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Abstract: One kind of angioproliferative disorder is Kaposi’s sarcoma (KS). Growth of spindle-shaped cells, edema, inflammation,
and neoangiogenesis are its defining features. Because it lacks the typical indicators of malignancy, it is classified as an intermediate
neoplasm. People who are immunocompromised, receiving organ transplants, or receiving antiretroviral therapy are linked to KS.
Although lymph node involvement by KS is extremely uncommon, when it does occur, it usually manifests as either the epidemic
form in (Human Immuno-deficiency) HIV-positive patients or the endemic form in Africans. There are four primary clinical
manifestations of KS that have been documented: endemic, epidemic, iatrogenic, and classic. The diagnosis of KS is made by history,
physical examination, and tissue biopsy. When treating localized disease, highly active antiretroviral therapy (HAART) may be
sufficient to either improve or completely eradicate the illness. Nonetheless, chemotherapy and HAART would be necessary in the case
of widespread illness. Here, we present the case of a 28-year-old female patient who is HIV positive and has a viral load that is not
detected. She presented with generalized lymphadenopathy of 8 months duration. She had no cutaneous manifestations. The
lymphadenopathy involved the tonsils, axilla, inguinal, and an unusual site, intraparotid on both sides. After a pathologic examination
of the lymph nodes, she was found to have epidemic-type KS and was treated with HAART and chemotherapy. In our nation, we are
not aware of any published case reports pertaining to a case like this. The purpose of this case report is to raise physicians’ awareness
of this uncommon ailment and to encourage them to suspect KS when HIV patients exhibit generalized lymphadenopathy. The early
initiation of systemic treatment is lifesaving for these patients.

Keywords: Kaposi’s sarcoma, KS, Human immune-deficiency Virus, HIV, human herpes virus-8, Acquired Immuno-deficiency
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Introduction
Kaposi’s sarcoma (KS) is an angioproliferative disorder. It is characterized by the proliferation of spindle-shaped cells,
inflammation, edema, and neo-angiogenesis." Moritz Kaposi first described KS in 1872. KS is categorized as an
intermediate neoplasm due to the absence of conventional features of malignancy.! KS is associated with stage 3
human immunodeficiency virus (HIV) infection, which is known as acquired immunodeficiency syndrome (AIDS). It
is the most common malignancy associated with AIDS.? KS is associated with patients under antiretroviral therapy, organ
transplantation, or immunocompromised.” KS has been reported among all groups at risk for HIV infection.® It generally
occurs in patients with a low CD4 count, particularly below 100 cells/mm’, and a high viral load count of > 10,000
copies/mL.>® KS can present at any time during an HIV infection.’

The risk for KS in acquired immunodeficiency syndrome (AIDS) patients is estimated to be 20,000 times greater than
in the general population and 300 times greater than in other immunocompromised populations.*

While HHV-8 does not cause symptoms in immunocompetent hosts, it can cause neoplastic illnesses like KS in
immunocompromised hosts.! Viral DNA from HHV-8 is present in all KS.>*>"'' As one of the diseases that
characterise acquired immunodeficiency syndrome (AIDS), KS has a very varied clinical course, ranging from
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asymptomatic to quickly advancing disease.>®'? Stomatognathic manifestations take the form of violet or purple
macules, papules, or tumours."?

Mucocutaneous areas, which include the skin of the lower limbs, face, trunk, genitalia, and oropharyngeal mucosa,
are often where KS presents itself.*'* Additionally susceptible are the lymph nodes and visceral organs, most frequently

the gastrointestinal and respiratory systems.*'*

A tissue biopsy, physical examination, and history are used to diagnose KS.>'*'3

The severity of the skin lesions, the systemic symptoms of the illness, and the involvement of various organs all
influence the choice of therapy for treating KS, which can be either systemic or local.'"'® When treating a localised
disease, HAART medication by itself may be sufficient to improve or even cure the condition. The reduction of HIV
replication and a drop in viral load accompanied by a rise in CD4 lymphocyte count are likely to be directly responsible
for this. However, widespread illness would necessitate HAART in addition to chemotherapy."'®

The purpose of this case report is to educate doctors about epidemic KS, an uncommon illness that affects people with
HIV. When an HIV-positive patient initially appears with generalised lymphadenopathy without any cutaneous manifes-
tation, doctors should be highly suspicious of this illness. Doctors also need to consider chemotherapy and HAART once
the diagnosis is made. Overall, extracutaneous KS, including lymph nodes, accounts for 5.4% of the KS cases but up to

now, we have not found a published case report of a similar case in our country.

