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CASE LETTER

To the Editor:
Broader availability and utilization of novel biologic treat-
ments has heralded the emergence of unusual infections, 
including skin and soft tissue infections. These unusual 
infections may not be seen in clinical trials due to their 
overall rare incidence. In modern society, exposure to 
unusual pathogens can occur in locations far from their 
natural habitat.1 Tissue culture remains the gold standard, 
as histopathology and smears may not identify the organ-
isms. Tissue culture of these less-common pathogens 
is challenging and may require multiple samples and 
specialized laboratory evaluations.2 In some cases, a skin 
biopsy with histopathologic examination is an efficient 
means to confirm or exclude a dermatologic manifesta-
tion of an inflammatory disease. This information can 
quickly change the course of treatment, especially for 

those on immunosuppressive medications.3 We report 
a case of unusual cutaneous infection with Chaetomium 
globosum in a patient concomitantly treated with vedoli-
zumab, a gut-specific integrin inhibitor, alongside tradi-
tional immunosuppressive therapy.

A 33-year-old woman with Crohn disease on vedoli-
zumab and mercaptopurine was referred to the der-
matology clinic with firm, tender, erythematous lesions 
on the legs of 1 month’s duration (Figure, A). She had 
a history of inflammatory bowel disease with perianal 
fistula, sacroiliitis, uveitis, guttate psoriasis, and erythema 
nodosum. She denied recent medication changes, foreign 
travel, swimming in freshwater or a hot tub, chills, fever, 
malaise, night sweats, and weight loss. Physical exami-
nation revealed several tender, indurated, erythematous 
plaques across the legs, ranging in size from 4 to 12 cm. 
The plaques had central hyperpigmentation, atrophy, 
and scant scale without ulceration, drainage, or pustules. 
The largest plaque demonstrated a well-defined area of 
central fluctuance. Prednisone (60 mg) with taper was 
initiated for presumed recurrence of erythema nodosum 
with close follow-up. 

Five weeks later, most indurated plaques healed, leav-
ing depressed scars; however, at 10 mg of prednisone she 
developed 2 additional nodules on the shin that, unlike 
earlier plaques, developed a central pustule and drained. 
The prednisone dose was increased to control the new 
areas and tapered thereafter to 20 mg daily. Despite the 
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PRACTICE POINTS
• �Tissue culture remains the gold standard for deep

fungal infections.
• �Physicians must maintain a high index of suspicion

for alternate diagnoses when a disease progresses
along an unexpected course.

• �Biologic medications may have low-incidence side
effects that emerge in postmarket use.
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A, Chaetomium globosum infection at presentation. B, The patient experienced increased edema, and a tissue culture was taken 8 weeks 
after presentation. C and D, Histopathology revealed suppurative and granulomatous dermatitis (H&E, original magnifications ×40 and ×100). 
E, Itraconazole was started, and unspecified mold was found on tissue culture 10 weeks after presentation. F, Slow improvement was seen 
14 weeks after presentation. 
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overall improvement, 2 plaques remained on the left 
side of the shin. Initially, erythema nodosum recurrence 
was considered, given the setting of inflammatory bowel 
disease and recent more classic presentation4; however, 
the disease progression and lack of response to standard 
treatment suggested an alternate pathology. Further his-
tory revealed that the patient had a pedicure 3 weeks 
prior to initial symptom onset. A swab was sent for rou-
tine bacterial culture at an outside clinic; no infectious 
agents were identified.

