '
EELOH fj]‘H: - R OREFRO T DITIL, %ﬁjcie‘%kgou\f_ﬁmfxﬁ)ﬁbx*w
bhivd, EblZ, TEOREEFOESRC LY | FUKEIER R P oESmo TR /E s
FEEBPERENSGT T, ZhboDEER %E‘kz@&:%%bu%{#@‘é & RO
RREH L 720 TR Y REMECEY L WEDEAS 2_016(3FJ3J?. 2846 A 2 AMERBRE)

WWBEWTh, EFMERLEDHERAOEEEHEEEZRD L & &N TINE,

FHEASF R, EREHRRES T 7 s A AR FEOEES LW LR
RBZENHD, ZORD, AHMERCEEEICET AFRI+OEHT 5 CO/.
UEEELOBEEMZT A2 ERHHFEINIBFITH LTERTS L L LI BIE

RBRE LI PRCLERHMSE & DT LA TIRER— E@E#%ﬂ%t#[iﬁ%&%ﬂﬂ@ﬂ
THZLREETHS,

LleBoT, BHA K54 Tk, BRI 2 N E TIoB b T B IESEEREA -
RFA R ESE, DTOEELRORBERERNZHEET BN OMEREM, X
FRUBEEEERT, :

BRI AHA BT A 0%, SCITEIE AN EEMLEFEIREHME. A8FEBEARR
FRRIEE o, —RetFEA H ARERK WﬂEA&U—»Mﬂ:@H&A A ABIERES 0%
Dy EERLT, '

B LR BEER AT O—REFHE 20 mg, Ti?—ﬁ,ﬁ?ﬁ%ﬁ: 100 mg, A~
U— R ETETE 120 mg, A7 U— R RFEEE 240 mg (—Ak4 -
=R (BETEEX) ) _

HRERAPEIHR : B ACFIIERICHEE U BB IR TR dEsT ﬁ%@fﬁ?ﬁﬁzv

' : A7 aYTF T4 FFREEME (MSIHigh) 2T 5505 - B

HBLRARERCHE  B%. RAICIE=R’~7 BETFERL) & LT, 1 H240mg

' % 2 WA 1 480 mg % 4 BRI CARIET 3, 4
VU AeT (EaTHRL) LHFRT8E8E, BE, AKX
=F N7 (BEFHEERL) 2 UT, 1240 mg % 3 AEEE
T4 BEARRET 3, T0%, =F~<7 @EETE$RZ) LU
T, 1[E1240mg % 2 BEFEIEXIZ 1 [ 480 mg % 4 TR TR
WEET 5.

B IR SR ¥ NP RIS
(&E)

MSI-High # &3 25 - Eﬁ%ﬁkﬂﬁﬂ“zﬁ RA R 50mg (—i% A2V A

<7 (BEETHEZ) ) OPREXIIHR, HERUHE _

2h e X id 3 B BALFEIRERICHEE U BRI RE R T - BROBEE ~ A
yahFSA4 M R%EEE (MSIHigh) 27845515 - EiEmE

AERCHE: =Ly EETHER) EOHFRIIBWT, BHE, A
Ay hAwT (BinTFHEL) L LT1EImgkg (KE) #3808
IR C 4 BlLSFE RET 2, .

2



2. AEIOH, FERBYF | | o

FF DR AR 20 me. [FLAUITHFE 100 mg. FIARTTERE 120 mg R ORLSHHE
240mg (—f4% - =R~ 7 BETFHEHRZ) ( BT, FH) &vd, ) & DEE
IHERARA L AF Ly 7 2k @T IR MY - <A ¥ —X RZ A7 (BMS) #h)
B3 Uizt b PD-1 (Programmed cell death-1) 1Zx59 5 b M [5G4 & / J v —F L

