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MENOPAUSE

Phyto-Female Complex for the relief of hot flushes, night sweats and
quality of sleep: Randomized, controlled, double-blind pilot study
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Abstract

Objective. To determine the efficacy and safety of the herbal formula Phyto-Female Complex (SupHerb, Netanya, Israel;
ingredients: standardized extracts of black cohosh, dong quai, milk thistle, red clover, American ginseng, chaste-tree berry) for
the relief of menopausal symptoms.

Methods. A randomized, double-blind, placebo-controlled trial in 50 healthy pre and postmenopausal women, aged 44—
65 years, to whom oral Phyto-Female Complex or matched placebo was prescribed twice daily for 3 months. A structured
questionnaire on the frequency and intensity of menopausal symptoms was administered weekly from one week before
throughout the 3-month treatment period, followed by biochemical tests, breast check, and transvaginal ultrasonography.
Results. The women receiving Phyto-Female Complex reported a significantly superior mean reduction in menopausal
symptoms than the placebo group. The effect of treatment improvements in menopausal symptoms increased over time; by 3
months there was a 73% decrease in hot flushes and a 69% reduction of night sweats, accompanied by a decrease in their
intensity and a significant benefit in terms of sleep quality. Hot flushes ceased completely in 47% of women in the study
group compared with only 19% in the placebo group. There were no changes in findings on vaginal ultrasonography or levels
of relevant hormones (estradiol, follicle-stimulating hormone), liver enzymes or thyroid-stimulating hormone in either group.
Conclusion. Phyto-Female Complex is safe and effective for the relief of hot flushes and sleep disturbances in pre- and
postmenopausal women, at least for 3 months’ use.
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Introduction

According to the US Census Bureau as reported by
the Food and Drug Administration [1], there were
about 37.5 million US women reaching or currently at
menopause (aged 40-59 years) in 2000. The reduc-
tion in estrogen levels during menopause may cause a
range of symptoms of varying severity that affect
quality of life, such as hot flushes, night sweats, sleep
disturbances, fatigue, depression and reduction in
libido. Although hormone replacement therapy
(HRT) has been used for years to relieve menopausal
symptoms, recent studies have raised concerns
regarding its safety, especially in women with a
personal or family history of breast or uterine cancer
or other estrogen-dependent cancers, and women
with or at risk of cardiovascular disease [2]. It was

suggested that even short-term use (1-2 years) can
increase the risk of congestive heart disease, stroke
and venous thromboembolic disease [3,4]. The risk
rises in the presence of specific factors, such as older
age, overweight or obesity, and factor V Leiden status
[5]. As a result, women are increasingly turning to
alternative therapies.

The growing popularity of herbal medicine has
been fueled by a virtual explosion of scientific
information in the last 20 to 30 years. Studies have
shown that phytoestrogens, which are natural plant
compounds, possess estrogenic or antiestrogenic
activity and that they exert their effects through
receptor-dependent and/or -independent mec-
hanisms. Phytoestrogens may also serve as chemo-
protective agents. Other botanical herbs used for
menopausal symptoms include red clover,
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black cohosh, dong quai, chaste-tree berries and
ginseng [6-31].

Phyto-Female Complex (SupHerb, Netanya,
Israel) is a new herbal preparation specifically de-
signed for relief of menopausal symptoms. Thus, the
aim of the present study was to conduct a randomized,
placebo-controlled efficacy study of the use of Phyto-
Female Complex to relieve menopausal symptoms,
mainly vasomotor symptoms such as hot flushes and
night sweats, in peri- and postmenopausal women.

Materials and methods

The study was conducted at five community gyne-
cological clinics of the General Health Services, the
major health maintenance organization in Israel. The
protocol was approved by the ethics committee of
Rabin Medical Center and written informed consent
was obtained from all participants.

The study sample included 50 healthy pre and
postmenopausal women aged 45-65 years. Eligibility
for the study was limited to women who met the
following criteria: amenorrhea for at least 6 months,
elevated follicle-stimulating hormone (FSH) level
(>30 ug/ml), and hot flushes and/or night sweats at
least three times daily. Clinical tests, blood sampling
for hormonal profile, estradiol, FSH, blood glucose,
cholesterol, liver enzymes (alanine transaminase,
ALT and aspartate aminotransferase, AST) and
thyroid-stimulating hormone (TSH), in addition to
transvaginal ultrasonography and breast exami-
nation, were performed at onset and at completion
of the study (13 weeks). Participants were also asked
not to consume any soy or phytoestrogen products in
their diet and to complete a questionnaire on a daily
basis, one week before entering the study (the pre-
study period) and every day during the trial, on
number of hot flushes and night sweats and number
of awakenings at night due to vasomotor symptoms.
Symptom intensity and sleep quality were subjec-
tively assessed on a scale of 1 to 5. Clinic visits were
scheduled at the end of weeks 4, 8 and 12. In each
clinic visit adverse events were assessed.

