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FAIES 11275 3 5
S F 24 11 8 27 H

ABAEEAN BAEMSE HASEE B

ELmEE]

BN ER - A RSB B "'fﬁ Thighd

=ARN<T7 (BiInFhz) RAOREERMEETA oA GE
AHEfafEE, EERAE, EEIE. BHRE. TR X Y
voRE, BE. BERESERE, SEE~A e YT 54 MREE
P (MSI-High) 257 2% - ERERVCEERE) O—&
WIEIZDWT

REMBOEE & WEDEKRFE 2016 (FK 2846 A 2 HEZERE) IZBW T,
BEHMERROEAOREMHEZRS Z L BPEVAENEI L 2RI T, &
FHEERFEICLERBEICRET 2 DICKEERBEET A FT 1 U 21E
MTaZ e LTVET,

A, BBRICOWT, BIRE LD LB Y HEFR, REFTREHROENIRX O
%Ei%p(%)EmTLﬂLiLt@T\@Tﬁwtt<kk%_\%@%a
~ORFNIOETEHEELA LS BREWVWLET,



BAFKER 1127TF1 &
4 F 24 11 8 27 H

B E s R '
| REFRET |[BEXER B & B
¥R K

BEAZBEER - AEBLERERMLEEEERER
(& B A2 B’ )

=RA~T (BETHE#L) BEORBEREET L K542 Gk
ANRRE, BERANE, EELE. BB, WROAVE V)
VB, B, BHEBETRE. SEE<A 78V T 54 FRRE
M (MSI-High) 287 23HB ERFERVEER) O—K
Elz2WNT '

BREMBOEE L EOEA S 2016 (FEK 2846 A 2 ABBIRE) ITBW\ T,
EHNERLOFERAORBEHEZRZ Z L BEVIAEN-Z L2 T, &
FHERL P EICHERBFICRET 5D ICREEREET A FF 4 V%21
BB L L LTVET, ~ .

SRS (REFHEBRZ) BE (REL 47 J—RAEHE 20ng, FA
| JESIE 100mg R OVFIATEESE 240ng) EI/VRILAE, BHEAE HELE,
BHIREE, THMA TR Y B, BE. BERERRE, sEE~A o
V774 MARZEME MSI-High) 287 5%5 - ERREXUREREICS
LTERTABROEEER ISV, =87 (BEFRARL) BROK
HWERMEET A FF 4 GEMbaiE. BHRalE, EEHE, SRS,
TR ) VNE, BB, ERRETRE SEE~A 70T I54 b
AREME MSI-High) 25750 - EBRERUEIERE) O—IKEIC
DWT] (FF24E2 A 21 BATRAZRES 0925 F 13 FEEFBHEER - £
EEEREEAEECEREEM) ICLVRLTERLZATT,

SRk, =R~ T (BEFHEBRR) BACOWT, FE/MEREICxT 5 H



BEROCARO—BEENKB SN L, FEXBEOEALOEREHED D X
5 A EOEE] OKETICHOWT] ($f24 11 A 5 BFRITERALRSR 1105
51 EEASHEER - AEELERERZSNERERY) L VBRSNE
ua%u&w WAL RTA v, TRTNIED L BVRENELELE
| . BENOERBEROERICHT 2B BEVLET, 2B, &E&'
@%@ﬁ%%@ﬁ4%7ﬁ/i BREED LBV T,



- B

FE/INHEBR R DB E FHEE T A N T A L OwETERT (BT IBXER)

B 5]
BYR— (THREBEED) BYR—Y (BUEHBRERHIER)
2=y | RBLRDIERES AV —REREEE 20 ng, | 23— | MBLERIERR A7 V-REHHE 20 mg,
' T O—RETEEHIE 100 ng, AT V— R ARG 120 7V — R EREE 100 mg, A7 TU— R EEERE 240
mg, AP —REEE 240 ng (—R4 =R~ ng (—% : =FN~T7 (BEFEEZ))
7 (BEFHE#EZ)) ‘ (#)
(#%) - e LA AERVHE : BE. BAKZ=A V=
X &b ABEROHE  BF. A=AV 7 (BEFE#Z) L LT, 1[E240mg % 238 FM
7 (BfxFHE#%) & LT, 16240 mg %2 2 @R B0 18 480 mg % 4 BB CREHET 5,
X% 1B 480 mg % 4 @RI CARIET 5,
fhomEMEEA & fEHT 2B, BE, KA
R~ GBIl FE#Z) L LT, 16 240 mg
% 2 RS XX 1 [5] 360 mg %~ 3 8 HEIE Calls
T3,
3R—Y 2. AFIOREH, EREF 32— | 2. BEOHH, TERBF

F 7O — R R 20 mg. FAEETE 100 ng, A
EEEE 120 mg B OFEREEE 240 mg (—k4A -
=R (BEFREEEL), DT, TR £vo,)
i, NBESTEGRELE L AF Ly 7 24 GRS
YA BNV <A —K X7 AT (BMS) #L) H3BEFE
L7t b PD-1 (Programmed cell death-1) x4

A7 — R AT 20 mg, [FELATEEE 100 mg XY
B A EERE 240 mg (—iR4 - =ARA~<T (B
az). AT, TRHF) &0 )H,) ik, AEPEE TR
KEE AT VY I 24k (BT VRV <A Y —
X A7 A7 (BMS) #) AEEFR Lt k PD-1

(Programmed cell death—1) =9 5k MR TgG4




B M IgG4E ) u—FAHETH B,

) 7u—FAHETH B,

4=y

QUEANEMAERER (CA209017 3RBR) (N Engl J Med
2015; 373: 123-35)
75 FFBE R ST LRIRERE L T 5 PIRRRR

B H/IVHXIBRORY LKESRSE (ECG

Performance Status O & UN1) 272 #] (AFIEE 135
B, Fe&FveAgE 1376 2RI, FeXxt
NEeEXtRE UTAR 3 mg/ke % 2 B TR
BiELT, XEFTMEEE Chra2EFHH_CLT,

fos] v5,) (Pofl [95%EEXM]) X, &A

CBET 9.23 [7.33~13.27] A, FEZXEAET|

6.01 [5.13~7.33] WATHY, KHIIFEZFk&
MK LB R E B RERE 2R L (NF—F
ke 0.59 [96. 85%{S#EIXE : 0. 43~0.81]. p=0.0002
(@5 log-rank #E]),

42—y

@S EMAEFAER (CA209017 3RBR) (N Engl J Med
2015; 373: 123-35)

75 FF A ST L RRIERE ST S YIRS
B H/VHXRXBEFORYLEESRE (ECOG
Performance Status O & UV1) 272 4 (AHIBE 135
B, FeZXENE13TH) ZHRIC, FeXXE
NWESTRE UTAHR 3 ng/ke & 2 BRMRTRHE
BELE, TEWVMHEE ChoatsrHn (FRE
[95%EER ) &, AAIFET9.23 [7.33~13.27]
FA. FeXFeLEEce6. 01 [5.13~7.33] AT
HY . FENE FEF AT LR RHICERR
EREZR L (NP — R 0.59 [96. 85%{EMHXMH :
0.43~0.81], p=0.0002 [/&%! log—rank RE]).

5 ~—

G, R 8 290 B) 2RI,

OWA S IR (CA209057 3RER) (N Engl J Med

2015; 373: 1627-39) . ,

7T F RS e E T FRIERE EH T 5 TR RER
B #H/IVHIXIIEROHRFEELRESRE (ECOG
Performance Status O &K (N1) 582 #i (AAIEE 292
[ e
NEXRE UTAHK 3 mg/kg % 2 BHEIERTRIE

5 ~—

QuEs S MAHERER (CA209057 3RER) (N Engl J Med
2015; 373: 1627-39) ‘

7T BRI B ST L REIERE S A T 5 OB TR
MB i/ IVH# T BEROHERFE LRERSE (ECOG
Performance Status O & (V1) 582 # (AHEIRE 292
B, Fe&E/A8 290 F) R, Fedxt
NERRE LTAA 3 ng/ke % 2 BREER T AR

%Ebkoiﬁﬂﬁﬁﬁﬁ%égﬁ1¢%ﬁ[%wg

BE L, FEFMEEE ChoIeEFHR (FRIE




XD 1k, AFIEET12.19 [9.66~14.98] M B,
K& % /LVBET9.36 [8.05~10.68] WA THY,
AHNE R & o LEHENCARRER.
RLUTE (ANYF— RE0.73 [95. 92%EREX T : 0. 59~
0.89]. p=0.0015 [JEZI log—rank #E]),

[95%ERER M) vk, AAIBET 12. 19 [9. 66~14. 98]
HA. FEZXZENABET 9.36 [8.05~10.68] H A
ThHY . BRI X FEAICK LREFEOICER |
REEZTLE (AYF—FH 0.73 [95. 92%F8EX
RS : 0.59~0. 89], p=0. 0015 /&%l log—rank #&%E]1),

7Ry

(RELEEEVOERELEE
O EREiFEMiERER (ON0-4538-77/CA2099LA &

{LZEPRIERIBE D EGFR B FE EEM KR ALK @&
1 BEFREDCUBRTIERET - B3 0IE/NulaliE

B 1196 (ARABEOFIEES, AFIEAEY

AT RO S F A% S TR L OBERR

5. (LATF. INIVO/IPI/Chemo] &V 5,) *'&f 361 #,
xHEREE 358 B) Ext&ic, 77 FIRA It {pE
FIEOHAHE? Z i & LT, NIVO/IP1/Chemo B

DEYDMEROZEMEIRET LTz, FEFHHER TH

% 0S (Pl [95%EFEXRI]) 13, NIVO/IPI/Chemo

BT 14.13 [13.24~16.16] W A . XTHEET 10.74

[9.46~12.45] Z H &% Y. NIVO/IPI/Chemo &5
X757 58K & & b FRIRIC 8 LB ERICH
BREREZTR LE (OF— R 0.69 [96. T1%EFEX
R : 0.55~0. 871, p=0.0006 [JER] log—rank #2xE 1),

(RFELERERUERELEE B0

RE, BRODEFIERTH DD, HEREBIO




g~

NIVO/IPI/Chemo &f & XtEREED 0S D /Y — REb [95%
BB X, BEELREET 0.65 [0.46~0.93],
ERELRETO0.72 [0.55~0.93] ThHolk,

*1 : &% 360 mg % 3HAMMER, ALV AT 1
me/kg % 6 A R R QML : % 3 B ERE T
AR L, (L. R (RELRE
XiFERELEE) KESVWELERE (BELE
B INVRTITF VRO Y ZXEN, R
LR AINART FTF Y REVATFTFLRE
NXAbLERER) 2 3BEAER1IYAIZAELT
QYA I NE LTz, 2V A TNVETHR, FAIK
CA Y AT % mEEE LT,

*2 : AR (B BB GIIERY ERE) ITED
&, NIVO/IPI/Chemo ## & [ UL %, 3 A
1YL I LAY A I NVERL, EREE
BEREIZOWVWTIE, 43 A4 7 VDILERIEE/RIC
NAPLXE PICEDHERRIEDERBAIEES L
o

4 0S @B #EM © KaplanMeier @i

(ONO-4538-77/CA2099LA FEBX) (EIERA{LIhi=HE

.

| ©OE R FE S MAERE (0N0-4538-27/CA209227




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

(Part la) .
(LR IERTIARE C PD-L1 J5B1R A 1%L EA>> EGFR
BEFEREBER O ALK @& BETFEEOTIBRTRE |
eEAT - R OIE/NERAATRE S E 793 F (AANE
# 89 BleEte, AALAYY AT LOBAHRE

(LAF, INIVO/IPI| L5 ,) *'Bf 396 fl, xiFRAEE
397 B) ZXRBIT. 77 F A EEIMLERIED
GRS E 2 xR & LT, NIVO/IPI B A kK
ZREMERE LT, ARBROEEFMEE TH S 0S

(PoefE [95%E#EX 1) 1. NIVO/IPI £ T 17.08

[14.95~20.07] H A, BT 14.88 [12. 71~
16.72] WA THY . NIVO/IPI #5137 T F R
ZE b EREIC K U ENICE R RIER R L
7o (NP — FEE 0. 79197 T2%1E4E X : 0. 65~0. 961,
p=0. 0066 [JBF log—rank #E&]). |
k1 : A3 wg/kg Z 2 BHEMER, A VY A<T1

mg/kg % 6 ARG C BB L,

*2 : HARRAY (R LR ISIERE ERE) IcES
WisihEREE (BYERE - INVAR S FF T
ATFGFUVROTLVEZE, R LRE: S
NRTFTFUVRIIV AT TF U RORA M LFH
TR & 3BEBEIYAIALELTAYAL IV




9

Eii L, ERFEEFBIZOVWTE, 4L 71D
ILEREIEEmMBITA P L3k FIZ L DHERE
CBLEmEEEE L, ' |
(&) v :

5 0S @ Kaplan-Meier Bi#2 (ONO-4538-27/

| CA209227 3RBR Part 1a) (HE{EZA(L S i gEH)

(Part 1b)

| ALSEBREERIAHR C PD-L1 FEFRES 1 %Ry EGFR

BETERRBER T ALK BEBEFREDOHRTE

IRYELT - R OIEIMIIEMEEE 550 4] (HAAR
H 19 Bl EETe, AL 7T FTRAE ST ERE
L OBEAEE (LT, INIVO/Chemo] &\WN5H,) *'#f
177 4, NIVO/IPI Bf 187 i, xtFREE 186 ) Z x5
2, I F RS EREOREE 2 Xt
L LT, NIVO/Chemo E£J U8 NIVO/IPT BEDHZhik
BOE2ME2HRE Lz, RRBOBIRFTHER D—
DTH Y BEEHRIBEEDOHRTH S NIVO/Chemo
ERPRREE O MR (PR [9oMEEXE])
i%, NIVO/Chemo #£ T 5.55 [4.63~6.90] A B, X
BT 4.70 [4.21~5.59] # A TH Y. NIVO/Chemo #
51377 F 8RR ST b EEIEIT T LSBT R

BERIEEZRLE (0N —FE0.73 [97. T2ME4E
R R:0.56~0.95], p=0. 0070 [[B%l log—rank BE]),




B, MEHNLRETERTH 258, HEBEFRAO
NIVO/Chemo Bf & XFFREED PFS O /Y — R [95%E
FERME] 3. BELEET 0.94 [0.56~1.56], 3E
| BT 0.66 [0.49~0.90] Thotz,

*1 : AH| 360 mg % 3 BHBREMLEEEY 38
R I B C i B U 7, LRI, AERE (B
¥ bR SUIIER Y B RE) SOV AL ERE

(BELEE  AINVRTFF VIV ATIFTTF
EOFLV R, EREERE : INVRTTF
VXBITATGFVRONRRAPLRER) &, 3
BEAZ1YA 2L LAY AL I NVERL, R
BV T, 4 9 A 7 VoL EEEER
BT A DUt FIC K AHERERE D Ehar g8
L L, '

(B ) ‘
6 PFS O K KMRATHRED Kaplan-Meier Hi#R
(ON0—4538-27/CA209227 3Bk Part 1b) (SEIEZ(LX

Ni-££H, NIVO/Chemo Bf L 5tFREE & D HE)

T M ENRBRERNR LTI EINRPSTEHDD,

PD-L1 FIRE A 1%KL D BHITIBVVTNIVO/IPI&E &

XtHRAEED 05 (hofi [95%EREXE) %, NIVO/IPI

BT 17.15 [12.85~22.05] B . SHEEET 12.19

[9.17~14.32] # ATH Y. NIVO/IPI #E5EIZT T




FrRK L2 E /b FERECH LEREREZ R LE
(NYF— R 0. 62 [95%1EE XA ¢ 0.48~0. 78], &
RE TR .

10 R— (Z2tt] 7T R—=Y [Z 2]
(R LR : : (R R
OEMNE I8 (0N0-4538-05 FRER) OENE IH3RER (0N0-4538-05 FRER)
AEEHIT 33/35 4] (94.3%) KRHbh, FHIE D #1  REHEBN 5% EOBIVEA (ON0-4538-05 3RER)
HEBMERTECERVEEERIT 24/35 fi (& )
| _(68.6%) I8ROz, FEREMNS %L;LJ:@EM’EFH
HTFROLEBY Thote,
F1 RBEFER 5%%:%[11@)% (ONO 4538- 053&%)
(& ) ' , :
11— | QWAMEIIHERER (CA209017 ‘—‘ﬂcsﬁ) (N Engl J Med | 82— | Q¥ESMEMFERER (CA209017 3RER) (N Engl J Med

2015; 373: 123-35)
HEEZIIAKIRE 127/131 F] (96.9%), Fexx¥
JVRE 125/129 5] (96.9%) 1258% b, &KL DERE
BERESEETERVHEESSRIE 76/131 ] (58.0%)
IR bz, FEEEHN 5 %L/u:@alH’Em i"Fi‘%OD &
BY Tholz,
#z2 REERNS %LJJ:@ESM/E)% (CA209017 3EBR)
(& B '
(B%)
GERY LR

2015; 373:-123-35)

#2 ZHEBRSWALOEIER (CA209017 3HER)
F )
(&)
(FERE_ L)

OENSE MFE3ABk (0N0-4538-06 #ER)




OEWNE L3RR (ON0-4538-06 3UBR)

BEESIL 75/76 B (98.7%) KD O, FHILD |

HEBEEPEETERWVWEEEL1T 64/76
(84.2%) IR Oz, FIEN 5 %L EDBITER
HTRDOLBY ChHolr, )

12 R—

OuEs FEMAEEABR (CA209057 aﬁ?ﬁ) (N Engl J Med
2015; 373: 1627-39)

BEESIIAKIEE 280/287 # (97.6%) . FEZ X%
JVEE 265/268 1 (98.9%) RO b, KHIE DFRE
BEESTEE CE RVWHESRELRT 199/287 #i (69. 3%)
RO b, BIRENS %L,LJ:ODEIH’EFH LTERDL
BY Thol,

9 -

@uEsEMAEERER (CA209057 3RER) (N Engl J Med

| 2015; 373: 1627-39)

13 R_R—y

14—y

R LR R OFERE b R

DEBE: [R5 MAEEAER (ONO-4538-77/CA2099LA 3RER)
HEBZSIIAKIGEH (NIVO/IPI/Chemo) Bf 355/358
i (99. 2%) . *EEEE 341/349 B (97.7%) WEDHH
oo AFIGEA (NIVO/IPI/Chemo) & DRBEIMENT
ETERVWEHEELST 322/358 4 (89. 9%) 125805
e, BHEN S WA LOBRERITTRD LB TH
277,

K5 REERND
CA2099LA BRER)

%ol EDBIEA (ON0-4538-77/

E )

(R LEER U ERE LEE) EM)




pds, FRIRAMEREEEE 74 1 (20.7%), PREMEE 51
Bl (14. 2%) | AR RARIE/ I A/ XF—50 B (14. 0%) |
FEHkieREE 48 B (13.4%) . KEBK - /NB%K - BED
THI 26 B (7.3%) . BHEaEREE 25 #i (7.0%), EEE
DEEREE 21 4 (5. 9%) . BB ML 19 i (5. 3%) |
| infusion reaction 17 i (4.7%). BIEHEEREE 12
Bl (3.4%), TEIMEREREE 7 4] (2.0%), DIEEE
741 (2.0%), FFR 66 (1.7%) . BERAH (1 1%)
RO RMmAzZERE 1 6] (0.3%) HPRDbiz, F
fe. BREGEAIE, OFEY, Bk, 1 REER. B
EAFR, FFRE, BLMEEER, Bk - BiiER, E
BlhmikEE, nREREERE, B SEIER,
EE N R OEFLIIRD bbb oft, REIERZR
| BRIEEES BRREEREL ST 2&
EHEREZTT, :
QO EREFEMAERE (0N0-4538-27/CA209227 2R
5)

AL A Y b T L OBERRE)
BEESIIARKIGEAH (NIVO/IPT) B 568/576 Hi

(98. 6%) . 5t FBEE 554/570 5 (97. 2%) I3 bhviz,
AFIGER (NIVO/TPT) & DRARBIFNSTRETE 2V
HEESIT 442/576 B (76.7%) KR b, RBE
| BB UL LOBWEAII TR LB Thotr,




15 ~—y

%6 FEEERNSIAEDOBIVER (0N0-4538-27/
CA209227 3Bk Part la KT 1b)
(& B
28, ERISESRERSE 115 i (20.0%) . FFHsREREE
91 ] (15.8%) . #iREEE 51 4 (8.9%) . FEM:E
2B 50 f (8.7h), BAKEFBAMENE/ I A NF—38 H
(6.6%) . EEDOFEEE 27 4] (4.7%) . KBE -

B - EEOTHR 256 B (4.3%) . EHEREREE 25 £

(4.3%) . infusion reaction 23 % (4.0%). FTI:if
HERRIEEE 19 ] (3.3%) . BIBHREREE 19 fi (3.3%) .
FEZ 13 #1 (2.3%) , DgEE 9# (1.6%) . FEX 6 f1

(1.0%) . 1BEERE4H] (0.7%) . 5 &5 HEE 2 H

(0.3%) . DEER 1B (0.2%) . #7141 (0.2%) . B
&K - BERES 1 B (0.2%) R OEARIMARZERSE 1 4

(0.2%) ARDONIz, Fiz, BEFHENE. BUE
fEs. RS, B{bMRE R, EERMKEE, M
B REfERE, B, BEEHn R OELIEED LN
ehote, AREWERARBIRNIIEESFS (FBRRE
BEELED) »EREHERETTT,

(KA & 7T FFBA & Ete b EEE L SRR E

(PD-L1 I E 1%KFEHDOBEEM))
BHEESIIAKGEE (NIVO/Chemo) EE 172/172 %

(100%) . *FEEFE 174/183 41 (95. 1%) D iz,




16 ~2—3

| (1. 2%)

ZAZIGEH (NIVO/Chemo) & DR EEBRBEETE R
WHEHESIT 159/172 B (92.4%) IZFBD bz, F
HEP SR LOBHERIZITEREDOEBY Tholz,
*8 %ﬁﬁ#Sw&twﬁ@%(WO%%ZW
CA209227 3RER Part 1b)
*E B
R, MRRREEE 26 i (15 1%) BERCh R fRE/ X A
NF—22 Bl (12.8%) . FFieEiEE 21 4 (12.2%) .
FRBRE BRI 16 41 (9. 3%)\ BEHEEE 14 #
(8.1%) ., BIEVENEB SHI (4.7%) . KBS - /NG
K -EBHEOTHSH (2.9%) . DIREE 5l (2.9%) .
infusion reaction 4% (2.3%), EEOKEEE2
DERR 1 (0.6%) . Bk 141 (0.6%) .
1EERB 14 (0.6%) . FFR 141 (0.6%) ., BIEH
HEREE 141 (0. 6%) K OERARMARZERE 1 61 (0. 6%)
BRO LN, T, Eré”'ﬂﬁr Eﬂﬁﬂ%& iin
ZV\ BT JE, TRAEEEEE, KK - HiE
K, BEELRLMKEE, mﬂ%ﬁﬁaﬁ{%ﬂi\ AERE, BER.
seaﬁ%J@%mm&wE%m%wan&mako
ABMERRBRNIIBEEES (BRREEREESLS
) R EDEEREE T,

117 R—=

[HE: - HE]
ﬁﬂwlﬁlﬁ%ﬁﬂ%TW%ﬂﬁbt/\nv—

11 ~_—

- [Ri - AE]

AR OBEFAEDBEETNVERA LY Ia b—




vavick ., A3 me/kg (KE) XiX240mg % |

2 BRI T L U= BOARAIO ML iR E S et
iz, FORER., AH| 240 mg = HRE LZBROBRE
B, A% 3 mg/keg 25 LIZBEOBRER L L
TEEEZRTLETFHENZ OO, BRABEICE
WTERENEREINTWAHE - A (10 mg/ke
2 BB CRE) CTRAZEELEEEOREER
LHEB L CIRERRT L TFRIENZ (FR) . MA T,
BEEOBEICBIT 57— X1 ES&, &3 mg/ks
(fEE) XiX 240 mg % 2 FRIBR CRE LBRoR
RDIRBE L FM X iTLetk L OBEZRIT S
BREBERIGET AVPBEINL, UKEBEEIZOWTRE
BITbhl-fER, Lok - AEOR AR
VeI AR ERIIR VW E TR SN, £k,
FENFEREEREICRBIT AT —FITESEEE L
BREFGETVEFIB LT, &AKI3 mg/kg (2EMH
Rk E) . 240 mg (2 AR T&RE) Xid 360
ng (3 EBBRETERE) LAY A<7 1 mg/kg (6
BARERC®RE) 2HALEZBEORZSEERE L
R, FEolE - BAEOB CEEMEICHERER

v e FREhE,
#£9 AFOEYERE T A — &
F W) -

12 ~— 3

vavicky, AF 3 mg/kg (FE) XL 240mg &
2 AR TR 5 LB OAR O M s PR ES R |
Ehi-, ZOFER. A% 240 ng B E L -BORE
X, A& 3 mg/ke RE LEROBEE L L
TEEEZRTEFHSNEZbOD, BAABEICE
WTHAEMERREREINTWARHE - BE (10 mg/kg
2 BREBR CRE) CAREZRE LEBEOREER
LHB L CREZRT ETFRI SN (FR) . MA T,
BEOBRBICBITAT—FICESE, &K 3 me/ke

(fRE) ik 240 mg % 2 AREIFER CRE LR
FIDOBRBE L Ao IZet L OBELRET 5
RERISET VDR S . UREEIC OV CRE
BiFbhiEfER, LERORE - BEOBTHEIMEK
VeI PHREREZRE RV ETFRIS I,
F5 AHEOEYER AT A —F

(F )

(W)
%6 AROEMBRE T A—F

(F )




18 20—

() |

#10 FHIOEWBME T 2 —F

(F B

20 ~—

@-3 EHEROZHRRSICE LT

BEIER (REMMERICNL., BEREGEE. OF
K. BEse. MESUGRMERE. KEBE. MNEK. BEOD
TR, 1 EUERR. BUERR. FR4E. FFHaRs,
Froe, FCMEIRE 2, FORISEEIEE - TREAHKE
e, WhRIEE, BRE. BISEE, Mk, BEO.
FEEE, %ﬂiﬁlﬁlﬁ%&ﬁ{in’fusion reaction, E
BAMKEE, DRESEGER. Mk BA. BE
DR, BIBRENE, DBEE (LEMS - &
AR - DEEMERIAMINHEE) . gD, L) Tkt L
T, YUHER LRSS OB F T2 E
B & L (BERAOZE-eRSICE L THRER O
FEEZTONBAEMICH S D L), EbICETRN
BN T BHHBE-TNE I L, |

14—

| ®@-3 BEIEAOBEHOHRICELT

BIfER (MEMRZEAICMZ., BEEGEE, OF
7%, gk, ESRRRE. KBK. NBK, BEEOD
Tﬁ\lﬂﬁﬁﬁ\ﬁxé\ﬁﬁﬁﬁ%\ﬁ%\@_
{LMEREE 75, FOIRARESEERES . TEMOMEEESE.
RIEE, BEE, BITES. Mk, EEOREESE,
B ARIMASZEMAE, infusion reaction, EEEE7R K=
= MEREAERER. &, BA, BEOLERIS,
s IREME, UDIREE (LEHB) - R0k - DESEH
SRS . FEEH M, EHE) ITxt LT, YR
R EREMBOBEMEEF T 5 E & EE L
(BIER OBW RSB L CIRE RO E 2 %)
LIARMIICH B Z L) BEEICHIRLENTE S
BHEIBE-TNBZ L,
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5. REXMRLIRDBE
[E%hikiz B89 5 F=H] |
@ AFN OB L EILTROBEICB WO TEMEN
BRIESH TV 5,
(B)
Q@ AH D OFEEEEFH & OGRS TED

15 R—Y

5. BERGLIRBBE
[E4hitic B+ 5 EIE] :

O TROBBFIZBWTHHOENENRRIEINT |
W3, _

(%)

@ FRERLT 5 BEICHT B FAORE RO




BEIZBVTEDERTENTVS,

s AV AT ROYT T FFRA ST L FEE
(BELEE  AINVKRTFTFURUONNT Y ZxE
W, ERELRE : WIVRTFTF U XTIV ARATT
FURURA R LEER) LofER#RS - {LFE
ERED 72\, EGFR B2 R & O ALK @638
EF BT R 2 LT « B3 O IE/INRRATE
B

c AV AT LOREES  {LFERERO R,
EGFR Bz FEEEMEE O ALK BEBETRBMED
IR REZ2 AT - BESE DI/ IR

< FSFFRKI R ELLEERE (BYLRE : bV
RITFTFUVRXEBTVATTF UV ROBTF AV EZE
ERELEE : INKTFTF VXGRS FTF

BEONRX bLxER) LofRARE  LFERIERE |

D7\, PD-L1 B 1 %R H>2 EGFR BiaF

ZEREMN K ALK BB a0 IR e 2

17 - BFE QIR B
* AFIOBWIEL LT, ARFE4 : PD-L1 THC 28-8

pharmDx [F =) BARBIN TS,
@ TEITeE Y T 5 FE/ AR AR B F 1o xt 3 2 AH
D5 F O A FIEIC DWW T, A OB ZHHEN
LI TRLT., AFORERR LRI,

BHFEICOWTE, AROFERHELINLTE
53, FAO|ERGZ LR DR,

LRI O RE

- IR B L

. fLOFENEER LSRR S-SR B

Q-FELENA ¥4 v (AAMBEESR B
T. ECOG Performance Status 0~1 ®&* ¢ 75
BLL_E. XiX ECOG Performance Status 2 &
DEETIE, F3RES (Fesxter%)
- DEFRERHREINTBY, 7T TRADME
REREBERNZDER SN2 —2ABH 5,
IOBE. TIFFRBIONIEERR L bES
HRFEREACOBRERZET2B8EH T
Tik, AFIOBREEZZBETE 5,

D AENTENEIMAERBRICB VT, BELEEERD

ERELREOWTNOBEFIZBWTS FEX
BT L CEMEESRIES T3, 272
L. R LREOBE T, PD-L1 BERRITX
DESMEDOERNRERDZEINTFRENDER
DELRTNWAZ D, ERFELEREOBEIT
BOTIIPD-LI RHER LR Lz ECAA RS
AHEOHBE T2 2 ENEE LV,

(W) :
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HIEMEIEES & OBERRE
 AEEEBRIEIED I\ R F I B AR O B S

s O TAHEADOEER R IN TR WO EMSE
JEEX L Ot ERE ~ S
@ {LFERERO R OEIBRT R EIT - RO IE/NE

FEEEIIBVW T A Y AT LoHERE

5 AEMECHERRVWEEZ ONLBE

BTk, A A VY =T L O AL

ERINETHD, Fle, ALV LT ROT T

FHEA ST FEE (B ERE : AT

FFVRORZ Y Fxbi, REERE: hL

RITFURIEVATTFURPRA b LEE

K) & OB RREICHT B BN 2V
%2Bnéﬁﬁmﬁwfﬁ\$ﬁk459A77
BT T FF0H 2SR L OfRRE.

PD-L1 FEREN 1 RN O2OA BV AT |-

DABRBICHEI DD LEZ DN BEITBY
Tid, AH L 75 FIRFE S FRE (BF
LB INRTFTF UGV R TF RS
LY EREERE : IVKRTFF Xk
VARZF5FVERONA M LFER) EOHRS
REBTDHILNTED, B, FHOB5IH
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leo Tk, MBI A BT 4 v (AARMBEER
) ErsBTHs L ®,

® FEBEIA F 74 (AXREERR) T80

T. ECOG Performance Status 0~1 ®2 ¢ 75
Wl EORFE EFEE. XX ECOG Performance
Status 2 &2 pEF I, EIHARIUER (F
XX ENE) OBRRESHEREINTEY, 7
I FFRAIOFEREREIVRVWEDER IR
Wr—2ARdH5b, ZOHE. (LEEERYETDS
PR RE /R 14T - FEZR D FE/ MR BB I RV
T I FFREOFNERI 2K & b 3 AR
BHEIBERCOREREET5RFICBN T, &
ROBMBEEL2ZETE B,

® 77 F B2 ELCERERE BT 5 9RT

R 7R YEAT - BRSO IE/ N I B T X B ASH
D B 5 X ES S MTAE R (CA209017 BABR R O
CA209057 BRER) 2BV T, RIELEER VIR
FEEONTROBEHEIZBWNTS FEZFEL
BICH L CEMESREES TN D, 272U, 3
RELLEBEOBE T, PD-L1 EERIZLVED
WOBEBPRREIENPTRENDIERNBED
NTWBZeEhb, ERFLEEOBEITRBNT
[ZPD-L1 MK LFER L7z L CAB| OB EFRT D




HWra 452 EREFE LV,

(B%) ‘

(F1) BIxiX, FEZSEINA FIA v (BAME
FER) KBV T, FIAN—BETFER/EE
ek H>>(DECOG Performance Status 0~ 1 &2

T 5 BUEOREYEKE. XiX®ECG

Performance Status.-2 &2 o@RFETII, £ 34t

R (e s 520 %) ORAIRE IR S
hTBY., ZDkdREETIE, ERELERIEC
XA ABECEERAbS EELZONS,
(E2) K :

24 ~R— ¥

6. BWECELCEERTX¥EE
(DORVQ ) - '

@ ZIFFFBE N LR LET S HRT
EEBICBV T, PD-L1 BEBLHB L ET
AFI OB EDOFELHWT5 - LREEL
WA, PD-L1 BHRFEHHER TS RVHEIL, &
HOEROBE & B Lz EoBET 3
z &,

@ ERBWERAO< RV AV Mo T

(H%) - |

- 1 EUEERRYE (BIE 1 BUERR 2 2T) Bb bbb,

17 2=

6. MEIZELTEETREHIE
ORU® B
@ ERFELEEEBITBW T, PD-L1 EHEBHRERL
e L CABOBRERAEEZHMTEZEAEEL
W3, PD-L1 BEEREFT CTERVEEITIL, K
FOEHOEE &2 BEIHWT Lz ECRET 3
L, . :
@ ERBMERADO<=RX YA Mo T
(&) '
- 1 EUEERR (BUE 1 BUBRR 2 STe) bbb,
PERFES N TV R—VRARERZIERHBD

WERBREr R T F—V R BRI RHBD

T, NE. B, IBHEZEORRORBRLmEED
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T, AE. B, BHZEOEIRORER S MGEED
LRI BEETHZ L, 1BERFRIRDN
BAIRREEFIEL, 4 R VEAIORESE
OB RNEBEEITIZ &

- BIERFR, AL, FFHeEEE, IR, B{ktia

ERPHODLNDZ LBH LD T, EHHIHTHE

BRELTV., BEORBE TOITBETL T

&,

® FANOERRRICIS T, UTOFA I VI TH
EDFM 21T o TV Z L 25EIL, REIKRE

TP EHNICERRE COHROEREITIZ L

+ ONO-4538-05 3B &% T} ONO-4538-06 28k : 6 F R
P

« CA209017 3XBR K (' CA209057 3Bk : 5 BHMED D
9B, T, BERE,LS 1ERMIT6EART
L. FRUIET 128

+ ONO-4538-77/CA2099LA 3 Bk & U ONO-4538-27/
CA209227 FABR : B EBRMEN O 1 EMIX 6B Z
L. ENRDERT 12 8BS

rRICFGERTS L, 1BERFES RN
BARICEBREERIEL, A2 ) VBAIORESE
OBEERMEBEZITH Z &,

® FHDOERRBRICIHN T, HEBEAE9EH
B DT EIT > T2 Z & BBEIT, AHH
B X EHMICEBRRE CHRORER
b

L T e

1722

BAERGEORBERMLEN A T 1 v ORETEHET CHIEHERE)

¥

[E]
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KB DERR : 47 VR RREE 20 ng, A

2 R—y

B ERBERR A7V —REREE 20 ng, 2

20—y
FO—REERE 100 ng, 7 P—REERE 120 | FYO—REREEIE 100 mg, ATV — R RFEFFE 240
ng, A7V —REREEE 240 mg (—R4L  =Fw Img (& =R N~ (BETFE#HZ))
7 (EETEHEZ)) | |

3—y | 2. AR, (FEEE ! 30—y | 2. FEIOKE, EREF
A7V RREFE 20 mg, RREEFEE 100 mg, & | F 7O — R EREEE 20 ng, [FAREEE 100 ng KO
AUEERE 120 mg B ORI RTEEHE 240 mg (—RA RS TE 240 mg (—iR4 : =R =7 (BEFHE
=R (BEFEBRZ). LT, IR £v),) | #Z) . BT TARFL L3 ik, NEFRETHK
X, NBFELRTERRNESH L AF VY 7 24 (BT |KEeE AF VY7 R BTV RV v ¥ —

|VAMV =AY =X 27 A7 (BMS) #h) #3FA% X Ry A7 (BMS) #) #BEFE LIt b PD-1

L7zt b PD-1 (Programmed cell death-1) IZ%Hd (Programmed cell death~1) Zxf3 5t FI IgG4
5t M 1g64 €/ 7 u—FABUETH D, £ ) 7 u—FNHETH S,

21— | @-3 BUEROBECRITICE LT 21—y | @-3 BIEAOBEICRIMCELT

BIER (MEMRERICML., BEEFEHE. OF
K. Bk, BBGRIEE, KIBK. DBX, EED
T, 1BERE, BUEFR. e, FisEES.
JFo¢. BALMERRE &, FRISEEES, TEMAHE
BEEE, MREE. BEE, BITEEE. Mk, EEO
BIEEE, iRMie%ZE®REE, infusion reaction, &
BRmKESs, MEREREER, . B BE
DEBERIG. R REE. LIREE
AR - DERVEHISMIHES) | REBFH ML, EILE) Tl
T, YBFERLIBEREEOEMEEETHE

(LEHEED - % |

BIVER (MEMERRICMZ., BEGENE. L

| K. Bk, BEEHRAEE. KIBX. NER, BEEO

T, 1EERE. FFARL. FRlsemEE, Tk, E
IEHERRE Je, FIRBHEREIEE . TRAMKREE.,
mhEE, BHEE, BIREE. Nk, BEEOREEE,
BARIMARZEMRE,. infusion reaction, EE R MIKE
%, MIREAIEGER. B, Bx. BEORBERIS,
RS R, DIREE (LEME) - R - D
SMIHESE) . BB, EETLE) oL T, MR

ILE B E R EE OB 2 AT 5 ER &L




Bi L EE L (BHEAOBE-OIGICE L THREERT
XBERTONDFEMETH D Z L) ELITETRL
ENTE5BHNE-TNDZ L,

(BIVER O ISICE UL CHREBEROXXEEL =T
LBNAEMIZHBZ L) ELICHRLBENTE D
EEINESTNWEZ L,
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6. REIBELTEETREEH
O~@ K)
@ ERBWERAD~FR T A MzoWT
(k&)
- 1AURERRE (BIE 1 BUERB 81 23d bbit,
CBERBEES FT VRV RICERZERHBD
T, OB, B, IBEHZEOEROBRSCMBEED
FRIEFSEET AL, 1EEREARDNE
BARICEEEEDIEL, A R Y VBEKORESE
OHEENRMEEITI Z &,
- BUERE, FRE,

BRBDHODONDZ LB EHDT, EMHITATHE

FrifeemEs, Arsc, BE{evERR |

BRELIT, BEORES +HICBETSC
&

17 2=

| 6. REZELTEETNEHEHE

(O~® 1)
@ ERBIERO<RX YA L MZ2WT
(H%)

- 1EBERE (BUE 1 BIERBEZET) Bd bbb,
WERFES N TV F—VRARRELZLRHDHD
T, 08, B, EHZ0EROFEHELmEED
ERICHSEETA I, 1BERBARDN
BAICEREsEEFIEL, 4 R ) VRFIORES
DB RNBEITHZ L,

(W)

)
SESREE D RSEE N 4 K5 A+ OUETEFT (5 H%BR)
= | A
< (TREREE) B (SRR

2R

B ARBERKS TR EREE 20 ng, 2

2 R

R LR DERR AT VR REEFE 20 mg, &




TR R EIE 100 mg, A7V — A REERE 120
ng, A7 VR EHEE 240 mg (—RL =A<
7 (BT z)) :

TR RS 100 mg, 7P —EEEERE 240
mg (—% : =RV~ T (BizTHHRZ))

3= 2. AFORFE, 1EBEF | 3= | 2. FEIOEH, AR
A7 V— R RERBE 20 mg, [FAEEE 100 ng, [H Z V=R AR 20 ng, FAFETHE 100 ng KT
AEERE 120 mg B OVRLRTEFRE 240 mg (—iR4 - | FURIE#E 240 mg (—RA =R ~T (BETHR
=RV~ T (BETFHEBEZ) . BLTF, TRE]) v ),) Wz), DUF. TAAL & ),) i, INFERR Tk
ik, NEFEETEGRRNSH LA X Ly 7 A @RT R AF V7 2% BTV AV - =1 F7—
VRAMV =AY —X X747 (BMS) #t) 23BH% X A7 A7 (BMS) #:) 2B L7zt b PD-1
L7t b PD-1 (Programmed cell death-1) (Z%}9"  (Programmed cell death-1) Z%t3 5t M 1gG4
Dt MMl Ig6d E ) 7 u—FAHETH B, ®)7u—FAHRETH D,

10— | @-3 BWEAOBEIPHRARICE LT 10— | Q-3 BIfERAOBRHCRITICE L T

BIVER (MEMMmEEicinz., EEGENE. L5
K. gk, BRBUGRBEEEE, KIBX. MEK. EED
THI. 1BERK. BUERR., FFRE, IFHemEE,
Fr. BAGtERRAE R, FORIREEREIESE. T :AHER
EE, WREE, BEE. BIEEE. KRk, EEOD
REREE %IRNARIERFE,. infusion reaction, =
mhrmIREE, MEREAEER, B BE. BE
DEERIL. s REE. DBEE (LEHRE - &

IR - DEMEHIAMNAES) . BREHMm, EARLE) L

T SR SULERERBBOEME2HE T E
Bl ESE L EHEROBECHSICE L CTHRERT

BIfER (REEMRRICMZ, EEGHENE, L
%, e, BEHRRE. KIBX. DMER. EED
TH. LEBERIR. FFre. ITEeREE, i, &
bR, FIRIMEREIEE . TEERBEREE. &
BEE, BEE. BIBEE. M, EEOREES.
#HARMALZEARIE, infusion reaction, EERMIKE
E. MEREREGREE, ik, BR, BEDRERS,
Ris RS, DBEE (LEME) - BRI - LEMER
SRS . EE M., ERLE) T LT, MR
XILERERBEOEMELE T L EMEEHE L

(EHERE ORI C B L TR R OB Z




| XBEEZITONAIERBICH B Z L) EHITETRL

| BNAERBIEHHZ &) BEHICHRLERTE DS

. BN TE AEHNES TWNWEI L, HEHEINESTWNWAE I &,
12— | 6. BHEZELTERTNEEHE 12— | 6. BHERZELTERETAEEE
(D~B® #%) (O~B )
@ EREMERDO <R Y A MTOWT @ ERBIERADO~FX T A Y MTOWT
(H) : 9]

- 1 AUBERYE (BUE 1 BERBE S bbb,
BERBFET P TV F—VRCEDZZERDHDD
T, OB, B, ERZEOEROREBCMAFEED
LR SEETA &, 1BERRS DI
BATIREEPIEL, A R VERIOBRES

- OBEERMBEEITO Z L,

- BUERFYe, R4S, APMREIEE. RFZR, BE{LPEAR
BRBIHLDOND I LMD D DT, EREIC AT
EREZITV. BEORBZDICBET L
& .

- 1 RIERIE (BUE 1 BERB ZET) 23 bbh,
WERFES N TV F—VAREBRZER’HDHD
T, 0B, B, EHEOER OB MEED
RS EETR DL, 1 HERER DN
BAIIREETIEL, A VR ) VERIORES
DB RMBEITH Z &,

(H%)

)
NI O Bl FRHEE T A B 5 4 L OUGETERT (B IEXHRR)
E2n ; ' 2]
PR (TiEEse) B (FRIH AR )

2 -y

WL AERY AT PR AREBE 20 ng, 4
TR EEEETE 100 mg, 27V REEEHE 120

2 ~—

RSB LRAERL A7V REEEE 20 ng, 4

PO B 100 ng, A7 U — R AR 240




mg, A7 V—RETEFE 240 mg (—RL : =N

7 (BnFHHRZ))

Tog (& =AA~7 (REFRHRZ))

3=y

2. AR, 1ERERF

3R—Y 2. AH KK, ERMF
FT VR EREEHIE 20 mg, FSREHE 100 ng, B F 7O — R ARG 20 ng, FATEEE 100 ng KO
SAIEERE 120 mg K ONE R EE 240 mg (—R4A - FRTERRE 240 mg (—B4% : =<7 (BiETH
=AN~T (BEFHEBEZ) . DT, IFE] Ln5,) #x), LUF, TAA L 5,) ik, /NP TR
i, ANEFERTERASHL L AF VY 7 25 (BT Rt AF VY7 2% GRTY AV -~ ¥%—|
VAMV =AY —=X 2747 (BMS) ) HBEE3E X A7 A7 (BMS) #:) BNBEHFL7ze b PD-1
L7zt b PD-1 (Programmed cell death-1) Zx%d (Programmed cell death-1) &:5(‘\1“3‘5 b R IgG4
Bt M Ig6d E ) 7 u—FARETH B, E) 7 un—F AR ThH B,

14— | @-3 BHEAOZERISICELT 14— | @3 - BERAORECHIRICE LT

BIVER (BEMMERICI L. EEGENE. O
%K. Bk, EEGREE. KBK. MEK. BEO

| AL 1 BMERA, BURERTR., A2, IFHREREE,

JF5. TR LR ¢, FURIBHAERE S, TR
B, MREE. BEE, BITEE. MR, EED
BEEE, #IRNARZERE, infusion reaction, B
BRMKREE, DREAEER. TR, BER. BE
DRFERIG, EEREE, UREE (LDEND - %
Ik - DEEANHES) . BEHML, BALE) oL
T, YHHR ULEREREEOEMELE T S E
A EEE L BIEROZE-OXGICE L THRER Y
XBEEZITONAIFMBICHHZ L) BEHITE R0

BIVER (MEMMZRBICIML, BEHENE, 05

| R Bk, BRBUBRMEE, KRIBX. /NERK. BEEO

TH. 1LEBERRE. e, FreeESE. FX, @
{LHERRRE Je, FIRBRMSRERESE . T RAWEEE, &
REE, BEE, BIREE, Mk, EEOKREESE,
B ARIMARZEARAE. infusion reaction, EE A MKk
=, MEREREFER. B, BR. BEORERG.
s RSN, LIBEE (LEME) - 5K - LEEH
SRS . EEHM. EILE) o LT, MR
XiTEBEREESREAOBEMEEZE T L EMEEEL
EUWER OBE-CRIRICE L CIBER OB R 2T |
bNBAEHIEHDZ L) EbICENROABENRTE DS




ERINESTND Z &,

BRTE AHEIRE-TNE T L,
17— | 6. BHECELTEET&FHE 17—y | 6. RECELTHERTEFHE
(QRUVO® ¥) (QRUV® &)
@ ERBUWEHDO<RX YAV MZONT @ EREMERD<=RTY AL MZDWT
(&) (%) ,
- 1EURERE (BUE 1 BUBERF 2 ET) Bd bbb, - 1BUBERA (BUE 1 BBERFZET) 23h bbh,
BRFEMETS N TV R—V RARRBERZLRHAD BERFEETS TV R—VRCEBRIEBHDHD
T, O¥E. B, EHEOERORBBCMGEEO T, 0B, B, IEMEOERORBHRCMEEED
ERICHHERTAZ L, 1BERBRGEDNE FRICHZERTS L, 1BFERRS RO
BEWRRELZPIEL, 1 R VEEORESE BEIREEZTIEL, A R Y VRAIORESE
DFENRMBEITH Z &, | OB 2B EITH Z &,
- BUERFR, HAZE, FFeeiEsE, TR, BE{kiEiE (HE)
BRBIHLONDZ ENH DD T, ERRITHE
BERESITV., BEORBZITHIBETDIZ
Lo '
(W)
HHEER DX Y L oEOBEEERREY A F5 4 > OUETEFT (IR ER)
' #r "
BB (THREBIERD) YR (BIEARER HIER)
2R~ (B ERBEES TR EEEE 20 ng, A | 23— | /B LARIERN AT TR AHERE 20 ng, 2

7Y — R AR 100 ng, A7V — R AEEE 120

TR AR E 100 mg, AU — AR AR R 240
mg (—iB4 : =R~ CBEFHHRZ))

mg, A7 V—REHEHE240mg (—REL =A<




7 (BEFHEBRZ))

32—y | 2. FAOKM. (EAE ] 3= | 2. AAOWKEK, FREF
| ATV R R 20 g, FAIEEE 100 ng, [ A7 PR AR 20 mg, FAEFFE 100 mg XY

SRIEETE 120 mg K ORLRTE#E 240 ng (—R4 ¢ FLRTE#E 240 mg (—&4 : =R <7 (BEBEFH
=RN<T (BIEEFHREZ) ST, TFEL & 5,) #z). LT, TARHFL LWvo,) ik, MRS TER
i3, NFESTERKEHL A S Ly 7 24 BT REE ATV 7 R BT YA PV - <A ¥ —
YZX R p—X 2747 (BUS) #b) #EI%% | A A7 47 (BMS) #) 2"BAFE L7zt b PD-1
L7t b PD-1 (Programmed cell death—1) IZ%t9" (Programmed cell death-1) IZX%t9 2%t M IgG4
5t Ml Ig64 £/ 7 u—F VHETH D, B/ 7T AR THD,

10— | Q-3 BWEAOBETCRICBL T 10—y Q-3 BHEROBECRTICE LT

BUER (MEMEmREE A, BEHENE. 05
K. BR. HRBUERMEEE, RIBX, DNER, EED.

