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BUY TP 230,000¢
A7} (9/17) 141,400
AA0E 62.7%
YEL! 26194909
LA 1853623
A2Z/HHI} 9IH /500
523 Z[ZIW/Z|A{7} 363,50024/100,800
LB 70K (602) 1440t
o=l AEE 6.16%
FFZARE
254N 2| 59! 39.19%
FINSE ™ 3M 6M
AOFIH%) 213 -34.2 -593
HtiF7H%p) 172 -175 437

*KAFRS &2 7|2
(e )] EPS(26F) EPS(27F) TP
Before -3,600 -5,541 220,000
After 4,234 -1,450 230,000
Consensus -5,201 -5,665 450,000
Cons. 210 -186% -744% -489%
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Q0oF AlM 4l Valuation
= OjE  FolY 0|9 EBITDA EPS 3Us P/E P/B EV/EBITDA ROE | HigodE
(dodg) (WYd) @dAd) (HAdd) ()] (%) (EH) (EH) (EH) (%) (%)
2024 0 -36 -33 -34 -1,818 22 NA 22.1 NA -44 1 0.0
2025 8 -54 -43 -53 -2,323 2] NA 38.5 NA -50.2 0.0
2026F 4 -83 -78 -80 -4,234 2 A NA 62.3 NA -107.2 0.0
2027F 4 -27 -27 -25 -1,450 2] NA 172.9 NA -94.0 0.0
2028F 4 -26 -27 -25 -1,463 22 NA NA NA  -1,692.3 0.0
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<H1> E=0| Valuation Table (o Alojel, ¢, b, 5)
7 ES il
njo|ma}ol 7}x| 4,231
VRN11 2L C797S 1,355
VRN11 1L &0 2,877
EIE ESAES 18,420,949
HYZIt 229,701
2527} 230,000
R 141,400
4501 62.7%
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<HE2> VRN11 2L C797S HO| A

[

SHA} Chief Dol 71| AFY

2029F | 2030F | 2031F | 2032F | 2033F | 2036F | 2042F | 2043F | 2044F
0= Mt Al 2rai(d) 236,361 238,725 241,112 243,523 245,959 253,411 269,001 271,691 274,408
HIAM T 2H(85%) 200,907 202,916 204,945 206,995 209,065 215,400 228,651 230,938 233,247
Adenocarcinoma(40%) 80,363 81,166 81,978 82,798 83,626 86,160 91,460 92,375 93,299
EGFR B10| 24 (24%) 19,287 19,480 19,675 19,872 20,070 20,678 21,951 22,170 22,392
Classic #10[(90%) 17,358 17,532 17,707 17,884 18,063 18,611 19,755 19,953 20,153
3-4 7| &At H|Z(70%) 12,151 12,272 12,395 12,519 12,644 13,027 13,829 13,967 14,107
C797S HO| 24(10%, FH) 1,458 1,473 1,487 1,502 1,517 1,563 1,659

dqes 10% 20% 30% 40% 50% 80% 80%

HAZE ATHORIMNE 2%, ) 216,486 220,816 225,232 229,737 234,332 248,675 280,048

US OHE (2Horehay) 26 54 84 115 148 259 310

exUS (g,

QAIHHE|Y ex-US HIZ) 37 76 117 161 207 363 434

| OHZ(2HOrEay) 63 130 201 276 356 622 744 520 372
71040]2/(70%) 44 91 141 193 249 435 520 364 260
NOPLAT(®HOIME 22%) 34 71 110 151 194 340 406 284 203
NOPLAT(&+&2 1,350 &) 47 96 148 204 262 458 548 384 274
SOIA| 0.8 0.7 0.6 0.6 0.5 04 0.2 0.2 0.2
PV 35 65 92 115 134 177 119 76 49
sum of PV(MAY) 1,935

EEEY 70%

VRN11 2L C797S+

I3 (Aol gl) 1,355
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<HE3)> VRN11 £|Z0| 2R} Chied TO| T2l 72| £Hy
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2029F 2030F 2031F 2032F 2033F 2036F 2042F 2043F 2044F

Ol= 2 M 2d(F) 236,361 238,725 241,112 243,523 245,959 253,411 269,001 271,691 274,408
HIAMZH (85 %) 200,907 202,916 204,945 206,995 209,065 215,400 228,651 230,938 233,247
Adenocarcinoma(40%) 80,363 81,166 81,978 82,798 83,626 86,160 91,460 92,375 93,299
EGFR ©0| 24(24%) 19,287 19,480 19,675 19,872 20,070 20,678 21,951 22,170 22,392
Classic #0[(90%) 17,358 17,532 17,707 17,884 18,063 18,611 19,755 19,953 20,153
3-47| &2t HIE(70%) 12,151 12,272 12,395 12,519 12,644 13,027 13,829 13,967 14,107
40| 22H50%) 7,291 7,363 7,437 7,511 7,587 7,816 8,297

iR 0% 5% 10% 15% 20% 30% 30%

HUATHAYE 2%

) 216,486 220,816 225,232 229,737 234,332 248,675 280,048

US D& (B40ree) 0 135 279 431 593 972 1,162
exUS (o2

0 190 391 604 830 1,361 1,627
QAHE|H ex-US H|F) ' '
rabc L= 0 325 670 1,035 1,422 2,332 2,788 1,952 1,394
71040[24(70%) 0 228 469 725 996 1,633 1,952 1,366 976
NOPLAT(EHQIME 22%
213) (Mg ° 0 178 366 565 777 1,274 1,522 1,066 761

o

NOPLAT(&& 1,350 &) 0 240 494 763 1,048 1,719 2,055 1,439 1,028
SrolA 4~ 0.8 0.7 0.6 0.6 0.5 0.4 0.2 0.2 0.2
PV 0 164 307 431 538 663 447 285 185
sum of PV(H L) 7.191
H43EE 40%
VRN11 1L &/ 0|

2,877




EGFR HO|Q} EGFR TKI 7{22] A}

EGFRO| X0} £ HO|

EGFR-2 AT 412 4~84|(Epidermal Growth Factor Receptor) &2 A|E2] EHY
22 APYE FABKE WA Ao AGRte] Ads gttt FE QAo mE Hol W
B A719] Huks g1 Qe Aul & (Epithelial tissue)oll Aot WsH] Eirelct,
EGFRO] 2FsHAlS AmHE ojF A%k XS (EGF)7F #A=H EGFRE 249 1522 A
gh=ln] CUpAlo] oto g Eofrta @43} £I(A-loop)7} Lot ATP7} SFYZ 02 Alajihe
g = K-E grf(salt bridge)E B3ttt o Soff A olA1¢sl ATPE Zaff 27
off FEsHA AL & A et o]« ATP7} A= 7IUotAl= o] ATPolA] §l4t7]
£ wofu ste] T2 o] BXpFo g AL FA A9HE it WitE 4197} gl
Th= Cubilo] Hfo= ol &4t FL5 wial uiart BolAl= v +25 I8t
o S avt AF5S Attt

<aF1> EGFRe| A5 YA

A extracellular region ligand .
(1-621 \ ,‘ \ (e.g., EG\F). i )
transmembrane ( 1. ligand-induced B
segment (622- 644)\ dimerization ’
f —_— | .
juxtamembrane _— ivati B
segment (645-685) e T T ) S8
kinase domain — i
(686-960) Q— Yeo2 g Q’
0 —Y1045 phosphorylated : o
sites of tyrosine —Y1068 tyrosines ‘e, ..
phosphorylation /—Y1148 =
/,O —¥Y1173

L ~
J\' downstream
signaling molecules

Activation_f
loop
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212> 2 EGFR HO|

APl G AT Hle} Zo] Ame] BAS T 27 Apge] e itk
i) %, Sk, v He SO AR 9IF 0] A wEERA ASH0R &4
B el 2ol 3] v AWl Blolt Uehb] 4% #oln)
Blol7h MYe v AE B4 A9} GRA0R AN A F4H) B,
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Ao SRS EGFRYel: 52 B4l 71oprt ATPSH ZIshe 23 Fulo]
IX8= Exon 19, Exon 20, Exon 210]|4] #2831t} Exon 197} ARFAIHA] CUAS A <F
Z0g oA ATP7} Eolot BS 24208 d1 9= B9} A7l =1, Exon 20
o] A2 7] Fio] Zojax CHALE Al teg dof Hoja /st Aert 2|&HTh
& Ee 2ol ATP7F Hglo] Soloh 73t T4 29HE FoA He 725
QHet= Holo ofsf) (A7} FATSHA] ot

EGFR exons

ex20ins

LREA deletion T790M
G719X L7478 C7978 .858R
E709X D761Y S7681 L861Q

B B

ligand binding ligand binding ™ autophosphorypation
domain domain domain

2 5

Wild-type EGFR

Insertions

7 13 16 17 18 24 28

(a)
Wild-type EGFR Exon 19 deletion Exon 20 insertion
“ —

2}2 : Springer Nature, HCHZISH



E]2A] 7]UokA] AAA(Tyrosine kinase inhibitor, TKD+= HIZ o] 4198 H= W4jo= 2
Sk}, ¥ 591 ke EGFR TKIE R% ATP7} E]24] 7UolAle]] Agshs 2fejol ATP
Hr} W] Agslo] MM vk W0 R 2Eett EGFR $lo] (A EGFR AlSe]|
gt o)zsp] whEe]] EGFR TKIE ¢F st & 4= Qs S82]1 Hefo] Hrt. TKIO| i}
F& olfel7I= sHARt Al Uid Wol7t 7w et egsk= o7t E7|E jitk

