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Abstract: Disseminated histoplasmosis is a rare fungal infection that may mimic colorectal malignancy, especially in
immunocompromised individuals. We present the case of a 74-year-old male with multiple myeloma who developed near-obstructive
sigmoid colon lesions initially suspected to be malignant. Histopathology confirmed Histoplasma capsulatum infection. Despite
amphotericin B followed by itraconazole, the patient’s condition progressed to complete obstruction, necessitating colectomy. This report
underscores the diagnostic challenge of gastrointestinal histoplasmosis, the limitations of antifungal therapy in advanced lesions, and the
importance of considering surgical intervention when medical management fails.
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1. Introduction

Histoplasmosis, caused by Histoplasma capsulatum, is an
endemic fungal infection most commonly affecting the lungs.
Immunocompromised individuals, particularly those with
hematologic malignancies such as multiple myeloma, are at
higher risk for disseminated disease [1]. Although
gastrointestinal (GI) involvement occurs in approximately
70-90% of disseminated histoplasmosis cases, it often
remains subclinical and is rarely the initial presentation [1,2].
When symptomatic, GI histoplasmosis can manifest with
nonspecific complaints such as diarrhea, abdominal pain, and
weight loss, making it difficult to distinguish from
inflammatory bowel disease or colorectal malignancy [3].
These overlapping features contribute to delays in diagnosis
and treatment, increasing the risk of complications. Here, we
present a case of disseminated histoplasmosis with
predominant colonic involvement, initially mistaken for
malignancy, ultimately leading to surgical resection due to
failed medical therapy. The purpose of this case report is to
highlight the diagnostic and therapeutic complexities of
gastrointestinal histoplasmosis in immunocompromised
patients, emphasizing the importance of early recognition,
multidisciplinary management, and timely surgical
consideration when medical therapy fails.

2. Methodology

This case report was prepared by reviewing the patient’s
clinical records, imaging studies, operative findings, and
histopathology results. Relevant peer-reviewed literature on
gastrointestinal histoplasmosis was reviewed to provide
context for the discussion. All patient identifiers were
removed to ensure confidentiality.

3. Results & Discussion

Case Presentation

A T4-year-old male with a history of multiple myeloma,
previously treated with stem cell transplant and ongoing
immunosuppressive therapy, presented with several weeks of
progressive diarrhea, fatigue, and unintentional weight loss.
Initial evaluation at an outside hospital suggested colitis, and
he was started on broad-spectrum antibiotics. However, his
symptoms persisted, prompting a general surgery
consultation.

Colonoscopy revealed a circumferential, near-obstructing
mass approximately 9 cm in length located in the sigmoid
colon (Figure la, 1b). In the rectum, multiple ulcers were
noted and biopsied (Figure lc, 1d). Biopsies demonstrated
Histoplasma capsulatum on histopathology, confirming a
diagnosis of gastrointestinal disseminated histoplasmosis.
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Figure 1: Colonoscopic images. (a, b) Near-obstructing circumferential sigmoid colon mass located 19 cm from the anal
verge. (c, d) Multiple rectal ulcers that were biopsied. All specimens tested positive for disseminated histoplasmosis.

Following the biopsy results, a contrast-enhanced CT scan of
the abdomen and pelvis (Figure 2) was performed, which
demonstrated severe colonic wall thickening of the sigmoid

electrolyte disturbances were corrected, antifungal therapy
was resumed and completed over a 15-day course, followed
by a transition to oral itraconazole.

colon, raising concern for potential malignancy versus severe
infectious colitis. Despite appropriate antifungal therapy, the patient’s
symptoms improved only minimally. A follow-up CT scan
performed two weeks after discharge (Figure 3) revealed
persistent sigmoid wall thickening with an 8 cm segment of
abnormality now in direct contact with the bladder,

suggestive of a stricture and ongoing inflammation.

Fiure 2: CT scan of the abdomen and pelvis prior to
antifungal treatment.

Treatment and Outcome

Given the extent of the disease, intravenous amphotericin B
was initiated. However, therapy was complicated by
hypokalemia, necessitating temporary discontinuation. Once
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Figure 3: Follow-up T scan two weeks post-discharge.
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Seventeen days after discharge, the patient returned to the
emergency department with clinical signs of large bowel
obstruction, including severe abdominal distension,
obstipation, and vomiting. Surgical intervention was deemed
necessary due to failure of medical management and evidence
of complete obstruction.

