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C 4 FULEDOBERERZALTND 2L, D (24 FELLEORKEREZALTND 2L, 9
B3R, . MR 0 23 A KR I & B T B 3 AELL BT i D 28 A SRWIRIE & & Lo I
WAL DIRHHME Z1T> T 5 Z &, WA DIRIRIHME 21T > TV D Z &,
o [ERiGFFEG% 2 FONMHEAE T L
(& iR DS AT IR A e b AELL B DI
WA B ZDEMEZIT > TWVWDH I &,
28 X—v | BIMEH (RIEMEREBICIN A, EIEHEDAE, O |24 <= | BER (MEMEMEEBICIN X, BEHEDIE, O

Ahoe. fhoe. BB BRIE., KREGR., /INER, &
FEED T, 1 AHEIRIE ., BUEMZ%., HFARe.
A PEREE 25 . HAR IRBE RE FR 2 |

L FhRERET . BRSO RIBETE,

RERRE . TR,

T IRARREREE

e, Mae. BERUHLRRIE . RIBZ.
FEO TR, 1 BBERFE., BUEFX, A2,
RERETE ., AP, mEALMEARE &

T EEAAERE PR, PR

NS, HE
I
HR IR RE e 5

G N

i

i




B 2% B RE D Rz JE | R A2 ZE A2 JiE | infusion
reaction, R MIKMEE . MEKERMEMEE. &
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ERANEE o, — At RTE A A RESARNRHE 22 BT dE B FIVEEE A A AU Fo M
— AR RITE A AR 2 Fa= D bg oo b 1 LTz,

WP & T DR, - A A SRR 20mg, A Y AR SRR IR 100mg, AT
R RTERTE 120 mg, 7 VRS 240 mg (A - =
A= (GEfm IARA))

ﬁ%kﬁé%%lﬁ%%:ﬁmﬁﬁﬂﬁﬁﬁﬁr-ﬂﬁﬁmibxﬂmﬁﬁﬁ
FE/SHIARATIE L Z 35 1T D TR 18 Ehdeik:

R RAMERUM <ﬁm%4wmimﬁﬂ‘-E@&mibbﬁMﬂMd%>
B, AR T GBS AR ) & LT, 1 B 240 mg
A 2B RRI L 1[5 480 mg % ‘HF"ﬁﬁﬂﬁr‘] TR %,
fih o> FUEMIERER & A3 2B 81E, @K, KAE=Rr~7

meﬁﬁz)%bf Hjmm@%z B IR 0L 1 [E] 360
mg % 3 8K T RT3,
< FFs R L ds i @f:’ﬁm%ﬁjﬂﬁi‘fﬁ>
fth OF IR & OO RV T, BE, AR T
(B ) & LT 1 W 360 mg % 3 388 8] Cani@shis
D, E L, BEHEIEIMETET D
& R O5E E F DB T ERAS T




2. BRIOFE, ERBF

7 R EL 20 me, RLTERL 100 me, WATUTIERIL 120 me B OURL TR
240 mg (—fR%A . =R (BRAHERLZ) . DIT. TERAL 2vo ) i, ANBRERL
THEFEASHLE AT L vy A% TV AL s v A ¥ —X A2 A7 (BMS) 1) #
BZE L7t b PD-1 {Programmed cell death-1) (%[44 & U [gG4 € / 7 10— bk
Thh,

PD-1 0%, iGHEAb L7z 0 o gk (THR, BRARmA DT F o 7% 5 —THK RUE
HAARIZHEIET A CD28 7 7 2 U — (T MO 2 Mz 2 A5 5 4y
TE) BT ASFENRTH L, PD-1IEAURE SN Z IS 4 PD-1 D 2 B (PD-LI1
BORPD-L2) EHEEGL. U oSk S L A RE LT U SR oL R e
BCE L TvA, PD-1 U Ay RIS LA b b ootk 2 20 AR L B
LTHEY, MERCHEE, LR L IEEMEIZBTA PD-L1 O LHEOLE
MR & ORI A OFREBGRAH L 2 L AE STy S (Cancer 2010; 116: 1757-66) -
F - EEEAENAE TR TR EET DA o F =T e o = (IFN-y)
(2L o T PD-L1 OFEHANEE S, B USRI D PD-L1 o L iiTE o
AFIR & ORI oMREBES 52 & OWE S & D (Sci Transl Med 2012; 4: 127-37) .
X 52, PD-L1 &SR0 S0/ 28 AR, SULRFRA) CDS B T Sl o ia i
FEVER Y S %05, $L PD-LL 3T PD-1 & PD-L1 * O EFET S &2 0ffla
EEEVEBMET D 2 2B RINTWD, FOZ L0 PD-1/PD-1 U F o FERKIE, A3
AR AR RO 7e T MR O OBEEZ A D FO—2 & LT L2 LAt T

AFNE, BEFRRABL O B o PD-1 ORANIEAMERE (PD-1 U A BRSO AR 2R L
PD-1 & PD-1 U H > REDFEGEZIESS ZLICL 0, BARBERNRN A T MILOTL
PR MRS A AR LT xb -3~ B A AR S B AL M A Rgh 4 5 & TR AR R R e s
TEBHEEER TV D,

IR OEIE G RATEIEE I T AT BRI R v EA Lo L IR,
Je /N HIRT TS AT A b B b U2 ERIRIR I 2 K h U, TRk, TR R USRI D i 2
ni,

FE|OIEHB I A5 BEORERINZ LHRWER TR S 5 i, BIEXELTIZ
TLH AR B D, RAOKR FHEECR TR, DAORIEE TSI0T 0, R
0 BT B AR, 8 LI HBUII0 Do S MR A MGk & R R DRI & 8 L Ol
7R W 24TV iR O RIELITI LS Al A% i Himaicid, MBI
T AOR T OBURE T O VBN D,



3. BRPRAAE

1) CIERARGRZELT - Mg o dbsmlalids O ERm A OF9ERE Ry . RO 2)
/G TR  ds 0T AT R AEE ORGSR A2 1T - 7 £ e AR O & 4o
R

EaID
D ISR - FR DA MBI (R T L UHER T LA
T L)

O e DR (ONO-4538-05 #lR)

77 F A A ST EREE 4T A TR TR M/ IV DGIE RO R
FEAE (ECOG Performance Status 0 X O8N 1) 35 4 [ 80o, A4 3 mgrkg & 2 FIM IR
TREMAEE L. TEHMEE ThAZRME (RECIST A N7 A4 11 RIZESF
SEPEIZ R D CR XL PR) 1K 25.7% (95%I5HHIKRE : 14.2~42.1%) Th iz, ok, F
BITw e L7 BT 9.0% T o7,

@ MEAEIAARRER (CA209017 588) (N EnglJ Med 2015; 373: 123-35)

7T F A e e LSRR R A T B ARGEA B H/ IV R T O R EAE
miBE (ECOG Performance Status 0 U8 1) 272 fl & 4o, Ry ¥4 E L
TAA| 3mg/kg % 2 MRIEET IR ERT U (AIRE 135 61, N2 SRt 137 #10),
W IR Rk R FEMTAE L Th D ARFEIAL (BT TOS) Evva L) (R [95%
1GHEATE] Y b, AABET9.23 [7.33~13.27] A H, FEX XA T 601 [5.13~7.33]
HATHY BEIE P23 o i LR HEBIEEE R L (NP — Rl
0.59 [96.85% (5L - 0.43~0.81]. p=0.0002 (LA} [JZB! log-rank A, A H7KHE (]
) 0.03151).



10
S
0o ' L—;\
oe SN “
— 0.7 LS
[ -
z c ., AHIE
s Q.61 ) 1
7] LI
= hR
__'F'—:\ 0% \\ﬁ ,
Hna H‘"""L*'*L.L
& N L
= . L, Ty
= s 25t LEE —
a2 )
01
0.0 R
T T T T T T r 1 T
4] 3 (<] 9 12 1> 15 21 24
Overall Surnaval (Months}
Number of Subjects al Risk
RHH
135 113 BG 1 57 i 15 ? ¢}
FEREtILE
137 11 68 45 30 14 7 2 Q

M1 OS OPEFEHE O Kaplan-Meier Hi# (CA209017 3B (EIEALSh/-4EH)

(FER T R
@O ERSE TG (ONO-4538-06 3405)

77 A O L TIRERE A AT S U RRE OB M/ IV SR E RO R T L
K BE (ECOG Performance Status 0 22 T8 1) 76 ] % %42, A7 3 mg/kg % 2 5B [R][E]
1@ TR L, FEREIE L T HFEDE (RECIST 4 K702 L1 MizEE-3<
O TEIZ L A CR MU PRY 1 19.7% (95%(FHEEM 1 12.3~~30.0%) Thotz, 7ok,
FHNCEE L2 9.0% Th - 7.

@ MAVEILFERF (CA209057 5A) (N Engl J Med 2015; 373: 1627-39)

TG T AR AL TR R AT A URAARE e B W/ VIV SRR OIEREFE L
H A (ECOG Performance Status 0 M TN 1) 382 fFlawt&iz, FEX XAl
LT, A& 3 mgkg % 2 WMBE TLMEGRE L GRAIRE 202 #), Rt & %08 290
), BT OMR, EEFHMITE TH S 08 (PRAE [95%EEREM]) if. REFET
12.19 [9.66~14.98] # B, FEX Xt/ #7936 [8.05~10.68] BATHY, ABF K
AR LR FERICERRIER S S L (0 — FE 0.73 [95.92%f3 80K
0.59~0.89], p=0.0015 (@) [kl log-rank i, AEAME (WHD 0.0408]).



1.0 '\\
0.9 \
0.8 k\\\
'_:E 07 \‘-:“l.:\_x
€ 06 —. )
& N ES T
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= . ol M
z 0.4 P&t/ e o
& 03 v, Sy
""m@,h —
0.2 e L
a1 e
Q.0
T ] T T T T T T T T
0 3 6 2 12 15 18 21 24 27
Crvarall Survival (Months)
MNurmber of Subjects at Risk
HI8E
292 232 194 169 146 143 62 32 9 4]
Fe5%t L B
290 244 194 150 111 88 34 10 5 [4)

M2 OSOHREMFNROKaplan-McierBhi#R (CA209057RE) (BfEALINZEH)



(PD-L1ZEBLR IR O G 3 & OV 21%)

AR (CA20901 7388 % U'CA209057RER) 12l AR B ivis BE o 5
FEGEAARR (2 35 TPD-L1 & 5T L7 ERNE 28 o AR (LUF, [PD-L1FED =] L
T ABENE LN —IOBRFOT —FICFE-OE | PD-LIEHSE I REIC
BT AAT > T AEME R O 2O R T o L B Th- 1,

AR R LT, RTF R T, PD-LIOREEC L LT, Fed st it b
T U TAAIRETOSA AR T DUl iz,

FERF LB Tlk, PD-LI IR 1 %A OGS N & 2 04f S ITIT RO R R
Thotz (T,

ek, RE LR, FERFELEREY LI, PD-LIOEREZ L LT, RO 7
27y A ANERETEH ST,

1.0 1.0f
T e
h By
os e 1
v %
0.8 [ B e
~ =
= urs LN — 07 T
T T B
s ul 5 e
506 le, G.6
b -, s \ T,
o5 ey S0 . L‘-‘*‘-L“
z o z e
z P S = .
& 04 . -1 304 S
€ —, G )
I R — [ Tmean
oo Sl 1. €3 e,
Theeenee- 40 e '
o L oz L
'
0 T (]
(s}
o T T T T T T T T T T T T T T
B z & k] 17 15 e 21 zA 7 0 3 € ] 12 15 18 21 24 27
Cwerd | Suveval Mol Owveral Survival (Mcnths}
Murnber o Sutjects al Hish Rurtber of Subjects ol Risk
Nivofumab 3 madg Nive umeh 2 mg'kg
08 #7 0 60 TS g 26 17 a r EE aE " 77 73 53 27 3 5 3
Docelasel Nnretaxsl
1w a7 5% 53 38 30 13 5 2 4 K oz 00 Ell 42 35 13 4 3 J

Mrolurtat 2 pra/kg feveats : 68122, medizn ard 98% I 1 17 °5 (12,02, 10.63)
Nincarae=l (suerrs - 9300 23), e an 2nd 95% ¢ 3 an (7 10, 10 55
Hazerd Ratio iNvelunab 3 raky over Docataxell and 95% Cl @ .58 (0.43, 0.821

MNvolumal 3 ergig {events 221081 methan and 95% C1: 70414729 14160
Nocetacel {events . /5/10%), mecian zed 35% C1. 10002 {736, 1192
Hazard Ramlo (Nivolumab 3 mgfcy aver Docplagell and G55 O 0 SE RS 1 24)

®3 CA209057 BRERD PD-L1 FBIRZEF|CTH 08 OHREHRITEEO Kaplan-Meier BifR
(Z£E : PD-L1<1%0BEHEMA. AE : PD-L1=1%0EERL)

@ [EEEFFIAERE (ONO-4538-52 #l#)

(L FHEAIANED EGFR 3815 T 2 BIEPE ALK M EE (s T2 RO ROST R EE (5T
Fatt o Q)R AREZR AT - (T3 OIERE B IE/ NI R DT 550 41 (B ARALTT 371 41
AEte,) AR, TR LA X7 (BT L) (LLF, T8 X7
EWvva) BT I RRE ST bR oS 2B E LT, ARE R X
v 7 R UNT T F R B il & OO A (LU INIVO/BV/IChemo | & 49 ,)
DR LIS L7 (NIVO/BV/Chemo™ £ 275 #l, #FFA#E 275 #4), RIfR
Hrovag e, FWHIIE A Cdh o MIEEA AR (BUF, TPFS) 2w a.) (FRd [95%
ERIFED k. NIVO/BV/Chemo T 12.12 [9.76~14.00] # 7, XWEH#ETR.11 [6.97~
8.54] WHTHY, NIVO/BV/Chemo (17 7 2R &R X T RO 75 F A A S



b FRREO P& SO0 LI FERICF B RER 2/ L (0 — FEE 0.56 [96.37%
ERIXH :043~0.71], p<0.0001 (ifA)) [JEH log-rank 18T, A3 /KHE (phifRl) 0.0363]},
®1 o A9 360 mg R UMb FEEELE 3 WIEIR T A EE L, AESEEE, AAR T T s U
HXPAR AN R 7k 3 EER 1A 70l L TEReY 1205, 61700

VR R AR R U3 e T O 510 L AR RS b KRR & L,

104 A
£ 30
L
o &0 NIVOBV Chemols
bt
FRECE ‘
3} Ty,
E La\., "' L3 ]

0 4 5 12 16 20 4 28 2
Tme from Randonzatien {LIonths)
Number at risk
NIV BV/Chemo#F 275 231 163 a8 45 16 5] 0} 0
wrBEF 175 35 127 33 7 5 a O 0
B4 PFS ORI RO Kaplan-Mcier g (ONO-4538-52 308%)
(EiEA{LEhi&EH., NIVO/BV/Chemo Bf & 3JREE & O HE)

(PD-L1ZE SR IR D AT R Ve 4
ERSEMF MAHFER (ONO-4538-52iB) HIA AN LR BEOT —HTih5%
PD-L1SB LA EZEMIIHAT 2T > I AME R RO R T o B0 ¢h

Sy

AR LTI, RIDOEBY Th-1,
7ok, PD-LIORERIZL LT, RAOZPT 07 7 A /TR TH -7,

7% 1 PD-L1 BIEF D OS BINEHTFFOAHE (ONO-4538-52 38R

08
PD-L1 36 it il Wil [959%CT PAS I
{(HH) [959%C1]
- NIVO/BV/Chemo 115 3,01 [23.13, — ] )
195 ¥ e . 52,110
ok BV/Chemo 115 2260 _18.63,29.44] 0.76 105 1
NIVO/BV/Che 155 3078 [25.99, —
19401 F eme [2595, ] 0.69 10.50, 0.95)
BV/Chemo 155 24.67 T19.09, 29.34]

— D HEETAR, ¢ e HEE T R L L Cox WL — Flulize s



S Bz e B OVIR R o B Rz
O EFFEFFEIAIRE (ONO-4538-77/CA2099LATFER)
b EFHERIGR O EGFRBIn A EREM L CALKR Y BB D TR e A 1T -
26 O e B 7198 (N ANEFS0H 5221, ) BRI, 77 '—H*wﬁllf =
b FEREOFHRESEXRE LT, AflE AT A7 (BERTMMEL) (BLT,
U AT LS ) RO TS RARS I?kﬂ’—ﬁ?a’fk OFEHES (J/A—F
NIVO/IPI/Chemo) &9, ) BREOAZME K U2t 25t L7z (NIVO/IPLChemo ' &
36147], XFHEZREISSME) , FRIMEA OO A :FﬁE}‘HEH]IEEl—GJ’DZ)OS (FRYAIT [95% 15 #E K
M) k. NIVO/APYChemo®t T14.13 [13.24~16.16] 1 H | 3 HEEET10.74 [9.46~12.45]
A HTHY | NIVO/APYChemolt: 7' 7 FF #H £ & el S8BiE O A& 510 k) L#GEE
M A St E A LTz (v — FIR0.69 [96.71%RFEE M) - 0.55~0.87], p=0.0006 {J4
Ay [ERllog-ranktiiE, AEARAE (L) 0.0329]),
ks, PEEIUAMATRE R TH DAY, HERFL S ONIVO/IPI/Chemofit & S HEAE D OS D~
= K [95%EHEIKRT ] (5, FE BIGET0.65 [0.46~0.93], JERE FIZET0.72 [0.55
~0.93] Thoi,
| A 360mg & 3 EMER. 1 0 A~ | mgke & 6 MR A O FE 2 3 0 R S
E Lt (L PETARL, AR (R SR G [ B R (T 1Y
B HNVRT T F RO ) B R RER AR T T F L MR AT T F RS
LA L R AL 3WME L Y vk LT 2 A P AER L, 2 YRR T, A
B 1Y e e R L
#2 fllEEE (R bR TR T L&) AT, NIVO/JAPEChemo BE X Il U/ESE0 R4, 3 4R
Bl Ayl LT 4 L EN L, HERE R0 T R, 49 Y bRl
AlA LA R AR L R RE - LY
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0.0
T T
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sttt At bk Tt troan Baetedonmezanae 1 Mouths
AR ERN-TTENY a1 | 328 h Ry 230 12y H le | U
SHAAE Ay ils 24y 13 wE 1 12 1 ¥

X5 OSOHHEART RO Kaplan-Meier 8 (ONO-4538-77/CA2099LARRER)
(EEAL Sh-5M)

@ FEFELEM S MR (ONO-4538-27/CA209227 #4E%) (N Engl T Med 2019; 381:2020-31)

(Part 1a)

(LR ARIER T PD-L1 FI6M 1%L, Ao EGFR Bis [ ERIEVE RN ALK @i
BR T-REMEOUFRRGE AT « BE O HFuRTRE RS 793 F (ARAEE 89 H27
t.) Bxlgs, T FFRAESLEEEOCHHRE R AR E LT, JFEA Y
A7 EOOFAERS (BUF. INIVOAPT 2035 ,) OEEE N 2 iEt Lk

(NTVO/TPT™! B2 396 4], *THA™ B¥ 397 f), el FEad B A Th 2 0S (i

[95%/SHEXRE]) 1X, NIVO/IPIBET 17.08 [14.95~20.07] A H ., SfHABET 14.88 [12.71
~16.72] A HTHY, NIVO/IPI /X775 8E 4 e FHIRIC & LRI FHICH
IR A R LT (A — FEE 0.79 [97.72%5#E X[ @ 0.65~0.96], p=0.0066 (M)} [
A log-rank f7E., A EKAE (@A) 0.02281),

1 A 3 mgikg A 2 WA, A BV A~ | mgkg & 6 MR COUERET L.

€2 BT BV LSRR 1 ) T M R R [ A AR TS F
VAT GF LB A FE R W AR T T F L MR AT T F o R A B
X Ry A 3 BMEELVA AL LT 4002 E T L, BRI DT, 4 312
A DT RRE R 1T A | L% 1T L AR R TR & L,
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1.0{~.

ool N0,

0.8 hﬁ

0.7 \\%ﬁx ,
0k —ffwﬁ NIV PIEE

0.5 ‘uu:&}?{ii

o T e
0.2 KR R e i e -

Creerat] Survival Probabality

01
0.0

1 1 ML T LI 1 T LI 1 1 B 1 L 1 1 1
0 3 o 9 12 15 18 21 24 27 3 33 36 3% 42 1A
Nunber at risk Time from Randomizanon {MMonths)

NVOIRE 396 3P 295 Zed 24 212 190 165 153 145 1% 91 4] 9 1

S HRTE 397 358 306 250 21§ 190 166 141 126 112 93 57 22 4 1

Bl 6 OS OFAEFEHPTRED Kaplan-Meier Hi#R (ONO-4538-27/CA209227 785X Part 1a)
(A Sh - 5£M)

{Part 1b)

L AFVEATRIR T PD-L1 8B 1% AR A2 EGFR Bin B R2W RO ALK fi e
xR O RARE 2t T - RO R R S 550 #] (AERARE 79 %2757
io,) EBol4s, I T FRAESLAEEEOFHRE AR E LT, BHE T 7T
TR BB L0 THRE S oS (BT, INIVO/Chemo] &5 .) KR NIVO/IPI @
A3 Pk M OVEE AN B BET L 72 (NTVO/Chemo™ B 177 41, NTVO/TPT 8 187 9], %THAEE 186
)y, ARROBRREMER @ > Th Y BRI E Q2 T 5 NIVO/Chemo Bf &
FEUEED PFS (FRULAE [95%EHEIXH ) 1%, NIVO/Chemo B¥ T 5.55 [4.63~6.90] #.1,
TIRUET 4.70 [421~559] A B T&H Y, NIVO/Chemo 13777 FF FlHE| & 5 L S HEE
iZxt LTI A BRI E AR Lz (O — R 073 (D [97.72%/2 981X/ : 0.56
~0.95], p=0.0070 [J&5/] log-rank #a7E, HEAME (W) 0.0228]),

Peds. TERAIMRATAE R T H A, MEM DI ONIVO/ChemolE & T RUFEDPFS
— b [95%(E MM 12, R REEEC0.94 [0.56~1.56], RN R C0.06 [0.49
~0.90] THhot,

1 FeERR & oA T, AH 360 mg & 3 WREIEING TATTHT Lic, Absikin, MY (R 1k
Wi SRR LY NS bR (R L - AR T L MR AT T T R
FI e A BRIV I AR T F L MLV AT T F L B A [ Xz Ny & Ol
FHEC LD STEE LA 74 L T4V 2 ERL, FERME LED-20 T, 43470
PALSEFREEH G T ARIR TS A R L%t 12 L ARERRRE & AR L L,

11
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T Time from Randamizatian s Jentls)
A Che 1 135 7% EE 37 Y 19 [N 10 10 7 4 ] 4]
EHEDE I 121 37 22 1% 12 § G 5 3 0 0 5] f

7 PFS DEHMFNTIR@ Kaplan-Meier #i#t (ONO-4538-27/CA209227 35k Part 1b)
(EfEAAL S h -8, NIVO/Chemo £ & 2 R#E L o )

Fo. WEFEMARREN R ST AN L 0@, PD-L1 FEEEEN 1% A0 BRE
[TV T NIVOAPL #5 & % RHED OS (FHE [95%E XM i, NIVO/IPL#ET 17.15

[12.85~22.05] A1 A, %MEHET 12,19 [9.17~14.32] A FTH D NIVOAPI 147 F F)-
TR ST 2Bkl LIEREMEZ L (A — FE 062 [95%5H1FM : 048~
0.781, TRFTA7 MR A .
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2) IS B A R R
O ERLFEHIAFE (ONO-4538-55/CA209816 745 (N Engl J Med 2022; 386: 1973-

85)

%%%@IB(@%*ﬁ4mﬂkﬂ I SUEIMA o33/ oy pil B3 358 4
(UANEHE 8 A ETe,) X RIZ, 77 FFRH & &L bEREOMH G 55 1R
LT 2!Kﬁ'k77-‘ff%?«<ﬁl%aa:r-{h+%¥f& OHFIEE BT, FNIVO/ChcmoJ L
5.0 OAEMER O R WE L7 (NIVO/Chemo ™ B 179 A, x[HB™#E 179 F), M
fRAFORE R, FERMLEH ¢ -2 Th A A L0 MEFEHIM (LUF, TEFS) &5 ,)
(FPfil [95%5FEIXRA1) 1, NIVO/Chemo #£T 31.57 [30.16~H#EET 8] H H ., &
RET 2080 [14.03~26.71] A HTH Y, NIVO/Chemo {17 7 F A& &b 2R ED
PERBR SO LRI EMNC A Bl 2 Ui O — FLE 0.63 (Wifd]) [97.38%(5%H
X[ 2 043~0.91], p=0.0052 [ log-rank K2E, A EKHE (LAD 0.0262]),

*1 [ American Joint Committee on Cancer {AJCC) /Union for International Cancer Control {(LU1CC)

WA (BT AR 1Dk,

EGFR R T4 REBIE L ALK MO EE FEAME T A 2 L AWER S T o MFF st dei = Uiz,

*2 AL PIREE L OFTTT, ARA 360 mg & 3 EEIERE TR K 3 o L ERNT L AR
AEARAL (RSP TR MO IERETE [} & Suia b itk (FE [RGR - 2 75 F Ry
LR MEINARTZ T R R ) R JEPEERR AT ST R A R
Lz B, EUAR7SF o RUAY ) F 30 & mfgHEC LY 3BINNRBETRR S ¥
A F AT L, YR TFF T A AEIR R S E s EmE T, At TS T s

i [ gE )l LA,

*3 R (E B O LRRE R D ESW A R RERE . v AT TR
L BV AT F RN LA RS F RN A e, R LR
Fr Uy Vet FRBEEERS : VAT FFMPNA LR P, VAT TF NG
AL AT IR R YL AR TR o TR U F L) &
PEET L 3 WA TR NS T A RIE LT, RIS TR &I
ENFEEIE, AR T I F oA e R LT,

13



NIVO/Chemolf

" s om0

Cvent Free Survival Probability
4 4
é:u
&
9

4.1

10

0 3 6 9 12 135 1% 21 24 27 30 3 36 3% 42
Number a1 risk Time from Randomization{Months)

o]
NIVO/ChermnoBfE 179 151 136 124 138 107 102 &7 74 41 33 13 6 3 0
LR iT9 1dd 126 109 94 BY TS 61 52 2% 24 13 11 40

[ 8 EFS @ FFRMEATED Kaplan-Meier F#R (ONO-4538-55/CA209816 3RER)
(MEVESL X /=, NIVO/Chemo Bf & Xt BEE & O i)

14



[ 4tE]
1) BIERANTE /ST « T o FRAMHIaly O £ B & OFF S B R

Ui T-_E R
(DEMHE T AR (ONO-4538-05; *‘:%%)

FEERIT 33/35 ) (94.3%) 12RO B AL, A E OEREMES KT TERVEES
0% 24735 7] (68.6%) 1ZRE B, RSN %L EOAIEHIZI TR LB Th-
7.

72 FEEHNR5%LLEORER (ONO-4538-058A8%)

mE BN E B (%)

FaAds 35

{McdDRA/T ver.17.1) 2 Grade Grade 3-4 Grade 5
ZEIEM 24 { 68.6) 2 ( 57y 0

. 2 { 57) 0 0

B St g 2 (57 0 0
(5] 2 ( 57 0 0
Eols 3 { 86) 0O 0
& Rl 3 (14.3) 0 0
AfHtEEE 2 ( 57 0 0
L 5 {14.3) 0 0

IREIAE 2 ( 57) 0 0
TANRGECBET I b7 AT 2T —EIEI 2 (57 0 0
MW 7 L7 F oo A& -h — 4 2 ( 57 0 0
o SER S 3 ( 86) 2 ( 57 0
77 L dE 2 (57 0 0
gk R 3 (14.3) 0 0

BOHive 2 ( 57) 0 0

AT = 2 — 3 oS — 2 ( 57 0

=

I A i 2 { 37 0 0
TR B R 2 { 57) © 0
FLEL 2 ( 57) 0 0
Teim 3 (14.3) 0 0
LR B S 2 { 57 0 0

Zeds, MEMERED 24 (5.7%) . KHBZE - BITOTHI 2 4 (5.7%) | MReRiE (%
Z v R —EHEE) 34 (R.6%) . ATHER miw‘d (5.7%) . HURARBERERE 3 4]
(8.6%) . EIEFEENEREE | 41 (2.9%) | BAEEES (A HREMEAE) 14 (2.9%)
& U infusionreaction 2 #1] (5.7%) #5580 o7z, ifr_‘ o IS (g LR
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i, ZIEHEE, HARMESE) | TImEMRETE . | BRI, Pegs, EHEATm AR,
R as » B . B Y APME RO EITES Lo 7o, ABIEM 2SR R
% (MEABEMES 2T &#50EHG 2R,

OB IAIRE (CA209017745) (N Engl ] Med 2015; 373: 123-35)

FERGARATE 127/131 1] (96.9%), & SR 125/129 7 (96.9% v\_u.L.BE}) 5
oo A E ORRBIENTETERVGERREE 76/131 ] (58.0%) 27D LTz,
HA2S S%LL LOBHERILTRO LB Thoto,

#F3 RBMEHR %LU EOBHER (CA200017 RER)

e AN k= , (0/\0)
T Zinl 1}_
(MedDRA/I ver.17.1) 131 7]
/= Grade Grade 3-4 Grade 5

3y i 76 9

9

{ 58.0)

{ 69)

10 { 7.6) 0 0
12 { 9.2) 0 0

13 { 99 0 0
21 (160) (08 0

|

TeRlR 14 (10.7)

1 ( 08)

0

e 7 { 53) " 0

ks, WEVEREE 6 Al (4.6%) . KIBR - HEOTH 1L # (8.4%) | IEIESE (¥

oS —IEEEEE) 13 6] (9.9%) | NTEEREIREE 4 41 (3.1%) . ARIREEEEREE 5 ¢
(3.8%) . BEERERE'S URANERMVEMER ) 449 (31%) « BERIE e 1 4] (0.8%)
KX infusion reaction 1 %) (0.8%) MGR¥ LAV, Fio. FEE O (K RLIRIN
{ﬁﬁi\ ZIALIT, FARAEES) | T#ﬁ‘ﬁ’:ﬂ% EfEE, BIRMASRERE . | BURLIRAN, IR

We - BEIEAS . 58 5 R M UNLTRITEE S bitlein- 72, REWEH TR LR 37
%(m#@*L#%%”h) TredEE I R A R,

T}

H

(GERE REZ9)
DN AR (ONO-4538-063L%)

FEEET 7576 ] (98.7%) Zab B, ARE| L DN BEEES T TE A2V ES
FL 64/76 1] (84.2%) CE LA, FREFD %L FORIERII T RO L3830 Th -
77,
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=4 REFHSUL EOBIER (ONO-4538-063858%)

TR DI & (%)

I AGE 76 {4

{MedDRA/] ver.17.0) = Grade Grade 3-4 Grade 5

T H 64 (842) 16 (21.1) 0
HOH A B E AR T 7 { 92y 0 0
o 5 { 668 0 0
T 4 {53 0 0
R 8 (10.5) 0 0
Ll PR e 4 (53 0 0
W M- 4 {33 0 0
YR 9 (11.8) 1 ( 13 0
e 11 (14.5) 0 0
FETEN 11 { 14.5) 0 0

U o S ER L 6 { 79 2 ( 26) 0
s Ny VN B 4 { 53 2 { 260 0
TERR R 11 (14.5) 1 ( L3 0

R E 4 { 5.3)

( 1.3) 0

HVE R & 4 { 53 2 ( 26) 0
SR e 6 (79 | ( 1.3 0
Y 1 (145 0 0
L [ 5 4 { 53y 90 0

eds, FIEMERRBAE (53%) . KiFk - HEOTHSHE (6.6%) . #iEES (7
v oS L ERRESE) 1001 (13.2%) | RFRRRERE T 501 (6.6%) | HUIRIRERAEIE T 1061 (13.2%) |
BIFREEIES 16 (1.3%) . BHERERE (RARFF I 4e5) 401 (5.3%) K infusion
reaction 3 (3.9%) 2B SV, i, EEOKIGIEE (FUERBIRMERRE, 240
BE, BORIESE) . MIERVEREEDT . 1BUERE, Mg, BRI, N7 - BN
S E D ER ML AT Lo T, REWEMZEBLNSUIBLE TS (AR A e
R ATty BELEINERE T,

O E AR (CA209057 38E) (N Engl J Med 2015; 373: 1627-39)

B EZRIIAFEE 280287 B (97.6%), R & 1 08F 265268 5] (98.9%) (27w
AL, AFNE OWNFRESESRE W TERWAETESZSRIT 199287 #1 {69.3%) Cb LI,
SRR S%EL FORMERIZ T RO LB Tholz,



=5 RBIER %L LEOBHER (CA200057 3RER)

. W (%
I L %)
ol AAFITE
HATR 287
{MedDRAT ver 17.1) 1 Grade Grade 3-4 Grade §
RIlE 199 (693) 30 {10.5) 0

O SR AR T 0 19 ( 66) 0 0

TH#] 2 (77 2 (07 0
Tl 34 (118 2 (0Ty 0
0 - 15 (52 0 0

i 29 (10.1) 1 ( 03y 0
Ei%) 46 (160) 3 (1.0 0

0

0

TEAR R 30 (105)

B 16 ( 56) 0 0

24 ( 84) 0 0
27 (94 1 (03 0

PpEs, BYEMEATIE L 10 B (3.5%) | KEZs - EmE O IR 22 ] (7.7%) |, PREEIESE (¢
T e N L fEERET) 26 ] (9.1%) |, ATEERERLE 15 # (5.2%) | HURARMEERERLE 27
fo] {9.4%) | BHEGRALE (RAMMTTRIBEMEERT) 704 (2.4%) | HEde - S48 144 (0.3%)
% TR infusionreaction 8 #1] (2.8%) R bivi, i, BEEOEBRE (FRERREIRTE
f3dif, ZWAL, FRJOLIES) | TEREEIEES, fIFEIEES. 1 kN, X,
BEEATMEE 589 e K OVOIR 263580 S e o o, ANRIE 38 SR 13 R
% (AR EEEEEE0D) ZE0EHEE T,

DE PN TTARE: (ONO-4538-52 35k

AEFLUEAAGH (NIVO/BV/Chemo} #F 2717273 i (99.3%) . X[HE#EE 275/275 )
(100%) 25 o, RAIEA (NIVO/BV/Chemo) + DR RPMENTE TE RV
FEIT 269273 5] (98.5%) (ZpEE BTz, FEBLEEN 5% EORIEHIIE T RO LE Y
THhol,

6 FEPH %L EOBIER (ONO-4538-52 HE)

) FE (%)
nLE R - 250
%ﬁ;jij;ﬂ & AFIEEH (NIVO/BV/Chemo) T
(McdDRA/T ver.22.1) 273
> Grade Grade 3-4 Grade 5
R 269 {9835) 201 {736y 3 (1D
MH-BAE 143 (524) 0 0
i3 &1 {297) 13 (4% 0
F SN 48 (17.6) 0 0
2 R LR LR 30 (1LY 12 (¢ 44 0
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FlEr (%)

BB e : .
%iii\aﬂﬁ AR (NIVO/BV/Chemo) EE
P 273 Al
(MedDRA/T ver.22.1) /> Grade Grade 3-4 Grade 5
SHE RS B2 19 {70 1 { 04) 0
FAEHIE R = 22T 120 (44.0) 3 ¢ 1.) 0
R - N - 59 {21.6) 1 { 04 0
R e 32 (1L 0 0
SEE 15 { 5% 1} 0

g‘

7 T B i) 116 {42.5) 87 (319 0
fiL B AL {34.1) 40 (147 0
TINARY (7% ¢ el 59 {21.6) 16 { 599 0
TANRZEFLMET I S T AT 2 T E R 24 { 8.8 2 { 07y 0
FIoZLT IS R AT TP A 2 ( 7H 3 { 1) 0
L2 L7 S 6 ¢ 59 1 ¢ 04 0
i 15 { 5% (] 0
]
o F4 85 {31.1) 3 { 1) 0
T 68 (24.9) 3 ( 1.y 0
T 30 {183) 5 { 1.8 0
=S 50 (183) 2 (07 0
M| 21 (7 0 0
e
i 78 {28.6) 15 { 55 0
I PR 53 {19.4) 43 (158 0
FERAYL LS PR E 43 {15.8) 41 (1500 1 ( 04
[ . Bfeek s SiE 26 (95 13 { 4% 0
JITRARE FFa e 18 ( 6.6) 4 { 15 0
.
FEERAN 69 {25.3) 0 0
ERE) 66 {24.2) 0 0
]
o = 6% {24.9) 1 { 04 0
574 40 {14.7) 2 { 07y 0
2 19 ( 7.0) 2 { 07y 0
]
S 43 {15.8) 0 0
Las<b 34 (125) 0 0

B AR 81 {297) 8 {29 0

T 65 {238 37  (13.6) O

EO 65 {238) 13 { 48 0
e

ELRIRAERES | IE 26 { 9.5 1 { 04 0

PR BRAEBE S0 e 15 (55 0 0

B F R A 4 (5D 4 (15 0

Feds, MPERIET 20140 (77.3%) . RRRCTHFRARIE/ X Ao —02 4] (33.7%) . EHE7e
MR 43 6 (15.8%) , FIRMBERERE T 39 4] (14.3%) | EHEE O RS 36 4 (13.2%) |
HTRESREREEE 35 491] (12.8%) . BHEEREMIEE 20 4] (7.3%) . MIETERIESL 194 {7.0%) .
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KIS /MBS - EJY O T #] 19 4 (7.0%) . AIEFERERIE 14 44) (5.1%) . infusionreaction
13 4 (4.8%) . T EAAEENEME 547 (1.8%) , i 4 41 (1.5%) | DIBFERE 4 4] {1.5%) |
1A R 3 3 (1.1%) | ERlRMmMARSERRIT 3 8] (1.1%) . S{EMEIRE 2 2 ] (0.7%) .
FEAE 2 48] (0.7%) . T4 1% (0.4%) R OIS 141 (0.4%) 23880 Hiui, £,
BTSN, LR R, BUTEHT#, TR, JHde « 65, ekaamiatt, i, &
E AL AR R OYEILIZED B o T, REWEH#E BRI B E Rk (B
MEMBT A2 &) 280EHFFERETT,

Ui L pz e % UFE F L A7)
(DR LR TSR (ONO-4538-77/CA2099LA 5%}
ﬁ%ﬁ@fizﬁﬁl B (NIVO/IPY/Chemo) &f 355/358 7] (99.2%), *JHRAEE 341/349
(97.7%) 1ZiR® LTz, BAFER (NIVO/API/Chemo) & OEBRUZRAE TE 720V
FE ST 322358 Bl (89.9%) (TR BLALTn, BEED %L LOBERIL FEO LB
THol.
F7 HBRFEHR UL LOBER (ONO-4538-77/CA2099LA AR

Fl3 (%)
AAVEA (NIVOAPTChemo) £

PRI SR
AT

358 441
(MedDRA/] ver.22.0) 4 Grade Grade 3-4 Grade 5
ZEIEN] 322 {R99) 159 (444 1 ( 03)

.

=ik 80 {223) 20 { 56) 0

I BRI 35 (3.8} 22 { 61) 0
.

B IR AE TUATEAE 27 (75 1} 0

FR IREERE(R I 52 {14.5) 1 { 03) 0

feE 32 (89 i} 0

I~ 51 73 {204) 14 {39 1 (03

0 94 {263) 5 {14 0

s 47 {13.1) 6 {17 0
.

HEE 73 {204 3 { 0.8 0

9 59 {16.5) 8 { 2.2) 0

=, 20 (56 0 0
.

