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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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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DWENRIE LTS Z &,
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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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10— | @3 RIEHDOZWr-XHIRICE LT 10 ~— | ®-3 EHEHOZBxSIZE LT

BIVER (RVEMERR BN 2, BEEREESE, O
K. MR, BEBUHRRIE, KIBR, /Nsk, BEED
T 1R, BUERZR . A4, IFRSREREE
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DOV IEHITH T &

PO — R S ERTE 100 mg. AV — R A ERE 120

- BUERZR, A4, IFBERERET . TR, kPR (%)
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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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RS, BEE, RIBEE, MKk, BJEOREREE,
Er kAR ZE42)E . infusion reaction, HEE 72 MR [E
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REMR A ATV, BEFEORELE 58T 5 2
P
(%)
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
IR« oS MEIAMIGNES) | MRS I, JBEFLEE) ITKkFL
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T 1 AUBERR . A A. RS, Tk,
{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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REMR A ATV, BFEORIEE 5ICBET5 2
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B DBl FHEE T A R4 OWETEFT GrIRxRE)
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 — A RFEFE 20 mg, 7P —RRHFEE 100 mg, 7P —
AR ERE 120 mg, A7V — R K EHE 240 mg)

~ FE/ N R R ~

FR2 9F2A (RFFI241 1 ASET)
BE A



ER/N

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



1. IILBIC

RIS OF M « ZRMEOMEROTZ DI, U SCEFIZE S W2 E AR RS
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFHN 72 5T B E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
PR & 72 o TR Y RRIFMBGEE & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MR E)
IZBWTYH, EHNERNEOHERHORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
MHEIMOBEZMLZIT 5 2 EnHIfF SN BT LTHERT 5 & & bic, BIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
BRI o, —AFEENE N A ARBRIRNBHE S FEdR B FTEENE A B AR P2 &k O
—MRFERETEN B AR ZRF 2D/ 0 b LR LTz,

RGe L I HEIRSG, - AT VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4TS
—REIEEE 120 mg, A7 Y — RSN 240 mg (— %4 - =
M~ 7 (Bl FH#z))

HRERDPEIDE © CIBRAREZRHETT - FRRE O IR/ N R s

MEERHDAERORE - BH, A=A ~T GBiaf#i %) & LT, 19 240mg
Z 2 JEMIRIE S 1 0] 480 mg & 4 W RI6E C AT 5,
i OHFEEMEIESG A & O 25813, @E . AIZE=RLr~7
Bz /M z) & LT, 118 240mg % 2 @RI REIRE X1 1 5] 360
mg % 3 MR CRMEERET 5,

B I 5B 3O/ NERERA T ERRUAAE




2. FHNORK. VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg, [FAGEETE 120 mg K& ONF] s fsiE
240 mg (—fi%4 - =R~ 7 GEE M), LT, TARA) Evd,) i, hEFPSES
TEMKSLEAZ LYy 7 24 BT VAR e Y —X A7 A7 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 & / 7 v —F /LHLfk
Th b,

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 MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L. U SERICMEINES 7L R LTV o REROIGTE L IRREZ
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HH & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F o EMER AR IR T MlaS AT 24 X — T 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LI O
ALEHIR & ORI EDOFEARRN 5 & DHEE S 8 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S E 723 AMiaiE, PUsRFER CDS Btk T Hifa ol fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
SEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 7> RERE&IL, 23
AR TURRF A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 ARIRE TG M 2 58 T~ 5 2 & TR e PuiEgsh iR 4 o~ 9
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
e/ B At & LT BRI A FEhE L. A bk, Zat kOB R
i,

AFNO R 3 < I D RAERGIC & 2 BIERSN & b b, B XTI
D RN B 5o AFIOE PR OB GHITIE, BFOBRL AT, BEIR
D BTG AITIE, BB L HGUTIE U B 2 ik & B8R & FE o R Al & L Coil
228 RIB M 2TV, B OSIERIRIC L D EIWER A DI 2 A3, BIBRERL
LRI OB GEDOHEY LB ZIT O LERD D,



3. BRERAE
UIBRANHEZR AT - AR OIE/NAEAE (R ERE L OFER - ERE) O7KGRREICRE
i 247 > 72 22 B A B BR D Rl AE 2 R T,

(0]

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

7T FF A B0 CFRIERE AT A URARRER B H/ IV IR O R R

/5% (ECOG Performance Status 0 X TV 1) 35 il 5512, KAl 3 mg/kg % 2 @R
ThUmEE L7c, FEFHMIEE TH 5288053 (RECIST A 74 & 1.1 IZHESL< F
JHIEIZ LD CR UL PR) 13 25.7% (95%(EHEHXH : 14.2~42.1%) Tholz, 7ok, F
AR E L7 BEEIX 9.0% Th o 72,

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

7T F SR h G b FEERE 2 A T D UIRANREZR B 1/ IV SO O/ F B
JE A (ECOG Performance Status 0 2 OV 1) 272 1] (RFIRE 135 1, F& & w137
Bl) ZXRGUT, REX X'/ ZXIRE UTARR 3 mg/kg % 2 J#[FRIFE CRIEEHE L,
FEMEEE Th H2AEFH (BLTF. ToS) Lv9o,) (Fhofll [95% XA 1%,
AAIET 9.23 [7.33~1327] BH. FEZXEBARET6.01 [5.13~733] WATHY,
AAHNE R & XK LREHPICHBERIER 2R LTc (O — RE 0.59 [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

0.1

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 0OS OF RN D Kaplan-Meier #HiBR (CA209017 38r) (FlEALIN7-£EH)
4



(FER ¥ B Rz )
@O ENE TR (ONO-4538-06 #5i)

77 FFRH e GO LT RIERE 2 AT 2 U2 B B/ IV XTI FFR O IERAE
B (ECOG Performance Status 0 X UM 1) 76 il 25512, AH 3 mg/kg % 2 1 fHI[H
bR C AR EHE Lo, FERHMIEE Th 528405 (RECIST A K74 » 1.1 fRICE-S<
PRI XD CR XUE PR) £ 19.7% (95%(5#EX[H : 12.3~30.0%) TH-o7z, 728,
FAMNIRE LTZBEIE 9.0% TH > 7,

© VEHMEIFARAER (CA209057 #XER) (N EnglJ Med 2015; 373: 1627-39)

7T F R G AL TFIERERE A2 AT D UIRANREZR OB H1/ IV U OIER - L
R (ECOG Performance Status 0 &2 OV 1) 582 fi] (ARAIRE 292 B, K& & F&/LEE
290 ) ZXRIRIZ, REZ R/ ZxtiE UTARA 3 mgkg % 2 38 MR CAMHEL
7o EEFHIIEE TH D 0S (FRAE [95%F X 1) 1E, AFIFET 12.19 [9.66~14.98 ]
IH., REZXEAEETII6 [8.05~10.68] WA THY , AANL NEFFE/MITH 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 -

0.6 1

0.51

0.4 -

Probability of Survival

0.3 -

0.2 SR - o, ;
B 2000
0.1 1
0.0 1
L e [ T
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
AFR
292 232 194 169 146 123 62 32 9 0
Fea% /L8
290 244 194 150 111 88 34 10 5 (0]

X2 OSSP FEfENT D Kaplan-MeierHi#R (CA209057388) (BWIEA(LIN L)



(PD-L1FEBLIR B DA =M e 0224

HESVE AR (CA209017350 B ("CA2090575858%) ICHIAAN BNTZBRED H b,
SRR I 35U CPD-L1 2 38 8L L 7= Bl 5 2814 (LLUF, [PD-LIZEBLIEE] &
9,) [T DIERB G LN —EOBRE DT — & |ZHSE | PD-LIFEBRBICEER I
ENT AT S T A IMER OVZEMEDORERIILUI T LB Y Th o7,

FHPEIZB L CIE, R BB TlE, PD-LIOKBRRIC LS, FEZZb AR
e U CARKIRE COSDMER T~ A EM N7 Hiviz,
IR - LB T PD-LIFEBED %A OB A K e & v LR L IZIEFB O R T

Hote (T,

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

a7y A VEREETH 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 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 B D PD-L1 HEHEH|TD OS O HESFHT D Kaplan-Meier HifR
(£H : PD-L1<1%DBELF. AKX : PD-L1=1%DBEEM)



R PRz g M O i - Rz )

O [ERIFEH AR (ONO-4538-77/CA2099LAFKER)
(LB ARIBIR D EGFRIE AR 128 B2 M ] QALK &8 5 1 B2 O UIBR A BE 7o 1T -
Fs O/ NHIRE iR R 7196 (A ARNBESOB 2 Ede, AFEAEY AT ROT T
F T St FRE L O (LR, INIVO/IPY/Chemo| &5 ,) "HE36141,
XTRREEIS8GI) Zxtgic, 77 F A E G FIRIE O AR G225 E LT,
NIVO/IPY/Chemo#f D A &k VL B2 et Lic, FHMEEE TH 508 (HF Jufi
[95%(5HEX[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 FF 8K % & T b FHEIEITHRE L

AR B R IEE 2R LT (N — FH0.69[96.71%(5 #E X [#]:0.55~0.87] . p=0.0006
[J& Blllog-rankA& iE 1) .

2B, RBMLMATRER CTH DA, HHEALBIONIVO/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 BV A~ I mgkg & 6 AR & OYL5IEE 3 8 MR M
B U7z, ALZAR0RE, LA URSE EROE UTIERE ERE) (IC SV bpes (R R
Jit  AINVKRT T FURONRZ Y ZXtE, ERFELENE : IVRTTF XTI AT ZF R
NARNLFER) &, 3EEE LA 2L LT 2 A 2 AER LT, 2 A4 2 AT, AH
BOA BV b~ 7 % ST LT,

#2 : RERE R RO SULIER - BRI 1233 % . NIVO/IPI/Chemo A & [F] UAL &L % 3 AR
EAIVAINELTAYA I NVERL, R ERBEIZOWTIE, 4 A 7 VO(LFFEE
TR P LFl RIC K D HERRRE b M ATRE & 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-Meieri#t (ONO-4538-77/CA2099LAFRER)
(EIER LI T-5EH)
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@ [ERIE S AR (ONO-4538-27/CA209227 7#&5#%) (N EnglJ Med 2019; 381:2020-31)
(Part 1a)

{LEFPHRIEARTEE T PD-L1 FEBLRD 1%LL LD EGFR & a1 B KON ALK @hvé
R B2 DO UIBRREE /R HETT « PR OFE/ NI B3 793 5l (A ARNEBHE 89 il %4 &
to, KKl A L~=T7 EDOOFHEE (LLF, INIVO/IPL &\95,) "THE 396 i, i
BE 397 B) b4z, 77 F A E2 STk ik OO & 52 2%t & LT, NIVO/IPI
REDA N R Vet st Uz, AR o FTEIMEEA TH 5 0S (Tl [95%1F
FEXE]) 1%, NIVO/IPI BEC 17.08 [14.95~20.07] » H . %I HEEET 14.88 [12.71~16.72]
JIHT&H Y, NIVO/IPL #5127 7 FFHHK 2 5 Tt FREIT kT LA RIS B R IE
FEarLlzc (=R 0.79 [97.72%(5 8 XH : 0.65~0.96], p=0.0066 [J&%!| log-rank
RiE])

*] : AH 3 mgkg & 2 BRI, 1 £ A~ 1 mgkg & 6 IR IR CAREE L,

) ALRR ROV R RO IR EER) ([C S WAL sk (RE BRI : WL RT T 52 XU
VAT TFUROIT L EE Y ERELERE  DVERTTF NIV AT TF RO A R
XER) 2, 3EMEZ 1Ao7 L TaY A7 AFE L, FERFELEEIZONTIE, 4 9147
N OALEFEFEREIT <A N Lt RIS X BHERHRIE S ERATHE L L7-,

1.0
0.9
0.8
0.7
0.6

NIVO/IPIEE

0.5
0.4 /-*\‘ =
0.3 e

0.2

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)
(BIESILShI-£EH)



(Part 1b)

{EFIERIEARIGH T PD-L1 FEBLRN 1%AK0ili2>2 EGFR Bin AR K Y ALK @iE
BRI OUIBRREEZRHETT - TR OIE/INRIIE B8 550 5l (B ARNEHE 79 B4 5
te, AKEIE 7T FF K 2 ETefb2k & O S (LLF, INIVO/Chemo] &9 ,)
“URE 177 41, NIVO/IPI Bf 187 ], IHREE 186 ) Zf4ic., 77 FFHA 2 &b 5%
EOPFE G2 2 %R & LT, NIVO/Chemo #f & O NIVO/IPI B DA it & OV 4 %
Rt U7z, ARBROFIREHIE B O—-2>Th VD BRI 72 E DX T dH % NIVO/Chemo
RE & o HRRE D BEA AL (AR (P [95% 15 #E X [E]) 1. NIVO/Chemo ££C 5.55 [4.63
~6.90] 1 A, XHBEET 4.70 [4.21~5.59] 7 A TH Y, NIVO/Chemo #% 5-13 77 FF
F 2 & T b P EIC R LIEHPRIICA B IER 2R LT (O — REE 0.73 [97.72%(5 18
X : 0.56~0.95], p=0.0070 [J&%!] log-rank fR7E]).

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

*1 &K 360 mg % 3 ARG K QML LA 3 R C AL L, (Lmii, M R
b B TR BRI ISEED W b EE (RS  IVRT T F I AT FF
VROV AR FERVELEEE I INAR T TF U XF VAT TF RO A N LRE R) |
3HEME 1A 7L LT 4% A 7 VER L, ERTEEEBEIZONTIE, 4 %A 7 LOLysk
EMEHRICRA B Lt RICE DHERRRE S B ATREE L,

1.0 N

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‘“hﬁ_‘
£oa{  xHAREE R WL,
o0 4
T T T T T T T T T T T T T T
0 ) 6 9 12, 15 18 21 24 27 30 33 36 39
Niitibet ataisk Time from Randomization (Months)
NIVO/Chemo® 177 135 73 48 37 29 19 15 10 10 7 4 1 0
of H R 186 121 57 22 18 13 8 6 S 3 0 0 0 0

X 6 PFS OFRAMENTEFD Kaplan-Meier Bk (ONO-4538-27/CA209227 AR Part 1b)
(VAL S 7-4EF. NIVO/Chemo ¥ & %R & D HEK)
F72. MEFEARBRIERR ST ENRo T2 b DD, PD-L1 FEHERM 1% D HE
(23T NIVO/IPT B & kR OS (HfiE [95%E XM ]) 1%, NIVO/IPLHET 17.15
[12.85~22.05] 77 H . tHBEET 12.19 [9.17~14.32] 7 H TH Y . NIVO/IP1 51375
T HH 2 E T b FRIE I LIEEE 2 7R Lz (O — R 0.62 [95%(F #H X : 0.48
~0.78]. RRHIZLARMTHE SR .



[Z241%]
R bR )
OEWNE DR (ONO-4538-0575)
BEFGIL 33/35 il (94.3%) IZERD BV, KElE ORREBEFNEE TCE VWA HHR
G213 24/35 5] (68.6%) IZ#RWD HALTz, FBLHEN 5%LL EORWERIZTRDO LB ThHo
776

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

FRE RIS HH BilE (%)

HARGE 35 45

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

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

B CLoa Pk FR AR 2% 2 ( 57) 0 0
AP

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

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

W AEUE 2 (57 0 0
7R

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

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

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

B EiivRg 2 (57 0 0
PR R P

RIS = 2 — /T — 2 (57 0 0
RO AR, B ES K OMHERR

il £ i 2 (57 0 0
KB KO TRk E

SIERR R E 2% 2 (57 0 0
HLBE 2 ( 57 0 0
F95 5 (143) 0 0
BEIR Bk 5 2 ( 57 0 0

7ok, RMVEMEATERE 2 6] (5.7%) . KK - HEO FF 2 6] (5.7%) | #hffES (%
T v NU—IEERESE) 341 (8.6%) . NTFEERERETE 2 5 (5.7%) . FUIRAREEGERET 3
(8.6%) . RIEHEREREE 16 (2.9%) . BEEREREE (RANEHIEMEBRE) 141 (2.9%)
J Ninfusion reaction 2 {51 (5.7%) 23a8@ Hivlz, £/, BEOKEREE (K EREIRE
ERE, ZIEALBE, FERHIESS) | FERMREREE. 1 BUBERFG., BER. FAER B E,

10



Wik - BAISEZE . 2 & 5 A OULR R AR B b T2, AR BRI B
% (ERREMRN 2 AD) &GDRIHRETT,

QA MARER (CA20901738%) (N Engl J Med 2015; 373: 123-35)

BEFGIIAFIRE 127/131 6] (96.9%). F& & Fw/LEE 125/129 ] (96.9%) (2788 &
oo AENE ORFFEBRPEE TERWAFRRIT 76/131 i (58.0%) T8O B, J
BN 5% LORIERIZT 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
—f% - EHFEER L OGS EAMOREE

I E 13 (99 0 0

9 57 21 (16.0) 1 ( 0.8) 0
R L O EE

AR 14 (10.7) 1 ( 0.8) 0
T E KRR L O A HRRESE

FAfim 7 ( 5.3) 0 0

7. HVEMEMEE 6 B (4.6%) . RIGK - BHEED THI 11 61 (8.4%) . FhkFEE (%
T v NU—IEGERES) 1361 (9.9%) | IFHEREREE 4 61 (3.1%) . HUIRMRHERERET 5
(3.8%) . BEHREREE (RMEMEMEEX%) 461 (3.1%) . EIEMNEIIE 141 (0.8%)
M WNinfusionreaction 1 f5] (0.8%) MF» bz, £/, BEEOKEEE (FEREIRE
fERE, ZTEALEE, FRHIES) | TEARHERETE. RIBaEmRE, 1 BUERp ., PEX,
e « BEES . 5 E D IR L OB RITFRD D ie o 72, AREIVEFAZ BRI TR

% (RREMRT 25T) 2E0EHEREZRT,

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

HEERIX 75/76 i (98.7%) T8O B, AF| L ODRRERNEE TCE W ER
G213 64/76 5l (84.2%) (TR BTz, FEBLED 5% UL EORWERHIZ TRDO LBV TH-
776

11



#£3 HEHBNR5%LL EOFEIWER (ONO-4538-0658%)

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

(EEA 5 ( 66) 0 0

T 4 ( 53 0 0

LI 8 (105) 0 0

AN 4 (53 0 0

I 4 ( 53 0 0
—i% - EEREER X O SO RRE

I 57 9 (11.8) 1 (13 0

PR 11 (14.5) 0 0

FEEL 11 (14.5) 0 0
BRI AT

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

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

RARR 11 (14.5) 1 (13 0
PR R

FEIED F 4 ( 53 1 (13 0
M SR, MOERES K ONERm P E

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

D FENE 6 (79 1 (13 o0

W% 11 (145) 0 0

SRR I 4 ( 53 0 0

¥, MM EAR] (5.3%) . KM%k - EHEE D THI5H] (6.6%) . FhikkEE (¥ 7
v N L—EERESE) 1041 (13.2%) | IFRERERE511 (6.6%) . F IR IR RERR 1041 (13.2%) |
R RERERE E 1] (1.3%) | BFEEREREE (RME TR EMEE 25%) 461 (5.3%) K Utinfusion
reaction 35l (3.9%) 23D LTz, F7o, BEOKERFEE (REMEIEGEEE, 2L
B, BOROEIES) | TEEHREREE . URUBEIRIN, WEZE. EIEMIEAE, AR - BEEK
5 E D PR OB RITFRD B2 Do T, REWERAFBURILIZEE RS (AR RE M
WA E) 2B UEERETRT,

O/ EEIIARRER (CA209057 78#%) (N Engl J Med 2015; 373: 1627-39)

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

12



F4 FEHERDP 5% EORMER (CA209057 3RBR)

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

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

FFDR AU RB AR T i 19 ( 6.6) 0 0
B IEREE

T 2 (17 2 ( 07) O

TN 34 (11.8) 2 (07) 0

Mg - 15 ( 52 0 0
— % - 2FREER OGN ORRE

I ) e 29 (10.1) 1 ( 03 0

9 57 46 (16.0) 3 (100 o0
Rt L O EE

BARR 30 (105) 0 0
AR L OV ARk

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

% 9 FEE 24 ( 84) 0 0

W5 27 ( 94) 1 ( 03 0

7, MNP R 10 6 (3.5%) . KMk - B D T 22 6 (7.7%) | fhikleds (%
T v NUIEREE) 26 1 (9.1%) . IFBEREREDES 15 6] (5.2%) . HRIRBEREREE 27
Bl (9.4%) | BEHEREREE (RME BB RE) 761 (2.4%) . 6% - #2141 (0.3%)
J O infusion reaction 8 5l (2.8%) 23FRD Hivlz, Fiz, BEEOKLERE (K ERIRIRE
ERE, ZIEALBE, BUOEIESE) | TERAHERE, RIBMEERE. 1 BUHRE, FER,
FIEFEAE, S E 9 R KO RITED Divieio 7o, ARRIVEMZEBLR LB
% (WRREMRT 25T) 2E0EHEREZRT,

R S b B M O R - R i)
DOERILFEZHEMAHAER (ONO-4538-77/CA2099LA 7k 5R)

HEREGIIAAIOH (NIVO/IPI/Chemo) #E 355/358 fil (99.2%) . xiPfEE 341/349

(97.7%) 123D BT, AFIFEH (NIVO/IPI/Chemo) & DREBMEZNGE TERWA
EHEGT 322/358 il (89.9%) IZRRD HiLTz, FEEBLEN 5%LL EOREWERHIZTTRD L0
ThoT-,

F5 EBRY 5% LEOBIEH (ONO-4538-77/CA2099LA RABR)
B% (%)

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

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

21 80  (22.3) 20 ( 56) O

B T BRI IE 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 BB RE A T i 52 (14.5) 1 (03 0
B P

(EEA 32 (89 0 0

T 73 (204) 14 ( 39 1 ( 03

TN 94  (26.3) 5 (14 o0

Mg - 47 (13.1) 6 (17 o0
—f - FEEFED L OREHAORE

HE 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 NIRRT =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 —EHN 18 ( 5.0) 13 (36 0
Rt L O EE

BAHIE 56  (15.6) 4 (11) o
AR L OV ARk R

SN 26 ( 7.3) 1 (03 0

3 P 18 ( 50) 0 0
MR R, MEREs & OMithm R

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

Jih i 32 (89 3 (08 0

Z 9 I 66  (18.4) 3 (08 0

B2 64  (17.9) 5 (14 o0

BEIR Bk 5 18 ( 5.0) 5 (14 o0

¥, HURIERERET 74 45 (20.7%) . FRRRFET 51 6 (14.2%) . BEKUHRARLE <
F/3F—50 5] (14.0%) . FFHEREREE 48 #1 (13.4%) . KAGZ - /IMEZk - HEED T 26
Bl (7.3%) . BHERERETE 25 (5] (7.0%) . EEOREREDE 21 5] (5.9%) | FEMENZE S
19 5 (5.3%) . infusionreaction 17 i (4.7%) . FIHEREREEE 12 5] (3.4%) . T (AR
RERETE 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, EIEMHEAGE, Lk, Bk, 1
TUBERIE ., FFAR4, BbHEARE R, MMoe - BB, EERMMKEE ., MERE BIEMmRE,
fEEZ, 5 &9 IS BEE M & OMEFLIZER D e o 7o, REIWERFBLIR DL RSE
% (BRRMEMERTEZET) 280EHERERT,

OQE B [F AR RBR  (ONO-4538-27/CA209227 #kb#)

(AHIE A Y L~T LOOHZEE)

HEFELGIIAKIGEH (NIVO/IPI) # 568/576 5] (98.6%) . RIHAHE 554/570 41 (97.2%)
RO bivTe, AFOEH (NIVO/IPD) & ORFEEIRMN G E T E WA EFHGIL 442/576
Bl (76.7%) ([ZFBD BTz, FBHEN 5% EORIERIZITEO EEBY ThoTz,

14



#6 FHRNS5%ULOBEIER (ONO-4538-27/CA209227 3REX Part 1a &t 1b)

. ; Bl (%)
EEE%”T o 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
e laRA s

PR B RE TUEE 48 ( 8.3) 0 0

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

TR 98 (17.0) 10 (17 0

L 57 ( 9.9 3 ( 05 0
—f - RFEER L OREHAORE

1 )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

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

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

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

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

fiilig 2& 41 ( 7.1) 16 (28 0
R F X O TRk

B I iz s 31 ( 54 1 (02 0

% O FEIE 82 (142 3 (05 0

B2 98  (17.0) 9 (18 0

iR INIRZY NS 39 ( 6.8) 9 ( 18 0

7%, HURMHEREFETE 115 1] (20.0%) . TRERERTE 91 1] (15.8%) . FhikkES 51 1
(8.9%) . [EMEMIZRE 50 B (8.7%) . BRAUMALARIE/ X A/ F—38 45 (6.6%) . HE
DR JEEE 27 B (4.7%) . KIGK - /MGK - HEO T 25 41 (4.3%) | BHERERE 25
5 (4.3%) . infusionreaction 23 5] (4.0%) . T IEMAHEREMRET 19 1] (3.3%) . EIFEHGE
fRd 19 il (3.3%) . APk 13 ] (2.3%) . LoMidlsss 9 5] (1.6%) . Mk 6 f5il (1.0%) .
1 BERIS 4 1 (0.7%) . S E MR 2 5] (0.3%) | sz 161 (0.2%) . ik 1 f
(0.2%) . Minde - Bl ZE 1451 (0.2%) M OWRARMARZERSE 161 (0.2%) 23388 bz,
Fo, EIEMEE, IPARS, BALMEIRE 8, EE R MKMEE, MERERIEGRE, i,
JEESE HH i M OSEFLIZRER 8O B AL7R Do 7o REIMEHAR BRI SRS (BRR A a R
EEL) EEUDEINERE ST,

(KA & 7 Z FF 8K 2 G el FRE & OO S (PD-L1 %8BI 1% 0 BEEH]))
B EFHGIIAFIGH (NIVO/Chemo) B 172/172 511 (100%) . >t FREE 174/183 1] (95.1%)
ZFRD BT AFIDFH (NIVO/Chemo) & DRI EBIHR A EE TE 2 WAFEFRIL 159/172

5l (92.4%) (ZEBO BTz, BN 5% EORIERIZT TRO LBV THHo T2,

15



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

Bi%k (%)

