G1£9-¢60C ‘NSSI®

Check for K F M
https://doi.org/10.4082/kjfm.18.0067 e Korean J Fam Med updges

= QOriginal Article

Comparison of Vitex agnus-castus
Extracts with Placebo in Reducing

Menopausal Symptoms: A Randomized
Double-Blind Study

Rozita Naseri', Vahid Farnia®, Katayoun Yazdchi**, Mostafa Alikhani**, Behrad Basanj?, Safora Salemi®

'Department of Internal Medicine, School of Medicine, Kermanshah University of Medical Sciences, Kermanshah, Iran

“Department of Psychiatry, Substance Abuse Prevention Research Center, Health institute, Kermanshah University of Medical Sciences, Kermanshah,
Iran

*Department of Gynecology and Obstetrics, Kermanshah University Of Medical Sciences, Kermanshah, Iran

Background: Menopausal symptoms have remarkable negative effects on women’s quality of life, justifying the
need to assess various therapeutic options. This research aimed to determine the effectiveness of Vitex agnus-cas-
tus extracts in alleviating menopausal symptoms in comparison with that of placebo.

Methods: This study was a randomized controlled double-blind clinical trial with a study group of 52 women re-
ferred to a clinic in Kermanshah in 2017. The participants were randomly divided into two groups: Vitex group (26
subjects) and placebo group (26 subjects). Menopausal symptoms were assessed using the Greene Scale before
and 8 weeks after the intervention.

Results: After the intervention, the mean scores for total menopausal disorder, anxiety, and vasomotor dysfunction
were significantly lower in the Vitex group than in the placebo group (P<0.05). The mean scores of the variables of
somatic complications, depression, and sexual dysfunction did not show significant differences between the Vitex
and placebo groups (P>0.05).

Conclusion: Administration of Vitex agnus-castus extracts as a phytoestrogenic medicine can alleviate menopausal
symptoms in women.
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INTRODUCTION

Menopause is a natural growth transition stage in every woman." Dur-
ing menopause, the activities of estrogen and progesterone secreted
by the ovaries dramatically decrease.>” Women experience physical,
mental, social, and psychological changes during menopause, which
results in cardiovascular diseases, osteoporosis, bone fracture, and
even Alzheimer disease in the long term.*® Menopause with compli-
cations such as severe hot flash, sudden sweats, fatigue, and dizziness,
as well as physiological complications, leads to osteoporosis, ovarian
atrophy, decrease in sexual hormone levels, increase in weight, and
depression. Thus, acquiring good knowledge about effective treat-
ments to reduce mental and psychological problems of menopausal
women is of high value and importance.””

Use of various alternative or complementary treatments to reduce
the undesirable symptoms of menopause is widely accepted nowa-
days. Among such treatments, phytoestrogens are used as hormonal
therapies in menopausal women; these can have less side effects be-
cause of their herbal origin."” Phytoestrogens are found in soybean,
beans, cereals, and vegetables and have an estradiol-like function.'?

Administration of herbal medicines has been popular since a long
time for the cure of irregular menstruation, menopausal complica-
tions, and menstrual pain. In Iranian traditional medicine, several
herbal medicines have been suggested to be effective in alleviating
menopausal symptoms. Vitex agnus-castus extracts (panj-angosht in
Persian) is a native plant of the Mediterranean countries has a long
history in traditional medicine. Botanical studies, cultivation, and
pharmacognosy of Vitex started in Iran in 1991, and medicinal prod-
ucts were introduced in 1996." Rates of complication, including mild
upset stomach, rash, and itching, are low; complications are seen in
approximately 2% of users.'*'” Vitex has numerous uses in traditional
medicine, and primary studies have demonstrated its effectiveness in
decreasing menopausal complications.'**” The fruit of this plant is ad-
ministered as treatment for menopausal complaints. Currently, in Eu-
ropean and American countries, the use of the Vitex fruit for its thera-
peutic effects on women with reproductive problems, premenstrual
syndrome, infertility, and hyperprolactinemia is common. Despite the
lack of clinical trials designed to study the effects of this plant on
menopause-related symptoms, pharmacological evidence denoting
its dopaminergic activity, closeness to opioid receptors, and ability to
increase melatonin secretion support the effectiveness of Vitex for re-
ducing menopausal symptoms.'®

Nearly one-third of a woman’s lifetime is in the postmenopausal
years. Menopause causes various complications; hence, searching for
a treatment with less side effects and reasonable effectiveness for
menopausal problems seems important and necessary. Herbal medi-
cines have less side effects than chemical medications.

