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Background
	y Intravenous (IV) amivantamab is approved in 

combination with lazertinib for first-line (1L) 
treatment of non-small cell lung cancer (NSCLC) 
with epidermal growth factor receptor (EGFR)  
exon 19 deletion (Ex19del) or exon 21 L858R 
substitution mutations, and in combination with 
platinum-based chemotherapy for second-line (2L) 
treatment of EGFR Ex19del/L858R NSCLC1,2

	y Approval was based on 2 pivotal phase 3 studies:

	– MARIPOSA: 1L amivantamab + lazertinib 
showed significant improvement in progression-
free survival (PFS; hazard ratio [HR], 0.70; 
P<0.001) and overall survival (OS; median, not 
reached vs 36.7 months; HR, 0.75; P<0.005)  
versus osimertinib3,4

	– MARIPOSA-2: 2L amivantamab + chemotherapy 
showed superior PFS (HR, 0.48; P<0.001) and 
an improved OS trend (HR, 0.73; P=0.039)  
versus chemotherapy alone5,6

	y In the phase 2 COCOON study, an enhanced and 
effective regimen for managing dermatologic 
toxicities in participants treated with amivantamab 
+ lazertinib reduced grade ≥2 dermatologic  
adverse events (AEs) and treatment 
discontinuations due to AEs versus  
standard-of-care dermatologic management7

	y Subcutaneous (SC) amivantamab coformulated  
with hyaluronidase (rHuPH20) was developed 
to improve participant convenience and reduce 
administration time

	– Amivantamab SC showed a 5-fold reduction in 
the rate of administration-related reactions, and 
longer treatment duration, duration of response, 
PFS, and OS versus amivantamab IV in the  
phase 3 PALOMA-3 study, which was not 
powered to demonstrate statistical significance 
for these outcomes8

	y No study to date has combined amivantamab SC 
with prophylactic anticoagulation and enhanced 
management of dermatologic AEs in a 
representative, diverse group of participants  
with advanced EGFR-mutated NSCLC in the  
United States

Objective
	y The open-label, 2-cohort, phase 2b COPERNICUS 

study will evaluate the efficacy and safety 
of amivantamab SC + lazertinib (Cohort 1) or 
chemotherapy (Cohort 2) while preventing and 
proactively managing venous thromboembolism 
(Cohort 1 only) and dermatologic AEs

Methods
	y Both cohorts will prophylactically receive enhanced dermatologic 

AE management, and Cohort 1 will receive prophylactic 
anticoagulation for the first 4 months of treatment (Figure 2)

	– Participants also have the option to receive the enhanced 
administration-related reaction prophylactic regimen from  
the SKIPPirr study9

Figure 1: Study design
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Amivantamab SC Q4Wa + lazertinib PO QD

Amivantamab SC Q3Wb + carboplatin IV Q3W
+ pemetrexed IV Q3W

Cohort 1: 
Newly diagnosed, previously untreated (1L) 

Cohort 2:
Progressed on or after osimertinib

monotherapy (2L) 

Locally advanced 
or metastatic

EGFR Ex19del or 
L858R-mutated 

NSCLC

Participants

n=30

n=300

Real-world data strategy Compare PFS between participants receiving amivantamab SC + lazertinib (Cohort 1) and 
patients in a real-world clinical setting treated with osimertinib monotherapy

Primary endpoint
• Investigator-assessed 

PFS per RECIST v1.1
Key secondary endpoints

• Incidence andseverity of 
VTE and dermatologic AEs

• OS
• ORR
• DoR
• icORR
• icPFS
• Compliance with

prophylactic medications

aIn 28-day cycles until disease progression, withdrawal of consent, or the investigator decides to discontinue treatment, whichever comes first. 
bIn 21-day cycles until disease progression, withdrawal of consent, or the investigator decides to discontinue treatment, whichever comes first. 
1L, first-line; 2L, second-line; AE, adverse event; DoR, duration of response; EGFR, epidermal growth factor receptor; Ex19del, exon 19 deletion; ic, intracranial; IV, intravenous; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free 
survival; PO, oral; QD, daily; Q3W, every 3 weeks; Q4W, every 4 weeks; RECIST, Response Evaluation Criteria in Solid Tumors; SC, subcutaneous; VTE, venous thromboembolism. 

