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Introduction:

Reactivation of varicella-zoster virus is known to
cause herpes zoster commonly known as shingles.
Herpes zoster typically presents as a painful,
unilateral, vesicular eruption restricted to a
singledermatome.1 Disseminated herpes zoster is
characterized by more than 20 herpetic lesions
distributed across other body parts outside the
affected dermatome. Dissemination occurs nearly
exclusively in immunocompromised patients, but a
handful of cases of disseminated zoster in
immunocompetent individuals have been reported.2

Clozapine is a highly effective antipsychotic generally
reserved for treatment-resistant schizophrenia. This
is due to the potential for drug-induced
agranulocytosis which requires regular blood count
monitoring. The precise mechanism behind this
serious adverse effect remains uncertain.3 Clozapine
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use has been linked with attenuated immune
functioning with studies showing an association with
increased risk of pneumonia and tuberculosis,4

decreased immunoglobulins in patients taking
clozapine compared to those taking other
antipsychotics,5,6 and suppressed immune function
through modulation of the production of multiple
cytokines including IFN-ã in CD4+ T-cells.7,8.9

Prolonged utilization of clozapine may heighten the
propensity for immunosuppressive effects.10 The
response in varicella reactivation has been shown to
involve similar adaptive immune functions as those
that are diminished with clozapine administration.11

However, no prior literature to the authors’ knowledge
has implicated clozapine use with herpes zoster
reactivation. Here we describe a case of disseminated
varicella-zoster virus in an immunocompetent
individual on long-term clozapine.
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Case Report:

A 65-year-old deaf and nonverbal black male with a
history of schizophrenia on clozapine for over 10
years, seizures, hypertension, history of multiple
falls, and cervical myelopathy presented with falls
and acute encephalopathy. A right subscapular and
flank wound was noted during his admission, and
the dermatology team was consulted. He was afebrile
and denied any itching or pain associated with the
skin lesions. A physical exam revealed a large,
ulcerated plaque with irregular and hyperpigmented
borders along with peripheral collarette scales on the
right subscapular region (Figure 1).

patient’s vesicles had crusted over, and he was
transitioned to oral valacyclovir 1000 mg three times
daily for the remainder of the seven-day course and
was later discharged. At follow-up, his rash had
resolved three months later, and he complained of
postherpetic neuralgia.

Fig.-1: Large, ulcerated plaque with irregular and

hyperpigmented borders along with peripheral collarette

scales on the right subscapular region

Hyperpigmented papules with peripheral collarettes
of scale, yellow crusting, and peripheral flaccid
pseudovesicles were also seen along the right chest
(Figure 2). Additionally, scattered vesicles on the left
arm and lower legs were noted. Due to the
nondermatomal distribution of lesions with more
than 20 vesicles outside of the dermatome as well as
the presence of intact vesicles, the patient was
started on intravenous acyclovir at immuno-
suppresseddosage (10 mg/kg three times daily) for
seven days based on clinical diagnosis. Clozapine
levels were normal at 715 ng/mL and the complete
blood count was negative for leukopenia. No biopsies
of skin lesions were taken. Four days later the

Fig.-2: Hyperpigmented papules with peripheral

collarettes of scale, yellow crusting, and peripheral flaccid

pseudovesicles along the right chest

Discussion:

Disseminated zoster is a rare diagnosis in
immunocompetent individuals. A total of 25 cases of
disseminated herpes zoster in immunocompetent
patients have been reported to date. A recent case
review from 2022 detailed 22 prior case reports of
disseminated herpes zoster. 12 Since that analysis
in 2022 one additional patient has been reported.13

A study looking at hospital visits by patients in
Canada prior to 2016 found 2 immunocompetent
patients per million had disseminated zoster.14 A
phase 3 trial of the recombinant subunit zoster
vaccine in immunocompetent subjects found reduced
rates of herpes zoster complications with none of
the vaccinated individuals developing disseminated
zoster and 0.042% of the unvaccinated individuals
developing disseminated zoster.15 This patient
received Zostavax (Zoster Vaccine Live; Merck) 14
years prior to presentation, but never received
Shingrix (Recombinant Zoster Vaccine;
GlaxoSmithKline) which was approved in 2017.
However, the live vaccine only provides protection
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against herpes zoster for 8 years and is less
efficacious than the recombinant vaccine in
preventing shingles.16 

Immune function disturbances have been described
in patients with schizophrenia17 as well as those
with clozapine use.5,7,8,9 Larger doses of clozapine
seem to have greater impacts on immune functioning8

with one review finding increased clozapine serum
levels to be associated with infection.18 While this
patient had normal clozapine levels, he had been
receiving clozapine for over 10 years increasing the
probability of immunosuppressive effects.10 This
patient’s clozapine use could have caused the
dissemination of herpes zoster as he had no other
clinically significant reason to be immunosuppressed.

Conclusion:

Disseminated varicella is well known to appear in
immunocompromised individuals. However,
disseminated herpes zoster has been reported to
occur rarely in immunocompetent patients. This case
report highlights the possibility of developing
disseminated zoster in patients on long-term
clozapine therapy. Clinicians should keep
disseminated zoster in mind when examining non
dermatomal skin lesionson an immunocompetent
patient, especially in patients that are taking
clozapine.
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