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Aylik fekundite orani (ASRM 2004)
 Endometriosis 0.02-0.1 (0.05)
* Fertil kadin 0.15-0.2

Bekle-gor

Mild endometriosis PR %45 MFR %4.6
Moderate endometriosis PR %19.5 MFR %2.8
(Olive, 1985)



Fertiliteyi etkileyen mekanizmalar
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fallopian tube
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Proposed Mechanism

Mechanical or inflammatory effects

within the ovary of endometriomas
Cytokine disturbances. expression difference

in factors that regulate tubal function
Inflammation, hormonal disruption,

LH concentrations, macrophage activation

Inflammatory or toxic effects of the PF or
macrophages on sperm number or function
Gamete transport or embryo placement

Mechanical disruptions preventing sperm, egg
transport, fertilization, and embryo
transport

Ovulatory dysfunction, progesterone
resistance

Progesterone resistance, aromatase
expression, other causes?
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rAFS (1997)

Stage | (minimal)

1-5
Stage Il (mild)

6-15
Stage lll (moderate)

16-40

Stage |V (severe)
>40




* Evre 1-2 (Unexplained)
— endometriyal reseptivitede degisiklikler,
— peritoneal immunolojik degisiklikler
— fertilizasyon?, implantasyon?
* Evre 3-4 (tubo-peritonal faktor)
— anatomik distorsiyon,
— pelvik adezyon



Fertil ve infertil kadinlarda, hastaligin
evresine gore endometriozis prevalansi

Fertilite Sayi Endometriozis Mini_mal- Moderate-
Durumu Mild Severe
Fertil 7953 %4 %91 %9
Infertil 2372 %33

P degeri <0.0001 <0.0001

® Endometriosis ve infertilite arasindaki iliski halen netlesmis dedil

® Endometriosis aylik fekundite oranini 0.15-0.20 ten 0.02-0.1
dusurmektedir

D’Hooghe TM. Semin Reprod Med 2003



* Bekle-gor

(Ce rraD

« Ovariyan supresyon
* Cerrahi + medikal

« COH % IUI

« ART




Infertilite icin cerrahi yaklasim

Prensipler

» (Gorunen tum odaklarin rezeksiyonu
Normal anotominin restorasyonu
Mikrocerrahi prensiplerine uyulmasi
Pin-point hemostasis

Adezyon onleyici stratejiler



Endometriozis cerrahisi ve infertilite

« Konservatif cerrahi:
— Implantlarin eksizyonu veya ablazyonu
— Adezyolizis
— Normal anatominin restorasyonu
— Endometriomalarin rezeksiyonu veya ablazyonu

 Radikal cerrahi:

— Unilateral veya bilateral salpingo-ooforektomi
— TAH BSO
— Segmental rezeksiyon — reanastomoz

Eltabbakh GH. Minerva 2008



Endometriozis cerrahisi ve Infertilite:

 Endometriotik lezyonlarin tedavisi
— Evre |-l RKC var
— Evre llI-IV RKC yok

— Endometrioma
— DIE, Rektovajinal endometriozis

 Endometriozis ve ART
— ART oncesi cerrahi
— ART sonrasi cerrahi



Esidence

Systematic review and meta-analysis of randomized
controlled trials (RCT)

At least one RC'T

At least one well-designed controlled study without
randomization

At least one other tvpe of well-designed
quast-experimental study

Well-designed, non-expenmental, descriptive studies,
such as comparative studies, correlation studies or case
studies

Expert committee reports or opintons and/or climical
expertence of respected authorities




Cerrahi vs medikal/gozlem
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Adamson and Pasta, Am J Obstet Gynecol 1994




Laparoskopi vs Laparotomi

8 calisma, meta analiz
Gebelik oranlari arasinda fark yok
RR: 0.93 (0.84-1.02)

« L/S=L/T

Adamson & Pasta, Am J Obstet Gynecol 1994



Marcoux et al, N Eng J Med 1997 (ENDO-CAN)
Randomize kontrollu
341 infertil kadin Evre 1-2 endometriosis

