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Key Takeaway
Amivantamab + lazertinib is US Food and Drug Administration (FDA) 
approved for first-line epidermal growth factor (EGFR)-mutant non-small 
cell lung cancer (NSCLC) and is improving long-term outcomes vs 
osimertinib, based on its multitargeted mechanism and blocking of  
EGFR and mesenchymal epithelial transition (MET) receptors with  
immune cell–directing activity

Conclusions
After longer follow-up (median: 31.1 months), data continue to favor first-line 
amivantamab + lazertinib over osimertinib with a promising overall survival (OS) 
trend (hazard ratio [HR], 0.77; P=0.019) in patients with EGFR-mutant advanced NSCLC
– �OS curves separate early and widen over time, favoring amivantamab + lazertinib
– �61% of patients receiving amivantamab + lazertinib were alive at 3 years vs 

53% for osimertinib
– �This analysis was requested by health authorities and had nominal alpha spend. 

A P-value of ≤0.00001 was required for statistical significance
First-line amivantamab + lazertinib showed reduced risk of central nervous system 
(CNS) progression and sustained CNS control with more durable responses 
– �3-year intracranial progression-free survival (icPFS) was double for amivantamab +

lazertinib vs osimertinib (38% vs 18%)
– �Amivantamab + lazertinib showed a favorable trend for intracranial duration of 

response (icDoR; not estimable [NE] vs 24.4 months)
Post-progression outcomes (time to treatment discontinuation [TTD], time to 
subsequent treatment [TTST], and progression-free survival after subsequent 
therapy [PFS2]) were significantly improved with first-line amivantamab + 
lazertinib vs osimertinib
The MARIPOSA study is ongoing, and a prespecified final OS analysis with formal 
statistical testing will be conducted in the future
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Background
y First-line treatment of EGFR-mutant advanced NSCLC with 3rd-generation EGFR tyrosine kinase inhibitors (TKIs) 

has shown a median OS of ~3 years,1,2 with an estimated real-world 5-year survival of <20%3

y Approximately 25%–40% of patients do not receive second-line therapy,4–6 indicating a need for improved
first-line treatments

y Amivantamab is an EGFR-MET bispecific antibody with immune cell–directing activity,7–9 and lazertinib is a
3rd-generation EGFR TKI10,11

y At a median follow-up of 22.0 months, amivantamab + lazertinib significantly improved PFS vs osimertinib in the 
first-line setting (HR, 0.70; 95% confidence interval [CI], 0.58–0.85; P<0.001) in MARIPOSA12,13

– At the first interim OS analysis, a trend in OS was seen favoring amivantamab + lazertinib vs osimertinib
(HR, 0.80; 95% CI, 0.61–1.05; P=0.11)12,13

y Amivantamab + lazertinib was recently approved by the FDA for first-line treatment of patients with common 
EGFR-mutant advanced NSCLC14

y Here, we report longer-term follow-up (median: 31.1 months) of amivantamab + lazertinib vs osimertinib
from MARIPOSA

Methods
Figure 1: Phase 3 MARIPOSA study design
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Stratification Factors
• EGFR mutation type 

(Ex19del or L858R)
• Asian race (yes or no)
• History of brain 

metastases (yes or no)

Key Eligibility Criteria
• Locally advanced or 

metastatic NSCLC
• Treatment-naïve for 

advanced disease
• Documented EGFR 

Ex19del or L858R
• ECOG PS 0 or 1

Endpoints reported in this presentationa:
• Intracranial PFS (icPFS)
• Intracranial DoR (icDoR)
• Intracranial ORR (icORR)
• Time to treatment discontinuation (TTD)
• Time to subsequent therapy (TTST)
• PFS after first subsequent therapy (PFS2)
• Overall survival

Primary endpoint of progression-free 
survival (PFS) by BICR per RECIST v1.1:
• Amivantamab + lazertinib vs osimertinib

MARIPOSA (ClinicalTrials.gov Identifier: NCT04487080) enrollment period: November 2020 to May 2022; clinical cut-off: 13-May-2024. 
Dosing (in 28-day cycles): amivantamab: 1050 mg (1400 mg if ≥80 kg) weekly for the first 4 weeks, then every 2 weeks; lazertinib: 240 mg daily; osimertinib: 80 mg daily. 
aEndpoints not part of formal statistical testing; all P-values in this presentation are nominal. 
BICR, blinded independent central review; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; Ex19del, Exon 19 deletion; L858R, Exon 21 L858R; MRI, magnetic resonance imaging; NSCLC, non-small cell lung cancer; ORR, objective response rate; RECIST, Response Evaluation Criteria in Solid Tumors. 

