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What is Endometriosise
*Who does it affecte
*Why does it arise¢
How do we diagnose ite
What can we do about ife

* |n this talk, | will use the terms "woman/en" or "patient(s)" but
| acknowledge the experience here for all transgender and
gender-diverse individuals as well.
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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
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Fallopian tube
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Immune Adhesion SO
Bleeding Inflammation Acute Pain : (Neuropathic)
Response Formation Pain
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* Defined as endometrial glands that occur outside the
uterine cavity.

* It Is an estrogen-dependent, benign, inflammatory
disease with a significant component of immune-

system activation.

* [t IS a chronic condition: one that can require life-long
management.

o |t can affect many spheres of a patient’s life.
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Stage I (minimal) ito5
Stage II (mild) 6to 15
Stage III (moderate) 16 to 40
Stage 1V (severe) >40
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“Chocolate Cysts”




Deep Infilfrating Endometriosis
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Internal lining of pelvis

Superficial peritoneal
endometriosis

Uterus

Bladder

Vagina

Types of Endometriosis

Endometrioma

Ovary

Endometrium

Peritoneum

Deep infiltrating
endometriosis

Anus
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Painful Periods Painful Intercourse

Symptoms

Bowel & Gl Issues

... and there’s some interesting (uncommon) outliers.
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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 (27.0) 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: PMC2939902.
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 Endometriosis is one of the most common causes of infertility,
leading to as many as 50% of cases.

* As many as 30-40% of women with endometriosis will experience
fertility problems.

* The mechanism for subfertility appears to involve anatomic
distortion from pelvic adhesions and endometriomas and/or
production of substances (e.g., prostanoids, cytokines, growth
factors) that are "hostile" to normal ovarian function/ovulation,
sperm mobility, fertilization, and implantation.

> ’:/
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JUNITENIDI UYNELULUUGIL UNLULUUGY: UKIUINAL KEDEAKLH

Risk of Gynecologic Cancer According to the Type of
Endometriosis

aavalainen, Liisu MD; Lassus, Heini MD, PhD; But, Anna MSc; Tiitinen, Aila MD, PhD; Harkki, Pdivi MD, PhD; Gissler, Mika PhD; Pukkala,
ero PhD; Heikinheimo, Oskari MD, PhD

\uthor Information©

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

OBJECTIVE:

[o assess the risks of gynecologic cancer according to the type of endometriosis in women with surgically verified
:ndometriosis.

METHODS:

This is a population-based study of women with surgically verified endometriosis retrieved from the Finnish Hospital
Jischarge 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
Zancer Registry. Theg e ized incidence ratio (O8%0 i
he observed to the ¢
according to the histq

and the Finnish fema CONCLUSION:

RESULTS: . . g . . . .
—— The excess risk of ovarian cancer among women with ovarian endometriosis translates intq two excess cases per

i;‘::ﬂj{;;‘h’eijmg 1,000 patients followed for 10 years JAcknowledging these risks is important when planning long-term management of

:ndometriosis and eg
seeurring 5-10 years
yeritoneal 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

sarrinama nf tha randiral rancar N AR (N 20_N Q1)




W h @ D oeSsS | T Affe C T 2 Jf Boulder Commmunity Health

 Peak incidence 25-35 vears.

* About | In 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 at all or diagnosed only after years of symptoms.

« On average... 10 YEARS!
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* Increased Risk

» Positive family history, nulliparity, prolonged exposure to
endogenous estrogen (e.g., early menarche [before age 11
to 13 years] or late menopause), shorter menstrual cycles
(defined as <27 days), heavy menstrual bleeding, obstruction
of menstrual outtlow (e.g., cervical stenosis, muUllerian
anomalies), exposure to diethylstilbestrol in utero, taller
height, and lower body mass index.

 Reduced Risk

* Multiple births, extended intervals of lactation, and late
menarche (after age 14 years).
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Retrograde Menstruation

Fallopian tubes

e g0

Retrograde menstruation
flow into the pelvis

Endometrium

&

b

= Cervix

— Normal menstruation
flow out of the body

HOWEVER - This occurs naturally

in ~90% of women!
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“The pathogenesis of endometriosis appears to be
multifactorial... Including altered immunity, imbalanced cell
proliferation and apoptosis, aberrant endocrine signaling, and
genetic factors.

Genetic studies, including genome-wide association studies and
exome sequencing, have identified genomic regions and
abnormalities in cancer driver genes (PIK3CA, KRAS, ARIDTA)

associated with endometriosis.”

