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Varicella zoster virus cerebral vasculopathy without rash
accompanied by mucous and bloody diarrhea successfully
treated with intravenous acyclovir: A case report
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Abstract

Introduction: In recent years it has become evident that Varicella
Zoster Virus (VZV) reactivation can present as ischemic and hemor-
rhagic stroke or Gastrointestinal (Gl) symptoms in immunocompetent
and immunocompromised patients. Both VZV cerebrovascular and vis-
ceral manifestations may appear in the absence of a cutaneous rash.

Case report: We present a 49-year-old male patient who presented
with recurrent hemorrhagic strokes accompanied by abdominal pain
and bloody and mucous in diarrhea without skin lesions following
prolonged immunomodulatory therapy (methylprednisolone, azathio-
prine) due to a decline in platelets in the setting of idiopathicthrom-
bocytopenic purpura. VZV infection was confirmed by virus DNA pres-
ence in the cerebrospinal fluid. Both Gl and neurological symptoms
subsided after a high dose intravenous acyclovir.

Conclusion: Associated neurological and Gl symptoms may both
be a consequence of VZV reactivation. Knowledge and recognition of
divergent and insidious symptoms and sufficienthigh-dose antiviral
treatment are crucial in the late VZV disease management.
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Introduction

After primary infection (clinically manifested as chickenpox)
Varicella Zoster Virus (VZV) establishes persistent infection by
becoming latent in human sensory ganglia along the entire neu-
roaxis [1,2]. Years later VZV can reactivate to cause localized
skin lesions — herpes zoster (shingles). However, over the past
decades it has become evident that VZV reactivation can also
present as ischemic and hemorrhagic stroke produced by VZV
vasculopathy in immunocompetent and immunocompromised
patients [3-5]. Similarly, VZV reactivation can occur along the
Gastrointestinal (GI) tract resulting in epigastric and abdominal
pain, bloody stools, and vesiculopapular lesions in the esopha-
gus, intestines or colon [6-8]. Both VZV cerebrovascular and vis-
ceral manifestations may appear in the absence of cutaneous
rash [9,10].

We report a case of recurrent VZV vasculopathy accompa-
nied by abdominal pain, diarrhea, mucus and blood in stool suc-
cessfully treated with a high dose intravenous acyclovir.

Case report

A 49-year old male patient, previously diagnosed with Id-
iopathic Thrombocytopenic Purpura (ITP) and arterial hyper-
tension, started experiencing exacerbations of neurological
symptoms one year prior to admission to our inpatient hospital.
The first manifestation of the neurological disease was acute
headache associated with speech disturbances. Brain Magnetic
Resonance Imaging (MRI) showed hemorrhagic infarction in the
left parietotemporal region, initially thought to be a possible
glial tumor (Figure 1a,1b). The patient was operated on, but his-
topathology results showed hemorrhage and no signs of tumor.
This was followed by transient, predominantly sensory dyspha-
sia, lasting two months. The next exacerbation took place six
months after the initial one with epileptic seizures (clonic sei-
zures involving the right half of the face and hand), in the set-
ting of a fever with laboratory values suggesting inflammation,
acute speech difficulties, right-sidedweakness and moderate to
severe pain in the right upper quadrant. Several weeks later,
the patient experienced the presence of mucous and bloody
diarrhea. Both neurological exacerbations occurredfollowing
prolonged immunomodulatory therapy (methylprednisolone,
azathioprine) due to the decline in platelets in the setting of ITP.

The patient was referred to our hospital and global, pre-
dominantly motor aphasia with right-sided hemiparesis was
demonstrated. Repeated Cerebrospinal Fluid (CSF) examination
showed pleocytosis, (5 cells), hyperproteinorrachia (0.65 g/l),
and hypoglycorrhachia (3.2 mmol/l). Brain MRI revealeda new
area ofinfarction in the left frontal operculum that underwent
hemorrhagic transformation (Figure 1c,1d). Significant vascular
abnormalitieswere not identified by CT brain angiography. Viral
etiology of the disease was verified by the detection of anti-VZV
antibody in CSF, with a significant CSF/serum index for anti-VZV
IgG antibodies of 9.3, and bythe detection of VZV DNA in CSF by
Polymerase Chain Reaction (PCR) (Figure 2). Zoster lesions were
not observed and there was no history of zoster obtained.

DNA was extracted from the cerebrospinal fluid of an immu-
nocompromised patient with small and large vessel vasculopa-
thy due the varicella zoster virus.

