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» This presentation will discuss the unapproved use of certain therapies for the
treatment of EGFR-mutated non-small cell lung cancer
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Learning Objectives

» Describe the clinical significance of EGFR driver mutations in NSCLC and
testing strategies for their identification

« Evaluate the most recent clinical trial data and treatment implications
associated with available and emerging EGFR-targeted therapies for NSCLC

» Assess the latest clinical guidance associated with EGFR-targeted therapies,
including optimal treatment selection, timing, and sequencing, as well as
strategies to minimize treatment interruption, mitigate potential AEs, and
optimize patient outcomes
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EGFR = epidermal growth factor receptor; NSCLC = non-small cell lung cancer; AEs = adverse events.



Lung Cancer Molecular Subtypes
with FDA-Approved Agents
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Choudhury NJ, et al. Clin Cancer Res. 2023;29(17):3418-3428. American Association for Cancer Research (AACR)
Genomics Evidence Neoplasia Information Exchange (GENIE) 11.0-public Data Guide. Available at: genie.cbioportal.org.
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EGFR: A Timeline of Oncogene Progress

ADC
Biopsies at AR Adjuvant osimertinib for treatments
to assess for mechanisms early stage )
of resistance Mechanisms
EGFR mutations plasma ctDMA of resistance
discovered 2™ gen EGFR TKis mutation testing to osimertinib

2010 » 2012 52014

2001 > 2006 008

1% gen Genotyping ard gen EGFR TKis Initial Amivantamab
EGFR TKls becomes S0OC treatment combinations
in clinical TKIs move to 1% line Choices for first line with

trials EGER TKI osimertinib EGFR TKI
combinations

TKis = tyrosine kinase inhibitors; AR = acquired resistance; SOC = standard of care; ADC = antibody-drug conjugate.

Slide content created by Yu H.
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EGFR-Mutant NSCLC Is
Becoming More Complicated...

4_| 79% of patients have

classically sensitizing EGFR
mutations (exon 19 deletion
and L858R in exon 21)

R G| 15% of patients have
“atypical” EGFR mutations

exon 20
ins

6% \ 6% of patients have EGFR

exon 20 insertions
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EGFR Exon 20 Insertions
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~1% of people with NSCLC.

More common in adenocarcinoma.
More common in Asian Americans.
More common in African Americans.
Choudhury NJ, et al. Clin Cancer Res. 2021;27(10):2920-2927.
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EGFR Exon 20 Insertions

Impact of deletions and insertions on EGFR activation

Wild-type EGFR Wild-type EGFR
s Deletions P N

 EGFR exon 20 mutations (other than T790M)

Insertions |

Generally, not responsive to 1st- and 2nd-generation \
EGFR TKI therapy (exceptions include ~—"" N
p.A763_Y764insFQEA, p.A763_Y764insLQEA)

/

Some approaches for EGFR variant detection may
not detect EGFR exon 20 insertions; NGS is preferred

NGS = next-generation sequencing. / \
Vyse S, et al. Signal Transduct Target Ther. 2019;4:5. — S

Referenced from the National Comprehensive Cancer Network® (NCCN®) Clinical Practice Gmdellnes in Oncology
(NCCN Guidelines®) for Non-Small Cell Lung Cancer V.8.2025. © National Comprehensive Cancer Network, Inc. 2025.
All rights reserved. Accessed September 5, 2025. To view the most recent and complete version of the guideline, go .
online to NCCN.org. NCCN makes no warranties of any kind whatsoever regarding their content, use, or application, Solid Tumors
and disclaims any responsibility for their application or use in any way.



1st-Generation EGFR TKis Are Generally Not Active

in Patients with EGFR Exon 20 Insertions

rwPFS
EGFR TKI (n=37) [N 31 mo
10 (n=11) NG 3.3 mo

Chemo-10 (n=16) NG 4.5 mo
Platinum-based chemotherapy (n=41) | KGN 5.7 no

0% 5% 10% 15% 20% 25%
B rwRR

10 = immunotherapy; rwPFS = real-world progression-free survival; rwRR = real-world response rate.
Ou SHI, et al. J Clin Oncol. 2021;39(15 Suppl):9098.
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Amivantamab (EGFR — MET Bi-Specific Ab) as 2nd-Line
Therapy in Patients with EGFR Exon 20 Insertion NSCLC

Exon20ins location
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40 2 Response per RECIST Efficacy Population (n = 81)
50 ] ORR, % (95% ClI) 40 (29 to 51)
e CBR, % (95% CI) 74 (63 to 83)
—70 3 Best response, No. (%)

Best Change From Baseline in
SoD of Target Lesions (%)

mPFS 8.3 months

—80 3 CR 3@4)
_g0 2 PR 29 (36) mQOS 22.8 months
10041 _ sD 39 (48)
PD 8 (10)
NE 2@
SoD = sum of lesion diameters; RECIST = Response Evaluation Criteria in Solid Tumors; ORR = overall response
rate; Cl = confidence interval; CBR = clinical benefit rate; CR = complete response; PR = partial response; SD = T
stable disease; PD = progressive disease; NE = not evaluable; mPFS = median PFS; mOS = median overall survival. Solid Tumors

Park K, et al. J Clin Oncol. 2021;39(30):3391-3402.



Amivantamab in 1st-Line Treatment
of EGFR Exon 20 Ins

 Recurrent/metastatic NSCLC
* EGFR exon 20 insertion

* No prior systemic therapy
N=308

BICR = blinded independent central review.

Zhou C, et al. N Engl J Med. 2023;389(22):2039-2051.

