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 This study aimed to investigate the effect of vitamin B6 and Hypericum 
perforatum as a treatment for mastalgia. The double-blind randomized 
controlled trial (RCT) was conducted on 238 patients with premenstrual 
syndrome referred to gynecology clinic of Zeinabieh Hospital of Shiraz. 
Two months before the intervention, all patients completed a prospective 
menstrual daily questionnaire. The participants were randomized into 
three groups: I (receiving two tablets of H. perforatum containing 330µg of 
hypericin), II (receiving two tablets of containing 80 mg of vit B6) and III 
(receiving placebo), which were treated daily from the first to 30th day of 
menstrual cycle for two cycles. Pain intensity was assessed with a visual 
analogue scale. Data analyzed by SPSS-21. There was no significant 
difference in the mean age, weight and height between groups. The results 
showed that the studied groups had different behaviors with mutual effect 
at different times. The results of mastalgia severity changes were 
significant between groups, that showed the pattern of time changes of the 
groups was significantly different from each other (p=0.048). While vit B6 
was more effective than placebo in relieving mastalgia (P<0.001), the 
difference between H. perforatum and placebo was not statistically 
significant (P = 0.16). H. perforatum showed no significant effect on 
mastalgia.Some factors such as affordability, availability and side effects 
should be considered to select the right candidate. Given the importance of 
providing women's health and that mastalgia can disrupt their activities, 
vit B6 can be prescribed as a useful way to relieve cyclic mastalgia. 
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G R A P H I C A L A B S T R A C T 

 

Introduction 

Breast pain, also called mastalgia, can be divided 

into two main categories: cyclic and non-cyclic 

[1]. The prevalence of cyclic mastalgia is reported 

to be between 40 and 70% [2]. Mastalgia is one of 

the most common breast disorders in women, 

which interferes with the daily activities of two-

thirds of affected women and one-tenth of whom 

will need treatment [3]. 

Mastalgia without an underlying disease is the 

dominant disease of western women, so that 7 

out of 10 people suffer from it. Breast pain, also 

called mastalgia, is a common concern among 

70% of women at some point in their menstrual 

cycle. Mastalgia is the most common breast 

symptom in patients who refer to surgical 

outpatient departments [1]. In 15% of cases, it 

may be severe enough for the patient to need 

repeated examinations and treatments. There are 

reports of disorders in sexual (48%), physical 

(37%), and social (21%) activities as a result of 

mastalgia; these factors play an important role in 

lowering the quality of life [2, 3]. Different clinical 

features of mastalgia include cyclic (associated 

with hormones) or noncyclic (associated with 

drugs, pathology, or extra-mammary causes) [4]. 

Among these, cyclic mastalgia is the most 

common type and is seen in nearly 80% of 

women and is often described as abnormal breast 

swelling, tenderness, and lumpiness [5]. Cyclic 

mastalgia is associated with the exacerbation of 

symptoms such as bilateral breast tenderness, 

congestion, pain, burning, and heaviness in the 

premenstrual period [6]. The unknown 

pathophysiology and the involvement of 

hormonal, nutritional, metabolic, and 

psychological factors have complicated the 

treatment of mastalgia [7]. 

If the examinations do not show any abnormality 

in the breast, effective treatment strategies can 

be a combination of reassurance, breast support 

brassiere, and topical NSAID gel massage [8]. 

Suggested treatments for breast pain relief 

include danazol, bromocritin, tamoxifen, evening 

primrose oil, calcium, vitamin E, vitamin B6, 

analgesics, diuretics, and the use of a proper diet, 

caffeine intake, and related exercises [9]. 

Mastalgia causes anxiety and strain in patients 

regarding the possible risk of breast cancer. On 

the other hand, affected people impose a large 

financial burden on the health care system due to 

unnecessary and numerous medical visits and 

various diagnostic procedures such as 

mammography and biopsy [10]. 
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Treatment with antiestrogen (such as 

centchroman or tamoxifen) for three to six 

months is suggested as the second line of 

treatment of choice. Danazol may be prescribed 

in resistant cases. Many patients show resistance 

to treatments such as bromocriptine, tamoxifen, 

or gonadotropin-releasing hormone analogues 

due to their adverse effects. Widespread side 

effects of hormonal therapy have led the 

treatment to use vitamin B6 in the first stages of 

treatment [8]. In general, 92% of patients with 

cyclical mastalgia and 64% with non-cyclical 

mastalgia can obtain pain relief with 

conventional treatment. It is important to know 

that 20% of women with mastalgia respond to 

placebo and 20% of the mastalgias are resistant 

to any treatment. 

The consumption of medicinal plants and herbal 

medicines has increased in recent years. In 

particular, there have been many recent studies 

on the use of herbal medicines, especially in 

gynecological problems, such as mastalgia [11]. 

