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Retrospective evaluation of clinical features in hospitalized herpes

zoster patients

Hastanede yatirilarak izlenen herpes zoster hastalarinin retrospektif olarak
degerlendiriimesi

Ayda Acar Ayse Hande Yoldas Isil Karaarslan ilgen Ertam Sagduyu
Can Ceylan idil Unal Giinseli Oztiirk

Ege University Faculty of Medicine, Department of Dermatology and Venereal Diseases, izmir, Turkiye

ABSTRACT

Aim: Herpes zoster is a dermatomal vesicular eruption caused by the reactivation of varicella-zoster
virus (VZV) that remains latent in the dorsal root ganglia. Due to the impairment of cellular immune
capacity with aging, it is commonly seen in advanced age. Approximately 3-10% of the cases need to
be hospitalized. We aimed to determine the frequency of dissemination and the demographic and
clinical characteristics in hospitalized herpes zoster patients in a dermatology clinic of a tertiary
hospital.

Materials and Methods: The records of 19 herpes zoster patients hospitalized in our clinic between
June 2019 and November 2020 were retrospectively reviewed. Patients' age, gender, dermatome
involved, presence of dissemination, concomitant diseases, and development of post-herpetic
neuralgia were noted.

Results: Disseminated herpes zoster was seen in 36.8% (no:7) of the patients. Of patients 63.2%
(no:12) had ophthalmic herpes zoster. The relationship between dissemination and age, gender,
presence of immunosuppression and development of post-herpetic neuralgia was not statistically
significant. While no death was observed in the non-disseminated group, one patient died in the
disseminated herpes zoster group.

Conclusion: In this study, the mean age of the patients, the accompanying immunosuppressive state,
and the rate of post-herpetic neuralgia were found to be higher in the disseminated herpes zoster
group than the non-disseminated group. But it was not significant. Studies on disseminated herpes
zoster which have a higher mortality are limited due to the low frequency of the disease. Studies
involving larger numbers of patients are needed in order to report the clinical features and mortality
rates more clearly in these patients.
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oz

Amag: Herpes zoster dorsal kbk gangliyonlarinda latent kalan varisella zoster viriisiin reaktive
olmasiyla gelisen dermatomal vezikdler eriipsiyondur. Yas alma ile birlikte gériilen hiicresel bagisiklik
kapasitesindeki azalma nedeniyle cogunlukla ileri yasta goérilmektedir. Olgularinin yaklagik %3-
10’unun hastaneye yatarak tedavi almasi gerekir. Bu ¢alismada klinigimizde yatirilarak izlenen herpes
zoster olgularinin retrospektif olarak degerlendirilerek disseminasyon sikliginin ve bu hastalardaki
demografik ve klinik ézelliklerin saptanmasi amacglanmistir.

Gerec¢ ve Yontem: Haziran 2019 ile Kasim 2020 tarihleri arasinda klinigimizde yatarak izlenen 19
herpes zoster olgusunun dosyasi retrospektif olarak gézden gegirildi. Hasta dosyalarindan hastalarin
yasl, cinsiyeti, tutulan dermatom, disseminasyon varligi, eslik eden hastaliklar, postherpetik nevralji
gelisimi olup olmadigi not edildi.
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Bulgular: Dissemine herpes zoster %36,8 (no:7) oraninda gériildii. Hastalarin %63,2’sinde (no:12)
oftalmik herpes zoster mevcuttu. Disseminasyon ile yas, cinsiyet, immunsupresyon varligi ve PNH
gelisimi arasindaki iligki istatiksel olarak anlaml degildi (p:0,051, p:0,216, p: 0,865, p:0,419).
Dissemine olmayan hasta grubunda 6liim gbzlenmezken dissemine herpes zoster grubunda bir hasta

hayatini kaybetti.

Sonug¢: Bu calismada dissemine herpes zoster olan grupta hastalarin yas ortalamasi, eglik eden
immunsupresif durum, post herpetik nevralji gelisim orani dissemine olmayan gruba gére daha yliksek
saptanmigtir fakat bu ylikseklik anlaml bulunmamigtir. Mortalitesi klasik zonaya gbre daha yliksek
olan dissemine zona ile ilgili calismalar hastaligin sik gériilmemesi nedeniyle kisitlidir. Bu hastalardaki
klinik 6zellikleri ve mortalite oranlarini daha net bildirebilmek icin daha fazla sayida hasta iceren

calismalara ihtiyag vardir.

Anahtar Soézciikler: Herpes zoster, dissemine zoster, immiinsupresyon.