Carboplatin

Pemetrexed

Primary endpoint:

PFS by BICR using
RECIST v1.1
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Amivantamab in 1st-Line Treatment
of EGFR Exon 20 Ins — PFS

1004
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~§ & 5.6-7.3) : : chemotherapy
e 304 : | o,
& 20 Hazard ratio for disease i 11'4920 1(257/) S
1 progression or death, ! i)
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0-P<0.001 ! ! - :
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No. at Risk
Amivantamab— 153 135 105 74 50 33 15 3 0
chemotherapy
Chemotherapy 155 131 74 41 14 4 2 1 0
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Zhou C, et al. N Engl J Med. 2023;389(22):2039-2051.



Amivantamab in 1st-Line Treatment
of EGFR Exon 20 Ins — OS

Amivantamab—Chemotherapy

Percentage of Patients
i
=]
1

Median Overall Survival (95% CI)

Not estimable
Chemotherapy 24.4 (22.1-not estimable)

Amivantamab—chemotherapy

207 Hazard ratio for death, 0.67 (95% Cl, 0.42-1.09) Chemotherapy
109 p-0.11
0 T | T | T | | T |
0 3 6 9 12 15 18 21 24 27
Meonths since Randomization
No. at Risk
Amivantamab—chemotherapy 153 144 133 115 88 60 38 15 5 0
Chemotherapy 155 153 144 110 85 57 37 24 & 0

Zhou C, et al. N Engl J Med. 2023;389(22):2039-2051.

Great Debates
Solid Tumors



Amivantamab in 1st-Line Treatment
of EGFR Exon 20 Ins — Toxicity

Table 3. Adverse Events.

Adverse Events

Any event
Any serious event
Any event resulting in death

Any event leading to interruption of any agent

Zhou C, et al. N Engl J Med. 2023;389(22):2039-2051.

Amivantamab-Chemotherapy Chemotherapy
(N=151) (N=155)
All Grades Grade =3 All Grades Grade =3

151 (100)
56 (37)
7 (5)
104 (69)

number of patients (percent)

114 (75) 152 (98) 83 (54)
1 48 (31) 1
4(3)
56 (36)
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Amivantamab in 1st-Line Treatment
of EGFR Exon 20 Ins — Toxicity

Table 3. (Continued.)

Amivantamab—Chemotherapy Chemotherapy
Adverse Events (N=151) (N=155)
All Grades Grade =3 All Grades Grade =3

number of patients (percent)

Adverse events reported in =15% of patients in either groupf

Neutropenia 89 (59) s 50 (33) 70 (45) m—) 35 (23)
Paronychia 85 (56) - 10 (7) 0O oy O
Rash 81 (54)mmmmmmp-1 7 (11) 12 (8) =) 0
Anemia 76 (50) 16 (11) 85 (55) 19 (12)
Infusion-related reaction 63 (42) 2(1) 2 {1) 0
Hypoalbuminemia 62 (41) 6 (4) 5 (10) 0
Constipation 60 (40) 0 7 (30) 1(1)
Leukopenia 57 (38) e 1 7 (11) 0 (32) w5 (3)
Nausea 55 (36) 1(1) 5 (42) 0
Thrombocytopenia 55 (36) 15 (10) 6 (30) 16 (10)
Decreased appetite 54 (3¢) 4 (3) 3 (28) 2(1)
Increased alanine aminotransferase 50 (33) 6 (4) 6 (36) 2(1)
Increased aspartate aminotransferase 47 (31) 1(1) 1(33) 1(1)
Dermatitis acneiform 47 (31) 6(4) 5(3) 0
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Zhou C, et al. N Engl J Med. 2023;389(22):2039-2051.
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New Agents for

EGFR Exon 20 Insertion

Summary of Postchemotherapy Efficacy and Rates of Gl Toxicities With EGFR ex20ins-Directed Therapies Currently in
Development
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Gl = gastrointestinal.

Piotrowska Z. J Clin Oncol. 2025;43(13):1523-1526.
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WU-KONG1B Trial: Sunvozertinib
in EGFR Exon 20 Insertion

Tumor Response Per IRC (zog :;g)
Best ORR (%) with 97.5% ClI 53.3 (42.0, 64.3) Arer-wsenh \H\-\\\\\\\\\\H\\\\x[}\\ﬂ\\ﬂ\\\\\\\\\\\\E}\\&\\\\\\\\\\W\s\\\\ﬂ\wﬂ\\\\\\\\\\u\\ﬂ\\\\x\\\\\\\\\\\»\\\\\&ﬂ\\
Confirmed ORR (%) with 97.5% Cl 44.9 (34.0, 56.1) F—" H\B\B\B\EHE}B\EH.BBEBEEB&HEHB\HBBEH\~
Best Response, n (%) 100 4
Complete response 3(2.8) $04
Complete response (confirmed) 2(1.9)
Partial response 54 (50.5) il
Partial response (confirmed) 46 (43.0) 40+
Partial response (pending for confirmation) 4(3.7) i Y 5 ot L R ORI SUN S S T R e e SR R e N e S N R e R R S ae
Stable disease 39 (36.4) % 0
Progressive disease 8 (7.5) i 35
Not evaluable 3(2.8) I ,,,,,,,,,,,,,, LrisssRasiiyyy
- . 300 mg R K 4 4.4 ;
ommon (2 2%) 2 grade 3 TRAE, n (n%) (N =111) = R Ty
Diarrhea 19(17.1) 304
Blood creatine phosphokinase increased 12(10.8) e
Anaemia 439 [ Treatment Group: 300 mg - All (N = 106)]
Rash 4(3.8)
Lipase increased 4(3.6)
Neutrophil count decreased 3(2.7)
Hypokalaemia 3(2.7)
Decreased appetite 3(2.7)
Asthenia 3(27) grela_td D_Igbates
olld lumors

Yang JCH, et al. Presented at: American Society of Clinical Oncology (ASCO) Annual Meeting; May 31 -June 4, 2024; Chicago, IL.



