HAESEIE 1127TH 1 5
SHn 24 11 A 27 H

#woE R
w| WRETRE S (FETER (R) & B
oo K

A iEE AR - TR R R E AT R
( & F A B )

=R~ 7 (Bl z) WAOFEEERHEET A 871 GF
AN, SRR AR, BESREE . B, AR R Y
oS, B BB RE, SHE~ A YT T A FALE
P MS I-High) 287256 « EEE&XORERE) O—ck
EIZDWNT

TRV T BOE B & SR D AR TTEE2016 (AL 28 426 A 2 H IR E) IZHB W\ T,
HOMEI G O A OB HEEZ XD Z ENEVIAENTZZ E 22T T, E
BRI & B LB e B SRR D T O I i il I HERE T A KT A % AE
KTHrZEELTWVET,

=ARn~7 (Bixri#z) WA (ks 72— R REeE 20mg, [l
TERE 100mg K OV 240mg) & FE/NlRa i, Bt R alE, SaSEEE.
B, AR T U VoS, B, BN R E, SEE~ A 7 o
Y7 T4 MARLENE MS1-Hi gh) Z2HT DKM - B & OVEERE 25
LCHEATABROEEFRHEICOWTIL, (=R~ GEEFHIERZ) 55 05
WA A 71 > GE/ Nt SRl TS, B,
WA R U VoNE, HE, B R E, g~ A et T T4 R
RLEME MS 1-High) 2H7T 580 - EEKORIER) O—HBEC
DOWT) (B2 2 A 21 BAHTSEASESRRE 0925 55 13 SIEATBAERE - 4
A RERELEREEHREEN) IV RLTEREZATT,

S, =R~ (BIia e z) BANZOWT, FENRaE k5 A



EROHEO AR NEKRINT-Z &, IMISTEOHEA EOFEZ%RD 5 &
o5 THEM EodEE ] OWETIZOWT) (B 24 11 A 5 AfHTEEAEZFE 1105
1 R TTEE EH AR RERL SRR EEA) I[CX VRS hic
ZEHITEW, YA RIA &, TNENHED & B BIEWZ LE L
DT, BENOEFEE M OERIIRT 2 MmE B LET, 2k, diE#
Dl HHEE D A4 K74 0%, BIRSEDO LB T,



FH/NHIE i 0

W AHEE T A T A > DUGETE

AL
ST OB [H 6 %)

F 7Y — R EEERE 20 mg. [RSTREERE 100 mg, [A]
S ERTE 120 mg & VA SR ERE 240 mg (—f%4 -

=R~ T (BEFHEBZ) BLF, TRAL &v),)
%, NP TEMA S E A X Ly 7 24 (LT
UA RN =AY =X 2747 (BMS) +£) 73BH%E
L7t k PD-1 (Programmed cell death-1) Z%f9"

E<lh IH

Y=Y (FRRERIEED) HY = (BHBREBHIBR)

28— | RRERDERS ATV R ERERE 20 mg, A | 28— | MR EMRDERKS AT U—RETHEHE 20 mg, A
7O — R EE 100 mg, A7V — RS ETE 120 7O — R ERE 100 mg, A7V — R EE 240
mg, A7V — R 240 mg (—f%4& =R~ mg (—fF4 =R A~T GEETHHRZ))

7 (Efn i z)) (%)
(%) KR LD HEROHE - @E., kA=A~
WL D RELROHE - @, RAZIE=Ar~ 7 (Bl z) & LT, 18240 mg % 26 [E[H
7 (&) L LT 18] 240 mg % 2 AR {31 1 18] 480 mg % 4 i FAIfEIRE AR ERET 5,
b 1% 1 18] 480 mg & 4 1 [ E C AR EHE T 5,
it OPUEMEIEES & OFH T 2% 613, @ BRAIZ
=N ~7 (Bl Z) & LC. 17240 mg
Z 2 A RIRE T 1 (5] 360 mg Z 3 3 {5 REIRE C i i
T35,
3= 2. ARFIOFHE, 1ERET 3=y 2. AKFIOFHE, TERET

F 7Y — AR IR ERE 20 mg,  [FLREEHE 100 mg KT
LR 240 mg (—i4 « =R~ 7 (Bis
Hiz) ., DLF. TARAF Luvd,) 13, ANEFSEL T 3R
ABfhe AX Ly 7 2 (BT VAL - <A ¥ —
X A7 A7 (BMS) f) P Lk ~ PD-1
(Programmed cell death-1) Zxf4 At M 1gG4




He M 164 E /) 7 a—F PR TH D,

E 7 a—FAHRTH D,

4= | QUEAMEIIAERER (CA209017 #BR) (N Engl J Med | 42— | QipAMEIIfERER (CA209017 #Bk) (N Engl J Med
2015; 373: 123-35) 2015; 373: 123-35)
77 F A BT b FIRIERE 2 AT 5 U EE 7R 77 F IR L BT FIRIERE 2 A T 5 U RE 7R
MB H/IVE XX H 3RO RY LR EE (ECOG MB H/IVH XX RO R LR EE (ECOG
Performance Status O & TN1) 272 il (AHIEE 135 Performance Status O &TN1) 272 #] (AKFIEE 135
B, REXXBARE 137 6) 2RI, FeZxtk B, NEZ R/ 13TH) 25, FeEdxtk
AT E UTAK 3 me/ke A 2 J RIS T A LRI E UCAAK 3 me/kg % 2 18 [ IR < A5
L7z, EERMEEE TH L 2EFYM (BLTF, L7, FEFMEEE CTh L 2AETHME (ki
[0S] W95 ,) (HFofE [95%EHEXM]D) 1%, AHAl [95%EHE XM ]) 1. AHIH#ET9.23 [7.33~13.27]
BET 9.23 [7.33~13.27] B H, FEZFENLEET A, ReEZXEARETE6.01 [5.13~7.33] WHAT
6.01 [5.13~7.33] WHATHH, AFNLNEZXE HY . AKHNT FEZ B LR FRICEER
K LR PICA BRIt R 2R LTz (NF—F R AR LTz (N — REE0.59 [96. 85%E HE X [H] -
bk 0.59 [96. 85%F#HX[H : 0. 43~0.81], p=0. 0002 0.43~0.81], p=0.0002 [J&H! log-rank i E]),
(&5 log—rank fRE]) .

53— | QUESVEIFEEER (CA209057 #BR) (N Engl J Med | 55— | Qs EAEEER (CA209057 #-BR) (N Engl J Med

2015; 373: 1627-39)

7T F K E G b RIERE A2 A T 5 IR RE e
MB Hl/IVH] XX 5 0 IE R R B3 (ECOG
Performance Status O & TN1) 582 #il (AHKIEE 292
i, REXZXEARE290 ) ZxfRi2, KXt
VAR E UCARK 3 mg/kg Z 2 AR TR0
Bk L7, FEFHMIEE TH D 0S (PufE [95%(F

2015; 373: 1627-39)

7T F TN A ERERE 2 A3 S UIBR AN EE R
B #1/1VH L /3 O IR F LRk B3 (ECOG
Performance Status O & TN1) 582 f5il (AAIRE 292
B, Fe&Fv/AE 290 ) ZxRIC, FeEXdE
NEXRRE L TAHAI 3 mg/kg % 2 3 M H R T i
FE L7, FEFHMIEE Ch o i (vl




FEXE]) 1. AFIBET 12.19 [9.66~14.98] B A,
Kt &% ELRET9.36 [8.05~10.68] 7 H THY .
AHNT R v oxt LREFEMICERRIERE %
RLTE (N —FREE0.73 [95. 92%fF A X [ @ 0. 59~
0.89]. p=0.0015 [J&#l] log-rank E]),

[95%ZHE XM 1) 1d, ARAIFET 12. 19 [9. 66~14. 98]
BH. FEZFE/AEET 9.36 [8.05~10.68] # A
ThHV ., KHNT REEZ ISR UREHERICEE
AR AR LTz (0N — R 0.73 [95. 92%fF #H X
[ : 0.59~0.89], p=0.0015 [JEH] log—rank #E]),

=

U b B K O FE e > b P2 fE)
@ [E B3 [ 25 M AH AR (ONO-4538-77/CA2099LA 3

)
{bZFREIEARTE I D ECFR JBAn 28 S [} OF ALK @il

B EVEDOGIBRAGEZR AT - #5800 I/l i S e

B 719 6 (A AN 50 Bl A Ste, AKlIE A

L= 7 KM OT T F WA 2 atefbRE & O &

5. (LLF. INIVO/IPT/Chemo| &VuN9H ) *'BE 361 fi.,

KHRERE 368 i) Z X4z, 77 FFRHE G Tk

FEOHIR S 2 2%t e LT, NIVO/IPI/Chemo Bf

DA IR Ot 2 et Lz, TFEEHmEE TH

5 0S (i [95%WEFEIX[H]) 1E. NIVO/IPI/Chemo

FET 14,13 [13.24~16.16] H A . XtEREET 10.74

[9.46~12.45] W H TH Y, NIVO/IPI/Chemo 5

(377 F 8 2 & T L 2 PRIES 5 LAEHERIIC A

BRIER 2/ L O — REE0.69 [96. TI%EFEX

fid : 0. 55~0.87], p=0.0006 [&%] log-rank fRiE]),

R, BRI WA CTH D FHEEA R o

(R V- LBk R OFER- B RcRe)  JB)0)




g~

NIVO/IPI/Chemo #f & XFHEHED 0S D ~Y— R [95%
EHEXE] X, B ERET 0.65 [0.46~0.93],
R E R 0. 72 [0.55~0.93] THoiz,

*1 : ARK 360 mg & SWEMME. AV A~T1
mg/kg % 6 A [ IR M OMb 7k 4 3 3 [ IR C
Bt L O A | =3 - e R £ . 2 S O B ol - 2
FIERIEERE) (IS bsiEE (RELE
B - WVAR T Z7F RO T ) Rt R
R IV T TF NI AT TT R
NARLERER) 2 3HEEEZ I A7 VELT
QYA I NERE LT, 2V A IV TR, AAEIK
KA Y A~T & SEE L,

* 2 MR R bR T FER - B2 E) (235
X . NIVO/IPT/Chemo #% & [F] UAb“PiR 1A% . 3 i [H]
EAYAI7VELTAYA I NVERL, ERYE
BOEIZOW TR, 4 VA 7 VO RIEE 412
NAMLFE RICEOHMEERED FERAfaE L L
Toe
(% %)

4 0SS O [ fE M @ Kaplan-Meier gl &
(ONO-4538-77/CA2099LA #BR) (MEAEAL ST

S}

O@FE BRI A 55 M AHFK R (ON0-4538-27/CA209227 &k




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

(Part la)

{LEAPFRIEARIGE C PD-L1 FEHLRM 1 %L1 2D EGEFR

s 28 B R O ALK @B 8 s 1 B2 O B BR A BE

7REAT - FRIE O IE /MR iR AR 793 f5] (H AR AR

# 89 fladte, AFILA Y A=T L OHHES

(LA, INIVO/TPT] &5 ,) *'RE 396 il xiPEEE

397 B) ZxtGc. 77 F A E ET{LERIED

DEH 5> 2%t & LT, NIVO/IPT B DALY

TR E e Lz, R EERHMBEH TH 5 0S

(P [95%EdHXMI]) 1%, NIVO/TPT #£ T 17.08

[14.95~20.07] W A, *IHEEET 14.88 [12. 71~

16.72] A TdH Y NIVO/IPI #5137 7 F 5l

Z o T b P REIC K LB RIS BARIER 2~ L

72 (O — RE 0. 79 [97. 72%{5 #E X[ : 0. 65~0. 96,

p=0. 0066 [J&5!] log-rank fE]),

1 : AAI3 mg/kg & 2 WMMHE, AV LA~71
mg/kg % 6 1 M [ PE T i L,

* 2 AR U EROE UTIER T BRI (12
WA E (R B : VAR T 7 F T
ATZ3F U ROTF L2 R R
NARTTTF U NIFT AT TTF U RORA S LF
R & SHME1IVA 7 VELTAY ATV




9 ~N—

Fhe L, FEREEREIZOWVWTUL, 43 A7 LD
{EFEIEFEI RIS A b X&' RIZ LD HERE
Eb FERrEEE LTz,
(%)
5 0S @ Kaplan-Meier fiff (ONO-4538-27/
CA209227 3R Part la) (ME/EZ{L S 4EF)
(Part 1b)
{BEEEEATRIE T PD-L1 I A 1 %A H>> EGFR
s A A M OY ALK @& s Bt O YIBRASEE
7R LT - R O FE/ NIRRT AR 550 B (H AR AR
F 19 Bl E e, RAlE 7T T 8IK & G T{b L
EoPEREE (LLF, INIVO/Chemo] &VN5.) *'Bf
177 5], NIVO/IPI #f 187 f5il, *tPERE 186 f5]) % %i5:
2. 7T FFRFNE G b FIERIEO 5 A %t
B & LT, NIVO/Chemo &% % NIVO/IPI REDALhE
KOVt iEt Lic, ARBRORIRKEHIEH O —
OTH Y B 2BEDXR THD NIVO/Chemo B
& kP HRRE o S FE AR A (P i [95%(EHE X[ 1)
I&. NIVO/Chemo #£C 5.55 [4.63~6.90] 71 H . xR
RET4.70 [4.21~5.59] W HTH Y. NIVO/Chemo $
5377 F 8 2 Gk P RiEIC kT LFg PRI
EIRER AR LT (O — R 0.73 [97. T2%(E48
[X[#:0.56~0.95], p=0. 0070 [J&HI] log-rank Hi &),




B, WM RMATR R TH D25, AR B O
NIVO/Chemo Bf & xtHEEED PFS O N — Kb [95%E
FEIXM] 13, R ERE T 0.94 [0.56~1.56], FE
@ F T 0.66 [0.49~0.90] Tho7-,

%1 AKI 360 mg & 3R E OME PR EE 3
fid PR o C i e L 7o AR, MR R
e bRz AT IR B RO (2 FE DWW AR R R
(R AINVRTFZF NIV ATTTF
kOT L2 YR ANRT T F
VXFVATTFUROXA R LERER) & 3
HEZ 1A 7 vE L TaA A7 FEhi L, HF
BRI OV UL, 4 VA 7 O E E
BT A b LRt R K D HERPETE © 50 Al BE
L7,

(1)

6 PFS O & HT g @ Kaplan-Meier ph#R

(ONO-4538-27/CA209227 5X5#k Part 1b) (ME/EZ{L X

Uz, NIVO/Chemo B & e IREE & oD Hi)

F o HEIFRIRBRERR I SN STEH DD,

PD-L1 ZEELR A 1% D B E 12 BV TNIVO/IPT B &

XTHEEED 0S (Hfroufill [95%{EMEXMAI]) (3, NIVO/IPI

BEC 17.15 [12.85~22.05] AW A . *FREET 12.19

[9.17~14.32] WA THY . NIVO/TPT &GITTZ




F A 2 B e b R E IR LSERAE W) 2o L 72

(Y — R 0. 62 [95%EFXH : 0.48~0. 78], &

SRR AT G AE) o
10 R— [Z2414] 7TR—= [Z241E]
CRANE ) (R P _EReyE)
OENE TAHFRER (ON0-4538-05 75k) OENE DAHRER (ON0-4538-05 7 5#k)
A EFELIE 33/35 B (94.3%) IO O, KA LD F 1 FEHEN 5% EOFRIER (O0N0-4538-05 5R)
NEBEBEAEETCERWVEEFERIT 24/35 4 (F# W)
(68.6%) ITaB bz, FEHRD 5 %L EORIEM
TTFTERDEBY THoT-,
F 1 FEEEN 5% EORIVEH (0N0-4538-05 #A5R)
(F W)
11 _—2 | QIEAMEIIERER (CA209017 #B&) (N Engl J Med | 8 *— | QpAMEIIHRER (CA209017 #B) (N Engl J Med

2015; 373: 123-35)
HEFESIIAFIEE 127/131 ] (96.9%) ., FEFFE
JVRE 125/129 %1l (96.9%) (238D B, AHlE DRE
BRI E T E RWAFEFZRIT 76/131 ] (58. 0%)
IR DT, RN WA EORWERIZF TERD &
B Tholo,
2 BN S5WLL EORIEA (CA209017 75k)

(F£ B)

(%)

(FER - b RHo)

2015; 373: 123-35)
#£2 RN S5WLLEORWER (CA209017 7ER)

)
(%)
GERF- LB

OEMNE DB (ON0-4538-06 25R)




OENE DAHRER (ON0-4538-06 75k)
HEFERIT75/76 il (98.7%) 3RO BN, KAlL D
REBBNEE TR WVWHEEFRRIT 64/76

(84.2%) IZFBD BTz, FEHRD 5 %A EORIEH
I TFEROLEBY THo T,

12 5=y

QuFAE T FEE B (CA209057 #RBR) (N Engl J Med
2015; 373: 1627-39)

BEESIIAKFIEE 280/287 5l (97.6%) . FEX X+
JVHE 265/268 f5i] (98.9%) (258 B, A& DFRE
BARNEE CE WA EFSRIT 199/287 5] (69. 3%)
IZEBD BTz, FEEEN 5L EORIERHIZ FERD &
B Thol,

9 ~t—v

@ugs I AERER (CA209057 #=ER) (N Engl J Med

2015; 373: 1627-39)

13—

14 ~2—3

U b B2 M O~ b B

(DE B 4L 5] 465 A 3R (ONO-4538-77/CA2099LA FX5R)

HEFES | IAKIOGH (NIVO/IPI/Chemo) #f 355/358
5 (99. 2%) . xFHREE 341/349 5] (97. 7%) 12D H 1L

77, AKIGEH (NIVO/IPI/Chemo) & DR FBURNE

ETEXRWAEERSLT 322/358 # (89.9%) 12389 6

Mo, BHEN S EORIERITITERDOLEY TH

7,

5 RBEBNSWLLEOFRIEM (ON0-4538-77/

CA2099LA 5

(F M)

(OB B M OFE R ¥ B BOe)

IBn)




7pk. FRAREEREREE 74 B (20. 7%) . FhfEBEE 51
B (14. 2%) . RESCHR EhARSE/ X A2 XF—50 B (14. 0%)
ITHERERE S 48 #] (13.4%) . Kk - /NHK - HEZ D
TR 26 51 (7. 3%) . B EERERET 25 f5 (7.0%) . EEE
DR REREE 21 51 (5. 9%) VPR & 19 61 (5. 3%)
infusion reaction 17 {5l (4.7%) . FIFHEREREE 12
B (3.4%) . TEARPERERET 7 1 (2.0%) . (ClmbETE
71 (2.0%) . 6B (1.7%) . BER 46 (1. 1%)
K OVER R A2 ZERRSE 1651 (0.3%) DNRH LN, F
T, BSERREESE, AR, sk, 1 RIBERYE, B
JEATSE . A4, AE{LPERRAE 28, AN - Bfifsde, &
B mglEE, mEKEBERERE, %, 5L DK,
N5 H i M OYEEFLIZERD D2 o 7o, AREIWER %
BURPLII B S (BRI AR 2 5lr) 25l
HEEHE R Z R T,

@ [E B IL[F 45 M A5 (ONO-4538-27/CA209227 3k
(KK A Y L~T L DOBEHES)
BERLIIAAOGEA (NIVO/IPI) & 568/576 {3
(98. 6%) . *FFEHE 554/570 f3] (97. 2%) IZF8H LTz,
AAIGEH  (NIVO/IPI) & OREBERAEE TE 20
BEFESIT 442/576 5] (76.7%) T8O Sz, FH
N5 EORWERHIZTERO EEBY Thot,




15—y

#£6 BN 5 %L EORIWEA (ON0-4538-27/
CA209227 #Bk Part la T8 1b)

(FE 1)

2B, HURAREEREREE 115 1] (20.0%) . ATREREREE
91 il (15.8%) . #HFEFEEE 51 B (8.9%) . MEITEMiE
A 50 i (8.7%) . MERCT EhARSE/ I AT —38 {5
(6. 6%) . FEEDRFIEE 27 #1] (4.7%) . KEHK -/~
BE2% « FEEED T 25 il (4.3%) . BHEREREE 25 {3
(4.3%) ., infusion reaction 23 fi (4.0%) ., FIE{R
BEREFETE 19 {31 (3.3%) . EIEHEREREE 19 65 (3.3%) .
HE9% 13 1] (2. 3%)  (ColibsEs 9 5] (1. 6%) , FEEZE 6 {5l
(1.0%) . 1 HUBEIRYE 4 6] (0.7%) . 5 & 5 K 2
(0.3%) . DEEA 14 (0.2%) . F2e 141 (0.2%) . ik
K- gl 1 ] (0.2%) M ONFRAR e ZE R E 1 5]
(0.2%) MEDHONZ, Fio, FEIEHEIE, BUE
HFoe, IFAA, mbPERRE R, B R MikFEE, i
EREBEfElE, REEE. MEE H i ) OMEALIZER D B
2o to, ARRWERRBURDUIE #E TS (FRA R
R ZET) o EFRERE R~

(KA & 7 F FF A 2 E el T & OPF 5
(PD-L1 FEHL=R 1%Am O HF M) )
HEFELIIAKIDH (NIVO/Chemo) B 172/172 i
(100%) . kFFEFE 174/183 3] (95. 1%) IZF 8 H AL,




16 ~2—3

AAFIGEA (NIVO/Chemo) & ORIFEBURENEE TE R

WA ERELIT 1659/172 B (92.4%) IZ38d bz, 3§

BN SR EORERHIZTERDO LB ThoTo,
#2 8 FHUEMN 5%LL EOREIEA (0N0-4538-27/
CA209227 #B& Part 1b)

(F 1)

7RE5. FRERFEEE 26 5] (15. 1%) . BERUTEMRE/ I A

INF—22 B (12.8%) . JFHEREREZE 21 6l (12.2%) .

