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=0l 1HK0.1%)o0 A EAsEATE FAAIZES 4390]ATt. o] SAoAlE &7]Tte
Jded A57F 8F7=HJoH WY vy A1y Gy ol o s FTEsAT
o] o+EHHA YT HEAHY W 4 A

o] ¢k& EYEYFHY HEFAT SAA HY wjr) z
oA LAPoeH, I F 357 A= 14HKO. 11,)01 Nl 4
ATt AT TS S8ACHS: 7~220D)01f T BE A
st o] ¢S FHd dat= 1HolAH

HIMALAYA (Eg2 2] 55 300mg +°] <)

Efdy 7 300mgd o] oF HE&AHE FARL A WY uiyf AlY I
ol A&EA It

HS w7 A strA /3 sk A A 3

l

on

138 J=ro] 69 (0.3%)
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o] of d= ool i T A A= (3,006%)l A W wiA HskA
oA A =0 21 (<O, 1y go}oit}(z TF 359). A
4497 5090 tt. 29 BT w8 iga 2H 2o E(H A Y9 40mge]
UE e S7HHE Fo Bta 182 A9 w7 W skA A/ shA| 4 8t
of o] of BAE FH3AT
o] o+EHHA YT H-E& Y =% s
o] k& Edy Ty HEFAT SAolA WY wisl kA G/ sk A A 8t
o] 16 (0.7%)NA LAY oH, I F 375 A= 8H0.4% At TAYAIZE
2 12399 63~388D)elAtt. B A= MLl IZEEHIHEOEE F
ar, 169el 32 F 8H e &Y FEE|IAHZOE(HA IdY 40mge =
e S7FHE FAEUT 489 A= WEH AEE HQE ST ©f
= T3 A= 2ol THE FEH
HIMALAYA (E¢ ¥ 2] %% 300mg +°] <p)
Efdy 7y 300mgd o] oF MEaHS T SatoAx WY wisl HsteA Gl
HatgA A et Eo] 47(1.0%)e] Aol A wAFF Tt CTCAE 3, 4, 5 T A Bu
HX] AUt 3H0.8% A= HA ZEEIXHEOIEES @H‘Jﬂ 174(0.3%)
18Y FZEI2HZOE(HA IY 40mge] ZHEEYE == SUMEHE F
itk o8 A9gAAE T xe= gl 289 A= Wi ili
Ao E 3ttt o] o] RS R QI3 o] o FEI A= iUt TA
G2 97.0€4 (A% 27~242)°] At} 278(0.5%)-2 3] &H 5 T
© " wizh A4
o] ¢f @E ool tig T AP A= (B,006)eNA W WA AlA
0.5%) A EAeA L, o] T 35F°l 294 (K0.1%e°lAth. EAAAZT T4k
(A9 4~393)°] 3t} 9 = IZE|Z2HZOIE (H4a Id¢Y 40mge] ==
UE e S7HHE 7o Egka 184S SR v ZA sl ESE Tt 54
o] o] o FTTEATE 82 I HHU
o] o+EHHA YT HEAHY W
o] ok EfHAIFHH HWEFAT %‘r MW o wj7f A%
o, 1 F 359 %‘rXHE
39~183)ol}tt. 7]
tyE s SUHEHE E—O%H‘%E}. o] ¢kg FHT %‘rXPL Ol%lt} S 3| &
= AT
HIMALAYA (Eg|2 2] 55 300mg +°] <)
EfEg T 300mg o] ofF WELWHS FoMe A WY wir) AF ¥
o] dRkgo]l 4H1.0% AN e, T F CTCAE 3 =+ 45+ S
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H(0.5%)°1 2 CTCAE 5532 HuxA &gt 48(1.0%) A+ A4 Z=2H =
2HZo|EE Eouigty 31(0.8%)S 118 AEE|FZAHZO|E(H A El
THEYE B TUFHE FALUT. g2 AYgAAE TR

ot 29(0.5%)°] ©] °F& FTHsATh AN FLaS 52.590(A 9 26~ 29—__1)0191
o}, 39%(0.8%)2 ﬂHHC’iE‘r

o] < %%3%011 e B A AR G006E)A B w7 Bx EE w3
A AZF o) 507 (LTI THHRT o F 35F| 129 049912
of EAAZE FAES 439 (B9 4-333)0l T 50 T 24w 2 18 TF I =H

Z2H=ZOE (H4& dd 40mge] ZHEYE B S7FHE FALUT. 398o] o]
°Fs SHEATH 31H 2 I EHATH

o

of eprEAWY R Pl ¥ FF FH A=

o) obe Efme ity WEEA A BAlA W wA BH EE HRAGA A
= wFPol 1129 WIWolA BAHOE, 1 F 35T AAE 1790.7%)°) ATk
WA FARES 3BACRY: 1778l T BE $AE A4 ZEE A 2H 2ol
E2 Eougry, 11249 B4 F 599 1LY T2EIHRo=(HA IY

Omgel TAEUE BE S/HHE Fougit o] ok2 FUE BAE 1080l
651 5552t
HIMALAYA (Eg 55 300mg +o] <)

EYd T 300mgd o] oF HEAWES FoAe Ao WY wis] WY ujr)
W2 == IR AFAF FEF E3Ho] 199(4.9%)2] At A Ao, 11 F 3
Ee 459 A= THA1.8%olNI S5 $AE RuEA Gt 19H@4.9%)¢] &
A= AA ZEEIZAHZOEE Bougry 129G1%S 18 % F=ZE FAHE0]
T(H4A: 99 40mge Zycys EE—E %7}91:)2 oottt 19(0.3%)°] t& ¥
AAAAE FARdT o] oS FHg A= 280.5% 01 AT FAAZE FaS
24.09 (" 91 2~933L)ol At 13Uﬂ(3 4%) ﬁ%ﬂ%‘lt}.

@ F T4 ¥E

o] ¢ T=gH g FTF HHAF AE B006H)ANA F=F #AHE ¥ 499
(1.6%)ANA TASFHA L o] F 357 58 (0.2%)°]1th 4 == 5572 A ¢
At

B Wgo] 459 (0%l A
gk,

HIMALAYA (E#@ =] %5 300mg +] b

Eg W T 300mgt o] oF WEAPS Folwe fxold F¢ #BH WS 4
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(1.0%)e] #2171 A E .

® Ao 9 HA

T 18A mRke] Ao Bl Ao o] of3t Ef)Fite] W¥EFA WAL

glolx)x] ekokth w184 mHlke] Aolskal 508 & A3 YA A o] o E

gl Frbe] Az AAY ZEadd Hwste Az ArigAdERe #EEA

ookt). Aol 52§ 5099 A F 429 o] of) EeWITRL WEFo] W
< FAEsdt (4. AE7HE A A

i

5 T ppvEA R, o] of2 Ao Al Ak o] ofF dx4
Hedd H7k= 10 mg/kg= ZTDPE} T04 A 20 mglkgs 4FHith T
}-oFE & (ADA)S] =A17} H7F 7psad 2280w E3F = ZAS
694 (3.0%)2] 3A7F Fof Z(treatment-emergent) ADA $A o2 yERTE 0.5%
(12/2,280)9] Aol Al o] ofell thg F3t A7 AZHATE ADAS] EAlE k&
SEHE T b ddF R or] e ZIHE HolA &Sdth
AEGEAN Ao, =& A 35wt o] ¢F 1500mgS 3tstawat &3t X 53
T e F 4Fvin o] oF 1500mge Fostal ADAS] &4 oRE IS = AN
o 37579 & &, 2576.7%)9] A= Fol F ADAC] tha YA Rbee EAT
HaFrrel] ok F3FA7F 2950.5%)9] Al A A=A ADAS A= ]
b o] ofsstolyt XA W FFS WAA FUTh
ADRIATIC ATteollA o] ¢ =gy o = X5 Wi ADAY &4 ARE HI7ME +
A= 206 FA F, THG4%S] FAVE A5 F BAZE ADAC tis) FA W
<+ Bt OdFged did $4 FA = 1%2/206) A4 AZ=H A ADAS] &
A= ofsst Ee g B dFe mAA EUuT.

CASPIAN 17-olA steta ¥z W§gste] o of 1500 mgs 35 HAHSE Fo
ADASl A5 H7Fd & UMY 2019 T, Fo] § ADA &4 wke< Hel &4
AT

TOPAZ-1 A7-olA 3tstays} WHEsta] o] of 1500 mge 35 Ao Fofgh
45 4 FA = Afstal ADAS] EAE H7HE o ANE 240W T

FA7E T $ ADA o2 ERGT

HIMALAYA Q7oA EfHF5 300mgyt o] of HEaHo=w XEE Tl ADA
of EAE BT g A= 20499 A F 9WG1%e] fATE FH o] F WAL
ADA(treatment-emergent ADAs)oll ¢4 W&o Rt HTFitel tig 5

= L7%(5/290)2] #ztoll A HEF AT ADAS] EAl= F5d me kAol Wus
YF= TAA ek

DUO-E ATollM W= 7|uk 3t + o] °f(198%) = W5 7|5k 3 a W + o
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of + STHHQITH)CE Fotal ADAS A AFE H7HE & %Y A
< 29(1L0%)°] Wi 7Nk 31 e + o] of FoFolA Fo 5 AT ADA HA}
of FAdeolaL, Ma 7vk stk a R + o] of + STpuY FoToAM = Fo & EAY
g ADA AHAbel Al A= AT W 71uk gsta R + o] of FojTo] &
190.5%)01 A tiEFrtel thet T3 A7 AEFHA e Wg 76k 3tsta ¥ + o]
of + ST H FoTodAs HTEH 3 T3 AV dEE A= T
ADA7} b Fute] ofEst e M dFe mA=AE ddEde Fo F
DA ADA == 3 dA7F SldE 84 w7F SE5HA skt

dedd 84 Ads 24 s 9 54, £4 ¥HE AR AF, AR FF

A7), B ok B )
oJE G ol fE o] ol T B
s Zle #FstA wk

4 ANB T AFA FAE ol dRkES T A
3)

Fo B EY 89S JMAEoF . IEHIAHZO|E
3 °l3lE ZTAFHUES W FZEEHIAHEOE F

MY ZoF A& of dl}y. AL Mo Qud, Z=
o}

g AAMF ZolW Ha
% Z7h Q/EE FohAe AA A odAAl g new

B Z2HZol =9 &1
D Ad w7 HEs
o] of = o] o3} Ede] iAol M8 oy
F2HEol=0] Aol Hgsty T i
A HEs == HEA #H Aol LAY
g, © A w7 HEF F=x). A ¥

ere] g A%
AAZH A A Y
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WAL H S-S Hell WA aRS e SN WIHEHA dEEE, A5
AR HdEe A 2 M FAste. PACIFIC dellA, Ald A& A2 A
1~422 ol A LA ARE 45T A2 T, HAs 2 TA HASol
o] of& Fof W St AR HAEFT e WA HEFS o] & F

T % 1619 (33.9%) 2 91k F 589 (24.8%)°] SAtolA HAFHTE 9ok Fof A
9 778 (3.0%) HIB] o] o2 Fof W 16W (B4%)S 35w FA F fof Fo
7352 49 (L7%)° W8l o] oF& Fof T2 16" % 59 (1. 1%)«] S SAE =
St o] oF FoTe A ALY TS 56 (HH: 1-406)oItem oo H]

3l f1efFu2 55 (M9l 1~2559) ©ldth.

ANE AR A A 1429 ool BshARE A RE ERI FAE e 3
ADRIATIC AJ@ellA, o] ¢ AXmv 5 100%(38.2%) 2 ek = 807 (30.2%) HA¢
A HdT = WA FdSol TR, o o & 8¥HEG1% = %‘—’4@
6(2.3%)7 A A 2] 355 B o] of 19(0.4%) B f1eke 01 Aol A9 55

g E3E}Fair}

2) "W w7l

of o i of ofy EdW TR PFAWL Fol W FAA WA H=E
szE| 2ol E9] Agol Bastu W rﬂxﬂ gelol Qe Ho® HoxE wy
S el WA G. oA, 2 Wa oA, @ @ ) o
B, GAS R W) A % R BT FY P2 T AN g€ 2y
9 slof @k W wA) A SE-gFel dnE U Bsjol BTk BE 57
A ool mEEmsdzost 12 mgkgdel TASUE EE BAuel o2
NG F §FE MM BFIo} Ak
3) A Wil A
of of mi o] ofz} EFW LT FEAYS Fol We BN A4 ==Y
sogRolme] Abge] Bastm WaH oA W3l 01 G Aoz HoHE By
il AR EE A4 7L RS G olAAbE, 9 Wel-uls) oA, @ @
o W ARY F2). BAe AYY wE A EE % 450 AT} 34 =
UElY siok st §-8F] AnE e Belsiop @k 2-45F AF =E2H
sHZolEE 1-2 mgkg/de) THEUE EE SrhgY FAE A4 F 83
7 9

R PR

W w25 ARE, A s FAF B gAY

wel w7l ASE, A 7% 3% 9 ARAEe o] of m: o
ofs} EemelTyre] WEaM e Solue AASIAN BAGATHG. oA, 2
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w7 o] A, @S wiZf WEHIY Fx). g ASdsS vEd & de Al
18 9uwel 94 A% 4 mUHP slok doh 44 ALY Fuwel 4
<, #2E S9-8%0 duE U= Belsor Bk 45T A Y¥HoE B

o] of = o] ¢y} EF T WEANS Foure oA WY ws) A3t
FAE B HAstFAAstSo] EAYSATGE. oA, 2) AH-m o)A, @

By Z2=x). #zto HaeAd e HakeAAsEe] A3 A3
159 sloF Itk T4 HatrA
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=

HZol=o Ago] Fasty wshe
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3ff oF

HZolEx 1~2 mg/kg/¥ 9
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[e=]
of of i o] ok EdWeTHe] FEAPL Fo

e 8-l d1id =2 A
e &g d1d d= Ay
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f oF
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W 71k ssta Wy o] ofg W& T F fFALN SANA &EtudH e o
oFt Mg FA3A a7 Fd4F5PRCAG. o] dAH =)ol R H AT
PRCAZ} &Qle ™, o] o3 &etuty Foj& Fdsfof ot

H = B8 FAd F FALW dAdA SHH e o]
°f7t g Foidle o AVtASA &EA WEAIHAC] BRI AHAZE &<l

= AR AsHHS A EAEA o] oFo] ALES 1H T w, o] °F9 X

g B BxE HdYsr] HaiAe BYA B AT 5o tid xde] Hast
A = | &7 A3o] l=(pPMMR) A

o) 71 9138, DUO-E Aol A+= Ventana MMR [HC 3
(MLH1,MSH2,MSH6,PMS2)-&- A}-8-3}o] FFPE FF =2 AZ9 ¢ Al XA MMR

5. %=
OEfge d99szEdor F &4 A=7 34 WA =< £4 w7) xS
5

o
JulglE oFR FE|SHA OFR-oFE FEAEL WA ehirh HIMALAYA Aol
A Wb A HRegs Edae g P8 A, F ok Aole] YRR o)

e oFE FE|SHH ofE-ofE HEAEL FHeHA
 ERRY eeuy o] YgHoR ofn 9 PK oFEI 4EAge] By

A ergteh

6. AW, SR, ThAAH A HE ALE

Q)5

el HAFY gl @ ARE Qth o ool g sl@e] ZA, HuT
He P4 Aol GEFS vA sbsAol gom YR ol A ol GPFL
Z 5 9ok A% Gl B AW e Baste gow LEA

52 A4 Aol A, QAT Aol BAL AFolol U4 HANEH FAA BB
= 10mg/kg(AUC 7159 94 §ZRT oF 6200 & xF FFEOE HATY
& Folgle W, BA tET oul 24, gob £ (fAF 8 D 2 Ao} A
o 47} Z7ksHe 2ol Ry

HEFEe 94 F EE Fols|zk Fob % wiAL ol F Ak Y o A
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o & nloldE AFEHH HEAE ZFsHA Zeth, F
Aud A5 A3 & A 4%?4 EFaMA =

2L = A3 Al SA oekEes SUSE HARRIG o] k2 F
W WA s Y, FA-n gl gololt, %"“0] AL, WA e S2t
O 72 FRFHE o]Fo] HEEHE= HF vlo|dE H 7|3t} nio|de EEXA U+
3) o] ¢kl uHpo|LolA oS wUo] 0.9% AIUEF FAY s 5% X

)
FA Yol EoidE AW FA} (intravenous, V) Wo] &2th gaEgnd =& &
gedd Ao VS A&t 0.9% AUEF —’F A EE 5% EET TAY
oo oS EEEile W WS HolA otk 3MHE &AS TPEA wh sk
Atk 499 HF v== 115 mgmleltt. IHd Sds TH}AY E=A
A

D ZAY RS REHL /A A} FAF s gelok Bk,
5) o] kg wpolUlA AT Folt thA WA Witk wlolY F 189 Tl
6) Hhol ol e vALE ¥

DAY g FA

ok st A9 theel =

Fols)A e §o
= 2
&, 25° C olstol Al Hu) 847 Ae n

Al 24
~8° Coll A Hof 28U WAH

4. AEIIE SA%F AR

D efestd 48

PD-L1 (programmed cell death ligand-1) w2 o] dd o

Z5o] AAHE AL I3EE FE S WY w3t}
=]

Il

IFN-Zepol] olafl dE 4 o, T vlA 49 TS Ax d T #d 1A
o A 25oA ddE 4 ok PD-L1& PD-1 % CD80 (B7.D<9te] 435285
T3 T-Axo 75 9@ E8S Adgt. o9 F&Ade Ags Fal, PD-Lle
ME 54 T-Alx &4, T2 D AolEFR] AAPES ZF4AAZITh

o492 PD-1/PD-1L2 435382 233 dAF+= w4, PD-L1¢} PD-1 2 CD80
B7.DY 43#8S AgHom AAA7=, &g Az, 1334, Hd==2E8d
IgG1 7}3} (immunoglobulin G1 kappa, 1gGl ») ©@¥ & shAolth e 3
oj& ME w7} ME ZA (antibody dependent cell-mediated cytotoxicity, ADCC)<
18R] ¢k=t}. PD-L1/PD-1 2 PD-L1/CD80 & 2go] Aehz At g5 A
GukE-& SVHAIZIT o] FFY vhe2 T AAR olojd 4 Ut

H| G Aol A, PD-L1 zpgto] T-AMx &4 Z7F 9@ T A7) AR oo #Th
2)
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CEERe] ofE THeS = 2 3staiae] ¥E A, EfEdgTHH B8&
< o] o Sotaty W& Aol Wid) EF BIbE A

= 2, 3 = 45 7tA 22 0.1~20 mg/kg ¥ %‘%‘E% 5o
& AN A ATFEHATE B mglkgd] &FlA oFE FHEPK &2 &
HE & 238t S7F (A4 E PRSI e, =3 mg/kgoll A+ &l vle (A3
gDtk of 1657 & AN el =2tk 10 mg/kg 25 13, 15 mg/kg 35
13] R 20mg/kg 45 13] Fo & HelolA & PK ‘:‘*-i of A8, 718t B,
A e B AZF (V2 5.65LAY. 39 A48 (clearance, CL)& A|7to]
Aol wpel ZFAaste] 3659 Ao 8.16 mL/he] 7]k B A AH HA2E (CLyol
SEeAth CLY Zae A o= gort e Aoz IFHA Fdth 714
CLoll A% HF w37] (e oF 18|t ©=aM, 3sai7e HE A
T EYEETgd B8 A, dg7d ey ol o] ¢k Sehuty W& Al
4 E‘%’Jr/l ofE FTHIS dAA R FoT Zol= gl

ol

Od%* (UP 19~96AD), A= (31~149 kg, 4, ¥4 F-<FE A (anti-drug antibody,
ADA) ZHl, &F¥ x|, LDH x|, Z#otEd x|, 7184 PD-L1, 4 3, <l
AZE AA) (Z¥olEld A4S (creatinine clearance, CRCL) 60~89 mL/min),
S59 Aol (Zdoteld A4S (CRCL) 30~59 mL/min), A3 7+ (AgF9
AAdekx] 2 AST >R == el F9 > A33$X 1.0~1.58) 2 AST
> AAAAdEA 1.5-3w) 2 OAST ) E&
ECOG/WHO e+ HdF59] o= THig ddd o= 73t &35 XA &
oo okE FHI S Ui 35 A1) (CRCL 15~29 mL/min) =& +359 3t
xl-oH (m;-;] =4 > X(-)]/\ A ] 2
Aob 2 A4
Ede P Y g FEFHES AT DA9ECO0001o) A 1-174 4
o &7k 50%WE tFeE  HUHEHJY FAES 477] §<F 4500 oEE
20mg/kg¥} E#E ] F% Img/kg == ST 30mg/kgyt E# A F 1mg/kgs
A FAPELS o] 4Fult; UEY T ﬁ‘ﬂé% Fof ottt Fe PK £49
=29, 470t OIS 20mg/kgs Fo= 35kg ol AlFs VMK &
of OtFH HAl =FL2 47t oEEY 20mgkge FAEE A8UAY =
AR A T, O EER 30mg/kgS 4Pt Bk 4ol 3ExR(3bkg o]/ =
2 20mg/kge 450kt B E ARle =R ofF 1.5v) =tk AlF
nukel Ao} Al Al 45 etk o9 30mg/kge FosteE A AA &8 4F
it} o5 20me/kgS FoiwrE AU Hal &3 v*}%t}
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A=A

o kg Tl wre HA BT Fa WA Hl2AZAG A 4769 1A FEA
) F, 2157 o] ¥k 654 o]dolAtt. ¥F 654 o]/de] Fhxtel FH-2 Ak 3F A
ol QAo R FolF Aol ANHOE RuEA Y3tk

AEGEAN @704 83t o] ok Wgstel 8@ ¥4 7bs@ NSCLC 4
4017 = 2099 (5G2%)2] A= Wk 654 o]Aol R 499 (12%)2] A= Wk 754 o]
Agolodth. AMH O w654 o BA Fe A g Aol FEY o]
JdH o2 fold Aol YUk

o] efo g XTWkE A7 W] LA A 26278 5 1039H(39.3%)°] T 654
ololith. w654 ol TA § A& BA I kAol fEA AwHow
QA oz FolF ol ik

o] ¢k& st a vy WHESE S W] AAEHG S 266 F 1019 (38%)°] T
6541 ol ol gith. AMAOE W 654 o de st He T b A AR
0% §o% Fol: YAt

o] ¢FS st e Y HE3 %E_ 2t 338 S 158W (46.7%)°] ®F 654 ©]/do]
Atk AWAOT W 654 olge] BAbsh e BA T AW YFHOZ FolB
Aol glgich.

W T 300mgH o oF WEAWS Fol B FA BT A=Y A
462% =, 1739 (37.4%)°] Tk 654 ©]F ¥

ol dolith. ¥ 6541 olde] TAst He B
Fol@ Aol AWHOE BuEA gsich
9Z 1 gAY + o] ke FolBEs A9 wyE AFUTe $4 2387
% 116%U8.7%)0] T 654 ol4ol AT 20W(12.2%)0] W 754 olabol . WM 7]
B SSLa + o] o + SeNYPS FANES B9l WiPE AT B4 239
M F 104W43.5%)°] T 654 o] AFolm 19%(7.9%)°] T 754 o] Aol AT} 654
o Absh B Fe BA ol kAAClY FEHY YHHOE FF Aot 9l

47 g EE fEAY YAHo
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ey

2l PACIFIC dTolA H7HEAT B Ad Fod Al A 1~429 Wjo 2
Fol &gz wMF-7iut sEhAbA AR5 E $EdP e 0 =& 19 ECOG
Bt A 92%7} & 54~66 Gy Ao WAbA S zAbgrt) &gk
T 3 Zyo] 1Yd A, FAH == AF AIF 2 Uddl o]
o) 7] o)A, Aelstd &
A7 83 o3 AJH); &

] U= A == o] ofo T4
0. B2t o] AlEFolA ALsA

N
2

o
)
o

lo g Lo o
it o
>
Xk
W ™ fo
[ 2 &

> ox off N )y N e

am mﬁ
)

Z} 0 olufjol oF=3} A4l HE=
t}. A= o] oF 10 mg/kg (n=476) E= glkg (n=237)l 2:12 F-=Z-¢|
AEAeH, A 12714 == 43S 5 fle 54 oy - A XY A
7FA] 250 gk WA AW g FA Aok F2AY] wiAge AW, A% (% 654 wg
o ®F 654 o) 2 F4 AE 3

AY s e FAE A Y A AAET F 9

12709 FQre 8Frith, o] Fol 127wtk FoF B/hE UASAT
Z Z

f
o 9
>
3

ol
re
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=
e
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re
by
3
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i)
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2
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=
e
lo

o] 71A QAF EA= v 2ok FA (70%), T+ 654 o] (45%), M0 (69%), °F
Aokl (27%), 71EF (4%), AA FAA (16%), A FAA (5WE FA Ado] Qe
A+ (9%), WHO/ECOG PS 0 (49%), WHO/ECOG PS 1 (51%). A®¥ EA4L2 o3 2
o} A7) (53%), IB7] (45%), AH 3 =28H4 st (46%), HB3HA| 3 3H9
(54%), &% M=Z PD-L1 ¥dE 25% ol (22%), &% A= PD-L1 LHAE 25% W]
9k (41%) (PD-L1 AHl= a3ttt aw ol Ao xF 3t A&7 doldd 451
Ho] ghxjol il SFH o R EASHHATH.

o] dAFeo Y Bt WF F VA= AYH vlud o] ok R AyE
(progression-free survival, ©]s} PFS) % A A<= (overall survival, OS)e|t}. o]z}
B7l Hdls ARZA w-$-E (Objective Response Rate, ©]3} ORR), ¥k 7]%F
(Duration of Response, ©]3} DoR) ¥ €A o] =& AM7FA 9 7|ZF (Time to
Death or Distant Metastasis, ©]3} TTDM)¢] *3+= 1t} PES, ORR, DoR 2 TTDM
& RECIST 1l1o) wat =¥¢3 =% *¥7}¥ 37} Blinded Independent Central
Review, BICR)oll &J3] % 7}= ATt

o] AFE ok vt o] ¢F FoFoA FAZHOE FostH YAHOE
olm QlE PFS /AS YveERAT [913841] (hazard ratio, HR) = 0.52 (95% CI: 0.42,
0.65), p < 0.0001]. PFS F%ak2 o] ¢F Fo oA 16.8 7/N€(95% CI: 13.0, 18.1), ¥
kol A 5.6 7E(95% CL: 4.6, 7.8)°o1At}. 5@ FH7|F B4, E471 T4
e 34.2 MLolRa o] <k 19k uiH] 0S¢} PFSe A&l /MAdE& YeERAT
o] dF9 dAa T AL EF FAZOSE fosiH dAFHoE oun = OS

-~
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FEy 2%

3 A& (PFS)
A A 5 (%)

PFS F%#k Uh€) (95% CD

HR (95% CD
p-%k

1271€ % PFS (%) (95% CD

i
N

1871€ = PFS (%) (95% CD

60712 & PFS (%) (95% CD

ZAAAYE (0S)
A ALE 5 %)

0S T¢# Uh4) (95% CD

HR (95% CD
Oo]:\:loPéolr p—%}‘-

24702 % 0OS (%) (95% CD
p-#

48714 ¥ OS (%) (95% CD

6070 3 OS (%) (95% CD

d 23

AR F3E A

o] oF (N = 476) 91°F (N = 237)

214 (45.0%) 157 (66.2%)
16.8 (13.0, 18.1) 5.6 (4.6, 7.8)

0.52 (0.42, 0.65)
p<0.0001

55.9 (51.0, 60.4) 35.3 (29.0, 41.7)

44.2 (37.7, 50.5) 27.0 (19.9, 34.5)

NA NA

183 (38.4%) 116 (48.9%)

NR (34.7, NR)  28.7 (22.9, NR)

0.68 (0.53, 0.87)
0.00251

66.3 (61.7, 70.4) 55.6 (48.9, 61.8)

0.005
NA

NA

A7A Mol m= A7tAe 7|7+ (TTDMO)

A A (%)

TTDM F%# OR€) (95% CD

HR (95% CD

o
P
>
N
1
rr

¢
ey

%
oz

AL
Z9}

r

%)
r OR€) (95% CD

T -
~ A
o
(@]
o\‘:‘O
O
S

—

k)

