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Comment on “Generalized pustular figurate erythema: A newly
delineated severe cutaneous drug reaction linked with
hydroxychloroquine”: Report of a COVID-19 patient with

particular findings

Dear Editor,

We read with great interest the article by Schwartz et al* about gen-
eralized pustular figurate erythema (GPFE) related to hydro-
xychloroquine. The rapid spread of the new coronavirus has been
associated with the need to use off-label treatments in patients with
Coronavirus Disease 2019 (COVID-19). Hydroxychloroquine is an
immunomodulator drug widely used in dermatology. It has demon-
strated antiviral effects due to interference with the fusion process of
the virus. In addition, chloroquine alters the glycosylation of the cellu-
lar receptors of coronaviruses and both of these agents are theoreti-
cally similar in their antiviral activity.? Widespread use of this
medication is expected to be associated with an increased incidence
of adverse effects.

Herein we report a case of acute generalized exanthematous
pustulosis (AGEP)/drug reaction with eosinophilia and systemic
symptoms (DRESS) overlap, following hydroxychloroquine adminis-
tration. A 75-year-old female patient was admitted owing to a bilat-
eral pneumonia by SARS-coV-2 infection. Hydroxychloroquine was

FIGURE 1 A Millimetric non-
follicular sterile pustules arising
over an oedematous erythema
affecting mainly the upper trunk
and folds. B, View of the same
elementary lesions in the
infra-mammary fold at higher
magnification

started on admission. After 20 days, the patient developed a
pruriginous rash consisting of non-follicular pustules on an erythem-
atous and edematous base located in flexural regions with facial
edema (Figure 1). No mucosal involvement nor fever were present.
Laboratory investigations showed mild leukocytosis and marked
eosinophilia (2.24 x 10°/L; ref. level < 0.6), with no liver enzymes
abnormalities. Histological examination of a 4 mm punch biopsy
revealed non-follicular subcorneal pustules and mild-moderate dif-
fuse spongiosis with neutrophilic exocytosis in the epidermis. The
underlying dermis exhibited moderate superficial edema with mild
mixed interstitial inflammation (lymphocytes and neutrophils), as well
as images of neutrophilic inflammation of eccrine ducts. Clinical and
pathological findings were compatible with AGEP. The patient was
started on intravenous metilprednisolone and progressively resolved
within 3 to 4 weeks with widespread desquamation (Figure 2).

Skin manifestations of SARS-CoV-2 infection are not yet fully
categorized.3 It is likely that some of these exanthems correspond
to drug reactions. GPFE has been described as a severe cutaneous
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drug reaction to hydroxychloroquine. Its longer latency period after
drug intake (11-21 days compared to 48 hours in typical AGEP)*°
longer duration (hypothesized to be due to his long half-life which is

approximately 40-50 days),* targetoid morphology and recalcitrance
to therapy (in contrast with the autorresolution within 15 days with
the discontinuation of the causative drug in AGEP) are the main fea-
tures.! Our case had morphological and histological findings consis-
tent with AGEP, but also other overlapping features of DRESS
(marked eosinophilia, long latency period). The absence of targetoid
appearance or arciform distribution does not suggest that we are
dealing with another entity, but a wider variety of possible clinical
manifestations.

Histologically, a peculiar finding was the identification of neutro-
philic eccrine ductitis, some of them coinciding on the subcorneal pus-
tules. This could be explained by a concomitant miliaria pustulosa, a
rare variant of miliaria rubra with neutrophilic infiltration,® favored by
prolonged bedding. Other explanation is to be caused by the hydro-
xychloroquine. This seems improbable as neutrophilic eccrine
hidradenitis present inflammation at the level of the glands® and it
has not been described with this drug. Finally, considering the
detection of SARS-CoV-2 in epithelial cells of eccrine glands by
immunohistochemical techniques,” one possible hypothesis is that
the neutrophilic inflammation of the AGEP spread through the
eccrine ducts where the virus could be replicating. Since it is not
possible to make conclusions with a single patient, more studies are
needed.

The use of this medication has exponentially increased due to the
pandemic. Although this is a rare adverse event with around
20 reported cases in the literature,* dermatologists must be aware of
its existence given the current emergency health situation. The notifi-
cation of new cases will allow a better characterization of the clinical

presentation and management of these patients.
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FIGURE 2 Evolution of the
rash after 3 weeks with
widespread desquamation
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