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Background

* Uncommon EGFR mutations include Exon 20 insertions and atypical Frequency of EGFR mutations in NSCLC25810-13.a
mutations (such as G719X, S768l, L861Q, and others)'® ~

Ex20ins
~5%-10%

Atypical®
~5%-10%

 Patients with atypical EGFR-mutated advanced NSCLC have worse
outcomes compared to those with common EGFR mutations®’

* Among mixed NSCLC populations harboring atypical £ compound common
EGFR mutations (Exon 19 deletions or L858R substitutions), afatinib and
osimertinib showed a median PFS of 10.7 and 9.4 months, respectively'8

Common
) ) . Exon 19 deleti
* CHRYSALIS-2 Cohort C enrolled patients with only atypical o(r E::n 21 f;stg;)
EGFR-mutated NSCLC (without compound common EGFR mutations)® Common ~85%-90%
B Ex20ins
Il Atypical

Here, we report the final analysis from CHRYSALIS-2 Cohort C, which evaluated

amivantamab + lazertinib in patients with atypical EGFR-mutated advanced NSCLC

aPercentages do not sum to 100% due to variable ranges by source. PIncludes Exon 18 G719X (~5%), Exon 20 S768I (~3%), and Exon 21L.861Q (~4%).
EGFR, epidermal growth factor receptor; Ex20ins, Exon 20 insertion mutation; NSCLC, non-small cell lung cancer; PFS, progression-free survival.
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CHRYSALIS-2 Study Design

4 . )
/ Dose escalation \ Dose expansion cohorts Primary endpoint:
I Cohort A: EGFR Ex19del or L858R? (post-osimertinib/post-platinum) ) ORI P ARG S
. . Secondary endpoints:
RP2CD was identified: Cohort B: EGFR Ex20ins? (post-SOC/post-platinum) . DoR
Amivantamab 1050 mg .
(1400 mg if 280 kg) IV Cohort C: Atypical EGFR mutations (treatment naive or post-TKI/chemo) ° CBR
plus * PFS
Lazertinib 240 mg PO Cohort D: EGFR Ex19del or LB58R? (post-osimertinib; biomarker validation) . 0S
Cohort E: EGFR Ex19del or L858R (post-osimertinib; IHC biomarker validation) *  Safety (AEs)
Cohort F°: EGFR Ex19del or L858R (post-osimertinib; IHC biomarker validation) \
- J Focus of this
presentation

» Cohort Cincluded patients with atypical EGFR mutations who were treatment naive or had <2 prior lines (excluding 3rd-gen EGFR TKis)
* Patients with Ex20ins and Ex19del/L858R co-mutations were excluded
- Baseline ctDNA NGS analyses were performed using Guardant Health G360¢

CHRYSALIS-2 ClinicalTrials.gov Identifier: NCT04077463.

aCohort A data were presented at ASCO 2022 (Shu et al. J Clin Oncol. 2022;40(16_suppl):abstract 9006); Cohort B data are pending; Cohort D data were presented at ASCO 2023 (Besse et al. J Clin Oncol.
2023;41(16_suppl):abstract 9013).

bPatients in Cohort F received amivantamab monotherapy.

°CBR is determined among patients with CR, PR, or SD (duration of =11 weeks).

dPatients from China were not analyzed for baseline ctDNA.

AE, adverse event; CBR, clinical benefit rate; chemo, chemotherapy; CR, complete response; ctDNA, circulating tumor DNA; DoR, duration of response; EGFR, epidermal growth factor receptor; Ex19del, Exon 19 deletion; Ex20ins,
Exon 20 insertion; G360, Guardant360° panel (Redwood City, CA); gen, generation; IHC, immunohistochemistry; IV, intravenous; NGS, next-generation sequencing; ORR, objective response rate; OS, overall survival; PFS, progression-
free survival; PO, orally; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; RP2CD, recommended phase 2 combination dose; SD, stable disease; SOC, standard of care; TKI, tyrosine kinase inhibitor.
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Demographic and Baseline Disease Characteristics