NT
ry g\l

~
©
o1
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8

o
|
o

olo Mz (2 =Y

R IO
Hl-<

o
[}

iEg- A S (%)
Rt

% 4o e

o0
2=
3

T8 Y& (PFS2)

W3- (ORR®) Ab#l = (%)

12 (DoR) &4k CUH¥) (95%

UetAS [HR = 0.68 (95% CL 0.53, 0.87), p = 0.00251]. OS S&&2 o] oF
s

5d 24 F #4°

o] ¢ (N =% (N

476) 237)

268 (56.3%) 175 (73.8%)
16.9 5.6

(130, 23.9) (48, 7.7)

0.55 (0.45, 0.68)

55.7% 34.5%

(51.0%, 60.2%)(28.3%, 40.8%)
49.1% 27.5%

(44.2%, 53.8%)(21.6%, 33.6%)
33.1% 19.0%

(28.0%, 38.2%) (13.6%, 25.2%)

264 (55.5%) 155 (65.4%)
47.5 29.1

(38.1, 52.9)  (22.1, 35.1
0.72 (0.59, 0.89)

66.3% 99.3%
(61.8%, 70.4%) (48.6%, 61.4%)

49.7% 36.3%
(45.0%, 54.2%) (30.1%, 42.6%)
42.9% 33.4%

(38.2%, 47.4%) (27.3%, 39.6%)

182 (38.2%) 126 (53.2%) NA NA
28.3 (24.0, 34.9) 16.2 (12.5, 21.1) NA NA
0.53 (0.41, 0.68) NA
p<0.0001 NA

AP 7EA &) 717F (TFSTY)

267 (56.1%) 169 (71.3%)

SRS E LRI

o o
21.0 (16.6, 25.5) 10.4 (8.3, 12.5) NA NA
0.58 (0.47, 0.72) NA
p<0.0001 NA
133 (30.0%) 38 (17.8%) NA
(25.79%, 34.53%) (12.95%, 23.65%)
p<0.001 NA
8 (1.8%) 1 (0.5%) NA NA
125 (28.2%) 37 (17.4%) NA NA
NR (27.4, NR) 18.4 (6.7, 24.5) NA NA
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2 At 5 (%)
PFS2 Fak 14
HR (95% CD

p-#X

%0S, PFS29] dx} F3t

W 3¢ 22¢Y0o]t. PFSe
b 2A7)7re] OS & PFS &
‘TTDM-=

) (95% CD

1=P3
=4
Q

o
B_A

Rasl MR AAZEE 67 Aol BAT A

217 (45.6%) 144 (60.8%) NA
28.3 (25.1, 34.7) 17.1 (14.5, 20.7) NA
0.58 (0.46, 0.73) NA
P<0.0001 NA

TTDM, TFST, ORR, DoR¢] F7} &4 AJH 2 2018
F 42 20179 29 13dolt).
AL 20213 1€ 11de]th

NA
NA

o]
=
=
3

=3

2 2 1]
A AR 9] Z)te® Aot 97 Mol RECIST vllel wa WA
T 59 YolAY Ao GFH AMER HyoR FoHT
ITFSTE F2H9) vlA dAERE XNEE HFY A F& (55 S 94 =&
AR LA o] 71k A eojH
‘st e XNE F 0 - 429 oy B AT FE Fo H Hrlshd
RECIST v1.1el wet 71A ZefellA &4 7hsd A¥ol AAD ITT A9 3l
of tigk Ay} o] of B T 4439, $¢fF Fo o 2139,
" PFS2&= 7219 wiy YAZ 5 Tﬂdaﬁ g 213 (P4 FFo Fod Hbol w
2h) e APTAAA 9] 713t 2 A ojHr
NR: E%;}X] ore

49 1. F
7k 20219 1€ 119)

1Y EPFS)e 7=

@k wo]o] (Kaplan-Meier) =+41 (PACIFIC 1) (A&

Frs E2g ra5e AERTH

6.8 (4.8 7.7}

0.56 (045, 0.88)

a9 2. AAAYZ0S)e] 7H=+
114)

12

=]

Wolo} =AM (PACIFIC 9 (R=upzk: 202149 1€¥
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05 SHE (es% MEFIh

o) o 47.5(38.1, 52.3)
29 291 (22.1, 35.1)
bl 358 CI): 0.72 {0.59, 0.89)

R

7Fa ] 3 ] ] 12 16 18 29 24 27 30 32 36 39 42 4 4B &1 B4 &7 60 62 66 &% 72 VE
o e 476 £E4 431 494 35 3E4 345 319 288 282 273 284 2E2 241 235 227 248 207 186 183 124 1 A 1B 2 4]
e 237 220 199 1M 171 1B6 143 133 123 196 10 9% 4y 93 91 33 VB Yr 74 VI B 32 1B 7 2 Q

AHd A H st TollA, kS Fo] W Zxte) HlE) o] oks F
Al €% PFSe} OS 7ol A=A #Z=At PFESeF 0S¢ ¥zt =
FEAGA #EE A dad X5 &3E YEWS

EORTC QLQ-C30 ¥ #H< =& (EORTC QLQ-LC13)S Ab&3te] 34 Ry Ax, 7
5 2 A7 #9 49 4 (health-related quality of life, HRQoL)S R 3tAath 714

ALl

ok

rlo ot

S
&2 rlo

—]

BHl, 7] 851 4Fni}, o] ¥ §Fmitk Fof 7|31e] s EE =4 e 2AH
3o e AgoFe Fo F AZEA LCI13 ¥ C30e H7IsAT o] oF 9o
EAF MY ¢85 o w9 FARI

714 Efoll A, o] oF W okt zholl 3AF Bl A, 7|5 ¥ HRQoLe| Aol #
A=) 2] ekkth. A48F7IA Q] Al 71Zbell AA, o] oF 9 ek e A Ry
A3, 7% 2 HRQoLY A= on & ztole #FHA vk (103 o4
o] AfolZ H7p)

EE, EEHAY A 2 =2E-FE4 A8 vue 2Edy 9 AEHoHAE 2A
S o, gEFNs 25t 10mg/kgs Folsts X% 457vit 1500mgs Fo k=
S5 ol FEAR Z A ddEHE dFHFeE Fo3 Aol itk

AA 7153 vl AaMEHY - AEGEAN o4+

AEGEANS AA7ls3 BlaAZHYS QA7]|~A 8 H 3B7] [AJCC 8Medition]) At
A ore A HERASEA ey HE8FAE F & & dx8os A&
Al B o] ¢k {FEAS HUisr] &l tAlE FRLEIA, olF =UHE, 9
oF thzx, Tr|H, A3 YAAFoIT. YFAFEL ojHel A mHk2 o]¥€o] gle &

=
MshE WA E EE nEEA T HWﬂzﬂlo a2, B v age] w28
ol gla, 0 == 19 HAE 3k 7FA] o]Ae] RECIST 1.1

%
T
Q
[T1
(@)
@)
D
_{
ot
off
)
_\; d
4
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®4 Wdo] glv ¢AE FEIT T A, Ventana PD-L1 (SP263) &4+
Abg-3te] $x1o] FoF PD-L1 2@ AHE &3

DA AN EF5H T oldd EA3tE v WY Ado] AU T
A Fo T 14Y olyd HAGA FES AHET A= AdFHUTH TrEé A4S
A AY HAHREEE A SYFHmITTDAIA &2 EGFR WHeo] =& ALK A97F
A A= A9 =S

T A W7)(27] vs 37]) 2 PD-L1 HA(TC% vs. TC=1%) Aefjol ¢
3 &3t AT

AEGEAN Al &4 802 <] &7 1:19] ngi FAAM AR & A Hx 3}

S HEoE & A JdAAMRAILIT) e JSHA2T)S FARUT. AP

of Wt HELEHA FUth FEAH Aol mITT FHolA 74089 A& nt&

2 TP

Al T A 3Fvtt Hd 4577] &< o] ¢F 1500 mg + &3t8 M, = £ 45

nioh Hof 1257] &<k o] ¢F 1500 mg Fo.

A2+ e A IFue Ho 457 s A + sEg ey, e & 470 A

1257] &< f19F Fo.

RECIST 1.1 &% H7b71 dloj=gkl Al- T

A) AAFNTG A HA e & F5F 2 HEFEE AA

270o] Fe T 5FE2F A Al Bx 8 JiA =3

FoRT 28 UA FF BUHF 485 75‘4 ANANA 1270t (F<ed 715, 192
T A AA7ZEA(SF 439) 245 vt (e d 718), I o] % RECIST 1.1 Aeojd #

AHA% PD, &9 23 e AMRE UHW}X] 485 vt Fed 719 TR A

AE FJ7I7F A5 a9 F 2, 3 D 19 A AP FAEA, T YA 12

N A3 A-7EA 2704 vt E & i nit AT

AFAEe It BriATe wU/HEE TF B HEA o3 Heshs gk %

(pCR) 2 =7HE" 53¢ T HEBICR) H7lol 9%k AR A=(EFS)o] At

Aol WrhHaE wUHHE FY BHEE HEY 93 F8 wWeEshd HJ%(MPR)

BICRO <Jgt DFS %@ OS 9th 7]e} o]z 84 EA& EFS (PD-L1-TC =1% &4

), pCR (PD-L1-TC =1% #47) ¥ 34 B3 A3 (PRO)E 33T

AgHE pCR F &4 A1, Alde] pCR & MPRel tist A4 o4 &+

A3l Abde] BAE ZEs FFAT. olojA, A WA AgH EFS 3t £4 A

of, YFAIFol EFSell tigh A feolid RS Al Aol HAHE 7&E TF

S,

o B

i

A Hzafo] 4RHAs Wes
(e]

o A

o

AN o

.

AT SATH B 714 AW SAol F AFT Aoldld @S 2 o FATHMITT
o] Al 3667 B A2wo] 374%). FEA A4S A% JAHmITD 714 <
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T SASH g A EA4L2 vy 2tk FA71.6%), 144(28.4%), A% 654 o]
3(61.6%), 98 Tt 6541(FH: 30~8841), WHO/ECOG PS 0 (68.4%), WHO/ECOG
PS 1 (31.6), ®M<1(53.6%), oFAlo1(41.5%), =<1 T+ of=e]7kAl = =<2l(0. 9%), o}
gzt dud == deagt AFU04%), 71EF AFQ2.6%), 32 YA = 2HEA
(16.1%), B3] =3 9A == H-2+= A(83.9%), ?ﬂxﬂ = A7 FAAKEBS. 5%) H &<
ZH14.5%), HHBAME 22H48.6%) L PIAFAEZ Z25H50.7%), 271(28.4%), 371
(71.6%), PD-L1 =& A& TC =1% (66.6%), PD-L1 && e} TC <1% (33.4%) .
mITT Feko] tha A7 FATH 2 714 542 <42z EGFR &%) =+ ALK
A97E e At gle AE AYdstae ITT I3 FAEH.
miTT oA, &2 FA o Fa& e saes Al 295%80.6%)°] AJE
gl Hls A2 3028(80.7%)°1 AAT. A FZH o] Fes $EI A= Al
oA 28478 (77.6%)0] AJ™ ©l HIE} A2Td A 287H(76.7%)°] AT . FES
A5, miTT e WA HAFAR (A1 vs. 2230

(7 FTF i) 94.7% vs. 91.3%.
R1 (@u)737d zb7 S 4.2% vs. 7.7%.
R2 (¢ 27 T 0.7% vs. 0.7%.

g,

of AL glokel mlal of o FolA BAOE folstn YFHOT ofugi
EFS 7R[HR = 0.68 (95% CI: 0.53, 0.88), p = 0.003902]< 45Tt ©o YA
S8 glerzol ¥l of of Fo| FANE foldn YD frolvld pOR A

A& Apol, 12.96% (95% Cl: 8.67, 17.5M]< S5k AA A0S A5+ EFS
B Ao ALER gyt ¥ 11 9 19 38 #Hudio),
# 11. AEGEAN 7o thgt a4 AAmITT)
o of + Hatayl §loF + ey
(N=366) (N=374)
FARAAY %—(EFS)"‘

Ay Ak S n (%) 98 (26.8) 138 (36.9)

EFS =97H95% CD (7
i TYH HNR (31.9, NR) 25.9 (18.9, NR)
2

12495 EFS. % (95%
e ©5% 134 679, 78.1)  64.5 (58.8. 69.6)

CD
7N A % %
ET)HE 1 EES, % (95/63.3 (56.1, 69.6) 52.4 (45.4, 59.0)
218 H95% CD 0.68 (0.53, 0.88)
%= p-7Hd 0.003902
pCRa,b,d
WSOl Qe Ak & 63 16
W&, % (95% CD 17.21 (13.49, 21.48)4.28 (2.46, 6.85)
Hl & Aol % (95% CD  12.96 (8.67, 17.57)
MpRa,C,d
kg0l & &2 122 46
HES-E % (95% CD 33.33 (28.52, 38.42)12.30 (9.15,
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16.06)
H| & zto], % (95% CD  21.03 (15.14, 26.93)

@ A= A8E EFS =7 B4 @ AF A F 46.377 LA 28 3E pCR/IMPR H
ZF B vzt 20224 119 109)2 7|02 o).

bn =402¢] th3F Abdo] WAIE pCR 7+ B ErZE: 20224¢ 01¥€ 149)0)] w=
™, pCR Hl&L2 0.0082%2 < <+ vlude o FAHSZ [Fodtkp =
0.000036).

‘n =402¢) g Apdel WAE MPR &3t &4 (A=vbzt: 20229 0149 149)9] =
H, MPR Hl&2 0.0082%° ¢ &34 vlusted FTAHSE {Fodtip =
0.000002).

CR & MPRol th3t 9= p-gte 539 CMH #Aol whgl 2-g =1tk EFSel o
g FSF p-ae TEE 2O o9 AR wE AR EHAY. F3) 1A= PD-L1I 2
Av Wr|E x3ggo

Zb R4 Wrieee] tid BAF 98 BR8-S A% AAe 2LBgo|d 499
(O’ Brien Fleming) HZHE o983 @ tdl(Lan-DeMets) &y} An] <o 93|
A= ATHEFS = 0.9899%, pCR = 0.0082%, MPR = 0.0082%, %=).

19 3. EFSe] 7}&% v o]oj(Kaplan-Meier) =4

¥ '-\ EFS Forak(35% AT
N of o MR {31.3. NR)
M, i 0 25,2 (13.8, NR)
"“—--q.__\_‘ Py (35% Cl): 0,63 (0.53, 0.83)
" U
w —— -
s e
=
c
a
[t}
u
i
&
L)
£l
1
ol
L]
SZERD B = FITH SN
iyl
ol 2HEERZE 356 EEL ] 71 124 140 @0 TR i) 42 31 30 14 11 3 1 1
e EERE s 332 BT 184 135 n = 53 50 30 35 16 B 1 1

AN ZH < - ADRIATIC A+

ADRIATICE Ef¥z|#9E ¥E Ex B8 42 o Y fads Hrlsh)

fsl agkd Aotk ADRIATIC: &4 A 29 & 3PS Fe 24

stx e AEstdon s=F A Wy 2MZHMNAICC 8/ w1 - 7))
3

#7 7309 e e 3 FEAANA, olF w4, Ao o
D) =X 7] 4 NP4 Boo) get gHos 540l




= AlE X ;:—LQ] Al FoF A 1-42¢ 0]14101] 6 %?_ 4 13](QD) 60-66 Gy T+
St 45718 SR o
AE Ase] R Tk A 142

)

>~
el
ri
BN
S
j:
g
@)
J
N
i&‘
9L
05
>
el
>~
Fo
E r—r‘
o

% 59 olel BEA e odel EAA AsA A8,
A

Ao Thes Eel wEs 1112 Sasl WAHATH
9k 4% vlth o] ok 1500 mg + 91k Bl F 4F wirh o oF 1500

b 45 vtk fJoF + 7 WA fof Fo & 45 mirh & 99F

7] B¢k 453 ulth o] ¢k 1500 mg + EF A E5 75 mg Fo] ¥ 4F n}
o} o] <F 1500 mg

3N = AAANA 60078 A7 FALEY HE, o] e 1w Ee 27 11
2 A AEA L, 453 vt} o] ¢F 1500 mg E=& 4F nith YoFS Fo] wghr)
Age AW APgoly 8 o+ gle A4 DAL o 71, =+ AW 24149 &
¢k AEHAT TF Bk A 727 FQF 8F with, o|Fde 96F74A 125 wE
o}, 1 o] Fo &= 245 vith S FHAUTH

ATEAS F wolxgel AW EALS AP & ol 43S o] FATh o] o ¢
ool Wolxgil JAFFAT 2 FAW EALS tIH 2otk $48069.1%), 9%
= 6541(39.2%), "M<1(50.4%), =<1 & otz 7HAl "] =<%1(0.8%), oFA oFQI(47.5%),
71eH1.3%), 312~y T+ GEAWA.2%), DA FAAK22.3%), I FAAH68.5%), ¥
F9AH9.2%), WHO/ECOG PS 0(48.7%), WHO/ECOG PS 1(51.3%), 171(3.6%), 17|
(9.1%), 171(87.4%).

FAAuA A 2E A7 #WF-718r 33 2H(66.2% A AZSHE-EZAE,
33.8% IR EGR-EZAS)S BT 72.1% A7 RT QCE 2da(e] F
92.4%7F = 60 - < 66 Gy QD& W}, 27.9%= RT BIDE wtom(o] F 96.6%
7} 45 Gy BIDE ®34th 53.8% &A7F PCIE ¥t} RTe| digh wH§2 a3 2
Srth: A wWH-2-(12.3%), H-& HF-3(73.8%), <FA8 W H(14.0%).

o] AP olF YA HIHTE ok HlwHE o] ¢k OS ¥ PFSHATh olx &
A BrpaASsE 9o Hud o] ke ORRS %339t PFS @ ORRS RECIST
vl.1el we} BICRe| &3l % 7= Aot

ALHE T FAAA, o] APS kA Blaste] o] oFdf thal BAIHSE F23st
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01 }\]—7(-1

o2 9guE 0S MAd&
0.01042]. =3+ o] A2 #eF3 v
Hog oudE PES /AS JFSITHHR
0.01608]. 3% 12 ¥ I9 49} 55 F=3oh
3% 12. ADRIATIC N &9 &4 A3

1 o] °F (n=264)

T
A L

al

2 A A Z(0S)*

AP AR (%) 115 (43.6)

S T3t B9 (95% CD"55.9 (37.3, NR)
HR (95% CD* 0.73 (0.569, 0.928)
0.01042

d
p-k

24719 Z0S (%) (95% CD° 68.0 (61.9, 73.3)

36702 % 0S (%) (95%56.5 (50.0, 62.5)
CDP

T8 A E(PFS)®

AA S (%) 139 (52.7)
Y% PFS (1¥) (95%16.6 (10.2, 28.2)
CDP

HR (95% CDf 0.76 (0.606, 0.950)
p-#¢ 0.01608

18719 ZPFS (%) (95%48.8 (42.2, 55.0)
CDP

247019 ZPFS (%) (95%46.2 (39.6, 52.5)
CDP

%4 ¥-&(ORR)°

ORR® Ate]l = (%) 53/175 (30.3)

e WS Ak (%) 5 (2.9)
2 g Akl (%) 48 (27.4)
2 =4(95% CD -1.2 (-11.0, 8.5)

%97k DoR>*(7)1¥)
(95% CD

12709 Aol wkg-& ERT73.7 (59.0, 83.8)
A Bk Blg (%) (95%

CD
1871 Al el w32 YEF715 (56.6, 82.0)

W sAte] Blg (%) (95%
ch
RN FAlA 0S5 FHTFE 713

kol A 37.24 7)ol AT

33.0 (22.4, NR)

Kaplan Meier 7]¥H-& AH&3le] 74k Brookmeyer-Crowley X

FEFATHER -
o] o] ool el SAHCE folstn WA

0.73 (95% CI: 0.569, 0.928), p =

= 0.76 (95% CI: 0.606, 0.950), p =

27 9o (n=266)

146 (54.9)
33.4 (25.5, 39.9)

58.5 (52.3, 64.3)
47.6 (41.3, 53.7)

169 (63.5)
9.2 (74, 12.9)

36.1 (29.9, 42.2)

34.2 (28.2, 40.3)

54/169 (32.0)
4 2.4)

50 (29.6)

27.7 (9.6, NR)

60.3 (44.5, 72.9)

55.2 (39.4, 68.5)

Aol 43719 7L olal

ik =<9

ZHto g2
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X of 7]%3 p-%. Lan—DeMets ¢yt AZ 34 O'Brien
Fleming +& 744 % J?ﬂr%}% AA AR FE 7hte g OSol e 5AA 594
& AAste AA= 4.5% AA Fute] thsf 0.01679% 3L PESo|l tisiAl+= 5% A
st o3 0.028052311:}(Lanoand0DeMets 1983).
¢ RECIST vl.1e] w2} BICRe| %7}
HRoll thgh B4 =3} Cox vlE 989 =2e AHgste F3HAT F= p-#e
3t 2EI-¢9 AARE 7N E s, 7 7FA 25 TNM ®B7] 9 PCL Aldol o)
Z4H
SRECIST vl.1ol we} wo]lxgijle] FA7ls AWS 7k AA &4 JAF9 st
7125 o] ¢F (n = 175), ¥1¢F (n = 169)
%9 4. o] ¢F vs Yool gk 0S¢ Kaplan-Meier 341

= {:II‘:‘"
Mgic 2}
1
o
e
£ ey,
Laaa L e e,
bt -
LI
&r
wn
o
{
1 i |
i FE2 HE F 7|THI )
0 ) B § 12 15 1B P | 24 T 30 23 38 38 42 45 48 51 54 57 ED B3
2 264 261 248 236 223 20T 189 183 172 162 141 110 S0 €8 51 3™ T 19 1M1 B 1 ]
':_I'I
e o6 250 247 231 244 155 1T 44 151 143 123 &Y B0 &2 4 M 2 18 8 5 1 1]

% 5. ©] ¢F vs. 19 gt PFSe| Kaplan-Meier 341
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PFS 22

s FEL HE F 712N )

D 3 B 8 12 15 18 21 M4 Zr 3 33 3B 33 42 45 48 51 M 57 ED E3
ol 264 212 181 138 143 105 101 S8 B4 THR O BY ¥ 33 21 19 D W 4 4 o ] ]

T B8 20B 148 122 100 &8 b T8 T1 BB 47T 47T M 23 22 5 W 5 5 o o ]

foke Rof W A He] o o Fol W
Hol BAE Ad gol® s9lTeld AwHor A
M| 2 H F - CASPIAN 4+

CASPIAN @70l o dlol X2 e
= 9 Auzde me xSz 9
CASPIAN A7+ 729 a3, 37, a7l d7=4 WHO/ECOG PS 0 ®+& 1o]x
ANEAGGE] A} NmaPo W s Hetay e wrlo] A4, N Aol

Q= g 3] 2NEAY BAE PPOE Stk $FY w= A=E ¥t
A5 AT of ASEAAL, o EFAN R PAULY, BFL U A
B PEUSITE ERT AU gl BTN £E EARD 4 AT Aka
EE 9Z o), el CEENCERIEEN %

Od?x}-‘;l ko] whe} AAHHAD, T2 wiAZ-S Al 157] ol A
aF QY 2l = Al2Z e uet S3kE A

S Hﬂ71 ’\/‘ﬂEﬂl%“ﬂW o] ‘-’4:/] 824 Brle o 7 7Y vl mEn.
- o] ¢ + 3ear] HE&T: o] oF 1500 mg + 21¥ FrIvith 19zt 7R Z
(AUC 5 T+ 6 mg/mL/min) == Al2=Z2E (75~80 mg/m2)3} 1, 2, 3¥ =z}l A&
A= (80~100 mg/mA)E AW Tojsts 4F7] W, o]F Aol APFHAY 3 &
st =4 BA A7EA] o] 9F 1500 mge 4Fvjth T Fof,

<
=

i
s:i
)

&l
B3
~l
=)
=
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- 3ste ] dE 219 Fr)ng 1€ 7hRZ2kE (AUC 5 %=+ 6 mg/mL/min)
T A2EZEE (75~80 mgm2) 1, 2, 3Uxtel] EZAE= (80~100 mg/mHE A
Fofste 4677 89, 31t e W 5 § A7Ae] ddke wE oy £ W
A 2= (PCD7F o] ol ARt 584

Ay ¥ Fo|x Ay} YAHo= OP@%P FHiolal A el dval A
AL BAG A9 o] of ©E FEoyl HEHAUTh

L3t Fr7PASE 3 o= tiv] o] of + ﬂﬁ*o‘?a?/l A AE (OSe)UTt. ©l
2t B FR8 AE (PFS) 2 A#ZA HE3E (ORR)oI o™, RECIST 1.19

T 2 ol FEL ol FUTh AA AP HABY
e 2oy g4 (69.6%), T 654 o4 (39.6%),
A% FUg 634 CA9): wel (83.8%), obAlobel (145%), el wi of=
27HA W 0.9%), L 94 5 6%, H-3 29U e vl-oEA 96.1%), §
A AEA (93.1%), &4 U]ﬁfﬂx} (6.9%), WHO/ECOG PS 1 (64.8%), 1VZ] (90.3%)°]
AT FAY 24.6%7F A2TeE L T41%7F A Eeba e Sopusith sstan o
=7 870 56.8%E 6571747 85ty X85 Won 7.8%= PCIE wetth
AT A% Hstan BEF ojul o] of + Y WETS FAHOE Folsty
PgHog ow gl 0S ML YebdTh [HR=0.73 (95% CI: 0.59, 0.91), p=0.0047]
(£ 13, 29 6, 29 7 F2). 4717 FH/1F 2GS 39.3 YD) A, o] o+
EXAS 9 uNF ) ofE 2o o EXATHMF /) B 2 ol A5HQ
05 AHE Holx gtk

F 13. CASPIAN 9179 &4 A%}

2

Axp =71 B2 A7) =2 Bab
of ¢ + JEZAES o o + ol=xA
o EXE A =1 EZAE H JlH
o 9 mzee e e 9 suzee 52 '
Fad 23 %E}‘f/l = A Zgel BEE AAE
AsEEE N2 g - TEETE L (- 260
268) =T (N = 268) v
A A= (0S)
A A 2 (%) 155 (57.8%) 181 (67.3%) 221 (82.5) 248 (92.2)
0S 4z 1Y) 13.0 10.3 12.9 10.5
(95% CI) (11.5, 14.8) 9.3, 11.2) (11.3, 14.7) 9.3, 11.2)
HR (95% CD° 0.73 (0.59, 0.91) 0.71 (0.595, 0.858)
p-% 0.0047
127019 % 0S (%)53.7 39.8 52.8 39.3
(95% CI) (47.4, 59.5) (33.7, 45.8) (46.6, 58.5) (33.4, 45.1)
18719 % 0S (%)33.9 24.7 32.0 24.8
(95% CI) (26.9, 41.0) (18.4, 31.6) (26.5, 37.7) (19.7, 30.1)
UNY = % 22. 13.
12 & 0S ONN A 9 3.9
(95% CI) (18.1, 28.2) (10.1, 18.4)
360Y % 0S (%)NA NA 17.6 5.8
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(95% CD (13.3, 22.4) (34, 9.D
3 *§Z:— (PFS)

A A 5 ) 226 (84.3%) 233 (86.6%) NA NA
PES %97t (1Y
)51 A7, 6.2 5.4 (4.8, 6.2 NA NA
(95% CI) ( ) ( )
HR (95% CIF 0.78 (0.65, 0.94) NA
6712 = PFS (%)45.4 45.
HE 5 ( ) 56 NA NA
(95% CI) (39.3, 51.3) (39.3, 51.7)
12719 & PES (%)17.5 47
NA NA
(95% CI) (13.1, 22.5) 2.4, 8.0)
AR HESORRY o) (67 99 155 (57.6%) NA NA
Al 2= (%) P e
44 W A 5
oW 6 (2.2%) 2 (0.7%) NA NA
DR g A 5
v e 176 (65.7%) 153 (56.9%) NA NA

(%)
8 dxt F EA9 OS, PES, ORR, DoR #2419 2tz whzk(data cut-off)2> 2019 3

9 1190}
b ZAA7r A@Z‘— ‘“u x} o7+ (data cut-off)S 2021 39 22|t} RECIST #+
|

b= Atgl4= 2 O’ Brien-Fleming W< # 8% Lan-DeMets A1F & Ewl& 3
Foll ZA Y, AR FolAde ke 71EL2 0.0178(Lan o and o DeMets 1983)°]