FIZoTF R NFA T 7B 23 (6 3 { 08) 0

I =N 1% 50 8 { 22) 0

TANRTX BT I S TR 27— 19 (5% 4 { L) 0

U A— R0 18 (5.0 13 { 36 0

‘

TeBk R 56 {156) 4 ( 1) 0
]

AT 26 (13 1 { 03y 0

TP 18 (50 1] 0

Bl %S 19 { 5.3) 5 ¢ 14 0
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FlEr (%)

UL A
?u?ii{gﬂén A FEH (NIVO/{;’I/Chemo) Fize
' ‘ 358 {5
(MedDRA/T ver.22.0) 7> Grade Grade 34 Grade 5
Wi e 32 { &%) 3 { 08 0
A HEE 66 {18.4) 3 ( 08) 0
e 64 {179) 5 ( 14 0
HER s s 18 ( 5.0 3 { 14 0

7pks. FORARERREREE 74 1 (20.7%) | FRERIES 5161 (14.2%) . Bschhefid/ <
AT =50 7] (14.0%) , FFEEEERE 48 ] (13.4%) . KIBE « BB - HEE O THI 26
) (7.3%) . HEEEREETE 25 W) (7.0%) . HUE QBT 214 (5.9%) | REMEAEE
19 4l {5.3%) . infusionreaction 17 %] {4.7%) . BIBEEEEIET 124] (3.4%) . FEEHE
BEMETFE 75 (2.0%) | DEESE 746 (2.0%) . ke Bl (1.7%) | BER 4 4] (1.1%) &
USRHRMASTEREAE 1 #1) (0.3%) 235E0 R, F7/, BIERIE/ HE, O, e, |
BUPEFRAE . BFAS. AB(LHEARE 28, s - BEIESe 7okl ds, mERTT e,
RERE L AL NESE B A UYETLIZEN S B e o fo, AREITEH TR SRR LB
% (ERMACEREFED) 250 EMERERT,

@B L) B TTAAFAER  (ONO-4538-27/CA209227 #454)

(AF A BV v T LS

HERYIARFIFH (NIVO/IPL) Ff 568/576 7] (98.6%) . < FBRT 554/570 7 (97.2%)
AR BTz, ARSIGA (NIVOAPD & R RBIFASE TE RV A FTRIT 442/576
Bl (76.7%) i bivds, I S%LL Lo ERITTRO LB Y Tholz,

F8 BB 5% EORIER (ONO-4538-27/CA209227 388k Part 1a R TV 1h)

- failtx (%)
nre AT
gg’;’j’fj;m“ AFIBEH (NIVO/IPD EF
e 576 {7
{(MadDRA/T ver.22.0) & Grade Grade 34 Grade 5
A=l fEH] 42 (767 189 (328 1 ¢ 02)
]
1N 2 =] 48 ( 83 1} 0
RIS AEAL T 72 {12.5) 2 { 03) 0
T 98 {17.0) 10 { 1) 0
s 57 (9.9 3 { 05 0
]
I F 59 {10.2) 8 ( L4 0
Y rr 83 { 14.4) 10 ( L) 0
I 43 {15 2 { 03 0
]
FIorF I MR T T —EH 52 (9. 19 ( 33 0
TR TR 36 ( 6.3) 17 { 300 0
FANRFHMET L S T AT 2T E 56 ( 97 18 { 31y 0
U i 7 43 (7.3 23 ¢ 40 0

TR IR 76 {13.2) 4 { 07y 0



FlEr (%)

.l”r.—r—‘ | /\éﬂ . ]
?u?iif%ﬂ A (NIVOIPD) #f
(MedDRA/T ver.22.0) 576 Al

= Grade Grade 3-4 Grade 5

E2NEEE 20 (5 4 ( 07 0

il 5% 41 { 7.1) 16 { 28 0
JI b wip i il (34 1 { 02) 0
F e 82 (14D 3 { 05 0
B 98 {17.0) 9 ¢ 16 0
B 45 e 1 39 ( 63) 9 ( 1.6) 0

7R, TURIBMSEEIES 115 1 (20.0%) . IHEEEEREZE 91 ] (15.8%) | fIERIESE 51 41
(8.9%) | FEMEER 5081 (8.7%) . BEFEALE I A4 3F 38 6 (6.6%) . HE
OFEFEEE 27 F (4.7%) . KES - NES - TR FF 25 F1 (4.3%) | EHEGERET 25
7 {4.3%) . infusionrcaction23 ] (4.0%) . THEMEEEEIEE 19 ] (3.3%) . HIFrkesE
19 ] (3.3%) . FF213 41 (23%) . DHEET 9 F (1.6%) . BER 6 F (1.0%) |
1 ANEIRRE 4 1 (0.7%) . 5 E IR 2 B (03%) | Ofd 1l (02%) . Tk 14
(0.2%) . Mg - il 1 4] (0.2%) ROEIRIIe 24 1 ¢ (0.2%) 2EE0 Ll
F/o, TS E, AL, MfLtEIiE &, B8 MiklEs, Mk SRt 4k,
FEEE H B DMEFLIZFE D D v d o 7o, REWWEHIHEDUR OB TR Y (B AR A i &f
wEte) AEDERHS R E AT,

(B &7 7 FFl{Fl A bHEE E OfFHERE (PD-L1 #5= 1% R0 0 B L) )
EEFTHGIAFGED (NIVO/Chemo) B 172/172 7] (100%) . 4 HRET 174/183 #1 (95.1%)
VAR BT, AANGE A (NTVO/Chemo) & DFRERBFEATE T 2045 FTEIT 159172

 (92.4%) (ZREO BN, BRI S%LLLOBHEHIZ FEDERBY TH- T,

#9 FEWMEHR S EORIER (ONO-4538-27/CA209227 3B Part 1h)

_ ot (%)
'IH“_‘_‘ l . j\;ﬁﬂ e o 5
?u*géij_zi”* AHIBEH (NIVO/Chemo) RE
2= NAN
(McdDRA/T ver.22.0) - 172
/> Grade Grade 3-4 Grade 5
201 H 150 (92.4) 96 (558) 0
il 70 {40.7) 30 (174 0

I T ERR 41 (238 23 (134 0

AL R I A 17 (9.9 7 ( 41) 0
(ks 38 {22.1) 0 0
T 17 (99 2 { 12) 0
L 67 {39.0) 4 { 23 0
Mk 14 ( 8D 1 { 06) 0
LY 26 (15.1) 4 { 23) 0

22



FlEr (%)

AN

%ii)\ i AHIGEH  (NIVO/Chemo) Ff
e 172 7l
(MedDRA/T ver.22.0) 7= Grade Grade 3-4 Grade 5
17797 18 {10.%) 1 { 08 0
Wi 43 {25.0) 8 ( 47 0
fEEE 9 { 52) 0 0
Fhis o 483 0 {58 1} 0
FAH M AT 9 { 52 0 0
) 12 ( 7.0) 1 { 06) 0
FIo T E S T AT T 16 ( 9.3 5 { 29) 0
T T —E R 11 (6 4 ( 23 0
J’//\J:"r/uzfi 2T AT T B 0 (5% 1 { 06 0
ML L s = e B 12 (70 1 { 06 0
o Rk 27 {157 17 { 999 0
JIRANY 175 ¢ hed 21 {(12.2) 11 ( 64 0
SN 15 (87 9 { 52) 0

fefkim R 39 (22.7) 4 { 23) 0

F 5 15 ( &7 0 0
g 26 {15.1) 1 { 06 0

TR, MRREET 26 B (15.1%) | ERE@RGE L AT 22 48] (12.8%) | ATEEEE
P 21 1 (12.2%) , HFEUOEUEEEREE 16 51 (93%) | BHeel=E 14 8.1%) . M
BRI 8 #1 (4.7%) . A - NGBS - EIEO TR S # (2.9%) | Jubs,zﬁuisf&'d

(2.9%) . infusion reaction 4 %] (2.3%) . W)U OFZRERIE 241 (1.2%) . LH98 1 #)

(0.6%) . A 14 (0.6%) . 17UEERGAN 1§ (0.6%) | AT 1 4 (06%) L IR
MR E 1 (0.6%) ROFHIRINAEEE 1# (06%) A bt i, TEM
e ATAE, Tﬁ?{hfﬂ:ﬂﬂmﬂ T%VF\B&QHL[’%%\ Wz - dilede, TR MR, L
BRERTELGE, SEE. R, S E SR BN ROYEILIEERS G o, A
I HT 28 BLR L 1 B i e 5 (ﬁu“ﬁif’\ﬁ{ HE gty A E0ENREE R,

2) ;lFfJ\‘*H%H’ﬂﬂwiwmc:Ja VY AR R

DEFHEFRFE IR (ONO-4538-55/CA209816 7RER)
MR B 1T A FFFR (alHBBEEo 9V R 505 hofd R 51% 30 1 EL

PGS FE B a1 L 72 340 WARAKIGET (NIVO/Chemo) BT 165/176 1 (93.8%) . %/ HR

# 173/176 4] (98.3%) 1258 Bz, AN (NIVO/Chemo) & D K RILE DS G T

ARV E PRI 147/176 5] (83.5%) (ZERDH BT, EBIEAS 5%l EORITEHIE T 3=

DR Thol,

23



F 10 FEHETMN 5% EOREH (ONO-4538-55/CA209816 B

3 (%)
BETTRI| K 45 % : ; .
ﬁﬁzgijﬁ_n ! AAEH  (NIVO/Cheme} T
(McdDRA/T ver.25.0} - 176 #] _
A Grade Grade 3-4 Grade 5
DRIET 147 ( 83.5) 63 ( 35.8) ]
e
i 41(23.3) 5( 2.8 0
(7 th e D 17¢ 9.7} 2( 1. 0
SF BRI 30 ( 17.0) 19( 10.8) ]
e
B 37 (21.0) 0 0
T 10( 57 1( 0.6 0
A 58 ( 33.0) 1( 0.6 0
iE{1IR 15¢( 85 20 L) 0
I /1 16¢ 9.1) 2( LD 0
W 22(12.5) 1( 0.6) 0
faEm 25(14.2) 1( 0.6 0
ML 2 b7 = e HE A 12{ 6.8) 0 0
I3 R L 26 (14.8) 13( 7.4) 0
AN T 0 14¢ 8.0) (17 0
O R 13{ 74) 3¢ LY 0

e

BhRER 30 (17.0) 20 1)

=]

AT = o — 13 S — 11( 6.3) 0

Laond i 12{ 6%) 0 0
it 17¢ 9.7 0 0
iR 23(13.1) 1( 0.6 0

Prs, R 30 B (17.0%) | BERUTRALERAY 3 4/ <F—23 (7] (13.1%) . FFHkeEns
14 (8.0%) | BHERERETE 134 (7.4%) . infusion reaction 10 ] (5.7%) . HIKME
BEARIGSE O B (5.0%) . BITOMUSRIE 4 B (23%) | B ALIKEE 3 ] (17%) |
BRI 2 1 (11%) . DI 2 48] (L1%) UK + M - 150> T |
Bl (0.6%) A58 BT, S7e. BRBEANE. D5 B 1 ABER . BN,
PR, NF%e. LMD A, TUiaoss, mIBHaenos, s - s0Mise, ThR L
fegEtes . IERARLAE, KO, PR, ENCOBA, B U O M, ke, L
L% CIEFLIEAR Y B L s Ty AH T TR S S 4 (B bR AR AR 2 B )
EEUEIE AT,

24



[ M - B
AFORFEREHEEC T AR U T 2 b— 2 a o kv, A3 mgkeg (IE
E) {13240 mg & 2 BB MR CRE LZBEOARAOME | EESRT S/, £ 0k
o K240 mg & &5 LA BEoREDTIT, AH 3 mgke 5 L EROREE S & s
LT x s e FHllSnicb oo, HAABEIZENTHEE BRI TV S
e HE (10mgke % 2 BEBIE TR ES) CARIEZES LEOREER b ik L TR
oy T &R (TR MAT EBROFRICET A7 4 ICE & A5 3mgkg
(RH) ST 240 mg & 2 MR TS L 72 BROAA OVRER &= & A @i e itk &
ORI & feFS T BB USE T LR S, I oW TR M T s i R
oA - AEON THEMEE OB CHE A AR I EPilllEhiz, £z,
NIRRT R E BT A7 - Z IS EEE LBERG T T AL AL T, R4 3
mg/kg (2 MR TRE) . 240 mg (2 MR TRE) 3T 360 mg (3 MR TR
HYy LAY D A~T 1 mghkg (6 WRIFAR TR L) 200 LicBoR mEa st Lo
R, RRRoOME - MEOMTESMICAM R AR T/ & Tl S,

E 1 FRAOEMEEF A —F

}'H:‘# R }'HE- Cu_mx CmindM Cu\'gdl-t Cmax.as Cmm.ss Cavg.ss
i = {pg/mL} {ugimL) (pg/mL) {pg/mL} {pg/mL) {pg/mL)
} 3.6 16.6 243 113 62.1 77.6
Imghkg QW | 50 708) | (107,245 | (17.,33.9) | (750,170 | 27.0.107) | (42.1,127)
727 23.5 34.1 159 87.8 109
240mg QIW | (5111030 | (152,346) | (25.1,478) | (102,254} | (41.5.158) | (62.1, 187)
191 613 90.8 398 217 278
s ()2
WOmelg QAW 147 019) | (512,792) | (79.0.114) | (331.532) | (184,313} | (237, 386)
A (5%, 95%07) . Q2W : 2R, Cue : FITE 55 O G M 1L, Cunas » M5 %14

HB 8 DRSNS DRL. Cogna s HIDFE R I4H 52 To NS R, Cowgss - ERRERIZE
0P 2 B ME TR Cininss 1 EFERBEIT BT 2 BRIGE DRI Cowss - EFREIZ B S 19005
B

T, AR ORERESEES 7L ERMN L2y T 2 b—3 L2 0 A 480 mg
4 MG TR S OIBEGEO Tk - &% °R 5 L BEOXRA O Mg | R E 23!
Az, ZORE. RA) 480 mg & 4 FRHERE THRE LZBROETTRIBIZE T £ 750
TEHRE (LA, [Caws) &9, ) 1k, AAI 240mg % 2 JWTARIME TR 5 L72BEO Cues
EFELT D b TMIE N (N4 L ETTL ARH 480 mg & 4 MM TS LIsBEoE
TRIBIZE T A B mETERE LT, [Caws) &V 9. ) B A4 240 mg % 2 FT]
MR TG L7ZBEO Cuonss & LB L TR A 3 & PHISHIZG OO, BRABREIZE
WTEARMENER AN TS AR - AR (omg/ke & 2 MW THL) THRE 2455
L7ZBED Chunss & FEER LTI A R & PRI (F4E) 0 AT, EROBECES
VAT =M RS E | ARl 3mgkg (AT F0 L 240 mg A 2 BRI, B L EAH
480 mg A 4 @RI T - L7 BB O AR ORI & 8 L% 20 & o Bl & faE
T HBEFRGT T ADER S, YHEEIIOW TR TR, FRRo Rk -
Ao THMER P22V I\ e e it e & TRl Sz,
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12 FRORDBRE T A —F

J:H‘(‘}‘ . H:J . Crmax Crinazg Cavgd?ﬁ Cmax,ss Chriinss Cavg,ss
e - {ug/mL} {pg/mL) {ug/mL} {ng/mL) {png/mL} {png/mL)
3 ke O2W 516 272 310 113 62.1 776
mg/ke Q2 (352,70.8) | (16.5,40.3) | 21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 437 159 8§78 109
20mg QIW 151 03y | (233,50.0) | (30.8.60.9) | (102,254} | (415, 158) | (62.1.187)
145 29.7 53.0 216 713 109
BWOmz QAW | 100 207) | (15.5,47.4) | (370,748 | (145,336) | (275,137 | (62.1.187)
- 193 99.6 116 396 214 275
mg'ke Q2 (146,222) | (86.5,132) | (101,148) | (329,525) | (184,303 | (236,377

B (5%, 05%0 L Q2W 2 2 AN, Q4w 438N NIF . Cox 1 IR 148 00 Fpeidh 585 P A
Cruindzs : ?J:HEHQ fj‘{[{ﬁ 28 I_I H [fap fj"f)ﬁ'ﬂ&mllﬁ LPIILL‘:'F?:.\ C;l\'gd28 : %ﬂ'ﬁlg ijf% 28 11 H %Vca)qzjéjm(:l’?l'l'l?%
B s+ ZH TR BT DS M P I, G 1 AZEDREBIZ BT D REME I, Cos  WZHIK
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WDIRANTER YT DIEA) 23, MR EROARICET S BEORME L L TRBE S
TWH Ik,

*

o |ERAGFERIGE 2 FOYBTHERAE T Li-®%ic 5 FLLEO R ATREOERRHE &
ToTWAZY, 96, 2FL IE, BAEEFEZ P LEEBEEROIMES
FHoTWWAZ &,

o [EROFEEUEE 2 EOAMHE 28 LI 4 L LoBIRBSAE AL TS
_k¢5%\3¢uiﬁxw%@ﬁA%%ﬁ&fa T o MR 2y = OV R ATHE 497 -
TG Ik,

o =BG GFIATHE 2 FORBETHELET LB, iR o s AEMREE ST 5 T2l
E O AR FOERET> TS 2L,

@ BRHNOEXREREROMERICOWT

| AR BIZHE T L A AR S, EEREES L OEWEO, Aot - &
PSRRIV E O A OEMST T AR, A E TS L L BeowmE
T, AWM TS IR S o T D T L,

27




@ BHER~OHRIZ2WT

@-1 EREHICETSEH
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FERIE RIS ZEIESE, infusion reaction, FEEEZRILAERIE . ILEREBIEMCHE, #N4E.
FEde, mBEOHE R, SRR, BEORZELL, IR EE, DREE COHE -
TRER - ORMHASMRAES) . R, BEE I, EILE) ok LT, Mihesk LT
Bl | =R D ML 2 4 A 1R AT &l U (B EAR O e xhsic B L TR R USSR
AR LNLOEHICEL R EEICEYR NS TEDHERNAE- TS b,

28



5. REXBLLRDBE
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77 FF A B F bR 2 A T S G R IIB B/ IVE UM o R
FEREFER

77 F T A 2wt b e R 2 A S UIER A E AR B B/ TV DI ok
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HRR AT B
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7T EA b TR E (B LEE . VAT T (UXAART F T
VY MO LU H e INRT G T NS U E e IR R

AT ZT L (FAHNWRTTF ) RUSNA M F R, AR TIT K
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A#EEE R dER SNy — 205 5, ZOES. LPRERL 4G+ 5T
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TECOG Performance Status 0~1 972 @ 75 5k LLE, 2 ITEECOG PEIfOlHl'dﬂCe Status 2 ¥ OBRETE, 3
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Marianne J. Ratcliffe et al. Clin Cancer Res. 2017; 23: 3585-91
Ming S. Tsac et al. ; ] Thorac. Oncol. 2018; 13: 1302-11
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BRI ABET AL, ek, RIBERAE 0 L0 BIE
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1. IXC®HIZ

B B 5 TN HE - R OFRIR O 01T, BRI SCES D RSV A D A M 23R
HLID, SBIC, ITEORSEEHOERC LH PURESER /e & oo LR e BTHRA HI B
TSGR AGREN AT T, Zh b ok 4 HICAE B A TR T 5 2 b N E o
%ﬁ&kofﬁw R B B & &ngiﬁﬁgmﬂImzw#ﬁﬂza@ BT
BV TH, ERNEENEOSEAOREEABEERK S Z L E ST,
AR HEE T ESG T, BEM L a7 }’/fﬂ/fﬁﬂi{.’(?wl:%mu, AH & A R
A EWRBHSL, O, ARWEE VI ET ABES | TS S Toll.
LHEERONEER LTS 2 EAMBEEN DU DT 2 & & bz, FlfE
AR LB Bt i A b B T L AR HE e — i O B A i o P e R ol
TAZENEYUTHD

Lin/ia T, A ]*7/(/ Tk, BHREEESC T TGO TV A ESKER -
b gl i{il,u_%f)% PL R o EES ORI H G A S S VBB, B2
FROEE R T,

E, ARHTA BT A L WALATEGE ANE R ERA R S A A A
ERERAE A, RRALTE A B RERR AR s 2 B VAT R A B B RS O 7
DY LT,

KGR E R B EHES AT Y — AR ER L 20 mg, AT Y — AR UL 1001ng ATy
— AR EEEE 120 mg, AU AR ERERE 240 mg (AR - =
A7 GEETHIERZ))
%Lawﬁmldwﬁzimﬁﬁﬁﬁﬂi
HELLARLEUHE  BE. AR =R (BEFHEL) £ LT, 17 240mg
TS S 1 [O] 480 me % 4 FRBIEIE T R aiE3 5, 7=
fil,\%E#t%%fﬁﬂiﬂ:iSFT%3%ﬁ@%%¥ﬂh%ﬁﬁkd>ﬁ%é?kt‘%Q‘iﬂﬂﬁﬁhilz
BBERIECETS,
RIEER AR BT AN LT, B A= (86 i
Z) T AENE, BT, AR LT (B
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B, =Fw 7 (EATRERZ) L LT 1 E 240 mg & 2 3R
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oo pIERAL L EN AT

i
)
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Zhe Xk Hi?“ﬁﬂﬁ?ﬂﬁﬁﬁfﬁﬁﬁﬂfﬁéﬁiﬁﬁ

Mk K OV & AT B A (EEFOAL) & LT3 mgkg
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2. FHF|ORH, (EREF

AU — R AU ERT 20 me, [WLAGH AR 100 mg., WAL AT 120 mg A ORW] A eR T
240 mg { MRA  =AAw Y GEBETHELZ) . LU, TARAD Euvo) i TR
LERRSHE AL Ly AfE (RTVA L e A —RA A7 A7 (BMS) 1) 78
FAZE L7~ b PD-1 {Programmed cell death-1} (Z%+ % & Rl 1eG4 £ / 7 v —F L4k
ThA,

PD-1 iE, fEHEAb L7z U L RER (THE, BRABA DT F o 7057 —THK) RUH
HAAINIZFELT A CD28 77 T U — (T ROk a0 2T & Bz mli+ 5 4
TED) B TAZEERTH S, PD-1 IR S HA A2 PD-1 U 7 R (PD-LI
NTRPD-L2) LS L, Vo SBRIZIRINE S 70 45 LT Y SR ke &
BAICHHE LTWD, PD-1 U H FIEPURER R LA & b D fx 70 MRS Rk - 2840,
LTk, MELEMEE ) O LIS 3517 2 PD-L1 O &Ltk otz
MR & DRI B OHBEESRAH S Z L BRI EN T A (Cancer 2010; 116: 1757-66}
F e EME RO R T TR EE TS A ¥ — T = a v w (IFN-y)
(2> T PD-L1 OFEPFEE SR, B L AREEHEACB TS PD-L1 O3EH Ll e
FAAHIE L DEICEOHRBEGFENH 2 £ ORT S & 5 (SciTransl Med 2012; 4: 127-37),
E 5T, PD-L1 &Rl FIR X w7 a3 VR E . FURRe LAY CDS BBt T Ao Mg =
M AEEE S5, 5L PD-L1 #i/K T PD-1 & PD-L1 & D& ZILET S X Z ORIk
EEEMENRIET L 2 L RENTWD, To 2 &5 PD-1/PD-1 U H o FEEEK L, M8
AR B R RS e T MIRA 0 OBBRE LT 20 —2 & LTEZ LN TN
B

AT BEEABR OFE R G PD-1 OMBEAMIUE (PD-1 U 4 FHEESHUE) IRES L.
PD-1 & PD-1 Vo REDFEGEIFETH 2220, SRR T ML
PEAE B O A HIBR L2k A RIAR A FE PR A T 5 2 & TR 22 biEE S £ 4 T
TEPEEA SR TV,

ARFOVERABFEIC -3 RO RIS M. L ARIERS 23 Sty BE IR LI
FEARGEER B H, AFAOL G TRV EEITT, BEOBZEE oIz r0, B
h LA EIT L, R LA RIS U7 TP A AR &R A RO R AN & S LT
L7 8RRl 24T, WY OSELONIE L 2RI AS DI D E T, RIBEESL
FURORGFEO MU AT 5 LR B D,
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[F4htt]
OEPE DR (ONO-4538-02 i)

AR (PR IDTIC) 209 ) 0 £ AR A T A R IETERRE /2 T
H/IVE O3B R OEMETAEREE (ECOG Performance Status 0 A US 1) 35 7] 4 k4212,
A 2 mg/kg & 3 RFIMINGE CREMET Lo, FEMMEE ThH7ELE (RECIST 77 A
R 2 1 RS < Y2 L D CR ik PR) 1E 22.9% (Q0%{SHEIXRT @ 13,4~
36.2%) Tholr, 72k, EANIERE LIZ BT 125% Th o7,

OFEPFE TR (ONO-4538-08 B

b 2R RIHE OMG O R A2 I/ IV Ui TR o #EETAaREE (ECOG
Performance Status 0 A2 T* 1) 24 )4 %312, A4 3mg/kg % 2 i R TR aE L /.
TEIHRIIE Tl H&ESF (RECIST # K742 11 BRICE-S RN HGEIZ LA CR
Sk PRY 1 29.2% (Q0%IEHIRIE - 16.7~45.9%) ThHh-72, B, Faiic&EE LB
i 6.0% TH -z,

O ETITAHAER (CA209066 %BR)

v-raf = 7 ARRE T oL 2R E AR B (ULF, TBRAF] ~1v9,) V600
BEH OB EEEREE OGN E 2 M/ IV OB o B LaERE

(ECOG Performance Status 0 Z T 1) 418 41 (ZRAIEE 210 41, DTIC BE 208 9} Z5d5ic,
DTIC ZxtHd & LTS 3 mg/kg % 2 MR CRIETE L & 2O AL T TS
e L7, TEFHMMMA THAHRAETHIM CLE. T0S) &uvg ) {(RifE [95%(E
FEEETT]) o PRERAT RS R, AAREIL NE" [NE~NE] # H . DTIC #7T 10.84 [9.33~
12.09] ZHTHY | AfKIE DTIC (24 LHHZREICEBERIEE S/ 2 L. O~F— Kb
0.42 [99.79% 158K : 0.25~0.73]. p<0.0001 [FZ5 log-rank KiE], 20147 6 /1 24 A
T HEHw A7),

= HEANE (LT, RED
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AFIHE T 31.7% (95%(SRIKH : 23.5~40.8%., 20144E3 H 10 UF—& D v bA7) T
Beoln, 7eE, AN OBMEROE L Cuvinh -7, b o —0o R EMAME L T
% 08 (FRE [95%EHEXM]) 2o TI82 FldmA 0 (4010) Uz THRIRET
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etk O Mb/e KA/ IV OV TEMERE 906 6 (U ARABRE 28 & 5de, AAINE
45340, A U A= GEETHIEZ) B4S3#)) 235z, AU A7 hxEl LT
FA| 3mgkg % 2 WRIFEIR CHIEERE LA & 20T ot 2 A e Uiz, TERH
HIE Th HMAIEATTHH (hiE [95%EEEM] ) oPMErERIT, RAET NE
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AEFGIRHE (100%) (2D L, KA OFRREEEPTE TE 2 OAETRIT
30/35 1] (85.7%) (23R S, FIRED S%LL LOBEHERIZ FRo LB ThHoT .

F 1 RBEERs%U EOBHER (ONO-4538-02 BB
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K AGE 35 44
(MedDRA/ ver.16.0) 4 Grade Grade 3-4 Grade 5
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|
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|
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b 5 (16.7) 1 (33) 0
(R 16 (53.3) 1 (3.3 0
Engl s 2 {67 0 0
AN 4 (13.3) 0 0
0N 3 3 (10.0) 0 0
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G E IHFEZEER  (CA2090672500)

FERGUIAS N+ £ ) L~ 7HE312/3135] (99.7%) . AFIREI12/31351] (99.7%), A
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T 142 {454} 30 (9.6 0 67 (214} 9 (29 0 105 (33.8) 18 (58} 0
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I HL 60 {19.2) 2 {0.6) 0 21 (6.7} 0 0 21 {6.8) 1 (0.3} 0
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7178 23 17.3) 9 (2.9 0 17 (5.4) 3 (1.6) 0 15 (4.8 4 (1.3} 0
AST 8 h0 51 (1630 19 {6.1) ] 13 (4.2 3 0.0 0 12 {3.9) 2 (0.6} 0
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AWk 24 (7.7 o 0 20 (6.4 2 (0.6 0 15 {48} 0
[T 4% R 3 36 (11.5) 3 (1.0 0 20 (6.4) 1 (0.3) 0 12 {3.9} 0 o
Ml 0 21 6.7 3 (L 0 4 (1.3) 1 (0.3} 0 5 {1.&) 1 (0.3} )
g 15 {4.8) o 0 17 (5.4} 0 0 11 {3.5) 0 )
o 112 (35.8) 6 (1.9} 0 67 (214) 1 (0.3) 0 113 {36.3) 1 (0.3} 0
it 91 2900 10 (3. 0 72 (2300 1 (0.3) 0 68 {21.9) 3 (1.6} 0
e INEE TN 38 (12.1) 6 (1.9} 0 14 (4.5 2 (0.6) 0 18 {12.2 1 (0.3 0
0 B HE 27 (8.6) o 0 28 (8.9 1 (0.3) 0 16 (5.1) 0 0

B, RAFAEY A «/ﬁﬂ;ialﬂ*ﬂ’aﬂﬁf%{ﬂ (27.5%) . BTHERERETE 10247
(32.6%) . FURMHSRERE 87 (27.8%) | BHmEREF214] (6.7%) . MVEICHIR L2
1 (8.0%) . KMEde - B FHe0H] (19.2%) | E”'@TEEM%ZIM 6.7%) . TIE
AHTERE2TH (8.6%) | BITBHLIEREE 14 (4.5%) . FEZe3f (1.0%) | BM# - #hiE
22217 (0.6%) . infusion reaction 1345) (4.294) . 5 5 95 M43 {1.0%) | fh#300 (1.0%) .
TR RN/ 2 A/ X T—35081 (16.0%) | FZ 14451 (4.5%) M OFRHIR £ 384 hiE 245) (0.6%)
RS BN, E, ITERM., EAETYAE., D524 O 2 PE i Nk e PSRBT
WG B i, RAMEIC BV TR RIS 6641 (21.1%) | TTHERERIE 2464 (7.7%) |
HOR IR TE RS 474 (15.0%) . BHEIEMIE M (1.0%) | BIEMEMEESH (1.6%) .
Kl - EEOTFIL6A (5.1%) . EE O KEREEF] (2.6%) . T TREREREEIM (1.0%) .
BW s aelE R (1.0%) . BE43E (1.0%) . infusion reaction 1495 {4.5%) . SY 5
#25] (0.6%) | WERUBRAFIE/ 3 4/ 3F 284 (8.9%) . FF4e2f5 (0.6%) MUEIRM
FEEERRTELE] (0.3%) D LT, Eo, UNERMA, EFEDRIE, 6k - iR,
LRl %, Wb 48 B OMRPE R L R IR 55BN PERR 6D L7 Ao 7o, AR 38 BLIR L

BE S (MRAERERRET 23t 2abEiERE TR,

ARSI R AR RE 7 ik REMBRE L S IIERS + 1 B L TR S 2 et L s
1 FHEM (CA209004 3RIR) O 27— b 8 IZEWT, (L THERIGI T 28 ] & k75
EATGRETAT 13 W) & T, ZaMmIC e BT bl o,



(DEE:HRF M REE (ONO-4538-21/CA20923875)
FEZLITARFMEAILA52H] (96.9%) | A B U v T Ti446/4535] (98.5%) [ZaR 5
AU, IR X OERRLIERTE TE Vv B FRUIAAIRE385/45207] (852%) . A E'U
2o T BEA34/4534] {95.8%) IZFRH B, WD EETHERED %L LORIEH IR
Tl &Y ThoT,

F7 WTh OB TIN5 EORIER (ONO-4538-21/CA209238388k)
e (%)

LA I ENAG

oAz AlflEE oA B e
(MedDRA/ ver.20.0) 452 4 433 fl
4 Grade Grade 3-4 Grade 5 4: Grade CGrade 3-4 Grade 5
2EE1ET] 385 (85.2) 65 (144 0 434 {958) 08 (45.9) 0
|
e TR 57 (12.6) 1 (02 0 49 ( 10.8) 2 0h 0
k) 35 { 7.7 1 (02 0 19 ( 4.2) 1 (02 0

T 110 (243 7 (15 0 208 (45.9) 43 (%5 0
il 68 (15.0) I (02 0 9l (20.1) 0 0

i=pr 29 ( 64) ] 0 46 (10.2) 1 (o0xn 0

Inl: 12 (27 1 (02 0 44 (97 2 (04 0

L Yt 24 (53 i 0 14 3.1 0 0

N 9 {2 I (0N ] 45 {59 34 (73 0
]
I 57 (12.6) (om0 53 (117 4 (0% 0O

T 136 ( 34.5) 2 (04 0 149 (32.9) 4 (0%, 0

A5 7 {15 0 0 34 (119) 2 (04 O

Y i—H 30 19 (423 0 2% A7) 6 ( 35 O
ALT 10 28 5 (10 66 (14.6) 2% (A7) 0
AST 1) 25 2 (04 0 §0 (133 19 ¢ 42y 0
735 2 9 (2 0 14 (3D 5 (1) 0

=

FiREGE ( 4 ] 0 30 { 86) 1 (02

=

I (02 0 79 (17.4) 7 (15

‘

TN N 24 { 5.3) 0 0 50 (11.0) 9 (200 0
105 (23.2) 0 0 152 (33.6) 5 LIy 0
%0 (15.9) 5 Ly 0 133 (294) 4 {31 0

PR, R 15 (33 2 (04 0 24 (53 0 0

AR AL TS 49 (10.8) | I G 1 9/3} 0 31 ( 68) 2 0H 0
U s Ao 36 ) 1 (0.2 0 18 {40 1 { 0.2 0
P A 7 { 1.5 2 (0 0 48 (10.6) I (24 ]

Teds, ARIEEZR W TRTEMEMRD 11 @ (2.4%) | EECIRAE/ T A3 F—48 )
(10.6%) . ATEEAERIE 40 4] (8.8%) . WRAREOEREE 91 41 (20.1%) | +9feRisE 83
F (18.4%) . TRHENEREE 6 ] (1.3%) . BITHENEREE 6 ] (1.3%) . TIEMHENERES
8 4 (1.8%)} . infusion rcactionll ] (2.4%) |, REK - EEDO TH 21 f#] (4.6%) . &
EORBREESH (1.1%) . 1 RBERF 1 H (0.2%) | JEE 3 (0.7%) . 585 gk
248 (04%) | FF2 34 (0.7%) Ao bz, £, EEMYPE, LR, ik,
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ol PR R SR B, A4S - BERA A, TRARIL A AR AR R OSBRI 481 358 D &
ipinotn, RAWEHEHKIUIBEF S ERRMEMRET 2 3) 2 ah B RE
AR

1) Robert C.etal. : N.Engl.J.Med., 372 : 320, 2015 {(CA209066:5%)
2) Weber J.S. et al. ; Lancet Oncol., 16 : 375, 2015 (CA209037 iER)
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[ - HE]

AH|OFERHFEYEEETAEZRAH U 22— a i L6, BE 3mekg T
240 mg & 2 WAMER TR E L BEORSA O MEFRESE S, £OR, 24
240 mg A ¥ L L - BolRE R, B4 3 mgke 275 L-BORFER & i L OEHE
R E TS SO0, AARAEFICBWTEFRME A S Tuv 2 Bz B (o
mg/kg % 2 BN &G TARE RS LEoRE s & thlg U-CEE S 0 &l
AN (T, Wi T, BEORBICEIT 27— 710 E05& ) RKFH] 3mgkg 0% 240 mg

2 AR TRE LB OARSOEE & & 4 90 O30 eM - O hn 2 s 51
FRUGTET B S FL, YREBEIC oW TIRE AT Tbh o m R, Lido Mk - FIEO
Lilke ﬁfj] MO EVEICIAR R AR S & Tl S, i BRI T
LT (SRS E AL mgkg XX 80mg & B Y AT 3mgkg & 3 EMR T
57 ,JWJA??I OUREER &2t & OB A MR LU T T LA S 4L, Y4
B DU T A T ic il B, oML - IEOM TR ko 2R 2 Btz
EFMEnT,

#z3 FHOEMSE T A—F

J:Hi“ . ):H_.‘_,Hi (:mnx Cmmdli Ca\‘gd\-l Cma‘(.ss th‘l,ss Cavg.ss
= {ug/mL) {pg/mlL) (ug/mL) {pg/mL} {pg/mL) {pg/mL}
516 166 243 13 62.1 77.6
IR A
3mgkg W | a50 708) | (107,245 | (17.,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 341 159 878 109
240mg QW 511 4030 | (152, 346) | (25.1,478) | (102.254) | (41.5.158) | (62.1,187)
191 613 90.8 398 217 278
v ()2 .
WOmefhke Q2W 1147 219) | (512,792) | (790, 114) | (331,532 | (184.313) | (237, 3%6)
RS (3907, 05%40) . Q2W : 2IHERIE. Come  FITEESH O M ST TR, Cringia » FILEE 57514

H O304 R4S g, Covadia B SE14H O F SO Py IT'{%,” Conavss - TERINEEIZE
FP 2w M B Cuoinss - EFDIRIEICS30T 2 BeBRM HBE . Covess - EWIRERI 51T S -1 ML
e

ik.ﬁm@lﬁU%M@ EETAERRA LY S 2 b—a L b, A 480mg
4 MR TR S X FB Ao - HES TRE LTE UUZIKﬁUO)nﬂ{HEP{‘”’fPfﬁ}rﬁEﬂL
ézhf:o FOiER, AA] 480 mg A 4 WA TR LA RO F RIS A
BHIEL (BLT, [Caussd &0 20 ) 1, A 240mg % 2 J8l R \%C#LL FR03 Covgss
SFRE S bl s (TFFR) o E77. A 480 mg Z 4 HEHIGE THRE LB F
ARIBICB T AR MEHIRE LAT. [Cuwxe) &V 9. ) B A 240 mg % 2 H
kR TG LT BEO Copnss & BB L Tl Z R E THISHI- G OO, BARABRETILE
WTEAFMENTEE ST A AL - A (10mg/kg % 2 MM THE G TRE 2725
L72BED Comss & LU LTI A 39 & RIS 207 (F48) . AT, R o8IEls s
HZ)?“‘—& WIS E L AT Imgkg (R E700E 240 mg % 2 AR, 7L < A
480 mg % 4 JARILIB CTHRE L /- BE OB OUREER & A0 U3 & o B 2 st
T H%mbcﬁi% f/l/ﬁﬁfﬁ%i‘ﬂ WM T oW TRER M TSR, LRl ik -
HEORITHOME N PZ eI 2B 8T e & T S 7,
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#9 FRIOEWEE T A —F

H:_‘&‘ . J:H oy Conax Chinazs Cavgd?ﬁ Cmax,ss Cmin:ss Cs.vg_ss
) - {ng/mL) {(pg/mL) {ug/mL} {pg/mL) {ug/mL} {pg/mL)
2 maka OIW 516 272 310 113 62.1 776
mgke Q (35.2,70.8) | (16.5,403) | (21.2,439) | (750,171 | (27.1,107) | (42.1,127)
727 383 43.7 159 878 109
H0mg QIW o1y o3y | (233,59.0) | (B0.8,60.9) | (L02,254) | (41.5,158) | (62.1,187)
145 29.7 53.0 216 713 109
WOme QAW > 207 | (155.474) | (37.0,748) | (145,336) | (275,137 | (62.1,187)
193 99.6 116 396 214 275
WOmehke QIW | 1146 229) | (865, 132) | (101, 148) | (329,525) | (184,303 | (236,377)

MRE (5%.07, 95%55) . Q2W !

Cmax,ss : I‘—.IE_”FF:':H(HHE: W Ji*%ﬂ%\glmiﬁqj&%ﬁz\ Cmiu.w . E‘%’Hﬂﬁiliﬁﬁ ZlﬁﬂLJﬂl?:ﬁqJ@%ﬁ\ Cuvg,ss . :fJ%"'IjtT'\

VLI ER S iR

2\@ r'Eﬂ I:'EIF_] Bﬁ\ Q4W . 4‘@&5 r‘Eﬂ F‘T%-\ Cmax : *JJM?%EJ%V @EI% ||’HA‘1?PJ=Ii Tf«%ﬂzl\
Cminaza AU 828 H L2351 5 RAT LIS TR, Cogos : AR 53228 H | E T I TR I,
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4. HERRIZDWT

RIEDFR A BE 2 it R A AT 2,00, AR E U THEMBGEAEE (2
A R LILTD I R, SRS U CERTELNRTHLILNER S S, F
D LT, BN A7 EES (RMP) lZE-Sx | AE 0')@?ﬁﬁn'_&’ﬁ'fﬁﬁ"ﬁ?‘ﬂﬂ@ﬁU,)Fé}j]1’1‘
TSt DK Tl - T RE|OF G 7 RE 328 - RE L, REIDY: G2 L i
BITEHZ BB LB T 5 2 s E Ao, LA I"@@“@@'ﬁ""‘lf R TSR N T 4
POTENTL5~&THS

O MERIZOWT

D1 FREo (1) ~ 8 OWPRnsiZEY T DR TthH L,

(1) BEAFMNAT T2 53 A S B L Np b T (R RT LA A W i G L o ey Bt
Hﬂﬂﬁﬁ‘i/\/%’ ﬁfﬁ‘%mwﬁm Husme s AL BB I e 72 &)

(2) ¥rEBeA

(3) %[SLH“,‘\%ﬂfﬁ\?Hu: T B A HOH R (8 AR FEFE AR, 28 A SRR
B/ IEGe. S AR HOEIEHEE R P t‘)

@) ARAERET it L, ASRIRE (L EmE2ms | SO RIEIE L SRR st
2 ONEREEEIEIZR S BN ETT - TV A MG

(5) PLIELIEESIL A SR OB EEIZR LB H AT - T DMk

D-2 EEMEEOCTIEE L ORI B0 R0 ek & R BR & R R
(FROWTDIZFZ ST HEM) 2, YEBEROARI YT S EECETE L LT
A XL TnA b,

#=

o [EENMEEUEE 2 E0IHE 28 LRI 5 BLL L0 AR O R AHE %
L. by 2R RIELD PAEENGEA L LAEERBEEFOMEE

ToTnd

[t fv

\_,

T TWA

\

-+ MRS 2 FOYMFHELE 1 Lictkic § H#LLLOBUEEEIEE S O/
RRERAA LTV S Z L.

@ BEAOERKREREROEHIZOWT

jo S AL T P HE Y S A AT S, BRSNS OERED, A - R
AP OB CE AT D W, TEERSRE L BeomE
R, BT OR D RIS TN D T &,
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@ BEWEROXIIZ 2T
@-1 BEWER RBBEOMISARIZ B+ 2 B4

MM R B O BE A RIVER S I LB, 24 B8 E O T, W% e
VOEFE RSBV, TR U BIPEANZE U T ARTE A O CT SO BI{EH 0831 2
FABEOR RN G A DB sh, B E - T B Tk,

@-2 EFEUHERICL 3FEFSHGICET D EE
DN BRI D S PN e M R O A AT A IS REFE N RER =& )
BT ERMOA Y )= VAT TIRE A A T & D F— AN
fE S Tnad &, AE, BT onT, AN EF ORI R Eh T

WAL,

@-3 BIEH ORI LT
BIEA (RIEMERESICINZ B IE e, ORFZE, i, MBiatirie, REBE.

qN N i)ﬂ#@ I W 1 e, BIEAF 26, B, BFHeERE . WF&. m{pit

e, MARNMEEERSE, TREAKERE, RS, TEFE, a7

JEIEE, H?IH]RJ]]I&%HM: infusion reaction, éﬂ%ﬁ[ﬁlﬁﬁ\ti Iﬁlﬂ?TﬁﬁJﬂ:f HE. AAE.

fzge, BEOE %, SE I ER, BEeoNERG, Mgt OlEREE (OEMD -
e N St et AN ﬁ?%ﬂi‘?'%? Mg, L) (TR LT, HEEhmaR 3L
S +*&W0D¥FHIE%HT/ (=60 &g U (R o ez B LTS R U UUE
AT ENASRMIcES Z B, ELICET RS TR A EHRE - TnA D L,
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5. REXIZERBBE
(&t % F1E]
O TROBELZBWTEREOGIERREIN TV D,
o (BTG N UBEIGIE O ARG Y BRARR e W/ IV W SO R o s BB
JiiEa
o SRRV B/ VA =Y oM e RI I B A m Rk
728, BRAFEGFEREZ T 2 BE 2B T, BRAFIREAIC LARE L 28T

HI &

@ AH|+ A Y LT IS L P EAR T ARG B B e A B E B AE LA A kB
& LA AHGRER (CA2000677858) [T, ®RE S A vy w7l
IR U TTEBEATGE ST WA, 77 Ly AR o B U A-e 7S 2 AR MR
ALl U RBENRFHI B W T, PDLIRBENIZL DAY A7 D LT
WD S RE SN HFRERMESN TS Fpaid) o o, i
blER B A P E R E ST (2B T, AL A B AT Lo 5o [ F A
Wi A8, PD-LIRILE 5404 A 7 L0 E Ly, PD-LIRB=R 1%L LT
LI EMNHERSHIZEEIBOTHE, RH]|, RABEMRS 2 EET S, ok, e
BERARE LR CEEE 2t g & Ui E TERER (CA20000470%) @ = k—
FSIZEB T, ALSFHL AR OTT AL SRR LT L O TARA A B U A
v 7RG OFEEICWIfMA ERITERD LT,

sk AH| D BREE X LT, K04 PD-LITHC 28-8 pharmDx 4 =] AHRREN TS,

P AJCC {American Joint Committee on Cancer) RIS (457 M) 1223 Tl
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[z 3 5 HId]

O TSN T L2BEIZ OV THRRAIOREREZS L AT D 226, 55T
DA 2
o RAORSIIH LIREUE QMRS & H BT

D EFEATOFMIZ BT TRIZEY T HBT T 20T, ABIOEF T X

D3, A OIEERIUA 72 G ZIRY | EEICAAEEH T2 L2 BETED

. FHF]F*f#HmfI“%mAGHL«iR%EUD;&; B

o HWFNMEAR T TRIVE R AT D B K UNTEINE 00 B R iRk 2% o e b i 4%
DT S RET %Jiﬂ:ﬁ\%tb;h %L

e [D2mmiboair, Xf-i’|?ﬁ‘|‘$H‘~Jfﬁ%hL< VIMEREHEO [ 2R DO BLER O
hHBE

«  ESABER CEhtMinBmET St OHLBE

o ORI AR A AT L R

»  ECOG Performance Status 3-4 72 o li#

Y22 BOQG ¢ Performance Status (PS)

Score | T
0 A ILEIT R A, R R U O/ <A A A,
1 AARBULZI Lo TRER I RIR 2 h A5, RITHRE T, IEIEERe ﬂeo“':m‘m: THIERTED,
) Txb\%ﬁ? T
2 WITRETCH OB OEIN O 7 LUl EFBEEETE A2, Ao 50%E B~y FAA TR T+
3 FRE oo n & LinTEiae, THO 50%EE -~y KT iR o
4 EE R, BRoEolln o i TE Ry, RISy Kb Tl
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6. REZBRLTEETNEEHR

R R a—= e | =N %Lﬂkn_%gﬁ PEfLd™ 2 EHEEEL %ﬂﬁfﬁiﬁl 7 B TRE TR

AOEOILLERERY |- SILAR L ThHhoERT 22 2,

MG D | B T T DR uﬁ%ﬁ‘ﬁﬁ&(ﬁfiﬁl‘i%ﬁ“ T L, AR A

TGS D b

VAR E At WA B BT, AR L A B0 a7 Lot S o4

|l 2 i?/? PD-L1 $ELE B8R4 = LA LA, PD-L1 B R

TERWESITIE AL A E Y AT L OHFAOES AT Lz e s

THI L,

TABEIER O~ 3 A v MZoWT

. Mg EELS A B LA Z B LO T, AFIOR G-, ERE
P (PR IR, LRk, 3EF0VE) OfiERE &U\H@nFXﬁﬁlﬁﬁms’éﬁH"’ BlegEe+0r
VTS Tl E . BB UTHRE CT, i~ —# —EoME 4 HE+5
e,

«  EH|OF 5 EEE? infusion reaction (I 2 TERHRICH oG TE A
EZ T/ TR+ AT & 57,2 U PARE ORI 52 infusion reaction
Bambbihd LB L0 T RAKRET MRS rigid g A
EHETLE BRAOINEETSIZEET H Tk, 7S, infusion reaction &
FEHEL LT, D TOMBER ORI ERIC BIE T 5 TOF &+l
TH L,

FRIEHEERE, THEMEEBEERCRIBREESH OO EMBLDT,
AN O ¥z G B AR O e B A R A N it se s (TSH., BBt T3,
Wit T4, ACTH, M 25— BO@E) & T+ 5 2 2,

«  FAIOFGIZID, HW@%F&KP U NI RPN P g WY - oA N |
Nhsbhbhad ZEndhd, BEIGEDONEEE, BHLEESEZIE L
?l"lﬁ’]fxiﬂuﬁ&(’xﬁﬁ%HGEEﬂik L L Cib R £ 1T, IJ_*F(D?‘Er
Bz X S EIERZ B DN 25510k, AAIOREOGIP L K TR RE
T H O A BT A L, ek, BIREBERAVE L ORSIZE ‘OE'JVE
A odrtnigd Bﬁ’Liﬁb\ GE i, R RCE R E L LA o BN HIA] 03BN
LEBETDL I

o BRERTH, %UFEJF'E% héui}ﬂﬁéll'ﬁﬁ LThbE RS2 2 2R 07,
BRIOFEE THRICHOAWER ORI [INCEET D 2k,

o 1 BUBEIRAS (BE | *"”#é.)/:%f%: fo) b Biiu, BERWYES R T R— A
EHZ kznif)?- T, Big, BL, RBHEEOAEIROFEHEDMEED RR 2+
GRHETA L, 1WERANSED T GE IR T ERIE L, A2 )
ﬁ‘l@&‘@%@mﬂ@fﬁklﬁ%ﬁ k.
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o BIREATZ, ATAE. ATREIEEEE., AT, (b i? BEHLINLD T ERHD
DT EMEPNZIEREERTE ATV, BEOWREL | BB b,

s REIERBHLDNAZENREHOT, HEUJE.UG’MEJEI%UJ:_%WJLEEM RS
Tk, FL ROBENEDONLGEIZE, NI REREr =25 L
ST AIEET S L,

® ARTBEIFRTIE AR AR A3 S BRSO VT 15

@

PRAGZNE 3 2 HEAN, i BABERL, B GPRMGA 6 1 FIREL 6 ] 2 & I 2 DT
fli & 47> Tz 2 2B, FAR S TIENMZAROERZTI 2 L,

%%w@@miii@@$ﬁ«@hﬁ@%%@>h*&mf7ﬁ P, ARAIORIR
MBIZB VT, 12 MR L ICHEOT M & o TV e 2 BB, REEY
LA MR ORREETT 5 2 & Aeds TRt & UTRAT D HE I,
AFOFE I 12 WV AETET L L