* As of January 12, 2024, 105 patients received amivantamab + lazertinib, with a median follow-up of 16.1 months (range, 0.1-31.5)

oho Cohort C
Characteristic, n (%) U Characteristic, n (%) (n=105)
Median age, years (range) 64 (30-85) ECOG PS
Male / female 53 (50) / 52 (50) 0 33 (31)
1 72 (69)
Race -
. Type of EGFR mutation®
White 31(39) Exon 18 G719X 60 (57)°
Asian 71(68) Exon 21 L861X 27 (26)¢
Black or African American 1(1) Exon 20 S768X 25 (24)°
Not reported 2(2) Exon 18 ET09K 2(2)
Brai tast t baseli 33 (31 Exon 20 E7T09A 2(2)
rain metastases at baseline (31) 833V 22)
Prior therapies in metastatic setting R776C 2(2)
Treatment naive 49 (47) R776H 1(1)
Prior afatinib 34 (32) R831H 1(1)
Prior 1st-/2nd-gen EGFR TKI (other than afatinib)? 9(9) vVr4aMm 1(1)
V769L 1(1)
Prior platinum chemotherapy 7(7) V774M 109)
Prior afatinib + prior platinum chemotherapy 6 (6) Other 10 (10)

atst-/2nd_generation EGFR TKIs other than afatinib included gefitinib, dacomitinib, erlotinib, and icotinib."Patients may be counted in =1 category. °G719X included G719A, G719S, and G719C.
dL861X included L861Q, L861R, and L861G. ®S768X included S768I and S768L.

ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; gen, generation; TKI, tyrosine kinase inhibitor.

Presented by BC Cho at the American Society of Clinical Oncology (ASCO) Annual Meeting; May 31-June 4, 2024; Chicago, IL, USA




Safety Profile

« The safety profile was consistent with prior reports of amivantamab + lazertinib'

« The median duration of treatment was 11.1 months (range, 0.03-31.5) in the overall population, 12.7 months
(range, 0.03-31.5) in the treatment-naive subgroup, and 8.9 months (range, 0.2-29.9) in the previously treated subgroup

AEs (220%) by preferred term, n (%)

Cohort C (n=105)

All grades Grade 23

Associated with EGFR inhibition

AEs (220%) by preferred term, n (%)

Cohort C (n=105)

All grades

Other, continued

AST increased

COVID-19

Stomatitis

Anemia

Decreased appetite

Nausea

Asthenia

Pruritus

Rash 70 (67) 14 (13)

Paronychia 70 (67) 5(5)

Dermatitis acneiform 23 (22) 4 (4)
Associated with MET inhibition

Hypoalbuminemia 62 (59) 8(8)

Peripheral edema 38 (36) 3(3)
Other

Infusion-related reactions 59 (56) 4 (4)

ALT increased 43 (41) 2(2)

Constipation 34 (32) 0

Hypocalcemia 33 (31) 1(1)

Diarrhea

Blood lactate dehydrogenase increased

AE, adverse event; ALT, alanine aminotransferase; AST, aspartame aminotransferase; EGFR, epidermal growth factor receptor; MET, mesenchymal epithelial transition factor receptor.
1. Cho BC, et al. Presented at: European Society for Medical Oncology (ESMO) Annual Meeting; October 20-24, 2023; Madrid, Spain. LBA14.
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Efficacy Outcomes of Amivantamab + Lazertinib
Among All Patients in Cohort C

Investigator-assessed response (n=105)

. 16.1mo
Median follow-up (range, 0.1-31.5) 40 -
52%
ORR (95% Cl, 42-62) g 20 -
. 14.1mo g
Median DoR (95%C1.95-262)  § °
DoR 26 mo, n (%)? 38 (69) 5 .
s
Best response, n (%) 8
=}
CR 0 @ 407
[
PR 55 (52) % 60 -
SD 37(35) S
50 B Treatment-naive subgroup
PD 8(8) = 801 ;
B Previously treated subgroup
Not estimable/UNK 5 (5) 100 4
79%
b
CER (95% Cl, 70-86)
. 11.1mo
Median PFS (95% Cl, 7.8-17.8) * Ina heterogeneous population, the median PFS was 11.1 months and median OS was NE
. NE
Median OS (95% Cl, 22.8-NE)

2Among responders. °CBR is defined as the percentage of patients achieving confirmed CR, PR, or durable SD (duration of =11 weeks).