Ol

<OZ3> EGFRTKI 242 4|

EGFR inactive dimer EGFR active dimer
conformation conformation

Allosteric

\f\m =
b 1

1 Orthosteric TKis
T ATP binding site

i STAT '

}
PROLIFERATION
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<24> EGFR HO| BIAMZT|QF 2| 24| 7HEC| A

FDA approval of Gefitinib
mnbct': NSCLC
FDA approval of
....m ‘N;'OLC —0
FDA approval of » O -l m:!m

mutant NSCLC
O EGFR C797S mutation
@
FDA approval of

Afatinib for EGFR l
NSCLC Oo— FDA approval of Gefitinib
for EGFR mutant NSCLC
FDA approval of
inib as
FDA approval
el arvpy of Osimertini for T790M*
—) post-EGFR TKis
FDA approval of
Dacomitinib-
first-dine therapy for
metastatic EGFR exon
19 deletion or exon 21 Oo— FDA approval of
L858R substitution Osimertinib as adjuvant
mutations therapy
FDA approval of
Osimertinib +
as Ist line
FDA approval of
Sor ’ ° for EGFR NSCLC
NSCLC with EGFR
exon 20 insertion
mutation o— FDA approval of
: Amivantamab +
s for
locally advanced/
maetastatic
EGFR Exon 20
Insertion mutation
FDA approval of FDA approval of
D Amivantamab +
dink for Lazertinib as 1st line for
EGFR NSCLC Post SEEEESY locally advanced/
EGFR-TKI + chemo metastatic NSCLC with
EGFR exon 19 deletion
or exon 21 LBS8R
subs
_o titution mutations
FDA approval of
FDA approval of
Sunvozertink for —e Osimertinib for locally
EGFR Exon 20 advanced,
mb:::l unresectable NSCLC
g — following
chemo on
therapy

22 : Springer Nature, SCH2IZH
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<AZ5>EGFRTKI 2

Uy 23

Gen. EGFR-TKI Type Clinical Trial Control Arm N’ of pts PFS 0s
(median) (median)
EURTACT PBC 174 10.4 vs 5.1 months 22.9 vs 19.5 months
(HR 0.34; 95 %CI, 0.23-0.49) (HR, 0.93; 95 % CI 0.64-1.35)
13.1 vs 4.6 months 22.8 vs 27.2 months
Erlotinib OPTIMAL * PBC 164
rotind (HR 0.16; 95 %CI, 0.10-0.26) (HR, 1.19; 95 %Cl, 0.83-1.71)
11.0 vs 5.5 months 26.3 vs 25.5 months,
ENSURE * PBC 217 >
(HR 0.34, 95 %Cl, 0.22-0.51) (HR, 0.91, 95 %CI 0.63-1.31)
I Reversible [PASS * PEC 261 9.5 vs 6.3 months 21.6 vs 21.9 months
(HR 0.48; 95 %Cl, 0.36-0.64) (HR, 1.00; 95 % CI, 0.76-1.33)
9.2 vs 6.3 months 34.9 vs 37.3 months
Gefitinib WJTOG3405 * PBC 172
ehb (HR 0.49; 95 %Cl, 0.33-0.71) (HR, 1.252; 95 % CI, 0.8831.775)
NEJOO2 * PBC 298 10.8 vs 5.4 months 27.7 vs 26.6 months
(HR 0.322; 95 %CI, 0.236-0.438) (HR, 0.887; 95 % CI, 0.634-1.241)
11.2 vs 7.9 months 30.5 vs 32.1 months
Ieotinib CONVINCE * PBC 296
cotint (HR 0.61; 95 %Cl, 0.43-0.87) (log rankP—0.865)
¢ 11.1 vs 6.9 months 28.2 vs 28.2 months
Lux-Li 37 PBC 345
ux-Lung (HR 0.58, 95 % CI 0.43-0.78) (HR 0.88, 95 % CI 0.66-1.17)
Afatinib Lux-Lang 6 * PBC 364 11.0 vs 5.6 months 23.1 vs 23.5 months
- = (HR 0.28, 95 % CI 0.20-0.39) (HR 0.93, 95 % CI 0.72-1.22)
il Irreversible -
Lux-Lung 7 * Gefitinib 319 11.0 vs 10.9 months 27.9 vs 24.5 months
(phase 11 B) (HR 0.73; 95 %Cl, 0.57-0.95) (HR, 0.86; 95 % CI, 0.66-1.12)
14.7 vs 9.2 months 34.1 vs 27.0 months
Da itinib ARCHER 1050 * Gefitinib 452
acomibuny cht (HR 0.59; 95 %Cl, 0.47-0.74) (HR, 0.748; 95 % CI, 0.591-0.947)
osi tinib FLAURA § Gefitinib or Exlotinib 556 18.9 vs 10.2 months 38.6 vs 31.8 months
stmertint chiuub or Briotud (HR 0.46; 95 %Cl, 0.37-0.57) (4R, 0.80; 95.05 % CI, 0.64-1.00)
- s 19.3 vs 9.9 ths .
Almonertinib AENEAS * Gefitinib 429 (HR 0.46; ;Z %CE]E.ZG—G.GO) Data immature
I _— Irreversible
- s 20.8 11.1 ths .
Furmonertinib FURLONG * Gefitinib 358 (HR 0.44;135 %CID(;‘.J;I—(].SS) Data immature
P . e 20.6 vs 9.7 months )
Lazertinib LASER301 * Gefitinib 393 Data immature

(HR 0.45; 95 %ClI, 0.34-0.58)

2}2 : Science direct, SICHRIE
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QIEX| = ‘g, 1M AME|Y, AZEH

EGFR ¥4 0|3 ofg] 572 AuAEetellA] EGFRo| ¥PIA=| Y ol$ Bt vt
£ Wdo] A&H 02 YA EGFR AlSE kol QAL SALS ARith= 7Hdo]
e A7) A2t} webA AR EGFR TKI 72 EGFRo] wpdas o4 EGFR
E24 U] AeE oW FYAAE 7HsE Zoleis 7HdellA it & /37t
HHo|7} ofe} el RS Bpzlo R HQrd Zolct,

r

_?_I“

AmErde & 248004 1-27119] sfeideiAle]l Auigt s tide= ddd e
WP ORR 12% & 712 7I5ele Ttk o, 3 2o flofe iz
Oz ZAt M 3ollM 1ok ] PESE 7lidebs] Sohe Amgio, sl At
o] ARt it AzElge] 7 A 3dollM ek M PES, OSE &5 fofufsi
MdstA g4 S)lo] = B 7 okge] b 3ol ORR2 8-9% &2

HESE0] A i

Ir

AmE gt A=ede] ol BIFARE, ofAoR’], FUQ 5 54 o9 BrkolA
HESE] A WAEGloH, ole s&de &S AFAEe] Ae A AlEAe
AEek 71 Av 20048 =2 HHeES EYE 20| UM EGER 7IUor] =r<l
o] =AJ3} Hol?l exon 19 deletion?} exon 21 L858Re] AT

<26 EGFR HO| H|AM|EH|Q 51| 10| EfY

Mutation

Exon ==

Structural feature

Other frame Other deletion
shift mutations mutations
1% 1.16%
.

Compiex
17.43%

Other point § \
mutations |8

Exon 20 28.22%
insertion 1 Exon 19
16.85% insertion
B
Exon 19 0.41%
deletion E709. {}—9
G719X “8}9,;
13.78% Griex S788INV
13.78% ©-39%4
Exon 18 deletion Exon 19 deletion | | Exon 20 insertion l L8s1Q ‘
L G719X Exon 19 insertion | [ s7e81 | [ Lessr
1 : [ ) — iR
Exon 18 m Exon 19 - Exon 20 - Exon 21 e
B2 B3 oC B4 B5 p60ED oE PB7 B8R9 p10
f £ ’ . .
| Point mutation Insertion/Deletion

10

2}2 : Science Direct, SCH2ISH



<O7> W2E|H EGFR #0| 7120 T2

B Progression-free Survival
100

Patients (%)

Mo. at Risk
Placebo
Erlotinib

— Erlotinib (n=86)
—— Chemotherapy (n=87)
HR 0-37 (95% CI 0-25-0-54); log-rank p<0-0001

P<0.001 by stratified log-rank test A
Hazard ratio, 0.61 (95% ClI, 0.51-0.74) 1.0
08+
& 6
= 06
4
o
]
g
o 044
=
W, 0.2
Placebe e, Erlotinib
T = T T T 1 0 T
0 & 12 18 24 30 o 3
Months
Number at risk
243 20 . 0 o 0 Erlotinib 86 63
438 115 27 2 1 o Chemotherapy 87 49

6 9
54 32
20 8

T T T
12 15 18 21 24 27 30 33 36
Time (menths)

242 INEJM, SCHRS2

<8 AILIE|E PFS 2t

A Overall

Survival

Probability of Progression-free

Mo. at Risk
Gefitinib

Carboplatin plus 608

paclitaxel

1.0+ Hazard ratio, 0.74 (95% Cl, 0.65-0.85)
P<0.001
0.84 Events: gefitinib, 453 (74.4%); carboplatin
) plus paclitaxel, 497 (81.7%)
0.6+
0.4+
Carboplatin
024 plus Gefitinib
paclitaxel
0.0 T T T T T 1
V] 4 8 12 16 20 24
Months since Randomization
609 363 212 76 24 5 0
412 118 22 3 1 0

