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Multiple Features are Associated With Poor
Outcomes in EGFR-mutant NSCLC

* High-risk features, such as brain or liver metastases, baseline TP53 co-mutations, and ctDNA shedding are common in
patients with EGFRm aNSCLC™®

Brain metastases®- Liver metastases’ TP53 co-mutationss. Detectable ctDNA®2b

~37% ~16% ~50% ~70%

We assessed the efficacy of first-line amivantamab + lazertinib vs osimertinib
among patients with these high-risk features included in the MARIPOSA trial

aAt baseline. PEGFRm ctDNA detected by ddPCR.
ctDNA, circulating tumor DNA; ddPCR, droplet digital polymerase chain reaction.

1. Gray JE, etal. Clin Cancer Res. 2023;29(17):3340-3351.2.Ma S, et al. Trans/ Lung Cancer Res.2021;10(1):326-339. 3. Pérol M, et al. Presented at: the European Lung Cancer Congress (ELCC); March20-23,2024; Prague,
Czech Republic. 26P. 4. Takeyasu Y, etal. JTO Clin Res Rep. 2024;5(2):1006386. 5. Soria JC, et al. N Engl J Med. 2018;378(2):113-125. 6. Taniguchi Y, et al. Oncol Lett. 2017;14(6):7589-7596. 7.ChoiMG, et al. Trans/Lung Cancer Res.
2021;10(6):2551-2561. 8. Jiang W, et al. Cancer Med. 2023;12(6):6649-6658. 9. Janne PA, etal. Presented at: the American Association for Cancer Research (AACR) Annual Meeting; April 5-10, 2024; SanDiego, CA, USA.CTO17.
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MARIPOSA Study Design and Methods

* Amivantamab is an EGFR-MET bispecific antibody with immune cell-directing activity*3
» Lazertinibis a CNS-penetrant, 3rd-generation EGFR TK|45

/ \ Focus of this presentation

o L Primary endpoint of PFSa by BICR per RECIST vl1.1:

7 D AT TN g Amivantamab + Lazertinib « Amivantamab + Lazertinib vs Osimertinib
« Locally advanced or S (n=429; open label)

metastatic NSCLC 2 High-risk subgroups analyzed:
 Treatment naive for .5 Osimertinib * Brain metastases

advanced disease g (n=429' innded) » Liver metastases
| Eo:;udmented EGFR < e TP53 co-mutation

x19del or L858R =
« ECOGPSOort - Lazertinib * Detectable EGFRm ctDNA at baseline
N .

» Asymptomatic brain « (n=216; blinded) » Without EGFRm ctDNA clearance at Week 9 (C3D1)

meta}stases. d'd not Diagnostic tests:

require definitive . _ i

e A + ctDNA NGSP: baseline co-mutations

\ / + ctDNA ddPCR¢: detection and clearance of Ex19del and L858R

MARIPOSA (ClinicalTrials.gov Identifier: NCT04487080). @Key statistical assumptions: 800 patients with 450 PFS events would provide approximately 90%
power for amivantamab + lazertinib vs osimertinib to detect a HR of 0.73 using a log-rank test, with an overall two-sided alpha of 0.05 (assuming an incremental
median PFS of 7 months). Statistical hypothesis testing included PFS and then OS. The lazertinib arm was included to assess contribution of components.
bGuardant Health G360® panel (Redwood City, CA). “Biodesix (Louisville, CO) ddPCR. C3D1is Cycle 3 Day 1. Each cycle was 28 days.

ctDNA, circulating tumor DNA; ddPCR, droplet digital polymerase chain reaction; NGS, next-generation sequencing.
1. Moores SL, et al. Cancer Res. 2016;76(13):3942-3953. 2. Vijayaraghavan S, et al. Mo/ Cancer Ther.2020;19(10):2044-2056. 3. Yun J, et al. Cancer Discov.2020;10(8):1194-1209. 4. Ahn MJ, et al. Lancet Oncol.2019;20(12):
1681-1690. 5.Cho BC, etal. J Thorac Oncol. 2022;17(4):558-567.
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Recap of ESMO 2023; ChoBC, et al.