TH, 1BERKR, BUEFFR. Fre. FFdEEE.
FFR. TELPERRAE 2. RLREREERERESE . T EHiAHine
B, MREE, BEE, BITESE. MKk, BEED
REEE, BIRMAZERIE. infusion reaction, E

BRMRIEE, MERERIEGRRE, Bk, R, BE

DRBTIG, WHIREE, DRES (DB - % |

IR - DEPERISMNAEE) | D, B 1L
. SRR UEEBERSEOEFIL L H T B E
HL L BUER OBICRISICE L CRE O
FBEZ DNBRIICH B 2 L) EHICERL
BN TEXLHHHINRESTNHI L,

BIfER (MEMMERICML, EEHENE., LT
%, TR, BRBUHRAEE. RBX. DB, EED
TH. 1BBERR. Fre. FrgeEs, Fix. &
LR R, FORIBREREIEE. TEABERES. M
REE, BEE. BIBEE, MK, EEOREREE.
BRI ZEMRAE,. infusion reaction, EE R MIKE
= MERARERE. Bk B, BEORERG.
AR IRENE, CDIRESE (LEME) - RAK - D=
SMNHES) . EEHM, BALE) i3t L T, AR
T EBEEREBEOEMLEETAEMEEEL
BEIERAOZHErCNICE L TRERUTXIEREZIT
BRAGHICHD L) ELICHENRLERTE DS

BHEINESTWNBZ &,




12— | 6. RECELTEETNEEHE 12— | 6. BERBLTEETREEE
‘ (QRUVO® ¥) : (QRVO® )
@ ERBMEHD<XT AL MZOWNT @ EREHERDORT AL MZOWT
(&) (&)
- 1BV (BUE 1 BUBERR 2 2 ) 3h bbb, 1 EUEEERR (BIE 1 MR 221 Nb 5 bh,
BRBFEES N T Y R—VRIZEBEAZIEBHDHD PERBES b TV R—VRARZEEDBZLBHDHD
T, AE. B, BHSORERORBESC MFEE D T, AR EBh, IEHZEOEROREBRS MEE O
LR EETH L, 1BERBERREDNLE FRITFSEETH L, 1BERENRDN
BARWCEREEEZPIEL, A R Y VRFOREE BAlREEPIEREL, 4 VR VRAIORES
DOEE)RMEEITO Z &, _ OB RMBEZITI T &,
- BUERFA, RS, RS FFk, s{vitEAR (B
BRBHOLNDZ ENRHH DT, EXRICHE
BREZITV., BEOREBEZ+SICEETS
L, ‘
(%)
HIE O BB REET A R T4 L ORETER (5 BxHRR)
T . _ =
W AR—D (THREBEFE) BY—Y (B HBRERHIRR)
2= | HBLRIERR AT —REESE 20 ng. A | 27— | WELRBIERS AT VR AEEE 20 mg, A

7O — AR EEEHE 100 mg, 7Y — RN S ETRE 120
mg, A7V —REEEE 240 mg (—R4  =FAw

7O — R R 100 mg, A7 U—R RETRE 240

mg (—fk4& : =R <7 (BEFHEBER))




7 (EFHERZ))

3= 2. AFOKK, 1EREF 32— | 2. KRB0, EREF .
F 7R EIEEE 20 mg, [F)AEEE 100 mg, B 7D — R AT 20 mg. ELEFERRE 100 ng B OY
EIRERE 120 mg R OFE SFEERE 240 ng (—R4 - FEERRE 240 mg (—R4E . = ~7 (BTHHE
=R~ GBEFEEX) ., BT, IRE 20vo,) Pz). DL, TARA Lv5,) i, AEFER S T3k
. NEFERE TERRA L A S Ly 7 24 BT Rete AF VY72 BTV ARV - <A F—
YR MV =A% —RX 2747 (BMS) #t) 2SFAR X 2747 (BMS) ) BEELEZE b PD-1
L7t b PD-1 (Programmed cell death—1) Z%F9" (Programmed cell death-1) {Z3f 95t hEI IgG4
5t MR Ig6d ) 7 u—F A TH D, | ) 7a—FAHETH D,

92— | @-3 BUHEROBWRORIICEAL T 92— | B3 BWEROBERRIGICELT

BIfER (RVEMMERIC L. BEGENE. OF

R, HR, BRHREE,. KIBX. DMNEX, BEED
TR, 1ENERE, BUEFR. Fre, FFiEEE.
FFo. BEACHERRE %, FRRIRMERERETE, TRAEae
BE, MREE, BEE. RITEE. KK, EEO
BREEE, #IRMARERE, infusion reaction, &
BLrhmES, LIRERIEERER,. B, BR. aE

DRI, e REE, DEEE (LERD) - 4%
AR - DEMERISVNES) . EBHM, EALE) IR |

T, YR XU o EREEOBEMY 2T 5 E
B LEE L (BIEROZE-oR T L THRER
FBEEZITONARBITHB L) EHITHEE RN

| BIER (MEMFRRICMZ., BEGENE. OF

5. k. HEBBRMRE, KRIBX. NEX, EEO
TH., 1ERBERE. FR2, RS, Fx. &
{biERRE 25, FUIRARBEREREE . T RMAWMEEEE. &
RiEE BEE BIBESE. M EEOKEREE,
HARMARZEMRAE ., infusion reaction, EE 7 MIKEE |
=, MERERRERE., B BR. BEORERG.
AR IRENE, DEEE (OCEME) - 4RIk - DEMES
AMNHESE) . EE ., BEILE) [T LT, SRR
LA BERESEOEMELETOEMEEE L |
(BHEROZHORGICE L TIRER X EL T
bhOGRHICHBZ L) ELICHIRLERTED
FHRIBBESTNDZ L,

ERTELBH1E-TDHZ L,




11—

6. RECEL TEETREFHE
(OERUV® )
® FREWERAD=FT AL MzoWT

(H%) :

- 1EBERE (BUE 1 BRBEZET) B d bbiv,
PERBHES T R—=V RIZEBZEDRDHAHD
T, 0. B, EHEOERORBRESMGEED
TR SEETHZ L, 1BERFEN RO
BAWIHBEEZFIEL, A R Y VRFIORESE
DOEERNBEITO>Z L,

- BIERT . AL, ATHeelEE . PR, (ke
BRBHODND Z L35 D DT, EHICATHE

BERELZITY., BEOREZTDICEETSZ

L —

(W)

11 =—

6. REIZEL THETREEH

(QRVDOQ® #)
@ EREMERD<=XT AL MZDOWT
(k%)

- 1EBERTE (BIE 1 BERFEZET) Bdbbh,
ERBEES P TV RV ACEBERZLBHBHOD
T, BB, B, EHEORER OB MBEED
FRIZHHEETA L, 1BERERBR RO
BACEREERIEL, AR ) VRIFIORESE
DFEEIRMEZITO Z &, '

(#%)

EME R BB AEET A F 74V OUGETER FIEER)

#r

IE| '

B

(THRERBRD)

LD

(BIE#EHIER)

2 =y

B L RAERS VR EEHE 20 mg, A
T O— R AR 100 ng, A7V — R EEEE 120
mg, A7 V—REHEEE 240 mg (—RLA =A<
7 GEEFEHRZ))

2 ~R—

HBLRAEREL A7V —REEEE 20 ng, A
7 O— R A ERTE 100 mg, A7V — R AIEERE 240
ng (—i¥4 =R~ 7 GEEFHEEERZ))




3R—Y

2.$ﬂ®%@\¢m%$ .
7Y — R R 20 ng, RURIEHFE 100 ng, [
ST 120 mg R OVRLEE#IE 240 mg (—ik4 -

=R~ T GEBEFHEEEL), DT, IH&E 2n),)
i NEERSETEGRASH LA Ly 7 23 ERT
DRIV —R ZA7A47 (BMS) ) HEHE
L7t b+ PD-1 (Programmed cell death-1) iz
At MY Ig64 £ 7 u—FAHIKRTH B,

3=y

2. AHORE. 1EREF A
A7 P —REREE 20 ng, FLAEFEEE 100 mg X
LR EE 240 g (—R4 : =R =7 (BETFH
#az)., T, TR &v)H,) ik, MNFELTER
At AF V7 24 ATV ARV v ¥ —
X A7A7 (BMS) #) 23BEFE L7t kb PD-1
(Programmed cell death-1) Izt 5 b FEl IgG4
T Ju—FAHETHD,

%

8§ N—Y

| ®-3 BIEROZERPRISICE LT

BIER (BEMWIRBCIML, EEHENE, O
%, Bk, BUUGRERE, KBK, NEK, EEO
TR 1 EUEIRS, BUERTR. AP A&, FreeRs,
Frs. BEALMEREE . FIRIREEEERES. TEMME
EE, HREE, BEE. RITEE. Bk, EEO
FEEE, #IRmAeZERSE, infusion reaction, E
ERMEREE, DERAATEGR, i, Bk, B
DOEZERIG, BisREME. MEEE (LEMD) - &
Bk - DEESMGES) . EEHm, ELE) Il
T, ¥R XITEBREREROEMEEZETIE
B & L (BEROZEreRIGICBE L THEERT

XEEZTONIEMITH D Z L) EHICEIRL |

ERTE LEHPES-TNDH I L,

8=y

@-3 BIfEHOZEr-CRHRICE LT .
BV . (MEMMRBIMA, BEEFEIE, O
K. ik, BEGRAE. KBk, PEX. EED
T, 1EBUERR, FFRe. geemEE, T, &
{biERRE 2, BIRRESAEREE, TREWEREE,

| BEE, BEE. BIBEE M EEOREESE.

BRI ZERE, infusionreaction, EERMIKE
. MIERERERRE, FL BER, BEORERIS,
Ris R, DBES (LEME) - 7RI - L
HMINHESE) . IR, BEFLE) [T LT, HEEMERR
XILEBERBEOEMMEEE T OEMEEEL

EWER OBH-oxRICE L CIRER OB & 521
bNARHICH D Z L) ELICENRLENTED
RHIBESTND I L,

10 R—v

6. REICELTEETREFHE

10 ~—3

6. BECELTEE I EHEE




C(ORVO@  K)

@ EREMERDO<XT AV MTOWT

(#%)

- 1TEMERE (BUE 1 BUERB 2 2T) 23d bbbl
BRFES P TV R—V ARREDLIERHDHD

T, DB, B, EHEORERORIEE S MLFEE D

FRZHHEETI L, 1EERFEREDNE
BRWIREERIEL, A VR Y VBB OFRESE
OFEENRABEITH Z &,

- BUERT %, RS, FPselEE . K, skt

BRBEHOONDZ LD DDT, EHRNATHE
BEREXITV., BEORELZTSICBEETSHZ
P
(%)

(ORUVQ 1)
@ ERBMERD~<RT AV MZHOWT
(#%)

- 1BRBERE (BUE 1 BERFEEZ ST B3b bbh,
PERFEEETS N TV F—VARCEBRZERHBHD
T, BB, B, BHZEORERORBBRCMFEE D
LRI EERT I, LBERBS RO
BREEEHIEL, A R CRFORES
DFEEREBZIT O T &,

(%)

BEE~A 7 0HF 54 NRRER (MS I-high) 2HT 5 - EHE

DEBERHEET A K7 A OGETERT GFiIHARE)

B IH
B (FHRERERD) YR : (IR SR HIER)
20— | HBRERBERS AT VR REHE 20 ng, 4| 2T | HREBDHERR AT VR RAHHE 20 mg, T

TV— R R 100 ng, ATV — A AEERE 120
ng, F7V—REEEE 240 mg (—R4L =R~
7 (BEFHRRZ)) ’

DR AR 100 mg. A7 T — R AIEETE 240
mg (B4« =BT (BRIBTFHESRZ))




3

2. FH|ORE, TERERF

| AV — R EREERE 20 mg, FETEEE 100 mg, [F

JETEERE 120 mg B OVELEEEE 240 mg (—HR4 -

ﬁ\¢§%%l¥%ﬁéﬁk%ﬁVy?X&(ﬁ7
YRRV =oAL —R A7 A7 (BMS) ) 2%

5t M Ig6aE /) Fa—F B TH D,

=R~ T BETHEEZ) . BT IHE] L)) |

L7-t b PD=1 (Programmed cell death-1) b:%j_'ﬁ" »

3=y

2. FRIORK, 1ERKERF

47V — R R 20 ng, [FATEHE 100 ng KO
FLEEERE 240 mg (—4 : =A< T7 (BlsTH
$az), DAT. TRA &Wv9H,) ik, NS TER
REFEAF VY I A BTV RV <A —
X R A7 (BMS) 1) AL k PD-1
(Programmed cell death-1) Z%f4" %5t hE IgG4
E ) 7u—FARETh B,

~3

11 R—»

@-3 BHEAOBWRRNCE LT

BIVER (BIEMERICML., BEGENE. O
%K. k. BEUGRARE. KIBK, NBK, BEED
THRI, 1E0ER. BUEITA. FFRE. FFHaERE,
FRde, BEAGMERRAE Zc, FORIRMEAERESE, TRMAHEE
B, MREE, BEE BIREE, B EEO
REEE, #ikmieERLE. infusion reaction, =5}
B MKkEE, MIREBIERERE. ik, Bk, BE
DEERG. ERREE, LREE (LEMS - 4%
AR - DEMERSMNHES) . B, L) L

| T MBI UL EBERBEOEMI L F T E

Bf & EE L (BMERA ORZEr- XIS L THEER W
FTREZITONASMCHZZ L) EbITE R

| BRTEBBHIBRESTNDEI L,

11—

®@-3 BEWEROBE-CxICBE LT .
BIVER (RUEMEREBRICIL, BEGENE. OF

KGR, MESSRMERE, KB, NEK. BED
THI. 1BERR. FFRE. s, ffL. 1E
AR 25, - FORIBSAERE S, TRAMMEE,

| REEE, BEE, BIREE, MR, EEOREEE.

BARMARZERE,. infusion reaction. EE /2 MKE
= MERAREFER, i, BR, BEORERRG.
RIS, LIREE (LEHE - Rk f,lﬁ\i‘&%
ShHESS) . BEEH M, EALE) Ixt LT, HEER
ILEBERMBBOEME T E T oEMEEEL

(BIVER OBET-CX I BE LCHRER OXEL 2T
bIAGMHICH D Z L) EDITHEHYIRLENLTED
BHINESTNDHZ &,

13—

6. BEICHE L CEET~=%HE

13—y

6. REZELTEETNXEE




(QORVQ@ )

@ ERBIMERD~RXTY AV MOV T
()

- 1EUERR (BUE 1 BERBEST) 23 b b,
WRRMES N7 F—v 2 CBHZ L 8H 5D
T, OB, B, BHEZEORERORBRLMEEED
LRICFSEETH I L, 1RERBREDNE
BARREEFIEL, A R VBAIORESE
DOFEGRNBEITO Z &,

- BIGERF., HFARE, FFeeEsE . FFR, ikt

BERBHODONDZ LDHDHDT, EHRNHTHE
BREZTV., BEORBEZITDICBRETLHT
& '

)

(OERV® )

@ ERBMWERDO<RT AL MO T
(&) :

- 1EUBERE (BUE 1 BIERBEET) Kb bbb,
WRFEEZ N TV R =V AREBRZERHBD
T, AB. B, IBEHZEOERORERLMEEED
RSB EETSZ L, 1BERBEREDNE
BAWCREERIEL, 4 R Y VBAIORES
DEEN 2B EITH Z &,

(B%)

BB DRBEFHEEN A BT A~ OUFTERT FiIEXRE)

# 3!
B AR— (FHREREEE) ZR—T (BRVE R HIBR) _
22— B LRBERR 7O REESE 20 ng. 4| 23— | RBLARBZEES 7V —RERRE 20 mg. 2
7 V=R AR 100 ng, A7 VR FEEE 120 7V — R RREE 100 mg, A7V RAREERE 240
mg, AT V—REBEE 240ng (—RL =R~ mg (—iR% : =R ~T7 (BEFHRZ))
7 (GEEFH#BRZ)) *
3= 3R—Y 2. AFIORH, 1EFRBFF

2. FRIOKE. TERMF




A7V RTEERE 20 mg, FLRTRFFE 100 mg, [
JEEETE 120 mg R OFEAEREEE 240 ng (—ik4 -

=R GEETFRBRZ). UT. [R5 21 5,)
i, NFERRTERRASHL A X Ly s A (BT

YR M= —X A7 47 (BUS) #) 2SBE%E |

L7-t k PD-1 (Programmed cell death-1) IZ%d
5t MG ® ) 7 a—FAHETH D,

FA 7O — R R RRE 20 mg, FLREFRE 100 ng BT}
FASRERE 240 mg (—iR4% : =F~7 (B4
¥az). LT, TAH] 2vwo,) ik DNEELTER
XS AF VY7 A BT VRN =A T
X 2747 (BMS) #) HBEEFE L b PD-1
(Programmed cell death—1) X9 5t hEI 1gG4
®) 7a—F AR TH D,

9 R—

| @3 BIEAOBE-OXIRICBEL T

BIfER (MEMEMERICMZ., EEFEIE. L
K, R, HBEHRERE, RIBX, MER. EEOD
TR 1BBERE, BUEATR. FFAe, FTeBREE.

R, BCHERRE R, FRIREEREREE . TEAME

BEE. MRS, BEE. BIBEE. M EEO
KEEE, #IRmeZERAE, infusion reaction, &
BRMEEE. MRERIEER., Bk, R, BE
DRERN. BRRREE, VBEE (LEME - &
Bk - DEMEHIFMIHES) . EEHL, EILE) 3L
T, YR XLERERERBOEMELZETHE
AL EE L (BIFEROZE-CHCE L TRERT
XBEEZITONDIFHICH DI &) EDHICHETRL
ENRTEXL6FNESTND I &,

9R—y

®-3 BIEROBREHCHISITE LT :

BIfER (MEMMRBICIA, EEGHENE, O
%, BR. BEEBHRARE. RBK. NMER, EEO
THL. 1BERIR. A4, SRS, ki, &
LR R, FUIRBRHEREREE . TRMAMERERESE. &

| REE, BEE, BITEE, MR, EEORBES.

HBARMARZEMAE, infusion reaction, EEZR MIKEE
=, MIRERERERE, B, BR. BEORERS,
R RS, DS (LEMB - R0R - DEES
SHRESS) . RESSH L, BETLE) X LT, MR
XILEMERBBOBEME L E T OEMEEE L
(BITEH OB Er-ox T B U CHRER B EZ =T
BNAEBICHDZ L)  BELICHERAEBENTE S
EHRBESTNB Z &, '

11 R—

6. REIZBRLTEETNEFHE

11 _—

6. RECELCEET&FH

| (ORUQ® ¥

(ORUVO )




@ EREMERBDO<X P AL MZHOWT ® EREWER ORI AL MTDOWT

(%) (H) : :
- 1 BBERE (BUE 1 BERB 2T bbb, < 1EMERS (BUE 1 BERBEET) 835 bbbt
BRI, P TV RF—V RACEHZ L BHBHD - BERBWES N TV F—=VARRELZLRHDHD
T, R\, B, EHZEOEROFKBRSLMEED ' T, 0¥, Bl EHZORERORHRL MAEED
LRI REETH &, 1BERFN DI _ ERICHSEETA I L, 1EBERFRRDN
LA EEPIEL, 4 R VEAIORESE BAIEEREEFIEL, 1 R Y VBRI ORES
DBEEIRVEZITO Z &, OB RUBEZITI T &,

- BUERFAR. R4, FFeeiEs, APk, mikiie (H%)

BRBHLONDZ LRH DD T, EHRIITATHE
BREXITV., BEORBITHIEETL
Lo
(H)




%i?ﬁﬁfﬁiﬁf@ﬁ/f [N Ve
=K r~=7 (BETHEEZ)

Bipe4 : 7V —RRFEHE 20 mg, 7V —RRHEEE 100 mg, 37—
: REEEIE 120 mg, 7P — R EHEFHE 240 mg)

~ /Nl e R ~

T2 92 (SFI2EL 1A%
e
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TUBie - P2

1.
2. AEIOKE., ERBF P3
3. ERERREGAR : P4
4. MEERIZOWT P19
5. B#EXRLRDBE P21
6. BEICEB L TEETREEE P24



1. IXL®»IC |

EE OGN - BEMEORRE DT HITIE, FATESTE SO CHEIERERBRD
bb, bz, IEEORFERIFOESIC LY, AEERMLZ COEFRZFTHRERE
FEESNAREINLPT, INHDEELEZEICHERBE] x—f%ﬁt@_é & RBEER D
E%&&ofiw;F%%&ﬁak&%@%ﬁﬁ%@maﬁmzwﬁaﬁ2Eﬁ%&%)
CRVThH., EFNERREOEROREIHEERRAZ L L SNTWS, .

FHEREFEER L. ERERPRAN T 7 7 A VBBEFEOERHEALMIE
RBIERDD, TOkD, AHRRCREHICET B ERSHLERT S ETOM,.
WHERSOBEE RSB LAHEFINIBHCHLTERTS L & bic, BlIfE
NSRBI BERRIGE L 52 L R —EOBFE M T EREME CER
THILREETH S, o

Liz#so T, AFA FTA 2Tk, BRBERLINE TICBLNTVSERESL -
MEHRAMCESS, UTOEERORBEAHER 2 HET 2EANDLERERE, X
FROEBRFELTT,

BRI, AHA FF4 U0, mjﬁﬁﬁkﬁﬁmﬁﬁﬁﬁ%Awﬁ QEHE&AEK
BRIEERS . —REMEA R ARRARES, BEREFEDEARANERS
— SRR A B AR A D D b & R LTz,

REBL 2B EER : 47O~ RABRE 20mg, 47 V—RRBHE 100mg, F7Y
. —REESE 120 mg, 7P —RABHE 240 mg (—R4% =
| F~7 (WETE#HEZ))
W2 LR APENEHE | IRTARREST - BRI/ MBI -
H2 LR AREROAR | BE. RACI=FEL~<T (BETHESEZ) & LT, 1 240mg
% 2 BREIRM XL 1 [ 480 mg % 4 BRI T ARRET 5,
HOFEMIEEA L AT 5 HA, BE, RACE=R T
(Bi=FHAMRZ) & LT, 1H240mg % 238 A RIRIRE i 1 B 360
mg % 3 BRI CAREET 5,
8 ¥ BR 7 % NEFIER TERRAH




2. AH DR, (ERBF L

F 7R AT 20 mg. FLURTHFRE 100 mg, [FIAURRHE 120 mg & ORLREFHE
240 mg (—f4 : =RNV~=7 (BEFEBEZ), DT, TFE5 Vo) 1k MEFES
TEBRRESHLEAF VLY 7R AT VA - v ¥ —X X7 AT (BMS) &) #
BE% L7=t b PD-1 (Programmed cell death-1) 2R3 5t M IgG4 £/ 7 v —F Lk
Th B, , .

PD-11%, &L LY v /%%k (T MR, BMBRR O F=2 7 40% 7 —THIKR) RUE
BERMIIRICRELT 5 CD28 7 7 U — (T MBROFEL L EUNICE L AITHET 545
FE) BT 32AETH B, PD-1 RFRETHMEICHEERT S PD-1 Y F (PD-LI
RO'PD-L2) LfEE L, Vo BRicHiiE s A EE L TY U BROEELIREE
BICHABIL TV, PD-1 Y H v FRFURETRAIRLSMT b b Offx R EEERICHESR
- LTRY, BEREESED LU L EEERICET 5 PD-L1 OXEZRLHTROLF
HI & ORI ADHEEBRR S 2 Z L AHE I TS (Cancer 2010; 116: 1757-66)
Fie  EMEAERS CIEBRBRE THRREATEZA vV F—T=arF < (FNy)
IZ &> TPD-L1 ODEEANFE SN, BB LEERBICRIT S PDLL OB LHED
AR ORMICEOHBERER D B L DHE D H S (SciTrans] Med 2012; 28: 127-37),
X biz, PDL1 ZABIRBE S BN AMIRE, FURRFER CDS BB T MitoMinEE
BRI A, 5 PD-L1 #ifAT PD-1 & PD-L1 L DA ZHEET S L Z0HIR
BEEERAEET S 2 ERTRSNTWS, DI L H 5 PD-1/PD-1 U F FIREIL, 28
AFBRERTUREE RN T MR» D OWBEZERT IWTFO—2 L LTEL LT
Do :

AFNZ, KEREBROF R L PD-1 OMIESEE (PD-1 U ¥V FRESHEE) /& L.
PD-1 & PD-1 VWY R OWEEERMET D LIZL Y BARFRKENR T MBOE
MALR O AMIRBIC TS 5 MG EEE 2 AT 5 2 L CHRNATEEDRZ R T
BRI NTVWS, ‘

ZBOMRND AFNIEMER IO T AR RBRECRVES bo LB/ S,
SEANHIRRIE RS T s L BARRREERE L, A9, REMROBEERER S
Nz,

AR OVERFICES  BEDRERIGIC X AEIERLER S bbh., BEEXIETIC
BEL RIS H D, AAOREFRORERIIL, BEOBREL TRV, BEIR
D LB, BELEERICS U SPN RS E BBy BN & L COE
B ERBE 1TV, BEORERISI L 2EBHEARRDh 3584101, BIBRERL
LI OBREEOEN LB EIT O BERD B,



3. BRPREGER
B RER AR EST - BROIE/IMNRIIE (RELEEROERELERE) 037?(‘-38\5%? [he-2

WEAT- R ERRROBEE R,

[F%hik]
(R LR )
O© BENZEIHERR (ONO-4538 05 FABR)

T F IR RS CFRER AT AR REERIB B/IVEXIIERORE LR
#BE (ECOG Performance Status 0 2 UV 1) 35 Bl& 5wz, AH 3 mg/kg % 2 RAERERE
TR L, SEFMEER THEEHE (RECIST A FFA  L1ARIKES H
JLH)EIC L B CR XL PR) 1X25.7% (95%IEHEX M : 14.2~42.1%) Tho 710 7B, E
BIZERE L= BEIX 9.0% Th o7z,

&) ?ﬁ%%mﬁ%ﬁﬁﬁ (CA209017 328) (N Engl J Med 2015; 373: 123-35)

75 FF AR E T CRREREF T 2 URARERNB B/ VHXIIBRORELKE
8% (ECOG Performance Status 0 &R ON 1) 272 il (RFIBE 13541, N & 3EA8 137
Bl) ZxEIT, FEFFEAEBE LTAK 3 mgke & 2 MR CARRE LE,
IEIHER THALEFHE CLT. ToS) &Wv5,) (FRIE [95%EERREID) iX.
AEIEET 9.23 [733~1327] ZA. FEFZHFEABET6.01 [513~733] VATHY,
AFNL FEZ 20 LEEHENICEBRER 27 Lz (ONF— FH 0.59 [96.85%(8
FERR : 0.43~0.81], p=0.0002 [BR! log-rank B7E1)., :

1.0
.
0.9 -,
T
h
0.8 S
T

0.7

—y

K

0.6 1

0.5

0.4

Probability of Survival

03] ZENTY SN

0.2 : ‘ L

iy

0.1

0.0

T T i T N T .l T T T . 1
0 3 6 9 12 i5 18 21 24
Overall Survival (Months)
Number of Subjects at Risk :

AHIEH ,
135 113 86 69 52 31 15 7 0
FeastIL 3 ‘
137 103_ 68 " 45 30 14 7 2 0

1 OS DHRIARITO Kaplan-Meier B (CA200017 BB (RERIL S hicseR)
4



(FERE L)
© ERNFEDHEFBR (ONO-4538-06 FBR) ,
7T F K e ST FRIERE A T AU IIB #H/IVEXIXEROERFEL
B B4 (ECOG Performance Status 0 & U0 1) 76 #l % 58ic. A4 3 mg/ke % 2 AR
W CAREE L, TEFEER THBEHE RECIST ¥4 FF 4> L1 fcES<
FIHIEIZ L B CR XUEZPR) 1 19.7% (95%EMEIKM : 12.3~30.0%) Th-oTz, 28,
ERNIZRE LZREIL 9.0%Th o7z,

@ EHVEIERER (CA209057 3RBR) (N Engl J Med 2015; 373: 1627-39)
77 FFEAE S CEREREE T A UBRTRERIB B/ IV XIIEROERFEL -

KEEBE (ECOG Performance Status 0 ROV 1) 582 #l (AFKIEE 202 i, R & Fw/LEE

290 ) ERRIZ, FEFZFEAEZRBL UTHA 3 myke % 2 BRMRECRFEHFEL

7eo FEFHMEEER TH D 0S (PHRfE [95%FEXA]) ix, AFIFET 12.19 [9.66~14.98]

FR., FEZXEABETI36 [8.05~10.68] WATHY, AFXFEZ XN LE

HECERBRIERZR Lz O — R 0.73 [95.92%{5#8 X ] : 0.59~0.89], p=0.0015

(&3 log-rank #RZE]1) .

1.0

0.9

0.81

0.7 1

0.6

0.51

0.4 1

Probability of Survival

0.3

0.2

0.14

0.04

1 T N T N T T T T ' ' T ' T T t N ’ H N T T B . EH
o} 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk

IR

292 232 194 169 146 123 62 32 9 0
Rt B )

290 244 194 150 111 88 34 10 5 0

X2 OSODFEf#NT OKaplan-MeiertifR (CA20905738) (BEA/LEIh-£H)



(PD-L1SEIR LB DF R R 2M)

EHVEIFERER (CA2090175ABR & TRCA209057 ) B ANBNIEBED Y b,
BB B TPD-L1 25 LI EEHRA 5D 284 (BT, IPD-LIEERE] &
5.) LT AERBELN—EDOBREDT —F [THE-S&, PD-LIRIREFTEREIZ
B E T o e BER REEORKERIILLTOLEBY Thot,

BT LTI, RELFETIX, PD-LIORARICI ST, FedXe #El
8 L CAKIBE COSHIER T 2 EmAHRD b,
FERY LB T, PD-LIRBES1%RMOBEIC FEF 3 VL IZERKOBRT
Hote (FHE). '

BB, BELRE. ERFELERL bIZ, PD-LIORBREIZ L 5T, Kilokeits
a7y ANVRREETH -,

1.0
0.9
08
3 o7 Tg‘
2 06
; 3
4 5
205 2
3 3
g 0.4 "§‘
S 03 £
0.2 .
0.1 0.1
oo T T T T T T T T . oo T T T T T T T T
o 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 H 24 27
Overall Survival IMonths) . Overall Survival (Months)
Nuinbier of Subjects at Risk Number of Subjects at Risk
Nivolumab 3 mg/kg Nivolumab 3 mg/kg )
108 82 70 60 48 39 26 17 a 4 123 98 86 ” 73 65 27 13 s 0
Docetaxel Docetaxel .
10 87 69 53 38 30 13 5 2 [ 23 102 80 61 4 36 13 4 3 ]

=~ Nivolumab 3 mg/kg (events : 68/123), median and 95% Cl : 17.15 (12,09, 20.63)
< - Docelaxel {events ; 93/123), median and 95% C} : 9.00 {7.10, 10.55)
3 my/ky over D and 95% Cf: 0.59 (0.43. 0.82)

Nivolumab 3 mg/kg (events : 77/108), median and 95% C) : 10.41 (7.29, 14.26) -
Docelaxel (avents . 75/101), median and 85% Cl: 10.09 (7.36. 11.93)
Hazard Ratio b 3 mg/kg over D and 95% CI : 0.90 (0.6, 1.24) Hazard Ratio

3 CA209057 BABR®D PD-L1 FFHERITO OS O WO Kaplan-Meier il
(£H : PD-L1<1%DBAEHRH, EX : PD-L121%0BERE)




(RFLEEREOERFELEE
O ERLFFEMMAERER (ONO-4538-77/CA2099LARER)
{LBRIERIBERDEGFREGTERRBMER CLULK & BB TRRIED IR REB /2 EST -
BROF/INERmEBETIVE (AEABESMWEZED, AFLA LY AT ROT S
- FrEFIEETEERE L OFAESE (BUT. INIVO/IPUChemol &VN5,) #3614,
RFEREES8H) AR, T F TR EREREOHBAREZERIRBE LT,
NIVO/IPY/ChemoBE DA R VR &ML RE Lir, TETMEEE TH50S (PRE
- [95%EERM]) X, NIVO/IPYChemo®¥ T14.13 [13.24~16.16] H A, XBFET10.74
[9.46~12.45] 7 B TH Y, NIVO/IPI/Chemo® 513 7T FF HHE & &1L FBBIEICHT L
R FENCHBRIER 2R LT (N — FH0.69[96.71%E 8 X H : 0.55~0.87], p=0.0006
[JB%log-rankiRE]) . : o
2B, BEPREHIRERCTHDH, BRI DONIVO/IPYChemo & X FREEDOSD /N
W N [95%(EMR] 1. LR T0.65 [0.46~0.93], JER LR <0.72 [0.55
~0.93] Tholz, | |
*1: &A1 360 mg % 3 WA, A ¥V Av Imgke % 6 BHMMRBE MLEREY 3 AR C/E
LB, (LSRR, AR (RELEBXEERTLES) ik SV ifbRE (RELR
B ANKTSFUORUNZ Y XN, ERELRE : IVRTFF VXAV RATFF VRN
NRARUFER) B IBEEE IFAIAELT 2 YA ZAVER LE, 2 4 2 V5ETH, &
RO EY A<7 % REHE L, '
*2 MR (RELREXIIRRTEERE) KE-S5%, NIVO/IPYChemo B & R UL ES ., 3 BER
BIVAINELTAVA ZNVERL, FRELRBICOVWTH, 4V 1 2 A O{LBREER%
TR P RIC X AHERRIE D ERBREL Lz,

1.0

0.9

o
3

NIVO/IP/Chemo®$

2
._'5’: 0.7
[
]
£ 06
B
& 05
5
2 0.4 X HREE o
§ . SR
5 0.3
0.2
0.1
0.0
T T L T T T T T
0 3 6 9 12 15 18 21 24
Number at risk . Time from Randomization (Months) ’
NIVO/IPI/Chemo®¥ 361 325 292 230 129 46 .16 o1 0
pagichd 358 318 259 183 94 - 39 12 0 0

4 OSDHEIfEST DKaplan-Meiertit (ONO-4538-77/CA2099LAZER)
(ErERLESh £

7



@ EIRE RS MARRER (ONO-4538-27/CA209227 3R8R) (N EnglJ Med 2019; 381:2020-31)
(Part 1a) '
LA BREEARIAH C PD-L1 FEBED 1% L0 EGFR B TERBRMER O ALK @&
B FRREOTIRTRLRETT - BROI/NIRREERE 793 6] (BANBE 9 HIZE
tr, AFEA BV AT LOGABRE BT, INIVOAPL &\V5,) 18396 #i, iR
B 397 B) BRI, 7T F AR EREREOFRRE? 2 XR L LT, NIVO/IPI
BOFDER ESEE R L, ARROTEFTHEEE ThH5 05 (PRE [95%(F
KR 1. NIVO/IPL BE T 17.08 [14.95~20.07] 7 A, XFREET 14.88 [12.71~16.72]
H B THY, NIVOIPL' 51375 F 8 2 & LB s LR 2RI A BT
RERLE (N FH 0.79 [97.72%fE#X M : 0.65~0.96], p=0.0066 [/&5! log-rank
BED,
*1 : A4 3 mg/kg % 2 ERER. A £V A7 Imgke % 6 BRIBRCABBELE,
2 JBRE (BPLEBXIERE LS cESWifbRE (RELEE : AARTTF LU
VRAFSFUVRVF LV E Y, ERFELEE  INVRTFTF U RIEVATFTFVRURA b
CFER) B 3BME1FAIALLTAYA INVEBL, FREEECONTR, 4917
NOSREERHEITAA b LSt FIC X BHERRE b EIETR E L,

1.0{% ‘.
0.9
0.8
0.7
0.6
0.5
0.41
0.3
0.2
0.11
0.0

Overall Survival Probability

| R M R MLLE BELE B R RS RN ML | U — IR BRI I T T -
0 3 6 9 12 15 18 21 24 27 -30 33 36 39 42 45

Number at risk Time from Randomization (Months)
. NIVOMPIEE 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0

. REREE 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 0

5 OS ® Kaplan-Meier it (ONO-4538-27/CA209227 BRBR Part 1a)
(BER b S i)



(Part 1b) .

{LZFFREARIEHE T PD-L1 BEHER 1%KMI2 EGFR B TERRHER N ALK e
BETFEMEOUIRARZET - BROF/INIISRESRSE 550 ] (AANEE 79 6l2E
te, AF & 75 F A S0LERE L OfHRRE (BT, INIVO/Chemo] &5 ,)
LR 177 . NIVO/IPL B 187 i, xiFRRE 186 ) ZXRZRIT, 77 F T HA L ST LR
HEOFRRE? 2B L LT, NIVO/Chemo B & U NIVO/IPL DA MER L 24 %
BEt Lz, ARBROBIREEMER 0—oTh Y BRI RREDORE TH 5 NIVO/Chemo
BE L R OB AT (PRIE [95%EEXM]) 13, NIVO/Chemo # T 5.55 [4.63
~6.90] J A . XIFEEET 4.70 [4.21~559] 1 A TH Y, NIVO/Chemo #5137 5 F 75
# % & oL LB SICEBRERZR L (N — K 0.73 [97.72%(518
X : 0.56~0.95], p=0.0070 [J&H! log-rank BE])., _

. BEORFEIREETH B, AR ONIVO/Chemof & xR DPFS DN
— Fhe [95%(ZFEXE] 1. BT ERET0.94 [0.56~1.56]. FERF LR T0.66 [0.49
~090] Thot,

#1 : A# 360 mg % 3 BRIRIRRCMLSREZ 3 WEERCARBE L, s, A% (8
FERBXIIERTERE) CESObSRE (RELEE  WVRTFFURIIVATSTF
VRUF AL FEY ERFELRE: IVETTFURIEVRATTFURUNRA b LFE R) &,
3EME 1 FA I NELTAFA I AERL, FREERBITOVTIE, 494 7 AR
ERHITSA B Lk FIC & B HERRE b ST Lz, )

10§
209

T T 1 T T t I L 1 1 1 T T T
6 3 6 9 12 15 18 21 24 27 30 33 36 39
Number at risk Time from Randomization (Months)
NIVO/Chemo®£ 177 135 73 48 37 20 19 15 10 10 7 4 1 0
*FRRE 186 121 57 22 18 13 8 6 5 3 0 O 0 0

E 6 PFS ORHARYTRFD Kaplan-Meier Eif (ONO-4538-27/CA209227 338k Part 1b)
(EEALEhiz£H,. NIVO/Chemo B & 3 FREE & D L)
F. HEHERNTRERSRLIZENRPo7b DD, PDL1 HIREH 1%REDORE
BV T NIVO/IPL B & 5t FREED OS (FIfE [95%ERXM ) 1&. NIVO/IPL BT 17.15
[12.85~22.05] A, XHRE T 12.19 [9.17~14.32] ¥ ATH Y, NIVO/IPI #5175
FF8E 2 ST L EREIC R LIEERER Z R Uiz (AN R 0.62 [95%/EHEX [ : 0.48
~0.78], RERIZENHER) o



[Z&tE]

(R Y- B2 E)
@@W%Hﬁﬁ&(m@4ﬁsmﬁ&)

HEERIT 3335 £ (943%) KR oI, FH L ORRBERPE ECERVEES
1% 24735 B (68.6%) IWBW bivic, BEREN 5% LOBERIITRDO LBV Tho
T7e : '

1. BEERSUIUEOEWER (ONO-4538-055K)

BENXSE _ : B (%)
EARE . 3541 .
(MedDRA/T ver.17.1) 4 Grade Grade 3-4 Grade 5
£BIER 24 (686) . 2 . (57 0
MiER LY v REE N - '
Hin : 2 (57 0 _ 0
NowEE . ‘ . T
HEREERRERR _ 2 (57 0 0
HakEE o
TH 2 (5D 0 0
B ' 3 .( 86 0 0
—R - éﬁﬁ%b;@&%ﬂﬂ@ﬁ% B - B
BER 5 (143) 0 0
KRS HEERIE 2 (5D 0 0
FEEL : _ 5 (143) 0 0
R RREE : . . I Co
WBERE : S22 (57 o 0
BRERIRE : : e :
4 TRNG VBT R /b7/z7:7—f%m -2 (57n 0 0
M7 V7 F R A G FI—YHM 2 (5D 0 0
Y U RERES v 3 ( 86) 2 (50 0
B L USEEE - _ _ ' -
E7 VT I v IE . 2 (57 0 - 0
BHBaR 5 (143) 0 . 0
HEBRB LU SABREE : . ,
AR ' 2 (5D 0 0
TIEREEE ~ : .
KRR = 2 —a S — 2 (57 0 0
PRI SR, MEERE L ORERES R
i jfaafii} 2 (5D 0 - 0
BRER X U TRaREE , o :
SEREE X 2 (5D 0 0
Ak 2 (57 0 0
% 5 " (143) 0 0
R EBIRES 2 (57D 0 0

B, MEEMRE 26 (7% . KBK - BEEOTH 261 (5.7%) | #RREE (¥
S NU—EGHE) 36 (8.6%) . FFEREREE 261 (5.7%) | FRIMERERES 3 41
(8.6%) . BITHAEREE 1 41 (29%) . BHiElE (RAMEMEIEERS) 161 2.9%)
% N infusionreaction 2 B (5.7%) NB bz, £ir, BEEOKEEE (BEHEIRE
BB, S, ERAES) | TEARERS. 1 BERA. Bk EF 3 jj{“

10



M - BEIEZE . B O BRRULHRITBD bR o, KEHWERRRRRIZEES
% (BARREEREZED) 2EDRHERETT.

