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Introduction

Diabetes mellitus is a group of metabolic diseases characterized by
chronic hyperglycemia resulting from defects in insulin secretion, insulin
action, or both. The abnormalities in carbohydrate, fat, and protein metabolism
that are found in diabetes are due to deficient action of insulin on target tissues.
If ketones are present in blood or urine, treatment is urgent, because
ketoacidosis can evolve rapidly (ADA, 2009).

Type 1 diabetes mellitus (T1DM) is a heterogeneous disorder
characterized by autoimmune-mediated destruction of pancreatic beta cells
that culminates in absolute insulin deficiency. TIDM is most commonly
diagnosed in children and adolescents, usually presents with symptomatic
hyperglycemia, and imparts the immediate need for exogenous insulin
replacement (Haller et al., 2005).

Diabetes mellitus is commonly associated with both microvascular
and macrovascular complications increasing morbidity and reducing life
expectancy. There is therefore more and more interest in identifying
diagnostic and therapeutic strategies to reduce or delay the possible onset
of these complications (Giugliano et al., 2009).

In evaluating the risk of the development of atherosclerotic
changes, especially when occurring prematurely, increasing attention is
being paid to new, unconventional risk factors. One of many such new
factors, and one whose role in the development of atherosclerotic changes
currently seems to be beyond dispute, is homocysteine (Glowinska et al.,
2003).

Plasma total homocysteine levels are found to be associated with
both micro- and macrovascular complications in type 2 diabetes but some
contradictory information exist about this subject in type 1 diabetes
(Dinleyici et al. 2006).

Systematic reviews are research reviews that combine the evidence
of multiple studies regarding a specific clinical problem to inform clinical
practice. They often use a statistical technique named meta-analysis to
combine results of the eligible studies (Alderson and Higgins, 2004).

Meta-analysis is a quantitative technique that uses specific
measures (e.g., an effect size) to indicate the strength of variable
relationships for the studies included in the analysis. The technique
emphasizes results across multiple studies as opposed to results from a
single investigation (Shelby and Vaske, 2008).



Aim of study

This systematic review aims to answer the question: Is
homocysteine an early indicator for diagnosis of macrovascular
complications in patients with type 1 diabetes mellitus by summarizing
and integrating results from individual studies done on that topic.

Methodology

According to the guidelines mentioned in ihe QUORUM statement
on how to report a systematic review, the following steps will be done:

1) Defining the components of the research question.

2) Searching Pubmed and Cochrane Library databases for identifying
all relevant studies and checking the reference lists of found relevant
studies as well as contacting authors for any missing data.

3) Each study is assessed for eligibility against inclusion criteria and
full text papers are retrieved for those that meet the inclusion criteria.

4) Assess the methodological quality of the included studies using a
critical frame appraisal.

5) The data from the included studies are then extracted, tabulated,
required data for metaanalysis are calculated and heterogeneity among
the studies is evaluated.

6) Interpret the findings in diagrams and present a balanced and
impartial summary of the findings.
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