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Agenda

* EGFR across the stages

» Metastatic EGFR-mutated NSCLC

* First-line treatment landscape
* Subsequent treatments

» Special Populations

+ Atypical EGFR mutations
* EGFR exon 20 insertions
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TESTING RESULTSA9™

Classical | EGFR exon 19 deletion or L858R mutation positive NSCL-21
Atypical EGFR $768l, L861Q, and/or G719X mutation positive NSCL-24
Exon 20ins | EGFR exon 20 insertion mutation positive NSCL-25
KRAS G12C mutation positive NSCL-26
ALK gene fusion positive NSCL-27
ROS1 gene fusion positive NSCL-30
BRAF V600E mutation positive NSCL-32
NTRK1/2/3 gene fusion positive NSCL-33
MET exon 14 skipping mutation positive NSCL-34
RET gene fusion positive NSCL-35
ERBB2 (HER2) mutation positive NSCL-36
NRG1 gene fusion positive NSCL-37
PD-L1 21% and negative for actionable biomarkers above NSCL-38
PD-L1 <1% and negative for actionable biomarkers above NSCL-39

NSCL-20. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express written
permission of NCCN°. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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Current Landscape of Therapy for EGFR + NSCLC

Lung Cancer Stage Treatment Paradigm

resectable Stage Il S— EGFR TKI

Unresectable Stage I Chemotherapy + RT EGFR TKI

Stage IV EGFR TKI e Al Chemotherapies

Adapted from Lecia Sequist's ASCO '24 discussion Penn Medicine
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Metastatic EGFRm NSCLC

Modified from S Saw

1L treatment options for advanced stage EGFRm NSCL

orr IR mos p——
3G vs 1G-TKI Overall ex19del L858R

Osimertinib™-* 80% 38.6m

(China only) e Aumolertinib®”  [EZUH  19.3m* 2 [ 208m X0
Other 3¢

Unknown Unknown 91
CI‘DHQI"Q"'; (g ] Unknown 1 Inlemanam g"--u'-n-\,
6;. Ihlutl ll AT AN TN TN AATIRI YN “—-—l‘:—,

EGFR-TKI

Combi vs 3G-TKI

Osimertinib +

v - YD - [N - 3BT
pemeu-exedﬁ.ﬂ

Lazertni + « IEEED ERTYEED v= 77 R,
Lozetink + o TG 23.7m NR [ NR D NR

R R L e ——y
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Saw. Le, Remon - ASCO Educatonal Book 2024 {updated)
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1) WHICH PATIENTS NEED MORE THAN JUST OSIMERTINIB?

2) HOW DO WE CHOOSE BETWEEN THE TWO ‘INTENSIFIED REGIMENS’?
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EGFRm 1L Metastatic: How do we choose?

 Side effect profile
* Intensity of monitoring
* Later line options

Shared decision-making with patient

* Patient preference
+ ECOG
» Co-morbidities

Accessibility u
. Re!rr}bursement -« Sites of metastases
pOlI(EIeS. * EGFR subtype
* Chair time + Co-mutations

* Drug availability » ctDNA positivity

Not ‘one-size-fits-all’

Penn Medicine

Adapted from Presentation by Stephanie Saw @ASCO 2024

© National Comprehensive Cancer Network, Inc. 2025, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
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In favour of the combination In favour of the monotherapy

Few comorbidities ECOG Younger @ ECOG Many comorbidities
e Good organ function Good PS age Poor PS Reduced organ function
Pts characterstics
Social difficulties
& = High volume
Disease characteristics

Exon
Low volume
CNS +ve
P53 mut @

Treatment performance Financial cost

Patient preference
QoL

Adapted from Jessica Menis, WCLC 25 presentation

© National Comprehensive Cancer Network, Inc. 2025, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
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Non-Small Cell Lung Cancer

EGFR EXON 19 DELETION OR
L858R MUTATION"™

EGFR mutation
discovered

prior to first-line
systemic therapy

EGFR exon
19 deletion
or L858R
mutation

EGFR mutation
discovered during
first-line systemic
therapy

FIRST-LINE THERAPY'Y
All category 1

Preferred

OsimertinibWW (category 1)
or

(Carboplatin or Cisplatin)/Osimertinib/
Pemetrexed (nonsquamous) (category 1)
or

Progression —

Progression —»