Probability of Progression-free
Surviwval

No. at Risk
Gefitinib

paclitaxel

Carboplatin plus

B EGFR-Mutation—Positive

1.0+ Hazard ratio, 0.48 (95% Cl, 0.36-0.64)
P<0.001
0.8 Events: gefitinib, 97 (73.5%); carboplatin
) plus paclitaxel, 111 (86.0%)
0.6+
0.4+
Carboplatin
0.2 plus
paclitaxel
0.0 T T T T T 1
0 4 8 12 16 20 24
Months since Randomization
132 108 71 31 11 3 0
129 103 37 7 2 1 0

C EGFR-Mutation—Negative

D Unknown EGFR Mutation Status

© 1.0~ Hazard ratio, 2.85 (95% Cl, 2.05-3.98) @ 1.0+ Hazard ratio, 0.68 (95% Cl, 0.58-0.81)
‘?_ P=0.001 ‘g P=0.001
g 0.84 Events: gefitinib, 88 (96.79); carboplatin g 0.84 Events: gefitinib, 268 (69.4%); carboplatin
§ plus paclitaxel, 70 (82.4%) ] plus paclitaxel, 316 (80.2%)
e_ i g _ i
c.én g 0.6 e.én g 0.6
o [
5@ 044 S a 04+
Fo oy . ini
= Carboplatin plus = Carboplatin Gefitinib
3 0.24 paclitaxel 3 0.2 pll_l.IS |
£ Gefitinib & paclitaxe
00 T T T T T 1 00 I T T T I 1
V] 4 8 12 16 20 24 0 4 8 12 16 20 24
Months since Randomization Months since Randomization
No. at Risk No. at Risk
Gefitinib 91 21 4 2 1 0 0 Gefitinib 386 234 137 43 12 2 0
Carboplatin plus 85 58 14 1 0 0 0 Carboplatin plus 394 251 67 14 1 0 0
paclitaxel paclitaxel
A= INEJM, SoiEH

d
i
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<Z9> Gefitinib (Iressa) O 0

Azt Hol W o|% Almelgat AZElY 5% EGEFR WHol o dAES tifoz ¢
AFS Ao 2aA xJol= ORR 10% $ZoA 710% 502 ARS8l on PESE 274

d 7oA 1071 7] A=, ol% = ofg RF EGFR Ho] o $eS o
Fer AR ABAR A=A,

<2110 Erlotinib (Tarceva) O 20|

(HErEt)
800 1

600

400

(o)

1.600 4 1,413
647

1,200 A

E 800 A
- | ‘ | I I ‘ ‘ ‘ | o ‘
0 I 0 I I I |

2003 2005 2007 2009 2011 2013 2015 2017 2019 2021 2004 2006 2008 2010 2012 2014 2016 2018 2020 2022

22 P, HCiRE

A= (EP, HURISH

olglA]] FA91 FaA Hol7t W o]f= exon 19 deletion} exon 21 L858R HHol7} A§7|H
A EGFR E|24] 7[UotAl7h B/} AJHl=2 A=Al ATP ZIsbdo] YolxHA ATPe} 757
Ao Adste TKIVF 84 o fA 29d 4 Qe o] AW whzoloh &3t
EGFR Ho)7} Q= E9F HIRe] 9 A A5 A4 o2 EGFR Holof o&Es7] mfiize]
ot

o] T B W] Wb} FER] Wl

ohe, ol =49 A = W Hole] SeR MAE Hoith 14d TKI=
Aghe G259 50% el Az Uhd Holdd T790Mo] T 14 SFas
°] T790M ®olE =53] 2 em PES 10714 ol 230,



T790M2| 7t 2M|CH TKIS| 2T
T790M Uid HolE 71 AshA 2Mm7F S8 22 oo 24d] oFaE2] 7ido] Al
2 722 200080 Z27Ho]1aL, T790M Hol= 20051 ] o] H3l7] wizeldt. AT

Aol 241t SFESo] BHE B AL EGER Zujolaiole] AgH AL visleld a2
o uPpPEA 1Al B} o] AARke Saptke olw el

1d] 200540] 712 1A TKI 2|& o]% 50% olAke] gkxloll] T790M Upduol7} it
Atths Zo] BAFHY, w7td AgHe] TIOMS A% 4= itk ARdo] 24
oFEo] AT DAl HERHA 24 FEEC] TIO0MS A 4= Atk 71diol
= ek

A1) 1MEi EGFRTKI 2|2 0= LI 10| 2 Hlg

A First-Line Treatment: afatinib B First-Line Treatment: erlotinib/gefitinib

= p.T790M uT790M
m MET high m MET high
m HER2 ampl ® HER2 ampl
m multiple

m multiple
m other

m other
mSCLC

. % no mechanism
® no mechanism

2%
2%

n=55 n=68

212 : Science direct, ICHRISH

A TKIZF T790M W dso] A o] x| zof Axidhe o= 272 Agdtt. A%

TT90M Wel7} =9l Z7)7} AXBA TKIE Sofd 4 Sl el 31lo] Zol=rt = W
A= TT90M Hol7k A71HA 71 del19, L858R Holol ok Il ATP 213k} opy
8 4702 sEotey] upzel] Ziele] Wolx ek o] A 14 TKIE PFS 10742

g 97 Feke A 2o
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<AE12>T790M L+ B10]0f| = 1AICH TKI Ao Q!

A

Extraceliuiar domain
1-620

ligancs

Transmembrane domain

620-685

N lobe

Kinase domain

685-953 C iobe

Regulatory comain
953-1248

"'«7~.

v

High ATP affinity %= Acquired resistance

Enhanced w Oncogenic potential -
phosphorylation ~y v

e  De novo T790M (0.5%)

e Germ line T790M in 2 family with
multiple lung cancer

®  Lung cancer in T790M transgenic mice
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At&: Science direct, SICHAISH
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<AE13) OHIE|Y vs. SISTtfA| e PFS 21}

A 1.0 Afatinib - Cisplatin/pemetraxad B 1.04 Afatinib  Cisplatin/pemetraxed
= " {n=230) In=118) = n=204) (n =104
2 Evants, n (%) 152 (66} 69 (60 = Events, n (%) 130 (64) 611{59)
e 0.8 Median [months) 11,14 B30 c 0.8 Median (months] 1360 £l
3 3
“ = v =
2 Z
o = [«
L g L g
L o L O
§ o 044 S0 044
‘o w o
a — Afatinib b — Afatinib
5 0.2 = Cisplatin/pematrexad 5, 0.2+ — Cisplatin/pematraxad .
nE_ HR, 0.5 85% C1, 0.43t0 0.78; P< 001 aE_ HR, 047: 95% CI, 03410 065; P< 001
T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 211 M4 77 0 3 6 9 12 15 18 11 M4 27
Time (months Time (months
No. at risk ( } MNo. atrisk ( }
Afatinib 20 180 18 10 1 50 n 10 3 0 Afatimib b1 |1 B T T A 15 4 a0 10 3 0
Cisplatin/pamatrexed 115 72 # | 1 7 3 ] 0 1] Cisplatin/pemetroxed 104 62 3 1 ] 1 ] 1 0 0

212 : Science direct, HCHRISH

<AE14)> OHIE|Y vs. ALIE|Y R4 PFS B}

A 10- B
— Afatinib (n=160)
= — Gefitinib (n = 159)
3§ 08- HR 0.86 (95% CI 0.86-1.12)
o Log-rank P=0.2580
o
S el
£ 08
@
5 044 H"_"""-‘L._,
o=
o
=l
=
£ 02
W
w
{} -

T T T T T T T T T T T

o 3 8 9 1I2 1|5 1IB 2|1 2:4 2I? 30 33 36 39 42 45 48 EI1
Time {months)
Number at risk
Afatinib 160 156 153 148 139 125 111 104 94 81 74 61 50 36 30 12 2 0
Gefitinib 160 153 148 142 133 119 105 90 80 71 62 66 48 44 27 7 0 O

22 :ESMO, BCiRIEH
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<15 CIEDIE|Y vs. ATIE|'Y Qleh PFS A2t

A
1040 Patients Events Median progression-free
survival (months)
= 8o Dacomitinib 227 136 14.7 (95% C111-1-16-6)
% Gefitinib 225 179 9.2 (5% C18-1-11.0)
7 607
E
5 40
g —— Dacomitinib
g — Gefitinib
& 2014 Censored
Hazard ratio 0-59 {95% Cl 0-47-0.74;
p<0-0001)
o T T T T T T 1
Number at risk [ 12 18 24 30 36 42
(number censored)
Dacomitinb 227 (0)  154(23) 106(31) 73(36)  20(74)  6(89) 0(91) 0(91)

Gefiinib 225(0)  155(15)  68(23)  34(%) 7(40)  1(45)  0(46)  0(46)