HORARBERERS S 16 1] (9.3%) , BAREERET 14 B

(8.1%) . MIEMEMIYEE 8 Bl (4. 7%) . KAFE - /NG
K BHEO THIS B (2.9%) . DgFEE 5 61 (2.9%) .
infusion reaction 4§ (2.3%) . EEDEEEE 2
B (1.2%) . O 161 (0.6%) . e 141 (0.6%) .
1 RUBEPR S 1 1 (0.6%) . % 161 (0.6%) . B
REfEE 1 61 (0. 6%) M OVERAR fnfe 3€420E 1 651 (0. 6%)
MRS NI, Fi-, BEEHEDIE, BUER. AT
R, LM &, T HEEAEREREE . MK - BlK
K, BELMIEMRESE, MERERIEMERE. . R,
585 B EE i K OVEFLIZERD b v o Tz,
ARMEAR BRI B RS (FERR AR 2 &
tr) O OEHERE T,

17 ==

[k - &
AFNOREREYEREE T LV AMM LI T2 b —

12—

[ - fE]
AR OREFEYEEETS LV ER ALY I 2 L—




TaAZXY . AAI3 mg/kg (RE) XiE 240mg %
2 A EI IR T4 G- L 7= BR O ARH oD 1L 375 i FE 23 kit
SNz, ZORER, KA 240 mg 25 L 71-FEOMREE
wEIX, AKI3 mg/kg G LIZBRORER &L
TEEZRT ETHIEINZbOD, BARANBEIZE
WTHARMERHER SN TS HKE - AHE (10 mg/ke
# 2 AR CTRE) TARBZEE LEoORE &
EHi U CIRE A R T & TRl (FFR), AT,
B OREICRBIT 5T —ZIZES&, KA 3 mg/ke
(IREE) i 240 mg % 2 B FR TR G- LIZBROA
FI OB & &AM UT LM & OBEZ KT 5
BRFESOLTE T VPR S L, YiZBEIC OV TR
TR, Lo M - HEOR a2 &
WZEMICHAfR 2RI ETRlaNnz, £,
FE/ D BT IR T AT — A IS EHE L
BRBELOCET VAR LT AHIS mg/ke (2R
MR C#&5) . 240 mg (2B CHE) XX 360
mg (3 MMMECHRE) LAY A~T7 1 mg/kg (6
HEMEC&RE) 20 LEEBEoZ 24 met LT
. oMk - HEOB TREMICHIE R SR

Fpwve rllshi,
K9 AKROHEMENFE ST A —H
(F W)

12—y

TaAZXY . AAI3 mg/kg (RE) XL 240mg %
2 H MR TG L 72BEOARH O Mg h iR E 2wt
SNz, ZORER, KA 240 mg %5 L 72RO MREE
BiX, AHI3 mg/kg G LTBROBRGER & i L
TEfEZ T ETFRENZboD, BARANBEICE
WTABEMENHEER STV A AE - & (10 mg/ke
Z 2 MR TR G) CTARAZEG LTBRORE &
e U TR A R T Tl SN (FER), A T,
BHOEEICB T 5T — 22X, AKI3 mg/ke
(fREE) XU 240 mg % 2 E IR THG LB A
OG5 & A INE T L e L O E AL REFTT 5
WRFESOGCTE T VDS S AU, HEZBEIC OV CTRE
TNz RER, Lo - RO TAMER
[OF7g X A0 V=L A A A o [ RV g W i

Kb AANOEKMEENRT A —H
(£ W)

(%)

F6 KA OIMENEE T A —H
(& W)




(%)

18 ~— | K10 AKFIOFYEHE ST A —F
(& B%)

20 X— | @-3 EUWEHOBEL/ISICE LT 14— | ®-3 BIEHOZExHRIZBE LT
BIVER (MEMERERIZINZ, EEMEIE, Off BITER (MEMERERIZIN L, EEMEIE, Lif
K. k. MBUHRARIE, KGR, DMak., BEEOD K. k. MEBUHRIE, KGR, DMak, BEEOD
T, 1 BBEIRA, BUERTR. A4, IS EERE S TR, 1 AUBERRIE . TFARA, SRR E. TR, E
fFoe. BRALPEARAE 25, HUIRIREERERR S, T IE{AneE {EPENRAE ¢, FORIRMSRERE S . MRS,
PR, MRRRREE ., BREE. RIBREE. MK, BEO RpEE, BhEE, BIREE, Mk, BEORFERES
gl pikinfe %€/ )E, infusion reaction, ErRIAR ZE42)E, infusion reaction, EEFE 72 Mk
o MikbEs, MEKERIEMEE, Mk, PER, B F. MEREBIEGRE, fEZ, BER. WA DRIERIS,
DRSS, IR R, CIEEE (OEME) - 4R PRAG WM, OIS (OFEME) - RIR - L
Ik - CsVEIAMMGHESE) . S, AL 1Txf L SMIGHASE) | B H L, BEFLEE) (2% LT, Y%z
T, Hazhiak LT BRERERE OB A 5 E AT B E R O PAMEZ A3 2 EAN & B L
Al & mEHE U (BIEH OZWr-eoxtSIcB L THRER D (BIVERH OZKBrox ST B L THRE L U R 2= 1T
IEEZITONDLSFMHICHD Z L) EHIZHEY) ODNOFMHICH D Z L) EHIZH)RLENTE D
ENTEDHEREPESTNDHZ L, KNS TWDHZ &,
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DL R EZIT S Z &
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DT 1T > TV 2 & 2B &, AFIKRE
HITEMIC BB E TR OMEREITH Z &
- ONO-4538-05 Bk K& 18 ONO-4538-06 75k : 6 M [H
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GalidkEEzRI L, A 2 Y CBBIOR 5%
DY) 7R ALEZIT H T &
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2= KL 7R DEIRE AT VR AR EE 20 mg, A | 28— | KR ERDERKS AT O R AREE 20 mg, A
7 — R TR 100 mg, A 7Y — ARSI ERE 120 7R TR 100 mg, AT Y — R TR 240
mg, ATV — R 240 mg (—fR& 1 =R~ mg (—fE% =R ~7 GEEFHHRZ))

7 (BiE TR Z))

3= 2. ARHNOFHR, TERBEF 3= 2. RANIORE, 1EHET
A7V — R IR EE 20 mg, [FLRGREERE 100 mg, [F] F 7V — AR 20 mg, [ERREFRE 100 mg &Y
SEERE 120 mg M ONELETEEE 240 mg (—#%4 - [ ERE 240 mg (— %4 - =R L~T7 (Bia 1l
=ARN~7 (Bl LUT, TRA &) Haz), LAT. TRAL o) ik, /NP3 T36kk
X, DR TERASTE A X Ly 7 24 (BT Kttt AF Ly 7 248 BT VAL - =AY —
JA KLY —X 2747 (BMS) ) A3BAZS X A7 A7 (BMS) ) 23BHFE L7k &~ PD-1
L7t b PD-1 (Programmed cell death-1) [Zx}d (Programmed cell death-1) x93 5t R IgG4
He MU Ig64 €/ 7 u—FAHETH S, /7 a—F AR TH S,
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BIWER (RVEMERMZERIN A, EEMEGE, L
R, k. BRUHRMARE, KBk, NMEk, BEO
T 1A, BIERAT R IPA4a, TRRREMRE
FFoe. REALMEREAE 2. ARRIRERRERRE . T EE(APEEE
PR, MRRRRETE. BREE. BIBEE. KM, BEO
R bR, ERMARZERRIE, infusion reaction, E
B MRS, mMERE R, . R, WE
DOFEEROS, e REME, DEES (OEME) - 4R
IR - e MEIAMGHASE) « IS i, BEFLEE) 1ox L
T, Haghiak XL B ERERA O H M2 9 5 =

BIER (MEMEMMZEEICIN A, EEMREE, O
R, R, BRBUHMAEE, KRGk, DE%, BEO
TR, 1AUBERRIE ., A4, HiReREE. Tk, E
{EPEARAE I, BRI RERRE S . N ERAHEEEREE .,
PRpEE, BREE, BIEREE, M, EEORFERE,
FrlR M ARZERJE, infusion reaction, HEFE 7RIk fE
& MEKREEIEGRE, %, MER. WEEDRIERIS,
R Ve e, (OEREE CLEHIE) - RAR - OEEME
SMIGHASE) . MRS H M, EFLSE) 1TxF LT, Mi%hiisx
AT B EREEBE ORI 2 A3 2 EAL & L
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17 =3
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2 N—

K& AERY A — R EEEE 20 mg, A




7Y — R AEERE 100 mg, A7 Y — RS EE 120
mg, ATV — R 240 mg (—iR& 1 =R~
7 (B z))

TR S ERTE 100 mg, A7 Y — R EEETE 240
mg (—f%4 =R ~7 (B z))

3= 2. ARHNOFE, TEHET 3= 2. KRHNOFHE, TR
7Y — R K EE 20 mg, [ALRGE FE 100 mg, [A] A7 — R K EE 20 mg, [ERTEEHE 100 mg LY
SR EE 120 mg & OVE TR EHE 240 mg (—x4 - [l R 240 mg (—Ax4 - =L~ 7 (Bin 1l
=R~ 7 (Bl z) LUF, TRAD Evvd ) #az), LLF. TRHF) o) id, /DEPEEA TR
L, ANEPEESL TSt A X Ly 7 24 (Bl AEttEAX VY 7 24 (BT VARV - <A 7 —
JA RV ~AY¥—R A7 A7 (BMS) £h) 23BR%E R A7 A7 (BMS) L) MBEFE L7t kb PD-1
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PRpEE, BREE, BIEEE, M, EEORFEREE,
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DOV IEHITH T &

PO — R S ERTE 100 mg. AV — R A ERE 120
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2= R IR DEIRE, ATV —RAETEEE 20 mg, A | 25— | /B LERDERT AT V—R AT 20 mg, A

TV — AR EEER T 100 mg, Y — R EEERTE 240




mg, A7 ViR AT 240 mg (—%4 1 =R~
7 (i)

mg (—#4 =R~ 7 (Bis R Z))

3= 2. ARANIOFE, FAEST 3=y 2. KRHNOFHE, TR
F 7Y — R IR EE 20 mg, [FLAGREERE 100 mg, [F] A7 D — RN R EHE 20 mg, [FLAEEHE 100 mg KLY
SR ERHE 120 mg M OVA] S EE 240 mg (—ix4s AR ERE 240 mg (— 4 - =R ~7 (B
=R~ 7 (Bl FH#z) LIT. TR Evo,) Hiz). AT, TARA o) 1, /INEFPEES T3ERK
1L, ANEPEESL TSt A X Ly 7 24 (Bl AEttEAX VY 7 2% (BT VARV - <A F—
YA RV =AY —X 2747 (BMS) 1) HBA% X A7 A7 (BMS) f) 2B Lt kb PD-1
L7t b PD-1 (Programmed cell death-1) [ZxId (Programmed cell death-1) Zx%f4 5t ! 1gG4
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HEEE R AeZEANE, infusion reaction,
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Er kAR ZE42)E . infusion reaction, HEE 72 MR [E
. MERERIEGRE, Wtz ek, WE ORI,
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WL U U NI O B FHEE T A KT A L OGTE AT G IHXTIRER)
E<lh IH
A= (FHRERIBED) MY AR— (B TE AR HIBR)
2= R IR DEIKE, - AT VR STEERE 20 mg, A | 25— | ®HBRLERDERS AT U—RAEERE 20 mg, A

PO — RSB ERTE 100 mg. AV — R A ERE 120
mg, A7V —REMEEE 240 mg (—f&k4 =R~

TV — AR EEER T 100 mg, Y — R EEERTE 240
mg (—fi%4& : =R ~7 GBIz Z))




7 (EfsA#fz))

3= 2. RHIOK, 1ERERF 3= 2. ARENOFE. (FHET
F 7T — AR R EE 20 mg, [RAGEERE 100 mg, [A] I 7Y — R K EHE 20 mg, [FLRREERE 100 mg Y
A EHE 120 mg K& QRS EHE 240 mg (—fx4h [ L 240 mg (—ik4 - =R Lv~7 (Bis 7l
=R~ T7 (B2 LT, TRA Ev)d,) Haz), LAF, TARAL Euvvod,) 13, /NP T3ERR
L, ANEPERAL T3S e A X Ly 7 24k (BT At AX Ly 7 24 (BT VALV <A —
YRRV <wAT—X A7 A7 (BMS) 1) H3BHFE X A7 A7 (BMS) ) B L7t ~ PD-1
L7t b PD-1 (Programmed cell death-1) [Zx}d (Programmed cell death-1) (%95t R IgG4
L MU Ig64 € /) 7 a—F AHURTH S, B/ —FAHUETH D,
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Fe bR, ERMARZERRIE, infusion reaction, E
B mukles ., mERE e, Rz, Bk, WA
OIS, e REME, DEES (O - 1R
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{EPEARAE I, BRI RERRE S . N ERAMEEEREE .,
PR, BEE, RIBREE, MKk, BJEOREREE,
FrlR M AR ZERJE, infusion reaction, HEFE 7RI iEfE
. MERERIEGRE, Mtz ek, WE ORI,
iR WM, OIERES (OME) « ARIR - O
AMCHESE) | BEEEHA ML, JBEFLAE) 1Tk LT, Mk
AFEBEEREEBE ORI Z A3 2 EAL & L
(FIER OZMroxIc i B L THRAE L O R 252 1T
SNDRMFICHD Z L) BEHICHERLENTE D
KR FESTWNWD Z L,
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E<lh IH
Y= (FHRERIBED) MY (B TE AR HIBR)
2= KGR DIEIS - ATV — R A EE 20 mg, A | 23— KSR E IR HEIN AT R AT 20 mg, A
7R TR 100 mg, A 7Y — ARSI ERE 120 TR Y 100 mg, AT Y — R IR 240
mg, AV — R IR 240 mg (— %4 - =R L~ mg (—i4 : =R ~7 (B FHHz))




7 (EfsA#fz))

3= 2. KRANIOFE. (FH%T 3= 2. AKFIOFHR, TERET
F 7Y — R IR EE 20 mg, [FLAGREERE 100 mg, [F] A7 D — RN R EHE 20 mg, [FLAEEHE 100 mg &Y
SR ERE 120 mg K OV ERHE 240 mg (—i4 - AR ERE 240 mg (—fkds - =L~ 7 (Bis1#i
=R~ 7 (Bl z), LUF, TRAL Lvnoy) gaz), LUR, TARA Euvyo,) 1E, /NP TR
%, NI TRt e A X Ly 7 X4 (BT At AX Ly 724 (BT VAL <A 7 —
YAV <wAY—X 2747 (BMS) 1) HBA% X A7 A7 (BMS) ) 2B Lt kb PD-1
L7t b PD-1 (Programmed cell death-1) [Zx}d (Programmed cell death-1) (x93 5t R IgG4
He MU Tg64 E /7 a—FAHURTH 5, B 7 u—FNAHUKRTH D,

9 N—v ©-3 FEIEHOZWr->kHIN 2B LT 9=y ©-3 FIEHOZWr->kHINIZB LT

BIVER (FEMEMERICIN A, BEIEMESGE, O
K. K. BRUHRMARE, KIBK. NEK, BEO
T 1 RUBEIRIN, BIEAT R T4, ITHRREREE
FFoe. REALMEREAE 2. HRRIRBRRERRE . T EE(APEEE
PR, PRERREE . BREE. BIREE. KK, BEEO
Fe bR, ERMARZERRIE, infusion reaction, E
B mukles ., mERE e, Rz, Bk, WA
DO ROS, e REME, DEESE (O EME) - 4R
IR« oS MEIAMIGNES) | MRS I, JBEFLEE) ITKkFL
T, Haghiak XL B ERERA O H M2 9 5 =
Al &aEEE L (RHERH OZWoxSIZB L THRE L O
XBEEZTONDRMEICH D Z L) EHITHEY) 7oL
BN TE MR ESTND Z &,

EIVER (MEMEMZE RIS A2, EIEREIE, O
R, R, BBUHMAEE, KBk, /DE%, BEO
T 1 AUBERRIE. A, FREREREE. k.
{EPEARAE I, BRI RERRE S . N ERAMEEEREE .,
RS, BEE, RIBEE, MK, BJEOREFEE,
FrlR M AR ZERJE, infusion reaction, HEFE 7RI iEfE
. MERERIEGRE, Mtz ek, WE ORI,
iR WM, OIERES (OME) « ARIR - O
AMCHESE) | BEEEHA ML, JBEFLAE) 1Tk LT, Mk
AFEBEEREEBE ORI Z A3 2 EAL & L
(FIER OZMroxIc i B L THRAE L O R 252 1T
SNDRMFICHD Z L) BEHICHERLENTE D
KR FESTWNWD Z L,




11— | 6. WEICELTREET X HHE 11— | 6. HEICELTHEETRxHE
(OO #) (OEV@ 1)
@ EREWEH O~ A 2o T @ EREWEH O~ A MTHOWT
(%) (%)
1 ABER A (BIE 1 BUBE IR IR 2 5 de) 238 B o, 1 ABEIRIA (BIE 1 BUBEIRIA 2 5 ) 3 d b,
PERIFME S BTV R—=Y RCEDLZENHDHD FERIBMES BTV R—=Y AW EDZERNHDHD
T, [YE, E, MEMHSEORER O R0 M E O T, [¥E, O, TR ORI OB M E O
FRICHEET S 2L, 1 EERFER DT FRICHEET DL, 1 EERFER DT
el bGehi L, A R Y RO G BelidkEae i L, A A CRFI O 5E
DOWEEN R IEZITH Z &, DML RIEZAT O Z &,
- BIERTZE, IFA4, ATREREREEE . AT, M kPEAE (%)
BRDPHLDOND Z ERHD DT, EMRIATE
REMR A ATV, BFEORIEE 5ICBET5 2
Lo
(%)
S i EE o R I D el (o FHHEE T A R T A v OETRIAT (B IH xR EE)
E<l) IH
B AR— (FRRERIBED) MY AR— (BHABREBHIBR)
2= R LR DEIRE, - AT VR STEERE 20 mg, A | 25— | ®BRLERDERS AT O—RAEERE 20 mg, A

T — R A ERTE 100 mg, AV — AR AEERE 120
mg, A7V —REMEEE 240 mg (—f&k4 =R~
7 (Bln R Z))

7V — RS 100 mg, ATV — R EIEEE 240
mg (—fE4 : =R ~T GEETHERZ))




3= 2. KA. (FH%T 3= 2. KPR, TERET
F 7Y — R IR EE 20 mg, [FLAGREERE 100 mg, [F] A7 D — RN R EHE 20 mg, [FLAEEHE 100 mg KLY
SRR EE 120 mg K ONEREFRHE 240 mg (—fk4s AR ERE 240 mg (—fkds - =L~ 7 (Bis1#i
=R~ 7 (Bl z), LUF, TRAL Evnoy) gaz), LUF, TARA Euvvo,) 1E, /NP TR
%, NI TRt e A X Ly 7 X4 (BT AL AL Ly 7 2t (BT VARV - <A —
YA RV <wAY—X 2747 (BMS) 1) HBA% X A7 A7 (BMS) f) B L-b kb PD-1
L7t b PD-1 (Programmed cell death-1) Zx}d (Programmed cell death-1) (%925t R IgG4
He MU Ig6d €/ 7 a—F PR TH D, /7 v—FAHURTH D,

8§ N— ©-3 FEIEHOZWr->kHI 2B LT 8 ~— ©-3 FIEHOZWr->kHI B LT
BIVER (FEMERERICIN A, EIEMEGE, O BIER (MEMEMMZE BN, EEAEE, O
K. ok, BETIRRIE, KBk, DMEK, BEEO R, R, BBUHMAEE, KBk, /DE%, BEDO
TR, 1 ENEIRIE, BIEAT S, ITAA, IS RERE TR, 1 AUBERRIE ., FARA, HiREREE. TR, E
FFoe. REALMEREAE 2. AUIRIRERRERRE . T EE(APEEE {EVEARAE I, BRI RERRE S . N ERAMEEEREE .,
PR MRS MR, BIEEE. Mk, BEEO wRpEE, BhEE, BIEEE, MK, BEOLEREE
FREREE . FRkIMARFEFRIE, infusion reaction, H FrlR M AR ZEMJE, infusion reaction, HFE 7RI iEfE
o mikbEE, MERERIEGRE, M. PER, B FMEKREEIEGRE, RiEZ. BER. BEEDRIERUR,
OFFEROL, WIRRENE, DEES (OEME) - 47 R Ve e, OERES COEME) « tRIR « LagE M)
IR - e MEIAMIGHESE) . I i, BEFLEE) Iox L SMNGHESE) | MBS, BEFLSE) (X LT, Yikhaik
T, Yikhag AT RSB O Z G 5 = ST B R AR B O I A A9 SRR & L
Al e U (RHEH ORISR L THRER D (BIVER OB ox B L TR L O R 25 1T
KEEZTONDLIEMEICHDH Z L) B HIHEY) 7L LNOFRMCHD Z L) EHIZHEURLENTE D
ENTEDHEREPESTNDHZ L, KR EESTWND Z L,

10~—y | 6. HEICEL TRHET NEHH 10— | 6. BHIZBLTHETREFHE




(DEUVO@ )

@ ERBIEHAD~X Y AL MZHOWT

(%)
1 ABER I (BIE 1 BUBEIRIG 2 5 de) 238 B o,
BERIEVESS BTV R—=Y RICEDLZ ENHDHD
T, [YE, H, MEMSEORER O R M E O
ERICHEET S Z &, 1 EERFER DI
el b e P L, A R Y RO G
DWEENRE LTS Z &,

- BIERTZ . IFA4, ATREREREE . AT, i kPEAE

ERDHODONDZ LD DD T, EHHNTATHE
BEMAE 21TV, BAOIREE T ICBIET 5 2

(%)

(OO W)

@ ERBIEHDO~R Y AL MMZHOWT

(%)
1 ApE IR (BIE 1 BBEIRIF 2 5 Te) 238 b,
BERIEYESZ R 7Y K=Y RCEDLZ ENHDHD
T, [¥E, O, TR ORER OB M E O
ERICHEET S, 1 EBERFER DN
SEWiEEEERIEL, A A CVRFIOR %
DL RE LTS Z &,

(%)

EHE~A 70T T4 FARZEME MS 1-high) 2T 5B - E5E
D HERE T A N T4 > OET T CHrIH xR Z)

Hr [=
Y= (FHERIERE) o= (BB EIBR)
2R ST L IR AEIE, A — R AR 20 mg, 4| 23— St L I AEE - U — R A ERTE 20 mg. A

7Y — R R R 100 mg, A7 Y — R A ER T 120
mg, A7V —REMEEE 240 mg (—f&k4 =R~
7 (Bln R Z))

7V — RS 100 mg, ATV — R EIEEE 240
mg (—fE4 : =R ~T GEETHERZ))




3= 2. KA. (FH%T 3= 2. KPR, TERET
F 7Y — R IR EE 20 mg, [FLAGREERE 100 mg, [F] A7 D — RN R EHE 20 mg, [FLAEEHE 100 mg KLY
SRR EE 120 mg K ONEREFRHE 240 mg (—fk4s AR ERE 240 mg (—fkds - =L~ 7 (Bis1#i
=R~ 7 (Bl z), LUF, TRAL Evnoy) gaz), LUF, TARA Euvvo,) 1E, /NP TR
%, NI TRt e A X Ly 7 X4 (BT AL AL Ly 7 2t (BT VARV - <A —
YA RV =AY —X 2747 (BMS) 1) HBA% X A7 A7 (BMS) f) B L-b kb PD-1
L7t b PD-1 (Programmed cell death-1) Zx}d (Programmed cell death-1) (%925t R IgG4
He MU Ig6d €/ 7 a—F PR TH D, /7 v—FAHURTH D,

11— | 3@-3 EEHDOZWrH-CXIRICE LT 11—y | ®-3 BMEHOZWCXRZEI LT
BIVER (FEMERERICIN A, EIEMEGE, O BIER (MEMEMMZE BN, EEAEE, O
K. ok, BETIRRIE, KBk, DMEK, BEEO R, R, BBUHMAEE, KBk, /DE%, BEDO
TR, 1 ENEIRIE, BIEAT S, ITAA, IS RERE TR, 1 AUBERRIE ., FARA, HiREREE. TR, E
FFoe. REALMEREAE 2. AUIRIRERRERRE . T EE(APEEE {EVEARAE I, BRI RERRE S . N ERAMEEEREE .,
PR MRS MR, BIEEE. Mk, BEEO wRpEE, BhEE, BIEEE, MK, BEOLEREE
FREREE . FRkIMARFEFRIE, infusion reaction, H FrlR M AR ZEMJE, infusion reaction, HFE 7RI iEfE
o mikbEE, MERERIEGRE, M. PER, B F MEKREEIEGRE, RiEZ. BER. BEEDRIERIR,
OFFEROL, WIRRENE, DEES (OEME) - 47 R Ve e, OERES COEME) « tRIR « LagE M)
IR - e MEIAMIGHESE) . I i, BEFLEE) Iox L SMNGHESE) | MBS, BEFLSE) (X LT, Yikhaik
T, Yikhag AT RSB O Z G 5 = ST B R AR B O I A A9 SRR & L
Al e U (RHEH ORISR L THRER D (BIVER OB ox B L TR L O R 25 1T
KEEZTONDLIEMEICHDH Z L) B HIHEY) 7L LNOFRMCHD Z L) EHIZHEURLENTE D
ENTEDHEREPESTNDHZ L, KR EESTWND Z L,

13—y | 6. HEICEL TRHET NEHH 13— | 6. BHIZBLTHET R FHE




(DEUVO@ )

@ ERBIEHAD~X Y AL MZHOWT
(%)

- 1AUHESRIS (BIAE 1 BUBEIRIG 2 5 de) 23 b,
BERIEVESS BTV R—=Y RICEDLZ ENHDHD
T, [YE, H, MEMSEORER O R M E O
ERICHEET S Z &, 1 EERFER DI
el b e P L, A R Y RO G
DWEENRE LTS Z &,

- BIERTZ . IFA4, ATREREREE . AT, i kPEAE

ERDHODONDZ LD DD T, EHHNTATHE
BEMAE 21TV, BAOIREE T ICBIET 5 2

(OO W)

@ ERBIEHDO~R Y AL MMZHOWT
(%)

- 1ADHESRIE (BIE 1 BRI A2 5 de) 23 b bt
BERIEYESZ R 7Y K=Y RCEDLZ ENHDHD
T, [¥E, O, TR ORER OB M E O
ERICHEET S, L EBERFER DN
SEWiEEEERIEL, A A CVRFIOR %
DL RE LTS Z &,

(%)

(%)
BIEE OB RHED A KT A > OSGETEAT Gor IR RE)
beli IH
YR (FHEERD) Y- (BH AR EBHIER)
2= R IR DEIE, AT VR ATEERE 20 mg, A | 25— | /B ERDERN AT VR AEEE 20 mg, A
7Y — AR R EE 100 mg, A7V — R SR EHE 120 7Y — AR R EE 100 mg, A7V — AR SIHEEE 240
mg, ATV —RERHHE 240 mg (—i%4 =R~ mg (—ix4 =R ~7 (BETHEEEZ))
7 (BT Z))
3= 2. RAIORE, TEHET 3= 2. RAIOFE, TEHET




Z 7R SR ERE 20 mg. RS ERE 100 mg, [A]
SR 120 mg K ONEDSTEERE 240 mg (—i%4 -

=R~ T (B2 LT TRF) Evo,)
(X, NI TR A X Ly 7 24 (BLT
JARLs<=AY—X 2747 (BMS) ) A3BA%E
L7t b PD-1 (Programmed cell death-1) [Zx}d
He MM Ig6a €/ 7 o—FVHIKTH D,

F 7 — AR R 20 mg, [AARERE 100 mg &Y
RS ERE 240 mg (— %4 - =B ~7 (B H
Baz). LLF. TARA Luvho,) i, /NEPERS T 3kk
ASthe AX Ly 7 24t (BT VA ML - <A —
X A7 A7 (BMS) ft) 23BAFE L7k I PD-1
(Programmed cell death-1) Zxfd9 5t M 1gG4
E)7u—FAHETH S,