§QUploDate

Il These cells have the ability to generate their OWN estrogen and self-stimulate.
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» Retrograde Menstruation
» Certainly a central mechanism... But not the whole story.

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

« Something about the rest of the intfernal environm |
« Estrogen excess/dominance w
« Chronic inflammation
« Chronic immune system activation
« Toxic load
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What are the root causes heree
. Es’rroggn excess/dqmmonce DISEASES
« Chronic Inflammation
« Chronic Immune system activation Cancer Arthritis

| ¢

Autoimmune
_ disease

4 Diabetes

Estrogen Dominance
« Imbalance of Estrogen (1) and Progesterone (|) Obesity

®

Increased Estrogene Heart
* |Increased production: disease
« Alcohol, Sugar/stachy foods, Obesity, PCOS (chronic anovulation)
« Decreased elimination:
« Liver dysfunction 2 Generalized detoxification issues
« Gut dysfunction 2 “estrogen recycling”

Decreased Progesteronee¢

« Nof ovulating THERE’S A LOT
« Stress! HAPPENING IN
« The “Pregnenolone steal” THE GUT! I

» Direct suppression of HPA axis
* Insulin Resistance
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* History

* Physical exam
* Imaging

« US or MRI

Labse
« CAI125 and IL-6 (not helpful)
 Next: MicroRNA

* Empiric medical freatment
« Success does not confirm diagnosis

 Surgical diagnosis = Gold Standard

 Must be careful to rule out other causes!



Treatment;:
What Can We Do About lie
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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 and avoiding
repeated surgical procedures.”

- ASRM Practice Committee

Medical Surgical
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* In studies where second-look laparoscopy was performed 6 to
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 1o 42 percent

Prospective, randomized, double-blind, controlled trial of laser laparoscopy in the
treatment 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 Nutrit
@‘Nj Nutrition and Disease

.499-504.
> Minerva Chir. 2012 Dec;67(6).499

Glycemic Index, Glycemic Load, Fiber,

Gluten Intake and Risk of Laparoscopi
Confirmed Endometriosis in

Premenopausal Women
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> J Altern Complement Med. 2021 Sep;27(9):771-777. doi: 10.1089/acm.2021.0068.
Epub 2021 Jun 23.
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Dietary Practices of Women with Endometriosis: A
Cross-Sectional Survey
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ABSTRACT

Background: The etiology of endometriosis is not well understooed. Limited evidence suggests that d

influence risk, but prospective data related to carbohydrate, fiber, and gluten consumption are scarce.
recommendations concerning fiber, gluten intake, and endometriosis are pervasive in the lay literature.
Objectives: We aimed to investigate the associations of carbohydrate quality [glycemic index (GI) a

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
ietary therapies reducing endometriosis symptoms, but little data on dietary

load (GL)), fiber intake (total, legume, vegetable, cruciferous vegetable, fruit, cereal), and gluten intake
laparascopically confirmed endometriosis.
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Methods: This was a prospective cohort study using data collected from 81,961 premenopausal women in

Health Study Il (mean age = 36 y in 1991). Diet was assessed with a validated FFQ every 4 y. Cox proportio
models were used to calculate rate ratios (RRs) and 95% Cls

rences/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-
Results: A total of 3810 incident cases of laparoscopically confirmed endometriosis were reported over 24 y|

up. Women in the highest quintile of Gl had 12% (95% CI: 1.01, 1.23; Pyeng = 0.03) higher risk of endometriosis
than those in the lowest quintile. Total

and cruciferous

gement 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,

fiber intakes were also associated wi
risk (highest compared with lowest quintile RR: 1.13; 95% CI: 1.02, 1.24; Pygng = 0.004 and RR: 1.17;, 95%

1.29; Pyeng = 0.02, respectively). Higher intake of fruit fiber was associated with lower risk of endometriosi

association was not significant after adjusting for the Alternative Healthy Eating Index. Gluten intake was also as:

analysis.

with lower risk {highest compared with lowest quintile RR: 0.91; 95% CI: 0.80, 1.02; Pyang = 0.01), but these|

were not consistent in direction nor statistical significance across sensitivity analyses. No association was obser
GL or total, legume, or cereal fiber intake.

