Case Report

Kaposi sarcoma with long-term disease control on pazopanib in a
young human immunodeficiency virus-positive male from Northeast
India: A case report

Kakoli Medhi!, Partha Sarathi Roy?, Rajdeep Bose®, Ankur Bhattacharyya!, Ravreet Pal Kar?

From 'Assistant Professor, *Professor and Head, DM Resident, Department of Medical Oncology, Dr. B. Borooah Cancer Institute,
Guwahati, Assam, India

ABSTRACT

Kaposi sarcoma (KS) is a rare vascular tumor and an acquired immunodeficiency syndrome-defining illness
commonly associated with human herpesvirus-8 (HHV-8) infection. It is typically seen in individuals with advanced
immunosuppression and low CD4+ T-cell counts. We report the case of a 15-year-old male of Naga ethnicity from
Nagaland, India, who was diagnosed with human immunodeficiency virus (HIV) infection at birth and was initiated on
antiretroviral therapy. In July 2018, he presented with a painless nodular swelling on the left side of the neck and bilateral
pedal edema. Clinical examination revealed violaceous skin nodules. A biopsy from the nodular lesion confirmed the
diagnosis of KS, with positive immunohistochemical staining for CD31, CD34, and HHV-8. Subsequently, he was
initiated on pazopanib, an oral tyrosine kinase inhibitor, in December 2019. The patient achieved a partial response with
disease stabilization, which was sustained until the last follow-up in May 2025. This case underscores the importance
of considering KS in adolescents with HIV infection, even in low-prevalence regions. It highlights the diagnostic value
of immunohistochemistry in confirming the disease and demonstrates the potential utility of pazopanib as a viable

treatment option in refractory cases.
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aposi sarcoma (KS), first described by Moritz
B Kaposi in 1872, is a vascular malignancy

caused by human herpesvirus-8 (HHV-8), also
known as KS-associated herpesvirus [1,2]. It is the
most common malignancy associated with acquired
immunodeficiency syndrome (AIDS), particularly in
patients with CD4 counts below 200 cells/mm? [3].
KS presents in four forms: Classic, endemic African,
human immunodeficiency virus (HIV)-related, and
iatrogenic, with the HIV-related form often involving
diffuse skin and visceral organ involvement [1].
Stomatognathic manifestations include violaceous
macules, papules, or tumors, and visceral involvement,
particularly in the lungs and gastrointestinal tract, can be
life-threatening [4,5]. The mode of HHV-8 transmission
includes sexual contact, organ transplantation, and
maternal breastfeeding [6].

This case report describes a case of KS in a young
HIV-positive male from Northeast India, highlighting
diagnostic and therapeutic challenges in a resource-
limited setting.
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CASE PRESENTATION

A 15-year-old male from Nagaland, India, with vertically
acquired HIV infection diagnosed at birth, presented to
Dr. B. Borooah Cancer Institute (BBCI) in July 2018.
HIV transmission was presumed to be mother-to-child
(vertical) transmission, and he was started on highly
active antiretroviral therapy (HAART) after diagnosis.
He was currently on an HAART regimen of tenofovir,
lamivudine, and dolutegravir, and presented to the
Dr. BBCI in July 2018 with a 2-month history of nodular
swelling on the left side of the neck and lower limb
(picture attached) and bilateral edema.

At presentation, his CD4+ T-cell count was
33 cells/uL and HIV wviral load was unavailable.
Serological evaluation was negative for hepatitis B,
hepatitis C, and syphilis (venereal disease research
laboratory), and evaluation for tuberculosis was negative.

An excisional biopsy of the nodular lesion
demonstrated effacement of the normal nodal architecture
by a diffuse spindle-cell and vasoformative proliferation,
accompanied by an inflammatory infiltrate composed
predominantly of plasma cells and lymphocytes.
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Numerous irregular, jagged, slit-like vascular spaces were
identified between the spindle cells, with extravasation
of red blood cells and formation of intracellular and
extracellular neolumina. The endothelial and spindle cells
were plump and showed mild-to-moderate cytological
atypia. These morphological features were suggestive
of KS.

