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 What is Endometriosise
*Who does it affecte
Why does It arise?
How do we diagnhose it¢
What can we do about ite

* In this talk, | will use the terms "woman/en" or "patient(s)" but
| acknowledge the experience here for all transgender and
dender-diverse individuals as well.
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€he New JJork Times

A Debilitating Illness, Often
Ignored

Nearly one in 10 women experiences the chronic pain of
endometriosis, but for many the symptoms are dismissed. Why
is this still happening?
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Endometriosis Is Often Ignored in Teenage Girls

BY ABBY ELLIN MARCH 30, 2015 2:07PM W 231
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Immune Adhesion Chronic
Inflammation Acute Pain : (Neuropathic)
Response Formation Pain
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« Recent research, highlighted at the
Endometriosis 2026 Global Congress, reframes
the condition as a neuroinflammatory, nerve-
driven disease.

« Neuro-Immune Crosstalk: Pathogenesis is
Increasingly viewed ’rhrou%gh the Tens of
nociceptor-immune signaling. Macrophages
and neutrophils are now known to engage in a
feedback loop that promotes heuro-
angiogenesis and perineural fibrosis.

* Mechanistic Detail: Ectopic lesions don't just
"bleed"; they recruit nerve fibers. The density of
these fibers correlates more closely with pain
scores than the surgical stage of the disease.
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“Chocolo’re Cysts”




Deep Infiltrating Endometriosis Y houlder Community Health

. Uterosacral ligament
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« Peakincidence 25-35 vears.

« 1in 10 women and girls in the US have endometriosis.

- /in 10 women with chronic pelvic pain have
endometriosis.

« Severe pain and cramping is estimated to affect 6.5
million in the United States and Canada. An estimated
89 million women worldwide, according to the
Endometriosis Association.

* These numbers are DEFINITELY an underestimation...
many are not diagnosed aft all, or diagnosed only after
years of symptoms.

« On average... 10 YEARS!
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Painful Periods Painful Intercourse

Symptoms

Bowel & Gl Issues

... and there’s some interesting (uncommon) outliers.



Presenting Symptoms
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Presenting symptoms for endometriosis diagnosis based on self-reported data from 940 women with surgically diagnosed

endometriosis completing the OXEGENE study questionnaire.

Symptoms that led to diagnosis Group I* (N = 423) Group II" (N = 517) Total (N = 940) P value®
Dysmenorrhea 332 (78.5) 408 (78.9)

Pelvic pain 302 (71.4) 350 (67.7)

Dyspareunia 218 (51.5) 204 (39.5)

Bowel upset (e.g., constipation, diarrhea) 143 (33.8) 199 (38.5)

Bowel pain 114 (27.00 159 (30.8)

Infertility 91 (21.5) 155 (30.0)

Ovarian mass/tumor 31 (7.3) 152 (29.4)

Dysuria 48 (11.4) 45 (8.7)

Other urinary problems 24 (5.7) 34 (96.6)

Sinaii N, Plumb K, Cotton L, Lambert A, Kennedy S, Zondervan K, Stratton P. Differences in characteristics among 1,000

women with endometriosis based on extent of disease. Fertil Steril. 2008 Mar;89(3):538-45. doi:

10.1016/j.fertnstert.2007.03.069. Epub 2007 May 11. PMID: 17498711; PMCID: PM(C2939902.
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 Endometriosis = one of the most common
causes of infertility > 50% of cases.

« 30-40% of women with endometriosis will
experience fertility problems.

e Mechanism:

« Anatomic distortion: adhesions or
endomefriomas

- “Hostile Substances” (prostanoids, cytokines,
growth factors) that are "hostile" o normal
ovarian function/ovulation, sperm mobility,
fertilization, and implantation.
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CONTENTS: GYNECOLOGIC ONCOLOGY: ORIGINAL RESEARCH

Risk of Gynecologic Cancer According to the Type of
Endometriosis

Saavalainen, Liisu MD; Lassus, Heini MD, PhD; But, Anna MSc; Tiitinen, Aila MD, PhD; Harkki, Paivi MD, PhD; Gissler, Mika PhD; Pukkala,
Eero PhD; Heikinheimo, Oskari MD, PhD

Author Information®

Obstetrics & Gynecology 131(6):p 1095-1102, June 2018. | DOI: 10.1097/A0G.0000000000002624

sV nl Metrics

Abstract  In Brief

OBJECTIVE:

To assess the risks of gynecologic cancer according to the type of endometriosis in women with surgically verified
endometriosis.

