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Cure of endometriosis <-> persistence - recurrence

• Medical therapy

• Some lesions inactivate during treatment but no lasting cure

• and          reactivate  after

• Surgery: recurrence rates

• Deep endo excision < 1%

• Cystic ovarian  excision     5%

• superficial destruction 20%

• Typical or superficial endo 20%



Misunderstanding – misleading – manipulation
I let you judge

• Understanding statistical inference

Traditional statistics 

• Hypothesis: no difference 

• Calculate the probability 
that the results can be 
explained by chance  eg less 
than 5% 

Bayesian  statistics 

• Hypothesis: a difference 

• Calculate the probability 
that the results are true 

• Judges the hypothesis

Examples 
Google search
weather prediction
medicine



Misunderstanding – misleading – manipulation 
I let you judge

• Evidence in medicine

• Statistical

Some 90% is not true

• EBM = Grading of applicability and of indirect evidence

By non-experts in ……….subdisciplines ……..and thus without experience  

• Experience based

like cooking

• Opinion based or indirect literature

seems logical



Misunderstanding – misleading – manipulation 
I let you judge

Pathophysiology

• I consider Sampson historical

• Clearly incomplete  and other mechanisms must be involved as

-> Metaplasia theory, embryonic rests 

• Incompatible with 
with clonal aspect

Biochemical variability of lesions

with deep endo starting > 10 years after menopause

Does not explain effect of dioxin, radiation

Endometriosis in men and in women without a uterus 

Epigenetics 
reversible - irreversible

Genetic-epigenetic changes

Think 

metaplasia and embryonic rests  



The original cell

PK, AU, LA, AW, VG, DM Fertil Steril, 2019

Predisposition-heredity
Infertility
Changes in endometrium
Immunology
Association endo- adeno
In man – in Rokitansky

Normal cells 
Not pathology



Cumulative incidents

PK, AU, LA, AW, VG, DM Fertil Steril, 2019

+ Oxidative stress 
retrograde menstruation
bleeding in the lesion
infection

Clonal: +++ typical lesions
= different clones

4 pathol + heterogeneity



Genetics and epigenetics : redundancy

consider molecular biology as the delivery of goods

Incidents 

Expression of 
The problem

• Time to delivery = number and severity of incidents 
• Maximal capacity/day = clinical expression if less than …
• Stress = required delivery 



The cumulative genetic –
epigenetic incidents 

• Endometriosis risk

• Endometrium

• Infertility

• pregnancy

• immunology

Inherited defects

+1 +1

Adenomyosis lesion
Endometriosis lesion

With a specific set of defects

variability

types of endo-adeno
estrogen production
progesterone resistance
ReTIAR – bleeding - trauma

recurrence risk

• Radiation

• Pollution

• Oxidative stress

• Blood

• infection

+1



•More infections
• Lower genital tract
• Endometritis
• PID

•Altered microbiome
• Endometrium

• Menstrual fluid
• Peritoneum
• Bowel

• In endometriosis
• HPV and mollicutes



Subtle Typical

Cystic Deep

Endometriosis model : initiation and growth

hereditary

Molecular 
Heterogeneous

Clonal 
tumour

Pregnancy 
outcome

Growth 
Self limiting

Retiar
inflammation

Fibrosis

PF-plasmaPain 30%

infertility

Low recurrence 
rate deep 

estrogens

immunology

cancer

infection

predisposition G-E incidents Oxid stress

endometrium

Pain 50%

Pain 80% Pain 95%

KONINCKX PR, et al The genetic/epigenetic theory. Fertil
Steril 2019;111:327-39.



Growth of endometriosis lesions

G-E set

+ evt other  G-E incidents  bleeding, microbiome

In peritoneal fluid

An ovarian exudate

Steroid hormones draining from the ovary 

In the bowel wall 

Koninckx PR, Martin DC, Donnez J. Do we need to separate initiation and 

growth to understand endometriosis? Fertility and Sterility 2020;114:766-7

Koninckx PR, Heyns W, Verhoeven G, Van Baelen H, Lissens WD, De Moor 

P et al. Biochemical characterization of peritoneal fluid in women during the 

menstrual cycle. J Clin Endocrinol Metab 1980;51:1239-44.



