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I risultati dello studio dimostrano come 
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Abstract
Introduction: Primary dysmenorrhea  and menstrual migraines are both common menstrual related disorders and have  
adverse effects on women’s quality of life. They both share similar therapeutic treatment based on anti-inflammatory drugs and oral 
contraceptive pills (OCPs), which are of proven clinical effectiveness but, owing to side effects, can be contraindicated or not tolera-
ted by some women. Resveratrol is a natural product with anti-inflammatory and antioxidant properties. Feverfew, is a traditional 
medicinal herb which is commonly used for the preventive treatment of migraines.
Objective: To evaluate the efficacy and the safety of an oral administration of resveratrol combined with feverfew as a prophylactic 
treatment for dysmenorrhea and menstrual migraines.
Methods: Forty-nine women, 18 years or older with primary dysmenorrhea and migraines associated with menstrual cycle were en-
rolled for the study. All patients fulfilled the requirement of frequent migraines, dysmenorrhea and a previous history of treatment 
with anti-inflammatory drugs. A verbal multidimensional scoring system (none, mild, moderate and severe) was used to measure the 
severity of pain before and after 3 months of treatment in prophylaxis (taken 6 days before and throughout the menstrual cycle) with 
a nutraceutical supplementation containing a combination of resveratrol and feverfew during the pre-menstrual and menstrual cycle 
period. 
Results: Dysmenorrhea scores and migraine headaches significantly decreased by the end of treatment. The prophylaxis treatment 
proved to be effective for reduction and relief of migraines associated with the menstrual cycle and dysmenorrhea. Seventy percent 
of treated women had a complete or satisfactory resolution of these symptoms associated with menstrual cycle. The comparison 
of symptoms such as nausea, vomiting and pelvic pain, before (baseline) and after treatment, show a significant reduction in treated 
patients.
Conclusion: This study demonstrates that oral administration of resveratrol combined with feverfew is effective in the treatment of 
dysmenorrhea and menstrual migraine. This nutraceutical combination has been shown to achieve satisfaction when asked to com-
pare with anti-inflammatory drugs such as Ibuprofen previously taken as therapeutic agent. The treatment is well tolerated, lacks 
adverse effects and can be used as a safe and non-pharmaceutical alternative treatment in prophylaxis for primary dysmenorrhea 
and migraine even in association with other pharmaceutical therapies. 

INTRODUCTION
Primary dysmenorrhea (PD) and menstrual migraine (MM) have adverse effects on women’s quality of life, resulting in signifi-
cant disruptions in daily life, including work and school absenteeism, ranging from 13% to 51% of women affected.1,2 Primary 
dysmenorrhea is defined as painful, spasmodic pelvic cramping starting just before the onset or during menstruation, with no 
evidence of pelvic or hormonal pathology.3 This condition is often accompanied by other systemic symptoms, such as swea-
ting, headache, nausea, vomiting, diarrhea, and tremulousness.4 The prevalence of primary dysmenorrhea is probably undere-
stimated because many affected women consider this symptom as a physiological condition of the menstrual cycle.5 In ado-
lescents the prevalence of PD varies between 16% and 93%, with severe pain perceived in 2% to 29% of the studied girls.6  
According to several authors the pathogenesis of primary dysmenorrhea is related to an increased release of prostaglandins (PG) 
from the menstrual endometrial cells following the decline of progesterone, resulting in myometrial contraction and consequent 
ischemia and hypoxia of the uterine muscle.3,4  Migraine headache is the second most frequently reported symptom associated with 
the menstrual cycle. 7 Menstrual Migraine (MM) is a form of headache that tends to occur with prolonged, intense and extremely di-
sabling attacks in a short period around the menstrual cycle, during an interval from 2 days before to 3 days after the onset of men-
struation. Prevalence ranges from 17% to 24% in women between the ages of 18 and 49 years, with peaks in those aged 30–39 years, 
but it tends to decline with menopause. 8 Several studies suggest that menstrual migraine occurs in 51%–68% of women with migrai-
ne. 9,10 The possible association with other premenstrual painful symptoms, such as dysmenorrhea, can make the migraine attacks 
even more disabling. Although dysmenorrhea and migraine share a common pathophysiology, based on prostaglandin production du-
ring menstruation, 11 it is unlikely that these conditions are caused by one isolated mechanism, and other factors, such as estrogen 
withdrawal, may contribute to pain processing.  Both these conditions share therapeutic treatment strategies, including a healthy 
lifestyle and dietary supplements (essentially based on supplemental magnesium, 12,13 pharmacological treatment with nonsteroidal 
anti-inflammatory drugs (NSAIDs) and COX-2 (cyclo-oxygenase-2) specific inhibitors that specifically inhibit prostaglandin synthe-
sis,14 and oral contraceptive pills (OCPs). Some authors suggest that even dopamine agonists, diuretic agents, and selective serotonin 
reuptake inhibitors (SSRIs) could be effective in the treatment of both these menstrual disturbances. 15,16 Treatment with anti-inflam-
matory drugs or OCPs are of proven clinical effectiveness for menstrual-related painful symptoms, 17 however, owing to side effects, 
risks sometimes outweigh these benefits. NSAIDs are contraindicated or not tolerated by some women leading to failure rate up to 
20–25%. 18,19 Resveratrol is a natural product, member of the stilbene family of phenolic compounds, which is contained in various fo-
ods and food products such as grapes, red wine, grape juice, mulberries, cranberries, and peanuts and it has been found to potentially 
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exhibit anti-inflammatory, anticancer, antiangiogenic, immunomodulatory and cardioprotective activities through potent antioxidant 
properties. 20 Resveratrol acts as a potent antioxidant by inhibiting reactive oxygen species (ROS) and was also found to exert an 
anti-inflammatory action, suppressing the synthesis of PGE2 by inhibiting COX-2 enzyme activity. 21 Furthermore, several studies have 
demonstrated that resveratrol inhibits aromatase activity at both enzyme and gene transcription levels thus decreasing circulating 
estrogens and the production of pro-inflammatory prostaglandins such as PGE2. 22 Based on this double effect of resveratrol, a recent 
study has shown a significant reduction of pain in endometriosis-affected patients with dysmenorrhea undergoing a supplementation 
of 30 mg/day added to the contraceptive regimen after only 2 months of use. 23 Feverfew is a traditional medicinal herb (Tanacetum 
parthenium) which is commonly used for the preventive treatment of migraines. 24 The active ingredients in feverfew include parthe-
nolide, which have previously been found to exert anti-inflammatory effects through the inhibition of nuclear factor kappa B (NF-kB). 

