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Abstract

Background: During menopause, women undergo biological, social, and psychological changes and are sensitive to stressors, es-
pecially anxiety and depression. Decreased estrogen in postmenopausal women causes mood swings, especially depression and
anxiety.
Objectives: We aimed to determine the effect of the Vitex agnus-castus extract on depression in postmenopausal women referring
to a bone density measurement center in Shiraz.
Methods: In a randomized controlled tria1, 60 postmenopausal women were randomly divided into an intervention group and a
control group. In the intervention group, the research units were assigned to two groups of Vitex agnus-castus tablets and placebo,
using random permuted blocks with a block size from one to six for each eligible case. After three months, depression was evaluated
by the Edinburg Postnatal Depression Scale (EPDS) in both groups. Then, the results were analyzed using the independent t-test for
quantitative variables. The obtained data were analyzed by a statistician using SPSS21.
Results: Based on the results, the two groups were homogeneous in terms of the level of education, occupation, and housing, and
a significant decrease was observed in the mean depression score in the Agnugolgroup (P < 0.001).
Conclusions: Because depression increases during menopause, it is recommended that it should be used as a supplement during
menopause.
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1. Background

During menopause, women undergo a wide range of
biological, social, and psychological changes. They may be
sensitive to stressors, especially anxiety and depression (1,
2). Postmenopausal women are physically susceptible to
various illnesses and disabilities, as the results of Manzouri
(2010) and Abbasinia (2016) studies in Tehran showed that
70% of older women, including postmenopausal women,
belonged to this group and their anxiety and depression
disorders were at a moderate level (3, 4).

Depression often begins with a situation where many
changes in human life occur. Menopause also increases the
risk of depression due to menstruation, the marriage of
their children, loneliness of the mother, death of a spouse,
retirement, etc. (5). Most menopausal women are in sit-
uations where they are both emotionally and profession-
ally responsible for family life, so helping them with their
psychological problems is a service to the family and com-

munity. Depression and anxiety can lead to complications
that can be attributed to physical problems caused by de-
pression and anxiety, psychological problems in the family,
or the transmission of depression to others, and eventually
suicide, which is usually followed by untreated depression
(6).

Studies have shown that reduced estrogen in post-
menopausal women causes mood swings, especially de-
pression and anxiety. More than 70% of women around
the time of menopause cry from the simplest issues and
become irritable and restless, and more than 60% of
them suffer from anxiety, depression, and memory loss (7).
Herbal medicines that reinforce the hormonal, immune,
and nervous systems can be noticed. The consumption of
medicinal herbs can help treat the underlying causes of
imbalance (8). Due to the high prevalence of depression,
especially among women, and the side effects of the use
of chemical drugs in its treatment, such as nausea, weight
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gain, and insomnia, particular attention has been paid to
omega-3 sources in recent years for the treatment of dis-
eases, especially mental illness and depression (9). Besides,
Vitex agnus-castus is one of the medicinal plants in tradi-
tional Iranian medicine, which is used in cases, e.g., for the
reduction of sexual desire and increase in the amount of
milk used. It is less commonly used in menopause. There-
fore, due to the limited number of studies, this drug was
assessed in this study.

2. Objectives

We decided to evaluate the therapeutic effect of Vitex
agnus-castus on the treatment of depression in women.

3. Methods

This study was a Randomized Clinical Trial (RCT) con-
ducted on 60 postmenopausal women referring to the
Bone Density Center of Shiraz Namazi Hospital who had
the inclusion criteria to enter the study. Convenience sam-
pling was performed on those selected cases referring to
the research environment at the time of the researcher’s
attendance. The study was conducted as a double-blind
study to both the researcher and the patient. The inclusion
criteria were postmenopausal women who were willing to
participate in the study, no history of taking any hormonal
medicine, and no history of allergy to herbal medicines.
The exclusion criteria were an allergic reaction to medica-
tion and a lack of interest in continuing participation.

The research units were assigned to two groups of Vitex
agnus-castus tablets and placebo using random permuted
blocks with a block size from one to six for each eligible
case (Figure 1). In the intervention group, coated tablets
were used containing the dried fruit extract of the Vitex
agnus-castus plant weighing 3.2-4.8 mg. The tablets were
prepared by Goldaru Pharmaceutical Company in Iran,
and a placebo (starch compounds) was made at the Shiraz
School of Pharmacy. Therefore, two questionnaires were
used, including demographic information and the Edin-
burg Postnatal Depression Scale (EPDS). The EPDS is used
to identify women with postpartum depression. Chu et al.
conducted a study in Korea in 2009-2010 and showed the
sensitivity and reliability of this scale to be 92.4% and 86%,
respectively. Validity and reliability of the study tool by
Chu et al. Were the basis of this study (10). The menopausal
women completed the informed consent form. Women
in control and experimental groups received three Vi-
tex agnus-castus and placebo tablets per day. After three
months, women were contacted, the questionnaire was
completed by women, and the results were analyzed by the

independent t-test for quantitative variables. The obtained
data were analyzed by a statistician using SPSS21.

