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Abstract

Background and objectives: Migraine is the seventh most common cause of disability among all
ailments according to the World Health Organization. Despite the availability of some medicines for
prevention of migraine, their complications are a cause for concern. Traditional system of medicine
and use of medicinal herbs can be beneficial in management of migraine. “Gol-e-ghand” is one of the
most commonly prescribed products for the management of headaches in the Iranian traditional
medicine. The present study was designed to evaluate the effect of “Ghol-e-ghand ” on decreasing the
frequency of migraine attacks. Methods: Nineteen migraine patients, who met the eligibility criteria,
according to the International Headache Society diagnostic criteria were assigned to the intervention.
The study was conducted as a before-after clinical trial and included two phases of drug
administration. Propranolol was given during the first phase, while “Ghol-e-ghand” was administered
along with propranolol in the second phase. The severity, duration, and frequency of headaches were
measured before and after the intervention. Results: The analysis showed that “Ghol-e-ghand”
decreased the frequency of migraine (20%, p=0.04), but it was not effective in decreasing the duration
and severity of the attacks. Conclusion: “Ghol-e-ghand” can be suggested in migraine patients for
reducing frequency of attacks.
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Introduction

Migraine is debilitating neurological ailment with reason for disability throughout the world, and
chronic nature. Migraine headache is the third the third most common cause of headache [1].
most common disorder, the seventh most peculiar The prevalence of migraine has been stated to be
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various in different studies [2] and has been
estimated between 10% to 33% in women and
6% to 15% in men [2-4]. It is a chronic disorder
without definite treatment [5], and complications
of modern medications are unavoidable. Finding
new drugs for migraine is a necessity which has
urged the World Health Organization to
encourage the use of alternative medicine in
various countries [6-8].

Numerous preventive measures are used to
employ the traditional medicine in complicated
diseases [8]. Recent studies have shown the
efficacy of some traditional herbs in the
management of headaches [9,10]; moreover,
there is a surge in the use of herbal medicine in
chronic ailments [11]. Iranian traditional
medicine (ITM) or Persian medicine is a type of
traditional medicine in the Middle East with a
history of more than thousand years [10]. It was
the leading medical paradigm in most parts of the
world from the medieval time until the
renaissance era [12].

In ITM, the treatment of headache is described in
detail and various medicinal plants have been
suggested [13,14]. For example, aromatic herbs
have been used to treat a type of headache that
raised from weakness of the brain (called “Zaa f-
e-demagh”).  Weakness of the brain is an
important cause of chronic and recurrent
headaches in ITM text [14,15]. New
pharmacological studies have shown that herbs
such as Rosa damascena, Mill. may play a major
role in the treatment of various ailments [16-18].
Rosa damascena (known as ’Gol-e-
mohammadi’’) belongs to the Rosaceae family
and is cultivated throughout the world mostly as
a decorative plant. It is also a well-known
medicinal herb [19].

Rosa  damascena  has  shown  several
pharmacological characteristics, such as anti-
anxiety, antioxidant and antibacterial effects
along with potentially anti-tumor properties [20-
23].

Golghand is one of the most popular remedies
prescribed for the management of headache in
ITM texts [24,25]. It has been used to treat
headaches which occurred along with other
conditions such as stomach diseases and anxiety.
"Ghol-e-ghand ”is composed of honey and petals
of Rosa damascena, which has been used as a
brain and heart tonic and has laxative properties
as well [14,26]. Rhazes, in “Al-havi” (Liber

continent), and other traditional scholars have
indicated that even in the absence of complaints
related to constipation, using laxatives and stool
softeners can lead to more successful
management of headaches such as participatory
headache. That is why most drugs used for
headache management in ITM have some
laxative components. Participatory headache, is
one type of headache which can occur due to
participation and dysfunction of organs except
brain and has several subtypes such as headaches
of gastrointestinal origin, which may be caused
due to constipation [13,26,27,28].