9= | Q-3 FAHWEMOZE/ISIZBE LT 9= | -3 RIEHOBW-CXISIZEE LT
BIVER (FEMERERICIN A, EIEMEGE, O BIER  (MEMEMZE BN, EEAREIE, O
K", e, BRITRARE. KBk, /DMEk, BEEOD K. k. BBUHRARIE, KGR, DMak., BEEOD
TR, 1 ENEIRIE, BUEAT S, ITAA, IS RERE TR, 1 AUBERRIE ., TFARA, HiREREE. TR, 6E
fFoe. MEALPERRAE 28, HORIRERREREE . T B pne {EPEARAE . HORIRISRERE S . T RAHEEREE . 1
PR MRS MR, BIEEE. Mk, BEEO RpEE, BREE, BIEEE, MK, BEOLERE
g E ., kM FERAE, infusion reaction, = ErRf AR ZE42)E . infusion reaction, HEEE 72 MR [E
e mikbEE, MERERIEGRE, M. PER, B F MEKREEIEGRE, RiEZ. BER. BEEDRIERUS,
ORIEROG, MR RENM:, OEEE (OEME) - 4R iR e, OIEES (OFEME) - RIR - O]
Ik - e MEIAMIGHESE) . I i, BEFLEE) 1ox L SMNGHESE) | TSI, BEFLSE) (X LT, YikhEak
T, HhsR ATTBEEFEE B O f M2 G4 2 = AT B E R O M2 AT 5 ERD & EEE L
Al e U (RHEH ORISR L THRER T (BIVER OB ox a2 B L TS L O R 25 1T
XREZTONDFMHECHD Z &) BHBIZHEY) 72 LNORMICH D Z L) EDIZHERAENTE S
ENTEDHERENESTNDHZ L, KRN ESTWDHZ &,

11 = 6. BHICEL THETNEHIH 11— | 6. EIZEBEL THETNXFHE

(DXRVO %)

(DEVO@ 1)




@ EREERADO~R T AL MZONT
(%)

1 ABE PRI (BIE 1 BUBEPRIR 2 & de) 238 &b,
FERIFHES BTV R—V RAICEDLZEDRHDHD
T, A, L, MR- ORER O R E SR MU E O

FRICHEET L 2L, 1 EBERF N DT

a5 a2miE L, A R ) BRI DR 555
DY ZRALE ZITH Z &,

- BUEATSR, A4, ITHEeerEs, ATJc. ik hAn

BRPIOHLDOND Z ENRH DD T, EHI

BEMRAE 24T\, BAORREZ 0 ICBIT 5 2

&
(%)

@ EREMWEADO~RY AL MZHOWT

(%)

1 ApEIRIp (BUE 1 RBEIRIN 2 & de) 238 B b,
WERIGIES 87 R—=Y RZED N DD
T, A, Eol, MRS ORELR 0O R B0 A O
ERICHREET D2 L, 1 RBEREA DI
Galid&k G2 fik L, A A Y U 5%
DG 7RGE 21T 5 Z &

(%)




EEEREET A RF A4
=R~ 7 (BinFr#Z)

(BR5E4 « A7V —AREFE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AR ERE 120 mg, A7V — R K EHE 240 mg)

~ FE/ N R R ~

FR2 9F2A (RFFI241 1 ASET)
BE A



ER/N

1. 1IZU I P2
2. AANOFE. (FRET P3
3. ERIRRE P4
4, FERIZOWNT P19
5. H&EGXREMDEE P21
6. WHIZEEL THETNEHH P24



1. IILBIC

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

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

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

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
BRI 7o, —AFEENE N A ARBRIRNBHE S FrEdREFTEENE A B AR P2 &k O
—MRFEETEN B AR ZR 2D/ b LR LT,

RGe L I HEIRSG, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4
— RS 120 mg, A7 Y — R AN 240 mg (— %4 - =
P~ 7 (Bl FHH#z))

HEERDIEIDE « CIBRAREZRHETT - FRRE O IR/ N R e

MEERDAERORE - BH., A=A L~7 GBiaf#i %) & LT, 19 240mg
Z 2 JEMIRIE S 1 0] 480 mg & 4 3 [ RI6E C AR 5,
i OHFEEMEIESG A & O 2581, @E . AIZZ=FLr~>7
Bz z) & LT, 118 240mg % 2 3@ RBEIRIRE X1 1 5] 360
mg % 3 MR CRMEERET 5,

B I 5B 3O/ NERER T ERRUAAE




2. FHNORK. VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg,  [FAGEETE 120 mg K& ONF] s
240 mg (—fi%4 : =R~ 7 GEE ), LT, TARA) Lvd,) ix, /NEREES
TEMASLEAZ Ly 7 24 BT VAR e =AY —X A7 A7 (BMS) ) 2
BA7 L7t K PD-1 (Programmed cell death-1) (Z%}9 % & Nl 1gG4 € / 7 v —F /LHLfk
Th b,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 T % 7 —T fifn) LKOVE
BRI R BT 5 CD28 7 7 X U — (T Ml OIEMHAL Z i BhHIZ IE & AUZHIE T 2% 2
T ICBRT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U RERICMEINES 7L R LTV o REROIGTE L IRRE %
BIZFHRET L CTWb, PD-1 U W RiFHURE MBI B b O & 22 G/ 588
LTk, BMERAMREEE) LU LB TS PD-L1 OFEBL L IEDELF
HM & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o PR JE S CIXAEEE T AN EET DA v X —T = a > H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEEI N, BB L7 EEMARIZI T D PD-L1 ORI LIk
ALEHIR & ORI EDOFBARRN 5 & D#HEE S 8 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 S E 728 AMiaid, PUsRFER CDS Btk T Hifa ol s
FEME AP S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI L5 PD-1/PD-1 U 72 RERE&IL, 23
AR TURRR A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AN, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEAL K OV AR IR k9 2 AR TG M 2 58 5~ 5 2 & CRefci e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
e/l B Aot & LT BRI A FEhE L. A bk, Zat kOB R
i,

AFNO T 3 < MIE D RAERUEIC & 2 BINERSN & b L, B XTI
D AR B 5o AFIO B PR OB SR, BEOBREL AT, BEIR
D BTG AITIE, BB L HGUTIE U B e ik & B8R & FE o[ Aifl & L Coil
228 RIB M 2TV, B OSIERIRIC L D EIER A DR 2 A3, BIBRERL
LRI OB GEDOHEYINEEZIT O LERD D,



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

[F 0]

VRN )
O EWE DB (ONO-4538-05 #ER)

7T F TR L B0 CFRIERE AT 2 UBRARRER B H/ IV IR O R R

/5 (ECOG Performance Status 0 X TN 1) 35 il 512, AAl 3 mg/kg % 2 @R
ThUmEE L7c, FEFHMIEE TH 528803 (RECIST A 74 & 1.1 RIZHESL< F
JHEIZ L D CR UL PR) 13 25.7% (95%(EHEHXH : 14.2~42.1%) Tholz, 7ok, F
AR E L7 BMEIX 9.0% Th o 72,

© WA S IFERER (CA209017 #%%) (N EnglJ Med 2015; 373: 123-35)

7T F SR G AL FEERE A2 A T D UIRAREZR B 1/ IV SO O/ F B
JE A (ECOG Performance Status 0 2 OV 1) 272 1] (CRFIRE 135 61, Rk & w137
B) ZXRGUT, REZ X'/ Z3IRE UTARR 3 mg/kg % 2 J#[FRIFE CRIEEE L,
FEFMMEE Th H2AEFH (BLTF. ToS)] Lv9o,) (Fhofll [95% X)) 1%,
AAIET 9.23 [7.33~1327] BH. FEZFEBARET6.01 [5.13~733] WATHY,
AHNE R & XK LREHPICHBERIER 2R LTc (O — RE0.59 [96.85%15F
FEX A : 0.43~0.81], p=0.0002 [J&5! log-rank F/E]),

1.01

0.91

0.81

0.7 1

0.6 1

0.51

0.4

Probability of Survival

0.31

0.21

0.11

0.0

T T T T T T T T T
0 3 6 9 12 15 18 21 24
Overall Survival (Months)
Number of Subijects at Risk

KR

135 113 86 69 52 31 15 7 0
FE2% /L8

137 103 68 45 30 14 7 2 0

1 0S OF RN D Kaplan-Meier HiR (CA209017 38r) (FlEALIh-£EH)
4



(FER ¥ B Rz )
@O ENE TR (ONO-4538-06 i)

77 F R GO RIERE 2 AT 2 U2 B B/ IV XTI O IERAE
B (ECOG Performance Status 0 X UM 1) 76 il 25512, AH 3 mg/kg % 2 1 fH][H
bR C A EHE Lo, FERHMIEE Th 528405 (RECIST A K74 » 1.1 fRICE-S<
I KD CR XUE PR) £ 19.7% (95%(5#EXH : 12.3~30.0%) TH-o7z, 728,
FAMNIRE LZBEIE 9.0% TH > 7,

© VEHME AR (CA209057 #X5R) (N EnglJ Med 2015; 373: 1627-39)

7T F SR G AL TFIERERE A2 A T D UIRAREZR OB H1/ IV U R OIER P L
R (ECOG Performance Status 0 &2 OV 1) 582 #i] (ASAIRE 292 B, K& & F&/LEE
290 ) ZRIRIZ, REZ TR/ ZxtiE UTARA 3 mgkg % 2 38 MR CAMHEL
7o EEFHIIEE TH D 0S (FRAE [95%FHEX 1) 1, AFIFET 12.19 [9.66~14.98 ]
IH., REZXEAEETII6 [8.05~10.68] WA THY , AAIL NEFFE/ITH L
FHEICERBRIER 28 LTz (O — REE 0.73 [95.92%(5 #HIX [ : 0.59~0.89], p=0.0015

(&5 log-rank fRE]) .

1.0 4

0.91

0.8 -

0.7 -

e AR

0.51

0.4 -

Probability of Survival

0.3 1

0.2 " SR —

©-F ea-C

0.1 -

0.0

L e e T
0 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

Fea%t)L8
290 244 194 150 111 88 34 10 5 0

X2 OSSO FEfENT D Kaplan-MeierHi#R (CA209057388) (BIEA(LIN L)



(PD-L1FEBLIR I DA =M e 0224

WAV E AR (CA2090173850 K ("CA2090575858%) ICHIAAN BNTZBRED S b,
FESSAR AR I 35U CPD-L1 2 38 8L L 7=l 5 2814 (LLUF, [PD-LIZEBIEE] &
9,) [T DIERB G LN —EOBRE DT — & |ZHSE | PD-LIFEBRRICEER I
ENT AT S T A IMER OVZEMEDORERITLUI T LB THh o7,

HPEIZB L CIE, R ERE TlE, PD-LIOKBRRIC LS, FEZZvaAREE
e U CARKIRE COSDMER T A EM N7 Hiviz,
IR - LB T I PD-LIFEBED %A OB A K e & v LR L IRIEFB O R T

HoTe (T,

B, R bR, R ERE S I, PD-LIORERIC L 5T, AFlozeM7

a7y A WVEREETH T,

0.9
\
0.8 \\K--.

i
P

Probability of Survival
o o
>
]
n/
2 3

i

=

o <

ol
o

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

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

Nivolumab 3 mg/kg (events : 77/108), median and 95% CI : 10.41 (7.29, 14.26)
Docetaxel (events : 75/101), median and 95% CI : 10.09 (7.36, 11.93)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% ClI : 0.90 (0.66, 1.24)

Probability of Survival
o © © o o
W s > N

o
N

o

o
o

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

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

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

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



R PRz g M O i - Rz )

O [ERIFEH AR (ONO-4538-77/CA2099LAFKER)
(LI ERIBIR D EGFRIE AR 128 B2 M I QALK & 8 5 1 B2 O UIBR A B 7o 1T -
Fs O/ NHIRE iR BB 7196 (A ARNBESOB 2 G e, AFEAEY AT ROT T
F T St FRE L O (BUF, INIVO/IPY/Chemo| &5 ,) "HE36141,
XTRREEIS8GI) Zxtgiic, 77 F A E G FIRIE O AR G225 E LT,
NIVO/IPY/Chemo#f D A &hE k WL B2 Gt Lic, FHHMEEE TH 508 (HF Jufi
[95%(EHEIX[H]]) 1. NIVO/IPI/Chemo#t T14.13 [13.24~16.16] » H. xtHREET10.74
[9.46~12.45] 71 A T& v . NIVO/IPY/Chemo$% 5-13. 7" 7 T 8K % G T b FHEIEITHRE L

AR B R IEE 2R LT (N — FE0.69[96.71%(5 #E X [#:0.55~0.87] . p=0.0006
[J& Blllog-rankA& iE 1) .

2B, RBMLMATRER CTH DA, HHEAL I ONIVO/IPI/Chemoft & kFFREEDOSD /N
P— KLt [95%E X 1%, R EROE T0.65 [0.46~0.93], FER T LR <0.72 [0.55
~0.93] ThH-o7=,

*1 : AH) 360 mg % 3 BRI, 1 £V A~ I mgkg & 6 AR & OYLF5EE 3 8 MR M
Bk U7z, ALZAR0RE, LA (RSE EROE UTIERE ERE) IC S\ bses (R R
Jit AINKRT T FURONRZ Y ZXEN, ERFELENE : IVRTTF XTIV AT TZF R
NARNLFER) &, 3EEE LA 2L LT 2 A 2 AER LT, 2 4 25T, AH
BOA BV b~ 7 % SEE L,

#2 : RERE R bR SULIER - ERE) 1233 % . NIVO/IPI/Chemo A & [F] UALS# L% 3 AR
EAIVAINELTAY A7 NVERL, ERFEERBEIZOWTIE, 4 YA 7 VO(LFFEE
TR P LRl RIC K D HERRRE b M TRE & LT,

1.0

0.9

o
o

NIVO/IPI/Chemo®E

e
~

o
)

0.5

0.4 xR TR SV

Simeamno

Overall Survival Probability

0.3

0.2

0.1

0.0

L T — T T T T L — L —
0 3 6 9 12 15 18 21 24
Number at risk Time from Randomization (Months)
NIVO/PI/ChemoEf 361 325 292 230 129 46 16 1 0
*f FERE 358 318 259 183 94 39 12 0 0

B4 OSDH[EfENT DKaplan-Meier it (ONO-4538-77/CA2099LAFRER)
(EIER LI 7-5EH)
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@ [ERIE S AR (ONO-4538-27/CA209227 #&5#%) (N EnglJ Med 2019; 381:2020-31)
(Part 1a)

{LEPHRIEARTEE C PD-L1 FEBLRD 1%LL LD EGFR & a2 B K Y ALK @hvé
R B O UIBRREE /2 HETT « PR OFE/ NI B 793 5l (A ARNEBFH 89 il %4 &
to, AFIL A L~=T7 OO HEE (LLF, INIVO/IPL &\95,) "THE 396 i, il
BE 397 B) b4z, 77 F A Z STk ik OO 572 2%t & LT, NIVO/IPI
REDA N R OVt st Uz, AR o FTEIMEEA TH 5 0S (Tl [95%1F
FEX[E]) 1X. NIVO/IPI BEC 17.08 [14.95~20.07] 1 H . X HEEET 14.88 [12.71~16.72]
JIHT&H Y, NIVO/IPL #5127 7 FFHH| 2 5 Tt FRIEIT kT LG RIS B R IE
FEarLlc (=R 0.79 [97.72%(E X H] : 0.65~0.96], p=0.0066 [J&%!| log-rank
RiE])

*1 : AF 3 mgkg & 2 WM. 1 EY A~ 1 mgkg & 6 IR R CARETE Lz,

) ALRER ROV R RO IR EER) ([C S WAL Rk (RE BRI © WL RT 552 XU
VAT TFUROIT L EE Y ERELERE  AIVERTTF NIV AT TF R ONRA R
XER) 2, 3EME IV LTaP A7 AFE L, FERFELEEIZONTIE, 4 9147
N OALFFEFERSIT <A N LFE RIS X BHERHRIE S ERATHEL L7-,

1.0
0.9
0.8
0.7
0.6
0.5

0.4 ///%\ s
0.3 "o

0.2

NIVO/IPIEE

Overall Survival Probability

0.1
0.0

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Number at risk Time from Randomization (Months)
NIvoapigE 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0
Sl PR 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 0

5 OS @ Kaplan-Meier Bt (ONO-4538-27/CA209227 38R Part 1a)
(BIEBILShI-£EH)



(Part 1b)

{EFIEIEARIGH T PD-L1 FEBLRN 1%AK0ili2>2 EGFR Bin AR KL Y ALK @iE
R TR OUIBRREE /R HETT « TR OIE/ NI B8 550 5 (B ARNEHE 79 B4 &
te, KEIE 7T FF 8K 2 E Tk 2k & O S (LLF, INIVO/Chemo] &9 ,)
“URE 177 41, NIVO/IPI Bf 187 ], IHREE 186 ) Zxf4ic., 77 FFHA 2 &b 5%
EOPFAEE? 2 %R & LT, NIVO/Chemo A & O NIVO/IPI B DA it K OV 4k %
Rt U7z, ARBROEIREHIE B O—-2>Th V) BRI 72 E DX T dH % NIVO/Chemo
RE & o HRRE D BERA AL (AR (i [95% 15 4E X [H]) 1. NIVO/Chemo £EC 5.55 [4.63
~6.90] 1 A, XHBEET 4.70 [4.21~5.59] & A TH Y, NIVO/Chemo # 5-13 77 FF
H % & T b FHEIC R LIEHPRIICA BRIER 2R LT (0 — REE 0.73 [97.72%(5 18
X : 0.56~0.95], p=0.0070 [J&%!] log-rank fR7E]),

7ok, BB RCTH D0, FLRRALRI ONIVO/Chemokt & xf BREEDPFS D/~
— Rt [95%E#EX ] 1%, R BB T0.94 [0.56~1.56], FER - BRI T0.66 [0.49
~0.90] TH-o7=,

*1 : AH 360 mg % 3 RN K QML kA 3 BRI CAARERE L, (Lmii, M R
b B ATFE R BRI ISHEEDS Wb EE (RS IVRT T F IR T FF
VROV ARV FERVELEEE I INAR T TF U XF VAT TF RO A N LRE R) |
3MEME 1A 7L LT 4% A 7 AER L, ERTEEEIEIZONTIE, 4 %A 7 LO(LFgk:
EREHRITRA B Lt RICE DHERRRE S B ATREE L,

1.0 \

ity
o
7]

0.8
0.7
0.6

gression Free Survival Probabil

0.5 NIVO/Chemo##
0.4 i
0.3 . _
02 /N k‘L_‘
& 04 Poiihies e T
o0f 4
T T T T T T T T T T T T T T
0 L) 6 9 12, 15 18 21 24 27 30 33 36 39
Niitiber ataisk Time from Randomization (Months)
NIVO/Chemo® 177 135 73 48 37 29 19 15 10 10 7 4 1 0
Sof FR R 186 121 57 22 18 13 8 6 S 3 0 0 0 0

X 6 PFS OBRAMENTEFD Kaplan-Meier Bk (ONO-4538-27/CA209227 X Part 1b)
(VAL S 7-4EF. NIVO/Chemo ¥ & %R & D HEK)
F72. MEFEARBRIERR ST ENR- T2 b DD, PD-L1 FEEERM 1% 0D HBE
(23T NIVO/IPI B & kR OS (HfiE [95% 58X ]) 1%, NIVO/IPLHET 17.15
[12.85~22.05] 77 H . xtHBEET 12.19 [9.17~14.32] B H TH Y . NIVO/IP1 51375
T HH 2 E T L FRIE I LIEEE 2 7R Lz (N — R 0.62 [95%(F #H X : 0.48
~0.78]. RIRHIZLFRMTHE L) .



[Z241%]
R bR )
OEWNE DR (ONO-4538-057571)
BEFGIL 33/35 i (94.3%) (2RO BV, KElE DRGNP EE CTE WA HHR
G213 24/35 5] (68.6%) IZ#RWD HALTz, FBLEN 5%LL EORWERIZTRDO LB ThHho
776

#£1 BEHBNR5%LL EOEWER (ONO-4538-0558%)

BRI HH BilE (%)

HARGE 35 45

(MedDRA/J ver.17.1) 4= Grade Grade 3-4 Grade 5
ARIEH 24 (686) 2 (57 0
MR LY o SRlEE

2 ifn. 2 (57 0 0
N 3 i e

H CLoa Pk R AR 2% 2 ( 57) 0 0
B P

i 2 (57 0 0
L 3 ( 86) 0 0
—f - BHFEER L O SEMOIRRE

TRB 5 (143) 0 0
AAY P 2 (57 0 0
FEER 5 (14.3) 0 0
G R E

W AEUE 2 (57 0 0
7R

TANRTXUBT ) M T AT =7 —8HN 2 (57 0 0
M7 V7 F ok AR —F 2 (57 0 0

U o REREORD 3 ( 86) 2 (57 0
R L Ok E

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

B EiivRg 2 (57 0 0
PR TR P

R = 2 —r /T — 2 (57 O0 0
RO AR, B ES K UM

il £ i 2 ( 57 0 0
B H KO TRk E

SIERR R E 2% 2 ( 57 0 0
HLBE 2 ( 57 0 0
F895 5 (143) 0 0
BRI Bk 5 2 ( 57 0 0

7ok, RVEMEATERE 2 6] (5.7%) . KK - EEO N 2 6] (5.7%) | #hffES (%
Ty NU—IEERESE) 34 (8.6%) . NTFEERERETE 2 5 (5.7%) . FUIRAREERERET 3 5
(8.6%) . RIEHEREREE 161 (2.9%) . BEERERETE (RANEHEMEB L) 141 (2.9%)
J Ninfusion reaction 2 {51 (5.7%) 23a8@ Hivlz, £/, BEOKEREE (K EREIRE
ERE. ZIEALBE, FERHIESS) | FERHREREE. 1 BUBEIRFE., BER. FAER B E,

10



Wik - BAISEZE . & 5 I OULR AR B T2, AR BRI B
% (ERREMRE LA &EDRIERETT,

QA MARER (CA2090173%) (N Engl J Med 2015; 373: 123-35)

BEFGIIAFIRE 127/131 6] (96.9%). F& & Fw/LEE 125/129 il (96.9%) (2788 5
. ARENE ORPFERPEE TERWAFRERIT 76/131 i (58.0%) T8O B, J
BN 5% EORIERIZT TEDO LB THoTz,

F2 ORIBEN 5% EORMER (CA209017 3RBk)
H% (%)

CERIPNG

(ﬁ?@im 17.1) ?Z?UE

¢ ver.Lf. 4 Grade Grade 3-4 Grade 5
2FIER 76 (58.0) 9 ( 6.9) 0
H NGk

T 10 ( 7.6) 0 0

L 12 ( 92 0 0
—fi% - HFEER L OGS EOREE

S E 13 (99 0 0

9 57 21 (16.0) 1 ( 0.8) 0
R L OseaEE

AR 14 (10.7) 1 ( 0.8) 0
T EHR R L O A HRRESE

FAfim 7 ( 5.3) 0 0

7. VBN E 6 B (4.6%) . RIGK - BHEED THI 11 61 (8.4%) . FhRkFEE (%
T v NU—IEGERES) 1361 (9.9%) | IFHERERETE 4 1 (3.1%) . HUIRMRHERERET 5
(3.8%) . BEHREREE (RMEMEMEEXE) 461 (3.1%) . EIEMMEIIE 141 (0.8%)
J WNinfusionreaction 1 f5] (0.8%) M#» bz, £/, BEOKEEEE (FEREIRE
fERE, ZTEALEE, FRHIESE) | TEARHERETE. RIBEmRE. 1 BUERp ., PEX,
e - BERES . 5 E D IR L OB RITFRD D ie o 72, AREIVEFAZ BRI TR

% (RREMRT 25T) 2E0EHEREZRT,

(FER - bRz )
OEWNE TR (ONO-4538-06:4k)

HEERIX 75/76 i (98.7%) 12RO BV, AF| L ODRREARNEE TCE W ER
G213 64/76 5l (84.2%) (TR BTz, FEBLED 5%, EORWERHIZ TRDO LBV TH-
776

11



#£3 HEHBNR5%LL EOFEIWER (ONO-4538-06548%)

SRERIRHE B (%)

