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Abstract
BACKGROUND
Kaposi’s sarcoma (KS) is one of the most common cancers in human immunodeficiency virus (HIV)-positive patients and leads to a high prevalence of morbidity and mortality. It usually appears as cutaneous or mucous lesions. Patients with visceral KS are asymptomatic and clinically silent. As the disease advances, patients may progress from a normal condition to exhibiting severe symptoms.

CASE SUMMARY
A 27-year-old man presented with a 2two-month history of fever, bearing-down pain, and rectal bleeding. His hepatitis B virus -DNA level was 2.7 ×107 IU/mL. Abdominal computed tomography (CT) indicated liver cirrhosis. Before he was admitted to our hospital, he was diagnosed with HIV infection. His CD4 count was 24 cells//L. Pelvic cavity CT suggested a thickened rectum wall accompanied by multiple enlarged lymph nodes. The patient was initially treated as having haemorrhoidal varices with bleeding, tTelbivudine for anti-hepatitis B virus treatment, and antibiotics for anti-infection. After half of a month of treatment, the patient felt that his lower lumbus ache and bearing-down pain had not improved, and a colonoscopy was conducted. The result revealed a rectal mass that was histologically confirmed as KS with rectal spindle cells that were positive for cluster of differentiation 117 (CD117), CD34, human herpes virus 8HHV8, and CD31. He applied was administered systemic chemotherapy with 36 mg/d of liposomal doxorubicin for six times. The patients experienced no sign of lower gastrointestinal (GI) bleeding again.

CONCLUSION
This case highlights the diagnosis of primary KS with lower gastrointestinalGI bleeding in HIV-positive patients, which means visceral KS could not be excluded. The gold standard relies on colonoscopy and biopsy findings.
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Core tip: Human immunodeficiency virus (HIV)-related Kaposi’s sarcoma (KS) is the most common malignancy that affectsaffecting human immunodeficiency virus (HIV)-positive patients. It usually appears as cutaneous or mucous lesions;, however, KS in the viscera cannot be excluded. Patients may progress from a normal condition to exhibiting severe symptoms. We present herein, a rare case of HIV/hepatitis B virus co-infectioned patient who that manifested as fever, bearing-down pain, and rectal bleeding. This case highlights that primary KS without a cutaneous manifestation should not be ignored when physicians make infectious consultation. We should lay Eemphasis should be placed on colonoscopy and biopsies. 
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INTRODUCTION
[bookmark: _Hlk15915670][bookmark: _Hlk15915645]Kaposi’s sarcoma (KS) is a low-degree tumour consisting of multicentric vascular nodules. Human herpes virus type 8 (HHV8), also known as Kaposi's sarcoma-associated herpes virus (KSHV), is an aetiological agent of KS[1]. KSHV infects characteristic spindle cells of endothelial origin, B cells, and keratinocytes, and expresses a wide range of genes encoding proliferation and , angiogenesis, thus leadings to pathogenesis of KS[1-3]. Because of the human immunodeficiency virus (HIV)-1 tat gene product, HIV-1 and KSHV can accelerate replication reciprocally. In the meantime, upregulated T-helper type-1-type cytokines induce reactivation of KSHV and growth of the disease[3-5]. It usually presents as cutaneous or mucous lesions undergoing three stages: patch, plaque, and nodular[2]. Pain, oedema, and ulceration may occur when lymphatic obstruction involves subcutaneous tissue[4]. Visceral KS only accounts for a small part, which can be life -threatening. It is symptomless at the beginning followed by exacerbation when it advances[1]. Although combination anti-retroviral therapy is still the mainstay of treatment for acquired immune deficiency syndrome (AIDS)-related KS, tumour-specific therapies including cytotoxic agents and anti-angiogenic agents are necessary for aggressive type[3].
We present herein, a patient with HIV/ hepatitis B virus (HBV) co-infected liver cirrhosis patient whothat manifested as lower gastrointestinal (GI) bleeding. This case shows us that essential colonoscopy and pathological diagnosis should not be forgotten for visceral KS with GI bleeding. We used “Kaposi’s Sarcoma”, “HIV”, “gastrointestinal bleeding”, and pertinent words to search the articles on PubmedPubMed.

