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CASE STUDY

Kapost's Sarcoma and Lymphoedema 1n a HIV
Sero-positive Patient: A Case Report and

Literature Review

M. S. Turton, I. Reddy, and L. P. Turton

ABSTRACT

Kaposi sarcoma (KS) is one of the most common neoplasms diagnosed in
HIV- seropositive subjects. KS is an angioproliferative disorder of
endothelial origin and is a locally aggressive multicentric mucocutaneous
malignant neoplasm. Aggressive HIV-KS is associated with increased HHV8
viral load, disseminated lesions, and intraoral exophytic lesions, and may
also present with facial lymphoedema which may be life-threatening or mild.

A 26 -year-old, male, presented with severe oral pain and facial swelling. He
had multiple oral lesions and an incisional biopsy confirmed Kaposi
sarcoma. A multiple site incisional biopsy and immunohistochemistry for
HHV8 was done and based on the clinical, histopathological, and
immunohistochemical results a diagnosis of HIV associated oral and
cutaneous KS with severe lymphoedema was confirmed.

This aim of this case presentation is to describe a case of immunodeficiency
virus-related lymphadenitis, oral and cutaneous KS associated with the
complication severe lymphoedema in a HIV infected patient who was not on
HAART therapy for three years after being diagnosed with HIV.
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I. INTRODUCTION

Kaposi's sarcoma (KS) is a multicentric [1], [2],
mucocutaneous, malignant neoplasm and is one of the most
common locally aggressive neoplasm diagnosed in HIV-
seropositive subjects [1], [3]. KS is considered an
angioproliferative disorder of endothelial origin and may
affect mucosal sites, lymph nodes, and visceral organs [1],
[2].

There are four clinico-epidemiological variants of KS the
Mediterranean or classic KS occurs among elderly men of
East European and Ashkenazic Jewish origin [4]-[6]; the
epidemic of human immunodeficiency virus-associated
(HIV-KS); the iatrogenic or post-transplant is associated with
patients on immunosuppressive therapy KS, and the African
or endemic KS which occurs in adults, adolescents, and
children, with a high frequency of extracutaneous
manifestations [4]-[8]. All variants of KS are considered to
be caused by the human herpes virus (HHV-8) also referred
to as KS-associated herpes virus (KSHV) [6]-[9] in
combination with other cofactors such as severe immune
suppression, angiogenic mediators, or genetic predisposition,
which all appear to be necessary for the development of KS
[4], [6], [9], [10]. HIV-KS is common in African countries
where there are widespread HIV infections, an endemic
HHV8 infection, and where there is poor availability of
antiretroviral medication [12]-[14].
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Oral Kaposi's sarcoma (OKS) commonly occurring tumour
with lesions that may be single or multifocal, non-pigmented
to brownish-red or violaceous in colour [15]-[17], on the hard
and soft palate, gingiva, and dorsal tongue [6], [17]-[19].
OKS may be associated with pain, bleeding, and functional
interferences [17]-[19]. The initial lesions may manifest
initially as ecchymotic or erythematous patches [20]-[22]
which develop into nodular, that progress to papular, and
ultimately become confluent forming large exophytic forms
which could invade bone and create tooth mobility and
morbidity [14], [23], [24].

Oral HIV-KS is frequent and is associated with a poor
prognosis and has a higher mortality rate than in patients with
only cutaneous HIV-KS and patients with oral HIV-KS have
a 24-month median survival rate compared to only cutaneous
HIV- KS that has a 72-month median survival rate [3], [21],
[22].

HIV-KS may develop at any stage of HIV infection
including the stage of early HIV-seropositivity, but it is more
prevalent at a lower CD4+ T-cell count [21], [22].

Aggressive HIV-KS is associated with increased HHV8
viral load, disseminated lesions, and intraoral exophytic
lesions, and may also present with facial lymphoedema which
may be life-threatening or mild [22], [23].

In some cases, HIV-KS may manifest as an immune
reconstitution inflammatory syndrome (IRIS) which is
consequent with the improvement of the host immune status,
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after the patient is administered antiretroviral therapy [21].

The initial presentation of HIV-KS is usually in the mouth
in an estimated 22% of HIV-seropositive subjects with KS,
and about 71% of subjects with HIVV-KS will at some stage
present with OKS [25]-[27].

I. AIM

The aim of this case presentation is to describe a case of
immunodeficiency virus-related lymphadenitis, oral and
cutaneous KS associated with the complication severe
lymphoedema in a HIV infected patient who was not on
HAART therapy for three years after being diagnosed with
HIV.

I1l. CASE PRESENTATION

A 26 years old, black male complained of severe oral pain
and bleeding gums which impeded his ability to eat and his
ability to take medication. The patient also complained that
his facial swelling was affecting his ability to open his eyes
adequately enough thus impairing his vision. The patient had
been attended to at a provincial hospital where a cervical
lymph node measuring 15x10x4 mm was excised.

