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(AARNBE 89 HlxEie,) ZXIRIC, 775 F

Al G0 PREO xR G2 e LT, &

HlEA Y A~=7 L OFEHEE (LLT, INIVO/IPIL)
LWV H ) ODHEMER R EEMEBRE L -
SRR BE 397 ) . AEAER

(NIVO/IPT™! &£ 396 il
O EHEFHBTEH T 5 0S (HRAE[95%(E HE X [# 1)
L. NIVO/IPI #£ T 17.08 [14.95~20.07] # H. %I
FREEC 14.88 [12.71~16.72] 7 H TH Y . NIVO/IPI
X7 7 F 8K & e b Rk LRGSR
BREMIEREZR LT (ONF— R 0.79 [97.72%15F
FEIXH : 0.65~0.96], p=0.0066 [J&5I] log-rank 1%
£,

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

(Part 1a)
{LZRIRIERIGHE T PD-L1 HEN 1%L Eoo
EGFR Bin A REM R O ALK BhE B s ko
DIBRAREZRHELT - PR D IE/ NS B 793 4l

(AARNBEE R fHlaate, AFe Y LeT L
DO (L INIVOARPH—E 15 ) *HiE 396
B SR RE 397 4a)) A xfgric, T T KA ST
ﬂ:#&/ﬁ@fﬁ%#ﬁ—@%%xﬂ@& L. NIVO/IPI #
DA B K” VLM R Lo, AR o F2EE
fiEH TH D OS (P RAE [95%FEHIXH]) 1
NIVO/IPI #£C 17.08 [14.95~20.07] » H . xIHREE
T 14.88 [12.71~16.72] 7 HT& Y, NIVO/IPI &
B3 77 F 8K & bR T LSRR
ICHBRIER 2R LTz (0N — R 0.79 [97.72%(5
FE X [H]:0.65~0.96] . p=0.0066[ J& 5] log-rank # 7E 1) ,

10 ~—3

(Part 1b)
(LR ERTEE T PD-L1 FEHLRN 1%L
EGFR 815178 Bt e O ALK it &8s 1tk o
DIBRASREZRHELT - TR D IE/ NI ity BB 550 4l
(HARNESE 79 Bla&te,) X%, 77T
A 2 St REO R G 23 e LT, &

0 <=y

(Part 1b)
(LR EARTEIE T PD-L1 FEHLRN 1%RH O
EGFR i&f5 1K BIEVER N ALK @& B s 1 F2Eo
UIBRAREZR AT - 8 O FE/ IR tiRe A 550 131
(AARNBE 19 Bl Ete, AFEE LSR5

A




fl& 77 F I W & @ L ERIE & O PR G

(LLF. INIVO/Chemo| £\ 9 .) TR NIVO/IPI ™D

B MK V2 M &2 #ist L7=_ (NIVO/Chemo™! Bt

177 f5il. NIVO/IPI # 187 il xfHE#E 186 ) , AFK
B D BIVKEELIE H O —>Td 0 BRI 22k E D%t
5 CTd % NIVO/Chemo #f & kFHE#ED PES (FhoufE
[95%(Z4EX[M]) 1%, NIVO/Chemo #£ T 5.55 [4.63
~6.90] 1 H. XEEET4.70 [4.21~559] W HT
&V, NIVO/Chemo L7 7 T 8| % & te{b 9%
B LS PIIC A B R IER 2~ LT (N —
KL 0.73 [97.72% (5 8E X [H : 0.56~0.95], p=0.0070
[JE 5] log-rank fR7E 1),
ek, RO RTH 55, AR D
NIVO/Chemo #f & % BBEED PFS DY — FE[95%
R X, /R BT 0.94 [0.56~1.56], FE
R ER2 9T 0.66 [0.49~0.90] TH -7,
*1 0 AAI 360 mg Z 3 MR & ML % 3 8
[l FEIRR C R e U7, AR PiEIT, AR (R
R SAFFER S B REOE) (IS EE DWW L FIRE (R
SR IVR T T F U NF AT T TR
FhEE, ERELERRE : VRS T7F X
IV AT TF U RORA MLFER) &2, 3%
1 A7 vELT 4 VA7 NVERL, FERFERZ

186M) #xtRIT, 7T FF AN E G T FEIED
FHE S %% L LT, NIVO/Chemo #£K Y
NIVO/IPI #EEDH MR NER2MEE e Uiz, ARk
Bk D B R EABIE B O — > Td Y PEBRY 72 B iE D %f
5 Cd % NIVO/Chemo HE & sxf REHE O HEHA AR L7 1]
(POl [95%E#EIX M ]) 1X. NIVO/Chemo #£ T
5.55 [4.63~6.90] 77 A, *FHHET 4.70 [4.21~5.59]
B HTH Y NIVO/Chemo #5137 7 FFHHlH 2 &
Tl BB HR LS RIC A B R ER 2R LT
(NNY— RE0.73 [97.72%(5#EHIXE : 0.56~0.95]
p=0.0070 [J& %! log-rank #&7E]) .
E. PREBWIRMRITAE R CTH 525, FHARALB D
NIVO/Chemo #f & % FREED PFS DY — K [95%
R 1, WP BT 0.94 [0.56~1.56], FE
R ER2 T 0.66 [0.49~0.90] TH -7,
*1 0 ARH 360 mg % 3 B[ HIRE M OMb ik % 3
[ FEIRR C R e U7, AR iRiEIE, MR R
R SAFFER S B REE) (S EE DWW b FIRE (R
SRR AVR T T T NIE AT TTF RO
TR E Y FERW LR VR T T T T
VATTFURORA LR R) A 3HEME 1
AT NELT 4 A7 VERL, FERF R




FEIZOUWNTIE 4 A 7 VDAV FE i 14 | 2 A
FONRA N Ut R K DHERRRE S Fhi vl 6E &

L7,

IZOWTIE, 4 YA 7 VO FIEIEERBZIZ2RA
Lt NIZ K DHEFPEIE D Sl RE & LTz,

12— | K2 JEHRDN 5% EORIER (ONO-4538-05 5K | 10 ~—2 | £+ FEBLEN 5% EORIEN (ONO-4538-05 7t
) i)

13— | K3 BN 5%LL LORIER (CA209017 FABR) | 11 ~—2 | K2 BN 5%LL LOAEM (CA209017 A5

14— | F4 BBED %A LEORNER (ONO-4538-06 7% | 12 <— | £ 3 FBLEN 5% EORIER (ONO-4538-06 3t
) i)

15— | £S5 FBERD 5%ULEORIER (CA209057 #BR) | 13 X— | £ 4 FIRN 5% EORIEM (CA209057 #ER)

15— | @EEILFELS AR (ONO-4538-52 35 (@ B

B ERESIIAFOEH (NIVO/BV/Chemo) Bf 271/273

Bl (99.3%) . kHREEE 275/275 5] (100%) IZERD 6

i, AFIGEH (NIVO/BV/Chemo) & DK F-Ei%

DIRE CTERWAEEFRSIT 269/273 #il (98.5%) I

b b, IR 5% EORWEHIZ TERD &

BY ThoT,
6 FEEERN 5%LL EOFENWEM (ONO-4538-52 &

)
E))

Aok, FRERIEEE 211 B (77.3%) . BEEU B RIE/

A8 F—92 fi] (33.7%) . EFERMEETE 43 4

(15.8%) . HURARBEREREZE 39 31 (14.3%) ., HED




JZJEFESE 36 6511 (13.2%)  ITFHEEEREE 35 {31 (12.8%) .

RUBBREPEZE 20 1] (7.3%) . MVEVYEMZEA 19 4

(7.0%)  KEGH - /NTSE - B E D T 19 15 (7.0%) .

