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Treatment of acquired resistance in 2nd line
EGFR mutant NSCLC should NOT be
mechanism based
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When would mechanism-based salvage therapy
make sense?

- A highly prevalent resistance mutation ( Gatekeeper?)

- Availability of a potent, mutant selective, targeted therapy with a
tolerable side effect profile

Precision medicine isn’t about ordering every
possible test. It’s about ordering the right test
for the right patient at the right time...

And impact management
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There was a time when acquired resistance in EGFRm NSCLC was mechanism based
IN 2015!

University of Miami Medical School 2015
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There was a time when acquired resistance in EGFRm NSCLC was mechanism based

IN 2015!

No identified

KRAS mutation (~1%) mechanism (~10%)
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SCLC ‘ (40-55%)
transformation
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amplification (10-15%)

EGFR amplification
concurrent with T790M (~10%)
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University of Miami Medical School 2015
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There was a time when acquired resistance in EGFRm NSCLC was mechanism based
IN 2015!

AURA trial P2 extension: Osimertinib

327 patients’ samples were eligible for T/90M testing.

207 (64%) had positive test results for T/90M.

201 received osimertinib treatment (61 as 2" line and 140 as 3" + line

ORR was 62% (95% cl, 54%-68%)

Disease control rate was 90% (95% cl, 85-94),

Median DOR in 122 responding patients was 15.2 months (95% ci, 11.3-NC)
Median PFS was 12.3 months 95% ci, 9.5 t0 13.8)
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Why we need to invest in mechanism agnostic approaches:

Resistance mechanisms to second-line osimertinib
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Why we need to invest in mechanism agnostic approaches:

Resistance mechanisms to second-line osimertinib Resistance mechanisms to first-line osimertinib
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* Other EGFR tertiary mutations include G719X, G724S AND S768I
A Mutations have also been reported
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Why we need to invest in mechanism agnostic approaches:

1. Chemo works!

2. Amivantamab works!

3. ADCs work!

Clinical trial approaches targeting mechanisms of resistance have an
important role in a subset of patients:

- who want to undergo repeat testing, and sometimes invasive biopsies

- have the performance status

- measurable disease

- creatinine clearance (often > 60!)

- lack of active brain metastases

- and have the family and logistic support for travel, frequent appointments
2026 Debates and Didactics in Hematology and Oncology



Many patients still start with osimertinib first:

COMPEL.: osimertinib plus platinum-based chemotherapy in patients with
EGFR-mutated advanced NSCLC and progression on first-line osimertinib

* Some tumor cells may retain sensitivity to EGFR-TKIs Osi + CTx was associated with improved progression-free ][ CNS PFS was also longer with ‘

following progression on first-line osimertinib (osi), survival (PFS) and longer overall survival (OS) osi + CTx versus PBO + CTx in patients
particularly in the central nervous system (CNS) versus PBO + CTx (n = 98) without baseline CNS metastases (n = 75)

| Median HR 0.43 6-month CNS PFS rate
e EGFR-TKI sensitive cells AN 4 months (95% C1 0.27-0.70)
® EGFR-TKI resistant cells :

87% 63%
Median 15.9 months HR 0.71
;= (95% C10.42-1.23)

T 1

| &

* COMPEL compared osi + chemotherapy (CTx)

' versus placebo (PBO) + CTx in patients with : 0 2 M 10th L a0 G Gl FRR G |
i EGFR-mutated advanced NSCLC and non-CNS : ki
i progression on first-line osi 5 [ Safety findings were consistent with the known safety profiles of each drug (n = 96) ] |

Grade 23 adverse events (AEs) 100 B Osi + CTx (any grade) PBO + CTx (any grade)

| ° B Osi + CTx (grade 23) M PBO + CTx (grade 23) i
i ® O @ i g i
: £ Randomized 1:1 (n = 98) PN : S |
; : : 63% 46% - & 31 :
: Osi + CTx PBO:#+CTx: 1 ¢ o 10 |
63 years Median age 61 years 2 |-
61% Female 80% i . Anemia Asthenia Nausea Diarrhea
22% CNS metastases 24% X Osi + CTx PBO + CTx Most common AEs !

