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POLIKISTIK OVER SENDROMU

Stein & Leventhal, 1935

Ureme ¢agindaki kadinlarda en sik endokrin bozukluk %5-10
Prevelans =%2o0 (infertil kadinlar)

Heterojen bir sendrom!

Anovulasyon Siniflamasi (WHO)
Grup I: Hipogonadotopik-hipogonadizm (%10) —
|,FSH, LH, E2 —Prolaktin-normal

Grup lll: Hipergonadotropik, hipogonadizm —
Ovaryan Yetmezlik (%10) - FSH ve LH ; \LEz




The Rotterdam ESHRE/ASRM Consensus Group

Revised 2003 Diagnostic Criteria for PCOS
2 out of 3 criteria required
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Human Reproduction 2004; 19: 41-47. Fertility & Sterility, 2004; 81: 19-25.




Yeni tani kriterleri PKOS tanimina yeni
fenotipler eklemektedir

PCOS Phenotype Oligo — or Biochemical Polycystic ovaries
an ovulation hyperandrogene in transvaginal
mia or clinical ultrasound
manifestation of
hyperandrogene

1- Severe PCOS

3- ovulatory PCOS

4- MILD pcos

Yo 16=-25 normal popllasyon

Bu fenotipik farkliliklar 6zellikle
hastalarin bireysel tedavi planlamasinda

2- Oligo — or + +
anovulation and
hyperandrogene
mia
_

Robert J Norman, Lancet 2007; 370: 685—-97
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PCOS ILE ILGILI VEYA BAGLANTILI GENLER

Insulin secretion and action/fuel
Steroid metabolism and action metabolism Gonadotropin action and regulation Cardiovascular disease

CYP17 (170-hydroxylase/17,20- Insulin Follistatin* Paraoxonase*
lyase)
CYP11A (cholesterol side-chain Insulin receptor LH B-subunit PAI-1 (plasminogen activator
cleavage enzyme) inhibitor 1)
AR (androgen receptor) Microsatellite D19S884 (located 1 FSH B-subunit* IL6 (interleukin 6)
cM from the insulin receptor
gene)
CYP21 (21-hydroxylase)* IRS1 and IRS2 (insulin receptor Dopamine D3 receptor™ IL6 receptor complex™
substrates 1 and 2)
CYP19 (aromatase)* CAPNI10 (calpain-10) FSH receptor* Adiponectin
SHBG (sex hormone binding PPARG (peroxisome proliferator EPHX (microsomal epoxide
globulin) activated receptor I) hydrolase)*
H6PD (hexose-6-phosphate Resistin* Aldosterone synthatase™
dehydrogenase)*
IGF2 (insulin-like growth factor 2)* Tumor necrosis factor receptor 2*
PPP1R3* (glycogen-targeting Matrix metalloproteinase-1*
subunit of protein phosphatase
1)
PC-1 (plasma cell membrane Factor V*

glycoprotein 1)*

Goodarzi, MO, Azziz, R. Best Pract Res Clin Endocrinol Metab 2006

19. Kromozom Uzerinde PCO'tan sorumlu bir dintkleotid markir bulunmus Simoni M 2008




PCOS Patofizyolojisi ?
GENETIK, CEVRESEL VE KAZANILMIS FAKTORLERIN KOMPLEKS ILISKISI SOZ KONUSU

Ikiz ve aile ¢alismalarinda PCOS' un bir polijenik pattern ile genetik gegisli oldugu gosterilmis

Inherited factors
Defects of gonadotropic/CNS action (LH/FSH ratio)
Defects of insulin action (IR)
Defects of energy regulation (obesity)
Defects of steroidogenesis (ovarian/AA excess)

Susceptible genotype

Identifiable by a fFamily
history of PCOS

Intermediate forms?
PCOM

Isolated IR
Isolated IR Clinically evident PCOS

Isolated hirsutism
Hirsutism + HA

Environmental/acquired factors

Diet

Obesity

Peripubertal stress (7)
Enviromental toxins (7)

2 IR/hyperinsulinemia

2 “hypo-pit dysfunction

2 “ovarian androgen excess

2°AA excess Uptodate 2015




Consensus on infertility treatment related to polycystic
ovary syndrome

The Thessaloniki ESHRE [ASRM-Sponsored PCOS Consensus Workshop Group™ March 2-3, 2007, Thessaloniki, Greece

1 2 3

Preconcepti Clomifene Gonado-

onal care tropins
(no

- diet Metformin or

- exercise Aromatase

- other inhibitors)

B W — -

Hastaya uygun tedavi modalitesi belirlenmeli!...




Anovulasyon mekanizmalari

LH /FSH 4

RH pulse frekansi

o FSH pulse frekansi
degismez

(Franks, 2005)




LH Sensitivite
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Initial recruitment Cyclic recrultment

FSH’y1 baskilayan ne???

FSH
| (Y —AMH

Theca cell T |
4 Cyp19ai

T—»EQT

Granulosa cell

Primordial Small Large Small Large
follicle pool Preantral Preantral Antral Antral

% follicles stained

normal overler
PCOS ovulatuar
PCOS anovulatuar

¥ 1 T T
pmoraiai  lransiional  pnmary secondary

Stage of follicle development

Preovulatory

Dewailly 2014




Human Reproduction, Vol.29, No.6 pp. 1117-1121, 2014

Advanced Access publication on April 25, 2014 doi: 10. 1093/humrep/deu076

reproduction

The role of AMH in anovulation
associated with PCOS: a hypothesis

Roy Homburg and Giselle Crawford®

Androgenexcess - : LHH +insulin

1T

Multiple small
follicles |

!

Low progesterone

FSHactionl — Anovulation

PROGNOSTIK MARKIR
N 00V /-
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f 4 ’ \ reovialory

Dolasimdaki AMH miktari,

normal gruba gore daha FAZLADIR

Pigny et al., 2003; Laven et al., 2004;
Park et al., 2010; Lie Fong et al., 2011




Anovulasyonda Tedavinin Mekanizmasi

Spontaneous cycle  Conventional Mild stimulated
stimulated cycle  cycle

C—Inormal
mapcos P =0.03

FSH level
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Pencere doneminde dusuk kalan FSH ‘nin Anti-Ostrojenlerle

veya eksojen Gonadotropinlerle arttirilmasi ovulasyonu saglar

-PCOS’'da eksojen Gn.lere artmis estradiol yaniti mevcut

Franks S et al. Hum. Reprod. Update 2008;14:367-378




0021-972X/07/815.0000 The Journal of Clinical Endocrinology & Metabolism 92(11:4138-4143
Printed in US.A. Copyright © 2007 by The Endocrine Society
doi: 10.1210/5c.2007-0868