)

sy AaE HbgE
a8 6. "AAY=0S)e] 71E= v oloj(Kaplan-Meier) =54 (CASPIAN ) (XF&10}
7 2021 39 22¢)

o)

_63_




OS FY (95%

| ARFIH . CiEtemegw
— e BRI
0| eiEtn g 129(11.3 147 ®  cersoemd
smgs 105{9.3, 11.2)
E:J #i®d] (95% CI) 0.71 (0.585, 0.858)
|
o
o =
] L L_\"'-..
L] L] T Id -I‘- L] ll 1 L] ¥ ¥ FI' l- L ¥ F
Er-rllﬂfﬂ z ;rhﬂ:?rl*'}
gt £ 1] 3 3] a 12 15 18 21 24 27 30 33 36 39 42 45 48 51
0| eh+gEta 268 244 214 177 140 109 B85 VO 60 54 50 46 29 256 13 3 0 O
afEow 260 243 212 156 104 82 64 51 36 24 19 17 13 10 2 0 0O ©

Oy 7. F23YPAH=EPFS)e 7t
2upzk 20209 1€ 279)

mlm

wlo]o] (Kaplan-Meier) =41 (CASPIAN ¢1) (=}

104
PR -]

el e BESE
e e
TR
PFS STE (35%, €N
ar-
0] Sttt g &1 {47, B3
= =1 B4 (48 B2
w5 FH]| (95% C)
ir
Ly 1
LL
o
a5
2
LIE 5
o ] e YT ST - e —#
a 3 4 -\: I':' % " - | ;1 ::' ;- =
SEY L F 7|7
LS 0 3 6 9 12 15 18 71 24 27 W 33
0| gl wroe 268 220 119 &5 45 40 a5 24 18 ] 5 1]
#Eed 269 184 110 33 12 9 7 7 6 1 1] o

S =oF - TOPAZ-1 AT

TOPAZ-1& AAEH B AxEehelst Wg A of o] fEYS F/HI=s A
4 97, 2ARA0E FUH F2 AYY EE Aoy grgrel 9y BOOG F
TR
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lo

7 9 =

i &4F, &8 e ol 7|SH AVAY =e 54 Aol HIV 74 =
e A4 HYgdAAE F

= YA AA A9
Atk T2 wAolA A3k e 2 FEFY #A =AY L1z T2
WA e S2ts Oee TRt
- o] oF + 3}3ta¥ W& 3Fuitt 1Yxte] o] ¢F 1500 mg + 193}, 8=t
AEFE 1000mg/m?e} Al~ZEtEl 25mg/m’E Hu) 83715 AW ] Eo I
o] APHAY 3§ ErHss 54 DA A7EA o] ¢ 1500mgs 457t o=
- 9oF + Fste W& 3FvG 19l HeF + 19X, 8d Aol AA
1000mg/m*e} A ~Z28 25mg/m’E Ho) 857|185 AW U Fo F, Ao
HAY & B 54 T AR ks 4t g o
F2k9] vl A o] F A5 2473 6FvlTh, I o] 3= ARA AW o] FlE o
7HA] 8t T BHIE AAE AT
AT dak FHrhHTE HAA AE (OS] F8 oz HU7IHTE 7338 A&
(PES)elA. 1 9 ol Hr7ia+ A4 ¥-3& (ORR), ¥+& 717+ (DoR) 2
2 B3 A7t PFS, ORR, DoR< RECIST vl.1o] we} a7 %718t
AT FSATH L 7A AW EAHL F T (o] &F FoF 3419, Y FoF 344
H) Zholl #3¥ S ol FUT AA AT JHY 71A AF FATH HEE=E o5 2
ok 94 (50.4%), 6541 mITk (53.3%), W<l (37.2%), oFAlokdl (56.4%), &<l T o}
ZE A v=<l 2.0%), 718 (4.2%), vl-3]2=3Y =& 25l A (93.1%), ECOG PS 0
(49.1%), PS 1 (50.9%), 94 F4F 94X G+ W g &% 55.9%, 1+ & @F 4=
19.1% 2 23 25.0%), AW e (A (19.1% o Hx= A E7Fs 80.7%), Zo]
A (86.0%) ™ =4 H3PA (13.9%)].
Uz 7+ B4 A, OS [HR = 0.80 (95% CI 0.66, 0.97), p=0.021]1%} PFS [HR=0.75,
(95% CI 0.63, 0.89), p=0.0011e1A TAA FoAS YAt (& 14, 219 8 I1¥

—

]

SRR )
o ' 2 o X

[e=2)

d

9 F=x).
2 B9 657019 & 0S AE% 76.9%014 F71 OS E4o] &Y= Ut T &
A Aol diE A5 EFH7F AU 0Se] HR2 0.76 (95% CI 0.64, 0.91), A
712 943 129709 (95% CI 11.6, 14.D)0]3dt} o] EAoAe OS Ax= & 14
o} 19 84 YERY Utk
® 14. TOPAZ-1 A9 a4 A3}
A} F7b B A7) F7 BAP°

_ o] ¢ + AAEI + A Lol o + HMAER A + AN e Y

s A EL ANeZete A 2ZeE (n=344) 2 N2Zetel A 2Z8E (n=344)
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(n=341) (n=341)
AAYE (0S) Rr=vhzd: 2021 8¢ 11Y)

At A 4 (%) 198 (58.1) 226 (65.7)

S =943k 1Y) 128 115
(95% Chc (11.1, 14) (10.1, 12.5)
HR (95% CD!  0.80 (0.66, 0.97)
p-& ¢ 0.021
AAZ (0S)
At A 4 (%) 198 (58.1) 226 (65.7) 248 (72.7) 279 (81.1)

S %z O1¥)12.8 115 12.9 11.3
(95% CD? (111, 14) (10.1, 12.5) (116, 14.1) 10.1, 12.5)
HR (95% CD!  0.80 (0.66, 0.97) 0.76 (0.64, 0.91)
p-gxef 0.021
X3 *g—é (PFS)
WAy AL S (%) 276 (80.9) 297 (86.3) NA NA
PFS =zt (7

adE O, 5.7

@ 6.7, 7.4) (5.6, 6.7) NA NA
(95% CD° o o
HR (95% CI)¢ 0.75 (0.63, 0.89) NA
p-#¢ 0.001 NA
@ HZ 0S, PFS, ORR % DoR #41¢] Atgvlzrd(data cut-off)& 2021 8¢ 11¥ 0]
o},

P Z2 OSE4}el #zubzkd(data cut-off)S 202213 29 25 0|t}

‘Kaplan-Meier 7S A -&3lo] A4t=E Ao S93k Cl= Brookmeyer-Crowley 7]
ZIgte 2 FEEHAH.

HR E4e =3} Cox nlE ¥ =d& X“lé}@l TFREFAL FLEF pate 3t
2I+9 AR S 7IRFe R o, BF A AH 2 B8 T AX el s
HA AT

‘HRE= =3}¥ Cox proportional hazards model % Z3}¥ log-rank test 7]4ke]

2-sided p-valueE Ab&3ste] EAEHAoH, F W 25 AW Aeje} Adeh 9]
of wel BA=

PES Aol Ag"E da F B Az EAFHUG. 0Sel thE O'Brien
Fleming®l S # &3+ Lan-DeMets #| 15 oF Eul& 3 2 A= AgHFE ZA
sto], AA AlF 7F 4.9%0A FAZA FoAHE e 7|2 0.03(Lancando
DeMets 1983)°] t}.

Y 8. AAYE(0S)e] 71= wolo] (Kaplan-Meier) =41 (TOPAZ-1 1) (A= w}
7 2022 29 25%)
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i 1.*“'{:“
0 = A
4 g -3 o= &It (85% CI
0g \ Ol ¥+ Eiay 12.9 (116, 14.1)
A
| g g oo 11.3 {104, 12.5)
W "‘.'\\ e (95% o 0] 9 + Slerew of e 0.78 (0.64,
¥ sl o
-] =
o -
15 i
L
Y
b4 1-.\‘
0% - \‘\ “"l.‘
[ —— ;
il 'I..-‘\ m-ﬂ..,.__‘ .
ﬂ“"‘-. -'Ir1 :
i = T . — — ‘-'-i—'!"“
ol 2+ Bead (3413 .
pg o = = st (344 )
L] (] 9 12 15 12 4 | 4 i i 15
SEro wEHE £ TR,
EI = 340 331 324 MR 94 27 DK 25T 0 22T DR 19 1B IeR 152134 11T 96 BE T4 6l 52 4T 44 36 33 2 1 17 108 & 3 1 0
Of B+ BRrQ R 344 337 320316 6 I 200 24 2221 IETITS IS 138 125 104 92 T 65 53 47 3T I 2 1411 9 5 3 ] 1 o 0
-2 L]

a9 9. FRAPAEPFS)Y 7HEH Wolo] (Kaplan-Meier) = (TOPAZ-1 A7) (*F
grok7k 202149 8¢ 11¢)

T
N “,b‘
8~ \1 PFS &It [(95% CI)
o o]+ slHay 7.2 (67,74
m Augw 57 (56, 6T
7 R 2iHul (95% Cl) 0] ¥ + 3} of 3= 2 - 0.75, (0.63, 0.89)
RS ‘*‘\\_
P .,
I 14 %
o L
\' - )
IR
- 1}_
1 L .
01 ol 2+ mErn e (341 B) ‘.__' T———,,
SO (34 ) —----_-__“__"—"—'"—'—'___.
A T by ¥ T i T T ¥ T b T ¥ ¥ T ¥ T ¥ T Y T
L} [ g 12 15 Ix | |
7% a2 7|7
Mo+ HaoE 3l 326 29 28 245 221 I8P 174 106 100 &2 M - | r 4l 25 3 1 13 . ¥ 5 1 1
- a-d ] A4 337 R0 2585 137 197 142 13T B O @ A 17 14 1 7 7 5 1 3 ] 0 i

r_\|]_‘

Al 32 ¢H(Hepatocellular carcinoma, HCC) - HIMALAYA <+
7 300mg} o] ¢F WA AL HCCol tigh Al 285 HkA

=
T

A5

Aot AFoE nfzA 2y d 7+ (Barcelona Clinic Liver Cancer, BCLC) C&HA
T BEA (HFA&AEE BWE & gle &4 g% 2 Child-Pugh Score Class Al
x5 3t

ATl volg 24 B U 2 CH X199 34 £ 12704 ool &34 &=




Ned 94F 29 67149 oluo] HloFEaA
A 12709 ool 1Hy HF; B EE /)=

ks

AE FAE ALt

Azl HuFrt e FAE AT AR A 1270€ oluol 54 =& ol 7]
E9 A3 2ol v FAE At 2IFHAUTH

F2k9) wid & tid3d A W(macrovascular invasion, MVD(l& E& 1), 1HA 3o
Bl (Fld B 04 = #dd C¥ 449 =< 21 @) % ECOG 3 30

s Dol wet S35k Ao

HIMALAYAS 7= 1,171 9] 3AE 1112 F29] ajAste oS3 2o F431A

o}

o] oF Eojt: ¢HEt 1500 mg 45 4o

gy 7ot 300mga o] oF He W EFWy Ty 300 mg + o] ¢F 1500mg &

o], o]ojA o] oF 1500mg<S 45 (tF o7 &

A g A2 400 mg 1Y 23] Fof

Agto] PHAY, 3§ EVFs 54 2 AR AEse AFHJG A7 &
Z

5
dxt HriHss AAA 5717P(OS)0114 F8 OlXP g7t AT }7} RECIST
vl.1e] wel H7pet T8 A E(progression-free surv1va1, PFS), A#4 Hg&
(ORR) ¥ Hk-& 7]7H(Duration of Response, DoR)e|t}.

AA A JAEe A+ FASHE 2 7A AHEALS b33 2ok dA AE A
o 71A QA+ SAE v=H 2ok FA B3.7%), T 654 mRE (50.4%), <l
(44.6%), kAot (50.7%), &2 =& o= g7 A uw=2 (1.7%), 71EF AF (2.3%),
ECOG PS 0 (62.6%); Child-Pugh Class score A (99.5%), th&d¥& A (25.2%), 7t
o] (63.4%), vlol#) 2~ ¥Rl BY 1+ (30.6%), CE FH (27.2%), V< (42.2%).
o] A7+ AT Hlusty EddFT 300mgH o] ofF W& 8T AA F
ARz Fosty dAHoz oun = 0SS /HAS YeERITH S & vl(hazard ratio,
HR)=0.78 [95% CI 0.66, 0.92]; p=0.0035] (& 15, 1¥ 10 %a1).

¥ 15. HIMALAYA 979 §&84 A¥ va: EgUa 9 300mgd} o] oF 388 H
vs AghEY

Edwe) T 300mgs} o o Wg
o PR

(n=393) (n=389)
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4 1% A% O

33.2 32.2
)
9| (31.7-34.5) (30.4-33.7)
AA AZ0S)
A AE (%) 262 (66.7) 293 (75.3)
0S 947t Q) 16.4 13.8
(95% CI) (14.2-19.6) (12.3-16.1)
HR (95% CD) 0.78 (0.66, 0.92)
p-ak 0.0035
F-218 A =(PFS)
ahl AbEl S (%) 335 (85.2) 327 (84.1)
PFS 23t 1Y) 3.78 4.07
(95% CI) (3.68-5.32) (3.75-5.49)
HR (95% CD 0.90 (0.77 - 1.05)
23] H-(ORR)
ORR AF#l % (%) 79 (20.1) 20 (5.1)
a4 wg Ad 4

12 3.1 0
(%)
nE o wg A S
(f/) e 17.0) 20 G.1)
S=u] (95% CD 4.69 (2.85, 8.04)
He 7] 71’(DOR)b
DoR Z%zk (1¥) 223 18.4

Che e A% AdE 9 o

Brien-Fleming & &3t

Lan-DeMets A|15 2

F EulE o A, EEy T 300mgdt o] ofF HEAW vs AzH gl
A BEAACRZ FoAS ZtE 7]F&8 AWHE 4= 4.9%9] o3 0.0398<]thHLan o and

o DeMets 1983).
bslols <A J

-=eEA o

]o o[o

Cl=A1E 7t

1" 10, A A "gt(OS)«l 7}&& wolo] (Kaplan-Meier) =41

o5 BEI [9E% CI)
=EdsTw 0mE 5 164 [14.2-19.5) SHAHUERT S00ME
ol ot 220w _ doiwgssw
ZEkEd 1386 (g2aEy 000 — e (5
om Censored
#ub] (25% CI) .75 (.65, 0.32)
|“.| 0%
ur
n
] 04
T
63 ‘_""""- Sy
M i
LR
- - 5 z z :
1 L= 12 4 L] id 4 Fo ) b L ’ ] 4 i . ]

EX
EE
EE

43
-
T

1]
=¥
i

|||-1. th
17 l! :l ‘\:

ik b ihe B d N
B SR Y RN

T&ﬂﬂﬁﬂjl?h THEh

Ata=ter - DUO-E AE
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DUO-E= 34 == ATAE Al d A olA o] ofx 14 #g 7 gste
W&ol oo, &EtutH I HEsAY HESHA B2 FEHolA o] °Fo] A8
= H7HR -‘?J—MHHJ 071, ol 7MY, flF tix A3 Aot AEA
Aol = &9 A9, ol esta¥e Hx fAM FAHI npA Y 35t
W FAYEEH olF AEA7A Ha 127ho] B3 Aol sEHAT o]

EF mE =AY A4 AsHHd FAVE 2LEHAG A

_l

FAAMA S T =249 2L 57MMR) FE(HE vs. 23, &
vs. A5t Eh), A F(opAo} vs. 71EF A H)el whet T3 AT A
< stuol L1z 729 wiA At

SEN (A

o E
a T

(o

o

£ =
Ml oo

AFOAE N shstan): M u SauEEed 3 AREg)e 350
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47 19 2318 Fougith

DT A S - of b W N0 HAaUGHERA 2 AuEe)
£ 35vlnhs] Ay 657] B Folaka o] of 1120 mgg 350tk 18] Rof. 3}3)
L BEorl 9d5dH T AAA AW Zso] e A= AHo] Xy wrbA
AgHow B Fe 1500 mg 45vitt 132 ii}ira AeF A 1Y 2318 Fofrt
plaad

3 (s Z)dE Bsta Rl + o] oF + SThuE): W 7Nk e (YA 2
7tH S ") % 3FPHLE] Hd 6577] ¢ TSkl o] oF 1120 mge 3Fritt 13]
%ol getay Folyl ¢w® ¥ ARH AW Ade| fx s Ao WA
W74 fALgo R oEest 1500 mg 45 vidh 189 &ekakg 300 mg AA 19
23] Fof gttt

A% 29 ol9)el o] fE T ABCLTY/AF =
= 54 g Adae] Al nel HH
3 % 9ok

RECIST v11elA Aojd a9 29 £t 588 & 9t 540 24T f71x
ol A%k % AH Frke FHANA 71 A 18F B4 9Fuidt 13),
o] Foll= 1251t 13 A= AT

9z} PrPASE RECST 118 AR&ste] ATA Hrho] o8] 24H PFSATh. ol
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At g 7Rk skst @ oiH] ITT oA FAFSE {F93% PFS A<
|53 tHHR=0.71(95% CI: 0.57, 0.89), p=0.0031. PFS 4 B4 3 OS AE =
71872 &A T 19990l A Aol dAEte 28%2 d==E HIt. =YX 5
(MMR) &8l MMR o x2318k s'd HA & *}%0}04 TGA AT ATl
FAE A" F 718%W Y A T 5758 (B80%)e &A7F pMMR FF HHIE EA
I 1439 20%)e] A7 AMMR F%F ZElE BT
LA BT AFo] U=(dMMR) g ket &2t
dMMR £ FHIE 71 &2 5 A $ASE 8 JE 542 It
Lol & d@e o FAT Al & EFo Hlojzgel AT FA Y
2ot % 9% 62AH(RE 9 34~8541]), 654 o 41%, 754 ©]4d 1.5%, W
Aokl 29%, &11 == otz 7l vl=<l 2%. AW 542 v 2o ECOG PS
068%) == 1(42%), M= XdH 46%, A'Ld A 54%. =253 39 Fd& A
o WHHB3%), T FI0G%), FAECB%), d5FB%), PIE3H2%), 71EH3%) A
dMMR F% Jele] Aol A A= & 167 29 110 89F= o] dth. dMMR F4
FEe] HEd SAelA PFS T3 3 ZIb2 Wig Nk 3t @9 + o] of &
o A5 15.570d, M 71k 38k 2 o] A% 10.27H2 o)Atk PES &4 Al ol
S 0S AR HAume 26% A3 s 7)HE 38 a¥ + o] ofy Mg 7 3
aWo® Agih2 9579 A T 25l A AR o] A,
16. DUO-E Alde] &4 Z3HdMMR T S8 Ar)

W= 7IE gt ayvo]l ofuim 7k 31k WM (n=49)

o rﬂ

B o

(n=46)
213y *gé(PFS)a'b
WA AL 5 (%) 15 (32.6) 25 (51.0)
PFS Z%3z°0N€) (95%NR (NR, NR) 7.0 (6.7, 14.8)
CD°
HR (95% CI) 0.42 (0.22, 0.80) -
Az AYZE0S)P
A A 5 (%) 7 (15.2) 18 (36.7)
0S &%zt (1Y) (95%NR (NR, NR) 23.7 (16.9, NR)
CDc
HR (95% CI) 0.34 (0.13, 0.79) -
A2 w-2(ORR)P
ORRIALE 4= (%) 30 (71.4) 17 (40.5)
Hh-g 717HD0RP
DoR %3k 1Y) (95%NR (NR, NR) 10.5 (4.3, NR)
CD°
AT H

PAE A WA 37 Z24(DCO: 20233 49 12¥9)< wto g &
¢ Kaplan-Meier 7|¥ S AF&3ta] A4kt
Mg FolE g o

§ EE B8 owsowy Iy
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W(54%), &7 (26%),
3(K1%), 71EH3%) A H.

gtaty ol A 15.271 € ol 3l A,

o] AT,

F5F0B%), 1

PMMR &< e fabaol tidk At
TE AHY HEd @A 337 73t

23] (4%), B

E
T

H =% isa A%l Ut Anwel 84 58 JWes FuZ /W St 8
+ o] oF o] N=42, W& 7]¥F 338 QW2 N=42). CI=41%] 7} HR=93 H]%,
NR==¢ ¢} &
13 11. DUO-E°l A PFSel| t§3F Kaplan-Meier =4 (dMMR Z9F Ae] 2x})
1.0 4 O b2l Sl o
027 i -
0.9 |
0.8 |
0.7 1 - o -
E 0.6 1 I. - N
L) L]
gl}-hl ll———i—-i—i-.. T —
% 0 -'l--,
E 0.3 o s e e e
@ i bk 5% CT)
42 IR iﬁfﬂ -_.\'R-_\fs:\.
EEE ] (6. .'.-:4.31
L 01 U BHE B ¥ s BHE R iy R
00 |
'lli 3 6 E I.E 15 18 5) EII 24 zle' 30
BT} LI WY £ FIZHEEh
WX a0 9
6 37 i 3 bl 19 1 9 5 i 0
wiET|e aeey
44 41 28 17 13 =1 g 2 2 0] 1]
Yz B3 Aslo] gl=(pMMR) A-sujutet g}
PMMR 5 4] 87 3 97 BA%E 8 7% S4e dudos A=e 1ol
T F3e ol A 7 mRel /F ATEASE 4L ged 2o 99
gk 64A(H Y 22~86A), 654 o] 48%, TH5A] o] 8.1%, W<l 56%, oFA| o<l
30%, &< s oz I Hl=<d 6% AW 542 o= LE‘r ECOG PS 0(69%)
= 1381%), A= A9d 47%, AdAd A 53%. 2284 59 382 A U9

AT, ¥, 2

[}
A= E 179 a9 129 89k o] k. pMMR
Fhahe WF N B8 2 + o] o + §
W u e 9y FolAE 1287 Uel it
S 9%l g sl S5 ey + ol

PFS £4 Aldel F3F 05 A=) 4%
oF + Setvkgst MF W e aw

# 17. DUO-E A&d9 &4 ZA7(pMMR

o= 2 gRke 38349 A F

Z0
e

1109 ol A A}
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Mg Juk shefaeol of+MF sk 5134 n-192)

<gag (n=191)
T8 AZ(PFS)*P

WA AbE S (%) 108 (56.5) 148 (77.1)
PFS %43 (1¥) (95%15.0 (12.4, 18.0) 9.7 (9.2, 10.1)
cDe

HR (95% CI) 0.57 (0.44, 0.73) -

ZAA A Z0S)P

A A (%) 46 (24.1) 64 (33.3)

0S =4z (1¥Y) (95%NR (NR, NR) 25.9 (25.1, NR)
cDe

HR (95% CI) 0.69 (0.47, 1.00) -

A2 w-2(ORR)P

ORRAME & (%) 90 (61.2) 92 (59.0)
12 7] ZHDoR)®

DoR %43k 1Y) (95%18.7 (10.5, NR) 7.6 (7.1, 10.2)
CD°

AT A B
A= X WA =7 BADCO: 20234¥ 49 129)S 7|Hto & 3
¢ Kaplan-Meier 719 & AF&3}e] A4kst

[e)
=
d o._. S e}
vk gy oz vWkhs == B
==
ST

Boubgog ) o AwA wrg. wolxelo
A %% Fbed Afo] b ARF) Bx £ WO FAF )N 55 o
+ o] ok+ ZEiyuty 9] N=147, ¥ 7|wk 318 Q¥ el N=156). CI=Al&] 7t

HR=91¥ 1], NR==2 <} &
a9 12. DUO-E| 4] PESe|| th3t Kaplan-Meier =4A1(pMMR F <% el $-A+)
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PMMR ¢ AEHIE 7FX 22 F PFS $@4dl= PD-L1 &d A ZA3E)(236/383;
62%)21 Aol Al 0.44(95% CL 0.31, 0.6DYx PD-L1 &d &4 Abel(140/383;
3% FATNA 0.87(95% CL: 0.59, 1.28)°11em, o= Wz 7wk 318 QW +
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(29 1] A4 $E4 2 F1E R AR A4En

[(M&xz 22)

O AR  A=HAA T FEHATFAATA Fo FFIAA A [H3EL] > A2F > 1. Z3H

57 ZE
S7HAE > 1L AMEE 5% - 83, 2. 2L 89 - 89
22 H 35
L OAEAE 2 3 4 5 6 .
T 1 7t B 7t g 7 |8
ZH o2 e 1 [ |2 | i
1)[2)[3)[4)[5) |6) [7)[8) [1) 2) |3) [4) |5) [6) |7) |1) |2) |3) [1) |2) |3)
Z—"%Z]—g_ 1. O |x X X X X X X | x X X X X X X X X X X X X X X X X X X o] X A X O [x O O
Z—"%Z]—g_ 2. O |x X X X X X X | x X X X X X X X X X X X X X X X X X X A A X A X O [x O O
xﬂ%o:]_‘f_ O [x [x [x |x [x |x |x |[x |[x [x |x |x [x [x [x |[x |x [x |[x |x [x [x [x [x |x [x [x [x [x |[x |[x |O|x |O |O
WA | 715h) A850 fAR Gvas 9 U 8 - 8FOE S5t A AE ARE BE e
O ASAR FF
L7149 = 2 g AgA 9ol #3 A&
6. AAARA A R AR

7. 3l Ae A4S B HAEG B BE A
8. 7Iet Y oJorEe] B4 BE A=
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Faststay s Fo HAS 237 f8) Q3W 1120 mg &S Fosien ol It
kA PE Tl 75 kg AT 71Nk &Fol FesHH QAW 1500 mg Fo Ak FEGE PK v%
T E AEE] 3 AR ANAM F2F ke UEd
DA HoNA AT 30 kg olst e A 23z JfAE dq7bA ATk F420
o 71s57kd Aesd L4
A, A TolA Blwd FestA WA NS

- -n‘x] A ol
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- 1z Hr7iHaRl OS= #1380 0.73, T3k S5.97HE 2 Abdel A3 a4 ZAMHR 0.79F w3t

- 12 H7ha<E]l PESe $1v] 0.76, Sk 16.671 2= Aol Bt w84 AAMR 0.7H)E w53t
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- 78 E£3F ol dAtElE AR HFE, A8 A, WA e ASE, 7R oERRte] 4Hzl o
At 2 AIR@AE oA DTS o] FAE R AdTEsE HEFel U
- 34 T oA AL AFTH txTto] ApolE HolA gtoew HY, AN oA ds T
ol A=
- Aok BHEd A HE S W HEoRE GIRRte dExl o)At HFe &3
[t % & o]
e dMMR(mismatch repair-deficient): x| &+ ZH
e pMMR(mismatch repair-proficient): Y% 23 %4
e MSI-H(microsatellite instability-high): 3R = # w244 Bk A
e MSS(microsatellite stable): &wu]F<=A] <A
<X+2Z Ui 2k eb>
1. 7|8 E= A 2 A 2o 2s Xtz
11 AFAR
o At HF : WYY e AEAH AW FA9] 1A ARE FHREGE 9 ﬂ%ﬂ%@iﬂr -8
% BUdx B A3 (AMMR, mismatch repair deficient) ZFgWetetoll 4 @5 fA @ == BUX
B Aglo] gl (PMMR, mismatch repair proficient) Ab-g-u) 2hokof A ggp}a 3}o] Bﬂ% A 2H
o 287 H  HE AAHA-8|ZF=-1 (programmed cell death-ligand-1, PD-L1; ¥+ B7-H1, CD274¢]2}
1% 3ol SolHo=w A
12. 719 2 /HEAH
o T4
- ME AAHA-8]ZF=-1 (programmed cell death-ligand-1, PD-L1; =+ B7-H1, CD274¢]2}11 % $hol
SolHo g Agste Ut gGly ©Y & A
- PD-L1& PD-1(CD2798}a = 3hH % CD80 (B7-1¢lztix &) F8&AE E3] T AXd A A5 E
AGgozn A oA FoolA dY ¥EE 2HE 5+ 48&S 3h

A

-

o

13. Ne

A ZAguEret g2k s 9@l BEEHE 13 A= SoCe
Bl I gl 2Fo] dsE= 8 o]tHNCCN 2023, Oaknin
¢l ABEFFHI)EFTHKEYTRUDA®], Merck & Co., nc.)
[JEMPERLI], GlaxoSmithKline)& SoC &}8tw= W &3te] MASL 44 Bdamos A&a 7
£ Hrbstes AlES JAAE = AT AgulEret S49] 12k X84 SoC &star tiHl 54
2o g F93 PFSE Rt}

A AgErere] A =R A
etero 2 enke g2of 5d AEES 3719
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14.

