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1. XU ®HIC

[EZ G DH N - KR OMRO DI, B CESCESCEEAER SRS
DD, S LI, EFEORFEHHTOERIC LY | PIAEIRS A Y OB a2 TR
FEELVAGRENAD T, INLOERJFELLELBE RT3 - LR
&%&@ofkﬂ-#ﬁ%ﬁ@%tﬁimﬁmﬁﬁama$wuwﬁGﬂ25%%&%)
REWTL, FIMEFESREFEOHEHAORBEHEELRKE Z L L X Tun5,

%ﬁﬁﬁ%ﬁL%mj;%@W%@ﬁﬁﬁfﬁ774wﬁ%ﬁ@ﬁﬁ%&%%#?ﬁ

LIERHD, Ok, FMERVREMICETAEEA H45ERT 5 £ Tof.
ﬁ ZEXGOBEEWMS T T2 Z LB INA2BF W LTHERTL L 812, BIE
M3 3R UL 2 5 % & B 2 & S ATRR 22— 1 OO BB M 4 7 3 1 RS O )
THLEREETHD,

L7ciioT, BIHA KT A Tt BBREBS I NETIIEOR T A EFEED -
BEMRMIZESE | LT OEELORE R ER 2 HEET 2880 O L EREY 22
HEOCEBEHIELY T,

R, BTA FT7A i, MSrTEE AN E R ERFE SR O, ASFEA AR

RIRIEE P, —ARAEEE A R ARBENRIES, BEFEAIEEEA B ARE SRV
—MREEEEA B ARFRIRES O A O b S ER LT,

W& LR DIERE  F T U — R SR 20 mg, A7 U— KRR 100mg, A7
~ﬁﬁﬁ%ﬁum@(~%1::ﬁw7f(Eﬁ%ﬁmin
Ha L HIEARR ¢ UIERANEE A0 ETT » FIFE DI/ NN s
WRELHOMERCHE  @E, MAE=RA -7 (ERTEIEZ) & LT, 11H 240mg
7 2 A R T R ERE T D,
oo WRooE O /DRI TEMAASH




2. AR O, ERERF

A7 DR THE 20 mg. FLEFEENE 100 mg R OVELAGEENE 240 mg (RS =
BT GRETHEEL) . BT, TERED 2vo.) b, AR LEESH LAY
w2 2% 7Y AL A ¥ —X ZA7 A7 (BMS) ) ABELLE | PD-
(Programmed cell death-1) {Zx/T 2 & M IgG4 & / 7 u—T/HETH D,

PD-1 (. fEME(L L U w23 BR (T #AY, BB R UNHF 2 5 0% 7 —T i) RO
B ZMIIT SRR 5 CD28 7 7 3 U — (T Mifao &ML & MBI IE & Bl 5 5
FED) CRTOIZSHEETHS, PD-1THUER RIS RS T S PD-1 U A F (PD-LI
BUPD-L2) S L. Uy SBRISHEIN:  Z e B miE LT o SEROiE R kiR &
AIZHEB LTS, PD-1 UAT Ci%}hf”??{d—\?ﬂlﬂau% T b OO A e BRI R

LTED, %E%%Hﬁlﬂ%”%rbsbw’% L MBS A PD-L1 D3 Lo ER
WM & R AOEREE L I ERREINTWD mmwQMQHSHW6®

F7 M BENERE T ﬁﬁ&ﬁTﬂh# AT AL B —T 20 A (IFN-y)
IZ kT PD-L1 ORBAEE Sh, BB L EERECEIT S PD-L DR L%
AAFRIE L O OGRS & 5 & OGS 55 (Sci Transl Med 20125 28: 127-37)
A 500, PD-L1 ZodIF 8 S 7 s AMIB L, FUSAS RN CD8 B T M oo AR 55
FEM A IS S 2 A, I PD-L1 Hi{(KT PD-1 & PD-L1 & OFEEIAET D &2 OMY
EEEMREE T D - ENREATV S, GO D L5 PD-I/PD-1 U 7 FRERGIL, 2%
JORIRA A BB A7 T AR & OB A MY DHEFO 2 LTEZ LT
%,

AHE IRAEER O S O PD-1 OB AR (PD-1 U 7 RES SR \IHES L
PD-1 & PD-1 Uy REOEAEMET DI 20, PAFUER MY T MR
PEAE B RS AN L7 RE = 2 AR (3 PR A 3R T 2 2 & ORI R UEiB R &2 T
IEDEEENTWD

IhsmERD, /1\??5 i'ﬂﬁ'i’l‘l]?ﬁ;f'*%‘*J’Té%frtfﬁ?ﬁﬁ#% 73? URCRR RS FSay s
JE/ NIBO MR B A R G & U7 B AR BR A ke L TR, Bt R OB A &
i,

$ﬂ®Wm% ZHS R BE O RIEROSID WWW“%%B%& E T ANt
HAREMEA 8 D AﬁwaW&UW%W b, BEOBBE ATV RS
mamtgﬁ J:%ﬁbt%% kbt%ﬂﬁ@ﬁﬁ&%ﬁ%%ﬂfWkiﬁbft
7 s R W A T B ORIEI LREWEH S DL EEICE, RIBREAV
5 T O ¥y 5 O A fLE 1T )Jé%‘éﬁm



3. PREKHREE
DIRTREA2EAT « R DA/ (R LR R USERE LH) O%GRIF 15
&7 7 AR R B O RE YTT,

[ 2h14]
O BB

DENE IR (ONO-4538-05 35)

TS FFRAE G LR EE A AT DU N TB W/ VESUIERO R R E
B# (ECOG Performance Status 0 Jx U8 1) 35 Bl &t 812. AF| 3 mg/kg % 2 @RI T
AEHE L, ZEFHREE THAEYE (RECIST FA FI7A4 2 1 ICE-S fk
FIEIT LD CR UL PR) 1 25.7% (O5%EHER - 142~42.1%) Th o1z, 728, B
R E LT MBI 9.0%Th o1,

@A FE MR (CA209017 3B (N Engl ) Med 2015; 373: 123-35)

75 P RA RS PEERE S AT AU TR B/ VI U ER OB b
BE (ECOG Performance Status 0 T8 1) 272 B (RANBE 135 #, RE# ¥+ 8137
) Axfgic, FiFdeexBe UTRAI 3 mgkeg % 2 BMEE CERBEL A,
FHEFHWIEE ThH LA FHIM bRl [0s%EEKRE]) X, RFEET 923 [733~
13.27] #H. FEZFEAET601 [5.13~733] WHTHY, BFLRE #3002
UM FMICFERIEER A L (O F— KL 0.59 [96.85%{HXM] : 0.43~0.81],
p=0.0002 [J@5! log-rank 7€),

e
"
[ S
I" b
o8 T
oy
3¢ N
£ e
& o ; ‘
o ! .
T ok
L}. L. '\
Pl - K N
N G4 e, ,
© L.
S .
&% e et e —
.2 T
[Gh)
[} i
b H T ¥ ¥ T 1 T
ki 3 [ o iz 1% 12 2t 24
Crvarlisll Survival (Moniths)
Aumber of Subects at FHisk
Rovatizmah 3 mghn
135 t RIS B4 &3 ¥4 k3] 1% 7 ]
[rr taza
157 0 2 4h i 14 ? F3 U

sgvolumab 3 mgdiy leverts - B4 150 mediean spd 5% O I3 X33 1400
Docetexel fovents 13371378 medsst and 955% G B (B 13, 733}

1 OS OPREAHF O Kaplan-Meier fi5 (CA209017 3B (BB S NS
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GER¥ B
DEHEPME AR (ONO-4538-06 FA5R)
75 FHH B eV SERERE A AT A MR B B/ VI SUT B R OIER Y LR
B (ECOG Performance Status 0 U8 1) 76 Bl & et Biz, A4 3 mgkg & 2 BRI RR
“hai‘ﬁﬁ*n'*ﬁ?bf:g FEIAED T 5B (RECIST A4 FI 4 2 L1 BT3P
SUR)EIT D CR iZ PR) 1 19.7% (95%{EMHIX ¢ 12.3~300%) Thotz, 7k, F
RT3 E Ltf‘%ﬂ{'é i29.0% Th oz,

DUFHME ARG (CA209057 3BR) (N Engl J Med 2015; 373: 1627-39)

5 B B B e (SRR A T B UIREE AR B B/ VISR B RO AR E K
fr# (ECOG Performance Status 0 Je UV 1) 582 481 (AEE 292 i, N & F# 0§ 290
IR oF It I\“-{z 5 % LA R S UCARA 3 mykg & 2 ST T RRE L7,
FEHGE L TH 5 AEFE (PRl [95%EMK]) . AT 1219 [9.66~
14.98] 2 H ., l~—t&ﬂw»ﬁ%f 9.36 [8.05~10.68] Z A TH Y, AT FEFFEAIZ
S LB SIS ERTE AT L v FE 073 [95.92% G HIX IR : 0.59~0.89].
p=0.0015 (&5 log-rank #iE]) .

N\

IR EN

Pridrabihity of %

B T T T T -
2 3 & il 13 15 18 i 24 27
Treerall Hupvedal (Mantis}
et of Subyects al Rish
Mryolumab 3 midkg

243 PN ted kN 1494 123 G2 i & &
Dacetared
s »ed 1ot 350 it A8 e 0 5 ]

Nogolyniat 3 mgkg events | 1902921 miedian ang 925 C00 12,10 956, 1458
[rscataxe (avents | 2222001 median and 93% O 9,26 {8.05 10.65)

M2 OS8O ESET¢ Kaplan-Meierdiif (CA209057iER) (EEAL SN B



(PD-LIZEBLIR IS 004 M B e i)

WSV IABREER (CA2090173 R B TRCA20905 7308 (CA AN LN -BED S L. &
BRI BV TPD-L & 3630 L 72 B AR AY 5 0 2816 (LUF ., TPD-LIZIRE ] L))
T DERBG LN MOREOTFT —F (TESE | PD-LIRBR BRI R AR
AT AR UEEMOEREIUFO B0 Thotz,

AL T, REERBE TR, PD-LIOBER IO, FErxeaits ik
L ARSI TOSH R T A M 23580 B LT,

R LEE TIL PD-LIBBR B %ERBEOF I P& 2 A8 LTS ORET
o7 (FED,

ek, ML, ERTFERES L2, PD-LIORERICL ST, AXoweit7 a
A NIEETH o T,

Ve[ : e[

senhaheity w Sureset

oty o

R . : 1
4 3 L El 2 T 13 2 2 il S H ¢ 9 i 15 i M K 7

T 6 Snkpuits ol fiine
B T

b
A% 3 MRS e Defmiann v and 25 € G S DAL AN

2
umat T mpks oo Dotetaend and 0835 €1 0900 B | B

X3 CA209057 BB D PD-L1 EEBFTO 08 OP BT O Kaplan-Meier g
(ZE : PD-L1<1%OBEHEH, H8 : PD-L1Z1%0 BEHERH)



[Z 4]

(- B

DEIPE R (ONO-4538-0558)

£1 BEEF5%LEORER (ONO-4538-05348k)

Grade # Grade Grade 3-4 Grade 5
B FE B A R | BE O REsE | B ORES
(MedDRA |2 X % SOC-PT 4¥H) HE (%) T (%) #ix (%)
wRE 35 35 33

=iF 24 (68.6) 2 ( 57) 0 (0.0}

B LU AREE : 2o ST [
il 2 ( 57
MESWEE . - 400 (114
EsA e i nES 2 { 37
HiskE : 3 (143}
T 2 { 57
f 3 ( 86)
11 (3t4)
5 (143
2 { 57
5 (14.3)
2 { 57
B 2 { 57

[ L . 8 (22.9) 2. (5D
FRAFELRT G AT 27— R 2 ( 57
Ho Y 2L T F ek AR E 2 { 57
Vo SRR BT 3 { 8.6) 2 ( 57

o s L DR R 7 {200y
77 20 e 2 { 57
feakHOR 5 (143)
BT s LUV LR S 2 ( 57)
Ealig] 2 {( 57
HHR R B . 3 ( 86)
2 B e S — 2 { 5T
DR, R L UHERE S 5 (14.3)
Hih i i 2 ( 57
P R ks R BE T HRARE 10 (28.6}
HER A 2 ( 51
FLAL 2 ( 57
Wi 5 ( 14.3)
PRk BT EUE 2 { 37)

R O XN A EH R AT, MedDRA ver 171014 IV THEAB A 7.

GradelXCTCAE (Common Terminology Criteria for Adverse Events)  v4 B AGRERICOGIRIZHE L 5.

Feds. BN 2 ) (5.7%) . MBS - BEO T 2 #1 (5.7%) . MaEkEE (%
S N L—EEEEED) 3 (8.6%) . FHEREREE 2 61 (5.7%) . FOIRBRAREREE 3 B
(8.6%) . MIRkgREmssE [ 5] (2.9%) . BHEAEREE URMEIEIEE RS 161 (2.9%)
J TX infusion reaction 2 il (5.7%) M3 bz, F2, BEOLEEE (A R Rk R NEAE
. ZREE. SRR . FERRERE. | RUREIRA. BRAE. EEARARJME,
WA - BESAS . R Y S A R UNLG AR B o Fo, AR R FEBL L L B
% (EERBEMRYZET) 230t RE RT.



QWEAEIARRER (CA2090173888) (N Engl ) Med 2015; 373: 123-35)
2 REBY %I LOBER (CA209017 BB

Grade 2 Grade Grade 3-4 Grade 5
RIERIEA BH OREE | BB REF | BE RAE
(MedDRA = 1. 5 SOC-PT 745) i {%) HI (%) H (%)
ek 131 131 133
21E 76 {58.0) 9 ( 69 o {0.0)
BIBIEE ST A S (183 ] T gy ] i
T 10 ( 76)
£ 12 { 92)
—R RS ESICRSIEOREE A I3y | T T 0.8)
= NE 13 { 9.9
5 _ _ 21 { 16.0} 1 ( 0.8
{Gt R I RRSE SR B RS P RS & I st 1 C08)
AEREGE 14 {10.7) I ( 0.8)
SRR LRSS MEEE 17 (i3.0) T
s 7 { 53)

ERZLRE SN HFEELAIT, MedDRA ver 170 & B TR L 72,
GradeldCTCAE (Common Terminology Criteria for Adverse Events) v4{Zi6 U 5,

7, MEMERE R 6 5] (4.6%) . KIBHK - EEOTH 11 4] (8.4%) . #hiRkEE (%
T SN IERREE) 13 5] (9.9%) | ITFBEREREE 4 1] (3.1%) . HURNMEAERSE 5 @
(3.8%) | WEEREREE (R EMERA5) 46 (3.1%) . EAEADAEHEE 1 41 (0.8%)
B Ut infusionreaction 1 # (0.8%) 238 bl £/, EEOREREE (TR
fBERE, LA, HIOEES) | FHRAKERTE. AISHERE, 1 BERE, Bk,
Mpg 2 « BlEZe, B E AR LU RIZRD LA ho o, REWERRB e
& (RERBRERRFELZED) 2E50EHGRERT,

(FERE |- Rz
DEPE TARREE (ONO-4538-06758)
#3 BEERP5%LLEORIER (ONO-4538-06848)

Grade & Grade Grade 3-4 Grade 5
EiiEMEE I\ RIMF | BW 0 BHEy | BE OREF
{MedDRA {Z £ % SOC-PT 434F) i {%) FH (%) F¥ {95)
MBI 76 76 76
=ik 64 (84.2) 16 (21.1) 0 {G.0)
PR R T A 7 {92 | B
ey 26 (34.2) 2 { 26)
e 3 ( 6.6}
T 4 ( 5.3)
LW 8 (10.5)
L 4 ( 5%
g 4 ( 53 | _ _
—i - SR E L R ik 20 T(382) 1 ( 1.3)
T 9 (11.8) 1 { 1.3}
B 1 (14.5)
R 11 (14.3)
BHEEE 18 {23.7) 3 o 39)
Yoo SERERCD 6 { 719 2 ( 2.6)
KL U R E 17 (224 | 3 ( 39}
o B AdGE 4 { 53 2 { 26)




Grade 4 Grade Grade 3-4 Grade 5
EHEFIEHE B RRS$ mE BER B FHE
{MedDRA 12 & % SOCPT 4048) GRS (%) w2 (%) Hi (%)
XA 16 76 76
BiF 64 (84.2) 16 (21.1) ¢ {0.0)
Fraomak 11 (14.5) 1 (13
WEGREEE . L 100 (13 [L L 1)
FES i ek U 4 { 33 I (1)
FRIEES MmO E D ] 12 (158, e A (53
R RE S 4 { 53) 2 { 26)
B ELUE TSRS U L S 26 (342 |0 (0 13)
FHENE 6 ( 79 ] { 1.3
32 11 (145)
SN k] 4 ( 53

IER HHE SN AEHEAIE, MedDRA ver L7001 AL TREAIE A0,
GradelXCTCAE (Common Terminology Criteria for Adverse Events)  v4 FARFERRICOGHRIZHE L 5.

fods. BEMEMR BN (53%) . KEBZS - BEO THISH (6.6%) | Mitlsd (¥
LS L — RS 1041 (13.2%) | FTRRBERI 551 (6.6%) . FLIRIRAS RERE T 1061 (13.2%) |
HRERHE AR A ) (1.3%) . RGeS (RN M ENETE RS 40 (5.3%) R Uinfusion
reaction 3% (3.9%) 2NFRw L, £, BEEORBEE (REHEIRFEETE, 2B
BE.OEFRIES) | NEAKRERTE, ROERE, Bk, BEMREIE, MR - B,
BV A EEEULI A0S bt ARIER BRI AE SRR (RN
Bt a &l #&0HEAEREELTT,

@WFSE AN (CA209057 3X58) (N EnglJ Med 2015; 373: 1627-39)
# 4 ORIFH 5% EOBIER (CA209057 A8

Grade 4 Grade Grade 3-4 Grade 5
Bl{EHEA B BE#H B RERS B ORES
(MedDRA [Z X 5 SOC-PT 45 R (%} i (%) HE (%)
REER 287 287 287
2 199 {69.3) 30 {10.5) 0 (0.0}
PR . ' . 24 ( 84
IR BT TE 19 { 6.6)
1 B RIS PR 74 (258) 4 {14 |
FH 22 ( 17 2 (07
B 14 (11.8) 2 { 07
IRAL ‘ 15 { 32)
— i R HEE S LU S ER TR 0 (314 4 (1.4
% FI7E 29 {16 1 {( 0.3
A 46 {16.0) 3 ¢ 1.0}
Bt LU RS e 43 {150) 2 { 07
ik iRk 30 {10.5)
BB RS T LUNE S LB IR E . 36 {12.5) 3 )
g 16 { 56)
B s U T AR 60 (209) 3 ¢ 1.0)
FIHIE 24 { 84)
SeIE 27 { 94) | {03

EER LW SN HFRE AL, MedDRA ver 1710 & RV TS AT,
GradelZCTCAE [Common Terminology Criteria for Adverse Events) vl U 2,



¥, MEMMEE 106 (3.5%) . K% - WEOTH 22§ (7.7%) | #REE (¥
Z oo SU—EGTESE) 26 4] (9.1%) |, BPBEREREE 15 41 (5.2%) . HURRHEEREE 27
B (9.4%) | BHEREEE (RMEMEMHEBLE) 74 (24%) . A - SE15% 18 (0.3%)
K UF infusionreaction 8 7| (2.8%) @R b, /-, AEOKEREE (K/SHRBIRE
A, ZAE,. FREES) | TERBERT, RIBSHRAERE, 1 BBERM, Mk,
BIERRMEAE, B EIBEER UGG RIIRD oo, AREF BB RS
% BBERERRESLZED) 2 350EHEEERT,
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[H: - HE]

AFOFHEMA ST FARRALEZ I 2 b— 2 ik, A3 mgkg (F
) W3 240 mg & 2 BRI TR E LB @Aﬁm@m¢ﬁW#ﬁﬂéht<cmm
B K240 mg BB LTSS OB RIT, AH 3 makg IS LTCBEOIREE & LB
LTHEEATRTE P EhEZ 00, ARANBECBNTEEENERSNL TS H
- HfE (10mg/kg % 2 WRIFIE TR G TAME RS L BEORES & i L TRE

opd b THIEAN (F#R), Mz T 8EOREICBT HF —# o5& Al 3mgke

(KT )it 240 mg A 2 B IR TR G L 72 BROARK OMERE & & ML Bk &
DR A BE T AIBRZERIST T A S, S W TREIT iR R,
SO - HEOM THEOMER VL 2R BRI R e TSR,

