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EGFR mutations in NSCLC




“The” Lung cancer 4

Distribucion de los subtipos

del Cancer de pulmén Adenocarcinoma
Carcinoide <5% EGFR Other 4%
Microcitico ’—O arenoide EGFR “
10-15% O—| Sensitizing MET 3%

> 1 Mutation 3%

NSCLC as HER2 2%

one Squamous , Adenoca ROS1 2%

. 34% 55% —— BRAF 2%
disease ~~
RET 2%

. . NTRK < 1%
Oncogenic Driver

Detected PIK3CA 1%
31% MEK1 < 1%

No Microcitico
85%

Then Histology-Based Subtyping

Taken from Pikor LA et al. Lung Cancer 2013; Li. JCO. 2013;31:1039; Tsao. | Thorac Oncol. 2016;11:613.




First EGFR description

Specific binding site por EGF in human fibroblasts

‘ Signal molecule
\ dimerization
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Tyrosine
kinase domain

"

Inactive receptor @ Kinase activity

tyrosine kinases
(RTK)

stimulated through
dimerized RTK

Pl [P
Phosphorylated Activated
tyrosine intracellular
®] [P} signal proteins

RTK is activated via
autophosphorylation

@ Signal relayed by activated
signaling proteins into the
cell's interior

Created in BioRender.com bio

Carpenter G et al. | Biol Chem. 1975 Jun 10;250(11):4297-304.




EGFR-TKI inhibitors: Preclinical development Gec'ﬁ
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PD153035, precursor for Erlotinib & Gefitinib
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SKOS s (EMENNOADONE - afor PD153035 wast

Days after PD153035 wash-out

Bos M et al. Clin Cancer Res (1997) 3 (11): 2099-2106.
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Table 1. Characteristics of Nine Patients with Non-Small-Cell Lung Cancer and a Response to Gefitinib.

JOURNAL of MEDICINE :

1 F 70

2 M 66
ESTABLISHED IN 1812 MAY 20, 2004 VOL.350 NO.21

3 M 64

Activating Mutations in the Epidermal Growth Factor s+ Foom
Receptor Underlying Responsiveness of Non—Small-Cell sF
Lung Cancer to Gefitinib s M ox

7 F 62
Thomas ). Lynch, M.D., Daphne W. Bell, Ph.D., Raffaella Sordella, Ph.D., Sarada Gurubhagavatula, M.D.,

Ross A. Okimoto, B.S., Brian W. Brannigan, B.A., Patricia L. Harris, M.S., Sara M. Haserlat, B.A,, 8 F 58
Jeffrey G. Supko, Ph.D., Frank G. Haluska, M.D., Ph.D., David N. Louis, M.D., David C. Christiani, M.D.,
Jeff Settleman, Ph.D., and Daniel A. Haber, M.D., Ph.D.

9 patients (6 women)

Non-smokers (or former)

ADC or BAC

8/9 EGFR mutated

All of them had response to gefitinib

Lynch T et al. N Engl | Med . 2004 May 20;350(21):2129-39
e

e NEW ENGLAND .y

of Gefitinib Pathological

Type*

BAC
BAC

Adeno

Adeno
Adeno
BAC
Adeno
Adeno

BAC

No. of
Prior  Smoking-
Regimens Status’

3 Never
0 Never
2 Never
1 Former
2 Never
3 Never
1 Former
1 Former
2 Never

Duration

of

Therapy Survivali Mutation(

15.6

>14.0

9.6

>13.3

>14.7

>7.8

>4.3

>33.5

mo

Overall

18.8

>14.0

12.9

>21.4

>14.7

>7.8

>4.3

17.9

>33.5

EGFR

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Responseq|

Major; improved lung
lesions

Major; improved bilater-
al lung lesions

Partial; improved lung
lesions and soft-
tissue mass

Minor; improved pleural
disease

Partial; improved liver
lesions

Major; improved lung
lesions

Partial; improved liver
and lung lesions

Partial; improved liver
lesions

Partial; improved lung
nodules
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GAAAGCCAAC 2263 2566 TTTGGGLTGGCCAAACTGC

Patsernt AMATTCCCOTCGCTATCAM  w s s s smmmennmms M CATCTCCGAMAGCCAAC TTTGGOLT GGOCAMCTGLTGOGT
Par CCOTCOCTATCAAGGAAT = snsmunnmenss CATCTCCGAAAGCCAAL
Patents J and 4 AMATTCCCGTOGCTATCAAGGAAT ccmv cnnn cnnmncnmnn COARAGCCAAC T
Patients 5 and 6 AMATTCCCGTCGCTATCAA GGAATTAAGAGAAGCAA CATCTCCGAAAGCCAAC TITGGGLCGGCCAMCTGLTGGAT
Patwe AMATTCCCGTCOCTATCAA GGAAT TAAGA GAAGCAA CATCTCCGAAAGCCAALC TTTGOOCT GGOCAMCAGCTGGGY
-------- Exon 19 Exon 21 55
B

N-terminad lobe

...led these results
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Those mutations...

Figure 1. Example of the Response to Gefitinib in a Patient with Refractory Non-Small-Cell Lung Cancer.

A computed tomographic scan of the chest in Patient 6 shows a large mass in the right lung before treatment with gefi-
tinib was begun (Panel A) and marked improvement six weeks after gefitinib was initiated (Panel B).

Lynch T et al. N Engl | Med . 2004 May 20;350(21):2129-39



1st line EGFR-TKIs randomized trials -

GecCP
EGFR TKI Comparador EGFR mutation ORR (%) "
. . 71 vs 47 9.5vs 6.3 21.6vs 21.9
IPASS Gefitinib QT 1217 261 0<0.001 HR 048 HR 1.0

. . . 85 vs 38 8.0 vs 6.3 27.2vs 25.6

First-SIGNAL Gefitinib QT 309 42 0=0.002 HR 0.544 ns HR 1.04
e . 74 vs 31 10.8 vs 5.4 30.5vs 23.6
NEJGSG-002 Gefitinib QT 224 224 0<0.001 HR 0.30 HR 0.89 ns
e . 62 vs 32 9.6 vs 6.6 35.5vs 38.8

WJTOG-3405 Gefitinib QT 172 172 0<0.0001 HR 0.52 HR 1.185
.. 83 vs 36 13.7vs 4.6 22.7 vs 28.9

OPTIMAL Erlotinib QT 154 154 0<0.0001 HR 0.16 HR 1.04
.. 9.7vs 5.2 19.3vs 19.5

EURTAC Erlotinib QT 173 173 58 vs 15 HR 0.37 HR 1.04
56 vs 23 11.1 vs 6.9 28.2 vs 28.2
345 345 0<0.001 HR 0.58 HR 0.88 ns

LUX-Lung 3 Afatinib QT
308 common 308 61 vs 22 13.6 vs 6.9 )
mutations p<0.0001 HR 0.47

e . . 75vs 72 14.7 vs 9.2 34.1vs 27.0

ARCHER 1050 Dacomitinib Gefitinib 227 vs 225 452 HR 1.13 HR 059 HR 0.75
. .. 80 vs 76 18.9vs 10.2 38.6 vs 31.8

FLAURA Osimertinib ITK1L 279 vs 277 556 HR 1.06 HR 046 HR 0.80

Mok T, et al. N Engl | Med 2009;361:947-57; Mitsumodi T, et |I. Lancet Oncol 2010;1 1:121-8; Mitsumodi T, et al. | Clin Oncol 2012;30(Suppl.):Abstract 752 1; Maemondo M, et al. N Engl | Med
2010;362:2380-8; Zhou C, et al. Lancet Oncol 201 1;12:735-42; Zhou C, et al. | Clin Oncol 2012;30(Suppl.):Abstract 7520; Rossell R, et al. Lancet Oncol 2012;13:239-46; Fukuoka M, et al. | Clin
Oncol 201 1;29:2866-74; Yang JC, et al. | Clin Oncol 2012;30(Suppl.):Abstract LBA7500; Mok TS et al. Lancet. 2017 Nov 18;390(10111): 2149-2158; Soria JC et al. N Engl | Med. 2018 Jan



EGFR MUTATIONS SPECTRUM Gecp
Extracellular Transmembrane Tyrosine kinase
domain domain domain
Domain
Structural feature —) A ——) = W\ = *»%\ W >
p1 B2 B3 aC B4 PpB5p6 abD oE B7p8 B9 B10
Exon -[ Exon 1-16 Exon 17 Exon 20

) S768l
Del 18 Ins 19 Ins 20
Group = A767insASV
Classical-like D770insNPG
E709K .
Exon 20 loop ins L D770insASV
=L N771insSVD
PACC E709A + G719S A ERTROER
Unknown E709K + G719S
E709K + L858R

The “classical” EGFR muts

Maehara K . Published on X.com
BRI e
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Redefining EGFR: structure-function classification
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Analyses of 16715 EGFR-mutated tumors. Defined 4 four structural subgroups based on conformational
changes and drug sensitivity

Red arrows: structural
change compared to
wildtype EGFR; Red

dots: mutation location

Representative
mutations
Drug selectivity

W P-loop

aC-helix ™ Hydrophobic cora

Classical-like

Distal to drug-binding pocket
Modest to no impact on drug binding

L858R, Ex19dels, S720P, L861Q/R,
S811F, K754E, T725M, L833F/V,
A763insFQEA, A763insLQEA

3rd gen
2nd gen

B2re-active

T790M-like

At least 1 mutation in hydrophobic core
Increased ATP affinity compared to classical-like
Subgroups: T790M-like-3S, T790M-like-3R

T790M-3S: Classical/T790M, G719X/T790M,
S7681/T790M; T790M-3R: Ex19del/T790M/L792H,
L858R/T790M/L718X, Classical/T790M/ C797S