CASE PRESENTATION
Chief complaints
A 27-year-old man presented with a 2two-month history of fever, bearing-down pain, and rectal bleeding.

History of present illness
Patient’s symptoms started 2two months ago; he previously visited another hospital to undergo a thorough examination previously. Based on the results of laboratory examinations and imaging examinations, he was primarily diagnosed with haemorrhoidal varices bleeding due to liver cirrhosis by another physician. He was treated with piperacillin/tazobactam and meropenem for anti-infection therapy, with somatostatin and octreotide to lower the portal pressure and with telbivudine for anti-HBV therapy. Three days before he was admitted to our hospital, he was diagnosed with HIV infection. He was transferred to our ward for specific treatments. He still complained of fever and rectal bleeding.

History of past illness
The patient underwent suffered from chronic hepatitis B since he was born. Abdominal computed tomography (CT) indicated liver cirrhosis as well.

Physical examination
On examination, the patient’s temperature was 39.3 °C, heart rate was 96 beats per min, respiratory rate was 16 breaths per minute, blood pressure was 105/73 mmHg, and oxygen saturation in room air was 98%. The patient did not show any rashes, but was pale and had an abdominal bulge.

Laboratory examinations
A routine blood test showed mild anaemia with a haemoglobin level of 11.7 g/dL, leucopenialeucopoenia with a leucocyte count of 1900/µL, thrombocytopenia with a platelet count of 83000/µL, and an albumin level of 29.8 g/L. Coagulation function tests showed an activated partial thromboplastin time of 56.2 s and a prothrombin time of 17 s. His CD4 count was 24 cells/µL. The stool test was positive. The G test, GM test, and latex agglutination test were all negative.

Imaging examinations
Pelvic cavity CT suggested a thickened rectum wall accompanied by multiple enlarged lymph nodes. Abdominal CT showed diffuse adenopathy surrounding the hepatic portal and the posterior peritoneum.

Initial treatments
[bookmark: _Hlk491268110]During hospitaliszation, because of his history of hepatitis B-related cirrhosis, the patient was initially treated as having haemorrhoidal varices with bleeding. Octreotide was administered to stop the bleeding. Telbivudine was added to the anti-hepatitis B virusHBV treatment. The patient developed a fever before being admitted to our hospital; the fever did not improve during the first days of hospitaliszation. He was given antibiotics, including piperacillin sodium and sulbactam sodium, empirically. On the fifth 5th day of admission, the blood culture results showed that Staphylococcus aureus was still present. Considering his symptoms, we concluded that the patient had septicaemia. The abovementioned antibiotics were discontinued, and biapenem was added to his treatments. Due to the absolute CD4 T-lymphocyte counts along with the mucosa blaze in the patient’s mouth, the antifungal agent voriconazole was used.

FINAL DIAGNOSIS
[bookmark: _Hlk491266687]After half of a month of treatment, the patient felt that his lower lumbus ache and bearing-down pain had not improved, and a colonoscopy was conducted. The result revealed a rectal mass (Figure 1) that was histologically confirmed as KS with rectal spindle cells that were positive for cluster of differentiation 117 (CD117), CD34, HHV8, CD31, and Ki-67 (30%) and negative for soluble proteinS-100, SMAsmooth muscle actin, and dDesmin (Figure 2).

TREATMENT
[bookmark: _Hlk491266719]Based on the pathological and immunohistochemistry results, when the patient was clinically stable, he was given hHighly aActive aAntiretroviral tTherapy (HAART) consisting of lamivudine, efavirenz, lopinavir, and ritonavir. He started systemic chemotherapy with 36 mg/d of liposomal doxorubicin on August 26, 2016. At that time, his local bleeding was resolved, and he was discharged from the hospital. Then, the patient was readmitted into the hospital for chemotherapy with liposomal doxorubicin at the same dosage on a monthly basis.

