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Consensus on infertility treatment related to polycystic
ovary syndrome

The Thessaloniki ESHREASRM-Sponsored PCOS Consensus Workshop Group™ March 2-3, 2007,

Thessaloniki, Greece

1.basamak; CC

2.basamak; Gonadotropin ya da LOD
3.basamak: IVF

CC-direncli olgular:;

Gonadotropin ya da LOD

Thessalonis Consensus,Fertil Steril ,2008




PCOS: [V'F endikasyonlar:

B Ol uygulamalarina yanit alinamamasi
B Tubal patolojiler

B Evre 3-4 endometriozis

mPGD

B Male faktor

B leri maternal yas

Thessaloniki Concensus, Fertil Steril ,2008



PCOS - I[VF

Follicle size distribution per ovary

PCOS neden farkhdir?

Normal overe gore preantral number h \ y 2;:2:;::{]
fO“kL” SayISI X6 kat fnll?::fles ) ovPeo
fazladir.

follicle size mm

Webber et al., 2003



PCOS - I[VF

PCOS neden farklidir?
INITIAL =
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gonadotropine cevap
verme yetisindedir. i e ,‘!&.ﬁm

Maintenance

-I: 5 v /
i
500

Primary

(continuing initial recruitment) (depletion)

Primordial




PCOS - IV'E

| | PCOS'lu hastalarda
s | | IR bazi genlerin
A i e expresyonundaki
bozukluk oosit
kalitesinde

bazulmaya neden

III
Centrosome

)
e 4 2x crases olmaktadir.
NEKZ [4.6X increasod)

NEK4 (10.2X Increasod) Cell-Cycle Checkpoint
PEM1 (4.2X increased) BUB3 (2.3X incropsed)

SPAST (5.9% incroased)
TACC (27X incroased)

Wood et al. J Clin Endocrinol Metab, 2007



PCOS-117"F e sonucu etkileyen
olumsuzg, faktorler

Ekstraovaryan faktorler Intraovaryan faktérler
B Gonadotropinler B Growth faktorler
EHiperandrojenemi mSitokinler
BHiperinsulinemi AMH
Diger faktorler Aktivin
mHomosistein Inhibin
Wl eptin Follistatin
B -

FF- MAS GDE-9
mir- CRH

e BMP-15

mVisfatin
MNP 2.9 VEGF...
mTIMP 1-2
MRenin
HmResistin
mROS

Qiao J, Human Reprod. Update 2011



PCOS-1IV'F

Human Reproduction Update, Val.12, No.I pp. 13-21, 2004 vt 101093 hurmapd dmifi 36
Advance Access publication August 23, 2003

A meta-analysis of outcomes of conventional IVF in women

with polycystic ovary syndrome

E..\[,[-},1\'.]]oijlwnu‘ﬁ. .‘t[..].Li.]-iijkonmnﬁ’. .G Hughes*, J.S.E Laven’, N.S Macklon
and B.C.JM. Fauser

Heijen EMEW, Human Reproduction Update, 2006



PCOS-11"F

B Siklus iptal oranlari ﬁ

B Stimulasyon suresi ﬁ

B Oosit sayisi ﬁ

B Fertilizasyon [

B Klinik gebelik oranlari benzer

B Canli dogum oranlari benzer

B OHSS — data yeterli bulunmamis

Heijnen, Human reproduction update 2006






PCOS: IV Fde Karsilasilan Problemler

B Artmis ovaryan cevap

B Dusuk fertilizasyon oranlari
B Fazla sayida immatur oosit
B Dusuk klivaj oranlar

B Dusuk implantasyon oranlari
M YUuksek abortus oranlari



PCOS: IV'F Coziimler

® Mild stimulasyon — OHSS erken tanisi
B GnRH agonist vs antagonist

B Oral kontrasepitifler

B GnRH agonist triggering

B Metformin

B Embriyo freezing

VM







PCOS: OHSS zin Major Predispozan
Faktor

IR, SHERBH N . Jews  name  “Recruitable” folikul
ik e sayisindaki artig
MacDougall et al., 1993;
Fauser & Van Heusden ,1997
) « Artmis VEGF ekspresyonu

Agrawal et al., 1998



OHSS: Primer Risk Faktorler:

