e6

Letters to the Editor

Conflict of interest
All the authors declare no conflict of interest.

Funding sources
There are no founding sources.

A. Altemir," (1) M. Iglesias-Sancho,’
M.T. Fernandez-Figueras?

"Department of Dermatology, Hospital Universitari Sagrat Cor — Grupo

Hospitalario Quirénsalud, Barcelona, Spain, 2Department of Pathology,

Hospital Universitari General de Catalunya — Grupo Hospitalario

Quirénsalud, Barcelona, Spain

*Correspondence: N. Seté-Torrent. E-mail: nurisetorrent@gmail.com

N. Setd-Torrent,”

References

1 Kim DH, Lee JH, Lee JY, Park YM. Erythema annulare centrifugum: analy-
sis of associated diseases and clinical outcomes according to histopatho-
logic classification. Ann Dermatol 2016; 28: 257.

2 Mir A, Terushkin V, Fischer M, Meehan S. Erythema annulare cen-

trifugum. Dermatol Online ] 2012; 15: 21.

Galvdn Casas C, Catala A, Carretero Herndndez G et al. Classification of

the cutaneous manifestations of COVID -19: a rapid prospective nation-

wide consensus study in Spain with 375 cases. Br | Dermatol 2020; 183:

71-77.

4 Zhao Q, Fang X, Pang Z, Zhang B, Liu H, Zhang F. COVID-19 and cuta-

neous manifestations: a systematic review. ] Eur Acad Dermatol Venereol

2020; 34: 2505-2510.

Mitic T, Adzic-Vukicevic T, Stojsic J, Dobrosavljevic D. Paraneoplastic ery-

thema annulare centrifugum eruption as a cutaneous marker of squamous

cell carcinoma of the lung. J Eur Acad Dermatol Venereol 2020; 34: e617—

€620.

6 Mahood JM. Erythema annulare centrifugum: a review of 24 cases with

special reference to its association with underlying disease. Clin Exp Der-

matol 1983; 8: 383-387.

Montinari M, Atzori L, Valdevit S, Rongioletti F. Erythema annulare cen-

trifugum with anosmia and ageusia in a SARS-CoV-2 exposed patient suc-

cessfully treated with doxycycline. Int J Dermatol 2021; 60: 384-386.

Minni J, Sarro R. A novel therapeutic approach to erythema annulare cen-

trifugum. JAAD 2006; 54: S134-S135.

w

w

~

o

DOI: 10.1111/jdv.17645

Varicella-zoster and herpes
simplex virus reactivation post-
COVID-19 vaccination: a review
of 40 cases in an International
Dermatology Registry

Editor,

Since December 2020, the American Academy of Dermatology
and the International League of Dermatologic Societies’
COVID-19 Dermatology Registry has tracked dermatologic reac-
tions post-COVID-19 vaccination. Within months, a variety of
cutaneous manifestations were reported after the Moderna and
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Pfizer-BioNTech COVID-19 vaccines.! As of April 2021, a total
of 672 possible vaccine-related skin reactions have been reported
by healthcare providers. Here, we evaluate the first 40 cases of
varicella-zoster virus (VZV) and herpes simplex virus (HSV)
reported in the registry after COVID-19 vaccination with either
the Moderna or the Pfizer-BioNTech vaccines.

Of 40 cases of herpesvirus activation diagnosed by healthcare
providers after vaccination, 35 cases were VZV reactivation and
5 cases were HSV reactivation (Table 1). The median age of
patients was 46 (IQR 36-67). The majority were female (70%),
white (80%), and from the United States (95%).

Among the 35 patients with VZV reactivation (Fig. 1), 19
received Pfizer-BioNTech and 16 received Moderna. Most
(77%) cases occurred after the first vaccine dose only, and none
of the patients had repeat viral flares after both doses. Median
onset was 7 days (IQR 2-13) from vaccination to the first VZV
symptom, and symptoms lasted median of 7 days (IQR 5-12).
Patients were primarily treated with valacyclovir/acyclovir
(86%). One patient was not planning on receiving their second
vaccine dose due to VZV after the first dose. Data on prior VZV
vaccination were available for 14 individuals, and of these, only
one had received a VZV vaccine (live-attenuated), 7 years prior.

