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Case Report

Herpes zoster (Shingles) infection following COVID-19 Vacci-
nation: An association or coincidence?

Abstract: Since early 2020, and till early 2022 the world suffered COVID-19 pandemic. Thanks to
medical science for developing a fast track and effective COVID-19 vaccine which is aimed to
reduce the infection rates and provide sufficient immunity. Clinicians worldwide are monitor-
ing possible side effects and adverse events of the different COVID-19 Vaccines. In this case
series, we report 4 cases of Herpes Zoster infection noted in _patients after having COVID-19
vaccine including Pfizer, Moderna and Sinopharm Vaccines:Discussion/Conclusion: We present
4 patients who were reviewed in the outpatient clinics presenting with an erythematous, pain-
ful, blistering, unilateral rash which was typical of 'Herpes Zoster. infection following CO-
VID-19 vaccination. They were between 23-54 years of ‘age and.had no significant past medical
history. We suspect the eruption of Herpes Zoster rash is likely linked to COVID-19 vaccina-
tion. However, this could also be a mere coincidence..Further research is needed to establish a
proven link.

Keywords: COVID-19, vaccine, shingles, herpes zoster,.adverse events

1. Introduction

As Covid 19vaccination is rolled out in many countries, clinicians see a variety of
possible side effects of covid -19 vaccination in patients. In an observational study Menni
C et al reported systemic and:local side effects following first and second doses of COVID
-19 vaccination. Systemic side effects included headache, fever, fatigue, chills and shivers,
diarrhoea, arthralgia, myalgia, and nausea. Local side effects were observed as pain,
swelling, tenderness, itching, swollen armpit glands, redness, and warmth. Allergic re-
actions such as rashes, skin burning and red welts on face and lips were noted as well.
The side effects were usually mild and short-lived .

This paper presents 4 cases where patients developed Herpes zoster within the first
two weeks following COVID-19 vaccination. Two of these patients had the Moderna
vaceine; one had the Pfizer Vaccine, and one had the Sinopharm Vaccine. These patients
were aged between 23 and 54 years. Two patients had a past medical history of chronic
medical conditions. None of the patients had a history of prior COVID-19 infection or
had previous Herpes zoster infection. The cases presented with a herpetic rash that was
erythematous, vesicular, unilateral, and painful. These patients were treated with Acyc-
lovir and analgesia. They recovered without any short-term complication

Varicella-zoster virus (VZV) is a human alphaherpesvirus that causes varicella
(chickenpox) and herpes zoster (Herpes zoster ). Varicella is a common childhood illness
characterised by fever and wvesicular skin lesions. As is characteristic of the
alphaherpesviruses, VZV establishes latency in the dorsal root ganglia cells. Herpes
zoster, caused by VZV reactivation, is a localised, painful, vesicular rash involving one or
a more adjacent dermatome. The incidence of herpes zoster increases with age or
immunosuppression. The VZV virion consists of a nucleocapsid surrounding a core that
contains the linear, double-stranded DNA genome; a protein tegument separates the
capsid from the lipid envelope, which incorporates the major viral glycoproteins. A re-
view study has suggested that VZV is present globally in many geographical locations
but is more prevalent in hot temperate climates 2. Herpes zoster infection occursin 1in 3
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people within their lifetime. More than 10% of patients who develop Herpes zoster will
experience complications, including blindness, neuropathic pain, and cerebrovascular
events. Therefore, clinicians must be quick in recognising the symptoms to initiate
treatment quickly 3. Herpes zoster infections and reactivation may be subjected to
seasonal variations and seem more common in summer and increased exposure to
ultraviolet radiation 45

Various reports suggest vesicular skin eruptions as a presenting symptom of
COVID-19 infections. In many cases, the diagnosis of Herpes zoster was suggested for
such presentations. Different case reports support a possible coinfection of COVID-19
with Herpes zoster 57. Indeed, in many cases, it was suggested that Herpes zoster
presentations raise the suspicion of mild or latent COVID-19-infection during the
pandemic. Shores AR reported a case of Herpes Zoster eruption associated with
COVID-19 infection. Shores AR mentioned several studies reporting. dermatological
manifestations of COVID-19 infection 7. The suppression of the immune response
secondary to COVID-19 infection was suggested as a“passible mechanism for Herpes
zoster reactivation 7.

To date, there are no published reports of coinfection in response to COVID-19
vaccination. In this case report, we present 4 cases of Herpes zoster infection within the
first two weeks following the COVID-19 vaccination.

