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The Neurologic AIDS Research Consortium (NARC)
with support from the National Institute of Neuro-
logic Disorders and Stroke (NINDS) organized the
first major meeting on the biology of JC virus and
progressive multifocal leukoencephalopthy (PML) in
Chicago (February 2001). In recognition of the fact
that the incidence of PML has increased in the AIDS
(acquired immune deficiency syndrome) era, the key
goal of this meeting was the integration of current ba-
sic and clinical knowledge to facilitate rapid develop-
ment of therapeutic options. This meeting proved to
be enormously successful in updating the basic and
clinical scientists on the major issues and challenges
of understanding and treating JC virus–induced de-
myelinating disease.

The advent of highly active antiretroviral therapy
(HAART) has had significant benefits for AIDS pa-
tients due to reduced viral load and increased num-
bers of CD4 T cells. However, successful treatment
of human immunodeficiency virus (HIV) infection is
not always associated with an improved outcome for
PML patients. Therefore, it is widely believed that an
urgent need exists to develop and test additional ther-
apeutic modalities that directly target JC virus. It is
this realization that led the National Institute of Men-
tal Health (NIMH), the Office of Rare Diseases (ORD),
and the NINDS to convene a second meeting in July
2002 in Portland, Maine, to reassess the current state
of basic, clinical, and epidemiologic knowledge in
the field. Another important goal of the meeting was
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to define risk factors for PML disease, in order to fa-
cilitate early initiation of therapy.

It was evident from the scientific presentations that
substantial progress was made in understanding the
basic biology of JC virus since the first major PML
meeting was held in Chicago (February 2001). There
is additional knowledge related to binding and at-
tachment of JC virus to target cells and the subsequent
trafficking of virions to the nucleus. There is a better
understanding of the complexity of T′ proteins and
their potential role in blocking T antigen–induced
apoptosis. Further information has emerged on JC
virus agnoproteins that has been colocalized with the
cellular cytoskeletal protein tubulin, predominantly
in the perinuclear region of the cytoplasm. Agno-
proteins also exhibit negative regulatory effects on
YB-1–mediated activation from JC virus promoters.
Additional interesting data were presented on the
JC virus minor capsid protein VP2 that was demon-
strated to bind to DNA. This finding may be critical
to defining the mechanism of virion assembly of the
JC virus. Taken together, the improved understanding
of the basic biology of JC virus may provide oppor-
tunities for preliminary testing of novel therapeutic
approaches targeted at the virus cell-receptor inter-
actions or subsequent steps in viral replication and
virion assembly.

Substantial progress has also been made in under-
standing the role of the immune response in regulat-
ing PML disease outcome. It is becoming increasingly
clear that several parameters have to be taken into ac-
count when considering the role of immune response
in clinical outcome of PML. These include timing of
HAART onset, compliance to treatment, size and lo-
cation of PML lesions, and JC virus viral load in the
cerebrospinal fluid (CSF).

Epidemiological data presented at the meeting
demonstrated the high prevalence of JC virus in urine
and sewage samples. This suggests that food and
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fomites could be a source of infection and may serve
as vehicles for JC virus transmission. Additional epi-
demiologic studies that examine the prevalence of
PML in India and Africa have yielded particularly in-
triguing results. Data are emerging that the number of
PML cases reported has been low in spite of increas-
ing infections with HIV. Research on defining the bi-
ological basis of this epidemiological finding could
yield important clues to the pathogenesis of PML.

The clinical session underscored the disappoint-
ing finding that the prevalence of PML in the HAART
era has not declined and may actually be increasing
because of immune reconstitution. These studies re-
inforce the urgent need to develop additional thera-
peutic modalities for PML. Given the relative lack of
therapeutic agents that target JC virus it was widely
felt that agents such as beta interferon and chlorpro-
mazine should be explored in the clinical trials.

The research reports presented in this special is-
sue highlights the data of the basic, clinical, and

epidemiological studies of PML presented at the
meeting held in Portland, Maine (July 25–26, 2002).
We believe it is important to preserve the scientific
advances presented at the meeting and hope that
the new knowledge will set the stage for develop-
ing new treatment modalities for this devastating
disease.

We also wanted to highlight an important outcome
of this meeting in the clinical arena. It was felt that a
need exists for consistent definition of HIV-associated
cases of PML, especially following profound disease
changes that have resulted from HAART. A stan-
dard patient classification scheme was devised that
best reflects the biological events underlying the clin-
ical manifestation of PML. Establishing this stan-
dard terminology will facilitate tracking of JC virus–
associated central nervous system (CNS) disease in
the future following anti-HIV or anti–JC virus treat-
ments. This classification scheme is included in this
supplement.



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile (Color Management Off)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 290
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 600
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.01667
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 290
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 600
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 2.03333
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 800
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 2400
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [2834.646 2834.646]
>> setpagedevice


