More Options, More Hope:
Understanding EGFR Treatments Today
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Recording Notice

Please be advised that this session of the EGFR Resisters’ Patient & Caregiver
Summuit is being livestreamed and recorded.

Recordings will be made available on the EGFR Resisters website and accessible
to the public.

By participating in this event, you consent to the recording and
distribution of these sessions.

If you have any concerns, please speak with event staff.
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Session Speaker

Christine Lovly, MD, PhD, FASCO

Moderator
Chief, Division of Thoracic Medical Oncology
City of Hope Comprehensive Cancer Center
Duarte, CA
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Session Objectives

Help patients and caregivers understand the treatments available
today for EGFR-positive lung cancer.

Explain recent research advances in EGFR-positive lung cancer
and what it means for patients and families across different stages
and EGFR mutations.




Please Send in Your Questions!
This QR code will be live throughout the session
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Download the Slides Here

For Easier Viewing in PDF on Your Device
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Module 1:
Understanding the Core Elements



EG
What Exactly is EGFR? FR-

« EGFR is a gene that encodes the epidermal growth factor receptor (EGFR) protein

- - Tumor
Formation

A protein that helps cells A change that keeps the Uncontrolled cellular

receive growth signals growth signal switched 'on’ proliferation causes
tumor formation




EG
How do EGFR Mutations Cause Cancer? "5

 Consider the relationship of the
brake pedal and gas pedal in a car (

Normal
- Brakes = tumor suppressor genes i Cavie
» Think TP53 a
« Gas = oncogenes Vs
* Think EGFR
» EGFR mutations give cells too much gas
Mutations
leading to
Cancer




EG
What are the Types of EGFR Mutations? FR=

Common EGFR mutations EGFR Exon 20 Insertion

Exon 19 deletions (~45-50%) Exon 20 insertion - the most common of the
Exon 21 L858R point mutations (~35-40%) uncommon (~4-12%)

Common Uncommon EGFR Mutations

Exon 18, G719X, L861Q, S768l, E709X and L747X
(all together = ~5-10%)
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BRAKE ACCELERATOR

EGFR acts like the accelerator.
It sends signals only when the

Cell growth is normal
and controlled.

cell needs to grow and divide.

€ ccrrmuTATION
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BRAKE ACCELERATOR

An EGFR mutation is like an
accelerator stuck in the down
position.

o The cell keeps getting
growth signals.

€) cancercrowTH

Ny

o
The stuck accelerator sends
continuous signals, causing

cancer cells to grow and
multiply out of control.

Cancer grows and
spreads.

EG

Why Do We Test for EGFR Mutations? FR-

* Because EGFR is a targetable mutation — testing informs treatment

o TARGETED THERAPY

m e

BRAKE ACCELERATOR

EGFR-targeted medicine helps
release the stuck accelerator,
turning down the signal.

0 Growth signals slow down,

helping control the cancer.




EG
How Do We Test for Biomarkers? "

TISSUE BIOPSY LIQUID BIOPSY
Looks at a small piece of the tumor Looks at tumor DNA in the blood
A sample is taken A simple blood draw
from the tumor /_\ is done. The test
through a procedure \% looks for pieces of

, RO
(bronchoscopy [ @I tumor DNA (ctDNA)
? ?
or needle biopsy). WHAT IS IT? 'x& from the blood.
-

BENEFITS v \H —_  BENEFITS

« Provides a large amount of tumor tissue g l‘ ' ( b\' » Minimally invasive - just a blood draw
for detailed testing B / I / = Faster and easier to repeat

» Can detect many types of genetic changes BENEFITS ,.__.// » Can capture changes from different

* Considered the “gold standard” areas of the cancer

LIMITATIONS /’—x\ LIMITATIONS
\

« Invasive procedure; may cause discomfort : A ] « May not detect all EGFR mutations
or complications v\_— / |: / (especially if ctDNA is very low)

= May not be possible if the tumor isin a - = Less tissue, so some rare changes
hard-to-reach area LIMITATIONS may be missed

» Not always enough tissue for testing * May not be covered in all situations

NCCN Guidelines. NSCLC. Version 7.2026.



