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- BUENFZ. IFAER, IFEEREE. k. w1kt
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EHE~A 7Y T T4 FRZENE (MS 1-Hi gh) 2HT 515 « BB
DO fEHHEET A KT 4 D%

Edr

RIERT OB IR R ER)

o IH

%Y — (FHREBRD) %Y — (U AR HIBR)

¥ v

11 = | BMER (FEMMEEICINZ, BEEMGENDIE, O |11 2= | BIER (MEMMEEICIz . BEREMEIE, O
e, Wik, BRECTRARIE ., K%, Nk, & k. sk, PR RUARAE . KRIBR. /NMEK, E
FEO TR, 1 BBERW ., BUEFR. A4, HE EoOTH, 13RS, BUEFE., A2, HE
REREE ., R, A bMERE K, FRREERSE REfESE . TR, B MRS K. FUR IR RE R E
THEAERERE., MRESES, BEE, AIBESE, THEARERERE, MRREE, BEE. RIBEE.
Wb 4% | B oD Rz G I | IR A2 ZE A2 E | infusion Wb 2% |, B E oD B e PR | F IR A 2E 420 | infusion
reaction, BHE R IMEREE ., MERFRIEMEE, & reaction, EFE MEEE ., MEKE RIEMEE, 5
B, R, BEOBR, 5ESREK,. WEORE B, BER . WEORERIS, WIBRENE, LEkE
Bots. Mg W te, Ok E (OEME) - fRIK - = (LDEME) - R - DSEPEIAMGHESE) . IR IFER
DM ) . ARIFEREE . S H . AL B MEE I, EEALEE) Tk L T YEkhE R T
) TR U T, Y EEhE ax ST B I R B o> 7Y IT R R B O B M 2 3 2 [EAh & s L (F
MafH T 5EMEEE L (RIEHOZE<ox I TEROZKCRHSICE L THRE KO XEZS T
BIL THREAOXEZZTONDIEHICTHD Z DNDOEMIZTH D L), BHHIZHEY) R ALE) T
E) . EBIZHEY) 7R ALE D T E DIRHI N S T X DHIRE NS TND Z &,
Hb,

12— | BB MSI-HighZHTHZ Lo\ TiE, =&AL [ 12— | 2B MSI-HighZ AT 52 LoV TiX, =R /L

~7 (BfaTHaz) oar =4 ZW (IKE
4 MST e fE % » b (FALCO) . FoundationOne CDx

WA ) a7 7 A, Guardant360 CDx 73 A

~7 (BETHEZ) Oar X=F2ZWIE (i
584 MSI & v~ b (FALCO)) % FH W CTHERR
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RTS8 %L X% Idylla MST Test [=F L A
AF]) ZHWTHERT L L,

13— | @ERBIEAD~FI AL MIHONWT 13— |@FERBUEHO~RT AL MZONT
(%) (%)
- BUERFT R, IFARE, ITnelEsE . Ik, (b - BUERF R, TS, ITHEERE ., TR, bk
JRERN D LbND Z LR H 50T, EHMICH JRERNSLLDOND Z LR H LD T, EHMICH
BREmAZITV., BFEORELZ +0ICBET 52 BRERAELITV., BFOREL+2ICBEZT 52
& &
CSEERPHLDONDZENHLDT, RO
REOFEL EMAICHBTLZ L, £, IRO
B NER D b A IR O I EER R A
2T HEOBFELIEETL L,
RO REERHEET A RT7 4 > OWETEHT G IH % RER)
E<l) H
YR — (TR ERD) YN — (HSLTH A 0 D B )
15 == | BIVEH (BVEMERE BN 2, EEMESIE, O |16 2= | BEA (REMEME B A2, BEAEMRESIE, O

ok, Mhoe. BRBUmAARIE . Ko, /MR, &
FEO TR, 1 BBERA ., BUETXR. A2, T
=R, BALMEARE . HRRIREERERE
TERAERERE., MRESES, BEE., AIBESE,
Jibd 2% | BB 0D Bz R B | W UR A2 ZE 42 JE | infusion
reaction, /R MRS, MEKE RIEMEE. &5

REFE

k. ok, BRCT BUARIE . KGR, /MEK. E
FEoTRH, 1 BPERWF., BUEMT . ITAe. T
=K. mEAEMEIRE K. RORIRBERE RS,
TEAERERE., MRREE, BEE. RIBEE.
W 4% . BB D B2 PR | R AR ZEARE | infusion
reaction, HEERMIKMET., MERERIEMRE,

Hep s




B, WER, BEOHR, SRR, EEDORE
BOS, IReIREE, DiEEE CLEME) - 4RIK -
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HIWr9 5 Z ENEE LV, HWr2Z EDREE L,
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ERNDHDONDZENHLHDT, T
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e, Wik, BRECTRARIE ., K%, Nk, & k. sk, PR RUARAE . KRIBR. /MEK, E
FEO TR, 1 BBERW ., BUEFR. A4, HE EoOTH, 1 BBERE., BUEFE., A, HE
REREE . AP, REALPEARAE 25, HOIRARFERERR REREE . AP, M LPEREE 2%, HOIR AR RERR E |
THEAHREEE . MRS, BEE, RIEEE, THEARERERE ., MRREE, BEE. RIBEE,
Wb 2% |, B oD Bz G I | IR A2 ZE A2 JE | infusion Wb 2% . B E oD B e PR | F IR A 2E 420 | infusion
reaction, B R MKES, MEKERMEME. & reaction, HERMKIESE, MERERIEMRE, &
B, WER, HEEOBR, SEHEE . WEORE B, BER . WEORERIS, WIEREME, Ok
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BIL CTHEAOXEEZTONDRIFICHD Z BNDOFRMICHDZ L), BEHIZEY /R ALE ) T
&)L EBICHEY) 2R LE N T E DRE N S T X DIRHINE S TS Z L,
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RBERMEET A FT AV
=R~ (BETHBEE)

(BR5E4 « A7V — A REFHE 20 mg, 7P —RRHFEE 100 mg, 7P —
AR ERE 120 mg, A7V — R K EHE 240 mg)

~ FE/ N R R ~

Y2 9% 2H (4% 54 3 AKET)
BT BE
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2. AANOFE. (FRET P3
3. ERIRRE P4
4, FERIZOWNT P27
5. H&EGXREMDEE P29
6. BHICEE L THHET X FIH P33



1. IILBIC

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

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

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

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

RG L I BEIS - A TR TR 20 mg, AT Y — R AT 100mg, 4
— R EIEEE 120 mg, A7 Y — RSN 240 mg (—i%4 - =
P~ 7 (Bl FHH#z))

KRG LR DMEIHR « CIBRARE /R HETT - FRRE DI/ INHI R e
FE N (35 1T D IR Bh L

RMEERDMEROHE « <UIBRAFEEZRMELT - FRIE O I/ N iy >
W A=AV~ GBE %) & LT, 1[H240mg
Z 2 JEMIRINE S 1 0] 480 mg % 4 3 W R bE C AT 5,
thOPUEMEESA & 0P T 2855813, BF., A=A L~7
(Bl z) & LT, 110 240mg % 2 BRI X 1[5 360
mg % 3 MFFERE CAMEERET 5,
< FE/ NIRRT (2 33 T B AT AT AR Bl >
thOBUEMEESA & OOFHICRBW T, @BEF., A=A L~T
(Bl z) & LT, 118360 mg & 3 [ M C b iR
T 5, T2l &EEEIF3IEIETET S,

B I OE ¥ DRI TS




2. FHNORK. VERBF

A7 — R R ERHE 20 mg,  [FATEERE 100 mg, FAGEEE 120 mg K& OVNE S ERE
240 mg (—f%4 : =R~ T7 GEE M), LT, TARA) Lvd,) ix, /NERSES
TEMASLEAZ Ly 7 24 BT VAR e =AY —X A7 A7 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F /LHfk
Th b,

PD-1 (%, #EMAL L7z Y o o5Ek (TR, BMREK O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T ICET2ZA AR TH D, PD-1 IFHURIRRAIIIZIEEBLT 2 PD-1 U o K (PD-LI
JOVPD-L2) EfEA L. U SERICIEINES 7L B rE LT S EROEM L IRRE &
BIZFHRET L CTWb, PD-1 U W RiFHURE MBI B b O & 22 G/ 588
LTk, BMERAMEEE) LU L ZEEGMHRICI TS PD-L1 OFBLLIEOEF
HH & OMICADOHBEBFR & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66) ,
F 7o B R NE B CIXMARE TN EET DA v ¥ —T7 = a2 B~ (IFN-y)
12X > T PD-L1 OFEIANFES N, 8 L EEERRICIIT 5 PD-L1 ORI E ik o
ALEWIR & ORI EDOFBARRN & 2 & OHE S & % (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 Z @5 SE -8 ML, PUsRFER CDS Btk T Mifa o il fafs
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET D &2 OHlE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 2
AR TURRR A7 T MR O OWEFEZ BT 2HFD—2 L LTEX LT
Do

