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Background

aMedian follow-up, 22 .0 months. bMedian follow-up , 37 .8 months.

1.  Moores SL, e t al. Cancer Res. 2016;76(13):3942-3953.  2. Dhillon S. Drugs. 2021;81(9):1107-1113.  3. RYBREVANT® (amivantamab-vmjw) injection for in travenous use [package insert]. Janssen Bio tech,  Inc; 2025. 4.  RYB REVA NT ®: E PAR [product  in format ion]. Janssen-Cilag  Inte rnationa l NV; 2025. 
5.  Cho BC, et  al. N Eng l J Med. 2024;391(16):1486-1498.  6. Y ang J C-H, et al. Presented a t: European Lung Cancer Congress (ELCC); March 26 -29 , 2025;  Paris, France. 7 . Lim S M, e t al. Presented  at: American Socie ty of Clin ical Onco logy (ASCO) Annua l Meet ing; May 31 -June 4,  2024; Chicago, IL , US A.

Here we report the efficacy, safety, and PK of 1L amivantamab SC Q4W + lazertinib in 

EGFR-mutated advanced NSCLC

• Amivantamab + lazertinib, a third-generation EGFR TKI, is approved in the US, Europe, and other regions for 
1L EGFR-mutated advanced NSCLC1–5

• In MARIPOSA (NCT04487080), amivantamab IV Q2W + lazertinib significantly prolonged PFSa (HR, 0.70; P<0.001) and 
OSb (HR, 0.75; P<0.005) versus osimertinib5,6

• In the amivantamab + lazertinib arm:

– BICR-assessed ORR was 86% (95% CI, 83–89) among all participants5

– At a median follow-up of 37.8 months, median OS was not reached; however, the OS benefit vs osimertinib is 
projected to be >1 year, assuming exponential distribution in both arms6 

• In Cohorts 1 and 6 of PALOMA-2 (NCT05498428), 1L amivantamab SC Q2W + lazertinib showed a response rate 
consistent with historical amivantamab IV Q2W + lazertinib7
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PALOMA-2 Cohort 5 Study Design

aIncludes asymptomatic or previously treated  participants with stable b rain metastases.  bCoformula ted with recombinant human hyaluron idase PH20 .  cTumor response was assessed according  to RECIST v1.1. dClinical benefit rate  was def ined as confirmed response or stable disease for ≥11 weeks.

Amivantamab SC Q4W 

+ 

lazertinib

Prophylactic anticoagulation recommended 

for the first 4 months of treatment​

Dosing (in 28-day cycles)

Amivantamab SCb:
Subcutaneous abdominal injection with a Q4W dosing regimen of 

1600 mg (2240 mg if ≥80 kg) weekly for the first 4 weeks, and    
3520 mg (4640 mg if ≥80 kg) Q4W thereafter

Lazertinib: 240 mg orally daily

Key eligibility criteria 

for Cohort 5

(N=77)

• Treatment-naïve, 

locally advanced or 

metastatic NSCLC

• Documented EGFR 

Ex19del or L858R 

mutations

• If brain metastases are 

present, they must be 

stablea

• ECOG PS score of 0 or 1

Primary endpoint:

• ORR by INVc

Secondary endpoints:

• ORR by ICRc

• Duration of response
• Time to response
• Clinical benefit rated

• Progression-free survival
• Overall survival

• Safety 
• PK
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• Cohort 5 enrolled a total of 77 participants

• Median age was 63 years; 68% were female and 
62% were Asian

• Brain metastases were present in 43% of participants

• As of October 24, 2024, median follow-up was 6.5 months, 
and 67 (87%) participants were ongoing treatment

Characteristic, n (%) Cohort 5 (N=77)

Median age, years (range) 63 (31–80)

Female 52 (68)

Race

Asian 48 (62)

White 27 (35)

Othera 2 (3)

ECOG PS score of 1 52 (68)

History of smoking 25 (32)

Brain metastases 33 (43)

EGFR mutation typeb

Exon 19 deletion 46 (60)

L858R 31 (40)

Adenocarcinoma histology 77 (100)

Baseline Demographics and Clinical Characteristics

aOther includes Black or African American  and mult ip le . bParticipants could be included in more  than 1  category.
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Partial response

Stable disease

ORR and Best Response

• Among all participants, ORR was 82% 
(95% CI, 71–90) by INVa and 
87% (95% CI, 77–94) by ICR

• Results are consistent with the primary 
analysis of MARIPOSA, which 
demonstrated an ORR of 86% 
(95% CI, 83–89) by BICR with 
amivantamab IV Q2W + lazertinib1

• Confirmed ORR was 79% 
(95% CI, 69–88) by INV and 
83% (95% CI, 73–91) by ICRb 

• Confirmed CBR was 97% 
(95% CI, 91–100) by INV and 
96% (95% CI, 89–99) by ICR

aThe primary endpoint was met: the null hypothesis of ORR <50% by INV was re jected. bConfirmation  of responses by repeat assessments were  perfo rmed ≥4 weeks after the criteria  for PR or CR were  met . CAmong participants with  measurable d isease a t base line .

