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Simple Summary

Amivantamab plus lazertinib (amivantamab-+lazertinib) is an effective, novel treatment
combination for epidermal growth factor receptor (EGFR)-mutated non-small cell lung
cancer (NSCLC). Despite its efficacy, it often causes rapid onset dermatologic side effects
that require prompt care. This article presents four such cases. Two patients developed
severe papulopustular facial rashes, and two presented with severe folliculitis with scalp
erosions. Additional findings included paronychia, pruritus, xerosis, mucositis, and tri-
chomegaly. Notably, one patient experienced less severe side effects due to early use of
a dermatologic prophylactic regimen. These cases suggest that dermatologic side effects
associated with amivantamab-+lazertinib may be more severe than those typically seen
with EGFR inhibitors. Early preventive strategies and timely management are critical for
supporting treatment adherence and optimizing clinical outcomes.

Abstract

Amivantamab plus lazertinib (amivantamab+lazertinib) is a novel combination therapy
used to treat epidermal growth factor receptor (EGFR)-mutated non-small cell lung cancer
(NSCLC). Although this regimen has demonstrated clinical efficacy in locally advanced or
metastatic NSCLC, it is associated with a range of dermatologic adverse events that may
develop rapidly and require prompt intervention. Early management of these side effects is
critical for maintaining oncologic treatment, optimizing clinical outcomes, and improving
patients” quality of life. Cases: We present four patients with EGFR-mutated NSCLC who
experienced dermatologic adverse events during amivantamab-+lazertinib therapy. Two de-
veloped severe facial papulopustular eruptions, and two presented with necrotic folliculitis
with sanguineous scalp erosions. Additional dermatologic manifestations included parony-
chia, pruritus, xerosis, mucositis, and trichomegaly. Notably, one patient experienced
milder dermatologic side effects due to early initiation of a dermatologic prophylactic
regimen. Conclusions: Dermatologic adverse events during amivantamab+lazertinib
therapy are frequent and may be more severe than those typically observed with EGFR
inhibitors. Early prophylactic measures and timely intervention are essential for managing
these adverse events, supporting treatment adherence, and maximizing the therapeutic
efficacy of this combined oncologic regimen.
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1. Introduction

Amivantamab plus lazertinib (amivantamab+lazertinib) is a novel combination ther-
apy consisting of amivantamab, a fully human bispecific monoclonal antibody targeting
epidermal growth factor receptor (EGFR) and mesenchymal-epithelial transition (MET),
and lazertinib, a third-generation EGFR tyrosine kinase inhibitor (TKI) [1]. The combination
was approved by the U.S. Food and Drug Administration (FDA) in 2024 for the first-line
treatment of EGFR-mutated (exon 19 deletion or exon 21 L858R substitution) locally ad-
vanced or metastatic non-small cell lung cancer (NSCLC) [2]. Despite its clinical efficacy,
this regimen is associated with a range of dermatologic adverse events [3].

Here, we present four patients with EGFR-mutated NSCLC who received amivan-
tamab+lazertinib therapy. Two developed severe facial papulopustular eruptions, and two
presented with necrotic folliculitis with sanguineous scalp erosions. Three patients exhib-
ited additional milder dermatologic adverse events, such as paronychia, pruritus, xerosis,
mucositis, and trichomegaly. Notably, one patient experienced less severe dermatologic
side effects due to early initiation of a dermatologic prophylactic regimen.

2. Cases
2.1. Case I

A 56-year-old man with EGFR-mutated (exon 19 deletion) metastatic NSCLC pre-
sented with severe (grade 3; NCI CTCAE v5.0) necrotic folliculitis (Figure 1a,b), paronychia
(Figure 1c), pruritus, and xerosis, which developed two weeks after starting amivan-
tamab-+lazertinib therapy. His prior treatments included osimertinib and platinum-based
chemotherapy, both of which failed to control disease progression. The patient also devel-
oped oral candidiasis and painful erosions on the buccal mucosa and palate.

(©

Figure 1. Necrotic folliculitis with sanguineous scalp erosions (a,b); paronychia associated with

amivantamab-+lazertinib therapy (c).
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Management of folliculitis included oral cefuroxime 500 mg twice daily combined with
prednisone 20 mg daily, tapered to 5 mg over 10 days, followed by oral doxycycline 100 mg
twice daily. Paronychia was treated topically with a moderate-potency corticosteroid
combined with gentamicin. Silver dressings were applied interchangeably with iodine
soaks. The patient was also advised to use ceramide-based moisturizers daily after bathing.
Nystatin suspension three times daily was prescribed for oral candidiasis.