AN, FEHRBROFE R S PD-1 O iEE (PD-1 U 7 FFESHEIE) ITFEE L.
PD-1 & PD-1 U REDREEZILET S EI2XL D, BAFURFFRANZ: T MlROIE
PEAL K OV AR IR k9 2 AR TG M 2 58 5~ 5 2 & CRefci e PuiEgsh iR 4 k9
ZENHERR STV D,

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

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



3. BRERAE

1) UIBRAHEZR AT - B DI/ NRaltieE O P R X OFER - ERzgE) . KON 2)
FE/INHRE T (2 3 0T 2 I R Bh R E O K GRIRE I Rl 21T o 72 £ 72 AR RER O i & R
7,

[ 5hE]

1) BIBRAREZL LT - I8 DIE/ Rt ORF BERE & OFE R ERRE)
R S b e )

@O EAF IR (ONO-4538-05 FA#)

77 F R GO RIERE 2 AT 2 U2 B B/ IV XT3 O R &%
JE B (ECOG Performance Status 0 2 TN 1) 35 il 2 %4212, AH| 3 mg/kg % 2 H[F IR
TrRUmEE L7c, FEFHMIEE TH 5282053 (RECIST A 74 & 1.1 RIZHESL F
JHEIZ L D CR UL PR) 13 25.7% (95%(EHEHXH : 14.2~42.1%) Th o7z, 7ok, HF
AR E L7 BEMEIX 9.0% Th - 72,

© VEHMEIFERER (CA209017 #X8R) (N EnglJ Med 2015; 373: 123-35)

7T FF R e G AU FIRERE 2 AT D UIRARE/R OB H1/ IV SUIHR O R B
JEF (ECOG Performance Status 0 2 T8N 1) 272 il x4z, KX XL ZxtE L
TAHK| 3mg/kg %z 2 MG T AR EE L7z ORAIRE 135 61, RE& X'/ 137 1),
HEIREAT ORGSR, FEFHMBIEE Th 5 24 (BLF, T0S) &Wvw9H,) (FRfiE [95%
B 1%, AABET9.23 [7.33~13.27] A, NEXZFEAHET6.01 [5.13~7.33]
AHTHY FANT FEZ XM LFRIFRICAERIER 2~ LT (AYF— R
0.59 [96.85% E#E X[ : 0.43~0.81], p=0.0002 (iliffll) [JB5! log-rank #7E, A EAKUE (il
) 0.0315]),
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0.4

Probability of Survival

0.3

0.21

0.7 1

0.0+

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

AFIB¥

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

137 103 68 45 30 14 7 2 0

X1 OS OHEIENTIED Kaplan-Meier B (CA209017 REX) (EERLIh-4£EM)

(FERRF bR
O EANF TR (ONO-4538-06 5ilHk)
7T FFUR e G AL FIRIERE 2 AT D UIRARE/R OB #1/ IV U HR OIER - L
Ry 85 (ECOG Performance Status 0 J2 TV 1) 76 Bl & X512, AA 3 mg/kg % 2 M
b CARTMEE Lz, EEFHMIEE Th 28805 (RECIST A R7 4 1.1 fRIZES<
YL EIZ KD CR XU PR) 13 19.7% (95% (S5 4EX ] : 12.3~30.0%) TH o7z, 728,
FANZERE LTZBEIL 9.0% Th - 7,

© WA S IFERER (CA209057 #-%) (N Engl J Med 2015; 373: 1627-39)

7T FF R e G AL TFERERE 2 AT D UIRARE/R B #I/ VISR OIER - L
FE 3 (ECOG Performance Status 0 &L OV 1) 582 fil & xt5:12, KX FEv/L2%tRE
LT, AH| 3 mg/kg % 2 B CRERRE L7 (RAIRE292 6, RE&& &/ 290
Bl), RN ORER., EEFHMEEE Th D 0S (Pl [95%IFHEX M) 1%, AAIRET
12.19 [9.66~14.98] =7 A, F&&X&/LEETI.36 [8.05~10.68] WHTHV . KAIX K
X X B CH LR RICHBERIER 2R Lz (N — R 0.73 [95.92% 5 HE X H
0.59~0.89], p=0.0015 ({fiffll) [J@5I log-rank ¥, A EA%E (W) 0.0408]),



Probability of Survival

O -
B 00e-0

0.

0.0 1

r -~ .~ r 1~ T - - r - 1T - - 1t  T©r - T 1T ° T
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk

ARFIE

292 232 194 169 146 123 62 32 9 0
Fs% /LR

290 244 194 150 111 88 34 10 5 0

X2 OSOHEFEHTRF D Kaplan-Meierifg (CA2090573R8%) (HE/ER(L S L 7=4EM)



Probability of Survival

(PD-L 13§ BLIR LB D A 20 K V22 4 k:)

AN FETARGBR  (CA2000173858 2 INCA209057:88R) ICHLAAN BNT-BEDH b,
HEISAHAR I W TPD-L1 2 3 8 U 72 AL Y b 5 E1A (LR, TPD-L1F&HLHE ] &
V) IZEHT DIERDE LN —EOBE DT — X ZHS & PD-LIZEBLERBNTHEREIC
FRAT 24T > T2 M OV MO RIZLL T D LB Y Th o 7=,

AL it REEEE T, PD-LIORBRRKRICL S, FedZv gLt
12 U CAAKIRE COSHIER T A 2370 b7,

FER V- _EROE TIEL PD-LIZE B B1% A DA R X VR & IZIERBROME R
ThoT= (TX),

B, RV LR, RV LR L B, PD-LIORHRICL 69, AFlOZEMES
777 A VIR TH -7,

0.6 ﬂ\“a.,
0.4 - ‘»"-L-H,__H_\_H_\—‘—

’II

o
N

! |

o }

' [

°
o ¢

0.0 T T T T T T T T 0:0 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 mg/kg

108 82 70 60 48 39 26 17 4 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 : 77/108), median and 95% CI : 10.41 (7.29, 14.26) “ Nivolumab 3 mg/kg (events : 68/123), median and 95% Cl : 17.15 (12.09, 20.63)

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

2 Docetaxel (events : 93/123), median and 95% CI : 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% ClI : 0.59 (0.43, 0.82)

X3 CA209057 3RBRD PD-L1 REERF|TD OS D FRIfFITHED Kaplan-Meier Hif
(£H : PD-L1<1%DBELF. AKX : PD-L1=1%DBEEM)

@ EFELFRZE IR (ONO-4538-52 #5R)

{E2ERRIERIRIR D EGFR & s 178 RIaME, ALK @A 8 s 1Bt ) O ROST & s 1
ZMEDOYIFRARE AR HEST « I8 O FER T LRI/ INHRa e a8 550 61 (A AR NGRS 371 4
BEte,) ARG, TTERLRIANV 2T GRETHEEZ) CLF, [R_AV <7
EWH ) KOS T F BN E GTALFIRIEOOF AR G 2R E LT, REIL R0 X
~ 7 kO T F R & Gefb e L oS- (BUF, INIVO/BV/Chemo] &9 ,)
DA Ve M2 B L7z (NIVO/BV/Chemo™ Bf 275 i, st FREE 275 #1) . H [HIfiF
HrofER, FEFHIEE Th 2 WA (BLT. TPFS) &) ,) (FIfE [95%
fEHEX ] 1%, NIVO/BV/Chemo #£ T 12.12 [9.76~14.00] 77 H, *fHE#ET 8.11 [6.97~
8.54] B HTHY., NIVO/BV/Chemo X7 TR L NNRY X< T RIS T FF K25



AL FFEO O 5Tk LR PIICA BERIER 2R LTz (O — R 0.56 [96.37%
fEHEX M : 0.43~0.71], p<0.0001 (/W11 [J&5! log-rank f &, A EAKYAE (MifH]) 0.0363]1),
*1: AH 360 mg R OMLAEReE% 3 MBI CARHE Lz, (LPRiEE, AILRTIF, <2 Y
ARV N ONRN AT % 3HEBZ 1A I7VELTRR6 VA 7LVERKL, 6 171D

