
IJHOSCR 
International Journal of Hematology-Oncology and Stem Cell Research 

Copyright © 2024 Tehran University of Medical Sciences. This work is licensed under a Creative Commons Attribution-Noncommercial 4.0 International 
license (http:// creativecommons.org/licenses/by-nc/4.0). Non-commercial uses of the work are permitted, provided the original work is properly cited.  

 
     
 

Case Report 

IJHOSCR 18(2) - ijhoscr.tums.ac.ir – April, 1, 2024 

 

HHV-8 Linked to Kaposi's Sarcoma and 

Castleman's Disease in HIV-1-infected patient: Case 

Report and Review of the Literature 

 
 2,3, Hanene Tiouiri Benaissa,32, Hajer Harrabi1Aida Zaghdoudi 

 
Ferrand, France-Clermont ,Ferrand University Hospital-Clermont

 
,Infectious Diseases

 
Department of1 

Tunis, Tunisia Hospital la Rabta, ,Department of Infectious Diseases2 
3Faculty of Medicine, Université de Tunis El Manar, Tunis, Tunisia  

 
 
Corresponding Author: Aida Zaghdoudi, Department of Infectious Diseases, Clermont-Ferrand University Hospital, Clermont-Ferrand, 
France 
E-mail: zaghdoudi.aida2@gmail.com 

                                                                                                                                                                                                                                                                           Received: 13, Aug, 2021 
                                                                                                                                                                                                                                                                             Accepted: 10, Nov, 2022 

 

ABSTRACT 

Kaposi’s sarcoma (KS) and multicentric Castleman's disease (MCD) are both linked to human herpesvirus-8 
(HHV-8) infection which most commonly affects people living with human immunodeficiency virus 
(HIV).  Herein, we describe the case of a 57-year-old patient who has been admitted for fever, night sweats, 

weight loss, and diffuse lymphadenopathy with abdominal pain. HIV status was confirmed by a positive Western 
blot test. His initial CD4 cell count was equal to 270 cells/µL. A histological study of a peripheral lymph node 
concluded that KS is associated with MCD. These two conditions found in the same patient highlight the 
malignant potential of HHV-8, particularly in the case of HIV-induced immunodeficiency. 
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INTRODUCTION 
   In the era of highly active antiretroviral therapy 
(HAART), people living with HIV are less likely to 
develop opportunistic infections and less likely to be 
diagnosed with an AIDS-defining neoplasm such KS 
or MCD. However, these malignancies remain a 
significant cause of morbidity and mortality for 
individuals who are not on HAART, especially in 
developing countries. Clinical suspicion and 
histological study are important to make an early 
diagnosis and initiate the adequate treatment along 
with HAART. 
 
 

Case presentation  
We report a case of a 57-year-old patient with 
diabetes mellitus and no risk factors for sexually 
transmitted infections, who was admitted to our 
department for fever, night sweats, weight loss and 
diffuse lymphadenopathy with abdominal pain. On 
physical examination, hepatosplenomegaly and a 
right axillar lymph node measuring 3cm were found. 
Complete blood cells count showed pancytopenia. 
He also had a moderate hepatic cytolysis and an 
elevated C reactive protein (240mg/l). 
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There was hypoalbuminemia and polyclonal 
hypergamma globulin on serum protein 
electrophoresis, not disseminated tuberculosis or 
lymphoma. Computed tomography scan showed 
axillar, mediastinal, intraperitoneal, and inguinal 
lymphadenopathies with hepatosplenomegaly. An 
axillar node biopsy was performed. Histological 
study concluded to KS with positive immunostaining 
for HHV-8; latency-associated nuclear antigen in the 
nuclei of multiple spindle cells were seen (Figure 1). 
Clusters of CD20 + cells were also present with rare 

lymphocytes stained for HHV-8. This aspect was 
compatible with MCD (Figures 2, 3). There was no 
Hodgkin's lymphoma proliferation associated, 
Plasma HHV-8 PCR was positive. HIV status was 
confirmed by a positive Western blot test. Initial CD4 
cell count was equal to 270 cells/µL and the viral load 
to 4560 copies/ml. Upper gastrointestinal endoscopy 
showed Barrett's esophagus with no KS lesions. The 
bronchoscopy was also normal. HAART was rapidly 
initiated. However, the patient presented a massive 
gastrointestinal hemorrhage and did not survive. 