Case Description

A 28-year-old known RVI female patient on HAART (Tenofovir, Lamivudine, and Dolutegravir) for the past 8 months,
presented with swellings over the bilateral cervical, tonsillar, intraparotid, axillary, and inguinal areas of 8 months
duration. The CD4 count of the patient was 378 cells/mm’ and the viral load was not detectable. Initially, the swellings
were small and pea-sized and progressively increased to attain the size at presentation. Associated with the swellings, she
had easy fatigability to the extent that she was unable to perform her daily activities. She had a low-grade intermittent
fever, a loss of appetite, and a significant but unquantified weight loss. Otherwise, she did not have a skin rash,
discoloration, or ulcer. She did not have a cough or shortness of breath. She did not have a history of diabetes or
organ transplantation.

On physical examination

Her vital signs: Blood pressure was —115/70 mmHg, pulse rate was - 68, Temperature was- 37.4 °C, and oxygen
saturation- 96%.

She had generalized lymphadenopathy over the bilateral cervical, tonsillar, intra-parotid, axillary, and groin areas; the
largest lymphadenopathy measured 3x4 cm and was located in the right inguinal area. It was firm in consistency and non-
tender. There were no other pertinent findings.

She was investigated with laboratory and imaging.

Investigations
On Serology
Complete blood count: WBC: 8400/ul with the differential of granulocyte (74.1%), lymphocytes (19.8%), and mixed
(6.1%). Hemoglobin: 12.4 mg/dl, platelet count: 256x103 mm® ESR of 15mm/hr;
Renal and Liver Function Tests Were Normal.
She was screened for hepatitis B and C, and they were negative.

On imaging
An ultrasound of the neck revealed several enlargements in the deep cervical, submandibular, intraparotid, and submental
nodes on both sides. The hilum was compressed, the flow was disorganized, and there were hypoechoic echogenicity
findings, all of which strongly suggested lymphoma.

Abdominopelvic ultrasound showed multiple inguinal, common femoral, and femoral nodal enlargements with
compressed hilum, disorganized flow, and hypoechoic echogenicity. There was no intra-abdominal lymphadenopathy,
calcification, or necrosis. All of which strongly suggested lymphoma.
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Pathologic Examination

FNAC taken from bilateral cervical, axillary, and right groin showed a hemorrhagic background containing cohesive
clusters of slender spindle cells with taper-ended nuclei. They were set in pinkish stromal fragments, along with small,
mature lymphocytes and plasma cells in the background. The conclusion was a vascular tumor suggestive of Kaposi
sarcoma (Figures 1-3).

A biopsy from the cervical LAP was sent for histopathologic confirmation.

Lymph node tissue looked completely effaced under a microscope. It was made up of interlacing fascicles of
hyperchromatic and pleomorphic spindle cells. They formed vascular slit-like (longitudinal section) and sieve-like (cross-
section) blood-filled spaces. Accompanying mononuclear inflammatory infiltrates and extravasated RBCs were also seen.
Occasional mitotic figures, including abnormal forms, were noted. Subcapsular remnant lymphoid aggregates were also
noted (Figures 4-7). The histomorphology was consistent with the FNAC finding, which is Kaposi sarcoma.

Subsequently, the patient continued the HAART (Tenofovir, Lamivudine, and Dolutegravir) and was started on
paclitaxel (175mg daily) and dexamethasone (8mg daily). She showed a partial response following the treatments. After
12 weeks, the patient’s performance status started to improve. The swellings started to decrease in size (the right groin

Figure | Under 10X magnification, shows a hemorrhagic background containing cohesive clusters of slender spindle cells with a taper-ended nucleus set in a pinkish stromal
fragment, along with small mature lymphocytes and plasma cells in the background.
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Figure 2 Under10X magnification, shows a hemorrhagic background containing single cells and cohesive clusters of slender spindle cells with a tapper-ended nucleus, along
with small mature lymphocytes and plasma cells in the background.
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Figure 3 Under 100X magnifications, shows a hemorrhagic background containing a cohesive cluster of slender spindle cells exhibiting mild to moderate pleomorphism
along with small mature lymphocytes and plasma cells at the background set in pinkish stroma.

