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Endometriosis fertiliteyi etkiler
mi”?

A. Evet

B. Hayir




Endometriosis fertiliteyi etkiler mi?

Evet

1. Infertil olgularda daha sik rastlanir
(Mahmoud and Templeton, 1991)

2. Gebelik oranlar tedavi edilen olgularda
daha yuksek (Marcoux et al, 1997)

3. Endometriosisli olgularda AID ile gebelik
oranlari daha dusuk (Jansen, 1986)

4. YUT uygulanan endometriosisli olgularda
gebelik oranlar daha dusuk (Barnhart et al,
2002)




Pregnancy chances on an IVF /ICSI waiting list: a national
prospective cohort study

Table 1L HR for ongoing pregnancy without reatment of 5962 patients on
the waiting hist for TVF,
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Endometriosisde spontan
gebelik oranlar
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Endometriosise bagli infertilite
tedavisinde tahmini aylik fekundite
oranlari (%)

Adamson, ASRM Practice Guidelines Commitee 2004

Tedavi Minimal/mild | Moderate Severe
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Endometriosis
fertiliteyi neden etkiler?
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1. Tubal adhezyonlar
2. Gamet interaksiyon bozukluklari

3. Peritoneal mikrocevrenin bozulmasi
4. Luteal faz defektlers

5. Implantasyonun etkilenmesi




Endometriosisde
olumsuzluklar Evre 1-2

Anormal follikulogenez

Artmis oksidatif stress

Bozulmus immun fonksiyonlar
Peritoneal ve follikuler mikro cevredeki

hormonal degisiklikler
Azalmis endometrial reseptabilite

!

Oosit kalitesinde azalma
Fertilizasyon sorunlari
Implantasyon sorunlari




Endometriosis-YUT Endikasyonlari

 DOR

e Kadin yasi>37

e Infertilite siiresi > 5 sene

e Basarisiz KOH/IUI sikluslian
* Tekrarlayan endometriosis
e Ciddi Adenomyosis
 Bilateral Tubal Faktor

e Erkek faktoru




Endometriosise bagl infertilitede
yaklagsim algoritmasi

Infertility workup

¥

Measurement of ovarian reserve

"Emergency” IVF if ovarian
function compromised

™

h
Semen analysis

IV if natural conception

impossible

Y

Assessment of fallopian tubes - ¥

Exceptions: No surgery
Pelvic pain before ART
Hydrosalpirm
¥ Large endometrioma L

Surgery

Owvarian suppressionwith GnRH
¢ 4 analogues for 3-6 months

spontaneous pregnancy

Allow 6-18 months for If not pregnant i

VFor IC5




Endometriosis YUT
sonuclarini etkiler mi?

e Evet
* Hayir




Endometriosisin IVF Sonuclarina
Etkileri

« Calismalarin bir kisminda olumsuz etkiler
uzerinde durulurken bir kisminda da etkili
olmadigi belirtiimektedir:

- Evre arttikca gebelik oranlari|
- Elde edilen OCCC sayisinin|
- Fertilizasyon oranlarinin|

- Oosit ve embryo kalitesinin olumsuz
etkilenmesi

- Implantasyon oranlarinin/ (vatson 1986 ; Simon 1994
Arici 1996 ; Cahill 1997)

- Implantasyon oranlari etkilenmez((Mills 1992 ; Inoue 1992 ;
Dmowski 1995 ; Olivennes 1995 ; Tanbo 1995 ; Padigas 1996 ; Huang
1997 ; Hickman 2002 ; Suzuki 2005)




Cvycle-specific and cumulative fecundity in
patients with endometriosis who are
undergoing controlled ovarian
hyperstimulation—intrauterine insemination
or in vitro fertilization—embryo transfer

W. Pawl Dmowski, M.D., Ph.D., Michelle Pry, M.S.IN., Jianchi Ding, Ph.D., and
Nasir Rana, M.D., M.P.H.

Institute for the Study and Treatment

of Endometriosis. Oak Brook., lincis

FIGURE 2

Effect of COH-IUI or IVF-ET on fecundity according to the
stage of endometriosis.
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mowski. Fecundipy with COH or ITF in endomeriosis. Fartil Staeil 2002,



Endometriosisin IVF Sonuclarina
Etkileri

Endometriomall olgularda anlamli derecede
yuksek gonadotropin dozu kullaniimakta

Erken evre peritoneal endometrioziste daha
uzun follikuler faz saptanmaktadir (Cahill)

Aberan granulosa hucre sitokinleri oositlerin
fertilizasyon kapasitelerini bozar (Mahutte NG,

Arict A)
Endometriozisli olgularda daha yuksek oranda
apoptozis gorulur (Toya)




Effect of endometriosis on in vitro
fertilization

Kurt Barnhart, M.D., M.S.C.E..®" Rebecca Dunsmoor-Su, M.D., M.5.C.E..2 and
Christos Coutifaris, M.D., Ph.D.®

Center for Repmauctive Medicine and Surgery, University of Pennsyivania NMedical Center and Health
Syefem; and Center for Clinical Epidemiclogy and Biostatistics, Unnersify of Pennsylvania School of
Medicine, Philadeiphia, Pennsylvania

Objective: To investigate the IVF outcome for patients with endometriosis.

Design: Meta-analysis.

Setting: Academic research ceater.

Padent(s): A MEDLINE search and review of the literature were performed. Patients were classified by level
of endometriosis, and controls were classified according to the mdication for IVFE.

Intervention(s): Bivanate analysis and nmltivariate logistic regression was used to estimate overall effect
and control for confounding.

Main Outcome Measuare(s): Pregnancy rates, fertilization rate. mmplantation rates, and numbers of cocyies
retrieved.
Result(s): Iu 3 : jes Twere - £ all apals
Pregnancy Wwas slgmﬁtauﬂ} lml.-Ef for E-udnﬂletn-:uus Pﬂ‘tiE’ﬂt&- {-Ddd_ rafio, 0. ::-Er 05% cnnﬁdeuc:e mtena]_

0440 /U) when compared with fubal Tactor controls, Multivarate analveis also demonstrated a gecrease in
fertilization and mmplantation rates. and a sigmificant decrease in the number of oocyies retrieved for
&1 1051 patients. Smancy Tates _wonienl With severs en 0515 wete 51 C O et

= =
OIS A dizes acbile 1.0 = = s imtairs () A1) |'

Conclusion(s): Patients with endometriosis-associated mfemillj.r vodergomg IVF respond with significantly
decreased levels of all markers of reproductive process. resulting in a pregnancy rate thaf 1s almost one half
that of women with other indications for IVF. These data suggest that the effect of endometriosis 1s not
exclusively on the receptivity of the endometrmim but also on the development of the cocyte and embryo.
(Fertil Stersl™ 2002:77:1148-55. ©£2002 by American Society for Reproductive Medicine.)

Kevy Words: Endometriosis, infertility, fertilization m vitro, meta-analysis




Barnhart K June 2002; Fertil Steril; 77:1148-1155

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

Study

Mahadevan et al, ‘83

Wardle et al, "85
Matson et al, '86
Frydman et al, 87
Inoue et al, '92
Mills et al, "92
Simon et al, '94
Dmowski et al, '95
Gerber et al, 95
Olivennes et al, 'S5
Tanbo et al, '95
Arnici et al, '96
Padigas et al, "96
Huang et al, "97

Overall (95% Cl)
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Odds ratio

reril 2002

Odds ratio
(95% CI)

1.51 (0.32,7.10)
0.52 (0.06,4.85)
0.36 (0.13,1.01)
0.83 (0.39,1.80)
1.21 (0.87,1.69)
0.94 (0.47,1.86)
0.26 (0.12,0.54)
1.31 (0.72,2.39)
0.84 (0.58,1.20)
0.93 (0.61,1.41)
0.89 (0.60,1.32)
0.49 (0.24,1.02)
1.64 (0.82,3.30)
0.68 (0.32,1.46)

0.81 (0.72,0.91)

Percent weight

0.6
0.7
2.8
4.0
16.9
4.6
8.0
5.0
18.1
12.0
14.0
6.0
3.1
4.3



IVF Gebelik oranlari
Endometriozis/ Tubal faktor

Endometriozis

Tubal faktor

Duzeltilmis OR

Gebelik orani
25.38

27.71

0.56 (0.44—0.70)

Fertilizasyon %
59.50

66.09

0.81 (0.79-0.83)

Implantasyon %
> e 12.72

18.08

0.86(0.85—-0.88)

Barnhart. Fertil Steril 2002.