Sigmoid colectomy was performed, and intraoperative
findings confirmed a firm, fibrotic stricture with marked
mural thickening and adherence to surrounding tissues
(Figure 4). Pathology showed transmural inflammation with
granulomas and fungal organisms consistent with
Histoplasma capsulatum, with no evidence of malignancy.

Figure 4: Gross pathology of the resected sigmoid colon
demonstrating complete luminal obstruction with evidence
of fungal infection.

4. Discussion

This case adds to the limited but growing body of literature
on gastrointestinal histoplasmosis, illustrating that even with
appropriate antifungal therapy, fibrotic stricture formation
can lead to medical treatment failure and necessitate surgery.
Gastrointestinal histoplasmosis is a frequently overlooked
manifestation of disseminated Histoplasma capsulatum
infection, particularly in immunocompromised individuals.
The nonspecific nature of presenting symptoms such as
diarrhea, weakness, and weight loss can closely mimic
colorectal cancer or inflammatory bowel disease, leading to
delayed or missed diagnoses [1,3,4].

In this case, initial treatment with antibiotics for presumed
colitis delayed the diagnosis. It was only upon colonoscopy
and biopsy that histoplasmosis was identified. Early
recognition of fungal etiology is essential, as antifungal
therapy can prevent progression and obviate the need for
surgery [5]. Unfortunately, in this patient, amphotericin B
therapy was interrupted due to hypokalemia—a well-known
complication that underscores the importance of electrolyte
monitoring during treatment [6,7].

Despite appropriate treatment resumption and transition to
itraconazole, the lesion failed to regress. Follow-up imaging
revealed continued thickening of the colonic wall and
eventual development of a complete colonic obstruction,
necessitating surgical intervention.

One potential reason for failure of medical therapy is the
development of fibrotic strictures during the healing phase of
infectious colitis. Chronic inflammation from fungal
infections may lead to transmural fibrosis and luminal
narrowing, which do not respond to antifungal medications
alone [3,8]. Case reports and histopathologic studies have
shown that persistent fibrotic changes can require surgical
management despite microbiologic cure.

Furthermore, antifungal therapy may paradoxically enhance
immune response leading to increased inflammation and
scarring, a phenomenon somewhat analogous to immune
reconstitution inflammatory syndrome (IRIS) seen in other
infections [9]. These possibilities support the need for close
follow-up and imaging to assess treatment response and to
consider surgery if obstruction or fistula formation occurs.

Additionally, this case adds to the growing literature that
suggests GI histoplasmosis should be included in the
differential for patients with obstructive colorectal lesions,
especially in those with immunocompromising conditions
such as hematologic malignancies or organ transplant
recipients [1,2,4]. A high index of suspicion is essential in
endemic areas, and definitive diagnosis requires
histopathological confirmation with fungal staining or
culture. Cross-sectional imaging can support the diagnosis
but is often nonspecific.

The utility of serum and urine antigen detection tests has been
demonstrated in disseminated histoplasmosis and may aid in
diagnosis when tissue is unavailable [5,6]. However, in
localized gastrointestinal cases without systemic spread,
antigen tests may yield false-negative results. Therefore,
clinicians should rely heavily on endoscopic evaluation and
biopsy in cases of suspected GI involvement.

Surgical intervention, while not always necessary, becomes
critical in cases of complete obstruction, perforation, or
failure of medical therapy. In our case, surgery provided
symptom relief and allowed for definitive pathologic
diagnosis, confirming the presence of invasive fungal disease
without malignancy. The postoperative course in such
patients should include continued antifungal therapy to
prevent recurrence and ensure close outpatient follow-up.

5. Conclusion

This case demonstrates that gastrointestinal histoplasmosis,
though rare, can closely mimic colorectal cancer in
immunocompromised patients. Early colonoscopic biopsy is
crucial for diagnosis. While amphotericin B remains first-line
therapy, clinicians must anticipate possible stricture
formation leading to obstruction. Prompt surgical evaluation
in such scenarios, coupled with continued antifungal therapy
postoperatively, offers the best chance for recovery.
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