OUTCOME AND FOLLOW-UP
[bookmark: _Hlk491266825][bookmark: _Hlk491266848]Prior to each chemotherapy treatment, he routinely underwent a CT scan (Figure 3). The results revealed that the focus had shrunk, indicating that the patient had palliated successfully. At his 6six-month follow-up visit, the patient’s viral load decreased to 7.39E + 01 copies/mL. He also underwent a positron emission tomography (PET) (PET) scan that showed great improvement in hypermetabolic activity in the rectum with mild residual activity (Figure 4). He completed six doses of liposomal doxorubicin and experienced no sign of lower GI bleeding again.

DISCUSSION
Currently, KS is one of the most common cancers in HIV-positive patients and leads to a high prevalence of morbidity and mortality. As the previous reports have indicated, the incidence of KS has declined for more than 80%. It has been classified into four clinical variants: classic, endemic, HIV-related, and immunosuppression-related. Each type has unique characteristics[6]. The classic type, which is mainly presented as solitary cutaneous lesions on the lower extremities, affects elderly populations of Mediterranean or Eastern European descent. The endemic type shows familiar cutaneous manifestations that are more aggressive during the course of lymphadenopathy and has been found in South African children. The transplantation-related type often occurs in immunocompromised patients who receive immunosuppressive medications. HIV-related KS is the most common malignancy that affects HIV-infected patients[4]. As a previous retrospective study discussed, it is predominantly found among homosexual men with low CD4 cell counts (usually < 100 cells/µL) and a high viral -load (> 10000 copies/mL)[1,4,7]. KS is a low-degree tumour consisting of multicentric vascular nodules. HHV8, also known as KSHV, is an aetiological agent of KS[1,8,9]. KS can occur in patients with or without HIV infection as well as in patients with or without normal CD4 cell counts[5].
KS usually appears as cutaneous or mucous lesions, but this does not indicate that KS in the viscera, which accounts for 3.5% of cases, can be excluded[10,11]. A majority of patients with visceral KS are asymptomatic and clinically silent[1]. As the disease advances, patients may progress from a normal condition to exhibiting severe symptoms including anaemia, abdominal pain, diarrhoea, dyspepsia, vomiting, and even complications that are rarely presented such as intestinal obstruction, perforation, and weight loss[12,13]. In this unusual case, the patient was hospitaliszed with GI bleeding, fever, and pain at the waist. The initial examination found hepatitis, cirrhosis, and septicaemia, which were consistent with the chief complaint. However, treatment for cirrhosis and septicaemia was not effective. At that time, other causes were considered, and further examinations, such as colonoscopy, were conducted. Pathologic diagnosis remains the gold diagnostic standard. The HIV-positive patient presented with lower GI bleeding without skin lesions.
[bookmark: _Hlk15914673][bookmark: _Hlk15915551][bookmark: _Hlk491267526]Diagnosis of this type of primary KS without a cutaneous manifestation is a challenging problem for physicians. Imaging as a reliable, non-invasive method plays an important role in the diagnosis and prognosis of the AIDSacquired immunodeficiency syndrome-related KS. Razek et al[14] showed that apparent diffusion coefficient of the spleen could act as a simple predictor of esophagealoesophageal varices in cirrhotic patients through diffusion-weighted magnetic resonance imaging. In our case, at the very beginning, abdominal CT showed us morphologic characteristics, location and number of lesions, as well as enhancement pattern, but it wasis not enough for athe tissue-specific diagnosis. It also presented us decreased size of tumour in CT and great improvement in hypermetabolic activity in PET-CT after treatments of HAART and chemotherapy. PET-CT is generally used for differentiating between benign and malignant tumours, grading and staging of tumours, as well as evaluating the effects of treatments. Imaging techniques and findings do help a lot in complementing to discriminate nature of tumours[15]. Nevertheless, the golden standard of diagnosis should relyies on colonoscopy and biopsy findings[10]. The endoscopic appearance often features submucosal nodules with a polypoid formation and volcano-like mass lesions[10]. Its severity depends on its endoscopic appearance including the size, ulceration, and number of lesions. As previously reported, multiple lesions are more closely related to a high viral load (, i.e., >  10000 copies/µL), while massive lesions are associated with low CD4 cell counts (, i.e., <  100 cells/µL)[7]. The pathological results showed that proliferating spindle cells were positive for CD31, CD34, and latent nuclear antigen, suggestive of HHV-8[9]. The differential diagnoses should exclude diseases, such as leiomyomas, rhabdomyosarcomas, GI stromal tumours, cytomegalovirus infections and non-Hodgkin lymphomas, that also occur in the GI tract of HIV-positive patients[10,16]. Among HIV-negative patients, angiosarcoma and GI stromal tumours have the same spindle-shaped cells as KS. The diagnosis should be based on a complete medical history and physical examination.
In addition to inhibiting virus production, HAART management also repairs the immune system, which may be a prerequisite for other treatments. Radiation, surgical excision, sclerotherapy, and liquid nitrogen cryotherapy are used in cases of limited lesions[4]. Therapies targeting KS, including ganciclovir and foscarnet, have been proven to be useful. Cytotoxic chemotherapy, including liposomal doxorubicin, can be used as a first-line treatment; paclitaxel or oral etoposide are second-line treatments. In one study, combined HAART and liposomal doxorubicin treatment outperformed HAART therapy alone[17]. Two clinical trials are currently investigating whether administering HAART and chemotherapy together or sequentially is the better mode of therapy[18]. Other treatments used for anti-angiogenesis-like vascular endothelial growth factor neutralizing antibody bevacizumab, tyrosine kinase inhibitors imatinib, and interferon-α are being formulated[10,19]. The prognosis of HIV-related KS depends on CD4 count and opportunistic infections. KS occurringed in the viscera indicates a worse prognosis.