O EIAEFER (CA209017508R) (N Engl J Med 2015; 373: 123-35)

BHEESIIAFIEE 127131 61 (96.9%). F&&Z E/VEE 125/129 i (96.9%) IZRBD 5L
., AFE ORRBRVEETERVWEEETSIL 76/131 ] (58.0%) B b, F
BEN %L EOBHWERIXTRO LBV ThoT,

2 RBEEN 5% LEOBER (CA209017 3B

BB T
o
(ﬁi&m ver.17.1) 131 61
o 4 Grade Grade 3-4 Grade 5

£EIER 76 (58.0) 9 ( 6.9) 0
BBEE -

TH 10 (76 0 0

B , 12 ( 92 0 0
—i% - 2HEER X CREEHLORE

|AE 13 ( 99 0 0

EFH 21 (16.0) 1 ( 038) 0
BB L UREESE

BARBOE 14 (107 1 ( 0.8) 0
HEKRRE X URESERES

EEE 7 ( 53) 0 0

¥, WEMREER 6B (4.6%) . KIBK - EEOTH 11 4] (8.4%) . HiREE (¥
T v NU—EEHE) 136 (9.9%) . FFeEREE 441 (3.1%) . FIRIREREREE 5 61
(3.8%) . BHEEE (RETHEMBRSE) 446 3.1%) . EEGHEE 1 6] (0.8%)
& N infusionreaction 1 1 (0.8%) WY bz, £z, BEEOKEEE (FEKEKRIRE
BB, £, ERERES) | TEARERE., BIBHERES. 1 2ERB. X,
Bids - BEBEE, 5 & BERROLGRIIFRD bhiziofz, AREARFRRITEES
%2 (BFEREEEEZED) 2RU0EHBRETRT

(GER¥E LR
OEAF IHEZER (ONO-4538-0635R)

BEELRIX 7576 B (98.7%) WCRD BN, FHEORRBHEREETERVWEERE
813 64/76 B (84.2%) IZRD BTz, HEREN SUULOBHERIXITEO LBV Tho
7o

11



#£3 RBEHN5%LL EOBHER (0No-453§-06$t&)

BENKRIE ] BEr (%) -
EAGE 76 45l
(MedDRA/J ver.17.0) . 4 Grade Grade 3-4 Grade 5
2BIER 64 (84.2) 16 (21Ly 0
NIBEE ' , .
- RIS AR T E 7 (92 0 0
HBEE ‘ : .
= 5 (66 0 0
TH 4 (53 0 0
B 8 (105 0 0
A%k 4 (53 0 0
R 4 (53 0 0
—f - £FEER I CREIMIORE :
5% 9 (11.8) 1 (13 0
R 11 (145 0 , 0
LB : 11 (145 0 0
FRERRE ‘ ' :
Y vRERE A 6 (79 2 ( 26) 0
s L OREEE , , o
' izl RPN K 4 ( 53) 2 ( 26) 0
BHRBER : 11 (145 1 (13 0
EREE : _ _
EEEDEN ’ 4 ( 53 1 (13 0
FPiR g, BRI X UREREE ‘ S
BRI 4 (53 2 ( 26 0
BER LU TARES - R : -
EHEE | 6 (79 1 (13 0
B 11 (145 0 0
HREBIRES : 4 (53 0 0

23, MEMERRBAG] (53%) . KBS - BEEOTHSH (6.6%) . WEEEE (¥7
Ve N L—ERREE) 1041 (13.2%) | FFHSREREE 561 (6.6%) . FR IR IREERERE 104 (13.2%) |
RIS 16 (13%) | BHERE (RMEMELERS) 401 (53%) K Uinfusion
reaction 341 (3.9%) REDOLNE, Fh, EEOHRERE (REHEREREE. 2L
M. EEAES) . TEARMERE, 1BERR, Bk, DEGENE, Mk - BB
BEIBFEARCLHRIIRD biah o, AEWERARBRRIIEEFS (RERRERE
BEPED) 2E0EMERETT '

O/ B MR (CA209057 3RBk) (N Engl J Med 2015; 373: 1627-39)

HEERIIAHIE 280287 B (97.6%) . K5 *EEE 265/268 H (98.9%) IZFE¥H &
N, AEE ORRERBBETERWEEFRIT 199/287 B (69.3%) IZRBH b,
FIEN 5% EOBWEARTRO LBV Thotz,

12



24 BEENS%UEOBHER (CA209057 RE)

BEAKNS AL
=N

ﬁfﬁim 17.1) 287 )

© vert. £ Grade Grade 3-4 Grade 5
2BHER 199  (69.3) 30 (105 0
RS

AR BRI REAE T E 19 (66 0 0 -
EmEE

TH 2 (7D 2 (0D .0
B 34 (11.8) 2 (07 0
EH: ' 15 (52 0 0
—f% « SHEER L UREHAOREE .

\IIRE 29 (10.) 1 ( 03 0
EE 46  (16.0) 3 (1) o0
KRB L UOGERE

BHRBIE 30 (105 0 0
BERER I UHAEREE

B : _ 16 (56 0 0
BEB XU THERE

= 5 FEE 24 (84 . 0 0
B3 27 ( 94) 1 (03 0

7B, FEMERMERS 108 3.5%) . KEBXK - EEOTH 22 i (7.7%) . #FREF (¥
TV NU—EEREE) 2641 (9.1%) | FTHEREREE 15 61 (52%) . FIRBRERERES 27
Bl (9.4%) | BASEERE (RAEEEIEBIRE) 74 (24%) . 4% - B2 14 (0.3%)
K WNinfusionreaction 8 5 (2.8%) MFWHbNTz, Tz, BEEOREEE (REWEIRE
BRE, S, BRARS) . TEMEREE., BITHEES. | ERK. BEER.
BEEGENE, 585 BEREVLMGRIIRD bR o, ABERARBRRRZEES
& (BEREBREEZEL) 2E0ENERERT,

(R LB R UBER T L B

OEERERIFMARRER (ONO-4538-77/CA2099LA FRER)
HEESIIAFGA (NIVO/IPUChemo) Bf 355/358 #i (99.2%). XHFREE 341/349 1
(97.7%) IZRD BTz, AFIGFH (NIVO/IPYChemo) & DRREUENREE TERVVE

ST 322/358 B (89.9%) WD b, BHEN 5%U ELOBIERIZTROLRY

ThoT,
R5 HHBEERS%YULOENER (ONO-4538-77/CA2099LA RE)
. = : Flgk (%)
%ggiziﬁﬁ AFIBEA (NIVO/IPI/Chemo)
o 358 #1

(MedDRA/J ver.22.0) 4= Grade Grade 3-4 Grade 5
£EIEA 322 (89.9) 159 (444) 1 ( 03)
MiER LY v RREE ‘ '

T &AM 80  (223) 20 ( 56 0
- EFRERBAE 35 9.8) 2 (61 0
MBS

13



Bl (%).

L= 4
RERNIR AT (NIVOPICher) ¥
(ﬁﬁgRA/J 22.0) 358 ‘
© ver 4> Grade Grade 3-4 Grade 5
F IR R A LI : 27 (15 - 0 0 ,
FUPR BRI T HE 52 (14.5) 1 ( 03 0
B IBkEE ‘ '
=5 32 ( 89 0 0
TH 73 (204) 14 (39 1 (03
Edi 9 (263) 5 (14 0
Mg 47 (13.1) 6 (1n o
—f - EHEER IUTRESMORE . '
EIIE , ‘ 73 (204) 3 (08 0
%4 59 (165 8 (22 0
FEE ' 20 ( 56 ° : 0
ERRE : o
T7=rT R /]~7/27::7—~12i§7)u 23 ( 64 3 ( 08 0
7 X7 —EHEm 18 ( 5.0 8 (22 0
TARGEVBT /1~7/z7:;7~ﬂfiﬁﬂu 19 ( 53) 4 (L) o
Y _—E M , 18 ( 50 13 p2( 36 0
BB L UREEE ‘
BARRGE 56 (15.6) 4 (1 o0
HERER I UHEERES o
e 26 ( 73) 1 ( 03) 0
A 18 ( 5.0 0 0
FRIRES. BAERR X RS : ce R ‘ :
bl 19 ( 53) 5 (19 0
| R LU TEERES c U o
e , ‘ 32 ( 89 3 (08 0
Z 5 EEfE ' 66  (18.9) 3 ( 08) 0
%% ' 64  (17.9) 5 (14 o
BREBIRRE 18 (50 5 (14 -0

7ed. FOIRIRHSEERES 74 01 (20.7%) . THZEETE 5141 (14.2%) . ARECHSRAARIE/ <
FRF—50 B (14.0%) . FFHEREREE 48 B (13.4%) . KRB - /NMBRK - EEDTHI 26
Bl (73%) . EBHEEERE 2561 (7.0%) . EEOREESE 2161 (5.9%) . FEEMES
19 Bl (5.3%) . infusionreaction 17 Bl (4.7%) . BIEHERERESE 12 4] (3.4%) . TEEE
BEREE 76 (2.0%) . LIEREE 76 (2.0%) . R 6B (1.7%) . R 46 (1.1%) &
@%%m&%ﬁﬁl%(m%)ﬂmbehtoit\ﬁfﬁﬁﬁﬁ Dk, B 1
RUBERRIR, FFAE. kiR A, MK - k. EERDEES. mREEERRE,
fEiE, SO Bk, BEHLEELIIRD bhvihofz, ARIEARBRIIEESE
& (BERREHEREEZED) 2BU0EHRERETRT.

QOEELRIE IR (ONO-4538-27/CA209227 FER)

(BRI A Y AT L OBRERE)

| HEESIIAHRGR (NIVO/IPI) B 568/576 B (98.6%). XTHBEE 554/570 %) (97.2%)
Emb bz, AFIGEHA (NIVO/IPD) & ORZEBENREETE RVWEEERIT 442/576
Bl (76.7%) ITBD bz, FIEERN S%BULEOBERIITRDO LB ThHhoTz,

14



76 RBRIN 5% EORER (ONO-4538-27/CA209227 3B Part 1a U 1b)

RN B (%)
BB AR (NIVOIPD B
- 576 i
(MedDRA/T ver22.0) £ Grade Grade 3-4 Grade 5
2RIER 42  (76.7) 189 (328 1 ( 02)
P S ’
R AR RE TLAESE 48 ( 83) 0 0
RS RRIE T 72 (125) 2 ( 03 0
BBREE A
TH ; 98  (17.0) 10 (1) o
. B 57 (9.9 3 (.05 0
—f - 2EEER XCRERMLORE
EIIE 59  (102) 8 (14 0
B : : 83 (144) 10 (17D .0
FEBL 43 (15 2 (03 0
FRARRE :
FTS=vT ) b UvART =T —EHEM 52 (9.0 19 (33 0
7T —EHEm 36 ( 6.3) 17 (300 0
TFTANRGEUBT I VoV RT7 =5 —EHEM 56 (97 18 ( 3 0
Y —E M 43 ( 1.5) 23 ( 400 0
R T UREEE
BARBGE A ' 76 (13.2) 4 (0n 0
HERRP I UHESEEES
B ‘ 29 ( 5.0) 4 Con o
FEIRER. BERE X OWERES _
il 41 (711 16 (28 0
EERB LR THRGES ' ‘
RIS v 31 ( 5.4) 1 ( 02) 0
% 5 EEIE ’ 82 (142) 3 (05 0
32 98  (17.0) 9 ( 16) 0
B EBIERE 39 ( 68) 9 (1.6 0

2%, FIRIRMRERESE 115 41 (20.0%) . FFH%REREE 91 4] (15.8%) . #RfRRESE 5141

(8.9%) . BIEMEMIGRR 50 B (8.7%) . HEBFHRIARGE/ I A /3F—38 41 (6.6%) . EE
DEBREE 2761 4.7%) . KK - /NBR - EEOTH 254 (43%) . BHEREESE 25
] (43%) . infusionreaction23 i (4.0%) . FTRAHIEE 194 (3.3%) . BIEiHEE
EE 1946 (3.3%) . FFR 136 (23%) | DIEEE 9 (1.6%) . BEX 6 6 (1.0%) .
1 BUBERTE 4 B (0.7%) . SESEK 281 (03%) . DEFER 1A (02%) . K146

(0.2%) | Bz - BERRZE 1 41 (0.2%) RUFHIRMAZZEREE 1 #] (0.2%) BFBH b,
T, BEGHEE. AL, BMEER, B2 MKES, MRERIERE, B,
JEEH R CELIIRD bnho ., RAEERRRRNIBEEES GBRREMEER
R ET) FEUENERETT.

FH L 77 F TR ZETLFEREL OFFAES (PD-L1 HEE 1%KRMOBEEM))
HEBELRIIAFIGEH (NIVO/Chemo) B 172/172 41 (100%) . &t FREE 174/183 451 (95.1%)
12389 bz, AFIGFA (NIVO/Chemo) & DERBEHRNREE TE RVVEEFEESRIT 159/172

B (92.4%) TR bz, BRAER %LU EORERIITEDLBY Thol,
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#8 ZHBEBM 5%ILLORIVER (ONO-4538-27/CA209227 SR Part 1b)

oty B (%)
HEBIRR FEGR (NIVO/Chemo) T
(I%ZESERA/J 22.0) 172 )
© ver.25 % Grade Grade 3-4 Grade 5
2EI1ER T159 (924) 96 (558 0
Mk LY SRR ,
=i} 70 (407 30 (174 O
- JFHPR RIS AE 41  (23.8) 23 (134) 0
M MRIRAE 17 (9.9 7 (4D 0
BBEE :
5% 38 (221) 0 0
T8 17 (99 2 (12 o
B 67  (39.0) 4 (23 0
A . 14 ( 81 1 ( 06) 0
g 26 (15.1) 4 (23 0
—% - RHEEER JUCREHORE
EITIE 18 (10.5) 1 ( 06) 0
P 43 (25.0) 8 (4n 0
BRsk 9 (52 0 / 0
FERED RSE 10 ( 5.8) 0 0
FRAHMETRIE 9 (52 0 0
FE 12 (70 1 (06 .0
FRERRE o : . '
TS=vT R NFURT 25— 16 ( 93) 5 (29 o0
72T —EHm 11 ( 64) 4 ( 23 0
FTARGEUVBRTI) P TUVART = F—EEM 10 ( 5.8 1 ( 06) O
M7 v 7= . 12 (70 1 (06 0
P EREE D 27 (157) 17 (99 0
/R EIBA 21 (122) 11 ( 64 0
4 B R 15 ( 87 9 (52 0
REB L URERES : : : ~ -
BARBE 39 (227 4 (23 0
BB L R THRRRES - . S
5 15 . ( 87 0 "0
b 26 (15.1) 1 (06 0

T, FEEREE 26 1 (15.1%) . ARECHRAREE/I AT —22 B (12.8%) . FFigEe
BE 21 (122%) . FRBMEEEREE 1661 (93%) . BIERE 14461 (8.1%) . M

BEHERER 8 B (4.7%) . KBK - MNBEK - EEOTHISH 2.9%) . LIEEE 5 41

(2.9%) . infusion reaction 4 B (2.3%) . BEDKMESE 24 (12%) . LE% 14
(0.6%) . Bk 141 (0.6%) . 1BUERIT 161 (0.6%) . FFs 161 (0.6%) . BIEH

I3

HEREEE 101 (0.6%) RUBIRMASZERE 1 1 (0.6%) BB b, T, BEME
FE. RS, BLEIRE k. TEAREREE, Mk - Bk, BEE20KEE, 0

REAREGRR. ik, R SEOBREK BEFHLRELIRD bhaholz, &

BERRERIIEEFR (RAREERE2ETL) 2E0RHERETT,

16



[ - &)

AR OBEAEYEREETNVEZFA LY I2b—Ya kY, K& 3 mgkg (fF
B) Xit240 mg % 2 BHFEBTRE LEBEOAROMEFRESRN SNz, 208
B, AF 240 mg #HE LEORBEERIX. AA 3 mgkg ZRE LBROBREER & iR
LTHEZTTEFRSNZLON, BAARBELB VW TRAESERE SN TWVS A
- AR (10mgkg % 2 BB TRE) TAHZ2®RE LEBOREER L ik U CKE
ZRTETFRENE (TR MA T, BHOBRICB T 27 —FIES5%, A% 3mgke

(fRE) XI%240 mg % 2 BRI CHE LBEOAROBREER L A IRLME L
DEEZRNT IRERGEFASELES N, YHEEI OV TREIMTbL R,
FROBE - AROBTAEDMRCEZSMICARARZER IRV E TSN, £, #
INRBBEE B E TR BT — L ESERELEBRBRIGETSARRIA LT, K 3
mg/kg (2 BREMBTIRE), 240 mg QBRBRTRE) X3 360 mg (3 BRI TH
By Loy avT 1 mghkg 6 BREMBTRE) 2R LBoREME2 RN Lz
R, FROMAE - AREOHMTRAMICHERZRIIZVE FRIS T,

R FHOEYGIRNTF A —F

Fﬁ 3‘{£ . FB % Crax Crnind14 Cavgd14 Cmax,ss Cmix;ss Cavg,ss
(ug/mL) (ug/mL) {ug/mL) (pg/mL) (pg/mL) (ug/mL)
516 16.6 243 113 62.1 776
3mgfkg QW | (359 70.8) | (107,24.5) | (17.1,33.9) | (750,170 | (271,107 | (42.1,127)
240 1mg @W 727 235 341 159 87.8 109
(51.1,103) | (152,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8 398 217 278
10mgkg Q2W | (147 219) | (51.2,792) | (79.0,114) | (331,532) | (184,313) | (237, 386)

FRIE (5%4%,95%R) . Q2W : 2R, Coax : FIEREGBRORFMFTPIRE. Cuinae : FIEHE 5514
B BB 2R MIEPRE, Copars : FIEHREHR148 B X COPIMBEFIRE, Cunaxes : EFRIEII
A RBMETRE, Cuinss : EWRBICIT REMIFFRE, Cops : ERRBICBIT 2 PP MFF

F7r, AR OBEMEYERBET A ZFIA LEZV I 21— a3 &Y, AF 480 mg
¥ 4 ERRR TR EIBEARO AN - HEE CRE L BOAKIO hi% PRESRT
Ehiz, TORKR. A% 480 mg % 4 BREIFB CRE L2BEOEFEIRRBIZEIT 2 ¥4
EHPERE (BT, [Cagsl EV¥D, ) X, AF| 240mg % 2 BREIFEFRE TRE L72BED Cagss
CEPTBETFRIENE (FR) . £z, £HK 480 mg & 4 BB TR S LEEDE
HRBIZBITA2EEMEFRE CUT.  [Caxs) £V5, ) X, AF| 240 mg % 2 B
BTG LB D Chaxss & WL TERMEZRT E FRISNZD 0D, BARAABEICE
WTARESER S TWABE - R (10mgke 2 2 BRBRTHRE) CAH2ERE
L72BED Coaxss B LUTEREZ R T EFRIS N (TR) . MAT, BHROERICE
AT —FICESE, KH 3mgkg (FE) F721X240mg % 2 BREFER. &L < iXEHF
480 mg % 4 BRANBTRE L-BEOAH OBREE L HHMNIREeH L OBELRE
THABRBRIGETNVRBRIN, YZBEEICSWTREMTbNRER, ERRORAE -
AEOBTCAMMERVREHICHEREZRII2WETFRIS N,
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£ 10 FHORMBMRNF A —F

: FB Yf . Fﬁ E Croax Chind2s Cavgdza Cma:gss Cmin,ss Cavg,ss
{(ng/mlL) {ng/mL) (pg/mL) (ug/mL) (pg/mlL) (pg/mL)
X - 51.6 272 31.0 113 62.1 776
mgkg Q (35.2,70.8) | (165,403) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 437 159 87.8 109 .
240mg Q2W | (511 103) | (23.3,59.0) | (30.8,609) | (102,254) | (41.5,158) | (62.1,187)
150 e OAW 145 297 53.0 216 713 109
mg Q (102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (275,137 | (62.1,187)
193 | 996 116 396 214 275
10 mg/kg Q2W (146,222) | (86.5,132) | (101, 148) (329, 525) (184, 303) (236,377) -

R (5%, 95%5) . Q2W : 2 ERIFIRE. Q4W : 4 BEIRMIME. Cux : FIEHREH ORKE MIEHREE,
Cominas * FNEEE4% 28 B BITHI) 2 BABMIEPIBEE, Covgars : FEHR S 28 B B E COFH MM TR
E\-cm,ss CEFREBICBT ARBLETERE, Cuns: EHRBICBT 2BEMETRE, Cops : EFR
B3I 5 T i P EE '
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4, WRIZHOWVWT _
AFNOBENFENBELZE - BEL, ARORECLVEERBERZREE L
BIZRRT B 2 & BUERED, UTFTOO~QD T & THRICBOTERT 3

_RETHB, |

O MERiIz-HOWT
@1 T;BOD (1) ~ (5) DWVFTRNTHEYTI/RTHDZ &,
(1) A BBRENEEET 52 ADIEENL RS ERERFRS A D ROE IR,

iﬂziﬁi" AR R RBE . MR AR R L)

(2) FrEHERERbE

() FEFRSENIFET 5BADEEERER (BABRESRERR. PARRES
Bk, BADREEEERER L)

(4 A RIEFEIEELZRE L. SREERENE | IR CFEEME 2 Ok &Y
IR B EHEIT> TV D HERR '

(5) PiEMEERLS EERME OB AR BEETT> TV S HER

@2 FEOPFERVEERARRBORRICH2RME8 L R 2 FFoEM (TRO
W NZEE T B ERR) 23, 'é;ﬁaﬁﬁﬂwzkﬁﬂ BT ARROEEE L LTRESh
TWasZ L,

=

.« EMMAHFRE% 2 FONHTHERZET LIRIC 5 £ OB ABROBRIHE S
YTFoTWAZ L, 5b, 24E0 bk, PAEMRES L LEBRKREEFROWMES:
ToTWBZ &,

o ERHREER 2 EONBMBHERET LRIC 4 FULOBRBEREZFL TV
T&, 5B, 3FLER, JHE D 33 A SRIRIE 2 & LIRS F O BRPHEZ1T -
TWaZ &,

@ BRADERRFHREHROEHICONT

EHELERERICHETIELENEB SN, BROENOOFREND., A - &
LI PHIEROFBERVOEMS I T 2 EREE, FEFEARELLESORE
£, ENFRLDITITONEEHBESTNDZ L,
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® BIER~OMIBIZONT

®-1 HERRAHICRET BB .
BEMEMRBEOERRBEANRAE LIZEIC, 24 FRZERAEHOT., HZERX

IBESERIC RV T, BRLZBIERICS CTARERRV CT F0ORIER OB

BERREOKRREPY BFCALN, BEbHICHHAERERNIE-TNE L,

@2 ERREEBIC L IEEFSGICETHEN

BABRICED 2 EFNR2MBROREEZ AT 5 EREFEDEERT=5 ) 7
EEDLEROAY ) —=V TR TVERE L BT A TE 57— AEREHNE
WS TWBZ L, 2B, BERERICOVWT, BABELZORER+FTBMENT
wWaZE, | S

®-3 BWER ORIr-CHINIZEL T

BIfER (MEMEMRBICME, EEFEIE, LK, HR, BREEHMERE. KEE.
MBS, BEOTH, 1EBERA, BUER%. A2, FrgmE, k. miitme
K, FIRIEBRERSE, TEAEERES, REE, BEE, BIBEE. Mk, EEOK
[BREE, BIRMRERIE, infusion reaction, EEZMIKIEE, MIRABEER. &I,
BEge, BEOHRER G, EEREME. DIEEE (LEHS - 20 - DEMEISUES) | '
S, BEILE) o LT SRERSUIEBERBBEOFMIE LA T 5 6 & E
L EEROBEHRHINCEL THERVOXBEZIT ORI E&HFICHZZ L), EbiC
WERABR TEZERIRESTNBZ L, ' ‘
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5. BERFLRIBE
[F3hiEIc B3 5 FE]
@ FAFOBMBEITROBECBVTESERRIEINL TV,
o TIFTEARETFREREE TS URTEARNB H/VHAXIIEROR
¥ ERERE ‘ . :
o TIFTHAEREUCCFRERLE A T 2URRERIB B/ IVHIXIIEROHE
RELRERE
2B, R LEE CEGFREETERE LKA BETBIERE TV T,
* BBl LTEGFRF B ¥ v ¥ —¥HER UIALKF 1 ¥ ¥ v % F—ERER O
BERELY AT 28E,

@ AFNOMOFEMIEEA & OB SIITROBECBWTEMEN RSN TVS,

s AV ATTROTIFFHHAIEEDERE (RELRE : IVERTTF v

RO Y B, ERELRE  IVRTITFURBV AT TF RN
APLEER) LOFRRE  {LFEREROR, EGFR B TFERRBRER D
ALK BE BT RREOBIBRT R ET - BRO/IIIREBE

s AVY AT LORARE LBEREBOR, EGFR B TFERRBMER N ALK
A BETFRIECUIRTEET - BROFE/MIRNERE

o FIFFRFEELCERE RELEE : IVKTTFUXIVATTF v
BOFLAVEE Y, (RBELRE : IVRTSFURIIVATTF U RRRA
FUFE R) EOERERE  LEREREDR, PD-L1 FEEFER 1%KH»D
EGFR BETEREMR O ALK Bia MG FRIED R - BROH/
RREERE

* AFIOBUEE LT, RFE4A : PD-L1IHC 28-8 pharmDx ¥ 2] BEBShTW3,

® TRICHEYT 5 I/ MBI BE T 5 AR OB 5 R OMERFHEICOWTI,
AFIOEDERHET SN TRLTF. RFORERE L2,
o IRBREENRIEICR B AKI O B 5 R O OBTEMIEER L OfHRRE
o (LEBREEO 2\ BEFITR B AK O B S
o O TAFIOEDMENT SN TWRWOFREMEEEH & Ot RS

@ LEBEREORVEIRFERET - BROKMNIBMERZICENT, 1) A
7 L OB R EITRT B BT HER 2V L EZ DB BEITB T, A5
ACY) AT LOHARESEZERTRETHD, . AV AT ROTTFF
BEE ST LERE (BELEE : IARTSFVROAZ Y Z3EL, ERTEL
&%:ﬁwﬁf??VXMfoﬁfyﬁw&%bv#tF)E@Hﬁﬁﬁﬁﬁ?
HABMICEERZVWEEZZDNABEICBWVTIE, KREA Y AT ROITS
- F A SRR L OFFRRES. PD-L1 BHEER 1%REIH O Y AwT
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T AEAECREN DD L EIDNIBEIIRWTL, AEIL ST FHERAE
Sk (RELEE  IVRTFFUVXBFVRTFFUVRIT LV I E S,
FRELEE : IVRTFFUXBVATTFURURA M2 F) L oAl
ERERTBEILRTES, 2B, AAORELHE> T, FESRIA K54
y(axwﬁiéﬁ)%%§%¢5:a@”

® MEZEIAFTAY (AAMEFESR) BT, ECOG Performance Status 0~1

@) 75 L EO R LR, XX ECOG Performance Status 2 &2 D BHE TIX, %

3 HARPUES (FEX e/ %) OBFREMHERINATEY ., 77 FTHAIDOE

FHEEE IRV EDER SR — AR DD, ZOBRE. (LEEREREZR/ 59

BREEARIEST - BR O MIBMEERE TRV T, 77 FHRROFIER? 2L &

b5 3 HRPIBERIEACOBERYE T 5 BF BV T, ARIOBEME LS ZER
T& D,

® 7IFFHREETCBREREEZE T 2B EST - ﬁ%@#mmw%r%%
2T B AR O BRI 513 vEs S TAERER (CA2090173R5k K ("CA209057FRER) |
ﬁmf\Eﬁt&ﬁ&@#ﬁﬁt&ﬁwwfn@%%mﬁmr%Ff&#t»ﬁm
% L CERERBRIES N TWS, 272 L, #RELKEOBE TIX, PD-LIBREIC
LV EDEOBEMRERZ ZENTRENIERBBELN TR Z LD, FERF
L&ﬁ@%ﬁkkwfimmn%ﬁ4%%mthfﬁﬂ@&@ﬂ%@%%%#é
ZEREFELN, }
o  PD-L1 RERN 1%KRFETH D Z EBMRINTERELEBAEF TV TIE
CBEI, FEHXEAEOFRAUSOTEEEERIORE P EET S, &
e RATBY RS BETFEMRL) 0o =F 2R (BR57E4  PD-L1IHC
22C3 pharmDx Wﬂj)LIUHHA%%ﬁ%%wL%#ﬁ?i&ﬁ®E%

D i iE BEBESA KA (BABEEAR TBVT, 174 BT ERMRER LS
(DECOG Performance Status 0~1 #2 T 75 5% EORF LB, XIiZ@ECOG Performance Status 2 %2 D&
EFTIE. B3 HAEA (FEZ 2L E) CEARE/ERINTRY, Z0L52BE TR, FEl
FREICHT A RBFHICHER DB LEXA LN D,

(F2) ECOG O Performance Status (PS)

Score | B

0 é(ﬁ%&<ﬁﬁf%6 %ﬁwkﬂbﬁmé&#ﬁﬁ&<ﬁx5

1 %JFFH’JM%I LWEBNIHIIREN 535, STHRET, BIERCE- ‘C(Dﬂ?%htﬁ S5TEMNTESD,
BWRE, BERERE

ﬁﬁﬁﬁTﬁﬁ@%@@bo_am?ATT%L#¢¥ir%&m Ao 50%EL iz y FAGRZ ?

Hlwin]

BONEHSOEFOEY DI L LATERY, BRD 50%U EEZRy RABFTIBRIT,

é<ﬁﬁ&waE%@%@@D@:kﬂﬁ<f%&wemé_A/h#ﬁ%rﬁ iy

) e L, MORBEESHOREICOVT, AR EERSICKY TSI Lo, BKEMEL R

ZEMEROBROBENED 5%, EREFLTEY LM ENBE BHLBR). KoV TiXZORY
TE7RV,

22




ThoT, AFOBWE (BR5E4 : PD-L1IHC 28-8 pharmDx =) ) 12X 3
BRESRERGEICIX, UTOXRELSBILAAOEREDFELRFTTE

%

SCHRE)

+  Marianne J. Ratcliffe et al. Clin Canqer Res. 2017; 23: 3585-91
+ Ming S. Tsao et al. : ] Thorac. Oncol. 2018; 13: 1302-11

[Z&tEicBT 2 FH]
O TRECHYTIRELCOVTRARORENERL SN TV b, KEZTT
PRV L,

EHIDRE T LBBECHEREDH 5 BHE

@ BEAOFEICBVWTTRICKY T 2 BECOVTL, FAFOR TR S K2V

. 7j§\

M DOIEFERFIER 2WGRICRY | BECAAEZERTIZLEEBRTE 5,
BIEHEMREDOEH IO H 5 BE

FIERE B R E CREE 278 0 2 BE R ONEEME O BUR R ITIR A R G Ak
LOMICERLL DS b5 BE "
HOHRERBOADE. ITBHR2E L XERED B RERBOBEER D
HHBE

BB (EhaMRgEELEt) 0boBE
EEOBEXIIRAEZET2BE

ECOG Performance Status 3-4 &V p@BE
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6. FEITIRLTHETREBH

- O BCESCML, BEROREEPRET 2 EREICED & ARE ORI R ONEIESE
RO DIHERERETHICEBE L THhoERTIZ L,

@ TBRBMICES D, BEXRZTORKRCADERVEREL+SBAL. BELE
T bkETBHZL,

C)77?%Eﬁ%abm%ﬁﬁﬁéﬁ?5#ﬁ¥hﬁﬁ;kwfi PD-L1 FEHE G
FERR LTz L CABOEMB S ORIE ZHMT5 2 EBEE LUV, HHJ%%##
B TERVWEAICIX, AR OHEROES Z B dF'JIﬁLtJ:'CEi:?Té &

@ ERBUERO=RXY A MTOWT

BEHERERRDL bbNB I ERHBDT, AFOEREITH 2> T, BRI
R (R RS, Wk, REE) OREUIE X BREOERSE., BlE 5
T2 &, Fie, BECGE U THEE CT, ME~—V—50REEZERT S
N i

AKIOBEIZEE D infusion reaction {2 THRARKIZTORxSDTE A

EEFTo e LTI T B 2 &, 2.2 B B MR OAH 5T infusion reaction

RHLbNBZEbHB0DT, KFRERROAFIFER T HIZ/NA ZAYA
VERET A%, BEOREEHSIBET AL, B, mfusmnreacuon %
R LUEEAITE. 2 TOBERUERREEIC El@?‘éif%%"a‘:‘l‘ Y2
THILE, : .

RIS REREE . TEMEEEERVRIREER D bDNEZLBHBH DT,

 AE O 5 BT R UM 5 R I B AR I NS IS RE R (TSH., R T3,

TEE T4, ACTH, M aLF Y —NVEDRIE) 2EHTHZ L,

AR OBEITLY . @ﬁ@ﬁrﬁm_@mvaa%zenaﬁﬁmﬁ%¢%ﬁ
Ripbbhd o Lihd, BESEDLNEBAIE. RELLERIIS Uk

%W%&ﬂ&kﬁﬁ%ﬁotﬁbﬁﬁLfﬁ@&ﬁﬁ%%&ﬁVxﬁﬁ@ﬁ&

KR & A BRI A RO 3 HAICH., AROREX EPIE, RORIREE S

NEVHIOREELEETH I L, 8. BIBEERVELORER XD EIE

FOBMERED b RWEAITIL, @%&ETW%/uﬂ@ﬁgmﬁﬂ@Lm'

BERT D

BERTE, &@%m&@ﬁﬂﬁ@urmemwmm%ﬁ¢5 Y SRy ks
FE OB EXRTRICHEERORRICHFTEET 5.

| ENERR (BUE 1 BERFEED) Hbbbh, BREES I 7Y P X
KEAZERHZOT, A, B, BHEOERORERCMEED ERIC+
SEBTBC L, 1Mﬁﬁrﬁ&bnt%éum&5%¢mb;4yxuv@
HoOB¥ELEDOBEIRNEBEZITO>Z L, S

BIERFZ. FFRE., FrisaeRsss. Frse. @mﬁwmﬁwaabna b D
DT, EMRICITSERERIT, BEORBEHACBERT L,
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® AFHENOHEKRBRIZBWT UTOZA IV TEDEOFMEZITo TV 25
BT, AABRESPITESNICEBRE CHROEREITI Z L,
. ONO-4538-05 FBR K U} ONO-4538-06 S\Bk : 6 BRI L _
o CA209017 BRER TR CA209057 RBR : #5BAM D 9 @A, Z0%&., RERHWBNMD
1ERIX6 BRI, ZRCBER 2 BRIZE
s ONO-4538-77/CA2099LA FRER K& U' ONO-4538-27/CA209227 3B : B E-BRMA D
1FERIZ 6 BREIZ L, Zh B 12 8MZ &
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(E3) B
HE, EERE, BERLELBEL Z22BEROSEEH '

< FEFXFEARRRLRIBE>
ERLREMAGOH5BE

BYEEZ AL TV B BE

RBEH LRAEDEDN D BE

B FSEANBBUE DBEERED b 5 BE

IR SUSIEHR L CW B AREE O 5 5 BE

< FEFFEAPEERELRIBE>
BHEMEIOH B BE

RV MR J SULIHARMERE D > B R
FFREE D H % B ‘
BEEDHDBHE

BECH D BE

RS B WD b 5 B

< FeZXENVOEKRRZEIER>

B B

vavIER - TF745%—

BE, FPRE. FigteRE

BHEERE

IR Je, HRRMERE

DARZ

BN DT NEEEFES (DIC)

BERTL, BipHM, BRXBr, KBk

L1

RPN RIB AE R

AR ,

B REKEMERRAE (R, (Stevens - Johnson SEMRRE) . PEMRLEILE (Lyell SRR . STWAE
D BRF—F, FKIE, BE - KRETY

DEEE, FIRDRERE

TRYE .

FRIRFNVE VAREEDUVERERH (SIADH)
BEERODARSOMER, OER, KEHREE, NEOKIEEOKRMIEESEE, Radiation
Recall 352 ' '
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BB R A K51
=HR=T (RETHEML)

(RF%4 : AV —REEHE 20 mg, F7V—REREHE100mg, 7V —
BRREHE 120 mg, 7 P—RRHEE 240 mg)

~EERAE~

ﬁ&zgﬁzﬁ(%ﬁ2¢11ﬁﬁﬂ)
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HERIZ DU T
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1. LB
' E%m@ﬁﬁﬁ.ﬁéﬁﬁﬁ%@tbki\ﬁﬁi%%s%ﬁwtﬁEﬁﬁﬁﬁkb
bh3, &b, EEOBRFEFROESRIZL Y, FUEERR R EOEFHNRITRIERE
FFEE SN AT néﬂ’bétpf INOOEEGZEICVNELRBEICRET S Z LENERED
ML 7o TR BREMBEEE & WEOEAFE 2016 CERK 28 F 6 B 2 AMRRE)
ZBVThH, EFNEERSOFERAORBIEHESRZZLLEhTVS,
FORERBFEER I, RBERASTER T 0 7 7 A VRBRGFEOERER LA LMNTE
RBIERDHB, O, AHERCEREMICETREN+SERT S E TOR,
UHEERLOBRBEZMIZITH I L 75@‘31#‘6:}’1,6 BECHLTERTR L LHIC,BUE
ﬁm%ﬁbtﬁuziﬁﬁméaé kmﬂ Bla— E@E#%ﬁt?@%&%fﬁ%
TBZLEREETHS, o |
L7z oT, BHA FT4 T, BERERELZ zhi'd BLNTVWBEZEEEN -
ﬂ+mﬁmbgo%\uthﬁm@%ﬁ&ﬁm%#@#5%&#6%&&5#\%z
FROBERSEEETT,
BB, AL R4 ik, BIATEIENER R EREBRAHERE. AAFHEEIZEA B A
BREERES, —RAHEA B RBRABESROCAREAEA B ARERZEOWH S
Db LR L,

SBRERDPERL A TV— Tﬁ(ﬁ*@&mmg Z 7 V=R RBEFE 100mg, 7Y
—RREEE 120 mg, A7V — R REERE 240 mg (—i%% - =
FN~<T (BEFHEHEZ)) '

NELRAPRINE  BERANE |

RNELRIRERCRE : La BAE=R <D (ﬁfﬁ%fﬁﬁiﬁx) & LT, 1[E240mg

AT 1 [E 480 mg % 4 BREER CRFFFET 2, |

EL\%ﬁ%@ﬁk%ﬁéﬁ%ﬁ%%&@%ﬁﬁ;E%ﬁ%ﬂn
HAMETET D,
 RIBUIRARELRBEHERGEIILTA YY) AT (BEFHHR
z) LOERT 2561, BE. BRAE=AVv<7 (BETER
%) L LT, 1[E80mg % 3 BHEFERT 4 BRKHFET S, £0
®, =F <7 (BeFHA#EZ) LT, 16240 mg % 2 BH

: @ﬁﬂﬁl@4mmg%4ﬁﬁﬁ@fﬁ%ﬁﬁT6¢

B IR 2 NEERTERRAH

(B5) ,

EMEGAEICET S v — R4 RFEHER S Omg(—R4 A v A~T CBEFHEH L))

DOEXIIZE. AERUVHE

Zh 88 X % 20 R RIBUIBRRRERELEAE

AEROHAE: B, RARRBAYY A~7 (EaTFHE$Z) L LT I1E 3 mgkg

(FE) % 3 BEHMRT 4 BRRRET S, 28, thonEEEER

HEBRATIEAIT. =R/ V~T BETFHEIEZ) LEATB 2 L,




2. BN O, 1EABRF

A7 ORI E 20 mg. [ AUEERE 100 mg. FAEE 120 mg K O AR
240 mg (—4 : =RV~ (BETHRRZL) . ST, [FF1 5. 13, NEFRE
. TEBRRESHLAF VY 7R ETVA PNV v ¥—X 2747 (BMS) ) 2
Bi% L7-t bk PD-1 (Programmed cell death-1) =%~ % b h& IgG4 £ /.7 m—F )V Hifk
b5, | |

PD-1 1%, FEHEAL LY v 38k (TR, BHRR U F=54% 5 —T M) RUE
BEAMARIC ST 5 CD28 7 7 2 VU — (T MIROEML 2 #MBIMIZIE L BICHIET 257
FB) KRBT ARAKTH S, PD-1 IFURRFMIICRET S PD-1 Y > F (PDLI
BOVPD-L2) LREA L. Vo7 BRIciEiEy A B2EEL TV VB ROEELIRE S
BT L TW5B, PD-1 U7y RidfiRIE RSN e Ok 4 RIEFARKICHER
LTHY, BlBAERED DYR L EBSERICET 5 PDLI ORRLFROLRF
R L ORIICADHBEERAD B = L A®E SN TS (Cancer 2010; 116: 1757-66) .
7 EEAERE CIEREE TRRBEET B V¥ —T = H < (IFN-y)
2k > T PD-L1 OFEBARFE SN, BB LEEERICKIT 2 PD-L1 OB LITED
E#%%k@%ﬁﬁ@ﬁ%%%ﬁ&é&@ﬁ%%&é(&nmmMmmuﬂ&uwwh
X biz, PD-L1 ZWFIEHE SN AMKIZ, FURRRR CDS B T MlROMIRES
EEEEWII ST A, Hi PDLL HifET PD-1 & PD-L1 & O#EASZEETS L Z20ME
BEFEEPEET S ZERTSNTVS, O Z 25 PD-UPD-1 U U PRI, 2
AR HTURE R T MRS ORBEZEMT 5FO—2 L LTERALRLTY
B

AFIE, KBRBRORERED 5 PD-1 OMBSEEE (PD-1 U F > FREASRIR) 1058 L.
PD-1 & PD-1 Y H Y FLOBAZMAET I LITL V. BPAGTIRRRERR T MROE
AL R OB AR 2 MREEEE RT3 2 & TR R REEDREZ T
T PHERSN TN,

AE ORISR ES < BEOGERISI X 3 BHEASNS bbh, BEEXIIFELI
EAFEREMEND B, ARIOBRERROERERIZE, BEOBEL ATV, EFNR
B BB AL, B L BRI USRI M & R o s Ll
GRENDWEITV, BEORERINIC L 3BEARRDN D BAII, BIBEESV
VR OREEOBENRLBZIT O BERH D,



3. BEEPRR
EERAEOEREFICGEE 2T o ERBEERROBEEZ T,

[F%hik]
OEWNE IR (ONO-4538-02 ER)
EHINADy (BT, IDTIC] £\ 5,) Ik B{LHERERE2HE T 2 RIGHIRTER T
H/IVE X IEROEHBAERE (ECOG Performance Status 0 &0 1) 35 4 EXRRIT,
T AH 2 mgkg & 3 BEBRCTRAERELL, EEFHER THIEHE (RECIST VA
R4 211 fRICES FREEIZ LS CR XX PR) 1322.9% (S0%EHEKXM : 13.4~
36.2%) Tholz, 2B, FRNCRE LBREIX 125%Th o7,

OEWHEIARR (ONO-4538-08 HER)

{LFRERBEORIGEIRARER ]]I%H/IV?J?XHE%@%TE%@E%% (ECOG
Performance Status 0 & OX 1) 24 il % 54821, A% 3 mg/kg % 2 BRI CARSRE L.
TEEER THHEYE (RECIST F4 KT L1 RICES S RHEIZ LS CR
ik PR) 1 29.2% (0%IERERR] : 16.7~45.9%) Th-ot, 2B, BANTRE L2
BI% 6.0%Th o e, "

OEAEMAHRER (CA209066 FABR) Y

vraf < U AWIEY 4 NV AEREFEMSER S Bl (BT, TBRAF] &\ 5.) V600
EE O MEREERBFEORBUNEAR 2T/ VX IIBROEBEHECEESE
- (ECOG Performance Status 0 J2 T* 1) 418 i (A% 210 1, DTIC B 208 #) Zxt&ic,
DTIC %58 & LTAH 3 mg/ke % 2 BRMBCARRELL L X OFSMEROREM
e Uiz, TEFMEER CHILEFHE (CIF, Tosl &vw5,) (FRME [95%fF
WX ORI RIT. AHIBLE NE' [NE~NE] % A, DTIC BT 10.84 [9.33~
12.09]1 ZATH Y, AFIX DTIC 1K LKEIHZNCHEBEREREZ R LE (AF—Fik
©0.42 [99.79%EMKM : 0.25~0.73]. p<0.0001 [/E3 log-rank BRTE], 201445 6 A 24 A

F—EHv bF7), '

*: WEREE (T, B -



_ —— BEIE
oo HRIN I B

0.2 , b
0.1 - '
O'D_l T T T
0 3 6 ] 12 15 18
at riskE EIFRR () _
XEIFE 210 185 150 105 45 8 0
FHNIULE 208 177 123 82 2 3 0

R 1 OS ® Kaplan-Meier gt (CA209066 3B

@S IR (CA209037 3RER) ? | : ,

AYY AT BETHEBEZ) GIF., ¥V A<wF] 21),) Xik BRAF HEH
PEDCEREREZATARBYBRFRELRNIYH/VHXIEROEHRAERSE

(ECOG Performance Status 0 & U8 1) 405 4] (A#IBE 272 i, {b3fsE (DTIC Xitb v
RFSF L A7) ZxENEOE) B 13360 2B, bPRELHRBE LTA
#| 3mg/kg % 2 WHRIFR CTRRBFHE L L EOADERVCREMZ RN Ui, EEHE
HAThAHEHE RECIST VA FT4 Vv L1 BICES PIRUEIZE S CR X PR)
N DWTERIRRE Sh - B&W D 120 FZBITRER & U TP 21T o iR,
AFIBET 31.7% (95%IEREXRE : 23.5~40.8%, 20143 B 10 BT —¥ v h47) T
Bole, 7. BMCEHROBEIRREL TV AN, b5 —>OEEFEER T
5% 08 (hRfE [95%EMEMI]) IE>VT 182 HlDA v b (BE) i T IR
BT o TR, AHIBET 1547 [1239~NE] % A, {L3RHERT 13.67 [11.50~NE] #
BThU. AFIHERREICS LB PRI EERERE R RE ol (NF—Fh
0.93 [95%(SHEXME : 0.68~1.26], p=0.6299 [JBH! log-rank #RE], 2014 4E11 B 12 BF
—Z Ay bFT),



OENFEIERR (ONO-4538-17 FRER)
LERERBEORB R FER Y/ VR 1EROBEERAESRE (ECOG
Performance Status 0 X8 1) 30 & x&ic, AF LAY A<T%26H CLT, T4A
+AEY AT LD, BELE, SEIMEER THhLEHER (RECIST A FF
A ¥ 1.1 fRICES S PHHEIEIZ L B CR XU PR) X 33.3% (95%(E5 48 X8 : 17.3~52.8%)

Tholz, 2B, FENIHRE L-BHMEIX 23.8%THo 7,

*: AF Imghkg (RE) LA YY) A< 3mgkg (KE) 2R AIZ 3 BRIME T4 BARRELLE,
AH 3 mg/kg (RE) % 2 BHRR CREHE L. SERRERICISW TR, AR &MERE L.
A AT RFBOBRERT 1L 04U LORRE BN TREZHE L.

G EIERAR (CA209067 #BR)

{EZBRERIBROBIGURT 2N/ VOB EGAESRSE (ECOG Performance
Status 0 BTN 1) 945 B (RFI+A ) A~T #3314 Fl, FEFE3I6H, A1V AT
B354 ZRBIT, A €Y AT EEZXRE LTHAA+A V) A TERERUAHA
BEOHEDERORSME KRG Lz, TEFHMEER TH 5 0S (PRAE [95%EEXH]D
DEMFENTRERIT. FF+ 1 €V A< T TNE [NE~NE] H A, &HF# TNE [29.08
~NE] #A. A Y LeFBET 19.98 [17.08~24.61] WA THY . AR+ A Y hvT
BRERUOAFERETA ©Y AT RECH LEFENCHEBLREE SR L (FEI+1
Y AeTEE NP — R 055 [98%fEREK M : 0.42~0.72], p<0.0001 [J&3! log-rank
RE], AAIBE : ~F— FH 0.63 [98%(EHREXH : 0.48~0.81], p<0.0001 [J&3! log-rank

BE] 2016817 —F Ty vE7),
* AKE I mgkg (FE) LA YV A< 3mgkg ((FE) ZRAIC 3 BERERT 4 EARRHE LB,
KA 3 mgkg (FE) % 2 BRERRECAERE L, FRARERIIEV T, SR2ENCRE
L. A VY A2 TFRARIOBEERTHS 30 5L EOBBE BV TRE R B L.

