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Therapeutic refractoriness of multiple pyogenic 
granulomas on nail folds as an adverse effect of 
amivantamab: a case report
Refratariedade terapêutica de múltiplos granulomas piogênicos em 
dobras ungueais como efeito adverso do uso do amivantamabe: relato 
de caso

ABSTRACT
Amivantamab is a bispecific anti-EGFR and anti-MET monoclonal antibody indicated for non-small 

cell lung cancer harboring EGFR exon 20 insertion mutations. Although effective, it may cause cuta-

neous adverse events such as paronychia and pyogenic granulomas. We report a case of periungual pyoge-

nic granuloma in a patient undergoing amivantamab therapy, emphasizing the causal relationship, clinical 

evolution, and surgical management. Early recognition and a multidisciplinary approach are crucial to 

maintain oncological treatment while ensuring adequate control of dermatologic manifestations.

Keywords: Granuloma, Pyogenic. Drug-Related Side Effects and Adverse Reactions; Molecular Targe-

ted Therapy

RESUMO
O amivantamabe é um anticorpo monoclonal biespecífico anti-EGFR e anti-MET indicado para câncer de pulmão de 

não pequenas células com mutações de inserção no éxon 20 do EGFR. Embora eficaz, está associado a efeitos cutâneos 

adversos, como paroníquia e granulomas piogênicos. Relata-se um caso de granuloma piogênico periungueal em paciente 

sob uso de amivantamabe, destacando a relação causal, a evolução clínica e o manejo cirúrgico. A identificação precoce e a 

abordagem multidisciplinar são fundamentais para manter a terapia oncológica e garantir o controle das lesões cutâneas.

Palavras-chave: Granuloma Piogênico; Efeitos Colaterais e Reações Adversas Relacionados a Medicamentos; Tera-

pia de Alvo Molecular
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INTRODUCTION
Amivantamab is a fully human immunoglobulin G1 

(IgG1)-based bispecific monoclonal antibody produced in a 

mammalian cell line using recombinant DNA technology.¹ As 

monotherapy or in combination with other agents, it is indi-

cated for the treatment of adults with metastatic or inoperable 

non-small cell lung cancer (NSCLC).²

The drug received accelerated Food and Drug Adminis-

tration (FDA) approval in May 2021, demonstrating a substantial 

overall response rate and durable responses.¹ However, adverse 

events may occur in patients receiving amivantamab, including 

infusion-related reactions, skin rashes, paronychia, musculoskele-

tal pain, dyspnea, nausea, and fatigue.²

Cutaneous adverse events are common and are characte-

rized by acneiform eruptions, xerosis, fissures, nail changes, and 

periungual inflammatory lesions. Pyogenic granuloma is a rele-

vant lesion in this context, as it may arise from the progression of 

chronic paronychia, an inflammation of the nail folds frequently 

observed during amivantamab therapy. These effects are attribu-

ted to chronic inflammatory processes and impairment of skin 

integrity.
7,10

Pyogenic granulomas are benign vascular proliferations 

of the skin or subcutaneous tissue.³ The development of the-

se lesions is associated with triggering factors such as trauma, 

infection, foreign-body reactions, delayed wound healing, and, 

in cases of multiple lesions, the use of oncologic medications. 

Although multiple therapeutic options are available for this type 

of lesion, persistence of the causal factor results in refractoriness.
4

Given the above, this study aims to demonstrate the per-

sistence of periungual manifestations as an adverse effect of ami-

vantamab therapy despite multiple therapeutic interventions.

CASE REPORT
A 45-year-old female patient was diagnosed with a pul-

monary malignancy with brain metastases in May 2023. Ami-

vantamab was initiated in October of the same year because the 

neoplasm was inoperable and metastatic. She presented for der-

matologic evaluation in June 2024 due to the onset of lesions 

affecting the fingernails and toenails that had been present for 

6 months.

Physical examination revealed erythematous-violaceous 

papules measuring 4–8 mm in diameter, rounded and friable, 

with seropurulent discharge involving the lateral and medial nail 

folds of all fingernails and toenails, without signs of onycho-

cryptosis, consistent with paronychia and pyogenic granuloma 

(Figure 1).