— o
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BOBEERAEET A 71 >
=RA~T GRETAHRL)

(R4 : A7V — R ERREHE 20 mg, A7V — R JRHE 100 mg, 47 V—
RETEE 120 mg, A7V — R EHFE 240 mg)

~ SASAERIRE ~

$ﬁ29$3ﬂ(%ﬁ5$3ﬂ&ﬂ)
A EA



&

1. Uiz P2
2. AFORM, ER#EF P3
3. BRERAEAE P4
4, MR OWT P9
5. Whatg ki AR P11l
6. I L THEEd <& H1g P12



L. LI

ERNOFMYE - LREOFROZDICE, B ESCES VA IE A E RS
BRIA, SBIT, IWEOREEHFOESIC LY | FUSE R X o SR 2 i e B
FEENPAGRINAE T, ThoOELNEREICASBITIZEMT 5 2 L nmiEo
FARE L Ao TR Y PR BOEE L IO FEATE 2016 CELE 28 FE 6 H 2 LRI T
ZEWTE, RHRMERMFEOEMNO LR ER XS Z & L EnThD

ATHRER A AR, EAER el a7 A LV DBREF O, &%bmiﬂ
HEIERBL, TOn, AN TSI AIEERA ST S Tom,
NEERSHOBELZMSZT 5 2 EAMBEEN A A U TR 2 & & bz, BIfE
%w%ﬁunw T kR b A T L N HEA— TE O B A 7 B RS T
TAHEIEBERTHA,

Lizido T, RAA FFA 0Tk, MBEFS IR ETIIHLI TNAEFRRF -
B A IE-3 % ) LL R oo ORE R M 2 ST 28 A0 OB ESE B2
KO E A T,

TedS, RIA R T A PR, MG TEOE N REET RS B At IIEA R A
m%@ﬁi%\—WﬁmﬁﬂﬁﬁerﬂEf\ — WL A AR T BIAERFFE S e O
NAFERRE AN IO EAR oo b Bk Lz,

WP & T DR, - A A SRR 20mg, A Y AR SRR IR 100mg, AT
R RTERTE 120 mg, 7 VRS 240 mg (A - =
A= (GEfm IARA))

SHRERAPRETITOR - HRIULEIR SRR & 71 A SIS

HELRDMELCM® 0. AR =R b~ 7 GBI T Z) 2 LT, 1[E240mg

A 2 AMIFRE L1 [E] 480 mg A 4 B TamEiET S,

Tl & Hy 7T OZE FT NI TR




2. BRIOFE, ERBF

7 R EL 20 me, RLTERL 100 me, WATUTIERIL 120 me B ORI ERLL
240 mg (—fR%A . =R (BRAHERLZ) . DIT. TERAL 2vo ) i, ANBRERL
THEFEASLEAF L vy A% (T VAL v A ¥ —X A7 A7 (BMS) 1) #
BZE L7t b PD-1 {Programmed cell death-1) (%[44 & U [gG4 € / 7 10— bk
Thh,

PD-1 0%, iGHEAb L7z 0 o gk (THR, BRARmA DT F o 7% 5 —THK RUE
HAARIZHEIET A CD28 7 7 2 U — (T MO 2 Mz 2 A5 5 4y
TE) BT ASFENRTH L, PD-1IEAURE SN Z IS 4 PD-1 D 2 B (PD-LI1
B OFPD-L2} 280 L. VU w SgRIo ity 7 5oL 2 mE LT U » -SRI R e &
BCE L TvA, PD-1 U Ay RIS LA b b ootk 2 20 AR L B
LTHEY, MERCHEE, LR L IEEMEIZBTA PD-L1 O LHEOLE
MR & ORI A OFREBGRAH L 2 L AE I TS (Cancer 2010; 116: 1757-66) -
F - EEEAENAE TR TR EET DA o F =T e o = (IFN-y)
(2L o T PD-L1 OFEHANEE S, B USRI D PD-L1 o L iiTE o
AFEEAIM E O L oMAMEAGES S L & OfE L H D (SciTransl Med 2012; 4: 127-37),
X 52, PD-L1 &SR0 S0/ 28 AR, SULRFRA) CDS B T Sl o ia i
FEVER Y S %05, $L PD-LL 3T PD-1 & PD-L1 * O EFET S &2 0ffla
EEEVEBMET D 2 2B RINTWD, FOZ L0 PD-1/PD-1 U F o FERKIE, A3
AR AR RO 7e T MR O OBEEZ A D FO—2 & LT L2 LAt T

AFNE, BEFRRABL O B o PD-1 ORANIEAMERE (PD-1 U A BRSO AR 2R L
PD-1 » PD-1 U #H 2 REDFEDGEZAETL Z L0 LY, BAFURREREN: T MEOTL
PR MRS A AR LT xb -3~ B A AR S B AL M A Rgh 4 5 & TR AR R R e s
ZEPHEREER TV D,

IR OEIEE | RATEIEE I T AT BRI 0 RS D LIRS,
BHZATALTT 2t B & LA BRI 2 50 U oWk, o A OV E R D g S i,

AANDEHBEITIZEE S CIBEORERISIZ LSRNERS RS i, BEXTATIZ
FLAREM D B D, FROFH P RO TR, URTOBIEE T oI, B
0 BRI E AT, JEH LI H B0 U 7o S MR A2 k05 & R A R RN & 8 L O
D72 dn B2 24TV, R OSIE LTI LD RWER 25 3 Eicid, B R
T AO GO BRLE 2T 5 MRS D,



3. BRPRAAE
T8 3 Vi m IR ERE & A 4 5 O ST o0 A GRIE L B A2 T - 7= E A PR TR ER O L g A

[FzhtE]
FEF LTI MARRER (ONO-4538-11/CA209141708R)
7T F AR ST ERE R T R B 6 H IPICAENEITT NI E RS L
7o AR B M RBETREO @M & 72 5 7 WITH/ TV I O JESAEE R - L A2 R 3614F) (F
ARNHE27E & 5 de, ARARE2400), SHHEER218)) Aot G, falRA S Eih 238l 17
B (AN —, Fedser it ysir~7) 24 UTAREmgke s
2 IS T R ERE Ui & 2 O AN O e A it Ui, R L Tk A4
AR AR, TOS) &uvvd, ) (PR [95%58XRT] ) o fRIMAHERIT, &
KIBET7.49 [5.49~90.10] # H | ABUEETS5.06 [4.04~6.05] 7 H TH Y | RATiAHBRIY
I B AR L 72 T Lo LGB PN A B i A Lis (V= FE0.70 [97.73%f3
FEX 0 0.51~0.96] | p=0.0101 [kg)log-rank#&i] ) .

1 ARE BT b P RO R T e,

¥ KB E SRR, NP - TIRSER UWEE,

1.0 B
N —- KHE
0.9' -.'t'{ N
% -&- B E
0.7 -ﬂhx
¥ 05 |
7 N
£ 05 ey qﬂﬁ“l_
0.4 I'*L...' L
03 i'ﬂi'.‘“ l-u‘ *-‘—I—II—I—.—II—I
0.2 .
01 1 - k- —h
ool . - ——
C 3 6 9 12 15 18
at risk¥ $HFM (B
FRE 240 167 109 52 24 7
B 127 87 42 17 [ 1

1 OS @ Kaplan-Meier fi# (ONO-4538-11/CA209141 &)



(PD-L14% Iﬁt#u‘%bﬂ‘ OB K O etE)

% e 7] 2 T T (ONO-4538—11/CA209141??\“5@) f_ﬁﬂ%n)\hfq NIBED D B,
FEGEAARR (2 35 TPD-L1 & 5T L7 MERNE 28 5 AR (LUF. [PD-L1FED =] L
ST S \~bm7‘_~mﬁa>%%0ﬁhﬁs:%f:}%\ PD-L1#E BRI R EER I
BRT AT - T ARIME R O RO RIELL T O LB Y Thote,

A2 B LT, PD-LERBLE S 1% ARG ORI 2 MR OFF R Th 7 (T
4,
7. PD-LIGFEIEITL 679, AL 07 7 A VIR Th -7,

100 " 109
— Nivolumab 3 mg/kg —nNivalumab 3 mg/kg
40 «««Investigator Choice a0 s -« Investigator Choice
£ £
a «a
B o 60 o
e e
5 E
40 -4
3 s 40
# #
H H
20 20
o T T T T T T T T ——r T T 1 0
a 3 [ 9 12 15 18 21 24 27 e 33 36 39 a 3 [ 9 12 15 1% 21 24 27 30 33 36 39
SETHAMA) EEFMMA)
at rigk at risle
Nivolumab 3 mglkg s 4 42 o F 22 14 I 11 L b 1 4 Nivolumab 3 mgikg 634 v 22 280 20 1Y 17 15 11 5 4 x u
Investigator Choice 63 45 24 14 it} [ 3 2 2 2 ft 0 o u Investigator Choice A 200 0w 14 10 T L il 1 1 o o 0 0
& Nivoelwmab 3mpike fovonts: 8146} ncdian and $5% Gl 81 (6.7 9.5} A Nivalumab mpks vents:H776Y, median and 95% CL 6.5 (44.11.7)
"""" P Trvestipatar's Choice {events:0:63 ), median and 147 (38620 R Iirvestigator's Chnice (events. 3940, median and $3% CL 5.5 (3.7.8.5)
Nive ve INV Clinice - lwzand rutie (95% CTi 0,33 (0.29. 0,78} Wiver wa INV Cholce - huzard vatio i(98% CTh Q.72 (040,108

ONO-4538-11/CA20141RB OPD- LI BRI TOOSO TR S HE 7+ 0 —T » FF—F D
Kaplan-Meier i
(£F : Po-LI21%OBFER. AE : PD-L1<1% O BEHLE)



[4aiE]

FE AL R S AU TSR (ONO-4538-11/CA20914 1748R)

BERGIARATE229/236% (97.0%) R OTBRELOY 1115 (98.2%) (2@ hi, ik
B b ORI AMEA S T T X AN EHE G ASIIEL139/23617 (58.9%) . xTR#FER6/11L
7 (77.5%) R SiLT, HILENRSULL EORIMENIE TR LB Thot,

F1 RBELS%LLEOEIER (ONO-4538-11/CA20914173880) (VAT A S5 )

K (%
BREHI DA ] F ) __
FaAgs AT STHRTE
(MedDRA/Tver.18.1) 236 1 111 {7
2 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
AHIPE 139 (S89) 31 (1310 1 ( 04) 8 (77.5 39 ¢(351) 1 { 09

=gl 12 ( 51y 3 ( 13} 0 18 (182y 5 ( 45 0
i | VBRI 0 0 ] 9 ( 8D &8 (712 0
T 6 ( 68 6 0 15 (135 2 ( 18 0
L 20 ( 85y O 0 23 (207 1 (0% 0
(RIS 521 1 (04 0 10 ¢ %0) 3 ( 27 0
(| 8 ( 34 ] 8 (72 0 0
HETE 0 (42 1 ( 04 0 16 (144y 2 ( 18 0
sy 3o 5 (2 o 19 (17.1y 3 ( 27y 0
FhE g I( 13 0 0 14 (126 2 ( L& 0

R 4 (17y 0 0 6 ( 54) 0 0

AHORR 17 ( 7.2y ¢ 0 g (72 0 0

A 2 1 ( 64y 0 7 ( 63 0 0

HH B 0 0 4 (126 3 ( 27y 0O
BB TR 7 ( 30y o 0 10 ¢ 90 0 0
FHEET 17 ( 7.2y 0 0 0 0 0
ZEG 18 (7.6 6 0 5 (4% 1 (09 0

Ppks, [ETIPEINESRER 7 f (3.0%) . BRI EMEAE/ 2 A5 ] (2.1%) |, IHFENE
I 5 ] (2.1%) . TURAMEEERRSE 17 #1] (7.2%) . MHERFEE 761 (3.0%) . Bridgers
E 1 (04%) | BITEE 1 H) (04%) . THREAEEERE 2 (0.8%) . FARMieZEH:
IE T #] (0.4%) M UR infusion reaction 3 %] (1.3%) MR Givs, £/, TEAGLE Jj)E,
Lofifide, fide. RS « MEO ML 1 BUREFRA . S35 M i R R R B, P
gz - M, FEOKIEREE, 58 BEERVHREDNERELES Lo T,
FEWEARBLR IR T8 (AT 25) R R e 7.



[ A - M)
AFORFEREHEEC T AR U T 2 b— 2 a o kv, A3 mgkeg (IE
E) 01240 mg % 2 BEIER TR E LR R o Mg | EESRT S, ok
o K240 mg & &5 LA BEoREDTIT, AH 3 mgke 5 L EROREE S & s
LT st e Fpllanizbon, HARSFCBW THEERSER I THS
B & (10mgke % 2 BEBIR TR E) TR &S LEEIOBRER & Lkl LT
oy T &R (TR MAT EBROFRICET A7 4 ICE & A5 3mgkg
(PRE) E 240 mg & 2 MR TG L 72O AH OER & X A 4900 T 2e ok &
DR A R FT ZIBRBE LT T APEES N, BRI oW TR TR R,
Eilo A - AEON TR OVERIE IR AR e Tl s R,
#1 FRDEDGR T A —F

l:H{‘i‘ . J:H L. Cmux CmindM Ca\'gdH Cma.x,as Cmiu.ss Cavg.n'n'
s - {ug/mL) {ng/mL) (pg/mL) {pg/mL} {pg/mL) {pg/mL)
516 16.6 243 113 62.1 776
(] 7

dmghkg QAW | 5o 08) | (107,245 | (17.0,33.9) | (75.0, 170 | (27.0,107) | (421, 127)

727 235 34.1 159 87.8 109
M0mg QAW |5y a3y | (152, 34.6) | (05.1,47.8) | (102,254) | (415,158) | (621, 187)

191 613 90.8 398 217 278

s ()2
Omehg Q2W | 147 519y | (512,792) | (790, 114) | (331,532 | (184.313) | (237, 3%6)
MAE (5%, 95%50) . Q2W - 2IATEFINGE . Cmax : IS O @ iig TR . Cuinas : PR S 14

H T BT 2 RARNE TR, Cagns : HIE 5214 H L E T VPENIGE TR, Coas 1 FEFIREEIT 25
ZTZ)]%\EJJ.M{:I% rﬁ{r&%"fg\ Chiinss EJ%.:H:HECZ ::’Pﬁij Z)ﬁﬂlﬂl‘{ﬁrf't%ﬁf\ Cavg.ss : E‘%:Ij:ﬁ?\::ii :j‘g)l—’zli\]m{ﬁrﬁ
IR

Fo, AR OFBEHEHEES T AEMH LY I 2 —2 3 0Ly KA 480 mg
# 4 MR TS )OSBEGRO L - FH 2% Ol G LB OARA O MLIE PiEE 23 0T
Ihte, FORM, AF 480 mg A 4 FE]EE TS LB E IR 17 2 T
EHIRE (BLT. TCuussl &V, ) iE, H 240 mg % 2 BB THEE LB Cugs
TS EFNENT (FR) o E£72, FAI480 mg & 4 MEHRE TE LB E
FARBRIZB T 2 e MIEFRE QL. TChuwl &V ) 1, A 240 mg % 2 JH[H]
Mk TG L7 BB Cross S L CRMART E THISAL GO0, BRAFIZES
WTARFENHE SN TWS Ak it Q0mgkg 7 2 MMM TR S TERE 2GS
L 72 BED Coass & R L T A= & FHlE N2 (FR) o NAT, HEomREIzES
AT =S K-S E ) RA| 3mgkg (AE) £700E 240mg A 2 MR, F L <A
480 mg % 4 18 ffE T2 5 L 7 ER o AK| o0z 7 & A RWE UL B & oo B 2 R ET
THBBRCET A DEE N, BEEIC W TR ThEE, RiLoHiE -
ATEOMTHEL P2 I Z R 2RI v & Tl s,



£33 FAOEHBENF A—F

J‘H 1/ f . J‘H = Crnax Crundzs Cavgd:’ﬁ CID‘.IX,SR Crainss Ca\'g,ss
: & {pg/mL) {(pg/mL} {ug/mL) {pg/mlL) (pg/mL} {pg/mL)
516 272 310 113 62.1 776
3mghkg QAW | 1350 708) | (16.5,403) | (21.2.43.9) | (75.0,171) | (271,107 | (42.1,127)
727 383 437 150 878 109
7 .
240mg Q2W 1511 1030 | (233,50.0) | (30.8.60.9) | (102,254} | (41.5,158) | (62.1,187)
145 29.7 53.0 216 713 109
7
ABOmg QAW 1 11640 207) | (155, 47.4) | (37.0.74.8) | (145,336) | (275,137} | (62.1,187)
. 193 99 6 116 396 214 275
mgleg Q (146,222) | (865,132) | (101,148) | (329,525 | {184,303) | (236,377)

Rl (5%, 95%5) . Q2W  2aRIB)IEEE, QAW o AIEBIG, Coae : RIIRHRE 88 O 5 E (L7 iR AE,
Crainazs - AN 28 0 HIZ F30 2 AR FIRE ., Cogas : AR G280 H & TOFHMFTHIRE.,
Crmnaes ¢ AZHRBEIZ 3500 B 8 M B RE . Closs 1 /2N 30T 2B IR TS I PR . Cuvpss 1 W2 EINER
VIS D TR LI R R T



4. FERRIZ2WT
HERAAE L TEMUGEAE (2FFRE) AT TnaA 2 Ebh, YA %[

2

EETELHRTHLLERD L, TOET, RAOKRG PR EE 2720 - fr

L. AFloESIs L0 EEAMYE 2 BB Lot A L S paiie ko BT
OO~@OT ST EWTHECBCTENTARETHS,

@
D-1
(1

(2)
(3)

)

(5)

D-2

HFRIZ-2WT

TRLe (1) ~ (5) OWTRAIEYT Al Thd T b,
LA T R BB ST B S AR L U e (R RT IR 3 AL a2 B L S e
BB s AT R L SR . HEUEAS AR Rl R B
Y ERERER P
FRHRTRENENEE T &0 A TnliiE Ml (8 A SRR ERT, 7 A SR
B AIFEEE. A AR &)
AL TP IE A GRE U A RNEE L P TR R | SO LA BT L e L 3R
2 ORERRIEICER D S & 1T T2 sk
P SR 20 A AN O S THE L AR D B/ AT o T D fitiak

VESNERAR 00 AL AR B UV ) S BRI o0 P | A 7 i & R B 2 75 2 = AN L

imﬂLﬁ(T%wwfﬂb’*j¢éL%X@mﬂL%)ﬁ MIERSER ORI
TOEBROETE & LTARDE S TWh 2 2,

*=

ERMAFTIE#R 2 TOFBHESET L%ic 5 L Fo AUTEEOEES
HoTWhWAIZ &, 96, 2L 0T, BAREREL T L LERREETONELY
ToTnAT &,

TR R HTE R 2 AR TN 248 T L 7o F2102 4 4ELL Foo B SR hE o B
HHEATT Tl 95, 24E0L ki, 23 A S E & ST SO Sas LV E Bl To M D
BERFHEA T > T A 2k,

PERTSLRT SUS W RHE RIS AT BUS B OAITHE 22 T L 72 #%ic, 5 4ELL o o EAR

DEERAEEAT > CTEB 0, 55, 2EEL R, ARA SRR BT DA OB A

BEOWAITHEE T > TWE 2 &,

fek. AANZ L B IERICE OV TIIRIEN SO £ 0MER LT+ 5 0, BEORE
W A ENER T EOFEOWT ISR R AT A T E R (ESTIER R Ol R

@&U@W%%ﬁmmnm_l\ﬁﬂﬁ»@%%ﬁoLW)&wﬁ&ﬁ@%@%

CRET S L,




@ BrHDERLFREROERIZONT

ERMIFHE IS S HEE SR S, TR OfER 1 it - %
S IRERE RO Bfmozawzm%—mﬂi# AT SR, AESSRA AL
T OBEEE, ERESHTOLAEHNE TS Tk,

@ BIER~DRHGIZ 2T
@-1 FERREHICET 5 E A

PRI R B 0 B RS AR WM E A AN 36 L7 BRI, 24 RORAZHRINHI O T AMLMX
FOE SRR R T, REEL L EIEANTIS LT AR O CT S BRI 8RR
MO RAY RIS, BB IZAINTTRER R AE S T s = b,

@-2 EEEREEICL ZFEFLMGCHTIESE

A A2 T b 2 BEFINY f;?%l%%&()“ﬁﬁé%ﬁﬂﬁ LT SEERE=2 Y
BRI RO AT ) — = T T ERE S IR T E B T AR MR
I TWB b, ek, BE/BAHIIZ-WT, 75§/u:“£\a‘?c FOFERT AR E T
WG L,

@-3 BHWER ORZMRRINIZBEA LT

BfEM (WEYERR 222 . RAEARE AR, Db, B2, Bt @nficns, K.
NEAE, REO TR, 1 ALIRTAE, Bl 4 JJJF'T/#\ IFHERERE S, e, RIb kN
9. FFIRNE R RERE f‘#ﬁﬁiﬁﬂéﬁz\faux *‘“ﬁ"%u\ BT BT, Rt EEOR
JE R, FRARILM 2T, infusion reaction, A EE 7¢ IR R Jflli‘j(ﬁﬁﬁﬂ}cﬁ"ﬁ\ A5
Bede, REOWR, SEDIRE, REORERUS, IO TENE, OREE (L) -
{RHR - MM ESE) | R RS, BRI, LS -uﬂl/f WEEN Y LT
WA BT O PR ME 25 A i & b U (BIEH @2 Wr-0xtiniZ 38 L TR RS M UG

EZONLEFICES 2 ), EBIOHEYRAENTE ARNNE-THH I L,
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5. BREXMBLRLBE
[FZhbEiz 294 5 HIH]
O 7ZFFERMEETEEREEOH 5B E B THRAOT IS RIS TWA,
@ TERIZEYT A BT A ABOEG B TME AT EIC VT ABIoa D
B SN TELT, AFOREGH%HRE 725700,
s I FTHAER SRR L ARREO RV ERE
o IREATEE
o fLoOPUEMRNEEAl L R L TR S A BRE
@ AHN T BRI R MABRR T B\ T, NIRRT 30 T R T U TR 2R 3 ik
AEEFL TV AA, PD-L1 FEBLEC inﬁﬂ¢®@m%iﬁ T ERTEEANATER
W LEITWD T &6, PD-L1 B3R LR L7z L THRA DR E W& o &
PTAIENEFE LV, PD-L1 BIEN %R THL L ENRERINTHE BN
Tk, AHLAOWGESERR BB E T 5,
R BFIOTBWIR L LT, HFE4 : PD-L1 THC 28-8 pharmDx [ 42 284GR ST 5,

[%%@E@T7$@]

O TREENTHIBEFIIDVTHANOEGNER L S TNE 2 2, G217
bﬁw:k
o FBAIDREICK LIRPUEOBEER O & 5 BE

) RFERTORAIZ VT T RIS YT 5 BE IZ oW T, RAIORERHEE LW
ﬁ\hwf% ERAER 2 EICIRY | WEICARAZERT 52 2#ETE S,
o AR EOGH ST OH HBE
o JAE AR TS TR R & W D B E B UL EYE o i w A £ S0 BRI A %

SO R LR AL HEE

. ﬁdb&rﬁmAH.Kiu$Mﬁ L EEFENE O B 2SR B OB FE D
. ”“%W@(Lm PHIFRRRLRE A B Te) 0B 2 LAt
s HEEOBRIMIIEAGT2 FE%L
»  ECOG Performance Status 3-4Y"V o) 3

M1 EeoG ¢ Performanse Status (Ps)

Score | ii5%

0 ML BT E D, AT E R T H B HERA KT A D,

Ribic L TIUEIRE ho 2, BT, RIS CORRAS CERTEA,
EoEF, HiE

—

S AL O iyaaly ey 2 2 LinTE A0y, Do 50%0L EA Ly Rk Tl =4,

PSRRI

AE Ry, BEAOFomY o M TERY, RISy KT Tl o
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6. REZBRLTEETNEEE

oy

@

@

W EFICA | BOEIRZE A DR 4 RS L0 & AN o0 R B ONRE IR

MOT DI ERE A [N g L T+ a s &,

EEMBCN S L, BFIFOFRICHSEE OGERES il L, AE5E

TinbEETL D L,

PD-L1 % E£ 48 L7z ETAAOR G 4 2 45 = L 3= F L, PD-LI

FEHLPMEN T ERWE IO, A oFERO@E S 2 me) 2w L. ETRET S

&

TIRBEER D~ H D A 2 MZHNnT

o MEMMEENAHLDLNASZ LRHAHOT, AFIOEGIIET - TiL, R
B (N N, W, V) ORERKE OIS XA R ES, By |-
AT Tk, E, MEZSUTHEY CT, Wi~ — A S ofE &2 LT 5
&,

o EFRNOFEHIZEE O infusion reaction (I A T B AN I ISkt TR AT
& 7 o7 BCRgaT 2 Z & F 7,2 BIH LR oOASHKIFE 15517 infusion reaction
Bd LD &b &L DT AR M OARS - TR TS F v
VERTETAE, BEOREEHOICEHET H 2 L, 7215, infusion reaction &
I L7 0d, 2TOMMEERP e i T 2 TRE Y | B
AL,

«  FRIRHREEE. THRMAMBEREELCRIBREE R oL b o2 & R3B 50T,
AN O 5 B AT A O S R WO L N i sE Ay (TSH., 5EHE T3,
WERE T4, ACTH, M) =AY —AS0lE) #4502 &,

s FRIOTEEIZLY  MEOREEICICERT S S B2 LN SHERA RERSRIE
BhHLbh DRSS, BWIHRDLNASGTITE, BHA LIRS U
RO A FN Rk & AR IR A R i & 4 L CIliE AR B2 M 2 T IRE ok
FOSIZ L BBIWER DN A G510, BEOREFH LR, X UORITRE R
NEVRIOFR G EEBRET AL Ted, BIBRERAE OG0 ENE
HOUEERTRD LA WE ST, BIE B A A o LAAD S i &l o e i
LHEET S,

o PEHBETH, BRI SRR AR LTI BEERDARE-T 5 Z R H L0,
AH|OF GAETRIZERERE ORI ZIEET S,

o 1IWEERRIE URIE 1 TERIF ) A d L, BERENES F T R—v R
WA ERHAOT, D\, B, EIEEOMR ORI EEO R IC
SEHBETA L, | MERGER LSS CEE e RIEL, A2 ) LR
Fl oot 5w g L AT 9 Z k.

o BUEATZR, A%, TSRS, TR, ibETE L b2 0305
DT, EERCHERERE LT, BEOREE HINTEEY S T L,

s REIERSLLDNAZERHELOT, NORTOEEL EMIZMERTS
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Tl FEBROBRENED NGO, EXDIIERRBEEZTS TS L
SEBEEREETAT L,

& AANCERFERE BT, BE5MENS 9L, FRUED. BE#IEHE 1F

ML 6 WM Z LB EM ORI 24T -» Cvie 2 & R BE L ARG Riom
IR DR 21T 5 T k.
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BOBEERAEET A 71 >
=R~ T (BREETHHZ)

(B j‘f‘vhﬁ'ﬁﬁ%ﬁl 20mg, F7YV—FRAHBEE 10mg, F7T—
RETEEE 120 mg, 47 P — R ERHIE 240 mg)

~ R AR ~

PRk 2 94 A (5F0 54 3 AWET)
A A
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1. IU®IZ

EHG OF M - LRMOFEROT O, IR EF IR S HIE A 2 R
BIA, X5, ITORSEEHFOERC LY | PUSESEN A & o SR 2 5 AN B
FEHENPDARINLSPT, TNOOEETNEEICHE B RS 5 2 LB
FRHE L Ao TR Y RIFHEBOEL L BN FEATE 2016 CEUK 28 F 6 H 2 LRI T)
CBWTEL, miRERLFOFEM ORI EAEER S T E SR TWs

AHRE R R T A ER LN e 7 7 A L DBEF O &%bmi R
MBI ERBA, O, AN SMEIZRT B IEERS ST A R TOM,
MFEEMOBELZMZT A EOMFEINAEEIZH UTHERT 2 & &1z, BIfE
AR FEE L;ll?“ IR R R L A D LSV — E O Bt A i 7 AR RS O A
TAHEILERERTHS,

Liziio T, BAA RFA4 Tk, FBERS I E TIZH LR TWA IR -
BEAIGHNIE-3E | LA R oo ah Ol e il A T DA BB B2
FNCEEEN AT,

B, RIANT A R, B TEE AR T RIS SR A4 IE AR AR
ERANEIE o, —ROEFE A A ARERRINE E S O—HAERTE A R R RFFFR PO %
Tyt EMR LT

KR L IR D EARE AU =R SR 20 mg, A =R R 100mg, ATV
—RAENE 120 mg, AT R EHERE 240 mg ( ARA =
A (S THEAZ))
R ELBMEUTE  BIN U LR O B
HEERAMERUMS - @, AT =R~ 7 GE{sf#Hfz) » LT, 15 240mg
A 2 AFARTRE i3 1[5 480 mg % 4 ERIRTRE T a8 T S
HR L F T LT DA BE A= T (B
{oi R 7)Y L LT, 119 240 mg % 2 JARTRIE ST 1 [E] 480 mg
& 4 MR TR T 5,
bR R IEHE O IE IR R G2 IR O B (o LT
AE D LeT GEEARZ) S0P 2850, BH, Az
tL=AR=7 (B A#lgiz) 2 LT, 1 [H240 mg % 3 JRH]A]
R T4 BLTEeHES 5, £0%, =FRA~7 (B rifEz) »
T, 1Rl 240mg & 2 BRI CE 1R 480 mg % 4 B RIEIIR T
AUEERET D,
gk 2 ¥ PFIRN T £
(B5)
WHINERIC BT A AR AT ¢ 7 ARE20mg (—i%% - ARV LF oY o ARIE) %
MBS, HEAUAHE
MBS %h Bt - ARTEEIERNNE S iR o0 B e




HERCHE  =f+7 (BEFEL) ST 58 BE, AR
PR T U LM 40mg 2SRRI R BT S, ks, B
R LY HEWET D,

IR R A R IR S0mg (—HRE A B A~ (EEFHEZ))

DI AR, RN E

TIRE TR - ARSI RE TRt o B AR

AMENTRE  =Fr~7 GEfETHERLZ) EoHRZELT, ff, AR
U aw GEfETHMZ) L LT mykg ((KF) % 3 MEMET
4 0] R T A,



2. BRIOFE, ERBAF

7 R EL 20 me, RLTERL 100 me, WATUTIERIL 120 me B ORI ERLL
240 mg (—fR%A . =R (BRAHERLZ) . DIT. TERAL 2vo ) i, ANBRERL
THEFEASHLE AT L vy A% TV AL s v A ¥ —X A2 A7 (BMS) 1) #
BZE L7t b PD-1 {Programmed cell death-1) (%[44 & U [gG4 € / 7 10— bk
Thh,
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(BLF. IVEGF L\v3, ) Xid VEGT ZEMA ML L i % k< ] I ., »oilf
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*3 0 BLFOO~Eou s 35 LAV S0 Faverable U A 1 XiE 2 WE Sl TRAITRZ
Intermediate ) A 7, 3 WHEL L& IES T Poor ) R 7 2 XA,
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ﬁ}—%égm&um 397/406 {%‘IJ (97 8%) . =Sz U AR 386/397 7] (97.2%) (23R
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12 1) 2 A EE 3497397 7] (87.9%) 4:3355 AT, WAL OBETEELAEN 5%LL L ORIE
METEOC LY ThoTo,
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() - -
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{MedDRA/T ver. 18.0
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i e & (2.0} 0 0 117 (29.5) 17 {4.3) 0
[ 24 (5.9) 0 0 36 (9.1) 1{0.3) 0
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RN L (7.4 300.7) 0 51(12.8) 240.5) 0
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(MedDRAT ver.20.0) 547 1 535 ¢
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i HH R 2L o HRAN 1M 2.0y 0 0 M ( 5.6) 0 0

11



A% (%)

e AN ]
2*;2:&”* ‘ ARAI A Y L T HE AT TR
(MedDRA?] ver.20.0} 547 ¥ 535 41
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{4 T 18( 3.3) 0 0 28( 5.2) 0 0
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75 P 48( 40 30 0.5 0 26( 49 0 0
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R PR 121 3.%) 10 0.3} ] 27( 84y  l6{ 5.0 0
TITRERY - 2 17( 33) ] 0 59¢18.4) 14( 4.4 0
iyt 230 7.2) 2( 0.6) 0 8¢ 2.3) 0 0
1" | ML TR L 5¢ 1.6} 0 0 17¢ 53) 2{ 0.6) o
M7 L DR & - -EIEI 29( 9.1 2( 0.6 0 21{ 6.6 2¢ 0.6) 0
=~ 77 vy A iE 32 10.0) 1( 0.3 0 9¢ 2.8) 0 0
(5 Al VRN 1 B IR(ILYY  22( 69) 0 19¢ 58  14( 44 0
fEE U st A W19 17( 53) 0 15( 47 3 09) 0
iR 65{20.3 41 1.3 0 53{16.6 2{ 0.6 0

RA I 290 %.1) 0 0 12( 38 0 0
RREd 25( 78 V.01

§9(21.6) 65 {20.3)
20( 63) 13( 4.1)

B ISR 16( 5.0) 0 ] 11{ 34 0 )

13



A% (%)

SRERIRTH

= A R T s R AT P RE
%ﬁeﬁ;-DRA-’J ver.22.1} 320 #1 320 )
' o I Grade Grade 3-4 Grade 3 A= Grade Grade 3-4 Grade §

T R TR A, A2 AL 122(3%1)  24( 7.5 0 129 (403)  24( 7.5) 0
T o 52(16.3) 1( 03 0 13( 41 0 0
G 62¢19.4) 50 L6 0 22( 6.9) 0 0
BIA Fragillng 24( 7.35) 1( 0.3} 0 4{ 13 0 0
=B 0 0 0 21( 6.6) 0 0
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EiEE 12 ) (3 8%} . Infusionrcaction 8§ ] (2.53%) . JH# § ¥ (2.5%) . THEFREE 7 #
( 2.2%) . FIEAFEGERIE 2 410 (0.6%) . A& 34 1 4] (0.3%) . EAEAREIIRE | )
(0.3%) . DR L (0.3%) , BhgE - BiIR e | 4] (0.3%) . 7840 1 1 (0.3%) | &D“
Fzde 1 ] (0.3%) ﬁiﬁ'.ﬁ%ﬁaz}’bf:c EoL M. VAR BUEN S A, RELE
Mg ge, EEAMmAERET. MEREREERE, S, RFFT L CIERL MR Hhie
2 fo, AR EH AR AR ira‘é?@%%% (R AL+ B i) 2 B EIHER 4,
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[ - HiE]

AR OBEREHTRET T AEZRH U I a2 b— a3 2k 8 A3 mekg (IE
B} 303240 mg & 2 BEMR RS LRSI O ME | JEE SRR Sz, 2 0Rs
WA 240 mg B f G Lo BRoggs mt . AAl 3 mgikg B S L AEROMEE & L b
LTiEAE e Fllashiobon, HAREFIZBWTEEEMER SN TS
& HE (10mgke % 2 BEBETRYE) CTARAZRS L2ogEs 2 i LT
oy & TSR (TR MAT EBIROFMICET 57— FICE 3% A4 3mgkg
(RH) ST 240 mg & 2 MR TS L 72 BROAA OVRER &= & A @i e itk &
ORI & feFS T BB USE T LR S, I oW TR M T s i R
Eilo A - AEOM AR OV AN L R A AR A D BTl s s, e B
MRS BT A7 — IS E, A 3mgke X 240mg & D A7 Imgkg
# 3 MEMETEE LI EORADER & 200 OB A T 2IBEK T T
NSBEEN, YEBEEIZ W TREA T R, Lo MiE - RO TE N
VAR AR b Pl E U,

# 4 FROEMERE T A —F

Mk - R Ciax Cinind14 Clavpars Clraxss Criingss Cavirs
) = {ug/mL} {ugimL) {ug/mL) {ug/mL} {ug/mL) {pg/mL}
316 166 243 113 62.1 776
aflca 7 . .
3mgkg IW | o505 708) | (107,245 | (17.1,33.9) | (750,170 | (27.1.107) | (421, 127)
727 235 341 159 878 109
5 (12 .
1, .a) A, 478, . D, X
M0me QIW | 511 103) | (152,34.6) | (251,478 | (102,254 | (415 158) | (62.1,187)
191 613 90.8 398 217 278
/| .
e QAW a7 2190 | (512.792) | (79.0.114) | (331.532) | (184.313) | (237,386)
10 mg/kg
A (5%0%. 95%00) . Q2W : 2 8[EEIIR. Cemes : IS O RS IEE TR, Cons @ AlulE 5114

ARiCs s BARME B, Cogna - AIIREH 140 8 T VEIMB L, Cowes - THREEC 3
PP R Mg R Crings 1 ERCIRER BT BRI RIL | Cope - EFRE ST 200G
B

T, ARlOBERMEERET 7 EFH LAY S 2 b—3 a0 | A 480 mg
Z 4 SR TR G OQIBEAGE O k- MEZ TS U EROARA D MiE B 23 0
Mz, FOFRR, A 480 mg & 4 MR TR S L2 BEoEINREBIC ST 5 TS0
BETRE (BLTF, [Cagsl V5.0 1 A4 240mg % 2 RTIRIIE TH S L7ZBO Cups
R D EPHEIERT (FFR). ETo . AA 480mg & 4 TARARIES TG LIt BEOE R
WREZ B D@ MATTIRE (BLF, [Cuusl &V¥200 11, A4 240mg % 2 MR
THRE LIZEO Chps B L TRMME T & FllEncbon, ARABREIZENT
MAEMAFER SR TVSMiE - AR (omgkg % 2 MR TS TAMLZES L
B Cianse L HEE L TIRIE A 7R & PHI SN (FE), MA T, SEoEZBT S
Fo-AC S E . AN 3mgke (KE) ik 240mg % 2 MMIMRE, 2 L < HEAA 480 mg
A 4 AR TS L BOARFIOERE T & A aE et & o WEE RR 518
BLUCTET VEE XL, BHEREIC W TRE AT EER, RREOBYL - AR
WA PR 7 BT A & Tl X vz, E7, BAllgm iz B8 s
TS E AR L = TP AERICAH] 240 mg A 2 BRI 480mg & 4
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i b T s 5 L 7 B oo AN o0 g I & AT DR SRS b O B AR T A IR RE LS
TR S AL, BEMEIZ W TR ThAv R R, ERRo sk - HEORTE
oL N A o CE N VY - ¥ o X A e o T i1 | P P i

%5 AFOTWBE T A—F

FH{i— . J:HE Crmax Cmde-‘i CavgdZS Cmax,?s Cnn‘ﬂ,ss Ca\'g,ss
' = {pg/mL} (pg/mL) {ug/mL) {pg/mL) (pg/mL} {pg/mL)
3 s OIW 516 272 31.0 113 62.1 776
3 mgkg Q (352,70.8) | (165,40.3) | (21.2,43.9) | (75.0.171) | (27.1,107) | (42.1,127)
72.7 383 43.7 159 87.8 109
240mg QW51 1030 | (233,50.0) | (30.8.60.9) | (102,254} | (415, 158) | (62.1.187)
145 29.7 53.0 216 713 109
AROmz QAW | 105 207) | (155, 47.4) | (37.0.748) | (145,336} | (2751370 | (62.1, 187)
. 193 99.6 116 396 214 275
10mprkg QIW | (146 299y | (86,5, 132) | (101, 148) | (329,525) | (184.303) | (236,377)

HdUfE (5%, 95%50 . QW 28ININEE . QAW AN R, Couw @ RIEMHE 56 O S 075 s,
Cuingzs : B SH£28 B D8 3T 2R A0NE THRAE, Covgane : AT S£28 H (1 % T 210 iH TR AL,
Crnass ¢+ TEHDEREIZ IS 1 2 e S 005E TR . Gt ERCRIBIZE T B RIS TR Y | Cuvess « SRR
2T A iR
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4. FERRIZTOWT

fb =R AR OAREUIER e SO E R o B S8 M 2510, KGR
FAF 2 UCEHBERE (2FFFE) DL TWA T 20D, Yk myicE
Wi CE HMar ChAUMRES, Fo T, ERETY A7 FIGE (RMP) CHK-5X,
AT BE S e MR IR B~ O W A EH S 3 A HRE T - T Al 53 Ee e g
EETWRE L, AROBRSIC LY ERRAENZ 8B LB T A D e
led, FOO~Q@O T AT el T picBW AT A& Tha,

O MERIZHOWT

D1 Tl (1) ~ (5) cmva“maw_aiéﬂﬁ? T T D Tk,

a)ﬁﬁn@kﬁm# BN AT R ML S (R I R IR 8 AT B LS BT
Hi ok 3 A it Mﬁﬂﬁfn‘ N A B EIR R 72 &)

(2) FEEHBERTRE

G)ﬁﬁﬁ%ﬂ%#%m+7ﬁ&wﬁ BRI (0 A BRI EIR BRI, 23 A R
WAEbE, B ATRNGEERIERELLE &)

4 %MLT@»E;{“%L A ANEI AL P R e Bl | LA AR NE S L el et
2 ORREISEIC RS | E1T > TV D lnaR

(5) PIEMERERAIAL T E RN O IEEICR D RN EIT - TS T

M@-2 R O PRHE R OEWERA B OGNS [ s & R AR Em (T
ROWVTNTEZYT D) 25, UZSHEHNOERACEIHINRO s E LTRE
ShTnd k.,

=

o ERAFERATE 2 FOYWBHMELE T LIfic 5 FLL EOn AR O ERENHE 2
T TWAD &.,, 56, 2L R, BRARERYREES L LEERBEEOIHE S
ToTWAI L,

o EERFTEGSE 2 EOTMIMELET Lo 4 L FOWRISR o WA E
EiTHTED, 55, 2FEL R, BiHE O 28 A SYEIE A ST b ATRIE OIEIE
WHEE T TNWE 2k,

@ BEHOEELGREROEHIZ>WT

= IR RE PRI S HRE SR S, HEIREN S OERE . FkE - e
VS ERERN R OF B R ONE TSI AT A R, GEERARE LSO RY
¥, ERECHIZITEONARIBE S THAH D &,
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@ BHER~OHRIZ2WT

@-1 EREHICETSEH

IPTMEI R B o B/ VRN R 54 LB, 24 TRMIRSEEIEHI 0T, Mikhisk X
LEER R BT, B U RS ARSI O CT ZEorifH oo v
WABE OFE RS IS B, LI RIETTIE A RS > T B T b,

@-2 EREEHRICL>FEFSHIGCET L EH M

DN SR I A PN e M N U e 2 AT A SR EF E R RER =& ) 7
DI EROAY N == PRI T TR WA LA T E L F— ARFRIRGNE
fESHTnAH T b, ek, BERENZ2WT, BABRE T OFERIZ oM En T
VAT R,

@-3 BIfER OBWeHIZBE LT
BIEM (REMERTERLIIN 2, BIEHYE, UK, Bk, EUmmAE, KBk,

Ege, HEEO TR, 1 TVEERE, BUEATL, AT D, ATeehiE, AT4e. ma{kpeinqg
g5, HURBRESTRR L, |“ﬂf?f$ﬂ<m_\5m%:n Tqﬂfxﬁ"é\ S, MRS, BEge. Eo
FERIE RIS ZEIESE, infusion reaction, FXEEZRILAERIE . ILEREBIEMCHE. ALEE.
FEde, mBEOHE R, SRR, JBEORZELIL, IR EE, DREE COHE -
TRER - ORMHASMRAES) . AR, BEE M. EILE) ok LT, MeEhesk LT
Bl | =R O ML 2 4 A 1R AT &l U (B EAR O e xhsic B LCie g R USHE
AR LNLOEHICEL R EEICEYR NS TEDHERNAE- TS b,
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5. REXNBLALRE
[ i % ]
O TROBZTBOTRAOHIMNE R STV,

WA 2 T A IS (7% T =7, A=F=T VT
w2 NN TR RE e RN A A D ARG TR S Es B
FHIIEREE (RAELRS)

EAABRIE AT OIMDC U A 7 498 Intermediate X HPoor ) 2 7 &V (AT
SRR ULEBILOVIIERE (1 £ L 7 & OiEARE)

(L PRERIGR ORIG TR R U R OB MIE L & (DR F=
DGR

1+

FRliZiZE N+ 2 BE 12w T AR ORE N O A I 20T, RAID A8

MDHENT SN TELT, REOLEFR LG,

(b ik AT M TR A b o A L B 0 2 IR R A A4 2 (L L e
75 AR AR -
BT A e IE

GED B M35 AR AL (ONO-4538-16/CA209214 FAlE) 178500, Bl FeD~@Eo 3R H30 L
WA 4T Favorable U A7 (1 300E 2 W H il 33858000 Intermediate U A 7 3 WOH D B AR R8E
(it Poor U A Z & &L, (6~— 08
D EARERES - R S U0 B AR oM AEIR o F T AR
Karnofsky —#%:IR 38 80%3R00
o T S AR R
RGO H L7 AU 10 meddl 25
DFREHEEME R AR R 4

