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A B S T RAC   T
BACKGROUND: Dysmenorrhea and chronic pelvic pain occur in a significantly higher percentage in women with 
endometriosis; this benign condition has an incidence ranging from 5% to 10% in the general population, while 35% to 
50% of infertile women are affected. Treatment of the symptoms demands integrated approaches with the use of anti-
inflammatory substances or drugs and lifestyle changes, including attention to diet. The use of traditional anti-inflam-
matory drugs over the long term is not very successful because of the fear of side effects so they are almost always used 
with a short-term formula of 7-10 days when the woman’s general condition becomes difficult to bear. In recent years, 
particular attention has been paid to natural substances with recognized anti-inflammatory activities that, associated with 
one another, are able to synergize individual actions. A nutraceutical containing substances capable of fighting chronic 
pelvic pain has recently been put on the market. The possible action mechanism derives from a synergy of action between 
alpha-lipoic acid, palmitoiletanolamide (PEA) and myrrh (Pelvinox, Laborest Italia srl, Nerviano, Milan, Italy), whose 
action is so effective that it is able to replace the use of anti-inflammatory drugs. The aim of the study was to evaluate the 
effect of these active ingredients in women with endometriosis and chronic pelvic pain.
METHODS: This multicenter study saw the recruitment of 60 women (divided between the three centers participating in 
the study, Siena, Bologna and Udine) aged between 20 and 39 suffering from endometriosis (ovarian) and chronic pelvic 
pain. All the women took one nutraceutical (Pelvinox) at a dose of two tablets per day for 6 months.
RESULTS: The results showed a significant reduction in pain symptoms as regards dyspareunia, dysmenorrhea and 
chronic pelvic pain, while there was no change in the mean diameter of the endometriosis cysts.
CONCLUSIONS: In light of the above, it is believed that substances such as alpha-lipoic acid, PEA and myrrh may play 
a very important role in this type of patient in the treatment of individual symptoms.
(Cite this article as: De Leo V, Cagnacci A, Cappelli V, Biasioli A, Leonardi D, Seracchioli R. Role of a natural integrator 
based on lipoic acid, palmitoiletanolamide and myrrh in the treatment of chronic pelvic pain and endometriosis. Minerva 
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Women with chronic pelvic pain (CPP) 
often turn up for imaging studies, lab 

tests or physical examinations without evident 
causes.1 Women with CPP often present several 
apparently unrelated symptoms, but in some 

cases endometriosis, painful bladder syndrome, 
vulvodynia, myofascial pain, pelvic hyperten-
sion, irritable bowel syndrome and primary 
dysmenorrhea may coexist. Chronic pain is 
recognized as a systemic disease and as such 
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should be treated, using a multidisciplinary ap-
proach.2

Pelvic menstrual pain (dysmenorrhea) or pain 
outside menstruation also occurs in a significant-
ly high proportion of women with endometrio-
sis;3 this chronic benign disease is characterized 
by the presence of endometrial tissue outside the 
uterine cavity. Its incidence varies between 5 and 
10% in the general population,4 while 35% to 
50% of infertile women5 are affected. This dis-
ease represents one of the most frequent gyneco-
logical disorders during a woman’s reproductive 
life.

The clinical impact of this symptom may be 
negative for the reproductive and systemic health 
of a woman.6 Neglecting the pain symptom may, 
over the years, lead to the emergence of unrec-
ognized diseases that could be countered with a 
preventive approach.

CPP treatment involves integrated approaches 
and the use of anti-inflammatory substances or 
drugs and lifestyle changes, including attention 
to the type of diet.

The use of traditional anti-inflammatory 
drugs over a long period is not very successful7 
because of the fear of side effects and they are 
almost always used with a short-term formula 
of 7-10 days when the patient’s general condi-
tion becomes difficult to sustain. In recent years, 
particular attention has been paid to natural sub-
stances with recognized anti-inflammatory activ-
ity that, in association with one another, are able 
to synergize individual actions.

On the basis of these considerations, more and 
more attention is being paid to new therapeutic 
perspectives in the use of long-term non-phar-
macological products in the treatment of certain 
gynecological pathologies which, like endome-
triosis, cause chronic pelvic pain and affect the 
quality of life of young women of childbearing 
age.