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

¥, PRRRREE 26 5] (15.1%) . BERUTIRMARIE/ X A TF—22 ] (12.8%) . JTFHRE
b 20 4] (12.2%) | HURIRFERERREE 16 61 (9.3%) . BEFHEEREE 14 41 (8.1%) . [H]
BEVERTRE R 8 B (4.7%) . RIBE - /M - EEO THIS B (2.9%) . LHEbEE 5 4
(2.9%) . infusion reaction 4 {5 (2.3%) . EEDOJEREE 2 F] (1.2%) . LK 15
(0.6%) . f7c 161 (0.6%) . 1ZUBEGRSE 1651 (0.6%) . AFZ5 161 (0.6%) . BIEHS
RERESE 1B (0.6%) M OWRARMARZERAE L 6] (0.6%) MRH LT, Fo, EIEM R
TE, A4, BEEPERRE K, TEAMERREETE, MK - fERER, EE 2 MREE, M
ERERIEMERE, AhkZ. BER. S E MR, MBI VEFLITGRD Lo o7, &
RIERZRBURILIIBE RS (RIRMAEMERT 2 50) 23 OEERERT,
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[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 L— a3 02k v, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBRE & & ik
LTREZRT ETRHENTZb DD, ARANBFICBO CARMR RIS TV D H
- & (10mgkg % 2 BFFEECRE) CAKIZ G UI-BEOugE & & ik U CEfH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & KA 3 mg/kg
(IREE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 ik b
ORI & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
FRROAE - HREOM THEER L SMEICAME e 2 RI3 v E TRl Sz, £,
NIRRT BT IZ BT 2 T — XD M L2 B UG ET VEFIH LT, AAl 3
mg/kg (2 G CHG) . 240 mg (2 B CTHE) XX 360 mg (3 ¥ M HIE TR
H) LAY A~T 1 mgke (6 BREIMMETERYS) 20 LIcBROZ2MEZE Lo
K. FROME - HEOR CREM TR ERITRWV E TSN,

R FAADOEYBENT A —F

- Crnax Chnind14 Cavgd14 Cimax.ss Cmin.ss Cavess
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)

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

240 me Q@2W 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 d i ML HHEEE . Crinara : FI[EIF 5214
H BIZIRT 2 RIRMIIETIRE ., Cavears : HIEIHRE% 140 B £ TOFHMIEFIRE, Craxss © EFIREBIZIS
T D Em MIE TR, Cuminss 1 EHARIBIZI T 2 BARMIETIRIE, Cavess 1 EHFAIRIBIZIS T 2 MLIE T
IR

T, ARNOREMEDEEET LV EFIH LT I 2 b— 3 280 | AAI 480 mg
% 4 W CE G SUIBEARE O Mk - &S TR U72BRO AR O i iE i B 23 et
Shiz, TORER., KAl 480 mg % 4 HFEMEN CHE G LIZBEOEFIREBIZB T 5 E¥im
THETPIRE (LLTF. [Cagss) &9, ) 1&, AHAI 240mg % 2 M ] TG L 72BRD Cavgss
EHFT o TS (FR) . £70. A 480 mg % 4 R TR LICEREOE
ARSI D mMIETIRE (LT, [Craxss) VM9, ) 1. &K 240mg % 2 fH
Mk THEG LT2BRD Craxss & IR L TEMEZ R T & TlISHZ b OO, HARNBREICE
WTARMENHER SN TV D M - FIE (10mglkg % 2 BRI TG TAA 25
L72BED Craxss & R L CTIRMEZ "3 & TRl (FFR) . AT, #Eo@EiEIzs
J o7 —2ICHESE AHI 3mglkg ((KHE) F721%240mg % 2 M, & L < TARH
480 mg % 4 P C& G LB AR OBRGE R & A U322 a0k & o B & gt
THRBEOGTE T VORI, YEBEEICO W TRMM bR, ERRo Mk -
B ORI CHIER VZRVEICHER 2RIV & Tl S 7z,
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K10 ARORYEE T A —F

M - R Cmax Cmind28 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 gos) (232,7277)

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

FE. Cmaxss : EHFIRIBICI T D B MIEF IR, Cminss 1 EFIREBICIS T D BARMIFEHIREE . Cavgss : E TR
HBIZ 51T 2 R4 Iy v e B
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4. FEFRIZOWVWT

AFN OB G- DN H) 72 BE &2 - BE L. AFI o512 ctbi’é%ff TEFRZRB LT
BRIZHRHET 2 Z ERMER D, LFOO~Q@DFT X T &Nz sl W THEHAT
RXTH5DH,

O MEFRITHOWVT

@1 FRo (1) ~ (5) OVWTINICHEYTHMETHDL Z &,

(1) EATHREDIEET 203 A B ISR % (BE N RS A2 R HE LS IR B |
U3 A RSB SRE, HUEY AR HRIRBE 7R &)

(2) FrEtEREIRPT

() FBENFIANFNHGE T 203 U FEEEFRET (D5 AR EER EIRbT, 23 A2
W IEBE, D3 AR EEHERE T e &)

(4) S RACERIERE 23 E L, ASRILSFRIEINE 1 AT HRIEINE 2 Ok FEvE
R D 24T - TV D ik

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

O-2  fifieE DAL SHRIE K ORI E R FE S O XIS 443 72 ik & B8R 2 R EAT (FRO
WPRNIREE T DERM) 25, SR ORANE T 20 ORMEA L L TRES L
TWsZ &,

*

o [ERIRFFISER 2 FOPWHEZE T L72iRIC 5 FLLEO D ATBIROERIRIHE &2
ToTWHZ &, 56, 28U LT PARYREL & LEERRIESZOIHME %2
ToTWHZ &,

o [RAIRFFEUSE 2 FOPMBHEZE T LIZRRIC 4 4L EOBRKRBREZ AL T D
Z&o 26 IFLRIE NikED D A SR 2 & T MR O B RAHE 217 -
TN5Z L,

@ BENOEEKAFREHOKHIZONT

P 3R An ERE BLCE T A BT DS R E S, IR EN S OFRE D, ﬁxJJ PE « %2
DI RO E IR OERSITT 5 Rt A FFR0RE LG EoWE
¥, FERERLIATON LGN ESTWNWD Z Lk,
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® BUER~DORIGICONT
®-1 fEs B4 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
(TE R I BN T B L2 BERICIS U CABREEL L O CT SO FIER ORI &
FILREOFRERIY B D, EHITHISATRER AR A > T2 Z &,

@2 ERWFEIC L 5FEESINICET 22 N

AR 5 BT 72 5 e O\ Re 2 A 2 BIRIERE D RIEE=2 U 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BIfERH OZErox N LT

BIVEA (MEMERMZEEIIN 2 BREAEDRE, Ok, Tk, BT RARE ., KIBK.
INSE, EEDO TR, 1 ANERE, BUEMZE, HFARA, HHERERES . JHFK. BibrENnE
K. FARIABEEERE S . T ERMAMREREE, mhiklEE, BEE, RIEEE, MR, BEEOKL
JERRE, FFRIMARZEFRE, infusion reaction, HEFE7fMykmE, MERE RIEMERE, FEEZ.
Bede. WEEORPEROG ., WM, CIEEES (D EME) - 2RI - D ESEMEEIMGHES) |
PSS HA L, JBEFLEE) (O U C. Ykt X I3ar e B o B ME 2 3 5 =il & il
L (RWERHOZErCxSICE L THRELR O REZZ T oNL&MIchH A2 &), BEHIC
WE) 7R ALE D TE DRF NS TNDH 2 &,

i
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5. REMBRLLRDBE
(0B 54 H]
O AHOBMB LI TRROBEIZBWNTHMERBIES N TV D,

75 FF Wk G CEREIE A AT B IR AR IIB 1/ IV UL FE R 0
L

75 FF W e G CEREIE A AT B B AR IIB 91/ IV S FE R 3
RV LR

7235, HERF LR CEGFRIEE 728 B X UTALKR A & AS T- B R 1T BV T,
JFHI L L TEGFRF | % ¥ v % F— B IEA UFALK T 1 % o o % F— L IEA 0
BRI 269 5183,

@  AFNOAMOHUEMENESA] & O ST T RO EBE BN THRMEI VRSN TV D,

A Y AT ROT 7 F K EGTfb e R ERE  IVRT T F
ORI U EXRN, ERELEE : VR TTF o I AT TF 2 RO
A MLFxtER) EOPFHEE ALFRIERE OV EGFR #Bin 14 Bzt &k O
ALK fl 585 7RO UIBRAEE /R HETT « FRFs D FE/INHE N A AR
AV L~T L OUHES ALFIRIER O 720 EGFR & 128 BN & O ALK
fl BRI OUIBRARE 7 AT - T8 D IE IR s AR
77 F B ST EEE R ERE VR T T F I AT T TF
BT LB FERYLRE  DVRTTF o UNI AT T F o AR A
RSt R) EOPFRBS  ALFRIERED 220 PD-L1 R BLE*DY %A 2>
EGFR &5 128 Bz e O ALK &85 RO UIBR AR/ HETT « T DIE/I
IR fr g SR

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

@  FRLIZEZ M9 S IR NI A 3 D AAN D G K O T IEIC W™ T
ARANDENENHESL SN TS, AFORGHR L 2L,

R PR A BRI RS 3 2 AT O BUMEL G- Ko O D HLENE IS & o BF % 5
AL BRIEIE D 22 B (TR 2 AF o B 5
Q@ TAANDAHINED R LTV O FUEMEIEE 7 & o ff & 5-

@ AbFRERED 72 NEIBRRREZR DT - IR OIF NI EE IZB N T, 1B A
7L OO T D RARMEICREN 20 EB X DN BFEITB O TX, KAl L
AV LT LOHEGEZZRTNETHD, £, AV LAST KRNI T7FF
R 2 Gt BRE (RELERE  hVRTIF o ROvs ) 2%k, HERFLE
I INVRT T F NIV AT T F U RORA N FdE R) EoffA&EGICx
DABMEICRIENR 2N EEZ ONDBEEICBNTL, AFEA Y AT KO T T
T HE 2 ST bR & OG-, PD-L1 RN 1%KRN>1 U AT
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(X D BEMEICRERH D B X LNHEBEITRBN T, Afl L 77 F 8K %
FrbRE REERE : IVRT TF U IV AT TF R RT A H e
HRELRE  AIVRTTF U XUNIV AT TF RO A R LXE R) L OfFH#
HAREBTDHILENTE D, B, AROEGICHIZ-> Tk, iR IA FT4
v (BARMESASR SRy so L

©® figEZEIA R7 4 > (AARMETSRm) 128 T, ECOG Performance Status 0~ 1
2 75 UL E D R B, X% ECOG Performance Status 2 52 O B#E 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 5 Y]
PRABEZRHEST « R O/ iEBE IZBW T, 77 F T RAIORHEEN R &
&5 3 HARPURAI A COWREE L AT 2 BF B W TR, AR O §R 5 %25 fE
TE 5,

© 77 FFERAEETAFRIERE G T 2 UBRRRE R AT - T3 O/ Nt R
(259 2 A O BB G- 1 3y s B AR SR (CA20901 7380k & TRCA20905738R) (2
BT, RFERELOERY LEEONWTNOBEICTBNTS R X I LEEC
xf U CHEBIMERBGES T WD, 7272 L, R LR O B3 Tk, PD-LIFEELHEIC
KO HNEDMEMN R D Z ENRBINOERBELNTND Z &b, ERFE
RO BEIZIB O TIIPD-LIFE B & Gl L7z L CARFI OG- /[ G Ol 47 5
TEMNEFE L,

e PD-L1 ZBELEN 1% A CTh D Z & AR S VIR E LROEBE 2BV T,
JFHIL, Fe & v VEORBIDINOGUEIEER O b5 2 k4 5,

e RATRIUXAVT (Blatl#iz) Oa =4 2ZWdE (Mke4 : PD-L1IHC
22C3pharmDx 4 =] ) 12Xk Y PD-L1 HRZ MR LI IERI LR o B

WV x 3, MR A RTA v (AARMEEEER) (TBNT, R T A 85 T AR AR
(DECOG Performance Status 0~1 2 T 75 2 L. FO R ERFE. XIZ@ECOG Performance Status 2 Y52 o g
FTIE, 3 HAPUEA (FeEX X% OBAIRENHERIN TR, 20X )5 Z2EE T, Bk
RIS T A REMICER S B LB HD,

(52 ECOG & Performance Status (PS)

Score | EF

0 | &<MERIEFETE 5, Wl &[FE U HEAERDHIRZ ATZX D,

PIRBNZIE LWEENIHIR S5 25, BATHRE T, BAFREH > TOERIITO 2N TE D,

N .

BATHRECH Y OH ORI O Z L3 T X THEEEMMEEIL TE 20, BHO 50%2L iy RT3,

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

AL

ALENT RV, BAOHFOEY DOZ L34 TERY, BEICy R+l I4,

(3 =72 U, OB ENEER OB 51 W T, 2R, EEREICHYT 5 2 Lo, B LR S 72
DEWEHORBOBZ N0 5%, [EFIY EREY LAl Sn-88 GIRSIR) 12oW Tz oY
TIE7eu,
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Th o T, AFIOZWHE (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]

®© FER ﬁﬁé?‘é%%‘ IOWNWTIEIARFOEGNEETE SNTNWDLZ b, &5 51T
Dipnz by
o ARANIORSTI R LSBUE DB ERED & 2 B3

@ JEFEATOFMIZIB N T FRRICEYS T 2 BF IOV TL, AR O G ITHERE S e
W, MLOTEFRIULD 22 WIGEIIRY | HEICAHZENT 5L 2ZETE D,
. %E@%%%@Aﬁﬂi%&@%é$%
o JRoE I R AR A CRRVE R 2 58 6D D B K ONE BN O JUH T i 2 <ol Yt il 2%
%@%K*ﬁ%%ﬁﬂ&%hé%ﬁ
o HORERBOED, USRI L < IEZFERMEO B i R B OB TR D
b5 BE
o EESBMEE (&R A 5 Te) O D ERE
o TEBEORY IR R AT L B
e ECOG Performance Status 3-4 "V D4
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6. BEZELTHEETREFIH

O WRASCEFEITM A, MERTEER DRI 2 GRS 1035 & ARF O Fei: J ONiE 1
B O DI B R E B L ChORTZ L,

@ TREBIBIZIESE D, BB T F OFBEAH R OERIEZ i L, FE 425
ThoEGTHZ L,

@ 7 I F T AL ETCFRIER AT 2IERE LEEIZB VT, PD-L1 BELHEL
fEs8 L7z ECARKI OB 5 O AR 2 k425 2 & NEE LS, PD-L1 FEELEHR
R T E 72 WGEICIX, AR OEHA OS2 @Il Le E T35 &,

@ ERBWEHO~FX Y AL MZHOWT

MEMEREBEN D Lo b Z ERXH DD T, KFNOEGIZHT-> T, BKRIE
W (PRI IRIEE, ik, FEEVE) OffEsE M OWE X S 0 %, Bleiz+5
ZATH 2 &, Fo, MBS CTHE CT, MiE~— I —FDMm&x FEhd 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEARFZ H3 2kt D T 5 U
faAT > 72 EChRtaT 2 2 &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEEGH K OARA G T #IT A 2P A
CERRET %, BEORBEL 2B 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B AaRT M O G- B T E IR N0 i RE iR A (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREISIZER T 5 & B 2 b D4 R R IER R
DHLOLNDZERNDD, BENRDOOLNLGAEITIE, B LEFRIIS LT
B 72 ek & R BR 2 Re O R Ail & i U Cli bl e BRI W 21TV IR O
FOGIT X 2 BWER 2N g0 2551 21E, AFIORFES T I, R ORIE BE A
NWEVRIOBRGEEZZBETHZ L, 2k, BIBREFRLVEYOELIZ X0 EIE
HOUEERFRD IR WIGEITIE, BB RE AV o LISt o Sz il Fl o8 in
HLEET D,

BeEA&ET %, BOEBI S8 AR L T LEWERDBELT L2 Enb b2,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE IR (BIE 1 BUEIR S 2 2 de) b bbdv, BERPIMES F 7o R— X
ICEBDZENHLHDOT, Alg, D, EHFEOIEROBHRCMAEED L2
SEET DL, 1V BERBFN DN -G ICITEGEEZRIEL, AR ) H
FOFGFEDHME) R EZITH Z &,

BIERTIE, P4, ITHEREFEE . TR, B{ELMEEE RPN H LD Z &R H D
DT, EHIIITHERERE LTV, BEOREEZ H3ICBET 52 &,
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® AANOERRBRIZB N T, LLTFTDX A 2 T TEYIMEOFHE 217> T2 £ &5
B, ARFIBG R EMMICESRAE TR OMEEREITH 2 L,

ONO-4538-05 #A 5 & U ONO-4538-06 7kk : 6 MM = &

CA209017 35 & TN CA209057 3Bk : I H5-BALA 0 9 H, 20%, ERGENG
1 FERIT 6 W Z &, ENLIBRIE 12 HH Z &

ONO-4538-77/CA2099LA 5% & Y ONO-4538-27/CA209227 5Bk : B 5-BAtA D> &
VEEMIZ 6 R Z & 2 LIBRIE 12 B8l Z &
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(1 3) hllHE
Hm, EEKRS. RK LRSS 2 5B ER 0ZEHE

< REeEXXFBARBR LD BE>
HE R E G O b 5 B
BEYIEE A DFL TV B EBHE

WEE A URYYE Db S B

i SRR B BUE OREEIE D & 5 B
B0 TR LTV B TR O & 5 BB

< FeZFRAPHEERS ERDEE>
BHEIE OB D HBE

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

BREE D & 5 BE

HEOH 5 BE

IR 5 AIREME D B 2 FBHE

< KEeHXRALOEKAREIER>

B BEHH

vavIiER T T T4 TF—

PO, PARA, TREREREE

AR A

VBT 2, I HRAEE

A4

FEFEME M N EEEDEBRE (DIC)

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

Sf LR

S R R AR A T (B A

SRR

B2 R (Stevens - Johnson JEMERE) . HEEMER SIEIEIE (Lyell SEMERE) . ZIHLEE
DX R =T AKE, FRIE - RIRETR

DFEZE, FRR AR ZEARE

JEYLIE

PRIR AR VE O RE G 3 WEBRE  (SIADH)
HERAONREORNER, MAE R, RMHRES, B OB S O R MM EB)[EE . Radiation
Recall 5
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KEEHEETA FTAL4 v
=R N~T (Blor#x)

(BR5E4 « A7V — A REFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
RETRERE 120 mg, 27V — R ETHH#HE 240 mg)

~EERAE~

ERR2 9FE2A (241 1 AKET)
BE A



ER/N

1. 1IZUHIC P2
2. AANOFE. (FRET P3
3. BRI P4
4. JFRIZHOWT P20
5. H&EGXREMDEE P22
6. WHIZEEL THETNEHH P24



1. IILBIZ

IS OGN < REMEDHEROT- DI, WA STEZEIZE SVl E el 23R D
bb, 52, IEOREHIFOMEANC L0 | FUREIR S 72 & OFH) 72 B /e Ak
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 LR
AR & 7o TR Y RIFMBGER & SO IR T #2016 (FRk 28 A 6 A 2 HEERE)
IZBWThH, EHERLEOHHORBHEEZXS Z LS TWD,

AR AR E SR S, EE RS R 27 0 7 7 A VBBEFEOES L & B S MR
RHZENDD, DD, HEROLZEMEIZBET 2 ERNHERET 5 £ TORM,
WMELEHL O BEEZ RS ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
RNV LTI B et & & D 2 & DN ARE 72— 8 O B & i 7= 3~ R A B <
THZEREETHD,

L7eRoT, KA RT A4 TiE, BIFERES ZNE TITHE LN TV A EFLIEH -
BHER LR EED & | LU O E IR O feii 708 FH 2 HEHE 3 2 8LA & B B B %
F RO EFREERT,

I, ARITA KT A %, MSIATEOE NESE SRS S, A ANR AR
BRI s | — M N B ARERIRN B E S K A E N B AR &R 72 O /)
Db EAER LT,

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

— RS 120 mg, A7 Y — RSN 240 mg (— %4 - =
A~ 7 (Bia7HE#Z))

RBERDBETF - ek R fE

MEERDABEROHE - B, A=A~ (B z) & LT, 18] 240mg
Z 2 RS 18] 480 mg & 4 BN CARMEET 5, 72
72U, EMERANEICIIT AR ML OLGE T, BE X 12
TABETET S,
RIGUIBRAGE R EME R AEICR LA BV A~ T (s T-Hiff
z) LOFHT 25, @, BACIE=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 S RN T st 2,

f¥E AR 5E 3¢ F NP TSR
(%)

L B I | 2B 5 v — R A TR S0 mg (— %4 A B A~ T GBI R )

DIHEE TR, RO &

2h HE XX 2h R ARIGUIRAN R e B R A

Ak & VA &%, A ) A~7 GBEF##Z) & LTI1E 3 mgke
(RE) 2 3 EREMRET 4 BRHEHET 5, 72, oOHrEMEEE
FEGAT AT, =R v~ (B riz) LRI Z L,




2. AERN DR, 1EREF

7 — R IR ERE 20 mg, [FATEERE 100 mg,  FAEETE 120 mg K& O A §RE
240 mg (—f%4 - =R~ GEBE ML), LT, TARF End,) 1, /hEFEES
TEMASLEAZ Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}9 5 & Nl 1gG4 € / 7 v —F /LHLfk
Th b,

PD-1 1%, &M L L2 38k (T M, B MR N F 2 7% 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
KONPD-L2) EfEA L. U o SERICHfIEY 7P v LT U v SERoiEAIREE
BIZFREI L TWd, PD-1 U H v RIFHUREE SIS B b Ok~ 72 SRR 8B
LTHY, EMEREAELE DO L EGHEMEICI TS PD-L1 OFRBL L itk DALE
WM & OFICADOFEREBIRN & 5 2 & A ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE A CIRARRE T N EET DA v X —T =a H >~ (IFN=y)
IZX > T PD-L1 OFENFE SN, 58 L EMEREICIS T D PD-L1 ORI & itk D
ALEHIR & ORI EDOFBARRN 5 & D#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE SE -8 AMIBIE, FURRRA CDS BHME T Mo Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERE&IE, 23
AR URRF A 72 T ML OWEBEEZ BT 58FD—> L LTEZX LT
Do

AFNT, SR OFE RS PD-1 DM EIR (PD-1 U > RG-S HEI) ITHEG L.
PD-1 & PD-1 U Y REDEEEIET DI LICL Y, DAFURRRNZ T Mok
PEAL R OV AABRRLZ k9~ 2 MRS IS M 2 #9587 5 2 & CRefei e ptligsh R 4~ 9
ZEDER SN TN D,

ARFIO I IS < DS RUSIC & 5 RIER %03 B b, TR IS LI
B RN B Do AAOEG P RO ERITIT, BEOBEE YT, BHBR
D BTG AITIE, BB L HGUTIE U B 2 ik & B8R & FF o R Al & L Col
BN 72 BEBZB T 24T\ IBEE OERSIC L ARIEA RSN A AT, B EE AL
L H O 55 DTG R IE 54T 5 LENR D B,



3. BRPRARE
SR LA Il O KGRI IR 24T o 72 E R R IR RBR O i 2 R T,

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

L ANy (BUF, IDTIC) &9 ,) 18X DALREIERE 2 A 5 D RIRUIBR A R 72 I
W1/ IWVHI SO F 3 o BB i RS (ECOG Performance Status 0 &2 O8N 1) 35 il &2 %512,
AH 2 mg/kg & 3 B MMM CAFEE L, TEFHMEHEE Th 528053 (RECIST #A

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

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

b PAVE ARG ORI CIBRANRE 72 L/ IV ) ST A8 o B BB B E (ECOG
Performance Status 0 2 Y 1) 24 il 256t 512 | AAl 3 mg/kg 2 2 3 Ml fHI R C AR efE L7z,
FEFHIHE Th 5 282h% (RECIST 4 K74 > 1.1 fUIZES S FIfHEIC L D CR
UE PR) 1% 29.2% (90%(ZHEX M : 16.7~45.9%) ThH o7z, 728, FHANIHRE LM
ElE 6.0% CTH -7,

QUM BIFHABR (CA209066 #BR)

v-raf ~ 7 AAEY 4 VA BI T EMAER 7 Bl (BLF, [BRAF] £\ 9,) V600
22 B0 7 MBS VE AR TR R O RIG UIBR A GE 72 T/ IV ) S/ 58 O BB 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 HFHIR CTREFHE L & & O R OVZ 2
et Lo, EEFHMEEE Ch o 2EFMME (BLTF, ToS) &vwiH,) (hifE [95%1F
FEX M) OSSR T, AFIFEX NE® [NE~NE] # H. DTIC #£ T 10.84 [9.33~
12.09] 7 ATHY . AHIL DTIC ITxF LIFHFRICABERIER 2~ Lz (ATF— 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 (IR, 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 Bi#R (CA209066 3R5%)

@Y TTFH AR (CA209037 #kER) 2

AV AT (BaM#z) BIF, Y A~T7) L)) Xik BRAF [HEH
Za A RIEIE 2 3 2 RIG B BR N AE 72 T/ IV B SOIE /%8 oo B HL e i AR

(ECOG Performance Status 0 &2 U8 1) 405 5] (CAAKI#E 272 i, {b529E1E (DTIC Xix kv
RTTF ey U ZxEn D) B 133 §1) 25500, (LFEEE R E LOR
#l 3 mg/kg % 2 HFMIR CHREEE LT & 2 OFMMER OVZEM &2 RE Uiz, EERH
HETHDHESE (RECIST HA KT A > 1.1 fRICHES < df)Eic X5 CR XX PR)
[ZDWTAREID G ST RO 120 5% fEHTRIGER & U CHIRRT 217 o 7o/ 5.
AHIFET 31.7% (95%(GHEIX[H : 23.5~40.8%., 20144E3 A 10 HT—% B> hA4~7) T
Hotm, 2B, FRICEDFROMMITRE L TR o7z, b9 — DO EHEFKIEE T
5 0S (YA [95%IEHEXE]) 12N T I8 BIDA X b (FETD) HZ T fEHT
AT S TAE R, ARHAIFET 1547 [12.39~NE] # H ., ({LFEIVERET 13.67 [11.50~NE] 7
ATohY ., KENEFRIEICH LHGHPICH B RIEE 2RI ol (N — Rk
0.93 [95%fEHEIX M : 0.68~1.26], p=0.6299 [J&H!| log-rank fi7E], 2014411 H 12 HF
— &y NET),



GEMNE TR (ONO-4538-17 #5k)