1.5.

(PEA1E s 202000382, ¥ds0HE 31991,

1°)

AAAE ol staw 249} AAR] AMMRAEIS] [aA == AL Aguetd
| AAZA S °4—r°iE‘r(Antlll et al 2021, Andre et al 2022, Marabelle et al 2020).
<, RUBY #E 19 FA A A}E nigoz dMMR/MSI-HS! A9l ddbA 3gA == Ak
Azt #AE X 53H7] H'SH Srgeiy 7R EE 9 g3 gd HEad ol B~
ELH‘?J @d AA Fofol g FDA &<lo] o] Fo]H S w(EMPERLI USPD, 12 <laf 1z} &7l
A Ay BE AAA + g 7 85t a o] Aol AYHATH

PMMR 5" }*% 23 12 x589 FF SoCe A3 st aold, Ay PSS AA 7| ZAA
o2 AEL MAAE F Ue MER AE H“’Pol Zdasith fUsFgs dgdayom AgstAY
H‘%}E‘%‘Jf g g Z)hk sty Bo & R st Hestd 13 X5 FAHo)A F
8 AES At 0S4 Aoz FAFAN S BHltes HoA faoA F7EA<d

> 12
(SRS

1o Md

2

o
=
<l

vy

gz olee AFY F Utk

)
PMMR zte] 73-, CD8+ THIEE Adstes T 5014 ARFY FFo] ¥7] e #A8H
T 1Y #E gAA dx Fo A & "gdgdo] "ojxa wh-gA o] Xi’fv‘}%ﬁ}. =t
°|3k PARPS| ¢fgjstd oAl= STING B2 243, 55 18 deHAE A4, TAx 24 &

glom(Stewart et al 2018, Li et al 2019,
Wanderley et al 2022), ol= © uol7t oSt 2 A9 A AAAY S4& MAdsta 3
2k = 9t olgdt HAH FEAEe W #E AAAY fFEAFC o ATHA pMMR FA
Ao 53] #Ho] AL = Ado(Lee et al 2016, Lizardo et al 2020), PARP A A& H
zdo] F7tEH FFF s 43T 5 U

o?.:

2 AL 2018.12.27) A= FgteE Y
e #AE oo s Yxak ZlREGE 9 SHEggdy oaee] ¥eay
stAY W&skA oFe odEe fFAQH i, 29 wiA, oo, olF
, A3 d3A1E (DUO-E)

N
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_>|~l_‘
ofl
£
_]11

o N
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S rr
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&
oo

ANMAHAE 1Y B9 HF 2d3ED FERE@E - FAAA e oFFH-1365%, 2024.10.08.)

TEZY-=gletEy 42 @ dEasty dZo 23 AN=E(FFo e A=)
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6. YAAIF Mo 5t X2

61 YA HARS AHHGCP £%)
ARG 73

62. YINAAEH L
e I 3% 1 A=

) 4332 UFE 94 YA FL DUO-EY
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63. AEFATAH

- YA §he

64. 43N

644. 273 A FFIATF

D &8

HEErte] PK(84 %)% DUO-ESF thddt §389 138 T4 FAE 22 3 7|e A3 AHAA
ARFATRIAAE 9o Agez 7449 YUEFy HF$ & Study 1108, Japan Study 02, ATLANTIC,
HAWK, CONDOR, PACIFIC, MYSTIC, ARCTIC, EAGLE, DANUBE, KESTREL, STUDY 22, HIMALAYA; o]
e Aol g AFARRS & 1 X)) o9 AldedA = DUO-E(Ctrough §%)¢ 7299 wixirt
A2 PK B7Fs A8 g8 AE AH T APk

DUO-Eoll A} Abd ®HAE Alde] oirfyt d4 v5&= % 39 AA"EY. Lgage 3stey Fo
528 A8 FAHIY 7] wWZol, A2 Fo A WE Al SoC + D % SoC + D + O T
g EE AT TS FAMF-7E st iy Ry HE)E SR vy QAtE el
o)gth A26F Fo] A WE A SoC +D % SoC + D + O 7o £33 RE A= zh7 oy o
LY UEEY + SEuy HEeWS Fova JUTh

wEdk PK 5= SoC + D €



9 A26F BEOA fAE Ao Uen} HEgt K7l SoC EE S@udn @4 HE Sdiw o
Fo wA groe de meFn

3% 3 DUO-E % HF9 HIF 24 PK 479 g+t €4 v=(ug/ml) 2°F

Geometric Mean, pg/mL (geometric % CV) [n]

DUQ-E PK Analysis Set Durvalumab Pan-tumour Pool ®
(1120 mg Q3W)
10 mgkz QIW | 20 mghg Q4W | 1500 mg Q4W

SoC+D SoC+D+0 Pool Pool Pool
Visit, timspoim (N=204} (N=113) (N=12520) (N=424) (N=1059)
Week 12, pre- 203.1(32.63) 196.2(31.65) | 1292(121.50) | 105:7(124.61) | 118.4(39.08)
doze [78] [%0] [241] [206] [550]
Wesk 24, pre- 5 14 163.8178.75) 132.8(39.67) | 136.6(106.64)
dose s s [398] [146] [202]
Week 26, pre- 2635.6 (35.62) JSﬁ.Sﬁs?.QT} f;i.'l_(‘lJS.S'-‘_r 8589 NS
dose [26] [33] (] (1
3-month follow- | 28.0 (104.39) 14.0 206.77) 14,5 (40047) 0.4 (1735.06) 104 (979.37)
up [21] (201 [623] [107] [257]

Durvalimab Pan-mmour pool: S ndy 1108, Jepan S mdy 02, ATLANTIC, HAWEK CONDOR. PACTFIC,
MYSTIC, ARCTIC, EAGLE, DANUBE , KESTREL, STUDY 22, HIMALAYA.
220V value not available as data were onlv available for one patient.

2) " dA

o Ftel gk &ofkE A Aue F 4059 ADA B7} 7hs SAHRPEA B4 TolA BlA

224l ADAZ} Qa1 wlA S wlo]l =gkl & AFT} st o] 3]l &EAE ool thal dFEH ATk SoC +
ol 1987, SoC + D + O Fof 20778.

ADA FHEADA ¥4 &2 H &) W EFA § DA ADA &8 &4 vl &)L BF F3en, SoC

For# SoC + D + O T+ zholl vIstAl Uehy Setatg 3] W go] oiayt dygdld =

iu}“”ﬂ] HILE T4 FU=S AATH

AAZHoZ SoC + D & SoC + D + O FoJFollA 405 2] 3z} = 17H@.2%)°] Lol ¥E Al ADA
e YeEFITHSoC + D oI 89[4.0%], SoC + D + O T+ 99[4.3%]). SoC + D Fofo|A ADA

¥4 8% F 6% SoC + D + O FooA 9% =571 wo] 2=kl Alovt ADA ¥44& Bt SoC

+ D B A 29%(E4309003 A} 2 E6005006 AP A &H o Z ADA S ZA3}E yEeEl o,

o] 9 mxAut J4H HIr ADA HES A& 717ko] 165 o|Ato]l obd ADA <FA(E4309003 ﬁ‘rz}al 73

—

[e:

S 6/¥ FAFAFE IE [ Fo 3T 18291 A], E6005006 2] 7H-$- A8HY WE [A Fo T 94Y]
Melgr) HEe] F W B A%x ADA FAOE BFREUTH E4309003 BAE 6719 FHBE B
A Fo 3 182¢9) Al FstgAo FHd= b}E‘rkﬁotﬂ o] 3x}= DUO-E AlR@olA F3shatAo F4d<l
g FAA

w3l FoFE A Ayes o9 10 mg/kg Q2W, 20 mg/kg Q4W, 1500 mg Q4W Fof Qo7 Fo
e SaE 233 1379 Ve YA ZEE TR BEFY ol 24 $dHJL DUOE SoC + D F
o7 H SoC + D + O T+ AH4e} vl rh

ADAS] WAEN FHES DUOE AP F Relzst e ¥EF 4 AAINE 1. 393
A= DUO-ES 84 1R elAM T AEHom, o WEg S de nss &=t
Ao CMRY WEY FolA HEE ADA W AFE A/ Hsew wA F 1120 mg

Q3W, A @A A 1500 mg QAW=ZE 1A &F g9 Fougld DUO-E9 Z3el X4 A
Sl 7), SoC B/EE —g—aur%w Pgol URTT WYY TRAUe] WHE FA WUFE A

AFFIT,
7 ouRyge WYy A% 2oHADA B b P
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Durvalumab Pan-tumour
Pool
DUO-E Overall Combined 10 mg/kg
1120 mg Q3W during the chemotherapy phase and Q2W, 20 mg/kg Q4W
1500 mg Q4W in the maintenance phase and 1500 mg Q4W
SoC + D SoC + D+O Pan-tumour Pool (N =
(N = 198) N = 207) 3069)
ADA Category n (%) n (%) n (%)
ADA-evaluable patients 198 (100.0) 207 (100.0) 3069 (100.0)
ADA prevalence * 8 (4.0) 9 (4.3) 191 (6.2)
fi’{fjlan (range) of maximum 15 (1 - 64) 10 (1 - 8) 4.0 (1 - 1,024)
ADA incidence " 2 (1.0) 0 84 (2.7)
z/{féhan (range) of maximum 325 (1 - 64) ) 40 (1 - 1,024)
ADA.-posmve pqst—baselme and 0 0 17 (0.6)
positive at baseline
Medlan (range) of maximum ) ) 8.0 (2, 32)
titre
ADA-positive post-baseline only
or treatment-induced ADA 2 (1.9 0 82 27
i\i/if;ilan (range) of maximum 325 (1 - 64) ) 40 (1 - 1,024)
ADA positive at baseline only 6 (3.0) 9 (4.3) 92 (3.0)
mf:‘an (range) of maximum 15 (1 - 16) 1.0 (1 - 8) 4.0 (1 - 64)
Treatment-boosted ADA ° 0 0 2 (0.1)
Medlan (range) of maximum ) ) 120 8 — 16)
titre
Persistent positive ADA * 2 (1.0) 0 67 (2.2)
E/{:edlan (range) of maximum 325 (1 - 64) ) 40 (1 - 1,024)
Transient positive ADA ° 0 0 32 (1.0)
Medlan (range) of maximum ) ) 40 (1 - 128)
titre
nAb positive at any visit 1 (0.5 0 16 (0.5)
mf:‘an (range) of maximum 64.0 (64 - 64) - 16.0 (1 - 1,024)

DUO-E %, SoC + D %ol 28(L0% A Fol F %4g g ADAZL #45em SoC + D + O
Solzol At WAEA ki, nAb FHEL SoC + D FAZoA 05%1HHUT SoC + D + O Fol 7
AL YTk HETH WEF Fo| ADA BAELS 27%AW W, nAb FEE L 0.5%ATHED. ADA
Whge] Z7)E ADA MF Aol wghorm, DUO-E 2 Hu= MES Fold ADA 97} FUakol
A% @79 109 270,

ADAS) EAIE TR PKCoE ARAR] 9
E nAbS EAVE He] Aol A3
Ase eree) ve w

XA o Ao® odel WA uh 9lTh ADA
Ats AL YT ANHOE, o] g

12
o
ox
fo
o
tlo
paly
T
1=
L
o

3 AFEFe| HIA
DUO-E Aol A8 oiisgel gae
mg Q4W itk

o

staw] @A Foll= 1120 mg Q3W, 3 TA A= 1500

DUO-E A@elAE sheta wA Fole 24 §39 o8 d 1120 mge Q3W g, #4 @A
Fole 1500 mg QAWE Fojdich HWTHel 271 Q3W WS BAG APAe] Ag §o43) e
e 98 shstay Rol A3 YXNSHEE HeHAch 1500 mg UW FFE oY FHSFeNA <
f geFolth 1120 mg Q3W e 1500 mg Q4W S FES T HATH S AZen of A
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a9l stetay dAE fs) AgEAH

AsuiEret At A 1120 mg Q3W #1500 mg Q4W &Rel fEERt PK zZEade
MEDI4736-1108, D4191C00003  (ATLANTIC), D4191C00001  (PACIFIC), D419QC00001 (CASPIAN),
D419MC00004 (POSEIDON) % D933AC00001 (TOPAZ-1) Alg@olA thFd T4 FFol tis] AstraZeneca
7b oj el JNZE PopPK 2o thd Ak HeS ARgsto] AlEdold = At PopPK ZHlA HAH

FUE F QAo BAMol Yt Ao HAH Ze YOrPK uEF HAE Fgo] 30% W
wh, webd wolsekel B 4l weh §% 2AL ¥ Bart 9SS AAdT =, A 744 W
(3R, W 2 V8 B DR ERE 18709 FF F@o4 HRFY CLY VIS mmd A PK

g el YRR ou] Qe o ZzA. b Ass ALE A PK wdol

LR
AA3) AW F Jdue d2S WP
PopPK =@le = t2 A34 AF(DI33AC00001 TOPAZ-1o & AHS Al UE ALEHAE
o), 9714 ALE HF B4 Al 3" PK7F #EE $5-A7 29U dXshe AR FRIFo
daoy =& sgta e HE Fo A U TF HSTolA gERg PKE HH3] o Sste
2dS AT £ does S O AAE dSE FAS
DUO-E¢| 73-%-, PopPK =2lo] o4t PK w7l ol g /¥ A@ 4 wolz FAHXNE A luted
AN@oNdAL 47759 FHFES AHE3ste] BAS A Fo 114 Bk g CavgRl Fo & F FAY
oA AUCE %o t4, Cmax ¥ Cmine 2 uFo] AMHE o F3te o A8 Adue T

CLell 13 T4 s¢
Rt shek e ol o
#HF PopPK =2 tfd$5 CL 9 Viel tig /W8 ZF@A Weolz FAHAXNE 747 0& T4 F3l
Ax w2 ZF(oxplode AH&3te] DUO-E PK Z23d& AlEfoldsts o AHgd 7/ 22
o]z FAX o vlurt Aol W2H FAGHAA A2 g

A BlPon, mEtA g a¥e] B3] RiE &

A=

DUO-E Algol AH8d 2810ty &3 dA AHA AAo tisl] FA(EAS F53 AlFdA)E &<
300 mg bdelth. AstraZenecaw @ FU¥ AHIF(dAS SOLOL, SOLO2 % PAOLA-1, 3%
OlympiAD % OlympiA, #4<¢-2 POLO, A@Aeke PROfound % PROpeDoll 23 &2kw+d 300 mg bd
AA SFoE FUAT Y BAEES Efrstal Ak

el

64.5 °F¥ 32 ¥ (PD)

- YA §he
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Mz/
AdH)

® SoC: W /W AFAPGHELSE 2 RIS
QIWE At 6771 F Folstm oMEY fHIV) Q3W
Sol. gstay Rolzh 9E8 F Aun 4 Ayl gt
A2 AvE PP E2BAE Aol AWT WA FA ABD GBEY 9jo
AR AW BAZAV) WS Lok SIHAA) bdE AT Fol gkt

4oz Ui AnEetel|@ SoC + D W W et B Anset
A 3% geEAy oiEhE) QIWE Ho 657 ¢ Fostz o 1120

| _ 14 AEA
DIBIICO| o) @R ofF LehoHmglV) Q3W ol shetay Foivh 9 F 2B U9

KR

_E_

3|

7}oll e]gk PFS
2zF : 0S, ORR,
DoR

0001 |¥< WE&stAY BHEstA|Hd o] gle dA= Aol AP wi7tA FA A8=E ¢
(DUO-E) |22 tEF3 FXayd|dF5 1500 mgdV) Q4Wet 2ty HeKAA) bds 2T

g, 72 HiA, o) | Fo ket
Eul

@, olF &71¥, $1°F U@ SoC + D + O ﬂ% Z)k seta (e 9 ste
Z, A QRN B @BWE Ho) 677 5 Folsti HErEgt 1120
(DUO-E) mg(V) Q3W %o, sz}@m'a Eojyl gud ¥ AR AW

Aol gt BAE Aol WAL WX FA N2 o
HLE‘Q 1500 mg(V) Q4Wel Sekutsg 300 mg(8A) bdE 73

6.5.2. A U4A F Pivotal studies)

D 93X FAA

(1) gnkALg

DUO-Ex A& g2 AP e ALA Agueet oA oEeitst ®ed 13 #ig 7]

ststa o] oo}, Sty &Y HEsHA ¥ LR AL A4, A3, TSI,

1, olF E7H, floF diE Adelthad D. BE e 2ATGHoF el 7<1?5£*4(37] E=E 4

7D EE ALY 15w A4 ATHIHEETE 23] FAE JHAI Qlojok Itk £F L &

A gskth B 12 WAl FG s APl g}o{o]: ok AL dwol e A A, old A

A g Az B 8 A —Er@]HJ— npA e A ek A5 FAUYREH olF ATUA HA 1270

o] AR Aol HLHAG. BE FAE O MY FAT F shuel LL1E 2] vl =

=3

® SoC: Mg 7|5k slgt e H(aZE el 9 7lREete) Q3WE Hol 657] F<t TS oERit 9
°KIV) Q3W T, sstaW] oyt gad $ 2w Ay 7AYol gl Fxs dWe] AP w7t
A A ABZ R KIV) QAW Skt fIKHAD bdE AT Fo gt

® SoC + D: w5 7|8k st o (2|8l Bl 7R EeE) Q3WE Ho 657 T Fosta tfdF
7 1120 mgaV) Q3W %o, slgtaw] Foiryt a® $ A AW o] gl A Aol 3
B w7tA {FA A 82 oEF 1500 mgdV) Q4Wel &ekat§ KA bdE 77 Folskrh

® SoC + D + O WF 7 ststam(h2eerd @ stnEete) BWE A 677 5 Folshx o
W 1120 mgV) Q3W Fol. shstay Foisl 9hmE ¥ Awa AW 1ol gl AL Aol
AR w7A fA A8 G 1500 mgdV) Q4Wel &2kt 300 mg(A) bds AT Foiw
gkt

FAE ST F o SHol BARAY BB FHHAY g FAW F9 /20| F2HA ¥

3, A@A7L B7ke RECIST L1o] w2 dAdsty 249 2ge]l 24T w7ia Adere A% Fof

kot
7% 1 DUO -E AI@ A4
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Chemotherapy Phase Maintenance Phase
(6 cycles) (Cycles 7 and an)

(n=241)

Key eligibility criteria Q3W platinum CTX Placebo for olaparib ngg:?
Newly di | |  Q3W placebo for durvalumab Q4W placebe for durvalumab ( )

* Newly diagnosed Primary endpoint
Stage I11/Stage IV or N=718 ; s
recurrent endometrial : (n=238) * PFS (investigator)

Randomised n e
cancer —SoC+ D vsSoC
1:1:1 Q3W platinum CTX Placebo for olaparib Until D = ~

* Adjuvant chemu—. Stratification 1 QaW durals 1120 mg IV cawd pr— Rty —SoC+D+0vsSoC )
therapy allowed if MMR status . i = Key secondary endpoints
212 months from last (proficient vs * 0S
treatment to relapse deficient) {n=239) « Safety

Disease status| P e

« All histologies except (recurrent vs Q3W platinum CTX Olaparib 300mg tablets bd until PD

(RECIST)

sarcomas newly diagnosed) 1 QAW durvalumab 1120 mg IV QAW durvalumab 1500mg IV

Geographic region

(Asia vs Rest of Only patients with no evidence of progressive disease allowed to continue on maintenance
World)

bd = twice daily; CTX = chemotherapy; D = durvalumab; IV = intravenous; MMR = mismatch repair; O = olaparib; OS = overall
survival; PD = progressive disease; PFS = progression free survival; Q3W = every 3 weeks; Q4W = every 4 weeks; RECIST =
Response Evaluation Criteria in Solid Tumours; SoC = standard of care; vs = versus.

2 TAZA U
Azt H7PASC PFSE 33 RE ARA HAA7ZEA Y Az HupASsE Zbz A ¥ al(pairwise
comparison)oll tha]l MMR Ael(H vs A3gh), AW (A vs A ), A G(oFAoF vs 7]EF A )
of Mzt F3lE B &9 HAAS AMEste sy o2 BAHIG Fa=E, T3 A= SAP A
Aojd = 379 FoTol ZAH #A e 2 FolA HA 539 Abdo] DA wizbA] REof A
A 2] = A eH(oFA] oF, MMR Oﬂl—r, AW AH «22). HR¥% Cle 33 543 T3 AAE 233 F344
Cox Hl# g mddAy FAHHJG. Clx= Z23Y % HZH(profile likelihood approach)S A3}
A=A 3 "= [VRS/IWRS T2l 8 Al 2~8lo] 2o wel o= it
x5 A= PFS % 0SS &4

Analysis Event Driven Assumption (per protocol) DCO

~299 PFS events (~64% maturity) for the
Primary PFS/First interim | SoC + D vs SoC comparison and ~281 PFS
OS analysis events (~60% maturity) for the SoC + D +
O vs SoC comparison

~244 OS events (~52% maturity) for the
Second interim OS SoC + D vs SoC comparison and ~244 OS
analysis events (~52% maturity) for the SoC + D +
O _vs SoC_comparison

~280 OS events (~60% maturity) for the
SoC + D vs SoC comparison and ~280 OS
events (~60% maturity) for the SoC + D +
O _vs SoC_comparison

DCO2 and DCO 3 timings are based on the latest event projections (as of July 2023) and are subject to change.

DCO = data cut-off; H = half; PFS = progression free survival; OS = overall survival. SoC = standard of care; SoC + D =
durvalumab in combination with standard of care platinum-based chemotherapy followed by durvalumab maintenance; SoC + D +

O = durvalumab in combination with standard of care platinum-based chemotherapy followed by durvalumab and olaparib
maintenance; vs = Versus.

AN

DCO1: 12 April 2023

DCO2: ~1H 2025 ®

Final OS analysis DCO3: ~1H 2026 *

a

O e A= BT AT 2P C & B AT % PFS 349 BEr 3 /M€ Aded= 7138
of ==t IR+ orel il 7HdE AA B A@HlE 0.70 o]a(thzTolA 12 JHER
FS 5

7V4® PFS 4%k tinl PFS S4% 55 71 ZAAdd sigs) vEsg+eetade] 3¢ 055 otk
(PFS Z%3k 11.2 /L Al .

= el T+ e A PFS HR o] 0. 01”4 B Aol o8] 25%°] AA ¢S Fo
TEOE PFS o BAHoR fofgt Aolg AST 7@. = 80%°l™, ol =T PFS T4 12
N Bl PFS F4@kel 55 /e 7idd Aoz %H*#%t}. AR Fo7 TP A2 Fo] Aole
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0.77 ¢ HR °]t}.

iz iRl o g+Setatg el A4 PES HR #te] 0.55 old, & Al oaf 2.5%2 HA &=
°f FELE PFS o SAHLE #Fo7 AolE UFE AAH D99%0lH, ol =T el PFS Tk
12 7§ € ¥l PFS F4ate]l 11.2 Y MAd"E Aoz g A2 o3 713 2e Fo A
°]= 0.76 ¢ HR o|t}.

O EE A7l BT AT

.

ga C & o AT 3OS 4 2871 3 7 Addd= 714
Abgst] =EE AT dlxded 7Bg| 0S Sdak 227 71 tivl OS
oEEgeors o gz 3 gERg+Setayds o gz

2) T5H AT HE
1 A L7+

o Ao g FuAY AglHde Fotol Pt d5FE EFI} EE Ao FHBHAH &
T SEHA U

o U ®F T sl siFste AW ZFA AL Slojok A

- A2 dH 37] A¥(Fe =2 U9 AR & RECIST 114 wat 54 7 dH),

- Az JgE 7] A e I A & A /50 BAgloD,

- e 95 B 2 o8 AF JhsAdol W A AERECIST L1 wel 54 Vs = =
q E7bs A

o 12 HAl ek A7 FEe] lofoF AT

- ARG Aol e @A g, ol HAl Ft AR HE FANA FAHRAH/RE U A
2o dFE, A St FA EE o]Fo FAFe 5 Udth viAY A FE A7 Fo
LHE ol F ATA7A Ha 1270 o] B3 Aol 585U

@ A7-5A

Fo(main) A oA T HolAE AT 8758 ¢ At F 7189 L1l ¥lE= FAHHA Y o
= % StHE Foskth: SoC(2419), SoC + D(2387) =+ SoC + D + 0(2399). 2918782 MMR &

B8 o Addh, AW AEGEAd o Aa ) 2 A Aok ok tf RoW)ell whet S35 At

SEHYAT NG MBS W7 A5 RAAMAEA B 1579 BAATI%) F HE B olfE 2
22y 2eH1459092.4%)0] A

ol 2270 17970 AW AEA 7189 Bk R E 22 AFoltk ohAoKFR, TF, <
=, QB AZEE, @) % ROWEF, Wrlel, nebd, slveh, 2Eulo} ol 2EYel, 5, a2, ¥
sbel, olzetal, g Folucl, WA w, BUE, Aok A, 252, v D).

ATEA 2 AW SHL =T B4 AUS BES YNHOE (B o #IE o FUHE 1

2 3 2).

AAH o R Fzte] AH T2 64.04(8 9 22~-86A41)°1™, 654 o]l FA7F 46.9%F AHA UTHEE
D. giFEe A= WAoo HslxdyY s SRAC AFTol S ofrel &4 F Uit
T Y& oo FEFHUG
x1 Sl EA 9 -z} EAFAS; DCO 20233 4€ 129)
Number (%) of patients
SoC SoC + D SoC+D+0 Total
Characteristic (N = 24D (N = 238) (N = 239 (N = 718
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Age (years)
n 241 238 239 718
Mean (SD) 62.1 (10.36) 63.3 (9.82) 62.4 (9.90) 62.6 (10.03)
Median (Min-Max) 64.0 (31-85) 64.0 (22-84) 63.0 (27-86) 64.0 (22-86)
Age group (years), n (%)
<65 124 (51.5) 122 (51.3) 135 (56.5) 381 (53.D
= 65 117 (48.5) 116 (48.7) 104 (43.5) 337 (46.9)
Race, n (%)
White 143 (59.3) 136 (57.1) 133 (55.6) 412 (57.4)
Asian 73 (30.3) 72 (30.3) 70 (29.3) 215 (29.9)
Black or African American 10 4.1 11 (4.6) 14 (5.9 35 (4.9
Other 10 4.D 8 3.4 12 (5.0) 30 (4.2
American Indian or Alaska native 0 6 (2.5 6 (2.5 12 .7
Native Hawaiian or Other Pacific 2 (0.8 0 1 (0.9 3.4
[slander
Not reported 312 5 2.1 3 (1.3 11 4.5
Ethnic _group, n (%)
Not Hispanic or Latino 218 (90.5) 208 (87.4) 206 (86.2) 632 (88.0)
Hispanic or Latino 20 (8.3) 28 (11.8) 32 (13.49) 80 (11.1D
Missing 312 2 (0.8 1.9 6 (0.8
Time from initial diagnosis to randomisation (weeks) — Newly diagnosed patients
n 114 113 112 339
Mean (SD) 8.8 (4.49) 9.8 (6.1D 10.1 (14.02) 9.6 (9.171)
Median (Min-Max) 7.7 (3-29) 8.3 (3-35) 7.6 (3-150) 7.9 (3-150)
Time from initial diagnosis to randomisation (weeks) — Recurrent patients
n 127 125 127 379
Mean (SD) 178.8 166.8 161.3 169.0
(149.43) 112.17) (131.60) (131.90)
Median (Min-Max) 129.1 (8-804) | 132.0 (7-556) 120.9 126.1 (7-909)
(24-909)
Time from recent progression to randomisation (weeks) — Recurrent patients
n 127 124 127 378
Mean (SD) 8.3 (9.98) 8.4 (8.10) 8.0 (5.86) 8.2 (8.13)
Median (Min-Max) 6.3 (0-87) 6.9 (0-59) 6.9 0-34) 6.7 (0-87)

Note: Disease status (recurrent versus newly diagnosed) was as collected on the eCRF.