Diagnostik L/S (169)

36 hafta takip suresi

Laparoskopik cerrahi (172)
(rezeksiyon, ablazyon)




Evre |-ll endometriosiste L/S cerrahi

* Marcoux et al, N Eng J Med 1997 (ENDO-CAN)

OuTcoOME

Pregnancies carned bevond
20 weeks (no.)
Fecundity rate (per 100
person-months )
36-week cumulative
probability (%)
Recognized pregnancies (no.
Fecundity rate (per 100
person-months)
36-week cumulative
probability (%)

Lararoscoric- DiaGNOSTIC-
SURGERY LAPARDSCOPY
GrRoOUP GroUP
IN=172) (N=169) RR (95% CI|*
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Evre I-Il endometriosiste L/S cerrahi

* Marcoux et al, N Eng J Med 1997 (ENDO-CAN)

Laparoscopic surgery
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Evre I-Il endometriosiste L/S cerrahi

« |talian trial-1 year postop follow-up

Resection-ablasion of endometriosis

Yes No
N=51 % N=45 %

Pregnancy

- 39 76.5 32 71.1

+ 12 23.5 13 28.9 m
Pregnancy

Abortion 2 16.7 3 23.1

Term 10 83.3 10 76.9
Live birth rate
(1 year) 10 20 10 22 m

Parazzini F. Human Reproduction 1999



Evre I-ll endometriosis
LS- cerrahi ile tanisal —LS karsilastirmasi
(sonug: gebelik)

Calisma Tedavi Kontro Odds Ratio Agirlik Peto Odds Ratio
/N /N 95% CI (%) 95% CI

Gruppo Italiano 12/51 13/45 20.8 0.76(0.31-1.88)

Marcoux 1997 63/172 37/169 - 79.2 2.03(1.28-3.24)

Total 95 CI 223 214 100.0 @(1.09-2.51)

Test for overall effect z: 2.38 p: 0.02

| — .
01 02 05 1 2 5 10

Kontrol lehine Tedavi lehine

Jacobson TZ, et al. The cochrane Library 2006 NNT 12, Kanit dlzeyi 1a




Peritoneal endometriosis
Laparoskopik eksizyon, ablazyon

PR %18 den %26

%38 lik artis NNT:12

Preoperatif peritoneal endometriosis tanisini
koymak pratik degil

Unexplained infertitilite tanisi ile LS yapilanlarin
1/2-1/3 de endometriosis saptanabilir

NNT 12 degil 2-3 kat fazla



Evre llI-IV
Ovariyan endometrioma

 Randomize kontrollu calisma yok

* Veriler kontrol grubu olmayan galismalardan
elde edilmistir. (PR %30-%67)

« Taraf tutma
— Kontrol grubu?
— Hasta secimi (infertilite?)
— Yayinlanan makaleler (sadece olumlu sonuglar)
— Takipte kaybolan hastalar
— Unilateral ve bilateral ayrimi yapiimamis
— Postop IVF?



Laparoskopik endometrioma eksizyonu sonrasi
gebelik oranlari

20urce, year Pregnancies/ Total

Daniell ef al, , 1991 2732
Marrs ef al., 1991 7/23
Bateman ¢l al., 1994 0/21
Crosignani ef al., 1996 6/22
Montanine ef al., 1996 5/11
Donnez ef al., 1996 415/814
Sutton ef al., 1997 30/ 66
Beretta ef al., 1998 h/Y
Busacca ef al.,1999 67
Milingos ¢f al., 1999 17/32
Jones & Sutton, 2002 15/39
Alborzi et al., 2004 19/32
Fedele et al., 2006 29 /90
Vercellini ef al., 2006a 128/237
Overall weighted mean

00 40 A &0 FDOOBD 900 100 110

Pregnancy rate (%)

Figure 3 Pregnancy rates observed after |laparoscopic excision of endometriomas.Diamonds represent percentage point estimates and horizontal
lines represent 95% Cls. Modified from Jones and Sutton (2002), with permission.