Of 5 patients reported with HSV reactivation post-COVID
vaccine, 4 received Pfizer-BioNTech and 1 received Moderna.
Four of these cases occurred after the first dose, and one case
occurred only after the second dose. Median onset of first HSV
symptom was 13 days (IQR 8-15) post-vaccination and lasted
median of 7 days (IQR 3-7). Four patients (80%) received vala-
cyclovir/acyclovir as treatment, and none delayed their second
vaccine dose.

One limitation is that the registry did not routinely ascertain
whether VZV/HSV was diagnosed by the reporter based on labo-
ratory testing (e.g. PCR) or on clinical grounds alone, although
clinical diagnosis of zoster without laboratory testing has a
reported positive predictive value of 86%-92%.>> Additional
limitations are incomplete VZV vaccination history and immune
status data, which hinder the ability to draw conclusions
about the relationship between prior vaccination, immunocom-
promised status, and risk of VZV reactivation post-COVID vac-
cination. Furthermore, an epiphenomenon cannot be ruled out
since the registry is not designed to establish the incidence of
zoster in the vaccinated group or compare it to the incidence in
a non-vaccinated group.

VZV reactivation after COVID vaccination has been reported
in case reports and small case series,*” and it has also been
reported after other vaccines, including yellow fever, hepatitis A,
rabies and influenza.® While other cutaneous vaccine reactions
reported to the registry occurred primarily after Moderna, such as
delayed large local reactions,” VZV reactivation events occurred
after both Moderna and Pfizer in similar proportions in this study,
suggesting that reactivation may be the result of an immune reac-
tion process to mRNA vaccines in general. Although the precise
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Table 1 Characteristics of 40 HSV and VZV Reactivation Events Reported after Moderna or Pfizer-BioNTech COVID-19 vaccination

VZV reactivation HSV reactivation Total
Unique reports Unique reports Unique reports
N (%) N (%) N (%)
(n = 35) (n=5) (n=40)
COVID-19 vaccine type
Moderna 16 (46) 1(20) 17 (42)
Pfizer 19 (54) 4 (80) 23(58)
Reporter title
Dermatologist 25 (71) 5(100) 30 (75)
Other physician 9 (26) 0(0) 9 (23)
Nurse practitioner 1(2.9) 0(0) 1(2.5)
Patient age (Median, IQR) 46 (35-68) 39 (36-53) 46 (36-67)
Patient sex (Female) 24 (69) 4 (80) 28 (70)
Patient race/ethnicity
White 28 (80) 4 (80) 32 (80)
Asian 2(5.7) 0 2(5.0)
Black/African American 2(5.7) 0 2(5.0)
Hispanic/Latino 2(5.7) 1(20) 3(7.5)
Unknown 1(2.9) 0(0) 1(2.5)
Patient Country
United States 34 (97) 4 (80) 38 (95)
Canada 0 1(20) 1(2.5)
Saudi Arabia 1(2.7) 0 1(2.5)
Prior SARS-CoV-2 infection
No 34 (97) 5 (100) 39 (98)
SARS-CoV-2 PCR+ 1(2.7) 0(0) 1(2.5)
Vaccine dose number associated with reaction
First 27 (77) 4 (80) 31 (78)
Second 8(23) 1(20) 9(23)
Both 0(0) 0(0) 0(0)
Rash location’
Face 3(8.6) 4 (80) 7 (18)
Head 4 (11) 0(0) 4 (10)
Neck 2(5.7) 0(0) 2 (5.0
Vaccinated arm 3(8.6) 0 (0) 3(7.5)
Non-vaccinated arm 1(2.9) 0(0) 1(2.5)
Chest 14 (40) 0(0) 14 (35)
Abdomen 10 (29) 0(0) 10 (25)
Back 16 46) 0(0) 16 (40)
Buttocks 3(8.6) 0(0) 3(7.5)
Leg 3(8.6) 0(0) 3(7.5)
Oral mucosa 0(0) 1(20) 1(2.5)
Vaccine allergy history
None 35 (100) 5 (100) 40 (100)
Past medical history
None 14 (40) 4 (80) 18 (45)
Hypertension 7 (20) 1(20) 8(20)
Rheumatologic disease 3(8.6) 0(0) 3(7.5)
Morbid obesity 2(5.7) 0(0) 2(5.0)
Diabetes mellitus 2(5.7) 0(0) 2(5.0)
Cardiovascular disease 1(2.9) 0(0) 1(2.5)
Obstructive lung disease 1(2.9) 0 (0) 1(2.5)
Chronic renal insufficiency 1(2.9) 1(2.5)
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Table 1 Continued

VZV reactivation
Unique reports

N (%)

(n = 35)
Liver disease 1(2.9)
Immunodeficiency 1(2.9)
Other 8 (23)

Treatment

Valacyclovir/Acyclovir 30 (86)
Topical steroids 1(2.9)
Acetaminophen 2(5.7)
Gabapentin 4(11)
None 3(8.6)

Providers were able to check off multiple rash locations for each patient.

