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Case Report

Atypical herpetic infections in immunocompromised patients
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ABSTRACT

Herpetic infections are caused by viruses of the Herpesviridae family. The most common are
those that cause cold sores, genital herpes and varicella-zoster. In immunosuppressed patients,
the clinical presentation may be atypical, making diagnosis difficult and producing potentially
lethal complications.

We present 3 clinical cases of herpetic infections in immunosuppressed patients.

In the first case, extensive ulcerative lesions in a patient with HIV, with differential diagnoses
between fungal, mycobacterial and viral infections, reaching the diagnosis of herpes type 2
infection by molecular biology. He was treated with acyclovir, having a favorable response.

In the second case, lesions in the form of papules and sparse vesicles distributed throughout
the body in a patient with HIV and a history of chickenpox in childhood. The initial suspicion was
a fungal infection, with return of biopsy compatible with herpetic infection. She had spontaneous
resolution of lesions, due to the late return from the study, without major complications.

In the third case, extensive vesicular and blister lesions on the trunk and extremities, with mucosal
involvement, in a patient with systemic lupus erythematosus treated with immunosuppressants.
The initial suspicion was an autoimmune bullous dermatosis, and the biopsy was compatible
with herpetic infection. Due to the multi-organ failure and fatal outcome, the diagnosis was post-
mortem and he did not receive treatment for this reason.
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RESUMEN

Las infecciones herpéticas son producidas por virus de la familia Herpesviridae. Los mas frecuentes
son los que producen el herpes labial, herpes genital y varicela-zéster. En pacientes inmunodeprimidos
la presentacién clinica puede ser atipica, dificultando el diagndstico y produciendo complicaciones
potencialmente letales.

Se presentan 3 casos clinicos de infecciones herpéticas en pacientes inmunodeprimidos.

En el primer caso, lesiones ulcerativas extensas en un paciente portador de VIH, con diagnésticos
diferenciales entre infecciones fungicas, micobacterianas y virales, llegando al diagndstico de infeccién
por herpes tipo 2 mediante biologia molecular. Se traté con aciclovir, teniendo una respuesta favorable.

En el segundo caso, lesiones papulovesiculares escasas distribuidas en todo el cuerpo en un paciente
portador de VIH y antecedente de varicela en la infancia. La sospecha inicial fue una infeccion fungica,
con retorno de biopsia compatible con infeccion herpética. Tuvo resolucidon espontanea de lesiones,
debido al retorno tardio del estudio, sin mayores complicaciones.

En el tercer caso, lesiones vesicoampollares extensas en tronco y extremidades, con afectacion de
la mucosa, en paciente con lupus eritematoso sistémico en tratamiento con inmunosupresores. La
sospecha inicial fue una dermatosis ampollar autoinmune, retornando la biopsia compatible con infeccion
herpética. Debido a la falla multiorganica, y el desenlace fatal, el diagnostico fue post mortem y no recibio
tratamiento por tal motivo.

Palabras claves: infecciones virales, infecciones por herpes virus, inmunosupresion, reporte de caso.

Introduccion

Herpes infections are caused by viruses severe in immunocompromised patients,
belonging to the Herpesviridae family, of which  potentially affecting large areas or multiple
there are at least eight subtypes pathogenicto  dermatomes, and may even disseminate
humans. Herpes simplex virus type 1, type 2,  throughout the entire body, resulting in crusts
and varicella-zoster virus are the most frequent  and ulcers (2).
agents, causing herpes labialis, genital herpes,

and varicella-zoster, respectively (1). Herpes infections in immunocompromised

patients carry a worse prognosis due to the
Herpes simplex causes cutaneous lesions on  frequency of reactivation, the severity of
the external genitalia, perianal region, oral  symptoms, and the potential for dissemination.
cavity, and lips. These begin as painful vesicles ~ They may also cause complications such as
that subsequently ulcerate and resolve in  encephalitis, hepatitis, and pneumonitis (3).
approximately 15 days without treatment. In
contrast, in immunocompromised patients,
lesions are more extensive, become chronic
and disseminated, and the vesicles progress
to form very painful ulcers (2).

