
Rev Peru Ginecol Obstet. 2025;71(3)   1

Medical treatment and other 
non-surgical therapeutic tools in 

symptomatic endometriosis
Tratamiento médico y otras herramientas 

terapéuticas no quirúrgicas en 
endometriosis sintomática 

Pablo Céspedes1,2,3, Sebastián Muñoz1, Claudia Droguett1, Karin Poveda1, 
Camila Ortiz1, Alberto Costoya1,2,3

DOI: https://doi.org/10.31403/rpgo.v71i2812
ABSTRACT
Endometriosis is a disease that affects millions of women worldwide 
and significantly impacts their quality of life, including professional and 
psychological aspects. This article addresses the comprehensive management of 
symptomatic endometriosis, focusing on non-surgical therapeutic alternatives. 
The treatment of symptomatic endometriosis requires a  personalized and 
multidisciplinary approach, combining medical therapies (both hormonal 
and non-hormonal), pelvic floor rehabilitation, and psychological support. 
Long-term medical therapy, including maintenance treatment after surgery, is often 
recommended to control pain and reduce recurrence. Throughout the process, the 
patient’s needs and active participation in treatment decisions should be prioritized.
Keywords: endometriosis / pelvic pain / dysmenorrhoea / medical treatment.

RESUMEN
La Endometriosis es una enfermedad que afecta a millones de mujeres globalmente 
y que impacta significativamente su calidad de vida, incluyendo aspectos laborales 
y psicológicos. En este artículo se aborda el manejo integral de la endometriosis 
sintomática en sus alternativas no quirúrgicas. El tratamiento de la endometriosis 
sintomática requiere un enfoque personalizado y multidisciplinario, combinando 
terapias médicas (hormonales y no hormonales), rehabilitación pelviperineal y 
apoyo psicológico. La combinación de terapia médica a largo plazo, incluso post-
cirugía, es a menudo recomendada para controlar el dolor y reducir la recurrencia, 
siempre priorizando las necesidades y la participación activa de la paciente en las 
decisiones de su tratamiento.
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Introduction

According to the WHO, endometriosis affects 10% of women of repro-
ductive age, which means that approximately 190 million women world-
wide suffer from this disease. Its most common symptoms are infertili-
ty and cyclical or continuous pain, which may or may not be associated 
with dyspareunia, dyschezia, urinary symptoms, and sometimes signifi-
cant anxiety and depression(1). 

According to a recent study of Scandinavian women, endometriosis is 
also associated with work problems or absenteeism, sick days, or disa-
bility, which is in line with studies conducted in other countries(2,3,4).

This chapter will mainly describe medical treatments related to pain, 
as it is estimated that 40-70% of women with chronic pelvic pain and 
approximately 50% of women with secondary dysmenorrhea suffer 
from endometriosis(5,6). This review will include non-hormonal medical 
treatments, including non-steroidal anti-inflammatory drugs and neu-
romodulators, hormonal treatments, including GnRH agonists and an-
tagonists, as well as kinesiological and psychological support for these 
patients.
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Non-hormonal pain management in endo-
metriosis

Pain management in patients with endometrio-
sis is complex and requires careful assessment 
to identify the type of pain present. Differentia-
ting between types of pain is essential for esta-
blishing appropriate treatment. In this context, 
pain in endometriosis can be classified into three 
types according to the definition of the Interna-
tional Association for the Study of Pain (IASP):

1.	 Nociceptive pain: Arises from inflammatory 
mechanisms related to the presence of tissue 
lesions. In endometriosis, this pain originates 
from inflammation of ectopic endometrial le-
sions, activating peripheral nociceptors(7).

2.	Neuropathic pain: Results from damage or 
dysfunction of the somatosensory nervous 
system and may coexist with nociceptive pain 
in patients with endometriosis, especially 
when nerve structures are compromised(8).

3.	Nociplastic pain: This is caused by alterations 
in nociception, without the presence of tissue 
damage or known injury to the nervous sys-
tem. In some cases of endometriosis, there 
may be a nociplastic component that contri-
butes to chronic pain, characterized by cen-
tral and peripheral sensitization(9).

The coexistence of these types of pain in endo-
metriosis requires a multidisciplinary and perso-
nalized approach, with therapies targeting each 
component.

Management of Nociceptive Pain

Nociceptive pain in endometriosis is mainly due 
to inflammation caused by endometrial lesions. 
The following treatments are effective: 

1.	 Nonsteroidal anti-inflammatory drugs 
(NSAIDs) and acetaminophen:

•	 Mechanism of action: NSAIDs inhibit cy-
clooxygenase (COX), reducing the produc-
tion of prostaglandins, key mediators of 
inflammation and pain. Paracetamol acts 
mainly centrally, inhibiting prostaglandin 
synthesis in the central nervous system.

•	 Dosage:

	- Ibuprofen: 400-600 mg every 8 hours, 
up to a maximum of 2400 mg/day. Stu-
dies demonstrate its effectiveness in re-
ducing inflammatory pain(10).

	- Naproxen: 250-500 mg every 12 hours. It 
is preferred due to its longer half-life and 
lower frequency of administration.

	- Paracetamol: 500-1000 mg every 8-12 
hours, maximum 4 g/day. It is useful 
in patients with contraindications for 
NSAIDs.

•	 Combination: The combination of NSAIDs 
and paracetamol has been shown to be 
more effective in reducing pain than mono-
therapy(10).

2.	Opioids:

•	 Mechanism of action: They act on opioid 
receptors in the central nervous system, 
modulating pain perception.

•	 Dosage and evidence:

	- Tramadol: 50-100 mg every 6-8 hours, 
not exceeding 400 mg/day. It is a weak 
opioid with dual activity (opioid and se-
rotonergic).

	- Codeine: 15-60 mg every 4-6 hours, 
maximum 120 mg/day. Requires conver-
sion to morphine for analgesic activity.

	- Potent opioids (morphine, oxycodone): 
Reserved for severe and refractory ca-
ses, under strict supervision.