HEAGE 76 {5

(MedDRA/J ver.17.0) 4 Grade Grade 3-4 Grade 5
RIEH 64 (842) 16 (21.1) 0
PR A=

AR A RE AR T 7 (92 0 0
E e

5 5 ( 66) 0 0

T 4 ( 53 0 0

BN 8 (105) 0 0

AN 4 (53 0 0

I 4 ( 53 0 0
—% - EEEER X O SO REE

I 57 9 (11.8) 1 (13 o0

TR 11 (14.5) 0 0

FEEL 11 (14.5) 0 0
BRI AT

U U SERER A 6 (79 2 ( 26) 0
Rt L O EE

9wl VRN ik 4 ( 53) 2 ( 26) 0

BAR 11 (14.5) 1 (13 0
PR R

RS F 4 ( 53 1 (13 0
M SR, MOERES K ONERmPEE

R P i R 4 ( 53) 2 ( 26) O
RRGE K O TRk

D FENE 6 (79 1 (13 o0

W% 11 (145) 0 0

SRR IN A 4 ( 53 0 0

¥, MM EAR] (5.3%) . KM%k - EHEE D THI5H] (6.6%) . fhikkEE (¥ 7
v N —EERESE) 1041 (13.2%) | IFRERERRE511 (6.6%) . FIR IR RERR 1041 (13.2%) |
R RERERE E 1] (1.3%) | BFEERERREE (RME TR EMEE 25%) 461 (5.3%) M Utinfusion
reaction 35l (3.9%) 23D LTz, FTo, BEOKERFEE (REMEIEGEEE, 2L
B, BOOEIES) | TEEHREREE . URUBEIRIN, WEZE. EIEMIEIAE, MR - BEEK
5 E D PR OB RITFRD B2 h o T, REWERAFBURILIIEE RS (AR RE M
WA E) 2B UEERETRT,

O/ EIIARRER (CA209057 788#%) (N Engl J Med 2015; 373: 1627-39)

HEFEGIIAKIRE 280/287 1] (97.6%). Rt & Fw/LEE 265/268 5] (98.9%) (2388 5
AU, AHNE DRIRBRAEE TERWAEFEFRIT 199287 il (69.3%) (258 bl
FEEBLRD 5% L, FORWERIZTRDO LB THolz,

12



F4 FEHERDP 5% EORMER (CA209057 3ABR)

p—
BRI .
=h.
(%ZEE)EII?A/J ver.17.1) 287 1
T 4 Grade Grade 3-4 Grade 5

2REIEH 199 (69.3) 30 (105) 0
PG WA R

FFR A RE AR T i 19 ( 6.6) 0 0
B IEREE

T 2 (717 2 ( 07) O

TN 34 (11.8) 2 (07) 0

M - 15 ( 52 0 0
— % - 2FREER OGN ORRE

I ) RE 29 (10.1) 1 ( 03 0

9 57 46 (16.0) 3 (100 o0
Rtk L O S

RAHOE 30 (105) 0 0
AR X OV ARk

FAfm 16 ( 5.6) 0 0
FEIE 8 X OV T fRbE

% 9 24 ( 84) 0 0

W5 27 ( 94) 1 ( 03 0

7, MR 10 6] (3.5%) . KMk - B D T 22 6 (7.7%) | ikl (%
T v NUIEREE) 26 1 (9.1%) . IFBEREREDES 15 6] (5.2%) | HRIRBEREREE 27
Bl (9.4%) | BEHEREREE (RME EIERRE) 761 (2.4%) . 6% - #2161 (0.3%)
J O infusion reaction 8 5l (2.8%) 23FRD Hivlz, Fio, BEOLERE (K EREIRIRE
ERE, ZIEALBE, BUOEIESE) | TERAHERE, RIBMEERE. 1 2NRN, FER,
FIEFEAE, S E 9 R KO RITED Divieio o, ARRIVERZEBLR LB
% (RREMRT 25T) 2E0EHEREZRT,

R S b B M O R - R )
DOERILFE M AHAER (ONO-4538-77/CA2099LA 7 5x)

BHEREGIIAAIOH (NIVO/IPI/Chemo) #E 355/358 fil (99.2%) . xiPEEE 341/349 il

(97.7%) 23RO BT, AFIFEH (NIVO/IPI/Chemo) & DREBMEZNGE TERWA
EHEGT 322/358 il (89.9%) IZRRD HiLTo, FEEHLEN 5%LL EOREWERHIZTTRD L0
ThoT-,

F5 EBRY 5% LEOBIEH (ONO-4538-77/CA2099LA RAEBR)
H% (%)

aﬁgjgiéa\iﬁ AFBEA (NIVO/IPI/Chemo) #E
™ 358 14l

(MedDRA/J ver.22.0) 4= Grade Grade 3-4 Grade 5
2REIER 322 (89.9) 159  (444) 1 ( 03)
MEE LY R RfEE

21 80  (22.3) 20 ( 56) O

B rh BRI SE 35 9.8) 22 (61 o0
NGy WA

13



Bi%k (%)

ﬁgjﬁz;ﬁ M ARAIPEH  (NIVO/IPI/Chemo) Ff
" 358 {4
(MedDRA/] ver.22.0) 4 Grade Grade 3-4 Grade 5

FR IR RE T E 217 (75 0 0

B B A RE A T i 52 (14.5) 1 (03 0
B I

5 32 (89 0 0

T 73 (204) 14 ( 39 1 ( 03

TN 94  (26.3) 5 (14 o0

Mg - 47 (13.) 6 (17 o0
—f - AFEED L OREHBAORE

&7 HE 73 (204) 3 ( 08 0

9 57 59  (16.5) 8 ( 22) 0

FEEN 20 ( 5.6) 0 0
7R

TS T I NI URT =T — PN 23 ( 6.4) 3 ( 08 0

77— 18 ( 5.0) 8 (22 0

TANRGXUEET X ) TV AT =7 —EH 19 ( 5.3) 4 (11) o0

Y X —FHN 18 ( 5.0) 13 (. 36) 0
Rt L O EE

BAIE 56  (15.6) 4 (11) o
AR L OV ALk

ESIEiNn 26 ( 7.3) 1 (03 0

i P 18 ( 50) 0 0
MER R, MEREs & OMithm kS

fitiigs% 19 ( 5.3) 5 (14 o0
B4 KOV ARk

it i 32 (89 3 (08 0

Z 9 FEIE 66  (18.4) 3 (08 0

B 64  (17.9) 5 (14 o0

RINTR 3 INGA S 18 ( 5.0) 5 (14 o0

¥, HURIERERET 74 5] (20.7%) . FRRRFET 51 6 (14.2%) . BEAUHRARIE <
F/3F—50 5] (14.0%) . JFHEREREE 48 #1 (13.4%) . KAGZ - /IMEZk - HEED T 26
Bl (7.3%) . BHERERETE 25 (5] (7.0%) . EHEORERETE 21 5] (5.9%) | M MENZE S
19 5 (5.3%) . infusionreaction 17 i (4.7%) . EISHEREREEE 12 5] (3.4%) . (AR
REFETE 7 4511 (2.0%) | CWEFETE 7 651 (2.0%) . T2 6 61 (1.7%) . R 461 (1.1%) &
OFFIRIMAR FEARIE 1 1 (0.3%) 2338 iz, iz, EIEMHEGE, Lk, Hk, 1
TUERIE ., FFARA, BLHEARE R, IMoe - BB, BB MMKIEE ., MERE BIEMmRE,
fEEZ, 5 &I IS BEE M & OMEFLIZER D e o 7o, REIWERFBLIR DL RS E
% (FRRMREMERT EZET) 280EHERERT,

QE B[ MAHRBR  (ONO-4538-27/CA209227 #kbR)

(AHIE A Y L~T LOOHZEE)

HEFELGIIAKIGEH (NIVO/IPI) # 568/576 5] (98.6%) . *IHWAHE 554/570 41 (97.2%)
RO bivTe, AFOEH (NIVO/IPD) & ORFEEIRMNEGE T E WA EFHRIL 442/576
Bl (76.7%) (2D BTz, BHEN 5% EORIERIZITEO LB ThoT-,
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#6 FHRMNS%ULOBIER (ONO-4538-27/CA209227 3REX Part 1a & U 1b)

. ; BilE (%)
EEE%”T s AFIOFA (NIVO/IPI)

AR 576 151

(MedDRA/J ver.22.0) 4= Grade Grade 3-4 Grade 5

2REIEH 442  (76.7) 189  (328) 1 ( 0.2
alaRA s

PR IR RE TUEE 48  ( 8.3) 0 0

PR IR REAR T 72 (125) 2 (03 0
B I

T 98 (17.0) 10 (17 0

L 57 ( 9.9 3 ( 05 0
—f - EFEED L OREMAORE

)9 59  (10.2) 8 (14 0

9 57 83  (14.4) 0 (17 0

FEEL 43  ( 75) 2 (03 0
7R

TI=rT ) NI AT =T — B 52 ( 9.0) 19 (33 0

77— 36 ( 6.3) 17 (. 30) 0

TANRTXUBT ) N T AT =7 —8HN 56 ( 9.7) 18 (31 0

Y X —EHN 43 ( 75) 23 ( 40) O
Rt L O EE

AR 76 (13.2) 4 (07 0
AR L OV ARk

B iR 29 (5.0 4 (07 0
MR ER, MEhds K OMthm e

fiilig 2& 41 ( 7.1) 16 (28 0
FeIG s X O TRk

B I iz s 31 ( 54 1 (02 0

% O FEIE 82 (142 3 (05 0

B 98  (17.0) 9 (18 0

iR INIRZY NG 39 ( 6.8) 9 ( 18 0

7%, HURMHEREFRE T 115 1] (20.0%) . TRERERS 91 1] (15.8%) . FhiklEE 51 1
(8.9%) . EMEMIZRE 50 B (8.7%) . BRAUMALARIE/ X A/ F—38 5 (6.6%) . HJE
DR JEREE 27 B (4.7%) . KIGK - /MGK - HEO T 25 41 (4.3%) | BHERERE 25
5 (4.3%) . infusionreaction 23 5] (4.0%) . TIEAHERERET 19 ] (3.3%) . EIFEHEGE
fRd 19 il (3.3%) . APk 13 ] (2.3%) . LoMidlsss 9 5] (1.6%) . Mk 6 5l (1.0%) .
1 FOBERIE 4 51 (0.7%) . S E MR 2 5] (0.3%) | sz 14 (0.2%) . ik 1 fi
(0.2%) . Mikd - Bl ZE 1451 (0.2%) M OVWRARMARZERSE 161 (0.2%) 23388 bz,
Fo, EIEMEE, IFAS, B LIRS 8, HER MKMEE, MERERIEGRE, i,
JEESE HH i M OSEFLIZRER 8O B AL7R Do 7o REIMEHAR BRI SRS (BRR A E R
EEL) EEUDEINERE AT,

(KA & 7 Z FF 8K 2 Gl E & OO S (PD-L1 %8BI 1% 0 BEEH]))
BEREGIIAFIGH (NIVO/Chemo) B 172/172 511 (100%) . >t FREE 174/183 1] (95.1%)
ZFRD BT AP (NIVO/Chemo) & ORI EBIHR A EE TE 2 WAFEFRIL 159/172

5l (92.4%) (Z3B® BTz, RN 5% EORIERIZT TRO LBV THHo T2,

15



#F8 FEHRN 5% EDEIER (ON0-4538-27/CA209227 3Bk Part 1b)

Bi%k (%)

LR PAS <
Eﬁgjgiﬂ H AAIBEA (NIVO/Chemo) T
. 172 fl
(MedDRA/] ver.22.0) 4 Grade Grade 3-4 Grade 5
2EIEA 159  (92.4) 96 (558) 0
MKk LY > REE
2 ifi. 70 (40.7) 30 (174) 0
I BRI IE 41 (23.8) 23 (134) 0
IR E 17 ( 99 7 ( 41) o0
B I
5 38 (221) 0 0
T 17 (99 2 (12 o0
L 67  (39.0) 4 (23 0
O 14 (81 1 ( 08 0
Mg - 26 (15.1) 4 (23 0
—f - FEED L ORGHAORE
I e 18 (10.5) 1 ( 06 0
9 57 43 (25.0) 8 (47 0
R 9 ( 52 0 0
FERRE D S E 10 ( 58) 0 0
A P I 9 ( 5.2 0 0
FEEL 12 ( 70) 1 (06 0
HRPR IR A
TI=2rT ) NI AT =T — B 16 ( 93) 5 (29 0
7 7—EH 11 ( 6.4) 4 (23 0
TANRTXUBT ) N T AT =7 —8HN 10 ( 58) 1 (06 0
M7 V7 5= 8N 12 ( 7.0) 1 (06 0
A ER B 27 (15.7) 17 (99 o0
M MRS 21 (12.2) 11 (64 0
3 1 BR AR 15 ( 87) 9 (52 0
R L O REE
AR 39 (227) 4 (23 0
FEE 3 KOV P ARRE
Z D FEAE 15 ( 87) 0 0
5 26 (15.1) 1 ( 08 0

¥, PRRRREE 26 1] (15.1%) . BT RMARIE/ X A TF—22 ] (12.8%) . JTFHRE
b 20 4] (12.2%) . HURBRFERERSEE 16 61 (9.3%) . BEHAEREE 14 41 (8.1%) . [H]
BEVERE R 8 B (4.7%) . RIBE - /MK - EEO THIS B (2.9%) . LHEbEE 5 4
(2.9%) . infusion reaction 4 {5 (2.3%) . EEOZJEREE 2 F] (1.2%) . L% 15
(0.6%) . f7c 161 (0.6%) . 1ZUBEGRSS 1651 (0.6%) . AFZ5 161 (0.6%) . FIEHS
RERESE 16 (0.6%) M OBRARMARZERAE 1 6] (0.6%) MiRH LT, Fo, EIEM R
TE, A4, B EPERRAE A, TEAERRRETE, MK - BB, EE2MRMEE, M
ERERIEMERE, AhkZ. BER. S E MR, MBI VEFLITERD bivzn o7z, &
RIERZRBURILIIBE RS (RIRMAEMERT 2 50) 23 0EERERT,
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[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 b— a3 02k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR EN S Sz, ZOf
R AHI 240 mg K G LTZBROREEEIL. AH) 3 mgkg 45 LIZBROBREE & & i
LTREZRT ETHENTZb DD, ARNBFICBO CARER RIS TV D H
- & (10mgkg % 2 B CRE) CAKIZ G UIzBEOugE & & ik L CEfE
oy LRSI (FR) AT BEOBEICE T 27 — #2125 E | A4 3 mg/kg
(REE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBREE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% BSOSV TREIT DAL AE R,
FROAE - HEOM THEMER QL SMEICAME 2 2R3 E PRl Sz, £,
NIRRT BT IZ BT 2T — XD M LR BE UG ET VEFIH LT, AAl 3
mg/kg (2 EFFEIECHG) . 240 mg (2 B CTHE) Xix 360 mg (3 ¥ HE T
H) LA A~7 1 mgke (6 BREIMMTERYS) 208 LIcBROZ2MEZE Lo
K. FROME - HEOR CREM TR ER TRV ETRIESNTZ,

R FAADOEYBE T A —F

- Crnax Chnind14 Cavgdl4 Cimax.ss Cmin.ss Cavess
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)

3 meke Q2W <35~52§ '7608) (10.17?'264.5) (17.21‘,"333.9) (75.1)1,3171) (27.612,'107) (42.717,'?27)

240 me Q2W 61.712,?03) (15~22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)

10 me/kg Q2W (14;,9;19) (51.621'739.2) (79.9(;),'?14) (33?,9232) (18421,1 ;13) (23;7286)

FRAE (5%, 95%4%)  Q2W = 2B P, Comax @ HIEIHE-£2 O f i ML HHEEE . Crinara : FI[EIF 5214
H BIZIT 2 RRIIE P IRE ., Cavears : HIEIHRE%14H0 B £ TOFHMIEFIRE, Cmaxss © EFIREBIZIS
T D MIE TR, Cuminss 1 EHARIBIZIS T 2 BARMIETIRIE, Cavess + EHAIRIBIZIS T 2 MLIE T
TR

T, ARNOREMEDBEET L EFIH LTI 2 b— 3 280 | AAI 480 mg
% 4 BB CE G SUIBEARE O Mk - &S TG U72BRO AR O i iE i EE 23 et
Shiz, TORER., KAl 480 mg %z 4 HFEMN CHE G LIZBEOEFIREBIZB T 5 E¥im
TETPIRE (LLTF. [Cagss) &9, ) 1&, AHAI 240mg % 2 M8 ] TG L 72BRD Cavgss
EHFRT L TS (FR) . £70. A 480 mg % 4 BHHEFRE TR LICEREOE
ARSI Dl mMIEIRE (LLF. [Craxss) &9, ) 1E, AHKI 240 mg % 2 fH]
kA THEE LT2BRD Craxss & LI L TEMEZ R T & TlISHZ b OO, HARNBREICE
WTARMENHER SN TV D M - FE (10mglkg % 2 BRI TG TAA 25
L72BED Craxss & HHZ L CTIRMEZ "3 & TRl (FFR) . M T, #Eo@EiEIzs
J o7 —2ICHESE AHI3mglkg ((KHE) F721%240mg % 2 M, & L < TARH
480 mg % 4 S CT& G LB AR OBRE R & A0 ST Ze a0k & o B & gt
T HRBEOGE T VORI, YL O W TRMM bR, ERRo Mk -
B DRI CHIMER V22V 2RIV & Tl S 7z,
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K10 ARORYEE T A —F

M - R Cmax Chmind28 Cavgd28 Cumax,ss Cmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
S meke Q2W (352 '760-8) <16-257§0-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)
240 me Q2W (51-712’203) <23-33?'539-0) (30.‘5'670.9) (102,5354) (41?57,'21;58) (62.11(,)9187)
480 mg QAW (103207) (15.25?17.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)
10 mg/kg Q2W (142,9322) (86.959,.?32) (101,1 ?48) (32;,9225) (18421,1 203) (232,7277)

R (5%, 95%5) . Q2W : 2 EMIMIFGE. QAW : 4 B HIRING. Cumax @ PIEIHE 544 0 focims L7 R L
Crinzs : FIEI$¢ 5% 28 A HIZI61T 2 FARIMIE TR, Cavgaes : HIEI#5-1% 28 H H £ T Mg i

FE. Cmaxss : EHFIRIBICI T D Bm MIEFIREE, Cminss 1 EFIREBICIS T D BARMIFEHIREE . Cavgss : E TR
HBIZ 51T 2 24 I3 v e B
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4. FEFRIZOWVWT

AFN OB G- W 72 BE &2 - e L. AF o512 ctbi’é%ff TEFRZRB LT
BRIZKHET 2 Z ERMER D, LFOO~Q@DFT X T &z skl THEHAT
RXTH5DH,

O MEFRITHOWVT

@1 TR (1) ~ (5) OWTINICHEYTIMETHDL Z &,

(1) EATHREDIEET 203 A Fa LS RS (BE N RS A2 R HE LS IR B |
HUE 23 A RSB SRE, HUSY AR RIRBE 7R &)

(2) FrEtEREIRPT

(3) FBENFRANFNHTE T 203 U FEEERET (D5 AR EHEE EIRPT, 23 A2
WIEBE, 3 AR EEHERE T e &)

(4) S RACERIEE A2 3 E L, ASRILSFRIEINE 1 AT HRIEINE 2 Ok FEvE
R D 21T - TV D ik

(5) BHUIMERE A AL & BN O it 3% FEHE L2 AR B Jim 24T > TV D fiEs%

O-2  fifieE DAL FHRIE K ORI E R FE S O XIS A-43 72 Fnidk & B8R 2 R EAT (FRO
WFRNIREE T DIERM) 25, SR ORANE T 2R ORMEA L L TRES
TWnWsZ &,

*

o [ERIRFFISER 2 FOPWHEZE T L72iRIC 5 FLLEO D ATBIROERIRIHE &2
ToTWHZ &, 26, 28U LT NARYREL L LEERRIESZOIHME %2
ToTWHZ &,

o [RATRFFEUSE 2 FOPMBHEZE T LIZRRIC 4 4L EOBKRRBREZA L T D
Z&o 26 IFLLRIE Wik DD A SR 2 S T MR - O B RAHE 217 -
TN5Z L,

@ BENDOEEKAFREHOKHIZOWNT

P 3RS I RE BLUCE T T A BT DR E S, SRR EN S OFRE D, ﬁxJJ PE « %2
DI ROE IR OERS ST 5 Rt A FFR0RE LG GoWE
¥, FERESLIATON LRGN ESTWND Z Lk,
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® BUER~DORIGICDONT
®-1 fEs B4 % B

BV PERTR B O B R BIE AT L72BRIC, 24 FERIEIERIRHI O T, 2%k X
(TE R I N T B L2 AERICIS U CABREEL L O CT O FIER ORI &
FILREOFRERIY B D, EHICHISATRER AR A > T2 Z &,

@-2 ERWFEIC L 5FEESINICET 22 N

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

@-3 BIfERH OZErOx B LT

BIVEA (MEMEMZEEIIN 2, BEAEDRE, Odk., Tk, BT RAREE., KK,
NS, EEDO TR, 1 ANERIE, BUEM . HFARA, HHEREREE . JFK. Bi{brEnE
K. FAIRIAEEERE S . T RMAMEREREE, mhiklEE, BEE, RIEEE, Wk, BEEOKL
JE R, FFRIMARZEFRAE, infusion reaction, HEFE7f Mk, MERE RIEMERE, FEk%.
Bede. WEEORPERON ., IR M, CIEEES (L EME) - 2RI - D ESEMEEISMGHES) |
PSS HA L, JBEFLEE) (O U C. Ykt X I3ar e B 0 B ME 2 f 3 5 =il & i
L (RHWERHOZECRSICE L THRELR O REZ T N &MchHH 2 &), BEHIC
WE) 7R ALE D T E DARF NS> TNDH 2 &,

i
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5. REMBRLLRDBE
(20 BI 4 5 4 H]
O AHOBMB LI TRROBE TN THMMERBRES N TV S,

75 FF Wk G CEREIE A AT B SRR AR IIB 1/ IV UL B R O
L

75 F SRk G CEREIE A 4TS B SRR AR IIB 91/ IV I S FE R 3
RV LR

7235, R E LR CEGFRIEE 728 B X UTALKR A & AS T- B R 1T BV T,
JFHI L L TEGFRF 1 % ¥ v % 7 — B IEA UFALK T 1 % o o % F— L IEH 0
BRI 26T 5183,

@  AFN O OFUEMENESA] & O GIE T RO EBE BN THRMEI VRS TV D,

A Y AT ROT 7 F K EGTfb s R ERE  IVARTZF
ORI U ExXRN, ERELEE : VR TTF o I AT TF 2 RO
A MLFxtER) EOPFHEE ALFRIERE DV EGFR s 14 Bzt kO
ALK fl 585 7RO UIBRAEE 2 HETT - PRI O FE/INHI R A AR
A L~T L OUHES ALFIRIER O 720 EGFR & 128 B ME & O ALK
fl & BR T REMEOUIBRARE 2 AT - I8 D IE IR s AR
77 FFEF EETEEE R ERE VR T T F I AT T TF
BT LB FERYLRE  DVRTTF o UNIT AT T F o AR A
RSt R) EOPFRBS  ALFRIERD 220 PD-L1 R BLE*DY 1%A0H 2>
EGFR &5 128 B2 e O ALK F &85 TR E O UIBR AR/ HETT « T3 DIE/
IR fr g S

K ARFIOZWEK L LT, BR5E4 : PD-L1IHC 28-8 pharmDx [# =t | NA&AFR SN TV 5,

@  FRLIZEZ M9 S IR IR A 3 D AAN D G K O 5 IEIC VDT
KA DENENHESL SN TBE ST, AFORGHR L 2L,

R PR A B IE RS 3 2 A OO BUMUEL G- Ko O D HLENE RIS & O fF & 5
AL BREIE D 22 BFE (TR 2 AF o B 5-
Q@ TAAIDAH INED R EFL TR OFUEMEIEE I & o fF H & 5-

@ AbFFERED 72N EIBRRREZR DT - IR OIF NI EE IZB N T, A1) A
7L OO T D RARMEICREN 0 EB X DN BFEITB O TX, AAlE
AV LT LOHEGEZRTNETHD, £, AV AT RRTT7FF
R 2 Gt BRE (RELERE  hVRTIF o ROvs ) 2%k, HERFLE
g INVRT TF NIV AT T F U RORA N Xt R) EoffA&EGICx
DEBMICRIENR 2N EEZ ONDBEEICRBOTL, AR LAY AT KO T T
T HE 2 ST bR & OG-, PD-L1 IR 1%KRN>1A U A<
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(X D REMEICRERH D B X LNDHEBEITRBN T, Afl L 77 F 78K %
BrbRE REERE : IVRT TF oIV AT TF R RT A H B
HRELRE  IVRTTF U XUNIV AT TF RO A R LXE R) L OfFH#
HAHERTDHILENTED, B, AROEGICHIZ-> Tk, iR IA KT
v (BARNESRASR SRy

©® figEZEIA R7 4> (AARMETSR/) 1238 T, ECOG Performance Status 0~ 1
2 75 UL E D R ERfE. X% ECOG Performance Status 2 2 O B#& TIL, 56
3HARFUES (MEX v %) OFFRGMHEEIN T, 77 F T/ oM
FHELEEE 1 TR W=D S e Wr— AR 5, Z DG4, ALFRIEREZ AT 5Y)
PRABEZRHEST « R OIE/ N EBE B\, 77 FFRAIORHEEN R &
&5 3 ARG AI A COWREE L AT 2 BF B O TR, AR O Fm 5 %25 fE
TE 5,