K ThB,

PD-1 L, TEMEE L7 Y »rS8R (T #B32. B ﬁH}iﬂ&Uﬂ--’fz FNA%T—T k) RUYE
BERMARICREBT 5 CD28 7 7 T U — (T M OBEELEFHBNICIE & RITHIET 55
FE) BT ASAMKTHD, PD-1 HHERTMIICHEET 2 PD1 Y X K (PD-LI
- KRU'PD-L2) EFEA L. U SRR S 7‘ FAFEZELTY o bR ES

BICAFI LT3, PD-1 U Ay FidhREEELSMC e b Offx 2RSSR
LTk, BEBAERE YR L EEMRICRIT S5 PD-L1 ORBR ETROLETF
I ORI AR BEENEA H B = L AW|ESA WS (Cancer 2010; 116: 1757-66) o .
e B RATRS TR T MIAEAT 51 V¥ —T = n L H < (FN)
i2 & o> T PD-L1 ORAFFE SN, B LICESERICET D PD-LL ORE LIFED
ETEHIR & ORTCEOBBEER B 3 & O b b B (Sci Transl Med 2012; 28: 127-37) ,
& 51z, PDL] IR SE- S AMBIT, FUESEN CDS Btk T Miaomiatgs
EMEETSE AW, Hi PD-L1 HifkT PD-1 & PD-L1 L DA ERMAET S L oMl
GEEENEET LI Z EBTEIRTWS, EFOZ &H 5 PD-1/PD-1 U HF 2 FERIL, B8
hfﬁ&lﬂﬂbiﬁlﬁ%ﬁ‘eﬁ‘]t T ;’ﬂﬂﬂﬂ% 5 0)?&{%%%@5&?‘51%#0)—0 & L,'C%fc BT
. Ba
'iﬁ%tﬁ@ﬁﬁ@ﬁ%@%PDI@m@ﬂﬁﬂwnl)ﬁ/%#Aﬁﬁn1&AL
PD-1 & PD-1 U ¥y FEDORARMET S Z LItk . BAFFBRNS T MIOIE
MR R O AARAR IS 4 B S E IR 2 36T 3 = b TR REBEIRE Y
ZLARERERTVS,
AL DEMRENL, Kﬁui%ﬁﬁi%kxﬂ‘5%?T\_7‘£?L‘5§%L7‘; URC PR NRp I F g

R ERERE R Lt%ﬁ‘ﬁﬁ%ﬁ%%ﬁﬁb B, BEMRUREEIHERSE -

iz,

AFIOVEREEIFIC 5 GBEDRIERISI X BEHERSRS bbh, BE I
EB ML H D, FHAOREFRVRERITIE, BEORREHITITV, RESRB
B BRI, BER LA Uk 07 M & S A o ST &l L O
GIREIRW T, BEORERIS X SRUERSEDN D BAITIE, BIBKRHSY
B AOREEOEIRAE £ 1T 5 BERD B,



3. EREREER

D AALEIRIE I BB L7 IR SRR AR R AT - TR OBHE~A 2 0¥ 754 bR
ZEME (BAF. TMSLHighl &5, ) #8755 - BB ORI 24T o 72
ERERRBROBEE R,

7235, MSLHigh 243 58%) LT, [PCR¥EIC LY MSI-High L HEShE
B 2 EXTB54 (k#) 1ik IMSI-High (PCRIE) 2B T 28#F ) LKL, DNA
I ATy FEEBEIER LTV Z EPRRBINEBELERT 254 (B8 . §
b TPCR B X Y MSIHHigh & HIE /o B8 Bkt (LT, THCI
EWVH, ) EBIRXY I Ay FEEBEXE CIT, ldMMRI &), ) tHESH
o) #ERT 35812 IMSH-High 2815 8% L £ L7, HCEIC L 5 MMR
. HA L PCRIEICT L D MSI RED—IHIL 96.6~98.7% @' ThHEZ LEFRESNT

