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Abstract

Kaposi’s sarcoma is a vascular tumor associated with human herpesvirus 8 
(HHV8) infections that most commonly involve the skin. Kaposi’s sarcoma with 
the gastrointestinal tract is not rare in acquired immunodeficiency syndrome 
and can also occur in immunosuppressed patients. These patients may present 
with vague and variable clinical manifestations. Herein, we report a case of 
a 70-year-old man with Sjogren’s syndrome and cutaneous Kaposi sarcoma 
who presented with gastrointestinal bleeding. On upper endoscopy, infiltrative, 
circumferential, reddish polypoid lesion involving the body and antrum of the 
stomach was seen. Histologic examination revealed spindle cell proliferation, 
and immunohistochemistry stains for human herpes virus-8 and CD34 were 
positive, supporting the diagnosis of metastatic Kaposi’s sarcoma. Following 
this, we present an overview of literature on gastrointestinal Kaposi’s sarcoma 
with emphasis on diagnosis and management.
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Introduction
Kaposi sarcoma (KS) is a  multifocal  low-grade vascular 

malignancy that is associated with Human Herpesvirus-8 (HHV8) 
infection [1]. The first description of this tumor dates back to 1872 
and was made by Dr. Moritz Kaposi, a Hungarian dermatologist 
who described 5 cases of “idiopathic multiple pigmented sarcomas 
of the skin”. Four distinct forms have been characterized including 
classic KS, endemic or African KS, organ transplant-associated KS, 
and AIDS-related KS [2,3]. KS is the most common malignancy in 
patients with AIDS, especially among men who have sex with men 
(MSM) and low CD4 count of <100 cell/μL. It also develops in the 
setting of advanced immune suppression frequently [3,4,5].

Skin lesions are the most common manifestation in patients with 
KS, typically the skin of the lower extremities, face, trunk and genitalia. 
Visceral involvement is also frequent, affecting most commonly the 
gastrointestinal tract (40%) and lungs (30%) [6,7]. Most patients 
with GI involvement are asymptomatic, and therefore, most visceral 
KS remain unidentified [4]. However, it may present with non-
specific symptoms such as weight loss, diarrhea, abdominal pain and 
Gastrointestinal bleeding [8]. Obstruction, perforation, intussuscep-
tion, and protein-losing enteropathy are infrequent complications 
associated with advance disease and high GI burden [9].

We report a rare case of GI-KS presenting as upper GI bleeding in 
Sjogren’s syndrome individual. Prompt diagnosis and early initiation 
of therapy are the cornerstones for management of this potentially 
severe disease.

Case Presentation
A 70-year-old male had presented with progressively weakness, 
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dizziness, and melena for 1 week. He had past medical history of 
type 2 diabetes, Sjogren’s syndrome and cutaneous Kaposi sarcoma 
diagnosed by skin biopsy 1 year previously. Physical examinations 
revealed pallor conjunctiva and erythematous plaques lesions on his 
lower extremities (Figure 1). Laboratory data showed hemoglobin 
level of 7.3 g/dL and positive result of the fecal occult blood test. 
The esophagogastroduodenoscopy disclosed numerous 1 to 2cm, 
polypoid reddish lesions with ulceration in the stomach (Figure 2 and 
3). Biopsy specimens were obtained from the nodular lesions. The 
pathologic result of biopsy showed moderate chronic inflammation 
and proliferation of spindle cells with vascular slits and hemorrhage, 
consistent with Kaposi’s sarcoma. Immunohistochemistry stains for 
human herpes virus-8 and CD34 were positive, supporting the above 
diagnosis (Figure 4 and 5). The patient received blood transfusion 
and proton-pump inhibitor administration. Systemic treatment with 
doxorubicin was recommended but the patient hesitated the side 
effects of chemotherapy. His melena and symptoms related to anemia 
temporarily improved after conservative medical treatment.

Discussion
In total, 4 forms of KS have been described. As HHV-8 has been 

detected in all 4 forms of Kaposi sarcoma. Classic KS typically occurs 
in older men of Eastern European and Mediterranean countries. 
This form is not associated with HIV, but it coincides with an 
altered immune system and malignant diseases. Endemic or African 
KS is prevalent in sub-Saharan Africa and is not correlation with 
immune deficiency. This form is very aggressive and is often found 
in South Africa in young Bantu children with local or generalized 
lymphadenopathy. Organ transplant associated KS occurs after solid 
organ transplantation. This form develops between several months 
to several years after organ transplantation with immunosuppressive 
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therapy. Lesions develop on the skin, but in approximately half of 
the cases, they are also found in internal organs and lymph nodes. 
AIDS-related KS preferentially affects homosexual or bisexual 
men compared with women, drug users, or transfusion recipients. 
Although the rate of AIDS related KS has decreased dramatically since 
the introduction of highly active antiretroviral therapy (HAART), KS 
remains the most common malignancy among patients with AIDS 
[10-12].

