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A compar ative study on the effects of Hypericum Perforatum and
passion flower on the menopausal symptoms of women referring to
| stahan city health care centers
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Abstract

BACKGROUND: With regard to an increase in the life expectdiocywomen and the consistency of the menopauseaage,
significant portion of women's age is passed dftermenopause. Menopause is considered as alaitidasensitive pe-
riod due to the changes and the disorders thaheodved in it. Vasomotor symptoms, sleep disorderd psycho-mental
changes are among the most prevalent symptomssgbehiod. Hormone therapy is a common treatmedtiimvolves
some problems for most individuals. The purposéhisf study was to comparatively examine the effe€tavo herbal
medications, Hypericum Perforatum and Passion Flosvemenopause symptoms.

METHODS: This study was of a clinical-experimental type whigas done in 1388 in Isfahan. The sample inclusid
menopausal women who had the conditions for emgfénito the study. The individuals were selectedsuiaple sampling
and were assigned randomly into two groups of Hgper Perforatum treatment group (30 women) andi®agdower
group (29 women). The required data were filledtbtdugh interview, Personal Characteristics Quasaire, and Coo-
perman's Index for menopause symptoms in threestafgpre-intervention, the third week of intervent and the sixth
week of intervention. The results were analyzediégcriptive and inferential statistical methods #rel statistical soft-
ware of SPSS.

RESULTS The findings showed that the average score of pmrge symptoms in two treatment groups of Hypericum
Perforatum and Passion Flower had a significantedse throughout the third and the sixth weeks$uafys(p < 0.05). In
addition, there was no statistically significarffetience between the two groups and both herbdlggeaulted in a de-
crease in the menopause symptoms scores (p > 0.05).

CONCLUSIONS: With regard to the effects of Hypericum Perforatama Passion Flower on treating menopause precocious
symptoms (vasomotor signs, insomnia, depressiageraheadache, etc.), these two herbs can be ssad alternative
treatment for individuals who cannot, whatsoevee, lnormone therapy.
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enopause is an undeniable period in
Mwomen’s lives. Nowadays, around 90
percent of women get to the age of 65
in the world. Thus, menopause is a stage in life
that almost all women in the world experience

it1 Menopause is a stage of a woman's life in
which ovary functioning loss followed by a

permanent interruption of menstruation occur.
The average age of menstruation in most indus-
trial countries is 50 to 51.2 A decrease in the lev-
el of ovarian hormones during menopause
causes an increase in the physiologic and psy-
chological changes that can significantly affect
the quality and health of women.? 85 percent of
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women complain from heatstroke, sleep dis-
orders, and temperamental changes (anxiety,
depression, irritability, etc.).4

Hormone therapy is often the most appro-
priate treatment for vasomotor symptoms
which is forbidden to be used for most women
or they don't have any interest towards it.>
Hormone therapy has potential side effects such
as the risk of getting endometrial and breast
cancers which limit its application.6 In recent
years, serotonin reabsorbing selective preven-
tive agents have become popular in treating
heatstroke.” Although these medications are
totally effective, they are implicated in side ef-
fects like serotonin syndrome, etc.8 Nowadays,
the use of supplementary treatments is increas-
ing among women and it seems that they have
become alternatives to hormonal treatments for
controlling menopausal symptoms.? Hypericum
Perforatum has been used orally to treat light to
moderate depression, anxiety, pre-menopause
syndrome, seasonal psychic disturbances, res-
tlessness, and viral infections.1® Passion Flower
has anti-pain, anti-spasm, tranquilizing and
sleep-inducing properties and is traditionally
used for treating neural pain, general epilepsy,
and spasm.!! These two herbs lead to an in-
crease in the level of available serotonin by con-
trolling mono-amino oxides.!® The role of a re-
duction in serotonin in causing menopausal
symptoms has been significantly proved.!2
Numerous studies have been conducted about
the effects of antidepressants and tranquilizers
on menopausal symptoms but research in this
realm, especially about the effect of these medi-
cations on vasomotor symptoms, still continues.
These two herbs have similar properties as the
above-mentioned medications; they have fewer
side effects, and individuals are more interested
in herbal medications. Most of the conducted
studies (both nationally and internationally)
about the use of herbal medications in meno-
pausal period pertain to photo-estrogenic herbs
(soya, fenugreek, fennel, sweet root, etc). By vir-
tue of this point that no other studies had been
done on the effects of these kinds of herbs on
menopausal symptoms throughout the country,
except for Kazemian's study about the effect of
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Passion Flower on heatstroke, the researchers
decided to examine this issue, hoping that it
would be a treatment method for reducing the
menopausal symptoms and improving the
women's health in this period. In our country,
most women in this period refer less to health
care centers due to the cessation of reproducing
and pregnancy periods and our access to them
was very difficult in spite of their large number
and a high outbreak of these symptoms.

