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Summary:

Background: Rheumatoid Arthritis (RA) is a multisystem inflammatory disease, which

primarily affects synovial joints.

Aim: to shed light on the possible association of LA class-I antigens in RA patients in lraq.
Subject & methods: Microlymphocytotoxicity assay has been used to assess HLA-typing of 249
blood samples of 80 RA patients, 62 patient controls (SLE) & 107 healthy normal controls.
J Fac Med Baghdad  Results: This study revealed that HLA-A10, B22, B40, Cwl & Cw7 might play a role in
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0.007, 0.005 & 0.002). On the other hand negative association was observed significantly with
HLA-A2 (PO.0001) and B14 (PO.028).

Conclusion: high RIF positivity participated in increasing the inflammatory effects which
probably reflects the acute phase response by high ievel of CRP as this study pointed to.

Introduction:

Rheumatoid Arthritis (RA) is a multisystem
inflaimmatory disease, which primarily affects
synovial joints. The population prevalence is 0.5-
1% (Gabriel, 2001). Many twins studies denote
that the heritability of RA is 40-60% (Silman,
et.al. 1993). Recurrent risk modeling suggested
that the genetic susceptibility be encoded by a
limited number of genes with significant genetic
epistasis (Genin, et. al. 1998). These genes are
localized at MHC region. The contribution from
the MHC was estimated to be ~ 30% of the total
genetic effect (Deighton, et al. 1989). Only few
studies denoted an asscciation between RA and
Class-I antigens in most populations have
investigated so far. However, a positive association
with the Antigen (A9) was reported in Iranian
patients (Nikbin, et. al. 1977), while an increased
frequency of B22 and BS54 were reported in
Japanese RA patients (Maeda, et. al. 1981).
Moreover'positive  association  was  observed
between A10, A31, B8, B27, B60 & Cw3
(Ad'haiah, 1990). This study was established to
shed light on the possible association of HLA
class-I antigens and RA patients in Iraq.
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Patients & Methods:

The present study included 80 Arab, Iragi RA
patients compared with 62 (SLE) as patient
controls and 107 healthy controls both of the
same cthic .All patients were diagnosed
according to the revised criteria of the
American Rheumatism Association (Arnett,, et.
al. 1988 and revised one by Klippel et.al. 2001).
Microlymphocytotoxicity assay has been applied
for HLA-typing (Terasaki and McClelland, 1964)
and modified by Dick, et.al. 1979 and Bender, 1984,
Health assessment questionnaire included beside,
ESR, hemoglobin level, CRP and RP quantitative
estimation. CRP estimated by agglutination
technique while RF was estimated by ELISA
quantitative method for all sera samples.

Statistical Analysis:

Univariate analysis has been applied for the

data depending on logistic regression and the
results were reported as odds ratio (ORs), which
represented the increased or decreased risk for RA.
Results:
Age distribution and Gender effect showed a
high frequency of disease among 40-49 years of
age groups as has been listed in table
1.

Tabte 1. Distribution af RA pirients by age and  gender in
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Considering  gender effect, the current study
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revealed that 87.5% of RA patients were female
in 3.3: | female: male ratio.

Lymphocytotoxicity assay results were listed in the
table below:
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To be continue )
The above table showed the frequencies of each
molecule of class-1 HLA alleles in. which HLA-
A10 appeared in the high frequency among HLA-A
molecules [OR=3.7] with P value <0.0001, however
other molecules showed high frequencics though
non-significant [such as A9 and A36]. Negative
association was revealed by A2 with highly
significant  difference  with  Inverse  OR=7.1
(PO.0001), Hence this Ag was considered as a
protective factor. Among HLA-B molecules B22

LU PRy pum

~and B47 showed as risk factors with ORs of 3.0,

1.3 respectively. Both of significant frequencies
(P<0.009, 0.007 respectively). Only B14 appeared
as a protective with inverse OR=4.2 (P0O.028).