Primary Endpoint: PFS by BICR

Amivantamab + lazertinib reduced the risk of progression or death by 30% and improved median PFS by 7.1 months

100

Median follow-up: 22.0 mo Median PFS
(95% CI)
Amivantamab + Lazertinib 23.7 mo (19.1-27.7)
75 Osimertinib 16.6 mo (14.8-18.5)

HR, 0.70 (95% Cl, 0.58-0.85); P<0.001

Patients who are progression-free (%)

1
1
1
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E Ll | Ami + Laz
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' ! i I Osi
25 : !
\ |
1 1
1 1
1 1
1 1
1 1
0 T T T i T T T } T T 1
0 3 6 9 12 15 18 21 24 27 30 33
No. at risk Months
Ami+ Laz 429 391 357 332 2N 244 194 106 60 33 8 0
Osi 429 404 358 325 266 205 160 90 48 28 10 0

Amivantamab +lazertinib also meaningfully improved PFS2 and DoR vs osimertinib in MARIPOSA
Data cutoff: August11,2023.
Ami, amivantamab; Laz, lazertinib; Osi, osimertinib.
1. Cho BC, etal. Presented at: the European Society for Medical Oncology (ESMO) Congress; October 20-24,2023; Madrid, Spain. LBA14.
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Recap of ESMO 2023; ChoBC, et al.

PFS by Baseline Brain Metastases

 In the amivantamab + lazertinib arm, 41% of patients had a history of brain metastases vs 40% in the osimertinib arm
* Osimertinib showed a median PFS of 13.0 mo in patients with a history of brain metastases

« Amivantamab + lazertinib reduced the risk of progression or death by 31% in this subgroup

With History of Brain Metastases Without History of Brain Metastases
Median follow-up: Median PFS Median follow-up: Median PFS
100 - 22.0mo (95% CI) 100 - 22.0mo (95% Cl)
< Ami + Laz 18.3 mo (16.6-23.7) < Ami + Laz 27.5 mo (22.1-NE)
< Osi 13.0 mo (12.2-16.4) = , Osi 19.9 mo (16.6-22.9)
o @ : %
o e HR, 0.69 (95% Cl, 0.53-0.92); P=0.010 o : HR, 0.69 (95% ClI, 0.53-0.89); P=0.005
€75 J 69%| 5% ) € 75 - 8% )
8 8
[7] (7]
o ® d 53%
5 e | 53%
S S
o 50 1 o 50 -~ Ami + Laz
o (]
® ®
_§ Ami + Laz _§ i Osi
e 257 | Osi o 251 =
5 25% | 5
o , i o .
O T T T :| T T T l: T T 1 O T T T : T T T : T T 1
o 3 6 9 12 15 18 21 24 27 30 33 0o 3 6 9 12 15 18 21 24 27 30 33
No. atrisk Months No. at risk Months
Ami+ Laz 178 162 146 134 15 92 71 34 24 12 3 0 Ami+ Laz 251 229 21 198 176 152 123 72 36 21 5 0
Osi 172 164 146 126 95 64 47 21 1 6 1 0 Osi 257 240 212 199 171 141 13 69 37 22 9 0

Ami, amivantamab; Laz, lazertinib; Osi, osimertinib.
1. ChoBC, etal. Presented at: the European Society for Medical Oncology (ESMO) Congress; October 20-24,2023; Madrid, Spain. LBA14.
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PES by Baseline Liver Metastases

* |In the amivantamab + lazertinib arm, 15% of patients had liver metastases at baseline vs 17% in the osimertinib arm

» Osimertinib showed a median PFS of 11.0 mo in patients with liver metastases at baseline

* Amivantamab + lazertinib reduced the risk of progression or death by 42% in this subgroup

100

Patients who are progression-free (%)

No. atrisk
Ami+ Laz
Osi

75

50

25

0

With Baseline Liver Metastases

Median follow-up: Median PFS

i 22.0mo (95% CI)
Ami+ Laz 18.2 mo (13.1-NE)
Osi 11.0 mo (7.4-12.8)

HR, 0.58 (95% CI, 0.37-0.91); P=0.017

Lt 1L Il Amj+Laz

L1 Osi

0 3 6 9 12 15 18 21 24 27 30
Months
64 53 49 47 38 30 23 9 5 3 0
72 64 51 44 30 20 17 8 6 4 1

Ami, amivantamab; Laz, lazertinib; Osi, osimertinib.

