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ABSTRACT:
Background and objective: Menopause is the permanent ceasing of menstruation for one year and in this period,

women potentially suffer from chronic signs and symptoms resulted from estrogen deficiency. With respect to heavy
responsibility of women in the society, providing their health is highly required by health system. The objective of
the current research is the comparison between the effects of Fennel and Hypiran on severity of climacteric
symptoms and sexual performance in menopausal women.

Methodology: In a blind placebo-controlled clinical trial, 120 menopausal women of 45-60 of age in Shiraz were
randomly categorized in three groups after a checkup for general health. The first group was given the daily dose of
three 160mg tablets of Hypiran, the second group was given the daily dose of three 30mg tablets of Fennel and the
third group was given three placebo all for the period of 8 weeks. The data was collected by filling out questionnaire
for female sexual function and Greene climacteric scale in three phases (before treatment, 4weeks after treatment
and 8 weeks after treatment). Thus, 33 individuals in Hypiran group, 33 individuals in Fennel group and 32
individuals in placebo group cooperated until the end of the research. The collected data was analyzed by SPSS
software (version 20).

Findings: The average age of the participants was 50/52. The score of climacteric symptoms was 42/12+5/1 in
Hypiran group before treatment and it decreased to 30/42+4/77 after treatment. The score of climacteric symptoms
was 37/81£7/2 in Fennel group before treatment and it decreased to 24/93+6/3 after treatment and regardless of the
time, there was a significant difference between the three groups (P<0.001). The score of sexual function was
18/2+2/61 in Hypiran group before treatment and it increased to 22/78+2/61 after treatment. The score of sexual
function was 18/38+2/29 in Fennel group before treatment and it increased to 22/51+2/25 after treatment and there
was a significant difference in the mean score of sexual function between the three groups (P<0.001).

Conclusion: Fennel and Hypiran are effective in improvement of menopausal signs and symptoms in women
suffering from climacteric symptoms. Also they have positive effect on sexual function of menopausal women.
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INTRODUCTION:

50% of the population of the world is women and
they are the core energy in the family. The health
of a woman equals to creation of the required
energy and dynamic in the family and it will be
effective in the society. With respect to this fact,
it is required to recognize the factors causing
physical and emotional problems in women and
to identify preventive solutions for them so that
the heath of women, family and society can be
improved (1). Menopause is the permanent
ceasing of menstruation for one year and
retrospectively, it is defined as the period from
the last menstruation continuing to 12 months of
amenorrhea (2). In today's world, 90% of women
experience the age 65. Therefore, menopause is a
deniable period in lives of women (3). The
average age of menopause is 50 to 52. 95% of
women experience menopause at age 44-56 (2).
The signs of the estrogen deficiency are defined
as climacteric symptoms such as: Hot flash,
Urogenital Atrophy, psychic and physiologic
effects, cardiovascular diseases, osteoporosis,
menstrual irregularity, humor and behavior
changes (depression, anxiety and irritability),
skin changes, decreased libido and sleep disorder
(4-6, 7). But the classical sigh and main reason of
women to look for menopausal cares is hot flash
which accompanies various degrees of flush,
sweating and hotness often with palpitation and
anxiety in recurrent and transient periods (5). In
addition to hot flash, one of the problems of
menopause is decreased libido due to
dyspareunia and vaginismus resulted by vaginal
changes due to estrogen deficiency (4-2).
Satisfying sexual instinct not only relieves
human by direct effect on nervous system and
brain, but also has known useful effects on body.
Besides, studies show that lack of enough sexual
safety and health leads to outrage, wrath,
depression, use of addictive drugs (8). There are
different remedies to achieve high quality lives
for menopausal women (4). Popular remedies
include Hormonal replace therapy (HRT) of
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estrogen and progesterone. However,
supplements such as omega-3,6, Calcium and
Magnesium, anti-anxiety and anti-depression
drugs (2, 6, 7, 9) have also used in different
studies. In the current study, Perforan tablet from
phytoestrogenic herb of Hypiran and Fennelin
soft capsule produced with Fennel which are
both available in the market were used.

