Letters to the Editor

e541

University Hospital of Grenoble Alpes, Grenoble, France
*Correspondence: L. Le Cleach. E-mail: laurence.le-cleach@aphp.fr

References

1 Galvan Casas C, Catala A, Carretero Hernandez G et al. Classification of the
cutaneous manifestations of COVID-19: a rapid prospective nationwide
consensus study in Spain with 375 cases. Br ] Dermatol 2020; 183: 71-77.

2 Freeman EE, McMahon DE, Lipoff JB et al. The spectrum of COVID-19-
associated dermatologic manifestations: an international registry of 716
patients from 31 countries. ] Am Acad Dermatol 2020; 83: 1118—1129.

3 Le Cleach L, Dousset L, Assier H et al. Most chilblains observed during
the COVID-19 outbreak occur in patients who are negative for COVID-
19 on polymerase chain reaction and serology testing. Br ] Dermatol 2020;
183: 866-874.

4 Guan W, Ni Z, Hu Y et al. Clinical characteristics of coronavirus disease
2019 in China. N Engl ] Med 2020; 382: 1708-1720.

5 Fernandez-Nieto D, Ortega-Quijano D, Suarez-Valle A, Jimenez-Cauhe J,
Jaen-Olasolo P, Fernandez-Guarino M. Lack of skin manifestations in
COVID-19 hospitalized patients during the second epidemic wave in
Spain: a possible association with a novel SARS-CoV-2 variant - a cross-
sectional study. J Eur Acad Dermatol Venereol 2021; 35: e183—e185.

6 Guarneri C, Venanzi Rullo E, Gallizzi R et al. Diversity of clinical appear-
ance of cutaneous manifestations in the course of COVID-19. ] Eur Acad
Dermatol Venereol 2020; 34: e449—e450.

7 Matar S, Oules B, Sohier P et al. Cutaneous manifestations in SARS-CoV-
2 infection (COVID-19): a French experience and a systematic review of
the literature. ] Eur Acad Dermatol Venereol 2020; 34: e686—e689.

8 Maine GN, Lao KM, Krishnan SM et al. Longitudinal characterization of
the IgM and IgG humoral response in symptomatic COVID-19 patients
using the Abbott Architect. J Clin Virol 2020; 133: 104663.

9 Vesely MD, Perkins SH. Caution in the time of rashes and COVID-19.

J Am Acad Dermatol 2020; 83: €321—e322.
10 Long QX, Tang X]J, Shi QL et al. Clinical and immunological assessment
of asymptomatic SARS-CoV-2 infections. Nat Med 2020; 26: 1200—1204.

DOI: 10.1111/jdv.17322

Adamantiades-Behcet’s disease
(Behcget’s disease) and COVID-19

Dear Editor,

The immunopathogenesis of COVID-19 remains ill-defined.!
Through hyperstimulation of the immune system, SARS-CoV2
may cause a multi-facetted inflammatory disease and generate
immune-mediated organ damage even leading to fatal conse-
quences.2 However, it is still unclear, whether a modified course
of COVID-19 occurs in patients with autoimmune and/or
autoinflammatory diseases.> Among them, Adamantiades-
Behget’s disease (ABD; Behget’s disease) is a rare, multisystem,
inflammatory disease characterized by variable vessel vasculitis
and relapsing-remitting course, exhibiting both autoimmune
and autoinflammatory signs.” So far, rudimentary data on
COVID-19 in ABD patients and no information about the
proper management of ABD patients in the pandemic period
exist.

JEADV 2021, 35, 539-€618

In a telematic survey of 2789 Spanish patients, 28 had uvei-
tis due to a systemic autoimmune disease.® Among them, 12
were ABD patients; with six reporting clinical manifestations
compatible with COVID-19. Moreover, among 2135 consecu-
tive COVID-19 patients presented to the Hospital Clinic (Bar-
celona, Spain), four (0.19%) were co-diagnosed with ABD and
three were hospitalized.” In all four patients, ABD activity dur-
ing the first COVID-19 symptoms was low. No patient
required intensive care unit (ICU) treatment or mechanical
ventilation. Further, 51 of 54 ambulatory ABD patients of the
Necmettin Erbakan University Hospital (Konya, Turkey) con-
tinued their immunological treatment during the pandemic
period; none of them developed COVID-19.® Lastly, among 10
ABD patients of the Cerrahpasa Medical School (Istanbul,
Turkey) with COVID-19, eight were hospitalized (median hos-
pitalization length 7 days, interquartile range 5.5-10). Two
patients were admitted to the ICU and a patient, not been on
treatment for ABD before getting COVID-19, died.” COVID-
19 symptoms were mild in the nine patients who survived,
and three patients reported exacerbations of their ABD-associ-
ated oral ulcers or arthralgia.

