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Endometridza — enigmaticka nemoc

Definice

Ektopicky vyskyt endometria mimo dutinu délozni

Incidence

Postihuje 3 —10 % zenské populace

Vyskytuje se u 30 % zen s neplodnosti a 45 % zen s panevnim bolesti
Polygenni dédicnost — 7x vyssi incidence u zen s pozitivni RA

Rocni naklady na lécbu S 18 — 22 mld (USA, 2002)
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Etiologie |

Proliferace in situ

peritoneum (Meyer, 1903)

zanétliva metaplazie (Meyer, 1919)
hormonalni metaplazie (Meigs,1938)

indukcni metaplazie - degradace endometria
(Merril, 1966)

germinalni epitel ovaria (Waldeyer, 1870)
embryonalni bunky (para)mesonephros (Breus,
Cullen 1894-1996)

Transplantacni teorie

retrogradni menstruace (Sampson, 1921)

FAKULTNI
: NEMOCNICE
BRNO

Endometrium Retrograde menstruation

o |
@ ®@Adhesion

* |lymfogenni prenos (Halban, 1924 - hysteroadenosis metastatica)
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Hormonalni teorie

» |uteinized unruptured follicle - (Marik, Hulka, 1978)
" poruchasyntézy steroidl — aromataza (Bulun, 1997)
»= degradace ovaridlnich steroidu (jaterni porucha)
Imunologicka teorie (Dmowski, 1987)

= poruchabunécnéimunity

Anatomické poruchy

= Hloubka cavum Douglasi

= Allen-masters syndrom

Vlivy prostredi

= Dioxiny, fytoestrogeny
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Etiologie Ill - soucasné smery

Endometrialni tkan vs. eutopické Receptorové zmeéeny
endometrium = Estradiol
= odlisné charakteristiky — ovliviiuje expresi rady genu
= morfologické, chemické, genetické — proliferace receptivniho endometria
= produkce cytokinu, prostaglandint — silné mitogenni ucinky na
" metabolismus estrogent endometrium
" reakce na gestageny — vazba na estrogenni receptor (ER)
— exprese progesteronového
Apoptoza a jeji regulace receptoru (PR)

= Progesteron
— sekrecni transformace endometria
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Etiologie lll — receptorové zmeny
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PR Attia GR, Bulun S, J Clin Endocrinol Metab, 2000
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Etiologie lll - zména na ER-R receptoru

= de-methylace promotoru genu pro ER-B (CpG island)
= zvysena exprese ER-B u endometridzy

ENDOMETRIUM ENDOMETRIOSIS

melhy|ated CpG

CO Repr (Punmelhylated CpG @
| [Mecpzlﬁ
ERp 1

RO o -

1
gene promoter coding regnon promoter coding region

overexpression

Bulun S, Semin Reprod Med 2011
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Symptomy endometridzy

Bolest

" Pelvalgie, dyspareunie, dysmenorrhoea
Poruchy plodnosti

= Primarni a sekundarni sterilita

= Qvarialni a tubarni faktor

Patogeneze symptomu
= metabolismus kyseliny arachidonové (prostaglandiny)

* alterace imunitniho systému (makrofagy, cytokiny - napf. fibroplastické
= mechanicky
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Klasifikace

ENZIAN (2005)

= staging onkologickych nalezt

= zahrnuje genitalni i extragenitalni formy
Koninncky, Martin (1992)

=" endometrioza rektovaginalniho septa
r-AFS klasifikace (1985) (American Fertility Society)
= Ctyri stadia (I-1V)

= |aparoskopie

Biberoglu a Behrman (B&B) (1981)

= klinické projevy a symptomy endometriozy
= uplatnéni v klinickych studiich
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Extragenitalni endometridza

GIT (15 %)

= strevo

= rektosigmoideum

= apendix, ileum,Meckeltv
divertikl

" hepar, pankreas

= peritoneum

Respiracni trakt
= plice, pleura, nasalni
sliznice

Sténa brisni
= jizvy SC, LSK, hernie

Perineum, ingviny
Uropoeticky trakt (4%) = Episiotomie,lig. rotundum
= meéchyr, ureter

= |edviny Mozek, micha, kosterni sval
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ENZIAN (2005)

Hluboka infiltrujici endometriéza (DIE)

= Tumor
 Velikost
 Lokalizace
* |nvaze

 Shlukovani
" Presnostklasifikace
= Chirurgické reseni
= Histologie
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Klasifikace Il

r-AFS klasifikace (1985)

LSK vizualizace

= |nvazivita

= Nezahrnuje
 extragenitalni formy
« DIE

=  Presnostklasifikace

= Chirurgické reseni

= Biopsie lozisek

= Digitalizace dat

= Efekt terapie
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EXAMPLES & GUIDELINES
STAGE I (MILD)

STAGE | (MINIMAL)

PERITONEUM

s = Ikm 2 Decp Endo - >3cm -6
R OVARY CULDESAC
S Endo = < lkkm ] Enda = <{lom 1 Partial Oblsteration 4
Filmy Adhesbons = < 1/3 ] Filmy Adhcsions = {1/3 1 L ONVARY
TOTAL FOINTS L OVARY Deep Endo - I-&m <16
Endo =  {lom TOTAL POINTS 26
TOTAL POINTS 9

STAGE 111 ( MODERATE)

PERITONEUM

STAGE I (MODERATE)

Deep Endo = Lim -32 Complete Obliteration - 40
Dense Adhesions. = (173 8 R OVARY
Filmy Adhcsions = {1/} 1 L TUBE Deep Endo - lLxm -16
L TUBE 3 Deone Adhosiors = { 1/3 L] I.!nmil Adbesons = (1/3 -4
- <V 16*

L OVARY TOTAL FORNTS Derse Adbesions = D23 - 16
E - {lcem 4 L OVARY 36 16

Dense Adhosions - < 1/3 4 Deep Endo - b¥m -
3 X Point assignment changed to 16 Adhesions  ~ D23 - 16
TOVAL POINTS i TOTAL POINTS 4

STAGE IV (SEVERE)

Determination of the stage or degree of endometrial in
volvement & hased on 2 weighted point system. Distsbution
of points has been arbatranly determined and may require
further revision of refinement as knowicdge of the discanc
increases.

To ervure complete evalimtion, inspection of the pelvis in
a clockwise of counterclockwise Enhion ks enc
Number, size and location of endometrial implants,
endometriomas and/of adhcsions are noted. For e
five scparae 0.5cm ial implants on the peritoncum
(2.5 cm total) would be aigned 2 points, ( The surface of
the uterus should be considered peritoncum. } The severity

the or adh should d

decp endomctrioma of the ovary assocusted with mare than
3cm of superficial discase should be scored 20 (not 24).