# s AROKBBIE T A —F

1
bl

ﬁ%{f B Conax Crundta Ca\‘gdH Cruasss Chninss Ca\‘g,ss
P {g/ml) (pg/ml) {ng/mL) {ug/mL) {ug/ml.) {pg/mL)
516 166 243 113 62.1 776
Fmgkg QW | asn mog) | (107,245 | 170,339 | (780,170 | @7a.107) | (420 127
27 35 341 159 878 109
20mg QAW | oy 03 | (152,346 | (25.0.47.8) | (102,254) | (415.158) | (623,187
191 613 90.8 398 207 778
/
10matkg QIW | i 910y 1 (512.79.2) | (790, 114) | (331.532) | (184,313) | (237.386)
il (5% 95%50 . Q2W : 2EMIRAIE, Creo: FMEHRSEOREMEPRE, Conie: %}}M 51” 14
A B0 A BRI ISR | Cugas : FIEHRSE14H B £ TOE MR ]

VEA SR U TP | Conss ¢ BEADIRIEL B0 DR AR PIE . Covgs 0 HEH EJ "-—«wraiH’H f’)lfll‘{ﬁli’
i

11



4. HERIZOWT

ARG LT RAERE (RHHE AR TWD I Lnh . NEEEsE
DEERTEARBTHILERD D, FOLT, ARORSSEE 2 BH 220 - 45
EL. RFORE L ERREER 2B LRSI 5 2 & AR ER =), T
OO~QDOT AR TEFWTHRICBONTERT A& THD,

O HRIZoOWT

@1 Tiee (1) ~ 3 onFRcRET AR Ths L,

(1) BAEFBRENEET 50 AR EEELRRRS (FHER IR A S mie,
RS ARB ISR, MO A RER R 2 &) (CERK 30424 A 1 AR 1 437
hEgk)

(2) HrEEEmEle CEk 2046 A 1 DA« 85 hiigk)

(3) FERFRMESEET 55 A REEEIERE (S ASEEEE TR, NADEEE
Bk, NABEEEH R &)

(4) AL SRR E 2 B L, Ak S | A SRR 2 o L
CRDBEEITT> TV DR (R 2847 B 1 RleA ¢ 2540 gk

(5) PUEMRRERL T EIMEOMREER D BT T D HiEY (Frk 28 &£ 7
H 1 EH5E 1290 gk

©-2 MR O 2R E R U RIE I B O )bz 453 A2 50 & R 2 5B (TR0
WHRNICRE T DR 2%, MR BB ORI T AR OBTA E LTRBS A
TWnHZE.

o [RMRIFEISE 2 FOUMIPHERET L2 5 400 Lo AR O BE RIS %
ToTWAIE, 95, 24 3, BARMIER:Z 1 L U-BFEEESOIHE 5
ToTWBLE,

s EMIGRFIRGE 2 FOVMBHEZET L2&IZ 4 FULOBRRBEZA L TWA
&L oh 3MULRIE, B O D AR S T MR B O IR HE 21T -
TWhH &

o

C>%W®E%&%ﬁ”@@¢ﬁmowr

ESAIERE R F T A BLEIRE SN, MIECEN L oBERE N, A0 &
2o %%muﬁﬁm PR TRIE RS 2 R A E RN R L B S s
FE, FERHSHIIITOALEENE-TD D &,

12




® BIER~ORISIZONWT
®-1 MERREHICBET BN

R PEE RSO EEARIFRATAE LT, 24 REBEESIO T ik
EHEE AT O, BE L AHERICE U T ABRE R R U CT S ORIEH D&
AR OFEE A Y BB LN, B HICRHRE R AR Ao TnDH I &,

@-2 EFEEHICL5FEERNMIBET 5 ES

B ABREC D A MM MR L O 2 A T D EREEE SRR =2 U Y
B EBIER DAY )2 FRTORIBE & SR A A TE D — L EREHIE
BENTWH D L, Aok, BEEREIZOWT, BPABELZORKC ailEmshT
WA E,

@-3 BliEEOZE-PHISIZBE LT

BIVERT (RVEEREMZE BN % | ARG M O R . e, HURCIRRAARIE . RA% 2%
o TR L BBERE, T HHJ‘ R, ATge. ARACPEARE 20, HURIRPRAERE

:!z'

TR AR, PR f‘*"ﬁﬁ’.ﬂ (14 RAMEREEEREET) . BIERSE,
Mg 48 . EE oo P e, SRR AR 2E A ”}, infusion reaction, T MikfEEH, MR
TR, . BEOREREIG, IR, DIRREE (OBNEY - SRR - DEERIS
UHEAS) ) 1Rt LT, MR MU A R 0 B A A D IR & R L (R
R OBIPH I L TREROTEEZ R D EMHFCH L 2 L) HHITER
WUB S T & HEHIBRE-TWND T &,

13



5. BEXMNBLRLBE
[E oI B 3 2 ]
O FTROBFIZBNTARAOFRDERBREEN TN D,
o TIFTRHARSLERERE LA T OURTEZLIB B/ VI HEROR
b R A
o TI5FFEBE S EERER AT 2 W2 IR B/ IV SOOI
R FRE R
P2, RV ERE TEGFRBEFER UIALKM BB B EF TS VT
FHJE UTEGFRF o &% & o F—FHEFEAIIALKF 2 ¥ 2 % F—FHEAR D
TEEREEE T DERE,

@ CIZFE YT A BF T HAMOEE R ORI FIEIZ W, ARAloG et
ﬂ%4ém1k%¢ B O GXREIR LRV,
o AFIRERBIEO B
o fitkfliEhREE
o fHOPUEMEREEA LR LTS SR BH

@ WBBEETA FI4 0 (AANEEER) 123807, ECOG Performance Status 0~ 1
W25 B B T ECOG Performance Status 2 VU OB T, & 3 LHIEA)
(FE&EA5%) OBRFRSBHEINTEY ., 75 FF8-F OF FHEELE
WESHH SN RN =25 A, ZOWE. 7T FIREAORIRER 2 ELE
3 ERPUERBEA TORERFETLIBRFTICEO TR, AAOREEBEEFETED

@ ARHLHESVETERBRICB N T, BE LSRR T RSO FhoBsiz
WTH FEZ e Aox L TEBE ARSI TS, 7L, JH%J-—J*BJMJ
BE T, PD-LIHBL L v AOMEDBERBRZ D 2 EHARBINAFERAEL
NTWAZENE, ERTEEEOHRECEBNTIEPD-LIBERLHERL - L TR
Ao T O A4 5H 2 & ﬁitﬂi Ly,

o PD-LT SEHIERD 1%KMTHD I LA MRINAIFERTE LEESRE 2BV T,

UEY QG @ Performance Status (PS)

Score | iE#%

0 M BHTED, ERMNEEBUHEEERRRRCTRDL,

E’Hﬁé’l"ﬁéﬁiﬁ SEBIARIBR E AN, BITERET, B{EECE o TOMERRTI LR TED
il g, FHFEE

BBeNBR0EOE DO L LvTELVy, BHOS0%E LAy Rk GR 2T,

b L [ B

<NV, BAOEOEDO I L3S TELY, BRIy FETTRST,

14

BITERETEAOSEOREY 0 I LT T < TRBEZAERIT Ty, B0 50%0L 1133y FATB 2,




BRIl KE& & SoRFuAoiEREAoRS 28845, Y
. AA/E)X”7(mbfﬁﬁi)wﬂ/ﬂwﬁ/wwﬁ(ﬁnﬁEmilmc

22C3pharmDx  [# =) ) (2L 0 PD-L1 BIRFEME L - HFE J&E@%f
T T, KFIOTLHTEK (HFM-% : PD-L1 IHCZS-Spharme W::u )
HRESRE 2B, LTOLEE L BB IR OREOWE % mﬁf%
70

CEAER)

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

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

[ et BT %E3m)

@ 1mmmlﬂ'mﬁ IOWTHARRIOR GRS L SR TS 2 &b K&
bk,
o ORAORAITH LIREUE OB RED & B

@ Jff*ﬁuw bW T FEIZE Y+ 4 88 oW Tid, AR OB S X s

L O FREBIR A A S AR Y | B AR AT 2 2 2 BETE D,

o PIEMEEBOGIIOIRIECH LB

o JUEE R R TR 4300 B B BCUNE B o KRR iR A S0 R Rt il e
SO RIEEE LA A LR D B

. ﬂuh#ﬁf@ VE, SUEEBPERY A L IR H SRR B ORI O

7

. ﬂfr«fc“"f%’r@!ﬂ GE Mg RE 2 &) OHHBA

o HEORBRCUIMETE AR T O BHE

+  ECOG Performance Status 3-4 U (O EH

L2 g | o I IEE A IR 5T T, B
BENERORROBTNNHB%, EFEF LTEY
TR,

S BEEBSIESTL I oM, BB A
S S L RE GRS IZonTIREOIRY
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6. BEIZIELTHEBE T R&HER

© BACEFICMA, BOEBGEEE R 2 BRI S 2 ARH OB R USE E M
RO DI MBS+ B LT b AT A2 &,

@ WERBIIT L, BENTFOFEBRCADHEVDERES HOHH L, BE4E
ThbESTAHI L,

@ FERPFLEEIZEBVTIE, PD-L BHFE LR L7 E AR OB 5w T 5
T EMEE LV, PD-L1 BEENERE TS RWESIE. AROFEHOEE L E

i

L TR ET DL,

@ FREWEHD~F A MIDWT

HEMEWMEER S SR A 2 ENH L0 T, RKEOBEIZ - Tt BEHIE
RPTR R, wnik, FEEMVE) OB R UMAE X R E o Eii%, #lge 4y
WATD 2k, Rl LEISU U CT, ME~— U —S0BRELEHET 5
ek,

AR OFEEHILENE D infusion reaction [ X TERRAWFIZ 45 HIn D Tx A 1
ExRTT -7 LCSRT A 2 L. F 7.2 BB UM O ARARE117 infusion reaction
BHLLNLZ ELHDHOT, ARG PR AR EIE T HIZ A v A
CEMETLE, BEOWEEL T SICBET 22 L. 28, infusionreaction ¥
L 2GGIOE, £ TORBEE TR ERICEET D £ TRE 298
TAHZE,

R REIE . THRERERELRVRIBEERH b XL A0 T,
AR5 P ET M OB S IR P I3 E IR N e A (TSH. 58 T3,
R T4, ACTH, P F Y/ —nSofliE) 2EMT5 2 &,

AR OG0 MEOHERINCERT 2 &% 2 O 582 R0 E
WHOLONBEZ ERDHD, BREMHELSOHAZESIZE. BB L-HLIE 0
BN AY 722 5k & AR SR A FEO R AT &0 U CE b A BRI A 1T, W e
BURZ L 2BUERI B 2555100, AFIOERE I 1, RURISRE R
WELRIORGERBET DL, B, BIBEEFLT ORI EHE
ROMEBRD HNRVIE AL, RIS RE T - LA OE ik & o8
LEETS,

BEETEH, BB 82 BB L ThLEWERMNERT 2 - E0ihA D,
AR OFER TR LENER ORI H0ITEET 5.

PEURERRIE (BIE 1 RIEIRF RS ir) bbb, HRBMNAS TV =
KELZERHDLOT, U, Bl WHSOEROBRCHMEEO FRICT
SEBTLZ L. 1V EERAES DN B AR 2L L, AR i
H OB GEOWYLNELIT) Z L,

© AAROBEARBRIZBNT, REFESGIHE, 2L, R, L 14E
L3 B GRT Z LA AT > TV L 2 28 E 1, ARG
EHRICERRE THROER AT k.,
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AT EEE G BE LR S 2 D AHER OB S

< REAREANRR LA BRE >
BELTHIE OH D EE
WMYEH L T D EFE

HEEAR LRRMEORDNDBE
A ERAN S IBBGE ORI O B D B
R TR L TV A RSO S S BF

< Ry R AT L R D B >
BRI o5 S B

RV kR A8 L BERREIE O 3 5 B
Frls=ndh s ol

WSRO 3y B B

W& H B

LR 5 ATREE D & 5 B E

< W FF O KRR >
Fr BEHTH

om o MEEM T 7 4 T
W, B A ATHRRERESE

;r!j: XT/\

R A 9%, AR

R

TR A PR EE g (DIC)
B, WM, SilERBR, KBk
A LA

et feheb At it

SIS

P RS EENE R GRS (Stevens - Johnson JEMEEE) | PEMRAMEIEE (Lyell FERERE) .

o4 AR —F | BiKAE, R - R
DEFEIE, AR FRARAE

JREHIE

PURIR AL o Al B o ME (R (STADH)

WA DA ORRESS MR, ARRSAMRRRET, VORKO BN R O R )

Recal] Bl%:
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REERET A FoA4
=RN<T (BEFHE%EZ)

(BRFE4L : A 7R EEHIE 20 mg, 7 P—REHEE 100 mg, 72—
R TR 240 me)

~EMERAE~

T2 9% 2 A (AF5EAE 6 A KET)
A




B

T UDHIT

ARAIOFE, (R

B R AR

MEEX Iz DWW T
&5%%&& B
WEIIBLUTHEE T ~&EH
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P19
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I. XL®HIT

[ HE SR DM - B RWORERO T DI, BT USRS T E Rk
NS, &5, IHMEORPHEN OB LY | FUSERS 2 & o EHM 72 5140 (R
FIEFEMBARINAHT, TNEOEEREMZBHICNERBE IR 2 - F BB
RRE L 720 TR RRIFMEGEE & EOEAFE 2016 CERK 28 45 6 A 2 HEZHRT)
ZBEWTYH, BHNELREOERORE(LIEEZRI Z S Tna,

PRERRFEER T, EHERSL N 7T o 7 s A VB BGFOEES LHL MR
B ERHD, IO, HEMEROCEEMICET 2RSS ERT A E TOM,
HHEELOBELZHBC T LR EANABE I LU THERT5 & L4512, BIE
R REL LRI B A g & D 2 & SRR — T o0 S 4 585 7 B S B9 O A
THZEDEETHD,

LIZiioT, RATA BT A TR, BERLIRE TIZE LI TV A ESEEER -
e R RS E | LTOERSOREEAZHET 28BS b E/REN, 2
HROEEHIE R,

RE, RTAFZ A4 AZ, MAITHE A EESEREIASHEE . AEHMEARR
MRS & — R TiEA 8 REEANBHE 2R UL FEA B AR ERSESOW S
D EER L,

AR E R DERS AT AT 20 g, A7 U — R EIEERE 100mg, 7Y
— N EJETRE 240 mg (A =R T (EETHEERE))

HEeRDBEUIIE  BEERAE

WRELARERURE - @E. A=A w7 GEETMEZ) & LT, 1EH 240 mg
% 2B TAEREFET S, 20, B RAHEITRIT A%
FBREOEEE., REBEB 2 VAMETETS,
RIS AR REMI L T4 ) A7 GEETFHIBR
Z) EOFHT 288 BE . AR =R e~ 7 GRls T
Z) & LT, 115 80mg % 3 MMM T 4 BAMEET S, £0
e, =7 (BEFHAMBLZ) LT, 1181240 mg % 2 B
kA T AR ET 5,

B 5 MR 78 ¥ F  RFER LKLY

(5%}

BHERAMICHET 5 v — R R SOmg(— A 4 VU L~ 7 GEETH#2))

DREIIBR, MiELUHE

$h HE 1T &b B BIRUIERARE e M R B

Ak R OVH & BE, RAIRA Y ) AT GERTHRBEZ) £ LTI E 3 mgkg

(k) % 3 EEFRT 4 EREFET S, 7B, Mo EMEE

AT 2B =R 7 G TR Z) S HFMT2 L,




2. AFOKY, B

A7 U= AR R 20 mg, [RURIEEEE 100 mg RUSALAGIERRE 240 mg (—ixA =
Fow7 GEEGCHBZ) . VT, TAH Eva,) ik, ABRES LEMREEE A Y
w2 BTUAN A Y —R AZA4T7 (BMS) f) APFERELIZE b PD-1

(Programmed cell death-1) Zxf+ 5 & MY 1gG4 £/ 7 o —F AR TH D

PD-1 13, BEMAL L U Bk (T #IB. B fMRIAR O F o T 4% 7 —T i) RUF
MM A CD28 77 3 U — (T #MA OB (L2 MBI IE & BUZHIE T 557
28 CRT AZHEETH S, PD-1IRFUBEUIRICRRT S PD-1 U A N (PD-L]
BUSPD-L2) EEEE L. Vo SBRICmEE s A A EE L T A ROTEHEIRE S
BITHEE LTV A, PD-1 U 2 FIEFURI MR LA & b Rk 2 Z2 ISR (53R
LTk, BHBABERENS tJJl&’a* L7 BRI 331075 PD-L1 DR EWEOLLE
WIR L OB OGNS 5 2 & BHE S TS (Cancer 2010; 1162 1757-66).
F EERARE ?"‘Cfia‘ﬂ%&uﬁ THMABFELT DA &7 = o F < (IFN-y)
Ik o T PD-L1 OFBAEE X L, #55 LB BT D PD-LT OB IR
ETEAE L ORI T OARMBGE S 5 & OME L3H A (Sci Transl Med 2012; 28:127-37).
X 5T, PD-LI &% N%‘éi;u_x"d_f_ﬁ‘/u'fﬁﬁﬁ’} P, BURERRM CDS Bt T Mia oo Mila s E
?T“*f%i’ﬁ%iﬁ%é't’?;’ hs, m PD-L1 in,f?L T PD-1 & PD-L1 & OB ZMET S & Ok
(GRS FAGRENTWVA, B kb PD-1/PD-1 U A R, B
Ao FI IS PLIRUEY s’+nfm T HlEs> 5 a>r¢zﬂ%’“‘“%!fﬂ:ﬁﬁ* HEgFO -0 L THEZLR T,
D4

AFN . EEHEBR O I O PD-1 AR ER (PD-1 Y 4 - FHFGHEE) TS L,
PD-1 & PD-1 U K& d)%ﬁ{}%ﬁﬂfETY Tlic k. BAFURSRRMZ T HReE
Ml T TRAS AT (T 6 24 MBS B TEME A R 5 2 & TR R HUIEE D R Aot
I ERERE AR T WD

Kﬂ@WWWW“%ﬁ<£W®%W&m’ £ BRI 65 D, TELELL
BT I B, ARIOR 5RO TR, BFOBRE NI, BENE
%bﬂtﬁﬁh %%Ltﬂ%iKLK%WM&H&&@%%HOHW&&#LT&
A 2 1T\, B D SSRGS & B EIEAI B DI D B AL, BB R
%/ﬂ@%%%ﬁﬁwﬁkﬁéﬁiﬁgﬂﬁa



3. EEERARAE
T B @R O ARG IS T A 1T o 7 E A EE RS O RS B R,

[F3hit]
OEMNE RS (ON0-4538-02 FBR)

FEhARTr (BAF, IDTIC) &V 9.) 10 & APk 2 34 2 IR 1A 08 AEE 2o I
H/ VIS i3 o B A B E (ECOG Performance Status 0 TN 1) 35 fla 5 8o .
AH 2 mgikg & 3 BB B CEREE L, TEFEEE THLTEFE (RECIST V4
NI7A4 2 10 BRICESHPREEIZL D CR L PR) 1122.9% (90%{E1EIX : 13.4~
36.2%) Toh-7-, feds, FANCHE LBEE 125% Th o7,

@R L HFER (ONO-4538-08 FER)

L FFERBEOREDETELZIY/ VRN IEROELEAERE (ECOG
Performance Status 0 % T8 1) 24 5 2802, A& 3mg/ke & 2 BRIRIKE s L,
FEHER Th 2B %E (RECIST A FFA v 10 MU dihsFZic kA CR
XIX PR) 1L 29.2% (Q0%IE8EEM : 16.7~45.9%) THh--, L2, FEEIZRE LM
i1 6.0% TH o7z,

O/ E N AREER (CA209066 3U5kR)

v-raf v 7 AR D ¢V AFERAG T FEM R 2 2 Bl (LT, TBRAF) 2V 5.) V600
EEORNMLTFRERBEORIGUETRE L TH/IVEI SO E 3 o B B lg g

(ECOG Performance Status 0 }2 U8 1) 418 i (AHIFE 210 i, DTIC B 208 #if) # st 4sic,
DTIC ZxiR & L TAAI 3 mgkg % 2 BMRHME THBHE L L & 0D UEEN
IRE L. THEIHEERD ThoaEFHM LT, T0S) £va ) (i [95%(%
HEECRHD) o P REEATRE FiE, AHEEIZNE" [NE~NE] A, DTIC #7T 10.84 [9.33~
1209] AR THY, AAL DTIC 123 LEFHFMIZHBEREEZ R L (0 — Fip
0.42 [99.79%{S#HIX[H] @ 0.25~0.73], p<0.0001 [f&%H} log-rank BETE], 2014 F 6 A 24 H
F—HHy b7,

*HEETEE R, ER



1.0 - -
0.9 HM% R~

LN e AP
0.8 1% Wy,
0.7 % i T

0.6- ' gy

0.4+ Mﬁx&
0.3 + &
0.2 . EU'}
a1 -
0.0 - B _ : g e
0 3 & 9 12 15 18
al risk8i SEHE(R)
AEE 210 185 150 105 45 B 0
£hNaiGE 208 77 123 a2 22 3 0