W3, ‘

[HB#hi]
WA SRR (CA209142 REp) 2
(AH| B E) _

{CSEERIEIE D 3 2 B9 AR 872 5EAT - BRO dMMR @9 XiX MSI-High (PCR
) O BETHRERE - TBEEAE 74 flE A, AR 3 myke % 2 BEMERE T AR
By L, LEFGEE ThAEDE (RECIST HA FF4 > 1.1 FRICESLS BRELE
ERTHEIC & BE£ES (CR) XuX#oEsh (PR) ) OFERIE, 31.1% (95%ERER :
20.8~42.9%) Thol, -

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

2 cA200142 R OB D 3R — b D 3 b, LENIEOH 5 MSI-High 243 58500 - iR L
Lizads— b AR BB SERUAR L1 J Led (EETHREL) XoUEERORERIC
2T ndﬁ

) D7 bty 3 P RAEHIEEAR V@A 5 ) I F NIk U ) 7 h VEABSATSE G
P kO {ETRRIEHEO b 2 ME R L ahi,

W) figan shifie 9V CL THC i L W 3 RAw oy FEH # /87 T 5 MLHE, MSH2, MSH6 X bk PMS2
OVThPORABFHED BhEVEEIC dMMR HESRE, _

(15) ymyirans - W HIH X407 DNA 2B, s BEO<A 7 u¥5 74 bv—0—5 R4 2438
BIzir. 2 BEH Low—H =z, 6 EEN oA 7 o FF4 b —h—EMNERETIES
1ZiE 30%8L 1D~ ——IZ-2W T, PCR B L 0 ¥ f XOSE Al énﬂ_lﬁAu MSL-High &¥Esh
yiol



‘ #F1 RBRAURRUEDE (CAZ9142 BE) .
(RECIST ver.1.1, My sHaEm, i‘é‘&ﬁ&[ﬁﬁfﬁwi 20164E8 A 10 B & & v bF7)

A L Bl (%) :
BERREHR A 7 5317
524355 (CR) 0 0
WaFEs (PR) 23 (31.1) - - 19 (35.8)
# i (SD) ' 29 (39.2) ' 21 (39.6)
# 1T (PD) : 18 (243) 10. (18.9)
FMmAEE. : 4 (5.4) 3 (5.7
%) (CR+PR) 23 - 19

(EPE [95%EFARMT] (%) ) (31.1 [208,429] ) (358 [23.1,50.2] )
L BRI RER. 2 TN REMD 5 5. PUREL L Y MSI-High (PCR) AT 5
I E BB ENTBHE . *3 : Clopper-Pearsonik :

(AFH LA Y Ao BETFEBRZ) & OERRE) _
CEBREREOH 5 & BEORTEE ST - B3O AMMR %9 Xt MSI-High (PCR
He) EIEHT MG EIBEAEE 119 flEesic, A 3Imgkg RUA B AvT (#
ETH#Z) 1 mghkg ZF A3 ERMBRET 4 RRERELHR, 5% 3 mgkg & 28
RIFIRG CRuERE L, EEFMIER THHZEHE (RECIST A F7 A > 11 Rz
S RRFTEMEER &k 258425 (CR) R&iﬁﬁﬁa‘ﬁfﬁl (PR) ) DFERIL, 54.6% (95%
fEEIXH : 45.2~63.8%) 'C“El‘boﬁ_o

#2 REBBADERECENE (CA209142 RE)
(RECIST ver.1.1, FPMEARTARER, HBBRIEEMEE. 2017478 6 AF—&% b b A7)

B g A BB (%)
RERETR 119 " 62 i
2 (CR) 4339 2 (32)
23R (PR) 61 (51.3) , 37 (59.7)
# E (8D) ‘ 37 (31.1) 15 (24.2)
#® 17 (PD). ' - 14 (11.8) . 6 (9.7

FHGARE 3 (2.5) 2 (3.2)
#E% (CR+PR) 65 39

(R [95%{EMEM™] (%) ) (546 [452,63.8] ) . (62,9 [49.7,74.8] )
T AR BEAE. 2 : ARG BIERI 0 5 b, (FIGREER & D MSIHigh (PCR) ZA7 %
Z e MEERL SN B, *3 : Clopper-Pearsoni ' -