B Gencg hasta

B Gonadotropinlere yuksek cevap oykusu
B Gecirilmis OHSS

o

B [zole PCOS karakteristik ozellikleri

Humaidan, Fertil Steril, 2010
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Prevention of OHSS

» Riskli hastalarin tespit edilmesi

(PCOS, zayif hasta, OHSS 6ykiisii)
« Stimulasyon oncesi

(metformin, IVM, dusuk doz FSH, GnRH antagonist protokol)
« Stimulasyon esnasinda

(siklus iptali, coasting, GnRH antagonist, iv aloumin, disuk doz
hCG veya analog ile ovulasyonun tetiklenmesi)

Aboulgar et al, Reprod Biomedicine Online, 2009



PCOS: OHS S 1in Onlenmesi

Papanikelaou et al. Aeproductive Biokegy and Endoarinalagy 2011, 947

nityz ke com/eantent /8/1/117 +j*i 2 = REPRODUCTIVE BIOLOGY
J-—+=i—' AND ENDOCRINOLOGY

DEBATE Open Access

New algorithm for OHSS prevention

pn - ; 14 ; : ; 3 Py Ul A i __E 2 2 -_' A i e 5
Mvanaelos G Papanikolanu™ | Pater | lumaidar®, Nikse Fabzos™, Sofia Kalentaridarl”, Sshar Kol (lausio Reradiva’,
Hermran ~pumave” end Basil "arlatzis




Foliktler Faz

AMH
AFC
Yas
Hikaye

PCOS: OHS S 1in Onlenmesi

Ovulasyon Trigger

250 mcg rec-hCG veya
3500-5000 IU uhCG

E2 >5000pg/ml
Ve/veya

Folikiil 18°den
fazla

GnRH trigger
0.2mg triptotelin
0.5mg Buserellin
1mg Leuprolide

Erken OHSS
Embryo freezing
Tek blastokist
5.Giinii bekle ERTEIE
Degerlendirme
OHSS bulgulart var
ise blastokist
dondur
1500IU hCG/OPU
veya Tek embryo
Luteal LH 3001U/2. giin transferi
veya
Prog+E2 (IM)
Embryolarin tamamini dondur
Embryolarin yarisint dondur Tek
Diger yarisini 5. guine kadar blastokist
kulturde beklet transferi

Papanikolaou EG, Reproductive Biology & Endocrinology, 2011




OHSS: Primer Onleme Stratejiler:

B Gonadotropin dozunun ve kullanim suresinin
Kisaltiilmasi (lb,2a)

B Antagonist protokoller (la)

M [ uteal faz destegi icin hCG’'den kacinmak (la)
H VM (veri yetersiz)

B [nsulin sensitize edici ajanlar (1a)

Humaidan, Fertil Steril, 2010



OHSS: Sekonder onleme stratejilers

B Coasting (la)

BhCG dozunun azaltiimasi

B Tum embriyolarin dondurulmasi (la)
m Siklus iptali

B Ovulasyonun tetiklenmesi icin alternatif
ajanlar (GnRHa, rekombinant LH) (lb)

Humaidan, Fertil Steril, 2010



OHSS: Diger Y ontemler
Antagonist Salvage

B Agonist siklusta OHSS riski olan hastalarda
(E2>3000 pg/ml, >20 adet antral folikul, folikul
capi>16mm) Coasting vs GnRH antagonist

B Coasting grubunda HMG kesilmis, agonist devam
edilmis,

B Antagonist eklenen grupta agonist kesilmis, HMG
devam edilmis.

Aboulghar MA, Reproduc Biomed Online 2007



OHSS: Diger Y ontemier
Am‘agom’yz‘ Salyage

Table 1. Demographics and *111111. al outcomes for patients at risk of ovarian ]1~1_n~1 stimulation

i :_1111111“1 vention groups 4 asting) and B (gonadotrop asing hormone . AntagOn ISt g rU pta,

‘:.-.li
n
Age (years) 300+49 206+40 E m brlyo kal IteSI
Duration of infertility (years) 0.64+445 TJOTx+43 ;
No. of HMG mjections 30.52+89 2094+38 S OOS|t Say|S|
Days of stimulation? 01+15 04+15

