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Product Profile

Drug name: amivantamab-vmjw 
(Rybrevant)

Date of approval: May 21, 2021

Initial indication: adult patients 
with locally or advanced 
metastatic non–small cell lung 
cancer (NSCLC) who have EGFR 
exon 20 insertion mutations that 
have been detected by an FDA-
approved test, and whose disease 
has progressed on or after a 
platinum-based therapy.1

Dosage and administration: if 
patient’s weight is less than 80 
kg, the recommended dose is 
1050 mg; if 80 kg or more, the 
recommended dose is 1400 mg. 

How supplied: given intravenously 

Pivotal clinical trial: phase 1 
CHRYSALIS trial (NCT02609776)2

EXPERT COMMENTARY ON THE PRODUCT PROFILE OF 

Amivantamab-vmjw

AEs, adverse events; AUCtau, area under the curve from time zero to end of dosing interval; CBR, 
clinical benefit rate; DOR, duration of response; ORR, objective response rate; OS, overall survival; 
PFS, progression-free survival; SAEs, serious AEs; SOC, standard of care; TKI, tyrosine kinase 
inhibitor; TTF, time to treatment failure.  

Trial Design of the Pivotal Phase 1 CHRYSALIS 

ELIGIBLE PATIENTS
•  Histologically con!rmed NSCLC that is metastatic or unresectable

•  Progressed after prior SOC for metastatic disease or are ineligible or refused 
current treatment options

•  ECOG score of 0 or 1

PART 1
• EGFR exon 19 deletion or L858R 

activating mutation

• Either treatment-naïve for 
metastatic disease without access 
to third generation TKI in frontline 
setting; progressed after !rst- or 
second-line TKI; or were treated 
with third-generation TKI

• Have evaluable disease 

Key secondary end points 
PFS, TTF, OS, pharmacokinetics, pharmacodynamics 

PART 2
• EGFR-mutated disease with 

evidence of resistance to 
available EGFR inhibitors.

• Previous treatment with 
platinum-based chemotherapy 

• Have measurable disease per 
RECIST 1.1

• Intravenous amivantamab as 
monotherapy or combination 
with lazertinib at the 
recommended phase 2 dose 
determined in phase 1

• Intravenous infusion of amivantamab 
as monotherapy or in combination with 
lazertinib or carboplatin/pemetrexed

• Starting dose of amivantamab at 140 
mg with dose escalation 3 + 3 design 
administered over 28-day cycles

Primary end points 
Rate of AEs or SAEs, ORR, 
DOR, CBR, trough serum 

concentration, and AUCtau

Primary end point  
Rate of dose-limiting toxicities
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ONCOLOGY®: Can you describe  
the mechanism of action  
of amivantamab?
BRYSON: Amivantamab is a !rst-in-class 
bispeci!c antibody that targets both 
EGFR and MET. It received accelerated 
approval from the FDA in May 2021 
for the treatment of locally advanced or 
metastatic NSCLC with an EGFR exon 
20 insertion mutation after progression 
on a platinum-based chemotherapy  
regimen.3 These EGFR exon 20 inser-
tion mutations are the third most com-
mon EGFR mutation in NSCLC, and 
they account for about 9% of all EGFR 
mutations. They’re enriched in women, 
nonsmokers, Asian populations, and 
those with adenocarcinoma histology. 
The EGFR exon 20 insertion muta-
tions drive intracellular processes that 
promote tumor cell proliferation and 
survival, and these EGFR mutations 
confer resistance to our earlier genera-
tions of EGFR inhibitors. 

Our standard of care has been to 
utilize cytotoxic chemotherapy in pa-
tients with metastatic NSCLC with 
EGFR exon 20 insertion mutations, 
both in the !rst- and subsequent-line 
settings. By binding the extracellular 
domains of EGFR and MET, amivan-
tamab disrupts EGFR and MET sig-
naling by blocking ligand binding and 
facilitating antibody-dependent cellular 
cytotoxicity by immune effector cells. 
This provides dual activity on EGFR 
and MET, which allows for activity in 
tumors dependent on signaling from 
EGFR exon 20 insertion mutations 
as well as activity in tumors that may  
amplify MET expression, which is a com-
mon mechanism of resistance to EGFR  
inhibitors. 

Q:!What are the biggest 
concerns with the toxicity 

profile? Have any additional 
concerns arisen with its use in  
the real-world setting?
The safety and ef!cacy of amivantamab 
were evaluated in the phase 1 open-label 
CHRYSALIS trial. The most common 
[all-grade] treatment-related adverse 
effects [AEs] were rash and infusion- 
related reactions, which occurred 
in about 86% and 66% of patients,  
respectively. More than 96% of these 
AEs were grade 1 or 2. Several AEs  
related to EGFR inhibition were not  
surprising, including paronychia in  
45% of patients, stomatitis in 21%, 
pruritus in 17%, and diarrhea in 12%. 
Some AEs related to MET inhibition 
[occurred] that were also not surprising, 
including hypoalbuminemia in 27% of 
patients and peripheral edema in 18%. 

Rash and edema do continue to be  
concerns in clinical practice, and infu-
sion-related reactions are also something 
we need to look out for closely. This is 
re"ected in the extensive premedication 
regimen and complex infusion sched-
ule of amivantamab. These infusion 
reactions could be happening because  
amivantamab is a monoclonal antibody, 
but it could also be due to its formulation 
with polysorbate 80, which is a surfac-
tant used in several other oncology prod-
ucts that carries its own risk for hyper-
sensitivity reactions. The vast majority 
of infusion reactions in the CHRYSALIS 
trial were low grade and occurred al-
most exclusively during the !rst cycle. 
[In fact], of those reactions, [most] oc-
curred on the !rst day of administration. 
That initial period is where we need to  

practice increased vigilance and make 
sure our colleagues are well educated 
on the signs and symptoms so they can  
intervene if a reaction occurs.

Q:!Are dosing modifications 
common with this agent?

The dosing of amivantamab is unique in 
that it’s [given as] a "at dose but is also 
dependent on baseline body weight. The 
labeled dose for patients with a baseline 
body weight of less than 80 kg is 1050 
mg. For patients with a weight of 80 
kg or higher, the dose is 1400 mg. The  
package insert speci!cally states that 
you don’t have to dose-adjust [for]  
subsequent body weight changes. It’s all 
about that baseline body weight. This 
difference in dosing was based on phar-
macokinetic data evaluating systemic 
exposure and volume of distribution. 
The labeled doses produced similar  
systemic exposures for patients above 
and below 80 kg so we would expect 
them to have similar ef!cacy. 

In the CHRYSALIS trial, dose  
reductions due to AEs occurred in 13% 
of patients, with rash being the most  
common cause for a dose reduction.  
Speci!c dose reductions are recom-
mended in the package insert, which 
correspond to vial sizes to avoid 
wasting product, which I think is  
appropriate for a monoclonal anti-
body product. Only 4% of patients 
discontinued amivantamab due to AEs, 
which included rash, infusion-related  
reactions, and paronychia.

Q:!Should clinicians be aware 
of any drug interactions?

Since amivantamab is an immuno-
globulin antibody and is primarily  
eliminated through proteolytic deg-
radation, it doesn’t use hepatic drug- 
metabolizing enzymes for metabolism. 
Therefore, there are no drug interactions 
to watch for with this product. �
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