EG

When Do We Test for Biomarkers? FR=-

At At
Diagnosis Progression

Characterize tumor Evaluate for resistance
biology and inform mechanisms and inform
initial treatment subsequent lines of treatment




Module 2:
Screening, Staging, and
Informing Treatment



What are the Stages of Lung Cancer?  FR-

 In essence, staging tells us where the cancer is located

Stage | Stage Il Stage Il Stage IV

Localized Regional Spread Locally Advanced Metastatic



EG
The ABCs of TNM Staging FR-

» The Tumor-Node-Metastasis (TNM) system gives us more precise coordinates

0 T-TUMOR ~ @ N - NODE " @ M - METASTASIS )n\
‘i_ b b =
Shows the size of the V) N Shows if cancer has Shows if cancer has ( ® 4\
main tumor and whether { A ' ]*.. spread to the lymph spread to other parts 'l e l\ \
1 1 i I
it has grown into nearby } . nodes (small glands) ! of the body. J | ° f .
areas of the lung. o near the lung. f f'j \\ \
o | \

AJCC. TNM System. 9tt Edition. 2025.



Module 3:
Best Practice Treatment of Stage
IV EGFRm NSCLC



EG
The Research Renaissance in EGFR s

Staggering Drug Development Progress = Burgeoning Hope!

- ° °
Disease stage ' Amivantamab + Amivantamab +
® Early stage @ Locally advanced @ Metastatic stage chemotherapy chemotherapy
® USA ®EU @ China (disease progression on  (first line exon20ins)
- osimertinib) eoe
S ° Osimertinib +
o Amivantamab + lazertinib  chemotherapy
Q . . . -
o ® (first line) (first line)
@ eoe A I |
> Dacomitinib Erlotinib +
S @ce  ramucirumab , [’ inib
g oo oo oo Os_lmer_tlnlb o umo.ertmn .
2 Gefitinib Erlotinib Erlotind 4.4 osines ., (rstlee) e o Sunzovertinib
(third linein  (second linein (maintenance in Afatinib (T790M) Afatinib (adjuvant Icotinib (exon20ins) Osimertinib
unselected unselected unselected eve ° P (uncommon therapy) (adjuvant PY (consolidation
patients) patients) patients) Erlotinib Icotinib Gefitinib  mutations) therapy) Furmonertinib therapy)
2004 2005 2010 2013 2014 2015 2018 2020 2021 2022 2023 yloyZ]
& Sensitizing T790M C797S
> . . .
2 mutations  mutation mutation
s £ and response
> to EGFR TKls
3 6
-
38
3
8 E

Zhou F, et al. Nat Rev Clin Oncol. 2025.



EGFR Tyrosine Kinase Inhibitors (TKIs) FR%.W
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Blocking the Signals that Help Cancer Grow

An EGFR TKI is a small molecule drug
designed to fit into the EGFR protein.

EGFR TKI « EGFR TKI examples include:

(small molecule
medicine)

EGFR protein

(on the surface
of cancer cells)

e (Qsimertinib

e Lazertinib

e~  Erlotinib
N * Gefitinib
% Biot « Afatinib

EGFR TKI fits into the ATP binding site
inside the EGFR protein.

By fitting into this spot, the EGFR TKI
blocks the protein from sending signals

that tell the cancer cell to grow.

e Sunvozertinib

* Others in development

FDA Prescribing Information; ClinicalTrials.gov.



Amivantamab is a bispecific
antibody. It has two different
“arms,” each with a job to
fight cancer.

Arm 2
Arm 1 Binds to
Binds to EGFR a protein called

A Gantor cElE s ——e MET on cancer cells

By targeting two proteins,
amivantamab helps stop
cancer growth and can

help even when cancer cells
try to find other ways to grow.

