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1. Editorial

Endometriosis is a debilitating disease that affects millions worldwide. Despite its
benign nature, it brings heavy clinical, social, health, and financial burdens, primarily due
to its elusiveness and chronic development pathway [1]. Although much research is being
carried out, diagnosis and treatment options remain a challenge. Thus, a bold new frontier
is waiting to be explored regarding the way we approach and treat this disease.

This Special Issue collates eight manuscripts covering topics related to endometriosis,
providing an overview of the current evidence-based knowledge on the disease. A detailed
list of contributions is provided at the end of this article.

Two of these studies cover the issue of psychological and mental health in chronic
diseases such as endometriosis. This disease is a chronic pain-associated disorder that
is often linked to social impairment and mental disorders, necessitating psychiatric sup-
port [2]. There is evidence that this burden can affect women to the extent that it induces
specific neurological patterns, the so-called “endometriosis brain” [3]. Addressing this
topic is of paramount importance in order to fill the knowledge gap and improve the
management of this too often neglected issue. In Contribution 1, the authors carry out a
comprehensive narrative review on the psychosomatic burden in endometriosis. Similarly,
in Contribution 2, the authors tackle the problem of mental health and quality of life in
adolescents with this disease, showing that adjuvant hormonal therapy with dienogest
after surgery significantly reduces pain symptoms.

Regarding endometriosis-related comorbidities, one greatly pertinent research area is
the potential impact of a specific immunologic fingerprint of endometriosis [4]. There is
decent epidemiological evidence for a link between endometriosis and several autoimmune
diseases, including systemic lupus erythematosus, Sjogren’s syndrome, rheumatoid arthri-
tis, autoimmune thyroid disorder, coeliac disease, inflammatory bowel disease, Addison’s
disease, and multiple sclerosis [5]. However, the mechanisms underpinning the occurrence
of these disorders are still poorly understood [6]. In this context, one innovative paper in
this Special Issue investigates a potential common immune pattern linking patients affected
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by multiple sclerosis and endometriosis (Contribution 3). The authors found specific immune
features that were characteristic of patients affected by endometriosis and multiple sclerosis,
most notably increased levels of regulatory T cells (Tregs). Similarly, in Contribution 4, the
authors investigated the relationship between temporomandibular joint symptoms and pelvic
pain in endometriosis; they revealed a correlation between the two, highlighting the need for
further research in the area of endometriosis and musculoskeletal pain.

The other contributions mainly deal with infertility, another major matter of concern
in endometriosis. While it is estimated that endometriosis affects approximately 10% of
reproductive-age women, its prevalence in infertile women is expected to be much higher,
ranging from 30% to 50% [7]. Despite this evidence, a clear physio-pathological explanation
of this pattern remains elusive. Many factors seem to play a role, including an altered pelvic
anatomy, disrupted ovarian reserve/function, and compromised endometrial receptivity,
as well as systemic negative effects related to chronic inflammation [8]. Contribution 5
presents data confirming the negative impact of adenomyosis on the clinical outcomes
of patients undergoing frozen embryo transfer (FET): links to higher miscarriage rates
and lower clinical pregnancy and live birth rates. Another study explores the impact of
endometriosis on the composition of follicular fluid in IL6 and AMH levels (Contribution 6).
In addition to these original data, Contributions 7 and 8 are two comprehensive overviews
on fertility preservation related to the ovarian reserve in case of surgery for endometriosis.

2. Future Outlooks

The contributions presented in this Special Issue offer a snapshot of current hot topics
in endometriosis research. Looking ahead, future studies should focus on developing
strategies to improve patients” quality of life, reduce diagnostic delays, and address the
stigma associated with this condition. Particular attention should be paid to the broader
impact of endometriosis, including its social burden, as well as its effects on women’s
mental health and physical well-being.

New strategies for both the medical and surgical treatment of endometriosis are
urgently needed; a deeper understanding of the pathogenesis of the disease will be key
to achieving this goal. Such knowledge will support the development of more targeted
medical therapies and enable the refinement of surgical techniques tailored to individual
patient needs. Moreover, a more integrative, multidisciplinary approach should be a
cornerstone in advancing treatment options.

Reproductive health remains a critical area in endometriosis research, as both the
condition itself and its treatments can significantly impact fertility. Greater efforts are
needed to develop improved strategies for fertility preservation and the management
of endometriosis-related infertility. For instance, new insights into how endometriosis
affects ovarian function and embryo implantation could enhance current approaches to
reproductive planning and assisted reproductive technologies.

Funding: This research received no external funding.
Conflicts of Interest: The authors declare no conflicts of interest.

List of Contributions:

1. Van Stein, K.; Schubert, K.; Ditzen, B.; Weise, C. Understanding Psychological Symptoms of
Endometriosis from a Research Domain Criteria Perspective. J. Clin. Med. 2023, 12, 4056.

2. Khashchenko, E.P.; Uvarova, E.V.; Chuprynin, V.D.; Pustynnikova, M.Y.; Fatkhudinov, TK,;
Elchaninov, A.V,; Gardanova, Z.R,; Ivanets, T.Y.; Vysokikh, M.Y.; Sukhikh, G.T. Pelvic Pain, Men-
tal Health and Quality of Life in Adolescents with Endometriosis after Surgery and Dienogest
Treatment. J. Clin. Med. 2023, 12, 2400.