Peritoneal vs ovariyan endometriosis
-LS sonrasi gebelik oranlari-

* Gebelik oranlari arasinda buyuk farklilik
mevcut
— LS oncesi Evre I-ll tanisi koymak?

— Endometrioma tanisi ise TVUSG ile yuksek
dogrulukla konabilir

— QOvariyan endometriosis i¢in dilusyon etkisi
yok



« USG esliginde aspirasyon
« Cerrahi tedaviler
— L/S ile tedaviler
Konservatif
* L/S ile aspirasyon
» Kistektomiler
* Drenaj ve destruksiyon (lazer veya bipolar)
3 evreli uygulama
Radikal
« Ooferektomi
« Adneksektomi
— L/T ile tedaviler




Treatment of endometriomas
and natural fecundity

Operative laparoscopy
 Excision vs Ablation
2 randomized trials

Beretta et al., 1998

Alborzi et al., 2004




Excisional surgery versus ablative surgery for ovarian
endometriomata (Review)

Hart R], Hickey M, Maouris P, Buckett W, Garry R

The Cochrane Database of Systematic Reviews 2005



12 aylik spontan gebelik oranlarti:
eksizyon vs. ablazyon

study Excisinal surgery Ablafva surgary OR {foced Wagnl OR (foced)
or sub-catagary il i A% Cl ! A5 Cl

Albarz 2004 1932 [K] — — 841 4.80[150, 14.43
Bereta 1908 1 il 1359 8.00[059 %2.70)

Tokl (35% C) i ' 4 0

Tolal events: 22 (Excisional surgery), B (Abialve surgery|
Testior heteroganatty, Che = 0.M i =1[P=071) F= 0%
Testfor overal effect: 2= 324 (P=0.001)

w0 0 10

Favours ablation

PR: 60.9 vs 23.4 NNT: 2.7




Endometrioma rekurrensi:
eksizyon vs. ablazyon

“‘Ufr; Excisianal surgery Ablatve surgery
Illlll rll

Abor 00 A6[0.18,1.18]
Bareta 1998 203 /32 3036 02 -'_'- 05, 1.5]

Tetal (5% C)

Total everts: 11 (Excsional sur :|=r';'| 21 Ablatve sur q=r';'|
Tegt for heterogenaty: Ch = 0.22 df=1(P=0.64] I'=
Test for overall effect 2= h.H..F =0.03)

avaurs ablaton




lleri Evre Endometriozisli Infertil
Olgularda Laparoskopik Cerrahinin Rolu

» |leri evre endometriosis:
— anatomik distorsiyon
— tubal obstruksiyon ‘I
— pelvik adezyonlar
— ovarian endometrioma

INFERTILITE

 Randomize kontrollu ¢alisma veya meta-analiz yok
« Bircok calismada gebelik oranlarinin arttigi gosterilmistir

Kennedy S. Human Reproduction 2005



ESHRE Guidelines
Kennedy et al, Hum Reprod 2005

Cerrahi tedavi

Orta-siddetli endometriosis ve gebelik oranlari
Cerrahi eksizyon faydali mi?

RKC veya metaanaliz yok

Endometriosis evresi ve endometriosis cerrahisi sonrasi
spontan kumulatif gebelik oranlari arasinda negatif bir
korelasyon gorulmektedir

Evidence level 3 (B)




Endometriosis surgery seems more efficient in
moderate and severe cases than in those with
minimal or mild disease

Table |. Comparison of pregnancy rates following surgery in endometriosis-associated infertility.
Stage of disease

Minimal/mild Moderate/severe

Expectant management (%) 37.4 3.1

Surgery (%) 51.7 41.3

« The cumulative pregnancy rate is similar after
surgery for endometriosis stage I-Il and
stage llI-IV

Adamson GD. Semin Reprod Endocrin 1997



Evre I-1V vs cerrahi sonrasi spontan gebelik

222 Hasta

18 ayda %30
36 ayda %50
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Evreler
arasinda
fark yok

Vercellini et al. (2006a), with permission.