REZILIENT1 Trial: Zipalertinib
in EGFR Exon 20 Insertion

TABLE 3. Summary of Best Response Status Across Dose Levels

100 4 Response, No. (%) <65 mg Twice a Day (N = 23) 100 mg Twice a Day (N = 39) 150 mg Twice a Day (N = 11) Overall (N = 73)
= = - Confirmed PR? 8 (35) 16 (41) 4 (36.4)
S w 1. sD 14 (60.9) 22 (56.4) 6 (54.5)
S .S 601 PD 1(43) 1(26) 19.1)
o @
c 3 40
=
I e () I R
B
-:?:: £ i a | aa a aa a a a a a a aaa
© ©
2 g 207
= e
oW -40 - bbpp b b
g & b b bb b b
o .E -60 bpp b
-'U_"J E bn
@ v -80
o ©
@ 490 4 Dose level [l =65mg [l 100 mg [l 150 mg P

» Overall response rate was 40%, demonstrating promising efficacy
» Toxicity was manageable, with 14% requiring a dose reduction
and 8% discontinuing due to a drug-related adverse event

aPrevious EGFR-targeted therapy; "Confirmed response.
Piotrowska Z, et al. J Clin Oncol. 2023;41(26):4218-4225.
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EGFR-Mutant NSCLC Is
Becoming More Complicated...

4_| 79% of patients have

classically sensitizing EGFR
mutations (exon 19 deletion
and L858R in exon 21)

R G| 15% of patients have
“atypical” EGFR mutations

exon 20
ins

6% \ 6% of patients have EGFR

exon 20 insertions
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AACR GENIE 11.0-public Data Guide. Available at: genie.cbioportal.org.



EGFR TKiIs Are Better Than Chemotherapy

104

0.8 1

0.6 1

0.4+

0.2 1

Progression-Free Survival
(probability)

Afatinib Cisplatin/pemetrexed

=== Afatinib
Cisplatin/pemetrexed

HR, 0.47; 95% Cl, 0.34 to 0.65; P < .001

{n=204) {n=104)
Events, n (%) 130 {64) 61 (59)
Median {months) 13.60 6.90

HR = hazard radio.

1 I ] I

3 6 9 12

1% 18 21 24 27

Time (months)

Sequist LV, et al. J Clin Oncol. 2013;31(27):3327-3334.
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Osimertinib as Effective against CNS Disease
as against Systemic Disease

A Progression-free Survival in Full Analysis Set

No. of Median Progression-free Survival
Patients (95% Cl)
mo

Osimertinib 279
Standard EGFR-TKI 277

18.9 (15.2-21.4)
10.2 (9.6-11.1)

Hazard ratio for disease progression or death,
0.46 (95% Cl, 0.37-0.57)
P<0.001

b
=]
|

0.8

0.6+
Osimertinib

Probability of Progression-free
Survival

0.4
0.2+
Standard EGFR-TKI
0.0 T T T T T T = T 1
0 3 6 9 12 15 18 21 24 27

Month

No. at Risk
Osimertinib 279 262 233 210 178 139 71 26 4 0
Standard 277 239 197 152 107 78 37 10 2 0
EGFR-TKI

B Progression-free Survival in Patients with CNS Metastases

No. of Median Progression-free Survival
Patients (95% Cl)
mo
Osimertinib 53 15.2 (12.1-21.4)
Standard EGFR-TKI 63 9.6 (7.0-12.4)

Hazard ratio for disease progression or death,
0.47 (95% Cl, 0.30-0.74)
P<0.001

i
=]
|

0.8

0.6

0.4 Osimertinib

0.2
Standard EGFR-TKI

T T

T T
0 3 6 9 12 15 18: 21 24 27

Probability of Progression-free
Survival

0.0

<
-

Month
No. at Risk
Osimertinib 53 51 40 37 32 22 9 4 1 0
Standard 63 57 40 33 24 13 6 2 1 0
EGFR-TKI

C Progression-free Survival in Patients without CNS Metastases

No. of Median Progression-free Survival
Patients (95% Cl)
mo

Osimertinib 226
Standard EGFR-TKI 214

19.1 (15.2-23.5)
10.9 (9.6-12.3)

Hazard ratio for disease progression or death,
0.46 (95% Cl, 0.36-0.59)
P<0.001

1.0+

0.8+

0.6
Osimertinib

Probability of Progression-free
Survival

0.4
0.2
Standard EGFR-TKI
0.0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27
Month
No. at Risk
Osimertinib 226 211 193 173 146 117 62 22 3 0
Standard 214 182 157 119 83 65 31 8 1 0
EGFR-TKI

Soria JC, et al. N Engl J Med. 2018;378(2):113-125.
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How Do We Improve on TKI
for EGFR-Mut Lung Cancer?

Add Dual EGFR
chemotherapy inhibition
Platinum + Amivantamab + Lazertinib
pemetrexed + anti-EGFR )’k anti-c-MET .
osimertinib 3“7:;%3,_{;?:('?”
Antibody
\Y;
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Planchard D, et al. N Engl J Med. 2023;389(21):1935-1948. Cho BC, et al. N Engl J Med. 2024;391(16):1486-1498.