Some herbal medicines have anti-inflammatory 

properties, such as flaxseed [12], chamomile [13, 

14], Nigella Sativa [15], Vitex agnus-castus [16], 

and Cinnamon [17-19]. 

Perforatum improved premenstrual syndrome as 

showed in Stevinson and Ernst [20] and Hicks et 

al. [21]. Also, in Pakgohar et al. [22], 70% of 

breast pain was relieved in patients received 

Hypericum. However, Pakgohar et al. [22] 

assessed breast pain as one symptome of 

premenstural syndrom. The aim of this study was 

to compare treatment of Hypericum perforatum 

and vitamin B6 severity of their mastalgia based 

on visual analogue scale (VAS) that is considered 

as a reliable and valid tool. 

Martials and Methods  

The present double-blind randomized controlled 

trial (RCT) was conducted on patients (women in 

the age group of 18 to 45 years old) with 

premenstrual syndrome (PMS) referred to 

gynecology clinic of Zeinabieh Hospital of Shiraz, 

Iran, to evaluate the effects of H. perforatum and 

vitamin B6 on PMS. The ethical review board and 

the faculty directorate, vice president of 

educational affairs and management of 

educational affairs of Shiraz University approved 

the protocols of this research. Inclusion criteria 

were female patients aged between 18 and 45, 

and also self-reported PMS symptoms for more 

than six months. Exclusion criteria were females 

suffering from health or psychiatric problems, 

psychotropic drug intake, planned pregnancy, 

lactation, irregular menstruation, and failure to 

use an effective contraception. 

Eligible participants signed a written informed 

consent prior to intervention. They were finally 

randomized into three groups, including Group I 

(receiving two tablets of H. perforatum containing 

330 µg of hypericin), Group II (receiving two 

tablets of vit B6 containing 80 mg of vit B6), and 

Group III (receiving two tablets of placebo 

containing lactose and cellulose), which were 

treated daily from the first to the 30th day of 

menstrual cycle for two cycles. The sample size 

was estimated using data from a previous 

intervention study, which was determined to be 

78 for each group. Concerning the dropout rate, 

the final sample size was determined to be 90 per 

group. 

Ethical considerations were followed according 

to the declaration of Helsinki and confidentiality 

of information was considered. The samples 

could freely withdraw from participating in the 

study if they did not want.  

A questionnaire involving demographic variables 

was completed for the participants. They were 

asked to report the severity of their mastalgia 

based on visual analogue scale (VAS) using a 10-

cm ruler in which a score of zero indicates no 

pain and a score of 10 is the maximum pain.  

The collected data were analyzed by SPSS version 

15.0 (SPSS, Chicago, IL, USA) using repeated 

measures, paired sample t-test, and chi-square 

tests to analyze and compare the frequency 

distribution of side effects of drugs as well as 

determination of marital status, educational level, 

and sports status in the groups under study. All 

statistical tests were performed with a 95% 

confidence interval (95%CI) and an alpha 

coefficient of 0.05. In this study, a p-value less 

than 0.05 (p<0.05) was considered to be a 

significance level. 
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Results and Discussion 

The study participants included 251 females 

randomly divided into three groups including 

Group I (receiving H. perforatum, n = 85), Group 

II (receiving vit B6, n = 81), and Group III 

(receiving placebo, or control group, n = 85). 

There was no significant statistical difference in 

the mean age, weight, and height between the 

three groups in Table 1. 

Figure 1 displays the mean changes in mastalgia 

severity at different times (two months before 

the intervention to two months after the 

intervention) between the study groups analyzed 

by repeated measures ANOVA test. 

The results showed that the studied groups had 

different behaviors at different times. In other 

words, they had a mutual effect (p<0.001). 

According to the results of the repeated measures 

ANOVA test, the results of mastalgia severity 

changes were significant between the three 

groups, which means that the pattern of time 

changes of the groups was significantly different 

from each other (p=0.048). While vit B6 was 

more effective than placebo in relieving mastalgia 

severity (P<0.001), the difference between H. 

perforatum and placebo was not statistically 

significant (P = 0.16). H. perforatum showed no 

significant impact on mastalgia in Table 2. 