25-27 Studies show that blockade of NF-kB activity provides a novel transcriptional target for the development of anti-migraine drugs. 
In fact, parthenolide inhibit the NF-kB–dependent transcriptional activation at multiple sites to prevent meningeal inflammation and 
migraine headache. 25 Feverfew also appears to function as an anti-inflammatory agent through the inhibition of prostaglandin syn-
thesis. 28  Randomized clinical studies demonstrated that treatment with feverfew compared to placebo not only reduces the severity 
of attacks of migraine but also associates with a reduction in the degree of vomiting, nausea and sensitivity to light and noise. 29-31  
The present study investigated the effect of a nutraceutical combination containing resveratrol and feverfew taken in prophylaxis for 
the treatment of primary dysmenorrhea and menstrual migraine.

METHODS
Forty-nine women aged > 18 years having regular menstrual cycles (from 21 to 35 days with 2–6 days of flow) with a history of moderate 
to severe dysmenorrhea and menstrual migraine were included in the study. The severity of dysmenorrhea was assessed by a verbal 
multidimensional scoring system (VMSS) 32 with grades as follows: none = painless menstruation; mild = menstruation with pain but 
rare use of analgesics or limit to normal activity; moderate = menstruation with moderate pain with influence on daily activity and use 
of analgesics for pain relief; and severe = menstruation with severe pain with significant limitation of daily activity, use of analgesi-
cs, and associated symptoms such as headache, nausea, vomiting and diarrhea. Pelvic ultrasonography and gynecological exam were 
done to exclude pelvic pathology, such as endometriosis, and to confirm the diagnosis of primary dysmenorrhea. A six-month history 
of MM with attacks in at least two of the three premenstrual periods before the onset of the study was required.  Patients were asked 
to grade the severity of migraine pain according to a verbal multidimensional scoring system, in none, mild, moderate or severe. The 
characteristics of the patients of this study are shown in Table 1.  The prophylaxis therapeutic scheme was the following: 1 or 2 cps 
a day containing feverfew (400 mg of dry extract of blossomed aerial parts containing 2 mg parthenolide) and resveratrol (96 mg 
of pure resveratrol associated with magnesium hydroxide in a patent formulation called REVIFAST-S&R Farmaceutici, Bastia Italy), 
starting 6 days before the menses and throughout the menstrual bleeding approximately for 10 to 12 consecutive days, for 12 conse-
cutive weeks. All patients were asked, before and every four weeks of treatment, to fill a questionnaire designed to investigate the 
presence and the severity of dysmenorrhea and to avoid assumption of any drug or other medication to relieve menstrual or migraine 
pain during trial. The intake of pain killers medication was allowed, but the use had to be documented. Chi-squared test was used to 
test for differences in frequencies of pain severity (none, mild, moderate and severe) between baseline and after three months of tre-
atment with resveratrol and feverfew. P values of less than 0.05 were considered statistically significant. Chi-squared test was used 
to test for differences in frequencies of pain severity (none, mild, moderate and severe) between baseline and after three months of 
treatment with resveratrol and feverfew. P values of less than 0.05 were considered statistically significant.

RESULTS
The mean number of days with migraine per month was 1.5, whilst the mean number of migraine attacks per day was five. Baseline 
characteristics for dysmenorrhea and MM pain scores before and after treatment with resveratrol and feverfew are reported in  
Table 2. The use of the nutraceutical supplementation in the perimenstrual period significantly decreased the pain score associated 
with dysmenorrhea (p < 0.00002) and menstrual migraine  (p < 0.002). None of patients who previously used generic anti-inflammatory 
drugs during menses to control dysmenorrhea and MM related pain, needed to take pain killers. No side effects were reported in the 
study. Common associated symptoms such as nausea, vomiting, diarrhea, abdominal pain, upset stomach and photo or noise sensibili-
ty were significantly reduced after treatment with resveratrol and feverfew (Table 3).

