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ABSTRACT

The COVID-19 pandemic has made prevention procedures against the
rapidly spreading infection a top priority. Inactivated COVID-19
vaccines have been developed and authorized for use in some
countries including Indonesia, where the Sinovac vaccine has been
distributed to health care workers and the elderly. There have been no
reports of herpes zoster reactivation after the Sinovac vaccine in
Indonesia yet. Advanced age may be a risk factor in reduction of cell-
mediated immunity that related to VZV reactivation.However, this
article reports an unusual case of varicella zoster virus (VZV)
reactivation in a patient who received the COVID-19 vaccine. This is
the first case of VZV reactivation following Sinovac COVID-19
vaccination. It is very difficult to establish a straightforward relationship
between herpes zoster and inactivated COVID-19 vaccine, immune
dysregulation created by the vaccine may play a role in the reactivation
of latent VZV infection in the current case. There is a need for further
review and studies in the future.
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INTRODUCTION

Since the emergence of coronavirus

inactivated vaccine against COVID-19,
containing inactivated severe acute

disease 2019 (COVID-19) pandemic, the
prevention procedure for the rapidly
spreading infection has become priority.
The DNA-based/RNA-based vaccines, non-
replicating viral vector vaccines, and
inactivated vaccines have been developed
for COVID-19 prevention.! CoronaVac
(Sinovac Life Sciences, Beijing, China), an

respiratory syndrome coronavirus 2 (SARS-
CoV-2) has been studied for its efficacy and
safety either in adults ad elderly.?® The

inactivated COVID-19 vaccines are
authorized for use in some countries
including Indonesia  which  started

vaccination program in January 2021.
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Cell-mediated immunity showed
significant role in the prevention of VzZV
reactivation. Reduction of cell-mediated
immunity related to aging or disease is
associated with a reduction in VZV-specific
T cells, disrupting immune surveillance and
increasing the risk of reactivation, with age
being the major risk factor for 90% of cases
of HZ.#

This vaccine has been approved by
the Indonesian regulatory authorities. The
vaccination has been widely distributed in
Indonesia for health care workers and high
risk group of patients (elderly).® There was
no report about herpes zoster reactivation
after Sinovac vaccine in Indonesia yet. Most
commonly reported adverse effects of the
inactivated vaccines are injection site pain,
fever, headache, nausea, vomiting,
etc.2 Herein, we report an extraordinary
case of varicella zoster virus (VZV)
reactivation in a patient who was vaccinated
against COVID-19.

CASE PRESENTATION

A 82-year-old male with a history of
cerebrovascular accident, hypertension,
chronic pulmonary obstructive disease was
consulted to us for erythematous, painful,
and pruritic lesions on left side of face.
Currently, the patient was not on any
immunosuppressive therapy. He reported
that one days after the second application of
inactivated COVID-19 vaccine, some
stinging and painful (burning sensation)
pimple-like lesions had appeared involving
the left side of his face. No other symptoms
such as fever, dyspnea, or cough were
accompanied. Dermatological examination
showed some crusted, hemorrhagic
vesicles upon an erythematous base
occupying an area of first and second
dermatome of trigeminal nerve. The routine
blood test result was unremarkable. Our

final diagnosis was herpes zoster, and we
started on oral acyclovir for one week,
gabapentin 100 mg 2 times daily, and
neurotropic vitamin. He did not mention any
factor that would contribute to the
development of herpes zoster such as
immunosuppressive drug use, radiation
therapy, physical trauma, or psychological
stress. The vesicle and pain improved after
one therapy and no further complications.

DISCUSSION

Varicella zoster virus (VZV) remains
latent in dorsal-root or cranial-nerve ganglia
after primary infection. Herpes zoster
caused by reactivation of VZV may occur
spontaneously. Our case report suggest
spontaneous reactivation. Recently, VZV
reactivation in immunocompetent cases
during COVID-19 infection has also been
reported, which is suggested to develop as
a result of COVID-19-induced lymphopenia
and T cell mediated immunity.>® The
median time between COVID-19 diagnosis
to development of herpes zoster was
reported as 5.5 days.®

The reactivation appeared 1 day (24
hours) after COVID-19 vaccination in our
case. Additionally, Walter et al ~
have reported three cases of herpes virus
reactivation following inactivated influenza,
hepatitis A, and rabies with Japanese
encephalitis vaccines. It is considered that
vaccine-related immunomodulation
including suppression of cellular immunity
by live attenuated vaccines and attenuated
alloreactivity caused by inactivated hepatitis
B vaccine may be responsible for the
reactivation of herpes virus
infections.”® Advanced age may be a risk
factor in reduction of cell-mediated immunity
that related to VZV reactivation.®
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Allodynia
and painful
(burning) vesicles 24
N hours after second
W dose vaccine

Allodynia and
painful (burning)
vesicles in 48 hours

Figure 2. Herpetic neuralgia

To our knowledge, this is the first
case of VZV reactivation following Sinovac
COVID-19 vaccination. It is very difficult to
establish a straightforward relationship
between herpes zoster and inactivated
COVID-19 vaccine, immune dysregulation
created by the vaccine may play a role in the
reactivation of latent VZV infection in the
current case. There is a need for further
review and studies to elucidate the
relationship between the vaccination and
herpes zoster reactivation due to planned
massive vaccination.

Our report has a number of
limitations. First, the study design is not

structured to determine a causal
relationship between vaccination and HZ.
The diagnosis of herpetic neuralgia was
based solely on clinical finding.

CONCLUSION

This case report may raise
awareness to a potential causal link
between COVID-19 vaccination as a trigger
of HZ reactivation in high risk patients. In our
study the only risk factor was advanced
age. Further vigilance and safety monitoring
of COVID-19 vaccination side effects is
warranted in Indonesia. Clinical registry of
safety of COVID19 vaccination among high
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