Alpha-lipoic acid is a powerful natural antioxi-
dant and enzymatic cofactor of the mitochondrial 
respiratory chain;8 it has been shown to be a sub-
stance capable of improving blood sugar control 
in patients with type II diabetes, presumably due 
to its ability to reduce oxidative stress and insulin 
resistance.9 In addition, this active ingredient is 
able to significantly reduce body weight in obese 

patients by reducing the accumulation of triglyc-
erides in non-adipose peripheral tissues.10

Palmitoilethanolamide, or PEA, is the amide 
of an endogenous fatty acid and belongs to the 
class of nuclear factor agonists.11 PEA binds to 
specific nuclear receptors and performs a wide 
variety of biological functions related to chronic 
pain and inflammation. This amide is considered 
a potent anti-inflammatory and pain-reliever. 
Since the 1970s, it has come under broad atten-
tion as an anti-inflammatory and analgesic drug 
in over 30 international clinical studies, in a total 
of about 6000 patients, demonstrating powerful 
anti-inflammatory action in chronic pain, par-
ticularly neuropathic pain.12

Myrrh is an aromatic gum-resin extracted from 
a tree or shrub of the genus Commiphora, of the 
Burseraceae family;13 there are more than two 
hundred species of Commiphora,14 growing on 
the banks of the Red Sea, in Senegal, Madagas-
car and India. In ancient times it was used by the 
Egyptians as embalming oil and, in general, as oil 
for anointing or as perfume; nowadays, by con-
trast, important antibacterial, antifungal and an-
esthetic properties are recognized, as it belongs to 
the family of the sesquiterpenes, molecules with 
the same action mechanism as the cannabinoids.

The nutraceutical of our study, based on 400 
mg of alpha-lipoic acid, 300 mg of palmitoileta-
nolamide (PEA) and 100 mg of myrrh (Pelvinox, 
Laborest Italia srl, Nerviano, Milan, Italy), is 
able to induce a significant anti-inflammatory 
and pain-relieving effect. Both alpha-lipoic acid 
and PEA as well as myrrh are recognized as 
having important pain-relieving properties due 
to their action on the peripheral nerves, where 
they play an important role in the onset of pain. 
The hypothesis is that there is a synergy of ac-
tion between these substances effective enough 
to be able to replace the use of anti-inflammatory 
drugs.

The aim of the study was to evaluate the effect 
of Pelvinox treatment in women with endome-
triosis and chronic pelvic pain.

Materials and methods

Multi-center study involving 60 women (divided 
between the three centers participating in the 
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Ultrasound assessment

The ultrasound investigation was conducted us-
ing an E6 ultrasound system (GE Healthcare, 
Zipf Austria). The transvaginal scan of the 
pelvic organs was performed using a 3D endo-
vaginal probe (2.8-10 MHz). The evaluation of 
tissue vascularization was performed with the 
power Doppler technique (6-9 MHz; PRF 0.6 
kHz, gain -4.0).

Specifically, the following associated ultra-
sound characteristics were evaluated: solid uni-
locular cystic formation with fine background 
granulation, clean, regular margins, little vascu-
larized on power-Doppler examination.

Evaluation of symptomatology

At the time of enrolment, a questionnaire was 
completed with the patient to assess the extent 
of symptoms. This questionnaire was re-as-
sessed 3 months and 6 months after treatment 
with nutraceutical products based on 400 mg of 
alpha-lipoic acid, 300 mg of palmitoilethalon-
amide (PEA) and 100 mg myrrh.

Dysmenorrhea and pelvic pain were evalu-
ated using an Analog Pain Scale (VAS), speci-
fying the duration (in days) of the symptoms 
present. In the field of pelvic pain, symptoms 
such as diffuse abdominal pain, dysuria, dys-
chezia, constipation, diarrhea, dyspareunia, 
lower back pain, lower limb pain were evalu-
ated (Figure 1).

Statistical analysis

The total sample consisted of 60 patients divid-
ed among the three centers that took part in the 
study. The collected data were entered in an Ex-
cel spreadsheet with all the anamnestic, symp-

study, Siena, Bologna and Udine) aged between 
20 and 39 with endometriosis (ovarian) and 
chronic pelvic pain.

The diagnosis of endometriosis was based on 
the ultrasound presence of an endometriosis cyst 
(endometrioma) at ovarian level. The enrolment 
period lasted about one year (March 2017-Feb-
ruary 2018); the treatment period for each indi-
vidual patient was 6 months.

The size of the endometrioma before and after 
3 and 6 months was evaluated by pelvic ultra-
sound. All women took a nutraceutical product 
based on 400 mg alpha-lipoic acid, 300 mg pal-
mitoiletanolamide (PEA) and 100 mg myrrh, at a 
dose of two tablets per day. The total duration of 
treatment was 6 months.

The women before and after 3 and 6 months 
underwent transvaginal ultrasonography to deter-
mine the volume of the endometrial ovarian cyst.

