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ABSTRACT

A 33-year-old male had a 22-year history of generalized xanthogranulomas but had a normal lipid profile. He also 
developed ulcerating plaques on his arm and back that were consistent with cutaneous tuberculosis on histopathologic 
and polymerase chain reaction PCR studies. In a normolipemic patient with generalized xanthogranulomas, a reactive 
granulomatous response of histiocytes to infection is explored since these share a common CD 14+ precursor with 
the macrophages that are vital in tuberculosis. 
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InTRoduCTIon
 
Multiple xanthogranulomas in adults are unusual, 

more so in the setting of a normal lipid profile. Considered 
a variant of non-Langerhans cell histiocytosis, adult-
onset xanthogranulomas have been reported to occur in 
association with various diseases but the exact etiology 
remains under investigation. It is proposed to be a reactive 
granulomatous response to infection, physical stimuli 
and other unknown stimuli.1 Most case reports of adult 
xanthogranulomas with multiple disseminated lesions were 
associated with hematologic diseases such as leukemia and 
lymphoma.2 Other associations reported in the literature 
are with gastrointestinal stromal tumor,3 diabetes mellitus,4,5 
and an increase in the number of lesions after trauma 
and surgery.4 This is the first case reporting generalized 
xanthogranulomas associated with tuberculosis.

CASE

This is a case of a 33-year old male with a 22-year 
history of multiple skin colored papules on his legs that 
were very pruritic. The papules were waxing and waning 
for several years. The eruption of lesions was accompanied 
by undocumented fever. Eight years prior to consult, 
the patient developed a very pruritic, firm, skin-colored 
plaque on the right antecubital fossa which subsequently 
developed purulent discharge and occasional bleeding. 
The lesion spontaneously resolved after four months with 
the development of similar lesions on his back and left 
forearm. At that time, there was a recurrence of the pruritic 
papules that developed a yellow hue noted on the trunk and 
eventually spreading to all extremities, face, and scalp. The 
patient was diagnosed with pulmonary tuberculosis seven 
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years prior to consultation and completed nine months of 
treatment but the skin lesions persisted. 

Physical examination showed generalized erythematous 
to yellow papules, some with hemorrhagic crusting and 
yellow plaques (Figure 1). There were cervical, axillary, and 

inguinal lymphadenopathies that were firm, non-movable, 
and non-tender. Dermoscopy of the papules showed a 
yellow lesion with white globules and surrounding erythema 
with some telangiectasias (Figure 2). The yellow papule on 
the face and the skin-colored papule on the arm showed 

Figure 1. Multiple skin-colored, erythematous and yellow papules on the A and B – face, C – scalp, D – chest, E – back and arm, 
F – pubic region with multiple inguinal lymphadenopathy.
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diffuse infiltrates of foamy histiocytes, lymphocytes, and 
neutrophils with Touton giant cells, giving a histologic 
diagnosis of xanthogranulomas (Figure 3). 

Skin-colored to erythematous plaques with areas of 
atrophy and ulcerations with hemorrhagic and seropurulent 
crusting were noted on the upper back and left arm 
(Figure 4). Histologically, the plaque on the left arm 
showed diffuse infiltrates of foamy histiocytes, lymphocytes, 
neutrophils and abundant eosinophils (Figure 5). This was 
sent for Fite staining where a few acid-fast bacilli were 
noted. The other two specimens, however, were negative 
for acid fast baciili on Fite stain. Tuberculosis Polymerase 

Chain Reaction (TB PCR) (no quantification), was positive. 
Slit-skin smear was negative on all six sites, making a 
diagnosis of leprosy unlikely. Tissue studies of the plaque on 
the left arm showed no growth of fungi on fungal culture, no 
growth on mycobacterial culture after six weeks of incubation 
and positive for Acinetobacter baumannii that was considered 
to be a contaminant and not a real pathogen. 

Lipid profile (total cholesterol, triglycerides, HDL, 
LDL, and VLDL) was normal. Fasting blood sugar, renal 
and liver function tests and electrolytes were all within 
normal limits. There was a note of slight anemia with a 
hemoglobin of 137 mg/dL at baseline and retained the 

Figure 3. Biopsy of a papule on the arm showing A – diffuse infiltrates in the superficial dermis composed of B – Touton 
giant cells with lymphocytes, histiocytes and eosinophils as seen on higher magnification. Findings consistent with 
xanthogranulomas.