B RERERE S 14 5] (5.1%) . infusion reaction 13 43

4.8%) . TIEMHEREFET 5 61 (1.8%) . A%k 4

(
(1.5%) . D= 4 ] (1.5%) . 1 BUBERIE 3 1
(1.1%) . FrRmieZEseE 3 # (1.1%) . m{bPEAR

BR 2 B (0.7%) , WER 2 B (0.7%) . A% 1 #

(0.4%) J OMEEEHIM 1 61 (0.4%) AEED BTz,

7. EEAEIE. L%k, BRI, AL

6% - BRI BRETREfBERE | AL, 5 &5 Bk

IREFERPE M ONEALITEER O e dr o e, ARENWEM

FHIURPUI BT E R (R REER R 2 5l) %

ERAY T b

17—y | R 7 FEBEN %L EORIER (ONO-4538- | 13— | & 5 FHEEN 5% LORIER (ONO-4538-
77/CA2099LA FX5R) 77/CA2099LA 7R 5x)

18 X—y | £ 8 FBLEN 5%LL EOFIER (ONO-4538- | 15— | £ 6 FIEDN 5% EOFIEMH (ONO-4538-
27/CA209227 55% Part 1a }2 O 1b) 27/CA209227 38R Part 1a J2 O 1b)
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NS IIOMGNESE) | JRZIFERPS | S H i, FLAE)
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Fe 5 ALSEEEE O 72\ . EGFR B s 728 B
ALK Fh& s etk & O ROS1 A s Fatko
IR BE 7R HEAT - PR3 D IR b B2 JE /N e i s
B

k ARANOZWH L LT, kse4 : PD-L1 THC 28-8
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1. IZC®IZ

RS DOF M - ZRMEDOHER O T2 DI, YA SCEZEITIE SO T2 72 23R D
5ND, 6T, IWEORFAEMOMEARC L0 | PUREIR 72 & ORH 7287 BLE A%
FFEEMDPAREINLH T, 2D DOEEMLZ B LERBFICRMET 2 2 L ARED
AE L 7o TR REMBGE R & WO AT E 2016 CEAL 28 42 6 A 2 H HFEHE)
CRWTH, FERNEOHEHORE(LHEELZ XD Z L L ShTnd,

BOHLE RSP R3S T, B EHSZ M T 0 7 7 A VB BEF DRI S & B 5 R
BRHZENDD, DD, AHMEROLEMEIZET L ERN -T2 E TOM,
WL EIRG OB E LR 2T 5 2 ERWRF SN BT IR LTHERT 2 & &b, BIE
RAMFEBL L 7B Bkt i 2 & D 2 & DS Al RE 72— 18 O BLE %4 7 3~ R ek RS <A
THIENEETH D,

L7z o T, AHA KT A Tl BBEES 2V E TILHE LA TN D EFIFH) -
BHER AN IS & | DUT O BE IS O Bl 7o FH A2 HEHE 3 2 8LE0 6 B B & %
FROREEFREZ T,

B ATA RTA %, MAIATEE NERR G ERES R O, AREETEAN A
BRI s, —MtEENEAN B ARBRIRNEHE | FEIRERNEENE N A A2 kO
—MRFEETEN B ARERZR 2O LR LT,

RfG L I HEINL ATV — RS ERE 20mg, A7 Y — AR R ETE 100mg, AT Y
— AR ERE 120 mg, A7V — R SR 240 mg (— 4 =
R~ 7 (BIsFHH#Z))

R LR DREIHR - UIBRAREZRIELT « FERE D IE/ N T

RELRAMEROHE @, BRAICIZ=A L ~T (B T7#iz) L LT, 118 240 mg
Z 2 TG ST 110 480 mg & 4 FH G C Al siET 5,
L OFUENENEL A & P 2 5613, @, RAIZIZ=R1r~7
GBIz z) & LT, 18240 mg % 2 R ST 1 [E 360
mg % 3 MR CAEEET 5,

B N 9B ¥ F NP TS




2. AFNORE. TERBFF

7Y — R I ERE 20 mg,  [FSTEEE 100 mg, [RAREERHE 120 mg K ONR A EHE
240 mg (—f%4 : =R~ T GEBE L), LT, TARF Evd,) 1d, /NS
TEMKRSHEAZ L 7 2% BTV ARV -~ Y —X 2747 (BMS) t) 2
BAZE L7t b PD-1 (Programmed cell death-1) (Zx3 5 & Ml [gG4 & / 7 1 —FLHLlK
TH 5D,

PD-1 (%, V&M L L7 U o/ BK (T MifR, B ML) OVFF = 7 v 7 —T fifd) K OVE
BRI R BT 5 CD28 7 7 X U — (T Ml OIS AL 2 #iBIAIZ IE & AIHIE 35 5
THE) BT 2%/ ARTH D, PD-1 (FHURIRRMILIZFREL T2 PD-1 U 7 K (PD-L1
FONPD-L2) EfEA L. U SERICEItEY 7L niE LT v R ERoiE IR EE %
AIZHHEI L TW5, PD-1 U W RiZHURE R LIAMC B~ Ok 7o SRR I 8 B
LTk, EERAEBE)OUR L ZEGHEMICIT S PD-L1 OFEL L IEDOESF
HIM & OMICAOMBERRYE & 5 Z & 3HE I TS (Cancer 2010; 116: 1757-66)
F 7 R AR CITHRRE TR EAT A A X —T za v H o~ (IFN-y)
\Z X 5T PD-L1 OFRENFHE S, W58 UM IIT 5 PD-L1 OREL LI D
A & ORI IEOMBERRNH 5 & DA S & % (Sci Transl Med 2012; 28: 127-37)
S 52, PD-L1 Z# MR B S -3 ML, HURKRA CDS 5 T Mifa oM s
TEME 2T S ¥ 528, U PD-L1 HUAT PD-1 & PD-L1 & DA ELET S &2 DM
EEIEERERT 5 Z LRI TWD, HDOZ L5 PD-1/PD-1 U 7 R IX, 2
AKIRESPURRF A 72 T ML O OB E L T 287D —>o & L TEZ LT
Do

AFNE, FEHEER OFE R & PD-1 OFBasER (PD-1 U 7 > RS 6D ISR E L.
PD-1 & PD-1 U REDFEAEZIET L LI2XLD ., BDAFURFFRNZ: T kRO
PEAL R ONAS AHIIEC 63 2 MBS SEE M 2 4509~ 5 2 & TR R US4 R & on ¢
ZEDVHER STV D

;mgwﬁﬁﬁE,ﬁﬁiﬁiﬁr (XTI ARIREIERIZ e V155 b O L HIREE 4,
FE/NmRRAE B Akl G & LT BRIRERBR A FEhE L. Ak, Atk R O NE D s
iz,

AHNOVE R :%6<Lﬁmﬁﬁﬁm’ié@@%“ﬁ&%bmwi%ﬂi%tr
£ 5 AH ﬁﬂ%é ARFN O 5 J O 5481213, BB OBIE A T3 TV, B R
DN j:%ﬁbté%LELK$WMﬁﬂ%&%%%%oE%&L#LTL
ﬂ@%%ﬁﬁ%ﬁw W DI ST X D EIER BB DL 5 5A 121, BB RE AL
EUHIOBGEOBEY /R E ZIT O NEN D D,



3. ERERERE
UIBRARREZR LT - T3 OIE/ NIRRAfE OF bR e OSER - ERRE) O7KGRIFIZEE
i & AT > 7= 72 R REBR D i & 7~ T,

[H2hE]

R R 8D
O ENZFETFEFER (ONO-4538-05 #lHR)

7T F R E G FRERE 2 A T D UIBRANREZR B H1/ IV LI H DR
i B (ECOG Performance Status 0 2 TN 1) 35 il 2 %5212, AH| 3 mg/kg % 2 HF MR
THEMEHE LT, FEFHMEEE Th 28%2h% (RECIST A K74 > 1.1 RICESLS H
JHEIZ L D CR XUE PR) 1% 25.7% (95%(EHHIX[H : 142~42.1%) Th o7, 7ok, &F
ANZRRE L7 BIEIX 9.0% TH - 7=,

© WHEIFHRER (CA209017 #%%) (N Engl J Med 2015; 373: 123-35)