Peak oestradiol (pg/ml) 50871589 53051680 NS hCG ye kadaifjecen gun

Ge:.tndm] on d“ of HCG [pu 'ml) 21605 + 790

111(:_41_% 223 400: Gebelik oranlari benzer

Day of intervention

e - Her iki grupta da OHSS yok

Clie 11 prr'.‘uﬂ'lﬂ(.‘\ (
Multiple pregnancsy

otherwise stated.
f full gonadotrophin therapy.
adotrophin; HMG = human menopausal gonadotrophin; MII = metaphase II;

Aboulghar MA, Reproduc Biomed Online 2007



OHSS: Diger Y ontemler
Antagonist Salvage

B Agonist siklusta OHSS riski olan hastalarda (E2
hizli pik yapan ve siklus iptali dusunulen)

B E2>5000pg/ml, onde giden folikul capi<18mm olan
hastalara 1-3 gun GnRH antagonist uygulanmis,

B Kontrol grubunda E2>4000pg/ml, onde giden folikul
capl>18mm agonist devam edilmis.

Hill MJ, Reproduc Biomed Online, 2012



OHSS: Diger Y ontemier
Antagonist Salvage

Table 1 B
and comy

Age (years) 3.0+4.2 33.6:4.2 . Antagonlst grupta;
@/ m’ 24.9:4.7 25.0:4.9
11213 1.0£1.3
0.4=1.0 0.4+1.0

22.2+12 18.7<10

Tubal factor 37.2 18.8

Male factor 30.0 4.3 Embnyo kalitesi
Unexplained 12.4 14.8

Anovulation 1.6 10.3 .

Endometriosis 5.4 7.4 OOSlt Say|S|

3.4 4.4

7 i181.9) 215{79.3) L1 L1

316 (81.6) 222 (81.9) hCG gunu E2
Ampoules of gonadotrophins 11,6218 19.9=1.7
Serum oestradiol (pg/ml)

Gebelik oranlari benzer
On HCG day -1 43115 = 1186 3052 = 526 0.
2968 =121 32+ 5% <.
— OHSS

Follicles =16 mm 10.7 2+ 4.8 B.§=315

Severe OHSS 31 (8.0) 1(0.4)
Follicles aspirated 28.2 +9.7 21,4=7.3
Qocytes retrieved 24.5+10 18.8=8.0

Oocyte yield (%) 93 £ 30 90 2 29
Mature oocytes (Mil) 18.9+ 8.3 14.5£ 6.5
Docyte maturity (%) B2 £ 67 BIz K3
ZPN 13.2:6.9

e i 1 L = 2 = &

Pregnancy 244 (63.0) 162 (59.8)
Clinfcal pregnancy 201 {51.9) 133 (49.1)

Spontaneous abortion 36 (9.3) 31 {11.4)
Live hirth 162 (41.9) 100 (36.9)

Hill MJ, Reproduc Biomed Online, 2012



OHSS: Diger Y ontemler
OPU sonras: Antagonist

B OHSS riski olan 353 hasta (Trigger gunu >11mm,
>20 folikul ) 127 agonist, 226 antagonist siklus

M a-Siklus iptali
B b-Analog trigger embriyo freezing +
M c-5000IU Hcg trigger antagonist baslanmis

Lainas et al, Reproduc Biology and Endocrin, 2012



OHSS: Diger Y ontemler
OPU sonras: Antagonist

B OPU sonrasi 5. gunde severe OHSS gelisen
hastalara (40)

M 5-8. gunlerde antagonist yapilmis, ET iptal edilerek
embriyo Kriyoprezervasyonu uygulanmis.

M 7,9,11. gunlerde yapilan takiplerde OHSS gerilemis.
B OHSS gelisen grupta hCG gunu folikul sayisi
E2 toplanan oosit sayisi matur oosit 2PN

Lainas et al, Reproduc Biology and Endocrin, 2012



OHSS: Diger Y ontemler
OPU sonras: Antagonist

m SONUC:

OHSS yonetiminde antagonist tedavisi etkili bir
yontemdir. Yuksek riskli grupta gereksiz siklus
iptallerini azaltmaktadir.

