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Resumo

A hemofilia é uma doença causada pela deficiência dos fatores
de coagulação do sangue. A maioria (80%) dos casos ocorre por
deficiência do fator VIII – hemofilia A ou clássica e 20% pela
deficiência do fator IX – hemofilia B. O tratamento é baseado na
reposição de fatores de coagulação. No entanto, além da infecção
com vírus da hepatite e HIV, existe um evento adverso mais sério
encontrado no tratamento da hemofilia, a formação dos inibidores
do fator VIII e IX. Inibidores são aloanticorpos que se ligam no
epítopo do Fator VIII, os quais são reconhecidos pelo sistema imune
como peptídeos estranhos. Alguns estudos sugeriram que fatores
genéticos e ambientais influenciam no desenvolvimento dos inibidores
do FVIII. O objetivo deste estudo foi realizar uma revisão da literatura
sobre a influência de fatores genéticos e ambientais que possam
estar envolvidos no risco do desenvolvimento de inibidores, tendo
como foco principal, identificar os genes de resposta imune (HLA
de classe I e II) que possam influenciar na formação do inibidor em
pacientes com Hemofilia A do Sul do Brasil. Foram realizadas as
genotipagens dos alelos de Classe I e II de amostras de sangue de
pacientes com hemofilia A cadastrados no estado do Paraná. Os
resultados confirmam que o sistema HLA está envolvido na produção
do inibidor e poderia ser usado como uma ferramenta para reconhecer
grupos de alto risco para o desenvolvimento de inibidores. Após a
comparação dos grupos com e sem inibidores, HLA-C*16 (OR=7,73;
P=0,0092) e HLA-DRB1*14 (OR=4,52; P=0,0174) estavam
positivamente associados coma formação dos inibidores. Este estudo
pode contribuir ao melhor entendimento dos mecanismos envolvidos
na produção de inibidores por alguns indivíduos e não por outros.
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Abstract

Hemophilia is a disease caused by a deficiency in blood
coagulation factors. The majority (80%) of cases occur due to factor
VIII deficiency – hemophilia A (classic hemophilia) with factor IX
deficiency – hemophilia B occurring in 20% of cases. Treatment is
based on the replacement of coagulation factors. However, as well
as infection by hepatitis and HIV, there is a more serious adverse
event linked to the treatment of hemophilia, the formation of Factor
VIII inhibitor (and less frequently Factor IX inhibitor). This inhibitor
is an alloantibody that binds to Factor VIII epitopes and is recognized
by the immune system as a foreign peptide. Some studies have
suggested that genetic and environmental factors influence the
development of Factor VIII inhibitors. The objective of this study
was to review the influence of genetic and environmental factors
that may be involved in the risk of developing inhibitors with the
main focus being to identify immune response genes (HLA class I
and II), which may influence the formation of inhibitors in
hemophilia A patients from southern Brazil. Genotyping of Class I
and II alleles was performed with blood samples from hemophilia A
patients in Paraná State. The results confirm that the HLA system
is involved in the development of inhibitors. This may be used as a
tool to recognize high-risk groups. After a comparison of groups
with and without inhibitors, HLA-C*16 (OR=7.73, P=0.0092) and
HLA-DRB1*14 (OR=4.52, P=0.0174) were found to be positively
associated with the formation of inhibitors. This study contributes
to a better understanding of the mechanisms involved in the
production of inhibitors by some individuals and not by others.

Keywords: Factor VIII; Hemophilia A; HLA Antigens

Avaliação: A RBHH publica os resumos e abstracts de teses da área
apresentados em entidades que tenham programas de pós-graduação
reconhecidos pelo MEC/Capes e considera a obtenção do título
suficiente para sua publicação na forma como se propõe a seção.

REVISTA BRASILEIRA DE
HEMATOLOGIA E  H E M O T E R A P I A



<<
  /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
  /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 true
  /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 true
  /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 <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