Figure 5 Under 20X magnifications, shows lymphoid tissue with a completely effaced architecture composed of vague interlacing fascicles of spindle cells along with
extravasated RBCs. Subcapsular remnants of lymphoid aggregates are also noted.
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Figure 6 Under 100X magnifications, shows vague interlacing fascicles of hyperchromatic and pleomorphic spindle cells forming vascular slit-like and blood-filled spaces.
Accompanying mononuclear inflammatory infiltrates and occasional mitotic figures, including abnormal forms, are seen.

Figure 7 Under 100X magnifications, shows hyperchromatic spindle cells forming vascular slits and sieve-like blood-filled spaces. Accompanying mononuclear inflammatory
infiltrates.

LAP decreased to 2x2 cm), some disappeared (axillary lymphadenopathies), she started to perform her routine daily
activities, and she gained weight (3kg). Currently, she is on follow-up every month.

Discussion

KS is a significant opportunistic illness that is typified by severe immunodeficiency and commonly affects patients who
are HIV-positive.®’ The incidence of KS in the general population is one case per 100,000 people, while in the HIV-
positive population, it is one case per 20 people.'” KS was described in the literature as an uncommon cancer in central-
eastern Europe and the Mediterranean in the late 19th and early 20th centuries. It was evident by the mid-1900s that KS
moved from central Africa into southern Africa, forming a belt of countries that spanned the equator.'® An estimated
44,247 new cases of KS were diagnosed in 2012, with 85% of those cases occurring in Africa. An estimated 26,974
deaths globally are attributed to KS, with approximately 25,000 of those deaths taking place in sub-Saharan African
nations.'® Compared to AIDS patients without KS, the mortality rate for patients with KS is significantly higher.?> When
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KS does occur in women, it progresses more aggressively than in men, despite the fact that female-to-male ratios in
women range from 1: 3-15.212

KS is categorised into four distinct forms: iatrogenic disease, which impacts individuals who have received organ
transplants and are undergoing immunosuppressive therapy; epidemic disease, which is the most prevalent opportunistic
cancer in people infected with HIV-1; and the classical variant, which mainly affects older men of Jewish and East
European ancestry. Conversely, the African endemic variant mainly affects children, teens, and adults in sub-Saharan
Africa and has many extracutaneous manifestations.'* 2’ Patients who have a high viral load count of more than 10,000
copies/mL and a low CD4 count, especially fewer than 100 cells/mm3, are susceptible to KS.>® But our patient had
a CD4+ count of 378 mm3, and the viral load was undetectable, which makes our case more atypical. Compared to the
general population, the frequency and severity of epidemic KS have considerably decreased since the introduction of
antiretroviral medication, going from a standardised incidence ratio of 22,100 to 3640. In our case, however, the
occurrence of what is known as the immunological reconstitution inflammatory syndrome—a condition that arises in
HIV patients who have begun antiretroviral therapy—can account for the development of KS.%#

HHV-8, which infects KS spindle cells, is linked to KS.*?**° HHVS infection is not ubiquitous. Although it affects
less than 5% of the general population in the USA and Europe, men who have sex with men (MSM) and certain regions
of the world, like sub-Saharan Africa and the countries bordering the Mediterranean, have much higher prevalence rates
of it.>° Although the exact mechanisms of HHVS8 transmission remain unknown, it has been demonstrated that saliva and
intimate sexual contact account for the observed differences between population groups. Although less likely, blood
transmission is also a possibility.*® Regardless of the region or population group, a high prevalence of HHVS is linked to
HIV infection, according to another meta-analysis that looked at the relationship between the two variables across the
five continents.>’ Our case is a known HIV patient, so she is categorized under AIDS-related epidemic KS, but what
makes our case atypical is that she presented with generalized lymphadenopathy over bilateral cervical, tonsillar, axillary,
inguinal, and even more atypical areas, intraparotid, without any cutaneous manifestation.