Changes in Serum Anti-Miillerian Hormone Level during
Low-Dose Recombinant Follicular-Stimulating Hormone
Therapy for Anovulation in Polycystic Ovary Syndrome

Sophie Catteau-Jonard, Pascal Pigny, Anne-Céline Reyss, Christine Decanter, Edouard Poncelet, and
Didier Dewailly
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Day of sampling

DUsuk doz Gonadotropin tedavisi ile AMH baskilaniyor

Burgers et al. 2010




Monofollikiler gelisim ve ovulasyonu
saglamak

En ucuz tedavi ajanlarindan baslamak,
lUzumsuz yUksek doz ajan

kullanmamak

DUsuk oranini minumum seviyede
tutmak

Cogul gebelikten kaginmak
OHSS riskini minumumda tutmak
Tyi monitarizasyon

IndUksiyon sonrasi saglikh bir




Gonadotropinler- 50 yildir
I kullaniyoruz!...
» 1958-Insan pituiter ekstrakti- Gamzel et.al.
* 1960-HMG- Menotropin
= 1980-Purifiye Urofollitropin- FSH-P
= 1990-Highly-purified Urofollitropin- FSH-HP
* 1994-Recombinant FSH-r-FSH (Follitropin
aIfa—FoIIitropin beta)

FSH I.H
activity activity
(1o / (v /

| - i &
HMG
Urinary FSH

o iy IIHII IIHWIIIIIII
high purity
Recombinant Chinesc None None
FSH hamster S

ovary 150, 200

HMG = human menopausal gonadotrophin;
FSH = follicle stimulating hormone




PROBLEMLER

= Gunluk enjeksiyon
= Pahali

= Doz ayarlamasi ve
monitorizasyon

m OHSS

= Cogul gebelik

= Artmis abortus orani

Hasta klinigi iyice anlasiimal
Hastaya klinigi ve tedavi iyice

anlatiimali

MUmkdn olan dozun en disigu
tercih edilmeli




Hangidoz/hangi protokol?

» [Konvansiyonel Step up (Gemzel 1966)
75

Days ° >

= Dusuk Doz
= Kronik dusuk doz- (S Franks et al)
= Basamakli azalan (Step-down) - (B Fauser et al)




Konvansiyonel Tedavi Sonuglart:
14 Series, 1966-1984, WHO [ & |

Gebelik 46% (16-78)
Coqgul Gebelik 34% (22-50)
Abortus 23% (12-30)
Severe OHSS 4.6% (1.3-9.4)

Hamilton-Fairley & Franks, 1990




Table IIL. Comparison of gonadotrophin regimens (Hull, 1992)

Gonadotrophin regimen Conventional Low dose

No. of patients I11 243
Pregnancy rate per cycle (%) 3 11
Pregnancy rate per ovulatory cycle (%) 30 15
Miscarriage rate (%) 17 37
Ongoing pregnancy rate per cycle (%) 19

[Mulliplc pregnancy rate (%) 23 9 ]

WHO II-Dustk dozu (6 Calisma-75 IU) konvansiyonel protokolle (6 Calisma-150 IU)
kiyaslayan meta-analiz; Hull,1992

Konvansiyel protokol ile gebelik orani yiksek, disik orani daha az
AMA

Cogul gebelik ve OHSS (%1.1-14) orani daha yuksek

Fauser,1997




Dusuk Doz Protokoller

Kronik dusuk doz step up hCG

Gilin 7 14 21 28

Step down Foll. <10 mm

hCG

Foll. = 10 mm

Siklus iptali:
Y hCG *>16 mm 2 f0|.ik:L:J|
*>16 mm 1 folikul ve

Sequential (ardasik)




Low dose step-up protokol

Esit dozda tekrarlanan FSH vicutta birikir, 4-7 ginde FSH esik degerine ulasir

\\
\N\,\O g(\“) 50023§oomu

fmmmnnn TR

FSH doz




2

Low dose step-up protokol J Stepup

If <10mm

Baslangi¢ dozu 37.5-75lU olup ilk doz artirimi 14. Ginde
%50( 37.51U) seklindedir, maksimum 225lU"ye cikilir

Avantaijlari;

Daha ekonomik, Ik siklusta hastayi tanitir

OHSS (nadir fakat sikintili)

YUksek oranlarda monofolikiler gelisim olmasidir.

Dezavantajlari;

Tedavi sUresi uzun
Daha fazla gonadotropin gereksinimi




Dusuk Doz Gonadotropinler
ile tedavl sonuclari

1040 hasta, 2472 siklus

= Gebelik 411(% 40)
» Fekundite/siklus %23
= MonofollikUler gelisim %71
= OHSS %0.14
= Cogul gebelik %5.1

Updated from Homburg & Howles, 1999




Low-dose step down

Fizyolojik FSH profiline daha uygundur, FSH penceresi doz azaltilarak daraltilir
Baslangictaki yUksek FSH seviyeleri multifolikiler gelisimi uyarir, dominant folikdl

secildikten sonra yUkselen estrojen FSH'y1 disUrur, diger folikiller atreziye ugrar.

\!
FSH esik /\\ \j\\N\,\Q g(\)Q 50033€oomu




Step-down

Step-down

3 days hCG

150 IU ile baglanir
eFolikil 20 mm oldugunda doz 37.5 1U azaltilr
eDoz her 3-5 gunde bir dusurulur ----Siklus suresi daha kisa...




HIIStep—up vs Step-down

Table III. Prospective randomized trials comparing the step-up with the step-down protocol in anovulatory patients with polycystic ovary syndrome

Study Patients Cycles Mean days of Monofollicular Pregnancy Multiple OHSS Miscarriage
treatment development rate/cycle pregnancy (%) rate

rate
(%) (%) (%) (%)

Van Santbrink and Fauser (1997)

Step-up 19 19 18* 56° 137 0 333 0

Step-down 18 18 o% 8g* 31T 0 0 0
Balasch ef al. (2001)

Step-up 15 26 15.1 46" 143 0 0 23

Step-downi 14 26 5.7 54 74 0 0
Christin-Maitre et al. (2003)

Step-up 44 85 15.2 68.2° 18.7 11.7 12.5 225

Step-down 39 72 9.7 32° 158 25 16.7 11
Van Santbrink and Fauser (2003)

Step-up§ 91 - NR 704 15 0 0 1

Step-downf 61 - NR 504 16 0 0 |

Step-up’da monofolikdl

ge | I§I mi daha fazla Van Santbrink and Fauser, J Clin Endocrinol Metab

1997
. Balasch et al., Human Reproduction 2001

" Christin-Maitre et al., Human Reproduction 2003
Klinik pratl kte, step- up tercih edilen yontemd Ir Van Santbrink and Fauser,Human Reproduction 2003



