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To the Editor,

We read with interest the paper by De Medeiros et al. regard-
ing the follow-up of skin lesions during COVID-19; they
suggest that we must pay attention to other aetiologies such
as reactivation of other viral coexistent infections or other
factors. We would like to add another report to confirm that
some cutaneous manifestations during COVID-19 are sec-
ondary and not directly related to SARS-CoV-2, demonstrat-
ing that it might only be a bystander in a critical illness
where indirect immune injury plays an important role and
the use of multiple medications is required. We observed
a 50-year-old female who developed abrupt onset of fever,
morbilliform exanthema (80% of BSA) with severe pruritus
and facial oedema after 34 days from COVID-19 onset of
symptoms (day-0) and after 26 days of intensive care unit
(ICU) admission (Fig. 1). Detailed laboratory investigations
during the last 40 days of admission are shown in Fig. 2. Ten
days (day-24) prior to the onset of the exanthema, levofloxa-
cin 500 mg bid i.v was introduced due to Klebsiella aero-
genes nosocomial infection. At the onset of the exanthema
(day-34), eosinophils count started to increase (peak of
5.73 % 10° cells/L) associated with lymphocytosis (3.48 x 10°
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cells/L), increase of protein-C-reactive (28.7 mg/L) and ala-
nine transaminase (63 U/L) and normal creatinine (Fig. 2).
Mediastinal lymph node enlargement, persistent intersti-
tial pneumonia and liver enlargement were seen on control
computer tomography after the onset of the exanthema. The
diagnosis of levofloxacin-induced DRESS during COVID-
19 was made. Histopathological examination was not per-
formed due to COVID-19 isolation measures. Fever, liver
involvement (quickly) and skin lesions (slowly) improved
within 3 weeks after the discontinuation of levofloxacin
and the beginning of systemic (prednisone 1 mg/kg/day i.v)
and topical corticosteroids. The causality between DRESS
and levofloxacin in our case can be described as probable
because rechallenge cannot be conducted due to the high
mortality rate probability (10%) [2—-4]. DRESS is a rare,
life-threatening, non-dose related and unpredictable adverse
drug reaction [2—4]. Diagnostic criteria are cutaneous exan-
thema covering more than 50% BSA, eosinophilia > 1500/L
and/or lymphocytosis, lymph node enlargement > 2 cm, hep-
atitis (transaminase > 2 normal levels), interstitial pneumo-
nia, carditis and interstitial nephritis [2—4]. DRESS develops
in 1 week up to 3 months after a new drug assumption [2—4].
Various drugs can trigger DRESS, especially aromatic anti-
convulsants and sulphonamides, but other medications have
been reported as terbinafine, ramipril, metronidazole, mino-
cycline and levofloxacin [2—4]. It has also been suggested a
concomitant reactivation of HHV-6, HHV-7, CMV, and EBV
that may play a role [1-4].
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Fig.1 Clinical findings: a Facial edema. Morbilliform exanthema
with follicular accentuation on the left flank (b), left thigh (c) and
both legs (d)

@ Springer

Several evidences speak against a causative role of SARS-
CoV-2 in late-onset exanthema. Patients affected by severe
COVID-19 require prolonged hospitalizations, introduction
of several new medications and frequently develop nosoco-
mial infections; in such a context, skin drug reactions might
be expected [5]. The exanthema to be COVID-19 specific
(directly related to the virus) requires haematogenous viral
spread through the cutaneous vascular system [6]. SARS-
CoV-2 RNAaemia (viraemia) has been detected only in few
critically ill-patients [7, 8]. Until today, we were not able to
find reports of skin manifestations with SARS-CoV-2-RNA
detection in blood or in skin material. On the other hand,
viral reactivation of Parvovirus B-19 and EBV, as well as
drug-related-exanthemas, mainly in less severe COVID-19
patients can be found as suggested by de Medeiros et al. [1,
9, 10]. The onset of exanthema was delayed in the course
of COVID-19 (during the recovery phase) and not in the
initial acute stage when we can expect an RNAaemia with
cutaneous vascular involvement. Drug anamnesis should be
carefully investigated in COVID-19 patient with exanthema.
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