Hypiran which is used to treat minor and
moderate depression, anxiety, PMS, viral
infections, mental disorder and dysphoria (10-
11).

Fennel is one of the phytoestrogenic herbs used
to increase breast milk, improve menstruation,
decrease climacteric symptoms in men, ease
childbirth and increase libido (12).

With respect to the fact that no researches have
made on effects of Fennel on treating climacteric
symptoms of menopausal women in the world
yet, and considering midwifery community-
oriented responsibilities and respecting women
health, we decided to study in the aforesaid
clinical trial and compare the effects of Fennel
and Hypiran on the severity of climacteric
symptoms and sexual function in menopausal
women referring to the selected obstetric clinics
of Shiraz University of Medical Sciences.

MATERIALS & METHODOLOGY:

The current study is a semi-experimental blind
clinical trial. The data was collected in three
stages and in a plan of three treated groups
including Hypiran group, Fennel group and
placebo group. The studied population composed
of women of age 45 to 60 eligible for the
research referred to clinics affiliated to Shiraz
University of Medical Sciences. The number of
samples was estimated 33 individuals for each
group and with respect to probable elimination of
samples and their exit during the study, the
volume of samples in each group was considered
to be 40 individuals and finally, the total number
of samples in each studied group was estimated
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to be 120 individuals. After taking a permit from
Shiraz University of Medical Sciences for doing
the research, the samples were taken from the
selected obstetric clinics. The methodology of
sampling was purposeful; that is, the samples
were selected from the individuals referred to the
aforesaid clinics and after an initial review, when
the referred individual was not eligible for any
reasons to enter the project, the next one was
replaced. The particulars of the married women
aged 45-60 were listed in form 1 based on the
requirements to enter the study included: 1-with
12 months amenorrhea and FSH of more than 40
mlU/ml, 2- history of mild to severe hot flash at
least once a day, 3- not taking supplements such
as vitamin, soya and hormone therapy for the
recent 3 months, 4- not taking anticoagulants,
antidepressants, and monoamine  oxidase
inhibitors (MAOI), 5- not suffering from hepatic,
renal, peptic, epileptic diseases, allergic asthma
and oophorectomy and be non-alcoholic and
non-smoking, 6- with no history of cancerous
diseases such as breast cancer, and with no
criteria to exit the project: 1- allergic to any types
of drugs, 2- not capable of continuous medical
intake for any reason, 3- not cooperative, and
Goldberg questionnaire was filled out for testing
their general health. Whoever acquired the score
under 23 (generally healthy), their names were
transferred to form 2. Then they were explained
enough about the project and its objectives and if
expressed their consent, they were filled out the
initial questionnaire (greene climacteric scale and
FSFI) with a letter of consent and initial
information form and demographic form. Then
drugs and placebo were prescribed to the studied
individuals based on consumption method: 1
tablet three times a day for 8 weeks. 4 and 8
weeks after treatment, the questionnaires of
greene climacteric scale and FSFI were filled for
the studied individuals. Stability and reliability of
the Persian version of the questionnaires was
frequently checked by the Iranian researchers
(13, 14). Finally, considering probable
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elimination, 33 women in Hypiran group, 33
women in Fennel group and 32 women in
placebo group finished the study. The
methodology included descriptive statistic
(mean, standard deviation, tables, diagram) and
analytical methods (repeated measurement
design with post hoc Bonferni, One way
ANOVA, and Chi-square) by means of SPSS
software, version 20.

Findings:

The findings of the current study indicated that
considering the average age of 50/52 of the
studied women and the average marital age of
11/18, there was not a significant difference
between the studied groups (table 1).