A2 (ESMO, St RS3

oHE EGFR Hlo] 9 SiAoli = el AkE Belom, T790M Holof gt 45
A BRIEA] ookt ofmbeld o] A9 sfelletA] tix 3ol fouldt fag iAol
dEgot, 1A k<1 Almeld kel tix 3ellAl= PES 11.07H9 vs. 10.97H9(p=0.017)
o= 5AA folde YO PFSoIAS] A ofido] 0.17hE Sl =A] gfot A
AV Aufelgict. Wi ohaznjelge] B9 Amed tix 3ol PES 147709 vs 92709
(p<0.000D=E “FEYct. A= 241 ok 5 thaznfel it 1A oFE diH] 78 7ol A
FYou, thauley A= o]Fofw 2j&A 02 T790M Hol7h FAZo] =gict

ot opjet Bakg E3t BAoIT) 24 oFEe TEA o 1A oFEdt 2 Fx
2hA] opgY EGFRO] ATP ZAf| H|A3}=o] Qlet. ]2t 2= T2 £l H7tey 2
TS s71oY Fis] 1Al i) oRAl EGFRo| diet 2ge] 2|44 9] Zojxit}. o
mhzoll 1A wiH] S/do] 2A] S7RA0m, A AldellM -gestollA 8 HEol ol
Bl 52%, talnleld 66% wi$- =4k,

WAE ofet FARE Bt ZAOIN. 24 oFe2 7IEACR 1M ofETt A2 4%
2k opd EGFRO] ATP A0 X|2o}eo] Qlrt. of2fet 42+ Iz Fal vt 2
= F7IeY B8] 1A ] opdd EGFRe| dieh Age] A|47d A ZojXit. o
Tzl A HiH] 4401 A1 S71ieH, g Aol Il 85 AEe] oft
El'd 52%, t0lEld 66%= Tk =3k
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At or M oFE2 et 1A thH] ofuiet /g iAol =42 28] ot
Hom, 1A o]% A7 updrolel tiet gl Hofa] 2t o= 24 oF=< s
HoflAIe ol ds] =), Aizom war] Sl e ohfEge] A 1A ofe Hiv]
T WS USR] 2 T 1A o] g sikdel] A8t tE e e o 3
A HHo] BAE oAl o= wiAlslEA A or Agel lglen, FEHE FDA
S AJRo] ofn] 34} okE<l QAHEH] 12} XmAlE Flo] | o]¥517] wize] f<]

Rl e T e

<216y Afatinib (Gilotrif) BliE 0| <A2117> Dacomitinib (Vizimpro) OiZ 30|
() (Horeray)

20 ; 18 40 4 36

15 4 30 1

10 A 20

5 10 -

0 A 0

2021 2023 2025 2027F  2029F 2018 2020 2022 2024 2026F 2028F 2030F
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£ 7P AEEISE, 14802 EGER ol oY $A4E 3 1) o2 A= o) 29
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Blo] 9P PAEL PO 24 XEA /K55S S Weton], o] EGIR Mol o
1 AZAR e S

<18 2A|HE|E O MY

(HErEt)
10,000 1

8,000 -

6,000 1

4,000

2,000 -

0 4
2015 2017 2019 2021 2023 2025  2027F  2029F 2031F  2033F

212 :ESMO, HChatEa

QAHEN HA] 24 oFEt Sl ATP7L Ashe 22 Hiie] CT979] g4z
SRS s AAERIH. ot 72 ZRAIE 24 ofEt w2 AdAste] T790M o
7} Qe SRl = o & Aok SAll oMY EGFRol= € 2gst=s TEgith 71E 1,
24 FeEL olFald] FHi= AP 7] wige] a7t Wkt S4S ded Wi 2
AMEES] e gz Fejz olgarele] vjel E4e] gA7F B AL, oFF ZAF 3]
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G 24 SRS C797] Aok o] olFme] wA] 2 2ol glo] ko]
of2)iz 7ol W QAFIEIGL Tlite] B HHo] ol B $1xIski Slo] el
152 Pzol} o]z ol Hokl YA EEe] Fokl TT0M AplErlr o 2 Fap 4

?_
AL, ARF1Y] FAE Bl CT970] Bt et g A 4= QA Hrk

AlPlEZH Seke sk= T7902 4 Y whs #4432 ©a, T790M ®ol7t Az
o] el dlya] 9z Yxjslal Q=
o= e JA| A4S T Qlo] 7|15 Ao 1 Eik= Agtgo] Yol o]z 9l
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L Agiele] ot ek
ofefst 72491 Aol <1 71 1, 2415 o] TI90M Holo] et Zgrelo] 7L,
Aol A9 EGFRO] i dgele: dobd Aebio] eI, ofi= oAmego] 9]

A} Aol Belo] e,

<ZMHEGFRTKI & 22} 12
First generation EGFR tyrosine kinase inhibitors: Quinazoline-based, reversible

/O\/\o ~N |/\N/\/\O N
HN\E:/ o HN \C[CI
Erlotinib (1) Gefitinib (2) P
FDA: Nov. 18, 2004 FDA: Jul. 13, 2015

Second generation EGFR tyrosine kinase inhibitors: Quinazoline-based, irreversible

)
> |
| o (@) N\\I G o 0] N\W
/NNLer _N N\/VLu _N

HN Cl HN Cl
Afatinib (3) \@[F Dacomitinib (4) O:F

FDA: Jul. 12, 2013 FDA: Sept. 27, 2018
Third generation EGFR tyrosine kinase inhibitors: Indole pyrimidine-based, irreversible

Q{g e
|N\,N Q 1

Osimertinib (5)
FDA: Nov. 13, 2015

2 : Research Gate, SICHRIS#
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<AZ20) 2AHE|Y MUY EGFR #10[E GIS0 5=

20

A H1975 PC-9 VanR PC-9 Calu3 | NCI-H2073
(TrooM/LesaR) | (ex19delT720M) | (ex19del) (WT) (WT)
11 40 B 650 461
AZDaz291 (6, 19) (30, 54) 7.9) | (457.924) | (230, 924)
Dacomitinib 335 531 0.4 65 54
acomiin (265, 424) (465, 607) 0.3,1) | (37.118) (ND)
Afatinib 483 679 0.8 71 30
(403, 579) (532, B68) (0.7,08) | (35, 144) (9, 99)
Cefitinib 69862 4232 23 1933 200
(6304, T688) (1998, 8965) | (20, 25) |(1299, 2876)| (41, 974)
Elotinib 6185 5778 28 4101 gaz
(5382, 7050) (4766, 7028) | (22, 36) |(2732. 6156)| (193, 2478)
22 1 AACR, SiCHaISR
EGFR TKI ¥ AIZ 341& 50% <AIsk] $1efl a3t Al f 58 B 1, 241t o=

=°] 9l T790M Holold fra/des HolA] ZPEA & 4= 3lrt Dell9 Holrt 9le wie}
T790M Hol7} A k& WE Blugs wf A 54 50% o= k=t Ba3t A
W =7t AHEES 1A eFE5°l 22 23nmol, 28nmol =041 F 2,000-3,000HH
o8 X501 241 FEE2 9Al 212 0.4nmol, 0.8 nmol FollA] 850-1,3008) <=2
S&F © Easit. ol T790M o9 frive] wiet B2l Aol 1M of&2 2,0004)
oV, 2MIH R 8508 ol otk Zhe ofufitt,

[e)
A&

E3t Aol EGERY]| giet GIS0 52 Hlwge o) 24t ck2So] 1, 24|19t QA
oIt} o]& olaf 2AH] CkEEo] E4o] )
T790Meof| thet Ag=o] ZslA
E4E ugor

I-'O
S_l;

e At AL o



<AZ21> RAIHE|E 2L T790M #HO| g PFS Zuk: A

Lo Median
é i No. of Progression-free
ol Patients Survival
S 08+ mo (95% Cl)
g,'r, Osimertinib Osimertinib 279 10.1 (8.3-12.3)
o ; 0.6+ Platinum-pemetrexed 140 4.4 (4.2-5.6)
=g
> v 0.4 Hazard ratio for disease progression
& or death, 0.30 (95% Cl, 0.23-0.41)
K P<0.001
o 0.2+ '
& Platinum-pemetrexed
oc 1 1 1 1 I 1
0 3 6 9 12 15 18
Month
No. at Risk
Osimertinib 279 240 162 88 50 13 0
Platinum- 140 93 44 17 7 1 0
pemetrexed
242 :WCLC 2026, SHCHEH
(222> 2AIE] 2L T790M 0| Q44 PFS Za: £[70| 312
10 Median
8 el No. of Progression-free
=z Patients Survival
g 08 mo (95% CI)
g,g Osimertinib 93 8.5 (6.8-12.3)
3 g 0.6 Osimertinib Platinum—pemetrexed 51 4.2 (4.1-5.4)
Gy
g9 0.4 Hazard ratio for disease progression
Z or death, 0.32 (95% Cl, 0.21-0.49)
©
2 ]
e 0.2
a
Platinum—-pemetrexed
00 T T T T T 1
0 3 6 9 12 15 18
Month
No. at Risk
Osimertinib 93 80 46 27 14 4 0
Platinum- 51 32 9 4 2 0 0
pemetrexed

2}2 1 WCLC 2026, HCHAIZH

LH2to| xfo) | HLyxtZA’ 21

d
i



COMPANY REPORT

23 A 2A| 7EEselol] x| ¢ vi2 1A oF=at iR 94 34l Eolitt 1A
okE o] iz A} 3AFolA PES 18.97H€ vs. 10.27H€(p<0.001), OS 38.674€ vs. 31.87H¥
(p=0.046) 02 1At oF= diH] GaA ZiAlol| Ag3lHA] EGFR Ho] HlAM|ZH 144 ]

BAR SA=HA.