Bispecific Antibodies (BsAbs)

Two Targets — One Medicine

EGFR MET

Cancer cell

EG
FR-
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* Only 1 BsAb currently FDA-
approved for EGFR+ lung cancer

Amivantamab

« Others in development

FDA Prescribing Information; ClinicalTrials.gov.



Antibody-Drug Conjugates (ADCs) E%

TN D e Tl

Delivering Treatment ‘Directly’ to Cancer Cells

What is datopotamab deruxtecan?

It is an ADC made of three parts:

Antibody (datopotamab)
Finds and attaches to TROP2
on cancer cells

Linker
: © Acts like a safe “connector”

that holds the drug

* Only 1 ADC currently FDA-
approved for EGFR+ lung cancer

« Datopotamab deruxtecan (Dato-DXd)
Chemotherapy (DXd)

A powerful medicine that
kills cancer cells

This design helps deliver the
medicine directly to cancer cells

and limits harm to normal cells.

* Others in development

FDA Prescribing Information; ClinicalTrials.gov.



e Treatment
Landscape Today




on 19 del or Exon 21
-mutated Advanced or
Metastatic Disease
First-Line




NCCN Recommendations

|
You have an

. EGFR

exon 19 deletion

or L858R
mutation

_

-

Your EGFR
mutation was
found before

you started

Preferred Choices (Category 1)

Q Osimertinib

(Carboplatin or Cisplatin) +
Osimertinib + Pemetrexed

(Category 1)

Version 7.2026 (August 7, 2026)

Other Choices (in certain situations)

e Afatinib (Category 1)
e Dacomitinib (Category 1)
e Erlotinib (Category 1)

e Erlotinib + Bevacizumab

(nonsquamous) (Category 1)
treatment e Erlotinib + Ramucirumab
o ) o Lazertinib + Amivantamab-vmjw e Gefitinib (Category 1)
(Categoryl) e Lazertinib
A, J
gl
- WHAT TO DO
[ Q
Your EGFR Interrupt current therapy and start therapy as shown above
mutation was or
found during add osimertinib to carboplatin/cisplatin +
your first pemetrexed (nonsquamous)
treatment
. A ¢ i

-—p

== -
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A~
Wl

Discuss
subsequent line
therapy with
care team via
shared decision-
making

4l
Discuss
subsequent line
| therapy with
care team via ‘
‘ shared decision-

' maki:gi JJ

NCCN Guidelines. NSCLC. Version 7.2026.



Summary of Landmark 1L Trials
FLAURA, FLAURA2, and MARIPOSA

FLAURA
FLAURA2

MARIPOSA

Treatments Compared

QN

il

& 8 O

ki

( | AN
- | -

Osimertinib

Gefitinib
or Erlotinib

Osimertinib +
Chemotherapy

Osimertinib
alone

Amivantamab +
Lazertinib

Osimertinib
alone

Progression-Free
Survival (PFS)
R 18.9 months

10.2 months
B 25.5 months
16.7 months

I 23.7 months

16.6 months

@ Overall Survival (OS)

N 38.6 months

31.8 months

IR 47.5 months

37.6 months

3-year survival:

XXX 60%
YYIX 51%

¢

9

el )

Key Takeaway

Osimertinib helped
people live longer
without cancer getting
worse—and live
longer overall.

Adding chemotherapy
gave more time before
the cancer worsened
and improved overall
survival, but added
side effects.

The combination gave
more time before the
cancer worsened and
improved overall survival,
but had more side effects
than osimertinib alone.