The patients were randomized into two groups, to
receive either Phyto-Female Complex (n=25) or
placebo (z=25). Each capsule of Phyto-Female
Complex contains standardized extracts of the follow-
ing herbs: black cohosh (Cimicifuga racemosa) root
extract, 100 mg (2.5 mg triterpen glycoside, 2.5%);
dong quai (Angelica sinensis) root extract, 75 mg (7.5 mg
ligustilides, 1%); milk thistle (Silybum marianum) herb
extract, 75 mg (60 mg silymarin, 80%); red clover
(Trifolium pratense) flower extract, 50 mg (4 mg iso-
flavone, 8%); American ginseng (Panax quiquefolim)
root extract, 50 mg (12.5 mg ginsenosides, 25%); and
chaste-tree berry (Vitex agnus castus) fruit extract,
50 mg (2.5 mg vitexin, 5%). The complex is prepared
according to Good Manufacturing Practice GMP

standards and analysis is certified (SupHerb). Phyto-
Female Complex is marketed in Israel as a food
supplement. The placebo capsules were outwardly
identical to the study preparation.

Statistical analysis

Data were compared between groups and within
groups, before treatment (baseline) and at the end of
treatment, using Student’s paired two-tailed 7 test
(heteroskedastic test). Significance was set at p < 0.05.

Results

The background data and findings for the Phyto-
Female Complex and comparison groups are shown in
Table I. There were no significant differences between
groups in mean age, body mass index, clinical
chemistry profile, and baseline severity of vasomotor
symptoms. The initial study sample included 50
women. Six women were withdrawn from the study
due to missing data. Seven patients (five in the placebo
group, two in the study group) dropped out of the
study during the first four weeks and two (placebo
group) during weeks 4-8 owing to lack of compliance
or deciding voluntarily to discontinue participation.
Women in the placebo group felt aggravation of or no
change in symptoms and decided to stop the
treatment. The remaining 35 patients (16 in the
placebo group, 19 in the study group) satisfactorily
completed the 12 weeks of the trial.

Women receiving Phyto-Female Complex already
showed a significant reduction in the number of hot
flushes and night sweats (percentage change from
baseline) at the end of week 2 of the trial: 25%
reduction in total number of daily hot flushes
(»=0.044) and 23% reduction in night sweats
®=0.037), vs. 8% and 15%, respectively, in the
placebo group. By the end of week 12, the number of
hot flushes was reduced by a mean of 73% in the
study group and 38% in the placebo group
(»=0.026), and the number of night sweats was
reduced by 69% and 29% respectively (p=0.027)
(Figure 1 and Table II). The decrease in number of
hot flushes was accompanied by a decrease in their
intensity: at the end of the study, intensity scores
were 80% lower than baseline (percentage of the
average intensity experienced by the same woman
before treatment) for the Phyto-Female Complex
group but only 35% lower in the placebo group
(p=10.002) (Table II). During the study, aggravation
of symptoms was reported in 22% of the women in
the placebo group; 52% reported no change and 26%
reported only a mild response, including alleviation
of hot flushes in 19%. Overall, 30% of this group
ceased treatment before the end of the trial. By
contrast, none of the patients in the study group had
a worsening of symptoms and 81% reported an
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Table I. Background data on peri- and postmenopausal women
treated with Phyto-Female Complex herbal combination or
placebo.

Phyto-Female

Complex Placebo

Characteristic (n=21) (n=23) p Value
Age (years) 55.3+5.4 59.0+ 7.3 NS
Years in menopause 6.88 + 4.77 8.95 4+ 6.44 NS
No. who previously 12 13 NS

used HRT
Height (cm) 1.63 + 0.05 1.64 + 0.05 NS
Weight (kg) 65.80 £9.90 70.58 +10.47 NS
No. of hot flushes*

Baseline 5.57 + 2.57 5.06 + 2.98 NS

End of treatment 1.56 + 1.11 2.90 +2.20 0.01
No. of night sweats*

Baseline 3.18 + 1.40 2.76 + 1.43 NS

End of treatment 1.00 + 0.80 1.98 + 1.40 0.03
Intensity of hot

flushes score’

