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INTRODUCTION

Diabetes mellitus is a common chronic metabolic
syndrome characterized by hyperglycemia as a cardinal
biochemical feature. Type-I D.M is the most common form of
D.M. in children and adolescents (90% of cases) and account
for only 5-10% of all cases of D.M (Wyatt, 2008).

It's an autoimmune disorder characterized by T-cell
mediated destruction and progressive loss of pancreatic B-cells
leading to eventual insulin deficiency and hyperglycemia. This
disorder has a strong genetic component, inherited mainly
through HLA complex, but the factors that trigger onset of
clinical disease remain largely unknown (Denis-Deneman,
2006).

The risk of developing microvascular complications is
related mainly to the duration of diabetes and degree of
glycemic control achieved over time (i.e./ Hb A1C 7.0% or
less). Genetic factors also may influence the risk of
complications. These complications are mainly renal
microvascular complication (microalbuminurea or diabetic
nephropathy), retinopathy and neuropathy (peripheral or
autonomic) (Robert et al., 2007).

Methylene tetrahydrofolate reductase is a key enzyme in
folic acid metabolism. Folic acid has recently gained a great
deal of attention as a biologically important molecules.
Methylene tetrahydrofolate reductase 1s the enzyme
responsible for reduction of methylene tetrahydrofolate, which
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is the key single carbon donor required for thymidine
synthesis, to methylene tetrahydrofolate, which is essential for
homocysteine remethylation to methionine (Boushey et al.,
1995; James et al., 1999 and Kim, 2000).

Defect in methylation reaction is involved in the
etiology of some birth defects and elevated homocystine is a
known risk factor for vascular disease. So the polymorphism
in methylene tetrahydrofolate reductase may have a
detrimental consequences. The range of disorders that have
been studied and linked to methylene tetrahydrofolate gene
polymorphism include : diabetes mellitus, vascular diseases,
leukaemia, birth defects, colon cancer, preeclampsia,
Alzheimer disease, Down syndrome and many others
(Wiltshine et al., 2008).

In patients with type-I diabetes mellitus folate
deficiency is associated with endothelial dysfunction and
folate supplementation improves the endothelial functions in
these patients. The familial clustering of nephropathy and
retinopathy found in diabetes control and complications trial
supports a contribution of genetic factors in their development.
So, polymorphism in genes involved in folate metabolism may
have a role in vascular disease (Wiltshine et al., 2008).