CBR, clinical benefit rate; Cl, confidence interval; CR, complete response; DoR, duration of response; NE, not estimable; ORR, objective response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival;
PR, partial response; SD, stable disease; SoD, sum of diameters.
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Efficacy Outcomes of First-line
Amivantamab + Lazertinib

Investigator-assessed response (n=49)

Median follow-up

17.3 mo
(range, 0.1-31.5)

57%
ORR (95% Cl, 42-T1)
. 20.7 mo
Median DoR (95% Cl, 9.9-NE)
DoR 26 mo, n (%) 21(75)
84%
b
(s} ) -
CBR 95% CIl, 70-93
) 19.5mo
Median PFS (95% Cl, 11.2-NE)
Median OS "

(95% Cl, 26.3-NE)
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* The presence of TP53 co-mutation and other pathogenic alterations were not associated with a lower response rate

* At a median follow-up of 17.3 months, the median PFS was 19.5 months and median OS was NE

2Among responders. °CBR is defined as the percentage of patients achieving confirmed CR, PR, or durable SD (duration of =11 weeks).

CBR, clinical benefit rate; Cl, confidence interval; CR, complete response; DoR, duration of response; EGFR, epidermal growth factor receptor; NE, not estimable; ORR, objective response rate; OS, overall survival;
PD, progressive disease; PFS, progression-free survival; PR, partial response; SD, stable disease; SoD, sum of diameters.
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Efficacy Outcomes of Second or Third-line
Amivantamab + Lazertinib

Investigator-assessed response (n=56) 40 4
(2]
: 15.4 mo 8 207
Median follow-up (range, 0.3-30.8) :1": e
- _ *
ORR 95%Cl,35-62) % 1. 7 * o x ESESENEEE
o *E
S -40 - i R
. 1.0 mo n % Prior EGFR TKI kx4
Median DoR (95%Cl, 45-NE) s . |®MPR R
' 2 601 W sD * * % %
[v]
DoR 26 mo, n (%)? 17 (63) S g0 | MPPD
X W NE
75%
b - J *
CBR (95% Cl, 62-86) 100 oRR
_ 7.8 mo sorary [ HHHENE EREE HEEEN HAEEE EEEE EEEE EEEEEEEEEEEEE BN
Median PFS (95% C|, 54_111) Compound . . . .... . . . .. 33%
eerrerox [l [ HIINEN HEE BN EEER HE H BN BN BEE B B B B BEN -
Median OS _22:8mo carr Lasr [ HEN HEN BN BN ] ] ] N N 3%
(95%CL,16.9-NE)  coresoox [ N N BN EN E BN BN

oter [} | B B BB B 50%

« 88% of patients received a prior EGFR TKI
* The presence of TP53 co-mutation and other pathogenic alterations were not associated with a lower response rate
* At a median follow-up of 15.4 months, the median PFS was 7.8 months and median OS was 22.8 months

*Patients who received prior EGFR TKI therapy. 2Among responders. ®CBR is defined as the percentage of patients achieving confirmed CR, PR, or durable SD (duration of =11 weeks).

CBR, clinical benefit rate; Cl, confidence interval; CR, complete response; DoR, duration of response; EGFR, epidermal growth factor receptor; mo, months; NE, not estimable; ORR, objective response rate; OS, overall survival;
PD, progressive disease; PFS, progression-free survival; PR, partial response; SD, stable disease; SoD, sum of diameters; TKI, tyrosine kinase inhibitor.
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A Descriptive Analysis of Amivantamab + Lazertinib
vs Available Treatments in the First-line Setting

* Because CHRYSALIS-2 Cohort C is a single-arm study, we analyzed real-world data to provide context for
interpreting the clinical results

— From the Flatiron Health/Foundation Medicine Clinico-Genomic Database,? we identified 83 patients with
atypical EGFR mutations® and ECOG PS 0-1who received first-line treatment

— A descriptive analysis evaluating time to treatment discontinuation (TTD) and overall survival (OS) was
performed comparing the 83 real-world patients to the 49 patients treated with first-line amivantamab +
lazertinib from CHRYSALIS-2 Cohort C

aThe US-based Flatiron Health/Foundation Medicine Clinico-Genomic Database comprises data from patients who received care in the community setting (82%) academic setting (12%), or both (5%).

bThe 83 patients were identified from 12,866 patients who were diagnosed with advanced NSCLC from 2014 to 2023; patients were excluded if they had Ex19del, L858R, Ex20ins, or TT90M mutations identified through a
Foundation Medicine Inc. panel.