In addition, all the women were asked to 
complete a questionnaire (time 0, 3 months, 6 
months) for the subjective evaluation of pain 
symptoms.

Patients were included in the study according 
to the following inclusion criteria:

•  presence of at least one of the following 
symptoms: dysmenorrhea, pelvic pain;

•  2D ultrasound, power Doppler diagnosis of 
ovarian endometrioma;

•  fertile age (range 20-39 years);
•  patients who had completed the 6-month pe-

riod of medical treatment;
•  willingness to give free and informed con-

sent.
Oncological patients or patients treated with 

hormone therapies at the time of recruitment 
were excluded from the study.

The baseline data for patients in the study are 
summarized in Table I.

Table I.—�Baseline data of patients in the study.
Patients (N.=60)

Age (years) 30.6±5.02

Mean diameter endometriosis cyst (mm) 25.09±6.65

Dysmenorrhea (VAS) 7.68±1.55

Dyspareunia (VAS) 5.72±2.2

Chronic pelvic pain (VAS) 5±2.11
Values are expressed as mean (M)±standard deviation (SD). Figure 1.—Pain scale (VAS).

	 None	 Mild	 Moderate	 Severe
	 0	 1	 2	 3	 4	 5	 6	 7	 8	 9	 10

	 0	 2	 4	 6	 8	 10

Worst 
possible 
pain

No 
pain
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groups of women participating in the study and 
this fact lends even more support to our observa-
tions.

The substances present in the product perform 
specific actions whose effectiveness and mecha-
nism of action are well documented in the litera-
ture. The added value of this type of association is 
that of the synergistic action between the various 
substances contained in the product, which, in 
the case of the clinical situations for which it was 
used, have led to an action similar if not the same 
as that observed in the use of the normal NSAIDs 
employed in these pathologies.

In evaluating the results obtained with nutra-
ceuticals, however, we must always take into ac-
count that a part of the therapeutic success may 
be due to the placebo effect linked to the personal 
conviction of the patient who uses it. The gold 
standard for identifying the placebo effect of a 
nutraceutical substance would be to employ a 
randomized double-blind study, but the intrinsic 
complexity of this means that it is not always fea-
sible.

Even more relevant were the excellent toler-
ance, the absence of side-effects and the fact that 
patients did not abandon the study, demonstrating 
that the women enrolled felt more comfortable 
taking a nutraceutical than a pharmacological 
product.

Analyzing the course of individual symptoms, 
we can say that the reduction in chronic pelvic 
pain was homogeneous in most women and saw a 

tomatological and ultrasound criteria considered 
in the study in order to statistically analyze them 
in the different stages of therapy.

Results
The administration of nutraceuticals in the study 
was well tolerated and none of the women aban-
doned it.

The ultrasound evaluation of the ovarian en-
dometriosis cysts showed that they had not been 
reduced and their average diameter was almost 
unchanged from before the treatment, with an av-
erage diameter of 25.09±6.65 mm to 25.12±6.94 
mm after 6 months of treatment.

With regard to pain symptoms and in particu-
lar chronic pelvic pain, patients reported a signifi-
cant improvement at 3 months, and this was again 
significantly reduced after 6 months of treatment 
from VAS values of 5±2.11 at time 0 to 3.75±1.8 
after 3 months to reach 3.28±1.37 after 6 months 
of therapy (Figure 2).

Dyspareunia improved significantly only after 
6 months of treatment from 5.72±2.2 at time 0 
to 4.38±1.62; in addition, dysmenorrhea was the 
symptom most affected in terms of less menstrual 
pain already after 3 months (from VAS values of 
7.68±1.55 to 5.72±1.87 at three months) and this 
further improved after 6 months (with values of 
4.52±1.77), with great relief to the patients.

Further data worth reporting concern the feel-
ing of diminished abdominal swelling reported 
by most women during the postmenstrual period.

Discussion
The present study has shown the good tolerance 
and efficacy of the nutraceutical product used for 
the evaluation of chronic pelvic pain, dyspareunia 
and dysmenorrhea from which the women par-
ticipating in the study were suffering.

With regard to action on the volume of ovarian 
endometriosis cysts, administration of the nutra-
ceutical product did not alter the dimensions that 
remained unchanged during the various ultra-
sound checks, although the fact that they had not 
grown suggests a positive role versus swellings 
of this type that normally tend to grow over time.

The results were homogeneous among the 

Figure 2.—VAS values for dysmenorrhea, dyspareunia and 
chronic pelvic pain in the group of patients under study 
(N.=60) after 0, 3 and 6 months of treatment; data are ex-
pressed as mean (M)±standard deviation (SD). Values are 
considered significant for *P<0.05.