Amivantamab+lazertinib treatment was ultimately discontinued due to the severity
of dermatologic adverse events.

2.2. Case II

A 63-year-old woman receiving amivantamab-+lazertinib for locally advanced EGFR-
mutated NSCLC developed a rapidly progressive grade 3 (NCI CTCAE v5.0) papulopustu-
lar eruption on the face (Figure 2a) three weeks after initiating treatment. She also presented
with trichomegaly of the eyelashes and painful vesicles and erosions on the lips. Initial
management included oral cefuroxime 500 mg twice daily for 10 days, prednisone 10 mg
daily, and topical clindamycin and ivermectin. She was subsequently treated with oral
tetracycline 500 mg twice daily, and prednisone was discontinued.

Figure 2. Papulopustular eruption of the face. (a) Initial presentation; (b) one month after treatment
with oral cefuroxime, low-dose prednisone, and oral tetracycline; (c) two months after oral tetracycline
and isotretinoin, introduced separately.
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The patient showed clinical improvement; however, residual facial scarring persisted
after one month (Figure 2b). Two months later, she was started on low-dose isotretinoin
(10 mg daily) following a one-week interval after tetracycline withdrawal (Figure 2c).
Despite several weeks of tetracycline and isotretinoin therapy, the scarring remained.

Amivantamab+lazertinib treatment was briefly interrupted due to the development of
grade 3 dermatologic adverse events but was later continued without dose modification
following dermatologic management.

2.3. Case 111

A 63-year-old woman on amivantamab+lazertinib for metastatic EGFR-mutated
NSCLC presented with a severe papulopustular facial rash (Figure 3a) and grade 3 (NCI
CTCAE v5.0) folliculitis with scalp erosions (Figure 3c) two weeks after beginning treat-
ment. She had previously received oral doxycycline without any clinical improvement.
Management was escalated to oral cefuroxime 500 mg twice daily followed by oral tetracy-
cline 500 mg twice daily. Systemic prednisone (10 mg daily) was administered during the
first two weeks of therapy.

Figure 3. Initial presentation of papulopustular rash affecting the face (a); two months after oral
cefuroxime and prednisone, followed by oral tetracycline with topical clindamycin and ivermectin (b);
initial presentation of destructive folliculitis with scalp erosions (c); one month after oral cefuroxime,
low-dose prednisone, and oral tetracycline interventional treatment (d).
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After two months of treatment with oral tetracycline combined with topical clin-
damycin and ivermectin, the papulopustular facial lesions showed marked improvement
(Figure 3b). Destructive scalp folliculitis with erosions resolved after one month of com-
bined oral cefuroxime and tetracycline therapy with low-dose prednisone (Figure 3d).

Treatment with amivantamab-+lazertinib was not interrupted or discontinued.

2.4. Case IV

A 46-year-old woman preparing to begin treatment with amivantamab+lazertinib
for metastatic EGFR-mutated NSCLC presented with scalp alopecia secondary to prior
radiation therapy (Figure 4a,b). Her NSCLC had progressed despite treatment with afatinib,
osimertinib, and platinum-based chemotherapy.

© %)

Figure 4. Initial presentation of scalp alopecia secondary to radiation therapy (a); two months

after amivantamab-+lazertinib treatment (b); grade 2 papulopustular rash while on dermatologic
prophylactic treatment with oral tetracycline (c,d).

Given her history of dermatologic adverse events with previous therapies, a der-
matologic prophylactic regimen, including oral tetracycline and topical clindamycin,
was initiated before starting amivantamab-+lazertinib. After four weeks of amivan-
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tamab-+lazertinib treatment, she developed a grade 2 (NCI CTCAE v5.0) papulopustular
eruption (Figure 4c,d) but did not experience the severe papulopustular eruptions observed
in the other patients. Similarly, the patient did not develop severe necrotic folliculitis with
scalp erosions. She experienced milder dermatologic side effects, such as eyelash trichome-
galy and xerosis. The patient was able to continue the novel combination therapy without
any grade > 3 adverse events or dose modification.

3. Discussion

EGFR, a member of the receptor tyrosine kinase family, plays a crucial role in the
maturation and differentiation of epidermal and epithelial cells, including adnexal struc-
tures such as hair follicles and sebaceous glands. EGFR is frequently overexpressed in
many tumors, making its inhibitors effective and selective antineoplastic agents [4]. Disrup-
tion of EGFR signaling significantly affects keratinocyte homeostasis, leading to increased
apoptosis and the recruitment of innate immune cells [4].