Methods

The aim of this research was to pinpoint and
compare the effects of Hypericum Perforatum
and Passion Flower on menopausal symptoms.
The present study was a three-phase, two-
group quasi-experimental clinical trial con-
ducted in 1388 in Isfahan City Treating and Hy-
gienic Centers. 59 menopausal women com-
pleted the study. The entrance conditions to the
study were as follows: the women who had not
experienced menopause in the last year, women
who were at first 5-year period of menopause,
those who had the score of 15 from Cooper-
man's index for menopausal symptoms, women
who did not have any known psychological dis-
turbances and did not have any record for these
problems, women who didn't suffer from thyro-
id diseases, psychosomatic disorders, pheoch-
romocytoma, carcinoid syndrome, leukemia,
cancer and any known systemic diseases such
as blood pressure, diabetes, cardiovascular
problems, those who did not take hormonal
treatments, nutritional supplements, herbal
drugs, homeopathy for soothing their meno-
pausal symptoms and did not take medications
that could have intervention with Hypericum
Perforatum and Passion Flower and finally, did
not have a BMI more than 30 kg/m?2 and preco-
cious menopause (before the age of 40 years).
Those women who were suffering, whatsoever,
from severe gastrointestinal problems or were
not able to take the medications or had side ef-
fects following using the two medications of the
study were omitted. After giving complete ex-
planations to the qualified women about the
stages and the kind of research and taking writ-
ten consent, the Personal Fertility Features
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Questionnaire and the Cooperman's index were
filled out and individuals were randomly as-
signed into two groups. Randomization was
done by using the random number table, so that
the odd numbers were assigned to Hypericum
Perforatum Group and the even numbers to
Passion Flower Group. The procedure for tak-
ing the medications was like this: Hypericum
Perforatum, 160 mg effervescent tablet made by
Goldaroo Company, three times a day, Passion
Flower, 30 mg, 20% Pass P drop, made by Iran
Daroo Company, 10 drops, three times a day
and 30 drops before sleeping.

Afterwards, throughout the third and sixth
weeks of intervention, the Cooperman's index
was filled out again. The Cooperman's index
consists of eleven symptoms of menopause
(heatstroke, insomnia, fatigue, depression, pal-
pitation, headache, muscular and joint-related
pains, anger, vertigo, numbness and goose
bumps, creeping sensation) and each of these
symptoms in this index gets a score of zero to
three, for weak, moderate and severe conditions
without any signs, respectively. Then, the score
of heatstroke is multiplied by 4, the score of
numbness and goose bumps by 2, insomnia by
2, anger by 2 and the rest of symptoms are mul-
tiplied by 1; the highest score is 51. The above-
mentioned grading is based on Cooperman's
index innovated by Blat et al, in 1952 to assess
the symptoms of menopause and accordingly,
used in numerous domestic and international
papers, the reliability and validity of which has
been verified.’® In order to make sure of the
groups' homogeneity with regard to quantita-
tive variables, the independent t-test was used
and by virtue of the qualitative variables, the
chi-square and Mann-Whitney U tests were
employed. The variance analysis and paired t-
test were used to define the effects of Hyper-
icum Perforatum and Passion Flower on meno-
pausal symptoms and in order to compare these
two groups, the independent t-test was used.