77 F R e G T RIERE 2 A T 2 UBRARE R B B/ IV XX PR O R R
JE 3 (ECOG Performance Status 0 2 TN 1) 272 Bl &%t 512, XL 23 E L
T AH 3mg/kg 2 2 B[ IR C sl 5 L7z ORFIEE 135 61, K& & 8 u8E 137 6.,
FEMBEE Th H2AEFWE U, oS Lva,) (hofill [95% XA 1%,
AAKIRET 9.23 [7.33~1327] BH. KeZFEBARET6.01 [5.13~733] WATHY,
AAFNL R & XK UREHFIICAHERIERE 27~ LTc (O — RE 0.59 [96.85%15F
FEIX[H : 0.43~0.811, p=0.0002 [J&5! log-rank F7E 1),

1.0 17¢

0.91

0.8

0.7 1

0.61

0.51

0.4 1

Probability of Survival

0.3

0.21

0.11

0.01

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

AFIBF

135 113 86 69 52 31 15 7 0
Fea%tL 8

137 103 68 45 30 14 7 2 0

X1 OS OHEIAENT D Kaplan-Meier Bifg (CA209017 3ER) (BIEBILIN-EH)
4



G- F R
O EWNF TR (ONO-4538-06 R ER)
7T F B G RER 2 AT D UIERANREZR TIB B/ IVH LI R O IR L
g 85 (ECOG Performance Status 0 &2 O8N 1) 76 5l & 5212, AH| 3 mg/kg % 2 M i
b R ERE L7z, FERHMIEE Th 58803 (RECIST A K74 > 1.1 U EE-S<
YL D CR XUE PR) 13 19.7% (95%(EHEX M @ 12.3~30.0%) Th -7, 725,
HFAMNZERE LTZBIEIL 9.0% Th - 7=,

@ WAVEIFERER (CA209057 #5#%) (N Engl J Med 2015; 373: 1627-39)

77 F R e G T RIEE 2 T 2 UBR A REZR B 1/ IV IR O IR
FeE S (ECOG Performance Status 0 TN 1) 582 fil & %t5:12, KX FH/L 2%t
L C. AAI3 mgkg % 2 BRI CamErd Lz ORAIRE 292 6], RE % %& /U8 290
), FEFHEEE CTH D 0S (HFIAE [95%FFHIX [ ]) 13, AFIRET 12.19 [9.66~14.98]
JH, FEZXEAEETI36 [8.05~10.68] WHTHVY, AANL REXFELITH LK
FHEMICHEBRER 2R Lz ONY— R 0.73 [95.92%(E 81X [ : 0.59~0.89], p=0.0015

[J& 5] log-rank FE])

1.0

0.9

0.8 -

0.7

0.6 1

0.51

0.4 -

Probability of Survival

0.3

0.2 TSR - o, :
B 9e9-0
814
0.01
r .~ r 1 1~ 1 -~ 1T -~ r - " r - T ° T
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
AFHIEE
292 232 194 169 146 123 62 32 9 0
FE2¥ /L8
290 244 194 150 191 88 34 10 5 0

B2  OSDH [Ef#EHT DKaplan-Meier i (CA20905788) (EfERLShi=&EH)



(PD-L 1 BLIR IR DA 0 M OV 22 4)

WA E AR ER (CA209017:3 8% & ("CA209057:488R) ICHLAANLNT-ZBED H b,
NSRRI BV CPD-L1 2 %8 8 L 7= IEE A2 5 2814 (BLF, IPD-LIZHE| L
I ) WETDERNE LN DO BRE DT — X (2SS X PD-LIFHRBNRRIIZ
AT 2 AT - T2 B INER OB EMEDFRERIZILLTO LB ThoT-,

HOMEIZBE L CiE, R BT, PD-LIOREHERICE S, FeFFv ALk
5 L CAAIRE COSHER T DM AFE 0 BTz,

R BB TlE, PD-LIZELER D %A DA R & X' /UEE & ZIEFRER DRSS
Th-o7= (T,

. bR, FERE LR E I, PD-LIORBERIZL ST, AFloOLet>
077 ANVEERETH -T2,

0.9 53
M
0.8 \‘\‘

07 N

Probability of Survival
Probability of Survival

T T T T T T T T T T T T T T T T

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

Number of Subjects at Risk

Number of Subjects at Risk
Nivolumab 3 mg/kg

Nivolumab 3 mgrkg
108 82 70 60 48 39 26 17 a4 0 123 98 86 77 73 65 27 13 5 0
Docetaxel Docetaxel
101 87 69 53 38 30 13 5 2 0 123 102 80 61 44 36 13 4 3 0
“ Nivolumab 3 mg/kg (events : 68/123), median and 95% CI : 17.15 (12.09, 20.63)

Nivolumab 3 mg/kg (events : 77/108), median and 95% CI : 10.41 (7.29, 14.26)
R Docetaxel (events : 93/123), median and 95% ClI : 9.00 (7.10, 10.55)

Docetaxel (events : 75/101), median and 95% CI : 10.09 (7.36, 11.93)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% CI : 0.59 (0.43, 0.82)

Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% ClI : 0.90 (0.66, 1.24)

X3 CA209057 RBRD PD-L1 B#BLRF|TD OS D F [EfFEH D Kaplan-Meier Hif
(£ : PD-L1<1%DBEFELEF. AKX : PD-L1=1%DBEEH)

@ EREILFEE MR (ONO-4538-52 #5H)

{BSHIRIERTRIR D EGFR B in 1A SN ALK @A & s 7 O ROST @& 8 a1
MO UIBRARGE 7 HEAT - R OIER T LR IR/ N B 550 511 (H AR NBE 371 41
BEie,) BB, TIEREANY AT (BEFEEEZ) CLTF, [_RRV <7
LWV ,) ROT T F A ST EIEOFRE G A2 R E LT, ARFlE X
~ 7 kO T F R B G e s L oS- (BUF, INIVO/BV/Chemo] &9 ,)
DE R VM2 iEt L7z (NIVO/BV/Chemo™ B 275 i), et FRRE 275 ), T ZEF
MHIEH T 2 WIEALFHIN (BLF, TPES) W5 ,) (Il [95%(5HEXET) 1%,
NIVO/BV/Chemo # T 12.12 [9.76~14.00] 7 A, xtHHET 8.11 [6.97~8.54] B H TH
V. NIVO/BV/Chemo X7 T R &~ X< 7 KNS T FF 8K % 5 e Pk o Of

6



5 UGBS H B R ER 2R Lz (0N — R 0.56 [96.37%(5HE1X[H : 0.43
~0.71], p<0.0001 [&H! log-rank f&E]) .
*1 A 360 mg B UMb A 3 RIS CARRE Ui, (LPiEE, IARTIF, A7)
HXEN K ORNAwT % JHE 1A 7 0vELTRR6 A I7AVERL, 6 VA 271D
EEEFRBE I I AK B Oy Xv 7 ORI EE AT L D HERIRE: b M TRE & LTe,

100 A
T g0
:
ﬁ 60 4 NIVO/BV/Chemoitf
i
=
5
7 404
5
el 20 Eogiihic
an
0 o T T T T T T T 1] T
0 4 8 12 16 20 24 28 32
Time from Randomization (Months)
Number at risk
NIVO/BV/Chemo#f 275 231 163 88 48 16 6 0 0
*TRAEE 275 225 127 53 27 5 2 0 0

X 4 PFS O FREfFENEED Kaplan-Meier Bi# (ONO-4538-52 3B%)
(EVEZL S h7-4£H. NIVO/BV/Chemo & & 3tHFREE & DELER)

(PD-L1ZEHBLIR IR DA ZhE o OV 41E)
[E B [F 55 AR SR (ONO-4538-527k05%) (AN LNT-BEDT — X | THS X,
PD-L1FE B BN R B BIIRNT 21T > T2 B IME R O Z 2P ORERIZUU T O B Y TH

>7,

BRI L TR, 1o LEBY TH-oT-,
7238, PD-LIORKERIZL BT, RKAlOZE2MET v 7 7 A WVIEERETH - 72,

#F 1 PD-L1 EELERD OS BIMAFNTRFOF M (ONO-4538-52 3ER)