© 7T FFERAEETAFRIERE 2GS 2 UBRRRE R AT - T3 O/ Nt R
(2569 2 A O BB G-I 3y sh B AR SR (CA20901 7380k & TRCA209057385R) (2
BWT, RFERELOER Y LEEONWTNOBEICTBNTS R X I LEEC
X U CEBIMERRGES TS, 7272 L, R LR O B3 Tk, PD-LIZEELHEIC
KO HNEDHEMR R D Z ENRBINDERBELNTND Z &b, FERFE
RO BEIZIB O TIIPD-LIFR B & Gl L7 L CARFI OG- /[ G Ol 47 5
TEMNEFE L,

*  PD-L1 ZELEN 1% A CTh D Z & AR S VIR F LROE BE 2BV T,
JFHIL, FE & X3 vVEORBIDIN OB ISR O b2 k4 5,

e RATRrIUXAVT (Blafl#iz) Oz =4 2ZWEE (Mke4 : PD-L1IHC
22C3pharmDx 4 =] ) 2LV PD-L1 HRZ MR LI IERI LR o B

V2T, MR A RTA 2 (AARIEEEER) (TBWT, KT A N85 T AR AR
(DECOG Performance Status 0~1 2 T 75 # 2L FO R FRFE. XIZ@ECOG Performance Status 2 52 o g
FTEL 3 HAPUEA (FeEX X% OBAIRENHERIN TR, 20X )5 2EE T, Bl
RIS T A RAEMICER D 5 LB HD,

(2 ECOG o Performance Status (PS)

Score | EF

0 | &<MERIEETE 5, AT &[R U HEAERNHIRZ <ATZX D,

PIEBNZIE LWEENIHIR S 525, BTHRE T, AR > TOERIITO Z &N TE D,

Ul moss, wseg

BATHRRECTH Y OH ORI O Z L3 T X THEEEMMEEIL TE 20, BHO 50%LL Ly RT3,

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

AL

ELENT RV, BAOHFOEY OZ L3 TERY, BEICy R+l Id,

(E3) =72 U, o BEMEER OB 51 W T, 2R, EERHICHYT 5 2 Lo, B LR S 72
DEWEHORBOBZ NN 0 5%, [EFIY LAY LAl Sn-8% GIRSIR) I2oW Tz oY
TIE72u,
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Th o T, AFIOZWEE (564 : PD-L1 IHC 28-8 pharmDx 4 =] ) |
BRENHNERSGEI i LA o 3Tk %ﬁ%uﬁﬁ®%5®7€%ﬁﬁf%
Do
SCHRSE)
Marianne J. Ratcliffe et al. Clin Cancer Res. 2017; 23: 3585-91
Ming S. Tsao et al. : J Thorac. Oncol. 2018; 13: 1302-11

(2t B+ 2 5]

© FE ﬁﬁé?‘é%%‘ IOWVWTITIARFOEGNEETE SNTNWDLZ b, &5 51T
Dipnz b
o ARANIORST R LISBUE DB ERED & 2 B

@ JEFEATOFMIZIB N T FRRICES T 2 BT IO 0 TL, AR O G ITHERE S e
B, MLOTEFRIULD 22 WIGEICIRY | HEICAHZHENT 5L 2ZETE D,
. %E@%%%@Aﬁﬂi%&@%é$%
o JRoE I AR A TRV R 2 58 6D D B M ONE BN O JUH T i 2 <0l Yt il 2%
%@%K*ﬁ%%ﬁﬂ&%hé%ﬁ
o HORERBOAD, UHEMERZE L < IEZFERMEO B i i B OB TR D
b5 BE
o EESBAEE (&R A 5 Te) Db HERE
o OB IBEE AT L B
e ECOG Performance Status 3-4 "V D4
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6. BEZELTHEETREFIH

O WWASCEFEITM A, MERTEER DRI 2 RS 1T -5 & ARF O Fei: J ONiE 1
B O DI B R EZ B L ChBRTZ L,

@ TREBIBIZIESE D BE T F OFBECAH R OERIEZ i L, FE 425
ThoEGTHZ L,

@ 7T F T AL ETCFRIER AT 2R LREIZB VT, PD-L1 BEHEL
fEs8 L7z ECARKIO B 5 O AR 2 k425 Z & 3 E LS, PD-L1 FEELEHR
MR CTE 72 WGEICIX, AR OEHAOEG 2@l Ls ECET5Z &,

@ EREWERHO~FX Y AL MZOWT

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

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

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

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

1 BUBE IR (BIE | BUBEIR S 2 2 de) b bbdv, BERPIMES F 7o R— X
ICEBDZENHLHDOT, Alg, HEl, EHFEOREROBHRCMAEED L2
SEETSHZ &, 1V BEERBFN DN -G ICITEGEZRIEL, AR ) H
FOFGFEDHE) R EZITH Z &,

BIEATIE, P4, ITHEREREE . TR, B{LMRE RPN H LoD Z &R dH D
DT, EHWIIITERERE LTV, BEOREEZ H3ICBET52 &,

24



® AAOERABRIZB N T, LLTFTDOX A 2 T TEYIMEOFHME 217> T2 £ &5
B, ARFIB G R EMMICEERAE TR OMEEREITH 2 Ly

ONO-4538-05 #AB5R & U ONO-4538-06 7kBk : 6 MM = &

CA209017 35 & O CA209057 3Bk : i H5-BALA 0 9 H, Z0%, EREND
1 FERT 6 W Z &, ENLBRIE 12 HH Z &

ONO-4538-77/CA2099LA 5% & Y ONO-4538-27/CA209227 5Bk : Be5-BAtA D> B
VEEMIZ 6 R Z & 2R LIBRIE 12 Bl Z &
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(1 3) hllHE
Hm, EEKRS. RK LRSS 2 5B ER O E

< REZXBARBR LD BE>
HEE R E G O b 5 B
BEYIEZ A DFL TV B BHE

WEE A URYYE Dbl 5 B

i SRR B BUE OREEIE D & 5 B3
I SUTIEYR LTV B TR O & 5 BB

< R FRAPEERS ERDEE>
BHEIE OB 5 BE

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

BREED & 5 BE

HEO B 5 BE

IR 5 AIREME D & 2 FBHE

< KEeHXRALOEKZREIER>

B BEHH

vavJiER T T T4 TF—

PO, PARA, ITFREREREE

AR A

VBT 2, I HRAEE

A4

FEFEME M N EEEDEBRE (DIC)

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

{ LR

SR R AR A T (B A

SRR

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

DFEZE, FRAR AR ZEARE

JEYLIE

PR VE O RE G 53 WEBRE (SIADH)
HERAONREORER, MAE R, RMAHRES . WE OB S O R MM EB)[EE . Radiation
Recall 5
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KEEHEETA FTAL4 v
=R N~T (Blor#x)

(BR5E4 « A7V —AREFE 20 mg, 7P —RRHFEE 100 mg, 7P —
RETRERE 120 mg, &7V — R ETHH#HE 240 mg)

~ B RAE~

ERR2 9FE2A (241 1 AKET)
BE A



ER/N

1. 1IZUHIC P2
2. AANOFE. (FRET P3
3. BRI P4
4. JFRIZHOWT P20
5. H&EGXR LM DEE P22
6. WHIZEEL THETNEFHH P24



1. IILBIZ

IS OGN < REMEDHEROT- DI, WA STEZEITE SVl E el 23R D
bbd, 52, IEOREFIFOMEARNC L0 | FUREIR S 72 & O H) 72 B /e Rk
FPEIRBDARIND T T, 2O OERGNZ EICHNERBFITRMLT 5 2 L BBED
AR & o TR Y RIFMBGER & SO IR T #2016 (Frk 28 A2 6 A 2 HEERE)
IZBWThH, FHERLEOHHORBEHEEZXS Z LS TWn5,

AR AR E SR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENDD, DD, HEROLZEMEICBET HERNH0ERET 5 £ TORM,
WMELEIL O BE LR ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
RNV LTI B et & & D 2 & DNARE 72— 18 O B & i 7= 3 R R B <
THZEREETHD,

L7eRoT, KA KT A4 TiE, BB ZNE TITHE LN TV A EFEIEH -
BHER LR EED & | LU O E IR O it 708 FH 2 HEHE 3 2 8LA0 b B2 B B %
F RO EFREERT,

I, ARITA KT A %, MSIATEBOE NESE SRR S, A E AR AR
BRI s . — B N B ARERIRN B E S L A FE N B AR &R 72 O /)
Db EAER LT,

RGe L I HEIRS, - A T VR ERE 20 mg, A7 U — R SEETE 100mg, 4

— RS 120 mg, A7 Y — RSN 240 mg (— %4 - =
A~ 7 (Bis1HE#Z))

KB ERDBETHF - kR E

MEERDABEROHE - B, A=A~ (B z) & LT, 18] 240mg
Z 2 RS 1 (0] 480 mg & 4 BN CARMEET 5, 7=
72U, EMERANEICIT AR ML DG E T, E X 12
TABETET S,
RIGUIBRAGE R EME R AEICR LA BV A~T (s T-Hiff
z) LOFHT 25, @, RACIE=Rr~7 GERIE R
%) & LT, 1[F 80mg % 3 MG T 4 [BLEMHEFET 5, 2D
%, =R ~7 (BinFfH#z) & LT, 118240 mg % 2 #HfH
IR S 1 [5] 480 mg % 4 FE RN T EEd 5,

f¥E IR 5E 3 F NP TSR
(%)

L B I | OB 5 v — R A SRR S0 mg (— %4 A B A~ T GBI R )

DIHEE TR, FER O &

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

Ak & VA & EE, A ) A~7 GEE ) & LTI1E 3 mgke
(RE) % 3 EREIMRET 4 BRHEHET 5, 72, oOHTEMEEE
FEGAT AT, =R v~ (B riz) LRI Z L,




2. AARN DR, 1EREF

I 7 — R IR EE 20 mg, [FATEERE 100 mg,  FLAEETE 120 mg K OV A §RE
240 mg (—f%4 - =R~ GEBE ). LT, TARK) Evd,) 1, /NS
TEMASLEAF Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BA7 L7t K PD-1 (Programmed cell death-1) (Z%}9 % & Nl 1gG4 & / 7 v —F )Lk
Th b,

PD-1 1%, &M L L72Y 38k (T A, B ML N F 2 T % 7 —T fifn) KOV
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUZHIET 2% 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v i LT U v SERoiEAIREE
BIZFREI L CTWd, PD-1 U H v RIFHUREE RSB B b Ok & 72 IR 7B
LTHY, EMEREAELE )OI L EGHEMEICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIRN & 5 2 & 3G ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE AR CIRARRE T N EE T DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHFE SN, B8 L EEREICIS T 5 PD-L1 ORI & itk D
ALEHIR & ORI EDOFBARRN 5 & OHE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS BHME T Mo Hifa &
TIPS S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERE&IE, 23
AR TURRF A 72 T ML OWEBEEZ BT 58 FD—> L LTEX LT
Do

AFNT, FEHEBR OFE LD S PD-1 DM EIR (PD-1 U > RG-S HEI) ITHEG L.
PD-1 & PD-1 U Y REDEEEET DI LICL Y, DAFURERRNZ T Mok
PEAL R O AABRRNZ k9~ 2 MRS IS M 2 #9587 5 2 & CRefei e ptiigsh R 4~ 9
ZEDER SN TN D,

ARFIOYEFIEIFIC 35 < DS RUSIC & 5 RIER %03 B b, TR SIS LI
B RN B Do AAIOB G PR OB EHRITIT, BEOBEE TYITO, BESR
D BTG AITIE, FB L HGUTIE U B 2 ik & B8R & FE o R Al & L Col
BN 72 BEBZB T 24T\ IBEE OERSIC L ARIEA RSN A AT, BIREE AL
L H O 55O YR IE 54T 5 LER D B,



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

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

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

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

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

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

QUM BIFHABR (CA209066 #BR)

v-raf ~ 7 AAEY 4 VA BIE T EMAERZ Bl (BLF, [BRAF] £\ 9,) V600
2B 7 MBS VE AR IR R O RIG UIBR A GE 72 T/ IV ) S/ 58 O BB v SR Il R s

(ECOG Performance Status 0 &2 T 1) 418 5l (AAI#E 210 i, DTIC #f 208 f5i]) % *F51T,
DTIC Z xR E U TAH 3 mg/kg % 2 HFFIR CREFHE L7 & & O R OVZ e
et Lo, EEFHMEEE Ch o 2EFHME (LT, ToS) &vwiH,) (hifE [95%fF
FEX M) OSSR T, AFIFEX NE® [NE~NE] % H. DTIC #£C 10.84 [9.33~
12.09] 7 ATHY . AHIL DTIC 1Tt LIFHPRICABERIER 27~ Lz (AF— R
0.42 [99.79%ZHEIX [ : 0.25~0.73]. p<0.0001 [J&H log-rank #E]. 2014 4E 6 H 24 H
T—FHy A7),

* HEEREE (UUF, D)



—A— FHIF
O HHIINT LB

0 3 6 9 12 15 18

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

X1 OS ® Kaplan-Meier B (CA209066 3R5%)

@YEA TR RER (CA209037 #kER) 2

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

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



GENE TR (ONO-4538-17 k)

LS IERIBE OARIRYIBR A HE 72 WL/ IV I SO %6 o B B 55 (ECOG
Performance Status 0 2 TN 1) 30 Bl & xt4c, AFlEA U A~T20H (LLF, TARKA
+AEVAST ] End,) BE L, FERFHMEEE Th 528%% (RECIST A K7
A > L1 RRIZHES < PRl ELIZ KX D CR XX PR) 13 33.3% (95%(5 #E X [ 1 17.3~52.8%)

Thol-, B, FANIRE LML 23.8%Th-o7=,
*: RH| 1mglkg (KE) &4 BV A~7 3mglkg ((RE) % [F B2 3 @M RHIE T 4 ELSREEHE LK.
AH| 3mglkg (REE) % 2 RIS CadmiE L7, OFARBGRICR W TIE, AR & RN EE L,
A B A= TIEAFOBREE TG 30 5Ll EoBEZ B\ CERS 2Bk LTz,

©ugsh AR ER (CA209067 #XER)

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

ME]l., 20164E8 H 1 BT —H v A7),
*: KK 1mglkg ((KE) &4 EY A~ 7 3mglkg (UKE) %R H(C 3 RN T 4 [BLSHEHE L%,
AH| 3 mglkg (KE) % 2 WRIRRE CARMBE Lz, JFHRESRICREO T, AR Z2 RIS
L. A BV L= TIIAFOEELR T 26 30 5L EOMBEZ BV TR 52846 LT,

1.0 f
0.9
0.8
0.7
0.6
0.5

BRHF

0.4 K KE+AEYLTTR
0.3 A REIE
0.2 O AEYLTTE

0.1 * ARUO : {TH1Y
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk3 £EHM (B)
FA+AMEYLTTEE 314 292 265 247 226 221 209 200 198 192 170 49
AFEH 316 292 265 244 230 213 201 191 181 175 157 55

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




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

(PD-L1 FEBLIRBLR DA 2 Mo OV 424)

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

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

PD-L1REBRE1 %K PD-L1EHE1%LLE

HRHE

1.0 \‘{ 10
09 i 09
=\, g
0.8 L“\\u\ - :
s 0.8 \ o st
07 T 07 o ' -
-~ . > \\
06 h\x\:H-\ — s, & 0.6 ‘\
05 - W""'—“ # 05 Tl e
™ *x o Sy
e e s ; e
041 e EM+AEULTTR Vi 04 e HAl+qEynTTR C
8 -
031 A xmE e 031 A Hwmp o
0.2 O AEYLTTH 021 -© AEULTTH
0.1 *  ARUO : §TH1Y 0.1 *, ARUO : 1914
00 00 T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 [¢] 12 15 18 21 24 27 30 33 36 39
at risk & EHmm (A) at risk# EFHM (A
FM+AEYLTTB® 123 113 102 91 82 82 79 74 74 72 66 18 4 0 FF+AEYLTTH 155 144 132 127 116 112 105 102 101 99 8 27 3 0O
B 117 103 86 76 73 65 62 59 57 55 50 16 2 0 AAB 171 165 158 148 139 131 122 117 112 109 98 36 1 0
AEYLTIB 13 96 8 79 71 61 57 50 44 43 32 10 1 0 AEYLTIE 164 155 138 126 115 102 89 83 77 74 64 21 2 0O

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



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

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

[NE~NE] # A, A U A~T7HETNE [1656~NE] A THY ., AFNIA Y L~T
3 LR HPRIC A B IER 2R LTe (Y — REE 0.65 [97.56% 5 #EX[# : 0.51~0.83] |
p<0.0001 [J&5H! log-rank #iE]. 2017 4£6 A 12 A5 —% v b4 7) |

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

1.0 {=

0.9 —A— KFHIFH
L S AEVYLTTE

0.8

0.7

0.6

0.5

0.41

# Bt Hr di¢ 38 R

0.3

0.21

0.11

0.01

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

0 3 6 9 12 15 18 21 24 27

at risk#k EBEZFAFEAR(BA)
AF|EE 453 399 353 332 311 291 249 71 5 0
AEV)LTTE 453 364 314 269 252 225 184 56 2 0

4 EERELEBEHF O Kaplan-Meier Bt (ONO-4538-21/CA209238 3ER)



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

1 BBED 5% EORIER (ONO-4538-02 BUR)

PN S B (%)
FEARGE 35 Bl
(MedDRA/J ver.16.0) 4 Grade Grade 3-4 Grade 5
AEIER 30 (85.7) 9 (25.7) 0
Ao WA
FODR IR FE RS T E 5 (14.3) 0 0
H Ik
T 4 (11.4) 1 (2.9) 0
L 2 (5.7) 1 (2.9) 0
REES 2 (5.7) 0 0
—i% - BEEER L O GERAOIREE
57 5 (14.3) 0 0
& 2 (5.7) 0 0
FEEN 3 (8.6) 0 0
SR R P
fhEE 2 (5.7) 2 (5.7) 0
NN
ALT ¥ 4 (11.4) 1 (2.9) 0
AST H#80 5 (14.3) 2 (5.7) 0
A7 /L7 2 R 2 (5.7) 0 0
A CK #4hn 5 (14.3) 3 (8.6) 0
7 V7 F =800 2 (5.7) 0 0
fHr > Ko RN 2 (5.7) 0 0
1A LDH #4710 5 (14.3) 1 (2.9) 0
1A TSH > 3 (8.6) 0 0
ifi 7 TSH $50 7 (20.0) 0 0
CRP #4/10 5 (14.3) 1 (2.9) 0
I EREREE N 4 (11.4) 0 0
y-GTP #4/0 4 (11.4) 4 (11.4) 0
JRA TR o B 2 (5.7) 0 0
~EZ B LR 3 (8.6) 1 (2.9 0
U 2 RERER D 5 (14.3) 1 (2.9) 0
I ER B 2 (57) 1 (2.9) 0
fi R fafn AR T 2 (5.7) 0 0
i INER F ik 2 (5.7) 1 (2.9 0
R I ER Bk 2 (5.7) 1 (2.9 0
M ifn BER %Rk 6 (17.1) 0 0
WEdfE T3 H50 2 (5.7) 0 0
SWERE T3 P 8 (22.9) 0 0
SWERSE T4 WD 6 (17.1) 0 0
SHERfE T4 H30 2 (5.7) 0 0
U U~ FR--H 3 (8.6) 0 0
M ALP #4010 5 (14.3) 1 (2.9) 0
HUHIR RGBS 3 (8.6) 0 0
HAE~ — A —HEhn 2 (5.7) 0 0
HUZHUREE N 2 (5.7) 0 0
VR A S N = e G ) | 4 (11.4) 0 0
ifi. /R CK 8 2 (5.7) 0 0
BRI L O ARk E
RE 2 (5.7) 0 0
TR R IR
W P 2 (5.7) 0 0
K= 2 —m XF— 2 (5.7) 0 0



BRI B (%)

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

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

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

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

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

B RIRS R Bk (%)

FAGE 24 131

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

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

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

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

& 4 (16.7) 0 0
AR AR A

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

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

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

H Bt 5 (20.8) 0 0

9 PR 5 (20.8) 0 0

I NITRZ YN S 2 (8.3) 0 0

B, Rk - HEO TR 241 (8.3%) | NTFHERERET 141 (4.2%) . THE(AEKRE
16 (4.2%) M OVFRIRERERETE 7 1] (29.2%) MRD LTz, F7o, BEMERZEE,
FRRERETE (F7 2« NL—IEGEESE) | BRRRERRTE (RMEMEMER RS | BB

10



infusion reaction, 1 BUWEIR. FHEO GRS (FBEREIREGR, 2B, FRE
EE) | BER. EREMEESE. MO - B, S E O MRK. Lk, R, TR, B
FRRMRENE/ X AN T— e OV VR I NGB PR SR BER I X589 B v o 72, ARIWERFE
BURDLIZBIE S (BRRRAEER T 251) 28 0EHERE =T,

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

BE (%)
L VAT
ﬁiiqgj;ﬂ = AFIRE DTIC #f
(MedDRAV/J ver.17.0) 206 f1 205 1
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
RITEA 153 (74.3) 24 (11.7) 0 155 (75.6) 36 (17.6) 0
MgHR LY R EE
I BRI E 0 0 0 23 (11.2) 9 (4.4) 0
M IR E 0 0 0 21 (10.2) 10 (4.9 0
H Ik
(EE 22 (10.7) 0 0 25 (12.2) 0 0
T 33 (16.0) 2 (1.0 0 32 (15.6) 1 (0.5 0
L 34 (16.5) 0 0 85 (41.5) 0 0
e - 13 (6.3) 1 (0.5) 0 43 (21.0) 1 (0.5) 0
—f - BHEER L OGN OIREE
M) E 21 (10.2) 0 0 25 (12.2) 1 (0.5 0
it 41 (19.9) 0 0 30 (14.6) 2 (1.0 0
FEEN 15 (7.3) 0 0 10 (4.9) 1 (0.5 0
Rt L OsesEEE
BRI 11 (5.3) 0 0 19 (9.3) 0 0
B H R KO ARk E
RAEiidR 12 (5.8) 0 0 3 (15 0 0
R R R E
SHYF 9 (4.4) 0 0 14 (6.8) 0 0
FRE3 L O PRk
HLBE 13 (6.3) 0 0 4 (2.0) 0 0
St BN 3 (1.5 0 0 11 (5.4) 0 0
% 9 FEE 35 (17.0) 1 (0.5) 0 11 (5.4) 0 0
*i5 31 (15.0) 1 (0.5) 0 6 (2.9 0 0
S EPE A 22 (10.7) 0 0 1 (05 0 0

¥, AFIBEIZ IV CIRVEMEMIZE AR 3 41 (1.5%) . KIEZE - O T 6 6 (2.9%) .
FREIES (77 2« N —JEGRES) 28 1 (13.6%) . ATHERERETE 7 61 (3.4%) . &%
REFETE 4 B (1.9%) . TR 4 41 (1.9%) . FRIMERERES 13 #1 (6.3%) .
infusion reaction 15 51 (7.3%) . 1 ZUHEIRYE 1 61 (0.5%) . EEEE DR GRS 3 5] (1.5%)
LS EIER LB (05%) e b, o, BIREE, WK, BIEMEE, K
% - RIS, DRI, AR, TSR, BERUTRLARIE/ < A /3T — K OV M i/ M4
SRBERIERR O B IR o T, ABIWEMFEBLRIUIEERES (FRRREMEET 2 51) %
BB RE R T,

11



@yFAEIFERER (CA209037 #BxR) 2

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

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

o VAS =1
T AT (LR
(MedDRA/J ver.17.1) 268 1l 102 )
4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
AEIER 199 (743) 33 (12.3) 0 85 (83.3) 35 (34.3) 0
Mg LY o RbEE
25 ifi. 18 (6.7) 3 (1D 0 24 (235) 5 (4.9 0
[ i BR e S 1 (0.4) 0 0 8 (7.8 2 (2.0) 0
I R ERIBE 0 0 0 20 (19.6) 16 (15.7) 0
i/ Nk SiE 1 (0.4) 1 (0.4) 0 12 (11.8) 6 (5.9 0
PR
IR BRMSREAR T E 18 (6.7) 0 0 0 0 0
I
A 11 (4.1) 0 0 15 (14.7) 1 (1.0 0
T 42 (15.7) 1 (0.4) 0 16 (15.7) 2 (2.0) 0
L 33 (12.3) 0 0 39 (38.2) 2 (2.0 0
Mg - 12 (4.5) 1 (0.4) 0 21 (20.6) 3 (29 0
—i% - BEEER L OGN OREE
T IE 14 (5.2) 0 0 7 (6.9) 0 0
95 I7 82 (30.6) 3 (1D 0 41 (40.2) 4 (3.9 0
5, FER L OWLE A GHE
HEACEE S RO 4 (1.5) 1 (0.4) 0 9 (8.8) 0 0
Fife PR AR AT
ALT 8470 14 (5.2) 3 (1) 0 1 (1.0) 0 0
AST 40 15 (5.6) 2 (0.7 0 2 (2.0) 0 0
I R ER BRI 0 0 0 7 (6.9) 3 (29 0
i SRR Bk 1 (0.4) 0 0 8 (7.8) 3 (2.9) 0
M ifn BRER D> 3 (11 0 0 8 (7.8) 2 (2.0) 0
B L OseEkEE
BARIEER 18 (6.7) 0 0 17 (16.7) 0
BRI L O A MRk E
RAHiR 15 (5.6) 0 0 13 (12.7) 1 (1.0 0
7 P 11 (4.1) 0 0 8 (7.8) 0 0
PR bR
R = 2 — S F— 1 (0.4) 0 0 10 (9.8) 1 (1.0 0
B 3 (1D 0 0 10 (9.8) 0 0
A E N TS S ONH e
% IR 13 (4.9) 0 0 8 (7.8) 0
FRgF L O PR RRREE
Wi=BIE 2 (0.7 0 0 28 (27.5) 0 0
& D FERE 51 (19.0) 0 0 2 (2.0) 0 0
Z95 34 (12.7) 1 (0.4) 0 5 (4.9) 0 0
R INITR S IN & 16 (6.0) 0 0 2 (2.0 0 0
=k A BE 24 (9.0) 0 0 0 0 0

