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- * Anovulatuar ve BMI=35;
en az 6 ay yogun diet+ egzersize ragmen infertil
** CC rezistan




Etkinlik, Avantaj, Dezavantaj

Lifestyle
mterventions
Metformin
Clomuphene citrate
Letrozole
Gonadotrophins

Ovarian drilling
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Figuere 4. Pregnancy rote por oycle, 000 = cloamphones aitrane;
FSH = recoerribsinnnt FSH )
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Filgtuare 5. Cinmaaliitive paeghnancy mte. (OO0 = clhivimiphsie

chHrate: FSH = recombrinoent FSEL

Lopez E, RBM Online,

PCQOS'ta Ol ajani olarak First Line Terapi: CC - FSH

2004
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PKOS lu Hastada Hangi Protokol Kullaniimali

" Amag
= Yetersiz Stimilasyondan Kaginma
= Asin Stimulasyondan Kag¢inma
= Cancel oranini minimize etmek
5 OHSS riskini minimize etmek
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Konvansiyonel Protokol
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Low-Dose Step-up Protokoly

- 0 0 J

0 C
1. gun 14. gun 21. gun 28. gun 35. gun
= Baslangi¢ Dozu: 37.5 — 50 IU Rec FSH (En yuksek doz: 225 1U/gun)
= 7 GUn Sonra 10 Mm Uzeri follikil yoksa doz artirilir.
= Dominant follikil olana kadar doz artir. - 1 follicle > 18 mm
= 35.ginde hala yanit yoksa siklus iptal. - 2-3 follicles > 16 mm
= 18 mm Uzeri follikil ve end eko: 7 mm Uzeri (hCG) - E2 >150 pg/ml/follicle > 16mm

= PCOS'ta optimal artis araligi hakkinda calisma az.
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Step-Down Protokolu

DOMINANT FOLLIKUL >10 mm

2-3 gun
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Low-Dose Sequential Step-Up & Step-Down Protokolu

Leading follicule
>14mm
/2 Threshold
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PROTOKOLLER ARASINDA
FARK VARMI

D
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Konvansiyonel Protokol

Ovulasyon %70

Cogul Gebelik
OHSS

KUmbUlatif Gebelik
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Low Dose Step Up -Protokol

Cumulative
pregnancy
rate

10% -

53.1%

0%

3 4

Treatment cycles

*Monofollikuler gelisim: %61.3
*Cancel: %13.5

-Ovarian asir1 cevap
-Spontan ovulasyon

Kumulatif ovulasyon orani: %84
-Hafif-orta OHSS: %6.8
‘ikiz: %6
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Low Dose Step Up vs Step Down

Wuiman Mopredbiicibon %l (8 S0 g Lidie b, B DR D Dl

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

S.ChristinMaitre'” und JNHugues® on behalf of the Recombinunt FSH Study Group®

Bopriinhoidbue Etadocring Unbi. EA S35 Wighil Sulnb-Amoine. 7802 Paits and “Reproductive Medichne Uit Fhigital dean
Ventwr, 94435 Bewicly . Fromes

7 Days
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Low Dose Step Up vs Step Down

Bhiienan Migresbiletban % el D0 %00 jga Didie- B, Pt (IR TTTRU AR

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

S.ChristinMaitre™" und JNHugues® on beholf of the Recombinunt FSH Study Group®

Roprtinhaitine Eisdocring Ui, EA 1535 Wil Silnb Amiobne, 78102 P and e productive Medichae Usit. THghial desi

. DOMINANT FOLLIKUL > 9 mm
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5-7 3 gun HCG’ye kadar
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Low Dose Step Up vs Step Down

Table II. Clinical results of step-up and step-down administration of recombinant human FSH