In ahm:n[:mu with oaly one adencxa, points applicd to
discase of remaining tube and ovary should be multipled
by rwo, " * Points assigned may be circled and totaled. Aggre-
gation of points indicates stage of discase (minimal, mild,
moderatc, of svere )

The presence of endometriosts of the bowel. urinary tract,
fallopian tube, vagina, cenvix, skin ctc, should be docu-
mented under “additional endomctriosis = Other pathology
such & tubal occlusion, lcsomyomata, uterine anomaly, ctc.,
should be documented under “awociated ;:xlmlogv' Al

d the

pathology should be depicted as speaifically 2 posaible on
the sketch of pobvic organs, and means of observation (Lpa-
roncopy of Liparotonmy ) should be noted.
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Biberoglu a Behrman (B&B skdre) (1981)

Klinické symptomy
Kvalita zZivota
Neinvazivni

Endometridza

Klasifikace i
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Dysmenorrea

Dyspareunia

Panevnibolest

Panevnicitlivost

Indurace

Chybi

Mirna

Stiredné

Silna
Nevstahuje se

Chybi

Mirna

Stredné silna
Silna
Nevstahuje se

Chybi
Mirna
Stiredné silna
Silna

Chybi
Mirna
Stredné silna
Silna

Chybi
Mirna
Stiredné silna
Silna

0 Bez diskomfortu
1 Mirna ztrata pracovni efektivity

2 Cast dne zlstavav posteli,ob&asnaabsence v praci

3 Jeden a vice dni v posteli, pracovni neschopnost
4 Amenorrhoea

0 Bez obtizi nebo bolesti

1 Tolerovany diskomfort

2 Bolestiva souloz az prerusenisouloze

3 Vyhybani se soulozi pro bolest

4 Sexualné neaktivni, nebo preferuje neodpovidat

0 Bez diskomfortu
1 Obcéasny panevnidiskomfort

2 Patrny diskomfort pro vétsi ¢ast cyklu
3 Vyzaduje silnianalgetika, perzistujici pocas cyklu

0 Bez citlivosti

1 Minimalni citlivost pfi palpaci

2 Vyrazna citlivost pri palpaci

3 Nemoznost palpovat vzhledem k citlivosti

0 Bez indurace
1 Déloha volné mobilni, indurace v cul-de-sac

2 Zbytnélé a zatvrdlé adnexa a cul-de-sac, omezena hybnost
3 Nodularniadnexa a cul-de-sac, déloha imobilni (frozen)
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Koninncky, Martin (1992) rektovaginalni septum

Neinvazivni

= Palpace

= Kolposkopie/Rektoskopie
= Sonografie

* Transvaginalni

* Transrektalni
NMR

= Biopsie lozisek
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#Enzian

(Classification of Endometriosis)

Peritoneum Ovary Tubal ovarian Rectovaginal space
I condition Vagina

M Sum of all di M Sum of all : :ﬁc'l)ttlﬁistiyons o un‘;m“ manfmr
left right Ieft. Patem:yrtiegs:lt D /A
Pl s<3em 01 ><3em
ol X 7,
P2 237em 02 23-7em "
- j
I 2,
03 7 25 7cm

/

left right
m ovaryis

val missing
x  unknown / not visible

left right (Location)
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=  Apnamnéza
= Gynekologické vysetreni
= UZvysSetreni

= (Cal2s

= |Laparoskopie

= Histologie
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Individualizace lécby
= Neexistuje idealni univerzalni lécebny pristup pro vsechny pacientky
" Terapie usita na miru potrebam kazdé pacientky
= U&el individualizované terapie:
= Redeni potizi: neplodnost, bolest
= Optimalizace profilu Ucinnosti, bezpecnosti a tolerability
= ZvysSeni adherence k léche
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Farmakoterapie endometriozy

Nespecificka lécbha
Neni schvalena v indikaci endometridzy
= Nesterodini antiflogistika
= Kombinovana hormonalni
antikoncepce

Specificka lécba
Je schvalena v indikaci endometridzy
= Agonisté GnRH
= Danazol
= Progestiny
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Farmakoterapie — specificka terapie

Agonisté GnRH Progestiny/antiprogestin
Suprese FSH/LH — desensitizace a down- | | Suprese FSH/LS, pfipadné dalsi ucinky,
regulace hypofyzarnich receptorid GnRH napfr. protizanétlivé

= Leuprolin

= Goserelin = MPA

= Buserelin = Dydrogesteron
= Triptorelin = Norethisteron
= Nafarelin = Dienogest

= Avorelin = Gestrinom

Androgeny
Suprese FSH/LH, antiestrogenni a hyperangrogenni efekt
= Danazol
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Farmakoterapie — specificka terapie |

Agonisté GnRH

Syntetické peptidy modelované podle hypotalamického GnRH
Vysoka ucinnost— v lécbé endometridzy povazovany za standard

Mechanizmus ucinku: down-regulace hypofyzarni sekrece gonadotropinu indukujici
hypoestrogenni anovulacni stav

Vedlejsi ucinky

 Hypoestrogenni stav

«  Ubytek kostnich minerald

 Bez soucasného podavani substitucnilécby je doba |IéCby limitovana (6 mésicu)
e Substitucnilécba zvysuje financni naklady, optimalni rezimy nejsou stanoveny
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Farmakoterapie — specificka terapie li

Depotni MPA (150 mgi.m.)
= Verze s nizSidavkou (104 mg, subkutanné)schvalenav USA
= Ucinek na hustotu kostniho mineralu2
* U Zen uZivajicich depo-subQ provera 104 muze dojit k vyraznému ubytku kostni
hmoty
e ztrata kostni tkané se zvysuje s délkou uzivani a nemusi byt plné reverzibilni
= Zpozdéni obnovy ovulace po ukoncenilécby
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Farmakoterapie — specificka terapie Il
Depotni MPA

Procentualni zména, patefni BMD
@

0 5 10 15 20 25 30 35 40 45 50 55

MPA, medroxyprogesteron acetat.

Pocet mésicii od zacatku lé€by Adapted from Clark MK, Sowers M, Levy B er all. Fertil Steril 2006
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Farmakoterapie — specificka terapie llI

Progestiny

Syntetické hormony s aktivitou podobnou progresteronu

* Pouzity k Iécbé endometriozy v 50. letech, ale nebyla k terapii endometridzy vyvinuta
* QOdvozené od ruznych steroidu (progesteron, testosteron), odliSuji se svymi ucinky

* Omezené mnozstvidukazu z placebem kontrolovanych studii

Vedlejsi ucinky

Nepravidelné krvaceni, spinéni

PrirGstek hmotnosti

Bolesti hlavy, akné a zmény hladin lipidd

Nové typy — selektivni vazba k progesteronovym receptorum

Specificky minimalizuji androgenni, estrogenni i glukokortikoidni vedlejsi ucinky

1. Sitruk-Ware R. Hum Reprod Update 2006; . T .
2. Schindler AE et al. Maturitas 2003: 4. Winkel CA & Scialli AR. J Womens Health Gend Based Med 2002;

3. Kistner RW. Am J Obstet Gynecol 1958; 5. Vercellini P et al. Hum Reprod Update 2003.
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V 4

Biologické ucinky progesteron a vybranych progestinu

Proges.tggennl' Glukok_or.tikoid. Androgenni aktivita Anti-andrpgenni Anti-minerglt_)kortikod.
aktivita aktivita aktivita aktivita
Progesteron + - - (+) +
Dienogest + - - + -
Drospirenon + - - + +
Levonorgestrel + - + - -
Gestoden + - (+) - (+)
MPA + + + ; ;
Norgestimat + - (+) - -
NETA + ; (+) i} i}
Desogestrel + - (+) - -
Cyproteron acetat + (+) - + -

Legenda: + relevantni akivita; (+) klinicky nerelevantni aktivita; — bez aktivity.
MPA, medroxyprogesteron acetat; NETA, norethisteron acetat
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Farmakoterapie — specificka terapie llI

Dienogest (synteticky progesteron derivat 19-nortestosteronu)

= Silny progestagenni ucinek, i kdyz jeho afinita k progesteronovému receptoru je pouze
10%

= P{sobinaendometridzu snizenim endogenni produkce estradiolu

= Potlacuje troficky ucinek estradiolu v eutopickém i ektopickém endometriu

* Pridlohodobém uzivani vede aplikace dienogestu

k hypoestrogennimu, hypergestagennimu prostiedi B ‘
" Nema in vivo zadné signifikantni androgenni, L \Visanne'$d 2 mg tablety :
mineralokortikoidni nebo glukokortikoidni ucinky | = =
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Studie optimalizace davky - design

DNG 1 mg/den* : i
Prvnl'Iaparoskopie(diagnéza)/ nr:n4g en Druh:i\ Iaparoskolple pro F:A\\,FS
(AFS skére v tydnu O skore po 24 tydnech lécby

DNG 2 mg/den
n=29
DNG 4 mg/den
n=35
Tyden 24
Vstupni kritéria:

— zeny ve veku mezi menarché a menopauzou
— endometridza stadia |-l (dle rAFS), potvrzena laparoskopicky a biopsii

Tyden O

*Skupina, uzivajici 1 mg DNG denné byla zruSena z dlvodu nedostatecné kontroly krvaceni
DNG, dienogest; rAFS, revised American Fertility Society.