1\
| g)
3
1

B 1)~ e 3

AP EMYR BN A2 25
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[tz B4 4 HIH]

O T
ot b
o AAOLSF R L REOE OB O & 5

(RN T ABREIL OV THAAOKRSRBD L S5 -

Lt 5 EIT

B

@ EEAIOFEICB T FRICEE YT 5 BEI 20T, AFIOES AR S0

o AOFEFRRIRIG 2 G TR Y | ERICAAZFER TS LA B@TE L,
o MEMWEEOSHOIREEO 5 5 BE
o MM AR AT TRIE R A TR D R M U EIE 0 R AR 24 R0 s L At %
LOMC R LA O 58S
e FUEEBROSH, MTEENE L TEEMNEO R O TSRS O/
& HHE
o NE2ERAIE GEMIAIMBAEE A ) OB D HA
o EROBASUIMALE R R T B ILE
+  Karnofsky Performance Status 70%A5% V1% o 27
e Karnofsky Performance Status {PS)
Score TR
100 A, BT DO 2 e, AT A L
T O A ITRE, Frel2a Bt i, 90 TR EEIRN SR EL & & 4%, I {TEhvTAE
50 M U ERASTRA S B Y, B L TIEE O I b

ST D LA, HETAETET, A | T

Moy o LEfhil-TE A8, A o

& Al

1EH iR -

M L A AR E S L0 Th A,

kg e a4 R S T R T
ex RREOTTIELELT B 0 R EE LR D IO R R AT
40 fihr3°, B e PERER X O AT
FoOMy eI b AHEPHSTTE D, iEdH o0 30 BEITE, ARSHBESNTER S L E o T
LS T & R O S T 5 Yim | 20 | AT, BB Ch S e R
DI ﬁ” HEIT L TS TREEN S A, 10 AEHAI IO - TN A
0 I
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6. REZBRLTEETNEEE

oy

@

@

WS EE A RISIR R EE SRR T 2 BRI S E AR R O TR

Mool BRERE [XCEE L ThbEHT2 2 L,

BRI ST S, BF U TF OFFRICH SR OYEBEER+Ham L, AE 15

TinbEETL D L,

FEREEH D~ 32 2 Bz T

o JHEMMERNL LA ERHAD T, ARIOBSIZH I - Tk, B
B (N R, R, FEEAE) OFERMTUHEE X Ao LS, By |
(A7 Tk, 7. MELTIS TR CT, M S o & ST S
Tk

o ARFDOFEILEE D infusion reaction (A TEERBFD [ p ki T A VE
I T -7 LCR&T A 2 & F72.2 0 H LAEO A A 5-65 (2 infusion reaction
Bd LD &L EDLOT, KA TR G- TR S Zuiag
CABET AT, UFEOIREAE oIl EesT A 2 b, /08, infusion reaction %
AEHL L7201, T OME R OVEIRD e s BHE T S TAT A e
15k,

o HURBMEREESE, TEMAERESRCRBESSH b o Z b RHEL 0T,
AT o 5 [ il B UM 5 AT [ D2 R BARIC NP BB AR A (TSH, 28T T3,
WiEft T4, ACTH, ML =5y — S oiiE) st 252k,

o EFOHBEIZLY GREOMEKISICERT S 2 52 L btk IIEERSSRIE
B LA RS, BN RTRG LS AR, BR LTSRS
B B e Rk & AR A REO[ERD & U TR eI BRI A AT IR O rE
RO K HRWER B ZN 285100k RAIOWRIE D vl ROBE ST
NEVEIDREEAEETA DL, ek, BIRKREOVE L ORSC LYEIE
HOYEEBRD BN RWIEEIZiE, BIRBE AT - LA D Sy i &l o e hn
LHEET S,

o FEHBETHR, AR SO BRI L T BEIVEHNRERT L Z LR DT,
EHRIOL G %I B RWEH ORI S5I0EET S,

o VAUMERRNS (BIE | BWERR A Th i) 3B b, BERATES R TV M- A
CELHZEDNDHHOT, e, EL, RO REINOFHES MO BRI
SIEBRTA L, I MERBN LN SEIIIR GERIEL, A A R
o TR A LB F AT D &

o BUENTZ., T2 ITTHEBRIE, ITHR. M{bEEFERL LA Z 2055
DT, wHRIITE R R A 1T, BT odRRESR ol h 2 &

o RBEHEERHLLDNA D ERHAOT, IROME O T YIRS
Tk E, ROEERREDLAIGEILE, EYHICERENAEZEB TS L
SBREFELRET S L,

21



@O AROEEAREBIZ BT, (MEREERERES B D Tl 5 T 504G 5
G LFEMESEM T L, (MERERBREFTICEBT L) A= TS T
TG FRIT 6 MK T (RIWNE 12 JEE) | (WEREAEREEIZE
VB R s F = 7 &G T G OEE 5 60 W R £ TR 6 BT L (FIHl
12 M) IZEDEOFEET - TWe 2 S 2B 810, ARSI T HIR)
BIRE THROMEBET O 2 &
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EFEAMEET A N1
=ARN=T7 (BoFHERZ)

(deds « A7 — R AEE 20 me. 479 — R SR 100 mg. 47—
A AUEFRE 120 mg, A7 P —R AEERE 240 mg)

~HHEPRS XY o EA~

LRk 2 944 B (5F1 54 3 AWET)
A 8



B

AU o

13Tz

AR, (FRET
CHENSE

Maig% iz T
FEOxgR e b RE
BHIZE L TR E A & HIE

P2
P3
P4
P11
P13
P14



L U ®HI

= FESR DF N - AR OFERO IO, B EFICEE DN B 2 H AR
B, & BI. SROEHEITOESIC L D | RBEIEM 72 & 0B RIS R
SPRERBAGRENDLHRT, 2N 6O R n A SICLE B it 5 2 L BRSO
TRIE L 2o TR Y A B0 L oo Jﬂxﬂibfl' 2016 +EJZ 284F 6 A 2 ARIRR T
BTG B E G O T oo R (b A [ S EERTWA,

FHA R ER N T, AR e e 7 r/ffb/ﬁ>115fi/(%(f>|£7f<uu USpsathets
A ERBHA, O, AEMEEUEEIZET AR sl s £ ToM,
MM OBEAMCEIT L 2 kﬁﬂﬂ]ﬁ*ﬂ?’ EREITR LT 5 & LBz, EIfE
AR - BT B R X M e & D T & A w7k — o o0 M A i e TR B A
TLZEREETHD,

LT3 T AW A BT A o TiE, BERREC IR E TIZHLTO D EFRET -
FEng RN ES & LITOEE DS #aEN 2 e 28000 5 L EREN, B2
TR SR =T,

B, ATA N T A 3 BT e NER S R SR At IE AR R
MR MRS D, IR EA AR RE 2, —fbRE A HARLES S MOzt
HHE A B AT - S A O A0E LR LT,

®ER Y 7e HREES - AT VAN NEERTE 20mg, AT Y — AR AGESHE 100mg, 7Y
— AN T 120 mg, AV R AT 240 mg (R - =
R (BEFAHIERZ))

AR ELBYREOVIR - A IR O IR AR 29 2 U L

HERERAMELCRE - a00, AR e~ (EETHA L) & LT, 10 240mg
F 2 WHMIRE 3L 1 (8] 480 mg & 4 MR T R/TTHiET 5,
BE ., BNRICE= R GRS R & LT, 1A 3mgkg

{(IRTR) % 2 AR TR E LT 2, 7eds. H 40kg BLEO

MR, =AY (B ) & LT 1l 240mg & 2
BRIEIRE X | T 480 mg % 4 WEEIB CARBENET S 24T
A

OGBS0 E T RIS TERRAS




2. FH|DORA, TEFRFR

A7 — R AU ERT 20 me, [WLAGH AR 100 mg., WAL AT 120 mg A ORW] A eR T
240 mg { R4 =AY (EE T L) . BUTFL TR 2uvg ) . /DRI,
LRSS E AL L vy 2 TV AL v AT —X A7 47 (BMS) 4} 73
FAZE L7~ b PD-1 {Programmed cell death-1} (Z%+ % & Rl 1eG4 £ / 7 v —F L4k
ThA,

PD-1 iE, fEHEAR L2 U o oRER (THE, BABA T F 27057 —THK) ERUH
HAAINIZFELT A CD28 77 T U — (T ROk a0 2T & Bz mli+ 5 4
TH) BT AERERTH D, PD-1IRFRRAIINIZ TS PD-1 ) 7 K (PD-L1
NTRPD-L2) LS L, Vo SBRIZIRINE S 70 45 LT Y SR ke &
BICHHE LTV D, PD-1 U Ay FEbURER SR S v b o2 2B - 260
LTH0 ., B GMEE LR LB C 5 5 PD-LL OB L% O4E
MR & DRI B OHBEESRAH S Z L BRI EN T A (Cancer 2010; 116: 1757-66}
F e EME RO R T TR EE TS A ¥ — T =  Hw (IFN-y)
(2> C PD-L1 OFEPFE SR, B L 2EEHEZZ BT S PD-L1 O3EH Ll e
FAAHIE & DEICEOHRBEFEN S 2 £ oRT S & % (SciTransl Med 2012; 4: 127-37),
E 5T, PD-L1 &Rl FIR X w7 a3 VR E . FURRe LAY CDS BBt T Ao Mg =
AR &Y 58, PLPD-L1 LK T PD-1 & PD-L1 DS & ILETZ L2 ofllk
EEFRMEREIET S Z AR Sh TWD, Bo 2 LG PD-1/PD-1 U 4 R IL,
AAIEZHU R R 7 T A 5 OBCRE & |G DHFO—> E LTEZ LTV
B

ZA T BEEABR DS R G PD-1 OMBEAMIUE (PD-1 U & FEESHUE) 1RES L.
PD-1 & PD-1 Vo REDFEGEIFETH 2220, SRR T ML
PEAE B O A HIBR L2k A RIAR A FE PR A T 5 2 & TR 22 biEE S £ 4 T
TR ENR TV A,

TR SO G | ARSI AT AT GRS e v iR A Lo L EfF S,
HHAR X ) v SRS AR L U 2 B L. A0, et R U
MEBFERR & LTz,

AT ORI B I ORIEDUST L DRIV TR S O bh, TEIUIETIC
BHWRERSH D, AFlORG T RIS R BFEOHZEL 3070, BFEPE
O LT THIIL BB U RGO Tz B ek & AR A R R A &t L CE
TR W AT IME O SONT LD EWER LA L 8E I, B E R
A OF GE OB IRE AT O WER DD,



3. BRPRARAE
B LI T ek O U BRGNS A 1T o A A A ER O
AAE A,

[F&hrt]

O FEAHFE TS (ONO-4538-15 iER)

HFESMBFARBIEL ST Ly~ SRy (EEAEEL) CUF. 7
Lo T LD ) TR OO TR 0 20 A L O R SOTEE GO I BRATR
U A @R (ECOG Performance Status 0 A2 T8 1) 17 Bil& xf 812, A4 3 me/kg

ﬂ%WW?ﬁ%%ﬁLt TR Té 5 A4 R (LLET IWG criteria (2007}

Ji’) CH T LT KD complete remission (LU, TCR] &9, ) X partial remission
(MT\Wme\J)w% i1 75.0% (95%IEMIKE @ 47.6~92.7%) Th-oi, 72
kxiﬁh”ﬁbtﬁmﬁﬂm%\%oﬁu

@ WEAAVE LFEERR (CA209205 ki) (Lancet Oncol 2016; 17: 1283-94)

M s MR HE G T 1 7 Ly e I L AIEES 0 18 bl EoE g
SOTBERMEO RN R X U B E (2R — b B, ECOG Performance Status 0 A
UM 1) 8O Al A %80T, A4 3mgkg % 2 AR TR Lz, TEFMEE Th 5
I (BZFT IWG criteria {2007) 12 X3 < iz X 5 CR 3T PR HIE) 11 66.3%

(95%IE MK : 54.8~76.4%) T o7, 228, HAlICERTE L MIE 2000 Th o7,

@ ENE 1A (NCCH1606 3%)
2VV%VML@ WERIEZ A4 L o FIFE il Bz L 2RO 2y (AR
MR O A HREITERR) . 1 bl | 24 sl I‘m%‘f’ﬁ‘rﬁﬁ-@fh TE Y ooEER
%mﬁwm%%ﬁwmﬁwﬁﬁ%ﬁﬁu,AM3my@%2ﬂ%%%fﬁMﬁﬁbtu
ARRER RSk ST 26 B0 S 6 (WILAYAR U U oI 1 FlRLA AR B i, F D
SeHEELHR (3T IWG criteria (2007) (12353 < {58 A =M E) L CR Th -7,

[Za:E]
O FEAETFRE (ONO-4538-15 iXER)

B EHGLIENIZIED B, AR E OFRBEBHEAGT T W EHFEHL L 20380
BTz, FEEEEN 5% EOEHEHITTERO LB TH-7/x,



F1 BEER %Y LOBEHER (ON0O-4538-15 3RBR) (R SEm)

RTINS Bl (%)
LA L7
(MedDRA/ ver. 18.1) A= Grade  Grade3-4  Grade 5
ABINFEIT] 17(100.0)  2(11.8) 0

g=4ii 1 (5.9 1(5.9) 0
U L SERgAE 1(5.9) 1 (5.9) 0

HEAY 1(5.9) 0

<

LR IEER GRS ME 3(17.6) 0 0
& 1(5.9) 0 )
TH T 1{5.9) 0 0
] 1 (5.9 0 0
e 2 1(5.9 0 0
L 1 (5.9 0 t
Py 2(11.8) 0 0
TR R 1(5.9 0 t
B 2(11.8) 0 0
N 7(41.2) 0 t
Fl 1(5.9) 0 0
W I (5.9) 0 0
il 1{(5.9) 0 0

FEATE S LR I {5.9) 0 ¢

SRR 1 (5.9 0 0
1 ) A Er gk 2L 1 (5.9) 0 0
DB 1 (5.9) 0 0
i B 1(5.9) 0 G
&7 U w7 A AT L (5.9) 0 0
1 B Y 7 A 1 {5.9) 1 (5.9) 0
o8k 1(59) 0 0
& S 1 (5.9) 0 0
TEEHE 1 {5.9) Iy G
sk 2(11.8) 0 0
B £ 1{5.9) 0 0
TR 1 {5.9) 0 G
AR 2 — o — 1(5.9) 0 o

R B IR A AL 1 (5.9) 1(5.9) 0
L RIEORIE 1{5.9) 0 G

T 1(5.9) 0 O
2 e el 1{5.9)

SHE L(5.9) ¢ ’
D EEAR 5{29.4) 0 0
e 1(235) 0 o




ieEs, WEMENYE 1 (5.9%) | REEEmAERE/ S A F—2 4] (11.8%) . NiE% -
BEEOTH 1F (5.9%) . ITEERES 1 F (5.9%) | TURIEERES 3 #] {17.6%) .
MMFRIEE 3 7 (17.6%) A TFinfusion reaction 1 7] (5.9%) 2NEO LT, F7-, HIER
TEJE, DFRSE, e, | ARUERRAG, A/ MR SREEE . e, EEREREETE,
RIBRE S, Aot - fENES, BEONERTE, BIRMAeZERE, FEREEREE, LR
TR E S MR IERE D DL Fo, AR A BSUR IS5 (R fRAE RE 55
tr) B TERFE R A 1T,

@ W E LFERER (CA209205 #H)

FHEAT 238/243 A (97.9%) ZRAD B, FE L OWERBMENTE TE VA E
FRIT 185243 4] (76.1%) 123880 BT, TEAFN 5%LEL RORIERIT T LD L0 T
Foi,

F2 FBBEEP %L EORIER (CA209205 B8 (Al Treated Subjects)

S RIFRIHE VD
MAET 243
(MedDRA/J ver.18.1) 4 Grade  Grade 34 Grade 5
{1 185 (76.1) 48 (19.8) 0

7 N ER AT 13 (5.3) 6(2.5) 0

ERIRAE AR MEE 14 (5.8) 0 0
It 3 14 (5.8) 2 (0.8) 0
[ 34 (14.0) 2{0.8) 0
D 24(9.9) 0 0
M- 19 (7.8) 1(0.4) 0
T 50 (20.6) 2{(0.8) 0
TEEL 21 (8.6) 0 0

ALY D LA 33 (13.6) 1¢0.4) 0
ALT #0 13 (5.3) 702.9) 0
AST g 14 (5.8) 5(2.1) ]
=¥ N 14 (5.8) 9.7 0

HakiE ] 19 (7.8) 0 0

frlst i 14 (5.8) 0 0

|

# S FEE 21 (8.6) 0 0
B 28 (11.5) 2(0.8) 0

ks, MEMEIEE 15 ] (6.2%) . MAUHBMER/ X A —19 #] (7.8%) . RFE
4« EEOTRI 6 (2.5%) . IHEEGEREE 22 A (9.1%) , HZ 5 (2.1%) . FuRiR



PEGERL S 28 1 (11.5%) , APFRETE 40 1] (16.5%) . TRHSMEMIE 4 41 (1.6%) | H44% -
A | (0.4%) |, EHEOKBERE 3 # (1.2%) . SR ERT 1/ (04%) |
infusion reaction 38 41 (15.6%) . J#% 2 ] (0.8%) M UREE 5P 2 41 (0.8%) 7338
B, Eio, EREMEE, LFRde. fhge, | BIUVERIN, SRR MmN R PR B
MRS Bt B TV e (AFRAERL 13000 e Mo 7o, ARMEE IS L RE =S (TFFE
BRAEMRE L&) 2E0EHSNETT,

@ EHAHE THEHER (NCCHI1606 FA5R)

T HETEHIL 2526 ] (96.2%) [IRRD GBI ARAIE ORRBEBSTIE TS WA ER
FiE 2326 B (88.5%) (TR e, FEURN %L RORIERE Mo L) Tho
7o, ks, 264800 0 6 W TR A o U L SRERE S 1 ] o) ITEME AR 1 R A A
25T T

#3 FEEHR %I EOBFER (NCCH1606 BB (ZefirtssEr)

BTN ST %k (%)
M 26 141
{(MedDRA/ ver.22.1} A= Grade  Grade 3-4"
il E 23(88.5)  10(38.5)
|
UL BRI 14538  6(23.1)
AST Bl 6(23.1) 1(3.8)
[ RS 5 £ (30.8) 1 (3.8)
/] R 3 (30.8) 0
BTV ER 6 (23.1) 2(1.7)
IR RS A Sy =Y T 2(7.7) 1{3.8)
y— T HE L G AT = =N 2(7.7) I (3.8)
ALT 3{11.5) 0
mi s 7 <k 2(1.7) 0

e 5(19.2) | (3.8)

S

B T e 12 6 (23.1) 2(1.7)
5 PRI 3(11.3) 0

i 12{462)  4(154)
&7 -7 1w iE 5(19.2) 1{38)
AR 2(7.7) 0

i3] 2(7.7) 0

Emps 3(11.5) 0

RZENE, 2{1.7) 0

PO 2(1.7) 0

THIE 2(7.7) 0

| ‘



f B LAY B il (%

JEAEE 26 1
{(MedDRA/] ver.22.1] 4= Grade  Grade 3-47

B R i 1 201.7) 0

RN e s A 2(1.7) 0

* o ARENE T Grade 5 OF FERIN Graded » LA L E (CRF) 122
Ehe,

TedE . IHEHEES 7 1 (26.9%) . MRLEE 4 Fl (15.4%) . FEmipm/ 2 4 ~F—
360 (11.5%) . FRIUMERERET 3 F (11.5%), HEEOKBET 2 4] (7.7%) M UWHEE
2 (7.7%) RO, E7- 1 BIPFRA, infusion reaction, 52 9 R, |
WAREREERTE . AT4e, BIREATZE, AT~ 2, FIEMEMER, T, #ik, IERE R mmet,
TEALAEANE 28 BRI i, STRATMEIAE, TR ALERE, e, DMBEE, R
PRV, RIS - /DRSS - BEED T, N - iRk, BITFERNEREE . RILERE, &
TLE ORI B v ie i - 7o, AREIER FE BRI T B 8 (BRI R 2 &)
BT EEE R T,



[ - HE]

AH|OFEMHFEYEEETAEZRAH U S 2ab—2a i LG &% 3 mgkg (R
) 240 mg & 2 BB TR S LB OEA O MERIRESAET i, FOR
8, FA 240 mg 25 LEBEOBRREL R4 3 mgke A5 L BOBRFE R & R

LTEMEETRT & TS on, ARANDFICEWTHFED M S TS H
- &2 (1omg/kg % 2 BRI TS TARIEE G UZEIOMgEEE & il L CEE
T el S (), WA T, BEOFBEICET 57— #1055 A8 3mgke
(PREE) W0 240 mg & 2 R TG L 72O AR OBRE & X 44900 3T mk b
ORE A FRFTT SRR ST T AN S, U oW TR T i R R

bRt Mik - RO THEBMEATESMIZBET A2 E R TRy & THE SRS,

#£3 FAOEDEE AT A&

ik - R Crnax Cm?ndlﬂr Ca\:gdlsi Cuonss Cininss Covps
(pg/mL) (ug;pﬂ.) (ug/mL} {ug/mL} {ug/mL) {pg/mL}
Imele QW | sa 708 | (107245 | (71.339) | 7500171 | o 10m | @2n tam
240 mg Q2W (511%?03) (lséfézuﬁl (25i?i7.8) (105?354) (41iz?53) (62;??87)
10 mg/leg Q2W (14;9i19) (513I$92J (7923?14) (33??232) (181??13) (23%7?86)

MRE (5%, 95%4) . Q2W : 2IH[EHIRE. Crmax : AN BE SO M SUILTETHREE ., Crindis - HJl0lBE 57514
uuuﬁwaﬁmMm$%r Covedia : P G214 0 L1 F ToFEITEPIRE. Craws  EEEREZE
FF 2 f s TR . Cinss - ERRERICIS U 2 B ARNIE TN Caes : EEREEIT IS S 004
Bu

F RS OHEMESBET T AR L I 2 b3 ALY, AR 480 mg
#4ﬂ%ﬂ%fﬂhl@ﬂ%ww%i,ﬁﬁﬁfﬂwbtﬁwﬁ%WMﬁ$ﬁﬁﬁﬁﬁ
%htu EORS I, A 480 mg & 4 BN THES LB T E RIS DR

A (BT WMMCva)HQNW%M@*ZﬁMWWC&@LK”@CW“
&ﬁwﬁa&%Mént(T%)oih A 480 mg % 4 WEIHER THRE L7cEEOE
FARRRIZ BT 2 e MiEFRE QL. [Chsl &V ) 1E, A 240 mg % 2 JH[H]
M TH 5 LR Coaxss & Ml L TEEERT & TSRO0, AARANRIZE
DT ABEESERE SN T A HE - HE (10mgkg % 2 8RR TERSG) TAAIE RS
Ltﬁ@CM\%thfﬁf ot rlilani (T o WA T, BEoREICE
VAT AR E O ARH) 3mgkg (RE) E7iE 240 mg & 2 FMMRE, & L AR
480 mg & 4 WM THELS L 7o RO AHM OURER & & AT M b oo B & RET
T ARBSET DRI, YEEEI oW TR T BE, Riio Rk -

AEOMTHVER L EVEICAM 72 e8I v = Tl s,



F4 FAOEHIENF A —F

J‘H 1/ f . J‘H = Crnax Crundzs Cavgd:’ﬁ CID‘.IX,SR Crainss Ca\'g,ss
: & {pg/mL) {(pg/mL} {ug/mL) {pg/mlL) (pg/mL} {pg/mL)
516 272 310 113 62.1 776
3mghkg QAW | 1350 708) | (16.5,403) | (21.2.43.9) | (75.0,171) | (271,107 | (42.1,127)
727 383 437 150 878 109
240mg QW 1511 1030 | (233,50.0) | (30.8.60.9) | (102,254} | (41.5,158) | (62.1,187)
145 29.7 53.0 216 713 109
7
ABOmg QAW 1 11640 207) | (155, 47.4) | (37.0.74.8) | (145,336) | (275,137} | (62.1,187)
. 193 99 6 116 396 214 275
mgleg Q (146,222) | (865,132) | (101,148) | (329,525 | {184,303) | (236,377)

Rl (5%, 95%5) . Q2W  2aRIB)IEEE, QAW o AIEBIG, Coae : RIIRHRE 88 O 5 E (L7 iR AE,
Crainazs - AN 28 0 HIZ F30 2 AR FIRE ., Cogas : AR G280 H & TOFHMFTHIRE.,
Crmnaes ¢ AZHRBEIZ 3500 B 8 M B RE . Closs 1 /2N 30T 2B IR TS I PR . Cuvpss 1 W2 EINER
VIS D TR LI R R T

10



4. HERRIZDOWT

EGRAAT & UTHRERET (2FFF5) AFEohTnaZ 00, YiZdfEERE
UNZETE AR THHLER DA, 01T, FRAOBEEPEY /2 EBE &2 - 5
EL, FAIORE L0 EEAREHERR UBIHIGT 5 2 ERuER D LA
OO~@O TR TEmE T OB T TA<ETH A,

O mFRIZHOWT

D-1 Tt (1) ~ (5) OWFRNICHEYN T AT TH L T L,

(1) AT R BB ST D 03 A MBI U D0 (FRTE T IR 0% AL aB B i LS B
i’Lf“J(?ﬁ‘}v ﬂ#‘ ETF“?%HT“I% i’l‘ﬂhﬂ(/ﬁ‘/u;:\%frhm /J\ﬂ.?ﬁ‘/uw_'n‘.—\'\ﬁ[{at\ "J\be/’\/\/@%
Wl 7z &)

(2) FETHENEMET

(3) EFEIFIRENFRIEE T 20 AR (B ADIRMUSETEERE, 25 Uil
Wb S ). A5 AL e e &)

(@) AAFAL TR E AR E L, A RIS U T R E | SUTA RIBIE P aa sk
2 O JgE L M M & T > T2 gz

(5) BUSAHEIEEAIAL S BN ORI HR AR M AT TO 5 e

D-2 HHAE DN U BB b A R UNRAIE AT 36 H1IRr 00 ) 05 0 2 70 Ak & %
BebioER (FROWTR NI T DHIER) 73, Mat2BER oA 2 %BED
BEEE LTEMSNLTWD D &,

=

o RAMIDETERETS 2 FORIHELAE I LRIz 5 FLLLO A LR O BRIRAHE %
ToTnbh I b, 55 280 T, AT GRS T8 U IRIRIEE T o aHE 4
o TWnAL b,

o IERMRFFEUSE 2 TOYWMPHELZE | Liciic 4 FLLEOBRRERLZ AL 0D
Z&o 2 SRR R AR 00 28 A TR & B AR AR L S OO i
E{ToTnHI L,

+ IERERAFIRATE 2 F )%)Jﬁéﬁﬂ{lk%ﬂ”‘be’_fﬁ 5 FLL LD/ NI B OV A A
oty NRBRRMR A S 2

@ BRRAOEREFREBOEHIZOWT

[ S, R I 0 i 2 AT SR S A, LS00, MR O | A - e
SHES IR ADERR BTS2 BB, G HEGP Y LB ORY
R ARSI IThR A REIME ST A R,
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@ BIER~DIEIZ 2T
@-1 HEgRAHIZ BT 5 B
MEMRR RSO HE2RENEASZAL LBRIZ, 24 HERAH AR O F W&m&x
LEFHRZICBN T FERLEWEAIIE U CARIEM LN CT #@Mﬁm(bf W
FEM% OFERNE ATZB S, Hh IS ERARHNE S TS D b

@-2 EFRHEERCLI>FEESAISCETIES
INAERITED S PN ML s 01T S IEREFLAaERE=2 ) 7
BT ERO AL Ve W ERITOTIRE SR A LT T 5 F — AEREIRT] A 5

fE S Tnad &, AE, BT onT, AN EF ORI R Eh T

AP

@-3 BIEH ORI LT

BITEAH (REMETERCIN A FIETIE ) e O 4, T8, rkuihpfizis . REF4,

qN N EJ#OD | ﬁ“ 1 e, BIEAF . A, IFHeERE T, IF&. m{pseime

e, MURNMEGERSE, TRAKERSE, mRES., TEFE, alTHES. e, EE0K

JEFEE FJ?'HIR.[&IT:I:}ET:I:)JJ: infusion reaction. ﬁ%ﬁ[ﬂlﬁi\ﬁi Mk Zfeikfmie, #HE,

fse, EEOE S, SRR, BEONERE, RRRmt, OEETS (R -

JJJF CrEPE AT TE) | ARIFERYS, IS e, BLTE) (o LT, A ek UL
+*&W0D¥FHIE%HT/ E AT & U (R H o e xin iz B U TR R OV dE

%ﬁbﬂéﬁw‘t BAHZE), ELICEUAAESTE RGN E-TnA T L,

R ?* -TS

12



5. BREXRERLBE
[Frntkic g+ 5 H1E]
D TROBEZIBWTERA OGN R I TS,

@

o BEFEMEMIABAE L U Lo % e I REE AR TR 0 T3 58 38
B AR % ) B O R AT

o 2L VAL EOWBEREZE L, oM S B L A TSRO A
(H 235 M IE R AR OVERIE L7 a) . AR GRERE O AR % 2 U
R AN B

FRCWZRZ ST B M D ARE Y G UMIER 55200 T, ARE oA s

W, ST O, ARO& Txtd L7570,

s ALHRERGEORSE
« fLOBUEMEREA L AL TRESLDBE

[Zeafhiz B 5 =41

oy

TRICEZEYTABRE OV TIEIAROBERED L SR TnA T g, H5%1T
b AL
o CRHFIOEATITHR DIBEUE ORBEIER O B A B

AT ORI B T FERIC R4 T 2 B2 oW T, AR BeLHERE S hudan

P, AOTERRIRER RSB Y | EERICAKIZEH T2 2L 2B R TE 2,

o [EEMEREOGHMIZEEFEO S HBE

o MR TRVE RS AR D & M UM BN O O R R R 0 B et i %
DM RIEM AN A BN D ILAT

e e B oAt OZEBMER A L <Em3ENo [ 2k Do EERE o
BB

o PESEBAEN GEMsdMBEEE ST b 5ERE

o IEMOBISUIMNL R AT A HE

*  ECOG Performance Status 3-4 ©V o3 )li45

M1 EeoG ¢ Performanse Status (Ps)
Score W
0 DL CITEIT R S, AT E FE L H ETVRIBR A < fT X D,
| KA LB LT E AR S B0 . T HIE T, BB DM TOfERMAT I 2 L T& 5,
W BVER L, FRIEE
2 A [RE TS OR Y 0 2 & i i Tl EF N R T & 2oy, TTHO S0%EL Bi-So FATIR I,
3 M S AL iz (A Duraml e = 2 L TE Ay, 0o 50% Ed Ly R Cino 3,
4 I Ay, BAOFOMY o2 Lk TERY, JEEICSy R T TR,
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6. REZBRLTEETNEEHR

W cEEIz N, BliEk ;L%%/J Pt D R %Q*ﬁiﬁl 7 B TRE TR

AOEOILLERERY |- SILAR L ThHhoERT 22 2,

MG D | B T T DR uﬁ%ﬁ]‘i&@ﬁiﬁ’xﬁ%ﬁ“ T L, AR A

Tonbieh+as2 k8
eI o R A MIZWN T

o MITTHEMEENAH LA D ERHADT, BEFlORSIIHT - Tik, BEEE
B (R R, K, FEVE) ORERKE TN X Ao £ S, fEy |-
AT 2k, Eim. LEIL UTHES CT. figw— B ot e T S
&,

o AAIORIEEILE infusion reaction WA TEAIE IS SRt TR B
21T o7 FTHEET A 2 &L E7 2 b H Ao AHKI A 5147 infusion reaction
BHLDNOZELHADT, FRARG [ RUFRA SR THRE AL Z A
VERNET L%, BE OINEA o Ic &Y S 2 2 7ed5, infusion reaction %
FER L 72 E I, RCOBERMEIRDS i BT 5 £ Cliar & ot
TAI L,

o MRIREESEEE, THRIEREZEMCHHFIET R LN E0H LD T,
AN OFE - BAAGET A UM - JH R O E R DN s s se e A (TSH, 7 T3,
Rk T4, ACTH, u’un{n:w%f—wﬂmﬂjﬂg) AR BT L

o AFlOEGC LN BEORELISITERNT S £ B2 LR DR BN
Bd bbbz &/3 b5, a@#ﬁ/i %bﬂf_%l/;\idi RO HERN L/L
E\?F"ﬂﬂ"]fi%ﬂ ik & AR R A Bl & ﬂlJ’%L T 7RI 2170 IR DR
KISz X ARIWER BN A BE ik, BRAIOARE Tk, M OFE %&%,J\
JV%/ﬁJW?MHMg’%FET)‘ &, Ipi, RIBERAE DR HIZLDRITE
A DEEELZEO LA WIEEIZIE, MIBRE R LA O R iEH Al e ehn
LA TAHI b,

o BEE %, BEAMNGEA AR L T BENERREBAT A LB LTI,
ARFOAT G5 r I L EER ORI icERT A 2 b

o 1TMERRE (BUE 1 TERAL ST b Lh, BRAEY h T =R
e s 2:75\&’0 OT, 08, Tl NEIEEORER O SR E o FR
IEETAZE ﬁ'l*f‘émwﬁx%wmf v sk L, A2 R
m@&ﬁ%@ﬁ@&kﬁ&ﬁq

o BPENTSE, T, ITHEEREREE. H?% E{CMIHE RSB L LA Z Endh b
DT, EHRN TR A 1T ”4%‘@4)\"5 BT HZ &,

. /S:E’)H%g‘%ﬁ)&)%bh TEBRES . MR BAE AT A AT A
Tk, E RORENGEDE i’LT_J‘/J—}ﬁ:_ M, ERHICERERE A ST O &
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SREAfRET L L,
@ FARDEARFEIZREWT, REHEGAN0 6 AL SR T Lo, FRLIEL,
FEREM G VR E TR 2B S 24903 247> T 2 & 28510,
A SR LERRICFRRT CHROMRET I 2 &,
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BOBEERAEET A 71 >
=R~ T (BREETHHZ)

(BR7E4 : 47 U— R ARHE 20 mg, 47 Y —RARHE 100 mg, 7 V—
RETEEE 120 mg, 47 P — R ERHIE 240 mg)

PRk 2 949 A (4F1 54 3 AET)
A A



&

1. Uiz P2
2. AFORM, ER#EF P3
3. BRERAEAE P4
4, MR OWT P18
5. Whatg ki AR P20
6. I L THEEd <& H1g P22



1. i ZU®HIZ

ERNOFMYE - LREOFROZDICE, B ESCES VA IE A E RS
BIA, X5, ITORSEEHFOERC LY | PUSESEN A & o SR 2 5 AN B
FEENPAGRINAE T, ThoOELNEREICASBITIZEMT 5 2 L nmiEo
SRE L e o TR Y IREHBOEE L o EATTE 2016 CELK 28 FE 6 H 2 LRSI T)
ZEWTE, RHRMERMFEOEMNO LR ER XS Z & L EnThD

ATHRER A AR, EAER el a7 A LV DBREF O, &%bmiﬂ
BT ERBA, ol AN EMIZRT AEEA [sE T A T ToM,
NEERSHOBELZMSZT 5 2 EAMBEEN A A U TR 2 & & bz, BIfE
%m%ﬁbtw T kR b A T L N HEA— TE O B A 7 B RS T
TAHEIEBERTHA,

Lizido T, RAA FFA 0Tk, MBEFS IR ETIIHLI TNAEFRRF -
B A IE-3 % ) LL R oo ORE R M 2 ST 28 A0 OB ESE B2
KO E A T,

TedS, RIA R T A PR, MG TEOE N REET RS B At IIEA R A
ERANEE o, — R FE A A AREE N E S G — AL A A R BB 0w 0
[N (BT AU

WGl A AR A R R 20 mg, AU R TR E 100mg, A
AR EGFEEE 120 mg, A7 VR ETAERE 240 mg ( ARA =
A7 GEE M)
MR ADRETAR B ERTRE A ) - RO TR
HELALLMERCRE  F, BAIZI =R~ 7 Qs TR X LT, 1R 240mg
% 2 MR S0E 1 | 480 mg % 4 R CaAesTE T 5
Mwmﬁﬁﬁﬁﬁcm%& B, ﬁ%\ka@~$W77
(Lfﬁ%#ﬂ?ﬁﬁx_) LT, 1 l_l 240 mg A 2 AT 1 [F
360mg % 318 :FnﬂFnﬂrﬁ'f MR T S,
B A TR T /’J\ﬁ’%'—ml—rgﬁﬁi_t




2. BRIOFE, ERBAF

AR AL 20 me, R ERL 100 me, WATRTERL 120 mg B ORI ERIL
240 mg (—fR%A . =R (BRAHERLZ) . DIT. TERAL 2vo ) i, ANBRERL
TGS L AL L vy A3 (7Y AL s v AT —A AP 47 (BMS) #) 7
BZE L7t b PD-1 {Programmed cell death-1) (%[44 & U [gG4 € / 7 10— bk
Thh,

PD-1 0%, iGHEAb L7z 0 o gk (THR, BRARmA DT F o 7% 5 —THK RUE
HAARIZHEIET A CD28 7 7 2 U — (T MO 2 Mz 2 A5 5 4y
TE) BT ASFENRTH L, PD-1IEAURE SN Z IS 4 PD-1 D 2 B (PD-LI1
B OFPD-L2} 280 L. VU w SgRIo ity 7 5oL 2 mE LT U » -SRI R e &
BCEf L TvA, PD-1 U Ay RIS ML b b ootk 2 20 TR 5B
LTHEY, MERCHEE, LR L IEEMEIZBTA PD-L1 O LHEOLE
MR & ORI A OFREBGRAH L 2 L AE STy S (Cancer 2010; 116: 1757-66) -
F - EEEAENAE TR TR EET DA o F =T e o = (IFN-y)
(2L o T PD-L1 OFEHANEE S, B USRI D PD-L1 o L iiTE o
AFEEAIM E O L oMAMEAGES S L & OfE L H D (SciTransl Med 2012; 4: 127-37),
X 52, PD-L1 &SR0 S0/ 28 AR, SULRFRA) CDS B T Sl o ia i
FEVER Y S %05, $L PD-LL 3T PD-1 & PD-L1 * O EFET S &2 0ffla
EEEVEBMET D 2 2B RINTWD, FOZ L0 PD-1/PD-1 U F o FERKIE, A3
AR AR RO 7e T MR O OBEEZ A D FO—2 & LT L2 LAt T

AFNE, BEFRRABL O B o PD-1 ORANIEAMERE (PD-1 U A BRSO AR 2R L
PD-1 » PD-1 U #H 2 REDFEDGEZAETL Z L0 LY, BAFURREREN: T MEOTL
PhAL MO A MR o3 2 AR E N 2 i~ 5 Z & TR R R R o
TEBHEEER TV D,

IR OEIE G RATEIEE I T AT BRI R v EA Lo L IR,
H LA A0 g & LRI A i U, A2, ot R ORRIEHGE S/,

AANDEHBEITIZEE S CIBEORERISIZ LSRNERS RS i, BEXTATIZ
FLAREM D B D, FROFH P RO TR, URTOBIEE T oI, B
0 BRI E AT, JEH LI H B0 U 7o S MR A2 k05 & R A R RN & 8 L O
D72 dn B2 24TV, R OSIE LTI LD RWER 25 3 Eicid, B R
T AO GO BRLE 2T 5 MRS D,



3. ERERAGE
FERENERAE A2 ETT » TT4E 00 B W o A GEIRIZf B M 21T - 7o R A hE AR TRBR O LR & 18,

[Fah]
(DEFLFFHIAIFE (ONO-4538- 12%%%)

20Lh Bl SRR A AT SRR I L U TR O TR SRR e A HE T - B
O H R TS MR (Hﬁ?rm%m:ﬁ MBS LY ET5emARICir @5 IR
) BE403M (BARANBE2260 % 51, ARABEI306, 7 ERE1630) ZRtgiz,
VIR B U TR mgkg A MRS T AR L7 E O AGMENTEND
PeEE Uiz, FEMME L Th A RFEFHIN (LI, TOS) Evvo. ) (il [95%
FHEEM] Y i, RAEET5.26 [4.60~6.37] A1, 722 REET414 [3.42~4.86] 7 /]
ThHY, FANZT 7 R UG FC AR LR R R L (- FIk0.63 [95%
{ZHEXR) : 0.51~0.78] . p<0.0001 [EHlogrank $2/E] )

104 —— &HR
ng4

0.8
0.7
0.6

0.5+

i

04

0.3+

0.2 4

01+

0.0+

0 2 4 6 8 1a 12 14 16 18 20 22

at risk ¥ et =G LR
] A HIEE 330 275 192 141 44 4] I8 19 10 5 2
b REE 182 11 82 53 32 4] 10 4 3 R 1

o0

B 1 0S @ Kaplan-Meier B8R (ONO-4538-12 #5#)

OFPELFRIE ISR (ONO-4538-44/CA209649 7R5%)
fbFEFEREO /e b EEBARTZEE2A] (PIT, THER2) &5 ,) I2EoisE
ENBRATEAaEST - T8 0 B EE E AR (EEO LA REEEAT LY ET
SemBAPNZAT T3 AN BT 1581 (B ARANEE 10964 e, ARH| -+ L2 EET
4



78944, AbFREEETHETO2M)) ARt Eiz, fLFRERHIBEE LT, AR HEEREEO TR
MR e e it Uic, MM H T d % combined positive score™ (LA, TCPS)
Lo, ) ZSERICET SENIEALGEE CIT, [PFS) v 5.) RUCPS=5EHIC
BIFAOSIZ 20T, AﬁlJJr{b'q:f@ﬁ@ﬂt#@%t_ﬁ LHatERNC A B AR 2 s L
1, B2) . S 60, HANTHRT ST RTEFIE A R EAMED BN Tl - TRT
ATV EE L, BIEEIE U & X7 CPS 2= 1R I A CITTEM 12851 A 0Sic2>n T
B, Al SRR N ERE O LIS e A Bt 2R Uiz (31, 43) .
*| HERD Pl AP S RUGE e JBE MU R EFEo L 2 IR L& bl A L L,
*2 0 LU NoESAEIE GRERIMERIA I 2158 U7 O U 70 1 | 130 mgm? (%
W) & 3 MR T A L, A2 B 1000 mg/m? (PRFILFE) A 1 N 2@, 2 AR
H% g LRARAREE, i@ AF4 U 7T F o LR 8Smg/m? (RRWFE RV F— R
7.4 1 [Fl400 mgm? (MRZ21A0%8) M UP 7007 7 20 1 Rl 400 mg/m? (PR 1AIFE) % 2 B HER
TUNHERHEL . A T T L 2400 mg/m? (EEZIHFR) A 2 AR CERIRP T et S i 12
HREIAIR] | 2F P vk, &5 (D18 360mg % 3 AR XILE1 0 240 mg % 2
R TR AL RO IO R L P L,
*3 : HSAEALT IS A PD-L1 23R L fllade (WgAla, <7 m 77— TR o3k R dahilig
AT L, 100 & o U7 A,

1 AIERE (ONO-4538-44/CA209649 F5R)

FRE
B TERHE gk [95%{= IR ] ot R
(A1)
A+ 7.69
e 473 o 0.68
pFS cpsms  (LTACAH [“’1; 05"’-‘” | 98v4fEHE X )
(L pE i 482 £5.55~6.90] 0.56~-0.81]
A 14.39
g 473 T 0.71
CPS=35 femeuat [13'1]11 ]106'23] [98.4%1, HHERE -
[ESPRIERE 482 g 0p~12.09] 0.59-0.86]
A+ 13.96
ey 641 _ , 0.77
S Eepats g 2.35~14. = e
os*? CPS =1 {5 At [t DISI 3;4 %] [99.3%{EWIXE :
S T s 64~09
Tt 05 [10.64~12.25] 0.647092]
A+ 13.83
g 789 s 0.80
i (EEERT (23514550 og oz by
fbseseitt 792 1156 0.68~0.94]

[10.87~12.48]
*| o KRGO *2 BRSO F — & 3 BRI Cox Eofil s WE T




Prohahility of Progression Free Survival

Y oo | B (it = e e
0.5
0.4
0.31
0.2
3.1
0.0
T T L L T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 53 36
At risk % defEzE B A oo BHIE (U]
AA g 475 384 258 181 132 89 60 39 23 10 8 1 0
b FweskfE 482 325 200 109 72 41 25 18 12 i 4 0 ¢
& 2 PFS @ Kaplan-Meier #if## (ONO-4538-44/CA209649 3RER) (CPS=5 M)

.07

0.9

0.8

T
= 0.7
7
:E 0.6
-] RYSTIRA 3
3 059 . AT A b R
i= k! . /
Z 0.4 %{ i
= o )
™ ’f& e
2 0.3 / L
i
0.2 y %&*"%wﬂ
b LAT T hames,
Tz -
0.1+ TeEEs A
0.0
I T T T [ I I ] T T T T T -1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
At risk ¥ LefEzm DI B OMER (H)
AHl—bsaEEE 789 731 621 506 420 308 226 147 100 49 34 14 2 0
EFHEERE 792 697 586 469 359 239 160 94 59 35 156 7 2 0

X 3 0S @ Kaplan-Meier Fi#R (ONO-4538-44/CA209649 388 (ITT $£H])
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(PD-L1 IR ILAI DO H L)

[E R FH IS (ONO-4538-44/CA209649 WA (A AN LN EHOT 4
(2IESE | PD-L1 ORELRIGNMENT 24T o 12 H 20k GRIBAORBEN & &5 te) BURE
PRSI T O B0 Tho i,

AR ACFREOTIEL, CPS 23 5 R0 (CPS<L LN 1=CPS<5) OBRFEMT
L ALARELBENRTH T (32, K4,

72¥5, PD-L1 ORBURILUZE L9, RAIDL 727 7 A VIR TH -7z,

7 2 PD-L1 ORBUIRIBIOFHE (ONO-4538-44/CA209649 FAGK)
I

PD-L1 P - e SN — RE ZIEH
pINr EE= n, Iy e Ly p 1.
e et Gk —95% T Z ] Fosoui= T i D p i
(A H)
A+ 140 8.67
, {7 P T fE 6,93, 9.69] 0.93
CPS<t 511 [0.69~1.26]
T 8 . .
A P 125 687, 9.82]
A+ L6 7.16
SRR T6.83, .38 R
PES"! | ZCPS<s 1L A A 68 ] 0.93 0.0257
- 173 8.15 L0.73~1.20]
FHREAE 73 7.03,9.07]
A+ a3 7.69
N [ AE ST 27.03,9.17] 0.69
crs=3 - 6.05 [0.59~0.80]
=¥ 7R 482 5.55. 6.90]
AT+ 140 13.08
. (P b Af T0.82, 16.66] 0.92
CPS<I 12.48 [0.70~1.23]
{EsFIElE 12 [10.12.13.83]
A+ Lo% 12.29
. oy SR 29.63,14.26 .
08" 1=CPS<s (Esat 11.99 : [0 73371 24] 0.0345
Erfessf 173 [10.87. 13.90]
A+ 473 14.39
{b P A [13.11,16.23] 0.70
CPS=3 11.16 10.60~0.81 |
b E R AT 482 ' ’ ’

[10.02,12.09]

1 RERARIS O F— 4 2 0 WA T — &

*3 ¢ JEE Cox Hfl W — K5



e
: '
{59 1L
¢ 3 6 9 12 15 1%
Alvisk £ REAF Zed )4 7
FHICHE 140 129 112 89 72 51 40
ICHEE 125 110 92 77 61 41 27
z o
hd
= "\-
| !i‘\,-
- =

bR LRE

o 3 6 9 12 15 18
At risk 3%

AOHUCTC BT 168 157 125 99 83 56 34
ICRE 173 154 133 112 81 56 33
.
l'".