Vercellini, 2006



Derin Infiltran Endometriosis
Rektovaginal endometriosis

Tartisma
» Inkomplet rezeksiyonun yarari tartismali

« Radikal girisimler ise major komplikasyon riskini
arttirir




Radikal rektovaginal endometriosis cerrahisi sonrasi
major intra- ve post-operatif komplikasyonlar

Complication Observed incidence
(%)

"1

Blood transfusion
Inadvertent rectal perforation
Anastomotic lealage

Pelvic abscess

lemporary diverting loop ileostormy /

colostonmy

Intraoperative ureteral lesion
Post-operative ureteral fistula formation
Post-anastomotic rectal stenosis

Post-anastomotic ureteral stenosis

. Ribeiro et «

ensen and Kier 200

ett-Drallenbadh et al. |




Rektovaginal endometriosis eksizyonu
sonrasi gebelik oranlari

Pregnancie

sover ef al,,
Redwine et al
Fedele et al., :
Thomassin el al
Chopinet al.,
Darai ef al.,
Fleisch et al
Keckstein ¢f al.,
Mohr et a
Vercellini et al.,

Owverall wei ;{;h ted mean

20 30 40 50 60 70 80 90 100

Pregnancy rate




Rektovaginal endometriosis:
cerrahi sonrasi gebelik oranlari

Reproduktif performans Y

. &
+ PR %24-%54 ‘
e

* Ortalama: %40
Tartisma -
» Kontrol grubu yok 2/




Rektovaginal endometriosis:
Cerrahi sonrasi gebelik oranlari

1 adet nonrandomize kontrollu calisma mevcut
105 hasta

Konservatif cerrahi (L/T) Bekle Gor
n 44 61
PR %34.1 %36.1 NS

« Agri rekurrensi cerrahi grubunda anlamli daha az

Sonuc
PR etkilenmez (implantlarin pseudoperitonizasyonu)

Semptomlari iyilestirir

Vercellini P, Am J Obstet Gynecol 2006



lleri Evre Infertil Olgularda Cerrahi

Radikal cerrahinin yeri yok

Organ/fonksiyon kaybina neden olmadan tum
odaklarin cikarildigr konservatif cerrahi esas
Cerrahi gebelik oranlarini artirryor mu??

— RKC yok

— Gozlemsel calismalardaki iyilesmis gebelik oranlari
iIndirekt kanit sayilabilir

RVE plaklarin ¢ikariimasi:

— Reproduktif prognozda belirgin bir iyilesme
saglamiyor

— “Eksperimental” kabul ediliyor

— Agri sikayeti baskin olmayan infertil olgularda RVEP
cikarilmadan, yalnizca peritoneal ve ovaryen cerrahi




Olgu sunumu

31 yasinda 8 yillik evli, Androlojik faktor &
* Pelvik agri +++
e Infertilite +
 Bilateral endometrioma +
Laparoskopi
 Evre 4 endometriosis

 Bilateral endometrioma extirpasyonu

 Bilateral Ureter disseksiyonu, sakrouterin nodul ve
rektovaginal nodul ekzisyonlari, bilateral
salpingoovariyolizis, anatomik restorasyon



Operasyondan 4 ay sonra
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Rekurrent endometriosis
Re-operasyon
Candiani 1991
* 42 hasta
« 42 ay takip PR %28.6
Busacca 1998
81 hasta
e 24 ay takip PR %45 (LT) %54 (LS)
Fedele 2006
« Syiltakip PR 1.0p %32.2 2. op %20.8
gebelikler (spontan + IVF)



Rekurrent endometriosis
Re-operasyon
 Eldeki veriler ikincil op yararinin birincil kadar fazla
olmadigini gostermektedir.
« Re-operasyonda risk T
ASRM 2004 gorusu
« Evre lll-IV + gecirilmis operasyon = IVF oneriyor ?
Alternatif yaklasimlar

* Aspire etmek onerilebilir.??? Skleroterapi

— Alkol sonrasi rekurrens %10-15, tetrasiklin sonrasi %25-47,
metotraksat sonrasi %30

— Abse formasyon riski?