T790M-3S T790M-3R
ALK

PKCI

ALKi 3rd gen

2nd gen 2nd gen

1st gen 1st gen

Exon 20 loop
insertion

C-terminal loop of aC-helix
Indirect & substantial impact on drug binding
Subgroups: near loop, far loop

NL: S768dupSVD, A767dupASV, D770insNPG,
D770del insGY; FL: H773insNPH, H773dupH,
V774insAV,V774insPR

Ex20ins-NL Ex20ins-FL
Er
2nd gs 2nd gen

1st gen 1st gen

3rd gen ard g

P-loop aC-helix
compressing (PACC)

Proximal to drug-binding pocket
Direct/indirect impact on drug binding
via displacement of P-loop t aC-helix

Primary: G719X, S768l, L747P/S, V769L,
E709_T710 delinsD; Acquired: C797S,
L792H, G724S, L718X, T854l

Robichaux, Le and Heymach et al. Nature 202



EGFR uncommon mutations: Frequency Gecp
Other frameshift Other deletion
mutations 0.91% mutations 1.16%

Sensitizing
Uncommon Mutations

Compound 83.15%
mutations
Exon19del 17.43% Other point
47% mutations
28.22%
Resistance Ex20ins
mutations mutations

MajOI' Exon 19 insertion
uncommon 0.41%

Mutations
30.05%

16.85%

Harrison PT et al. Semin Cancer Biol. 2020;61:167
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What we are talking about today: EGFR Uncommon mutations GecP
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Extracellular Transmembrane Tyrosine kinase Autophosphorylation
domain domain domain domain

R l t8o1 ; I _10-20% of patients with NSCLC harbor uncommon EGFR
mutation that have variable sensitivity to different EGFR
TKis

-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-

o 5% 40% 5% 40-45%

| Exonts Exon1s  [IINEXGRZONNN INESRZINN : :

- ) — -More than 600 EGFR variants are described, many of
which are “uncharted territory” in terms of oncogenic
747 P75 3

E709)7(+olher Z 746 e AAT;)YD;Om:ASE\j\ '921%1\” pathways ImpaCt and SenSItIVIty
Del18 3 Other Ins19/subst?
. .
-Major uncommon mutations: Ex18 G719X, Ex20 S768l,
| Ater.v7eoawp 3]
—oirey Ex 211861Q
Vi vidence: Other rare Ex20 mutations?
I;?P?:fs:fegﬁfeed:a+retrospectiveoohonda!a+preclinicaldata t = FEEEEEEEEEEEEEEEEEEEEEEUEEEUEUEEEEEETSEDS
2. Retrospective cohort data + preclinical data . .
3. Individual case studies + preclinical data ) CI | n | c a I fe at u res:
ime to treatm ailure Atypical EGFR vs classical EGFR . .
. &DAE;E‘M.%‘[ai'L‘&Jmn)m P v rae - 54% of patients will develop CNS metastases
- m No Ex20ins 1.7 (1.3-2.3) | +—e— <0.0001 . .
_ TN, Cussicaln=269) 160 - Ex18 G719X may be associated with current
g 75 Atypical (n=109) 9.0 goma 1.3 (0.9-2.0) H—e—s NS . . .
£ =0 Bon20 aquaae | ——Ww— 2% or former smokers with no gender predilection
& 25 Bwn2t 19(1183) |——e—1t _0.0018 ) )
o e o5 12 4 8 -Uncommon EGFR mutations are associated
0 10 2030 40 50 60 70 80 Atypical EGFR  Classical EGFR . .
Time (mo) TiFlonger  TTF longer with worse patient outcomes

Passaro et al. | thor Oncol, 2020; Attili et al. Current Oncology, 2022
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Uncommon: Known from the beginning Gec
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1
. . . . l . .
EGFR Mutations in Lung Cancer: Correlation - EGFR Mutation and Resistance of Non-
with Clinical Response to Gefitinib Therapy : Small-Cell Lung Cancer to Gefitinib
1
1
A 1
activation loop ]
L858R KTPQHVKITDFGRAKLLGAEEKEYH 870 1 T790M
EGFR KTPQHVKITDFGLAKLLGAEEKEYH 870 1 Sense Strand Antisense Strand
BRAF HEDLTVKIGDFGLATVKSRWSGSHQ 608 ] : & 0
Kk ® WA Yk I TTTTTT iGCAGCT AGCTGCiTGATGA
B 1
1 First biopsy
G719S ETEFKKIKVLSSGAFGTVYKGLWIP 733 1
EGFR ETEFKKIKVLGSGAFGTVYKGLWIP 733 I ;
BRAF  DGQITVGQRIGSGSFGTVYKGKWHG 477 1 ThierrT
*xx *hhkhkhkhk * obtained after
1 relapse
1
c I AGCTGCGTGATGA AGCTGCATGATGA
Del-1 VAIK===== T~-SPKANKEILDEAYV 765 J 1 Subcloning
Del-2 VAIKELREAT-======== LDEAYV 765 Activation 1 MM results
Del-3 VAIKE--—-PT-SPKANKEILDEAYV 765 Ioop ]
Del-4 VAIKE=====-= SKANKEILDEAYV 765 1 Wild type Mutant
Del-5 VAIKV=====—= PKANKEILDEAYV 765 1
EGFR VAIKELREAT-SPKANKEILDEAYV 765 [ |
BRAF VAVKMLNVTAPTPQQLQAFKNEVGY 503 C-|°be 1
N " - w I
|
|

Paez | et al. Science. 2004;304(5676):1497—1500; Kobayashi S et al. N Engl | Med. 2005;352(8):786-792




UNCOMMON EGFR MUTATIONS: COMPOUND MUTATIONS GeC"
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Common + Common
Exon19 p.LREAdel 10-20%

”Subclonal” EGFR

mutations with a low m

variant allele frequency

Common + Uncommon

Compound Mutations 20550%

(4-26% of all EGFR mutations)

Uncommon + Uncommon
25-40%

Exon21 p.L858R

e They may occur in isolation or coexist with a common/uncommon mutations (termed as “complex” or “compound”
mutation). EGFR ex18 G719X partner of >90% of compound mutations

e The wide heterogeneity of uncommon mutations, and the existence of compound mutations in up to 25% of the
cases complicate treatment decisions

e The sensitivity or resistance of compound mutations to EGFR TKlIs seems to be largely influenced by the
accompanying mutation

Passaro et al. | Thor Oncol, 2020; Attili et al. Curr Oncol, 2022



Genomic landscape and co-mutation profiles in compound EGFR-mutants

Co-mutation frequency (%) by EGFR status A = Compound — Non-compound (%)

CTNNB1 - 11.12 4.93 °0 +6.19
PTEN - 8.09 4.24 +3.85
SMAD4 - 8.25 5.12 50 +3.13
MDM2 - 9.44 6.64
INHBA - 5.14 2.44
KIT - 4.78 273 40 +2.05
JUN - 2.87 0.92 +1.95
CYSLTR2 - 2.67 0.75 +1.92
§ 30
FGFR3 - 3.54 1.75 +1.79
GNAS - 3.22 1.63 +1.59
AURKA - 2.51 1.04 _20 +1.47
FGFR2 - 2.95 1.61 +1.34
NRAS - 1.93 0.86 +1.07
KEAP1 - 2.09 3.96 -10 -1.87
RBM10 - 10.47 14.29 -3.82
TP53 52.77 58.84 -6.07
Compound Non-compound 0 A (compound - non)

All pairwise group comparisons reported as p < 0.0001 (user-provided).

)

CTNNB1 -

PTEN -

SMAD4 -

MDM2 -

INHBA -

KIT -

JUN -

CYSLTR2 -

FGFR3 -

GNAS -

AURKA -

FGFR2 -

NRAS -

KEAP1 -

RBM10 -

TP53 -

p-value

p < 0.0001
p < 0.0001
p < 0.0001
p < 0.0001
p < 0.0001
p < 0.0001
p < 0.0001
p < 0.0001
p < 0.0001
p < 0.0001
p < 0.0001
p < 0.0001
p < 0.0001
p < 0.0001
p < 0.0001

p < 0.0001

Frequency (%)

o>
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Comparison of EGFR Mutation Subtype Frequencies
in Compound vs Single EGFR-Mutant NSCLC

p < 0.001 B Compound EGFR Mutations
30} mmm Single EGFR Mutations
251

20

15}

p < 0.001
10
p < 0.001
p < 0.001
p < 0.001
5F p < 0.001
p < 0.001
p < 0.001 p <0.001
p < 0.001 p < 0.001
p < 0.001 p < 0.001
0 e \e & C S X N 3 R Q
S & 3 ES 3 ) & o & N S 50 &
O M AR A R P P
57 - N A
A Q A© <
N N v« Q0,/
<&

EGFR Mutation Subtypes

Al-rabi K, et al. ESMO Annual Congress 2025
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EGFR MUTATIONS IN NSCLC: TREATMENT

Description of

o>
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Afatinib
Label expansion )

2018 2019 2020 2021 2022 2023 2024

Classification of )
EGFR PACC

Amivantamab
EGFR Exon20 + chemo 1L
2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023
Amivantamab Amivantamab
2L + chemo 2L
e D itinib Amivantamab
Erlotinib Gefitinib acomitini + Lazertinib 1L
EMA 1L FDA 1L . 1L
Discovery of . - Erlotinib+ Osimertinib +
very Gefitinib ‘ Erlotinib - Afatinib bevacizumab Erlotinib+ chemo 1L ‘ ‘
Classical EGFR EMA 1L R FDA1L FDA1L 1L Ramucirumab 1L H
2004 2005 2006 2007 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021
Discovery of Osimertinib Osim1eLrtinib ‘ ‘ O:Lrpertinib
T790M 2L T790M Juvan

www.drugs.com; www.fda.gov




EGFR MUTATIONS IN NSCLC: SENSITIVIY PROFILE GeC'I:;
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Table 2. Summary of the in vitro sensitivities of Ba/F3 cells expressing each EGFR mutation to various TKI

