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6. SUMMARY AND CONCLUSIONS

Type 2 diabetes mellitus is a metabolic disorder of fuel homoeostasis characterized
by hyperglycemia and altered lipid metabolism caused by insulin secretion and actions.
Over the last 50 years diabetes is growing rapidly. The estimated worldwide prevalence of
diabetes among adults was 285 million (6.4%) in 2010, and this value is predicted to rise to
around 439 million (7.7%) by 2030 and Egypt will be ranked as the 10th country
worldwide which has the highest number of people with diabetes, making it one of the
most serious diseases of humankind. The frequent association of diabetes with obesity has
led many investigators to propose that obesity and associated insulin resistance may be
responsible for up to 90% of type 2 diabetes. Since skeletal muscle is a key metabolic
tissue, accounting for about 80% of total glucose disposal under insulin-stimulated
conditions, also adipose tissues and liver play important role in glucose homeostasis,
defects of insulin action in these tissues are central to the pathogenesis of type 2 diabetes.
Identifying the etiology and the early detection of type 2 diabetes are keys to prevention.
Among the trace elements essential for human health, selenium (Se) stands out for its
unique biochemistry, its antioxidant capacity and its narrow therapeutic window.

An anti-diabetic impact of dietary selenium supplementation would be expected given
both the long track of selenium as insulin — mimetic micronutrient and it's antioxidant
capacity as constituent of ROS- detoxifying selenoenzymes, suggesting a protective role
against oxidative stress — related chronic complications in the progression of diabetes.
Contrarily to those expectations, recent epidemiological and intervention studies revealed a
surprising association between high plasma selenium levels and type 2 diabetes. The
mechanism of the potential diabetogenic effect of excess selenium is not completely
understood. Consumers frequently misuse antioxidant supplements containing selenium in
the belief that these will protect them from cancer and other diseases of civilization or just
improve their general health. Data from literature have increasingly reported on the
inefficacy or even adverse effects of vitamins and trace element supplements on health. The
benefits and risks of Se supplements for the prevention of obesity and Type II diabetes are
currently the subject of controversial discussion. So, this study was designed to explore the
suggestion that selenium and selenoproteins may interfere with the insulin secretion from
pancreas and/or insulin signaling in peripheral tissues which may cause insulin resistance
and subsequently type 2 diabetes and/or obesity. To achieve this aim the study was
conducted on 90 male Wister rats weight (150-200 grams). The rats were divided into 3
groups: Group I (Control group); included 10 healthy male rats. Group II (sodium selenate
treated group); this group was subdivided into 4 subgroups (10 rats each) each group was
daily orally supplemented with different concentrations of Sodium selenate (5, 10, 50 and
100 pg / kg) for three months. Group III (Selenocysteine treated group); this group was
subdivided into 4 subgroups (10 rats each) each group was daily orally supplemented with
different concentrations of Selenocysteine (5, 10, 50 and 100 pg / kg) for three months.

After three months the overnight fast animals were scarified and the blood samples
were collected and the liver, muscle and white visceral adipose tissues were processed for
measurements of lipid profile, serum glucose, insulin level, insulin resistance by HOMA-IR,
kidney functions, tissue level of phospho- insulin receptor B subunits (P-IR), tissue level of
glucose transporter 4 (Glut4), activity of glutathione peroxidases (GPx) , and tissue level of

90



Summary and Conclusions

selenoprotein P (SeP) . As expected the results of this experimental study indicated that the
Se supplementation cause a dose-dependent elevation in the tissues levels of GPx1 activity
and SeP. Also, the long-term supplementation of rats with seleno-compounds result
significant dose-dependent increase in fasting blood sugar compared to control. This
increase in fasting blood glucose is associated with significant dose-dependent decline in
fasting insulin level in the rats treated with sodium selenate while those rats treated with
selenocysteine showed no significant change in the insulin level compared to untreated rats.
There is a dose-dependent increase in HOMA-insulin resistance index in the rats
supplemented with Se compounds which indicate an insulin resistance state in these rats that
was associated with a dose-dependent decline in the phospho-insulin receptor (active
fraction of insulin receptor) and glucose transporter4(Glut4) in the peripheral tissues
especially liver and muscle.

The disturbed glucose and insulin homeostasis as a result of long-term
supplementation with Se compounds is associated with mild change in the lipid profile.
While very mild change in the total cholesterol level was observed with the two Se
compounds, only sodium selenate significantly decrease triglycerides level at low dose
(10pg/kg) and significantly increase its level at the highest dose (100 pg/kg). Also, the two
Se compounds have no significant effects on the LDL-cholesterol but significantly increase
the level of HDL-cholesterol which imply a mild or even a good effect of long-term Se
supplementation on the lipid profile.

From the results of the present study we can concluded that:

1- Long term selenium supplementation is associated with increased risk of type 2
diabetes

2- Inorganic selenium (Sodium selenate) is more effective in inducing the diabetic
phenotype than organic selenium (selenocysteine)

3- Sodium selenate can impair the insulin secretion and insulin sensitivity in liver,
skeletal muscle and adipose tissues. While selenocysteine act only on the insulin
sensitivity in the peripheral tissues

4-  Se-dependent glutathione peroxidase and selenoprotein P in the peripheral tissues interfere
with the normal insulin signaling and play an important role in the mechanism of diabetes
induction by seleno compounds

5- The long-term selenium supplementation have mild or even good effects on
components of the lipid profile especially HDL-cholesterol level
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Recommendations

7. RECOMMENDATIONS

I- Selenium must be taken under the supervisions of physicians where the dose not
exceeds 400 pg/day.

2- It's better that the food which contain selenium must be not taken randomly and we
must know the food which containing selenium to management while eating .

3- Different drugs which contain selenium must be known to the populations .
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