CONCLUSION
Though OCPs decrease pelvic pain reducing menstrual fluid volume and prostaglandin levels, the presence of annoying side effects, 
such as nausea, water retention, and weight gain, may contraindicate the use. 33,34 Furthermore, whilst evidence-based data support 
the efficacy of NSAIDs in the treatment of dysmenorrhea, 35 decreasing myometrial activity by inhibiting prostaglandin synthesis and 
reducing vasopressin secretion, however, the failure rate is almost 25% and many women cannot tolerate NSAIDs due to side effects 
that can include bleeding, ulcers, vomiting, and diarrhea.33 COX-2 specific inhibitors are effective for dysmenorrhea but these drugs 
have been withdrawn from use in many countries due to controversies concerning the cardiovascular and cardiopro-
tective safety. 2 Other alternative therapeutic interventions include acupuncture 36, behavioral interventions and her-
bal or dietary supplements. 19,37 Both OCPs and NSAIDs are commonly used to treat menstrual migraine pain. 



This study demonstrates that resveratrol in combination with feverfew significantly reduces severity of dysmenorrhea and catame-
nial migraine and this effect is comparable to that of common anti-inflammatory drugs, which are often associated with gastrointesti-
nal side effects.  Due to lack of adverse effects, the combination of resveratrol and feverfew taken in prophylaxis can be used as a safe 
and non-pharmaceutical alternative treatment for primary dysmenorrhea and menstrual migraine in women affected.
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Characteristics

Age (years)

Weight (Kg)

Height (cm)

BMI

Previous Pregnancy

Presence of fibroids

Other gynecological diseases (other than fibroid)

Primary Dysmenorrhea

Age of menarche (years)

Age, onset menstrual migraine (years)

Age, onset dysmenorrhea (years)

Previous treatment for Dysmenorrhea
Over the counter drugs

Anti-inflammatory drugs

Value

28.4 ± 4.9

59.8 ± 4.7

161 ± 3.5

23.1 ± 0.6

5 (7 %)

2 (4%)

0 (0%)

49 (100%)

12.2 ± 1.1

25 ± 4.1

17 ± 2.3

43 (87.7%)

40 (81.6%)

Table 1. Demographic characteristics of the subjects (n=49)

Baseline N° (%) Resveratrol +  
feverfew

Migraine pain severity (VMSS)
None 
Mild 
Moderate 
Severe 

Dysmenorrhea pain severity (VMSS)
None 
Mild 
Moderate 
Severe 

0 (0%)
41 (83.7%)
8 (16.3%)

0 (0%)

0 (0%)
5 (10%)

43 (77.7%)
1 (2%)

8 (21%)
39 (80%)

2 (5%)
0 (0%)

15 (30.6%)
24 (61.5%)
10 (20.4%)

0 (0%)

Table 2. Effects of treatment with resveratrol associated with feverfew  
on menstrual migraine and dysmenorrhea. (n=49)

The p-value for migraine pain is ≤ 0.002
The p-value for dysmenorrhea pain is <0.00002

resveratrol + feverfew
N° (%)

10 (20.4%)
2 (4%)

5 (10.2%)

7 (14.3%)

Table 3.Associated symptoms with dysmenorrhea and MM: comparison of symptoms  
present at baseline (untreated) and after treatment with the nutraceutical  
combination containing resveratrol associated with feverfew (n=49)

Baseline-untreated
N° (%)

Symptoms

Nausea
Vomiting
Abdominal pain, diarrhea, and upset 
stomach
Photo or noise sensibility

35 (71.4 %)
3 (6.1%)

10 (20.4%)

15 (30.6%)

The p-value for nausea is: < 0.0002

The p-value for vomiting is: < 0.05

The p-value for abdominal pain, diarrhea, and upset stomach: < 0.005

The p-value for Photo or noise sensibility: < 0.005



La soluzione completa per la
PCOS, sindrome dalle  
molteplici manifestazioni
Modalità d’uso: 
1 compressa al giorno (secondo parere medico  
la posologia può essere aumentata fino  
a 2 compresse al giorno)

Contrasta i disturbi del  
Ciclo Mestruale e il  
Dolore Pelvico
Modalità d’uso:
Per i disturbi del ciclo mestruale:
1 o 2 compresse al giorno, nel periodo  
perimestruale (7 giorni prima l’inizio del ciclo  
per proseguire nei successivi 3 giorni)

Per il dolore pelvico:
1 o 2 compresse al giorno secondo 
parere medico

Modalità d’uso:
Come coadiuvante durante il trattamento della cistite:
2 bustine per 7 gg e successivamente 1 bustina/die  
per almeno una settimana

Profilassi nei soggetti predisposti a episodiche  
infezioni urianrie: 
1 bustina/die per almeno per 14 gg  
(nei periodi di maggior rischio)

Innovativo e mirato approccio  
terapeutico per il Management  
della Cistite Co
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