First generation Second generation Third generation
Exon Category Mutations
Gefitinib Erlotinib Dacomitinib Neratinib Osimertinib  Rociletinib
18 Del18 delE709_T710insD 882 884 29 93 999

G719X G719A 213 167

19 > dele/46_A/50
Del19 delE746_5752insV
Del19 delL747_A750insP
Del19 delL747_P753insS
Del19 delS752_1759 35
Ins19 1744_K745insKIPVAI 400
Ins19 K745_E746insTPVAIK 100

20 Ins20 A763_Y764insFQEA 174 Kobayashi egg. C3 44 673
Ins20 Y764_V765insHH >1000 3845 79 237 1730
Ins20 M766_A767insAl 3403 79
Ins20 V769_D770insASV 3100 4400 72 230 48 333 5290
Ins20 D770_N771insNPG 3356 3700 72 230 42 262
Ins20 D770_N771insSVD 3187 86
Ins20 H773 V774insH

5768 5768I 315
T790M T790M+delE746_A750 8300

>10 000 28

T790M T790M+L858R >10 000 >10 000 13
21 L858R L858R 26 16 140
L861Q L861Q 170 103
EGFR wild type with interleukin-3 9350 >10 000 >100 >1000 >1000 3078 1549
Plasma drug concentration (448-2717) (2717-4040) (69-130) (166-238) (N/A-132) (400-600) N/A-N/A

Kobayashi et al. Cancer Sci, 2016




PRECLINICAL RESPONSE TO TKis Gecp

Iung cccccc

Exon18 Exon19 Exon20 Exon21 Exon18 Exon19 Exon20 Exon21
I I[ | | —
Helabve vabidy ™)
_— 3 e - 3 mm
0 @0 100 5 § 1 i ; : rserton Eﬂml\lb
5"3!?8?%?53?35:::5? : § ‘?'“‘?"’?mm’mei!s!as*;Si f i Azn37'29
Gelitnd . I Sapatinib
z : SEC Afatinib
Dacomitinib
o o— ’ = - =3 Neratinib
i ‘ i H : ey
H Tarlox-TKI
§ERRRREE EEE! $ 2 Osimertinib

lI n

CLNO081
AZ5104
Mobocertinib
..' 8
o @
i 3
o
2
o
x

Koshaka et al. Sci Transl Med, 2017, Robichaux et al Nature 2021




Common and uncommon mutations in NSCLC: differences in response to treatment with tyrosine kinase inhibitors GeCP

OVERALL SURVIVAL OVERALL SURVIVAL
Log-rank (Mantel-Cox) test Log-rank (Mantel-Cox) test

— 100 P-value: 0.049 —e— Del19 — 100 P-value:0.003 —-o— Exon 19 Del

S S

£ L858 S Exon 21 L858R

u=; 5; Complex mutations

S 5 —4+— Dellns (Exon 19)

£ £

-_g -_g Ins mut (Exon 20)

S . Point mut (Exon 18-21)

o o

0 | 1 1 1 1 - 1 0 1 L 1 1
0 20 40 60 80 100 0 20 40 60 80 100
Time (Months) Time (Months)
PROGRESSION FREE SURVIVAL TTF (Afatinib)
Log-rank (Mantel-Cox) test
T 100 Log-rank (Mantel-Cox) test ® 100 P-value: 0.012 L858R
% Pvalue:0.049 o £ o019 Del E o~ Point mut (Exon 18-21)
o Exon 21 L858R a Exon19 Dellns
s Complex mutations 1 -4~ Complex mutations
g —+— Dellns (Exon 19) E = - Del19
) o
% Point mut (Exon 18-21) §
= Ins mut (Exon 20) a
1 0 1
80 0 10 20 30 40

Time (Months) Time (Months)

Sciortino C et al. ESMO Congress 2022




THE AFATINIB EVIDENCE Gec';
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Retrospective: Combined post-hoc analysis of LUX-Lung 2, LUX-Lung 3, and LUX-Lung 6

A B
- 100 Median (months); (95%Cl) - 100 Median (months); (95%Cl)

—— Group1 10-7 (5-6-14-7) — group; 1‘9‘191 2;6142-‘2‘69)9)
—— Group 2 2.9 (12-83) —— Group -9 (8-1-24-
— Group3 27 (1-8-42) 80 — Group3 92 (4-1-14-2)
80+ ! —— Chemotherapy 82 (5-2-10-8) —— Chemotherapy 30-2 (13-0-42-3)
g
s £
2 | £ 60
% 60 g
s T
5 401 & “7
(-9
20 20
e 4 '
0 T T T T T T T T T T 1 0 T T T T T T T T T T T T T T T T T 1
0 3 6 9 2 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (months) Nomberat risk Time (months)
Number at risk umber at ris|
Group 1 8 29 2 17 1 8 5 2 1 101 1 o Groupl 38 35 32 32 3130 21 16 13 12 11 7 4 2 1 1 1 1 0 l‘!gA <4<
Group?2 14 6 5 3 1 0 0 0 0 0 0 0 0 Group 2 14 12 12 8 8 6 6 5 5 3 3 1 .0 0 0 0 0 0 O i PthVEB 3
Group 3 23 10 2 1 0o o 0 0 0 0 0 0 0 Group 3 23 18 312 9 7 7 6 5 3 2 1 .0 0 0 0 0 0 O [\ p——
Chemotherapy 25 18 10 5 2 1 1 0 0 0 0 0 0 Chemotherapy 25 23 21 19 18 17 17 15 14 13 12 10 7 4 1 0O 0 0 o0
Mutation Objective resp Progressi Overall
free survival survival O R R .
(months) (months) . . .
o Similar PFS w/wo brain mets:
Gly719Xaa Gly719Xaa (n=8) 14(77-8% 524-936) ~ 13-8(6:8-NE) 269 ® G719X 78/)
(n=18) Gly719Xaa+Thr790Met (n=1) (16:4-NE) :

Gly719Xaa+Ser768lle (n=5) e 18610: 56(y Afatinib vs. CT=8.2vs 5.4 m
Gly719Xaa+Leu861GIn (n=3) Q A (HR 050’ p= 00297)

Gly719Xaa+Thr790Met+Leu858Arg

(n=1) . 0,
Leu861GIn  Leu861Gln (n=12) 9(56:3%, 29-9-80-2) 82(45-166) 171 ® S768| . 1OOA’
(n=16) Leu861GIn+Gly719Xaa (n=3) (15:3-21-6)

Leu861GIn+Del19 (n=1)
Ser768lle  Ser768lle (n=1) 8(100.0%,631-100.0) 147(26-NE)  NE
(n=8) Ser768lle+Gly719Xaa (n=5) (3-4-NE)

Ser768lle+Leu858Arg (n=2)

Yang et al. Lancet Oncol 2015; Schuler et al. | Thor Oncol, 2016
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Retrospective: Spanish multicenter Registr

Global mQOS: 19.9m

L858R+S7651,1 R776C+L861Q,1
I

T T T T
0 6 12 18 24 30 36 42 48

L858R+5768l, 2 . 4 Group A
L (Complex)
[aetiors7s61,11 | | it Group 8
goitfeTon1 | m Single mutations {Ins Zpo)
IPA ! n=24
Complex mutations ) Group C
n=20 08 -~ (Sinale)
—
(] {
| - .
o ] | Complex: 28.8m
S s - | ,
4 > | feee
! = : "
: : __+:
| J7231] 2 a |
T wi. L | Single 19.9m
[o}] H e L ELL ———
< Bxon 18 NE, 2| = "
o |
L SeTETRRRE -+
02 ~ Ex20Ins: 10.7m
s Log-Rank, p-value= 0.013

~ [bonz2ne ]

N
~
~

D770_N771,1

V769_D770,1

Moran T et al. Clin Lung Cancer. 2020 Sep;21(5):428-436.e2.
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Retrospective: Chinese Analysis

( A) <~ Compound G719X “- L861Q -~ 57681 (B) Hazard Ratio
1.00+ Age ?’ega 5 Reference [ ]
n events median(95%Cl) - - :
Compound 27 16 16.50(11.27-NA) ~0 e — 0.216
G719X 38 27 15.83(9.07-31.1) (N=63) (0.81-25) :
. L861Q 24 16 12.93(11.10-NA) Eormalo Reforonce !
g 0.751 S768l 13 9 7.17(5.13-NA) Sex (N=44) -
e P=0.15 :
3 ”Vaigs) (0. 52'9913) '—l—': 0.983
3 i
f__’ Smoking.status W:esg)roker Reference ]
] ¢
€ 050 ----- === :
_9 1 | " ?Aﬂ%‘%r {0.518'202.5) ’_‘—._i 0.618
»n 1 ! " - M
4 : : :: ot No Reference :
% \ i i Brain.Metastasis (N=67) -
1 1 " -
° 1 1 [ !
S 5 -y e b4 -
o o5 : § W 112233 P 0017
1 1 " H
: o 1 : TKL.history ”\‘/’:431 ) Reference [}
1 1 "
: s i Yes 1.17 = 08
1 1 " (N=21) (0.35- 4.0) H g
1 1 " -
e 1 1 13 .
800 Chemotherapy.history }‘;\‘,’ﬂg) Reference .
0 10 20 30 40 50 60 ” i :
Time(months) (ﬁ§_-23) (0.18=1.7) L 0.291
Number at risk e Firstne Reference ™
Compoind 27 19 8 4 0 0 0 Second-line 0.56 - : .
38 21 9 6 1 1 0 (N=19) (0.16= 2.0) : -
L861Q{ 24 16 6 4 0 0 0 HHsweL i (10558 - 0.039 *
S7es 1,3 3 0 0 0 0 0 # Events: 67, Global p-value (Log-Rank): 0.00021157
0 10 20 30 40 50 60 AIC: 515.01; Concordance Index: 0.68 :
Time(months) 0.2 0.5 1 2 5 10 20

