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Colonic Histoplasmosis

Histoplasmosis is often disseminated in patients 
with cell-mediated immunity defects.1 Primary 
intestinal involvement is rare, predominantly 

involves the ileocecal region, and is mainly reported 
in patients with AIDS.2,3 We report the case of a renal 
transplant recipient who presented with chronic diarrhea 
and was diagnosed with colonic histoplasmosis. This is 
the first reported case of colonic histoplasmosis in a renal 
transplant recipient from a nonendemic region.

Case Report

A 42-year-old woman presented with 4 weeks of watery 
diarrhea, intermittent fevers, and weight loss. She had 
undergone renal transplantation 3 years prior and was on 
immunosuppressants (tacrolimus and mycophenolate). 
The patient denied having respiratory symptoms or trav-
eling recently. On examination, she was febrile and had 
mild diffuse abdominal tenderness. Blood tests revealed 
a normal white blood cell count and a hemoglobin of 
10 g/dL. Stool studies for ova and parasites, Giardia lam-
blia, and Clostridium difficile were negative. Abdominal 
computed tomography scan showed cecal and sigmoid 
wall thickening.

Colonoscopy revealed multiple scattered ulcers 
(1–3 cm in diameter) throughout the colon (Figure 
1). Biopsies from the margins of an ulcer demon-
strated diffuse collections of histiocytes with rounded 
intracytoplasmic structures (1–4 µm in diameter), 
consistent with Histoplasma capsulatum (Figure 2). His-
tochemical staining with Gomori methenamine silver 
highlighted numerous small budding yeasts (Figure 3). 
Subsequently, intravenous amphotericin B was initiated, 
and the symptoms resolved within 1 week. Her medica-
tion was then switched to oral itraconazole.
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Discussion

Histoplasmosis is mainly encountered in endemic areas 
(eg, the Ohio and Mississippi River valleys), and is gener-
ally either asymptomatic or causes a self-limited respira-
tory illness in immunocompetent patients.4 In contrast, in 
up to 80% of immunocompromised patients, histoplas-
mosis manifests as disseminated disease with multiorgan 
involvement, including the gastrointestinal system.5 The 
incidence of infection is reported to be as high as 2–5% 
in AIDS patients.2

Symptoms of gastrointestinal histoplasmosis may 
include anorexia, fever, abdominal pain, diarrhea, 
melena, constipation, and weight loss.6 Gastrointestinal 
involvement predominantly affects extraluminal organs, 
such as the liver, spleen, and mesenteric lymph nodes, 
and is seen in up to 20%, with disseminated disease in 
autopsy series.3

Primary, symptomatic luminal histoplasmosis in 
immunocompromised patients is thought to be rare and 
usually involves the ileocecal region.3 Reports of gastro-
intestinal histoplasmosis in renal allograft recipients in 
the United States have come uniformly from centers 
located in endemic regions.1,3,5,7-9 However, none of these 
reports has described chronic diarrhea as a presenting 
symptom, and the diagnoses were established through 
nonendoscopic means (eg, bone marrow, liver, and lymph 
node biopsies).

Histologic and fungal cultures of involved tissue 
are a sensitive means of diagnosis.10 Submucosal and 
mucosal macrophages with intracytoplasmic round 
eosinophilic organisms (1–4 µm) with clear halos can be 
seen. Gomori methenamine silver nitrate staining may 
aid in the diagnosis. Fungal cultures require 4–6 weeks 
for definitive identification and thus are rarely helpful 
in the initial diagnosis. Colonization with histoplas-
mosis does not occur; therefore, the visualization of 
organisms in tissue ensures the correct diagnosis of 
active infection.11
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The initial treatment of severely ill patients usually 
involves intravenous antifungal therapy with amphotericin 
B.12 Patients usually respond rapidly and can subsequently 
be switched to oral itraconazole for 6–18 months.12

Prompt diagnosis and initiation of antifungal treatment is 
of utmost importance, as several case series report a 100% 
mortality rate in patients who did not receive antifungal 
agents.1

We report the first case of colonic histoplasmosis in 
a renal allograft recipient living in a nonendemic area. 
Although extraluminal involvement is more common, 
this patient had predominantly luminal disease and pre-
sented with chronic diarrhea. Endoscopy with biopsy was 
instrumental in establishing the diagnosis. Gastroenter-
ologists caring for transplant recipients should be aware of 
the varied presentations of infectious diseases in immuno-
suppressed individuals and should consider uncommon 
etiologies in this population, even from nonendemic 
geographic regions. 
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Figure 1. Colonoscopic view of an ulcer in the sigmoid colon. 

Figure 2. Photomicrograph revealed histiocytes with small 
rounded intracytoplasmic organisms (hematoxylin and eosin 
stain, 1000×).

Figure 3. Photomicrograph demonstrated numerous yeast 
forms (Gomori silver stain, 1000×).