ECOG PS Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; NSCLC, non-small cell lung cancer.
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Longer TTD and OS Seen With Amivantamab +
Lazertinib Than Available Treatments

50 -

40 -

30

Ongoing treatment probability (%)

20

Time to Treatment

Discontinuation (TTD)?

Median TTD (95% CI)

Ami + Laz

RWD

RWD: Afatinib

14.0 mo (9.7-NE)
3.2mo (2.3-4.8)
RWD: Osimertinib 9.6 mo (3.4-23.2)

No. at risk
Amivantamab + Lazertinib 49
RWD T7
RWD: Osimertinib 26
RWD: Afatinib 15

42
38
18
12

33
25
15

31
17

15 18
Months
23 18
9 8
5 4
1 1

21

—
N

- W~
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P N

4.5 mo (3.2-NE) S

>

»

=

©
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B

o

®

2

2

1 Amivantamab + Lazertinib a

RWD: Afatinib
RWD: All Treatments
Osimertinib
1
30

No. at risk
3 Amivantamab + Lazertinib
3 RWD
1 RWD: Osimertinib
1 RWOD: Afatinib

aExcluded 6 patients from RWD who discontinued first-line treatment within 7 days of initiation; 1 of these patients received afatinib.
Cl, confidence interval; mo, months; NE, not estimable; OS, overall survival; RWD, real-world data; TTD, time to discontinuation (proxy for progression-free survival).
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RWD: Afatinib 10.9 mo (7.8-NE) i
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Conclusions

« Amivantamab + lazertinib demonstrated durable antitumor activity in patients with atypical EGFR-mutated
advanced NSCLC

- In the treatment-naive subgroup, the ORR was 57%, with a median PFS of 19.5 months

= Patients from CHRYSALIS-2 Cohort C had a numerically higher median TTD (14.0 vs 3.2 mo) and
24-month OS rate (79% vs 44%) than patients in a real-world database treated with available therapies

- In the previously treated subgroup, the ORR was 48%, with a median PFS of 7.8 months

* The safety profile of amivantamab + lazertinib was consistent with prior reports, with no new signals

* Now, amivantamab-based combinations have demonstrated efficacy in patients with advanced NSCLC
harboring common EGFR mutations,? EGFR Exon 20 insertions,? and atypical EGFR mutations

activity in patients with atypical EGFR-mutated advanced NSCLC

Q Amivantamab + lazertinib demonstrated clinically meaningful and durable antitumor

EGFR, epidermal growth factor receptor; mo, months; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; TTD, time to treatment discontinuation.

1. Cho BC, et al. Presented at: the European Society for Medical Oncology (ESMO) Congress; October 20-24, 2023; Madrid, Spain. LBA14. 2. Passaro A, et al. Ann Oncol 2024;35(1):77-90.
3.Zhou C, et al. N Engl J Med. 2023;389(22):2039-2051.
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Also at ASCO 2024

Amivantamab + lazertinib vs osimertinib in
first-line EGFR-mutated advanced NSCLC
with biomarkers of high-risk disease

Abstract 8504: May 31 at 3:57 pm

VARIPOSA (Arie Crown Theater)
RV Amivantamab + capmatinib in advanced
:;86?‘\" NSCLC harboring MET alterations
3
v Abstract 8619: June 3 at 1:30 pm

METalmark (Hall A)

()

PALOMA-3

"

PALOMA-2

Subcutaneous vs intravenous amivantamab,
both in combination with lazertinib, in
refractory EGFR-mutated advanced NSCLC

LBA 8505: May 31 at 4:09 pm

(Arie Crown Theater)

Amivantamab +* lazertinib in first-line
EGFR-mutated advanced NSCLC
(MARIPOSA population)

LBA 8612: June 3 at 1:30 pm
(Hall A)
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