The most common and predictable dermatologic adverse event associated with EGFR
inhibitors is an acneiform rash on the face, with a mean onset of approximately 1.5 weeks [5].
Other commonly affected anatomic sites include the chest, back, and scalp, which are rich in
folliculosebaceous units. Facial lesions typically appear in central areas (forehead, nose, and
chin) and resemble rosacea, often responding well to conventional rosacea treatments [6]
(Table 1).

Table 1. Dermatologic interventional treatment suggestions based on the cited publications and our
clinical experience (topical and systemic treatments can be combined regardless of the severity).

Topical Systemic Necrotic Lesions
° Clindamycin emulsion or gel ° Doxycycline 100 mg twice daily ° Hydrogen peroxide soaks
° Metronidazole cream e  Tetracycline 500 mg twice daily . Todine soaks

° Ivermectin cream

e  Mupirocin cream or ointment e  Isotretinoin 0.1-0.3 mg/kg per day

° Minocycline 50-100 mg twice daily e Mupirocin cream

Chlorhexidine washes

° Timolol solution
. Aluminum acetate soaks
° Hydrocortisone cream or lotion e  Acitretin 10 mg per day . Silver nitrate soaks
. Silver sulfathiazole cream
e  Betamethasone with gentamicin cream
° Corticosteroids: fluocinolone, ° Antihistamines
triamcinolone, prednisone, ° Prednisone 10 mg/day to 0.5
clobetasol mg/kg/day (different doses)

Dapsone 25-50 mg per day
Cefuroxime 500 mg twice daily

The term “acneiform rash” has been replaced with “papulopustular eruption,” which
is considered more accurate [7]. The severity of papulopustular eruptions is graded from
1 to 5 according to NCI CTCAE v5.0, with grade 1 representing mild eruptions and grade 5
indicating death [6]. Other dermatologic side effects of anti-EGFR therapy include xerosis,
pruritus, paronychia, periungual pyogenic granuloma, alopecia, and trichomegaly [7].

EGEFR inhibition can be achieved through two main mechanisms. Monoclonal antibod-
ies (e.g., cetuximab and panitumumab) bind to the extracellular domain of the receptor to
prevent ligand-mediated activation. Small-molecule TKIs such as gefitinib, erlotinib, and
afatinib act intracellularly to block the EGFR tyrosine kinase domain, thereby inhibiting
downstream signaling cascades [4].

https:/ /doi.org/10.3390/ curroncol33020096


https://doi.org/10.3390/curroncol33020096

Curr. Oncol. 2026, 33, 96

7 of 11

Inflammatory cutaneous adverse events, particularly involving the face, are frequent
in patients receiving anti-EGFR therapy, with reported incidences ranging from 45% to
100% [4]. These reactions are well-recognized by both dermatologists and oncologists [7].
Several guidelines have been published on the management of dermatologic side effects
associated with anti-EGFR therapy. Management usually involves a combination of in-
terventions, including gentle skin care, moisturizers, photoprotection [8], and topical
anti-inflammatory agents such as low-potency corticosteroids, ivermectin, and antibiotics
(clindamycin, erythromycin, mupirocin, and metronidazole). In severe cases, prolonged
systemic therapy with tetracyclines or isotretinoin may be indicated [9-11] (Tables 1 and 2).
Both topical and systemic corticosteroids should be used with caution [12].

Table 2. Preventive management suggestions for anti-EGFR therapy dermatologic adverse
events [6,8,13].

Cleansers

Moisturizers and

Photoprotection Prophylaxis

e  Gentle cleanser close to skin pH (5.0)

° Emollients “plus” . Doxycycline 100-200 mg per day

with lipid replenishing ingredients

° Moisturizers containing ceramides,
niacinamide, shea butter, and urea e  Tetracycline 250-500 mg per day
(low percent, 2-3%)

e  Sunscreen with UV broad spectrum
(UVA/UVB) filters to prevent
possible post-inflammatory
hyperpigmentation in
darker phototypes

° Topical clindamycin 1% lotion on
the scalp daily

. Chlorhexidine 4% on the fingernails
and toenails daily

Abbreviations: EGFR, epidermal growth factor receptor; UV, ultraviolet.