K1 OS @ Kaplan-Meier Bi# (CA209066 FR5)

@AM AR (CA209037 35 ¥

S Y heT BETFREZ GITF, (42U a<7] &0vd,) i BRAF [HEA
b & fe (SR IE 4 A RIS W R ORBE e TN/ IVIE SO PR R 0 B R A R
(ECOG Performance Status 0 S T8 1) 405 6l CARFIRE 272 B, A58 (DTIC XL /b
HT S by 23t o) B 133 01 24U, [Pk E L LTK
#) 3 me/kg % 2 B PIRIR TABRE Lz L 2O MRUR B2 R L7z, LR
IBEH ThDHEDE (RECIST 4 KT 4 > 10 BUSEE-S < P piEIZ X D CR 3 PR)
VN T AEI A K AL R 120 # A ARAT e SR & U T BIARAT 2 AT o 7o RE R,
AHIEET 31.7% (95%{E IR - 23.5~40.8%, 20144E3 f 10 87— ¥ A v bF7) T
ot Rl EATICEGHORMIERE L TWWakof, b o O REIEE T
25 08 (gl [95%(EIEEMD) 10T 182 oA~ b (FEL) B THFAEAT
B o T hENL. AFIEET 1547 [1239~NE] H /1, (LFRGLRET 13.67 [11.50~NE] 7
Ay, AR LS LES M A B AR AR S o dn (NP R
0.93 [95%(ZHEXIE : 0.68~1.26]. p=0.6299 [&7] log-rank ME], 2014 F 11 B 12 AF
— BNy NFT),

GEPIE TR (ONO-4538-17 #4ER)

(L3R R R TR O MR AR 2 H/ VI 2 HR0EERAHEES (ECOG
Performance Status 0 O8N 1) 30 & &817, AF LA VU L~ T H0FH (BUF, TAH
FAEY AT B, WE L, EEMEEE ChHHEYSE (RECIST TA K7



A 2 1L RRIZEES < el iE I 2% CR 3 PR) 13 33.3% (95% S X B 1 17.3~572.8%)

Thol, k., EZEREL-MEEL23.8%THo7x,
* A F I mg/kg (KE) &4 ) A~ Imgkg USHE) LB RIS 3 RN T 4 EABGE L%,
KA 3meke (HED) % 2 BRIBING TATERNE Lis, PRI SBC BT AR S B IE L.
A Y AT RAEROREE T 30 U EORRA B TIRYS & Ehs L,

A FIMAHRE (CA209067 3R

LS RERBEORIGUE AL T/ IV OBEEEAEARE (ECOG Performance
Status 0 XX 1) 945 fi] CRA|+ A4 0 A< 78 314 i, ARFE3N6Fl, A1) be
B35 fB) 2R, A ) AT EIIBE L TRBI+A ) A~ 75 RUEH
G5 OFEPMER RS A HE Lo, FEFMIEE TH 5 0S (FILfF [95%EHERK D)
DAL FEHL, AF+ A YU A~ 78 TNE INE~NE] # B, A&HIETNE [29.08
~NE] R, £ U A~ BT 1998 [17.08~24611 P ATHY ., KE+A ) Ae
RERUAFELGEAEY A 7RG LRHFNCEEREE 2R LT (BFI+ 1
BV LT8G P — N 0.55 [98%IEHIKM : 0.42~0.72], p<0.0001 [fEH] log-rank
WRIE] ARABE -~ — FEE 0,63 [98%(FABIK ] 1 0.48~0.81], p<0.0001 [J&%! log-rank
BIE], 2006 8 B 1 BF—FH v A7),

1.0 Fm
0.4 Ve
08 h"?':“\ﬁ_x\_}k\
07 "-“_‘\L‘"\:‘;\M:c;\‘w .
06 ‘M‘“\-._\ - m’*-:v -
& Sl
I 04 el
# 0.4 ; 5 T
: MW O EFFWE UL IR
03] A HE
0.2 O AEFLATIHE
81 L ARVO 1YY
0.0

O 3 €& 8 12 15 B 2 24 27 30 33 % a0

alLnsk# SHEM (K
WA AEULTTH 34 202 265 247 296 221 208 200 198 192 170 44
KFE M6 2892 265 244 230 213 201 18t 181 175 157 55 4
fEULTTE M5 285 254 226 205 1B2 164 148 138 128 104 M 4 0

2 OS @ Kaplan-Meier Bi#3 (CA209067 35%)

* A Pmghkg (RE) & ©Y L= 3mg/kg (R % F A3 ABERET 4 BAREGEL &,
AF 3 mpkg (RE) % 2 BB CSRATHE L, ARSI E O TE, BT Emns
L, A8 b= P34 moRSETHE DS EOMBE BTG M8 L.

e E ARTRUIR AR B AR E 2 RICAT+ 4 ) e TSIV THRE
L=k ag | fHERER (CA200004 BB o=k — b 81287 5% (modified WHO B
HEIZE-S< CR X PR) i, {bFEEARREE T 46.4% (13/28 5], 95%(E18E X4 ;



27.5~66.1%) . AL ERRIERE AR T 38.5% (5113 . 95% SHEIXN : 13.9~68.4%) T

i,

(PD-L1 &I LB o0 A ghitk Je U2 24

WA S IR (CA209067588R) 12D AR LI BFE 0T — # 1L D& gLk
TSV TPD-LY A SR E U - ISR AT 0 2B (BUF, TPD-LIZEEE) & o,) 5l
WCEERICIEAT R T o T A E R O SO RIEU T O L B Th o7,

AT LT, PD-LIEIEN %40 (PD-L1<1%) OBRFEEH & E L Ti%kl L
(PD-L12 1%} OEBEEMTA BV L7 O ERABHREMT VB AR s 07 (FRD,
Fezi. AR+ £V A TROREME T 0 7 7 A A EPD-LI<1%OBEHEE L PD-L1 2

1% BEEM TR Th 72,

POAVERF 10 RS
1
LR
ot
o2l .
et . - —
2 -~ e
b4 : o i TN
L TR T A X ] R
e R T
[ AT g H
VOB BTG AT
i rxom
TR
3 SR o) R E A 4 Bk th 4
EN S T S ORI 8

PR T SR UL S R N U S I L L AN N S - B

C PDLIERF IR Y

- e
Gy B
el S
H -
ol BN ol .
o6l O < -
3 |
ft wht
& ngf T
Do BRI 0T
LA mar
2’ 1A 1L EE
2% TN 2
eh. g PR
] 1 w0
Ak
B A rILT A 18 ek an o T
FHE T S 15RO P
FEHACTFE 1S 15D 12B T T HR Gé It

®3 CA209067 IR PD-L1 FRHBF|TD 08 O Kaplan-Meier #i#}
(£ : PD-LI<1%DBFHEE, AR : PD-LIZ1%0BEHEF)



DEBHLFEFE MR (ONO-4538-21/CA209238 34 5%)

EatbRE O Mbe B/ IVE] OB REMERR 906 7] (AARNBH 28 flrgie, RHIM
453 i, AV LwT (BB THEZ) BE453 ) 2RI, AV =725l LT
AA| 3mgkg % 2 BEIBER TAMRE L L 20FPHR RS2 M L s, SEFE
TRA THOEIIEAFIE (TRE [95%E#IXM] ) O RS S3, AFEET NE

[NE~NE] Z R, A Y L7 TNE [16.56~NE] ZAHTHYU, AFIA Y AvT
W3 LRI R B R R A or Ui (O — K2 0.65 [97.56% {88 XM : 0.51~0.83] .
p<0.0001 [B% log-rank #27E], 2017 F6 R 12 A5 —F D v + A7)

* 1 AICC (American Joint Committee on Cancer} B840 (5 7HR) 1283 < #4M,

ool N e R
R S - AT YLTTH
0.8 ‘\“*\““-u-_
\._“ -
0.7 Ty T L
% M o ) IR M, AT ¢
E; U WWM’\«-&.‘M%
z 0.5 = "’5"'-31’-"—:;:_;35" e
F ooa
E‘?:T:
0.3
0.3
0.1
0.0
T T T T 1 i T Y T
g 3 6 g 12 15 14 1 a4 27
at risk &y |EFEIFHRA

EFEE 453 399 353 332 311 291 249 T g 0
AEVLTTUE 453 364 314 2R9 252 225 164 56 7 0

4 EFFEAFHIR O Kaplan-Meier fi# (ONO-4538-21/CA209238 38



[Zz 2]
OEPF TR (ONO-4538-02 #ER)
HERELIEH (100%) @B S, AK & ORRRERSEETERWEERGIT
30735 4] (85.7%) (ZEb S, SRR 5% EORWERIITRO LB TH-I.
#1 REPN 5% EOBIER (ONO-4538-02 FER)

B2 KA HIEC (%)

HATE 3544
(MedDRA/] ver. 16.0) 4 Grade Grade 3 W4 &
EHI{EH 30 (85.7) 9 (25.7)
PVIAB R - . . ih e i e

R RIS AE IR T E _ 5 (143 o

Tl 4 (114} 1 {29

BB 2 (57 1 {29

ot 2 (57 o
— . SEER L UR S oRE ] . .

i 5 {143 0

HF 2 (5.7 0

A 3 (86) 0
HEERTE B L _ AR

AR _ 2 (57 2 (57)
BaREREEE L R BRI .

ALT K 4 014 1 (2.9)

AST #hn 5 (14.3) 2 (57

e i P S - 2 {37 0

8 CK AR 5 (14.3) 3 (886

L LT s o n 2 (57 0

e o 2 (37 0

v LDH BN (14.3) I (2.9}

(8.6) 0
200 ¢

T TSH R
e TSH HEan

CRP HE {14.3 1 (2.9
HFEEEREOE I (11.4) ¥
y-GTP #2508 1.4 4 (114

.7 0
{8.6) i (2.9

R B EEIRAE
A~ T

U L oSEE Y {14.3) 1 (29
5 R (5.7 1 2.9}
s ST (5.7 0
R B (5.7) 1 (29
FRImER R L (5.7) 1 (2.9
i B 7.1 a

(5.7} ]
(22.9) ]
(17.1 0
(3.7 0
(8.6) 0
(i4.3) 1 (29
(8.6) 0
(5.7 0
(5.7} 0
i
o

HERE T3 B
W T3 M
W T4 wb
W T4 K2
PRy »j’-@{] F i%l}m
fin e ALP 35
IR AR R
HIRE = - 1 — 1
ErE = 2N b]
T b T T A RN
A CK el
BB TR L O S

(1.4}
(57

B ke b2 bR A W b2 o0 B2 O R B2 RS B3 La e P2 da dw h =] W L

ARG 2 (57 o

R EE B P BT
SRS 2 (57 ]
M= a— e AF 2

(57 0
B3 & O T AL S



8wy e L Pl (%)

FAE 35 #

(MedDRA/) ver.16.0) 4 Grade Grade 3 &1 I
B BE 6 (17.1) 0

% 9 R 11 (3e.4) 0
& 2 (37 0
Bk BB R B 2 (37 0
BEIRmTE R RS A2 2 57 0

K2 & Sl 4 (1.4 0

ek, MHEMMKE 1 H Q9%) . K%K - BEOTH 1 H (2.9%) | Mtk 4 4

(11.4%) . NTHERERRS 5 1) (14.3%)
(22.9%) .

. ERREREE 2 41 (5.7%) . HRIRIREEREREE 8 B
BIEFEE 1 #1 (29%) . EEOKEEE 4 2.9%) RURE S EE 1

(29%) PERH LAV, T, TEREMAERES . infusion reaction, 1 FUVERRG. B,
BIERRIEEE, Bags - BEMSZS. O, What. T4, BEEUDRIAEIE, I A/ F— K U
FeE I AR PR BRI O b i e o 7o, AREMERI IR I B S H S (FEHEia S

ERE LSl 2E0EFHRE ST,

OEWNTE I 4R5 (ONO-4538-08 3H)

HEFGUT 22/24 ] (91.7%) ZRBH LI, AF L OB EBEENTE T 2VHEY
G030 18/24 B (75.0%) IZREO bz, RHER s%LL EORIERIZ FRO LB Th o

7.
# 2 RIMES WL EOBIER (ONO-4538-08 H5)
BERIE I3 (%)
AR 24 17
(MedDRA/J ver.18.0} 2 Grade Grade 3 8L F
ZRI{ER 18 (7500 2 (83}
PR ' R S
B B RRAR I T A 6 (25.0) ¢
LN _ 2 (8.3) _ 0
—f - EHEELLUESHECEE o SO
{EER 4 {(16.7) 0
B R P
gL S 2 (83) _ 0
Ul LTS E T
FARGE _ 283 0
IR, RORTE L ORISR 0 SRR e
FENE o283 0
R LU TR B o
F 5 {20.8) 0
5 5 {20.8) 0
B Bk A 2(83) 0

ek, RIS - BEOTH 2 (8.3%)

. ATHRRERSE 1 7] (42%) . TERHEGEREE

1 (4.2%) RRUVFIIREERERS S 7 ] (29.2%) @D bz, £/, BIEMEMES,
FRRMEE (F 7 v« AR RS | BHEAEREE (RIBEMEMEERASE | RIEREE,
infusion reaction, | BUMEIRE, BEORIERSE (ZREEIRIRAEMREE, £, BHRE

10



By | k. EUEMEEURE. BN - BEILA, S & oMk, L. BRA, HFR. B
FRRAAERE/ < A8 F — R Op e i/} \Uifﬁt”“ “‘f}ﬂf’a 1RO Lo T, ARIER %
Sk R RS (BRRARRE 25D FRUEIERETT,

U IMEIFERAER (CA209066 AFR)

AFEE G AR 192206 #1 (93.2%) . DTIC B 194/205 ] (94.6%) (Z38¥H G, i
R b O BEBUAMNTE T A WEEEGITAFIFE 153/206 F1(74.3%) . DTIC ¥ 155/205
) (75.6%) \TERW BT, WENOBETHERIEN S%U LORERIITRO LEB) T
Bl

#£3 VWTERLOBCREREN 5% EORMER (CA209066 FER)

e filfe (%)

'E;';M{;; " A B DTIC B
L 206 {7 205 {5
(MedDRAJ ver 17.0) % Grade  Grade 3 b % Grade  Grade 3 BLE

RHER 153 (74.3) 24 (117 155 (75.6) 36 (17.6)

i ds L O ) o CREE o o B i
AR 0 0 23 (11.2) 9 {(44)
i MR R E 0 0 21 {10.2) 10 {49)
{8 it 22 Q0 0 25 (122 0
T 33 {160 2 {1.0} 32 (15.6) 1 40.5)
Bl 14 {16.5) 0 85 (41.5) ¢
g 13 (6.3) {05 43 210 1 (0.5)

- RREES LRSS ORE
o S HiE C2l (e 0 25 {122 1 0.5
& 41 (19.9) o 30 (14.6} 2 (10}
FEH 15 (7.3) ¢ 10 (4.9} 1 {03)

oty LR . __
frBRigiR _ I (3 0 19 (9.3) 0

B RE L USSR I L
sl 12 (58) 0 305 0

PR TR _ N T P TR
EEE 9 (4.4) 0 14 (6.8} 0

R B LU TREREE L ol S - :

SCHE 13 {(6.3) 0 4 (20 0
YRR B 3419 0 1T (5.4} 0
& a5 (17.00 1 {0.8) 11 {54 G
1 {1500 1 0.5 6 (29 0
22 (107 0 1 {0.5) o

2ods . ARHIEITE T RVE MR R 3 ) (1.5%) | KRR - EHEO T 6 81l (2.9%) .
HRIEE (X T 0« AL —SEIREES) 28 ) (13.6%) . ITHEAEREE 761 Q4% | B
HEREE 4 ) (1.9%) . TEGHIERS 4 I (1.9%) . WM REREE 13 4] (63%) .
infusion reaction 15 8 (7.3%) . | BUBERF 1 41 (0.5%) . EEEORERE 3 H (1.5%)
&U\}pé: B 1] (0.5%) MR BRI, £, BIREE, Ik, BEEMEE, WM

CBBIZS . DERA. RRge. P IREUMEMARE/ T A S — R UM ME M MR
:"f:b(ﬂ?ﬂ 2 LR 0T, AR 'H’FJH%E%%)\{R IS E S (BEREMER 25 %
SRR R AR



DA FEMARRGE (CA209037 HER) 7

T HIFRIIAAIN 265268 1 (98.9%) . {LFREERF 98/102 ] (96.1%) (5w b
FL. TREUE b O R B AT E T A ARG B URHIEE 199268 (3] (743%) . (b
FRIERE 85/102 9] (83.3%) IZFESH BT, WTRAOB TRERN 5%l EoRIER R

TEROLEEY ThHhotn,
F4 VTN OBECEEREN 5% EORER (CA209037 HER)
B (%)
8 = - AN YE
BRI AT e
268 3 102 {7
(MedDRA ver 17.1) 4 Grade Grade 3 Bk 2 Grade Grade 3 B4k
£RIEH 199 {(74.3} 33 (12.3) 85 (833) 35 (34.3)
ﬁ]lﬂﬁii.}:'(ﬁi) \//\°¥=Fﬁ% N e 3 B K L . D B . S L
=il 18 {67 101 24 (23.5) 5 (4.9
A R 1 (04} 0 8 (7.8) 2 (20
H o B 0 G 20 {19.6) 16 (15.7)
me&ﬂ«iwﬁz _ 104 1 (6.4) 12 (11.8) 6 (5.9}
ﬁWﬂ%ﬁtﬁw ;JE _ _ 18 (6.7 0 0 .0
BREkEE S T e EEEP T S
LS 11 (4.1 0 15 {14.7} 1 (1.0}
TH#H 42 (1571 1 (0.4) 16 (157 2 {20
B 33 (12.3) ] 39 (38.2) 2020
N 12 (4.5) 1 (04) 21 (20.6) 3 (29
— i - B EER L U I O s B o
EAE 14 (52) 0 7 (6.9) 0
b _ 82 {306} 3 (13} 41 (40.2) 4 (39
EE, PHEBICREBAME T ST B
EALHE DB 4 (L5 IRUEY o s® 0
ALT #2m 14 (5.2) 300 1 0.0 ]
AST H5h0 15 (5.6) 2 {mn 2 2.00 0
T RS 0 0 7 6.9} 3 (29
iR iR T 1 04 0 & (7.8} 31029
K i BRE L _ 3 0 8 (7.8) 2 20
TR L USRERSE D e ) S
AR 18 (6.7} _ 0 17 (e 0
EREL LU SRRES. . : ' T R
B A 15 (5.6) ] 13 (129 1 (1.0}
i P o 11 4.0 0 8 (7.8) 0
i . _ . L _ A S e
FeftifE = o —miF— 1 (0.4) 0 10 (9.8) 1 (.m
SR _ 3 an o 10 (9.8} 0
FEOR 2%, MERhiS L OGS SRR e PRI EE RS
BEOR R 8 o 13 (4.9) _ 0 8 (7.8) 0
R U THIs S LT e e R
B 2 (07 o 28 (27.3) 0
0 RAE 51 (19.0} ¢ 2 2.0 G
B 34 (127 1 (0.4) 5 (4.9) 0
BRI RS 16 (6.0 0 2 (2.0 ¢
FWtERAN 24 {9.0) 0 0 ¢

k. ARIEEICBWCTRIEMRIES 8 7 (3.0%) . KB - EEOTH 4 4] (1.5%) |
R 33 41 (12.3%) . ATHRREREEE 22 ] (8.2%) . EHEMEREE (RANFREMHE L%
Y 54 (1.9%) . TRt E 23 4] (8.6%) . BIREIERE 1 (0.4%) . infusion reaction
104 (3.7%) . EEORERESE | H] (04%) . BER 2 F (0.7%) RO E 9L 3 6
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(1.1%) 2338 By, £7o. FRARMERERRE | WRERN, TAEMEIE, i -

B DERA. Wids. A, BERUBBMEIE/ < oA <P — R UNRE I MR R P SRR
FEER B o fe, AREIERRBRIUIMESES (BRRERRE L&) 2808%
AHERA TR,

GENE LA (ONO-4538-17305k)
AEFGITILE 100%) CRO LI, AF EORBBEITEETERVEFFIRLE
5] (100%) DL, BRBENSBU EORERIITROLEBY TH-TZ,
#®5 FEEMN S%UEOBIER (ONO-4538-17 BRER)