23> 2A|HE|S 1LEGFR #0| 24 1MICH TKI CH=

Q4 241k PFS

A Progression-free Survival in Full Analysis Set B Progression-free Survival in Patients with CNS Metastases
No. of Median Progression-free Survival No. of Median Progression-free Survival
Patients (95% CI) Patients (95% CI)
mo mo
Osimertinib 279 18.9 (15.2-21.4) Osimertinib 53 15.2 (12.1-21.4)
Standard EGFR-TKI 277 10.2 (9.6-11.1) Standard EGFR-TKI 63 9.6 (7.0-12.4)
Hazard ratio for disease progression or death, Hazard ratio for disease progression or death,
0.46 (95% Cl, 0.37-0.57) 0.47 (95% Cl, 0.30-0.74)
P=0.001 P=0.001
g 1.0+ E L0+
“ s
= =
[ i i
.g 0.8 _% 0.8
BE 0.6 T 0.5
2.z Osimertinib ? S
s g ot Osimertinib
So 0.4 53 0.4+
D= =
£ =
% 0.2 = 0.2+
2 2
4 Standard EGFR-TKI ° Standard EGFR-TKI
o 0.0 T T T T T T T T 1 o 0.0 T T T T T T T T 1
0 3 6 a9 12 15 18 21 24 27 0 3 & a9 12 15 18 21 24 27
Menth Menth
No. at Risk No. at Risk
Osimertinib 279 262 233 210 178 139 71 26 4 0 Osimertinib 53 51 40 37 32 22 9 4 1 0
Standard 277 239 197 152 107 7% 37 10 2 0 Standard 63 57 40 33 24 13 6 2 1 0
EGFR-TKI EGFR-TKI
C Progression-free Survival in Patients without CNS Metastases D Overall Survival
No. of Median Progression-free Survival No. of Median Overall Survival
Patients (95% CI) Patients (95% CI)
mo mao
Osimertinib 226 19.1 (15.2-23.5) Osimertinib 279 NC (NC-NC)
Standard EGFR-TKI 214 10.9 (9.6-12.3) Standard EGFR-TKI 277 NC (NC-NC)
Hazard ratio for disease progression or death, Hazard ratio for death, 0.63 (95% CI, 0.45—0.88)
0.46 (95% CI, 0.36-0.59) P=0.007
P<0.001
g 1.0+ 1.0+
L
£ =
i) 0.8 e 0.8 Osimertinib
8 §
= | ] -
gz 08 Osimertinib 52 06 Standard EGFR-TKI
[l zt
B&A 04 A 047
= m
g 0
2 o £ 02
] Standard EGFR-TKI
a 0.0 T T T T T T T T 1 0.0 T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27 30 33
Menth Menth
No. at Risk No. at Risk
Osimertinib 226 211 193 173 146 117 &2 22 3 0 Osimertinib 279 276 269 253 243 232 154 87 29 4 0 0
Standard 214 182 157 119 83 65 31 g 1 0 Standard 277 263 252 237 218 200 126 64 24 1 0 O
EGFR-TKI EGFR-TKI

22

A2 :NEM, SCiS2



<AZ24> 2A|HE|S 1LEGFR #0| 24 1MICH TKI CH=

OlA}
(=N}

Z2: ORR

End Point

Type of response — no. (%)
Complete
Partial
Stable disease for =6 wk
Progression
Death

Could not be evaluated

Objective response rate — % of patients (95% Cl)
Disease-control rate — % of patients (95% Cl){

Osimertinib Standard EGFR-TKI
(N=279) (N=277)
7(3) 4(1)
216 (77) 206 (74)
47 (17) 46 (17)
3 (1) 14 (5)
0 5(2)
6 (2) 7(3)
80 (75-85) 76 (70-81)
97 (94-99) 92 (89-95)

A= INEM, SCiSH

<A725) 2AIHE|E 1LEGFR 20| &+ 1MIE TKI th= 4 22k 0S

Median Overall Survival

Hazard ratio, 0.80 (95.05% Cl, 0.64—1.00)
P=0.046

Osimertinib

(95% CI) Comparator EGFR-TKI

mo

38,6 (34.5-41.8)
31.8 (26.6-36.0)

1.0+
0.9+
0.8+
2 07
£
a
2 06
ol
2
& 0.5
[l
©
& 04
=
2
e 034
a
0.2+ . -
Osimertinib
Comparator
0.1 EGFR-TKI
0.0 T T T
0 3 [ 9
No. at Risk
Osimertinib 279 276 I70 254
Comparator EGFR-TKI 277 263 252 239

T T T T T T T T T T T T T T 1
12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

Months since Randomization

245 236 217 204 193 180 166 153 138 123 36
219 205 182 165 148 138 131 121 110 101 72

50 17 2 ]
40 17 2 0

2t2 INEJM, 3oiE2

d
i
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<AE26) 2AIHE|E 1LEGFR #10] &g TMICH TKI Ch= o Zaf ordy T2

Table 3. Adverse Events.*
Osimertinib Standard EGFR-TKI
Adverse Evert (N=279) (N=27)
Ary Grade Grade 1 Grade 2 Grade 3 Grade 4 Ary Grade Grade 1 Grade 2 Grade 3 Grade 4
number o patients (percent )
Any adverse event 273 (98) 34(12) 144 (52) 83 (30) 6(2) 271 (98) 22 (8) 125 (45) 103 (37) 11 (4
Rash or acne § 161(58) 134 (48) 24 (%) 3 0 216 (78) 110 (40 87 (31) 15(7) 0
Diarrhea 161 (58) 120 (43) 35(13) 6(2) 0 159 (57)¢ 116 (42) 35(13 6(2) 0
Diry skinj 100 (36) 87 (31) 12 (4 1i=1) 0 100 (36) 76 (27) 21(8) EXRN 0
Paranye hia § 97 (35) 52(19) 44 (16) 1(<1) 0 91(33) 55(20) 34 (12 2(]) 0
Stornatitis 80(29) 65 (23) 13 (5) 1i=1) 1(=1) 56 (20) 47 (17) 803 1{=1) 0
Decreased appetite 56 (20 27 (10) 22(8) 70 0 52 (19) 25(9) 22 (8) 5(2) 0
Pruritus 43(17) 40 (14) 7(3) 1(<1) 0 43 (16) 30011 13 (5) ] 0
Cough 46 (16) 34(12) 12 (4) 0 0 42 (15) 25 (9) 16 (6) 1=l 0
Caonstipation 42 (15) 33(12) 93 0 0 35 (13) 28 (10) 73 0 0
Mausea 39(14) 28(10) 11(4) 0 0 52(19)¢ 32(12) 19 (7) ] 0
Fatigue 33(14) 21(8) 15(5) 2(1) 0 33(12) 23(3) i(3) (] 0
Dyspnea 35(13) 24 (9) 10 (4 1i=1) 0 20 (Nt 8(3) 803 EXRN] 0
Anemia 34 (1) 15 (7) 12 (4 EXHN 0 25(9) 18 (8) 41) EXSN 0
Head ache 33(13) 26 (9) 6(2) 1(<1) 0 19(7) 12(4) 7(3) ] 0
Vormiting 311 25(%) 6(2) 0 0 25 (10) 22 (8) XN 4(1) 0
Upper respiratory tract 28 (10 16 (6) 12 (4) 0 0 18 (8) 9(3) 9(3) 0 0
infection
Pyrexia 28 (10) 27 (10) 1<) 0 0 11(4) &(3) 2(1) 1(=1)
Prolonged QT interval 28 (10) 11 (4 11 (4 5@ 1 (=1) 11 (4) 6(2) £ 2(1) 0
on ECG
Aspartate aminofrans- 26 (5) 12 (&) 6(2) 201 0 63 (25) 38 (14) 18 (&) 12 j4) 0
ferase elevation
Alpecia 20 () 17 (6) 3 0 0 35(13) 31(11) 4(1) 0 0
Alinine aminotransfer- 18 (6) 11 (4) 6(2) 1i=1) 0 7527 3L(11) 19 (7) 21(8) 4(1)
ase elevation

* Listed are adverse events that were reported in at least 10% of the patients in any group. Safety analyses included all the patients who received at least one dose of a trial drug (safety
analysis set). Some patients had more than one adverse event. ECG denotes electroca e iogra phy.

1 This category represents a grouped term for the event. If a patient had mubkiple preferred term events within a specific grouped-term adverse event, then the maximum grade {according
to the Common Terminology Criteria for Adverse Events) acros s those events was counted.

4:In the standard EGFR-TKI group, there were two patients who had missing data on grade, one with dia rhea and one with nausea. In add tion, there was one patient with grade 5 diar-
rhea and one patient with grade § dyspnea.

