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TEKRARLAYAN GEBELIK KAYBI
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WHO1997, ESHRE 2007



FETAL TROMBOTIK VASKULOPATI??
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Heparin
*beta 2 glycoprotein 1e baglanmaktadir.

*Antikompleman aktivasyonu inhibe eder.
(fondaparinox ve hirodin haric)

*C3 Un deziduada birikimini engeller.

*Antiinflamatuar etki (aktive Thli aktive Th2ye
cevirmektedir.)



Unfractionated Heparin L MWH
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Hem UH Xa aktivitesini inhibe eder.
LMWH hem faktor Xa hem de faktor lla yi inhibe eder.



Low-Molecular-Weight Heparins
Anti-Facotr Xa : Anti - Factor lla Ratios

Agent Trade Xa:lla Mol Wt (d)
Enosaparin  Lovenox 3.8:1 4,200
Dalteparin Fragmin 2.7:1 6,000
Ardeparin Normiflo 1.9:1 6,000
Nadroparin 36:1 4,500
Reviparin 3.5:1 4,000
Tinzaparin 1.9:1 4,500




APS harici tekrarlayan Dusuklerde
Heparin ve Aspirin Kullanimi

*BarJ 2000
*Bar 2001
*Bick 2000
*Brenner 2000
*Brenner 2005Live enox ¢alismasi
*Carp 2003
*Grandone 2002
*Gris 1995
*Gris 2004
*Li 2003
*Ogasawaran 2001
*Rai 2000
*Reznikoff 1999
*Sarig 2003
*Sarto 2001
*Sorenson 2000
*Tzaffettas 2002
*Younis 2000






Comparison 1. Aspirin versus placebo

Outcome or subgroup title

No.of  No.of
studies participants

Statistical method

Fffect size

| Live-birth rate

| b

Risk Ratio (M-H, Fixed, 95% CI)

1.0 [0.78, 1.29]

Comparison 2. Enoxaparin versus aspirin

Outcome or subgroup title

Statistical method

Effect size

I Live-birth rate

2 Preterm delivery

3 Obstetric complications:
pre-eclampsia

4 Obstetric complications:
intrauterine growth restriction

No.of  No.of
studies participants
1 104
l 104
1 104
1 104

Risk Ratio (M-H, Fixed, 95% CI)
Risk Ratio (M-H, Fixed, 95% CI)
Risk Ratio (M-H, Fixed, 95% CI)

Risk Ratio (M-H, Fixed, 95% ClI)

0.97 [0.81, 1.16]
0.93 [0.28, 3.01]

0.13 [0.01, 2.50]

2.78 [0.12, 66.75]




Review: Aspirin or anticoagulants for treating recurrent miscarriage in women without antiphosphalipid syndrome
Comparisan: 1 Aspirin versus placeba
Outcome: 1 Live-birth rite

Study or subgroup Aspirin Placebo Risk Ratio Weight Risk Ratio
/N /N M-H,Fixed, 5% C| M-H,Fixed,35% C|
Tulppala 1337 2202 2027 l 100.0% 1007078, 1.29]
Total (95% C) 2 2 . 4 100.0 % LO0[0.78, 129 ]

Tatal events: 22 (Aspirin), 22 (Placebo)
Heteragensity: nat applicable
Tustfor overall effect 2= 0.0(F=1.0)

1 I - T
Favours placebo Favaurs aspirin

Analysis 1.1, Comparison 1 Aspirin versus placeba, Outcome 1 Live-bith rate.
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Review. Aspirin or anticoagulants far treating recurrent miscarriage in women without antiphosphalipid syndrame
Comparison: 2 Enoxaparin versus aspirin
Outcome: 1 Live-hirth rate

Study or subgroup BNOXAPArin aspirin Risk Ratio Weight Risk Ratio
niN niN M-H,Fixed,95% CI W-H,Fixed,35% CI
Dolitzky 2006 44/34 42/30 I 100.0% 0.97 [0.81, 1.1&]
Total (95% Cl) 54 50 ¢ 000% 097081 L16]

Tutal events: 44 (enoxaparini, 42 (aspirin}
Heterageneity: not applicable
Test for overall effect 2= 0.34 (P = 0.73)

111 S ! 10 100
Favours aspirin Favours enoxaparin

Analysis 2.1, Comparison 2 Enoxaparin versus aspirin, Ottcome 1 Live-birth rate.



