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Summary 

Objective: In a previous study treatment with a daily standard dose of Femarelle (644 mg/day) resulted in a significant elevation 
in bone mineral density (BMD) while a reduced dose resulted in a decrease in BMD. The aim of the current study was to examine 
the efficacy and safety of the two doses of Femarelle in the treatment of menopausal symptoms. 

Materials and Methods: Eighty healthy postmenopausal women were randomly allocated to receive either the standard dose (SD) 
or low dose (LD) of Femarelle (644 mg/day vs 344 mg/day). A detailed medical history was taken on enrollment, followed by a 
physical examination, pelvic ultrasound, and sex hormone and lipid profiles. A detailed Kupperman index for each patient was com
pleted. These measures were repeated every three months for 12 months. 

Results: In both groups there was a significant reduction in the Kupperman index following 12 weeks of treatment, which was 
sustained throughout the 12 months of treatment (p < 0.01). Seventy-six percent of the patients in the SD group reported a decrease 
in vasomotor symptoms and seventy eight% in the LD group (NS). This decrease was sustained following 12 months of treatment. 
There was no change in TSH and sex hormone levels or endometrial thickness during the study period. 

Conclusions: In the current study we found that menopausal symptoms were reduced similarly by LD and SD, however for the 
combined treatment of menopausal symptoms and osteoporosis the standard dosage of 644 mg/day of Femarelle is needed. 
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Introduction 

The accumulating data on the side-effects related to the 
conventional hormone replacement therapy (HRT) [1-3] 
intensifies the need of both health providers and patients 
for a safe and effective alternative for the treatment of 
menopausal symptoms and osteoporosis. In previous pre
clinical and clinical studies, Femarelle (DT56a) was 
shown to be a new potent phyto selective estrogen recep
tor modulator (SERM) [4, 5]. DT56a is a composition of 
substances and molecules derived from soy through an 
enzymatic production process. During this process, the 
prime substance is converted to a format similar to that 
obtained through fermentation with no change in the 
accompanying proteins [6, 7]. This unique process sets 
up a biochemical potentiation effect resulting in a more 
potent substance with an efficacy of 8: 1 compared to the 
raw material. The effect of DT56a on bone and cartilage 
of immature or ovariectomized female rats was compared 
to estradiol-17[3 (E2) by measuring the changes in the 
specific activity of the BB isozyme of creatine kinase 
(CK). When administered in multiple oral doses, DT56a 
stimulated skeletal tissues similarly to E2, but whereas 
E2 increased CK specific activity in the uterus, DT56a 
did not. Thus, DT56a selectively stimulated estrogen 
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receptors in skeletal tissues but not in the uterus [ 4]. The 
SERM Raloxifene blocked the stimulation of CK by both 
DT56a and E2 in all tissues tested pointing towards a 
common receptor(s) mechanism of action [4]. In ovariec
tomized rats fed for two months with DT56a at a dose 
equivalent to the standard dose, a significant increase in 
bone histomorphometric measurements was found com
pared to the placebo-fed group (submitted for publica
tion). We have previously shown [5] that Femarelle had a 
positive effect on bone mineral density at a standard dose 
but not at a low dose. Following one year of treatment, 
standard-dose treatment resulted in an elevation of 3.6% 
density in the spine and 2% in the hip while low dose 
treatment resulted in a reduction of 0.6% in both sites. 
The conclusion of these studies is that Femarelle had a 
positive effect on bone mineral density at a standard dose 
but not at a low dose. 

The aim of the present study was to compare the effi
cacy of the two doses of Femarelle for the relief of 
menopausal symptoms. 

Materials and Methods 

The study group included healthy postmenopausal women 
attending health care centers in Israel. Eligibility for participat
ing in the study was limited to patients who had an intact uterus, 
no menses within the last six months, and blood hormone levels 
indicating menopause: follicle-stimulating hormone (FSH) > 30 
mIU/ml and estradiol (E,) < 150 pmol/1. Women with any pre
existing chronic illness, endometrial polyps or hyperplasia, and 