LS IE RGO ARIRYIBR A HE 72 T/ IV I SO %6 o B B 55 (ECOG
Performance Status 0 2 TN 1) 30 Bl & xt4c, AFlEA U A~T7Z20H (LLF, TARKA
+A VAT End,) BE L, FEFHMEEE Th 58%% (RECIST A K7
A > 1L RRIZHES < Rl ELIZ KX D CR XUE 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 IR T 4 BELSREEHE L&,
AH| 3mglkg (REE) % 2 RIS CadmiE L7, OFARBGRICR W TIE, AR & RN HEE L,
A B A= TIEAFOBREKE TG 30 5Ll EoBEEZ BV CTERS 2Bk LT,

©Mpsh IR ER (CA209067 #XER)

(LA RTIG IR ORIGYUIFRARGE 22 N/ IV o Bk B il 8 3% (ECOG Performance
Status 0 KON 1) 945 il (KAI+A &V L~ 7 R 314 B, AREFE316 6], A Y AT
BE3IS ) 2t RIC, A B AvTHEEEZRRE LTRF+ A U L~ TG R OKRH
B G- OAIE R VM2 BEt Lz, EERHMBEE T 5 0S (HFRAE [95% X M 1)
DEHEFENTRERIL, AFI+A Y A~ T7HETNE [NE~NE] 4 H, AAI#ECTNE [29.08
~NE] Z7H., A Y A~T7HET19.98 [17.08~24.61] W ATHY, AAI+A Y L~T
B 5 R OAFNF G153 A BV b~ T HEEITH LR FOICH B R ER 2R Lz (ORAI+ A
U A~ Tih o — N 0.55 [98%EHEX[H : 0.42~0.72], p<0.0001 [J&%! log-rank
RE], AE G~ — R 0.63 [98%[EHH X [H : 0.48~0.81], p<0.0001 [J&%! log-rank

ME]l. 20164E8 H 1 BT —4 v A7),
*: KK 1mglkg ((KE) &4 EY A~ 7 3mglkg (UKE) %R H(C 3 BN T 4 [BLSHEHE L 72%,
AH| 3 mglkg (KE) % 2 WRIRRE CARMBE Lz, JFHRSEICH T, A Z2 RIS
L. A BV L= TIIAFOEELR T 26 30 5L EOMBE BV TR 52546 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 risk3t E£EHM (B)
FA+AMEYLTTEE 314 292 265 247 226 221 209 200 198 192 170 49
AFIE 316 292 265 244 230 213 201 191 181 175 157 55

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




72¥ IRIBUIBRANRE 2R M AR E 250 RICAH + A ) A~ THREIZOW TGS
L7210 565 1 FIERBR (CA209004 38BR) D =i — b 8 ICBIT 5E%%E (modified WHO J
HEIZHAS < CR UE PR) 1F, ABFIEIERIGIREE T 46.4% (13/28 15, 95%(EHIX[H :
27.5~66.1%) . {LFFRIEBEIRIR BT T 38.5% (5/13 f3il, 95% 54X [H : 13.9~68.4%) T
HoT,

(PD-L1 FEBLIRBLR DA 20 Je OV 424)

WA MAHRRER (CA20906755k) (THEAAN B2 BEOT — X ITHES& | JEEHM
[ZBVTPD-L1 2% 8L U7 JEE A A 5 %14 (LLF, TPD-LIFEBIZE] L\ H,) Hl
(ZHRER AN IRIT 2 AT > e A IMER L EMVEOFRERIZIU T O L B0 ThoTz,

ARMPEICBI LT, PD-LIZEBIRD 1% AN (PD-L1<1%) OBFHEM & i L T1%LLE
(PD-L1=1%) DEFHEMTA Y A~T7 O _EFREEMIMEA 2R S U (FX),
BB, AH+A Y A~ TRORENT 0 T 7 A JWIFPD-L1 <1%0 BHEHEM L PD-L1=
1% D BEEM TR TH - 72,

PD-L1REBRE1 %K PD-L1EHE1%LLE

R

1.0 \‘{ 10
09 i 09
=\, gy
0.8 L“\\u\ - :
s 0.8 \ o st
07 T 07 o ' -
-~ . > \\
06 h\x\:H-\ — . & 0.6 ‘\
05 - W""'—“ #F 05 EreRl e
™ % o Sy
e e s ; e
041 e EM+AEULTTR Vi 04 e Hml+qEynTTR C
" e
031 A xmE e 031 A e o
0.2 O AEYLTTH 021 -G AEULTTH
0.1 *  ARUO : §TH1Y 0.1 *, ARUO : T91Y
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 0

X 3 CA209067 FRBXD PD-L1 EIHEH|TD OS D Kaplan-Meier Hif
(£E : PD-L1<1%DBEFELM. A : PD-L1=1%D BEEF)



DIEFE LR MAHFRER (ONO-4538-21/CA209238757)

SEARUIERTE O IMb/c H1/ IV o MR aME A 906 1 (A ARNEHE 28 Bl Ede, AFIRE
45371, A BV A~T (GEETHELZ) BE453 ) ZXfRIC, A BV A~TExRE LT
AF) 3mglkg % 2 MR CERMEHE L & S OFMER R 2MEEZ R Lz, EERH
HH Th 5 M AN (P i [95%EHEXMH] ) O RIFETRERIE. AFEET NE

[NE~NE] # A, A U A~T7HETNE [1656~NE] A THY ., AEFNIA Y L~T
3 LR PRIC A B IER 2R LTe (Y — REE 0.65 [97.56%(E X [# : 0.51~0.83] |
p<0.0001 [J&5H! log-rank #iE]. 2017 46 A 12 A5 —% v b4 7) |

* . AJCC (American Joint Committee on Cancer) JFiiZ0dE (55 7 B0 (CH < G4,

1.0 {2

0.9 —A— KFHIFH
L S AEVYLTTE

0.8

0.7

0.6

0.5

0.41

# Bt Hr di¢ 38 R

0.3

0.2

0.11

0.01

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

0 3 6 9 12 15 18 21 24 27

at risk#k EBEZEAFEAR(B)
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 EERELEEHM O Kaplan-Meier Bt (ONO-4538-21/CA209238 3ER)



(224 14]
OEMNE TR (ONO-4538-02 #5k)
AEFRITEE (100%) (2RO B, AKH L DERRERPEETERVAEFFRIT
30/35 B (85.7%) IZ#B®H LTz, FHHEN 5% EORIERIZTRO LEBY ThoTz,

1 BBED %L EORIVER (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 FEREAR 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
RIS 2 (5.7) 0 0
—i% - BEEER L O SERA OREE
57 5 (14.3) 0 0
& 2 (5.7) 0 0
FEEN 3 (8.6) 0 0
JHFREE R P
fpEE 2 (5.7) 2 (5.7) 0
g R AR AT
ALT ¥8n 4 (11.4) 1 (2.9) 0
AST H80 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
o> Ko RN 2 (5.7) 0 0
1A LDH ¥4/ 5 (14.3) 1 (2.9) 0
1A TSH > 3 (8.6) 0 0
ifi 7 TSH $50 7 (20.0) 0 0
CRP #410 5 (14.3) 1 (2.9) 0
I EREREE N 4 (11.4) 0 0
y-GTP #4/1 4 (11.4) 4 (11.4) 0
FRA TR o B 2 (5.7) 0 0
~ES B 3 (8.6) 1 (2.9 0
U 2 REREE 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 SRR Bk 2 (5.7) 1 (2.9 0
R I ER B ek 2 (5.7) 1 (2.9 0
M ifn BREsk ) 6 (17.1) 0 0
WEdfE T3 H50 2 (5.7) 0 0
SWERE T3 P 8 (22.9) 0 0
SWERE T4 WD 6 (17.1) 0 0
SHERfE T4 #3900 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 RIS 3 (8.6) 0 0
AR~ — A — g 2 (5.7) 0 0
HUZHUREE N 2 (5.7) 0 0
V=TI B T aT A N 4 (11.4) 0 0
ifi. /R CK 38 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 13l
(MedDRA/] ver.16.0) 4= Grade Grade 3-4 Grade 5
e £ OV% Ml =
H B 6 (17.1) 0 0
Z 9 FEIE 11 (31.4) 0 0
F5 2 (5.7) 0 0
SR INITRZ SN E 2 (5.7) 0 0
RE TR R J& 2% 2 (57) 0 0
B I 6 ) 4 (11.4) 0 0

¥, EMEMZEE 1 E] (2.9%) . KBk - HEO THILE] (2.9%) | #fREE 4 5]
(11.4%) . JIT#snelss 5 6 (14.3%) . BHERERE 2 i (5.7%) . FURIRHEREREE 8
(22.9%) | EIEFEE L6 (2.9%) . BEORFERESE 16 (2.9%) KOS E I K 145
(2.9%) MO LTz, £, FEREEEERT ., infusion reaction, 1 BUBEIRIE. WL,
BEIEMEEIE, Mok - MRS, DR, Bk, TR, MBUHRUIRE X A3 F— KU
P M A B PESR BRI XD DAL R Do T2, ARBIWERARBURIUIE L E S S (AR
EREEET) 2 E0ER-RERT,

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

BEFGIL 2224 il (91.7%) (T8RO BV, KAlE OREBEFNEE TERVWEHH
R1318/24 B (75.0%) 12580 vz, FEBLEN 5%LL EORWEHIZTERD LY ThH -
776

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

B RIRS R Bk (%)

FEAGE 24 {31

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

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

RO IR BEAR T 6 (25.0) 0 0
S

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

N 4 (16.7) 0 0
AR AR A

IR ERD 2 (8.3) 0 0
R L OSeERE

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

Byl = 2 (8.3) 0 0
FRE X KO PR fRbE

H Bt 5 (20.8) 0 0

9 PR 5 (20.8) 0 0

I NIRZ YN S 2 (8.3) 0 0

B, Rk - HEO TR 241 (8.3%) | NTFHERERET 141 (4.2%) . THE(AEKRE
16 (4.2%) M OVFVRIREERERETE 7 1] (29.2%) MRD BTz, F7o, FEMERZEE,
FRRERETE (7 2« NL—IEGEESE) | BRKRERRTE (RME MR RSE) | BB

10



infusion reaction, 1 AUWEIRY. FEO RS (FBEREIREGR, 2B, FRE
B | BER. EREMEESE. MO - SRR, S E O MRK. Lk, R, TR, B
FRRLRENE / X AT — e OV VR I NRB D PE SR BER I X589 B v o 72, ARIWVERFE
BURDLIZBIE S (BRRRAEER T 251) 28 0EHERE =T,

@UEAFEIAERER (CA209066 RA5R) V
BEFGIIAFIRE 192/206 6] (93.2%) . DTIC £ 194/205 1] (94.6%) (238D S, TR
BREE & DK RBIFR N IE T 2RV FEFRIIARAIRE 153/206 41 (74.3%) . DTIC £ 155/205
B (75.6%) IZFBD HAVTZ, WTIDORETHILEN 5% LORIERIZT TR LB T
HoT,
#3 DTNODORETRIEARY 5% EORIER (CA209066 FABR)

BE (%)
L VAT
ﬁiiqgj;ﬂ = AFIRE DTIC #f
(MedDRAV/J ver.17.0) 206 f1 205 91
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 BRIV E 0 0 0 23 (11.2) 9 (4.4) 0
i B E 0 0 0 21 (10.2) 10 (4.9 0
H I
(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
) 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 SRR L O ARk E
RAEiivR 12 (5.8) 0 0 3 (15 0 0
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 E RN 3 (1.5 0 0 11 (5.4) 0 0
% 9 FEE 35 (17.0) 1 (0.5) 0 11 (5.4) 0 0
*5 31 (15.0) 1 (0.5) 0 6 (2.9 0 0
= EPE A 22 (10.7) 0 0 1 (05 0 0

¥, ARV CRRVE MR 3 41 (1.5%) . KIEZE - TR O T 6 6 (2.9%) |
PRI (7T 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%)
KLOSEIER LB (05%) e b, Fio, BIREE, WK, BIEMEE, K
%« BERSE, DRI, AR, TSR, BERUTRLARIE/ < A /3T — K OV M il M4
SRBERIIRR O BV o T, ABIWEMFEBLRIUIEERES (FRRMEMEET 2 51) %
BB RE R T,

11



@yFAE AR (CA209037 #BxR) 2

A EFRITAAIRE 265/268 B (98.9%) . ALFHEIERE 98/102 5] (96.1%) 1Z#RD 5
AU, TREREE & DR RBIRDEE T RWE FRHRITIAAIRE 199268 1] (74.3%) . 1k
FRIERE 85/102 1] (83.3%) IC38 D BTz, WFNDRETRILERN 5%LL EORIWERIX
THROELEEY ThHoT,

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

i VAS o1
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 3R bEE
25 ifi. 18 (6.7) 3 (1D 0 24 (23.5) 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
oI RE E
IR BRMSREAR T E 18 (6.7) 0 0 0 0 0
I
LGS 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
S 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, R X OWE A GHE
A 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 (1.1 0 0 8 (7.8) 2 (2.0) 0
B L OseEREE
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
= 2 — S F— 1 (0.4) 0 0 10 (9.8) 1 (1.0 0
BRI 3 (1.1 0 0 10 (9.8) 0 0
MEas. MsRds X OWEhR R
- IR 13 (4.9) 0 0 8 (7.8) 0
F R ¥ KO PR RRREE
WiBIE 2 (0.7 0 0 28 (27.5) 0 0
& D FERE 51 (19.0) 0 0 2 (2.0) 0 0
95 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%) . AFREREREEE 22 f5] (8.2%) . EAERERETE  (JRANE [T 2%
52) 545 (1.9%) . FRIRASHERE 2 23 5] (8.6%) . R FE=E 1 51 (0.4%) . infusion reaction

12



10 B (3.7%) . EHEEOREREE 16 (0.4%) . BER 2 61 (0.7%) KOS E S EES% 3 6
(11%) RO Oz, Fo, FEMEERERTE. 1 ANERW, SEEMMEIGE, KK - 86
S, e, Mhde. BT, RRBUTHBMAEIE/ X AT — K OV M i/ NSO M 2R B 7
IEFB O LR o T, AEWERRBUR DU ESR S (RRREMRET 2 E5T) 2804%
FHERE R,

G@ENH TFHFER (ONO-4538-1775%)
AEFERITEH (100%) ([ZF8D HiL, AHlE ORREENEETERVAETEFER LA
il (100%) ZR8D BiTc, WHRNS%LL EORERIITERO LBV ThoTo,
£S5 RBIED 5% EORIER (ONO-4538-17 FAER)

LRE BRI BilEx (%)
FEARGE 30 fi)

(MedDRAV/J ver.20.0) 4 Grade Grade 3-4 Grade 5
RITER 30 (100) 23 (76.7) 0
MgHR LY R EE

21 2 (6.7) 0 0
3 IsRE TS

FR AR RE TTESE 2 (6.7) 0 0

FOIR AR B TE 7 (23.3) 0 0

TEEKR 2 (6.7) 2 (6.7) 0
H Ik

{5 5 (16.7) 1 (3.3 0

T 16 (53.3) 1 (3.3 0

W basm 2 (6.7) 0 0

L 4 (13.3) 0 0

A% 3 (10.0) 0 0

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

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

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

b 2 (6.7) 0 0
R RARES

ALT 540 11 (36.7) 3 (10.0) 0

735 —EHIN 5 (16.7) 1 (3.3 0

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

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

U — PN 12 (40.0) 7 (233) 0

IREFD 2 (6.7) 0 0

AT A Y RRT 72— 4 (13.3) 0 0
Rt 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 5 (16.7) 4 (13.3) 0

BRI 8 (26.7) 1 (3.3) 0
B R 3 L O ARk E

RAEiR 5 (16.7) 0 0
R R

U 2 (6.7) 0 0

SRR 5 (16.7) 1 (3.3) 0
MR R, FERES X OMitmbE

T Ml R 2 (6.7) 0 0
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F=gilNG | FIE (%)
HAEE 30 #1
(MedDRA/J ver.20.0) 4> Grade Grade 3-4 Grade 5
EYEIEEET 2 (6.7) 0 0
IR KO T Hgk S
Z 5 FESE 10 (33.3) 0 0
95 18 (60.0) 2 (6.7) 0
iR NRZ YN 4 4 (13.3) 1 (3.3) 0

7R, APRRFESEQR (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 iz S P 3451 (10.0%)
T EAREEREREE 211 (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, FIEHEERE, 14
WERIG, WER, BAEMIE)AE, AN - BlEZE . infusionreaction, DoAlZE. Ahdk. #odk
I/ NI PSR BESR K OF R IT380 B e o 7z, ARIWERREBUR LI EE S (R
BREMRT Z2ET) 2E0EERERT,

©ES M F AR (CA20906735k)

BEFRGIIARA A+ A BV LA~ 731231361 (99.7%) . AFIFE312/31361 (99.7%) . A
E'U A~ T7HE308/31141 (99.0%) (258D b, TRERIE & ORRFEBENEE TE RWAE
FGUIARK + A BV A~ THE300/31361 (95.8%) . AFIFE270/31361 (86.3%), A BV A
~ 7 HE268/31141 (86.2%) IZF88 BTz, WT I ORETHRILEN %L EORIERIZT

FDOEBY THoT,
F6 WDWTNIrDOEETEERN 5% LDORIVEH (CA209067 3RBR)
. , B (%)
T RATA Y v TR A TEI LT
(MedDRAV ver 19.0) —— 313 5l 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
EELTS 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 N 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
—i% - EEREER O SEOREE
77 R 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



BiEx (%)

PRE BRI

AH+A Y L THE

AFHE

ALY 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

U X—C N 43 (137) 34 (109 0 24 (7.7) 12 (3.8) 0 18 (5.8) 12 (3.9) 0
PRERD 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 SRR 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 36 (11.5) 3 (1.0) 0 20 (6.4) 1 (0.3) 0 12 (3.9) 0 0
fitifigk 2 21 (6.7) 3 (1.0 0 4 (1.3) 1 (0.3) 0 5 (1.6) 1 (0.3) 0
KR F KO FRERkREE S

& WA 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 IRE 5 38 (12.1) 6 (1.9 0 14 (4.5) 2 (0.6) 0 38 (12.2) 1 (0.3) 0
= FEE 27 (8.6) 0 0 28 (8.9) 1 (0.3 0 16 (5.1) 0 0

B, AH+HA Y L THATB WD TR 86 (27.5%) | JITHEREFE E 10241
(32.6%) . HIRIRFEREIEESTHI (27.8%) | EHEREFEE2161 (6.7%) . VE M iz HE25
B (8.0%) . KAFZE « HED FHI60H] (19.2%) . BEE DR EEE221H] (6.7%) . FiE
REERERE 2761 (8.6%) . FIRHSAEREE 14451 (4.5%) | FER3BI (1.0%) . AM7e - B
%2151 (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& OVF# IR ke 2842 E 2451 (0.6%)
MO BTz, Flo, VRBERIE, BEIEEAE, OAhR & OV i MR S5 5T
ERR O BALIR Do To o AFIBEIZ I\ THIREREE66/ (21.1%) | ITFHEREREE 2461 (7.7%) |
FOR IR RERE 4761 (15.0%) . BREREREE 36 (1.0%) | [IEMEMZEESH] (1.6%) |
R - BREE D FFI1661 (5.1%) | HEE OO J2 JiFR 3811 (2.6%) . T TR RERRZ 311 (1.0%) |
B RERERE 301 (1.0%) . BEZ3HI (1.0%) . infusionreaction 14f1 (4.5%) . 5 & 9K
22050 (0.6%) . BERUHRMEIE/ S A/ 3F—2861 (8.9%) . AF4c2M (0.6%) M ONERMRIL
FRFERRIELE] (0.3%) MO DTz, T, VRUBERS G, BEREMEIE, MK - Bk,
O AR e OV PR i M PESRBER I 3GR 8 B AL 0o 7o, REIMEFHZE BRI X
BlEES (RMAMEET 25T 23 0EHERE =T,

AR UIBR R RE 70 BN R AR 2 K GUIARA+ 4 BV A~ TG 2 et Lo S
I #H5ABR (CA209004 #kER) D =7k — b 8 IR\ T, (LFIRIERIBIRBE 28 ] & (L2
BB HRAEE 13 6 & O T, ZaMtIcUfE 2RIl oo olz,
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DIE B[R 5 M AR (ONO-4538-21/CA2092387-54)

BEFGIIAKIREA38/4521% (96.9%) . A &'V L~ 7 #E446/45301 (98.5%) (2780 5
AU, IRBREE & ORRBRAEE T E WA FFGIIAHINEIBS/452145 (85.2%) . A &'
I~ 7434145301 (95.8%) IZFRD HTZ, W TN MORETIRILERNE%LL_EDEIEF X
TEROEEBY THHoT,

KT WITNLOFETRIEERIS5%L, EORIER (ONO-4538-21/CA209238305%)

Bil%x (%)

EES PN

HoAZE ARAIRE A Y L~THE
(MedDRAVJ ver.20.0) 452 3l 453 {7
4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

2RITEH 385 (85.2) 65 (144) O 434 (95.8) 208  (45.9) 0
B H R L OV A ks

RAHfiR 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
26 29 ( 64) 0 0 46 (10.2) 1 (02 O
Mg - 12 (27 1 (02 O 4 (97) 2 (04 O
(mEL Ao 24 ( 5.3) 0 0 14 ( 3.2 0 0
NP 9 ( 20) 3 (07 O 45 (99) 3 (75 0
— i REFEERBLOE GO REE

I STHE 57 (12.6) 1 (02 O 53 (11.7) 4 (09 O
97 156 (34.5) 2 (04 0 149 (32.9) 4 (09 O
FEN 7 ( 15) 0 0 54 (11.9) 2 (04 O
FRIR AR AR

U —EHIAN 30 ( 66) 19 (42 0 26 ( 57) 6 (35 0
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
TIZ7— B 25 ( 55) 9 ( 20 0 14 ( 3.2 5 (11 O
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
G 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
MR g | MER3s KOMEhmIE =

I8 P 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) 0

k. ARFIBICB O CREMEMZER 11 6] (2.4%) | BRI RMRAE/ X 435 —48 f
(10.6%) . HNTFERERET 40 51 (8.8%) . FURMRBEREMET 91 5 (20.1%) . #RiLFETE 83
il (18.4%) . EHEHERETE 6 1 (1.3%) . RIEHERERT 6 6] (1.3%) . NEAHKERET
8 1 (1.8%) . infusion reaction1l f5] (2.4%) . KB - EE O T 21 5] (4.6%) . &
FE DRz kR 5 41 (1.1%) . 1 AUBEIRS 1651 (0.2%) | B2 341 (0.7%) . 5 & 9 IR
2 5 (0.4%) . FF2e 341 (0.7%) 2RO BNT-, Fho, HEMEIIE, Lk, K.
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o M M/ IS D PSR BRI . AR - Bl AR AR FERRE M OMBALMERRAE 2013580 &
Nrpinoie, RREWEHZESURILIIREE SRR (RRRAER T 25 2o Bt
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]

AFNIOREMEpERETT LV EZRA LY 2 a2 b—y g 2k v KH 3mgkg ik
240 mg % 2 JAREIR TR G L 7ZBROARAF O MG TIRES T Sz, ZORFR, KK
240 mg Z %5 LB EIL. AK 3 mgkg 25 L BROBRGEE & ik LRl
T ETRIENTZLOO, HRANBEIZEBOD THERMERHER I TV AL AE 10
mg/kg % 2 HMRHIMRECH&REG) CARFIZEG L BEOgEEE & & ik U CRfEEZ <3 & Tl
Shis (F2), Mz T, BROFEEICHT 27— 2 Ic k5% | AH| 3 mgkg X 240 mg
Z 2 AR TG L2 BERO A O R & & A M UL e & O 2 Gt 2 1%
FTOSET VPR S L, BBhEIZOW TR TO iR, ERRo Mk - A&
WA O L EVEICHME R ER T W E Pl SN, -, BEERAERAE BT
HT —RIZHADE | KA1 mgkg XL 80mg & A vV A~ 3mgkg % 3 HMHHRE T
B UTe BROAHN O R 7 & 22tk & ORI A a3 2R LUSE T LV MEE S 1L, i
BRI DWW TIREI T O R. RRLo Mk - HEOM TN ERIT /20
EFPHlENnT,

K8 AANDEHBRE T 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 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 RIEIFR G2 14
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 EHARIBIZIS T 2 BARMIETIRIE, Cavess : EHAIRIBIZIS T 2 FEHMLIE T
=38

Flo AR OREHEDEEE T VAR L2y I 2 L—3 3 IT X0 AH| 480 mg
% 4 TRIEIE TG SUIBEAGR O ik « 85 TG L 7BRO AT 0O My ke B 3 s
ST, ZTORER. AHI 480 mg Z 4 M TR G LIZEROEFIRRRIZ IS 1T % ) i,
THHHE (LLTF, TCagss] &9, ) 13, AHI 240mg % 2 TR TG L IZERD Cavgss
EHUT L ETREn (TR) o 72, AAI480 mg z 4 B MG TG LIZROE
FREBICR T 2 m MG TIRE (LLT, [Craxsl &9, ) 1%, AAl240mg % 2 # #]
[FIfR TG LTZBRD Craxss & HEEL L TRfEZ R T & THISNIZ S OO, BARNBEICE
W T ABMERERR S LTV D L - & (10mglkg % 2 ERIERE T G) TARFIZ &5
L72BRD Craxss & HHR L TIRMEZ 7R3 & RIS (TFR) ., MAT, AEOEECE
F27F =S E . AAI3mglkg (KH) F7-213240mg 2 2 KRR, 4 L < I3AH
480 mg % 4 HFEMME TG L 72BRO AR OBREE T & A2 34 4 & oo B 2 1
T ORIEEISET VPGS L, BEEEIC OV TREIMTONLZ /R, BRI -
MEDHE THZME R O L2 AR TRV e THIS U,
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K9 AROEYBIE T A —F

M - Crnax Cind28 Cavgd28 Crax,ss Chmin,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 | (147500 | (565 132) | (lo1. 14g) | (329,505 | (184309 | (236 377

U (5%, 95%43) . Q2W : 2R, Q4W : 4B MMIRE. Cumax : HIEIFE 514 0D f ) ML IR EE
Crmina2s : #5428 A HIZF51T 2 eI PR EE . Caveazs : I G-1%28 A H & T O FH i i EE |
Cnaxss 1 EFIRIEICIIT DR MAE TIREE . Ciinss 1 EFIRTEIZIT D BARMIE TIREE . Cavess : EFIRTE
(ZRUT B R i R
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4. FEFIZOWVT

MR UIBR AR 72 MR i B (S T 2 561203, AR & U CERAuREIA (45
) DL TNDZ &0k, éumﬂﬁ%uﬁtﬂ ’%MT%%@M XChHDHLULENDD, £
O LT, EHEM Y X7 EHGHE (RMP) ([ZHD X AR O EES 2V SUEE~D 1k
HilA3 8 2 Mgk T o T, AN OE G- 72 BE A 2Wr - 58 L, AFIOBGIZ L HEZR
BIER 238l LT-BRICxHE T 2 Z E 3B e 7o, LLFOO~@ DX T &iii7= 3 Mizkic
BWHEAT2RX&ETH D,

O MEFITOWVT

@1 Fieo (1) ~ (5) OWTNNITEYT D ThHhDH Z &,

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

(2) FEEHERERDE

(3) HBENFIRF TG E T 2 0 AP (DS AR REEEE E WP, 25 AR
B wEE. S AR HEE R &)

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

(5) BUEMEIESS AL & BN O M FEHE AR D Jm 24T > T 2 fiisk

O-2 EMERGREOLSHRE K ORINE SEBURS OIS 53 72 Jnik & 5k &2 R D EE Al
(FROWTINITIEE T DER) 23, YEZEBOAFICET IBROBMEE L LT

BESNTNDZ &,

*

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

o [EAIRFFESE 2 FEOMMINME ZE T L72RIC 5 L1 Lo B IR 2R O
IR Z AT LTV D Z &,

© BENOERFREEDOEHIZONT

RIS I A BT D RMEE N E S b, BRSNS OfFmE 0, A - %
IR OB P ONERISE IR 5 iR it AFFRNELE LB E OIS
. FRESNITAT DN D IEFINE > TN D Z &,
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® EBIMERADIRIT2OWT
®-1 BWERFBEE O3 AH I B3 % B

W MERR B O EE R BITERA R AE LZBRIC, 24 BRRIR2IRIRHIO T, ik X
EEE R 123 T, B L 72 BIEANCS U CABRE E L O CT O EIEH ORI 24
ERRAEOR RIS Y APIE O, EHITRISATREZRARI N E > Tnd Z &,

@-2 EERNEFEFICLAFBLNNICETLEH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4V v
EEDHERDOA T ) —= T HTOERE L IF#ME LA TE D F— LERIRH 2
SN TWDHZ L, B, BIIAHICOWT, DABE L ZFOFBEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

BIVER (RYE MR BTN 2 | EAEMEEDAE, O R, Mk, B RARE . RIBXK.
INBS, BEO TR, | BBERE, BUEATIR. TR, IS TR, mifbrEiase
K. HURMRBEREREE . MRS, MRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . R ARZEARNE, infusion reaction, EEFE7ZRMIKFET, MEKERIEMERE, F5EZ.
BE . M DOEEROS, IRIBRENE, DlEbEE (DR AE) - IR - O MEEIAMGES) |
JECIE CH ., BEFLAE) (2% LT, Makhitiak XU BB O BRIV A A9 2 R AT & E
L (REHOZWrCXICICE L CHRER OB ZZITONLEMEICHH 2 L), EHHIZ
O R B TE DGR E->TND Z &,
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5.