•	 Considerations: Its use should be limited 
due to the risk of dependence, tolerance, 
and adverse effects such as constipation 
and sedation(11).

Management of Neuropathic Pain

Neuropathic pain in endometriosis may result 
from damage to nerve structures or central sen-
sitization.
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1.	 Anticonvulsants: These have been shown to 
be effective in managing neuropathic pain as-
sociated with endometriosis(12).

•	 Mechanism of action: They modulate pain 
transmission by reducing neuronal excita-
bility and the release of excitatory neuro-
transmitters.

•	 Dosage:

	- Pregabalin:

•	 Initial dose: 75 mg twice daily.

•	 Increase gradually to 150 mg twice 
daily, depending on tolerance and 
response.

•	 Maximum dose: 300 mg/day.

	- Gabapentin:

•	 Initial dose: 300 mg daily, in one or 
two doses.

•	 Gradual increase: up to 900-1800 mg/
day in 3-4 doses, depending on tole-
rance.

2.	Dual antidepressants (SNRI): Effective in ma-
naging chronic neuropathic pain(13).

•	 Mechanism of action: They inhibit the reup-
take of serotonin and norepinephrine, modu-
lating pain transmission at the central level.

•	 Dosage:

	- Duloxetine: Usual dose: 30-60 mg once 
daily. Maximum: 60 mg/day.

	- Venlafaxine: Initial dose: 37.5-75 mg 
once daily. Adjustments: up to 225 mg/
day in refractory cases.

3.	Tricyclic antidepressants (TCAs): Useful in pa-
tients with neuropathic pain and associated 
sleep disorders(13).

•	 Mechanism of action: They block the reup-
take of serotonin and norepinephrine, in 
addition to having antihistamine and anti-
cholinergic effects.

•	 Dosage: Amitriptyline: Initial dose: 10-25 
mg at night. Maintenance dose: 25-75 mg/
day, adjusting according to tolerance and 
response.

Management of Nociplastic Pain

Nociplastic pain requires a multidisciplinary 
approach that includes pharmacological and 
non-pharmacological therapy.

1.	 Adjuvants:

•	 Omega-3 fatty acids (EPA and DHA): Studies 
suggest that they reduce inflammation and 
improve chronic pain symptoms(14).

	- Mechanism of action: They modulate 
inflammation by inhibiting the produc-
tion of proinflammatory cytokines and 
promoting the synthesis of anti-inflam-
matory mediators.

	- Dosage: 1-3 grams per day.

•	 Magnesium citrate: Effective in reducing 
chronic pain and improving quality of life(15).

	- Mechanism of action: Regulates neuro-
nal excitability and reduces central sen-
sitization.

	- Dosage: 200-400 mg per day.

2.	Non-pharmacological therapies:

•	 Physical therapy: Relaxation and muscle 
strengthening exercises.

•	 Cognitive behavioral therapy (CBT): Helps 
manage the psychological impact of chro-
nic pain.

•	 Acupuncture: Can modulate pain percep-
tion and reduce central sensitization.

Other therapies for treatment-refractory pain:

Ketamine infusions: 

Ketamine is used in certain cases of neuropathic 
pain due to its analgesic and nervous system 
modulating properties. Its mechanism of action, 
as an antagonist of NMDA (N-methyl-D-aspar-



Pablo Céspedes, Sebastián Muñoz, Claudia Droguett, Karin Poveda, Camila Ortiz, Alberto 
Costoya

4   Rev Peru Ginecol Obstet. 2025;71(3)

tate) receptors, is involved in pain transmis-
sion and central sensitization. Studies show an 
effective reduction in pain and improvement in 
quality of life, but the effects may be temporary 
and will vary between individuals(16,17). Ketamine 
infusion is a specialized treatment, ideally ad-
ministered in a controlled clinical setting, and 
should be considered as part of a multidiscipli-
nary approach to the management of neuropa-
thic pain.

Indications for Neuropathic Pain

•	 Refractory chronic pain: Especially useful in 
cases where other treatments have been in-
effective(16).

•	 Complex regional pain syndromes (CRPS)(18).

•	 Pain associated with nerve damage or of cen-
tral origin(17).

Infusion Protocol:

•	 Dosage: Varies according to protocol, generally 
starting with low doses (0.1-0.5 mg/kg/h) (19).

•	 Duration: May vary from a few hours to seve-
ral sessions spread over days or weeks.

•	 Route of administration: Intravenous under 
monitored supervision.

Side Effects:

•	 Immediate: Nausea, dizziness, sedation, per-
ceptual disturbances.

•	 Long-term: Renal or bladder complications 
with prolonged use.

Contraindications:

•	 Patients with a history of severe psychiatric 
illness or uncontrolled hypertension.

Lidocaine infusions: 

Lidocaine infusions are another option for ma-
naging neuropathic pain and some types of 
chronic pain. Their mechanism of action is based 
on blocking sodium channels in neuronal mem-
branes, reducing the excitability of nerve fibers. 

Indications for Neuropathic Pain:

•	 Chronic neuropathic pain: Used when other 
treatments have not been effective(20).

•	 Persistent postoperative pain.

•	 Complex regional pain syndrome (CRPS)(21). 

Infusion Protocol:

•	 Dose: Generally starts at 1 mg/kg/hour for 5 
hours.

•	 Duration: The protocol depends on the pa-
tient and the type of pain.

•	 Route of administration: Intravenous in a con-
trolled clinical setting.

Side Effects:

•	 Immediate: Dizziness, nausea, tinnitus, drow-
siness.

•	 Toxicity: At high levels, it can cause more se-
rious effects such as seizures or heart block(22).

Considerations:

•	 Monitoring: Necessary during infusion to 
watch for signs of toxicity.

•	 Contraindications: Patients with allergies to 
local anesthetics or severe heart problems.