Regarding the effect of Hypiran on severity of
climacteric symptoms, ANOVA test with
repeated measurement design indicated that there
is a significant statistical difference between
severity of climacteric symptoms before and 4
weeks after treatment and before and 8 weeks
after treatment and between 4 and 8 weeks after
treatment (p<0.001). (Table 2)

Regarding the effect of Fennel on severity of
climacteric symptoms,  ANOVA test with
repeated measurement design indicated that there
is a significant statistical difference before and 4
weeks after treatment and before and 8 weeks
after treatment and between 4 and 8 weeks after
treatment (p<0.001). (Table 2)

Regarding placebo and comparison of hot flash
before and after treatment, ANOVA test with
repeated measurement design indicated that there
is a significant statistical difference before and 4
weeks after treatment and before and 8 weeks
after treatment and between 4 and 8 weeks after
treatment (p<0.001). (Table 2)

In comparison of groups, Post hoc Bonferni test
indicated that the severity of climacteric
symptoms before treatment in all groups did not
have significant statistical difference. Regarding
the severity of climacteric symptoms in groups,
Post hoc Bonferni did not indicate significant
statistical difference 4 and 8 weeks after
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treatment (p<0.001). In pairwise comparison of
groups, Post hoc Bonferni indicated that before
treatment, there was a significant difference
between Hypiran and placebo groups (p=0.014)
and between Hypiran and Fennel groups
(p<0.012). 4 weeks after treatment, there was a
significant difference between Fennel and
placebo groups (p<0.001) and between Hypiran
and Fennel groups (p=0.001). 8 weeks after
treatment, there was a significant difference
between Hypiran and placebo groups (p=0.013)
and between Fennel and placebo groups
(p<0.001) and between Hypiran and Fennel
groups (p<0.001). (Table 2)

ANOVA with repeated measurement design
indicated that there was not a significant

difference between the mean score of sexual
function before treatment and 4 weeks after
treatment of the three groups (p=0.477) but there
was a significant difference in mean score of
sexual function after treatment of 8 weeks
between Hypiran and placebo groups (p=0.012)
and Fennel and placebo groups (p=0.029).
Therefore, there was not a significant difference
between Hypiran and Fennel groups after
treatment of 8 weeks (p=0.482) (Table 3)

In intergroup comparison, one way ANOVA
indicated that there was a significant difference
between the mean score of sexual function in
Hypiran group (p<0.001), Fennel group
(p<0.001) and placebo group (p<0.001) in three
different periods of time. (Table 3)

Table 1: Descriptive statistics and demographic and clinical characteristics of menopausal women and their

comparisons in three studied groups

Group characteristic St John’s wort Foeniculum vulgare placebo
Age 52.84+3.63 52.03+3.26 52.65+3.57
Menopausal age 50.3+3.39 49.12+2.9 49.12+3.64
Duration of marriage 35.6+6.31 32.48+6.01 35.12+6.93
Parity(no.children) 4.54+1.88 4.27£3.21 5.12+1.93
BMI 26.7+4 26.77+3.21 25.68+3.48

Table 2: Comparison of total score of Greene climacteric symptoms between the three groups in three different

periods of treatment

Before intervention 4 weeks after intervention 8 weeks after intervention P-value
Group Mean Standard deviation Mean Stand'fxrd Mean Sta(‘d’f”d
deviation deviation
StJohn’s 42.12 5.1 353 478 30.42 477 <0.001
wort
Foeniculum | = 57 o 7.2 30.06 6.72 24.93 6.3 <0.001
vulgare
placebo 38.09 5.27 36.65 5.45 34.21 5.35 <0.001
P-value <0.006 <0.001 <0.001

Table 3: Comparison of scores of female sexual function of the three groups in three different periods of treatment

Group Before intervention 4 weeks after intervention 8 weeks after intervention P-value
Standard Standard Standard
Mean L Mean . Mean "
deviation deviation deviation
St John’s 182 261 20.74 2.55 2278 261 <0.001
wort
Foeniculum 18.38 2.29 20.03 217 22,51 2.25 <0.001
vulgare
placebo 19.39 3.18 19.95 3.07 20.79 3 <0.001
P-value 0.172 0.477 0.007