SRE RS g (o)
BAEH 30
{MedDRA/] ver.20.0) 2 Grade Grade 3 B E
PEER 30 (100} 23 (716.7)
AR L OV R R SR i
& 1fn. 2 BT )
PSR, T DR
alq‘}\ﬂﬁsmnmﬁﬂ‘f 2 (67 ]
B R RS T 7 {(23.3) 0
TEHH 267 2 (67
HiBEE L
1B 5 5 1167 1 {3.3)
T 16 {53.3) 1 (3.3)
(kR 26D 0
NN 4 {13.3} 0
ok 3 {100 0
gt 6 (200} 1 (3.3}
—i% « EREER LGRS ORE _
FH 5 (167 0
i34 7 (233} 1 (3.3}
Eiieded i 2 {67 0
FEEN 12 (40.0) 1 (33
FFRE E FpsE o o S
B e RS 7 (23.3) 4 (133}
R % 2 (67 0
ALT B h1 11 (367} 3 (10,0}
7 I 5 (167 1 (33
AST #Ein (367 267
- GTP B 5 {167 3 (10,0}
Uzw«w%m] 12 (40.0) 7 (233)
- O 2 {67 0
e JI/J'J YRR T F—Em 4 (13.3) 0
s L UREEE _
B U 7 A iE 2 {6.7) 0\
Izl P gy K ic 2 (67 1 (33)
{&F U o AELEE 5 (16.7) 4 (133
A ERRGR 8 (26.7) L33
FEHAR LU EEREE o o L
BEEiR 5 (16,7 o
B H 2 (6.7 0
HATE 5 (16.7 £ (33)
MR IS BEEREETREOREEE 0O
P e R 2 (6.7 G
O R SER 2 {67 0
EIE S DO TR SRR T

13



TR HE % (%)

HAE 30 7

(MedDRA/I ver.20.0) 4 Grade Grade 3 1 1
T DRI T0 (33.3) T
5 18 (60.0) 2 (6.7
Bk s 4 {13.3} 1 (33)

Zeds, MIREEEOH] (30.0%) | NTHEGEREE 140 (46.7%) . FIKIFEREIEE 7/ (23.3%) |
VB PR A 315 (10.0%) KRB « B O T R34 (10.0%) . BBE O B REREE3F (10.0%) |
TR (6.7%) , 5 & 9 BEK 16 (3.3%) . BURUHRMEIE/ 2 o/ Sk 200 (6.7%)
B ORI AR BASAE 1) (3.3%) MRS S, £/, BHREEE . BIRiEREE 18
e, BEde, EEAEMNEEIGE., BN - $BE4. infusionreaction, LFh#k. Hhk. gt
I/ N A SRR B T 481330 B e o 1o, AREIE RIS BP0 if’aﬁﬁé}%% (B
REBREZEL) 2 E0EHFEELTT

O/ FIAAFER (CA20906735R)

HEFREIARA A BV L THE3123136] (99.7%) . RAEE312/31361 (99.7%),
BV A TRE308/31161 (99.0%) LIRS b, BB L OREBEE IR ETERVWESE
FEIIRA A BV A= 73003134 (95.8%) . AAIEF270/3134 (86.3%), A U A4
- 7268311 (86.2%) (ZFRY LI, WENMOM TEHIHENRS%L EORIERIZF
TOHOERBNVTHT,

#o WTFNAOHETRREN %L EORHER (CA209067 328
3k (%)

FERIR W

EAE AR+ A *i f\vﬂé f#ﬁﬂf;g A B A TR
313 {5 33 M 311 45
(MedDRA/I ver. 15.0) % Grade  Grade 3L L & Grade  Grade 3 81 % Grade  Grade 3 LLE
%@H’Eﬁl 300 (95.8) 183 (58.3) 270 (86.3) 65 (20.8) 268 (86.2) 87 {28.0)
Eﬁa‘iﬂfif&n‘am#r 34 (109 3 (1.0 15 €4.8) 0 3 (1.0 0
BB AR RE IR T 51 (16.3) 1 (03 32 (102} ] i4 {4.5) 0
T#MFRr _ 23 _(7 n 5 (1.6) 2 {06 2 {06 1239 5 (6
s . _ o . _ _ . _ wes Ll L
k= 28 (8.9 1 {0.3) 18 {38) 0 28 5.0 2 {0.6)
PN 40 (12.8) 26 (8.3) 7 022 3 (1.0 35 {11.3) 24 (1.7
1§ 12 (3.8} G 19 {6.1) 0 17 (5.5) o
I Hi 142 (45.4) 30 (9.6) 67 (21.4) 9 (2.9 105 (33.8) 18 (5.8
EEes ] 19 (6.1) o 13 (4.2 0 7 2.3 0
E.L 88 (28.1) 7 (22 41 (13.1) 0 51 {16.4) 2 06
Hgnt: 50 (16.0) 8 (2.6 2 70y 103 24 9.7 1 (0.3)
‘*ﬂx éﬁl@%%iu\ﬁ%%ﬁ__'-f- L o i IR
ﬂﬁ;‘]ﬁ 31 (9.9) 1 (0.3} 25 (8.0 t (03) 17 (5.5) 2 (0.6
BEze 22 (7.0) 0 12 (38 0 10 (32} 0
Wy 118 37.7) 13 (4.2 111 {35.5) 3 (Lo 89 (28.6) 3 (1.0
R ~ 60 (19.2) 2 (06) 21 (6.7 .0 21 {6.8) P03
Bk T AT ST U : R e
ALT #8 59 (18.8) 27 (8.6) 12 (3.8 3 (.0 12 (3.9} 5 (1.6}
715 —EHm 23 (1.3 9 (2.9 17 (5.4 5 (1,6} 15 (4.8) 4 (1.3)
AST 3R 51 (16.3) 19 (6.1) 13 (42) 3 (.0 12 (39} 2 0.6
Y ooi— i 43 (137 34 (10.9) 24 (17 12 (3.8) 18 (5.8) 12 (3.9)
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3 (%)

RIS

RoE EF A Y Lw TRE A B A Y b TR
(MedDRA/ ver. 19.0) 313 4 313 {A) 31181
£ Grade Grade 3 LAk 4= Grade Grade 3 DAL 4 Grade  Grade3 Ul L
TET R i) 1013 2) T YY) T 0.3)
RERHER 60 (19.2) 4 (1.3} 36 {11.5) 0 41 (13.2) 103
BRRERB L URSHEMESE - e e _
BAFRTE 42 (13.4) 1 {0.3) 29 (9.3} 1 (0.3} 21 6.8) 0
3egr 17 (5.4) 1 0% 15 (4.8) 1 (0.3} 9 (29 0
SREME Y E L b7 (5.4 0 15 (4.8) 0 t 38 0
B R 14 {45 0 18 (5.8} 0 5 (29 0
BRI 34 (10.9) 2 (0.6 24 (7.7} 0 25 {80) 1 (0.3
LT 24 (1.7 0 20 (6.4} 2 (0.6) 15 (4.8) 0
PO &l 36 (1.8 3 {1.0) 20 (6.4} 1 {0.3) 12 (3.9 ]
Fififis 4 21 (6.7 3 (1.0} 4 (1.3 1 (03 5 (1.6) i {0.3)
R4 L UVE TRk . _ . . . . .
P s 15 (4.8) ¢ 17 (5.4} 0 11 (3.5 0
F A 112 (35.8) 6 (1.9} 67 (21.4) 1 {0.3) 113 (36.3} 1 @3
RE 91 29.1} 10 (3.2} 72 (23.00 1 (0.3} 68 (219 5 (1.6}
B R 38 (121} 6 (19 14 {4.5) 2 {0.6) 38 (122} 1 {03
e fa 27 (8.6 0 28 (89) 1 (0.3 16 (5.1) 0

Rk ARAI A B U Lo TEHT VLT HREEESeH (27.5%) | ITHRREREE 1020
(32.6%) . EURIHERERTESTHE (27.8%) . BHRAEREFE21H (6.7%) | REEMENIRES2S
] (8.0%) . FAEZS - EIEFO FHI60H (19.2%) |, BEEOREEE21H (6.7%) . T
(RETERs 2T (8.6%) | RIFEHERERIZTI40] (4.5%) . BRZE3MA (1.0%) | B - B
#%215] (0.6%) . infusion reaction 13{7] (4.2%) . 52 & 5 B3 (1.0%) , R34 (1.0%) |
HEETRTRMIAE ) S A= 5015] (16.0%) . T4 1445 (4.5%) K OSHIR 0 b2 B2 AE2(A (0.6%)
NI BT, BT URUEERRAE . TIEMGIE SE O 5 B OV M L RROR D MR RE
JRITER D IR o To. AFIEEI o0 THRERER 6T (21.1%) | IFREREREE 241 (7.7%) .
B R e E A7) (15.0%) . BEEREREE3E (1.0%) . FEMEMELSH (1.6%) |
KBS - B D TIHI164 (5.1%) & 0BG EESH (2.6%) . T BRI E3H (1.0%) |
TR AR R (1.0%) . MEAR3HE (1.0%) . infusion reaction 145 (4.5%) | 5 & 9
20 (0.6%) . HERCIEMRGE/ 2 o8 F 280 (8.9%) | HF&R2E] (0.6%) R UMk
FgERIE L] (0.3%) 2B O, . VREHRIE, EEMEE, MR - BIBRR,
DS W48 R UM et o IR IRV PESE BT I EE 00 S v A Ao Ty AREEHI SR
EHES (EEREEENEED) 2E0HRMHERE T,

ISR A Re A B B @R B E A W BICAH A+ A VU A TR ZHE LIS
[ FHZAER (CA200004 3BR) @ mk— b 8123\ T, {LFEFEAAREE 28 1) & LFH
WERETRREEE 13 6 L O T, MM ERIIRED SR,
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DB FF WA (ONO-4538-21/CA20923855R)

AHEFLRITIARBNEE438/45200 (96.9%) . A 'V L= 7 HE446/453(8 (98.5%) T8 6
. RBREE L R REPERAEE TE VR EHRIIAAIREI85/45200 (85.2%) | 1Y
L7 T EEA34/4534) (95.8%) 12 BT, WM OB TRIEEL %I EOBIERIT
TFTROLEBY ThHoT,

#£7 WTHAOETEREPS%ELEOBHER (ONO-4538-21/CA2092388 1)

B H B AE) LT
Grade 4 Grade Grade 3 L E 2 Grade Grade 3 bl _E
EHEREH W OB | EW O OBWSE | I ORMASE | @M ORmRE
(MedDRA = L B §OC-PT &%) = (%) EH %) Fi (% EE (%)
B EK 452 4352 453 453
B 385 (852 | 65 (144) 5 434 (958) ] 208 (459
BRBRBLIUHEEEES D R S
BOERT 57 (12.6) 1 ( 02 49 { i0.8) 2 04
il P o o EE O ) T 02) | 19 (42 [ )]
Tt 110 {24.3) 70 15 208 (459 43 ( 9%
=i, 68 (15.0) ] ( 02 41 (20.1)
RIS 29 { 64) 46 (10.2) I 3
18 i 12 (27 1 {0 44 (97 2 {04
1R IR 24 {53 M (3D
PN L3 _ 9 (2, 3 em| 45 (99| M (18
— - 2 HREBIUBRSEEORE | o B -
& 1 HE 37 (12.6) i (02} 53 {117 4 (09
o5 156 {34.5) 20 ( 04y | 149 (329) 4 (0D
BE _ _ N 7T (15 _ | 54 (11.9) 2 (04
ERREEEte: )l 0 ( 66) 19 ( 42) % { 5T 16 ( 3.3)
ALT g0 28 ( 62) 5 (LD 66 (146} 26 ( 57)
AST Hgfp 25 (55 2 (04 66 (13.2) 19 ( 42)
TiF—iEhn _ _ B85 % (20| 14 (3D 5 (L1
K BLURERES sy ' [ B S
frERigsR _ o 18 (40 _ 3% ( 86) 1 {0y
METRE R A T : B T
it _ o 4 (9 ¢ 0 9 (174 7 (15
B LU TilMEE ' ’ o
B R R 5 24 (53 50 (1.0 S 20)
FHEE 105 (232) 152 (33.6) 5 (LD
BB _ 90 (19.9) 500 L) 13 (294) 14 (3D
BEORER, MRl LUMINBREE o R R e T R
IR [ _ 15 (33| 2 (0a)| 24 ¢ 53
R R RE IR T : 49 (10.8) i ( 02} I {68 2 (04
F R B AE T 6 { 8D H ( 02y 18 (40 1 ( 02
THERER 7 {13 2 {0 48 (10.6) i1 (24

ek, AFIEHTRWTHEMNENER 11 # (2.4%) | BRCHRAE/ I A /X 48 f)
(10.6%) . ATHRAEREE 40 # (8.8%) . FUIRARERARERET o1 Al (20.1%) . MhiRFEE 83
B (18.4%) | EHEREFEE 6 ¢ (1.3%) | BIWHEREREE 6 1 (1.3%) | TEMAFERERE
8 7] (1.8%) . infusion reactionll | (2.4%) ., RIE#K - WEDOTHI 21 B (4.6%) . &
FEORERET SH (1.1%) . 1 BRIRE 16 (02%) . BEge 3 (0.7%) . B & Ok
2 B (0.4%) | B4 3 61 (0.7%) B Litc. £ EEMEIRE, LR, ik,
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o e /R PSR BN . I ZE - BEARESS . BRARIL AR SRR AR R CHEALMEARE S 23R &

otz ARIERESEEMESRS FRRREERE 250) 2F0ERIAE
G I

1) Robert C.et al. : N.Engl.).Med., 372 :320, 2015 {(CA2090663857)
2} Weber J.S. et al. : Lancet Oncol., 16 : 375, 2015 (CA209037 #f4R)



[k - A&

AF @-E%B%%@Jﬁ%:e?‘wﬁl MLy Iab—va kv | KRB 3mgkg iz
240 mg % 2 AR TR LEBROAE O M e R ﬂé:hfw T OfER, A
240 mg 235 LI BBROBE ST, A8 3 mgkg 2HE L-BEORER L EL TEE
ERTETFRENTZLOO BARANBFIZR O TEEM I TR *szh—cw Mgz & (10
mg/kg & 2 ERMIRTEYS) TARIERE LZBOBREE L L TIERES T L TR
anfc (FR), MAT, HEROBEICRIT 27— 7 10E-5% ) A& 3mgkg i 240 mg
Z 2 R TR LIZROAR OBRER & A9 TSt L O R 58
BRCEFANEE SN, YEZEECSOWTRS T R, LRolE - HEo
MTHMERCESMEICHE R ERT AV E TRISHE, 7, BEMReEES o)
BF—ZITESE . AH I mgkg XX 80mg & A &Y AT 3 mgke & 3 EMMRE TR
G LICEROARF ORER & 2480 & OB e 2BE ST T AR S h, R
BB DWTRE S TR, FRORE - HEOB TR M TR 1T/ 0n
& T EhTe,

8 FHROERBBE T A—F

Fﬂﬂi - HE Chix Chmindy4 Cavng Coraxss Cmin‘ss Cavg,ss
s {pg/mL) {pg/mL) {pg/mL) {ig/mL) {ng/mL) {pzg/mL)
3 mo/ks 01w 516 16,6 243 13 621 776
mefke Q (35.2,70.8) | {10.7,24.5) | (17.1,33.9) | (75.0,171) | @7.1,107 | (2.1 127
727 235 34.1 159 87.8 109
20me QAW 1 (1 103) | (152.34.6) | (25.1.47.8) | (102.258) | (41.5,158) {62.1, 187)
191 613 90.8 398 217 778
Wmehke QW1 149 2190 | 512,792 | (790, 1) | (31530 | (84,313 | (237, 386)

PR (5%, 95%5) . Q2W @ IBHIMING. Coe : MEHES OB EDFEPRE . Cueas : TEFE 514
AEBICBT RIRMIFPRE, Cogns: MBI SHI140 B E TOTIDMNETEE | Cous: EHHEICE
FORE A PIRIE . Comss  EFREBICE T 2REMBETIL, Cops © EFREIII 5 TI9ME S
iy
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4. HEERIZOWT

MRS U RE 72 I R (I B IR B B0 T, HRER A & L TR E (28]
PR ﬂ\m{"d’hh'ﬂ\ ek, é’u.ad‘iﬁ%]@@l&”“ﬁtf% Al ThAHMLENS D, T
Db, EEE Y A 2 SHEEHE (RMP) 2ESE | AROERRZAMEERIED~ O E
)8 i B WG T o T AKIO I G A8HE) 2 B BT« FE L. ARIOBGIC LY BE
I & 388 L BT Rl A 2 & AR T BLTF OD~@ 0 T T Al s
BOWTHHTLH~ETHD

D MRICONT

D-1 Fid () ~ 8 OWTFADIIHESTIHRTHL Z L,

(1) [EA SRR B AN A % 28 A B A L N e (RSB RF WL 7S A RS WAL A e |
Wodok 75 o 5 e i BRI SO I . MBI 23 AU ERE 2 &) (SRR 30 42 4 H 1 IR 0 437
i i)

@)ﬁ@%m%%(%&wﬁ6ﬁlfﬁu 85 hfiak

(3) FBAEHTIR HJ%N‘“* 278 A TR (H A BB R BT, 73 AT
W AHEEE. A A TRRE ?EL_‘JPﬁi’jﬁfcﬂc‘:)

(4) SR EREE A AR L AR 1 AR SRR 2 Ol BT

AR SR A o TS HEEy CERZ28 4 7 A 1 HIGAL : 2540 fiak)

(5) HUEEA R A S0 7 R BN 0D fi % L SRR AT o T D KR (CFEE 28 F 7

B o1 PR 1290 Kigk)

D-2 MR (AN 0> b B v K DN {7 1 S8 R0 00 6 BT -0 7 Tl & R B A B D LR B
(FEOWTRIIEEN T HEMD A, HEBRROARAN BT SIHROREE & LT
BEsSHhTWVWAD &,

#*

\

o KIS 2 AFEOWIBHERE T L% 5 U Lo R ARROBIKIHEZ
ﬁof“é:ka5%\2¢ukﬁ\ﬁ&ﬁ%ﬁ%%%&bth%%ﬁm&ﬁ
ToTUWAIZE,

o

. ERIGEIREGE 2 SOMETHE2E T LI 5 RO BOSEEREIER Ok
FERREEH L TWDH &,

@ AOERSFHREFROEHIIZONWT
S R S B e A B AEE S L, WERGEN L OFRED, M- K
ol SRR AN O A B R ONERTSE I B AR ML, AE RN B E LS ORY
IS, SRR NIITPNAERHIPES>THDH T &,
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@ EBIERORIRIZONT
@1 B{ERRBERFROXIGEHICET 2 B

MIEMERREBEORBZBEHNARAE LEBIC, 24 BRZHRERO T, YEmsax
FLEE R IC BV T, B UERERIZIE U TARERR U CT S OBHEROERIZ
BERBREOBRAY APIZELN, BEBICHISRERERAE > TWE 2 L,

®-2 ERERRICLHSFEERMLICET S EY

BABEIZEL D EMB MR EVCHEZ G T IEREFENRIERE=2 ) 7
EEZOEEROAIY) = FRITOWERE S FRERATE L — ALﬁﬁﬁxﬁl AR
WENTND I E, el BiEEGo>WT, BABRELFOFERIZTHICAMENT
WAL,

@-3 BEROBEXIGIZBE LT
BIVEA (MBS BRI IN A, BIER I HAE, e, A48, BUBUTRRMEREE . RIBZL.