LR LR I AK R S Y R T OO GIC L B EFRRE b E e L L7,

100 +

80

60 - NIVO/BV/Chemoit

Progression Free Survival

T T T T
0 - 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
*TEABE 275 225 127 53 27 5 2 0 0

X4 PFS O HEENTED Kaplan-Meier Biff (ONO-4538-52 3X5%)
(EVEAIL S 7-4F. NIVO/BV/Chemo B & 3HREE & D)

(PD-L 1S ELIR IR D A M o ON22 4 1)
[EIES (A 25 AR 3R BR  (ONO-4538-527i88R) ITHAAN OB NTZEBEDT — X TS X,
PD-LIFBIRBIN R B INIENT AT o T B IMER L 2O RIFLTO LB TH

D7,

HIMEIZE L TiX, #lotBY ThoT=,
723, PD-LIOFKIRIZL 5T, AFOLZEMET a7 7 A4 VR TH -T2,

7% 1 PD-L1 ZBHRF D OS :BIBATRFOFZME (ONO-4538-52 3ER)

0S
PD-L1 % BeHRE %R HfefiE [95%CIH] NP — R
(W A) [95%CI]
. NIVO/BV/Chemo 115 31.01 [23.13, —]
1% ’ 0.76 [0.52,1.10
VoAl BV/Chemo 115 22.60 [18.63,29.44] [0.52,1.10]
NIVO/BV/Ch 155 30.78 [25.99, —
1% emo [ ! 0.69 [0.50,0.95]
BV/Chemo 155 24.67 [19.09, 29.34]

— HEEARRE, ¢ BEREA LR L LT Cox Hufl Y — REIRET L



R - b B M O R F-_E R2 )

O [EBIFEH AR (ONO-4538-77/CA2099LAFKER)

(B FIERIGIE D EGFREB AR 122 Bzt i VALK& & As TR O UIFRANGE 7 1T -
RO NMALiTERE 716 (BAARNBESOBIZETe,) 2%, 77 F 8K E2E
TLFREOI ARG ZRE LT, Al A ) o~7 (B rf#az) LT, T4
U AT End,) KOTTF TG 25 b FREE O (LT,

INIVO/IPI/Chemo] &9 ,) BEDOH MR LM% #E L7= (NIVO/IPI/Chemo™
36141, XFRR2HE3SSH) . HIRIAENT OFE R, EHEFHMIEE TH 508 (FHRAE [95%(E5E X
1) 1%, NIVO/IPI/Chemo#¥ T14.13 [13.24~16.16] 77 H . %IHHBEET10.74 [9.46~12.45]
I H T& Y . NIVO/IPY/Chemold 77 FFH A % & Te{bFiiE OO i 512k LFtEH 7
MICABRIER 27 Lz (ON— RE0.69 [96.71%[5#E X [ : 0.55~0.87], p=0.0006 (i
) [JERlog-rank &, A E/KNE (Wifil) 0.0329]),

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

*] : AH 360 mg % 3 BEIRIFRE. 1 £V A~ Imgkg & 6 R R OMLRE % 3 8RR < A
B U7z, ALZRR0RE, LA (RSE EROE UTIERE ERE) (IC S\ bsek (R R
Jit  AINKRT T FURONRZ Y ZXtE, ERFELENE : IVRTTF XTIV AT TZF R
NARNLFER) &, 3EEE LA 2L LT 2 A 2 AER LT, 2 4 2 AT, AH
FEOA BV b~ 7 % ST L,

*2 KRR RSP LR UIFERE L) (25 % | NIVO/IPI/Chemo B & [F UAbEiE % . 3 B
RIFAINELTAYA I NERL, FRFERICONTIE, 4 1 7 VO BRIEE %
IZAA P LRl RIC K D HERRRE b M TRE & LT,



-
o

o
©

o
o

NIVO/IPI/ChemoEE

e
~

0.6

0.5 _
0.4 xR e

“mreEE

Overall Survival Probability

0.3

0.2

0.1

0.0

0 3 6 9 12 15 18 21 24
Number at risk Time from Randomization (Months)
NIVO/IPI/ChemoEf 361 325 292 230 129 46 16 1 0
*f PR 358 318 259 183 94 39 12 0 0
X5 OSSO EfENTRFDOKaplan-MeiertifR (ONO-4538-77/CA2099LAFER)

(FfERLSh-8H)

@ [EBRHE S M FEEAER (ONO-4538-27/CA209227 #&5#7) (N EnglJ Med 2019; 381:2020-31)

(Part 1a)

(L EARTEIE T PD-L1 FEBLEN 1%L F79v> EGFR &5+ BaME R N ALK e
AP O YRR RREZRHETT - TR OIE/ NIRRT B8 793 5 (A ARNEBHE 89 fHila &
te,) ZXRIT, 77T T A Z G TRIEOHE G AR E LT, KA A Y
L=T7 OB (LR, INIVO/IPL) W9 ,) OFMER e E2BRE LT
(NIVO/IPI™! B 396 5, xtH2 #E 397 f51)) . ARBroO EFZEHMIEE TH 25 0S (Rl
[95% (5 #EIX[H]) (%, NIVO/IPI BET 17.08 [14.95~20.07] © H . xtIREET 14.88 [12.71
~16.72] 7 H T& Y, NIVO/IPI |7 7 F 8K % & e b F ATk LG PIICH &
IR & LTz (AN — REE0.79 [97.72%(5 #H X : 0.65~0.96], p=0.0066 (i&iff]) [J=
Bl log-rank #R7E. A E/K%E (W) 0.0228]),

*1 . A% 3 mgkg % 2 BERE., 1 £V A~7 1 mgkg % 6 8 M CAMEE L,

¥ MR (R RO IR ) ISV bRE (R R« IR TS F o U
VATTFURONT AR, ERELEE  IVRTTF IV AT TF RO A S
FER) &2, 3BME 1 VA 7L TaI A7 VERL, ERFELBEBCONTIE, 451472
VDAL EFEFREHRIT A N LF Tt RIC K BMEFERE L B ATREE L7,

10



1.0
0.9
0.8

0.7
0.6

NIVO/IPIEE

0.5

0.4 /L s
0.3 )

-+ B
o HREE R T

St A= =i

0.2
0.1
0.0

Overall Survival Probability

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

X6 OS DERAIFENTHRFD Kaplan-Meier BifR: (ONO-4538-27/CA209227 3RBX Part 1a)
(AL I T-4£H)

(Part 1b)

(L IEARTRE C PD-L1 FEBLEN 1% 2 D EGFR &5 1A REM L Y ALK @A
R FEMEOUIBRRREZRHETT « TR O FE/ NIRRT B8 550 5 (A ARNEBE 79 Bz &
te,) ZXRRIZ, 7T TFFRAZEZTCFERIEOIAE G AR E LT, KHlL7TT7F
T8 A E T EE & OPFRBES (BLF, INIVO/Chemo| &9 ,) &K OYNIVO/IPT O
BN R OV 4 & fist L7= (NIVO/Chemo™ £ 177 i, NIVO/IPI £ 187 f4i], *FREE 186
#il) . ARBRORBIKFATE B O—>Th V) BRI E D x5 T 5 NIVO/Chemo &
KREFED PFS (HR L [95% (5 HHX fHT]) 1%, NIVO/Chemo #£ T 5.55 [4.63~6.90] %7 A |
XITHRHET 4.70 [4.21~5.59] B A TH Y, NIVO/Chemo 1177 FF8A| 2 & T ek 1k
X UREH IS A BRIER 2R L (O — FEE0.73 (D [97.72%f5#E X FH : 0.56
~0.95], p=0.0070 [J&H log-rank fRiE, AEAKHE (W) 0.0228]),

E. BRI R CTH DA, FERA R ONIVO/Chemot: & it FREEDPFS D/~
— REb [95%fE8E XM ] 1%, R LR T0.94 [0.56~1.56]. FERF R T0.66 [0.49
~0.90] TH-o7=,

*1 LSRR & OBFRITC, AHI 360 mg & 3 TRV C AU EE L7z, (LiBid, M (RS L
i SATIER O BECEE) (IR SWe b EiE (R LR IVRT T F IR T FF R
FhyaEy HRELRE  AVRTTF NIV AT TFURORA FLFE R) &, A
FEICXI D 3EMAE I A 7L ELTAI A 7 AER L, ERFELEEIZONTIE, 431271
DAL FIEERBICAR L O R b Lt RIS & 2 MRk b TR & L7z,

11



1.0 N

209 }

£ 08

£

[<]

