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Key takeaway

Patients live longer with 1L amivantamab + lazertinib, with
MARIPOSA demonstrating practice-changing superior OS vs
osimertinib and extending median survival beyond 3 years

Background

* In MARIPOSA, first-line (1L) amivantamab + lazertinib significantly improved
progression-free survival (PFS) vs osimertinib (Figure 1)*2

* Amivantamab + lazertinib is approved for patients with 1L epidermal growth factor
receptor (EGFR)-mutant advanced non-small cell lung cancer (NSCLC)**

* 1L amivantamab + lazertinib exhibits a triple mechanism of action with a reduction
in the spectrum and complexity of acquired resistance (Figure 2)°

* Here, we report the protocol-specified final overall survival (OS) results of 1L
amivantamab + lazertinib vs osimertinib from MARIPOSA

FIGURE 1: 1L amivantamab + lazertinib primary endpoint: PFS by BICR"?
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FIGURE 2: Mechanism of action
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Methods

* The study design of MARIPOSA can be seen in Figure 3
* OS was a key secondary endpoint with prespecified alpha to assess significance

* Protocol-specified final OS analysis was planned for when ~390 deaths had occurred
in the amivantamab + lazertinib and osimertinib arms

* OS was tested with a 2-sided alpha of 0.05, determined by O’Brien-Fleming alpha
spending approach as implemented by the Lan-DeMets method

— In the prespecified interim analysis, a 2-sided alpha of 0.005 was allocated for OS

— The protocol-specified final analysis of OS was subsequently evaluated at a 2-sided
significance level of 0.0484

FIGURE 3: Phase 3 MARIPOSA study design

Focus of this poster

Key Eligibility Criteria

+ Locally advanced or
metastatic NSCLC

+ Treatment-naive for
advanced disease

- Documented EGFR
Exi9del or LE58R

+ ECOGPSOor1

Primary endpoint:
+ PFS by BICR per RECIST vi.1

Amivantamab + Lazertinib
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Key secondary endp
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Other endpoints reported in this poster:
+ Intracranial PFS (icPFS)
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+ Intracranial DoR (icDoR)
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Results

Study population

* Participant disposition is presented in Figure 4

* Baseline characteristics were well balanced
across both arms (Table 1)

TABLE 1: Baseline demographics*?

* Amivantamab + lazertinib continues to
significantly delay, by a median of >14 months,
the time to onset or worsening of lung cancer
symptoms (Figure 10)

Safety

* Median duration of treatment was 27.0 months
for amivantamab + lazertinib and 22.4 months
for osimertinib

« Safety profile was consistent with the primary
analysis (Table 2)'

FIGURE 4: Participant disposition

Median age, years (range) 64 (25-88) 63 (28-88) — Adverse events (AEs) were mostly EGFR- and
16
Female 275 (64) 251 (59) MET-related and grades 1-2
Race * A minority of participants were prescribed FIGURE 5: MARIPOSA: 0S
antibiotics for rash (21%) at study initiation® 100 4 freoiing
Asian 250 (58) 251(59) . " M 2o
. . . antama + azertinl Not reached (429
- * Few were on anticoagulation (5%) at baseline,® Osimertint vy
White 164 (38) 165 (38) with venous thromboembolism occurring in 40% a0 95% C1,0.61-082),P<0 005"
Others 153 ) in the amivantamab + lazertinib arm and 11% in g
the osimertinib arm £
ECOGPS 1 288 (67) 280 (65) 2wl
H Arivantamab + lazectinib
History of smoking 130 (30) 134 (31) TABLE 2: Safety §
H 51%

. . AEs by preferred term £ 404 ‘aaskam0 Osimertini
History of brain metastases 178 (41) 72 (40) (220% of participants |  Amivantamab + Osimertinib £ e
PR mutation type® in either group) lazertinib (n=421) (n=428) 3

Any grade | Grade 23 | Any grade | Grade 23 20

Ex19del 258 (60) 257 (60)

Related to EGFR inhibition

L858R 172 (40) 172 (40) Median follow-up: 37.8 mo.