Some earlier studies have discussed headache in
ITM [27-31], but there is no clinical evidence
regarding the effect of “Ghol-e-ghand”.
Therefore, this study was designed to evaluate
the effect of “Ghol-e-ghand”” on migraine.

Experimental

Herbal product

“Ghol-e-ghand”, an ITM product composed of
the petals of Rosa damascena and honey, was
used in the study.

Study design

The subjects were educated about the purpose of
the study, and the informed consent was
obtained. The subjects were free to withdraw
from the study at any time during the study. The
study was approved by the Ethical Committee of
Shahid Beheshti University of Medical Sciences,
Tehran, Iran (IR.SBMU.REC.1394.156).

The patients attended the Headache Clinic of
Sina Hospital, Tehran, Iran. The details of the
individual selection process have been presented
in figure 1. In the initial examination, 25
participants were eligible for enrollment. During
the first and second phases of study, six
participants were excluded due to having less
than three migraine headache per month (n=2),
onset of cancer (1), Loss to flow-up (n=2) and
treatment noncompliance (n=1), and finally 19
participants were enrolled in the analysis (figure
1). Adults aged 18-55 years old who had
migraine according to the international
classification of headache disorders [ICHD-III],
suffering from at least three attacks per month,
were included in the study.

Study population
Participants with history of unknown abdominal
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Selection of the study population base on

inclusion and exclusion criteria by neurologist

(n=25)

l

First phase (n=25): Propranolol (45 days)

4 N

Excluded individual (n=5)

Second phase (n=20): Propranolol and
Golghand (45 days)

e Loss to flow-up(n=2)

e Cancer(n=1)

e Less than three migraine headache per
month(n=2)

\ )

Data analysis (19)

> Excluded due to treatment

noncompliance (n=1)

Figure 1. Diagram for the individual selection process through the different phases of study

pain, acute abdomen surgery, renal and hepatic
diseases, obstructive gastrointestinal disease,
malignancy, presence of warning signs such as
Gl bleeding, weight loss and anemia, diabetes
mellitus (fasting blood sugar test above 110
mg/dL), HTN, addiction to opioids and
stimulants and alcohol consumption were
excluded. In addition, patients who did not want
to continue the research; or those who were non-
compliant about taking the prescribed drug
correctly or using laxatives including those of
traditional medicine and those experiencing
unpredictable complications leading to drug
intolerance such as idiosyncratic complications;
or those experiencing significant change in the
lifestyle effecting the headache during the

intervention, were excluded. In the present study,
no special side effect was noticed.

To calculatee the sample size, the mean and
standard deviation of the headache frequency
were considered 7 and 3.7, respectively
according to a previous study [28]. The expected
effect size was considered on average 1.5
headaches per month. The correlation coefficient
before and after the intervention was considered
0.8, and type I and type Il errors were considered
0.05 and 0.2, respectively. The overall sample
size was calculated 17 individuals. Finally,
taking into account an attrition of 10%, 19
individuals were selected for the study. The
Gpower software was used for calculating the
sample size.
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Intervention

All patients received propranolol 20 mg twice
daily during the whole study period. The study
had two phases. In the 1% phase, the participants
received propranolol for a period of 45 day. In
the second phase, (from the 46" day), the
intervention was started with “Ghol-e-ghand” as
a supplement and subjects received it in addition
to propranolol. “Ghol-e-ghand” was taken twice
daily, 5 g in the morning, 30 min before breakfast
and10 g at night, 30 min before sleep. It was
mixed with 150 mL lukewarm water and
consumed.

Outcome measurement

Initially, the baseline and demographic
characteristics were recorded for each patient.
Also, the patients were asked to record duration,
frequency and intensity of each pain during the
entire study [32].

Statistical analysis

In the present study, for assessing the effect of
the intervention on the duration, severity, and
frequency of migraine headrace attacks, paired t-
test was used for comparing before and after
parameters of the intervention. The One-Sample
Kolmogorov-Smirnov test was also used for
checking the normality assumption.