Diagnosis of herpetic infections is usually
clinical, with ancillary methods used in doubtful
cases. Among diagnostic tests, the Tzanck
smear is a rapid and simple test for diagnosing
herpetic infections in general, but it does not
The varicella-zoster virus produces differentiate between different herpes viruses
disseminated lesions on the body that begin  (4). Other diagnostic methods include antibody
on the scalp and spread caudally; once  assays, PCR for viral DNA, viral culture, and
resolved, its reactivation causes herpes zoster  histopathology (5).

(shingles). This reactivation can be more ) )
Treatment varies according to the type of



Ibafiez Franco, E. et al * Atypical herpetic infections in immunocompromised patients.

An. Fac. Cienc. Méd. (Asuncién) / Vol. 58 - N° 3 - Diciembre, 2025.

herpes infection. For non-severe herpes
simplex and genital herpes, oral acyclovir may
be used; whereas in severe and extensive
forms, intravenous treatment with acyclovir is
employed (3).

These three cases are reported due to their
atypical presentation and their ability to mimic
other infections such as deep fungal infections
or autoimmune dermatoses.

CASE 1

A 24 year old male patient, recently diagnosed
with HIV infection and visceral leishmaniasis,

was admitted to the Internal Medicine service
for the initiation of treatment. He had no other
underlying conditions or infections prior to this
hospitalization.

He presented with lesions in the perianal and
sacral regions with a 2-week evolution. These
initially appeared as painful, vegetating plaques,
which over time flattened and ulcerated,
expanding eccentrically, accompanied by
scanty serosanguineous secretion (Figure 1).

Figure 1. Large, irregular ulcerative lesions separated by healthy skin, located in the
perianal region and another in the sacral region. There are no lesions on the penis.

The condition is accompanied by pain of
insidious onset, described as stabbing in
nature, of moderate to severe intensity,
worsened by physical contact, and showing
little improvement with common analgesics.

General physical examination: Patient in fair
general condition, conscious and oriented.
Vital signs: BP 110/70 mmHg, HR 96 bpm,
RR 18 breaths/min, Temperature 37.1 °C. No
palpable lymphadenopathy. Abdomen soft,
non-tender, with mild hepatomegaly. The rest
of the skin and appendages showed no other
relevant lesions.

Differential diagnoses considered include
syphilitic condylomata, deep fungal infection,
mycobacteriosis, and herpes infection in an

immunocompromised host.

Laboratory findings: Moderate normocytic
normochromic anemia (Hb: 8 g/dL), white blood
cells: 3,470 cells/mm?3, reactive lymphocytes:
5%, AST: 81 and ALT: 62, viral load: 3,975,542
copies HIV-1 RNA/mL, CD4: less than 40 cells/
ML, and non-reactive VDRL.

A biopsy of the lesion was taken for smear,
cultures, and histopathological examination.
Material was also collected via scraping
for PCR analysis of sexually transmitted
pathogens.

The histopathology report was consistent with
a herpes infection, and Herpes Simplex Virus
Type 2 was confirmed by PCR. Smears and
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cultures for common and uncommon bacteria
and fungi were negative.

The condition was classified as an atypical
herpes infection. Treatment was initiated with
intravenous acyclovir at 10 mg/kg/dose every
8 hours for 10 days, followed by oral acyclovir
400 mg every 8 hours to complete a 21-day
antiviral course. Additionally, a diversion
colostomy was performed to ensure healing
and prevent superinfection.

During hospitalization, the patient received
antibiotic  prophylaxis with  trimethoprim-

sulfamethoxazole and azithromycin against
opportunistic pathogens, initiated antiretroviral
therapy, and completed a total dose of 20 mg/
kg of liposomal amphotericin B.