FLAURAZ2: Osimertinib +/- Chemotherapy

Safety run-in period (N=30)

¥

Patients with untreated locally
advanced [ metastatic EGFRm NSCLC

Key inclusion criteria:
- Aged =18 years (Japan: 220 years)
- Pathologically confirmed
non-squamous NSCLC
- Ex19del / L858R (local / central test)
= WHOPSO/1 *
= Mo prior systemic therapy for advanced
NSCLC
- Stable CNS metastases were allowed
- Brain scans at baseline (MRI / CT)

S

stratification by:

+ Race (Chinese Asian /
non-Chinese Asian /

non-Asian)

= EGFRm (local / central

test)
WHO PS (0/ 1)

Osimertinib 80 mg (QD)

Osimertinib 80 mg (QD)
+ pemetrexed 500 mg/m?
+ carboplatin AUC5 Maintenance @
or cisplatin 75 mg/m? osimertinib 80 mg (QD)
{Q3W for 4 cycles for + pemetrexed (Q3W)
platinum-based Follow-up:
EETEL - RECIST 1.1 assessment at
6 and 12 weeks, then every
Randomization 12 weeks until RECIST 1.1
1:1 (N=557) defined radiological disease

progression or other withdrawal
criteria were met

* Primary endpoint: PFS by investigator assessment per RECIST 1.1
= Sensitivity analysis: PFS by BICR assessment per RECIST 1.1
« Secondary endpoints: OS, ORR, DoR, DCR, HRQoL, safety (AEs by CTCAE v5) and PFS2

CNS = central

nervous system.
Planchard D, et al.

ESMO Open.

2021;6(5):100271.
Planchard D, et al.

N Engl J Med.

2023;389(21):1935-1948. Baseline tumor size mm, mean/median (range)

Osimertinib + Osimertinib
Characteristics, % chemo (n=279) (n=278)
Sex: male / female 38/62 39/61
Age: median (range), years 61 (26-83) 62 (30-85)
Chinese / non-Chinese Asian / non-Asian / missing 25/39/35/<1 25/38/36/1
EGFR mutation: Ex19del / L858R 61/38 60/38
Extra-thoracic metastases 53 54
CNS metastases 42 40

65 / 57 (10-284)

64 /57 (11-221)
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Osimertinib +/- Chemotherapy for EGFR-Mut NSCLC

Probability of Progression-free Survival

Median (95% Cl)
mo

Osimertinib+ Platinum—Pemetrexed 25.5 (24.7-NC)
Osimertinib 16.7 (14.1-21.3)
difference, 8.8 mo

Hazard ratio for disease progression or death,
0.62 (95% Cl, 0.49-0.79); P<0.001

57% Osimertinib+

platinum-pemetrexed
Osimertinib

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

Months since Randomization

Great Debates

Solid Tumors
Planchard D, et al. N Engl J Med. 2023;389(21):1935-1948.



Osime

rtinib +/- Chemotherapy for EGFR-Mut NSCLC

FLAURAZ2: Overall survival

Median OS with osi + CTx was 47.5 months

1.0—

0.8 —

0.6 —

Probability of 05

0.2 —

No. Events / Median 05,
no. patients (%) months (95% CI)

B osi+cTx 1441279 (52)  47.5(41.0, NC)

2 years B osimono 1717278 (62)  37.6(33.2, 43.2)

80% HR (95% CI) 0.77 (0.61, 0.96); p=0.02

4 years
49%

Median follow-up {censored patients), months {range):

Osi + CTx 51.2 [0.2—60.4); Osi mona 51.3 (0.1-60.1)

0.0

0 3 6 g 12 15 1|8 2 24 27 o 33 36 3 42 45 48 51 54 57 60 63

Planchard D, et

Time from randomisation (months)

Great Debates
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al. Presented at: World Conference on Lung Cancer (WCLC); September 6-9, 2025; Barcelona, Spain. PL02.04.



Adding Chemotherapy to
Osimertinib Increases Toxicity

Table 3. Adverse Events.”
‘O simertinit+ Platinu m—Pemetrexed ‘Osimertinit Monoth erapy
Event [N=27§ [N=275)
Any Grade Grade 1 Grade 2 Grade 3 Grade 4 Any Grade Grade 1 Grade2 Grade 3 Grade 4
Anemia 128 (46) 30 (11) 43 (16} 55 (20) 0 22 (8) 15 (5) 6(7) 11<1) 0
Diar rhea 120 (43) 83 (30 29 (11) B3 0 112 (41) 89 (32) 22 (8) 1(<1) 0
Nausea 119 (43) 81 (29) 34 (12) 4] 0 28 {10y 22 (8) 617 0 0
Decreased appetite 85 (31) 49 (18) 28 (10} B(3 [} 26 (9) 18 (7) 6(2) 21 [}
Constipation 81 (29) 60 (22) 20 (7) 1<) 0 25 (10) 23 (8) 5(2) 0 0
Rash 77 (28) 55 (20 21 (8) 1{=<1) 0 57 (21) 25 (17) 11 (4 0 0
Fatigue 76 (28) 45 (16} 23 (8) B(3 [} 26 (9) 24 (9) 1(=1) 1(=1) [}
Vomiting 73 (26) 50 (18] 20(7) 31 [ 17 (6) 13 (5) 4] 0 [
Stomatitis 68 (25) 40 (14) 27 (10 1i=1) [} 50 (18) 32 (12) 17 (6) 1i=1) [}
Meutropenia 68 (25) 4 27 (10) 30 (11) 7(3) 9(3) 3(1) 4y 2{1) 0 Grade 3 27% 64%
Paronychia 65 (24) 28 (10} 35 (13) 211 0 7 (27) 37 (13) 35 (13) 11<1) 0 i
Nel:’l::r::izuunl 62 (22) 5(2) 26 (9) 25 (9) 6(2) 16 (6} 6(2) 53 211 ] or hlgher
Covid-19 57 (21) 3 (8) 31{11) 211 0 39 (14) 18(7) 21 (8) 0 0
ALT increase 56 (20 36 (13) 16 (6) 41 [} 21 (8) 17 (8) 3y 1{=1) [} 0, 0,
Platelet count decrease 51{18) 18 (7) 11 {4) 18 (7) 11 18 (7) 18(7) 1<) 0 0 SAE 1 9 /0 38 /0
Thrombocytopenia 51 (18) 18 (7) 13 (5) 16 (6) 31 12 (4) 6(2) 31 31 0
Dry skin 50 {18) 43 (16) 703) 0 0 66 (24) 62 (23) 4y 0 0 . .
AST increase 48 (17) 42 (15) 5(2) 1<l 0 13 (5) 12 (4) 0 1(<l) 0 Death 1 pat|ent 5 patlentS
Blood creatinine increase 46 (17) 33 (12) 13 (5) [} [} 12 {4) 10 (4) 2(y [} [}
White-cell count 44 (16) 7(3) 28 (10) B1(3) 1(=1) 18 (7) a3 B3 1(<l) 0
decrease
Peripheral edema 42 (15) 33 (12) 9(3) [} [} 12 {4) 9(3) 3y [} [}