0S
PD-L1 J 5 Beh-RE %K i [95%ClL] NP — R
(B A) [95%CI]
. NIVO/BV/Chemo 115 31.01 [23.13, —]
1% ’ : 52,11
VoKl BV/Chemo 115 22,60 [18.63,29.44] 076 10.52,1.10]
NIVO/BV/Chemo 155 30.78 [25.99, —]
1%L | ’ 0.69 [0.50, 0.95
okt BV/Chemo 155 24.67 [19.09,29.34] [0.50,0.95]

CHEERRE, ¢ WEREA LR L LT Cox BN — Rt 5L



Ui BBy Mo O V- Rz ge)

O [EEEHLEFMAEGER (ONO-4538-77/CA2099LAKER)
{LIEIERIRIR O EGFR& {5128 B etk i OCALKR G B R T P2 ME O YIBR A RE 22 AT -
FE O/ N it BET196] (A ARNBESOBZEie,) ZXIRIC, 77 F A5
TALFREIEO O HE G AR E LT, ARl A Y A~v7 (BEEHEBZ) (LI, T4
Y LA=T ) LWn),) ROT I FFHRAIZ G0 FREEOIFHEKRS (LLT,
INIVO/IPI/Chemo] &9 ,) OBZNEKR NLEEMEA2 L 72 (NIVO/IPI/Chemo ' #£361
), et FRC2EE358451) o EEREARIE H T 2 0S (H A [95% 1 X [#1]) 1%, NIVO/IPI/Chemo
BET14.13[13.24~16.16] 7 A . X FREET10.74[9.46~12.45] 77 H T& ¥ . NIVO/IPI/Chemo
37T FF A G AL FRIE D AR Gk LI EICE B R IERE 2R L. (N

— FEE0.69 [96.71%(ZHEIX[E : 0.55~0.87]. p=0.0006 [J&%5!log-rankifiE]),
7B, BRI R CTH D2, FFLBI O NIVO/IPI/Chemoft: & % HREED OS2~
P— R [95%EHE XM ] 1%, /i F LR C0.65 [0.46~0.93], FER - R H#:C0.72 [0.55
~093] Th-oT,
%] AHI 360 mg % 3 MERINE. £V A~ I mgkg % 6 TRIRNG L OML3HREE% 3 8 06 AT
Bk Ui, LRI, MR UROF BRI IERE R IS\ o bais (RF BRE
JE INVART TFURONRT Y 2N JERVLERE : IAVRTZF 0 I AT TF UKD
NANLFER) &, 3HBB%E LA 2L E LT 294 2 VER LT, 291 2 V5T, AFH
ROA E Y b~ 7 % s E LTz,
#2 R RSB R U3 IER O B RE) (M-S % | NIVO/IPI/Chemo #% & [F] UAL5ik % 3 HH]
BIVFAILELTAHA 7 VERL, IERFELEIECOVTIE, 431 7 L Ofb2iekE ik
2R P LRl RIC K DR b ERTRE & LT,



0.9

o
)

NIVO/IPI/ChemoEE

o o
- RN

Overall Survival Probability
o
tn

0.4
“nmoemno
0.3
0.2
0.1
0.0
T T T T T T T T T
0 3 6 9 12 15 18 21 24
Ninnber stk Time from Randomization (Months)
NIVO/IPI/Chemo#E 361 325 292 230 129 46 16 1 0
PSpiyiid 358 318 259 183 94 39 12 0 0

X5 OSDHHEfEMT DKaplan-Meier %R (ONO-4538-77/CA2099LAZER)
(EEAILSNT-£EH)

@ EREILE S M ARER (ONO-4538-27/CA209227 545%) (N Engl I Med 2019; 381:2020-31)
(Part 1a)

(LR IERIGHE T PD-L1 JEHRN 1%Lh s> EGFR & s 728 etk e OY ALK fid
AT BEME DO YRR ARREZRHETT - FRE O IR/ NHIREAE R 793 I (HARNEE 89 #il &5
te,) ZXBRIT, 77 F T RAIZ G0RLFRIEOHE G2 E LT, AFlEAEY
LA=T7 EOOFHEE (LT, INIVO/IPL &9 ,) OFMER LM E MG LT

(NIVO/IPT™ #¥ 396 il xIRE2 HE 397 ), AGBroo FZFHMIHEE TH 2D 0S (Rl
[95% (5 HEIX[E]) X, NIVO/IPI ££ T 17.08 [14.95~20.07] » H . xFREET 14.88 [12.71
~16.72] # A TH Y, NIVO/IPL |7 F FF 8K %2 5 Te b P FEIC T URtat PIIC A &
IIER AR LTe (0N — REE0.79 [97.72%E XM : 0.65~0.96], p=0.0066 [J=/] log-
rank fRE]) o
*] - AH 3 mgkg & 2 BRI, A £V A~7 1 mgkg % 6 38 R CARETE L,
# M (R R SUTIERE L) (S bR (RE LR - LR T T F o XU
VALTF RN LA R ER  AINVER T TF NI AT TF RO b
XER) 2 3EME 1Ao7 LTaH A7 VFE L, IERFEEREICONTIE, 49417
NOAEERRIEERRIC A B Lt RICE BMEFRRIE S ERTTREE LTz,



1.0
0.9
0.8

0.7
0.6
0.5

0.4 /’k s
0.3 .

ot FAT Sy,
0.2 xf e Wt gy i o

NIVO/IPIEE

Overall Survival Probability

0.1
0.0

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

16 OS ® Kaplan-Meier Hi#{ (ONO-4538-27/CA209227 3Bk Part 1a)
(EfEBIL S T-EH)

(Part 1b)

(L FIEIERIEHE T PD-L1 FEELHN 1% A 22D EGFR Bn 128 B2V R O ALK e
BAE T REMEOYIBRARE /LT « R OIR/NRIaE BE 550 6l (HARNEE 79 Bl% 5
te,) ZXBRIT, 77T T RAIZGTRLFRIEOHE G2 iE LT, KR 7T
FHF 2 ST b L & OPFREES (BLF, INIVO/Chemo| &9 ,) J Y NIVO/IPT @
A5 e V22 i & #it L 72 (NIVO/Chemo™ A% 177 31, NIVO/IPI £ 187 i, *FFEEE 186
Bil) . AFERORIKFALEE O—>Th V) BEBHI R E D5 Tdb %5 NIVO/Chemo H &
KFRRED PFS (H i [95% (5 HEHX fET]) 1%, NIVO/Chemo #£C 5.55 [4.63~6.90] # A |
SITHARET 4.70 [4.21~5.59] 7 H T&H V. NIVO/Chemo %7 7 FF H| 2 & tefb F 1%
WX UREEH IS BRI R 28 L2 (O — R 0.73[97.72%15 #HIX[H : 0.56~0.95]
p=0.0070 [J&%!] log-rank f#7E]),

7. BRBILRNTRE R CTh DA, MR ONIVO/Chemoit: & xf FREEDPFS D/~
— Kb [95%IEHEX ] 1X. R L2 T0.94 [0.56~1.56], FER - LR T0.66 [0.49
~0.90] TH-o7=,

*] : AH 360 mg % 3 JERIRING K OYL2ERIE A 3 SRR C AR L7z, L2Pisid, SRR (R
W b B AT FE R BRHE) ICHE DWW ks R LR IVAR T T F U I AT T T
VEOF LA R LR ANVRT T T U NII AT T TR ONA R LFd R R) &
3HEME 1A 7 AL LT 4% A 7 AT L, HRTEERBEIZONTIE, 4 YA 7 LO(LFsk
FREEICAFIR O A kL RISk DHERE b A L Lz,

10



1.0

ty
o
o

0.8
0.7
0.6
05
0.4
03
0.2
0.1
0.0

ogression Free Survival Probabili

T

P

0 3 6 9 12 15 18 21 24 27 30 33 36 39
Ntber it Time from Randomization (Months)
NIVO/Chemo®£ 177 135 73 48 37 29 19 15 10 10 7 4 1 0
pSyihis 186 121 57 22 18 13 8 6 5 3 0 0 0 0

7 PFS OEHMEMHTHRED Kaplan-Meier Hi#f (ONO-4538-27/CA209227 3Bk Part 1b)
(EEAILENT-4EF. NIVO/Chemo B & XFRERE & D HER)

F 7o, HEFERRER S S IX &N o T2 b DD, PD-L1 BIERN 1% A0 D BH
(2B T NIVO/IPL #E & 5HRREED OS (H i [95%F X ]) 1%, NIVO/IPLH#ET 17.15
[12.85~22.05] 7 H . *HREET 12.19 [9.17~14.32] B HTH Y . NIVO/IP1 (X7 F FF
BIFN 2 G T b FRIE IO VIERBM 2R Lz (0N — R 0.62 [95%(E5 48X : 0.48~
0.78], PRERMIZ2MRATAESR) .