Results
icPFS 
y MARIPOSA required serial brain imaging for all patients, which provides robust 

evaluation of CNS outcomes
y Amivantamab + lazertinib showed a favorable trend in icPFS with sustained 

and durable CNS control at 3 years (Figure 2) 
– 3-year landmark icPFS was double for amivantamab + lazertinib vs 

osimertinib (38% vs 18%) 

Figure 2: icPFSa
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aicPFS was defined as time from randomization until the date of intracranial disease progression (progression of brain metastasis or occurrence of new brain lesions) or death, based on BICR using RECIST v1.1 among 
patients with a history of brain metastases. Baseline brain MRI was required for all patients and performed ≤28 days prior to randomization; patients who could not have MRIs were allowed to have CT scans. Brain scan 
frequency was every 8 weeks for the first 30 months and then every 12 weeks thereafter for patients with a history of brain metastasis and every 24 weeks for patients with no history of brain metastasis. Extracranial 
tumor assessments were conducted every 8 weeks for the first 30 months and then every 12 weeks until disease progression is confirmed. 
bP-value was calculated from a log-rank test stratified by mutation type (Ex19del or L858R) and race (Asian or Non-Asian). HR was calculated from a stratified proportional hazards model.
Ami, amivantamab; BICR, blinded independent central review; CI, confidence interval; CT, computed tomography; Ex19del, Exon 19 deletion; HR, hazard ratio; icPFS, intracranial progression-free survival;  
L858R, Exon 21 L858R; laz, lazertinib; MRI, magnetic resonance imaging; Osi, osimertinib; PFS, progression-free survival; RECIST, Response Evaluation Criteria in Solid Tumors. 

icDoR
y Intracranial objective response rate (icORR) was 77% for both arms
y However, amivantamab + lazertinib demonstrated greater durability of 

response, with improved icDoR vs osimertinib (Figure 3)

Figure 3: icDoRa
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aicDoR was defined as the time from the date of first documented intracranial response (CR or PR) until the date of documented intracranial progression or death, whichever occurred first, among patients with a history 
of brain metastases at screening who have intracranial CR or PR based on BICR using RECIST v1.1. Baseline brain MRI was required for all patients and performed ≤28 days prior to randomization; patients who could 
not have MRIs were allowed to have CT scans. Brain scan frequency was every 8 weeks for the first 30 months and then every 12 weeks thereafter for patients with a history of brain metastasis and every 24 weeks for 
patients with no history of brain metastasis. Extracranial tumor assessments were conducted every 8 weeks for the first 30 months and then every 12 weeks until disease progression is confirmed. 
b95% CIs were estimated with Kaplan-Meier method.
Ami, amivantamab; BICR, blinded independent central review; CI, confidence interval; CR, complete response; CT, computed tomography; DoR, duration of response; icDoR, intracranial duration of response; icORR, 
intracranial objective response rate; HR, hazard ratio; laz, lazertinib; MRI, magnetic resonance imaging; NE, not estimable; Osi, osimertinib; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors.

TTD
y Amivantamab + lazertinib demonstrated significantly longer TTD vs 

osimertinib (Figure 4) 
– More patients remained on treatment at 3 years with amivantamab + 

lazertinib (40% vs 29%)

Figure 4: TTDa
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aTTD was defined as the time from randomization to discontinuation of treatment for any reason, including disease progression, treatment toxicity or death.  
bP-value is calculated by log-rank test stratified by mutation type (Ex19del or L858R), race (Asian or Non-Asian), and history of brain metastasis (present or absent). HR was calculated from a stratified proportional hazards model.
Ami, amivantamab; CI, confidence interval; Ex19del, Exon 19 deletion; HR, hazard ratio; L858R, Exon 21 L858R; laz, lazertinib; Osi, osimertinib; TTD, time to discontinuation.

TTST
y Amivantamab + lazertinib had significantly longer TTST (Figure 5)

– Fewer patients at the 3-year landmark on the amivantamab + lazertinib arm 
started a subsequent therapy versus osimertinib (45% vs 32%)

Figure 5: TTSTa
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aTTST was defined as the time from the date of randomization to the start date of the subsequent anticancer therapy following study treatment discontinuation or death, whichever came first. 
bP-value was calculated from a log-rank test stratified by mutation type (Ex19del or L858R), race (Asian or Non-Asian), and history of brain metastasis (present or absent). HR was calculated from a stratified proportional hazards model. 
Ami, amivantamab; CI, confidence interval; Ex19del, Exon 19 deletion; HR, hazard ratio; HR, hazard ratio; L858R, Exon 21 L858R; laz, lazertinib; Osi, osimertinib; TTST, time to subsequent treatment.