[Z241k] _
HEAME THRFER (CA200142888R) @2

(AF B ) :

C HEESIT 71174 B (95.9%) RO LR, BREX ORPLBEERTECERVWEE
FHRIE 5174 B (683.9%) ICRH LI, FBEBH SUELELORERIZITRO LBV T
Hoi, :

#3 HHEBHN %L LOBER (CA200142 25D (T4

SRR . s (%)
HAER 74 i
(MedDRA/J ver.19.0) 4= Grade Grade 34 Grade 5
EI{ER 51 (68 9) 15 (20 3) 1 { 14
:E%Bﬁ% e

[RERRE 0 e E
Y A—E 5N 9 (12.2) 6 { 8.1) 0
AST 18/ 5 { 68 0 0
ALT #30 4 ( 54 1 {149 0
T I —En 4 { 54 2 (27 0
(RS EURT RS =
£ 9B 0 0
- BB 0 0
BEK R T 5 ( 6.8) 1 { 14 ]
0 0

B E iR 4 ( 34

7. MRSUGRAREE/ I AT —6 ] (8.1%) . FTHkEE If”'iﬁ{ﬂ (8.1%) . #RIEE 5
i (6.8%) . HURARHERERE 5 /) (6.8%) . infusionreaction3 Bl (4.1%) . BEEESE
30 (4.1%) . KRBZS - N2 - BEOTH 361 4.1%) , BEOKEEE 14 (1.4%) |
BifHterEsE 1 6 (1.4%) RUMER 16 (1.4%) RBD Ok, £, HEEHERR,
EEMGEAR . DS, k. IEIERE. PR, 4., TLIEg R, TRk
BEsE, MAgs - MAIEZ. BIRMACIERE, EEAMKEE. DRASEGRR, B R
5 g, OREEE, EHEHOLEONELITRD bhvikh o, FARIFERARRIKNIZEES
% (Eﬁbﬁﬁﬁﬂ'ﬁﬂ"%‘%ﬁﬁ) EEDEHERETRT,

HHEAEY AT (BT & oftREs)
 HEFERI 118/119 B (99.2%) ITRD b, BIEE ORRERVBEETE f;wﬁ ,

EEHIL 87119 F (73.1%) IZERD iz, HEFEH s%uﬁo)@wﬁﬁﬁ BTEROLED
ThoT,



-or

F 4 ZEBERM s%lAJ:@ﬁ!H’ﬁﬁﬁ (CA209142 30BR)  (etEfEiisissar)

CERERERR D)
JLAE . 11941
- {MedDRA/J ver.20.0) . 4 Grade Grade 34 Grade 5
2FHER ' 87 (73.1) 38 (319
e ' S o ER e

$%ﬁ%ﬁmﬁr ‘
BIBELE e ommmein
TH - 2
Bl - 1
ligw 8
WEH \ 8 ( 67)
F PRS- 6
- 2SR J:U&%-“ﬂi{“d):ﬂtﬁéaii e
EH 21 (17.6)
FE ‘ 18 (15.1)
$EHEE 6 ( 50
4/7;1/1/%&%53%*' 6 ( 50
sﬁﬁkﬁﬁ ............. '
ASTH
ALTHIIR
Y A—Hiin
FR ML
HERAR LU SHRRE
Mg
FEREE
- T
IR ﬁfsﬁmirﬁﬁéﬁﬁﬂﬁﬂz
Hitilige

