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Multiple Eruptive
Dermatofibromas in a Patient
Treated With Brentuximab
Vedotin™

Dermatofibromas eruptivos multiples en una
paciente tratada con brentuximab vedotin

To the Editor:

We present the case of a 51-year-old woman diagnosed
with Hodgkin Lymphoma two years earlier, who relapsed
after treatment with different drug regimes, most recently
Brentuximab Vedotin, approved in 2011 by the Food and
Drug Administration (FDA). She presented to our outpatient
department because of the progressive appearance of mul-
tiple asymptomatic papules on her lower limbs, arms and
buttocks over the previous two months. Clinical examina-
tion showed dispersed non-tender brown-red papules and
nodules ranging in size from 3 to 20 mm on her legs, arms and
buttocks. Lateral compression of the adjacent skin caused
retraction of the lesions. (Fig. 1). Skin biopsy of one lesion on
the buttocks revealed a typical dermatofibroma structure,
with a well-circumscribed proliferation of fibrohistiocytic
spindle-shaped cells interspersed among thickened dermal
collagen bundles. (Fig. 2)

Dermatofibromas (DF) are benign, fibrohistiocytic tumors
that usually appear on the legs. While cases of solitary DF
are common, multiple eruptive dermatofibromas (MEDF) is
little-seen clinical entity in which several DF appear in a
short period of time. Baraf and Shapiro defined this condition
in 1970" as the appearance of at least 15 dermatofibromas
in a short period of time. However, taking into consideration
that incipient cases might be missed, the abrupt onset of 5
to 8 dermatofibromas in 4 months has been proposed as suf-
ficient to establish diagnosis. Since its description in 1970,
fewer than 100 cases have been reported. Niiyama et al’
reported that the incidence of MEDF is higher in patients
with underlying diseases, and more than 80% of cases are
related to immune system alterations.® Therefore, the sud-
den appearance of MEDF could help early diagnosis of an
underlying disease such as human immunodeficiency virus
infection or hematological malignancies,* although authors
demonstrated that the number of dermatofibromas is vari-
able and is not related with the rate of immunosuppression.
Two cases of MEDF related to Imatinib for hematological dis-
eases have been also described.®> However, some authors
suggest that MEDF are an abortive immune process medi-
ated by dermal dendritic cells,® and, therefore, any drug
down-regulating T cells, such as Imatinib in their cases or
Brentuximab in activated T-cells in ours, might favor the

* Please cite this article as: Giavedoni P, Combalia A, Pigem
R, Mascaré JM. Dermatofibromas eruptivos multiples en una
paciente tratada con brentuximab vedotin. Actas Dermosifiliogr.
2019;110:417-418.

appearance of multiple DF through an exaggerated response
to an unknown pathogen.

In our case, the immunosuppression due to the admin-
istration of Brentuximab Vedotin, could had been the key
to the development of the disease. However, a direct asso-
ciation between MEDF and the administration of the drug
cannot be excluded. The antibody-drug conjugate (ADC)
Brentuximab Vedotin comprises a CD30-directed antibody
covalently attached to the potent antimicrotubule agent
monomethyl auristatin E (MMAE) via a protease-cleavable
linker. This treatment results in tumor regression in patients

Figure 1 Multiple dermatofibromas. Eruptive firm brown to
violaceous papules on the legs (1a), and buttocks (1b) of the
patient.

Figure 2

Multiple dermatofibromas. Histologic examination
showing a cellular proliferation of spindled cells in the der-
mis, with overlying epidermal acanthosis (2a, H&E stain, x 40).
Higher magnification shows that the spindle cells entrap normal
dermal collagen bundles (2b, H&E stain, x 200).
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with relapsed or refractory CD30-positive lymphomas.”-® The
most common adverse events are chemotherapy-induced
peripheral neuropathy, neutropenia, fatigue, nausea, ane-
mia, thrombocytopenia, upper respiratory tract infection,
diarrhea, arthralgia, and pyrexia. Some cases of progressive
multifocal leukoencephalopathy (PML) have been reported
with the administration of the drug, and its combination
with bleomycin is not recommended due to increased risk of
pulmonary toxicity.’ To our knowledge, this is the first-time
that MEDF has been reported following the use of Brentux-
imab Vedotin. We suggest a close surveillance of this new
drug to describe any other yet unknown adverse events.
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Frontal Fibrosing Alopecia and
Discoid Lupus Erythematosus:
More Than a Coincidence™

ccccccc

Alopecia frontal fibrosante y lupus
eritematoso discoide: mas alla de la
coexistencia

To the Editor:

A 57-year-old woman with hypertension (in treatment with
enalapril) and without any known drug allergies or fam-
ily history of interest attended our dermatology clinic for
diffuse hair loss with onset 1 year earlier and inflamma-
tory plaques that had recently appeared in the alopecic
areas.

Clinical examination of the scalp revealed a slightly
receding frontal hairline, isolated or lonely hairs, of dif-
ferent diameters, perifollicular hyperkeratosis, and mild
erythema (Fig. 1A). The patient also showed hair loss on
the arms and total alopecia of the eyebrows although the

* Please cite this article as: Fernandez-Crehuet P, Ruiz-Villaverde
R. Alopecia frontal fibrosante y lupus eritematoso discoide: mas alla
de la coexistencia. Actas Dermosifiliogr. 2019;110:418-420.

eyelashes were unaffected (Figs. 1B and C). Trichoscopy of
the frontal area showed white patches, arborizing vessels,
hairs of different diameters, and follicular hyperkerato-
sis (Fig. 1D). Atrophic plaques of alopecia with areas of
erythema and inflammation were present in temporal and
occipital regions (Fig. 2A). Trichoscopy of the temporal area
showed the presence of red dots, white cicatricial patches,
prominent branched capillaries (megacapillaries), and ker-
atin plugs (Fig. 2B).

Facial papules and frontal vein depression were not
present. She did not have skin lesions in other regions or
nail or mucosal lesions.

Histopathological examination of a biopsy taken from the
inflammatory area of the parietal area showed the presence
of chronic perifollicular and periadnexal inflammatory infil-
trate with vacuolar thickening and degeneration of the basal
layer and mucin deposition consistent with discoid lupus ery-
thematosus (DLE) (Fig. 3). Direct immunofluorescence (DIF)
was positive for immunoglobulin G and C3 with depositions
throughout the basement membrane of the skin of affected
areas of the scalp and follicular epithelium. Histology of the
frontal alopecic region showed a dense chronic lichenoid
infiltrate with interface dermatitis in the area of the fol-
licular epithelium free of mucin. DIF was negative.

Complementary tests, including hematology workup,
general biochemistry, antinuclear antibodies and
extractable nuclear antigens, thyroid hormones, pro-
teinogram, and complement reported normal values.
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