Results of bivanate analysis and multiple logistic regression analyses comparing endometnosis patients with controls.

Outcome Endometnosis Control Crmde OR. (95% CID Adjusted OR* (95%, CD)

All patients® (n = 2.909)
Pregnancy rate 2542 29 52 0.81 (0.72-091) 0.63 (051-077)
Feralization rate 59.69 6594 0.95 (0.94—0.95) 0.87 (0.85-0.88)
Implantation rate 1272 1808 0.86 (0.85—0.87) 0.86° (0.85-0.88)
Mean no. of cocytes 781 7.30 1.06 (1.04-1.08) 0.92 (0.85-0.99)
Peak E, 354504 439993 N/A N/A

Endometniosis only vs. tubal

factor only” (n = 2.893)

Pregnancy rate 2538 27.71 0.88 (0.79-1.00) 0.56 (0.44-0.70)
Fernlization rate 5950 66.09 0.95 (0.94—0.95) 0.81 (0.79-—0.83)
Implantation rate 1272 1808 0.86 (0.85-0 88) 0.86° (0.85-0.88)
Mean no. of cocytes 7.79 7.30 1.06 (1.04-1 08) 0.82 (0.75—0.90)
Peak E. 354504 439993 N/A NA

Stage I-TI* (n = 2.602)
Pregnancy rate 21.11 27.71 0.70 (0.56—0.87) 0.79 (0D.60—-1.03)
Fernlization rate 5838 66.09 0.93 (0.92-0.94) 0.94 (0.93-0.96)
Implantation rate 11.31 18.08 0.80 (0.78-0.82) 0.88 (0.85-0.90)
Mean no. of cocytes 819 730 1.11 (1.06-1.14) 0.56 (0.49-0.65)
Peak E. 5813.38 4399935 NiA NFA

Stage OI-IV" (n = 2.575)
Pregnancy rate 1384 27.71 0.42 (031057 046 (0280 74)
Feralization rate 74.47 66 09 1.08 (1.06-1.10) 1.54 (1.39-1.70)
Implantabion rate 10.23 18.08 0.75 (0.72—0.79) not interpretable
Mean no. of cocytes 6.70 7.30 0.94 (0.91098) not mterpretable
Peak E. 1447 74 4399 93 N/A N/A

Note: P-= 001 comparing endometriosis with control group in every outcome category. N/A = not applicable.

= Adjasted for stmoulation regime. publication date, and age except where noted

" Includes endometriosis patients with other concunrent infertility factors: controls include all factors except endometriosis
“ Adjusted for publication date and age.

¢ Inchades only endometriosis patients (all stages) with no other infertility factors, controls are tubal factor only

* Compares stages I-II endometmosis patients with tubal factor controls

" Compares stages [II-IV endometriosis patients with tubal factor controls.

Barnharr IVF mm endomerrioziz-azzociared myferniiiny. Ferml Sreril 2002

TABLE 4

Results of bivariate analysis and multiple logistic regression comparing endometriosis (Endo) patients with stage -1V
disease with patients with stage |-l disease.

Cutcome Endo -1V Endo I-1I P Crude OR. (95% CD) Adjusted OR" (95% CI)
Pregnancy rate 1384 0.60 (42—-87) 0.64 (35-1.17)
Fertilization rate 7447 1.11(109-1.13) not imnterpretable
Implantation rate 1023 093 (89-98) 0.21 (.15-32)
Mlean oocyvte count 670 083 (78-87) 031 (.24—39)

Nore: Total no. of observations: 669. N/A = not applicable.
* Adjusted for publication date and age.
Barnhart IVF m endomerriociz-associared nyernilny. Fernul Sweril 2002



Endometriosisin in vitro
fertilizasyona etkileri

* IVF’te gebelik oranlarinda % 54 azalma
(Tubal faktor’e gore)

- lleri evre endometriosisde gebelik
oranlarinda % 36 azalma (Hafif
endometriosise gore )

Barnhart K June 2002; Fertil Steril; 77:1148-1155




Endometriosis evre - ART

Table 2 Eifect of Endometriosis Stage on In Vitro Fertilization/Intracytoplasmic Sperm Injection Outcomes®

Endometriosis stage Tubal factor
11l IV
Patients 31 67 87
Cycles 58 150 184
Age, v 326 £ 4.4 30.8 £ 4.8° 33.7 £ 4.3
i 221

‘p < 0.05.
*Modified from Kuivasaari et al.™®

lleri evre endometriosiste bozulmus granuloza hiicre E

ve P reseptor ekspresyonu

Azem F, Fertil Steirl, 1999
Kuivasaari, Hum Reprod, 2005




Endometriosis evresi YUT

sonuclarini etkiler mi?

Table 2 Effect of Endometriosis Stage on In Vitro Fertilization/Intracytoplasmic Sperm Injection Qutcomes?

Endometriosis stage Tubal factor
Il lljIV

Patients 31 6/ 87

(ycles 58 150 184

Age, ¥ 326 £44 308 £48 137 +43

Implantation rate (%) 283 137 221
< 0.05.
“Modified from Kuivasaari et al,'® Hum.Reprod. 2005 Nov;20(11):3130-5.



Endometriosis / ART

e Metaanaliz
e Endometriosis vs. tubal faktor OR: 0.56
« Siddetli vs. hafif endometriosis OR: 0.60

 SART (canli dogum/OPU)
« Butun infertilite tanilari %33.2
« Endometriosis %39.1 =

SART Data, 2012
Barnhart, Fertil Steril, 2002




Endometriosis - ART

Table 1 Endometriosis and In Vitro Fertilization: 2010 SART Registry?

Age (y) < 35 35-37 38-40 41-42
Live birth/cycle (%)
ndometriosis 41.6 351 24.8
..... Il diagnoses 41.7 319 221
Implantation rate (%)
Endometriosis 36.7 26.4
All diagnoses 369 il 1 : @ 9%

*Modified from 2010 Society for Assisted Reproductive Technology (SART) Clinic Summary Report.’

SART Data, 2012




Does endometriosis influence the
reproductive outcome of women
undergoing IVF/ICSI ?

Results from a meta-analysis and
systematic review

Mukhri Hamdan'-23 Nick Macklon'2 Ying Cheong?3

" The department of Human And Developmental Health University of Southampton, UK
2 Faculty of Medicine, University of Malaya, Kuala Lumpur, Malaysia
3 Complete Fertility Centre, Southampton, UK




Previous reviews

Barnhart et al 20024 Harb et al 2013°
22 studies, 2377 cycles 27 studies, 8984 women

Clinical pregnancy rate (CPR) | CPR and Live Birth Rate
per cycle (LBR) per woman

CPR V¥ CPR V¥ LBR=> €

-Per-cycle rather than per -Included oocyte recipients
woman data -Limited to women with no
-Did not report LBR prior surgery

4 Barnhart K, Dunsmoor-Su R, and Coutifaris C. (2002) Effect of endometriosis on in vitro fertilization. Ferti 3-55.
SHarb H, Gallos I, Chu J, Harb M, and Coomarasamy A. (2013) The effect of endometriosis on in vitro fertlllsatlon outcome: a
systematic review and meta-analysis. BJOG: An International Journal of Obstetrics & Gynaecology.