* Safety analyses included all the patients who received at least one dose of trial treatment (safety analysis set), according to the treatment received. Each patient has been represented
onky with the maximum reported Commaon Terminology Criteria for Adverse Events grade foreach preferred term. Listed are adverse events from any cause according to preferred term
that were reported in at least 15% of patients in either group. Adverse events with an onset date on or after the date of first dose and up to and including 28 days after the discontinu s
tion of treatment but before the start of a subsequent anticancer therapy are reported. ALT denotes alanine amin otransferase, and AST aspartate aminotrans fe rase.

T One patient in the group that receved b plus pl P died from d 2019 (Covid-19).

. Great Debates
SAE = serious AE. Solid Tumors

Planchard D, et al. N Engl J Med. 2023;389(21):1935-1948.



How Do We Improve on TKI
for EGFR-Mut Lung Cancer?

Add Dual EGFR
chemotherapy inhibition
Platinum + Amivantamab + Lazertinib
pemetrexed + anti-EGFR )’k anti-c-MET .
osimertinib 3“7:;%3,_{;?:('?”
Antibody
\Y;
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Planchard D, et al. N Engl J Med. 2023;389(21):1935-1948. Cho BC, et al. N Engl J Med. 2024;391(16):1486-1498.



MARIPOSA Trial: EGFR + MET Inhibition as Initial Therapy
for Patients with EGFR-Mutant NSCLC?

[ Key Eligibility Cn'teri“ Sernal brain MRIs were required for all patients

Locally ad ; rimary endpoint of progression-free
ocally advanced or - —F ; .
metasytlatic NSCLC :"f Amlvantamab + Lazert"“b survival [PFS:I l])" BICR per RECIST v1.1:
= — . = Amivantamab + lazertinib vs osimertinib
Treatment-naive for 0 01_429’ open-label}
advanced disease £ Secondary endpoints of
= . P . T
Documented EGER s . m amivantamab + lazertinib vs osimertinib:
Ex19del or L858R o OSII'I"IE"EII'III} = Overall survival (OS)
« ECOGPSO0ori E (n_429: b||nd9d) » Objective response rate (ORR)
) ) = = Duration of response (DoR)
B = -Factors : Lazertinib = PFS after ﬁlrst subsequent therapy (PF52)
EGFR mutation type : =216 blinded = Symptomatic PFS
(Ex19del or L858R) (n=216; blinded) - Intracranial PFS
Asian race (yes or no) .
) ) Dosing (in 28-day cycles) Safety
*  History of brain Amivantamab: 1050 mg (1400 mg if =80 kg) weekiy for the ” — - -\
metastases (yes or first 4 weeks, then every 2 weeks Lazertinib: 240 mg daily Lazertinib monotherapy arm was included
\ noj _/ Osimertinib: 80 mg daily |_I0 assess the contribution of components |
Amivantamab +
Lazertinib Osimertinib
Characteristic, n (%) (n=429) (n=429)
Median age, years (range) 64 (25-88) 63 (28-88) 63 (31-87)
Female 275 (64) 251 (59) 136 (63)
Race
Cho BC, et al. Presented at: Asian 250 (58) 251 (59) 128 (59)
Eg |\2’|‘? 20002 "39 ﬁsz ; %cstobfér White 164 (38) 165 (38) 79 (37)
ol ; Viagrid spam. History of brain metastases 178 (41 172 (40 86 (40
LBA14. ClinicalTrials.gov. ry of bra S (“40) (40)
Accessed September 5, 2025. EGFR mutation type
https://www.clinicaltrials.gov/ Ex19del 258 (60) 257 (60) 131 (61) grgﬁtd D?S?rt\egrs
study/NCT04487080. L858R 172 (40) 172 (40) 85 (39)



Amivantamab + Lazertinib Improves
PFS When Compared to Osimertinib

100+ Median Progression-free

2 Survival (95% Cl)

g 804 mo

= Amivantamab-Lazertinib  23.7 (19.1-27.7)

3-6 60— Osimertinib  16.6 (14.8-18.5)

v e Amivantamab—lazertinib

o a0 | '

E Hazard ratio for disease progression or death, ! | . —

Y 204 0.70 (95% Cl, 0.58-0.85) ! | Osimertinib

& P<0.001 | |

0 T ! ! I I : I I : I I I 1
0 3 6 9 12 15 18 21 24 27 30 33
Months

No. at Risk
Amivantamab—lazertinib 429 391 357 332 291 244 194 106 60 33 8 0
Osimertinib 429 404 358 325 266 205 160 S0 48 28 10 0

Cho BC, et al. N Engl J Med. 2024;391(16):1486-1498.
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Amivantamab + Lazertinib Overall Survival

100 - Median OS
(95% ClI)
Amivantamab + lazertinib Not reached (42.9-NR)
Osimertinib 36.7 mo (33.4-41.0
80 - 75% { )
z HR, 0.75; (95% CI, 0.61-0.92); P<0.005 '
g
2 60%
% 60
§ Amivantamab + lazertinib
L B R ——
=
ES
£ 40 - 44% Osimertinib
&
o
=
(]
o
20 4
Median follow-up: 37.8 mo
0 T T T T T T T T T T T T T T T T T T T 1
0 3 5] 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 5T B0
No. at risk Months
Amivantamab + lazertinit 420 404 300 383 ars 363 343 328 310 287 o 23 168 m 61 18 1 0
tinit 429 416 404 6 a4 a5 =k m s ] 21 Fel m 132 ar 49 15 0 ']

Yang JCH, et al. Pres

*Based on an exponential distribution assumption of OS in both arms, the improvement in median OS is projected to exceed 1 year.
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ented at: ELCC; March 26-29, 2025; Paris, France. 40.