BEOTAL, | BERE, IFA2, ITHeEREE , T4, eI 48 BRIptsemE s
THEHERLE , MREE, TEE (Bre  ROEMEEEREZ S5, BIgEE,
e, EEORFERES, IR ERSE, infusionreaction, e MiEEE., mKkafh
FEMERE, ASEE. R OGERIS., WRREN. DR (LEMRED - BRIk - DEEA
WOHASE) ) IoR LT, MM ODEMEFRE OB 2 G 5 EM L EH L (3
ERIOBERSC R L TR UEZZT bNLORMIIH D Z L), BHITHEER
MENTEDHEDESTNDL T &,
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5. BEXBLIRDBE
[kl B D 40E]
D Fﬁ@m%rﬁwfxﬁmﬁ%wﬁaénfw
. ﬁ’aw:ﬂ\{ i S O'BE RIS O AR HIER: /i\‘ﬁEtt}]IﬁJ 1/ IV 3 138 o0 BEAE TR ANE
o =M O b B/ IVE] T oI B NBRE B 20T MR E
723, BRAFEHE T E B2 G T 5RF T T, BRAFLEANC L D165 & BT
HIk,

@ KH A U e PG LR R IR RO RIE VIR A RE A BB RANERE &R
LU ASAER (CA2000673R) 2B T, B ShicA vl avw 7S
2 UTHMESARIEE STV A, 5L, KA A U L 7RG LR R
oAbl U= R e atio By T, PD-LIRBRRIC L0 A2 ) AT o 1f
HRES R HERH RS SN AR ENGLATHD TpBH) . Zold, 1S
U ARRE A B R AR A TR T, PHEJ& A ) bhe T & OGO R E 2
Wi DA, PD-L1RSHSR* & FERd TEEE L, PR-LIEBIEMN 1%L L TH

T AHEER SN BV, AL ARIRAES 2 EETD, k. RiG
ﬁUI%‘- RE /A HEME B A 2 o b L7 EA S [ AR (CA20900458R) D =1ik—
RBIZEW T, (P ERE %%r %ﬂ%"’ E AL FRGERL AR R L OB TARAI+ A 2 4
w T 0’)@ ML R e 2 BUERE D S TRy,

g AFHOBIIEE L LT, BRE4A  PD-LITHC 28-8 pharmDx F# =2 GRS T D,

(Y ace {American Joint Committee on Cancer) JHEI4YEE (55 7 8R) (2383 < FRill
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[Z4

©

%# %A
Tﬁk BELZOWTIEARORSPES L XN TWD 2 b, /5 %21T
23&L\’&
o EFIOBTE LIBBUEOBRRERED & 5 RE

BRERTOFMIZ BT FRICHEE T 2B T >0 TE, AAO B REHEI N2
2, MLOWEFERIREE S e WA IRy | BEICARAERT S L2 EETES
« HEMREROSHXIIREOH D BE
o HaERIE AR A TR R 23R B IR M UNE ThE o BN R A B2 o R e i T 4

HOMIZREMELR AN 5 BE
¢ O rgﬁ@ it RN 2 L IEHERMEO A D sl B OO
B D BE
v ESREBEE (EFhEiasREEs S OhDERE
+ OB TS AT D BRE
*  ECOG Performance Status 3-4 712 o #23

Gkl

ECOG ¢> Performance States (PS)

Score | FEFE

0 | &<MELOEMTES, BEMIBECEFRLESBERTAS

| PRERESIZI Ly GBI IR S A 73, BRITEEET. BIFEPE > TOEREEITI L8 TE 2
%:ﬁw§$\$%¢¥

2 | B EETESOEGRY 0D ST TEEEE BT E A, BRo 0% Sy FATE I,

3 BMEN-ESOHOE YOI L L TELEN, BP0 S0%I RESy Kol i,
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IEMEERRENLT WS,

TRLOERIG  AFIIEMEEIC T A ARFEEC RV AL Lo LTSN
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£ .
40 a0
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# #
4 H
20 20
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[ : . [
4 3 3 9 12 15 1B 2% 24 ¥ 30 33 36 3% G 3 [ 9 1z 15 18 21 24 27 30 3 38
& ABMB) SEFMMA)
al risk at risk
Nivolumab 3mgikg 96 Y3 fv 42 30 25 22 e 16 1 8 5 1 d Nivolumab3mgikg 76 &4 3¢ 32 29 20 B 17 13 1 8 + 3
nvestigator Choice o3 43 24 14 D 6 4 3 2 2 &4 4 ] tnvestigator Choice RTINS ] 7 B 4 4 1 0 1l Ll

o Nivohmiab 3mg/kg qovents:6 77761, median and 5% CL 6.5 (4411
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Nivo vs BNV Choice - avard ratio (93% Cly 073 (b3 1400

B e alumah 3m ek (oveis R 1965, media and 9% CL K 178 5
"""" oo {mvestigaior's Choice {ovents. 60763, median and 95% C1 4.7 (38.60.)
Nivo v INV Choice - hazard ratia ($5% CI3: 0,55 (0.39.0.78%)

ONO-4538-11/CA2091 41 BB OPD-LIRRER TOOSO FHMBIFE21E 7 + 07 v 77— F OKaplan-
Meicrili#g
(£E : PD-L121%DBEEE, FH : PD-L1<1%0BERMH)
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7 (3.0%) |, BgesE
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AFOBLEFEYBEEFALRA LY S a b~ a b, A% 3 mghkg (F
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Rk - {pg/mL} {ug/mL) {pg/mL) {pg/ml) {ng/mL) {pug/mL)
P 516 166 243 113 621 776
BkE L2 (35.2.708) | (10.7.24.5) | (17.1,33.9) | (7501710 | (27.1.107) | 42.1,127)
o 27 335 341 159 87.8 109
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S L ARIER R DR BB, ARIOEREI Pk, ORI B R
LELRIOB SR ERT LI, 2B, BIRKRE AT ORI EfE
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1. RUBDIT

IS DRI - BEEOHERO D i:i\ W SRS RS Tl E 2l R A3k o
BND, S o, ITEOHFEROESRIZL Y | FURESES 2 & O 2L E A
-2 38 S 3 ARG éh5$T\_thEKm%EK%Eﬁﬁﬁmﬁﬁféc&ﬁ%%@
ML 2o TEY BRBEMEGER L B0 BAFE 2016 CFK 284 6 A 2 AEEEE)
CBWTL, BEMIERSSOMRAORBIHEELZEA 2 L L & Tn5,

FHERBFEE LD, BREACE2S 7o 7 7 A ADBRGFOEEG LA LR
DI ENRHD, TODH, BHERUESMHEICET ABES 45 %@?7$*®ﬁ
MHERLOBRELBZT A NG INRBHIH LU TER 35 & & 32, BIE
MR LRI EBetind & D 2 L Ralele— m@ﬁﬁaﬁfﬂ&ﬁ&%fﬁm
THZLEREETHD,

LIeio T, BAHA RTA T, FABEBRINETEBRBLN TV DHESERD -
B R R-S5&  UTOERLORERERLHET OB OV ELEE £
FRUCBE ST,

R, RKHA FTA L, M TEEAERNEFESE R, ARHMEARAR
PR RISy — AT A A B AR IS HHE & R U At ElE A B AR SR 2220,
F1o b EER LT,

KR L A BEEHRSL - ATV R R 20mg, A YR AREER L 100mg, A 7Y
- R R AR 240 mg {(—HEA =RV~ T GBI )

HRELDEIHR - ISR U EER M O E Hl fa e

WY RIAERUAE EF. A=A~ T GEECERLZ) & LT 1 E240me

w2 W FEEIBE T AT A,

1L SRR ATA R O R BEIBR A GE SRR ME oo R M s i o % L T
AV Ay (BERFEHRLD SHAT B, B, AT
H=Rr=7 (BEFERL) &L T, 1 240 mg % 3 R
T4 EARIET D, £0O%,. =FN~<7 Bz &
L. 18240 mg # 2 AWM CARFET 5,

By R AE 3 REFER THEERSH

(BE)

BRI B B Y R A BRI SOmg (— % - A YU A~ (BIETFHERZL)

DOFRE IR, MR UCHE

B BE X R R RIBEISRAEE USEEB O B

R CH & =f~Y (BETARRL) ORI RLT, &, A
B AT (EEFHEEL) L LUTHE D mgkg ((FH) % ﬁﬁ
MR C 4 BURREET 5.




2. FHIOFHR, 1EBEF

AR E RS 20 me, [ ﬁ@&ﬁ%mg&@ﬂ“ﬁ%ﬁmmm(”&%.
Frw7 (EEFRIEL) . LT, TERA v ik, DNFERTEEASH LAY
Vy0zﬁ(ﬁ7U2Fw-74?—x°zﬁ4f(mm)ﬁ)@W%thﬁPB
(Programmed cell death-1) {232 & MY 1G4 £ / 7 o —FAFEKETHD

PD-1 13, fEME(L L7z U o 2SBR (TR, BMIRKR UG FTF oI 4% 7T ﬂﬂﬂéu) B
BiRMAIC BT 5 CD28 77 2 U — (T HIRE O IEME(b & #BV DI IE & AU KT+ 2 47
TBE) KRBT ASEERTH S, PD-1 RIS BIT 5 PD-1 U # - F (PD-LI
EOVPD-L2) EESE L. U o SERICHEINE S R EIEL T Y SRR LIRS
BIZFHE LTV 4, PD-1 U A > PRI RGN Z b b Ok 2 22 IREH AR IR
LTHED QKﬁiﬂ‘éﬁﬂ%Hﬁé’ﬁlk>LU 2L AR S B85 PD-LT OB L IFHROET
ﬁﬂf]é:@)l CEOMBEESSH S EREE XA TVS (Cancer 2010; 116: 1757-66),
i;%r%ﬁ%m#fmﬂﬁ&ﬂTMMﬁﬁ%f A B —TF 2 H = (IFN-y)
(LT PD-L1 OFHAEE SN, B LESIELC BT S PD-L1 ORB LIRS
AR 2 OB E OMBEE S B D & O L H 5 (Sci Transl Med 2012;28: 127-37)
E 5T, PD-L1 Aol R & 7= 20 Ak, B RUY) CD8 B T Al oot i
TEPEA T XA, P PD-L1 FUT PD-1 & PD-L1 & OEiGEIAET 2 & 2Ol
ﬁ% MﬁMqﬁ5:&ﬁmén1wé‘%@*&m%pomm:DﬁyFﬁ%ﬁ\ﬁ
AEEBPIR R T A O OWBEE L ERET DT 02 & LTEL LT,
AL SEPIEER O R A O PD-1 OFBINAHE (PD-1 U > Rk &) (S L
PD-1 & PD-1 U H v FEDORKBEMETS I EICED, BAFURFRNZ T #HEOME
PEAL B OV AT % 20 MBS E IR 15 2 905 2 2 & TReReAY 22 UG 2 R 2 8
TEBHERIRTND

LB DR bb/$m SRR T DI A R 2 D BSOS,
RERENEEE R e WG b U R R A S U A e R CEE SRR S v

ﬁﬁWWH%ﬁr%d<mW@%ﬁﬁmm AEWERSE ) 3 5 i, R G LI
HEHENE A 8 D, AR O P RO SR, BFOBER L0070 B
%bﬂﬁ%ﬁku»%&Lt%%#HLt%W%&%ﬁPﬁ%%ﬁO%WELWLTL
Gl BB NE A 17, ORI RIS I L ARITEM R B S 5E 0T, RIBRE R
F BN HE A0 W) 7 AL AT D Eiz‘nzi:’a



3. BERE
FRIE YR ASRE X3R5 1 O B IR O GRS I M A T o - T 7B R O &

Y,

(& 7hi]

DEESLFRFMBREE (ONO-4538-03/CA209025 F#E#)

MmEFEREER 2T 20EMEER (T F=T A=F =T VI 7=,
PSR TE) BT LR 2 T A M T IR M O U I A R e e
821 il (AANBE 63 FlEET, AFEE406, =<2 ) LREF 411 ) 2RI, =
AN ) LRARSERE UTAA 3 mgke & 2 BREIFERTARENE LD & X OFOMER U
PR E U, FEEEE TH L REFHM LT, T0S) 2un s, ) (Rl [95%
BT ) id, AHRIRET 25.00 [21.75~NE™] A, =Xo U ARFET 1955 [17.64~
23.06] HHTHY . AFlEz<m ) AR LEMFAMICEBERIEE AT Lz (AP
NE 0.73 [98.52% 8 4EIX I : 0.57~0.93] | p=0.0018 [JBA] log-rank F¥AF] . 201546 H
18 EF—&hy bA7)

1.0
0.04 W A R

. %, e T ANO LA ES
(.8 - \1\\ .f. i’

0.7 -

% 0.6+

T@s—
T 0.4-
0.3+
0.2~
01+
0.0 e et

0 3 6 g 12 115 118 21 24 27 30 33
at risk& HTFERRE (R)

FEIEY 470 380 350 337 305 275 213 138 73 29 3 O
IANDOVLAEE 411 366 324 287 265 241 187 115 61 20 2 O

1 OS OFEE#TIFD Kaplan-Meier #i# (ONO-4538-03/CA209025 3ER)




75 BANEATER 63 1) CRAIEE 37 ], o U A RHE26 F) @ OS (AT [95%
(SWIRKRD] ) F. AREBET 2737 [23.62~NE] H A, =<1 ) LAFEFTNE INE~NE]

BB Thh ot (NF— FEH1.50 [95%IEHER R - 0.49~4.54] ) ,
*EETE (T, WD

1.0
0.9
G.8+
0.7 9

0.6~ —A— REEH
S S RN TN &

g €

S e GEHED >

*
*I%QD‘

04
(.3 -
0.2
0.1
0.04 . U ——
0 12015 18 21 24 27 30
at risk 3y TRl R
AEEL 37 37 A6 35 35 34 24 % 8 40
TANOYLAES 26 26 24 24 24 24 20 15 09 30
2 HAANERICEIT S 08 OREHATR O Kaplan-Meier iR
(ONO-4538-03/CA209025 3BR)

{ad =
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10



QEE MM (ONO-4538-16/CA209214 #4ER)

(LS RREARIAH T OMEITHE ISR O WA R I B 1,096 il (BAABE
2 BlEET, AV AT (EEFREL) B GCUF, TRA4G 1 2 Y 27 En
Do) PEESSO M, R=F=TREES46 ) AHBII, ASF T EHEE LUK A
J b= T O IR RSN 285 U, TEFNEE TH B International Metastatic RCC
Database Consortium (LLF, [IMDCJ &5, )} U R 27 43563 0 Intermediate & UF Poor U
AT DEE BRI+ A D Lv TR P, A=FoTREA26) 128175 08 (sl

[95%fE4EIXM] ) &, ARFl++ BV L+ 7BET NE [2816~NE] HH, A=F=7%
T 2595 [22.08~NE] #H THY, FAI+ A BV AT EHE A= F = 785 LETEFs2

%K%%tﬁﬁ%%bt(Af»anﬁ[%B%ﬁﬁﬁﬁ:&M~&w]\mﬂmmEE
N log-rank FRE] | 20178 HTHF—&FH v +A 7)Y,
*1: Ham I 5 R ENEOEREN OB, L BT ORES L SEISIEI S hin,

FEEUIRR TR/ AR T LT ) ORI R RS (2L, LN EEMET
(BAF. TVEGF) &3, ) RUZ VEGF ZEEEEMN  URBREM <] 29517 S Aol
B AT BRI RS 50 5 6 7 B BL LROBHR ICHRB LIRS
4K Imghkg RE) &V AT Imgke (FE) %A 3 EMNE T 4 BIEE L%,
FE3 mpikg URE) #* 2 BREME TERTE L, SHBRSHIRO TR, REE SRS
Lo AU A VIREIOREGIE T 5 30 4500 Lol 2 B TS 4 Bs L,
3 UTOO~EDVTRIZGTES LAVEEI21T Favorable ¥ A2 | X3 2 HE 483 ma0003
Intermediate ¥ 2 7 3B EA@ETHEIZIE Poor UV 2 7 L SRt
OB & BE XN T LARRBOEEB R £ T 1 54455, @Kamofsky — IR TE 80%AE .
@t 7o ES R TRRAR, @WEZROD AT Y AMEN 10 mg/dt 825, OEFEE
B bR A D @l MR R A S

LELSE AW
it RN
[ER] ":‘F-.,.
‘.“‘:-‘.\‘m‘
. ~
LX) . e )
) el T e,
b Tl B
& Q.7 T W"’MM‘
7 s S N i e R
- VN T o W )
S " ot
¥ R
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z
& 04
=
£ o
& [ . L i
G2 R .
N |
[\ )
RS [ —— PN — g . . . i
T 3 L] “ 1z k1] 21 ) F 4 h7ed I |
i Aresdvreat b 1
EHF N AvTE ars kL] av: ass aaz am X 21 L] L E o
RET=THE sz 187 w52 EREA uE 253 EFaS LEL ay 14 3 0

3OS OHESEITRE® Kaplan-Meier R (ONO-4538-16/CA209214 3E2)
VIR  Intermediate KT Poor U A 7 BF
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Feds. [EBRAERIE MFHERER (ONO-4538-16/CA209214 3AE) (2&BWT, IMDC U A7
Z3¥E7S Favorable U A 7 OB 1T FHERENTE B 08T A B EBF & Shiino o, Mk
Eh T 4H 2 AFL BT Favorable ) A 7 OBEOF —# LT & | IREMICER 21T -7
GEE KH A Y A T REE R LT A F I CRFRERAESNL TS (F
).

T e 2
e
e R
0.9 — e g
fau R N G 5 > e =
i & 4
08 %“‘} o
3 ;
POV !
e
e
) 4.6
@
>
O Uk
B
Z 04
Z
g
= 0.3
4.
0.2 Y
————— e
01 3 !
0.0 o B
T T ™ ¥ H T H T T H H
o} 3 6 9 17 15 H 21 24 7 30 i3
Crporslt Sureval thionths:
fod i R S 8 - R 53 €24 T2 116 1t gt 104 L8 7B 27 7 4
A=t SNt - I W F ] ERE:] 19 117 14 10 108 104 fé iz

94 OS OHhREFEO Kaplan-Meier Hig} (ONO-4538-16/CA209214 FAER)
fENTRIEREER ; Favorable U X 7 AE



[Zcatt)

DE PRI EFE M AHRAER (ONO-4538-03/CA2090253858)
HEEREIAAINE 397/406 ] (97.8%) . =21 U AR 386/397 4 (972%) 738

Hiv, TR L OREBEAETE TE 2WEEHSIIARFIEE 319406 4 (78.6%)

s nie

~

2 U b ARE349/397 61 (87.9%) 1ZER®H bV, WM OB TRBISRN 5% EORIE

HIZTROEBY ThHoix,

F1 VWTRPOHTEEEN S%L LOBER (ONO-4538-03/CA209025 BUER)

W (%)

0 e ~ I
ot A TR ASE
e 406 f 397 {3
*MedDRA/S ver.18.0) % Grade  Grade3-4  Grade 5 & Grade  Grade 3.4 Grade 3
SRIER 319(786)  T6(18.7) [ 145 (87.9) 145 (36.5) 2(0.5)
=41 , 32(79) 700 94 (23.7) 31(7.8) 0
i . SRR T TR T
IR R T 24(5.9) 1(0.2) ¢ 2(0.5) o 0
{EH 241(5.9) 1(0.2) 0 21(5.3) o 0
Fifl 50 (12.3) 5012} ] 84(212) 5(1.3) 0
i 57(14.0) 1(0.2) o 66 (16.6) 3(0.8) 0
3148 8(2.0) 0 0 117(29.5) 17 (4.3) 0
B Rt 24(39) 4 0 36(9.1) 1{0.3) 0
% RBREER DUREEORE - o ' R .
& hiE 18(4.4) 1(0.2) 0 3383 7(1.8) ¢
b 134433.0 10(2.5) 0 134{33.8) 11 (2.8) 0
Mg hE Hen 0 0 75(18.9) 12(3.0) 0
AAEMEIENE 17{4.2) 0 0 56 (14.1) 2(0.5) 0
FER 34(8.4) 0 0 37(9.3) 2(0.5) 0
PR x _ _ . A .
it g7 v o R 7 - L 1A 1{0.2} 1(0.2) ] 24 (6.0) 1¢0.3) 0
Mmep 7 v 7 F = HEm 27{6.7) (0.2} 0 33(8.3) 0 0.
(R EH D 19(4.7) 1{0.2} 0 2973 1(0.3) 0
INEHEs LU R o I o S
Fo LAY 2 2(0.5) 0 0 29(7.3) 0 0
&gk 9{2.2) 5(1.2) 0 46 (11.6} 15(3.8) 0
BV EY P 5{(1.2) ] 0 64(16.1) 20(5.0) 0
BHMOR _ 48(11.3) 2(0.5) 0 82 (20.7) 4(1.0) 0
HEERL UG HaEE D L : B g
Fft 27(6.7) 1{0.2} 0 14(3.5) 0 0
i PR 23(5.7) 0 0 5(1.3) 0 0
MR FIEE L : : e o .
R LR 11N 0 0 51(12.8) ¥ )
BRI 24(5.9) 0 ¢ 19(4.8) 1{0.5) o
MRRES MEERE L MR RERREE ' R e B -
L 36(8.9) 0 ] 77(19.4) 0 0
BROR [ 30{74) 3{0.7) 0 51(12.8) 2¢0.35) 0
B 3(0.7) 0 o 41(10.3) 0 0
Pl e 16(3.9) 6{1.5) 0 58(14.6) 11 (28) 0
B LU THREE ST SR ' R '
TR RE 2 12(3.0) ] o 20(5.0) 0 0
F R 26(6.4) 0 ] 33(83) 0 )
FH - RN TR 4(1.0) 0 G 22(5.5) 0 0
% 0 FEE 37(14.0) 0 0 39(9.8) 0 0
BB 41(10.1) 2{0.5) 0 75 (19.9) 3(0.8) 0




Fods PETMEMIEAR 19 ] (4.7%) . B2 1 ) (0.2%) . MEAUBRMRAE/ X A3 F 56
m (13.8%) . KB - EEOTH 106 (2.5%) . 1RBERFE 161 (02%) . IFHEER
4 46 ) (11.3%) . 28 161 (0.2%) . AHRARERGERE 34 41 (8.4%) %EI&%’%B%% 55
il {13.5%) . F&%nb&au (TR A F‘ﬂ?lﬁ%ﬁ‘é %) 28 7 (6.9%) . ;al%%‘i%% HE 6
(1.5%) . infusion reaction 21 #il {5.2%) . FEORIFEREH 4 4] (1.0%) . F:}Efm%‘ﬁa
BEEE 2 7] (0.5%) . MEZS 14 (02%) KRB E ALK 1B (02%) BROLNE, =
Fo o BRI DS, Grethi MR VEEEBERE . A - BERIA R UM AR oA 3
P FE I H i o T, AEWERRELRIMZEE S S (RAREMEET L3 27