Pang L, et al. Cancer, 2022
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UNCOMMON among uncommon: EGFR Ins19

Registry LC-SCRUM-Asia

16204 pts screened: 13 Ins19 (0.1%)
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EGFR inhibitors in EGFR Ins19

Ba/F3 models of EGFR 19ins and del to
probe EGFR-TKis
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Uehara Y et al. Lung Cancer. 2025 Apr:202:108479.
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Prospective:|ACHILLES/TORG1834 (phase Ill)| Afatinib vs. Chemo in EGFR uncommon mut patients

Key inclusion criteria 1 Platinum + Pemetrexed **
Locally advanced/metastatic Non-Sq NSCLC Stratification factors Until PD (n=36)

220 years Mutation status (Single vs Compound)

ECOG performance status 0/ 1 Stage (Ill/IV vs Recurrence) B

Sensitizing uncommon mutation* CNS metastasis (Yes vs No)

No prior systemic anticancer /EGFR-TKI therapy Afatinib dose (30 mg vs 40 mg) Afatinib 40mg or 30mg ***
Stable CNS metastases allowed 2 Until PD (n=73)

Clinical trial information: jJRCTs031180175

Afatinib Platinum Doublet

No. of No. of HR
Subgroup Events/Patients  Events/Patients for Disease Progression or Death [95% ClI]
Age <75 years 31/54 25/31 i 0.292 [0.160 to 0.533]
Uncommon/Uncommon . Events, Median PFS HR 75 years 14/19 25 I 0.755 [0.144 to 3.944]
24(22.0%) EGFR mutation status 1.0 »|' P FS (ITT) No. No. (%) (95% CI) (95% CI) P Sex Male 19/32 1116 - 0.250 [0.096 to 0.649]
G71 9X+S768| 10 (n=1 09) Af t. b 73 45 (61 5) 10‘6 Female 26/41 16/20 —— 0.471[0.237 to 0.936]
atini . ECOG 0 16/32 916 B 0.211[0.073 to 0.613]
G719X+E709X 7 é (8.2t0 12.8) 0.421 0010 1 20/41 18/20 - 0.355 [0.176 to 0.713]
G719X+L861Q 4 = 08 ) Plati d bl 5.7 (0.257to 0'706) ’ Smoking status Never 24/38 10/13 —— 0.554 [0.220 to 1.395]
G719X+Others 3 g atinum doublet 36 27 (75.0) (4.2t07.2) Current/former 21/35 17/23 - 0.293[0.141t0 0.612]
_Q Stage v 39/58 23/29 —{}— 0.391 [0.222 to 0.687]
(@] 0 6 i Recurrence 6/15 a7 0.184 [0.025 to 1.383]
i ’ EGFR mutation status Single mutation 34/49 18/25 —— 0.363 [0.190 to 0.692]
Compound mutation 11/24 911 — 0.250 [0.083 to 0.749]
Common/unfommon C_U Af t .b CNS metastasis No 31/50 17/25 —.— 0.437 [0.231 to 0.825]
10(9.2%) = 0.4 — Afatini Yes 14/23 1011 - 0.182 [0.051 to 0.749]
L858R+Others 6 > Platinum doublet Afatinib starting dose 30 mg/once daily 25/37 14119 R 0.704[0.352 to 1.406]
Ex19del+Others 4 S 40 mg/once daily 20136 1317 E— 0.1280.050 t0 0.329]
v 0.2 0 05 10 15 20
Othergtlsn;::/)or)nmon Afatinib Better Platinum Doublet Better
’ L861Q
Ex18del 4 / ) 5
Exiodel 2 S >0 0 3 6 9 12 15 18 21 24 27 30 33 36 39 7 Tomer response
‘ OCR
E;i)?l); 12 s7é| S~ o o PR
2% 40 = sb
3(28%) Time (months) 235 - m e
=
No. at risk s 07
(No. censored): g S 20+
£ i L]
P 73 57 46 30 20 15 13 9 7 6 5 1 1 0 x5 X el |
0 (100 (15) (17) (20) (22) (22) (23) (25) (25) (26) (27) (27) (28) <& ~60- Bt ]
Platinum % 25 13 6 5 3 3 3 1 1 1 1 0 0 807 il ]
doublet 0 (6 (6 M (M (B (B (B (B (B (B (B8 (9 (9 -100 -

Miura S et al. ESMO 2023; Miura S et al | Clin Oncol 43, 2049-2058(2025)




Dacomitinib efficacy: ambispective study Gec
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2019-2021

n=16

g7 R . ORR 68.8%
£ S DCR 93.8%
5 80+ < 80+ .
; mPFS 14.0m > |mos NR| icORR 100%
[e] —
s z
T 60+ o 60+
s a 10 -
@ 2 o 0
g 407 T S 0
= N g _
E 38
o 20+ g 20+ gé’ 30 Aerensennnnnnnennnnnnnnnnnnnns SOSOOINNNRRINRRRRNRRRREY - - - - - - oo RReRt ... RN ...
o o
ng. £ 8 40 18 G719X+20 S768I
0 T T T T T 1 0 I I I T T ag"ac; 50 | B 18 G719X+18 E709X
0 6 12 18 24 30 36 0 6 12 18 24 30 8¢ W 18 GT19X
Time Since First Dose (Months) Time Since First Dose (Months) % 60 - : 12; ::?:ZIHB“L
@ 70 | mm 2118610
-80

Patients

Pu X et al. BBMC Cancer. 2023 Oct 16;23(1):982
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KCSG-L U15-0 (phase )

Objective Response

Median Progression-Free

(o2}
o

W G719X [l Ss7e8l M L861Q

B G719 + 57681 Il G719X + L861Q [l Others Mutation No. (%) 95% ClI  Survival, Months (95% CI)
40 G719X (n = 19) 10 (53) 28to 77 8.2 (6.2 to 10.2)
N | G719X (n = 15)
D
£ G719X + S768I (n = 2)
D
& 0 5<% G719X + L861Q (n = 2)
©Rso 28
‘2 20 - ©5 3% L861Q (n = 9) 7 (78) 44 to 100 15.2 (1.3 to0 29.1)
................ = = T

RS _40 - 2R L861Q (n = 7)
S 22 L861Q + G719X (n = 2)
[ o
s 601 S768 (n = 8) 3338 Oto8l 123 (0 to 28.8)
O

80 - S768I (n = 6)

S7681 + G719X (n = 2)
-100 -

-KCSG-L U15-0 indicated that patients with tumors harboring major uncommon mutations were generally sensitive

to osimertinib
- The response rates in patients with G719X (n=19), L861Q (n=9), and S768I (n=8) were 53%, 78%, and 38%, respectively

In contrast to afatinib and osimertinib, a subanalysis of the phase 3 NEJ-002 trial (gefitinib versus chemotherapy) indicated that the G719X,
S768I, and L861Q mutations were less sensitive to gefitinib, with a response rate of 20%.

Cho et al. JCO 2019
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Osimertinib upfront in NSCLC +

International Case Series on efficacy of Osimertinib in
1
UNICORN (RWD) Real-Life Practice upfront ' OCELOT (phase ") major uncommon EGFR mut
1
I 1.00
100 100 4 1 2 1_‘——\_k_‘_—\7
i 3
Median progression free survival 1 gors
(95% CI: 0.09-0.63) ;
months 1
S S 087 : -
roup I 7 - 2
- - 1
fo\' o D % © 1 g“’s B) PFS — Common Atypical (CA) pts
o \ w 1 & Median PFS > 495 days
: I 0.00
25 - Median overall survival E 1 ° ’ B'l’l"lt’ (ﬂmﬂﬂhs)s " *
(95% Cl: 0.09-0.63) ! B 1 25 22 14 1 6 6
gl?:g:)sA 221 (13.5-NA) E E ] - .
Group B 31.4 (14.7-NA) 1 \oo
0o 10 2'0. 3'0I 40 50 0 y v : T y 1 - S N o
0 10 20 30 40 50
Time (months) Time (months) ] 075
Number at risk Number at risk ' g
Group A 44 28 13 2 1 0 Group A 44 14 4 0 0 0 : &.050
Group B 16 11 6 4 1 1 Group B 16 10 5 4 1 0 ] E
: **1 F)OS - CA pts
- voo 12-month OS =79.7%
**Uncommon mut (Group A) vs. Uncommon compound + Common (Group B): n ° : ® ime (monthe) 12 N
-0S: HR 0.55 (95% Cl: 0.22-1.36, p= 0.19) : e e 6 1 s 7
-PFS: HR 0.24 (95% Cl: 0.09-0.63, p=0.0017) n ORR 50%
**Uncommon EGFR mutations: ORR was 60%, mPFS 8.6 months, and mOS 22.1 months : DCR 85%

Bar et al. | Thor Oncol, 2023; Breadner et al. ESMO 2023
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Systematic review: Uncommon EGFR & responses with different TKI generations. Gec';
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Single and compound muts.

Response Rate (%)

O (7 ( N
100 .100/o(n—1) o0 .
100% (n=1)
.
& ’ ‘ Singl Com d
mngLe % 1 ompoun
% Uncommon EGFR mutations: 80 78% () -
oy 75% (n=32) : 75% (ne12) . 75% (0=d) Uncommon Compound EGFR mutations:
0 ® G719X o @® G719X - CM with common
o .
60 © L8s1Q = 50 G719X - CM with uncommon
56% (n=248) %
52% 50) _ i
. 50% (ne6) ' 50% (n=4) ® S768I % 5 ke L861Q - CM with common
48% (n=46) 2 = & .
® L747X §_ ~ L861Q - CM with uncommon
40 JA I .
- 39% (n=F10) ® E709X 8 ® S768I - CM with common
33% (n=36) . 33% (n=3 i
31% (n=1 33% (ree) 30 o S768I - CM with uncommon
30
31% (n=29
I ® E709X - CM with common
20
‘14% =7) E709X - CM with uncommon
10 10
o .0% (n=10) 1 i 1
0% (n=5)
1st Generation TKI 2nd Generation TKI 3rd Generation TKI
1st Generation TKI \ 2nd Generation TKI Jard Generation TKI )
Legend:
Legend: - each bubble represents the response rate for a mutation (color-code) with response rate and number of patients (n)
- each bubble represents the response rate for a mutation (color-code) with response rate and number of patients (n) - the size of each bubble is proportional to the number of patients.