Adenocarcinoma subtype 417 (97) 415 97) Paronychia 291(69) 49 (12) 127 (30) 2(<1). 03 68 9 12 16 W N 24 27,4::;3 36 39 42 45 48 51 54 57 60

"™

Note: percentages may not sum to 100 due to rounding. Rash 271(64) 73(17) 136 (32) 3(<1) ‘”‘132:311“19 404 %0 36 G I WA IBIO W AT /B W MW 10

*Other includes American Indian or Alaska Native, Black or African i Itiple d unki mertinl 429 416 409 996 74 954 33 AN 29 200 251 200 W27 490500

1Ons patentInthe amiantamab  szerin am ha both Ext9del and LBSBR. Diarrhea @) | 9@ | 200wy | 4@ Nt st it vs ol Moy 2022 ottt s Decenber 42024

factorreceptor; Exi9del, exon 9 deletion (N 1ol 390 dot

e (Ex19del or LESER),
Effi Dermatitis acneiform | 127(30) | 37(9) | “85(13) 0 Tece (i o Non-Ada). and Hotoryof i metactace (rocent o absot, Hasard rtio wes
icac stratifed
y — P o R R B T o i

* OS was significantly longer with amivantamab Pruritus 10708) | 2 75 (18) 1)

+ lazertinib (Figure 5)

* OS curves continue to widen over time with a
projected >1-year median OS benefit

— Based on an exponential distribution
assumption of OS in both arms, the
improvement in median OS is projected
to exceed 1year

A generally consistent OS benefit for
amivantamab + lazertinib over osimertinib was
observed across predefined subgroups (Figure 6)

¢ The most common subsequent therapy class
was chemotherapy-based regimens in both arms
(Figure 7)
— T4% of participants received second-line

therapy, suggesting a long-term treatment plan
after 1L amivantamab + lazertinib is feasible

* Amivantamab + lazertinib demonstrated a
clinically meaningful improvement in intracranial
PFS (icPFS) with durable responses (Figure 8)

— 3-year landmark icPFS was 36% vs 18% for
amivantamab + lazertinib vs osimertinib

* Amivantamab + lazertinib demonstrated greater
durability of response, with improved intracranial
duration of response (icDoR) vs osimertinib
(Figure 9)

Symptomatic progression is a patient-relevant
endpoint that measures time from randomization
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* Most first onset AEs occur early (0—4 months),
with longer-term follow-up showing no new

FIGURE 6: OS in predefined subgroups?®
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FIGURE T: First subsequent therapy

FIGURE 8: icPFS®
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FIGURE 9: icDoR®
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FIGURE 10: TTSP
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FIGURE 11: First onset of key AEs for 1L
amivantamab + lazertinib
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Conclusions

1L amivantamab + lazertinib led to a statistically significant and
clinically meaningful reduction in mortality vs osimertinib (HR, 0.75;
P<0.005) in participants with previously untreated EGFR-mutant
advanced NSCLC

A >12-month median OS benefit is projected for amivantamab +
lazertinib vs osimertinib; based on an exponential distribution
assumption of OS in both arms, the improvement in median OS
is projected to exceed 1year

60% of participants were alive at 3 years in the amivantamab +
lazertinib arm vs 51% for osimertinib; benefit continued at
42-months with survival rates of 56% and 44%, respectively

Twice as many participants receiving amivantamab + lazertinib
were intracranially progression-free at 3 years (36% vs 18%)
with a longer icDoR vs osimertinib (35.7 vs 29.6 months) among
participants with a history of brain metastases

Amivantamab + lazertinib delayed the time to a participant
experiencing symptoms from their lung cancer by a median of
>14 months (time to symptomatic progression; P<0.001)

AEs with 1L amivantamab + lazertinib occurred early; prophylactic
interventions have now been shown to substantially reduce the
incidence of these key AEs (dermatologic AEs, infusion-related
reactions, and VTE)
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