DISCUSSION: Phytoestrogens are estrogen-like
chemicals in plants (15). The three major groups
of phytoestrogens include Isoflavin, Comestan
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and Lignan. There are a lot of evidence for using
plants to relieve hot flash and other menopausal
symptoms (16). Phytoestrogens decrease the risk
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of cardiovascular diseases, breast cancer and
endometrium,  osteoporosis and  relieve
menopausal symptoms, especially, hot flash and
improve memory, humor and sleeping patterns.
Phytoestrogens act as an estrogen agonist in
postmenopausal women and may have estrogen-
like effects. Lower percentage of epidemiology
of cardiovascular diseases in part of Asian people
who use food dietary including high
phytoestrogens indicates protective effects of
phytoestrogens (17). Hypiran plant has been
known as the herbal drug for curing different
neurological diseases for over 2000 vyears.
Hypiran effects have been observed on treating
mild to average depression, anxiety, PMS, viral
infections, dysphoria and mental disorders in
numerous clinical studies (10-11). Hypiran
chemical compounds include: Hypericin with
flavoniods, xanthone derivates (chlorogenic acid
and caffeic acid), tannins (catechin) and
phlorogluicn hyperforin (18). Hypiran also
contains  phytoestrogens  which  replaces
estrogens in menopausal women  with
contradictions to hormone therapy (19).

Fennel is another type of phytoestrogenic herbs.
Fennel essence obtained from distillation of its
fruit by means of water steam is pale yellow and
aromatic liquid which gradually turns brown (20-
22). Fennel chemicals include: 10% fat, slightly
sweet and mucilage and about 4% essence.
Fennel oil composes of 4% palmitic acid, 22%
oleic acid, 14% linoleic acid and 60%
petroselinic acid (22).

In the current study, Hypiran and fennel both had
effects on severity of climacteric symptoms and
sexual function of menopausal women. In
Hypiran group, the total score of Greene
climacteric symptoms decreased about 7 units
after 4 weeks and 12 units after 8 weeks. In
fennel group, the total score of Greene
climacteric symptoms decreased about 7 units
after 4 weeks and 11 units after 8 weeks of
treatment. In Hypiran group, the mean score of
sexual function increased 4.56 score after 8
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weeks of treatment in comparison with before
treatment and in Fennel group, the mean score
increased to 4.13 while in placebo group, it
increased for 1.4 score; it indicates a significant
difference in the treated group. There are various
studies on the effects of phytoestrogens on
menopausal symptoms. Ebdali et al showed that
the severity, frequency and period of hot flash in
menopausal women remarkably decreased after a
2-month treatment by Hypiran (23). Fahami et al
in their study on 59 menopausal women to
determine the effects of Hypiran and Passion
flower on menopausal symptoms showed that
Passion flower and Hypiran had a remarkable
effect on decreasing the menopausal symptoms
(24).

In a research on benefits of diet therapy by soy
Isoflavones, Kyung et al studied its effect on
menopausal symptoms and cardiovascular risk
factors in 80 women for 4 months and concluded
that the diet therapy can be efficiently healthy
treatment for menopausal symptoms and has a
pleasant effect on cardiovascular system (25).

In a study by Van die et al, there was not a
remarkable difference between placebo, Hypiran
and Vitex agnus in decreasing hot flash,
depression and menopausal symptoms (26). Also
Al-Akoum et al reports that Hypiran can have a
remarkable effect on hot flash and also
improvement of life quality (27).

Regarding the effect of phytoestrogen on sexual
function of menopausal women, there have not
made particular studies in the world so far. As
already mentioned, the reason for most
menopausal symptoms is the sudden deficiency
of estrogen. The estrogen deficiency causes hot
flash, anxiety, insomnia, tenderness of vaginal
cells, etc. (4-5). Prescription of vaginal estrogen
due to hormonal effects and side effects are not
acceptable for most women. Malini studied the
estrogenic effect of Fennel on genital system of
male and female mice. Prescription of Fennel in
male mice increased the endometrial and
myometrial diameter and led to an estrogenic
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cycle (28), No studies have been made on the
effect of Hypiran on sexual function of
menopausal women yet.

It can be briefly concluded that Fennel and
Hypiran can probably be a suitable alternative for
treating menopausal symptoms and improvement
of sexual function due to estrogenic effects.
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