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Our case series is limited by the absence of a control group
and the retrospective analysis that was conducted. Large-scale
prospective studies and pharmacovigilance monitoring are war-
ranted to clarify the risks of VZV reactivation for all available
SARS-CoV-2 vaccines. It should be determined whether all
SARS-CoV-2 share a similar risk for this adverse reaction and
should some of them be relatively safer in this regard, considera-
tion should be given when choosing a vaccine for individuals
most at risk for VZV reactivation (e.g. elderly, immunosuppres-
sion).
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New onset of mainly guttate
psoriasis after COVID-19
vaccination: a case report

Editor

Psoriasis is a chronic, immune-mediated inflammatory disease
with heterogeneous clinical manifestations. Various trigger fac-
tors like infections and drugs are known to elicit or aggravate
psoriasis. Previously, a possible association of vaccination and
the new onset (particularly guttate lesions) or exacerbation of
psoriasis has been reported."” Herein, we describe a case of
mainly guttate psoriasis after a COVID-19 vaccination.

A 79-year-old female patient was referred to our depart-
ment due to a disseminated itching psoriasiform rash, which
had started 10 days after receiving the first injection with the
COVID-19 vaccination Comirnaty® (BioNTech, Freiburg-
strasse, Bern, Switzerland). There was no prior or family his-
tory of psoriasis or any other putative triggers (new intake of
medication, underlying infections). Her past medical history
revealed type-2 diabetes and hypertension and her daily medi-
cations (without any recent adaptations) included sitagliptin/
metformin, empagliflozin, gliclazide, bisoprolol, enalapril,
aspirin and esomeprazole. On examination, there were numer-
ous, disseminated, erythematous papules and partly scaly pla-
ques mainly on the extensor surface of her arms, thighs
(Fig. 1a,b), back and scalp. After some improvement with
topical clobetasol propionate ointment once daily, the second
dose of Comirnaty® was given, which again led to a flare-up
particularly on her arms and legs. The patient is currently on
treatment with topical calcipotriol/ betamethasone ointment
and UVB phototherapy.

In order to characterize the skin lesions, histological [Haema-
toxylin & Eosin (H&E) staining] and immunohistochemical
examinations of a lesional punch biopsy specimen were per-
formed. Histopathological examination showed an acanthotic
epidermis with focal loss of the granular cell layer and a compact
hyperparakeratosis alternating with orthokeratosis, as well as
superficial perivascular lymphohistiocytic infiltrates with a few
scattered neutrophils, consistent with guttate psoriasis (Fig. 1c).
Immunohistochemical analysis using the avidin-biotin complex-
alkaline phosphatase (ABC-AP) method was performed with fol-
lowing primary antibodies: CD1la (clone MTBI; Leica Biosys-
tems, Nussloch, Germany), CD4 (clone 4B12; DakoCytomation,
Glostrup, Denmark), CD8 (clone 4Bl1; Leica Biosystems),
CD11c (clone 5D11; Novocastra, Muttenz, Switzerland), CD32
(clone EPR6657; Abcam, Cambridge, MA, USA), CD68 (clone
PG-M1, DakoCytomation), CD163 (clone EDHU-1; Serotec
MCA, Oxford, UK), CD303/BDCA2 (clone 124B.13, Dendritics,
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Figure 1 Clinical manifestation with multiple erythematous papules and partly scaly patches (a, b) Histopathological findings showing
an acanthotic epidermis with focal loss of the granular cell layer, a compact hyperparakeratosis alternating with orthokeratosis, as well
and a superficial perivascular mainly lymphohistiocytic infiltrate (c); (original magnification x 100, haematoxylin and eosin [H&E]).

Lyon, France), Mx1 (polyclonal rabbit antibody, GenTex, CA,
USA). Irrelevant immunoglobulin G subclass-matched antibod-
ies were used for negative controls. As shown in Fig. 2, a marked
infiltration of T cells (CD4" > CD8" T cells) and different den-
dritic cell (DC) subsets like Langerhans cells (CD1a"), myeloid
DCs (CD11c") and to a lesser extent plasmacytoid DCs (BDCA-
2") were found in the skin sections. Furthermore, different
macrophage subsets including M1-like (CD68, CD32) and M2-
like (CD163) macrophages were also observed. The immune
response in psoriasis involves an aberrant interplay of innate and
adaptive immunity, and all of these different subsets of dendritic
cells, macrophages, and T cells have been associated with the
immunopathogenesis of the disease. Myeloid DCs and macro-
phage are the main source of TNFa and IL-23, which are pivotal
cytokines driving the activation and expansion of pathogenic
type-17 T cells and subsequent stimulation of keratinocytes in
psoriasis. Interestingly, strong focal expression of MX1 [surro-
gate marker of type I interferon (IFN)] was detected in the ker-
atinocytes and mononuclear infiltrate. Type I IFNs are up-
regulated in psoriasis and their production by plasmacytoid DCs
(pDC) has been reported to initiate psoriasis.” Recently, MX1
expression has also been shown to be enhanced in COVID-19
patients and in COVID-19-associated perniosis.*> Single-stranded
mRNA vaccines can activate immune responses via binding to
Toll-like receptors (e.g. TLR7 on pDCs) resulting in production of
type I IFNs, multiple proinflammatory cytokines and both CD4"
and CD8" T cells.* We speculate that such mechanisms may lead to
elicitation of guttate psoriasis in susceptible persons. However,
whether COVID-19 vaccines directly stimulate local MX1 (Type I
IFNs) in the skin remains to be elucidated in future studies. Taken
together, the close temporal relationship between the COVID-19
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vaccination and the onset of psoriasis (i.e. the repeated flare-up
after the second dose) and the lack of any other trigger factors (no
infections or new medication) strongly suggests a causal association
in this case. With the increasing number of people receiving a
COVID-19 vaccination, dermatologists should maintain an index
of suspicion for this putative side effect.