The effect of endometriosis on in vitro
fertilisation outcome: a systematic review and
meta-analysis 2013

HM Harb,” ID Gallos,® J Chu,” M Harb,® A Coomarasamy”
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ART: Endometriosis vs no endometriosis
Klinik gebelik orani

Endometriosisli olgularda ¥ KGO

Endometriosis No Endometriosis Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Dong 2013 162 431 252 596 7.4% 0.82 [0.64, 1.06] 2013 o |
Mekaru 2013 13 35 17 41 2.7% 0.71 [0.28, 1.75] 2013
Opoein 2012 376 1074 406 1171 8.0% 1.02 [0.85, 1.21] 2012 T
Lin 2012 80 177 2356 4267 7.0% 0.67 [0.492, 0.90] 2012 —
Coccia 2011 15 148 18 72 3.7% 0.44 [0.22, 0.51] 2011 T R
Mohammed 2011 81 415 1158 6871 7.4% 1.20 [0.93, 1.54] 2011 ™
Kim 2011 6 20 10 20 1.6% 0.43 [0.12, 1.57] 2011 =
Falconer 2009 5 34 11 38 1.9% D.42 [0.13, 1.38] 200%
Mejad 2009 20 73 12 53 3.1% 1.25 [0.57, 2.94] 2009
Kuroda 2009 4 9 5 23 1.1% 2.88 [0.56, 14.54] 2009
Hull 2009 75 1594 335 836 6.8% 0.94 [0.68, 1.30] 2009 e TR
Kuivasari 2005 50 98 B0 87 4.4% 0.47 [0.26, 0.86] 2005 o
Loo 2005 27 a5 21 71 3.9% 1.11 [0.56, 2.20] 2005
Aboulghar 2003 13 a5 93 177 4.0% 0.16 [0.08, 0.32] 2003 TR R
Hickmann 2002 16 27 63 104 2.9% 0.95 [0.40, 2.24] 2002
Bukulmez 2001 17 78 250 855 4.8% 0.72 [0.41, 1.26] 2001 SR A U8
Pellicer 1958 1 12 4 11 0.5% 0.16 [0.01, 1.73] 15998
Aricl 1996 12 35 45 85 3.1% 0.46 [0.20, 1.05] 1996 1
Olivennes 1995 48 S0 57 111 4.8% 1.08 [0.62, 1.89] 1995 — =
Tanbo 1995 74 331 158 650 6.9% 0.97 [0.71, 1.33] 1995 =
Dmowskl 1955 31 84 25 109 4.2% 1.97 [1.05, 3.69] 1955 | ra——
Inouelss2 131 309 165 372 7.0% 0.2 [0.68, 1.25] 1892 =51, 7
Matson 1986 8 96 7 28 2.0% 0.27 [0.0%9, 0.84] 15986 — =}
Wardle 1985 1 17 8 68 0.7% 0.47 [0.05, 4.03] 1985
Total (95% CI) 3961 16796 100.0% 0.78 [0.65, 0.94] &
Total events 1270 5536

] ] 1 ] [l
0.02 0.1 1 10 50
Favours Mo Endometriosis Favours Endometriosis

Hetercgeneity: Tau® = 0.10; Chi* = 67.57, df = 23 (P < 0.00001); I = 66%
Test for overall effect: Z = 2.62 (P = 0.009)




ART: Endometriosis vs no endometriosis

Endometriosis

Study or Subgroup Events

Total

Canli Dogum Orani

Fark yok

Mo Endometriosis

Events

Total

Odds Ratio

Weight M-H, Fixed, 95% Cl

Odds Ratio
M-=H, Fixed, 95% CI

Dong 2013 170
Mekaru 2013 10
Opoein 2012 272
Mohammed 2011 77
Kim 2011 5
Kuroda 2009 3
Kuivasari 2005 38
Hickmann 2002 13
Bukulmez 2001 15
Bergendal 1998 18
Arici 1996 7
Olivennes 1995 41
Mills 1552 15

Total (95% CI)

Total events 684

431
18
1074
415
20
7
98
27
7B
48
35
S0
67

2408

283
14
296
1078
9

5

35
57

29
31
51
42

2135

Heterogeneity: Chi* = 18.40, df = 12 (P = 0.10); 1P
Test for overall effect: Z = 1.04 (P = 0.30)

596 24.0%
17 1.1%
1171  35.3%
6871 16.7%
20 1.1%
21 0.2%
a7 3.8%
104 0%
895 1.4%
98 0%
85 2.4%
111 4.2%
198 2.8%

10274 100.0%

= 35%

0.72 [0.56, 0.93]
0.27 [0.06, 1.27)
1.00 [0.83, 1.21]
1.22 [0.95, 1.58]
0.41[0.11, 1.56)

2.40 [0.40, 14.56)
0.94 [0.52, 1.70]
0.77 [0.33, 1.79)
0.80 [0.45, 1.44]
1.43 [0.69, 2.96]
0.44 [0.17, 1.11)
0.98 [0.56, 1.72]
1.07 [0.55, 2.09]

0.94 [0.84, 1.06]

—

-

N

*

0.k 02 05 1 73 5 10
Favours No Endometriosis Favours Endometriosis




ART: Endometriosis vs nho endometriosis

Ortalama elde edilen oocyt sayisi

Endometriosisli olgularda ortalama oocyt sayisi W

Endometriosis Mo Endometriosis Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SO  Total Weight IV, Random, 95% ClI Year IV, Random, 95% CI

Mekaru 2013 7.9 4.1 39 10 55 41 4.9% -2.10[-4.22, 0.02] 2013
Lin 2012 7.6 5. 177 11.8 7.3 4267 B.5% -4.20 [-4.98, -3.42] 2012
Opoein 2012 8.65 1074 9.2 5.8 1171 B6.7% -0.55 [-1.00, -0.10] 2012
Coccia 2011 7.B 164 10.8 6.1 80 5.6% -3.00 [-4.57, -1.43] 2011
Kim 2011 9.2 20 9.5 2.8 20 5.5% -0.30[-1.97,1.37] 2011
Nejad 2009 6.6 80 6.5 4.7 57 5.4% 0.10 [-1.60, 1.80] 2009
Kuroda 2009 1.3 15 1.8 1.3 a7 6.5% -0.50[-1.20, 0.20] 2009
Al-Fadhli 2007 11.5 a7 12.7 0.7 a7 6.8% -1.20 [-1.41, -D.99] 2007
Esinler 20086 23 11.1 6.1 99 4.8% -4.00 [-6.16, -1.84] 2006
Loo 2005 127 7 4.4 95 6.2% -2.00 [-3.09, -0.91] 2005
Kuivasari 2005 208 9.3 5.8 184 6.1% -0.30([-1.43, 0.83] 2005
Wu 2003 22 1.15 26 6.6% -5.30 [-5.85, -4.75] 2003
Aboulghar 2003 a5 5.6 177 6.2% -6.20 [-7.27, -5.13] 2003
Hickmann 2002 31 8.3 108 4.2% -2.80 [-5.49, -0.11] 2002
Marconi 2002 39 ; Sl 39 5.0% -1.20([-3.21, 0.8B1] 2002
Bukulmez 2001 7B : 5.2 895 6.2% -0.60[-1.61, D.41] 2001
Medan-Vrtovec 2000 612 . 3.4 T339 6.7% 0.10 [-0.20, 0.40] 2000

(=

=]
=t

LN~ LA o n oo

(=]