The SPSS software version 22.0 was used for
data analysis and p values less than 0.05 were
considered significant.

Result and Discussion

In the present study, no special side effect was
noticed; among the 19 subjects, 14 (73.68%)
were female. The mean age of participants was
40.94+7.56 years and their mean BMI was
26.71+4.11. Also, the finding showed there were
several stimulating factors in each patient (table
1).

Major components of Rosa demascena include
phenyl ethyl alcohol, citrenellol, nonadecane, and
flavonoids [23,33-35]. R. damascena also
contains vitamin C which has antioxidant and
anti-inflammatory ~ properties  [23].  Since
inflammation is one of the several mechanisms

hypothesized to be involved in migraine [36,37],
these compounds might have some roles in the
analgesic and hypnotic effects of the plant [33,35,
38].

Table 1. Distribution of stimulating factors in the study

population

Factors Number of patients (%)
Food 8(42.11)
Light 14 (73.68)
Noise 14 (73.68)
Sleep disorders 17(89.47)
Hunger 16 (84.2)
Odors 14 (73.68)
Menstruation 13 (92.68)
Fatigue 14 (73.68)
Stress 16 (84.2)

There are a few clinical trials on migraine in the
field of ITM [28,39]; however, Gharabaghi
conducted a study on the effect of Rosa
damascena on elective C-section post-surgical
pain and reported that the intensity of pain was
lower in the Rosa group, which had a significant
association  with  time [40]. Moreover,
Hajhashemi indicated the anti-inflammatory and
analgesic  effects of Rosa damascena
hydroalcoholic extract against inflammatory
diseases in animal model. In another study Kim
et al. reported the positive effect of aromatherapy
of R. damascena on management of menstrual
pain [21,22,41,42].

In a meta-analysis review study, propranolol
caused, on average, an approximately 45%
reduction in the migraine activity when the
patients' daily headache recordings were used to
assess the effectiveness of the treatment. On the
other hand, placebo yielded, on average, only
about a 14% reduction in the migraine activity
outcome [43].

To our knowledge, no previous study has
evaluated the effect of “Ghol-e-ghand “on
migraine. The results of the present study showed
that headache frequency was 20% lower
(compared to first phase) after intervention with
“Ghol-e-ghand” (second phase) but the intensity
and duration did not change significantly (table
2). Nevertheless, there were limitations in our
study. The brain temperament of the target
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population was one limitation of our study. Based
on ITM, headache can be categorized into two
types: warm and cold headache. The warm type
can be managed with remedies which have a cold
nature, and the cold type of headache responds to
remedies with a warm nature; therefore the warm
temperament of “Ghol-e-ghand “ may be more
effective in the management of headache in
individuals with cold temperament of the brain.

Table 2. Comparison of mean headache frequency,
intensity, and duration

Variable Status Mean (SD) di ffNé ??r]lce va?ue
Headache Before 6.57 4.08
frequency* After 539 3.72 -1.32 0.04
Headache Before 552 1.82
intensity** After 545 1,94 -0.05 0.87
Headache Before 7.96 5.45 - 056 0.42

duration*** After 740 511

*: number of attacks per month; **: Visual Analogue Scale
(Rank 1-10); ***: duration of each attack (h)

Moreover, the subjects received “Ghol-e-ghand”
for a limited period of time; therefore, these
results could not be generalized to long-term
efficacy of Ghol-e-ghand. The follow-up period
would identify the durability of the drug effects
but the patients were not followed up after
finishing the study.

Long-term studies on special populations which
focus on patients suffering from participatory
headache with relevant temperament are
recommended and a follow-up period would be
helpful.

Overall, according to the findings of this
investigation, it can be concluded that the
combination of “Ghol-e-ghand” and propranolol
has short-term effects on migraine, and is
efficient in the reduction of the frequency of
migraine attacks in a period of 45 days.
Therefore, the use of “Ghol-e-ghand” may be
justified as a supplement in the prevention of
migraine attacks.
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