Clinical trials conducted on the efficacy of Vitex in improving meno-
pausal symptoms only examined the general score for menopause
based on the Greene Questionnaire. In addition to the total score, rele-

vant symptoms, including anxiety, depression, somatic complications,
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and vasomotor and sexual dysfunctions, were investigated.

METHODS

This study was a randomized double-blind clinical trial with a pretest-
posttest design registered in the Iranian clinical trial website coded as
IRCT 2016120528967N3.

1. Subjects

The population included all menopausal women referred to the Hela-
e-Ahmar clinic in Kermanshah in 2017 for the treatment of meno-
pausal symptoms. Considering the type of study and the mean and
standard deviation of the frequency of hot flashes (extracted from the
study performed by Abbaspoor et al.*” on women with menopausal
symptoms) within 24 hours and 2 weeks after the beginning of the
study, the minimum required sample sizes in the Vitex group (4+2.52)
and control group (6+2.34) were both 23. In the calculation, the for-
mula mention below and error level of 5% also used. Considering that
10% (three subjects) of subjects would be excluded, the final sample
size was determined to be 26 people in each group. The subjects were
selected from among the study population on the basis of the inclu-
sion and exclusion criteria of the study.

n=

2
z +z,| (o +o,
( 12 1’“J( ' ‘)_(1.96+0.85

TR P— j(2.342+2.522)

=23+3(10%)=26

The subjects were randomly allocated to the Vitex (treatment group,
n=26) and placebo groups (control group, n=26). The primary out-
come was menopausal symptoms (anxiety, depression, somatic com-
plications, and vasomotor and sexual dysfunctions) evaluated using
the Greene Questionnaire.

The inclusion criteria were age of 45-65 years, at least 1- to 3-year
interval after the last menstruation, at least two hot flashes a day, and a
Papanicolaou test result not higher than class II. The exclusion criteria
were cigarette smoking; use of hormones or antibiotics in the recent 3
months; systemic diseases such as renal disease, hypertension, high
blood sugar, hyperlipidemia, depression, anxiety (depression and anx-
iety diagnoses based on the ‘diagnostic and statistical manual of men-
tal disorders, fifth edition, criteria made by the psychiatrist); problem-
atic breast examination result; use of antithyroid medications, tradi-
tional medicines, gabapentin, selective serotonin reuptake inhibitors,
sulfonamides, methotrexate, triamterene, sulfasalazine, estrogen, and
phenytoin; and non-compliance with treatment when >15% to 20%

deviation of consumption existed.

2. Procedure
The Greene Scale was first completed by the subjects referred to the
Helal-e-Ahmar clinic. If the scores were between 15 and 42, written

consent for participation in study was obtained after explaining the re-
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search objectives. Subject enrollment was based on the inclusion and
exclusion criteria. To hide the allocation and maintain double-sided
blinding throughout the study, Vitex agnus-castus extracts and place-
bo were put in identical envelopes and opaque packages with serial
continuous numbers. In each envelope were 30-mg Vitex and placebo
medications for 8 weeks’ consumption. To comply with the double-
blinding, neither the clinician nor the participants knew about who
belonged to the Vitex or placebo group. During the first visit and after
basic evaluations, each participant received a numbered envelope
based on the sequence of entrance of the participant, and the process
continued for 8 weeks. A phone call was made 4 weeks after the start to
remind the participants to regularly use the medication. In this study,
Vitex agnus-castus extract was administered in capsules. The Vitex ex-
tract and placebo were produced by Poursina Pharmacy Company in
Tehran. The capsules of Vitex agnus-castus extract (with effective com-
ponents of trans-anethole, fenchone, methyl chavicol, and estragole
standardized based on 21-27 anetholes in each capsule) and placebo
(lactose powder, 5% gelatine solution, and avicel) were identical in
shape, size, color, and smell. The regimen consisted of twice-daily in-
gestion (morning and evening) of Vitex and placebo capsules, and the
code of each medication used was recorded in the participant’s ques-
tionnaire sheet. Undesirable side effects were recorded during each
visit by a skilled physician based on a PRD herbal book. In case of any
side effects, administration of the medication was ceased, and the sub-

ject was excluded from the study.