00 = b=
2 RV TR RO N S PR -, i

Total (95% CI) 2881 14712 100.0% -1.98 [-2.87, -1.09] *
Heterogeneity: Tau® = 3.02; Chi® = 458.73, df = 16 (P < 0.00001); F = 97% _=4 -=2 = : 3
Test for overall effect: Z = 4.37 (P < 0.0001) Favours No Endometriosis Favours Endometriosis




Unilateral/bilateral endometrioma
varliginin AMH’ye etkisi

Figure 3
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Serum AMH Level |

Serum

Ortalama serum AMH duzeyi bilateral endometriomali
olgularda unilateral endometriomali olgulara nazaran
istatistiksel olarak anlamli daha dusuk

AMH (ng/mL) 2.45+0.17 1.56 + 0.24
Hwu et al, Reprod Biol Endocrinol, 2011




The Impact of Excision of Ovarian Endometrioma on
Ovarian Reserve: A Systematic Review and
Meta-Analysis

Francesca Raffi, Mostafa Metwally, and Saad Amer

Liniversity of Nottingham (F.R., $.A.), Royal Derby Hospital, Derby, DE22 3ME, United Kingdom; and
Minewells Assisted Conception Unit {M_M.), Dundes DD1 25Y, United Kingdom

Study or Subgroup  Mean [ng/mi] SO [ng/mi] Total Mean [ng/ml] SD [ng/ml] Total Weight IV, Random, 95% Cl[ngimi] IV, Random, 95% CI [ng/mi]

Biacchiard 2011 3 03 4 3 04 43 154% 1,70 +1.85,1.55) ’
Ercan 2010 39 116 4 162 100 41 UM% 0.23[:060,02)

Ercan 2011 195 08 3 200 041 3% 152% 0.08[-0.32,0.18

Hirokawa 2011 21 16 3 39 25 B 125% 180274, 0.86] —
Hwu 2011 200 147 3 395 2 M 128% A94(286,100 2 ——
Kitajima 2011 3004 248 19 427 310 84% A25[300050) —T
Lee 2010 I M 10 469 25 13 83% 440318,0%) —T
Tsolakidis 2009 20 083 10 9 1% 10 128% 100187, 0.49) s
Total (35% Cl) 11 231 100.0% A4.13[+1.88, 0.37] &

Heterogenaily: Tau* = 0,95, Chi* = 146.47,df = 7 (P < 0.00001); F = 95%

Tast for overall effect: 2= 2.93 (P = 0.003) 4 2 0 2 4

PfﬂﬂDEl’HIWE Fosloparative
FIG. 2. Meta-analysis. Weighted mean difference in serum AMH after surgery for endometrioma; pooled results for all studjes.

Endometrioma eksizyonunun ovarian rezerv testlerinden AMH de %A40’a varan
azalmaya neden olduqu gosterilmistir




Effects of ovarian endometrioma on
embryo quality

The proportons ol good, fair, and poor embryos in 13 women with bilateral endometriomas were compared with
those of 39 women without endometriomas and were found to be similar (47.2% vs. 41.1%, 28.3% vs. 32.8%,
and 24.3% vs. 26.0%, respectively). Therefore, it appears that the presence of bilateral endometriomas during
IVF treatment is not associated with reduced embryo quality. (Fertil Steril® 201 1;95:2700-2. ©@2011 by American
Society for Reproductive Medicine.)

TABLE 1

Cycle outcome parameters.

Outcome Bilateral endometriomas Controls P value
Oocytes collected 112+16 123 £1.05 57
Metaphase Il oocytes 95+1.7 132 £0.96 07
Fertilization rate (%) 66 +0.09 73 +0.03 83
Cleavage rate (%) 898 +7.9 984 £0.9 40
No. of embryos transferred 275403 277 +£0.2 95
Good embryos transferred (%) 65.6 + 6.8 745+175 H
Reinblatt. Correspondence. Fernl Stenl 2011,




Impact of ovarian endometrioma on oocytes and

pregnancy outcome in in vitro fertilization
Fertility and Sterility® Vol. 83, No. 4, April 2005

Takahiroe Suzwki, M., Shun-ichivo Tzumid, MDD, Ph D, Hidehiko Marsaubavashi, AL D, Ph by,
Hideo Awaji, M.D., Kikuo Yoshikata, M., and Tsunehisa Makino, M. D, Ph i,

Department of Obstetrics and Gynecology., Specialized Clinical Science, Tokai University School of Medicine, Bohseidai.
Ischara. Kanagawa. Japan

TABLE 1 |

IVF outcomes for the groups.

endometrioma. “endometriosis without endometrioma,”  {bal factor.”
Cycles 80 248 283
Age (y) 346 + 3.3 34.7 + 3.3 340 + 88
BMI (kg/m®) 223+ 05 21.7 £ 0.9 221 = 0.8
No. of cocytes retrieved 4.40 = 2.99 4.48 + 2.81 5.34 = 2.99
(P = .0037 vs. group C) (P=<.0001 vs. group C)
Fertilization rate (%6) 77.5 = 28.1 78.8 x 279 82.0=21.9
Good quality rate® (%6) 67.2 + 325 63.0 = 36.8 58.1 = 351
Transferred embryos 2.20 = 0.86 2.35 +0.83 2.67 = 0.89
(P = .0001 vs. group C) (P = .0001 vs. group C)
Implantation rate (%) 14.1 11.7 11.3
Pregnancy rate per ET (%) 26.3 22.3 23.9
Live birth rate per ET (%) 14.7 15.0 15.4

Note: Values are mean = SD. IVF = in vitro fertilization; EMI = body mass index; ET = embryo transfer.

= Embryos were graded from 1 to 5 according to the classification of Veeks and defined as “good quality” when the
embryo was 1 or 2 grade; 80 cycles had ovarian endometriomas that were aspirated and identified as “chocolate”
cyst(s) at the time of oocyte retrieval (group A); 248 cycles did not have cysts at the time of oocyte retrieval, while
endometriosis was diagnosed by laparoscopy or laparotomy before IVF (group B); 283 cycles had tubal factor without
endometriosis, as diagnosed by previous laparoscopy (group C).

Suzuki. IVF outcomes with endometriomas. Fertil Steril 2005,

Endometriosis ve endometrioma elde edilen oocyt sayisini etkiler ancak embryo

kalitesini ve gebelik sonuclarini etkilemez




The presence of ovarian endometriomas is associated
with a reduced responsiveness to gonadotropins

Edgardo Somigliana, M.D.,"* Mirco Infantino, M.D.,"" Francesca Benedeiti, M.D.,""
Mariangela Arnoldi, M.D.,*" Graziella Calanna, M.D.;*" and Guido Ragni, M.D.* N-g6

TABLE 3 XN
Number of codominant follicles according to the characteristics of the endometrioma(s) and the
responsiveness to ovarian hyperstimulation.

Ovary with
No. of cycles Intact ovary endometriomal(s) P

No. of cysts

1 49 3.9 2.0 3.2 *1.7 .08

2 7 5.1 £3.1 2015 06
Diameter of the cysts®

=20 mm 31 3.7 2.1 3.0x14 16

=20 mm 25 45 *+22 3221 .03
Total IU of rFSH used

=2,700° 29 46 + 2.1 31+1.7 .01

=>2,700° 27 3.4 +2.1 30+1.8 42
No. of oocytes retrnieved

Kdoinant follikul sayisi (>15 mm saglam overd 4.0i 2.2 iken
endometriomali overde 3.0 * 1.7, idi(P = .01).

Bu fark %25’lik bir azalmaya karsilik gelmektedir. Endometrioma varligi
gonadotropa cevabi olumsuz etkiler.