Lazertinib + Amivantamab-vmjw (category 1)""”1. Progression—

Useful in Certain Circumstances
Afatinib"¥ (category 1)

or DacomitinibWW (category 1)
or Erlotinib™"¥ (category 1)

or Erlotinib + Bevacizumab
or Erlotinib + Ramucirumab
or GefitinibW¥ (category 1)

or LazertinibWW

+ Progression—

Interrupt current therapy*23?
and start therapy as noted above

or
add Osimertinib to (Carboplatin or

+ Progression —

Cisplatin)/Pemetrexed (nonsquamous)

* Progression —

Subsequent Therapy
(NSCL-22)

Systemic Therapy,
Subsequent (NSCL-K 5 of 6)

Subsequent Therapy
(NSCL-22)

Subsequent Therapy
(NSCL-23)

Subsequent Therapy
(NSCL-22)

Systemic Therapy,
Subsequent (NSCL-K 5 of 6)

If EGFR mutation is found while on 1L, SWITCH to EGFR Targeted therapy!

NSCL-21. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express written
permission of NCCN°. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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Why is it important to get molecular data?

Best Response for Target Lesions by Patient While on Trial 00 = Z:::::glieiil carboplatin (N=72)
1 1o L HR 0-16 (95% Cl 0-10-0-26)
| BE:r DR Log-rank p<0.0001
TEGFR-WT g
U] Tg ‘_‘l.
- 3
S hD
B 2 \
c i | 0
- S 40
E -1 Q
= g
No responses seen * 20 . Y
4 in EGFR+ patients e, :
£ a0 146 " 131
0 | 1 1 1
0 5 10 15 20
40 1 Time (months)
*PD due to dural thickening an MRI Number at risk
TPD due to non-target progression | Erlotinib 82 70 51 20 2
50 Gemcitabine plus 72 26 4 0 0
carboplatin

Front line trial of Pembro o
monotherapy in EGFR MT Targeted EGFR therapy (erlotinib)

. . i o vs chemotherapy in NSCLC
patients with PD-L1>1% patients with EGFR mutations

Lisberg et al, JTO 2018; Zhou Lancet Oncology, 2011

© National Comprehensive Cancer Network, Inc. 2025, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
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Is molecular testing
also important in

locally advanced NSCLC?

Penn Medicine
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Unresectable
Stage lll EGFR mutant NSCLC

Osimertinib 80 mg
until disease progression

Stage Il NSCLC
EGFR exon 19 del or L858R
Completed chemoradiation

(concurrent or sequential) Observation

Primary endpoint: PFS
Secondary endpoints: OS, time to CNS progression

Lu et al, NEJM 2024

© National Comprehensive Cancer Network, Inc. 2025, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
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Osimertinib improves PFS in Patients with
Stage Ill NSCLC previously treated with chemoRT

100~
80
804
B -~
5 ™ : Median Progression-free
E—4 1 feey -
é‘ 60— ! *’a,____l Survival (95% Cl)
1 b
g 50+ H 1 Osimertinib o
] ! I Osimertinib ~ 39.1 (31.5-NCQ)
§ 401 : Placebo 5.6 (3.7-7.4)
1
E 30+ i Hazard ratio for disease progression
or death, 0.16 (95% Cl, 0.10-0.24
20 : death, 0 0.10-0
: P<0.001
104 : | Placebo
1 1
0 T T T : T T T : T T T T T T T T T T T T 1 [ "
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 PFS 1] favor of OS|
Months since Randomization OS d H H
ata is immature
No. at Risk
Osimertinib 143 127 114 109 99 96 83 76 69 61 49 37 28 16 9 6 4 2 2 2 1 0
Placebo 73 59 31 2515 10 9 6 6 4 4 3 3 3 2 1 1 0 0 O0 O O

Figure 1. Progression-free Survival According to Blinded Independent Central Review.

