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Kas Ir endometrioze?

» Definicija
» Endometrioze (E) ir slimiba, kam raksturigi normalam endometrijam morfologiski

un biologiski (1dzigi funkcion&josi audi (stromas un dziedzeru audi), kas lokalizéjas
arpus dzemdes iekséja slana.

Ginekologija I. Vibergas redakcija. 2013.g. 308.[pp. ISBN 978-9984-813-62-2



E patogenézes teoriju vésturiski
momenti

» Transplantacija

v 1927. gada J. Sampson aprakstija savu teoriju par
retrogradu E stinu transplantaciju un implantaciju

v Lidz sai dienai ST teorija paliek viena no
visizplatitakajam un vispétitakajam teorijam
pasaulée

» In situ veidosanas

v Metaplazijas teorija (Meyer 1919) kas paredz E
peréklu izveidosanos no celomiska epitélija

» Paréjas teorijas nav guvusas popularitati un/vai
pétnieciskus pieradijumus.

1.Sampson JA: Peritoneal endometriosis due to the menstrual dissemination of endometrial tissue into
the peritoneal cavity. Am J Obstet Gynecol 1927

2. Meyer R: Uber den Stand der Frage der Adenomyositis und Adenomyome im allgemeinen und
insbesondere uber Adenomyositis seroepithelialis und Adenomyometritis sarcomatosa. Zentralbl Gynakol
1919;36:745. | Meyer R: Zur Frage der Urnieren-Genese von Adenomyomen. Zentralbl Gynékol 1923;15:
577-587.
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Sampsona teorijas galvenie aspekti

Retrogradas menstruacijas

Halme J, Hammond MG, Hulka JF et al. Retrograde menstruation in healthy
women and in patients with endometriosis. Obstet Gynecol 1984;64:151-154

Dzivas endometrija siinas menstrualas asinis

Kruitwagen RFPM, Poels LG, Willemsen WNP et al. Endometrial epithelial cells in
peritoneal fluid during the early follicular phase. Fertil Steril 1991;55:297-303

Sinu sp&ja implantéties uz iegurna organiem
un proliferet

Koks CAM, Dunselman GAJ, de Goeij AFPM et al. Evaluation of a menstrual cup to
collect shed endometrium for in vitro studies. Fertil Steril 1997;68:560-564

Slimibas progresiju nosaka stinu atrasanas
netipiska vieta (védera dobums) un
apkartéjas vides stimulacija (peritonealais
skidrums)




Pamata teoriju klupsanas akmeni
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Progresivitate

» Uzskata, ka ja ir notikusi implantacija/transformacija slimiba progresée

Fokus uz izcelsmi bet ne progresiju

» Pamata péetijumi fokuséjas uz to ka rodas E perékli, bet nefokuséjas, ka tie progrese lidz
kliniski nozimigiem simptomiem {slimibai?}

Nevar izskaidrot, kapéc simptomi izpauzas tikai dazam sievietém

Ektopiska endometrija atskiriba no eutopiska

Was Sampson wrong? David Byron Redwine, M.DFertil Steril 2002;78:686 -93. ©2002



Endometrija vs Endometriozes sunas

Differences between endomeatriosis and eutopic endomeatrium in humans.

Characteristic compared: first author (reference) Endometmnosis Endonssetrinm
Cyclicity of estrogen receptors: Gould (G400 Absendt Present
Secretory bimding by stroma: Gould (SO0 FPresent Albsent
Sex homayone receptors; Tamaya (61}, Jamne (62). Berggwist (63, Low/\amnakble ™NMornmal
Lessey (G4), MNisclle (65). Berggwist (54
Sex homaone receptors; Jones (67 High MNMornual
Postmmenopaasal hormeone receptor lewels: Toki (68) Hizler L omrer
MNormmal cwclic histology: Metzger (69) Absent FPresent
Cyclic differentiation: Metzger (G99 Absent Present
Patient-specific endometrial phase tisswe symchronmicity: MMetzger (G090 Wariable Fhase-specific
Imtralesional glandular or stromal varnaton: Fedwine L] Present Adbsent
Fibrommiscular mmetaplasi deep dis Cuallen (71—74)., Sampson (T3 Present Absent
Fallon {76}, MNisolle (773
1 : Samopson (78)., INezhat (79 Possible in owvary Absent
Loss of heterozygosity: Jiamg (800, Jimbo (313 Present Absent
Cyclic tenascin expression; Harmmgtom (82) Absendt Present
Fibromectin receptors: Beéliard (83) Present Absent
Imtegrin alpha 3; Regidor (84} Increased Absent
Imtegrin alpha 3; Fai (85) FPositiwe MNegative
Imtegrin alpha &; Bai (B5) MNegatve Positrve
) alpha/'beta-catemin mEMNAs: Fujimoto (263 Abmorneal ) Low Mormnmal
Apoptosis of ewtopic T 2 Gelbel (BT Lower Nomaal
Apoptosis in patients with endometmiosis; Dmowskil (BE) Lower TNornmmal
Expr L of aror tase; ey decker (290, Eitawaki {907 Present Absent
Stromal cell proliferation due to interleukin &; Yoshioka (910 Mot inhibiated Imhibited
Imterleukin & sscreticon: Tsens (920 Swmwongly present FPresent
Imterleukin 1 receptor antagonist in glands: Sahakian (937 Abaways absent UUsually present
Gramalated lIymphocytes; Jones (9943 Absent FPresent
Actvated T-cells; Witz (557 Increasesd Mormnmal
1om of interferon gaomma; Klein (967 Imcreased M™Mornmmal
17-0H steroid dehydrogenase: Zeitoun (97 Absert Mormnmal
Gelatinase A prodoction: Wemn=l (9870 Imcreased ™NMornmal
Fernmenstnmal matrix metalloproteinase-1; Kokorine (1000 Present Abzent
MMatrix metalloproteinase-7, protein-stimmmlated imvasion: Fodgers (1013 FPresent Albsent
Uhrokimn type pl nnogen activator: Boase (102) Imcreased TNornmmal
Wascalar endothelial growth factor in black lesions: Donnmez (103) Feduoced M™Mornmmal
Transcripts of CYFP1A]1 gene: Starminski-Pownt= (104 Elewvated £ 7 times Mormnmal
Endometmiosis proteim-1 {(EINDHO-T):; Piva (1035) Imcreased ™NMornmal
Bcl-2 expr iom; Wat e (100 MNoncyclic Cyrclic
Stromal cell DMNA and protein synthesis response to endothelial growth Imncreased Greatlhy mncreased