3,

CPS<1

0s

AH| — Al

<

21 24 27 30 33 36 39

LR (A

29 20 0% 6 3 1L 0
15 13 9 4 3 2 0

1=CP5<3

oS

HA— {LEHsEH

e

-

21 24 27 3 33 36 W

MEfE &Rkl (D

215 7 6 2 0 D
20010 6 2 1L 0 0

CPS=5

0s

A B

s S T
= N - .\-1""-., e
=370 B
' ' Do
D3 6 9 12 15 18 21 24 27 30 33 36 39

At risk B MEA S EI S ) 7
AR RE 473 438 377 313 261 19% 149

IC A 482 421 350 271 211 138 98

ELZEL A
9 63 33 22 9 1 0
5634 19 8 2 0 0

I

L dldl g el B

vl

Hoal e

. .‘)\7

A LSRR

5
- /
A e
AR -
" | : ' | : 1 ‘
0 3 6 9 12 15 I8 21 24 27 30 33 36

WEAARN L oA ()

140 119 72 43 29
125 82 53 32 20
(LN
y
.
.

TesrHeiERt

r T T
{ 3 6 9 12
A 2
168 138 93 53 13
173 127 91 58 27
l'\.
. 1‘
r '\.
A
.
A\
‘.'\
-
kS
.
o & 7N
] 3 G 9 12

Mf s
473 384 258 181 132
482 325 200 109 72

21010 s 4 2 1 0 0
I 6 O 3

=]
(=1

LZCPS<3

PFS

A+ BRI

L

I o
15 18 21 24 27 30 33 36
bk o g (1))
4 117 403 2 0 0
12 6 2 1L 1 0 0 0

AT+ B TR LT

e ' b
15 18 21 24 27 30 33 36
e G it ()3
8 60 39 23 10 8 1 0
41 25 18 12 7 4 6 0

X 4 PD-L1 ORIRFEB D 08 KT PFS @ Kaplan-Meier Hi# (ONO-4538-
44/CA209649 RER)

(0s (£5)) : R cpPs<1, FRE 1=CPS<5, TR CPS=5)
(PFS (F%) : kX CPS<1, HHRE 1=CPS<5, TX CPS=5)



OFEFEHRRE O/IHRE: (ONO-4538-37 ikER)

fh @R 0 700y HER2 B2PE™ ORTEEIERANIE Z0lqT » TH2600 B v Ul HiEa i
mAEEO D OARIEEENSLEY BT 5 om NI T B IRE) BE 724 ] (UK
MNEF 395 Bl 5, AR HLZEET 362 ], 77 R HALFEER 1 362 f4)) &
XRIZ, 7R R HEEREEZ IR E LT, AN EEREEOTE R O 2 2 30
Ui, FEFME L 0—>TiHh 5 PFS (AT [95%ISHIKMID M, A + SRt
T 1045 [8.44~1475] B H, 75 AR HEERIERT 834 [6.97~940] HATHY |
BHN A FRIEIL T T R L PRIE SR LR PMIZ A Bt R LI (N — F
H 0.68 [98.51%/E8E1XRT : 0.51~0.90], p=0.0007 [JBH] log-rank fixE]) .

Fho, Lo FEFLE L TH A OS (I [95%FEKE) 1, RE b
FRIERET 1745 [15.67~20.83] #7J1. 75 R H{LBEERE T 17.15 [15.18~19.65] #
HTh Y AR TPREL Y 2 28 e TREit LR P A BRI R A R &7
Mofr (A= R 090 [95%I5HEXAT : 0.75~1.08], p=0.257 [[BI log-rank f&5E]).

*1 : HER2 H7E RS AR E SR LA i & L,

*2; ARF (10 360me % 3 RIS T ST T L, LUTF (b Eel GR%RIN Y Eal
MR RO L (A58 0 750 L0130 mgm® (ERFHE) % 3 R AT L
FAHT =N FAT N FT T ) T ARESA] 40 mgim® ((RERMAR) WAL 2 B 1000
mgim® (KW & 1021l 2 IR TS G2 | EIaA]

1.0 ¢
0.9 . S
—— EH|, ARGV TSFORU
o ST 1XIFARL R HAF
- I AR PITIFRY
0.7 - SARITHAAS SRR
E
i% 0.6
* : .
¥ 03 L B
4 o
0.3 %-
B
02 - -
!
0.1 et
0.0 .
0 3 & C 12 15 13
at risk | E TR
_ ;ﬁ;gm;;;;gg 62 274 168 94 46 12 0
T B 362 259 180 80 30

X 5 PFS @ Kaplan-Meier B8R (ONO-4538-37 3 5#)
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—P— FH ALY ST R

08 S A lEhnI FE LR
0.7 G- TIEA A FHUDFFELRY
S IRILAAL 2C B
L
T
& 05
04
03
Q.2
G.1
0o - : : - - =
0 3 6 9 12 s 18z 4z 30 33
EFEEA)
at riskn
FRASITI B 30 346 318 289 232 193 189 150 102 83 I3 2
FIEKAIIIT A se2 342 301 259 213 192 167 141 97 48 16 5

X 6 OS @ Kaplan-Meier fh#t (ONO-4538-37 3A8%)
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[ 4tE]

(DENFEIHIFE: (ONO-4538-12 350)

A2 A AT 3004330 1) (90.9%) . 7 F 2 REE 135/161 5] {83.9%) (2586 B,
{BER a)lﬂﬁéfﬂ%ﬁ‘ié'ftﬂ% R T AR 1417330 4] (42.7%) . T ER
ME 437161 441 (26.7%) IZalsb ALk, Wit THERED % EogfEHIIET#
DD Tholn,

F3 VTR ORECREREN 5% EDEIER (ONO-4535-12 RER)

. g (%)
I Lo -1 | /\# — — —
ﬁ;ji ) RAIEE 7T AT
; 330 41 161 {#]
MedDRA/T ver.19.0
(Me ver.19.0) 7 Grade  Grade 3-4  Grade 5 A= Grade  Grade3-4  Grade 5

SREIVER 141 (4270 34 (10.3) 4 (12) 43 (26.7) 7 (4.3 2 (1.2}
T & 23 (7.0} 2 {0.6) 0 3 (1.9) 0 0

T 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2 0

F 5 FRE 30 (9.1) 0 0 9 (5.6) 0 0
T 19 (58) 0 0 5 (3.1 0 0

P ds AT BV T RTE RN R T 1] (2.1%) BRI EMEERE S S A2 S F—9 ] (2.7%) |
R4 - BE O TFH 4 ] (1.2%) 188 0% 3 6] (0.9%) | IFHENERE 18 ] (5.5%) |
e 11 (0.3%) . Fwtﬂ%%‘*@ P 13 7] (3.9%) . AFRREE 10 1 (3.0%) . TrekseRs
T (0.3%) , THREMABEEERETE [ 41 (0.3%) . #PARIMARREEAE 1] (0.3%) KX infusion
reaction 1 ] {0.3%) ﬂl.uu&)b/‘hf’ F7o, BEIERRIC A DRSS, TR, 'JQ‘UHJ]'IUJ\)HE
BUOTEEELE . BITTRE S, REEOSERE, R - R, BREUS Y S BT
Lo i, A mJVEﬁH%’éfﬂ#mif‘ﬂ Mg (HRMEM R 22 za@f’e#ﬁ%
R,

@EPEIL R AR (ONO-4538-44/CA209649 3l

ﬁﬁzf%%ixﬁwrfb%ﬁf?z%ﬁ 776/782 1] (99.2%) | {LFHGERE 752/767 ) (98.0%)
ZERW DL, AA UL TR R & O W REBEGESTIE T E WG T TRILARA HE TS
B 738/782 17 (94.4%) . (L FIEILRE 679/767 5] (88.5%) Z3 o LI, Wi
THEAARD SWLL EORIFHE T RO B0 Tholz,
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Fd4 NP OFETRESEN 5% EORITER (ONO-4538-44/CA209649 B
tilEL (%)

e g NG . o i
ﬁgﬁimﬂ AR (st
NETT N .
i
(MedDRAST ver. 23.0) 7826 76741
£Grade Grade 3-4  Grade 5  £Grade OGrade3-4  Grade 5
TMIEH 738 (94.4) 462 (591} 4{ 0.5) 679( 88.5) 341 ( 44.5) {

LD 323 (41.3) 20( 2.6) 0 292 (38.1) 19( 2.3) ]
Tl 253(324) 35( 4.5 0 206 (26.9) 24( 3.1) 0
Mg 195(249) 17( 22) 0 166 (21.6) 24¢ 3.1) 0
LR 730 93 2( 03) 0 G61( 8.0) 0 0
N 57¢ 73) 7{ 09 0 470 &1 1( 0D 0
|
FAE s e T 221(28.3) 31 ( 4.0) 0 190 (24.8) 22( 2.9) 0
AR = 2 — 12 3 — 137 (17.5) 16 ( 2.0) 0 119(15.5) 14(¢ 1.8 0
Gl S9¢ 75 2( 03) 0 61( 80y 1( 0.1) 0
MR A 42( 54 0 0 380 5.0) ] 0
THIE 40¢ 51) 2( 03) 0 17¢ 22) 1( 41 ]
|
AN T 158 (20.2) 83 (10.6) 0 18(154) 67( 8.7) ]
NTWNS e 136 (19.9) 20( 2.6) 0 15 (1500 19( 2.5) ]
TANRZXEET I T A7 T 122(15.6) 12( 1.5) 0 69( 9.0 5( 0.7) ¢
— Y Bl
[ MBS 112(143) 23( 29) 0 TI(10.0y 13( 17 0
TS T I RFAT TP 8%(114) 6( 08) 0 500 65 5( 0. 0
m
1 &t WA 89(114) 45( 58) 0 3( 44 16( 2.1 ]
7T 71¢ 91) 21 ( 27D 0 220 29 2( 03) 0
QA7 A ) s 27 & — B 52( 6.6) 5{ 0.6) 0 340 44) 2( 03) 0
[T A= E e T 43¢ 6.1) 4{ 0.5) 0 32( 42) 2( 03) 0
s il 45( 58) 2( 03) 0 33( 4% 1( 01 0
|
#1l 203 (26.0) 47 ( 6.0) 0 171(22.3) 21( 2.7 0
Rk 191 (24.4) 118 ( 15.1) 0 181 (23.6) 93(12.1) 0
I 4 A e i 157 (20.1) 19( 24 0 145(18.9) 13¢ 17) 0
7 L ER Jrde 11 63( 81) 5( 06) 0 55( 72 11( 14 ]

o 202 (25.8) 30( 3.8 0 173 (22.6) 17¢( 22) 0
77 T3 93 7( 09) 0 81 (10.6) 10( 1.3) 0
TEER 64( 82 4( 0.5) 0 22( 29 1( 01) h
FLIBL YT 62¢( 79) 6( 08) 0 45( 59 5( 07 0
e 20 54) 2( 03 0 36( 47 0 ]
|
Fib - LIRS R AR 94(12.0) 11( 1.4 0 81 (10.6) 6( 0.8) 0
IEiE 74( 95 7¢( 09 0 12( 1.6 ] 0
& D IE M 6% 1¢ 0.1 0 8¢ L0 iy 0

i RHG 157 (20.1) 14( 1.8 0 139( 18.1) 13( 1.7) 0
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VRPN _ ____ P (%) _
LA AR PR e phinn
(MucudDRAfJ ver. 23.0) 78241 76741
_ :Grade Grade3-4  Grade5  :Grade Grade3-4  Grade §

BRI IREE GRS ME 70( 9.0) 0 0 2¢( 0.3) 0 0

FEAITHE S RS 66( 84) L1({ 1.4) 0 30( 39 5( 0.7 0

R PR 48( 6.1) 4¢ 0.5 0 10( 13) 2( 03 0

7R B AR HEEEERE B O TR EE 466 51 (59.6%)  HHEHEIEE 203 4 (26.0%) .
infusionreaction 111 17 {14.2%} . HURAMEEEESE 96 (7l (12.3%) . RO B 68 i
(87%) . KIg% - /NEK - HEOTHE 52 7] (6.6%) . MIEVERRES 42 ) (5.4%) .
EEOREIET 28 Al (3.0%) . BHEEET 26 1 33%) . CEREE 15 # (1.9%) .
AR M el 13 71 (1.7%) . 28 70 (0.9%) . THRMRHEREREE 6 fl (0.8%) . Bl
WIREREREE 4 7] (0.5%) |, B2 3 #1 (0.4%) | OFR% 2 ] (03%) . 1 BUHEIRAT 1 B
01%) . AY2HER 14 (0.1%) . #6214 (01%) MTVETL 1 #1 (01%) 2 5
Mlo. Fio, BRI, M - B, Tide. TRMEARAS 48, b Bl
AT, ATAAE, HIFERE, WERE R UIES LI s oo i, AR
ARBLRIUIE RS (BRERERRT 251 #30EHERETT,

DEE M N/HREE (ONO-4538-37 w5R)
B E T AT LSRR 358/359 4] (99.7%) | 77 R+ {hamER ikt 357/358 45
(99.7%) (CWsH Bl BAl, 77 R M EFE S OREHERGE TR RWEE
HERIIAA| L EFRIERE 3517359 #1)(97.8%) . 777 B A% + (LB R B 349/358 41 (97.5%)
R BN, WO BETREEEN S%LLLOBRIEHIX FRO LB Tho T,



=5 WThAOBTRERRN s%E EORBIER (ONO-4538-37 3A8R)

| 8 (%)
il S8l ] - T — —
#g oy PRTERTEE R T IR AL
o 359 4 358 {s]
MedDRA/J ver.22.1
(Me e ) 2 Grade  Grade 3-4 Grads 5 4 Grade  Grade 3-4 Grade 5
AEIFE 351(97.8) 205(57.1) 3( 08) 2349(97.5) 174(48.6) 2({ 0.6)
GRS o — o8 201 (56.0)  14( 3.9) 0 189 (52.8)  8( 2.2) 0
M 424 57(15.9) 0 0 52( 14.5) 0 0
A= oS 51(142)  3( 0.8) 0 47(13.1)  10( 2.8) 0
PR 24( 67y 60 1.7) 0 12( 34) 2 086 0

L 181 (504} 10( 2.8) 0 180 ( 50.3)  12( 3.4) 0
il 125(348) 16( 4.5) 0 110(30.7)  14( 39) 0
Myl 72(2001 5S¢ 14) 0 66(18.4)  3( 08) 0
P 64(178)  6( 1.7 0 46(12.8)  4( 1.1 0
TR 44(123)  1( 03) 0 26( 7.3) 0 0
4555 19( 5.3) 0 0 17( 470 1{ 03) 0

IR R R 157¢43.7)  71(19.8) 0 134(374)  S57(15.9) 0
Lo S L 144¢40.1)  34( 9.9 0 157(43.9) 33( 92) 0
[T Ul R4 R 77{214) 10( 2.8) 0 60 (16.8)  9( 2.5 0
TASRGEAERT IR 54(150) 40 1.1) 0 40123 2( 06) 0
AT T —E

TIZyT I RT A 41(114) 2( 0.6) 0 36 (10.1)  6( 1.7 0
71‘:7‘~'JL'_’1"',£|"/UU

IR IR AP e o ] 34( 65 61 17 0 22( 6.1)  2{ 08) 0
fa il 22( 6.1) 0 0 19( 5.3) 0 0
y— A FIANT oA 210 58 6( 17) 0 9( 2.5 5( 1.4 0

7 a7 E R

TrAk R 187¢(52.1) 29( &1 0 196547y 23( 6.4) 0

L 72(20.1)  5( 14) 0 72(20.1)  2{ 0.6) 0
BN 59 ( 16.4) 0 0 62(17.3)  1( 03) 0
ZeEn 32( 89y 20 0.6) 0 14( 39  1( 03) 0

0 0

T 27( 75  4( LI 26( 73)  5( 14)

T8 - LIEEHREAE AL S3(148)  5( 14) 0 48(13.4)  4( 1D 0
Bl [ ye
el 45(12.58)  2( 0.6) 0 14( 39 0 0
F S FEE 42 (11.7) 0 0 14( 3.9) 0 0
He T SRR 20( 5.6) 0 0 21( 5.9) 0 0
AR M4¢ 3%  3( 08 0 5( 1.4) 0 0
o Fl AT 13¢ 3.6) 0 0 70 2.0) 0 0
]
E=Ail 68 (189  27( 7.5) 66 (18.4)  19( 53 0
1o i 23( 64y 8( 2.2) 0 16( 435 4 L1 0

AT Y B i 19( 53  8( 22) 200 56)  9( 2.5

Lo < D) 200 56y 1( 0.3) 10( 2.3) 0

[ 23( 6.4) 16( 4.5) 0
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El et 3 (%)

AL A+ AT R AP e Ao iery .t
N 359 4 358 f71
MedDRA/J ver.22.1 ”
(Me Vet ) 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

R IR eI T 24( 6.7y  1( 0.3) 0 70 2.0) 0 0

HEAAE D W 32( 89y  5( 1.4) 0 16( 45 2( 06)

AN 13( 3.6) 0 0 15( 4.2) 0

FF#E e 10( 2.8) 10 0.3) 140 39) 1( 0.3)

BB 14( 3.9 3( 0.8) 9( 25 1 0.3)

735 AT AR R T 0 TR 282 f41(78.6%)  HTHE TR E 83 #11(23.1%) .
infusion rcaction 48 ] (13.4%) . FURAAREGERES 30 7] (8.4%) . Al fff(ﬁ’ Bfat 24 )
(6.7%) . J\H%J\ N - FDINO TR 24 () (6.7%) . TEMENEE 15 ¢ {4.2%) |
B ORERE 14 61 (3.9%) . BHERE 9 ¥ (2.5%) . BIEMIE ﬁhiiﬁ{?ll (1.7%) .
HRIR A %e#’ﬂ“-ssfﬂ (0.8%) . 1 AUl 3 ) (0.8%) , 222 f (0.6%) . HEAM
TR 2 4] (0.6%) . T2 (0.6%) . LEET 2 1 (0.6%) RONTEEHGEET
V] (03%) 233D B/, F7, EREMME, OIL, et M - TR, BIE
W46, FEBPENDAT 46, MU BRE AR R, f5fE, FIFERkys, JEEHL, B, RS
EANERITRE Givle o . AEMEHRELMIIEE RS (RIRRTMTRE 2+

FoirEstiE R e T
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[ A - M)

AFORFEREHEEC T AR U T 2 b— 2 a o kv, A3 mgkeg (IE
E) 01240 mg % 2 BEIER TR E LR R o Mg | EESRT S, ok
o K240 mg & &5 LA BEoREDTIT, AH 3 mgke 5 L EROREE S & s
LT st e Fpllanizbon, HARSFCBW THEERSER I THS
B & (10mgke % 2 BEBIR TR E) TR &S LEEIOBRER & Lkl LT
oy T &R (TR MAT EBROFRICET A7 4 ICE & A5 3mgkg

(PRE) E 240 mg & 2 MR TG L 72O AH OER & X A 4900 T 2e ok &
DR A R FT ZIBRBE LT T APEES N, BRI oW TR TR R,
Eilo A - AEON TR OVERIE IR AR e Tl s R,

£ 6 FHIOFEWENE T A —H

ik - o Conax Cminum Cm:gdu Cm"clx,ss lem,m Cﬂt_g,ss
{ug/mL} {pg/ml) (ug/mL) {pg/mL} {pg/mlL) {pg/mL)
3 mg/kg Q2W (35.52%;)0.8) (10.17(,)'264.5,1 (17.21?2?3.9) ( 75})1.3171) (27.612,'}07) (42.717,‘(1)27)
240 mg Q2W ('5171%?03) (15.? .3?4.6) (25.311:7.8) (10;,5354) (41%57,.3558) (@2.11(,) (i 87)
10 mgikg Q2W (14;,9;19) (51 (;1 ?9.2) (79?0%'?14) {33??232} {]8421.1 ; 3) (23%7286)

Hdofil (5%, 95%.00 . Q2W : ZIRRNIE ., Come : FIEHR G2 O B M HIRE, Comaa @ PIRIFG1514
A B350 2 BAEM S PIE, Cuwns - TIRIFEGHE 4R B2 T0 FEMEHIEE | Cows © 0FIEEIC S
VP2 R, Cuines - FERRARIC S0 B RARMET 1Y Cuvees © TRREEL ST S A2 M [
edicy

Fio, RAONEMFEDBREET L AT Lo ab—2a SR R 480mg
% A IR T OO ARG L - BT TR U O AR O M PIREE S R
AN, ZORER, AH 480 mg & 4 BRIME TR G Lo BBow FIREBIZI T D4 m.
TEHEEIT (AP, [Cues) &2, ) 15, AB 240 mg % 2 ETIRTRE THE T LB O Copss
EFRLT S ErRlE (), E7n, ARI480 mg 4 4 BRI Cixd LinBrioi
FARRBIZB T 2 REIETEAE CLT., [Chms) &9, ) 1, ARF 240 mg % 2 R
R TH T LT Cuss & H04E L TAE AR T & THRIS B 00, AAANREICE
WTARENTEE STV D Hik - R (10mgkg 4 2 @8RERMME TG CAHEZ RS
L7oBRO Coanse & FH L TIRMEZ R L FHEIS N (TR) . W2 T, SEomiEizs
AT iTE D A 3mgkg () FETE 240 mg A 2 RARIEIE. L < GEEA
480 mg & 4 ARIEIE CHRE L B ORR DOWE & L AW QT2 4V: & o Bk 2 g
T ARREELUSET VAR S 4L, MM W TRTI ST AS 8, ERR o HE -
MEOM THIMEE 2T e R v Sl s v,
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£7T FAOEHBENF A—F

JIEIETEE- Conax Crind2s Cavgazn Conaxss (:n_\.jn_sﬂ Clivgsa
{pg/mL} {pg/mL} {pg/mL} {pg/mL} {pg/mL} {pg/mL}
3 my/ke Q2W (35.52}.760.8) (162??0.3) (213 2(1)3.5)) (75.33;71) (27.612,'107) (42.717,'?27)
HAOmgQ2W | s 1.7'12,203) (233{??9.0) (30.253.20.9) (105254) @1 .857:.?58) (62}1(,]? 87)
480 mg QAW (10?207) (15?%.4) (37.%3. ?4.8) (14?.1 236) (27.751,'?37) (62}1(,]?1 §7)
10 mglkg Q2W (1425,93.22) (86?59:‘?32) ( 10: 1 (1143) (323?225) ( si,l ;03) (232,7;77)

WA (5%.00, 95%a0, Q2w : 2 RARTER, Q4w : 4 AR, Cuan s FIEHEEAE D RARILE B Cuingzs :
HEEER 28 A RZET D REMB B, Copes - TIEFSE 28 AR E T HMT S, Cows
TETCRBR SIS 5 Bem L R L Cings © TEATIREE (502 BB [ Covese : ERRER IS 501

B[R M
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4. FERRIZTOWT

EHG ) A7 FEHW (RMP) (Z7-25% /i\‘?ﬂlmEﬁ?élﬁ'lz'f%fiﬁb?ﬁ%?ﬁf\ml%%jj{?liﬁ%u
B AN Tho T, AlOoFE PG BE 22 - frE L, Aflogsic iy #HE
et & 28T U 2 B I 5 T B S e ) AT O ~@ 0§~ i /o ki

;J‘h

@

-1

(1

4

%)

WBWTEHTL X THS

HFRIZ-2WT

Tidey (1) ~ (5) OWTRNTEN T A THA T &,
LA T R BB ST B S AR L U e (R RT IR 3 AL a2 B L S e
BB s AT R L SR . HEUEAS AR Rl R B
Y ERERER P
FRERTRENENEE T &0 A TnliiE by (8 A SRR EmiT, A B
B AIFEEE. A AR &)
AL TP IE A GRE U A RNEE L P TR R | SO LA BT L e L 3R
2 ORERRIEICER D S & 1T T2 i
P SR 20 A AN O S THE L AR D B/ AT o T D fitiak

-2 %‘Fﬂ@{tifﬁfﬁiﬁd 1’Hﬁ4éfﬁﬂjf@}(' I oy 7 ek & RER AR O IEAT (FRO
WFRNCEZE N T DRI 235, UEREROFAICH T L REOFEMRE L LTRH S

TwWaH I E,

*

EMMRATER 2 TCoOTMIHELET U%IC 5 ELL o2 AT O EATHE &
HoTWhAZ &, 96, 2L 0T, BAREREL T L LEBRREE O ELY
ToTunh o b,

IR F R 2 S0 B E A0S T U712, LB 02 AR sk 251 5

LN EOW AR OEEE T > TS Z L,

£ BT R AT R 2 AR ORBIHE 2 & T Lim%is 4 FLL EOBRKREZH L5
Tl At 3R R, R RRR O S A SRR A S T T b BRSO BRI E A
AT TWAT k

@ BREAOERMLFREROER I OVT
AN FRE BIZPEE T 5 S AR E S, EEREAENLOERED. it - 2

e
A
=

AR RO EHME TR M T DR M, BEFENELE L BeoHE

B, TR T S IR E S TV B Tk
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® BIER~DOIHGIZ-2WT
1 Rk 5 Bl
I*W’”*Mﬂmr% D EREIREIEN A LB, 24 FEEIRSRIEH 0T, Mikiisk X
LEER R BT, B U RS ARSI O CT ZEorifH oo v
WAKEE ORI RS LIS B, BRI ER A > TR T L,

@-2 EREEHRICL>FEFSHIGCET L EH M

DN SR I A PN e M N U e 2 AT A SR EF E R RER =& ) 7
DI EROAY N == PRI T TR WA LA T E L F— ARFRIRGNE
fESHTnAH T b, ek, BERENZ2WT, BABRE T OFERIZ oM En T
VAT R,

@-3 BIfER OBWeHISIZBE LT
BIEM (REMERTERLIIN 2, BIEHYE, UK, Bk, EUmmAE, KBk,

Ege, HEEO TR, 1 TVEERE, BUEATL, AT D, ATeehiE, AT4e. ma{kpeinqg
g5, HURBRESTRR L, |“ﬂf?f$ﬂ<m_\5m%:n Tqﬂfxﬁ"é\ S, MRS, BEge. Eo
FERIE RIS ZEIESE, infusion reaction, FXEEZRILAERIE . ILEREBIEMCHE. ALEE.
FEde, mBEOHE R, SRR, JBEORZELIL, IR EE, DREE COHE -
TRER - ORMHASMRAES) . AR, BEE M., EILE) ok LT, Mehesk TiE
Bl | =R O ML 2 4 A 1R AT &l U (B EAR O e xhsic B LCie g R USHE
AR LNLOEHICEL R EEICEYR NS TEDHERNAE- TS b,
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5. BExBR LR HBE
[ B B4 5 ]
O TiOBECBWTARSOBZE SR S Tunsh,

@

[Z
@

@

o 2 DL EOARFERIED H LG IR GE AT - R R RS ORI

5)
o ARZEEENE O 720y HER2 F&ME OB ER T e /pdifT » Fs EimBd (s
L oFERES)

2 (1) ARV T IFFURUD NS H LY (H) AFPUTTI e R b by
LRORZAA T Z o L (i) AFFDTZFRPTHT A FAT 0 - AT
F Y Al &

|EI B L W55 AR AR (ONO-4538-44/CA209649308 ) R ONEIBS JL R 45 1T /A A A
(ONO-4538-37a00R) 123V T, ®HEIR (Pt U7 7 Bk H{L P Sl
T LT, FHHEEREO R TEN TS, EL, FHOLETEIZLG 4
EFEORBBALN R A WNRGRL L (plI~155H) | £7/-, PD-LIBEIKNR
(CPS) (2L v ARAD LFEDRNR LR LA AES TS pT~8H) . F
Rl L LT, b s 2, Mﬂjﬂm?wﬁ%k#ﬂﬁﬁkﬁ)T%':cﬁﬁ%

S BFEIZEBVTE, (ERERIRC %Ehowx%% 5
o AREIOZBREE S LT BRAE4  PD-L1 THC 28-8 pharmDX [ = A?&Hé&’b’(b\é.,

FERCEEN T A BE T A AN O B L R UME AT T W TR, ARl A 2t
AS ﬁE\ﬂ' NTERLT, AFIORESG L0,

«  —K ﬁ&m—&ﬁﬁf%ﬁfwﬁw$% K 2 ARH O Bl 5

*  HER2 R0 BEIZA 2L AL - OfHR S

. O”KﬁWﬁw4ﬁTéhfw&mhw##wﬁr I & o AES

o TEAIEIEE S LTORE

PPz 5 SIE]

FRiZez T A BEIZOVTERFRAORENER E SN TS Z b 5217
ey b
e RAIOBG IR UIRBUE DRI O H 5 RAT

IR OFEMIZ I3 T FERISREE T 5 U oo T, AREIO #5133

D, MOIERRIRE A 2SS IR Y MEICARRZMHT 5 2L AaFETE S,

«  RMEVARLBOSMGIMED S 5 T

o BAVRE R A TR RS A D DA K ONE B E 00 o i i 25 <o R LA Al gt
SO R TEE T2 5L A B3

. ﬁaﬁﬁhﬁmﬁw\R@Eﬁm@%b(@#%ﬁ@EE%E%E@%Eﬁ@
BHAoHEH
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o B AE ORI STy OB A EH
o RO IR AT A B
*  ECOG Performance Status 3-43 0 B

M1 EeoG ¢ Performanse Status (Ps)

Score | ii5%

0 ML BT E D, AT E R T H B HERA KT A D,

BB ELC B LT I RIR S A8, BITHIE T, BEEEM - T (BRIAT ) 2 LR TE 5,

ol mes s, wmirs

2 A [RE TS OR Y 0 2 & i i Tl EF N R T & 2oy, TTHO S0%EL Bi-So FATIR I,
3 M S AL iz (A Duraml e = 2 L TE Ay, 0o 50% Ed Ly R Cino 3,

4 I Ay, BAOFOMY o2 Lk TERY, JEEICSy R T TR,
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6. REZBRLTEETNEEE

oy

@

@

WO EFICINA, RS EE VIR A2 EREE I2 S E AR o fH R ORI E

MO LERIERE |rc8g L ThoERT A2 2,

BRI S b BF T+ OFRICT M E R OGBS+l L, MEL2E

TsEETHT L.

B LA & DR G O T 2l 555 PD-L1 BHE & 48845 = L

AHEFE LAY PD-L1 BERAER T E 20 Noi, ARl AR s RO

T A N T L7 L TR e A Dk,

TREER O~ 32 A W Mz T

o WEMMRENH LDLNAZ LR LDT, REOBRSIZH - T, B
B (N N, W, V) ORERKE OIS XA R ES, By |-
AT D, EL MEZE DTS CT, M~ — A Sk s EZETS
ik,

o EFRNOFEHIZEE O infusion reaction (I A T B AN I ISkt TR AT
51T »7 RCRGET 2 Z &, 72,2 BB LR O AFFE 512 infusion reaction
PO I ELHLOT, KA R RURAE FHE r#BIL A Zordr A
YERNTTASE, EFORELHOICEET S - L, /28, infusion reaction 4
I L7 0d, 2TOMMEERP e i T 2 TRE Y | B
TAHIZ L,

«  FRIRHREEE. THRMAMBEREELCRIBREE R oL b o2 & R3B 50T,
AN O 5 B AT A O S R WO L N i sE Ay (TSH., 5EHE T3,
Wit T4, ACTH, M/ = AF> —AZORlE) 2%+ a2 L,

o FAOTEIZLY CBEORKEFISIZRET S EF A LR Ak e IR ESRE
BhLbhA I EREA, BRIWWHRLOALESGIZE, BALEZTRIOSUS
BRI Ao Ena & AR - o el 2 i U CUE ) e B2 M A T IR o
FOSIZ L BBIWER DN A G513, BRAIDORE T H L, XUBIBRE R
WECRIOFR G AEBET AL, ol RIBEFRAE YOS EIE
HOUEERTRD LA WE ST, BIE B A o LAAO S i &l o s i
LHEET S,

s FEHATHR,EEM ORI EME U CHOREIERRERT A ZLRHAD,
AH|OF GAETRIZERERE ORI ZICEET S,

o 1RERIE (EHE 1 MERR ZETe) bbb, BERFMES T R
WCTEAZERHAOT, DE, Tl EESOMR O LEEO ERE i+
SEHBETAZL, I NERGEREDNSE R G AREL, AR ) 3
Fl oot 5w g L AT 9 Z k.

o BUEATZR, A%, TSRS, TR, ibETE L b2 0305
DT, EFRNCHHEERE LTV, BEOREE HMIESET S L,

o REIELABRLEDLNLSIERBELDT, INOREOEEL EHNICMHEETS
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Tl FEBROBRENED NGO, EXDIIERRBEEZTS TS L
SEREEREETAS L,

B EAOEEFRZEI W T, BEMELH LFBIT e Bl T, LT, 12

W2 B CHNEDOFHLEAT > W is 2 & 258 AflEG R ERS Z mig
RA THAOMEREIT D ~ &

—0
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BOBEERAEET A 71 >
=R~ T (BREETHHZ)

(R4« A7V —ARHFE 20 mg, &7 2 —F ZH#HE 100 mg, 37—
RETEEE 120 mg, 47 P — R ERHIE 240 mg)

~ T b B o S~

LRk 3 048 A (4Fn 54 3 AET)
A A



&

1. Uiz P2
2. AFORM, ER#EF P3
3. BRERAEAE P4
4, MR OWT P10
5. Whatg ki AR P12
6. I L THEEd <& H1g P13



L. LI

ERNOFMYE - LREOFROZDICE, B ESCES VA IE A E RS
BRIA, SBIT, IWEOREEHFOESIC LY | FUSE R X o SR 2 i e B
FEENPARINALSET, 2hbOERTFEICASIBFIC AT 5 2 L s
FARE L Ao TR Y PR BOEE L IO FEATE 2016 CELE 28 FE 6 H 2 LRI T
ZEWTE, RHRMERMFEOEMNO LR ER XS Z & L EnThD

ATHRER A AR, EAER el a7 A LV DBREF O, &%bmiﬂ
MEIERBD, TOn, AN EMRIZET AR ST A TOM,
NEERSHOBELZMSZT 5 2 EAMBEEN A A U TR 2 & & bz, BIfE
%w%ﬁbnw T kR b A T L N HEA— TE O B A 7 B RS T
TAHEIEBERTHA,

Lizido T, RAA FFA 0Tk, MBEFS IR ETIIHLI TNAEFRRF -
B A IE-3 % ) LL R oo ORE R M 2 ST 28 A0 OB ESE B2
KO E A T,

PpdS . RIA R T A iR, AN TEOE AN REET R SR . S artHTEAR 7I<
ERANEE oy, — At RTE A A REEARNRHE 22 B3R B FIVE L A A AU Fo M
— AR RITE A ASFE #e o= O W oot B L7z,

KB Fp ARG A D BRI 20me, A U RN 100mg, A
R AR 120 mg, 7 U R TR 240 mg (A =
A7 GElm FRRELL))

B EHAUETIAE - FIERTRRE /2T T - HE O NI T R

HELRDMELCM® 0. AZ =R b~ BT Z) 2 LT, 1[E240mg
Z 2 WIS 0 1 8] 480 mg % 4 TR TLagmisTE 1 4
AN LT BT SITRAT A5, B, TSZJ\
Mo (Bl 2 ) & LT, 118 240 mg % 2 JARIR
R 320X 1 [E1 360 mg A 3 TR0 T sl Faiis T 2,

ol B TE 2E A NPT TRERR RS 1

(B#)

EVER B E BB B 2% v — A8 R TR S0mg (AR - A B A7 (BT

Ha2)) OFERGEEIR, Bk UHE

GHBE ST AR - WIRANEER METT « FER o0 M Al R 7 R

HEK O  =f <7 (BaFA) &ofiHicEB T, WmE, BAZEA Y

L7 (BlaFHEZ) L LT1EI mgke AE) % 6 HHE TR

T 5,




2. BRIOFE, ERBAF

7 R EL 20 me, RLTERL 100 me, WATUTIERIL 120 me B ORI ERLL
240 mg {(—ig4 =R~ (B i) LITL TARAL Evvo ) b ANERERL
THEFEASHLE AT L vy A% TV AL s v A ¥ —X A2 A7 (BMS) 1) #
BZE L7t b PD-1 {Programmed cell death-1) (%[44 & U [gG4 € / 7 1 —F b
Thh,

PD-1 0%, iGHEAb L7z 0 o gk (THR, BRARmA DT F o 7% 5 —THK RUE
HAARIZHEIET A CD28 7 7 2 U — (T MO 2 Mz 2 A5 5 4y
TE) BT ASFENRTH L, PD-1IEAURE SN Z IS 4 PD-1 D 2 B (PD-LI1
B OFPD-L2} 280 L. VU w SgRIo ity 7 5oL 2 mE LT U » -SRI R e &
BCE L TvA, PD-1 U Ay RIS LA b b ootk 2 20 AR L B
LTH0, EERCHES GEER U EEHEIC BT 5 PD-L1 OFE - HEOLER
MR & ORI A OFREBGRAH L 2 L AE STy S (Cancer 2010; 116: 1757-66) -
F - EEEAENAE TR TR EET DA o F =T e o = (IFN-y)
(2L o T PD-L1 OFEHANEE S, B USRI D PD-L1 o L iiTE o
AFEEAIM E O L oMAMEAGES S L & OfE L H D (SciTransl Med 2012; 4: 127-37),
X 52, PD-L1 &SR0 S0/ 28 AR, SULRFRA) CDS B T Sl o ia i
FEVER Y S %05, $L PD-LL 3T PD-1 & PD-L1 * O EFET S &2 0ffla
EEEVEBMET D 2 2B RINTWD, FOZ L0 PD-1/PD-1 U F o FERKIE, A3
AR AR RO 7e T MR O OBEEZ A D FO—2 & LT L2 LAt T

AFNE, BEFRRABL O B o PD-1 ORANIEAMERE (PD-1 U A BRSO AR 2R L
PD-1 » PD-1 U #H 2 REDFEDGEZAETL Z L0 LY, BAFURREREN: T MEOTL
PhAL MRS A MR b4 2 AR RUE F N 2 MR- 5 2 & CRERM R R A R Ao
ZEPHEREER TV D,

IR OEIE G RATEIEE I T AT BRI R v EA Lo L IR,
HEPE R B T IR LA A B & U BRI A Tk L, Ak, e R ONEARME A G
AN,

FE|OIEHB I A5 BEORERINZ LHRWER TR S 5 i, BIEXELTIZ
TLH AR B D, RAOKR FHEECR TR, DAORIEE TSI0T 0, R
0 BT B AR, 8 LI HBUII0 Do S MR A MGk & R R DRI & 8 L Ol
7R W 24TV iR O RIELITI LS Al A% i Himaicid, MBI
T AOR T OBURE T O VBN D,



3. BRPRAAE
BIERA i 2o dErT « T8 o EEPE R AR |1 A2 B o0 AKGRIF 2Pl 24T —» 7o F /n AR ER 00 KGR
i

[FzhtE]
@O EATTHHZS (ONO-4538-41748k)  (Clin Cancer Res 2019; 25: 5485-92}
TIFFREBEANA N FE RN Y AKFI E OHARS IR T B
FRRRE Ao ARAT « AR OO PR T RN RE (ECOG Performance Status 0 X U8 1) 34 7l %
X GUZARA 240mg A 2 JAERIRIIRE T SFENE L7, TEREMNEE Th A B4 (Modified
RECIST criteria (200412525 < HHLHEIZ L A CR XIL PR} 1d 29.4% {(95%I5H X IH]
16.8~46.2) Th-oTo, 7k, FANCHE LML S04 Th T,

@ LIRS NAERR (ONO-4538-48/CA20974373&8%)  {Lancet 2021; 397: 375-86)
L P EASTRNE O QIBR AR DT - FHR o PR I & A 6057 (B AL 60
Flagde, AH LAY A~ 7 @B{FHEBRR) oA LR, INHIFR] &vvD 0
L3030, APl (FZFPRA] (AT TFORITIHARTZF ) LA LR
TR R U KR & o) #130200) wwbgs, {BFEREAE A RE Y LT, NHOF
ATt DOF IR R 2 E AT L, LSGT IR || Th 524810 OERE [95%F
FIRCTETT) b, NHIPRH R T18.07 [16.82~21.45] 7 H ALPFIERTE T14.09 [12.45~16.23]
A ATHY, NHBERSIMEEREIC A L Ao Bt 2 m L (A —F
1+0.74 [96.6%5HEIX[] : 0.60~0.91], p=0.0020 [[G5log-rankkiRE ], 20203 H258 5
— & H oy NFT),
1 A 1AL 3 mghkg (RE) % 2@NNE. 4 U U L (s L) 1R mgkg (RE) 4 610
AN AL e L7n, BEAME S 150 T, AR RN L, o ) e 7 (s T
A2) AR O CHh 30 A BB A SRS R RSB LT,



N+ R EE

Probability of Cverall Survival

[

g0

Overall Survival (Months)
Number of Subjects at Risk

N4+{EHEEE 303 273 251 226 200 173 143 124 101 65 30 11 2
e =Ef 302 268 233 190 162 136 112 95 62 38 20 11 1
1 24AFHH O Kaplan-Meier Hif (ONO-4538-48/CA209743 35R)
(E{ERb s 7=4£[)



[ 4tE]
DEMETHREE (ONO-4538-417450)
T HGE32/347) (94.1%) (2@ B, A& ORBEIFESGE TERVWTERSR
VE23/3444) (67.6%) [ZERM BiuTn, AEIHERS% UL EORIIHIE T 20 B0 Th-o7,
F1 REENRSULLEORIER (ONO-4538-413888) (RSt S4EM)

BRI Pz (%)
EAGH 34 4
(MedDRA/ ver.19.0) 4 Grade Grade 3-4 Grade 5

AERIAEA 23 (67.6) 7 (20.6) 0

FARBRPERE(R M 2 (5.9 0 0

[ 4 (11.%) 2 (5.9 0
H PR 3 (8.8) 1 2.9 0
G 2 (5.9 0 0
I H: 2 (5.9 0 0
Pl 3 (8.8) 0 0
g 2 (5.9) 0 0