O E B H [ B MAEER (ONO-4538-16/CA20921458R)

G EEE L AF A €U S 7T 5447547 1 (99.5%) | A = F = 7B 532/535 11(99.4%)
S LI, ABRE L ORBEEESTEETEAVHERRIIAR A ) v T
509/547 ] (93.1%) . A=F =7 B 521/535 1 (97.4%) IZRH B, WT L0k
THRMFN 5% LOFIEMIRI TR LB TH-TL

12 WTHAOBTREER 5% EORER (ONO-4538-16/CA200214 B
FE (%)

Bo ey e
3&;?;27;\1 ST Al Y 2w T P = F = TR

547 3 53519
(MedDRA/J ver.20.0) 4 Grade Grade 3-4 Grade 5 % Grade Grade 3-4 Grade 3
ERITER 509(93.1)  250{457) 0 00y  321(974) 335(626) 2( 04
MmEds Lo R 47( 86) 8( 13 ) 183(342)y  73(138) 0
ey H( 62) 20 04) 0 R3{153)  24( 4.5) 0
£4 il Efe e 58 1{ 0.2} 0 0 30( 56) 3( 06} 0
Rk HE 3¢ 05) b 0.2) 0 69(12.9) 2( 60 0
i) b E 2( 04y 0 0 95(17.8)  25( 47 0
AR _ 160(293)  34( 62) 0 140(262)  1{ 02 0
R EE TR 28( 51 11 20) 0 ] 0 0
Eiwnmmmmz 59(10.8) 2{ 04 0 12{ 2.2) 0 ¢
AR IR B IR TR 85(15.5) 2( 04 0 134 (25.0) P02 0
L o 287(5235)  41( 75) 0 430(804)  67(125) 0
R IR 6D 2( 04) 0 38( 1N 1( 0.0 0
RS 9( 1.6) ] 0 30( 56) 0 0
{3 5 35( 6.4) 0 G (13 0 ]
T 145(265)  21{ 38} 0 278(52.0)  2W( 52) 0
iz g 3IN( 57 ] o 12( 6.0) 0 ]
VLA R 15¢ 2.7 ] 0 96 { 17.9) 0 0
BERE 3¢ 05 0 ) 27( 5.0 0 0
T RN kot 6¢ 1.1} H 02) 0 $5410.3) 0 0
BEL 109(199)  &( 1.5 0 202(378) 6 LD 0
R Es 23( 42) 0 0 149(27.9)  14( 2.6) 0
G 59(10.8) 4¢{ 07 ] 10206y  10( 19 0
—i3 - EBEERL L URERLORE  314(574)  33( 60 ] 415(776)  T3{ 140} ]
BE 72(132) 8¢ 1.5 0 91 (170y  12¢ 22) ¢
FH 202(369)  23( 42) ] 264(493) 490 92) 0
HERE O AE 13¢ 2.4} 0 ] 152(284)  14( 26) 0
Fehts e 25{ 4.6} 1( 02) 0 20( 5.4) 0 )
3 79( 144} 2( 04 0 33( 6.2} 1( 02) 0
BERCHREE . . . 210(384)  111(203) 0. 224(419)  300{18.7) 0
FHIomw T I/ T AT e T
R G0CI10)  27( 49 0 30( 9.3) 8( 15 0
T I T 130 31{ 57 0 41( 11 17¢ 32) 0
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WERRSE P (%)

-y FHE A ) b= TR A= F =T EE
A 547 {7 535 {5
{MedDRA/ ver.20.0)

& Grade Grade 3-4 Grade 3 £ Grade Grade 3-4 Grade 5

N S AN Y

= F—HHm 38(106)  19( 3.3) o 49( 9.2) 70 13) 0
iR P S ¥ 35¢ 6.4) 1{ 0.2) 0 15( 6.5) 2( 04 0
A P R R A A L D {20 ) 0 G( 56) 0 0
Y= R 90(165)  56{1i0.2) 0 S8(10.8) 35( 6.3 0
B ER B I 05) 1¢{ 02) ] 40¢ 75y 23( 43 0
)R 4¢ 0.7 1{ 02) 0 73(136) 36( 6.7) 0
RER 18( 3.3) 0 ] 28( 5.2) 0 0
Z[ikz e A0g 6 1D 6 0 40 75y 11 21 0
RS L USRS U156 (28.5) 4B 8.8) S0 19T (368) 2 U83( U6.2) R4
= L4 28( 51)  8{ 15 o 0( 1.9 0 0
FERRGR T5(13.7) 7( 13) 0 133(249)  5¢ 09) 0
BERRERE L UREEMGERE - 0 149(272) “14( 2.6) 0 121(226)  5( 0.9) 0
B 76{139) 5(¢ 09) ] 90 73 0 ]
Ak 46¢ 9.0) 3I( 03 0 26( 49 0 0
wEE _ (03 1( 02) 0 36( 6.7 L( 02) 0
WEERRE ST 136 (249 1 2.0) o 253(473) T 7( A13) )
B 3¢ 5D 0 0 179( 33.5) 1( 02) 0
SETR _ 53( 97 4¢{ 0.7) 0 . 6&5(i2D) t{ 02) 0
IR, PSR KO REE 107(196) 8( 1.35) ) M5(271.1)  10( 1% 0
nZ A5( 82) ) 0 3I( 58) 0 0
N0 R (5D 1{ 02) 0 33( 6.2) 2004 0
X 1 0 0 0 35(10.3) 3( 08) 0
A 5% 32( 5% 6( Ly 0 0 o0 0
PRSI UETHMEE 0 289(528)  20( 37 ! T358(669) T S8( 10.8) ]
B R 40¢ 13 0 0 46( B8.6) 0 o
BEEE 0 0 0 29( 54) 0 o
SEE R 8 5 o N R e 5( 09) 0 0 2314432y 49( 9) G
5 FEAE 154 (282) 3¢ 0.3) 0 49¢ 9.2) 0 0
BI5 118{21.6) 8{ 1.5 0 67{12.5) 0 ¢
RS E 50( 9.1y 8¢ 15 0 22( 4.9 1{ 02) e
HEER 2( 04) 0 0 27( 5.0) G 0
WmERE o 0 0 43( 8.0) 0 0
I BB 3768y 9( 16) 0 225(42.1)  87(163) 0
S E 12 22)  4( 0N 0 216(404)  85(15.9) 0

B, AR A Y A TEIZBWT, MPRREEE 136 B (24.9%) | FFRERIE o8 4
(17.9%) . HURIBBGRERE 147 1 (26.9%) . BHLHAEIETE 46 §) (8.4%) . MIEM:BiE
350 (6.4%) . KRIBH - RO THI 36 B (6.6%) . EEFOREEE 20 41 (3.7%) .
T HRMABERERTE 24 (] (4.4%) | RIEHERERETE 32 B0 (5.9%) . 1 BUBEGRSS 5 4 (0.9%) .
B 7 01 (1.3%)  BDIERRBESIE |41 (0.2%) . BN - BEREZ 2 1 (0.4%) . infusion
reaction 22 7 (4.0%) . 5 & 5 4 2 ] (0.4%) . CTH2 1 85 (0.2%) . Bhde 2 ) (0.4%) .
KR RBRIE/ X A/ F—102 ] (18.6%) . FF4 7 (1.3%) R USRIRMARZRAE 2
(0.4%) D LN, £, S/ NGRS SEER L OB LIRS RI33EBn H
inodo, REWERBILRIIEERS: MAMTEEEL2SD) 250 EER4 T
7,
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[FE - A&

AROFHMEFIRHESEEFARFA L I ab—>a il k. KA 3 mgke (F
) W13 240 mg % 2 MM TS L BRSO GIFTRESRE S TOR
T, A 240 mg B HRE L BROBRERIZ, A 3 mgkg A Ltf#wﬂéic i&tttﬂm

LTEMART E PRENEZLOO, ARABFIZEOTEEENER S ALY
i i Gomgkg % 2 MBI TR E) THAlZ &L% L7 BROIR IR = é:il:ﬂ’x L’Cﬂiﬁ‘f
Aot & TEIERE (FR), AT, EEOmiES BT — 4 IS E | AH) 3 mg/kg

() IE 240 mg % 2 MBRER TR S L7 W)Aﬁﬂff)ﬁim@gkﬁlel’}l RS o ks e
DOEE AR Z “%Eﬁfl!f\‘!i'tfﬂ/ﬁﬁ LS, MR Ob“f*ﬁﬁﬁ*ﬂbﬂﬁ_ﬁ‘ﬁ]ﬁ\
I,‘gE;'CU}ﬂ i MEBEOMTHEDMER L2l ZRIT 2w TSN, E70,
:ﬂﬁﬂﬂjé L T BT A F— AT K-S E . AR 3mgkg L 240mg A BV AT ] mg/kg
Z 3 BN CERE L EoAROREE L 2et L oM 2T T D ;"'H’;'"BZJ'E':’&;I"
/W))%.ﬁ%i‘ﬂ SR S W TRE DT R, EROME - AROMTE®
WZERRE A R T e E TS Lz

#3 FHORDBEAFA-F

l

il {} -EE Crmax Crind14 Cavgdia Cunaxss Chiinss Cn\'gss
) = (pg/mL} {pg/mL) {pg/mL) {ug/mL) {ug/mL) {pg/mL)

3 ma/ka Q2 516 6.6 243 13 621 776
i (35.2.70.8) | (107,24.5) | (17.1.33.9) | (75.0.171) | (27.1.107) | (42.1,127)

727 235 341 159 878 109

b

200mg Q2W oy 0 | (152,346 | (250,478 | (102,254) | (415.158) | (62.1,187)

, 191 613 90.8 398 717 378
10mghkg Q2W | (140 519y | (552.792) | (790, 114) | (331.532) | (184,313} | (237.386)

il (5%, 95%.5) | Q2W : 2B B ERR, Com s AR % DR EIE P TEHE . Crnaia s b 14
M50 7 BRIE PIBIE, Cogaie : AEHELGH 14 H B E TOFIMEPIRIE, Couns s EFRRELE
‘j {)fi( e iilL{ LgJ@KP‘J Cmm $8 ° JE rjé *{)\ﬁ;_“g‘uid ij’ 'ﬁv) f?’x’.'ﬂ{:mu?-} EF‘T’N.FL CZW_Q‘SS . 11.’!'5‘1;‘”\%\&:1»' ‘}- 7:) ‘T]’:ﬁjﬂlﬂ-fl;l- ['P
HidEs
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4. MBRRIZDNT

(LSRR BRI O R IB YR AHE SU TS OB A B3R T A 881011, &
SR L CHEAREREE (2FHE) PBELATHWAE I Ehh, WEHE LB E
BTEBHBTHILERHS, O LT, EHR Y A7 FWHE (RMP) I0ES5%
AAOERLEEMEETIEBI~ OB IIREI R H 205 Th- T ARFI 0 58582 i
Tl -FHEL, RHORSIZE) BELRMEREZERE L ABICSIRT 52 L ANLE
iz, UTOO~0F L TEEIMiicS W THEATIE Th o,

O HWBIZOWT

@1 FiEo (1) ~ &) OVnTFRLCHE T2 THL &,

(0 BEAFBARESEET 25 AREEHEIL AR S (EHEAT R A @W@%w KL B
HItB 73 A BB RIS s S B . OIS ARSI 70 &) (AR 30 4E 4 A | AR% S - 437
hak

(2) BrERGERERE CER 29 6 A 1 BEFAE 85 figd)

(3) #HHERTRITFES R T 2 N ABIIERET (05 ARSI E R, A R
B AFBE, DA RBEREEHEE R e &)

(4) FRRALSFHERE A RE L. AL EREEINE 1 Ak e SRR i 2 oy i
WEDBRH AT > Ty BhEak CERL284E 7 B 1 AR A« 2540 Mgy

(5) PUBMERREAGLE ERNE O EBIR BN 21T o TV A My (V5% 28 4 7
B 1 BHFE 1290 MR

©-2 %m%ﬁwm%ﬁ&&wmwm%ﬁﬁmﬁm“+ﬁmﬁ%a%%%ﬁo@%(?
BOVTUNIZES T LE) 23, SEUBWRHOFRACHT2EAROBLE L LTRE
ERTWAIZ L,

#

+  EEFRFFRGE 2 FOMMPTHERE T LB 5 S LoA LIEEORKEHE %
ﬁcfhélkc9%\2EULi\ﬁ&%%ﬁ%%ikttm%ﬁﬁ%mﬂﬁé
FoTnAZ L,

o ERIGRFFERIGE 2 LOMFHERET Lciiz 4 €0 Lo RRERRLE O B RS
EoTEY, 25, 29T BHIEEON A EWIRE L SN A TR O
WHERIT-> TV B Z &,

@ BERDERLBREBROEHICONT
EIRLERERCHEET2EEEAREE SR, NECENLOBSED. 9 - &
EMFELIEFROEAR CEMS 0T A EHRIBL, A FEL0RE LB E0OHE
%?%\ FERELIIZITON B2 HBESTWA 2 &
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® BHER~DHIEIL 2T
®-1 BWRERICET 2 EE

B PE AR R o B A BRI SRR L BRI, 24 BERISIREHIO T, Bk X
CRETHERER I 3800 T, BB L RIFEMICIE U C AR AL T8 CT SF OB ORI AL
4 A AR O FEELAN Y A B B, EBICEHE TR R A - TV D T &

B2 EREESICLATEFSMTICETES
AR HE D A BRI R OB R T T A IR FHE P EERE =2 U 7
EEWEEROA S ) == P RITOLRE & EWE AT E 5T — ARG

R TVWS b, 7ok, BEEEIC>WT, BABE L FOERIC |l ahT
WhHI L,

®@-3 BIfEROBECRIRIZE LT

FIVER (VR MRS R I A . TR BB S, DORRAR . WA RREUE AT, KARZe .
WRE oy T | RUBEERS . BTARR. IPESAEmEEE, T4, ME(LPEIBAT 48, IPERARIE REREE
TERARERERE | TR B (B R - RAEREEERE ST RIBEE,
HiZe . EREFORERSE . SIRIMAL ISR, infusion reaction. T e dLHKIRE g
FEGERE . k. IS ORIERDR, ICIRIREN . DMBEEE CLEHNE - (RIR - GEPERISL
IHESE) S5) 0% LT, MR ST TR R o B P AT SRR & i L (A
HEOBERERICE L TSR RS2 oL &IFCH S 2 L), mhiCiEble
WERTE LHERIAE ST DH &
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5. REXRGLRDRE
(EEiz 4 2 FE)
O THOBFIIBCTAFOHDENRIESh TWA,
s MEFHEREEREGT 20ENERS (F¥yF=7, RA=F=7, V577
=7 R T BEIMEEEEE R AT D RIGVER R R O
Tl RE ORAI RS
o (RFEHRERTEREOIMDC U A 7 435 Intermediate X ZPoor ¥ R & MY R 54
ERARE TSN OBMEEE (1 v A~ 7 L0l s)

@ TREMYTIREICHT IARORERCHERFRECSWTi, A&o4a o
PRESLENTELT, AFOEGHREMRS R,
o (LERERBEBERCY A A CRAIOBORER A4+ 5 BECwT
7 ASH| B 5
o DRI RE,

VR s @ AT TR (ONO-4538-16/CA209214 3ER) (28T, BTOO~Q W #1635 L /e
WV EIIIE Favorable U 22 0 1 U3 2 THE i TEA 00T Intermediate Y R 7 3IEE L LA TIES
Wik Poor U RZ L ENT, (63— 5H)

@ TEHIEE LB SN T L RRBOBESTIT £ T 1 ERE

@ Kamofsky —#IRHEE 80%RH

@ S TR

@ AHEROD LT AED 10 my/dl EBA D

B HPEREUALEEERELEZ S

D RS R LR A B 2 B
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[Zeethic B3 5 $iH]
oy, FSﬂ L-i%“]'}déﬁjz
DRI e,

. RAIORS

@ EREN O BT T

oW TIRAF OEE

2t Wi ORERO 5 5

PBEREER TV ENb BHEET

R D ,i“?i?iC’Jb\“Ci Ai&l]ﬁ)?&%&iﬁt”éﬂfxw

ﬁ\%mﬁﬁiﬂﬁm&wtﬁ ZIRY AR EMAT S L EBETED

o RIEMEMEROSH RO H D $%

o BUEEGHRA CME R 2R 2 BE K OVEBIPE O MO IR A S R A i gt
GO RIEEEALD 2 DD B

o BOREEBOATE LB L BN B SRERB OB
% B

. Hf‘"}z[’”—?f%ﬁf* (3 L R A N EL AL AT R
o EHORNUIMIEEA TSRS

(=) U) DD

5]

+  Karnofsky Performance Status 70%:4ili "2 o> B4

U2 Karnofsky Performance Status (PS)
Score s
100 &, FEIKT 2 BEORZN Ay, BBRIERA L.
EE O, R EE A E 90 B OERERIEIE B A, TERISEL AR
30 Fne DEEREWR B A0, BAH L TEFCIFEDAE
N B EryE— B T OLE) - e -
- LT, BECEECET. B | 70 %giigﬁﬁdxﬁéﬁ EFOWE - B85
ML RS SRS T g R LACE s LR ADIEE
' - ¢ 50 Bk AR LB L UEMRS A ERT AN LE
40 g, WA EES LUHESLE
GFoBEG I EERSTTERV, BERHDLI 30 EENTT, MRAEBERLMEES LY E o Tk
RO BHE L ASOESRELEL TS, BE 20 SEFICEAE, AR LE TR IR AL
PEEISET LTV A AR B D, 10 BT D
0 3t
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6. BZEIBLTHET X
O BACESICNZ, WERFEEE DR DER S I & ARE 08 R OB IEMN

ROz 2B iF A+ B L ChbEMTAZ &,

@ BEBHEIC LS BEIFOFERICADMRCERELZ OHH L, RE2E

ThbEETAHAZE.

@ FERRUEMOD <X AL M2 T

o MEMERZEERHLPNDZERELDIOT, RROBREIZ BT T, BKE
R (R PREE, gk, %) OFRERUMNE X SREO LRSS, BHELr
IZIT9 2 &, i, REZISCTHE CT, Mi<——S0RELEET 2
k.,

o KF|IOFREIIEE O infusion reaction 22 TEAMICH SISO TR Bk
W AT BT 2 Z &, £ /2.2 [6 B LR O 448 5152 infusion reaction
BHLDRNDEZELHDLOT, RGP RURABRGHETHRIL A 72004
YERATETAE, BFOWREL+SICEET ST L, 22K, infusion reaction %
B LUZHAICEL, RTOMRERWERPZERICEHET S $CREE RS
THI L,

o PURBRMREEMREE . TEMAMEERERUVRBEERSHLDLNAIZEBH LD T,
AH| D #5 BRAE R U5 W X E WIS o e A (TSH. 98 T3,
HilE T4, ACTH, P =A-F YV — B 08lE) 2#E+T 52 &,

o AREOFHITLY  BEORERICICERT D EE L LN DI 2 RIRBRORE
DL ERDHD, BREPEOORAHESINE, BRLUEERONUE
BEPARY A NER & AR A B R A & U CEY AR R 2 1T R S
BORIZ XD REIFER A B 2358, A OWRIE TR, R ORI E &
NEVRIOR R EEETL I, BB BIRERERA T 0®EIZ L0 EIE
RO ERRD BB S, BIBRE R AT Lo 3l o8
LEET 5,

o BORETH, BUEMASHEI AR L TALRIERBRRTL ZEBH L0,
RAOFEEFHT R HRER OB A-SITEET 5.

o PEUBERUR OBME | RUERSEZET) Bhobh, PR N TV -2
CEDZEVRHDLOT, 0E, B, BHEOREROBELDBHO R
SEBTAHZ L, 1 BERBARLASES TSR, A2 8
RO LOBYRILEBEEZTTH Z &L

@ AFIOBEAEFESRIZ BT, LEREERRBEE BT D AR S Tl SRk

SRR 8 M I L ALFRERBFEBE BT L4 U AT HHKS TIX

FeEBIAS S 1 EME 6 @5 T L (RN 12 8RA%) (TAMMEOERET > T

P2l ERBEL ARESPIEERICEGRRE CHROMRAET S 2L,
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BOEEREET A KT A >
=hr~7 (EEFREL)

(BFE4 : 7P — R R 20 mg, 47— RARRE 100 mg, 79—
RN RIFHEE 240 mg)

~HHER R ) U E~

YRk 2 944 A (SFxeE 6 H%ED)
B A EhAE
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ARF DR, ERRAE
B PR R AR
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®’EGELELD
Be5 B LT

A

BE
BT &8

B

P2
P3
P4
P8
Pi0
P1l



1. i XL®IT

EEGOFEMNY: - BEMOREROTIDITIE, B CESE SO EE A E AR R
LD, IO, IMEORZEEROERIZL Y | PURKEREN 2 & O FEn 2 P (5 R
FREREAFGRENDHR T, ZhooERNZEIISNEARZ RS A 2 & B0
MR E 7o THEY REWEBOER L EOEAIE 2016 (LK 284 6 H 2 HZRE)
WBWTH, BHNEESEOHERAOEBIEEL L - L L STV 5,

BREMBTERE LT, BEEARE S T 0 77 A AR OERL LWL AR
BRHBZERDHD, ZORY, AHERUEREHICET AHEEN S ERET A ETOR,
YHERGOBEEZHZT 2 MF IR ABHICH L THERTA L L 410, BlfE
MAEB LB LB el s & D2 LA eliEe —E OB 285 7= 4 Bk B < A
TAHILBEETHD,

LeioT, KA FT7A - Tid, AREESCINE TIZELIL TV AERES -
BENAMIICESE UToEESOFE eHAEHET B A Dy s &
FERUOBEREY T,

RE, RAA FZ A 43, MArITEGE AE IS EFREREAEE, ANdEEAAR
MR ey — B B REBEEANRE S R C--REHEAE ANEESOmH O
HETERL 2.