£ 07

< 06

Z

& 05 NIVO/Chemo#

Q

204

=

§03

202 N .

ED 1 5 ~""‘>.___ H\_‘—‘——\

£ 0 S FRHE ST - o TSI

000 4
T T T T T T T T T T T T T T
0 3 6 9 122 15 18 21 24 27 30 33 36 39

Number at risk Time from Randomization (Months)
NIVO/Chemo®$ 177 135 73 48 37 29 19 15 10 10 7 4 1 0
TR RE 186 121 57 22 18 13 8 6 5 3 0 0 0 0

7 PFS ORAEMRHTIRFD Kaplan-Meier Bift (ONO-4538-27/CA209227 3Bk Part 1b)
(EVEBIL S 7-2£F, NIVO/Chemo & & X FREE & D HER)

F7o. HEFERRERR ST SN o7 b OO, PD-L1 RN 1% 0 BE
(23T NIVO/IPL BE & 5t HREED OS (A [95%(E 48X [#]) 1%, NIVO/IPI BE T 17.15
[12.85~22.05] 7 H . *HBEET 12.19 [9.17~14.32] B A TH Y . NIVO/IP1 L7 T FF
BIHN 2 G T efb PRI O LIER A 28 Lz (O — R 0.62 [95%(5HEX ] : 0.48~
0.78]. BRERMZ2MRATHRER) .

12



2) FE/NHERE A 2 3T DA RTABIR L
O [EEILFEE B (ONO-4538-55/CA209816 #&ER) (N Engl J Med 2022; 386: 1973-

85)

BRI B (S 4 cm DLE) . I SUXIMA OFE/ Nt O R EE" 358 4
(EARANBE 68 Bl & Ete,) RtRIC, 77 F A Z &b FHREO G5 % xR
&LT KA & 77 FF 8K 2 Gb Rk e OB S (BLF, INIVO/Chemo] &\

9.) DA VL2V Z R L2 (NIVO/Chemo™ BE 179 41, %HRZ#E 179 #1) . HH

%ﬁ®ﬁ%\IE%%@E®*OT%6%4N/F$@%%(HT\mmjkwoﬂ

(FFIE [95%f5#E X[ ]) 13, NIVO/Chemo R£C 31.57 [30.16~HEEARHE] 7 H., xtha
RET 20.80 [14.03~26.71] 7 H T& Y . NIVO/Chemo 1% 7 T FF HH| 2 & T i FRIED
GG LR AMICE BRIEE 2R Lz (NP — R 0.63 (i) [97.38%(5 48
XM : 0.43~0.91], p=0.0052 [J&%H! log-rank Fi7E. A E/AKUE (HHE) 0.0262]),

*1 : BRI #A1E American Joint Committee on Cancer (AJCC) /Union for International Cancer Control (UICC)
TR (7D TS,

EGFR BT E RGBT ALK A BEFHMETH D Z L AR SN TV D REF TR L L,

*2  {LEERRTE L OBEC, A 360 mg % 3 MM TROC 3 YA 2 VSR Lo, (Lt
MU (R RO SUEIER T LR (ST bR (RE LR - v AT T F L RO
LAVEEY, MIANVRTZF RO ) XL, FRFELEE: VAT T7F U RORA b
Lt R, XEHAVRTTFLROAY Y ZF1L) &, MEHEC LD 3 BHECRA 3 3
AU NVER LT, AT TF AT DERMER RN LI S B E I, IVRTFFuic
EHAREL LTz,

*3 AR (RF RO IR EEE) IS S WAL Rk (RE RN . v 27T F L RO
LVAEY VAT TFUROE ) LAY, VATFTFURRREZ I, EIHALERT T
FURONRZ D HXEN, FRELRE : VAT TFURORA MLFE R, VAT TF RN
/LY, VATTFURDP RS XL, IHVRTTF RO 7 ) ZxEL) %28
FRHEIC L0 3 R R 3 VA 2 VE LTz, v AT T T KT B ARMEA R LRI
SNFHAITE, INVKRTTF U AERTREE Lz,

13



NIVO/Chemo#¥f

o

Event Free Survival Probability
g2 €
é;n
&

01

06 0 s R D R a8 0
S Time from Randomization(Months)

NIVO/Chemo#f 179 151 136 124 118 107 102 87 74 41 34 13 6 3 0
X HREE 179144 126 =109.0.94 - §3ec sy gl 152 wwdG s 2d a3 i) e dre 0

X 8 EFS O Ef#HTED Kaplan-Meier Hi## (ONO-4538-55/CA209816 3RER)
(EEAILENT-EH. NIVO/Chemo B L X HREE & D )

14



[Zcrt]

1) BIBRAREZR AT - BRI DI/ NHfatifE  OF LB & OFE R L B)

(R R )
OEWE I AHRER (ONO-4538-05:45R)

HEFESIL 33/35 6 (94.3%) TR B,

KA L ORRBEFRNEE TS RVAEFF

G213 24/35 il (68.6%) (ZiB8 H ALz, BN 5% EORIERIZI TR LBV Tho

77
F2 RHERNP5S%ILOBIER (ONO-4538-053ER)

PRERIRSHE BiE (%)

HARFE 35 4

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

2 ifn. 2 ( 57 0 0
N G i B

B Lo P IR AR 2% 2 ( 57) 0 0
B P

T 2 (57 0 0
L 3 ( 86) 0 0
—fk - RHEEL LU SHMOREE

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

W AEUE 2 ( 57 0 0
B IR iR

TANRTGXUBT I ) b T AT 27— BN 2 ( 57 0 0
M7 V7 F ok AR F - —E 2 (57 0 0

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

KT 2 v E 2 (57 0 0
BAHR 5 (14.3) 0 0
AR X O ARk R

B EfivRg 2 (57 0 0
PR R R TR

RIS = 2 — /T — 2 (57 0 0
RO AR, B ESs K OMERR

il £ i 2 ( 57 0 0
B $ KOV PRk

SIERR R E 2% 2 (57 0 0
HLBE 2 ( 57 0 0
B 5 (143) 0 0
R INIRZ N2 2 ( 57 0 0

ek, VRPN E 2 ] (5.7%) . K

T v NLU—IEERESE) 341 (8.6%) . ITHER

- HEO TR 261 (5.7%) | fhERREE (F

EFEE 2 1 (5.7%) . HURBAMERERETE 3

(8.6%) . FIIFEHRAERETE 14 (2.9%) . BHERERESE (JRANE RMER %) 161 (2.9%)
K N infusionreaction 2 5] (5.7%) 23388 b7z, £7-. BEEOREEE (FEREIRGE

15



e, ZIRALHE, BUCMAS) | TIROGRIERER . 1 TBRRA . Rk, TSI,
Wik - BAISEZE . 2 & 5 A OULR AR BB T2, AR BRI B
% (ERREMRN 2 AD) &EDRIERETT,

QA MAHRER (CA209017:85%) (N Engl J Med 2015; 373: 123-35)

BEFGIIAFIRE 127/131 6] (96.9%). R& & Fw/LEE 125/129 ] (96.9%) (2788 &
AU, A E ORREBEEDGE TERWAEFFRILT76/131 il (58.0%) (258D bilz, F
BN 5% EORIERIZT TEDO LB THoTz,

F3 FEEARP5%LULEOBMER (CA209017 3RBR)
H% (%)

BRI R I
=h.
(%:SI;EI;A/J ver.17.1) 131 f1
o 4 Grade Grade 3-4 Grade 5
A2FIER 76 (58.0) 9 ( 6.9) 0
EL
T 10 ( 7.6) 0 0
L 12 ( 92 0 0
—% - EFEES OGO ORRE
HE T HE 13 ( 9.9) 0 0
I 57 21 (16.0) 1 ( 0.8) 0
R L O RE
BAR 14 (10.7) 1 ( 0.8) 0
B R L O A HRRESE
B iR 7 ( 53) 0 0

7, HVEMEMEE 6 B (4.6%) . KRIBK - HEED THI 11 61 (8.4%) . FhkFEE (%
T v NU—IEGERES) 1361 (9.9%) | IFHERERETE 4 1 (3.1%) . HUIRMRHERERET 5
(3.8%) . BEHREREE (RMEMEMEE X% 461 (3.1%) . EIEMMEIIE 141 (0.8%)
J O infusion reaction 1 5] (0.8%) 73i8 Hilz, F£7o, HEEOKZEREE (FEARIRE
fERE, ZTEALEE, FRHIES) | TERARHAERETE. RIBEmRE. 1 BUERP ., PEX,
e - BERES . 5 E D IR L OB RITFRD D le o 72, AREIVEFA S BRI TR