In all forms of KS, mucosal and cutaneous manifestations predominate. The lesions are classical, which means that
these features primarily permit a clear clinical diagnosis. Just 5.4% of KS in a sizable AIDS-associated KS cohort were
found to be non-cutaneous KS, indicating how uncommon non-cutaneous KS is. The prognosis for epidemic KS is poor
due to increased visceral involvement.”'*® The gastrointestinal system and lungs are the most commonly involved
visceral sites. Visceral involvement or diffuse dermatological lesions are frequently linked to lymph node
involvement.'" For an HIV-positive patient with numerous cervical lymphadenopathies, concurrent lymphoma is an
uncommon but potential diagnosis. The first clinical-radiologic diagnosis made for our patient was lymphoma; however,
non-revealing CBC profiles, FNAC, and tissue biopsy ruled it out.*' Clinical manifestations of KS are typically described
as raised plaques, papules, or macules that are pink, red, purple, or violaceous; however, nodular and clearly neoplastic-
looking forms have also been reported.l’z’s’(”32 Mucocutaneous sites, which include the skin of the trunk, face, lower
limbs, genitalia, and oropharyngeal mucosa, are where KS often presents itself.”'**?” But since the introduction of
HAART, the symptoms of KS have evolved significantly. Only a tiny percentage of KS patients exhibit lymph node and
visceral disease as a result of HAART; our case falls into this tiny percentage of KS patients.*

The histopathological appearance of all clinical subtypes of KS is comparable.' Histologically, the anaplastic variety
is thought to be the most aggressive, and the slowest-growing type is the spindle cell variant. The growth rate of the
mixed cell is in the middle.”> Our case’s histologic findings are consistent with the spindle cell variant. Early lesions are
typically identified by an increase in tiny veins and capillaries surrounding one or more dilated vessels.' It is common to
observe a significant infiltration of mononuclear inflammatory cells. Spindle cell perivascular proliferation may also
occur, but cellular atypia is not very noticeable.'

According to histology, the tumor’s nodules usually arise in the lymph node’s periphery, much like metastases from
carcinomas that involve local glands. This pattern is not seen in cases of KS with generalized lymph node involvement;
in these cases, the tumor appears to develop in the medulla of the node and gradually expand from within.?* In our case,
the biopsy showed a similar pattern with the involvement of the medulla as well as the periphery of the node. The type of
lymph node involvement in cases where the disease is in isolated glands is unclear because the tumor will completely
replace the nodes, but the tumor likely originated from the medulla.*?
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Immunohistochemistry is not mandatory in the diagnosis of KS, but it is strongly recommended in cases where it is
difficult to differentiate from other differentials. On immunohistochemistry, KS is characterized by expression of CD34,
CD31, and CD2-40.""'>'332 For our patient, IHC was not done because the histomorphologic findings were classic and
convincing for Kaposi sarcoma.

The management of KS is contingent upon factors such as the type of lesions, the extent of their spread, and the
organs affected. When treating a localised disease, HAART medication by itself may be sufficient to improve or even
cure the condition."*!" This impact is believed to be directly caused by the inhibition of HIV replication, resulting in
a reduction of viral load and an increase in CD4 cell count.* Local therapeutic methods, such as surgical and laser
removal, cryotherapy, radiation, injections of vinblastine or vincristine directly into the affected area, and the application
of vinca alkaloids, bleomycin, or retinoids on the skin, are mostly recommended for small, specific lesions. Systemic
therapy encompasses several treatment options for different forms of the disease. These include highly active antire-
troviral therapy (HAART), which is effective against HIV, IFN-alpha, known for its ability to modulate the immune
system and inhibit blood vessel growth, used for minimal cutaneous disease, and chemotherapeutic agents such as
Paclitaxel, bleomycin, vincristine, and liposomal anthracyclines, which are used for disseminated and symptomatic forms
of the disease. The most effective treatment for KS patients has not yet been determined, however recent advancements
in comprehending the disease process may produce a universally accepted procedure.'* Our patient was started on
paclitaxel (175mg daily) and dexamethasone (8mg daily) because she was diagnosed with one of the aggressive forms of
Kaposi sarcoma which is epidemic type KS and she was symptomatic.

Conclusion

KS must be suspected in HVI patients presenting as generalized lymphadenopathies as an initial manifestation without
any skin lesions, regardless of their viral load. High index suspicion is needed by physicians for KS as its presentation
mimics lymphoma and early initiation of chemotherapy and HAART is considered to be lifesaving.
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