1.0 Bag
0.9 *
0.8
0.7
0.6
0.5

041 e AF+AEYLTTH B R N
03 B KHIE o

02| -© 1EULTTR

HRtHE

0.1 * ARUO : 7TH1Y
0.04, S , , , , , , . , , , ‘
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk3g £H#HRA (A) '
FR+AEYLTTR 314 202 265 247 226 221 209 200 198 192 170 49 7 0
AFE 316 292 265 244 230 213 201 191 18% 175 157 55 3 0

AEYLTTEE 315 285 254 228 205 182 164 149 136 129 104 34 4 0
X2 OS ® Kaplan-Meier B (CA209067 338%)




2B, REIRT B B AEEE 2 RHRICAR + A Y AvTREICOVTRE
L7 #ESMEE T HERR (CA209004 FRBR) D =2ax— b 812381F 5%4h%E (modified WHO £
HEICES< CR XL PR) i3, (EFFIERIGHASE T 46.4% (13/28 #, 95%ERIXMA :
27.5~66.1%) . {LZFEBEIHMABE T 38.5% (5/13 B, 95%{EREM : 13.9~68.4%) T
Hol,

(PD-L1 RILR B OB SR Q24 i) ,

YEHMETARERER (CA200067RBR) ITHAANDN-BEOT — X ICEI& | [EEMARK.
IZRWTPD-L1 &2 F8 L BEMa® S0 586 (BUF, TPD-LIEERE] L»5.) 5l
T RREIARAT 21T - e H SR OB ORRIIUT O LB Y ThoTz,

AT LT, PD-LIRHRER1%AKM (PD-L1<1%) OBELEM & B L T1%E L

' (PD-L121%) DBHEEF TA ) A~ T O LEREPEIMEVERIRR S Wiz (TR
BB, ZR+A Y b THORENET T 7 74 VITIPD-LI<1%OBELER LPD-L1=
1% D BEEMTRKR TH -T2,

PD-LiRME1%6RK . . ¢ PD-L1RIBR1%LLE
10§ | 10
0.9 09
0.8 o ) [i¥]
07 N 07
08 Trs—— 06
. ——L\\% — — . &
F 05 ':‘:m g o8
® R - "
041 o EMAAEUATIR e %41 e EMESEULRIR - e
03] -A- A - ' 031 A zmm f-e
02{ O AEYLITIH 02| -© 4EVLTTR
01 ¥ ARTO : §TYIY : . 011 %, ARUO:4T8Y .
oo 00 T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 3¢ 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36
atriskiy . MM (A) . . at riskB EFIR (A
M CULIIM 123 N3 102 91 82 B2 79 74 74 72 €6 18 4 0  X@+ EVLITH 155 144 132 427 196 112 105 102 101 99 B85 27 3
MM 147 103 86 76 73 65 62 58 57 55 50 16 2 O AMB 171 165 158 148 139 131 122 417 112 109 98 36 1 O

4EyLTIM 113 96 87 79 71 61 67 - 50 44 .43 32 10 1 4 AEYLIIM 164 155 138 126 115 102 89 83 77 74 64 21 2
3 CA209067 RED PD-LI%E$B’J'C‘0) OS D Kaplan-Meier Hifit
(£H : PD-LI<1%DBERE. AH : PD-L1Z1%0BEMRE)



OEBRILFRFMAERER (ONO-4538-21/CA2092383RER)

SERYIRRE O Ib/c #i/IVET DB BAMEEE 906 51 (BAANBE 28 flEETe, AKIEE
4534, A Y A= (BREFHEERZ) BE4534) 2RI, ALY AT 25RBE LT
AH| 3 mg/kg % 2 WRIRKR CRFRELL & EOFPERUZSME RS Lz, TEME
HE ThHEFRATHE (PRE [05%EEXME] ) OFFFFiERIL. 28T NE

[NE~NE] W H, A €Y A< 7B TNE [1656~NE] ZHTHY, AFiZA Y Ar<=T
Wt LsH RSB BERER 2R LT (O — FH 0.65 [97.56%5#RX 8 : 0.51~0.83]
p<0.0001 [JBR log-rank B7E]. 20174E6 B 12 BX—F A v b4 7) ‘

* 1 AJCC (American Joint Committee on Cancer) REASEE (FB7HR) WCESFHE,

1.0'%
0.9. ::L ) —'&- zgﬁljﬁ

—D AEYLITH
0.8

0.71

0.6

0.5

0.4

4 R HE ol

0.3

0.2

0.1

0.01
T LA T L I | T T L
0] 3 6 9 12 15 18 21 24 27

at risk#{ EBRLEFHRA)
AKIB 453 399 353 332 311 201 249 71 5 0
1EYLTTE 453 364 314 269 252 225 184 56 2 0

X4 EBEFZAEEDE O Kaplan-Meier Bi# (ONO-4538-21/CA209238 2RER)

/



[Z2iE]
OEANE DHARER (ONO-4538-02 FRAR),
BHEFESIILH (100%) RO b, FH L ORRBRVBETERVAEERIT
30/35 B (85.7%) WR» b, BHEEN %L EOBHERIR TR LRI Thoi,

#£1 BBER 5% EOBHER (ONO-4538-02 BkR)

BERIRA R BIE (%)
EAEE . ‘ : © 3547
(MedDRA/J ver.16.0) £ Grade Grade 3-4 ' Grade 5
2BIfER 30 (85.7) 9 (25.7) 0
AR WEE B .
RS ERIE T EE ’ 5 (14.3) 0 ; 0
BREE . ‘
TH 4 (11.4) 1 (2.9) 0
i _ 2 (57 129 ) 0
APk 2 (57 0 0
—i% - 2HEEL ;Uﬂfiﬁmoﬁﬁﬁ ‘ :
HEFH 5 (143) 0 ) 0
BERk 2 57 0 . 0
B © 3 (8.6) 0 0
FFRERES ' : ' .
;e 2 5.7 2 (5.7 0
BRHRRE -
ALT 88 4 (11.4) 1 (2.9 0
AST #3/m "5 (143) 2 (57 0
JiiRe =i R Ve - 77 2 (5.7) 0 ]
= CK #m 5 (14.3) 3 (8.6 0
M7 V7 F =88 2 (5.7) 0 0
o KR 2 (57 0 0
‘fu LDH #m 5 (14.3) 129 0
s TSH D 3 (8.6) 0 0
5 TSH H#5H0 7 (20.0) 0 0
CRP 3310 5 (14.3) 1 (29 0
HFRRERSE M 4 (11.4) 0 0
y-GTP /M 4 (11.4) 4 (11.4) 0
R 7 ¥ ¥ 2 (57 0 0
~EZa B 3 (8.6) 1 (29 0
D 2 ERERA 5 (143) 1 (2.9 0
P EREGR D 2 (57 ' 1 (2.9 0
B AaTERT 2 (57) ] 0
i/ NREIRD 2 (57 1 (2.9 0
TR ERECR A 2 (57 1 (2.9 0
& i BRER A 6 (17.1) 0 0
SERE T3 B0 2 (57 0 0
TEHE T3 W 8 (22.9) 0 0
WEBE T4 B> 6 (17.1) 0 0
TERE T4 #8m 2 (57 0 0
Y o= FRFEM . 3 (8.6) 0 0
o ALP 8#5h0 5 (14.3) 1 (2.9 0
LRSI 3 (86) 0 0
R~ —r—3Em 2 (5.7) 0 0
HikEhi s 2 (57 0 0
Y—Tr I Fy RTaFA M 4 (11.4) 0 0
= CK Fd> 2 5.7 0 0
BEERE LA RRES
N 2 (57 0 0
HEREE
WREEE ( 2 (57) 0 0
K= 2 — @ 8F— 2 (57 0 0



#=ERIRSE B (%)

EAE 35 41

(MedDRA/J ver.16.0) £ Grade Grade 3-4 Grade 5
ERB LUK I ees

BEE 6 (17.1) 0 0
T IEE 11 (31.4) 0 0
5 2 (5.7) 0 0
BREBRES 2°(5.7) 0 0
FEIRME RS2 ’ 2 (57 0 0
EEARED 4 (11.4) 0 0

7B, BMENEMER 14 29%) . KBX - EEOTHI 14 2.9%) . HiRESE 44l
(11.4%) | FFHSREREE 5 61 (14.3%) . BHEREE 24 (5.7%) . FIRIBHEERES 8 4
(22.9%) . BIBEE 14 29%) . EEOKRBEREE 14l 2.9%) RS L HEK 14
(2.9%) BB BN, iz, TERAMEERE, infusion reaction, 1 ZMERE. FELk.
EEMGEARE, B - B, DR, Bk, FTR. BEBRAE S A AF— R0
e/ MR PESEBERIZR D Db o, ABWERREURIIIBIESS (RIKRE
BEEZET) 2 SLERELTT,

QENFE IR (ONO-4538-08 FER)

BEFLRIT 2224 B 91.7%) ZRBOHOLN, AL ORRBHELREETCERVWEEF
813 1824 #1] (75.0%) TR biviz, FIRN S%ULDOBHERIITRO LBV ThHo
7o '

- 2 HHEH 5%LLLEOBIYER (ONO-4538-08 3B

BERASE BB (%)
EAE 24 41
(MedDRA/J ver.18.0) 42 Grade Grade 3-4 Grade 5
2EIER 18 (75.0) 2 (83) 0
NS
FRRERIE T 6 (25.0) : 0 0
BBEE
B : 2 (8.3) 0 0
—i% - RFEEB IR ORE
T ERR 4 (16.7) 0 0
BERRE '
kEWAD 2 (83) . 0 0
R L UsEEE - )
AR 2 (83) 0 0
FEDRER. MIERES L UWHEREE
HEEE : 2 (83) 0 0
BRR L O TSRS
A3 5 (20.8) 0 ‘ 0
% S EEE 5 (20.8) 0 0

BEREZBRES 2 (83) 0 0

2B, K% - BEOTH 261 (83%) . FFHEERE 16 (42%) . TEEREEE
16l (420%) ROFRIRHSEEIEE 751 (202%) RBD b, Eie, HEMIES,
WREE (X7 AL—ERERS) | BRERS RUSHELEAS) | BIBES,

10



infusion reaction, 1 BMERG., EEOCKBEE (REHIRIMEFR. SWAE. BXE
) | R, BESENE. Bk - BEA, BUOEL. DBR B R B
RERIARRE/ X /3T — R UM A L/ MR HEREER R bR o o, ABIEFAR
RRWIEEES FRREBRY2EL) 2BURIERETT

GWESMEMFERER (CA209066 ABR) ¥
BEFLITAFIRE 192/206 ] (93.2%) . DTIC & 194/205 5 (94.6%) IZi@BDH LI, 16
BRIEL ORRBRVPEETE RV EESIIARIRE 153/206 41 (74.3%) .DTIC & 155/205
Bl (75.6%) KB Bm‘_o b\ﬂ‘nm@ﬁif%ﬁiﬁ: 5%LL EORIERIXTRD LB T
Holm,
$3 WTRAORETREES S%LLEEIER (CA2906 B

- K E: D)
BRI _ ey DTIC 7

T 206 f 205 %)

(MedDRA/J ver.17.0) -

£ Grade Grade 3-4 . ' Grade5 4 Grade Grade 3-4 Grade 5

£EIER 153 (743) 24 (11.7) 0 155 (75.6) 36 (17.6) 0
MWRE LT v REE ' :

IR IE 0. 0 0 23 (11.2) 9 (4.4) 0

/MR AE . 0 0 0 21 (102) 10 (4.9) 0
BBEE : ’

B 22 (10.7) 0 0 25 (12.2) 0 0

TH 33 (16.0) 2 (1.0) 0 32 (15.6) 1 (0.5) 0

i . 34 (16.5) 0 0 . 85 (41.5) 0 0

EH: 13 (6.3) 1 (0.5) 0 43 (21.0) 1 (0.5) 0
— - SHEERLITRETMLOKE

& IAE 21 (102) 0- 0 25 (12.2) 1 (0.5) 0

B 41 (19.9) 0 0 30 (14.6) 2 (1.0) 0

BB : 15 (73) 0 0 10 (4.9) 1 (0.5) 0
Rt TUREEE ’ o .

BHBIE 11 (53) 0 0 19 (9.3) 0 0
HEBRER L URARBEE ‘ , ' .

BaEhE 12 (5.8) 0 0 3 (1.5) 0 0
HREREE . o e

SEIR 9 (4.4) 0 0 14 (6.8) 0 0
BEE L OE THERES L

AR . 13 (6.3) 0 0 4 (2.0) 0 0

FHBBBIERIS 3 (1.5) 0 0 11 (5.4) 0 0

= SEE _ 35 (1700 1 (0.5) 0 11 (5.4) 0 0

R : 31 (15.0) 1 (0.5 0 6 (2.9) 0 0

SEHEE 22 (10.7) 0 0 1 (0.5) 0 0

73, AFIBEIC B W CRIEMERER 3 61 (1.5%) | KBk - EEDO TR 6 41 (2.9%) .
RIS (X7 - SUERERS) 2861 (13.6%) . FREEEE 76 (3.4%) | B
BeREE 4 4] (1.9%) . TERAHMEEE 441 1.9%) . FIRIREIERSE 13 61 (6.3%) .
infusion reaction 15 % (7.3%) . 1 BUBERR 161 (0.5%) . EEOREREE 3 4 (1.5%)
CRUREIBR 1 (05%) BBOLNE, e, BIBEE, BE. BEHIDE, M
7% - BEREZS. DR, BR, k. BEEGRBARE/ I AT — R UGN /MR
HBRITRD bh Ao lz, ARIEARFRRIIEESFS BAREEREZSD) &
BUERRREZRT,

11



@WSMEIFEER (CA209037 RABR) 2
HEERITAHIRE 265268 B (98.9%) . {LEHERE 98/102 B (96.1%) WTFBH B
., BREL OREBREIBE TERVWESERIIAAIR 199268 B (74.3%), 1bZ
PRYERE 85/102 ) (83.3%) IZRD b, WTENLOBETREARN 5% LORIERIX
TROLBY ThoT, S '
#4 VWTRAORTREER 5% EOBIER (CA209037 REY)

. B (%)
el P - TEwET
EXR 268 41 102 4
(MedDRA/Y ver.17.1) -
£ Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5
2EITER 199 (743) 33 (12.3) 0 85 (83.3) 35 (34.3) 0
R LY v RRREE ' _
Al 18 (6.7) 3 (1.1) 0 24 (23.5) 5 (49) 0
BBk E 1 (04) 0 0 8 (7.8) 2 20 0
I BRI E 0 0 0 20 (19.6) 16 (157 0
i ANREADE 1 (0.4) 1 (04) 0 12 (118) 6 (59 0
RS :
R BRSREIE T 18 (6.7) 0 0 0 0 0
BHipmEE
Bl 11 (4.1 0 0 15 (14.7) 1 (1.0) 0
TH# 42 (15.7) 1 (04) 0 16 (15.7) 2 20 0
B 33 (12.3) 0 0 39 (38.2) 2 20 0
HEH: 12 (4.5) 1 (04) 0 21 (20.6) 3 (2.9) 0
—i - 2FEER X TR OWEE ~
Fiyabnd 14 (5.2) 0 0 7 (6.9) 0 0
gl . 82 (306) 3 (1.1 0 41 (40.2) 4 (3.9) 0
BE, FEBITLEBEAIHE
EAITHE S B 4 (1.5) 1 (04) 0 9 (8.8) 0 0
EERIRE
ALT #8/m 14 (5.2) 3 (1.1) 0 1 (.0 . 0 0
AST 81 15 (5.6) 2 (0.7 0 2 20 0 0
SR EREE . 0 0 0 7 (6.9) 3 (2.9) -0
i NREIR A 1 (0.4) 0 0 8 (78) 3 (29 0
B i BR$ek A 3 (1.1 0 0 8 (7.8) 2 (2.0 0
KRB IUREEESE . :
REKBIR 18 (6.7) 0 0 17 (16.7) 0
HERAB LR AEREE ,
BB 15 (5.6) 0 0 13 (12.7) 1 (1.0) 0
A : 11 (4.1) 0 0 8 (7.8) 0 0
HEREE _
T2 —mF— 1 (0.4) 0 0 10 (9.8) 1 0.0 0
SERE 3 (L) 0 0 10 (5.8) 0 0
MEkaR, MR X UMRES ‘
R PR 13 «(4:9) 0 0 8 (7.8) 0
BB LR TRRREE
BB 2 (0.7 0 0 28 (27.5) 0 0
& 5 EERE 51 (19.0) 0 0 2 (2.0 0 0
%2 34 (127 1 (0.4) 0 5 (4.9) 0 0
BOR RS S 16 (6.0) 0 0 2 (2.0 0 0
SEEBKE 24 (9.0) 0 0 0 0 0

B, AFBTBWCRIE MRS 8 6 3.0%) . KERK - BEEDO TR 44 (1.5%) |
FRREEE 33 B (12.3%) . FFHSREREE 22 61 (82%) . BHAEREE (RATRIEHESEL
) 54 (1.9%) . FRIPHEEEREE 23 171 (8.6%) | BIBEE 14 (0.4%) . infusion reaction

12



1061 3.7%) . BEOCKEEE 141 0.4%) . X261 (0.7%) RUR&SE 5ER3
(1.1%) MR bz, Flo, TEEHERE. | BERA, BEEGEE, ML -6
k. DGR, Bk, R, BB/ I 4 F — R ORE M /MRS R

XD b Do T, ABEARRRRIIEESS (BAREERELED) 2804
#%5’%%2‘#‘ o

@[EW%H*E?&E& (ONO-4538-173R5B%)
BHEESIILE (100%) IR0 b, AF &L ORRBHENITETE mvﬁ%ﬁ%%é
# (100%) W bz, REREN5%U EORWERIXITRO LBV THoT,

£5 FBEER 5% EOBYER (ONO-4538-17 BRI . 3

BEKRSE Hi (%)
HEAEE ‘ 30 4
(MedDRA/J ver.20.0) £ Grade Grade 3-4 Grade 5
2EIEA 30 (100) "~ 23 (76.7) 0
s LY v REE : R
=il 2 (6.7) 0 0
P IEEE ‘ :
IR IRAERETTIEE 2 (67) 0 0
RS ERIE T A 7 (23.3) 0 0
TR 2 (6.7 2 (6.7 0
HBEE - : .
ER 5 (16.7) 1 (33 0
T# 16 (53.3) 1 (3.3) 0
Sl 2 (6.7) 0 0
Ei 4 (13.3) 0 0
(= FS 3 (10.0) 0 0
MR 6 {20.0) 1 (33 0
—i - 2EEER ;U&E*M*obtﬁ& ‘
b 5 (16.7) 0 0
B 7 (23.3) 1 (3.3) 0
RAY MRS 2 (6.7) 0 0
S 12 (40.0) 1 (33 0
LS RS o :
FrigieRE 7 (23.3) 4 (13.3) 0
s 2 (67 , 0 0
FRERRRE
ALTi'§7Jl] o 11 (36.7) 3 (10.0) 0
3 S5 —PHm 5 (16.7) 1 (33) 0
' ASTtEbu 11 (36.7) 2 (6.7 0
v-GTP #5/m 5 (16.7) 3 (10.0) 0
Yos—EHm 12 (40.0) 7 (23.3) 0
EERD 2 (6.7 0 - 0
M7k U RAT 7 & —EHn 4 (13.3) 0 0
e T UREES '
BA Y U AMEE 2 (6.7 0 0
B7PA7IVvIE - 2 (6.7 1 (33 0
&7 MY v AEE 5 (16.7) 4 (13.3) 0
BHRIGE 8 (26.7) 1 (3.3) 0
HEBRRB L w*%muﬁ%
EaEE ' 5 (16.7) 0 0
HRREE
TRERE ’ 2 (67 0 0
b 5 (16.7) 1 (33) 0
CPEIRER, BRI L UWERREES
FEMERS . 2 (67 0. 0

13



BEksE B (%)
HEARE 30 451
(MedDRA/J ver.20.0) 4 Grade Grade 3-4 Grade 5
FIEEEET 2 (6.7) 0 0
BB LU TRgEE
% 5 FEE 10 (33.3) 0 0
37 18 (60.0) 2 (6.7 0
BEREBINES 4 (13.3) 1 (33) 0
7235 AEREEOD (30.0%) . FFHLAEREE 1441 (46.7%) . FRBRHEAEREE T (23.3%) |

Y MR 341 (10.0%)  KEBZ - BE O THI3HI (10.0%) . EEE DB EREE 341 (10.0%) |
TRAREREE (6.7%) .5 & 5 BRI (3.3%) ERBUHRIIRE/ I 4 F—2/1 (6.7%)
RUSIRMRZERELIS 3.3%) PR LNk, 7o, BHRERES. BIRHERE, 12
FERIA. BEAR. ERERENE, MR - BEEAK, infusionreaction, LA, fhdk. st
ﬁ[L/J\#ﬁﬁ’/“E‘*“BIF&U\H?x IERD s o T, ABHERIRERIIEEES (FR
BREBREZ2ED) 280ERERETT

@S EMFEFRBR (CA20906773BR)

BHEERIIAR A Y A< 7831231360 (99.7%) . AFIFE312/31361 (99.7%) . A
Y A= 7BE308/31161 (99.0%) IR b, BREL ORRBESTETERVEE
BHEIIAF+ A YU L= TEE300/3136) (95.8%) ., AFIEE270/3136] (86.3%), A U A
< TEE268/31141 (86.2%) ITFRD bz, WTNLOFE CHRERNS%U EOBIERIXT
FZDEBY ThHot,

#£6 VTN ORTRERN 5% EOBIWER (CA209067 )

BEBIKRE 5 0o ‘
praety EE+ A Y A=TEE AR AEY ATH
; 313 %l 313 4 311 )
(MedDRA/T ver.19.0) -
£ Grade Grade 3-4 Grade5 £ Grade Grade3-4 Grade5 £ Grade Grade 3-4 Grade 5
SBIER 300 (95.8) 183 (58.5) 0 270 (86.3) 65 (20.8) 0 268 (862) 86 (27.7) 1 (0.3)
BEURBMERETERE 34 (109) 3 (1.0) 0 15 (4.8) 0 0 3 (1.0) 0 0
BEBSEEIETE 51 (163) 1 (0.3) 0 32 (102) 0 0 14 (4.5) 0 0
TEL 23 (7.3) 5 (1.6) 0 2 (0.6) 2 (0.6 0 12 (3.9) 5 (16) 0
EHEE . ’ .
s 28 (8.9) 1 (0.3) 0 18 (58) 0 0 28 (9.0 2 (0:6) 0
KB 40 (12.8) 26 (8.3) 0 7 (2.2) 3 (1.0) 0 35-(113) 24 (7.7 0
& 12 (3.8) 0 0 19 (6.1) 0 0 17 (5.5) 0 0
FHl 142 (454) 30 (9.6) 0 67 (21.4) 9 (2.9) 0 105 (33.8) 18 (5.8) 0
1] 19 (6.1) 0 0 13 (4.2) 0 0 7 (2.3) 0 0
BEis 88 (28.1) 7 (22) 0 41 (13.1) 0 0 51 (16.4) 2 (0.6) 0
ME: 50 (16.0) 8 (2.6) 0 22 (7.0) 103 0 24 (1.7) 1 (0.3) 0
—f - AERER I UBREMEIORE ’
&= 31 (9.9) 1 (0.3) 0 25 (8.0) 1 (03)° 0 17 (55) 2 (0.6) 0
B 22 (7.0 0 0 12 (3.8) 0 0 10 (3.2) 0 0
e 118 377 13 (4.2) 0 111 (355 3 (L.0) 0 89 (28.6) 3 (1.0) 0
B 60 (19.2) 2 (0.6) 0 21 (6.7) 0 0 21 (6.8) 1 (0.3) 0
FRERRE ) ‘
ALT #8510 59 (18:8) 27 (8.6) 0 12 (3.8) 3 (1.0) 0 12 (3.9) 5 (1.6) 0
7 2 7—EEm 23 (7.3) 9 (2.9) 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (1.3) 0
_AST 3810 51 (163) 19 (6.1) 0 13 (42) 3 (1.0) 0 12 (3.9 2 (0.6) 0
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A (%)

BB I T TR A TCV TR
(MedDRA/T ver.19.0) 313 41 313 4 311 41
s £ Grade Grade3-4 Grade5 2 Grade OCrade3-4 Grade5 £ Grade Grade3-4 Grade5
T R—P I 43 (13.7) 34 (10.9) 0 24 (7.7) 12 (3.8) 0 18 (5.8) 12 (3.9) 0
kBB 19 (6.1) 0 0 10 (3.2) 0 0 4 (1.3) 1 (0.3) 0
R#tP LUREREE : :
BARWE 60 (192) 4 (1.3) 0 36 (11.5) 0 0 41 (13.2) 1 (0.3) 0
HERER I URAERES . :
BRENE 42 (13.4) 1 (0.3) 0 29 (9.3) 1 (0.3) 0 21-(6.8) 0 0
B 17 (5.4) 1 (0.3 0 15 (4.8) I (0.3) 0. 9 (29) 0 0
MEREE , . )
2EMEDEN 17 (5.4) 0 0 15 (4.8) 0 0 11 (3.5) 0 0
RERYE 14 (4.5) 0 0 18 (5.8) 0 0 9 (2.9 0 0
=1 , 34 (109 2 (0.6) 0 24 (17 0 0 25 (8.0) 1 (0.3) 0
TREES, B X URHRREE :
K 24 (1.7) 0 0 20 (6.4) 2 (0.6) 0 15 (4.8) 0 0
VeI PR 36 (11.5) 3 (1.0) 0 20 (6.4) 1 (0.3) 0 12 (3.9) 0 0
il 21 (6.7) 3 (1.0) 0 4 (1.3) 103 0 5 (1.6) 1 (0.3) 0
BB IR THERRE _ : ’ '
BEER 15 (4.8) 0 0 17 (5.4) 0 0 11 (3.5 0 0
T DEERE 112 (358) 6 (1.9). 0 67 (21.4) 1 (03) 0 113 (36.3) 1 (0.3) 0
33 91 (29.1) 10 (3.2) 0 72 (23.00) 1 (03) 0 68 (21.9) 5 (1.6) 0
R EBRES 38 (121) 6 (1.9) 0 14 (4.5) 2 (0.6) 0 38 (12.2) 1 (0.3) 0-
SEHEH 27 (8.6) 0 0 28 (8.9) 1 (0.3) 0 16 (5.1) 0 0

BB, AH+A Y A TR THEREESH (27.5%) . FTH#ERE 1024
(32.6%) . FOIRIBHEEEREERTH (27.8%) . BHEEREE214] (6.7%) . MIEMEMRE2S
Bl (8.0%) . KM% - BEO TR (192%) . BEOKEHE21H 67%) . TE
rsRerEE27H] (8.6%) . BIBHEEREER1461 (4.5%) . BER3BI (1.0%) . Jitdk - B
4241 (0.6%) . infusion reaction 1341 (4.2%) . 5 & 5 BEZ3H (1.0%) | FHH3F (1.0%) .
WS RMIBIE/ S A3 F—5061 (16.0%) | FF7 1441 (4.5%) R UERAR f A2 22422451 (0.6%)
ARD b, T, 1BUERA, BEGEE, LHRER ORI/ MR R
FRIEERD B2 Mo T, REIFRC BV TRREEG6H] (21.1%) | FFHEEEREEF 2441 (7.7%) .
FUR AR E 476 (15.0%) . BHEAEREE3H (1.0%) . BEHRERSH (1.6%) .
KB - EEE D THI6H] (5.1%)  EE O K FRESH (2.6%) . TERAMIERE M) (1.0%) |
BIRS R ARRE 3] (1.0%) . BEZ36) (1.0%) . infusionreaction 14 (4.5%) . &5 .
Jeoll (0.6%) . RESUBRMREE/ I A <F—2861 (8.9%) . FFZ2M (0.6%) RUEARM
REREIS (03%) BEDbNE, T, BERFE, EEGENE. Bk - fsk,
D28, B2 R Ot/ MR A B IEERD Db o 7o, ARIVERRBRILIX
HEES (BAREEEEZED) 2EDEHEREZTT,

RIS ENRAERE 2 XNRICAEK -1 ) AT B EEZRE LIBASE
1 AB3tBR (CA209004 BBR) Dk — b 81ZIUVVT, (LI RIBREE 28 Fl & (L3R
EEEAERE 34 ORI T, BetticAEAEZRIIRD oo T,
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DEBEILREMEFRER (ONO-4538-21/CA2092385RER)

B EBRIIAFITE438/4526] (96.9%) . A BV A= THE446/4534] (98.5%) IZRE®D b
. BREL ORRBRBEE CTERWVEEESRIIAAIRE385/4520] (85.2%) . A1 €Y
L TEEA34/45351 (95.8%) WTFR® bz, WINADHE TRERNS%U EORBIERIX
TEROEEB V) ThoT.

27 WIhhOB CHEBRBENRS%U LORIVER (0No-4538-21/CA209238a&)

B3 (%)
=Rl
BERAH = TV IR
(MedDRA/J ver.20.0) 452 B 453 I
4 Grade Grade 3-4 Grade 5 £ Grade Grade 3-4 Grade 5

2EIER : 385 (852) 65 (144) O : 434 (95.8) 208 (459) O
BRERRIVHESHBGES

EEFi 57 (126) 1 (02 O 49  (10.8) 2 (04 O
A 35 (17 1 (02 O 19 ( 42) 1 (02 0
BEBEE ' .

TH 110 (243) 7 (15 0 208 (459) 43 (95 O
B 68  (15.0) 1 (02 O 91 (20.1) 0 0
it 29 ( 64) 0 0 46 (102) 1 (02 O
g 12 (27 1 (02 0 4 (97 2 (04 O
sl ‘ 24 (. 53) .0 0 4 (3D 0 0
K2 9 ( 2.0) 3 (07 O 45 - ( 9.9) 34 (75 O
— % EHEEB LTRSS ORE

EAE 57 (12.6) 1 (02 0 53 (11.7) 4 (09 O
EH 156 (34.5) 2 (04 O 149 (329) 4 (09 O
R 7 ( 15 0 0 54 (119) 2 (04 O
BRRE '

U —Em 30 (66 19 ( 42) O 26 (57) 6. ( 35 O
ALT #8m 28 ( 62) 5 (11 o0 66 (14.6) 26 (57 O
AST 3 25 ( 55) 2 (04 O 60 (13.2) 19 (42 0
TIZ—EHM 25 ( 53) 9 (200 O 14 (31 5 (1y o0
RSB LUREREE ,

RAEBR 18 ( 40) 0 0 39 (86 1 (02 O
HRREE

4 4 (97 1 (02 O 79 (17.4) 7 (15 0
R BLOE THRES ‘ ‘

Bk BB S 24 ( 53) 0 0 50 (11.0) 9 (200 O
EHEERE 0105 (232) 0 0 152 (33.6) 5 (11 0
b3 90  (19.9) 5 (1 0 . 133 (29.4) 4. (31) O
2R, SR URREE ) '

FER RS 15 ( 33) 2 (04 O 24 (53 0 0
HATWEE

R IR AR T 49 (108) 1 (02 O 31 ( 6.8) 2 (04 O
FR SRR L 36 ( 80) 1 (02 0 18 . ( 40) 1 (02 0
TEEL 7 ( 15) 2 (04 O 48  (10.6) 11 (24 O

2B, AFBCBOTHEMENRS 11 4] (24%) . BEHRARE/ I /35 —48 f
(10.6%) . FTHERERETE 40 5] (8.8%) . RIRIRERERES 91 41 (20.1%) . #RIEHEEE 83
Bl (18.4%) . BHREEE 6 1 (13%) . BIBHEBESE 641 (13%) . TEAERERSE
8 f5l (1.8%) . infusion reactionll #] (2.4%) . KBK - EEOTH 21l (46%) . E
EORBEE 6 (1.1%) . 1 BHERE 1 6] (02%) . BEER3F (0.7%) . & 5%
2 51 (0.4%) . FFZe 3 41 (0.7%) RB® N, i, BEGEHE, LHE. Bk,
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SafE M /IMRIRAD VESRBERS . AR - BERRSE. FRARIMAR ZEARIE R URLIEAE B RITFBO B
Niahote, RRERBRRLIEESS (RFAREERE2EL) 2RLRWRE
ﬂ_:\.‘?‘O -

1) Robert C.etal. : N.EnglJMed., 372 :320, 2015 (CA2090667%%)
2) Weber J.S. et al. : Lancet Oncol., 16 : 375, 2015 (CA209037 3\ER)
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[ - AE)

AR OBENEYEEETAEZFARE LY I 2 b—a itk v, A% 3 mgkg ik
240 mg % 2 BRIRIMG CRE LZBOAROMIEFRESBRN SNz, TORE, 24
240 mg #H 5 L BOBRERIT. A 3 mgke RBE L BOREE L h# L CRE
ERTEFHSNELO0, AAARBICBVTEESEMER STV Bk AE (10
mg/ke % 2 BEMRTHRE) TARZERE LEBEOBREE L # L CEEZTT & TR
Eniz (TR), M T, BHROBBICBIT 57 —F ILEI& | A% 3 mgkg Xik 240 mg
¥ 2 ERBERTRE LBEORSIOBRER L AT EAN & OBELRET 55
BRSEFAMEE SN, YHEEIC SV TRNATON KR, LR0ME - ARO
B CHMER R R R R L PRI, ¥, BHEEEREICRET
BF—H I ESE, AH 1 mgkeg T 80mg & A E) AvT Imgkg & 3 BREMB TR
B LIBORAOBREE - 24 L OIS RNT 3RERAT T ASBES L, 4
BEIC OV TRE BT bR, EROAE - AROM TRAMICHRZERITAZL
LTRSSz, '

28 AHOEWBE ST A—F

¥ . Cmax Cmind14 Cav d14 Cma:;ss Cmin,ss Cavg,ss
FE-AR | (om) | el | Geml) | Geml) | Ggel) | (el

3 mg/kg Q2W 51.6 16.6 243 113 62.1 77.6

(35.2,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 23.5 34.1 159 37.8 109

240mgQ2W | (511 103) | (152,346) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8° 398 217 278

10 mgfkg Q2W (147,219) | (51.2,79.2) | (79.0,114) | (331,532) (184, 313) (237, 386)
PRIE (5%/%,95%4) . Q2W : 2ERIFIME. Con : MEREBOREMEPEE. Cunns : HIEHEEHE14
HBIZRIT 2FARMEFRE, Copas : FIERER 4B B E TORHMIEPERE, Cons : EFRBIZH
JAREMETERE, Cons: EFRBICBT2RELFETEE. Cus: EEREBIZRIT 2 FWmiES

Elo, AAOREFMEYBRBRET NV EZMALEZY I 2L —Ya iz LY A 480 mg
Z 4 BRERER CTREIBEATE O AYE - RS THRE L 2B O A O miE i E St
ENic, TORER, KA 480 mg & 4 BHEER TR E LZBROERIREBIZR T 5 EHm
TEFBE (LU, TCagel 2115, ) 13, AHI 240 mg % 2 BEMR THE LIZEO Cogs

ERETDETFRIsN (TR) . £, &K 480 mg % 4 BREMR TRE LBOE
FRBIZBT 2 REMETEE CIF. Cusl &9, ) i, &H 240mg % 2 B
B TRE LIZBED Chuanss B L THEEEZRT EFHISIZ b0, BAABEICR
WTARERER INTW S A - AE (10mgkg # 2 BRMRETRE) TARIZERE
LToBRD Cranss £ B L TIREZR R T & FRIS K (TR . M2 T, EHOBEICE
TBT—FICESE, A& 3mgkg (FE) £721% 240mg % 2 BREIER, &L i3AH
480 mg % 4 AR TRE L BROFHOBREE L A ITLZ 2 L OBELRE
TORBRLETNVPBEI N, BEEECOVWTREMTbhIRER, LRRORE -
AREOBTENRR VR CBRAERI 2V E TRIShE,
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#9 FAOEMBIMBAT A—F

)-:H & R Fﬁ i Chmax Cinind28 CnvgdZB Cmax,ss Cmin,ss Csvg.ss
(ng/mL) (pg/ml) |[. (pg/mL) (ng/mL) (ug/mL) (ug/mL)

51.6 272 31.0 113 62.1 776
3 mglkg Q2W (35.2,70.8) | (16.5,403) | (212,439) | (75.0,171) | (27.1,107) | (42.1,127)

24005 Q2W 727 383 437 159 87.8° 109
mg (51.1,103) | (23.3,59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)

180 - 145 29.7 530 216 713 109
mg Q (102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (27.5,137) | (62.1,187)

193 99.6 116 396 214 275
10mghkg QW | (146 222) | (865,132) | (101,148) | (329,525) | (184,303) | (236,377)

hfE (5%, 95%&) . Q2W : 2RI, Q4W : 4BRIRIR. Cox : FIEHEEH OKENLEFRE.
Cruindzs  FIEI¥ 51428 B B30T B RASMIEFIE . Covpars : FIER 514288 B £ COEHMBETREE,
Cma)gss : ﬁﬁ%ﬁ%&li‘éﬁéﬁﬁm?ﬁ*ﬁfg‘ Cmin,ss : ﬁ:?ﬁ’:{kﬁg%:ﬁﬁ‘ 6%{-&.[:&1%43%&\ Can,ss H Eﬁﬁﬁg\
B} 3 I miE PR E ‘ -
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4, HERIZOWT
BRI EMRAEREICHERT 2540, ARBLMF L LCEARERE (26

- RE) ABRELRTWAZ END, ik ﬁﬁ%:ﬁ@]k%ﬁﬁf%é?ﬁ&f&:éﬂ%?ﬁ%é z

DET, ERRY X7 EHHE RMP) iKES%, AROERRZLMERIFE ~ OB 5
HIRHBHERTH - T, AR ORENE2BELBE - HEL, FFOREFITLY ERR
BIERZRE LBICRRT 5 2 L B %ERZD, UTOO~@DT T2 T HRIC
BWTERTLINETH D,

@ MERicoONWT-

@1 Tiaw (1) ~ &) PVTHNTHEETIERTHDZ &,

(1) BEFBRESEET 2 ADFERIL RS GBI R A BRESILRIRTE,
fﬂaiazz»zu SRCEHEL SRR, USRS BRI Y

(2) FEMERERIE .

() FEREMENEET ERADREERRE (BABRESEER Be. AR
Bk, BARREBHERB: L) :

(4) AFACFREELRE L. SSREEREME 1 USSR RREME 2 Ok ETE
KRB EHEIT> TV O HER

(5) MEMEERNS ERMEORRERIE S BHZIT> TV DR

@2 ENRAEOFERERVRIERAEREOXINC R0 L Rz FOEM
(FROWTRMICERY T HER) 23, YUKBRBOFACETRROBEEL LT

BEShTW5Z L,

= ,

o ERGHRER 2 EOMPTHERET L-BIC 5 £ OB ARROBRRIHE S
ToTWaZ &, b, 28U LR, BAEMREZEL Ltﬁ‘ﬁfﬂiﬁ.fg?—@ﬁﬂg%
ToTWAZ &,

o ERMARHFRER 2 EOMMERET Ltk 5 FUEOREBEEEZROR
RBEREALTVDZ &,

@ BRRNOEEREHRTHOMEHICOVT

EESSOERCAET 5 AL SRE SN, MRS, LONRER, AWK
SESERFOEEOTRR CEMSICHT 5 HRRE, AEFRIRE LLHRORE
I, ERFELHLITITONAEFINESTNDEZ L,
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® BHEADRIRIZOWT

@-1 BIfERZEBR ORISAERICEY 2 B -
FMEMEMRBEOERRBIFFANRAE LLBIT, 24 FRBEREHIO T, YiMiRY

FREEEMERIC RV T, RBE L EWERICE U CABREER D CT S0RITERA OERI 4

BERRECHERPEEPI/LN, ELHITRHIGATRAREHRE- TSI L,

@-2 ERHAEBHFICL3FBRESMSCET 58 H:

BABRICED 2 EMNRMBRE R AT 3 EREEENBERE=X Y 7
EEDLERDOAZ ) == FRITOERE L ERE G T 35— AEREH 2
HERTVWAZ L, 2B, BEEHICOWT, BABRELZOFHRICHSICBMENT
Waz ek,

@-3 BIEROBREFCRRICE LT

 BMER (RIEMIREC ., BEEGEAE. D%, 5. MEUGRARE. KB%k.
ANBk, BEEOTH. | BERRE. BUERZ%, Fre. FleEme, i, muiensg
%, RRBUSEERE . TROMERS, MElE, TEE, BTRE, Mk, EE0K
BEE, HIRMARERIE, infusion reaction. EEZMIKEE, MBERERIEER. Bk,
Bede, BEORBERG, RIRIREME, DEEE (LEME - 20K - ORI |
JES I, EAE) T/ LT, YR SOLERE RS OB 2 A 5 EA &
L EHEROBZECHRICE L THRERVXELZZT ONBEHICH B L), BT
R ILENTE BHEMBESTVB DL, o
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5. RENBLESBE
[Fzhiiz 5 2 FH] |
O TFTEROBFBIBWTARDOEDESRIN TS,
o EERRERISE R CBEER ORISR R A2 I/ VA R 2R OB B AR
B o
. EAUREONN H/IVE B OEMEEERE IR B AR
7235, BRAFRIETER 2 H T 5 BHICHV TiL, BRAFEEAIC X 518 b EE T
BT, ;

@ FH+A Y re T BEIMCEEERBBRORBIR TR ELRAERE 25
& LT HBSMSEIARTABR (CA209067RER) IZBW\T, RMRL S/ Y'Y AvTHRE
L CEPMSRIES RTINS, 727 L, AEI+A ) A T RE & ARBME
5% W LeRBRORBRFHC BV T, PD-LIEERRICI VA ) AT 0 kSR
BRBELDZBERIF TR INIBRBI/ONATHS (7pBR) . 20k, BIE
TR E2EHERAEBEICEN T, XFLA VY AT L OMRAREDTAE L H
Wi 5384, PD-LIBBRRZHERT S Z ENEE LV, PD-LIERRNI%U LTS
5L BHERSNEBAFEICBO TR, FRE ARBEMREZEET S, B, BIA
MR BB AERE LS L LB E 1 3B (CA2090045R8%) D =k—
FSIZRW T, {LBRIERBEREBE L L2RERRBE L OB THRA+ A Y A
< 7 REOFHEICHRREZRITFBD DR THRY,

* AFIOBWIFE LT, BR5E4 : PD-L1 IHC 28-8 pharmDx [#'=2) REBShTW3,

#1)  AJCC (American Joint Committee on Cancer) JRHISYIE (85740 105 5

22



(et 5 35E] o |
O TREEYUTIABCOVTUIAFORENERL SNTVDEI LD, fEET
blanz k,

AR DRATITR LIBBUEDBEREBOH 5 BE

@ WBEFOEMITBW T TRIZEY T3 RBEICOVTIE, AR OB EITHE I 2V

2,
.

HOWBFRIRE DS 2VFEWCRY . HECAHEZERTH L 2B TE S,
MEMEMREDOSH IEED H 5 BE |

I EERE CRIER 2R b BE R UNEBIE O BB IR O RR YL Mi%
SOMICREMELRHRON D BE ~
B DASRBOAIN UTBERRE L < BB B CRBERB OBEERED
b5 BE , ‘

BB HEE (EnRRRBEEZE0) 0b5EE
REOREXIREZE T 8%E

" ECOG Performance Status 3-4 &2 DBE

#2) ECOG & Performance Status (PS)

Score

e

0

2 RERLEYTES, BFALFALABRAENHIRZ ATX 5,

PIRERIC B LVWEBNIRIR SN B 2, SITARET, BIERCEE> TOERIIITI Z LB TE 5.
Bl BVWRE, FEEX '

BT CHEA O DEY O Z L i3 T ~TABESMEEIZTE 2. BHO 50% Eixy FATBIF.

