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Endometriozis oo |

m Endometrial dokunun uterus disindaki
varligidir.
Endometrial gland + Stroma + Inflamasyon

= Rokitansky
P 11860
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Endometriozis ozellikleri

Beningdir , ancak progresyon gosterir.
Regresyon gosterebilir ( %58 )
Rekiirens yapma egilimindedir.

LLokal invaziv olabilir.

Minimal lezyonlardan pelvik anatomiyi
bozan varyasyonlar gosterebilir.



Sorular

m Endometriozis infertiliteye sebep olur mu?




Gorulme Sikligi

Reprodiiktif cagdaki kadinlarda % 7 — 10
[nfertil kadinlarda 8 kat fazla %20 — 50
Kronik pelvik agrisi olanlarda %70 — 80

Infertilite %30 — 50
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Endometriozis ve Dogurganlik
m Normal ciftlerde % 15-25

m Tedavi edilmemis endometriozis
hastalarinda %2-10

Hastaligin evrem ile 111;)1{111

10% 40% 50%
Moderate/S¢vere Endometriosis
Minimal/Mild Efdometriosis
Unexplained
0% 10% 20% 30% 40% 50%

Fig. 1 The prognosis for live birth among untreated infertile couples.
Horizontal lines indicate the cumulative live-births (£ CI) recorded at
36 weeks of gestation for different groups of patients [14]



Differences in characteristics among 1,000 women
with endometriosis based on extent of disease

Ninet Sinaii, Ph.D.* Katherine Plumb, BA." Louise Cotton, RN..° Ann Lambert, Ph.D.°

Stephen Kennedy, M.D." Krina Zondervan, D.Phil" and Pamela Stratton, M.D.”

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) 740 (78.7) a5

Pelvic pain 302 (71.4) 350 (67.7) 652 (69.4) 25

Dyspareunia 218 (51.5) 204 (39.5) 422 (44.9) < .001

Bowel upset 143 (33.8) 199 (38.5) 342 (36.4) 29
(e.g., constipation, diarrhea)

Bowel pain : g SETI0S 273 (29.0)

Infertility w’ % 246 (26.2)

Cwarian mass/tumor . 152729.4) 183 (19.5) < .001

Dysuria 48 (11.4) 45 (8.7) 93 (9.9) 21

Other urinary problems 24 (5.7) 34 (96.6) 58 (6.2) B7
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Figure 1. Anrmaael varranocn of che nambBber of newlsy disgnosed
ENICY, EAL and INF cases betweern 1997 and 2008 1 leinigr sirnaprie
Iiriear regression anulysis, there swvas o Sgraficative morense of
ENIMND (7 — 0717, £— 0,001 and EAl = — 0601, p— 0. 0033,
while there was no increase of INF overs yvears (05 — 2813 « - 005,
22— D 987T). ’

KRYSTEL PARIS & AZIZ ARIS, 2010
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Success 1n IUI: the role of etiology

m Atotal of 1,171 cycles among 532 infertile
couples were retrospectively studied and the
impact of different prognostic factors on
pregnancy rate in five different etiology
subgroups was analyzed.

m Results. The pregnancy rate/cycle was
highest (19.2%) among women with
anovulatory infertility and lowest (11.9%) in
endometriosis based infertility.

Katja Ahinko-Hakamaa. Acta Obstet Gynecol Scand. 2007;86(7):855-60.



{frontiers in REVIEW ARTICLE
SURGERY doi: 10.3380/fsurg. 2014.00024

Endometriosis and infertility: how and when to treat?

Anis Fadhlaoui, Jean Bouquet de la Joliniere and Anis Feki*
Service de gynécologie obstétrique, HFR Fribourg — Hopital Cantonal, Fribourg, Switzerland
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B Unexplained infertlity 25t |-l
endometriosis

FIGURE 1 | Outcomes of COH-1UI in minimal or mild endometriosis
{33
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Endometriozis ve Dogurganlik

m Orta-siddetli endometriozisi olan hastalara
donor kadinlardan alinan oositlerle yapilan
embriyo transferi: normal reseptivite ve
gebelik oranlari

m Endometriozisli hastalardan elde edilen
oositlerden olusan embriyolar: dusuk
implantasyon orani ve koti embriyo
kalites1 (Garrido, 2002)



Decreased anti-Miillerian hormone and allered ovarl'an

follicular cohort in infertile patients with mlld/mlnlmal"
endometriosis

FIGURE 2
FIGYRE 1
Par foliicle anti-Mullsrian hormone (AMH) (in
Serum anti-Mullerian hormane (AMH) (in nanograms nanograms per milliliter) secretion comparison
per milliiter) comparison between infertile patients between infertile patients with minimal/mild
with minima¥mild endomefriosie and Infertile endometriosis and infertile patients with tubal
patients with tubal obstruction (without obstruction (withaut endometriosis), The box
endometriosis). The box epresents the Interquartile represents the intemuartile mnge that contains the
range that contains the 50% of values. The whiskers 50% of values. The whiskers are lines that extend
are lines that extend from the box to the highest and from the box to the highest and lowest values,
lowsest values, excluding outfiers. A lina across the excluding outliers. A line across the box indicates
box indicates tha median, £~ .004, Student's t-test. the median. P—.001, Student's f-test;
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Klinik prezantasyon

|
Pelvik agr1 |

[nfertilite

Dismenore

Disparoni

INFERTILITY

DYSMENORRHOEA

tndometrio

FELVIC PAIN

YINNIEVESAC



Klinik prezantasyon

Tipik olarak hastalar 30 lu yaslarda,
nullipar, infertil ve sekonder dismenoresi
ve pelvik agrisi olan kadinlardir.

Hastaligin yayginligi ile semptomatoloji
arasinda korelasyon yoktur ve hastalarin
1/3 i asemptomatiktir.



Klinik prezantasyon

m Endometriozis infertil kadinlarda daha sik
rastlandigindan her infertil vakada
endometriozis diisuntilmelidir.



Sorular

m Endometriozis infertiliteye sebep olur mu?

