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Potential risk factors for Varicella-zoster virus reactivation

after COVID-19 vaccination

To the Editor,

During this Sars-CoV-2 era, several different vaccines have
been developed to counter the spreading of the virus, and more
and more attention has been paid to the adverse effects related to
their administration. The most common described cutaneous side
effects are delayed large local reactions, local injection site reac-
tions, urticarial eruptions, and morbilliform eruptions.! Recently,
there have been several reports of a potential association between
the injection of COVID-19 vaccines (both the mRNA and the inac-
tivated ones) and the reactivation of Varicella-zoster virus (VZV).
Reactivation of this virus leads to a painful rash commonly known
as shingles.

Rodriguez-Jiménez et al. recently published a series of 5 cases of
VZV reactivation after SARS-CoV-2 BNT162b2 mRNA vaccination.?
Llado et al. made a first review of the cases reported in literature®;
here, we want to make an update and find any potential clue to value
the risk of VZV reactivation after COVID-19 vaccination.

We analyzed 93 cases of VZV reactivation following the
COVID-19 vaccine reported in literature.t243¢ We decided to
focus only on cases with enough information to allow for a correct
risk assessment, for example, we did not include all the reports
where age or sex were not present. There was no significant dif-
ference between males and females (44 men vs 49 women), and,
in accordance with the previous observations,® the majority of the
VZV reactivations were secondary to mRNA vaccines (46 following
Pfizer's BNT162b2 and 19 following Moderna's mRNA-1273 vs 18
following Astrazeneca's AZD1222 (ChAdOx1), 2 following Johnson
& Johnson's JNJ-78436735 (Ad26.COV2.S), 1 following Bharat
Biotech's BBV152 (Covaxin), 1 following Sinopharm's BBIBP-CorV
vaccine (Vero Cells), and 1 following Sputnik V (Gam-COVID-Vac);
5 not specified). Most of the cases developed after the injection of
the first dose of the vaccine rather than the second one (67 vs 21; 5
not specified) with a high variability regarding time to the onset after
injection (average 8.6 + 7.2 days, from one to 38 days). The average
age was 57.8 + 17.3 years. The majority of patients were treated
with standard antiviral therapy (Acyclovir or Valacyclovir). Relevant
variables are reported in Table 1.

As a possible explanation for the VZV reactivation, we support

the hypothesis of an immunomodulation mechanism triggered by

the vaccination with a consequent failure to maintain the virus con-
trolled.® For example, some authors suggested a temporary inability
of the VZV-specific CD81" cells to control the virus, due to a shifting
of naive CD81 cells.*

According to these data, the risk of developing VZV reactiva-
tion after COVID-19 vaccination seems to be higher in patients who
received mRNA vaccines, those who received the first dose rather
than the second one and, to a lesser extent, those in the fifth or
sixth decades of life. We know that the relationship between VZV
reactivation and COVID-19 vaccination could be coincidental and, in
this particular historical moment, vaccination remains the priority, as
it represents our fundamental weapon against the pandemic; how-
ever, we think it is important to report this possible association to

TABLE 1 Main features of the 93 cases analyzed

Sex
Female 49
Male 44
Mean age 57.8
Age range 21-94
Vaccine type
BNT162b2 (Pfizer) 46
mRNA-1273 (Moderna) 19
AZD1222 (AstraZeneca) 18
JNJ-78436735 (Johnson & Johnson's) 2
BBV152 (Bharat Biotech) 1
BBIBP-CorV (Sinopharm) 1
Gam-COVID-Vac 1
Not specified 5
Dose
First 67
Second 21
Not specified 5
Time to VZV reactivation
Mean 8.6
Minimum 1
Maximum 38
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the scientific community, as more and more evidence is emerging. In

fact, identifying patients at risk would allow early antiviral therapy to

be initiated and a better clinical course to be achieved.

KEYWORDS
COVID-19 vaccine, herpes zoster reactivation, Varicella-zoster virus

ACKNOWLEDGMENT

None.

CONFLICTS OF INTEREST
None declared.

ETHICAL APPROVAL

The authors confirm that the ethical policies of the journal, as noted

on the journal’s author guidelines page, have been adhered to. No

ethical approval was required as this is a review article with no origi-

nal research data.

DATA AVAILABILITY STATEMENT
The data that support the findings of this study are available from

the corresponding author upon reasonable request.

Marco May Lee MD (i)
Stefano Macchi MD ®
Edoardo Mora MD
Claudio Feliciani MD, PhD

Section of Dermatology, Department of Clinical and

Experimental Medicine, University of Parma, Parma, Italy

Correspondence

Marco May Lee, Section of Dermatology, Department of
Clinical and Experimental Medicine, University of Parma, Via
Gramsci 14, Parma 43126, Italy.