Human Reproduction Vol.18, No.8 pp. 1626-1631, 2003 DOI: 10.1093/humrep/deg336

A comparative randomized multicentric study comparing
the step-up versus step-down protocol in polycystic ovary
syndrome

S.Christin-Maitre'> and J.N.Hugues? on behalf of the Recombinant FSH Study Group¥*

Table Il Chinical results of step-up and step-down administration of recombinant human FSH

Step-up protocol Step-down protocol

(r=R3Typles) =72 Cycies)
5o|U” 100 |U

Duration of treatment (days) 52 % 7 07 3.1 <0001

Total amount of rFSH (IU) 951 * 586 967 * 458 NS

Rate of monotollicular development (%) 68.2 32 < (LOOO]

Rate of bifollicular development (%) 15,3 23.6 NS

Rate of multifollicular (>3) development (%) 4.7 36 < 0,000]
_ Estradiol plasma value at hCG (pg/ml) 454 = 465 849 £ 1115 < (.03
0 hCG administration (%) 8.6 618 0,001

Rate of hypersumulation (%) 2.5 ] 0,001

No response (%) [1.8 8.33 NS

Progesterone > 8ng/ml (%) in luteal phase 70.3 61.7 0,02

Pregnancy/cycle (%) 8.7 15.8 NS

Low-dose step-up, step-down protokole gore monofolikuler

gelisim ve ovulasyon saglanmasinda daha efektif bulunmustur




Sequental step-up/step-down

= |lk siklusta step-up ile bulunan dozun 37.5IU
yUksegi ile ikinci siklusta step down
protokolle baslanabilir ki buna da ardisik
step-up step-down protokolu denir.

= KUmbulatif ovulasyon orani %82

= Devam eden gebelik orani %58

= Tek canlidogum orani % 43

= Coqul gebelik dogum orani %5'dir

Mulder )




Human Reproduction vol 11 no 12 pp 2581-2584, 1996

Sequential step-up and step-down dose regimen:
an alternative method for ovulation induction with
follicle-stimulating hormone in polycystic ovarian
syndrome

Jean-No€l Hugues?, Isabelle Cédrin-Durnerin,
Catherine Avrill, Sylvie Bulwa, Florence Hervé and
Michele Uzan

Group | Group 2 P
Step-up Sequenual  value

11 a8 &
No of cycles (n) 35 34

Luteal oestradiol (pg/ml) 657 104 350 =77 <005
Luteal progesterone (ng/ml) 17921 171220 NS
Ovanan hypersumulauon syndrome (n) 0 0 NS
Pregnancies (n) 20 15 NS
Miscarnages (n) (%) 8 (40) 3(15) NS

Ongoing pregnancies (n) 12 12 NS

RCT-75 IU Ufsh- Follikil capi 14 mm. olunca doz yariya distlmis ;
- hCG gunU Estradiol daha dusik, 14-15mm follikul sayisi daha
-Total FSH dozu daha dusuk

- Gebelik oranlari ayni
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REPRODUCTIVE MEDICINE 2012

Scqguential low-dose step-up and step-down protocols

withh recombinant follicle-stimulating hormone in polyoevstic ovary
syndrome: prospeoective comparison with step-doswn protocol

Laiss Chasadei « Francesco Poaca « Fouaooocia Fanadi -

Clamaelion NTanicwmt i © Alessanders Madeignle -
Faaniliao Miccone

TSI group TS IU growp 1BY  Step down gmup P
A )

Complete cytles 14 4
No, ol follicles 510 mm/complete ¢yold In=1 e 0 P NS
Na, ol follicles 510 mmvstaned osele” In=1 2622 0,065 A sersus ©

Na, ol tollicles 10 < 16 mmvstaned osele” A2 = LET(2Y) =4 (1-16) 0,003 A vyasus B, <0400] A sens
C

No. of follicles =10 mn/stanted oy cle” | =094 (6-3) 63 = 245 L6=d445 2-17) 0001 A versus B <0001 A yersus
53-12 C

Monofollloule <yclesfommplets oy ole 4]
Monolallloule <yelesurtad cyele h
Bifollisular oyclesiComplote oy ele

BifolHoular oyeles/stured cycle

Muititolllewlar oy cles

Cancelled cyddes due 10 avarin hy pot-
TesSponse

Cancelled cycles due 10 o ovarum esponse
COHSS 0 0

Dumstion of wemment (daysVeomplate cycle™ 166 = 57 - 3.2 =29(10-20)
(1029

Dumtion of tzamment (Qays)/staned cvele” 49 =54 sS4 =4 119 =31 (E-21)
(10-29)

Total FSH dse (TU)/complete oyoke® 5946 =4738 L - 11987 =442 D02 Aversus B, 0007 A versin €
Total FSH dose (TU)/stantad cyele” TIAZ =456 L : L1366 =4 3.8 D017 A versus

Pregnancios/complete evele ( : 2 0086 A verses

Pregnancios/stanted cycle ( NS
Abornon

Twin pregnancies




Doz Artisi?

Leader et al, 2006
5o |U starting dose; increments of 25 or 5o U
n=158
Start 5

e 150 IU dail
menses 12510 galy iy

l 100 IU daily

50 IU daily g2 dally

1 8 15 22 29 35

250 IU daily
200 IU daily

150 1U daily
100 1U daily

50 1U daily

1 8 15 22 29 36
ays of treatment

Only allowed wnen no follicle =12 mm
17

follicle =16 mm
=5 follicles =19 mm




P=0.009

100 81 3 W 25 IU increments
- @ 50 IU increments
75
60,3 P=0.009
50 - 41,3
25 21,8
0- :
Ovulation rate Monofollicular
cycle rate

Higher cancellation rate with S0 IU increments

Duration and pregnancy rate - same

Leader et al, 2006




Chronic ultra-low dose follicle-stimulating hormone
regimen for patients with polycystic ovary syndrome:

one click, one follicle, one pregnanc

Orvieto and Homburyg, Fertil Steril 2009

m Incremental dose rise of 8.3 IU each week

7 14 21 Days

m N=25, PCOS, CC failures, 69 cycles

m FSH (rFSH-puregon) baslangi¢ dozu: 58,5 + 11,5 1U 8 ....range -50-100

20 kadina 50 IU, 2 kadina 75 1U, ayrica birer kadina 58, 66 ve 100 IU verilmis. [Yas, BMI ve
previous cevaba gore]

m Leading folikil 222 mm olana kadar, 7 gunde bir 8,3 IU doz artisi



TaLE 1 I

The ovarian response and clinical outcomes in the present study using the chronic ultra-low-dose FSH
step-up protocol for ovulation induction.