CSR = Clinical Study Report; DCO = Data cut-off; eCRF = Electronic Case Report Form; FAS = Full Analysis Set; Max =
Maximum; Min= Minimum; N = Total number of patients; n = Number of patients included in analysis; SD = Standard deviation;
SoC = Standard of care; SoC + D = Durvalumab in combination with standard of care platinum-based chemotherapy followed by
durvalumab maintenance; SoC + D + O = Durvalumab in combination with standard of care platinum-based chemotherapy
followed by durvalumab and olaparib maintenance.

(3 AHEA

AANAoz M4 3 zAT FFL AFWTEF60.2%), FAHQRL4A%) B FSFT1wol0eH, F
19.1%¢] #2447} FIGO 3712 EFH 0 48.7%7} FIGO 4712 EFH AT

AAAo=E 80.1%° A7} MMR A4 £, 19.9%7F MMR 23 %S 7121 YJATHE 2
3h). olol tia] =3}% A kA uk, wlo] =gkl A HRRm, BRCAm @ PD-L1 el FHES Yukzlo
2 AST o 4L o] F3Uth

3F 2 wo]zgRl/1A Hek Al AW B4, A9 F o]zl AAFEAA SAFAS; DCO 2023 49
129)

rfot

dr o

Number (%) of patients
SoC SoC + D SoC+D + 0O Total

Characteristic/extent (N_= 241) (N_= 238) (N_= 239) (N_=718)
ECOG performance status

(0) Normal activity 156 (64.7) 156 (65.5) 166 (69.5) 478 (66.6)

(1) Restricted activity 85 (35.3) 81 (34.0) 73 (30.5) 239 (33.3)

(2 In bed < 50% of the time 0 1 0.4 0 10D
Histology tvpe ?

Endometrioid | 13967D | 141692 | 152636 [ 432 60.2)
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Serous 54 (22.4) 58 (24.4) 42 (17.6) 154 (21.4)
Carcinosarcoma 21 8.7 12 (5.0) 18 (7.5) 51 (7.1
Mixed, Epithelial 11 4.6) 9 (3.8 9 (3.8 29 (4.0
Other 6 (2.5) 9 (3.8 5 2.1 20 (2.8)
Clear Cell 7 2.9 4 .71 8 3.3 19 2.6)
Undifferentiated 3.2 4 4.7 5 2.1 12 4.7
Mucinous 0 1 (0.4 0 1(0.D
Tumour grade ?
Well differentiated (G1) 57 (23.7) 51 (21.4) 51 (21.3) 159 (22.1)
Moderately differentiated (G2) 63 (26.1) 66 (27.7) 73 (30.5) 202 (28.1)
Poorly differentiated (G3) 96 (39.8) 97 (40.8) 90 37.71) 283 (39.4)
Unassessable (GX) 24 (10.0) 24 (10.D 24 (10.0) 72 (10.0)
Missing 1 (0.4 0 1 (0.4 2 (0.3
FIGO stage *®
Stage 1A 32 (13.3) 40 (16.8) 33 (13.8) 105 (14.6)
Stage 1B 32 (13.3) 26 (10.9) 31 (13.0) 89 (12.4)
Stage 1 13 5.4 12 (5.0 9 (3.8 34 4.7
Stage IIIA 10 (4.D 8 3.4 14 5.9 32 (4.5
Stage IIIB 4 1.7 7 2.9 7 2.9 18 (2.5)
Stage IIIC 28 (11.6) 35 (14.7) 24 (10.0) 87 (2.1
Stage 1IC1 18 (7.5) 13 (5.5 15 (6.3) 46 (6.4
Stage IIC2 10 (4.D 22 (9.2) 9 (3.8) 41 6.7
Stage IVA 0 0 0 0
Stage IVB 120 (49.8) 110 (46.2) 120 (50.2) 350 (48.7)
Missing 2 (0.8) 0 1 (0.4 3 (0.9
Recurrence of earlier cancer
Yes 127 (52.71) 125 (52.5) 127 53.D 379 (52.8)
No 114 (47.3) 113 (47.5) 112 (46.9) 339 (47.2)
Baseline overall disease classification
Metastatic ° 206 (85.5) 201 (84.5) 193 (80.8) 600 (83.6)
Locally advanced °© 22 9.D 25 (10.5) 29 2.1 76 (10.6)
Missing 13 6.4 12 G.0) 17 (7.D 42 (5.8
MMR per IVRS ¢
Proficient 192 (79.D 192 (80.7) 191 (79.9) 575 (80.D
Deficient 49 (20.3) 46 (19.3) 48 (20.1 143 (19.9)
Debulking surgery history
Yes 202 (83.8) 205 (86.1 207 (86.6) 614 (85.5)
No 39 (16.2 33 (13.9 32 (13.49) 104 (14.5)
Unknown 0 0 0 0
Prior chemotherapy
Yes 51 21.2) 51 21.4) 54 (22.6) 156 (21.7)
No 190 (78.8) 187 (78.6) 185 (77.4) 562 (78.3)
PD-L1 ©
Positive 163 (67.6) 170 (711.49 150 (62.8) 483 (67.3)
Negative 75 31.D 61 (25.6) 82 (34.3) 218 (30.4)
Unknown 302 729 729 17 2.4)
HRR mutation
HRRm 32 (13.3) 26 (10.9) 39 (16.3) 97 (3.5
Non-HRRm 132 (54.8) 138 (58.0) 141 (59.0) 411 (57.2)
Unknown ‘ 77 (32.0) 74 31.D 59 4.7 210 (29.2
BRCA mutation 8
BRCAm 15 (6.2 11 (4.6) 15 (6.3) 41 6.7
non-BRCAm 149 (61.8) 153 (64.3) 165 (69.0) 467 (65.0)
Unknown f 77 (32.0) 74 (31.1) 59 (24.7) 210 (29.2)

Pathology-related disease characteristics were collected at the time of primary diagnosis of disease under investigation.

Metastatic disease - patient had any metastatic site of disease.

Locally advanced - patient had only locally advanced sites of disease.

Note: 2 patients with “unknown” MMR status per central laboratory were randomised as “deficient” per IVRS based on
local testing. Two additional patients were mis-stratified in IVRS (one patient: dMMR per central laboratory was randomised
as pMMR per IVRS; one patient: {)MMR per central laboratory was randomised as dMMR per IVRS). For MMR status per
central laboratory result, see Table 20, DUO-E CSR, Module 5.3.5.1.
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¢ The Ventana SP263 PD-L1 assay was used: PD-L1 positive samples were samples with PD-L1 expression with a tumour area
positivity score = 1%; PD L1 negative samples were samples with PD-L1 expression with a tumour area positivity score <
1%; and PD-L1 unknown samples were samples with PD-L1 expression not available either due to a test fail (unevaluable
sample or assay failure) or sample slide out of cut-slide stability.

Retrospective testing of HRRm status used the FoundationOneCDx (F1CDx) tumour tissue NGS assay
(FoundationOneCDx-P170019/S017). Per data on file, the unknown samples included 26 patients with a failed F1CDx assay
test, 43 patients who withdrew consent before their sample was shipped for testing, and 141 patients whose HRRm testing

could not be performed due to lack of sample availability (including all 36 patients enrolled from Mainland China where
testing was not performed due to China HGR regulations{.

The percentages are based on the FAS.

BRCA = Breast cancer susceptibility gene 1 or 2; BRCAm = Breast cancer susceptibility gene 1 or 2 mutation; CSP = Clinical
Study Protocol; CSR = Clinical Study Report; DCO = Data cut-off; dMMR = Mismatch repair deficient; ECOG = Eastern
Cooperative Oncology Group; eCRF = Electronic Case Report Form; F1CDx = FoundationOneCDx; FAS = Full Analysis Set; FIGO =
Federation Internationale de Gynecologie et d’Obstetrique; G = Grade; HGR = Human genetic resources; HRR = Homologous
recombination repair; HRRm = Homologous recombination repair related gene mutation; IVRS = Interactive voice response system;
MMR = Mismatch repair; N = Total number of patients; NGS = Next-generation sequencing; PD-L1 = Programmed cell death
ligand 1; pMMR = Mismatch repair proficient; SoC = Standard of care; SoC + D = Durvalumab in combination with standard of
care platinum-based chemotherapy followed by durvalumab maintenance; SoC + D + O = Durvalumab in combination with
standard of care platinum-based chemotherapy followed by durvalumab and olaparib maintenance.

€

3 #EA A

(D12 854 B7Pas - AFA Bokol ohE PFS

PESe] ok &4 A[H(DCO 2023 49 12)°l, FASAIA A@A7F B7Hgk PES Ats & 37 X &57(438
A/718%)ell AA 61.0%Y HHEE HAT o] AP FASA SoC + D o} SoC Hlm ¥ SoC + D + O
o SoC vl B FAHCE Fo)@ PFS AMS AF3tel, A4 B2 2HAHIY 3 2 = I
3 A @zt @7tel 7IRkg RECIST 1.1o @& Fx8 AJEFAS; 61% $H4%; DCO 2023¢ 4€ 12

)

Number (%) of patients
SoC SoC + D SoC+D + 0O
(N = 24D (N = 238 (N = 239

Total events, n (%) 2 173 (71.8) 139 (58.4 126 (52.7
Median PFS (95% CI), months ® 9.6 (9.0, 9.9 10.2 9.7, 14.7) 15.1 (12.6, 20.7)
Hazard ratio versus SoC °© NA 0.71 0.55

95% CI for HR © NA 0.57. 0.89 0.43, 0.69

2-sided p-value ¢ NA 0.003 < 0.0001
Hazard ratio versus SoC + D ¢ NA NA 0.78

95% CI for HR © NA NA 0.61. 0.99
Percentage (95% CI) of patients who were progression-free at:

12 months ° 41.1 (34.6. 47.5) 485 (41.8. 54.9) 61.5 (54.9. 67.4)

18 months 21.7 (16.0. 27.9) 37.8 (31.0. 44.5) 46.3 (39.2, 53.0)
Median (range) duration of follow-up in 12.6 (0.0, 31.6) 15.4 (0.0, 29.1 15.4 (0.0, 31.7)
censored patients (months)

Patients who had not progressed/died (or who progressed/died after 2 missed assessments) were censored at the latest visit
(or the latest visit prior to the 2 missed assessments), or at Day 1.

Calculated using the KM technique. Confidence intervals for median PFS were derived based on Brookmeyer-Crowley method.

Note a pooling strategy was applied to the primary comparisons of PFS for SoC + D + O versus SoC and SoC + D versus
SoC whereby stratification factors were removed until there were at least 5 events in each stratum of interest across the
3 treatment arms, as defined in the DUO-E SAP (see Appendix 16.1.9, DUO-E CSR, Module 5.3.5.1). The HR and CI were

estimated from a CPH model stratified by: MMR and disease status. A HR less than 1 favoured the treatment arm of
interest over the reference arm.

¢ The p-value was calculated using a log rank test stratified by variables in (c).

Cl = Confidence interval; CPH = Cox Proportional Hazards; CSR = Clinical Study Report; FAS = Full Analysis Set; HR = Hazard
ratio; KM = Kaplan-Meier; MMR = Mismatch repair; N = Total number of patients; n = Number of patients; NA = Not applicable;
PFS = Progression-free survival; RECIST = Response Evaluation Criteria in Solid Tumours; SAP = Statistical Analysis Plan; SoC =
Standard of care; SoC + D = Durvalumab in combination with standard of care platinum-based chemotherapy followed by
durvalumab maintenance; SoC + D + O = Durvalumab in combination with standard of care platinum-based chemotherapy
followed by durvalumab and olaparib maintenance.

a9 3 APdA Bl 7uke £33 AE gpE-ntolo] EX(FAS; DCO 20239 44 12¢)
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SoC 9.6 (9.0,9.9)

Proportion of patients event free

Median PFS in HR (vs SoC) Log-rank p-
months (95% Cl) [a]  (95% ClI) [b] value [c]
SoC + Durva + Olap 15.1 (12.6, 20.7) 0.55 (0.43, 0.69) <0.0001
SoC + Durva 10.2(9.7,14.7) 0.71(0.57,0.89) 0.003

0.1
0.0
T T T T T T T T T T T

SimbSHoR 0 3 6 9 12 15 18 21 24 27 30 33 Numberof
patients randomized
at risk Time from randomization (months) patientynumber
Month 0 3 6 9 12 5 18 24 27 30 33 ofevents
SoC + Durva + Olap 239 214 198 169 139 95 51 30 16 7 3 0 239/126
SoC + Durva 238 211 188 138 105 69 45 26 13 5 0 0 238/139
SoC 241 213 184 125 86 45 26 10 3 1 1 0 241173

a

Calculated using the KM technique.

Confidence interval for median PFS was derived based on Brookmeyer-Crowley method.

Note a pooling strategy was applied to the primary comparisons of PFS for SoC + D + O versus SoC and SoC + D versus
SoC whereby stratification factors were removed until there were at least 5 events in each stratum of interest across the
3 treatment arms, as defined in the DUO-E SAP (see Appendix 16.1.9, DUO-E CSR, Module 5.3.5.1). The HR and CI were
estimated from a CPH model stratified by: MMR and disease status. The CI was calculated using a profile likelihood

approach. A HR less than 1 favoured the treatment arm of interest over the reference arm.

®  The p-value was calculated using a log rank test stratified by variables in (b).

+ indicates a censored observation.

st 24
a8 5 9T E, 33 A= SoC + D Wl SoC, & 1™-H(FAS;, DCO 20234 4€ 12¢)
SoC +
Hazard ratio(95% Cl) D”;)’,\T I(I:Z;ab
All patients —&— 139/238 (58.4%)
Disease status
New ly Diagnosed —— 67/113 (59.3%)
Recurrent Disease —— 72/125 (57.6%)
MMR status
Proficient Tumours —@®— 124/192 (64.6%)
Deficient Tumours } L 2 | 15/46 (32.6%)
Region
Asia f—e— 44/68 (64.7%)
RowW —e— 95/170 (55.9%)
Age Group
<65 —— 66/122 (54.1%)
>=65 —®— 73/116 (62.9%)
Race
White —— 72/136 (52.9%)
Black or African American 11/11 (100.0%)
Asian —e— 47/72 (65.3%)
Cther [a] I 2 { 9/19 (47.4%)
T T T T T 1
0.12 0.25 05 1 2 4

- 91

SoC
n/N (%)

1731241 (71.8%)

81/115 (70.4%)
92/126 (73.0%)

148/192 (77.1%)
25/49 (51.0%)

45/68 (66.2%)
128/173 (74.0%)

90/124 (72.6%)
83/117 (70.9%)

102/143 (71.3%)
8/10 (80.0%)
50/73 (68.5%)
13/15 (86.7%)



SoC +

Hazard ratio(95% Cl) D‘:;Ilfl(l:/r:)ab i /NS(c;/aC)

HRRm status

HRRm } * { 12/26 (46.2%) 23/32 (71.9%)

Non-HRRm —@— 85/138 (61.6%) 96/132 (72.7%)

Unknow n [b] —— 42/74 (56.8%) 54/77 (70.1%)
PD-L1 expression

Positive —@— 97/170 (57.1%) 114/163 (69.9%)

Negative A 38/61(62.3%) 57/75 (76.0%)

Unknow n 4/7 (57.1%) 2/3 (66.7%)
Histology [c]

Endometrioid —eo— 71/141 (50.4%) 92/139 (66.2%)

Serous —e—— 41/58 (70.7%)  43/54 (79.6%)

Other p———— 27/39 (69.2%) 38/48 (79.2%)

Histological grade [c]

Low Grade (G1+G2) e — 61/117 (52.1%) 80/120 (66.7%)
High Grade (G3) — e 61/97 (62.9%)  74/96 (77.1%)
ECOG Performance
Normal Activity (0) —@— 89/156 (57.1%) 112/156 (71.8%)
Restricted Activity (1) e 49/81 (60.5%) 61/85 (71.8%)
FIGO stage (in New ly Diagnosed patients) [c]
n 5/17 (20.4%)  9/13 (69.2%)
I\ —®— 62/95 (65.3%) 71/100 (71.0%)
T T T T T 1
0.12 0.25 0.5 1 2 4

Included patients with race “not reported” .

Retrospective testing of HRRm status used the FoundationOneCDx (F1CDx) tumour tissue NGS assay
(FoundationOneCDx-P170019/S017). Per data on file, the unknown samples included 26 patients with a failed F1CDx assay
test, 43 patients who withdrew consent before their sample was shipped for testing, and 141 patients whose HRRm testing
could not be performed due to lack of sample availability (including all 36 patients enrolled from Mainland China where
testing was not performed due to China HGR regulations{.

As determined at time of initial diagnosis of disease under investigation. All other subgroups are measured at study baseline.

a9 6 sk, #3138 A&, SoC + D + O tf SoC, &£ Z™H(FAS; DCO 2023\ 49 12¥)

SoC +
Hazard ratio(95% CI) Duglzg;;ﬁ)b g SoC
n/N (%) n/N (%)

All patients —@— 126/239 (52.7%) 173/241 (71.8%)
Disease status

New ly Diagnosed —— 58/114 (50.9%) 81/115 (70.4%)

Recurrent Disease —— 68/125 (54.4%) 92/126 (73.0%)
MMR status

Proficient Tumours —®— 108/191 (56.5%) 148/192 (77.1%)

Deficient Tumours t L | 18/48 (37.5%)  25/49 (51.0%)
Region

Asia f——e— 37/67 (55.2%)  45/68 (66.2%)

RoW —®— 89/172 (51.7%)  128/173 (74.0%)
Age Group

<65 —®— 721135 (53.3%) 901124 (72.6%)

>=65 00— 54/104 (51.9%) 83/117 (70.9%)
Race

White —— 67/133 (50.4%) 102/143 (71.3%)

Black or African American 7114 (50.0%) 8/10 (80.0%)

Asian f——— 39/70 (55.7%)  50/73 (68.5%)

Other [a] f ® { 13/22 (59.1%) 1315 (86.7%)

T T T T
0.12 0.25 05 1

_92_



a

C

Hazard ratio(95% Cl)

HRRm status
HRRm ]
Non-HRRm - o—
Unknow n [b] —  o——
PD-L1 expression
Positive —®
Negative ————
Unknow n
Histology [c]
Endometrioid -
Serous b o———
Other ———
Histological grade [c]
Low Grade (G1+G2) e
High Grade (G3) —
ECOG Performance
Normal Activity (0) |_'_¢
Restricted Activity (1) ——
FIGO stage (in New ly Diagnosed patients) [c]
m
v —e—
f T T T T 1
0.12 0.25 0.5 1 2 4

Included patients with race “Not reported”.

SoC+

Durvalumab +

16/39 (41.0%)

Olaparib
n/N (%)

SoC
n/N (%)

23/32 (71.9%)

81/141 (57.4%) 96/132 (72.7%)

29/59 (49.2%)

68/150 (45.3%)
55/82 (67.1%)
317 (42.9%)

54/77 (70.1%)

114/163 (69.9%)
57/75 (76.0%)
213 (66.7%)

74/152 (48.7%) ©2/139 (66.2%)

24/42 (57.1%)
28/45 (62.2%)

43/54 (79.6%)
38/48 (79.2%)

62/124 (50.0%) 80/120 (66.7%)

48/90 (53.3%)

74/96 (77.1%)

82/166 (49.4%) 112/156 (71.8%)

44/73 (60.3%)

6/14 (42.9%)
50/97 (51.5%)

61/85 (71.8%)

9/13 (69.2%)
71/100 (71.0%)

Retrospective testing of HRRm status used the FoundationOneCDx (F1CDx) tumour tissue NGS assay
(FoundationOneCDx-P170019/S017). Per data on file, the unknown samples included 26 patients with a failed F1CDx assay
test, 43 patients who withdrew consent before their sample was shipped for testing, and 141 patients whose HRRm testing

could not be performed due to lack of sample availabilit
testing was not performed due to China HGR regulations

g (including all 36 patients enrolled from Mainland China where

As determined at time of initial diagnosis of disease under investigation. All other subgroups are measured at study baseline.

MMR &}9]*
A AgE FAF skel B4 oA E MMR GHEl 31 8% skelel Al PFSE AT AlY 552
12 AP Ee AL ATl #xe] ITT Jobs o= AP=glon, FDA-5<l Class II
Ventana MMR <2251 sd £4HES AMEsIIMMR A8 of A3l wiet 3t F219)
A YTk, F 575/7187(80.1%)2 pMMR, 143/718%(19.9%)-& dMMRo] A THE 2)
¥ 4  MMR AEE, A& Hrle] 7]¥ksk RECIST 110 @& Zx18) A Z=(FAS; DCO 20234d 4€ 12
)

| SoC | SoC+D | SoC+D+0
dMMR

Number (%) of patients with events / N *?

25/49 (51.0)

15/46 (32.6)

18/48 (37.5)

Median PFS, months (95% CD ° 7.0 (6.7, 14.8) NR (NR, NR) 31.8 (12.4, NR)
HR vs SoC (95% CD ° NA 0.42 (0.22, 0.80) | 0.41 (0.21, 0.75)
HR vs SoC + D (95% CD ° NA NA 0.97 (0.49. 1.98)
Patients alive & progression free at 12 months, % 43.3 67.9 70.0

(95% CD ° (27.3. 58.3) (51.1, 80.0) (54.7, 81.0)
Patients alive & progression free at 18 months, % 31.7 67.9 62.7

(95% CD ° (16.7, 47.9) (51.1. 80.0) (46.9. 75.0)
pMMR

Number (%) of patients with events / N ® 148/192 (77.1) 124/192 (64.6) 108/191 (56.5)
Median PFS. months (95% CD ° 9.7 (9.2, 10.1) 9.9 (9.4, 12.5) 15.0 (12.4, 18.0)
HR vs SoC (95% CD © NA 0.77 (0.60, 0.97) | 0.57 (0.44. 0.73)
HR vs SoC + D (95% CD © NA NA 0.76 (0.59. 0.99)
Patients alive & progression free at 12 months, % 40.8 44.4 59.4

(95% CD ® (33.6. 47.8) (37.1. 51.4) (52.0. 66.0)
Patients alive & progression free at 18 months, % 20.0 31.3 42.0

(95% CD ° (14.1. 26.7) (24.2, 38.6) (34.1. 49.6)

a

a

Patients who had not progressed/died (or who progressed/died after 2 missed assessments) were censored at the latest visit
(or the latest visit prior to the 2 missed assessments), or at Day 1.

Calculated using the KM technique. CI for median PFS is derived based on the Brookmeyer-Crowley method.
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b

The HR and CI were estimated from an unstratified CPH model. A HR less than 1 favoured the treatment arm of interest

over the reference arm.
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9 gYdae Foure izl gIEy ddayos TASE oz ezl AEZF SoCell Hls|
SoC + DollA] fASE W= 3 352 Byd A9, odFg AFd £ DUO-E A5E vt

o 21uty 300 mg bd HA F(N=3556). o] E2 o8 TF FFol 4 2149 AP A5E FAHHY
Att RE AAE dY ey o® &gy 300 mg bd AAES Tttt Sty T QoA
Asles Aoz 4 AEZF SoC + D 79 vk Fqte] Hlg| SoC + D + O FoFA Sg3§
S OEFygy B8 FAge o fAG B 9 $3EE Bud A9 29y 300 mg bd Al
£33 DUO-E9] A ©A #AEE vl

o 2iuy AW B3 X8 &7 E(N=4499). o] & 297 300 mg bd F2o| ZE A} P&
Aol A7 &2 400 mg bdAE Foh= iﬂ}ﬂr%% GUdagor Foutd BE 2l
o} A4 2% 400 mg bd= HA £ 300 mg bde} HIWBlY & 5 YFH ZHd FA
3 FEAS e AoE FHAG &Hud o 3%‘ 53 X8 &% 2o LuYo Wi
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BANA FRES AAEIAT. BEREY IS 234 Hads o, oEEY T =
DUO-E°lA © ZAATh
A GANA St/ ke AAl B =F VI3 YRk
T BFo F(rH) Fo 73k fAbeY, e Fo

O FozelA SoC B SoC + D Fofel sl &ty o] ¢ AA =3 ALl &l A
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Table 4 Duration of Exposure in DUO-E Overall, and the Durvalumab and Olaparib Pools (Safety
Analysis Set)
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DUO-E Overall Durvalumab Olaparib
Pan-tumour 300 mg bd
SoC SeC +D SoC+D+0 Pool Tablet Pool
(N =236) |(N=235) (N =1238) (N = 4045) (N = 3556)
Median 246 330 402 K 44.14
(Min — Max) (0.9-1243) |(1.6-118.1) | (1.3-125.0) o (0.14-423 86)
Total treatment _ _ _
105.927 133.013 167.425 NA 35703
years

Intended exposure (weeks) = (mimmum of [last dose date where dose = 0 mg + 20 days, date of death. date
of DCO] — first dose date + one dav)/7.

Total treatment vears = sum of exposure duration for all patients per treatment arm/365_25.

£ Total treatment duration = (last dose date + X days or death date or DCO whichever occurred earlier - first
dose date +1) / 7. X was defined as the planned frequency i dosmg (in days) - 1. For Q2W. X =13 For
Q3IW.X=20.For Q4W.X =27.

Intended exposure (weeks) = [(minimum of (last dose date where dose > 0 mg + C days, date of death. date
of DCO) — first dose date + 1 day)]/7 where C is equal to the scheduled number of days between doses
minus one. C 15 equal to “207 if the last dose date falls into the chemotherapy phase and “27" if the last dose
date falls into the maintenance phase. (DUO-E pool).