100

Patients who are progression-free (%)

No. at risk
Ami+ Laz
Osi

75

50

25

Without Baseline Liver Metastases

Median follow-up: Median PFS
_ 22.0mo (95% CI)
Ami+ Laz 24.0 mo (20.3-NE)
: Osi 18.3 mo (16.5-20.1)
HR, 0.74 (95% CI, 0.60-0.91); P=0.004
EA
Ami + Laz
| osi
0 3 6 9 12 15 18 21 24 27 30
Months
365 338 308 285 253 214 17 97 55 30 8
357 340 307 281 236 185 143 82 42 24 9
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Patient Disposition for ctDNA Analyses

ITT population (N=858)

A A
Patients with analyzable Patients with analyzable EGFRm ctDNA
ctDNA NGS? samples (n=636; 74%) ddPCRP samples (n=672; 78%)
v v
Pathogenic alterations EGFRm detected by ddPCR
detected at baseline (n=540; 85%) at baseline (n=471; 70%)

A 4

EGFRm detected by ddPCR paired

4

TP53 co-mutation TP53 wild-type baseline and Week09 samples
(n=293; 54%) (n=247; 46%) (n=404; 86%)
V} y
Cleared at Week 9¢ Not cleared at Week 9¢
(n=343; 85%) (n=61;15%)

» The proportion of samples and detectionrates were balanced across both arms

* Amivantamab + lazertinib reduced the risk of progression or death by ~30% (P<0.001) over osimertinib in the NGS (HR, 0.70) and ddPCR
(HR, 0.69) ctDNA analyzable populations, indicating these subgroups were representative of the ITT population

aPathogenic mutations were detected with the Guardant Health G360® panel. PDetection of Ex19del and L858R by Biodesix ddPCR. €192 patients in the
amivantamab + lazertinib arm and 212 in the osimertinib arm had matched samples at baseline and Week 9 (C3D1).
ctDNA, circulating tumor DNA; ddPCR, droplet digital polymerase chain reaction; Ex19del, Exon 19 deletion; NGS, next-generation sequencing.
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NGS ctDNA Pathogenic Alteration Patterns at Baseline

* Among 540 patients with pathogenic alterations detected at baselinea:
- TP53 co-mutations were detected in 56% of patientsin the amivantamab + lazertinib arm and 53% in the osimertinib arm
- EGFR amplification occurredin 20% of patientsin the amivantamab + lazertinib arm and 19% in the osimertinib arm
- MET amplification occurredin 1 patient in each arm (neither had high-level amplification)

Amivantamab + Lazertinib (N=320 samples) Osimertinib (N=316 samples)
0 100 200 0 100 200
| I I—— | IS I —
£GFR [N NIRRT MDA | £GFR | TN I 1 T |
7P53 || | I AT I | p53 |HIIMHINMNIN (VAN [l |
pikscA |l | [ pikaca | ] I
ATM | I | | Atm | I || I
CTNNBT | | | ctana? || |l I
APC | | | | APC |
RB1 RB1 | |
CCNET CCNET1
anas || | [ I GNAS | | ] I
BrcA2 | | | | I BrCcA2 | | |
SMAD4 | | | SMAD4 | | |
BRAF | | BRAF
KrRAS | | | I KRAS | | | | | I
Mutation type: ™ Amplification B Ex19del EGFR L858R  m Multi-EGFR Indel deletion M Missense mutation B Multi Nonsense mutation

Note: Only pathogenic alterations that occurredin 22% of patients are shown. Pathogenic alterations were detected with the Guardant Health G360® panel.2EGFR
mutations were detectedin 77% of patients with analyzable ctDNA NGS samples. Amivantamab + lazertinib prolonged median PFS vs osimertinib in patients with
detectable ctDNA pathogenic alterations (20.3 vs 14.8 mo; HR, 0.71; P=0.003). Median PFS was NE for both arms in patients without detectable ctDNA pathogenic
alterations (HR, 0.76 [95% CI, 0.36-1.59]).

ctDNA, circulating tumor DNA; Ex19del, Exon 19 deletion; NGS, next-generation sequencing.
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Baseline Demographic and Clinical Characteristics
by TP53 Co-mutation Status