Kohler G et al. Int J Gynaecol Obstet. 2010.
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Farmakoterapie — specificka terapie lli

Studie optimalizace davky — Vliv dienogestu na rAFS skdre

Prumerné rAFS skore

primér = SEM

15

10

Tyden 0

g P =0.0003
T

|
Tyden 24

Doba lécby v tydnech

rAFS, revised American Fertility Society.
KéhlerG et al. Int) Gynaecol Obstet. 2010.
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Farmakoterapie — specificka terapie lli

Studie optimalizace davky — Vliv dienogestu na symptomy

b

100

Dysmenorhea

—@— Dienogest 4 mag

— — Dienogest 2 mg

=z
< 75
N .
g \
e
==
5 50 \
=
z \
z \
=
S 25
0 '
0

\

12 24

Doba lIécby v tydnech

m

Zeny (%) udavajici priznaky

100

75

50

25

Premenstruacni bolest

—&— Dienogest 4 mg

— — Dienogest 2 mg

AN

0 6 12 24

Doba lé€by v tydnech

rAFS, revised American Fertility Society.
KéhlerG et al. Int) Gynaecol Obstet. 2010.
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Farmakoterapie — specificka terapie lli

Studie optimalizace davky — Vliv dienogestu na symptomy

=

Zeny (%) udavajici priznaky

100

75 -

50 -

25

Dyspareunie

—&— Dienogest 4 mg

— — Dienogest 2 mg

N

0 B 12 24

Doba lécby v tydnech

m

Zeny (%) udavajici priznaky

100 -

75

50 -

25

Difusni panevni bolest

—@— Dienogest 4 mg

— — Dienogest 2 mg

A

6 12 24
Doba lécby v tydnech

rAFS, revised American Fertility Society.
KéhlerG et al. Int) Gynaecol Obstet. 2010.
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Farmakoterapie — specificka terapie lli

Studie dienogest versus placebo - design

DNG 2 mg/day

n=102
S
. . , ~
Diagnosticka E ii
laparoskopie/laparotomie £4
béhem 12 mésicu 2 :
pred pocatkem studie 2

Tyden O Tyden 12
Inclusion kritéria:
= Zeny ve véku 18-45 let, trpici panevni bolesti spojenou s endometriézou
= plodné i neplodné
= histologicky prokdazana endometridza ve stadiu |l az IV (rASRM)
= minimalni hodnota VAS na pocatku studie 30 mm

DNG, dienogest; VAS, vizualni analogova 3Skala;
rASRM, revised American Society for Reproductive Medicine.
Strowitzki T et al. Eur J Obstet Gynecol Reprod Biol 2010.
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Farmakoterapie — specificka terapie lli

Studie dienogest versus placebo — vizualni analogova skale pro tlumeni bolesti

80 1
—— Dienogest 2mg
—— Placebo
60 4
___'“———___h_q__h
= i - ~
— T
EV —
E+ i T
w.g 40 i
< E \\\\\ -
> 2 \i_______ * Superiorita versus placebo
—® # P<0.0016 po 4 tydnech,
20 - * P<0.0001 po 8 a 12 tydnech
U T I T
0 4 8 12

Doba lecby v tydnech Strowitzki T et al. Eur J Obstet Gynecol Reprod Biol 2010.
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Arch Gynecol Obstet
DOI 10.1007/s00404-011-1941-7

GENERAL GYNECOLOGY

Reduced pelvic pain in women with endometriosis:
efficacy of long-term dienogest treatment

Felice Petraglia - Daniela Hornung « Christian Seitz -
Thomas Faustmann - Christoph Gerlinger -
Stefano Luisi - Lucia Lazzeri - Thomas Strowitzki

Received: 28 March 2011 / Accepted: 30 May 2011
© The Author(s) 201 1. This article is published with open access at Springerlink.com

Conclusions Long-term dienogest showed a favorable
efficacy and safety profile, with progressive decreases in
pain and bleeding irregularities during continued treatment;
the decrease of pelvic pain persisted for at least 24 weeks
after treatment cessation.
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Farmakoterapie — specificka terapie lli
Studie dienogest versus leuprolid acetat — design

DNG 2 mg/den

n=124

S

Diagnosticka Euan
laparoskopie/laparotomie éﬂ
béhem 12 mésicl 28
y " . : > 5
pred pocatkem studie S

Tyden O Tyden 24

Inclusion kritéria
= Zeny ve véku 18-45 let, trpici panevni bolesti spojenou s endometridozou
= plodné i neplodné

= histologicky prokazana endometridza ve stadiul az IV (rASRM)
Strowitzki T et al. Hum Reprod 2010.
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VAS (mm)
prumér + SEM

Farmakoterapie — specificka terapie lli
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Studie dienogest versus leuprolid acetat — vysledky - utlum bolesti VAS

70 4
—8—  Dienogest2 mg
60+ ——  Leuprolid acetat
50 —
40 —
30 —
20—
I "%
$—35 3
10 - =
0 T T | | T
0 4 8 12 16 20 24

Doba lééby v tydnech

Non-inferiorni versus
leuproid acetat (P<0.0001)

VAS, vizualni analogova $kala

Strowitzki T et al. Hum Reprod



IVI U I\I I Endometrioza : FAKULTNi

M E D B#EMOCNICE

Farmakoterapie — specificka terapie lli

Studie dienogest versus leuprolid acetat — zmény koncentrace estradiolu

100 -
| 350

T 904 B = —— Dienogest2 mg
= 80 % t 300 S —— Leuprolid acetat
S g
2s 704 O 250 o=
% * 60 - E«E
S+ 1200 3 o
w o 90 A =0
e + 5
8E 40- 150 T8
S5 e
g5 90 100 =E
g 20 - B
(=] L
¥ 104 50 S

0 | | 0

Doba lécby v tydnech

Pfepracovano podle Strowitzki T et al. Hum Reprod 2010.
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Farmakoterapie — specificka terapie lli

Studie dienogest versus leuprolid acetat — navaly horka
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Pfepracovano podle Strowitzki T et al. Hum Reprod 2010.
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Farmakoterapie — specificka terapie lli

Studie dienogest versus leuprolid acetat — zména denzity kosti

1 4 ' ——8—  Dienogest2 mg

® _ & Leuprolid acetat

% zména BMD
prumér + SEM
/
/

3 N - Vyznamny rozdil ve prospéch dienogestu
NG 2 mg oproti leuprolid acetatu(P=0.0003,

Doba lééby v tydnech Prepracovano podle Strowitzki T et al. Hum Reprod 2010.
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Dienogest is as effective as triptorelin in
the treatment of endometriosis after
laparoscopic surgery: results of a
prospective, multicenter, randomized study

Michel Cosson, M.D.,® Denis Querleu, M.D.,® Jacques Donnez, M.D.,P
Patrick Madelenat, M.D.,° Philippe Koninckx, M.D.,® Alain Audebert, M.D.® and

Hubert Manhes, M.D."