Table 2.8 Frequency of HLAB molecules in RA patients with compartson with normal
healthy controls,

[OR= 2.7] although.it's frequency was not highly
significant (P<0,047).

Table 2.C froquency of NLA-Co molecule in RA patients in comparison witl
normal coutrols.
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The baseline demographic and clinical variables in
80 patients and controls were listed in table 3.

Tuble 2.C frequency of HLA-Cie makecule in RA' patients in comparison with
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The demographic picture of Iraqi paticnts revealed
that the mean of age was 45 years in comparison
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with 32, 34 years for control groups: patients and
healthy controls respectively.

RF positivity among patients was significantly higher
than that for control

groups (90.3%, 24.2% and 0.0% for RA
patients, patient controls and healthy controls
respectively).

Severity of RA disease that resulted in
surgical treatment was highly significant in
comparison with controls (0.3% in comparison
with 0% for both control groups).

It was appeared that disease onset was 34.7
years for RA while it was earlier among patient

HLA-Cw alleles participated in increasing the risk
of the disease particularly Cwl with OR of 3.0
(P<0.005) while Cw7 revealed a higher frequency
than Cwl with OR = 2.7 with higher significant
difference (P0O.002). Cw6 seems to be protective

controls (mean of onset was 25.8 years).

Most RA patients showed CRP test positivity
(79.2%) in comparison with (47.5%) for patient
controls. Non of healthy controls showed positive
reaction.
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Discussion:

In spite of so many studies, which have been
carried out on HLA class-1I disease association,
few indicated the role of class-I allelcs. The
current study denoted the role of A10, B22, B47,
Cwl and Cw7 as highly significant risk factors.
Ad'haiah, 1990 revealed that A0 (26), A31, BS,
B27, B60, B62 and Cw3, have the highest
frequencies - among  patients, which shared
results of present study in correlation of A0,
with the disease. However B8 was observed in
high frequency besides B27 though both were non-
significant. On the other hand Agrawal, et. al.,
(1996) declared that RA patients showed an
increased frequency of HLA-A2 and B40 Ags
compared to healthy controls (P <0,001) at
Varanasi, India. The current study indicated the
presence of negative association of RA with A2
molecule, while B40 was observed in high
frequency in the affected individuals, even though
it is non significant (OR=4.1). As have been
mentioned previously, Nikbin, et. al. 1977
reported that A9 associated with RA in Iranian
patients, while Toyoda, et. al. 1977 observed an
increased frequency of B22 in Japanese patients
with RA, so Macda, et. al. 1981 did. The last work
was comparable to this present work. The
demographic picture showed that the mean age
of patients was 45.0 £12.5 years. This result was
to some extent similar to that of Rahccm, 2003
(42.1) and lower than that of Anaya, et. al. 2002
(47+12.7); and Pascual, et. al. 2001 (49+2.5) for
Iraqi, Colombian and Spanish patients respectively.
The lower level, probably due to the fact that the
half-life span of Iraqi is lower than that for
European. The reflection of this fact appeared
clearly in the age of disease onset (34.7) which,
seemed to be too young than that of abroad studies
such as 41, 42.5, 40.8, 40.4, and 40.5, as had
pointed to by: kwoh, et. al. 1996; Timofeev, ct.
al. 2000; Gran and Nordvag, 2000; Pascual, et. al.
2001 and Anaya, et. al. 2002 respectively. The
positivity of RF was observed in 90.2% of
patient's sera. While other studies showed 88% in
Nebraska, 87%% in Germany and 85% in Colombia
as has been mentioned by O'dell, et. al. 2002;
Franscn, et. al. 2001 and Anaya, et. al. 2002,
respectively. The high RF positivity in the current
study may be related to high sensitivity of ELISA
techhique which, has been used rather than latex
agglutination test that used by the others. High RIY
positivity  participated  in  increasing  the
inflammatory effects which probably reflects the
acute phase response by high level of CRP as
this study pointed to.
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