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SUMMARY

Endometriosis is a chronic gynecological disease characterized by sustained
painful symptoms that are responsible for a decline in the quality of life of suf-
ferers. Conventional treatment includes surgical and pharmacological thera-
py aiming at reducing painful symptoms. This study aimed to evaluate pain
levels in women with endometriosis, focusing on the influence of convention-
al treatment in controlling this variable. To do so, a literature search was con-
ducted in the Medline/Pubmed databases, with 119 scientific articles found.
After applying the inclusion and exclusion criteria, 27 were selected for read-
ing and elaboration of this review. Thus, 9 studies evaluated the contribution
of surgery, 17 the use of drugs to reduce pain levels in patients with endome-
triosis and one assessed surgical and medical treatment. The main results of
these searches are presented and discussed in this revision. Surgery and the use
of drugs provided reduced pain scores in patients with endometriosis but never-
theless exhibit disadvantages, such as risk of recurrence and side effects, respec-
tively. Treatment of endometriosis is, therefore, a challenge for gynecologists
and patients, as they must select the best therapeutic approach for this disease.
However, improved quality of life in these patients has been obtained with the
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INTRODUCTION

Endometriosis is a gynecological disease characterized by
the presence of endometrial tissue outside the uterine cavi-
ty.! Treatment consists in relieving chronic pelvic pain (CPP)
and recovering fertility, through medication and/or surgery.”

Patients with endometriosis display the following types
of pain: CPP, dysmenorrhea, dyspareunia, dyschezia and
dysuria." CPP is defined as non-menstrual or non-cyclical
pain, lasting at least six months, strong enough to inter-
fere with daily activities and requiring medical or surgical
treatment. Dysmenorrhea, also known as menstrual cramps,
is pelvic pain occurring before or during a menstrual peri-
od. Pain during intercourse is called dyspareunia and pain
when defecating and urinating are known as dyschezia and
dysuria, respectively.

As the disease and the pain are chronic conditions,
there is significant interference in the quality of life of
these women, in their professional performance, and sig-
nificant costs to health services.

use of conventional treatment.

Keywords: endometriosis, pelvic pain, therapeutics, quality of life.

Regarding professional activity, a multicenter study
showed that symptoms of endometriosis have a negative
impact on productivity at work, with the loss of approx-
imately one working day per week.> Another study showed
that 85% of patients with endometriosis perceived an ev-
ident decrease in the quality of their work, 19% reported
being unable to work due to pain and 69% of patients re-
ported that they continue to work despite the painful
sensation.’

With respect to health expenditure, there is the need
for surgery for definitive diagnosis of the disease or even
to assess recurrences, as well as hospital admissions due
to pain. According to a multicenter study carried out by
Simoens et al.,’ health care costs associated with endo-
metriosis were mainly due to surgery (29%), monitoring
tests (19%), hospitalization (18%) and medical appoint-
ments (16%). These high costs have been associated with
severity of the endometriosis, the presence of pelvic pain,
infertility, and a large number of years before diagnosis.’
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Given the above, the symptoms of this painful gyne-
cological condition interfere with the professional and
personal life of patients and, therefore, control of this
variable is essential in order to provide a better quality of
life for such women. As such, this study aimed to evalu-
ate the levels of pain in women with endometriosis, fo-
cusing on the influence of conventional treatment in con-
trolling this variable.

MEeTHODS

A literature search was conducted in September 2013 in
the Medline/PubMed databases without restriction by
period, using the keywords “endometriosis” and “inten-
sity of pain”. PubMed was the database of choice for this
systematic review as it is more comprehensive, used in-
ternationally in health care research and, therefore, pro-
vides the most complete indexing of scientific studies.
119 articles were found and 27 were retrieved and ana-
lyzed in full. The inclusion criteria for selection of the ar-
ticles were: 1) those closely related to the theme, with se-
lection based on titles and/or abstracts; 2) articles written
in English or Portuguese; 3) the possibility of obtaining
the full version of the article; 4) those that were original/
research articles. In endometriosis, conventional treat-
ment includes laparoscopic surgery and pharmacologi-
cal treatment. The title and/or abstract of 27 articles pre-
sented information about the method of treatment used
to control the symptoms of pain caused by endometrio-
sis. Review articles or letters to the editor were excluded,
as well as those without any relationship with the subject
of the review, and those that did not offer access to the
full article and those published in other foreign languag-
es. The reference lists of articles identified in the electron-
ic search were also reviewed in order to find potentially
important studies for inclusion in this literature review.
The selection of articles included in the review was car-
ried out by a single examiner, following the previously de-
fined criteria. Ten other references were also used to help
compose the introduction and discussion of the results.