KS has long been suspected of having an infectious etiology on 
the basis of its unusual epidemiology, histopathology, and natural 
history.  Additionally, the virus also modulates innate immune 
pathways to allow for prolonged survival of the infected cell following 
primary infection, and during viral latency. The pathogenesis of KS 
has been linked to human herpesvirus 8 infections. Kaposi’s sarcoma-
associated herpesvirus (KSHV) pathogenesis also depends on cell 
extrinsic events such as co-infection with human immunodeficiency 

virus (HIV), degree and status of the systemic host immune response, 
and other host factors, which modulate the cellular environment [13].

KSHV binding to the endothelial cell surface heparan sulfate 
is followed by sequential interactions withαVβ3, αVβ5, and 
α3β1integrins and Ephrin A2 receptor tyrosine kinase (EphA2R). In 
recent research, it demonstrated that the endosomal Sorting 
Complexes Required (ESCRT-I) complex Tsg101 protein also 
involves in the macropinocytosis of KSHV and plays an important 
role in KSHV trafficking. The Endosomal Sorting Complexes 
Required for Transport (ESCRT) proteins are recruited to assist in 
viral entry and trafficking. In addition, KSHV interacting with the cell 
surface receptors also induces the host transcription factors NF-κB, 
Nrf2, and ERK1/2 during infection to initiate and modulate viral and 
host gene expression [14-15]. 

KS of the gastrointestinal tract is not an uncommon disease 
in acquired immunodeficiency syndrome and can also occur in 
immunosuppressed patients [16,17]. As reported in the literature, 
40% of patients with confirmed Kaposi’s sarcoma will develop GI 
lesions as well. In the GI tract, the small intestine is affected most 
frequently, followed by the stomach, esophagus, and colon. Most 
gastrointestinal lesions might be asymptomatic, but abdominal pain, 
weight loss, nausea, vomiting, gastrointestinal bleeding, obstruction, 
malabsorption, or diarrhea are all possible manifestations . Previous 
reports showed gastrointestinal bleeding occurred in renal transplant 
recipients with KS of gastrointestinal tract. Acute GI bleeding due 
to GI-KS in Sjogren’s syndrome individual has been infrequently 
reported in the literature [18-20]. 

On endoscopic findings of gastrointestinal KS, it is characterized 
by features such as deeply-red flat, maculopapular, or polypoid lesion. 
Volcano-like mass with a central umbilication or ulceration may 
present in some cases [5,20]. Diagnostic histopathology demonstrates 
spindle shaped cells with positive nuclear staining for human herpes 
virus-8. Immunohistochemistry shows expression of CD34, CD31 
and D2-40 [21]. 

Figure 1: Purple and brown lesions on his lower extremities, performed 
biopsy 1 year previously.

Figure 2 and 3: Dark-reddish polypoid nodule lesions in the stomach. 

Figure 4 and 5: Immunohistochemical staining revealing expression of 
human herpes virus-8 (HHV-8) and CD-34.
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Overall, the visceral involvement of the KS is usually associated 
with poor prognosis. Treatment is usually palliative and aimed 
primarily at improving symptoms and preventing progression. 
Options may include antiretroviral medications, radiation therapy, 
chemotherapy, or combination therapy. Treatment with HAART is 
recommended in AIDS-related KS. Antiretrovirals may help decrease 
the proportion of new lesions, promote regression of existing lesions, 
and improve survival with or without chemotherapy. Among patients 
with localized cutaneous KS, HAART with either topical gel therapy 
or local radiation may suffice. However, in patients with extensive 
mucocutaneous disease or visceral organ involvement, combined 
HAART and systemic chemotherapy is indicated. Pegylated 
Liposomal doxorubicin and paclitaxel are the chemotherapeutic 
agents of choice [22,23].

Other drugs have been studied including antiangiogenic 
agents (e.g. thalidomide) and immunomodulators (e.g. retinoid 
compounds). All have shown suboptimal response rates. Antiviral 
agent cidofovir, had also been investigated in small trials suggesting it 
could be as a possible alternative therapy. While targeting mTOR and 
VEGF are promising therapeutic strategies, the inhibition of other up 
regulated pathways in KS have been the focus of recently completed 
clinical trials. Finally, another promising therapeutic strategy for 
KS is the inhibition of matrix metalloproteinases (MMPs). MMPs 
are endopeptidases that assist in angiogenesis via degradation of 
extracellular matrix [23]. The ability to molecularly target intricate 
pathways in cancer has been transformed from a hopeful idea to a 
definitive reality.

Conclusion
KS of the GI tract is far more common than originally thought, but 

the majority of patients are asymptomatic and remain undiagnosed. 
KS with gastrointestinal involvement should be considered in 
the differential diagnosis of gastrointestinal bleeding. Therefore, 
clinicians always maintain a high index of suspicion, especially in 
patients with AIDS and some immunosuppressive patients.
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