A self-limiting growth 
Koninckx PR, Ussia A, Wattiez A, Adamyan L, Martin DC, Gordts S. The severity and frequency 

distribution of endometriosis subtypes at different ages: a model to understand the natural history 

of endometriosis based on single centre/single surgeon data. FVVOG 2021;

• No increase with age

• Fibrosis = war of trenches

• Decrease of subtle with age 



Fibrosis = end point
• Fibrosis (Guo, Vigano)

• A war of trenches
Inflammation, immunology

• Belongs to the body 

• Stops growth ? 

• End stage

• Subtle lesions are +100% prog resistant

• Migration of endometriotic cells

• Invasiveness of endometrium

• Immunology, MET 

PR Koninckx, R Fernandes, A Ussia, L Schindler, A Wattiez, S Al-Suwaidi, B Amro, B Al-

Maamari, Z Hakim, M Tahlak  Pathogenesis based Diagnosis and Treatment of endometriosis, 

Frontiers in Endocrinology, 2021

https://www.frontiersin.org/research-topics/12614/endometriosis-pathogenesis-diagnosis-and-treatment


Adolescence  
• Primary dysmenorrhoea

• Quid diagnosis?

• Cause or consequence  

• Higher risk of initiating endometriosis



Pain at distance 

After surgery, 20/25  sciatalgia solved 

Quid exploration large somatic nerves



Indian & Chinese food supplements  - diet - exercise

• ? Anti-oxidants

• ? Immune response 

• ? Intestinal microbioma



Conclusion: it seems likely  

• >1 disease ….. heterogeneous …  clonal ….  G …..E

• Self limiting growth after initiation

• Impact on pregnancy is independent of endometriosis lesion, rather predisposition

• Variable progesterone resistance, and estrogen production = G-E

• Reversible and irreversible genetic-epigenetic changes
• Consider metaplasia    and embryologic rests

• Inherited predisposition  
• + more incidents -> abnormal cell in and abnormal environment and immunology -> more immunologic changes 

• Normal cell in and abnormal environment and immunology -> abnormal epigenetics and behaviour  

Subtle differences but finally an epigenetically abnormal cell, and often genetically

Reversible and irreversible genetic-epigenetic changes



Medical therapy

• GN-RH,  oestro-progestogens, progestogens

• Cannot be blinded

• Placebo effect +++++ e.g. the anti-TNF-a trial



Heterogeneity of lesions

Medical therapy deep 

reduces pain in 2/3

Some lesions progress 

Variability of endometriosis and respons to MT 

Heterogeneity of 

lesions

M+SD: inadequate 

KONINCKX PR, USSIA A, ADAMYAN L, 

WATTIEZ A, GOMEL V, MARTIN DC. 

Heterogeneity of endometriosis lesions requires 

new approaches to research, diagnosis and 

treatment. FVVO 2019;11: 263.

Heterogeneity of 

lesions

Becker CM, Gattrell WT, Gude K, Singh SS. 

Reevaluating response and failure of medical 

treatment of endometriosis: a systematic review. 