EG

== -
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Soria J, et al. N Engl J Med. 2018; Ramalingam S, et al. N Engl J Med. 2020; Cho B, et al. N Engl J Med. 2024;
Yang J, et al. N Engl J Med. 2025; Planchard D, et al. N Engl J Med. 2023; Janne P, et al. N Engl J Med. 2025.



on 19 del or Exon 21

-mutated Advanced or

Metastatic Disease
Subsequent-Line




NCCN Recommendations E(F;!
Version 7.2026 (August 7, 2026)

(EGFR Exon 19 Deletion or L858R Mutation)
AGAIN

WHAT TO CONSIDER

— @ Asymptomatic  Consider local treatment (such as SABR or surgery) S /,/'
(no symptoms) for limited areas of cancer l I
o

e Continue Osimertinib or Lazertinib + Amivantamab-vmjw
Progression,
WHAT TO CONSIDER see therapy

7
( . * Consider local treatment (such as SRS) for multiple
I | % Brain e Continue Osimertinib or Lazertinib + Amivantamab-vmjw :
lesions below

® NCCN Guidelines for CNS Cancers

Cancer grew e L
while on WHAT TO CONSIDER
Limited .
Osimertinib = m 3 * Consider local treatment (such as SABR or surgery)
( _._I_I_ progression * Continue Osimertinib or Lazertinib £ Amivantamab-vmjw

3 e
or Lazertinib 3| @ symptomatic || (few areas) or

+ e Therapy for multiple lesions (see below
+ B (s ymptoms) | | i P ( ) y IF CANCER GROWS
Amivantamab- : ) AGAIN

N - WHAT TO CONSIDER

vmjw

¢ Carboplatin/Pemetrexed + Amivantamab-vmjw /j
S = : (if not previously given) (nonsquamous) I
Multipl
pE—— (Category 1) (preferred) ] |
—p e, Systemic (many areas) ap Discuss
(8 progression. . Lazertir?ib + Ar:niva‘ntamab-vmjw (if not previously given) subsequent lines
N J (useful in certain circumstances) ;
= with care team
e Other systemic therapy using shared
(NSCL-K 1 of 6) decision-making

e (NSCL-K 5 of 6)
NCCN Guidelines. NSCLC. Version 7.2026.




MARIPOSA-2

EG

Amivantamab + Lazertinib + Chemo vs. Amivantamab + EB

Chemo in 2L (post-osimertinib) EGFRm NSCLC

Results at a Glance

PFS

Time before cancer
worsened

C
00 |-

Intracranial PFS

Time before cancer
worsened in the brain

Overall response rate

Patients whose
tumors shrank

@&k

Grade 3+ side effects

More serious
side effects

Amivantamab +
Lazertinib + Chemo

<
8.3

months

12.8

months

63%
92%

Amivantamab +

Chemo

&
6.3

months

12.5

months

64%

72%

Chemo alone

)
4.2

months

8.3

months

36%
48%

Passaro A, et al. Ann Oncol. 2024.



Exon 20 Insertion
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Disease




NCCN Recommendations

EGFR
exon 20
insertion
mutation

(NSCLC)
N Y

FIRST-LINE THERAPY
I Carboplatin/

Pemetrexed +
Amivantamab-vmjw"""YY
(non-squamous)
(Category 1) (preferred)

OR

s Systemic
Therapy

(NSCL-K 1 of 6)

Tumor

response
evaluation

s [ —>

- Qo

,,
Ner===

Version 7.2026 (August 7, 2026)

SUBSEQUENT THERAPYYY

i N
e Sunvozertinib
OR -
¢ Systemic Therapy, r— _)
Subsequent
(NSCL-K 5 of 6)

Amivantamab-vmjwY¥Y
OR

Sunvozertinib
L

b

(" If not received previously,
* Amivantamab-vmjwYY

EG
FR-

P T A )

Systemic
Therapy,

Subsequent
(NSCL-K 5 of 6)

Systemic
Therapy,

Subsequent
(NSCL-K 5 of 6)

Response
A 0 or stable |

disease

(N4 cycles
U (total)™ =

Amivantamab-vmjwww
OR l
Sunvozertinib

4

OR
OR
* Systemic Therapy,
Subsequent
(NSCL-K 5 of 6) )
+
Tumor P = )
response [ Response| | Maintenance
evaluation 10 orstable % Therapy

disease

| (NSCL-K 4 of 6)
p——

NCCN Guidelines. NSCLC. Version 7.2026.

