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ABSTRACT

Rheumatoid Arthritis (RA) is a common human autoimmune disease characterized
by chronic inflammation of the synovial joints and progressive destruction of cartilage
and bone. The cause of RA has not been elucidated, but it could possibly be associated
with both genetic and environmental factors which, when combined, result in the disease
process and its clinical outcome. It has been suggested that RA is associated with the
HLA genes. The HLA gene contains many genes that encode proteins, which play an
important role in the regulation of immune response. In initial reports of an association of
HLA-DRB1*04 with RA, certain DR and DQ alleles have proved to interact with RA.
These reports suggested that the DR/DQ subregion might be more important than any

other part of the HLA region in terms of defining the development of RA mechanisms. In



a sole study carried out in Thailand, HLA-DRB1*0405 and HLA-DQB1*0401 alleles
were strongly associated with RA patients in central part of Thailand. However, variation
in HLA class II (HLA-DRBI1, -DQAT1 and —-DQB1) frequencies was observed in different
part of Thailand, in which Thai ethnics are distinguished by ancestry, origin, language,
culture and religion. In this study, the distribution of HLA-DRB1, -DQA1 and -DQB1
alleles were examined in 91 RA patients and 100 normal control in upper part of northern
Thailand. The methods of PCR amplification at the polymorphic second exon and
sequence specific oligonucleotide (SSO) probes hybridization typing for these alleles
were performed. The allele frequency (AF) of DQA1*0103, DQA1*0301, DQB1*03032,
DQB1*0401, DRB1*0405 and DRB1*0901 was significantly increased in the RA
patients when compared with the normal controls. The AF of DQB1*0301, DQB1*05031
and DRB1*1502 were significantly decreased in the RA patients when compared with the
normal controls. However, DQA1*0103, DQB1*0301, DQB1*03032, DQB1*05031,
DRB1*1502 and DRB1*0901 were not significantly different after p correction.
Therefore, only the AF of DQA1*0301, DQB1*0401 and DRB1*0405 alleles may be
susceptibly associated with RA in northern Thais (x°=14.75, pc=0.0007; %*=9.06,
pc=0.0416 and %’=9.63, pc=0.0399, respectively). Moreover, the frequency of
DQA1*0301, DQB1*0401, and DRB1*0405 showed a significant increase in the RF
positive RA patients when compared to the normal controls (x*=16.57, pc=0.0007;

v*=9.57, pc=0.0320 and y’=11.86, pc=0.0126, respectively). In the northern Thai
population, DRB1*0405 associated with susceptibility to RA, which is also the
DRB1*0405 allele with the highest frequency in the healthy northern Thais. This allele
has been found primarily to associate with RA in many populations including Korean,
Japanese, and Indian. The association of RA with the shared epitope is carried on the
DRB1*0405 allele. Due to the possibility of an association of HLA shared epitope with
disease progression, the effect of high frequency DRB1*0405 to disease severity in
northern Thai RA patients is currently under investigation. However the explanation of

this association remains to be elucidated.
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