No. of patients 25
No. of cycles 69
Mean duration treatment (d) 10.8 & 4.3 (range, 5-25)
Mean total dose of FSH (lU) 622 = 286 (range, 208-1,641)
Mean threshold dose of FSH (IU) 56.4 + 13.7 (range, 25-100)
Cycle cancellation rate due to
Low ovarian response 8
Ovarian hyper-response 1
Mean serum E: on day of hCG (pmal/L) 1
administration
Mean serum P 19+12
on day of hCG (nmol/L) administration
Ovulation rate (%) 98.5 (68/69 started cycles)
Monofollicular cycles (%), defined as
One follicle only >16 mm 82.6% (57 of 69 started cycles)
One follicle only >14 mm 62.3% (43 of 69 started cycles)
Clinical pregnancies 20 (29% / started cycle)
No. of miscarriages 4 {20% of clinical pregnancies)
Ongoing pregnancies 16 (64 % of subjects treated, 23.2% / started cycle)
Twin gestations 1 (5% of clinical pregnancies)
Ovarian hyperstimulation syndrome 0

,066 = 567

Orvietn Clyonde wltra-low dove FSH wginmen. Fertil Sierd 2000

= Sonug: Klinik gebelik %29
OHSS yok




Baslangi¢ dozun suresi : 14 gun? 7 gun?
N=50, 107 cycles 14 days 7 days

FSH

- Amps 22 by

- Days 17.4 13
1 follikul [cycle 74% 60%
E2 (pmol/L) 1659 2072
Gebelik 10 (40%) 14 (56%)
OHSS (o) (o
Coqul gebelik 0 214

Calisma uzatildiginda;

Cogul gebelik 0/10

Homburg, 1999



I PKOS/Gonadotropin Protokolleri
Monltorlzasyon

USG ile follikiler gelisim takibi zorunlu
= E2takibi??? /
= hCG uygulamasi iptali:
= 2 denfazla 216 mm follikil <38 yas
= 1 adet =16 mm ve 2 adet 214 mm follikuller
= E2max>1000pg/mL
= Prematur luteinizasyon (LH>10lU/ml;Prog> 1.5 ng)
Dominant follikil>16mm yoksa

Table I1. Multiple birth rate related to the number of follicles >15 mm on the day of hCG (From Serono
International, 1995, with permission.)

No, of No, of Clinical pregnancies Births Multiple
follicles eycles -  — birth rawe(%)
on day of hCG n Rate/cycle (%) Twins

47 17.1
20 26.0
1 44

5 263

|
5
il
>

9 o o 19




OI-Monitorizasyon

USG OI' na follikuler yanitin saptanmasinda givenli, etkin bir
yontemdir. Ozellikle PCOS olgularindaki cogul gebeligin
azaltilmasinda E monitorizasyonuna tercih edilebilir

[Evidence level 2b]

USG’ nin hCG zamani fazla sayida immatur follikGl varligini
gostermesi OHSS gelisimini belirlemede ¢ok degerlidir
[Evidence level 3]

Ol sirasinda yapilan USG, siklus kararlarinin % 88’ ini tek basina
belirleyebilir

[Evidence level 3]
E monitorizasyonu USG bilgisine ek bir katki saglamaz

Hardiman et al., 1990
[Evidence level 2b




PKOS: hangl gonadotropin?

| Human menopausal gonadotropin-HMG
75 IlU FSH+75 U LH

(Humegon/Pergonal/Menogon/Merional)

Urinary highly purified-HMG
Menopur

Urinary purified FSH
(Metrodin)
Urinary highly purified FSH
(Metrodin HP/Fostimon)

Recombinant FSH/LH & hCG




u-FSH / rec-FSH

= RecFSH kullanimi daha kisa stimulasyon suresi ve
daha dusuk doz kullanim olanagi sunmakla
birlikte uFSH’dan daha etkin oldugunu gosteren
yeterli data bulunmamaktadir

Bayram, Cochrane, 2001

* Bazi calismalarda recFSH'nin in-vivo potensinin
daha yuksek oldugu ileri surolmustur

Balasch, J. Assist Reprod Genet, 1998




HP-hMG V rFSH

CC-rezistan WHO Grup Il olgu (n=91V n=93)
DUsuk doz step-up protokol (751U/gUn-7 gun)

Ovulasyon orani %83.5V 84.9
Tek canli dogum orani %14.3V 15.1
OHSS %11V 3.2

OHSS riski nedenli iptal %2.2V 9.8

Cogul gebelik %o V2.2

HP-hMG grubunda (LH aktivitesi)
follikiler gelisimde daha az intermediate

follikil gelisimi

1.0 V1.9
(p< 0.009)

Platteau P,2006.




Gonadotrophins for ovulation induction in women with
polycystic ovarian syndrome (Review)

Weiss NS, Nahuis M, Bayram N, Mol BW]J, Van der Veen F, van Wely M

his is a reprint of a Cochrane review, prepared and maintained by The Cochrane Collaboration and published in The Cochrane Library
2015, Issue 9

Analysis I.1. Comparison | recombinant FSH versus urinary-derived gonadotrophins, Outcome | Live
birth rate per woman by urinary gonadotrophins.

Analysis 2.1, Comparison 2 HMG or HP-HMG versus uFSH, Outcome | Live birth rate per woman,

104 [ 0,63, 1.73 |

Subtatal (93% C1) i 105%  3.11[098 991

Toul (95% CIy 100.0% 1361038, 3.48]

Total (95% Cl) 36 100.0 % 1,26 0,80, 1.99 |




Analysis 1,3, Comparison | recombinant FSH versus urinary-derived gonadotrophins, Outcome 3 Incidence
of OHSS per woman by urinary gonadotrophins

S SV S Analysis L2 Comparison 1 HMG or HP-HMG versus uFSH, Outcome 2 Incidence of OHSS per woman,

pophes  Ovzien InNdcn 1o wore Wit o vttt

71 S e

f Ch o wamr

Subtotal (95% CI)

Total peemni= 7 (recomtibegnt #7754, & (urira

Tonal (95% Cl . T 000%  995] 04720009

ayrit |
- Z0

Taderii 201(
s 7

Subtotal (95% CI) : S5 174 [081,372]

1.521081, 284

X

TR W FF I st 454

MG ve HP-HMG % 18V uFSH ile % 9-37 (OR 1.36)
rFSH % 13-26 V uFSH %16 (OR 1.26)
rFSH ile Uriner FSH (OR 1.52)

HMG/HP-HMG ile FSH-P (OR 9.95) Weiss et al, 2015
I




Cevabi Predikte Edebilir

miyiz?