Figure 2. A and B - Dermoscopy of the xanthogranulomas showing a yellow lesion with white globules and surrounding erythema 
with some telangiectasias.
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same value after three months. This was attributed to 
chronic disease. The Hematology service was not highly 
considering a blood dyscrasia or a hematologic malignancy. 
Eosinophilia at 0.11 on initial testing was also noted. 
Fecalysis was done but did not show any ova or parasites. 
The value went down after three months at 0.06. Monocytes 
were also elevated initially at 0.12 but showed a decline at 
0.10 after three months. Urinalysis was also unremarkable. 
HIV ELISA was nonreactive. 

The chest radiograph showed reticulonodular opacities 
in both upper lobes with associated super traction of the left 

hilar structures. These findings were suggestive of pulmonary 
tuberculosis with cicatricial changes. Sputum Gene Xpert 
received a specimen with salivary appearance where 
Mycobacterium Tuberculosis (MTB) was not detected.

In order to ensure that there was no underlying 
malignancy, the hematology specialist advised the patient 
to undergo a holoabdominal ultrasound and biopsy of 
the inguinal lymph node care of General Surgery section. 
The patient had normal ultrasound results while core-needle 
biopsy of the lymph nodes showed infiltrates of eosinophils 
and plasma cells consistent with chronic inflammation.
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Figure 5. Biopsy of the plaque on the forearm showing A – ulceration and diffuse infiltrates 
composed of B – foamy histiocytes, lymphocytes and eosinophils. Findings consistent with 
granulomatous dermatitis.

Figure 4. Ulcerated plaques with areas of atrophy, hemorrhagic crusting, seropurulent discharge on 
A– back and B – left arm.
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With the aid of the ancillary tests and co-
management of other services, the patient was diagnosed 
with xanthogranulomas and cutaneous tuberculosis 
(lupus vulgaris). He was started on isoniazid-rifampicin-
pyrazinamide-ethambutol daily for six months and 
streptomycin 1gram IM daily for 56 doses. The treatment 
with anti-tuberculous medications showed a decrease in the 
size of the ulcer on the plaques on the back and arm. As with 
other cases of adult xanthogranulomas, the patient’s lesions 
were persistent. However, no new lesions developed. 

dISCuSSIon

The connection between xanthogranulomas and 
tuberculosis may be attributed to the role of histiocytes 
in both disease entities. The histiocytes or dendrocytes 
involved in the formation of xanthogranulomas share a 
common CD14+ precursor with the macrophages that are 
integral in the immune response to tuberculosis. Cytokines, 
such as GM-CSF and TNF-alpha, are needed to stimulate 
their production.1,6 In patients with tuberculosis, levels of 
IFN-y, TNF alpha, GM-CSF are higher than those in a 
healthy person7 and this, perhaps, provides the stimulus 
for the continued production of dendrocytes found in 
xanthogranulomas. This pathway is depicted in Figure 6. It is 

important to note that the patient was previously managed as 
a case of pulmonary tuberculosis, so the waxing and waning 
lesions that appeared prior to diagnosis may have been due 
to an underlying tuberculosis infection. It is also this history 
of pulmonary tuberculosis that predisposed him to develop 
extrapulmonary tuberculosis in the form of cutaneous 
tuberculosis, consequently perpetuating the reactive 
granulomatous response in the form of xanthogranulomas. 

Juvenile xanthogranulomas spontaneously resolve. 
Unfortunately, adult xanthogranulomas have a persistent 
course.6 As with our patient, anti-tuberculosis medications 
did not decrease the number of lesions but, no new lesions 
have developed since the start of the treatment.

In an adult patient presenting with generalized 
xanthogranulomas, especially in the setting of a normal lipid 
profile, it is imperative to perform the proper diagnostic 
work-up to rule out an underlying illness that may be 
causing the reactive granulomatous response. Majority of the 
case reports have identified associations with hematologic 
malignancies. This is the first case that reported an 
association with tuberculosis. Therefore, tuberculosis, together 
with other infectious disorders, should also be investigated in 
patients presenting with generalized xanthogranulomas.
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Figure 6. Common histiocytic precursor of the dendrites and 
macrophages.6
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