On immunohistochemistry, the lesional cells showed
positivity for the endothelial markers CD31 and CD34,
along with nuclear positivity for HHV-8, confirming
the diagnosis of KS. Baseline 18F-fluorodeoxyglucose
(FDG) positron emission tomography/computed
tomography (PET-CT) demonstrated metabolically
active cervical lymphadenopathy and multiple FDG-avid
cutaneous/subcutaneous nodular lesions involving the
left lower limb, consistent with multifocal KS.

The patient was initiated on liposomal doxorubicin
(40 mg/m? every 3 weeks for six cycles), with the last dose
administered in February 2019. A post-chemotherapy
PET scan showed complete metabolic resolution of the
disease. However, after a short disease-free interval of
6 months, he developed nodular swellings on the left leg.
A repeat biopsy confirmed KS recurrence. He was then
treated with gemcitabine (1000 mg/m? on days 1 and 8)
and docetaxel (75 mg/m? on day 1) every 3 weeks for
six cycles. A follow-up PET-CT scan indicated disease
progression.

In December 2019, the patient was started on
pazopanib (800 mg daily). A PET-CT scan after 4 months
showed an interval reduction in metabolic activity and
size, indicating a partial response. After 2 years of
pazopanib, the patient developed significant proteinuria
of 3+ along with hypertension, and he was continued on
pazopanib with consultation from a fellow nephrologist.

Pazopanib was continued, but after 5 years, the
patient developed bloody diarrhea, which resolved after
a temporary dose reduction to 400 mg daily. The dose
was later increased to 600 mg daily, which he tolerated
well. Other notable toxicity was the development of
Grade 2 hand-foot syndrome during the first 12 months
of pazopanib therapy, which resolved with local care.

At the last follow-up in June 2026, the patient was on
Pazopanib and HAART, clinically asymptomatic, with an
undetectable HIV viral load, a CD4 count of 600 cells/uL,
and urinary protein of 3.7 g/24 h. APET-CT scan showed
stable disease, with low FDG-avid cervical lymph nodes
and a lytic lesion in the 1** Lumbar vertebra. Timeline
of events during the course of disease in the patient is
shown in Table 1.

DISCUSSION

Incontrasttosub-Saharan Africaand parts of Europe where
the disease is more prevalent, KS remains exceedingly
rare in India. The low incidence of KS in India is largely
attributed to the relatively low seroprevalence of HHV-8,
the causative agent of the disease. Indian studies have
reported HHV-8 seroprevalence rates ranging from 0%

to 4% in the general population, compared to endemic
African region prevalence of 30—50% [7,8].

The HIV/AIDS burden has been substantial in India,
especially during the early 2000s; however, KS has not
emerged as a common AIDS-associated malignancy. The
more frequently encountered HIV-associated cancers
in the Indian setting are non-Hodgkin lymphoma and
cervical cancer [9]. Consistently low reporting of KS
cases in the National Cancer Registry Programme and
several institutional series across decades suggest either a
true rarity or substantial underreporting of cases [10,11].

Most reported Indian cases have been isolated and
documented as case reports. These often describe HIV-
associated KS with cutaneous involvement and less
commonly visceral disease, typically diagnosed at a
later time due to low clinical suspicion and limited
access to HHV-8 testing [12,13]. Furthermore, routine
immunohistochemistry for HHV-8 is not available in
many pathology labs in India, contributing to potential
underdiagnosis or misclassification.

In 1993, the first report of AIDS-associated KS in India
was described; since then, there have been very few case
reports of AIDS-associated KS in Indian literature [12,14].
In 1993, Shroff et al. reported a case of AIDS-associated
KS, and intralesional injection of vincristine and sublingual
alpha-interferon were used with modest responses in skin
lesions [12]. In 1996, Kumarasamy ef al. published a case
of cutaneous KS in an Indian drug user [14]. Chandan
et al. reported a case of an Indian heterosexual male with
AIDS-associated KS in 2002 [15]. There have been a few
cases of KS associated with thrombocytopenia [14].

In Northeast India, where our patient is a native, HIV
prevalence has been historically higher than the national
average, especially among injectable drug abusers and
in states such as Nagaland, Manipur, and Mizoram [16].
However, even in these high-prevalence states, reported
cases of KS are sparse, making this case a unique
contribution to the understanding of KS epidemiology in
this region.