Step-up protocol Step-down protocol P

(n = 85 cycles) (n =72 cycles)
Duration of treatment (days) 152 =7 0.7 = 3.1 < (.001
Total amount of rFSH (IU) 051 = 586 067 = 458 NS
Rate of monofollicular development (%) 68.2 32 < (.0001
Rate of bifollicular development (%) 15.3 23.6 NS
Rate of multifollicular (>3) development (%) 4.7 36 < (.0001
Estradiol plasma value at hCG (pg/ml) 454 = 465 849 = 1115 < 0.05
hCG administration (%) 34.6 61.8 0.001
Rate of hyperstimulation (%) 2.25 11 0.001
No response (%) 11.8 8.33 NS
Progesterone > 8ng/ml (%) in luteal phase 70.3 61.7 0.02
Pregnancy/cycle (%) 18.7 15.8 NS

S.Christin-Maitre, 2003
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Kronik Low Dose Step Down vs Sequential

M Tepratucives sl 31, Aa 14 . SNIT-1EI2, 2000
aire hirows Yubliesses Tl 17 2004

The use of a decremental dose regimen in patients treated
with a chronic low-dose step-up protocol for WHO Group 11
anovulation: a prospective randomized multicentre study

AN Hugoes™', LC&lrin-Durnerin', C.ALHowies’, On Behall of the Recombinant
FSH O Stady Group

Baslangi¢ dozu
Doz arttirimi

ilk doz arttirimi

Randomizasyon
(Folliktil 10-13 mm)

Mevcut doz/2
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Kronik Low Dose Step Down vs Sequential

Table IT. Clinical results (mean + SD) of chronic low dose (CLD) and sequential (SQ) administration of recombinant human FSH (r-hFSH)

ITT CLD protacol (n = 80) 5Q protocol (n = 78) P

Parameters between randomization and hCG

Duration of treatment (days) 46+35 56+44 0.14
Amount of r-hFSH (IU) 394+ 355 307 £303 0.1
Parameters at the time of hCG administration
Duration of treatment (days) 141+74 163+85 0.09
Total amount of r-hFSH (TU) 1174+ 818 1197 +934 087
Number of follicles 210 mm at hCG 29423 27+24 0.94
Number of follicles between 10 and 13 mm at hCG 10+1.5 09+19 0.96
Number of follicles between 14 and 15 mm at hCG 04+07 05+08 0.59
Number of follicles 216 mm at hCG 15409 14407 0.85
Rate of mono-follicular development (%6)* 54 (42-65) 56 (45-68) 0.7
Rate of bi-follicular development (%)* 25 (16-36) 23 (14-34) 0.75
Rate of tni-follicular development (%4)* 5(1-12) 4(1-11) 0935
Estradiol plasma value at hCG (pg/ml) 441 + 360 425 + 480 0.82
Endometrium thickness (mm) 96+19 95421 0.86
hCG administration (%) 100 100 NS
Patients with ovulation (%) (P4 = 10 ng/ml)? 54 (42-66) 45 (34-57) 0.25
Progesterone values in luteal phase (ng/ml) 218424 237424 0.74
Clinical pregnancy/cycle (%)* 17 (21)(13-32) 9 (12) (5-21) 0.12
Multiple pregnancy/clinical pregnancy (%a) 2{(12) 1(11) NS
Mild and moderate OHSS (%) 2(3 3(4) NS
Miscarriages (%4) 3[4 2(3) NS




14 gun rejimine uyuldugu takdirde

l

v'"Nonobese PCOS hastalarinda 75 IU uygun doz.
v'Doz ayarlama ancak %10 hastada gerekli oluyor.
v SQ rejime gerek yok cunku OHSS cok az.
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Dusuk Doz Step-Up

» Baslangi¢ dozu ne olmali?

= 37.51U, veya  75lU/gin?

o 751U kullanihirsa
* Sikluslarin %20'si iptal (multifollikGler gelisim nedeniyle
= 751U ile %72 monofollikiler
= 52,5 U ile %84 monofollikiler
= Ancak ovulasyon ve gebelik oranlari benzer
o 37,5 1U vs. 5o lU/gun?