Baseline 3.14 + 1.05 3.45 + 1.06 NS

End of treatment 0.53 + 0.67 2.17+1.53 0.002
Sleep quality score’

Baseline 3.58 + 1.14 2.57+1.53 NS

End of treatment 1.06 + 1.04 2.05 + 1.17 0.001
Chemistry profile
AST (units) U/L

Baseline 19.00 + 3.38 19.98 + 6.60 NS

End of treatment
ALT (units) U/L

Baseline

End of treatment
TSH (units) ml U/L

Baseline

End of treatment
E, (units) pg/ml

Baseline

End of treatment

25.27 + 14.39 25.80 +£ 10.30 NS

18.00 £+ 5.85 21.80 +£10.53 NS
21.77 + 10.08 28.80 + 16.90 NS

2.86 + 1.16
295+ 1.74

1.85 £ 0.95 NS
2.06 + 0.98 NS

109.78 + 30.00 104.14 + 34.70 NS
89.73 + 30.00 70.30 +£25.25 NS

HRT, hormone replacement therapy; AST, aspartate aminotrans-
ferase; ALT, alanine transaminase; TSH, thyroid-stimulating
hormone; E,, estradiol; NS, not significant; data are expressed as
mean + standard deviation; *average daily number; 'self-rated on
a scale of 1 to 5.

amelioration of menopausal symptoms. The hot
flushes stopped in 47% of the study group by the
third month (Table III).

In relation to sleep quality rating, mean score at
baseline was 2.57 + 1.53 in the placebo group and
3.58 4+ 1.14 in the study group (the lower the score,
the higher the quality; Table I). Women taking the
herbal complex reported a 52% reduction at the end
of week 8 and a 70% reduction at the end of the trial,
meaning that the women moved to the ‘good sleeper’
(score of 1) category. In the placebo group, scores at
week 12 were reduced by only 21% compared with
baseline (p =0.001) (Figure 2 and Table II).

Neither group had significant differences from
baseline in estradiol, FSH, liver enzymes (ALT,
AST) and TSH levels (Table I). There was no
evidence of endometrial thickness changes by trans-
vaginal ultrasonography.
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Figure 1. Decrease in the average number of (a) daily hot flushes
and (b) night sweats compared with baseline in peri- and
postmenopausal women treated with Phyto-Female Complex
herbal combination or placebo.

Discussion

The present research work provides new data
exploring the effect of an oral complex combining
various herbal compounds on the relief of menopau-
sal symptoms. Positive clinical evidence has been
reported for some of the compounds found in the
present combination, however in a single fashion.
This is perhaps the first report to date to analyze the
effect of a herbal combination on the relief of
vasomotor symptoms and quality of sleep in peri-
and postmenopausal women.

The results of our 12-week study suggest that
Phyto-Female Complex is significantly effective in
relieving menopausal symptoms, including both
nocturnal and diurnal hot flushes and sleep distur-
bances, in comparison to placebo. The relief of hot
flushes was observed as early as the end of week 2.
The number of hot flushes and night sweats
decreased progressively during the study period.
The Phyto-Female Complex also significantly
improved sleep quality by as early as the end of week
8, and even more at the end of the study. No side-
effects were reported during the study and the
complex was tolerated well.
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Table II. Percentage change in vasomotor symptoms from baseline (before treatment) reported by women participating in each treatment

group.
Symptom/treatment Week 0 Week 2 Week 4 Week 8 Week 12 p Value*
Daily hot flushes’
Phyto-Female Complex 5.6 +25 254+ 3 43 4+ 3 534+ 5 73+ 5 0.026
Placebo 5.1 +3.0 7.6 +3.0 18 +4 45 +5 5+ 58
Intensity of hot flushes?
Phyto-Female Complex 3.1+1.0 2143 344+ 3 62+ 3 81+3 0.002
Placebo 3.5+ 1.0 6.6 + 1.0 19+3 35+ 4 35+5
Night sweats’
Phyto-Female Complex 32+14 23+3 35+3 60 +3 69 + 4 0.027
Placebo 27+1.4 15+3 21 +4 42 +5 20+ 6
Sleep quality*
Phyto-Female Complex 35+ 1.1 12+ 4 28 +4 52+ 4 70 + 4 0.001
Placebo 25+15 0.8 +4.0 20+ 4 41+ 6 21+ 4

*Data are expressed as mean + standard deviation; *p value for the comparison between Phyto-Female Complex vs. placebo after 12 weeks

+

of treatment; 'average number; fself-rated on a scale of 1 to 5.