- the size of each bubble is proportional to the number of patients.

Borgeaud M et al. Journal of Thoracic Oncology, Volume 19, Issue 7, 973 - 983
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AFATINIB vs OSIMERTINIB IN EGFR UNCOMMON MUTATIONS Gec
Mutation Uncommon alone Compound Compound
(uncommon + uncommon) (uncommon + common)
Afatinib G719X ~ H 61-63%
L861Q i 570 N 7+-79% IR 78-88%
S768l N 17-63%
Osimertinib G719X = 30-53%
L861Q 71-86% = 29-50% — 61-86%
S768I —] 17-33%
Mutation Uncommon alone Compound Compound
(uncommon + uncommon) (uncommon + common)
Afatinib G719X [E— 25.0 mos
L861Q L 5.6 mos I 9.6-13.1 mos 10.5 mos
S768| ] 12.3 mos
Osimertinib G719X — 3.6-8.6 mos
L861Q B | 15.7-22.7 mos M 1 8.2-15.2 mos F— 15.2-30.0 mos
S768I 3.7 mos

Maehara K . Published on X.com
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Furmonertinib: Uncommon EGFR + Brain mets

Mutations

L861Q
L858R+R776H
G719X+S768|
G719X+S768|
L858R+V834L
L861Q
G719X+S768|
L861Q
G719X+S768|
G719X+L833V
L861Q
L858R+R776H
19DEL+L718V
L858R+A289V
G719X+L861Q
G779F
L858R+1740L
G719X+L833V
L861Q
L858R+L718V
19DEL+C797S
G719X+L62R
E709T
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19DEL+C797S
E709T
G719X+L62R
G719X+S768|
19DEL+C797S*
L858R+ L787Q*

Clinical or

genetic
status

RANO-LM Response

* Furmonertinib treatment lines RANO CR/PR
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Intracranial progression-free survival , mo

30

RANO-LM PD
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VvV PD

— Treatment ongoing
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o
GecCP
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research

*
4 —
1 —
4 | —
5 — V Death
3 | —  Continued treatment
1 —
4 —
3 | »
4 -
4 —
3 -
1 —
5 I
2 —
g 7
2 I CNS metastasis
2 —
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1 - L]
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2 M EGFR mutati b
11 - mutation subgroup
2 ] Classical mutation
q 7 -
4 l:\ PACC mutation
2 - D Other uncommon mutation
2 ' *contain T790M mutation
W
1"y
SW
0 10 20 30

Overall survival , mo

This study highlights the potential CNS efficacy of furmonertinib in NSCLC patients with

uncommon EGFR mutations, suggesting furmonertinib is a promising option for the cohort.

Cun Fanf S et Yuwen X.. ELCC 2025




Resistance mechanisms in uncommon EGFR muts

i BN EEE B BEE E E N II=G719X
|| [ | HE B EE BN

frequent ones

u Wm[TP53

S768|
L861Q
L858R
T790M
E709A/K
V769M
W |Vv774M
1706T
G724S

y493

FGFR1amplification
CDK4amplification
PIK3CA

B METamplification
BCL2Lamplification
BRAF

RET-fusion
HER2ampilification
HER2

BRCA1
RB1
RBM10

siay10

59.26%
33.33%
22.22%
11.11%
11.11%
7.41%
3.70%
7.41%
3.70%
3.70%

40.74%
11.1%
11.11%
11.11%
11.11%
7.41%
3.70%
3.70%
3.70%
3.70%
3.70%
3.70%
3.70%

CDK4+HER2
amplification
4%

AFATINIB

(8)

EGFR T790M +
BRAF
4%

TP53 was the most common coexisted mutation (40.7%)
EGFR T790 seems to be lower than EGFR classical mutations

PIK3CA+RET
fusion 4%

EGFR T790, FGFR1 amplification and MET amplification are the

FGFR1
amplification
11%

MET

amplification

CDK4
amplification

o
GecCP

OSIMERTINIB
C.

research

Pretreated

First-line

Unknown
59%

Pang L, et al. Cancer, 2022; Schoenfeld A, et al. Clin Cancer Res, 2020




NCCN Guidelines Version 1.2026 Non-Small Cell Lung Cancer

EGFR S768lI,
L861Q, and/
or G719X

mutations

EGFR mutation
discovered

prior to first-line
systemic therapy

EGFR mutation
discovered during
first-line systemic
therapy

FIRST-LINE THERAPYYY

Preferred
AfatinibWW

or

> Progression

OsimertinibWW

Other Recommended
DacomitinibWW

> Progression

or ErlotinibWW
or GefitinibWW

Interrupt current therapy?%:232
and start

»> Progression

Afatinib (preferred)
or
Osimertinib (preferred)

> Progression

or
Dacomitinib

» Progression

or Erlotinib
or Gefitinib |

https:/lwww.nccn.orglprofes

> Progression

|
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Subsequent
Therapy (NSCL-23

Subsequent
Therapy (NSCL-22)

Subsequent
Therapy (NSCL-23)

Subsequent
Therapy (NSCL-23)
Subsequent

Therapy (NSCL-22

Subsequent
Therapy (NSCL-23

sionals/physician_gls/pdfinscl.pdf; accessed nov 25th, 2025



RESISTANCE MECHANISMS GecCP
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ORCHARD: Phase 2 ORCHARD Trial Designed to Understand the Resistance
Mechanisms Observed After 1L Osimertinib and Explore Treatment Options'?3

Group A: Treatment based on resistance mechanism detected

Group B: Non-matched arm for patients without an actionable alteration or for whom a targeted combination was not |
available (to be filled sequentially)

Analysis of tumour
biopsy from patients
with EGFRm
advanced NSCLC
progressing on 1L
osimertinib
monotherapy

Group C: Observational group for patients whose optimal treatment involves medication not available within Group A or |
Be Follow-up for OS

NCT03944772
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Treatment options when there is not a clinical trial available GecP
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Special Circumstances at Progression research
Suspect progression on osimertinib? — If oligometastatic progression:
Obtain brain MRI and CT of chest/abdomen/pelvis Consider LAT with TKI continuation

Radiographic progression confirmed em—

Obtain tissue biopsy of progressing lesion If CNS-only progression:
(liquid biopsy is less sensitive for fusions and transformations, For limited CNS involvement, attempt LAT
but can be considered if tissue biopsy is not feasible) | with continued TKI :

For diffuse CNS involvement, consider
transition to CNS-penetrant systemic therapy

If slow and/or asymptomatic progression:
Consider treatment beyond progression

Bypass Pathways
MET Amplification Fusions Lol ot EGFR C797S Unknown Mechanism
ransformation
- Clinical trials - RET: Consider If SCLC: - Platinum-doublet - Platinum-doublet
combining EGFR and compassionate access - Platinum/etoposide® chemotherapy; consider chemotherapy; consider
MET inhibition osimertinib + pralsetinib or - Role of chemolO continuing osimertinib if continuing osimertinib if
- Consider off-label off-label osimertinib + unknown CNS stable (limited data) CNS stable (limited data)
osimertinib + cabozantinib?® *° - Clinical trials - Consider IMpower150 - Consider IMpower150
crizotinib®** -ALK: Consider off-label regimen (some safety regimen (some risk of
EGFRTKI + ALK TKI®®*7 If squamous: concerns regarding future toxicity with subsequent
- ROS1: Consider off-label - Histology-appropriate TKI use)® reintroduction of TKI)*
EGFR + ROS1 TKI® platinum-doublet - Clinical trials - Clinical trials
- Any fusion: Clinical trials - Clinical trials

Piper-Valillo A, et al. | Clin Oncol, 2020
Ny yjyjgjjgjgjjyjjjjmiaaaaa



T-cell engagers in EGFR mutant NSCLC e.gEGFR x CD28

REGN7075, NCT04626635

Figure 1. Mechanism of action of REGN7075
(EGFRxCD28 costimulatory bispecific antibody)

REGN7075
(EGFRx*CD28 bispecific)

Cemiplimab
(anti-PD-1)

© Signal 1
© Signal 2
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Cohort 1

Cohort 2

Cohort 3

Patients with histologically or
cytologically documented
locally advanced or metastatic
NSCLC who:

Patients with histologically or
cytologically documented
locally advanced or metastatic
EGFR-mutated non-squamous
NSCLC who:

Patients with histologically or
cytologically documented
locally advanced or metastatic
EGFR-mutated non-squamous
NSCLC who:

« Are not candidates for curative surgery or curative radiation

* Are anti-PD-1/PD-L1 naive

Treatment naive with no
targetable driver mutation
(ALK/ROS1/EGFR/RET-
fusion/MET exon 14 skKipping)
with any PD-L1

expression level

Have a previously documented targetable EGFR mutation:
+ NSCLC that harbors EGFR exon 19 deletion

+ NSCLC that harbors EGFR L858R mutation

+ NSCLC with activating EGFR exon 20 insertion

+ NSCLC with exon 18/21 atypical mutations

Have received treatment with a third-generation TKI

Have received no prior
systemic treatment for
recurrent or metastatic NSCLC
(adjuvant or neoadjuvant
systemic treatments will not be
counted as a prior line)