P W W W S

~~
(=19
~]
S
S N

o—own

&Hﬁﬂﬁ&‘l‘%ﬁwﬁﬁ
€ DR 20 2 {17 0
85 : 13 , 2 ¢ LD 0
iR o 8 { 67) 0 0

. mﬁﬁwﬁwamﬁjwn%);ﬁﬁﬁﬁ%uﬁumu%>\@ﬁ%ﬁ%m
Bl (13.4%) . HEBUGMAREE/ S A/ —13 ] (10.9%) . REHEMRSR 761 (5.9%) .
BHERE 6 B (5.0%) . BIBHEIE 6 (5.0%) . EECRISHEE 5§l (42%) |
infusion reaction 4 il (3.4%) . KIBZ « MGz - BEDOTHAG (34%) . THHcHAs
B 3 45 (2.5%) | BF4 3 ) (2.5%) | DIEEE 151 (0.8%) | iz - B 1 41 (0.8%)
ROWESE L 4 (0.8%) BBD B, e, BEGENE, L%, H7. | SRR,
T4, BCHIEEs, WIROBERE, BARMGRE, NRAGERE B 5

Y5, IS, SR wanamotoKﬂﬁﬁ%ﬁ&mm%@§ﬁ(%ﬁ&"

EERH %:’é‘ir) %éﬁr%—i‘ft%%wﬂ'



R - fE] ‘ .

AR OBERFEHERETTAZFALEY I 2 Lb—a itk b, F5 3 mgks (&
#H) XiE 240 mg # 2 BERRCHRES L-BEoRR oM FERHRERRT SRz, T0kk
B, KA 240 mg 2#E UBOBRZEEIL. % 3 mgke %5 LZBOBER L 1
LCEEEZTRTETFHEN L OO, AAABEFICEV TARESRERIR TS
¥« AR (10mgke % 2 BRMRETHRE) TAMEES LBEOBRER L ik UCEE
Ry LTREn (FR) . MAT, SHOBEEREICRTLT—FICESE, kA
Imglkg (BRE) Xt 240mg % 2 BREMR CRE LZBEORAORER L G4E TR
4k & OBEEEFBRITT ARBOSE T AINBE I, YEEEILSWTREIS{ TP
R, LAk - FEOB TEIER UL SMICHERERIRAW ETFRIZ N, =
7=, MSIHigh #5355 - ERREE 0T — ¥ £ &0 BEMRMEET 7 L, Bl
BRFOTF—FIEISEBEINTLRBERGET ALV ERAWVZREEZEE 2. KA
Imgkg (KE) Xid240mg & A V'Y A= 1 mgkg (KE) % 3 BREIFRCRELE
BRoOZEMEICATERZRIIAE LRV EHERI I,

#5 ARORBEIE ST A—F

T - Crox Cring14 Cavgdl4 Crnax.ss Chin.ss Cavg,ss
{pg/mL) {pg/mL) {pg/mlL) {ng/mL) {pg/ml) {ug/mL)
3 ma/kg Q2W (35.'523 fo.s) (10.2%4.5) (17.21‘,1'333 9) (75.1)}31 71) {27?12,'107) (42?17,'?27)
H0mg Q2W | (1 .712,"?03) (15.22?§4.6} (25.3137.8) (16;5354) (41?5??58) (62.11(,)91 87)
10 mg/kg Q2W (14}/?;19) (512'739.2) (79.9&?14) ' (33?,9232) (132,1 ; 13) (23;;,7 386)

P (5%, 95%5) . Q2W : 2ERIHRE. Crax : BIEMES & ORIV IRE, Cridas : FIEIE 54
148 BIZBT S RARM AT THIE, Cogars : IEE G140 B E TOFHMIFTIRUE, Cuare 1 EFRIEIS
B DEEMITHBRE, Crinss : EHIRIRITE T 2 BARMTT PRE, Covess 1 EHIRIEITISH 5 T MFT
hERE :