Fertil Steril 2017;108:125-36

No response

Still pain



Medical therapy 

• Can inactivate lesions and can decrease pain 

• Some lesions continue to grow  during medical therapy 

• Experience based in 10.000 tratments judged  >80%  VAS 8-10/10

• To be discussed 

• Mean and SD cannot judge medical therapy 

• Unclear whether effect the effect of MT is on the lesion  

• Unclear whether a different effect by different progestogens

• All GnRH agonists and antagonist have the same effect on ovary /estrogen



Surgery is logical if benign tumour

• Deep and ovarian endometriosis: nor suited for RCT

• Variable severity + duration + adhesions + completeness

• Variable ovarian damage and bowel and ureter complications

• Recurrences of deep endometriosis are rare 

• Recurrences of ovarian endometriosis  are rare after excision 5%

• Recurrences of ovarian endometriosis  are rare during medical therapy

• The singer or the song  

• Pain relief, quality of life 

• Fertility  



Surgery for superficial endometriosis 

• 20% recurrence rates 

• Implantation or GE theory: logical 

• Completeness of surgery is doubtful 

• Decrease in pain

• RCTs inadequate  

• Fertility 

• Endocan study



Cystic ovarian endometriosis

• Technique

• Excision 

• Superficial destruction

• Excision and hilus vaporisation

• Size and 2 step

• Localisation 

• Ovarian reserve

• Recurrences

• Fertility: 60 % CPR within 1 year



Deep endometriosis

• Technique

• Excision 

• Discoid 

• Bowel resection

• Ureter

• Fertility

• Pain 



• Fibrosis belongs to the body
• Superficial treatment of ovarian endometriosis
• Deep endometriosis:  more conservative surgery 

leave a rim of fibrosis 
if periphery is rather metaplasia

Reversible metaplasia
• Looks endometriosis but reversible

• Another argument to be conservative

Arguments 
• Endometriosis in lymph nodes
• Endo in bowel at distance 
• Congenital malformations: regression

after  removing obstruction 

Surgery & understanding the disease

PR Koninckx, A Ussia, S Al-Suweidi, B Amro, H Gharbi,M. Tahlak, L. Adamian, A Wattiez. 
Conservative surgery for deep boweI endometriosisn Ferrero S and Ceccaroni M (eds) 
Clinical Management of Bowel Endometriosis. 2020. Springer  pp. 119-134l



Clinical management of endometriosis
• First the diagnosis 

• absence of non-invasive diagnosis

• Symptoms + clinical exam + ultrasound

superficial lesions: not useful

Cystic ovarian ++++ performant 

Deep  ????  Considering  PPV and prevalence, no data stratified by size

• Practically

• Pain and a suspicion : indication for a MT trial 

• Also in adolescence

• ?    When to  continue

• Some lesions keep growing



Delay in diagnosis

• Should we prevent or is it already too late

• Especially if self-limiting growth 



Prevention of endometriosis = G-E incidents

• Reduce pollution 

• Reduce oxidative stress 

• Reduce blood in peritoneal cavity   

• Reduce blood in the endometriosis lesions

• Anti-oxidants        food intake

• Peritoneal microbiome (and upper genital tract)

• Genital Infections

• Intestinal microbiome 
Food intake  & exercise  

Hypotheses

• (Continuous) oral contraception

• Anti-oxidants ?

• Food intake  ?

• Exercise        ?



The future prevention ?

• After surgery

• Before initiatation



Surgery

• Recognition

• Multivariate not suited for RCT



Indication for surgery of cystic ovarian endometriosis
multivariate – not suited for RCT
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Surgery : multivariate & low numbers-> little RCT data 

• Each management is and experiment with an Outcome: 
continuous Bayesian update … like cooking 

• When

• Who

• How

• Results of a poll reflecting 10.000 managements

• Surprising agreement on experience based aspects

• Variable answers for non-experience, but literature based opinions



Adhesions Conclusions

• Individualise
• ? Risk   ? Vaginal infection – vaginoses 
• Blood and fibrin 

• No more saline -> Better rinsing liquid

• No dessication

• No warming but cooling

• Add 10% of N2O

• A  good surgeon= Gentle tissue handling + fast

• Thinner sutures (especially if knots are safe)

• Idem for anaesthesia, postoperative fatigue



Conclusions

Thank you for listening 

• Evidence based covers less than 5% of what we do

• Experience based fills the gaps – complement evidence 

• Opinion – research based variable implementation



Statistics: e.g.  men are a taller than women 

Traditional statistics 

• Hypothesis: no difference 

• Calculate the probability that 
the results can be explained 
by chance  eg less than 5% 

Bayesian  statistics 

• Hypothesis: a difference 

• Calculate the probability that the 
results are true 
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