42 INEJM, SCiRS2
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A Discovery phase

2009 2010 2011 2012 2013
Ll 1 I | | L1 I (. L .L | | J I P Y |
IIIIIIIIIIIIIIIIIIIIIIIIIIIIIllllllllilllllllll
Initiation of drug First synthesis of Clinical candidate
discovery project osimertinib osimertinib
B Devebpmen‘[ phase AURAZ phase Il FLAURA phase Il
first patient first patient
dosad dosad
®
AZ-Roche PMA submitted
collaboration for cobas® EGFR
to develop mutation Test w2
companion for fumour tissue
diagnostic (USA) FDA approval of
osimertinib
2016
ALIRA phase | Fast Track ALRAext. AURAext. AURA3I CHMP
first patient designation phase Il phase I, phase  posilive
dosed granted by first AURAZ phase Il i opinion
FDA pafient last patient in last recaived
dosed patient
Orphan drug in
designation
® granied by FDA
AURAZ
phase Il ®
. ) first patient CE-VD
@ Study milestones Breakthrough 9°5%9 approval of
i o therapy cobas® EGFR
. Collaboration with industry pariners designation mutation Test v2
granted by FDA for tumour
. Collaboration with regulatory authorities tissue or ctDNA
(EV)

2l2 : Science Direct, HCHRIZH
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A Median progression-free
n survival, months (35% CI)
100 Amivantamab—chemotherapy 13 6.3 (5.6-8.4)
- Amivantamabazertinib—chemotherapy 263 8.3(6.8-9.1)
E-:, Dhernmherapy 263 42(4.0-44)
3 80 h aApY VErsLS «
-? T Hazard ratio for disease progression or death, 0.48 (95% Cl 0.36-0.64)
= P=0.001
-% Amivantamab—azertinib—ch apy versus
7] i Hazard ratio for disease progression or death, 0.44 (95% CI [] 35-0 56)
g 60 P<0.001
e
a
E A0 4 Amivantamab-lazertinib-chemotherapy
o
=
=
m 20 4 Amivantamab-chemotherapy
=
2
o Chemotherapy
0 T T T T T T
0 3 6 9 12 15 18
Months
No. at risk
Amivantamab—chemotherapy 131 a9 49 27 7 0 i]
inib—chemoth 263 104 104 52 pal 4 o
Chemotherapy 263 135 49 17 6 0 o
Table 2. Key efficacy endp by blinded independent central review
Endpoint Chemotherapy (n = 263) Amivantamab— Amivantamab—Ilazertinib—
chemotherapy (n = 131) chemotherapy (n = 263)
Progression-free survival
No. of months, median (95% CI) 4.2 (4.044) 6.3 (5.6-84) 83 (6.89.1)
% of patients progression-free at 6 months (95% Cl) 30 (23-36) 51 (41-60) 59 (52-65)
% of patients progression-free at 12 months (95% Cl) 13 (8-20) 22 (12-34) 37 (29-45)
Objective response rate,” % (95% CI) 36 (30-42) 64 (55-72) 63 (57-69)
Duration of response”
Ne. of months, median (95% CI)” 5.6 (4.2-9.6) 6.9 (5.5-NE) 9.4 (6.9-NE)
Intracranial progression-free survival
No. of menths, median (95% CI) 8.3 (7.3-11.3) 12.5 (10.8-NE) 12.8 (11.1-14.3)
% of patients progression-free at & months (95% Cl) 66 (59-72) 78 (69-85) 79 (74-84)
% of patients progression-free at 12 menths (95% Cl) 34 (23-45) 50 (35-64) 54 (45-63)

At& 1WCLC 2026, BCHAS#
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Table 3. Treatment-emergent adverse events
Event, n (%) Chemotherapy (n = 243) Amivantamab— Amivantamab—lazertinib—
chemotherapy (n = 130) chemotherapy (n = 263)

Any event 227 (93) 130 (100) 263 (100)

Grade =3 117 (48) 94 (72) 242 (92)

Any serious event 49 (20) 42 (32) 137 (52)

Any event resulting in death 3(1) 3(2) 14 (5)

Any event leading to:

Interruptions of any study agent 81(33) 24 (65) 202 (77)
Reductions of any study agent 37 (15) 53 (41) 171 (B5)
Discontinuations of any study agent 9 (4) 24 (18) 90 (34)

Adverse events® All Grade >3 All Grade >3 All Grade =3
Neutropenia® 101 (42) 52 (21) 74 (57) 59 (45) 181 (69) 144 (55)
Thrombocytopenia® 72 (30) 22 (9) 57 (44) 19 (15) 158 (60) 96 (37)
Infusion-related reaction 1(04) 0 76 (58) 7(5) 148 (56) 9(3)
Anemia 97 (40) 23 (9) 51 (39) 15 (12) 141 (54) 48 (18)
Paronychia 1(04) 0 48 (37) 3(2) 133 (51) 11 (4)
Nausea 90 (37) 2(1) 58 (45) 1(1) 131 (50) 16 (6)
Rash 12 (5) 0 56 (43) 8 (6) 126 (48) 17 (6)
Stomatitis 21(9) 0 a1 (32) 1(1) 120 (46) 24 (9)
Leukopenia 68 (28) 23(9) 37 (28) 26 (20) 106 (40) 71 (27)
Hypoalbuminemia 21(9) 1(04) 29 (22) 3(2) 104 (40) 12 (5)
Constipation 72 (30) 0 50 (38) 1(1) 96 (37) 3(1)
Decreased appetite 51 (21) 3(1 40 (31) 0 85 (32) 7(3)
Peripheral edema 15 (6} 0 12 (32) 2(2) 85 (32) 1 (04)
Vomiting 42 (17) 1(04) 32 (25) 1(1) 76 (29) 10 (4)
Fatigue 47 (19) 4(2) 36 (28) 4(3) 69 (26) 15 (6)
Diarrhea 16 (7) 1(04) 18 (14) 1(1) 68 (26) 10 (4)
Asthenia 40 (16) 5(2) 34 (26) 1(1) 67 (25) 14 (5)
Dermatitis acneiform 7(3) 0 26 (20) 5 (4) 62 (24) 17 (6)
Alanine aminotransferase increased 67 (28) 10 (4) 26 (20) 7(5) 55 (21) 14 (5)
Hypokalemia 15 (6) 6(2) 24 (18) 6 (5) 55 (21) 16 (6)
COoVID-19 25 (10) 0 27 (21) 2(2) 44 (17) 0
Hypocalcemia 9 (4) 0 16 (12) 1(1) 44 (17) 3(1)
Aspartate aminotransferase increased 57 (23) 0 19 (15} 1(1) 43 (16) 71(3)
Hyponatremia 16 (7) 2(1) 13 (10) 5 (4) 42 (16) 10 (4)
Pruritus 17 (7) 0 20 (15) 0 30 (11) (]

Adverse events of special interest All Grade =3 All Grade =3 All Grade =3
Rash® 30(12) 0 92 (71) 13 (10) 197 (75) 40 (15)
Venous thromboembolism® 11 (5) 71(3) 13 (10) 3(2) 58 (22) 17 (6)
Interstitial lung disease”™ 0 0 2(2) 1(1) 713) 51(2)
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Ami-chemo, Ami-chemo vs HR (95% CI);
chemo (n) chemo, mPFS (mo) P value
Detectable baseline ctDNA 104, 195 59vs 4.2 0.49 (0.36-0.68);
<0.001
TP53 co-mutation 59,127 5.6 vs 4.1 0.63 (0.44-0.92);
0.014
METamp present 12, 30 4.4 vs 3.1 0.51 (0.24-1.11);
0.078
Secondary EGFR resistance 15, 39 5.7vs 5.0 0.55 (0.26-1.19);|
mutations present 0.125
Secondary EGFR resistance 89, 156 6.2 vs 4.2 0.47 (0.34-0.67);
mutations absent <0.001
EGFR/MET 27,62 55vs 4.1 0.57 (0.33-0.99);
dependent 0.042
EGFR/MET independent 39, 41 5.6 vs 3.9 0.54 (0.31-0.94);
0.025
Unknown 38, 92 9.7 vs 4.2 0.31 (0.17-0.56);
<0.001
Independent + unknown 77,133 7.0vs 4.2 0.47 (0.32-0.68);
<0.001
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<Z32>VRN11 C797S BH0| g 22} ORR 2! ctDNA ZA} A| C797S HO| AAME
Best Response ctDNA Clearance
C1DNA marker oc | pcr | be | bc | be | Lc
Dose(mg) 320 | 400 | 240 | 160 | 320 | 320 Activating mutation Resistant mutation
No. prior Tx 2 2 2 2 1 4 7
BM ® X 0 0 0 X 204

ctDNA VAF change from baseline (%)
1

g
g
2g
Eg 80+
£8
§"‘ 100
5 g 1204 Del19 ctDNA CT97S ctDNA
i ) clearance clearance
(]
& cPR cPR cPR cPR cPR cPR
A E]S [T =01
Ay kb AT L DE BXI0I C797S CDNA A4 Ho!

