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Abstract

Kaposi sarcoma (KS) is an angioproliferative polymorfic disorder that might be associated with human immunodeficiency virus (HIV)
infection. In this clinical form, oral manifestation is particularly common and, sometimes, the first manifestation of the retroviral
infection. In those cases, KS diagnosis is fundamental as the treatment is based in HIV infection control through an advisable
multidisciplinary approach.
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Introduction

Kaposi Sarcoma (KS) is a systemic, angioproliferative disorder, caused by human herpes virus 8 (HHV-8) infection [1,2]. KS was
first described by a Hungarian dermatologist named Moritz Kaposi in 1872 when this entity was identified as multi centric lesions
in five patients, all of whom demised within 2 to 3 years [3,4].

Subsequently, four major clinical forms have been identified with different patterns of evolution and prognosis. In Acquired
Immunodeficiency Syndrome (AIDS) - associated KS, recognizing the oral manifestation of the disease is fundamental as the
treatment is based on Human Immunodeficiency Virus (HIV) infection control. The authors present such a case, with oral KS as
the first manifestation of the sarcomatous disease in a non-compliant HIV therapy patient.

Case Report

A 39 year-old Caucasian male patient, was sent to our Stomatology Department for augmented teeth mobility in the upper
right quadrant. He had been diagnosed with HIV infection 4 years before and had past intensive care admission for crytococcal
meningitis and pneumocystis pneumonia, but still refused antiretroviral therapy.
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Figure 1: Intra-oral examination at Stomatology Department, Palatal Nodular and Eroded Mass

Detailed review of the medical history revealed that the patient previously reported a devalued small red spot in the upper right
hard palate. However, two months later a biopsy thereof revealed inconclusive features. Five months later, the patient noticed
augment teeth mobility and was sent to our department for evaluation. Intra-oral examination revealed a red to violaceous nodular
nodular lesion that was poorly delimited (Figure 1). The lesion occupied the region of the gingival ridge and upper right palate.
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There was midline extension and the surface was eroded. On palpation, we verified a friable and easily hemorrhagic tumor.
Significant augmented teeth mobility was perceived in the upper right quadrant as well. The patient denied oro-antral and oro-
nasal communication symptoms and no other lesions were found, including skin lesions.

Incisional biopsies, panoramic X-ray (Figure 2) and maxillofacial computed tomography (CT) scan were performed (Figure 2a).
Analytical work up showed HIV 1 load of 259692, 0 copies per milliliter and CD3+/CD4+ (Helper T Cells) of 0, 93%.

Figure 2A: Maxillofacial CT Scan, Extensive erosion of right maxillary sinus and nasal cavity floor, First right superior teeth with loss of bone
support. Mucosa contour without augmented global thickness
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Figure 4: HE (x400 Magnification), Cellular Nuclear Pleomorphism
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Figure 5: HHV-8 immunohistochemistry displays nuclear reactivity in the spindle cells of KS

Imaging studies showed palate and alveolar bone destruction in the right maxillary sinus floor and nasal cavity, supporting Kaposi
sarcoma or Lymphoma diagnosis. Histopathological assessment of the tissue confirmed the presence of KS that was HHV-8
immunoreactive. CD 31 was also found positive and CD 20 was negative. The patient was transfered to the Infectology department
for antiretroviral treatment institution and further studies. Following biopsies confirmed maxillary bone infiltration by sarcoma
and visceral gastric and lung tumor involvement as well. Unfortunately, he was lost for follow up (Figure 3,4 and 5).

Discussion

Kaposi Sarcoma is a soft tissue malignancy that originates from an endothelial proliferation [2]. According to some authors, KS remains
as a controversial issue; in some opinions, early KS is a polyclonal dearangement that might progress to a true malignancy [4,5].

All KS are caused by HHV-8 infection, a herpes virus, and by so capable to persist through the life of the host with long latency
periods. Although, HHV-8 is always present in the tumor, infection with this virus isn't KS synonym and the pathogenesis is still
not clear; in KS patients, HHV-8 infected endothelial precursor cells seem capable to combine them into new vasculature or to
proliferate as KS [6].

HHV-8 transmission occurs mainly via saliva, but sexual, vertical and via blood products are also described. Breastfeeding doesn’t
appear to be such a source [4]. According to a study, immunodeficiency is a KS enabler but not a sine qua non condition, since the
disease may occur in relatively preserved immune system patients [7].