BoNESOFORY DI & LMTERY, BFD 50%UAEEZy FARFTBI T,

W

é<ﬁﬁ&w?Eﬁ@%@@b@:amé<v%&mo%ém&yﬁmﬁ%vﬁf?o
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6. BERELUTEETEEE
@ HASTES ML, AERFEES N RET 2 ERS I LS &R OER BIERS
DD BB EREHCER LTI ERTE L,
@ WEBMCES D, BEXIEORECEDER MEREY BB L, AEEE
ThbBETHZ L,
® BHRURFEREBEEAERZEICRVT, A LA ) AvT L OFRREOTE
FHWT5BA. PDLI BEEOLRERT D2 EHBEE LS, PD-L1 BHEBHFHER
TERVHEIIE, FH LA CY DT L OGAOES LEIICHE L Eoits
TBC L,
@ ERBWERO=FRY AL MTZOWT
. EEMERRDLDND I LRHBOT, AROBREICHE > TiE, B
R RIRREE, W, REE) ORBROME X BRECENRS, BEr+S
AT Db, Ehe. BECRK UTHEE CT. LiE~—b—%0oRE:EET 5
Tz,
o+ AFOBEIXEED infusion reaction Z{f X TRARICHARHHOTE B
EEiTo- ETRIATAZ ¢, E£72.2HHE ﬂﬁ%@iﬁ]ﬁ%ﬁ#il infusion reaction
Bhbbia =k bhb0T, KEBREFRUCARBERTHRIL AL ZAFA
VERET %, BAEOREZTDICBETH I L, 12385, infusionreaction %
FE U BAITIL, £ TOMBERERNERICEET 5 = TRE L O8I
THZL,
o FRIERERE. TEASERERVRIBEENHLLNBZERHBDT,
AR D12 5 BREHI R O 5 517 P I B LI N WS AERRZS (TSH. 8k T3,
HERE T4, ACTH, M =VFY —VEOBEIE) #EHT52 L,
o AFOBEIC LY. BECRERIGICERT S LE 1 bhokEs RERCHE
Robbbiad o Lihs, BERBOONLEATIE. BRLEESIIS LR
B PARO 72 N5 &SRB 2 RO ENT LB U ORI BRI 21TV BE DR
Bz X ABHWER S RN 2BE121k,. AFIOKREXIZFIE, RUBIBEER
NEVEIOBRESEEERT B L, BB, BIBRERLVEY ORI LY EIE
Fl DBE AR ban&w%ALi\ﬂ%&E$W%VH%®ﬁEWﬂﬁ@ﬁm

HbERTDHZ L,
¢ RERTH. ﬁLﬁ#B&ﬁHP@LT#BﬂWﬁ%%ﬁ?% kﬁ%étb
ARIOBERTRICHEWEROREBRICHTERTH Z &,

o 1EERE (RIE 1 BUERP S U)ﬁ%%bh\%RFE#FTVF—VX
KERZLBRHEOT, RB, Bl BHEOERORERRLOEEDS EFIZT+
SEBTHZE, 1 EERBAEDNEZESICEBREZHEL, 12X V7
RoBEEOBMRLEBEZITO 2 L,
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®

®.

o 1ENERG (BUE 1 BUMERBE ST Rbbbh, BREES FT Y R—YX

' n%a:&ﬁﬁéwf\u%\%b\%&%mﬁ%@%ﬁ%mﬁﬁwtﬁm+
SEBTHIE, | BERFSEDNICBIIIREETIEL, VR Y VR
HOHELEOBEN2NERITH 2 L,

. BUERTH. AR, GRS, k. BUEREARHLLDNEZ LBHD
DT, EHFICIFRERE LT, BEORBE+OCBETS L,

IRIR IR R a2 B B B RE AT 3B, AROBKRRRICIV T, B5

BItED D 3 4 B BAR. TR, BEBE D 1 4RI 6 BRIZ Lo EDE

WEAT> TV Z L 2BZI, ARRERILENNCHROMRETI Z L,

EAUIRS% OEMRAERE ~OREBIEE L UTHEAT 3BT, AR OBR

HRERICBWT, 12 BREIZ L ICAMEOFEMEITo TV Z L 2B EIT, AFRE

¢mi%%m%%®ﬁ%%ﬁ5:tﬁﬁaﬁﬁﬁ%%&kbfﬁm?é%émﬁ\
AR OBREHEIT 12 VAETLETHIL,
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HEERAHEET A FF4 v
=A< (BiFRHE#Z)

B4 : A7V —RRFEHE 20 mg, 7 V—REHEE 100 mg, F7P—
‘ RAREE 120 mg, F 7 P—RRAEHE 240 mg) ‘

~ SRS~

T2 9438 (ARI241 1 A BET)
| JE A s
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1. B

EERBOEME - REMOREROTDITHE, BAXESICESVEE 2R KD
BB, Sbic, EEORERFOMESIC LY, FUKERR R ¥ OBFH0R IS
FEELNABINEPT, ZRHOEER L EICLERBECRET 5 2 L RBEED
BEEL 20 TRV EEMBGEE L WEOEAFE 2016 (EEk 28 4F 6 A 2 B HAERE)
BV TH, EFNERSEOHACEBIEERZRSZ L L SNTVS,
FRERMFERRIL. BRERCEAN 0T 7 A VREEOERR LB b MR
RBZERDD, DD, AR OESHICET 5 HRA+HE/T 5 E TOR,
UHEELOBELR BT LRI NIAECH L THEATS L L bic, BlfE
ABSRER LB LERRSE & 52 L RAER— RO EH 2 T EREE CER
THILNEBETHS, | ' ,
L7eMoT, AHA T4 0Tk, BRBERSZNE TIB LN T\ B ELEEH -
A2 RIICESE, UTOEEROBERERZIET 280 b LERER, 22
FROEEEEL T, |

R AHA KT A VI, MISTEE AE RS EFRER A, ABHREARA
EEARIEEYS . — LI A ABRABES, — RS AT REERIEER O
AEHFEANBROBARFES OB AIOb L ERR LT,

XL RBERR A7 U— R EERE 0me, 47V — R AEHE 100mg., 37
' —REREE 120 mg, I 7 V—REFFE 240 mg (—i%% : =
AN~ T (EETFARz))
HBELRIWRXINE : BREIRBES2H T 2 HEENE
HELRAPERVEE - BE. RACR=Rr~T7 (BETHEHEL) L 1LT, 1/ 240mg
| % 2 BRI XIE 1 H 480 mg % 4 BB CARSET 5,
B IR R ¥ F IR TERRSH




2. FRIORE. /EREF

F 7V — R AR 20 mg, FATEEE 100 mg. BT 120 mg & ORAHEEE
240 mg (—#% : =RN~7 (BEFHEERL). BT, TF4] 2v5,) ik, NEFER
| ITEBRRSHLAF LI ETYA MM v ¥—X 2747 (BMS) #) B
A% L7-t bk PD-1 (Programmed cell death-1) } JC]L + %t M 1G4 £ 7 u—F Pk
THB,

PD-1 1%, f&EHEE L2 Y 98k (T AR, BHIRROTF =I5 0%5—THMIR) ROE
BERAMNICZEET D CD28 7 7 X UV — (T HEBROIEMAL 2 MBIRYIZIE L A ITHIET 55
FE) BT AIRARTH B, PD-1IIHFRIRFHRICEER TS PD-1 V Vv F (PD-L1
BROPD-L2) LA L, U U BRI Y 7TV B REL TU V8RO TEEIREZ
ARG LTWA, PD-1 UV H Yy FIIFURREFHERLAMC b MOk~ 2IBEHEBICRER
LTy, EMREAESREDN LR LEREHEBRICIITS PD-L1 ORELHROLEF
IR L ORI ADEBEERRH B Z L BRHRE S TWS (Cancer 2010; 116: 1757-66).
T BEMEAERE CIVAREE T MRSELT 2 V¥ —T=a i< (FN-y)
IC LT PDL1 ORBEAFESH, B8 L2EEERICRIT S PD-L1 OB LFED
AR L ORNCIEDOHEBRENH 5 & OBE L H S (Sci Transl Med 2012; 28: 127-37)
X blz, PD-L1 ZiEHIRE SN AMIRIZ, FUEEER CDS B T MiRoMinEs
EM P SE B, H PD-L1 HifkT PD-1 & PD-L1 & DFEARMET 3 L2 0Ml
BEFEEIEETZ ZEWRRINTNS, EDOZ 55 PD-1/PD-1 Y U FEEIL, 2
AR TSR T ML OBBE L ERET 2BF0—2 L LTEL LT
%o
- ARENEBERROBRS D PD-1 OHRSMEIR (PD-1 U 7 FREAHEE) 124 L.
PD-1 £ PD-1 D HV R DOEESEHET A LICLY ., BATENFENZ T ROE
AL R O AMIBRIC K3 2 MR BT A M T 5 2 & Tﬁﬁﬁ’]r‘;#ﬂi%xﬁ%%Tfr
ZERHERINTNS,

B DR S ARSI B Fi e BRI 2 D B b O L B S,
IR xR & LR E B L At REMR OBAESHER S,

AFNOEFABFICESBEOKERRIC L 2RERSER S bbh, EEIETIC
EBERENRD B, FHOBREFRUREHRITIZ, BEOREE TV, RENH
» BN TBAEITIL, BB L ERITIE U B2 % & R E O ER L EE L TE
LI ER2 W 21TV, BEDRERINT J:émlﬂ’ﬁﬁﬁmﬁﬁbﬂé%A i, BIBRESLV
EVROREFEOHEGRVERIT O BEBDH D,



3. ERPREGEX _
BREXIIRRBES AT 2 ERMEORBEICTHE 21T > £ X2 BRBROKEZ
N I '

[F%hit]) '
ER ARG MAERER (ONO-4538-11/CA2091415488) _
75 FF RIS T RRE TR TR b6 A UNICRBEF THERARD O

72 ABYE BRI BEHRE OB & 72 b 72 WILE)/ IV O SRS R BB 2 BE 36161 (B
RABE2IHIZETe, AFE2406), HBRE1214]) 2RI, BREYEMIERLE
BE (A FFLEY—F, FEZFFEAUTEY SV <T) 23R E LTHAHAB mgkes
VAR CARESRE L E0FMEROEZEMERT L, TETFHERETHIE
R GUF. T0SI 5, ) (il [95%EERM] ) ohmmiidRE, &
KIBET7.49 [5.49~9.10] H B. BB T5.06 [4.04~6.05] WA TH Y, AENTIERAY
RN L 7= IR LRI E B RERE 277 Lis (N — FH0.70 [97.73%(5
X : 0.51~0.96] . p=0.0101 [BFllogranki®®&] ) ,

*1 @ 1R¥6 B BOULATR DI BRE 2 BT,

2 WL SNEZEFEEHANT. Nk, B - FTHEERUWE,

1.0 :
0ol & - AF|Ef
' | -&- o EBEE
0.8-
0.7
£ 06
5
E 05
0.4 "
lA_-_, B R
0.2- I
0.1- |
0'0— T T T v T T ; T T T T T ; T T T v T
0 3 6 9 12 - 15 18
. at risk# _ £FHEM (A
REIE 240 167 109 52 24 7
HBE 121 87 42 - 17 5 1

® 1 OS ® Kaplan-Meier Bi#% (ONO-4538-11/CA209141 FAER)



(PD-L1RZRIB DB ZMER R 24E)
EpE RIS MR (ONO-4538-11/CA2091413888) T AN ON-BED S b,

IEEARBIZBVTPDLI 2B L EEERS 5D 384 (LT, IPD-LIFFHE] L.
5.) ICET B IEBRNB LN —BOBE DT — & [CE-S% PD-LIRBERMCERINC
BT B AT - e AR OESEORRIZIUTO LB Tholz, ,
BZEIZEI LT, PD-LIRRES1%KREOFE I B L ISERFOKRTHo = (T
&),
7238, PD-LIORBRRICL 5T, AFORER T n T 7 A VIZFETH o2,

100 -~

—Nivolumab 3 mg/kg o —Nivolumab 3 mg/kg
wd X Investigator Choice R L e Investigator Choice
g g
4 4
B 50 & 60
[ e
5 £
i & %o
4 5 © 20
L
0 e d T v = v T 1] S — LU 2 . .
0 3 [ 9 12 15 18 21 29 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36, 39!
SEFNMA) 2E7NM(A)
atrisk . atxisk ]
Nivolumab3mghkg 96 74 59 42 36 25 22 19 1 1 8 5 1 0 Nivoumab3mghkg 76 54 39 32 29 20 19 17 15 1 5 4 3
Investigator Cholce 63 45 24 14 10 6 4 3 2 2 0 0 0 0 Investigator Choice 40 30 19 14 10 7 5 4 4 1 0 0 0
—A— Nivolumab Imghkg (events:81/96), median and 95% CIL 8.1 (6.7,9.5) —&~— Nivolumsb Img/kg (events:67/76), median and 95% CL: 6.5 (4.4,11.7)
e Fvestigator's Choice :60/63), median and 95% CL: 4.7 (3.8,6.2) s Fuvestigator's Choice (events:39/40), median and 95% CL: 5.5 (3.7,8.5)
Nivo vs INV Choice - hazard ratio (95% CI): 0.55 (0.39,0.78) Nivo vs INV Choice - bazard ratio (95% CI): 0.73 (0.49,1.09) .
ONO-4538-11/CA209141 B DPD-LIRBRJ COOSOFMAITH2UET 0 —T v FF—F D
Kaplan-Meierilifit

(£ : PD-LIZ1%DBEHE, AR : PD-L1<1%0BEHE)



[Z4eik] ‘

ERS RS MARE (ONO-4538-11/CA209141505R)

BHEERIIAFIR229/23661 (97.0%) R UXREE109/111461 (98.2%) DB, &
BRIEL ORRBHRBBETERVWEBTERIIAARE139/23661 (58.9%) . xIHE#ES6/111
Bl (77.5%) TR bivic, FBHRENSKUEOBHERIZITROLEBY Thot,

#1 RBERB5%UEOBHER (ONO-4538-11/CA2091413008)  (RLMMTHSER)

B (%)
[2f=§—2 I / |
Rk R KT
(MedDRA/Jver.18.1) ' 236 f1 111 51
% Grade Grade 34 Grade 5 £ Grade Grade 3-4 Grade 5

LRIER © 139 (589) 31 (13.1) 1 ( 04) 8 (775) 39 (351) 1 ( 0.9
MBIV RREE

=il 12 (51 3 (13 0 18 (162) 5 ( 45 0
I ERIRA BE 0 0 0 9 (81 8 (72 0
BREE : o

T 16 ( 68 0 0 15 (135 2 ( 1.8 0
BEi 20 (85 0 0 23 (207) 1 (09 0

AR% 5 (21) 1 (04 0 10 (90 3 (27 0
gk 8 ( 34 0 8 (72 0 0
—f% R HEEBI RS OKEE _ ,
&S E 10 (42 1 (04 0 16 (144) 2 ( 1.8) 0
S 33 (140) 5 ( 21) 0 19 (171) 3 (27 0
DR 3 (13 70 0 14 (126) 2 ( 1.8) 0
FRERIREE . '

REHD 4 (1D o 0 6 (54 0 0
RBBIVREES : :

BARBIE 17 (72 0 0 8 (72 0 0
WRRER o
K=z F— 1 (04 o0 0 7 ( 63) 0 0
BEERI U TGRS .
BHEESE 0 0 0 14 (126) 3 (27 0
i 17 S 7 (300 0 0 10 (900 0 0
THFERE 17 (72 0 0 0 0 0
%5 18 (76 0 0 5 (45 1 (09 0

B, FEMERER 76 (3.0%) . HEERARE/ I F3F—5 6 (2.1%) . g
BEES A (2.1%) . FIRIBHEEEREE 176 (72%) . SREE 76 (3.0%) . BiEmE
E 16 (04%) . BIBEE 14] (04%) . TEABREEE 246 (0.8%) . FiRDiEESR
14 (0.4%) K& U%infusionreaction3 B (1.3%) MWH bhiz, £7r. EEGENE.
DEEJe, Bdk, Kipsk - BEO TR, 1 BUHERR, SEtkn/ MO HRBER, k.
Bk - BRI, BEEORBREE., SEBRRRVEEOREREEIIRD bN2ho Tz,
ARIERRBURNIIEESES (%%mﬁfﬁﬁﬁ%ﬁb) EEDEHBRETRT,



(R - AE]

AR OBEFEYEEREFNAZFB LY I 2b—v 32XV, AH3 mgkg (B
E) X240 mg % 2 BRIFR CRE L BROAH O MFFRESRFN S, O
B &K 240 mg 2 E L-BORERIT, A 3 mgkg 2R E LZBEOREER &
LTREZRTEFEENEbO0, BAABECEONTERMEIHBSNTHHH
% BE (10mgkg % 2 BRIRBTHE) TAAZERE LZFEORER L B L TRE
BRTEFREENE (TR, M2 T BEOBEICK T 27 —FIESE, &% 3mgkg -

(fE) Xi% 240 mg % 2 WREIMR CRE LI BROAFORER L AIMEXIIZ St L
OBEEYRHTIBRERGEFAVPBEIN. YRBEICOWTRHPTOIICRER.,
EROPE - AROMTHMMERCR SRR ZRIRVE TRISE,

#2 FHOEYBE ST A—F

Fﬁ -'(f . FH ﬁ Crnax Crind14 Cavgdl4 Cmax,ss Cmin,ss Cavg,ss
(pg/mlL) (ng/mlL) (pg/mL) (pg/mL) (pg/mL) (ng/mL)
51.6 16.6 243 113 62.1 77.6
3mgkg Q2W | (355 708) | (107,245) | (17.1,33.9) | (75.0,170) |- (27.1,107) | (42.1,127)
240 mg Q2W 727 - 235 34.1 159 87.8 109
mg (51.1,103) | (15.2,34.6) | (25.1,47.8) | (102,254) | (41:5,158) | (62.1,187)
191 61.3 90.8 398 217 278
10 mg/kg Q2W (147,219) | (51.2,79.2) | (79.0, 114) (331, 532) (184, 313) (237, 386)

" RRE (5%, 95%8) . Q2W : LEMRIRIME. Cuu : HIEREH# OBEHMIETERE, Cuinas : FIER5H 14

H B2 3 BRmE FEE, Cagad : MIERE#140 B E COEHMBPBRE. Cuxs: EFRRBICE
T AREMIEHIREE, %mbﬁ REBICRIT 2 BIEMIE T, Cags : EFIRBIZE 3 W MFEH
BE ' :

¥ ARIOBEREMBREETARAALLEY I 2 b—va VTR KA 480 mg
% 4 BRI TR EIBEAR O AL - RS THRE LR OAK 0 miE PIRE SRR
Ente, FTORR. &K 480 mg & 4 BEBRTHRE L2BEOERRBICEIT 54,
C EPEE (BLTF. Cagsl £V, ) 15, &K 240mg % 2 BREIBRE TERE L7ZEED Cuges
,&ﬁ&#ék%@éﬂt(?ilcit\$ﬂ4wmg%4ﬁﬁﬁﬁﬁﬁﬁbtﬁwﬁ
BRBBICRIT AREMBEFRE CIT. (Cuxel EVD, ) 1, A% 240mg % 2 B
B IR E LB D Comes & B L THEEZRT EFRISNZ 0D, BARABEITE
wrﬁa&#%wénfmaﬁ&-%ﬁ(wmyg%zﬁﬁﬁﬁfﬁé)ﬁﬁﬁ%&ﬁ
Lt%@cmﬁkmﬁbfﬁﬁ%%?k%wéﬂt(Ti)QMKT\@ﬁ@EEK%
J 37— I ESE, A 3mgkg (KE) 7213 240mg % 2 BHMMR. 3L <I34H
480 mg % 4 ARG TR E L BORF OREE L A3 itz etk L OREL R
TARBRAETFAPEBES L., YHBEEIZ OV TREBIThh I ER. L@@m%
%gwﬁfﬁ%ﬁ&Uﬁéﬁk%%&%iﬁ&wk%@énto



£3 FHAOKYGR T A —F

Hq Yf . ;H % Crax Cmind2s CavgdZB Cma:gss Cmin,ss Cavg,ss
, (pg/mL) (pg/mL) (ng/mL) (ng/ml) (pg/mL) (ug/mL)
3 W 516 272 31.0 113 62.1 77.6
mgkg Q (35.2,70.8) | (16.5,403) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
72.7 383 437 159 878 - | 109
240mg QW | (51 103) | (233,59.0) | (308,609) | (102,254) | (415,158) | (62.1,187)
480 mg QAW 145 29.7 53.0 216 713 109
mg (102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (27.5,137) | (62.1,187)
193 99.6 116 396 214 275
10mghkg QW | (146 222) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377

hdE (5%, 95%5) . Q2W : 2RI, Q4W : 4BRRRE. Cux: AIEREROEREMLENRE,
Cuindzs : DI 5428 B B I BT A RISMIEFIRE, Covears : PIEHRS5#280 B £ TOREHMBFRE..
Crnaxss : Eﬁlﬂ(@ilﬁﬁbﬁﬁﬂﬂ?ﬁqﬂﬁg\ Conin,ss : ﬁ:’ﬁ%ﬁ?%lﬁﬁéﬁﬁmﬁq:%E\ Cavg,ss: ﬁ:?ir%‘)'kﬁ.é
BT 5 M R E



4, HEERIZOVWT
AREM L UTHARERE (0% BRELN TR Z b, YERELE
_Jiéﬁ@f% MR THIVENRD D, £DO LT, FHOBREREEZBE LW - &
EL, AROHEEIC LY BEERBWERAZREA LLBICRIET 5 2 L X BERD, UTF
DO~@DTRTER/ITHRICBNWTERATLIRETHD,

@ ﬁﬁ‘\-")‘l"c

®-1 —FnEOD (1) ~ (5) DWFhs um%‘?‘éﬁﬁ&“fﬁ)é Eo

() EEFBREMEET 2 NABDRESILIRRE EHERRH ABEEEIL .
ﬂ@#h SHCBEHEILARRE, HEAS AR &)

(2) FeEHRERbT

(3) FERFRMENEET 505 ABFEERE (75=/v=’\)§f§%haﬁf‘ B, BABEESE
Bk, NABEEEHEERR R &) ,

() ARALFERIEEARE L. SSRICRRENE 1 SUIARCEREME 2 OREREYE
(A% BB HEFT > TV B HER

(5) MEMEEAOSEBEMAEOHREREIRDBHEIT> TV SRR

M2 FEFEE O(L2EER OBWE R RB ORI IC 4 72 55k L BB & B S ER X
mﬁﬂ@%(T%wwﬁh#_vﬁféﬁﬁxmﬁﬂﬁﬁ)m WA O AFT B
?6%%@%&%&Lfﬁﬁénfmé &,

= .

« EMARFREE 2 EOMPTHERET LRI 5 EULORABRDOBIRIHEZ
TFoTWBI L, Hb, 2¢uim wm%%ﬁ&%zkbtmﬁﬁg%mm%%
FFToTWARZ &,

. ERMRFRGEE 2 FOMMPFELET LRI 4 FEL_EO B SWEREIR O
' FHERT-THY. 5b, 2FLEIE, ﬁ>b%%ﬁ$%‘ﬁﬁ—ﬁﬁﬁﬂ fiﬂﬁi%g‘ﬁ@‘
BRIHEZIToT\DH 2 &,

. Eﬁﬁ%xmﬁﬂﬁﬁﬁ4mﬁ”@@@ﬁ%%%?bt&k\sﬁuk@mﬁﬂﬂ

DEERTHERT-oTEY, 55, 2EU R, RARYEREZ S OEARORA
BROBERIHEZIT>TNH T &,
B, KA L ABERIIBOWTREERS02FNEREZET 5720, BEOREK
I %7z ZEAHERIZ EOROWT RN T RAZH T ER (R OLFER
ERVEWERRBRORIC T2k s BREFOEM) L OREREEOL L
CRRTHIL,




O BENOEERERETREDOERICONT
EEREREEICEET S EEEIRE SN, MESEN L OBRED, APE - &
SHESRLOEROTRR CEMTENEMSINT 2 HRRE, AEBRIREL
T BADRMEEE. ERESLHIITONAEFRESTNWEZ L,

- @ BEMWERA~ORIBIZONWT
®-1 HaREHlicBE+ 32,

MR REOEERBERANSE LB, 24 BRI O T, YEZHERY
TOEERERICBWT, BRUZBERIIR CTAREERRKR U CT £0RITER OERNT Y
ERREOERPY EPICELN, EBICKISFIRBERERBE-STWHWEZ L,

. @2 ERREBEECLIFEFFRNINICETIES ,

PARRICEDSEMNZ2AMBRE UCKEZE T2 EREEEPBHERE=4 ) 7
EEDICERDAY ) == FR2ITOVERE L FREHFT TE 55— L EREHIPE
HENTVWBZ L, 28, BRERICOWT, BABRE L ZORKCHHCAMENT
YR

@-3 BIfER ORIz LT

BIER (REMRRRICI ., EEGENRE, L%k, Bk, BOUHRIEE, KBk,
MNBJ. BEOTRE, | BMERR, BUERFZ%, AL, SRS, k., BiEng
75, FURBHSREREE . TRAKMAES, MEEE, BEE, BIBREE, Mgk, BEEOK
JBFEE, #ARMmEZEMRIE, infusion reaction. EEZMKEE ., mMEKEAEFERE. B,
Fede, BEORBERIG, WEH RSN, DIEE (LERS) - 50 - LEEEIMUHES)
JEEHMm, EALE) okt LT, YR UL EBEREBOEMME 2T 5 EL & EE
L BIEBOBECREICE L THRERUXEL ST b3 &tch 3 L), Ebic
R LER TE D EHRESTNBZ L,
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5. BEXNRLRHIBE
[BoEicBEd 2 FIE]
O 7I5F MM RDBREREOS 5 BE BV CAROFHERREN TN,
© FTRICHYTBEBICHT BARORERUEERFE SV T, AFIOEZESR
X INTRBLT., FADERERFR LR,
e  FIFFHAEETFRIEC X ABREORVWEE
o IR MBIRIEE
o MOREMEFEALIALTREShIBFE :
® AFITEEILREMERRICB VT, é%ﬁ@kkmfﬁ%ﬁkﬁbfﬁ%ﬁ#ﬁ
| EESNTVAM, PDLI BREIC L ) ASMOEANRRS Z L RRBR SN SRR
RELNTNAZ b, PDL1 REEHHER LI L TEHOREREOHN %
T5ZEMEELY, PDL1 BEER 1%KHTHB 2 L PHR SNz BETR
TiE, AFILS ORI L ZBRT 5, ‘
Rk AFOBWEFE L LT, BRFES : PD-L1 IHC 28-8 pharmDx & =] BEBEh TV 5,

[Z4tHicBT 5 FHE]

O TREZRYUTIEFIZOVTIAFORENERLE SNTNDE L1 b, BEET

| blrnzZ &,
. ﬁﬂ@ﬁﬁkﬁb@ﬂf@%ﬁﬁ@&é%ﬁ

@ IREEIOFTMICIBVTFRICEY T3 BE T OVTIE, Zliﬁﬂﬂ)&“fﬁi?ﬁﬁéﬂfib\
D, MOEFRRER RWGEEITRY | HE] \-Zliﬁu%ﬁ}ﬂ'a‘é LERERTE D,
s BEEMMERBOSHXIIBEEDDH D BE
. IEMESRE CHEY wbéﬁﬁﬁvﬁ@ﬁﬁﬁ%ﬁﬁﬁk%@%éﬁk
 BEOMCREREER L LN D BE
e HERERBDEH. K%il%ﬁ%it%’b( iﬁ%ﬁ@ﬁﬁﬁaf?ﬁ%@ﬁ%ﬁEOD -

HBHBE

o [ESBHME (CEnEBMIRBEEZET) 0)5)6%%‘
o REOBRXIEFERETIARE
*  ECOG Performance Status 3-4EV D

(ED  BCOG O Performance Status (PS)

Score | %

0 | &<MBR{FEHTES, %F”’Ikﬂbﬁmiﬁﬁ=ﬂ%’]ﬁﬁfi<ﬁz_5

AERIZE LWEBNIHIIR S D 38, BHITRIRET. BIERDE > TOERBITO) 2R TE D,
Bl BWRE, BHER ‘

BITRAIRETHADOFOE Y D Z L3 T X CTHEEMMERZRTE RV, BFD 50%LL Eid~<y FATRIT,

BONEESOEOEY OZ L LHTEARY, BFEO 0% EERy FABRTFCRIT,

W —t

2<LBFRY, BROFOEY O Lix£ TERY, B2y FAEFTBRIT.
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6. BETBELTHEETREEH

O HFECEFITMA, MIBRFEEE NRET 2 BHSICE S E R ORFER OBEIESS
%@t WCHERERETHICERLTHLERTIZ L,

@ BREBIBICAEN L, BEXIXEFOFRICEDMER OERIEE 14 m%b AEE2E
ThoRETHZ L,

® HMA%ﬁ%%ﬁ%btk?ﬁﬂ@&%ﬂ%%%w?éckﬁzibwﬁJm¢1
RAEPEFE TERVRERITIE, AR OEROER 2 EEIHE Lz ETRET S
Z &,

@ EREMERD=FRI AL MZoNT
o WIEMERERDLDLNBZ EBHDDT, AROREITHI-o Tk, mﬁr

R O(EREEE, mk, BEE) ORRBRUKE X BREOERSE, BRE+45
wiTH 2k, Ee, BERISUTHEE CT, MiF~v—V—S0RELERTZ

Nl '

o AFOBEIIEE D infusion reaction 12X CRARFICTORMIGD TE D1
BE2ITol L TRt 3 Z &, F7.2 [E B LABEDOAAI# 5T infusion reaction
BdHbbhdZlbdhsdDT, AFREFROFEIRERTRIT AL ZAYA
VERET A%, REOREEHHICBETHZ L, 4238, infusionreaction %
RELHAICIE, 2 TOMERVERBEEICEET 2 TEE 2 +o88
THZE, ‘

o PRBEEREE, TEABERERVIIBEREENSbLhAZLBHEDT,
AF| O 5 BAR & O 5 HIB H X BRI N oW E (TSH, B8 T3,
TE8E T4, ACTH, P a2 VF Y —VEDRIE) #ERBTDIZ L,

. ﬁﬁ@ﬂ%ﬂiw\ﬁgmﬁﬁﬁmctwiéa%zenéﬁﬁﬁﬁﬁ%ﬁ%
BhbbdZ el d, BEAED LNEHEAICT, BRLEBRICE U
%W%&ﬂﬁkﬁ&%ﬁogﬁk@%LT@@&%%%%%ﬁW\ﬁ§®ﬁﬁ
RISIZ X3 BHER B RO B BEITIE., ARIORE TP IE, RUBIBRE R
NEVHIOREEEERTH I L, 2B, BIBRERLE L OREIZ LY BHE
A DBENRTE b&n&w%A X, Bl REFRNE v USORERHIF 0B
HEET D,

o BERTH. EEM»SEIARBLTHOENEARRERT 2L RSB0,
AR OB ERTRICHBEERORITTSITERT 5, _

o IEUERR (BUE 1 BMERREZET) Abhobh, BRSSPV F—U R
KELZERHZDT, RE, Bd, BEHEOEROEBRSCLIEED LRI+
HEETHZ L, | BERBAEDNEATIIREEZPIEL, 4/z)/§
HOBELEOENRNBEERITHIZ &,

o BIERTZ. FRE, IFEREEE. IR, BLEBREREH DRI Z b D
DT, EHRICFEIEREZITV. BEORBZHACBRTIZ L,
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® AEIOBERRBRIC BT, BERAND O M. ThUEE. BEEmD 14
Bt 6 IS 2 IR OB & AT o TV Ve = & 2 BHIC, ARIRE T ITERE
CHEOHRBEATS = L.
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BEEFERAETA FT 1
SR~ T (BETEBZ)

(54 « A7V —RRBEE 20 mg, 7V —RRREE 100 mg, FT7V—
RATEHE 120 mg, 37 V—REEHE 240 mg)

~ R B ~

ER2 948 (Sfn241 1 AYED
EAFEE
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1. XU®ic :

EEHOBDNE - REMOHEFRDTZDITIX, T TELICESWEBERERIRD
bivd, EbIT, EFEORBEMOESIC LY | EERR R & OEFR T HRERE
FEEMBERBINIFT, 2N PEEREZEICHERBEICRETS Z L BNBED
BRELR-oTRY BEMBGEE L WEOEKRSE 2016 CEK 28 £ 6 A 2 AREIERE)
ZRWTH, EFNERMEOEROREMHEELZRZ LT3,

FREARFERRIL, REEACREE T a7 7 A VEREEOERML LAL MR
RBZEWHDB, DD, AHEROCREMIZETIERR+OERTHE TOR,
UREEROBBZBIRIT DI LPHFINIBEICH LTERTR L &b, BIE
FARFER LB BERINE & 5 T & B FRRR—EDEM & M T ERMEE T
THILEREETHD,

L7eWoT, AAA FT4 0Tk, BARBELZNE TRELN TV ERIEFN -
BENRIIESE UTOEELRORKBRERZHETIEANONELREM, 2
FROEBEFEEZTT,

RB, RIA RTA 0%, BIATBIEAE RS EREEAAEE, AKEAEARR
BERERY S, —RAEFEA B RBERARES RO —RAREA B AMRBRZ20%
JI0H LER LTz, _

Xt L 72 B EEE, 47O RGBT 20mg. A7 V— R RBHE 100mg, AT
— A REEE 120 mg, A7 P— R EHEFE240mg (—i%% - = |-
N7 (BirTHEEEZ)) '

XL RAWENEIHR : RIGOIBRR RS IR D B AR AR

HELRAAERVAE : BE., RAZE=AV<T (BEFHEEZ) L LT, 1E240mg
Z 2 BEFRXIX 1B 480 mg % 4 WREAFERE CREEFET 3,
(LR BRIEARIGER ORBYIBR R 88 ST EB 1 O B AR < L <
AV A=T (BrTFHEZ) AT HERIE. BF. BRAK
=A< 7 (BfaFl#Ez) & UT, 108240 mg % 3 BRI
BT4EIRFEHET S, £0%, =FRN~7 (B=FRIRZ) &
LT, 18 240mg % 2 BRIFIFRXIE 1 [ 480 mg % 4 BRIGIR T

_ RIFA#HET 5,

2E KRR ¥EE . NFRELRTEESSHT

(&%) .

BTN BB ¥ — KA ARHEIR S0mg (—& : 1 ) v (BETERL))

DEREXIIBER., BERCHE

%h 88 X X 2 R : RIGYIRTREXIXEBE 0 BHIE :

HBEROCRE: =ALA~T BEFELZ) LOFRIZBWT, 8%, RAIZ

AV A< (BETFHEHEZ) LLT1HImgks (FE) % 3 BREERT 4 BEARESS

ET3,




2. AHIDOIEE. TERBAF

F 7O — R R 20 mg, BRI 100 mg, RAEHE 120 ng RUR "—'—k{ﬁ*%{_i..
240 mg (—k% : =R ~7 (BETFHRHEZ). BT, TAHF &5, ) L NEFRE
TEERAHLAF Ly T Xk BTV R <A ¥—X R7A47 (BMS) 1) »
BA% L7-t k PD-1 (Programmed cell death-1) 12589 % & M 1G4 &/ 7 m—F ok
Th B, ‘
" PD-1 i, BB LY v 5Bk (T HIKE, B HIRRE T F250% 7 —THIR) ROE
BEAMIIRIC T B CD28 77 3 U — (T MIAOEMAL 2 HBIMNICE L AT 24
F88) CBTAZEERTH S, PD-1 AR TMMIICEIRT 2 PD-1 Y ¥ F (PD-L1
BUPDL2) LA L. U v BRICHENES 7L B EE LT Y VS ROERLREE
BICHRE LTWB, PD-1 U H Y FRFURERRMERLUAMT © h Offx 2IEEHAMIC R
LTy, BEEAERED DR LZIEERBICRT S PDLL ORR L HiROESF
IR L ORI ADBBERGERH 5 - ENHESN TS (Cancer 2010; 116: 1757-66) ,
¥ 7o BEMEAERE CIERRE T MRPELT M VY —T =1 v v (IFN-y) -
ik T PD-L1 ORESHE S, BB L BFARICET 5 PDL1 ORRLIFRD
AR & ORMICEDHABIBIRA S 2 L O S B S (Sci Transl Med 2012; 28: 127-37).
X 5lz. PD-L1 ZMEIRE S-S ML, USSR CD8 Bt T MiaoMREE
FEME %58 S B A, i PDL1 HifkT PD-1 & PD-L1 & DA RMET S L 2O |
EEEEREET S 2 ERTERTWS, O & DH PD-1/PD-1 U F o PRI, 28
ARSI RAR T MO OXBE 2 EHET 2WFO—D2 L LTHEALN T
5. . ,
AR, EERBRORED b PD-1 OHMSMER (PD-1 U U v FREA IR ITEA L.
PD-1 & PD-1 YW REOREAZMAETL LTIV, BAFRKGENR T MROTE
HAL R O ASIRIZ 5T B IS EEE 28R 5 2 L TR R FIBEBESR 2R T
T ENHEREINTND,

b ORMRNPD, AR EMEEIC T D HRIBREICR VB b o LI/ S,
A RS & L BRRB R  L AAE, REMRUBFISRR S T,

AH) D VPSR k%o<@ﬁmﬂrﬁmkléﬂ¢%%#%6bm,E%XH%EL
=B B B, AFOREFROBRERICIE. BEOBEL ATV, RENRE
B BB AT, BE L ERITIS Ui SRR 22 55 LS BR & B0 AT & Ei L CE
EIRERBH AT, BECRBERIGI & 5 BHEANEDN AR ITIL. BIREESY
L RIOBREEOBEI OB ET O BERD B, :



3. BRRRE ‘
MR EIR R AR S X BT O B MBS D KB RR T 21T - - ERBERRBR OB E
=, ‘ '

[FahtE]

OEBILRFEMFAALR (ONO-4538-03/CA209025 FER)
MEFAEREERAZATIRBHERS TXvF=7, A=F=7, VF7=z=7,
SR R=TE) BETCRRIERE Y AT B T TSSO B R B A B
82141 (AARAEE 63 HlEEtr, ARIBE 4106, =_u ) ARBEEA41H) 2RI, =
Nl AREHRE UTAH 3 mgkg % 2 BB TARSE L & X0EERUER
EMERT L, FEHEEE THA 24T (UIF, Tos) &), ) (FHiE [95%
XM ) i3, AFBET 2500 [21.75~NE] BB, =~m Y AREET 19.55 [17.64~
23.06] PATHY, AFNTzRu ) ARZx U ENICERRERE R L (NPF—
N 0.73 [98.52% E#EX R : 0.57~0. 93] p=0.0018 [/&3! log-rank #R7E] . 201546 H

8AT—FHy vA7) .

1.0
0.9-
0.8-
0.7-
u 06°
T— 0.5~

® 04- | .
0.3 e

—A— AEHIE
O IAOYLXE

0.2
0.1
0.0+
N BN N Ay L I I BN B L RN
0 3 6 g 12 15 18 21 24 27 30 33
at risk# SFEIR (B)

AHIFE 410 389 359 337 305 275 213 138 73 20 3 0
INOAYLAEE 411 366 324 287 265 241 187 115 61 20 2 O

XK1 OS OFEENTRO Kaplan-Meier ﬂﬁ (ONO-4538-03/CA209025 FRER)




S, BARNEAEE 63 5 GRARE 37 B, =<1 U 5 ABE26 B) 0 OS (PRfE [05%
fEEEXRT] ) W AHIBET 2737 [23.62~NE] ¥ A, =Am ) AREETNE [NE~NE]

HATHoT (ANF—TFH 1.50 [95%E8EXM : 0.49~4.54] ) .
* HEEREE LT, )

1.0 =
0.9- :
0.8 ' . e I GRID O
0.74

.. 0.64 . —&— AEIRY

% o5 oo TAROJLRARE

* 0.4
 03-
0.2-
0.1-

O 3 6 9 12 15 18 21 24 27 30

at risk¥ S£77HRR8 (B) -
AFIB 37 37 36 35 35 34 24 16 8 4 0
INOYLAE 26 26 24 24 24 24 20 15 9 3 0

M2 BAALRICEITS 08 @_quaﬂﬁ@ﬁlﬁ‘@ Kaplan-Meier Hif#
(ONO-4538-03/CA209025 FRER)




QEBERBIHEFE (ONO-4538-16/CA209214 FABR)

{EEEBERIAE OEITHE XIS O Y IIRE S MIERE 1,096 F] (BARABRE
72 BlEEte, AVY) AT (BETHEEZL) R T, TR+ Y A7) &0
5.) PHESSOF, R=F=TEE546 B) BB, RA=F=T R LLTEF+AE
Y A7 DBFER NREEEZRE L, TEFHMEE B T3 5 International Metastatic RCC
Database Consortium (AT, [IMDCJ] &5, ) U RT3 O Intermediate J2 OF Poor J
27 DBE (KF+AEY AT 425 F, A=F=T78422 H) 1TBITSH 0S (PRfE

[95%EREXR] ) 1X. AFI+A U A=7HT NE [28.16~NE] B B, RA=F=7§
T 25.95 [22.08~NE] WA THY . AF+A Y A< THIA=F = 7HITH LERHE
B EBRER SR Lz (NF— K 0.63 [99.8%/E8EX M : 0.44~0.89] . p<0.0001 /8
B log-rank ] . 20178 BT BT —F Uy bA7)

*1 : BB AT 5 SEREORBESR2VBE, 1L, UTFOBA S MRERCEH R,
=ERTTERBMIEICA LT | RO RERERE (27 L, hENRERRT

(AT, TVEGF) &\'3, ) Xi% VEGFBAMGEMEM L LiBRIZR< ] AT Sh, »offf

M B EBRE OB S D 6 1 B M EEBRICER Licsd

%2 &K 3mghkg (KE) &4 BV AvT Imghe (KE) % Bz 3 BRI T 4 EARSE L%,
% 3 mghkg (KE) % 2 BRIEMCAEBE Lk, SRARSRIZBVTIL, ARERNICES
Ly 4 EY AvTHARORELT S5 30 U EORB R BV TRELBE Lk,

¥3 : LT OO~®DVFHUC bEES LRV BAICH Favorable Y 27, 1 Xk 2 B 2l 5810
Intermediate J X2, 3 TR L& THEITE Poor Y A7 & Eiz,
OB & IS4 Th bARBROE(ESEN T £ T 1 425R7. OKamofsky —BIRHE 0%k,
O~EZ B U ENEREETIRAR. ORERDOH AT AMED 10 mg/dl B2 5. OFhERER
EYEE HRPER 5, O IMEAEEE LR B2 5

1.0 gy

o B”?\

0.8 TSew, T
k) RN -

e, s
§ 0.7 e, .
o ten
R 06 . . N, s -
it \
g0

& os . s v v -
g

0.4
]
2 o3
& —— R A e

o2 R R I ]

ot 2 Fighh

6o T LA Mt & 14 e T T T

o 2 G > 12 A3:) 1D FAl 24 27 ki 33
Crred 38 Sasmerva! (AAonthsl
FR4S LD S=T8E a2 259 372 343 13z 118 300 43 Y19 I7 2 @
F=F=TE s22 287 352 315 Y] 253 225 Ere] B 14 3 °

X3 OS OFFEEFTRFD Kaplan-Meier Hi#R (ONO-4538-16/CA209214 3RER)
FEATH AR : Intermediate (R Poor U 27 BF
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7t ERRBIAERER (ONO-4538-16/CA209214 BRBR) 1238\ T, IMDC U 22
43¥R7S Favorable U 27 DBFIZTETLME H O RER E ShizdoTc, MR
BRICHASAN BTz Favorable Y R 7 DREFOT —FITESE, BEMIAFT Z1T T2
HER.AF+HAC) AvTRLER L TA=F =R TRERERERBLNTVS (F
&),

L]
,
3 :
$ 07 ;
=2 iR
173} ) 3
5 06 !
g :
O 05 '
s :
204 )
B :
-] :
203 N
g ,
0.2 —— KRl AR Y AT '
..... cAm T RE ¢
g1 IS I '
. ¢
0.0 .
T t 1 H [] ¥ L] L 1] v _l
0 3 6 9 12 15 18 21 24 27 30 a3
Overal Survival (Months) :
FHL/ T AT B2 124 120 116 . 111 108 104 98 78 27 2 0
Fz2zTE 124 0 119 119 117 114 110 109 104 B84 32 3 o

X4 OS OFEIEITRFD Kaplan-Meier kgt (ONO-4538-16/CA20§214 B
RN S ; Favorable U X7 &



[Z4&iE]
OEBRILFFEMABRER (ONO-4538-03/CA209025:5%)

BEESIIAKIBE 397/406 B (97.8%) . =Xm Y KREE386/397 il (97.2%) IZER%
Liv, IBRE L OREBEBEE TE RWVAEBRITARAIEE 319/406 41 (78.6%) , =~
T U L AR 349/397 1 (87.9%) TR bhvic, WA DR THRIRN 5% LOREIE
HAIEXTROLBY Tholk,

£1 WThPORTRERS 5% EOBHER (ONO-4538-03/CA209025 3K

[ BlE (%)
HRARSH A EP TR

%ﬁgngRM 18.0) 406 71 397 61

© verie % Grade  Grade3-4  Grade5 % Grade  Grade 34 Grades

2EMER 319 (78.6) . 76 (18.7) 0 349(87.9) 145(365) . 2(0.5)
MER LY S REE .

=il : 32(7.9) 7(1.7) 0 94 (23.7) 31(7.8) 0
WSWREE :

FURIREREIE T 24(5.9) 1(0.2) 0 2(0.5) 0 0
BBEE

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

T 50 (12.3) 5(1.2) 0 84 (212) 5(1.3) 0

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

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

g 24(5.9) 0 0 36 (9.1) 1(0.3) 0
—fi% - 2HEER XRS5 ORE

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

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

REEDLIE 11Q.7) 0 0 75 (18.9) 12 (3.0) 0

RIS 17(4.2) 0 0 56 (14.1) 2(0.5) 0

- B 34 (8.4) 0 0 37(9.3) . 2(0.5) 0

MRRE

M= L RF o — L 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

mH 7 v7F=8m 27(6.7) 1(0.2) 0 33(8.3) 0 0

FERD 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0

BB IUREEEE

Ba L7 a—ViE 2(0.5) 0 0 29 (7.3) 0 0

& g 9(2.2) 5(1.2) 0 46 (11.6) 15(3.8) 0

BRUSVEY FOE - 5(1.2) 0 0 64 (16.1) 20 (5.0) 0

REHR 48 (11.8) 2(0.5) 0 82 (20.7) 4(1.0) 0
HEERPIURGARES

b : 2767 1(0.2) 0 14 (3.5) 0 0

EhEE « 23(5.7) 0 . 0 5(1.3) 0 0
HREES . :

RERE 1127 0 0 51(12.8) 0 0

EE 24(5.9) 0 . 0 19 (4.8) 1(0.3) 0
TSR, BB X URHREE '

Tk 36 (8.9) 0 0 77(194) 00 0

TR PR 4 30(7.4) 3(0.7) 0 51(12.8) 2(0.5) 0

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

i D 16 (3.9) 6(1.5) 0 58 (14.6) 11(2.8) 0
KB LU TRGES

EEBRER 12 (3.0) 0 0 20(5.0) 0 0

BBEE o ‘ 26 (6.4) 0 0 33(8.3) 0 0

FE . RERFMERSEGRE 4(1.0) 0 0 22(5.5) 0 0

% 5 FEE 57(14.0) 0 0 39(9.8) 0 0

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

2B, MEMEMEREB 196 (4.7%) . B& 161 (02%) . BEHSRIRE/ I A /3F—56

8



Bl (13.8%) . K% - BEOTH 1041 2.5%) . 1 BBERR 1 61 (0.2%) . AFHsAERE
=346 B (11.3%)  FFE 1) (02%) . FUIRBRISEEREE 34 ) (8.4%) . WiERES 55
Bl (13.5%) . BHEEEE (RMETHEEERS) 28 61 (6.9%) . BIBHEESE 6 6l
(1.5%) . infusion reaction 21§ (5.2%) . EEOREEE 441 (1.0%) . TEAHAE
R 2 B (0.5%) . BESE 141 (02%) ROEY 5B 1B (02%) BBHbNE, %
7o, EEMGEE, DR, SR/ MR ESRBER. R - BEE R ORIk ZE
BEIIRD bR o, ARERFERRIIEEFS (BRREEEE2ED) 28
DERERETT.