CBR, clinical benefit rate  (defined  as confirmed response or stable disease for ≥11 weeks);  SoD, sum of d iameters.

1.  Cho BC, et  al. N Eng l J Med. 2024;391(16):1486-1498.

Best confirmed overall response by INV (n=75)c
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Weeks in study

Antitumor Activity and Secondary Endpoints

Susan C Scott

aBy INV.

SoD, sum of  diameters.
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Antitumor activity in participants with measurable diseasea at baseline (n=75) 

Best overall response:  Partial response             Stable disease 

Treatment status:   Ongoing ⚫ Completed/discontinued 

• Among confirmed 
responders:

• Median time to 
response was 
8.1 weeks 
(range, 7.0–16.5)

• Median DoR was 
not reached for 
estimation, and 
the majority of 
responses were 
ongoing 
(93% [57/61])  

• Median PFS and OS 
were not reached for 
estimation
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• EGFR/MET-related TEAEs were the most common, with no new 
safety signals identified1 

• Discontinuation of all study treatment due to treatment-related 
AEs occurred in 8% of participants 

• No prophylactic measures for dermatologic AEs were 
recommended in PALOMA-2

• ARRsa occurred in 9 (12%) participants (grade ≥3, 1 [1%]), with 
the majority occurring at first injection (7/9; 78%)b 

• Rate of ARRs was ~5-fold lower compared with amivantamab IV 
Q2W administration in MARIPOSA (63%)1

Pharmacokinetics

• Consistent with historical amivantamab IV and SC Q2W data,2,c 
mean (%CV) amivantamab concentration on Cycle 2 Day 1 was 
366 (31) µg/mL (n=56)

Most common TEAEs (≥20%), n (%)
Cohort 5 (N=77)

All grades Grade ≥3 

Associated with EGFR inhibition

Paronychia 56 (73) 4 (5)

Rash 45 (58) 9 (12)

Dermatitis acneiform 31 (40) 6 (8)

Stomatitis 29 (38) 3 (4)

Pruritus 26 (34) 1 (1)

Diarrhea 22 (29) 2 (3)

Associated with MET inhibition

Hypoalbuminemia 49 (64) 4 (5)

Peripheral edema 28 (36) 0

Other

Increased ALT 25 (32) 3 (4)

Increased AST 21 (27) 1 (1)

Dry skin 18 (23) 0

Safety Profile

aARRs were de fined  as Medical Dictionary fo r Regu la tory Activities prefe rred term “Administration Related React ion” (referred to  as IRRs in prior stud ies). bOn or afte r Cycle 1 Day 1 but before the next dose. cMean (%CV ) concentration  on  Cycle 2 Day 1  was 317  (32) µg/mL (n=285) for amivantamab IV,  328  (32) µg/mL (n=50) fo r 
amivantamab SC in Cohort 1, and  373 (27) µg/mL (n=42) fo r amivantamab SC in  Cohort 6. 2 

1.  Cho BC, et  al. N Eng l J Med. 2024;391(16):1486-1498.  2. L im SM,  et a l.  Presented a t: American  Society fo r Clin ical Onco logy (ASCO) Annua l Meet ing; May 31 -June 4 , 2024; Chicago, IL , USA. 

Susan C Scott 7

This
 m

ate
ria

l is
 di

str
ibu

ted
 fo

r s
cie

nti
fic

 pu
rpo

se
s o

n J
&J M

ed
ica

l C
on

ne
ct,

 an
d i

s n
ot 

for
 pr

om
oti

on
al 

us
e



wclc.iaslc.org

(MARIPOSA 

population)

VTEs by Prophylactic Anticoagulation Use

1.  Khorana AA , et al. J Immunother Cancer. 2023;11(1):e006072.  2. Tagalakis V, et  al. J Thorac Onco l. 2007;2(8):729-734.  