% (RREMRT 2E5T) 2E0EHEREZRT,

(FER TR
OENE TR (ONO-4538-0676k)

HEERIX 75/76 i (98.7%) 12RO BV, AF L ODRREARNEE TCE VW ER
5213 64/76 5] (84.2%) T3 BV, FHHLEN 5%LL LORWEMIITRDO LB ThHo
776

16



#£4 BHBNR5%LL EOFEIWER (ONO-4538-065\5%)

FRE RIS BilE (%)

FEAFE 76 15

(MedDRA/J ver.17.0) 4= Grade Grade 3-4 Grade 5
2RI EH 64 (842) 16 (211 O
N 3 i i

AR A RE AR T 7 (92 0 0
B EREE

5 5 ( 66) 0 0
T 4 (53 0 0
TN 8 (105) 0 0
AN 4 (53 0 0
I - 4 ( 53 0 0
— % - REEER L OB GEA O RRE

I 57 9 (11.8) 1 (13 0
TR 11 (14.5) 0 0
FEEL 11 (14.5) 0 0
HRPR IR A

U SERHE D 6 (79 2 (26) O
Rt L O EE

KF MU U A E 4 ( 53) 2 ( 26) ©
BEXONIBIES 11 (145 1 (13 0
PR R M

FEMED F 4 ( 53 1 (13 o0
MR, MAERFS K OViEhRF

R A 4 ( 53 2 (26 0
R F KO TRk

% O FEIE 6 (79 1 (13 o0
B 11 (145 0 0
RINIR SN 4 ( 53 0 0

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

O/ MARFER (CA209057 745k) (N Engl J Med 2015; 373: 1627-39)

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

17



&5 FEBRYP 5% EOBUER (CA209057 FRER)
p—
BEAIA e
=h.
(%ZEE)EII?A/J ver.17.1) 287 {1
o 4 Grade Grade 3-4 Grade 5

2REIEH 199 (69.3) 30 (105) 0
e laRA =

FER IR R A T JiE 19 ( 6.6) 0 0
B IEREE

T 2 (717 2 ( 07) O

LD 34 (11.8) 2 (07 0

Mg - 15 ( 5.2 0 0
—f - EFEER L OREHBAORE

)9 29 (10.1) 1 ( 03 0

I 57 46  (16.0) 3 ( 100 0
Rtk L O S

RAHOE 30 (10.5) 0 0
AR X OV ARk

B EiivR 16 ( 586) 0 0
B4 KOV ARk

% 9 24 ( 84) 0 0

W5 27 ( 94) 1 (03 0

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

% (ERREMREZAD) &GDEIERETFT,

QEFRHLF S MAHEER  (ONO-4538-52 7R)
AEFZIIAAOH (NIVO/BV/Chemo) #f 271/273 5] (99.3%) . xtHR#EE 275/275 15
(100%) (258 HT=, AFIGEH (NIVO/BV/Chemo) & DK FBMRNGE TERNE

FHGTL 269/273 B (98.5%) IZFR&D B LTz, FBEN 5% LORIERIZTTERD LBV

Th-oT,
£ 6 RBENS%LEORBIEH (ONO-4538-52 3B%)
B i ; H% (%)
ﬁ%gﬁiﬁﬁ AAIDFE (NIVO/BV/Chemo) R
™ 273 14l

(MedDRA/J ver.22.1) 4> Grade Grade 3-4 Grade 5
2RIEH 269 (985) 200  (736) 3 ( 11
Rk K OV T ALk beE e

i B 143 (52.4) 0 0

3 81  (29.7) 13 ( 48 0

Z 9 FEIE 48 (17.6) 0 0

BER BB 30 (11.0) 12 ( 44 0

18



Bi%k (%)

B ZNH
- gﬁi]’ i KAIDE (NIVO/BV/Chemo)
. 273 4
(MedDRA/J ver.22.1) 4 Grade Grade 3-4 Grade 5

SUERRR 2% 19 ( 7.0) 1 ( 04 0
PR R

RIEMERER = 2 — R — 120 (44.0) 3 (11) o

K= 2 — a8 F— 59  (21.6) 1 (04 0

SN 32 (117 0 0

B 15 ( 55) 0 0
7R

I HRER B 116  (42.5) 87 (3199 0

H i ERE R 93 (34.1) 40 (147) 0

iR 59  (21.6) 6 (59 0

TANRTXUBT ) N T U AT =7 —8HN 24 ( 88) 2 (07) 0

TI=T I NI AT =T —PHN 20 (73 3 (1) o

7 v F =8 16 ( 59) 1 (04 0

RERD 15 ( 55) 0 0
B EREE

{550 85  (3L1) 3 (11 o

LD 68 (24.9) 3 (11) o0

T 50 (18.3) 5 (18 0

A% 50  (18.3) 2 (07 o0

A 21 (71.9) 0 0
MK LR o REE

=il 78 (28.6) 15 ( 55 0

I R ER R E 53 (19.4) 43 (158) 0

FEENEAT P BRI E 43 (158) 41 (1500 1 ( 04)

i BRI E 26 ( 95) 13 ( 48 0

I/ IR i 18 ( 6.6) 4 ( 15 0
AR X O ARk R

B EiivR 69  (25.3) 0 0

7 P9 66  (24.2) 0 0
—fik - REEEL LU SEMOREE

TR 68  (24.9) 1 (04 0

FEEL 40 (14.7) 2 (07 O0

9 57 19 ( 7.0) 2 (07) o0
RO ER, B ES K OMHERR

g 43 (15.8) 0 0

LoD 34 (125) 0 0
R L O REE

AR 81  (29.7) 8 (29 o0
A8 P

5 1ML 65  (23.8) 37 (136) 0
Bk L OUR KR E

EHEPS 65  (23.8) 13 (48 0
N 3 i

AR A B AR T E 26 ( 95) 1 (04 0

R B p RE U 15 ( 55) 0 0

BB R RE A4 14 (5.1 4 (15 0

7ok, MPRRBEE 211 1] (77.3%) . REEGTRURIE/ I 4 X5 —02 f5] (33.7%) . EER
MK FEE 43 151] (15.8%) | FUIR RS RERSE 22 39 1] (14.3%) | HJE D 2 &2 36 1] (13.2%) |
fTtererE=s 35 5] (12.8%) . BHFEREREZE 20 5] (7.3%) . EVEVEMZE S 19 1] (7.0%) .
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KRG« /N2 « BEREE D T 19 5] (7.0%) | BB HERERR S 14 51 (5.1%) | infusion reaction
13 i (4.8%) . THE(BEREIES 5 61 (1.8%) | izt 4 i (1.5%) . Ll 4 51 (1.5%) |

1 RUBEPRI 3 61 (1.1%) . FRARMARZERAE 3 1] (1.1%) . A LMEARE S 2 61 (0.7%) .
WEge 2 51 (0.7%) . FFZ8 141 (0.4%) M OVESSHIM 1 61 (0.4%) AFR® bivlz, F7z,

BIEFFEEAE, OR. BUEATZR. A4, Bbk - Bk, MERERIEMEE, MitZ, 5
E 9 ESR . IRIFEREE K OMEFLIZRRD DRy o T2, REWERRBLRDLUIES#EF S (K
RAERE 2 5T) 2B 0ENERE =T,

O b R M O R - B Rz )
OE BRI FEFH AR (ONO-4538-77/CA2099LA &5R)

HEFELIIAAKOH (NIVO/IPI/Chemo) #f 355/358 5 (99.2%) . XIFEHE 341/349 {3

(97.7%) 12RO BT, AFIFEH (NIVO/IPI/Chemo) & DOREBMEZNGE TERWEA
EHEGT 322/358 il (89.9%) IZRRD HALTz, FEBLEN 5%LL EORWERIZTTRD L0
ThoT-,