»n Evet

m Endometriozis infertiliteye nasil sebep
olur?



Ve
Etyopatogenez

m Tam olarak bilinmemektedir.

m Farkli teoriler vardir :

= Endometrial dokunun ektopik t
m Retrograd menstriiasyon

m Vaskiiler ve lenfatik diseminasyg
m Mekanik

= Colemik metaplazi
» Immiin faktorler
= QGenetik faktorler
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Erken inflamatuar reaksiyon

m Artmis vaskiilarizasyon

m Hemorajik lezyonlar




Kronik inflamatuar reaksiyon

m Fibrozis
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Endometriosis

IVIPLANTATION

PROLIFERATION
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dometviosis on Fertility

Disruption Point of Action Proposed Mechanism

Oocyte production)  Ovary/pentoneal Tuid (PF) Mechanteal or mflammatory effecs
ovulation withm the ovary of endometriomas

Gamete transport Peritoneal fluid fallopran Cytokine disturbances, expression difference
or ooeyte pckup tub¢ function in factors that regulaie tubal function

Embryo togicity Inflammatory or loxic [nflummaton, hormonal disruption,

effects of the PF on LH concentrations, macrophage activation
gametes Or embryos

Sperm quakity Peritoneal fluid or Inflammatory or toxic effects of the PF or
or function fallopian tube macrophages on sperm number or function

Disordered Uterus or fllopian tubes Gamele transport or embryo placement
myometrial
contractions

Pelvic distortion Uterus, tubes; ovares, cervix Mechanieal distuptions preventing sperm, ¢gg
of gnatomy transport, fertilzation, and embryo

{rinsport
Luteal phase defect  Endocrine Ovulatory dysfunction, progesterone
resistance

Endometrial Endocrine, mflammatory Progesterone resistance, aromatase

receplivity eytokines expression, other causes?




: ST— —— \ | g I o
~ 1 2™ . R L i s Y Ve, i
h \ > ‘ _.-‘-:" : i - iy T 47 ',‘kl }Q '( .:‘L
_ . » an A 3.
b - e N r’!’.mﬁ' A = “':’&;-— f

Pelvik anatominin bozulmasi

m Overden oosit salinimi ve

m Oositin tubalar tarafindan yakalanmasi ve
tasinmasi1 olumsuz etkilenir

Schenken, 1954



Anormal uterotubal transport

m Fizyolojik uterotubal transport
kapasitesinde azalma

= Endometriozis %64 / Normal %32
Kissler 2005



Periton fonksiyonlarin bozulmasi

m Periton si1visi artisi
m PG
m Proteazlar

m Sitokinler (IL-1, IL-6, TNFa, IL-8 ve
VEGEF) Bedaiwy, 2002; Pizzo, 2002

m Sistemik inflamasyon

m  Serum inflamasyon sitokinlerinde artis



Periton fonksiyonlarin bozulmasi

m Makrofajlarin proliferasyonu, aktivasyonu
ve fagositotik fonksiyonlarinin tam
OlmaYISl (Halme, 1983; Dmowski, 1998, Sharpe-Timms, 2002)

m Proinflamasyon, bliiylime ve anjiyogenetik
faktorlerin sekresyonu (rana, 1996)

m Natirel killer ve T lenfositlerde artis ve

bunlarin diSfOnkSiYOnu (Sukhikh, 2004, Oosterlynck,
1992)
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Hormonal ve hiicresel

fonksiyonlarda bozulma
m Endometriumda IgG, IgA ve lenfosit artisi

m Endometriuma karsi otoantikorlar

Endometrial reseptivite ve implantasyon
bozulur Lebovic, 2001



Bozulmus Implantasyon

m Implantasyon doneminde endometrial avf3
integrin (hiicre adezyon molekiilii)
uretiminde azalma (essey, 1994)

m Endometrial ligand L-selektin (blastosist
ylzeyindeki trofoblastlar1 kaplayan

protein) sentezi yapan enzimde azalma
(Genbacev, 2003)
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Bozulmus Implantasyon

m Endometriumda makrofaj (rokushige, 2007) ve
dentritik hiicre (schuike, 2009) artisi

m Sitokinlerde artis (IL-6, 8, 10, TGF ve
TNFa)



Bozulmus Implantasyon
m Steroidogenik faktor-1, PG E2, CYP19A1
(aromataz kodlamas1 yapmaktadir) g€n ekspresyonu

ve Aromataz 1n aktivasyonu
(Zeitoun, 1999 ve Noel, 2010)

m In-situ estrojen iiretimi (Dassen, 2007)

m Estrojen myometriumda peristaltik
aktiviteyl bozmaktadir (Leyendecker, 2009)

m Estrojenin lokal olarak tiretilmesi ile

progesteron rezistansi olusabilmektedir
(Burnev, 2007)
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Endokrin Ve ‘Ovﬁﬁlasif‘on’
Anormallikleri

LUF
Luteal faz disfonksiyon

Anormal folikiiler biiylime

Prematiir ve multipl LH surge’ leri (Schenken,
1984)

m Diisiik E diizeyler: 1le seyreden uzun
folikiiler faz ve liiteal donemde LH bagimlh

progesteron saliniminda azalma (cani, 1997+
Cunha-Filho, 2003)



Oosit ve Embriyo Kalitesi
m Folikil icindeki degisimler

m Degisken progesteron ve sitokin seviyesi (Pellicer, 1995)

m Koti oosit kalitesi ve embriyogenez
m Daha yavas embriyo gelisimi

m Azalmis endometrial reseptivite

Orta-siddetli endometriozisli hastalara donor
kadinlardan alinan oositlerle yapilan ET: normal
reseptivite ve gebelik oranlar

Endometriozisli hastadan elde edilen oositlerden
olusan embriyolar: diisiik implantasyon orani ve
kot embriyo kalites1 (Garrido, 2002)
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Sperm ve oosit etkilesimi

m Peritoneal stvidaki TNF-a (Faber, 2001), IL-1

(Sueldo, 1990), Mi1grasyon inhibe edici faktor
(Carli, 2007)

spermin zonaya baglanma inhibisyonu
sperm kapasitasyonunda bozulma (carii, 2009)
spermlerde DNA hasar1 aansour, 2009)

m Oksidatif stres nedeniyle akrozom

reaksiyonu ve sperm-oosit etkilesiminde
bozulma (Iborra, 2005 ve Baker, 2004)



Pelvik agr1 - Disparoni

m Ciftlerin diizenli cinsel iliskiye girmesini
etkilemektedir



Sorular

m Endometriozis infertiliteye sebep olur mu?
Evet

m Endometriozis infertiliteye nasil sebep
olur?
777

m Endometriozis tedavisi yapalim mi? Nasil?