BEXMR LI DBE

SRl tE i AT ) |

@

@

TREDBEHEIZBOTARADOFIMERREN TN D,

o ALFIRIERIGR K OBEER OARIGEIERANRE 72 TLHT/ IV ] SO LR 58 o v R iE
BE

o SERUIRFZOIb/C B/ IVH Y o BafERE BT DI L

723, BRAFEE AR Z6 T 5 BEITH WL, BRAFBIFEANC L 210K LB ET

HZk,

AHI+A BV b~ 7 BGIMEFFRERTBRE ORIGUIBR R G e M B AR 4 5
& LA S ARRER (CA20906735R) ICBW T, MR E S A B Y A~THKE
2k L CHMERRGES LTV D, 722 L, AAl+A B Y A~ 7 H5 & AHK| B
5% el U7 BRI BEHZ B WL CiE, PD-LIEERICE D A BV AT D L3
HNRD R DBAD TR ENHFERPGELNTND (Tp2R) , 2o, Rk
Ui RE 2R B R AR 2B W T, REIE A Y AT L OJFHEE ORI 2 f
Wrd 23540, PD-LIEHE* 2RI 52 ENEE L, PD-LIEEEN1%LL ETH
D EDHER SN BE TRV TL, JRHL AFREMER LS A EET S, k. BiG
UIBRARE 72 S B RS 2 b 5 & U 72 igEsh o 1 #EEBR (CA20900435R) D =27k —
R8IZIH W T, (b FIERIRE BE AL FHRIERBRREBEE & ORI TARAI+ A U A
~ 75O NECIE R 2R ITIRD DTV,

kARFIOBZWE L L, RFE4 : PD-L1IHC 28-8 pharmDx [# =t | 23A&R ST\ 5,

(1)

AJCC (American Joint Committee on Cancer) JR3A/3%E (55 7 i) 1235 < 54
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[tz B 4 5 F1E]

O TRICEYTHIREICOWVWTUIAROREN LD L SN TWD Z b, &5 %217
DRI &
o ARENDOEITIT R LIBBUEDOREERE D & 5 B

@ REATOFHMIZIBW T RIS ST 2 B IOV TR, AAlOREITHELE S 2

DS, MOTEPERPFUE DS R WIGEITRY | HEICAFZEN T2 L 2B ETE D,

o MEMMEEDOAH IO H 5 BE

o TR AR A CRVE S 2 58 6O D A K ONEENME O TS B I g 2% S0l G i ¢
LEOICRIEME A DD B

o HORERBOED, XUHIEMHR7ZE L < ITHERMED B O i B OB TR D
oo BE

o EERBAEE (GE B A 5 Te) O b HERE

o OB IIBEE A AT DA

*  ECOG Performance Status 3-4 2 0B

(20 ECOG @ Performance Status (PS)

Score | EFE

0 | &<MERIEE TS5, BT L R U R EAERNHRZR AT D,

PREIZI LUEBNTHIR S 225, BTAIRE T, BAIEESEE > TOMERIIITI LN TE D,
RS N S

ATRARETH A O OEY O Z LT F N THHEESERTTE 2V, B O 50%0 Eid~y R Tl 27,

ROENTZHOSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ d,

AW

ELENT RV, BAOHFOEY OZ LiF4e TERY, BEICy R+ Tl I4,

23




6. EICEL THETREHH

WA SRS TN 2 RSO ER DT 2 BB 2 -5 & AR 0 Rk ) OV E
DT OIZ B HE T L TS5 2 &

TRRBARIZYENE D | B UXZE DFEIEITH IR OERRIEZ +553 0 L, [FEZ2 15
ThoEETH L,

RIRCIBRARRE R M R AEBE BV T AR LA ) A~ T L O ARG ORF
R 856, PD-LL BLR L MERT 5 2 ENEE LAY, PD-LL FHLR R
TERWEAIIE, AFIE A B A~7 L OO 2wl L7z L Ts
THZ L,

FREWERAO~F T A MZOWNT

@

@

MEMEMEEN D LD Z ERH DD T, KFNOEGIZHT-> T, BRE
W (REWR RIEE, ik, FEEVE) OREFE M O X S d o i, Bz -+
ZATH 2k, Fio. KBS UTHES CT, Mig~—"—%0Ma %2 Eiid %
Zé&,

AFNOFEILEE D infusion reaction (2 2 CEARHI 43 %D T 5 U
%477 L CBRMET 5 2 & £ 72,2 [Bl B AR O AH|$% 5-FF1Z infusion reaction
DHHLOLNDZEHHDHDT, KFIEGH R OARA G T #IT A 2P A
CERAET %, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIRE . TRAEERET R ORIBEERH bbb Z B3 HDH DT,
AFN D ¥ 5B hERT M O G-I I E IR N3 s RE R A (TSH. 1028 T3,
FERE T4, ACTH, I =V —VEORIE) #FE i+ 52 &,
AFNOFEEIZ LY | BEORERISIZERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDDH, BENRDOONTEGEITIL, BELEFRIIS UL
B 72 05k & BRBR 2 Ff D[RRl & i U Cal bl 2 B nRs W 21TV 18R o5
FOSIT X 2 BWER 2 o 2 355 12id, AFNORIE T I, K ORIE RE A
NECHOBRGEEZBETDHZ L, B, BIERERLVE L OFREIZEVREIE
A OUGERFRD IR WA TR, BB RE AV LISt o Sz il Fl o8 in
bEET D L

BeEAET %, BOEBIOE ARRE L T LEWERDBET L2 Enb D729,
AFNDOBERETRICORIEHORBIZH2IZEET H T &,

1 BUBE R (BIE | BUEIR WS 2 3 de) b bbdv, BERPMES F 7o R— X
ICEBDZENHLHDOT, Alg, HE, EHFEOIEROBHRCMAEED L2
SEETAHZ &, 1 BBEREN DN -G ICiEREE Ik L, AR 8l
OB 5 E DY LEZITH Z &,
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o IAUBESRIF (BIE | BBEIRIG 25 de) 23 b bd, BEREMES R TV R—v X
IZEDZENHLHOT, Hig, Hol, WRH-FORER DR B MAEE O A2+
SEETDH L, L RBERBE DN S A IS E IR L, AR
R OBEEDOFEE) 2 WEZITH Z L,

o BBEATZR. TS, ITHEREREE . TR, BLHERERDHSDOND 2 ENRH D
DT, EFIIFERREZITV., BEOREL+SICBET L2 &,

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

BR&ha 6 3 7 AU, R BABEIL, 56046206 1 FEMIE 6 JE 2 & IZG2MEDRE

fizAT > TWI2Z L 2BEBIT, AREIFRGHITESICHROMEREZITH Z &,

FEARTI R O MR EASEEE ~OIFRMBIRE & UTHEHT 2B, AR ORIR

AR NT, 12 B Z S ITHEIMEDOFHT AT > TWe Z &2 2B, KhAlkh

HIXEMIC R OMEGR AT 5 2 &, B INBAIBIEIE & L TR T 2561213,

AFNOBGHFIZ 12 TAETETDH I &,
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EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4h : A7V — A RREE 20 mg, 7Y —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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1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRERE P4
4, FEREIZDOUWNT P9
5. H&EGXREMDEE P11
6. WHIZEL THETNEHH P12



1. IZT®IZ

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

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

RGe L I HEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4TS
— ARSI EE 120 mg, A7 Y — R SIEEE 240 mg (— 4 =
M~ 7 (Bl FH#z))

REERDMEUTHIE « TR UTEREER 2 A9 5 FHSHA S

REERDMERONE  WH . RAICIT=A L ~7 (B z) & LT, 16240 mg
Z 2 BRGSO 1B 480 mg % 4 3 R RIE CAGE T 5,

f3E IR 5E ¥ F NI 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 M), LT, TARA) Evd,) i, hEFPSES
THEMASHE AT LYy 7 2% BTV ARV - v Y —X X747 (BMS) th) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}9 5 & Nl 1gG4 & / 7 v —F/LHLfk
Th b,

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 MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB IHT 5 PD-L1 OFEBLLIEDEF
HH & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LI O
ALEHIR & ORI EDOFBRRN 5 & DHE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S E 723 AMiaiE, PUsRFER CDS Btk T Hifa ol fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
SEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 7> RERE&IL, 23
AR TURRF A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 ARIRE TG M 2 58 T~ 5 2 & TR e PuiEgsh iR 4 o~ 9
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
SHSE R B 2 kb5 & LT IRERR & 920 L A 2ME et R OB A R ST,

ARANDVEFIRERAC IS < M O Sy RIS & 5 BHEM %238 5 b, TE I
EDFREMEDN & Do AAIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L HUTIE U B 2 ik & B8R & FF o R Afl & L Col
BI7RERIZ I 21T\, B ORIERRIC K D RWER R DIL DA, IR AR L
U FI OB GO YR ILE AT 5 BERD D,



3. BB
BR LR RERE 2 A 5 IESA R O A GRIFIZ -l 21T - 72 T 72 BRI R O iloi &
NE IR

[H2hE]
[E B L[R5 AR FER  (ONO-4538-11/CA209141 705k )
7T FFRUE 2 G LSRR 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 2 536 1451 (H
ANBE2IH 2 G e, AFIRE24001, xHFREE12161) Z %512, RS ERIASEIR L1z
B (A PP —h, FEZFEALTEYF O ~T) xR E L TAHIZmg/kg%
23 IR CAMEHE L7 & 2 OFIMER VR Z2RET Lz, FTEFEEE Th e
AR (BAT. TOS) Evvo, ) (Rl [95%IEMEIXIA] ) D IMATRE R IT. A&
HI#ET7.49 [5.49~9.10] A, *IFREET5.06 [4.04~6.05] H A THY . AANIIEERIE Y
PEEM NI L 7= VBRI LRI BRIt R 2R LTz (N — RE0.70 [97.73%(5F
FEXR - 0.51~0.96] . p=0.0101 [/&%log-rankifiE] ) .

*1 ARG B IS DAL F R BR 4 & e,

*2 G b SIVIRREALIL, 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 Aok

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

Poiich:c3 121 87 42 17 5 1

K1 OS @ Kaplan-Meier Bt (ONO-4538-11/CA209141 FR5R)



(PD-L1F& BLAR IR D A 50 Mo Oz 424:)

EFR I E 2 AEFRER  (ONO-4538-11/CA209141785R) ICHEAAN BNT-BED S b,
HEIEAHAR I W TPD-L1 2 3 8 L 72 AL S b 5 E1A (LR, TPD-L1F&HLHE ] &
V) T DIERDE LN OBE DT — X ZH-S & PD-LIZEBLERBNTHEREIC
RN AT o T- A INER O LB DFERIZLL T L B Tho T,

ANMEZEI LT, PD-LIZEBLED 1% AT DG E I B L IZIERROFRE R TH 72 (F
<)),
723, PD-LIOFRBRICL T, KFOLEMNT w7 7 A VITREETH -T2,

i
o
S
i
o
15}

—Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
o | X Investigator Choice % "~.: ..... Investigator Choice
g g
@ @
] 60 - & 60
S [
g =
40 - 3
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
L4 FHB(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 i 53
(£X : PD-L121%DBEEMA. FX : PD-L1<1%DBEEH)



[Z4tE]

[E B3 R MAGER  (ONO-4538-11/CA20914175x)

A ERHEGIIAKIRE229/236/ (97.0%) K O RRE109/111%1 (98.2%) (2588 v, 1A
BRIE & ORIFEBIRNEE T X ROAEHGUIAAKIREL39/236/%1 (58.9%) . xtFRHEES6/111
Bl (77.5%) 12380 LTz, FEEENENLL EORIERIZI TEDO L EBY THoT,

£1 REBEEN5%I EOBIWEA (ONO-4538-11/CA20914130k)  (REVMEITHRE)

B (%)

g0l e 40
ey A XITRTE
(MedDRA/Jver.18.1) 236 {7l 111 1
4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

EIER 139 (58.9) 31 (131) 1 ( 04) 86 (775) 39 (351) 1 ( 0.9)
KIS LV SR

=il 2 (51 3 ( 13) 0 18 (162) 5 ( 45) 0

Uit BRI E 0 0 0 9 (81 8 (72 0
AP

THI 16 ( 68) O 0 15 (135 2 ( 18 0

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

FERE D S A 3 (13 o© 0 14 (126) 2 ( 18 0
7R

(NN 4 (17 O 0 6 ( 54 0 0
(N IPSENOCEE =i

RAREOE 17 (720 0 0 8 (72 0 0
PR R M

KR = 2 — T — 1 (04 O 0 7 (63 0 0
R LU T ARk s

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

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

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

7pde. MVEVERIZEE 7 61 (3.0%) | BREUTRAEIE/ I A F—5 5] (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%) . FEMAERERES 2 41 (0.8%) . HRMIEZER
JiE 161 (0.4%) K N infusion reaction 3 5] (1.3%) 23388 b7, £7-. EIERHEIE,
D, Whde. KRB - EHEO TR, 1 BRI, @Ml MO MEEE B . T,
e - BlilESE, BEEORERESE, 5& 5 ERLKVEEDORERFITRD bkroT,
AREWERFE BRI E S (BRMRAEM ST 25Ty 28 BEHEREZ T,



[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 L— a3 02k v, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBRE & & ik
LTREZRT ETRHENTZb DD, ARANBFICBO CARMR RIS TV D H
- & (10mgkg % 2 BFFEECRE) CAKIZ G UI-BEOugE & & ik U CEfH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & KA 3 mg/kg
(IREE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 ik b
ORI & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRS-,

K2 FHOKYBE T A—F

M - R Crnax Chnind14 Caved14 Crax.ss Chnin,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 #IIAIF G214
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
T DB MLIE P IREE . Cuinss @ E T IRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICISIT 2 A I
TR

Fo AR OREREYFNEET VAR L2 I 2 b—3 3 280 | AFH 480 mg
Z 4 BRI TG SO IBEARE O L - &% TG L 72RO A O i I B D3 Fss
Sz, ZORER, AK| 480 mg % 4 HEMR TR G L0 EFIREBIZB T 2 i
EHIRE (LT, TCags) &V, ) 1%, AKI240mg % 2 FF IR THG L72BED Cavgss
CHUT D LTI (FR) . /o, AAI480 mg % 4 @M TG LIZBROE
FIRRBICRB T D MG FIRE (BLTF., [Craxs) &9, ) 1&. AAl240mg % 2 #H
[FRR THE LTZBRD Craxss LB L CREfEZ R T & TRISNIZ DD, HARNBEIZE
WTEABMENHER STV D ML - JI& (10mg/kg % 2 AR TH L) TAHFIZ &5
L7ZBED Craxss & 0l U CTIRE A 7R3~ & FRIS L (FR) o AT, #EOREEICE
FoT7T—2ICHEDE AFI3mglkg (RE) E7213 240mg Z 2 EMRIFE, 4 L < I3AA
480 mg % 4 MM TG L 72BO AR OBRTE R & A0 34 4k & o B % My
THBBSIEET BRI, YZBEIC OV TRFEIMTh iR, Lo ik -
REOM THRE L LI R 7R IT 0 PRl S -,



K3 AFOEYERRNT A —F

v - B Crnax Chrmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

3 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)

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

2AMFERE. QAW : ARG, Cumax 1 HIEIF 514 0 f i MLIE IR EE
Crmina2s : A 5-1%28 A HIZF51T 2 SR PR EE . Caveazs : IR G428 A H & T2 i ik EE |
Crnaxss * EFARAEIZIS T 2 B MG FHEE . Comninss  EWIRRBIZ IS D B RILIE PHLEE, Cavess : EHIREE
(30T 2 SR R



4. FEFRIZOWVWT
RS & U TS (BFFE) AE o Tnd 2 &b, Yikild 4@
IZETXDER THOIMNERD D, TDO LT, KF OB #EY) /2 BE 2720 - FF
ﬁEIJ\ AHNOBEHIZ LY BEELRRWEH 2B LIRSS T 5 2 EBRMERT=D, LIF
DO~@DT X T &I MR IZBWTHEHAT & TH D,

O MEFRITHOWT

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

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

(2) FEEHEREIPL

(3) HBENTEAEDFEE T 2 0 APHEEEHPT (03 AREEEIE TR, 23 AR
W 1REBE, DA R R R e &)

(4) A RALFRIEE AR E U, AR AFREINGE 1 SIS SRALRIEINE 2 O fiisk e
AR DR AT > TV D i

(5) PR RS A AL 7 B BN OO fi 5% FE MBI AR D il HY 21T © T B Jiiak

O-2  SBASEE DAL 7R E L OVEIE R FE BLIRE OO KT 43 72 Fnisk & #85k % B¢ D 1= fifi
ITHEEHERT (FROWT DTS T D EM I HERER) 23, 4% R oA AN B
TAHREOEMLE L LTRESNLTWS Z L,

7

o [EAIRFFEGE 2 FEOMMINME ZE T L721RIZ 5 L LR AIRROERIRIHE 2
ToTWHZ &, 525, 28U LR, NAREYREL L LEERRIESZOIHME %2
ToTWHZ &,

o [ERIRFFESE 2 FOPINMEZE T L7oRIC 4 FLLEO H SRR EI O B R
WHEZAT->TERY, 26, 24ELL R, 23 AFEMIREZ & OISR 2R O
FRIRBHE 21T > T D Z &,

o [EARFFSUIEFHEM ST IRG % O IIRHE 2 & T L7cigic, 5 4FUL Eo nEsF
DEFRMHE Z1T> TV, 56, 24FL Rid, DAL EZ & ORI DN A
TRIRDEEIRHEZ 1T > TW\D Z &,
ﬁﬁ KFNC L DBEBICB O TIZENER S0 2GS 2 B4 5720, BE DIGHE

(2 7= R FHERNT EOROWT IR T GF 2 i 7= 3= Al (SESHEE O b5k
5 ORIE RS BLRE O 40 72 ik & #5802 Fe D[R Hill) & OB /D ¢ &
IR TH 2 L,




@ BNOERSEREROEEICONT

R S e BT G 5 BT L S, BB D O N, A - 72
S 0D B N O T S BRI 51T R 2 IR0 A S s L
A DR, SR TR B KB - TV B = &

® BIWER~DORHHIZOWNT
@-1 HagkkmIC B 2 B4

VR MR A D BB 7R BIE R 3 98 42 LT2BRIC. 24 BEREISIRIAHIO T, Mi%hiak X
IR AR 23 T B L2 BIVERNICIS U CABRE B KON CT ZOFIVER ORI 4
ERRAEORERD Y HHRIZE O, B HITRIGATRE AR > T D Z &y

@-2 EREFE L DAEERMCICET2EHS

DN AR 2 B 2 gk M O e 2 B3 D R HE NRIERH T =21V 7
EEDEROA 7 ) —= T HATOEIRE L IG#E IE TE 2 F— LR 23
SN TNDZ L, B, BEEEIZOWT, DABRE EZOFRICHSICAmEnT
WhHZ L,

@-3 BEHEADZWrx N LT

RIWER (REMERZEEISI X, BEREMEDAE, (O, Tk, B RARE, KBK.
NS, EEED TR, 1 AUERIE. BUERTI. IFARA. IFHEREREE . IR, B brEinsE
K. FAIRIAEEERE S T ERMAMREREE, mhiklEE, BEE, RIEEE, MRk, BEEOKL
fEREE . R A ZEARIE, infusion reaction, EEFE7fMukPEE, MERE BIEMERE, FElZ.
g% . BE OB ROR, IR RN, OlEREE (OEMED - 4RIK - =AM ) |
M HA L, JBEFLAE) (Txf U CL Maghiiag X BRI e BE O BEFAVE A2 A 5 R Al & 8
L (BEHEHOZWr- XIS L CTHRER O A ZITONLIRKMFICHDH 2 L), EHIZ
WY ZRALED TE DKM E > T D Z &,

10



5. BEXHB LR HRE
(BB 3 2% FH]
O 77T 8K G FREROH 2 BE BV TAAOFE NN REN TS,
©  TRLUCEZY T 2 BEICKT 2 ARAN O K OME A G IEIZ DWW TR, BKFIOA ZhEN
NS TE LT, AFIOREGRRE B0,
o TIFFRHNEGTALTIIEIC X DIRERE O I W EE
o IR L
o fhoOPUEMEES L OFH L TGS D BHE
@ AANZIEFEEILFE S MAERERIZ W T, EERITI W THRBERIZ ST L CTHEMED R
RESALTUW D23, PD-L1 FELRIC L O GRMEOMBEM N2 D Z L SRS D AR
DELINTWD Z b, PD-L1 ZELER* SR Lo B CAFI O Al S O 2
THZENLEE LV, PD-L1 BERN 1% THDH I ENMHER SN EE B
TIE, AR OIEHREIRIE S BET 5,
kARFIOZWEK L LT, IR524 : PD-L1 IHC 28-8 pharmDx [# =] &R EN TN 5D,

(AP B+ % FH]
O TRIZEZYTLIEFICOVTIARFOERGENEEZE SN TNWDLZ b, &5 E21T
DR &,
o KA LSBUE DB D & 2 B3
@ BEATOFI SISV T FRICE S T 2 BHE T OV TR, AR ORGIIHESE S e
DS, AMOTEPRPTUE D R WIGEITRY | HEICAFRZETNT 52 L 2B TE D,
o MEMMEREDOEHIITITEDH 5 BHE
o R AR A CRVE R 258 6 D B K ONE B 0 5 i i i 2 <o i Gt it ¢
FEOMICRIEMEZEAN DD B
o HOREREOGOF, B L < IEHFMEO B O ik B OB TR O
o 5B
o g &Ml REZ E1e) Ob 5B
o OB IIBEE A AT DR
»  ECOG Performance Status 3-4*V 0 i

(ED  ECOG 0 Performance Status (PS)

Score | EFE

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,
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BATRARETH A O OEY O Z LT F N THEEIZBERTTE 2V, HHPD 50%Lh Eid~y R Tild 25




6. BEZELTHEETREFIH

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

TRIEBRABIC e D | B XX 2 OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

PD-L1 RBE G L7 ECAFIOE Gl HK 2925 Z &L E LA, PD-L1
FEBURDFER T E RV, AAIOMEH OB & Z @O HWr L7 Ecib5T 5
z&,

FERBEIMERO~RT A MZONT

@

@

MEMEREBEN D Lo b Z BB DD T, KFNOEGIZHT-> T, BKRIE
W (PRI IRIEE, ik, FEEVE) OffEsE M OWE X S 0 %, Bleiz+5
ZATH 2 &, Fo, MBS CTHE CT, MiE~— I —FDMm&x FEhd 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEARFZ H3 2kt D T 5 U
faAT > 72 EChRtaT 2 2 &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEEGH K OARA G T #IT A 2P A
CERRET %, BEORBEL 2B 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G- B I3 E IR N0 i RE iR A& (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREISIZER T 5 & B 2 b D4 R R IER R
DHOLLNDZERNDD, BEPRDOONTHEIIE, BB LEFRIIL U
B 72 ek & Rk & e O R Aill & i UGl bl 2RI W 21TV IR O
FOGIZ X 2 BWER DN g0 23551 21E, AR ORFES I I, R ORIE BE A
NWEVRIOBRGEEZZBET D L, 2k, BIBREFRLVEYOELIZ X0 EIE
A OYEERFRD IR WIGEITIE, BB RE AV LISt o Sz il Fl oisin
HLEET D,