1. Case 1:

A 54-year-old female patient with a history of clinically stable hypothyroidism had
completed the COVID-19 vaccination course. She"did not have a previous history of
either Herpes Zoster infection or a COVID-19 disease. Nine days after the second dose of
COVID-19 vaccination (Pfizer), she developed a vesicular, unilateral painful rash on the
right side of the scalp and forehead. ( figure 1 and figure 2). She had symptoms consistent
with a systemic illness, including fever,,which was improving at the time of presentation.
She was treated with Oral Valacyclovir 1gram three times a day and oral analgesics. An
urgent referral to the Eye clinic was organised for retinal examination as the rash covered
the ophthalmic branch. of the trigeminal nerve. Eye examination was reported as being
within normal limits. She.recovered without any short-term complications.

Figure 1. Herpes Zoster rash on Scalp.

Source: Photo taken with the verbal informed consent of the patient.
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Figure 2. Herpes Zoster rash on Forehead.

Source: Photo taken with the verbal informed consent of th

2. Case 2: .
A 23-year-old female patient h OVID-19 vaccination (Moderna).
She had no past relevant medical history ar 10t on any medication. She did not

after administering the vaccine, she
developed a painful rash o i ner lower back ( figure 3). This covered the
posterior division of L tribution. The rash was vesicular, erythematous,

with Oral Valacye times a day, symptomatic oral analgesics, and

calamine lotions o] - up in the clinic after one week, and her symptoms
improved. ny subsequent complications at writing this report.

Figure 3. Herpes Zoster rash at Lumbar Area

Source: Photo taken with the verbal informed consent of the patient.
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3. Case 3

A 45-year-old male patient developed a rash was clinically diagnosed as Herpes
Zoster infection six days after his second dose of COVID-19 Vaccine (Sinopharm). He
had no relevant past medical history and was not on any medication. He did not report
having had a COVID-19 infection in the past. He developed a painful, vesicular rash on
his left arm covering the medial brachial cutaneous (T1-T2) dermatome distribution
(figure 4). His rash appeared on the 6th day after the vaccination, and he presented five
days after the rash appeared (day 11). The blisters had already crusted by the time of
presentation, and he was treated with symptomatic analgesia only and did not require
Antiviral oral medication. He did not develop short-term comphca@ns and had com-
plete recovery.
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Figure 4. Herpes Zostej rash

”///

4. Case 4
# § 3Q-year old\;ﬁ/ale patient with a history of Type Il DM developed Herpes zoster
ten XS %“ﬁter the 1st dose of the COVID-19 vaccine (Moderna). He had no past medical
_ history Was not on any medication. He had no previous history of either Herpes
z\i?ster or COVID-19 infections. He developed a vesicular rash covering the T6-T7
distrib fon on the right side of his chest. He had continued to have reasonable glycaemic
control with no other complications. He was treated with Acyclovir 800mg five times a
ay and oral analgesics. He did not develop any short-term complications.

Figure 5. Herpes Zoster rash

Source: Photo taken with the verbal informed consent of the patient.
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5. Investigations and Management.

Herpes zoster in all cases was clinically diagnosed as the presentation was of
dermatological eruption of a distinct rash, which was painful, itchy vesicular/ blistering
and no laboratory investigations were carried out. The rashes were typical of Herpes
zoster in distribution morphology and supported by the clinical history and symptoms
experienced by the patients. The cases were treated according to international clinical
guidelines with Acyclovir and analgesia. Patients had a follow-up in the‘outpatient clin-
ics between 1 and 2 weeks after their initial presentation. Their symptoms improved
gradually, and none of them developed any short-term complications'by the time of
writing this report.

6. Discussion

In this case series, we have reported four known cases of Herpes zoster following
the COVID-19 vaccination. The frequency of the presentations, was notably higher than
what we observed in our practice. Our reported case series are in the younger age group
compared to the most common manifestations of Herpes zoster-in those older than 50
years of age. This supports the hypothesis that these cases were associated with CO-
VID-19 vaccination. These patients had:no prior-history of Herpes zoster or had a CO-
VID-19 infection.

Different case reports have linked €COVID-19 infections to Herpes zoster 6%, and
also a case series reported Herpes zoster infection with the COVID-19 vaccination in
immunocompromised patients. Furer V reported 6 patients with Autoimmune inflam-
matory rheumatic diseases including. Rheumatoid Arthritis, Sjogren’s Syndrome and
undifferentiated connective tissue disease, who developed Herpes Zoster infection fol-
lowing COVID-19.vaccination 9.

Theories explaining the possible association have been scarce, but the suppression of the
immune response might be in play. Koshy E mentioned a system review which reported
incidence for herpes zoster in North America, Europe and Asia pacific increase to
6-8/1000 person-year at60 years of age and 8-12/1000 person-year at 80 years of age.
Kosher also mentioned a study that showed that the incidence of Herpes zoster varies
from year to year. He also mentioned several studies showing higher incidence of Hepes
Zoster infection in immunocompromised individuals. Patient who had bone marrow or
stem cell transplant, HIV, SLE, IBD, RA, MS, Psoriatic Arthritis are at higher risk of
developing Herpes Zoster infection.Cell-mediated immunity plays a role in this

reactivation?o.