Tani

m Kesin tan 1¢in cerrahi girisim gereklidir
» L/S
m Histolojik degerlendirme



Endometriozis heterojen bir hastaliktir

m Tipik ve atipik lezyonlar
m [ezyon boyutlart degiskendir

Imm peritoneal implant
>10 cm endometrioma

Douglas obliterasyonu
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Klasifikasyon a

m Yirirlikteki simiflama AFS/ASRN[-’_-L_,

siniflama sisteminin revizyona ugramis
seklidir.

m Sistem hastaligin yayginligini yansitir
ancak agr1 veya infertilite ile korelasyonu
yansitmamaktadir.

m Bir puanlama sistemidir.

m Gebelik olasiligini ongormede yetersiz




Endometrioéis fertility index: the new, validated = =~
endometriosis staging system 2009

G. David Adamson, M.D. and David J. Pasta, M.S.

Descriptions of least function terms.

Structure Dysfunction

Description

Tube Mild
Moderate
Severe
Nonfunctional

Fimbria Mild
Moderate

Severe

Nonfunctional
Ovary Mild

Moderate

Severe
Nonfunctional

Slight injury to serosa of the fallopian tube

Moderate injury to serosa or muscularis of the fallopian tube; moderate limitation in mobility

Fallopian tube fibrosis or mild/moderate salpingitis isthmica nodosa; severe limitation in mobility

Complete tubal obstruction, extensive fibrosis or salpingitis isthmica nhodosa

Slight injury to fimbria with minimal scarring

Moderate injury to fimbria, with moderate scarring, moderate loss of fimbrial architecture and minimal
intrafimbrial fibrosis

Severe injury to fimbria, with severe scarring, severe loss of fimbrial architecture and moderate
intrafimbrial fibrosis

Severe injury to fimbria, with extensive scarring, complete loss of fimbrial architecture, complete tubal
occlusion or hydrosalpinx

Nommal or almost normal ovarian size; minimal or mild injury to ovarian serosa

Ovarian size reduced by one-third or more; moderate injury to ovarian surface

Ovarian size reduced by two-thirds or more; severe injury to ovarian surface

Ovary absent or completely encased in adhesions

To develop a clinical tool that predicts pregnancy rates (PRs) in
patients with surgically documented endometriosis who
attempt non-IVF conception.



r..\

=Y

Endometriosis fertility index surgary form.

ENDOMETRIOSIS FERTILITY INDEX (EFI)

SURGERY FORM

LEAST FUNCTION (LF) SCORE AT CONCI USION OF SURGERY

FIGURE 1

Score Description Loft Right
‘= voua rotepien e [ ] ]
3 = Mid Dysfunction
2 = Mccemate Dysfuncticn Fimbria : I:]
1 = Sevore Dysfunction
0 = Absentor Nonfunctional Ovary E E
To caiculste the LF score, add togeter the lowest score for it
the lefl side and the lowest score for the right side. If an overy Lowest Score I:] - I:] - !
% absert on one side, the LF scors is cbtained by doubling the
lowes! score on the side with the ovary. Left Right LF Score
ENDOMETRIOSIS FERTILITY INDEX (EFI)
Mistorical Factors Surglcal Factors
Factor  Description Points Faotor D_o:c_r!ﬂon Points
£ge S
It age is < 35 yoars 2 I LF Scoce = 7 1o 8 (high score) 3
If age Is 36 to 35 years 1 If LF Score = 4 10 6 (moderale score) 2
It age 15 > 40 years a If LF Score = 110 3 (low svore) o
If yoars Infertie s < 3 2 AFS Endomelrioss Lesion Score 5 < 18 1
If yoars infertie s > 3 a AFS Endomelrioss Lesion Score s > 16 o
AFS Total Scora
If theew is & nistory of & peiar pregnancy 1 I AFS total score s < 71 1
I theew is no histary of peior pragnancy a 1 A=S total score is = 71 0
Total Historical Factors | Total cal Factors
LFI = TOTAL MISTORICAL FACTORS + TOTAL SURGICAL FACTORS: | - ] -
Historical Surgical EFl Score

ESTIMATED PERCENT PREGNANT BY EFI SCORE

100%

Adamson. Endometriosis feriluy index Ferndl Sterdl 2009,
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Tedavi
m Hastanin fertilite 1stegi, m Optimal tedavi
m Yasi, yoktur
m Semptomlarin derecesi, m Hastalk
: kroniklesebilir
m [ezyonlarin yeri,
m Hastaligin evresi,
m FEslik eden diger durumlar

goz ontine alinarak tedavi
bireysellestirilmelidir.
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Endometriozis ve Medikal yaklasim

Review: Ovulation suppression for endometriosis for women with subfertility
Comparison: 1 Ovulation suppression versus placebo
Outcome: 1 Clinical pregnancy

