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Abstract: Background: Our study aimed to examine the osteopontin (OPN) serum levels and tissue
expression of CD44 and OPN in endometriosis-affected women both undergoing and not undergoing
progestin treatment, and also to determine their involvement in the pathogenesis of endometriosis.
Methods: Using an ELISA kit, we evaluated the OPN serum levels of healthy and endometriosis-
affected women both undergoing and not undergoing progestin treatment. Immunohistochem-
ical (IHC) analyses were used to assess the endometriotic tissue expressions of CD44 and OPN.
Results: There were statistically significant higher OPN serum levels in the healthy control group
compared to the women with endometriosis. Furthermore, there were higher OPN serum levels in
the endometriosis-affected women undergoing the progestin treatment, but the difference did not
reach statistical significance. In comparison to OPN, CD44 expression was significantly higher in all
the endometriotic tissue glands and stroma, regardless of the patient’s treatment status. Compared to
the group receiving therapy, the OPN levels were higher in the endometriosis group not receiving
therapy. OPN's robust cytoplasmic expression seemed to be associated with the non-treatment group.
Conclusion: Endometriosis, CD44, and OPN appear to be closely related. This study suggests that
endometriosis that has not been treated has an immunological profile distinct to endometriosis that

has received treatment.
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1. Introduction

Controversy still surrounds the pathogenesis of endometriosis, with its exact cause
remaining elusive. The presence of endometrial glands and stroma outside the uterus is the
main characteristic of this disease, which leads to symptoms such as pelvic pain, infertility,
and menstrual irregularities [1].

There are several well-known hypotheses regarding the occurrence of endometriosis;
the most accepted one relates to retrograde menstruation [2]. As revealing as it seems, and
despite its wide acceptance, the retrograde menstruation theory fails to explain why the
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Abstract: (1) Background: Although vitamin D has many known biological effects, very little re-
search has been conducted on how vitamin D may be related or play a role in endometriosis. The
aim of our study was to perform an evaluation regarding vitamin D levels and possible implica-
tions in endometriosis through a statistical analysis of the data collected from the included studies.
(2) Methods: For this review, we searched the Cochrane Central Register of Controlled Trials (CEN-
TRAL), Web of Science, and PubMed /Internet portal of the National Library of Medicine databases
using several keywords related to our topic. (3) Results: Only nine articles were identified as com-
plete or possessing the capacity to compute all available data. We totalized a number of 976 patients
with endometriosis and 674 controls. From the nine studies included in our analysis, three of them
claim there is no difference between women with and without endometriosis concerning 25(0OH)
vitamin D levels; however, the other six studies found significant differences regarding this aspect.
{4) Conclusions: Our results underscored the complexity of analyzing the role of the vitamin D
complex in a challenging condition like endometriosis and suggest that focusing on the tissue level

might be essential to obtain accurate answers to our inquiries.
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1. Introduction

Infertility and chronic pelvic pain, common but nonspecific symptoms, often indicate
endometriosis, affecting 10-15% of women globally, with prevalence rising to 30—40% in
infertility and approximately 33% in chronic pelvic pain cases [i~}]. The disease’s multi-
factorial nature involves a local immune-mediated inflammatory process and endocrine
system imbalance [*,~]. Suggested mechanisms include retrograde menstruation, cellular
metaplasia, and stem cell transfer through blood and lymphatics [6].

This prevalent gynecological condition, characterized by tissue resembling the uterine
lining outside the uterus, is an estrogen-dependent chronic inflammatory process linked to
hormonal imbalance [ {,”]. Ectopic endometrial tissue can be found in various locations,
such as the ovary, peritoneum, ligaments, bladder, intestine, or beyond the pelvic region [0].
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Abstract: (1) Background: The effects of serum vitamin D levels, the vitamin D receptor (VDR), and
phosphehistone H3 (PHH3) in endometriosis were investigated in two cohorts of women with this
pathology: those receiving hormonal treatment and those without treatment. (2) Methods: In 60 cases
of women with endometriosis (26 with progestin treatment and 34 without), paraffin-embedded
endometriosis tissue samples retrieved after surgery were immunohistochemically (IHC) analyzed to
determine the expression statuses of VDR and PHH3. In addition, serum levels of 25(OH) vitamin D
were assessed for each patient. (3) Results: The serum 25(0OH) vitamin D evaluations revealed higher
levels of 25(0OH) vitamin D in women with treatment compared with those without. The positive
IHC indexes of VDR and PHH3 in these two groups were compared. Vitamin D receptor levels
were positively correlated with PHH3 levels, both being increased in patients without treatment.
(4) Conclusions: Serum 25(OH) vitamin D levels and THC analysis of VDR and PHH3 can be used as
additional tools for risk stratification and prognostic assessment in patients with endometriosis.

Keywords: 25(OH) vitamin D; vitamin D receptor; phosphohistone H3; progestin; dienogest; en-
dometriosis; immunohistochemistry; diagnosis; risk of endometriosis

1. Introduction

Due to its severe major impact on women’s health and its incompletely known phys-
iopathology, endometriosis continues to be an important topic of study in the literature.
The estrogen-dependent chronic inflammatory disease affects 10 to 15% of women of repro-
ductive age, reaching a higher incidence in cases with infertility or chronic pelvic pain [1,2].
The clinical manifestations of this condition can range from asymptomatic to its primary
clinical manifestation consisting of infertility and severe pelvic pain [3,4]. Endometriosis
continues to pose a challenge for clinicians, whether they have access to advanced diag-
nostic tools or not, with a 4- to 11-year delay between the onset of symptoms and a proper
diagnosis due to the condition’s nonspecific and wide range of clinical manifestations, as
well as the absence of specific tests or biomarkers. The American Society for Reproductive
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