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LETTER TO THE EDITOR

Authors' reply to comment by Ciccarese et al. regarding
‘Negative SARS-CoV-2 antibodies in patients with positive
immunohistochemistry for spike protein in pityriasis rosea-like

eruptions’

Dear Editor,

We thank Ciccarese et al.' for their important observa-
tions and interest in our article ‘Negative SARS-CoV-2 an-
tibodies in patients with positive immunohistochemistry
for spike protein in pityriasis rosea-like eruptions’, which
was published in April 2022.> We wish to respond to their
observations.

The three patients described presented systemic symp-
toms 3-4weeks prior to dermatological evaluation (first
patient 3 weeks, second and third 4 weeks). A SARS-CoV-2
RNA PCR test was ordered at the initial evaluation, but
unfortunately was not performed by the patients (for most
patients in Mexico testing represents an important out-of-
pocket expense). The serology evaluated with an ELISA kit
(EUROIMMUN, Liibeck, Germany) with a sensibility >90%
and a specificity >98%. Nonetheless, we agree that perform-
ing two different assays would have been ideal, particularly
because two patients had testing performed 5 months after
initial diagnosis. The performance of tissue immunohisto-
chemistry (IHC) for SARS-CoV-2 spike protein continues to
be controversial. In an analysis of 7 commercially available
monoclonal antibodies for THC detection of SARS-CoV-2,
only two showed specific immunoreactivity including the
clone employed in our study.* We additionally employed
positive and negative controls to address the potential bias
of non-specific staining. Still, information on IHC in skin
biopsies with manifestations other than pernio remains very
limited and more reports are needed to clarify its usefulness
and specificity. We believe that addition of SARS-CoV-2 RT-
PCR and RNA in situ hybridization to the skin biopsies anal-
yses could help define with more precision the relationship
between SARS-CoV-2 and its skin manifestations. A recent
report by Magro et al.” supports the notion that pseudoviri-
ons (spike protein or other capsid proteins), and not active
viral replication, are responsible for several COVID-19-
related skin manifestations. They additionally demonstrated
presence of spike protein in dermic and subcutaneous tissue
blood vessels in patients with skin manifestations secondary
to COVID-19 vaccines.” Similar reports on pityriasis rosea
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(PR) and pityriasis rosea-like eruption (PR-LE) may help
bridge the current knowledge gap.

Regarding the clinical findings, the three patients did not
present a herald patch nor oropharyngeal involvement. The
lesions were distributed in a theatre curtain distribution in
the trunk and arms. One patient had involvement of the legs,
and none had facial lesions. The rashes were predominantly
characterized by erythematous plaques with collarettes of
scale. One patient had abundant erythematous papules. The
prodromal symptoms were attributed to COVID-19, and
blood eosinophilia was not examined. We agree with the au-
thors that the patients described share characteristics of PR
particularly due to the lack of drugs or vaccines involved.
We decided to classify the patients as having a PR-LE instead
of PR predominantly due to the lack of human herpesvirus
(HHV)-6 and HHV-7 testing (an important limitation of
our report) and lack of herald patch. We agree with the au-
thors that distinction between PR and PR-LE associated with
COVID-19 and its vaccines is important. Detailed reports
with a higher sample size and inclusion of additional testing
(including HHV-6 and HHV-7, SARS-CoV-2 RT-PCR and
RNA in situ hybridization, and sequential serological analy-
ses) are necessary.

FUNDING INFORMATION
None.

CONFLICT OF INTEREST
None to declare.

DATA AVAILABILITY STATEMENT
No data available.

Esperanza Welsh"
Jesus Alberto Cardenas-de la Garza®®
Elizabeth Brussolo-Marroquin®
Adrian Cuellar-Barboza®

Rodolfo Franco-Marquez®
Gerardo Ramos-Montafiez”

J Eur Acad Dermatol Venereol. 2022;00:1-2.

wileyonlinelibrary.com/journal/jdv 1


www.wileyonlinelibrary.com/journal/jdv
mailto:﻿
https://orcid.org/0000-0002-5099-0079
https://orcid.org/0000-0003-0486-0297
https://orcid.org/0000-0003-2405-5201
https://orcid.org/0000-0003-0737-4649

LETTER TO THE EDITOR

'Welsh Dermatology and Associates, Monterrey,
Nuevo Leon, Mexico

*Academia Mexicana de Dermatologia, Monterrey,
Mexico

*Rheumatology Department, Universidad Auténoma
de Nuevo Leén, Hospital Universitario