1a. axial, and 1b. sagittal TIW hemorrhagic infarction in the left pa-
rietotemporal region, initially thought to be a possible glial tumor.
1c. axial and 1d. sagittal TIW infarction in the left frontal opercu-
lum with focal cortical T1 Whyperintensity (hemorrhagic transfor-

\\mation).
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Figure 2: Gel electrophoresis of VZV DNA PCR results depicting
positive signal in lane 3 containing CSF sample of the Case (circled
inred); 1 — DNA ladder; 2, 3 —clinical samples; 4 — negative control;
\\5 — positive control.

The patient received causal treatment with high daily doses
of intravenous acyclovir (750 mg tid) for three weeks. This re-
sulted in the significant improvement of his subjective symp-
toms of abdominal pain and fatigue, full cessation of bloody and
mucous diarrhea, and normalization of anemia, hypokalemia,
and hypocalcemia (observed through the regular monitoring
of laboratory parameters during the time of his hospital stay).
The end of the treatment also coincided with the moderate
improvement of his neurological status — residual, dominantly
motor dysphasia in addition to signs of mild right-sided hemipa-
resis. At one point, proteinuria/hematuria without changes in
the nitrogen balance of bloodwas found. This stopped after the
discontinuation of gentamicin initially given to the patient as
part of the treatment. Gastroduodenoscopy and colonoscopy
were performed after the subsidence of Gl problems and did
not show any significant lesions in the explored portion. In ad-
dition to acyclovir, the patient was also given antihypertensive,
gastroprotective, antibiotic, antiepileptic, and antidepressant
treatment during the inpatient hospital stay. Throughout the
whole period the patient’s level of platelets was within the nor-
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mal limits. VZV DNA in serumwas negative at discharge.
Discussion

To the best of our knowledge, VZV cerebral vasculopathy
accompanied by mucous and bloody diarrhea representing a
possible VZV infection of the colon in the absence of the cuta-
neous rashhas not been reported. Direct evidence of VZV pres-
ence in the Gl system of our patient is missing. It is important
to note that Gl diagnostic procedures were performed after
the end of causative treatment and following significant clini-
cal improvement. Nevertheless, full cessation of bloody stools,
and improvement of blood potassium, calcium and CBC values
following high doses of intravenous acyclovir, in the absence
of other known causes of colitis, makes the diagnosis of VZV
colitis likely. Previous reports of zoster associated with colitis
described broad skin lesions in the patient’s left buttock and ex-
plained visceral involvement as a consequence of an infected S2
dermatome [8]. However, visceral symptoms in our case could
be due to colon infection at any location, not related to brain
lesions.

VZV reactivation with subsequent transaxonal spread to cra-
nial blood vessels and transmural spread with pathological wall
remodeling is the most probable mechanism in vascular involve-
ment [11]. VZV vasculopathy in the CNS affects large and small
cerebral vessels in immunocompetent or immunocompromised
patients respectively [12,13]. In some patients, both large and
small vessels are involved. A chronic course, and protean neuro-
logic features, without recent history of zoster, as was the case-
with our patient, makes the diagnosis challenging [10].

Long-term prednisone and cyclophosphamide treatment of
thrombocytopenia preceded both neurological exacerbations
in our case. An instructive case illustrated an immunocompro-
mised patient demonstrating many clinical, imaging and CSF
features seen in VZV vasculopathy, who was hospitalized for
months, treated with steroids and cyclophosphamide and who
in the end deteriorated and passed [14,15]. Thus, immunomod-
ulatory treatment of our patient significantly contributed to the
worsening of symptoms and heterogeneity of clinical features.
However, the role of thrombocytopenia in our case is not clear.

Finally, as in previous reports [9,16], we observed a dramatic
improvement of clinical features three weeks after the acyclovir
treatment in addition to negative serological results at the time
of discharge. We initiated antiviral agents late in the course of
VZV vasculopathy associated with visceral varicella zoster dis-
ease. Although early treatment of acyclovir is advocated as ef-
fective [9], we report a favorable treatment response almost a
year after initial neurological presentation.

Conclusion

Combined neurological and gastrointestinal symptoms may
be due to VZV reactivation. The detection of anti VZV IgG an-
tibodies and VZV DNA can support that diagnosis even in a pa-
tient without skin changes. Establishing the diagnosis quickly
and precisely aids inthe effective treatment of VZV vasculopa-
thy.
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