The suppression of the immune response secondary to COVID-19 infection was
suggested as a possible mechanism for Herpes zoster reactivation. COVID-19 disease is
associated with damage of CD4+ T cells, rendering a patient more susceptible to devel-
oping Herpes zoster by reactivating VZV. Similarly, SARS-CoV-2 mRNA vaccines induce
broad CD4+ T cell responses and may explain the response °.

Our observation might be due to a coincidental surge of Herpes zoster within the
community. However, the hypothesis of a link between VZV reactivation and COVID-19
vaccination due to the downregulation of the immune pathway should trigger further
research, especially as the cases were in the younger patient than typically seen and the
increased frequency of presentations.

Physicians should consider the diagnosis of Herpes Zoster in a recently vaccinated
population presenting with typical symptoms of the eruption. We should also look at the
data to consider if the Herpes zoster vaccine is indicated within a definitive or targeted
population demographics, following COVID- 19 Vaccination.
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7. Conclusion

COVID-19 vaccination is a relatively new vaccine. Due to the urgency posed by the
pandemic, unprecedented emergency steps were taken to develop COVID 19 Vaccines.
After careful clinical trials and appropriate safety measures, different vaccines were
launched to tackle the dire situation across the whole globe. Like any other vaccine, the
COVID 19 vaccine is associated with mild side effects, including fever, soreness at the
injection site, muscle pain, fatigue, and headache. While this urgency is laudable, clini-
cians need to be vigilant about the possible side effects of the newly launched vaccines.

So far, this case series adds to the previous evidence that suggests a link between
Herpes zoster and COVID-19 vaccination. The presentations in this case series could be
entirely coincidental as well. However, further studies in this. respect ‘are required to
confirm or discard these findings

Institutional Review Board Statement: The study was conducted according to PHCC Research
Department guidelines and has been approved by PHCC Research Subcommittee with reference
number: PHCC/DCR/2021/10/060

Informed Consent Statement: Informed consent was obtained:from all subjects involved in the
study

Data Availability Statement: The data presented in this study are available on request from the
corresponding author.

References

1.

Menni C, Klaser K, May A, Polidori L, Capdevila J, Louca P, et al. Vaccine side-effects and SARS-CoV-2
infection after vaccination in users of the COVID Symptom Study app in the UK: a prospective observational
study. Lancet Infect Dis. 2021;21(7).

Arvin AM. Varicella-zoster virus. Vol. 9, Clinical Microbiology Reviews. 1996. p. 361-81

Carter TM. Shingles: NotJust a Rash. J'/Nurse Pract. 2020;16(2).

Bakker KM, Eisenberg MC, Woods R; Martinez ME. Exploring the seasonal drivers of varicella-zoster
transmission and reactivation. Am J*Epidemiol [Internet]. 2021 Mar 18 [cited 2021 Jun 28]; Available from:
https://academic.oup.com/aje/advance-article/doi/10.1093/aje/kwab073/6175319

Berlinberg EJ, Kim E, Deiner-MS, Patterson C, Porco TC, Acharya NR. Seasonality of herpes zoster and herpes
zoster.ophthalmicus.'J Clin Virol. 2020 May 1;126:104306

Packwood:.R, Galletta G, Tennyson J. An Unusual Case Report of COVID-19 Presenting with Meningitis
Symptoms.and Shingles. Clin Pract Cases Emerg Med [Internet]. 2020 Apr 29 [cited 2021 Jun 28];4(3):316-20.
Auvailable from: /pmc/articles/PMC7434230/

Shors.AR, Kalispell M. CASE REPORT Herpes zoster and severe acute herpetic neuralgia as a complication of
COVID-19 infection. JAAD Case Reports [Internet]. 2020 [cited 2021 Jun 28];6:656-7. Available from:
https://doi.org/10.1016/j.jdcr.2020.05.012

Elsaie ML, Youssef EA, Nada HA. Herpes zoster might be an indicator for latent COVID 19 infection. Dermatol
Ther [Internet]. 2020 Jul 1 [cited 2021 Jun 28];33(4):e13666. Available from:

https://doi.org/10.1111/dth.13666




218
219
220
221
222

223
224

7of7

10.

Furer V, Zisman D, Kibari A, Rimar D, Paran Y, Elkayam O. Herpes zoster following BNT162b2 mRNA
Covid-19 vaccination in patients with autoimmune inflammatory rheumatic diseases: a case series.
Rheumatology. 2021,

Koshy E, Mengting L, Kumar H, Jianbo W. Epidemiology, treatment and prevention of herpes zoster: A
comprehensive review. Vol. 84, Indian Journal of Dermatology, Venereology and Leprology. 2018.