INTRODUCTION

Varicella-zoster virus (VZV), a double-stranded
DNA virus, remains latent in the sensory dorsal
root and cranial nerve ganglia in patients after
primary infection. Dermatomal vesicular eruption,
which develops spontaneously or in the presence
of triggers such as immunosuppression,
malignancy, and infection, caused by the
reactivation of latent VZV virus is called herpes
zoster (HZ) (1). The virus multiplies in the
reactivated ganglion and reaches the skin by
infecting the afferent sensory nerve retrograde
from the related ganglion. Thus, it causes
unilateral dermatomal rash and pain matching the
dermatome of the affected nerve (2).

Up to the age of 50, the incidence of HZ is 4 in
1000 people per year, while the incidence
increases with age, and at the age of 75 it rises
to 14 in 1000 people per year. The reason for the
increase in the incidence of HZ after the age of
50 is the impairment of cellular immune capacity
with aging. Half of the immunosuppressed
individuals and 15% of the immunocompetent
individuals have HZ in their lifetime (3).

Classical clinical presentation is painful grouped
vesicular eruption on an erythematous
background with unilateral dermatomal
involvement that develops 3 to 5 days after
reactivation. Atypical clinics may also be
observed (1). Usually, the lesions heal within 7-
10 days (2). Transmission from virions in
vesicular lesions to individuals who do not have
varicella is possible but the transmission risk is
much lower compared to varicella (1, 4).

The involvement of most common dermatomes
are; thoracic (55%), trigeminal (20%), cervical
(11%), Ilumbar (13%) and sacral (2%).
Sometimes, more than one dermatome
involvement can be seen (1, 4). Ophthalmic
complications may develop in ophthalmic HZ
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(OHZ) that can cause permanent visual
impairment. Seventh and 8th cranial nerves are
involved in HZ oticus. Ramsay Hunt syndrome, in
which facial paralysis and partial loss in sense of
taste, may be seen in the involvement of 7th
cranial nerve since the sensory and motor fibers
converge in the seventh cranial nerve (4, 5). HZ
can be seen atypically as verrucous, lichenoid,
follicular and granulomatous lesions.
Disseminated herpes zoster (DHZ) is compatible
with more severe disease in which visceral
involvement can be observed (4).

Complications may develop in approximately
14% of patients with HZ (6). Post-herpetic
neuralgia (PHN), which is the most common
complication of HZ, is dermatomal pain that lasts
for more than 3 months (1, 4). PHN develops in
10% of HZ patients older than 60 years (2) and in
30% of patients older than 80 years (7). Other
complications are; development of secondary
bacterial infection, uveitis in OHZ, motor paresis,
encephalitis, other neurological complications,
vasculopathy, other vascular complications such
as stroke, transient ischemic attack and
myocardial infarction and DHZ (2,4,7). Ocular
damage is observed in 4% of all HZ patients (2).

MATERIALS and METHODS

The records of HZ patients who were hospitalized
in our clinic between June 2019 and November
2020 were retrospectively reviewed. Patients'
age, gender, dermatome involved, presence of
dissemination and accompanying diseases were
noted from the patient files. Descriptive statistics
of the data; are given as mean, standard
deviation, frequency and percentage values.
Normality assumption of quantitative data was
checked by Shapiro-Wilk test. Independent
sample t-test was used for variables with normal
distribution. Relationships between categorical
variables were analyzed using the Pearson Chi-
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square test. Statistical analyzes were performed
using IBM SPSS Statistics 25.0 (IBM SPSS
Statistics for Windows, Version 25.0. Armonk,
NY: IBM Corp.) package program. The level of
significance was set at 0.05 in all analyzes.

RESULTS

There were 19 HZ patients in our study. The
demographic data of the patients are grouped
according to the dissemination status and shown

in Table-1. Primary dermatome involvement was
present in all patients. Twelve patients (63.2%)
had facial involvement (Figure-1). The other
involved dermatomes were; C5-6, T2-3, T3-4, T4-
5, T5-6, L2-3, L4-5 (Figure-2). DHZ was seen in
36.8% (7 patients). Concomitant pre-septal and
periorbital cellulitis were observed in 50% (6
patients) and 8.3% (1 patient) respectively in
patients with OHZ. No visual complications
occurred in OHZ patients.