In a digital conference of the International Society for
Behget’s disease, which took place on 22 January 2021, ABD
experts reported on the association of ABD with COVID-19 in
their countries (Table 1). With exception of the Netherlands,
where ABD patients presented a significantly higher — almost
twofold — COVID-19 prevalence (11.55%) than the general pop-
ulation (6.31%), the overall prevalence of COVID-19 in ABD
patients at 0.61% was significantly lower — 4.4-fold — than that
in the general population (2.71%, P < 0.00001). Hospitalization
due to COVID-19 symptoms was required in 33 of 168 COVID-
19+ ABD patients (19.6%) and ICU in two patients (1.19%).
Three ABD patients deceased with COVID-19 (1.79%).

The participants analysed the available data and the existing
literature and based on the current evidence concluded on a list
of measurements to be taken from ABD patients and their physi-
cians during the COVID-19 pandemic:

e The prevalence of COVID-19 in patients with ABD is
apparently lower than that in the general population. This
may be due to ABD patients having been especially careful
with social shielding.

e ABD appears not to be associated with a more severe
COVID-19 course, although the number of reported cases
is still low to be able to analyse the effects of disease sub-
types, activity and medications on COVID-19 outcome.

of ABD with low-dose prednisolone

(<10 mg/day) and/or biologics (esp. TNF-o inhibitors)

seems not to increase the risk for COVID-19 or induce a

e Treatment

more severe course.
e Treatment initiation of ABD with high-dose prednisolone,
cyclosporine A, methotrexate or cyclophosphamide should

© 2021 European Academy of Dermatology and Venereology



€542 Letters to the Editor
® be carefully evaluated at the individual level, given some
g» concern of increasing COVID-19 severity in general popula-
o @ g tion. Patients that are already receiving these drugs should
kel (2] . . .
S8 @ = s strictly adhere to self-protection and hygiene measurements.
= = —_ Q. . . .
@ a é 3 8 £ « Although the effect of vaccination on ABD (and vice versa)
= =)
T2 T = = - SO ® is as yet unknown, anti-SARS-CoV2 vaccination is recom-
P £3 0 a &7 = - = y
5 5 2 18 2 § EER = mended. It may be advisable not to vaccinate during a sig-
2o I &8s - o 29 . . .
S = > T 35 2985982 £ nificant flare of ABD. Benefits of being vaccinated versus
5 8 2z 2 = 20 20 o 8
€ _ZT2c_ @ bgEF = . . :
_g‘ z q;)‘ § g 232 83 (D) 5 Q g risk of developing severe COVID-19 should be considered
o > = 2 o o = S e . . . .
< o é 2 S i _§ 25 @ §=3T § @ at an individual level, but in general possible risks of vacci-
= = = 2 = x T 2 S . . .
S g S g 3 s 8 B 3 e § g5 5 3 nation do not outweigh the potential dangers of COVID-
] o L2 C o 5 = n = T o
§F So85&=8%5E38885 @5 19.
0 >xz 285 <mEa0<wo 5 3 T :th biologics in ABD
€ ¢ Treatment with biologics in appears:
T o
§ 8 - To be compatible with SARS-CoV2 vaccination during
€ . . .
§ 8 ABD remission or low disease activity and should not be
B © B ° S © ° e YeE interrupted.
3 - - ol o - - oo 8 - Not to compromise SARS-CoV2 vaccination. Serological
- s confirmation of successful vaccination by ELISA may be
g £
@ s recommended.
'_E % ¢ National self-protection and hygiene measurements should
‘—; g be adhered to. Self-protection with masks is recommended
§. e even after vaccination.
3 . . . .
2 -0o2 0o -~ - ® 0 B F e This consensus is based on expert opinion and literature
S5 5 5 =55 5 evidence and complements the recommendations already
=+ . . . . .
o §_ § © @ § § C8>_ §_ £ published by other scientific societies'®.
a s 9938 S ¢ 99 £
Q.
N g Acknowledgements
§ § The authors acknowledge the contribution of Prof. Dorian O.
§ © 2 Haskard, National Heart and Lung Institute, Imperial College
~ - Q 9 9 ] [T} o - g . .
g 3 | N 2SR D5 = IQ g London, Hammersmith Campus, London, UK during the con-
S § sensus procedure and thank the Associazione Sindrome e Malat-
A g tia di Behget e Behget-like odv, Dr. Andreas Altenburg and
23 - . o o =3 -E;_ Sophie den Otter for support on data collection. The Depart-
<OQ- 00 -m& o~ & OF g ments of Dermatology, Venereology, Allergology and Immunol-
o o | = i
S o o 05 8 ogy, Dessau Medical Center, Dessau, Germany are health care
o n 28 5090 ow© q g .
< IS8 &8 &8 28 3 providers of the European Reference Network for Rare and
2 R 2 C lex Skin Di ERN Skin — ALLOCATE Ski
= |2 o« omplex Skin Diseases ( in in group).
S @ =
] N
>1s S . .
S 3 S Conflict of interest
2 @2 Sd=3aq88§ =3 & QK g The authors declare no conflicts of interest with respect to the
S a S S~ ® +~ o 6 o © © o & ) o . ’
=g w research, authorship and/or publication of this article. In gen-
T o
g 2 % § o § N g E cE a3 eral, CCZ reports a lecture honorary from Amgen and fees from
-% E 8 § 5 X 2 ® S e g g % z Celgene for participation at a clinical study paid to the Dessau
oo} © [3\} ~— > . .
S 8 982220 d 9l S Twe 2 Medical Center. JAMvL, MS, GE, FF, AG, YK, ESL, PPS, FS dis-
Qo > close no conflict of interest.
c c
c S .
> |88 355888 .5 & 82 38 :
T 8% 00 0rY @26 QO ST 28 Funding
gsx§55%98 &8 = 8% es None.
<
o » S Vv
O S oo
> s w e . .
-8 |. . > 9 s E £ Q § Author contributions
Q € Q E Q - = . .
5 3 855582 @ E & £ 3¢ Conceptualisation: CCZ, JAMVL, MS, GE, FF, AG, YK, ESL,
© e S 8 :
FlIe= x=Sr0 s 206 =2 9SF[fe PPS, FS, GRW; Data curation: CCZ, JAMvL, MS, GE, FF, AG,

