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Key Takeaway

With clinically meaningful increases in 1L PFS and 2L PFS, initiating
treatment with amivantamab + lazertinib provides long-term durable efficacy

Conclusions

2L PFS was substantially longer in the amivantamab + lazertinib versus
osimertinib arm among participants who initiated a subsequent therapy

Participants with an identified resistance mechanism (known; eg, EGFR
C797S, MET amplification, RAS/RAF, PIK3CA) have worse 2L PFS than those
with no identified resistance mechanisms (unknown)

Amivantamab + lazertinib is the only combination regimen for 1L
EGFR-mutated NSCLC that reduces the most common resistance
mechanisms (eg, EGFR/MET), which are a poor prognostic factor

The ability of the amivantamab + lazertinib regimen to change the underlying

biology of disease is an important factor in EGFR-mutated NSCLC and may
contribute to the substantially improved 1L PFS, 2L PFS, and OS observed
in MARIPOSA
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resistance mechanisms3

MARIPOSA demonstrated significant progression-free survival (PFS) and
overall survival (OS) benefit with first-line (1L) amivantamab + lazertinib versus = Osimertinib

osimertinib in common EGFR-mutated non-small cell lung cancer (NSCLC)'2 oo . (n=198)
* Acquired MET amplifications and EGFR resistance mutations, which are
associated with poor prognoses, were significantly reduced with
amivantamab + lazertinib versus osimertinib (Figure 1)3-7 . |P=°-°°2
— Notably, EGFR/MET-independent resistance mechanisms 13.1%

(eg, RTK signaling, cell cycle) were similar between treatment arms?

— Unknown resistance (no clear resistance mechanisms) was higher in the
amivantamab + lazertinib versus osimertinib arm (68% vs 59%)3

— The relevance of known (eg, EGFR C797S, MET amplification) versus
unknown resistance on treatment outcomes is unclear

* PFS after first subsequent therapy (PFS2), often used to assess second-
line (2L) outcomes, may be biased due to the >7-month PFS improvement
observed with amivantamab + lazertinib versus osimertinib in MARIPOSA!

* Here, we evaluated 2L PFS in participants in MARIPOSA, measured from VET
time of first subsequent therapy initiation, including associations between amplification
resistance mechanisms and 2L outcomes

Participants (%)

Results

Baseline demographic and clinical characteristics

* As of the December 4, 2024, final analysis clinical cutoff, 154 participants in the
amivantamab + lazertinib arm and 209 in the osimertinib arm received a first
subsequent therapy

— EOT resistance data were available for 92 and 134 participants, respectively

— Median follow-up was 37.9 months (range, 1.8-48.1), consistent with the
randomized population?

* Baseline demographic and clinical characteristics were well balanced between
treatment arms (Table 1)

2L PFS

* Among participants who started a first subsequent therapy after 1L amivantamab +
lazertinib versus osimertinib, median 2L PFS was 8.4 months versus 5.3 months,
respectively (hazard ratio [HR], 0.72; 95% confidence interval [Cl], 0.54-0.95;
nominal P=0.02; Figure 3)

* Subsequent therapies were similar after 1L amivantamab + lazertinib and osimertinib,
minimizing impact on 2L PFS

— Most participants started a subsequent regimen that included platinum
chemotherapy (52% vs 66%) and/or an EGFR-targeting agent (47% vs 32%)

— A similar proportion of participants received radiation after 1L amivantamab +
lazertinib and osimertinib (11% vs 12%), or concurrently with initiation of 2L
treatment (1% each)

* Among all participants in both arms combined, median 2L. PFS was 7.4 months for
those with unknown resistance versus 4.6 months for those with known resistance
(HR, 0.63; 95% ClI, 0.45-0.90; nominal P=0.01; Figure 4)

— Median 2L PFS was consistent for EGFR/MET-dependent and EGFR/MET-
iIndependent subgroups within the known resistance subset

— Tumor size was balanced across resistance mechanisms at baseline and EOT

Table 1: Baseline demographic and clinical characteristics among
participants who received a first subsequent therapy

Amivantamab
+ lazertinib Osimertinib

Characteristic, n (%) (n=154) (n=209)
Median (range) age, years 63 (25-81) 60 (28-87)
Female 88 (57) 112 (54)
Race

Asian 86 (56) 125 (60)

