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Polyomaviruses are small nonenveloped viruses that
replicate in the nucleus of the host cell. The mouse
polyomavirus (MPyV) large T antigen (LT) is the
multifunctional protein expressed in the early phase of the viral
infection. LT initiates viral replication, acts as an ATPase,
helicase and transactivates late viral expression®. Polyomavirus
LTs have been shown to interact with a number of cellular
proteins such as the oncosuppressor pRB or p53. The
interaction of cellular proteins with LT and other early viral
antigens leads to reprogramming of the cell, its immortalization
and transformation. The LT antigen causes genomic instability
of the cell, activates DNA repair mechanisms and prolongs the
cellular S-phase. This allows the virus to use host replication
proteins for its own use 2. Due to the multifunctional nature of
the LT antigen, it is likely that not all LT interaction partners of
mouse polyomavirus are known.

We performed screening of interaction partners of LT in
mouse fibroblasts transfected with LT-expressing plasmid
using mass spectrophotomether analysis. Selected hits were
then confirmed in mouse fibroblasts infected with MPyV by
using confical microscopy. We found co-localization of LT and
several candidate interacting proteins, namely BAF57, Bag-2,
MKK3, PCR1 and WDR48. We focused on the kinase MKK3,
which is part of the p38 MAP kinase pathway. However,
redusing of MKK3 expression by siRNA had no effect on the
number of cells infected with MPyV or the amount of
infectious progeny in vitro.

Since the members of the polyomaviridae family share
most functional domains, studies of the interaction between the
LT of the human Merkel cell polyomavirus and human BK
polyomavirus and the proteins selected above will be
investigated.
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