— Ciddi yapisikligi olan, anestezi riski olan ve artik op. istemeyen
hastalara onerilmeli.



The effect of second-line surgery on reproductive
performance of women with recurrent endometriosis:

A systematic review
Vercellini P, Acta Obstetrica et Gynecologica 2009

1078 B Vercellint er al
SOMETE, VERT Pregnancies ! Total

i Malinak, 1978 (38}

Crverall wai

Figure 2. Percentages of pregnant women at the end of follow-up

if NOn-COrmpar dies on the effect of repet
rery al laparoro i

operated at laparotomy are considered.

Eversetal., 1998 (16)
Fedele et al., 2006 (45)
Vercellini et al., 2009 (46)

Overall (Mantel- Haenszel)

Primary surgery better

Pregnancies/Patients

OR (95% CI) Repetitive - surgery Primary

.30 0.07 1.23 V11

.55 (0.19, 1.63

)43 (0.25,0.74

.44 (0.28. D.68

Repetitive surgery better

surge

Ty




Cerrahi =

Source, year

Pregnancies/ Total

Eit-cperimen’ra] group Control group

postop medikal tedavi
Metaanaliz

OR (95"%, CI)

Telimaa et al., 1987
Parazzini ef al., 1994
Bianchi ef al., 1999
Vercellini ef al., 1999

Busacca et al., 2001

Conservative surgery

only better

Conservative surgery and

post-operative medical treatment
better

5/40
7/36
6/11 8/16
8/69 14/76
5/15 6/15

Common odds ratio

0.80 (0.17, 3.79)

1.10(0.34, 3.52)

1.20 (0.25, 5.59)

0.58(0.23,1.48)

0.75(0.17,3.33)

0.75 (0.44,1.27)

(dds Ratio

Cerrahi + medikal tedavi %18.1 vs

cerrahi %22.9
Vercellini, 2003




IVF oncesi cerrahi

Endometrioma’larin IVF ten once cikariimasi
fertiliteyi arttirmiyor

Endometrioma Endometrioma
remaoved present
(147 cyeles) {63 cveles) F value

10.2 £0.6 11.8 = 0.9
3.7 0.6 8403
76.5 69.9
6.0 £ 0.4 6.4 + 0.4

27+ 01 2801 .28l Endometrioma
>3 cm

No. of oocytes refrieved
No. of mature o
Fertilization rate |

o

Miscarriage rate (%)
Cancellation rate (%) 6.3

§ § 8 L
el Sl = [T

Nore: Data are presented as mean + S5EM or %o

Garcia-Velasco JA et al, Fertil Steril 2004



IVF oncesi endometrioma cikartiimali mi?

Characteristics Favours surgery Favours expectant
management

Previous interventions

for endometriosis

Ovanan reserve® Intact Damaged
Fain symptoms Present Absent

Bilaterality Monolateral disease  Bilateral disease

Soncgraphic feature Present Absent

Rapid growth

Garcia Velasco & Somigliana, Hum Reprod 2009



IVF sonrasi cerrahi

 Littman et al Fertil Steril 2005
IVF basarisizligi sonrasi

Laparoskopi + Laparoskopi -
29 hasta 35 hasta
l l
22 gebelik (%76) 13 gebelik (%37)

i |

12 spontan 2 spontan



Rekurrent endometriosis
Cerrahi vs IVF

Source, year Pregnancies,/ Total
IVE-ET group  Surgery group

OR (95%, CI)

IVF-ET better

Pagidas ef al., 199 11/23*
%47.8 %22

Cheewadhanaraks et al,, 2004 3/244 /32

%12.5 %18.7

Common odds ratio

3.21 (0.81,12.76)