KS is a systemic disease, with potential involvement of skin, mucosa, internal visceral organs and lymph nodes. The incidence has
dropped in Europe, since the advent of highly active antiretroviral therapy (HAART), but it’s still the most common cancer in HIV
infected patients in Africa [8,9].

The diagnosis is confirmed by Anatomical Pathology. KS is typically characterized by slit-like vasculature, endothelial cell
proliferation, extravagated red blood cells and hemosiderin pigment. A positive staining for HHV-8 facilitates the diagnosis [10].

Most authors consider four major clinical forms in KS. Sporadic or Classic Kaposi’s sarcoma, is more common in man, especially
those with Mediterranean or Jewish ancestry [11]. Older age, life in abundant blood sucking insects areas, past treatment with
quinine, and farming cereals are possible risk factors [12,13]. Typically, it has an indolent course and a cutaneous lower limb
predilection. Oral involvement is a rare manifestation. African Kaposi’s sarcoma was endemic in Africa before AIDS. It’s a
more aggressive form of the disease, characterized by a more progressive evolution and lymphadenopathic involvement. Oral
involvement is more common than in the classic form. HIV negative oral KS represent 5% of African endemic KS [14].

Iatrogenic or transplant-associated KS, is a result of HHV-8 reactivation in most cases although seroconversion is a possibility
[15,16]. The immunosuppressive drugs, particularly cyclosporine, play an important role, since it reactivates HHV-8 from latency
to lytic replication in tissue culture. In this population, KS may occur months to years after organ transplantation but the risk
seems to peak in the first 2 years after transplantation [17]. The evolution is quite variable ranging from chronic course to rapid
progression but spontaneous regression, or after immunosuppressive withdraws, are also possible scenarios. In the oral cavity,
the incidence is very low [4]. Epidemic or AIDS-related KS, originally an AIDS-defining illness, is still one of the most common
malignancies in HIV positive patients, but its incidence has been declining since HAART advent [4]. It may occur at any stage
of HIV infection but it is more prevalent at a lower CD4+ T-cell count [18]. Nevertheless, patients with oral HIV-KS have higher
mortality than patients with only cutaneous HIV-KS [18]. It presents a more unpredictable evolution, usually aggressive, although
the course and prognosis have also improved with HAART therapy. HAART therapy doesn’t seems to affect HHV-8 replication but
decreases HHV-8 viral load [4]. On the other hand, HIV infected patients may have a paradoxal KS worsening in context of the
immune reconstitution inflammatory syndrome (IRIS), some with fatal outcome [1,19]. According to a study, at the time of oral
HIV-KS diagnosis, there were significantly more patients with multiple oral HIV-KS lesions than patients with single oral HIV-
KS lesion [18]. The same study observed other simultaneous oral mucosa changes, such as pseudomembranous candidiasis, hairy
leukoplakia, and necrotizing gingivitis in descending order.
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Gross features in oral Kaposi sarcoma may be quite variable. In the oral cavity, the aspect can range from patch, plaque or nodular.
The colour can vary from red to violaceous or even brown according to hemorrhagic and hemossiderin deposition in stroma
tissue and increased melanocytes stimulation [7]. Palate is the most common spot involved, followed by gingiva and tongue, either
as localized or multifocal lesions. Other sites include buccal mucosa, major salivary glands and jaw bones [10]. There has been
reported three cases of KS presenting as diffuse gingival enlargement [2]. The authors stated a unique growth pattern for KS, since
it extends beyond mucogingival junction to the alveolar mucosa in a fast growing way [2].

The treatment of HIV-associated KS is best achieved within a multidisciplinary approach. The infectiologist and maxillofacial
surgeon, among others, are important resources for clinical discussion and treatment. Management may depend upon a variety of
factors including results of staging and comorbilities. Local measures such as intralesional vinblastine or systemic administration
of cytotoxic chemotherapy for disseminated disease are all possibilities [20].

Conclusion

Oral involvement in Kaposi sarcoma is a possibility in all clinical forms, but most commonly seen in AIDS associated KS. Meanwhile,
since HAART advent, it became less frequent. This case, illustrates the destructive capacity of KS in an immunosuppressed patient.
Mouth location, provides an easy biopsy approach to determine the diagnosis. The stomatologist, among other oral healthcare
professionals, might be the first to detect the lesion, to confirm the diagnosis and to guide the patient to a better outcome.
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