Study or subgroup ovarian suppression placebo Peto Odds Ratio Weight Peto Odds Ratio
n/N n/N Peto,Fixed,95% Cl Peto,Fixed,95% C|
1 clinical pregnancies all women randomised
Thomas 1987 5/20 4/17 —_— 55% 1.08[0.24,4.78)
Bayer 1988 13/37 17736 —— 142% 0.61[0.24,1.54)
Telimaa 1988(b) 6/18 3/7 —_—t 38% 0.67[0.11,4.00]
Fedele 1992 10/35 11/36 — 11.9% 0.91[0.33,251)
Bergquist 1998 5/24 3/25 S — 54% 1.88[0.42 8.44)
Bianchi 1999 6/36 8/41 — 9.2% 0.83[0.26, 2.62)
Busacca 2001 5/44 6/45 — 7.7% 0.84[0.24, 2.93)
Harrison 2000 0/50 3/50 ¥———+— 23% 0.13[0.01,1.28)
Parrazzini 1994 7136 7139 —— 9.2% 1.10[0.35, 3.50]
Shawki 2002 16/34 5/34 —— 11.7% 445[1.60,12.36])
Telimaa 1988(a) 7117 3/7 R 4.0% 0.94[0.16,5.37]
Vercellini 1999 8/69 1476 —— 149% 0.59[0.24,1.46)
Subtotal (95% CI) 420 413 <> 100.0 % 0.97 [ 0.68, 1.37 ]

Total events: 88 (ovarian suppression), 84 (placebo)
Heterogeneity: Chi* = 14.76, df = 11 (P = 0.19); I* =25%
Test for overall effect: Z = 0.19 (P = 0.85)

2 clinical pregnancy infertile couples/those desiring pregnancy only
5/14 6/13

Loverro 2008 —_— 6.8% 0.66[0.15, 2.98]
Bayer 1988 13/37 17736 —— 18.0% 0.61[0.24,1.54]
Bianchi 1999 6/11 8/16 —_— 6.8% 1.19[0.26,5.38]
Busacca 2001 5/15 6/15 . ae— 7.2% 0.76 [0.18, 3.26]
Fedele 1992 10/35 11/36 —a— 15.0% 0.91[0.33,2.51]
Harrison 2000 0/50 3/50 ¥——— +— 29% 0.13[0.01,1.28]
Parrazzini 1994 7136 7/39 —— 11.6% 1.10[0.35,3.50]
Shawki 2002 16/34 5/34 —— 148% 445[1.60,12.36]
Telimaa 1988(2) 717 3/7 —_— 5.0% 0.94[0.16,5.37]
Telimaa 1988(b) 6/18 3/7 —_— 49% 0.67[0.11,4.00]
Thomas 1987 5/20 4/17 —_— 7.0% 1.08[0.24,4.78]

Subtotal (95% ClI) 287 270 &> 100.0 % 102 [ 0.69, .50 ]

Total events: 80 (ovarian suppression), 73 (placebo)

Heterogeneity: Chi* = 13.11, df = 10 (P = 0.22); I* =24%

Test for overall effect: Z = 0.08 (P = 0.94)

Testfor subgroup differences: Chi* = 0.03, df =1 (P = 0.85), I* =0.0%

502 01 1 o 50

Favours control Favours treatment



m Agrn tedavisinde
gecerl
m Hormonal baskilama

infertilite tedavisinde
etkisiz

Aromataz
inhibitorleri

In infertile women with endometriosis, clinicians should not prescribe

hormonal treatment for suppression of ovarian function to improve A
fertility (Hughes, et al., 2007).

I I/I/Vl/é\/l v ovevsI1 v
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Gozlem tedavisi

m Minimal ve hafif endometriozis
m Infertilite siiresinin kisa ( <4 yil )
m Geng hastalarda uygulanabilir.

| Cesith calismalarda minimal ve hafif
endometriozisin L / S tanisini takiben %30-72
ye varan gebelik oranlar1 bildirilmistir. |

m [leri evre endometrioziste gdzlem tedavisi ile
elde edilen gebelik sonuclar oldukca
distktiir.
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Cerrahi tedavi

m Butin endometriozis odaklarini ortadan
kaldirmak

m Adezyonlar1 agmak
m Reprodiiktif fonksiyonu korumak

m Normal anatomiyi restore etmektir.
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m Konservatif cerrahiyi takiben gebelik
oranlar1 hastaligin evresi 1le ters orantilidir.

- Minimal endometrioziste % 75
- Orta dereceli endometrioziste %50 — 60
- Cidd1 endometrioziste %30 — 40

m Rekirrens 3 yil i¢inde > % 10
5 yil 1¢cinde > % 35
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infertility: a pragmatic approach

Paolo Vercellini!*4, Edgardo Somigliana??, Paocla Vigano?,
Annalisa Abbiati:3, Giussy Barbara', and Pier Giorgio Crosignani'

Source, year

Daniell et al. , 1991
Marrs ¢t al., 1991
Bateman et al., 1994
Crosignani et al., 1996
Montanino ¢t al., 1996
Donnez ¢t al., 1996
Sutton ¢t al., 1997
Beretta ¢f al., 1998
Busacca ¢f al., 1999
Milingos ¢t al.,1999
Jones & Sutton, 2002
Alborzi et al., 2004
Fedele ¢f al., 2006
Vercellini ef al., 2006a

I’regnancies/Total

12/32
7/23
9/21
6/22
5/11

415/814

30/66

6/9

39/67
17/32

15/39

19/32

29/90)

128 /237

Overall weighted mean
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Figure 3 Pregnancy rates cbserved after laparoscopic excision of endometriomas.Diamonds represent percentage point estimates and horzontal
lines represent 95% Cls. Modified from Jones and Sutton (2002), with permission.
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Surgery for endometriosis-associated
infertility: a pragmatic approach

Paolo Vercellini'?*, Edgardo Somigliana®?, Paola Vigano?,
Annalisa Abbiati!?, Giussy Barbara', and Pier Giorgio Crosignani/
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Infertile women who underwent conservative surgery for

endometriosis : time to pregnancy
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Endometriosis and infertility Surgery and ART: An integrated approach for successful management
M. E. Coccia. European Journal of Obstetrics & Gynecology and Reproductive Biology 138 (2008) 54-59




Cerrahi tedavi

Analysis 1.1. Comparison | Laparoscopic surgery versus diagnostic laparoscopy, Outcome | ongoing
pregnancy at 20 weeks or live birth.
Comparisore | Laparoscopic surgary versis diigrivste laparoscapy
Outcome | ongaing pregnancy at 20 weeks or five birth