062 (0.14,2.78)

150 (0.58,3.90)

1.5 |

Udds Ratio




Surgery and ART: An integrated approach for successtful management

Coccia et al, Eur j Obstet Gynecol Reprod Biol 2008

107 endometriosisli infertil hasta = laparoskopi = IVF =
ort 6 yil takip

Pregnancy rates after laparoscopy and IVF-ET
Stages 1 and 11 Stages 1T and IV All stages
N % N

Patients (no.) 7 439 (47107) A A6.1 (6107 107 L1

Spontancouns pPresnancies 23 B0 (2347) 7 28.3 Fall) 41} 37.4" (40 10T
Women submitted to INVF-ET 2 358 (24/67) 3 6.2 (43/67) G7 L)

IVF-ET pregnancics ] 417 (1024 23.3 f43) 20 298 (20067
Total pregnancies 33 70.2" (3347) 27 57 (27/60) 56.1° (60/107)

Laparoskopi %37 .4
Laparoskopi + IVF  9%56.1

Cerrahi sonrasi ilk 6 ayda PR en yuksek



International guidelines on surgical treatment of endometriosis-associated infertility in asymptomatic women

Clinical condition Recommendation

ESHRE 2005 ASRM 2006 RCOG 2006

Minimal-mild endometriosis (stage |-l Limited benefit: surgery recommended ~ Small benefit: surgery Demonstrated benefit: surgery
recommended recommended

Possible but unproven benefit: surgery Possible benefit: surgery Possible benefit: recommendation
recommended recommended uncertain

Surgery before IVF Recommended if endometrioma =4 cm  Doubtful benefit: no
recommendation

Recurrent endometricsis Mo recommendation Second-line surgery not
recommended




LAPAROSKOP! ILE TANI KOYULMLUS ENDOMETRIOZIS

STAGE -1 STAGE Il - Iy

DEBULKING TOM LEZYONLARIN GIDERILMES] »

B I FATYIRN AT !
HOTEFIEASIACH FLASER ABLASYON ENDOMETRIOMALARIN EKSIZYONU

¥AS VE OVER REZERVINI GOZ ONONE ALARAK PELVIK ANATOM] RESTORE PELVIK ANATOM| RESTORE
€ - 12 AY BEKLEMEY| DOSUN EDILMIS VE OVER REZERVI Iy EDILEMEMIS VEYA OVER
B - 12 AY BEKLEMEY] DUSON REZERVI| DUSUK

i
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Sonuc-1

Problem odakli olunmali, lezyon odakli
olunmamali

Yapilacak cerrahi sorunu ¢cozecek mi? beklentileri
karsilayacak mi?

Cerrahi ile elde edilebilecek gercek yarar daha
once ifade edilen oranlardan (%40-%50) daha
dusuktur (%10-%25)

Evre I-Il de cerrahinin etkinligi (NNT)
populasyondaki prevalanstan buyuk olcude
etkilenmektedir



Sonug-2

Peritoneal endometriosiste cerrahinin etkisi beklenenden
kucuktur. Maliyet yarar analizi -

Rektovaginal lezyonlarin eksizyonu supheli yarari var ve
ciddi morbidite riski

Buyuk ovariyan endometriomalarda cerrahi ilk tercih
olabilir. Maliyet yarar analizi+

Semptomatik agrili hastalarda cerrahinin pratik avantaji
var. Spontan konsepsiyon denemelerine olanak saglar

Tedavilerin riskleri ve faydalari hakkinda tam ve detayl
bilgilendirme mutlaka yapilmalidir



Sonucg-3

« Cerrahi ile sadece eksizyon degil anatomik
restorasyon da yapilmaktadir
* Kisisel yaklagsim
— Yas
— AgQri
— Gecirilmis girisimler
— Over rezervi
— Malignensi potansiyeli

Beklenen yarar = cerrah bagimhdir
Deneyimli cerrah gerektirir
llk operasyonun yarari daha fazladir
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