Department of Gynecologic Surgery, Maternité Jeanne de Flandres, Lille, France

Conclusion(s): Dienogest 1s as effective as Decapeptyl® for consolidation therapy after surgery for the
treatment of endometriosis. The safety profile of dienogest differed from Decapeptyl® (3.75 mg). Dienogest

constitutes a new therapeutic alternative to the GnRH analogues. (Fertil Steril® 2002:77:684-92. ©2002 by
American Society for Reproductive Medicine.)
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Maintenance therapy with dienogest following gonadotropin-releasing hormone
agonist treatment for endometriosis-associated pelvic pain

Jo Kitawaki”, Izumi Kusuki, Kaoruko Yamanaka, Izumi Suganuma

Department of Obstetrics and Gynecology, Kyoto Prefectural University of Medicine, Graduate School of Medical Science, 465 Kajii-cho, Kamigyo-ku, Kyoto 602-8566, Japan

Conclusion: Treatment with a GnRH-a followed by long-term dienogest therapy maintains the relief of
endometriosis-associated pelvic pain achieved with GnRH-a therapy for at least 12 months. This
regimen reduces the amount of irregular uterine bleeding that often occurs during the early phase of
dienogest therapy.

© 2011 Elsevier Ireland Ltd. All rights reserved.
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Dienogest, a new conservative strategy for extragenital endometriosis: a pilot study

MIYUKI HARADA, YUTAKA OSUGA, GENTARO IZUMI, MASASHI TAKAMURA, YURI TAKEMURA,
TETSUYA HIRATA, OSAMU YOSHINO, KAORI KOGA, TETSU YANO, & YUJI TAKETANI

Faculty of Medicine, Department of Obstetrics and Gynecology, The University of Tokyo, Tokyo, Fapan
(Recarved 25 Fuly 2010; accepted 18 October 2010)

Figure 2. Ultrasonographic images of rectosigmoidal endometriotic lesions in Case 2 (A) before and (B) after 20-months of treatment.
Magnificauons of the two pictures are the same.
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Farmakoterapie — specificka terapie Il
Klinicky soubor - lokalizace extragenitalnich lézi

FAKULTNI
NEMOCNICE
BRNO

Pochva rektovaginalniseptum 16 27,1 %
Cervix exocervix 6 10,2 %
GIT rektosigmoideum 6 10,2 %
apendix, ileum 4 6,8 %
hepar 2 3,4 %
peritoneum 5 8,5 %
Uropoeticky trakt méchyr 8 13,6 %
Respiracni trakt plice 2 3,4 %
Sténa brisSni— jizvy SC 6 10,2 %
LSK 3 51%
Ingvindlni lokalizace hernie 1 1,2%
Celkem 59 100,0 %

Gynekologicko—porodnickaklinika LF MU a FN Brno (2011-2012)
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Farmakoterapie — specificka terapie IlI

Dienogest v terapii extragenitalni endometriézy — Cil prace

= \lyhodnoceni efektu terapie symptomatické rektovaginalni formy
endometridzy pomoci kontinudlni terapie dienogestem 2mg/D po dobu
24 tydnU u Zen reprodukcniho véku
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Farmakoterapie — specificka terapie llI

Dienogest v terapii extragenitalni endometridézy — Metodika
= Histologicka verifikace pred pocatkem studie

= Hodnoceno:

« Zeny (%) udavajici pfiznaky e 3
e Dyspareunie @ n=1 3
* Difuzni panevni bolest i
 B&AB: Biberoglu a Behrman skore
Tyden0  Tyden4 Tyden 12 Tyden 24

e VAS: vizualni algicka skala
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Farmakoterapie — specificka terapie llI

Dienogest v terapii extragenitalni endometridzy —
Vysledky I. — vliv dienogestu na symptomy

Zeny (%) uddvajici pfiznaky

75

a0

25

Dyspareunie

¥

4 12
Doba l1écby v tydnech

24

Zeny (%) uddvajici pfiznaky

75

50

25

Difusni panevni bolest

\

.

0 4 12 24
Doba lIééby v tydnech
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Farmakoterapie — specificka terapie llI

Dienogest v terapii extragenitalni endometriézy — vliiv na B&B skdre

100

30 =L,
Zadne

Mime
Stiedné silné -
Silne -
Velmi silné -

&0

40

B&B skoére (% patients)

20

yden 0 Y yden 12 '
Ty Tyden 4 Ty Tyden 24 Gynekologicko — porodnicka klinika LF MU a FN Brno (2011-2012)
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Farmakoterapie — specificka terapie llI

Dienogest v terapii extragenitalni endometridzy —
Vysledky lll. — vliv dienogestu na VAS

&0

20

40

yAe
3“\&\

a
0 4 12 24

Doba lééby v tydnech
EAFP, endometriosis-associated pelvic pain.

VAS (mm)
prumér + SEM
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Farmakoterapie — specificka terapie llI

Dienogest v terapii extragenitalni endometriézy — Zaver
= Dienogest 2mg je ucinny v tlumeni algickych projevl spojenych s endometridézou
rektovaginalniho septa
= Zeny (%) udavajici pfiznaky
=  Dyspareunie 75% ...... 15%
= Difuzni panevni bolest 65%...... 20%

= Dienogest 2mg je ucinny v redukci lézi endometridzy rektovaginalni septa hodnoceno
dle Biberoglu a Behrman skore
: Stredné siiné I 18% ... 12%

. e B 70%...15%

Velmi silné
: Bl o0%..2%
" Dienogest 2mg je ucinny v redukci panevni bolesti spojené s endometridzou

rektovaginalniho septa dle VAS
= VAS (mm) primér + SEM 35...... 10




KTIVNI STUDIE

Utinnost dieno gestu vterapi
klinickych symptomu endometriozy
rektovaginalniho septa

Efficacy of dienogest treatment of clinical symptoms
of rectovaginal endometriosis
Papikova Z., Hudecek R., Ventruba P., Szypulova M.

Gynekologicko-porodnicka klinika LF MU a FN, Brno,
pfednosta prof. MUDr. P. Ventruba, DrSc., MBA
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Graf1 Efekt dienogestu na redukci dyspareunie v case
(McNemar)
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Efekt dienogestu na redukci BB skore (McNemar)
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Graf 2 Efekt dienogestu na redukci difuzni panevni bolesti
(McNemar)
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Graf 4 Efekt dienogestu na redukci primérného BB skore
(McNemar)
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Farmakoterapie — specificka terapie llI

Dienogest v terapii endometriozy — Studie dienogest souhrn

"= Smeérnice ESHRE
" Progestiny mohou byt v pripadé endometridzy povazovany za lécbu prvni volby,
protoze jsou v redukci skére (laparoskopie) a bolesti stejné ucinné jako danazol Ci
agonisté GnRH, zaroven vyzaduji nizsi naklady a zpUsobuji nezadouci uc€inky s nizsi
incidenci (1).
" Vyjadreni experta
= Vzhledem k dobre tolerabilité, minimalnim metabolickym ucinkim a nizkym
nakladim musi byt progestageny povazovany za léciva prvni volby (2).

