American and Global College of Endometriosis Specialists (AGCES)
2026, Las Vegas

Homeira Izadi, MD, FAAP, ABAARM, ABIHM, ABOIM, LAc, LAt
PristineWellnessCenter.com

Endometriosis and Uterine Fibroids

Endometriosis and uterine fibroids are important, common pathological conditions
that impose a major healthcare burden. Endometriosis is defined as the presence of
endometrial tissue outside the uterine cavity and represents one of the most
frequent gynecological disorders, affecting 10—15% of all women of reproductive
age and >30% of the infertile women. Uterine fibroids (leiomyomas or myomas) are
benign tumors of the myometrium. Uterine leiomyomas affect as many as 77% of
women in reproductive age, of whom 20-50% are symptomatic. ( ref 1)

Pathogenesis:

* Estrogen dominance

* Chronic inflammation

* Progesterone resistance

» Immune dysfunction

 Oxidative stress

* Impaired detoxification of estrogens

» Gut microbiome (estrobolome) dysregulation

* Insulin resistance & metabolic dysfunction

Let’s look at the normal Estrogen metabolism

1. Phase | ( Liver oxidation) converting E to 2 (OH) E1/E2, 4(OH) E1/E2 and 16
(OH) E1/E2

2. Phase II: Conjugation: ( Liver Detox via glucuronidation or sulfation) that makes E
water soluble and excrete from bile ( stool) or urine.

» Estrogen dominance
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Estrogen dominance seems to be a common pathology in both Endometriosis and
Fibroid.

Endometriosis lesions produce their own estrogen via aromatase expression,
creating a local estrogen environment. ( ref 2)

Fibroids grow in response to estrogen + progesterone signaling. ( ref 3)
Environmental toxins such as xenoestrogens (ref 24)

Intestinal dysbiosis that increases estrogen dominance:

1. Estrogen-like mycotoxins such as Zearalenone (ZEN) which acts like estrogen
and binds or activates estrogen receptor alpha and beta. Alpha- zearalenol has
3-10 times stronger estrogenic activity. ( ref 9) Source of this mycotoxin is mainly
contaminated grains. (PMID: 27481073)

2. Intestinal parasites can form estrogen -DNA adducts) and mimic estrogen and
interact with estrogen receptors. Examples are Schistosome, Toxoplasma gondii,,
Fasciola hepatica.

3. High beta-glucuronidase levels that deconjugates E and recycles it back to the
circulation ( enterohepatic recirculation of E) ref 12.

Estrobolome is a group of gut bacteria capable of metabolizing estrogens by
producing beta glucuronidase such as : E Coli, Clostridium perfringens, Bacteroides
fragilis ( ref 10)

Estrobolome is linked to endometriosis, uterine fibroids, breast cancer risk and PMS
(ref11)

Improve symptoms and progression by:
1. Increase estrogen clearance:
Cruciferous vegetables / sulforaphane: Enhances phase Il detoxification and shifts

estrogen metabolism toward 2-hydroxyestrone pathway. (Ref 4)

2. DIM / Indole-3-carbinol: Improves CYP1A1-mediated estrogen metabolism. ( ref
5)

3. Fiber: Binds estrogen in the gut and reduces enterohepatic recycling. ( ref 6)

4. Treat dysbiosis,
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5. empower detox ( ref 23) NAC increases the level of glutathione and improves
detox

Obesity has connection with Estrogen dominance ( cause or effect ?!)

Gene expression : a significantly higher serum leptin/BMI ratio in women with
endometriosis as well as a significantly higher expression of leptin and long form
leptin receptor transcripts in the ectopic endometrium compared to the eutopic
endometrium of patients with endometriosis and those with normal pelvis (controls)
Ref 11

* Chronic inflammation
(Anti-inflammatory / Mediterranean-style dietary pattern)

This is one of the most reasonable foundational interventions to discuss, although
the evidence is still limited. A 2024 systematic review/meta-analysis of randomized
trials found that dietary interventions often showed improvement in pain scores, but
the overall certainty was limited because many studies had moderate or high risk of
bias. That makes diet a promising adjunct, not a proven stand-alone treatment.

1. Omeqa-3 fatty acids: biologically plausible, but clinical evidence is mixed

A randomized placebo-controlled trial in adolescents and young women with
endometriosis found that vitamin D and placebo produced similar pain changes,
while fish oil produced about half the VAS pain reduction of the other arms. In other
words, omega-3s remain biologically interesting, but current human trial data do not
clearly establish them as an effective pain treatment. (PMID: 32453393)

2. Curcumin: promising mechanisms, weak clinical certainty

A 2023 triple-blind randomized trial found that curcumin 500 mg twice daily for 8
weeks did not significantly improve usual pain, worst pain, quality of life, or visual
pain scores compared with placebo. This is important because curcumin is often
promoted more strongly than the data justify.

3. Vitamin D supplementation (PMID: 32453393) ref 18&19
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Ref 18: Meta-analytic and mechanistic support for association and possible size
reduction.

4. EGCG ( Green tea extract) ref 20
Poor Dietary Choices:
Low-isoflavone, low-fiber foods and constipation
High glycemic index foods
Hormone-rich meats, poultry, and dairy
Excessive inflammation—causing saturated fats
Excessive gluten grains
(Ref 13& 14 and 25: Low FODMAP Diet in Endometriosis )

Sugar Dysregulation and Insulin resistance ref 15

Hormonal imbalance :
High Estrogen or low Progesterone level
Low sex hormone-binding globulin (SHBG)
Anovulation with low progesterone-to-estradiol ratios
Birth control pills and inappropriate hormone replacement therapy
Violence and sex effects on the limbic system. (Ref 16)

Stress
High cortisol levels contribute to low progesterone

Environmental Issues ( Xenobiotics)
Polychlorinated biphenyls, dioxins, heavy metals Ref 17&21&22

Potential future treatments:

Exosomes potential as vehicles for therapeutic delivery. Notably, the
biological hallmarks of endometriosis such as fibrosis, immune dysregulation,
angiogenesis, and aberrant cellular proliferation and migration, align with exosomal
functions, suggesting that exosomes may contribute to disease progression.
Furthermore, the use of exosomes as natural carriers for endometriosis treatment
has been proposed, suggesting novel therapeutic avenues. PMID: 41347824
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Future Diagnosis tools : PMID: 40914944

the combination of three miRNAs was derived to show the highest diagnostic
performance.

potential of exosomes as novel diagnostic biomarkers for endometriosis.
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