Results

30 individuals in Hypericum Perforatum group
and 29 in Passion Flower group finally com-
pleted the study. 11 individuals in the Passion
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Flower group and 12 in the Hypericum Perfo-
ratum group exited from the study.

In order to identify the homogeneity of qua-
litative features in both groups, such as occupa-
tional situation, marital status and exercising
condition, the chi-square test and for education-
al level, the Mann-Whitney U test were used,
the results of which were as follows: by virtue
of occupation, most individuals in both groups
were housewives (86.7 percent in the Hyper-
icum Perforatum group and 93.1 percent in the
Passion Flower group). With regards to marital
status, most of the individuals in both groups
were also married (96.7 percent and 100 per-
cent, respectively). The highest frequency of
educational level in the Hypericum Perforatum
group was 33.3 percent junior high school and
in the Passion Flower group, it was 37.9 percent
elementary school education. 26.7 percent of
individuals in the Hypericum Perforatum
group and 27.6 percent in the Passion Flower
group did regular exercise. There was no signif-
icant difference with regard to the aforemen-
tioned qualitative variables after conducting the
statistical tests between the two groups. For ex-
amining the homogeneity of the two groups by
virtue of quantitative variables like age, preg-
nancy records, the number of menopausal
years, menopausal age, and the body mass in-
dex, the independent t-test was used which
didn't show any significant difference (Table 1).

In Table 2, the average total score of meno-
pausal symptoms before intervention, 3 and 6
weeks after intervention in both groups is pre-
sented. Considering the significant level of
p < 0.05, the variance analysis showed signifi-
cant difference of the average scores of the
symptoms separately in each group and at the
three specified times (p < 0.00). Moreover, the
paired t-test showed that the average score of
symptoms in the second referral compared with
the first and in the third referral compared with
the second had a significant decrease. This
showed that Hypericum Perforatum and Pas-
sion Flower brought a significant decrease in
the symptoms.

However, comparing the difference of symp-
toms' average score after intervention in both
groups showed that both herbs equally de creased
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Tablel. The average of quantitative variables in two groups

Variable Hypericum Tablet Passion Flower Drop
Mean Standard M ean Standard P Value
Group deviation deviation

Age 51.7 33 51.8 2.6 0.937
Pregnancy times 4.9 2.4 4.6 1.7 0.921
Number of menopausal 3.1 15 2.8 1.6 0.58

years
Menopausal age 48.6 3.2 48.9 2.6 0.71
Body mass index 26.70 3.09 26.74 3.3 0.71

Table2. Comparing the total score average of menopausal symptoms before and after
the intervention in each group

3 Weeks after 6 Weeks after
G Before Treatment Treatment Treatment P val
roup M ean Standard M ean Standard M ean Standard value
deviation deviation deviation
Hypericum tablet 25.9 5.8 17.6 5.1 12.7 5.09 0.000
Passion flower drop 28.5 55 20.9 6.2 15.7 7.25 0.000

of the symptoms. The independent t-test along-
side the significant level of p < 0.05 showed that
symptoms average score in the second referral
(three weeks after the treatment) compared
with the pre-treatment and also the difference
of the symptoms average score in the third re-
ferral (six weeks after the treatment) compared
with the pre-treatment didn't have a significant
difference in both groups (p = 0.5). Therefore,
both herbs did not have any difference in de-
creasing the total score of the symptoms. Also,
the intensity of each of the symptoms in both
groups was examined before and after interven-
tion by using the Freedman test. The intensity of
heatstroke, insomnia, fatigue, depression, palpi-
tation, headache, muscular and joint-related
pains, anger, vertigo, numbness and goose
bumps, and the creeping sensation was equally
decreased at the significant level of p < 0.05 in
both groups except for the vertigo in the Hyper-
icum Perforatum group. By using the Wilcoxon
test, interesting results were gained about the
effects of both herbs on the symptoms. Al-
though both herbs brought about a significant
decrease in the symptoms at the time of inter-
vention, the intensity of some symptoms had a
more noticeable decrease in the first or the
second three weeks. The intensity of some
symptoms such as heatstroke, headache, weak-
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ness and fatigue had a higher decrease in the
second three weeks of intervention, meaning
that these symptoms required more time than
three weeks for recovery.

