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ABSTRACT 

Kaposi sarcoma (KS) is a multifocal systemic disease that originates in the vascular endothelium related to Human Herpes 

Virus 8 (HHV-8). In the early 1980s the first series of cases of disseminated Kaposi Sarcoma in HIV infected patients were 

reported. However, with the advent of highly active antiretroviral therapy (HAART) since 1997, these cases are less frequently 

observed by clinicians. We report the case of a 40-year-old woman, presenting with two asymptomatic purpuric nodules 

localized in the superior and inferior left eyelids, occluding the palpebral fissure, which were present for 4 months prior to 

presentation. The eyelid nodules were determined to represent KS, but there were no additional cutaneous lesions. Pulmonary 

and gastric KS involvement was documented. Antiretroviral therapy was initiated along with pegylated liposomal doxorubicin. 

The nodules gradually disappeared and her immune status eventually improved. Ocular and periorbital involvement of KS 

associated with HIV-1 infection as the initial clinical manifestations is a rare advent. This case is important as it illustrates that 

disseminated KS was not to be predicted by the number or the extension of cutaneous lesions. 
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INTRODUCTION 

Kaposi sarcoma (KS) is a multifocal systemic disease that originates in the vascular endothelium and is etiologically related to 

Human Herpes Virus 8 (HHV-8) [1,2]. KS is traditionally grouped into four different types: classic, endemic, epidemic or 

AIDS-associated, and transplantation-associated KS [3]. It commonly involves the skin, particularly the lower limbs, but can 

also involve the mucous membranes, lymphatic system, and other organs, especially the lungs, liver, intestines and stomach 

[1]. 

In the early 1980´s Friedman-Kien et al [4]
 
reported the first series of cases of disseminated Kaposi Sarcoma in HIV-1 infected 

patients. However, with the introduction of highly active antiretroviral therapy (HAART) in 1997, these cases became 

increasingly less frequently observed by clinicians especially in developed countries [5]. We report a case of disseminated KS 

with atypical cutaneous manifestations that led to the diagnosis of HIV-1 infection.  

Case synopsis 

 A 40-year-old woman, presented with two asymptomatic purpuric nodules localized in the superior and inferior left eyelids, 

which were present for the 4 months prior to presentation. They had an insidious onset and gradual size increase. On the 

inferior left bulbar and palpebral conjunctiva, a reddish nodule loosely connected to the underlying tissue was also present for 

mailto:anaisa_tx@hotmail.com


the same period of time (Figure 1). Small brown papules with a central umbilication were seen in both malar areas; these had 

been present for the same period of time. The remaining physical examination revealed severe xerosis affecting the entire 

integument.  The patient also noted a non-quantified weight loss in the previous six months. She had no history of systemic 

disease nor allergies. She was not taking any medications. No relevant family history was apparent.  

 

Figure 1. Clinical picture showing the eyelid nodules. 

A skin biopsy of one of the nodules was performed, revealing the presence, in the dermis, of spindle shaped cells separated by 

vascular spaces containing erythrocytes (Figure 2).  

 

Figure 2. Histopathology stained with hematoxylin-eosin 100X magnification (A) and 400X magnification (B), showing spindle-shaped 

cells separated by vascular spaces containing erythrocytes.  

These cells expressed human herpes virus 8 (HHV-8) antigens as shown by a positive immunostaining for HHV-8 (Figure 3). 

The histopathological examination of one of the small malar papules revealed the diagnosis of molluscum contagiosum. 

Laboratory investigation revealed HIV-1 infection with a T CD4 lymphocyte count of 88 cells/mm3 and a viral load of 

128700 copies/mL.  



 

Figure 3. Immunohistochemical detection of the human herpes virus 8 (HHV8). 

 

Imaging tests were carried out to stage the disease, starting with a chest x-ray that showed diffuse bilateral cotton-like 

infiltrates that were further characterized by a chest computed tomography scan (CT) as multiple bilateral parenchymal 

nodularities in a peribronchovascular distribution suggesting the diagnosis of tumors (Figure 4). A tissue sample was obtained 

by bronchoscopy, which was compatible with KS. No adenopathies nor pleural abnormalities were observed. 

 

Figure 4. Multiple nodules scattered throughout the lung parenchyma bilaterally suggesting secondary deposits. A-chest radiography; B-

Chest CT-scan  

An esophagogastroduodenoscopy revealed the presence of an antral polypoid lesion which was positive for HHV-8 on 

immunohistological examination. The abdominal and pelvic CT scans did not show any relevant alterations.  

