ABSTRACT METHODS FOR THE DETECTI ON OF JC POLYOVA VI RUS S5Aspects of the
invention relate to nethods and conpositions for determ ning whether a
subject is at risk for PM., including subjects being treated with

i Mmunosuppr essants. The invention provides nethods of determ ning whether a
subject is susceptible to PM. by determ ni ng whet her the subject harbors a
JCV variant with reduced binding for sialic acid relative to a normal JCV.
Aspects of the invention al so provide conbinations of JCV-VPl sequence 10
variations that are associated with SReTAETt hat can be used as a basis of
an assay for identifying subjects susceptible to PM., subjects with PM
(e.g., early stage PM.), or subjects at risk of devel oping PM. in response
to an i munosuppregdEYEODEROREME DENECTICGRTE 90 PAILS@OMPOMIRIZS assays for
identifying candi date therapeutic agents and assessing treatnent reginens
for PML. Fig.5A

5  Aspects of the invention relate to methods and compositions for determining whether a subject
is at risk for PML, including subjects being treated with immunosuppressants. The invention
provides methods of determining whether a subject is susceptible to PML by determining
whether the subject harbors a JCV variant with reduced binding for sialic acid relative to a
normal JCV. Aspects of the invention also provide combinations of JCV-VP1 sequence

10  variations that are associated with PML and that can be used as a basis of an assay for
identifying subjects susceptible to PML, subjects with PML (e.qg., early stage PML), or subjects
at risk of developing PML in response to an immunosuppressive treatment. The invention also
provides assays for identifying candidate therapeutic agents and assessing treatment regimens
for PML.

Fig.5A
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