1.ESRHE guideline. http://guidelines.endometriosis.org/pain.html. 2007,
2 .Vercellini P, Fedele L, Pietropaolo G et al. Hum Reprod Update 2003.
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Operacni terapie endometriozy

Konzervativni

* Excise

e Koagulace

e Laser valorizace
* Cystectomie

Radikalni
e Adnexectomie
* Hysterectomie
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Vliv chirurgické intervence na ovarialni rezervu
hodnocenou pomoci AFC

V\'(S led ky Mean Difference Mean Difference
rNv v é [ X B4 A4 V4 N,Ramrn'ss%Cl
*snizeni rezervy jiz pred operaci 3,00 [2.31, 369]
esignifikantné nizsi AFC u postizeného ovaria 270082, 4.58]
1501063, 2.37)
o e e
IV, Random, 96%Cl | 0,70 -1.66, 3.06]
-5.10 [-7.42,-2.76) -0.70(-2.00, 0.60]
-0.70 (-2.02, 0.62] 190 (-2.36, -1.44]
-3,60 [-4.45, -2.75)
-2.19 [-7.10, 1.51]
0.10 [-1.45, 1.65]

Source: Hum Reprod © 201+ 2¢¥=;a University Press

Source: Hum Reprod @ 2014 Oxford University Press
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Odstraneéni unilateralnich endometriomu

Okamazita a trvala redukce ovarialni rezervy

12.00 -12.00
Vysledky
10.00 - - 10.00 E
* signifikantni pokles hodnot AFC a AMH ]
. / v s = e00q i i N o [800 3
* redukce trvala —bez rozdilu 1 mésic/ 6
meésicu od operace I oo £
e zadna korelace s pouzitim bipolarni o 1| Lo
koagulace ol |\ TH e ‘|
* AMH - lepsi parametr pro postoperacni | \ : |
7 0.00 = T T T T —— 0.00
hodnoceni u 2R

Figure 1 Preoperative and post-operative anti-Millerian hormone concentration (dashed line) and antral follicle count (dotted
line). Error bars indicate standard deviation. Letters indicate mean difference from preoperative value by paired-samples t-test:
a= 0.9 (95% Cl —1.67 to —0.25), P=0.01; b=—-0.B1 (%5% Cl —1.21 to -0.42), P= 0.01; c=—1.32 (95% C| —1.99 to —0.65),
P<0.00; d=-0.82 (95% Cl —1.07 to —0.56), P = 0.01. Mo sienificant difference exists between 1-month and é-manth values.
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Laparoskopicky stripping endometriomu

Negativni vliv na ovarialni rezervu
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Table 2 Hormone concentrations before laparoscopic stripping of ovaran endome-
triomal(s) and after 3 and 9 months.

Hormone Before LPS After LPS P-value
3 months 9 months

FSH {IU/1) b.b+ 2.0 7T.8+3.4 8.0+ 3.7 R

LH {IU/1) 5.0+ 2.0 4.5+ 1.7 4.2+ 2.0 M5

Oestradiol (pg/mil)
Inhibin B (pg/ml)

< AMH (ng/ml)

Values are mean + 5D. AMH = anti-Mullerian hormone; LPS = laparoscopic stripping; N5 = not
statistically significant.

35.2+24.5 3354293 31.9 + 26.6 N5
16+ 31 3 A7 4+ 23100 44.5 4 6.0 N5
3.0£0.4 1.4+0.2 1.3+0.3 <0.000T >
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Vliv laparoskopické cystektomie na ovarialni rezervu
pacientek s unilateralnim a bilateralnim endometriomem

A w— 38 yearsold ~ew==> 35 vears old C e Bilateral cyst  wm—linjlateral cyst
4.5
Vysledky =
« signifikantni pokles hodnot AFC a 3
. e 3
vzestup FSH po operaci
* Vyraznéjsi pokles AMH u Zen nad 38 &
let a bilateralnich nalezu -
; 1
0.5
0

onecycle 1week 3months 9 months 0
preop  postop  postop  postop Onecycle 1week 3months 9 months

preop  postop  postop  postop
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Hodnoceni ovarialni rezervy

Parametry cyklu IVF
= Délka stimulace (D)
= Spotreba gonadotropint (IU)
= Sérova hladina E2 pfi ukonceni stimulace (pg/ml, nmol/ml)
= Pocet ziskanych oocytl (n)
= Pocet ziskanych embryi (n)
" Procentoimplantovanych embryi = implantation rate (IR)
= Procento klinickych gravidit = pregnancy rate (PR)

" Procento donoSenych gravidit = také home baby rate (THBR)
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Postihuje laparoskopicka excize endometriomu

ovarialni rezervu? Poznatky z IVF

IMPLANTATION
RATE 9 % !!!

Vysledky

Table IL. Characteristics of the 46 IVF cycles in patients who had

previously undergone monolateral ovarian cystectomy

. o , Cycle characteristics Value
e Signifikantni redukce
. . 7- Fertilization technique
objem ovaria IVE (n) 37 (80)
: 1 ICSI (n) 9 (20)
e § 1gN |f| ka ntne nizsi 7 5 Stimulation protocol
. . o z Long protocol (n)* 40 (87)
pocet folikulu u Y RFSH + GnRH antagonist (n)® 6 (13)
, ; 3 3. Duration of stimulation (days)* 1.8 £ 1.9
operovane ho ovaria Z No. of rFSH ampoules (75 IU)* 45.7 £ 194
Z? “ Serum estradiol level at time of hCG injection (pg/mly* 1772 + 998
o . 4 1 ol No. of oocytes retrieved* 6.7 4.2
Viyrazne horsi Total no. of embryos* 30+ 24
U ‘ No. of embryos transferred* 1.9 = 1.1
parametry IVF Controbovary Operatedovary Clinical pregnancies per transfer (n) 7(18)
Figure 1. Number of follicles >15 mm on the day of hCG No. of implantcd C[l]bl’}‘OS {implanlalicm rate, %) 8 (9)

administration in the operated and in the contralateral intact ovary.
Values are mean * SD. *P < (0.001.



I\/I U I\I I Endometrioza : FAKULTNI’

M E D NEMOCNICE

BRNO
Ovarialni rezerva a vysledky IVF u Zzen s pokrocilym

.
stupnem endometriozy

Vysledky — ovarialni rezerva

" Snizena ovarialni rezerva u pacientek s endometriozou

" \/yrazneé nizsi ovarialni rezerva po intervenci na ovariich

Parameters Stage I and IV endometrions, n = 110 II-No endometrionisn =175
Ia-No previous surgery, n =63 Ib-previous endometrioma surgery, n = 47
Age (vears) 3067=527 3262=563 377259
Duragon (vears) 8.62(4.86) 7.32(5.0%) 832(3.15
AFC 10.75=307 000=307 1230=417
AMH (ng/mL)* 210157
FSH (mIU/mL) 60T=1.56 697=275 §42=151
E2 (pg/ml) 3808=1734 3503=1601 013184
BMI (kgm’) 25742427 2625=411 2066=486

AFC: antral follicle count; AMH: Anti-Miillenian hormone; *(Conversion factor to pmol/’L X7.4); E2: est
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Ovarialni rezerva a vysledky IVF u zen s pokrocilym

stupnem endometriozy
Vysledky — IVF cykly
= \lyrazne horsi vysledky IVF u pacientek s endometriozou
* Nejhorsi vysledky u pacientek s endometriozou po operaci

| AL B
Celkova davka stimulacnich Iéku 2600 IU 2800 U 2300 U

Pocet oocytl 7,0 6,0 8,9
PocCet embryi 4,0 3,4 51

Procento klinickych gravidit 27,0% 12,8% 36,6%
Procento donosenych gravidit 23,8% 8,5% 29,1%
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Endometridoza a asistovana reprodukce

Ovaridlni rezerva primarné snizena u endometriomu
AMH specificky parametr u endometrialnich cyst
Operacni intervence na ovariich => snizeni ovarialni rezervy

Mira posSkozeniovarii v souvislosti s radikalitou operace

Snizeni rezervy => vyssi spotreby exogennich gonadotropin(

Snizeni rezervy => horsi vysledky IVF

Na endometriozu je nutné nahlizet jako na chronické onemocnéni vyzadujici
celozivotnilécebny plan s cilem maximalniho vyuziti farmakologické terapie a
omezeni opakovanych chirurgickych procedur.
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Endometridoza a asistovana reprodukce

Neexistuje terapie vedouci k trvalému vyléceni endometridzy

Cilem lécby je individualizace!
= Uleva od bolestia dalSich symptom
= Redukce endometriotickych lézi
= Zachovani/obnova fertilitnich funkci
= Zabranéni navratu onemocneéni

= Zlepseni kvality zivota
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Endometriodza - Guidelines

Doporucené postupy ESHRE

Hum. Reprod. Advance Access published January 15, 2014

Human Reproduction, Vol.0, No.0O pp. 1 -13, 2014
doi:10.1093/humrep/det457

Ihumaﬂ : ORIGINAL ARTICLE ESHRE pages
reproduction

ESHRE guideline: management
of women with endometriosist

G.A.). Dunselman'* N. Vermeulen?, C. Becker?, C. Calhaz-Jorge?,
T. D’Hooghe3, B. De Bieé, O. Heikinheimo?, A.W. Horne?, L. Kiesel?,
A.Nap'? A. Prentice'!, E. Saridogan'?, D. Soriano'3, and W. Nelen'4
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Endometridza - Guidelines

Doporucené postupy ESHRE - stupneé validity

Table | Key to grades of recommendations used in ESHREguideline.