AHERDEIER AT IR ERE 20 g, AU — R AR 100mg, A Y
—RUEIEEHTE 240 mg (A - =R =T GEIEFHIRZ))

HRERDBENADR - BRIIEHBEO T ANF VX U i

HREGDRERUAE @, A=~ 7 GEEFMEIZ) & LT, | [ 240mg
7 2 BRI TR T B,

s R OE ¥ F NIRRT AST




2. FRIORM, 1ERBRF

A = R 20 me. [RLAEESE 100 mg B UELEETEE 240 mg (—HRA =
Fhe7 (BEECHEEZ) . VR, AR 2va,) i, NS TR & A 5
Lo 2k GRTU AR =AY —R R7A47 (BMS) t) #f%E L7zt  PD-1

(Programmed cell death-1) (Z%F % & M 1G4 £ / 7 a—FAHETH D,

PD-1 1. FEMEAL Ui U wo8Bk (T A, BB UM F 2 Z 4% 5 - THIIR) ERUVE
B ZAMEIT R % CD28 7 7 3 U — (T A OTEME(L 2 B0AYICIE & RICHIES 5 77
FE) DRI HEEETHS, PD-1ITHER FMRICERT S PD-1 V- B (PD-LI
BN PD-L2) EEEA L. YU L SBRICHINE S I A LT Y o SEROEE R
BIZEE L TWA, PD-1 U Hr FRPUSSSRHIRUANZ e b ofkr ZREEHAGIREE
LTy, BEORAEEREH LWL IEEMECS TS PD-LT ORBEATROLTT
I L ORI ADMERGERH A 2 EAEE ST D (Cancer 2010; 116: 1757-66) .
¥ 7 S RAIERE TIREEE T HRNEAT DA v ¥ — T = s F = (IFN-y)
(25T PD-L1 ORBAFHE X, @ LB T S PD-LI ORE LR
AR & ORICTEOEBMENRSH D L OWE S H D (Sci Transl Med 20125 28: 127-37),
X507, PD-L1 Z a3l S M AL, SRS RN CD8 BPE T MEL DM E
FEME A RS X A0S, BLPD-LY FUET PD-1 & PD-L1 & OFFERIETSH & OHIE
B AR A 2 EAVRENT WS, B 05 PD-V/PD-1 U 42 FERBSIE, 28
SO B A T MU 5 O 2 [ S FO -2 & LTEZ LT
D, ,
AR AR OEF 5 PD-1 RIS IS (PD-1 U 7 FiEGE (RS L
PD-1 & PD-1 U v FEOREGRIRETDZ ik 0 PAPURRFRAZ T iiaois
ML T O AN LT 5 2 BHNA B E v & R 2 2 L TRIRB 2 BB R & AT
ZERHERENTIND,

TAEOE R D | AR EM R T A AR 0 1B S Lo L S0,
AR U F ) Nl ERE A R e LR A L, A, KEMETER
PEASHRER ST,

AF O FE BT I 5 BAEOSBIERINC L DRI S b, BRI CKE
LR B B, AFIORE PR U ERIZE, BEOBRBE T AT SR
9 B AV AT, B U FE TS U M AR R b R A B o BERD &l L Ol
I BT A 1T\, B ORIERIGIC L2 RIEM A B D BE I, IR R
E O BEOERRNEET O LERD D,



3. BRPRAR
PR3 SR O m AR P ) SO KRS I R A 1T o - R B R O
AR B R,

[Fzhit]
@ EWE DHERE (ONO-4538-15 35

BEEMFHEBAET T VYR ~wT RN Fr BEFOBZ) OT. 171
PRI EWS) IR IR AR OB R IEA O HRR U )
JEHEE (ECOG Performance Status 0 & U 1) 17 fil & 50 812, AH 3 me/ke % 2 IR
W CAUBAME U7z, EEHEIHA TH 2895 (G IWG criteria (2007) (233 < di
HEIZ LD complete remission (LAF, [CRy &5, ) X1 partial remission (LLF, TPRJ
Vo) OBIE) 1 75.0% (95%IEEERM : 47.6~927%) Thov-, 728, HEiow
E L 7B 200%TH - 1=,

@ HEshE NAHERER (CA209205 #58) (Lancet Oncol 2016; 17: 1283-94)

B2 B BRI TR 7 L Y F o TIC L B S BB e
OHMMA)R I F 2V o E8EE (28— b B, ECOG Performance Status 0 278 1) 80 {41
XBUS . ARA 3 myke & 2 WIMERE CAOEEHE L7, ZTETNER ThH D BHR (%
51 IWG criteria (2007) 12355 < HRMIEIZ & 5 CR it PR OFIAY 13 66.3% (95%(3
FHIXIE] @ 54.8~76.4%) Th-o7z, 25, FHOICHKE L-BIEIX 200% TH- 7=,

[ 2444
O EWNFE DR (ONO-4538-15 ER)
AHEFREASHRD LN AF L ORRBENEE TERVEEES L 2000
Btz FEBLERD S%BLLLEORHERIZ TRO LB Thote,
1 RBREERH %A EOEMER (ONO-4538-15 BE) (ZLMMERHSRER)

1E (%
BEB RS miﬁif(a;)
e 174
(MedDRA/J ver.18.1) -
2 Grade Grade 3-4 Grade §
EHIEE 17 (100.0) 2(11.8) 0
MEE LT o GREEE s T T
#in 1(5.9) 1(5.9) 0
Y ASERRL SR _ _ (59 1(5.9) .0
Huloskssl®E 0 s U
i _ . R N 0 o0
FRR AR PAE I T _ 3(176) 0 0
653 1{5.9) ] 0
181 it 1(3.9) 0 0
T8 1{5.9) 0 0
Mg 1{5.9) 0 0



A (%)

B AN
%*;j&’:’pj;”m e
{MedDRA/JI ver.18.1) ™ 17
4 Grade Grade 3-4 Grade §
TEL 1G9 i 0
—R% - EEMEES LURSHEORE PR L :
EH 2(11.8) ] 0
EEEAT RS 1(59) 0 ¢
fE Bk 2(11.8) o ¢
3 741.2) o 0
Bing 1(59) o 0
IR ks kU A R e
th {4 1(3.9) 0 0
Kl 4% 1(5.9) ] 0
EE, MEBIC@BAMHE T - P TR L
FERISHE S 1(5.9) 0 0
BERR AR - B T R R S .
ITHRERR T BB 1(5.9) 0 ]
/| SRR 1(5.9) ) 0
fEE# M 1(5.9) 0 0
B fn BeEE b 1(5.9) 0 0
AT LR EREEE FRE o . _
i RN Eh 1(5.9) ]
&F b U AEE 1¢3.9) 1{59) G
R 1{59) ¢ G
HBEES I UESNEEE o
B AR 1(59) 0 0
RRIEHE L(59) 0 ¢
i P 4 2(11.8) ] )
(L= R .
FEFED E L 1(59} 0 0
il 1(5.9) 0 0
Hifth = 2 — 23— 1(5.9} 0 0
AT e IS SR e e et Sl
RV R4 R 1(5.9) 1(59) 0
AGE ¢ A 1(5.9) 0 0
s LU TR : o -
B EAE 1(5.9) 0 0
HIRGHERE 1(59) ] 0
SERHRE R 1(59) 0 ]
* ) BRI 5(294) ] ]
R 4(23.5) 0 ]
Pods. RREEPEMITIE | (5.9%) | WEUBIIRAE 2 A4 s F—2 ) {11.8%) | K% -
WEEOTR B (5.9%) | IFHEERSE 1 01 (5.9%) . FAVIRIRERAEIET 3 #1 (17.6%) .
wpiREE A 3 1 (17.6%) R TN infusion reaction 1 ] {5.9%) el Hhiz, 7z, HER

WSUE. DER, Mide. | TOBERNE. SerEPE VR D MESRETA . ITAE. EORRREREE
B M - B, BHEOMRERE . FIRIURIEIIE, TREABERT. BRK

DU 23 BT Do 7o REHERSEBL R IBE S & RAREMR T 2T
) EEUEIERE R,

@ RS L ARRER (CA209205 BB
T8 T 238/243 1 (97.9%) 138 D, AR & ORRBIRSEETE 22V Vi H
BT 185/243 ] (76.1%) Wi bt IS SR EORIFIIZ TRO &B0 T



ot
#F2 REENSULLEOBHER (CA209205 #8) (Al Treated Subjects)

BEMKRSE W %)
) AFIRE
Mo 243 491
(MedDRA/T ver.18.1)
4 Grade Grade 3-4 Grade 5
ERHER 185 (76.1)  48(19.8) 0.
MEEE LN o ERE RN Lo s T T
PEpEkbaE 13(5.3) 6(2.5) 0
PRAPMARERRE T
RIMREE TE _ 14 (5.8) 0 0
HEEE TS L e
BT 14(5.8) 2{0.8) ]
T H 34 {14.0) 2{0.8) 0
B 24 (9.9) 0 0
mE - 19(7.8) 1 (0.4} 0
~f  SREED L URSHORE B
A _ 50(20.6) 2{0.8) 0
FEh _ o 21(8.6) ¢ 0
TEMNITPE D RS _ S 33(138) 1(04) 0
FHorF iSRG AT TR 13(5.3) 7(2.9) 0
TANRGEUEET I P AT 2T~ 14{5.8) 521 o
Y ke HERD o _ 14(5.8) ALY 0
TEERS OB AMBREE e e s
FAER _ o 19(78) 0 G
A T T T T S T T e R
B _ 4G 0 0
BRd LU TREsEE N ' ; -
F D 21{8.6) 0 0
S 28(i1.5) 2(0.8) 0

72k, BEVER R 15 61 (6.2%) | HEEUDRARRE/ I 4 /8F—19 ] (7.8%) . K%
K BEOTHI 6B (2.5%) . HHEERERE 22 61 (9.1%) . R 5H 2.0%) . Hikpg
PERERE S 28 4] (11.5%) | HRREEE 40 B (16.5%) | EHEREREE 4 4] (1.6%) . Mg -
BElEgE 1 ) (0.4%) | EEORGHEE 36 (1.2%) . BARMARIERIE 1 ] (04%) .
infusion reaction 38 11 (15.6%) | H¥48 2 8 (0.8%) MUNEE 504 2 5] (0.8%) 7338
b, £V, BEREMBEIE, DR, R, BUERM., gt R IR D SRR
PRI R OV A RERE s S v de o T, ABEM BB RIIIMEES (FFE
MEBERE 2B 2EOEHERE R,



(Al - A

AR OEHEFEMBIEC T AL 2R LY T alb—3a L ic k0. KH 3 mgkg UF
i) Wi 240 mg & 2 MG TS L0 AR O Mg fHRE SR S, £ O
BOARA 240 mg B S U-BROBRE BT, AH 3 mykg IS LIBROMBEERE L L
LOElERT EFRlEAEL 00, BAABEFIB TERESHEE s TWDH
e &R Q0mg/ke & 2 MWERIFE TRSE) THRAZ G U BROBRERE & i L TERE
et kAN S (FFR), AT, EROpECET 57 — & 10 8-3E | A 3mg/ke
(IRE) ik 240 mg % 2 VIR TS L7 BROAF OGS & & A9 T L 2t L
DO & RET A RERE T T LA S, MREBIENIC oW TREIMT AL o R
FEoRE - RO CHESMERCESMICHB i ERIT RV TR S,

#3 AHOEDBE T A —F

S . HIEL Cinax Cind14 Cnvgd!d Crna.ss Cininss Cavg_ss
i - R {ug/mk) {ug/mL) {(pg/mL.) (ng/mL) {pg/ml.) {ng/ml.)
s make QW 516 166 243 113 62.1 776
Mg/xe (35.2.708) | (107,245 | (17.1.33.9) | (750,171 | Q71,107 | (21,127
, 727 235 341 159 878 109
MOme Q2W sy 03y | (152,340 | (25.0.47.8) | (02.254) | (41.5,158) | {621,187
, 191 613 90,8 798 217 378
10meikg Q2W | (147 510y | (512,792 | (790,114 | (331.532) | (184.313) | (237, 386)

I‘JP Et\l.ﬂfi (5%4'.5\:. 9586, ) . Q2w . 21 fal Eﬁiﬁ\ Clinax ?ﬂﬁﬂﬁi t}“f{{i U')E)ZFEJELI% 4‘{%‘:&?\ Criindi4 ?ﬂ@#&*‘i‘f’%]“
MECT 45129 ik ‘-{1&%@:. Cavpdrd ‘HH‘]]H!};“TZQ 140 8E T LR v Chiaxss }i?ﬁ"ﬁ\ﬁgi: 3
V2 R L P Coinss @ R ATRBEIC IS DRARMEPRLE, Caes FERTREBIIE S TEIRA
S




4. WRRIZTHOWT
ARRANE L CHBARERE (2FE) BSBEONTHALIE b, YEHAT»E
NI TE AR THALE R H S, O LT, RFOFES @2 B 220 - &7
EL, ABRIORESIZL 0 EELEMERZHE LIS 52 & B3psERd, UT
DO~QDFT SN TEWEIIERIZBNTHERTARETHD,

®© HRIZ-onT

®-1 FEEo (1) ~ §) OWTANIEYTIERTHE L,

() EAGEREPEET SR ARFREEILARIRS GRER RS A SRR SR
HIE 3 A0 B pR S L AT B . HIIBAS AV BB 7 &) (K 30 £E 4 1 HINEAE 437
MEER)

(2) FrEHREERE CEARC29 6 A 1 AR @ 85 fEgY)

(3) ELERFRMERIRET 228 A DR (BABEOEREIRE WL, 2 A BT
IRk, B3 AR R e &)

@)%xm%%& AR L, SR LSRN 1 SRS S b R R NG 2 O R B

DEMAITT > T BHER (R 2845 7 H 1 ARFS 2540 Kank
6)ﬁ i@%ﬁk% PG O EEITRSBE AT - TV A sy (FhE 28 48 7
1 B8 2 1290 Bk

@2 HRWEDF ) oL SRE R OB ER SIS O SR - A En k&
Bk BT (FROVT NS T DR 25, MEERNE O AR T 5D
BEH L LTRESATVD L,

"

o ERRFHTGHER 2 FEOOMBHERE T UinElD S FLLEON RO RETHE 5
fToTWaA I, Hh, 24N B, BAEMEES T UZBEREESOFHE S
IToTWwWaAZ L,

o EMRFFRGE 2 FOMBTHERET L7c&IC 4 FLUEDORRKEREE LTS
Z&e Db 3R, MR O 5 A IR L T DR LR S OHE
EIT-TWDH I e,

@ BEHNOEESHEBREEQEHICOVT

EFEAERERIUFT5HTEPEB SN, MEAELLOBFEHERD, A - &
S RENEROFT R CEMS 23 2 HRIRMt, AEFERRE LB EOWE
., SRR HIIThNAERRE TS I &,




® BHER~OFISIC2NT
Q-1 R EHICET 5B
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b
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FITRED I UV L Bh IR & 1 B 78, BT ATRE . BRI - T OERIT S LA C & B,
il BORFE, FHIER

2 BITARE TH O OB @ 2 LT aeEmERIE TE 2, HP O 50% Eid <y FA T8 23,

3 WoON-ESDEDEY DI L LHTERD, AP0 50% A~y PRz,
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BESE AL OB B - RRMEORRO I 0I0IE, IR RS IS 7o E A A ke
Livd, b, EORPHIFOESRC L0 | FUEREIES A & oS0 2 90 e ks
FEERIEZEINAT T, T OEER A EIDLELRBEITEMTZ 2 & 258Ro
PRERE Ao TR D I BGE Y, L B0 AT 2016 CERK 28 4 6 A 2 HEZERT)
BN TH, BHNEERNEOEHORELHEEZRIZ L SN Th A,

BB ERERL, BEEACESE 7o 7 7 A VO ERL LB LR
RLIENHDH, TOH, HAMRURESMHIZET A ERS BT D £ TR,
UHEEROBEEHR T2 RAMHFSNBBE I LTHERATS L L 410, BIfE
MR LB LE TS % & D 2 R ARE 2 — E OB & 7 5 R R < ]
TLIEREETHS,

LIctio T, RAA FF A Tl BARBIS ZALE T B T 5 B -
FEERMICESE | UTOERLOFE 2 ER 2 40T 2800 Ly ErEe: 22
HRUCHEEFHEATT,

IR, ATA FTA i, MSIITBUE NE SN E RS R AR | A28 NT I A A
HREES A — R REA B ARRABES R U HRIEA B RS E 22 om0
b &R L7,

R E2DESES ATV — KT 20 mg, A 7 VR SR 100 me, AT Y
— AR E 240 mg (—%4 - =Fw T GEETEIRL))

HEERDPELAGR « BACFRERITEE U5 A RE AT - RO E M

HRERDRERUAE BE, AICE =R EEFHBED L LT, 1E 240 mg
# 2 JA MR T RE T B,

B ISR ¥ E DEFIRS DEEa




2. FAIORH. RS

R AR EE 20 mg. R ETE 100 mg RONRDRIE L 240 mg (A
BT GRETFHREE) . BT, TR 29, ik, IR TRt e A &
Vw2 2% BT YA 2w —X A7 A7 (BMS) #) BEFELEH PD-
(Programmed cell death-1) (2% % & MY [gG4 € / 7 2 —FAAKTH S,

PD-1 J&. i b L7 U » Rk (THUL. BHRRR T Fa o 0%x 7 TW%)&U
BEZ NI FE 5 CD28 7 7 3 U - (T #la o> EME L 2 MHBhAYIZIE & AUCHIET 57
FE) CRTD ﬁ@%f%(Jmliﬁwﬁmﬂﬁm%m¢5931UﬁyFﬂm¢l
&wPDu)kﬁ%L‘)/Aﬁ_mﬁivyfw%ﬁﬁtfuyﬁwWﬁ@k%%%
AR LTV S, PD-1 U A Y FIEEURESRAE LM & b Offx 22 IR AR R BL
LTy, BEREES %mbwwbtﬁfmﬁ_ﬁw7fmmi@%ﬁkmﬁmiﬁ
WIS L ORI AOHEERS D 2 EBRBESN TS (Cancer 2010; 116: 1757-66)
E 7o, M BRE R T H‘f“ﬂdx{ﬁﬁ THBEREL T A A o F—7 =1 < (IFN=y)
&;ofmnjmﬁﬁwm%ém\%&Lu%%ﬂ%hmw PD-L1 ?y 8L & itk D
AR ORI I OERIEE N B B & O L &5 (Sci Trans Med 2012; 28: 127-37)
A 0o, PD-L1 A S o2y A, %##imCDMM%Tmmmmwuu
ﬂﬁzﬂwéﬁé#\mmﬂjmmfPul&HHJ&W%Q T D & F O
Eama g+ 5 e A E N TV A, B 2 LG PD-1/PD-1 U 7 IC‘%‘%E%E:L FiN
SO MR AP D 2 T NA 7 5 OB RS A AT DHEF O -2 L LTHEZLATY
A,

ARHNL, 2 J%AﬁwmAWbPDiWMWﬂwm@DiUﬁ/%ﬁﬁ@&%wmub
PD]&PDIJﬁ/Fk@%n%m”T LY PAPE A T MRIOHE
’ft‘ﬁ:kU‘/J‘/vrf-‘BEf‘] Vb A RS TR A 'p:JJiE"j— Ik TF ffa,f#Jiﬁ}fLﬁ?%%fjJ%\ e g
MR AN TN

IR OHERMNG, Ammﬁd%& T AP R RIC 2 EDL Lo LB S,
R e xR & L BERR R A TR L. A A, ;AH&U FME SRR ST,

&ﬂmﬁmWWtﬁo<ﬁwmﬂﬁ&nLc AR S S S, EERITETI
AHHEME A & 5, RO S PR U FZIE, B @ﬁ;ﬁa’fﬁﬁa‘:i ’}} TV, FHAEE
%Qﬂtﬁﬁ a.iﬁbt$.hMLt%W%mﬂﬁkﬁﬁfﬁO&%k@%LTﬁ
72 BT 27 U, B ORISR L BEEM A kb A 855101, RIRBCE S
F L RIOR ) A UE 2T O BN B D,
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BB DR AR &R,
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200l LD ERERE & T 2 BRI I R UL TR O IR I FR R g 22 T - P
OHEBE T REB G BEOT OB EEREST LY TS embIcirE+ 205
) BEAM (BARABE2260% G, AREB0H. 77 wREEI63H) 28R,
T TR R E U OARKS mykgk 2l BB CAURETE Lk 209 R LS
HEBRN L, ZEMNEE TH L AU (thJuE [95%E8 XM ) 13, ABiRe
T5.26 [4.60~6.37] B H., 7'ZERMETI4 [3.42~486] BATH Y AFIT7 58
WA LR EMIC A BRI R E R L (¥ FI0.63 [95%(E1E XA : 0.51~0.78] .
p<0.0001 [BEHllogrank ¥iE] ) .