White 62 (40) 79 (38)

Other? 6 (4) 5(2)
ECOG PS of 1 106 (69) 140 (67)
History of smoking 60 (39) 68 (33)
Brain metastases 64 (42) 92 (44)
EGFR mutation type®

Ex19del 85 (55) 133 (64)

L858R 70 (45) 76 (36)

a0Other includes American Indian or Alaska Native, Black or African American, Native Hawaiian or other Pacific Islander, multiple, and unknown. PParticipants can be counted in >1 category.
ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; Ex19del, exon 19 deletion; L858R, exon 21 L858R substitution.
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Background Figure 1: EGFR/MET-dependent Methods

MARIPOSA enrolled participants with previously untreated
= Amivantamab + lazertinib locally advanced or metastatic EGFR-mutated NSCLC
(n=148) (Figure 2A)
— 2L PFS was defined as time from initiation of first
subsequent therapy to investigator-assessed second
progressive disease, or death (Figure 2B)

 End of treatment (EOT) resistance was determined by
analysis of circulating tumor DNA (ctDNA), assessed by
the Guardant360°® next-generation sequencing panel using
liquid biopsy samples

dependent (eg, C797S, MET amplification) and/or EGFR/MET-
independent resistance (eg, HERZ2 amplification, PIK3CA,
RAS/RAF, cell cycle, TP53/Rb1 loss of function) acquired via
activation of alternative bypass pathways, abnormal
downstream signaling, or histologic transformation®’

— The absence of these detectable alterations constituted

Secondary EGFR
resistance mutations i
(C797S, L718X, G724X) unknown resistance

Figure 2: (A) MARIPOSA study design and (B) 2L PFS definition

e Known resistance mechanisms included detectable EGFR/MET-

A. Focus of this presentation
Key eligibility criteria c Amivantamab + lazertinib Primary endpoint:
* Locally advanced or .g (n=429; open-label) * PFS by BICR per
metastatic NSCLC © RECIST v1.1
N o o
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nat £5 Osimertinib Key secondary endpoint:
advanced disease T T (n=429; blinded) P I ifiad final OSP
- Documented EGFR Ex19del ~ § Z ’ ) rotocol-specified fina
or L858R - Post hoc exploratory
« ECOGPSOori g Lazertinib endpoint:
Stratification factors (n=216; blinded) ) 2LBzi§eatment arm
) EE%:S drglu;cff_'g?_) ;;g;e Lazertinib monotherapy arm was included — By resistance
« Asian race (yes or no) to assess the contribution of components mechanismse®
* History of brain metastases Serial brain MRIs were required for all participants;
(yes or no) MARIPOSA did not allow treatment crossover®
B. 2L PFS definitiond 2L initiation PD or deathe

2L treatment

!

1L randomized treatment

MARIPOSA (ClinicalTrials.gov Identifier: NCT04487080) enroliment period: November 2020 to May 2022; clinical cutoff: December 4, 2024. Dosing (in 28-day cycles):
amivantamab, 1050 mg (1400 mg if 280 kg) weekly for the first 4 weeks, then every 2 weeks; lazertinib, 240 mg daily; osimertinib, 80 mg daily.

aMARIPOSA did not allow crossover as amivantamab-based regimens were not approved in the 2L setting during MARIPOSA enrollment. PContinued follow-up is planned to
evaluate long-term OS. °Guardant360° next-generation sequencing of ctDNA may have limited sensitivity and may not detect histologic transformations, resulting in certain
mechanisms being classified as unknown. 9Participants who died and/or did not receive 2L treatment were excluded. ¢PD or death could occur during later lines of treatment.

Figure 3: 2L PFS in participants who started a first subsequent therapy by treatment arm

1L treatment Median 2L PFS (95% Cl)
Amivantamab + lazertinib 8.4 mo (6.4-10.9)
Osimertinib 5.3 mo (4.6-6.5)

HR, 0.72 (95% Cl, 0.54-0.95); P=0.02
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Figure 4: 2L PFS in participants with unknown and known resistance mechanisms

. Resistance mechanisms Median 2L PFS (95% Cl)
X Unknown 7.4 mo (5.3-9.9)
9 Known 4.6 mo (3.8-5.3)
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2L, second-line; Cl, confidence interval; HR, hazard ratio; PFS, progression-free survival.
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