Symptoms like anger, palpitation, creeping
sensation, depressed mood, and muscular pain
had a noticeable improvement in the first three
weeks and these symptoms reacted more ra-
pidly to treatment. In Kazemian's study,
Hypericum Perforatum also caused a decrease
in the intensity of heatstroke in the last month
of intervention.’* In Chadabhri's study, the mix-
ture of Hypericum Perforatum and Passion
Flower resulted in an improvement in depres-
sion and anxiety especially in the first two
weeks.15

Discussion

The serotonin selective reabsorbing preventive
agents are nowadays considered with regards
to treating the menopausal symptoms as one of
the non-hormonal medications.’e The Hyper-
icum Perforatum and Passion Flower result in
an increase in available serotonin by having
preventive enzyme of monooxidize.!? It can be
asserted that these two herbs brought a de-
crease in menopausal symptoms in this way.
Most samples who had vasomotor symptoms
alongside temperamental changes and sleep

205


http://www.mui.ac.ir

A comparative study on the effects of Hypericunfétatum...

disorders improved significantly after taking
these two herbs but some samples who had on-
ly the severe vasomotor symptoms dispensed
with the study in the initial stages of interven-
tion due to lack of improvement. Lokonon also
concluded in his study that only when the me-
nopausal symptom of heatstroke is severe, anti-
depressants (flouxetine and citalopram) do not
seem effective.l” Still, in Groub's study, Hyper-
icum Perforatum had a significant effect on me-
nopausal symptoms with a psycho-mental ba-
sis, especially heatstroke.18

Nonetheless, the absence of the placebo
group in this study is attention worthy. We
know that some symptoms, especially heat-
stroke, give a tangible response to placebo. But,
this group was omitted from the study due to
ethical reasons. However, by taking into ac-
count that the effect of Passion Flower on heat-
stroke had been compared with placebo in Ka-
zemian's study and the Passion Flower was bet-
ter than the placebo, we also compared hereby
the Hypericum Perforatum with Passion Flower
which yielded similar results on heatstroke.
Moreover, it is mentioned in studies that the
Cooperman's index is affected by placebo to a
lesser degree. As it was mentioned in the re-
sults, some symptoms like anger, palpitation,
creeping sensation, and a depressed mood re-
spond faster to treatment than other symptoms.
In Vazirian’s study, in which Passion Flower
was used to treat anxiety, the treatment period
was 4 weeks while the effect of Passion Flower
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was obvious from the seventh day of treat-
ment. In Iran's Herbal Pharmacopoeia, the
minimum time required for appearance of the
effect of Hypericum Perforatum is mentioned
from 4 to 5 weeks. But symptoms like heat-
stroke, headache, and muscular pain required a
longer time of more than 3 weeks to respond to
treatment. In most studies that have been done
on heatstroke, the treatment period is long. For
instance, in Brice's study, the mixture of black
Kohoosh and Hypericum Perforatum with Ko-
hoosh alone, the duration of the study was 6
months which had mentioned a 64 percent of
improvement. In Kazemian's study, the intensi-
ty of heatstroke had also decreased in the end of
the study (4 weeks). All in all, it can be claimed
that the vasomotor symptoms require a longer
time for treatment.

Conclusions
According to the results of the present study, it
seems that the consumption of Hypericum Per-
foratum and Passion Flower can be effective in
reducing the menopausal symptoms, especially
when the symptoms of vasomotor, tempera-
mental changes and sleep disorders are ga-
thered together. In order to have a more accu-
rate judgment about the effect of this set of
tranquilizing herbs on vasomotor symptoms,
more studies must be carried out comparatively
with the placebo group

The authors declare no conflict of interest in
this study.