Are chemotherapy naive

Have received treatment with
platinum-doublet chemotherapy

NCT04626635




EGFR Ex20ins




EGFR Ex20ins is a family itself

Position of insertion variants in EGFR exon 20

Trans-
membrance Tyrosine kinase
Extracellular P domsata
domain 762 823
Exon  Exon Exon

—m-m/l'v——

20 21

19

“Exon 20 insertions .
Loop following a:C-helix

vz 1
Far loop region

Exon 20 NSCLC: US and China

——— aC-helix

D761 - M766 A767

Near loop region

Exon 20
Frequency
2.1%
1.5%
2.4%
3.9%

Total Number of NSCLC
Patients/year

3.6% 7700

EGFR
HER2
EGFR
HER2

United
States

China 6.3% 41100

-

GecCP
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C-helix aC-B4 Loop B4-strand
L LI L} 1
(=] 1) o v b= 0y o 5] =) w o vy o
® =] a a Q (=] o P o o~ ] o I
S N ] ] R 8 & 8 4y 2 2 ] 2

atc ctc gatjgaagcc tac gtg atggcc age
768

759 760

762 763

764

765 766 767

769

772 773

774

775 776

777

778 779

780

gtggacaacccc cacgtg tgc cgec ctg ctg ggec atc tge
770 771

781

Location of EGFR Ex20Ins
N=1,830

2

A763_Y764insFQEA
A763_Y764insLQEA

| ¥764_V765insHH

12

A767_S763InsSVA
A767_S768inSTLA
A767_S5768inslA
A767_S768InsLA
A767_S768InsVA

2

5768_V763insvDS
5768_V769~IL
S768_V7695TLASV
S768_V763:PL
5768_V763insMLS
5768_V760insVAS
$768_P7720up
§768_V763insisS

V769_D770insASV
V769_D770insGsV
V769_D770insCV
V769_D770insGVW
V769_D770insE
V769_D770insGTV
V769_D770insSLRD
V769_D770insSSV
V769_H773>LONPNPH
V769_N771dup
V769dup
V769_D770insGGG
V769_D770insGTL
V769_D770insGVM
V769_D770insNN
V769_D770insSASV
V769_D770insSAVS
V769_D770insSGSV
V769_N771>LDNRGH
V769_N771dupVON

D770_N771insSVD
D770_N771insG
D770delinsGY
D770_N771insY
D770_N771insGF
D770_N771insGT
D770_N771delinsGSVDN
D770_N771delinsGYN
D770_N771delinsGYWDN
D770_N771insGL
D770_N771insH
D770_N771insGD
D770_N771delinsEGN
D770_N771delinsQvH
D770_N771delinsRDG
D770_N771insAVD
D770_N771insGV
D770_N771insSMD
D770_N771delinsAGH

D770_N771delinsASVDS
D770_N771delinsEDN
D770_N771delinsGVMDN
D770_N771dup
D770_N771insGTD
D770_N771insKD
D770_N771insNPH
D770_N771insP
D770_N771insS
D770_N771insSTH
D770_N771insSTN
D770_N771insT
D770_N771insTLD
D770delinsEG
D770delinsGGT
D770delinsGTH
D770delinsHN
D770delinsNNPH

162

422

C775_R776insPHVC
M793_P79ddelinsTQLMP

V774_C775insHV
V774_C775>AHVC
V774_C775insHNPHV
V774_C775>GNPHVC
V774_C775>GTNPHVC
V774_C775insDNPHV
V774_C775insNPHV

Over 100 different

individual
insertion variants

Heymach J, WCLC 2018; Zhu et al, Expert Opin Ther Pat 2025; Dorta-Sudrez et al, Cancer Treat Rev 2024

N771_P772insN
N771_P772insH
N771delinsGY
N771_P772insG
N771_P772delinsGYP
N771_P772insV
N771delinsGF
N771_P772insNN
N771_P772insT
N771_P772insHH
N771delinsHH
N771_P772delinsKGP
N771_P772delinsRDP
N771_P772delinsSEDNS
N771_P772delinsSHP
N771_P772delinsSPHP
N771_P772delinsSVDSP
N771_P772insGTDN
N771_P77ZinstHiN

N771_P772insRH
N771_P772insVDN
N771_P772insY
N771delinsPH
N771delinsSH
N771_H773delinstHPH
N771_P772delinsHHP
N771_P772delinsKFp
N771_P772insC
N771_P772insGG
N771_P772insL
N771_P772insTHN
N771_P772insTHTHS
N771delinsCH
N771delinsGD
N771delinskG
N771delinsRG
N771delinsSTH
N771delinsVH

P772_H773InsDNP
P772_H773insPNP
P772_H773insGNP
P772_H773dupPH
P772_H773insGDP
P772_H773insYNP
P772delinsHR
P772_H773delinsRHPH
P772_H773insGCP
P772_H773InsNP
P772_H773InsF
P772_H773insGHP
P772_H773insHPHP
P772_HT773InsNPHP
P772_H773InsNV
P772_H773InsQ
P772_H773insQANP
P772_H773insQSPNP
P772_H773insR
P772>HR

H773_V774InsNPH
H773_V778iInsH
H773_V774insPH
H773_V774insAH
H773_V774insY
H773_V774insTH
H773_V774insHPH
H773delinsYNPY
H773_V774insGNPH
H773_V7748insSH
H773_V774insGH
H773delinsQw
H773_V774delinslM
H773_V774delinsNPNPYV
H773_v77adelinsPNPYY
H773_V778insNPY
H773_V774insPHPH

H773delinsNPNPY
H773delinsPNPY
H773delinsSNPY
H773delinsYPNPY
H773_V774insAHNPH
H773_V774insGTNPH
H773_V774insHH
H773_V774insNPHPH
H773_V774insPY
H773_V774insVH
H773delinsLy
H773delinsNPHPN
H773delinsPYNPY
H773delinsTY
H773delinsYQPNPY
H773delinsyy

Prevalence of EGFR exon 20 insertion variants




Treatment landscape of EGFR Ex20ins Gec
Mobocertinib Mobocertinib
US FDA 2L ex20ins | Withdrawn

Regulatory y |

Approval Afatinib (S768lI, Amivantamab Amivantamab | Sunvozertinib

L861Q, G719X) 2L ex20ins plus chemo i 2L ex20ins

. ’ 1L ex20ins ]
|

Breakthrough
Therapy
Designation Zipalertinib Firmonertinib |
Emerging Development discontinued in EGFR mutated Aumolertinib, BDTX-1535, BEBT-109, JMT-101,
Therapeutics NSCLC: BDTX-189, BLU-451, poziotinib ORIC-114, PLB1004, tarloxitinib, YK-029A, etc.

Presented by Aaron C. Tan at IASLCWCLC 2025




EXCLAIM-2: Mobocertinib vs CT

Phase 3, randomized, open-label study (NCT04129502)

Key Eligibility Criteria

Locally advanced or metastatic NSCLC
» EGFR ex20ins by local testing
= 21 measurable lesion per RECIST v1.1 Randﬁmized
» ECOGPSof0or1
= No prior systemic anticancer treatment
=354

» CNS metastases at baseline (y/n)

» Race (Asian/non-Asian)

Mobocertinib 160 mg orally qd
with or without food (Arm A) P E—

Randomization was stratified by:

* IRC-assessed PD

* Intolerable toxicity

* Other

discontinuation
criteria

Patients in Arm B could cross

Disease assessed by CT and MRI at screening and at 6-week intervals through Cycle 18

PFS events, n (%)

Mobocertinib (n=179)

and every 12 weeks thereafter; brain MRI at baseline

98 (55)

over to mobocertinib after
BICR-assessed PD

Chemotherapy (n=175)
86 (49)

Median PFS (95% CI), m

9.6 (7.1-11.1)

9.6 (7.2-11.4)

HR (95% Cl)

1.04 (0.77-1.39)

P=0.803

-
N [<23 © o
o S S S

n
(=3

Maintained response (% of patients)

o

== Mobocertinib

Chemotherapy

No. at risk

o
GecCP
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PFS: Primary endpoint

L =~ Mobocertinib Chemotherapy
80 1
2
5
= 60 1
QL
S
S 40
w
L.
o.
20 -
0

0 3 6 9 12 15

Mobocertinib 179 135 0 51 33 24

Median DoR (95% Cl), m

Mobocertinib (n=58) Chemotherapy (n=52)

12.0 (8.5-23.6) 8.4 (5.7-11.0)

HR (95% Cl)

0.48 (0.26-0.88)

No. at risk
Mobocertinib 58 46

15

18 21

Time (months)

9

7 5

24

2

27 30

1 1

33

0

18

13

2 24 27 30 33

Time (months)

9 7 2 1 0

Jdnne P et al. ESMO ASIA 2023
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Amivantamab: CHRYSALIS phase | trial GecP
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Part 1: Part 2:
Dose escalation Dose expansion Exon20ine location
90 4 ) W Helical region (762-766)
e RP2D pot R Waterfall plot for amivantamab (N=81) B Noar loop rogion (767-772)
‘ 1,050 mg amivantamab (< 80 kg) Cohort A: 70 4 M Far loop region (773-775)
1,400 mg amvantamab (= 80 kg) EGFR-dependent resistance - 60 - ' Not detected by ctDNA
. = _ B0 4
Intravenous dosing Cohort B: é’ £ 4 ORR 40%
C1 weekly and C2+ biweekl EGFR-independent resistance @ @ 30
’ ! 85 = MDOR 11.1m
e Cohart ed "
Post-EGFR-3GTKI and C797S+ e 0 -
[ AT
> & 20
______________ Cohort D: 2= o
’ \ . s = E
I Key eligibility criteria \ T O 52 40
: Metastatic or unresectable NSCLC % % 50 4
i Falled or ineligible for SOC I Cohort MET-1: P o]
| therapy I MET amp and post-EGFR-TKI @
| Advanced NSCLC (part 1) : =70 4
' Measurable disease (part 2) -80 4
: Activating or resistance EGFR or : Cohort MET:2: . -90 4
) MET mutations or amplifications | MET exon 14 skipping ~100
1 I