11



[Zz421E]

R bRz )
OENE TR (ONO-4538-0575k)

HEFERIT 33/35 ] (943%) IZRD LIV, KAIE OREBENEE CERVWEES
G213 24735 5] (68.6%) 1Z#B® H LTz, FHHLEN 5%, EORIERIZTTRO LB Tho
77

=2 REENS%I EOBIER (ON0-4538-0538%)

FHERIR A BilE (%)

FEAGE 35 {3l

(MedDRA/J ver.17.1) 4= Grade Grade 3-4 Grade 5
ERIEH 24 (68.6) 2 (57 0
Mgk LY > RbEE

=il 2 (57 0 0
3 IsREs 5

B OO P R AR 2% 2 (57 0 0
R

T 2 (57 o0 0
TN 3 ( 86) 0 0
— % - RFREER X O G EALORRE

TR 5 (14.3) 0 0
AR M i 2 (57 0 0
FEEN 5 (143) 0 0
G g R IEE

W AEUE 2 (57 o0 0
B AR AR A

TANRTXUET I NI AT =T —8BHIN 2 (57 0 0
A7 L7 F ok AR FF—E 8 2 (57 0 0

U L SERER D 3 ( 86) 2 (57 0
Rtk KOs E

BT N7 2 e 2 (57 o0 0
RAEOE 5 (143) 0 0
B RS R ES & OV B Rk 55

A EiiYR 2 (57 0 0
TR IEE

R R = 2 — T — 2 (57 0 0
e R, HEREs K OVithm ks

Jif7 £ 1. 2 (57 0 0
FEE R KOV T AR

SUERRE S 2% 2 (57 0 0
HLEE 2 (57 o0 0
it 5 (143) 0 0
BER B R 8 2 ( 57) 0 0

k. MVEMEMRE 2 61 (5.7%) . KRiG% - BEO TR 261 (5.7%) . thigha® (%
T v NU—IEERESE) 3 61 (8.6%) . NTHERERET 2 1] (5.7%) . AUIRIREERERETE 3 f
(8.6%) . RIEHERERETE 1 61 (2.9%) . BHRERES (RAIERIEMER X% 161 (2.9%)
& O infusion reaction 2 ] (5.7%) 23e8 HiLiz, Flo., BEEOKEEE (K FREEIRE
EHE, ZIBALEE, FREIES) | FERMAMEREREE. 1 BUERE, Bk, BIEMEE,

12



L O BB OV SRR SV v o, AR RS 12 %
BRREIRT 26T & AUEIERE AT

g% « Bl 5
(

£S

QA IARER (CA20901778%%) (N Engl J Med 2015; 373: 123-35)

B EFEGIIAFRE 127/131 61 (96.9%) . Rt & F®/LEE 125/129 1] (96.9%) (2788 5
. AH L ORFBERDGE TERWEFRERITT6/131 # (58.0%) (T80 b, F
BLRDN 5% LN EORWERIZT TRO LB TH-o T,

#=3 FEERN5%IUEOBIER (CA209017 B
B% (%)

SR IPNG

- AFEE
(l\%jJ;HRA/J ver.17.1) 131 41
o 4> Grade Grade 3-4 Grade 5
RIEH 76 (58.0) 9 ( 6.9) 0
El e
T 10 ( 7.6 0 0
L 12 ( 92) 0 0
—% - EFREER X O G ORRE
I 9E 13 (99 0 0
%t 21 (16.0) 1 ( 0.8) 0
R L OvGeaklEE
BEX S IS 14 (10.7) 1 ( 0.8) 0
B RS R K O Rk 55
RAEi 7 ( 53) 0 0

7k, MBS 6 B (4.6%) . KiEsk - EHEED THI 11 4] (8.4%) . #hfklEE (¥
T v N U—IEERERE) 13 61 (9.9%) | ITRRREREE 4 1 (3.1%) | HHRIRBEBERE 5 41
(3.8%) . BHERERETE (RME MEMEREXE) 461 (3.1%) . EIEMHESE 141 (0.8%)
& O infusionreaction 1 3] (0.8%) 23i8& Hillz, Flo., HEEDKEREE (KERBARE
eRE, ZIALEE, FHREIES) . NIRRT, BITMEREE. 1| EERA, R,
2% - BERREDE . 5 & 9 R K OV RITER D BV o 7o, ARRIWEHFE BRI B
G (AmAERT L5l 2 30ERERT,

FER- F R
OENE TSR (ONO-4538-0675k)

BEREGIL 7576 B (98.7%) (258D LI, AFl L ORI FEBENGE CERWEES
513 64/76 5] (84.2%) 1Z#BD BTz, FEBLEN 5% EORWERIZ TEDO LBV Th o
77
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#=4 RERP5%IU EOBEIER (ON0-4538-06385%)

FEy PN | B (%)

FEAGE 76 Bl

(MedDRA/J ver.17.0) 4 Grade Grade 3-4 Grade 5
AFEIVEH 64 (842) 16 (21.1) 0
Wi

AR IR REA T 7 (92 o0 0
P

(&) 5 ( 66) 0 0

T 4 (53 0 0

GITIN 8 (105) 0 0

N8 4 (53 0 0

Mg - 4 (53 0 0
—% - EFREER X O G ORRE

it 9 (11.8) 1 (13 o0

(SR 11 (145 0 0

FEEL 11 (145 0 0
R A A

U 2 SERE D 6 (79 2 (26 0
R KOs E

KT R U 7 A e 4 ( 53 2 ( 260 0

RAEOR 11 (14.5) 1 (13 0
PR TR B

D F 4 ( 53) 1 (13 0
R ER. HMOEREs X OMER RS

TR i £ 4 (53 2 (26 0
FRE¥ KLUV PRk pE S

% O PEIE 6 (79 1 (13 0

FIB 11 (14.5) 0 0

RN IN A2 4 (53 0 0

¥, MBI EAE (5.3%) . KiFK - EED THISH (6.6%) . #ifkfEE (7
v N IEMERESE) 1061 (13.2%) | TS REREE 5151 (6.6%) . HUR IR REFE T 1041 (13.2%) .
R REREE 16 (1.3%) . BiRelEE (RMEFRIEMERE) 461 (5.3%) K& Oinfusion
reaction 3% (3.9%) MR HNT-, £7-. EEOLEREE (FEREIRERRE, ZIAL
BE, JEHREIES) . TEEREERERREE . IRUBERIA, BER, BRI E, MK - BERS .
S E D ER KD RITFRD B AR D> T REWEHFBUIRDLIIBI M FS: (AR R A
Wk at) #EUEHERE T,

O EMARRER (CA209057 #0%) (N Engl J Med 2015; 373: 1627-39)

B EFG IAFIRE 280287 1] (97.6%). K& & 1 /LEE 265/268 i (98.9%) 1Z#H 5
AU ARHE OFREBEENGE TERWAFERIT 199/287 f (69.3%) IZ78H HiLiz,
FELRD 5%LL LORWERIZTRDO LBY THholz,

14



#F5 RERN 5% EOBEER (CA209057 3ER)