= PCOS’da bireysel FSH esik degerini
etkileyen

m Klinik PCOS’da dominant folikul secimindeki

bozukluk ve FSH thresholddaki bireysel
m Endokrin farkliiklar uygun FSH dozunun
ayarlanmasini zorlastiran en onemli
nedenlerdir

m Sonografik
m Genetik???

Parametreler varmidir??




PCOS’da “Individual FSH

threshold” ongorulebilir mi?

Prediction of the individual follicle-
stimulating hormone threshold for
gonadotropin induction of ovulation
In normogonadotropic anovulatory
infertility: an apnroach to increase safetv
ﬂn [I E'ﬁﬂienﬂy Babak Imani, M.D.,” Marinus J. C. Ejkemans, M.5c.,” Gerry H. Faessen, B.5c.,

Philippe Bouchard, M.D., Ph.0..? Linda C. Giudice, M.D., Ph.D.,° and
Bart C. J. M. Fauser, M.D., Ph.D.?

, 300,
é Amenoirhea (n = 33)°
© Reziztent to clonuphene citrate
s I BMI (keior)
- 95 e Cdoatas
‘£ 150} /ﬁ/ et 1 (IUL)
i g — s Free androgen index (T x 100/'SHBG)
8 75 + o nmoc” P Insulin (mU/L)
§ yd S Free IGF-I (ng/ml)
8 0 yd IGFBP-1 (ng'ml)
0 75 150 225 300 « Imani, 2002
Predicted FSH response dose B volume (ml)




indicated response dose group

Percentage of women in

75 112 150 >187
FSH response dose (1U/d)

100, B

75

Boligomenorrhea
[Jamenorrhea

)
=)

N
%))

indicated response dose group

Percentage of women in

75 112 150 >187
FSH response dose (1U/d)

CRA ve Amenore varsa yuksek doz ile baslanmali

a5 A

n=16 n=14
n=233 n=27é Ei

75 112 150 =>187
FSH response dose (IU/d)

n=12

[[Le

75 112 150 >187
FSH response dose (1U/d)

Free IGF-I level (ng/mL)

YUksek BMI ve yuksek f-IGF-|
yuksek doz ile baslamayi gerektirir

Imani, 2002



PCOS’da “Individual FSH

HIIthreshold” ongorulebilir mi?

o)
= BMI . y . (0 Imani et al.,
= Serum leptin duzeyleri Fertil Steril 2002
m Siklus oykusu
m CC'e yanit J

m Free IGF-1 duzeyleri arttik¢a
FSH thresholdu artmaktadir.
i

FSH response= 4xBMI+32xCRA+7xfree IGF-1+ 6xFSH-51

CRA= Clomiphene resistant anovulasyon




FSH PREDIKTORLERI(doz,monofollikiiler gelisim

(a)

Screening parameters:
- BMI (kg/m?)
- CRA
- free IGF-1 (ng/mL)

- initial serum FSH
(1U/L)

W

BMI (kg/m?)

N
&)

— 1

wh
&)

75 1125 150 =1875
FSH response dose (IU/day)

Multifollicle devel@ Ongomg@
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300

200 B
100

0
6
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30 2
0

20
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10 35

IGF-I (ng/mL)

£

Mono Multiple

T (nmol/L)

Follicle # (n)

30
25
20

0

Age (years)

Mono Multiple

Follicle growth categories
Ongoing pregnancy

Mulders AG, Eijkemans MJ,Imani B& Fauser BCJM. RBM online 2003:7:48-56




[ WHO GRUPII’de Tedavi yanitini

predikte etmede bazal hasta ozellikleri

Clomiphene citrate FSH CC followed by IVF
FSH
Ovulation  Pregnancy in FSHthreshold Pregnancy  Multifollicular  Clinical outcome®  Clinical outcome®
ovulatory growth
. patients o )
(Age ) Neg Step down (Neg Neg Neg
Amenorrhea Neg Pos
8MI Neg Neqg Neg
CCr Pos
m Insulin resistance  Neg Neg
¥ References 022 23 12§ 125) 125 1232) kq

"Pos/Nag, positive/negative comalation between patient characteristics and treatment outcome.
"Amount of FSH administered, cancallation, ovulation, pregnancy, miscarriage rate.
‘Amount of FSH administered, cancellation




Human Reproduction, Vol.29, No.3 pp.518-524, 2014
Advanced Access publication on January 12,2014 doi:10.1093/humrep /det468

h
ORIGINAL ARTICLE Infertility

Predictive markers for the FSH
sensitivity of women with polycystic
ovarian syndrome

A. Koninger!*, L. Sauter!, P. Edimiris!, S. Kasimir-Bauer!,
R. Kimmig!, T. StrowitzkiZ, and B. Schmidt3

MAIN RESULTS AND THE ROLE OF CHANCE: An interquartle range (IQR) Increase in AMH was assodated with a 51 4% [95% con-
fidence interval (C1):24.7-79 0%; P = 0.0003] increase in the mean total FSH dosage percycle (in IU) ina crude regression model, corresponding
toa /. 2% increase in the mean total FSH dosage per cycle perng/ml AMH. Adjustment for BMlaugmented the effect of AMH, wath a 58.3% (95%
CL332-84.2% P = |8 x 10 ") increase in FSH dosage per IQR AMH (corresponding to an 8.2% increase per ng/ml AMH) and 2 46 2% (95%
Cl 165-76.6%; P =0.003) increase per IQR BMI (correspanding to a 3.7% increase per kg/m). AMH was the only independent variable for

whichthe effecton FSH dosage was statistically significantin the crude regressionmode! as well as after adjustment forotherpromising predictors.
The association of BMI with FSH dosage was statistically signficant while adjusted for AMH, but not in the crude madel,

Table lll Effect size estimators [ percent change per
interguartile range (IQR) of the respective variable], 95%
confidenceintervals (95% Cl) and P-values of the multiple
linear regression model adjusted for all promising
predictors reporting the assodation with FSH dosage.

Variable Estimated percent 95% ClI P
change per IQR

Ape (years) 13.9 (453 to 18.8)
BMI g/ m”) B, (14:1 10 80.0)

AFC (n) b (~3631025.4)
Total testosterone {(~2091035.7)

(nmal)

(AMH (ng/ml) 2 (22.7 16 95.5)

AFC. antral follicle count.