 

Table 1: Repeated measures ANOVA test results for the demographic variables of the studied groups 

Variables 

Group I (receiving H. 

perforatum, n = 85) 

Group II (receiving vit 

B6, n = 81) 

Group III (receiving 

placebo, or control 

group, n = 85) P- value 

Mean 
Standard 

deviation 
Mean 

Standard 

deviation 
Mean 

Standard 

deviation 

Age 31.01 6.98 32.16 6.65 31.62 7.12 0.580 

Weight 59.87 9.20 59.79 9.47 59.08 8.80 0.834 

Height 162.29 6.31 160.41 6.30 178.91 161.10 0.364 

 

 

Figure 1: Mean changes in mastalgia severity at different times (two months before the intervention to two 

months after the intervention) 

Table 2: Percentage of recovery after intervention in the studied groups 

Variables 
Group I (receiving H. 

perforatum, n = 85) 

Group II (receiving vit B6, 

n = 81) 

Group III (receiving 

placebo, or control 

group, n = 85) 

Mastalgia 29 68 14 
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The cyclic mastalgia refers to an exacerbation of 

premenstrual symptoms, beginning in the luteal 

phase of the period, which presents with pain, 

congestion, heaviness, burning, and bilateral 

tenderness of the breast [23]. 

Some women with mastalgia may avoid exercise, 

physical activity, sexual activity, and work or 

school activities, which play a role in lowering 

their quality of life [24]. 

Mastalgia can occur for reasons that have not yet 

been clearly identified. Some sources have 

reported endocrine abnormalities as major 

etiologic factors, including psychoneurosis, 

elevated estrogen expression, 

hyperprolactinemia, and progesterone deficiency 

[25]. 

There are several treatment strategies for 

mastalgia, pharmacological and non-

pharmacological approaches, danazol, LNRH 

analogues, gamma linoleic acid, analgesics, 

tamoxifen, gestrinone, testosterone, vitamins B6 

and E, gabergoline, and bromocriptine. However, 

hormonal therapies are associated with serious 

complications and the effectiveness of any 

treatment method has not been superior to each 

other [7]. 

The results of this study showed that vitamin B6 

caused a statistically significant decrease 

compared to placebo, while the difference 

between H. perforatum and placebo was not 

statistically significant. 

Stevinson and Ernst [20], in America studied the 

effect of H. perforatum in the treatment of 

premenstrual syndrome. This research was 

conducted as a pilot without placebo on 19 

patients. Patients were treated with hypericum 

tablets for two complete menstrual cycles (1 × 

300 mg hypericum extract per day standardized 

to 900 microg hypericin). No serious 

complications were observed in this study. 

Premenstrual syndrome was significantly 

reduced. This study reported a 51% 

improvement in all symptoms. The most dramatic 

reduction was in symptoms such as crying (92%), 

depression (85%), anxiety (69%), insomnia 

(69%), and tension (71%). The symptoms in the 

first cycle were significantly reduced, while the 

symptoms in the second cycle were not 

significantly reduced compared to the first cycle 

[20]. Hicks et al., in America compared the effect 

of H. perforatum with placebo on premenstrual 

syndrome. The participants completed the daily 

status registration form for three consecutive 

cycles. The first cycle was considered as the 

baseline and no treatment was done. At the end 

of the first cycle, 129 affected women were 

randomly divided into two groups; 67 cases 

received two tablets (each 300 mg tablet 

contained 900 microg of hypericin) and another 

62 people received two placebo tablets per day. 

Treatment was performed during two menstrual 

cycles. No serious complications were observed 

in this study. In both groups, the symptoms of 

premenstrual syndrome were significantly 

reduced, but no significant difference was seen 

between both groups [21]. 

Pakgohar et al. conducted a double-blind clinical 

trial on 70 students of Tehran University (Iran) 

with premenstrual syndrome. The patients were 

randomly divided into two groups of 35 people 

and were treated for two consecutive cycles with 

30 drops of Hypericum or placebo twice a day, at 

least 7 days before menstruation. After 

completing the study, 70% of breast pain was 

relieved [22]. In the present study, the 

improvement rate in reducing mastalgia was 

29%. 

Mehni et al. showed that the extract of 

perforatum exerts its analgesic effect by 

inhibiting the synthesis of prostaglandin and 

other neural mediators [23]. 

In line with the present study, Yadollahi et al. 

conducted a clinical trial on 72 students. Patients 

were randomly divided into two treatment 

groups of vit B6 and H. perforatum. Vit B6 (80 mg 

daily) and H. perforatum tablets (160 mg three 

times a day) were prescribed one week before 

menstruation for two months. In terms of 

physical symptoms of premenstrual syndrome, 

the average decrease in vit B6 group compared to 

H. perforatum group showed a significant 

difference [24]. 

In a double-blind study conducted by Smallwood 

et al., on 46 patients suffering from cyclic 

mastalgia, administration of vit B6 (200 mg) for 

two menstrual cycles was ineffective in 

comparison with placebo [25]. The reason for the 

non-alignment of the previous study with the 
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current study can be related to the different dose 

of vit B6, small sample size, and different 

population. In the study of Khosravani et al., 

patients were divided into three groups, the first 

group received aspirin, the second group 

received a combination of retinol, vit B6, 

tacopherol, and the third group received placebo 

[26]. The findings of this study did not find any 

difference between the three groups. This study, 

unlike our study, did not find relief in mastalgia. 