JEADV 2021, 35, 539-€618

© 2021 European Academy of Dermatology and Venereology


https://coronavirus.jhu.edu/map.html

Letters to the Editor

€543

YK, ESL, PPS, FS; Formal analysis: CCZ, JAMvL; Investigation:
CCZ, JAMvL, MS, GE, FF, AG, YK, ESL, PPS, FS, GRW;
Methodology: CCZ, JAMVL, MS; Project administration: CCZ;
Resources: CCZ, JAMvL, MS, GE, FF, AG, YK, ESL, PPS, FS,
GRW; Validation: CCZ, JAMvL, MS, GE, FF, AG, YK, ESL, PPS,
FS, GRW; Visualisation: CCZ, JAMvL; Writing — original draft:
CCZ; Writing — review & editing: CCZ, JAMvVL, MS, GE, FF,
AG, YK, ESL, PPS, FS, GRW.

C.C. Zouboulis,"?*" () J.A.M. van Laar,">"

M. Schirmer,*T G. Emmi,"® F. Fortune, %7

A. Giil,"® Y. Kirino,"? E.-S. Lee,"'°(1%) P.P. Sfikakis," "

F. Shahram,"'? G.R. Wallace™ '3

"International Society for Behget’s Disease, Dessau, Germany,
2Departments of Dermatology, Venereology, Allergology and Immunology,
Dessau Medical Center, Brandenburg Medical School Theodor Fontane
and Faculty of Health Sciences Brandenburg, Dessau, Germany,
SDepartments of Internal Medicine and Immunology, Division of Allergy
and Clinical Immunology, Academic Center for Rare Systemic Immune
Diseases, Erasmus MC University Medical Center, Rotterdam, The
Netherlands, 4Depar‘(ment of Internal Medicine, Clinic Il, Medical University
of Innsbruck, Innsbruck, Austria, SDepartment of Experimental and Clinical
Medicine, University of Firenze, Firenze, ltaly, 8Centre for Oral
Immunobiology and Regenerative Medicine, Barts and the London School
of Medicine and Dentistry, Queen Mary University of London, London, UK,
"Oral Medicine Unit, Institute of Dentistry, Dental Hospital and Behget’s
Centre of Excellence, Royal London Hospital, Barts Health NHS Trust,
London, UK, ®Division of Rheumatology, Department of Internal Medicine,
Istanbul Faculty of Medicine, Istanbul University, Istanbul, Turkey,
®Department of Stem Cell and Immune Regulation, Yokohama City
University Graduate School of Medicine, Yokohama, Japan, '°Department
of Dermatology, Ajou University School of Medicine, Suwon, Korea, " 1st
Department of Propaedeutic and Internal Medicine and Joint
Rheumatology Program, Medical School, National and Kapodistrian
University of Athens, Athens, Greece, '?Rheumatology Research Center,
Shariati Hospital, Tehran University of Medical Sciences, Teheran, Iran,
"8Academic Unit of Ophthalmology, Institute of Inflammation and Ageing,
University of Birmingham, Birmingham, West Midlands, UK
*Correspondence: C.C. Zouboulis. E-mail: christos.zouboulis@mhb-fon-
tane.de