Grade of recommendations

GPP (Good practice point)

Based on

Meta-analysis or multiple randomized trials (of high quality)

Meta-analysis or multiple randomized trials (of moderate quality)
Single randomized trial, large non-randomised trial(s) or case control/cohort studies (of high quality)

Single randomized trial, large non-randomised trial(s) or case control/cohort studies (of moderate quality)
Non-analytic studies or case reports / case series (of high or moderate quality)

Based on experts’ opinion

All studies of low quality were excluded from the guideline



= =
m e
O =

Endometridza

Endometrioza - Guidelines

Hormonalni terapie algickych projevu

Treatment of endometriosis-associated pain
Empirical treatment of pain

Are hormonal therapies effective for painful symptoms associated
with endometriosis?

Clinicians are recommended to prescribe hormonal treatment A-B
[hormonal contraceptives (Level B), progestagens (Level A),
anti-progestagens (Level A), or GnRH agonists (Level A)] as one of the

options, as it reduces endometriosis-associated pain (Vercellini et al.,
1993; Brown et al., 2010, 2012).

The GDG recommends that clinicians take patient preferences, side GPP
effects, efficacy, costs and availability into consideration when choosing

hormonal treatment for endometriosis-associated pain.

Hormonalni terapie algickych projevt - ANO

FAKULTNI
NEMOCNICE
BRNO
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Endometrioza - Guidelines

Hormonalni terapie algickych projevi — COC

Are hormonal therapies effective for painful symptoms associated
with endometriosis?

Clinicians can consider prescribing a combined hormonal contraceptive, B
as it reduces endometriosis-associated dyspareunia, dysmenorrhoea
and non-menstrual pain (Vercellini et al., 1993).

Clinicians may consider the continuous use of a combined oral C
contraceptive pill in women suffering from endometriosis-associated
dysmenorrhoea (Vercellini et al., 2003).

Clinicians may consider the use of a vaginal contraceptive ring or a C
transdermal (oestrogen/progestin) patch to requce

endometriosis-associated dysmenorrhoea, dyspareunia and chronic
pelvic pain (Vercellini et al., 2010a,b).

Dysmenorrhoea, dyspareunia — COC - ANO

FAKULTNI
NEMOCNICE
BRNO
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Endometrioza - Guidelines
Hormonalni terapie algickych projevu — GnRH agonisté

GnRH agonists..

Clinicians are recommended to use GnRH agonists (nafarelin, A
leuprolide, buserelin, goserelin or triptorelin), as one of the options for
reducing endometriosis-associated pain, although evidence is limited
regarding dosage or duration of treatment (Brown etal., 2010).

Clinicians are recommended to prescribe hormonal add-back therapy A
to coincide with the start of GhnRH agonist therapy, to preventbone loss

and hypoestrogenic symptoms during treatment. This is not known to
reduce the effect of treatment on pain relief (Makarainen et al., 1996;
Bergquist et dl., 1997; Taskin et al., 1997; Moghissi et al., 1998).

The GDGrecommends clinicians to give careful considerationtotheuse ~ GPP
of GnRH agonists in young women and adolescents, since these women
may not have reached maximum bone density.

Dysmenorrhoea, dyspareunia— GnRH - ANO
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Endometriodza - Guidelines

Hormonalni terapie algickych projevl — inhibitory aromatasy

Are hormonal therapies effective for painful symptoms associated
with endometriosis?

Aromatase inhibitors.

In women with pain from rectovaginal endometriosis, refractory to other B
medical or surgical treatment, clinicians can consider prescribing aromatase
inhibitors in combination with oral contraceptive pills, progestagens or

GnRH analogues, as they reduce endometriosis-associated pain (Nawathe
etal., 2008; Ferrero etal., 201 ).

Extragenitalni endometridza
Refrakterni formy — inhibitory aromatasy - ANO
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Endometrioza - Guidelines
Symptomaticka terapie algickych projevl — analgetika

Are analgesics effective for symptomatic relief of pain associated with
endometriosis?

The GDG recommends that dinicians should consider NSAIDs orother ~ GPP
analgesics to reduce endometriosis-associated pain.

Symptomaticka terapie algickych projevl — analgetika - NE
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I Endometridza : FAKULTNI

Endometriodza - Guidelines

Hormonalni terapie algickych projevi — predoperacné

Are short-term post-operative hormonal therapies effective for treat-
ment of pain?

Clinicians should not prescribe adjunctive hormonal treatmentin women A
with endometriosis for endometriosis-associated pain after surgery, as it
does not improve the outcome of surgery for pain (Furness et al., 2004).

The GDG recommends that clinicians clearly distinguish adjunctive GPP
short-term (<<6 months) hormonal treatment after surgery from

long-term (=6 months) hormonal treatment; the latter is aimed at

secondary prevention.

Hormonalni terapie algickych projevl — postoperacné - NE
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I Endometridza : FAKULTNI

Endometridza - Guidelines
Hormonalni terapie algickych projevi — predoperacné

Are preoperative hormonal therapies effective for treatment of pain?

Clinicians should not prescribe preoperative hormonal treatment to A
improve the outcome of surgery for pain in women with endometriosis
(Furness et al., 2004).

Hormonalni terapie algickych projevi — predoperacné - NE
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Endometriodza - Guidelines

Hormonalni terapie algickych projevi — postoperacné

Are short-term post-operative hormonal therapies effective for treat-
ment of pain?

Clinicians should not prescribe adjunctive hormonal treatmentin women A
with endometriosis for endometriosis-associated pain after surgery, as it
does not improve the outcome of surgery for pain (Furness et al., 2004).

The GDG recommends that clinicians clearly distinguish adjunctive GPP
short-term (<<6 months) hormonal treatment after surgery from

long-term (=6 months) hormonal treatment; the latter is aimed at

secondary prevention.

Hormonalni terapie algickych projevl — postoperacné - NE
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Endometriodza - Guidelines

Hormonalni terapie extragenitalnich forem

Extragenital endometriosis

Aromatase inhibitors.

In women with pain from rectovaginal endometriosis, refractory to other B
medical or surgical treatment, clinicians can consider prescribing aromatase
inhibitors in combination with oral contraceptive pills, proge?agens or

GnRH analogues, as they reduce endometriosis-associated pain (Nawathe
etal., 2008; Ferrero etal., 201 1).

When surgical treatment is difficult or impossible, clinicians may consider D

medical treatment of extragenital endometnosis to relieve symptoms
(Bergqvist, 1992; Joseph and Sahn, 1996; Jubanyik and Comite, 1997).