104 &, —— KR
wd ™ ISt R
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at risk % EHEERE(R)
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[ Z4=tE)
OEMFEITHRER (ONO-4538-12 HER)
A8 EAU T ASKIEE 300/330 4] (90.9%) , T = AREE 135/161 {7 {83.9%) IZREH LM,
TREREE L P RBIR ST T E AV EF QAR 1417330 #] (427%) . 7T ER
iﬁﬁﬂﬁﬁﬂmﬂ%)uﬁﬁbhtoWT%W@H*%ﬁﬁﬁd%Mf@WﬁmﬂTi
DEBNTHhoT,
£1 WTPRHPOBTRRR 5% LOBIEA (ONO-4538-12 3ER)

G el e s gL (%)
‘“"&;;g?ﬁ”’*‘ﬁ ESL: 75 A
= 330 15 161 4
(MedDRA/) ver.19.0) £ Grade  Grade 3-4 Grade 5 % Grade  Grade 3-4 Grade 5
PRl A (;;17) waon U goen 7amn 20D
BEREE L L L it .
qu 23 (1.0 2 {0.6) 0 3 (1.9 0 0
%E@E%Luﬁa%m S B LT PR SRR R
Jém 18 (5.5) 2 {0.6) 0 9 (5.6) 2 (12 0
FREH & U TR _ T R R
Z D ERE 30 (9.1} 0 0 9 (3.6 ] 0
5595 19 {5.8) 0 0 5 (3.1 0 0

o g3 AR 35\ T VRIS IR MR 7 48 (2,1%) BT RARAE / < 5 3 F—9 1 (2.7%)
SRR - BT T 4 18] (1.2%) . 1 TG 3 i (0.9%) | IIFsRER T 18 1 (5.5%) |
i 1 7 (0.3%) . m%mwﬁwﬁ 37 (3.9%) . MORBEE 10 B (3.0%) | EHGERE
= 1 (03%) . T REAERE A 1 1 (0.3%) | FRERIIE 3EARSE 1 ] (0.3%) KU infusion
reaction 1 71 {0.3%) #°5H %i’biﬁ_f, ¥ TESEMRMESNE, L. AR, fesE k) il
Sl VSRR . BRI EE O R, RS - BERGR . TRERUURE D IRAIER
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(A% HE

AR OREFHEYBIEREFVERM LA Talb—a i 0 . FH 3 mgkeg (&
H) X3 240 mg & 2 WHME THRE LEBROABORIBFRES ST SnE, FOi
B AANI240 mg BEE L BOBREEIT, R 3 mgke 2 %5 U 72 IROREE & g
LTmiExry e TFRlanzb00, HAABEBEIZBWTARE BRI TWAH
% K& (10mg/kg % 2 BRABRTRES) TARRIZHRES LEBEOREGES - i L CRM
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() X3 240 mg % 2 BRIFR THRE L2 BO AR OBE R & 5300 ik o L
ORE LR T 2BERISTT A OMEE S, HEBEI W TR T i R,
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727 73.8 341 159 878 109
A0mg QW gy 03y | (152, 346) | (251,478) | (102.259) | @15, 158) | (62.1. 187
. 90 8
10 mg/ig Q2W 191 613 0 398 217 278

(147, 219) | (51.2,792) | (79.0,114) (331, 532) (184, 313) (237, 386)
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BEIZRET Z)fizfﬁ:lfll?%"q’ﬁ'ﬁ‘ Cavedld ?‘Bﬁﬂ}%q:g&]‘l BEAXCO Elzifiifﬁl?%: qlff"i{?z:\ Crnaxss | :‘Eﬁfu’é)‘:@i:j’s
T ARBIEPEE ) Cus : EBPRIBIIBT 2 RBRFEPER. Cupe EEREIEIT 2 Mm% D
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RO7 DI RE ot B LT bERT 5 2 &
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EFEMLOFYE  ZRHOBROL DI, B SCESICE S E A2 AR
LD, EHIC, WFEOBFEMOMESIC LY, PUKELL A E o SEEe 2 5 H (e
FEEMVEBENAF T, b OEER & BN B TR 5 2 L AR
PR & 720 TR R MEGET &L WEOIEATE 2016 CERL 28 4F 6 A 2 AR E)
WCEWTH, FMEEREOEAOREHEEL D 2 L L ST 5,

BRI ERR S, ERERCEEM 7 0 7 7 A VDN EOEES L 5ok
RHIEBRHD, IOk, HHERUERMEICMT 2 EHRS BT 2 £ TOM,
HZEELOBELERSZT L EMAMFBESRABEHECH L THEATA L L LI BIfE
AR U BT A2t ® & 5 2 L A ATRE 2 — T DBk & 38 7 9 S e R B 0
TLIEPEETHD,

LIZiin T, BAA FTA - Tlt, BIBERLCINE TEBOLNTHWAESFESMW -
BEEM R IES3& | U T OEEGORELER 2 HEET 285 BV E AT, Z2
HROCBERIH Y RT,

B, RTA N A A%, MAZITEIE NERE DL ERR A AT . AREREARAR
MRS 2, — AL A BABRRNEIES, SR AESE A QR EE Ry
—AXHLERE A B AR AR A OB A0 L {ER LT,

KB E T BIERN 47 PR AW 20mg, A7 Y — R 100mg, A7V

— AT 240 mg (MRS =R b T GERFHRERL))
HREGDETEDR » B AALEFREIRI T U 7 GIBR A RE 705847 - FR3  IRM: g b e
A

HRERDAMERUAR - @, A =R~ EETFRHEAL) & LT, 1[E240mg
a2 AR T AR T D,
WE R 2 F TR TEERSH




2. ARIORKE, EREF

F 7 — A R EE 20 mg, [FAEFHE 100 mg J&U\Hu;ﬁu FiiE 240 mg (—Hx% - =
Fwr (BETHEZ) . BT, (AR &) ik, NS TER IRt 2 &
by 24 (Bl7 YR M v —X 2747 (BMS) ) AEEFELZE b PD-1

(Programmed cell death-1) W2%4 At FMllgGd = / 7 u—T A HfETHL

PD-1 13, FEMEAE L7 U 5Bk (T HIN, B MR O F = 7 4% 7 —T i) RO
BT R D CD28 7 7 2 VU (TR OIENE(L 2 #EBhAYicIE & BICHIE#E5 557
TR TR AZRAETH D, PD-1 BRI RE T2 PD-1 U A K (PD-LI
RUEPD-L2) FiEA L. U SERICHEIEINE S 7 imiE LT ) o SERO IR R g &
BICHAG LTV 5, PD-1 Y4 FIEFURESTRRBILDAMI b~ Ok« 2SR T3
LTHs v M BB B UG L AR 80T S PDLE BB L iR OLTF
1 E ORI EOMEBENRH D EAHMESN TS (Cancer 2010; 116: 1757-66)
7o M A R CIHE IS T IR EAE T A v X T e @ A = (IFNy)
T kT PD-L1 OB SN, 58 U IEEMARICEB TS PD-L1 OB L RO
AR L ORI T ORGSR H 5 L DE L H S (Sci Transt Med 2012; 28: 127-37) .
X557, PD-L1 % 3HFR S E - AHIE ., USSR CDS & l’mrfj T%HI iﬂm-ﬂﬁﬂ’j{;j’:.
M AR S WA A, B PD-L1 AT PD-1 & PD-L1 & DA EHET D & 2Ol
P AT A D AR ENT VWA, B 2D PD-1/PD-1 U o FEERSE, 23
JOSMBA A B S 7 T ARRR S 6 O BUES 2 AT ARF O -2 L LTHEZ LR T
D,

A, IR OS5 PD-1 OFINESERE (PD-1 D A FEEEREED DRSS L
PD-1 & PD-1 Vo oS aMET 22 Lk v, SASURRRMZ T MIZON
MEAL S TS AR T R 5 IS S E RV 2 5 B 2 & CRERRY R PUIEE R & R
T EPHERINTWVLDS

TAE OB G | AFNLEM IR ST A H A RIS b L S .
sEME T R A R R L LR A R L Ak, et R O A AR
= (YA

AFN O I K5 GBEE OIS L ARIEM S0 5 &b, BRI LIS

B ITREMED d B, AROEE SR UG HIZE, BEOBEL 20T, BERE
W BB yé‘ﬁ“ L7 RIS L‘;f:fﬁil""]ﬁ’ﬂfﬁ:’&ﬂﬁi‘é% b Wk A o [EAT & HIE L O
) A BERIERIT 2 1TV B ORI RUSIC L ARIER e b A AL, BIBRE R
T L Fl g O B e LE, affT'JME/PZ’)



3. FRERAGHE
75 AAL TGS T B U = BOBRASRE 72 1T + F3E o0 B N N o iz i 0D ok 2R 1T ST %
11 e R R AR O A & R,

[F 2]
EPE TSR (ONO-4538-41385R)

TIFFRBNLE AR MR R R T Ak E O S DA S TR o )
PRAREZRETT - M RROBIEMBETRESRE (ECOG Performance Status 0 B 18 1) 34 5] %
EHEUT AR 240 mg F 2 BN TARRE L, THIEEE T & 5 EAE (Modified
RECIST criteria (2004} 53 < B2 1 5 CR UL PR) 13 29.4% (95%(Z#EXRT :
16.8~46.2) Tho7z, ok, FHCEE LZBEIL5.0%ThH 7.

(72 4k}
EPE AR (ONO-4538-41505R)
HEFERIIB4E) (94.1%) (ZRO LI, KH & ORRMERGETE A VWEEES
VE23/3441 (67.6%) (iR LV, HEENSBULOBHWERIZTRO LB Th-7-,
£1 BEAFHPS%AEOBER (ONO-4538-4188) (LB RERm

BH FEIH
Grade 4% Grade Grade 3-4 Grade 5
EEAHIEE BIR B BE BHIE HH BRI
{MedDRA (T L% SOC-PT 545} HE (%) O () FH (%
e 34 34 34

P ST R - B T R

H L R IR T S 2 (5.9 0 0.0) 0o (0.0)
BiiEE ' ' S s '

F 4 (11.8) 2 (5.9) 0

13 P48 3 (8.8) 1 2.9 G

Wl 2 (5.9) 0 0

Hnf _ 2 (5.9} ] 0
— R EREELL RS REORE '

A 3 (8.8) 0 0

3 2 (5.9) 0 0

R 2 (59 0 0

Yo HE A 4 {11.8) 2 (5.9) 0

TN 3 (8.8) ] 2.9 0

PN e _ 2 {59 0 0
RMBLUgREEs AT R '

FERMOE 2 59 1 1 @9 0
PERALSLUHEARRES R ' o o

[Eaentr 3 88 { © o
BEBLUETHEMEE o '

5 4 (11.8) 0 0

M IR RS 2 {5.9) 0 0

EHMESALZHEERS41E. MedDRA ver 20.01 % Bl T ik z 12,

Grade {3 CTCAE (Common Terminology Criteria for Adverse Events)vd #2305,




Feds ., FRIEEE 2 A (5.9%)  ATHEBERETE 1 4 (2.9%) | FRIRIEREREE 4 7] (11.8%) |
TP I R 2 ) (5.9%) . KIBZS - EEEO THI 2 8 (5.9%) . 1 BHELRR 1 ] (2.9%)
WIS LT, Ee, GRS TEOREESE, TIREEAAERE ., BIRMRERE.
Mede . EWEEASI AR, IS - BEMEZS. infusionreaction, SN & DML LYE, AR, M
SRR BRI/ S A S F— | G SR BERE . . FRAR I AR SEAR AT R UM L
VERBAF fe1dsi s b e o 1o, AREERBERIULREE F& (RARRAMER Y &2 31)



4. REFRIZ>WT

IS Y A7 EHEHE (RMP) (CR-S% | AROEF L ERUEEERIEDI~ D8 I
MBS TH > T, AROJXEREY e BAEZBE - HEL, KBIOBRE oLy &%
TERMER 2 BB U7 IR T 2 2 E B UER LD, LT OO~ 03 =T 21
ARICRBVWTHET A& THS,

@ MHRiz-oONWT

®-1 FﬁMJU)~'6)@vﬁwmwﬁ§#¢ém“f&é:k

() EEFEARENEES 2B ABFEREISHIRE (BGERFR S A SRR SR,
MO AN A TR IROEE ML AR . MU S AR 22 ) CERE 30 FE 4 B 1 AT - 437
i)

(2) YFERREEIREE CERL 29 6 7 1 A S © 85 fag)

(3) FEFFRINIEDIEE S 20 A BEEERE (DA SROREE BB, 25 A BEE
BIHRBE, S AR HEEIRR 7 &)

(4) SRACEREELRE L. AAFLESEINE | A0S BN 2 o2k 5
K%é@ﬁ%ﬁﬁfu5H@{$&2Mfmﬁtﬁﬁ*:ﬁmoﬁﬂ

(5) DUBERRB AL S EERMBE O AR BB ETT > TV B MY OF% 28 4F 7
B AW 1290 farg)

®-2  FEAEME D ZIE 0Lk R ORIER BRI O s o A hiik & SRR 2 15
Ef (TROWTTEYST AEM) 25, HEREROARICET 2 BBEoTTH b
LCERBEENTWAS D &,

%

o [ERGRITERISH 2 HOUMARHMERIE T Lm %I 5 40 oA AR o B IR RS &
To>TWD I &, 95, 28 LI, BAREERES T L UREEEESOME %
fToTWALE,

o EMREFTERGHE 2 FOMBIHESET LnRIC 4 FLU L ORBIEERAE LTS
&, 0B 3ERA R, BEMERIR A B O A3 A SR MR Tk S p RN MRS 22 gy B 1A
THEZRIT>TWAZ L.

@ BREHOEERGEREHEOKFHIZOWT
ERMERERLETET2ERENRES L, HECENOOBERED, F0 - &

EMSFEEIRROEH L OEMS IO T A B, AFE8MNRE L-IEE0BY

RIS, SHERLHIITbR A ERAE TS D L,




@ BHERA~OFRIT2WT
®-1 MR AEHICEET 5B

R HE R R o B A BIER AR 4 L7-Esis, 24 BERDEMEH O T, MR X
VR REAR 1T 0 T BREL L EIERICS U T ARERE U CT HORIEM ORI
HARBEOREINY ARICE LR, HHICUE RS E-TWD T &,

®-2 EREEFIZIIEETLMGICETIES

A BRI D A E M A B R O A AT A EREEE SRS ) T
Aanl-EROA Y U=y FERITOERE SRR TED Fr B [E TR SR
BEXRTWA DL, fek, BRI OWT, BABE EZOFEIL FAIEmST
WH &,

®-3 BIfEHOZEeHITICBE LT

BIVER] (BVRTRENR IS0 2, EREAR 0, (DR gt e, BRATARARAE, KIBJE,
TAEO TR, 1 RBETRAS . NFAR D, HTHRARDET | 48, RULMERERE A, WRIRIRERE &
Tl RMEEEE | RS, BEE (BRe  RAEMEMEERE S0, BIRES,
Wade . RO EIEE . BIRILARIEIRSE, infusion reaction, B MRS, MmEKEE
SEQERE, SN RIEEOMIERE . IRIGIE M DIEESE (LEANE) - RIR - DEERS
) ) o ah LT M A B e R R B o0 B P A S IR L L (R
RO BERRICE L CEERUEREAZT LN RIS D 2 &) EHITENR
MBI TE DRI TS I L,



5. BBt LR A BH
(DI BE 2 3]
O TROBHIZBOWTEROEDENTERL TS,
o ALERREROH DURTREAHET - BR OB RS

@ TFRUSEA T LREIIZT AR OR G R UM R FEBIZ oW T, RO S
HEN SN TELT., ABNOFEIHE 250,
o CWIBEESIT TV EA
o MMOPUEMEEEALOHL TRESh DSBS

[Pz B+ 5 5]

O TRIZEYTIEEZ SV TIRAADEENERE SN TND 2 L2k, 55T
iz &,
o ARFORSITH VIRBEOBER O & A B H

i)

@ WBEETOFMBIZ BT FRICHEST 2 BE T HWTIL, AFloR s fi?ﬁ“éht@b\

MROTEFGRIRB A WIE SR Y, MREICAREZHEHT 2 2 22 ZE T

. %@@%ﬁWwAmliﬂﬂ®% BFE

o MTERRE THRERE AR D RE TR U T 00 SO B 25 Ko s e M 1 25
ORI RIEME L 2 %#’L%}%ﬁ

o ACREREOSH, UTEHEALHE L IXFENED B Dk s o gD
bHEBHE

+ BEESEAERE (SRR LZ S D) Obh D BEH

¢« AEBORREXGIBERERTARE

*  ECOG Performance Status 3-4'"' O B3

WED peOG @ Performance Status (PS)

Score | E%

0 E B GEBTE S, BEEIL R LS EESBIRR T 5,

ERRE i Lb\ié@]ﬁiﬁ*!}ﬁf& SNDHR, BITARET, BEEDE-TOMRERIFI LN TEL

Vol e, mee

2 HITFRETHAOHEDENY > 2 &3 =Tl AERIITE fovy, BP0 50%0 Lid-<y FA Tl o,
3 RONTZADOHFOEY G L L TEARD, ARO 50%. L&~y R GFETIB T,

4 E<ET R, AGoRORY O LFECTERD, BRIy FAEETE ST,

8




6. BEITBLUTEET~EXHE

TR Iz N A . BUEIR G S AR B VBT B3 F ARA O R T N IE R
O LA FCHER L THLERT S Z L.

MR AL TS b, BB U OFRIC AR O A A L, AE AR
ThbERSToHZE.

TRFIER O~ 32 A IV

@

@

@

*

UM E NS bbb 2 e BB 0T, KROJEEIZHT > T, BHIE
e (REUR R nEuk, RINEE) OMEIRUINE X MREOEES, BlEs
AT Tk, E. MM TTHIEE CT, Mg~ —EORE Y KLY 5
k.,

A BT TEE D infusion reaction (2 A T BAMHII IGO0 TE HIE
W54 -7 B CEGT 5 2 &, £ 7.2 [ B RUE O AKIEGEFIT infusion reaction
B LA D E LB LD T, KRG &R ARG TRIZ A At A
CRNET A, BREORESFSICEET S &, 7235, infusion reaction %
RIR LA T, RTOMEROFERAFRICEE T2 E TREL TBlE

THI &
R R FERAMEMER ORISR ERDLLDRD ZEBHHOT,

A 00 He - B AR R R O IR AR I I Ay AR A (TSHL Bzl T3,
Wil T4, ACTH, Mtz F/ —VEOHE) 28 ET5 28,

AH O LT LV REOGIEREICEE T D & H L O DR AR ERRE
R bLbA D ERbs, BERNSLNLEEITE. R LZFRIINLL
PR Ak b SRR A RO IR AT L U O e A EEIEA N 21TV B O
G L A EHEM 235t 23 &0k, RFlOARE T PIE, RUBIBRE R
AECRIOE SR EERT S, Ak, BIBREALE DRSS ISEYRIE
F oot 28753800 5 AL OB A 21, B AU AL o BAS koo g B 7 oo 2
LEETS,

P T . BOERT 3 ARG LT B EHEABBET L I LB H 5720,
AFN O G THICLEHEH ORI+ ET 5.

| BHEE LG EE 1 RS A S Te) Ad G biv, MRS TV P A
mEA I ENHLOT, OB, Tl SO0 BB MR BFIZ+
SEETA D L. 1 BEERAARDREA IS EPLEL, A A Y R
Hl oo 55O R MEETTS Z L.

AR OBEREEIZ BT, 3EERE T (T8 THMEOFMEIT - T
T EERBE, AR PEEMNICEGERE THROMERET I I L