Assessed for eligibility (n=159)
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3. Measurement Instruments

The Greene Questionnaire: This scale was developed by Greene in
1975 in Scotland, and its validity and reliability have been confirmed.?”
This questionnaire includes 21 items related to menopausal complica-
tions in five aspects: anxiety (items 1-6), depression (items 7-11), so-
matic (items 12-18), vasomotor dysfunction (items 19-20), and sexual
dysfunction (items 21). Each symptom was scored by the subject.
Scores are assigned as follows: not at all, 0; a little, 1; quite a bit, 2; and
extremely, 3; this results in a total score ranging from 0 to 63. One

question was on the number of hot flashes.??

4. Ethical Considerations

This study was approved by the Medical Research and Ethics Commit-
tee of Kermanshah University of Medical Sciences, Kermanshah, Iran
on October 19, 2016 (registration no., Kums.REC.1395.44). Each par-
ticipant was verbally provided with information regarding the study
and the contents of the information sheet. All participants signed a

consent form in which the study procedures were explained.

5. Statistical Analyses

The Kolmogorov-Smirnov test was used to analyze quantitative data.
After confirming data that were normally distributed, analytical statis-
tical methods of the independent and paired T-tests were used to
compare the means of quantitative variables between the two groups
and within each group. To find an association between the qualitative
variables, the chi-square test was performed. All analyses were per-
formed using the IBM SPSS ver. 20.0 statistical software (IBM Corp.,

y

Excluded (n=98)

Not meeting the inclusion/
exclusion criteria (n=68)

Refused to participate before
further assessments (n=30)

Randomized (n=61)

Vitex group (n=31)

Recieved the allocated intervention
(n=31)

Placebo group (n=30)

Recieved the allocated intervention

(n=30)

Erratic use of medication and
discontinued intervention before 60 days
(n=5)

Erratic use of placebo and discontinued
intervention before 60 days (n=4)

Analyzed (n=26)

Analyzed (n=26)

Figure 1. CONSORT diagram showing the
flow of participants through each stage.
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Armonk, NY, USA) at a level of error of 5%.

RESULTS

In this randomized double-blind clinical trial, 159 eligible subjects
were evaluated, of whom 98 were excluded (68 based on the inclusion
and exclusion criteria, and 30 owing to reluctance). Sixty-one subjects
were randomly assigned to the two groups, the Vitex group (n=31) and
placebo group (n=30), and were followed up for 8 weeks.

During the study;, five subjects in the Vitex group (due to side effects)
and four in the treatment group (due to side effects and unwillingness
to continue to use) dropped out. A total of 26 subjects each were ran-
domly allocated to the Vitex and placebo groups and analyzed (CON-
SORT flow diagram) (Figure 1).

The age range of the participants was 48-58 years. The mean ages in
the Vitex (52.85 years) and placebo groups (52.16 years) were not sta-
tistically significant (P=0.38). In the Vitex group, 23 (88.05) were unem-
ployed and 3 (11.5) were employed. In the placebo group, 24 (92.04)
were housewives and 2 (7.06) were employed. No statistically signifi-
cant relationship was found between employment status and the
study groups (P=0.32). In terms of marital status, in the Vitex group, 2
subjects (7.7) were single and 24 (92.03) were married. In addition, in
the placebo group, 2 (7.7) were single and 24 (92.03) were married. No
significant difference in the distribution of marital status was observed
between the two groups (P=0.52). In addition, no significant relation-
ship was found between income level and mean body mass index in
the study groups (P=0.16, P=0.52, respectively). A number of years di-
vorced of 10-18 years was reported in the two groups, with a mean of
13.76 in the Vitex group and 13.50 in the placebo group. No significant
difference was found between the two groups (P=0.58). The pregnancy
rate was also reported, with a mean of 3.77 in the Vitex group and 3.74