Lu et al, NEJM 2024
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Immunotherapy alone is not effective in EGFR+ NSCLC

Best Response for Target Lesions by Patient While on Trial
.o
sp
EGFR-WT

No responses seen
in EGFR+ patients

Change fror

Front line trial of Pembro
monotherapy in EGFR MT
patients with PD-L1>1%

Stage llIB
(T1=2, N3);
Stage llIC
(T3, N3)

—»|

Indefinite Adjuvant Osimertinib after Chemoradiation

» Biomarker testing including
EGFR
« PFTs (if not previously done)
+ FDG-PETICT scan! (if not
previously done)
+ Brain MRI with and without
contrast®
« Pathologic confirmation of
N3 disease by:
» Mediastinoscopy
» Supraclavicular lymph node
biopsy
» Thoracoscopy
» Needle biopsy
» Mediastinotomy
» EUS biopsy
» EBUS biopsy

in Stage lll EGFR+ NSCLC

N3 negative — Initial treatment for stage I-IlIA (NSCL-8)

N3 positive ——

Metastatic
disease

chemoradiation®¥

Definitive concurram}‘
(category 1)

Durvalumab (if no
EGFR exon 19 deletion
or L858R mutation)

(category 1)
or

Osimertinib%2 (if
EGFR exon 19 deletion
or L858R mutation)
(category 1)

Treatment for Metastasis
limited sites (NSCL-15) or
distant disease (NSCL-18)

Use Osimertinib in place of Durvalumab after
chemoradiation.

Lisberg et al, JTO 2018; Zhou Lancet Oncology, 2011

Surveillance

™ (NSCL-17)

© National Comprehensive Cancer Network, Inc. 2025, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
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What about the second-line setting?

Penn Medicine
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National

comprehensive NCCN Guidelines Version 1.2026

IV [e{eivll Cancer .
Nororic® Non-Small Cell Lung Cancer

EGFR EXON 19 DELETION OR L858R MUTATION™ SUBSEQUENT THERAPYYW

« Consider definitive local thera ,PX &eg, SABR

. _| or surgery) for limited lesions
Asymptomatic « Continue Osimertinib or Lazertinib *

/4 Amivantamab-vmjwxx.Yy

LOCAL Therapy!!

Progression®P '
on Ogsimertinib « Consider definitive local therapy (eg, SRS)®®® Progression,

ini + Continue Osimertinib or Lazertinib see therapy for
or Lazertinib Amivantamab-vmjw**¥Y multiple lesions

Amivantamab- * NCCN Guidelines for CNS Cancers below
vmjwXsyy \

« Consider definitive local therapy (eg, SABR

; or surgery)P
Syptamste Limited « Continue Osimertinib or Lazertinib *

progression®¢ ™ [ Amivantamab-vmjw**¥¥

or
/‘ * Therapy for multiple lesions, below

Systemic\‘ Carboplatin/Pemetrexed + Amivantamab-vmjwYY
(if not previously given) (nonsquamous) ;
(category 1) (preferred)H g;zg;;s.iilon,

Therapy,
Subsequent

(NSCL-K 5 of 6)

Multiple
lesionsddd Lazertmlb + Amivantamab-vmjw*%¥Y (if not
prewousiy given) (useful in certain circumstances)ff

Systemlc therapy999-hhh (NSCL-K 1 of 6)

NSCL-22. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express
written permission of NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
Penn Medicine
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Investigating Resistance to EGFR-targeted therapy

» Liquid biopsy and tissue biopsy for NGS
> Send tissue biopsy for MET FISH (or IHC)
» Target resistance mechanism

> If no targetable resistance mechanism, then
» Chemotherapy (with continued EGFR-targeted therapy)
» Datopotamab deruxtecan

» If SCLC transformation

» Carboplatin, etoposide
» Consider continuing osimertinib if CNS disease

Penn Medicine

© National Comprehensive Cancer Network, Inc. 2025, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




Atypical EGFR

Mutations

Penn Medicine
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comprehensive NCCN Guidelines Version 1.2026
Non-Small Cell Lung Cancer

v [(e{oiyll Cancer
Network®

EGFR $768I, L861Q, and/or G719X MUTATIONS'™

EGFR mutation
discovered

prior to first-line
systemic therapy

EGFR S768l,
L861Q, and/
or G719X
mutations

EGFR mutation
discovered during
first-line systemic
therapy

FIRST-LINE THERAPYVY

Preferred

AfatinibWW

or
Osimertinib"WW.