The use of alternative therapies for menopausal
symptoms has been growing since the 1980s. Black
cohosh, probably the most widely studied medicinal
herb, has a long tradition as a beneficial remedy for
joint, muscle and nerve aches, and rheumatism
[11,12]. Its use since the late 1950s for the treatment
of menopausal symptoms, menstrual disorders and
premenstrual syndrome has been widely reported
[9]. The majority of clinical trials have shown black
cohosh to be effective for the relief of vasomotor
symptoms. New evidence-based efficacy and safety
data have been reported for the isopropanolic extract
of black cohosh [29]. Wuttke and colleagues [12]
described black cohosh as a selective estrogen
receptor modulator and recommended it as an
alternative to HRT; others found that it enhanced
the antiproliferative effect of tamoxifen [13—-15]. In
studies in ovariectomized rats, black cohosh did not
induce mammary-tumor-stimulating effects, endo-
metrial proliferation or hormone level changes [16],
indicating that the mechanism whereby black cohosh
alleviates hot flushes differs from that of HRT.
Accordingly, Burdette and associates [17] reported
that black cohosh acts as a partial agonist of the
serotonin receptor, which regulates body tempera-
ture. Applying a recombinant cell bioassay method,
others failed to find measurable estrogen activity in
black cohosh, dong quai and chaste-tree berry [18];
thus, these non-hormonal treatments may reduce
menopausal symptoms without increasing the risk of
breast cancer. According to the recent systematic
review and meta-analysis of Nelson and co-workers
[30], non-hormonal therapies may be most useful
for highly symptomatic women who cannot take
estrogen but are not the optimal choice for most
women.

Ginseng has been used in Chinese medicine as an
adaptogen to increase the body’s resistance to
physical and biological stress. It is used to treat
symptoms of anxiety, counteract weakness, fatigue

Table III. Outcome of treatment with Phyto-Female Complex
herbal combination and placebo in peri- and postmenopausal
women during the 12-week study period.

Outcome Phyto-Female Complex  Placebo
Aggravation of symptoms 0 22
No change 19 52
Amelioration of symptoms 81 26
Hot flushes stopped 47 19

Findings represent the percentage of women in each particular
group.
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Figure 2. Decrease in sleep score (sleep quality) compared with
baseline in peri- and postmenopausal women treated with Phyto-
Female Complex herbal combination or placebo.

and impaired concentration, and enhance physical
performance, immune function and sexual function.
Wiklund and colleagues [19] reported that use of the
standardized ginseng extract by postmenopausal
women was associated with a statistically significant
improvement in quality of life, general well-being and
positive affect.

The chaste-tree berry has been used for female
reproductive problems since the time of ancient
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Greece, and has recently been found to contain
selective estrogen receptor-f activity [20]. Red clover
has been reported to affect hot flushes [21,22], plasma
lipid levels [23], arterial compliance [24,25] and bone
mineral density [26]. Huntley and Ernst [27] evaluated
the possible adverse effects of herbs used to treat
menopausal symptoms and their interaction with other
drugs. They found that the evidence for black cohosh
was promising and that red clover may be more
effective for severe menopausal symptoms. A rando-
mized controlled trial compared the efficacy and safety
of two isoflavones supplements derived from red clover
extract with placebo, in symptomatic menopausal
women. The study provided evidence for a biological
effect of one of the isoflavone supplements. However,
neither supplement had a clinically significant effect
compared with placebo. The authors suggested that
even women with less symptomatic symptoms may
benefit from treatment [31].

The preparation used in the present study
contained a combination of standardized extracts
of these herbs. Our results suggest that the Phyto-
Female Complex preparation can serve as a safe
alternative to HRT, at least for 3 months’ use. This
short-term pilot trial tested the preparation for a
limited time because this is the minimal period
needed to show any differences between treatment
groups and the placebo effect. At the end of the
study there was a significant decrease in hot flushes
of more than 35% between the active and the
placebo group, demonstrating the efficiency of
Phyto-Female Complex. Furthermore, each woman
served as her own reference for a climacteric
symptom scale recorded one week before entering
the study. This strengthens the results of the study.
The Phyto-Female Complex was significantly super-
ior to placebo regarding hot flushes (number and
intensity), night sweats and quality of sleep, in spite
of the small size of groups and short period of
treatment. Overall, patients in the intervention
group reported less difficulty with sleep quality
and less fatigue during the day. No patient ceased
therapy due to adverse side-effects. Longer-term
studies in a larger number of women are needed to
verify our findings.
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