- Benzer monofollikiler gelisim

= Doz azaldikta Ol suresi uzar.
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Dusuk Doz Step-Up

* MonofollikUler gelisim igin:

s 14 gUnlUk baslangi¢ perioduna uymak onemli

= 751U baslangi¢ta %50 artis ne zaman yapalim ?
o 14 guUnN Vs 7 gun
= Kisa protokol ile:
* Daha az gonadotropin (17 vs. 22 ampul)

= Daha kisa tedavi suresi (13 vs. 17,5 gun)

= Ama Cogul gebelik orani yiksek (%24 vs. %0)
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THRESOLD DOZU
TAHMIN EDEBILIR

mMIYim -




Human Reproduction Vol.23, No.6 pp. 1424-1430, 2008 doi: 10,1093 /humrep/den089

Advance Access publication on March 26, 2008

Predicting the FSH threshold dose in women with WHO
Group II anovulatory infertility failing to ovulate or conceive
on clomiphene citrate

Table II. Statistically significant predictors of FSH threshold dose (univariate and multivariate analysis).

Univariate analysis Multivariate analysis
OR (95% CI) P-value® OR (95% CI) P-value®
Age (years) 0.91 (0.83-1.00) 0.040 —_ —_
BMI (kg/m?) 1.10 (1.02-1.19) 0.010 1.17 (1.07-1.29) =<0.001
Failure to ovulate on clomiphene citrate: yes versus no 227 (1.14-4.52) 0.020 — —
Menstrual cycle history =20.001 =2 0.001
Amenorrhea versus cycle length 2135 days 8.33 (2.81-24.7) 11.88 (3.35-42.1)
Oligomenorrhea versus cycle length 21-35 days 3.48 (1.51-8.03) 2.57(0.97-6.79)
Mean ovarian volume (cml} 1.18 (1.06-1.31) 0.002 1.22 (1.08-1.37) =< ().001
Free androgen index (nmol/1) 1.25(1.13-1.38) =< (0.001 —_ —_
Total testosterone (nmol /1) 214 (1.14-4.03) 0.018 — —

LH/FSH ratio (1U /1) 1.59 (1.03-2.45) 0.038 — —
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Step-up protokolu yaparken, obez olgularda baslangi¢c dozu
en az 75 IU/gun
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HANGI/
GONADOTROPIN
DAHA IY[ ?




RecFSH vs uFSH -CanliDogum

recombinant FSH  urinary gonadotrophins Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events Total BEvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl ABCDEFOGH
1.1.1 rFSH versus HMG
Balen 2007 16 79 13 73 A2B% 118 (053, 2 69] 000822
Feigenhaum 2001 B 8 g 6 13T% 0.56 (0,18, 1.78] @000 7 7
Platteau 2006 16 93 13 91 33.2% 1.25 [0.56, 2.77] 000872
Subtotal {95% CI) 209 200 89.5%  1.04 [0.63, 1.73]
Total events 38 34

Heterogeneity, Chi®=1.40, df= 2 (P =0.500; F= 0%
Testfor overall effect: =017 (P = 0.86)

1.1.2 rFSH versus uFsH

Revelli 2006 7 a7 4 39 9.6% 2.04 [0.54, 7.66] N ®@20008 1 7
Szilagyi 2004 4 10 0 10 0.9% 14.54[0.67, 316.69] 79000097 7
Subtotal (95% CI) 47 49 105%  3.11[0.98, 9.91] .

Total events 11 i

Heterogeneity: Chi*=1.35, df=1 (P =024), F= 26%
Testfor overall effect. £=1.92 (P = 0.03)

Total (95% CI) 256 249 100.0% 1.26 [0.80, 1.99] »
Total events 49 39
Heterogeneity: Chi*=4.83, df=4 (P=030), F=17%

Testfor overall effect: Z=1.00{FP =032

Testfor subgroup differences: Chi= 2.86, df=1 {F = 0.09), F=65.0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection hias)

(C) Blinding of participants and personnel (performance hias)

(D) Blinding of outcome assessment (detection hias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting hias)

(G} Other bias

H) Funding

0.004 0 10 200
Increased with uFSH increased with rFSH

Cochrane Database of Systematic Reviews
9 SEP 2015 DOI: 10.1002/14651858.CD010290.pub2


http://onlinelibrary.wiley.com/doi/10.1002/14651858.CD010290.pub2/full#CD010290-fig-0004