METHODS:

This is a population-based study of women with surgically verified endometriosis retrieved from the Finnish Hospital
Discharge Register 1987-2012 (N=49,933); the subtypes of ovarian (n=23,210), peritoneal (n=20,187), and deep

nfiltrating (n=2,372) endometriosis were analyzed separately. Gynecologic cancers were obtained from the Finnish
Cancer Registry. Theg e me z e ized incidence rati o e ratio he
the observed to the ¢
according to the histg

and the Finnish fems CO' HCLU.Sl 0 N:

RESULTS: . . . . A .
crsometriosis was JIB 1 NE eXcess risk of ovarian cancer among women with ovarian endometriosis translates intq two excess cases per

jj:ln’t';;ﬁe:;f!z:; 1,000 patients followed for 10 years gJAcknowledging these risks is important when planning long-term management of

endometriosis and e
occurring 5-10 yearg
peritoneal and deep
ncrease in risk of en|
standardized incidence ratio for precancerous cervical lesions was 0.81 (0.71-0.92) and for invasive squamous cell

rarcinnma nf the rarvieal cancer 0 4R (0 20-0 O1)

andard d inciden atia (9R%
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» Retrograde Menstruation
« Certainly a central mechanism... But not the whole story.

« Genefics (and epigenetics)
« Correlation with family history, first-degree relatives
» Epigenetic exposures (pre and post-natal)

« Something about the rest of the infernal environment...
» Estrogen excess/dominance
« Chronic inflammation
« Chronic iImmune system activation
 Toxic load

-
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Retrograde Menstruation

e g0

Retrograde menstruation
flow into the pelvis

Endometrium

Normal menstruation
flow out of the body

HOWEVER - This occurs naturally

In ~90% of womenl!
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Why Does It Arisee

KEY THEORIES IN ENDOMETRIOSIS ETIOLOGY

RETROGRADE
MENSTRUATION &

GENETICS &
HEREDITY

ALTERED

HORMONAL
ENVIRONMENT

ENDOMETRIAL

IMMUNITY
- - DISPLACEMENT

|

INFLAMMATION &

OXIDATIVE STRESS &

» Family history,
specific gene
variations

: .

MULTIFACETED FACTORS LEADING TO DISEASE DEVELOPMENT

e Estrogen

N

dominance,
hormonal
imbalance

» Chronic pelvic
inflammation,
abnormal

cytokine levels

» Reduced immune
clearance of
endometrial cells,
immune
dysfunction

i
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What are the root causes heree
. Es’rrog_en excess/dc_)mmonce DISEASES
« Chronic Inflammation
« Chronic Immune system activation Cancer Arthritis

Estrogen Dominance P _
« Imbalance of Estrogen (1) and Progesterone (|) Obesity \ disease

Autoimmune

/
Diabetes

Increased Estrogen? Heart
» Increased production: disease
» Alcohol, Sugar/stachy foods, Obesity, PCOS (chronic anovulation)
« Decreased elimination:

 Liver dysfunction - Generalized detoxification issues
« Gut dysfunction - “estrogen recycling”

Decreased Progesterone?

« Noft ovulating THERE’S A LOT
 Stress! HAPPENING IN
« The “Pregnenolone steal” THE GUT! 2.

» Direct suppression of HPA axis
* Insulin Resistance
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History
Physical exam
Imaging

« US or MRI
Lalbse

« CA125 and IL-6 (not helpful)
« Next: MicroRNA

Empiric medical treatment
« Success does not confirm
diagnosis
« Surgical diagnosis = Gold
Standard

 Must be careful to rule out
other causes!
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HerResolve™: A New Blood Test for Endo
heranova....

A multi-omic, blood-based assa b}/ HerAnova™ Lifesciences that integrates molecular bio kers with Al to non-invasively detect
endometriosis — published in the Journal of Minimally Invasive Gynecology (JMIG), March 2026.