=



Summary of Exon 20 Trials E%

PAPILLON, WU-KONG1B

PAPILLON — first-line treatment @ WU-KONG1 — after platinum chemotherapy

:‘% 308 patients  Amivantamab + chemo vs chemo alone #3% 174 randomized patients | Sunvozertinib 200 mg vs 300 mg once daily

Amivantamab Chemo Sunvozertinib Sunvozertinib
RESULT @ + Chemo @ alone LA 200 mg 0 300 mg

[ . @ [imrresmeme a59% w472
@ om 73% vs 47% Pt MAmonths  vs 13.8 months
D s 75% v 54y @) Grade 23 diarrhea 2.2% ve 18%
@ zf::t? PRI, 37% vs 31% ﬂ Grade >3 increased CPK* 6.6% Vs 12.6%

Zhou C, et al. N Engl J Med. 2023; Sanborn R, et al. Target Oncol. 2025; Yang J, et al. J Clin Oncol. 2025.



Module 4:
Best Practice Treatment of
Earlier Stage EGFRm NSCLC




EG
Treating Earlier Stage EGFR+ NSCLC FR-

Resectable Disease (surgery is an option)

* Neoadjuvant therapy = treatment prior to surgery

- Adjuvant therapy = treatment after surgery

Unresectable Disease (surgery is not an option)

- Consolidation therapy = treatment used to maintain therapeutic
benefit/reduce recurrence risk in stage III disease after platinum-based
chemoradiotherapy (CRT)




e Treatment
Landscape Today




esectable Disease
Neoadjuvant




NeoADAURA

Osimertinib Prior to Surgery

EG
FR-

I NIt

358 people with resectable
EGFR-mutated non-small cell
lung cancer (Stage I1-11IB)

Randomized to 1 of 3
treatment groups
before surgery

‘ Very little cancer left in the

tumor at surgery (<10% viable cancer) to have surgery

i N rdl N ;" w ‘
Osimertinib Osimertinib Chemotherapy
+ Chemotherapy Alone Alone
(n=121) @ (n=117) @ (n=120) |
+ g, & =
X / b .

% of patients who were able

©

SURVIVAL (EARLY RES

3. 12-MONTH EVENT-FREE

ULTS)

% of patients alive without cancer

returning or growing

fy (4] (o) o,
26% 0 92% 97% 89% 9
25% 93% 95% 83% 36% 33%
© & ®
v v v 13%
Osimertinib Osimertinib Chemo Osimertinib  Osimertinib Chemo Osimertinib Osimertinib Chemo Osimertinib Osimertinib Chemo
+ Chemo Alone Alone + Chemo Alone Alone + Chemo Alone Alone + Chemo Alone Alone

4. SEVERE SIDE EFFECTS

% of patients with more serious
(Grade 3 or higher) side effects

He J, et al. J Clin Oncol. 2025.
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Adjuvant




ADAURA

Osimertinib After Surgery

EG
e

Tl

682 patients with early-stage
EGFR-mutated non-small cell
lung cancer (Stage IB-1IIA)

All patients had their cancer
completely removed by surgery

Patients were randomly assigned
to one of two groups

DISEASE-FREE SURVIVAL (DFS)

DFS = length of time after treatment when the cancer did not come back

@ g;;E:SRE—FREE OSIMERTINIB PLACEBO
SURVIVAL S 8085 2 0 e 0000
Percentage of patients w w w w ww w 'I"I' w ww

h did not

whose cancer di 88% 53%

come back within
Digeis 298 out of 339 patients 181 out of 349 patients

or death by 80% compared with placebo.

@ Osimertinib reduced the risk of the cancer coming back
(Hazard Ratio for DFS, 0.20; 95% Cl, 0.16-0.24; p < 0.0001)

OSIMERTINIB

n =339

Taken by mouth
once daily for up to
3 years

OVERALL SURVIVAL (OS)

0OS = length of time after treatment
randomization until death from any cause

OSIMERTINIB PLACEBO

rerereee tfeRd
85% 73%

5-year overall survival 5-year overall survival
288 out of 339 patients 251 out of 343 patients

Osimertinib reduced the risk of death

@ by 51% compared with placebo.
(Hazard Ratio for OS, 0.49; 95% CI, 0.38-0.64;
p < 0.0001)

PLACEBO

n=343

Taken by mouth
once daily for up to
3 years

SAFETY: Side Effects

Most side effects were mild to
moderate.