The reason for the difference could be related to 

the small sample size and different population. 

Moreover, they used a combination of vitamins. 

In line with the present study, Soltany et al. 

conducted a study on 126 patients with cyclic and 

non-cyclic mastalgia for two menstrual cycles. 

Their findings showed that vit B6 (100 mg per 

day) was effective on both types of mastalgia 

compared to placebo [27].  

A review of seven studies found that vit B6 was 

more effective than placebo in relieving mastalgia 

even at low doses [28]. 

According to the results of studies,Vit B6 

deficiency causes a decrease in dopamine level in 

the kidney and as a result increases sodium 

secretion and causes water accumulation, which 

is subsequently associated with symptoms such 

as peripheral edema, edema, and discomfort in 

the breasts and abdomen. Therefore, 

administration of vit B6 can reduce the 

mentioned symptoms and premenstrual acne 

[29]. 

A confounding factor in evaluating the results is 

related to the effect of psychological factors in 

response to treatment. Many mastalgia sufferers 

are very worried that their breast pain may be a 

sign of breast cancer. Reassuring the patients in 

this regard removes their worries to a large 

extent and increases the response to treatment in 

all patients participating in the study, regardless 

of the type of the used drug. The reassuring effect 

in the treatment of mastalgia patients has been 

reported between 8 and 80%. Therefore, this 

confounding factor should be measured in future 

studies on mastalgia [30]. 

 

 

Conclusion 

H. perforatum showed no significant impact on 

mastalgia. Some factors such as affordability, 

availability, and side effects should be considered 

to select the right candidate. Given the 

importance of providing women's health, which 

play an effective role in family functioning, and 

that mastalgia can disrupt their activities, vit B6 

can be prescribed as a useful way to relieve cyclic 

mastalgia. 

Disclosure Statement 

No potential conflict of interest was reported by 

the authors. 

Funding 

This research did not receive any specific grant 

from funding agencies in the public, commercial, 

or not-for-profit sectors. 

Authors' Contributions 

All authors contributed to data analysis, drafting, 

and revising of the paper and agreed to be 

responsible for all the aspects of this work.  

ORCID  

Simin Soudagar  

https://orcid.org/0000-0001-9132-1333 

Sara Saadat 

https://orcid.org/0000-0001-9132-1333 

Fatemeh Kafami Ladani  

https://orcid.org/0000-0003-2054-6839 

Fateme Shariati Far  

https://orcid.org/0009-0008-7302-3103 

Rafat Rezapour-Nasrabad 

https://orcid.org/0000-0002-7157-586X 

Seyedeh Fatemeh Mousavi Moghaddam 

https://orcid.org/0000-0002-0746-011X 

Masumeh Ghazanfarpour 

https://orcid.org/0000-0003-4639-3711 

Khatereh Rostami 

https://orcid.org/0000-0003-0433-2267 

References 

[1]. Qureshi S., Sultan N., Topical nonsteroidal 

anti-inflammatory drugs versus oil of evening 

primrose in the treatment of mastalgia, The 

https://orcid.org/0000-0002-7846-4775
https://orcid.org/0000-0001-9132-1333
https://orcid.org/0000-0003-2054-6839
https://orcid.org/0009-0008-7302-3103
https://orcid.org/0000-0001-6336-4950
https://orcid.org/0000-0002-6048-2094
https://orcid.org/0000-0003-3501-8078
https://orcid.org/0000-0003-3501-8078


Soudagar S., et al. / J. Med. Chem. Sci. 2023, 6(12) 3113-3120 

3119 | P a g e  

 

Surgeon, 2005: 3:7 [Crossref], [Google Scholar], 

[Publisher] 

[2]. Murshid K.R., A review of mastalgia in 

patients with fibrocystic breast changes and the 

non-surgical treatment options, Journal of Taibah 

University Medical Sciences, 2011, 6:1 [Crossref], 

[Google Scholar], [Publisher] 

[3]. Mirmolaei S., Olfatbakhsh A., Fallahhosseini 

H., Kazemnejad E., Sotodeh A., The Effect of 

Vitagnus on Cyclic Breast Pain in Women of 

Reproductive Age, Journal of Babol University of 

Medical Sciences, 2016: 18:7 [Google Scholar], 

[Publisher] 

[4]. Kılıç M.Ö., Sen M., Içen D., The comparison of 

evening primrose oil, fructus agni casti, and 

reassurance in the treatment of mastalgia, 

International Journal of Surgery and Medicine, 

2016, 2:83 [Crossref], [Google Scholar], 

[Publisher] 