» Progression —

Other Recommended

Dacomitinib%W

Progression ———

or Erlotinib%W
or GefitinibWW

Interrupt current therapy?%2332
and start

* Progression —

Afatinib (preferred)
or

Osimertinib (preferred)

*» Progression ——

or
Dacomitinib

*» Progression ——

or Erlotinib
or Gefitinib I

*> Progression ———

Afatinib and Osimertinib are both options

Subsequent
Therapy (NSCL-23)
Subsequent

Therapy (NSCL-22)

Subsequent

Therapy (NSCL-23)

Subsequent
Therapy (NSCL-23)

Subsequent

Therapy (NSCL-22)

Subsequent

Therapy (NSCL-23)

NSCL-24. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express
written permission of NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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Type of Atypical EGFRm may matter

= L e e —

G719X $S768I L861Q

« mTTD: afatinib vs osi « mTTD: afatinib vs osi

« mTTD: afatinib vs osi (7.0 vs 1.0 p=0.317) (1.3 vs 7.2; p=0.004)

(20.3m vs 9.4, p=0.047)

« mOS: afatinib vs osi « mOS: afatinib vs osi

« mOS: afatinib vs osi 19.4 vs 12.4- p=0 620 Mmoo >
(42.3m vs 17.4, p=0.043) ( 2 )l (127 vs 18.9, p=0.215)

Barsouk, Lung Cancer, 2025

© National Comprehensive Cancer Network, Inc. 2025, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
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EGFR exon 20

iInsertions

Penn Medicine
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NCCN gancef Non-Small Cell Lung Cancer
etwork

EGFR EXON 20 INSERTION MUTATION'™

FIRST-LINE THERAPY SUBSEQUENT THERAPYY
Systemic
o sunvozertb —————+Progresson—s |["e%
: - ; or
ﬁ‘rg:‘vsa(;\l::mzz;\;mjwww — Progression——————» Systemic Therapy, NSCL-K 5 of 6
(NSCL-K 5 of 6)
(category 1) (preferred) Subsequent (NSCL-K 5 of 6
Amivantamab-vmjwYY
EGFR exon Progression—————— >|or
20 insertion Sunvozertinib
BT or Progression
— =]
If not received previously, Systemic
Amivantamab-vmjwyYY . Therapy,
Systemic Therapy  |Tumor — [or —*>Progression—>|q, psequent
(NSCL-K 1 0f6) —|response Sunvozertinib (NSCL-K 5 of 6)
evaluation — |OF
Systemic Therapy,
Subsequent (NSCL-K 5 of 6)
Progression «
Amivantamab-vmjwYY _I

Progression—|or

Sunvozertinib

Response 4-6 Tumor
or stable cycles |—=|response
disease (total)l evaluation |\ |Response| [Maintenance

or stable
disease

—

Therapy }—~Progression
(NSCL-K 4 of 6)

NSCL-25. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express
written permission of NCCN®, To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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i i Approved but not available in US...
EGFR exo n 20 I nse rtl o n Sunvozertinib, Presented by Dr. Yang @ASCO 24

» Amivantamab + Chemo is the clear first-line option currently

» Additional agents on the horizon ove—

Motated
EGFR

Extracellular

. - - ex0ios
Zipalertinib - GT19A 2 TT90M

(TASUTTCLN081) - LaseR £ T7o0M
- L8610 2 T790M
- Covalenty binds 10 CT97 = oxtidel 2 TT90M
« lmeversivle binging
+ Selective Inhiblion of  {
mutated EGFR

PLOYPRC

B AAL &

Protein synthesis === Coll
difterentiation.

i

Gana transcription

EGF(R), epidermal growth factor (receplor); ERK, extracelular
signal-related kinasas: extdel, exon 10 deletion. ex20ins, exon
20 insertion; JAK-STAT, Janus kinase-signal transducer and
actvaior of transcripbion; MEK, miogen-activated protein kinase,
mTOR, mammakan target of rapamycin; PI3K, phosphatidylinosol-
3-kinase; PKC. protein kinase C; PLCY. phaspholipase Cy.