First Subsequent Therapy
y Among patients with progressive disease who discontinued treatment, the 

proportion of patients that went on to receive subsequent therapy was similar 
between arms (amivantamab + lazertinib: 72% vs osimertinib: 74%; Figure 6)
– The majority of patients who discontinued study treatment received 

second-line therapy, with chemotherapy being the most common 
subsequent therapy class in both arms

Figure 6: First Subsequent Therapy
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aPercentages may not sum to 100 due to rounding. 
bTwo patients in the osimertinib arm received amivantamab as a subsequent treatment (one as a monotherapy and one in combination with lazertinib). 
cIncludes one patient who received herbal + doublet chemotherapy. 
dOther category included herbals, ADCs, ALK TKIs, c-MET TKIs, ami, and investigational agents.
ADC, antibody-drug conjugate; ALK, anaplastic lymphoma kinase; Ami, amivantamab; c-MET, mesenchymal epithelial transition factor; chemo, chemotherapy; IO, immunotherapy; laz, lazertinib; Osi, osimertinib;  
TKI, tyrosine kinase inhibitor; VEGFi, vascular endothelial growth factor inhibitor.

PFS2
y Amivantamab + lazertinib significantly reduced the risk of 2nd disease 

progression or death by 27% (Figure 7)
– 3-year landmark PFS2 was 57% for amivantamab + lazertinib vs 49% 

for osimertinib

Figure 7: PFS2a
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aPFS2 was defined as the time from randomization until the date of second objective disease progression after initiation of subsequent anticancer therapy, based on clinical progression as determined by the investigator 
or death, whichever occurred first.
bP-value is calculated by log-rank test stratified by mutation type (Ex19del or L858R), race (Asian or Non-Asian), and history of brain metastasis (present or absent). HR was calculated from a stratified proportional hazards model.
Ami, amivantamab; CI, confidence interval; Ex19del, Exon 19 deletion; HR, hazard ratio; L858R, Exon 21 L858R; laz, lazertinib; NE, not estimable; Osi, osimertinib; PFS2, progression-free survival after first subsequent therapy.

Updated OS Analysis
y A strong OS trend favoring amivantamab + lazertinib was observed (Figure 8)

	– OS curves separate early and widen over time favoring amivantamab + 
lazertinib, with 61% of patients alive at 3 years vs 53% with osimertinib

Figure 8: Updated OS Analysisa
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The MARIPOSA study is ongoing, and a prespecified final OS analysis
with formal statistical testing will be conducted in the future
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aThis analysis was requested by health authorities and had nominal alpha spend. A P-value of ≤0.00001 was required for statistical significance. 
bP-value was calculated from a log-rank test stratified by mutation type (Ex19del or Exon 21 L858R), race (Asian or Non-Asian), and history of brain metastasis (present or absent). HR was calculated from a stratified 
proportional hazards model. 
Ami, amivantamab; CI, confidence interval; Ex19del, Exon 19 deletion; HR, hazard ratio; L858R, Exon 21 L858R; laz, lazertinib; NE, not estimable; OS, overall survival; Osi, osimertinib.

COCOON Trial
y The COCOON Trial aims to reduce dermatologic adverse events associated 

with first-line amivantamab + lazertinib (Figure 9)

Figure 9: COCOON Trial

1:1
 ra

nd
om

iz
at

io
n

(N
≈1

80
a ; 

U
S,

 E
U

, 
LA

TA
M

, A
PA

C
)

Prophylactic antibiotics
Weeks 1–12

Oral doxycycline or 
minocycline 100 mg BID

Weeks 13–52
Topical clindamycin lotion 1% 
on scalp QD before bedtime

Paronychia prophylaxis
Chlorhexidine 4% on the fingernails and toenails QD

Skin moisturization
La Roche Posay Lipikar AP+M Moisturizer on the 

body and face at least QD

Arm A: amivantamab + lazertinib + 
enhanced dermatologic management (n=90)b

Arm B: amivantamab + lazertinib + standard 
dermatologic management (n=90)

Standard dermatologic management is based on
the investigator and typically involves treatment

Key eligibility criteria
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of interest in the first 
12 weeks after initiation 
of amivantamab + 
lazertinib treatment in 
Arm A versus Arm Bc

IV amivantamab
1050 mg (1400 mg if 
≥80 kg) once weekly 

for 4 weeks; every
2 weeks thereafter

+
Oral lazertinib 

240 mg QD

COCOON (ClinicalTrials.gov Identifier: NCT06120140). 
aPlanned enrollment is 180 patients, which is estimated to provide a power of 90%, with a 2-sided alpha of 0.05, to detect a treatment difference between Arms A and B in the incidence of grade ≥2 dermatologic AEs. 
bEnhanced dermatologic management was provided in addition to standard dermatologic management. 
cDermatologic adverse events of interest included rash, dermatitis, paronychia, skin fissures, acne, erythema, skin exfoliation, skin lesion, skin irritation, and eczema.
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