Lainas et al, Reproduc Biology and Endocrin, 2012



Diger Y ontemler : AMH

B AMH granuloza hucrelerinden salgilanan 140
kDa agirliginda bir glikoproteindir.

B PCOS’lu hastalarda serumda ve follikuler sivida
AMH artar.

B Yuksek AMH seviyeleri artmis testosteron ve LH
duzeyi ile direkt iliskilidir.

Qiao J, Human Reprod Update 2011



Diger Y ontemler : ANMH

Intraovarian function of AMH

Inttial Cycle Selection and

recrultment recruitment dominance
| |
- -

— AMH : FSH Q
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Usta and Oral, Current Opinion, 2012



Diger Y ontemler : AMH

Human Reproduction, Yol.26, No.9 pp. 2353-23612, 2011

Advanced Access publication on June 13, 20 doi: 10.1093 /humrep/der 1 82

human
reproduction

ORIGINAL ARTICLE Infertility

Anti-Mullerian hormone-tailored
stimulation protocols improve
outcomes whilst reducing adverse
effects and costs of IVF

A.P. Yates '*, O. Rustamov?, S.A. Roberts?, H.Y.N. Lim?2,
P.W. Pemberton!, A. Smith!, and L.G. Nardo?




Diger Y ontemler : AMH

IVF bagarmﬁ

-Komplikasyon ||

(OHSS ﬂ , Fertilizasyon basarisizligi ﬁ)
‘Maliyet — etkinlik 1]

Yates et al, 2011



PCOS - ART protokoller

B CC+hMG+Antagonist (soft)
B[ ong luteal analog

B Dual supresyon (OK + long)
B Antagonist

B OK + Antagonist

M Agonist trigger



Agonist vs Antagonist



GnRH-antagonists in ovarian stimulation
for IVF in patients with poor response to

gonadotrophins, polycystic ovary syndrome, and
risk of ovarian hyperstimulation: a meta-analysis

B Antagonist grupta stimulasyon suresi daha
Kisa.

B Gonadotropin miktari daha dusuk.

B Antagonist ve agonist gruplar arasinda
Klinik gebelik acisindan fark yok.

B OHSS sikligl benzer.

Griesinger G, Reprod Biomed Online2006 (meta-analiz)



PCOS-Antagonist sikluslar

Flare up etki yok

Daha kisa surede cevap
Daha az gonadotropin dozu
Fizyolojik siklusa benzer
OHSS riskinde azalma

Orvieto R, Fertil Steril, 2009



Long protokol vs Antagonist protokol

more
physiologic

. no cyst no hormonal antagonist administration
multiple dose protocol

formation withdrawal

less gona-

dotropins
early Menses P

pregnancy? l

effect  suppression [ GoRdoepadmnstaion
long protocol
michea) Y 1onger

treatment

pre-treatment cycle treatment cycle
Orvieto R, Homburg R, Fertil Steril, 2009



Flexible GnRH antagonist protocol
versus GmMniRH agonist long protocol
in patients with polycystic ovary
syndrome treated for TVFEF: a

prospective randomiised controlled
trial (RCT)

T rifon G. Lainas!, lecoanmnis A, Sfontouris®,
George K. Petsas'!, George T- Lainas®, Efthymi=s Alexopoulowus?,

madd Efsteratios M. Kotlibianmnalcis=——F

m 220 PCOS IVF hastasi iki gruba ayrildi;

foannis . Zorxzowvilis'

110 long-agonist
110 fleksible antagonist
Sonuclar:
= Devam eden gebelik orani benzer (%50.9-47.3)

= OHSS, stimulasyon suresi ve total gonadotropin miktari
antagonist grupta daha az.