A. Clinical Evaluation

The patient presented with severe lymphoedema which
was pronounced around his eyes (Fig. 1).

Fig. 1. Face of patient with severe lymphoedema.

An intraoral examination found poor oral hygiene with
moderate dental plaque and calculus accumulation; gingival
bleeding was generalized. There was no radiographic
evidence of bone loss, however, the hard and soft palate had
Candida infection. A generalized brownish to red and red-
purplish oral lesions that were multifocal in distribution, on
the gingiva, hard palate, and soft palate were noted. Some of
the lesions were papular other lesions were ulcerated soft
nodular lesions, additionally, several telangiectasias were
seen on the surface of the lesions. The red to brownish soft
outgrowths were particularly pronounced on the anterior
buccal gingiva, at the 14 to 24 regions, which appeared to be
spreading to the lip region (Fig. 2).
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Fig. 2. Red to brownish outgrowths on the buccal gingiva.

On the palate of the 16, 11, and 21, 26, and 27 regions a
red purplish, ulcerated, soft nodular/papular lesions were
present and further clinical examination also revealed the
presence of Candida infection on the hard palate and soft
palate (Fig. 3).

Fig. 3. Candida infection on the hard and soft palate.

The patient had tested positive for HIV and his CD4+ T-
cell count at the time of HIV-KS diagnosis was
107 cells/mm?®. He had tested positive for Tuberculosis and
had a persistent cough, clubbing. Tender and mobile palpable
lymphadenopathy was present on the right and left
submandibular and posterior cervical chains.

B. Histology
1) Incisional biopsy 28 region of palate

This tissue section displays mild acanthosis of the
squamous mucosa Wwith an underlying spindle cell
proliferation. The tumour is present at the deep margin and is
composed of tight fascicles of spindled-shaped cells with
mildly pleomorphic, vesicular nuclei. The spindled cells
surround vascular spaces of varying caliber, including
prominent slit-like vascular spaces with scattered mitotic
figures. Extravasated red blood cells and mixed inflammatory
cells, including scattered plasma cells and haemosiderin
deposition can be noted (Fig. 4).
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Fig. 4. Extravasated red blood cells with haemosiderin deposition.

Florid Superficial Candida organisms are seen on the
surface of the Stratum Corneum. The tumour is present at the
lateral and deep margins. Features are those of a spindle cell
tumour consistent with Kaposi's sarcoma, which is present at
the Lateral and Deep Margins of the Specimen. Ulceration
and mixed inflammation are seen with an area suggestive of
an abscess at the deep margin with florid superficial Candida
infection (Fig. 5).

Fig. 5. Ulceration and mixed inflammation with florid superficial Candida
infection.

C. Excisional Biopsy of Cervical Lymph Gland

Histologically it demonstrated a think capsule with a
vasoformative spindle cell tumour-forming slit-like and
larger dilated vascular channels. Red blood cell extravasation
and surrounding plasma cells are observed. Reactive
Lymphoid  follicles,  follicle  lysis, interfollicular
plasmacytosis, and proliferation of small blood vessels were
observed. The tumour cells expressed HHV-8 (Fig. 6).

Fig. 6. HHV-8 expressed in tumour cells.

D. Diagnosis

Typical KS lesions do not exhibit marked cellular
pleomorphism, necrosis, or many mitotic figures, though,
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mildly atypical endothelial cells and monomorphic spindle
cells may be observed [20], [21], [23]. Therefore, it is also
possible that a biopsy can be initially misdiagnosed and for
that reason, KS should be diagnosed with histology and
immunohistochemistry due to a large range of similarities
within diseases [17], [20], [38]. A multiple site incisional
biopsy and immunohistochemistry for HHV8 was done and
based on the clinical, histopathological, and
immunohistochemical results a definitive diagnosis of HIV
associated oral and cutaneous Kaposi's sarcoma and human
immunodeficiency virus-related lymphadenitis with severe
lymphoedema was confirmed.

IV. DISCUSSION AND LITERATURE REVIEW

KS, a multifocal neoplasm of vascular endothelial cell
origin that was first described by the Hungarian dermatologist
Moritz Kaposi in 1872 [38], [39].

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 [8].

Before the HIV/AIDS epidemic, KS was rarely seen and
occurred mainly on elderly men of Jewish, Italian, and Slavic
ancestry [4]-[6]. However, as HIV/ AIDS became a
widespread disease, KS became one of the most common
malignancies associated with HIV/AIDS infection [6], [7]
and the presence of KS lesions in HIV-seropositive is
indicative subjects of AIDS [5], [7], [8].