Figure 1 Representative images of Varicella-Zoster Virus reacti-
vation following COVID-19 vaccination. (a) Zoster flare on leg of a
patient 14 days after the second dose of Pfizer COVID-19 vaccina-
tion (b) same patient, close-up view of vesicles. (c) Zoster flare on
the back of a patient 18 days after the first dose of Pfizer COVID-
19 vaccination (d) same patient, close-up view of dermatome.

mechanism is not known, herpesvirus reactivation may occur due
to innate- or cell-mediated immune defense failures initiated by
the host response to vaccination. VZV reactivation has also been
reported following SARS-CoV-2 infection itself, and a similar
immunosuppressive mechanism has been suggested.'’

JEADV 2022, 36, e1-e79

HSV reactivation Total
Unique reports Unique reports
N (%) N (%)
(n=25) (n=40)
0(0) 1(2.5)
0(0) 1(2.5)
0(0) 8 (20)

4 (80) 34 (85)
0(0) 1(2.5)
0(0) 2 (5.0
0(0) 4 (10)
1(20) 4(10)

Overall, COVID-19 vaccination is still recommended, as the
benefits of COVID-19 vaccination vastly outweigh the potential
risk of herpesvirus reactivation. Further research is needed to
elucidate the risk factors for and mechanisms underlying this
process. We advise healthcare workers to be aware of this poten-
tial consequence and to begin appropriate treatment when reac-
tivation is suspected.
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Two cases of pityriasis rosea
after the injection of coronavirus
disease 2019 vaccine

To the editor,

The incidence of cutaneous manifestation in coronavirus disease
2019 (COVID-19) patients was around 20%." Among the
reported cutaneous reactions after the inoculation of COVID-19
vaccination till now, the most common reactions were delayed
large local reactions, local injection site reactions, urticaria and
morbilliform elruptions.2 Pityriasis rosea (PR) was found to be
one of the rare cutaneous symptoms caused by the COVID-19
vaccination.?> Here, we report 2 cases of PR after the COVID-19
vaccination.

The first case was one 19-year-old man who came to the
department of dermatology for 1-month history of pruritus
papulosquamous lesion. His lesion appeared 2 days after the
first dose injection of COVID-19 vaccine. This inactivated vac-
cine was produced by the Beijing Institute of Biological Products
Company. His colleagues who had injected the same batch of
vaccine had no similar symptoms till now. On physical examina-
tion, he had several oval pink-to-brown-coloured thin scaly pla-
ques on the trunk and proximal extremities (Fig. la—c). Blood
routine was normal. Besides, he completed 3 times of PCR test
for COVID-19, and the latest test occurred the day before the
visit. All negative results of the nucleic test indicated no infection
of COVID-19. He was diagnosed with PR according to the clas-
After
clovir 300mg bid orally and mometasone furoate to inhibit itch

sical clinical feature. I-week treatment of valaci-
when needed, the patient’s manifestation had obvious improve-
ment. He did not get the second dose of vaccination due to the
eruption of PR after the first dose inoculation.

The second case was a 51-year-old man. He got the vaccina-
tion from the same company as the first patient as mentioned
above. He developed itchy fusiform patches in the trunk 7 days
after the second dose injection of COVID-19 vaccine and came
to our department 3 days after the onset of the cutaneous symp-
tom. He claimed slight similar lesions several days after the first
dose inoculation without detailed picture. He reported no pre-
ceding disorder, no systemic discomfort, no cutaneous contacts
or no new drug exposures. Physical examination indicated annu-
lar and oval lesion covering by thin scales across the neck, trunk,
bilateral groins and proximal extremities, in a ‘Christmas tree’
pattern (Fig. 1d,e). During the process, the patient had no fever,
cough or any other symptoms. Based on the diagnosis of PR, we
treated him with ganciclovir 250 mg bid orally and got the
improvement.

PR is a self-limited papulosquamous disorder associated with
virus infection. Previous study reported the onset of PR several
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