= Grade II OHSS insidansI antagonist grupta daha az

Yorum: Fleksible antagonist PCOS-IVF'de uygun bir
yaklasim olabilir.
Lainas G, Hum Reprod, 2010



Table 1l Ovarian stimulation characteristics and hormonal data on the day of hCG in the GnRH agonist and antagonist
group

Agonist group (n= |10) Antagonist group (n = 110)

Stimulation period (days) 12 (10-12) 10(%-11)
Tatal FSH (IU) 1850 (1370-2480) 1575 (1306-2212)
Nurriber of oogytes retrieved 27 (20-33) 28 (20-36)
Mawre cocytes (in ICSI patients) 18 (11-25) 21 (10-26)
Type of fertllization, n (%, 95% CI)
58 (52.7, 43.4-62.0) 52 (47.3, 38.0-56.6)
318 (34.5, 25.6-434) 39 (35.5, 26.6—-444)
IVF + ICSI 14 (127, 6.5-18.9) 19 (17.3, 10.2-244)

Fertilization rate (%) B33 (MA-£85 R5L (38.9-667)

Within IVF 622 (47.7-74.7) 64.0 (50.0-71.1)

Within 1CSI 455 (41.2-56.5) 469 (344-57.1)

Within 1CS1 4 IVF 420 (32.1-56.6) 448 (384-605)
E; concentration on hCG day (pg/ml) 2850 (1994-3585) 2144 (15332977
PRG concentration on hCG day (ng/ml) L1 {(0.7—14) 1.1 (09=14)

Number of embryos ransferred 3 (2-4) 3 (2-3.5)
Embryo transfer day (Day 3/Day 2) 75/35 72/38
Cycle/ embryo transfer cancellations 5 (4.5%) 4 (3.6%)

Statisical differences were caleulated wsing the non-parametrie Mann—Whitney test, except for ‘type of fertilzation’ where the v test was used
Values are expressed 3= medians (lower-upper quartiles) unless stated otherwise. Pvalues in bold Indicate staristical significance.
PRG, progestermne

Devam eden gebelik oranlari: 50.9 vs 47.3% fark yok
Lainas G, Hum Reprod, 2010




Agonist vs Antagonist

otal

GnRH GnRH
Antagonist agonist Risk Difference 85% ClI

3/73 5/75 -
0/34 10/32 |—=+— \
2/27 2/29 -
0/37 2/37 o
3/26 20/52 |—=—
Lainas 2010 5/110 6/110 @
Moshin 2007 0/25 1/24 —®
ehraninejad 2010 0/45 15/47 | —=+— |
Summary 13/377 61/406 Q|
05 -025 0 025 05

Favours Antagonis! Favours Ago

/83 hastanin dahil edildigi 8 RCT sonuglarina gore antagonist sikluslarda
OHSS orani anlamli olarak az bulunmus.
Al-Inany HG, Cochrane Database Syst Rev, 2011



Agonist vs Antagonist

45 RCT (n=7511) ;

Long agonist vs antagonist protokoller

= Canli dogum veya devam eden gebelik
oranlarinda istatistiksel olarak anlamli fark
olduguna dair kanit yok

= Antagonist grupta OHSS insidansi daha
az (istatistiksel olarak anlamilr)

Al-Inany HG, Cochrane Database Syst Rev, 2011



Agonist vs Antagonist

151 PCO hasta;

119- (LH/FSH<2)

32 - (LH/FSH>2)

Long agonist vs antagonist protokoller

= | H/FSH>2 olan grupta agonist protokolde
gebelik oranlarinda artis saptanmis.

(%50 vs%17.9) === Dustk LH kotu oosit kalitesi
ve implantasyon zorlugu ile ilskilendirilmis

Orvieto et al, Gynecol. Endocrinol, 2012






PCOS-Antagonist + OKS

B 425 hasta (211 non-OK; 214 OK grup)
B OKS verilmeyen grupta siklusun 2. gunu FSH,
B OKS grubunda OKS bitiminden 5 gun sonra FSH,

B 6. gun antagonist baslanip oosit maturasyonu 10,000 |U
hCG ile yapilimis.

1Devam eden gebelik oranlari arasinda fark yok

4 , OK kullanan grupta anlamili
derecede fazla!

Kolibianakis EM, 2006



OKS + Agonist vs OKS + Antagonist

B OKS+agonist vs OKS +antagonist
B Oosit maturasyonu icin iki grupta da
10.000 IU hCG kullaniimis,

m E2>3000 pg/ml olanlarda agonist grupta
coasting yapilmis, antagonist grupta analog

triggering yapiimis,

Tehraninejad ES, Arch Gynecol Obstet, 2010



OKS + Agonist vs OKS + Antagonist

ok at

1328

e 4 Ny 11018

i gy o,

(g pq'-ae;g'mru::'lr' i I:I'HL b

A
S (0, %)

Pl CRIC)

1l

140l
11!
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1 i' ‘.'I |‘. |'.'| | t‘l \I = a'i' u'i' '.‘l ."

