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Abstract

Behcet’s Disease (BD) is a chronic inflammatory disease with exacerbations and
remissions characterized by recurrent orogenital ulcerations, ocular
manifestations, arthritis, and vasculitis. In addition, neurological and large
vessel involvement can occur. The etiology and pathogenesis of Behcet’s
Disease have not been clearly defined. However, several genetic, environmental,
and immunological factors have been suggested as causative factors in this
disease The primary mechanism of the damage is an overactive immune system
that seems to target the patient's own body. The involvement of a subset of T
cells seems to be important. Vitamin D has long been known to be important for
bone health and turnover. It has major biologic activities including cellular
proliferation and differentiation, immune system modulation and muscle
strengthening. A growing body of evidence supports the hypothesis that vitamin
D is an environmental factor important in the etiology of T-cell-mediated
autoimmune diseases. The biological effect of vitamin D is thought to occur by
binding to its receptor (VDR) which belongs to the steroid receptor superfamily.
VDR gene polymorphisms cause functional differences in immuno-modulatory
action of vitamin D. This receptor is widely expressed in many cell types
including antigen-presenting and lymphocytes cells. There is significant
decrease in the level of Vitamin D in patient with Behcet disease.

Conclusion: The expression of microRNA 125b shows its statistically
significant increase in patients of Behcet disease. Although the expression of
microRNA 22 shows no significant difference between patients and control
however its expression is lower in patients receiving steroid treatment compared
to those who do not receive the treatment.

Keywords: vitamin D, microRNA-22, microRNA-125b, Behcet Disease
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Introduction

INTRODUCTION

Behcet's Disease (BD) is a chronic inflammatory disease with
exacerbations and remissions characterized by recurrent orogenital
ulcerations, ocular manifestations, arthritis, and vasculitis. In addition,
neurological and large vessel involvement can occur. The etiology and
pathogenesis of Behcet’'s Disease have not been clearly defined. However,
several genetic, environmental, and immunological factors have been
suggested as causative factors in this disease. The primary mechanism of
the damage is an overactive immune system that seems to target the
patient's own body. The involvement of a subset of T cells seems to be

important.

Vitamin D has long been known to be important for bone health and
turnover. It has maor biologic activities including cellular proliferation and
differentiation, immune system modulation and muscle strengthening. A
growing body of evidence supports the hypothesis that vitamin D is an
environmental factor important in the etiology of T-cell-mediated

autoimmune diseases.

The biological effect of vitamin D is thought to occur by binding to
its receptor (VDR) which belongs to the steroid receptor superfamily. VDR
gene polymorphisms cause functional differences in immuno-modulatory
action of vitamin D. This receptor is widely expressed in many cell types

including antigen-presenting and lymphocytes cells.

MicroRNAs (miRNAS) are short non-coding RNAs with wide gene
regulatory activity at the posttranscriptional level. MiRNAS associate with
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several proteins in RNA silencing complexes that cause mMRNA

degradation or translation inhibition, or both processes.

In recent years, miRNASs have been shown to play key rolesin cancer
as they control the expression of crucial oncogenes and tumour suppressor
genes and, accordingly, several miRNAs are either over-expressed or

silenced affecting many diseases.

MiRNA-22 augments tumour suppressor activity. 1,25(0OH)2D3
modulates cell proliferation: it usually has a mild to medium cell-type-
dependent inhibitory effect, although stimulatory effects have also been
reported. MiR-22 is induced by 1,25(0OH)2D3 and contributes to its

inhibitory effects on the proliferation and migration of cells.

Moreover, anti-miR-22 expression abrogates the regulation by
1,25(0H)2D3 of the RNA levels of several target genes. Importantly, miR-
22 is downregulated in a high proportion of colon tumours and its
expression correlates directly with that of VDR. Together, miR-22 is a
target of 1,25(0OH)2D3 and mediates in part its protective action against

many diseases.

The microRNA miR-125b is multi-faceted, with the ability to
function as a tumor suppressor or an oncogene, depending on the cellular
context. To date, the pro-apoptotic role of miR-125b and its underlying
mechanisms are unexplored. miR-125b |level was positively associated with

the rate of apoptosisin HCC tissues.
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AIM OF THE WORK

The aim of our study is to investigate serum levels of vitamin D and
its effect on mMiRNA22 and miRNA125B gene expression in Egyptian
patients with BD and to evaluate their relationship to disease activity.