Study or subgroup laparnscopic surpary controt Peto Qdds Ratio Weig Peto Cdds Ratin

N N PetoFived 95% Cl PetoFeed 35X O

Gruppo liafanc 1999 fors| 045 -t 07% QBS [032.238]

Marooiix 1997 5072 291169 ™1% LIS T 11B:322]

Total (95% CI) 223 214 > 100.0 % 1.64 | 1.05, 2.57 |
Tatal svents £0 (laparoscopic surgary). 39 (contrai)

Hetzrogeneity, (W = 214, 4 = | (P=0045 F =53%
Test for oversfl affect-Z = 217 (P = 0030)
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hormonal baskilama fertilite
icin etkin deqildir, lezyonlarin
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Evre llI-IV Endometrioziste IVF
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gebelik oranini artirdigina dair

* yeterli kanit yoktur

In infertile women with AFS/ASRM stage IlII/IV endometriosis,
clinicians can consider operative laparoscopy, instead of expectant

management, to increase spontaneous pregnancy rates (Nezhat, et al.,

1989, Vercellini, et al., 2006a).
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Endometriosis and infertility

Carlo Bulletti - Maria Elisabetta Coccia -
Silvia Battistoni - Andrea Borini

Table 5 Endometrioma: clinical variables to be considered when deciding whether o perform surgery or not in women selected for IVE [60]

(Characteristios Favours surgery Favours expectant management
Previous interventions for endometriosts None 7|

Ovarfan reserve * Intact Damaged

Patn symptoms Present Absent

Bilaterality Monolateral disease Bilateral disease

Sonographic feature of malignancy Present Absent

(irowth Rapid growth Sable
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REVIEW ARTICLE

frontiers in .
SURGERY doi: 10.%3%%?3@9220#:%8;2

Endometriosis and infertility: how and when to treat?

Anis Fadhlaoui, Jean Bouquet de la Joliniere and Anis Feki*
Service de gynécologie obstétrique, HFR Fribourg — Hopital Cantonal, Fribourg, Switzeriand

Table 2 | Risk and benefits of observational and surgical management

of endometriomas (19).

Observational Surgery

Avoid surgary Exclude malignancy

Low FSH doses Relieve symptoms

Increased E2 Reduce the risk of cyst complications:
Increased follicles Facilitate transvaginal access to ovarian

foilicles

Pain ‘Qvarian failure bexause of destruction
of normal tissue

Ne histological diagnosis Reduced number of egg collected
Palvic infaction following cocyte  Risks of surgsry
retrieval




Medikal + Cerrahi tedavi

Analysis 3.3. Comparison 3 Post-surgical medical therapy vs placebo, Outcome 3 Pregnancy.

Comparsor 3 Pos-nrpesd medical thampy veplacsbo

Qutcamir- 3 Pragrancy
Sty or subgrous Treatrient Cortra Risk Flatio Wiaight Ak Fatio
i i MH Fed 85% O M-H Fead55% O

Parazzel 1994 ik 79 B9 |08 {042 2% |
Telima (987 g |1 YAk QB9 009, Ba4 )
Total (95% CI) 54 47 100.0 % 1.05 | 0.44, 2.51 |

Tt avents ¥ (Trestment), 8 (Contol)

Hsteregersity Che = 001 df= | (P =087} # =009
Test Tor cversll effact: Z =01 | (P=09/)

Ul o oas | 2 % 0
Frwvoars soitrol Fasouri tramtbirers



Medikal + Cerrahi tedavi

In infertile women with endometriosis, the GDG recommends clinicians
not to prescribe adjunctive hormonal treatment before surgery to

improve spontaneous pregnancy rates, as suitable evidence is lacking.

In infertile women with endometriosis, clinicians should not prescribe

adjunctive hormonal treatment after surgery to improve spontaneous

pregnancy rates (Furness, et al., 2004).

GPP




Endometriozis IUI

|Ul, intrauterine insemination; IVF, in vitro fertilization. " P<0.05 for treatment vs. no treatment.

Group Unexplained Endometriosis-associated infertility

R i O e S R RN
No treatment or intracervical insemination 0.02 . 0033 ) - _ 0045 A o008 )
vl 0.05 - - = -
Clomiphene - - . 0.066
Clomiphene/IUI - 0095 ) - - -
Gonadotropins 0.04° - 0.066 : ( o073 )
Gonadotropins/IUI 0.09 - 0129 (o015 -

IVF - - - - 0.22
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In infertile women with AFS/ASRM stage |/Il endometriosis, clinicians

may perform intrauterine insemination with controlled ovarian

stimulation, instead of expectant management, as it increases live

birth rates (Tummon, et al., 1997).

In infertile women with AFS/ASRM stage |/Il endometriosis, clinicians
may perform intrauterine insemination with controlled ovarian
stimulation, instead of intrauterine insemination alone, as it increases

pregnancy rates (Nulsen, et al., 1993).

In infertile women with AFS/ASRM stage |/Il endometriosis, clinicians
may consider performing intrauterine insemination with controlled
ovarian stimulation within 6 months after surgical treatment, since

pregnancy rates are similar to those achieved in unexplained infertility
(Werbrouck, et al., 2006).




Endometriozis IVF

Group Unexplained Endometriosis-associated infertility

Treat ¢ Guzick Deaton atal. | Chaffkinetal. | Fedele etal.  Kemmann et al.
et al. (1999) (1990) (1991) (1991) (1993)

No treatment or intracervical insemination 0.02 0.033 - 0.045 0.028

UI 0.05° - - - -

Clomiphene - - - - 0.066

Clomiphene/IUl B 0.095 - - -

Gonadotropins 0.04° - 0.066 - 0.073

Gonadotropins/IUI 0.09° B 0.129° 015 -

IVF - - - - ( 0.22

|Ul, intrauterine insemination; IVF, in vitro fertilization. " P<0.05 for treatment vs. no treatment.