Hormonalni terapie extragenitalnich forem - ANO

FAKULTNI
NEMOCNICE
BRNO
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Hormonalni terapie extragenitalnich forem

Gynecological Endocrinology, 2010; Early Online, 1-4 |nf0rma

healthcare

Dienogest, a new conservative strategy for extragenital endometriosis: a pilot study

MIYUKI HARADA, YUTAKA OSUGA, GENTARO IZUMI, MASASHI TAKAMURA, YURI TAKEMURA,
TETSUYA HIRATA, OSAMU YOSHINO, KAORI KOGA, TETSU YANO, & YUJI TAKETANI

Faculty of Medicine, Department of Obstetrics and Gynecology, The University of Tokyo, Tokyo, Fapan

(Received 25 Fuly 2010; accepted 18 October 2010)
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Endometriodza - Guidelines

Hormonalni terapie v postmenopause

Menopause in women with endometriosis

How should menopausal symptoms be treated in women with a history
of endometriosis?

In women with surgically induced menopause because of endometriosis,
oestrogen/progestagen therapy or tibolone can be effective for the
treatment of menopausal symptoms (Al Kadri et al., 2009).

Hormonalni terapie v postmenopause — ANO

B
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Endometriodza - Guidelines

Primarni prevence endometridzy

Primary prevention of endometriosis

Is there a role for primary prevention of endometriosis?

The usefulness of oral contraceptives for the primary prevention of
endometriosis is uncertain (Vercellini et al., 201 ).

The usefulness of physical exercise for the primary prevention of
endometriosis is uncertain (Vitonis et al., 2010).

Primarni prevence endometriozy — NE

FAKULTNI
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Endometriodza - Guidelines

Sekundarni prevence algickych projevu

Is there a role for secondary prevention of disease and painful
symptoms in women treated for endometriosis?

After cystectomy for ovarian endometriomainwomennotimmediately A
seeking conception, cliniaans are recommended to prescribe combined
hormonal contraceptives for the secondary prevention of

endometrioma (Vercellinietal., 2010a, b).

In women operated on for endometriosis, clinicians are recommended A
to prescribe post-operative use of a LNG-IUS or a combined hormonal
contraceptive for at least |8—-24 months, as one of the options for the
secondary prevention of endometriosis-associated dysmenorrhoea,

but not for non-menstrual pelvic pain or dyspareunia (Abou-Setta et al.,
2006; Seracchioli et al., 2009).

Sekundarni prevence dysmenorrhoei —COC — ANO

FAKULTNI
NEMOCNICE
BRNO
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dysmenorrhoea
dyspareunie
cyklickeé bolesti s vazbou na menstruaci

prujmovita stolice, zacpa
enterorhagie
bolestiva defekace

dysurie, urgence
Inkontinence |
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celkova unava
kfeCe v briSe
dorsalgie
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EVALUATING RESPONSIVENESS TO CHANGE OF THE FRENCH VERSION
AND COMPARISON WITH EQ-5D

Gabrielle Aubry!, Marion Ravit!, Guillemette Thiollier?, en d metriosis

Cyrille Huchon'2, Pierre Panel?, Arnaud Fauconnier'?
(1) Research unit EA 7285 RISCQ, Université Versailles St-Quentin, 78180 Montigny-le-Bretonneux, France

(2) Department of Gynaecology & Obstetrics, Centre Hospitalier Intercommunal de Poissy — Saint-Germain, Poissy, France I H H 1
(3) Department of Gynaecology & Obstetrics, Centre Hospitalier André Mignot, Versailles, France Co n s u ta t I o n q u e St ' O n n a l re
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CANBERRA Australian
endometriosis R 3 National

CENIRE 3 University

RAND > RAND Health > Surveys > RAND Medical Outcomes Study > 36-ltem Short Form Survey (SF-36) >

Endometriosis Impact Questionnaire (63-item EIQ) 36-I1tem Short Form Survey Instrument
© Moradi M., et al. (SF-36)

Maryam Moradi, Melissa Parker, Anne Sneddon, Violeta Lopez, David Ellwood RAND 36_'tem Health survey 1_0 Questionnaire ltems
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Hindawi Publishing Corporation
International Journal of Chronic Diseases
Volume 2013, Article ID 452134, 7 pages
http://dx.doi.org/10.1155/2013/452134

Hindawi

Research Article

Quality of Life Assessment Using EuroQOL EQ-5D
Questionnaire in Patients with Deep Infiltrating Endometriosis:
The Relation with Symptoms and Locations

C. Touboul,!’” P. Amate,! M. Ballester,! M. Bazot,” A. Fauconnier,* and E. Darail?

! Service de Gynécologie-Obstétrique, GRC-UPMC 6: Centre Expert en Endometriose (C3E), Hopital Tenon,
Assistance Publique des Hopitaux de Paris, Université Pierre et Marie Curie Paris VI, 4 rue de la Chine, 75020 Paris, France
2 Service de Gynécologie-Obstétrique, Hopital Tenon, 4 rue de la Chine, 75020 Paris, France
? Service de Radiologie, Hopital Tenon, Assistance Publique des Hépitaux de Paris, Université Pierre et Marie Curie Paris V1,
4 rue de la Chine, 75020 Paris, France

*Service de Gynécologie-Obstétrique, Centre Hospitalier Interrégional de Poissy, Université Paris XIV Saint Quentin en Yvelynes,
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The objective of this study was to evaluate the quality of life (QOL) of patients witl{deep infiltrating endometrmsls (DIE) usin
EuroQOL (EQ-5D) and its correlation with symptoms and locations of endometriotic lesions: ITe patients
referred for DIE from January 2011 to April 2011 were prospectively invited to complete questionnaires evaluating symptoms
associated with endometriosis as well as the EQ-5D questionnaire and health state. Patients also had locations of DIE evaluated
by clinical examination and magnetic resonance imaging (MRI). All 159 patients completed the questionnaires. Item response rate
was 91.1%. The most intense symptoms were dysmenorrhea (7.1/10), painful defecation (6.3/10), and fatigue (6.0/10). Mean (SD)
scores were 77 (14) for the EQ-5D questionnaire and 63.4 (21) for the health state. A relation was observed between the EQ-5D
questionnaire and the presence of dysmenorrhea, dyspareunia, cyclic pelvic pain, painful defecation, and diarrhea or constipation.
Vaginal and rectal infiltrations were significantly associated with altered EQ-5D and health state scores. The EQ-5D questionnaire

is easy to complete and well related to symptoms of DIE. Rectal and vaginal infiltrations were found to be determinant factors of
altered QOL by the EQ-5D questionnaire and health state.

C. Touboul, P. Amate, M. Ballester, M. Bazot, A. Fauconnier, and E. Dara:

Quality of Life Assessment Using EuroQOL EQ-5D Questionnaire in Patients with Deep Infiltrating Endometriosis:
The Relation with Symptoms and Locations;

International Journal of Chronic Diseases Volume 2013, Article ID 452134, 7 pages
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Objektivizace, vyhodnoceni a monitorace stupné zavaznosti klinickych
projevu endometridozy v zavislosti na intervencni a konzervativni terapii.