BEHIR AR o
=h.
(fijE;%AU\wrl7l) 287 1
o 4 Grade Grade 3-4 Grade 5

AFEIEH 199  (69.3) 30 (10.5) 0
R A s

B IR REAK T E 19  ( 6.6) 0 0
P

THI 2 (17 2 ( 07) 0
TN 34 (11.8) 2 ( 07) 0
Mg - 15 ( 52) 0 0
—f - 2FREER X OG0 RE

i 29 (10.1) 1 ( 03) 0
it 46 (16.0) 3 ( 1.0) 0
Rk KOsk hEE

BEX Sl BIES 30 (10.5) 0 0
B R R B L O SRRk 5

BA iR 16 ( 5.6) 0 0
FREF KOV TRk RS

% 9 FEIE 24 (84 0 0
W5 27 ( 94) 1 ( 03) 0

¥, UEMEMZRER 10 B (3.5%) . KM - EHEED THI 22 6] (7.7%) | #hfgFEE (¥
T v NU—IEMERES) 26 B (9.1%) | ATRERERET 15 6 (5.2%) . HUIRBRFEREFEE 27
Bl (9.4%) . BEHEREREE URME MEMEERE) 76 (2.4%) | Bk - B 161 (0.3%)
J% O infusion reaction 8 5] (2.8%) M bz, £, BEOREREE (FERBEIRE
R, ZIALEE, BORMIESE) . FRHERERE ., FIBMEREE, | BUERW., k.
FIEF I, 5 E 9 R L OMHRITFRD Divie o 7z, AFIVERRBLIR b R 5
% (MRREMRT 25T) 25 0EHEREZRT,

QE BRI R MAHFER (ONO-4538-52 #lR)

B EHGIIAFDEH (NIVO/BV/Chemo) £ 271/273 1511 (99.3%) | xf FEEE 275/275 41 (100%)
RO BT, AFIOFH (NIVO/BV/Chemo) & DR EEBNEE TERWAEELRIT
269/273 il (98.5%) (TR LTz, FHHIEDN 5% EORIERII TRO LB Tholz,

#6 FEHEBMN5%LULEDORIEH (ONO-4538-52 5R)

e N B (%)
- gjﬁj;ﬁj M AFIGFA (NIVO/BV/Chemo) &
" 273 5

(MedDRA/] ver.22.1) 4= Grade Grade 3-4 Grade 5
EIIEH 269  (98.5) 201 (736) 3 (LD
KRG F KOV TRk R

JHEE 143 (52.4) 0 0

B3 81 (29.7) 13 ( 48 0

Z D PR 48 (17.6) 0 0

I VNITRZ NS 30 (11.0) 12 ( 44 0

SIERRERE 2% 19 (7.0 1 ( 04 0
PR SR i 2

R = = — 1 /3 — 120 (44.0) 3 ( 1.1) 0

15



K= 2 —m R F— 59 (21.6) 1 (04 0

BRI A 32 (11.7) 0 0

SR 15 (53 0 0
BRIR F A

It HR R 116 (42.5) 87 (319) 0

I ER 93 (34.1) 40 (147) 0

RN el % 59 (21.6) 16 ( 59 0

TANTGEXURT I ) N7 A7 =7 —BHN 24 ( 8.8) 2 (07) 0

TI=rT ) T URT =T — BN 20 ( 7.3) 3 ( 1L.) 0

M7 L7 F = 4N 16 ( 59) 1 ( 04 0

REA 15 (5.5 0 0
B AP

150 85 (31.1) 3 ( 1.) 0

LD 68 (24.9) 3 ( 1.) 0

T 50 (18.3) 5 (18 0

EINPN 50 (18.3) 2 (07 0

FATR 21 ( 71.7) 0 0
Mgk KOV > RbEsE

=ik 78 (28.6) 15 (55 0

Bt P RIS iE 53 (19.4) 43 (158) 0

FEEELT P BRI iE 43 (15.8) 41 (1500 1 ( 04)

i Bk i 26 ( 9.5) 13 ( 48 0

1IN A E 18  ( 6.6) 4 (15 0
B R B L O A LRk

R EiiR 69  (253) 0 0

3 IR 66  (24.2) 0 0
— % - EFEEER X O G ORRE

o 68  (24.9) 1 ( 04 0

FEEL 40 (14.7) 2 ( 07) 0

% 19 (7.0 2 ( 07) 0
M, MEREs J OVERm R

S i 43 (15.8) 0 0

Leo< D 34 (125) 0 0
Rt L OveaEhns

BEX S BIES 81 (29.7) 8 (29 0
1 pEE

R I 65 (23.8) 37 (13.6) 0
B L OUR KRR

Gl 65  (23.8) 13 ( 48 0
PR A

R I REAR T iE 26 ( 9.5) 1 ( 04 0

FRCR i RE TUHEE 15  ( 55) 0 0

Bl e R A 14 ( 5.1) 4 (15 0

¥, ARRRRETE 211 61 (77.3%) . BESUHEARIE/ X A3 F—92 il (33.7%) . EEE/R
iR 43 41 (15.8%) . FURARERERE S 39 41 (14.3%) | FE O R IR 36 41 (13.2%) |
IR REREE 35 61 (12.8%) . BHEREREE 20 6] (7.3%) . WMVEMEAGZEA 19 41 (7.0%) .
KRG = /M de « EEED THI19 1] (7.0%) | @I FEREREE 14 5] (5.1%) . infusion reaction
13 6 (4.8%) . FEEARBERERE 561 (1.8%) | ik 4 B (1.5%) . OIEFEE 4 61 (1.5%) .
1 FURERIE 3 51 (1.1%) | FRlRImAR ZERRSE 3 61 (1.1%) . BELPERRE 25 2 61 (0.7%)
g 2 511 (0.7%) . BFZ8 1 61 (0.4%) S OMESEHIm 1 61 (0.4%) 23580 Hiviz, Fi-,
BIEMFEEAE, DR, BIENTR, IFA4, Mo - filksk, MmEREBIERRE, . 5
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E DG, AREFERE M ONBEALITRR D B e hr o 72,

AR 2 5le) Za Bt R e =Y,

O b B K O B B

AIEM BRI BIE RS (§

OE B FEFE ISR (ONO-4538-77/CA2099LA A 5R)
AEFGIIAAIDH (NIVO/IPI/Chemo) #f 355/358 5 (99.2%) . XIHREE 341/349 44
(97.7%) (2B Bz, AAFIGEH (NIVO/IPY/Chemo) & DRFEIBENGE TE WA

