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CASE REPORTS

Disseminated histoplasmosis diagnosed on routine
outpatient endoscopy in a renal transplant patient
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ABSTRACT

A 58-year-old female with prior renal transplant on immunosuppression underwent upper endoscopy and colonoscopy to evaluate
iron deficiency anemia. Her upper endoscopy appeared normal and her colonoscopy showed mild colitis in her transverse colon.
Biopsies of her duodenum, taken to evaluate for celiac disease, as well as biopsies of the colitis showed intracellular yeast within
histiocytes in the lamina propria consistent with disseminated histoplasmosis. This case describes a renal transplant patient with
disseminated gastrointestinal histoplasmosis (GIH), which is rarely diagnosed on routine outpatient endoscopy.
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1. INTRODUCTION
Histoplasmosis is an endemic mycosis that primarily infects
the lungs and is often asymptomatic. In people with sup-
pressed immunity, hematogenous dissemination can occur
and, if left untreated, is progressive and fatal. The most com-
mon site of dissemination is the gastrointestinal tract, which
often leads to gastrointestinal symptoms and is rarely found
incidentally on routine outpatient endoscopy. Described is a
case of disseminated gastrointestinal histoplasmosis (GIH)
in a renal transplant patient diagnosed on routine outpatient
endoscopy.

2. CASE PRESENTATION
A 58-year-old female was referred to gastroenterology for
iron deficiency anemia. She had been started on parenteral
iron therapy by her nephrologist and had normal iron stores
at the time of her evaluation. She reported several years
of epigastric burning and abdominal bloating attributed to

functional dyspepsia which had previously been evaluated
with an abdominal ultrasound and hepatobiliary scintigraphy.
She denied diarrhea, melena and hematochezia. Medical
history was pertinent for hypertension, chronic kidney dis-
ease, and prior renal transplant in 1996 secondary unknown
etiology; differential to include chronic glomerulonephritis
versus hypertensive nephrosclerosis. Initial transplant was
lost to chronic allograft nephropathy and she underwent a
second cadaveric renal transplant in June 2013. Her im-
munosuppression regimen included mycophenolate mofetil
500 mg BID, tacrolimus 2.5 mg BID, and prednisone 5 mg
daily. However, in 2014, patient had biopsy confirmed acute
antibody-mediated rejection resulting in loss of her second
transplant. Presently, she is not on any immunosuppressive
therapy. Her last colonoscopy was 10 years prior and was re-
portedly normal. She was referred for upper endoscopy and
colonoscopy to further evaluate her iron deficiency. On en-
doscopy, the duodenum appeared normal with random biop-
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sies taken to evaluate for celiac disease. Her colonoscopy
was notable for mild colitis in the transverse and descending
colon with a mild nodular appearance and friability (see Fig-
ure 1). Biopsies showed chronic active colitis with abundant
intracellular fungal elements (see Figure 2). The Gomori-
Grocott methenamine silver (GMS) stain showed intracellu-
lar yeast forms within histiocytes in the lamina propria (see
Figure 3) in both the duodenum and more diffusely in the
colon, consistent with disseminated histoplasmosis. She was
admitted to the hospital and started on itraconazole therapy.
Her dyspepsia symptoms persisted despite several months of
antifungal therapy. Patient completed a yearlong course of
oral itraconazole therapy with resolution of symptomology
and anemia with adequate iron store levels. However, on
February 2018, patient resumed oral itraconazole therapy in
the setting of incidentally noted positive urine histoplasmosis
antigen while undergoing treatment for Candida Glabratta
associated hematuria.

Figure 1. Mild colitis in the transverse and descending
colon with mild nodularity and friability

Figure 2. H&E stain demonstrating chronic active colitis
with abundant intracellular fungal elements

Figure 3. Gomori-Grocott methenamine silver (GMS) stain
demonstrating intracellular yeast forms within histiocytes in
the lamina propria

3. DISCUSSION

Histoplasma capsulatum is a fungal pathogen endemic to the
river valleys of Ohio, Missouri, and Mississippi and primar-
ily infects the lungs.[1] Most lung infections do not cause
symptoms, but may lead to pneumonia, lung nodules, cavi-
tary lesions and more rarely hematologic dissemination. Im-
munocompromised individuals, particularly those with AIDS
or history of solid organ transplant, have the greatest risk of
developing disseminated histoplasmosis.[2, 3] Disseminated
histoplasmosis most commonly affects the gastrointestinal
tract, but may also disseminate to other organs to include the
skin, adrenal gland, central nervous system, lymph nodes,
liver, spleen, and bone marrow.[4]

GIH is generally asymptomatic and is rarely diagnosed on
routine outpatient endoscopy. When present, nonspecific
symptoms of GIH include fever, weight loss, abdominal pain,
diarrhea, nausea, anorexia, vomiting, and constipation.[4, 5]

Gastrointestinal involvement in disseminated histoplasmo-
sis is recognized in less than 10% of patients. At autopsy,
however, it is seen in 70% of those with disseminated histo-
plasmosis, suggesting GIH has a higher prevalence than is
clinically recognized.[6, 7]

GIH can be found anywhere along the GI tract, from mouth
to anus, however the highest incidence is within the ileum
and cecum.[5] It is suspected that the abundance of gut-
associated lymphoid tissues, such as Peyer’s patches in the
terminal ileum, allow entry of infected macrophages. The
duodenum is rarely involved, appreciated in less than 4% of
cases, making it one of the rarest sites of GI involvement.
On endoscopy, these lesions may appear inflamed, thickened,
ulcerated, stricture, polypoid or tumor-like.[5] However, in
this case, the duodenum appeared endoscopically normal
and biopsies were taken only as part of her iron deficiency
evaluation.
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This case describes an unexpected diagnosis of disseminated
histoplasmosis in a renal transplant patient diagnosed on rou-
tine outpatient endoscopy for evaluation of iron deficiency
anemia. The only other reported cases of intestinal histoplas-
mosis in the literature are in the setting of intestinal perfora-
tion or GI bleeds.[3, 8, 9] It is prudent that gastroenterologists,
along with transplant nephrologists and transplant infectious
disease specialists to be aware that GIH can be incidentally
found on endoscopy and if left untreated, it is progressive and
fatal over the course of weeks to years. Immunosuppressed
individuals, particularly those with AIDS or organ transplan-
tation, are at greatest risk. Standard treatment consists of two
weeks of intravenous amphotericin B deoxycholate followed
by an azole typically resulting in good clinical response.[10, 11]
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