Combined antiretroviral therapy (cART) with boosted darunavir, emtricitabina, tenofovir, and raltegravir was initiated 

(because of an unexpected broad resistance profile). In addition, pegylated liposomal doxorubicin 20mg/m
2
 three times weekly 

was initiated. After the completion of eight cycles of chemotherapy in association with cART her skin nodules and pulmonary 

lesions progressively regressed along with gradual improvement of immune status. A thoracic CT scan and esophagogastric 

endoscopy performed 7 months after therapy showed complete regression of the pulmonary and gastric lesions. No further 

ophthalmologic intervention was needed and no recurrence was apparent after a two years follow-up period. 

Discussion 

KS is the most frequent tumor associated with HIV infection [6]. It relates closely with the immune status of the patient, 

namely T CD4 lymphocyte count, and is considered by WHO as an AIDS-defining disease [7,8,9]. Since the introduction of 

HAART its incidence has declined significantly in the HIV population with access to it, remaining very high in some African 

populations [5]. In AIDS patients with disseminated KS, ocular presentations have an incidence of 15-20%, but only in a small 

percentage of cases (2 to 4%) this location is the revealing manifestation of the disease [10,11]. In our case it was the ocular 

lesions that led to the diagnosis of both KS and HIV infection.  



Skin lesions are the most frequent manifestation of AIDS associated KS and between 33-40% of these patients also present 

with visceral spreading of the disease [12]. The cutaneous lesions are known to frequently precede the visceral involvement. 

However, there are no published works determining predictive clinical factors (as extension, type and location of cutaneous 

lesions) for visceral involvement. Our case illustrates that disseminated KS might not be predictable by the number or the 

extension of cutaneous lesions, since our patient had no involvement of the remaining integument. The dissemination 

mechanism involved in KS still remains a point of debate: the lack of a clear primary site in many cases makes KS different 

from other neoplasms. Perhaps other mechanisms and stimulatory factors are involved in the progression of this particular 

neoplasm, such as immunosuppression status as measured by T CD4+ lymphocyte count, HIV, or HHV-8 viral load [13, 14]. 

Coinciding with the above, other factors than the tumor load were included in the staging system initially proposed by the 

AIDS Clinical Trials Group Oncology Committee (ACTG) in 1989. This staging system includes measure of tumor extent (T), 

severity of immunosuppression (I), and other systemic HIV-associated illness (S). In the presence of any of the following: 

edema or ulceration associated with the cutaneous tumor or disseminated disease (T1); T CD4 lymphocyte count inferior to 

200/mm
3 
(I1); presence of B symptoms, presence of any other HIV related disease, or previous history of opportunistic 

infections (S1), the patients are classified as “Poor risk” and require treatment with a combination of cART and chemotherapy 

[9]. 

In recent studies, however, the prognostic value of this staging system has been questioned resulting in no international 

consensus on which parameters should be taken into account to select the patients that should receive cART alone and which 

should receive cART plus chemotherapy, or chemotherapy alone.  

A few authors defend that only tumor load (T) and the presence of systemic illness(S) identify patients with poor survival [15], 

whilst others state that only immune status (I) and the presence of systemic illness (S) are of prognostic significance [16]. 

Stebbing et al identified four different prognostic factors: KS as the first AIDS-defining illness, T CD4+ lymphocyte count, 

age greater than 50 years, and the presence of any other HIV related disease. Based on these parameters a prognostic index can 

be calculated which can guide therapeutic options [17]. More recently, Bower et al, conducted a 15-year-long prospective 

study in which patients were staged at diagnosis according to the ACTG system and the decision of initiating cART in 

combination with chemotherapy was made solely based on tumor load (T). This study demonstrated excellent outcomes for 

treatment of KS confined to skin and lymph nodes with cART alone (T0), and validated the use of cART plus chemotherapy 

in patients with edema or ulceration associated with the cutaneous tumor or disseminated disease (T1) [18]. In all these 

studies, liposomal anthracyclines have been the chemotherapy of choice, namely pegylated liposomal doxorubicin or 

daunorubicin [19, 20, 21].  

In conclusion, we describe a rare presentation of KS associated with HIV-1 infection that illustrates the dissociation between 

the number and extension of cutaneous lesions and visceral involvement. 

REFERENCES 

1. Pantanowitz L, Dezube BJ, Kaposi sarcoma in unusual locations, BMC Cancer. 8:190, 2008 [PMID: 18605999] 

2. Chang Y, et al, Identification of herpes virus-like DNA sequences in AIDS associated Kaposi’s sarcoma, Science. 

266:1865–9, 1994 [PMID: 7997879]. 