This study is registered  
with ClinicalTrials.gov  
(Identifier: NCT06667076)

Registration Information

Presented at the American Association for Cancer 
Research (AACR) Annual Meeting; April 25–30, 2025; 
Chicago, IL, USA

Current Status

COPERNICUS is currently enrolling, with 
a goal of 300 participants in Cohort 1 
(amivantamab SC + lazertinib) and  
30 participants in Cohort 2 
(amivantamab SC + chemotherapy)

COPERNICUS is an open-label,  
phase 2b study evaluating the 
efficacy and safety of amivantamab 
SC regimens in 1L and 2L advanced  
EGFR-mutated NSCLC

This study will use a pragmatic 
design to enroll a diverse group of 
participants and combine innovative 
approaches in supportive care  
to prevent and proactively  
manage AEs

Summary
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Figure 3: Site distribution and enrollment maximization
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Table 1: Key inclusion and exclusion criteria
Inclusion Exclusion

≥18 years of age
Active, untreated brain metastases
(Per protocol, while participants with active, untreated brain metastases are excluded, 
participants with previously treated, stable, or asymptomatic brain metastases are 
permitted in Cohort 1, and participants with any history of brain metastases  
[no indication for further local therapy] are permitted in Cohort 2)

≥1 measurable lesion per RECIST v1.1 Major surgery or significant traumatic 
injury within 4 weeks of first dose

ECOG PS score of 0 or 1
Uncontrolled medical conditions  
(eg, hypertension, diabetes, infection, 
impaired oxygenation, cardiovascular 
disease, etc)

Hemoglobin ≥9.0 g/dL; ANC ≥1×109/L; 
platelet count ≥75×109/L (without 
transfusion)

Cohort 1 only: able to receive oral 
anticoagulant therapy

Medical history of active ILD, including 
drug-induced ILD

Cohort 1: eGFR ≥30 mL/min Cohort 1 only: targeted therapy for  
early-stage (resectable) disease

Cohort 2: eGFR ≥45 mL/min Cohort 2 only: >2 lines of prior therapy

ANC, absolute neutrophil count; ECOG PS, Eastern Cooperative Oncology Group performance status; eGFR, estimated glomerular 
filtration rate; ILD, interstitial lung disease; RECIST, Response Evaluation Criteria in Solid Tumors.

Figure 2: Preventing AEs with amivantamab

Dermatologic Prophylactic Regimen (COCOON)7

Weeks 1+
4% chlorhexidine on the fingernails and toenails daily for 12 months

Nail cleaning
agent

Weeks 1+
Ceramide-based moisturizer at least daily for 12 monthsb

Long-acting
skin hydration

Begin amivantamab combination regimen

Weeks 1–12
100-mg BID doxycycline

or minocycline 

Antibiotic
prophylaxis

Weeks 13+
1% topical clindamycin lotion

on the scalp daily 

2 days to 1 hour
before start

Oral 8-mg dexamethasone BID
2 days and 1 day prior and 8-mg 

1 hour before first administrationa

VTE Prophylactic Regimen 
(PALOMA-2, PALOMA-3)8,10

First 4 months
Oral anticoagulants as per NCCN
or local guidelines (Cohort 1 only)

ARR Prophylactic
Regimen (SKIPPirr)9

aIncludes standard premedication (antihistamines, antipyretics, and glucocorticoids).  
bLa Roche Posay Lipikar AP+M moisturizer was used in COCOON. 
AE, adverse event; ARR, administration-related reaction; BID, twice daily; NCCN, National Comprehensive Cancer Network;  
VTE, venous thromboembolism.

	y COPERNICUS implements a pragmatic study 
design, including less stringent inclusion/
exclusion criteria and reduced imaging 
schedules, and allows participants to receive 
1 cycle of 1L chemotherapy while waiting for 
biomarker testing results
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The QR code is intended to provide scientific information for individual reference, and the information should not be altered or reproduced 
in any way.
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