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A Frog in my Throat: An Atypical Presentation of Disseminated Histoplasmosis in a Patient Receiving Infliximab.

     Danielle Stebbins MD; Sally Rigler MD, MPH; Kathryn Welch MD, Glenn Mackay MD; Dept. of Medicine, Univ. of Kansas, Kansas City. 
   Background:  Infliximab, a Tumor necrosis factor-alpha  (TNF-α) antagonist, is a recent addition to rheumatoid arthritis (RA) treatment options. Despite efficacy, TNF-α antagonists are known to impair host defenses, and opportunistic infections can arise during treatment.   However, atypical manifestations and rapid progression of infection may threaten timely diagnosis and successful treatment in such patients. 

    Case Report:  A 63 year-old white man with RA, treated previously with methotrexate, hydroxychloroquine, and prednisone, was started on infliximab for continued active disease.  Several months later he reported dysphagia and unintentional weight loss.  Oral candidiasis was noted and he was treated empirically with fluconazole with initial improvement. Symptoms soon recurred, and esophagogastroduodenoscopy (EGD) revealed erythema and nonspecific mild edema of the pharynx for which anti-reflux therapy was initiated.  He returned several weeks later reporting a sense of throat fullness and stating that he was now blowing food out of his nose after eating.  On exam, he had developed obvious hoarseness but had no findings of the visible oropharynx.  A prompt computerized tomography (CT) scan showed a thickened epiglottis and surrounding adenopathy.  Direct laryngoscopic exam found an ulcerative mass compressing the trachea and esophagus, requiring tracheostomy for rapidly impending airway compromise. Further evaluation revealed widespread adenopathy, pulmonary nodules, and a colonic mass.  Grocott stains demonstrated Histoplasmosis. Lipophilic amphotericin B was initiated, with rapid clinical improvement.  He transitioned to oral antifungal therapy and following extended outpatient treatment had complete resolution of symptoms.

   Discussion: This case illustrates a unique presentation of disemminated Histoplasmosis in a patient on anti-TNF-( therapy.  Literature review did not reveal any similar cases presenting as an airway-compromising mass. The association between infliximab use and disseminated Histoplasmosis has recently been recognized from post-marketing surveillance reports, and the manufacturer now suggests caution regarding use in endemic areas.  Physicians must maintain a high index of suspicion for development of Histoplasmosis in patients treated with TNF-α antagonists, and they should remain alert to the possibility of unusual manifestations and rapidly progressing threats.     
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