Retrovirology

Oral presentation

@,

BiolVled Central

Virus (KSHV/HHV8) Infection and Genomic Aberrations in
Developing AIDS Kaposi's Sarcoma (KS)

P Biberfeld*+!, P Pyakurel!, F Pak!, C Massambu!2, AR Mwakigonja!?,
T Heiden!, E Castanos-Velez! and EE Kaayal.2

Address: 'Tmmunopathology Lab, Karolinska Institute, Stockholmn and 2Dept. of Pathology, Muhimbili University College, Dar-es-Salaam,

Tanzania

Email: P Biberfeld* - peter.biberfeld @onkpat.ki.se

* Corresponding author #Presenting author

from 2005 International Meeting of The Institute of Human Virology
Baltimore, USA, 29 August — 2 September 2005

Published: 8 December 2005
Retrovirology 2005, 2(Suppl 1):546  doi:10.1186/1742-4690-2-S1-546

Background

AKS is the most frequent AIDS tumor and like endemic
(EKS) always associated with HHV8/KSHV but it is still
controversial whether KS represents a monoclonal cell
proliferation with distinct recurrent genomic changes or a
polyclonal, hyperplastic, reactive process.

Material and Methods

Biopsies of AKS and EKS were compared by triple immun-
oflourscence for possible stage related phenotypic differ-
ences in HHV8 (LANA) infected tumor spindle cells
(CD34+SC) and proliferating (Ki67+) cells. Histological
tumor areas were alsolaser microdissected and the DNA
analyzed by CGH and interphase FISH for cytogenetic
changes in early and late stages of tumor development.

Results

LANA and CD34 tumor spindle cells (SC) varied concord-
antly with stage of AKS and EKS. However among
CD34+SC approximately 30-40% were LANA negative,
but onlya minor population of LANA cells were CD34-
(3-4%) in all KS forms and stages Cell proliferation
(Ki67+) was relative constant (4.5-11.5%) at all KS stages
but usually more frequent in early AKS and EKS. Most
Ki67+ cells were LANA+/CD34+ but a few were LANA+/
CD34-. CGH analysis of KS tumors (n = 27) showed
mostly apparent random but no recurrent chromosomal
aberrations. Fewer chromosomal aberrations were
observed in AKS compared to EKS.

Conclusion

Apparently there is either a heterogeneity among SC for
HHVS infection or a continuous recruitment of non-
infected precursor SC to the lesions. The LANA+ SC
appeared to have a proliferative advantage compared to
LANA- SC. Comparison of random chromosomal aberra-
tions in AKS and EKS appears to indicate that genomic
instability could be a more important factor for the devel-
opment of EKS than for AKS. Most likely AKS develop-
ment is also promoted by various cytokines and growth
factors produced during HIV infection and by the com-
promised state of host immune response in HIV infection.
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