CONCLUSION
There have oOnly been a few scarce reports of KS manifested as lower GI bleeding in a HIV/HBV-co-infected liver cirrhosis patient have been reported. Prompt diagnosis and treatment are indispensable for symptomatic patients with GI bleeding. Any delay may worsen the condition, lower the quality of life, and increase the mortality and morbidity.
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Figure 1 Soft mass on the rectum wall of rectum.


A
B
C
D

Figure 2 Haematoxylin and eosin stain and immunohistochemistry. A: showing Pproliferating spindle cells with severe atypia and , a certain amount of inflammatory cells scattering among spindle cells (× 200); B: Immunohistochemical stains: positive for CD31, ，revealing the rectum with Kaposi’s sarcomaKS (× 200); C: Immunohistochemical satains: positive for CD34, revealing the rectum with Kaposi’s sarcomaKS (× 200); D: Immunohistochemical stains: positive for HHV-8 antigen (× 200).
A
B

Figure 3 Abdominal computed tomographyCT images of the Kaposi sarcomaKS. These two figures were are patient’s abdominal computed tomographyCT results scanned before and after chemotherapy. The distance between two arrows is the size of the tumour. A: The size wasis 4.98 cm and it was scannedshot before chemotherapy on August 16, 2016, which showed thickened wall in the middle-lower rectum; B: The size wasis 4.18 cm and was scanned after four rounds of chemotherapy on November 21, 2016, which presented showed that the focus had shrunk than before.
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Figure 4 Positron emission tomography images of the Kaposi’s sarcoma. Positron emission tomography - computed tomography confirmed post chemotherapy of Kaposi’s sarcoma, which showeds great improvement in hypermetabolic activity in the rectum with mild residual activity.
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