Baseline demographic characteristics were well balanced between treatment arms

TP53 Co-mutation Wild-type TP53
Amivantamab + Osimertinib Amivantamab + Osimertinib

Characteristic, n (%) Lazertinib (n=149) ‘ (n=144) Lazertinib (n=117) (n=130)
Median age, years (range) 64 (25-87) 63 (31-87) 65 (35-88) 63 (33-87)
Female 88 (59) 80 (56) 83 (71) 81(62)
Race

Asian 74 (50) 61 (42 57 (49) 74 (57)

White 69 (46) 79 (55) 55 (47) 49 (38)

Othera 6 (4) 4 (3) 5 (4) 7 (5)
ECOGPS 1 99 (66) 99 (69) 68 (58) 84 (65)
History of smoking 50 (34) 51(35) 38 (32) 34 (26)
History of brain metastases 80 (54) 72 (50) 40 (34) 43 (33)
Liver metastases at baseline 26 (17) 30 (21) 14 (12) 15 (12)
EGFR mutation typeP

Ex19del 93 (62) 81(56) 70 (60) 87 (67)

L858R 56 (38) 63 (44) 47 (40) 43 (36)

Note: Pathogenic mutations were detected with the Guardant Health G360® panel.

aQOtherincludes American Indian or Alaska Native, Black or African-American, multiple, and unknown.*One patient in the amivantamab + lazertinib arm had both Ex19deland L858R.
Ex19del, Exon 19 deletion.
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PES by TP53 Co-mutations and Wild-type TP53

* Osimertinib showed a median PFS of 12.9 mo in patients with TP53 co-mutations at baseline

« Amivantamab + lazertinib reduced the risk of progression or death by 35%in this subgroup

TP53 Co-mutations Wild-type TP53
Median follow-up: Median PFS Median follow-up: Median PFS
100 - 22.0mo (95% Cl) 100 - 22.0mo (95% Cl)
. Ami + Laz 18.2 mo (15.3-22.1) < Ami + Laz 221 mo (18.5-NE)
L3 Osi 12.9 mo (11.1-14.7) L3 Osi 19.9 mo (14.8-23.9)
) o .
q:'L_’ HR, 0.65 (95% Cl, 0.48-0.87); P=0.003 q‘l_’ | HR, 0.75 (95% Cl, 0.52-1.07); P=0.114
@ @
g g
<] D
<) <)
s 50 - & 50 -
% % Ami + Laz
o o
-S Ami + Laz 'E Osi
g 7 : | osi g 257
=] H =}
© ! ©
o o
0 T T T T T T T i T T 0 T T T E T T T E T T
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
No. atrisk Months No. atrisk Months
Ami+ Laz 149 136 121 m 95 78 60 33 23 12 2 Ami+ Laz 17 104 95 87 79 64 53 30 18 13 4
Osi 144 132 116 101 76 49 34 17 1 7 2 Osi 130 125 108 101 85 69 59 35 20 12 4

Note: Pathogenic mutations were detected with the Guardant Health G360® panel.
Ami, amivantamab; Laz, lazertinib; Osi, osimertinib.
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ddPCR Detectable EGFRm ctDNA at Baseline
and On Treatment

100 -

()
5 807 - Approximately 70% of patients in both arms
‘g had detectable EGFRm ctDNA? at baseline
® % 60 -
S« « At Week 9 (C3D1), detectable EGFRm
"é 5 40 - ctDNA? was observed in 15% of patients with
2% matched samples at baseline and Week 9 in
,§ both arms
® 20 A
o

o .

Ami + Laz Osi Ami + Laz Osi
Baseline Week 9 (C3D1)
[] Undetectable ctDNA B Detectable ctDNAe

aEx19del or LB58R by Biodesix ddPCR.
Ami, amivantamab; ctDNA, circulating tumor DNA; ddPCR, droplet digital polymerase chain reaction; Ex19del, Exon 19 deletion; Laz, lazertinib; Osi, osimertinib.
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Baseline Demographic and Clinical Characteristics

by ddPCR ctDNA Detection? Status

Characteristic, n (%)

Lazertinib (n=231)

With Detectable ctDNA2at Baseline

Amivantamab + Osimertinib

(n=240)