 

 
 

Figure 1: Concentric rings of lymphocytes around germinal center « onion skinning » (arrow) 

 

 
 

Figure 2: Proliferation of capillaries and small vessels in the germinal center and intrafollicular space (arrow) 
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Figure 3: Proliferation of spindle cells (arrow) 
   

 
DISCUSSION  
   Castleman’s disease was first described in 1950 as 
a constellation of histological findings in one region 
of lymph nodes 1. In 1970s, it was reported in more 
than one affected region of lymph nodes2. This 
observation gave rise to an entity MCD. An increase 
in reported cases of MCD emerged in the 1980s, in 
HIV-infected individuals3. In these patients, the 
disease was frequently associated with KS. Later, 
(HHV-8 also known as Kaposi’s sarcoma-associated 
herpesvirus, was discovered in skin tumor biopsy of 
an AIDS-related KS 4. 
HHV-8 is the etiological agent of KS, primary effusion 
lymphoma as well as most MCD and related 
lymphomas5.The geographical distribution of the 
virus is not ubiquitous and is roughly parallel to that 
of HIV. Indeed, it is highly endemic in sub-Saharan 
Africa and in the Mediterranean region. HHV-8 is also 
endemic in the northwestern part of China and in 
South America 6.  
In widely endemic areas, multiple studies have 
shown that HHV-8 infection mainly occurs during 
childhood and is transmitted between siblings or 
from mother to child. Transmission between adults 
seems to be less frequent 7. However , it is common 
among men who have sex with men8. 
HHV-8 is part of the herpesvirus group. Like other 
herpesviruses, HHV-8 evades the immune system 
through its ability to use viral immunomodulators 
that interfere with host immune response9. One of 
the evading mechanisms consists of diverting the 
host immune response from Th1 to Th2 response10. 

HHV-8 also encodes proteins that inhibit several 
complements and downregulate the adaptive 
immune response. In fact, HHV-8 genome encodes 
for proteins with homology to human proteins, 
including an interleukin-6 (IL-6) homologue11. IL-6 
has multiple systemic effects and when excessively 
expressed, it may contribute to immunity 
dysregulations. Besides its effect on immune system, 
HHV-8 has also an oncogenic potential. It causes 
chromosomal instability, compromises gene 
expression, increases telomerase activity and 
promotes cell proliferation and survival12.  
Coexistence of MCD and KS in the same tissue is 
commonly seen. This association may be caused by 
the lysis of B lymphoid cells during HHV-8 infection, 
which exposes endothelial cells at vulnerable sites13. 
The overall median survival of these patients is 
generally limited to a few months but there are 
exceptions14. Patients on HAART with regressing KS 
had lower HHV8 DNA load and higher CD4 cell 
counts. Thus, maintaining high levels of cellular 
immunity using effective HAART is essential to 
suppress HHV8 multiplication15. 
Treatment of KS and MCD in people living with HIV is 
based on HAART along with chemotherapy, 
immunomodulatory agents or monoclonal 
antibodies against the IL-6 or anti-CD20 receptors 
(rituximab)16. Rituximab has shown promising results 
of sustainable remission, but it has also been 
associated to reactivation cases.  
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CONCLUSION 
   Given the findings of this case study and the 
previous date, practitioners should always consider 
the diagnosis of KS associated MCD in HIV-positive 
patients with diffuse lymphadenopathy. Definitive 
diagnosis requires tissue biopsy with 
immunostaining. Randomized studies should be 
performed to establish precise treatment guidelines. 
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