Review; Aspirin or anticoagulants far treating recurrent miscarriage inwamen without antighosphalipid syndrome
Comparison: 2 Enoxaparin versus aspirin
Outcome; 2 Preterm delivery

Stuly ar subgroup Enoxaparin aspirin Risk Ratio Weight Risk Ratio
/N (Ml M-H,Fixed, 355 C| M-H,Fixedl 355 C|
Dalitzhy 2006 5/ 5/30 —II— L00.0% 0.93[0.28,3.01]
Total (95% C) 54 50 - 000% 093028, 301]

Total events: 3 (Enoxaparin, 3 (aspirin
Heterageneity; not applicable
Test for overall effect 2= 0.13(P=0.30)

11 S S L0 100
Favaurs enaxaparin Favaurs aspirin

Analysis 2.2, Comparison 2 Enokaparin versus aspirin, Qutcome 2 Preterm delivery



Review: Aspirin or anticoagulants for treating recurrent miscarriage in women without antiphosphalipid syndrame
Comparison: 2 Enowaparin versus aspirin
Outcome: 3 Chstetric complications; pre-eclampsia

Study or subgroup Enoxaparin aspirin Risk Ratio Weight Risk Ratio
il il M -H,Fixed,35% CI M-H,Fixed,35% I
Dalitzky 2006 0/34 3130 I 100.0% 0.13[0.01, 250]
Total (95% () 54 5| e — 000%  0.13[0.01250]

Total events: 0 (enoxaparin), 3 faspirin)
Heterageneity: not applicable
Test for overall effect =135 (P=(.18)

o 0l ! 1 100
Favaurs enaxaparin Favaurs aspirin

Analysis 2.3, Comparison 2 Enoxaparin versus aspirin, Outcome 3 Obstetric complications; pre-gclampsia.



Review: Aspirin or anticoagulants for treating recurrent miscarriage inwomen without antiphosphalipid syndrome
Comparisan: 2 Enaxaparin versus aspirin
Outcome: 4 Obstetric complications; intrauterine growth restriction

Study or subgroup engxaparin aspirin Risk Ratio Weight Risk Ratio
il ni W -H,Fised, 95% C| M -H,Fixed, 95% C|
Dolitzky 2006 134 0/30 I *100.0% 278012, 86.73]
Total (95% C) 4 §) e 1)0,0% 278 0,12, 66.75

Total events: 1 (enoxaparin), 0 (aspirin)
Heteragensity: not applicable
Testfor overall effect 2= 0.63 (P = 0.53]

0r 02 05 1 2 510
Favours treatm ent Favaurs contral

[ndlysis 2.4]
Analysis 2.4. Comparison 2 Enaxaparin versus aspirin, Outcome 4 Obstetric complications; intrautering growth restriction.




Analysis 2.3, Comparison 2 Enoxaparin versus aspirin, Outcome 3 Obstetric complications; pre-eclampsia.
fieiew:  Azprn or anticozgulants for tméng recurrent mecarmage n wormen without intphaspholipd syndrome
Comparzore 2 Encocpann versis aspinn

Qutcome 7 Obtetric complications, pre-aampia

Sudy or sbgroup enONIM Zm flsk Rt Weight ek Ratio
N N M. H P95 MHFued g% C
ety 2006 754 150 ——- MoK 213001, 2301
Total (95% CI) 54 50 | —m— 100.0 % 0.13{001,250]
Tota! events O (enaxaparin}, 3 {s2prn)
retaropenaty: not doichle
Test r cveral et 2= 128 P = 1)