BeEAET %, BOEB B8 ARRE L T LEWERDBET 2 Enb D729,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE R (BIE 1 BUEIR WS 2 3 de) b bbiv, BERPIMES F 7o R— X
ICEBDZENHLHDOT, Alg, D, EHFEOIEROBHRCMAEED L2
SEET S L, 1V EERBN DN -G ICITEGEEZ R L, AR )
FOFGFEDHME) R EZITH Z &,

BIERTIE, P4, ITHEREFEE . TR, B{ELMEEE RPN H LD Z &R H D
DT, EHIIITHERERE LTV, BEOREEZ H3ICBET 52 &,
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® AAIOEFEARRERICINT, &EHBNG 9HA ., TALRERT, BE5HENG 14
L 6 ] Z LA IMEDFHI AT - T\ e 2 & 2552, AFIBG-HILEBIT
(R OMERRZAT D 2 &,
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HEERHEET A RF A
=R~ 7 (BinFr#Z)

(BR5E4 « A7V — A RFEFHE 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. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4, FERIZOWNT P13
5. H&EGXREMDEE P15
6. BHITEE L THHET X FIHA P17



1. IILBIC

RIS OF M « ZRMEOMEROTZ DI, U SCEFIZE S W2 E AR RS
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFHN 72 5T B E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
PR & 72 o TR Y RRIFMBGEE & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MR E)
IZBWTH, HEFMERGLEOHHAORELHEZXD Z L LS Tn5,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
MHEIMOBEZMLZIT 5 2 EnHIfF SN BT LTHERT 5 & & bic, BIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZENEETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
FHFR RN FED & | LUN O SR 5 O fii 70 8 A HEdE 3 2 BLA b LB e B B 2
TR O EEHER~T,

I, ARTA BT A A%, MSIATBOE N EIE N ER SR SR, ASAFEABAR
BRI 7o . — AR ENE N B ARBRR NEHE S K O — AL FE N B ARWREG T2 O
Job EERR LT,

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

— AR EE 120 mg, A7 Y — R RUEERE 240 mg (—%4 0 =
A~ T7 GBS FHEHEZ))

RZERDEINE « IR TIBRABE UL 0 B M s

MEERDMEROAE  BHE, RAZIZ=RL~T GBI %) & LT, 1[5 240mg
Z 2 TG ST 1 0] 480 mg & 4 T8 IR C Al s e 5,
(L ZFEARIRIR OIRIEUIBRA E XTSRS o Bl i g 12k L C
AV A~T (EETHERZ) 0T 580, @E. A
=R ~7 (Ein M z) & LT, 18240 mg % 3 B [H R
fRC 4 BLEHEET 2, T0%, =R~ 7 GBI THEZ) &
L. 1151240mg % 2 A EIFE L 1 [5] 480 mg % 4 JH HEIfEIFE T
ST D,

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

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

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

HiEKEOH&E: =Ry (BEHERZ) EOFHICBWT, @5, BRAIZIE
AV A=T (BETH#Z) L LTI1E 1 mgke (KE) % 3 BT 4 bS5
E3 5,




2. AHN DR, VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg,  [FAGEEE 120 mg K& ONF] s
240 mg (—fi%4 - =R~ 7 GEE M), LT, TARA) Evd,) i, hEFPSES
TEMKSLEAZ LYy 7 24 BT VAR e Y —X A7 A7 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 & / 7 v —F /LHLfk
Th b,

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 MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
JOVPD-L2) EfEA L. U SERICEItEY 7L B mE LT RO L IRRE %
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HIM & OMICADHBEBFRN & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LI O
ALEHIR & ORI EDOFBRRN 5 & DHE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S E 723 AMiaiE, PUsRFER CDS Btk T Hifa ol fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
SEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 7> RERE&IL, 23
AR TURRF A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AN, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 ARIRE TG M 2 58 T~ 5 2 & TR e PuiEgsh iR 4 o~ 9
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
R R R A b B & L T BRI 2 S U L A 2k R OV DS AR S 4L 72,

ARANDVEFIRERAC IS < M O Sy RIS & 5 BHEM %238 5 b, TE I
EDFREMEDN & Do AAIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L HUTIE U B 2 ik & B8R & FF o R Afl & L Col
BI7RERIZ I 21T\, B ORIERRIC K D RWER R DIL DA, IR AR L
U FI OB GO YR ILE AT 5 BERD D,



3. BB
RIBYIFRAHE XX ERFE M 0D BB fages D A GRIRE I Z R 2 1T - 72 5 72 B AR R D Bl &
NE IR

[H2hE]
DEFELF AR RER  (ONO-4538-03/CA209025 7kb#)

MEFAEREERZET 2HEMEEGEA (T3 T =7 A=F =T VI Tz=T,
INYR=T ) e E TR A A T D AT SO THER RS 0D 38 B A R R ol e AR
821 5l (HANERE 63 fflaGie, AKIEE 410 i, =11 U A ZFE 411 ) 26, —
R AAERRE UCTAA] 3 mg/kg & 2 M CaiE Lz & & oa otk
AR Lo, FERHMIEE Ch 5 AWM (LI, ToS) &9, ) (Ffi [95%
EREXM] ) 1%, AFIFET 25.00 [21.75~NE"] #H., =X U A AFET 1955 [17.64~
23.06] WHATHY, KFNT=~ U AR LFEHFICHBERIERE 2R LT (0N —
NI 0.73 [98.52% 58X [# : 0.57~0.93] . p=0.0018 [/&H!| log-rank f&E] . 2015 4% 6 H
18T —%h > A7)

1.0 B
0.9
0.8
0.7 e

. 0.6

ﬁ 0.57 = L:‘.L;j".::- . I. i i W
e 0.4 - .
0.3 o

—A— FFH|IE
D IO LA

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

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

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




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

HHATH-T= ONF— FE 150 [95%(54E XM : 0.49~4.54] ) .
* o HEEARRE (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 risk2g 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 BARANEFIZRITS 0S O EENED Kaplan-Meier B
(ONO-4538-03/CA209025 #BEx%)




QEFEIF S MFRE (ONO-4538-16/CA209214 7 5#)

(LERRIEARTREE™ OMELTHE U TSR O W T R A B e e s ;B 1,006 61 (H AR NGBS
2 flaate, AV LYY BEHEEZ) OFH CUF, TRAI+-A ) A=T7 ] L
Do) PHEBS0 B, A=F =T HELLE ) AXRIC, A=F =T ERE LTERA+A
U b~ 7 O IER LM 2 et U, 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 (HFfh

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

*1 ;A ST 2 R H L OIRREN 2 WBE, 72720, LUFOSAITYZIGEEBICE O,
SEABIBR FIRE 72 B [k LT 1 BRI UM MBIRE (7272 L. & N SRR -+
(LAF. TVEGF) &9, ) XIEVEGF B AL & LA ZER<] 2T S0, 2oflt
B IR B IE O G0 5 6 1 A UL ERRIB%IZER L He
*2: Al 3mglkg (KHE) &4 BV A~<7 Imglkg ((KE) Z[FHIC 3 EEMRT 4 [BSREEE L 72%.
AFl 3 mglkg ((AE) % 2 AR CAEMEEE Lz, fERESEICBW T, AR &2 &Ik S
L., AV AT IEIARFOBRGHKRT S 30 oLl EOMREE BTG 2Bt LT,
*3: LLFOO~@®DWTHUT HZY L2ARWEAICIE Favorable U A7 1 X% 2 THH 2= H4 121X
Intermediate U A7 . 3THHLL L& T HA12IE Poor U A7 & &z,
OB AR & 2 H S Th BASRBR O EVEAEIR 1T £ T 1 4K . @Karnofsky —fiIkHE 8006,
@~E T\ B AEDEAEE FIRAT., @fERO D LT MED 10 mgldl B2 5. O4FHEREAN
FHAEME LR 2E 2 5, @f/IMEED LA LR A2 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 O EfFEITE O Kaplan-Meier Hig (ONO-4538-16/CA209214 #A5R)
FENTRIRER : Intermediate XU Poor U 2 7 BE

6



72k, EBEILFEHIHEFER (ONO-4538-16/CA209214 #AER) (23 C, IMDC Y 27
7 FE7N Favorable U A 7 O B X F HWAHITE H OfEAT I GEER & Siedo T, Yikak
BRI A A S 372 Favorable UV A7 ORBRFEOT — XTI & RN 21T -T2
R, AF+ A BV 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 DFREENTRED Kaplan-Meier #i%# (ONO-4538-16/CA209214 3Bk)
FEMTRHEEER : Favorable U 2 7 B8



[Ze21E]
DE BRI FH MFEFAER  (ONO-4538-03/CA209025:k54%)

B EFGUIARAIRE 397/406 61 (97.8%) . =1 U AR 386/397 i (97.2%) (272
Hiv, 1R & ORI RBIR DG E T & RUVVE FFRITIAAIRE 319/406 5] (78.6%) . =
7 U AARE 349/397 ] (87.9%) (RO HALTc, WL ORETIHILED 5%LL_ EDRIE
HIZTTEROEBY ThoTz,

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

e e B (%)
Rt AR TR AR
" 406 1 397 4l
(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)
MER LY R kEE

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

FOPR IR FE REAR T iE 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 OREE

) 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

KD S NE 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 AT

M = L 25 m— L H 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

s 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

3L AT a— L fiLE 2(0.5) 0 0 29 (7.3) 0 0

e I 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 ARk

RAER 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, MOERES X OVithRkEE

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

I R 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

Jitifig 2 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
KRB X O Pk

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

B i 26 (6.4) 0 0 33 (8.3) 0 0

T - BRI T A SREERE 4 (1.0 0 0 22 (5.5) 0 0

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

95 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0

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



Bl (13.8%) . KEEZ « EEO THI10 6 (2.5%) . 1 BBERE 1461 (0.2%) . FFHERER:
X 46 1 (11.3%) . TR 161 (0.2%) . HURIRBEREREE 34 1] (8.4%) . ffefEE 55
Bl (13.5%) | BHERERETE (RS RIEMER 2£5) 28 ] (6.9%) . RIBHAEREE 6 4l
(1.5%) . infusion reaction 21 {5 (5.2%) . FEFEDLEREE 4 61 (1.0%) . T EAEHKRE
fEE 2 B (0.5%) . BEZR 1B (0.2%) KROSE I EKE 141 (0.2%) ARH LN, £
7o, EREANEEAE, OFFAR. e MRS ESRBES . IS « BEREA M OVFRIR f e €
FIEITRR O BV o T, AREIWERRBBLR DU EFRS (RAMEERT L ET) 25
DR TR,

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

HEELIIAA+ A BV L~ TR 544/547 1] (99.5%) . A =F =7 Hf 532/535 14 (99.4%)
IZRO DB, IRRIE L ORRBERDEE TCERVWAFTFLRIIAF+ A Y A~ TR
509/547 5] (93.1%) . A=F =7 #f 521/535 5] (97.4%) 2D BTz, WTIHOHRE
THIBED %L, EORWERIZITRDO LB ThoT,

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

Btk (%)

Sl g SNk
BEBINGR FATAE Y bv B x=F =TI
g(iillngRA/J ver.20.0) 547 f 535§
T 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 L 3 RfEE
1 34( 6.2) 2( 04) 0 83 (15.5)  24( 4.5) 0
i ER R 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
o 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
R AR P E 85(15.5) 2( 0.4) 0 134 (25.0) 1( 02) 0
B IEREE
L5 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
EREES R 9( 1.6) 0 0 30( 5.6) 0 0
{8 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
B RE YR R 6( L.1) 1( 02) 0 55(10.3) 0 0
1T 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 NE 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
7N
ALT H4/0 60(11.0)  27( 4.9) 0 50( 9.3) 8( 1.5) 0
72 7B 71(13.0)  31( 5.7) 0 41( 1.7y 17( 32) 0
AST H#4n 58 (10.6) 19( 3.5) 0 49( 9.2) 7( 13) 0
7 L7 F =8 35( 6.4) 1( 02) 0 35( 65 2( 04) 0
i A ELR AR R L AN 11( 2.0 0 0 30( 5.6) 0 0
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B (%)

“‘*E’J”Zfﬁia AFN+ A E U L~ T 2= R
%ﬁ”{‘;‘DR A/l ver.200) 547 {3 535 {5
¢ veret 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
hif H 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 OsaEREE

& IR 28 ( 5.1) 8( 1.5) 0 10( 1.9) 0 0
FEXNEBIES 75 (13.7) 7( 13) 0 133(249) 5( 09) 0
ONER e PSP ON ey ek 1

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

TR 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. MIEBds K OMithmiES

AU 45( 82) 0 0 31( 5.8) 0 0
e 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
fitifigk ¢ 32( 5.9) 6( 1.1) 0 0 0 0
R B X O ik

i R 40 ( 7.3) 0 0 46 ( 8.6) 0 0
BEEMG 0 0 29( 5.4) 0 0
T - BT SR TR 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

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

B, AFN+A B A< TEICBW T, MRS 136 1 (24.9%)
(17.9%) . FRIREEREREE 147 5] (26.9%) . BHHEAREREE 46 1 (8.4%) . W& MEAEE

35151 (6.4%) . KM% -

. FTHERERE 98 fi

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

FEERFERERE T 24 (9] (4.4%) | BIEHERERE T 32 4 (5.9%) | 1 AUHEIRYN 5 11 (0.9%) |

Wege 741 (1.3%) | BUEMEESIE 161 (0.2%) . Ak -

N2 2 451 (0.4%) . infusion

reaction 22 5l (4.0%) . 5 & 5 B¢ 2 i (0.4%) . L2814 (0.2%) . %€ 2 141 (0.4%) .
RESCARRMRAE/ < 43T —102 f3i] (18.6%) . T 71 (1.3%) MK OEAR fnAz ZERE 2 15

(0.4%) WFRD BT, Fio, M/ MR SRR & OB R 135890 B
oo, ARIWEHBEBURDUIREESES (MAREEREE L ET) 230EFREREL R

B
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[t - HE]

AR ORHEMEYBETT L ZFA LI 2 2 L— a3 102k 0, AHKI3 mgkg (K
) NIE 240 mg A 2 MM TG L2 EROARF O MG PR E DG Sz, £ 0fk
R, A 240 mg &G UTBROREREIL, KA 3 mgkg ixh LI BROBRE & & ik
LCREEZRT & TFRHIENTZbDOD, AARNBEICEOTHARENHERINTWDH
% - A& (10mgkg % 2 BRIFIR TR L) TARFIZ &L LB OREE & & g L CE
g e PRSI (FR) AT EEOREICKIT 57 — 21255 AH| 3mg/kg
(IRE) U 240 mg % 2 BRIFIE CTEG L7ZBROARKI OMRTE & & Ao T et &
OB A T DRI SOGT T A DEEE S L, Y EBEIZ OV TIREI M T h v o kiR,
RO - HEOB THIIMER NEEMICHEREZRIT VW e FllSn, 72, B
MRS BT 57 — XIS X AHl 3mgkg T 240mg & A U A~ 7 1 mg/kg
Z 3 ERMR TG LB OARA OMREE & & Z4at & OE ARG 2 BELSTET
IUBHEEE S, YKBEICOWTIREI M ThNof R, Eito L - AEoM etk
AN FA =t e e R i [ g Wt

K3 FROEKWERNT A—F

- Crnax Chnind14 Cavgd14 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 Q@2W <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 : AIIEIHR 518 O g i L P IREE, Crinars 1 #IEIF 57214
H BIZIRT 2 BRMIIE IR, Cavears : HIEIHRE% 140 B £ TOFHMIEFIRE, Cmaxss © EFIREBIZIS
T D MIE TR, Cuminss 1 EHARIBIZI T 2 BARMIETIRIE, Cavess 1 EHFAIRIBIZIS T 2 FEHMLIE T
TR

Fo AR ORENEYENEET L EZFIH LIV I 2 b— a3 2L 0 | AH| 480 mg
Z 4 BRI TR XUIBEAGE O L - &% TG L 7ZBROARA O M35 R 3 it
INic, EOREFR., KAl 480 mg # 4 HFHE TG LIZBEOEFIREBIZI T 58 im
EHIREE (LLT. [Cagss) &EVMD0) 1. A 240mg & 2 IR TG L 72RO Cavgss
EHUT D E TSN (FR), £7o. KK 480 mg % 4 MR TG LIZBROE R
WRBIZBIT DimMIETIRE (LLT. [Chaxsd £V 90) 1E, AHI 240 mg % 2 1 IR
THEE LTEBRD Coaxss £ B L CRIEZ T L FHISNIZH DD, HRANBEITBWT
DEMENHER SN TV AL - JI®E (10mg/kg % 2 R TR E) TARFZ#HKS5 LT
BRD Cuaxss &L TIRfEZ R T & THIS L (TFR), MA T, BHOEEIZEIT 5
T ZFESE . AHKI 3mgkg (KE) F7213240mg & 2 IR, 3 L < 1ZAHA] 480
mg % 4 BRIFIRE TG LI BROARK O R & & A2 XL et & oBEL R 5
BEEE NG E T UL S, MEEEIC W TR TON SR, B0 s - HE
O M THINE R LMW R 2RI TRV & PRl S Uz,
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R4 EFOEYELNT A —F

v - B Crnax Chrmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

3 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)

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

2AMFERE. QAW : ARG, Cumax 1 HIEIF 514 0 f i MLIE IR EE
Crmina2s : A 5-1%28 A HIZF51T 2 SR PR EE . Caveazs : IR G428 A H & T2 i ik EE |
Crnaxss * EFARAEIZIS T 2 B MG FHEE . Comninss  EWIRRBIZ IS D B RILIE PHLEE, Cavess : EHIREE
(30T 2 SR R

12



4. HERIZOWT

(BB R IR OARIABIBR A BE X T E R M o B A AR L 3~ 2 358121, &G
e UCHEABRGERE (2FRE) SBEohTnas 2 ennn, YA 2 EuIcE
MiTE DMK CThHOULENDD, TO LT, EFEMLY A7 EHEGE (RMP) IZHKEOX,
AFN D =S i 22 A VEREATE B~ D o I RHN 8 2 Maik Tdo o T, RFI OB G- M) 72
Fa 2l - FrE L, AFIOFGIZ I BERREAZRBEBL L ZBRITHIST 5 2 & A3
27D, UTOO~BDFT R CEH-THHICBWTHERT 2 XETH D,

O MEFRITHOWVT

D1 T (1) ~ (5) OWTHNIEST LR THD Z &,

(1) JEAFERENEET 203 AHE ISR BESE (BB IR 23 A2 RE B HL IR B
HiUs 3 A RS FEEE LS URRT . HUS AU R2IRIREE 7R &)

(2) FEEHEREIPL

(3) FENFEANF NG ET 203 AU FEEEFRET (D5 AR EEER EIRbT, 23 A2
W 1IRBE. A AR EHEE R PE /e &)

(4) I RACFERIERE & 3R E L, SR FRIEINE 1 XTI FHIEINE 2 Otk FEYE
(AR D E1T > T D fitiak

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

O-2 B O b7 RE K ORIVERZEBURE O 43 22 Fnilk & B 2 Ko ERT (T
ROWTIDITEL YT HER) 2, Y2 R OARFNCET IR0 EMTE & L CRIE
ENTWBHZ L,

#*

o [ERIGEFESE 2 EOHAHME ZE T L2121 5 UL ED D ATRIED BERHE &
fToTWHZ &, 95, 28D RIT. DAEMIREAY XL L-BREEZOHHE 2
IToTWVWbHZ &,

o [ERENRFFEUERL 2 SFOPIMIMHEZE T L72RIC 4 FELLEOWREREHF O RHE
1o TR, 956, 280 B, BHIIEE O A SEWRETEZ & Te S ATEIE DGR
HHEZIT->TCWAHZ &,

@ BEHNOERLEREROERICONT

S R R B T 5 BT E DB S . BUIERE D IR N . HM: - %
SMEIE MR OB LR OVE RS X3 2 MR O, A EHEARA LB E ORE
ST SERERINATOR B R E STV T L,
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® BUER~DORIGICONT
®-1 fEs B4 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
(TE R I BN T B L2 BERICIS U CABREEL L O CT SO FIER ORI &
FILREOFRERIY B D, EHITHISATRER AR A > T2 Z &,

@2 ERWFEIC L 5FEESINICET 22 N

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

@-3 BHEADZWr-ox B LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
NS, EEDO TR, 1 ANERIE, BUEMZE. HFARA, e, JFK. bR
K. FARIABEEERE S . T ERMAMREREE, mhiklEE, BEE, RIEEE, MR, BEEOKL
JERREE, FFRIMARZEFRAE, infusion reaction, HEFE7c Mgk, MERE RIEMERE, K%,
Bede. WEEORPEROG ., WM, ClERES (L EME - 2RI - DM S) |
PSS HA L, JBEFLEE) (S U C. Ykt X3 e B o B ME 2 53 5 PRl & i
L (RWERHOZErCxSICE L THRELR O REZZ T oNL&MIchH A2 &), BEHIC
WE) 7R ALE D TE DRF NS TNDH 2 &,

i
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5. BEXHB LR HRE
[HZhEIZ B3 % FI1H]
O TROBEIZBWTARAOGIMEDRFES L TN D,

o MEHAMEFERLZAGT 20EMEER (T F=7, A=F=7, VT7
=T XY R=TE) 2ETETFRIEREEZ A T ARG UIRARGE X TR D
RIS AR (A BB 5-)

o ALHRIERIGHEDIMDC U A 7 45%5E7)5 Intermediate X 1 ZPoor U 2 7 D (DiRTEH)
PRARE ST MO 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, AFOEREGXR LR LR,
o ALFIERIGEBE ROV A N A VRBN OB OIGEE A H T 5 BE Tk
2 AFN BB -
o IR,

GED) [ g 7 45 AR FRER (ONO-4538-16/CA209214 35) 123V T BL FODO~@®D W FHUC 3524 Lie
WA 1213 Favorable U A7 | 1 X0 2 THH #1729 H5 1213 Intermediate Y A2 3THH LU EA2G7-3 546
\ZiE Poor Y A7 L&z, (6 X—T&M)

BRI & 2 ST DA O BEIEA B 1 £ C 1 FRm

Karnofsky —fi%{KHE& 80%Alifi

B B A S T IR

WIEH D AN 7 MMEDS 10 mg/dl 22 5

IFHPERE DS E Y LR 2 2 2

M/ RECDS FEVEE FIR 2 2 %

CISICISICHC)

15



[Zz 4E Iz B4 % $H]

O TFTRICEYTLIEEICOVTIEIAAORGPERE SN TVD ZEND, KEE1T

DRV L,

o ARHNDORSTI R UIBBUEDRBEERE D & 5 B

@ WM OFEIC BT FRICHS 5 BH IOV T, AAI O F AR S 1R
P, OB 2V AR | HEICAA 2 BT 5 2 L 2 EETX 5,
o BELPERRS RO A B URBERE 0 b 2
o I BT A D B HE T OV IE O SO RIS O R i ¢

DM RIEMERE N A DI D BH

o HORERBOEPH SUTEMERLH L I3 D B SRR B OBER O

b5 ERE

o S BAEE (SR EEE E) Db D EE

o RBEOBGSUIBE AT L EE

e 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/a BN g2y, 90 BVBRIERITH 503, IEFTEE) AJRE
80 D72 Y BRRIEIRA & 2 23, 8577 L TIER OfEH) i RE

ST D LI RERE, HETARTE T, A 70
HITIF L A EBEABRFCRICE D bOTH D,

HorBE OMFRITE 228, EFOEH - 55832 2
&I TRE

e : 60 HAWCKLERILIITEDN, L EENPPLE
RABRIEORDELE =TS, S0 | il B LT B & OO BT A D
40 BT U RERES L OE# D
FOREY DO LEAZTTER, JifZd o0 30 2LEIT T ABRPBELEAEITE LEE - TRy
ERBEOFH L AEOFEUELEL T 5, HEB | 20 | FEWICHIE, ABEA LI CHE MBI L E
PEGHICHERT LTV 5 WTHEMED B 5, 10 [ ZEMZSE-C0 5
0o |
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6. BEZELTHEETREFIH

O  IRFASCEREIIIN A, BEEIR B D IRAET 2 ERFE 2D & AR O FeE K& OV Ef#
RO 7= DI B w2 o B L Co bR« 2 L,

@ JHREBIAICENL D . BE T F OFRICE MR EREZ oA L, FEE25
ThoEETHZ L,

@ EREWEHO~XT AL MZDOWT

MR EN D oD ZENH DD T, AFOEEIZH 1= > Tld, BKRE
W (REWR ARIEE, ik, FEEVE) OREFE M O X Sl d o FEhnd, Bz +5
IZATH 2 &, Fo, MBS U THE CT, i~ — I —FDMm&%Z T+ 5
Z &,

AFN O EILEE D infusion reaction (i 2 CERARI 32kt D T 5 U
faAT > 72 EChtAT 2 2 &, £72.2 [8] H LABE O A 5-FFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIT A Z A
CERET H%, BEHEOREBE+SICBIEET 52 L, 70, infusionreaction &
FHL L2 A IR, R TOBELOIERD ERIZEIE T 2 £ TERE = o8l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G-I I3 E IR N0 i rE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx R EEW R
DHLOLNDZENHD, BENPRDOONTHGEITIEL, BERLEEFRITL U
B 72 ek & R 2 e Al & i U Cli bl e BRI W 21TV, IR D
FOGIT X 2 BWER DN g0 23551 21E, AR ORFES T I, R ORIE BE A
WERIOBRGEEBRETDHZ L, B, BIBRERNLVEOREIZLYEIE
M OYEEDRFRD B WA TR, BB RE ARV LIS O Sz il Fl o8
HEET D,

BeGAET %, BB S8 ARE L T LEWERDNBELT 2 Enb 5729,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUOBE R (BIE 1 BUBEIR S 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER ORI MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN -G ICIEREEZRIE L, AR 8l
I OF 5 E DY L EZITH Z &,

BIERF I, P2, IFERERES . TR, B{LMERE RPN b D Z &0 dH D
DT, EWWIIITHERERE LTV, BEOREZ H3ICBET 52 &,

@ AAIOEARRBRICE N T, ALFFIEMEBREE TR T 2 HAIKR G Tl 5B ia
O 1ERIE 8 MM Z & ALFIRIERBREZ TR 54 B A~ T &R EG T
PGB S 1 AERIT 6 HE 2 & (WIENT 12 ERE%) ([SARPEDORAT 24T > T
122 & &BBIT, ARG PILEHRICEEMRAE CHIROMEER 21T O Z &,
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EEERHEEST A RFA v
=R~ 7 (B FHE#Z)

(BR7E4 « A7V — A RFEFHE 20 mg, 7V —RRHFHE 100 mg, 7P —
RETRERE 120 mg, 27V — R ETHH#HE 240 mg)