“Dr. José Eleuterio Gonzdlez”, Monterrey, Nuevo Ledn,
Mexico

*Departamento de Ciencias Clinicas, Division Ciencias
de la Salud, Universidad de Monterrey, San Pedro
Garza Garcia, Mexico

*Dermatology Department, Hospital Universitario
“Dr. José Eleuterio Gonzdlez”, Universidad Auténoma
de Nuevo Leén, Monterrey, Nuevo Ledn, Mexico
SPathology Department, Hospital Universitario “Dr.
José Eleuterio Gonzdlez”, Universidad Auténoma de
Nuevo Ledén, Monterrey, Nuevo Ledn, Mexico
"Facultad de Medicina Unidad Saltillo, Universidad
Auténoma de Coahuila, Saltillo, Coahuila, Mexico

Correspondence

Jesus Alberto Cardenas-de la Garza, Rheumatology
Department, Hospital Universitario “Dr. José
Eleuterio Gonzalez,” Universidad Auténoma de
Nuevo Ledn, Monterrey, Gonzalitos, Col. Mitras
Centro C.P. 64460, Monterrey N.L., Mexico.

Email: cardenasdelagarza@gmail.com

ORCID

Jesus Alberto Cardenas-de la Garza @ https://orcid.
org/0000-0002-5099-0079

Elizabeth Brussolo-Marroquin © https://orcid.
org/0000-0003-0486-0297

Adrian Cuellar-Barboza © https://orcid.
org/0000-0003-2405-5201

Gerardo Ramos-Montafiez (2 https://orcid.

org/0000-0003-0737-4649

REFERENCES

1. Ciccarese G, Broccolo F, Parodi A, Drago F. Comment on “Negative
SARS-CoV-2 antibodies in patients with positive immunohistochem-
istry for spike protein in pityriasis rosea-like eruptions”. J Eur Acad
Dermatol Venereol. 2022. https://doi.org/10.1111/jdv.18498

2. Welsh E, Cardenas-de la Garza JA, Brussolo-Marroquin E, Cuellar-
Barboza A, Franco-Marquez R, Ramos-Montafiez G. Negative SARS-
CoV-2 antibodies in patients with positive immunohistochemistry for
spike protein in pityriasis rosea-like eruptions. ] Eur Acad Dermatol
Venereol. 2022 Apr;26:e661-2.

3. EUROIMMUN. SARS-CoV-2 ELISA test systems for EUROIMMUN.
2022. [cited 2022 June 27]. Available from: https://www.coronavirus-
diagnostics.com/antibody-detection-tests-for-covid-19.html

4. Szabolcs M, Sauter JL, Frosina D, Geronimo JA, Hernandez E, Selbs E,
et al. Identification of Immunohistochemical reagents for insitu pro-
tein expression analysis of coronavirus-associated changes in human
tissues. Appl Immunohistochem Mol Morphol. 2021;29:5-12.

5. Magro C, Nuovo G, Mulvey JJ, Laurence J, Harp J, Crowson AN. The
skin as a critical window in unveiling the pathophysiologic principles
of COVID-19. Clin Dermatol. 2021;39:934-65.


mailto:cardenasdelagarza@gmail.com
https://orcid.org/0000-0002-5099-0079
https://orcid.org/0000-0002-5099-0079
https://orcid.org/0000-0002-5099-0079
https://orcid.org/0000-0003-0486-0297
https://orcid.org/0000-0003-0486-0297
https://orcid.org/0000-0003-0486-0297
https://orcid.org/0000-0003-2405-5201
https://orcid.org/0000-0003-2405-5201
https://orcid.org/0000-0003-2405-5201
https://orcid.org/0000-0003-0737-4649
https://orcid.org/0000-0003-0737-4649
https://orcid.org/0000-0003-0737-4649
https://doi.org/10.1111/jdv.18498
https://www.coronavirus-diagnostics.com/antibody-detection-tests-for-covid-19.html
https://www.coronavirus-diagnostics.com/antibody-detection-tests-for-covid-19.html

	Authors' reply to comment by Ciccarese et al. regarding ‘Negative SARS-­CoV-­2 antibodies in patients with positive immunohistochemistry for spike protein in pityriasis rosea-­like eruptions’
	REFERENCES