REesuLts
After applying the pre-established inclusion and exclu-
sion criteria, 27 studies that evaluated pain levels in pa-
tients with endometriosis were selected for the develop-
ment of this literature review.%%?

Nine studies assessed the contribution of surgery to re-
duce pain levels in patients with endometriosis” 11416212529
and one assessed the combination of surgical and drug treat-

ments (combined oral contraceptives - COC).** The indi-

vidual values and frequency for each type of pain before
and after the surgical procedure are presented in Tables 1
and 2. Also, Garry et al.” showed that of the 53 patients
with dysmenorrhea, 43 reported improvement in this symp-
tom 4 months after surgery, while 4 did not notice chang-
es and 6 reported worsening after surgery. Non-menstru-
al pelvic pain was reported by 48 women, 34 of which
reported an improvement after surgery, with four report-
ing no change and 10 feeling worse. Dyspareunia was re-
ported by 41 patients, 32 of which reported improvement,
while S and 4 patients reported no change and worsen-
ing of symptoms, respectively. Rectal pain was cited by
41 patients with 35 of them reporting improvement af-
ter surgery.

Other studies aimed at checking if there was a de-
crease in pain levels after surgery were performed by Fab-
bri et al.** and Jdrzejczak et al.’® The first study used the
McGill Pain Questionnaire (MPQ) in 55 women with se-
vere endometriosis who underwent laparoscopy. The pain
intensity ratio before surgery was 3, falling to 1 after sur-
gery (6 months), that is, the intensity of the pain signif-
icantly decreased after laparoscopic treatment of endo-
metriosis (p<0.0005). A significant reduction was also
observed (p<0.05) on all individual pain indexes; how-
ever, 18.2% of those women showed no improvement in
the symptoms of pain after laparoscopic surgery. Possi-
ble explanations for this include recurrence of the dis-
ease after surgery, incomplete excision of endometriot-
ic lesions or pain unrelated to endometriosis. Jdrzejczak
et al.’® evaluated the effects of pre-sacral neurectomy in
the treatment of CPP in 23 women, 16 of whom had en-
dometriosis, while 7 did not. The symptoms of pain eval-
uated were dysmenorrhea, CPP and dyspareunia, with
intensity determined by the visual analogue scale (VAS)
before surgery, and 3 and 12 months postoperatively. The
results show a significant improvement in pain symp-
toms after three months and this remained significant
12 months postoperatively. Furthermore, at the end of
the study 79% of the patients reported general satisfac-
tion in relation to pain relief.

The referred studies have shown that the severity of
all kinds of pain was diminished after surgery, as well as
the prevalence of such, thus demonstrating the effective-
ness of surgery for pain relief, and consequently for the
quality of life of women with endometriosis.

Seventeen studies published in the literature evalu-
ated the use of drugs to treat pain associated with endo-
metriosis.»!012:13.15,17:2022-24.26-283132 The main results of these

studies are summarized in Table 3.
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Discussion

This study shows that the scientific literature is vast as to
the number of scientific articles published on the preva-
lence and levels of pain in patients with endometriosis.
The painful symptoms attributed to endometriosis in-
clude CPP, dysmenorrhea, dyspareunia, dyschezia and
dysuria. Pain restricts and modifies the daily routine of
these patients, directly affecting their quality of life. De-
spite the use of instruments to measure pain, such anal-
ysis is complex due to its subjective nature and the influ-
ence of factors such as personality, psychiatric disorders
(depression) and psychosocial factors. The severity of pain
may be related to the degree of depression and anxiety,
present in 90% of women with endometriosis. Some au-
thors indicate that depression is a direct consequence of
pain, but there is no consensus on this temporal issue
when defining which condition precedes the other. How-
ever, it is possible to affirm that the two conditions coex-
ist, and that one worsens the experience of the other.?*
Whenever endometriosis patients exhibit depression, it is
clinically important to assess the condition and start ap-
propriate treatment as soon as possible. Depression, if
left untreated, has a negative effect on the patient’s abil-
ity to deal with the pain, daily functioning, and especial-
ly their quality of life. In addition, the impact of a chron-
ic disease, such as endometriosis, associated with persistent
painful symptoms, causes the patient to become isolated,
damaging relationships given that women with endome-
triosis are labeled as “hypochondriac” and their circle of
friends ends up getting tired of so many complaints. This
favors the emergence of depressive symptoms.*