Interventional pain therapies:

Interventional management of chronic pain in 
endometriosis often includes nerve and sym-
pathetic block techniques. These interven-
tions are aimed at relieving localized and vis-
ceral pain associated with this condition. The 
most commonly used techniques, according 
to the type of pain, are detailed below:

1.	 Pelvic and Abdominal Pain

Superior hypogastric plexus block

Effective for relieving pain in gynecologi-
cal cancer and some non-malignant condi-
tions(23).
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•	 Indications: Visceral pain in the pelvis, par-
ticularly related to the uterus and bladder.

•	 Technique: A local anesthetic is injected 
into the anterior region of L5-S1 under ima-
ging guidance.

Impar Ganglion Block

Significant relief of chronic pelvic pain and 
complex regional pain syndrome(24).

•	 Indications: Pelvic and perineal visceral 
pain.

•	 Technique: Injections into the presacral re-
gion, between the sacrum and coccyx.

2.	Perineal pain

Pudendal nerve block:

Used successfully in pudendal neuralgia and 
chronic perineal pain(25).

•	 Indications: Vulvar and perineal pain.

•	 Technique: Injection into Alcock's canal un-
der ultrasound guidance.

These blocks, performed in a clinical setting 
controlled by specialists, can provide signifi-
cant relief and improve the quality of life for 
patients with chronic pain associated with en-
dometriosis.

Table 1. Summary table of medications for pain management in endometriosis according to type of pain.

Type of 
pain

Medication Mechanism of Action Dosage Daily Maxi-
mum Considerations

Nociceptive
Ibuprofen

Inhibits COX, reducing inflam-
matory prostaglandins.

400-600 mg every 8 hours. 2400 mg/day
First line. Effective for 

inflammatory pain.

Naproxen
Inhibits COX, with prolonged 

half-life.
250-500 mg every 12 hours.. 1000 mg/day

Preferred due to lower 
frequency of administration.

Acetaminophen
Inhibits prostaglandin synthesis 

in the CNS.
500-1000 mg every 8-12 

hours.
4000 mg/day

Useful in patients with con-
traindications for NSAIDs.

Tramadol
Acts on opioid receptors and 

modulates serotonin.
50-100 mg every 6-8 hours. 400 mg/day

Weak opioid. Risk of 
dependence.

Codeine
Converts to morphine for its 

analgesic activity.
15-60 mg every 4-6 hours. 120 mg/day

Risk of constipation and 
sedation.

Morphine
Acts on opioid receptors in the 

CNS.
Individualized dosage accor-

ding to need.
As prescribed

Reserved for severe and 
refractory cases.

Neuropathic
Pregabalin

Modulates voltage-dependent 
calcium channels, reducing 

neuronal excitability.

Initial: 75 mg twice daily. Ad-
just up to 150 mg twice daily.

300 mg/day
Effective in neuropathic 

pain.

Gabapentin
Similar to pregabalin, modulates 

pain transmission.

Initial: 300 mg daily. Adjust 
up to 900-1800 mg/day in 

3-4 doses.
1800 mg/day Requires gradual titration.

Duloxetine
Inhibits serotonin and norepi-

nephrine reuptake.
30-60 mg once daily. 60 mg/day

Useful in chronic neuropa-
thic pain.

Venlafaxine
Inhibits serotonin and norepi-

nephrine reuptake.
Initial: 37.5-75 mg once daily. 

Adjust up to 225 mg/day.
225 mg/day Effective in refractory cases.

Amitriptyline
Blocks serotonin and norepi-

nephrine reuptake.
Initial: 10-25 mg at night. 

Adjust up to 25-75 mg/day.
75 mg/day

Useful in patients with 
associated sleep disorders.

Nociplastic
Omega-3 fatty acids

They modulate inflammation 
and reduce pro-inflammatory 

cytokines.
1-3 grams per day.

3 grams/day
Nutritional supplement.

Magnesium citrate
They regulate neuronal 

excitability and reduce central 
sensitization.

200-400 mg per day.
400 mg/day

Effective for chronic pain.
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Non-hormonal pain management in endo-
metriosis requires a personalized approach 
that considers the different types of pain pre-
sent. The combination of pharmacological 
and non-pharmacological therapies, together 
with a multidisciplinary approach, offers the 
best opportunity to improve patients' quality 
of life.

3.	Hormonal treatment

A common denominator of all hormonal drugs 
is the cessation of cyclic menstruation, either 
by suppressing ovarian estrogen secretion or 
by inducing a state of pseudopregnancy.

These drugs include combined oral contracep-
tives (COCs), progestins, gonadotropin-relea-
sing hormone (GnRH) analogues, long-acting 
reversible contraceptives (LARCs), danazol, 
and aromatase inhibitors.

The effect of hormone therapy is to induce 
remission of the disease, but the reappearan-
ce of symptoms is to be expected when the 
drugs are discontinued for any reason. This is 
because the drugs control, but do not elimina-
te, the endometriotic foci(26).

It has been reported that, in addition to their 
effect on pain, these types of hormone thera-
pies can also achieve a significant reduction in 
the size of ovarian endometriomas(27).

The drugs available for the medical hormonal 
treatment of pain caused by endometriosis 
include:

a. Combined oral contraceptives (COCs).

b. Progestins.

c. Long-acting systems.

d. GnRH analogues.

e. Others: Danazol and aromatase inhibitors.

a.	Combined oral contraceptives (COCs)

Jensen et al., based on the results of a sys-
tematic review of the effects of COCs in 
women with symptomatic endometriosis, 
concluded that combined hormonal con-

traception or progestin-only contraception 
are affordable and effective treatment op-
tions for women with endometriosis. These 
methods reduce menstrual and non-mens-
trual pain and improve quality of life(28). 

Continuous use of COCs can also cause 
amenorrhea and, through this effect, fur-
ther improve outcomes compared to cyclic 
use(27).

Grandi et al. confirmed that COCs are effec-
tive in relieving menstrual and pelvic pain 
associated with endometriosis, thereby im-
proving patients' quality of life (QoL)(29).