Material

Prospektivni, unicentricka, observacni studie

Soubor
301 pacientek
zeny v reprodukCnim a postreprodukCnim veku (18 — 49 let)
2019 - 2022 dispenzarizace GPK FN Brno
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Metodika ‘ Cermed

Modifikace dotazniku EQL dle validovanych dotaznikovych systému
EuroQOL EQ-5D
EHP-5 The French version
EHP-5 scale  Endometriosis health profile Questionaire

Numericka §kala O - 10
(0 = zcela bez pfiznaku, 10 = maximalni mira pfiznaku)

Symptomy
dysmenorrhoea, dyspareunie, cyklické bolesti s vazbou na menstruaci,
prujmovita stolice, zacpa, enterorhagie, kifeCe v bfiSe, bolestiva defekace,
dysurie, urgence, inkontinence, mocove reziduum, celkova unava, dorsalgie

EQL hodnoceno
staging, intervence, folow up v intervalech 6, 12 a 24 mésicu
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Vysledky ‘ Cermed

£ EAKULTNI NEMOCNICE BRNO GYNEKOLOGICKO-PORODNICKA KLINIKA
FAKULTN' NEMOCNICE BOHUNICE A PORODNICE B
" EMOO"EE Sekretanat:;
&0 652 69 705 Porodnice 532 238 306
BHHO korespondenéni adresa: Jihlavska 20, 625 00 Bohunice 532 233 843

Dotaznik kvality Zivota s diagndzou endometridoza EQL

Vazena sle¢no, Vazena pani,

za Ucelem zkvalitneni Vaseho vysetreni v nasi ambulanci, vyplnte prosim tento formular pisemné nebo
elektronicky pres QR kdd.

Uvedena data budou vyuzita k monitorovani Vasi lécby.

Hodnocené parametry specifikujte numericky od hodnoty 0 po hodnotu 10.

0 = zcela bez pfiznaku 10 = maximalni mira priznaku &)

Ciselnou hodnotu odpovidajici Vami vnimané mire priznaku oznacte.

Pacientka
Jméno

Rodne cislo
Datum vyplnéni
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Bolestiva menstruace

0 1 2 3 4 > 6 7/ 3 9 10

© @ ®

Cyklicke bolesti s vazbou na menstruaci

0 1 2 3 < 5 6 7/ 3 9 10

© @ ®

Klasifikace endometriozy ENZIAN 2021
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Modifikovany dotaznik EQL

Bolestivy pohlavni styk
0 1 2

3

©

Cyklické bolesti s vazbou na menstruaci

0 1 2

3
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Vagina Cardinal ligaments
Pelvic sidewall
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vostovany otz EQL ‘ Cermed
Prajmovita stolice

0 1 2 3 4 5 6 W 3 9 10

© © &

Krvaceni z konecniku C“eﬂum
0] 1 2 3 4 5 6 7/ 3 9 10 ~rm—r——
© © ®
Bolesti pfi stolici /.
0 1 2 3 4 5 6 7 8 9 10 Flmesﬁnum

Klasifikace endometriozy ENZIAN 2021
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Modifikovany dotaznik EQL

Paleni, rezani pri moceni

0 1 2 3 < 5 6 7/ 3 9 10

© © &

Nuceni na moceni

0 1 2 3 4 5 6 7/ 3 S 10

© © &

Unik mo¢&i spontanni

0 1 2 3 4 5 6 7/ 3 9 F

@ @ Bla(\k]ier
Neuplné vyprazdneni mocového méchyre po vymoceni ) 2) /
O 1 2 3 < 5 6 7/ 8 9

© ©

Klasifikace endometriozy ENZIAN 2021
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Databdaze klinickych dat  Seznam databazi

EQL - enrollment ENZIAN enrollment (UZ/CT)

Ovary | Ovary | Tube | Tube A

RC. Name Last name DM |DP|CP |DIA |CO|(RB|AC|PD|DU|UU|SPI|STI|IE|FA |BC |Souget Peritoneum 8 5 1 =

Ovary|Ovary| Tube|Tube| A c
Peritoneum sSuU|suU F other
L | R | L | R |rectovag| "||rectum
After treatment EQ5D-FUBmM ENZIAN - FU 6 m
A 8- DvaﬂvaryTheTheAEHEFF
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Zaver

dotaznik EQL

Hodnoceni celkového stupné zavaznosti klinickych projevu endometriozy

Numericka skala (0 — 10)
(0 = zcela bez priznaku, 10 = maximalni mira priznaku)

Symptomy (15x) Souéet |Celkovy stupen zavaznosti
0-50 Mirny

50- 100 | Stredni

100 — 150 | Zavazny
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dotaznik EQL

Specifikace zdrojoveho kompartmentu klinickych projevi endometridézy

Numericka skala (0 — 10)
(0 = zcela bez priznaku, 10 = maximalni mira priznaku)

Reprodukcni orgény E DEEP ENDOMETRIOSIS
P - Q vy Tubal ovarian fctor ey =
G IT B Sum ot alt I Sum of all dia
UropoetiCky trakt Pl ><3em Ol 3<3cm
| | |o
@

Kombinace
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dotaznik EQL

Monitorace klinickych projevu endometridézy v zavislosti na 1é¢bé
 intervencni - operacni
« konzervativni terapii - farmakoterapie, fyzioterapie ...

Umoziuje modifikaci terapeutické strategie v ramci follow up

Soucet Celkovy stupen zavaznosti

0-50 Mirny t
50— 100 |Stredni t
100 — 150 | Zavazny
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Cermed
Dotaznik EQL ®

= FAKULTNI NEMOCNICE ERNO GYNEKOLOGICKO-PORODNICKA KLINIKA
FAKULTNI . NEMOCNICE BOHUNICE A PORODNICE Sekretariat:
BEEEOCNICE IGO0 652 69 705 Porodnice 532 238 306

korespondenéni adresa: Jihlavska 20, 625 00 Bohunice 532 233 843

Dotaznik kvality Zivota s diagn6zou endometriéza EQL

Vazena slecno, VaZena pani,

za Ucelem zkvalitnéni Vaseho vysetieni v nasi ambulanci, vyplite prosim tento formuldf pisemné nebo
elektronicky pres QR kéd.

Uvedena data budou vyuzita k monitorovani Vasi 1éChy.

Hodnocené parametry specifikujte numericky od hodnoty 0 po hodnotu 10.

0 = zcela bez pfiznaku 10 = maximalni mira pfiznaku &

Ciselnou hodnotu odpovidajici Vami vnimané mife pfiznaku oznadte.

Pacientka
Jméno

Rodné ¢islo
Datum vyplnéni

Bolestiva menstruace
0 1 2 3 4 5 10

© ® ®

o
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Poukaz na vysetreni ‘

Obilni trh 11

60200 Brno PoZadovéno:

+420 608 b61 994

¢ "+ Ambulance pro lé&bu neplodnosti
Jihlavska 20 +420 532 238 253

625 00 Brno

+420 606 T8 041 : "+ Ambulance pro lé&bu endometriézy
+420 606 T18 041 (Bohunice)

+420 608 561 994 (Obilni trh)

: FAKULTNI
NEMOCNICE
BRNO

‘" Ambulance pro lé&bu myomatézy
+420 606 T18 041 (Bohunice)
+420 608 561 994 (Obilni trh)
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info@cermedbrno.cz
cermedbrno.cz

Obilni trh 11
602 00 Brno
+420 608 561994

Jihlavska 20

625 00 Brno
+420 606 78 041
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CERTIFICATE

| Endometriosis Centie _
\ # University Hospital'Bfmo and Mgsaryk University Begno=
«

‘ We confirm that the endometriosis at the Department of Gynecology and
w Obstetrics, University Hospital Brno and Masaryk University Brno,
under the direction of Doc. MUDr. Vit Weinberger, Ph.D. has been certified as
“endometriosis centre of excellence*® following successful verification of the
structure and quality of the process.

‘ Wl S e

Klaus Bihler Prof. Dr. med. Stefan. P. Renner
Vorstandsvorsitzend@r der Stiftung Endometriose Vorstand EEL
| Stiftung — — Europaische
= . e — - Endometriose
Endometriose Liga
Cse# . Forschung

This certification is valid until September 2023

— —

N =l =d B European o
- Endometriosis "EuroEndoCert
League L,—/

Dékuji za pozornost ...
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