Poster #3877
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Background

It has been established that Kaposi's sarcoma-associated herpesvirus (KSHV)
infection is endemic among most African adult populations. The prevailing view is that
a single mode of KSHV spread — horizontal transmission in childhood — is primarily
responsible for endemic infection throughout the continent. However, few studies
have directly examined children, particularly in population-based samples in areas
where the endemic form (non-HIV-related) of Kaposi's sarcoma (KS) is uncommon.

Objective
To determine KSHV seroprevalence in children in a region where endemic KS is
uncommon — South Africa — compared to a region where endemic KS is common —
Uganda.

Participants

South Africa: door-to-door community sample of children ages 2, 4, or 8 years, and their
primary female caregiver, in Cato Manor, an urban settlement in Durban, and KwaXimba,
arural area ~ 70 km outside of Durban.

Uganda - community sample: global positioning system (GPS)-driven door-to-door
sample of children ages 2 to 8 years old in the Mulago Ill Parish, Kampala.

Uganda - clinic sample: consecutive sample of children ages 2 to 8 years old at
Mulago Hospital in Kampala with an indication for blood transfusion but no transfusions
in the prior 6 months.

Measurements

Antibodies to KSHV. Plasma from all participants was tested for antibodies to KSHV by the
same personnel at the CDC using two different enzyme immunoassays (EIAs) and one
indirect immunofiuorescence assay (IFA):

« The ElAs target antibodies to ORF K8.1 and ORF 65, respectively, using synthetic
peptides as antigen substrate. The optical density cutoff for reactivity was the mean
corrected optical density of a 1:100 diluted sample at 450 nm from negative control
sera plus 5 standard deviations.

- The IFA used an induced KSHV-containing BCBL-1 cell line. Specimens were
evaluated at a dilution of 1:80. Equivocal results on the IFA were defined as weak
reactivity that was considered neither positive nor negative.

+ Positive overall result assigned when: reactive on both ElAs and/or reactive on IFA

South African children also tested at NCI-Frederick using two different EIAs, targeting
antibodies to ORF K8.1 and ORF 73.

HIV testing. HIV antibody testing performed in South African samples used two ElAs

(Vi ika HIV-1 Mi i i it Durham, N.C.; and Genetic Systems rLAV EIA,
Bio-Rad, Redmond, WA) and in Uganda used an EIA (MUREX HIV-1.2.0; Murex Biotech,
Kent, United Kingdom).

— South Africa

Characteristics of Participants

South Africa  South Africa Uganda Uganda
Urban Rural Clinic Urban
Cl i i ‘community
N=201 N=226 N=388 N=409
Age

2 years 36% 34% 45% 10%

4 years 37% 31% 46% 43%

8 years 27% 35% 8.5% 47%
Female 53% 54% 49% 54%
gender
HIV-infected 7.0% 5.8% 9.8% n/a
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Conclusions

In a contemporary population-based sample in South Africa:
« low overall KSHV seroprevalence (<10%) in children
« lack of age dependence in childhood
« suggests little ongoing horizontal transmission in
childhood
* higher KSHV seroprevalence is only seen in adults

In contrast, in Uganda:
+ KSHV seroprevalence already 10% by age 2
« further increases throughout childhood
« suggesting ongoing horizontal transmission in childhood

Implications
At least two patterns of KSHV transmission exist in Africa.
Possible explanations:
« host genetic susceptibility
« environmental co-factors
« differences in human behaviors
« viral genotypic differences

These patterns track with underlying incidence of endemic KS.
Whether childhood KSHV infection is a critical determinant for
KS development as an adult merits further study

Acknowledgements

Supported by the National Institutes of Health (U7 CA078124,
RO1 CA119903, T32 MH19105, K01 HD052020 and P30
Al027763), the AIDS Malignancy Consortium (U0 CA071375),
the University of California Universitywide AIDS Research
Program (CC99-SF-001), the South Africa National Research
Foundation (Thuthuka Programme Grant 2054349), and the
AIDS Care Research in Africa Program.

We are especially grateful to the participating communities in
South Africa and Uganda.

Univerity of Galforna S Francisco
Gadton it fVilegy o Inmanlegy

[Rp
(ERB vucripmiATDS
/" Research Program




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /SyntheticBoldness 1.00
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages false
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /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
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /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
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages false
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /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 ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