72k AFIBEZ B CRVE MR 8 1] (3.0%) . KIG4 - EIED T 4 4 (1.5%) .
MR 33 3] (12.3%) . AFEEREREEE 22 f5] (8.2%) . EAERERETE  (JRANE [ MER 2%
52) 5 451 (1.9%) . FRIRRSHERE 2 23 5] (8.6%) . RIS fE=E 1 41 (0.4%) . infusion reaction

12



10 B (3.7%) . EHEEOREREE 1 6] (0.4%) . BER 2 B (0.7%) KOS E S EES% 3 6
(11%) RO Oz, Fo, FEMBEERERE. 1 ANERW, SEEMMEIGE, KK - 86
S, hde. Mhde. BT, RRBUTHBMEIE/ X AT — K OV M i/ NSO 1 2R B 7
IXFB O B o T, AEWERRBUR UL ESR S (RRREMRET 2 E5T) 2804%
FHERE R,

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

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

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

21 2 (6.7) 0 0
3 IsRE TS

FR AR RE TTIESE 2 (6.7) 0 0

FOIR AR B TE 7 (23.3) 0 0

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

{5 5 (16.7) 1 (3.3 0

T 16 (53.3) 1 (3.3 0

e 2 (6.7) 0 0

L 4 (13.3) 0 0

BERPS 3 (10.0) 0 0

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

it 5 (16.7) 0 0

PR 7 (23.3) 1 (3.3 0

RAGPETRIE 2 (6.7) 0 0

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

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

b 2 (6.7) 0 0
R RARES

ALT 840 11 (36.7) 3 (10.0) 0

75— HIN 5 (16.7) 1 (3.3 0

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

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

U — PN 12 (40.0) 7 (233) 0

IR 2 (6.7) 0 0

AT A Y RRT 7 2 —BHN 4 (13.3) 0 0
B L OsesEEE

&) T A E 2 (6.7) 0 0

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

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

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

RAEiiR 5 (16.7) 0 0
R R R

U 2 (6.7) 0 0

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

T Ml R 2 (6.7) 0 0

13



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

7R, APRRFESEOR (30.0%) | ITHERERE 1401 (46.7%) | HIRIREEREREE 71 (23.3%) |
[V M it FE 341 (10.0%) | KAk « BEHE o T #3451 (10.0%) | B o 7 S P 3451 (10.0%)
T EAEREREE 201 (6.7%) . 5 & 5 IS 1451 (3.3%)  BEAUARREARAE/ X A X F—24 (6.7%)
R OV RImAR ZERRE L] (3.3%) 2358 Hiviz, F7-, BHREREE, FIRMEERE, 14
PERIE, WES, BEAEMGIE)AE, AMZE - BlEZE . infusionreaction, DoAlZe. Ahdk. #Edk
I/ NI PSR BESR K OF R ITE80 e hno 2, ARIWERRBURDLIZBhEE S (K
BREMRT Z2ET) 2E0EHERERT,

©ES M F AR (CA20906735k)

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

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



Bi%x (%)

PRE BRI

AH+A Y L THE

AFHE

LY L~ TR

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

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

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

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

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

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

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

B, AH+HA Y L THIZB WD TR EE86] (27.5%) | JITHEREFE E 10241
(32.6%) . HIRIRFEREREESTHI (27.8%) | EHEREFEE2161 (6.7%) . VB M iz HE25
B (8.0%) . KAFZE « HEED FHI60H] (19.2%) . BEE DR EREE221H] (6.7%) . FiE
REERERE 2761 (8.6%) . FIRHSAEREE 1445 (4.5%) | FER3MI (1.0%) . AM7e - B
22151 (0.6%) . infusion reaction 13/ (4.2%) . 5 & 5 55341 (1.0%) . 72361 (1.0%) .
RERL T RRAE / < A3 F—5041 (16.0%) | T 514451 (4.5%) K& OVFR IR A% 2842 E 2451 (0.6%)
MO BTz, Flo, VRBERWE, SEIEFEAE, O R & OV i MR S5 5T
ERR O HALIR Do T, RFIBEIZ I\ THIREREE66/ (21.1%) | ITFHERERE 2461 (7.7%) |
FOR IR RERE 4701 (15.0%) . BREREREE 3% (1.0%) | [IEMEMZEESH] (1.6%) |
R - BEE D FFI1661 (5.1%) | HEE OO J JilR 811 (2.6%) . T TR RERR Z 311 (1.0%) |
B RERERE 301 (1.0%) . BEZ3HI (1.0%) . infusionreaction 14f1 (4.5%) . 5 & 9K
2200 (0.6%) . BERUHRMEIE/ S A /3F—2861 (8.9%) . AF4c2M (0.6%) M ONERIRIL
FRFERRIELF] (0.3%) MO DTz, T, VRUBERS G, BEREMEIE, MK - B,
O AR e O PR i MR PESRBER I 3GR 8 B AL 0o 7o, REIMEFHZE BRI X
BlEES (RMAMEET 25T 2308 RE =T,

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

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

KT DTN OFETREERNS5%L, EORIER (ONO-4538-21/CA20923835R)

Bi%x (%)

EHES PN

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

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

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

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

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

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

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

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

BER IR 5 24 ( 53) 0 0 50 (11.0) 9 (20 O
EOPEIE 105 (23.2) 0 0 152 (33.6) 5 (11 0
% 90 (19.9) 5 (11 O 133 (29.4) 14 (31 O
R0 g | MERds KOMEhRIE 3

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

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

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

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

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

K8 AANDEHBRE T A—F

- R Crax Chrmind14 Cavedi4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mgkg Q2W (14;,9;19) (51.621 '739.2) (79.9(;),'?14) (33?,9232) (18421,1 ;13) (23$,7§86)

HRAE (5%, 95%47) . Q2W : 20 FIFHIFE . Cimax : AIIEIHRG-1% O fig i L P IREE, Crinars 1 #IEIF 57214
El H ﬂ:ﬁﬂjé%{ﬁ[ﬁl?%‘:‘j]}%g\ Cavgdl4 : %ﬂ@&’%‘fﬁl“ El H if@qugmi%ilzpﬂ%g\ Cmax,ss : %ﬁ%ﬁgﬂ:j@
T D MIE TR, Cuminss 1 EHARIBIZI T 2 BARMIETIRIE, Cavess 1 EHFAIRIBIZIS T 2 FEHMLIE T
=38

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

v - Crnax Cind28 Cavgd28 Crax,ss Chnin,ss Cavgss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (35-52{ V760-8) <16-257§0-3) 21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)
240 me Q2W (51-712;;03) <23-33?'539-0) (30.‘5'670.9) (102,5354) (41?57,'21;58) (62.11(,)9187)
480 mg QAW (10?207) (15.25?27.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)
0mghg QW | (1467500 | (565 132) | (lo1. 14g) | (329,505 | (184309 | (236 977

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

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

O MEFITOWVT

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

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

(2) FEEHERERDE

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

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

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

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

BESNTNDZ &,

*

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

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

© BENOERFREEDOEHIZONT

RIS I B BT D RMEE N E S b, BERGSEN S OfFmE 0 A - %
IR OB P ORISR 5 E iRt AFFRNELE LB E OWE
. FRESNITT DN D IEFINE > TN D Z &,
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® EIERADIRITOWT
®-1 BWERRBEE O3 AH I B3 % B

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

@-2 EENEFEFICLAFBRNNICETL2EH

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

@-3 BIFERDZUTLRINICE LT

BIVER (RVE MR BTN 2 | EAEMEEDAE, O R, Mk, BEUHRARE . RIBXK.
INBS, BEO TR, | BBERE, BUEATIR. T2, IS TR, mifbrEiase
K. HURIRBEREREE . MEABRERE . MRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7ZRMIKFET, MEKERIEMERE, F5EZ.
BE . M DEEROS, IRIE R ENE, DlEbEE (OEAE) - IR - O MEEIAMES) |
JECIE R, BEFLAE) (2% LT, Makhitiak XU BB O RPN A A9 2 R AT & E
L (REHOZWrCXICICE L CHREROIRZZITONLEMEICHH 2 L), EHHIZ
U2 BN TE HERGINRE>TND Z &,
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5.

BEXMRLIDBE

(GBI 5 4 1H]

@

@

TREDBEHEIZBOTARADOFIMERREN TN D,

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

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

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

HZk,

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

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

(1)

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

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

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

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

o MEMMEEDOAH IO H 5 EE

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

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

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

o OB IIBEE A AT DA

*  ECOG Performance Status 3-4 2 0B

(2 ECOG @ Performance Status (PS)

Score | EFE

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

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

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

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

AW

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

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

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

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

FREWEHO~F T AL MZOWNT

@

@

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

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

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

BeEAET %, BOEBI O AR L T LEWERDBET 2 EnbH A28,
AFNDOBERETZRICHRIEHORBIZH2IZEET H 2 &,

1 BUBE R (BIE 1 BUEIR S 2 2 de) b bbdv, BERPMES F 7o R— X
ICEBDZLENHLHDOT, Alg, HE, EHFEOIEROBHRCMAEED L2
SERETAHZ &, 1 BBEREN DN -G ICiEREEZPIE L, AR 8l
FlOF5E DY LEZITH Z &,
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o IAUBESRIF (BIE | BUBEIRIG 25 de) 2 b bdl, BEREMES R TV R—v
IZEDZENHLHLOT, Hig, Hol, WRH-FORER DR B MAEE O LA-12+
SEETDH L, VAR SEDNHA IS EERIEL, AR
HOBEEDOFEE) R WEZITH 2 L,

o BBEMTZ. TS, ITHEREREE . TR, BLHERERDHHDOND 2 ENH D
DT, EFIIFHERREZITV., BEOREL+SICBET L2 &,

IR BIBRARE 72 B BB BB T - 2 BRI, AR DERRRBRIC BN T, &5

BR&h 6 3 7 AU, R BABEIL, 5646206 1 FEMIL 6 JH 2 & G 2MEDRE

flizAT > TWI2Z L 2BEBIT, REIERGHITESICHROMEREZITH Z &,

FEARTI R O MR EASEEE ~OIRRMBIRE & UTHEET BRI, AR ORIR

AR NT, 12 @ Z IO AT > TWe Z &2 2B, Khlkh

HIXEBRIC VR OMEGR AT 5 2 &, B B AIBIEIE & L TR T 2561213,

AFNOEGHFIZ 12 TAETET D &,
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EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4h : A7V — A RREE 20 mg, 7V —RNAHEE 100 mg, T7P—
AR ERE 120 mg, A7V — R K EHE 240 mg)

~ TR SHER I ~

2 93 H (ffn24 1 1 AKET)
BT BE
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2. AANOFE. (FRET P3
3. ERIREGRE P4
4, FERIZDOUWNT P9
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1. IZT®IZ

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

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

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

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

RGe L I HEIRS, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4
— ARSI EE 120 mg, A7 YU — R SIEEE 240 mg (— 4 =
P~ 7 (Bl FHH#z))

REERDMEUIHIE « TR UTEIREER 2 A9 5 FHSHA

REERDMERHE  WE . RAICITZ=A L ~7 (B z) & LT, 16240 mg
Z 2 BRGSO 1[0 480 mg % 4 3 R RIFE CAGEEET 5,

B3E IR 5E ¥ F  NEIRG TEEASH




2. AHNORK. VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg,  [FAGEETE 120 mg K& ONF] s
240 mg (—fi%4 : =R~ 7 GEE ), LT, TARA) Lvd,) ix, /NEREES
TH#MASLE AT Ly 7 24 (BIT7 VAL <A Y —X A7 A7 (BMS) th) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 & / 7 v —F )Lk
Th b,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 T % 7 —T fifn) LKOVE

BRI R BT 5 CD28 7 7 X U — (T Ml OIEMHAL Z i BhHIZ IE & AUZHIE T 2% 2
T ICBRT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZFHRET L CTWb, PD-1 U W RiFHURE MBI B b O & 22 G/ 588
LTk, BMERAMREEE) LU LB IT D PD-L1 OFEBLLIEDELF
HM & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o B JE S CIXAREE T AN EET DA v X —T = a2 H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEEI N, BB L7 EEMARIZI T D PD-L1 ORI LIk
ALEHIR & ORI EDOFBARRN 5 & O#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 S E 728 AMiaid, PUsRFER CDS Btk T Hifa ol s
FEME AP S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI L5 PD-1/PD-1 U 72 RERE&IL, 23
AR TURRR A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AN, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEAL K OV AR IR k9 2 AR TG M 2 58 5~ 5 2 & CRefci e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
SHSE R B 2 kb5 & U TR IRER & 920 L A 20ME et R OB A R ST,

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



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

[ 2hE]
[E B 4L [R5 AR RER  (ONO-4538-11/CA209141 705k )
7T FFRUE 2 G L FRE T T %0 560 H ISR 28T UIHREDNRD bh
7= ARE B 0 D ST E DG & 72 & 72 W T/ IV 00 SESE R R L R 2 5361451 (H
ANBE2IH 2 G e, AFIRE24001, xPREE12161) Z %512, RS ERIASEIR L1z
B (AP PLFH—h, FEEZFEALTEY X ~T) xR E L TAHIZmg/kg%
23 M IR CAMEHE L7 & 2 OFIMER VR Z2RET Li-, TEFEE THh I e
AR (BLT. TOS) Evvo, ) (Rl [95%IEMEIXIA] ) D IMATRE R IT. A&
HI#ET7.49 [5.49~9.10] 1 A, *IFREET5.06 [4.04~6.05] H A THY . AANIIEERIE Y
PEEM NI L 7= VBRI LRI H BRIt R 2R LTz (N — RE0.70 [97.73%(5
FEXR - 0.51~0.96] . p=0.0101 [/&%log-rankifiE] ) .
*1 ARG B ISR DAL F R BIR 4 & e,
*2 G b SIUIRREALIL, FIE, - AR R OEEE,

1.0

—- KR
-~ X EREE

0.9
0.8
0.71
0.6

TRt HF

0.5
0.4
0.3

0.2 e

01 7 O,

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

Poiich:c3 121 87 42 17 5 1

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



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

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

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

[
o
S
i
o
1<)

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

ONO-4538-11/CA2091413RBX D PD-L1ZEER| TOOSD F T 2E T+ 0 —T v FF—F D
Kaplan-Meier fi 53
(£X : PD-L121%DBEEMA. FX : PD-L1<1%DBEEH)



[Z4tE]

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

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

F1 REBREN5%I EOBIWEA (ONO-4538-11/CA209141308k)  (REVEMEITHREM)

B (%)

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

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

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

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

THI 16 ( 68) O0 0 15 (135 2 ( 18 ©

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

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

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

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

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

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

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

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

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

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

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

7pde. MVEMERIZEE 7 61 (3.0%) | BRECTRARIE/ X A F—5 ffi] (2.1%) . JFi%ne
[ 5 1 (2.1%) . FURBMERERETE 17 61 (7.2%) | #hikksEsE 7 61 (3.0%) . Eiknel
FH 1B (0.4%) . BIBRESE 161 (04%) . FEAERERES 2 41 (0.8%) . HRMIEIER
JiE 1651 (0.4%) K N infusion reaction 3 5] (1.3%) 23388 b7, £7-. EHIERHESE,
DR, hde, KRB - EHEO TR, 1 BRI, @ Vel MO MEEEBE . T,
e - flilES, BEEORERESE, 5E 5 BERKVEEDORERFITRD broT,
AREWERFE BRI E S (BRMRAEM R T 25Ty 28 BEHEREZ T,



[ - HiE]

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

R 2 FHOKYBE T A—F

M - R Crnax Crnind14 Caved14 Crax.ss Chmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mghke Q2W (14;,9;19) (51.621 '739.2) (79.9(?,'?14) (33?,9232) (18421,1 ;13) (23;7286)

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

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



K3 AFOEYERRNT A —F

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

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

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

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

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

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

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



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

O MEFRITHOWVT

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

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

(2) FEEHEREIPL

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

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

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

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

7

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

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

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

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




@ BNOERSEREROEENICONT

R S e BT G 5 BT L S, BB D O N, A - 72
S 0D BB N O T 51 BRI 51T R 2 IR0 A S e L
A DU RS, SRR B KB - TV B = &

® BWER~DRHHIZONT
@-1 HagkkmIC B 2 B4

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

@-2 EREFE L DAEERMCICET2EHS

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

@-3 BEHEADZWroX N LT

RIWER (REMERZEEISI X, BEIEMGEDAE, (DR, Tk, B RARE, KBK.
NS, EEED TR, 1 AUBERIE. BUERTI. IFAR4. NFHEREREE . IR, B brEins
K. FAIRIBEEERE S T ERMAMEREREE, mhiklEE, BEE, RIEEE, MRk, BEEOKL
fEREE . FRRIm i ZEFRE, infusion reaction, EEEE7fMukPEE, MERE BIEMERE, FEl%.
e BE OB ROR, IR IR, OlEREE (OFEMED - IR - =AM |
M HA L, JBEFLAE) (2xf U CL Makhiieg XU BRI e BE O BEFIME & A3 5 R Al & 8
L (BEEHOZWr- XIS L CTHRER O AT ONLRKMFICH L2 L), EHHIZ
WY ALIEN TE DIRHIRE > TS Z L,

10



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

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

(ED  ECOG & Performance Status (PS)

Score | EF

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

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

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

AW

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

11

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




6. BEZELTHEETREFIH

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

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

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

FERBIERO~RT A MZONT

@

@

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

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

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

BT %, BOEBN B8 ARRE L T LEWERDBET L2 Enb D729,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

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

BIEATIE, P4, ITHEREREE . TR, B{LMRE RPN H LoD Z &R dH D
DT, EHWIIITERERE LTV, BEOREEZ H3ICBET52 &,
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® AAIOERABRICISNT, BEHWMNL 9HH, THLRRE, RE5HGN5 14
[ 6 W & L T MEOFI AT - T2 2 L 2 BB, RAS FILE I
(CENROMEREAT D Z &
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HEERHEET A RF A
=R~ 7 (BinFr#Z)

(BR7E4 « A7V —AREFE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AR ERE 120 mg, A7V — R K EE 240 mg)

~ R e o ~

FRR2 9F4 A (FFI241 1 AHKET)
BE A



ER/N

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



1. IILBIC

RIS OF M « ZRMEOMEROTZ DI, U SCEFIZE S W2 E AR RS
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5T BLE R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
R & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 (CEAL 28 4F 6 A 2 H MERIRE)
IZBWTH, HEFMERGLEOHHAORELHEZXD Z L L& Tn5,

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

L7eo> T, KA RTA4 Tl BRBEMESLZNE TILELN TV D EFIFR -
FHEr RN FED & | LUN O SRS O fii 70 5 A HEtE 3 2 BLA b LB e B B 2
TR OB E R~ T,

I, ARITA BT A A%, MSIATBOE N EIE G RS SR, A FEABAR
BRI o . — AR ENE N B ARBRR NEHE S K O—AEFE N B ARWREG T2 O
Job EERR LT,

RGe L I HEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4

— AR 120 mg, A7 Y — R RUEERE 240 mg (—%4 - =
A~ 7 GBIGFHHEZ))

RZERDEINE - IR TIBRABE UL 0 B s

MEERDMEROAE  BE, RAZIZ=RL~T GBI %) & LT, 1[5 240mg
Z 2 TG S 1 0] 480 mg & 4 T8 IR C Al ssiE 9 5,
(L ZFEARIRIR OIRIEUIBRA E XTSRS o Bl i 12k L C
AV A~ (EETHERZ) O 8581, @E. A
=RV ~7 (Eia M z) & LT, 18240 mg % 3 B [H R
AT 4 BLEHEET 2, T0%, =R ~7 GBI rHz) &
L. 115]240mg % 2 HAIEIFR L 1151 480 mg % 4 JHHEIfEIFE T
ST D,

B I 5B 3O /NP T ERRUAAE
(%E)

I B D v — R A SR 50mg (— k4 A BV A~ T GEI i Z))
DIFRE TN R, HIER O H &

Zh e X% 2h B ARIE YIRS RE USSR O B

HiE KR OH&E: =FRL~ery (BEHERZ) EOFHICBWT, @, BRAIZIE
AV A~T (BaTH#z) L LTI1E 1 mgke (KE) % 3 BT 4 bS50
Ed 5,




2. AHNORK. VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg, [FAGEETE 120 mg K& ONF] s fsiE:
240 mg (—fi%4 : =R~ 7 GEE ), LT, TARA) Lvd,) ix, /NEREES
TEMASLEAZ Ly 7 24 BT VAR e =AY —X A7 A7 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}9 % & Nl 1gG4 & / 7 v —F /LHifk
Th b,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 T % 7 —T fifn) LKOVE

BRI R BT 5 CD28 7 7 X U — (T Ml OIEMHAL Z i BhHIZ IE & AUZHIE T 2% 2
T ICBRT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U K (PD-LI1
JOVPD-L2) EfEA L. U SERICEItES 7L B rE LT S EROEM L IRRE %
BIZFHRET L CTWb, PD-1 U W RiFHURE MBI B b O & 22 G/ 588
LTk, BMERAMREEE) LU LB TS PD-L1 OFEBL L IEDELF
HIM & OMICADHBEBFR & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F 7o B JE S CIXAREE T AN EET DA v X —T = a2 H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEEI N, BB L7 EEMARIZI T D PD-L1 ORI LIk
ALEHIR & ORI EDOFBARRN 5 & O#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 S E 728 AMiaid, PUsRFER CDS Btk T Hifa ol s
FEME AP S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI L5 PD-1/PD-1 U 72 RERE&IL, 23
AR TURRR A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AN, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEAL K OV AR IR k9 2 AR TG M 2 58 5~ 5 2 & CRefci e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
IR FR A A b B & U T BRI & S U L A 2 R OV DS AR S AL 72,

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



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

[ 2hE]

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

MEFAEREERZET 2HEMEEGEA (TF o TF=7 A=F =7 VI Tx2=T,
INYRN=T ) AT TRIEIE A A T D AT SRR 0D 38 I R R el e AR
821 13l (HA N 63 & Gde, AKIRE 410 ], =~V L ARE 411 B ZxRIC, =
R AR &R E UCAA] 3 mg/kg % 2 MR CaEiE Lz & & oaotE R oz
A RRE Uc, FERHMIEE Ch 5 AWM (LI, T0S) &9, ) (Ffi [95%
EREXM] ) 1%, AFIFET 25.00 [21.75~NE"] #H., =X U LA RAFET 1955 [17.64~
23.06] WA THY, KENT=~ Y AR LFEEHFICHERIERE 2R LT (0N —
NI 0.73 [98.52% 58X [# : 0.57~0.93] . p=0.0018 [/&H!| log-rank f&E] . 2015 4% 6 H
18 HF—H v hA7) |

1.0 B
0.9
0.8
0.7 e

. 0.6

ﬁ DS ] e Z2 .:-_'-;_‘_h:. | ‘ '. o 4 -
= 0.4 | .
03 e

—A— FFEIE
e IO LA

Sy

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

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

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




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

HHTH-T= ONF— FE 150 [95%(53E XM : 0.49~4.54] ) .
* o HEERRE (BUF. [AIEE)

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

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

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

0 3 6 9 12 15 18 21 24 27 30
at risk2f H774HRRE (B)

