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Introduction

Asthma (MIM # 600807) is a common respiratory disease
characterized by variable air flow obstruction, inflammation of
the airways and bronchial hyper responsiveness (BHR). Asthma
is recognized as T-helper type 2 (Th2) disease with a particular
profile of cytokine release, including interleukin 4 (IL4) and
interleukin 5 (ILS). Increasing evidence indicates that cytokines
are also associated with inflammatory response that
characterizes human asthma. One such mediator is tumor
necrosis factor-alpha (TNF-a) (Thomas et al., 1996) that has

been shown to induce airway hyper reactivity (Lin et al., 2002).

The genetic evidence in the etiology of asthma, the mode
of inheritance is complex and not yet fully understood (Ober
and Moffatt, 2000). 1t is likely that several genes, each with
moderate-to-major effects, act together with environmental
exposures to determine an individual's overall risk of
development of asthma. The Collaborative Study on the
Genetics of Asthma (CSGA) is a multicenter collaborative study
supported by the National Heart, Lung and Blood Institute of
the National Institutes of Health (NHLBI/NIH), whose purpose
is to identify important loci that contribute to the development
of asthma and asthma-associated phenotypes. Different

frequencies of asthma-susceptibility genes in each ethnic
1




Introduction &5

population provided the strongest evidence for linkage at 6p21
in the European American population, at 11g21 in the African
American population, and at 1p32 in the Hispanic population
(Xu et al, 2001). Further evidence for linkage has been
investigated at 5q31, 8p23, 12922, and 15q13 loci (Noguchi et
al., 1997; Gao et al., 2006).

TNFA and TNFB (namely as lymhotoxin-a,, LTA) genes
belongs to TNF gene super family located with in human major
histocomtability complex (MHC) (6p21) in a region repeatedly
linked to asthma (Shin et al, 2004). More common
polymorphisms in the promoter of TNFA (-1031C>T,
—863C>A, and —857C>T) have been identified (Moffatt and
Cookson, 1997). The TNF position -308 and LTA
polymorphisms have essentially influenced TNF transcription
and secretion respectively (Beghe et al., 2004; Gao et al.,
2006). A number of independent studies have indicated an
association of the TNFa —-308G>A promoter polymorphism
with the risk of asthma (Moffatt and Cookson, 1997; Shin et
al., 2004; Aoki et al., 2006).

It 1s noteworthy that little work has been made

concerning the association between one single nucleotide
polymorphism (SNP; LTA +252A>QG) (Elhawary and Kamal,
2006) and the asthmatic cases. In this study, we will performed
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