[5]. Shobeiri F., Oshvandi K., Nazari M., Clinical 

effectiveness of vitamin E and vitamin B6 for 

improving pain severity in cyclic mastalgia, 

Iranian journal of nursing and midwifery research, 

2015, 20:723 [Crossref], [Google Scholar], 

[Publisher] 

[6]. Fathizadeh N., Takfallah L., Ehsanpour S., 

Namnabati M., Askari S., Effects of evening 

primrose oil and vitamin E on the severity of 

periodical breast pain, Iranian Journal of Nursing 

and Midwifery Research, 2009, 13:90 [Google 

Scholar], [Publisher] 

[7]. Seraji A., Salehi A., Momeni H., Kerami A., 

Naeimi N., The Effects of Evening Primrose and 

Vitex Agnus on Pain Scale of the Women with 

Cyclic Mastalgia A Clinical Trial, Complementary 

Medicine Journal, 2014, 3:639 [Google Scholar], 

[Publisher] 

[8]. Colak T., Ipek T., Kanik A., Ogetman Z., Aydin 

S., Efficacy of topical nonsteroidal 

antiinflammatory drugs in mastalgia treatment, 

Journal of the American College of Surgeons, 2003, 

196:525 [Crossref], [Google Scholar], [Publisher] 

[9]. Sekhavat L., Zare Tarzejani T., Kholase zadeh 

P. ,The effect of vitex agnus-castus on mastalgia in 

women, Iranian South Medical Journal, 2009, 

11:147 [Google Scholar], [Publisher] 

[10]. Sharami S., Sobhani A., Asgharnia M., 

Shabaani M., Prevalence of Cyclic Mastalgia and 

It’s Relation with Age, Marriage and Employment 

Outside the House, Journal of Guilan University of 

Medical Sciences, 2000, 9:111 [Google Scholar], 

[Publisher]  

[11]. Mirmolaei S.T., Olfatbakhsh A., Falah Huseini 

H., Kazemnezhad Leyli E., Sotoodeh Moridiani A., 

The effect of Nigella Sativa syrup on the relief of 

cyclic mastalgia: A triple-blind randomized 

clinical trial, Journal of Hayat, 2017, 23:33 

[Google Scholar], [Publisher] 

[12]. Jaafarnejad F., Adibmoghaddam E., Emami 

S.A., Saki A., Compare the effect of flaxseed, 

evening primrose oil and Vitamin E on duration 

of periodic breast pain, Journal of education and 

health promotion, 2017, 4:85 [Crossref], [Google 

Scholar], [Publisher]   

[13]. Ghelichli M., Formulation of new herbal 

Salvadora toothpaste with antidecay, wound 

healing and caring tooth and Periodontal 

diseases, Bulletin of Environment, Pharmacology 

and Life Sciences, 2014, 3:115 [Google Scholar], 

[Publisher] 

[14]. Wu Y.N., Xu Y., Yao L., Anti-inflammatory 

and anti-allergic effects of German chamomile 

(Matricaria chamomilla L.), Journal of Essential Oil 

Bearing Plants, 2012, 15:75 [Crossref], [Google 

Scholar], [Publisher] 

[15]. Ikhsan M., Tibbun Nabawi dalam 

pengobatan modern: Kajain Nigella Sativa 

(Habbah al-Sauda) sebagai anti imflamasi pada 

sel mast (Master's thesis, Sekolah Pascasarjana 

UIN Jakarta), 2017, 3:2017 [Google Scholar], 

[Publisher] 

[16]. Hamood H.M., Al-Zubaidy A.A., 

Neuroprotective effects of Vitex agnus castus 

extract in rats' model of Alzheimer's disease, 

EurAsian Journal of Biosciences, 2020, 14:4165 

[Google Scholar], [Publisher] 

[17]. Charles D.J., Cinnamon. Antioxidant 

Properties of Spices, Herbs and Other Sources. 

Antioxidant Properties of Spices, Herbs and Other 

Sources, 2012 [Crossref], [Google Scholar], 

[Publisher] 