ELId  Somigliana et al. Endometriomas and ovarian reserve Vol. 86, No. 1, July 2006




Endometriosis’in YUT
oncesinde medikal tedavisi
anlamli midir?

* A. Evet

* B. Hayir




Endometriosisin YUT oncesi
tibbi tedavisi

1. Kortikosteroidler (Kim et al, 1997) (RCT
ancak az vakali ve tekrarlanmamisg)

2. Danazol (Tei et al, 1998) (RCT ancak az

vakali ve tekrarlanmamis)

3. GnRH agonistleri (Oehninger et al, 1989;
Dicker et al, 1990; Dale et al, 1990;
Nakamura et al, 1992; Curtis et al, 1993;
Marcus et al, 1994; Chedid et al, 1995;
Ruiz-Velasco and Allende, 1998)

4. Aromataz inhibitorleri (Lossl 2011)




YUT 6ncesi Kortikosteroid (RCT)

Corticosteroids Controls P value
(n =54) (n=157)
CPR 42.6% 22.8% <0.05

Miscarriage 21.7% 15.4% NS
rate

Multiple 17.4% 15.4% NS
pregnancy rate

Kim et al, | Obstet Gynaecol Res 23(5): 463-70, 1997




Tekrarlayan YUT basarisizliklarinda
YUT oncesi Danazol (RCT)

Danazol (400  Controls P value
mg/d for 12 wks)

Number 41 41
CPR 40% 19.5% <0.05

Tei et al, | Reprod Med 43(6): 541-6, 1998




Potential role of aromatase inhibitors

in the treatment of endometriosis
International Journal of Women's Health 2014:6 671680

Table 2 Summary of recent studies evaluating the efficacy of aromatase inhibitors in treating endometriosis-associated infertility

Study Design Indication Intervention Qutcome
Alborzietal®  RCT (n=144) Laparoscopic and histological ~ Letrozole 2.5 mg/day versus No significant differences among the
diagnosis of endometriosis triptorelin 3.75 mg IM every month 3 groups with regard to the pregnancy
versus no medication for 2 months  rate (23.4% versus 27.5% and
after laparoscopic surgery, with a 28.1%, respectively) or the disease-
|2-month follow-up recurrence rate
Abu Hashim  RCT (n=136) Minimal/mild endometriosis,  Letrozole versus CC Letrozole is not more effective than
et al* no pregnancy 6—12 months Combined with IUI CC, as clinical pregnancy rate per
after laparoscopy cycle and cumulative pregnancy rate

after 4 cycles were comparable in
both groups; total number of follicles
and E, higher in CC group

Loss| et al®? Prospective pilot  Patients with endometriomas  Prolonged combined Significant reduction of endometriomal
study (n=20) undergoing [VF/ICSI downregulation by anastrozole volume and serum CA[25 by 29%
| mg and goserelin 3.6 mg prior and 61%, respectively; 25% clinical

to IVF pregnancy rate and |5% live-birth rate

Abbreviations: RCT, randomized controlled trial; IM, intramuscularly; CC, clomiphene citrate; IUl, intrauterine insemination; E,, estradiol; IVF, in vitro fertilization;
ICS, intracytoplasmic sperm injection.



- Endometriozisli olgularda YUT de
tercih edilecek ovulasyon

induksiyonu semasi hangisidir?




COH Protokolu-Gebelik

Clinical pregnancies by GnRH agonist protocol
P=.05
[ ] NoGnRH

[ Short protocol
Bl 100 protocol

P<().001

P<0.001

P<0.0001
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Long-term use of gonadotropin-releasing hormone analogues

before IVF in women with endometriosis
Erol Tavmergen®®, Murat Ulukus® and Ege Nazan Tavmergen Goker®®°

Conclusion
Inaneffortto improve pregnancy and implantaton rates in
women with endometrnosis being treated with IV FEF, the
effect of long-term use of GnRH-a treatment prior to
ART's has been invesugated by several nonrandomized
and randomized clinical tnals. 'TThe majoricy of the studies
strongly indicate rthat prolonged pretreatment with
GnRH-ai1inwomen with endomertniosisclinically enhances
pregnancy rates compared with those who did not
receive such wtreatment. Rates of muluple pregnancy,
ectopic pregnancy, fertal congenital abnormalities and
complications, however, were not reported in any of these
studies. TThe mechanism by which long-term pretreatment
of GnRH-a clinically improves pregnancy rates in women
with endomertriosis 1s not completely understood. It 1s
believed that GnRH-a suppresses the toxic factors that
are found in the peritoneal fluid, which mav be harmful to
oocvtes or embrvos, or may restore endomertnal recepuv-
ity. l'herefore, we need further prospecuve randomized
studies invesugaung the lhive birth rates and potenual
complications of such treatment. Furthermore, the mech-



GnRH Analoglari ne
kadar uzun sure

verilmelidir?




Ovaryan Supresyon Suresi ve Dozu:
Endometriozis IVF/ICSI

Variable Group 1 Group 2 Group 3 P value

No. ETcycles 93 52 68
No. of embryo 2.43+0.83 2.54+0.75 2.33+0.83 NS
transferred
CP rate, % 29.02 44.2 36.8 NS
(27 /93) (23/52) (25/68)
Implantation 16.4 32.7° 26.5
rate, %
OP rate, % 25.8 40.4 33.8
(24/93) (20/52) (23/68)

Implantasyon oranlari uzayan siire ile artar > 2ay.

Caihong M, Int J Obstet Gynecol 2008




IVF oncesi GnRHa kullanimi (3-6 ay)

lleri evre endometriosis

Daha once implantasyon basarisizligi olan
hastalar

Ciddi agrisi olan hastalar

Dicker D, Fertil Steril, 1992
Surrey, Fertil Steril, 2002




IVF 6ncesi GnRHa kullanimi (3-6 ay)

Surrey, Fertil Steril, 2002




EU Aile Planlamasi Infertilite Arastirma ve
Uygulama Merkezi Sonuclari

Grup 1: yuzeyel endometriozis.....L/S
sirasinda endokoagulasyon

Grup 2: ovarian endometrioma.....L/S veya
Laparotomi ile eksizyon

Grup 3: ovarian endometrioma.....KOH oncesi
aspirasyon

Grup 4: tubal faktor




EU Aile Planlamasi Infertilite Arastirma ve
Uygulama Merkezi Sonuclari

Ampul
IU

Gelis
follik

>15mm
follik

E2max

Klinik
gebelik

2233+/
-911

11,2+/-
6,4

5,4+/-
2,4

1669+/
-7/58

%31

2502+/
-1017

9,2+/-
7,3

4,6+/-
2,5

1328+/
-341

%35

3351+/
-1523

8,4+/-
7,2

7,1+/-
7,1

1554+/
-1194

%17

2944 +/
-1386

13,8+/-
10,2

SWAIE
2,9

2216+/
-2186

%35

p=0,08

p=0,07

p=0,07




Endometriozisli Hastalarda
IVF Oncesi Uzun Siireli GnRH-a

Long-term pituitary down-regulation before in vitro
fertilization (IVF) for women with endometriosis (Review)

Sallam HN, Garcia-Velasco JA, Dias S, Arici A

THE COCHRANE
COLLABORATION®

(3 RCT, 165 hasta ; 3-6 ay GnRH-a) Sallam et al, Cochrane Database Syst
Rev 25;(1):CD004635, 2010




Gonadotropin Dozlari

Analysis 01.05. Comparison 01 GnRH agonist versus no agonist before IVF or ICS], OQutcome 05 Dose of FSH
or HMG (ampoules)

Fewviw:  Long-term pituitary down-regulation before 0 vitro fartilzation {WF) for women with eandomatricsis
Cormparisone 01 GnRH agonist varsus no agonist befare W or (5
Cutcome 05 Dosa of FEH or HMG (ampoules)