in the placebo group (P=0.95). The mean difference was not significant

Table 1. Demographic of the treatment and placebo groups
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between the two groups (P=0.95). The menopausal age was reported
in the two groups to be between the ages of 46 to 57 years, the mean of
which was not significantly different between the Vitex group (50.94)
and placebo group (50.84; P=0.89). The years elapsed since meno-
pause, with a variation range of 1-3 years, was also higher in the Vitex
group than in the placebo group (1.32), with a statistically significant
difference (P<0.05). The number of hot flashes per day with a variation
range of 3 to 20 times was reported in the Vitex and placebo groups,
with means of 8.58 and 9.24, respectively, which were not statistically
significantly different between the two groups (P=0.74). As a result of
Vitex and placebo use, 3 subjects (11.53) in the Vitex group experi-
enced nausea and 2 (7.69) experienced itching. In the placebo group,
only 1 subject (3.84) had nausea, with no significant difference in the
incidence of side effects between the two groups (P=0.07) (Table 1).

The results of the comparison of the mean scores related to the
menopausal symptoms at the beginning of the study between the Vi-
tex and placebo groups by the independent-samples T-test (differences
with significance level of <5% were significant) (Table 2), including
anxiety, depression, somatic complications, vasomotor dysfunction,
sexual dysfunction, and total dysfunction, showed that in the Vitex
group, the mean scores were higher. However, this comparison be-
tween complications was not statistically meaningful at this point (i.e.,
before the intervention; P>0.05).

After 8 weeks of follow-up and at the end of study, the results of the
comparison between the Vitex and placebo groups regarding the
mean scores of menopausal complications showed that the means
were lower in the Vitex group for all complications.

The comparison of these results showed that at a margin of error of
5%, the mean scores for anxiety and for vasomotor and total dysfunc-
tions were significantly different between the Vitex and placebo groups
(P<0.0001), leaving decreases in the mean sores for anxiety and vaso-

motor and total dysfunction to 3.2 and 3 times lower in the treatment

Variable Levels Vitex Placebo P-value
Age (y) 48-58 52.85+2.70 52.16+2.80 0.38
Occupation Housekeeper 23 (88.05) 24 (92.04) 0.32
Employed 3(11.5) 2 (7.06)
Marital status Single 2(1.7) 2(7.7) 0.52
Married 24 (92.03) 24 (92.03)
Income Less than US$300 monthly income 2 (46.2) 18 (69.3) 0.16
US$300 to 900 monthly income 2 (46.2) 8(30.7)
More than US$900 monthly income 2 (7.6) 0
Body mass index (kg/m?) 1.75-3 2.30+0.35 2.40+0.25 0.17
Years after menopause 1-3 2.02+0.78 1.32+0.53 0.001**
No. of hot flashes 3-20 8.58+5.40 9.24+8.40 0.74
Menopausal age (y) 46-57 50.94+2.53 50.84+2.54 0.89
Menarche age (y) 10-18 13.76+1.58 13.50+1.69 0.58
No. of deliveries 1-9 3.77+1.51 3.74+1.76 0.95
Adverse effects Nausea 3(11.53) 1(3.84) 0.07
Itching 2(7.69) 0

Values are presented as mean=standard deviation or number (%).
*P<0.01.

https://doi.org/10.4082/kjfm.18.0067



Rozita Naseri, etal. ® Vitex agnus-castus Extracts Treatment Improves the Menopausal Symptoms

www.kjfm.orkr 5

Table 2. Comparison of the means of the menopausal symptoms based on Green’s questionnaire before and after the intervention between the Vitex extract and placebo

groups
) Before intervention o After the intervention
Variable Significance P-value
Vitex Placebo Vitex Placebo
Menopausal symptoms
Anxiety 9.65+3.12 8.36+2.43 0.11 2.35+1.52 6.28+2.88 <0.001**
Depression 8.04+2.47 7.52+2.29 0.44 4.61+2.87 5.04+2.80 0.60
Somatic complications 7.08+3.28 5.60+3.25 0.11 3.50+2.12 4.24+3.09 0.32
Vasomotor 3.73+1.71 3.76+1.64 0.95 0.46+0.90 2.72+1.54 <0.001**
Sexual dysfunction 1.65+0.84 1.56+1.23 0.75 1.07+0.69 1.44+1.08 0.16
Total 29.54+7.29 26.88+4.85 0.13 12.15+4.31 20.12+6.64 <0.001**
Values are presented as mean=standard deviation.
*P<0.01.
group, respectively. On the other hand, at the end of study, the mean  radical estrogenic effects.”

scores for depression, somatic complications, and sexual dysfunction
variables had no significant statistical differences between the Vitex
and placebo groups (Table 2).