[18]. Mashhadi N.S., Ghiasvand R., Askari G., Feizi 

A, Hariri M., Darvishi L., Barani A., Taghiyar M., 

Shiranian A., Hajishafiee M., Influence of ginger 

and cinnamon intake on inflammation and 

muscle soreness endued by exercise in Iranian 

female athletes, International journal of 

https://doi.org/10.1016/S1479-666X(05)80003-4
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Topical+nonsteroidal+anti-inflammatory+drugs+versus+oil+of+evening+primrose+in+the+treatment+of+mastalgia&btnG=
https://www.sciencedirect.com/science/article/abs/pii/S1479666X05800034
https://doi.org/10.1016/S1658-3612(11)70151-2
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=A+review+of+mastalgia+in+patients+with+fibrocystic+breast+changes+and+the+non-surgical+treatment+options%2C+&btnG=
https://www.sciencedirect.com/science/article/pii/S1658361211701512
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=The+Effect+of+Vitagnus+on+Cyclic+Breast+Pain+in+Women+of+Reproductive+Age&btnG=
https://jbums.org/article-1-6019-en.html
https://doi.org/10.5455/ijsm.mastalgia
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=The+comparison+of+evening+primrose+oil%2C+fructus+agni+casti%2C+and+reassurance+in+the+treatment+of+mastalgia%2C+&btnG=
https://www.researchgate.net/profile/Duygu_Icen/publication/292176603_The_comparison_of_evening_primrose_oil_fructus_agni_casti_and_reassurance_in_the_treatment_of_mastalgia/links/56af101a08aeaa696f2f59ff.pdf
https://doi.org/10.4103/1735-9066.170003
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Clinical+effectiveness+of+vitamin+E+and+vitamin+B6+for+improving+pain+severity+in+cyclic+mastalgia%2C+&btnG=
https://lww.com/pages/default.aspx
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Effects+of+evening+primrose+oil+and+vitamin+E+on+the+severity+of+periodical+breast+pain&btnG=
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Effects+of+evening+primrose+oil+and+vitamin+E+on+the+severity+of+periodical+breast+pain&btnG=
http://ijnmr.mui.ac.ir/index.php/ijnmr/article/view/59
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=The+Effects+of+Evening+Primrose+and+Vitex+Agnus+on+Pain+Scale+of+the+Women+with+Cyclic+Mastalgia+A+Clinical+Trial&btnG=
http://cmja.arakmu.ac.ir/browse.php?a_code=A-10-175-2&slc_lang=en&sid=1
https://doi.org/10.1016/S1072-7515(02)01893-8
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Efficacy+of+topical+nonsteroidal+antiinflammatory+drugs+in+mastalgia+treatment&btnG=
https://www.sciencedirect.com/science/article/abs/pii/S1072751502018938
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=The+effect+of+vitex+agnus-castus+on+mastalgia+in+women&btnG=
https://ismj.bpums.ac.ir/browse.php?a_id=151&sid=1&slc_lang=en
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Prevalence+of+Cyclic+Mastalgia+and+It%E2%80%99s+Relation+with+Age%2C+Marriage+and+Employment+Outside+the+House.&btnG=
http://journal.gums.ac.ir/article-1-2001-en.html
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=The+effect+of+Nigella+Sativa+syrup+on+the+relief+of+cyclic+mastalgia%3A+A+triple-blind+randomized+clinical+trial%2C+&btnG=
https://hayat.tums.ac.ir/article-1-1712-en.html
https://doi.org/10.4103%2Fjehp.jehp_83_16
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Compare+the+effect+of+flaxseed%2C+evening+primrose+oil+and+Vitamin+E+on+duration+of+periodic+breast+pain&btnG=
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Compare+the+effect+of+flaxseed%2C+evening+primrose+oil+and+Vitamin+E+on+duration+of+periodic+breast+pain&btnG=
https://www.jehp.net/article.asp?issn=2277-9531;year=2017;volume=6;issue=1;spage=85;epage=85;aulast=Jaafarnejad
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Formulation+of+new+herbal+Salvadora+toothpaste+with+antidecay%2C+wound+healing+and+caring+tooth+and+Periodontal+diseases&btnG=
https://bepls.com/oct_2014.html
https://doi.org/10.1080/0972060X.2012.10644022
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Anti-inflammatory+and+Anti-allergic+Effects+of+German+Chamomile+%28Matricaria+chamomilla+L.%29&btnG=
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Anti-inflammatory+and+Anti-allergic+Effects+of+German+Chamomile+%28Matricaria+chamomilla+L.%29&btnG=
https://www.tandfonline.com/doi/abs/10.1080/0972060X.2012.10644022
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Tibbun+Nabawi+Dalam+Pengobatan+Modern%3A+Kajian+Nigella+sativa%28habbahal-sauda%E2%80%99%29+sebagai+anti+inflamasi+pada+sel+mas%2C+&btnG=
https://repository.uinjkt.ac.id/dspace/handle/123456789/41729
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Neuroprotective+effects+of+Vitex+agnus+castus+extract+in+rats%27+model+of+Alzheimer%27s+disease.&btnG=
https://web.s.ebscohost.com/abstract?direct=true&profile=ehost&scope=site&authtype=crawler&jrnl=13079867&AN=148907494&h=oUsO96AkUq2%2fmoOlFjtybrCKbv%2fgi%2fusVg6eBMXKATk970WxEXdbe8T81l13KPhZ73yPPMus4VAe1rSodFEtmQ%3d%3d&crl=c&resultNs=AdminWebAuth&resultLocal=ErrCrlNotAuth&crlhashurl=login.aspx%3fdirect%3dtrue%26profile%3dehost%26scope%3dsite%26authtype%3dcrawler%26jrnl%3d13079867%26AN%3d148907494
https://doi.org/10.1007/978-1-4614-4310-0_21
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Antioxidant+Properties+of+Spices%2C+Herbs+and+Other+Sources.+Antioxidant+Properties+of+Spices%2C+Herbs+and+Other+Sources%2C+2012.&btnG=
https://www.google.com/books/edition/Antioxidant_Properties_of_Spices_Herbs_a/Tz4Fa7r9wgIC?hl=en&gbpv=1&dq=Antioxidant+Properties+of+Spices,+Herbs+and+Other+Sources.+Antioxidant+Properties+of+Spices,+Herbs+and+Other+Sources,+2012.&pg=PR5&printsec=frontcover