Serious side effects occurred in:

OSIMERTINIB

24%

of patients

PLACEBO

12%

of patients

The most common side effects
with osimertinib included
diarrhea, dry skin, nail changes,
and rash.

WuY, et al. N Engl J Med. 2020; Tsuboi M, et al. N Engl J Med. 2023.



nresectable Disease
Consolidation




LAURA

Osimertinib After Chemoradiotherapy (CRT)

EG
e

Tl

g

WHO WAS IN THE STUDY?

OSIMERTINIB

216 patients with unresectable
Stage /Il EGFR-mutated

(n =143)

non-small cell lung cancer 0
-\, All patients had completed
ﬂ j platinum-based chemoradiotherapy
R and had no cancer progression Taken by mouth
— once daily
[fy.\.l Patients were randomly assigned until disease progression
™/ (2:1) to one of two groups or unacceptable toxicity

Length of time patients lived without the cancer growing or spreading

/ OSIMERTINIB o PLACEBO
) 84%
\J 39.1 lower risk of 5.6
months cancer progression months
2 9 2 ° 8 0 8 ® or death with e e @
(AR RN R osimertinib ™
Median PFS (HR 0.16; p < 0.001) Median PFS
with osimertinib with placebo

PRIMARY RESULT: PROGRESSION-FREE SURVIVAL (PFS) |

PLACEBO
(n=73)

Taken by mouth
once daily
until disease progression
or unacceptable toxicity

SAFETY

Side effects were mostly
mild to moderate.

Serious side effects

(Grade 3 or higher) occurred in:

OSIMERTINIE PLACEBO
35% 9%
of patients of patients

The most common side effects
with osimertinib included:
diarrhea, rash, dry skin,

and nail changes.

Lu S, et al. N Engl J Med. 2024; Ramalingam S, et al. J Thoracic Onc. 2025.



Module 5:
Weve Come a Long Way —
Where to Next?




1980s

THE DISCOVERY
OF EGFR

2004

EGFR MUTATIONS
IDENTIFIED

2005

EGFR MUTATION
TESTING BEGINS

2009

FIRST-GENERATION
EGFR TKlIs APPROVED

2013

AFATINIB
APPROVED

2015

OSIMERTINIB
BREAKTHROUGH

2017-2019

FIRST-LINE
OSIMERTINIB

The Future is Bright (and Personal!)

2021-2023

ADVANCING
THE STANDARD

EG
FR-
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2024
AND BEYOND

THE FUTURE
IS PERSONALIZED




EG
Ongoing Momentum and Innovation  FR-

* Next-generation EGFR TKIs

« Numerous “4th-generation” agents in early-phase clinical trials
 Zipalertinib under FDA review for 2L.+ EGFR exon20 - FDA PDUFA date = February 2027

+ positive 1L readout this past week!
» Antibody-Drug Conjugates

* Sacituzumab tirumotecan demonstrated survival benefit vs. docetaxel in previously treated (post-TKI)
advanced EGFRm NSCLC - Granted FDA Breakthrough Therapy Designation

» Bispecific Antibodies

» Ivonescimab has demonstrated PFS benefit when combined with platinum doublet chemo vs. chemo
alone in 2L+ (post-TKI) advanced EGFRm NSCLC - FDA PDUFA date = November 2026

« Smarter combination therapies

* More “personalized” treatment

Su C, et al. Transl Cancer Res. 2025; Piotrowska Z, et al. J Clin Oncol. 2025; Heymach J, et al. Future
Oncol. 2025; Fang W, et al. N Engl J Med. 2026; Fang W, et al. JAMA. 2026; ClinicalTrials.gov.



Interactive Q & A
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