Tetracyclines are generally well tolerated and exhibit multiple anti-inflammatory ef-
fects, including inhibition of IL-1 and TNF-«, suppression of metalloproteinase activity,
reduction in monocyte and neutrophil chemotaxis, inhibition of angiogenesis, and down-
regulation of the cathelicidin antimicrobial peptide [14]. In dermatology, tetracyclines are
widely used to treat chronic inflammatory conditions, such as acne vulgaris and rosacea,
producing favorable clinical outcomes.

Histopathological studies of papulopustular eruptions induced by anti-EGFR therapies
have demonstrated superficial, predominantly neutrophilic, suppurative folliculitis, often
involving an enlarged infundibulum or ruptured epithelium of the upper portion of the
affected hair follicle [15]. Routine histopathological evaluation of papulopustular eruptions
affecting the pilosebaceous units is generally not required. The main concern is bacterial
superinfection, which can exacerbate skin damage, as necrotic debris serves as a nidus
for bacterial colonization [5]. This complication is time-sensitive, and delays in initiating
appropriate antibiotic therapy may increase the risk of severe complications, particularly
in immunocompromised or oncologic patients [12]. To prevent severe cutaneous adverse
events, minimize delays in reactive treatment, avoid complications, and reduce the risk of
oncologic therapy cessation, dermatologic prophylactic measures have been proposed [6]
(Table 2).

Given that anti-EGFR therapies affect the skin in most patients and that dermatologic
involvement may positively correlate with oncologic efficacy [7], it is important to consider
the severity of adverse skin events associated with amivantamab-+lazertinib therapy. We
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hypothesize that these adverse events arise from the more potent anti-EGFR activity of the
combination, resulting in more pronounced inflammatory skin changes and tissue damage.

Amivantamab is a bispecific monoclonal antibody targeting EGFR and MET with
unique mechanisms of action, including ligand blockade, receptor degradation, and re-
cruitment of innate immune effector cells capable of tissue degradation [3]. Lazertinib is
a third-generation EGFR TKI that selectively targets mutated EGFR, penetrates the cen-
tral nervous system, and has a safety profile suitable for combination therapy [3]. The
combination of amivantamab and lazertinib received FDA approval in 2024 for the treat-
ment of locally advanced or metastatic EGFR-mutated NSCLC. This approval followed the
MARIPOSA phase 3 clinical trial [3].

A total of 429 patients were enrolled in the MARIPOSA study and randomly assigned
to receive amivantamab+lazertinib or osimertinib. Yang et al. presented the latest data
on the efficacy and safety of the treatments. Following a median follow-up period of
37.8 months, the group of patients treated with amivantamab+lazertinib demonstrated a
significant prolongation of overall survival (HR for death, 0.75; 95% CI, 0.61-0.92). The
percentages of patients alive after three years of follow-up were 60% and 51% in the
amivantamab+lazertinib and osimertinib groups, respectively. Combination therapy also
significantly prolonged the time to symptomatic disease progression, with median dura-
tions of 49.3 versus 27.3 months (HR, 0.69; 95% CI, 0.57-0.83), and the median time to
subsequent therapy was 33 versus 24 months (HR, 0.76; 95% CI, 0.64-0.90). Adverse events
occurred more frequently with amivantamab+lazertinib, including grade 3 or higher events
(80% versus 52% of participants) [16].

The complex mechanism of action of amivantamab leads to a wide spectrum of
possible adverse reactions. The most common reactions are dermatologic complications,
which are discussed in detail in this article. Other frequently observed reactions included
infusion-related reactions (IRRs) (65%), hypoalbuminemia (51%), peripheral edema (38%),
increased AST activity (40%), and diarrhea (32%). Among grade 3 or higher adverse events,
pulmonary embolism was the most frequently reported. It should be emphasized that
most adverse events occurred within the first four months of treatment [16]. Given this
adverse event profile, prophylaxis against the most significant complications of amivan-
tamab+lazertinib treatment is recommended. Prevention of dermatologic adverse events
has been discussed in detail. Prophylaxis against IRRs is recommended through the use
of corticosteroids for two days prior to and on the day of amivantamab administration,
together with paracetamol and diphenhydramine. This approach significantly reduces the
risk of IRRs (67.4% with standard prophylaxis versus 22.5% with an intensified regimen).
Prophylaxis for thromboembolic complications with novel oral anticoagulants or low-
molecular-weight heparin is also recommended for the first four months of treatment [17].