Soudagar S., et al. / J. Med. Chem. Sci. 2023, 6(12) 3113-3120 

3120 | P a g e  

 

preventive medicine, 2013, 4:11 [Google Scholar], 

[Publisher] 

[19]. Pakniat H., Hajiseyed Javadi E., 

Golmohammadi Z., Ashrafi M., The Effect of 

Ginger on Primary Dysmenorrhea in Students of 

Qazvin University of Medical Sciences, Journal of 

Medicinal Plants, 2019, 18:98 [Crossref], [Google 

Scholar], [Publisher]  

[20]. Stevinson C., Ernst E., A pilot study of 

Hypericum perforatum for the treatment of 

premenstrual syndrome, BJOG: An International 

Journal of Obstetrics & Gynaecology, 2000, 

107:870 [Crossref], [Google Scholar], [Publisher] 

[21]. Hicks S.M., Walker A.F., Gallagher J., 

Middleton R.W., Wright J., The significance of 

"nonsignificance" in randomized controlled 

studies: a discussion inspired by a double-blinded 

study on St. John's wort (Hypericum perforatum 

L.) for premenstrual symptoms, Journal of 

Alternative & Complementary Medicine, 2004, 

10:925 [Crossref], [Google Scholar], [Publisher]  

[22]. Pakgohar M., Ahmadi M., Salehi surmaghi M., 

Mehran A., Akhondzadeh S., Effect of Hypericum 

perforatum L. for treatment of premenstrual 

syndrome, Journal of Medicinal Plants, 2005, 4:33 

[Google Scholar], [Publisher] 

[23]. Mehni S., Zahrani S.T., Sarvtin M.T., Mojab F., 

Mirzaei M., Vazirnasab H., Therapeutic Effects of 

Bunium Perscicum Boiss (Black Zira) on Candida 

albicans Vaginitis, Biomedical & Pharmacology 

Journal, 2015, 8:1013 [Crossref], [Google 

Scholar], [Publisher] 

[24]. Yadollahi P., Khalajinia Z., Khormaei F., 

Cultural differences in perception of labor pain 

without considering to painless technique, 

Journal of Advanced Pharmacy Education & 

Research, 2018, 8:9 [Google Scholar], [Publisher] 

[25]. Smallwood J., Ah-Kye D., Taylor I., Vitamin 

B6 in the treatment of pre-menstrual mastalgia, 

Br J Clin Pract. 1986, 40:532 [Google Scholar], 

[Publisher] 

[26]. Khosravani M., Khosravani M., Borhani F., 

Mohsenpour M., The relationship between moral 

intelligence and organizational commitment of 

nurses, Clinical Ethics, 2020, 15:126 [Crossref], 

[Google Scholar], [Publisher]  

[27]. Soltany S., Alavy J., The effect of vitamin B6 

on cyclic and non-cyclic mastalgia, Advances in 

Environmental Biology, 2014, 8:2936 [Publisher] 

[28]. Lak S., Zahedi S., Davodabady F., Khosravani 

M., Conscience understanding among nurses 

working at education hospital of Arak, Revista 

Latinoamericana de Hipertensión, 2018, 13:246 

[Google Scholar], [Publisher] 

[29]. Modoodi M, Jalilvand F, Zare S, Saeieh SE, 

Mirzaei, M. Investigating the prevalence of 

menopausal complications and its related factors 

in women referred to Shahroud Health Centers in 

2014, Revista Latinoamericana de 

Hipertensionthis link is disabled, 2020, 15:144 

[Crossref], [Google Scholar], [Publisher] 

[30]. Yadollahi P., Taghizdeh Z., Ebadi A., A 

comprehensive description of delivery pain using 

a qualitative approach, Journal of Advanced 

Pharmacy Education & Research, 2018, 8:89 

[Google Scholar], [Publisher] 

 

 

 
 
HOW TO CITE THIS ARTICLE 
Simin Soudagar, Sara Saadat, Fatemeh Kafami Ladani, Fateme Shariati Far, Rafat Rezapour-Nasrabad, Seyedeh Fatemeh 
Mousavi Moghaddam, Masumeh Ghazanfarpour, Khatereh Rostami. A Comparative Study of Treatment of Hypericum 
perforatum and Vitamin B6 for Mastalgi: Clinical Trial. J. Med. Chem. Sci., 2023, 6(12) 3113-3120. 