Total treatment duration = (last dose date of continuous treatment - first dose date of continuous treatment
+1) / 7. (Olapanib tablet pool)

) o)Ak
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DUQO-E Overall Durvalumahb Olaparib
Pan-tumour 300 mg bd
SoC SoC +D SoC+D+0 Pool Tablet Pool
(N=1236) [(N=235 (N=1238) (N = 4045) (N =3550)
Carboplatin | Intended exposure (weeks) *
:;;”h“me n 236 235 238 NA NA
. Mean (SD) 17.4(4.25) |17.7 (4.49) | 17.9(4.03) NA NA
Median 18.1 18.1 18.1 e A
(M — Max) (0.7-32.7) [(0.9-29.3) (0.7-30.1) o :
Total weatment | o g0s | 79938 81487 NA NA
years
Paclitaxel or | Intended exposure (weeks) ®
substitie a 236 235 238 NA NA
SoC -
Mean (SD) 17.3(4.30) {175 (4.60) | 17.8 (4.02) NA NA
Median 18.1 18.1 18.1 e S
(M — Max) (0.7-32.7) [(0.9-29.3) (0.7-30.1) o :
Total trea
ol weatment | gg398 | 78924 §1.248 NA NA
years
Durvalumab/ | Total treatment exposure (weeks) ©
placeho 1 236 235 238 1045 NA
Mean (SD) 499 _ NA
43.9(27.12) (32.12) 58.1(32.79) 28.9 (32.18)
Median 39.2(1- 43.0(1- 16.1 NA
; 57.1(1-144
(Min — Max) 143) gy | TR (0-220)
Rtk preniment 198.6 2247 265.2 2240.4 e
years
Olaparib/ Total treatment exposure (weeks) & ®
placebo a 169 183 192 NA 3556
Mean (SD) . 379 — - NE—
32.7 (24.44) (28.03) 45.5(28.63) NA 52.39 (53.58)

AE W Fo] gk gofo] & 120 AART AF HA A, AU 35F Et 455 AEE A2 50% °]
FollA BE FoFe] AA RuFHdt. BE FoATolA oF 389 19 AUt FUg o] AEE B
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A A ANA, dFR/F FES =S AEZF BT B2 =
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DUO-Eell#l SoC + D + 09 #A ©A & A AE HFo] TAES &4y 300 mg bd 9] 24
9 tAZ AP &2kvtby 300 mg bd Fell ¥ SoC + D + O FojFel|A] CTCAE =353 AE ¥
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_96_



Number (%) of patients
DUO-E Overall DUO-E Maintenance Pool
Phase ools
Durvalu | Olapari
a SoC + | SoC + SoC | SoC + mab
AE Category SoC D p+o | 5 | yp | Dp+o pan-tumo | 300
ur mg bd
N=236 | N=235 | N=238 | MU' N nN19y | Nedoas | NS
143 158
236 232 237 184 3826 3403
Any AE (100.0) (98.7) (99.6) (8‘;'6 (8?'3 (95.8) (94.6) (95.7)
28 30
133 129 160 79 1258
Any AE of CTCAE Grade > 3 (56.4) (54.9) (67.2) (1?.6 (1?.4 @11 NA (35.4)
. . 126 125 155 26 30 76
Any AE with maximum CTCAE 1601
Grade 3 or 4 ° (53.4) (53.2) (65.1) (1?.4 (1?.4 (39.6) (39.6) NA
. 4 2 231 32
Any AE with outcome of death 8 (3.4) (1.7 5(2.1) (12) 0 (0) 3 (1.6) (5.7) (0.9)
Any SAE (including events with 73 73 85 (1119 2 (1222 0 42 1448 670
outcome of death) (30.9) (31.1) (35.7) )' )' (21.9) (35.8) (18.8)
Any AE leading to discontinuation 26 4 9 397
of durvalumab/placebo ° PO agin [ 202D | o | @ao | 08| g | NA
Any AE leading to discontinuation 11 5 10 21 331
of olaparib/placebo °© SCY | [ 2BV 50| 55 | 109 NA | 93
Any AE leading to discontinuation 32 31 31 1 2
of SoC °© (136) | 132y | 130 |6 | an | 1OD | NA NA
Any AE leading to dose delay or 90 112 131 (115;7 (23088 68 1121 NA
interruption of durvalumab/placebo d (38.1) 47.7) (55.0) )' )' (35.4) 27.7)
Any AE leading to dose interruption 31 36 110 (13708 (13830 106 NA 1350
of olaparib/placebo ¢ (13.1) (15.3) (46.2) )' )' (55.2) (38.0)
Any AE leading to dose interruption 83 85 85 1 1
of SoC 352) | 362 | 351 | 06 | 05 | 210 NA NA
27
. 66 56 6 27 718
Any imAEs 16.68) | g1y | 235 | 36 (1‘)"8 asn | arsy | NA

(3) &3}A 23k o)A

A A A, Fofat Htol] AA &xke] 30% o]/de] High AE

UGz AP 7P EFF AEE T2 EY EF_{—

% ¥z, Wy, A, BHES 23}
B

d2eea, gy v s 2

ClERRt IS 9 Hus HH, AE zjér: DUO-E®] SoC + D FooflA dntx o=z o gttt
A gl A F5tel ths] ¢zl ADRo| AT

<2tgtg 300 mg bd %ﬂr H] ﬂ?‘i—% o, AE% Aukx o2 DUO-E¢ SoC + D + O Fo T3 FAA T

7t &3 AEE 299 300 mg bd =3 ¢xglom Setutgo] tha) &el 2 ADRe| It

Table 9 Most Common Adverse Events (Frequency = 10% in Any Treatment Arm in DUO-E Overall;

Adjusted by Patient Years’ Exposure) and the Durvalumab and Olaparib Pools (Safety Analysis Set)
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DUO-E Overall Durvalumab Olaparib
Pan-tumour 300 mg bd
SoC SoC +D SeC+D+0* Pool Tablet Pool
(N =1236) (N =1235) (N =1238) (N =4045) (N =13556)
PT n (%)° /100 PY * n(%)°® /100 PY ¢ n (%) " /100 PY © n (%) ¢ n (%) ¢
Patients with any AE 236 (100.0) 118.31 232 (98.7) 100.6 237 (99.6) 87 3826 (94.6) 3403 (95.7)
Anaemia 128 (54.2) 64.17 111 (47.2) 48.13 147 (61.8) 53.96 523 (12.9) 1221 (34.3)
Nausea 105 (44.5) 5264 96 (40.9) 4163 130 (54.6) 47.72 678 (16.8) 2046 (57.5)
Alopecia 118 (50.0) 59.16 118 (50.2) 51.17 121 (50.8) 4442 36(0.9) 119 (3.3)
Fatigue 87(36.9) 43.62 82 (34.9) 3556 93 (39.1) 34.14 998 (24.7) 1328 (37.3)
Constipation 81(34.3) 40.61 64 (27.2) 27175 78 (32.8) 28.63 653 (16.1) 539 (152)
Diarrhoea 66 (28.0) 33.09 74 (31.5) 32.09 67 (28.2) 246 649 (16.0) 778 (21.9)
Vomiting 43 (18.2) 21.56 49 (20.9) 21.25 61 (25.6) 22.39 422(10.4) 989 (27.8)
Neuropathy peripheral 66 (25.0) 33.09 61 (26.0) 26.45 60 (25.2) 22.03 78(1.9) 68 (1.9)
izﬁ;:;ll;m"“y 66 (28.0) 33.09 60 (25.5) 26.02 60 (25.2) 22.03 38(0.9) 82(23)
Arthralgia 58(24.6) 29.08 71(302) 30.79 58 (24 4) 2129 536(133) 437 (12.3)
Decreased appetite 46 (19.3) 23.06 42(17.9) 1821 55(23.1) 20.19 769 (19.0) 649 (18.3)
Hemoptal sowt 63 (26.7) 31.58 44 (18.7) 19.08 50 (21.0) 18.36 24 (0.6) 299 (8.4)
decreased
Neutropenia 31 (13.1) 15.54 36(15.3) 15.61 49 (20.6) 17.99 32(0.8) 316 (8.9)
COVID-19 32 (13.6) 16.04 36 (15.3) 15.61 48 (20.2) 17.62 1(<0.1) 11 (0.3)
Urinary tract infection 50 (21.2) 2507 33 (14.0) 14.31 48(20.2) 17.62 272 (6.7) 263 (7.4)
Asthenia 24(10.2) 12.03 23 (9.8) 9.97 46 (19.3) 16.89 466 (11.5) 470 (13.2)
Abdomunal pam 39 (16.5) 19.55 38(16.2) 16.48 40 (16.8) 14.68 313(7.7) 482 (13.6)
Dysgeusia 26 (11.0) 13.03 24 (10.2) 10.41 27(11.3) 9.91 71(1.8) 387 (10.9)
Stomatitis 18 (7.6) 9.02 19 (8.1) 8.24 25(10.5) 918 122(3.0) 220(6.2)
Pyrexia 19 (8.1) 9.53 21(89) 911 24(10.1) §.81 522 (12.9) 305 (8.6)
Blood creatinine . _
increased 13 (5.5) 6.52 10 (4.3) 4.34 24(10.1) 881 145 (3.6) 201 (5.7)
Infusion related reaction 24 (10.2) 1203 14 (6.0) 6.07 13 (5.5) 477 55(1.4) 2(01)

Olapanb was only administered during the Maintenance phase of DUO-E.
Number (%) of patients with AEs. sorted in decreasing frequency of PT in DUO-E (SoC + D + O then SoC + D then SoC). Patients with multiple AEs are

counted once for each system organ class and PT. Patients with adverse events in more than one preferred term are counted once in each of those preferred

terms.

£ Event rate per 100 patient vears (the number of patients with any given AE divided by the total treatment duration in days across all patients 1 given group,
multiplied by 365.25 multiplied by 100. Treatment duration lasted until the later of either) the date of the last dose of olaparib or i1) the date of the last dose

of durvalumab +20 days during chemotherapy phase. or the date of the last dose of durvalumab +27 days during the maintenance phase (to account for the
mfusion exposure period).

counted once for each system organ class and PT.
The total treatment duration across all patients in SoC arm = 199.47 years (Overall); in SoC + D arm = 230.63 years (Overall): in SoC + D+ O =272.41 years

¢ Number (%) of patients with AEs. sorted in decreasing frequency of PT in DUO-E (SoC + D + O then SoC + D then SoC)). Patients with multiple AEs are

DUO-E Maintenance Phase Durvalumab Olaparib
Pan-tumour 300 mg bd
SoC SoC +D SoC+D+0 Pool Tablet Pool
(N =109) (N=183) N=192) (N =4045) (N =3556)
PT n(%)* /100 PY ® n(%)" /100 PY ® n (%) * n/100 PY ® n (%) © n (%) *
i i g X 2.24 5 . 3.77 95, 6.
Patients with any 143 (84.6) 132.24 158 (86.3) 11 184 (95.8) 104.63 3826 (94.6) 3403 (95.7)
AE
Nausea 25 (14.8) 23.12 22 (12.0) 15.84 79 (41.1) 4492 678 (16.8) 2046 (37.5)
Anaemia 17(10.1) 15.72 16 (8.7) 11.52 70 (36.5) 3981 523 (12.9) 1221 (343)
Fatigue 19(112) 17.57 13(7.1) 936 43 (224 2445 998 (24.7) 1328 (37.3)
Vomiting 16 (9.5) 148 13(7.1) 9.36 39 (20.3) 2218 422 (10.4) 989 (27.8)
Diarrhoea 20(11.8) 185 28 (15.3) 20.16 340177 1933 649 (16.0) 778 (21.9)
COVID-19 20 (11.8) 18.5 21(11.5) 15.12 34(17.7) 1933 1 (<0.1) 11 (0.3)
Decreased appetite 6(3.6) 5.55 9{4.9) 6.48 28 (14.6) 1592 765 (19.0) 649 (18.3)
Urinary tract 23(13.6) 21.27 14(7.7) 10.08 25 (13.0) 1422
4 : 272 (6.7) 263 (74)
mfection
Abdominal pain 18(10.7) 16.65 20(10.9) 144 23 (12.0) 13.08 313 (7.7) 482(13.6)
Back pain 11 (6.5) 10.17 11 (6.0) 792 23 (12.0) 13.08 442 (10.9) 370 (10.4)
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DUO-E Overall Burvalomal Olaparib
Pan-tumour 300 mg bd
SoC SoC+D SoC+D+0* Pool Tablet Pool
(N=236) (N =235 (N =238) (N =4045) (N = 3556)
PT n(%)° w100 PY ¢ n(%)° n/100 PY ¢ n (%) ° n/100 PY ¢ n (%) ¢ n(%)*
Platelet count decreased 37(15.7) 18.55 36 (153) 15.61 40 (16.8) 14.68 41(1.0) 158 (4.4)
Dizziness 31(13.1) 15.54 32(13.6) 13.88 40 (16.8) 14.68 236 (5.8) 398 (11.2)
Headache 35(14.8) 17.55 30(12.8) 13.01 39(164) 1432 323(3.0) 578 (16.3)
Hypomagnesaemia 38 (16.1) 19.05 38(16.2) 16.48 38 (16.0) 13.95 119 (2.9) 88 (2.5)
White blood cell count n .
decreased 40 (16.9) 20.05 29(12.3) 12.57 38 (16.0) 13.95 23(0.6) 294 (8.3)
Pruritus 29 (12.3) 14.54 36(15.3) 15.61 37 (15.5) 13.58 462 (11.4) 112 (3.1)
Thrombocytopenia 18 (7.6) 9.02 30(12.8) 13.01 35(14.7) 12.85 69 (1.7) 183 (5.1)
Back pain 22 (9.3) 11.03 19(8.1) 8.24 35(14.7) 12.85 442 (10.9) 370 (104)
Cough 25 (10.6) 12.53 35 (14.9) 15.18 33 (13.9) 12.11 643 (15.9) 430 (12.1)
Hypothyroidism 8(34) 4.01 37(15.7) 16.04 33(13.9) 12.11 379(9.4) 13 (04)
Myalgia 44 (18.6) 22.06 32(13.6) 13.88 30 (12.6) 11.01 196 (4.8) 184 (5.2)
Alanine aminotransferase s
ncreased 18 (7.6) 9.02 30(12.8) 13.01 30 (12.6) 11.01 256(6.3) 152 (4.3)
Oedema peripheral 21(8.9) 10.53 29(12.3) 12.57 30(12.6) 11.01 347 (8.6) 225 (6.3)
Pain in extremity 35(14.8) 17.55 31(13.2) 13.44 29(12.2) 10.65 194 (4.8) 224 (63)
Dyspnoea 26 (11.0) 13.03 29(12.3) 1257 29(12.2) 10.65 596 (14.7) 344 (9.7)
Insommia 33(14.0) 16.54 24(10.2) 1041 29 (12.2) 10.65 300 (7.4) 234 (6.6)
Rash 27(11.4) 13.54 41(174) 17.78 28(11.8) 10.28 395(9.8) 142 (4.0)
Hypokalaemia 20(8.5) 10.03 27(11.5) 11.71 28(11.8) 10.28 174 (4.3) 103 (2.9)

Table 10 Most Common Adverse Events (Frequency = 10% in Any Treatment Group) in DUO-E
Maintenance Phase (Adjusted by Patient Years’ Exposure) and the Durvalumab and Olaparib Pools
(Safety Analysis Set)

DUO-E Maintenance Phase Durvalumab Olaparib

Pan-tumour 300 mg bd

SoC SoC+D SoC+D+0 Pool Tablet Pool

(N =169) (N =183) (N=192) (N =4045) (N =3556)

PT n(%)* w100 PY ° n(%)*? n/100 PY ® n (%) " n/100 PY ® n(%)* n(%)°

Arthralgia 16 (9.5) 148 34 (18.6) 24.48 22 (11.5) 12.51 536 (13.3) 437 (12.3)
Cough 14(8.3) 12.95 22(12.0) 15.84 21(10.9) 11.94 643 (15.9) 430(12.1)
Neutropenia 1(0.6) 0:92 6(3.3) 432 21(10.9) 11.94 32(0.8) 316(8.9)

3 Number (%) of patients with AEs. sorted in decreasing frequency of PT i DUO-E (SoC + D+ O then SoC + D then SoC). Patients with mulaple AEs are

counted once for each system organ class and PT. Patients with adverse events 1in more than one preferred term are counted once 1n each of those preferred

terms.

Event rate per 100 patient vears (the number of patients with any given AFE divided by the total treatment duration in days across all patients in given group.

multiplied by 365.25 multiplied by 100. Treatment duration lasted until the later of either 1) the date of the last dose of olaparib or 11) the date of the last

dose of durvalumab =20 days during chemotherapy phase. or the date of the last dose of durvalumab +27 days during the mamtenance phase (to account for

the infusion exposure period).

¢ Number (%) of patients with AEs. sorted in decreasing frequency of PT in DUO-E (SoC + D + O then SoC + D then SoC). Patients with multiple AEs are
counted once for each system organ class and PT.

(@) 7= o)Ak

A AA A, Hdl CTCAE 353 T+ 453 AEw SoC + D9} SoC Foft el Hls=dl A9k SoC + D
£ 0 FATAA U Be Bael tfal HuHACKE 12). B1E ABES shnEehd, g2eieh, gus
W, Setstgel el Ay ZEstds gAgon R WY, EFTHLF EFT & gL A
ROtk A @A F SoC + D + 0 FolZolA] 357 E& 457 WAL R1F B9 vEe 2

sge] guizl AN Tudy X ok

Table 13 Most Common (Frequency = 2% in SoC, SoC + D or SoC + D + O Arm in DUO-E Overall or
Maintenance Phase) AEs of Maximum CTCAE Grade 3 or 4 in DUO-E Compared With the Durvalumab
Pool (Safety Analysis Set)
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Number (%) of patients *
DUO-E Overall DUO-E Maintenance Phase Durvalumab
SoC SeC +D SoC+-D+0° SoC SoC+D $oC+D-+ 0 | Pan-tumour Pool
PT N=1236) | (N=23% (N=138) N=169) | (N=183) (N=182) (N = 4045)
Fausprs R aay AT 128(542) | 126(53.6) | 160(672) | 27(60) | 31(169) | 80(417) 755 (43.4)
maximum CTCAE Grade 3 or 4
Anaemia 35 (14.8) 38(16.2) 36 (23.5) 3(1.8) 1{0.5) 36 (18.8) 182 (4.5)
Neutropenma 14 (5.9) 20(8.5) 28(11.8) 0 o 10 (5.2) 9(0.2)
Neutrophil count decreased 36 (15.3) 27(11.5) 32(134) 1(0.6) 1(0.5) 4(2.1) 6(0.1)
White blood cell count decreased 11(4.7) 9(3.8) 11 {4.6) 0 1(0.5) 1(0.5) 2 (=0.1)
Thrombocytopema 3(1.3) 7(3.0) 8 (3.4) 0 0 1(0.3) 17 (04)
Febrile neutropenia 9(3.8) 6(2.6) 8(34) 0 [i] 2(1.0) 1(<0.1)
Hypokalaemia 2(08) 6(2.6) 7(2.9) 0 1(0.5) 1(0.5) 45(11)
Asthenia 4(17) 3(1.3) 5 (34) 0 0 2(1.0) 53 (1.3)
Urinary tract infection 8(3.4) 2(0.9) 7(29) 6(3.6) 1{0.5) 4(2.1) 41(1.0)
Syncope 1(0.4) 2(0.9) 7(2.9) 0 0 2 (1.0} 24 (0.6)
Nausea 3(1.3) 1(0.4) 7 (2.9) 1(0.6) [ 3(1.6) 24 (0.6)
Platelet count decreased 9(3.8) 9(3.8) 6 (2.5) 0 1(0.3) 0 8(0.2)
Hypertension 7(3.0) 5(2.1) 6 (2.5) 1(0.6) 2(1.1) 1(0.5) 54 (1.3)
Fatigue 4(1.7) 5(2.1) 5(2.1) 0 1{0.5) 3(1.6) 91(2.2)
Pulmonary embolism 3(13) 4(1.7) 5(21) 0 1(05) 2(1.0) 32(0.8)
Leukopenia 2(0.8) 2 (0.9) 5(2.1) 0 0 1(0.5) 4(0.1)
Lymphocyte count decreased 5(2.1) 5(2.1) 3(L3) 0 2{1.1) 2(L0) 15 (04)

(5) AP
20231 4€ 129 DCO 7|22, At A#=E olojxl AE7} g s4 =+

Fof ol A 3.4%(83),
SoC + D Tl A 1.7%(4H), SoC + D + O Tl A 2.1%GH)AHE 12). =&

FolTol A Hard
Z

BEE Ao ® A% A ditkas A7 i 2o 7dPlen, A ARE ool AES] MAES
Foxd I = ol daEHdeH AP Tl #dd Ao FE AL AT

Diarthoea 6(2.5) 4(1.7) 3{13) 1(0.6) 1(0.5) 1(0.5) 33 (0.8)

Hyponatraemia 4(1.7) 521} 3(L.3) 0 1(0.5) 1(0.5) 119 (29)

Peripheral sensory neuropathy 6(2.5) 0 2(0.8) 1(0.6) 0 0 2(<0.1)

_Gamnm—glummy!t(msfem;e 3013 5(21) 2(0.8) 0 1(0.5) 1(0.5) 84 (2.1)

increased

Constipation 5(2.1) 2(0.9) o 0 0 0 18(0.4)

: Number (%s) of patients. sorted by decreasing frequency of PT in DUO-E SoC + D + O then the SoC + D arm for the Overall study period

®  Qlaparib was only admimistered during the Maintenance phase of DUO-E.
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|
et al 2021, Staniszewska et al 2022).
FAAL OEEHY Sy HEaWe AurAd fFAA-dadel FAFZAA FFS vA

BT F7EAQ s @3 =X = AdEA Beth

Aol n = 40457) E=E SaHE61Y] Al@olA n = 35567 tE iR T 9G¥ dHolH
AEA o] Abde]l BRag He glorm, F AAE A AL dwr #FHUAT Mvkd o=z, DUO-E
A&l A 379 PRCA(RS 353 SAE) R} glglom, ol CIOMS Il ®&9 “&3k o 3g3ic)
A 229ty T 71 PARP AA7F PRCA @A 7148 4= = FAZF 71 ds) A &
AE ARE §IA T PARP A A9} PD-L1 AAAE BEE A 4 7Isdo] Jdon gHay A=
=2 Jﬁ& A F7MNE &
A

e}
£/22 8 DNA &40 HBTROR A% THAE w/f B9 WL FAhHo=
al
]:l
A ge Aoz

g Nde FAMoE WASE oAl A LFOE, L AHA, FASPLY, E
4 AHA, 224 J¥HLLF, 4Y AHAZL TFEC
! a@%oﬂ W& A7t FAF HYTE 2716 wAstel dAHC AHAS 2

(Michalak et al 2020).

Ak §dA4 Wde Ry e Sy ©
A e HEFge) FAg sy ow .
DUO-E #tsel Wt dE7te] ofsts A= &, oaeits Sehstd B2y M2 A% 94
S2 AHA Abxde] RIS itk PRCASH @] Ablo] vt getaty W8 FoTo=wt Ags A
@9k7] mEel 7hsAd Sle daRAlel diE S FHEA U oEEga SEuge 38T
735 AIHAS A=A fleid 7 A5 2pde] A sl FoAtge] ntgd . Rty st e
7Rk getay 65718 ¢8R F 44 @A T ST OERgE B8 T fxAM 3149
AIHA B37} ek A @A & o Rk fatolA 1319 a7t AT BE Sl
A A FA BA F ol W FEe wgten, BF AHA I ofde 8-S Ik

A e2kvty == 7]EF PARP SAIAIZE AIHA 2o 71o& 4= s AAH 71 s #4095

UE ARE AT PARP AAA 9L PD-L1 AAAE WL 45 "Wddo] A3leo] &ehuigo] ¢
2] WY A fFf Il 7S F e BER 7dS A4 AFE rhsAdel ArHL2.63D.
TE & FTHYS Z deA dom &84 £ BES AAAZ F Utk o]l @29 o]Hg vk
S W= FAX = 0.05%04 0.07%7FA] thFsithHeddle et al 1995, Gehrs and Friedberg 2002). ©]#]
3 A4S o] AIHAY Ao 7]oddt= vE wjAl S &= gtk

flo

27k 84 Wde 'Fad AAA fsidor FHA For FUHAQA A &3k =AY
o) 1—
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655. /] ©]3e AFAM &L A5EH HIA

o« AIAG Qe
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657 #EA Ao 3 2% 5 2E

e DUO-E A8+ SoC + D9} SoC @ SoC + D + 09} SoC . A FASHlA EA RO = f2|§ PFS 7l
Ae BAFAT. F Bl ZFoA 0Se] X174 /MAde] &l=3lem, ORR 2 DoR& 233t li}
HIPASLE B o]oe] A@Ao] FMHEYT. PFSol tidk RE ALA AF 2 AF AE ugs
AL A5 g3 ZH4E A

658. AR Ao G 8F % A&

o bRtz Wi YNk gl ey B T iRy gdsy == SHuyy ¥E 5o A gEg
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Hol tha A2 ADRE FAHUT AIHAE ZAH e oz SAHIAT F 744 2% FoA4
-84
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& 3 &Th9kd 300 mg bd 29 A= o8 FriE ST FHJoH, AAHoew Y A
o] 9ol e 7tsd A ZEARYS HAIL USS BAFUAT
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11 AFHE
o At HEF : WMz 7Rk sshAd QWH(CRD ol AWo] dEA &2 A By AMEHSL
(LS-SCLC) #=te] A&
o Z87|A : AlXE AAHA-E]ZF=-1 (programmed cell death-ligand-1, PD-L1; ¥+ B7-H1, CD274¢] 2}t
1% 3o SolHow AY

12. 714 & A3 4
o LT
- AlE gAHA-EIZt=-1 (programmed cell death-ligand-1, PD-L1; %=+ B7-H1, CD2740]8ta % ghHol
Soldoz Agshes I3k IgGlx T F& A
- PD-L12 PD-1(CD2798}1= 3 % CD80 (B7-lelztrn%= 3h) 48

87
Aoz AA ofd Relolx WY NS 2R FE 4L

E& T AXd 94 A&

=

i

o mlm

13. 44 485 /18 % A8H
e SCLCe A%, & %7 33 g4y Ad A B9 &3t fAdo] A 3t7] ol X &8st
71 7F oH & ¥ T T Shubolth(Fukuoka et al 1991, Roth et al 1992, Niell et al 2005,

Schmittel et al 2006, Noda et al 2002, Hanna et al 2006, Rossi et al 2012, Oronsky et al 2022). A

¢ 30 Fh LSSCLCOZ Hatd thiie] SxasoA e ZEAsHLS A 52 ZA7

CCRTR . AA| SCLC A = 4%9o] HAx AG A u]$- =7|dA ¢ @g17]~27]; T1-2, NO, M0)

o7 dEH, Hxd PAHATE FHetAY FREHA v Ag7)d BxEst ey 933

AAE S = A= FAZ THRo|tHRudin et al 2021). 28t o7 F&o] BIVIFIAY FE&

stA] 712 AT fAs AAAEABALARE 18T 5 Jon, o diF o gE B Stage

[IB- IC &=}k %Oﬂ 3t cCRTEZ A 5% 4 JTHNCCN 2024, Shioyama et al 2018, Verma et al

2017a, Verma et al 2017b).

- cCRTE ®+= ﬂ] 2] LS-SCLC &At9] ¢ F=dAA 5= dutd o g WAMIA 5ol FA ¢
21~28L nith 45719l WF7]dt st a o] EFETHNCCN 2024 [Clinical Practice Guidelines in
Oncology], Dingemans et al 2021 [European Society for Medical Oncology Guidelinel)). A& =+ &}
steHe 1Yt AlAZEE 60~75mg/m2, ZF Aol E9] 1Y, 29¢, 3Yxto] EZA=
100~120mg/m2 ot} Alx=ZetRiel A@stA] AU AlxEHElS FASHA GrE AT A9
AT, 1dAtoll= 7R E8E S48 A3 5~6 "R 1Y, 29, 3YAl& AEZAE 100 mg/m2 ©]
A ooz da A= AthSkarlos et al 2001, NCCN 2024, Dingemans et al 2021).

- LS-SCLCo| A cCRTell thgh ¥H-&&-2 oF 90% | A7, 2] 3xte] A9 Ao Awo] 3=,
cCRT A& & PFS FYat2 10~15701€, OS F4at2 25~307delti(Bogart et al 2023,
Faivre-Finn et al 2017, Walls et al 2024). ¢t%] £8 o2 cCRT A #HS €853 LS- SCLC M&t
g2 T Hd 25%%ro] AU AWEA L AEA AZAFE 4 AtkBogart et al 2023,
Faivre-Finn et al 2017, Rudin et al 2021, Walls et al 2024). o]&g AH=x3 A7|¥=E A=
LS-SCLC A5 9g /MAdE AsgAel t3t FHA &S 448 Fa7t ddsitte A4S o
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23] HoE

14 AAFER Bdd $23 dAH B4

2

15. ARZFZY H7MA A ol A3 A
o (YHAE ddHWSE 201800453, YW E 30113, $ALA 2014.03.20.) A& 3}tEIALA o W
T "ol gt L2 A 2AXHYG FAE gFoZ FIQHOZA Durvalumab E=
Durvalumab3} Tremelimumab ®&8¥S H7Ist7] 93 A, T2, olF w7HE, A o
z, 4718, =71 4784 F(ADRIATIC)
e AIXAE WY #4E HF AxHE ) FHEFE - AT FEFH-13655, 2024.10.08.)

M

2. REZAN-S|5EN MY Y MBEN MY

2
=]
o
Pl
il
My
A
2
=]
o
Pl
i)

o 7]l 37F A AlEd ARE Z5 7Hs

61 YINIARY NFHH(GCP &)
o 1|3 TOC A&

62. YIANAAEH L
« U331 AE
H o

A=
o A4 HeFL YFSE 4 YPAFLS ADRIATICY

6.3. FEFATGA
o
64. 9k A g
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644. 273 A FFIAF

D7 Al Aol tigk aof

ADRIATIC A1l A o5 1500mg Q4W A=
(¢ ) ®%9 D Pan-tumor Poolel Al T3 1500mg, 20mg/kg, 10mg/kge] HEE H]

Table 3o AA= o] At

able 3 ADRIATIC 7A1&

9 D Pan-tumor Poole] 3 tjaF% &

Sol ¥ #28 OUEY AnGY

HPK A7)

Geometric mean Cpax, ug/mL (geometric CV%) [n] 2

ADRIATIC D Pan-tumor Pool
D
1500 mg Q4W 1500 mg Q4w | 20 mg/kg Q4W | 10 mg/kg Q2W

Visit, timepoint (N = 258) (N = 1217) (N = 424) (N = 2520)
Week 0, post-infusion 306.2 (360.74) [222] 333.4 (333.37) 394.8 (154.71) 168.4 (210.56)

[745] [376] [2267]
Week 4, pre-infusion 78.4 (42.68) [215] 70.2 (87.36) 58.7 (856.42) 83.0 (70.06)

[1067] [14] [1074]
Week 16, pre-infusion 147.0 (50.87) [119] 147.0 (50.87) No samples ° 154.6 (54.16)

[119] ° [507]
Week 100, pre-infusion 167.8 (35.65) [46] 167.8 (3%.65) No samples ° No samples °

[46]
Month 3 follow-up 29.5 (186.69) [118] 11.5 (589.41) 6.1 (1447.47) 14.5 (409.47)

[334] [82] [625]
ADRIATIC AAEel DA A ¥ 405D = odEy 1500mge] 7]18t¥+# Cmax:s D
Pan-tumor Poolell A ##d ZA#} FAT A HA Fo $ 1500mg Q4We] b4 el 4] 7]3sh%
A &=+ D Pan-tumor Poolol A &= A3 U thHTable 3).
2) A9 44
ADRIATIC 1A e] A AU ZERAdS qIFHEe ol dAFolA #FH AF Ao
o, Autzel AYGYA ZEuYS Igthre ADA §HE % A4 E, A5 nAb ¢A A, He

ADA 97p.