Table-1. Demographic and clinical features of HZ patients. (HZ: herpes zoster, DHZ: disseminated herpes zoster,

PNH: post-herpetic neuralgia)

Features All patients Non-DHZ group DHZ group
Number 19 12 7
Percent 100 63.2 36.8
Male gender 13 (68.4%) 7 (58%) 6 (85%)
Age range 29-90 29-85 61-90
Mean age 68.5+£15.2 63.4+15.5 77.2£10.4
Immunosuppression 7 (36.8%) 4 (33.3%) 3 (42.8%)
PNH 6 (31.6%) 3 (25%) 3 (42.3%)
Parenteral acyclovir 14 (73.7%) 7 (58.3%) 7 (100%)
Mortality 1 (5.2%) 0 1 (14.3%)
In patients with DHZ, no visceral organ

- D3
Figure-1 (a, b): A necrotic ulcerated lesion in the V2
(maxillary nerve) dermatome (a). Ulcerated lesions in
the oral mucosa that do not exceed the midline on the
left soft palate (b).

o

Figure-2 (a, b): Grouped vesicles and bullae on
erythematous background in the right T4-T5
dermatome (a, b).
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involvement was seen. Three patients (42.8%)
had immunosuppression (use of methotrexate for
psoriatic arthritis, bladder cancer and anaplastic
cell ymphoma,). The dermatomes involved were;
71.4% ophthalmic dermatome (5 patients), 14.3%
T3-4 dermatome (1 patient) and 14.3% T4-5
dermatome (1 patient), respectively. The
relationship  between the  presence  of
dissemination and age, gender, the presence of
immunosuppression and the development of
PNH was not statistically significant (p: 0.051, p:
0.216, p: 0.865, p: 0.419).

In patients with non-DHZ, four patients (33.3%)
had immunosuppression (operated renal cell
carcinoma, prostate cancer, breast cancer,
previous kidney transplant). PHN was observed
in 25% (3 patients). The dermatomes involved
were; 58.3% (7 patients) ophthalmic dermatome,
and C5-6, T2-3, T5-6, L2-3, L4-5 dermatomes in
the remaining patients.

The mean time between the onset of symptoms
and admission to our center was 4.5 days in the
non-DHZ group, while it was 5 days in the DHZ
group. Antibacterial therapy was required in
addition to antiviral treatment due to secondary
bacterial infections in 58.3% (7 patients) of non-
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DHZ group, and 57.1% (4 patients) of DHZ
group.

C reactive protein (CRP) value was high in 75%
of the non-DHZ group and was 24.04 mg/L on
average. CRP value was high in 71% of the DHZ
group and the mean value was 28.04 mg/L.
Leukopenia was detected in 25% (3 patients) of
non-DHZ group and in 14.3% (1 patient) of DHZ
group. Thrombocytopenia was present of 8.33%
(1 patient) in the non-DHZ group and 14.3% (1
patient) in the DHZ group. Leukopenia and
thrombocytopenia were observed in the same
patient in the DHZ group, this patient was the
only patient who died during follow-up.

All patients with DHZ received intravenous
acyclovir as antiviral therapy. In non-DHZ group
58% (7 patients) had intravenous acyclovir, 33%
(4 patients) had valaciclovir, and 8.33% (1
patient) had brivudine treatment. Acyclovir was
discontinued in two patients due to creatinine
progression during the treatment.

While all of the patients in the non-DHZ group
were discharged, one patient in the DHZ group
died on the second day of treatment. The
deceased patient had a history of hypertension
and epilepsy, and had no known
immunosuppressive  disease or use of
immunosuppressive drugs.

DISCUSSION

Observation of more than 20 vesicular lesions or
involvement of more than two dermatomes other
than the primary dermatome is defined as DHZ
(3, 8). DHz develops as hematogenous
dissemination of VzZV from the dorsal root
ganglia. It is especially seen in patients with
cellular immune disorders (9). Although
dissemination is more common in
immunosuppressive patients, it can also be seen
in immunocompetent patients. It occurs at an

older age in immunocompetent individuals
compared to immunosuppressed patients.
Generally, it starts with a dermatomal
involvement and dissemination is observed

subsequently, but more rarely, it can also occur
with widespread lesions without dermatomal
involvement (3). Risk factors for DHZ are; being
older than 50 years of age, accompanying or
prodromal moderate or severe pain and presence
of immunosuppression (4). Sometimes it may be
the first sign of immunosuppression. The
presence of DHZ indicates a higher risk of
complications (10). There are quite a few studies

Volume 61 Issue 1, March 2022 / Cilt 61 Sayr 1, Mart 2022

in the literature about DHZ because of its low
prevalence, and the reports are mostly in the
form of case reports. In a study of 32 patients in
which HZ development was evaluated in patients
with Systemic Lupus Erythematosus (SLE), the
incidence of DHZ was reported to be
approximately 22% (11). In the study of Vukelic
et al. evaluating 1755 HZ patients hospitalized
during 20 years, generalized HZ was detected in
22% of the patients. In the study, the authors
stated that drug-induced immunosuppression and
advanced age were associated with generalized
HZ (6). In our study, the rate of DHZ was found to
be 36.8%.