The oncovirus human herpesvirus 8 (HHV-8) referred to
as the KS-associated herpes virus (KSHV) is the causative
organism in approximately 90% of KS cases implicating
HHV-8 interleukin-6 (IL-6), which initiates a mitogenic
effect [6], [7], [28]. In immunocompetent individuals, HHV-
8 is asymptomatic, however, in immunocompromised hosts
such as in HIV sero-positive patients it is the causative
organism in the development of neoplastic disorders, such as
KS [2], [4], [23]. KSHYV can infect oral epithelial cells and it
remains in the oral cavity of healthy individuals even in the
presence of a healthy immune system which may control the
persistent infection to keep it subclinical for the lifetime of
the host [8], [28], 29].

A. The Course of the Disease

OKS lesions initially manifest as a proliferation of small
veins and capillaries around one or more dilated vessels may
be associated with bleeding, pain, and functional
interferences caused by the tumour [23], [28], [29]. OKS
lesions are mostly observed in young adult patients, often
affecting mucous, skin, and internal organs [23], [28], [29].

It has an aggressive clinical course [4], [28], [29]. KS is
reported to be the most prevalent type of cancer in HIV+
patients that have not received treatment, and it is associated
with the infection by HHV-8 [29]-[31].

The pace of HIV- KS is quite variable with a very poor
prognosis, though this is strongly influenced by the immune
status of the patient ranging from a slow progression
requiring none to basic therapy or aggressively progressive
disease [7], [30], [31].
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OKS lesion is initially a flat brown or reddish-purple
macule that does not blanch with pressure and generally
begins as multiple lesions or as a single lesion of the oral
mucosa [29], [32]. The lesion may develop into plagues or
nodules, and further disseminating to lymph nodes and organ
systems as the malignancy progresses and tends to be spread,
multiply in number, become more nodular or coalesce in
association with immunological deterioration and the drop in
the count of CD4 cells [27], [29], [32].

As the lesion progresses it eventually reaches the nerve
structure which elicits pain, which was the case in this report
as the patient complained about pain and had some
spontaneous bleeding, and difficulty in eating [6], [28].

V. DIFFERENTIAL DIAGNOSIS

The differential diagnosis of KS includes and for early
lesions can be included lesions such as benign vascular
proliferation like hemangioma, bacillary angiomatosis, and
pyogenic granuloma [18], [29], [30], [32].

Clinically KS must be differentiated from benign and
malignant tumours and early lesions must exclude vascular
lesions such as benign lymphangioendothelioma,
hemangiomas, acroangiodermatitis ecchymosis
arteriovenous hemangiomas (at the papular or nodular stage),
and also lymphangiomas or deeply located low-grade
mucoepidermoid carcinoma (at initial stages) [6], [29], [31].

Lesions such as bacillary angiomatosis can appear as
multifocal KS lesions though this is rare. KS may resemble
pyogenic granuloma or peripheral giant cell proliferation
when it occurs on the alveolar ridge [17], [18], [32].

Cellular and more advanced lesions must be differentiated
microscopically KS from angiosarcoma, Kaposiform
hemangioendothelioma lymphoma, spindle cell
haemangioendothelioma, aneurysmal fibrous histiocytoma,
spindle cell hemangioma, fibrosarcoma (advanced KS
lesion), dermatofibrosarcoma protuberans, vascular or pilar
leiomyomas, well-differentiated angiosarcoma (early KS
lesion) and even undifferentiated squamous cells carcinoma
arteriovenous malformations [6], [15], [23], [32].

An accurate clinical history and cautious histological
sampling are of paramount importance for establishing the
diagnosis of KS and thus distinguishing it from other lesions.
It has been suggested that KS as a prognostic marker in non-
treated HIV+ patients [26], [29], [30] with a worse prognosis
predicted for HIV-positive patients afflicted with Kaposi's
sarcoma however other studies refute this suggestion [15],
[25], [29]. In the discussed case, by either ignoring the fact of
being an HIV bearer or not presenting for treatment, the
patient developed cutaneous and oral KS and severe
lymphoedema due to the lack of treatment for the infection
[29], [30], [33].

VI. TREATMENT

Some studies found that patients with OKS had a higher
mortality rate than those with solely cutaneous KS lesions and
they further reported that patients with a CD4 cell count of at
least 150/uL and OKS had a similar mortality risk as patients
with a CD4 cell concentration of less than 150/pL. and
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cutaneous KS [3], [4], [6], [33].

Other studies suggest that the emergence of KS in HIV+
patients is associated with CD4 T-lymphocyte counts below
200 cell/ul [5], [6], [15].