• Incidence of VTE with amivantamab SC Q4W was consistent with the baseline incidence of VTE in NSCLC (14% –30%)1,2

• Overall, VTE was reported in 10 (13%) participants (none grade ≥3)

• There were no dose reductions, discontinuations, or deaths due to VTE

• Majority of participants (87%; 67/77) received prophylactic anticoagulation 

• Grade ≥3 bleeding rates were low (1%)

Prophylactic 

anticoagulation 

(n=67)

No prophylactic 

anticoagulation

(n=10) 

Overall

(N=77)

Any VTE, n (%) 7 (10) 3 (30) 10 (13)

Grade ≥3 0 0 0

Grade 5 0 0 0

Any VTE leading to any discontinuation, n (%) 0 0 0

Grade ≥3 bleeding, n (%) 1 (1) 0 1 (1)
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• Participants receiving 1L amivantamab SC Q4W + lazertinib demonstrated a response rate consistent with those who 
received amivantamab IV Q2W + lazertinib in MARIPOSA1

• No new safety signals were identified with amivantamab SC Q4W + lazertinib1

• ARRs were reduced ~5-fold with amivantamab SC versus amivantamab IV (12% vs 63%)1

• Incidence of VTE was low (13%) and consistent with baseline VTE rates observed in NSCLC2,3

• Consistent PK profiles with historical amivantamab IV further support the use of amivantamab SC Q4W + lazertinib4

• The Q4W dosing regimen for amivantamab SC + lazertinib is projected to further improve patient convenience

Conclusions

1.  Cho BC, et  al. N Eng l J Med. 2024;391(16):1486-1498.  2. K horana AA, et a l. J Immunother Cancer. 2023;11(1):e006072.  3. Taga lakis V,  et a l.  J Thorac Onco l. 2007;2(8):729-734. 4.  Lim SM, et  al. Presented at: A merican Society for Clinica l Oncology (ASCO) A nnual Meeting; May 31-June 4,  2024; Chicago, IL , USA.

The efficacy of amivantamab SC Q4W + lazertinib is consistent with that of

amivantamab IV Q2W + lazertinib,1 with the added tolerability and convenience 

benefits of an SC formulation, further supporting it as a new SoC option 

for patients with EGFR-mutated NSCLC
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Next: Cohort 7 is Evaluating 2L Amivantamab SC Q3W + Chemotherapy After 
1L Amivantamab + Lazertinib

aParticipants who had ≥1 disease assessment or discontinued for any reason prior to f irst disease assessment. 

SoD, sum of  diameters.

10

• As of 6 Aug 2025, 10 participants who had disease progression on 1L 

amivantamab + lazertinib have received 2L amivantamab SC Q3W 
+ platinum-based chemotherapy (median follow-up, 3.6 months)

• Early safety profile consistent with prior report of amivantamab SC 

+ chemotherapy

• Among the 8 response-evaluable participantsa, ORR was 50%
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Cohort 1
Ex19del/L858R, 1L

(MARIPOSA population)

Cohort 2
Ex20ins, 1L

(PAPILLON population)

Cohort 3   
Ex19del/L858R, 2L (post -osi; 

MARIPOSA -2 population)

Cohort 4
Prior amivantamab IV

Amivantamab SC Q2W + lazertinib
Prophylactic anticoagulation recommended

Amivantamab SC Q3W  

+ chemotherapy

Amivantamab SC Q3W 
+ chemotherapy + lazertinib

Amivantamab IV Q2W 
switch  to amivantamab SC Q2W 

Cohort 5
Ex19del/L858R, 1L

(MARIPOSA population)

Amivantamab  SC Q4W 
+ lazertinib 

Cohort 6
Ex19del/L858R 1L

(MARIPOSA population)

Amivantamab SC Q2W + lazertinib
Prophylactic anticoagulation required

Cohort 3b   
Ex19del/L858R, 2L (post -osi; 

MARIPOSA -2 population)

Amivantamabb SC Q3W 
+ chemotherapy

Cohort 7  
Ex19del/L858R, 2L

(Post –ami + laz)

Amivantamab SC Q3W 
+ chemotherapy

Enrolling

Eligibility criteria 

• Locally advanced 

or metastatic 

NSCLC
• Stable or 

asymptomatic 

brain metastases 

were allowed

• ECOG PS score 
of 0 or 1

Enrolling

PALOMA-2 Study Design 

(All Cohorts)
1L amivantamab 

+ lazertinib

2L amivantamab SC 

Q3W + chemotherapy
PALOMA-2 

Coh 7 

Best response:                   

  Partial response

  Stable disease

  Not evaluable

*1 participant discontinued before first disease assessment is not shown

10Susan C Scott
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