#£7 FRBBP 5% EOBIER (ON0-4538-77/CA2099LA FR5R)

o N FE (%)
Eﬁi’jﬁzﬁﬂ K AHAIBE (NIVO/IPI/Chemo) B
S 358 il
(MedDRA/J ver.22.0) 4 Grade Grade 3-4 Grade 5
REIEM 322 (89.9) 159  (444) 1 ( 03)
MR LY R REE
i 80  (223) 20 ( 56) 0
T BRI iE 35 (9.8) 22 (61 0
A s
RO A RE T LA SE 27 ( 75) 0 0
FCR IR AR AR T E 52  (14.5) 1 ( 03 0
IR
{5 32 (89 0 0
i 73 (204) 14 (39 1 ( 03
L 94 (26.3) 5 (14 0
Mgk - 47 (13.1) 6 (17 0
—fik - REEER LU G OREE
1 9 73 (20.4) 3 ( 08 0
957 59  (16.5) 8 (22 0
FEEN 20 ( 5.6) 0 0
IR IR A
TI=rT I NIRRT =T BN 23 ( 6.4) 3 (08 0
77— 18 ( 5.0) 8 (22 0
TANRGXUBET I ) b T AT 2T —BHIN 19 ( 5.3) 4 (11) o0
Y R—EHIN 18 ( 5.0) 13 (36 0
R L O EE
BAGHOR 56  (15.6) 4 (11) o
RSB E & OV Gk
A& 26 (7.3 1 (03 0
7 IR 18 ( 50) 0 0
MR, HESES & OMithR RS
fififig ¢ 19 ( 5.3) 5 (14 o0
R X O T ARk
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B (%)

aagﬁiéaiﬁ AAIGEA  (NIVO/IPI/Chemo) #E
i 358 {3
(MedDRA/) ver.22.0) 4 Grade Grade 3-4 Grade 5
JEAE 32 (89 3 (08 0
Z O PEIE 66 (18.4) 3 (08 0
X5 64  (17.9) 5 (14 0
RINIR N 18 ( 5.0) 5 (14 0

7k, FURIRPERERSTE 74 B (20.7%) | FREREETE 51 61 (14.2%) | RERCTELARAE/
AT —50 5] (14.0%) . FFHEREREE 48 B (13.4%) . KAGZ - /IMEZ - HE D T 26
Bl (7.3%) . BHERERET 25 5] (7.0%) . BEORERE 2161 (5.9%) | FEMENZER
19 % (5.3%) . infusionreaction 17 %5 (4.7%) . RIEHEREREE 12 4] (3.4%) . T HINHE
REREE 7 61 (2.0%) . DMEBETE 7 61 (2.0%) . AFZ& 661 (1.7%) . %R 461 (1.1%) K&
OFRARMARZEARSE 1 6] (0.3%) 258D biz, £/, EIEMFESE, Ok, ik, 1
RUEGRIp . AR, REALMENBAE 6. Mk - BEMBEA . SR iikieds, mER & IEGRE,
FEEE, S E 9 RS, MR H I & OYEFLIZRRD Sz h o 1o, ARRIVERZEBLR X B
% (RREMRT 25T) 2E0EHEREZRT,

@ EFELF AR RER (ONO-4538-27/CA209227 7kBR)

(KHIE A Y L~T OO HEE)

HEELIIAROA (NIVO/IPD) £f 568/576 5] (98.6%) . *IHREE 554/570 %1 (97.2%)
(IZRBD b, AFIGEH (NIVOIPD & ORBBERNPEETE RVAFFRIT 442/576
BBl (76.7%) ([ZFBD BTz, FBEEN 5% EORIERIEITEO LB ThoT-,

#£8 FEHERP 5%LULDOBIER (ON0-4538-27/CA209227 3Bk Part 1a X O\ 1b)
B% (%)

Ll LNH
ﬁi’jﬁiﬂ M ARAIBEA (NIVO/IPL) Ff
S 576 il
(MedDRA) ver.22.0) 4 Grade Grade 3-4 Grade 5
EIEM 442  (76.7) 189  (328) 1 ( 0.2
Al
FRR B R T SE 48 ( 83) 0 0
FRIR B REAK T 72 (12.5) 2 (03 0
BB
T 98  (17.0) 10 (17 o
L 57 ( 9.9 3 ( 05 0
—fik - REEER LU G OREE
e 9 59  (10.2) 8 (14 o0
i 83 (14.4) 10 (17) o0
FEEN 43 ( 75) 2 (03 0
ERIR IR AT
TI=T ) NIRRT =T 52 ( 9.0) 19 (33 0O
77 —EH 36 ( 6.3) 17 (300 0
TANGEXUBT I N AT 2T —EBEN 56 ( 9.7) 18 (31) o
U R—B 8 43  ( 7.5) 23 ( 40) O
R L OeEEE
BAHER 76 (13.2) 4 (07 0
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B (%)

L ZNH
ﬁgjﬁi]’ i AFIDEFA (NIVO/IPI) #E
Y 576 1
(MedDRAV] ver 22.0) 4 Grade Grade 3-4 Grade 5
RSB K OVE S ik
BA &R 29 (5.0 4 (07 0
MER R, MERFs X OMithm R
Jitilig 2& 41 ( 7.1) 16 (28 0
Bl 4 KOV T AE kbR =
P S Wz 31  ( 54) 1 (02 0
% O PEIE 82 (142 3 ( 05 0
5 98  (17.0) 9 ( 16) 0
BRI Bk 5 39 ( 6.8) 9 ( 1.6) 0

7%, HURMRHERERRE 115 1] (20.0%) . FRERERESEE 91 ] (15.8%) . fh#ckRE: 51 1
(8.9%) . FHVELMENGPE 50 1] (8.7%) . BEAUHEAFAE/ X AT —38 il (6.6%) . HEE
DGR 27 B (4.7%) . KIBK - /NMEJ - BEO THI 25 1] (4.3%) . BEHERERS 25
5 (4.3%) . infusionreaction 23 {5 (4.0%) . TEEMAHEREMRET 19 ] (3.3%) . EIFEHGE
[ 19 il (3.3%) . NPk 13 1] (2.3%) . Lofidlwds 9 5] (1.6%) . ek 6 5l (1.0%) .
1 AOBEIRIE 4 51 (0.7%) . S E MK 2 5] (0.3%) | Lz 161 (0.2%) . ik 1 fi
(0.2%) . Mgk - Bl 161 (0.2%) K OFHIRIMLIEZERAE 161 (0.2%) 23388 bz,
Fro. BIEMEGE, TS, i bPEIRE 28, B A M iklss, MERE AEMRE, fkL.
FEESE H 1 Ny OSEFLIZRR O B L7220 o T RREMERFBURDUIBIE RS (FRR AL
rEte) aHUEINERE T,

(KA & 7 Z FF 8K 2 G F9RE & OO S (PD-L1 %8BI 1%A0 0 BEHEH))
HEFELIIAFIGEH (NIVO/Chemo) F 172/172 511 (100%) . 5t FREE 174/183 151] (95.1%)
3R BTz, AFIHEH (NIVO/Chemo) & DK FEIE NG E TE RWAEFHSLIT 159/172

Bl (92.4%) (2D BT, FBEEN 5% EORERIZITEO LB ThoT-,

F9 FHBRS%LULOREIER (ON0-4538-27/CA209227 #5k Part 1b)

B e /A BilE (%)
ﬁgjgz;ﬂ H RAIDE (NIVO/Chemo) T
i 172 51
(MedDRAA ver.22.0) 4 Grade Grade 3-4 Grade 5
EREIEH] 159  (92.4) 96 (558) O
MK LY R fEE
2 i 70 (40.7) 30 (174) 0
I P ERIR A IE 41 (23.8) 23 (134) 0
M /IR IR iE 17 (99 7 ( 41) o0
Elol
{51 38 (221) 0 0
T 17 (99 2 (12 o0
CIATIN 67  (39.0) 4 (23 0
A% 14 (81 1 ( 06) 0
M 26 (15.) 4 (23 0

—f% -« EHFEER L OB G ORE
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Bi%k (%)

It ZNH
ﬁgjﬁz;” o ZAIDET (NIVO/Chemo) R
" 172 451
(MedDRA/J ver.22.0) 4 Grade Grade 3-4 Grade 5
e 18 (10.5) 1 ( 06) 0
9 57 43 (25.0) 8 (47 0
TR 9 ( 5.2) 0 0
FERE D S SE 10 ( 58) 0 0
A 7 9 ( 52 0 0
FEEL 12 ( 70) 1 ( 06 0
BRI AL
TI=2T ) N TUART = 7= 16 ( 93) 5 (29 0
77 —EH 11 ( 64) 4 (23 0
TANRTGXUBET ) T A7 =7 —EH 10 ( 58) 1 ( 06) 0
M7 V7= 8N 12 ( 70 1 ( 06) 0
A R ER B 27 (15.7) 17 (99 o0
IRANT e 21 (122 11 ( 64 0
I 1 BR A 15 (87 9 (52 0
Rtk L O EE
BAIE 39 (227) 4 (23 0
FEE 3 K OV PR ARRE
O PEIE 15 ( 87) 0 0
5 26 (15.) 1 ( 06) 0