1. Hakimi S, Mohammad Alizadeh S, Delazar A, Abasal@aF, Bamdadmoghadam R. Possible Effects of feeugr

2.
3. Rapkin AJ. Vasomotor symptoms in menopause: plogiolcondition and central nervous system apprcathe

© N

seeds on menopausal flushing. Herb Quarterly ofidd¢dcience of Tabriz 2006; 5(19).
Sperff L, Fritz MA. clinical Gynecologic Endocrirady and Infertility. ¥ ed. Philadelphia: Lippincott, 2005.

treatment. Am J Obstet Gynecol 2007; 196(2): 97-106

Briese V, Stammwitz U, Friede M, Henneicke-von ZipéiH. Black cohosh with or without St. John's wéor
symptom-specific climacteric treatment--resultaddrge-scale, controlled, observational study.uvi@s 2007; 57(4):
405-14.

Archer DF, Seidman L, Constantine GD, Pickar JHyiéd S. A double-blind, randomly assigned, placebatrolled
study of desvenlafaxine efficacy and safety forttbatment of vasomotor symptoms associated witlopeuse. Am J
Obstet Gynecol 2009; 200(2): 172-10.

Orshan SA. Maternity ,newborn &women's Health NugsLippincott Williams & Wilkins, 2007.

Mark ALM. Women Endocrinology Infertility Aspyrou" ed. Golban, 2005.

Guzofski S. Menopause and mood disord@&spartment of psychiatry, 2008.

206 IINMR/ Autumn 2010; Vol 15, No 4


http://www.mui.ac.ir

A comparative study on the effects of Hypericunfétatum... Fahami et al

9. Nedrow A, Miller J, Walker M, Nygren P, Huffman LiNlelson HD. Complementary and alternative therafoiethe
management of menopause-related symptoms: a sygt@vidence review. Arch Intern Med 2006; 166(1453-65.

10. Lippincott Williams & Wilkins -. Nurse's handbook alternative and complementary therapies [Book{e@. Lippin-
cott Williams & Wilkins - Paperback, 2003.

11. Ebadi M. Herb based Pharmacology. Rahe kamal & @mna2007.

12. Carlan Hani EG. Diseases of Obstetrics and Gynggddenfours. Nasle Farda, 2005.

13. Alder E. The Blatt-Kupperman menopausal indexitigce. Maturitas 1998; 29(1): 19-24.

14. Kazemian A. Vitagnous and pasi pi drug effect onflashes in menopausal women following coveredtheznters
in Isfahan. 2002.

15. Chaudhry HR, Taj R, Saeed N, Khan NH, Chaudary @dqrien AJM. effectiveness of a combination of Hyqam
and Passiflora for treatment of depression witlrcoamitant anxiety. The journal of the European gmlef Neuropsy-
chopharmacology 2007; 17(4): 394.

16. Panay N, Ress M. Alternatives to hormone replaceremapy for management of menopause symptomse@ur
Ostetrics & Gynaecology 2005; 15(4): 259-66.

17. Suvanto-Luukkonen E, Koivunen R, Sundstrom H, BidRy Karjalainen E, Haiva-Mallinen L, et al. Citafam and
fluoxetine in the treatment of postmenopausal spmpt a prospective, randomized, 9-month, placeintraited,
double-blind study. Menopause 2005; 12(1): 18-26.

18. Grube B, Walper A, Wheatley D. St. John's Wortapttrefficacy for menopausal symptoms of psychatlgorigin.
Adv Ther 1999; 16(4): 177-86.

19. Vazirian M, Khazali A, Naghavi HR, Akhondzadeh &hti-anxiety effects in Flower Drop anxiety disardempared
with widespread Agzazpam in a double-blind clintcil. Journal of Medicinal Plants 2001; 1(1): 28-

[INMR/ Autumn 2010; Vol 15, No 4 207


http://www.mui.ac.ir

