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Kaposi sarcoma is a malignancy commonly linked to HIV infection or immunosuppression. An association with
human herpes virus 8 (HHV-8) infection has also been reported. We present a case of classic Kaposi sarcoma
in a female Mediterranean patient.

A 57-year-old white female of Greek ethnicity, with no history of HIV infection or immunosuppression, present-
ed to the Surgical Out-patient Department of our Center, with complaints of extensive discolored skin lesion
on both legs, initially considered as chronic vein insufficiency. Histopathological findings from skin biopsies re-
vealed Kaposi sarcoma.

Non-HIV-related Kaposi sarcoma is an HHV-8-related, angioproliferating skin cancer that can cause pain, dis-
figurement, and limb dysfunction. High suspicion of this condition can lead to early treatment and delay
progression.
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Background

Kaposi sarcoma is a multifocal vascular angioproliferative neo-
plasm, with cutaneous and extracutaneous involvement. It was
first described by Moritz Kaposi as an idiopathic, multifocal,
pigmented skin sarcoma [1].

Kaposi sarcoma can be classified in the following 4 groups:
classic (rare, mainly in older men of Mediterranean, eastern
European, or Jewish origin), epidemic or HIV-related (20 000
times more common than in the general population), endem-
ic or African (not typically associated with immune deficien-
cy), and iatrogenic (probably due to immunosuppression, af-
ter solid organ transplantation) [2].

We present a rare case of classic, non-HIV-related Kaposi sarco-
ma with extensive appearance in both legs, in a Mediterranean
woman treated in the Surgical Out-patient Department of
our Center.

Case Report

A 57-year-old white female patient with morbid obesity and
extensive, bilateral, protruding, pigmented lesions of the low-
er extremities was referred to our surgical team for consulta-
tion. The patient had no history of HIV infection or immune
diseases, and she did not report taking any immunosuppres-
sant drugs. The lesions had been ineffectively treated for a
long time with gradient compression stockings and regular
physical activity, as correlated with chronic vein insufficien-
cy (Figures 1, 2).

On physical examination, the patient presented extensive le-
sions that were highly pigmentated, brittle, hemorrhagic, and
sensitive to palpation. Complete blood count, markers of throm-
bosis, and full blood laboratory examination showed results
within normal range. Due to the refractory nature of the le-
sions, and the lack of clinical improvement despite multiple
attempts of treatment in other facilities, further investigation
was performed and multiple skin and subcutaneous tissue bi-
opsies were obtained.

Histopathology of the excised tissues revealed that the le-
sions were, in fact, a bilateral manifestation of Kaposi sarco-
ma (Figures 3, 4). After this diagnosis, although she did not
mention any risk factors, she was tested for HIV infection, with
negative results. Therefore, the patient was referred to the
Oncology Department for further management. Unfortunately,
no further follow-up was available, as the patient died of acute
myocardial infarction 2 months after diagnosis.
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Figure 1. Bilateral skin lesions in the lower extremities, initially
considered as a result of chronic vein insufficiency.

Figure 2. Extensive brittle lesions with high pigmentation and
hemorrhagic points.

Discussion

Skin lesions of classic Kaposi sarcoma commonly appear in the
legs, face, and genitalia [3], as elliptical lesions with no pain
or necrosis [2]. Dermatic lymphatic involvement [4] can also
appear. Other than skin lesions and lymph nodes, Kaposi syn-
drome can present extracutaneous spread to the oral cavity
and gastrointestinal tract, or present as lung injuries, even in
patients with no HIV infection or other immune disorders [5].




Figure 3. Dermal invasion of spindle cells and slit-like capillaries
(H+E x100).

Figure 4. Spindle cells, slit-like capillaries, and red cell
extravasation (H+E x100).

Most of the cases of non-HIV-related Kaposi sarcoma occur in
the fifth and sixth decade of life. In the USA and Europe, only
4-8% of the classic KS is observed in people under age 50
years [6]. This type appears in older persons (mean age over
70 years), especially in males (ratio 7: 1); according to recent
studies, with a higher distribution people of white/American,
Mediterranean, South American Hispanic, and black ethnici-
ties, within the USA population [7]. Presentation in a younger
female, as in our case, is very rare and can lead to problemat-
ic differential diagnosis.

