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Urticarial vasculitis revealing
immunolabelled nucleocapsid
protein of SARS-CoV-2 in two
Brazilian asymptomatic patients:
the tip of the COVID-19 hidden
iceberg?

Dear Editor,

Urticarial vasculitis (UV) presents with persistent urticarial
lesions that resolve with residual hyperpigmentation and
histopathologic features of leukocytoclastic vasculitis. Both acute
urticarial lesions and exacerbation of chronic spontaneous urti-
caria (CSU) were described associated with COVID-19.'7
Reports of UV associated with SARS-CoV-2 infection/COVID-
19 are few and, to our knowledge, immunolabelled SARS-CoV-2
antigens in skin biopsies from UV under immunohistochemistry
have never been demonstrated.*’

Figure 1 (a) Patient 1 — wheals involving the bilateral thighs; (b) patient 2 — two erythematous-oedematous lesions on the right upper
abdomen; (c) patient 2 — urticated plagues on the right posterior forearm.
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Figure 2 (a) Patient 1 — histopathological examination from right leg showing oedema and perivascular infiltrate around dermal blood
vessels, as well as scattered neutrophils in mid-dermis (H.E., 200x); (b) patient 1 — fibrinoid necrosis in wall of dermal blood vessel (black
arrow) and leukocytoclasia in skin biopsy from right thigh (H.E., 400x); (c) patient 1 — immunohistochemical study demonstrating
immunolabelled nucleocapsid (brown-black colour) in reticular dermal eccrine glands (white arrows). (d) patient 2 — histopathological
exam showing perivascular lymphocytic infiltrate around dermal blood vessels, extravasated red blood cells and nuclear dusk (leukocyto-
clasia; H.E., 200x) and (e) patient 2 — immunohistochemical study demonstrating immunolabelled nucleocapsid (brown-black colour) in
eccrine glands (thick line arrow) and in small dermal blood vessels (thick dotted arrow).

A 69-year-old Caucasian woman presented with itching and noted (Fig. la—d). Lesions often resolved in 24-36 h in the same
hives for 20 days. She denied any new medications or acute dis-  site and no signs of UV were observed. She was started on bilas-
ease. On skin exam, >50 wheals on trunk and extremities were tine 80 mg/day with partial control of lesions. CBC, CRP, IgE,
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C3, C4, CH50, ANA and rheumatoid factor (RF) were normal
or negative. SARS-CoV-2 IgM serology was positive (im-
munochromatography assay; LUMIRATEK COVID-19®, Lumi-
raDx from Bristol, UK; positive predictive value 94%°). After
2 weeks, she was started on omalizumab 300 mg every 4 weeks,
with progression of urticaria after two doses. Patient underwent
two skin biopsies, from right leg and right thigh. Immunohisto-
chemical staining was performed on Ventana Automatic Stainer
— Ventana Benchmark Ultra (Ventana Medical Systems, Tucson,
AZ, USA). SARSA-CoV-2 (2019-nCoV) nucleocapsid antibody
and rabbit MAb (Rabbit Monoclonal antibody; Cat No 40143-
R019; Sino Biological, Beijing, China) were used at 1:1500 dilu-
tion, for 32 minutes. Skin biopsy from right leg and right thigh
revealed neutrophilic urticaria (Fig. 2a) and leukocytoclastic
vasculitis (Fig. le—f), respectively. Immunohistochemistry study
in paraffinized skin sample was performed using antibodies
against SARS-CoV-2 nucleocapsid. Immunolabelled eccrine
gland cells were found in the inner portion of eccrine glands
(Fig. 1g). Patient was started on colchicine 1.5 mg plus bilastine
80 mg/day with partial control. After 30 days, hydroxychloro-
quine was added, and patient cleared completely in one month.
A 61-year-old Caucasian man presented with a 2-week history of
itchy lesions on trunk and limbs. He denied systemic symptoms,
arthralgia or previous use of medications. Lesions were urticarial
and annular on upper left abdomen (Fig. 2a,b) and wheals were
noted in other areas (Fig. 2c—f). Skin biopsy from left upper
abdomen demonstrated perivascular dermal inflammation
(Fig. 2g,h) and oedema, as well as leukocytoclasia (Fig. 2i).
Serology for SARS-CoV-2 demonstrated positive IgM. CBC,
CRP, ANA, C3, C4, CH50, SPEP, RF, Hepatitis B, C and HIV
serologies were negative or normal. Immunohistochemical
staining performed under same method applied to patient 1
demonstrated immunolabelled nucleocapsid for SARS-CoV-2
in eccrine glands, interstitial dermal cells and small blood
vessels (Fig. 2j). Patient received bilastine 80 mg/day plus
hydroxychloroquine 400 mg/day with partial control of
lesions.

Urinalysis in both patients was within normal limits.
Nasopharyngeal RT-PCR testing for SARS-CoV-2 was not per-
formed since it is not recommended after 7 days of symptom
onset and should be limited to symptomatic patients with sus-
pected COVID-19. Both of our patients demonstrated uncon-
trolled urticaria only and did not have classical COVID-19
general symptoms, perhaps being classified as oligosymptomatic
for SARS-CoV-2 infection’.

