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Abstract
Background: New targeted therapies have been developed for inflammatory

and neoplastic diseases.
Main observation: We report on a 73-year-old woman who developed mul-

tiple eruptive periungual and subungual pyogenic granulomas. Because of se-
vere rheumatoid arthritis the patient was treated with monoclonal anti-CD20
antibodies. Eruptive granuloma pyogenicum developed after the second antibo-
dy application and remained more than 8 weeks after targeted therapy was over.
New lesions, however, did not appear.

Conclusion: Eruptive granuloma pyogenicum of the nail apparatus is a
possible new rare adverse effect of targeted therapies. To the best of our know-
ledge this is the first case in association with anti-CD20 antibody treatment.
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Introduction
Pyogenic granuloma (PG), also called lobular capillary he-

mangioma and teleangiectatic granuloma, is a benign vascu-
lar proliferation of skin and mucous membranes. The histo-
pathologic pattern of these lesions is one of capillary lobu-
les separated by fibromyxoid stroma and inflammatory in-
filtrate, with lymphocytes being the most representative cells.

Bacterial and viral infections, hormonal stimuli, microsco-
pic arteriovenous anastomoses and angiogenic growth fac-
tors are all hypothetical etiological factors. Traumas, long term
irritation and tissue manipulation have been proposed as de-
termining and maintenance factors.1-3 Drug hypersensitivity
reaction is another pathology associated with multiple PG.4

Multiple periungual and subungual PG are rare. We re-
port an on a female patient with long-standing rheumatoid
arthritis and immunosuppressive therapy.

Case report
A 73-year-old woman with definite rheumatoid arthritis

>10 years was referred to our Department. During last
months she developed multiple easily bleeding lesions on hands

and feet. She received immunosuppressive therapy for
many years. Recently she was treated with monoclonal anti-
CD20 antibody (Rituximab) for two months. Basic therapy
was realized by weekly methotrexate 10 mg and predniso-
lone 5 mg/d. During monoclonal antibody therapy the some-
what painful lesions developed and remained after anti-
CD20 antibody therapy was finished. However, thereafter
no new lesions developed.
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Figure 1

Eruptive pyogenic granulomas on fingers.



Multiple periungual and subungual PG, however, are very
rare. In a pediatric patient multiple periungual PG have been
reported after long term stay in intensive care unit. The au-
thors suspected drugs and minor traumas as underlying
cause.6 An adult patient developed multiple perinugual PG
on the feet after 5-fluorouracil treatment of rectal cancer,
another during reverse transcriptase inhibitor therapy for
human immunodeficiency virus infection (Table 1).7,8

In the present case long-standing immunosuppression
with impairment of peringugual and subungual skin integri-
ty and minor traumas might be responsible for the develop-
ment of multiple PG on fingers and toes. The patient was
treated recently transiently with rituximab, an anti-CD20
chimeric murine/human monoclonal antibody. Among the
vascular side-effects associated with rituximab administra-
tion, vasculitis has been rarely reported.9 Our case seems to
be the first with multiple eruptive PG associated with rituximab.

Treatment of PG can be done with surgery, cryotherapy,
cautery, sclerotherapy, or laser. Cryotherapy often needs
more than one session.10,11 Topical phenol has been used
successfully, but in several countries in Europe phenol is no
longer listed as a medical drug because of possible toxic ad-
verse effects.12 C02, pulse-dye or Nd-YAG laser are very
effective to clear such lesions but CO2 has a higher risk of
scarring.10,13,14 Pulsed-dye laser treatment is planned for the
present patient.

On examination we found periungual reddish papules,
easily bleeding, with a diameter of up to 6 mm and some
subungual similar lesions of the distal nail bed (Fig. 1).
The latter were seen on toes only. A periungual lesion was
excised for histopathology. The histopathological exami-
nation showed angiomatous tissue composed with conge-
sted capillaries and venules which were embedded in an
oedematous stroma containing a mild chronic inflamma-
tory infiltrate.

The diagnosis of multiple eruptive periungual and subun-
gual pyogenic granulomas was confirmed.

Discussion
Nail pyogenic granuloma (PG) is common, often seen as

an urgent case, given the recent onset as a bleeding nodule.
Nail PGs are due to different causes that act through diffe-
rent pathogenetic mechanisms and may be treated in seve-
ral ways. Nail PG is usually due to drugs, local trauma and
peripheral nerve injury. Histopathology shows similar featu-
res in every type of PG, irrespective of cause. When PG is
single, especially if it involves the nail bed, histological exami-
nation is necessary to rule out malignant melanoma. Treat-
ment must be chosen according to the underlying cause.5
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Table 1. Case reports of multiple peringual pyogenic granuloma in adult patients (CR – complete remission).

Reference Patients Aetiologicfactor Outcome

Piraccini et al. (2010)5 male, 50 years

fingers

skinsarcoidosis CR after curettage and

topical corticosteroids and

antibiotics

male, 25years

toes

spondyloarthritis CR after curettage and

topical corticosteroids and

antibiotics

female, 24 years

fingers and toes

psoriasis CR after curettage and

topical corticosteroids and

antibiotics

Curr et al. (2006)7 male, 65 years

toes

Systemic

5-fluoro-uracil

for rectal carcinoma

CR after curettage, diather-

my, topical corticosteroids

and antibiosis

Calista et al. (2000)15 HIV-positive adults but age

and gender not specified

toes

indinavir?

Bouscart et al. (1998)16
42 patients, HIV-positive

(38 men, 4 women),
age not specified

great toes

indinavir CR after months in case of

drug withdrawal

Current case female, 73 years rituximab
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