Analysis 2.4. Comparison 2 Enoxaparin versus aspirin, Outcome 4 Obstetric complications; intrauterine

growth restriction,
Review.  Aspirn or anticosgunts for treafing recurment miecarmage ' women without antiphespholpid syndrorme
Comparzont 7 Enasaparn versus 2pm

Quicome 4 Obstetric complicitions: ntruterne growsh rsrcion

Study or nbgroup OGN Sperin flsk fatio Wepht ek Ratio
iy N M o 95% O M Ford 5% O
Doty 2006 154 s | RO% TR 012, £75 |
Total (95% CI) 54 50 ——— 100.0 % 2780.12,66.75
Tota! events | (ancoaparn), 0 fasprn)
Hetaropenety: rot applcable
Test for overal| effect: Z = (043 (P = 053)
1 1 1 1 1 1
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ALIFE

Norvecg

2004-2008 yillari arasi

123 kombine tedavi, 120 aspirin, 121 plasebo
2 ve Ustl tekrarlayan disuk

100mg aspirin, 2850 IU fraxiheparin

6 hafta-dogum

“Ne aspirin grubunda ne enoxaparin grubunda ne de
kombine tedavide canli dogum orani degismemektedir.”

N EnglJ Med2010;362:1586-96



SPIN (Scottish Pregnancy
Intervention)

Yeni zellanda, Ingiltere
294 hasta

147 hasta enoxaparin 40 mg subcutaneously and 75
mg aspirin

2 ve Ustu tekrarlayan disuk

“Ne aspirin grubunda ne enoxaparin grubunda ne de
kombine tedavide canli dogum orani

degismemektedir.”
Blood. 2010 May 27;115(21):4162-7.



HABENOX

* Enoxaparin 40 mg (n=68), enoxaparin 40 mg ve
aspirin 100 mg (n=63) ve aspirin 100 mg (n=76)

e 3 ve Ustu trombofilisi olan ve olmayan

* “Ne aspirin grubunda ne enoxaparin grubunda ne de
kombine tedavide canli dogum orani
degismemektedir.”

Thromb Haemost. 2011 Feb;105(2):295-301



http://www.ncbi.nlm.nih.gov/pubmed?term=HABENOX
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Low-molecular weight heparin in patients with recurrent early miscarriages of unknown
aetiology.

Badawy AM,

340 gebe

LMWH (Enoxaparin ) 20 mg, kalp atisindan 34 haftaya kadar
Erken distk orani 4.1% - 8.8% ve gec¢ distik orani 1.1%- 2.3%
Gebelik komplikasyonlarinda fark yoktur.

J Obstet Gynaecol. 2008 Apr;28(3):280-4

Treatment options and pregnancy outcome in women with idiopathic recurrent miscarriage:
a randomized placebo-controlled study.

Fawzy M,
70 gebe.

enoxaparin tek, prednisone, aspirin, ve progesterone ile kombine ve placebo.
%81, %85, %48 li¢ grubta canl bebek orani orani

Arch Gynecol Obstet. 2008 Jul;278(1):33-8.
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Etkisiz Etkili




Kalitimsal Trombofili

Rey 2003 Lancet * Dizon-Townson 2005
Dudding 2004 Thromb Obstet Gynecol
Haemost

Preston1996 Lancet e Silver 2010 Obstet

Lissade-Lavigne G 2005- Gynecol (faktor 5 ve
J Thromb Haemost protrombin)



ACOG Bulten 2011

* Metaanaliz ve retrospektif kohort calismalarda
kalitimsal trombofili ve birinci trimester
gebelik kaybi ile ilgisi var deniyor.

ANCAK
* RCT calismalarda bu ilgi gésterilememistir.



Odiari EA,
Hum Reprod. 2012 Oct;27(10):2933-40.

Pravastatin does not prevent antiphospholipid antibody-mediated changes in
human first trimester trophoblast function.

Carroll TY,
Am J Reprod Immunol. 2011 Oct;66(4):286-96.

Modulation of trophoblast angiogenic factor secretion by antiphospholipid
antibodies is not reversed by heparin.
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*Trofoblast invasyon
*|mplantasyon
*Vaskularisasyon



