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Response of migraine without aura to kudzu
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Migraine without aura (MO) is the most frequent form
of primary headaches; it has a high prevalence (60–80%
of all migraines) and frequently is highly disabling, with
a significant impact on the social and working life of
patients. Lifetime prevalence is between 2 and 10% in
men and between 15 and 25% in women. Typical mi-
graine symptoms are uni- or bilateral attacks of throb-
bing pain lasting from 4 to 72 h, often accompanied by
photophobia, phonophobia, nausea, and vomiting.
Preventive treatment for migraine helps to reduce dis-
ability by decreasing the frequency, severity, and dura-
tion of migraine attacks, improving patient’s quality of
life (Fig. 1). In the last decade, there has been a grow-
ing interest in the use of nutritional supplements
(nutraceuticals) in MO prophylaxis, as an alternative to
pharmacological treatments. In addition, some investiga-
tions highlighted that people who suffer from headaches
often prefer treatment with nutraceuticals over tradition-
al pharmacological approaches, due to fear of possible
side effects, drug dependence, or addiction.

Kudzu (Pueraria lobata), a wild climbing plant native to
Central Asia belonging to the Fabaceae family, has long been
widely used in Traditional Chinese Medicine for the treatment
of migraine, hypertension, substance dependence, tinnitus,

vomiting, diarrhea, and climacteric; it has recognized antiox-
idant properties and vasomodulating action on the cerebral
arteries. Kudzu root has a high content of isoflavones
which act on some neurotransmitters involved in the
physiopathogenesis of migraine (dopamine, serotonin,
GABA, and glutamate) [1]. In 2008, an open study
showed in 11 patients affected by episodic cluster head-
ache the effectiveness of a kudzu extract: 73% of pa-
tients showed a decrease in the intensity of attacks, 64%
a decrease in frequency, 36% a decrease in duration
with minimal side effects [2].

A new kudzu-based food supplement (Kuzik®), developed
with innovative programmed release technologywhich allows
the active ingredient to be transported through the blood-brain
barrier, has attracted our interest. A preliminary multicentric
study, including 30 patients with MO treated with Kuzik® at
the dosage of one capsule/day for 60 days, demonstrated a
significant improvement in number of days with migraine,
number of attacks, and migraine intensity. Moreover, the treat-
ment demonstrated good tolerability, optimal compliance of
patients, and no side effects [3].

We now present a larger study aimed to assess the effec-
tiveness of Kuzik® in the reduction of headache attacks/
month in patients affected by episodic MO, as the primary
endpoint. Secondary endpoints were the reduction of the num-
ber of symptomatic drug assumptions and disability scores
measured by MIDAS.

Inclusion criteria were patients suffering from MO,
diagnosed according to ICHD-3 beta criteria, age ≥
18 years, and migraine frequency between 4 and
15 days/month calculated in the last 3 months.
Included patients were without preventive therapy in
progress or with an unchanged preventive therapy
judged to be ineffective for at least 3 months: in this
case a washout of at least 30 days before starting treat-
ment with Kuzik® was requested. Exclusion criteria
were migraine days less than 4 and more than 15 a
month, pregnancy or lactation, women treated with ta-
moxifen. During the first visit, the headache diary of the
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previous 3 months was checked and the product
Kuzik® was given to all included patients at the dosage
of one capsule/day, on an empty stomach, for 90 days.
Monthly periodic visits were performed, and after
3 months, in the last visit, the diary was withdrawn to
evaluate headache frequency and symptomatic intake.
Data analysis was performed using the IBM SPSS 25
software.

A total of 65 patients (53 females and 12 males) were
included in the study: 2 of them withdraw from the study
due to drug intolerance (one with nausea, one with gastric
intolerance). Statistical evaluation was conducted on the re-
maining 63 patients: 51 females (mean age 42 ± 11 years) and
12 males (mean age 44 ± 8 years).

The number of headache attacks/month before treat-
ment was 8.83 ± 2.43; after 3 months of treatment, it de-
creased to 5.7 ± 3.11 (t test for paired data: t = 12.3;
p < 0.0001). Overall, 56 patients (89%) showed a decrease
in migraine frequency and 51% achieved reduction at
least of 50% in headache days. There was no correlation
between age and the frequency of attacks/month (r = −
0.026). There was a significant connection between gen-
der and the average number of attacks before treatment
(χ2 = 23.9; p = 0.013), while the connection with the

number of attacks after 3 months of treatment was not
significant (χ2 = 21.2; p = 0.17). Symptomatic drug as-
sumptions were reduced of 50% in 43% of patients with
an average value of 6.8 ± 3.2 at the end of treatment.

Of the 63 patients who completed the study, only 3 (4.8%)
complained of mild gastrointestinal side effects.

The distribution of MIDAS test scores before treat-
ment had an average value of 56.83 ± 28, median value
56; while at 3 months of treatment the mean value
decreased to 40.3 ± 26 (median 40). The MIDAS score
after 3 months of prophylactic treatment was significant-
ly decreased (Wilcoxon’s tes t for paired data:
p < 0.0001), while the reduction of at least 50% of
MIDAS disability scores occurred in 84% of patients.

Our study has demonstrated the efficacy of Kuzik®
in the improvement of episodic MO with a reduction at
least of 50% in the frequency of attacks per month
(51%) and in MIDAS disability score (84%). Kuzik®
was well tolerated and allowed a reduction of 50% of
symptomatic drug assumptions in 43% of patients treat-
ed. On the basis of these data, we suggest that the use
of Kuzik® may have a role in the prophylactic treat-
ment of MO. However, these preliminary data should be
confirmed in future randomized controlled trials.

Fig. 1 Frequency distribution of the number of migraine attacks in pre-treatment (a) and in post-treatment (b); frequency distribution of MIDAS scores
in pre-treatment (c) and in post-treatment (d)
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