DOI: https://doi.org/10.26655/JMCHEMSCI.2023.12.25 
URL: https://www.jmchemsci.com/article_177417.html 
 

 

https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Mashhadi+N.S.%2C+Ghiasvand+R.%2C+Askari+G.%2C+Feizi+A%2C+Hariri+M.%2C+Darvishi+L.%2C+Barani+A.%2C+Taghiyar+M.%2C+Shiranian+A.%2C+Hajishafiee+M.%2C+Influence+of+ginger+and+cinnamon+intake+on+inflammation+and+muscle+soreness+endued+by+exercise+in+Iranian+female+athletes%2C+International+journal+of+preventive+medicine%2C+2013%2C+4%3A11+&btnG=
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3665015/
http://dx.doi.org/10.29252/jmp.4.72.98
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=The+Effect+of+Ginger+on+Primary+Dysmenorrhea+in+Students+of+Qazvin+University+of+Medical+Sciences%2C+&btnG=
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=The+Effect+of+Ginger+on+Primary+Dysmenorrhea+in+Students+of+Qazvin+University+of+Medical+Sciences%2C+&btnG=
http://jmp.ir/browse.php?a_code=A-10-2578-1&slc_lang=en&sid=1
https://doi.org/10.1111/j.1471-0528.2000.tb11085.x
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=A+pilot+study+of+Hypericum+perforatum+for+the+treatment+of+premenstrual+syndrome.&btnG=
https://obgyn.onlinelibrary.wiley.com/doi/abs/10.1111/j.1471-0528.2000.tb11085.x
https://doi.org/10.1089/acm.2004.10.925
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=The+significance+of+%22nonsignificance%22+in+randomized+controlled+studies%3A+a+discussion+inspired+by+a+double-blinded+study+on+St.+John%27s+wort+%28Hypericum+perforatum+L.%29+for+premenstrual+symptoms%2C+&btnG=
https://www.liebertpub.com/doi/abs/10.1089/acm.2004.10.925
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Effect+of+Hypericum+perforatum+L.+for+treatment+of+premenstrual+syndrome&btnG=
http://jmp.ir/browse.php?a_code=A-10-229-2&slc_lang=en&sid=1
https://dx.doi.org/10.13005/bpj/864
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Therapeutic+Effects+of+Bunium+Perscicum+Boiss+%28Black+Zira%29+on+Candida+albicans+Vaginitis&btnG=
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Therapeutic+Effects+of+Bunium+Perscicum+Boiss+%28Black+Zira%29+on+Candida+albicans+Vaginitis&btnG=
http://biomedpharmajournal.org/?p=5892
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Cultural+differences+in+perception+of+labor+pain+without+considering+to+painless+technique&btnG=
https://japer.in/article/cultural-differences-in-perception-of-labor-pain-without-considering-to-painless-technique
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Vitamin+B6+in+the+treatment+of+pre-menstrual+mastalgia&btnG=
https://europepmc.org/article/med/3307864
https://doi.org/10.1177/1477750920908008
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=The+relationship+between+moral+intelligence+and+organizational+commitment+of+nurses&btnG=
https://journals.sagepub.com/doi/10.1177/1477750920908008
https://www.researchgate.net/publication/264418148_The_Effect_of_Vitamin_B6_on_Cyclic_and_Non-Cyclic_Mastalgia
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Conscience+understanding+among+nurses+working+at+education+hospital+of+Arak+Revista+Latinoamericana+de+Hipertension&btnG=
https://www.redalyc.org/journal/1702/170263335013/html/
https://doi.org/10.5281/zenodo.4074633
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Investigating+the+prevalence+of+menopausal+complications+and+its+related+factors&btnG=
https://zenodo.org/record/4074633
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=A+comprehensive+description+of+delivery+pain+using+a+qualitative+approach%2C+Journal+of+Advanced+Pharmacy+Education+%26+&btnG=
https://japer.in/storage/models/article/e2T0M22905yvXnw5FhiutdwipWVfWwAb3bKwwFKkGYtfUJrqbj2qB4u3W1YX/a-comprehensive-description-of-delivery-pain-using-a-qualitative-approach.pdf
https://doi.org/10.26655/JMCHEMSCI.2023.12.25
https://www.jmchemsci.com/article_177417.html