Amivantamab + Lazertinib Increases Toxicity
hen Compared to Osimertinib

Table 3. Adverse Events.®
Amivantamab—Lazertinib Osimertinib
Event (N=421) (N=428)
All Grade =3 All Grade =3
number of patients (percent)
Any event 421 (100} 316 (75) 425 (39) 183 (43)
Any serious event 205 {49) 143 (33)
Any event resulting in death 34 (B) i)
Event leading to interruption of any trial agent 350 (83) 165 (39)
Event leading to dose reduction of any trial 249 (59) 23 (3)
agent
Event leading to discontinuation of any trial 147 [35) 58 (14)
agent
Mve's?::{r:rr:f;r;?d in =15% of the patients G rade 3 43 % 75%
Paronychia 288 (68] 46 (11) 121 (28 2 (<1) .
Infusion-related reaction 265 {53; 27 (8) 0[ ] 0 OI’ h |g her
Rash 260 (62) 65 (15) 131 (33 3
Hypoalbuminemia 204 {48) 22(5) 26 (6) o
Increased alanine aminotransferase 152 {36) 21(5) 57 (13) 52 SAE 33% 49%
Peripheral edema 150 {36) 87 24 (5) o
Constipation 123 (29) 0 55 (13) 0
mey  sm me 30 Death 8 patients 7 patients
Dermatitis acneiform 122 {29) 35 (8) 55 (13) o
Stomatitis 122 {29) 5 (1) 90 (21) 1(<1)
Increased aspartate aminotransferase 121(29) 14 (3) 58 (14) 5(1)
Covid-19 111 {26) 8(2) 103 {24) 9(2)
Decreased appetite 103 {24) 401 76 (18) (1)
Pruritus 99 (24) 2 (<1 73 (17) 1(<1)
Anemia 96 (23) 16 (4) 91 (21) 7
Mausea 90 (21) 5 (1) 58 (14) 1(<1)
Hypacalcemia 88 (21) 9(2) 35 (8) o
Asthenia 78 (19) 12 (3) 46 (11) 4(1)
Pulmonary embolism 73 (17) 35 (8) 20(5) 107
Fatigue 70 (17) 6 (1) 42 {10) 4(1
Muscle spasms 70(17) 2 (=1) zm o Great Debates
Solid Tumors

Cho BC, et al. N Engl J Med. 2024;391(16):1486-1498.
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Could You Give the Chemotherapy or the

Amivantamab after Progression on Osimertinib?




Amivantamab + Lazertinib after Osimertinib

4 .
- ~ Dose Expansion Cohorts
D
i Cohort A: EGFR ex19del or L858R p— 30%
Plase Post-osimertinib and platinum-based chemotherapy (@o%:CL.21-40)
" Medi 10. th
Cohort B: EGFR ex20ins DOR A
RP2CD was Post-standard of care and platinum-based chemotherapy -
identified: CBR . 69%
?ﬂ\(l)%mam-?b;ooﬁo)rr\? Cohort C: Uncommon EGFR mutations (Fo5 Bl 55-78)
g =5l 1y Treatment naive or post-1st or 2" generation EGFR TKI ; 5.7 months
plus L 3 Median PFS  o50; 1, 4.0-8.2)
Lazertinib 240 mg PO Cohort D: EGFR ex19del or L858R ] ,
Post-osimertinib, chemotherapy naive, biomarker validation Median OS Not estimable
DOR = duration of response. ¢ grgﬁ::lD%na:\e;rs

Besse B, et al. J Clin Oncol. 2023;41(16):9013.
D



Chemotherapy + Amivantamab Improves
PFS Compared to Chemotherapy Alone at
Resistance to Osimertinib

Median progression-free

n survival, months (95% Cl)
100 Amivantamab—chemotherapy 131 6.3 (5.6-8.4)
—_— ivantamab—lazertini emotherapy .3 (6.8-9.
= Ami ab—lazertinib—chemoth 263 8.3(6.8-9.1)
é_\, Chemotherapy 263 4.2 (4.0-4.4)
3 Amivantamab—chemotherapy versus chemotherapy:
& 80 1 Hazard ratio for disease progression or death, 0.48 (95% Cl 0.36-0.64)
(= P<0.001
% Amivantamab—lazertinib—chemotherapy versus chemotherapy:
8 60 Hazard ratio for disease progression or death, 0.44 (95% CI 0.35-0.56)
5 N P<0.001
=}
T
o
% 40 Amivantamab-lazertinib-chemotherapy
o
E LLL Ll
0 20 Amivantamab-chemotherapy
c
2 ,
©
= [j:hemotherapy
0 T T T I T 1
0 3 6 9 12 15 18

Months Great Debates
Solid Tumors

Passaro A, et al. Ann Oncol. 2024;35(1):77-90.