Ebir. AHOBEBESWBESAERALES I alb—Ya kY, KA
480 mg % 4 WEMR TR 5 UIBEERO MY - ABS CRE LEBEOAROmERE
EPRNE N, FTORKE. A% 480 mg % 4 BRABRKTERY LBOEmREIC BT
BEEHMIETEE (BIF, [Cagsl £V19, ) . &K 240mg % 2 BRI CHREL
ToBED Cogss EEIBLT 3 L FRISNE (THR) . £, &K 480mg % 4 BHMK TRY
LEEBOEFIREBC BT 2REMBETEE LT, [Cuwsl £V, ) X, 45 240mg
% 2 BB TRE LD Coas & K L THEEERT L TRIS W bOD, ARA
BHEFIRBOTEANERRR STV MY - IR (10mgke & 2 BRBRTRY) &
BB LT BEOD Coaess & B L CTEEERT L FRISWE (FR) . M T, B0
FEILRBITAT—#I2ES%, AHF 3mgkg (IFE) Xid240mg % 2 BFEREMR, FLL
FIARF 480 mg % 4 MR TR L7 BROAF| OMREEE L HEME I3 R4 L 0B
FRATARBRISTIAREE S, YHBEE OV TRER ThR SR, Lao
FAY: » RO CEIMER et 2RI R 0 E FRl S, S



#z6 FHOEKMEHE<ZA—F

J;ﬁ ?i__.‘ . m % Cimnax Cmind28 CavgdZS Cmax,ss, Cm.l'.n, - Cavg.ss
(ug/mlL) (ug/mL) (ng/mlL) (pg/mL) (pg/ml) (ug/ml)
3 W 516 27.2 310 113 62.1. 716
mgfkg Q (352,70.8) | {16.5,40.3) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 437 159 "87.8 109
240mg QW | 511 103) | (233,59.0) | (308,609) | (102,254) | (41.5,158) | (621,187
145 297 530 216 T 713 109
AB0mg QAW | 00 907y | (155,474) | (370,748) | (145,336) | (275,131 | (62.1,187)
' 193 99.6 116 396 214 275
10mg/ke QAW | (146 220) |- (865,132) | (101, 148) | (329,525) | (184,303) | (236,377)

HIHE (5%, 95%5) « Q2W : 2WEIER. Q4W : 4B, Cru - BB B OB PRE,
Coindzs : DIEIE 5 %28 H BICH 1T BBALELTE TR, Cogars : TEHEEH28 A B & TOTIEIMGHILE,

 Crmsnss | REARIBICIT BRI PIREE . Coin : EHARIEIC I DEUCMAFTIIEE, Crog - AZHARIE
(R B I TR



4, FFRIZDOWT

AFIOREIED R BE LW - BEL, AFAOBSIC LY EEREERERR L
BRIZRHE T 5 Z L BUEERH, UTOO~@D T TEM T iiRics W TERT S
_RETHD,

@ ERizoWT

@1 TFE® (1) ~ (8 OWThIEETIHERTHDHZ &,

(1) EEFBRENEET DDA BRELHEILIFIRE EREN RS AR IL R

| HUEAS A SRS LR, M AR &)

(2) FrEMEEREE

() MEMFRMERETT D BABIELFE (PARIRESIEERE, 1A RTOESE
B9, 25 ARIREEEHEER R L) :

(4) A RACFREZERE L., SSREEREMNE 1 SQIISALFHRENE 2 Ok HaE
AR DRI EIT > TV Bt : _

(5) PIEMEEFARQASERME O EE RS RH21T> TV DRk

®a_ﬁ%-E%ﬁ@&%ﬁ&&@@ﬁ%%ﬁﬁmﬁmm+ﬁmﬂ%&Wﬁ%ﬁoﬁ
i (FROWFRAMCHLTHEM) 2, YE2EROAFICHET 3 REOREEL L
TRESATWBZ E, |

*®

o EREHRGE 2 EONMPHERET L%IC 5 £LEORAISROBRHE Y
fToTwaZ k, 2b, 24 ML, BAESREL L LERREFFOUHES
ToTWBZ &,

. EERFIVGE 2 EOUHTHERET LERIC, BIEBBOSAEDRELSD 5
FEL EOHEEEARFOEREZTo TSI &,

. EEGIREE 2 EOTMTHERET Li-%Iic 4 £ FOBERREF LTV
k. 55, IFEL LT, BB ORAEYREEESOH{LRREORKRDHES:
TToTnBZ &,

@ BEROEELBHREHEOKMICOVWT

ERLIFRERCHUF T 2HEEPEEB S, REELEE,LOFRER, AE - &
AR O LR CERS IO 5 ERIE, FEERRRE U SE 0l
B %#Jﬁ%”?ﬁ%”‘bhéﬁi%ﬁ‘ MEEASTNBZ &,

