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ABSTRACT

Ovulatory disturbance and infertility is a key diagnostic feature of polycystic ovarian syndrome (PCOS) In the pathogenesis of which, together with hormonal and
metabolic disorders an important place Is occupied by genetic defects In folate cycle enzymes methylenetetrahydrofolate reductase (MTHFR).

OBJECTIVE: of the study Is to evaluate the efficacy of treatment of combination therapy with L-5-methyltetrahydrofolate, vitamin D and arginine at clomiphene-resistant
women with polycystic ovarian disease and MTHFR polymorphisms

PATIENTS AND METHODS: 80 women undergoing were enrolled with PCOS, MTHFR C677T and A1298C polymorphisms and in clomiphene resistance. The study
group was treated with L-5-methyltetrahydrofolate 800 mcg, cholecalciferol (4000 IU) dalily for 24 weeks; from 1 to 4 weeks and from 13 to 17 patients received arginine
3g daily; after 12 weeks of therapy, ovulation was stimulated with clomiphene citrate at a dose of 50 mg 3 menstrual cycles. The level of folic acid, homocysteine, vitamin
D, endothelin-1, vascular endothelial growth factor, No, and arginine were determined before and after 12 and 24 weeks of therapy. The maximum systolic blood flow
velocity and the resistance index of intraovarian vessels were assessed. Ovulation frequency was evaluated as primary result clinical pregnancy as secondary outcomes.

RESULTS: Treatment significantly increase levels of folic acid, cholecalciferol, arginine and decrease levels of homocysteine, endothelin-1, vascular endothelial
growth factor, NO, after 12 weeks of therapy. During the next 12 weeks of therapy the dynamics of the studied parameters was absent. There was a decrease the
maximum systolic blood flow velocity and resistance index of intraovarian vessels which indicated an improvement in intraovarian hemodynamics. When using
clamiphene citrate, ovulation was observed in 54 (67,5%) patients and 34 (42,5%) patients experienced pregnancies.

CONCLUSIONS: The supplementation of L-5-methyltetrahydrofolate, vitamin D and arginine in the first 3 months before induction ovulation clomiphene citrate and in
the further 3 months during ovulation stimulation could represent innovative support for all those women with PCOS and MTHFR polymorphisms.
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During therapy of L-5-methyltetrahydrofolate, vitamin D and arginine the appointment clamiphene citrate, ovulation
was observed in 54 (67,5%) patients and 34 (42,5%) patients experienced pregnancies.

CONCLUSION

The supplementation of L-5-methyltetrahydrofolate, vitamin D and arginine in the first 3 months before induction ovulation clomiphene citrate and in the further 3
months during ovulation stimulation could represent innovative support for all those women with PCOS and MTHFR polymorphisms.
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