~HHARSF ) VN E~

R 2 94 A (FFfn241 1 AKET)
FEEFEE



SR

1. (TL®IT P2
2. KFNOKE, 1FHET P3
3. FERARRHE P4
4, FERITDOUWNT P7
5. HXIG LI HBHE P9
6. HHICEL THET REFIH P12



1. iXU®IiC

IS DOF N - BEVEOHER DT DIZIT, B SCEFICE SV B A A R
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 J R 1E A%
FERMDPEARBENDLHF T, 20 DOEEKNZ FICHLER BT IR 5 2 & PR
PR & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 (CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMERNEOMHRAORE(LHEZXS Z L L ShTnd,

BOFVE RS E SR ST, SRS 2 T 1 7 7 A ADRBEE D ES L & B S i
RHZENDD, DD, HEROLZEMEICBET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIfF SN BT I LTERT S & &bz, mIfE
RMFEBL L 7RIS B 23t % & D 2 & DA fE /e — 8 O B i 7= 3 e BE CfE
THZENEETHD,

L7 oT, KRHA RTA4 Tl BARBEESINE TR LTV D ESEIREN -
R RN EED & | DUT O E IS O it 70 8 2 HEE S 2 B0 b B e ik B 2
F RO EFREE T,

I, RHA BT A 3 MAZATBAE NEI L EREIS O, /IS EEEARAER
BRI s . — AR N B ARERIR NRHE & I OVt E N B AR IR -2 O 1 7 D
b EER LT,

S & e HERS ¢ ATV — R EE 20mg, A7 Y — R AL 100mg, ATV
— AR 120 mg, A7 Y — R R ERE 240 mg (—%4 0 =
R~ 7 (AR FHIHZ))
RELRDPRUIR - R UTERME O H AR % ) N
MBERDAERORE - BE. A=A~ (Bt z) & LT, 18] 240mg
% 2 JEEIRIFE ST 1 [[] 480 mg % 4 38 [EIE C A ETET S,
% NEPE S TGS

B R

clt

ok




2. AERN DR, 1EREF

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

PD-1 1%, &M L L2 Y 38k (T A, B ML N F 2 7% 7 —T fifn) LKOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U 4 K (PD-LI1
KONPD-L2) EfEA L. U o SERICHfIEY 7P v LT U v SERoiEAIREE
BIZFREI L TWd, PD-1 U H v RIFHUREE SIS B b Ok~ 72 SRR 8B
LTHY, EMEREAELE LU L EGHEEICI TS PD-L1 OFREBL L itk DALF
WM & ORI ADOFEBEBIFRN & 5 2 & 3HE ST\ %  (Cancer 2010; 116: 1757-66) ,
F 7o R R fE A CIRARRE T N EET DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, 6B LI EERRICIIT 5 PD-L1 ORI & itk D
ALEHIR & ORI EDOFBARRN 5 & DO#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS B5PE T Mo Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERE&IE, 23
AR URRF A 72 T ML OWEBEEZ BT 58FD—> L LTEZX LT
Do

AFNT, SR OFE RS PD-1 OS8R (PD-1 U > RG-S HEI) ITHEG L.
PD-1 & PD-1 U Y REDEEEIET DI LICL Y, DAFURRRNZ T Mok
PEAL R OV AABRRLZ k9~ 2 MRS IS M 2 #9587 5 2 & CRefei e ptligsh R 4~ 9
ZEDER SN TN D,

TS OHRN S | AFNTHENENEG 6T 272 G EEIC e 0 ED b0 L I S,
R U ) VONERE B RG L LT ERRER A S L, AhE, et ROEE
PEDIERS S Tz,

AEN OB IS < E OGE SOSIZ L DEIWENERN & b oi, B XIIETIZ
BOWREMED 5, AFNOBGH KR OREGHRIZIT, BEOBIZL ToI2ATV, RE DR
O BTG EITIE, FEH LT F RIS U BEPIRY 2 ik & REBR 2 RO Rl & L Tl
BI72 8RR 24T\ B D SIERIRT K D RIER 2 e 2 55 1 id, BIE RE AL
O GFEDWE) IRALE 24T 9 MER D D,



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

[ 2]

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

HFEEMBMRBHEE T LYy ~T XRNFU GElafaz) CLF, 7L
YR L) ITHRPIMESUIATE O 3 SUTEHA M E O AR % U v
NEEFE (ECOG Performance Status 0 &2 OV 1) 17 Bl & %52, AH| 3 mg/kg % 2 ¥ [ fH
b C AR EHE Lo, FEFHMIEEE Th 528203 (KGET IWG criteria (2007) 12355 < Hrik
HIEIZ X 5 complete remission (LA, TCRJ &9, ) XiZ partial remission (BL T, TPR]
L)L) DEIE) 1 75.0% (95%EHEIXH : 47.6~92.7%) Th o7, 7o, FRIITEHK
E L7 BIEIX 20.0% CTH - 7=,

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

H & M B G TR T L Y ® o~ 7S K D IRIER A2 - B3 UL G
O MR oNEERE (24— B, ECOG Performance Status 0 208 1) 80 {3
ZXPBIT . AA 3 mg/kg % 2 WRHIFIRE CREFHE L7, FERHMEHEE TH LR (&
FT IWG criteria (2007) (235 < FIfEIZ L D CR UL PR OEIE) 1% 66.3% (95%1F
FEX M : 54.8~76.4%) Tholz, 7ok, FANIHE L-BIEIL 20.0%TH > 72,

[Ze 4]
@O EWHE TR (ONO-4538-15 7lER)
AEFZIIEONGEZD Hiv, AH & ORRFEBRPEE TERWVAFER L EFIED
Tz, FHRD 5% EORWERIZTERD LB ThoT,
£ 1 RBIHEN 5%L EOBIVER (ONO-4538-15 FABR)  (REMEMHTXIRER)

BRI H Bk (%)

FEAGE 17 151

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

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

=il 1(5.9) 1(5.9) 0

U BRI E 1(5.9) 1(5.9) 0
His XUk R

R 1(5.9) 0 0
A

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

R IR 1(5.9) 0 0

(EE7 1(5.9) 0 0

T 1(5.9) 0 0



PN Bi%k (%)

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

[P 1(5.9) 0 0

TN 1(5.9) 0 0
—f% - EEEER X OG0k

%t 2(11.8) 0 0

RN RS 1(5.9) 0 0

[y=¥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

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

JHERERR A S5 1(5.9) 0 0

s IR S 1(5.9) 0 0

REHMN 1(5.9) 0 0

I I ER e 1(5.9) 0 0
R L OvesErEE

(iR RYN ik 1(5.9) 0 0

{59val NURVN Ik 1(5.9) 1(5.9) 0

RAEOR 1(5.9) 0 0
B RS R & OV SRR 5

RA i 1(5.9) 0 0

A 1(5.9) 0 0

PR 2(11.8) 0 0
TR R E

FEWED F 1(5.9) 0 0

GIEER 1(5.9) 0 0

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

VR iR R 1(5.9) 1(5.9) 0

FRGEDORAE 1(5.9) 0 0
R KOV T A RRRE

it B 1(5.9) 0 0

2 I SE N 1(5.9) 0 0

SIERR R G 2% 1(5.9) 0 0

% O PEIE 5(29.4) 0 0

395 4 (23.5) 0 0

¥, FVEMENZE 1] (5.9%) | BEEUHRBIRE X A XF—2 1] (11.8%) . Kk -
HEOTH L (5.9%) . IFHERERDE 141 (5.9%) . FURIRHEREREE 3 1] (17.6%) .
TEpEE 3 41 (17.6%) M 0" infusion reaction 1 5] (5.9%) 2358 Hiiz, £7-. FIEM
HESE, DA, Fhge. 1 BUBERRIE . SepE M RIS PESRBER . IR, B HEREREE
RIS FRETE, M - BEBA, EEOKRERE, FAIRMARZERIE, RIS, PR K
VU5 EDERITRD b2 hoTe, REWEAREILRIUIEER S AR EERY 25
o) ZEUDEIRERERT,



@ AN TAHRER (CA209205 #ER)

BEFGIT 238/243 B (97.9%) IZFEH L, KK & ORFEEUENEE TE RVAE
FEGT 185/243 B (76.1%) 1ZFBsD B iviz, FBLRD 5% LORIEMIT TERDO LEBY T
HoT,

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

LI NS | B (%)

FEAGE 243 14

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

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

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

FOPR IR REA T 14 (5.8) 0 0
B lEE

220 14 (5.8) 2 (0.8) 0

THI 34 (14.0) 2 (0.8) 0

G 24 (9.9) 0 0

AL 19 (7.8) 1(0.4) 0
—f% - 2FEER X OG0 RRE

957 50 (20.6) 2 (0.8) 0

FEEN 21 (8.6) 0 0
BE, PEB X OWES IHE

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

ALT H50 13 (5.3) 7(2.9) 0

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

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

RA A 19 (7.8) 0 0
R IEE

GIEEE 14 (5.8) 0 0
R KOV T A RRRE

% 9 FENE 21 (8.6) 0 0

SI5 28 (11.5) 2(0.8) 0

7k, MMM E 15 B (6.2%) | BERURREEE/ X A/ 3F—19 fil (7.8%) . K
&K« BEOTH 65 (25%) . AFEEEEREE 22 5l (9.1%) . AFR 56 (2.1%) . FUIRAR
BERERE T 28 f51] (11.5%) . Fh#RRETE 40 5] (16.5%) . BEHRERES 4 1] (1.6%) | fxsk -
BEREZE 1451 (0.4%) | FEFEDZFERETE 3 #1 (1.2%) . FhlRieZERAE 1 6] (0.4%) |
infusion reaction 38 5l (15.6%) . F#Z 2 6l (0.8%) KRS E SIS 2 5] (0.8%) 2358®
bivle, o, EIEMEENE, DR, ik, LRFEIRE ., So M i M 2B |
BB BEE J OV F IAARSRERR E 1XR8 0 D e o 7o, REWERRBUIRILIX B E S (R
MAEMEE 2 3T) 2 E0EFRRETRT,



[k - ]

AR OREMIEDBEET NV EZFIH L2 I 2 b—a AR Y K3 mgke (K
) Xi¥ 240 mg % 2 HFEMNE TR G L2 BROARF O MG FIRES G Sz, Z0hk
. AHAI 240 mg 2 x5 LZBROBRER R, AH] 3 mgkg & 505 LIZERORE R & ik
LTmEZRT & TPRSNZbOD, AAANEREICEWTEAENI R SN TV D
% - & (10mg/kg % 2 I TR G) TARIZ&G LIZBROREE & & ik L CTRE
T ETHShE (FR) AT EBEOREEICR T 527 — 212 H3E | A 3 mgkg

(RE) X% 240 mg % 2 WEIFIFE THR G L 7ZBROARA| OIREE & & A 20 XL e &
DEE A FT T D REELUS T T VDR S L, UEBIEIC OV TRRE DT DAL RER,
EREOME - HEOH THRME R O I AfERAZR TRV E THIS U,

K3 FAOEYBE T 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 O die i L5 R EE . Crminara A 5-2 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 ORENEYFEET LV EZFIH LIz I 2 b— a3 2L 0 AFH| 480 mg
Z 4 W TG SUIBERGE O L - B TG U 72BRO AR O fih I B 23 et
STz, EORER, KAl 480 mg 2 4 EFME TG LIZBEOEFIREBIZI T 58 m
EHIRE (LT, TCags) &V, ) 1%, AKI240mg % 2 FEF IR THG L72BED Cavgss
EHUT D E TSN (THR) o Fo. 441480 mg # 4 @ THREG L7ZEREOE
FOAREEICBIT D emImiETIRE (LU, [Craxss) EVMD. ) 1, AKI 240 mg % 2 8
[FlR TG LTZBRD Craxss & I L THEIfEZ R T & Pl b 0D, HANEBEEICE
WTARMENHER S TWD i - HE (10mglkg % 2 BRI TG TAF 25
L72BRD Craxss & HHE L TIRMEZ 7R3 & PRI (FFR) . M T, #HEOmEEICEK
FHT—HIZHAD X AAI3mgkg (KE) F721% 240mg % 2 HRIRRE. & L < IEIAH
480 mg % 4 FWIRINE TR G LB OARE| OBRTE 8 & A0 T et & o B &
THBRBONTE T VPR SN, YEBEEIC OV TRE M Thh iR, Bito Ak -
M EDF TH MR VLBV ZR T & PRl S LT,



R4 EFOEYELNT A —F

v - B Crnax Chrmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

3 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)

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

2AMFERE. QAW : ARG, Cumax 1 HIEIF 514 0 f i MLIE IR EE
Crmina2s : A 5-1%28 A HIZF51T 2 SR PR EE . Caveazs : IR G428 A H & T2 i ik EE |
Crnaxss * EFARAEIZIS T 2 B MG FHEE . Comninss  EWIRRBIZ IS D B RILIE PHLEE, Cavess : EHIREE
(30T 2 SR R



4. HERRIZOWVT

AR E U CTHEARERE (2FRE) NN TNnD Z enn, YRt 4
UNCE TE Diisk THOLMEND D, TDO LT, KB OEG @Y BFE 220 - 5
E L, AANOBRGIZ I BEEZAEHAZRBEL LRI T 2 2 ERnEE /oo, BITF
DDO~@DT X T &I IZBWTHEHAT & TH D,

O MEFRITHOWT

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

(1) BEAFBRENEET 503 A2 REEEILSURBES (FE RS A B FGEEEIL AR L
HidE 3 AL B HLRRE . HUE S AU SR e &)

(2) FEEREHEFPL

(3) HEAFRAENEET DA BHEERRE (DA BIEEERRERPL, 25 AR
Ik, YA IR R &)

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

(5) PUEMEREES AL EEINE O sk K UEI AR 5 21T - T 5 itk

O-2 AR T F U RO FRRIE K ORI S B OO SIS 47 7o sk & %
Rz FoEM (FROWTNNIIEE T HEM) 25, SR OARFNEE T HinED
HfEAE L LTRESATHD Z L,

*

o [ERIGFFHUSHR 2 FFOPINHEZE T L7212 5 LU EDO D ARIE O EFIRIHE %
{ToTWBHZ &, 96, 29 EIF, BPAEYEEE I & UIEBRRIESGFONHE %
ITHoTWBHZ &,

o [EHIGIFEUSE 2 EOYHHEZE T L21%IC 4 L EOBEKERBREZA L T 5
k. 96, 34EDL R, AR ENERE S O 23 A S IERE & A el R i S O HE
BIToTWNWBH I L,

© BENOEEMEREBEDOAHIZONT

RIS I A BT D RMEE N E S b, BERSEN S OfFmE 0 A - %
IR OB P ONERSE IR 5 iRt A FFRNELE LB E OWE
. FRESNITT DN D IEHINE > TN D Z &,




® BHER~DORRZOWT
Q-1 fEFR AHIC B3 5 2

B MERRE B O EE A BITERA N L-BRIC, 24 BRRIR2IRIRHI O T, ik X
EEE R 123 T, B L 72 BIEANCS U CABRE E L O CT O EIEH ORI 24
ERRAEOR RIS Y APIZE O, EHITRISATREZRARI N E > Tnd Z &,

@-2 EERNEFEFICLAFBLNNICETLEH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4V v
EEDHERDOA T ) —= T HTOERE L IF#ME LA TE D F— LERIRH 2
SN TWDHZ L, B, BIIAHICOWT, DABE L ZFOFBEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

RBIVER (FRYE MR BTN 2 | EAEMEEDAE, DR, Mk, B RARE .. RIBXK.
INBS, BEO TR, | BBERE, BUEATIR. T2, IS TR, mifbrEiase
K. HURIRBEREREE . MRS, MhRREE. BEE. RIBREE. Nk, BEEDOK
JEREE . ERARZEARAE, infusion reaction, FEFE7RMIKFET, MEKE RIEMRE, K5,
BE . W DR, IR IRENE, DlEbEE (O HE) - IR - OEMEEIAMES) |
JECIE CH ., BEFLAE) (2% LT, Makhitiak XU BB O BRI A A9 2 R AT & E
L (REHOZWrCXICICE L CHRER OB ZZITONLEMEICHH 2 L), EHHIZ
O R B TE DGR E->TND Z &,

10



5. B#ExtpL s BE

(G hEICBE§ 2 21E]

O HFEMBIABAL T L2y F o~ T IRPME XA O B LA
OEMAYE D F ) L YERE B W TAAIOA N RER TN D,

@ TREICEZMS T 2 BE KT D AFN OB G K OMEHFIEIZ SV TIE, RAIOF 2
DHESLENTEL T AFOBERG L2 HR0,
o ALFIRIERIBIK DB
o fLOHUEEMEEEA L OFH L Tk SN D BE

(242 B4 5 4 H]

O TRICEY T 2EEIZOWVWTIARORENER L SN TN 2 b 5217
DR L,
o ARFNDEGT S LISBEUE DB D & % BH

@ RERATOFHMIC I T FRRICEE S T 2 BT W TR AAlOREITHELRE S nvZe

DS, AMOTEPRPTUE DS R WIGEITRY | HEREICAFZENT 52 L 2BETE D,

o MEMMEEOAI IO H 5 BE

o MR AR A CRHVE S 2 58 60 D B K ONEENME OO HO BRI g2 S0 G it ¢
LEOICRIEMEEA DD B

o HORERBOAD, XUHIEMER7ZRE L < IEXHERMED B R B OB TR D
bR

o eI (EMmEaBEZ 5Te) Ob DB

o OB IIBEE A AT DR

*  ECOG Performance Status 3-4 "V 0

(ED  ECOG 0 Performance Status (PS)

Score ER

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

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

11

BATRARETH A O OEY O Z LT F N THEEIZBERTTE 2V, HHPD 50%Lh Eid~y R Tild 25




6. HEICERL THETNEFH

O A SCEFITIN A ROERGEER SR D ERME 1T D & AH D K M OV 1E Al
O DIZ LB R EREZ B L THBEERT 52 &,

@ IREBIRAICIEN D BE NI E OFIRICE DR OERMEE o3 L, FEE2 5
ThobETLHZ &,

@ FEREWEHO~XT AL MZDOWT

WEMEREN D oD ZENH DD T, AFOEEIZH 1= > Tid, BKRE
W (REWR ARIEE, ik, FEEVE) OREFE M O X S A o i, Bz -+
ZATH 2 &, Fo, MBS U THE CT, MiF~— I —FDMm&%Z T+ 5
Z &,

AFNOFE 1L EE D infusion reaction (2 2. CEARHI T4 /%D T& 5 U
i %AT -7 L CBRMET 5 2 & £ 72,2 B B LB O A 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIEEGH K OARA G T #IT A Z A
CERRET 5%, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLUICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE - 08l
T5HZ &,

FORIBRREIRE . TERAERERET R ORIBREERH 5O b 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) #4252 &,
AHNOFEEIT LY BEORERISIZERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDD, BENRDOONTHEEITIL, BELEFRIIS UL
B 72 05k & BRBR 2 Ff D[RRl & g U Cal bl 2 B nIRe W 21TV 18R D5
FOSIT X 2 BWER 2 o 2 355 1i%, AFNORIE T I, R ORIE RE A
NEHOBRGELBET D L, B, BIERERLVE L OFRGIZEVREIE
HOYGERFRD IV WA TR, BB RE AV LISt o Sz i Fl o8 in
LEETDZ L

BERET %, OB OE0 AR L T LEWERDBET 2 Enb 57129,
AR OBEHETHRIZHRWEMORBBUCH2ITHEET D 2 &,

1 BUOBE R (BIE 1 BUEIR S 2 & de) b bbdv, BERPMES F 7o R—v X
IZEDZENHLOT, Hig, ol NRMH-FOEROR B MBEE O LA 12+
DEETAHZ &, 1 BBEREN DN GA IR EEZPIE L, AR
H OB GEOBHE RAEZITH Z L,

BIERF I, FFARE, IERERES . TR, B{LMERE RPN S LD Z E03dH D
DT, EHHIITHERREZITV., BEOREL +2I2BET 22 &,

@  AA|OFFEARRERICINT, &EHANS 6 7 HUNIT 8 MM T L1z, TR,
B G-BMGDS TER £ TIX128M 2 S ITHIMEORHET 21T > TWz Z L 22T,

12
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EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR7E4 « A7V — A RFEFE 20 mg, 7V —RRHEHE 100 mg, 7P —
AR ERE 120 mg, A7V — R K EE 240 mg)

~ B~

FR2 9F9A (RFI241 1 ASET)
BE A



ER/N

1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4, FEREIZDOUWNT P8
5. H&EGXREMDEE P10
6. WHIZEL THETNEHH P11



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

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

RG L I HEIRS, - AT VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4
— REIEEE 120 mg, A7 Y — RSN 240 mg (— %4 - =
M~ 7 (Bl FH#z))

R ERDREIE © DI AACFIIER I THE L 728U BR AR e 72 81T - PR30 B8

MBERDAERORE - BE. A=A~ Bt z) & LT, 18 240mg
Z 2 S MIRINE S 1 0] 480 mg & 4 3 R 6E CAEEET 5,

Bl N OE ¥ F DB TS




2. AHN DR, VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg,  [FAGEEE 120 mg K& ONF] s
240 mg (—fi%4 - =R~ 7 GEE M), LT, TARA) Evd,) i, hEFPSES
THEMASHE AT LYy 7 23 BTV ARV - v Y —X X747 (BMS) th) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 & / 7 v —F /LHLfk
Th b,

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 MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU L ZEEMMICI TS PD-L1 OFEBLLIEDELF
HH & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LI O
ALEHIR & ORI EDOFBRRN 5 & DHE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S E 723 AMiaiE, PUsRFER CDS Btk T Hifa ol fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
SEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 7> RERE&IL, 23
AR TURRF A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 ARIRE TG M 2 58 T~ 5 2 & TR e PuiEgsh iR 4 o~ 9
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
BB 2R & LT BRRERZ R U, Ak, et R OCREER R ST,

ARANDVEFIRERAC IS < M O Sy RIS & 5 BHEM %238 5 b, TE I
EDFREMEDN & Do AAIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L HUTIE U B 2 ik & B8R & FF o R Afl & L Col
BI7RERIZ I 21T\, B ORIERRIC K D RWER R DIL DA, IR AR L
U FI OB GO YR ILE AT 5 BERD D,



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

[H 2]

[EI BRI (R 25 IAHRAER  (ONO-4538-127A0%)

20 L E DAL HRIERE 2 AT 2 AR MR IR IS RIE AR OIR GIR N aE 72 AT - %8
O BT EE B ESEE (BEOROAREBTEAH LY L5 emPNICZE T 2 IR
) BEA30 (HANEE22601 23T, AAIFEIB0H], 77 L AHELE3HI) 2551,
77 Rz R E L TAAIZ molkgZ 218 [H] [ IR TRUFERHE L7 & & OFRMER O 4
P Lz, BEFHMEEE CTh 2 24 n (hRfE [95%EHIKRH] ) 13, AHIE
T5.26 [4.60~6.37] B A, 77 &AREETA14 [3.42~4.86] WA THY . AFNLT TR
(o ULRERMAIICAH B IER 278 L7z (A~ — FH0.63 [95%fE##IX[H : 0.561~0.78] .
p<0.0001 [/&%llog-rank FE] )

10 & — AFIH
- S T5tRE

0.8 1
0.7
0.6 1

0.5

AP

0.4 1

0.3 1

0.2

0.1 1

0.0

at risk 3 EFMM(A)
 AEIEF 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 FHE O Kaplan-Meier #i## (ONO-4538-12 3RER)



[Z241%]

OENFEIMAEREB (ONO-4538-12 75#x)

A E R G IAKIRE 300/330 ] (90.9%) . 7T & AREE 135/161 14 (83.9%) 123D B,
IRBRIE & ORI RBIURNEE TE WA EFRIIAHFIEE 141/330 # (42.7%) . 77 &R
¥ 43/161 B (26.7%) ZFE0 BiLTz, W ORF TRILRD 5% EORIERIL T %
DEBYTHoT,

F1 WTNOOBETRIEARN 5% EOBIYER (ONO0-4538-12 3Bk)
B (%)

B RIR 348 - ——

%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 OGN ORE

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

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

55 19 (5.8) 0 0 5 (3.1 0 0

2B ARHIREC B TRV MEIGR 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&RER 18 5l (5.5%) |
% 16511 (0.3%) | HURAREERERETE 13 5] (3.9%) . #ifkfEsE 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%) 2378 HiLiz, £7o, HIEMBEIE, LK. sk, MR
PBUDVESRBE . R PRE, BEEOREREE ., MK - B, BERKEK DS E D ERITR
Lo To, REWEHREBLRIUIEEFES (MIRMREERT 2 51) &+ OEFER
R,



[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 L— a3 02k v, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBRE & & ik
LCHEfEZRT & TSN DD, BARNBEICEW TARER R I TV
- & (10mgkg % 2 BFFEECRE) CAKIZ G UI-BEOugE & & ik U CEfH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & KA 3 mg/kg

(IREE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 ik b
ORI & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRS-,

K2 FHDEHBRE T A —F

M - R Cmax Chmind14 Cavgdl4 Cimax,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 | (1473100 | (519.792) | (00 114) | (331 50 | (s913) | (37380

Ll (5%, 95%45) « Q2W = 2 RIRE. Cunax @ FIEIHR 515 O e MLE FTIREE, Cminais @ FIEIHE 51414
HEBIZBIT 2 BEMIE IR, Cavgas : FIEFRE%14H B £ TOFHMIEHIRE . Crnaxss © EFIREBIZE
;éi%%‘ml?%w%fﬁ\ Cinss : ETRREIZI T D BARMIFFIRE, Cavess - EFRIREBICIS T D FH MLIEH
Fo AR OREREYFNEET VAR L2 I 2 b—3 3 280 | AFH 480mg
Z 4 A IR R T8 5 XUIBERGR O HTE - &S TR G- L7 BE O AH D My H i FE 23 e
INTe, ZORER, ARH 480 mg & 4 EEIMMRE CHRE LB o EFIREBIC K T 5 Fim
THEHPIRE (LT, [Cagss) &9, ) 1&, AHI 240mg % 2 B IR CTHR G L 72BED Cagss
LU TS (F&R) . £72. KK 480 mg z 4 B THERS LIZEREOE
FOAREEICBIT D mImiETIRE (LLF. [Craxss) EVMD. ) 1, AKI 240 mg % 2 @
FRE CTH G LTZBRD Craxss & L TREZ T & PHISNTZb DD, AARNEEIZE
WTEREPHER SN TWD YL - & (10mg/kg % 2 @R C&RE) CTAAIZ &S
L7oBRD Craxss & B L CTIRMEZ R T & THIS e (FR) . TR T, #EOwREICE
F 57T —ZIZHAD X AAKI3mglkg (RE) F7213 240mg % 2 BN, 2 L < TAA)
480 mg % 4 M RINE TG L2 EROARF| OREE & & A 0T & o B 4 G
T HURERSNTET VESE S, YEZBEIC O W TRFIDM TN fE R, Eio ik -
HAEOM THIMER VLI 2R T v E PRIz,