Baseline demographic characteristics were well balanced between treatment arms

Without Detectable ctDNA2at Baseline

Amivantamab +
Lazertinib (n=105)

Osimertinib

(n=96)

Median age, years (range) 63 (30-87) 63 (31-87) 67 (38-86) 66 (36-88)
Female 143 (62) 148 (64) 76 (72) 46 (48)
Race

Asian 17 (51) 125 (52) 48 (46) 45 (47)

White 101 (44) 106 (44) 56 (53) 48 (50)

Otherb 13 (6) 9 (4) 1(1) 3 (3)
ECOG PS1 155 (67) 162 (68) 50 (48) 53 (55)
History of smoking 76 (33) 72 (30) 31 (30) 34 (35)
History of brain metastases 109 (47) 110 (46) 29 (28) 24 (25)
Liver metastases at baseline 40 (17) 50 (21) 9(9) 8 (8)
EGFR mutation typec

Ex19del 143 (62) 145 (60) 66 (63) 63 (66)

L858R 88 (38) 95 (40) 38 (36) 33 (34)

aEx19del or L858R by Biodesix ddPCR. *Other includes AmericanIndian or Alaska Native, Black or African-American, multiple, and unknown. ¢*One patientin the amivantamab + lazertinib arm had both Ex19deland L858R.
ctDNA, circulating tumor DNA; ddPCR, droplet digital polymerase chain reaction; Ex19del, Exon 19 deletion.
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PFS by Detectable Baseline EGFRm ctDNA
by ddPCR

* Osimertinib showed a median PFS of 14.8 mo in patients with detectable ctDNA=2 at baseline
« Amivantamab + lazertinib reduced the risk of progression or death by 32% in this subgroup
» Consistent results were seen in patients with detectable ctDNA using the ctDNA NGS assay® (HR, 0.71[95% CI, 0.57-0.89]; P=0.003)

With Detectable Baseline ctDNA® Without Detectable Baseline ctDNA®
Median follow-up: Median PFS Median follow-up: Median PFS
100 - 22..Omo (95% Cl) 100 - 22.0mo (95% Cl)
= Ami + Laz 20.3 mo (18.6-24.0) = Ami + Laz 27.7 mo (22.1-NE)
e Osi 14.8 mo (12.9-16.5) & i Osi 21.9 mo (16.6-NE)
H;E . HR, 0.68 (95% CI, 0.53-0.86); P=0.002 :2_’ T HR, 0.72 (95% Cl, 0.47-1.10); P=0.132
1 75 " 1 75 " 1
c & :
S S | ! —
Ea g o
o ) : !
o o
5 50 - 5 50 A
: : =
© ' H © 45% B .
_8 Ami + Laz -8 Osi
3 : RN P 2 Ami + Laz
‘2 25 4 E Osi g 25 A
Q2 : Q
=] =}
[} (3]
a a
0 T T T T T T T T T T 0 T T T T T T T 1 T T
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
No. atrisk Months No. atrisk Months
Ami+Llaz 231 214 197 180 155 125 98 56 38 22 5 Ami+Laz 105 92 84 81 76 68 57 34 18 10 2
Osi 240 225 198 175 140 102 78 41 25 16 4 Osi 96 91 83 79 67 55 45 28 19 11 8

aDetection of Ex19deland L858R by Biodesix ddPCR. PPathogenic mutations were detected with the Guardant Health G360® panel.
Ami, amivantamab; ctDNA, circulating tumor DNA; ddPCR, droplet digital polymerase chain reaction; Ex19del, Exon 19 deletion; Laz, lazertinib; NGS, next-generation sequencing; Osi, osimertinib.
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PEFS Without and With Cleared EGFRm ctDNA?
at Week 9 (C3D1)

* Osimertinib showed a median PFS of 9.1 mo in patients without cleared EGFRm ctDNA at Week 92

« Amivantamab + lazertinib reduced the risk of progression or death by 51%in this subgroup