On the other hand, Muzii et al. found that 
COCs used continuously were more effec-
tive in reducing the recurrence rates of 
postoperative dysmenorrhea than COCs 
used cyclically (risk ratio (RR), 0.24; 95% 
CI, 0.06–0.91). The differences between 
groups observed for dyspareunia and 
non-menstrual pain recurrence rates were 
not statistically significant(30).

b.	Progestins

According to the results of the systematic 
review by Mitchell et al. (2022), progestins 
significantly improved the pain symptoms 
associated with endometriosis during 6-12 
months of treatment, with no substantial 
differences between the different types(31). 

The median discontinuation rate due to 
side effects was 0.3% (range, 0-37%), with 
only mild events reported.

These findings are consistent with those 
published by Canis and Guo (2023), who 
state that progestins may lead to poor tole-

Table 2. Nonsteroidal anti-inflammatory drugs (NSAIDs) used 
in endometriosis.

Drug Dosage
Paracetamol 500 mg to 1000 mg every 8 hours.

Diclofenac 50–75 mg every 12 hours.

Ibuprofen
Initial dose 800 mg followed by 400 to 

800 mg every 8 hours.

Naproxen Sodium
Initial dose 440–550 mg followed by 

220–550 mg every 12 hours.

Mefenamic Acid 500 mg followed by 250 mg every 6 hours.

Celecoxib 400 mg, then 200 mg every 12 hours.
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rance and lower adherence to therapy due 
to an increased risk of depression and sig-
nificant weight gain(32).

Most other studies related to progestins 
published in recent years have focused pri-
marily on dienogest, but are limited to sma-
ll retrospective and prospective studies.

In two studies, patients were assigned to 
treatment with dienogest 2 mg/day for 36 
weeks (n=17) or 52 weeks (n=135) (Petra-
glia, et al., 2012, Strowitzki, et al., 2010). 
The study reported an improvement in 
pain for both the group previously trea-
ted with dienogest and the group pre-
viously treated with placebo (from 40.73 
± 21.14 to 13.49 ± 14.14 mm versus 27.89 
± 20.24 to 9.72 ± 7.44 mm, respectively). 
Adverse effects were reported in 27 of 
168 women, including breast discomfort 
(n=7; 4.2%), nausea (n=5; 3.0%), and irrita-
bility (n=4; 2.4%)(33,34). 

In another long-term study, the use of die-
nogest (2 mg/day) for 52 weeks was eva-
luated (Momoeda, et al., 2009). A reduction 
in the Visual Analog Scale (VAS) score for 
pelvic pain was observed after 24 and 52 
weeks of treatment (-22.5 ± 32.1 and -28.4 
± 29.9 mm, respectively). All patients expe-
rienced some side effects, such as vaginal 
bleeding (71.9%), headache (18.5%), consti-

pation (10.4%), nausea (9.6%), and hot flas-
hes (8.9%). The percentage of patients with 
amenorrhea was 7.4% at 5 to 8 weeks and 
40.5% at 49-52 weeks of treatment(35).

c.	 Long-acting systems

Several studies have shown that the LNG-
52mg IUD has a local action that signifi-
cantly reduces cyclic and non-cyclic pelvic 
pain at 6 months, with rates comparable to 
GnRH analogues and higher than combi-
ned hormonal contraceptives.

Postoperative use was associated with a 
lower recurrence rate of dysmenorrhea, 
especially in people with deep endome-
triosis or associated with adenomyosis, as 
well as a better quality of life compared to 
expectant management, although trials 
have shown a limited effect in patients with 
deep dyspareunia(36,37).

A recent RCT randomized 103 women with 
chronic pelvic pain associated with endo-
metriosis and/or dysmenorrhea to a sub-
dermal etonogestrel (ENG) implant or a 52 
mg levonorgestrel-releasing intrauterine 
system (Margatho, et al., 2020). The study 
reported that both the ENG implant and 
the LNG-IUS significantly reduced pain re-
lated to endometriosis, dysmenorrhea, 
and chronic pelvic pain.

Table 3. Comparison of oral GnRH antagonists.

Feature Elagolix Relugolix Linzagolix

Approval FDA (2018) – USA
Approved in Japan and Europe (Gedeon 

Richter).
EMA (2022), approved in Europe.

Trade name Orilissa.
Relumina (Japan), Ryeqo (combined in 

Europe).
Yselty (Europe).

Main indication Endometriosis pain.
Endometriosis (combined with estrogen 

and progestin).
Moderate-severe endometriosis.

Dosage
150 mg once daily (moderate) or 200 

mg twice daily (severe).
40 mg once daily + hormone add-back.

75 mg (without add-back) or 200 
mg (with add-back).

Onset of action Rapid (days). Rapid (days). Rapid (days).

Estradiol suppression Partial to complete (dose-dependent). Complete (with standard doses).
Adjustable: partial (75 mg) or 

complete (200 mg).

Mandatory add-back therapy
Only with 200 mg twice daily (long 

duration).
Yes, as combination therapy. Only with 200 mg doses.

Common side effects Hot flashes, insomnia, decreased libido.
Hot flashes, headache, menstrual 

irregularity.
Hot flashes, headache, bone loss 

(high dose).

Effects on bone density Decrease at 6 months (high dose). Requires add-back to prevent bone loss. Less with 75 mg; more with 200 mg.

Maximum recommended duration 6 months (high dose); 24 months (low). Long duration possible with add-back. ≥24 months in studies.

Distinctive advantage First approved, good dose flexibility.
Combined with COCs, good bone 

tolerance.
Allows treatment without add-back 

in mild cases.
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However, the study reported a high discon-
tinuation rate and loss to follow-up at 24 
months in both arms: 65% for the ENG im-
plant and 63% for the 52 mg LNG-IUS (38).

d.	GnRH analogues

GnRH analogues are divided into agonists 
and antagonists. Agonists initially induce 
the release of FSH and LH, then block E2 se-
cretion for prolonged periods. When using 
depot injections, the effect may be slow to 
wear off.