He presented for follow-up 6 weeks after
completing  antiviral and  antiparasitic
(amphotericin) treatment, having remained
on full antiretroviral therapy during this

period. Laboratory results showed immune
improvement: CD4 126 cells/uL and viral load
500 copies/mL. Physical examination of the
affected region revealed healing of the lesions
(Figure 2).

Figure 2. Hypopigmented and fibrous scar in the sacral and perianal region.
The patient subsequently underwent intestinal reconstruction and continues treatment under the care of an
infectious disease specialist, with good adherence to antiretroviral therapy.

CASE 2

A 35-year-old male patient with HIV, diagnosed
6 months prior, who was lost to follow-up and
had not initiated antiretroviral therapy (ART).
He had a history of childhood varicella, was
a smoker, and had no other known chronic
comorbidities.

He presented with a 1-week history beginning
with unquantified, intermittent fever without
a specific temporal pattern, which resolved
with  antipyretics. Concomitantly, sparse
pseudovesicular papules appeared, distributed
over the face, trunk, and extremities, some
exhibiting central necrotic crusts (figure 1).

Two days prior to the consultation, the patient
developed yellowing of the skin and mucous

membranes, prompting a consultation, and
was admitted to the internal medicine ward.
He denied other accompanying symptoms
such as pain, malaise, asthenia, adynamia,
arthralgia, or weight loss.

General physical examination: Patient in
good condition. Vital signs: BP 118/74 mmHg,
HR 82 bpm, RR 16 rpm, temperature 36.8
°C. Jaundice present. No clinical evidence of
hepatomegaly or splenomegaly.

At the laboratory level: Hb: 10.8 g/dL,
white blood cells: 3,800 cells/mm?, mixed
hyperbilirubinemia (TB: 3.5 g/dL), AST:
215, ALT: 315, CD4: 56 cells/uL, viral load:
1,356,345 copies/mL, VDRL non-reactive, and
hepatitis B and C negative.

Biopsies were taken for smear, culture,
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and histopathology under the diagnosis
of molluscum contagiosum, to rule out
opportunistic fungal infections. The smear and

culture were negative for fungal elements,
and the histopathology report showed findings
suggestive of herpes infection.(figure 2)

Figure 1. Presence of pseudovesicular papules, some with central necrotic crusts and others with
central umbilication.

Figure 2. Epidermis showing acanthosis and intraepidermal blister formation with massive
keratinocyte necrosis. Numerous keratinocytes with cytopathic changes (multinucleation, irregular
nuclei, and intranuclear pseudoinclusions) suggestive of viral infection are observed.

While awaiting study results, the patient
experienced spontaneous resolution of the
lesions and normalization of liver enzymes.

During hospitalization, the patient received
prophylaxis for opportunistic infections and was
discharged with the initiation of antiretroviral
therapy.

Given the history of childhood varicella, and
due to the morphology and location, it was
classified as a probable recurrence of varicella
in an immunocompetent patient. However, it
was not possible to perform PCR for varicella-
zoster or antibody testing.
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CASE 3

A 47-year-old female patient diagnosed with
Systemic Lupus Erythematosus (SLE) with
renal involvement (lupus nephritis) 4 years
prior, currently treated with hydroxychloroquine
400 mg/day, mycophenolate mofetil 2 g/day,
and prednisone 5 mg/day. History: controlled
arterial hypertension, no known prior infections.
No history of childhood varicella.

She presented for consultation due to
skin lesions of 1 week's duration, starting
simultaneously on the face and trunk as
vesiculobullous lesions of variable size,
ranging from pale to intense pink in color,
some with a tendency toward central
umbilication. Over time, these extended to the
proximal extremities and the oral and genital
mucosa. The condition was accompanied by

bilateral periorbital edema and intermittent,
unquantified fever without a specific temporal
pattern, responsive to paracetamol, present
since the onset of the dermatosis. Additionally,
she reported intense pain in the lesions, a
burning sensation, and moderate pruritus, as
well as general malaise and asthenia since the
onset of symptoms. She denied taking other
medications or having a history of infections.