In our experience with 20 patients treated with amivantamab-+lazertinib, nearly one-
fifth required dermatologic consultation for severe skin rashes unresponsive to doxycycline.
These observations suggest that dermatologic adverse events associated with this combina-
tion therapy are both time- and severity-dependent, and delays in initiating interventional
treatment may reduce its effectiveness. Notably, one patient demonstrated that prophy-
laxis can mitigate the severity of these dermatologic adverse events, whereas three others
experienced a reduced quality of life due to painful and disfiguring eruptions that were
difficult to manage. Therefore, we propose that prophylactic management may reduce the
severity, but not necessarily the incidence, of dermatologic adverse events associated with
amivantamab-+lazertinib.

Dermatologic adverse events related to amivantamab have been reported by
Belzer et al. [18] and George et al. [19], although with differing terminology. Belzer et al.
described patients with extensive necrotic scalp lesions as having an “atypical acneiform
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eruption,” which does not resemble classic acneiform folliculitis or folliculitis decalvans
previously described with afatinib [11]. In these cases, amivantamab induced severe erosive
and necrotic lesions on the scalp and face that required drug cessation or dose modifi-
cation while continuing treatment with doxycycline, prednisone, topical corticosteroids,
or retinoids. George et al. reported extensive scalp involvement under the description
“erosive pustular dermatosis-like eruption” [19]; however, this differs from the idiopathic
neutrophilic erosive pustular dermatosis described by Pye et al. [20] and analyzed by
Tomasini and Michelerio [21]. In the general population, erosive pustular dermatosis is
rare, idiopathic, neutrophil-driven, and develops over months on atrophic or sun-damaged
skin. In contrast, amivantamab-associated necrotic scalp lesions develop rapidly, likely
due to EGFR-MET inhibition and recruitment of macrophages and neutrophils, suggesting
a possible pathophysiological mechanism. Consequently, we propose that these lesions
can be mitigated with prophylactic management prior to therapy initiation, including
moisturizers, sunscreen, topical clindamycin, topical ivermectin, and oral tetracyclines
(Tables 1 and 2). One of our cases supports the effectiveness of this prophylactic approach
in reducing the severity of dermatologic adverse events.

The COCOON phase 2 trial evaluated a dermatologic prophylactic regimen in the
same patient population as the MARIPOSA trial. The regimen included oral doxycycline or
minocycline for 12 weeks, 1% topical clindamycin daily on the scalp, 4% chlorhexidine daily
on fingernails and toenails for 12 months, and daily use of ceramide-based moisturizers.
This prophylactic approach significantly reduced the incidence of grade > 2 dermatologic
adverse events by 50% during the first 12 weeks, reduced grade > 3 events by over 50%,
and resulted in a three-fold decrease in moderate-to-severe scalp involvement [13].

Based on our experience with EGFR inhibitor-associated cutaneous eruptions, we
believe that the timing, anatomic distribution, and severity of dermatologic adverse events
are characteristic, reflecting the potent antitumor activity of amivantamab-+lazertinib ther-
apy. We believe that the severe papulopustular eruptions and necrotic folliculitis observed
in these patients represent the more severe end of a recognized toxicity spectrum, rather
than a distinct clinical entity. Prevention is critical not only to reduce the severity of these
adverse events but also to minimize the risk of permanent complications, such as scarring,
particularly in facial and scalp lesions.

Recent studies on EGFR inhibitor-associated alopecia have highlighted the involve-
ment of the JAK-STAT1 signaling pathway. Dysfunctional EGFR signaling leads to fi-
brotic destruction of hair follicles mediated by interferon-gamma-expressing natural killer
cells and cytotoxic T cells [22]. These findings suggest a potential role for Janus kinase
(JAK) inhibitors in preventing or reversing scarring induced by anti-EGFR therapy in
oncologic patients.

4. Conclusions

In conclusion, the novel combination of amivantamab and lazertinib, despite its
promising efficacy in EGFR-mutated NSCLC, is frequently associated with dermatologic
adverse events, particularly involving the face and scalp. These cutaneous reactions appear
to develop more rapidly and severely than those typically observed with EGFR inhibitors.
Effective management requires prompt recognition, accurate severity assessment, and
tailored interventions, including corticosteroids, antibiotics, and other anti-inflammatory
agents. In some cases, dose modification or drug cessation may be necessary.

Prophylactic measures are critical, as they can significantly reduce the severity of
dermatologic side effects. Involvement of dermatologists in the care of patients receiving
these targeted therapies is essential not only for diagnosing and managing complex skin
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reactions but also for implementing proactive strategies that support treatment adherence
and improve oncologic outcomes.
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