Several studies have shown that GnRH 
agonists are more effective than combined 
hormonal contraceptives in treating pelvic 
pain associated with endometriosis and 
are similar in efficacy to the 52 mg LNG IUD 
and implants(26,35,39,40).

GnRH antagonists cause rapid blockade 
without gonadotropin release and a rapid 
drop in estradiol levels. These types of 
drugs have been developed for oral use, 
which allows for a more comfortable effect 
that is both rapid and reversible. Several 
studies have shown a 46% to 60% reduc-
tion in pelvic pain within 6 months.

One of the major concerns with this group 
of drugs is the loss of bone mineral densi-
ty due to the hypoestrogenism associated 
with this type of therapy(35,40,41). For this 
reason, replacement therapy with estro-
gen and progesterone (“add-back”) is re-
commended. The administration of GnRH 
analogues, combined with “add-back” the-
rapies from the outset, does not reduce the 
efficacy of the treatment.

One study showed that patients who used 
combined GnRH analogue and estrogen 
and progesterone (E+P) therapy from the 
outset had similar bone mineral density to 
the placebo group at 6 and 12 months of 
treatment. A randomized controlled clinical 
trial showed that GnRH analog adminis-
tration without E+P replacement therapy 
for more than 6 months is associated with 
significant bone loss, without reaching os-
teoporosis. Delayed administration of es-

trogen and progesterone is associated with 
bone mass recovery after 6 months of re-
placement therapy(42). 

Two clinical studies, called SPIRIT 1 and 2, in-
vestigated the efficacy and safety of a new 
oral hormone therapy option consisting of 
the combination of the GnRH antagonist 
relugolix, plus estradiol and norethistero-
ne acetate (relugolix 40 mg, estradiol 1 mg, 
and norethisterone acetate 0.5 mg) for the 
treatment of pain associated with endome-
triosis in women(43).

These double-blind, placebo-contro-
lled trials demonstrated that this thera-
py significantly improved menstrual and 
non-menstrual pelvic pain, reduced the 
use of analgesics and opioids, and impro-
ved quality of life compared to placebo.

The addition of estradiol and norethiste-
rone acetate to relugolix was intended to 
maintain estradiol concentrations within 
a therapeutic range similar to that of the 
early follicular phase of the menstrual cy-
cle. This was done to minimize vasomotor 
symptoms and bone mineral density loss 
seen with GnRH antagonists monothera-
py, which profoundly suppress estradiol 
levels.

Adverse effects were generally similar 
across treatment groups, and bone mine-
ral density loss was minimal with combina-
tion therapy.

Finally, GnRH analogues are often re-
commended as third-line therapy in in-
dividuals who do not respond to oral 
hormone treatment (combined or pro-
gestins alone) or extended-release sys-
tems(26,35,40,44).

e.	 Others

Danazol

This is a synthetic derivative of etisterone 
with androgenic, antiestrogenic, and an-
tigonadotropic effects. It suppresses the 
production of gonadotropins (LH and FSH), 
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leading to hypoestrogenemia and anovula-
tion, causing atrophy of endometriotic im-
plants.

Danazol can cause severe or botherso-
me side effects, especially with prolonged 
treatment.

Among the most important are:

•	 Weight gain.

•	 Acne, oily skin.

•	 Hirsutism, deep voice.

•	 Changes in lipid profile (dyslipidemia).

•	 Breast atrophy.

•	 Liver disorders.

•	 Amenorrhea.

These effects, especially the virilizing ones, 
limit its use in young women and in pro-
longed treatments. That is why the current 
role of danazol in endometriosis is margi-
nal. It is reserved for very select and refrac-
tory cases, due to its significant adverse 
effects(45,46).

Aromatase inhibitors

In women with endometriosis-related pain that 
is refractory to other medical or surgical treat-
ment, there is some evidence supporting the 
prescription of aromatase inhibitors, as they 
reduce endometriosis-related pain. Aromatase 
inhibitors can be prescribed in combination with 
oral contraceptives, progestogens, GnRH ago-
nists, or GnRH antagonists.

The evidence consists of a 2011 systematic re-
view (Ferrero, et al., 2011) that includes mostly 
non-randomized controlled studies and case re-
ports in women with rectovaginal endometriosis 
or women who are refractory to previous surgi-
cal and medical treatment, and two more recent 
studies. Evidence on the long-term effects of 
aromatase inhibitors is lacking.

Due to severe side effects (vaginal dryness, hot 
flashes, decreased bone mineral density), aro-

matase inhibitors should only be prescribed to 
women after all other medical or surgical treat-
ment options have been exhausted(47).

Medical treatment as a pre- and post-ope-
rative adjunct

Preoperative hormonal medical treatment has 
been analyzed by the 2014 and 2022 ESHRE gui-
delines, with no clear differences in pelvic pain 
at 12 months or after surgery between patients 
who used and those who did not use this treat-
ment(26,48). 

The same applies to dysmenorrhea, dyspareu-
nia, and recurrence of the disease. Therefore, 
the updated recommendation is not to prescri-
be preoperative hormonal medical treatment 
in order to improve the immediate outcome of 
surgery to treat pain due to endometriosis, al-
though it can obviously be used while awaiting 
surgery.

With regard to postoperative hormonal medical 
treatment, and according to an extensive publi-
cation by Chen et al., considering only rando-
mized studies and a large number of patients 
(3,338 patients), they show very moderate evi-
dence in favor of the benefit of hormonal treat-
ment up to 12 months post-surgery in order to 
improve the effect on pain when used alone to 
optimize the results of surgical therapy(49).

There is another randomized study, but with 
only a small number of patients, which shows 
a positive effect on dyspareunia and pelvic pain 
when a levonorgestrel intrauterine device is 
used post-surgery (hormonal method not inclu-
ded in the meta-analysis by Chen et al.)(36). 