¥" ORR 100% &2!(6/6)

0] = 324ojlx PN
v’ Baseline CHH] 40% O|A &9} 214 P& |8 38R Del19 CtDNA 241 &7
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VRN11 Treatment-Related
10 - 480mg Adverse Events (> 5%)
(h=67) Any Grade = Grade 3
Discontinuation 0% )
Dose reduction 6% Patient (%)
Any AE 60% 3% L
Rash 22% - | |
Pruritus 16% - B
Diarrhea 15% - | |
Dry skin 13% - |
ASTincrease 10% - |
ALT increase 9% -
Nausea 8% - | Grade 1
Anorexia 6% - i Grade2
Paronychia 6% - | Ml Grade3
I I 1 I 1
0 20 40 60 80 100
2= WCLC 2026, HCHaISH
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Long-duration treated patients (> 6 months)
2O | —— O 4 Grade 1
3200171 — ), 7 Grade 1
320IMg I —— Grade 1
400mg 10.8 Grade 1
A0 0 — 7.7 Grade 1
Grade 1
400mg 10.6 G::dz 2 - Grade? diarrhea resolved within 1 day
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36.4%
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VRN11 240mg

Plasma and CSF concentration

unbound Cirougn (NM)

Osimertinib
Kpuu,GSF =0.2
L
5 M
n | I 1
& & QG"Q
>
e‘ﬁ Q\é’_
W 240mg BM patient
v @c2p15
Monkey Human
Ko cst 2.6 2.0

K uu cer Of Osimertinib in human has been reported, 0.22"
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13.870& 249714

69% /43% 73% /59%

CNS ORR/CR
(cFAS, HIZY EH# Zgh
CNS ORR/CR

(CEFR, £d7Is FHI)

87% /16% 88% / 48%

CNS PFS (cFAS) 27.6 71 30.2 71
F=24 CNS 2=t 24 71 23% 9%
A7 CNS e 2y 5% 4%

<A336> 2A|HE[Y FLAURAZ PFS Z2t

A Progression-free Survival According to Investigator Assessment (full analysis sat)
Median (95% C1)
mo
Osimertinib+ Platinum—Pemetrexed 255 [24.7-MC)
Osimertinib 167 (14.1-21.3)
difference, 88 mo
Harand ratio fordisease progression or death,
0.62 @95% CI,0.49-0.79); P<0,001

575 Osimertinib+
T platinum—pe metrexed

Osimertinib

41%!

'
0.1 !
0.0 ——————
1] 3 ] 9 12 15 18 21 4 W n 33 16

Probabiity ofProgresion-free Survival
=3
T

Maonths since Randomization

No. at Risk
Osmertinib+ 279 254 241 225 207 157 165 133 &4 a2 21 i 1]
platinum-—
[pem e trexed

Osimertinib 278 246 227 203 178 148 119 94 67 4B 21 1 [¥]

B Progressionfree Survival According to Blinded Independent Central Review {full analysis sat)
Median (95% CI)
mao
Osimertinib+ Platinum—Pemetrexed 294 (25.1-MC)

Osimertinib 19.9 (16.6-25.3)

difference, 9.5 mo
Hazand ratio fordisease progression or death,
0,62 [@5% CI, 0.48-0.80)

6 Osimertinib+
platinum-pem areced

Osirmertinib

0.2
0.1+

0.0 T T T T T T T
03 6 9 12 15 18 2 M 7 W 1 36

Probabiity of Progression-free Survival
=3
T

Months since Randomization

Mo. at Risk
Osimertinib+ 279 255 242 223 207 184 158 125 Bl L] i o
platinum—
perm et reed

Osimertinib 278 247 218 195 169 139 116 a8 59 42 13 2 0

C Progression-free Survival among Patients with CNS Metastases at Baseline
Median (95% C1)
mo
Osimertinib+ Platinum-Pemetrexed 249 22.0-NC)
Osimertinib 13.8 (110-16.7)
Haard rati ofor disease progression or death,
QAT (95% CI,0.33-0.66)

Osimertinib+
B atin um-pemetreed

Osimertinib

0.0 T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36

Probability of Progresdonfree Survival
=)
+

Months since Randomization

No. at Risk
Oemertinib+ 116 101 98 a3 B4 7 7o 58 34 19 B 2 1]
platinum-—
pem etrewed
Osimertinib 110 95 & 73 60 W ¥ 32 2 13 5 1 1]

D Progressionfree Survival among Patients without CN'S Met astases at Baseline
Median (95% CI)
mo
Osimertinib+ Platinum-Pemetrexed 276 (24.7- NC)
Osimertinib 21,0 (16.7-30.5)
Haard ratiofor disease progression o death,
0.75 @95% CI, 0.55-103)

Oaimertinib+
platin urm—pe me trexed
Osirmertinib

0.0 T T T T T T T T T T T 1
0o 3 6 9 12 15 18 21 24 27 30 33 36

Manths since Randomization

Probability of Pogressonfree Survival
=
®

Mo. at Risk
Csmerinib+ 163 153 143 132 123 110 495 75 50 23 13 1 o
platinum—
permet reced
Osimertinib 168 151 143 130 118 9% &2 62 46 35 16 1] 1]
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[biomarker-negative pts] Comparison of iPFS From Published Studies

100 {
20 [l VRN11
80 [l Osimertinib?
70
2 60
@ s0
a
40 1
30 !
20 ;
10 : :
1 1
0 . 1
0 3 6 Months 9 12 15
No. at risk
« VRN110756 16 13 8 2 2 0
s« Osimertinib 11 5 1 0 0 0

v 15 patients previously treated with 3rd-gen. EGFR TKIs(15/16)

Efficacy in BM patients

With VRN11 Osimertinib’2
baseline BM (=160 mg, C797S negative) (T790M negative)
: 9.0 months 3.5 months
IES (9.0-NR) (1.0-NR)
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PC9(Del19) BM model PC9(Del19) LM model PC-9(Del19) Luc

10 LM model Survival
) o 4 =
Vehicle Vehicle 2 e
< ©
] > 80+ o
= 2
- 5
a ® 60 o
X t
3
Osimertinib Osimertinib € g 407 oo
12.5 mg/ks 10 mg/k S 9
(12.5 mg/kg) (10 mg/kg) 3 o 20
=
T T 1 s L T 1
0 20 40 60 0 20 40 60
VRN110755 VRN110755 Days after treatment Days after treatment
(10 mglkg) (10 mg/kg)

-O- Vehicle
O Osimertinib (10 mg/kg) -@ VRN110755 (10 mg/kg)

Representative images of mice are shown at DAT 21
*Euthanasia mice
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100-
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104+
n.d.
10-5
VRN110755 Erlotinib Afatinib Osimertinib
Bl Ba/F3 EGFRWT Bm Ba/F3 EGFR Del19 Bl Ba/F3 EGFR L8610
B HaCaT B PCY (EGFR del19) Bm Ba/F3 EGFR GT7T19A
Bl Ba/F3 EGFR LB58R Bl Ba/F3 EGFR G719C
B Ba/F3 EGFR DC mm Ba/F3 EGFR GT719S
Ba/F3 EGFR LC W Bal/F3 EGFR 5768I

Ba/F3 EGFR E709K
Ba/F3 EGFR GT19AS768|
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Cell seeding Cmpd. treatment Celltiterglo detection
l l |
1 1 T
Glyo Ratio to 1hr
D Cmpd. washing after Thr  Glyg Ratio to 24hr
|:| Cmpd. washing after 2dhr Gy,
. . Int Hul
Relative Gls in PC9 cells (EGFR Del19) nracefiuiar
concentration (ng/ml)*
No Washout Washout PC9 11-18
washout after 1hr after 24hr | (Dell19) (L858R)
reversible Erlotinib 1 38.2 20.7 2 2
1st Gen . .
reversible Gefitinib 1 22.9 6.4 n.d. n.d.
2nd Gen irreversible Afatinib 1 16.8 1.9 n.d. n.d.
irreversible Osimertinib 1 7.6 3 600 560
3rd Gen . .
irreversible Lazertinib 1 7.5 3 n.d. n.d.
Novel reversible  VRN110755 1 4.3 1.9 460 650
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A QAIHEIFo] 12 A=A} EWA T7T90M Ho] Azo] IA] Z4agor), VRNI11O]
A= ool gl e e AE9kE mhie T7T90M Hoph Al 371 o= gl
o T790M ®o] A Al AgtElo] g3tsh= 1, 24d 5 99 VRNIIS &3t
T790M Ho] ZglES HojZ Zog 7wt

<415 T790M HHO[OIME E45F 28 S EO0l= VRNTT

Catalytic IC5, (nM) Driver Resistance Uncommon
TKI Del19 Del19-T790M  Del19-C797S L861Q G719S L718Q
1G Erlotinib 3 1,390 <1.0 <1.0 2 34.1
3G Osimemrtinib 28 0.8 240 <1.0 10.3 292
VRN110755 3.6 7.1 <1.0 <1.0 <1.0 3
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1b/2% LI A} CHAY %4 7HAL 2AIY Al

VRNI112 @7 1a’dollA 560mg &7 & 72789 2 tdor Foks 2133
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[ 10 mg I opened across dose levels
343 Desi declared safe by the SMC, R
(including backfill cohorts)
Dose level1/10mg QD 3
Dose level 2/ 20mg QD 4
Dose level 3/ 40mg QD 3
Dose level 4/ 80mg QD 12
Dose level 5/ 160mg QD 13
Dose level 6 / 240mg QD 14
Dose level 7/ 320mg QD g
Dose level 8 / 400mg QD 9
Dose level 9/ 480mg QD 6
Dose level 10/ 560mg QD 3
Total* 72
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Phase 1b: Dose Expansion and Optimization Phase 2

| Cohort A[RD1 and RD2: up to 10 each]

s Common EGFR mutation, with C797X
* Progressed after one or more 3™ generation(3G) TKl-containing regimens, with no prior non-3G TKI therapy

Cohort B [RD1 and RD2: up to 10 each]
* Common EGFR mutation
* Treatment-naive

Cohort C [RD1 and RD2: up to 10 each]