3. Antman K, Chang Y, Kaposi's sarcoma, N Engl J Med. 342(14):1027-38, 2000 [PMID: 10749966] 

4. Friedman-Kien AE, et al, Kaposi’s sarcoma and Pneumocystis pneumonia among homosexual men — New York City and 

California, MMWR Morb Mortal Wkly Rep. 30:305-8, 1981 [PMID 6789108] 

5. Palella FJ, et al, Declining morbidity and mortality among patients with advanced Human Immunodeficiency Virus 

infection, N Engl J Med. 338: 853-860, 1998 [PMID 9516219] 

6. Arruda É, et al, Consensus of the Brazilian Society of Infectious Diseases and Brazilian Society of Clinical Oncology on 

the management and treatment of Kaposi's sarcoma, Braz J Infect Dis. 18(3):315-26, 2014 [PMID 24525061]  

7. Chan J, Kravcik S, Angel JB, Development of Kaposi’s sarcoma despite sustained suppression of HIV plasma viremia, J 

Acquir Immune Defic Syndr. 22:209–10, 1999 [PMID 10843538] 

8. Stebbing J, Sanitt A, Nelson M, Powles T, Gazzard B, Bower M, A prognostic index for AIDS-associated Kaposi’s 

sarcoma in the era of highly active antiretroviral therapy, Lancet. 367:1495–502, 2006 [PMID 16679162] 

9. Krown SE, Metroka C, Wernz JC, Kaposi’s sarcoma in the acquired immune deficiency syndrome: a proposal for uniform 

evaluation, response, and staging criteria, AIDS Clinical Trials Group Oncology Committee, J Clin Oncol. 7:1201–7, 1989 

[PMID 2671281] 

10. Corti M, Solari R, Carolis L, Corraro R, Compromiso ocular en el Sarcoma de Kaposi asociado con el SIDA, Enferm 

Infecc Microbiol Clin. 19: 3-6, 2001 [PMID 11256245] 

11. Shuler J, Holland G, Miles S, Miller B, Grossman I, Kaposi Sarcoma of the conjuntiva and eyelids associated with the 

acquired immune deficiency syndrome, Arch Ophthalmol.107: 858-862, 1989 [PMID 2471496] 

12. Di Lorenzo G, Konstantinopoulos PA, Pantanowitz L, Di Trolio R, De Placido S, Dezube BJ, Management of AIDS-

related Kaposi’s sarcoma, Lancet Oncol. 8(2):167-76, 2007 [PMID 17267331]. 

13. Ioachim HL, Adsay V, Giancotti FR, Dorsett B, Melamed J, Kaposi's sarcoma of internal organs. A multiparameter study 

of 86 cases. Cancer. 75(6):1376-85, 1995 [PMID 7882289]. 



14. Uldrick TS, Whitby D. Update on KSHV epidemiology, Kaposi Sarcoma pathogenesis, and treatment of Kaposi Sarcoma. 

Cancer Lett. 28;305(2):150-62, 2011 [PMID 21377267] 

15. Nasti G, Talamini R, Antinori A et al. AIDS-related Kaposi’s sarcoma: evaluation of potential new prognostic factors and 

assessment of the AIDS Clinical Trial Group Staging System in the Haart Era–the Italian Cooperative Group on AIDS and 

Tumors and the Italian Cohort of Patients Naive From Antiretrovirals. J Clin Oncol. 21: 2876–2882, 2003 [PMID 

12885804] 

16. Agaba P, Sule H, Ojoh R et al. Poor immune status and systemic disease are independently associated with mortality in 

AIDS-related Kaposi Sarcoma in Nigeria. Infect Agents Cancer.7(Suppl 1): P7, 2012 [PMC3330062] 

17. Stebbing J, Sanitt A, Nelson M et al. A prognostic index for AIDS-associated Kaposi’s sarcoma in the era of highly active 

antiretroviral therapy. Lancet. 367: 1495–1502, 2006 [PMID 16679162 

18. ] Bower M, Dalla Pria A, Coyle C, Andrews E, Tittle V, Dhoot S, Nelson M. Prospective stage-stratified approach to 

AIDS-related Kaposi's sarcoma. J Clin Oncol. 10;32(5):409-14, 2014 [PMID 24378415] 

19. La Ferla L, Pinzone MR, Nunnari G, Martellotta F, Lleshi A, Tirelli U, De Paoli P, Berretta M, Cacopardo B. Kaposi' s 

sarcoma in HIV-positive patients: the state of art in the HAART-era. Eur Rev Med Pharmacol Sci. 17(17):2354-65 2013 

[PMID 24065230] 

20. Bower M, Palfreeman A, Alfa-Wali M, Bunker C, Burns F, Churchill D, et al. British HIV Association guidelines for 

HIV-associated malignancies 2014. HIV Med; 15 Suppl 2:1-92 2014 [PMID  24528810] 

21. Robey RC1, Bower M. Facing up to the ongoing challenge of Kaposi's sarcoma. Curr Opin Infect Dis. 28(1):31-40, 2015 

[PMID 25490104] 

 

 