Rec FSH vs uFSH-OHSS

recombinant FSH  urinary gonadotrophins Odds Ratio Odds Ratio Risk of Bias

Study or Subgroup Events Total BEvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDEFGH
1.3.1 rFSH versus HMG
Balen 2007 (13 1 73 1 73 6.3% 0.94[0.06,15.23] @aaaae® 1 7?
Feigenbaum 2001 3 38 4 36 23.2%  0.69[0.14, 3.30] —— @20080871 2
Platteau 2006 (2) 3 93 1 91 G.0%  3.00[0.31,28.39] eeeee® 7
Subtotal (95% CI) 209 200 35.5% 1.12 [0.37, 3.44] -*-—
Total events 7 ]
Heterogeneity: Chi*= 111, df=2 (P = 0.58); F= 0%
Testfor overall effect: £=0.20(F =0.84)
1.3.2 rFSH versus uFSH
Coelingh Bennink 1398 ] 105 2 67 208%  1.76([0.45 689 —T @008 7 7
Gerli 2004 ] aa ] a2 Mat estirmable @008 7 77
Loumaye 1986 1 110 1 112 B0%  1.02 [0.08, 16.49] @800 12
Revelli 2008 0 130 0 130 Mot estimahle 2000807
Szilagyi 2004 2 10 2 10 9.8%  1.00[011,8.95 779000807 7
Taketani 2010 10 129 ] 132 28.0% 213[0.71,6.43] - 77@@®7? 7?77
varali 1999 i 16 0 35 Mot estimable 20000 @ 2 2
Subtotal (95% CI) 588 568 64.5% 1.74 [0.81, 3.72] -’-
Total events 21 11
Heterogeneity: Chi®= 052, df=3 (F=091);, F=0%
Testfor overall effect £=142(F=0.15)
Total (95% CI) 797 768 100.0% 1.52 [0.81, 2.84] "
Total events 28 17
e

,' : C Increased with UFSH  Increased with r1FSH
Testfor subgroup differences: Chi= 040, df=1 (P =0.53), F= 0%
Footnotes Risk of hias leqgend
(1) OHSS was mild in both cases. (A) Random sequence generation (selection hias)
(2) Grade of OHSS not mentioned (B) Allocation concealment (selection hias)

(C) Blinding of participants and personnel (performance hias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition hias)

(F) Selective reporting (reporting bias)

(G) Other hias

(H) Funding

Cochrane Database of Systematic Reviews
9 SEP 2015 DOI: 10.1002/14651858.CD010290.pub2


http://onlinelibrary.wiley.com/doi/10.1002/14651858.CD010290.pub2/full#CD010290-fig-0005

Hangi
GT

Takip
= USG ve/veya E2

o 2-3 gun aralikla

» hCG:

= En ondeki follikil 2128 mm (>17 mm)
= Dominant follikil basina E2 200 pg/mL
o 214 mm, >2 follikbl  => IPTAL
= Selanik konsensusu == Maksimal uyari
= 216 mm en ¢ok 2 follikdl
= >16 mm 1 follikUl + =14 mm 2 follikUl
= Serum P:

o PrematUr LH yUkselmesi?
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HCG YAPMALIMIYIM
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Timed Intercourse vs |Ul—hCG nin Etkisi

Reproductive Biology and D)
Endocrinology BiolVied Centra
Research Open Access

Human chorionic gonadotropin administration is associated with
high pregnancy rates during ovarian stimulation and timed
intercourse or intrauterine insemination

Mohamed F Mitwally 23, Sonyva Abdel-Razeq? and Robert F Casper*!
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Stimulation Protocol



Etkinlik ve guvenlik agisindan yakin takip

\H gereklidir.

Tedavi oncesi hasta ile kesin siklus iptal

kriterleri konusunda hemfikir olunmalidir.

PCOS’ta gonadotropinlerle OI'da GnRHa
yeri yok.
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