In relation to the instruments for measuring pain,
the VAS has prevailed as the most frequently applied ques-
tionnaire for analysis of endometriotic pain. It is a one-
dimensional instrument that quantifies pain according
to intensity. It consists of a line of 10 or 100 cm, which
contains the number 0 on the left and the number 10 or
100 at the other end. Patients are advised to mark the po-
sition that reflects the degree of pain, with 0 being no
pain and 10 or 100 considered the worst pain experi-
enced.!?%7

One way to reduce the painful symptoms in patients
with endometriosis is to use conventional treatment in-
cluding surgery and/or medication.

The data presented in Tables 1 and 2 show that sur-
gical treatment for endometriosis was effective in reliev-
ing dysmenorrhea, dyspareunia, pelvic pain, dyschezia
and dysuria. These studies show that laparoscopic exci-
sion reduces pain levels after surgery, ranging from 4
months,” to 6 months,>*° 12 months*!**"*and 2-5 years.?

Surgical treatment for endometriosis consists of ex-
cision of endometriotic lesions by laparoscopy. Laparot-
omy can also be used in the treatment of this disease;
however, laparoscopy is more widely employed because
it is minimally invasive compared to the first, and has the
following advantages: less blood loss, shorter postopera-
tive recovery time, less postoperative pain and early hos-
pital discharge.” A recent review addressed the surgical
treatment of endometriosis in terms of improvement in
pain and infertility. The authors conclude that surgical
treatment seems to be the definitive therapy for women
with exacerbated painful symptoms.**

According to Nécul and Spritzer,? pharmacological
treatments for pain associated with endometriosis in-
clude estro-progesterone combinations (birth control),
isolated progestins (norethindrone acetate, dienogest,
medroxyprogesterone acetate - DMPA, intrauterine sys-
tems with levonorgestrel - LNG-IUS), gonadotropin re-
leasing hormone analogues (GnRHa - nafarelin acetate,
leuprolide acetate, triptorelin), danazol and gestrinone
and aromatase inhibitors (letrozole and anastrozole). The
costs and side effects of these drugs differ significantly.
Of the 17 studies that evaluated the influence of medica-
tion on decreasing pain levels, seven evaluated one drug

alone6:13:20,26-28,32

and 10 evaluated drugs in combina-
tion.!01215:1719222431 Thus 3 studies employed contracep-
tives;**?%27 10 used isolated progestins;!0-1213:19,17,19.20.22,23.28
5 used GnRHa,*19222432 gne used danazol® and 4 used
aromatase inhibitors.'»!51922 The use of aromatase inhib-
itors for the treatment of endometriosis and its associat-
ed symptoms is justified by the fact that endometriotic
tissue over-expresses aromatase, an enzyme key for the
production of estrogen, noting that endometriosis is an
estrogen-dependent gynecological condition. However,
they exhibit poor tolerability and high costs compared
to more conventional therapies.*> Among the therapeu-
tic options for treatment of endometriotic pain, estro-
gen-progestin combinations are the 1* line therapy, with
progestins as 1% or 2™ line therapy, and GnRHa and da-
nazol/gestrinone as 2"! and 3™ line treatments, respec-
tively.? An interesting finding in relation to GnRHa (trip-
torelin) was reported by Ferrero et al.?> who also
evaluated the effect of letrozole (aromatase inhibitor) and
norethisterone acetate (isolated progestin). In their study,
about 80% of patients who received letrozole and trip-
torelin reported side effects and 45% discontinued treat-
ment as a result. Side effects of GnRHa include dry vagi-
na, decreased libido, depression, irritability, fatigue and
bone mineral loss, which limits its use.? Danazol is an-
other drug that has limited use due to adverse androgen-
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ic effects, such as changes in lipid profile, weight gain,
edema, acne, vaginal dryness, hot flashes, liver toxicity,
breast atrophy, voice alteration, hirsutism, and oily skin;
however, vaginal use has shown satisfactory results.?* Ac-
cordingly, while indicating a drug for treatment of pain
associated with endometriosis, one must consider the ad-
verse effects and investigate the patient’s satisfaction with
the treatment. It is also recommended to inform women
with endometriosis of the benefits, limitations and costs
of each drug. In relation to dienogest (DNG), a scientif-
ic paper recently published presented the results of nine
studies using DNG, short and long term, in the treatment
of endometriosis. This drug proved to be effective in re-
ducing pain symptoms associated with endometriosis.*