Email: may.lee.marco@gmail.com

ORCID
Marco May Lee (i) https://orcid.org/0000-0002-2424-1904
Stefano Macchi (i) https://orcid.org/0000-0002-8445-4653

REFERENCES

1.

McMahon DE, Amerson E, Rosenbach M, et al. Cutaneous re-
actions reported after Moderna and Pfizer COVID-19 vaccina-
tion: a registry-based study of 414 cases. J Am Acad Dermatol.
2021;85(1):46-55.

Rodriguez-Jiménez P, Chicharro P, Cabrera LM, et al. Varicella-
zoster virus reactivation after SARS-CoV-2 BNT162b2 mRNA vac-
cination: report of 5 cases. JAAD Case Rep. 2021;12:58-59.

Lladé |, Fernandez-Bernaldez A, Rodriguez-Jiménez P. Varicella zos-
ter virus reactivation and mRNA vaccines as a trigger. JAAD Case
Rep. 2021;15:62-63.

Psichogiou M, Samarkos M, Mikos N, Hatzakis A. Reactivation of
Varicella Zoster virus after vaccination for SARS-CoV-2. Vaccines.
2021;9(6):1-8.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Lee C, Cotter D, Basa J, Greenberg HL. 20 Post-COVID-19
vaccine-related shingles cases seen at the Las Vegas Dermatology
clinic and sent to us via social media. J Cosmet Dermatol.
2021;20(7):1960-1964.

Aksu SB, Ozturk GZ. A rare case of shingles after COVID-19
vaccine: is it a possible adverse effect? Clin Exp Vaccine Res.
2021;10(2):198-201.

Algaadi SA. Herpes zoster after COVID-19 vaccine: a case report.
Pak. J. Med. Health Sci. 2021;15(3):1165-1166.

Thimmanagari K, Veeraballi S, Roach D, Al Omour B, Slim J.
Ipsilateral Zoster Ophthalmicus Post COVID-19 Vaccine in Healthy
Young Adults. Cureus. 2021;13(7):e16725.

Kadali RAK, Janagama R, Peruru S, Malayala SV. Side effects
of BNT162b2 mRNA COVID-19 vaccine: a randomized, cross-
sectional study with detailed self-reported symptoms from health-
care workers. Int J Infect Dis. 2021;106:376-381.

Channa L, Torre K, Rothe M. Herpes zoster reactivation after
mRNA-1273 (Moderna) SARS-CoV-2 vaccination. JAAD Case Rep.
2021;15:60-61.

Furer V, Zisman D, Kibari A, Rimar D, Paran Y, Elkayam O. Herpes
zoster following BNT162b2 mRNA COVID-19 vaccination in pa-
tients with autoimmune inflammatory rheumatic diseases: a case
series. Rheumatology. 2021;60(SI):S190-S195.

Chiu HH, Wei KC, Chen A, Wang WH. Herpes zoster following
COVID-19 vaccine: report of 3 cases. QJM2021:hcab208.

David E, Landriscina A. Herpes Zoster Following COVID-19
Vaccination. J Drugs Dermatol. 2021;20(8):898-900.

Tessas |, Kluger N. Ipsilateral herpes zoster after the first dose of
BNT162b2 mRNA COVID-19 vaccine. J Eur Acad Dermatol Venereol.
2021;35(10):e620-e622.

Bostan E, VYalici-Armagan B. Herpes zoster following inacti-
vated COVID-19 vaccine: A coexistence or coincidence? J Cosmet
Dermatol. 2021;20(6):1566-1567.

Eid E, Abdullah L, Kurban M, Abbas O. Herpes zoster emer-
gence following mRNA COVID-19 vaccine. J Med Virol.
2021;93(9):5231-5232.

Arora P, Sardana K, Mathachan SR, Malhotra P. Herpes zoster after
inactivated COVID-19 vaccine: a cutaneous adverse effect of the
vaccine. J Cosmet Dermatol. 2021;20(11):3389-3390.

Palanivel JA. Herpes zoster after COVID-19 vaccination-Can
the vaccine reactivate latent zoster virus? J Cosmet Dermatol.
2021;20(11):3376-3377.

Avyatollahi A, Robati RM, Firooz A. Plantar herpes zoster following
heterologous recombinant adenovirus-based COVID-19 vaccine. J
Cosmet Dermatol. 2022;21(1):34-35.

van Dam CS, Lede |, Schaar J, Al-Dulaimy M, Résken R, Smits
M. Herpes zoster after COVID vaccination. Int J Infect Dis.
2021;111:169-171.