Three weeks later, the patient's condition had wors-
ened again with increased edema, pain with standing, 
and more drainage (Figure, B). She did not report fevers 
or joint swelling. A punch biopsy was performed for 
tissue culture and histopathologic evaluation, which 
revealed granulomatous and suppurative inflammation 
and excluded erythema nodosum. Special stains for 
organisms were negative (Figure, C and D). Two weeks 
later, tissue culture began growing an unspecified mold. 
Mercaptopurine and prednisone were immediately dis-
continued. The patient remained on vedolizumab, started 
itraconazole (200 mg), and was referred to an infectious 
disease (ID) specialist. The sample was eventually iden-
tified as C globosum (Figure, E) at a specialized facility 
(University of Texas, San Antonio). Despite several weeks 
of itraconazole therapy, the patient developed edema 
surrounding the knee. Upon evaluation by orthopedics, 
the patient was diagnosed with reactive arthritis in the 
left knee and ankle. The knee fluid was drained, and 
cultures were negative. At recommendation of the ID 
physician, the itraconazole dosage was doubled given 
the limited clinical response. After several weeks at 
the increased dosage, she began to experience slow 
improvement (Figure, F). Because Chaetomium species 
infections are rare and have limited response to many 
antifungal agents,5 no standard treatment protocol was 
available. Initial recommendations for treatment were 
for 1 year, based on the experience and expertise of the 
ID physician. Treatment with itraconazole was continued 
for 10 months, at which point the patient chose to dis-
continue therapy prior to her follow-up appointments. 
The patient had no evidence of infection recurrence  
2 months after discontinuing therapy. 

In the expanding landscape of targeted biologic 
therapies for chronic inflammatory disease, physicians of 
various specialties are increasingly encountering unan-
ticipated cutaneous eruptions and infections. Chaetomium 
is a dematiaceous mold found primarily in soil, water, 
decaying plants, paper, or dung. Based on its habitat, 
populations at risk for infection with Chaetomium spe-
cies include farmers (plant and animal husbandry), 
children who play on the ground, and people with inad-
equate foot protection.1,2 Chaetomium globosum has been 
identified in indoor environments, such as moldy rugs 
and mattresses. In one report, it was cultured from the 
environmental air in a bone marrow transplant patient’s 
room after the patient presented with delayed infection.6 

Although human infection is uncommon, clinical isolation 
of Chaetomium species has occurred mainly in superficial 
samples from the skin, hair, nails, eyes, and respiratory tract.1 
It been reported as a causative agent of onychomycosis in 
several immunocompetent patients7,8 but rarely is a cause 
of deep-skin infection. Chaetomium is thought to cause 
superficial infections, as it uses extracellular keratinases1 to 
degrade protective keratin structures, such as human nails. 
Infections in the brain, blood, and lymph nodes also have 
been noted but are quite rare. Deep skin infections present 
as painful papules and nodules to nonhealing ulcers that 
develop into inflammatory granulomas on the extremities.3 
Local edema and yellow-brown crust often is present and 
fevers have been reported. Hyphae may be identified in skin 
biopsy.8 We posit that our patient may have been exposed 
to Chaetomium during her pedicure, as recirculating baths 
in nail salons have been a reported site of other infectious 
organisms, such as atypical mycobacteria.9 

Vedolizumab is a humanized IgG1 monoclonal anti-
body used in the treatment of ulcerative colitis and Crohn 
disease. It targets the α4β7 integrin, a specific modulator 
of gut-trafficking lymphocytes. In vedolizumab’s clinical 
trial for Crohn disease, there was no increased incidence 
of life-threatening, severe infection.10,11 Often, new bio-
logic treatments are used with known immunosuppres-
sive medications. Mercaptopurine and prednisone are 
implicated in infections; however, recovery from the 
immune suppression usually is seen at 1 month after dis-
continuation.12 Our patient continued to worsen for sev-
eral weeks and required increased dosing of itraconazole, 
despite stopping both prednisone and mercaptopurine. It 
opens the question as to whether vedolizumab played a 
role in the recalcitrant disease.

This case illustrates the importance of a high index of 
suspicion for unusual infections in the setting of biologic 
therapy. An infectious etiology of a cutaneous eruption in 
an immunosuppressed patient should always be included 
in the differential diagnosis and actively pursued early 
on; tissue culture may shorten the treatment course and 
decrease severity of the disease. Although a direct link 
between the mechanism of action of vedolizumab and 
cutaneous infection is not clear, given the rare incidence 
of this infection, a report of such a case is important to the 
practicing clinician.
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