Physical examination revealed the presence
of vesicles and tense bullae on the anterior
and posterior aspects of the trunk and neck,
some with central umbilication. On the face,
numerous honey-colored (meliceric) crusts,
hemorrhagic crusts, and intact vesicles

and bullae affecting the labial mucosa were
observed. A positive Nikolsky sign was evident
(Figure 1)

Figure 1. Numerous vesicles and bullae distributed predominantly on the trunk and face, some
exhibiting central umbilication. Areas with a positive Nikolsky sign are observed on the trunk.

Figura 2. Epidermis showing acanthosis and hyperkeratosis. Suprabasal intraepidermal blister with

the presence of necrotic keratinocytes, keratinocytes with enlarged nuclei, intranuclear inclusions,

and multinucleation suggestive of viral infection. A neutrophilic inflammatory infiltrate is observed in
the dermis.
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General physical examination: atient in poor
general condition, with painful facies. Vital
signs: BP 100/65 mmHg, HR 112 bpm, RR
22 breaths/min, Temperature 37.9 °C, O[
saturation 93% on room air. Abdomen without
organomegaly.

At the laboratory level: Hb: 8.7 g/dL,
WBC: 15,800 cellss/mm?3, neutrophils: 93%,
erythrocyte sedimentation rate: 8 mm/h, urea:
141 mg/dL, creatinine: 2.42 mg/dL, AST: 3797,
ALT: 1443, C3 and C4 within normal limits.

Suspecting an autoimmune bullous disease
(bullous pemphigoid or bullous lupus), a
biopsy was performed, which returned findings
consistent with a herpes viral infection (Figure
2).

Within less than 24 hours of the consultation,
the patient developed acute respiratory failure
with multiorgan failure and a fatal outcome;
consequently, it was not possible to initiate
antiviral treatment or perform studies for viral
identification via molecular biology.

Given the negative history of childhood
varicella and a suspected epidemiological
link, the condition was classified as a primary
varicella infection.

Discussion

In  immunocompromised patients, herpes
virus infections may present with atypical
clinical features, including more extensive
lesions, significant ulceration, and visceral
complications (3,6). In two of the three
cases presented, cutaneous manifestations
were severe and accompanied by visceral
involvement; conversely, one case exhibited
a mild cutaneous presentation associated with
visceral involvement.

In the first patient, the lesions in the perianal
region posed a diagnostic challenge
given the broad spectrum of differential
diagnoses. These include cytomegalovirus
ulcers, mycobacteriosis, tuberculosis cutis
orificialis, syphilis, pyoderma gangrenosum,

and squamous cell carcinoma (7). It is
noteworthy that herpes simplex ulcers in
immunosuppressed patients may present as
a co-infection with cytomegalovirus, resulting
in chronic, extensive, and painful ulcers (8).
The duration of treatment for herpetic genital
ulcers in these patients is not strictly defined,
though a course of approximately 10 days is
suggested (9). In our patient, the diagnosis
was achieved using conventional tests and
molecular biology targeting the specific viral
agent. Although testing for cytomegalovirus
was not performed, the acute clinical
presentation and the favorable response to
acyclovir likely rule out co-infection. Regarding
treatment, the course was extended to 21 days
due to incomplete healing by the tenth day of
therapy.

In the second case, the herpetic lesions did not
have a typical distribution pattern of varicella,
being isolated but distributed in various
regions of the body, thus representing an
atypical presentation. In immunocompromised
patients, varicella may present as persistent
varicella or disseminated herpes zoster,
carrying a high risk of visceral involvement.
However, a few cases have been reported
of immunocompromised patients with a
recurrence of varicella similar to the primary
infection, but with few symptoms, characterized
by papulovesicular lesions of generalized
distribution with necrosis and central crusting.
Serology is useful for differentiating a primary
infection from a recurrence (10). In our patient,
neither varicella-zoster serology nor DNA PCR
could be performed as this was a retrospective
case review; however, the history of varicella
and the clinical characteristics are consistent
with an atypical recurrence of varicella in an
immunocompromised patient.

