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ABSTRACT

Introduction: Kaposi's sarcoma (KS) is an angioproliferative disorder first described in 1872 by Moritz Kaposi. Four main clinical presentations
of KS have been described: classic, endemic, iatrogenic and epidemic. KS involvement of the lymph nodes is extremely uncommon in the
classical variant form, especially if it precedes the skin manifestations. We describe the case of an elderly HIV-negative patient presenting
with lymphadenopathy who was found to have KS.

Case Report: A 67-year-old patient was admitted for exploration of polyadenopathies in the context of a general decline in health. Physical
examination revealed an erythematosus left lower limb rash associated with angiomatous nodules and multiple lymphadenopathies.
The diagnosis of erysipelas in the left leg was retained and the patient was treated with good evolution of the rash but persistence of
the angiomatous nodules and the polyadenopathies. Skin and lymph node biopsies led to a diagnosis of KS. The patient is proposed for
polychemotherapy.

Conclusion: KSmustbesuspectedinlymphadenopathiesdespitethe absence oftypical cutaneoussignsofthedisease andinimmunocompetent
patients.

LEARNING POINTS

e Involvement of the lymph nodes is extremely uncommon in the classical variant form of Kaposi’s sarcoma (KS).

e Human herpes virus-8 is an important cofactor in all forms of KS.

e Pathology and immunohistochemistry are key to diagnosing KS.

e KS must be suspected in lymphadenopathies without typical cutaneous signs of the disease and in immunocompetent patients.
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INTRODUCTION
Kaposi’s sarcoma (KS) is an angioproliferative disorder characterized by proliferation of spindle-shaped cells, neoangiogenesis, inflammation
and oedema, and categorized as an intermediate neoplasm due to the absence of conventional features of malignancy!. It was first described
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in 1872 by Moritz Kaposi?. Four distinct pathological forms of Kaposi's sarcoma (KS) are recognized: the classical variant, which occurs
among elderly men of Jewish and East European origin; the endemic African form, which affects children, adolescents and adults and has
a high frequency of extracutaneous manifestations; iatrogenic disease seen in organ transplant recipients undergoing immunosuppressive
therapy; and epidemic disease, which is the most important opportunistic neoplasm occurring in human immunodeficiency virus type 1
(HIV-1)-infected individuals®. KS involvement of lymph nodes is frequently seen in the endemic African form and in the epidemic form in
HIV-infected patients. In contrast, primary involvement of the lymph nodes in the classical variant form is extremely uncommon, especially
if it precedes the skin manifestations, with only a few previously reported cases!*-¢. We describe the case of an elderly HIV-negative patient
presenting with lymphadenopathy who was found to have KS.

CASE REPORT

A 67-year-old man was admitted for exploration of shallow and deep polyadenopathies. His past medical history revealed hypertension
and diabetes mellitus treated with metformin. The chief complaint was left inguinal lymphadenopathy without local inflammation where
the lymph nodes had slowly enlarged over the previous 2 years in the context of gradually declining health. A previous lymph node biopsy
had been inconclusive. Physical examination of the patient’s lower left leg revealed a recent erythematosus, hot and painful rash associated
with vesicles, blisters, purple papules and angiomatous nodules on the anteromedial surface of the left thigh and the lower two thirds of the
left leg. There was associated lymphoedema of the left lower limb. Bilateral submandibular lymph nodes were nearly 2 cm in diameter, left
supraclavicular lymph nodes nearly 1.5 cm in diameter, and bilateral axillary and bilateral inguinal lymph nodes 3-4 cm in diameter with a
voluminous left popliteal lymphadenopathy. Investigations revealed an inflammatory syndrome with leucocytosis (WBC count 13,200 cells/
mm3, predominantly neutrophils), thrombocytosis (platelet count 560,000 cells/mm3), a C-reactive protein concentration of 108 mg/I and
an erythrocyte sedimentation rate of 88 mm. Renal and hepatic functions were normal. The blood smear was normal and tumour markers
were negative. Chest x-ray did not show any particular abnormalities. The diagnosis of erysipelas of the left leg was retained and the patient
was treated with penicillin G at adose of 20 million IU/day with good evolution of the rash, but persistence of the angiomatous papulonodules
and the polyadenopathies. Computed tomography showed hypervascularized cervical, thoracic and para-aortic polyadenopathies which
were partly necrotic. Doppler ultrasound of the lower limbs showed voluminous, richly vascularized bilateral inguinal lymphadenopathy
with mass effect on the common femoral artery and a voluminous left popliteal lymphadenopathy with a mass effect. Skin and lymph node
biopsies were performed. The biopsy of the angiomatous nodules (Fig. 1) suggested KS. The lymph node biopsy (Fig. 2) indicated lymph
node localization of KS. Immunohistochemistry using anti-human herpesvirus-8 (HHV-8) antibodies (Fig. 3) showed intense spotted nuclear
labelling of tumour nuclei (Fig. 4). HIV, HBV and HCV serologies were negative. The diagnosis of KS was retained. The patient is proposed for
polychemotherapy with adriamycin, vinblastine and bleomycin.