DISCUSSION

This research was conducted to determine the effect of the Vitex plant
extract on menopausal symptoms in comparison with that of placebo.
Results showed that in the Vitex group, the total scores for menopause,
anxiety, and vasomotor dysfunction were meaningfully diminished af-
ter the intervention. The notable point was that along with the Vitex
group, the placebo group showed decreased mean scores for meno-
pausal symptoms, which could be attributed to the suggestibility effect
in this group, although the recovery process of the menopausal symp-
toms in the Vitex group was significantly more prominent that that in
the placebo group.

The results of this study are congruent with those of the study by van
Die et al.'"® in 2009 that reported the effectiveness of Vitex agnus-castus
extracts in the treatment of menopause-related complaints. They are
also in agreement with the results of the study by Abbaspoor et al.2”
who conducted a double-blind clinical trial in 2011 to assess the ef-
fects of Vitex on primary menopausal symptoms and revealed that Vi-
tex was effective in reducing primary vasomotor symptoms in women.
Berger et al.*) in 2000 also showed that Vitex was effective for meno-
pausal symptoms. In explaining this finding, the mechanism of the
main effect of the plants in the treatment of some female diseases
seems to be their effects on body hormones. Studies have demonstrat-
ed that some important plant components, including flavonoids, di-
rectly affect the pituitary gland, especially the part of the gland that se-
cretes luteinizing hormone, which increases the progesterone level
and modify disorders caused by decreases in hormone levels. Previous
studies reported that Vitex can decrease prolactin levels in rats. This
study also mentioned that Vitex can inhibit prolactin release by bind-
ing to dopamine receptors.**”

Vitex contains phytoestrogens, which are weak estrogen agonists;
therefore, it can be conceptualized that in low-estrogen environments,

similar to that in as in menopausal women, this plant can exert more

Vasomotor dysfunction is the most problematic symptom in meno-
pause. The prevalence of vasomotor dysfunction in European, Malay-
sian, Chinese, and Singaporean menopausal women is estimated to
be 70%-80%, 18%, and 14%, respectively, which is attributed to the dif-
ferences in dietary phytoestrogen levels in these areas.”” In a random-
ized controlled assessment by Knight and Eden® in 1995, decreasing
trends in the prevalence rates of headache, sleep problems, depres-
sion, and irritability were observed among users of phytoestrogen-
containing diets, denoting the fact that phytoestrogens can play a role
in reducing menopausal symptoms, similar to Vitex. No significant dif-
ferences in the mean scores of sexual dysfunction, physical complica-
tions, and depression were found between the Vitex and placebo
groups. In the explanation of this finding, it can be told that sexual
contact in menopause, in addition to physiological factors, are affected
by individual, social, and psychological factors. Some women in their
menopausal phase are less concerned about their sexual relationships

») which can affect the outcome of the

and have less sexual activity,
treatment.

In addition, in the explanation for the same score for physical com-
plications and depression in the Vitex and placebo groups, some
stressors such as family problems, negative attitudes to physical
changes, and factors associated with menopause may be confound-
ing. We can conclude that in the treatment of menopausal symptoms,
psychological and social factors should be considered in therapeutic
approaches. Unfortunately, in the present study, it was emphasized
only in the biological dimensions.

Although this study showed that Vitex can be effective in alleviating
menopausal symptoms, further research is essential to clarify the de-
gree of effectiveness and the mechanisms of action of Vitex.

Some limitations of this study were the small number of subjects,
the absence of follow-up findings, and use of a questionnaire to record
menopausal symptoms that can potentially give rise to respondent
bias. It is advisable to use larger sample sizes and follow the results of
interventions.

In conclusion, Vitex plant extract can be considered as an inexpen-
sive, effective, and safe treatment with no side effects that can be ap-

plied as a non-hormonal remedy option along with other therapy
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methods available for menopausal complications.
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