Our cases occurred in asymptomatic COVID-19 patients and
were refractory to conventional CSU treatment. Up until
November 19, 2020, there was only one case reported of UV
after symptomatic COVID-19, but nasopharyngeal RT-PCR was
negative, and IgM/IgG serology was positive.’
reactions in serum and

False-positive immunological

histopathological examination were unlikely in our patients
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because the positive predictive value of immunochromatography
assay used for SARS-CoV-2 IgM serology is high (94%).° Fur-
thermore, Roden et al® demonstrated 100% specificity for
SARS-CoV-2 antigens on immunohistochemistry in human
tissues.

SARS-CoV-2 antigens in the skin may induce leukocytoclastic
vasculitis with clinical urticarial lesions, with a similar immune
mechanism as in erythema nodosum leprosum.’

Visconti et al.'

analysed data from an online survey involving
11 546 respondents to investigate skin-specific symptoms of
SARS-CoV-2 infection. Seventeen percentage of positive RT-
PCR for SARS-CoV-2 nasopharyngeal swab cases reported skin
rashes as the first sign, and 21% as the only clinical sign of
COVID-19.! Our two cases are examples of asymptomatic
SARS-CoV-2 patients or with non-classical COVID-19 symp-
toms who presented associated skin eruptions.

Cutaneous disease may be potentially triggered by SARS-
CoV-2 asymptomatic infection and antigen exposure could lead
to leukocytoclastic vasculitis. In these cases, physicians should be
alert and perform SARS-CoV-2 serology, as well as cutaneous
biopsies and immunohistochemistry study for SARS-CoV-2
antigens in the skin, when available. A single cutaneous eruption
may be the tip of the iceberg, a hidden SARS-CoV-2 infection.
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Frequency of relapse and
persistent cutaneous symptoms
after a first episode of chilblain-
like lesion during the COVID-19
pandemic

Dear Editor,
Chilblain-like lesions (CLL) have been extensively reported dur-
ing coronavirus disease-19 (COVID-19) pandemic in March-
April 2020." While the link between these lesions and severe
acute respiratory coronavirus 2 (SARS-CoV-2) is still unclear,’
emerging evidence of ‘Tong COVID’, with extra-cutaneous
COVID-19 symptoms persisting over 60 days, is reported.’The
aim of this study was to assess the evolution of the CLL overtime.
We performed a retrospective study to evaluate the frequency
and the characteristics of CLL relapses and the persistence of
other cutaneous symptoms. In January 2021, a survey was sent to
132 patients who were addressed to the dermatology department
of Saint-Louis hospital, Paris between 1 March and 30 April 2020
for CLL lesions. Ninety-five answers were obtained.

Features of the initial CLL episode are presented in Table 1. It
involved the feet in 85 cases (89%), with a median severity of 6
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and a median duration of 20 days. Fifty-two patients (55%) had
at least one relapse, of which 46 (89%) relapsed after 1 October
2020 (Fig. 1a). Among them, 37 (71%) had one new relapse, 12
(23%) had two and 3 (6%) had more than three. Global dura-
tion and severity of the relapses were stable (Fig. 1b).

The first CLL relapse appeared after a median remission dura-
tion of 7.2 months (IQR 6-8), 11 patients (21%) had a contact
with COVID-19-positive patients or suggestive general symp-
toms and one patient had a positive nasopharyngeal RT-PCR
out of 13 (8%). Only eleven patients (21%) changed their life-
style before the CLL relapse (eight lockdowns, two increased
physical activity and one hallux valgus surgery). During the 2nd,
3rd and 4th relapses, respectively, 2/15 (13%), 1/3 and 1/3
patients had suggestive general symptoms, and all the RT-PCRs
were negative (n = 4).

In January 2021, 27 patients (28%) had persistent extra-cuta-
neous symptoms (mainly asthenia, joint pain, myalgia, anxiety,
concentration disorder, shortening of the breath) and 64 (67%)
had persistent cutaneous symptoms other than CLL (acral paraes-
erythermalgia,

thesia, Raynaud phenomenon,

livedo). There was a significant association between persistent

acrocyanosis,

COVID-19 extra-cutaneous symptoms and persistent cutaneous
symptoms (P < 0.05).

Table 1 Demographic and clinical characteristics of patients and
COVID-19 documentation during the initial CLL episode in March
2020.

Total (N = 95)
Demography
Age (median, IQR) 33 (27-48.8)
Female (n, %) 60 (63%)

Symptoms (n, %)+

CLL feet 85/95 (89 %)
CLL hands 20/95 (21%)
Urticarial lesions 8/95 (8%)
Vesicular eruptions 7/95 (7%)

Livedo 18/95 (19%)
9/95 (9%)
20 (10-30)
6 (4-7)
24/95 (24%)
13/95 (14%)
2/95 (2%)
2/95 (2%)
14/95 (14%)

Morbilliform eruption
Duration (days) (median, IQR)
Severity (numeric scale) (median, IQR)
Treatment (n, %)t

Topical steroids

Systemic steroids

Colchicine

Others (antihistamines, antibiotics,

anticoagulants, topical tacrolimus, ketoprofen)
SARS-CoV-2 documentation (n, %)

Suggestive general symptoms 23/95 (24%)
21/95 (22%)
1/59 (2%)
4/75 (5%)

Contact with COVID-positive patients
Positive RT-PCR

Positive serological test

‘tPatients can have more than one manifestation or treatement.
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