OEE RS MARRER (ONO-4538-16/CA2092143R8)

HEESIIARF A Y hw 7B 544/547 51(99.5%) . A =F =7 # 532/535 41 (99.4%)
wRD LN, BRELOREERIBETCERVATERIIAA+A V) A-TH#
509/547 Bl (93.1%) . A=F =78 521/535 Bl (97.4%) TR B, WERASOR
TRIBRN 5% EOBERIITRO LBV Tholz,

#2 WPhPORTRESEN S%U EORIVERA (ONO-4538-16/CA209214 )

- . Fi% (%)
%%E'Euiz’—?}ﬁ FH A Y b TR S R=F =R
%ﬁ nanRA/J 2 0 547 1 535 45
© vereY % Grade  Grade34  Grade5 % Grade  Grade3-4  Grade5
£BIER : 509 (93.1) 250 (45.7) 0 521(974) 335(626) 2( 04)
mER LY 3 REE . . )
Am 34( 62) 2( 04) 0 83(155) 24( 45) 0
A Bk IE 1( 02) 0 0 30( 56) 3( 06) 0 -
HFPERISAE 3( 0.5) 1( 02) 0 69(129) 32( 6.0) 0
M/ NEEAME 2( 04) 0 0 95(17.8) 25( 47 0
WTBEE : : ' ‘ .
B e R 2 28( 51  11( 20) 0 0 0 0
FR IR RETTHEE 59 (10.8) 2( 04) 0 12( 22) 0 0
PR BSARIE T 85(155)  2( 04) 0 134(25.0) 1( 02) 0
HRRES . ; ' -
% . 38( 69) 2( 04) 0 38( 71)  1( 02) 0
TEEEE 9( 16) 0 0 30( 56) . 0 0
fEm 35( 64) 0 0 39¢ 73) - 0 0
T ‘ 145(265) 21( 3.8) 0 % 278(520) 28( 52) 0
MR 31( 5.7 0 ' 0 32( 6.0 0 0
HERR . _ 15( 27) - 0 0 96 (17.9) 0 0
3] ' 3( 0.5) 0 0 27( 5.0) 0 0
B AEMRER 6( L1 1( 02) 0 55(10.3) 0 0
B 109(19.9) 8( 15) 0 . 202(378) 6( L1 0
RN 23( 42) 0 0 149(27.9) 14( 26) 0
WgH . 59(108)  4( 07) 0 110(206) 10( 19 - 0
— - 2EEER ICREBEORE
pi A 72(13.2) 8( 1.5) 0 91(17.0) 12( 22) 0
B 202 (36.9) 23( 4.2) 0 264(49.3)  49( 9.2) 0
REED RAE 13( 24) 0 0 152(284) 14( 2.6) 0
©ORAH TR 25( 46) 1( 02) 0 29( 54) 0 0
FE 79 (14.4) 2( 04) 0 33( 6.2) 1( 02) 0
BRRRE _
ALT $3/m 60(11.0)  27( 49) 0 50( 93) 8( 15 0
7 25— 71(13.0) 31( 57) 0 41( 77  17( 32) 0
AST /M 58(106) 19( 3.5) 0 49( 92) 7( 13) 0
w7 V7 F=8m 35( 64) 1( 02) 0 35( 65) 2( 04) .0
1fn BRI S AV D 11( 2.0) 0 0 30( 5.6) 0 0

9



FiEk (%)

%gﬁgfﬁ FFAEY b TR R=F=TH
(Me;DRA/J ver.20.0) 547 ) 535 41 -
o £ Grade Grade 3-4 Grade’s £ Grade Grade 3-4 Grade 5
T XN— 2N 90 (16.5)  56(10.2) 0 58(10.8) 35( 6.5) 0
ek 3( 05) 1( 02) 0 40( 75 23( 43) 0
/MRS 4( 0.7) 1( 02) 0 73(13.6) 36( 6.7) 0
FEED 18( 3.3) 0 0 28( 52) 0 0
‘B EREE 6( L1) 0 0 40( 75)  11( 2)1) 0
KRB LURERS
B 28( 51)  8( 15) 0 10( 1.9) 0 0
REREIE 75(13.7)  7( 13) 0 133(249) 5( 09) 0
HERRB I URAREES . '
BAEE 76 (13.9) 5( 09) 0 39( 7.3) 0 0
P 49( 90) 3( 05) 0 26( 4.9) 0 "0
il 17¢ 3.1)  1( 02 0 36( 67) 1( 02) 0
TR REE : '
RERE 31( 57) 0 0 179(33.5)  1( 02) 0
R . : 53( 9.7y  4( 0.7 0 65 (12.1) 1( 02) 0
FRiRER, MERIS L UNERREE ,
R 45( 82) 0 0 31( 5.8) 0 0
PR R 31(¢ 57) 1( 02) 0 33( 62) 2( 04) 0
S 0 0 0 55(10.3) 3( 0.6) 0
B 32( 59 6( 11 0 0 0 0
EEP LR TRERES
BEREER 40( 7.3) 0 0 46 ( 8.6) 0 0
EEEE 0 0 0. 29( 54) ] 0
FE - REBRFARTRERE 5( 09) ° 0 0 231(432) 49( 9.2) 0
& 5 EE 154(282) 3( 05) 0 49( 9.2) 0 0
b7 118(21.6) 8( 15) 0 67 (12.5) 0 0
WREBIREE ©50( 9.1) 8( 15) 0 22( 41) 1( 02) 0
BERER 2( 04) 0 0 27( 5.0) 0 0
HERE 0 0 0 43( 8.0) 0 0
nEREE
7o ' 12¢ 22)  4( 07 0 216 (404)  85(15.9) 0

B, AEI+HA Y A TEIZBNT, HREE 136 5] (24.9%) . ATHRERESE 98 i

(17.9%) . FIRFRBEEEIEE 147 61 (26.9%) . BHEREREE 46 B (8.4%) . FIEMEHER
B 356 (6.4%) . KIEXK - EEOTH 36 il (6.6%) . EEOKBEESE 20 #l (3.7%) .
TEAEERES 24 6 (44%) | BIBHRERESE 3241 (5.9%) . 1 BRI 561 (0.9%) .
Bede 761 (1.3%) . EEFFESE 161 (02%) . B - BEEAK 2 1 (0.4%) . infusion
reaction 22 4] (4.0%) | 5 & 5 B 2 61 (0.4%) . DA 161 (0.2%) | Fi2k 2 51 (0.4%) .
RSARRARIE/ X A3 F—102 #) (18.6%) . FFZ& 741 (1.3%) RUBEARMEZEREE 2 4

(0.4%) PR bNTz, Tz, FABEHEI/PMMRIBAEERR R CBELERERIIRD N
ot AEEARTRRIIEEES GRREEES ST 2AUEHRRELT
ER -
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[ - B&E] ,

| AAOBERENBBTANVERALEY I 2 a itk D, 53 mgke (5
#) Xi%240 mg # 2 BEER CHRE LEEBEOAFOMEPRESRE SN, Z0OFK
R, AH 240 mg B HE LBRORERIL, FH 3 mgks 28G5 LCBROBRER L e
LTHEERT L FRENLLOO, BAABZFCRO TERESERS LTV A
i AR (10mghkg % 2 BRRBRTRE) TARIZRE LBEOREE & ik L CEHE
PRTEFHENE (FR), M T, EROBEICR ) 37 — & IcE-5%, A5 3 mg/kg
(fEE) Xi%240 mg % 2 BRAIBRCRE L BOAROBRER & A ITR LM
OBEEL BT IRBERIGT T VAEBESL, YHBEIC OV TREPTOh /R,
LROAE - BROMTADER R SEICHERERERI RV RSN, 2, B
MR BRI R AT~ 2 ICES% . AH| 3mgkg XiX 240mg & A vV A< 1mg/ke
% 3 EMBRTRE LZEOAFOREER L Rt L OREE R 2BRBERSET
ABBEES N, SHEEIC OV TREMTbR R, LROME - RO TRl
CHRAREREIARVE TR SN, o

#3 FAIORYBB T 2 —¥

Fﬁ {f . Fﬁ ﬁ Crnax Chriind14 Cavgdl4 Cmax,ss Cmin,ss Cva,ss
' (ug/mL) (ng/mL) (ug/mL) (ng/mL) (pg/mL) (ug/mL)
] - 516 166 243 113 621 " 776
mg/kg Q (352,70.8) | (10.7,24.5) | (17.1,33.9) | (750,171 | (27.1,107) | (42.1,127)
727 235 . 34.1 159 37.8 109
240mg W | (511 103) | (152,346) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8 398 217 278
10 mg/kg Q2W (147,219) | (51.2,79.2) | (79.0,114) | (331,532) (184, 313) (237, 386)

ERRE (5%, 95%4) . Q2W : 2JARIRIME. Cuex : FIEHEAR ORBILIE TERE. Cminas: FIERERLS -
B BB 2RENEPRE, Cups: HAEHRE#148 BE CORESMBPIRE, Cosks: ERERBIZR
B RBMIEDEE, Cuns : EFREBIZBT 3 REMBPFEE. Cugs : EFREBIZBIT 2 FEHLFEP
/=353 . '

$7e AR OREFMEYBBTANERE LEVI 2 Lb—va ViZk D AF 480 mg
% 4 BRI TR S AR OB - RS TRE L BEOAH O M -RE S HE
Ent, FORER. AA 480 mg 7 4 BARBRCRE LIZEOERRRIZI T 2 FHyMm
EFRE CLF. Cagel EV9.) 11, AH 240mg % 2 BRARME THEEF LIZERD Cages -
LERT B PRSI (FR), £, A% 480mg % 4 BHEBIE CRE L BOER
REICBTARARMETRE CUTF. (Caxsl &VV5.) 13, &F 240mg 2 2 BREFR
TEE LD Couns L B L THBEZRT L FRENLbOD, BAABEITENT
BAEMERRERE SN TWS A - AR (10mgke % 2 BRBBTRE) TARIEZRSE L
BED Couss & B LCEERTT L FRISHE (TR), M2 T, EHROBEICBITS
St Sx, AF 3mgke (BRE) Fizik240mg % 2 BRI, & L  134%H 480
mg % 4 AMMIE TRE L BROAHORER L AMIER IR & OBEERHT S
BRBRGEFABBES N, YHEECOWTRERM TP ERER, LROME - AR
DR CHIMER ORI IRERZERITAV L RIS h, |

11



F4 FRDORYBR NG A —F

}-ﬁ If . FE % Crnax Cind2g Cavgdzs Cma:gss Cmin,ss Cavg,ss
(pg/ml) (ug/mL) (ug/mL) (pg/mL) (ug/mL) (ug/mL)
5 - 516 272 31.0 113 62.1 77.6
mg/kg Q (35.2,70.8) | (16.5,40.3) | (21.2,439) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 43.7 159 87.8 109
240mgQ2W | (511 103) | (23.3,59.0) | (308,60.9) | (102,254) | (415,158) | (62.1,187)
450 mg QAW 145 297 53.0 216 713 109
08 (102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (27.5,137) | (62.1,187)
193 99.6 116 396 214 275
10me/ke QAW | (146 222) | (865,132) | (101,148) | (329,525) | (184.303) | (236,377)

FRIE (5%, 95%A) ., Q2W : 2. Q4W : 4B, Cux: FAEREZOREMBETIRE.
Cuint2s : FIEHRE%28H RIZHIT 2 RABMIEFIREE, Covgirs : FERE%28F B £ TOFEHMIBEPIRE,

Comaxss : E%%%Kﬁbjéﬁ-ﬁmﬁ*%f;\ Conin,ss : Eﬁlﬂ(ﬁ?llﬁﬁéﬁﬁmﬂﬁq’ﬁfﬁ\ Cavg,ss . ﬁ:’%”%ﬁ‘%

2381 B mIE PR E

12




4, HERRIZOWT

(SRR IEBETA R DARTS VIR R BE XX O BB BE IR 2 HE81Tid, AR
Sk b LCHEBRERE (SFFRE) PREELNLTVB I Ehb, YEKRAELEIICE
HCx MR THAINERD D, 20O LT, EERY X/ FHEEHE RMP) CHESX,
AF D EERLZEMEREBDH~OBHEHNH DR TH > T, AR OREPEE2E
EroW - BEL. FHOREZIVEERBERERR LEBRICHIET 5 Z & BANE
e, UTOO~@DTRTEMETHERICBNTERAT & TH D,

@ HERIZONT ‘

D-1 FEo (1) ~ B) DVTRNEEYTIHERTHDZ L,

() BEA%BRENEET 5 BADRESENRRRS EEFRPAR %ﬁ%m&ﬁh\

MU AERESEILAURRE, HURS AR R &)

'(2) ﬁﬁzwﬁur i

() BWEFRAESEETIVRAR %ﬁ%ﬁh(m&*ﬁ@%ﬁﬁf& S AR
BHRbE. BABREEHERE R L)

m)%%m%ﬁﬁi%ﬁﬁbv%%m%ﬁﬁm%1Xi%%m%§&m%2®m&§§
L%é@&%ﬁofwémﬁ :

5 H %E%ﬁ%ﬁ*ﬂm%wm REWEICIR B B EIT o TV B fEER

@-2 BFHE @43%&&&&@@1@%%@%%5; W4y anh L BB R R OEM (T
%@mfﬂ#kwé?éﬁﬁ)# YR ORF BT A IEROREE L L TRE
EhTnaZi, -

=

. EMRIREES 2 EONETERET LIRS 5 £ EONABEROBRIMHE Y
fToTWBZ &, 56, 24N RiZ, RARYREE XL LBRIERZEOHER
fToTWnWBZ L,

o [EEDSRFFERA %2@@@%&%%@TLK%L4Eutwwmﬁﬂ%®ﬁﬁﬁW
%ﬁofkb\?E\Zﬁuiﬁ\%ﬁﬁﬁwﬂh%%ﬁ&% & LD ATARROFRR
PFEZIToTWwH I L, ;

-@>%W®E%mﬁﬁ%ﬂ®wﬁkowf |
EXAFRERCAET 3 HEE SRR SN, B SE b OWBER, A - %
SHERPOFROTER CEMSIINT 2 FRRE. AFFRERE LLBEORE

%%, ERERLLIITONDHHFIE-TVHI L,

i~
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@ BHER~DORIHBITONT
®-1 FERRAMHICET 5 B

BEMMEBSEOERREMEANRAE LZBIC, 24 RHZREHOT, YUk
FOESEERIC BT, BERLULBIERICE U TAREER U CT £ 0RIER OEBII &4
BERREOKBRPLEFIC/LN., EDITHLARRERSE- TN Z L,

®-2 ERREEIC LI EEERMSICET 3 ES

BABRICED BN R ORE OEEE AT 2 EREEEREERE=2 V7
EEDLEERORY ) == 72 TOEBREL FRLEE TE 55— AEBRAHNE
BENTWBZ L, 2B, BHEEFICONT, BABRELZOFRICHHICBMENT
WwWaZk,

@-3 BIEROBECRSICE LT

BIER (REMRRABICI 2, EEMENE. D%, B4, BEGRE. KB,
ANEg. BEOTH, | BUERRE, BEFL. AL, FREsE, k., Bitpe
f. FRBSERES, TEEOSERES, HRES, BBE, pIBEE, k. BEOK
BREE, HIRMIEZESRE, infusion reaction, EEMIKEE, MIRERIEERE. B,
Bede, BEORERR. WIS, LIS (LEMD - RIR - DEEDIMUREES)
FERE I, EALE) ot LT, YER X ILEERSE OS2 AT B ER &
L EBEROBECHSICE L CHRER ORER BT b3 &S B2 L), Ebic
EORABRTE BEHAESTWE DL,
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5. BENRLRHBE
[&ZhikizBd 5 =]
@ TROBEI kWT¢ﬁ®ﬁﬂﬁmﬁEéhTwé
o MEEAREEREZAETIAERERER (TXvF=7, X=F=7, YTF7
=7, AYR=TE) 2EDCEREREY AT A RIGTIRARREXIIBBED
RHIEAE (RAIEMERE)
. m%ﬁﬁxﬁﬁ@mmc)zaﬂﬁ#MmmwmxmmW)z&@Dmm%@
%T%Xiﬁﬁﬁwﬁﬂmﬁﬁﬁ(4t)Av7a@mﬁ&5)

@ TﬁkméTé%%hﬂ?é$ﬁ@&5&0ﬁmﬁ&komfi AFIOF B
DL ENTRLT., AFORERR LRGN,
. m%ﬁ&$%%%%&0%4Lﬁ%/%ﬂ@&@%&ﬁ%ﬁﬁéﬁﬁkﬁ?,
B AK|EmRE,
. IREHBIRIE.

=D EpRAFSMHERE (ONO-4538-16/CA209214 RER) 12RWT, UTFOO~@DWVTFHIZ bk L
VEA T Favorable Y 27| 1 Xi 2 B %7 T35-A1C1X Intermediate Y X7, 3IRR Dbk THE
Wik Poor VAR L &N, (6_—VSH)

D BHIELZH SN ThARBROEESBMTET l’iﬁﬂiiﬁ
® Kamofsky —RREB 0%

@ ~Fu v EREEMETRRTE

@ WEBROINVYTAEN 10mg/dl 225

® GHERENERELEREZEZS

® m/MREPEREEFRZEXS

15



[ZeHiz B4 5 FE]

D FTRICEYTZEECONTHAFDOBRERRR L SNTNBZ b, BEET

binwz b,

o AFIORSIZH LABECHEEROH 5 BE

@ REFTOTMICB VT FRICKYE T3 BEICOV T, AR OB SR S22
P, OBEBRENRVERICRY, BEECARZERTIZ L2 EETES,

s MEMMRROAHFIEEDH B BE
o RHESRE CREE LR 5 BE R UTEEM O KREHR RS R G ME  J
LOMICREMERHR LN B BE
o HOABRBOAH. UTBMHNLRE L IZERED 8 DAEEBOBEERD

HoBE

- BEBHE CLSMRBHEELED) OboBE
s BRI ERETARE
»  Karnofsky Performance Status 70%3kls &2 D HB%E

(%2 Ramofsky Performance Status (PS)

Score

£

EROEBRTRE, FA2FEBLER,

100

ER, RBICHTEBREOHFLNRAR, BRERE L,

90 -

BWERRIEERIZH 50, EFEEIE

80

Y BRIEERE H 5B, BH L TEROEE R

B HHOMEEITE 528, EXOEE - BT 52

FET 5 LIITARE, BETERTET,. F 70 L AR
= S S 7). e z 3 :
N LRVOTE2: |6 | BARERTLACEEN, LE LA ABINE
- ‘ ° 50 | FREZERLEBER ICEHNARERTANRNE
40 BT BURERBIUEENNLE

BOEYDOZ LEBSTTERY, BERHZN
BREOEH L REDEELZILEL T, KR
BEFEICEITLTWATREERS B,

30

2<BT T, ARBBEERRILI LEE- TR

20

FECEE, AESLECRANRIBERELE

10

BB - TWD

3k
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6. BECELTHETREHH

@ FASCESICMZ . BEEIRTTES S RET 2 RN I S & AH D S M R OB E 4R
BAOdITHERERE+DICERE L THrLERTHZ L,

BERBEAIC RS B, BEXITEORRICENERVEREZ +RAL, ABEE
TrbRETBZL, ‘
ERBERDO<R Y A MMZoOWT

@

®

RIEMREERD DDLILD Z e BHEDT, AFOEREICH T o Tk, BRKE
KRR REE, WoRk, E%) ORBERUEE X BRECERS., BEr 1+
AFS Db, e, BEICSUTHEE CT. WE~v—b—S0ohEz2ERT 5
&, '

AR DB EIXEE D infusion reaction %C{fﬁ?if%ﬁﬂ#&:-{—%fiﬁ}fﬁ@“@% LU
BEFT-o7= LTG5 2 &, £, 2 8 B LIEOARAE 57T infusion reaction
BHbbhdZ bbb DT, FEEEPROAFFEELTRII NS Z YA
CERBET 5%, BEOREBE+SICBET B L, 2P, infusionreaction &
BB LEBEITE. S TOBERVVERSEEICEET 5 £ TREL HOBE

JT%CED \

FORBsEEE, TEASERERVBIBEERS OONEI LBHEDT,
AF O 5 BRIART R O S 41 I E LR NS SRR R A (TSH. Bl T3,
Wl T4, ACTH, M aVF Y —NEORE) #EET D52 L, ’
AFIOBREC LY . BEOCRERIGICERT 5 &% bhbiix RRBORE
Rbbbhdzeidsd, BEREDLNEBAIE, BRLEERIS UL
B4 & R A IO ERT L EEE U CESIRENRZE 1TV, BEORE
Bz & BRIERBEDN A BEITIT. AR OKRETPIE, RURIERER
NEVRIOBRESELZETZ 2L, 2B, BIBREFLVEVOREIT LV EIE
FAOBRERED HARVEAITIL, BIBRERNVE USO5ZEImHIA 08 m
bEET D, | g
BERTHR. BRI OB ARBLTHLEERRRERT S Z L3S B 720,
AH OB EETRICHEWERORRIC+HICEET 5,

1 BRI (BUE | BIERR 2 S bbb, BRFES F TV R— X

T ICEBRILRHAZDOT, AW, Bl IBEHZEOERORB-CMEED FRIC+

DSEETHZ L, 1 BERBARDONIZEACIIREEPEL, 1V RY 8
FOBEEOEN2NBEITO Z L, o
BIERFZ . FFR4. FFgeeEE, A, BIEERERRSLDNEZ LB3HD
DT, EYPCHHRERELZITV. BEORBZ HCBETLI L,

AKIOBERRBRICIBV T, (LRREEERRBEICRT 2 BAIRE T3 ERH
5 1EMITSERIS L, (LBRERREREITBIT 5/ YY) A7 HARETIX
BERE»D 1EMIZ6 BRI (FIENT 12 BRK) CAPEOFMEST> T
L BBEIC, ARBEERIEPNCESRE CHROBREITI L,

17



REERHEETA R4 v
=R (BisFHE#EZ)

(B4 : 70— REBBE 20 mg, 47O 8 SHEHE 100 mg, 7 P—
RAEEEE 120 mg, 7P —REAHEHE 240 mg)

~ERBF DX Y YE~

Fri2 948 (fFfu241 1 AED)
A B BE




AR

X I ’
RE| DR, TEREF
WS PREAR
HERRIZ 2DV T
BEXHRLIRDBE

QNN S o

BRI L THET 2R

P2

. P3

P4
P7
P9
P12



1. ZLBIC

ERGEDOADE - REMORERDTDITIL, RTXTEFICESWGEERFERARRD
bid, SoiT, EFOREEMOESIC LY, EERR R & OEFORFH AR
FEERPEBINDIPT, INOOERRZEICHERBEICRE TS 2 L B8RO
BEL 2o TRY REMBOEE &L SEOEARLE 2016 (Fk 28 4F 6 A 2 A MRERE)
CBWTH, BEFNERSEOERAOREEEZXRZ L EhTV3,

FRERARFERRL. REBEARREM T v 7 r A VERFOERL L AL PR
RBZERDHD, 0D, AHERUCREHICET HRE+HEET 2 £ TOM.
URERRORBZRRITDILPHFSNIBECH L TERT S & & bIZ, BIfF
ANRBEE LB HERRIEE & 5 2 L R —E0EMF 2Rl T EREBE °ER
THLLNEETHS,
Lo T, KA FF7A4 VTR, BRAREEELINETIZELN TV S EFIER -
BFORMITESE, UTOERMOKERERZHEET SBANOLERESE, B2
FRUCEBRFEETT,

B, KAA FTA U BATEEANERSERERRAIE. AREREARAR
BRRIES Y S, —RAEFEA B ABRABES R U—REFEA R ALKRZLOHIO
b EERL LT, ‘

WEERBERER 7R RERE 20mg, 47V — R ATHFRE 100mg, F7Y
‘ — R ARERE 120 mg, 70— RERBFE 240 mg (—R4 @ =
AN<7 (BEFERZ))
RELRDFREIPR  BREIEBEOHHRAFR XY VE
HELR3BERVRE  BE. BAII=RA~T (BEFEHRZ) & LT, 1E240mg
%z 2 BEFERXIX 1 B 480 mg % 4 BEIFR CRIEHET 3,
BE R EEE ADAFELTERSH




2. AF O, ERBF

AT VR REHE 20 mg, FRTREFE 100 mg, FRRERE 120 mg R ORRREHE
240 mg (—#¥% : =A< T (BEETHEERZ), DT, [F4) LvwWd,) ix, DEFER
TERREHL AF Ly 72 BTV APV w4 ¥ —X 2747 (BMS) #) B
% L7-t b PD-1 (Programmed cell death-1) %195 & Ml IgG4 & / 27 v —F L Hfk
ThHb,

PD-1 1%, AL LY > o88k (T MBS, B ﬂﬂﬂﬂ&@v‘%: FFT—T M) KOE
BERMBIRICHEILS B CD28 7 7 X U — (T MR OTEHE L 2 MBIRIICIE L RICHIB S 547
FE) CBTBRZEKTH D, PD-1 RFAFRFHRICRRT S PD-1 Y v K (PD-LI
RUPDL2) LFEA L. VYV BRICHHIES 7TV BREL TY Y BROERILIREZ
BT LTS, PD-1 UV FIRFIERFAIELSMNI E b O e RIBERBICRE
LTHY., BHBAERES LUK LZEHRMRICIIT 5 PDLI ORRLIFROER
HIF & ORICADMHBBIMRRH D Z L BAHE SN TS (Cancer 2010; 116: 1757-66).
¥z, BERAERE CIHRREE THRISEET LA VI —Tan s (IFN-y)
i2 & >C PDL1 ORBEXFE Sh, BB LBEERICIT 5 PDL1 ORRLHED
AAEHIR & ORICE OB H 5 L OB H D (Sci Transl Med 2012; 28: 127-37).,
S BI2, PDL1 #HRHIRE SN AMILE, FURERRA CDS Bt T MK OMKREE
EMER T S B2, B PD-L1 HifAT PD-1 & PD-L1 L DREAZBET S L ZOHIR
BEEENEET S 2 ERRERTVS, EO I LH5 PD-1/PD-1 Y Y FEEIZ, 48
AMBRBATHRSRNR T #Elﬂab%@l&%%%@ﬁﬂ‘&%%}?@—o ELTEZBNRTY
5 o
C ARENE, RERABROE RN B PD-1 OMRSME (PD 1Y 7 FREATR) ITHA L.,

PD-1 & PD-1 VWV REDBAEZHEETAZ LITI D, PATRFRRZR T MROE
PEAL R OWS ARERRIC ﬁTZDﬁlﬂB@%iE&%ﬁﬁéTé L CHENRREEDRERT
T EMNERINTWS, A

2D DERD B AR B uﬂ@‘é%‘ft&#‘%ﬁkm UEEVR NP LSV (N
HHRARTE LY L NERE RS L L BRRBR T 2 L. ?ﬁxjﬂi BEERURE
MEASTERR é;ntc :

AR OERBFICES GREORERISIC L 2BERER S bbh, EEXIELTIC
ERFEEMRD S, AROREFRRERITIL, BEOBEL+HITT, BERE
b BT EIIL. BB L ERICR U EMi R a8 LRy RO EM & B LT
B R ERIBET 21TV, BEOCRERIGIC L 3BIEAREDN 3 HEITIE. BIBREFRV
LR OB EEDOERNB LIT O BEND B,



3. ERBREL#R ; ,
ﬁ%xu%kﬁwﬁﬁ%$9#yuyﬂ@@ﬂ%ﬁmﬁﬁ&ﬁotzﬁﬁﬁaﬁ@
BREETT, '

[FhiE]

O BEWNEIHERBR (ONO-4538-15 HBR) ,

BFEMHHREBHER T VoY <T RFYFy EEFEBRZ) GLT. T7L
YRV T] LW ICEFEXIEIARMAOER ITEEE ORISR OE )
/3fEB#A (ECOG Performance Status0 U0 1) 17 Bl % s5ic. A&l 3 mg/ke % 2 BRI
B CREFHE L, FEFMER ThHE3H (2ET IWG criteria (2007) 12E-5< Hrde
HFEIZ K D complete remission (EAF. TCRJ &5 ,) Xid partial remission (B{F. [PR/
EWVN3,) OEIA) 1 75.0% (95%EMEXRE 1 47.6~92.7%) Thot, . HANCE
 ELBMEN 20.0% Th o Tz,

@ WwHETFEFER (CA209205 3BR) (Lancet Oncol 2016; 17: 1283-94)
HEENSBARBEETRICT VYR~ I X 3 18RE 2T BRI
DHBER D% L) L ERE (24— b B, ECOG Performance Status 0 &8 1) 80 f
ZXIT, KA 3mgkeg % 2 BREIMB CRBRE L, TEMEEE THEEDR (%
5T IWG criteria (2007) 1223 < PRYFEIZL B CR XL PR OEIE) 1X66.3% (95%(=
FEAXE : 54.8~76.4%) ThoTz, 728, FHNCHRE L-EMEIZ 20.0%ThH o7z,

[Z4tt]
© ERNFEIMHERER (ONO0-4538-15 RER)
AEFRIEFNCHED LN, FA L ORRBERBBFE TERVEEERHEHICED
bivic, FEREN SHWULOBIERIITRO LB Thotz,
21 BEEHRS%IUEDBIER (ONO-4538-15 BRB)  (RAMBITHBER)

BENKRSE FE (%)
ERFE 17 %)
(MedDRA/J ver.18.1) £ Grade Grade 3-4  Grade 5
£EWER 17 (100.0) 2 (11.8) 0
mEB LV REE :
Al - 1(5.9) 1(5.9) 0
Y BRI RE 1(5.9) 1(5.9) 0
EBLUEREE .
BEE 1.9 0 0
P IWER '
© ARIBEREIE TE 3(17.6) 0 0
BBEE ‘
M 1(5.9) 0 0
1 _ 1(5.9) 0 0
TH ©1(5.9) 0 0



BEBIRTE Big (%)

HEAGE 17 %1
__ (MedDRA/J ver.18.1) £ Grade  Grade3-4 _ Grade 5
Bk 1(5.9 0 0
B 1(5.9) 0 0
—fi% - 2HEER L URSHALOKE '
H 2(11.8) 0 0
SIS ‘ 1(5.9) 0 0
BeRk ' © o 2(11.8) 0 0
FEH 7(41.2) 0 0
TR 1(5.9) 0 0
BYER K U4 R
PER 1(5.9) 0 0
i3 ' 159 0 0
EE. PERBICLESHE
BEARHES RIS 169 0 0
BHRRE :
IR ERY 1(5.9 0 0
- NRERS ) : 1(5.9) 0 0
M 1(5.9) 0 0
BmERERD : 1(5.9) 0 0
St LUK RESE . ‘ .
B Y T AME ‘ 1(5.9) 0 0
B Ry vARE 1(5.9) 1(5.9) 0
BRRIBOE ’ 1(5.9) 0 0
HERRR L USRS : 4
B 1(5.9) - 0 0
RN 1(5.9 0 0
fhrvE ' 2 (11.8) 0 0
WEREE : :
EEEDE 1.(5.9) 0 0
B : 1(5.9) 0 0 (
F = 2 — R F— " 1(5.9) 0 0 '
FEOGSR, BARRIS L UVRRREE : ; ‘
FIE SRR ) 1(5.9 1(5.9) 0
TREDORE - o 169 - o 0
KR L U THRERE v
BEAE 1(5.9) 0 0
BEENE . 1(5.9) 0 0
SERRERE R . 169 0 0
Z 5 EEE 5(29.4) 0 0
b : . 4(23.5) 0 0

7235, FVENERRERA 1B (5.9%) . BUBUISRARIE/ < A 3F—2 B (11.8%) | KBk -
BEEOTH 141 (5.9%) . FREREREE 1 61 (5.9%) . FORIREREREE 3 61 (17.6%) .
MIREEE 3 ) (17.6%) K infusion reaction 1 ] (5.9%) NRWHbhic, Fie. HEMH
WA, D, s, 1 BERRS. RSt/ MO EEEER. Pk, BigERE,
BIREEE, Bk - BB, EEORERE, BROBERE, TEARERS, BER
VR E 3 BEHRIIRD bikdo e, ABHERRERLIEESS (ERREEREYE RS
) BEUEFERETT, ‘



@ WAFEIFARER (CA209205 FABR) :
EEELIT 238243 B (97.9%) BB LI, AH L ORREBEREETERNVEE
HL1 185243 ] (76.1%) IZRD bz, FEEMN 5% LOBWERIZT TRO LBV T
HoTe,
K2 RHEEHN 5% EOBUWER (CA209205 M) (Al Treated Subjects)

BEIKRSE B (%)

AT - 243 %

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

2EIER " 185 (76.1) 48 (19.8) 0
MERB LY RREE

R ERIBAE © 13(5.3) 6(2.5) 0
N IEE

RIS AR T 14 (5.8) 0 : 0
BIBEE : ‘ .

it 14 (5.8) 2(0.8) 0

THi 34 (14.0) 2(0.8) 0

B 24 (9.9) 0 0

IR 19 (7.8) 1(0.4) 0
—f% - EHEER L UTRESIOWRE »

X 50 (20.6) 2(0.8) 0

BEEL 2186) ° 0 0
BE, PERICAESHE ~ '

O BEAREES R 33 (13.6) 1(0.4) 0

FRERIREE ‘

ALT #8/n ‘ 13 (5.3) 7.9 0

AST #8710 14 (5.8) 5.1 - 0

Y _R—HEI 14 (5.8) 9.7 0
BERARIUHAARES

REEE 19 (7.8) 0 0
WRERES

[ 14 (5.8) 0 0
BEERB LR TEREE

& 5 EEE 21 (8.6) 0 )

95 ’ 28 (11.5) 2(0.8) 0

7B, FMEEWES 15 6] (62%) . BBEBARIE/ I A4 /3F—19 6 (7.8%) . KB
K-BEOTAI6H (25%) . FFEREEE 246 9.1%) . F& 5460 2.1%) . FRE
PRREREE 28 B (11.5%) . FHEREE 4001 (16.5%) . BHAEREE 441 (1.6%) . Mk -
BEIER 1 4] (04%) . BEEORBEEE 3 F (12%) . BiRLBERE 14 (04%) .
infusionreaction 38 1l (15.6%) . BEZK 2 Bl (0.8%) RS E S ELK 261 (0.8%) 2358
bivie, £, BEEGHESE., OFHR, HR, 1 BFERRA, SEEn/ MRS,
BIREER O TEAESEREEIIRD bk o, KEMEARBERIIEESRES (BK
REBREZED) 2ELEHRRERT,



R - FE]

AR OBEARMBBES N EZFA LY T2 Lb—va itk V| &5 3 mgkg (I
B) XUk 240 mg % 2 BRI CRE LZBEOAFOMETREMRN Sh, 0O/
B AK 240 mg 25 LI BEOBRBEIL. AH 3 mykg 25 LBEOBRER L ik
LTAESRT L FRENELO0, BAABZECBWTESEIHREN TS A
- AR (10mgkg % 2 AMMRCRE) THAZRE L BEORER L Bk L CEE
BRTETFRHSHE (FE), M T EROBEICRT 557 —F it ES5% A& 3mgkg
(FEE) X% 240 mg % 2 BEERTRE L BoFFOBRER L BHE IRk &
DEEERHT ZRERSEF VMRS, YISV TREBST bR,
FRORE - BEOB TSR OEZSMICHRARERIT 2V E TR S,

#3 FHOEKYWBNFTA—F

}Eﬁ ¥£ . }-ﬁ % Comax Cmind14 Cﬁvgd14 Cma:gss Cmin,ss Cavg,ss
(pg/mL) (pg/mL) (pg/mL) (pg/mlL) (pg/mL) (ug/ml) -
— 516 16.6 243 113 62.1 776
(35.2,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
R 235 340 159 - | 878 109
240mgQ2W | (511 103) | (15.2,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 61.3 508 398 217 278
10mg/ke QW | (147 919) - | (512,792) | (79.0,114) | (331,532) | (184,313) | (237,386)

BRI (%A, 95%R) « Q2W : ZABIRI. Coe : OIEEERORBIIEFEE, Cunns : PIEREH4
B BICRITAREMEPRE, Copas : DEREHIAE BE TOFHMFEPRE, Cons : EFRBITE
BB MG R REE, Coins | EFIRIBIZI T B BARMEPIRE, Cops : EFRBIZIIT 5 FHMEF
BE

Fie, AFOBEMEYERETAEZFA LY Ia b—T 3 VT LD | FH 480 mg
¥ 4 BRI TR AR O - AES TRE LB 0AH o i TR E SR
Shte, FOREER, A% 480 mg & 4 BRIBBCRE LBEORERBIC BT 2 FH0
FERPEE (LT, Cugel V5, ) 13, 241 240 mg % 2 BHIBIR TR E LB Cuges
LEBT A L FRSE (FR) . £, A4 480 mg % 4 BRMR CRE LZBOE
ERBICBIT ARBLETEE (AT, Cowsl &5, ) &, A 240mg % 2 B
IR 15 L7 BED Cos & R L CBEE T T L FRENZ b OO, BAABHEITK
WTEAMARRIW TS B - BE (omgke % 2 BRBRTRE) TARALERS
L7 BED s & BB L CIEERRT L FRS U (FR) o MA T, WROBEIS
B —FIcES%, A&l 3mgkg (FE) £72iX 240mg % 2 BHEFER. & L <i3AA
480 mg % 4 BRI TR L-EEOAHR ORER L HMEUIR N L OBELRE
TARBRISEFAPEES L, YHEEIC OV TRIEMTON R, RO -
AEOECAPER ESMICHRRERIRV L FRIE N,



R4 FH OB NG A —F

m Yf . }Eﬁ E Crnax Crind2s Cavgd28 Cma&ss Cmin,ss Cavg,ss
" (pg/mL) (pg/mL) (ug/mL) (ng/mL) (ng/ml.) (ug/mL)
3 W 51.6 272 -~ 310 113 62.1 776
mg/kg Q (35.2,70.8) | (165,403) | (21.2,439) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 43.7 159 7.8 109
240mg Q2W | (511 103) | (23.3,59.0) | (308,609) | (102,254) | (415,158) | (62.1,187)
145 29.7 53.0 216 713 109
430 mg Q4W (102,207) | (15.5,474) | (37.0,74.8) | (145,336) | (27.5,137) | (62.1,187)
, 193 99.6 116 396 214 275
10 mg/kg Q2W (146, 222) (86.5,132) | (101, 148) (329, 525) (184, 303) (236, 377)

FRIE (5%, 95%A) ., QW : 2BRIFIME. Q4W : 4RI, Cux : IER SR OESMIE PRE,

Cuina2s : FIEIRE%28 8 BIZRIT A RBMIBFPIRE, Covpars : FIERE%288 B £ COEHMIFRRE.

Chnaxss : /E.l%‘lkﬁg kbjéﬁﬁm?%q:ﬁg Crings © /F:E'I%Jk% u%”’é%’f&mﬁq:ﬁg Cavgss © ﬁ:"%‘kﬁ.‘\
Wk A g iR



4, mﬂkowf

. REME LTHEARERE (£FR%) MRELRTVH I Lh b, HHRELE
@u%wfgémﬁfkéﬂﬁmhé Z0 LT, AR OBREREL R BE LB - &

EL, FEOREICL Y ERRBIERZRR LBRCHNT S Z amugttb T

DO~@DT T &3 MRkIC CRBWTHERT A& ThA,

@ mMERIicOWT

®4 Tﬁ@(n~v6)®wfnmw$%?5m&1hé &,

() EEHBRENEET 2 BABREBILAURRSE EENRSARZ ﬁ@%mmrh\
ﬂﬁ#h$ﬁ@%%ﬁrh IR 23 A BRI 2 &)

Q) FFEMREERPT :

() HEFRMERBETDIHAR ﬁéﬁrh(#h%ﬁéﬁﬁﬁrh\mhﬁﬁﬁ%
Wk, A ABREEHEERR )

(4) FSRACERIERZRE L, SR EBREME 1 UISSRIEERIEME 2 sk YE
R B EHEIT> TV S HERR 4

(5) PUBHEEEAILS ERNE ORREEIR D BHETT > TV oM

D-2 HHAOFTF VY U AREOLERER ORIER RO RN 5 72 w8 & 8
BREEOERM (FROWTIMNICEKYTREM) 25, YR OFAFICET 31RO
Eﬁﬁkbfﬁﬁénfw5;£°

=

. Egﬂiﬁ‘,ﬁﬂi 2% 2 E@?ﬂﬂﬁﬁﬂk%ﬂgT L7=11C 5 FEU EDORAIBRDOBRME R
IToTWBZE, 5b, 2&EUEIX, BARMWRELEL Lt%‘%ﬁiﬂﬁ%‘%@ﬁﬂﬁ%
ToTWVWBHIZ &,

o [ERIBFFEGRE 2 ﬂfﬂ)@lﬂﬁlﬂ?ﬂk%ﬂx'f L7=%IC 4 EU LOBREREALTNS
ZE, b, 3EL R, Xl SR IEE O 18 A SRR B A Do BRBR M2 D FHE
B ToTWB T E, ' '

@ BEMOERRFRERDOEKHIOVT

ERLIERERIIRETIEELERREB I, HEAENOOFRED., Aot - &
SESEFNEROTER CEMSICNT 2 HRRME, FEERPRAE LIRS ORE
B ERBELHITONBEHBESTVBE L, '




@ BUEA~ORRRIZOWT

®-1 fEr el B9 5 B
HEEMRBSOERZBERBRAE LICBIC, 24 BHZRERO T, LRERX
IFEERRICIN T, BE LBWERICE CTAREER U CT £ 0RIER OER I
ERREOCHRPH BFICHLON., ELIXIGTIRLFHINE->TVND I L,

@2 ERRFE L 2FAEESMRICE T ES o

BABRICED A EMNRMEBRUEREZETIERESEENBERE=XV 7
EEOEEROAZ )V —= U T EITOERELFREXF TE 55— AEREHINE
BERTWBZ L, 2B, BEEFICOVWT, BABRE L ZOREILFDICESENT
WwWazZ &,

®-3 BUEAOBEeXSIZB LT

BIER (REMREERIC L. BEMESE. 0L, 55, BEGRIRE, KBKL.
MNBge. BEOTR. 1 BERR, BIEAFL. FRe. FgiERE, e, Bime
%, FRBHEEREE, TEAOKERE, MREES, BEE, BIBEE, Nk BEOK
BliEE, FRMERERIE, infusion reaction, EELRMKEE, MEREREMREE. Bi.
Bede, BEORERIG. BIEIRERE, DIREE (LERE - RIR - LEEIMRES) |
BB, BT I LT, SR TR E R O FRE 2 5 A & i
L BHEROBZECRRICE L THREROXEL ST O34t hs L), BHbic
B2 NBER TE L2 BHNES-TNB L,

10



5. #EXBLRHBE

[F#hikic B3 3 =E]

@ E%Lm%ﬁm%ﬁ&U7V//#/v7;%ﬁ&XiTmﬁwﬁ%Xi%Pﬁ
OHEMARDF Y VABEREICBOWTARIOAMENTIN TS,

@ Tﬁku%?é%ﬁkﬁf%ﬁﬂ@&%&@ﬁ%ﬁ%kOWTi AR DEFZME
PR SN TELT, FHOBRERR LR,
o ALFRERIBROBE
o fhORBEEER LR L TRESNOBE

[Z&iiclET5FH]

) Tﬁk?%?é%%homfixﬁwﬁﬁhmukénfwé Enb, Rﬁ%n
N o3/ 1A

. ﬁﬂ@ﬁﬁﬁ%bﬁ@ﬁ@%&@@%é%ﬁ

@ %ﬁ%wﬂﬁK%WTT?LMéTéﬁﬁuOWTiJ$ﬂ@§5ﬁﬁkéhth
B, MOEFEBRREARWVBEICRY, BECARZERTL L 2BRTE D,
«  BIEMRBOSHIIBEEDD D BE
o EMEGRECRERERY 3 BE R OIEEIEO RS RRilRIERo BR G i %

EOMCREREILBHROND BE -
o  HERERBOSH, ITBHERLRE L 1I3FERED B CRRRBOBEERO
b oHEE

o [ERBERE CEnEBMRBHEELZST) OHHBHE
o OB IIBEEEATHBE
¢ ECOG Performance Status 3-4 &V D EBH

(ED  ECOG ? Performance Status (PS)

| Score ‘ EH

0 | 2<MBE2<EETES, BFAMLALBEEENHREZRTXD.

AFRICE LWEBIIRIR S B 23, HTRRET, BIEROES TOMRIITI 2R TE 2.
Bl : BVRE, EERER

BONEESOEOEY DI L ULHTERY, BhD 50%U EE2Ry FAVKRFTRIT,

o lun .

£ BTV, BSOEDOEID DI Lz TERY, BERy FIHTTRIT.

11

BITREETHODHFOEY O = L xS CHREMMERIXTE RN, B*@ﬂ%&tﬁ&yﬁﬂﬁ@iTa




6. BEIZBRELTHETRETH ‘

@ BAXEEITNZ, BEERFFEE N RULT 2 BRISICE S & A O FFER OB IERE
ADeDIZHBERERE+DICEB L THLERTIZ L,

RERMRICEL D, BEXITORKRICEDERVEREZTHFAL,. AEE2E
ThoEETHIL, ‘
ERBIERAORTY AV MZ2ONT

@

®

FEMMEER S LD Z LR BDT, AROBREIZH o Tk, BEE
W (PR IREE, W, RBAE) ORRBROBPE X BREDCEES. B8r+5
ICATH 2 &, Fe, REITSCTHE CT. iF~—V—S0ORELEHETS
e, :
FHOBEIIEED infusion reaction IZ{H 2 TREARICH2 RGN TE 2%
BafT-7- ECHRAT 3 2 &, E 7.2 E B MO ARSI 58I infusion reaction
BHobhdZbbdDT, AFBREFRUOAFIEELRTHRIT NS ZFATA
YERET A%, BEOREBEHHICBET B L, 2B, infusionreaction %
BB L7581 2@ TORERWMERBZER2ICEE T2 £ TEEE2 o828
TBHIE, '

FRIBSEREE., TEAMEREERVEIBEERSLLNAZLRHHDT,
AH O 5 BIRAET R O 5 H1R I BRI T NS WS AE R A (TSH., B8 T3,
WBE T4, ACTH, MF I LVF Y —LEDRIE) 2#EMTEZ L,

AR OTEEC LY BEOCHLBERISICERET S LEX b b4 REBORE
BHLLNDIEBH D, AEVPRY bNHEITIT, RALLFRITS U
EME MR L RREFOER L B L CEERENBE 1TV, BEORE
R & 2BHEARREDN DHRITIE, AFOAREEHIE, RUBIBERESR
NEVERIOBREE BB THZ L, 2B, BIBKERVEOBREIZLVEIE
ROBENRBD bNRWEEITIT, BIBREFRNVE VLSO REmEIF 0BMm
HERTHZ L,

BERTH, BOEM OEIARB L O LEMEARREATZZ L RH B0,
FROEGRTRICHLBFAORRII+ICERETH 2 &,

1 EUBERA (BIE 1 BERFEZET) Kbbbh, BREES F7 YV F—vx
CEBHZLBHLDOT, A, Bl BHZFOERORRLMBEED LR IZ+
SEBTHZ L. 1 BERFREDNZHEIITREZHRLEL, 2D
ROBEEZOBEERMLBEITO> &, .

BIERFR. A&, IFHEEEE, A, BUEREARLODNDZ 213
DT, EHICITRERELZITV. BEOREBEHHCEBERTIZ L,

FHRDWRARIZB VT, BEFM?L 6 W ALNIX 8 BRI LIz, TR,
BRERGEP D 1FME T REBI L ICAHEOFHMEITo T2 L 2BBIT,
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AR5 ERCERRE CHROMBETO 2 &,
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REERHEET A RS54 v
=ReT (BETFELZ)

FRFEA : ATV —RRBEIE 20 mg, 7P —REEHE 100 mg, F7P—
NEMERE 120 mg, 70— R RHETHE 240 mg)

~ R~

R 2 9498 (2411 A%ET)
LA {8 .
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I BHIZ P2

ARIORKH, ERER P3
R PR AR ' P4
HEER I DWW T - P8
BEXGR LR BE P10

AN e

BECE L CEET NS 5E P11



1. Uiz

EIFRAOFME - REMORFROTZDITIE, TAXESICESW-BERERSIRD
bbb, SbIT, IEORZEEROESITI Y., HEKERR 2 L OB IERER
FEELPABINSGIPT, ZNOOERGKZEICVLERBE ICRMET 3 2 L SRED
BELRoTRY RBREMEGEE L BEDEAT £ 2016 (T 284 6 A 2 BHZERE)
CRWTH, EFMERLREOHEMOREHELYRBE L L Ih TS,

FRERBFERRIL, RBERRRSE T 07 7 A VEBEFOERS EHALMICE
&5 EWRHBD, 0D, AIERVCEREMICET2HERP+LEBEE TS X TOM.