Chemotherapy + Amivantamab Improves
OS Compared to Chemotherapy Alone
at Resistance to Osimertinib

Amivantamab-chemotherapy continues to demonstrate a clear and improving OS frend vs chemotherapy:
100 A

80 A
60 4

40

Ami-Chemo

Patients who are surviving (%)

1
Median OS i
Median follow-up: 18.1 mo (95% CI) : Chemo
20 1" Ami-Chemo 17.7 mo (16.0-22.4) i
Chemo 15.3 mo (13.7-16.8) !
. | HR, 0.73 (95% Cl, 0.54-0.99): P=0.039 | !
0 3 6 9 12 15 18 21 24 27
No. at risk Months
Ami-Chemo 131 124 115 101 88 63 39 15 2 0
Chemo 263 242 213 174 147 103 49 21 6 0

18-month landmark for OS was 50% for amivantamab-chemotherapy vs 40% for chemotherapy

Great Debates
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Popat S, et al. Presented at: ESMO Congress; September 13-17, 2024; Barcelona, Spain. LBA54.
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Is It One Size Fits All, or Is

Personalized Treatment Appropriate?




Risk-Adaptive Treatment Strategies

Should we treat these patients the same? Right now, we do.
What factors can we use to risk-adapt treatment?

52yo, EGFR G719A, TP53, RB1

76 yo, EGFR ex19 deletion only High symptom burden
Asymptomatic Diffuse mets including brain,
Oligometastatic disease _ liver, bone
Thoracic only disease MEd'E_‘" PF_S_ on Large tumor burden
Slow growing 1L osimertinib ctDNA pos at 3 weeks
ctDNA neg Progression within 4 mo on
On osimertinib x 4 years osimertinib

19 months

Increasing risk

How do we escalate treatment?
At what timepoint should we escalate?

Great Debates
) Solid Tumors
Slide content created by Yu H.



Treatment Escalation for EGFR ctDNA Non-Clearance
3 weeks NCT04410796

T Cycle 4-7 Cycle 8+

into therapy \ osine
rm Az
. Osimertinib Osimertinib
A Negative
Screening: - | B0Mg PO dail 80mg PO dail
Untreated Plasma EGFR (490 pts) E 8 _ v |=> . Y
- ) s (38 pts)
metastatic testing A a
Eq(;::; Positi § Arm B: Arm B:
sitive | N : - . ..
. Osimertinib Osimertinib
:“rc’ - ~piCycle1 | [Cycle2 | |cycle3 | =P %’- 80mg PO daily 80mg PO daily
eatme 3|~ Carboplatin  |™® | and
[
15l (571 pts) Pemextrexed (500mg/m2)
(500mg/m2) x Mainetenance
ﬂrﬂﬂ-l:ll..lf 4 WEIES the‘rap"r
(5 pts) (38 pts)

Treatment plan: All patients will receive osimertinib 80mg orally daily. Patients enrclled in Arm B will
receive Carboplatin (AUC 5 IV q 3 weeks) and Pemetrexed (500mg/m2 IV q 3 weeks) for a total of 4
cycles followed by pemetrexed maintenance from cycle 8 onwards.

Total enroliment: Approximately 571 patients will be screened. B0 will be eligible for randomization
and treatment consent. 76 will be randomized.

Time to completion: 5 years

EOT = end of treatment; AUC = area under the curve. R
Slide content created by Yu H.
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What Happens When the Disease

Progresses after Osimertinib?




Depends on Mechanism of Resistance + 1L Treatment
(-Rldcﬁlrmlﬂmlinn )
:’Patienl Facto rsj Gm,::g @ @

| - s B R
ﬁ ‘ . D Osimertinib | TN B ol men ..l Third-line chemo
mPFS 189 mo :ﬂmlﬂ.!m | mPFS 3.5-4.8ma
3 EGER exan -
|[:nmummmea\J ﬁtmlﬂ_’;‘g:" 19 delation

{i.e. thoracic
only, ciDNA

oligomeatastatic) negative at

Shaw growing ) baseline
| Carboplatin/
L‘ Pemelrexed

E)

a Osimertinib +

& Carboplating

= Pemetrexed

s FLAURAZ

Baseline 2 RS 75 5 ma
' i CIDNA + g
'_-.“ fp 550 N c1DNA = [ |
Sollis Amivantamab +
[ Mo ] Lazertinib [ ADCs
comorbiditizs Symplomatic EGFRLB5R l wPFS 5.1 mo ‘
Brain
High burden -
Amivantamab + )
Lazertinib Carboplatin/Pemetrexed/
MARIPOSA Amivantamab)/ ]
HEEE STy +f- Lazertinib Amivantamab +
“triplet” mres e.3me Lazertinib
“guad” wrFs 63 mo
MARIPOSA2
— Great Debates
Solid Tumors

Chen MF, et al. Ann Oncol. 2024;35(1):4-6.



Datopotamab Deruxtecan: TROP2 ADC

Study Design
e
Key inclusion criteria
» Stage 188, BC, or IV NSCLC Troatment Primary: ORR by BICR
* Presence of 21 actionable genomic ateraion (EGFR, ALK, ROST, Secondary:
NTRK, BRAF, MET exon 14 skipping, or RET) ":M"‘ . mﬁwm&
*ECOGPSof0or 1 mgg . By ORR
* 21 ine of targeted therapy . 08 HgPK,: .
* 1 0r 2 prior cytotaxic agent-containing therapies induding platnum-
based tharapy in the metastatic selting
* Radographic disease progression afier targated tharapy
Demographic characteristics Dato-OXd
W17 Relative Frequency of Genomic Alterations
Madian age (range), years 60 {29-79)
Femalo, n (%) 83 (61)
Hatology, n (%)
Adenocarcinoma 130 (95)
" EGFR
Hestory of beain metastasis, n (%] 70(51) mutation®
Madian prior lines of therapy for advimet disease 3 57%
Prior lines of theragy, n (%) 137 (100) 1
I 23 prior lines of therapy for adv/met isease 98 (72) I RET
Prioe platinum chemotherapy 137 (100) S i
Prior anti-PD-1/ant-PD-L1 immunotherady 49 (36)
22 prior lines of targetod therapies for indicated 82 (60) RAF mutatic

genomic alteraton

BOR = best overall response.

