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Herpes Simplex Virus Colitis in a Patient With
Crohn’s Disease and Hepatitis B and D Cirrhosis
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erpes simplex virus (HSV) is recognized as a

cause of gastrointestinal infection in patients

with underlying immunodeficiency. The esoph-
agus, perineum, and rectum are the most common sites of
involvement, though diffuse colitis is rare. We present the
case of a patient with Crohn’s disease as well as hepatitis B
virus (HBV) and hepatitis D virus (HDV) cirrhosis who
presented with a refractory Crohn’s disease flare that was
found to be secondary to HSV colitis.

Case Report

A 50-year-old white man with a past medical history sig-
nificant for Crohn’s disease and HBV and HDV cirrhosis
presented with a complaint of bloody stools. The patient
was enrolled in the National Institutes of Health trial of
pegylated interferon (IFN) for HDV. His Crohn’s disease
maintenance therapy had consisted of mesalamine with
intermittent acute flares previously treated with antibiot-
ics with resultant symptom resolution and induction of
remission. IFN and mesalamine were discontinued 6
months prior to presentation due to a foot abscess, which
was treated conservatively. The patient was subsequently
treated for a presumed Crohn’s disease flare with antibi-
otics 2 months prior to this presentation, and IFN was
restarted at that time. The patient subsequently developed
progressive weakness, weight loss, abdominal pain, and
rectal bleeding. He was then admitted to an outside hos-
pital where he was again treated for a presumed Crohn’s
disease flare with steroids and antibiotics prior to transfer
to our facility.
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On admission to our facility, the patient’s vital signs
were within the normal range and he was noted to be
afebrile. Physical examination was negative for encepha-
lopathy. The patient exhibited temporal wasting, and
the abdominal examination was notable for distention
as well as right upper quadrant tenderness to palpation.
Laboratory evaluation was notable for a serum sodium
level of 134 mmol/L, aspartate aminotransferase of
50 IU/L, alanine aminotransferase of 38 IU/L, alkaline
phosphatase of 291 IU/L, serum albumin of 2.0 g/dL,
white blood cell count of 11,000/pL with 91% neu-
trophils, hemoglobin of 11.0 g/dL, platelet count of
70,000/pL, and international normalized ratio of 1.5.
Serum cytomegalovirus (CMV) polymerase chain reac-
tion (PCR) testing was negative. The patient was initially
placed on bowel rest and started on total parenteral
nutrition. Intravenous antibiotics and steroids, as well
as oral mesalamine, were continued. Stool cultures were
obtained and found to be negative for routine bacterial
and parasitic pathogens. An abdominal computed tomog-
raphy scan demonstrated diffuse contiguous bowel-wall
thickening extending from the ascending colon to the
rectum. There was also a large amount of generalized asci-
tes. No lymphadenopathy, hepatic masses, or mesenteric
abnormalities were noted. The patient was referred for
endoscopic evaluation. On colonoscopic examination, the
colon was diffusely erythematous, friable, and ulcerated
with purulent exudate visible throughout the examined
colon (Figure 1). Biopsy specimens obtained from the
colonic mucosa showed ulcerated mucosa with fibrinous
necrosis. Herpes simplex viral inclusions, confirmed
by immunofluorescent staining, were noted within the
surface epithelium and ulcer bed (Figures 2-4). CMV
and adenovirus immunostaining were negative. Colonic
tissue viral culture was positive for HSV type 2. Steroid
therapy was then discontinued, and the patient was
treated with antiviral therapy for HSV with subsequent
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Figure 1. Endoscopic views of the colon.

rapid cessation of abdominal pain and bloody stools.
However, he developed progressive hepatic decompen-
sation and subsequently expired. The patient was not
evaluated for liver transplantation in the acute setting
due to the presence of infection and the rapidly progres-
sive decline in clinical status.