FEER 2 (5.9 0 0

18— L 4
VAN 1)) 3 (8.8) 1 (2.9) 0
2

(11.8) 2 (5.9) 0

U w s SERE A

=

(5.9) 0

ToERmaR 2 (5.9} ] (2.9) 0

B 3 (8.8) 0 0

TN 4 (11.8) 0 0
Bt e i e 2 (3.9 0 0

PR ARIRIEE 2 1] (5.9%) | IHHAEREIEE 1 F] (2.9%) . THRIMEEERES 4§ (11.8%) |
MEEATER A 2 7] (5.9%) |, RIGZE - mEEOTH 2 1 (5.9%) | 1 BUHLIRA 1 ] (2.9%)
AR LT, F7, EESEEE, BEEOEEIET. FRSEEET. dIREEESR.
e, HEME, Bd - $iEY% . infusionreaction, 5 & HHES. Lifde, M,
FREHARRAE / < A P — | Pk I MERU D PESRBER . e, BRIRILAL e e A UM (b
PENRAE 2 TR B AL o 7. AREWER BB B TS (BRI R A A %)
e EEER A T

OFBE I F MHERRR (ONO-4538-48/CA209743 k)

BEZGT N+ FEREE 299300 411 (99.7%) . {LZHEUHE 277/284 #1] (97.5%) (738
DAL, TENREE & o RIRBIR RE T & WA FEEIL N AEAAE 240/300 7 (R0.0%) |
(et R 2337284 7] (82.0%) TR B, WL B TREHLRA 5% LL FaoRIfE
AET LD EBY Thoi,



#F2 VT ORETRIRBENS I EORIER (ONO-4538-48/CA209743588k)

(Zefgir R ER)
P (%)

EASIPNAS ) N-HHTE e ERnE

FEAE 300 28417

(MedDR A ver. 22.1) Z=Grade Grade 34 Grade 5 %Grade Grade 3-4 Grade 5

PRy 240 (80.0)  91(303) L( 03)  233(8240)  91(32.0) 1{ 9.4
1

5 e 49(16.3) 30 1.0) 0 10 0.4) 0 0

IEH 43 ( 14.3) 3¢ 1.0 0 15( 5.3) 0 ¢]

I BTN SNt 16( 5.3) 1{ 03 0 2( 07 0 0
|

T 62 (20.7) 10¢ 3% 0 21¢ 74 20 0N 0

s 300100y 1( 03) 0 104(36.6)  7( 2.5 0

i it 12( 4.0 0 0 42 ( 14.8) 1{ 04 [

s 8( 2.7) 0 0 41(14.4) 6( 2.1) 0

Wy 41 (13.7) 31 0 55 (19.4) 5( 1.8 0
A AE 25( 83) 0 0 44(15.5) 12¢ 42} o
T 160 53) 0 0 S( 1.8} 1( 04 0
|
e =i 200 &7 13{ 4.3 0 1( 04 1{ 04) 0
737 —Ehn 17( 5.7 7( 23 il 1( 04 0 )
FEZLV IS RTFeA T e 160 5.3) 5( 1.7 0 2( 07 0 0}
Z —HI

L S TR Tl 32107 0 0 ] 0 0

2 TH 1 0.3) 0 0 0 0
15( 5.0 0 30 11 0 0

5=
I
i 3

‘

B 29¢ 97 2( 0.7 0 50 (17.6) 2( 0.7 0

FEALCIE S B 240 8.0 301D 0 2( 07 0 ]

e A4 30 L0 0 0 15( 6.7) 0 0
#7101 6( 2.0) 1{ 03 0 102(359;  32(11.3) 0
[ TR 2007 2( 07 0 71 (25.0) 43 (15.1) 0
o A T 2( 07 2( 07 0 W 9.2) 10{ 3.5 0
1L TR i 0 0 0 22¢ 7.7 S{ 2.8 0

708 NH BB IS 3T R REIR T 43 1 (14.3%) | HEREISE 36 1 (12.0%) .
infusion reaction36 7] (12.0%) . WiECEREMGT 34 7] (11.3%) | RS 22 7] (7.3%) .
VRIS 20 il (6.7%) . KIG#H - /M - EEOTH 19l (6.3%) . HEEESE
156 (5.0%) . THIASEBEE 126 4.0%) . EECKEBE 105 (3.3%) . Kk
7 (23%) | BIEEEET 6 f (2.0%) | DIEF 48] (13%) , KL 30 (1.0%) |
EEMGE/E 2 F (0.7%) . SEIEL 2 F (0.7%) . T 2/ (0.7%) | FEIRMAZEE
FIE 2 /) (0.79%) . Bds - BEERAS 1A (0.3%) RINLARZ 1M (0.3%) MR s,

7



Flo LR, BUEATZ, AT 2, MbtEER &, BB NGRS, Bk E AR p:
M, AfZ, ARFFEOE . S A O AR D B v o 7o, ANBIPEZE TR LIS R E
=8 (AmANAT 250 208 ET T,



[ - HiE]

AR ORERESEREE S V2R Uy S o b—2ra iz L8 AAl 480 mg % 4
W B EE TH5 QT AR O ik - HES TR G UEROARR O Mg EE SRS N
Fro FORSE A 480 mg 4 B TR LB EREC BT S AW E
M (AT, [Chesl 9.0 FEL A 240 mg % 2 BB ER TEG L7ERD Cues &
B D &Pl (FR). 7o, A0 480mg % 4 BAEIR TR E L7BRoE TR
BT D EEIMEPRE AT, [Chxsl &9, ) ML 2557 240mg 2 2 H IR
TERE LTZBRO Chass B L TEATEZ T & T EN/IZb 00, BERABEIZBNT
WM AR EN TS AE - HE Q0mykg 4 2 MR TH4) TARAZIRS L
BETD Crans &0 LTI T L FHlE N (FFR) . WAT, EEOFMIZET5
T ZICESE D AA 3mekg RE) 23 240mg & 2 AFMIE, A L <244 480 mg
# 4 MERMETERE L-EORAOER & & Az et L oM T 5%
ERISET A MRS, YEEEII > WTHRFASTOh SR, LRoRE - HEO
AN DI IARA R T 20 E TRl SR, E BB 2@ L s
B AT =IO EE LREETT VAR LT, A 3 mgke 2 BT
¥, 240 mg 2 EMMETERG) XiT 360 mg G EMMBETE ) LAY AT

(B A) Imgkg (6 BRI Thi) 0T L7mBio Gt R O 2 &2 A5
L7ofb 2, ERRo k- HEO M THMER OV 2 M icYMa Z Rt v s el E g,

F3 AHOEMBE T A—Z

FH:‘%.:‘ . Hqﬂ Cma'x Cmin(lzﬂ Cavgdlﬂ Cma\’,ss Cmin.ss Cavg.ss
i = {pg/mL) {ug/mL) {pg/mL} (pg/mly {pg/mL) {pg/mL)

7+ e O2W 51.6 272 310 113 62.1 776

* mefkg Q (352,70.8) | (165,403} | (212,439 | (750,171} | 27.1,107) | {42.1.127)
727 383 437 159 87.8 109

240mg QW 1510 103) | (233.500) | (30.8.60.9) | (102.254) | (415.158) | (62.1.187)
145 29.7 53.0 216 713 109

AOmz QAW | (102 207) | (155.474) | (37.0.748) | (145.336) | (27.5.137) | (621,187
193 996 16 396 214 275

W0melke QAW | (146 999y | (86.5,132) | (101, 148) | (329,525) | (184,303) | (236,377

R e (3900, 95%000 L Q2w 2 JHFRIERE, QAW 4 BRI . Cou: WIEITRS 2 O RF A, Cunas -
WInEe 5% 28 A BiZ30 D RRME S Coaee - I0He 52 28 A B ETO MBS Cos
TEWREEC I B B S [HBEE . Crinse - EHRERIZI L 2 AR ME [HBHY, Covps - BRI D01

L R b



4. FERRIZTOWT

EHG ) A7 FHG W (RMP) (ZF5-3& | AFIOERG L2 EHEE~0 [ 7 EH
B AMR TCho T, RlOFE A BE L2 - frE L, Aflokeio v EE
e & 28T U 2 B i 5 2 B i e i ) LT O ~@ O+~ ko5
RCBWTEMTLETHD

O MEFRITHOWT

D=1 Tl (1) ~ (5) OWTHRATEY T AR THhAT L,

() AT REAIEET %08 A 2B IS A5 B RT IR A a2 B i SR,
Hiee 7% A SRR MU HLIUR B . MBS AR R &)

(2) FrEHEREREL

(3) HBIEFTIRINTEE T &0 A indfmis O A SRS EMIT, A 25
B IREEE, S A EEHERE AR &)

(@) AKAL TP EE A GRE U AORIEE L PR R | SO XA ISR b ke 30
2 ORERRIEICER D S & 1T T2 i

(5) PUHPEIEE AL MAINE O RS R AR D RN AT o T B tiak

@-2 IR R RE ORI R R O VHH%E HIRFD LIS |7 kg & B A R o
AT (FROWTANICEZ YT DIERM) 25, un/f#ﬂUDKﬁH B4 LR OBEME &
LTRSS 28,

*=

o [ERMRGTERHR 2 FoOFHAHELME T Linikic 5 FLLEOR A BROIEKRITIE S
ToTWAI &, 95, 2Ll 0T, BARBFREL T LEREREETOFEL
T=Thh &,

o [ERIREFEISE 2 AEOATINIHE 24 T L In I 4 SR FolRERR 2 A LT D
Zr. 9bh, 3AEUL R, AR MRS o R BE 00 A AR VL A S T e R SRR SR 0 AR
HEARTT > TV T L,

@ BHOERMFEREROERIZONT

EHE RGOS A ETESEE S, TEEDEM O ORRE 1 HE - %
SV EFE IR ROER R EMEIZ 'él A RFE AL, H%%%%m%f%bf:%ﬁ@ﬁ&ﬁ
EAE . BRACHIIITONAER S TS 2

10




@ BHER~OHRIZ2WT

@-1 EREHICETSEH

IPTMEI R B o B/ VRN R 54 LB, 24 TRMIRSEEIEHI 0T, Mikhisk X
LEER R BT, B U RS ARSI O CT ZEorifH oo v
WABE OFE RS IS B, LI RIETTIE A RS > T B T b,

@-2 EREEHRICL>FEFSHIGCET L EH M

DN SR I A PN e M N U e 2 AT A SR EF E R RER =& ) 7
DI EROAY N == PRI T TR WA LA T E L F— ARFRIRGNE
fESHTnAH T b, ek, BERENZ2WT, BABRE T OFERIZ oM En T
VAT R,

@-3 BIfER OBWeHIZBE LT
BIEM (REMERTERLIIN 2, BIEHYE, UK, Bk, EUmmAE, KBk,

Ege, HEO TR, 1 VEERAE, BUEATZ, AT D, ATeehisE, ATde. ma{kpeinqg
g5, HURBRESTRR L, |“ﬂf?f$ﬂ<m_\5m%:n Tqﬂfxﬁ"é\ SR, MR, MMk, TN
FEREE . RIS ZEAEFE, infusion reaction, EEE 72 LRk ,\é\ﬁaﬁ‘ff‘k tLORNAE .
FEde, mBEOHE R, SRR, JBEORZELIL, IR EE, DREE COHE -
TRER - ORMHASMRAES) . R, BEE I, EILE) ok LT, Mihesk LT
Bl | =R O ML 2 4 A 1R AT &l U (B EAR O e xhsic B LCie g R USHE
AR LNLOEHICEL R EEICEYR NS TEDHERNAE-THDH D E,
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5. BExBR LR HBE
(el B 5 4]
D TROBE BV TERAOEDENT SR TINS

@

o AEFEERERETT SO T W%UJETEH@HWPWHé%%‘M\ﬁ g 7)
s AEFEFEEARBROUIFRAERMET - THEOEEND EIEESE (Y A~ (8
fmrfli ) & OFHD)

TN B A OB 5 U T LT D TR, AAIO A A AR S T
BEP AHOREI G LRG0,

o ARSI AT AR R

. THOBEE

[z iz 4 5 F)

0

FEellme Y+ A NI oW TIEARF OGNS L ST v a2 B, 5 A1
Nz b
o ARAOE AR L IRBSE OBAETED & 5 I

BREAOFMIZB T FRICENT 2 BEIZ OV TH, ARSI IRy
L MO REIERRIRIAS 7e g T [E b, EEIZEREENT L2 Z2ETE S,
s [WEMEEROGI if’j‘fF(f)zé?) BE
o HEHIEGAAT THVE R A0 D 8 B OB O R R R O R R A
%@%ﬂ&ﬁﬁ%%ﬂﬁ%&ﬁmé%%

o BUOSREEBOGH, TR L EHEENO R AR S OREER O
HOBRE

+ ESEFEIE CEMTALEBREL L) Db DLEA

o FEREORI IR T L

*  ECOG Performance Status 3-4""V o )i

M1 EeoG ¢ Performanse Status (Ps)
Score | ii5%
0 MR NENTE D, HBEMER L HE/TSHIR AR <IT A S,
y I%I%H{JEC‘E%Q L SmlR En 408, BITHITE T, BEEERM - TOERIIT ) 2 L8 TE 5,
L\’%’ﬂh’ HIBIFE
2 ‘if-m MEE TSy Ly OFEID 0 = & ik j*f\*n EFIAMERIT T E Al [THIOD S0%LA iy FAL Tl 29,
3 BEAL D H Ay OLrasal ¢ 2 & L Ta ey, OO 30%LL Ea -~y KhfiTig 24,
4 AE Ry, BEAOFomY o M TERY, RISy KT Tl o
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6. REZBRLTEETNEEE

oy

@

@

WA B % | TSI 7T B D 4 5 B RME 2 FE -0 & A o F M B O E /R
MO O BRI SR E [T L ThsET 50 &,
BRI ST S, BF U TF OFFRICH SR OYEBEER+Ham L, AE 15
TinbiGT57 b,

FEREEH D~ 32 2 Bz T

o WEMERRBAGL LA D ENHAD T, AEIOBSIZH T o TiL, B
B (N R, R, FEEAE) OFERMTUHEE X Ao LS, By |
(A7 Tk, 7. MELTIS TR CT, M S o & ST S
Tk

o AHOFEITEEE D infusion reaction VI TEELREL Ak TE LHTE
I T -7 LCR&T A 2 & F72.2 0 H LAEO A A 5-65 (2 infusion reaction
Bd LD &L EDLOT, KA TR G- TR S Zuiag
CABET AT, UFEOIREAE oIl EesT A 2 b, /08, infusion reaction %
AEHL L7201, T OME R OVEIRD e s BHE T S TAT A e
THZ Lk,

o HURBMEREESE, TEMAERESRCRBESSH b 2t B8HEDL 0T,
AT o 5 [ il B UM 5 AT [ D2 R BARIC NP BB AR A (TSH, 28T T3,
WiEft T4, ACTH, ML =5y — S oiiE) st 252k,

o EFOHBEIZLY GREOMEKISICERT S 2 52 L btk IIEERSSRIE
B LA EBESH, TGRS GRS EICE, BR LTSRS
B B e Rk & AR A REO[ERD & U TR eI BRI A AT IR O rE
RO K HRWER B ZN 285100k RAIOWRIE D vl ROBE ST
NEVROREEEZZEETSL L, il BB RAECOEREICLYEIE
HOYEEBRD BN RWIEEIZiE, BIRBE AT - LA D Sy i &l o e hn
LFET 5,

o FEHBETHR, AR SO BRI L T BEIVEHNRERT L Z LR DT,
EHRIOL G %I B RWEH ORI S5I0EET S,

o IAUBERYRE OBE L AUMERRAN 2 e 3B hdoh, BEREEMES BT R— A
CELHZEDNDHHOT, e, EL, RO REINOFHES MO BRI
SIEBRTA L, I MERBN LN SEIIIR GERIEL, A A R
o TR A LB F AT D &

o BUENTZ., T2 ITTHEBRIE, ITHR. M{bEEFERL LA Z 2055
DT, wHRIITE R R A 1T, BT odRRESR ol h 2 &

o REIMENRHLbRAZ ERELADT, RO BE O WA T M TS
Tk E, ROEERREDLAIGEILE, EYHICERENAEZEB TS L
SBREFELRET S L,
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D AFOEERBRICBNT, LT XA 20 7 THBMOMIZ T Tkl L 28
B, AEE TR CWERE TR OMERET O 2 k.
¢ ONO-4538-41 A5k - 6B T &
¢ ONO-4538-48/CA209743 JASkR . & G0HAES 6 VAERIE 6 R 2 &, FaulBid
128 E
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REFERAREET A KA
=RhN<7 (B Z)

(R4« A7V —ARHFE 20 mg, &7 2 —F ZH#HE 100 mg, 37—
RETEEE 120 mg, 47 P — R ERHIE 240 mg)

~EHEE~A 7 0V T T4 NREEM (MSI-High)
ET L& - ERE~

S22 A8 (554 3 BET)
A @A



&

1. Uiz P2
2. AFORM, ER#EF P3
3. BRERAEAE P4
4, MR OWT P10
5. Whatg ki AR P12
6. I L THEEd <& H1g P13



1. IU®IZ

ERNOFMYE - LREOFROZDICE, B ESCES VA IE A E RS
BIA, X5, ITORSEEHFOERC LY | PUSESEN A & o SR 2 5 AN B
FEENPAGRINAE T, ThoOELNEREICASBITIZEMT 5 2 L nmiEo
SRE L e o TR Y IREHBOEE L o EATTE 2016 CELK 28 FE 6 H 2 LRSI T)
ZEWTE, RHRMERMFEOEMNO LR ER XS Z & L EnThD

FORVERS SR T, AER M7 v 7 7 A VBRI SR LY &%bm
EIEHBL, TO, AN EEIZET A IERS ST S ET @W
NEERSHOBELZMSZT 5 2 EAMBEEN A A U TR 2 & & bz, BIfE
%b%ﬁbk@ IR R R L A D LSV — E O Bt A i 7 AR RS O A
TAHEIEBERTHA,

Lizii->T, BAHA 74 T, FARERFSIRE TIZELR T A ETIRTNY -
B A IE-3 % ) LL R oo ORE R M 2 ST 28 A0 OB ESE B2
FNCEEEN AT,

TedS, RIA R T A PR, MG TEOE N REET RS B At IIEA R A
ERANEIE oo —ROEFIE A A AR INE E S At RTE A R ARSI T = 0O /)
Db ENE LT,

RE LA LEEN AT YR 20 mg, A7 YR HE 100 mg, A
DR AN 120 mg, A 7Y R AT 240 mg (—HEE
=<7 (BT} )

HEELAMROIDER - DN AAFRAER I CHEE U IR DB ASRE A IETT - MR @D
A Lo T A BT (MSI-High)y AT AR« AR

W LRAMERUOAE  @E. kA=K~ 7 @EFAHEL) LT, \w}mHg
A 2 38 FRIR G 1 I 480 mg % 4 18 ] I:'ﬁh.”ﬁ'@ 'J:‘”Fﬂﬁ%u_—j-

B Y AT (B L) AT AR, %At
:ﬁ»v?(ﬁ&fﬁ%i)&Lf‘llzmmg#3ﬁmm
T4 MR T A, FO%, =Rl Bz s L
T, 1ol 240 mg % 2 W EIBIER ST 1 10l 480 mg 4 4 [EI[E)E T oL
T 5,

Ul i N U S R/ =

(%)

MSI-High %A1 2 kM5 - im0 B 2 v — 8 A S 50 mg (—% A U A

=7 QBRI R ) ) OFhE X dzhE, HikERUHE

% BE Do B B ALSEERIRRICIE Ui YRR N EE A A T Fi%éd)ﬁ%&ﬁ@%<?/r
7 a7 74 NARLEN (MSI-High) =44 271 - EBE

HiEMNUCHEZ: =3y EETHER) EOMRICEWT, i, AL
4EUA7f(ﬁﬁTﬁﬁz)&Lf]ﬁlmy@(wi)%3ﬁ
(B8R T 4 [N SEEET 5,

2



2. BRIOFE, ERBAF

7 R EL 20 me, BLLTERL 100 me, WATTIERVL 120 me B OURL TR
240mg (—HRA - =R (BEAHEMA) | DUTL DAL v, ) i AR
TS E AL w7 A (BT VARV =AY —X A7 A7 (BMS) 1)
A% L7 - PD-1 (Programmed cell death-1) (2% 5 & R [gG4 <€ / 27 w1 —F/Lht
EThs,

PD-1 0%, iGHEAb L7z 0 o gk (THR, BMABmA DT F o 7% 7 —THl RUE
HAARIZHEIET A CD28 7 7 2 U — (T MO 2 Mz 2 A5 5 4y
TE) BT ASFENRTH L, PD-1IEAURE SN Z IS 4 PD-1 D 2 B (PD-LI1
B OFPD-L2} 280 L. VU w SgRIo ity 7 5oL 2 mE LT U » -SRI R e &
BCE L TvA, PD-1 U Ay RIS LA b b ootk 2 20 AR L B
LTHEY, MERCHEE, LR L IEEMEIZBTA PD-L1 O LHEOLE
IR & ORI EOFREBGRAH L 2 & AE I TS (Cancer 2010; 116: 1757-66) .
F - EEEAENAE TR TR EET DA o F =T e o = (IFN-y)
(2L o T PD-L1 OFEHANEE S, B USRI D PD-L1 o L iiTE o
AFIR & ORI oMREBES 52 & OWE S & D (Sci Transl Med 2012; 4: 127-37) .
X 52, PD-L1 &SR0 S0/ 28 AR, SULRFRA) CDS B T Sl o ia i
FEVER Y S %05, $L PD-LL 3T PD-1 & PD-L1 * O EFET S &2 0ffla
EEEVEBMET D 2 2B RINTWD, FOZ L0 PD-1/PD-1 U F o FERKIE, A3
AR AR RO 7e T MR O OBEEZ A D FO—2 & LT L2 LAt T

AFNE, BEFRRABL O B o PD-1 ORANIEAMERE (PD-1 U A BRSO AR 2R L
PD-1 » PD-1 U #H 2 REDFEDGEZAETL Z L0 LY, BAFURREREN: T MEOTL
PR MRS A AR LT xb -3~ B A AR S B AL M A Rgh 4 5 & TR AR R R e s
ZEPHEREER TV D,

IR OEIE G RATEIEE I T AT BRI R v EA Lo L IR,
AR - TR LA ARt g & U7 BRI A b U, AR, et R USEIRIE S G
ni,

FE|OIEHB I A5 BEORERINZ LHRWER TR S 5 i, BIEXELTIZ
TLH AR B D, RAOKR TR R TR, BAOREE 40T, e
0 BT B AR, 8 LI HBUII0 Do S MR A MGk & R R DRI & 8 L Ol
g B 24TV Y OFIELOTIZ LD A A% i S aicid, mE R E A
T AOR T OBURE T O VBN D,



3. BRERAGE

IS AL SRR S O L VAR O A T M ORI ~ o 7 T T A R R
LM (BUTF. IMSIHighl &35, ) ZF 4280 « EIEROKEIHFE 21T 7=
=E A b AR RS O AR & kT

2%, [MSI-High %ﬁﬁﬁ“ B CBIL T, TPCR{EIZ LY MSI-High & T /e
BE | BT B0 (3858) 1208 IMSI-High (PCR k) #8585 »FiE L. DNA
Ay FEEBITEE L TS Z ERERENBE L ST AN (R LT
Fpiot [PCR JEIZ L W MSI-High & HIFE S 7B LT Jmﬂﬂ%ﬁﬂt% (LLF.  [THC)
EVya ) "{z*a'»’ctb ixvyﬂk%ﬁﬁ%%%ﬂﬁ (LLF, TdMMRJ 2105, ) HfEEH
TR EET A Zid IMSI-High # 41 284 & Fil L7, IHC #1255 MMR
Jirds & PCR vﬁ.-_ % MSI AR —E81T 96.6~98.7% WV THh A Z LENRETERT
AT

[ ahit]
TRV LFEERER (CA209142 3Ry 12
(A A FAm IR 1)

LB & 55 IR ARIE /28T - M3 dMMR ** 3t MSI-High (PCR
By Y AT ARG - AR EE T4 AT, AF 3 mpke Z 2 BRI TE
T L7s, £'%"§ﬁﬂ?{ﬁﬁI—,E;lJ“f"‘;%7 #hs (RECIST HA K74 v 11 WU 33 < fE53REMT
EEAFHIE L 2 5EAHRE (CR) MIEEA3RE) (PR) ) OFFRIE. 31.1% (95%(FEXM
20.8~42.9%) “G‘E?)otf’:(,

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

YD CA200142 IR OERD 2 k= 1 5 | (R FIEEE D & 4 MST-High % 4 2 8IS - 0I5 % %) %&c

Lz ash— IR AARFIFEMBE G OARE & 20 L7 GEETHR A L O SEE0E
T FT,

Y /fEL )22 BRSO DA ) ST T i D T LR R A e
DL EOLSER RO b B FEIS R L AR,

(i uéf%%ufmpz:m\f\ HCIRIZ X D S A~ o F B # 2 237 T %A MLHI, MSH2, MSH6 it PMS2
OV IBE NN E N REA T AMMR &R E T

RS Bl & 0 S S AL DNA 12BN T, S BB A 7 0T T o b R R A S k4 S
Sz, 2R Eo v~ N, 6 IR oy T T A v TR TR S
P20 30% Ll B — =230 T PCR BRI L D 0 KO BCE R S fu S MSLHigh &R &4
Tie



#1 RERAUREUEDSE (CA209142 FE)
(RECTST ver, 1.1, HHEMATHRER ., BRECEMHE, 2016 E8A 10 ATF —F I > M F7)

U s B Al (%)
=S )\ 74 53 42
&A% (CR) 0 0
EBar#%h (PR) 23 (31.1) 19 (35.8)
=7 A2 (SD) 29 {39.2) 21 (39.6)
i# iy (PD) 18 {(24.3) 10 (18.9)
A A GE 4 (54) 3 (5.7
#%h (CR+PR) 23 19
(FTmahZ [0SR (%) ) (31.1 [20.8,42.9] ) (35.8 [23.1.50.2] )

L AIVERRAT AT BRI, 22 ATEEARAT KT BRI > 9 6, LKA 1 U MSE-High {PCR) &7797 %
TR SRER EELE . *3 ¢ Clopper-Pearsonik

(BA & A Y avr GEE L) LofmES)

{LEREROH 2 =9 iHETETRREMET - B30 dMMR ©% )3 MSI-High (PCR
) T A AT ARES - ERERE 119 FlE G A 3mg/kg MU BT AT (G
{2 T2 1 mg/kg & R B 2 3 ERRIESE T 4 FURREEEE L2, A4 3 mghkg % 238
MR CoAlmE: Ui, ERHITEH CH D ZEE (RECIST 70 712 1.1 BizH
SEBRELEMFITIIT X H5E25% (CR) SUIIa % (PR) ) OfFTIL, 54.6% (95%
ZHEX : 45.2~63.8%) Th-oTr,

#£2 BRERSPRBETCEDHR (CA209142 HBR)
(RECIST ver.1.1, FEIEEATXISREN, IERBEEMAE, 00706 A7 40 v b2 7)

B A T % (%)

15 J et SmEPN 119 {47! 62 {52
EREL {CR) 4 (3.4 2 (3.2
WA &R (PR) 6l {51.3) 37 (59.7)
W TE (SD) 37 {31.1) 15 (242}
A 17 (PD) 14 (11.8) 6 (9.7}

e (RN 3 (2.5 2 (3.2
Z4) (CR+PR} 65 39

(FZF [95% BRI (%) ) (54.6 [45.2.63.8] ) (62.9 [49.7,74.8] )

*1 o AR 22 0 et xS EF 5 B Pk EIC LY MSTHHigh (PCR) # /75
ZEDHERE NI EA . *3 Clopper-Pearsonths




[ %M%]
RSN AUEREY (CA200142748) (&2

(AFEES)
FERHE 71/74 B (95.9%) 1ZEE&H LA, (EEEE E DERRERS ST TE g E

HEL 51/74 ] (68.9%) (2R Ll FHLES 5% EORENIETEO LB T
s Ry A
F=3 FEAEPES%UI LOBER (CA209142 35 (AT SER)

e RIS gk (o)

HAGG 74 5]

{(McdDRAT ver.19.0} 2 Gradc Grade 3-4 Grade 5
A=wilEA 51 { 68.9) 15 {20.3) 1 ( L4
B3] 16 (21.6) 1 { Lb 0

B 7 (9.5 0 0

s 17 (23.0) 1 { Lb 0
A0 5 { 6.8 0 0

Y a5t 9 (12.2) 6 { 8D 0

AST 5 { 6.8) 0 0

ALT 9 4 { 54 I 1.4 ]

T I m 4 ( 5.4 2 { 27N 0
YR 10 {13.5) 0 ]

EN 8 {10.8) 0 0

LR B RS 5 ( 68 1 { L4 0

K IS TE R 4 ( 5.4 0 0

ek, AEACHRIARIE/ S AT 6 fF] (8.1%) | KPESRERETE 6 ) (8.19%) | fhigpE
#l (6.8%) . HUKIREEEEREE 5 61 (6.8%) . infusionreaction3 7 (4.1%) | BEHElsH
3 (4.1%)  KIBZE - /DA - TIEO TR 3 6] (4.1%) | BIEOLRGRE 141 (1.4%) |
RIS RS 1) (1.4%) RO 1 4] (14%) 3o Lz, £/, MEENRE,
EEMEE, U, B, | TUERA, A, R BEPEAE R, N EEEEE
s, Mde - wflR S, SRR ZELRE, EELIERNTE, ILERE BEEEE, Wi, 52
2R alebiE ARSI R DVEASLIEER D B Ao T, AR H S80I b B
% (AMEESF 2 50) 23ETH a4,

(BH| & A BV v (EEFLx) 2 OfFHEE)

BEHGIT 118119 ] (99.2%) 23BN L., BB ORBEBELRGETERWE
ERLT 8T/119 ] (73.1%) R BT, SBEERN %L EOBIMEHII TRO B Y
TE o7,



F4 BEER %LU LOBHER (CA209142 3B (TS MMiTRER)

BTRLAAH Wl (%)
M 11949
{MedDRA/T ver,20.0) = Grade Grade 3-4 Grade 5

Tl T H 87 (73.1) 38 (31.9) ¢
1. 8 { 6.7 3 { 2.5 0
AR RE R T 16 (13.4) 1 { 0.8) b
it i 13 (109 0 0
3 26 (21.%) 2 { L7 0
L 15 (12.6) 1 { 0.8) 0
iz 8 { 67 2 { 17 0
W M- 8 { 67 1 { 0.8) ]
L PGEE 6 { 5.0 0 0
5 21 (17.6) 2 { L7 0
FEEL 1% (15.1) 0 ]
HEJ 6 { 50 1 { 0.%) 0
e P/ ) 6 { 5.0 0 ¢
ASTHE 17 { 14.3) 5 { 76 )
ALTEIAI 14 (11.8) 8 { 67 0

10 { 8.4

) S

R 10 { 84)

RAHI IR 6 { 5.0

{59

5.0) 0.8)

{

(16.8) 2 1.7)
ke 13 (10.9) 2 { 1.7 0
136 i R 8 { 67 0 ]

7p¥s. FORARHEREEE 24 1 (20.2%) | JHBEREIRE 23 41 (193%) | #hRAREDE 16
F(13.4%) . RRFEEARAE/ 2 AT —13 ] (10.9%) . BIEMEAER 7 # (5.9%) |
AR TR 6 1] (5.0%) | EIEHERERET 6 1 (5.0%) . HEORERT S (4.2%) |
infusion reaction 4 1 (3.4%) . K%K « DGR « TEO TFH 4 4] (3.4%) . T HRIEEEEE
W& 3 (2.5%) . T4 3 61 (2.5%) . DEET 1 3 (0.8%) | Mi4e - BB 1 (] (0.8%)
MURES 18] (0.8%) W38 BV, Eiz, HMERRIE e, (OARe, . 1 BUMRA,
WA, BRAGPERE J6, SRR MARTEMAAE, EE 20k, mERE e, ik, 5
EORESR . EBEHMN, EILEO S ke o o, BRRIEHIS SRR T EEESR (RS
EERE P ET) A ELRIHERE KT,



[ - HiE]

AF|ORFERSEEET T VAR U S 2 b—3 a3 A0k 8, AR 3 mgkg (&
E)} 1240 mg & 2 BMEER TR S LZEORAOME [ ER PR S, £ 0Rs
B MK 240 mg B G U EoESR I, AAl 3mgke 2RG UAEEOBRED b R

LTz e Flllahiobon, HAKNEFICBW TEEE M ERIA TS
& HE (10mgke % 2 ABBIECRYE) TARAIEZES Lf_ FroopEEE b e LR AR

o ETillani (FE) . WA T, AEOFRCEST L7 —~FIZEIE . KA
3mg/kg (RHEY S0 240 mg % 2 MTMHIRE THRS U7BE OARH OBE & - 4 1% 12

b & ORI A KT DB BT T L IMEE X, MBI o W TS T
ﬂnﬁ% il A - BEOM T Lo Wi a2t Pilllsh, £
772, MSI-High % A4 A5500 - EHHE OT — & 2507 RN RSB L 7 /L B
BHEAOT —FIESEMESNLBENSE T L2 AW R Al E 2 A
3 mg/kg (ﬁxﬁ) MiE 240 mg EA U LT 1 mghkg (FE) % 3 MMEMRTRS L
BB AP TR AR B T A U S X7,

#5 FRAOEHSE N FA—F

Mk - R Ciax Cinind14 Clavpars Clraxss Criingss Cavirs
) = {ug/mL} {ugimL) {ug/mL) {ug/mL} {ug/mL) {pg/mL}
316 166 243 113 62.1 776
aflca 7 . .
3mgkg IW | o505 708) | (107,245 | (17.1,33.9) | (750,170 | (27.1.107) | (421, 127)
727 235 341 159 878 109
5 (12 .
1, .a) A, 478, . D, X
M0me QIW | 511 103) | (152,34.6) | (251,478 | (102,254 | (415 158) | (62.1,187)
191 613 90.8 398 217 278
/| .
e QAW a7 2190 | (512.792) | (79.0.114) | (331.532) | (184.313) | (237,386)
10 mg/kg

MRl (5%.0%,95%45) . Q2W 1 2IE[E)[EIRE. Come : RIEE 0 BE IS TR, Conas 8055
14 H ﬁ E-Cia’i-:fz.)mﬁﬂﬂﬁw df‘& z Cave wd14 1 *)-J.#LEJ‘T?LVI- il ’E‘ __]:‘Eg)ﬂfj[‘ﬂjm?ﬁlh‘/ﬁ}%‘ Coass © :d—_ﬁ:{jtﬁ_@l\:

ivU7Jmﬁﬁﬂr ‘ J\‘u Crinasz | !:Elfrl 'H_\“Pfuj:‘l J":)HK{R””{ | ﬁji‘ Cavg,ss . iﬁ%:ﬁ:‘;;\:istj;{) ‘l’if}j rmﬂJﬁ-
gL
SHIZ, NOBEMEDBRET 7L EFIN LY I 2 b— s iz v A

4%mg54@HHMT&§Xi%m£@m&-m%%fﬁﬁbtmwmﬂmm$WE
ERHEt S, FofER,. AA 480 mg & 4 WMEE &S L ZEOETREIZE
AHVHMEFRE (LLTF, [Cawed &Vr20 ) b AA240mg & 2 AR TR 5 L
ToBED Cope EHEELT A L PRI (FFR) . F72, A4 480 mg % 4 WG T& 5
L7z BEOEEIRREIZ BT A R MaTFIRE (BL b TCuus) EV9, ) FE A4 240 mg
% 2 AR TR LI2EO Cons WL TEMET TS Loo, AARA
BAIIBWTHEEAEREINTWARE - HE U0mgkg 2 2 HEMBETHEE) TR
HlEAL G L7 D Cuas & 0B L TIRE A 4 & FHIS W (FFR) . AT, #ED
BIEZR U 57 -2 I E-5%&  AF 3mgkg (AE) Xix240mg % 2 8FMME. 4 L <
VIARA 480 mg & 4 BRI TR L L 7 BR O AR OIRE L & HE e & o
AR T D IRELISE T A MBS S L, YUEEEC oW TRE AT R, Rio
Wik - MEORTH SRR AME SR T A0 & THl S 47z,



F o6 FAOEMEMENF A—F

J‘H 1/ f . J‘H = Crnax Crundzs Cavgd:’ﬁ CID‘.IX,SR Crainss Ca\'g,ss
: & {pg/mL) {(pg/mL} {ug/mL) {pg/mlL) (pg/mL} {pg/mL)
516 272 310 113 62.1 776
3mghkg QAW | 1350 708) | (16.5,403) | (21.2.43.9) | (75.0,171) | (271,107 | (42.1,127)
727 383 437 150 878 109
7 .
240mg Q2W 1511 1030 | (233,50.0) | (30.8.60.9) | (102,254} | (41.5,158) | (62.1,187)
145 29.7 53.0 216 713 109
7
ABOmg QAW 1 11640 207) | (155, 47.4) | (37.0.74.8) | (145,336) | (275,137} | (62.1,187)
16 s 2 193 99 6 116 396 214 275
mgleg Q (146,222) | (865,132) | (101,148) | (329,525 | {184,303) | (236,377)

P (5%.5, 95%5) L Q2W o 2B |EJIBIES . Q4W s A3 IE]IBIFE, Coae s #IRHR G O BE ALTE RIRRE,

Crinazs © FIFIR A28 T HIC 1510 2 AR M I% IR, Cavas : FIFE FE228 0 H £ CoF ML HimE,
Crss © 2FRREEL 331 DT PAEFE . G 1 A WIREEL 3807 DRI TE I Cavpss - A2 FIRTE

VB S TR P RE



4. JERIZOWT

AT O P BRI A BE AR FETE L AFRIOEEIC LY EE2AEN 23 L
B aliod o 2 BBl T OO~@ o4~ CThiiglod il ZB W THENT 5
_RETHA,

O mRIZHOWT

D1 Tl (1) ~ 5) ONTHNZEYTABERTHA T L,

(1) FAETEREAER T 508 s Fad ML sUom e (AR IR AL B L L S 5
Hi 7S A2 B L SO e . LIS A2 e 7 &)

(2) FRrEMERERPT

(3) EREKFIRENTNEE T BB A RGN (8RR B, S A TBRIE
Bk, S AR HEE AR A Y

(@) ANAL PHBEE AT L SRR L B2 R | SO B b ke bl
2 ORERREIELBH&TT - T D sk

(5) PUEAMEREEAAL F EPINE O KR D B A 1T » TV B Hiak

D-2 M - N O LR E B ORI H 48 TR 0 5 it D+ 3 70 Fi & R B R [E
Bl (FROWT AT ZER) 25, Mz ER OGN BT 2FEOEFRE X L
THEIT S TWAH 2k,

*=

o |ERAGFEITE 2 FOYBTHERAE T Lm%IC 5 FLLEO R ATREOERHE &
IToTWAZY, 96, 2FL I, BAEBREZ P LEEBEEROIMES
FHoTWWAZ &,

o [EMREFEASE 2 EOMMSHEEE r LeBI, I EEREO R A EYREE T S
L B a2 oERET > TS 2 L,

o ERIRITITE 2 EOPHMPHEEZET LI2RIC 4 FLLEOMRKRRERZ T L TS
Lk, 2B 3FLAREL LSO P AR L G DT EE R S O SR HE &

T TnA I L,

@ BRHNOEXREREROMERICOWT

| AR BIZHE T L A AR S, EEREES L OEWEO, Aot - &
PSRRIV E O A OEMST T AR, A E TS L L BeowmE
T, AWM TS IR S o T D T L,
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® BI{ER~DOXIGIZoWT
1 FERR A BT 5 B4
f"?’“”F’JrJ]MjE S ERRBENARE L LIZERZ, 24 FTWRRIEHIO T, Yikhisx L
EERRIC BV, S Ueal A U OB LA O CT E o R H oz v
%Mﬂ’ﬁ-ﬁﬁmﬁ’réfﬁﬁﬁgﬁ Wz AG B dv, B SRETTHRARER A > T D 7 Ly

@-2 EREHEE L IFFFSHIGCETEYE

NS D S BN e M O A O T A BT ERAERE=7 U 7
ENDEROAY N == P EATOTIRE SAFR L LA T E 5 F— AR
RSN TD Db ks, BERIC DT, BHABE L ZOFEBI [rciinsh T
WAL,

@-3 B OBz LT
BIEM (FVEMERRILIM 2, BIEET ) E, Ok, Bk, BUHMAELE, KIFE,

NS, BEEO TR, 1 VEERA ., BEERTZ, AT, AF#RERE, AT, mibreily
ge, HURHRESTRI L Iﬂfﬁﬂcndﬂmm\ 1‘&#‘1‘7‘ T, BRI, MRS . MM, EIIOE
EEE BRI ZEAEFE, infusion reaction, FWEZIMLFTRIE ., ILERE ERFEEEE, 7564,
fede, REOE R, S RE, BEOHRZELIL, WG HEH: CoBibEE (O TEARED -
TRAR - DEAEARAMTAESE) | ARIFERES, BRIEH M. EALE) W LT Mikhiak JTa
Bl | SRR BT D L & G S IR AT Bl U (BIE A OF I’fﬁj\ﬁ i to B L“’TE@&U\{TE
EZTONLGRMNCHES ) | HHIGETERTESRINE- TWD -
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BEMFLRHBE

(B2 PRICBYT 5 HIH]

@

TROBEIIBWTARABINRERUEA L A U hv/ (Bl Loff

HE G OFRMEN RS TINAS

o BAARFERERICE LB YRR T - MO mRE e A 2 T T
A FRLEM (MSIHigh) 84 5480 - ElmEEL

ﬁx Mﬁm@%ﬁﬁa:&momfm == T (BETHER) Do
B (A4 MSIHRFE S » | (FALCO) . FoundationOne CDx 3 A7 7 A7
')/f /b Guardant360 CDx ﬁifuiéifﬁ%ﬂfﬁﬂxwi IdyllaMSI Test [=F LA #37

F1 ) EHWTHERT S

TRUZEZN T D BT D AT D e 5 R UME AT 20 Tk, AR OBz

ST IR TEH LT, AT GG E 725700,

. 7vaU*9y%##¢%ﬁﬂ\i#ﬁvfﬁ%y&U4U/%wyﬁ@ﬁ
KOS L DI D 2R E

. W&#ﬁﬁbfﬁ&;

o A BV AT GEETHER) DAOPERBEEA L LTS SN AL

[zt B 5 HH]

O TRICHITAHBEFIZ DV THEAOR SRR L SR TS 2 Ehbh | EET
VA N
o RAIDRIHIK LRBUEDIE RO H & B E
@ “'L‘f?ﬁfl'ﬂ)ﬁ%?{ﬂﬁ'i’jab\"""F%EL_.: B3 AHBFIZONTHE, A0S i}ﬁ”)@éﬂfﬁb‘
. MOVEENRINAS WIS ICIRY | EEICRAIZET5 2 L 2 2
. [WE #Hmf%@"@?iii%ﬁmﬁ) B
o ETRRS A E TR ER & D 8B MO 0 f R R 2 R L i
DB H:/J\/%BJ}L A
« B uﬁmxr“&s@/\fﬁ g H—lfl’JfﬁEL< RN OB SR E OB
HAERE
o JESSERETE GEMITAIIBREE 2 i) Db D EAE
o TEMOBN TR G D RE
+  ECOG Performance Status 3-4 % 01145
YT6 ECOG 0> Performance Status {PS)
Score T
0 | E=<HEREETE S, BREAEN UNFEEESHIR:CITAS,

PRI LV EEN TR S i 5 38, Frale T WRIERERM o TofiRiIir s 288 T& 4,
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6. REKELTEETREERE
O BATCEFINA, TUEIRFE HA DR 5 ERE LD & AT O8F M B ONE T

MOl B g @A | C g LT LEN S - L,

@ REIAGIZNS S, BRI OFRCA DML OGRS i) L, IEEE

ThoEETas L,

@ EREWEM O~ F 2 A Mz T

e WMEMERNLLLNALZ LBHADT, BRIOBEIZHT - T, BBEL
e (WPWR IR BE, IR, RV ORERM UNEE X bt 2 ES, #EEs |-
(AT D Dk FL MBI UTHE CT, Mg~ E oM e T A
Tk,

e RAOESIXEED infusion reaction (I A2 TERANIZ [l T 5 #E
&7 -7 LTRREGT 5 2 &, F72.2 [0 B LABE O A AR 5-051Z infusion reaction
Dd Ll d L E B L OT RGP R 58 Fig LA Zordhof
v EHEGET L, NEOIRREE T+ IC 82T A 2 kL 7S, infusion reaction &
IEHL LB AL, D TOBERGEINA TS BIET 2 kTl & oot st
THIE,

o HBERRREEERDE, TEREMEEERCABRE S ODND ZENRH DD T,
AT e B B AR Al R UM 5 B3] R RE BRI L r i AT (TSH, JFRE T3,
EEE T4, ACTH. M| =5/ — S OME) FEM+ 5L,

o FAlOESIZLO BEONDBEINIERETS S 52 LD ike EEORE
BhLbnd I Enbs, RITAEDLLREESIE, BRLUETRICE U
A ek & ARER A RO [E AT & U CIE ST ARG A 1Ty, IRE OYE
Ot KD BWER B RHI D0, RAOWIEQD 0l OB E R
AEFIOIRGEEEBTL L, Ak, BIBEETRAE L ORSI LD EE
HOUGERBRRD GV WS I, BIS R E A o LA O S BN 18
LHEET S,

o FrhRETHR., Budf o ARE L COLRITEHNRET L L0 Hh 5700,
FAIOTe 5 P ICURIEH ORI+ SIERET 5.