Endometriozis IVF

The GDG recommends the use of assisted reproductive technologies
for infertility associated with endometriosis, especially if tubal function

GPP
is compromised or if there is male factor infertility, and/or other

treatments have failed.

Unadjusted meta-analysis of odds of pregnancy in endometriosis patients vs. tubal factor controls.

Odds ratio

Study (95% Cl) Percent weight
Mahadevan et al, ‘83 . 1.51(0.32,7.10) 0.6
Wardle et al, '85 i 0.52 (0.06,4.85) 07
Matson et al, '86 S — 0.36(0.13,1.01) 2.8
Frydman et al, 87 - — 0.83 (0.39,1.80) 4.0
Inoue et al, '92 ,_._ 1.21(0.87,1.69) 16.9
Mills ot al, '92 —_— 0.94 (0.47,1.86) 46
Simon et al, '94 — . 0.26(0.12,0.54) 8.0
Dmowski et al, '95 [ B — 1.31(0.72,2.39) 5.0
Gerber et al, 95 0.84 (0.58,1.20) 18.1
Olivennes et al, ‘95 0.93 (0.61,1.41) 120
Tanbo et al, '95 0.89 (0.60,1.32) 140
Arici et al, '96 ——t 0.49 (0.24,1.02) 6.0
Padigas et al, ‘96 1.64 (0.82,3.30) 3.1

HCG. In addition, the GDG noted that endometriosis does not adversely affect pregnancy rates in
some large databases [e.g. the Society for Assisted Reproductive Technology (SART) and the Human
Fertilisation and Embryology Authority (HFEA)].

Barmhart. IIF in endometriosis-associated infertility. Fertil Steril 2002.



Endometriozis IVF

Results of first atempl.
Type of treatment ASRM Kl (n = 724) ASRM -V (n = 350) Tubal factot (n = 1171)
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Endometrioma IVF
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In vitro fertilization is a successful treatment in endometriosis-associated infertility
Hans Kristian Opgien. Fertility and Sterility® Vol. 97, No. 4, April 2012



Endometrioma IVF
TABLE 1 |

Number of antral follicles and retrieved oocytes from endometrioma-containing ovaries and from the contralateral ovaries.

Ovary with Ovary with P 95% Confidence
endometrioma no endometrioma value interval
No. of antral follicles 7.7+10 85+09 3 -10103.0
No. of retrieved oocytes 6.0 = 04 6.1+05 8 -10t01.0
No. of retrieved oocytes when 58+14 6.6+ 1.1 5 -40t020

endometrioma size >25 mm

LTABLE 2 |

Age, antral follicle count, total number of retrieved oocytes, total dose of gonadotropin used, days of stimulation, and E; levels on
hCG day among women with unilateral ovarian endometrioma and those with no endometrioma.

Endometrioma group Control group P value 95% Confidence interval
No. of patients 81 162
Age (y) 352+08 352 +04 9 -20t02.0
Total dose of gonadotropin (1U) 3,847 = 145 3,580 + 180 5 —22.0to 41.0
Days of stimulation 11113 109 +1.9 A —1.0t03.0
E; levels on hCG day (pmol/mL) 6,201 = 1,658 6,421 = 1,842 B8 —230.0t0 413.0
Antral follicle count 15.0+1.6 142 14 4 —1.0t02.0
No. of retrieved oocytes 119+08 114 =05 3 —1.01t0 3.0

Bennv Almoge. 2010
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Endometrioma:
Surgical treatment and ovarian reserve

Different nature of ovarian cysts

r R
Well-defined ovarian capsule
v dermoids I Ovarian tissue removed
v’ serous cystadenomas | 6%
v’ mucinous cystadenomas

J
f Endometriomas \
5

~ || Ovarian tissue removed
94-69%

@domemoma cystwall Primordial follicles

Muzii L et al, J Am Assoc Gynecol Laparosc. 2004
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A comparison of histopathologic findings of ovarian
tissue inadvertently excised with endometrioma and
other kinds of benign ovarian cyst in patients
undergoing laparoscopy versus laparotomy

. . . . .. . .. b . .

Saeed Alborzi, M.D.,* Leila Foroughinia, M.D.," Perikala Vijayananda Kumar, M.D.,” Nasrin Asadi,
a v . a

M.D.,” and Soroosh Alborzi, M.D.

TABLE 1 |

Comparison of the presence of ovarian tissue inadvertently excised in different ovarian cysts during
laparotomy and laparoscopy.

Type of ovarian cyst Laparoscopy (n = 150) Laparotomy (n = 110) P value
Endometrioma 49 (65%) 40 (80%) .07
Nonendometrioma 24 (32%) 25 (41%) 2

Alborzi. Cystectomy by laparoscopy and laparotomy. Fertil Steril 2009.

Fertility and Sterility® Vol. 92, No. 6, December 2009
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dokusundaki histopatolojik degisiklikler

Tablo 1: Kist duvarindaki over dokusunda bulunan folikiiler yapilar

Endometrioma (n=50)

Non Endometrioma (n=50)

p

Yas (y1l)

Kist boyutu (cm)
Folikiil
Primordial fol.
Primer fol.
Sekonder fol.
Graf fol.

30.94 £ 6.18
442 +2.11
1.5+£20
0.7+1.0
0.6+1.0
0.06 = 0.2
0.04+ 0.2

32.14+ 6.53
4.56 £2.21
42 +3.0
1.7+1.5
1.8+1.5
04 +0.6
0.1 +0.3

AD
AD
<0.05
<0.05
<0.05
<0.05
<0.05

Tablo 2: Kist duvarindaki over dokusunda bulunan folikiillerin karsilastirilmasi

Endometrioma (n=30)

Non Endometrioma (n=48)

p

Folikiil
Primordial fol.
Primer fol.
Sekonder fol.
Graf fol.