10 -




@ BIER~ORIRIZ2NT
@-1 fEsAHIIC BT 5Bl

MR B EOERRBER B RE LB, 24 RERRARO T, HHERT
IR RN T, B0 LIRS U TARERR O CT SORER 0TS
ERREORERNPY AHPIB L. ﬁ%uﬂsﬁ &fﬁﬁ%ﬂﬁxgoﬂ\a &

@-2 ERHEEFICLZ3FEFSINCET 58 _

MABECED DEMN AR UEELE T 3EREEENEWER==# V7
EROREROAY ) —= v VTV ERE L R EIH TS 55— AERKHIE
CEEhTnWaZ L, &k BRI DN T, #A%%&%@%ﬁk+ﬁkﬂﬂéhf
nwaz b,

@-3 BIfEROBELXIE LT |

B (RUEMEAGR SIS %, EEAGEEE, DAFZE. Bide. SRECRAERE . KBz,
N, BEOTH, 1EMERE. BUETS, IFRe, TSRS, Wk, Semey
g6, FORIMSEEREE . TREMERE . MEhsE, BEE m%@n\m%\zgmﬁ
%ﬁ%\%mm&%ﬁﬁ\mmmnmmm{iﬁﬁmmﬁ%\mﬁﬁﬁﬁﬁﬁ;%&\
ek, REOSRERIS, RS, DIEEE (DEME - RIR - DEERSES) |
B, SETLE) 1o LT, YRR UL RSB DB 2 5 (R AT & i
L EHERDOR M%ﬂ%h%LTF%&Uiﬁéﬁﬁ6n6%ﬁk&5 L) . Ebi

"ﬁﬂtm%mﬁééﬁﬁ#%ofwé a

11



5. BERBLEBRE
[#55h iz B9 5 HIE]
D TFRoBHFI wTKﬁ%ﬂ&%&UKﬁa4t)A77(Eh%ﬁ@x)&®ﬁ
A& E5EOHEPHERTENTNS,
o RALFEEERICHE LIS RERET BROBRE~A 70y S
4 MREEME  (MSI-High) #4335 - EISmAY

7‘::‘6 MSI-High #8435 Z oW T, =<7 (EETFE#RZ) Do
vReWiEE (k5 Mﬁﬁﬁ%;b(mum))%mwrﬁ 1 N

@ TREHENSTDAFICHT D AROREROHBHFEIC VT, 74:%[1@%“ D
BTSN TELT, AROREREEROR,
« TtV IVURGUEEERR, AX VIV T IF RO Y )T EBE
KEIz & HRRED R VEBE
. 4t JbhwT (BFHERR) BSHO PTREIEEA & PR L'C?;%Efénéa%‘

CESTdEE e 2| |
O TERICHSTBBFCONTHAMDRE PERE SNTNBZ Enb, BEEAT
bRV L, |
- RAORAICH LBEE DBEED b 5 B

@ ?‘*ﬁm@?ﬂfﬂi&\_ SWTTFRRICHEY 2 BF T 20T, ZK%JGDEL—}M?E%ES#WM\
. ORI 2 VBRICIRY . EEICAFIZER T }:%%ET%%’)
. ﬁaﬂ’ﬁﬁﬁfﬁﬁ%@’b‘ﬁ?xﬁiﬁf{EUD b5 BE

e M ERE CRIEE B> 2 MH ROEBHE O BRI ORI

DRI RIE rﬂzmsa I‘o;h»:’a B
« HPREREBOEH, XITEMHRELL &iﬁ%é’@@ H O %EL@E?E&E@
bhHBE
- EEBAE (EhEmiaBEEZEl) 0bsEE
o HEOBENEREGERTIERE
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