The case that we report is a case of classic Kaposi sarcoma,
not related to HIV infection, with no history of immunode-
ficiency due to medication or transplantation, and no oth-
er risk factors, which is rare. Cases that are not included in
the 4 aforementioned recognized categories have also been
reported [8], suggesting exposure to other environmental
factors. Cross-sectional epidemiological studies have deter-
mined that seropositivity in HHV-8, now also called Kaposi
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Sarcoma-Associated Herpesvirus (KSHV), is strongly correlat-
ed with the risk of Kaposi sarcoma, and several longitudinal
studies have shown that this virus precedes the onset of the
disease. The presence of HHV-8 and any immune system im-
balance are recognized factors that also promote the patho-
genesis of this cancer [9,10], and a link to HPV infection has
also been reported [11]. Immunosuppressant drugs are asso-
ciated with the iatrogenic type of Kaposi sarcoma, especially
in patients with kidney transplants, but they also seem to en-
hance the risk in other patients [12]. Hypertension has been
correlated with poorer outcomes; plaque formation and more
than 40 pack-years of smoking present a better progression-
free survival [13]. Recently, the association of classic Kaposi
sarcoma with miR-146a polymorphisms has been shown, but
not with miR-149 [14].

Differential diagnosis can be difficult, especially in cases where
risk factors are not present, as is our patient, who was HIV-
negative, with good immune system and no risk factors. Her
lesions were similar to those developed due to chronic venous
insufficiency. Chronic venous insufficiency can create similar
patches and plaques on the legs; therefore, for better differ-
ential diagnosis, skin biopsies and HHV-8 tests may be neces-
sary, especially in cases that do not respond to conservative
treatment [15]. The same lesions can also be misdiagnosed as
cutaneous toxicities of BRAF inhibitors, such as dabrafenib, in
cases treated for metastatic melanoma [16]. Diagnosis can be
achieved through skin biopsies and polymerase-chain reaction
(PCR) for HHV-8, or immunostaining for the HHV-8 antigen.

Treatment of the condition aims to reduce the lesions, delay
the progression with subsequent alleviation of stress or oth-
er organ involvement and, finally, cure. Management involves
local therapies (e.g., chemotherapy, radiotherapy, and alitret-
inoin), immunotherapy, and anti-HHV8 therapy [17]. Highly
active antiretroviral therapy (HAART) is recommended for pa-
tients with simultaneous HIV infection.

As the disease is characterized by an indolent clinical behav-
ior, close surveillance can be a valuable approach in selected
cases [18]. Surgical excision and surveillance, when possible,
can be curative in certain cases [19]. Lesions are highly radio-
sensitive, and the treatment is well tolerated and temporari-
ly controls large localized lesions. Other conservative options
include immunotherapy with interferon; chemotherapy with
vinblastine, vincristine, bleomycin, or oral etoposide; or an-
thracyclines in more aggressive types. Valganciclovir can be
effective in treating HHV-8 infection sarcoma [20]. Taxanes
have also been reported to be effective against classic Kaposi
sarcoma; however, a particular therapeutic strategy does not
exist yet [21]. Thalidomide has also been used due to its an-
tiangiogenic and immunomodulatory properties, but without
promising results [22].
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Patients with classic Kaposi sarcoma usually die of non-neoplas-
tic conditions, or, uncommonly, of lymphoid malignancies [23].
Prognosis is considered relatively good, with 75% 5-year sur-
vival; therefore, early diagnosis and treatment are crucial [24].

Conclusions

Kaposi sarcoma is commonly related to HIV infection, but non-
HIV-related cases are a distinct category and can occur with
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equivocal presentations. A high index of suspicion for these
uncommon presentations should be maintained for prompt
and correct diagnosis with early biopsy, followed by initiation
of therapy if indicated.
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