K3 AROEYBIE T A —F

M - 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 Q4W (103307) (15.25?17.4) (37.?):,‘.;)4.8) (14?,1 g36) (27.751,'?37) (62.11(,)91 87)
0mekg W | (1450 | (505 1320 | (on1an) | 20,95 | (4303 | (36377

FRAE (5%, 95%450) . Q2W : 2 JEEI IR, Q4W : 4 IR, Crmax : FIEIFE 55 O B & MLIE FIREE . Crmindzs
%ﬂ@&’q—‘?& 28 El E Kjb‘ﬁéfﬂﬁfﬁl?%‘:fﬂ/&%};f\ CavgdZR N
TEHIRRBIZ IS B e I IR EE . Cumings 1 € FIRREIZI 1T B I ARG FIRE . Cavess @ EFIRBEIZE T 5

Y1l 175 e




4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AHI D E I 2 MR BIE B~ ) S 4T
N HHER T > T, AR OGN #EE) 72 BE Z2W - FrE L, AFIO#EGICL Y BHE
7REWER 2B LTRSS 5 2 & DB 7e D LLF OO~@DF T A& 72 7 i
RIZBWTHEHT 2 E2TH D,

O MEFRITHOWT

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

(1) JEAEFBRENEET 503 A BHEEEILS RS ERE RS AR EE L SRR,
HiE A3 A2 IL RURIE . HUEAS AR &) (

(2) FEEHEREIPL

(3) HBENTEAEDFEE T 20 APHEEEHPT (03 A ISR ERibT. 23 AR
W 1REBE, DA R R R e &)

(4) ARALFRIEE A2 RRE U, AR AFREINGE 1 SIS SRAL T RIEINE 2 Ofiisk e
AR DR AT > TV D fiex

(5) PR RS A AL 7 B BN OO fi 5% FE MBI AR D il HY 21T © T B Jiiak

O-2  HEEOALIRIE K ORIVERFEBLRF O RIS +57 7050k & #EBR 2 RO EAT (FRD
WPHUNITRE ST D ERN) 23, SR OAANET IR OBEMLE & L TRES N
TWnWsZ &,

*

o [EAIRFFESE 2 FOMMINMEZE T L721RIZ 5 L LD AIRROERIRIHE 2
ToTWHZ &, 26, 28U LT, WARYREL L LIZERIESZOIHME %2
ToTWHZ &,

o [ERIRFFEASE 2 FEOWBIHHE ZE T LI2&IZ. WLam OB ASMREZ & 5
FLLEDOHLBARFZOBEREZIT>TND Z &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKKEREZAG LT\ 5D
Z &, OB, 3FELLEIE., TEIbESE O D A SRWPRTE & G e E b g T OB IRAHE &
IToTCWVWBHZ L,

@ BNOEEREREBOEHRICONT

S S B T 2 B SEOE S, U D OB O N - %2
SIS N OB O RS T X3 5 HBHR AL, A B HENRAE LB a OHE
ST ERHRNATON B RS TS T L,




@ BIEA~ORIEIZDOWNT
@-1 R B 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
EEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, EBICHIEATRER KR - T D 2 &,

@2 ERWFEIC L 5FEESINICET 22 N

ARSI 5 BEFTR 72 50 M O\ RE 2 A 2 BIRIERE D ElfEl =2 ) v 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox N IZBE LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
NS, EEDO TR, 1 ANERIE, BUEMZE. HFARA, e, JFK. bR
K. FARIABEEERE S . T ERMAMREREE, mhiklEE, BEE, RIEEE, MR, BEEOKL
JERREE, FFRIMARZEFRAE, infusion reaction, HEFE7c Mgk, MERE RIEMERE, K%,
Bede. WEEDRPERON ., WM, CIERES (D EME - 2RI - DS MEEISMGHES) |
PSS HA L, JBEFLEE) (O U C. Ykt X I3ar e B o B ME 2 3 5 =il & i
L (RHWERHOZECxISICE L THRELR O REZ T NI &MIchH A2 &), BEHIC
WE) 7R ALE D TE DRF NS TNDH 2 &,

i



5. REMBRLLRDBE
(AL B9 % F ]

@

@

TROEEIZBODTAFOFGRMENRFES LTV D,
o 2O EOALFFIEIED & D IGmUIBR AN RE e AT - R H A

TROCEE Y T D EBE TR D AKN O PG K O HIEZOWTE, ARAIOF M
DL SN TEL T, RAIOTEGXG LR B0,

o —IRFENR O IRIGE T TV W EE

o fivtR MBI A

o fLOPUEMEERES L OFH L TGS BE

[ 4t B 5 $8]
D FRICHEST 5 BEICOVTHAROR G IR E SRTVD 2 L nb, #5517

DN &,
o AHNDOESTIT KR LIRHUE DO BEAERE D & 5 BH

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

DS, MOTEPRRPTUE D R WIGEITRY | HEICAFRZETNT 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 <0 G it ¢
LEOICRIEMEA DD EE

o HORERBOGOF B L < IEHEIMED B g kB OB TR D
o 5B

o g CEMmEMlaBREZ E1e) Ob 5B

o OB ITBE A AT 5B

*  ECOG Performance Status 3-4"*V 0 3%

(ED  ECOG 0 Performance Status (PS)

Score | EFE
0 | &<MERIEHTE 5, B CHEAEESIHIRZE ITx 5,
| AARIICEL LUVEENIHIR SN DS, SITATRE T, BB > TOEEIIITO 2 LN TE D,
B BNFE, EEEE
2 BTREECHGDOH DRI O Z L 13T N THEELEDERILTE W, HHD 50%LL BiZ~<y FACiE I,
3 RONTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O el TERY, BECy R KBTI d,

10




6. BMEICERL THEETREEFIH

O  IRFASCEREIIIN A, BEEIR B D IRAET 2 ERFE 2D & AR O FeE K& OV Ef#
RO 7= DI B w2 o B L Co bR« 2 L,

TRIEBRABIC e D | B XX 2 OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

FREWER O~ R T AL MZDOWNT

@

®

BB MR BN S 5D Z ENHDLDT, AAIOFGIZH T > T, BFIE
W (PR IRISE, ik, FEEAVE) OffEsE M OMIES X A o FEh%s, Bl +5
IZATH 2k, Fio, BEIZSUTHRE CT, Mif~—7 —%0RE%2EiET 5
ek,

AFNOB 51X EE O infusion reaction (Zfif 2 CTERARFIC 14726 dD TE 5
%477 L CBRMET 5 2 & £72.2 [F] H LA O A A1 5-FFIZ infusion reaction
DHHONDI LB HDHDT, KEEGH ROARFEGHE THIT AL 2o
CERAET 5%, BEOREBEL T8I 52 L, 728, infusionreaction &
L LG E 12, R TOBELOERAERIZEIE T 2 £ ChEE 2 +o8ls
THZ L,

FOR IR RERE . T RAERERER ORIBEENSL DN DZ ENHDHDT,
ARFN O 5Bl b ai K OB - B I 3E BRI Nk ne i A (TSH. B T3,
el T4, ACTH, M = /LF Y — 1V S0HlE) 2Eiid 52 &,
AFNOBHIZ XY | WEOGRE NIRRT 5 & B 2 bl dkkx 7R BOR E
DoHOLOLNDZ ENRDHDH, BFEDHBOLNTGEITIE, BELLIZFRITS LT
BEFRA 22 05k & 8Bk & RO R AT & s U CE bl 2 BRI W A ATV B ok
BOGIZ £ 2 BWER D B 2581213, AFIORIESI P I, K ORIE BE A
WEVEIOBRGEZEET DL, ol BIBERERLVEYOEEIZXYEIE
M OYEEDRFRD B WA TR, BB RE ARV LIS O Sz il Fl o8
HLEET D,

BT, BB OB ARB L COLERERN AT RN H 5720,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BOBEPRS (BIE 1 BBEIRIG 2 5 de) 23 bbb, FERFMES v 7 v R—v R
CEDZLBRHLHOT, A, B, RS OAER O FEHLMPEE O - FI2+
DEETHZ &, 1 AERFN OGS &G ERIEL, AR Ul
RO 5EOWE2LEZ1TH 2 L,

BIERF I, P2, IFERERES . TR, B{LMERE RPN b D Z &0 dH D
DT, EWWIIITHERERE LTV, BEOREZ H3ICBET 52 &,

AR ORI T, BGFGES VEMIT 6 HEZ &, LR, 123
W2 LAZHDEDFHIE 21T > TWe Z L 2B BT, AFFR G HI3E R sk
BETOHROMEREITS Z &,

11



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

(BR5E4 « A7V — A REFE 20 mg, 7P — R RFEHE100mg, A7 P—
RREHE 120 mg, A7V — R AREEE 240mg)

~ M R R o B R~

FR3 048 A (RFFI241 1 ASET)
BE A



ER/N

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



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A 3, MSIATBAE N EIE N EREIR OIS, A4 HENRR
BRI o, —AFEENE N A ARBRIRNBHE S FEdR B FTEENE A B AR P2 &k O
—MRFEETEN B AR ER 2 D/ 0 b LR LT,

RG L I BEIRS, - A VR ERE 20 mg, A U — R SEETE 100mg, 4
— R AEFRE 120 mg, A7 Y — R AR EE 240 mg (%4 - =
=7 (Bl FH#z))

WG ERDIMREIIAE D3 A LFIRIER ITHIIE U 72 UIBRA RE 70 64T - FRo8 O T M s rh B2
i

WG ERAMEROHE @E, A=A r~7 (BIETH#RZ) & LT, 1[240mg
Z 2 S MIRINE S 1 0] 480 mg & 4 R0 C AT 5,

B 3E IR 5E ¥ F N IRG TEEASH




2. AHN DR, VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg,  [FAGEEE 120 mg K& ONF] s
240 mg (—fi%4 : =R~ 7 GEE ), LT, TRA) Lvd,) 1, NERSES
TEMKSLEAZ LYy 7 24 BT VAR e Y —X A7 A7 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}9 5 & Nl 1gG4 & / 7 v —F/LHLfk
Th b,

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 MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HH & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LI O
ALEHIR & ORI EDOFBRRN 5 & DHE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S E 723 AMiaiE, PUsRFER CDS Btk T Hifa ol fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
SEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 7> RERE&IL, 23
AR TURRF A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 ARIRE TG M 2 58 T~ 5 2 & TR e PuiEgsh iR 4 o~ 9
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
TR M B IR Aot & L T2 BRIRRRBR 2 S U . A2ME, 2 atE e VR AT D e 7R
i,

AFNO R 3 < I D RAERGIC & 2 BIERSN & b b, B XTI
D RN B 5o AFIOE PR OB GHITIE, BFOBRL AT, BEIR
D BTG AITIE, BB L HGUTIE U B 2 ik & B8R & FE o R Al & L Coil
228 RIB M 2TV, B OSIERIRIC L D EIWER A DI 2 A3, BIBRERL
LRI OB GEDOHEY LB ZIT O LERD D,



3. BB
DAY FPRIERR (S U 7= UIBR AN BE 72 A T « F3-28 D S i e v B2 B 0D 7K GRRF L 2 A &
1Fo - BRSO %2 7T,

[H20hE]
[N AHERER  (ONO-4538-417357)

FIFFRHN LR N LUFE RPN LKk & ORI AR O )
PRANBEZ2 ST « PR OB R E fE RS (ECOG Performance Status 0 2 TN 1) 34 f5il %
KIGT  AH 240 mg % 2 FAF B TR Y Uiz, EEFHEEE Th 2 203 (Modified
RECIST criteria (2004)(Z3&-25 < i) 12 L D CR UL PR) 1£29.4% (95%(E#EX [ -
16.8~46.2) Tholz, ¥, FANIHE LIBEEIX5.0%TH -7,

[Z41E]
N I FEFAER (ONO-4538-417:45R)
BEFGILI2B3M5] (94.1%) [ZiBD BV, AH & DRPBERNEE TERVEFER
1323/34%1 (67.6%) IZF8& LT, FBEENEWLL LORWEHIZ TERO LB ThoTz,
#1 FEHBHS5%LLEORIMER (ONO-4538-4138R) (L MMEATXIREM)

o =YIPNGE | B (%)
FEAGE 34 15
(MedDRA/J ver.19.0) 4 Grade Grade 3-4 Grade 5
EIEM 23 (67.6) 7 (20.6) 0
N 3 i B
FRIR BB REAK 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 50K
TR 3 (8.8) 0 0
95 97 2 (5.9) 0 0
FEEL 2 (5.9) 0 0
BRI A
Y =B 4 (11.8) 2 (5.9) 0
7 7B 3 (8.8) 1 (2.9) 0
U o ERERD 2 (5.9) 0 0
R L Ok hEE
BRI 2 (5.9) 1 (2.9) 0
B RS R d6 X UG A R Rk
RA A 3 (8.8) 0 0
B ¥ KOV T AR kR
B 4 (11.8) 0 0
BEIR B KRB 2 (5.9) 0 0

IRk PREREE 2 B (5.9%) | ATHEREREE 161 (2.9%) . FRIEREREE 4 61 (11.8%) .
VMR 2 651 (5.9%) . KIGZK - EEO THI2 4] (5.9%) . 1 AUBERF 1 41 (2.9%)

4



NRD O, £i2, BHEREREE, EEOKLERE, TERAKERSE, BIEHER
e . EFEMEESINE, MMJE - BERZ. infusionreaction, 5 & 9 R, Dbk, fhsk.
BB RARIE/ X A 3T — PRI B PESR B . IF2E . SR AR ZERRE & O L
PR RITFRD BV D o T, ARWEAZFEBURBUIEEFS (FRRRAEE R 25 T)
E DR R 2R

I



(ML - HE]
AFNOREMARYEEET LV EZFIHA L2V I 2b—2 g 2k, AH 480 mg % 4
T EI R TR 5 U BEAGR O ik - RS TR LT BROARF oI iR E S RET S
7o EORER. ARHAI 480 mg & 4 IR TG LB OEFIRIEIZ BT 2 FiE 4
B (LAF, [Cagss] &V 9,) 1E. AHKI 240 mg % 2 HFEFIE TG L7ZEED Cugss &
BT 5 L THlEan (F#£), £z, A4 480mg % 4 HMMR TR G LiZEEo @k
BICB T DR MIETIRE (LU, [Craxs] EVV9. ) 1E, AHI 240 mg % 2 JH [HH IR
TG LTZBED Craxss & L CREREZ R T & FHISNZH OO, HARANBZIZENT
DEVENHER SN TWA AV - & (10mgkg % 2 B THKY) TAAIZ#S5 L7
BRD Craxss & HEE L TIKEZ /R & Pl e (FFR) . M T, EEOmEICEIT 5
F A& KK 3mglkg (KE) F7-1%240mg & 2 BRBIRNE. 35 L < 13A%K 480
mg % 4 JE MR TG U2 BROARF OuRidE & & AT 22 & OB Z a2
B SOSTE T U S, YR W TR TON SR, oMk A&
O THME R LBV R 22 BT 70 & PRl STz,

K2 FAOEWBE T A—F

- B Comax 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 ERIMIFGE. QAW : 4 EIRING. Cumax @ PIEHR 544 0 focim LT R |
Cringzs : 142 5% 28 H BIZH1T 2 IARIMIE L, Cavgozs @ HIMEI42 5% 28 H B £ TOFH Ml iF ik

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



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AHI D EFE M2 MR BIE B~ i 1 A
N HHER TH > T, AR OEENEE) 72 BE Z2W - FrE L, AFOFGICL D BHE
7REWER Z 3B LT BRICXIS T 5 2 & BB R 7o D LU DO~@D 3T Al 72 i
RIZBWTHEHAT 2 ETH D,

O mEFITHOWVT

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

(1) EAEFBREDEET D05 A BEEERLS RS (BRE RS A SR BE L SR
HiE 23 ARSI SRS, HUES AU )

(2) FEEHEREIFRRE

(3) HBEIFRAE T ET D03 AU HEEEHRRE (D AR B, 23 AR
W 1REBE, DA R R R e &)

(4) IRACFRIER 2 3% 8 L, SSRMEFREINE 1 ISR FHEINE 2 Olifiak FLYE
2% D 21T > TV D%

(5) PUENMEREE AL E BN O fii 5% L UEICAR D R A 1T > TV D fiak

O-2  GEMERRE BRI O A SRR K OVRIE 38 B O St G 57 70 Jae & 8B & 5 >
Rl (FROWTINITEYS T HERM) 25, L2 WP OAFNBE T DIBROBEEHE &
LTRESNLTWD Z L,

*

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

o [ERNEFFESH 2 FFOPMIIHEZIE T L7-%I1C 4 L EORERRBRZ A L T\ 5D
Z &, b 3FELL T, EMEMIRE T R IE O DS A SRR A G T e REL g S O B IR
HHEZIT-> T WA Z &,

© BtADERMEREBEOEKHIZONT

RIS I A B FE T D BMEA NI E S, BERSE S OfFmE 0 A - %
IR OB B ONERISE IR 5 et A FFRNELE LG E OWE
. FRESDITT DN DIEHINE > TN D Z &,




@ BIEA~ORIEIZDOWNT
@-1 R B 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
EEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, EBICHIEATRER KR - T D 2 &,

@2 ERWFEIC L 5FEESINICET 22 N

ARSI 5 BEFTR 72 50 M O\ RE 2 A 2 BIRIERE D ElfEl =2 ) v 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMEMEEIIN 2 BREAEDRE, Odk. Tk, BT RARE., KIBK.
NS, EEDO TR, 1 ANERIE, BUEMZE. HFARA, e, K. bR
K. FARIABEEERE S . T ERMAMREREE, mhiklEE, BEE, RIEEE, MR, BEEOKL
JERREE, FFRIMARZEFRIE, infusion reaction, HEFE7cMyEkmE, MERE RIEGERE, FEk%.
Bede. WEEORPEROG ., IR M, ClERES (D EME) - 2RI - DM S) |
PSS HA L, JBEFLEE) (O U C. Ykt X I3ar e B o B ME 2 3 5 =il & il
L (RHWERHOZECxISICE L THRELR O REZ T NI &MIchH A2 &), BEHIC
WE) 7R ALE D T E DARF NS TNDH 2 &,

i



5. REMBRLLRDBE
(AL B9 % F ]

@

@

TROEH BN TAAOFIMEI RS TV D,
o ALERIERO & D UIBRAREZEEAT « AR Ol b R AR

TREIZEZ Y T 5 B TR T D AFI OB L OME A FIEIZ DN T, RFIOH %
MHELINTELT, AFOEE[IR LR LN,

o —WRIBREZIT TV W RS

o MOPUEMEEEAI L OFH L TG SN D B

| 7S e hllE S pRAR )|

@

TRICHY T 2BREIZOVWTIAFIORE N L INTWDEZ b, BH 21T
DN &,
o AHNDOESTIT KR LIRHUE DO BEAERE D & 5 BH

TRIERT ORI B W T FRRICEE S T 2 B 12OV TR, AAlO R EIFHERE <y

DS, AMOTEPRRPTUE 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 0 JUH T i 2 <0l Yt il 2%
LEOICRIEMEA DD EE

o HORERBOED, UHEMERZE L < IEZFERMEO B i i B OB TR D
o 5B

o g A GEMmEtMaBREZ ETe) Db 5 BE

o OB A AT 5B

»  ECOG Performance Status 3-4"V 0 3

(ED  ECOG 0 Performance Status (PS)

Score | EFE
0 | &<MERIEHTE 5, B CHEAEESIHIRZE ITx 5,
| AARIICEL LUVEENIHIR SN DS, SITATRE T, BB > TOEEIIITO 2 LN TE D,
B BNFE, EEEE
2 BTREECHGDOH DRI O Z L 13T N THEELEDERILTE W, HHD 50%LL BiZ~<y FACiE I,
3 RONTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O el TERY, BECy R KBTI d,

9




6. BEZELTHEETREFIH

O  IRFASCEREIIIN A, BEEIR B D IRAET 2 ERFE 2D & AR O FeE K& OV Ef#
RO 7= DI B w2 o B L Co bR« 2 L,

@ JHREBIAICENL D . BE T F OFRICE MR EREZ oA L, FEE25
ThoEETHZ L,

@ EREWEHO~XT AL MZDOWT

MR EN D oD ZENH DD T, AFOEEIZH 1= > Tld, BKRE
W (REWR ARIEE, ik, FEEVE) OREFE M O X Sl d o FEhnd, Bz +5
IZATH 2 &, Fo, MBS U THE CT, i~ — I —FDMm&%Z T+ 5
Z &,

AFN O EILEE D infusion reaction (i 2 CERARI 32kt D T 5 U
faAT > 7= EChRtaT 2 Z &, £72.2 [8] H LABE O A 5-FFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIT A Z A
CERET H%, BEHEOREBE+SICBIEET 52 L, 70, infusionreaction &
L LG E 12, R TOBELOERAERIZEIE T 2 £ ChEE 2 +o8ls
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G-I I3 E IR N0 i rE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY BEORERISIZERT 5 &3 2 bildikx IR BOh e
DHLOLNDZENHDH, BENRDOONTHGEITIEL, BERLLEFRITL U
B 72 ek & R 2 e Al & i U Cli bl e BRI W 21TV, IR D
FOGIT X 2 BWER DN g0 23551 21E, AR ORFES T I, R ORIE BE A
WERIOBRGEEBRETHZ L, B, BIBRERNVEOREIZLYEIE
M OYEEDRFRD B WA TR, BB RE ARV LIS O Sz il Fl o8
HEET D,

BeGAET %, ARS8 ARE L T LEWERADNBELT 2 Enb 571290,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUOBE R (BIE 1 BUBEIR WS 2 & de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, Bl NRH-FOEROR B MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN -G ICIEREEZRIE L, AR 8l
I OF 5 E DY L EZITH Z &,

BIERF I, P2, IFERERES . TR, B{LMERE RPN b D Z &0 dH D
DT, EWWIIITHERERE LTV, BEOREZ H3ICBET 52 &,

@ AFNOEERBRICBWT, 6 BEZ L ICHEIMEOFMAEIT> T2 L E25E|T,
AR G-I ER IR CHROMREITH Z &,

10



REFEHAEETA 71
=RA~T (RIBTFHEZ)

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

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

S22 (Ff241 1 A%ED)
JBAFEE



ER/N

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



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, 6T, TEORFREFOESRICT LY | FUREZS e & OHF0 72 3R %
FFEERMDPARBENDLH T, 20 DEEKNZ FICHLER BT TR 5 2 & PR
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTWnb,

BOFVE RS SR ST, SRR 2 T 1 7 7 A ARBEE D ES L & B S i
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

L7 o T, RKIA BT A Tl BBBEREL ZIE TR/ LA TN D EFIEFH -
BHE RN S-S & | LT ORI O il 70 5 2 HEE T 2Bl b B e Bk & %
HROEEFEHE T,

I, ARIA BT A %, MSIATBAE NEIE G ERE A OHE, ASHEEARR
BRI s . —MAERTE N B ARERIR NRHE & R OVt FE N B AR IR R 2 O )
Db EAER LT,

R L 7p HEIRS, « AT VR EAREHE 20 mg, A7 U — R AEETE 100 mg, A
U — R I EE 120 mg, A7V — RS EE 240 mg (— %4
=AN~7 GBIEETH#Z) )

KR ERDIREIHE « DSAACFHRER ITHE LU - IR UIBR R RE A T - R O mMEE ~
A7 aYT T4 bRZEM (MSI-High) ZH3 2505 « EE

MEERHEROHE - @, AIZIE=Ar~7 (B rfiz) £ LT, 118 240mg
% 2 W IR I 1 7] 480 mg % 4 I I REIlA © SRR E T 5, A
U AvT GBIEH#2) EOFHT 2581, @E . mRAIZIX
=R v7 (Bia i z) & LT, 118240 mg % 3 i E I
T4 BT D, TO®%, =R~ 7 (EaH#kz) &L
T, 181240 mg % 2 MR X1 1 18] 480 mg % 4 3 R I fE C A
WEHET 5,

Bl N IE ¥ DB TS

(23%)

MSI-High % &3 25 « EREICRE T2 v — R A SEE K S0mg (—i%% : AU A

~7 (BETH#z) ) OBREIIE., AIELKOHE

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

AELE A &E: =AY (Bariz) EoftAIckBW T, @%. A
AY A~T (BEaf#faiz) & LT1al 1 mgkg (KE) %23
HIRRE T 4 B SR EET 5,

2



2. AHN DR, VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg,  [FAGEETE 120 mg K& ONF] s fsiE
240mg (—4 : =AN~7 GBIEET#Z) « DAT. TRAL Lno, ) i, /N
MTEMASHEAF LYy 7 24 BTV AL =AY —X 2747 (BMS) )
235PA%E L7 & b PD-1 (Programmed cell death-1) (ZX%t3 5 & Ml IgG4 £/ 7 v —F /L4
KTh s,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 T % 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
M & OMICADHBEBRN & 5 Z & HE I TWnb (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T D PD-L1 ORI LD
ALEHIR & ORI EDOFBEARRN & 5 & D#HE S & 2 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S E 723 AMiaiE, PUsRFER CDS Btk T Hifa ol fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
SEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 7> RERE&IL, 23
AR TURRF A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 ARIRE TG M 2 58 T~ 5 2 & TR e PuiEgsh iR 4 o~ 9
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
R - B R xS & LT ERIREBR A FEhE L. A2ME, 2t OV D R
i,

AFNOVERMSFC IS B ORERISIZ X DRIERER S b b, EE I TIC
BLOAREMEN B D, AANOE G- H R ORE#ITIL, BFOBIEL 04TV BEDNR
D BT AITIE, B U725 U B M7 ik & RRBR A FF D AN &8s L Chil
U172 BRI 21TV B OSIERSIC X D EIERA N S b 5 HA 10T, BIRRE RV
T UARIOBG DY) R IE 2T O BN D D,



