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Understanding Endometriosis: A 
Global Challenge

Definition

Chronic gynecological disorder: 
endometrial-like tissue grows 
outside the uterus.

Prevalence

Affects ~10% of women of 
reproductive age worldwide.

Impact

Leads to severe pelvic pain, infertility, and reduced quality of life.

Despite advances, treatment remains challenging due to the disease's complex 
nature and varied patient responses. Up to 90% of women experience persistent 
pelvic pain, significantly impacting daily life.
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Pathophysiology of Endometriosis-
Associated Pain (EAP)

Endometrial Lesions
Growth of tissue outside the uterus.

Inflammatory Response
Lesions trigger release of prostaglandins, cytokines, and mediators.

Nerve Sensitization
Inflammation irritates pelvic organs, sensitizing peripheral and 
central nervous systems.

Persistent Pain
Leads to enhanced, chronic pain perception.

This chronic pain, often cyclical but also non-cyclical, severely 
compromises physical, emotional, and social well-being.
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Review Purpose & Methodology

Purpose of the Review

This narrative review assesses established and developing 
treatments for endometriosis-related pain, covering pharmaceutical, 
surgical, and complementary options.

It aims to identify strengths and weaknesses of current therapies 
and the potential of future options to address unmet needs, guiding 
healthcare providers.

Search Methodology

An extensive search was conducted across Scopus, PubMed, and Google Scholar.

Keywords included "endometriosis-associated pain," "treatment," 
"therapy," "emerging therapies," "deep infiltrating endometriosis," 
and "pain management."
Focus was on peer-reviewed articles published in English within the 
last decade, excluding case reports.
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Current Pharmacological Therapies

1
NSAIDs
First-line, inhibit COX enzymes to reduce inflammation. 
Moderately effective for pain, but less so for chronic pelvic 
pain. Side effects: GI discomfort, ulcers.

2

Hormonal Therapies
Suppress ovulation and regulate estrogen. OCs effective for 
mild cases, but limited duration. GnRH agonists/antagonists 
lower pain but induce menopausal symptoms. Progestins 
(Dienogest) effective, but side effects like breakthrough 
bleeding.

3
Opioids
For severe pain, alter perception. Effective short-term, but high 
potential for addiction and side effects. Not recommended for 
long-term chronic pain.
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Current Surgical & Complementary 
Therapies
Surgical Interventions

Laparoscopy
Standard for identifying and removing 
lesions. Positive outcomes, but high 
recurrence rates (up to 50% within 5 
years). Requires skilled surgeons.

Laparotomy
More invasive open surgery for severe, 
extensive cases. Longer recovery time.

Nerve Ablation
Interrupts pain signals. Mixed evidence, 
not widely practiced, potential 
complications.

Complementary & Alternative 
Therapies

Acupuncture
Stimulates nerves for pain relief. Some 
evidence, but inconclusive due to lack 
of large trials.

Dietary & Herbal
Anti-inflammatory diets (omega-3, 
antioxidants) and supplements 
(curcumin). Limited but emerging 
evidence; potential interactions.

Physical Therapy
Pelvic floor therapy improves muscle 
function. Decreases discomfort and 
enhances quality of life, especially for 
urinary/bowel dysfunction.

https://gamma.app/?utm_source=made-with-gamma


preencoded.png

https://gamma.app/?utm_source=made-with-gamma


preencoded.png

Deep Infiltrating Endometriosis (DIE)
DIE is one of the most severe forms, with lesions penetrating >5mm, often involving 
bowel, bladder, and ureters. Pain is frequently refractory to standard pharmacological 
treatments.

Surgical Management
Considered the cornerstone due to limited medical efficacy. Techniques include 
excision of lesions, bowel resections, and ureterolysis.

Peritonectomy
An emerging radical surgical trend involving complete excision of affected 
peritoneal tissue, showing promise in reducing pain and improving fertility.

Limitations include high recurrence rates, technically demanding procedures requiring 
skilled surgeons, and risks of postoperative complications.
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Emerging Pharmacological Approaches

1 SPRMs
Modulate progesterone receptors, targeting tissue growth and inflammation. Ulipristal acetate is promising, but safety 
concerns exist.

2 Aromatase Inhibitors
Reduce local estrogen production. Show positive outcomes, but bone loss limits long-term use.

3 Newer GnRH Antagonists
Offer rapid estrogen reduction with fewer hypoestrogenic effects. Bone health concerns remain; high cost.

4 Anti-angiogenic Therapies
Target vascularization of lesions. Show promise in reducing lesion size and pain in early trials.

5 Cannabinoids
Potential for chronic pain and inflammation. Preclinical studies show promise, but limited clinical data and legal 
challenges exist.
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Emerging Advanced Techniques & Therapies

Advances in Surgical 
Techniques

Robotic-assisted Surgery

Improves precision, dexterity, 
and visualization for complex 
DIE cases. Reduced blood 
loss, shorter recovery.

Minimally Invasive

Single-port laparoscopy 
(single incision) and NOTES 
(no external incisions, 
experimental).

Gene, Stem Cell & 
Immunotherapy

Gene & Molecular

Target irregular epigenetic 
modifications (HDACis, 
DNMTis). CRISPR-Cas9 for 
precise gene editing. 
Experimental, ethical 
concerns.

Stem Cell & Immunotherapy

Mesenchymal stem cells 
(MSCs) and immunotherapy (T 
cells, vaccines) are 
experimental. Safety profiles 
unclear, high costs.

Non-pharmacological 
Interventions

Lifestyle Modifications

Dietary changes (anti-
inflammatory foods like 
omega-3 fatty acids) and 
exercise to reduce stress and 
enhance well-being.

Cognitive-Behavioral 
Therapy (CBT)

Effectively manages chronic 
pain by addressing emotional 
and cognitive elements.
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Challenges & Future Directions

Cost-effectiveness
Older hormonal treatments are affordable, 
but newer therapies and advanced surgical 
techniques are often expensive, limiting 
accessibility.

Patient Adherence
Compromised by therapy side effects 
(menopausal symptoms, GI issues). Emerging 
medicines aim for fewer side effects, but 
treatment complexity remains a hurdle.

Patient Response Variability
Significant challenge due to diverse clinical 

manifestations, including lesion location, patient age, 

and comorbidities, influencing treatment outcomes.

Research Limitations
Many studies suffer from small sample sizes, brief 
follow-up periods, and inconsistent outcome 
measures, often relying on subjective pain scores.

Socioeconomic & Cultural Factors
Financial limitations and inadequate healthcare infrastructure, coupled with cultural stigmas, 
restrict access to advanced therapies and delay diagnosis.

Future research needs long-term studies, deeper investigation into fundamental mechanisms 
(immunology, genetics, microbiome), biomarker validation, and combination therapies. Holistic 
care must address psychological and social effects.
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