4. Results

First, the Kolmogorov-Smirnov test was used to inves-
tigate the normal distribution of quantitative variables.
Based on the results, all quantitative variables had a nor-
mal distribution, and parametric tests were used for their
analysis. Based on the results of the independent t-test, the
two groups were homogeneous in terms of education, oc-
cupation, and housing. In the Agnugol group, the mean
scores of depression were 7.3± 6.7 before the intervention
and 2.8 ± 4.7 after the intervention. In the control group,
the scores were 8.1 ± 7.9 before the intervention and 7.8 ±
7.8 after the intervention. The paired t-test showed a signif-
icant decrease in the mean depression scores in the Agnu-
gol group (P < 0.001), but in the placebo group, it was not
significant based on paired t-test results (P = 0.133) (Table 1).

Table 1. Comparison of the Mean Depression Scores Before and After Intervention in
the Intervention and Control Groups

Depression Intervention
group

Control group P Value

Before
intervention

7.3 ± 6.7 8.1 ± 7.9 0.729

After intervention 2.8 ± 4.7 7.8 ± 7.8 < 0.001

Changes 4.5 0.3 < 0.001

P Value < 0.001 0.133

The independent t-test results showed homogeneity
in terms of age, menopausal age, menopausal duration,
body mass index, length of the marriage, number of births,
number of pregnancies, number of children, and number
of abortions.

5. Discussion

According to the results of this study, Vitex agnus-castus
reduced depression in postmenopausal women compared
to placebo, which is consistent with studies in which Black
cohosh and Valerian were effective in the treatment of post-
menopausal depression (11-13). Similar to some studies,
Chasteberry flower and John’s wort were effective in treat-
ing menopausal depression (14). In a study, Asgari et al.
showed that licorice affected the physical dimensions of
the quality of life. In the study, before the intervention,
the quality of life of 60 postmenopausal women in the two
groups did not differ significantly, but one month after the
intervention in the overall quality of life and dimensions of
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Enrollment

Figure 1. Flow diagram of the study

vasomotor, psychosocial, and physical differences were ob-
served, showing that the consumption of licorice in post-
menopausal women improved the quality of life (15). The
results of the present study, in which the extract of the Vi-
tex agnus-castus plant could improve depression in post-
menopausal women and indirectly enhanced the quality
of life of women, are consistent with the findings of other
studies (16-18).

Plants containing phytoestrogens (estrogen-like com-
pounds) have a special place among the herbs that are rec-
ommended for the treatment of menopausal symptoms
(19). A positive association between menopausal symp-
toms and anxiety and depression and mental health scores
has also been reported in other studies (20-22). Cognitive
and psychological functions may change in menopause.
Vitex agnus-castus contains substances called phytoestro-

gens. The structural similarity of these substances with es-
trogens has caused dopaminergic properties by binding to
dopamine D2 receptors (23). Phytoestrogens have a high
tendency to bind to beta estrogen receptors than to alpha
estrogen receptors. This form of receptors is most com-
monly expressed in the ovaries, uterus, brain, and bladder,
so it can create a hormonal balance in the woman’s body
(24). However, in the studies by Zang (2016) and Bahri et al.
(2013), there was no statistically significant relationship be-
tween the depression score and the severity of menopausal
symptoms (25, 26). The differences in the results of these
studies may be due to the differences in the tools used in
this study, as well as the cultural and ethnic differences
of the study populations. Since the quality of life of post-
menopausal women is an important health issue in differ-
ent societies and is one of the main goals of health care in
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this period, depression and anxiety can be easily prevented
by treating their symptoms, and it is possible to improve
the quality of life of postmenopausal women provided that
menopausal symptoms are the causes of psychological dis-
orders such as anxiety and depression (26). Although no
significant side effects were observed in this study with the
use of Vitex agnus-castus, more detailed studies with larger
sample sizes are recommended to evaluate the efficacy and
safety of this drug. Rarely, itching and minor gastrointesti-
nal upset have been reported.

One of the strengths of this study was that it was a
double-blind clinical trial. Individual, genetic, and men-
tal status differences of the research units influenced the
way they responded to the questionnaire, which was be-
yond the control of the researcher. However, these differ-
ences were eliminated as much as possible by randomiza-
tion. This was among the limitations of the present study.

5.1. Conclusion

The extract of Vitex agnus-castus has antidepressant
properties. As the rate of depression increases during
menopause, it is, therefore, suggested that it be used as a
supplement during menopause.
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