Discussion

Evaluation and treatment of an acute exacerbation of
Crohn’s disease begins with the identification of exacer-
bating factors and exclusion of acute infection. Factors
known to exacerbate an acute flare include cigarette
smoking, nonsteroidal anti-inflammatory drug usage,
and infections, including both upper respiratory and
enteric infections such as Clostridium difficile.' Diar-
rheal relapses in patients with ulcerative colitis have also
been shown to be associated with enteric infections, and
timely diagnosis may lessen avoidable exposure to corti-
costeroids and immunosuppressants.” However, atypical
etiologies should also be considered in those patients
who fail to respond to therapy, particularly those who
are immunosuppressed.

HSV proctitis has frequently been reported in immu-
nocompromised patients presenting with anorectal pain,
discharge, tenesmus, or hematochezia’; in contrast, diffuse
colonic involvement with HSV is very rare and has been
reported previously in 1 patient with Crohn’s disease, but
not in any patients with HBV and HDV cirrhosis. The
majority of reported cases have occurred in patients who
were immunosuppressed, had a defect in cellular immu-
nity, or had a malignancy (eg, a bone marrow transplant
recipient who also had intercurrent CMV, C. difficile
infection, and graft-versus-host disease,” a patient with
common variable immunodeficiency syndrome present-
ing with HSV-1,° a patient with HSV-1 who had under-
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Figure 2. Granulating ulcer with necrotic exudate
(hematoxylin and eosin stain).

Figure 3. Cowdry type A intranuclear inclusions of herpes
simplex virus forming the characteristic “eggs-in-a-basket”
syncytia (hematoxylin and eosin stain).

Figure 4. Infected cells display nuclear and cytoplasmic
immunoreactivity for herpes simplex virus (SIGNET

polyclonal Ab SIG-3435).
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gone surgical treatment for adenocarcinoma of the trans-
verse colon,” and a child who had received a combined
liver and small bowel transplant®). There has also been a
case report of a neonate with congenital HSV infection
with hematochezia and late sigmoid perforation.’

Endoscopic evaluation with biopsies was necessary in
this patient to establish an etiology for his refractory flare
in order to initiate appropriate treatment. With regard
to pathologic evaluation for HSV, studies have been per-
formed to determine the optimal methods for diagnosis in
patients with HSV esophagitis, given its higher prevalence
than HSV colitis. McBane and Gross, Jr. reported that
the culture test for HSV was slightly more sensitive than
microscopic examination (Cowdry type A inclusions) for
the diagnosis of herpes simplex esophagitis (HSE) and
that both tests should be employed in any immunosup-
pressed patients with esophagitis or esophageal ulcers.!
More rapid detection methods as well as microscopic
investigation are necessary in practice, due to the length
of time it can take for culture results to be finalized. The
application of in situ hybridization or PCR assay in addi-
tion to immunohistochemical techniques with esophageal
specimens may improve the diagnostic sensitivity for
HSE. The immunoperoxidase method revealed diffuse
positive staining in the nucleus and cytoplasm, whereas
in situ hybridization revealed fibrillar positive staining in
the nucleus only. Thus, the immunoperoxidase method
using rabbit anti-human HSV can detect the presence of
HSV protein with a greater sensitivity than that of in situ
hybridization, most likely due to the greater quantity of
HSV protein than HSV DNA in infected cells."!

Conclusion

HSV is a known pathogen in the gastrointestinal tract,
primarily in the esophagus and rectum, in patients who are
immunosuppressed. This case report is not only an exam-
ple of HSV colitis, which is very rare, but of a patient with
both Crohn’s disease and cirrhosis. This case also demon-
strates the need to consider HSV in the diagnosis of refrac-
tory colitis in order to reduce the morbidity and mortality
of this disease entity. This is particularly important given
the fact that patients with Crohn’s disease flares are treated
with steroids as first-line therapy, which can be detrimental
(and fatal) to a patient with an active herpes viral infection
of the colon, particularly those with cirrhosis.
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Herpes simplex virus (HSV) colitis is very rare. Only a
few cases have been reported in patients with inflam-
matory bowel disease (IBD), possibly simulating disease
relapse.'* In 2007, Schunter and associates® reported
the case of a 35-year-old woman with an exacerbation of
ulcerative colitis caused by HSV type 2 (HSV-2) infec-
tion who underwent colectomy. Blaszyk and colleagues®
diagnosed HSV colitis via immunohistochemistry of a
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