3. BRERBUE

DS AACZFIRIEAR T HEFE U 7= IR OIPR AN BE 72 AT - R O \BEE~ A 7 a7 74 bR
ZEME (LLF. TMSI-Highl &9, ) 267 54685 - EEEORZBRHCFM 21T > 72
F R EEIRRBR O & T,

728, [MSI-High #7548 2B LT, [PCRIEIZ XY MSI-High & HIE iz
BE #EXNT 554 (Bk#%) (21X IMSI-High (PCR %) A4 584 L&KiL L. DNA
LAYy FEBEBEEDIEFE L T D 2 ERERBSINT-BELZBEXT 258 (A% . 7
725 TPCRIEIZ X Y MSI-High & HIE Sz B Uit (LR, [HCY
EWVS, ) JEICE Y I Ay FEERERE (LT, TdMMR] W9, ) LHESH
T BT 55812013 IMSI-High 2 F 7 2 54| &Rt L7z, IHC {EIZ X 5 MMR
AL & PCRIEIC L D MSI D —ERIT 96.6~98.7% " TH D Z LENRRE SN T
AV

(2]
TSN ITFHFRER (CA209142 #kBR) 072
(A B )

{LBRIEIE D & 5 I UIBR R RE 72T « @ dMMR % X% MSI-High (PCR
W5 S AT DR - B ERE 74 Bl A2 R RIT, AAI 3 mgkg % 2 I T A
L7z, FEIMmEA TH DR (RECIST A4 K74 > 1.1 BUZES < IGBRET
EERIHIEIC K 558828580 (CR) XU ZE%h (PR) ) OFERIE. 31.1% (95%EFIXH :
20.8~42.9%) T -7,

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

2 CA209142 REROEHD a7 — LD 5 b, LFEIEFIED & % MSI-High % 49 2 515 - B % %5 &
L7zam— MBI DARABEMBERERLORAN L A V) A~T (EaFfz) & O HRERORRIC
DT REH,

) D7 oL Y VL RPUEMIEEH L OOAF4 U 77 F L UIA U ) 7 5 AR AT & ST |
DU EOIEEEIERE O H D BE NG L S,

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

UES) i &V HlH SN DNA ICBWT, S BEEO~ A 7 BT T4 M~ —h— 2RISR L T 55
A, 2FEEU Lo~ —T—I2o0W T, 6 U Lo~A 70T T4 h~—h —%MTtge L T 5%4
21X 30%LL LD~ — A1 —I22\ T, PCRIEIZE Y A XD RE P SN 725412 MSI-High & HE X
77



#1 BEBEBADERVENR (CA209142 HER)
(RECIST ver.1.1, AT SREN, IBRBEEMAEE, 201648 H 10 BT —F v b4 7)

A IE (%)

r1>>

74 5" 53 {512
5222550 (CR) 0 0
%Bﬁﬂ%*ﬁ (PR) 23 (31.1) 19 (35.8)
@7 E (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%IEHEXE™] (%) ) (31.1 [20.8,42.9] ) (35.8 [23.1,50.2] )

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

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

(B BRIERE D & 5 Y IR YR RE 2 HEST - R D dMMR #% 3% MSI-High (PCR
W5 Y BT DA - B RE 119 Bl 2RI, AK 3mgkg KO EY AT (&
R 2) 1 mg/kg Z R BIZ 3 MMM T 4 BLAGEERE L7, K3 mgkg % 2
IR CRdiE Lz, EEFMIEE CTh 58803 (RECIST 4 K74 > 1.1 fRIZH
D AERERERMHEIEIC X 2588285 (CR) XUFHE4 2% (PR) ) OfERIE. 54.6% (95%
{EHEXR : 45.2~63.8%) THo7=,

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

B L4 A Bi%k (%)

=
l‘>

119 ™! 62 151*

5t4228%) (CR) 4 (3.4) 2 (3.2)

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

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

(B [95%EFXRE] (%) ) (54.6 [45.2,63.8] ) (62.9 [49.7,74.8] )
*1 o HROMEAATRIRER], *2 - AT SER O 5 B, POHRAEIC L Y MSI-High (PCR) 26125
Z LB S B, *3 : Clopper-Pearsoni%:




[Z241E]
VAN I FEERER  (CA2091423k8k)  1F2)

(AF P )

AEFERIT 7UT4 5] (95.9%) IZRO B, TEFRHE L ORREBENEE TERVWASE
HGL 5174 Bl (68.9%) ZFRD HaLTo, FEBLHEN 5%LL EORWERIZTERD & BV T
HoT,

#3 FREMEN 5% EORIEA (CA209142 3BR)  (ZZAMMEITSHSER)

HERIRHE BilE (%)

FEAGE 74 1

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

THI 16 (21.6) 1 ( 14) 0

L 7 ( 95) 0 0
— % - EFEER X OGO

95 17 (23.0) 1 ( 14) 0

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

U o—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 4 ( 5.4) 2 ( 2.7 0
FEIE R KOV T AR

& O PEIE 10 (13.5) 0 0

9% 8 (10.8) 0 0

R INIRZ SN 22 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%) . FLIRMHERERSE 5 5] (6.8%) . infusionreaction3 il (4.1%) . BHEREMRE
361 (4.1%) . KMHK - /INGJE - LD THI 3 4 (4.1%) | EEORFEREE 141 (1.4%) |
RIS ARERE S 1 5] (1.4%) M OWER 16 (1.4%) 23580 vz, H7-. FVEMERGZE S,
HAEAREE A, DA, Mgk, LBUBEIRIE. IFARA. IF4. m(bMEE &, NEAEHEE
PR, MR - BEMRR . FRARIMASZEARE, B MIRES, mEREREMERE, Mz, 5&
I RS, DR B I f OYEFLIZERD B2 b o T2, ARIVERFE BRI B
% (BRREMRT 2E5T) 2E0EHEREZRT,

(KFEA VY b~T (Bl FHfaz) Lotk E)

FEELIT 118/119 #1 (99.2%) (238 Hiv, 1RERIK L O RBEURNEE TE WA
EEHAT 87/119 B (73.1%) (2R BTz, FEELERMN 5%l EORIERIZT FRO LY
ThoTo,



#z 4 FREEN 5% EORBIEA (CA200142 3B  (ZZAMHENTSISBER])

FRE RIS 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 ( 2.5) 0
PN 3 i i

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

T 26 (21.8) 2 ( 1.7 0
G 15 (12.6) 1 ( 0.8) 0
i3 8 ( 6.7) 2 ( 17 0
I - 8 ( 6.7) 1 ( 0.8) 0
H N Hz A 6 ( 5.0 0 0
—i - EFEER X O SO RRE

it 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 A 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 E

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

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

SEIR 7 ( 5.9) 0 0
MR R, MESEs & OMithm S

Jififig ¢ 6 ( 5.0 1 ( 08) 0
FEJE 3 OV TRk 5

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

k. HURMBERERETE 24 B (20.2%) . ATREREFETE 23 # (19.3%) . #hitRFEE 16
B (13.4%) . FEBUHREMEIE/ 2 A3 —13 ] (10.9%) . FVEMERRE 7 41 (5.9%) |
RIFSAERSE 6 (5] (5.0%) . FIRIFSAERETE 6 5] (5.0%) . FEFEDRIEREE S #] (4.2%) |
infusion reaction4 31 (3.4%) . KEZK - /MEK - EED THI 4 6] (3.4%) . T HEAHERE
b 3 5 (2.5%) | JIF4¢ 3 5] (2.5%) . CoERFESE 1451 (0.8%) . AM#k - BfifEEZ 1 451 (0.8%)
M OVEESE 141 (0.8%) 3F8® iz, F7-, EIEMEE NG, Ofhzk. Mgk, 1 BRI,
FFARA, S LML 2, FRMAeZEARE, BB MikkEE, mMERERIEGERE, i, 5
g, I, BT b oTn, REWEFAEIRIITIEESES (FFER
TERT 2 ET) 2 EU0EIHERE =T,



(ML - HE]

AR OREEYBETT L EZFHA LY 2 2 b—3 a3 42k v, AK 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR EI S Sz, ZOf
R KK 240 mg G U 72BROBEE R, AH 3 mgkg 5 L7 BROMEEE & L HG
LTz~ & THlsnzbon, AARNBEICEBW TARENHE I TWDH
% AR (10mgkg % 2 BRI CRS) CAARIZ RS LI-BRORE R & ik LR
oy Tlsn (THR) . Mx T, EHOBEICKIT LT —ZICEKSE, KA
3mg/kg (KE) XiE 240 mg % 2 HFFIFE CTHG- L IZBROARK OMRE & & A0 3%
N & OREZ RETT A IR SUGTE T VAMEE X, YEBEIZ OV TR T
R, ERRoME - HEOR CHER NVZEMEICHAfRER IV E RSN, &
72, MSI-High 43 2555 - EIGEEE OT — 4% 2 & - RHENRpEET T v, Bl
BEFEOT —ZICEDSEMESINTRBEISET VE W2 E 2. AH
3mglkg (KHE) i%240mg &1 BV A~7 1mglkg (KE) % 3R TG Lz
BRI R A 22534 Ulen EHER S Tz,

R5 FAOEWBE T A—F

M- e | O Crindis Cougats Comsss Connss Covsos
(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 Q@2W 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

IHiz, RFOREMEYBRBETLVEAFH LY I ab—2a il b, KA
480 mg % 4 I M RIME TG SUIREAGR O YL « &% TG L7 BEOARA O ik i
FEEDRRRT STz, T ORER, KAl 480 mg % 4 IR TG LB EFREICS T
LEMIEFIRE (LT, [Cagss) &V, ) 1F, AHl 240 mg % 2 HHE IR TG L
TeBRD Cavgss CHRIT 2 & PHIS N (FFR) o o, KAl 480 mg % 4 HEFE IR T 5
L7eBROEEARBICHBIT D m Mg FIRE (LT, [Crass) &£V 90 ) 13X, AH| 240 mg
% 2 WG CHEE L7ZBED Chuaxs & L CTEEZ R T E RIS OD, HAA
BEIZBW AN ER SN TWDHE - HE (10mgkg 7 2 BFRERTHRE) T
Bl a5 UTZBED Couaxss & B L TIREZ R E PRI (FHR) , Iz T, %o
FEIEICRB T BT —ZICHES& . AAKI3mgkg (KE) it 240mg % 2 @B, #L<
EAH 480 mg % 4 WM MINE TR G- L7-BROARA| OBR TR & & A T etk & o
AT DIRESEE T VPR S L, YREBEIC OV TR M TSR, EREO
i - HEOR THINEL V2222 T v & PRl ST,



K6 AFOEMERLRNT A —F

v - B Crnax Chrmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

3 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 B FARIMIE PR, Caveazs : B E28 H B & TOIIMIE PR E .,
Cruaxss © EHIRRBIZIUT D i m LI IR L, Cringss @ EHIRTBICE T D I EIIE FHEEE . Cavgss : & HIRHE
(2R 2 R i R



4. FEFRIZOUWT

AFN OB G- DN H) 72 BE &2 - FrE L. AFIoF 512 ;@E%ff TEFRZRB LT
BRIZHRHET 2 Z ERMER 7D, LFOO~Q@DFT X T &= sl W THEHAT
RXTH5DH,

O MEFRITHOWVT

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

(1) JEAEFBRENEET 503 A BEEEEILS RS BRE RS AR EE L SRR,
Hiek A3 A B2 L RURBE . MUY A BB IR 7R &)

(2) FrEREREIRIbL

(3) HBENTEAEDEE T 2 0 APHEEEHPT (03 AR ERibT, 23 AR
W 1IREBE, DA EEREER e &)

(4) ARALFRIEE A2 RRE U, AR AFRIEINGE 1 SIS SRALRIEINE 2 Ok e
AR DR AT > TV D fiex

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

O-2 M - BN OALFHRE K ORINE S8 BURF OIS 43 72 Fnak & R 2 R O I
il (FROWTNNIEE T DHEM) 23, SR ORFNCET 2RO BEMEE L L
TREINTND Z L,

*

o [ERIRFFISER 2 FOPWHEZE T L72iRIC 5 FLLEO D ATBIROERIRIHE 2
ToTWHZ &, 56, 28U L. NAREYREL L LEERRIESZOIHME %2
ToTWHZ &,

o [ERIRFFESE 2 FOWBIHHE ZET LI2&IZ. Wbam OB ASEMREZ ST 5
FELUEOELEIIB FOEM ZITo TN D Z L,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKKEREZAG LT\ 5D
Z &, OB, 3FELLEIE., TEIbESEE O D A SRYPRTE & G e E b g T OB IR AHE &
IToTCWVWBHZ L,

© BENDOEEMFREBRDOMEHICONT

R A I B BRI AEF 9 2 LA DS E S v, BUERAZED D OIFHRE D, A0 - &
é‘@’%ﬁ?ﬁ‘]‘%?&@ﬁ@ﬁ&m:%“ X D IR wmEtt, AEFRPEAE LIS OWE
R FEPHLATONDEHINE->TVWD 2 L,
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@ BIEA~ORIEIZDOWNT
@-1 fERR AR BE$ 2 B

BV PERTR B OB R BIEA T L72BRIC, 24 FERIESIRIRHI O T, 2%k X
EEE 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 Z &,

@-2 EERNEEEHICL H2AFELRNHICHET 2 EH,

DAZIRICED 2 M OB B2 A T A EREEFEDPRWERE=2 1V 7
EHEOIERDOAY ) —= T EHATOEIRE & FHZ G TE 5 F— AERIKH 23
ESNTWAZ L, B, BiEHICHOWT, RAERE EZDOFEICHSITAmENT
WhHZ L,

@-3 BHEADZWr-ox B LT

RIVEA (MEMEMEBIIN 2 EEAEEDAE, Ok, Tk, BT RAREE., KIBK.
MBS, BEEO TR, 1 BEERA, BUERTR. ITAE, ITisneRasE . Tk, mfbminse
K. FARIAEEERE S T RMAMEREMREE, rhiklEE, BEE, RIEEE, Wk, BEEOKL
JE R, FPRIMARZEFRIE, infusion reaction, HEFE7cMygkmE, MERE RIEMERE, K%,
BEde . WBEDPERUS, IR EME, Dl (O FEME) - RK - DA |
PSS HA L, JBEFLEE) (O U C. Ykt X Iar e B 0 B ME 2 3 5 =il & i
L (BHWEHOZWroxHSIZE L THRER O RA T O NARMICHH L) | EHHIT
WE) 7R ALE D TE DRF NS TNDH 2 &,
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5. REMBRLLRDBE
(AL B9 % F ]

@

@

TROBFIZEBWTAFIEME G L OAK L A EY A~vT (BETHIEL) & Of

A5 OFIENRRENTWD,

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

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

TREICEEY T 5 BFITXKT D ARFN OG- K OMfE A T IEIZ DD T, REIOF 2D

ML ENTELT, AFOKEGXG L2720,

o T bV I PVURHEMESGA XYV T TFUROA Y T IR
IRFZ K D IRIRIE D I B

o fitRAHBIRE L

o AYV AT GEEHfz) USAOTEMELES & OFH L TG Sh b BE

(ZzefEicBd % HH]

@

@

TRUCHEU T HEEICOWVWTIEIARBORENED L SNTWDHZ b, 51T
F oA ARG
o AHNDOREITI R UIBBUE DR ERE D & 5 BFE

TBRATOFM IC IV T FREICE ST 2 BH IOV TT, AFIOHRGIFHIE S

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

o HEMMZEEOEIH XIIB LD H 5 B

o @B AR CRVE R 2 58 D B K ONE B M 0 Flc S i ik 2 <0 S e 1 i ¢
FE ORI RIEMEZA LD IR B 5 B

o BHOMERBOAD, UXEMERZE L IXHFEMEO B O EE OB RO
boHEE

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

o OB EEAT L BE

e ECOG Performance Status 3-4 " 7 H 34

(6)  ECOG ¢ Performance Status (PS)

Score

o o
JEFR

0

< MR LTEBTE 5, R E [F U HHAEEDSHIRZ <725,

RARRIZE LUEBNIHIR S 228, BATAIRE T, BAIEEEE > TOEEITIT O LN TE D,
A N e

BATAMRECTH D OH DEY O Z L 13T X CTRIAEEBMEEIT TE 20, BH O 50%LL L~y R4 Tl 29,

BONTZEHSOHEOEY OZ L LHTERY, AFO 50%L L2~y R+ T,

E-S RS RS

LB RV, BOOHEDEY OZ e TERY, B2y RfFFTlmI4,
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6. BEZELTHEETREFIH

O IRASCEF TN Z, BEEIRGEES D IRAET 2 ERME T D & AR O FeE & OV E 4
RO 7O B w2 o B L Co bR« 2 L,

@ JRWBALAICIENL D B ULE OFIEICH MR a2 oA L, FE 215
ThoEETHZ L,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD Z ENRH DD T, RFOEKGIZH T - Tik, BKIE
AR (PR RIS, Bk, FEEVE) OMEFE R OSSR X f A O %, Bl a 145
AT 2k, Fio, BEIR U THES CT, MiF~— —%DiE %z £ 2
Z &,

AFN DO EILEE D infusion reaction |2z TEARFIZ 7% iad TE 5 UE
H&AT > 72 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
WHHONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z A
YEWET 5%, BEOWREBE+H2ICBIET 52 L, 708, infusionreaction &
FEHL LI A I2IE, AT OB K QYRR ERICIEE S 5 £ TRE L 0Bl
T5Z &,

FORIRBERERR S . T EMAEREREE R ORIBFEERH 5oL d 2 &03H 5D T,
AFN D ¥ 5B haRT M O G-I I E BRI N téneia & (TSH, #HfE T3,
R T4, ACTH, I 2o —VEORIE) #4252 &,
AHNOFEEIZ LY | WEORIEFINTERRE T 5 L& 2 BN DER 2 R REHIE
DHLOLNDZENHDH, BENBOOLNTGEITIL, BELLEZFRIIS L
B 72 ek & R BR 2 Re o Al & i U Cli bl A BRI W 21TV B o
FOGIT X 2 BWER 2N B0 2551213, AFIORFES TP 1L K OEIE BB 7R
WEVRIORGEEZZET L L, ek, BIBEERLVESOREIZEYAEIE
MOYEEDTRD HNRWGEITIE, BT BE A /VE - LIS O 52 1l oo 1B n
HEET D,

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

1 RUBE IR (BE | AUBEIR 2 5 de) Md bbiv, BERWES 7Y R—2 &
ICEDZERHLOT, M, Eul, MRHFEOIEROFEHC MAHE D 1712+
SEETAZ &, 1 BRI SE TR GE2HIEL, 4R 8
I OF 5 E DY L EZITH Z &,

BUENT 2. A2, ITHREREE . TR, B{LIEIEERRH L OND ZLn3d D
DT, EWWIIITHERERE LTV, BEOREZ H3ICBET 52 &,

@ AFNOEERARBRICIBWNT, HERBES 24 BT 6 M Z & F LRI, 125
M EICERMEDFM 24T > TV Z & 25 E (0, ARG I E e B A
TRHROMEREITH Z &,

13



REFEHAEETA 71
=RA~T (RIBTFHEEZ)

(BR5E4 « A7V — A RFEFHE 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. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4, FEREIZDOUWNT P8
5. H&EGXREMDEE P10
6. WHIZEL THETNEHH P11



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE R ESR L, KB ERSCL ST 0 7 7 A VB D ESR S & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

L7eRoT, KA T A4 Tlid, BARBERELZNE TICHELN TV D EFITH) -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, ARITA BT A A%, SIATBOE N EE S RS AR, AmEE AR AR
BRI o . —AXFEENE N B R IRNBHE S, FrEFEEFNEENE N B REE T2 O W
Job EERR LT,

RG L e HEIRS, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4
—REIEEE 120 mg, A7 Y — R A 240 mg (— %4 - =
P~ 7 (Bl FH#z))

R ERDREIE: © D3 AACFREIEL (T U 72 ARTG UIBR AR B 70 B4 T - IR O RIENE

MELRAMERONE  @HE . BRAICIE=R L ~7 GEIa R Z) & LT, 1A 240mg
Z 2 ERIRINE S 1[0 480 mg % 4 3 R RIFE CAGEEET 5,

Bl N OE ¥ F DB TS




2. AHN DR, VERBF

A7 — AR R EHE 20 mg, R EE 100 mg, [FLAGREERHE 120 mg K OVRLAHE
H240mg (—ie4 - =R~ 7 (BETHIEZ) . DUTF, TARAL Evd,) 1d, /NS
MTEMASHEAF LYy 7 24 BTV AL =AY —X 2747 (BMS) )
235PA%E L7 & b PD-1 (Programmed cell death-1) (ZX%t3 5 & Ml 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 MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HH & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LI O
ALEHIR & ORI EDOFBARRN 5 & O#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S E 723 AMiaiE, PUsRFER CDS Btk T Hifa ol fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
SEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 7> RERE&IL, 23
AR TURRF A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 ARIRE TG M 2 58 T~ 5 2 & TR e PuiEgsh iR 4 o~ 9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER )T 2 B 2R EIC 20 55 b0 L MIfF S,
BiEmEE G L UBRRREBRZ B L, Ao, etk OERERHER I N,

AHNOVEREFZ LS < B DORE N L DEWERZ%N S 5 b, EEXIIETIC
BLHAREMEN D D, AFNOEG-H R OEEG#ITIE, BFOBELZ 01470, BEDR
D BTG AITIE, BB LT FRICIE U= MR 722 ek & 88k 2 R DR Al & s L Ciil
GIZRBERIR W 21TV, IBE OERIGIC K D EWERANSEDN 2551213, BIBRE RV
T UHIOEEEDOTEY)RE Z1T O LERH D,



3. BRERAE
DS AL PEIEAL \THE TR U 72 ARTBUIBR RN AE 72 A T U 38 O B i O 7GR I 2 3Tt %
1T > 7o FE 72 BRI O RE % 7~

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

7 oAb eV 2 VU RPUEMIEEA K OV T T /A 2 G SO AL SRR IR ISR S X
AN OARTEEIRANRE 72 AT ST PR D FE e FE 3881 (A AR N B 27401 % & e, AH|
FE193%, SHHRRELIOSMH) A tBRIT, & U RPUEMIEEH (K& & Lkl ik
R Y AXRI) R E L COARHI240 mg 4 218 RIS CAEEE LT & X 0BER @&
Oz met Uiz, EEFHMEEE Th 2 2471 (PRl [95%EHEXM] ) |
AFIFETL11.17 [9.99~13.73] # H | *FH#ET8.54 [7.20~9.89] WA THY | K%ﬂﬁi‘aiﬂ
FREE IS ) LRI BB R 2R LTz (N — RER0.79[95%(F 8 X i : 0.63~0.99]
p=0.0381 [J&Hllog-rankfEE] )

¥ N X RAKIIZOWTIXTS mg/m?% 3 M HIE CEIRME S, /X7 U Z 2Bz H0 T,

100 mg/m? & 7R 2191 7 L L LT, %1, 8, 15, 22, 20K U36H HICEHRNZEGT5 2 L & &

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%, EORIERIZER 1O LB T
HoT,

K1 WFNHLORH TREEMN 5%LL EOBIERA (ONO-4538-24/BMS CA209473)

B (%)

IR = PAS &
el i 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)
K RER 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

B E 3 (1.6) 0 0 97 (50.0) 0 0
— % - REEER L OSSN 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

s 2Rk 9 (4.7) 0 0 44 (22.7) 0 0
ERER 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 EBRE 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

{50 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 1E 17 (8.9) 0 0 1 (0.5) 0 0
JEYSE B X OV A HUE

Pt g 3 (1.6) 1 (0.5) 0 11 (5.7) 6 (3.1) 0
R L OseklEE

RARIHER 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
MiRE LY o 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 i EBRJg A iE 0 0 0 16 (8.2) 14 (7.2) 0
EE R B L O ARk E

R &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
SR IR E

R B 3 (1.6) 0 0 14 (7.2) 0 0

R = 2 —r T — 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 FURIEAEREE 22 1 (11.5%) | BRECREMRIE/ I A4/ $F—15
il (7.8%) . HTHERERET 13 B (6.8%) . FIEIVEMGZRE 12 ] (6.3%) . MhiEfEE 8
5



(4.2%) . EEOREREE 4 4] (2.1%) . HEE LW 34 (1.6%) . B 241 (1.0%) .
g RelEE 2 1] (1.0%) | 4 161 (0.5%) . RABZ - /MBS - HEED T 1 4 (0.5%) .
TEABEEEREE 1651 (0.5%) K ONinfusionreactionl ] (0.5%) M bhiz, £7-. &E
FEMEESNE, (DA, Mk, VAUBEIRI, T A4, i LPERRE 2k, RIEHERERE= . Mk -
BERE S, FRARMARZERE, BB MRk, mERE RIEMRE, k%, R, 5E 5K
K OVODIEIEE TR0 b o 7o, ARTEMFEBURDUIBEIESES (BRIRMAER T 25
Te) ZETEFHRERZ R,



(ML - HE]

AFNOREMARYEEET LV EZFIHA LY I 2b—2 g 2k, KKl 480 mg % 4
TR T 5 O TEEARO Ak - AR% 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 HEF MG T L L72EED Cagss &
BT 2 & PllEnie (FTR) . £72. AH1480 mg z 4 HH MR TG LR ES
WRHEICB T D m MIETIRE (AT, [Craxss] VN9, ) &, AHI 240mg % 2 JH [
AT LIZBRD Craxss & B L TRl Z R T & THIS L2 OO, BARNBEIZE D
TRABMENHER SN TWA YL - I (10mg/kg % 2 BRI THE) TARAIZ#5 L
ToBRD Craxss & Ll U TR 2R3 & FRIS Nz (FFR) o AT, BEOREREIZB T
LT —HIZHAD X, ARKI 3 mglkg (IKE) F7=i 240 mg % 2 BRI, & L < IZAH
480 mg % 4 HEMMNE TG L 2B O AR OBRTE R & A 32 et & o BE % By
THRBRIGET AR S, YEBEICHOWTHRIMTDOR SR, ERRo % -
HEOM THME L VLRI 2 2R IT RV & RIS,

K2 FAOEKWBE T A—F

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

S meke Q2W (352 '760-8) (16.25?50.3) (21 .321'4?3.9) (75.1)1,3171) (27.612,'107) (42.717,'?27)

240 me Q2W 61.712,?03) (23-33?'539-0) (30.‘:3?'670.9) (10;,5254) (41?57,'51;58) (62.11(,)9187)

80 mg Q4w (10%07) (15?}7.4) (37.?)?'704.8) (14?,1 236) (27.751,?37) (62.11(,)9187)

10 mgfkg Q2W (142,9322) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 §03) (232,7277)
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