REERLOBEETMIZITIB k#%ﬁéhé%ﬁkﬂbfﬁﬁ#é&k%uqﬂﬁ

m@%ﬁbt@;mgtﬁm%aa L RNTTRE R —E DB % 7 E R O
T3 LBEETHS, |

L7zRoT, RHA R4 Tk, BAREESCRET J%BM’CII%E#%%—B’J
BEHRMIZESE, uthimwﬁﬁ&ﬁﬁ%ﬁﬁ?éﬁﬁ#BM%&E# ET
FROEEFEEZRT,

B EHA FTA 0%, MIETBUEAERLEREBRAEE, ARERAEARE
RIKIERF S, —REEEAN R ABRARESRO—BRERAEA R ABBZEOHH D
b EER LT, '

MBRLRDEER 7V — N REHE 20mg, 47 V—RAREE 100mg, T 7
— R RTERE 120 mg, 70— RAFHE 240 mg (—B4% : =
: PN<7 BETHEEX))
NELRAPENIRE : BAALERER IEE L IBRYIRRIERET - BROTE
HELRAPEROAR - BE. RACR=FAL1~7 (EEFHEEZ) L LT, 1E240mg
% 2 BRI 116 480 mg % 4 B REEE CARBIET 3.
& R R ¥ E PEFERTESRSHE




2. AROKE., TERBF

F T AR E 20 mg, [FAUEEEEE 100 mg, FLATEEAE 120 mg R ONRRIEHHE
240 mg (—fg4 : = A<7 GRETFERZ). BT A8 L)) ik, NEFRa
TR L AT Ly 72 BT VR IV - wLF¥—X R7 A7 (BMS) #) B
%%Ltt%Pul@mmmmMﬂhmm)K%?étwmwﬂ%/ﬂﬂ—fwﬁw
ThHbH,

PD-1 1%, Eﬁmbt)/nﬁ(Tﬁm Bmwﬁoffz7w%7—Tﬁ@)&Uﬁ_
BERMARIC S5 CD28 7 7 I VU — (T MIROEME L2 WBIICIE L ACHIET 250
FE) BT BARAEKTHS, PD-1 AR TFMRICHEET 2 PD-1 ) 7 F (PD-L1
BOPDL2) L L. U U SERICHSIE Y 7 T 2GR LT Y v/ BROTEM(LREE
AIZREH L TWVD, PD-1 U H v FERFRERERMEISMI b b Ofkx 22 EEHRICRER
er@\%&%@ﬁ%ﬁm%@%tt@%ﬁﬁkkﬁéIDLl@%ﬁ&mﬁméf
HIR & ORIICADHBEERH B = L REE SN TS (Cancer 2010; 116: 1757-66).
sﬂa%ﬁ%ﬁﬁ%ﬁﬁﬁﬁﬁ@@T%ﬁﬁ%&?é%y5—7:uyﬁwvmwﬂ‘
2 X 5 PD-L1 ORBENFE S h, B8 L EEEREICIIT 5 PD-L1 ORHA LIHRO
ATEEAR L ORI IEOAEREEN H B L OHE B H B (Sci Transl Med 2012; 28: 127-37)
éEKLHHJ&%ﬂ%ﬁé%tﬁhﬂ@ﬁ\ﬁﬁ%&%dﬁ%ﬁT%@@%@%?
MRS S B A8, $iPD-L1 HifKT PD-1 & PD-L1 & DA EEET 5 &£ O
EEEEREET D Z LRI TS, O Z &5 5 PD-1/PD-1 U A FEEZ,
AMRAAHIES RR 2 T MAE» D ORBRE ZERT 2MFO— L LTEX LR T

Bo
© AR EERBR O R 5 PD-1 OFRISMESE (PD-1 U F v FRESHER) iCFEE L.
PD-1 & PD-1 U H Y FEDOBEEHET S LITLY ., BPAFURKSRNZR T MBROTE
ML R O AR S 2 MR B =G 2 T 5 & & TR 2B R 2~ T
ZEARERERL TV, | |

_nawﬂﬁ#B.ﬁﬁmﬁﬁﬁgkﬁ?éﬁtt%ﬁ%k&Dﬁé%@&%ﬁéhu
%E%%%ﬂ%&btﬁﬁﬁﬁ%%mb BohE, MR UEERESER SN,

AF D Ve FIBEF k%o<ﬁEOﬁEEELléﬁﬁﬁ%#%Bbﬂui%Xi%t
BEAHREND B, ARORETROERERITIE, BEOBREL TV, REFR
b&ﬂt%Atﬁ:%ﬁbt$%_Ebtﬁﬁm&ﬂﬁkﬁ%%ﬁotﬁaéﬁbfﬁ
P72 ERBR 2T BEDEERINIC L 2EERAREDN 3 HAIIT, BIBRERV

T HIOREEOENRLBETT O BERDH D,



3. BREERE .
B AACERIERICIEE U IBE IR 1T - BR O BE O AR 21T 2
I&ﬁﬁ%ﬁ@&%%ﬁ?o

[&zhi]
ERRERISMAERE (ONO-4538-12305%) _

2oL EDARFERIER L A T A IEERE IR X IIAR T O BRI RE 2 81T - B3R
DEEXIREFZGEE (EFOTLIARETESTE Y ET5cmANICAET SR
¥E) BE4935 (AARABE2660 2T, AFIF3300. 77 BREH1634]) ERRIZ,
TS RENBE UTER3 mgkgZ 2BRRMRTREHE L L XOEDHRUES
HERF Lz, TEFMEEE CHALEFHM (PRME [95%EERM] ) 13, &AHE
T5.26 [4.60~6.37] WA, 7T BRETA.14 [3.42~4.86] A THY, KANT7 TR
o LA B RIER 2R Lis (A — FH0.63 [95%(SHEK M : 0.51~0.78] |
p<0.0001 [fEAllog-rank #E] ) .

1071, — AEE
ol B S ISt

0.8
0.7 1
0.6 1

0.5 5

EHE

0.4 1

0.3

0.2 1

0.1 5

0.0

at risk % SREE(B)
C AKIR¥ 330 275 192 141 94 56 38 19 10 5 3 0
JS5tAREE 163 121 82 53 32 6 10 4 3 3 1 0

X 1 2475 D Kaplan-Meier Bi%# (ONO-4538-12 3RER)



[Z4iE]
OENFEMAERER (ONO-4538-12 RER)
C HEESITAKIEE 300330 B (90.9%) . 75 & REE 135/161 1 (83. 9%) IR B,
BRE L ORRBBENEETE RWVEEERITIAREE 1417330 ] (42.7%) . 7R
BE 43/161 B (26.7%) TR bz, v\?nbawﬁf%ﬁq«—m s%uJ:aJalM’ﬁ)ﬁ ETE
DERBYThHol,
- R1 WThr OB THERES 5% EOBHER (ONO-4538-12 BAIY)

| . . % (%)
FEBIR per CEET
%ﬁfDRA/J 19.0) 330 ) 161 )
o ver-22- % Grade  Grade3-4  Grade5 % Grade Grade3-4  Grades
2RIER . 141 (42.7) 34 (10.3) 4 (1.2) 43 (26.7) 7 (4.3) 2 (1.2)
EiEREE _ , ‘
TH 23 (7.0) 2 (0.6 0 3 (1.9 0 0
SR, ém*iiom&aswmmg S o
% 18 (5.5 2 (0.6), 0 9 (560 2 (12 0
KER XU THEES ‘
€ 5 FEAE , 30 (9.1). 0 0 9 (5.6) 0 0
35 - 19 (5.8) 0 0 5 (3.1) 0 . 0

223 AFBEIC B TR R 74 (2.1%). ’fﬁﬂ%%ﬁﬁﬁ’:ﬁﬁ/ A0 1 (2.7%) |
KBS - BEO TR 4 61 (12%) . 1 BUEEIRAG 3 41 (0.9%) . FFAREEREE 18 1 (5.5%) .
JF%% 1 41 (0.3%) Elwt}i%%ﬁ BEE 1361 (3.9%) . PREREEE 10 f1 (3 0%) . BEHkRERE
2= 141 (0.3%) « TEAHERSE 141 (0.3%) . BIRMRZERE 1 4] (0.3%) XU infusion
reaction 1 ] (0.3%) 2378 bEﬂtoit\Er%mﬁr DS, Bk, /MR
BOMEBER, BIBEE, EEORBES. MK - BEEREK, Hi*&zma%%ﬁ%ai%@
bbbz, ZI:EM’EJﬁ%ﬁbW EEES (Eﬁﬁimﬁﬁﬂ ET) EEDEHER

R,



(R - BE] -

AH OBEMAEYBHBETNVEZFA LY I 2 b—va iz kb, K3 mgkg (E
B) Xid240 mg % 2 BRI TERE LICBROFR O MEFRESRE SNz, €DK
R, FAEI240 mg ZBE LZBEOREBEIL, FF 3 mgkeg 285 LIZBEORER L i
LTEEZTFTETFRINEZHODO, BAAREZBW TIASENSERINTWASH
% - AE (1o0mgkg % 2 BREERECRE) TAHZEE LZBOBREER L B L CEE
ERTEFHENT (FR), MA T, BHOBEICBIT 55 —FIcE-3%, AH| 3mg/kg
(KE) ik 240 mg % 2 BREIBIR TR E L2BOAF OBREER L A iR LMt L
DEELZBRINTIBRBERIGET VIEE S, YRBEIC OV TR M TOI R,
LREOME - REOM TAMMER CREMICARRZR IRV & FRISh.

#£2 FHOENBIB ST A—F

ﬁ ‘{f . )Eﬁ % Cmax Cmi.ndl4v ’ Cavgd14 Cma?{?ss Cmin,ss Cavg,ss .
" (pg/mL) (ug/mL) (ug/mL) {pg/mL) (pg/mL) (pg/mL)
51.6 16.6 243 113 62.1 776
3melke QAW | (359 708) | (107,245 | (17.1,339) | (750,170 | (@7.1,107) | (42.1,127)
240 mg QIW 72.7 23.5 341 159 878 109
(51.1,103) | (15.2,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8 398 217 278
10 mg/kg Q2W (147,219) | (51.2,792) | (79.0,114) | (331,532) -| (184,313) (237, 386)

POE (5%, 95%A) . Q2W : 2B IR, Cuu: FIEREROREMBFRE. Cunas : MIEREH14
B BRI 2REMETRE, Copas : FIEREH£148 B E TOFHYMBETRE, Coms : EFHREICES
%gﬁ%mﬁ¢%g\%mgﬁﬁ%%ﬁﬁﬁé%ﬁME$%E\ngiﬁﬁ%tﬁﬁéﬁﬁm%¢
Eie AR OBEARYERET NV EZFIHLEZYI 21— a Vi D A 480 mg
% 4 BRI TR EUIBERR ORI - HES TRE LBRO A 0 MmiE F R E SR
Shiz, ZORER. &A| 480 mg % 4 BEMR TRE L BEOEFREBICE T 2 FHm
EHPRE (LT, [Cagsl V5, ) 1, &AI 240mg % 2 BEIEFE CTERE L72EED Cavgss
CHUT B LTRSS (TR) . £, &K 480 mg 4 ERERTERE LIZEBOE
ERBIZBIT2EBOBEFRE CUT. MCuxsl &V3, ) &, &Al240mg % 2 38
FFRTEE LTEED Craxss LB L TEEZTRTEFRISLZ OO, BARABEICE
WTRAMERER STV AE - AR (10mgke % 2 BEBBTRE) TARZEE
LT2BED Coaxss E B L TIREZ R T L FRIS K (TR) . AT, BRoBECR
FBT—FICESE, AFl3mgkg (KE) 71X 240mg % 2 BRI, & L I3AH
480 mg % 4 BB THEE L2 BOARIOREER L At iz et L OE 2B
TORBIGET NVPBE S, YREECOVWTREM TR, LROAE -
RECHTADMER R EHICHARZEZER IRV L FRIS N,



%3 FHOEMBB TG A—F

Fﬁ& . Fﬁ ﬁ Crmax ' Chmind2s Cavgdzs Cll_mugss Cmin,ss Cavg,ss )
‘ (pg/mL) (pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL)
X - 51.6 272 31.0 113 62.1 776
mg/kg Q (352,70.8) | (165,40.3) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 437 159 87.8 109

40mg Q2W | (511 103) | (23.3,59.0) | (308,60.9) | (102,254) | (41.5,158) | (62.1,187) -
450 g QW 145 29.7 53.0 216 713 109
08 (102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (27.5,137) | (62.1,187)
193 996 116 396 214 275

10 mg/kg QW (146, 222) (86.5,132) (101, 148) (329, 525) (184, 303) (236, 377)

Rl (5%, 95%8) . Q2W : 2 BRI, Q4W : 4 BRI, Cuax: FIER 5% OHRMTEFIRE. Crindzs :
PIEB 4% 28 A BIZH 5 BASMIE PIRE, Cowus : FIERS% 28 B B E TOFHMTEFRE. Comess :
BEREICBT 2 EBNETEE. Cons: EFREBIZEIT 2RIEMEPERE, Cops: EHRBITBITBZFE
iy PR EE



4. HERRIZOWT

E%uu)xﬁmﬁd‘@' (RMP) 12£-5& | AR DERMHLZEMETERIEB~D B 144
BHIWRTH- T, FROREVPBNRBELDH - FEL. AROBREFICLVEE
REWERZRIALTRTHIGT 5 Z EBABERTED, HT@@"’@@?‘“T’E?%?L?“W
B %V\Tﬁfﬁj—é’\%f%é

@ mRIiTHoONT

D1 FRO 1) ~ 5) OVFNICEST MR THSE = L,

(1) EESBRENEET 2 RADRREEILERRS EHERR A D EOEREIL AR,
HIEe A3 A BOE ML AR, HIBEAS A BRER 2 &) (

() ¥R

() BERBRAEREET 2 RABREERNE (RNADIEEIE TR, AR
BIRER. NABROEEHERTE S &)

@)ﬂ%m%%&z% RIE L, SSALREME | IIASRALERIEINE 2 O

R BARHETo TV B MR

(5) FEMEBAILS EENEOMRREEIEZ BN ET> TV 5 iE

D2 HE ®1E%7§{£&UE'J1’F%%EJH#GDXTEL+ YA L R B IS OER (FRO
WFRAIEEYST B ER) 2. UHBRNOARICET 2 RROREE L LTRESh
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ToTWARZ &,

o [ERIRIFEEE 2 FOPPTHERET Lz BIC, WILBREOBAERYREEZ ST 5
FEU EOHELBARZOBEREIToTVBZ L,

o [EGEEUESE 2 FEOMBTHERET LRI 4 U LOBEKRRYE LTV 5
&, b, 3ELLER, BEREORARYEEY SUHILERREOBRKEL
ToTNBZ &,

@ BRADERMBEREBROERICONT
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¥, SERBEONITITONAERIRESTWH T L,
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BABRICED AEMNRMBREUERLA T 5EREFEPEIERAT= 2y
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BEhTWwWsZ L, 2k, BEiEEHiconT, #h%%&%@%ﬁu+ALﬂﬂéhT
WwWaszZe,

- ©®-3 BIfERORE-CHBITEL T

BITER (REMERZREICI., EIEHENE., LK. K. BEERIAEE. KBX.

- NBK, BEEOTH, 1 RUBERRIR. BUERTS. A4, FFigeerEs. FL. BIuiEreE
. FURISREREE, TERORERE, WRES. BES. E'J%Fﬁ%\ %, BEEOR
JBREE, BARMASZEEMRIE, infusion reaction, EERMIKMEE, MIREREGRE. B,
B, BEOAERRG. RERENE, WEEE (LEHE) - RIR - LEERIGES) |
JEE M., EALE) o LT, YR IR ERSE OB L AT 5 ERM & B
L (E'H’FFE@E’?%’?’?TFELB@Lf?ﬁ%&()‘i%%‘ﬂ‘ﬁ'%héﬁﬁkhé i) Ebi
WY RAERTE DHERMPESTNDI L,



5. RERNRLLRDBE
[zt B+ 5 FE]

)

TROBHFIZBWTARDOER fii»ftﬁiﬁé naTna,

o 2 DL EDEEFRIERED b 5 IR RIS T - BRERERSE

TRIZEZY T3 RBEFIIXT 2R ORER UERAFEZ YW TIX, AR OFERME
BRELINTELT, FHDOBRERRL 2 L2,

o —EFEREVCIZRBREZ T TWRWESE

o INBRAERIE '

o fLOMBHERAICHAL CTREINIBE

[Zettizf{ 5 EE]

o)

TR u—nx%f%%%buOb\’C}izkﬁJ@E'ﬂ—-#m/u tENTWBZ b, EZTT
DPRnz e,
o FHIDES hﬂb@ﬂf@%ﬁ@@%é%ﬁ

BEMOFMICIB VDT TRIZENE T3 BFIC o\ TiL, Ziﬁ'J®E5&i?&£%éh&b\
2, HOIBFBRES VG EICRY . BEICARZFERTIZL2EETE S,

o BEMMEBROSHXIIBEEDH 5 BE

© BEHESRECHER 2R 5 BE R UEBIE OB RIIRI ORGP %
FEDRFICRIEMERL LN D BE

o BERERBOAH. ILBENRE L IXEREOR Eﬁaﬁf‘%@ﬁf&}ﬁ@

HoBE
- BEBERE (CLBWMRBEEZEL) ObBBE
s REOBRENIEIEFEEATIAE
«  ECOG Performance Status 3-4 ZV DB E

(&) BCOG 0> Performance Status (PS)

Score

et

0

L PERERTE S, BRMEALREEERBIRZLITLS,

REANTE LWEBNIRIR SN 223, SITAHET, BEERE - TOEERITS Z B8 TE 5,
Fl: BORE, EBEE

PITHRRTESDEDEY O L 3T CHEEMMEZIZTE 2, BH D 50%LL Fix<y Mircl@ ",

BONEEAOFOEYOZ & LBTERY, BPD 50%U L2y FOFTRIT,

g L § ] o

2L{BIRYV., BFOHDEY OZ L3 TERY, T2y RABRFTBIY.
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6 BEIBRUTERETNEEH

@ %HI%%LMX.%LM%%%#ﬁﬁfééﬂ%uﬁogxﬁwﬁﬁﬁuﬁEﬁ

Ao SEREREFACERE L TrLERT AL,

@ REEBICHEL D, BE UITOFECAEDERVERIEE +OHBA L. REEE
ThboETaZ L,

® ERBEWERO<XTY AL MIDWT

BRI RN S bbb Z b5 DT, AROREITHT - Tid, BHRE
KO(EORREE, Wk, FEE) ORERE U X SREOERS, BEE Y
ATH Z &, Ee, BECRHUTHEER CT, if~—7—%0OKREE X/ S
Ze,

Kﬁj@ﬁ‘%—@iiﬁ"@ infusion reaction | uﬁszﬁ’%\ﬂ#kﬂ—/\fiﬁﬁfﬂ)fﬁ by
B%iT -7 ORIt 52 b, $7-.2 5 B B OAHIE SR infusion reaction
BHoLbNEZ EbHIDT, KFREFRUARFBEMET RIS T A
VERET RS, BEORELHOICBIE TSI L, 728, infusionreaction &
BB LIEAICIE, £ TOMERWERSZLICEET 2 £ TRE 2 +oB8E
FTBHZEL, o

FRRIRAERE . TRABEEERVRIBEESHbDNDIERHDDT,
ARF DB 5 BFRAET R O 5-HIR I ERR I AW REIRES (TSH., &8 T3,
TEE T4, ACTH, I aVF Y —VEDQRIE) Z2ERTEHZ &,
AROBFIT LV BEOREFSICRET 5 L& 2 bk RERBSORR
BhHbbhdZ ERldH5D, BRENREDLNEEAITE, BRLEFRIIG LR
%Wm&ﬁ%kﬁ&&%a[ﬁkﬁ%bfﬁ@&%%@%%ﬁW\ﬁﬁ@ﬁ&
R & B BIEAS DS BAITIE, AR OREEFIE, RURIERES
NEVRIOBRSELERTE L, 2B, BIRREFNVEOREIC XL VEIE
FOBERED LILRWEAIIE., BIBRERNVE VU OGRZIRIF OEM

- HERT D,

46T . SRR B3OV A R Lo b EWER A RIS 5 2 L b BTt
AR OB ER TR LEERORRICHHICEET 5,

| BRI (BE 1 BRI A A1) Bh bbb, BREES R 7Y R— R
KEBZLBHBOT, OB, B, %&#@fﬁ@%ﬁ%m%ﬁwkﬁm+
SEETHZ L, | BERRNEDNCEAICIREZPIEL, A VXY VB
OB EEOEN 2NBEFTS 2 L.

BUERTS, FFRE. FFHeEREs. ifk, BLERERNH b Z LR S
DT, EHHCIFSERERTV. BEORBEZTACBRTIZ L,

@ AFOHEFRBRICENT, BEMEN»S 1ERLERMS L, TR, 128
if kuﬁwiwﬁﬁ%ﬁofmt_k%ﬁ%k\ﬁﬁﬁ@*iﬁﬁmuﬁﬁﬁ
ECHROWBENT S Z L.
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1. IXC®IC

ERROEDE - REMOHED = DOITIE, FATEECE SV BEAERRRD
b3, &5, EEORERTOESIC LY . EERR 2 ¥ OREHH 258 ERk
FERGVAEINDITT, ZhbDEERPEICHEZBE ITIRET 5 = L NERED
RELR-TEY REMBGEE L WEOEATE 2016 (ERL 284 6 A 2 B EZELE)
CRWTH, EFMNERREOHEROREHESREZ L EEhTNS,

AR ERRL L, RBEARRAM 0 7 7 A VREEOERS L B b 1ick
RBZENRDH B, 20D, BHERUREMICET BRI+ EET 5 TOM,
UBERROBEZME T L B SNABECI LCHERTS L L bic, BIE
RARRBR LB HELSE & 52 L NARER —E DB 2 i T E R o m
THELLEREETHS, |

LieMo T, RHA K74 Tl BEBEERLINE TR/ LTV B EFELH -
BRI ESE, UTOBRESOREAEREEET 2EANDLERER, £
FROEEEEELTT, ,

B, AAA FT 4 Ui%, MITITEEAEELERSERSEE, ASHEFEARA
FRARIES S, —RIAEA B ABRARES, SEREFESHIEA B FHERS R
— A A B APPSR EE OB AD G EER Lz,

XE L RBERES ATV RREFEE 20mg, 47— R AR 100mg, 7Y
— AR RHEE 120 mg, A7 V—RAHHEE 240 mg (—R4L : =
R<7 (BEETFHEEZ))

HBLRBETIPR « DS AACERIER \TE L - O R e 81T - BROEMME R
& '

HELRIMERVAE  BE, AR =FAV~<7 (BEFEMRZ) L LT, 1E 240mg
% 2 ERERXIE 1[5 480 mg % 4 W IR CARERIET 3,

B R 5 ¥ E MR TERRNSH




2. AH DKM, /ERBF

A7 V=R RIEFHE 20 mg, [l JRREE 100 mg, FIRTEEE 120 mg &U‘ﬂ RIEEFE
240 mg (—i4 : =R~ (BEFRRZ). ST, [FH &v5.) ik, MRS
TEHRAH L AT Ly I 2 T VR A ¥—X 2747 (BMS) #) 2
. B§Z L7t b PD-1 (Programmed cell death-1) =X % & M IgG4 € / 7 m— T A Hilk
Th5, |

PD-11%. TEHAL LY L %3k (T HRE, B AR O F= 5 4% 7 —T M) RUE
B R ARSI % CD28 7 7 X U — (T MR OWEME(L 2 BT IE L RIZHIET 550
78 BT ARG TH B, PD-1 IIHERTHMIICRET 5 PD-1 Y v F (PD-L1
BRUPDL2) LREAL, U SBRICHfiES 7 A B EE L TY VS BROER(LIREE
BTG LT3, PD-1 U H Y FRFURR TR b b Ofkx 2 ESHRRICHES
LTRY ., EMEAEREN SR LIEEERCIT S PDL1 ORERLIFEROLFT
IR » ORICADHBBIRA BB = L BEESH TS (Cancer 2010; 116: 1757-66).
¥ 7 BN ERANERS CIORREE TRRSELET A V¥ —T=a < (IFNYy)
iz X T PDL1 OREAHE S, BB LESRBICHT 5 PDL1 ORE LK
ATFEAR & ORIICEOHIBGRH 5 L OME b H 5 (Sci Transl Med 2012; 28: 127-37).
é bz, PD-L1 % HI5E S &7 R AMME. FUEUEERM CD8 Bt T Ml OMIEE

EMEAS B S5, B PDL1 Hi/AT PD-1 & PD-L1 L OFEEZHETS L Z DM
EEEEREET S 2 ENRENTVA, EDZ L5 PD-1/PD-1 Y 4y PRI, 2
AARBEDSFUESRAS 7. T MRS b OWBS R ElET ZF0—o L LTELLRTY
Do

KFNE . IRRBR O R b PD-1 OMEAMES (PD-1 U W MG ICHE L.,
PD-1 & PD-1 VH Y KL ORESEMAETAZ 212X Y., BATREERNR T RO
1‘$4I:75’<U\7b=/uﬂﬂﬂﬂh_$ﬁ?‘6fﬁm%iﬁﬁ%iﬁﬂﬁﬁ‘é &Tﬁﬁﬂb&ﬁﬂiigxﬁ%éﬁﬁ‘ )
T RERERSNATNS,

THhLDHRND ., AFIIEMER T AF I RRERIIRIF/OIBOL PR s,

EHERRERE LR E Ltﬁ.ﬁﬁerﬁﬁﬁ%%ﬁﬁb Bk, MR OEEMERFER
ézmio '

AR DV &S < BEORERGIC L 2BERS RS bbh, BEEXIIFELIC
= 5 AR B B, AFOREFROBRESRITIT, BEOBRRETSITITV. BEFR
b BA T, BB L BRICRK U B2 Mk L BRE R -OEM & EE LTl
BIRERNBE 2T, BEOCRERISIC L 3BEIERAREDN 2 HAIIE, BIRERERV
ELRIORES OB RNBEITO BEV D 5.



3. BRIKEGE
BACERERICHEE LR BT - BROE fiﬂ@ﬂ%tlﬂ&’ﬂéi@ﬁtmﬂ#Kﬁﬁ %
T ERBRAROBEEZ =T,

[F%hiE]
ENE TR (ONO-4538-41758) _

FSFFRENLARA PR FF Y Ak L OBFRERE ISR IR O )
BRABE/ 2T - BREOEMHEPRIESRE (ECOG Performance Status 0 XN 1) 34 Hil %
RERIT  AF 240 mg % 2 BREFERTREEE Uz, TEFMEE B T 2 F2h% (Modified
RECIST criteria (2004223 < FRHEIZ L D CR XIZPR) 1X29.4% (95%IEHEXE :
16.8~46.2) Thol, 2B, FANIHRE LZBREIX5.0%ThH o1z,

[Z 4] .
ENE OERER (ONO-4538-415R8R)
HEERII3A346] (94.1%) IRH O, FHE ORRERBBEETERVEEES
1323/34051 (67.6%) IR BT, RERNS%ULOBIERITTED LBY Thote,

21 RERPS%IEOBWEA (ONO-4538-41R8)  (RAMMITSER)

BEBXRSE BIE (%)
FEAEE 34 45
(MedDRA/T ver. 1. 0) £ Grade Grade 3-4 Grade 5
ek 22 (676) 7 (206) 0
Py IEE
R TE 2 (5.9) 0 0
BBEE
T 4 (11.8) 2 (5.9 0
ARk 3 (8.8) 1 (2.9 0
B 2 5.9 0 0
IR 2 5.9 0 0
—f% - £EEFEB X m&b}ﬂlsuovzﬁé
e 3 3.8 0 0
R - 2 (5.9) 0 0
R 2 (59 0 0
FRARRE '
Y _—¥ M 4 (11.8) 2 (5.9) 0
7 I 7—E8Em 3 (8.8) 1 2.9 0
U L BRE A 2 (5.9) 0 ‘ 0
P L USFRRESE
RARPIE 2 (5.9) 1 2.9) 0
HERRBIUVREAERES :
EEE 3 8.8) 0 0
bicd-ps) ;U&’T%ﬂf&ﬂ”i
323 4 (11.8) - 0 0
BN BB E 2 (5.9) 0 0

PR HREE 2 1 (5.9%) . FTHEEEREE 1 41 (2.9%) . FURBHEEEREE 4 41 (11.8%) .
RVEMRB 2 6] (5.9%) . KIBX - BEOTHI 26 (5.9%) . 1 BHERE 1 41 (2.9%)
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NAED LN, o, BHERE BEEORBEE. TEAMEEE, BITHERE,
Bk, EIEFEAEE. BN - BEIEA, infusionreaction, & & 5K, LKL, HiR. ¥
SRR/ S A/3F—, Bt/ MR HEREER, T2, BRI IERIER UL
MERRERITRD bhved o7z, ARMEARRRRIIEEES BRRREEEEZSD)
BPEUDEHERETRT. | -



B - BE]

AR OREFEDBREETAZABALEY I 21— a0k Y, &%) 480 mg % 4
ARRER TR EIBEAR DA A% TRE L BOAS O EFRE SR S
Tro FOFER, A 480 mg % 4 BRIERTHRE LZEORBEREBICKIT 5 EY Mg
PE AT, Cagesl EVV5,) 1. ZH 240 mg % 2 BRIBIE TRE LIZBED Cagss &
BT 5L FRSE (FR)., £, &4 480 mg % 4 AMBRCRE LBOERR
BB 2&BHLEPRE AT, [Coxsl &5, ) i3, &% 240mg % 2 BREHR
THE LFEBED Cunss LB L TEEEZTT EFHSAZ OO0, BAABREICRNT
EREMERER SN TV A - AR (10mgke 7 2 BRIMRCRE) TAAZEELE
BED Cougess & B L CIRE R RT LTRSS (FHR) . M2 T, EROBEICRIT 5
F—Zi k3% KA 3mgkg (KE) 720X 240 mg % 2 WREBFE. 2L < 12AH 480
mg % 4 BRI CRE LIZBOARKOREE L A IR A & OBE LR 5
BERSEFARBESN, YZEEII W CRMNAThRARR, FRoHE . B
ORI CHENMER RSB ZRIIZV E TR SR,

£2 FHORDBE AT A—&

Fﬁ {f . }EB % Crmax Cindzs Cavgdzs Cmax,ss Cmin,ss Cavg,ss
(pg/mL) (pg/ml) .| (ug/mL) (ug/mL) | (ug/mL) (ug/mL)
51.6 27.2 31.0 113 62.1 77.6
3mgkg W | (355 708) | (16.5,40.3) | (212,439) | (75.0,171) | (271,107) | (421, 127)
727 383 437 159 87.8 109
240 mg W (51.1,103) | (23.3,59.0) | (30.8, 60.9) (102, 254) (41.5,158) (62.1,187)
480 mg QAW 145 29.7 53.0 216 713 109
g (102,207) | (155,47.4) | (37.0,74.8) | (145,336) | (275,137 | (621,187
193 99.6 116 396 214 275
10 mg/kg Q2W (146,222) . | (86.5,132) (101, 148) (329, 525) (184, 303) (236, 377)

HRAE (5%, 95%8) . Q2W : 2 BRIME. QAW : 4 WA, Coe : DEEEMH OB MIEFRE.
Cumina2s : FIEIEE1 28 B BIZHIT A HRIEMBEFRE, Cuvgas : FIERE 28 B B £ TOEHMIEFE
B, Cows : EHRIECHT B BEMEPRE. Coinss : EHRBICBY BREMNEPRE, Cogs : EHR
BBICH T 5 EmE R '
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RIS JXﬂMﬁﬁE(ME)uﬁoi AH DEZR R RSV ERTEE A~ /1
Bd DR T T, AROREGEY 2 BE 2B - BEL, AFOBRSIZIVES
REWER 2 RBE LTSt 5 2 L RUERED, UTOO~@D T2 d i
RIZBWTHERTARETH D, ‘

© MRICOVT

@1 FE®D U)“‘G)@V@?wlqw%?émﬁfﬁébk

(1) EAESBRESEET 5B DRESHILARES EERF RS A BRESILRM.
HUIRAS A RSB HEILIURRE,  HURDS AR &)

(2) FrERERERRE

@)ﬂﬁﬁﬁﬁ?#&ﬁ?émmiﬁﬁﬁrh(mh SR TR E L. ﬁhﬁﬁ@%

- BAEBE. BARRESIEERB2 L)

4) AFRICFREEZRE L. %%m%ﬁ&m%11iﬂ%m%ﬁ&m%z@m RELTE
IR D B E1T > TV B HER

(5) PUEMEREEAIALS B EMNE ORERELEILR B BHETT o T DHER

D2 EMMES R EOLRFRIER CRIER BB ORI+ 72l & R E 72
B (FROVWTNNICKRET SEM 2, YUBRROFAICE T oIRRORES L
LTEBShTVDS I &,

x®

o [ERTRFEE &2@@@%&%%%Tbt” 5 £ LN AIGEDOBKRHE %
ﬁofwé_&oDE\ZﬁuLi\#h%%ﬁ%%ikhtﬁ%@%%@ﬁ@%
fToTnBHIZ &,

. ESRFRESR 2 FONMPHERET LRI 4 FULOBKEREA LTS
zr. 5b, 3EUER, BRI RIED P A SRS 7 B T RFRERE ORIR

CFHERTFo WA,

@ BROEFRMFREEROKHIZONT

EXLERETHRCAETTIEEENEB SN, BEMCENLOFRER, AYE- &
AMEESPEROTHE CEMZ I 5 FHRRE, AEFRBRELHEORE
¥R ERFRNITONAEFPES-TNDI L,




® BHERA~DORBIZONWT
@-1 MR 524

MEMNRESEOEEZBIERANSRE LN, 24 BHBREROT. YK
IEBERERRIC I\ T, R LBERICE U T AREER O CT £ 0OBWER &K
BERREOKERP Y AFICE LI, ELITHISARRRERNES- TS Z &,

@2 ERUEFHICLIAESSMFCETZES

RABRICED 32BN AREOREL T3 EREEENEERE=2V S
FEDRERORY ) -V VETOERE L ERE L TE 5 F— AERAH R
BERTWBZ L, BB, BEEHICOVWT, RABE L ZORKICFSICBHENT
Wwazé, ‘
@-3 BlERORBEFCRRICELT

BIVER (RIEEMRBICI X, BEGENE, LIk, k. BEGRRE. KBk,
NB%, BEEOTRH. | BUERRE. BUERTA, FFR4E. IFRERE, Fk, Bitnyg
%, BEURISEEIEE. TERAKERE, MREE, BEE BIBEE. Mk EEOK
JBREE., BIRMARZERAE, infusion reaction, EERMIRER, MIREREREE, i,
Bede, BEORER, FRREE, LEEE (LEMS - AR - DEESSIES) .
B, ETLE) ot LT, Yk LA B E R 0 BN BT 5 RN &
L (BHEROBECRRICE L CBERUZESZ T bR 3 &HICH B L), EbIC
EORMBRTE ZEEHIRESTHNE D L, ‘



5. REXNRLRDBE
[Eahiic B 5 %]

o)

)

TROBHFIZBWTHRDOEHEIR RIS TN, '
. 4B%J§{£}E@&6@JI%T SREZRYEST - R OEMEMIRT RIERE

TﬂuméTéﬁﬁbﬁféﬁﬂ@&%&@ﬁﬁﬁ%&owfﬁ\Kﬂ@ﬁ@ﬁ
PRSI SN TR LT, AROBRERRL R LR,

o —RIBEEZITTWARWESE :

o MOEMESES L HH L TREShEBE

" [ZetizBT 3 FE]
@ TFTRIEEUTIBRBECOVTHAROERSENERL TN TVEZ Lhb, E@%ﬁ

RN
ZIK%'JOJEE s tebs) L@ﬂﬂrw%ﬁﬁmb HBE

H ﬁﬁﬁwzﬂﬁﬂlj%b\'f_l‘—?ﬂbl%ﬁ’é’lfé%%‘GCOV‘THA ARl OB EHERILRZW
@@(ﬁﬁﬁgﬁiﬂiﬁﬁib‘%/“\kﬁﬁ D, HEEICARZERTIZLEERTE S,

o BEHEMRBOSHEBEOH L BE A

o MIEEGRE CHERZRD 5 BE R UTEEEO BN R ORI A 5

» Z D fint u*f‘fi’j"ﬂﬁi)ﬂ% BI}’LZ) BE

» H Eﬁf‘rﬁﬂ/‘\ﬁ? 5( IR L< }iﬁ%’ﬁﬂ) ﬁ Eﬁf‘ﬁﬁﬂ)ﬁiﬁiﬁ@
HBHBE .

o [BEBHEE (& Iﬁlﬁ?—ﬂﬂﬂﬂﬁ*ﬁ}ﬁ%ab) DHHBE

. RROBRXIIREEETIBE

e  ECOG Performance Status 3-4 VDB

(ED)  ECOG O Performance Status (PS)

Score

it

0

2 BRI EBHTE D, %Fﬁ&ﬁlﬂﬁ’é"iﬁ%?ﬁ%ﬂl‘ﬁ&<ﬁiéa

AEEICE LOEBISIB S 523, SHITARET, BIEECE - TOMEEIRITI 2R TE S,
Bl : BOWRE, EHEE

BITARECESOFDEY 07 Lid T THREREERTERV. BFD 50% EEIy H’Ma@ 7,

BoNTEESOEOED DI L LHTERY, RO 50% A ELERy FAEFTEIT,

Aijwina] =

2BTRY, BAOFOEY 0 LI3EL TERY, B2y FABETTRITT,
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6. BEICELTHEETREEE '

O HHICEZ L, BERFEEE SMRAT 5 WEHEIC S % AF OB R USE IE6E
RO HERERE BB LT OERTB L, -

TRRBIAAICET D, BERIIT ORKICE IR Vet z +45B L, RE2E

ThbEETAZ L,

FRBEMER ORI A Mo T

)

®

FIEMERRERH DD Z LB H DD T, RFOEEICH Tz o Tk, BRKAE

R (FEREEE, T, BRE) ORBRUME X BRECXES. BEE+5

AT5 2 &, £y HEGCTHE CT. ME~—V1—S0ORELEHKT 5
Z &,

ABN DO EIZEED infusion reaction 12 X CRBRAKFIC+ AR OTX 31
HWEITo7e LT TDZ &, £, 2 B B UAEO &K EHF1Z infusion reaction
BHBONDEZ L bHBEDT, KFREPRUAKIZRERT HBIT AL Z ¥ A
VERET A%, BEORER HSITBET S L, 238, infusionreaction %
RE LB EICIT, 2@ TOBERWMERNZRICEE TS £ TREL o8I
THI L, :

FOIRIREREREE . TEAEEEERVRIBEERH OB L8HBH DT,
KN OB 5 BLART K O 5B I E IR N WS ee R (TSH., 8k T3,
Wk T4, ACTH, MM 2L FY —VEDQRE) 2EMTSZ &,
FHRIOBEC LY BEORERIGCER T 2 LB X bhdtke 2EBORE
BhHbbnNAZeRHd, BERRDLNEHEITE. BRLULEBERIIGUE
BH R AR L IRBR 2 SO ER & EH L CEYRENBI T, BEORE
RIS X BBHER B LN 2BEITIE, AFOKRE TP IE, RUBIREE &
NEVBIORESEFERTA L, BB, BBRERLVELOBREIZL VEIE
RAOBENRBD bNRWVGEEITH., BIBRERNVE VLSO mHIH BN
LEET S,

BERTHE, JRM»LHI AR L THhLEWERNRET 2 e b BT,
AR OEERTRIZOGBWERADRBIC+2ICERT 3,

1 BUEIRA (BIE 1 BOERR 2 at) Bbobh. ERBEES 7Y F—v 2
LEDILARHHOT, B\, B, BHEFOERORRLMBEED LFIZ+

HDEETDZ L, 1 BERRAGELONZHGIIIREEZPILEL, 1R ) V3

ROBRSSOENRNBETI L, |
BUERTA. FPR4, FFIEREE, ik, BILMEEREDbOND D LiHD
DT, EFROIFFBIERE 2T, BEORBEHAICRETH L,

FHOBRRBRICENT, 6 BRI LICADEDOTHELITo TWeZ L 2BEIZ,
FHEET R ERNICERRE CHROMRBEITD Z L,

10



Eﬁﬁﬁﬁﬁiﬁi@ﬁ% K54 v
=RN<T (BETFHBERZ)

(A4 AT VR RTEEE 20 mg, F T O—RERHEEE 100 mg, FTSP—
R ATEEE 120 mg, 7 V— R EFEHIE 240 mg)

~BEE~A 7 YT T4 MREERE (MSI-High)
P ET DR - EE~

sf2fE2 A (BF241 1A%
| A



Bk

1. XLz : : P2
2. ARIOKE, ERBF P3
3. ERPREGR P4
4. FEERIZOWT P10
5. BEMBLRDBE P12
6. BEIZELTHEETEEFHR P13



1. IXL®ic

EERMHOFIHE - ﬁé@ﬁﬁ%®tbhﬂ ﬁﬁii%kgomtﬁmtﬁﬁ#*b
bbb, EbiT, EEOREEMOESHICL Y, UEERRZ & OEFRFTHIERE
FEELBEREINIPT, ThbOEERMLZEICHERBEICRET 2 Z LR
MEEL 2o TR Y REMBOEY L o EA S E 2016 (ERL 28 48 6 A 2 B BBRE)
ZEBWTYH, EFHNERREOFERORBHEEZRLIZLEINATVS, :

R ER LT, BRERSRZEN T o 7 r A VHEBFOEREM LA LR
RBEZENRDDB, 0D, EHERVREMIZET A HHRE+0ERT 5 ETOM,
UHERROBELZBRIT 2L PHFHINIBECHLTERTD L L bIC, BUE
FANERLUBRICKRERY SR L DT L BARER— ﬁ;’@%#b‘:?%t#liﬁﬁ%l@éfﬁﬁ \
THEZEREETHD,

LMo T, BAFA FTA4 0Tk, BAREERLZINETIC %enfmét%%%m
A RHICESE, uTwﬁﬁmoﬁﬁ&ﬁﬁ%%@iéﬁﬁmgﬁgﬁgﬁ Zx
FROEBEEEETT,

SR zl:yw K54 1%, MITATEE A ERS ERMERR A, AREHEIEA BA
ERREEEES ., — LA A B ARRRPRHE R R O RHEE A El R EEER OB
Db & VERR Lto ,
ﬁ%&&éﬁ%m:if?~ﬁﬁﬁﬁﬁ2hm\%Ty—ﬁﬁﬁﬁﬁlmmgﬁ7”

D—RREEE 120 mg, A7V — R RIHEE 240 mg (—&4A -
=R~ (BEFE#EZ) )
HELRAPEIDE : BAALFFIER ITHE L IBETR TR ET - BROBEE~
A7 u¥F 54 NREEME (MSHHigh) 287 555 - EBE

HELhBBERVAE B, BARIZR=FV~7 (BETFHE#EL) & LT, 1E240mg
% 2 EEIRREXIZ 1 [E 480 mg % 4 BRIFR TREHET D, 1
v awy (BETFHERZ) LOFRT2HEIL. B%., BRAE
=Rr<7 (BEFEHRZ) L LT, 1B 240 mg % 3 BEFB
T4 EAREBET 5. £0%, =R~ (BETFRBRZ) L L
T, 1[E 240mg 75_' 2 BB 1 B 480mg % 4 J@ﬁaﬁf"ﬂrfﬁ
WEET 5, .