J. Clin. Med. 2025, 14, 4324 30f3

3. Zizolfi, B.; Foreste, V.; Bonavita, S.; Rubino, V.; Ruggiero, G.; Morra, V.B,; Lanzillo, R,;
Carotenuto, A.; Boscia, F.; Taglialatela, M.; et al. Epidemiological and Immune Profile Analysis
of Italian Subjects with Endometriosis and Multiple Sclerosis. . Clin. Med. 2023, 12, 2043.

4. Wojcik M, Gozdziewicz T, Huddkova Z, Siatkowski I. Endometriosis and the Temporomandibu-
lar Joint—Preliminary Observations. J. Clin. Med. 2023, 12, 2862.

5. Sachs-Guedj N, Coroleu B, Pascual MA, Rodriguez I, Polyzos NP. Presence of Adenomyosis
Impairs Clinical Outcomes in Women Undergoing Frozen Embryo Transfer: A Retrospective
Cohort Study. J. Clin. Med. 2023, 12, 6058.

6. Kacem-Berjeb, K.; Braham, M.; Ben Massoud, C.; Hannachi, H.; Hamdoun, M.; Chtourou, S,;
Debbabi, L.; Bouyahia, M.; Fadhlaoui, A.; Zhioua, E; et al. Does Endometriosis Impact the
Composition of Follicular Fluid in IL6 and AMH? A Case-Control Study. J. Clin. Med. 2023,
12,1829.

7. Daniilidis, A.; Grigoriadis, G.; Kalaitzopoulos, D.R.; Angioni, S.; Kalkan, U.; Crestani, A.; Merlot,
B.; Roman, H. Surgical Management of Ovarian Endometrioma: Impact on Ovarian Reserve
Parameters and Reproductive Outcomes. . Clin. Med. 2023, 12, 5324.

8. Rangi S, Hur C, Richards E, Falcone T. Fertility Preservation in Women with Endometriosis. J.
Clin. Med. 2023, 12, 4331.

References

1.

Simoens, S.; Dunselman, G.; Dirksen, C.; Hummelshoj, L.; Bokor, A.; Brandes, I.; Brodszky, V.; Canis, M.; Colombo, G.L.; DeLeire,
T.; et al. The burden of endometriosis: Costs and quality of life of women with endometriosis and treated in referral centres. Hum.
Reprod. 2012, 27, 1292-1299. [CrossRef] [PubMed]

Della Corte, L.; Di Filippo, C.; Gabrielli, O.; Reppuccia, S.; La Rosa, V.L.; Ragusa, R.; Fichera, M.; Commodari, E.; Bifulco, G.;
Giampaolino, P. The Burden of Endometriosis on Women’s Lifespan: A Narrative Overview on Quality of Life and Psychosocial
Wellbeing. Int. ]. Env. Res. Public. Health 2020, 17, 4683. [CrossRef] [PubMed]

Maulitz, L.; Nehls, S.; Stickeler, E.; Ignatov, A.; Kupec, T.; Henn, A.T.; Chechko, N.; Tchaikovski, S.N. Psychological characteristics
and structural brain changes in women with endometriosis and endometriosis-independent chronic pelvic pain. Hum. Reprod.
2024, 39, 2473-2484. [CrossRef] [PubMed]

Berkkanoglu, M.; Arici, A. Immunology and endometriosis. Am. J. Reprod. Immunol. 2003, 50, 48-59. [CrossRef] [PubMed]
Shigesi, N.; Kvaskoff, M.; Kirtley, S.; Feng, Q.; Fang, H.; Knight, ].C.; Missmer, S.A.; Rahmioglu, N.; Zondervan, K.T.; Becker, C.M.
The association between endometriosis and autoimmune diseases: A systematic review and meta-analysis. Hum. Reprod. Update
2019, 25, 486-503. [CrossRef] [PubMed]

Symons, L.K; Miller, J.E.; Kay, V.R.; Marks, R M.; Liblik, K.; Koti, M.; Tayade, C. The Inmunopathophysiology of Endometriosis.
Trends Mol. Med. 2018, 24, 748-762. [CrossRef] [PubMed]

Missmer, S.A.; Hankinson, S.E.; Spiegelman, D.; Barbieri, R.L.; Marshall, L.M.; Hunter, D.]. Incidence of laparoscopically
confirmed endometriosis by demographic, anthropometric, and lifestyle factors. Am. J. Epidemiol. 2004, 160, 784-796. [CrossRef]
[PubMed]

Bonavina, G.; Taylor, H.S. Endometriosis-associated infertility: From pathophysiology to tailored treatment. Front. Endocrinol
2022, 13, 1020827. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual

author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to

people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1093/humrep/des073
https://www.ncbi.nlm.nih.gov/pubmed/22422778
https://doi.org/10.3390/ijerph17134683
https://www.ncbi.nlm.nih.gov/pubmed/32610665
https://doi.org/10.1093/humrep/deae207
https://www.ncbi.nlm.nih.gov/pubmed/39241806
https://doi.org/10.1034/j.1600-0897.2003.00042.x
https://www.ncbi.nlm.nih.gov/pubmed/14506928
https://doi.org/10.1093/humupd/dmz014
https://www.ncbi.nlm.nih.gov/pubmed/31260048
https://doi.org/10.1016/j.molmed.2018.07.004
https://www.ncbi.nlm.nih.gov/pubmed/30054239
https://doi.org/10.1093/aje/kwh275
https://www.ncbi.nlm.nih.gov/pubmed/15466501
https://doi.org/10.3389/fendo.2022.1020827
https://www.ncbi.nlm.nih.gov/pubmed/36387918

	Editorial 
	Future Outlooks 
	References