Acknowledgements
The patient in this manuscript have given written informed con-
sent to publication of her case details.

Conflicts of interest
The authors have no conflict of interest to declare.

Funding sources
This article has no funding source.

M.Lehmann,@ P. Schorno, R.E. Hunger,

K. Heidemeyer,* (%) L. Feldmeyer, N. Yawalkar (5
Department of Dermatology, Inselspital - Bern University Hospital,
University of Bern, Bern, Switzerland

*Correspondence: K. Heidemeyer. E-mail: kristine.heidemeyer@insel.ch

References

1 Munguia-Calzada P, Drake-Monfort M, Armesto S, Reguero-Del Cura L,
Lépez-Sundh AE, Gonzélez-Lopez MA. Psoriasis flare after influenza vacci-
nation in Covid-19 era: a report of four cases from a single center. Derma-
tol Ther 2021; 34: e14684.

2 Gunes AT, Fetil E, Akarsu S, Ozbagcivan O, Babayeva L. Possible triggering
effect of influenza vaccination on psoriasis. J Immunol Res 2015; 2015:
258430.

3 Nestle FO, Conrad C, Tun-Kyi A et al. Plasmacytoid predendritic cells ini-
tiate psoriasis through interferon-alpha production. J Exp Med 2005; 202:
135-143.

© 2021 European Academy of Dermatology and Venereology


https://orcid.org/0000-0002-7894-8219
https://orcid.org/0000-0002-7894-8219
https://orcid.org/0000-0002-7894-8219
https://orcid.org/0000-0001-9217-6086
https://orcid.org/0000-0001-9217-6086
https://orcid.org/0000-0001-9217-6086
https://orcid.org/0000-0003-0024-338X
https://orcid.org/0000-0003-0024-338X
https://orcid.org/0000-0003-0024-338X
mailto:

e754 Letters to the Editor

o -
Wi wATwrl e
Sl

Figure 2 Immunohistochemical analysis of a skin lesion with different leucocyte populations and a surrogate marker of type | interferon
activity MX1 (original magnification x200).
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Health-related quality of life in
paediatric patients with vitiligo:
a systematic review and
meta-analysis

Dear Editor,
Vitiligo is an acquired, chronic autoimmune pigmentary disor-
der that has a profound impact on the quality of life (QoL). It

Average score

usually appears in childhood or adolescence, with 50% occurring
before the age of 20." To date, no systematic review has evalu-
ated the impact of vitiligo on the QoL of paediatric patients.

The review protocol was registered with PROSPERO
(CRD42020215985), and PRISMA guidelines were followed. A
literature search was conducted using MEDLINE, PubMed and
EMBASE on 24 July 2020. Articles were included if they were
original research papers written in English that reported health-
related quality of life (HRQOL) in vitiligo patients under age 20.
Two authors conducted independent literature search, and qual-
ity assessment was performed using the Newcastle-Ottawa scale
(NOS).?

The search identified 362 articles, with one additional record
obtained through cross-reference. Of these, 124 full-text articles
were assessed for eligibility. Twenty studies were included in
the review, and three studies were included in the meta-analy-
sis. Of the 20 studies included, 17 studies explored the impact
of vitiligo on the HRQOL of children, and three explored the
impact of vitiligo on the HRQOL of caregivers. Meta-analysis
was conducted using DerSimonian and Laird random-effects
model to determine the overall mean of Children’s Dermatol-
ogy Life Quality Index (CDLQI) scores and 95% confidence
intervals.

Average score
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Figure 1 Meta-analysis of Children Dermatology Life Quality Index (CDLQI) mean subscale scores in paediatric patients with vitiligo.
CDLAQI score for each question ranges from 0 to 3, where higher scores refer to worse quality of life.
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