Control YWiightad Mean Difference (Fixed) Weight  ‘Aiighted Mean Difference (Fixed)

Study GnRH agonist
() Sh%

M Maan(50) ™ Maan(sDr) 5%
41.80 {2.60) 32 4060 (310 —i— 5E9 1.20 [ 018, 258 ]

Dickar 1992 3L
25 4240 (321) 26 4320(250) —i 431 080 [-238,078 ]

Surrey 2002 15
Total (95% CI) 60 58 100.0 0.34 [ -0.70, 1.38 ]

Test for heteroganeity chi-square=349 df=| p=D0& P =71.3%
Tast for overall eflect z=064  p=05

Fawours control Fawours GnRH agonist




COH Suresi

Analysis 01.06. Comparison 01 GnRH agonist versus no agonist before IVF or ICSl, Outcome 06 Duration of

F5H administration {days)

Feview:  Long-tarm pituitary down-regulation befare in sitro fartilzation (V) for women with endometricsis
Comparisore O GnRH agonist varsus no agonist before IVF or 125
Outcome 06 Curation of FSH administration (days)

Study GnRH agonist Cartrol Wiightad Mean Difference (Fixad)  Weight
M Maan{500) ™ Mean(s0) 5% Cl (7]

Wizighted Mean Difference (Fived)
95% Cl

Surrey 2002 25 102215 241008107 1ono

Total (95% CI) 25 26 100.0
Tast for heteroganeity: not applicable
Tast for overall eflect z=008  p=0%

Q.04 [ 090, 098 ]

0.04 [ -0.90, 0,98 ]

Fawours control Fawours GnRH agonist




Klinik Gebelik Oranlari

Analysis 01.02. Comparison 01 GnRH agonist versus no agonist before IVF or ICSl, Outcome 02 Clinical
pregnancy rate per womman
Feviews  Long-term pituitary down-ragulation befora in vitro fartilzation (WF) for wormen with endometriosis
Comparison: 01 GnRH agonist varsus no agonist before VE or [C3
Cutcorne 02 Clinical pregnancy rate per woman

Study =nRH agonist Control Cdds Ratio (Fied) Cidds Ratio (Fixed)
n nt %5% Cl 3 %5% O

Dickar 1992 /35 232 — = T.B3 [ 159, 3847 ]
Rickas 2002 — : 333096, 1154]
Surrey 2002 1 : 34099, 1153 ]
Total (95% CI) 88 ' 4.28 [ 2.00,9.15 ]
Total evants: 53 (GnRH agonist), 25 (Coritrol)
Tast for heteroganaity chi-square=0.83 di=2 p=0isé P =00%

Tast for overall efledt z=375  p=0u0002

i ol

Fawzurs contrzl Fawzurs GnRH agonist

3-6 ay GnRHa klinik gebelik oranlarini 4 kat arttirir




Canli Dogum Oranlari

Analysis 01.01. Comparison 01 GnRH agonist versus no agonist before IVF
race per woman

Fewiwe  Long-term piuitary down-regulation before i vitre fartilzation {(WF) for women with endomatricsis

Comparisore 01 GnRH agonist varsus no agonist before IF or (5

Cutcorme O Live birth rate par waman

Study GnRH agonit Control Odds Ratio (Fxed)
nit nitd 95% Cl

or 1CS], Outcome 01 Live birth

Cidds Ratio (Fixad)
55%

Dickar 1992 835 132 —l—

Total (95% CI) 35 32 ———
Total evants: & (GRRH agonist), | (Control}
Tast for hetercganeity: not applicable

Tast for overall effact z=203  p=0.0

9.19 [ 1.08, 7832 ]

9.19 [ 1.08, 78.22 |

al al 10 100

Fawours control Favours GnRH agonist




Abortus Oranlari

Analysis 01.03. Comparison 01 GnRH agonist versus no agonist before IVF or ICSl, Outcome 03 Miscarriage
rate per clinically pregnant woman
Feview:  Long-tarm pituitary down-regulation befare i sitro fartilzation {VF) for women with andometricsis
Comparisore 01 GnRH agonist varsus no agonist before WF ar 1CS

Cutcome: 03 Miscarriaga rate per dinically pregrant woman

Study GrRH agonist Cantrol Cdds Ratio (Fixad) Cdds Ratio (Fixad)
it niM 5% C 7 95% O

Dlickar 1992 412 |42 050 [Q0Z, 1025]

Total (95% CI) 12 2 0.50 [0.02, 10,25 ]
Total evants: 4 (GRRH agonist), | {Cortral)

Tast for heterogeneity: not applicable

Tast for overall eflect z=045  p=07

anl al

Cantrol better




Short/Long Protokol

Yeterli sayida prospektif randomize calisma yok
Tan et al (1994):

Endometriosisli olgularda short protokol ile long
protokol kumulatif gebelik oranlari long protokol
lehine

%38.3-%50.3




GnRH Antagonistlerinin yeri ?

Pabuccu 2007
Benschop 2010




Endometriozis grubunda long

protokol ve antagonist
karsilastirmasi




GnRH agonist and antagonist protocols for stage |-l
endometriosis and endometrioma inin vitro fertilization/
intracytoplasmic sperm injection cycles

Recai Pabuccu, M.D..* Gogsen Onalan, M.D.," and Cemil Kava, M.D.*

Endometriosis stage |-l Resected endometrioma Active endometrioma

Antagonist Analogue Antagonist Analogue Antagonist Analogue
(n = 50) (n = 48) P value (n = 40) (n = 41) P value (n = 34) (n = 33) P value

Ez level on hCG 2452 + 1,118 2,495+ 997 NS 1,589.3 £1.201  1,844.2 £1,126 NS 1,56122 £ 448 1,968.5 + 1,211 .02
day (pg/mi)

Total recombinant 274+ 8.8 28.6+ 8.7 NS 299485 321 +9.3 NS 282+ 8.7 30,3+ 8.7 NS
FSH ampules
per cycle n)

=17 mm follicle 59 +1.7 54+1.8 NS 36+1.8 41+1.5 NS 35+09 51+1.8 .0001
number (n)

Retrieved 121+ 6.3 13.3+ 5.9 NS B3 +45 104 £ 5.9 NS B.7 + 2.6 B.2+5.5 .002
oocyte (n)

Metaphase Il B9 444 9.6+ 45 NS 43426 BB L 4.6 .0001 494+ 1.6 6.5+ 4.2 .01
oocyte (n)

Fertilization 737 +22.7 76.4+18.9 NS 63.9 + 211 71.2+224 .00 73.5 + 237 756+ 15.4 NS
rate (%)

Mo of available 6+42 6.6+ 4.8 NS 23408 5444 .001 29 4+ 1 42426 .01
e ke e
embryos

Number of 24 +£0.6 23+05 NS 21+ 06 21+0.7 NS 25+ 0.6 24+0.8 NS
transferred
embryos

Clinical 30 (15/50) 31.2 (15/48) NS 27.5 (11/40) 39 (16/41) NS 20.5 (7/34) 24.2 (8/33) NS
pregnancy (%)

Abortion rate (%) 4 (2/50) 2 (1/48) NS 2.5 (1/40) 2.4 (1/41) NS 2.9 (1/34) 3 (1/33) NS

Implantation rate (%) 15.4 18.2 NS 15.9 226 NS 12.5 14.8 NS

Pabuccu. Fertil Steril 2007.




GnRH agonist and antagonist protocols for stage I-ll
endometriosis and endometrioma inin vitro fertilization/
intracytoplasmic sperm injection cycles

Recai Pabuccu, M.D..," Gogsen Onalan, M.D..” and Cemil Kava, M.D."