Zipalertinib,

P rese nted by D I. on orafter firs-fine  received prior  EGFR mutations,  compound EGFR

Yu @ASCO 24

Firmonertinib, Presented by Dr. Spira @ASCO 24

Cohort A* Cohort B* CohortC Cohort D*
Patients with Patients with Patients with  Patients harboring
EGFR ex20ins EGFR ex20ins ex20ins, other  other, uncommon,
mutations who mutations who  uncommen single  non-ex20ins,

have progressed have not or compound single or

platinum-based treatment for and active brain mutations who

[ ————

chemotherapy and advanced disease  metastases have progressed
prior therapy {including LMD) on or after
targeting ex20ins and who mayor  standard systemic
mutations. may not have therapy
(administered received prior
together or treatment for
separately) for advanced disease

advanced disease

“Patients win Lran metasiases must be eEiopesly satle

EGFR, epidermal growth tactor receglor, exZhs. exon 20 nsersons. LMD, legtomennges! dasase Treatment Group: 300 me - AT (N =106

Figure

0
20
10
o
10

Best Percent Change of Tumor Size from
Baseline (%)
&
8

1. Depth of Response by Cohort and EGFR ex20ins Mutation Type (FAVOUR study) —

Treatment Naive 240 mg QD Previously Treated 240 mg QD Previously Treated 160 mg QD

I I u I I I Il II Confirmed Best Overall Response
—— Partial Response
== Stable Disease
Progressive Disease
Not Evaluable
EGFR Exon 20 Insertion Subtype
»

Helical Mutations
©  Near Loop Mutations
A Far Loop Mutations
O Exon20ins Type Unknown

Waterfall plot was based on patients with at least one tumor assessment post baseline;
Near-loop region: A767-P772; far-loop region: H773-C775; Helical region: E762-M766
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We are making Progress!!!!!

Changing treatment scenario of EGFR common

Discasa stage o L

+
Early stage @ Locally advanced @ Metastatic stage chemotherapy mm;w
(disease progression on  (first Upa

. Osimartinib +
Amivantamab + lazertinb Wl chemotherapy

Py (first Uine) ‘ (first lina)
®

Surlzuverunlb
(exon20ins) Osimrtinib

Q\_
‘ NEJOO2 ”W”W

’ Gefitinib ” 3

EURTAC Erlotinib ~ 19.3m FLAURA MARIPOSA FLAURA 2
OPTIMAL  Erlotinib  22.8m PFS 18.9m 0S 38.6m PFS 23.7m OS NR PFS 25.5m  0S47.5m

L3 Afatinib =~ 28.2m

 Afatinib  23.1m

Futuokn M, 8¢.51 1 Cin Oncol 2011 * 18008 4, 6t ol Ann Dncol 2013 * Yosnioko W, 8¢ oL ASCD 2014 * Rasel R, ot oL Loncat Oncol 2012 * 2nou €. &t oL Ann Oncol 2013 * YongJC. 8t Gt Loncst Oncol 2019 * Inou ¥, atol Not Rewews 2023 * Soro JC. et al. NEMA 2018 * POACIONS D, ¢ ol NEIV 2623 * Viichiazo N, BLCT 2004 * Cno BC. ¢l NEI 2004 * Yong JOX, ELEC 2025, * Prnchars D, WELE 2033

Thank you
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WNOOWVE Cancer Network®

Who We Are

An alliance of leading cancer
centers devoted to patient care,
research, and education

Our Mission

To define and advance
quality, effective, equitable,
and accessible cancer care
and prevention so all people
can live better lives

Our Vision

people globally

- NCCN.org — For Clinicians |

National Comprehensive

Fred Hutchinson Cancer Center

NCCN Member Institutions

Dana-Farber/Brigham and
Women's Cancer Center |

Mass General Cancer Center
University Roswell Park .
of Wisconsin Comprehensive
Center = Carbone
+ Cancer Center Yale Cancer Center/
University of Michigan .
&5 e s Shie s o
= Mem i
Huntsman Cancer Institute Cancer Center/University Cancer Center 4
at the University of Utah Robert H. Lurie Comprehensive Cancer Hospitals Seidman Cancer
UCSF Helen Difler Family ~ Center of Northwestern University * Center and Cleveland « Fox Chase Cancer Center
Comprehensive The UChicago Medicine Clinic Taussig *  Abramson Cancer Center
Cancer Center _ LC Davis Fred & Pamela Buffett Cancer Center « Comprehiensive Cancer Cancer Institute at the University of Pennsylvania
Comprehensive Cancer Center ~ ~ Johns Hopkins Kimmel Cancer Center
. Indiana University Melvin and Bren Simon The University
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