However, the ESHRE Guidelines recommend 
that post-operative hormonal treatment may be 
offered to improve the immediate results of sur-
gery for endometriosis pain, provided that there 
is no desire to become pregnant immediately af-
ter the procedure(26).

Considerations and risks of long-term 
hormone therapy

Unlike surgery, the specific complications of 
long-term hormone therapy (>1 year), with the 
possible exception of COCs, have not been fully 
delineated.
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There is concern about the possibility of malig-
nant transformation of ovarian endometriotic 
lesions with long-term hormone therapy, althou-
gh the risk is small and has not been thoroughly 
evaluated(46). A notable exception is COCs, who-
se use for >10 years has been associated with 
an 80% reduction in the risk of ovarian cancer in 
women with endometriosis.

Other potential drawbacks of long-term hormo-
ne therapy include bone loss (especially with die-
nogest and GnRH agonists), a possible increased 
risk of depression with prolonged use of dieno-
gest and combined oral contraceptives(50,51), wei-
ght gain associated with progestins alone, and 
the risk of venous thromboembolism with die-
nogest and GnRH antagonists.

Notwithstanding the above, hormonal medical 
treatment is a valid option for managing pain 
associated with endometriosis. The choice of 
treatment must be individualized and carefully 
consider the benefits, risks, and preferences of 
each patient.

It has been reported that three-quarters of wo-
men with superficial peritoneal and ovarian en-
dometriosis and two-thirds of those with deep 
lesions are satisfied with their hormonal medical 
treatment(52,53,54), including patients with non-su-
bocclusive colorectal disease(55,56).

When considering the use of hormonal treat-
ments for endometriosis, the quality of informa-
tion provided to patients about likely side effects 
and how to deal with them is crucial to ensuring 
optimal acceptability and, therefore, the effecti-
veness of therapy. In a study conducted via so-
cial media among more than 3,000 patients with 
endometriosis, potential side effects affecting 
mental health were the most important reason 
for rejecting hormonal therapies. At the same 
time, a considerable proportion of women re-
ported having limited knowledge about these 
medications and indicated that social media was 
their most useful source of information(57).

Pelvic rehabilitation in endometriosis

Pelvic rehabilitation in the context of endome-
triosis focuses on treating pelvic floor dysfunc-
tion, managing associated pain, and improving 
the quality of life of people affected by this con-

dition. A significant proportion of women with 
pelvic symptoms have been diagnosed with en-
dometriosis, which, as already noted, is a chro-
nic inflammatory disease that has a considera-
ble impact on daily activities(6). 

Despite growing global recognition of this condi-
tion, there remains a notable lack of studies that 
rigorously evaluate the effectiveness of pelvic 
floor rehabilitation interventions in this popu-
lation. This lack of evidence limits the ability to 
establish with certainty the effectiveness of the 
various therapeutic strategies available(26).

In the field of rehabilitation, treatment is main-
ly focused on pelvic floor dysfunctions related 
to organs located inside and outside the pelvic 
cavity, such as the bladder, uterus, vagina, intes-
tine, and musculoskeletal system. Techniques 
and instruments commonly used in pelvic floor 
rehabilitation include: pressure or electromyo-
graphic biofeedback, pelvic floor muscle training 
(PFMT), posterior tibial nerve neuromodulation 
(PTNM), transcutaneous electrical nerve stimu-
lation (TENS), manual therapy and myofascial re-
lease techniques, and the use of physical agents 
such as moist compresses(58).

Electromyographic biofeedback

Electromyographic (EMG) biofeedback is a mus-
cle retraining technique that allows the crea-
tion of new feedback systems by converting 
myoelectric signals generated by muscle activity 
into visual or auditory stimuli. This method uses 
surface electrodes to record variations in skele-
tal muscle activity, which are then transmitted 
to the patient in the form of perceptible signals, 
commonly visual or auditory. EMG biofeed-
back can be used both to enhance activation in 
weakened muscles and to promote tone inhibi-
tion in spastic muscles(59,60).

Pelvic floor muscle training

In 1947, Kegel defined pelvic floor muscle training 
(PFMT) as the voluntary contraction of the pelvic 
floor muscles (PFMs). Later, in 2004, Kari Bø pro-
posed four key principles for training these mus-
cles: 1- voluntary contraction of the PPM before 
and during increased intra-abdominal pressure 
(IAP) (e.g., during coughing), a technique known 
as “Knack” or perineal block; 2- functional trai-
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ning, which involves the systematic application 
of perineal blocking in activities of daily living; 
3- strength training of the PFM through structu-
red programs over time; and 4- indirect training 
of the PFM through abdominal muscle exercises 
(transverse abdominis)(61). 

The available evidence supports the existence 
of two distinct therapeutic approaches: on the 
one hand, the immediate application of perineal 
blockage as a preventive strategy to avoid uri-
nary leakage induced by sudden increases in in-
tra-abdominal pressure (IAP) and, on the other 
hand, the progressive strengthening of the PFM 
as a long-term intervention to improve their 
functionality and resistance(61).

With the aim of ensuring adequate progres-
sion in pelvic floor muscle (PFM) training, the 
methodological concept of the 5 Fs has been 
introduced: Find (Encontrar), Feel (Sentir), For-
ce (Fuerza), Follow Through (Continuar hacia la 
funcionalidad), Function training (Entrenamien-
to funcional).

This sequence seeks to establish a solid foun-
dation for effective and specific muscle activa-
tion(62).

In the initial stages of the process —Finding and 
Feeling—, it is essential to correctly identify the 
pelvic floor muscles (PFM) and develop the ne-
cessary body awareness to perceive their con-
traction in isolation. In accordance with the prin-
ciples of physiological muscle training aimed at 
developing —Strength — and functionality, the 
exercises should consist of maximum, selective, 
and repetitive voluntary contractions, accompa-
nied by adequate periods of relaxation between 
each contraction. To —Continue toward functio-
nality —, regular training is required, often over 
a prolonged period of time.