B Toplanan oosit, transfer
edilen embriyo sayisl,
fertilizasyon oranlari,
kimyasal ve klinik gebelik
oranlari arasinda fark yok

B Antagonist grupta
(agonist
grupta %22.2). Kullanilan
hMG miktari ve tedavi
suresi daha az.

Tehraninejad ES, Arch Gynecol Obstet, 2010



OKS + Agonist vs OKS + Antagonist

OCP + GnkH agonist OCP + GnEH antagonist

(n=130 (n=130

Biochemical p .4 (140
Abortion rate (%) 10 (14/140)

36.4 (51140

B Toplanan oosit, transfer edilen embriyo sayisi, fertilizasyon oranlari,
kimyasal ve klinik gebelik oranlari arasinda fark yok

Haydardedeoglu B, Arch Gynecol Obstet ,2012



Agonist Trigger



LH (IU/L) FSH (IULL)

120
-~ hCG

& triptorelin
-~ leuprorelin

P (ng/mL)
-0~ hCG i
& triptorelin _‘ -3-hCG
~@8- leuprorelin A triptorelin
. ~@- leuprorelin

hours

F1G. 3. Serum concentrations of LH (hCG), FSH, E2, and P (mean + 8EM) during triggering of final stages of oocyte maturation (0, 4, 8, 12,
and 24 h) with two GnRH agonist (triptorelin and leuprorelin) or hCG after ovarian hyperstimulation for IVF and during the subsequent luteal
phase [day of oocyte pick-up (OPU), embryo transfer (ET), and 1 and 2 wk after ET].

Fauser BC, J Clin Endocrinol Metab 2002




Agontist trigger

GnRH agonist (buserelin) or hCG for ovulation induction
in GnRH antagonist IVF/ICSI cycles: a prospective

randomized study

P.Humaidan'~, H.Ejdrup Bredkjzer®, L.Bungum', M.Bungum', M.L.Grendahl?,
L.Westergaard® and C.Yding Andersen®

— Antagonist
Patients (#) 35 i) .
Rate of embryo transfer (ET) 48 (87) 57 (85) NS trlg ger gl‘ uptﬂ

[ (%) ]

MNo. of embrvos transferred 1.71(1=2) 1.64 (1=2) MS s
[mean (range)| m lmplantasyon \Y&
25 (44)

Positive hCG per ET

[ (%)] @ gebelik oranlari
24 (36)

Clinical pregnancy 3(6)
[t (% per cvclel]

Implantation rate (#) /a9 3347
Early pregnancy loss 114749 1 (4)

[n (%) ]

dusuk

Humaidan, Hum Reprod 2005



Agonist trigger

B GnRH trigger ile birlikte luteal fazi
desteklemek icin hCG 1,500 U

B Sonuc: GnRH trigger ile birlikte ovulasyon
iInduksiyonunu takip eden 35. saatte
verilen 1,500 IU hCG luteal fazi
desteklemekte ve normal klinik gebelik
sonuclari ortaya koymaktadir.

Humaidan , Reprod Biomed Online, 2006



The use of gonadotropin-releasing hormone (GnRH)
agonist to induce oocyte maturation after cotreatment
with GnRH antagonist in high-risk patients undergoing
in vitro fertilization prevents the risk of ovarian
hyperstimulation syndrome: a prospective randomized
controlled study

Outcome of ovarian stimulation.
Study group Control group
{(n = 30) (n = 29) P value
Duration of ovarian stimulation (days) 99+1.7 9.6 + 1.7 NS
Total dose of gonadotropins (IU) 1589 + 511 1527 + 534 NS
Serum E; on day of trigger (pg/mL) 2645 + 1101 2658 + 1122 NS
Oocytes (n) 20.2+£ 99 18.8 £ 10.4 NS
Proportion of M11 cocytes (%) 81.0 + 16.3 83.8 + 13.2 NS
Fertilization rate (%) 71.6 £ 14.1 74.9 + 17.3 NS
Embryos transfered (n) 20+02 22+ 06 NS
__Embryaos frozen (n) 39444 434 47 NS
Midluteal ovarian volume (cm®) 36.6 + 22.2 129.0 £ 77.4 < .01
Serum E; on day of embryo transfer (pg/mL) 485 + 219 1320 + 695 < .01
Midluteal serum E; (pg/mL) 283 + 216 663 + 556 < .01
Serum P on day of embryo transfer (ng/mlL) 25+ 14 117 + 61 < .01
Mialuteal serum F (ng/mL) 20 L O 4b + 30U No