B & R 5E ¥ F o NFREATEKRISH ' 2
(%)

MSI-High %83 28 - BB T 5 ¥ — R REHER 50mg (—R4 : A EY A

<7 GElFH#Z) ) OPBEXIIHR. HERVHE

288 X 1T 2 B AL ICHE L ISR R AR ST - BROBEE <A
ra¥sSs4 FRRENE (MSHHigh) 28T 5%% - BEBE

AERCRAER: =R~y BETHRERZ) LOGFRICBNT, @F, BAKK

R ¥V LYY (EETHEHRZ) L LTIE Imgke (KE) %338
BIRIFR C 4 B AREET 2,

2



2. AFI O, ERBF

7 O—RRREERE 20 mg, [FATERE 100 mg, FURIEHE 120 mg R ORLATFERE
240mg (—#f4 : =FN~7 GEEFHEEZ) | DT, TEH 2v5, ) &, MK
MIERREH L AF Ly 725 BTV APV w4 ¥—X 2747 (BMS) #b)
BBAF L7zt b PD-1 (Programmed cell death-1) (2%~ % & FE IgG4 £/ 7 v —F Vi
TH B, |

PD-1 1%, ML L72Y 288k (THIRE. BAIBR O F 2 7 40% 7 —THIR) ROE
BERMBEICRIIT S CD28 7 7 2V — (T HBROEMHE L2 HBIMICE L AIZHIET 54
F#) CRTAZRECTHS, PD-1 RHRRTMIICHET S PD-1 Y ¥ F (PD-LI
BRUPD-L2) EFEA L. UV BRICHfIES 7 T A2 BB L TY v S ROBEE(LREL
AR LTS, PD-1 U7 FIRFURRNMRBES M b b Ok« Z2EBGEBIC B
LTRY, BHEEAEREY LUK LEEERICEIT 5 PDL1 OXBR LIFEOLER
M L ORICAOMHEBEBEGRNIH 2 Z L BFE SN TS (Cancer 2010; 116: 1757-66) .
T ENEGEBRE CIHEREE THRIELET A ¥ —T7zu < (IFNy)
12X > TPD-L1 OFEERFEIN, BB LLEEERICIIT S PD-L1 OB LHFED
ATFEHEAR & ORICIEOEBIERR H B & OHE L H B (Sci Transl Med 2012;28: 127-37) ,
X biz, PD-L1 ZHIRER SN MR, FURRRERN CDS B T MIROMRES
EEZBE S8, HPD-L1 HIET PD-1 & PD-L1 & DREESZEET S L 20/
BEEMEREET 2 EBRINTNWS, EDOZ &5 PD-1/PD-1 U 7 FREREIZ, A
AFBRRA TSR T MIE L ORBEZEMT 2BFO—2 L LTELLN T
B, :

AL, RERBROFERD b PD-1 OMRSES (PD-1 V) 7 FEGHEK) KA L.
PD-1 & PD-1 YAV FEDOBEAREHEETAZLITLY, BAREKERNZ T MROE
LR OB AMBRIZSH 2 MREEEE 8B T2 2 L CRENRREEDR 2T
ZERERINTWE,

IO OMAEND, AFNTEEEFE T A R ERRICRVEI O LS,
R EREBRE RS LBRRAREER L., Aok, ZeMRORBAERHER S
nic,

AHDOERBERFCESBEDRERISIC X 2BHWERE R b bbh, BEEXIIETIC
EDWREERDH D, ARORETRURERIZIE, BEOBEZ+HITITV., BEIRE
D HNTHEITIX, BB L BFRITIE Ul BP0 R & BRRE O EM L B2 L TF
ERERIBE TV, BEORELRIGIC X EHERASRDN 2BEITIE, BIBRERNV
EVRIOREEDEIRDBZITO LERDH D,



3. ERIRBUE .
W AALRIER ICHEE U AR R T - BROBEE~ A 7 a7 74 MR
ZEM (UF. [MSLHHighl 2\ 5, ) 28T 23485 - EREORBRICFHM 21T -7

ERBRRBROBEL T

723, [MSIHigh 2B+ 58%] CBL T, PCRIEIC XY MSI-High LHEEhi
B »BRT 554 (%) 12i% TMSIH-High (PCR¥E) 2 AT 58%E | LKL, DNA
IR T EERERIBERE L TVWE Z LR INBELERT 5E (R&) |
72bb [PCRIEIC X D MSIHHigh & ¥E Sh /e B Tmprambs? (BT, FIHCJ
PG, ) IRV I ATy FEEEERE CIT. TdMMR] W5, ) &HESH
B 2EBET 384101k IMSHHigh 285 5H#H ] L RE L, [HC ¥IZ & 5 MMR
#RE L PCRIEIZ & B MSIRED—ERKIL 96.6~98.7% @) HBZ EERBREENT
AT '

[HzhiE]
¥/ AR (CA209142 3RBR) &2
(RE B S)

(LEEFERED 5 559 MR RREREST - BFO dMMR @ XX MSL-High (PCR
W) B 2HT MR - ERRAE 74 P12 dRIC, AH 3 mgke % 2 BRI TREA
BT LT, TEFMERTHAIENR (RECIST A FI4 v L1 RICESBREE
EEHIEIC X B5E2%ES (CR) Xid¥aEsh (PR) ) OFERIL, 31.1% (95%FHXM :
20.8~42.9%) Tholz,

£1) 1 indor Naralane M et al.: T 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) 0209142 RBROEHED 2k — F 0 3 b, {LEBREDH 5 MSI-High 2 F T 58 - EBE ERE L
Lizak—h :roﬁéziﬂﬁm&"frﬁ&(ﬁziﬂ LAY =T (BEFHEBRR) L OFRAREFHORBRIC

DWTEREE

) D7 oY § UV RABEIBEAR QA ST ) 75 FL A U ) 70 RS AT E &t 1
S EOICEREROH D BENHR L Shi,

(B4) gEprange iz 33T, THCHRIC L D S Aw v FEEF V%Y r&;zs MLE1, MSH2, MSH6 X% PMS2
OV ORBNRED SRR WBEIC IMMR L HEShTE, ‘
(55) Eyash ) FI SH7z DNA KBV, 5 BED<A 7 0754 ho——2MRIE L 55
BT, 2 BEU LD —I—2onT, 6BEU LD A 7 u P T T4 he—V—2BITRRLETHEE
121X 30%BL D —F—z oW, PCRIEICEL Y ¥ ADREIBRH ENHE1C MSH-High LHESh

7%a v



1 RERABERUESE (CA200142 RE)
(RECIST ver.1.1, BT SaE. BEIEEMEE. 20168 A 10 AF—F v b2 7)

WO FlE (%)

BERREHIR 74 " - 53 2

5EeE (CR) 0 0
HoasEz (PR) 23 (31.1) 19 (35.8)
® 7 (SD) ~ 29 (39.2) 21 (39.6)
i# 17 (PD) 18 (24.3) 10 (18.9)
FHIEARBE ' 4 (54) 3 (5.7)

#%) (CR+PR) 23 19

(ZhE [95%EEKFE™] %) ) (311 [20.8,42.97 ) (35.8 [23.1,50.2] )

*1 : AT RER. 2 FHUMITIRER O 5 5, PRREIZ L Y MSHHigh (PCR) 2FT 5
Z L BRER S BE, *3 : Clopper-Pearsonik

(FHELA Y AT (EaFREZ) EOFRERE) :
{LEREROH 5 & IBEEIRTREREST - BH O IMMR ®9 X3 MSI-High (PCR
1) &9 2HT AN ERERE 119 fI20RIT, AF 3mgkg RUA BV 2= (&
faFHBH %) 1 mg/kg 2R B I 3 BRMMGT 4 BAEEE L%, 2% 3 mgkg % 2 8
FIFR CRIEFHE L, FEFMEER Th2EHE (RECIST VA R4V 1.1 ik
SERBEEMAE L 2582F% (CR) XHLED (PR) ) OFERIL, 54.6% (95%

EHERR : 45.2~63.8%) Th o7,

#2 BRERADRERUEDE (CA209142 BB
(RECIST ver:1.1, AZEAEITHSRER ., BRWEEMHE, 2007876 B7F—F by bF7)

. ‘ FlE (%)

BRFEEDR 119 41" YR
5E£ZFE% (CR) 4 (3.4) 2 (3.2)
o (PR) 61 (51.3) 37 (59.7)
# E (SD) 37 (3L.1) 15 (24.2)
& 7 (PD) 14 (11.8) 6 (9.7)
N 3 (2.5) .2 (32)

#7%h (CR+PR) 65 39

(B [95%EERE™] (%) ) (54.6 [452,63.8] ) (62.9 [49.7,74.8] )

*1: AT R RER. *2 - AMEAITRHRERD 5 b, FRIRE X Y MSHHigh (PCR) 2675
Z LR ENBFE, *3 : Clopper-Pearsonis




(Zak)
BAETFRER (CA209142888) @2

(AFI B 5)

HEERI 7174 ] (95.9%) | _mbb b, 7‘*5&%& DERREENBETERVWESE
813 5174 B (68.9%) (TR b, BEEHN SHULORERIXATROLBY T
3;)07,;0

23 ZBER S%U._I:OEM’FFB (CA209142 RE) (Rt SLR)

BERKRSER FiE (%)
EARE ' 74 45
(MedDRA/I ver.19.0) 2 Grade Grade 3-4 Grade 5
2EIVER . 51 (68.9) 15 (203) 1 ( 1.4
 HBREE
T : _ 16 (21.6) 1 ( 14 0
i 7 ( 9.5) 0 0
—R% - ﬁ%ﬁ%h;o‘&&%ﬁoﬁﬁm a
s : 17 (23.0) 1 ( 14 0
B|ITRE -5 ( 6.8) 0 0
BRERHREE o - : 7
Y R—EHEMm 9 (12.2) 6 ( 8 0
AST 38/ 5 ( 6.8) 0 . .0
ALT ¥m 4 ( 54) 1 ( 1.9 0
7 I 5—E#Em 4 (58 2 ¢ 2.7 0
. EEBIUHTHGRES ‘ o :
% 5 10 (135 0 0
37> , 8 (10.8) 0 0
R EBIRES - 5 ( 6.8) 1 (14 .0
id LA 4 ( 54 0 0

73 BEEURAREE/ I A /3T —6 Bl (8.1%) . FFHAREREE 6 B (8.1%) . PRREEE 5
Bl (6.8%) . ERERMSAREE 5 5] (6.8%) . infusionreaction3 B (4.1%) . BEHEREEE
3] (4.1%) . KEBJE - ANBYs - BED TR Bl (4.1%) . BEOREES 141 (1.4%) |
BB HEEREE 1 4] (1.4%) RO 1461 (1.4%) NED bz, T, FEEMENREA,
Eﬁ%%ﬁf\u%4\%%\lﬂﬁRF\HTé\Hﬁ\@m&mM&\TEW%
R MY - B, BIRMRERE. BEE2NKES) WRESERER, &K, 5L
5 REds. DIEEE. BN R OELIZRYD s o, ABHEARELRILIIEES
%(%%ﬁﬁﬁﬁ%%@b)%ﬁﬁ%ﬁ%ﬁ%ﬁTo |

(KF LAY seT (BIEFHEEZ) LOMARSE)

HEEST 118/119 41 (99.2%) 12 b, BWREL CRREBRABTETERNE
EELT 87/119 B (73.1%) KD b, FERER SR EORIERIITROLBY
Thol, ‘



F4 BEERNS%ULOBWER (CA209142 B (R NSER)

BERIXSE Bl (%)

EAT : 11941

(MedDRA/T ver.20.0) 4 Grade Grade 3-4 Grade 5
SBIER . 87 (73.1) 38 (319 0
MR LY > RREE

21 8 ( 67 3. (25 0
MRS :

FR AR RRIE T AE 16 (13.4) 1 ( 0.8) 0
PR IR AR TLE 13 (10.9) 0 0
BBREE ‘ _
T 26 (21.8) 2 (1) 0
Y 15 (12.6) 1 ( 0.8) 0
& 8 ( 67 2 ( 17 0
g 8 ( 6.7 1 ( 0.8 0
H R 6 ( 5.0 0 0
—h% - RHEER I TEREEIORE

i 21 (17.6) 2 (1D 0
FEE .18 (15.1) 0 0
ESIE 6 ( 5.0 1 ( 0.8 0
A VTN UVEERE 6 ( 5.0 0 0
RRBRE -

ASTHEM 17 (14.3) 9 ( 7.6) 0
ALTHMN _ 14 (11.8) 8 (67 0
U R—EHEm 10 ( 84) 5 ( 4.2 0
P L URERS .
FARIGR 10 ( 84 1 ( 0.8) 0
HERERR I USRS _

BaEE 6 ( 5.0 1 ( 0.8) 0
HRREE : , .
B0 7 ( 5.9 0 0
FRER, BERIS L UMEHRREE

- g 6 ( 5.0 1 ( 0.8) 0
BEEB X THREES

% D 20 (16.8) 2 ( 1.7 0

. RB 13 (10.9) 2 (1D 0

RIERE 8 ( 67 0 0

2B, FIRBABRERRE 24 41 (202%) . FFHERERESE 23 41 (19.3%) . #RAMEE 16
B (13.4%) . BEBEARE/ I A F—13 ] (10.9%) . REHEAER 76 (5.9%) .
BREEIEE 6 41 (5.0%) . BIBHAEIRE 6 41 (5.0%) . EEORMEEE 54 (4.2%) |
infusionreaction4 1 (3.4%) ., KB% - /NBK - EEOTH 4 6] (3.4%) . TERMAEHEE
BEE 3B (2.5%) \ FF% 3 6 (2.5%) . DIBEEE 161 (0.8%) | BM7s - BEfESS 141 (0.8%)
ROBER 161 (0.8%) BFED BN, T, EEFENE, OHE, Bk, 1 BERR,
FFARE, B(LHERER, BiRbeERE, EELMKEE, LRARERR. &, &
¥oEgk, EEHD, EILIIRD bR oT, REWERARBRLIEESS Bk
EEAFEZET) 2R0EHERETT, '



(R - AE]

AHOBEFAEYHRBESNEZFBA LY I ab—va it kb, 53 mg/kg (&
B) ik 240 mg % 2 BREIBE CIRE L BoFF o mEFRESKRE SN, TOfk
R A 240 mg B E LIZBEOBRERIT. AH 3 mgkg 2 RE LICBROBRER L iR
LTIEEERT L FHESN 00, BAABEFCBO CAAEIRRBRENTVEA
- AR (10mgke % 2 BREIRBCRE) THRAZRE LBOBRER > sk L CIEE
BRTEFRENT (FTR) . MAT, BROBEICRB T 27 —FIcEIE,
3mg/kg (fAE) Xi%240mg % 2 MR CRE L 2BROAFI ORER & AHEITR
£t L OBREZRET 2BRERGEFABNEE S, Y¥REEIC oW TRFMTbh
R FRORE - FEOB AR OEEMICHAEREZRARRVWE FRlsh, &
7=, MSL-High 283 5% - EIEAE 0T — ¥ 280 REFARySERET V. Bl
BREDT—FICESEBESNEBRBERISETNVERAVWERNER X, AF
3 mgkg (FE) Xii240mg &A V) Av7 1 mgkg (FE) % 3 BHFERTRE L
Bt HRARERIIA LRV RIS, "

%5 AROEMBBAT A —F

Hq % . }5ﬁ % Coax Crind14 Cavgd14 Cmax,ss Cmin,ss Cavg,ss
(pg/mL) (ug/mL) (pg/mL) (pg/mL) (ug/mL) (ng/mL)
516 16.6 243 113 62.1 776
3mgkg W | (355 708) | (107,245 | (17.1,339) | (750,170 | (@7.3,107) | (42.1,127)
240 g QZW 727 235 341 159 87.8 109
(51.1,103) | (15.2,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
: 191 613 90.8 398 217 ~ 278
10 mghkg Q2W | (147 219) | (512,792) | (79.0,114) | (331,532) | (184,313) | (237,386)

| HRE (5%5,95%5) « Q2W : 2ERIRKIME. Cux : AIERESHORBELFEFRE, Cunas : FIEREHE

148 B2 B BRARMEPRE, Cogae: FIEHREH 140 B F COFHMIE PRI, Cuomss : EFIRIRIZ
B AREMEFEE, Cus: EXREBIZBITAREOEFRE. Curgs : EFRBIZET 5 MmiE
HRRE

Eoiz, FAAOBREMAEPHBET NV EFA LY I 2L —Va itk XA
| 480 mg % 4 BRIMRE TRE UIEABOAE - ARS CRE LBROAROMEPR
ERRE SN, ZOMR, &K 480 mg % 4 BREIMER CRE LI RO EHREBIZR

BEHMETERE T, [Cagel &), ) . &Kl 240mg % 2 BEIMR TRE L
FBED Cuges LEBIT 2 EFRISNT (FR) o Eio, K 480mg & 4 BRFRETHRS
LeBOEERBICEIT 2 RFMFTRE (UT, Comel V)5, ) 1%, A7 240mg
% 2 R TRE LIEBRO Couss S B L TREZTT L FRSNIEHO0, BERA
BEICBOTERUARREN TS A - AR (10mgkg % 2 BRMRTHRE) ©F
FHRE LICBED Coaxes & WL CEEERRT L FRISHE (TR) . MR T, BHO
BIBICIT 57 —F I ESE, A8 3mgkg (RE) Xid240mg % 2 BRI, &L <
HEAK] 480 mg % 4 BREMR TRE LIcBROARORER & AME IR & ORE
ERAT 2 RBRIST S VBB S, YHBEC OV TRIASTONIER, ERO
Ak - AROMTANR RS HRRZERIRV TR S,



R6 FHAOKYPB T A—F

)EE ¥£ . )ﬂ % Crmax Crnind28 Cavgdzs Cmax,ss Cmin,ss Cavg,ss
(ng/mlL) (ug/mL) {(pg/mL) (ng/mL) (ng/ml) (ug/mL)
3 mg/kg Q2W 51.6 272 31.0 113 62.1 716
mglkg Q (35.2,70.8) | (16.5,40.3) | (21.2,439) | (75.0,171) | (27.1,107) | (42.1,127)
72.7 383 437 159 87.8 109
240 mg Q2W (51.1,103) | (23.3,59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
480 Q AW 145 297 53.0 216 71.3 109
me (102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (27.5,137) | {62.1,187)
] 193 99.6 116 396 214 275
10 mg/kg Q2W (146,222) | (86.5,132) | (101, 148) (329, 525) (184, 303) (236, 377)

PR (5%E, 95%=) « QoW : 2B, Q4W : HBRIEIME. Cox: AIRIBREZLOREHMIEDEEE.,
Cuinizs : FIEIR 51428 B BB 2 BBMIBFRE, Cogas: MERE%28A B £ TORHMBHRE,
Cmax,ss : Eﬁ%%kcﬁtjéﬁﬁmﬁmﬁg\ Cmin,ss . ﬁ'ﬁ%ﬁ%%:?&ﬁé%ﬁﬁﬂ%@%ﬁ\ Cnvg,ss : E"%"'lkﬁg
T8 B PRE '



4. HERRIZOWT .

ﬂiﬁ'J@Eﬁ-biﬁﬁU?ﬁtﬁ%‘% SWT - BFEL, ABOREICLVEEBLREWEHZREE L
BRIZHIRT 5 = & BBERED, UTOO~QDFT T %?ﬁf:‘?‘ﬁ'@%ﬂ:ﬂ’sb‘fﬁfﬁﬁ‘é
_RETH B,

@ HERIZ2OWT

@1 Tﬂ@(nFLG)wwﬁnmkmﬁféﬁﬁfhé Lo :

(1) EAFBAEIEET 55 A DRSS ERERT RS A DRI AR,
HIR DS A RS FEE S HL AURBR ﬂﬁma¢&f&tk)

(2) HeEHsREREE

() BWEFERMEREETIHNABREERR (BSABRESRTER I‘m\ R AR
BHREE. BARREEHEERR2 L)

m)%%m%ﬁ&i%&ﬁb.%%M%%&ME1Xiﬂ%k%ﬁ&m%2®m&£§

' R BB ZEIT > TV D s

(5) PLEMEERILT S EME O RERR &@h%é@&%ﬁofmém&

@2 #hE - Eﬂ%‘f‘@43‘?9%7&&()‘@”’}3@%ﬁﬂ#d)ﬁﬁib:-l—’\f;%ll%‘é”x‘cEﬁ%ﬁ%%o@
fil (FROVWTNPICHYE T HEM) 28, SEREROFAICET sIRORET L L
’Cﬁﬂﬁézhfcwé &,

e

. Effe eSS 2 EONBPFHELZET L-RIC 5 FEULORABEROEBERFES.
fToTWaZ &, 5B, 2F LI, 75%%%&{%%5& Ltﬁ?»ﬂi%%@wé‘%
fToTWBZ &,

o  EMGHRER 2EOMFHERET LERIC, WEBEONAEMRIEL ST S5
EP EOBEEBRABZEOEREToTNDZ &,

o [ERRIRER 2 EOVMBHELZET LERIC 4 FUEOBKRERZALTVD
Zr, 5b. 34U ERIT, HESREOSAEYREYSDHELRRECRHRKRNESL
ToTWVWAZ &,

) %Wﬂﬁﬁﬁﬁﬂ%’ﬁwﬁiﬁkomf

ERREREECATT s REEIEE SN, MEAENLOERED, B - £
SMEFLHEROBTERCEMSICT 2 R, AEFLSRE LS EORE
5. ERESHITITONSBHIBE-TNDZ L,

10




@ BUWER~ORIRITOWT
®-1 FERRAHlIBE T 5 BN
MEMMRBEOEE2BIEANREE LZERIC, 24 REZEREHOT. YR
| EEBMRICRE T, BRULBWERICR U CAREER U CT S0BIER DB L
ERREOKRENY BPICELN, BbHICHETER AR TN,

@2 ERHEFHICLIAEERNNICETIES k

BARRCED S EMN OB R UEKRELE T2 EREEENBIERE=4V
EEOIERDAZ Y —= 0 TERITVERE L ERE{F TE 55— AEREHINE
EERTWBRZ &, 2R, BEEHIZOVWT, BABE L ZOFRIZTDICAMENT
Waz &, i

®-3 BIEROREFORINIZEAL T |

BIER (MEMMEBICM L, EEGESE, LK, ik, BEGREE. KBk,
MBS, BEEOTH. | BERKE. BUEFL, RS, RS, Fi, BERE
%, FIRIEREREE. TEAHRERS, wRES. BEE. BIBEE. Mk, EEOK
JEREE ., #WARMILZERIE, infusion reaction, EELMIKEE, MERAREHER. B,
k. BEOHRERIG, BRIREN. DBEE (LEME - AR - LEUEISMES) |
[EgEHm, EAE) 20 U T, YriER UL E RIS OEME 2 A 5 Ei &b s
L (BHEROZE-ORGICE L THERVUXEEZRZITONIEFICHZ L) | EbIC
HHRE N TE EFNE->TNWBEZ &,

11



5. BREXBRLRDBE
[FahiEic By 2 FH]
) me%%kkwrﬁmﬁm&ﬁﬁvxﬂa4t)Av7(ﬁr%ﬁmx)&@ﬁ
FR 5 OEERTREN TS,
o DAACEEERICHEE U AR R R T - BROREEA 70T T
A PRZEM  (MSLHigh) 283 5#505 - EIRERE

&% MSI-High B35 Z 2220 Tid, =A< 7 (BiEFERZ) ooy =
VBEE (RFEL : MSIREX v b (FALCO) ) ZRAWTHERTL I L.

® TRIZEZ %?6%%Lﬁ?5$ﬂ@&%&@ﬁﬁﬁ&;owfm:Kﬂ@ﬁﬁﬁ#
FELENTRLT., AFORERFRLRBIRVY,
o 7okt I VURESEER. %%#)77?/&04)/7ﬁ/EMﬁ
KFZ X BIRRBO RV EBE
o INERBIEREE ‘ ,
o AVV AT (BETERZ) UAOREMERES AL TRESNIBE

(2t 25H]

NO) T?Kﬁ%?é%ﬁuﬁwfi$ﬂ®ﬁﬁbmwkéhfwé &ﬂ% ﬁ@%
bhnz e, ’ ;
o AEIORSICK LIBBREDOKEROH S BE

® %ﬁmwﬁﬁu%WTkaﬁé#éﬁﬁuowfi.$ﬂwﬁﬂi%%én&w

2. MOBFERIREN2VESICRY . BECARZERTIZ L 2BRTE S,

o« BEMMEBOASHIREOHLBE

o EEGKRE CHERE 2 wa%%&vﬁﬁﬁwm%ﬁ%ﬁ%%@%ﬁ%%
S DI IAEELR B BN B B |

. EaﬁrﬁﬁwAﬁ.Xi@ﬁ%&fb<iﬁ%ﬁ@ﬁﬂﬁ&f%@%ﬁ@@
hoBE

o [BEBWEE GEnBMRBEEBZED) ObDIBE

o BEOBRUENIIEFEEETIAE

e ECOG Performance Status 3-4 %6 0 B#&

(&6 BCOG ? Performance Status (PS)

Score ‘ EE

0 [ EERERTES, FRMLALABEESHIRRITXS,

AR L BB HIR S B M, BITARET, BERSE S TOERKIIMTI 2L R TE S,
fl BWRE, EHEE

BT THSOEDOEY O LI T~ THERENEERTERY, BHO S0%U LRIy FATBIY,

RonBSOHDOEY DI 2 LHTERY, HRO S0%UALEEZy FORFTBRIT,

ESQESTY 3] —

E<BITRV, BHDFOEY DI LFRTERY, BRIy FORTFTEIT,
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6. BEIZELTHEIT&EEHR
O BECEFCNZ, BERGEE DRIET 2 ERSICE S SRR ORER CEIESR
RO DI LBERERETDICEBRLTHOERATSZ L,

® 1

®

ﬁ%%k%iﬁ\%%Xﬁ%@%ﬁuﬁﬂ@&Uﬁ@@%+ AL, AEEE

ThoRETHI L,
E&ﬂﬁﬁ@v#/%/bkowf

MEEMRBEH bbNDZ LBH DT, FAFOBRETH > Tix, BHRE
W (PERREE, @k, FBEE) ORBRUME X BREOCERSE, 882+
WKITS5 2k, £, HRERISCTHE CT, E~—I—%SD0RELZEHT S
ze,
AR OB EIXIEE D infusion reaction 12§ 2 THRARIZ St ED T 3%
BEITo7 ETHAT S 2 &, £, 2 B B UEOAKIREHIT infusion reaction
BHEbNDEZEbHBDOT, AREBEFROAFIZRERTRIZ AL ZNVTA
CVERAETAE. BEOREBE TSR TS &, /2B, infusionreaction &
HE LG, 2 TOBERWERSFERICEET 5 E TRE 2088
THIE,
FREHEEREE. TEABERERVRIBEERH LD Z ERH DD T,
AF OB G BRIGEI R ORGP IR TN oWeERE (TSH, 8¢ T3,
TEBE T4, ACTH, M= VF Y —VEDRIE) 2EETBR L,
KﬂwﬁﬁmlD\ﬁﬁwﬁﬁﬁﬁ’@@f%&%i&ﬂéﬁﬁ&%ﬁ%rﬁ
NHLPLNAZ ERH5, REFNRBDLNEZHEAICE, BRLEBZRIISUT
%W%kﬂ%k%&%ﬁOE%&ﬁ%LTE@&%%%%%ﬁw BEDRE
R & 2 BHERR RO 2 BE101T. AFOKEX TP, RUOBIBRER
NEVRIOREERERTBZ & 7B, BIBREFRNVEOBREIT LY BEHE
RAOUENRBD bh2WEEID m%&ETW%/uﬂwﬁFWﬁﬁ®Lm
bERET S, v
BERTHR. BOER» DBV AR L O LAHERAREAT 85570
FHDOBREKRTRIZCHEWERORBRICHSICER TS,
1 BERA (BIE | BUERFR 2 2Te) Bbbbh, ERFEES P TV F—I X
WELZLERHHDOT, AE. Bl EHEOERORETLMBEMA D ERIZ+

 HEBTAZL, | BERRARDNAEEASICIEBERFIEL, SR )

FloBE5E0HENAEEZITO>Z L, _
BIRERFA, FFARE, ITHeREE, k., B{LIEREAR D OLNEZ 2 RH B
DT, EHOICIEBEREZITV. BEOREBE2+SICBETI L,

@ FHOBERBRICIEVT, REEHEND 24 BRI BB L. Thilki. 128
2 L A OB ST TV e 2 & 2B EI0, ARSI RN ERRE
THROEREITH> Z L, :
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BEEEREETA R4 v
=R~ (BETHEEZ)

(ﬁﬁ%é F 7 O—BEFEHEE 20 mg, 7V —REERE 100 mg, TS V—
BDEFHEHE 120 mg, 37 P—RR[FEHIE 240 mg)

~EIERE~

AfI2E2A (BR24E1 1A
' BAGEE



H%

ANl

XTI
ARIORE. ERBF
E PR AR
BRIZDOWT
BEXG LD BE
BECELTEETREFE

P2
P3
P4
P8

P10

P11



1. IXC®IC

E A OB - ﬁéﬁ@%%@t i, R CE SISV R TE 2 AR
BB, éBL\ﬁﬁwﬂ%ﬁﬁwﬁﬁ XD, PUKERR R L ORFE IR
FEEGAKBSNBTT, 2 bOEERZEICHERBEICRET 5 2 L 2VREOD
ML 2o THY EEMECEY L XEO LA 2016 (F5L 28 4 6 A 2 B WIKRE)
KRV TH, EFNERREOEROKEMNEEZRLZ s TV,

SR PR ER L, R ELE T v 7 7 A VEEEOERRE LA bR
&5:&ﬁ&5°:@tb(ﬁ%ﬁ&@ﬁéﬁm%?é%ﬁﬁ+ﬁgﬁ?éi?@%\

SEEROBEYR BT B LAHIN BB LTERT S L L b, BIfE
mm%ﬁbtﬁhzﬁﬁﬂm%aé L TR — A DB & T e T E AT TR
TAHLLENEETH D,

LiedioT, AHA FTA VT, AT B = 1 IR 1Tl B TR
BRI ESE | UTOERROREREASHEET 2BAN b RERER, BX
FROEEFEREZTT,

BB, AHA BT A VIE, MSIATEOE A EIER ERR R A1, JSHEIEA R
BRIEEYS, —RHRIEA B ABRNRES, HEFEAEREADFREFEROR
HOb LR Lz, |

Wl RBERE 7 U— R ARRE 20mg, A7V —RREFHE 100mg, 37V
. — R AR 120 mg, A7 U— R R 240 mg (—% 1 =
| R<7 RETFRRL))

| WL RBPETNE ¢ 2 ARSI HE L RIAYIR R AR AT - BRORME

Har R REROER | BE. BRAKIE=F1 <7 GRETHML) & LT, 1E240mg

% 2 BRI 1 [ 480 mg % 4 ERIRNE CAREET 5,

B R E 2 NEFRATERRAH




2. R0, 1ERBF
F 7V RIEFRE 20 mg, FARETHE 100 mg, FLAREHE 120 mg RONE AT
W 240mg (—M% : =R =T BETHRERZ). DT, TRH &vno,) i, MR
MIERRSHE AT Ly 72 ATV AV s v ¥Y—X X747 (BMS) %)
23BEZE L7z b PD-1 (Programmed cell death-1) 1243 & R IgG4 &/ 7 u—F L $i
ETHB, ~ |
PD-1 13, EMEEAEL72 Y %8k (THIRR, BHRRE YT F2 7 4% 5 —THIR) ROVE
BERAMARICRILT S5 CD28 7 7 I U — (T M OEMAL L WM EL AICHET 25
F#) CRTIZEKRTH D, PD-1 IFHURIERMIRICEEHE TS PD-1 Y v F (PD-L1
BOPD-L2) EFEA L. DY/ SBRICHBES 7V B EE L TY VS BROIER(LIRIE
 RICHEEIL TS, PD-1 Y4y RIFURBRMBEIMNT & b Rk~ I 525
LTRY, BEMHEAERE» LU LEEERICI T3 PD-L1 ORBR LFEBROLERE
HM L OMICAOHBEERREH 5 Z L B3®E IR T3 (Cancer 2010; 116: 1757-66)
I BUHEAERE CIIEREE THIRNELET HA V¥ —T=u < (IFN-y)
2L o> TPD-L1 OFBRNRFEIN, &% L EEEBRIZIITS PD-L1 ORRLHED
ATFHIR & ORMICIEDHBIBBRRH 2 & OMEL H B (Sci Transl Med 2012; 28: 127-37),
E B, PD-L1 2B RRE I BN AMIRE, FURRSER CDS B T MilaoMaEE
B2 ST 52, HlPD-L1 fifAT PD-1 & PD-L1 ¢ DS EHET S L F0OHME
EEFEENREET S Z ENRENTVS, £OZ 25 PD-1/PD-1 U 7 FEEIZ, 2
AR TURSFRER: T MR, O ORBE 2RI ABFO—oL LTELLATY
Do
AFX, KBERBROFHE R S PD-1 OFRRIMERE (PD-1 U 4 FEAHEER) /&4 L.
PD-1 & PD-1 VW FeDREEEMETH I LICX Y, BARFRERNZ T MO
MR UDBS AT T 2 MG EE LR T 5 2 L TR R BRI R 2R T
ZEBERINTNS,
D DOMREN D AFNIBMEIEBIT R 5 F - R EEIC BRYVBLLDLEEFFS N,
REBBE AR E Lt BRAREEE L, A5, ZREMROBRENHR SN,

AENDIERBFICES BEDRERRIC L 2BHERSRS bbh, BEEXIIFTIC
ELAMEMELH D, FROREFREERICIT, BEOBRELTHITTV., REND
 bNIFETIE, B L ERITE U F02 408 & BB 2B L L O

DREFBE 21TV, BEOHRERINC X 3EWERARRDNZHEITIE. BIBKRE RV
EUVRIOREEDOERABZIT O HERD D,



3. ERRRER
mhm%ﬁﬁﬁuﬁgbtm%mﬁxﬁtﬁﬁxiﬁ%@ﬁﬁr@ﬁ BRI ST %
170 e ER2BRRRBROBRE T

(k] :
EpEERFMAEERER (ONO-4538-24/BMS CA209473)

7 oY I VU RREEEERR T T F A% S LR EREICRIE XX
R OARIE R EEREIT T BR O A EMBEIS8H] (B ARANBE274B % E T, AH
BE19341, EBEE1956) ZxRic, ¥ ¥ RPEEEEA (P& A KmbXix
R Y FZEEN) ERBE UTAF240 mgd 2B FRERCRRIHE LI L S ORZER
L UEAMRRE Lz, SEHMEEE CH 2L (PRE [95%ERER] ) |
AFIBET11.17 [9.99~13.73] A, XHEET8.54 [7.20~9.89]1 W A TH v, AFEIIx
REHCHR LR RIS E B RER &R L (N — FH0.79[95%EHKR: 0.63~0.991,
p=0.0381 [J@Rllog-rank7E] ) . -

B K& # 2 AKMPZ OV TILTS mg/m?% 3R CRIRNEE, 7 ) ZFEMTOonTR,
100 mg/m* & TAMAEL1YA 7 L2 LT, B, 8, 15, 22, 20R V36 H BICHIRARET 22 L L &h

7o
1.0
0.9
0.8
07
0.6
£ 05
£ 0.4
0.3
0.2
- 0.1
004
‘02468.1012141618202224262830323436
at risk¥# E#,Hﬂﬂﬂ(ﬁ_) '
I 193 170 158 139 120 105 8 77 65 55 38 20 :13 10 6 4 3 0 O

TER 105 182 157 116 100 79 66 55 48 39 26 16 11 6 2 1 1 1 0O

X1 OS ® Kaplan-Meier #ift (ONO-4538-24/BMS CA209473)



[Z24it])
ERLRIFEMAAREBR (ONO-4538-24/BMS CA209473)

BEFRIIARFIBTE 172192 B (89.6%) . XTFREE 192/194 B (99.0%) IR HN., 1A
BRI L OERRBEREREETE RVEBESIIAFEE 129/192 4 (67.2%) . XTHREE 185/194
Bl (95.4%) IZFBD b, WTNOADFE TREAEY 5%ULORBHERIIR 1 0L BY T
Hote, ) |

1 W OB TRERS 5% LOBIEA (ONO-4538-24/BMS CA209473)

RN Bigk (%)
REBIRIR P N

%ﬁfDRA/.T 21.1) 192 ) ‘ 194 1

© veral. % Grade  Grade3-4 Grade5 4 Grade  Grade3-4  Grades

2EI1ER 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (655) 2 (1.0)
EEB LR THRERS _ _

%2 23 (12.0)- 1 (0.5) 0 27 (13.9) 2 (1.0) 0

& D EEE 17 (8.9) 0 0 9 (4.6) 0 0

BB 3 (1.6) 0 0 97 (50.0) 0 0
—i% - EHEER LR ETAORE

R 15 (7.8) 1 (0.5 0 16 (3.2) 0 0

B 14 (7.3) 1 (0.5 0 42 (21.6) 9 (4.6) 0

Rk 9 (4.7) 0 0 44 (22.7) 0 0
A7 9 ,

U > ERER 4 21 . 210 0 18 (9.3) 12 (6.2) 0.

P ER B 3 (1.6) 1 (0.5) 0 75 (38.7) 58 (29.9) 0

B M ERER> 2 (1.0) 1 (0.5) 0 72 (37.1) 46 (23.7) 0
BREE :

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

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

=5 4 (2.1) 0 0 16 (8.2) 0 0

Bi» 4 (2.1) 0 0 31 (16.0) 1 (0.5) 0

LA 1 (0.5 0 0 13 (6.7) 1 (0.5) 0
PR _

SRR BRI T 17 (8.9) 0 0 1 (0.5) 0 0
BIER L U4 dE

i eC 3 (1.6) 1 (0.5) 0 1 5.7 6 (3.1 0
REFBLOGEREE '

BABLR 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
MBI RY N RZEE

=gl 4 (2.1) 4 (2.1 0 47 (24.2) 19 (9.8) 0

BRI E 1 (0.5 0 0 36 (18.6) 27 (13.9) 0

FEEMEIT P ER D FE 0 0 0 20 (10.3) 20 (10.3) 0

B mERE 5 0 0 0 16 (8.2) 14 (7.2) 0
HERAR I URSEGREE

AR 2 (1.0) 0 0 21 (10.8) 1 (0.5) 0

mEE 2 (1.0) 0 0 17 (8.8) 1 (0.5) 0
HRREE

REEY 3 (1.6) 0 6 14 (72 0 0

FHEERE =2 —a /T — 1,00.5) 0 0 47 (24.2) 1 (0.5) 0

KR = = — R F— 0 0 0 21 (10.8) 1 (0.5) 0

2B, AEFICB W THRIRIBEEEE 22 6] (11.5%) . BEEUHRRE/ I F/3F—15
Bl (7.8%) . FFHSEEREE 13 1 (6.8%) . FIEMEIRA 12 6] (6.3%) . #HRFEZE 8 4
5



(42%) . BEOCRBREE 46 (2.1%) . BEEHM 3 5 (1.6%) . EL24] (1.0%) .
EHEEREE 2 41 (1.0%) | FFZ 161 (0.5%) | KBS - /MBS - EEEDTHI 1 41 (0.5%)
TERAEEAEEE 146 (05%) KT infusion reaction 1 Bl (0.5%) BPREDLNE, £, B
ERGEEE., LER. Bk, 1 HERRA. FRE. ECHERRE ., BIBMRERES, MK -
BEMEZS . BIRMAAERE, BEELDKES, IRAREREE, Bk MR, SEOBK
EOWDIBEEIIRD b Rbolc, AEMERARARIIIBEESES RAREERF LS
i) ZEOEFNBREZTT,



(A - HE]

AR OBEMEDBEETNEZFRIA LY Iab—va itk Y, KA 480 mg % 4
BRI TREUIEARORE - RS TRE LLBEORF oM EFRESKRE S
Teo EDFER, AFK 480 mg % 4 BRRB THRE LZBOEFEREICBIT 5 EHymiET
BRE CUT. [Cugsl &V, ) iX, A% 240 mg % 2 BRIRIE THRE L72BED Coge &
BUTDETFRIEINE (FR) . T, A5 480 mg % 4 BREBERTRE LZBOER
RRICBT 2RPMBEPRE CLT. (Caxesl V5, ) X, A 240mg % 2 @R/
RTIRE LIZBED Coss LB L TEREZRT EFRH SN DD, BAABRE TV
TARMENERIN TS HE - HE (10mg/kg % 2 BRIRER THE) TARAZREL
TeBRD Craxss & B U CTIEEZRT EFRIENE (TR) . MA T, EROBEEICS T
57 —HICETSE, K3 mgkg (KE) F72i3 240 mg % 2 BRIBRE. &L I3AK
480 mg % 4 BRI CRE LZBOAF OREER L AR XIIZ 2 & OBEE LR
THRBRIGEFADMEREN, UEEEIZOWTRARM TR, FRoMAE -
REOCH THEIMR ZEMICHERZR X2V E FRIS T,

%2 FEOEHRIBNS A —F

}Eﬁ ¥£ . }% E Cmax Crnind2s Cavgdzs Cmax,ss Cmin,ss Cavg,ss
"(ug/mL) (pg/mL) (pg/mL) {(pg/ml) |  (pg/mL) {pg/mL)
3 mglkg QIW 51.6 27.2 31.0 113 62.1 77.6
(35.2,70.8) | (16.5,40.3) | (21.2,43.9) | (75.0,171) (27.1,107) (42.1,127)
240 mg Q2W 72.7 383 437 159 87.8 109
(51.1,103) | (23.3,59.0) | (30.8,60.9) (102, 254) (41.5,158) | (62.1,187)
480 mg QAW 145 29.7 53.0 216 71.3 109
(102, 207) (15.5,474) | (37.0,74.8) (145, 336) (27.5,137) (62.1,187)
193 99.6 116 396 214 275
Wmghe W | (1467 020) | (865,132 | (101,148) | (329.525) | (184,303) | (236,377)

HISE (5%, 95%:) . Q2W : 2 EMRINE. QAW : 4 BREIRIM. Coe : FIEHE 546 0B MG HIRE .
Crintzs ¢ FIEHR 545 28 B BIZH) B REMBTRE, Cagors : MEREH 28 B B & TCOTHME TR
BE. Craxss | ERRIBIC I B BAMIEFRE, Coins : EERIBICH T 5 REMEFRE, Cugss : EER
BITHT B PHME IR / |



ﬁﬁﬂ@ﬂ"a‘—#ﬁ@]&ﬁ%‘%’“lﬁ BEE L. Zliﬁ’Jo)E’é- JZ DEELREHWERZRIELL
BICHIST 5 © & BUETRT b, BT OO~@0F < TH M+ HRCH THAT
~ETHE, ‘

O HRIZOVT |

@1 FED (1) ~ B) OVThRIEYTIERTHDZ L,

() EAEBREIEET 5 BADRESILARRES EREN IR A BREEILR.
HUIEAS A RS RO IL AR, MRS A IR R )

() KEHReRl

o)%ﬁﬁﬁﬂ%ﬂ%ﬁfémm%ﬁﬁﬁrh(ww %ﬁ%ﬁiﬁh\wh%ﬁﬁﬁ

 BAREER. BAREEEHER R L)

@yﬂ%m%&&ié&%L,%%m%&&m%1xm%%m%ﬁﬁmgzwm&§§
AR B BHEIT- TV B HER

(5) MEHEERILS EEME ORISR Z> FBEHZEIT->TW % Mk

D2 EEBOLERER CBHERRRR OIS IC 7250 & RREHOEM (T
DVERMCEY T HER) 2, YEDRENOFFICET ABROEEE L LTRES
nTnasZ e, '

*

. EEW%‘?HM%& 2 EQTEIFHERET L2 RIC 5 @HJ:UD#/VIA&UDﬁEﬁEEWX%E
FoTWBIZ &, 5b, 2FEULR. BARYREZEL L7 BBREREZOTHER
fFoTWARZ &,

o  [ERGIFERA ﬁz@w@%ﬁ%%%?bt”; ﬁk#ﬁ@#h%%%&%
EL EOMILBARZEDERZITOTWVAH T L,

o EffifaFRER 2 EONBTHERET LizBIC 4 £LU EOBKBREZAL TS |
&, 9b. 3ELEI (ﬁﬂﬁ%ﬁfﬁ?@#/\/%%%{f%E’:if(ﬁﬂﬁ%ﬁfﬁ%@ﬁﬁﬁﬁﬁﬁg%
fToTWBZ &,

@ BHOERREFHBEROEHICOWT

E%m?ﬁmﬁu%$T5§E%$ﬁ%éh %%ﬁ%mawﬁﬁﬁu "t - &
SHSELHRROTER VEMS IR 5 MR, AEERNRE LBAORE
., ERBELHITONLEHIBE-THWDE L, '




® EMEA~DORIGIZ2OWT
@-1 MERRpEEAIZEE T 2 Bl

MEEMRBEOER2BIEANTE LIIRIT, 24 BIEIRRAHOT, YHMHRY
FOEEERERR TRV T, BB LEEER IS U TAREER O CT £08I1ER OERIC X
ERREOERNVLYBPILEON, EBLIIRIGTRRERINE-THEZ L,

@2 BERFEFEIC I IAFFRNRICET 5 EH ,

BABRICED ZEMPNRARECREL T T EREEEREERT=4 Y v 7
EEDLEERDOAY ) —=r VT ETOERE L BRE{EF TE 57— 2EREHIIE
HENTWBZ &, 2B, EHEFICOVT, BABE L ZOFRICHFCAMENT
wWaZ ek,

®@-3 BWER ORET-OXNICE LT _

BITER (RMEMEMEBICI A, EEFGESE., LR, SR, BEHBARE. KIBX.
MER. BEEOTH. 1 BFERRA. BUERFE. FFREe. IFEREREE. Tk, BIEBg
%, FIRBEES, TEARERE, HRES, BEE. BIBEE. Mik, EEOK
JEREE, #FARMmAEZERIE, infusion reaction, ERRMIEEE, MEREREMREE. B,
BER ., REOKRERIN, RARREME, LBREE (LEME) - #RAR - DEERSMHES) |
FEEHIm, EALE) I LT, YERILEBRERBBOEMELE 3 5 ER & EEE
L BHERAOZERHICE L THEERUOXELZZIToNAEHIHEZ 2 L), Ebi
B RLER TE D EHBE->TND &,



5. BERRLi2ZBE
[BohiEic B 53]
O TFTROBZICBOTAFDOAESRIES LTINS,
o TufkEU = //+ﬁﬁﬁﬁgﬂ&077%f%%%anﬁmm%&&h
SRR ORIG TR R A 2 T I BROREHERE

® Tﬂ_vé?éﬁﬁuﬁTéﬁﬁwﬁﬁﬁoﬁﬁﬁ&;OwTi:$ﬁ@ﬁ@$#
M EINTELT., FRORERFRLRLR,
o —RBEREZITTVRWESE
o FiFOMBHELE S
o« thomBEMHEEAILHALTRESNLDBESE

l B 5 FEE]

) T%uM%Té%%uO“Tiﬁﬁmﬂgzmu&éﬂfwé &ﬁ%>ﬁ§%ﬁ
blanzZ &,
o KE|ORRSICH LIBEUEDBEERED H 5 BE

® HBEAMOTMICB O TTRICKEYS T 2 BEICONTIL. FFOREIHERE S L2

2. OBFBIERR2VEEIRY , BEECAREZERTIZLEBETE S,

. %Eﬁ%%%@Aﬁxmﬁﬁmh5ﬁﬁ

s WHEGRECHEEZRD 2 BERUEDR féﬁﬁigfﬁ%ﬂ@k%’mﬁé fi%k
LOMICREMER L O 5 BE

o BOAERBOADE XITBMHRNRE L IXERED B DR B OBEERD
B BE |

. ERBEE GELBNRBEEEZESD) ObDBAE

s WEOBGRIBEEZATLIRE

s ECOG Performance Status 3-4 %V D B3

(%) ECOG ® Performance Status (PS)

Score | B

0 | 2B EBCE 5, Fmp AL R EEENHIREITX 5,

AEEICE LWEBIIRIRENE 2, BITHRET, BIERE > TOMERIITI 2 LB TE S,
Bl : BVWRE, EHEE

BLNEASOEOED DI & LMLTERY, AFD 50%UELESy FORTFTBEIT,

W b

é<%ﬁ&poaﬁogoﬁbmcamé<?%&wo%ém&yFmﬁ%Tﬁi?n
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AR CESDEDE Y O LT ~CARE MR CE RV, R0 S0% LR~y FATEoT,




6. BEHLTHET ¥R

O WASTESIOML ., BEIRFEE S REET 5 BRHEIC B & AH D4 R OB IE(E
FOrEbILERERE+HCER L THALERTA L,

@ BEBBICET D, BEITOFRICEDERERELZ+AHAL. AE2E
ThbEETEC L,

- @ ERBUWEAORY AV MTOWT

MEMERRERD bbNBZ ERNHBDT, KEOERSITHTzo Tik, BHERE
W (FRREEE, Wk, BREE) ORBRVEH X BRRECERS, 8822 +5
AT 2k, ¥, MBS UTHEE CT. ME~—V—%50RELERT S
ze, : , '

AFN OB EIXEED infusion reaction 22 CRARIC RIS DTE S8
WEITol L CBET 5 2 &, 7.2 B B LD AF] % 5BZ infusion reaction
RbbbhsZebhsnT, FAREHROARHEERTHIZ AL AN Y4
YERET A%, BEORESTCBET S L, 723, infusionreaction %

- BB LEBEITE, £ETOBRERMERSZRICEET 2 X CTRELHIBE

THZE, |

FRBSERES, TEESERERVABESESH DD LBHEDT,
AFNOBEBRAETR O SR I ERRNCNOWHEEERE (TSH, 8 T3,
FEBE T4, ACTH, MHF aVFY —VEORIE) 2ERTHZ &,
AROBEC LY BEOCRBERICRET S L% 2 b bk~ 2RBORE
RHOPNBZERHD, REPRDBNLHEAIIR, BRLEFRIIN UK
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