The literature reports that KS first appears in the oral cavity
in 22% of HIV+ patients, and up to 71% of HIV-infected
patients develop oral KS together with skin and visceral
involvement [5], [28], [34]. Similarly, in this reported case
showed oral lesions associated with a skin nodular lesion that
arose after the emergence of oral lesions. In the reported case,
the presence of extensive oral lesions raised suspicions of KS
associated with the HIV infection [5], [19], [29], [31], [32].

The treatment selection for KS includes local treatments
such as surgical excision or doses of radiotherapy for small
local lesions [23], [28], [29]. Disseminated and symptomatic
forms of KS are treated with systemic treatment and staging
of the tumour based on the clinical signs is indicated prior to
treatment. Systemic treatments include chemotherapy or
polychemotherapy with adriamycin, vinblastine and
bleomycin; and/or biological therapy particularly with
recombinant interferon-o. due to its anti-angiogenetic and
immunomodulating effects [4], [6], [14], [23].

These treatment modalities include HAART, local surgical
excision, electrosurgery, chemotherapy, radiation therapy,
cryotherapy, and laser therapy and they may be isolated or in
combination. Further treatment options can be topical therapy
in form of nitrogen mustard or imiquamod, alpha- and beta-
interferon, photodynamic therapy, and intralesional or
systemic injections with cytostatic agents [5], [29], [36].

Small and single KS lesions can be surgically excised [19]
and local recurrence is rare after complete excision of the
primary lesion. However, in the event of relapse, it occurs six
months to two years after the procedure [19], [29].

Systemic therapy is indicated in the cases there is a failure
to respond to local therapy, extensive Kaposi sarcoma-
associated with lymphoedema, visceral involvement,
extensive and rapidly progressing Kaposi sarcoma [6], [29].

It has been reported that the administration of non-
nucleotide reverse transcriptase inhibitor (NNRTI)-based
therapy decreased the incidence of KS AND PI- and NNRTI-
based HAART regimens are equally protective against KS
[6], [18], [29].

The literature suggests that new cases of KS commonly
occur in patients with advanced immunosuppression and are
not on antiretroviral therapy, which is indicative of delayed
diagnosis and treatment of HIV-1 infection [18], [29], [34].

Current evidence suggests that KS often goes into
remission with HAART, and HIV-infected patients on
antiretroviral therapy are inflicted with a less aggressive form
of KS than those who are not on antiretroviral therapy at the
time of diagnosis 11929,

The patient in the case was not undergoing HAART
therapy and hence he presented with the dissemination of oral
and skin lesions associated with severe immunosuppression
as his CD count was 107 cells/mm3 [19], [27], [29].

KS is considered a progressive malignancy that may
disseminate extensively into various organ systems and
lymph nodes. KS treatment modalities have been
significantly improving with a variable prognosis depending
on the form of the KS and the patient's immune status [3],
[18], [29] hence the specific needs of the patient must be
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carefully considered before deciding on a specific treatment
plan. It has been established that effective HAART therapy
causes regression of established lesions and decreases the
incidence of KS in persons infected with HIV [18], [35].
There is uncertainty about the mechanism of action that
produces an improvement in the clinical course of HIV-KS
whether it is caused by a direct antiviral effect against HHV-
8 or can be attributed to improvement in the host-immune
status response [18], [29], [32].

The pattern of KS incidence has been significantly reduced
by the introduction of HAART therapy which targets the
underlying HIV infection, thereby improving immune
function and, as far as we know, leading to improvements in
existing KS [15], [18], [35].

Recent treatment modalities are focused on HHV-8 or at
the inflammatory cytokine or angiogenic milieu necessary for
KS growth [28], [29].

Systemic chemotherapy is administered for extensive
visceral involvement, for which there is no other effective
treatment, however, extensive systemic therapy can result in
the patient's increased susceptibility to infections and other
neoplasms due to further depression of the immune system
[6]. [18], [32].

Currently, there is no permanent cure for HIV-AIDS
however most patients with HIV -KS succumb to other
complications such as opportunistic infections [34], [18],
[29]. The patient was treated with highly active antiretroviral
therapy (HAART) at the time of presenting with KS as well
as additional chemotherapy after the confirmation of the
diagnosis KS with oral and lymphoedema and will be
periodically monitored.

VIl. CONCLUSION

Effective HAART reduces HIV load with subsequent
improvement in the host- immune status, though does not
directly influence HHV8 replication, it improves the clinical
manifestation and even though it does not ensure that HIV-
KS will not develop, it reduces the incidence and prevalence
of HIV-KS [3], [18], [29].

The introduction of HAART late exposes people living
with HIV to morbidities like KS and increased risk of early
mortality.

This article reports an unusual presentation of cutaneous
and oral KS lesions with the complication of severe
lymphoedema in an HIV infected patient who was not on
HAART therapy for three years after diagnosis. The delayed
antiretroviral therapy, in the present case contributed to the
presence of cutaneous and oral KS and severe lymphoedema.
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