2520
1.3+1.1
1.0+1.1
0.1+0.3
0.07+ 0.2

44+30
1.8=1.5
19=1.5
04+0.6
0.1 +0.3

<0.05
AD

<0.05

<0.05
AD

Tablo 3: Kist duvarindaki over dokusunda histopatolojik bulgular

Endometrioma (n=50)

Non Endometrioma (n=50)

p

Inflamasyon
Fibrozis
Hemoraji
Koter

% 60
% 56
% 52
% 50

% 10
% 6
% 14
% 14

<0.05
<0.05
<0.05
<0.05

Zeynep Kamil Egitim ve Arastirma Hastanesi, UYTEM
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Endometrioma:
Surgical treatment and ovarian reserve

Laparoscopic removal of endometriomas:
sonographic evaluation of residual functioning ovarian tissue

v significant decrease in residual ovarian volume
v" diminished ovarian reserve and function

P=0,04

ﬁ

14 months follow-up

62 dermoids 67 endometriomas
Exacoustos C et al, Am J Obstet Gynecol. 2004
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The Impact of Excision of Ovarian Endometrioma on
Ovarian Reserve: A Systematic Review and

Meta-Analysis

Postoperative Preoperative Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Hirokawa 2011 219 16 38 39 25 38 264% -1.80[-274 -086) —
Hwu 2011 201 117 31 395 234 31 27.7% -1.94[-2.86,-1.02) =
Kitajima 2011 3024 248 19 427 3 19  7.7% -1.25[-3.00,0.50) F———r
Lee 2010 3290 211 13 469 25 13 74% -1.40[3.18, 038 i
Tsolakidis 2009 29 083 10 393 128 10 308% -100[-187, -013) —=—
Total (95% CI) 111 111 100.0% -1.52 [-2.00, -1.04] <>
Hetarogeneity: Chi* = 261, df = 4 (P = 0.62); F = 0% _‘ ; S 2 ;"
Test for overall effect: Z = 5.15 Precperstve  Postoperative

FIG. 3. Meta-analysis. Weighted mean difference in serum AMH &fter surgery for endometrioma: peoled results for studies with analysis of
changes in AMH stratified by Basaline AME (=3.1 no/ml).

Ovarian cystectomy for endometriomas seems to cause significant damage
to ovarian reserve with up to 40% fall in serum AMH concentration

Raffi F et al. J Clin Endocrinol Metab 2012
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Effects of excision of ovarian
endometrioma on the antral follicle count
and collected oocytes for in vitro

fertilization

‘lé". =7 _-3—.3;?_’;.-:..." -

Number of antral follicle count, dominant follicle, and collected oocytes in the operated ovaries and in the nonoperated ovaries

among women with previous ovarian endometrioma.

Operated side (n = 80) Nonoperated side (n = 80) P value 85% Cl
Antral foliicle count 45+ 38 74+52 0.003 1.0-5.0
No. of dominant foliicles 47+39 7547 <0.0001 1542
No. of dominant follicles < 2 (%) 24 [30%) 10 (12.5%) 0.02 5.1-298
No. of collected oocytes 43+39 74+48 <0.0001 1744
No. of collected oocytes < 2 (%) 32 (40%) 13 (16.2%) 0.008 10.3-37.2
No. of zero oocytes coliected (percent) 16 (18.7%) 1(1.2%) 0.0002 B.6-264

Almog B et al, Fertil Steril 2012



The effect of laparoscopic ovarian cystectomy versus
coagulation in bilateral endometriomas on ovarian
reserve as determined by antral follicle count and
ovarian volume: a prospective randomized study

Presurgical and postsurgical basal follicle numbers.

Presurgical and postsurgical ovarian volumes.

Basal follicle number

Surgical

technique Presurgical Postsurgical P value
Cystectomy 5.58 + 1.13 3.67 1 1.26 001
Cauterization 5.42 + 0.77 4.75 1 0.60 02

3 Ovarian volume
Surgical
technique Presurgical Pastsurgical P value
Cystectomy 13.03 + 1.13 6827 +1.95 .01
Cautenzation 13.56 £ 1.5 9.87 £ 2.01 0

Note: P<.05 was considered siatistically significant. Data -are
exprassed ac mean = starncard deviation

Var Ovarian cysiectomy vs. coagidation (n bilateral endomerriomas, fertil
Steril 2011.

fjote: F< .05 was considered statistically slanficant. Data are ex-
pressed as mean — standard deviation.

Sar Ovarian cxstectomy v, eodgulation in hilaweral endemetriomoys. Fertil
Steril 201 1.

Var T et al, Fertil Steril 2011
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Endometriozis IVF

In infertile women with endometrioma IaLger than 3 cm there is no

evidence that cystectomy prior to treatment with assisted reproductive

technologies improves pregnancy rates. (Benschop, et al., 2010, Donnez, et al.,
2001, Hart, et al., 2008).

In women with endometrioma larger than 3 cm, the GDG recommends
clinicians only to consider cystectomy prior to assisted reproductive
technologies to improve endometriosis-associated pain or the

accessibility of follicles.

GPP

The GDG recommends that clinicians counsel women with
endometrioma regarding the risks of reduced ovarian function after

surgery and the possible loss of the ovary. The decision to proceed
with surgery should be considered carefully if the woman has had
previous ovarian surgery.

GPP




Tekrarlayan Endometriozis - Cerrahi

Cv=mall M} Fasnezs) <:,>’ GRS 0N 3518

Pregmancres Panent=
Source. vear R, (25% T Feperitive - sorpen Priomery - surgery
Evers etal, 1988 (14) o C3H007, 115 311 X6
Fedals aral 2006 (45} i ' OSSAE LET 5 1080
Varcallmy ot 2l 3008 (46) = 43 (MIn0TE  aoEe sl

134577

L T T T
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FPnmary murpery better Fepentive mogery better

Primer cerrahi sonrasi spontan gebelik
Sekonder cerrahi sonrasi spontan gebelik

236/577 (% 41)
28/124 (% 23)

The effect of second-line surgery on reproductive performance of women

with recurrent endometriosis: A systematic review

Paclo Vereellim ®% Edgardo Semigliana ©% Paola Vigano < Sara De Matteis ¢ Giussy Barbara % Luigi

Fedele #



IVF Tekrarlayan Endometriozis

In infertile women with endometriosis, clinicians may offer treatment

with assisted reproductive technologies after surgery, since cumulative
endometriosis recurrence rates are not increased after controlled C

ovarian stimulation for IVF/ICSI (Benaglia, et al., 2011, Benaglia, et al., 2010,
Coccia, et al., 2010, D'Hooghe, et al., 2006).