-|< * Atypical/Uncommon EGFR mutation
* Progressed after one prior TKI (allows = 1 prior systemic regimen)

Cohort D[RD1 and RD2: up to 10 each]
* Atypical/Uncommon EGFR mutation
* Treatment-naive

’
Cohort E [RD1 and RD2: up to 10 each]

¢ Common EGFR mutation

+ With at least one CNS lesion 25 mm in longest diameter and/or leptomeningeal involvement

* Progressed after one or more 3G TKI-containing regimens, with no prior non-3G TKI therapy

-

Cohort F (Optimization; N=40) RO Select Mono-
 Atypical/Uncommaon EGFR mutation fr— therapy RP2D
“] « Treatment-naive RD1 (N=20)

212 :WCLC 2026, 3HCiRIEH
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COMPANY REPORT
Appendix
<AZ44> 2024 AZE Al SR L AR SR} 24l HIZ
Incidence Mortality
Other
Other cancers
30.59
DI % Colorectum
35.9%  94%
Colorectum N
9.9% y Liver
S Female breast
Non-Hodgkin Esophagus 7.1%
Iympl;o_rrn‘; 4%% Stomach
f 0
Cervix uteri Pa"‘g"%%z 6.6%
2-9: - - v Stomach
T A agm  4T%
22 : GLOBAL CANCER STATISTICS 2024, BICHxIZH
45> Iy o5tf 2F
Lung Cancer Non-small Cell Lung Cancer
Histologic Categories (NSCLC) Subtypes
Adenocarcinoma
40%

Squamous cell
carcinoma

25%

Percent of Lung Cancer Cases at Diagnosis

A2 I AACR, SIChaES2
<246y M2 (Adenocarcinoma)dilAe] 2 E210|H Bio| B|Z

sirjaiE2

A& : Science Direct,
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Guide 3

Targeted therapy for metastatic NSCLC with EGFR deletions and mutations

Preferred therapies
= Osimertinib
« Carboplatin (or Cisplatin), Osimertinib, Pemetrexed for

adenocarcinoma, large cell carcinoma, and rare cell types of
lung cancer

» Lazertinib plus Amivantamab-vmjw

EGFR exon 19 deletion  Therapies used in certain cases
or EGFR L858R .
« Afatinib

mutation
« Dacomitinib
« Erlotinib
« Erlotinib plus Bevacizumab
« Erlotinib plus Ramucirumab
« Gefitinib
« Lazertinib

Preferred therapies

- Afatinib

« Osimertinib
EGFR S768l, L861Q, or

G719X mutation Other recommended therapies

« Dacomitinib
« Erlotinib
« Gefitinib

22 :NCCN, sithzE3

<C1248) EGFR 0] B|AMETY TK 2|2 F RIS Al 710|=21Q!

Guide 4

Options if metastatic NSCLC grows during EGFR-targeted therapy

Stay on targeted therapy if it has some benefit. Your care team will consider if local treatment
would also help.

Switch to a different targeted therapy
« Switch from Afatinib, Dacomitinib, Erlotinib, or Gefitinib to Osimertinib

+ Switch from chemotherapy-Osimertinib to Datopotamab deruxtecan-dink (Preferred therapy)
or to Lazertinib plus Amivantamahb (Other recommended therapy)

« Switch from Osimertinib to Carboplatin, Pemetrexed plus Amivantamab (Preferred therapy) or
to Lazertinib plus Amivantamab (Used in certain cases)

+ Switch from a kinase inhibitor to Afatinib plus Cetuximab

Start treatment listed in Chapter 6

A2 :NCCN, #tixs
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COMPANY REPORT

(EEPSEEN

(FEPACE)

TR0l AN 2024 2025 2026F 2027F  2028F THRSEHE 2024 2025 2026F 2027F 2028F
= 0 8 4 4 4 R 56 148 77 52 42
2718 (%) N/A N/A -50.0 0.0 0.0 HS MR 10 36 26 12 1
&7t 0 0 0 0 0 E A 6 60 10 0 0
HEATHE (%) N/A 0.0 0.0 0.0 0.0 e 0 0 0 0 0
o2Z0[9 0 8 4 4 4 DR 0 0 0 0 0
20|2UE (%) N/A 100.0 100.0 100.0 100.0 T[EtR S A 1 1 1 1 1
2718 (%) N/A N/A -50.0 0.0 0.0 HIFSApA 17 23 26 24 22
Hof R[] 36 62 87 31 31 YA 5 6 8 6 4
(%) N/A 7750 21750 775.0 775.0 SR 1 1 1 1 1
EBITDA -34 -53 -80 -25 -25 EZf2p4k 10 13 14 14 14
EBITDA O|2E (%) N/A -662.5  -2,000.0 -625.0 -625.0 7|EHI RS A 1 3 3 3 3
2718 (%) 22| 22| 27| 22| 2| 7[EZ B YAt 0 0 0 0 0
Yol -36 54 -83 27 -26 AAEA| 74 171 103 76 64
FHOIAE (%) N/A 6750  -2,075.0 -675.0 -650.0 SR 7 8 8 8 23
Z27+8 (%) A2 A2 2432| 2432| A7 ozt =2 0 0 0 0 0
FYel&a 4 4 -1 -3 -4 OH QU 0 0 0 0 0
2849 5 10 6 2 2 FEHY7|IEAY 0 0 0 0 0
=848 1 6 7 5 6 J|EFR SR 7 8 8 8 23
7|Et QelEY 0 -0 0 0 0 HI S5 0 60 53 53 53
Z4R7| G220 0 0 0 0 0 AtzH 0 37 31 31 31
MIZASAI01Y -33 51 -84 -30 -31 7133 0 0 0 0 0
MASAIRI0|2E N/A 6375  -2,100.0 -750.0 -775.0 12853 0 19 19 19 19
2718 (%) A2 A2 37 37 A7 7 |EHI SR 0 4 3 3 3
HolIMHIE 0 -8 6 -4 -4 J|EREEUSA 0 0 0 0 0
A&Atgolel -33 -43 -78 -27 27 EaEA 7 67 61 61 76
S0l 0 0 0 0 0 A2 66 104 42 15 -12
27l&0[Y -33 -43 -78 -27 27 e 9 9 9 9 9
YI|E&0|AUE (%) N/A 5375 -1,950.0 -675.0 -675.0 tEoiz 242 314 326 326 326
Z7t8 (%) 22| 22| 27 27 2| AERY S 12 19 22 22 22
2Rl £0(Y -33 -43 -78 -27 27 7|EFEZO| QA 7 -6 -5 -5 -5
HIZ S22 20 0 0 0 0 0 o|AYoi=z -190 232 -310 -337 -364
7|EfZZO0[Y 0 1 1 0 0 H|R|HY 32| 2 0 0 0 0 0
Z220[Y -32 -42 -77 -27 27 AHE2A 66 104 42 15 -12
(oA A) (CH2):%, B, %)
BZBER 2024 2025 2026F  2027F  2028F ZQERK|HE 2024 2025  2026F  2027F  2028F
FPEEoRAHATSE -29 72 67 -25 -26 EPS(@712012 71F) -1,818 2,323 -4.234 -1,450 -1,463
2720/ -33 -43 -78 27 27 EPS(A[HH=0[2! 7|2) -1,818 2,323 -4,234 -1,450 -1,463
KSR Azt 2 2 3 2 1 BPS(AHZZH 7|R) 3615 5,643 2,268 818 -645
YR AZHH] 0 0 0 0 0 BPS(AHHRIE 7|F) 3615 5,643 2,268 818 -645
Q|tol -0 0 -0 0 0 DPS 0 0 0 0 0
2R LS 1 -30 2 0 0 PEE7IE01Y 7IF) NA NA NA NA NA
= 1 -1 6 0 0 P/E(A|B}202 7|2) NA NA NA NA NA
RAgEoNSE 22 32 56 10 0 PIBRIEZEA 7|E) 221 385 623 172.9 21922
S| ZASIE 16 -3 0 0 0 P/B(R[HZ|E 7|F) 221 385 62.3 1729 -219.2
KEAAO| ZiA 0 0 0 0 0 EV/EBITDA(Reported) NA NA NA NA NA
REA] STHCAPEX) -1 2 -4 0 0 HiE4AS 0.0 0.0 0.0 0.0 0.0
7|Et 7 -27 60 10 0 4 (%)
HFEFoRATSE 4 130 1 0 15 EPS(E71201Y 7|2) 22| 22| 22| A2| A2|
212439l Z7HLL) 0 19 0 0 0 EPS(REH=01Y 7|F) 27| 27| 27 27| 247
JCIESITEIYS -11 37 6 0 15 4 (%)
20| 7t 20 72 12 0 0 ROE(E7120/ 7]&) -44.1 -50.2 -107.2 940  -1,692.3
Hig 2 0 0 0 0 0 ROE(|Bf:02 7|2) -44.1 -50.2 -107.2 940  -1,692.3
7|et 5 2 5 0 0 ROA -38.8 -349 -56.9 299 -386
JIERiEEE 0 0 0 0 0 A (%)
HIOIZIHZLL) -3 26 -10 -14 -11 2x3jHlg 109 65.0 1456 4038 -637.5
e = 13 10 36 26 12 =22t g &z &z =33 252 =33
UEEE 10 36 26 12 1 0|2t At g NA NA NA NA NA
* KRS 12 7=
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