g or eliminating dairy, and the low-fermentable oligosaccharides, disaccharides,
. harides and polyols (FODMAP) diet were the most commonly reported dietary strategies
tistically s'lgnif'lcilm change In Respondents reported a 6.4/10 effectiveness score for reduction in pelvic pain with dietary
tatl No : . . . . . X
. %) reportF-‘d S § mptoms. , with no difference in pain reduction between the various diets used. Furthermore, women
atients (75% - rovement of sY cal
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Results: Al 12 month hy 05) 5:\ patients (25%) ‘eporwd se of scores for all domains o pb‘éerved
painful symptoms (POl = f pain. A considerable increas ing, and mental health was 0
i o) . . : ionl
Conclusions: Our findings suggest that carbohydrate quality and specific types of fiber—total vegetab atientS repor(ed wOrsenmg tion, V"(ahty, sOC\al functi '
uciferou: fiber—are with endometriosis diagnosis in premenopausal women. These resul p . id genera\ health pe\'CED !
indicate it is unlikely that gluten intake is a strong factor in the etiology or symptomatology of endometriosis. fUnC(lomng'
2022,152:2088-2096.

Keywords: endometriosis, diet, fiber, gluten, nutrition

rted significant improvements in comorbidities such as gastrointestinal (Gl) disturbance
inall patients (P<0.005).

usea and vomiting (15%), and fatigue (15%). Conclusions: Dietary modifications are a
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PATH of Estrogen

...ina HEALTHY microbiome

MOST Estrogen
EXITS body

' SOME Estrogen goes
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e Low-Inflammation Diet

« A TON of fresh vegetables, especially leafy greens (kale, collards, broccoli, Brussels'’s
sprouts) and fresh fruits (especially berries) each day. Organic can help avoid toxins.

« Get curious about which foods you don’t react well to (if any). If there are some, orit’s
unknown — work with someone to find out. Most common: Gluten, Dairy, Sugars, Corn.

« Supplements
« Melatonin, 10mg nightly, taper up
* N-acetyl-cysteine (NAC), 600 mg three times daily
« Pycnogenol, 30 mg, twice daily for 1 year
« B-vitamins but Bé specifically, 50 to 100 mg/day
« Omega-3’s, 2 to 3 g of a combined EPA/DHA product daily
« Curcumin, 500mg twice daily

« Cannabis... §,é
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First Line (“regulate” estrogen)
« NSAIDs g
« Combined oral contraceptive pills (OCPs)
« Progesterone-only opftions (pills, IM shot)
« Hormone-Releasing IUD

Next Line (“suppress” estrogen) |
« GNRH Analogs Anterior

’ Pituitary
« Agonists (Lupron) a ‘ v —]
« Antagonists (Orilissa, Orgovyz)

« Add-back therapy o
Last Line 1
« Danazol, Aromatase inhibitors

Treating Neuropathic Pain... R\ s
2"\ vary

- Gabapentin_ (Neurontin), pregabalin (Lyrica), Restls - &
oo T b)) Preg (byrica) o o %8

» Pelvic floor neuropathy/myalgia

« Ketamine infusions

Progesterone
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 How do we decide when to do surgery?
 What is the surgery and what is done during ite
* How successful is it at improving symptomse

 How often do patients need repeat operationse



How do we decide
when to do surgerye



What Is the surgery and
what is done during Ite
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Laparoscope

Gas-filled area '/
in abdomen

Uterus

Bladder
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peritoneal defect



Endometriosis Surgery

Disease
+

Symptoms

Conservative
V/s.
Aggressive

(d) Deep Infiltrating Endometriosis (DIE)

Jff Boulder Community Health

Excision
V/s.
Ablation

Hysterectomy?
Oophorectomy?
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« Pain relief is achieved in approximately 75 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.

Conclusion:
Surgery does work. It should not be the only thing we rely upon.
Suppression needs 1o be considered to prevent recurrence.
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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: Shakiba 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; 111:1285.

* 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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Recognize |y

Sym ptoms *Talk to your doctor
\ J

. [] ‘
CIIMDIET-( eI . Fresumptive

(Or ClOse) *Surgical

. Lifestyle
ChOSE * Medical

LRl e © Svrgical
\ ~* Suppression
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* This can be a devastating, chronic disease.
* It Is fragically under-diagnosed and under-treated.

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

* There are medical and surgical options which can put
this iInto remission so that you can have the hormal, pain-
free life you deservel
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Thank You
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« Endometriosis Association
« WWW.endometriosisassn.org

« Endo Warriors Eﬂde

« endowarriorssupport.com ‘\/\/arﬂors
° AViVO R Omm MD "Support for Women with Endometnos:s

e Qvivaromm.com P
3 FORCTIORAL
- UpToDate W 3
P Ne.' 0! MEDICINE® @@\\!!!50
« www.uptodate.com 2oy Frve G
e Institute for Functional Medicine
e ifm.org

AVIVA FTOMIM wo


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