Without Cleared EGFRm ctDNA? at Week 9 With Cleared EGFRm ctDNA? at Week 9
Median follow-up: Median PFS Median follow-up: Median PFS
100 - 220mo (95% Cl) 100 - 22.0mo (95% Cl)
= Ami + Laz 16.5 mo (9.3-18.4) = Ami + Laz 24.0 mo (20.2-NE)
e Osi 9.1mo (5.5-11.1) & Osi 16.5 mo (14.9-19.9)
é HR, 0.49 (95% CI, 0.27-0.87); P=0.015 E’ HR, 0.64 (95% CI, 0.48-0.87); P=0.004
é 75 " é 75 7 E
S S ,
o) > : :
S 50 A € 50 '
3 | % Ami + Laz
® i ® :
o | e .
s - EA : =l osi
8 257 Lw | 4 Ami+Laz 8 257 i
8 i 8 =
E L_| I osi E
[ 10% §
0 T T T T T T T ; T T 0 T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
Months Months
Ami+ Laz 29 29 24 21 17 14 10 4 2 1 0 Ami+ Laz 163 158 151 141 121 99 79 51 35 20 5
Osi 32 29 20 16 8 4 3 3 1 1 0 Osi 180 179 165 146 121 92 69 36 23 15 4

aDetection of Ex19deland L858R by Biodesix ddPCR.

Ami, amivantamab; ctDNA, circulating tumor DNA; ddPCR, droplet digital polymerase chain reaction; Ex19del, Exon 19 deletion; Laz, lazertinib; Osi, osimertinib.
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PES for Patients With High-risk Features

In the MARIPOSA study, 89% of patients had =1 high-risk feature detected at baseline®

All randomized patients' — Q2 E

History of brain metastases (41%)’ — ;

Liver metastases at baseline (16%) ® , E

Detectable baseline ctDNA by NGSP (85%) — ;

TP53 co-mutations (54%) — E

Detectable baseline EGFRm ctDNA by ddPCR¢ (70%) —— :

Without cleared EGFRm ctDNAc¢ at Week 9 (15%) = - | E
S
Favors Ami +Laz < : > Favors Osi

aPatients with analyzable ctDNA by NGS at baseline wereincluded in this pooled analysis. High-risk features included baseline detectable ctDNAby NGS or baseline metastases of the liver or brain. For patients with detectable

ctDNA, it was assumed that TP53 co-mutations would be identified if present. PPathogenic mutations were detected with the Guardant Health G360® panel. °Ex19deland L858R by Biodesix ddPCR.
Ami, amivantamab; ctDNA, circulating tumor DNA; ddPCR, droplet digital polymerase chain reaction; Ex19del, Exon 19 deletion; Laz, lazertinib; NGS, next-generation sequencing.
1.ChoBC, etal. Presented at: the European Society for Medical Oncology (ESMO) Congress; October 20-24,2023; Madrid, Spain. LBA14.
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HR (95% CI)
0.70 (0.58-0.85)

0.69 (0.53-0.92)
0.58 (0.37-0.91)
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0.49 (0.27-0.87)




Summary

» High-risk features occur commonly in first-line EGFRm (Ex19del/L858R) NSCLC, which carry a poor prognosis

* Among patients with pathogenic alterations detected in ctDNA by NGS, 54% of patients had TP53 co-mutations (46% of patients from the
ctDNA NGS analysis population)

» QOverall, 70% of patients had detectable EGFR mutations by ddPCR

» Amivantamab + lazertinib significantly improved median PFS vs osimertinib in high-risk subgroups with:

History of brain metastases (HR, 0.69; P=0.010)

Baseline liver metastases (HR, 0.58; P=0.017)

TP53 co-mutations? (HR, 0.65; P=0.003)

Detectable baseline EGFRm ctDNAP (HR, 0.68; P=0.002)

= Without EGFRm ctDNAP clearance at Week 9 (HR, 0.49; P=0.015)

* Among the corresponding subgroups without high-risk features, amivantamab + lazertinib showed a consistent PFS benefit over osimertinib
* Trials to optimize treatment administration are ongoing (COCOON, SKIPPirr, PALOMA-2, PALOMA-3)

Q Amivantamab + lazertinib produces superior PFS outcomesin patients with high-risk features and

represents a promising new standard of care treatment option in first-ine EGFRm NSCLC

aPathogenic mutations were detected with the Guardant Health G360® panel. °Ex19del and L858R by Biodesix ddPCR.
ctDNA, circulating tumor DNA; ddPCR, droplet digital polymerase chain reaction; Ex19del, Exon 19 deletion; NGS, next-generation sequencing.
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