7R¥s. ARRRRETE 26 1 (15.1%) . BREUHRMARIE/ I A T —22 5] (12.8%) . JITHERE
bt 20 4] (12.2%) | HURBRFERERSE 16 61 (9.3%) . BEHREREE 14 41 (8.1%) . [H]
BEVERRE 8 B (4.7%) . RIBE - /MK - EEOTHIS B (2.9%) . LMEbEE 5 5
(2.9%) . infusion reaction 4 {5 (2.3%) . FEEDORJEREE 2 #] (1.2%) . L% 14
(0.6%) . f7c 161 (0.6%) . 1BUBEGRSE 1651 (0.6%) . AFZ5 161 (0.6%) . BIlFEHS
AEREEE 1 6] (0.6%) M OERIRMARZIERAE 1 61 (0.6%) ARH LT, Fo, EIEF K
TE, A4, BEEPERRAE K, TEAMERRREE, MK - fiRR, EE2MRMEE, M
ERERIEMERE, AERZ. BER. S E MK, MBI VEFLITERO bivenoTz, &
RIERZRBURILIIBE RS (RRRAEMERT 2 5T) 23RS RERT,

2) FE/INHERE R 2 36 0F D ARl B Ik
OERILFEZFEMAHFER (ONO-4538-55/CA209816 #5x)

ITRTABFRIEHIC I 2 A EFEFSR NaTHBRIEO IR G-) b i 5% 30 HLL
PSRBT U 7= 5) 1 3AAIGEH  (NIVO/Chemo) # 165/176 51 (93.8%) . *IF#
B 173/176 1511 (98.3%) (258D BTz, AFIPFH (NIVO/Chemo) & DIKIREARAEGE T
TRWAEERGIT 147/176 B (83.5%) (258D Hivlz, FELED 5%LL EORIWERIZ T
DEEBHTHoT,
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#10 FEHEEHN 5% EOBEIER (ONO-4538-55/CA209816 3AER)

e

B IN3
BT A (SIVOChone) T
(MedDRA/] ver.25.0) 4= Grade Grade 3-4 Grade 5
2RIEA 147 ( 83.5) 63 (35.8) 0
Mg LY o _REE

2. 41(23.3) 5( 2.8) 0
H BRI E 17( 9.7) 2( 1.1 0
I ER R I 30 (17.0) 19( 10.8) 0
B ke

5 37 (21.0) 0 0
T 10( 5.7) 1( 06) 0
L 58 (33.0) 1( 0.6) 0
Mg - 15( 8.5) 2( 1.1 0
— % - EFEER X O G OREE

HE)E 16 ( 9.1) 2( 1.1 0
95 97 22 (12.5) 1( 0.6) 0
(=Y 25 (14.2) 1( 06) 0
AR AR A

w7 V7 F =8 12( 6.8) 0 0
I HRERER D 26 (14.8) 13( 7.4) 0
IR 14( 8.0) 3( 1.7) 0
M i R 13( 7.4) 3( 1.7) 0
AN PSRNON S i s

BN RIS 30 (17.0) 2( 1.1 0
PR E

Ktk = 2 —r RF— 11( 6.3) 0 0
M gR. MOEnds X OMiEfmpEE

Lo b 12( 6.8) 0 0
KRG H KOV TRk b

B SE 17( 9.7) 0 0
W5 23 (13.1) 1( 0.6) 0

7R¥3, APREREE 30 1 (17.0%) . BEESUTHBMARIE/ X A F—23 f (13.1%) . ATHERERE
F 14 4] (8.0%) . EHERERET 13 # (7.4%) . infusion reaction 10 i (5.7%) . HURR
BEREREE 9 B (5.1%) | HE DK 4 41 (2.3%) . FEE Mkl 341 (1.7%) |
P MR R 2 1] (1.1%) | (OlERES 2 41 (1.1%) KOVKAGR - /MER - EEO FHI 1
Bl (0.6%) MWD LT, Fo, BIEMIEME, OAE, R, LIBERI, BIEF%.
A4, o, BE(LMERRAE 26, T RAMREREE . RIBRRER . MK - BEK. ki
FRIERRSE, MEREAREMEE, M. WER, BEOHRK, SEIHME. RIFREE, HEEH
1% OYBEFLIZFR D B h o 1o, REMEHZBUIRILIIBE RS (MR AE R T 25 r)
EEDEFRERE R
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[ - HiE]

AR OREAEYBETT L ZFHA LY 2 2 b— 3 42k v, KK 3 mgkg (K
H) XX 240 mg % 2 JARIEINGE TG LIBROARR O Mg iR EN S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL. AH) 3 mgkg %G LIZBROBREE & & i
LTREZRT ETHENTZb DD, ARNBFICBO CARER RIS TV D H
% - & (10mg/kg % 2 B CRE) CAAIZ G LzBEOugE & & ik LR H
o LRSI (FR) AT BEOFBEICE T 527 —Z 15 E | KA 3 mg/kg
(REE) 0% 240 mg % 2 WG CHG- L 72 BROARRF| OBRE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% BSOSV TREIT DAL AE R,
FRROAE - HEOM THEMER L SMEICAME R 2RI E PRl SNz, £, 3
NIRRT BT IZ BT 2T — XD M LR BE UG ET VEFIH LT, AAl 3
mg/kg (2 MG CTHE) . 240 mg (2 BN CTHE) XX 360 mg (3 # M HIE T
H) LAY A~T 1 mgkg (6 BRI TERYS) 208 LIcBROZ M Z Mt Lo
K. FROME - HEOR CREM TR ER TRV ETRIESNTZ,

K1 FAOKYBE T A —F

- R Cinax Chind14 Cavgdi4 Cinax.ss Chminss Cavess
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)

3 meke QW (35-2 .760-8) (10.17?'264.5) (17.21‘,";3.9) (75.1)1,3171) (27,612,'107) (42.717,'?27)

240 me Q2W (513%Z03) <15§3§Zfﬂ (25i?i78) (10&?254) (41%2?58) (62a?%87)
10 mg/ke QW (14;?;19) (5131392) <7933§14> (33??232) (18i}§13) (23§7§86)

FOE (5%48,95%50) . Q2W : 2IEREIEIME. Cmax : FIEIH 5-9% OF @ MLIE TR, Cminais : IR 51414
HBIZB T B HARMIE P IRE ., Cavears : FIEHEEH£ 140 H £ TOFEHMIEPIRE ., Craxs : EHIREEICE
2 B IMIEFIREE, Cmings : EFIRRBICK T D HRARMIE T IRE, Caes : EHFIRAEIZITT D FMiEH
R

T, AROREMEDEEET L EFIH LT I 2 b—2 3 2L 0, AAI480mg
% 4 BB CE G SUIBEARE O Mk - &S TG U72BRO AR O i iE i EE 23 et
STz, ZFORER, AH 480 mg % 4 BFRRR TG LB EFIREIZI T 2 i
THEPIRE (LLTF. [Cagss) &9, ) 1&, AHAI 240mg % 2 B fEIfEIIE TG L 72BRD Cavgss
EHFRT o TS (FR) . £70. AH1480 mg % 4 HRHFWR TS LICEREOE
ARSI D mIETIRE (LA, [Crass) VM2, ) 1. &K 240 mg % 2 8 fH]
kA CTHEG LT2BRD Chraxss & LR L TEMEZ R T & TlISHZ b OO, HARNBREICE
WTARMENHER SN TV D M - FI&E (10mglkg % 2 BRI TG TAA 25
L7oBED Craxss & HlR L CTIRMEZ "3 & TRl (FFR) . Max T, #EomEiEIzs
J 5T —2ICHESE AHI3mglkg ((KHE) £721%240mg & 2 HEFME, & L < TARH
480 mg % 4 NS CT& G LB AR OBRGE R & A0 ST Ze a0k & o B & gt
T HRBEOGE T VORI, YL O W TRMM bR, ERRo Mk -
B DRI CHIMER V22V 2RIV & Tl S 7z,
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K12 ARORYEE T A —F

- Crnax Cmind2s Cavgdz2s Crnax,ss Chnin,ss Cavgss
(pg/mL) (ng/mL) (ng/mL) (png/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 '760-8) (16-25750-3) (21.321 '4(1)3.9) (75.%){3171) (27.612,'107) (42.717,’?27)
HOme @2 | s 1-712"103) (23-33?.539-0) (30.‘5'670.9) (105354) (41?57,'21358) (62.11(,)9187)
480 mg Q4W (103207) (15.25?17.4) (37.?)?;)4.8) (14?,1 §36) (27.751,?37) (62.11(,)9187)
10 mg/kg Q2W (14é,9§22) (86.959,'?32) (10},1 ?48) (32;,9225) (18421,1 §03) (232,7277)