Biomarker Panel Clinical Performance
@ — Sensitivity: 80%
3 Serum microRNA biomarkers - Specificity:975% i
i — AUC: 0.944 (95% Cl: 0.892-0.996)
@ — Identified 61.5% of endo cases missed by ultrasound &
3 Protein biomarkers
Inflammation-linked analytes - Menstrual phase-independent performance
% — Validated across 11 clinical sites (US, Europe) in 298 women
Lg:;;t:;::?;::gration = Institutions: Johns Hopkins, Kaiser Permanente
— Available now at select US IVF & reproductive medicine centers

Patient age & BMI —

Clinical covariates


https://heranova.com
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"Endometriosis should be viewed as a chronic disease that
requires a lifelong management plan with the goal of
maximizing the use of medical treatment cmd avoiding
repeated surgical procedures.”

- ASRM Practice Committee

Medical Surgical
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* In studies where second-look laparoscopy was performed 6 1o
12 months after a diagnostic laparoscopy confirmed
endometriosis (but no treatment was performed), patients’
disease...

» progressed in 29 to 45 percent
» regressed in 22 to 29 percent,
» remained stable in 33 to 42 percent

Prospective, randomized, double-blind, controlled trial of laser laparoscopy in the
freatment of pelvic pain associated with minimal, mild, and moderate endometriosis.
Sutton CJ, Ewen SP, Whitelaw N, Haines P. Fertil Steril. 1994;62(4):696.
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» General Approach

* The problems:
1. The Endometriosis

2. The body’'s response to the Endometriosis... That response is one of chronic
inflammation and immune system upregulation.

* The goals:

1. Support your body's natural capacity to deal with inflammation.

2. Don't add fuel to the fire (in terms of estrogen or other sources of
inflammation).

1. Support: Better Sleep, Parasympathetic Practices, Excellent
gut health, Supplements

2. Avoid: Stress, Inflammatory foods, Toxins/Xenoestrogens,
Blood sugar spikes
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The Journal of Nutrition
Nutrition and Disease

()

Glycemic Index, Glycemic Load, Fiber,
Gluten Intake and Risk of Laparoscopi
Confirmed Endometriosis in

> Minerva Chir. 2012
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1.29; Pyyns = 0.02, respectively). Higher intake of fruit fiber was associated with lower risk of endometriosis
association was not significant after adjusting for the Alternative Healthy Eating Index. Gluten intake was also as
with lower risk (highest compared with lowest quintile RR: 0.91; 95% CI: 0.80, 1.02; Ryyng = 0.01), but these
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Conclusions: Our findings suggest that carbohydrate quality and specific types of fiber—total vegetabl
cruciferous vegetable fiber—are associated with endometriosis diagnosis in premenopausal women. These result}
indicate it is unlikely that gluten intake is a strong factor in the etiology or symptomatology of endometriosis.
2022;152:2088-2096.
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> J Altern Complement Med. 2021 Sep;27(9):771-777. doi: 10.1089/acm.2021.0068.
Epub 2021 Jun 23.

Dietary Practices of Women with Endometriosis: A
Cross-Sectional Survey

Mike Armour 1 2, Alexandra Middleton 2, Siew Lim 4, Justin Sinclair !, David Varjabedian 1,
aroline A Smith 1 2

ffiliations + expand
ID: 34161144 DOI: 10.1089/acm.2021.0068

stract

ground: Endometriosis causes deleterious effects on the lives of sufferers across multiple
ins impacting quality of life. Commonly utilized pharmaceutical interventions offer suboptimal
cy in addition to potentially intolerable side effects for many women. There is some evidence
tary therapies reducing endometriosis symptoms, but little data on dietary
nces/strategies used, and their impact, in a community setting. Methods: A cross-sectional
survey was conducted between October and December 2017 to investigate the self-
ment strategies employed by women with endometriosis. Participants were aged 18-45
living in Australia, and had a surgically confirmed diagnosis of endometriosis. Results: Four
eighty-four responses were included for analysis, with 76% of women reporting the use of
self-management strategies within the last 6 months. Of these, 44% of respondents
using dietary strategies for symptom management. Reducing or eliminating gluten,
or eliminating dairy, and the low-fermentable oligosaccharides, disaccharides,
arides and polyols (FODMAP) diet were the most commonly reported dietary strategies
. Respondents reported a 6.4/10 effectiveness score for reduction in pelvic pain with dietary
s, With no difference in pain reduction between the various diets used. Furthermore, women
rted significant improvements in comorbidities such as gastrointestinal (Gl) disturbance
a and vomiting (15%), and fatigue (15%). Conclusions: Dietary modifications are a
self-management strategy employed by people with endometriosis, with the greatest
led on Gl symptoms. Reducing or eliminating gluten, dairy, or FODMAPs or a
ion of these was the most common strategy. No single diet appeared to provide greater
benefits than others.