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 + 4.6 30.8 + 3.6 NS
Duration of infertility {y) 7.4 439 7.1 +38 NS
BMI (kg/m") 24.8 + 4.1 242 4+ 4.2 NS
Number of antral follicles 4.2 + 1 4.2 +1.7 NS
Day 2 FSH (IU/mL) 7.14+19 6.9 +1.7 NS

Day 2 Es 50.8 + 29 48.6 + 26 NS

Duration of ovarian 101 £13 106+ 1.5 NS
hyperstimulation (days)

Ex level on hCG day (pg/mL) 1,851.2 4+ 922 2,102.5 + 1,111 NS

Total recombinant FSH ampules 285+ 8.7 303 +89 NS
per cycle (n)

=17 mm follicle 434+15 49 +1.7 NS
number (n)

Retrieved oocyte (n) 94+4.4 10.6 + 5.8 NS

Metanhase Il nocute fn‘l 6+29 834+ 44

Fertilization rate (%) 04 + 225 4.4 +18.9 NS

Mo of available embryos a.7f+2 544+ 3.8

Number of transferred embryos 234086 23+06 NS

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

Abortion rate (%) 3.2 (4/124) 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.

Pabucei GrRH RO ols __r:"r endowmetriosis (v JCS1 Fernl Serill 2007




Use of oral contraceptives in women with
endometriosis before assisted

reproduction treatment improves
outcomes

In women with endometriosis, including those with endometriomas, 6 to 8 weeks of continuous use of oral con-
traception (OC) before assisted reproduction treatment (ART) maintains ART outcomes comparable with the
outcomes of age-matched controls without endometriosis. In contrast, ART outcomes are markedly compromised
in endometriosis patients who are not pretreated with OC. Ovarian responsiveness to simulation was not altered by
6 to 8 weeks™ use of pre-ART OC, including in poor responders with endometriomas. (Fertil Stenl® 2010;94:
2796-9. ©2010 by American Society for Reproductive Medicine. )

Group 1 Group 2
Endometriosis Endometriosis
Controls =l v OMA Controls Il n-<v OMA
Clnical PR
<3Ny 420 5.0 396 408 07 A7 23,8 120
>3y 16.7 286 33 0.0 185 Bl 10.0 6.7
Total 3 4 34 14 Ay 236 212 iy




E.U. YUT-Endometriozis

Endometriozis vakasi:119
36 vaka endometrioma
22 vaka opere endometrioma

48 vaka endometriozis
13 vaka rekurren endometriozis

Kontrol grubu:128 idiopatik
infertil




Endometriozis Kontrol grubu P degeri

grubu(n:119) (n:128)
Yas 31,814,6 31,2+5,0 0,26
infertilite slresi 6,7+4,1 7,947 0,41
Basal FSH 7,913,7 6,6+13,2 0,03*
Basal E2 44,5+18,5 46,2+18,1 0,48
Uygulanan protokol %16 long/%84 anta %24long/%76ant | 0,11

a

Toplam FSH dozu 24231735 22581676 0,06
IndUksiyon suresi 7,5+1,5 7,6+1,6 0,88
Max E2 13021856 1481+851 0,10
OPU’da folliktl sayisi 8,216,3 10,7+7,8 0,005*
MIl oosit sayisi 6,715,2 8,3+5,8 0,02*
Fertilize olan oosit 2,312,4 2,01,7 0,66
Transfere giden hasta orani %89,9(107) %92,9(119) 0,49
Transfer edilen embriyo sayisi | 1,50,7 1,6x£0,7 0,78
Gebelik orani(transfer basina) | 50/107(%46,7) 62/119%52,1) 0,5
Canli dogum orani 43/107(%40,1) 49/120(%40,8) | 0,11




Long prot Antagonist P degeri
grubu(n:119) grubu
(n:100)

Yas 28,8147 32,41+4,3 0,002*
infertilite stiresi 6,0+3,4 6,814,2 0,44
Basal FSH 6,0+4,6 8,3+3,4 0,01*
Basal E2 36,2+15,8 45,9+18,7 0,04*
Toplam FSH dozu 25561722 23981738 0,39
Indiiksiyon siiresi 9,0+1,7 7,3+1,2 0,000*
Max E2 1691+£958 12271820 0,03*
Opuda follikul sayisi 10,245,9 7,816,3 0,12
MIl oosit sayisi 7,8t4,3 6,5+5,4 0,30
Fertilize olan oosit 3,8%+3,5 2,0+2,0 0,14
Transfere giden hasta orant | 18/19(%94,7) 89/100(%89) 0,68
Transfer edilen embriyo 1,610,7 1,5+0,7 0,88
sayisl
Gebelik orani(transfer 9/18(%50) 41/89(%46,1) 0,48
basina)
Canli dogum orani 8/18(%44,4) 35/89(%39,3) 0,49




Does Controlled Ovarian Hyperstimulation
in Women with a History of Endometriosis
Influence Recurrence Rate?

Retrospective cohort study submitted to
laparoscopy for endometriosis,

endometriosis who underwent a periodic ultrasound follow-up
after laparoscopy were selected.

Women who started ART after laparoscopy (n90) were
compared with the control group, who did not undergo ART
(n87).

Recurrence of endometriosis was defined as the presence of
endometriotic lesions observed through TV-US.

During a long-term TV-US follow-up (1-15 years), 40 (22.6%)
recurrences were observed.

Patients submitted to ART showed a cumulative recurrence
rate similar to that of the control group (

Maria Elisabetta Coccia, 2010




Endometriosisli Olgularda IVF’de
Komplikasyon

Ozellikle ovaryan endometriomali olgularda over
apsesi en korkulan komplikasyondur.

Endometriozisi olmayanlarda %0.2, endometriozisi
olanlarda %2.3 gorulur.
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Evre I-1l endometriosis
«ART oncesi cerrahi»

Orta kalitede veri mevcut- retrospektif kohort
calisma

399 hasta = L/S eksizyon

262 hasta — Tanisal L/S

L/S eksizyon ile artmis gebelik, canli dogum ve
implantasyon oranlari

Opgien HK, Reprod Biomed Online, 2011




Endometrioma
«ART oncesi cerrahi, endometrioam >3cm»

Kistektomi ile artmis gebelik oranlarina dair veri yok

Endometriosis ile iligkili agriy1 azaltmak ve folikuller
ulasimi kolaylastirmak icin L/S cerrahi onerilebilir

Daha yuksek spontan gebelik oranlari ve daha az
rekurens riski nedeni ile cerrahi planlanir ise
kistektomi, drenaj ve elektrokogulasyona tercih
edilebilir

Endometrioma cerrahisinde over rezervinin
azalacagi mutlaka degerlendirilmeli

Benschop, Cochrane Database Syst Rev 2010:CD008571.
Hart, Cochrane Database Syst Rev 2008




Derin Endometriosis
«ART oncesi cerrahi»

* Yeteri veri yok
 Bu hastalarda siddetli agri yakinmasi dikkate

alinmah

Papaleo , Acta Obstet Gynecol Scand 2011
Bianchi PH, J Minim Invasive Gynecol 2009




ESHRE guideline: management
of women with endometriosis’

Human Reproduction, Vol.29, No.3 pp.400-412, 2014

Is MAR effective for infertility associated with endometriosis?

Intrauterine insemination. In a RCT, the live birth rate was found to be 5.6
times higher (95% confidence interval (Cl) |.18—17.4) in couples with
minimal to mild endometriosis after controlled ovarian stimulation
with gonadotrophins and lUlcompared with couples after expectant
management (Tummon et al,, 1997). A longitudinal study showed a

5.1 times higher pregnancy rate (95% Cl 1.1 -22.5) in couples receiving
Intrauterine insemination (IUl) after controlled ovarian stimulation with
gonadotrophins compared with [Ul alone. (Nulsen et al., 1993).