The main challenge for the pelvic physiothera-
pist is to integrate functional training effecti-
vely, allowing the patient to experience early 
improvement in symptoms. This —Functional 
training— involves reproducing, during reha-
bilitation, everyday situations in which the 
patient used to experience incontinence, thus 
promoting automatic and effective activation 
of the MSPs. Once this objective has been 
achieved, motivation and adherence to treat-
ment follow.

A publication in 2021 (Del Forno et al.) investiga-
ted the main pelvic symptoms and pelvic floor 
muscle dysfunction in women with deep infiltra-
ting endometriosis (DIE). The study concluded 
that all patients had symptoms of dysmenorr-
hea, chronic pelvic pain, dyspareunia, dysuria, 
dyschezia, and vulvodynia. Muscle dysfunction 
characterized by hypertonicity, the presence of 
myofascial trigger points, decreased contrac-
tile capacity, and difficulty achieving adequate 
relaxation of the pelvic floor muscles was also 
evident. In addition, symptoms associated with 
abdominal muscle pain and muscle shortening 
in the lower extremities were reported.

Transperineal ultrasound was used to analyze 
the levator ani hiatus (LAH) area during the Val-
salva maneuver in patients with IPP. The main 
objective was to determine the effect of pelvic 
floor physical therapy in women with superficial 
dyspareunia.

After five physiotherapy treatment sessions, 
three-dimensional (3D/4D) transperineal ultra-
sound showed an increase in the LHA area du-
ring the Valsalva maneuver, accompanied by cli-
nical improvements in superficial dyspareunia, 
chronic pelvic pain, and the ability to relax the 
pelvic floor muscles(63).

Neuromodulation

Neuromodulation of the posterior tibial nerve 
is an option for patients with pelvic pain, chro-
nic pain, dyspareunia, and deep endometriosis. 
It has been shown to significantly reduce stress 
and improve quality of life, as well as sexual 
function in EHP-30. It is a minimally invasive te-
chnique that responds to nerve blockage, with 
mild side effects, and can be self-administered. 
The application of neuromuscular stimulation 
has detected significant improvements after 
10 weeks of treatment with a frequency of 2 to 
100Hz for 30 minutes per session, once a day, 3 
sessions a week, significant changes in pain me-
asurement on the numerical scale, endometrio-
sis symptom severity scale, and SF-36(26,64).

Tens

This is a type of non-invasive, low-cost, and easily 
accessible analgesic current used for pain treat-
ment, which acts by blocking the spinal cord and 
releasing endogenous opioids, thereby reducing 
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pain perception. It is applied using a device that 
sends low-intensity electrical currents in two de-
livery formats: superficial and transcutaneous. Its 
application in patients with endometriosis has pro-
ven effective as a complementary treatment for 
the modulation of deep and superficial pelvic pain 
(dyspareunia), contributing to an improvement in 
the quality of life of those who use this tool(65).

Myofascial release

Musculoskeletal pain is one of the most com-
mon causes of chronic pain, accounting for up to 
56% of cases in people over 35 and up to 86% of 
cases in people over 56(66). 

Myofascial pain syndrome (MPS) is a regional 
pain condition localized in a muscle or functional 
muscle group, characterized by trigger points 
located on muscle bands that are tense to the 
touch, evoking sensory symptoms and genera-
ting referred pain.

Interventions such as physical therapy, educa-
tion, behavior modification, neuromuscular re-
training, transcutaneous electrical stimulation, 
auditory or visual biofeedback (intravaginal or 
intrarectal with Kegel exercises), and the develo-
pment of a home exercise plan, manual release 
of myofascial points with vaginal or anal massa-
ge, do not have conclusive evidence, However, in 
cases of coexisting vulvodynia, the application 
of cold or heat through hot baths, towels on the 
skin, or cold packs may be useful.

Exercise

Exercise is part of the non-pharmacological 
treatment of patients with chronic pelvic pain. 
International clinical guidelines suggest that 
patients with endometriosis engage in regular 
physical activity, as it has a beneficial impact on 
aspects such as symptom reduction, improved 
pain perception, and quality of life. The available 
literature suggests the application of personali-
zed and supervised exercise guidelines, over a 
minimum period of 8 weeks, that include aero-
bic exercise routines, flexibility exercises, and 
relaxation exercises(67).

In addition, regular exercise has been shown to 
be a protective factor in people with chronic in-
flammatory diseases because it increases syste-
mic levels of anti-inflammatory cytokines(65).

The various therapeutic techniques described 
play a fundamental role in the rehabilitation of 
patients with endometriosis, both operated and 
non-operated. These interventions contribute 
significantly to the management of chronic pain, 
the release of post-surgical adhesions, physical 
reconditioning, and pelvic floor strengthening. 
Together, they improve patients' quality of life 
and offer an accessible, low-cost therapeutic al-
ternative, promoting a comprehensive and per-
sonalized approach to this condition.

Psychological management of endometrio-
sis

It is necessary to raise awareness of the im-
portance of a multidisciplinary approach to the 
treatment of endometriosis, taking into account 
the psychological aspect(68).

This approach should be initiated early, as it 
lays the foundation for proper evaluation and 
selection of a treatment from which the patient 
can benefit(69). However, experience shows that 
its incorporation requires psychoeducation by 
the treating physician to clarify the purpose of 
mental health support. Addressing psychologi-
cal aspects early on involves offering the patient 
opportunities to accept her illness, activate co-
ping resources such as pain self-management(70), 
set realistic expectations for treatment, and re-
ceive support in important decisions, such as 
fertility issues.

The experience of living with endometriosis 
is often associated with a psychological state 
characterized by a sense of threat to integrity, 
feelings of helplessness due to previous thera-
peutic failures, and a perception of exhaustion 
of personal and psychosocial resources. Women 
with this condition report alterations in their 
feminine identity(71), difficulties with self-image, 
feelings of being a burden, along with symp-
toms of anxiety and depression, which negati-
vely affect their psychological health and impact 
their interpersonal relationships and quality of 
life(72,73,74,75,76).