o L BUHERRSE (BE 1 BUERAS A rie) B3 ik, BERMMES R R—u A
ZERLHZERBLOT, NG, EO, BILTEOREIROFHEDmEL o Rz
SEBTALHI L VERENSEDR S EICER GERIE L, A R Y R
AP GO AV E AT D Tk

o BUEAT#Z, T2, TTHEEEE, ITHR. fbMEF LA L b D
DC, EEIR TR RE R A A AT BT OIRRE A izl e B

LB 5S

-
—
= L
[

) BV F, FESEE

2 BTN GO OBEIN o2 BT R AR T E I, [TH e 5080 Bt~y FACIR I,
A8 anlrdm b v - Ui TE A, 0RO 50%EL B3y Forcid o4,

| e

AEhit Ay, HEOSOYOI LA TERN, BTy FET TR I,
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o BEIRERHLLNAZERHAHOT, WOREOHE ML THNCRRETS
Tk, Tl IROBREPRY AT, ERNIERME AT O L
FREEIEETLZ L,

D AFOBARRRIC T, BEIA 5 24 BT 6 BT 2. 2L, 128

W 7 ECH DM 2AT - TNo T & 2B 10, Al [T BRI s A

TRROMEEETT I T &,
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BOBEERAEET A 71 >
=R~ T (BREETHHZ)

(R4« A7V —ARHFE 20 mg, &7 2 —F ZH#HE 100 mg, 37—
RETEEE 120 mg, 47 P — R ERHIE 240 mg)

~RIEHE~

S22 A8 (554 3 BET)
A @A



&

1. Uiz P2
2. AFORM, ER#EF P3
3. BRERAEAE P4
4, MR OWT P14
5. Whatg ki AR P16
6. I L THEEd <& H1g P18



1. i ZU®HIZ

B OFME L RO OO, T ES LA S W IE A 2R
BRIA, SBIT, IWEOREEHFOESIC LY | FUSE R X o SR 2 i e B
FEENPAGRINAE T, ThoOELNEREICASBITIZEMT 5 2 L nmiEo
FARE L Ao TR Y PR BOEE L IO FEATE 2016 CELE 28 FE 6 H 2 LRI T
ZEWTE, RHRMERMFEOEMNO LR ER XS Z & L EnThD

PrRTEFRE SR v, BRI R0k 7 0 7 7 A LSRR | 3K Y a%bm
MEIERBL, O, ﬁdﬂ&@?ﬁﬂk%@.f%ﬁl“’&ﬁ%%fwm
RN OB AR A EOAMFF S N AEE IR U TEATA & BBz, BIE
%w%ﬁunw T kR b A T L N HEA— TE O B A 7 B RS T
TAHEIEBERTHA,

Lizii->T, BAHA 74 T, FARERFSIRE TIZELR T A ETIRTNY -
B R IE-3% | Bl R ERENORME A EEET 28 A0 O NERESE S 2
KO E A T,

TRdS, RITA R T A R MNATEOE AR EE T R RERR R DA . O HITE AR AR
BRSSP . — A A A AREEIRNRHE 2= e B FEENLE A A AR F SO
oot ENR LT,

WGl A AR A SRR 20 mg, A U R TR 100mg, A
— AR EGFEERE 120 mg, A7 U R EGAERE 240 mg ( ARA - =
A7 GEE M)

SR LR AARITAR RGBT RE R 1 - B ORI
R T T BITE

ML MERURE . <HRIGLIBRABEZRET T - WS OBIEE >
BEL. A =R (Ea ) & LT, 1R 240mg
4 2 BRI 1 ] 480 mg 4 4 JBTRMS T st T 4,
flL oo FUBMEIEEH & BT 2 BE L, AR, A= R T
(ﬁ@%ﬁ@i)cutltummg%z BRIRIEE, 1 B 360 mg
Z 3 BRI T 1 480 mg 4 4 AR T oM T 5,
<EERIZRIT S {ﬁﬁfiﬁﬂﬁﬁgf*?>
BE, AR =FR=T (B iz ) & LT, 1 240mg

2 BRI ST 1 2 480 mg % 4 BIEIEIR T UM a3 5, 7=
ﬁb\&gﬁﬁﬁmﬁﬂﬁifkfﬂ

WG R TR EE L NBEES T ESEAST




2. BRIOFE, ERBAF

AR 20 me, [FLATTERL 100 mg, WATRELL 120 mg M ORI
I 240mg (g - =b~7 (@RAAMEA . ZUT. DRAD 2wvo,) i /hErsE
TS E AL w7 A (BT VARV =AY —X A7 A7 (BMS) 1)
A% L7 - PD-1 (Programmed cell death-1) (2% 5 & R [gG4 <€ / 27 w1 —F/Lht
KTh s,

PD-1 0%, iGHEAb L7z 0 o gk (THR, BRARmA DT F o 7% 5 —THK RUE
HAARIZHEIET A CD28 7 7 2 U — (T MO 2 Mz 2 A5 5 4y
TE) BT AZFENRTH L, PD-1IEFURR NI Z T 4 PD-1 D 2 B (PD-LI
B OFPD-L2} 280 L. VU w SgRIo ity 7 5oL 2 mE LT U » -SRI R e &
BCE L TvA, PD-1 U Ay RIS LA b b ootk 2 20 AR L B
LTHEY, MERCHEE, LR L IEEMEIZBTA PD-L1 O LHEOLE
MR & ORI A OFREBGRAH L 2 L AE STy S (Cancer 2010; 116: 1757-66) -
F - EEEAENAE TR TR EET DA o F =T e o = (IFN-y)
(2L o T PD-L1 OFEHANEE S, B USRI D PD-L1 o L iiTE o
AFERAM E O L oMAMEAGES S L & oS L H D (SciTransl Med 2012; 4: 127-37) .
X 52, PD-L1 &SR0 S0/ 28 AR, SULRFRA) CDS B T Sl o ia i
FEVER Y S %05, $L PD-LL 3T PD-1 & PD-L1 * O EFET S &2 0ffla
EEEVEBMET D 2 2B RINTWD, FOZ L0 PD-1/PD-1 U F o FERKIE, A3
AFRREZATURRE RO 7 T MR O OBEEZ S D FO—2 & LTEZ LT

AFNE, BEFRRABL O B o PD-1 ORANIEAMERE (PD-1 U A BRSO AR 2R L
PD-1 » PD-1 U #H 2 REDFEDGEZAETL Z L0 LY, BAFURREREN: T MEOTL
PR MRS A AR LT xb -3~ B A AR S B AL M A Rgh 4 5 & TR AR R R e s
ZEPHEREER TV D,

IR OEIE G RATEIEE I T AT BRI R v EA Lo L IR,
BIERIUST Z 0t R & LRI A £ L, Ttk Ttttk OCEAER G Eh e,

AANDEHBEITIZEE S CIBEORERISIZ LSRNERS RS i, BEXTATIZ
FLHAREMD B D, FROFH PR UL TR, URTOBIEE T IT, REDEY
0 BRI E AT, JEH LI H B0 U 7o S MR A2 k05 & R A R RN & 8 L O
O B2 24T W oS MO K AR Bl S 58021, mIB A R
T AO GO BRLE 2T 5 MRS D,



3. BRPRAGE

O AALFREE G I L /AR EIFR R /e dE1T - THEE O EnEym, @EERIC ki 5
et diiE, KOO FERE AR RFEOB YR EZ0ETT - B0 E F(Dﬂf\uu [Nt
AL 21T o 7o A R AGRER 0D DR A s,

(GahtE]
O EHEILFSMAARES (ONO-4538-24/BMS CA20947335)

7o b €Y 2V R A O 7 A S R R R DR U
it AR EI R AR 7R T S RS OO B R A 388 A (B A KA 2748 A e, AN
REL93M), xJHRRE195M)) A AlHRi, X 4 o RPUEVEIES] (Mt 7 v KF i 0
RV EER) TR E U TARSR240meg A 2R EIE T EMEHE L & 2 007k R
U eMEE st U, TEMAMER TH2 AR (LLF, o8] tva, ) (PR
5 [95%ISHEIXRA] ) i, ARABETI1.17 [9.99~13.73] #7 H, #HIAETR.54 [7.20~9.89]

AHTHY, ARBEGEE S LREH PIICAERIER 4R Lis (= FE0.79

[95% Z4HIX Y : 0.63~0.99] | p=0.0381 [lllog-rankf&s] ) .

R R R0V T TS mgim? B 3B E R TR S, 32 T A e Ao T,

100mgmiE7MlEZ 1A 74 LT, &L, 8, 15, 22, 29RUB6H LiciiRikG-Ta2 b L an

7.
1.0
09 .
08 . —a— FHIE
0.7 -
- Y3EE
06 - NHEREE
£ 05
=
04
0.3 .
02 .
@-- APt
01 . =
[ S —— )
00 .
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
at riski EEHMA)
FE|E 193 170 168 13% 120 105 B89 77 65 55 38 20 13 10 6 4 3 0 0
e 195 182 157 115 1000 79 66 G5 48 3% 26 6 11 & 2 1 1 1 0

1  OS @ Kaplan-Meier Bi#f (ONO-4538-24/BMS CA209473 3RER)



@ FEEHFFHIARE (ONO-4538-43/CA209577745k)

MR AT RET 12 O WA R 2S R (BIT. TpCRY w3 ,) BEEH B
Ipineo T REFRS O B E794 B (HARNBE 63 flaFde., A 5326, 75
AR 262 #) ERtEI, TR E RS LCAH 240 mg & 2 BT T 8 Wl (16
W) . FO% 9 mIF (8 MIA&EEO 2 HEE) 26 480 mg & 4 M6 F I TR

(e 12 AR LR EOFPHERTLENZRT Lz, REHREI Th 5 iy
AT (AT [95%IRHRIKEN D) Fh, AFRIRET 2241 [16.62~34.00] B H, 7718
BT 11.04 [834~1432] AN THY | AARNE T 7 2 REEHI UBE AIIZ A B 7240
Fam Ll (0= 0.69 [96.4%EHIX : 0.56~0.86], p=0.0003 [E5 log-rank &
ED).

*] o IR TIREO Y A RO AR ETEE L, National Comprehensive Cancer Network (NCCN) Xt
European Secicty for Medical Oncology  (ESMOQ) D77 K7 o 22 U ASRER O i B ot
MR AR o oL ahgs, L BREEE O S REUENIRE A A& Fie A
LS

*2 it O N AR TRV A T, Amcrican Joint Committee on Cancer (PAT, TAJCCL 20500 wHA5
BTG (2ES ypTL W Bt ypNIL DL ETH A Z - S ER SN,

*3 1 IRLEEMIRELS AJCC PHA 38 (35 7 BB (283 < EEFRIR A T HA S I I M o Aol (BRTAE A e <)
SO TG TR B T DR R R S A A LA,

® 0 B L0 EREARERICDR S A NS AR AR BT,

0o | 1 —— RRIH
08 { N -a- 75 R

R HE

0.2 A

0.1 A

0.0

D 3 [ 9 12 15 18 21 24 27 30 33 36 39 42 45
|iRE " (/)
at risk#h ’ﬁ Ak

FFIRE 532 430 364 306 249 212 181 147 92 68 4t 22 8 4 3 0
7T AeAEE 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

X2 ERATFHR O Kaplan-Meier BifR (ONO-4538-43/CA209577 3ABR)



@ FEEEEFEFBIARE (ONO-4538-50/CA209648 74 5)

b FERERTBROIRIBTIRAE/ET - MO REmEET970 4 (HAAERE 394
FlEagtr, A+ A ) L7 (EUF, INIVOAPL &5, ) B 325 ], A&Hl+ 7
A g IR AT T F gt b RED (BT, INIVO/Chemo] &9, )
Iﬂ‘:321w 711/2Lu?7'/}1/&0\-/%77'—7“/%.3@%#%% (LI, [Chemol &\»

) T 324 B A k[0, Chemo 2 %[TB F LT, NIVO/PI A T8 NIVO/Chemo (7%
l‘q-&U‘?'ﬂ/\M-%*ﬁﬁLﬁ_J FERHTE L, tumor proportion scorc™ (AT, [TPS) &
VDL ) 2 1% R T S I tfﬁﬂf‘ﬁ (LIF, TPFS] &9, ) MTOS ThY,

BIREHE R & X7 ITT ﬁ;l % PFS M TROS st Sz, ZoOR5HR, TPS=
1% RN TT -2 T 5 0S (22T, NIVO/IPIL B A UF NIVO/Chemo #E ! Chemo

AR AL %’Eé‘l‘iﬁ@i:ﬁ""‘tcﬁ;i%%:fbf:o

¥ AR AR E IS VUM B IR B (T R AR b GBS,
FEVER, RATE O] 5z iR E RS L \EE»éM'J%w: Eii,

¥7 0 AL F 3 mpke OFED) A 2EININEE, 2V AP (GE{E CAHELD) LR mgke (RED &
6 MBI TAEMEN L, DR SRR T, AR RANIE G L, A Y he 7 (R
FREHLR Y FRAA O G D5 30 23kl EolRR A ks U B B LT,

#3043 E LY 2 2 L, AT L IR 240 mg 2 JEIRINIES. 7 2bAi2 T Lok 800 mg/m 0 & 5%
A7 I RS OHET (N | Y37 7580 mg/m”z%#/f A0 TNHZE
IRAE S Uiz, A RSk & M N IC S 2 &gl gelic g L, 7ilbda v 7
KO 277 F o IREIOIE G 1050 30 S5 LU ERMIR A 50y f?‘—f B LTz,

4 EISARIC ST S PD-LT 2 RIR L S BRI R A HI E S,

F1 AMEOKRE QUEIABBT—Fby A7)

TPS = 1% ITT A
NIVO/IPI #F NIVQ/Chemo £F Chemo T NIVO/IPL &7 NIVO/Chemo #F Chemao ¥
(158 {4} {158 #1) (157 451) (325 441} (321 #1) (324 #1)
H
Tﬁgﬂj 4.04 6.93 4.44 242 5.82 5.59
(95%CT] |2.40, 4.93] _5.68,8.34 12.89,5.82] _2.66,4.17] 15.55,7.00] 427,588
(1]
P P 1.02 0.65 B 1.26 0.81 -
95%CT ] ™1 [0.7%,1.34] ™ 0,49, 0.86] " J1.04, 1.52] [0.67, 099 **
ik
(g.fh?]_, " 0.8958 0.0023 B B 0.0355 B
(ﬁiﬂ)\) ' (0.015) (0.015) (0.015)
Elfj‘:' 13.70 15.44 .07 12.75 13.21 1071
[95%C1] [11.24,17.02] [11.93,19.52] [7.69,9.95] [11.27,15.47] [11.14,15.70] [9.40, 11.93]
[EA
os ¥Rl 0.64 0.54 B 0,78 0.74 -
[95%CT] *! [0.49, 0.84] *6 T6.41,071] 7 [0.65, 093] * [0.61,0.90° ™
s
(E,L‘:d(;ﬁ 0.0010 < 0.0001 - 0.0110 0.0021 .
(ﬁ?ﬁu)) ' (0.014) (0.005) (0.018) (0.009)

Cl: (i, : TPS = 1%EF T1L ECOGPS (0, 1) M UMARIREHEE (1 BT, 2 f8EL ) #®mElKT & L FEI Cox i)/~
P BT lTT’;%I_[ SEECOGPS (0. 1), MBS EE (L @ELL . 2 @RI KO PD-LI BEIRDL (TPSBI%‘ TPS < 1%k
T ANEY FBAIA T-& Lol Cox Fufil 3 — RE50, =2 FEARECH) LT 98.5%CT 1L [0.73,143] Tho7=, =3 HEAK
HELZHELL L7 98.5%CT 1L [0.46, 0.92] x?bdﬂf_\ *4 D E RIS L7 98.5%CT I [0.64,1.04. Th T, ;e log-rank fATE
(Cox Al /~W— R0 & B BEEINF . MR LB 5 R /RE IR L 98.6%CT 11 [0.46. 0.90] T, *7
R s s g?ﬁ AL I L 99,5%C) ’:t [0 37,0.80] T ok % HRRMEIT LB U AT AGE IS L 98.2%C1 £ [0.62,
098] Th-oto, *0 BB S ERBEZEIG L 99.1%CT 1L [0.58,096] Tt
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(PD-L1 %IEWR%' DA
EF LA I IFED (ONO-4538-50/CA209648 RN (ZHlx AN B BE T — 4
_26&0 & . PD-L1 ORBURILBNIMAT 24T o 7otk RN 25te) LURE
Mooty Th A,
NIVO/IPI % U8 NIVO/Chemo 28 L T, PFS & TF 08 DWW HIZENTH TPS< 1%
BAEM T Chemo & Lh#E U7 BRI GRS O N7z (FF2, K35,
7pE. PD-L1 DFEBURIUZ L 637, FAOLAMET7T 27 7 A LR TH oz,

£2 TPS<1%OFEDEOREE (ONO-4538-50/CA209648 HABE)

TPS < 1%EH™
NIVO/IPI £F NIVO/Chemo #E Chemo £f
{164 7)) {163 7)) (166 )
ﬁ‘
?;j‘ﬁ'; 2.83 5.55 575
1.68.4.17 4.44,6.93 5.39, 6.97
PFS  [95%CI] L6 ! [ ! . !
SFE— R H 1 .45 0.95 B
[95%C1] 2 L1.13, 1.88] L0.73, 1.24]
?Jj‘ﬁ 11.96 1196 12.16
10.09, 16.03 .86, 15.54 10.71, 14.00
os  [95%CI] ] 03] 986 W [ !
slF— FH 0.96 0.98 -
[959%CT] 2 [0.74,1.25] 10.76, 1.28]
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[ 4tE]

O EFEEFSEIATE (ONO-4538-24/BMS CA2094737 )

755 F BT A 172/192 ] (89.6%) . *[FREF 192/194 7] (99.0%) (2D &L, I8
Btk L amﬁéﬂfﬁa’z TN T T X A DT E ESIIASIE 129/192 41 (67.2%) . KTRHEE 185/194
] (95.4%) (2320 S i, WA ORE TR 5% EoglfEizE 3oLty T
Foi.,

#F£3 WThrORETREER 5% EORIIEA (ONO-4538-24/BMS CA200473 3ER)

e A% (%)
gjﬂf”f P W
. 192 {#] 194 {4
{(MedDRA/Jver.21.1) — . T I —— - - -
7= Grade Grade 3-4  Grade 3 72 Grade Grade 3-4 Grade 5
ZaliEH 129 (672} 33 (17.2) 0 185 (95.4) 127 {65.5) 2 (1.0}
N
i 23 (12.0) 1 {0.5) 0 27 (13.9) 2 (10 0
F AN 17 (8.9) 0 0 9 (4.6) ] 0
R L 3 {l.6) 0 0 97 (50,0 0 0
]
et 15 (7.8) 1 {0.5) 0 16 (8.2) 0 0
i 14 (7.3) 1 (0.5} 0 42 (21.6) 9 (4.6} 0
(RN 9 (4.7 0 0 44 (22.7) 0 0
N
IR k= 4 (2.1) 2 (L) 0 18 {9.3) 12 (6.2) ]
47 1V ER S 3 {1.6) 1 (0.5} 0 75 (38.7) 38 {29.9) 0
i EfcER il 2 {0 1 {0.5) 0 72 (37.1y 46 (23.7) 0
e
451 20 {104} 1 {0.5) 0 17 {8.8) 2 (1 ]
LN %2 5 (2.6) 1 {0.5} 0 24 (12.4) 1 (0.5} 0
Rk s 4 (20 0 0 16 (8.2} ] 0
il 4 2.1} 0 0 31 (16.0) 1 (0.5} 0
I H 1 {0.5) ] 13 (6.7 1 (5} 0

L RS T A 17 (8.9 0 1 {0.5) 0 0

3 {1.6) 1 {0.5) 1 (5.7 6 (3.1)
—
i 15 {7.8) 2 {1.0) 0 52 {26.8) 9 (4.6 0

£in. 4 2.0 4 (2.1} 0 47 (242} 19 (9.8} 0
o | VER AT 1 {0.5) 0 0 36 (18.6) 27 (13.9) 0
S I sk AE 0 0 0 20 (10.3) 20 (10.3}) 0
i Bk i 0 0 0 16 {8.2) 14 (7.2} 0

EATENEE) 2 (o 0 0 21 {10.8) 1 (0.5) 0
IEaEE 2 (1.0 0 0 17 (8.8) 1 {0.5; 0
R B 3 (1.6) 0 ] 14 (7.2} ] 0
SR = 2 — /3 — 1 {0.5) 0 0 47 (24.2) 1 (0.5} 0
A bt = o 0 0 0 21 (10.8) 1 (5} 0

. ARFITEC B TR AR RERESE 22 F] (11.5%) . FHefsles/ < 4 9 —15
] (7.8%) . HTHEREMIAS 13 ] (6.8%) . FIETPEMER 12 4] (6.3%) . MFRHIE 8 4



(4.2%) . oM ERE 4 4] (2.1%) . L0 3 41 (1.6%) . B2 4] (1.0%) .
RSB 2 4] (1.0%) | HT# 1 #] (0.5%) | R - /NG 98 - B o TR0 1 4] 0.5%)
TRAEMEERSE 1 F (0.5%;) AU infusionrcaction | 7] (0.5%) AESH LA, £/, E
SEATIE R, DR, §hge. 1 BUERY . ITR4E. mifbARABE 2, mIEpnerid, ek -
e, FEARMLFRZEART, EE /2R, skEmbat, (5, Pk, B k%
FOOVDERE S GRS B o, RAEH BELR LT B E S % (REREMEY &
i) EtERRE T,

@ | IL R AR (ONO-4538-43/CA209577 hliR)

A EFQITABIFE 510/532 ) (95.9%) | 77 B REE 243/260 F1 (93.5%) (258 b,
IRER & DR RBIRSRE T E RO AEFGUIIARAR 376/532 F1 (70.7%) . 77 &R
FE 119260 7] (45.8%) (23R BAviz, WAL RETREIEN 5% L Lo ERILE 4
DHEBNTH T,

#F4 WTRhOAORETERPL 5% EOBIER (ON0-4538-43/CA209577 A5k
I (%)

(RN FAN
R AT TIERE
{MedDRA/Jver.23.0) 532 260 44
* Grade Grade 3-4 Grade 5 2 Grade Grade 3-4 Grade 5
Z=gI1E]] 376 170.7) 71 (13.3) 1 (02) 119 {458} 15 (5.8 0

88 (16.5) 2 (0.4} 0 39 (15.0} 2 (0.8} ¢
47 (8.8) 0 0 13 (5.0) 0 0

0
]

0
1 (04}

o
0

9 {3.5)
10 {3.8)

2 (0.4)
4 (0.8)

53 {10.0)
52 (9.8)

6 (1.1
0

26 {11.2}
4 (1.5

I {0.4)
0

90 {16.9)
28 (5.3)

T ANTFTXOMT IR 29 (5.5) 2 {04} 10 (3.8 0

Foe AT o —HFH
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=
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=
in
Z

BRI EAS P 50 (9.4 0
LR I GE TLOHEEE 35 (6.6 0

==
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=]

1

=
—
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I
=

SRR 30 (5.6) 1 (0.2} 0 4 (1.5 0 ¢

PRES, AAIEEIC IO T RN NEEEERETE 89 ) (16.7%) | FTHERERETE 49 7] (9.2%) ., #p
R 35 45 {6.6%) . WRACTHAMARIE 33 7] {(6.2%) | THEEMIZRIL 26 ] (4.9%) | LB
Mg 11 4] (2.1%) . infusionreaction 10 #] (1.9%) . EEOEERIE §#] (1.5%) . &
FeEREREE 7 4 (1.3%) . ANMBZe - /NEZE - BN O TR 7 4] (1.3%) | HT4 4 {4 (0.8%) |
D% 3 4] (0.6%) . RIBHETERIE 3 4] (0.6%) . 1 BUBERS 1 1] (0.2%) . BRARMOLF:
Frem L4 (0.2%) | BEFL 1 4] (0.2%) ROWER 1 #] (02%) PEEo bz, £, &
E O Mge . T REHRERIE . BENTS, ITARE. i, f8E, MERE s, @bt
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AR 48, ARERke | B0, EENE SR, E%ﬂﬂuf{xﬁ“i&@ﬂ“ﬁ'%iﬁﬂﬁﬁé#iw
BAL s T, /T\u:MHH%éIHJ?Lm IBE RS (KRR EERE S ET) »SivEHR
&R,

@ [EEFILFEFEIIAFE (ONO-4538-50/CA209648 7RER)

5 4 d NIVO/IPL R 316/322 7] (98.1%) . NIVOQ/Chemo 1T 308/310 7] {99.4%)
Chemo AF 301/304 Al (99.0%) (238 &L, {REEE X ORRBAERATETERVWEFER
Sk NIVO/IPT B 256/322 1) (79.5%) . NIVO/Chemo B 297/310 5] (95.8%) . Chemo
BE275/304 ) (90.5%) IZERD LAV, Ak, IS A EELT NIVO/IPL BE 214/322 7

(66.5%) . NIVO/Chemo &F 180/310 7l (58.1%) . Chemo Bf 128/304 7] {42.1%) {278
[:)j’l/f:_c_,

TR O BETHE IR 5% LoEHERIEE S D e BY Tho7z,

£5 WEhPOFCREBEEN 5% LORIER (ONO-4538-50/CA209648 B
78 (%)

R

NIVO/PHEE NIVOChemodlf Chemolif
sty 3224 3107 30447
{MedDRASver. 23.1) — - —
Cirade CGirade 3-4 Crrade 5 TCrade  Grade 3-4 Cirade 5 Grade Grade 3-4 Girade 5
REIEN 256 (79.5) 102 (31.7) 2 (0.6} 297 (95.8) 147 (47.4) 1 (03 275 {90.3) 108 {355) 3 (1.0
_
12 (3.7} 2 (0.6) 0 93 (30.00 30 (9.7} 0 &7 {220} 17 (5.8)
fwfs’rirﬁdf i 0 20 (94) 8 2.6) o Y (660 7 (2.3)
—
SEINis I it T 20 (6.2 2 (06} 0 7 (23] ]
| TR ﬂJ-Tu): 43 {13.4) 9 18 (5.8} 0
—
i i 7§22 1 (0.3} 59 (19.0) 2 {06} 0 66 (217} 1 (03}
F3 32 (9.9) 2 (0.6) 0 60 (194) 3 (LO) 0 46 {151y & 20
L 26 (8.10 1 (6.3} ] 182 (5877 11 (3.5) N 158 (52.00 8 (2.6} o
kS 14 (4.3 0 0 98 (31.6) 20 (6.5 0 7234 5 (16) b3
Upw M- 14 (5.6) 4 (1.2} 0 36 (181 7 (2.3} 0 49 {1617 9 (3.0}
—
eI 7 2.2 1 03) 0 20 (6.5 2 (06 5.6 2 (07 0
25 (9.0) 4 (1.2} 0 6l (1970 7 {23 0 50 {164y 11 {3.0) 0
12 3.7 0 0 0 161y 1 (0.3) 0 3 {14.8) 0
4 (1.2 o 0 33 (106 & 2.0 0 26 (3.6) 4 013}

0 [ 0 L7 5.3 0 0 12 {39) 0
26 (8.1} 1 (0.3 0 8 (2.6 Q 0 14 3.3 0

= o DD

25 (78 7 22 0 18 58 (0.6) 0 § (2.6) 0 0

] ; C
VIR i AR
-
L L
N [ v
. i S h
[

I

[ in

T oW T

[ ’JQ“L’fE' 25 (9.0} 4 (1,2) 0 6 (3.2} 2 {0.6) 1] 6 {.0) 103y 1}

an

TR/ M S &b 5 {16) [ 0 39 (12.6) 1603 0 32 {10.5} 163 1]

BR L7 Fme - & ) .

v }7‘ wo 0 H 0 19 (6.1} 1] 1] 9 {300 13} 0
2 0.6} [t 0 65 (2107 25 (8.1 0 52 {171y 24 (7.9 4}
6 (1.9 i3 0 36 (116 3 (o 0 32 {105 3 (I 6) 1}
3090 43 (13.9) 11 (3.5} 38 {9.2]

{9 b0 o AMLEE 9 {2.8) R (25) 0 29 94} 17 (5.5} 19 6.3 9 (3.0} 0



8 (%)

Ha 1L R

o NIVO/IPIFE NIVO/Chemofl ChemelRE
Mo 322k 31041 3048
{McdDRASJver, 23.1) = Sl =

“EGrade  Grade 3-4 Grade 5 Grade  Grade 3-4 Grade 5 “=Grade  Grade 3-4 Grade 5

il 19 (5.9 5 (1.6} 0 132 (4267 13 (4.2) 0 130 (42.8) 9 (.00 0
R 4 {1.2) 0 0 19 (6.1 0 0 17 (5.6 ]
EX plun s — L {03 [} 0 20 (650 2 {0.6) 0 15 (49 1 (0.3} 0
;FHH"“"‘%““ 1 0.3 ¢ 0 26 (84 1 (0.3) 0 16 (5.3 1 (03 )
HHkhEREE 1 40.3) 0 9 (2.9) ] 0 17 {5.6) 1]

Ly 2 {0.6) [i] 42 {13.5) 0 0 53 {17.4) 0
Rk e 20 (6.2} 7 (2. 1) 15 (4.8} 1 {03}
ﬂ»&{r‘ 2 {0.6) 0 31 (10.0) 1] 0 32 {10.5) 0

= TE 43 (1340 3 (09 0 23 (74) 0 0 2 {0.7) ]
] 55 {17.1) 7 (2.2) 0 24 1.7 1603 0 3 {16l 0

7pd3 NIVO/IPL ERIZ 350 T BRI REIE T 70 (7] (21.7%)  IFREREIE T 42 {71 (13.0%) |
e 26 4] (8.1%) | BHACTIRAEARIE S A ~F—23 18] (7.1%) . FEMEEEERE
=21 B (6.5%) . BITHEIERES 17 5] (5.3%) . fRRESE 16l (5.0%) . EEOKIE
EE 14 # (43%) . KIB%E - N IEHE - EEEOTH 10 F (3.1%) . infusion reaction 9 71
(2.8%) . BHEIBREIE 8 1) (2.5%) . T4 6 1) (1.9%) . LR 641 (1.9%) . 18U
A 4 ) {1.2%) | BER 4] (1.2%) | B 2] (0.6%) . LR 2 H (0.6%) | B
L2 (0.6%) . SEIIEHK VA (03%) . BEMEIRE S L F (0.3%) . PR 1 5]
(0.3%) . EELMEES 1 H (03%) . FPlRIMAREG 1A (0.3%) RO - Hhlk
félfﬁd (0.3%) 72 mhtr F o, EAERMAE . BREFS, R4, mMEREfolEiE
BE, AR OVRFERBEIIRE ® B e o 7o, NIVO/Chemo REIZF 4 THRRCER EALIE - 2
ﬁ/\%e% 7 (30.0%) . FEEIES 83 7 (26.8%) . PHEREIEE 74 7 (23.9%) . JHE
BelEE 3248 (10.3%) | FIRIREREEE 306 (9.7%) . FEIMEMES 18/ (5.8%) |
KEGH » e - EEO MRS F] (2.6%) |, BIEHEREIET 6 1 (1.9%) . infusionrteaction
68 (1.9%) . EFE/mikkEE s f (1.6%) | DIEEE 46 (1.3%) . BlRMieEEE
3F (1L.0%) . FIEEAHEERERTE 2 ) (0.6%) . 1 TUERE 2 ) (0.6%) . AL DEER 2
] (0.6%) , IEOIEREIE 14 (03%) ROMELL 14 (03%) BRdshbiiz, Ein,
EIEMME, ORRs, Tk, BIEMS, M, R, BELMEANE 28 Bst - BERE
MER & SERERE, Bk, R, RIFHS R USRS G- 7, AREER G
SRR S S (FiRRAE T 251 2L AitdERE =T,
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(A - K]

AR ORERESEREE S V2R Uy S o b—2ra iz L8 AAl 480 mg % 4
B TS UZBRoRA O Mg B E SRSz, FofE, A5 480 mg % 4
W TS L EBom S REC BT A EHMEREIL CUT. [Cupsl &9, )
1, AT 240 mg % 2 BRI TS U 72RO Cuys LRAENTS & PRSI (T .
70, AFA 480 mg & 4 WEIER TR G L EOEFIRIEC BT 2 bom i | (2L
Ty [Cuass) E¥32, ) FE ARHI240mg % 2 BN TS L 72RO Cuuwes & IEHE L
Taftiz s EFllEShizbon, BARABREIIBWTAHAEMES RSN TWS Ak -
ME (Qomgkg & 2 WREMRE TS TR ZRYS LT2ED Chus & B TERE 42 =
T LR ERE (THE) . WA T, BEROFMCET A7 — 5108735, A4 3 mgke
(PRER)} F72iE 240 mg & 2 MR, A L < A 480 mg 2 4 B HE TR 5 L72E
DARAOWRER B &AM I Z M 2 O fiFtd A RIS T L REE SN, Y
HEEIZ W THF A i i B R, Lo M - T EOR T UV AT
TpARITI E THIE N, E 7 BRSBTS DA D S LT IRFR I
IET AR LT, AH 3 mgkeg QBMMETE D | 240 mg (2 BRI T
XL 360mg 3MEMIMR TR ) &4 Av T (EIE L) 1mgkg (6 TR
TG 20N LB ORI R CEEME & BT Lok, ERRoMk - HEomTE
ZIER Vet R T v E Rl S, S 6i2, A5 240mg 2 BRI T
) i3 480mg (4 ARMIRTHE) S PHRIEEZ O LB oG ot LT etz
FEt Lo 2. Ll R - A EOM TANEE OV A IHfE s 2 R & Tl S
ni-,

#6 AHOEHME T A—F

Mk - & Crrax Crindzy C.n:guzx Civaz,ss C..T‘n_sq . Cavass
{pg/mL) {ug/mL) {ug/mL) {pg/mL) {ug/mL) {pg/mL)
3 mg/kg QZW (352{?63) (16%?563) (213%22.9) (755{?71) (27?%%07) (4231?27)
20ms W | (o) | ans00) | (08609 | (onast | imism) | (e, 1w
womg W | (1050 | iss a4 | Gromw | 1asme | rsnn | @i
0mgke W | 114600 | s 3n | Gonrs | om.sr) | Gvasy | G364

AT (5%07, 95%A70 , Q2W - 2 MRERERE. Q4W : 4 MR, Com : HIITEESHE O Rsnis B
Cingzy - BTG 28 H D350 2 SR ig DR . Covedzs - PI0ITE 515 28 H I E Tl 35 ik
J%.\ Cmnx,ss : ﬁﬁﬁﬁﬁ(ljﬁ.l)%fiﬁﬁﬂ?ﬁl‘lﬁJ§\ Craings : ﬁﬁﬁ:ﬁgiiii\:f%ﬁ{ﬁ ﬁ"(ﬁ'l';’%J&‘ Cm-'g,ss : ?fﬁ'?:b'(

BECT 33 A Mg Y
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AT O P B AT A BE AR FETE L ARSI EE2AEN 2483 L
B aliod a2 B i LT OO~@ o4~ Thiiglod i 2B W THENT 5
_RETHA,

O mRIZHOWT

D1 Tt {1 ~ (8 ONTRNICEY T AR THEA T L,

(1) BT RE ISR 58 A 2B L GRS (FRIF IR 25 A s B e L S AR
Hiv g 73 A s Bt BLEOR . MRS AR e 7R &)

(2) FRrEMERERPT

(3) EREKFIRENTNEE T BB A RGN (8RR B, S A TBRIE
Bk, S AR HEE AR A Y

(@) ANALTIEEARE L, SRIER L PREa it 1 A RIEE L P i b
Bl 2 Oftiak KR DB H A TT o TV B ek

(5) PUEAMEREEAAL F EPINE O KR D B A 1T » TV B Hiak

D=2 B8 O LR R ORI S8 BLR et st 20 70 maik & Bk > EAD (R
DWT IR Z N T DR A, U2 EROARIC BT 2RO EME & LTEES
NTWHZ &k,

=

o |ERAGFEITE 2 FOYBTHERAE T Lm%IC 5 FLLEO R ATREOERHE &
IToTWAZY, 96, 2FL I, BAEBREZ P LEEBEEROIMES
FHoTWWAZ &,

o [EMDFEAE 2 EOMMSHMEAAE 1 L7 RIT, LR O S A e T 5
FELEOW L EARFOER LT > TS 2k,

o ERIRITITE 2 EOPHPHEEZET LIRS 4 FLLEOMRKRREZ T L T0D
Lk, 2B 3FLAREL LSO P AR L G DT EE R S O SR HE &

T TnA I L,

@ BRHNOEXREREROMERICOWT

| SRS BIZHE T L A AR S, BERGES S oIFHE O, A4t - &
PSRRIV E O A OEMST T AR, A E TS L L BeowmE
T, AWM TS IR S o T D T L,

@ BHER~DOHIIZWT

@-1 FEREHIZ B S B
EMHRGEOERARMERAFARAE LBEIT, 24 KEREZHASIO T, U5%HEk 2

14




VDEERRIC B WT, L HﬁmuHLCK%EE&Ucr%mJWM@#wK%
%nﬁﬁmmﬁmﬁuwrﬁ%n LIRS A R - T B 7 L,

@-2 ERHEER L 3FETHNCETLES

WAL AW e Wik e A BT 2 BEREFENAEN e =2 U 7
EEDIERDAL N — = o T RITOEEE SAFREA IR TE 5 F — LAEREH] R
SN TWH T &, Ik, BEKEliz oWt BWARE L FOFEBRIC [l ST
WA LR,

@-3 BEROBZECHRIZBE LT
BIEA (MEMERTRECI 4, FIEFTEIE, OB, Fde, MEmmkiid . RIg%.
/Jﬁ%ﬁQ\ W ML BBERIG, BHEMR, A4S, HEREET, Mk, @{bEiis
LRI RS, rEARERRIET ., ) 1‘%’%11 BiET, AITETE, Mk, EEOK
FE’BEM\ R 232 fE . infusion reaction, /T2 MiElE, MERERIEERL, FoE,
Wede, WEEOFE R, SERE, WEORERIG, BIEEEE, DIEREE (UDREE) -

MR - D MERIAMHETE) | AR, KSR, L) T LT SRR T
i ﬁ%&l@'ﬁmﬁmﬁ%ﬁ*ﬂ’ %Hfﬁ% W“;L/ (I OB xhiz B LTS RO R
BRI LA RMMICIHD 28, TEOA S TE A RIS E STV B Ik,
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5. BREXMBLRLBE
[FEHEC T 5 H1H]
O TROBECBWTARSIOFZM S RGE S Tvnd,
o T iU Y RIENEL S NG T TR S0 I ER LR
I SUE A AR TR SRR 20 HEAT MU e Ol B (ARl &)
o AL EROHFREEIZ LY pCR B LR o EROW#RE (B4

B 5
o ALTPERERBEOIBTSEREET - BREOATTERE (NIVOAPT &5 i
NIVO/Chemo %45-)

@ =LA SR (ONO-4538-50/CA209648FUR) 18V T, 4R L iz bfm
ﬁ(ﬂmm)$M&h@tf\mwmw&ﬁzmwwwmmmhﬁwﬁ@wﬁmgﬂ
TG, 7272 L0 NIVOIPHE S SINIVO/Chemof - OV vF LT3V T | LAk
Yish & bl U CEEAAEFLOBMRNE A AEMBHED b (plIBR) | &
7oPD-L1ZEHUR, (TPS) 1 LY | AREN B HEMARESINTWD 2L (p6~
BB 425, PD-LISIUF LR L7c L CAEE U0 ol & A 15 2 L& L
VY, PD-LI#HER%RN (TPS<1%) Tho I EMER SN EF TV,
AFLIADTERER S BET 5

SAH|OFBWE L L. RAY : PD-LIITIC 28-8 pharmDX 4 =1) BRI TLD,

@ TRMNTEM T ARG IR A RS OBR G M OERFIEIZ o0 T, A& o4 alss

V. SN TELT, AHlOZELNRERLIRW,

o RIAFE A ST TG IR R BE Ao BT SO A B O B A I AT A A E
s

. RTHEERE L LTORE

o INETABRHESEIZ L Y pCR FRES LT B TR T D IRE Mgk & L To
17:

o IEBAMENARE & L T OMOBUEIEITEA & O RS

[Zrtiz 84 5 =00

O FRisfES T 20T 20 THEARA OB GRET L S ThA Z 8D, BT
blgwnz
o AFIOME R L IRESEOITERE O & D B

@ WEERTOILIT BT FEC S T A RE T o TR, AR B EHEE S A
. MO TR RN A e AR Y ﬁﬁt:ﬁﬁﬁﬂ%ﬁﬁﬁ#é;k EEETED,

o BRI RO G EEFE O H HEE
o BRI RR TS TRITIE A TR D B R OYE Y o B R AT £ o e B %
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LD R D A b H B

s URRIEBOGH., JTRER AT L A | 2R R R OB
hodh

o lEEFEARE (TEMEEMELZED) OHAEH

s HIRORROGIE TR ST ABRE

«  ECOG Performance Status 3-4 27 BE

M1 EeoG ¢ Performanse Status (Ps)

Score | ii5%

0 ML BT E D, AT E R T H B HERA KT A D,

BB ELC B LT I RIR S A8, BITHIE T, BEEEM - T (BRIAT ) 2 LR TE 5,

ol mes s, wmirs

2 A [RE TS OR Y 0 2 & i i Tl EF N R T & 2oy, TTHO S0%EL Bi-So FATIR I,
3 M S AL iz (A Duraml e = 2 L TE Ay, 0o 50% Ed Ly R Cino 3,

4 I Ay, BAOFOMY o2 Lk TERY, JEEICSy R T TR,
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6. REZBRLTEETNEEE

o

@

@

AT 3B N A, IR T A DR T A BRI LIS D & A SRR N IEE

Moizbiovn Bl ERwaE |0zt LT sENT5 2 &,

TREEOAAGIZ St BF L E OFRCH 2R OG22+ b L. ME 1S

TihbEETAT L,

(ARG ARTER OB TR 2T « RO MBI E VT, PD-L1 EBlEL

R LT B CARA 2 0 ABEEOT G 2 W5 2 L8 E Luvs, PD-L1 8

PR T ERWIRSITE, A E S L OFRFREOEG 4@l Lz L TRE

TAHIE,

FAREWER O~ 32V A Moo T

o MEMIERNLLEND ZERHEL DT, AAOEREIIEI - Tk, BRI
e (VPR AEE, MR, FEANGE) ORETE M U X OB 02 RS, BEE Ty
AT D kL i MBS UTHES CT, My~ A TS
&,

o ARANOYEIXEE O infusion reaction [T & T BLAHR IS Ao Tx A HE
& 1To7- BTt 2 2 &, F7-. 2 [ B LLEOAA IR -FFlT infusion reaction
B LhNDH I EbHEOT, AFEG TR OARURGHE T i H b o
ERET L%, BEOWREL | @#ET 52 b, 723, infusion reaction &
IR LN, ATOMREE RSB e 2o g 0 ECERES |8l
dAH Ll

o FRiREEEERET. FEREREEENCREIBEESLHODNS ZERH LD T,
AT ¥ 5 B AR B O S 1A 8] FE R R S N r IR S (TSH, J#E8E T3,
WEEE T4, ACTH. M= — A2 0ME) AR5 b,

o FAOCEEIZLO, BEONERMNCERT S & E X LN DR pIEBSO IR
Bdbbnd I Enbsn, WESED LRAESIZE, BRLUETRIZG U
RERSY) 70 R & AR A o IR B & S L OB D A IR DR A ATV B O s
BOSIZ LD BIWER D S 2 B &2, RAOWRELRIE, RUEEE R
WERORSSEHEF TSI, 2B, BIRERETAE O 52 L DEITE
HOUGERD G WIEEIZIE, BT RE AT RO S A B
LEETD,

o WOHETH. BAMOLESAREL O BREENRRT S LR 50,
AHl o GHRET I B RER OB Slo BT A,

o LADELRNN (BIE 1 BUMERON A ET) RH Lbd, RN F T R A
CRLZIEDHLOT, QG B, WILFOREKOFRHLHEES FEIZ+
SHRETAZ L, L MEREAS RGBS TR T ERIE L, A R i
Al & G HOFERAEEITY 2 L,

o BHENFE, TPRE. HHEMEEDS, N, i{bEEFErsLbitd 2 2 ih 5

DT, ERCIHEREERE ATV, BEORES [XIBET AT L,
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o BEAEENLLbNAZERHAOT, IROBRE O TN MR T A
ok, FT, IROERENGED GO, BRI ERMSIE A 2T S S
SBEERRETA L

® RIBUIRRGE AT « MO RIEEBEFICEHT AR, ARl OEARRER B,

T RGNS VEMIZ BB L AL 12 A8 LSS %

ToTWeZ L a8, FARE |NIERANZ LEm A TR OERETHI 2 L.