Figure 1: 
Erythematous-viola-
ceous papules 
measuring 4–8 mm in 
diameter, 
rounded and friable, 
with seropurulent 
discharge involving the 
lateral and medial nail 
folds of all fingernails 
and toenails, without 
signs of 
onychocryptosis
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PG is a benign reactive vascular tumor that may occur at 

any age and typically presents clinically as a rapidly growing ery-

thematous nodular lesion with a lobulated surface and a tenden-

cy to bleed.
4,7

 In recent years, there has been a marked increase 

in the occurrence of PGs associated with targeted antineoplastic 

therapies, particularly those that inhibit the EGFR pathway, such 

as amivantamab.
6,7

 Inhibition of this pathway promotes changes 

in epidermal repair and inflammatory mechanisms, predisposing 

patients to the development of multiple recurrent periungual 

lesions.
7

Therapeutic management of these lesions requires an in-

dividualized approach that takes into account both local control 

of the granuloma and maintenance of anticancer therapy.
4
 Treat-

ment options include topical or systemic agents, chemical caute-

rization with silver nitrate, cryosurgery, laser therapy, sclerothe-

rapy, and surgical procedures.
4,8

 Surgical excision is considered 

the gold standard because of its lower recurrence rate, although 

less invasive interventions are preferred in cases involving mul-

tiple lesions or impaired wound healing.
8
 More recently, topi-

cal beta-blockers such as timolol and betaxolol have emerged as 

promising alternatives for the treatment of PGs associated with 

EGFR inhibitors, possibly through modulation of angiogenesis 

and reduction of local blood flow.
9,10

Despite the various therapeutic options available, conti-

nued exposure to the causal agent—in this case, amivantamab—

represents an important therapeutic challenge.
3,6

 Discontinuing 

the medication is rarely feasible because of its essential role in 

tumor control, which limits complete resolution of the skin le-

sions. Therefore, management should prioritize a balance bet-

ween continuation of anticancer treatment and control of der-

matologic manifestations, through a multidisciplinary approach 

involving both oncologists and dermatologists. This integration 

is essential to optimize treatment adherence, minimize the im-

pact on quality of life, and contribute to the safer use of emer-

ging targeted therapies. l

Given this diagnosis, treatment was initiated with cefa-

droxil, trimethoprim-sulfamethoxazole, and amoxicillin-clavu-

lanate. In addition, topical treatments with 65% nitric acid, 50% 

trichloroacetic acid (TCA), liquid nitrogen cryosurgery, topical 

timolol, and silver nitrate were administered. These therapies re-

sulted in temporary improvement of the infectious process but 

failed to induce regression of the lesions, thus characterizing the 

condition as an adverse effect of systemic amivantamab therapy.

The persistence of the lesions despite treatment led to 

the decision to initiate an off-label therapy for lesions such as 

those observed in this patient, which has shown promising re-

sults in similar cases: low-dose oral isotretinoin. However, this 

treatment was contraindicated by the medical oncologist becau-

se the patient had hepatic metastases.

DISCUSSION
Amivantamab is a bispecific monoclonal antibody desig-

ned to simultaneously target the epidermal growth factor re-

ceptor (EGFR) and the mesenchymal-epithelial transition factor 

receptor (MET), representing a major therapeutic advance in the 

management of NSCLC.
1,3

 The EGFR exon 20 insertion muta-

tion confers resistance to conventional tyrosine kinase inhibitors, 

which is why amivantamab monotherapy was approved for use 

in adult patients with advanced disease after treatment failure.
2,5

 

Despite promising results in terms of efficacy and durability of 

response, the safety profile and adverse events associated with 

this therapy are still undergoing more comprehensive characte-

rization in real-world clinical settings.
3

Among the reported adverse events are infusion-related 

reactions, skin conditions, infections, and respiratory complica-

tions.
2,3

 Cutaneous manifestations are particularly frequent and 

include acneiform eruptions, xerosis, fissures, and paronychia, the 

latter frequently accompanied by the development of pyogenic 

granulomas (PGs).
3,6

 Paronychia induced by anti-EGFR thera-

pies results from chronic inflammation of the nail folds, leading 

to disruption of the skin barrier and favoring secondary vascular 

proliferative processes.
4
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