The first step in this approach is a psychological 
evaluation, where a safe space can be created 
for women to share their concerns, fears, and 
emotional challenges related to endometriosis. 
It is necessary to adapt tests that assess the 
psychological impact(77), which should be perfor-
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med by a professional in the field, with special 
attention to the psychosocial factors involved.

Understanding how the patient experiences her 
illness facilitates understanding what it means 
to her, the emotions associated with it, her co-
ping style, and her willingness to change. As-
sessing behavior—such as decreased physical 
activity, sensory deprivation, drowsiness, and 
listlessness—is key, as these behaviors can lead 
to isolation and restricted social participation.

In the workplace, the study by Baciu et al. (2021) 
indicates that there is an impact on self-esteem 
and self-confidence, as symptoms limit daily ac-
tivities such as working or participating socially. 
Therefore, it is important to assess their inter-
personal relationships and perceived support, 
considering that absenteeism or frequent com-
plaints can generate conflictive dynamics that 
lead to work stress or perceptions of rejection 
and discrimination(78). 

At the family level, the attitude of the environ-
ment towards illness and disability should be 
assessed, evaluating behavior patterns and the 
quality of support. It is also important to consi-
der the possible impact in this area due to the 
presence of anhedonia, which can lead to social 
avoidance(79).

In romantic relationships, it is essential to inves-
tigate the impact of endometriosis, including 
its effect on sexuality, due to dyspareunia and 
other factors related to sexual functioning(72).

A basic tool in this assessment is the clinical psy-
chological interview, which allows information to 
be obtained for a timely mental health diagnosis, 
exploring symptoms, emotional state, psycholo-
gical resources, and adaptation. This comprehen-
sive view of the patient is essential for implemen-
ting appropriate therapeutic strategies.

In addition to the interview, structured psycho-
logical tests may be included.

Given that this disease involves challenges for 
adaptation, self-care, and treatment adherence, 
several authors recommend using quality of life 
measurement instruments, such as the SF-12 or 
the Endometriosis Health Profile-5(6).

Women with endometriosis and chronic pain 
often experience distress, sleep disturbances, 
irritability, and hopelessness, which profoundly 
affects their quality of life(76).

Some psychological treatments are described 
below:

Pain education: This is essential for women to 
better understand their condition. It improves 
understanding, empowers them to make in-
formed decisions, and promotes adherence to 
treatment. It involves constant dialogue, taking 
into account what the patient already knows and 
believes about her health. It reduces the stigma 
associated with chronic pain. This process goes 
beyond providing information; it requires clinical 
sensitivity to respond to the patient's emotional 
feedback and understand that not everyone re-
acts the same way to the unknown. 

By better understanding pain, patients can re-
duce the fear and anxiety associated with it. In 
addition, this educational approach can encou-
rage the patient's active participation in their 
own pain management(80).

Breathing and muscle relaxation strategies: Brea-
thing and relaxation can be useful tools. Techni-
ques such as progressive muscle relaxation and 
diaphragmatic breathing aim to reduce the tension 
and physiological arousal associated with stress. 
These strategies have been shown to be effective 
in both acute and chronic pain syndromes.

Cognitive-behavioral therapy (CBT): This aims to 
identify and modify maladaptive behaviors and 
dysfunctional thought patterns (distorted belie-
fs, catastrophic thinking, prejudices). In endo-
metriosis, these beliefs may be related to female 
identity and motherhood. Beliefs such as that 
women without children are less socially valued 
or defective have been found in women with en-
dometriosis(6,75).

CBT also works on:

•	 Recognizing ambivalence in the face of chan-
ge.

•	 Cognitive flexibility (modifying beliefs and 
biases).
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•	 Identifying factors that trigger and maintain 
stress.

•	 Restructuring irrational thoughts.

Mindfulness: Mindfulness-based interventions 
have been shown to be effective in improving 
pain self-regulation, associated mood disorders, 
and stress reduction.

Family interventions: Endometriosis can affect 
not only the individual, but also their family and 
close relationships. Including the family in the 
therapeutic process can improve emotional we-
ll-being, strengthen the sense of support, and 
reduce critical attitudes toward the patient. 
The physical limitations imposed by endome-
triosis can alter family dynamics, requiring ad-
justments in roles, responsibilities, and shared 
activities(72).

Discussion

A comprehensive, patient-centered 
approach.

Pain management in women with endometriosis 
may require comprehensive care from a multi-
disciplinary team that includes psychologists, 
physical therapists, gastrointestinal and nutri-
tional specialists, pain therapists, surgeons, and 
specialists in gynecology and reproductive me-
dicine, among others.

Avoiding the use of ineffective hormonal treat-
ments, as well as unnecessary and potentially 
risky surgical procedures, should always be a 
matter for in-depth analysis when choosing the 
best option for these patients.

It is essential to understand the needs and pre-
ferences of each woman with endometriosis in 
order to increase her ability to cope with the di-
sease and improve treatment compliance. Fac-
tors such as being listened to and understood, 
receiving simple and clear explanations, and 
participating in medical decisions increase confi-
dence in the medical teams in charge of her care.

Conclusion

The therapies outlined in this review have de-
monstrated effectiveness in controlling the 

symptoms of endometriosis, particularly pain; 
however, they do not cure the disease, and 
symptoms often recur once treatment is dis-
continued. Conversely, although surgery may 
also alleviate pain and improve fertility, it entails 
substantial risks and does not consistently pre-
vent recurrence.

Therefore, in many cases, a combination of the 
therapeutic modalities discussed will be recom-
mended, including for long-term use following 
surgery, with the aim of maximizing their effecti-
veness in controlling pain and, collectively, redu-
cing the risk of recurrence.

Being able to offer varied and complementary 
options for the management of symptomatic 
endometriosis, with a comprehensive and pa-
tient-centered approach, will allow us to achieve 
adequate and consistent results over time.
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