CONCLUSION: Osi + CTx was associated with improved PFS and longer OS compared with PBO + CTx in patients with
non-CNS progression on first-line osi. These findings support osi as a backbone treatment for EGFR-mutated advanced NSCLC
through lines of therapy.
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Amivantamab

Blocking ligand-induced
activation and downstream
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Receptor internalisation
and degradation

Fc dependent trogocytosis
and ADCC

| [ |
| | [ |
] so00 @0eo0c0000 |
I L 000G DH I
[ | [ |
MET EGFR : :
binding binding g A .
domain domain : ¢ = :
. I et 1
¥ ' - AU | = ,
£ -I— — b : /3 : H
[ ; -= i
f * X : ¥ \esesy "
EGFR  MET : - g
[ |
Amivantamab i .
: :
| [ |
[ | [ |
| | [ |
| | | |

Carlisle et al., ASCO Education Book, 2025
2026 Debates and Didactics in Hematology and Oncology



MARIPOSA-2 (NCT04988295) demonstrated improved PFS versus chemotherapy
after disease progression on osimertinib in patients with EGFR-mutated advanced NSCLC

MARIPOSA-2 is a randomized,’ Amivantamab + Lazertinib + Chemotherapy and Predominant AEs in the amivantamab-containing
open-label, Phase 3 study Amivantamab + Chemotherapy improved PFS, intracranial PFS, arms were hematologic and EGFR-and MET-related
evaluating the efficacy and safety ORR, and other key endpoints versus Chemotherapy alone Most hematologic AEs were transient, with majority occurring in Cycle 1
of 2 regimens of amivantamab The safety profile of amivantamab-chemotherapy is consistent
(with and without lazertinib) Amivantamab-Chemotherapy Amivantamab-Lazertinib- with that of its individual components
and chemotherapy vs Chemotherapy Chemotherapy vs Chemotherapy T
ot it Amivantamab- IIVSIEAIS el
et HR for disease progression or death, HR for disease progression or death, Cheaggg)rapv ChL::weor:;\r:zpy
i o L o ; (n=263)
@ Chemothera Py 0.48 (95% Cl, 0.36-0.64); P<0.001 0.44 (95% Cl, 0.35-0.56); P<0.001 Mme:mon Ecr., MEJX:"" © AL' s = = A('i' o
(n=-|31) erapy- e s, N grades grades | grades
; e 36% ORR by BICR Any AEs 227(93) 117(48) 130(100) 94(72) 263 (100) 242 (92)
é}f:\eléa;ttﬁg::g;l-azenmlb' gmmgi«w . Paronychia 1(0.4) 0 48@37) 3 133(51) N4
EGFR
(n=263) Rash 12(5) 0 56(43) 8(6) 126(48) 17(6)
. - 64% OR=3.1 e Hypoalbuminemia ~ 21(9) 1(0.4) 29(22) 3(2) 104(40) 12(5)
g‘ 26";;) therapy Amivantamab-Chemotherapy ' : P<0.001 Peripheraledema  15(6) 0 4232 22 8532 1(04)
63% O chemoth Neutropenia 101(42) 52(21) 74(57) 59(45) 181(69) 144 (55)
. em ra
There are currently no targeted therapies Amivargamab-Lazertinib-Chemotherapy OR=3.0 - Thrombocytopenia 72(30) 22(9) 57(44) 19(15) 158(60) 96(37)
- P<0.001 i
approved for patients who progress T ——
o OSIMETintE Other: [0 1004) 0 76(8) 7(5 148(56) 9Q)
::::vﬁv/:;i:i:’fvi:ummnumw.cmmemAmmm;m'b‘mmmib.cwmw‘«‘w BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; OR, odds ratio; ORR, objective response rate; PFS, ion-free survival. AE, adverse event; EGFR, epidermal growth factor receptor; SAE, serious adverse event; TEAE, treatment-emergent adverse event.
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MARIPOSA-2 ( post osimertinib)

Primary endpoint PFS by BICR
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A pooled analysis of datopotamab deruxtecan in patients Journal of
Thoracic

with EGFR-mutated NSCLC Oncology

A critical unmet need exists for effective @ Dato-DXd elicited robust and

. later-line treatment options for patients with 2% Pooled study population (N = 117) durable clinical efficacy
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CONCLUSION: Dato-DXd demonstrated clinically meaningful activity and had a manageable safety
profile in previously treated patients with advanced EGFRm NSCLC
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Datopotamab deruxtecan ( TROP-2 ADC with topo-1 payload)
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Conclusions:

Molecular testing at progression can certainly be useful for some
patients.

- Liquid biopsies are convenient, patient friendly
- Tissue needed to r/o transformation to SCLC, SCC

But the majority of patients do not have a target!

Clinical trial data support mechanism agnostic approaches in relapsed
classical EGFR mutant NSCLC

- FDA approved amivantamab with carboplatin and pemetrexed - Sept 2024
- FDA accelerated approval of Dato-DXD - June 2025
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