In addition to the clinical treatments that reduce es-
trogenic activity, as presented above, drugs that reduce
inflammation are also used in endometriosis (non-ste-
roidal anti-inflammatory drugs - NSAIDs). Two studies
have evaluated the combination of N-palmitoyl ethanol-
amine and transpolydatin/polydatin, drugs that act on
inflammation, in the treatment of pain associated with
endometriosis.'®* Polydatin is a resveratrol glycoside
that has antioxidant activities. Therefore, the combina-
tion of these drugs work on the inflammatory process-
es and oxidative stress involved in the development of’
endometriosis.

The studies presented above show that the pharma-
cological and surgical treatments for relief of pain asso-
ciated with endometriosis are effective. Most clinical
treatments lead to stabilization or regression of lesions,
which usually recur after the medication is stopped, as
well as recurrence of the disease after surgery.* There
has been predominance in the use of medication to con-
trol the pain associated with endometriosis. This is in
the premise established by the American Society for Re-
productive Medicine (ASRM) which has established that

“endometriosis should be viewed as a chronic disease that
requires a life-long pain management plan with the goal
of maximizing the use of medical treatment and avoid-
ing repeated surgical procedures”.*” Despite the side ef-
fects of drugs and their cost, surgery is an invasive pro-
cedure with a risk of complications. Thus, surgery is
indicated to confirm the diagnosis and to manage the
patients that do not respond to medical treatment.** Giv-
en the above, the choice of ideal treatment for endome-
triosis is complex. The data herein presented show that
both treatments helped to relieve the pain associated
with endometriosis and, consequently, they promoted
an improvement in the quality of life of women with this
gynecological disease.

CoNCLUSION

Endometriosis is a gynecological disease that has as its
main characteristic pain that compromises the sexual, so-
cial and professional life of women affected. Thus, pain-
ful symptoms have been linked to deterioration in the
quality of life of such patients. Treatment for this disease,
therefore, focuses on pain relief.

The data herein presented show that patients with
endometriosis exhibit high levels of pain. Surgery and
the use of drugs provided reduced pain scores in patients
with endometriosis, but nevertheless exhibit disadvan-
tages, such as risk of recurrence and side effects, respec-
tively. Treatment of endometriosis is, therefore, a chal-
lenge for gynecologists and patients, as they must select
the best therapeutic approach for this disease. However,
improved quality of life in these patients has been ob-
tained with the use of conventional treatment.

Resumo

Avaliacdo da dor associada a endometriose e influéncia
do tratamento convencional: uma revisio sistematica

A endometriose é uma doenca ginecoldgica cronica ca-
racterizada por quadros dlgicos constantes responsaveis
pela reducio da qualidade de vida das portadoras. O tra-
tamento convencional, que inclui o cirtirgico e farmaco-
légico, tem por finalidade reduzir os sintomas de dor. Este
estudo teve por objetivo avaliar os niveis de dor nas mu-
lheres com endometriose, com enfoque na influéncia do
tratamento convencional no controle dessa variavel. Para
isso, foi realizada uma pesquisa bibliogrifica no Medline/
PubMed e foram encontrados 119 artigos cientificos, sen-
do que, apds a aplica¢do dos critérios de inclusio e exclu-
sdo, 27 foram selecionados para leitura e elaboragdo des-
ta revisdo. Desse modo, nove estudos avaliaram a
contribuicio da cirurgia; dezessete, o uso de medicamen-
tos para redugdo nos niveis de dor em pacientes com en-
dometriose; e um, o tratamento cirdrgico e medicamen-
toso. Os principais resultados dessas pesquisas estdo
apresentados e discutidos nesta revisio. A cirurgia e o uso
de medicamentos proporcionaram redu¢io nos escores
de dor nas pacientes com endometriose, no entanto, exi-
bem desvantagens como risco de recorréncia e efeitos co-
laterais, respectivamente. Assim, o tratamento para en-
dometriose é um desafio para ginecologistas e pacientes,
uma vez que é necessario selecionar a melhor abordagem
terapéutica para essa doenca. Entretanto, melhora na qua-
lidade de vida das pacientes foi obtida com o emprego do
tratamento convencional.
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Palavras-chave: endometriose, dor pélvica, terapéutica,
qualidade de vida.
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