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Introduction: 
Multiple sclerosis (MS) is a multifactorial disease and its underlying risk factors have remained unclear, although gene-environment interactions may play significant roles in its etiology.  Noteworthy, it seems that sex hormones influence the risk of developing or prognosis of MS in females and some herbs with estrogenic properties may regulate sexual hormones and ameliorate the clinical signs and symptoms of MS in female patients. 
Aims and Objectives: This study aimed to investigate the role of "pre-symptomatic MS" by focusing on background factors, vitamin D intake and serum sex hormone levels in both genders. In the next step, the effect of orally administered Vitex Agnus- Castus (VAC) tablets on the quality of life parameters, EDSS and serum testosterone levels of premenopausal MS patients in a three months regimen were considered as the second purpose of this study.
 Methods and Materials: Pre-symptomatic factors of 300 patients (150 males, 150 females) and serum levels of omega-3, vitamin D, hormones as well as the 5 years history of menstrual irregularity  was surveyed in Iranian MS patients. Vitagnus oral tablets were administered twice a day for 3 months to 30 premenopausal multiple sclerosis women with IR.IAU.PS.REC.1396.169 ethics code. Demographic and MSQOL-54 questionnaires were filled out and serum testosterone levels and EDSS were compared at the baseline and after 3 months of intervention. Mean levels of all parametric variables were compared by paired t-test and Wilcoxon test for non-parametric variables. 
[bookmark: _GoBack]Results: Although the levels of omega-3, vitamin D and testosterone were not statistically different between the Pre-MS Patients and the 300 matched normal controls, they were significantly less in MS women (p < 0.05) who also experienced 5 years irregular menstruation. Since low levels of testosterone would increase pro-inflammatory activities and neural damage in women, we have initiated new therapeutic approaches using a existing herbal medicine with estrogenic activities (Vitagnus) as personalized prevention and intervention protocols for 30 MS women patients. After 3 months of taking Vitagnus tablets, most of QoL variables and serum testosterone levels were significantly increased and EDSS decreased (p<0.05) compared to baseline levels. Furthermore, EDSS score and the most MSQL-54 parameters improved such as limitation- emotional and physical parameters, pain, emotional well-being, energy, social function, health distress, sexual function, change in health, overall quality of life, satisfaction with sexual function, mental and physical health composite. The level of testosterone also significantly increased following three months prescription. 
Conclusion: Our preliminary 3 months observations indicate the benefits of VAC  which significantly  improved the quality of life of patients which could be  considered as a promising new drug which ameliorates  the hormonal disrugulation and improve the quality of life in female MS patients.  