Amer et al. Reproductive Biology and Endocrinology 2013, 11:115

http://www.rbej.com/content/11/1/115 J RIE= REPRODUCTIVE BIOLOGY
1 —J i AND ENDOCRINOLOGY

RESEARCH Open Access

The influence of circulating anti-Mullerian
hormone on ovarian responsiveness to ovulation
induction with gonadotrophins in women with
polycystlc ovarian syndrome: a pllot study

d A Amer' ', Ahmad Mahran'?', Ayman Abdelmaged?, Ahmad R El-Adawy’, Moustafa K Eissa”

N i Robert . Sk 'hi'v'v"

120%

E

1
38
&2
"G'c
&

ANRIES, ] AMIH 4,7-30.2 avns10.2  (ngfml)
n=11 n=i/ =5

Figure 2 Good response rates in 34 cycles of hMG ovarian
stimulation in PCOS women with different serum AMH levels.

Table 4 comparison of the total dose and duration of hMG
in cycles with high (4.7 ng/ml) vs low AMH [ <4.7 ng/ml)

FSH ovarian All cydes AMH=47 AMH < 4.7 ng/ml P
stimulation = ng/mi (11 cycles)
hp 'y (23 cycles)

S Fisvid wlal 7 » 5 VS y 5 'l‘._J 15

Data are presented =< median (rang«) and Mann Whitney test was used
for companison




A Nomogram to decide the starting FSH dose in PCOS
patients
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7-ILK SECENEK OLABILIR MI?

e e, VALTZT, Na.d pp. 468471, 1012

-hurrun ORIGINAL ARTICLE
Hiior SR ¢ LE Infertility

Clomifene citrate or low-dose FSH for
the first-line treatment of infertile
women with anovulation associated
with polycystic ovary syndrome: a
prospective randomized

multinational study

R. Homburg'*, M.L. Hendriks', T.E. Konig', R.A. Anderson?,
A.H. Balen’, M. Brincat®, T, Child®, M. Davies®, T. D'Hooghe’,
A. Martinez’, M. Rajkhowa®’, R. Rueda-Saenz'? P. Hompes', and
C.B. Lambalk'

BACKGROUND: Clornifene citrate (CC) Is acceped as the first-line n(epd?c'?ﬁro‘%a!aum induction (Ol) In patients with polycystic ovary syn
drome (PCOS)assoaated with infertility owing to anovulation, Low-dose FSH has been reserved for women failingto conceve with CC. In this RCT,
wetested the hypothesis that pregrancy rate (PR) and live birth ratas (LBR) are higher aftar Ol with low dase FSH than with CC asfirst-Iine treatment.

METHODS: Infertile women (<40 years old) with PCOS refated anovulation, without pnar Of treatment, attending | 0 centres in Europe/South
Americ were randomized to Ol with either CC (50~ 150 mg/day for 5 days) or FSH (starting dose 50 IU) for up to three treatment cycles, The
primary outcome was clinical PR

RESULTS: Patents (n = 302) were randomizad to Ol with F5H (n = 132 women; 288 cycles) or CC (n = 123; 310 cycles), Per protocol analysis
revealed that reproductive outcome was supenor after Ol with FSH than with CC with respect to PR per first cycle [30 versus |4.6%, respectively,
95% corhdence interval (CI) 5:3-25.8, P = 0.003], PR per woman, (38 versus 44% of women, 95% CI 1.5-25.8, P = 0.03), LBR per woman (52
versus 39%, 95% C10.4-24.6, P= 0.04), cumulative PR (52. | versus 4], 2%, P=0.021) and cumulative LBR (47 4 versus 36.9%, P=0.03 1), within

three cycles of Ol

CONCLUSIONS: Pregriancies and live birts are achieved more effectively and fater after Ol with low-dose FSH than with CC. This resulthas to
be balanced by convenience and costin favour of CC. FSH may be an appropriate first line treatment for some women with PCOS and anovulatory

infertlity, particularly older patients




ADJUVAN TEDAVI?

GnRH-a / PCOS
m Ovulasyon oranlarinda artis yok

m OHSS yuksek
m Gonadotropin dozu yuksek
m Abortus az

GnRH-a ovulasyon induksiyonunda onerilmemektedir

1.5.2.7 Women with polycystic ovary syndrome who are being treated with
gonadotrophins should not be offered treatment with gonadotrophin-releasing
hormone agonist concomitantly because it does not improve pregnancy rates,

and it is associated with an increased risk of ovarian hyperstimulation. [2004]
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Analysis

2014

GnRH-ant Control
dv or Subaroup  Events Total Events Total Weiah
3.1.1 non-PCOS

. : Alegra 2007 % 1 16 168 126%
This meta-analysis suggested that A gy 2 s & E G

GnRH-ant can reduce the incidence of PL and Crsignani 2007 U8 19 151 120%
increase the CPR when used in COS/IUI cycles, Gomez 2005 § & 6 £ 67

: - Gomez 2008 Q1% 19 18 142
and it was especially useful for v A A s i

Shan Luo, Shangwei Li*, Song Jin, Ya Li, Yaoyao Zhang

Lo 2008 63 3 N 3%
Willms 2004 B8 5 6 5%
. . . A A%
However, evidence to support its use in i W e
. illi ffici Tolal events 158 18
Is still insutnicient Helerogenely Tau? = 0.16; CNP = 14.50,df =7 (P = 0.04) P= 52%

Tes! for overall effect; 2= 212 (P = 0.03)

Effectiveness of GnRH Antagonist in the Management of
Subfertile Couples Undergoing Controlled Ovarian
Stimulation and Intrauterine Insemination: A Meta-

0dds Ratio

H, Random. 85% C!

Udds Ratio

M-H. Random, 85% CI

215(1.11,4.44
0.83(049, 1.9
0.96 (048, 1.97
360123, 1059)
265142, 459)
1,04 0,46, 234)
216 (049, 957)
1.50 046, 5.54]
1,54 [1.03, 231)

PCOS'ta gn+GnRh Ant eklenmesi;
e e Ertunc 20 6 108 13 121 103%
PL azaltir, hCG giinG P disirir - 4 2.8

{adimatier 2011 19 H 125 §3%

149(068, 327]
1.86[0.79,4.25

Subtotal (95% CI) 159 174 19.6%

Total events 35 25
Heterogeneity: Tau® = 0,00, Ch# =013, dI=1(P=0.11), F=0%

CPR, LBR VE DU§U K ORAN LARI il Test for overall effect; 2= 1.70 (P = 0,09)
FARKYOK Toal (5% ) sttt 1000%

. Total events 183 143
Y ET E R L I RCT YO K Halerogeneity: Tau* = 0.10; Chi* = 1477, df = 8 (P = 0.10); F = 3%
Test for overall effect: Z = 2.68 (P = 0.007)

Tast for suboroun diffarances: Chit=0.03, df=1 (P =085\ = 0%

1,65 (0.93, 2.4

1551142, 249)
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SONUC -KONVANSTYONEL TEDAVI(CC+FSH)

@
(@)

)]
@]

H
o

&
=
=
=
o
=
=
S
=
Q@
<))
g~
7
<)
=
=
<
=
£
S
o

N
@]

12 15
Months

PCOS’'ta ovulasyon induksiyonunda konvansiyonel algoritme uyulursa (CC
arkasindan Gonadotropin) kumulatif tekil gebelik orani 1.yil , 2.yil
gebe kalana kadar gecen sure aydir.