Analog ile tetikleme implantasyon oranlarini etkilemeden

OHSS riskini azaltir. Engmann et al., Fertil Steril.2008



Agonist trigger

B 66 PCOS hastasi;
GnRH Antagonist =====) Agonist trigger
GnRH Agonist  ====) hCG trigger

» Antagonist + agonist trigger grubunda hic OHSS
izlenmedi

» Agonist+hCG grubunda %31 OHSS izlendi

> Implantasyon, klinik ve devam eden gebelik
oranlari arasinda fark yok (53% vs 48%)

Engmann, Fertil Steril , 2008



Agonist trigger

B GnRH analog triggeri takiben bolus 1500

lU hCG erken baslangicli OHSS'yi
onlerken reproduktif sonucu da iyilestiriyor.

Humaidan, Reprod Biomed Online, 2009
Shapiro, Fertil Steril,2011

Radesic, Human Reprod, 2011
Humaidan, Fertil Steril, 2012



Gonadotropin-releasing hormone agonist versus
HCG for oocyte triggering in antagonist assisted
reproductive technology cycles

B Agonist trigger ile daha dustk gebelik oranlarinin sebebi
luteal faz defektidir.

B Agonist trigger grubunda OHSS gorulmemesi kisa LH
surge ve VEGF nin daha az salinmasi olabilir.

B Agonist trigger rutin uygulamada onerilmez, ancak
yuksek OHSS riski olan hastalarda tercih edilebilir.

Youssef MA, Cochrane Database System Review, 2011



Agonist trigger

Hayvan calismalarinda;

'24 saatten kisa stiren LH surge’ fonksiyonel corpus luteum
olusmasi icin yetersiz kalir

Zelinski-Wooten MB, J Clin Endocrinol Metab, 1991-19912

Peak E2 <4,000 pg/mL oldugu durumlarda;

Dual trigger (n: 34) vs GnRHa trigger (n:68)

Implantasyon orani (41.9% vs. 22.1%; P<.01) ve klinik gebelik
orani (58.8% vs. 36.8%; P<.03) dual trigger grupta yuksek

Engmann L, Fertil Steril, 2012



Agonist trigger

Gozlemsel calisma;
GnRHa + oosit vitrifikasyonu (n:152) vs Klasik coasting (n:96)
Gebelik orani 50% vs 29.5%

Herrero R, Fertil Steril, 2011

OHSS yi engellemeye yonelik asamali yaklasim;

|. Basamak: GnRHa trigger ( GnRH antagonist siklus)
ll. Basamak: Oosit/Embriyo Vitrifikasyonu

lll. Basamak: Spontan siklusta ET

Devroey P, Human Reproduction; 2011
Garcia-Velasco, Fertil Steril, 2012



Ozet

Antagonist protokoller ile kabul edilebilir gebelik oranlari
daha az OHSS olustugundan PCOS hastalarinda short
protokoller tercih edilmelidir.

Agonist trigger yuksek OHSS riski olan antagonist
sikluslarda tercih edilebilir ancak OPU gunt 1500 1U
hCG ile birlikte kullaniimahdir .

OHSS riski yuksek olan olgularda siklus iptali ve
vitrifikasyon alternatif olabilir.

IVM; PCOS hastalarinda alternatif bir yonetim olarak
akla gelmelidir



Ozet

Metformin; insulin rezistansi oldugu gosterilen
hastalarda tercih edilmelidir.

OKS kullanimi lehine yeterli veri bulunmadigindan
tercih edilmemelidir.

Direncli olgularda LOD akla gelmelidir

AMH tedavi planinda ve OHSS riskini ongormede
fayda saglayabilir.