factor; Miellor (107)

Redwine. War Sompson wrong?™ Fertrl Sterid 2002,




Endometriozes slimibas teorija

Definéja 1999. gada P.R. Koninckx et al
Atskir Endometriozi ka paradibu no endometriozes slimibas
Fokuséjas uz slimibas attistibu idz konkrétam tipam

Salidzina endometriozes slimibas attistibu ar labdabiga audz€éja augsanu

vV v v Vv

The Endometriotic Disease Theory

Endometriosis

Genetic mutation
Subtle lesions _ favorised by
heredity

== immunology £y e o )
volume Cystic Ovarian

environment Adhesions

Genetic mutation
cause a cell to
become tumorous

Typical

Koninckx P.R., Kennedy S., Barlow D.,
Gyn Obstet Invest 1999,47,1-10




Endometriozes slimibas teorijas
patogenézes aspekti

» Retrogradas menstrudcijas un periodiska implantacija notiek vairak ka 90%
sievietem

» Endometriozes slimiba sakas ar Sunu tumorozu transformaciju, kuras rezultata
stna uzrada labdabiga audzéja Tpasibas

» Sunu apkart&ja vide un transformacijas tips ietekmé slimibas izpausmi

» Tipiska peritoneala
» Cistiska
» Dzila

» Nemot véra labdabiga audzéja Tpasibas, kirurgiska arstésana bitu kurativa bez
recidiva riska

» Savukart recidivs tiek uzskatits par nepilnas kirurgiskas arstésanas rezultatu vai de
novo veidojumu ar citu lokalizaciju




Endometrioses slimibas recidivi

IRCAD
Barretos 1-8-16

A recurrent disease ?

Subtle 100%

Typical 20%

Philippe R. Koninckx

Cystic 5%

Prof em KU leuven Belgium, Univ Oxford UK, Univ Sacro Cuore, lItaly,

Honorary Consultant UK, Hon Prof Moscow Univ
Gruppo Italo Belga, Leuven —Rome, Belgium Italy.

* Deep 1%




Peritonealais skidrums ka reguléjosais
faktors

» Galvenokart veidots no ovariala eksudata

» Steroido hormonu koncentracija skidruma ir lielaka neka plazma, sasniedzot
maksimumu péc ovulacijas, kad 17b- estradiola limenis palielinas 100x neka
plazma.

» Lidzigas izmainas skar ari Pg

» Kas vél atrasts skidruma - monociti, eritrociti, glikodelini (pp14 no
endometrija stinam), heat shock protein, Ca - 125, citokini, angiogenézes
fakotri u.c.

» To koncentracija ir lielaka neka plazma pateicoties lokalai sekrecijai

» Nemot vera lielakas koncentracijas un lokalu iedarbibu tika secinats, ka
peritonealas sunas tiek vairak ietekmétas ar skidruma esosam vielam neka
plazmas koncentracijam




Peritonealais skidrums + endometrioze

» Endometriozes gadijuma makrofagu daudzums un aktivétu makrofagu
daudzums ir palielinats rosinot domu par vaju sterila iekaisuma procesu.

» Angiogenézes faktori sievietéem ar E ir lielakas koncentracijas.

» Celularas imunitates samazinajums, NK stinu supresétas funkcijas dél
(glikodelinu konc. ICAM-1 izdale)

» Neskatoties uz faktoriem, kas norada uz stimuléjoso efektu katrs atseviski,
novérojumi rada, ka E skarta platiba ir apgriezti proporcionala makrofagu
iekaisuma reakcijai. (Haney et al. 1991)

» Tas uzved uz domu, ka per.skidrumam piemit vairak supreséjosas Tpasibas
endometriozes attistibai.