{part2) p
Population Characteristics %
Baseline brain metastases 32%
Prior EGFR TKI 26%

Park K et al, J Clin Oncol 2021
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Amivantamab + CT: PAPILLON phase lll trial GecP
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40+
I - —~ . 304 [0) (0)
Key Eligibility Criteria 2 Amivantamab-Chemotherapy Primary endpoint: Progression-free survival O RR 73 A VS 47A
i PFS) by BICR ding to RECIST v1.1°¢ 20
« Treatment-naive,? Z (n=153) (PFS) by according to Vi 3 104
locally aannced or é Secondary endpoints: '*é 0 |
metastatic NSCLC -.g * Objective response rate (ORR)° ‘g 10 I
* Documented s  Duration of response (DoR) £
EGFR Exon 20 5 Chemotherapy « Overall survival (OS)° tg ~204
insertion mutations - (n= . o 304 0 R R e o 3
T n=1 55) ! PFS after first subsequent therapy (PFS2) %o
« ECOGPSOor1 ! + Symptomatic PFS¢ s -40+
H « Time to subsequent therapy? 2 -50-
Stratification Factors Dosing (in 21-day cycles) E - Safety § _60
. Amivantamab: 1400 mg (1750 mg if 280 kg) for the first 4 weeks, then 1 =  _704
E_COG PS . 1750 mg (2100 mg if 280 kg) every 3 weeks starting at week 7 (first day : &.’ 70
* History of brain of cycle 3) i -80- Mean percent reduction: 53%
metastases® Chemotherapy on the first day of each cycle: N  Optional crossover to 2"-line 904
* Prior EGFR TKI use? +  Carboplatin: AUCS for the first 4 cycles amivantamab monotherapy®
\ j +  Pemetrexed: 500 mg/m2 until disease progression -100

Patients

Primary Endpoint: PFS BICR

“ 3 Median follow-up: 14.9 months M(e:;?: (I:’II;S
' 2 Amivantamab-Chemotherapy 11.4 mo (9.8-13.7)
i ‘E 80 - Chemotherapy 6.7 mo (5.6-7.3) — _ R
) i ) ’
» i . HR, 0.395 (95% Cl, 0.30-0.53); P<0.0001 - Safety (ami+chemo vs chemo):
g | *+=G3 75% vs 54%
§ 40 1  SAE 37% VS. 31%
E  Dose reduction 48% vs 23%
0 ] 0 0 .
e 2 » Discontinuation 24% vs 10%
o 0 1 J Chemotherapy
‘ 0 3 6 9 12 15 18 21 24
No. at risk Months
Amivantamab-
Chemotherapy 153 135
Chemotherapy 155 131
—— e - — S - = : Girard N et al, ESMO 2023; Zhou C et al, N Engl | Med 2023



Sunvozertinib monotherapy (WU-KONG1 + WU-KONG15, 1st line phase 2)

Sunvozertinib 200 or 300mg QD

Efficacy analysis set n= 28

BaselneBM [Y]N N [Y]N N N N N N[Y]N N N[Y][Y]N[Y]N N[Y]N[Y][Y]N N N N

Best tumor change from baseline (%)

40
30
20
10

o>
GecCP
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research

Baseline Mutation
BM Subtype
N 769_ASV -
N 769_ASV -
N 769_ASV -
N 770_SVD -
N 771_G R e e
N 769 ASV e B B
N 773 _NPH T4 4 <4« 4« <« m -
Y 769 _SSV 4 4 49 49 <4 =m -
Y 769 _ASV e e e ¢ ¢ =
N 773 _PH T4 4 4 4« -
N 770_SVD B e 2 D
N 773>YNPY e P
N 769 ASV el +
N 770 _SVD e 4 4 4« a4 -
N UNKNOWN I+
Y 773 _AH A S e B
¥ 7’2757_3NPNII-)I;I/C s +
e R
Y 770 GT e DOR 9 . zm
N UNKNOWN
N 770 GT 444444t
N 769 ASV 4 4 4 4 4«4«
N UNKNOWN T ¢ 4 4 49 49 4«am + 4 PR
N 769 ASV N & SD
Y UNKNOWN I . 4+
Y 769_ASV 4 4 4 <4 m o+ H PD _
N 769 ASV — + — Treatment Ongoing
Y UNKNOWN — + Discontinued
T T T T T T T T T
0 10 20 30 40 50 60 70 80

Treatment Duration (Weeks)

Phase Ill Study Design (WU-KONG28)

Sunvozertinib N
(300 mg, QD)

Treatment
until PD

Eligibility criteria

« Cytologically or
histologically confirmed
locally advanced or

at1:1

: _ b Tumor nse evaluated every 6 weeks in j
metastatic non o the ﬁrstr?egr) and every 12 weg(ys afterwards. Survival
squamous NSCLC z follow up

« Documented EGFR
exon20ins
- Treatment naive Platinumy/ Pemetrexed | | Cross-over to
« ECOG: 0-1 . -
' pemetrexed [ maintenance — sunvozertinib
for 4-6 cycles until PD if eligible

Yang JC et al. ESMO Congress 2023
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Sunvozertinib monotherapy (WU-KONG1B, 2nd line phase 2) GEeCP
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Sunvozertinib 300mg QD

Amivantamab NNN‘NHNNNNXNNNHNNNN‘NNHNNNNNNNNNNHNNHNNNNNNNNXNNNNEHNNNNNNNHNNNN.\INNN.\INNNN‘NNNNNHXHNN.‘INHNN‘NNNNNNNNNN.\INNNNNHNW
300 mg .
H H BaselneBM N NY[NNN[Y[NNNNNN[NNN[YINNNYI[INNNNNNNNNNN[Y[INNNNN[Y|[NNNN|]Y|NN N YN N INNNNNNINNNNNNN INNNNNNNN NN NN[Y|NN|Y|NNJY|NNJY|NN NNY|N|Y|N
Characteristics (N = 107)

100
Median age, y (range) 64 (37, 85)
Female, n (%) 60 (56.1)
60 4 0
Race (Asian/ non-Asian), n (%) o2 gi;?;/% ORR 53.3%
- 40 4
Region (Asia/ Rest of the world), n 58 (54.2)/49
(%) (45.8)
BM at baseline, n (%) 27 (25.2)
Lines of prior anti-cancer 68 (63.6)/39
therapy(<2/ = 2), n (%) (36.4)

Categories of prior anti-cancer
therapy, n (%)

80 -

20 = e =t

20 =

Best Tumor Change from Bascline (%)

-40 -

tttt

-60 =

Platinum-based chemotherapy, n » Loop classification
[ C-helix (N =3)

0 " PP
- . 97 I Near loop (N = 77)
Onco-immunotherapy, n (%) 52 (48.6) 1004 1 Far loop (N =21)

. [ Unknown (N = 5) ‘SC
Amivantamab, n (%) 14 (13.1) [ Treatment Group: 300 mg - All|
EGFR TKI, n (%) 14 (13.1) - 30z T

107 (100.0)

Doucet L et al. ESMO Congress 2024
Ny yjyjgjjgjgjjyjjjjmiaaaaa
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Firmocertinib: Phase Ib trial (FAVOUR) Gec

Key Inclusion Criteria:
* Age>18years

* Locally advanced or
metastatic NSCLC

N=90

¢ Presence of EGFR Exon20 — >~

insertion mutation
* ECOGPS 0-1
>1 measurable lesions

* Asymptomatic stable CNS
metastases are allowed

Treatment naive
Furmonertinib 240mg/day
n=30

Previously treated
Furmonertinib 240mg/day
n=30

Previously treated
Furmonertinib 160mg/day
n=30

Primary endpoint ORR by IRC

Population .

Characteristics TxNaive 240mg 160mg
Baseline brain 179 29 % .
metastases

Prlor.EGFR TKI or 0% 2909% 4%
ex20ins

Best Percent Change of Tumor Size from Baseline (%)

lung cancer
research

40

30

20

10 -

-20 -

-30 -

-40 -

-50

-60 -

-70 -

-80 -

-90 -

-100 |

Treatment-naive Previously treated . Previously treated
240 mg QD 240 mg QD 160 mg QD

[ Confirmed Best Overall Response I PR [ SD [ PD [ NE |

[E

GFR Exon 20 Insertion Subtype X Helical Mutations O Near Loop Mutations A Far Loop Mutations U Ex20ins Type Unknown

Ongoing phase Il trial (FURMO-004):
firmo 240mg vs firmo 160mg vs chemo

Efficacy (N=90; TxNaive / 240mg / 160mg): ORR 79% / 46% / 39%, mDOR 15.2/ 13.1 / 9.7 mths
Safety (all grade / 2G3, for 240mg pre-treated): diarrhoea (86% / 0%), anaemia (25% / 4%)

Han B et al, WCLC 2023



o
Firmocertinib after PD 1st line CT (EXCLAIM-2) GecCP

lung cancer
Key Inclusion Criteria Treatment until Follow up
4 N

research

» Age > 18 years
+ Locally advanced or metastatic NSCLC « Until Disease « Until Disease
+ Previously received platinum-based Firmonertinib progression: every 6 progression: every 6
chemotherapy weeks (+3d) weeks (+3d)
+ Confirmed Ex20Ins insertion mutation 240mg, QD « After Disease « After Disease
. E‘COGtPS 0{1 e OIS p;ogrestﬂon or Initiatjor112 p;ogres;ion or Initiatior112
+ Asymptomatic stable of new therapy: every of new therapy: every
metastases are allowed — weeks (+7d) weeks (+7d)
- o Overview of TRAEs
Best tumour size change of target lesions by IRC Assessment Time on Treatment and Time of Responses TRAE all grade 95.8%
g o TRAE G>3 25.4%
g ;g I Treatment-related SAE 15.5%
- TRAE leading to dose interruption 28.2%
4 X XXXO0OXOOXONX Q00OX0000XA000CO0000AXXOXALO0OXXXOOX - . .
iy 5 S 1B : TRAE leading to dose reduction 12.7%
104 : -
g 0 — TRAE leading to dose treatment 0
5 PAL teading 5.6%
g —— discontinuation
£ EGFR Exon k)go:\m:n;_‘s.mm .
" =a8 - § M ottt TRAE leading to fatal outcome 0
504 . o
i o — 3 Pscmat ot Sescre Treatment duration (median) 7.6m
o Treatment Ongong . T T T
704 PP T— 01 2 3 4 5 6 7 8 9 10 1;“"1‘30"1; T::mn‘:"l 1(:»0'1‘7'“)15 19 20 21 22 23 24 25 2% 27 8 Relat]ve dose ]ntenS] ty (%), mean 91 . 1
-804 EGFR Exon 20 Insertion Subtype B Partial Response
w0{ 3 'g;,f[ggﬂm'ggggggs - B e suaise * Mostresponses occur at the first tumor assessment for firmo treatment;
004 4 Helical Mutations 0 Not Evaluable »  The median Time of first response (TTR) was 1.4 months (range: 1.2-56).