Over the years, India’s HIV care programs have
improved, and longer life expectancy is now seen in people
living with HIV. Clinicians may encounter more cases
of KS in the future. Awareness of the clinical spectrum
of KS, access to diagnostic immunohistochemistry, and
familiarity with emerging treatments, including targeted
therapies such as pazopanib, will be critical for timely
diagnosis and effective management.

The treatment landscape for KS has evolved
significantly since the AIDS epidemic of the 1980s.
Initially, KS was managed with local therapies such as
radiation, cryotherapy, or surgical excision for localized
lesions, especially in classic or indolent forms. However,
the emergence of AIDS-related KS, characterized by
multifocal and aggressive disease, necessitated systemic
therapies.

In the 1990s, combination chemotherapy became the
mainstay for advanced KS. Regimens such as adriamycin,
bleomycin, vincristine were widely used, with higher
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Table 1: Timeline of events during the course of disease in the patient

Time Clinical event Treatment/outcome

Birth Vertically acquired HIV diagnosed ART initiated at (age/date)
July 2018 Neck/lower-limb nodules; Kaposi Sarcoma diagnosed HHV-8+, CD31+, CD34+
2018-February 2019 First-line therapy Liposomal doxorubicinx6
February 2019 Response assessment Complete metabolic response

~6 months later Recurrent left-leg nodules

January 2019 Second-line therapy
July 2019 PET-CT

December 2019 Third-line treatment
April 2020 PET-CT after 4 months

Biopsy-confirmed recurrent KS
Gemcitabine+docetaxelx6
Progressive disease

Pazopanib 800 mg/day

Partial response

HIV: Human immunodeficiency virus, ART: Antiretroviral therapy, KS: Kaposi sarcoma, PET-CT: Positron emission tomography/computed tomography

rates of toxicity, particularly in immunocompromised
individuals [17]. Subsequently, liposomal anthracyclines,
such as pegylated liposomal doxorubicin and liposomal
daunorubicin, emerged as superior first-line agents,
demonstrating higher response rates, reduced toxicity,
and improved tolerability in randomized trials [18,19].
These agents remain standard of care for moderate-to-
severe disease.

A major turning point in KS treatment occurred with
the advent of HAART in the mid-1990s. HAART led to
substantial immune restoration, resulting in a marked
decline in KS incidence and, in some cases, spontaneous
lesion regression without chemotherapy [20]. In early or
asymptomatic KS, HAART alone may be sufficient [21].

For refractory or progressive KS, particularly
in patients already on HAART, second-line options
include taxanes (e.g., paclitaxel), which have shown
clinical benefit [22]. In recent years, the recognition
of KS as a vascular tumor has prompted the use of
angiogenesis inhibitors. Agents such as bevacizumab, a
monoclonal antibody against vascular endothelial growth
factor (VEGF), have demonstrated activity in phase II
trials [23].

More recently, oral tyrosine kinase inhibitors (TKIs),
such as pazopanib and sorafenib, which inhibit VEGF
receptors and other angiogenic pathways, have been
explored as salvage therapies. Case series and early-phase
studies suggest modest efficacy and manageable toxicity
in patients with relapsed or refractory KS, including
those with well-controlled HIV [24,25]. These agents
are particularly valuable in resource-limited settings
due to ease of administration and oral availability. The
role of immunotherapy, including immune checkpoint
inhibitors, is also under investigation, particularly in
patients with KS and associated immune dysregulation,
although data remain preliminary [26].

Thus, the management of KS has shifted from
cytotoxic-heavy regimens toward more targeted and
individualized therapies, particularly in the context of
immune reconstitution through HAART.

CONCLUSION

This case illustrates the management of KS in a young
HIV-positive patient, an uncommon demographic for

this malignancy, as KS typically affects older adults
or severely immunocompromised individuals. Despite
HAART, the patient developed KS, likely due to
persistent HHV-8 infection, which is strongly associated
with HIV-related KS. The initial response to liposomal
doxorubicin, a standard therapy for KS, was promising,
achieving complete metabolic resolution. However,
recurrence after 6 months highlights the aggressive
nature of HIV-related KS, even in patients on HAART.
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