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

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




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

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

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

*1 ;M ST 2 R H L OIRREN 2 WBE, 72720, LUFOSAITYZIBEEBICE DR,
SEABIBR FIRE 72 B \ 2k LT 1 FEEEOMTAT UM MBIRE (7272 L. & N SRR +
(LAF. TVEGF) &9, ) MIEVEGF B AL & LA Z R ] 2T S0, 2oflt
B IR H B IE OB G0 5 6 1 A UL ERRIB%IZHR L He
*2: Al 3mglkg (KHE) &4 BV A~<7 Imglkg ((KE) Z[FHIC 3 EEMIRT 4 [BSREEE L 72%.
AHKl 3 mglkg ((AE) % 2 AR CAEMEEE L, fERESEICBV T, AR 2 &Ik S
L., AV AT IEIARFOBREGHKRT NS 30 oLl EOMREE BTG5 2Bt L7,
*3: LLFOO~®DWTHIUC HZY L2RWEAICIE Favorable U A7 1 X% 2 THH 27754 121%
Intermediate U A7 . 3THHLL L& T HA12IL Poor U A7 & &,
OB AT & 22 Hr S Th BARBR O EVEAEIR T £ T 1 4K, @Karnofsky —fiIkHE 8006,
@~E T\ B AMEDEAEE FIRAT., @fERO D LT MED 10 mgldl B2 5. O HEREAN
HAEME LR 2E 2 5, @M/ LA LR 2 2 5

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

X3 0S OHEfFEITE O Kaplan-Meier Hig (ONO-4538-16/CA209214 #A5R)
FENTRIRER : Intermediate XU Poor U 2 7 BE

6



72k, EBILFEHIEFER (ONO-4538-16/CA209214 #AER) (23T, IMDC Y 27
7FE7N Favorable U A 7 O B X F HWAHITE H OfEATRHGEER & Sviedo T, ikl
BRI A AN S 372 Favorable UV A7 ORBRFEOT — XTI & RN 21T 72
R, AR+ AU A TR L CA=F =T HTRFRERME LTS (T
B,

10p&e—asxl-cemen

0.9 — T o
0.8
0.7
0.6
0.5
0.4

03

Probability of Overall Survival

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

0.0

=

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

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

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

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

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



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

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

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

s e B (%)
Rt A =R LAR
" 406 1 397 il
(MedDRAA) ver.18.0) 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

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

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

FOIR IR FE REAR T E 24 (5.9) 1(0.2) 0 2 (0.5) 0 0
H ks

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

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

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

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

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

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

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

KB JNE 11 (2.7) 0 0 75 (18.9) 12 (3.0) 0

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

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

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

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

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

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

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

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

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

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

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

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

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

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

- ] 30 (7.4) 3(0.7) 0 51(12.8) 2 (0.5) 0

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

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

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

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

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

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

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

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



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

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

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

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

Btk (%)

Sl g SNk
BEBINR FATAE Y bv B x=F =TI
g(iillngRA/J ver.20.0) 547 f 535 B
o 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
EIEA 509 (93.1) 250 (45.7) 0 521(974)  335(62.6)  2( 04)
MR LY 3 REE
1 34( 6.2) 2( 04) 0 83 (15.5)  24( 4.5) 0
i BRI i 1( 02) 0 0 30( 5.6) 3( 0.6) 0
I v BRI 3( 05) 1( 02) 0 69(129)  32( 6.0 0
IfiL NS E 2( 04) 0 0 95(17.8) 25( 4.7) 0
PG WAk
B e AR A 28( 5.1) 11( 2.0) 0 0 0 0
FOR AR RETOESE 59 (10.8) 2( 04) 0 12( 22) 0 0
FR AR P E 85(15.5) 2( 0.4) 0 134 (25.0) 1( 02) 0
B IEREE
HEr 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
EREE R 9( 1.6) 0 0 30( 5.6) 0 0
(e 35( 6.4) 0 0 39( 7.3) 0 0
T 145(26.5)  21( 3.8) 0 278 (52.0) 28( 5.2) 0
A PNz 31( 5.7) 0 0 32( 6.0) 0 0
HIEARR 15( 2.7) 0 0 96 (17.9) 0 0
53] 3( 0.5) 0 0 27( 5.0) 0 0
[ERESERUIN U7 6( L.1) 1( 02) 0 55(10.3) 0 0
FITN 109 (19.9)  8( 1.5) 0 202(37.8)  6( L) 0
RIDS 23( 4.2) 0 0 149 (27.9)  14( 2.6) 0
M - 59 (10.8) 4( 0.7) 0 110(20.6) 10( 1.9) 0
—f - EHEER L OB G OREE
87 iE 72 (13.2) 8( 1.5) 0 91 (17.0)  12( 22) 0
9 55 202 (36.9) 23( 4.2) 0 264 (493)  49( 9.2) 0
FENE D JNE 13( 2.4) 0 0 152(284) 14( 2.6) 0
ERiElREA 25( 4.6) 1( 02) 0 20( 5.4) 0 0
FEEL 79 (14.4) 2( 04) 0 33( 6.2) 1( 02) 0
BRPR AR
ALT H4/0 60(11.0)  27( 4.9) 0 50( 9.3) 8( 1.5) 0
72 7B 71(13.0)  31( 5.7) 0 41( 1.7 17( 3.2) 0
AST H4n 58 (10.6) 19( 3.5) 0 49( 9.2) 7( 1.3) 0
ez L7 F =8 35( 6.4) 1( 02) 0 35( 65 2( 04) 0
i A ERR AR AR R V| N 11( 2.0 0 0 30( 5.6) 0 0
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B (%)

“‘*E’J”Zfﬁia AN+ A E Y L~ T 2T =R
%ﬁ”{‘;‘DR A/l ver.200) 547 {3 535 {5
¢ vereb 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

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

& I 28 ( 5.1) 8( 1.5) 0 10( 1.9) 0 0
FEXNE IS 75 (13.7) 7( 13) 0 133(249) 5( 09) 0
A R L OV ARk b

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

S 31( 5.7) 0 0 179 (33.5) 1( 02) 0
SEIR 53( 9.7) 4( 0.7) 0 65 (12.1) 1( 02) 0
M. MIEBids K OthmiE S

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

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

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

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

35151 (6.4%) . K% -

. FTHKRERE 98 f

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

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

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

BN 2 2 51 (0.4%) . infusion

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

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

B
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(it - HE]

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

K3 FROEKWERNT A—F

- Crnax Chnind14 Cavgdl4 Cimax.ss Cmin.ss Cavess

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

HRAE (5%, 95%47) . Q2W : 20 [FIFHIFE . Cimax : AIIEIHRG-1% O fig i M P IREE, Crinars 1 FIEIF G214
H BIZIRIT 2 BRMIE IR, Cavears : HIEIHRE%14H B £ TOFHMIEFIRE, Cmaxss © EFIREBIZIS
T D MIE TR Cuminss 1 EHARIBIZIS T 2 BARMIETIRIE, Cavess 1 EHAIRIBIZIS T 2 MLIE T
TR

T AR ORENEYENEET L EZFH LIV I 2 b— a3 2L 0 | AH| 480 mg
Z 4 BRI TR IR AGE O L - &% TR G L 7ZBROARA O M35 R 3 i
INTc, EOREFR., KAl 480 mg # 4 HFME TG LIZBEOEFIREBIZI T 58 m
ERIREE (LLT. [Cagss) &V 90) 1. A 240mg & 2 IR TG L 72RO Cavgss
EHUT D E TSN (FR), £7o. KK 480 mg % 4 MRHIFMR TG LIZBROE R
WRBIZBIT Dim MG TIRE (LLT. [Chaxsd £V 90) 1E, AHI 240 mg % 2 1 IR
THEE LTEBRD Coaxss £ B L CRIEZ T L TFRISHIZH DD, HRANBEITBWT
DEMENHER SN TWA L - JI®E (10mgkg % 2 HERIWR TR E) TAFZHKS5 LT
BRD Cuaxss &L TIRfEZ /R & THIS L (TFR), AT, BHOEEIZEIT 5
F— I ZEESE . AHKI 3mgkg (KE) F7213 240 mg & 2 IR, 3 L < 1ZAHA] 480
mg % 4 BRIFIRE TG LB OARK| O R & & A2 XL et & oBEL R 5
BEEE NG E T UL S, MEEEIC W TR TOR SR, B0 MiE - HE
O M THINE R LMY R 2RI TRV & PRl S Uz,
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R4 AFOEYELNT A —F

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

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

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

450 me Q4w (103307) (15.25?17.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)

10 mg/kg Q2w (142,9322) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 gos) (232,7277)

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

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

12



4. HERIZOWT

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

O MEFRITHOWVT

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

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

(2) FEEHEREIPL

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

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

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

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

#*

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

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

@ BEHNOERLEREROERICONT

S R R B R 5 BT E DB S . BUIERE D IR D . HM: - %
SIS MR OB LR OVERTEE T X3 2 MR 0L, A EHEARA LB E ORE
ST SERERINATOR B R E STV T L,
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® BUER~DORIGICDONT
®-1 fEs B4 % B

BV PERTR B O B R BIE AT L72BRIC, 24 FERIEIERIRHI O T, 2%k X
(TE R I N T B L2 AERICIS U CABREEL L O CT O FIER ORI &
FILREOFRERIY B D, EHICHISATRER AR A > T2 Z &,

@-2 ERWFEIC L 5FEESINICET 22 N

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

@-3 BHEADZWr-oxN B LT

BIVEA (MEMEMEEIIN 2 EEAEDRE, Odk. Tk, BT RARE ., KX,
NS, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHERERES . JHFK. BibrENnE
K. FAIRIAEEERE S . T RMAMEREREE, mhiklEE, BEE, RIEEE, Wk, BEEOKL
JERRE, FFRIMARZEFRIE, infusion reaction, HEFE7c Mgk, MERERIEMERE, Fik%.
Bede. WEEORPERON ., IR M, CIERES (D EME) - 2RI - DS MEEIMGHES) |
PSS HA L, JBEFLEE) (T U C. Ykt X I3ar e B o B ME 2 3 5 Bl & i
L (RHWERHOZECRSICE L THRELR O REZ T N &MchHH 2 &), BEHIC
WE) 7R ALE D T E DARF NS> TNDH 2 &,

i
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5. BEXB LR HRE
[HZIEIZ B3 % FIH]
O TREOBEIZBWTARAOGIEDBRFES L TN D,

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

o ALIHRIERIGHEDIMDC U A 7 45%5H7)5 Intermediate X [ ZPoor U 2 7 M0 (DiRTEH)
PRARE ST O B MaE RS (A B A~ T L O E)

@ TREICHEE T 2 BE T 2 AR OR G X O IFEIC OV TR, KEIOA R
PHELENTE LT, AROEREGXR LR LR,
o ALFHERIGEBE ROV A N A VRBN OB OIGEE A H T 5 BE 5
2 AFN B
o IR,

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

BN & 2 ST D AR O BEIEA B 1 £ C 1 FARm

Karnofsky —fi%{KHE& 80%Alifi

B B A S T IR

WIEH D AN 7 MMED 10 mg/dl 22 5

IFHERE DS F Y LR 2 2 5

M/ REDS FEVEE IR 2 2 %

CISICISICHC)

15



[Zz 4pEI B4 % $H]

O TFTRICEYTLIEEICOVTIEAAOR GNP ERE SN TND ZEND, KEE1T

DRV L,

o ARHNDORSTI R UIBBUEDRBEERE D & 5 B

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

DM IRIEMERE N A DI D BH

o HORERBOEOH SUTEMERLH L <I3HZEMED B SRR B OPER O

b5 ERE

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

o REOBGSUIBEE AT D 8E

»  Karnofsky Performance Status 70%Alifi 72 o &

(#2) Karnofsky Performance Status (PS)
Score EF
100 | EH, BEICHT 2 BEOF XAV BHIERZ L,
IEH OGBS ATRE, Frnl/e BN g2y, 90 BVBRIERITH 503, IEFTEE) AJRE
80 D72 Y BRRIEIRA & 523, 8577 L TUER OfEH) i AE

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

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

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

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

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

@ FEREWEHDO~XT AL MZDOWT

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

AFN O 51X EE D infusion reaction (i 2 CEEARFZ 322kt D T 5 U
faAT > 72 EChtAT 2 Z &, £72.2 [ H LABE O A 5-KFIZ infusion reaction
BHOLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIZ A Z A
CERET %, BEOREBE+SICBIEET 52 L, 70, infusionreaction &
FEHL L2 A IR, R TOBEKLOTERD ERIZEIE T 2 £ TERE = o8l
T5HZ &,

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

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

1 BUOBE R (BIE 1 BUBEIR S 2 2 de) 3 bbiv, BERPMES R 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER DR B MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN -G ICIEREEZ I L, AR 8l
FlOF5E DY L AEZITH Z &,

BIERF I, BFARE, IFERERES . TR, B{LMERE RPN b D Z &0 dH D
DT, EHIIITERERE LTV, BEOREZ H3ICBET 52 &,

@ AAIOEARARBRICE N T, ALFFIEERREE BT 2 HAIKR G Tl 5B ia 0
O 1ERIE 8 MM Z & ALFIRIERBREZ ICBIT 54 B A~ T KRG T
PGB G 1 AERIT 6 HE Z & (WIENT 12 WREE%) ([SARPEDORAT 24T > T
122 & &BBIT, ARG TIZEHAICEEMRAE CHIROMERR 21T O Z &,
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EEERHEEST A RFA v
=R~ 7 (B FHE#Z)

(BR5E4 « A7V — A REFE 20 mg, 7P —RRHFEE 100 mg, 7P —
RETREE 120 mg, &7V — R ETHH#HE 240 mg)

~HHARSF ) VN E~

R 2 94 A (FFfn241 1 AKET)
FEEFEE



SR

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



1. iXU®IiC

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

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

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

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

S &R HERS ¢ ATV — R L 20mg, AT Y — R AL 100mg, ATV
— AR 120 mg, A7 Y — R RUEFRE 240 mg (—%4 0 =
R~ 7 (AR FHIHZ))
RELRDPRUIIR - R UTERME O H AR % ) Vi
MEERDAERORE - B, A=A~ Bt z) & LT, 18] 240mg
% 2 JEEIRIFE ST 1 [ 480 mg % 4 3 [ERE C A ETET D,
% NP TGS

B R

clt

ok




2. AARN DR, 1EREF

7R IR EE 20 mg,  [FATEERE 100 mg,  [FAEETE 120 mg K& OV A §RE
240 mg (—f%4 : =R~ GEBE ML), LT, TARJ) Evd,) 1, /MRS
TEMASLEAF Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BA7 L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 & / 7 v —F /Lfifk
Th b,

PD-1 1%, &M L L2 38k (T A, B ML N F 2 T % 7 —T fifn) LKOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUZHIET 2% 2
T ICBRT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v i LT U v SERoiEAIREE
BIZFREI L CTWd, PD-1 U H v RIFHUREE RSB B b Ok & 72 IR 7B
LTHY, EMEREAELE LU L EGHERICI TS PD-L1 OFREBL L itk DALE
WM & OFICADOFEREBIRN & 5 2 & A ST\ %  (Cancer 2010; 116: 1757-66) ,
F 7o R R JE A CIRARRE T N EE T DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFE SN, 5B LSRRI 5 PD-L1 ORI & itk D
ALEHIR & ORI EDOFBEARRN 5 & DHE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, PURRRA CDS BHPE T Miia o Hifa &
T AP S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERE&IE, 23
AR TURRF A 72 T ML OWEBEEZ BT 58 FD—> L LTEX LT
Do

AFNT, FEHEBR OFE RS PD-1 OIS EIR (PD-1 U > RG-S HE) ITHEG L.
PD-1 & PD-1 U Y REDEEEET DI LICL Y, DAFURERRNZ T Mok
PEAL R O AABRRNZ k9~ 2 MRS IS M 2 #9587 5 2 & CRefei e ptiigsh R 4~ 9
ZEDER SN TN D,

TS OHRNG | ARFNTHENENEG 5T 2 72 G EEIC e 0 ED b0 L IS,
R U ) VOoNERE B R G L LT ERARER A S L, A, et ROEE
PEDMFERS S ATz,

AFNONE AT IS < E O SOSIZ L DEIERER & b oi, B XIFETIZ
BOWREMD 5, AFNORGH KR OREGHRIZIT, BEOBIEL ToI2ATV, RE DR
O BTG EITIE, FEH LT F RIS U REPIR 2 ik & REBR & RO Rl & L Tl
BI72 8RR 24TV B DO SIERIRT K D RIER 2 e 2 55 i3, B RE AL
RO GFEDWE) IR ALE 24T 9 MER D D,



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

[ 2]

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

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

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

H & M B G TR 7 L Y ® o~ 7S L D IRIR A2 - B3 UL G
O MR ) oNEERE (24— | B, ECOG Performance Status 0 2O 1) 80 {31
ZXPBRIT . AA 3 mg/kg % 2 WG CREFHE L7z, FERHMEHEE THhOREER (&
FT IWG criteria (2007) (235 < FIfEIZ L D CR UL PR OEIE) 1% 66.3% (95%1F
FEX M : 54.8~76.4%) Tholz, 70k, FANIHE L-BIEIL 20.0%TH > 7=,

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

BRI Bk (%)

FEAGE 17 11

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

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

=il 1(5.9) 1(5.9) 0

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

R 1(5.9) 0 0
R A s

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

R IR 1(5.9) 0 0

(X7 1(5.9) 0 0

T 1(5.9) 0 0



LN Bi%k (%)

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

[P 1(5.9) 0 0

T 1(5.9) 0 0
— i - 2EEER X OG0k

%t 2(11.8) 0 0

TR RS 1(5.9) 0 0

[()=¥R 2(11.8) 0 0

FEEL 7(41.2) 0 0

A 1(5.9) 0 0
JRYSER K OV HhUE

HH % 1(5.9) 0 0

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

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

JHEREMR A S5 1(5.9) 0 0

s IR S 1(5.9) 0 0

REHM 1(5.9) 0 0

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

(iR RYN ki 1(5.9) 0 0

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

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

RAHi 1(5.9) 0 0

iDEES 1(5.9) 0 0

PR 2(11.8) 0 0
TR R E

FEWED FE 1(5.9) 0 0

GIEEE 1(5.9) 0 0

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

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

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

it B 1(5.9) 0 0

2 I E N 1(5.9) 0 0

SIERR R S 2% 1(5.9) 0 0

% O PEIE 5(29.4) 0 0

395 4 (23.5) 0 0

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



@ AN TAHRER (CA209205 #ER)

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

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

L eI NS | B (%)

FAGE 243 14

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

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

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

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

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

THI 34 (14.0) 2(0.8) 0

L 24 (9.9) 0 0

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

957 50 (20.6) 2 (0.8) 0

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

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

ALT H50 13 (5.3) 7(2.9) 0

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

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

RE A 19 (7.8) 0 0
R IEE

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

% 9 FENE 21 (8.6) 0 0

SeI5 28 (11.5) 2(0.8) 0

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



[k - ]

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

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

K3 FAOEYBENT A —F

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

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

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



R4 AFOEYELNT A —F

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

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

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

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

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

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

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



4. HERRIZOWT

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

O MEFRITHOWVT

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

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

(2) FEEREHEFPL

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

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

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

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

*

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

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

© BENOEEMEREBEDOEHIZONT

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




® BHER~DORRZDWT
Q-1 fEFR AHIC B3 5 2

MR MERR B O EE R BIERA N RAE LZBRIC, 24 BRRIR2IRIRHI O T, Y%k X
IEEE R 123 T, BB L7 BIEANCS U CABRE E L O CT O EIERH ORI 24
ERRAEOR RIS Y APIE O, EHITRISATRBZRARI N E > TnD Z &,

@-2 EENEFEFICLAFBRNNICETL2EH

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

@-3 BIFERDZUTLRINICE LT

BIVER (RVE MR BTN 2 | EAEMEEDAE, DR, Mk, B RARE . RIBXK.
NBS, BEO TR, | BBERE, BUEATIR. TR, IS TR, mifbrEiase
%, HURMRBEREREE . MRS, MhRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7ZRMIKFETS, MEKE RIEMRE, K5EZ.
BEdk . DR, IR RENE, DlEbEE (OEHE) - IR - O MEEIAMGES) |
JECIE R, BEFLAE) (2% LT, Makhitiak XIFUr BB O BRIV A A9 2 R AT & E
L (REHOZWrCXICICE L CHREROIRZZITONLEMEICHH 2 L), EHHIZ
U2 BN TE HERGINRE>TND Z &,

10



5. B#ExtpL s BE

(G hEICBE§ 2 21E]

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

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

[ZathiZ B4 5 4 H]

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

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

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

o MEMMEEOAI IO H 5 BE

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

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

o eI (EMmEaBEZ 5Te) Ob DB

o OB IIBEE A AT D EE

*  ECOG Performance Status 3-4 "V 0B

(ED  ECOG & Performance Status (PS)

Score EFR

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

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

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

AW

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

11

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




6. HEICERL THETNEFH

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

@ JREBIRAICIEN D BE NI ZE OFIRICAE DR OEREE o3 L, AR5
ThobETLHZ &,

@ EREWEHO~XT AL MZDOWT

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

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

FORIBRREIRE . T ERAERERET R ORIBREENRH 5o 2 & 03H 5D T,
AFN D ¥ 5B hERT M O G- B T E IR N0 sk RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &5 2 bildikx IR BOW e
DHLLNDZENDDH, BENRDONTHGEIIL, BELEFRIIS UL
R 72 05k & BRBR 2 Rf D[RRl & g U Cal bl 2 B ne W 217V 18R D5
FOSIT X 2 BWER 2 o 2355 1id, AFNORIE T I, R ORIE E A
NEHOBRGELBET DL, B, BIERERLVE L OFREGIZEVEIE
HOYGERFRD IV WA TR, BB RE AV LISt o Sz il Fl o8 in
bEETDZ L

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

1 RUOBE R (BIE 1 BUEIR W 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER DR B MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN ICiEREEZPIE L, AR 8l
H OB EEOBEE RAEZITH Z L,

BIERF I, BFARE, IFERERES . TR, B{LMERE RPN LD Z 03 D
DT, EHHIITHERRREZITV., BEOREL +2I2BET 2 &,

@  AA|OFFEARRERICINT, &EHANG 6 7 HUNIT 8 B T L1z, TR,
GBS TR E TIX128M 2 S ITHIMEORHET 21T > TWe Z L 22|,

12
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EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V —AREFE 20 mg, 7V —RRHHEE 100 mg, A7 P—
AR ERE 120 mg, A7 Y — R K EE 240 mg)

~ B~

FR2 9F9A (RFI241 1 ASET)
BE A



ER/N

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



1. IILBIC

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

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

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

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

RGe L I HEIRS, - A VR ERE 20 mg, A U — R SEEHTE 100mg, 4TS
— RS 120 mg, A7 Y — R A 240 mg (— %4 - =
P~ 7 (Bl FHH#z))

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

MEERDAERORE - BE. A=A~ Bt z) & LT, 18] 240mg
Z 2 JEMIRIE S 1 0] 480 mg & 4 3 R0 C AR 5,

Bl N OE ¥ DB TS




2. AHNORK. VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg, [FAGEETE 120 mg K& ONF] s fsiE:
240 mg (—fi%4 : =R~ 7 GEE ), LT, TARA) Lvd,) ix, /NEREES
TH#MABLE AT Ly 7 24 (BIT7 VAL <A Y —X A7 A7 (BMS) b)) 2
BA7 L7t K PD-1 (Programmed cell death-1) (Z%}9 % & Nl 1gG4 € / 7 v —F /LHLfk
Th b,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 T % 7 —T fifn) LKOVE

BRI R BT 5 CD28 7 7 X U — (T Ml OIEMHAL Z i BhHIZ IE & AUZHIE T 2% 2
T ICBRT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZFHRET L CTWb, PD-1 U W RiFHURE MBI B b O & 22 G/ 588
LTk, BMERAMREEE) LR L EEMHMICI TS PD-L1 DOIEBLLIEDELF
HM & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o B JE S CIXAREE T AN EET DA v X —T = a2 H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEEI N, BB L7 EEMARIZI T D PD-L1 ORI LIk
ALEHIR & ORI EDOFBARRN 5 & O#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 S E 728 AMiaid, PUsRFER CDS Btk T Hifa ol s
FEME AP S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI L5 PD-1/PD-1 U 72 RERE&IL, 23
AR TURRR A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AN, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEAL K OV AR IR k9 2 AR TG M 2 58 5~ 5 2 & CRefci e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
BB 2R & LTCBRRERZ R U, Ak, et R OCRAEER R ST,

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



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

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

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

10 & — AFIH
- S Tt R#E

0.8 1
0.7
0.6 1

0.5

e

0.4 1

0.3 1

0.2

0.1 1

0.0

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

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



[Z241%]

OENFEIMAERE (ONO-4538-12 75x)

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

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

B RIR 48 - ——

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

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

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

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

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

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

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

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



[ - HiE]

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

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

K2 FHDEDBRE T A —F

M - R Cmax Chmind14 Cavgdl4 Comax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
20 me Q2W 61.712,?03) (15~22?.354-6) (25-31‘}:7.8) (105254) (41?57,.21358) (62.11(,)9187)
0meke QW | (147310) | (519.792) | (00 114) | (331 5 | (8913 | (37380