ADRIATIC 97¢A13 % D Pan-tumor Poolell A tjFwto] thgh ADA whgof tigh @oF2 Table 8

AA =} gk,
Table 8 ADRIATIC 94A& 9 D Pan-tumor Pool (FA Al 479 gdFEqto] sk ADA w3 QofF
ADRIATIC

D D Pan-tumor Pool
Category (N = 262) (N = 4642)

- 105 -




ADA-evaluable patients, n (%) 206 (78.6) 3511 (75.6)
ADA-positive at any visit (ADA 13 (6.3) 212 (6.0)
prevalence), n (%) °
Median of maximum titer 2.0 4.0
(Minimum, maximum) 1, 256) 1, 1024)
Treatment-emergent ADA-positive 7 3.4 93 (2.6)
(ADA incidence), n (%) °
Median of maximum titer 15 4.0
(Minimum, maximum) (1, 256) (1, 1024)
ADA-positive post-baseline and 3 (1.5 21 (0.6)
positive at baseline, n (%)
Median of maximum titer 4.0 8.0
(Minimum, maximum) a, 4) a, 32
ADA-positive post-baseline only, or 6 (2.9 89 (2.5)
treatment-induced ADA, n (%)
Median of maximum titer 1.0 4.0
(Minimum, maximum) (1, 256) (1, 1024)
ADA-positive at baseline only, n 4 (1.9 102 (2.9)
(%)
Median of maximum titer 1.5 4.0
(Minimum, maximum) 1, 2) 1, 125)
Treatment-boosted ADA, n (%) © 1 (0.5 4 (0.
Median of maximum titer 4.0 12.0
(Minimum, maximum) a, 4 1, 32)
Persistently positive, n (%) ¢ 6 (2.9) 73 2.D
Median of maximum titer 3.0 4.0
(Minimum, maximum) (1, 256) (1, 1024)
Transiently positive, n (%) © 3 (1.5 37 (1.
Median of maximum titer 1.0 4.0
(Minimum, maximum) QD (1, 128)
nAb-positive at any visit, n (%) 2 (1.0) 19 (0.5)
Median of maximum titer 128.5 16.0
(Minimum, maximum) (1, 256) (1, 1024)

3 dEE&Fe ©§3A4

oS 10mg/kg Q2W @Y @Ho = Aﬂﬂ] o] 2] X H o] A Marketing AuthorizationZ ¥k, ‘3%7}‘3‘
S Eoellimg/kg Q2We A3

ZIRko 2 &t Qv

AR SRR PK =3 el gl wel, UW Fof 715

Fog-AsA

0]

it

2 Q== 9 W HAA AE

1500mg 114 Q4WA =

93k 7okg 71F 10mg/kg Q2W HE& 20mg/kg Q4Wel sid) Foiyo] A=A oEEF PKe
1500mg Q4W &ZFollA ThFg A5 B WolA & FdEo] Aot o] AFFAQHE s7tE ok
ow, gate] Holg, AR T B FF oF/ A= Qs oA srid AlF 71w 10mg/kg Q2W
2 20mg/kg QAW SR ET AHWAE AtoldA AEEI Utk A e T FIS o2 s
& JAA A HEET 1500mg AW S T35k o

ADRIATIC ¥3AIE A#, odF5 1500mg Q4W 17%*?043%‘% o] FooA HTFH AN

JgH o o
A ogle fEAS B Jhed G4 ZEade Fsl MF 71w cCRT olF Ayl AWHA ge

g Q
LS- SCLC &AatsolAl 243 &&Fdel & JQ%E}.
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65.1. FrEA - FAHAE A8
oA
QA A
3 YIAE A= L B R A=
N5/ F4717
2 v)
@ o EY d=Eaow: odEvH1500mg
V) Q4Wst Egfl@el g 9eHV) QAW
54 s ey & Aol aa|s Lo e AR BRIEINede)
SR e AT 2MEAL BAB|[ Lo Ti H‘%‘Tw‘ff‘j
33 | e® EFmeWozA Durvalumab 2? ggj ;;] éjz:i ;_;E j;;; 12+ : BICRo] %7}
ADRIATI|®=+ Durvalumab¥ Tremelimumab = - PFS, OS
O = ol 5 =] o ) L -
¢ if;;gi; “jf; xﬂqg ;j; ® siok ciusu sleHv) Qawst sa|s ) ORR DR
oh=27h 91444 F(ADRIATIC) RET AN QIVE 8o A
43 gF712 Edatm, ololA
2t $eHIV) QAWE 2714 9o Wgo)
A% 5o 43 FHE AFah

6.5.2. A U4A F Pivotal studies)

D @3AEAA

D IrAre

ADRIATIC 473A @& W57|9 cCRT o] & AWo] P& A ¢F2 LS-SCLC Atol] thgt 318

Ao gy 958y v EdUgRdy oaed 3EeyS gHe HuE I oEs

FTFERY RS HristEs AN AP T A, T4 viA, ole8Ad, foF =, 37, T

#, A Aol

ADRIATIC 974/ 82 D= A9 d=E MY A5 @d 2

F(D+Te $1¢F vl E 93k PFS 2 OS, Do} 91¢F vHwE 3

Al(Protocol Version 4.0)= AstraZeneca”} 2]# 3+ CASPIAN U A+A]

TR E A HSection 1.3.3). CASPIAN A4A1 & HlolEl o] w

2R G=9 el F7HAQ FaAdel gk #AHo] o

D3 fJoft Hlavp fAH 0 ® o] FojHTh

ADRIATICol| ot Adtzd Alg AdA=Figure 1 o Aw=o] ot oF 7245 9] 25 TNM 7 7]t

B7112 o 3) R PCl A7 o ot )el we} F29] wiAsta AlFstd Alge|dnt. Ao A4

A= o yEH I As5T F el 111 HlE2 FE9 v AT 600 e #AUE ) A BT

AAel 23 29 mAd" (T F 2008), D+T +& F7F £33 WA S T3 o5 IAEL

D v 99w o® 112 729 A=A eH, 2+ Folls & oF 26299 IV SEHUT DITTEL

2 FA9 iAol &5H F, AE Doy Ao ®E 729 miAE 5L Cycle 15E X5 7|3

e A4 R =e IR 99kS 13R FYRUHS, A 2471 9D).

o UIUET 5o oEEYH1500mg V) Q4Wser Efde]F5 fekIV) QAWE B8 = ZH7}F 43
£/ F7)(cycles) Z Foslal, olojA o dFE5H(1500mg V) QAWS Egde] 4 9oky oy o

2
o]

= o

o= 3709 12k H7HH
doldtt. o5 AlFA

o] HE BA Azt web 2020 o]
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9o HFT Fo 457 FFE AFEH
o CUFRty EFdWa]F9 ¥&: OEFRA500mg V) Q4W<el E A2 F3H(75mg V) 4AWE
2 7} 43] &F/F7E FoAstal, olojA oI FR(1500mg V) (AWE Ed 2] £ odF9
9 HF T 453 T AZg
Aok ATFR kAV) QAWe EfE YT HIV) UUWE HEo 2 747} 43] &
a1, oo THERE SHIV) UWE 2714 Si¢F F 8o HF Fol 2
gy Efdeyfye 25 oF INZHY & T Al 24 IV 4
Fole EfPEg oy foks WA FAIT qiEY == A9 F
T4 TE O IANHHAY 2A2H) Fol] AFEHAT. H AT TOkgs 7EL
23 1500mg Q4W tj&dF9(20mg/kg Q4Wel =3 A 83F 76mg Q4
of S FoAFt.

- on

1<k
ADRIATIC A& oA 14
Egd g Fy(Img/kg Q4W

é

Figure 1ADRIATIC Al@ A A

Stratification: Stage /li vs it and PCh

fes vs o Durvalumab monotherapy
(N~ 262)
Newly diagnosed LS-SCLC
Stage Ml Baseline Scans bei oominat
PS: 0.1 CR/PR/stable disease {if applicabie) an olmizatzon » Placebo (N~ 262)
: post CRT* 11
(N~ 965)
L J Durvalumab + Tremelimumab
! (N~ 200)
1-42 Days

*Chemotherapy: 4 EP Cycles (3 permitted) and Radiotherapy: 60-66 Gy/qd/6 weeks or 45 Gy/bid/? weeks

Baseline scans indude RECIST 1.1 tumor assessment scans and brain MR or T scan

2 TAZA U

PFSQRECIST 1.1¢] =& BICR H7} AF8) 2 0S9] 271A] 1xF H7PHS A|dES Aoz A=A MTP7t
AbE-E A (Figure 2). AA 5% A1F L/ (FSHe 2714 1A B FE 2= AT 0.5%2] &3
o] PFSoll &=l om 2719 A2 4 AZANe T3 43 149 13 E4)e = EFEHAT.
4.5%°] &3 Eo] OSol dRE A 47l A2 4 AHCAH A, 7he] 12k 4, 0S-1A2 A1H
o] 1z} PFS 4 Al™3} dX|3}A] &= A-$ 12 PES 4 A OSel dist 1719 ZAH F71 H/hoe=
E&5 <tk PFSe] 0.5% ¢33t %<& O'Brien Fleming - W2lo] <73 Lan-DeMets £v] <5 A}
g3t 3 9 12k B4 Al AAFHATE 0S-1A2 AJ- o] 12 PFS 4 Al YX3tA &= 45 PFS
12 B2 A =338 7ZA A F7F 05 B4 0.01%(F=)e] &yt ddE =2 A 339tk 0So o gk
U A 4.49% 43t 32 0S-1A1 A el Aloj=dom A OS-IA2 ¥ O'Brien Fleming < 2]
%3 Lan DeMets &9 5 A&t 13 &4 Al AlH =5 A g3t

38 MY T AR oF 724 Ho] durvalumab ©E 2 (eF 262 W), ¢ ek(eF 262 ).
durvalumab+tremelimumab -8 8% (¢F 200 ¥) 5 stubol FAAMAEHES 3t7] s A MANA <F
965 o Al AATE BE Aotk A Zol AP AES 3 7HA A 5Tl 111 o HE FAe )
etk dFAFALA WA 4 9 Ao we, AFhdA 600 Hol FALAuAEH T U Al A
7} & 724 Mo] ERouiAE wrlx] o]T AR 124 Ho] =712 durvalumab @Y @ Woli} 9k
of 1:1 o] H2 F&ujA"d Aot
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PFS 1 #} 42 o5 5 71 o] & Al AAE Zo|th

1. Durvalumab ©¥ Q% 3 ¢ oA PFS BICR AFA <F 370 A(HolEAA S E 70.6%)°] A IS u)
2. ok F WA OS F3F £4(0S-1A2)¢] AA7E SAH o= frolstth(durvalumab vs €19k OS-IA2 A4
3. A AR FAS A" A 36 LA

PFS BICR AbA 45 370 Aoz & o), weF durvalumab ¥ a3 9eF 2+ vlare] A4 PFS HR 0]
0.65 olgtd B AP A= durvalumab B @I} $oF 7to] EAZ O E {23 PFS 2o]E ¢
AA Fo7F 0.5%A oF 90%8] AAHogE AT 4+ Y& Aotk PES 7} A3 ExE E%
% AA HR 0.65 &= PFS T¥ate] WA f1eke] 10 /L= vins) 71 54 /ML) g a3
th 5AFCE FoT HA A& Zol= HR 0.743(Y Al A|[critical value, CVDe|t}. PFS 1 2} B4-&
3 AR =Y 7S oF 38 MY E oAAFETh o] AlFel= durvalumab + tremelimumab T3 9 <F
oAl PFS BICR AR ¢F 309 o] T3] o A2 o e

0OS 1 2 42 durvalumab @8 T3 A<k oA AHd A oF 348 A(HolHAASE 66.4%)°] &
s wf AAE Zoltt. ¥k durvalumab @ 8 fjeF 7t vl e AA OS HR o] 0.73 o]gtH &
DA Fol A= durvalumab @<L @RI fof 3Ho] AR %Qla OS ztol& 80%°] AAHo =
AL A& Aoty OS 7F A4 #xE BY A AA HR 0.73 & 0OS S4ae] SHAA 99
24 ML wlws) dizgk 71 8.9 ML el T3t %ﬂ]x—iii g H4& A5 &3+ HR
0.797 o|t}.

do o on JIN‘

-~

i 2L 22X == AXE fi,é o2 EAst®E LS-SCLC(AJCC Cancer Staging Manual, 8th
Editione] w& 7], /7] A= ostx oz <&o] Brlsslor &) x4 =24, CR, PR =& oA H
HE gAen 2484 wg 7|9k cCRT o]F AWo] PHA & 2~3d FA =18AQ1 A=
TAEHAT. o] cCRT A 5o+ RTe FA ANEZAIE AWFALeL BME3F 47) F7]9 M5 3158
AN2=E2d e 7HREgR)o] 2}EAT RTE A9 25 19 13 WA B o= 650 24 I
A 60~66Gy == 1Y 23] FET WA Ao 7 3Fo AX 465Gy = 3 7HAE AdFPT. RTE 3}
gtayol 257171 Bur] Mol AlFslor gt =3 PCle @A A5 ®Fo wet APAY AFo=
AgE & Aok cCRT A5 2@ BE PC Au5e 749 viA 2 A A&, iy, EdReTw

£ glope] A WA Fol 1429 A olufel $Esfol Ytk @, Wolxwel fEA Hhs TA
WA R AR AEAY R WA T 429 A olufe] 23y ] ARE CRT ol Fol Fasiok 3
o,

@ AFEA

ADRIATIC M, A&7 AT-FAS B wlojz=2il E4ddA Autzor #FE o] FUAHE 3). &4
AE FLE Dol A 62.04(RE 91 28-84A4), ¢ ekatoll Al 62.0MCA S 28-794DATH. F/3(67.9%, 70.6%)
ol R Poka, DI gIefTelA A7t of Aduke] Bl MA48.9% H51.7%)01 Ak B oF
HukD 2 9ofatol A A2 50.0% 2 50.6%)-2 o] 2~2Ql ECOG/WHO PS H47F = 10]3dth

¥ 3  ADRIATIC % D W-%% 9| A75A3 9 wojsetel 54

A (%)
ADRIATIC H-F% =
D £ D
vi2}nl H (N = 262) (N = 265) (N = 4642)
fA=EEAD
n 262 265 4642
it 61.8 61.2 61.9
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SD 8.93 9.41 10.69
=43k 62.0 62.0 63.0
HAZk 28 28 19
Hdlak 84 79 96
AHTAD, n (%)
<50 21 8.0) 26 9.8 537 (11.6)
> 50 - < 65 138 (52.7) 135 (50.9) 2089 (45.0)
> 65 - <75 88 (33.6) 86 (32.5) 1542 (33.2)
= 75 15 (5.7) 18 (6.8) 474 (10.2)
A4, n (%)
@A 178 (67.9) 187 (70.6) 3229 (69.6)
s 84 (32.1 78 (29.4) 1413 (30.4)
Q1F, n (%)
w2l 128 (48.9) 137 (51.7) 2892 (62.3)
Sol/fo=Z g 7 A m] =2l 1 (0.9 31D 85 (1.8
ofAl e}l 131 (50.0) 121 (45.7) 1514 (32.6)
71} 2 (0.8) 4 (1.5) 74 (1.6)
= 0 0 77 (1.7
A AY, n (%)
ofA] o} 129 (49.2) 120 (45.3) 1422 (30.6)
3 94 (35.9) 112 (42.3) 1924 (41.4)
Holm g7} 37 (14.1) 30 (11.3) 1246 (26.8)
ol g7} 2 (0.8) 33dD 50 4.1
ofAlo} o] A 133 (50.8) 145 (54.7) 3220 (69.4)
"] o] 28}¢1 ECOG/WHO PS, n
% 2
0 131 (50.0) 131 (49.49) 1845 (39.7)
> 1 131 (50.0) 134 (50.6) 2792 (60.1)
= 0 0 5 (0.D

(3 AHEA

ANE ANZ A AZA 7]z we RE $Ae] WHO/ECOG PSE 048.7%) =& 1(51.3%)°] L T H&e
3atE AJCC AW M71874%)E 71 9dth PD-L1 AHl(EY 338 AHAA 712)E 28.5%2] A1
A TC 2 IC < 1%Q 3L, 34.3%° Ao A TC =& IC = 1%, 37.2%9] 3AdAE 1S = ¢
AT

2712 AW 54 WA Zroll 5% Apol7b AATH A @AZE B7EE vhel o] Al AR A
%, cCRT o|%) H=d3} =4 APAF do] Q& A= e HlE DEelA o Bt
(63.3% Tt 55.6%). R3PA T XNBTAA FAES (F 87%). =3FF 9 ekatoll wlE) DirolA
PD-L1 A&i(TC =& IC =1%) &A7F B A ATH31.8% vs 36.8%).

tithe] A= 43 F7]9 wiF 7 35t a WS Woka(88.3%), Ut e AlAZEE + JEZAS
318t 9 S AFEFTH66.2%). AA o2, A9 66.6%= F AFo] 60~66 Gyl 1¥ 13 FA RT &

< Woka, &R 27.0%c F A #ol 45 GyQl 19 23] RT &8s Wit

woph X
o em
fo it Ml

rlot

3 FEAH A

D) A3k BrAS  HAYE0)

OS-I1A1 ¢ PFS-IA¢] tigk DCO A3 (2024 1¥€ 15l A OS dHloly A& 49.2%A T D <
oFFol A 7k7h 43.6%9F 54.9%9) A7k ABATH (Table 4. BE BAe] 05 37 712 FYge D
oA 3075719, SIokZolA 2863 Lol DEOIAE 56.4%8 BAY FUHAL, geFrolAE
451%°] A7t = AT (Table 4. F9E $xte] OS F3 713t F4#kS DIollA 3719704, #1eF
ol A 37.247) Lol At

o2t X 5= feked vls] OS7F 0.73(95% CI: 0.569, 0.928; p = 0.01042)0.2 Y gH o= on i
sAHoE §olazl 07 AME el A fdol 27% Fad Ao et ok ol Huwgtel
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Table 12 Prior ¢cCRT and PCI (FAS)
Number (%) of patients

D Placebo Total

Characteristic (N =264) (N =266) N =530)
Number of chematherapy cvcles

Table 11 Key Disease Characteristics and WHO/ECOG PS at Baseline (FAS) 2 0 1(04) 1(02)
T T 3 20(1L0) 31(1L7) 60 (113)
4 234 (88.6) 234 (88.0) 468 (883)

i D P_lnceba :Fot_:d s 104 0 102)

Characteristic (N=1264) (N =266) (N =530) Cl m————

WHO/ECOG PS Cisplatin + etoposide 173 (65.5) 178 (66.9) 351 (66.2)
(0) Normal actrvity 132 (5000 126 (474) 238(48.7) Carboplatin + etoposide 91 (34.5) 88 (33.1) 179 33.8)
(1) Restricted activity 132 (50.0) 140 (526) 272 (513) Radiotherapy regimen (total dose, Gy) ©

AJCC overall stage * Once daily 195(73.9) 187 (703) 382(72.1)
1 8(3.0) 1141 19(3.6) <57 8(3.0) 2(08) 10(1.9)
I 25095 3386) BE1) =60 10 < 66 175 (66.3) 178 (66.9) 353 (66.6)
m B1(87.3) 32(87.2) 363 (874) =57 to = 70 (excluding = 60 to = 66) 12(45) 7(26) 1936)

2 - 70 0 [ 0

EDL s Twice daily 6 261) 7929.7) 143279)
TCANDIC < 1% 78 (29.5) 73214 151 28.5) BV RE 0 0 0
TCORIC>1% 84 (31.8) 98 (36.8) 182(343) 45 67 (25.4) 76 (28.6) 143 27.0)
Missing 102 (38.6) 95(35.7) 197 37.2) = 42.75 to = 47.25 (excluding 43) 104 0 1(0.2)

Extent of disease at baseline © =4725 104 ETTED) 4(08)
No evidence of disease 32(12.1) 34(12.8) 66 (12.5)

Locally advanced (total) 232(87.9) 232(872) 464 (87 5) Best response to cCRT
Respiratory 199 (75.4) 209 (78.6) 408 (77.0) GR 3141 343128 65(12.3)
Lymph odes 167 (633) 148 (55.6) 315 (39.4) PR 191 (72.3) 200 75.2) 91 (738)
Stable discase 42 (15.9) 32(12.0) 74 (140)
PCI regimen
Yes 142 (53.8) 143 (33.8) 285 (53.8)
No 122 (46.2) 123 (46.2) 245 46.2)

Hla. KM 34 05 %#k95% CDS Dol A 55.9712€(37.3, NR), 9]kl A 33.4712(25.5, 39.9)011 2.
o (Table 4), o= 05 Z47te] =4 sAo] 225/71€US vreha)

KM &% (Figure )X & = Axo] D 9oF A 5T Abol9] FA4 e of 8/ #EE o
1 olFo &= AEHAT

Table 4 OS, T@5t vs 9] ¢F (FAS)

Placebo
(N = 264) (N = 266)
Death, n (%) 115 (43.6) 146 (54.9)
Censored patients, n (%) 149 (56.4) 120 (45.1)
Still in survival follow-up * 140 (563.0) 111 (41.7)
Terminated prior to death ° 9 (3.9 9 (3.4
Lost to follow-up 0 0
Withdrawn consent 9 3.4 9 B34
Other 0 0
Median OS (months) © 55.9 33.4
95% CI for median OS © 37.3, NR 25.5, 39.9
Survival rate at 24 months (0S24) ° 68.0 58.5
95% CI for OS24 °© 61.9, 73.3 52.3, 64.3
Survival rate at 36 months (0S36) © 56.5 47.6
95% CI for 0S36 © 50.0, 62.5 41.3, 53.7
HR, D vs placebo ¢ & 0.73
98.321% CI for HR ¢ ¢ 0.538, 0.979
95% CI for HR ¢ 0.569, 0.928
2-sided p-value * 0.01042

* DCOol A& A= o=
AEAHE @ 5 8l 83X
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© HR 9 Cle A% Cox Mo 93 2dS Agsie] PCl Bl
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0.0 Durva ws Placebo: (95% CI) 0.73 (0.569, 0,328)
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] 3 & 9 lz 15 18 21 24 27 30 a4 36 39 4z 45 48 5l 54 57 60 63
Time from randomization (months)
Nuwber of subjects at risk Events/Randouized
Durva Z64 261 248 236 223 207 18% 183 172 162 141 110 &0 &8 51 39 27 19 11 & L 0 1L5/264
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(2 Y=t FrpHES - BICR H7be] 938 PES

0S-IA1 2 PFS-IA] tl@ DCOR024d 19 159) A A PFS vlolg 4% ==
#l= DF 8419 52.7%, ok 3A9] 635%0lM R T (Table 5).
9, glokol A 7.397) Lol ATk,

RECIST 11| @& BICR #7}% Abgstel 9lobs mmgg o PFS/t 43xoz ofv]
A TAHCE frofstA AdEA e, HR
T A% 9Fo] ¢ =tk KM =3

Gk Dol A 9.0771 €

e A 8s

o 9ok oiEl HuEwe A
166719102, 2820191 $leFzol A 92714
Aol 7.4 AL AL JEpaT,

0.76(95% CI: 0.606, 0.950; p =

‘:ﬁ“
EE 7] PFS #

0.01608) 2. & 24%
T PES(95% CD+ Dol A
(7.4, 129013 (Table 5), ol PFS %

58.1% Atk PES A}

274 7 %
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™ - A

Fakel FH A

Table 5 RECIST 1.1, o'&54 of ¢#j¢fo] w& BICR #H71E A&k PES (FAS)
D Placebo
(N = 264) (N = 266)
Total events ¢ n (%) 139 (52.7) 169 (63.5)
RECIST progression 126 (47.7) 158 (59.4)
Target lesions ° 31 AL 31 1.7
Non-target lesions ° 5 (1.9) 13 (4.9
New lesions ° 94 (35.6) 128 (48.1)
Death in absence of progression 13 (4.9) 11 4.D
Censored patients, n (%) 125 (47.3) 97 (36.5)
Censored RECIST progression © 0 0
Censored death ¢ 18 (6.8) 18 (6.8)
Progression-free at time of analysis © 101 (38.3) 74 (27.8)
Lost to follow-up ! 0 0
Withdrawn consent ! 6 (2.3 5 (1.9)
Discontinued study 0 0
Median PFS (months) & 16.6 9.2
95% CI for median PFS 8 10.2, 28.2 7.4, 12.9
Progression-free survival at 18 months (PFS18) # 43.8 36.1
95% CI for PFS18 ¢ 42.2, 55.0 29.9, 42.2
Progression-free survival at 24 months (PFS24) # 46.2 34.2
95% CI for PFS24 ¢ 39.6, 52.5 28.2, 40.3
HR, D vs placebo ™ 0.76
99.816% CI for HR ™ 0.530, 1.084
97.195% CI for HR ™ 0.589, 0.976
95% CI for HR ! 0.606, 0.950
2-sided p-value ! 0.01608

CAREA Wi AWA @gbly =28 RS e F AYRAY QU S A2 H) sbse RECST %7 wt
W7} hed BEol Qb Ae 104 suHLt Hoh bed WRol AL WelAdl B Gt Wolawl 23
B ollo] dalo] gle WAL 1A FHHA.

T omA oy, nEA P9 9 ARe ¥We 4 MeEolR g,
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Hazard Ratio
(27_.195% CI) 0.76 (0.583, 0.37&8)
(9E8% CIy 0.7& (0.60&5, 0.9E0)

in months (35% CI)

9.2 (7.4, 12.9)

a 3 & a 1z 18 1 Z1 zd z7?

=0 23 IE

29 4z 4k 48

Time from randomization (months)

Durwa Ze4 Z1Z 1gl 125 112 10E 1ol 92 24 e
Placebo Z66  Z08 146 122 100 38 79 76 HE 53

L
R
Agstel 24 Ut +E& =20k

@) 75 fEy B

al | s=¢} O'Brien Fleming & Z7AE Ah&3l= Lan-DeMets &3
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Table 6 718} 22 &4 23, OEFH vs 9¢F (FAS)

4 4 o a 0 129/2c4
5 5 o a 0 163 /Z66

u) q4E Vvt BEAZA foA

s
3|

Efficacy measure

Treatment group

D | Placebo
Objective response rate (BICR) 2
Unconfirmed ORR, n (%) [95% CII 53 (30.3) [23.6, 37.7] | 54 (32.0) [25.0, 39.6]
Difference in proportion, % (95% CI) -1.2 (-11.0, 8.5)
Confirmed ORR, n (%) [95% CII 45 (25.7) [19.4, 32.9] | 44 (26.0) [19.6, 33.3]
Difference in proportion, % (95% CD 0.0 (9.3, 9.1)
Best change from baseline in target lesion size [BICR]) ?
Mean (SD) percentage change -35.44 (37.023) -35.82 (38.650)
Median (min, max) percentage change -27.00 (-100.0, 87.7) -24.55 (-100.0, 59.9)
Best objective response (unconfirmed)
CR, number (%) 5 (2.9) 4 2.4
PR, number (%) 48 (27.4) 50 (29.6)
Stable disease, number (%) 94 (63.7 76 (45.0)
Progressive disease, number (%) 24 (13.7) 33 (19.5)
NE, number (%) 4 (2.3) 6 (3.6)
Best objective response (confirmed)
CR, number (%) 5 (2.9 3 (1.8)
PR, number (%) 40 (22.9) 41 (24.3)
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Table 6  71€} 22 F&8X4 A3, HTF5 vs 91 (FAS)

Efficacy measure Treatment group
D Placebo
Stable disease, number (%) 94 (53.7) 76 (45.0)
Progressive disease, number (%) 24 (13.7) 33 (19.5)
NE, number (%) 4 (2.3) 6 (3.6)
Duration of response (BICR)
Median (95% CI) unconfirmed DoR, months 33.0 (22.4, NR) 27.7 (9.6, NR)
Median (95% CI confirmed DoR, months 38.8 (25.9, NR) 27.8 (9.9, NR)
TTDM by Investigator assessment (sensitivity analysis) ©
Median TTDM, months (95% CI) 37.3 (23.0, NR) | 17.6 (12.9, NR)
HR, durvalumab vs placebo (95% CI) 0.79 (0.611, 1.028)
Time from randomization to second progression or death
Median PFS2, months (95% CD NR (NR, NR) | 37.6 (25.3, NR)
HR, D vs placebo (95% CI) 0.66 (0.495, 0.880)

4) kA A

D =24=

ADRIATICS] D 2 koA AlY x 8o et da =2 %32 AdoA faras g=gWo] oA

A ZRyde) SAS EEel FEATGE 2.