Figure 1. Skin biopsy showing a fusocellular proliferation in standard staining Figure 2. Standard staining (HE), medium magnification showing a dense

(HE) and medium magnification. intranodal proliferation and rich vascular cavities.
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Figure 3. Positivity of Ac ant- HHV8 in Immunohistochemical study. Figure 4. Nuclear Positivity of Ac anti-HHV8 in Immunohistochemical study in

nuclei tumoral cells.

DISCUSSION

The clinical appearance of KS is classically described as pink, red, purple or violaceous macules, papules or raised plaques, although nodular
and more distinctly neoplastic-looking forms have also been described?”.. While KS primarily affects mucocutaneous tissues, internal organs
can also be involved. Our patient presented with the classical variant of KS which mostly affects the lower extremities. Primary involvement
of the lymph nodes is uncommon and rarely reported, but preceding skin lesions can suggest the diagnosis. A few cases have been previously
reported“-¢. Lymphadenopathies are mostly seen in HIV-positive patients and are common in the epidemic form of KS.

The aetiology of KS is unknown. However, many epidemiological and environmental factors play a role in the development of the disease.
In the last decade, evidence has suggested that infection with a recently discovered herpes virus, namely KS herpes virus or HHV-8, is
responsible for all forms of KS®. While HHV-8 is asymptomatic in immunocompetent individuals, it could result in the development
of neoplastic disorders, such as KS, in immunocompromised hosts. As a defect in the immune system is usually necessary, KS is typically
associated with HIV infection. In our case, the patient is HIV negative and there is no evidence of immunodepression despite the HHV-8
positive tumour nuclei.

All clinical subtypes of KS have a similar histopathological appearance. Early lesions are characterised by a proliferation of small veins and
capillaries around one or more dilated vessels. A pronounced mononuclear inflammatory cell infiltrate is often noted. There may also be
perivascular proliferation of spindle cells, but cellular atypia is minimal®. Treatment of KS can be systemic or local. The choice of therapy
is determined by the extent of skin lesions, the systemic manifestations of the disease and the involvement of different organs. Therefore,
staging of the tumour based on the clinical signs is recommended. Local treatments such as surgical excision or radiotherapy are mainly
indicated for selected, small lesions, while systemic treatments include chemotherapy or biological therapy particularly with recombinant
interferon-a due to its immunomodulating and anti-angiogenetic properties(‘®. Systemic treatments are generally applied to disseminated
and symptomatic forms. The optimal therapy for KS patients is still undecided, but new advances in understanding the pathogenesis of the
disease may help to establish a standard protocol.

CONCLUSION

Our case report describes involvement of the lymph nodes in classical KS as the first manifestation of the disease before skin lesions.
Consequently, the diagnosis of KS must be suspected when lymphadenopathies are present although typical cutaneous signs of the disease
are absent, even in immunocompetent patients. Histology remains the key to diagnosis.
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