Endometriozes slimiba un tipiskie E
perekli

» Uzskatiti par normas
variantu vai labdabigu
audzeéju ar loti zemu
augsanas potencialu, kas
neizpauzas visas dzives
laika

» Tiek reguléti ar peritoneala
skidruma palidzibu

» Tikai dala ir saitita ar
hroniskam iegurna sapém
(~50%)

» Nav skaidras asociacijas ar
infertilitati




Endometriozes slimiba un cistiska
endometrioze

» Tiek uzskatita par sarezgitu
endometriozes slimibas izpausmi

Ir ciesi saistita ar infertilitati

Vairuma gadijumu saistita ar
hroniskam iegurna sapem (~80%)

» Nav drosa skaidrojuma kapéc
paradas gandriz ekskluzivi olnicas

» Vienu no galveniem faktoriem
atzimeé olnicas vidi, kur
hormonalas koncentracijas ir vél
lielakas par peritonealam

sendometrioma
(2 cm)



Endometriozes slimiba un dzila
endometrioze

v o 746  P.R.Koninkx et al.
» Dzils ir > 5 mm no peritonealas
virsmas

» Vissarezgitaka slimibas forma P
“eritonea

» Stipri saistita ar hroniskam iegurna fluid
sapeém (~95%) Y

» Nav skaidra sasaiste ar auglibu

» Parsvara hormonala regulacija caur
plazmu, nevis peritonealu skidrumu

» Nemot vera konceptu, ka N .
peritoneala vide mazina d
endometriozes izpausmes, logiski
tiek Ska]dFOta dzi la mezgla agreswa Figure 2. Endocrine gradients from peritoneal fluid and their effect

uzvedt ba JO SU n aS ir «ai Zbegu sas» on superficial and deep endometriosis suggest that deep endometrio-
no peri itoneala skidruma kontroles Sis has ‘escaped” from peritoneal fluid




Endometriozes klasifikacijas problemas

Patreiz visplasak lietota rAFS
klasifikacija
Kliniska vértiba ir ierobezota

Analizéjot rAFS stadijas un
pereklu tipu tika konstateéts,
ka >95% sievietem ar | un Il
stadiju bija peritoneala
endometrioze un Il un IV
stadijai vairak raksturiga
bija dazada izmera cistiska
E. (Lidzigi Acosta
klasifikacijai)

Dzila endometrioze nav
atspogulota klasifikacija

ENZIAN punktu sistéma
piedavata ka papildus riks pie
rAFS, tacu nav loti populara

Stage 1, minimal

Stage 1, mild
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STCDAP klasifikacija

» An endometriosis classification, designed to be validated. Philippe R.
Koninckx & Anastasia Ussia & Leila Adamyan & Arnaud Wattiez. Gynecol Surg
(2011) 8:1-6

Table 1 A simple descriptive endometriosis classification with either the exact diameter of lesions or classes designed to permit statistical
validation and analysis

Type of lesion Localization Mean diameter Classes

Subtle mm 1=<3 cm 2=>3 cm

Typical mm 1=<3 cm 2=>3 cm

Cystic mm 1=<5 cm and unilateral 2=>5 cm and/or bilateral

Deep Rectovaginal mm 1=<1 cm 2=2-3 cm 3=>3 cm
Left/right 1=<I1 cm 2=2-3 cm 3==3 cm
Sigmoid mm 1=<I cm 2=2-3 cm 3=>3 cm
Bladder mm 1=<1 cm 2=2-3 cm 3=>3 cm
Ureter hydronefrosis mm 1=<1 em 2=2-3 cm 3=>3 cm

Adenomyosis 1 =junctional zone 2=focal nodule

Pockets =<1 em 2=>1 cm




STCDAP klasifikacijas pamatojums

» Aprakstosa klasifikacija
» Katram E vaidam jabut klasificetam atseviski

» Adenomiozei jabit atspogulotai atseviski, jo to saistiba ar E un klinisko
izpausmi nav skaidra

» Piemeri:
» SOTOCODOAOPO
» Konkrétas klases atveiglo, mazina subjektivas interpretacijas kludu

» Saaugumi netiek skaititi savas dazadibas dél un tuvas saistibas ar cistisko E




Secinajumi

» Endometrioze ir sarezgita multifaktoriala slimiba ar joprojam neskaidru
etiopatogenézi

» Endometriozes slimibas teorija pielauj E attistibu, ka labdabigu Tu, ar 3
dazadam manifestacijam

Kirurgiska arstésana varétu bat kurativa

E recidivi uzskatiti par nepilnigas kir.th rezultatu vai de novo izpausmi

Patreiz pienemtai klasifikacijai ir daudz trukumu

vV v v Vv

STCDAP klasifikacijai ir vajadziga aprobacija un pieradijumi kliniskai
lietderibai
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