ART. The influence of endometriosis on the success rate of IVF/ICSlis not
unequivocal. The pregnancy rates after IVF/ICSI were reported to be
lower in patients with Stage lll and |V endometriosis as compared with
those with tubal factor (Bamhart et al.,, 2002). It has to be noted
however, that some |arge databases show that endometriosis does not
adversely affect pregnancy rates [e.g. the Society for Assisted Reproduct-
ive Technology (SART) and the Human Fertilisation and Embryology Au-
thority (HFEA) ]. GnRH antagonist protocol may be notinferiorto GnRH
agonist protocol in women with minimal to mild endometriosis and
endometrioma (Pabuccu et al., 2007).

Are medical therapies effective as an adjunct to treatment with ART for
endometriosis-associated infertility?

Ina Cochrane review on the effect of hormonal treatment prior to MAR,
the authors conclude thatdown-regulation for 3 —6 months with a GnRH
agonist in women with endometriosis increases the odds of clinical preg-
nancy by =4-fold (Sallam et al., 2006). Potential adverse effects of the
intervention (miscarriage rates, multiple pregnancy rates orectopic preg-
nancy rates) were not addressed in the included studies.




Should surgery be performed prior to treatment with ART to improve
reproductive outcomes?

One retrospective cohort study compared reproductive outcomes in a
group of women with minimal to mild endometriosis in whom all visible
endometriosis was completely removed using laparoscopy prior to ART
to women undergoing diagnostic laparoscopy only and found a signifi-
cantly higher implantation rate, pregnancy rate and live birth rate in the
treated group (Opoien et al., 201 1). However, this does not imply that
a laparascopy should be performed prior to ART in all women with
the only aim to diagnose and subsequently treat peritoneal endometri-
asis in order to improve the result of the ART treatment.

Several studies have evaluated the usefulness of cystectomy prior to
ART to improve reproductive outcome in women with ovarian endome-
trioma, butthereis limited consistency in the interpretation of the results
(Donnezetal, 2001; Hartetal., 2008; Benschop etal., 2010). Based on
no difference in pregnancy rate, some authors advise cystectomy,
whereas others advise caution with surgery because of the possible
harmful effect on ovarian reserve.




For infertile women with deep endometriosis, we found no evidence
to recommend performing surgical excision of deep nodular lesions prior
to AR T toimprove reproductive outcomes (Bianchi et al., 2009, Papaleo

etal., 2011). However, these women often suffer from pain, requesting

surgical treatment




Sonuc

Endometriosis:

IVF endometriosisin olumsuz etkilerini tam
olarak engelleyemez ve duzeltemez

Endokrin veya ovulatuar disfonksiyon ve
OCCC’nin tuba tarafindan yakalanamamasi
YUT ile telafi edilebilir

Endometriosise bagl toksik etkiler
embryolarin dejenerasyonuna ve daha dusuk
implantasyon oranlarina yol acabilir

Tekrarlayan IVF basarisizliklarinda
endometriosis var ise cerrahi dusunulebilir



Sonug

 Endometriozis oosit sayisini ve
fertilizasyon oranlarini azaltabilir

« Stage’in artmasi gebelik oranlarini azaltir




Sonug

IVF oncesi uzun sureli (3-6 ay) GnRH-
a supresyonu gebelik oranlarimi ¥

GnRH-a ile uzun protokol en iyi
gebelik sonuclari elde edilir

Endometriomalarin cikartiimasi
tartismali

IVF ilk tedavi segcenegi olabilir ?




Sonug

 Endometriomali hastalarda ART oncesi
izlenecek, uzerinde konsensus saglanmis
bir tedavi protokolu yoktur. Optimum
algoritmik yaklasim her merkeze gore
farklilik gostermektedir.

ART oncesi tedavi protokolu hastanin
ozelligine gore tercih edilmelidir.

Endometrioziste secilebilecek ozel bir
ovarian hiperstimulasyon protokolu
bulunmamaktadir.Uygun ise GnRH
agonistleri ile uzun down regulasyon
protokolleri tercih edilmelidir.




Sonug

Endometriosis ve infertilite tahmin edebildigimizden ¢ok
daha bilinmeyeni olan bir klinik problem olarak karsimiza
citkmaktadir. Hastaligin immunolojik yonunu ve tedavi
imkanlarina yonelik ¢calismalarin yapilmasi gereklidir.




Endometriosis -
Sonuc:

« Bir IVF siklusu ile elde edilen gebelik orani, 6
siklus COH-IUI siklusunun kumulatif gebelik
oranindan daha yuksektir (yas ve hastalik
evresinden bagimsiz olarak),

3-4 siklus sonrasi COH-IUI'in etkinligi plato
yapmaktadir,

COH-IUl daha ziyade erken evre hastalikta ve
< 38 yasta faydalidir.




Endometriosis -
Sonugc:

* IVF’in “first line’ tedavi oldugu
durumlar:

—> 38 yas

— Stage IlI-IV hastalik

—lleri tubo-peritoneal faktor
— Agir androlojik faktor




YUT uygulanan endometriosisli
olgularda implantasyon ve gebelik
oranlarini olumsuz etkilen faktorler

Oocyt kalitesinin bozulmasi (Hull et al,
1998; Norenstedt et al, 2001)

Implantasyon yetenegi azalmis duisuk
kaliteli embryolarin mevcudiyeti (Simon
et al, 1994; Arici et al, 1996)




Oocyt kalitesini olumsuz etkileyen
faktorler

‘Follikuler sivi progesteron duzeylerinin
yuksek olusu (Pellicer et al, 1998)

* Follikuler sivi IL-6 duzeylerinin yuksek

olusu (Pellicer et al, 1998)

* Follikuler sivi kortizol duzeylerinin
dusuk olusu (Smith et al, 2002)

* Follikuler sivi IGFBP-1 duzeylerinin
dusuk olusu (Cunha-Filho et al, 2003)




Oocyt kalitesini olumsuz etkileyen
faktorler

« Kulture edilmis granuloza hucrelerinde
TNF-a nin artmis (Carlberg et al, 2000)

Serum ve peritoneal sividaki solubl Fas
ligand duzeylerinin artmasi sonucunda
granuloza hucrelerinin apopitosis
oraninda artis (Garcia-Velasco et al, 2002)




Endometriomalar YUT Oncesi
tedavi edilmeli midir?

A.Her zaman once tibbi
B.Her zaman once cerrahi

C.On tedavi gerekmez
D.Bazi durumlarda tedavi edilmelidir




Evre I-ll Endometriosis
«ART - Endikasyonlar»

Bozulmus tubal faktor

Erkek faktor varligi

Diger tedavilerde basarisizlik

GnRHa ile GnRHant benzer basari oranlarina sahip




Evre I-1l Endometriosis
«KOH riskleri»

« KOH endometriosis progresyonuna neden olmaz

 Endometrioma varligindan OPU sirasinda antibiyotik
profaksisi ile abse formasyonu onlenebilir

Benaglia, Fertil Steril, 2008
Benaglia, Hum Reprod, 2001




Endometriosis - ART
«Preoperatif Medikal Tedaviler»

* IVF oncesi 3-6 ay GnRHa kullanimi gebelik oranlarini
arttirabilir

+ Calisma sayisi az f
 Hasta sayisi az

« Calismalarin kalitesi iyi deqil

* Qosit kalitesi
e Endometrial
reseptivite

Sallam H, Cochrane Database Syst Rev 2006:CD004635




Endometriosis / daha 6ne opere olan hastalar

* |VF-ET daha akla yatkin bir segenek

Kemmann, Int J Fertil Menopausal Stud 1993