"The authors contributed equally to the manuscript.

References

1 Koutsakos M, Rowntree LC, Hensen L et al. Integrated immune dynamics
define correlates of COVID-19 severity and antibody responses. Cell Rep
Med 2021; 2: 100208.

2 Dotan A, Muller S, Kanduc D, David P, Halpert G, Shoenfeld Y. The
SARS-CoV-2 as an instrumental trigger of autoimmunity. Autoimmun
Rev 2021; 20: 102792.

3 Welzel T, Samba SD, Klein R, van den Anker JN, Kuemmerle-Deschner
JB. COVID-19 in autoinflammatory diseases with immunosuppressive
treatment. J Clin Med 2021; 10: 605.

4 Akiyama S, Hamdeh S, Micic D, Sakuraba A. Prevalence and clinical
outcomes of COVID-19 in patients with autoimmune diseases: a
systematic review and meta-analysis. Ann Rheum Dis 2021; 80: 384—
391.

JEADV 2021, 35, 539-€618

5 Moosmann T, Veraar C, Brunner J et al. Differential clinical presentation
of Adamantiades-Behcet’s disease in non-endemic and endemic areas:
retrospective data from a Middle-European cohort study. Int ] Rheum Dis
2018; 21: 2151-2157.

6 Fanlo P, Espinosa G, Adédn A et al. Impact of novel coronavirus infection
in patients with uveitis associated with an autoimmune disease: result of
the COVID-19-GEAS patient survey. Arch Soc Esp Oftalmol 2021; 96:
347-352.

7 Espinosa G, Araujo O, Amaro S, et al. COVID-19 and Behcet’s disease:
clinical case series. Ann Rheum Dis 2021; 80: e41.

8 Dursun R, Temiz SA, Ozer I, Daye M, Ataseven A. Management of
patients with Behcet’s disease during the COVID-19 pandemic. Dermatol
Ther 2020; 33: €14063.

9 Yurttas B, Oztas M, Tunc A et al. Characteristics and outcomes of Beh-
cet’s syndrome patients with Coronavirus Disease 2019: a case series of 10
patients. Intern Emerg Med 2020; 15: 1567-1571.

10 https://www.eular.org/rheumatism_and_covid_19.cfm; https://www.rhe
umatology.org/Practice-Quality/Clinical-Support/COVID-19-Guidance

DOI: 10.1111/jdv.17325

Purpuric lesions on the eyelids
developed after BNT162b2
mRNA COVID-19 vaccine:
another piece of SARS-CoV-2
skin puzzle?

Dear Editor,

Vaccination against SARS-CoV-2 has spread around the
world since December 2020. Herein, we describe three patients,
with no history of SARS-CoV-2 infection, who developed skin
reactions after receiving Pfizer-BioNTech (New York, NY, USA)
COVID-19 vaccine. The first patient was a 44-year-old woman
who presented with purpuric lesions on the right and left eyelid,
respectively, 21 and 25 days after the second dose of the
BNT162b2 mRNA vaccine (Fig. 1c,d). The lesions were circum-
scribed on the upper eyelid, totally asymptomatic and resolved
spontaneously after ten days. The second patient was a 63-year-
old man who presented similar lesions on the upper eyelid three
weeks after the second dose of the vaccine (Fig. 1a,b). The
lesions were asymptomatic as well and resolved spontaneously
after 15 days. Both patients had complete laboratory evaluation
for coagulation disorders that resulted unremarkable.

The third was a 67-year-old woman who also developed
ecchymotic lesions on upper eyelids 10 days after the first dose
of the vaccine. The lesions were moderately itchy and resolved
spontaneously after 12 days.

Several skin manifestations have been reported in association
with coronavirus infection while cutaneous reactions to SARS-
CoV-2 vaccines have not yet been well documented in
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