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



R3 AROEYBIE T A —F

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

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

Y1l 175 T e




4. HERIZOWT

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

O MEFRITHOWVT

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

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

(2) FEEHEREIPL

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

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

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

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

*

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

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

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

@ BNOEEREREBOEHICONT

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




@ BIEA~OHRIEIZDOWNT
@-1 fERR AR BE 3 2 B

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

@-2 ERWFEIC L 5FEESINICET 22 N

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

@-3 BHEADZWr-ox S IZE LT

BIVEA (MEMEMEEIIN 2 EEAEDRE, Odk. Tk, BT RARE ., KX,
NS, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHERERES . JHFK. BibrENnE
K. FAIRIAEEERE S . T RMAMEREREE, mhiklEE, BEE, RIEEE, Wk, BEEOKL
JERRE, FFRIMARZEFRIE, infusion reaction, HEFE7c Mgk, MERERIEMERE, Fik%.
Bede . WEEDRPERON ., IR, CIEES (L EME - 2RI - DS MEEIMGHES) |
PSS HA L, JBEFLEE) (T U C. Ykt X3 e B o B ME 2 3 5 =il & il
L (RHWERHOZECRSICE L THRELR IR EZ T oNL&MIcH A2 &), BEHIC
WE) 7R ALE D T E DARF NS> TNDH 2 &,

i



5. REMBRLLRDBE
(A2 L B9 % F 1]

@

@

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

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

o —IIRFENR O IRIGE T TV W EE

o fivtRHIBhRE A

o fLOPUEMEEES L OFH L TG SN BE

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

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

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

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

o MEMMEEOAI IO H 5 BE

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

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

o g CEMmEtMiaREZ 5e) Ob 5B

o OB IIBE A AT 5B

*  ECOG Performance Status 3-4"* 0 3%

(ED  ECOG & Performance Status (PS)

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

10




6. BMEICERL THEETREEFH

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

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

FREWERO~H T AL MZDOWNT

@

®

BB MR BN S 5D Z ENHDDOT, KAIOEGITHT- > T, BFIE
e (PRI RIS, nxmk, FEEAVE) OffEsE MK OMIES X A o FEh%E, Bletz +5
IZATH 2k, Fio, BEIZSUTHRE CT, Mif~—7—%0RE%2EET 5
ek,

AFNOB 51X EE O infusion reaction (Zfif 2 CTERARFIC 4y 726D TE 5
%177 L CBRMET 5 2 & £72.2 [B1 H LA O A A1 5-FFIZ infusion reaction
DHHONDIEHHDHDT, REEEGHROARFEGHETHIT AL 2 A
ERAET D%, BEOREBEL T8I 52 L, 2B, infusionreaction &
FHLLT-HE 12, R TOBELOERPERIZEIE T 2 £ ChEE 2 o8l
THZ L,

FOR IR RERE 5. T RAERERER ORIBEENSH DN DLZ ENHDHDT,
ARF D 5Bl b a K OB - B I3 E IR N re i A (TSH. B T3,
el T4, ACTH, M = LF Y — 1V S0HlE) 2Eiid 52 &,
AFNOBHIZ XY | WEOGRE NIRRT 5 & B X biLdkkx 7R BOR E
DHOLOLNDZ ENRDHDH, BFEDHBOLNTGEITIE, BELLIZFRITS LT
BEFRA 22 05k & 8Bk & RO R AT & s U CR bl 2RI W 21TV B ok
BOGIZ £ 2 BWER D 8o 258121, AR ORIESIH I, K ORIE BE A
WEVRIOBRGEZEET DL, wB. BIBERERLVEYOEEGIZEYEIE
M OYEEDRFRD BN WA TR, BB RE ARV LIS O Sz il Fl o8
HLEET D,

BT, FARM OB AR L COLERERN AT RN H 5720,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BOHEPRI (BE 1 BBEIRIGS 2 5 de) 23 bbb, FERFMES v 7 v R—v &
CEDZLBRHLOT, A, Fl, MRS OAER O FEHLMPEE O - F12+
SEETHZ &, 1 AERFN OGS &G ERIEL, AR Ul
RO 5FOWE2LEZ1TH Z L,

BIERF I, BFARE, IFERERES . TR, B{LMERE RPN b D Z &0 dH D
DT, EHIIITERERE LTV, BEOREZ H3ICBET 52 &,

AR ORI T, BGFGES VEMT 6 HEZ &, LR, 123
W2 LAZHNEDFHIE 21T > TWe Z L 2B BT, AFFR G HI3E R s
BETOHROMEREITS Z &,

11



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

(BR5E4 « A7V —AREFHE 20 mg, 7P — R RFEHE 100 mg, A7 P—
RREHE 120 mg, A7V — R AEEFE 240mg)

~ M R R o B R~

FR3 048 A (RFFI241 1 ASET)
BE A



ER/N

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



1. IILBIC

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

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

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

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

RGe L I HEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4TS
— R AEERE 120 mg, A7 Y — R AR EE 240 mg (—i%4 - =
P~ 7 (Bl FH#Z))

WG ERDIMREIIAE D3 AACFIRIER ITHIIE U - UIBR A RE 70 64T - FRo8 O B Mg fiss rh B2
i

WG ERDMERORE @E ., A=A r~7 (BIE %) & LT, 1[240mg
Z 2 MG S 1 0] 480 mg & 4 3 R0 C AT S,

f3E IR 5E ¥ F N IRG TEEASH




2. AHNORK. VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg, [FAGEETE 120 mg K& ONF] s fsiE:
240 mg (—fi%4 - =R~ 7 GEE ), LT, TRA) Evd,) 1x, /NEREES
TEMASLEAZ Ly 7 24 BT VAR e =AY —X A7 A7 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 & / 7 v —F )Lk
Th b,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 T % 7 —T fifn) LKOVE
BRI R BT 5 CD28 7 7 X U — (T Ml OIEMHAL Z i BhHIZ IE & AUZHIE T 2% 2
T ICBRT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZFHRET L CTWb, PD-1 U W RiFHURE MBI B b O & 22 G/ 588
LTk, BMERAMREEE) LU LB TS PD-L1 OFEBL L IEDELF
HM & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o B JE S CIXAREE T AN EET DA v X —T = a2 H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEEI N, BB L7 EEMARIZI T D PD-L1 ORI LIk
ALEHIR & ORI EDOFBARRN 5 & O#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 S E 728 AMiaid, PUsRFER CDS Btk T Hifa ol s
FEME AP S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI L5 PD-1/PD-1 U 72 RERE&IL, 23
AR TURRR A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AN, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEAL K OV AR IR k9 2 AR TG M 2 58 5~ 5 2 & CRefci e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
TR R B IR Aot & L T2 BRIRRRBR 2 S0 U . AME, 2 atE ) VR A MED 7R
i,

AFNO T 3 < MIE D RAERUEIC & 2 BINERSN & b L, B XTI
D AR B 5o AFIO B PR OB SR, BEOBREL AT, BEIR
D BTG AITIE, BB L HGUTIE U B e ik & B8R & FE o[ Aifl & L Coil
228 RIB M 2TV, B OSIERIRIC L D EIER A DR 2 A3, BIBRERL
LRI OB GEDOHEYINEEZIT O LERD D,



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

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

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

[Z41E]
N I FEFAER (ONO-4538-417:45h)
BEFGILI2B3M5] (94.1%) [ZiBD BV, AH & DRPBERENEE TERVEFER
1323/34%1 (67.6%) T3 LT, FBEENEWLL LORWEHIZTERO LB ThoTz,
#1 FEHBHS5%LLEORIMER (ONO-4538-41308R) (L MMEATXI REM)

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

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

4



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

I



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

K2 FAOEWBE T A—F

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

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

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

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

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

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

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



4. HERIZOWT

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

O mEFITHOWVT

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

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

(2) FEEHEREIRRE

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

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

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

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

*

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

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

© BtADERMEREBEOEKHIZONT

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




@ BIEA~OHRIEIZDOWNT
@-1 fERR AR BE 3 2 B

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

@-2 ERWFEIC L 5FEESINICET 22 N

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

@-3 BHEADOZWroxN B LT

BIVEA (MEMEMEEIZIN 2 BREAEDRE, OIdk. Tk, BT RAREE ., KK,
INZE, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHEREREE . JHFK. kv
K. FAIRIAEEERE S . T RMAMEREREE, mhiklEE, BEE, RIEEE, Wk, BEEOKL
JE R, BRI ZEFRIE, infusion reaction, FEFE7cMykmE, MERE RIEGERE, FEk%.
Bede. WEEDRPEROG ., IR M, ClEEES (D EME) - 2RI - DS MEEIMGHES) |
PSS HA L, JBEFLEE) (O U C. Ykt X I3ar e B 0 B ME 2 f 3 5 =il & i
L (RHWERHOZECRSICE L THRELR IR EZ T oNL&MIcH A2 &), BEHIC
WEI 7R ALE D T E DRFNHE S TnDH 2 &,

i



5. REMBRLLRDBE
(A2 L B9 % F 1]

@

@

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

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

o —WRIBREZIT TV W RS

o MOPUEMEEEAI L OFH L TG SN D B

| (7S e hllE S pRAR )|

@

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

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

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

o MEMMEEOAI IO H 5 BE

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

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

o A GEMmEtMiaBREZ Eie) Db 5 BE

o OB IIBE A AT 5B

»  ECOG Performance Status 3-4V 0 3%

(ED  ECOG & Performance Status (PS)

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

9




6. BEZELTHEETREFIH

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

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

@ FEREWEHDO~XT AL MZDOWT

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

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

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

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

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

BIERF I, BFARE, IFERERES . TR, B{LMERE RPN b D Z &0 dH D
DT, EHIIITERERE LTV, BEOREZ H3ICBET 52 &,

@ AFNOEERBRICBWT, 6 BEZ L ICHEIMEOFMAEIT> T2 L E2BE|T,
AR G-I ERR BB R A TR OMREITH Z &,

10



REFEHAEETA 71
=RA~T (RIBTFHEZ)

(BR7E4 « A7V —AREFE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AR ERE 120 mg, A7V — R K EE 240 mg)

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

S22 (Ff241 1 A%ED)
JBAFEE



ER/N

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



1. IILBIC

RIS OF M  ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, 6T, TEORFREMOESRIC LY | FUREZS e & OHH0 7 8RR
FFERMDPARBENDLHF T, 20 DOEEKNZ FICHLER BT TR 5 2 & PR
PR & 72 o TR Y RIEMBGE S & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXSL Z L L ShTnd,

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

L72Bo T, RKIA BT A 2 Tlidk, BBBEREL I E TR/ LA TN D EFIEFH -
BHE RN S-S & | DU ORI O il 70 5 2 HEE T 2 8L b B e Bk & %
HROEEFERE T,

I, RIA BT A %, MSIATBAE NEIE G BRI OHE, AR ANRR
ERAR IR s . —MAERTE N B ARERIR NRHE & R OV At FE N B AR RS2 O )
Db EAER LT,

R L 7p HEIRS, « AT VR AREHE 20 mg, A7 U — RS ETE 100 mg, A
DR IR EE 120 mg, A7V — RS EE 240 mg (— %4
=AN~7 GBI TH#Z) )

KR ERDIREINE « DSAACFHRER ITHE U - 1R UIBR R RE A T - R O mMEE ~
A7 aYT T4 bRZEM (MSI-High) A3 2505 « EE

MEERHEROHE - @, RAIZIE=Ar~7 (B rfiz) & LT, 118 240mg
% 2 W IR I 1 7] 480 mg % 4 i FEI IR C SRR E T 5, A
U A~ GBIEH#z) EOFHT 2581, @%E . mRAIZIX
=R~ 7 (BiarH#iz) & LT, 118240 mg % 3 i E R
T4 BEHEFET D, TO®%, =R~ 7 (Ba#kz) &L
T, 181240 mg % 2 MR X1 1 18] 480 mg % 4 3 R I fE C A
WEHET 5,

Bl N OE ¥ DB TS

(23%)

MSI-High % &3 25 « EREICRE T2 v — R A SE IR S0mg (—i%% : AU A

~7 (BETH#Z) ) OBREIIBE., AELKOHE

2hBE XX D B DAL ICHEE U IR UIBR R RE A A T - R O EME ~ A
7 aYT T4 NAREEME (MSI-High) ZA9 55505 « B

AELEONH&E: =AY (BEriiz) EoftAIicksn T, &%, BRI
AY A~T (BEaf#faiz) & LT1al 1 mgkg (KE) %2 3@
[FIRRE T 4 B SR ET 5,

2



2. AHNORK. VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg,  [FAGEETE 120 mg K& ONF] s ifsiE
240mg (—#4 : =AN~7 GBIEET#Z) o DAT. TRAL Lno, ) i, /M
MTEMASHEAX LYy 7 24 BTV AL =AY —X 27 A7 (BMS) #)
235PA%E L7 & K PD-1 (Programmed cell death-1) (ZX%F3 5 & M IgG4 £/ 7 v —F /L4
KTh s,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T Ml OIEMHAL Z i BhHIZ IE & AUZHIE T 2% 2
T ICBRT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZFHRET L CTWb, PD-1 U W RiFHURE MBI B b O & 22 G/ 588
LTk, BMERAMREEE) LU LB TS PD-L1 OFEBL L IEDELF
HM & OMICADHBEBRN & 5 Z & HE I TWws (Cancer 2010; 116: 1757-66)
F 7o B JE S CIXAREE T AN EET DA v X —T = a2 H >~ (IFN=y)
IZ& > T PD-L1 OFIANFEE I N, BB L EEMARIZI T D PD-L1 ORI LI O
ALEHIR & ORI EDOFEARRN & 5 & D#HE S & 2 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 S E 728 AMiaid, PUsRFER CDS Btk T Hifa ol s
FEME AP S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI L5 PD-1/PD-1 U 72 RERE&IL, 23
AR TURRR A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AN, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEAL K OV AR IR k9 2 AR TG M 2 58 5~ 5 2 & CRefci e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
R - BB At & LT BRIREBR A FEhE L. A2ME, et O D R
i,

AFNOVERMSFC IS B OIS X DRIERZEN S b b, EE L TIC
BLOAREMEDN B D, AANOE G R ORE#ITIEL, BFOBIEL 04TV BEDNR
D BT AITIL, B U5 U BP0 ik & RRBR A FF D AN & Edfs L Chil
G172 8RR 21TV B OSIE RS X D EIERA NS b 5 HA 12T, BIRRE RV
T UARIOBG DY) IR IE Z AT O BN D D,



3. BRERBUE

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

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

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

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

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

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

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

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

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



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

A IE (%)

r1>>

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

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

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

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

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

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

B L4 A Bi%k (%)

=
l‘>

119 ™! 62 151]*

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

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

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

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




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

(AF P )

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

#£3 FREMEN 5% EORBIEA (CA209142 3B  (ZZAMMEITSHSER)

HERIRHE BilE (%)

FEAGE 74 1

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

THI 16 (21.6) 1 ( 14) 0

L 7 ( 95) 0 0
— % - EFEER X OGO

I 5 17 (23.0) 1 ( 14) 0

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

U ox—E8n 9 (12.2) 6 ( 8.1) 0

AST B4 5 ( 6.8) 0 0

ALT #40 4 ( 5.4) 1 ( 1.4 0

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

& O PEIE 10 (13.5) 0 0

9% 8 (10.8) 0 0

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

B2 R 4 ( 5.4) 0 0

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

(KHFIEA VY b~T (BlaFfz) LofEHxE)

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



#z 4 FREEN 5% EORBIEA (CA200142 3B  (ZZAMHENTSISBER])

BRI HH BilE (%)

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

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

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

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

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

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

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

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

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

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

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

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



(M- AHE]

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

R5 FAOEKWBE T A—F

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

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

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



K6 AFOEMERLRNT A —F

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

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

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

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

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

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



4. FEFRIZOWT

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

O MEFRITHOWVT

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

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

(2) FrERgREIRbT

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

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

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

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

*

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

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

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

© BENDOEEMFREBRDOMEHICONT

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

10




@ BIEA~OHRIEIZDOWNT
@-1 R B3 2 B

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

@-2 ERNEEEHICL H2AFELMNHICHET 2 EH,

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

@-3 BHEADOZWrox NI LT

BIVEA (MEMEMZEEIZIN 2 EEAEDAE, Odk. Tk, BT RARE., KIBX.
MBS, BEEO TR, 1 ABERA, BUERTK. ITAE, ITisneRasE . Tk, mfbminse
K. FAIRIBEEERE S T RMAMEREMREE, rhiklEE, BEE, RIEEE, Wk, BEEOKL
JERRE, FFRIMARZEFRE, infusion reaction, HEFE7cMygkmE, MERERIEMERE, Fik%.
Bede . WL DFPEROS . IR EME, DS (O FEME) - RIK - DM |
PSS HA L, JBEFLEE) (S U C. Ykt XIar e B 0 B ME 2 3 5 =il & i
L (BHWEHOZWroxSIZE L THRER OSSR AT O NARMICHH L) | EHIT
WE) 7R ALE D T E DARF NS> TNDH 2 &,
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5. REMBRLLRDBE
(A2 L B9 % F 1]

@

@

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

A5 OFIENRREN TS,

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

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

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

WALENTELT, AFOBEGG L2270,

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

o iTRAHBIREE

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

(ZzefEicBd % HH]

@

@

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

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

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

o HEMMZEEOEIH XIIB LD H 5 B

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

o BOMEERBOAD, UXEMERZE L IXHFEMEO B CaEREEOBEERE O
bDHEE

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

o OB EEAT L BE

e ECOG Performance Status 3-4 " 7 H 34

(6)  ECOG o Performance Status (PS)

Score

o o
JEFR

0

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

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

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

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

E-S RS R S]

LB RV, BOOHDEY OZ L TERY, B2y RpfFFTlmI4,
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6. BEZELTHEEITREEIH

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

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

@ ERBEHO~RT AL MZDONT

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

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

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

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

1 RUBEIRI (BE | AUBEIR 2 5 de) b bbb, BERWES 7Y R—2 &
ICEDLZERHLOT, M, Eul, MRHFEOIEROFEHC MAHE D -7 12+
SEETAHZ &, 1 RN LN SE TR G2 HIEL, 4R 8
HlOF 5 E DY L AEZITH Z &,

BUENT 2. AR, ITHREREE . ITR. B{LEEERRH DN ZLnd D
DT, EHIIITERERE LTV, BEOREZ H3ICBET 52 &,

@ AKFNOEERABRICIBWT, HERBES 24 BT 6 M Z & F LRI, 125
M EICERMEDFME 21T > TV Z & 2B ARG I E B A
TRHROMEREITH Z &,
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REFEHAEETA 71
=RA~T (RIBTFHEEZ)

(BR7E4 « A7V —AREFE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AR ERE 120 mg, A7V — R K EE 240 mg)

~ BRI~

S22 (Ff241 1 A%ED)
JBAFEE



ER/N

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



1. IILBIC

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

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

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

I, ARITA BT A A%, MSIATBOE N B ER SR A A, AmEE AR AR
BRI o, —AFEETE N B RS IRNBHE S, FrEFEEFNEENE N B R EE T2 O W
Job EERR LT,

RGe L I HEIRS, - A VR ERE 20 mg, A U — R SEETE 100mg, 4
— R EIEEE 120 mg, A7 Y — RS EE 240 mg (— %4 - =
=7 (Bl FH#z))

R ERDREIE: © D3 AL L (T U 72 ARTG UIBR AR BR 70 B4 T - I8 O REE

KELRAMEROHE  @HE ., BRAICIZ=R L ~7 GEIa 7 Z) & LT, 1A 240mg
Z 2 BRGSO 1 [B] 480 mg % 4 3 R RIE CAGEEET 5,

Bl N OE ¥ DB TS




2. AHNORK. VERBF

A7 — AR R EHE 20 mg, R EE 100 mg, AL ERE 120 mg K OVRLAHE
H240mg (—i4 - =R~ 7 (BEHIEZ) . DUTF, TARAL Evd) 1d, /NEFEE
MTEMASHEAX LYy 7 24 BTV AL =AY —X 27 A7 (BMS) #)
235PA%E L7 & K PD-1 (Programmed cell death-1) (ZX%F3 5 & M IgG4 £/ 7 v —F /L4
KTh s,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 T % 7 —T fifn) LKOVE

BRI R BT 5 CD28 7 7 X U — (T Ml OIEMHAL Z i BhHIZ IE & AUZHIE T 2% 2
T ICBRT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZFHRET L CTWb, PD-1 U W RiFHURE MBI B b O & 22 G/ 588
LTk, BMERAMREEE) LU LB TS PD-L1 OFEBL L IEDELF
HM & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o B JE S CIXAREE T AN EET DA v X —T = a2 H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEEI N, BB L7 EEMARIZI T D PD-L1 ORI LIk
ALEHIR & ORI EDOFBARRN 5 & O#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 S E 728 AMiaid, PUsRFER CDS Btk T Hifa ol s
FEME AP S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI L5 PD-1/PD-1 U 72 RERE&IL, 23
AR TURRR A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AN, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEAL K OV AR IR k9 2 AR TG M 2 58 5~ 5 2 & CRefci e PuiEgsh iR 4 k9
ZENHERR STV D,

IO OFEN S | AFNTEMEIER )T 2 Bl IR EIC R0 55 b0 L MIfF S,
BiEmEE NG L LR Z E L, Ao, etk OERERHER I N,

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



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

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

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

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

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

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

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



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

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

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

B (%)

LR PAS <
el o i
192 43 194 {51

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

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

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

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

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

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

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

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

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

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

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

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

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

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

M P 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0
o WABE

FOIR BRFEREAS T 4E 17 (8.9) 0 0 1 (0.5) 0 0
JEYSE B & OV A HUE

FitiJ g 3 (1.6) 1 (0.5) 0 11 (5.7) 6 (3.1) 0
R L OseklEE

RARIEER 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
MiRE LZ Y S REE

2 ifi 4 (2.1) 4 (2.1) 0 47 (24.2) 19 (9.8) 0

I H BRI E 1 (0.5) 0 0 36 (18.6) 27 (13.9) 0

FEEWE L BR R i 0 0 0 20 (10.3) 20 (10.3) 0

H Bk Jg A iE 0 0 0 16 (8.2) 14 (7.2) 0
E R B L O ARk E

R 2 (1.0) 0 0 21 (10.8) 1 (0.5) 0

5 P9 2 (1.0) 0 0 17 (8.8) 1 (0.5) 0
TSR IR E

R B 3 (1.6) 0 0 14 (7.2) 0 0

KR = 2 —r R F— 1 (0.5) 0 0 47 (24.2) 1 (0.5) 0

K= 2 —a RF— 0 0 0 21 (10.8) 1 (0.5) 0

7RI, AFBEC IS T FRIEAEREE 22 1 (11.5%) | BEECREMRIE/ I 4/ $F—15
il (7.8%) . HTHERERET 13 B (6.8%) . FIEVEMGZRE 12 ] (6.3%) . MhiLfEE 8
5



(4.2%) . EEORERES 46 (2.1%) . HEE LW 3 4] (1.6%) . B 241 (1.0%) .
ERelEE 2 1] (1.0%) | % 161 (0.5%) . RIBZK - /IMEZ - BEED T 1 4 (0.5%) .
TEAEEEREE 1 5] (0.5%) K ONinfusionreactionl ] (0.5%) i bz, £7-. &
FEMEESNE, (DA, Mk, VAUBEIRIE, T A4, i bPERRE 2k, RIEHERERE= . Mk -
BERESE . FRARMARZERE, BEE /2 MRk, mERE RIEMRE, k%, R, 5& 5K
K OVODIEIEE TR0 b oTo, ARTEMIFEBURDUIBEIESES (BRIRMAER T 25
te) ZETEFHRERZ R,



(M- AHE]

AFNOREMARYEEET LV EFHA L2V 32— g 2k, KKl 480 mg % 4
TR T 5 T BEARO Ak - ARE TR G LEZBOAR O MG FRESBH SN
Too T ORER. AHK 480 mg & 4 HERIRHIFE TR G- L72BR O E HIRREIZ I 1T 2 88 i
B (LLTF. TCagss) &9, ) 1E, AAlI240mg % 2 HF MG T L L72EED Cagss &
BT 2 & PllEnie (FR) . £72. AH1480 mg z 4 HH MR TG LCEROES
WRHEIC BT D m MIETIRE (AT, [Craxss] VM9, ) &, AHI 240mg % 2 JH [
AT LIZBRD Craxss £ B L TRl Z R T & THIS L2 OO, BARNBEIZE
TREMENHER STV A YL - IR (10mg/kg % 2 BN THE) TARAIZ#E5 L
ToBRD Craxss & Ll U TR 2R3 & FRIS Nz (FFR) o AT, BEORE=EIZB T
HT—HIZHAD X ARKI 3 mglkg (IKE) F7=i 240 mg % 2 BRI, & L < IZAH
480 mg % 4 HEMMNE TG L 72BOARK OBRTGE R & A 32 e & o B % By
THRBRIGET AR S, YEBEICHOWTHRIMTOR SR, ERRo % -
HEOM THME L WLV 2 2R IT v & TRl S,

K2 FAOEWBE T A—F

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

3 meke Q2W (352 '760-8) (16.25?50.3) (21 .321'4?3.9) (75.1)1,3171) (27.612,'107) (42.717,'?27)
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