THEGT 322/358 i (89.9%) IZFE W HaLTz, FEBLEN 5% EORWERILITRO LBV

=
P

w@&) D f:o
#F7 FEBEBN 5% EORIEFA (ONO-4538-77/CA2099LA HBR)
BT [\ BiEE (%)
o gijiﬁ M AAIBER (NIVO/IPL/Chemo) T
" 358 il
(MedDRA/J ver 22.0) 4= Grade Grade 3-4 Grade 5
2RIEH 322 (89.9) 159  (44.4) 1 ( 03)
MKk LY > RbEE
2 Ifi. 80 (22.3) 20 ( 56) 0
I HRERIB E 35 (9.8) 22 ( 61) 0
A=
FR A RE U 27 ( 17.5) 0 0
R B RE A T JiE 52 (14.5) 1 ( 03 0
B IR
158K 32 (89 0 0
T 73 (204) 14 (39 1 ( 03
TN 94 (263) 5 (14 0
I - 47 (13.1) 6 (17 0
—% - EFEEER X O G ORRE
I JJ9E 73 (20.4) 3 ( 0.8) 0
%t 59 (16.5) 8 ( 22) 0
FEEL 20 ( 5.6) 0 0
BRI A
TI7=T ) NI UART 27— 23 ( 64) 3 ( 08 0
77— 18 ( 5.0) 8 (22 0
T ARG XUBRT ) N T AT =T —EHN 19 ( 53) 4 ( 1.1) 0
U x—EHIN 18 ( 5.0 13 ( 36) 0
R L OveskhEs
RREOR 56 (15.6) 4 ( 1.1) 0
R TS ON e ek
BA i 26 (73) 1 ( 03) 0
i IR 18 ( 5.0 0 0
MR, HEREs K OEhm ks
il 2 19 ( 53) 5 (14 0
FRGF KOV TRk p S
JBEE 32 (89 3 (08 0
Z D PR 66 (18.4) 3 ( 08 0
W5 64 (17.9) 5 (14 0
RN IN A2 18 ( 5.0) 5 (14 0
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7k, HUIRMRBERERETE 74 1] (20.7%) . FREEREES 51 61 (14.2%) . BRSO EAEIE/ X
F3F—50 5] (14.0%) . NFHEREREE 48 5] (13.4%) . KGR - /N - O THI 2
B (7.3%) . BHEERERE 25 B (7.0%) . EEE OGRS 21 F (5.9%) . FEMEMZEE
19 % (5.3%) . infusionreaction 17 ] (4.7%) . EI'EHERERE 12 61 (3.4%) . TEEMARHE
RERESE 761 (2.0%) | OWERESE 761 (2.0%) . &6 61 (1.7%) . R 461 (1.1%) K&
OFRIRIMAR ZEARSE 1 61 (0.3%) DOz, Fio, BEIEMGEIE, L%, Hx, 1
RBERRIA . R4, S LPERRE R, BNk - BEBESe . ERE R MR E . MERE BRI,
fERE, S E DAk, MEREH MR OYEALITEERD S e o T, ARIEARBUR DU EH
% (BRARMEEREEZET) 250EHERETRT,

AN

QE B FEFE AR (ONO-4538-27/CA209227 &5R)

(AFIE AV b~T L OGHEE)

HEFELIIAAGEH (NIVO/IPL) B 568/576 i (98.6%) . % HRRE 554/570 1] (97.2%)
WZRO BT, AFOFH (NIVO/IPD) & ORFREERNEE T E WA EFGRIL 442/576
Bl (76.7%) (ZRD Hii=, LN 5% LEOBIERIITFTEO LB TH-7T-,

£8 EEEN 5% LOEIER (ON0-4538-27/CA209227 5% Part 1a 2T 1b)

B b/ B (%)
ﬁgﬁiﬁ H AAIBEA (NIVO/IPI) Ff
(Medlgﬁfl{A/J ver.22.0) 576
o 4= Grade Grade 3-4 Grade 5

2EIEH 442 (76.7) 189  (328) 1 ( 02)
R A s

B A RE T AE S E 48  ( 83) 0 0

FODR I B T 72 (12.5) 2 ( 03 0
B IR

T 98 (17.0) 10 (17 0

TN 57 (9.9 3 ( 05 0
—% - EFREER X O G OMRRE

) iE 59 (10.2) 8 (14 0

952 97 83 (144 10 (17 0

FEEN 43 ( 15) 2 (03 0
B R A

TI=UT X NT AT 2T — BN 52 ( 9.0) 19 (33 0

7T =B 36 ( 6.3) 17 ( 300 0

T ARG XUERT X ) N T AT =T —EHN 56 ( 9.7) 18 ( 3) 0

U x—EHN 43 ( 75) 23 ( 400 0
R L Ok fEE

B S BIES 76 (132) 4 ( 07) 0
e S ON T ek

R EiivR 29 ( 5.0) 4 ( 07) 0
MR g, MaEnds X ONiElmrE S

ik & 41 ( 7.0) 16 (28 0
KRG ¥ KOV TRk R

P WL 31 ( 54) 1 (02 0

Z D FERE 82 (14.2) 3 (05 0

FIB 98 (17.0) 9 (16) 0

IRINIRZIINGE 39 ( 6.8) 9 ( 16) 0

18



7k, HURIRFERERE T 115 611 (20.0%) . JITHSREREE 91 5] (15.8%) . FRERFETE 51 41
(8.9%) . FEVELMEAGZE 50 6] (8.7%) | BERUT MARSE/ X A3 F—38 i (6.6%) . HJE
D JEEE 27 61 (4.7%) . KIS - /DGR - HEEO THI25 B (4.3%) | BHERERE 25
5l (4.3%) . infusionreaction23 ¥ (4.0%) . TIE(RHERERD 19 1 (3.3%) . FIEHERE
B 19 61 (3.3%) . R 1361 (2.3%) | LMiEifEE 9 il (1.6%) . Bk 6 651 (1.0%) .
1 BUBESRIA 4 61 (0.7%) . SE SR 2 6 (0.3%) . Dk 16 (02%) . Mz 1 4l
(0.2%) . Mgk - Bl 161 (0.2%) KOV RIMARZERRIE 1 61 (0.2%) 233D b7z,
7o, BEIEAVEE, AR, S LMEIRE K, EE R MkkEE ., mEREBIEBRE, ik,
FEEIE% H 1 Ny ONEFLIZRR O B LR o T ARRIVEMAFEBURDUIBIE RS (FRRMRA S
EEty) A EUHEIERETRT,

(KA & 77 FF 8K 2 Gl iiE L O &S (PD-L1 B3 1% A0 O BEEM))
B ERELIIAAIGEH (NIVO/Chemo) £ 172/172 51 (100%) . 5t FREE 174/183 51 (95.1%)
2388 BT AFIDEH (NIVO/Chemo) & DK FBIEN G E TE RWAEFLIT 159/172

Bl (92.4%) (2RO HIT-, RN 5% EORIERIZTROEBY THo T2,

#F9 FERM 5% EORIER (ONO0-4538-27/CA209227 3RER Part 1b)

IR B (%)
ﬁgiﬁﬁ i KAIDF (NIVO/Chemo) R
o 172 15
(MedDRA/J ver.22.0) 4 Grade Grade 3-4 Grade 5
2FIEH 159 (924) 96 (558) 0
MmigE LY v REE
2 1fn. 70 (40.7) 30 (17.4) 0
I HR BRI E 41 (23.8) 23 (134) 0
M NS iE 17 ( 99) 7 ( 41) 0
ECl e
(& 38 (22.1) 0 0
TR 17 ( 99) 2 (12 0
LD 67 (39.0) 4 (23 0
B E/S 14 ( 8.1) 1 ( 06 0
I - 26 (15.1) 4 (23 0
— % - FREER X O G OREE
I ) 9E 18 (10.5) 1 ( 06) 0
% 43 (25.0) 8 ( 47 0
(y=NRs 9 ( 52 0 0
FERS O S IE 10 ( 5.98) 0 0
RAE M IE 9 (52 0 0
FEEL 12 ( 7.0 1 ( 06) 0
B R A
TI=rT ) T URT =T — PN 16 ( 93) 5 (29 0
77— 11 ( 64) 4 (23 0
TANRTGXUET I/ NT AT =7 —8BHIN 10  ( 5.98) 1 ( 06) 0
M7 V7= HEn 12 ( 7.0 1 ( 06) 0
i ER AR 27 (15.7) 17 (99 0
M R 21 (12.2) 11 ( 64 0
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F 1 ER A 15 (87 9 (52 0

Rftds L Ok mEE
RARIEOE 39 (227) 4 (23 0
eI H KO Ak
Z D PR 15  ( 87) 0 0
5 26 (15.1) 1 ( 06) 0

RE. APRREETE 26 1 (15.1%) | BRSUTIRLARIE/ X A 3F—22 B (12.8%) . fTHRE
B 21 B (12.2%) . HURIRFERERRESE 16 61 (9.3%) . BEHEREREE 14 41 (8.1%) . [
BV 8 B (4.7%) . KREG%k - /Mo - BED THIS 6] (2.9%) . LlgRES 5 41