Response and PFS

All Patients Patients with

Response per treated with EGFR ALK
BICR patients mutations  rearrangement

(N=137) (N=78) (N=34)
S?,: confirmed, 49358 34 (436) 8(23.5)
[95%’ - [27.844.4) (324-553]  [10.7-41.2)
Median DOR 7.0 7.0 7.0
(95% Cl), months ~ (4.2-9.8)  (4.2-10.2) (2.8-8.4)
g%z)““""“""' 108(788) 64 (82.1) 25 (73.5)
e i (71.0-85.3] [71.7-89.8] (55.6-87.1)
Median PFS,
(95% C) 54 58 43
e (4.7-7.0) (5.4-8.3) (2.6-6.9)

BOR: In the overall population (N=137), 4 patients (3%)
achieved a CR and 45 (33%) achieved a PR

EGFR subset: Among patients with sensitizing or T790M
mutations (N=68), the ORR was 49.1% in those previously
treated with osimertinib

Great Debates
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Paz-Ares L, et al. Presented at: ESMO Congress; October 20-24,2023; Madrid, Spain. LBA15.
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Does Any of This Translate

into the Early-Stage Setting?




ADAURA Trial: Phase lli
Double-Blind Study Design

Patients with completely resected Planned treatment duration: 3 years

stage 1B, II, lIA NSCLC, with or without Osimertinib
adjuvant chemotherapy 80 mg, once daily Treatment continues until:

Key inclusion criteria: * Disease recurrence
>18 years (Japan / Taiwan: >20) Stratification by: e * Treatment completed
WHO performance status 0/ 1 stage (1B vs Il vs IIIA) Randomization * Discontinuation criterion met
Confirmed primary non-squamous NSCLC EGFRm (Ex19del vs L858R) 11
Ex19del / L858R race (Asian vs non-Asian) (N=682) Follow up:
Brain imaging, if not completed pre-operatively * Until recurrence: Week 12 and 24,
Complete resection with negative margins then every 24 weeks to 5 years,
Max. interval between surgery and randomization: L then yearly

« 10 weeks without adjuvant chemotherapy
» 26 weeks with adjuvant chemotherapy

* After recurrence: every 24 weeks
for 5 years, then yearly

Endpoints

» Primary: DFS, by investigator assessment, in stage II/IlIA patients; designed for superiority under the assumed DFS HR of 0.70
» Secondary: DFS in the overall population-, DFS at 2, 3, 4, and 5 years, OS, safety, health-related quality of life

WHO = World Health Organization; DFS = disease-free survival. g'gﬁ;.[’%?ifgrs
Herbst RS, et al. Presented at: ASCO Annual Meeting; May 29-31, 2020; Virtual.



3 Years of Osimertinib
Improves Survival

Patients with Stage IB to IllA Disease
1.0+

0.9+
0.8
0.7+
0.6
0.5+
0.4+
0.3+
0.2+
0.1+
0.0

Probability of Overall Survival

P<0.001

Osimertinib

Placebo

5-Yr Overall Survival
(95% Cl)

|
|
|
I
!
percent !
I
|
|
T

Osimertinib 88 (83-91)
Placebo 78 (73-82)
Hazard ratio for death, 0.49 (95.03% Cl, 0.34—0.70)

0 6 12 18

No. at Risk
Osimertinib 339 332 325 324
Placebo 343 338 332 326

Tsuboi M, et al. N Engl J Med. 2023;389(2):137-147.

24 30 36 42 48 54 60 66 72 78 84 %0

Months since Randomization

319 311 304 301 294 252 176 108 50 15 0
314 304 290 281 267 223 164 97 44 17 3 0

Great Debates
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What about Unresectable
Stage lll EGFR-Mutant NSCLC

Stage 11l NSCLC Osimertinib 80 mg
age —o _
EGER exon 19 del or L858R until disease progression
Completed chemoradiation

(concurrent or sequential) Observation

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

Gree:t Debates
Solid Tumors

LusS, etal. N Engl J Med. 2024;391(7):585-597.



Osimertinib Improves PFS in Patients with
Stage lll NSCLC Previously Treated with ChemoRT

100
80—
80 74

704

60

50 QOsimertinib

40-

304

Percentage of Patients

20+
13

| Placebo

104

T
|
1
I
|
1
|
|
|
i
1
|
|
1
|
|
I
1
|
|
|
i
1
|
T

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 4% 51 54 57 60 63
Months since Randomization
No. at Risk
Osimertinib
Placebo

143 127 114 109 99 96 83 76 69 61 49 37 28 16 9 6 4 2 2 2 1 O
73 59 31 2515 10 9 6 6 4 4 3 3 3 2 1 1 0 0o 0 0 O

Median Progression-free
Survival (95% Cl)

mo
Osimertinib ~ 39.1 (31.5-NC)
Placebo 5.6 (3.7-7.4)

Hazard ratio for disease progression
or death, 0.16 (95% Cl, 0.10-0.24)
P<0.001

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

RT = radiotherapy.
Lu S, etal. N Engl J Med. 2024;391(7):585-597.
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Key Learning Points

Standard 1st-line therapies for patients with advanced EGFR exon 19
deletion/L858R include

— Osimertinib
— Osimertinib + platinum + pemetrexed
— Amivantamab + lazertinib

In the setting of completely resected EGFR-mutant stage IB-Ill NSCLC,
administration of platinum-based chemotherapy followed by 3 years of
osimertinib improves overall survival

In the setting of EGFR-mutant stage |ll NSCLC treated with chemoRT,
osimertinib (until disease progression) improves PFS

For patients with EGFR exon 20 insertion NSCLC, amivantamab as 2nd line
or chemotherapy + amivantamab as 1st line are available

New drugs are being explored in EGFR exon 20 insertion (eg, zipalertinib)

Great Debates
Solid Tumors
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