Eijkemans et al.2003




MULTIVARIATE PREDICTION MODEL FOR PCOS

Clomiphene citrate (CC)  Follicle-stimulating Laparoscopic
hermone (FSH) electrocautery of
the ovaries (LEO)

Owulation  Pregnancy  Pregnancy  Mukifolli- Ovulation  Ovulation  Preg-
(in ovula- cular nancy
tory growth
patients)

El

Age Neg
Amenorrhea Pos
BMI

CC response

(ovulation)

Hyperandrogenism

Insulin resistance

References

BU PREDIKTIF MULTIVARIATE MODELIN KULLANIMI ILE;

BAZAL HASTA OZELLIKLERINE GORE BASARISANSIYUKSEK TEDAVI MODALITESINI
SECMEK VE BOYLECE DAHA COST-EFEKTIF, DAHA GUVENLIVE DAHA AZ ZAMAN KAYBI
ILE HASTAYI KENDISINE UYGUN TEDAVIYE YONLENDIRMEK MUMKUN OLACAKTIR.




"GELECEK:GENETIK PREDIKSIYON;SNPs

- FSH-Reseptor gen polimorfizmi;
STK11— METFORMINE KOTU CEVAP
Ser680Ser- CC REZISTANS- FSH HIPORESPONSIVE

- AMH RESEPTORTIP 2 — FSH SENSIVITESI

B. C. J. M. Fauser and M. J. C. Eijkemans J Clin Endocrinol Metab, September 20
It should be a major (l'!.l:!tr]g&_' o u»nu:dcr many more
genes 1n relanon to ovarian response and pregnancy after

soimulanion, to design mulnoivariate models combining

clinical, endocrnine, and genernic tacrors to reliably predict

chinically relevant outrcomes such as healthy (singleron)
live birth. This approach may truly improve overall infer-
rility treatmentoutcomes in PCOS allowmgidennification
of the most appropriate approach for a given woman,
which may include assisted reproducton as the first-line

treatment for somee,




PCOS’ TA GONADOTROPINLER-OZET

* Tedavi baslangicinda hastanin = Tedavi oncesi hasta ile

bazal karakteristikleri iyi komplikasyonlar ve siklus
degerlendirilmeli ve tedaviplani iptali olasiligi hakkinda
buna gore yapilmalidir konusulmalidir

= Baslangi¢ dozu 37.5-50 U/ = GUnUmuzde tum ¢ogul
gundur gebeliklerive OHSSyi

» 1.siklus icin 14 ginlik sabitdoz ~ ©nlemek mUmkun degildir
Ile asiri uyarilma onlenir = Ol'da Gonadotropinlere

= Doz artislari FSH dozunun GnRH-a veya GnRH- ant.
%s50’sini gegcmemelidir eklemekle OHSS ve Cogul

= Tedavi siresi 6 siklusu gebelik riski azalmaz iken
gecmemelidir maliyet artar ve gebelik

oranlari artirilamaz, rutin

= Komplikasyonlar (OHSS ve kullanimi énerilmez

¢ogul gebelik) azaltmak igin siki
monitorizasyon gerekir
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Meta -analiz sonuclari

Metformin + gonadotropin / gonadotropin O, IVF
Metformin ovulasyon oraninda iyilesmeye neden olmaz  Yarali et al, 2002

Feview Meotfanmin and Gonadotropins in POCS
Cormpean son 01 Metfommin vamsus placobo or no treatmeant [{Gonadotrooin OI)
Outoorme: 02 Pregmarcy rats
Study Metformin Contol G E B E L I K OR (fiond) Whight OR (lhaad)
or sub-category N N - Y% Yo e88% G
G Leo 1899 3/ic /10 - » 2=.38 3.86 [0.33, A5:57]
Yamli 2002 3710 2/1s &P z0.25 G.00 |0.52, &6B.7=]
Tasdarrir 2004 a/il6 2716 - $» 5S4.35 2.33 [pi3E, 15.05]
Tolal @5% Q) 36 a1 L" 1gc.00 3.46 [c.98, 12.20
Total events 10 (Metformn), 4 (Cortrol)
Tedt for hetemaaneity: Chi*=037, df =2 {P=083), F=0%
Ted foroverall effect Z=1 93 (F=005)]
0.1 02 05 1 2 5 10
Favouns control Favours metfonmin

Fensn Megforren and Govssiolrtp na in PCOS

Correaseson 02 Metforri n vessts pliscebo o na estrment (V)

oo 11 Ownan Hypontimd st on Syndmmn (OHSS) mto

m Stucky Metfonren Conitred O H S S OR (fFxeed) Vst 62 (et
I OF sithCidberyory ™ wiN - = avuw o W S5%C

Fodorsak 2000 o= O/E St

Vishowm 200 €771 20 /Ee — = 55,62 LA8

ot 2004 1/ LS = - 9.0 P r

Ornlsn 2005 LN EYe el B oW ‘

Tang 000 10/4% - - 29,53 e )

Totoe (5% O3 216 N0 < < > O 0.2 1 <
Tt evirts =2 (IMastfornun), 44 [Conbes )

Test for hestemgenaily. 5=« 345 W » 3P~ 033 * =3 1%

Tos tor oveeall offoct & =4 55 (P< 000001

o.m g1 3 10 100
Favouns rrefonmin Fasvouns ot

Costello et al.,2006
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REVIEW Open Access

Metformin and gonadotropins for ovulation
induction in patients with polycystic ovary
syndrome: a systematic review with meta-analysis
of randomized controlled trials

Stefana Palomba'’, Angels Falbo' and Giovanni 8 La Sala

Palomba ef of Regvoductive Biiogy cnd Endocrinoiogy 2014, 123 PageBof 15
nitpy/Awww by com/content/ 12173

Metformin +
: ¥ gonadotropin / gonadotropin Ol,
A) Outcome: Live-birth rate
s Ntmety CANL' DOGUM NO |VF

Sufysrhubores  Faosty Tof Eeety Totl Dt N F; an UK Banioen 85000
e (V) 1 8 I R N b > '. )
Eegen 1) R BRI B ¥ RPN ——

> 1500-1700mg/gun
MET(pretreatment)
+ FSH (50/75 IU) STEP-UP

B e

B) OQutcome: Pregnancy rate G E B E |_| K
- el —_— (R
byo hitrg 5 Tl Vgt WA et A0 B faed #N(

sy Tots

SIKLUS IPTALINDE %60 AZALMA
OHSS'de fark yok (p=0.14)