OHZ constitutes 10-20% of HZ cases (4). In our
study, the rate of OHZ was 63.2% and the
incidence of OHZ was higher in the DHZ group
(71.4%). Approximately 3-10% of HZ cases need
to be hospitalized (4, 12). Hospitalization
indications are; having severe infection, DHZ,
OHZ, and CNS or visceral involvement (13). In
our study, the rates of DHZ and OHZ are thought
to be high due to the fact that hospitalized HZ
cases were evaluated.

The average age of HZ patients is approximately
64 (5). It has been reported that the risk of
developing HZ is higher in women than in men
(14, 15). In a study in which 811.541 HZ patients
were evaluated, the male sex ratio was found to
be 48.3% (15). Ozkol et al. from our country
evaluated the pediatric and adult HZ cases who
applied to the dermatology outpatient clinic and
they reported that 59.1% of the patients were
male and the mean age was 42.21 + 23.88 (2-93)
(16). In the study by Kése et al. evaluating 23 HZ
patients who were hospitalized, the mean age
was 64.08 (22-90) and male gender
predominance was reported with a rate of 74%
(17). In the study of Vukelic et al. in which 1755
hospitalized HZ patients during 20 years were
evaluated, the mean age was found to be 70 (17-
97) and 42.3% of the patients were male (6). In
the present study, the mean age of the patients
was found to be 68.4, similar to the literature.
Contrary to the female gender predominance
reported in the literature, we found male gender
predominance with a rate of 68.4% in our study.

In the study by Bollea-Garlatti et al. evaluating 41
DHZ cases, 51% of the patients were male, with
a mean age of 70 (52-82) (3). In our study, male
gender predominance was also observed in the
DHZ group with a rate of 85%. While the mean
age of the patients was 77.2 years in the DHZ
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group, it was 63.4 years in the non-DHZ group.
The relationship between age and dissemination
was not statistically significant (p: 0.051).

In the study by Buchan et al. evaluated 135.206
HZ cases admitted to the hospital during 14
years, it was found that 13% of the HZ cases
were immunocompromised (3% of the population
was immunocompromised). They hospitalized
8% of HZ cases admitted to the hospital.
Hospitalization rate was reported as 6% and 24%
in immunocompetent and in
immunocompromised patients respectively. They
observed that the development of PNH, intensive
care admission and death were more common in
immunocompromised patients compared to
immunocompetent patients (18). In the present
study, 36.8% of the hospitalized HZ patients had
an immunosuppressive condition. This rate was
higher in the group with DHZ.

In the study of Bollea-Garlatti et al., in which they
evaluated 41 DHZ cases, they detected
immunosuppressive condition in 58.5% of the
patients. In the laboratory tests,
thrombocytopenia was observed in 56% of the
cases, and leucopenia in 31% (3).
Immunosuppression was detected in 42.8% of
the DHZ cases in our study. Leukopenia and
thrombocytopenia were observed in 1 patient
(14.3%) and this patient was the only patient who
died during follow-up. The relationship between

immunosuppression  was  nhot
significant (p: 0.865).

PHN was observed in 42% of DHZ cases in our
study. This rate was reported as 24% by Bollea-
Garlatti (3). While 1 patient (14.3%) died in our
study, the rate of patients lost in Borlea-Garlatti's
study was 14.6% (6 patients) (3). Borlea-Garlatti
et al. stated that the frequency of DHZ was
similar in immunosuppressive and
immunocompetent individuals, and it was
significant that the mean age of
immunocompetent individuals was higher than
immunosuppressive individuals. They found no
significant difference in clinical and mortality
between the two different groups (3).

statistically

CONCLUSION

In the present study, in the group with DHZ, the
mean age of the patients, the accompanying
immunosuppressive state, and the rate of PHN
development were found to be higher than the
non-DHZ group, but this highness was not
statistically significant. Studies on DHZ, which
has a higher mortality compared to classical HZ,
are limited due to the low frequency of the
disease. Studies involving larger numbers of
patients are needed in order to report more
clearly the clinical features and mortality rates in
these patients.

Conflict of Interest: None.
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