(2.9%) . infusion reaction 4 {4 (2.3%) . BEEDORERE 2 6 (1.2%) . L% 141

(0.6%) . fnZe 161 (0.6%) . 1 AHESRTE 1651 (0.6%) . FFZ 161 (0.6%) . BB
REFESE 1651 (0.6%) M OFFARIMARZERRSE 1 6] (0.6%) 3F8® bivlz, Fiz, FEAEM; M
E, R4, SRS, TRARKRERSE ., MK - Bk, \EE L mKkEE, M
ERERIEMERE, AEEZ, BER. S E MK, EEHN L OMELITRD bhveholz, K
RIVE BRI B S (BRMRAERE 2 5) »E0EHERE T,

20



[HiE - HE]

AR OREMEYIETT L EZFFA LY I 2 b—v g 2k, AHFI 3 mgkg (K
) NI 240 mg % 2 B TS LEBEOARR O i HRE S RF Sz, £ ORs
Je. A 240 mg 4G UTZBROBREE BT, KA 3 mgkg 25 LICBROBREE R & ik
LCEEZRT ETFHENTZbDOD, AARNBEIZEOTHAEERNEERINTWDH
% - & (10mgkg % 2 BEARRCHRYG) TARFIZ G LB ORE S & g U CIRE
Rt ETFHENT (FFR), MA T EBHOBEICKIT 57 —Z IS % KA 3 mgkg
(REE) I3 240 mg % 2 ERIFIR CTEG L7ZBROARF O & & HmME 3L etk L
OB 2 R DRSS TV DEE S 1L, YHBEIZ OWTIREI DM T ki 5.
RO - HEOB THOME R V2SR ZR TR VwE TllsSh-, £72.
/N BB T 5T — XKD SR LB RISET LV EFIH LT, AH 3
mg/kg (2 MR THRE) . 240 mg (2 HMFRR THKE) X% 360 mg (3 38 HIFRE T
H) LAY A~T | mgkg (6 HEFMRTEE) Z0FH LIZBEOZ2MEA2 MG L7z
R, ERRoOME - AEOM CRZeMICHM R ER TV E TRISh,

R 10 FRORDERNT A —F

M - Cmax Chmind14 Cavgdi4 Cmaxss Cmin.ss Cavess
(ug/mL) (pug/mL) (pg/mL) (ug/mL) (pg/mL) (ng/mL)

3 melke Q2W (352 .760-8) (10.17?'264.5) (17.214,"333.9) (75.1)1,3171) (27.612,'107) (42.717,.?27)

20 me Q2W (51?12,.203) <15~22?§4-6> (25-31‘,‘;7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)

10 mg/ke Q2W (14;,9;19) (51.621 '739.2) (79.900,'2;14) (3331',9232) (18421,1 ;13) (23;7286)

FRAE (5%4%,95%5%) . Q2W : 2IEHEIFE, Cmax : HIEIHE-£2 O i ML B . Crinara : IR 5214
H BCH1T 2 FARMIE PR, Caveara - FIEIHE 5414 H B £ TOPMIEPIREE . Coaxs @ EAIRIBIC IS
5 Frm MiE T HREE . Cminss 1 EHARIBIZ I 2 BARMIE THEE, Cavess 1 EHARIRICIS T 2 MTE T
B

Fo ARNOREFEYENEET LV EZFIHLIZ I 2 b— 3 1280 | AH| 480 mg
Z 4 ARG TR G SUIBEARR O ik - &% TR U 72BEO ARK o i o i B 3 s
STz, ZORER. AH 480 mg & 4 M MR TG L7 EROE FIRIBIZ 1T 5 F5im
EHFIRE (LT, TCagss) &9, ) 1. A/ 240 mg 4 2 1 MIFIRR TH G- L72BRD Cavgss
CHUT LTRSS (FR) o o, A 480 mg % 4 B TR L LIZBEOE
FOAREBICBIT DiEiE T IRE (LLTF.  [Craxss) EWVVD0 ) 1, AHI 240 mg % 2
FIBR TG LR D Craxss & L CTHRIEZ AT & TS N2 b OO, BARANBHEICE
WTEARPERHER STV A HIE - &8 (10mgkg % 2 BRI T E) TAHIZ &5
L7ZBRD Craxss & BB L TIREZ R & Tl Sz (F&R) o AT, BEO@EEICES
J LT —2ICHESE ARAI3mgkg (RHE) F721% 240 mg 7 2 ERIFR, & L < I3AH
480 mg % 4 FEIEINE THG L IZBROAF DR 8 & A0 T2 e & o B 2 it
T ABBESSTT VPR S, YEZBEEIC W TR TR, Eto ik -
MEOB THERER LSV ZER T2 & TRl Sz,
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K11 AFORYBBNT A —F

- e Conax Chmind28 Cavgd2s Cinax.ss Cmin,ss Cavess
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ng/mL)
3 melke Q2W (35-52{ '760-8) (16.25?30.3) (21 Zl '4(1)3.9) (75.1){3171) (27.612,'107) (42.717,.?27)
240 mg QW (51.712,'103) (23.3?'539.0) (30.‘5.670.9) (105,5354) (41?57,.51;58) (62.11(,)91 87)
480 mg QIW (10%07) (15.??477.4) (37.?)?';)4.8) (14?,1 236) (27.751,?37) (62.11(,)9187)
10 mefkg Q2W (1433,9322) (86.959;?32) (101 1 ?48) (323??25) (18421,1 §03) (232,7277)

i (5%, 95%5) « Q2W : 2 MG, Q4W : 4 FHRIFINE. Cmax : HIEIEEG-14 0 B 175 FP R EE
Cminazs @ FIE142 54 28 H HIZI1T 2 ARMLIE TR IE . Cavears @ HIEHR G142 28 H H £ TOFIIMIE ik

B, Cimaxss @ EFIRBBIZIT DA MG TUREE . Cominss 1 EFIRREIZI T DRARMIE T IREE . Covess © EFIR
REICH61T 2 A4 3 i

22



4. FEHRIZHOWNT

AEN OB G 72 B 22 W - FrE L, AFNOBRGIZ LY EERRIERZRBL LT
BRIZXIET D Z BB T2 LLFOO~Q@D T T aii/z sk \IZB W THEHT 5
REThHD,

O MERIZOVT

O 1 Fio (1) ~ (5) OWTNMNITHEY T LR THDH Z L,

(1) BEATFEREDNGET 203 V2 FEEERLSR S (BE N RS A2 REEEERL IR T |
His 3 A RS HEEE LT, HUS AU IRIREE 7R &)

(2) FrEHEREIRPT

(3) ABEFIRENE N FEE T 2 03 ARSI (03 ARSI, 23 AR
W 19wBE. D3 AR HEEHEE R P 7R &)

(4) ARACFHIEE ZE L, SR TFHRIENER 1 USSR FHEIEINE 2 O sk B e
AR DB AT > TV D itk

(5) PUEMIEBAIL T EEINE O LR D mHE 1T > TV D ek

O-2 il DA K ORI E I FEEIRE OO % TS50 70 ik & REBR 2 RO IRAl (FR D
WFNNTREE T DERN) 23, HE2REBORANCET HEROBEERE L L TREI N
TnnZ L,

*

o [ERMGFFEUEE 2 FOWMNHEZE T L721&I1Z 5 FELLEDO N AR D ERRIHE %
ToTWBHZ L, 96, 24D BT, NAREWEEZ £ L LUEBRRIESESOHE 2
fToTWBZ L,

o [ERAOFFEUSE 2 AFOUIIIHEZE T L72RIC 4 Ll EOBRKREBREZ A L T D
L, 9B, 3ELLEIE, N DDA EYEREE G MR E IR O BRIRIHE 21T -
TWAHZ L,

©@ BEAOERLEREEOKHIZONT
l:%‘iu”u‘%i&ﬁ@f?é CHEHET D2 HAER D ACE S 4L, RO L OfFHRE D, A2 - %
FHFRFROEE L OERME T D Faeit, AEFRNRE LG 0mE
%ﬁ FRHESLINITATON D IRHIIE > TN D Z &,
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@ BIERA~DORIRIZONT
@-1 BERR B3 2 B

FVEPERR B O BB REWEM 5L L72BRIT, 24 RFRIFZIEIKHI O T, 2i%iiax X
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