*  Longest DoR is > 24 months.

» Responses observed across near loop, far loop and helical Ex20Ins mutations
»  Median maximum tumor reductions are 32.2% . Sl

mPFS: 8.3mon
{ 95%ClI: 5.5,10.9)

mSLP 8.3m; mOS 21.2m

PFS probability
2
1

T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30

Time from First Dose of Study Drug (Months) Cheng Y et al. ESMO Congress 2025




Zipalertinib monotherapy (REZILIENT2, phase 2b)
Zipalertinib 100 mg BID

Cohort A2

Patients with
EGFR ex20ins
mutations who

have progressed

on or after first-line

platinum-based

chemotherapy and advanced disease

prior therapy
targeting ex20ins
mutations
(administered
together or
separately) for
advanced disease

1001

Cohort B2 Cohort C Cohort D2

Patients with Patients with Patients harboring
EGFR ex20ins ex20ins, other other, uncommon,
mutations who uncommon single non-ex20ins,

have not or compound single or
received prior EGFR mutations, | compound EGFR
treatment for and active brain mutations who
metastases have progressed

(including LMD) on or after
and who may or | standard systemic
may not have therapy

received prior
treatment for
advanced disease

Best RANO-BM percentage change in TL
RANO-BM evaluable?® (n=16%)

e 4 MCR
o ]
3 WPR
g _ 601 SD
§ 5 407 mPD
o
= PD SD SD SD PR PR SD SD PR PR CR
§8 0__._-
6 & PD PD SD
O o
o 'c -201
£E
8 & 07
&  -601
2
o -801

-100

Patients

Primary

Best percentage change from baseline

Secondary

(sum of target lesions)

* Investigator-assessed ORR per RECIST v1.1

- DCR, DOR, PFS
- OS

-

GecCP
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+ Intracranial efficacy (ORR, DOR, DCR) per RANO-BM

(Cohort C)

Exploratory

120+
100
80-
60-
401

204

0-
_.20 .
_40 4
_60 .
_80 .

-100-

+ Safety and tolerabmty
+ PK

+ Population PK parameters and association with safety

and efficacy

* EGFR mutations/biomarkers from tumor samples

and ctDNA

Any |Grade
grade >3

Paronychia | 25% | 3.1%
R 1 9% | 3.1%
acneiform

Stomatitis | 21.9% 0
Diarrhea 15.6% 0
Rash 15.6% | 3.1%

Best RECIST1.1 percentage change in TL

RECIST v1.1 evaluable (n=29°)

EPR
SD
BPD

PD PD PD PD PD PD SD

Patients
Yu H et al. ASCO Annual Meeting 2024; Yu H et al. ESMO Congress 2025
Ny yjyjgjjgjgjjyjjjjmiaaaaa
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New developments: Zipalertinib + CT (REZILIENT3, 1st line phase lll) Gec

Part A:
Safety lead-in

lung cancer
research

Part B:
Randomized phase 3

Zipalertinib +

pemetrexed +

carboplatin or
cisplatin

N=6-12 patients
with EGFR ex20ins
or other common
single or compound
EGFR mutations

Dose-limiting
toxicity assessment
and dose selection
for Part B

Study population

1. Previously untreated,? locally
advanced or metastatic, nonsquamous

NSCLC

N

local test

.ECOG PS 0 or1

o bW

for submission®

Stratification factors

1.ECOG PS (Ovs 1)
2. Brain metastases
(yes vs no)
3. Geography
(Asia vs other)

EGFR exon20ins mutation by

. 21 measurable lesion per RECIST v1 .1a

. Stable brain metastases permitted®
6. Archival tumor tissue available

Optional

Pemetrexed
+ carboplatin
or cisplatin

crossover to
zipalertinib
monotherapy

After BICR
confirms disease
progression

Zipalertinib
+ pemetrexed
+ carboplatin

or cisplatin

« Study start date: June 30, 2023
« Estimated study completion date:
August 24, 2026
N=260 9

Primary endpoint: PFS by BICR
Secondary endpoints: PFS by investigator
assessment, ORR, DCR, DOR, OS, safety, PK, PROs

https://clinicaItrials.gov/study/NCT05973773

Yu H et al. ASCO Annual Meeting 2024
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FIRST-LINE THERAPY SUBSEQUENT THERAPYYY
Systemic
Carboplatin/ . »Proaression— Therapy,
Pemetrexed + 3:,1 nvozertinib J sh:lsbcs:tq;esnt .
- - W, H -
Amivantamab-vmjw""¥Y | ——— Progression "|Systemic Therapy, : orel
(nonsquamous) Subsequent (NSCL-K 5 of 6)
(category 1) (preferred)
Amivantamab-vmjwYY
EG_FR exon Progression >or
20 insertion Sunvozertinib
mutation .
or Progrlessmn
If not received previously, Systemic
Amivantamab-vmjwyYY ) Therapy,
Systemic Therapy |Tumor or N —>Progression— g, sequent
evaluation or
Systemic Therapy,
Subsequent (NSCL-K 5 of 6)
Progrlession -
Amivantamab-vmjwYY
Progression—|or -
Sunvozertinib
Response 4-6 Tumor
or stable }—» cyclesIII —>|response ,
disease (total) evaluation Response Maintenance |
or stable |—|Therapy Progression
disease (NSCL-K 4 of 6)

https:/lwww.nccn.orgl/professionals/physician_glis/pdfinscl.pdf; accessed nov 25th, 2025
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ESMO expert consensus statements on the management of EGFR Geg:ér
mutant non-small-cell lung cancer (2022)
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What is the optimal management for patients What is the optimal management for patients
with uncommon sensitizing EGFR mutations? with EGFR exon 20 insertions mutant lung

p)
STATEMENT: Afatinib and osimertinib should be cancer:

considered as monotherapy, based on a tailored
approach including all emerging data, for the
treatment of patients with major uncommon
sensitizing EGFR mutations (p.G719X, p.L861Q,
p.S768l) or compound mutations. The use of
chemotherapy could be considered where a
strength of recommendation in favor of TKl is
limited or missing [I1,B]

STATEMENT: Platinum-based chemotherapy
should be offered as first-line therapy, preferably
without checkpoint ICls due to the potential risk
of toxicity with later lines of targeted therapy.
After platinum failure, targeted agents such as
amivantamab or mobocertinib, should be
considered as second-line therapy [ll,B]

Passaro A et al. Ann Oncol. 2022 May; 33(5):466-487
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Resolucion expediente

Indicacién autorizada Situacion expediente indicacion | de financiacion
indicacion

TAGRISSO esta indicado en monoterapia para el tratamiento de primera Resuelto
linea de pacientes adultos con cancer de pulmoén no microcitico (CPNM)

localmente avanzado o metastasico con mutaciones activadoras del

receptor del factor de crecimiento epidérmico (EGFR).

GIOTRIF en monoterapia esta indicado para el tratamiento de pacientes Resuelto
adultos naive (sin tratamiento previo) a inhibidores de la tirosin quinasa (TKI)

del Receptor del Factor de Crecimiento Epidérmico (EGFR) con cancer de

pulmoén no microcitico (CPNM) localmente avanzado o metastasico con

mutaciones activadoras del EGFR

Rybrevant esta indicado en combinacion con carboplatino y pemetrexed Resuelto
para el tratamiento en primera linea de pacientes adultos con cancer de

pulmoén no microcitico (CPNM) avanzado con mutaciones activadoras de

insercion en el exén 20 del EGFR

Rybrevant en monoterapia esta indicado para el tratamiento de pacientes Resuelto
adultos con cancer de pulmén no microcitico (CPNM) avanzado con

mutaciones activadoras de insercién en el exon 20 del receptor del

factor de crecimiento epidérmico (EGFR), tras el fracaso de un tratamiento de

terapia basada en platino.

Si, financiada
indicacion
autorizada

Si, financiada
indicacion
autorizada

No incluida

No incluida

Fuente: BIFIMED (acceso nov’25)
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@ Treatment decisions in unfrequent mutatons ==
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Infrequent EGFR mutations comprise a very heterogeneous and
relatively numerous group of alterations

The three major uncommon EGFR mutations are: Exon 18 G719X, Exon
20 S768l, Exon 21 L861Q

EGFR uncommon mutations are associated with more sensitivity to
afatinib or osimertinib; compound mutations seem to obtain better
benefit from osimertinib

EGFR exon 20 insertions are a subgroup in themselves with good
specific targeted options based on Amivantamab and TK inhibitors,
with a prominent field of development
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