ADRIATICOIA & A1 A8 7|3k FUa2 DEolA 40.005:089: 4.0 - 108.05)°]aL ¢ oFwoll A

35.86(" 91: 4.0-108.15) % o

D - ZoA F HUEFY =F 73] S 18.007089): 04 - 300.0F)% T ©]= D W-FF

Fol 18 24 Aol A8 otz AR 7|zl ¥ & ThsAol & WY WYl #AY 24 =
< |

= 32 Azl g AFe Fsta g7l WEd JHeAdel woh
% 2 ADRIATIC BID W-2¢ &9 NY A& & LRI £43)

ADRIATIC LEL L

D 1e D

s}epvl €} (N = 262) (N_= 265) (N = 4642)
% A8 7ZHE) ©
3+ (SD) 54.48 (40.087) 48.99 (38.256) 32.79 (39.096)
FAgH L, Ad) 40.00 (40. 108.0) | 3586 (4.0. 108.1) 18.00 (0.4, 300.0)
#A-d v E 273.6 248.8 2917.5
% A8 71ZHE) % n (%)
= 16 201 (76.7) 197 (74.3) 2596 (55.9)
= 2 173 (66.0) 165 (62.3) 2034 (43.8)
= 52 114 (435) 107 (40.4) 1017 (21.9)
= 76 102 (38.9) 80 (30.2) 427 (9.2)
= 104 46 (17.6) 41 (15.5) 286 (6.2)

@ oA

2o &27F AEE BuPTHDT 94.3%, 91k 88.3%). MutH oz, tifie] AEE FulshA st
om Zy Fo A of kel #xrt Ao CTCAE Grade 1 = 29| AEE Ryt

A& @A AE7} D+ A9 67.2% 2 AT Ak 48.7%00 A R EATHE 4).

CTCAE Hul Grade 3 T+ 49 AEE: D 3hAh9] 24.4%9} 91k #Ate) 24.2%00 4 2AYTHE 4).
SAEE= Dt ##ko] 20.8% Bl foFa fhAke] 24.2%1M HILEJATHEE 4).

A AR FEE 28 AEE B3I S| HEe HFr10.6%0l Hls] Dw(16.4%)0 4 E3kTHE
4).

A AR Fol Ad EE A THS 22U AEE AIT FA HIEL DIGATRI ok



28.7%)N A =3dtk (G 4.
ARS e e AEE DI 3Abe] 27% 2 9ok #xte] 1.9%olA wAlgch 1 E o= Al# R
o8 AE Xz A AAV vty FHUrEAT EF 9.

¥4 ADRIATIC 9D W-%% o WF ¥ AE Aa@84 BAT @H4 24D
g = % ®
ADRIATIC -2
£
D BES D
(N =262 | N=265 | N -=
AE ®= 4642)
AL 247 (94.3) | 234 (88.3) | 4381
- (94.4)
N Kzt AGBAT} = BE AE 176 (67.2) | 129 (48.7) églj)
HarEal/el ok AR PAL Qs BE AE ° 176 (67.2) | 129 (48.7) (%glj)
#t] CTCAE Grade 3 i 49] mE AE ¢ 64 4.9 | 64 (24.2) éggj)
2] CTCAE Grade 3 == 49], A X2t AABAL 9= 5= AE » | 23 8.8 | 16 6.0) | 540 (11.6)
C
Sl CTCAE Grade 3 & 49], H¥=q/|oF} AaA#A7} e =8 23 88 | 16 (6.0) | 540 (116)
AE
AIS Za3 BE AR 727 519 | 275 G.9)
Ao zeer Ad Xeol QgHAsL 9 BE AR 2 (0.8) 0 37 (0.8)
ArS e, oldbEul 9 okd SFAAAV JdE BRE AEP 2 (0.8) 0 37 (0.8
nE SAE(/\]":Q'% Z“_"‘Lﬁi /\]-Eﬂ ﬁb—]_) d 78 (29.8) 64 (24.2) (%))%5"77)
ANE 229 FAFAAY Y= BE SAERES sk ALy 3 >4 32 (12.2) 17 (6.4 370 (8.0)
=gl okyl ol wPAst Q= == SAERIRS Zefdr Abel 23) ™ O | 32 (122) | 17 6.4 | 370 8.0)
N3 A Z9e s 2e AR 43 (16.4) | 28 (10.6) | 489 (10.5)
OUEnlelof 20 xeld BE AR 43 (16.4) | 28 (10.6) | 489 (10.5)
A& Amel QABAL Y= Ad Am FUS 2ds wE AR 30 (11.5) | 15 5.7 | 234 (.0)
S Eal/eoks QAPAE I Ad AE Z9S 2% 2= AR 30 (11.5) | 15 6.7 | 234 (.0)
. 1295

N Age] &7 MAS 2T EE AE 91 3471 | 76 (28.7)

©27.9)
NE Hme BEe A9 Bl 9 ZUS Zo|d LE AR 91 347) | 76 (28.7) é%g%
HarEnleloke] Eof Ad m= U4 FHS Zeld LE AR 91 347 | 76 (287 (1227876)

(3 E3iAl TS o)Al

Dol A 7ba &3] Rau¥ AEE WA # #H(radiation pneumonitis) (22.9%), 214 7F2(16.8%), 734
71% A8Z(16.0%), 713(15.3%)°1Ak. kol 71 &4 RuE AEE ARA # #H(radiation
pneumonitis) (23.4%), F5(13.2%), I & 2 A& 7F4(Z 12.8%)A T (£ 5).

S ekgtol vl DIollA o &2 HIE(= 5% ERJIE)Z HuH E3 AE(L FolAE= %)= 1
7% AsE(Z7 16.0% o 3.8%), i‘*%(lfﬂ 0% ™ 7.2%), 7744 715 &215010.3% o 1.5%)°AoH,
25 odFakel ois] ¢# %l ADROITHE 5

A& #dE AE= DT A9 67.2% 2 %%E 3hzko] 48.7%01 A RIE Tk DIEolA 7Hg E5tA Rl
A5 #AHE AEE A 715 AsE14.9%), A2%%%5(9.5%), # = (pneumonitis) (9.2%)°] At
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ADRIATIC -z} =
D 3o D
(N = 262) (N = 265) (N = 4642)
TA 5 %) | BREAN | B4 F 9 | B0 | B4 F 0h | AR
a a3 9 ) 2 a2k d ) : B2 4 )
SOC/MedDRA PT b b b
AEES 7 @3 34 | 247 (94.3) 90.3 234 (38.3) 94.1 4381 (94.40) 1502
a4 A F
9 99 (37.8) 36.2 87 (32.8) 35.0 1770 (38.1) 60.7
COVID-19 18 6.9 6.6 17 (6.4) 6.3 27 (0.6) 0.9
e 29 (1L.1) 10.6 20 (7.5) 8.0 383 (8.3) 13.1
e 7 8 3.1) 2.9 14 (5.3) 5.6 247 (5.3) 8.5
& ol =l @iz
2 goﬁ‘jj" 30 (11.5) 11.0 24 9.1) 96 819 (17.6) 28.1
e 23 8.8) 8.4 16 (6.0) 64 629 (13.6) 216
TENEE 65 (24.8) 23.3 15 (5.7) 6.0 683 (14.7) 23.4
T s
g 7] 27 (10.3) 9.9 4 (15) 16 215 (4.6) 74
[« 1k B AeY
¥ =
@*;g}g E 42 (16.0) 15.4 10 3.8) 4.0 472 (10.2) 16.2
UAL 2 oF Aol | 88 (33.6) 32.2 66 (24.9) 26.5 1727 37.2) 59.2
A8 7t 44 (16.8) 16.1 34 (12.8) 13.7 880 (19.0) 30.2
A4l Aol 31 (11.8) 113 27 (10.2) 10.9 705 (15.2) 24.2
Bo= 16 (6.1) 58 13 (4.9) 5.2 340 (7.3) 1.7
ANAA Al 77 (29.4) 28.1 76 (28.7) 30.5 1190 (25.6) 40.8
A= 32 (12.2) 117 20 (7.5) 8.0 283 (6.1) 97
T 24 (9.2) 8.8 35 (13.2) 14.1 353 (7.6) 12.1
=871, 83 8 122 (46.6) 446 87 (32.8) 35.0 1956 (42.1) 67.0
oL e . . . . . .
) 40 (15.3) 146 32 (12.1) 12.9 712 (153) 244
PE ! 25 (9.5) 9.1 18 (6.8) 7.2 638 (13.7) 21.9
e 28 (10.7) 10.2 16 (6.0) 6.4 172 (3.7) 5.9
o8 Aol 111 (42.4) 40.6 101 (38.1) 406 2421 (52.2) 83.0
o a) 27 (10.3) 9.9 26 (9.8) 10.5 710 (15.3) 24.3
=) 29 (1L.1) 10.6 22 (8.3) 8.3 702_(15.1) 241
o 33 (12.6) 12.1 29 (10.9) 1.7 739 (15.9) 25.3
Ere 12 (4.6) 44 18 (6.8) 72 453 (9.8) 15.5
B 7 g ]
TR ES g1 g09) 29.6 60 (22.6) 24.1 1444 (31.1) 495
or= 34 (13.0) 124 19 (7.2) 76 513 (L1 176
w7 28 (10.7) 10.2 16 (6.0) 6.4 452 (9.7) 155
e % AR 73 27.9) 26.7 87 (32.8) 35.0 1640 (35.3) 56.2
iz—]' %]_OH . . . . . .
AAE 18 (6.9 6.6 29 (10.9) 1.7 574 (12.4) 19.7
o= 17 (6.5) 6.2 20 (7.5) 8.0 474 (10.2) 16.2
ol E
Aal ;_;j" B;l 1 89 34.0) 325 84 (31.7) 33.8 2413 (52.0) 82.7
o= 26 (9.9) 95 20 (7.5) 8.0 520 (11.4) 18.1
A= 32 (12.2) 1.7 34 (12.8) 13.7 1052 (22.7) 36.1
A4
A ieaion | 73 @1.9) 26.7 56 (21.1) 225 1504 (32.4) 51.6
&ebd
ohilwdolE | 15 6.7) 55 13 (4.9) 5.2 299 (6.4) 10.2
A =71
Az P 19 (7.3) 6.9 11 42 14 350 (7.5) 12.0
a4
o 18 6.9) 6.6 11 (4.2) 44 54 (1.2) 1.9
A 28.5 80 (30.2) 32.2 602 (13.0) 20.6
WALA ol 60 (22.9) 21.9 62 (23.4) 24.9 163 (3.5) 56
(4) 7= o)A
ADRIATICoN A= A<kl nl3] DollA Grade 1AHEIS] R} ©9k3l Grade 2AHHIS] RIE= o =%
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THEE 6). Grade 3, 4 == 5 A9 HIEE ek DolA vl=gt).

dojo] Ald Hget A3 FAVE Atk HrrE AES TEEE ol vls) DEollA Grade 1 Ah#El <]
W=7 o val Grade 2 At o] WI=7F B E3ton {fARE 2X5 UEHEth

At} CTCAE Grade 3 %=+ 4 At#le] ¥l = ADRIATICY DT 9ol vl (g2 24.4% 2
24.2%);% 7). Dol A 7F @:s} A Ru® Hd) CTCAE Grade 3 =+ 4 AE(= 5932 3ol A RHis)
+ #HE, AAL gdotA F7F 2 A FoIAT. fektolA 7 E£8tA Raud FHd CTCAE Grade 3
TE= 4 AEE= H9 2 AR #H3 (pneumonitis)o] AT

N

x7 ADRIATIC 2D ®W-=9oF FoA PT ¥ Hu CTCAE Grade 3 =+ 4 AE(HI =9 ug} EF
(ADRIATICOI A A B2 82ke] = 1%) (a4 BAD)
IR F(%) ?
ADRIATIC H-Z24 E
D HF D
MedDRA PT (N = 262 (N = 265) (N = 4642)
FH ] CTCAE Grade 3 =+ 4°] AEE 64 (24.4) 6 (24.2) 1782 (38.4)
A3t 3kA
B 70 9 (3.4) 152 (3.3)
A A} 5 1.9 0 39 (0.8)
g gtolA =7} 539 4 (1.5 60 (1.3
A= 539 3d.D 39 (0.8
ofglglolA 71 3AD 0 40 (0.9
iy 3@d.D 3 (1D 201 (4.3)
IEIFS 31D 0 42 (0.9
A=y 3A.D 0 66 (1.4)
# = (Pneumonitis) 3A.D 2 (0.8 33 (0.1
AR ¥ = (Radiation pneumonitis) 3D 509 11 (0.2)
T H e HES 1.9 4 (1.5 12 (0.3
= 1049 4 (1.5 95 2.0)
o) AP

-

Abs ZE$ AE7F DtollA 7TH2.7%) 2 ekl A 5 (1.9%) $HAbol A KB aiE ITHEES). D 9 eF
Fold ARe 2T /1A TapA Ru® AEE #HE(Z7 08%F AeAd #E (27 0.8% L 0.0%)°]
ATk DI A 298(0.8%) 0N A HAT AbES 2 AEZF Al Ao o8] Ald A z:eb A@ATE ATk
T FH7EE AT 2 1954 =¥ S 2 # 2 (pneumonitis).

Sepol Al ABA s AF AEsh AnkBALL Uvkm B A4S 2T AEE AT AU
ZY 3 AEE HES 23, oIy g9y oA Z2gdeS Jojxs hdA EAVE SAEA &
skt
%8 SOC 2 PT™ ADRIATICOIA AS Zejak AE @ @AE3 D W-FF ZoA 3w W%
9 SAE (HEA BAD)
ADRIATIC W% &
D 9oF D
(N = 262) (N = 265) (N = 4642)
A2 (%) | FAEA00 | A F(%)? | HAAEA00 | A F%)? | LAYEA00
MedDRA g4 3 gx 3 g4 3
SOC/PT o b o) b o b
1g Zol@ AES 499
;E} AW AEE AT 70D 26 5 (1.9) 2.0 275 (5.9) 9.4
a9 A= g 4 (15) 15 4 (15) 16 54 (1.2) 19
COVID-19 0 NA 1 (0.4) 0.4 0 NA
FE 2 (0.8) 0.7 2 (0.8) 0.8 19 (0.4) 0.7
PECELE 2 (0.8) 0.7 0 NA 40.1) 0.1
= 0 NA 1(0.4) 0.4 14 (0.3) 0.5
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F, A " GAEH
AEeiE W 8E wah 0 NA 1 (0.4 0.4 2 (0.1 <0.1
SFolFo WY ME U= 0 NA 1 (0.4) 0.4 0 NA
AZAA Aol 1 (0.4 0.4 0 NA 12 (0.3 0.4
w2 3% 1.4 0.4 0 NA 10D < 0.1
A Zell 1 0.4 0.4 0 NA 31 (0.D 1.1
ARz 1 (0.4) 0.4 0 NA 3 (0.1 0.1
357, ¥4 9 T4 Ao 1 (0.4) 0.4 0 NA 62 (1.3) 2.1
= = 1 (0.4) 0.4 0 NA 10 (0.2) 0.3
6) 58 AN o) AH
O AG-ul7] o] FAH]
AWy o2, DiolA Hud imAEE oSyt gyd b ZE9dy Ao, imAEE InbH
o2 Yool dx #AEE & AJY imAEE AES dige] Al A imAEE AE AR TS =
HYstA] Eodth gEETN 945 FhHH bdA Z2udd Hwste] LS-SCLC 3kApo| Al o35t
GZ o i N2 AL AL EAFHRA Gt

Hrevte] 287113 XA, 9k (10.2%)] Bla] DF(32.1%) A B &2 WI=o] imAE7} H s
Fom(E 1D F=2 BAA 7ls ASHE13.7% W 3.4%)3} #H F(pneumonitis) (11.8% o™ 3.0%) AHHZ <l
3k Aok thHE-E] Al#l= CTCAE Grade 1 T+ 2% tHE 1D. A8 X5 $9& 23 imAEE H
At Aol Bl &E DFONA 7.3%0l2 fIekrolA 2.6%ATh DrelAe 1 (0.4%) B A7t X9 3H
A7} 9+ ImAE(H H(pneumonitis)E H a1 fJofrroll A= AW A A7t e imAE7F R EA] &

ket

x 11 ADRIATIC ¥ D -3¢ A ¥F ¥ ImAE (kA4 &4)
2z (%)
ADRIATIC H-F4 £ |
D <k D
imAE H=3 (N = 262 (N = 265 (N = 4642)
EEAE 84 (32.D 27 (10.2) 853 (18.4)
Al A=t AAFAAV = ZEAE 79 (30.2) 24 9.D 720 (15.5
outE /el oksdl ANAFAAV A= FEAE® 79 (30.2) 24 9.D 720 (15.5)
Hd) CTCAE Grade 3 == 49 55 AE® 14 (5.3) 4 (1.5) 204 (4.4
Al X z9F AFBAZE =, A CTCAE Grade 3 =& 49 14 (5.3) 4 (1.5) 175 (3.8)
ZE AE 2P
o9 ek JAFAAAZE =, ol CTCAE Grade 3 =& 14 (5.3) 4 (1.5) 175 (3.8)
49 RE AE 2P
T = SAE 24 9.2 8 (3.0) 202 (4.4
AlE gl AAFAAVE A= FESAE @ 23 (8.8) 8 3.0) 182 (3.9)
oarE e/ ok} QA TAAV A= ZESAE 23 (8.8) 8 3.0 182 (3.9
AES =%k 2 E SAE © 1 0.4 0 18 (0.4
Als A g9t AFATAAVE A=, AFFS x#sk = E SAR 2° 1 0.4 0 16 (0.3
Hur2 /9l oky AAAA V) A=, AAS =3k == SAE *° 1 (0.4 0 16 (0.3)
Al A8 Fos 23t =& AE 19 (7.3) 7 (2.6) 142 (3.1
our2eh/ojoF Fos 2t = E AE 19 (7.3) 7 (2.6) 142 (3.1
o bte X598
AA FE2E|FAHEZEOEE o Ho 50 (19.D 18 (6.8 496 (10.7)
> 40 mg THEULE E71 2HZOEE Eo Hle 36 (13.7) 15 5.7 335 (7.2
HAAAAE o B 33A.D 1 (0.4 21 (0.5
YEH g@HS To do 41 (15.6) 9 34 442 (9.5)
AE Azed
AE 3|& 30 (11.5) 13 (4.9 312 (6.7
AE 3B 5] ok 54 (20.6) 14 5.3 541 A1.7)

rn

op

o)) AESI= D €A 49(1.5%)3 fofa &4 27%8(0.8%) A HiFHAT. =
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1y

T+

il

(1% &°]) AESI= CTCAE Grade 1 =
9] AESIZ)} wrHs} 7744 A7k =<9z
ofaol A 5193 192 ] it

=
.
ro D
-

KN
S
HE-S-
k-3

6.5.3. g A4l

. 32A

4 A & (Non-pivotal studies)

5}

[ SR
© BT

6.5.4. 7|E+YA & (Supportive studies)

o ATAE e

6.55. 17 0|48 AgAA dL& A5EH EHIA

¢« NPT e

65.6. ARZE R @ BIA(CID 53.6)

o ATAE e

657. &4 Astel U 2o 2 AE

o ADRIATIC 74413 dolEle] m=H W Z7]qk CRT o|F dAHo]
HEERe WE NEY A YAHOE on g FAHOE
ZF 14 Bhaoe AZSE Aoz gEHUt. B A
e 249 A-olA T % PFS Mg ol o ojul Huite] A4

e,

65.8. StAA Ao Uig 8 4 A&

&Y== ke LS-SCLC #AtolA

frejm gk A& o] 5(0S 2 PFS;

o] 52

2 3670E AlFAA o =2
oli FEld A=

o]
oS

o AutA o2 tfe Wokde] a #e Vel A8 ZESRYS Blon, o cCRTE ¥
< o] A& LS-SCLC &AollA MEE hdA A3rp 2AdEA Fokoh odF52 Hof 291t
A8 =EFollx WeRdo] gt 7Hd E5kA #EHE AEE ool CRTol =ZFHAS w odH
+ AE$} Eﬂ‘:‘a}iﬂr“&«l gHE ARG Z29dH A AT tFEe AE= CTCAE Sw°] wsken
e 7’k FEolUTh

* 13 ADR SOC % ADR €9o] ¥ ADR (ADRIATIC ¥ D ¥H-F4 &) A 4T
ADRIATIC H-Z2F &
D 2] eF D
(N = 262) (N_= 265) (N _= 4642)
3=} CIOMS 1 2 (%) CIOMS 1 2 (%) ® CIOMS I
ADR SOC/ADR £-9 (%) ° =b a =0 = b
ADRES A¥ 3t 3zt 191 (72.9) 147 (55.5) 3279 (70.6)
el 8 g Ao
j==fes! Iz B3}x
49 BT 443 0 NR 10.0 s 300 | &84 2e
Al 2} Zlof]
Al E3k4) 5 -
1 0.4 0o 0 NR 8 (0.2) E35HA] %o
5] Aol
24 Ts BA 3D 3t 0 NR 28 (0.6) SR oS
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EEE 0 NR 0 NR )
AR s guE | 31318 | e 53 | 405 T 261 (5.6)
=~ 5 }: = 3]
SRS 208 | = 0 NR 6 (0.1)
[e) = Ao il =]
WA s Astz: | 42 (160) | W% &9 | 12 45H) B 540 (116)
PR 3D ) 0 NR 38 (0.8)
S oy ul =
AY Tad 104 | = 0 NR 40.D
A=
= 2
BT 0 NR 0 NR 10D
S Ao
nE 12 (46 | =% 19 (7.2) 5 549 (11.8)
e 0 NR 31D £t 39 (0.8)
2 A 29 LD | vis &3 | 22 83) £t 702 (5.1
B des] 535 5.3
A2 1o | = 10.4) e 11 (0.2)
AE = AE =
AL o) B B F9
el
e 8 3.1 o 5 (1L9) o 399 (8.6)
o 14 | =% 13 (4.9) £t 578 (12.5)
s Aol
o skl
ofv] i R o) & 4 . .
e 1765 | &% 14 6.3 &3 422 ©.D)
ol i o] 54 271
7+l 115 3 3D 3 51 (LD
74 9 78E 24
s ol } o %A _ _
ey BT e 3D £ 4 (15) £ 62 (1.3)
AEFF4 . £3
FaA 3 (L) e 1 0.4 E57 65 (1.4)
5 T
v = %3
ECR L 4(15) &3 2 0.8) e 82 (1.8)
A2 32 (12.2) | wl$ &5 | 23 BD) B 399 (8.6)
A7) 7l 1903 | 21 (7.9) z3t 550 (11.8)
=3 25 9 N FHE
Fq #al e 115 3 0 NR 70 (15)
DEA 9 A% 24 A
Wl v BAY 0 NR 0 NR 30D
o8% 142 | &9 10 3.8) z3t 212 (4.6)
BT 0 NR 0 NR 10 (0.2)
A AA 7ol
ol 55
=% 1o | o 0 R 30.D)
% pra= 0 NR 0 NR 30D
2z g a7 Aol
W% adeteld = | 1068 | =9 5 (19) B! 158 (3.4)
=% £3 &3
RSt 1o | 2 (0.8) e 62 (1.3)
1 oa 5
R 1w | 0 NR 13 (0.3)
YRR
PEIEENIE 5072 | e 2% | 37140 | ule =5 | 838 (18D
23 7o 0 NR 4 (15) ] 108 (2.3)
< : S ok
4R A A 7@ &3 104 e 33 (0.7)
51 2 (oneumonitis) 36 37 | W% =9 | 16 6.0 =3 183 (3.9)
FEEEECES Y
EEES 5 (L9) B! 6 2.3) B! 37 (08)
Al o &3
AE% 0 R 10.4) Ee 60 (1.3)
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fAERE 0 NR 0 NR 6 (0.1 I
Aoz 34 (13.00 | % &3 19 (7.2) &3} 513 (11.1) u o &3}
37l 37 44D | wW$ &3 22 (8.3) &3} 695 (15.0) u ¢ &3
6.6. 7t AR
o A Sl
6.7. Y3l e AAAYA
o AAal F3hojd A=z
7. =2 AlEEEo &E X7
o 1| 2024.12.04. H-$Z F7}
3 o5 o kESe EAMo| s AR

8. T FAIM Znte| HRHE

. AIAY e
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[ 2] s & AY 8oF

0 =& 718
I gt ol A E A Y 7H(F) 371 2025.04.04.
- o1 31 o1 = . SRVSEEAR] s
AE A1 A (5 (7, @) v9.2

1 Hpold (24 mL) &, CIEFR 120 2219

1 vte]et (10 mL) &, o¢F5 500 H2 1
]/\A‘]]_J_Jﬂol'

- &3 EGFR Wo] == ALK A7} fle AA7Fe (TGl

4om ol B/EE YrA FA) MAAEAL 4 B A
224 $d BESWOE NF /W J3svse] ¥e 8
5 do]of oFo) ©E a1y

o]
A A getsl AR @ H(CRT) o] $ ARo] 13y
=

A ZH

B 71Nk Sehgabd @ W(CRT) ol & dwo] AYHA e Al
g 7] &4 EH HLS-SCLC) #Ate] A&

g4 7] A xHe FAe 13F ARRA JEXANE B TR
SR =e Az=Zetd e ¥E 8

o
=

g EE Aol HEY e 134 NE2A AN

woo Hl of
B~
o *

>
[
i o2
)
m
A
1o
o,
ofo
ko
oL

SR EL
Ay me ARl B7hed BAZS A Bl 13 A R2A
Edwe Te) WE 9y

Aoty

P8 e AL Al S29) 13 A 82 7HRE2E
2 gZgdy HE & BYXA B 43 (AMMR, mismatch

repair deficient) AW ol dE FA Q9 e EUX




°] gl (PMMR, mismatch repair proficient) Z}-z U

~L

W

T

o FE AAAH

ZXA 8

1

X AEY

_'|

o

L]

3 £3
H X W T
X o XV o
T ¥ T | T
o RN oo o N oo | AR
- o ) o op x| Ik
Al T R | RR
| | | | | | |
Ho o Ho o [Ho o
o o R |
XX XX XX
N2 NE NN
Hie Hie Hin Hn Hie Hie
o o o o |of of
of o) o) o) |9 o)
o) o ol o |9l o
N N N
ER DR (BN
oF X M X oF X
I m 1} U T T
" A ) Y 3
To No _ A B o © |gn - N
T Mo — rJ M Njo F IR0 Mﬂ RS
X T SO No ool w=r |&F o 3
° w0 o= |, < o oo
=% X X = X ROR —~
=T TP TS OT OB RIRWE S
vE ' o= ®- F W@ ®YIWH Kk
= )
TacrXT gTiewy w9 gy Mo
FpemaeFy mFampi © (R
B E0 0B W T | & RE O
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]E _ZT
T P N O I Mo
RO B o g PR~ B
X S & o mu oV
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< p<<T B o P
50 ]_,_Al o g EL ﬂ_OI N o E_E X 1_,@ ET )Aw_
Njo <R T mEN =
1:,_ = O 3 .N_.o ct ;i X 1__/| _u L__._ O_E ‘ZU @l <
Ao o g R Eyg@w
o FepmrhPe = o ﬁ
o z_o@%o%mgouo * * PR 5 %#
&.o T ;ou on ﬂ_OI — ﬂoﬂ 1_ ﬂe ]U ﬂoﬂ
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