TRl (5%, 95%41) . Q2W : 2 ARG, QAW : 4 JERIRINE. Crmax : HIEIHE 514 0D f i M7 P |
Crinazs : FIEI$E 5% 28 H HIZI51T 2 FARMIE TR, Cavgazs : HIHI# 5-1% 28 H H £ TOFEMIE =

J& . Crmaxss : EHFIRIBIZIT D& MIBHIRE, Crminss : EFIRIBIZIT 2 BARMIEPIRE, Cavgss 1 E R
HBIZ 51T 2 24 I3 v e B
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4. FEFRIZOWVWT

AR OG- @O 7 BE 22 - FE L, AF OGS Y EEREERZBEL LT
BRIZKHET 2 Z ERMER D, LFOO~Q@DFT X T &z skl THEHAT
REXTHD,

O MEFRITHOWVT

D1 Fio (1) ~ (5) OWTNITEY T D THDH I &,

(1) BEAFBRENEET 503 A2 REEEILSRBES (FGEF R A BRI AR
Hitek A3 A B2 LI RURE . MU A A BRI 7R &)

(2) FrERERERDE

(3) HBENTEAEDFEE T D 0 ABHEEEHPT (03 AR ERibT. 23 AR
IR, A AR )

(4) I RALFRIEE 2 RRE L, SRS L FIRIEZRR 1 USRI L A2 R R
2 Ok FEAEITSR D R H & AT > T 2 fiak

(5) PUEMEMEE AL B BEINE O e s K EIZAR DR 21T > T D Jifiak

O-2  fifieE DAL FHRIE K ORI E R FE S O XIS A-43 72 Fnidk & B8R 2 R EAT (FRO
WFINZREE T D ERN) 23, HE2REEORANCET HIEROEEE &L L TREIH
TnnHZ L,

*

o [EHihFFEEE 2 EDOPHIHME ZME T L7212 5 4ELL ED D ATRIED BFRIHE %
{THoTWAZ &, Hbh, 28D R, PARMIRELE T L LI BREEZOHHE 2
{ToTWVWBHZ &,

o [ERIRFFESE 2 FOPINMEZET LRI 4 L EORKERZ A L T\ D
Tl 9B 3FLLRIZ. MR DD ASYIRRIE A S T IR S O BRIRIHE 21T -
TWnsZ &,

o [ERRFFIASER 2 FEOMBPHE 22T LIR&IZ, Fike D23 A EYiRiEZ & ite 5 L
L OWRGSEABFOEMET > TN Z L,

@ BEANDOEFREMLFREHOEHIZOWNT

IR AL A BT 5 B DS AL S v, BERZE D OFRE A, Ao - &
EMEIRENE R OE L OERSE ST 2 E et A FFRNRAE L2GE oWl
EH, ENHOMIATOND KGN E S TND Z &,
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® BUER~DORIGICDONT
®-1 fEs B4 % B

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

@-2 ERWFEIC L 5FEESINICET 22 N

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

®-3 BWER OZWORNCBEI L T

BWER (B MBI BREMEDAE, (DR, TR, SO EAEE., KiK.
NS, BEED TR, 1 BBERIE, BUEFIE. AR IFHERERE . k. s krEine
K. HURIRBEREREE . MRS, MhRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7RMIKRET, MEKERIEMERE, F5EZ.
g, BEDOBHR, SEIRERK, MEORELIR, WIERFEE, OEEs (OEmE) -
RIR < DEEMEISMNHESE) . ARZFEREE . MRS H M, BEALSE) (Txf LT Yikhiiar X3l
BEZRBERE O BRI 2 5 EAD & U (RHWER OZWroxt s L THRE R USSR
EZTONLEMITHD L), EHITHEUIREN TE DEHINES>TND Z &,

i
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5. REMBRLLRDBE
(20 BI 4 5 4 H]
O AHOBMB LI TRROBE TN THMMERBRES N TV S,
o TIFTRAZGTACFRIEE 2 A S UBRREEZRIIB 1/ IV U O IR

bR R E
o TIFTRAZGOACFRIERE 2 AT S UBRAEER B 1/ IV U I DI
R bR

¥, FERF LR CEGFREL 128 5 S UTALKRL & AR F IR 1T B T,
JFHI L UTEGFRF | % ¥ v % F — P IEA UFIALKF 1 % o o % S — L IEA 0
Y = e BT &

@  AREIOMOFEEMIEA] & OO G TR BE B THEIMEI R STV 5,

o AV AT ROT T F KRG TFRE R EEE  IVRT T F
ORI U ExXRN, ERELEE : VR TTF o I AT TF 2 RO
A RLHxER) EOUHAEES ALFIRIERE D2 EGFR Bin A REMEK T
ALK fl 585 7RO UIBRAEE 2 HETT - PRI O FE/INHI R A AR

s A VY AYT LOUHES ALFFIERED 22\ EGFR #5128 B IE M ) OV ALK
fl & BR T REMEOUIBRARE 2 AT - I8 D IE IR s AR

o TITFFRFEETALFIFRE RELERE  IVRTTTF I AT T T
BT LB FERYLRE  DVRTTF o UNIT AT T F o AR A
MLt R) EOOFA&KS  ALFEEREO 720 PD-L1 FEBLEL 3 1% A 0>
EGFR i {x 724 B2t & OV ALK fit &8s 12t O UIBRANEE 22 EAT - R DI/
IR fr g S

o ANV XITROTTF KGR (DVRT T RO Y Z
X)) EOPHEG  ALFEIERE O\ EGFR #E{5 T ARENM, ALK @a
AR T OY ROSL @l a s R O UIBRA R 70 1T « R OIER ¥ LRFE
AN sy

o TITFFRIFEETALFFRE RELEE : VAT TFy CUIINAVRT T
V) BKONVF L ZE S ANVKRTTF RO U EZXE0, IR LR
VAT ZFy (FAINKRTTZ7F) FKOXA ML XE R, IVRTITF K
U7 Y ZxE0) Lo BRARBH B (BEEN 4em DL ) T
A OIE/NHEfaMiE (7272 L, EGFR a1 AR T ALK @& EE THETH
5 E PR SILTV D BEIIBRS) Offfal B
%1 0 AF|IOZWE L LT, BRFE4 : PD-L1IHC 28-8 pharmDx % =2 | 23&GR STV 5,
*2 ¢ FEARF AL American Joint Committee on Cancer (AJCC) /Union for International Cancer Control

(UICC) #fsda (B8 7 hR) 1T <,

® TS T % H/ M B 1A% A O$ 5B O FI TS DT, A
29



HIDOFENEPTEL SN TE LT, RAIDE GG L b0,

o IRARENRIEIS KT D AK O Bk B 5 % O OFUEME R A & O fF x5
o ABFIRIERE D 72BN )T D AH O ol 5

o QTAKIDAHNEN RSN TV ML OHFUEMEIREA] & OfF %5

@ ALFHAERED I WEIBRRREZREST - RO/ NIEEF BN T, AU A
7L OGS T D RARMEICIER 2N E B DL BRFICB VTR, KAl
AV L=T L OHAELEEEETRETHDL, A Y LT ROT T FF8AI%
EbFE (RELERE  IVRT 7 F U ROy ) 2%k, IR LR
HNWVRTFZF U RNET AT TF U RIRA X ER) EOFHEEGIIRHT 53R
PEICRIBER 2V EEZ BN BREICBWTE, KAl A ) AT ROT T F
Bz & b L & OO BES-, PD-L1 FBLEN 1% AR >A B Y A~ T2k
HERMICENR DD EEZEZONDBREITBW L, KA L 7T F K %2 Gl
L RELEEE  IVR T TF oI AT TF RO TF A2 ey, R
LR IR T TF NIV AT TF R ONA LR E R) LR E2%
BT ENTED, B, AFOEGICHT->Tid, ME2ETA I 10> (H
KR Fa0m) SrslRiss & W

© ALZEFRIEED 72 O UIBRANRE AR EELT « 3 DIER LRI/ Nl i A8 12 d VT
NIRRT ROT T F B Gt b 2 RE DVRTT7F o ROR7 ) Z Xt
V) & DR GATHT 2 BEMEICRER 2N EZEZ DD EE BV TIE, KA
ENV AT ROT T F T AN e G0 ERIE L ORI G EEBE S5 &N T
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