CANLI DOGUM ve GEBELIK ORANLARINDA 2 KAT ARTIS (p=0.02, p<0.0001)




IUI vs T1

Controlled ovarian hyperstimulation in women with polycystic ovarian
syndrome with or without intrauterine insemination

RETROSPEKTIF KOHORT

Lable I Characteristic of the patients in the groups of TUT and T

Characternistics Il I P value

lotal number of cycles 114 145 NS

Age veurs (mean = S L6 4+ AN ' 1.4+ 3.9 NS
BEMI (Kue/M*2) 27.2+6.1 2504+ 5.8 NS
Primary infertility TAM114 LOA/ 145 NS
(4. 1) (71.0%)
Secondary infertility 417114 42/ 145 NS
(AS.9%) ( 29.0')
Basal FSH (IU//ml) S 2% 1.7 9% 1.6 NS
Basal LH (10U /mb) P S 66477 NS
Maximal endometrial thickness (mm) 0424 e 22 NS
lotal follicle =15 mm on day of hoo 1.541.1 .6k 1.0 NS

BMIL body muass index;: FSH, follicle-stimulating hormone, LH, leuteinizing hormone
TUL, intravtternine iosemmioaton: 1T, tuned intercot s

able I, Characteristics of partner’s sperm during infertility evaluation

Analysed parameters TI¢ (U] P value

Concentration (million/ml) 90,04 85,7 67.1 2100
Motility (%) 384116.) 323%17.9
Normal morphology (%) el 3208 17.2%39

Wiser A,2012




JUL vs T1

Controlled ovarian hyperstimulation in women with polycystic ovarian
syndrome with or without intrauterine insemination

Fable 111, Total pregnancy rate and pregnancy rates according the type ol

the treatment

Freatment types 8 [

Clomiphene citrate 12/88
(14.196)

vl
4/57

| 2 “‘."I '

Gonadotropins

JAR:
(AN M)

'("v ‘

(25.7"%)

Aromatase inhibitors 1711
(9.1)
Total pregnancy rate 200114
C17.5%)
Total miscarriage rate 2/ 20
(10%,)
Ectopic pregnancy rate 0/20
L)

L/1H
(5.5%N)
2471485
{16.6)
A7 24
(16.79%)
2/24

(M _A%)

P value
NS

NS

NS

Total live birth rate

(IS H%)

IB/ 145

(1 2.4%)

PCOS’ta KOH’a IUl eklemenin faydasi yok
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STUDY PROTOCOIL

M-OVIN study: does switching treatment to
FSH and / or 1UIl lead to higher pregmnancy rates in
a subset of women withh world health organizationm
tyvpe Il anovulation Nnot conceiving after six
ovulatory cycles withh clomiphene citrate — a
randomised controlled trial

Marieern J Nahiuis, Niermke S Weiss, Fulco van der Veern, Bern Willerm 1 Mc Perer G Homipes, Jur Oosterihuls,
Nils B Lamiballk, Jesper MU Smeenk, Caroliemn AM Koks, Ram JT vanm x,.r)'vj-':', J 2O SE avenr, ljr m 4 Conlemn,
Kathrin Fleischer, Angeligue ) Goverde, Marle H Gerards, Nicole F Klijrn, Lizka C M Nekrul, Hse Al wvanm Rool),

There have been no randomised controlled trials that studied the effect of IUl in women undergomg ovulation-induction with
CC or gonadotrophins for oligo- or anovulation.

1) CC plus intercourse

2) CC plus IUI

3) gonadotrophins plus intercourse
%) gonadotrophins plus [UI

Abstract

Background: Clomiohene citrate (CCO) Is first line treatment in women with World Health ("rOr‘-'*- zation (WHQO) type
| anovulation and palycystic ovary syndrome (PCOS). Whereas 60% 10 85% aof these women will ovulate on CC
only about one half will have canceived after six c*,»:!ef If women da not concelve, treatment can be cantinued
with ganadotropins or intra-uterine insemination (IUI). At present, it is unclear for how many cycles ‘vu!at-on
induction with CC should be repeated, and when 1o switch to ovulation induction with gonadotropins and/or (UL
Methods/Design: We started a muiticenter randomised controlied trial in the Netherlands comparing six cycles of
CC plus intercourse or six cycles of gonadotrophins plus intercourse or six cycles of CC plus IU| of six cycles of
gonadotrophins plus U

Women with WHO type ll-anovulation who ovulaie but did not concelve after six ovulatory cycles of CC wit

mavimiim af 180 mn dailv fnr five dave will ba inclided
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Metformin treatment before and during IVF or
ICSI in women with polycystic ovary syndrome

Tso LO1, Costello MF, Albuquerque LE, Andriolo RB, Macedo CR.

AUTHORS' CONCLUSIONS:

= This review found no conclusive evidence that
metformin treatment before or during ART

cycles improved live birth rates in women with
PCOS

= However, the use of this insulin-sensitising agent
and




The role of inositol supplementation in
patients with polycystic ovary syndrome,

with insulin resistance, undergoing the
low-dose gonadotropin ovulation
induction regimen

“TABLE 1
Comparison between ovulation induction cyeles in pationts with and without inositol co-treatment.
Low dose step down Without inositol With inositol P value
Number of cycles 43 16
Patent age (y) 316=25 3189=28 ns
BMI kg /o) 27214 7273+14 ns
HOMA 286+ 020 288 =029 ns
Day 3 FSH (WD) 6614 64=+11 s
Day 3 LH (IU/L) BO£13 83+ 11 ns
PRL {ng/mL) 187=27 167+=32 ns
17-0HP (ng/mL) 088=015 1.08 =016 ns
- DHEAS (ug/dl) 1226 287 1402 = 321 ns
] Ovulaton Inducton
Number of folliclzs 15 mim I diamster 35+12 21=x05 <00
Nurrber of follicles >18mm in diamater 20+00 11056 <003
Peak E, evals on day of hCG administration (pg/ml) 855 = 342 441 =3 < 0
Lancallanon rate (%) 5/15 (40%) (i < U2
Clinical PR 9a) 2115 (13.3%) 15 33.53%) ns

MYO-INOSITOL MET. DEN DAHA EFEKTIF Raffone E, 2010

Inositol 3 gm/g 4 hafta once bashyor/ vit B8, intracellular second messanger

Restores IR / Inofohc .

Morgante G, Orvieto R, Di Sabatino A, Musacchio MC, De Leo V. Fertil Stenl, 2on Jun 30/95(5):2642-4.




