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Abstract

A 59-year-old HIV-positive, hepatitis C positive man on highly active antiretroviral therapy presented with a 2-year history of
extreme swelling of the lower lip. Granulomatous cheilitis was diagnosed.
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Introduction

Granulomatous cheilitis (GC) is characterized by persistent swelling of one or both lips. The condition was first described by
Miescher in 1945 and has been labeled by some as “Miescher Cheilitis.” [1, 2, 3] Although the exact etiology is unknown, allergy,
genetic susceptibility, immune-mediated diseases like Crohn disease and sarcoidosis, and infectious etiologies, such as primary
syphilis, tuberculosis, and leprosy have all been associated. [1, 2] In particular, TB and odontogenic infections have resulted in
GC. Once the infection is resolved, the GC usually improves.

Case synopsis

We report the case of a 59-year-old HIV positive, Hepatitis C positive man who presented with persistent, painless swelling of the
lower lip for 2 years. The swelling had impacted his ability to eat and speak. He had been compliant with his highly active
antiretroviral therapy (HAART) mediations for the past 8 years. Eighteen months before presenting he was misdiagnosed with
angioedema of the lower lip and subsequently failed to respond to antihistamines and corticosteroids. He had no history of any
AIDS defining illnesses. He also denied any history of Crohn disease, ulcerative colitis, or other skin disease.

Physical examination revealed a severely enlarged lower lip with uniform induration and superficial purple-brown macules on the
mucosal surface (Figure 1). There was no lymphadenopathy and the tongue was not fissured. Lacrimal glands were not enlarged
and no neuropathy was identified. A PPD and RPR were negative and his CD4+ count was 718 with an HIV RNA viral load <20
copies/mL. A punch biopsy was performed (Figure 2 and Figure 3).
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Figure 2. Low-power view revealing multiple non-necrotizing granulomas in the dermis surrounded by chronic inflammatory
infiltrates 40x

Figure 3. High-power view revealing multiple non-necrotizing granulomas surrounded by chronic inflammatory infiltrates 200x

Light microscopy analysis revealed multiple non-necrotizing granulomas in the dermis surrounded by chronic

inflammatory infiltrates (see Figure 2 and 3). The granulomas were smaller than those seen in classical sarcoidosis and the
inflammation was more pronounced than in classical sarcoidosis. Stains for acid-fast bacilli and fungi were negative and there
were no birefringent foreign bodies under polarized light.

Discussion

Granulomatous cheilitis is chronic swelling of the lip owing to accumulating granulomatous inflammation, but the etiology
remains unknown [1, 2, 3]. Granulomatous cheilitis is rarely described with fissured tongue and facial palsy in which case it is
termed Melkersson-Rosenthal Syndrome. Lip swelling can be the sole manifestation of Melkersson-Rosenthal Syndrome in about
25% of the cases [2]. Patients within this spectrum are frequently misdiagnosed as having angioedema and the diagnosis of GC
becomes more apparent following failed therapy for angioedema [4].



Interestingly, on review of the literature, this is the second reported case of GC in an HIV positive patient on HAART [5]. The
patient in the previously described case report had a possible nidus for GC in an odontogenic infection, but the GC did not
improve once the infection resolved. The authors of that report hypothesized that HAART may have reconstituted the patient’s
immune system leading to a granulomatous response to the odontogenic infection.

The diagnosis of GC usually requires clinicohistopathologic correlation. Non-caseating granulomas are the hallmark. Treatment
of GC has been difficult, unpredictable, and non-uniform. Many strategies have been reported in the literature with varied success,
including antibiotics, antihistamines, corticosteroids, anti-TNF inhibitors, and surgery [1, 6, 7]. Combination therapies have been
reported with some success, including betamethasone injections with concurrent doxycycline [8] and intralesional injection of
Pingyangmycin plus corticosteroids [9]. In this case, a test-dose of intralesional kenalog (ILK) injection was performed with some
improvement in the swelling. After he had no clinical signs of infection, he was started on 10 mg/cc of ILK injections and is
awaiting the commencement of dapsone therapy.

In our patient, no clear etiology or nidus of infection could be found. Alhough at present the relationship between HAART, HIV,
and GC cannot be proven to be causal, there is a possibility that this is the second case to support such an association.
Nevertheless, many GC cases are idiopathic with no clear etiology. Further observation and reporting are required to characterize
any relationship between GC and HAART or immune reconstitution in HIV patients.
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