© MHEFICETAWNERMERE Y L TERT AR, REIOEERBICB T, &

BRGNS 2RI 12 WL FRLUEE 6~12 7 HR 2 2 oA i o st 2

Ty TWe 2 E &R BFIZ, FAES PHEOERINI T BEES TOROMEREATT 9 2 &,

ks, WEMIER Y U TERT A, REIOBRESWE 12 AAMETE

TAHZ
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27 10

REERHEET A T4
=R~ T (GBIGTFHEHL)

(54 « 7Y — R AHEEFE 20 mg, &7 9 —F AHFHE 100 mg, 7Y
—RETEBHT 120 mg, A7 P — R EFHT 240mg)

~ R I B~

SF34 12 A (5f0 54 3 HIGET)
JE A




AR o

B &

LIz

AF Ok, 1EREET
R R AE

Higeiz 2T

B HRH
BB CREE T & FIE

P2
P3
P4
P7
P9
P10



1 BJLBiC

L AL DA« VDR OTC I, I LSO W B2 AR B
%, SLIT, IWFEORFHRROERIZ LY . FURKIERL A &0 EFa /e i rE e < gL
WIRKER SO T, heOERGE A FICHNE BT IR D 2 2RO L s T
B ORISR G b BTG R 2016 (P28 6 J] 2 OMERE) B0 ThH,
i ER S OEAO E P HE R R D 2 & & EnT0vwD,

PR ES ST AR 7 o 7 7 A LB TEOEES SH sl A
ZERB D, IOl GOMENUESMEICET 2HHRS ST S oM. MEEE
AOBE AWM A D L SR AREICH LTTHATA L S i, BIFEANEIILA
BT B 7 lin A & % T B IATTHE 7 —pZ DB A 7o R T T S S THRE TH
%,

Loiio T, BAA I A T3, BBEES ZAFE CoB o Ty A EFESY - B
ISz B3 & | LU ORS00 il A 8 A A Rl 3 2 s b A ik B 2 T RO
Bl A T,

7eEs, AHA BT A i, MSLATEGE A EFEG EFEEIA S, AR A N AR
M P — AR A B AR AR R 2 R O Flik A B AR PR oo b L E
WL 7z,

WGk Fe AEAAL A7 U — RS 20mg, 7 P — R EE 100 mg, A7V —R
SIEFNE 120 mg, AU R EEERTE 240 mg (&AL =R b
(B Hfiaz) )
HF LA IS . FR R
HEERAMERHE  BE. A= R A~ GEGHMiz) L LT, 119240mg % 2
W RS0 1 B 480 mg % 4 B W E T AURET 5,
flaE B oor £ A RIS TR AL




2 FAHRIOEM, EREF

A7 — AR ERE 20 me. FLEAREFHE 100 me, FLSHHE 120 mg B ORLEFEHE 240 mg
(=i =R~ GBRISFHEBA) L LT, TARALD &S, ) id. REPEER L EREsa
AE ALy 7 ZEL RT DA ML - v A=A AT A7 (BMS) £L) »SEE#fE L7~k | PD-
1 (Programmed cell death-1) (233 & B8 1G4 & 7/ 7 u—F IR CH S,

PD-1 4, ¥&MA L LAV o BRk (T MR, B MIME OV = 0% 7 —T i) BCOVERER
MRz 3 H- 5 CD28 7 o7 T ) — (T MR oG L A R BRI AL & BRI+ 24578 12
BT AZRIETH D, PD-1 THEHRMR ST 5 PD-1 U 4 K (PD-L1 TR PD-L2)
FREE LU BRI v S i LT U R EROFE R REE A BIZRET L T S
PD-1 U & RIZHURSR AT LA b b Off 2 ARG I B L T 0 | R R OBITE
A UM LA R L2 3517 2 PD-LIL 28R 2 iith oo /B (FEAN & o MiCa OB RS H 2
ZEREE XN TS (Cancer 2010; 116: 1757-66) , F7-, BEYEEANEES CIIMABRMN T
Hiba msp/ L5 A v — T 2w (IFN-y) 125 - T PD-L1 OFEAFHL S 4, i L
FETEAREC ZF3 0P S PD-LT 00580 & W o L TF IR & oMl B oo dERARAMR S 3 B & 0 E
5 (SciTransl Med 2012; 4: 127-37) , & B2, PD-L1 & HH|%E S8/ AN AR, #alisg
YY) CDR BB T MR o S S Rt 436055 S84 28 50 PD-L1 $U4RAC PD-1 & PD-L1 &
FORIHET 2 E2OMREEEFRESATIET S 2 ERENRT A, HE0Z 225 PD-1/PD-
1 UG FERS I, 2SA MBS A7 T MR & O BUBE S - MR AR —D & L
THZLILTND

AL, FBMREROER) 5 PD-1 DA AEL (PD-1 Y 4 FRSEERD (2455 L. PD-
12 PD-1 VAV FEOBERIETSZLiCh Y BAFURFENZ T MIROTEH LA TN
AR x4 A HIRUE FILIE 2 T34 2 & CRHEM A MER R 2 m = v an <
[

ZHEOE RN RANIEN R S A R R 0 RS b o L iR s, I8
TR BR ARGl LRGSR A EE L, T, MR UREENEHN SN,

AFN OB AL GRIEORE NI L SEENFER S o b, HEIRTIZES
IREMEA D 5, B OFRL MATRLGHIE, BEOREE I, BEhRnohni
FEWIL, BB U ERIOG U o ARy A A & AR 2 K0 o A & 580 U Cam bl Ze sl o 32 17

TPy, IBREORER G L BRNEH it b 2B 0E. BB R AT Ao Ee 5o
TEE) A ML AT S MBS A

=



3 ERARAE
AR ORI ATl 217 - 1= LA IR R O g &

[ 204E]

S AN R (NM-K 2002 7R8R)

AR BT (B0 RTT « ARRES IZH SO T X N D {BEREO H D B 15k
AEAV) 56 R kT EIT . AN 240mg A 2 I T REY ) U s, EEMIEE TH D1k
RO & S A (A5 A DFEZT] (RECIST HA4 R4 2 1 RIZES Mz L 5
CR XL PR) 14 22.2% (95%Z4RXM : 11.2~37.1%) T -7, 72k, FaicHE L BN
IL5.0%THhoT,

Fio, AETPERREORVER (1L #) OFZ T, 182% (95% KA - 23~51.8%) T

BT,
* o SN ERRE R GRS I L ANIEE AR T S, B8 A CT. FDG-PET. | FEi(LE
MARSERES O MERBER RN E I DB FLE. & AR, ESRIE U H R

L0 i gt o L/ 1T S R RN R X v o LR (I E AT, T
PR o SIEMTRRIERLER ) AT, ek, (REEERERORE I b LR E ST,

SE AN e a gl SV s P8 -

- T ) A ENER O I A S L O R S

- ENEIRTE (K O AT S o m i

CHER U B AR ERT AR FEERT

C EEER D o SHIE N O S AT A RN LA RE

o AR IS SRR N S bl DO R A A B B

CEE{E O FER O LA L MK 2 IEEA O RS RER (PSAY ARiiE T B

¥2



[Z24%]
WP D FEFAR (INM-K2002 #4057)
AFEFRIL 53/56 ] (94.6%) ([ZE8HSIL. A4 E GERRBFBASIETERWLAEFRIL
35/56 %] (62.5%) (2R AL, FEIRUS S%EL LOEERHIETRO LB Tholt,
F2 RERR 5L EOBER (NM-K2002 38 (RO SER)

AN G| il (%)
e AGH 56 fii
{MedDRA/ ver.22.1) 4 Grade  Grade 3-4 Grade 5

SIEH 35(62.5)  11(19.6) 0

b AR BRI 3(5.4) 2(3.6) 0

FRIR AR A BB T i 3(54) 0 0
1 R RS EAL T 9 (16.1) 0 0

T 5 (8.9) 0 0

TIZoVT IS T AT TP 3(3.4) 0
FTANRFXNET L BT AT TN 4(7.1) 0

[ i

B2 3(5.4) 0 0
F SRR 6 (10.7) 0 0
T 9 (16.1) 0 0
BRIk R 3(5.4) 0 0

Teds, WHARRERAERR T 9 41 (16.19%) | FTHEHERESE 5 ] (8.9%) | MITIHEND# A 3 4] (5.4%) |
RIALAD RRARIE 2 75 3 —3 1) (5.4%) | RNl S 3 41 (5.4%) | AL D RTINS 2 7 (3.6%) |
FEEIEE 2 A (3.6%) . infusion reaction 1 7l (1.8%) | AT 14 (1.8%) MUNBE -/
Bpge - EEEOTH L] (1.8%) 23FRY b/, F£7-, BIEE, DR, ATS. 1 AR

W, BEIERAE, AR, BELPENRE de, TERAGMEAEEE, RIS, ANk - BEmEL . $RIRM
FREERE, A e RS, ke Ao i, Al PEgk. S8 0B, LIRERE, ORI
W, RN M A OB AL IR0 Do T, ARRIFE A EURI L BhE e (B iR 2R B
EETY T IRHAIRA T,



[ - AE]

HRAD HEMERRET T L EZNELEY S ab— 220 KA 480 mg % 4 A[A]IH]
W T 7 GIELAGR O ML - HE TG LR O Mg PR R S, £OR
HOAE| 480 mg & 4 FETMNRE TG LEBOEREICE T 2 EE MG HEBE (LT, TCues)
EWVNG, ) bk, AK 240 mg & 2 RTRIRE TR G LR Cugs ST S & FllER (T
#) . Ei, AF|480mg & 4 AEAME TS UEoE B REC ST S R miFEriEE (8L
Foo [Comss) 250 3 b A 240 mg % 2 S I RS T4 L A2 BROD Cuunss & B LT
&g & PHIEATZ b0, OEMNEIZB N TEEEATR SN THLNE - TE

(10 mg/kg % 2 WMMIE T4 TARAZFL LIER Couss & P LTI A )35 & T8
Endo (T4 . Nz T, @EoOBRBICsT 27 —FI2IE3E, A3 mgke RF) XX
240 mg % 2 AHMR. 3 L <iIEA) 480 mg % 4 ARFEIR TR G LB O B OMIE S & A7
BWE TN & O B & fmt T HUREE RSB TV RS X i, UEERRE LT O TRETMT
bIvERR, RO - BR&OF TR UM M e 78 i3 7w & il S 4z,

F3 FAOEMBENT A—F

Cinax Chuindzs Cuvgd28 Cmux.ss Clmss Cavg,ss
ik - M= ‘
{(ng/mlL) (ug/mL) {(ug/mL} {ng/ml.) {ug/mlL) (pg/ml.)
516 272 31.0 113 621 776
3 mg/kg Q2W
(35.2,70.8) | (16.5,40.3) | (21.2,439) | (75.0,171) | (27.1,107) | 42.1,127)
727 383 437 159 878 109
240 mg Q2W
(51.1,103) | 23.3.59.0) | (30.8,60.9) | (102,254) | (415,158} | &2.1,187)
145 20,7 53.0 216 713 109
480 mg Q4W )
(102,207) | (155,474} | (370,748} | (145,336) | (275,137) | (62.1, 187)
193 99.6 116 306 214 275
10 mg/kg Q2W
(146,222) | (86.5,132) | (101,148) | (329,525) (184, 303) | (236,377

FEfE (5% 95%450 , Q2W 2 NS, Q4w « 4 BN IR, Croax AW 42 QTS I FIRE, Cronazs
HIER G 28 N RICEHT SBmMERRE, Cuges @ IPHRGH 28 1R & COFEBMPBPRE, Craos 310
TREEIC R T 2 B mMiE I E . Cuines 1 sETTINEEIT 3307 2 BB MG HBE, Cogss 1 :EAVIRARIC 3T 2 F80 M
T



4

i i A e AN e
W A L EHEE (RMP) (ZHSE . FRIORE LB EIEE -~ B {aE

NI DR TE - T, RAOHE T30 70T 20 - oL, Aok LD EE
PEIWEH A LB n T A D ERSER D LoD~ 0F < EE T

@

BWTHERTLEZTHAL.

HaER oV T

D-1 FED (1) ~ (5) OWFRCeE YT AR THHIL,

(1) FARFEHAREPTEET 28 A BB MUTWET S (HOE IR AT R L,
il HUEHS A PRI L SO R . MO A TR N B e &)

(2) FEEREREEC

(3) ERERTREIEAIR T D 23 AR ST (DS A i iR i m b, 28 A RBIGE
Tl ke, 75 AU B Ha B 7 &)

(4) FORAGEFRER AR L, AORE(LESREZREL | JUTARImE LR S
ekl 2 OMIREEEEL LR DA A 1T -0 T D MR

(5) FLAEMEIRE AL G B EIE ORI EEIZR LB HETT - T A

O-2 REFWEOSKE TR (24 B ARRERE DM, BEERHER /BRI A

KA 0 BT 2 B 20180 Z3Arm L, {BEEE R ORI EH SO el |-
SrIe Nk b REER A R ORAD (THEOWT IR E T AEAD 25, HismER
OAFCET BEEOCETE S LTEEINTWA I &,

RTINS 2 HEOIMFIE RS T L7 (1 5 450 RO A abledd BARIHE 217
STNHIE, 5 b, 2HL L, BARBRIEE TIE L RRIBE P OBHE 21T -
TS Tk

R EE R 2 SO ME RS T LRI 4 U FoRERERAF L 0D Z
Fo B 3N RS IIRT S 05 A YRR A T S AR O R E
EAT TSI L,

@ BEAOEKMEFREBROEHIT-OWT

=

ML

5.

S R T i 7 ST AR S AL, M b S R O A - 4R
AT OTALR, ORI R 5 (PRI, A& Tk L A 0B
B AERANATON DU RS TW D Z




@ BEHEH~OMREIZ2WT
@-1 fEREHIZET S EH

FE AR RGO BEARRER AT/ L BRIC, 24 ReR2Ml o M Hakhiax i
PR T BT B U EIERIZIS U T ABERE BN O CT S 0EER ORI LE
PR OFE RN BRI AL, E RIS RIE ATRE R R A S TS D b,

@-2 ERHBECLOIFEEFRAGICET > ES

MABRICHEED 528 mik R OEE S T T 2 BERERE DA =2 1) o 7%
BRI OA Y ) =2 TEITOERE B2 IR TF 27— AERIRH] 2 X
TS b B Btz onT, AL EEoRIRIZ S ERNER TV S
Nl

@-3 BIfER OBETRGIZBE LT

RUER (BIEEMZERIZIN A, BRI e OFp 4, fd. RUTTAnEnfmLe . KB,
ABESE, B PR, | BERE G BRERT S B, BHEREEIRE T . BT AT, A RERRE A
TOURIRHEBEIE F . THRAKEEIEE., MRRIEE. BIRE . BIBIRE. Ik, AEOKIERE,
R MR ZERRAE . infusion reaction, FEEZ-MAEEE, MEREMAE(ERE, i, Bk, £
DFEHK, SEDRE, BEORER MR EE, DhfEE CLEME) - R - OF
HAAMGARE) | AREFE . i, JELLTE) Lo LT, SRghEak ST AL 0 T
FitE % A5 2 AN & L (R oBEeIRic Bl U TRER G LELZIToN D%
Hicemn b)) | HhizlE BN TE LRGN TN 2 8



5

BENRERDHBE

[FHzhitiz B+ 2 ]

O TROBFTITEWTAR OIS RS Tnd,
o [EIABDNABHATA FTA ) (BRMREETS) (2E-0%, @bty
MO PR AR 2 2 L 7 LT, RN IR 7o L BV Mg, & il
Do, IRED R « MEPRSE I - DUV THER Sh 2 1RRE D I 0 B
@ FRICHES T A AR OEG RO TEIC-S0 TR AROE ML SN TE
B AIOFE S AR E 200,
o MOPUEEESR] - Ot
{2 LT B 5 0]
O FRUZEUT HBFIZ W TEHERADOREPERE ST L 2T b, 5417
bz &,
» RANORLG AT LIREDE OBLERMO 6 L BE
@ WO IC B W T FRLUICES T 588 0 >0 Tk, FAlOREIIERE S n
25, MOEFERRRN WIS GIZRY | HEICAAZHERT L I L 2BETE D,
o WGBS O IIIIFE OB D EE
o BTHEER A TRE R 4300 5 0F RO BIME 0 BT e S 0 R hli e
DN AR G D B
+  BORERDOEN, SUTEMEAY e U GImIEtto B SRE R RO liERO
5 A
o BB GENTAIRLBIAE L i) b IR
o ORI AT ARG
»  ECOG Pcrformance Status 3-4 =V D EE
T ECOGDPerformance Status (PS)
Score TEFR
0 A WESERITE D, WAL WU TETESHIR R 7 D,
| WW%K%LDE@ﬁ%méﬂéﬁ‘&ﬁﬁ%T MRAT Rt - TOTRAATH Z LT D,
I N N o
) #1T Iif;gtf Ha@F oI o 2 b3~ T2 BRI T& Ay, HIP50%EL Lid-2 e FALTill
3 HSn Moy b @m0 oo & Le &Ry, OROs0EEE -~y Bk Tl 23,
4 BTy, EAOHGDRID OISR TERY, BRIESy Kk TR




BRECBRLTEETN&EFE

WA CET N A, BUE IR MR B B RN LS EARH| O R U e T

ROT= b DL fF A T M L U o AT 5 2 &,

BRI SR T F0ZRICHE A CREBRT L ot L, FEak

TinbixG45Z L,

TREWER O v R A M2 T

o MEMMEREENH NS 2 ENRE DT, RAIORGITE T Thl MR

(PR IR, D0k, 26205F) OMEER UM X faf o s, #Ed -+
175 2 &, K72 B TR CT, Iig~— W —F0mEL £ 57 L,

o AFIOPLIETRIV O infusion reaction (4 2 T EGIRFIT 45 A S o) T & 4 HER
AT RTCHEET A Z L F£i2, 2 [ B LIFRORAF: S-FFIZ infusion reaction 7
bHobn s EbHDH0T, KEFG-FRUAERHNT 53 T&IL A H oA
FHNET H%, BEOWRES HoIC@ET 5 2 &, 7eds, infusion reaction A 383
L2850, 2 ToEEL GRS ERCOET A2 TRAL [(HEETH
Zk,

o FURIBMEREET . rEAEREETELRTCHEEE S L HNDH I EBHLDT, R
PO GBI R O 5 MR X OIS R B REANEE (TSHL. B8k T3, iz
BET4, ACTH, Mo —%nillE) Z#LEi 52k,

o FAIOTEIZLY | WMEOCRERGIZRRET 2 B2 O D a e BRBSHE
WEhLbs I ENhh, RENHDLNLIEEIZE, BH L HF G U AE
FIES 70 ek & #3252 & Ff D EAD & IS L CIEU 2R R e B 2470, L ORI
Il L ARMHERZ BN D a2, RRIOWE TP IE, R ORIBRE R /LE
RO REFET L DL, B B EES AT OESIC IV EER oW
ERRD BV IBRIZE. BIBEY R LR OAEI A OB S FRE
15,

o BEMTE. BORBANOEAARE L THLEEHAERT L2 8 Hh 57,
AAN OB G rECLEER ORI [T 5.

o L AVSEL (BT L AR hOm A S ) Ak D bdl, BN Ry K= xin

ELIEBRHLHOT, Dig, BO O EILTFOEROIEHCMAEE D RRC - aE

T b, L TERESR DTSSRk L A X R o &

TR AE AT &

o BBERFA. FPTRA, FHEEETE, Bk, M{LMIHE RS L LD T BB ED
T, eI TFRREAT ATV, BEORBEY HoIlBE T A2 8,

o RESEENRSLDNBEI ENRSAOT, [RORNOAMEZ EHAICHETLT S

+

i

o]
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T HETSH b,
W AR ORI BT, 6 B Z 0 AREOFHIIE T > TWin ZE4HBE D K
A G PR ERRICEERRTE TR OME AT H Z &,
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RETEERE 120 mg. F 7Y — R R E 240 mg)
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3. BRIAEHT P4
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1. BHUBHIZ

EEFOFDMNE - L eEORERODIOT, B CEFIIRE SN EIE 2 AR
BID, LI, TEORSEHFOERIC LD | PUREES e 2o WERY BT H
RSN AGREN BT, Zh 6o IR 2 BTV E R BE TR 5 7 b 3B
HRE & fe > TR M EOER & W o EATGH 2016 CER 28 42 6 H 2 HEZERE)
CRBWTYL, EFNEENEOSEAOREARERR D Z L &SR TvD,

FRAHEEFEAR G T, IR L2 T 0 7 7 A VDR FOER N L5 i B
RLZEBRHL, IOy, AR NI T AERS [ SEET D EToll,
LHEERONEER LTS 2 EAMBEEN DU DT 2 & & bz, FlfE
AP LB B A A b B 2 L AR EE AR — i OB e i e P R G A
TAHEZENFEETHD,

L7z T, AAA RTA Tk, BB IR TGO TV AESEKREN -
By Ao -5 & | LU N OEESE ORGSR 2 EET A2 8800 b BB H 2
FROEBSEHEE T,

E, ARHAA BT A o WALATEGE AE R ERAE R S, A AN
BRSPS, RALEIEAN B REBRAR S SR iR B R R B2 DO 0
Foh SRR
R L AR BESES AU — UL 20 mg, A 7Y — R UL 100 mg, AT

— R AL 120 mg, AV —REATE 240 mg (¥4 =
A7 GEETHIERZ))

HELLRDPEUIDE R _EOE T B BB

HELRZRLRURS  BE. WAL= Rr~7 (BEFikz) & LT, 11240 mg
Z 2 R T 1[0 480 mg % 4 BB T UGRemET 5, 7=
L. THMENT 2P M ETET D,

B A O AT IR LS




2. FHF|ORH, (EREF

AU — R AU ERT 20 me, [WLAGH AR 100 mg., WAL AT 120 mg A ORW] A eR T
240 mg { MRA  =AAw Y GEBETHELZ) . LU, TARAD Euvo) i TR
LERRSHE AL Ly AfE (RTVA L e A —RA A7 A7 (BMS) 1) 78
FAZE L7~ b PD-1 {Programmed cell death-1} (Z%+ % & Rl 1eG4 £ / 7 v —F L4k
ThA,

PD-1 iE, fEHEAR L2 U o oRER (THE, BABA T F 27057 —THK) ERUH
HAAINIZFELT A CD28 77 T U — (T ROk a0 2T & Bz mli+ 5 4
TED) BT AZENRTHSH, PD-1 IR S TR S PD-1 U 7 R (PD-LI
NTRPD-L2) LS L, Vo SBRIZIRINE S 70 45 LT Y SR ke &
BAICHHE LTWD, PD-1 U H FIEPURER R LA & b D fx 70 MRS Rk - 2840,
LTk, MELEMEE ) O LIS 3517 2 PD-L1 O &Ltk otz
AR & DRI B OHBEESRAH S Z L BRI EN T A (Cancer 2010; 116: 1757-66}
F e EME RO R T TR EE TS A ¥ — T = a v w (IFN-y)
(2> T PD-L1 OFEPFEE SR, B L AREBHEMACB TS PD-L1 O3EH Ll e
FAFHE & OFICIEOHREEEREEH S & ORTH H 2 (SciTransl Med 2012; 4: 127-37),
E 5T, PD-L1 &Rl FIR X w7 a3 VR E . FURRe LAY CDS BBt T Ao Mg =
M AEEE S5, 5L PD-L1 #i/K T PD-1 & PD-L1 & D& ZILET S X Z ORIk
EEFRMEREIET S Z AR Sh TWD, Bo 2 LG PD-1/PD-1 U 4 R IL,
AR B R RS e T MIRA 0 OBBRE LT 20 —2 & LTEZ LN TN
B

AT BEEABR OFE R G PD-1 OMBEAMIUE (PD-1 U 4 FHEESHUE) IRES L.
PD-1 & PD-1 Vo REDFEGEIFETH 2220, SRR T ML
PEAE B O A HIBR L2k A RIAR A FE PR A T 5 2 & TR 22 biEE S £ 4 T
TEPEEA SR TV,

ARFOVERABFEIC -3 RO RIS M. L ARIERS 23 Sty BE IR LI
FEARGEER B H, AFAOL G TRV EEITT, BEOBZEE oIz r0, B
D LA IREITIL, R L E BTN U7 PR 2 55 & TR A RO [RAD & LT
L7 8RRl 24T, WY OSELONIE L 2RI AS DI D E T, RIBEESL
FURORGFEO MU AT 5 LR B D,



3. BRPRAEE
D AR S T A TR AR I OAGERE A B AT o T B A BRI BR O RG 20R

o

_‘d_

(ﬁ?jﬂﬁ]
FEFS RS MRS (ONO-4538-33/CA209274 iR5R)

B R MM IR R B RO TR R ETI709 ] (ARANBLE 49 Blimie, AAIRE 353 ),
TR REE 356 Bl AT, TR R E LUK 240 me & 2 MR T AT
i (RE12HED) Un &S0 GMEATEDIERAF L7, TEMMAE THho
HOFAETTIAM (LLF, TDFS) &) (ol [95%EMEICH ) 1, AFRET 20.76

[16.49~27.63] # A, 77 ZHRHEET 1084 [8.25~13.86] A TH YV, AFHEI 77 &
AT LA EEREEZ U7 (N — R 0.70 [98.22%5#1XH : 0.55~

0. 90] p=0.0008 [JZ3 log-rank #7E]. 2020 F 8 A 27 HF — X 4w b2 7),
EERE, BT A REE L, BTOLFR IS T ARESHG L ST, A, 22 U —
%/&H#&-' GG A 7 g IR R AR B B S AR TRE & ST,
o YRTTF 2 (PUF, ICDDPY D) AT T Bh RS & S 0T Tt oo 9 AR AR A TR SR WA
WS ypT2-ypTda ik ypN DR,
= CDDP a/ﬁam”*mmw EEZTURE LT, TS OmPHER SRR R RS pT3-pT4a 3L pN+
TEH 0, B0 CDDP & e i BRin s ASHAE Y Bin E N LT B I,

P0E
-
:I‘ﬂ\&

—_ 08 :
LR
5ol h'{
i y .,”“
En & e
£ o Y AT
Y E! N
] = R [
I o o
£ e S
l ET . p————
a 4 - i - eo-
:‘:—:ﬁ / o ”-a‘”"""""ﬁ‘*"'f. CEEM A RS ZAUUD s rAM - -
el e -
& 02 77 LR
a
ooga

0

co o —r— r— T L — - T u - —y— L e —

o 3 & 8 12 15 18 21 24 27 33 33 36 39 42 45 48 57
Atrisk 3% WA TS er e OB (H)
AT 353 296 244 212 178 154 126 106 85 68 57 31 36 23 20 3 1 0

I ARAE 356 248 198 157 134 121 105 94 80 65 34 50 37 22 19 10 2 0
® 1 DFS > Kaplan-Meier Hif (ONO-4538-33/CA209274 FBR)



(L3 ERAT R 0 A )
FEIES MG IFAEER (ONO-4538-33/CA209274 BAER) (TH#lA AN LB EOF— 4z
HESE DRSS oW T RBEEN BRI 2T - T RII TEO & BY Thods,

31 JRFESMHIO DFS OFER (ONO-4538-33/CA209274 HER)

. . At b W fl [95% (54 ] s — R
? AT ¥ e
beodt IR () i H) [osvto B X HY
. N-ilfin 279 129 (46.2) 21.88 [17.35, 40.54] _
I R - 0.62 [0.49,0.78_ ™
A FIERRE 281 166 (59.1) 841 [7.26,13.57] o2 1
o , AHITE 44 24 (545 1945 [6.41, — .,
A TR T o _jfimfw 52 55 E48 lg 2505 ES ’s j 1.23 [0.67,223. ™!
AAITE 30 17 {56.7) 11.10 [5.59,27.04] B
L . ' 1.56 [0.70,3.48° *
R e 23 13 (56.5) 544 [5.42, | 6 [070,3.48.

— TR, R SRR o oSEITERE (NG NO SUELASEH A0 BT T oSBT 10 AT . NO Ao dE Y oS 10 18
BAEY | PD-LIZEBLUGR (=1%, <1%XUELMEAEE)  CDDP 2 & 3-inimbisit (i, ) 2NN T 2 Uizl Cox
J:tfglj/\-b“;_ F‘;E*‘:;:,:y

1.t
0.9+
=
.z 08
=
S
=
v 0.7 1
3
&
-
= (.6
o
g4 .
% 0.5+
]
- .
= 04~
£ - EA - AL B A P AR - A AR A
= .
o
£
S n2-
a3
0.1+
0.0

T T T T T T T T T T T T T T T T T

4] k} fh Q 17 (] 18 71 Zld T ket 3 x4 k1) 43 A5 A% 3
At risk ¥ HENBZN D0 ARG (H)
EFILE 279 238 199 173 146 124 97 %0 63 47 3% 34 27 17 14 3 1 0
SRR 281 195 150 118 98 86 71 61 49 38 32 30 23 15 12 7 2 0
B2 [EReEBREHEIZISIT S DFS @ Kaplan-Meier B## (ONO-4538-33/CA209274 3RBR)
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Probabluy of [hsease Free Survival
=
L
[»
b

04 e e amoed w e &
AT
i3
n2-
TN
-
o T T T T T T T T T T T T T F T
1 3 't 7 L s Al A A sl -3 ah A 47 b L ~1
Atrisk A AR oS oEE ()

AT 44 34 28 25 21 20 19 1715 14 13 11 6 4 4 0 0 0
FSEREE 52 36 34 29 26 25 24 24 22 18 14 14 9 3 3 2 0 0
3 BhEERFEEHICEITS DFS @ Kaplan-Meier B (ONO-4538-33/CA209274 #RR)

1.0

TRH
=
Rl 8
-
=
v T4
)
=
[ 16 =
7 = F SRR
-
,_«:; e .
) ‘
— 0 ] & - - AN G
'
=
= 3 - *-e
=
=
= 02
s " AHIE

0l

T

T l T T T T 1 T T g B T T T T T
1 1 t " |~ i 1k *l Rt b il L “h i [ (&3 13 <]
Atrisk MAESBI T 5 ORI (H)

FFITE 24 17 1411 10 W0 ¢ 7 7 6 63 2 2 0 0 0
SRR 23 17 14 1010 10 W0 9 9 9 8 65 4 4 1 0 0
M4 REBRBELEMAIZETS DFS @ Kaplan-Meier B (ONO-4538-33/CA209274 FRER)



[Z41E]

FES LT AR (ONO-4538-33/CA209274 7hER)

A ETRITAAIRE 347/351 ] (98.9%). 777 7 ANEE 332/348 71 (95.4%) [T BN,
TR & DN RBERDTE T & WA FHSEIIRANEE 272/351 ] (77.5%) . 77 2
193/348 #1] (55.5%) 123 Bl WO TRMARMN %L EORIERIZT L0
ERBYChot,

#F2 NThBAOBETREARN %I LCRIER (ONO-4538-33/CA209274 2B
il (%)

Era e ENAL e

. RFHFR 75 R
e il 1
351 4 348 4l
{MedDRA/S ver. 23.0}
= Grade Grade 3-4 Grade 5 T Grade CGirade 3-4 Grade 3
LRI 272 (77.5) 63{17.9) 0 193 (55.5) 25(7.2) 0

‘

W IR R T 33 (9.4) 0 0 3(0.9) 0

SRR AT o 34(9.7 0 0 5{1.4) 0 0
T 59 (16.8) 3009 0 3810.9) 1¢0.3) 0
T 24 (6.%) 0 ] 13 (3.7} 0 0
Wy ar 24 (6.8) 2 {0.6) 0 17 (4.9 0 ]
s 61 (17.4) 1{0.3) 0 42 {12.1) ] 0
7R TR 33(94) 13(3.7) 0 20(3.7) 5(1.4) 0
. Lo s = o lghn 20 (3.7) 1{0.3) 0 11{3.2) 0
U= EN 34 (9.7) 18(5.1} 0 20(5.7) 9 (2.6) i}
joxiieiAT: 20(5.7) 240.6) ] 11(3.2) 0 i}
£ 5 I 81 (23.1) 0 0 40 (11.5) 0 il
£ 53 (15.1) 2.40.6) 0 15 (5.5) 0 0
NN 19 (5.4) 2.(0.6) 0 4{1.1) 0 0

PREs . BAEEIC T, PR RERTE 65 1 (18.5%) | RESUH R 44 1 (12.5%) |
JFRREIE T 29 /8] (8.3%) . PHERIETE 29 5] (8.3%) . WHERIET 25 (7.1%) . ME
PEAEYEE 19 ] (5.4%) . infusionreaction 16 4] (4.6%) . JHGE « (MBS - BEREOTH
1L 4] (3.1%) | CIRREEE 7 ) (2.0%) . B FRIEREEE 6 4] (1.7%) . LAl#e 3 4] (0.9%) |
ESCARIESE 2 ] (0.6%) . BI'SHEGEREE 2 ) (0.6%) | B4 1] (0.3%) . 1 Z4Ufklxe
WA (03%) « HARSTF (0.3%) . BER 1 #] (03%) RO E SIER 1 F (0.3%)
RS BT, F0, BRERTS, B, ELIERE R, PREERRIET . N - B,
FRR AL BRE, BN mukbss, MRS RERME, B, FREFRE, BB i AL U
LR DI d o o, ARITER SRS S R RAERE 25 250
LS A



[ - ]

RO BEHEYBEETALAM U 22 b—a it v, KH 480 mg % 4
WS TG SUIRAGR O AL - HE% TRE U BEOES o M PR E S ET S
fo. FORER, A 480 mg A 4 RIS THY: L O EINIEIZ 31 5 T ik
B (AT, Cugal 109, ) 13 ASHI 240 mg & 2 BITH T LI BRO Cargas &
BT 5 & PRIE (TH) . £, AR 480 mg % 4 ABME CH G LIBROTE
PRI S mmigE DR (LT, [Chas] EWVT. ) 1L AR 240 mg % 2 36 [8]1A]
B CHE LT BRO Cranss & B L TR R & PRSIz b 0D, AARABE IS
TEBAMEAHR SN TG - BE (10mgkg % 2 WITRTRY) TARMERS L
PO Cuuamss & Pl UTIRE 2R & Tl S e (1F38) . AT, BEOBIBIZHT
HFE—HC S H AT dmgke (KT #F L < 240 mg % 2 ERIRIRE. AT 480
mg % 4 BRI TRS LB ATR OBEE B & M T A - OB 2 TS
BERISE T ARSI, MBI oW TS ST RO R, B M- A&
DR TA M M OV D BB e 2 N e & T S,

#3 FRIOEMBERS A—F

Bk - B Cnas Conirazs Cavgans Crnaese Chiin.ss Cavgas
(pg/mL) (pg/mL {pg/mL) {(pg/mL) {ug/mL) (pg/mL)
} meke QW (35-521 ‘760-8) (I 6-2575(1_3) (21 32] 403.9) (75.331 71 (27.612,' } 07} (42_71??27;
HOme QAW | 51 ?‘%-?03) (23-33?.53"-0) (301?20.9) (10;5354) (4127.';;53) (62.11(,]1 87)
480 mg QAW (1(};?‘;07) (1 5.25?'17.4) (37.50%.;)4.8) (142,1 236) (27.751.'?37@ (62.11(,]91 87
10 meke Q2 “42)222) (36-95%.?32) UOET%} (323,9225) (182}203) (23%7?77)

TRIE (5%, 95%£0 . QW : 2BMIEIR. QAW : 4B, Coo: BIHRS B0 RA IS TRIE
Cminars - AIB B8 H L3607 A FAR1100E TR, Covgrr s AIIBES 28 H L £ o P2 0E Mg,
Crnasss © FEFRBEIZ 451 D EIME TR, Cotoss  EHIREETE T 2 RACUE TR, Cavgns 1 ERIRAE
(2230 7 VN i



4. HEERIZ DT

BARNOHEGERRUBE LR - FFE L, ARlO®BE L) BELINEH - £ L
B S T4 2 E M ER T LT OO~B0T X T iiicE W TRHEAT A
RETHDH,

D MERRIZONT

D1 FiEo (1) ~ 8) OuPhhliEddaiEchs m b,

U)Fi%@f@%%ﬁ? 78 fo i BT ML SPTSE S (BT IR 8 AL AR B B L S
HiEmE 3 A a2 e I LRI . HEIR S A a2 Ne 7 &)

(2) %m*xﬁ‘zﬁbﬁbu

(3) HEWEFFILANE AT 5 A A SR (S A TS I T i, MY A AR
bh 71 BE, A A GBI HEE e R A &)

(4) FARACEFRIER AT L. SRS SRR | S SRS b2 iR ok
2 ORuFE BRI IR LR E AT T D HuRe

(5) PrEEvEEEAI AL S BINE O BB S BH AT T

N

% i uxt

@-2 R LA O RSN CBIEMFETRAL O XS IT | 437 inak & iR & 25 ol
(FLDOWTRINTES T D) 2, SR ORANZET o ie0 ‘L 2 LT
MESNTWD &,

Z%

o [ERRGTIIGE 2 EO@MFHEZE T Lm0 5 FLL Eods BRI AR E £
ToTnAhIE, 55, 2T I, BATEYEEZ L& LEEREEZOIHE A
ToTNAZ &,

o [ERTGREFTESH 2 FOAMIHEZME T Limikic 4 FLLEoWREGR S o MEAENTE
FIT->TWA I E, 95, 2T L., RE LB O B LERENEE 2 5B A TR
DEEMMEA T > TnAH I &,

@ BINOERBFHREHOEHIZONWT

EHNFRE ST 5 WA L XA, TEEDEN L OERE N T - &
O PR SRS E ) 1 R 0 R SR R UNE BT D 6 A %mﬁf HEFRNREE LR TORE
EH, FERRNITITERL AR E S T B D R,

®@ BHEROXRRIZ2WT

@-1 BIERRBERFOMISEHIZET 5 B4
m@ﬁ%ﬁ$%®%%ﬁﬁwmﬁ%¢L%“m 24 IRFEIRBHEAH O T, Mgk L
TG BT, BR UZEWER IS U TAREFRR O CT £20BER DERIZ M




WAMBTE O BAY I TIcB b, B o e/ R AT b 2 2,

@-2 Eﬁ%g‘% W ELFERESGICET S ES
yi MWD S MR T REE R TS Jﬁfiﬁfﬁﬂ\ IHEH €= '5’)/7
5’)7‘_‘ TOAL ) —= VAT ERE & e AT T& 5 F — LR
{lﬁéih CWA L, 78, BIHEEIZoWLT, Z’Jv’u[_%z UJXHMu%“’/NCJ—U?Dék}/L C
WE Tk,

@-3 BIfEA OB B LT
AIER (REPERRILCIN 2, HEIEM 4G, LAk, T4, BAUDMARE, NIB%,

g, IO TR 1 TUER. "J"TLET‘ AT E, ATEnEREE . AT#e. TE{LEEARGY
7. FURBREEIERE . TR ER $¢‘2r'4"4 L BhEE, BIBRE, ML, mEOR
PR ERERIAR AR infusion reaction, FUEEZRIMATEE, MERE IR, F5RE.
Pide, BmEOT &, S8 L, WEORERIS, RN, (OES (OEE) -
TRl - CEPEIAMIGHE T . FREFEREE, BB, AL (2% LT, Wig kgt Sdan
B B DR M2 T S A0 &R U (@B O e )il U TS A T S0E
BT ENAEMIIEST ), ELICEEZA MDA TE ARGSBE - TAZ L,
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5. BREXRERLBE

[ &z B2 H1g]

@O FIGR2mvERE LR O R BREI ST, BAOAIERRREES R TWD (BFR
HIRIZBNTRER S S BRF O pd BHD. 7 L BRI L 0 RO
AW B A AR SN TN A (pS~6 BIR) ZLhnn, B RERLF
FEERWCHE, PRI A I A, ARIDAOIERIRENE L BET A, £,
CDDP % & T alitk BB ENE 00 22 W B 12 81T B EAFE9E L bkt L 72 ARFKI o477
PRIITRIHTH S 7 L b CDDP %O || & FPUEMEE AN X SRR N E S
L 2 D DR R BT 5,

@ TRCRET LBFICHT AR O T ROERTZEC 20T, AFIOFHERS
L SN T LT, AROREGEG L7200,
o MOHUEMBRER] X O MRS
«  fiTHIAERE L L Toks
»  RIGUIRARERLITISE T SR

[Zeatkizf4- 2 F1E]

O PRRIZZEYST SRFIC OV TIAA ORI R E SR T s 2 ek i 21
FRTAS AP
o ATy LiRBEUEOAERE O H 5 BE

@) WEERTO R BT FRr N3 5 RE T W T, AAIOFE ST S A0

A3, HDIERIUE S 2 B AR Y | HIRICHRA TS L a#BBETE D,

» WVEPERSILO-E IR D 5 5 1LgT

o HERRE AR A T RTE R AR S D M ONEEITE o B R e X0 ek et i g
SO IR B D BE

¢ BUUEEBROSH, JOTRBMNAE L HEEEEO A LAERBOBETED
D BE

o IBRESEAEIR GEMEHIRRAIE S Gl O kDI

¢ MEOBREIEA T L RE

11



*  ECOG Performance Status 3-4 =V o B3

SED ECOG ¢ Performance Status (PS)
Score | T
0 A ILEIT R A, R R U O/ <A A A,
1 AARBULZI Lo IRER I RIRR 24 A0, BT RE T, BIRERd » TofFENIT > 288 TE 5,
Ul i N 2 A
2 BITRECTH OB OEIN O 7 LUl EF B EEETE 2, Ao 50%E B~y FAA TR T,
3 MRe L7z odroml 0o & UinTEiy, MHO 50% E& -~ Wil T- Tl 2,
4 EE R, BRoEolln o i TE Ry, RISy Kb Tl
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6. REZBRLTEETNEEHR

R R a—= e | =N %Lﬂkm%gﬁ Pt D R %Q*ﬁiﬁl 7 B TRE TR

AOEOILLERERY |- SILAR L ThHhoERT 22 2,

MG D | B T T DR uﬁ%ﬁ]‘i&(ﬁﬁif?l‘i’%ﬁ“ T L, AR A

Tonbieh+as2 k8
eI o R A MIZWN T

o MITTHEMEENAH LA D ERHADT, BEFlORSIIHT - Tik, BEEE
B (R R, K, FEVE) ORERKE TN X Ao £ S, fEy |-
AT 2k, Eim. LEIL UTHES CT. figw— B ot e T S
&,

o AAIORIEEILE infusion reaction WA TEAIE IS SRt TR B
21T o7 FTHEET A 2 &L E7 2 b H Ao AHKI A 5147 infusion reaction
BHLDNOZELHADT, FRARG [ RUFRA SR THRE AL Z A
VERNET L%, BE OINEA o Ic &Y S 2 2 7ed5, infusion reaction %
FER L 72 E I, RCOBERMEIRDS i BT 5 £ Cliar & ot
TAI L,

o MRIREESEEE, THRIEREZEMCHFIEST R b E0H LD T,
AN OFE - BAAGET A UM - JH R O E R DN s s se e A (TSH, 7 T3,
Mg T4, ACTH, u’un{n:w%f—wﬂmﬂjﬂg) AR BT L

o AFlOEGC LN BEORELISITERNT S £ B2 LR DR BN
Bd bbbz &/3 b5, a@#ﬁ/i B{’Dbﬂf_i}%l/;\idi RO HERN L/L
%F"ﬂﬂ@fifﬂ ik & AR R A Bl & ﬂlJ’%L T 7RI 2170 IR DR
KISz X ARIWER BN A BE ik, BRAIOARE Tk, M OFE F%EZ%J\
JV%/ﬁJWT’MHM*ﬁ’%Fﬁ’J‘ &, Iri, RIBERAE DR HIZLDRITE
A DEEELZEO LA WIEEIZIE, MIBRE R LA O R iEH Al e ehn
LA TAHI b,

o BEE %, BEAMNGEA AR L T BENERREBAT A LB LTI,
ARFOAT G5 r I L EER ORI icERT A 2 b

o 1TMERRE (BUE 1 TERAL ST b Lh, BRAEY h T =R
e s 2:75\&’0 DT, OB, B, IO RER O e E o R
IEETAZE ﬁ'l*f‘émwﬁx%wmf v sk L, A2 R
m@&ﬁ%@ﬁ@&kﬁ&ﬁq

o BPENTSE, T, ITHEEREREE. H?% E{CMIHE RSB L LA Z Endh b
DT, EMR AT R R A T wﬁ@%ﬁ TAIEETSH Z L

. /S:E’)H%g‘%ﬁ)&o%bh TEBRES . MR BAE AT A AT A
Tk, E RORENGEDE i”LT_J‘f}ﬁu_ M, ERHICERERE A ST O &
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SREARETA L,

@ FAROEKABEIZEWNT, BEEEAE 96 B E T 28ETE, 96 UG
160 A ETiX 16 28, FNEIREERL, 24 M 28 oGk odiafr-> Tz
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	関係団体への通知
	ニボルマブ（遺伝子組換え）製剤の最適使用推進ガイドライン（非小細胞肺癌、悪性黒色腫、頭頸部癌、腎細胞癌、古典的ホジキンリンパ腫、胃癌、悪性胸膜中皮腫、高頻度マイクロサテライト不安定性（ＭＳＩ-Ｈｉｇｈ）を有する結腸・直腸癌、食道癌、原発不明癌及び尿路上皮癌）の一部改正について
	（参考）最適使用推進ガイドライン ニボルマブ（遺伝子組換え）～非小細胞肺癌～