0 months 3 months 6 months
Dysmenorrhea Dyspareunia Chronic pelvic pain

VA
S



LIPOIC ACID, PEA AND MYRRH TO TREAT ENDOMETRIOSIS	 DE LEO

Vol. 71 - No. 3	 Minerva Ginecologica	 195

pain associated with endometriosis: a committee opinion. Fer-
til Steril 2014;101:927–35. 
2.  Stein SL. Chronic pelvic pain. Gastroenterol Clin North 
Am 2013;42:785–800. 
3.  Cianci A, Panella M, Fichera M, Falduzzi C, Bartolo M, 
Caruso S. d-chiro-Inositol and alpha lipoic acid treatment of 
metabolic and menses disorders in women with PCOS. Gyne-
col Endocrinol 2015;31:483–6. 
4.  Zondervan KT, Becker CM, Koga K, Missmer SA, Taylor 
RN, Viganò P. Endometriosis. Nat Rev Dis Primers 2018;4:9. 
5.  Tomassetti C, D’Hooghe T. Endometriosis and infertility: 
insights into the causal link and management strategies. Best 
Pract Res Clin Obstet Gynaecol 2018;51:25–33. 
6.  Practice T, Medicine R; Practice Committee of the Ameri-
can Society for Reproductive Medicine. Endometriosis and 
infertility: a committee opinion. Fertil Steril 2012;98:591–8. 
7.  Marjoribanks J, Ayeleke RO, Farquhar C, Proctor M. Non-
steroidal anti-inflammatory drugs for dysmenorrhoea. Co-
chrane Database Syst Rev 2015;(7):CD001751.
8.  Di Tucci C, Di Feliciantonio M, Vena F, Capone C, Schiavi 
MC, Pietrangeli D, et al. Alpha lipoic acid in obstetrics and 
gynecology. Gynecol Endocrinol 2018;34:729–33. 
9.  Evans JL, Heymann CJ, Goldfine ID, Gavin LA. Pharma-
cokinetics, tolerability, and fructosamine-lowering effect of 
a novel, controlled-release formulation of alpha-lipoic acid. 
Endocr Pract 2002;8:29–35. 
10.  Kim MS, Park JY, Namkoong C, Jang PG, Ryu JW, Song 
HS, et al. Anti-obesity effects of alpha-lipoic acid mediated 
by suppression of hypothalamic AMP-activated protein ki-
nase. Nat Med 2004;10:727–33. 
11.  Keppel Hesselink JM. Effectiveness of the association 
micronized N-palmitoylethanolamine (PEA)-transpolydatin 
in the treatment of chronic pelvic pain. Eur J Obstet Gynecol 
Reprod Biol 2011;159:488, author reply 488–9. 
12.  Keppel Hesselink JM, Kopsky DJ. Palmitoylethanol-
amide, a neutraceutical, in nerve compression syndromes: ef-
ficacy and safety in sciatic pain and carpal tunnel syndrome. J 
Pain Res 2015;8:729–34. 
13.  Su S, Hua Y, Wang Y, Gu W, Zhou W, Duan JA, et al. 
Evaluation of the anti-inflammatory and analgesic prop-
erties of individual and combined extracts from Com-
miphora myrrha, and Boswellia carterii. J Ethnopharmacol 
2012;139:649–56. 
14.  Su S, Wang T, Duan JA, Zhou W, Hua YQ, Tang YP, et al. 
Anti-inflammatory and analgesic activity of different extracts 
of Commiphora myrrha. J Ethnopharmacol 2011;134:251–8. 

reduction in the pain scale of about 30-35%. The 
most annoying symptom for women with this 
condition is dyspareunia. All women reported a 
significant improvement that allowed a return to 
an almost normal sexual activity.

As for the dysmenorrhea symptom, a specific 
symptom related to the perimenstrual period, it 
too recorded significant improvement during the 
6 months of treatment.

The main problem with these posology 
schemes is that they make patients affected by the 
symptom take formulations of any kind for long 
periods of time.

Therefore, a specific protocol of 7-10 days 
should be tested in order to evaluate its effective-
ness or otherwise with short-term administration.

Conclusions

In light of the above, it is considered that prod-
ucts of this type and in particular substances 
such as lipoic acid, PEA and myrrh can play a 
very important role in this type of patient in the 
treatment of individual symptoms, but also in the 
control of the growth of endometriosis cysts.

A preventive role can also be hypothesized 
for this type of disease with the administration 
of natural products such as the one used in the 
present study to women at risk of developing en-
dometriosis and related symptoms such as dys-
pareunia and chronic pelvic pain.
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