In the third patient, the lesions appeared
simultaneously on the face and trunk, varying
in size between vesicles and bullae, and
exhibited a positive Nikolsky sign; therefore,
the primary diagnostic impression was an
autoimmune bullous dermatosis. Due to
secondary impetiginization of the lesions,



Ibafiez Franco, E. et al * Atypical herpetic infections in immunocompromised patients.

An. Fac. Cienc. Méd. (Asuncién) / Vol. 58 - N° 3 - Diciembre, 2025.

antibiotic coverage with ceftriaxone and
vancomycin was initiated while awaiting the
start of systemic corticosteroids. Unfortunately,
the patient's poor general condition culminated
in multiorgan failure and death, preventing
further studies to determine the specific viral
etiology. Given the absence of a history of
childhood varicella, the condition was classified
as a primary varicella infection.

The prognosis of herpes infections in
immunocompromised patients is variable;
however, they tendto exhibitaprotractedclinical
course, with a higher risk of dissemination,
visceral complications, and increased
mortality. It has been reported that profound
immunosuppression predisposes patients to
extensive and complicated presentations of
herpes simplex and varicella-zoster, with an
increased risk of systemic involvement and
disseminated forms (3,6). Furthermore, it
has been demonstrated that early diagnosis
and timely initiation of treatment reduce
morbidity and mortality in these patients,
whereas diagnostic and therapeutic delays
lead to a guarded prognosis (3). In Case 1,
the patient had a favorable prognosis due to
the timely initiation of antiretroviral therapy
and subsequent immune recovery, achieving
complete healing and a favorable outcome
without complications. In Case 2, the prognosis
was also good, with spontaneous resolution
of the lesions and no sequelae, although his
prior non-adherence to antiretroviral therapy
constitutes a risk factor for future recurrences
or complications. In Case 3, the prognosis
was grave from the onset due to severe
immunosuppression from SLE and the rapid
progression of the cutaneous and systemic
condition, culminating in multiorgan failure
and a fatal outcome before antiviral treatment
could be initiated.

The three cases illustrate the difficulty
of  identifying  herpes infections in
immunocompromised patients due to atypical
clinical presentations. In Case 1, the extensive
ulcerative form necessitated ruling out deep
fungal infections, mycobacterioses, and

malignancies. In Case 2, the sparse and
disseminated lesions mimicked a molluscum-
like syndrome or an opportunistic fungal
infection. In Case 3, the tense bullae with a
positive Nikolsky sign initially pointed toward
an autoimmune bullous dermatosis . The delay
in histopathological and molecular confirmation
contributed to a therapeutic delay, which was
particularly significant in Case 3.

STRENGTHS AND LIMITATIONS

Among the strengths of this report, which
compiles three atypical clinical presentations
of herpes infections in immunocompromised
patients, is the description of their clinical
course, morphological variability, and
diagnostic complexity. Diagnostic support via
histopathology in all cases, and molecular
biology in one, facilitated the diagnosis.
Collectively, these cases contribute valuable
information to reinforce clinical suspicion
in settings of immunosuppression, where
dermatological manifestations may be atypical
and potentially confused with other conditions.

Regarding limitations, a primary constraint
is the absence of molecular confirmation
in two of the three cases, which restricts
etiological precision. Additionally, Case
2 presents incomplete clinical data due
to the retrospective nature of the review,
limiting the full characterization of the clinical
picture. Finally, the fatal outcome and rapid
clinical deterioration in Case 3 prevented the
acquisition of further virological evidence and
the performance of complementary studies
that would have allowed for the definitive
identification of the viral agent.
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Conclusion

Herpes infections in immunocompromised
patients may present atypically and mimic
other pathologies. Early clinical suspicion,
combined with rapid diagnostic methods such
as the Tzanck smear and molecular tests, is
fundamental for initiating timely treatment and
improving prognosis. This report highlights
the importance of strengthening therapeutic
adherence—particularly to  antiretrovirals
and immunomodulators—and establishing
protocols for the early recognition of these
unusual presentations.
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