Maranini B, Ciancio G, Cultrera R, Govoni M. Herpes zoster infec-
tion following mMRNA COVID-19 vaccine in a patient with ankylos-
ing spondylitis. Reumatismo. 2021;73(3):174-176.

Muhie OA, Adera H, Tsige E, Afework A. Herpes Zoster Following
Covaxin Receipt. Int Med Case Rep J. 2021;14:819-821.

Rehman O, Arya SK, Jha UP, Nayyar S, Goel I. Herpes zoster oph-
thalmicus after COVID-19 vaccination: Chance occurrence or
more? Cornea. 2022;41(2):254-256.

lwanaga J, Fukuoka H, Fukuoka N, Yutori H, Ibaragi S, Tubbs RS.
A narrative review and clinical anatomy of herpes zoster infection
following COVID-19 vaccination. Clin Anat. 2022;35(1):45-51.
Ozdemir AK, Kayhan S, Cakmak SK. Herpes zoster after inacti-
vated SARS-CoV-2 vaccine in two healthy young adults. J Eur Acad
Dermatol Venereol. 2021;35(12):e846-e847.

Vastarella M, Picone V, Martora F, Fabbrocini G. Herpes zoster
after ChAdOx1 nCoV-19 vaccine: a case series. J Eur Acad Dermatol
Venereol. 2021;35(12):e845-e846.


mailto:﻿￼
https://orcid.org/0000-0002-2424-1904
https://orcid.org/0000-0002-8445-4653
mailto:may.lee.marco@gmail.com
https://orcid.org/0000-0002-2424-1904
https://orcid.org/0000-0002-2424-1904
https://orcid.org/0000-0002-8445-4653
https://orcid.org/0000-0002-8445-4653

LETTERS TO THE EDITOR

JCD

27. Shah S, Baral B, Chamlagain R, Murarka H, Raj Adhikari Y, Sharma

28.

29.

30.

31.

32.

33.

PB. Reactivation of herpes zoster after vaccination with an in-
activated vaccine: A case report from Nepal. Clin Case Rep.
2021;9(12):e05188.

Toscani |, Troiani A, Citterio C, Rocca G, Cavanna L. Herpes Zoster
following COVID-19 vaccination in long-term breast cancer survi-
vors. Cureus. 2021;13(10):e18418.

Maldonado MD, Romero-Aibar J. The Pfizer-BNT162b2 mRNA-
based vaccine against SARS-CoV-2 may be responsible for awaken-
ing the latency of herpes varicella-zoster virus. Brain Behav Immun
Health. 2021;18:100381.

Fukuoka H, Fukuoka N, Kibe T, Tubbs RS, lwanaga J. Oral Herpes
Zoster infection following COVID-19 vaccination: a report of five
cases. Cureus. 2021;13(11):e19433.

Kluger N, Klimenko T, Bosonnet S. Herpes simplex, herpes zoster
and periorbital erythema flares after SARS-CoV-2 vaccination: 4
cases. Ann Dermatol Venereol. 2021;50151-9638(21):00092-102.
Alpalhdo M, Filipe P. Herpes Zoster following SARS-CoV-2 vac-
cination - a series of four cases. J Eur Acad Dermatol Venereol.
2021;35(11):e750-e752.

Papasavvas |, de Courten C, Herbort CP Jr. Varicella-zoster virus
reactivation causing herpes zoster ophthalmicus (HZO) after

34.

35.

36.

Journal of
Cosmetic Dermatology

1349
WI LEYJ—
SARS-CoV-2 vaccination - report of three cases. J Ophthalmic
Inflamm Infect. 2021;11(1):28.
Mohta A, Arora A, Srinivasa R, Mehta RD. Recurrent herpes zoster
after COVID-19 vaccination in patients with chronic urticaria being
treated with cyclosporine-A report of 3 cases. J Cosmet Dermatol.
2021;20(11):3384-3386.
Mehta H, Handa S, Malhotra P, et al. Erythema nodosum, zoster
duplex and pityriasis rosea as possible cutaneous adverse effects of
Oxford-AstraZeneca COVID-19 vaccine: report of three cases from
India. J Eur Acad Dermatol Venereol. 2022;36(1):e16-e18.
Ardalan M, Moslemi H, Shafiei S, Tabrizi R, Moselmi M. Herpes-like
skin lesion after AstraZeneca vaccination for COVID-19: a case re-
port. Clin Case Rep. 2021;9(10):e04883.

How to cite this article: Lee MM, Macchi S, Mora E,
Feliciani C. Potential risk factors for Varicella-zoster virus
reactivation after COVID-19 vaccination. J Cosmet Dermatol.
2022;21:1347-1349. doi:10.1111/jocd.14871



https://doi.org/10.1111/jocd.14871