FIGURE 4

Comparison of pre-ART and post-ART recurrence
studies: CERR before (pre-ART) and after (post-
ART) treatment with assisted reproductive
technology. For information regarding analysis 2,
see Figure 3.

lﬁ [ post ART ——pre ART (amalysia 1 |
0
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& s -"rf::o:—u/
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0
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123 I8 A M ¥y oM @ W
Munihs

D'Hooghe. Endometriesis recuyrence after ovariam iyperstimulanon. Fernl
Sterfl 2006,




Endometriozis IVF  GnRHa

Clinicians can prescribe GnRH agonists for a period of 3 to 6 months

prior to treatment with assisted reproductive technologies to improve B

clinical pregnancy rates in infertile women with endometriosis (sallam, et
al., 2006).

Analysis 1.2. Comparison | GnRH agonist versus no agonist before IVF or ICSI, Outcome 2 Clinical
pregnancy rate per woman, 2

Review:  Longterm pituttary down-regulstion before in vitro Brifization (IVF) for wornen with endometriogls
Comparson G| agonist werils no aponest badore VW or i3S)

Outcome: 2 Clinicl pregrancy r=te per womah

Study or subgrous Gnft aganist Control Oidas Ratio Weight Cudds Ratio
N niN M-H Foed 5% C M-HFed 958 O
Dicker 1992 12435 W3l b 202% 783 | 159, 3847 ]
Ricies 2002 2128 %19 L 31941% 133095 1154]
Surrey I007 20875 1426 —— AR 4309 1193]
Toral (95% CI) 88 77 - 1000 % 4.28 | 2.00,9.15 |
Total evertz 53 (GnRH agonist), 25 (Controd)
Ieterogensity: Chi¢ = 083, df = 2P = 066} F =00%
Tesst for overall effect: 7 =375 (P = Q0001 6)

Favours coptrol Favours CoRl agonnt



Endometriozis IVF GnRHa / GnRHant

TABLE 3
Controlled ovarian hyperstimulation (COH) parameters and ICSI| outcomes in the study groups.
Antagonist (n = 124) Analogue (n = 122) P value

Age (y) 31.2+46 30.8 + 3.6 NS

Duration of infertility (y) 74 +3.9 71 +3.8 NS

BMI (kg/m?) 248 + 4.1 242 +4.2 NS

Number of antral follicles 42 +1 42 +£1.7 NS

Day 2 FSH (IU/mL) 71 +£1.9 6.9 1.7 NS

Day 2 E; 50.8 £ 29 48.6 + 26 NS

Duration of ovarian 101 £1.3 106 1.5 NS
hyperstimulation (days)

E, level on hCG day (pg/mL) 1,851.2 £ 922 2,102.5 + 1,111 NS

Total recombinant FSH ampules 285 +8.7 30.3 +£8.9 NS
per cycle (n)

>17 mm follicle 43 +1.5 49 +1.7 NS
number (n)

Retrieved oocyte (n) 9+44 10.6 £ 5.8 NS

Metaphase Il oocyte (n) 6+29 83+44 .005

Fertilization rate (%) 704 £ 22.5 744 +£18.9 NS

No of available embryos 3.7+2 54 +3.8 .003

Number of transferred embryos 23 +0.6 23 +0.6 NS

Clinical pregnancy (%) 26.6 (33/124) 31.9 (39/122) NS

Abortion rate (%) 3.2 (41124) 2.5(3/122) NS

Implantation rate (%) 14.6 18.5 NS

Note: BMI = body mass index.

P< .05, statistically significant differences between GnRH analogue and antagonist groups.

Pabuccu. GnRH protacols for endometriosis in ICSI. Fertil Steril 2007.

Pabuccu R, Onalan G and Kaya C. GnRH agonist and antagonist protocols for stage I-ll endometriosis and
endometrioma in in vitro fertilization/intracytoplasmic sperm injection cycles. Fertil Steril 2007; 88:832—-839.
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If not pregnant
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Sorular

m Endometriozis infertiliteye sebep olur mu?
Evet
m Endometriozis infertiliteye nasil sebep

olur?
279

m Endometriozis tedavisi yapalim mi? Nasil?
277



“Endometriozis: tedavisiyle tartismali ve
patogeneziyle bir bilmecedir...”

J.Donnez et al Fertil Steril. 2012 98(3):509-10.
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Sonuclar

m Tedavi planlanirken yas, infertilite siirest,
pelvik agri, endometriozis evresi dikkate
alinmali

m Evre I-II Endometrioziste, sadece gebelik
basarisini artirmak 1¢in yapilan L/S yarar,
rutinde L/S onermek i¢in yeterli degil

m Diger nedenlerle yapilan L/S sirasinda
gorulen lezyonlara ablasyon veya eksizyon
uygulanmali
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Sonuclar

m Evre I-II geng hastalarda (<35yas) gozlem
tedavisi veya SO+IUI dusuntlebilir

m 35 yas ustinde SO+IUI veya IVF oncelikle
dusuntilmel1

m Evre III-1V hastalarda konservatif cerrahi
yararh olabilir
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Sonuclar

m [VF Oncesi endometrioma cerrahisinin
sonuclari 1yilestirdigine dair yeterli kanit
yok

m Endometrioma cerrahisi yapilacaksa
rezeksiyon tercih edilmeli

m Cerrahi sonrasi gebe kalamayan veya yasi
iler1 Evre III-1V hastalar icin IVF etkin bir
alternatitdir
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CUMHURIYET BAYRAMIMIZ
KUTLU OLSUN

“Ne Mutlu Tiirkiim Divene "

Saygilarimla...
Dr. Tayfun KUTLU