2 diet; endometriosis; pelvic pain; self-management.
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PATH of Estrogen

...ina HEALTHY microbiome

# MOST Estrogen
# EXITS body
' SOME Estrogen goes
Quaries Gut BACK to body
Beta-
gluco- SOME Estrogen
ronidase EXITS body

BACK to body

¢| MOST Estrogen goes

Quaries



Medical Management

« First Line (“regulate” estrogen)

« Combined oral contraceptive pills
(OCPs)

* Progesterone-only options (pills, IM
shot)
* Next Line (“suppress” estrogen)

« GNRH Analogs
« Agonists (Lupron)
« Antagonists (Orilissa)

e Last Line
 Danazol, Aromatase inhibitors

Testis

#/f Boulder Community Health
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Pituitary
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 How do we decide when to do surgerye

* What is the surgery and what is done during ite

ow successtul Is it at improving symptomse
ow offen do patients heed repeat operationse
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How do we decide
when 1o do surgerye



#/f Boulder Community Health

What Is the surgery and
what is done during Ite
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Laparoscope

Gas-filled area
in abdomen
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Endometriosis Surgery

Disease
+

Symptoms

Conservative
V/s.
Aggressive

(d) Deep Infiltrating Endometriosis (DIE)

#/f Boulder Community Health

Excision
V/s.
Ablation

Hysterectomy?
Oophorectomy?
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Conservative versus definitive surgery for endometriosis

Rate of reoperation (%)

Surgery n
Two years Seven years

Laparoscopy, both 96 21 59
ovaries preserved

Hysterectomy, both 28 8 22
ovaries preserved

Hysterectomy, one ovary 19 0 24
removed

Hysterectomy, both 50 4 8

ovaries removed

Data from: Shokiba K, Bena JF, McGill KM, et al. Surgical treatment of endometriosis. a 7-year follow-up on the requirement for further

surgery. Obstet Gynecol 2008; 171:1285.

* If ovaries are removed, HRT is an option. This doesn’t seem to stimulate endo,
but unclear if it fully mitigates the other health risks of early oophorectomy.
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* Pain relief is achieved in approximately /5 percent of patients who
undergo laparoscopic ablation or excision of endometriosis. However, the
risk of recurrence is estimated to be as high as 40 percent af 10 years
follow-up, and approximately 20 percent of patients will undergo
additional surgery within two years.

« A survey study of 154 patients who underwent surgery for endometriosis or
chronic pelvic pain reported that 20 percent agreed or strongly agreed
that choosing excisional surgery was the right decision, and 87 percent
stated they would choose surgery again.
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Recogn ize *Patient education
Sym ptoms *Talk to your doctor
\ )

CIEIMDIETA O -presumptive
(or close) Surgical

. Lifestyle
Chose « Medical

Treatments BBSCAS

» Suppression
\ |
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* This can be a devastating, chronic disease.
o |t Is fragically under-diagnosed and under-freated.

* There are conservative, safe, litestyle interventions which
can help.

* There are medical and surgical options which can put
this Into remission so that you can have the normal, pain-
free life you deservel
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Thank Youl!
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e Endometriosis Association
« www.endometriosisassn.org

« Endo Warriors Eﬂd()

e endowarriorssupport.com WarrlOrS
P AViVO R Omm, MD 4Support for Women with Endometr|OS|s

e gvivaromm.com 7o~
":O . THE INSTITUTE FOR
« UpToDate W' ’°‘g FUNCTIONAL
¢ wwWw.Uptodate.com S ¢/ MEDICINE
 Instifute for Functional Medicine
 ifm.org

AVvIVa rOMmMim e


http://www.endometriosisassn.org/
https://endowarriorssupport.com/
https://avivaromm.com/
http://www.uptodate.com/
https://ifm.org/

Pelvic Pain¢ Painful Periods?¢
Maybe It's Endometriosis

Jeremiah McNamara, MD
Boulder Women's Care
/20-538-0624
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